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HNHCTPYKIHA 11O
MEAUIIUHCKOMY IPUMEHEHMIO JEKAPCTBEHHOI'O CPEJICTBA

(andopmanusa 15 cHENAATACTOB)

COTJACOBAHO

PECTIVBJIMKU BEJIAPYCh

1. HA3BAHHE JIEKAPCTBE}I[IOFO CPEJICTBA Mpuxa3 Muunc'repc'rnaszg:‘p:;nc;c;xpaﬂeuna

SAL
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Jluneprauc (Lipertance), TablieTKH, OKPHITHIE ILIEHOYHOH 060/104KO0#H, 10 MI. Mr
Jlunepranc (Lipertance), TabneTkH, HOKPHITHIE TUIEHOYHOH 06010uKO#, 20 MI/5 Mr/5 Mr
Jlunepranc (Lipertance), TabneTkH, MOKPHITHIE IVIEHOYHOH 060m0uKoM, 20 Mr/10 Mr/5 Mr
Jlunepranc (Lipertance), TabneTkH, HOKPHITHIE IIIEHOYHOH 06010uKo#, 20 Mr/10 Mr/10 mr
Jlunepranc (Lipertance), TabneTKH, MOKPHITHIC INIEHOYHOH 060n0uKOoi, 40 Mr/10 Mr/10 mr

2. KAYECTBEHHBINA 1 KOJIMYECTBEHHLIN COCTAB

Onna TabyeTka, TOKpbHITas IUIGHOYHOH o6onoukol, cozepxkutr 10,82 Mr aropsacTaTMHa KajdbLMs
TPUrUWApaTa, YTO SKBHBAICHTHO 10 Mr aTopBacTaTHHA, 5 MI' NIEPUHAONpPHIA APTUHUHA, YTO COOTBETCTBYET
3,40 Mr nepuHONpWIa, ¥ 6,94 Mr amioaunuHa 6ecHiaTa, YT0 COOTBETCTBYET 5 MI' aMJIOMITHHA.

Opua TabneTka, INOKpHITas IUICHOYHOW 000N04Koi, comepkur 21,64 Mr aropBacTaTHHa KaslblHs
TpUrHApaTa, YTO SKBUBAIEHTHO 20 MI aTOpBacTaTHHA, 5 MI' EPHHIONPHIA APTHHUHA, YTO COOTBETCTBYET
3,40 Mr mepunonpHia, ¥ 6,94 Mr amnoaunuHa 6ecuiaTa, YT0 COOTBETCTBYET 5 MI' aMJIOIMIIHHA.

Onna TabnieTka, MOKpHITas IUICHOYHOM 00onouko#, comepskut 21,64 Mr aropBacTaTWHa KanbLiMs
TpUrujpara, 4yTo 3KBHBaJIeHTHO 20 Mr aTopBacraTtusa, 10 Mr MepHHIONpPHIA APrHHAHA, YTO COOTBETCTBYET
6,79 Mr nepuHIONpHia, H 6,94 Mr amIoAUNKHHA Oechnara, 4TO COOTBETCTBYET 5 MI' aMJIOAUITHHA.

Onna TabneTka, IOKpHITas IUICHOYHOM ob6onoukoli, cozepkur 21,64 Mr aropBacTaTMHa KaibLis
TPHIH/paTa, YTo 3KBUBAIEHTHO 20 Mr aToppacTatuHa, 10 Mr nepHHIONPHIA APTHHUHA, YTO COOTBETCTBYET
6,79 Mr nepusonpuna, u 13,87 mr amoaumnuHa 6ecunara, 4To COOTBETCTBYeT 10 MI aMyioAMIIMHA.

Onua TabsieTKa, MOKpHITas IUIGHOYHOH 0O0onoukoH, cojaepkuT 43,28 Mr aTtopBacTaTHHAa KajbLus
TPHUrHApPATa, YTO SKBHBaIEHTHO 40 MT aTopBacTaTHHa, 10 MI' IEpHUHIONPHIIA aPIHHKHA, YTO COOTBETCTBYET
6,79 mr nepunzponpuna, u 13,87 Mr amnogunuHa 6ecuniata, YTo COOTBETCTBYET 10 MI aMyIOMITHHA.

BcmoMoraTeibHOE BELIECTBO C W3BECTHEHIM 3(ddexToM: sakTo3a MoHoruapar (27,46 mr mna Jlunepraxca
10/5/5 mr, 54,92 mr g Jlunepranca 20/5/5 mr, 20/10/5 mr u 20/10/10 mr u 109,84 Mr mis Jlunepranca
40/10/10 mr)

TMonHbiii rIepedeHb BCIIOMOTATENbHBIX BEIIECTB CM. B pasjene 6.1.

3. ®OPMA BBIIIYCKA
Tabnerxka, nopriTau IUIEHOYHOI 0007104uKO#A.

Jlunepranc 10/5/5 w™r: kenras Tabnerka, NOKpHITas IUIEHOYHOH 00OMOUKOH, OKpyrioi ¢opMsl,

. " T o
JBOAKOBBIITYK/Ias, C PABHPOBKOM «T» ¢ O/(HOM CTOPOHBI H « << » C APYTOii.
Jlunepranc 20/5/5 w™r: xenras TabneTka, NOKpHITas IUIEHOYHOH 00ONIOYKOH, OKpYIoi ¢opmsl,

> ~ [- ZawS -
JBOSIKOBBIMYKJIAs,, C FPABHPOBKO# «Z» C OJIHOM CTOPOHBI M « <7 » € IPYTOM.
Jlunepranc 20/10/5 wmr: sxentas TabneTka, MOKphbITas IUIGHOYHOH 000s0uKol, KBaapaTHOH (OpMBI,

#
JBOAKOBBIMYKJIas, C FPABUPOBKO#M «3h C OIHOM CTOPOHBI M « <7 » € IPYTOH.
Jlunepranc 20/10/10 mr: >xenras TabneTka, MOKphITas IUICHOYHOH 00ONIOYKOH, npo,uonro

>
JBOSKOBBINYKJIas, C FPaBUPOBKOi «H» ¢ o1HOM CTOPOHBI M « = » ¢ APYTOii.
Jlumepranc 40/10/10 mr: xentas TabieTka, MOKpHITast rmeHquon 0005104K0#, nponofirHsa

JBOAKOBBINYKJ1asi, C FPAaBHPOBKO# «Sh» C OIHOM CTOPOHHI H « e ApyToii.
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4. KJIMHAYECKHAE CBOMCTBA
4.1 TepaneBTHUECCKHE HOKAZAHHHA

Jlurepranc mokasaH JUis JIEYEHHs 3CCEHLMATbHOM THINEPTeH3UH W/WIK CTaOWIBbHON MIIEMHYECKOH 6Oe3HH
cepAla B COUETAHHH C MEPBHYHON TUIEPXOIeCTEpPHHEMHEH WM CMELIAHHON THIEPIMITUAEMHEH B KA4€CTBE
3aMECTUTEILHOH TepanuM y B3pOCHIBIX NALMEHTOB, COCTOSHHE KOTOPBIX aJEKBATHO KOHTPOJIHPYETCH C
MIOMOILBIO aTOPBACTaTHHA, NEPHHIONpPHUIA H aMJIOJMITHHA MPH OJHOBPEMEHHOM MPHMEHEHHH B TaKOM ke
J03€, KaK ¥ B KOMOMHHPOBAHHOM JIEKAPCTBEHHOM CpPe/ICTBeE.

4.2 PexxuM 103HPOBaHHA H CHOCO0 NpHEMa

PexkuM 103MpoBaHuUs

OGbIunas no3a — 1 TabneTka omuH pa3 B I€Hb €KCAHCBHO.

KomOunaius (bHKCHpOBaHHb[X J103 HE MOAXOOUT Ui Ha4YaJIbHOM TCpalHHy.
Ecnu TpeGye'r CA H3MECHHUTH PEKUM JOSHPOBAHHS, CIICAYET TUTPOBATH OTACIIBHLIC KOMITOHCHTBI.

Ilayuenmul ¢ noueunoi Hedocmamoynocmuio (cm. pazoen 4.4)

JlunepTaHc MOXKHO NMPHHMMAThH TALMEHTaM, Y KOTOPBIX KIMPEHC KpeaTHHHWHA COCcTaBisieT > 60 MII/MHH, HO
OH HE TOAXOAWT A MALUUEHTOB C KIHMpeHCOM KpeaTwHMHa < 60 Mi/MuH. JIns 3THX TIALHEHTOB
peKOMEH/IyeTCs HHIUBUyaJIbHAs THTPALUS 103 MOHOKOMITIOHEHTOB.

Iayuenmur noxcunozo so3pacma (cm. pazoenvt 4.4 u 5.2)
[ManMeHTHl MOXKUIIOTO BO3PACTa MOT'YT JIEYHThCS JIMNIEPTAHCOM B 3aBHCHMOCTH OT (DYHKLIMH MOYEK.

Hayuenmui ¢ newenounot Hedocmamoynocmuio (cm. paszoenvt 4.3, 4.4 u 5.2)
JluriepraHc crieqyeT NPUMEHATh C OCTOPOXKHOCTBIO Yy MNAaLMEHTOB C HapylleHWEM (YHKIMHM TCHCHH.
JlunepTaHc NPOTHBOIIOKA3aH MalieHTaM ¢ 3a00/ieBaHNeM NI€YE€HH B aKTHBHO# CTaJHH.

Heouampuueckan nonynayus
BbezomnacHocTs M 3¢d¢exTuBHOCTh Jlunepranca y AeTed H MOLPOCTKOB HE HM3yueHa. J[aHHBIE OTCYTCTBYIOT.
[MoaToMy npMeHEHHE JIeKapCTBEHHOTO CPEJCTBA Yy AeTeil U MOJPOCTKOB HE PCKOMEHIYETCS.

Crnocob npUMeHeHHs

TlepopasibHblii npueM.

Ta6nerxku JlunepraHca cineayer MPUHUMATh B OJHOKPATHOH 103€ €XEHEBHO OJHH pa3 B ACHb YTPOM Mepe]
eJIOM.

4.3 IIpornBonoxka3zaHHus

+ TloBbilleHHass YyBCTBHTEJIBHOCTh K AEMCTBYIOLIEMY BeluecTBy, k HHruburopam AIID, npon3BoaHbIM
JUTHAPONMPUINHA, CTATHHAM WM JI0OOOMY M3 BCIIOMOraTeNIbHBIX BEILECTB, NIEPEYMCIICHHBIX B pasjelie
6.1.

+ 3abosieBaHHe MeYeHH B AKTHBHOH CTaguy WM YCTOHYHBOE MOBLILICHHE YPOBHA TpaHCaMHHa3 B
CBHIBOPOTKE HESICHOro reHe3a 6ojiee ueM B 3 pa3a Bblllle BEPXHEH rPaHUIIbI HOPMBIL.

»  BepeMeHHOCTb, KOPMJICHHE I'PYIbl0 H MNPHMEHCHHME Y >KEHILUHH, CHOCOOHBIX K JETOPOKICHHIO H HE
NpHMEHSIOHX 3¢ (EKTHBHBIE CPeICTBA KOHTpalenuuu (CM. pasnen 4.6).

*  Tsxenas runoTeH3us.

+ Illok (8 TOM umclie KapAMOTE€HHBIM 1LIOK).

«  OO6CTpyKUMs BBIXOZHOTO TPAKTa JIEBOTO JKEIyHouka (Hampumep, runeprpoduyeckas oOCTpyKTHBHAs
KapIMOMHOIATHA H CTEHO3 a0PThl BHICOKOH CTENEHH). ,

» T'emoauHamuyecku HecTaOUNBHAS CepAeYHas HEJOCTaTOYHOCTD IIOC/IE OCTPOro HHGapKTa MUOKap/a.

»  Hanuuue B aHaMHe3e oTeka KBuHKe, CBI3aHHOTO ¢ MpeAbIAYLIHM JieueHHeM HHruouTopamu AIID.

» HacneacTBeHHsl# Wiy uaMonaTuieckuii orexk Keuuke.
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* (pukas MuHRCTEpCTRA 3apaBoOXpaneHus
*  OnHOBPEMEHHOE MpPHMEHEHHE JIEKAPCTBEHHBIX CPENICTB, CONEPNATIIY,@yH KHPBEARyCHIALIHEHTDB C

caxapHbIM JHaGeTOM WM noyeyHoi HeaoctatouHocTeio (CKO < 60-m/mumr/T;73"M7) (CM. pasaeist 4.5
us.1).

4.4 OcoOble npeaynpexaenusi H Mepbl NPe0CTOPOKHOCTH NPH NpueMe

OcoGbrie npeaynpexieHnds H MEpPbl NPEAOCTOPOXKHOCTH B CBAI3H ¢ ATOPBACTATHHOM, NEPHHAONPHJIOM H
AMJIOAHIIHHOM TAKXK€ NIPUMECHHMBI K JIlll'lepTchy.

Bo3aelicTBHe Ha NeuyeHb

Beuay toro uro Jlunepranc B kauyecTBe KOMIMOHEHTA COJAEPIKHT aTOPBACTATHH, CIAEAYET MNEPHOAMUYECKH
BbINONHATE (YHKUHOHaNIbHbIE MpoObl meveHd. [lauueHTaM, y KOTOPBIX MOSBHIMCH Kakue-TMOO MpH3HAKH
WIA CHMIOTOMBI, YKa3blBaloIlMe Ha HapylieHHe (QyHKUMH II€YeHH, [IO/DKHBI ObITh  BBITIOJHEHBI
(dyHkuMoHanbHbIe Mpobbl neveHu. [laLueHTbl, y KOTOPbIX MOBBLICHACS YPOBEHb TPAHCAMMHA3, [OJDKHbI
HaXOAMTLCS MO HAOMIOAEHHEM 10 MCYE3HOBEHMS Narojorud. Ec/id noBbilieHHBIH ypoBEHb TpaHCaMHHA3,
OPEBHIIAOIIKMI BepXHIOW rpanviy HopMbl (BI'H) B 3 pasa, coxpaHsercs, peKkOMEHIyeTcsl CHU3UTh 103y
aTopBacTaTHHA, MCO/b3Ys OTAE/bHbIE KOMIMOHEHTbI, WK OTMEHHTb ero fpuemM (cm. pasaen 4.8). Jluneprauc
clieflyeT MPUMEHSTb C OCTOPOXKHOCTBIO Y TMALMEHTOB, KOTOPbIE YNOTPEOAIOT ankorojib B 3HAYMTENbHBIX
KOJIHYECTBAaX H/UIH HMEIOT B aHaMHe3€e 3a00JIeBaHUE TICUCHM.

B peakux cmydasx npuem uHrubutopoB AIID conpoBoxaaics CHHAPOMOM, KOTOpBIM HauMHaiICsa C
XOJIECTATHUECKOH XKENTYXH, NPOrpeccupoBail B GyJIbMUHAHTHBINH HEKPO3 Me4YeHH H (MHOrAa) 3aKaHYHBaJICS
JIeTaNbHBIM HMCXOJ0M. MexaHusm pa3BUTHA 3TOrO CHHApPOMA TOKa HemnoHsTeH. IlalHeHTsl, MoMyyaromme
JlunepraHc, y KOTOPBIX pa3BHUBAETCH JKEJATYXa WIIM 3aMETHO MOBBILIAETCH YPOBEHb (EPMEHTOB MEYEHH,
JIOJDKHBI TIPEKpaTUTh npueM JlunepraHca U B JajibHEHLIEM HAXOOMTHCSH MOJA MEIHLIHHCKMM HaGMIOAEHHEM
(cMm. pa3pen 4.8).

Y nauMeHToB ¢ HapylleHHeM (YHKLUHH NEeYeHH NEePHOJ| MONYBbIBEIEHUS aMJIOAMNMHA M 3HaueHus AUC
YBEJIMUMBAIOTCS; PEKOMEH/ALMH OTHOCHTENBHO 1036l He BhIpaboranbl. [lalueHTtam, KOTOpble Jeyarcs
JlanepraHcOM M HMEIOT TAKENYH INEYCHOYHYIO HEAOCTATOYHOCTb, MOXET MOTPeGOBATHCS TILATENHLHOE
HaO0IeHHE.

[lpunumas BO BHMMaHWe [elCTBHE aropBacTATHHA, MEPHHIONPWIA M aMJIOAMNuHa, Jluneprawuc
POTHBOMNOKA3aH NauMeHTam ¢ 3a60/1eBaHUEM TMEYCHH B aKTUBHOM CTaJHM WU C YCTOMYHMBBIM IOBBILIEHHEM
YPOBHS TPaHCaMHMHa3 B CHIBOPOTKE HESICHOro reHesa Oosiee yeM B 3 pasa Bbillle BepXHEi IpaHHLBI HOPMBL.
Jlanepranc ciaeayeT NMPUMEHATh ¢ OCTOPOXKHOCTBEO Y NMALMEHTOB C IMEYEHOUHOM HEIOCTATOYHOCTHIO M Y
NalKEHTOB, KOTOpbIE YNOTPeONSIOT alKOroflb B 3HAYMTESIbHBIX KOJIMYECTBAX W/MJIM WUMEKOT B aHaMHese
3abonepanne mneueHH. Eciu TpeOyercs M3MEHHTb PEXHUM [O3UPOBAHMS, CJEAyeT THTPOBAThb OTAE/bHBIE
KOMITOHEHTBHI.

BoznelicTBHe Ha CKeICTHbBIE MBILIIIEI

ATOpBACTATHH, KaK M JIpyrMe MHTHOHTOPBI MMAPOKCHMETHIIYTapUI-KOPEPMEHT A-pedyKTasbl, B PeIKHX
Clly4asX MOJKET BJIMATH HA CKEJIETHBIE MbIUILBI M BbI3bIBATH MUATITHIO, MHO3HUT ¥ MHOMATHIO, KOTOpas MOXET
NIpOrpeccupoBaTe 10 pabaoOMHONM3a — MOTEHUHAIBHO  OMacHOr0 Ui O KM3HH  COCTOSHMSA,
XapaKTepU3YIOMIErocs BbIPAXKECHHBIM IMOBBILICHHEM ypoBHeH kpeatuHkuHasel (KK) (> 10 pa3 Beuue BI'H),
MHOTJIOOMHEMHIO H MHOTTIOOHHYPHIO, KOTOPas MOXET NMPUBECTH K NOUEYHOH HEJOCTATOYHOCTH.

Onpeodenenue ypogus KpeamunKunasvl
Ypoeenb kpeatnHkuHasbl (KK) He crenyer usMepsrs nocie Tshxenoi GusMyeckoi Harpy3ku WM Mpu
HaMYUKd M000H JApyroi Bo3MoxHOM mnpuunHsl moseiienus KK, Tak ka
HHTEpHpeTaumio 3HaueHuH. Ecnu yposru KK sHauuTenbHO noebiueHb! Ha HCXOZH0N
or BI'H), cneayer Bbino/HMTE H3MepeHHe MOBTOpHO 4epe3 5-7 naweH /i
pe3yJIbTaTOB. !

Ho neuenus:
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ATOpBaCTaTHH . CllelyeT Ha3HayaTeb C OCTOPOXKHOCTBIO MALMEHTaM C MNpPeapaclioaraloliuMH

akropamu K pabaomHonu3y. YposeHb KK cremyer onmpesendts 40 Hayajda JieYEHHA CTATHHOM B

CJIICAYIOLINX CUTYalMAX:

— HapyuleHHe (PYyHKIHH MOYEK;

— THAOTHPEOD3;

—  HAacJIEACTBEHHbIEC MBIIICYHBIE HAPYLUCHUS B INYHOM WM CEMEHHOM aHAMHE3E;

— paHee NepeHECEeHHas MbILLIEYHAst TOKCHYHOCTh BCJICACTBUE MPHEMa CTaTHHA Wi Gubpara;

— [MepeHeceHHoe 3abosieBaHME TMEUEHHW W/WIM YNOTpeOJAeHHe &IKOrofNs B  3HAYHTENIBHBIX
KOJIMYECTBAX;

— y noxuiablx Jrofed (B Bospacte > 70 neT) HeoOXOAMMOCTb TAaKMX H3MEPEHHH cliemyeT
paccMaTpHBaTh B 3aBUCHMOCTH OT JPYTHX NpeApacnoyaraiomux ¢GakropoB K pabaomMuonusy;

—  CHTyaluM, KOTJa MOXKET HMETh MECTO MOBHILIEHHE YPOBHS B IU1a3Me, HapUMep, B3aUMOACHCTBHS
(cM. pa3zen 4.5) u ocoOble NOMYNIALKH, BKIIOUas reHeTHUECKHe cyOnomynsuuu (M. pasaen 5.2).

B Takux caTyauusx pUCK JIeUeHHs NODKEH pacCMaTpUBATbCA B COOTHOIICHHH C BO3MOXKHOH TOJIB30H,
a TaKKe PeKOMEH/IyeTcs KIIMHHYecKoe HabmmoeHHe.

Ecnu yposau KK 3naumrensHO mossimieHsl (> 5 pa3 or BI'H) Ha ucxoasoM ypoBHe, To jeueHHe
HAYHHATDb HENb34.

Bo Bpemsa nevenus:

— TlauueHTOB HAZO MOMPOCUTH HE3aMEUTUTENLHO COOOWIaTh O MBIIEYHOH 00JM, CyJoporax WiH
cnabocTu, 0CoBEHHO ecili OHY CONPOBOXKIAIOTCS HEAOMOTaHHEM HJIH JKapoM.

— Ecnu Takke CHMIITOMBI BO3HHMKHYT Yy MAllMEHTa BO Bpems JieueHus Jluneprancom, cieayet
onpenenuts yposHu KK. Eciu oOHapyKUTCS, UTO 3TH YPOBHU 3HAUMTENBHO NOBBIWEHB! (> 5 pas
ot BI'H), To neuenne HeoOXOAUMO IIPEKPaTHUTh.

—  Ecnm MBIIEYHBIE CHMITTOMBI TSDKEIIBIE U €XXESHEBHO BBI3BIBAIOT AUCKOMQOPT, NKE €C/IH YPOBHH
KK nossiienst 1o <5 x BI'H, cneayer paccMOTpeTs BO3MOKHOCTDb MPEKPALLEHHS JICUEHHS.

— Ecnu cumnroMmsl mpoxoaar u ypoBHM KK Bo3BpamaioTcs K HOpPME, MOMKHO pPacCMOTpETb
BO3MOXKHOCTb MOBTOPHOrO BBE/IGHHS aTOpBACTaTHHA WM BBEAEHHE aJbTEPHATHBHOIO CTAaTHHA B
CaMoii HU3KOM J103€ U TPH TIIATENbHOM HAOIOACHHH.

— Tlpuem JlunmepraHca AO/mDKEH ObITh HEMEIJIEHHO IPEKpAllEH, €CIM HUMEET MECTO KIMHHUYECKH
3HauyMMoe cyliecTBeHHoe nosbliieHne ypoeHed KK (> 10 x BI'H) uan ecnu nocrasnen auarnos
100 ecTh NOM03peHUs Ha pabIOMHONH3.

Conymcmesyowee aeyenue Opy2uMi 1eKapCmeeHnbLMu Cpeocmeamu

BBuay NpPHCYTCTBHS aTOpBacTaTHHA B Ka4yecTBE KOMIIOHEHTA JIGKAPCTBEHHOrO CPEACTBA DPHUCK
paGaoMuonu3a MOBBIIAeTCsA, Koraa JIMnepTanc NPHHHUMAeTCd OHHOBPEMEHHO C HEKOTOPHIMH
JIEKAPCTBEHHBIMU CPEICTBaMHU, KOTOPbIE MOTYT NMOBBILIATH KOHLEHTPALMIO aTOPBACTATHHA B MIa3ME,
TaKAMH Kak MouHsle HHruOuTopsl CYP3A4 wnu TpaHcnopTHble Oenku (Hamp., LMKJIOCIIOPHH,
TEJMTPOMHLIMH, KIAPHTPOMULHUH, JeJaBHPAMH, CTHUPHIICHTONI, KETOKOHA30J, BOPHKOHA30JI,
WTPaKOHA30J1, MOCAaKOHa30l M MHrubuTophl nporteassi BHY, Briiouyas puroHaBup, JONMHHABHP,
ara3aHaBup, WHAMHABMD, JapyHaBUp M T. IL.). PHCK muomarud Takke MOXET BO3pacTaTh MpU
COBMECTHOM MpuMeHeHuH remdubposuna ©  Apyrux MpoH3BOAHbIX  (UOPOEBOH  KHMCNOTHI,
SPUTPOMMLIMHA, HHALIMHA W 33eTHMHUOA, Tenanpesupa iKW KOMOMHAUKWKM TUNPAaHABUPA W PUTOHABHPA.
[To BO3MOXKHOCTH CJIEAye€T HCIMOJb30BaTh ajJbTepHATHBHBIE (HEB3aHMMOJCHCTBYIOIIHE) CpPEACTBA
JIeYEHHs BMECTO 3TUX JIEKAPCTBEHHbBIX MPENapaTos.

Coob6uanock 06 O4eHb PEOKHX Cly4asX HMMYHOOMOCPEAOBAHHON HEKPOTH3UPYIOUIEH MHOMATHU
(MOHM) Bo BpeMs uind nocie JedeHus HekotopbiMu crathiHavd. HWOHM  kimHuveckn
XapaKTepu3yeTcss MOCTOSHHOH C€naboCThIO MPOKCHMAJIbHBIX MbIlUL W TOBbILICHHBIM YPOBHEM
KpEaTHHKUHA3bl B CbIBOPOTKE, KOTOPbIH COXPaHAETCS HECMOTPS Ha NPeKPaLLeHHe JICUCHUS CTAaTHHOM.
B ciyuyasx, KOra HEOOXOIMMO COBMECTHOE MNPMMEHCHHE OTHX JIEKAPCTBCHHBIX CpPENCTB C
JlunepraHcom, CriefyeT TLATENbHO M3Y4MThb MONb3y M PUCKM conyTcTsytowero npuema. Korja
NalMEeHTHl PHHUMAIOT JIEKAPCTBEHHBIE CPE/ICTBA, MOBBIINAIOUINEG KOHLUECHTPALMIO aropBacTaTHHA B
IUTa3Me, PEKOMEHIYETCs TPHHUMATE TIOHWKEHHYI0 MAKCHMAIBHYIO 103y aTOpBAaCTATHHA, a 3HAYHT,
ClleyeT CHM3UTb A03Y OTIENbHbIX KOMMoOHeHToB. Kpome Toro, B ciy4yae NMpUMEHEHHS MOLUHBIX
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PECIIYBJIUKY BEJIAPYCH
- [lpukas MuHuCTEpCTEA 3PABOOX PAHEHUA
uHruburopos CYP3A4 cnenyer CHU3MTHL HAuUalIbHYHO O3y aTOpBACTATHHanybPeROMSAZIYETCS BECEH

COOTBETCTBYIOIIEE KITMHHYECKOE HAOMIOJCHHE 3a STUMH NMatMeHTaMH (CM. paszaen 4.5).

CosmecTHOE NPUMCHEHWE aropBacTaTHHa H d)yCHllOBOﬁ KHCJIOTbI HE PEKOMEHAYETCHA, MMO3ITOMY
CIIEYET BPEMEHHO MPEKPATHTH MPHEM aTOPBACTATHHA BO BpeMs JieYeHHA (yCHIOBOMH KHCIOTOH (CM.
pasznen 4.5).

HurepcruumanpHas seroysas 6ose3Hb

Coobmanocs 06 MCKJIFOUMTENBHBIX CHyYasX MHTEPCTHUHAIBHON JIerodHOH OOJIC3HH TMIpU  JICYEHHH
HEKOTOPbIMH CTATHHAMHU, OCOOEHHO MPH JUTUTENLHOM feveHun (cM. paszaen 4.8). Ipossasioluecs NpU3HaKu
MOTYT BKJIIOYAaTh OJBIIKY, HENPOAYKTHBHBIH Kallelb M yXyALIEHHE OOLIEro COCTOAHUS 3A0pOBbS
(ycTanocts, cHKEHWE Beca M xkap). Ecnu ecTb noao3peHus, UTo y NaluMeHTa BOSHUKIA MHTEPCTHLIMANbHAs
Jero4Has 6ose3Hb, Tepanuio JinnepraHcoM clielyeT NpekpaTuTh.

Caxapublii anaber

Hekotopbie naHHble MO3BOASIOT CHYMTAThb, YTO CTATHHBI KaK KJAcC JIEKapCTBEHHBIX CPEJACTB MOBBILAKOT
YPOBEHb TJIIOKO3bl B KPOBH, H Y HEKOTOPBIX MAaLMEHTOB, MOABEPIKECHHBIX MOBBILICHHOMY PHCKY pa3sBUTHA
Auabera B Oyayliem, MoxeT Habn0AaTbCs YPOBEHb MMNEPr/IMKEMUH, NP KOTOPOM MOXET ObITb YMECTHO
oduumanbHoe sieuerue npu auadere. OAHAKO ITOT PUCK NEPEBEIMBAETCS CHIXXEHHEM COCYAMCTOrO pHCKa,
KOTOpoe O0O0ecle4UBalOT CTAaTHHBI, W IOITOMY HE [OJDKEH ObITh NPHYHHOM IIPeKpalleHUs JIeHCHHUS
Jluneprancom. [lauueHTsi, NoaBepikKeHHbIE PUCKY (C YPOBHEM IIIOKO3bI HaTOWAK OT 5,6 10 6,9 MMoab/1,
HUMT > 30 kr/m?, noOBBIIEHHBIM YPOBHEM TPHUIITHLIEPHUIOB, THIIEpTEH3HeEH), NpH JiedeHun JlunepraHcom
JOJDKHBI HAXOJUTBC MOJA KJIWHMYECKMM M OHOXMMHYECKMM HAOMIOJEeHHEM B COOTBETCTBUH C
HaLUMOHAJIbHBIMK PYKOBOJCTBaMH.

ITauuenrtam ¢ auabetoMm, NPUHUMAIOUIMM MEPOpaIbHBIE NPOTUBOAHAOETHYECKHE JIEKAPCTBEHHbIE CPEACTBA
WIM HHCYIIHH, B TE4YEGHHE TNEPBOro Mecslla JIeYEHHs JIEKAPCTBEHHBIMH CpEICTBaMM, COAEPXALIMMH
uHruburop AII®D, Takumu kak JlunmepraHe, ciieyer NPOBOJUTH TIIATEIbHBIH MOHHTOPHHI INIUKEMHUH (CM.
paszen 4.5).

CepnevHas HENOCTATOUHOCTD

IMpu nHasnauenuu JlkmepraHca mnauMeHTaM ¢ CEPACYHOM HEJOCTATOYHOCTHIO ClieAyeT coOiroAaTh
OCTOPOXKHOCTb., B anutenbHoM nnaue6o-KOHTPOIUPYEMOM HCCNEAOBAHWM C YYacTHEM MAaLHEHTOB,
CTpajalouiMx Tmkenod cepaeuHoii HepoctarouHoctbio (III w IV kinacca no  QyHxuHoOHaBHOM
Kaccupukammu NYHA), yacToTa cnydaeB oTeka Jerkux ObUia BhIIIE B IPYIIE aMJIOJUINHA, YEM B IPYTINe
nnauebo (cm. pasgen 5.1). [laumentam ¢ 3acTOHHON cepaeqHON HELOCTATOYHOCTLIO CHEAYET C
OCTOPOXHOCTBIO Ha3HavaThb JIEKAPCTBEHHbIC CPE/CTBA, coepxaliue OJI0KaTOpbl KalbLMEBBIX KaHAIOB, TaK
KaK OHH MOTYT MOBBIIIATH PUCK CEPIEUHO-COCY/IMCTHIX ABAEHHUH U cMepTH B OyayiieM.

I'mnotensus
Huruburoper AIlD, Takue kak HEPUHAONPHI, MOTYT BbI3bIBATH MNaJieHHE APTEPUATLHOTO [aBJICHHS.
I'nnoTeH3us ¢ KWIMHMYECKMMH HPOSBICHHSIMH DPEIKO pa3BMBAeTCd y MNAalMEHTOB C rumepTeH3ueil Oe3
CONyTCTBYIOIIMX 3abosieBaHuii. OHa Yaile BO3HHKaeT y MauueHToB co cHwkeHHpiM OLIK (mpuHuMaronimx
AVYPETUKH, HAXONAMMXCA HAa AHMETE C OrpaHMYECHHbIM MOTPEOJIEHHEM COJIM, NMAlMEHTOB Ha JHAIM3E,
MALMEHTOB ¢ Juapecii WM pBOTOi) WIM y MALMEHTOB C THKEJIOH PEHHUH3aBHCUMOW runepreH3ueil (cM.
paszaenst 4.5 v 4.8). Y nauMeHTOB ¢ CHMIITOMAaTHYECKOH CepAeUHON HE0CTaTOUHOCTBIO, NPU HAJTMYHH HIIH
OTCYTCTBHHM aCCOLMMPOBAHHOH IOYEYHOH HEJOCTaTOYHOCTH, MOXKET HabmoJaThCs CUMITOMAaTH4ecKas
runoren3us. OHa ¢ HaubosblieH BEPOATHOCTBIO MOXET BO3HHKHYTh Y MALMEHTOB C Oonee TsOKemNoi
CepAeYHOM HENOCTAaTOYHOCTBIO, Cydsd 10 TPHUMEHEHHMIO BBICOKMX [03 TMETNEeBBIX JHYyPETHKOB,
TUIIOHATPUEMHMH WIH (QYHKLHOHAJIBHOM MOYEYHOH HeNOCTaTOYHOCTH. IlaljueHTHl ¢ MOBHIIEHHBIM PUCKOM
CHMITOMATHYECKOM MMIIOTEH3MH JOJDKHBI HAXOIUTHCA M0/ TIIATENbHBIM HabJIoileHHeM B Hayalle Teparvy 1
npu noadope 103wl (cM. pazaeinsl 4.2 u 4.8). Takoit ke noaxon JOWKEH mpume AR

HLIeMU4ecKo# 6oJie3HbI0 cep/ila WK HapylIeHHSMH MO3TOBOTO KpOBOOOpallieHH s,
CHIDKEHHE apTePHAIIBHOTO AABJICHHS MOXKET MPHBECTU K HHGAPKTY MHOKap/a WIIH /’/

BHyTpuBeHHO 0,9% (9 mr/mi) pactBOp Xiopuaa Hatpus. Ilpexoasmas
NIPOTHBOTIOKA3aHHEM Ul JalbHEHIIero NpHeMa JIeKapcTBEHHOrO CpeCTBa, |
MPOAOIDKATH MOCJIE MOBBIHIEHHS APTEPHAILHOTO NaBJIECHU BCIIEACTBUE yBEIHYE

5/39 Lipertance_SPC_BY_01.2018



HL Fb
9180 -2017

Y HeKOTOpBIX MAIMEHTOB C 3aCTOMHOH CepleyYHOH HeJOCTaTOYHOCTHIO, KOTOPbie HMEIOT HOPMAIBHOE WM
HU3KOC apTCPHAJIBHOC [JaBJICHUC, [ICPUHIONPHI MOXKET BbI3BATh JOINOJMHHATEIBHOE IMOHUKCHHE
apTepHalbHOIO CHUCTEMHOIO [JaBCHUA. OTOT 3QQEKT SABIACTCS OXKHUIAEMbIM H OOCBIYHO HE CILY>KHT
TPUYMHON NPEKPALIEHUS JIEUEHH. EC/iM runoTensus cTaHOBUTCS CHMIITOMATUYHOM, MOXET MOTpeGOBaTLCS
CHIKEHHE [03bl WM NPeKpaLieHue JeueHus Jluneprancom.

CTeHO3 aOpThl H MUTPAILHOTO KilafaHa

Kax u npyrue nexapcTBeHHbIE CPeACTBa, copepraiyue MHruOuTopsi AIID, Takue Kak NepHHIONPHI,
JlunepraHc ciefyeT ¢ OCTOPOXKHOCTBIO HAa3HAYaTh MAllMEHTAM CO CTEHO30M MHTPAIBHOrO KJlanaHa HiH
3HQUMTEJIbHBIM CTEHO30M aopThl HE BBICOKOH creneHu. [Ipumenenue JlumepraHca MPOTHBOMNOKA3aHO
TIALMEHTaM C THKENO0H 00CTpyKLHeH BIXOAHOrO TpaKTa JIEBOro JKeflyAoukKa (cM. pazaen 4.3).

Ilepecaaka mouku

OneiT TIIPUMEHECHHUA TIEPUHAOINPUIIA aprUMHHHA Y NMalMeHTOB, KOTOPBIE HEAABHO ICPCHCCIH TPAHCIUIAHTALHIO
IMOYKH, OTCYTCTBYET.

Hapyuienve dynkimm noyex

JlunepraHc MOXKHO MPUHUMATH MALUEHTaM, Y KOTOPbIX KJIMPEHC KpeaTHHHHA COCTaBiigeT =60 MJI/MUH, HO OH
HE TMOAXOAHUT JUI MAaLMEHTOB C KJIHPEHCOM KpeaTHMHHHa < 60 Mi/MMH (¢ HapymieHueM (yHKLMH rouek
yMEpEeHHO! M Tskeno# creneHu). s 3THX MALMEHTOB PEKOMEHAyeTCs MHAMBUAYallbHas TUTpauUMs A03
MOHOKOMHOHEHTOB. [[Jist MalMeHTOB ¢ HapyleHHeM (QYHKUUH IOYeK CTaHAAPTHBIH MOHHTOPHUHI YpOBHeM
KaJTMsl ¥ KPEaTHHUHA SIBJIS€TCS YacThIO OOBIYHOMN MEeUIIMHCKOM NpaKkTUku (cM. paszaen 4.8).

V nauueHTOB ¢ CHMIITOMaTUYECKOH CEpACYHOM HENOCTaTOYHOCTBIO THUIOTEH3UA MOCNE Hauyajlia TepanmHu
unruouropamu AII®, TakMMH Kak NEPUHIONPHI, MOKET NPUBECTHU K JaJIbHEHIIEMY YXYyAIIEHHIO GYHKLINH
noyek. B 3Toii cuTyaluu oTMeuanace ocTpas moueyHas HeAOCTaTOYHOCTh, OOBIYHO OOpaTHMasi.

VY HekoTOphIX TaLMEHTOB ¢ JBYCTOPOHHMM CTEHO30M TMOYEYHOH apTepuu WJIH CTEHO30M apTepuH
€MHCTBEHHON TNOYKH, MPOXOMAIMX jnedeHue uHruburopamu AIID, orMeuanuch ciiyyad MHOBBIIEHUS
YPOBHS MOYCBHHBI B KPOBH M KpeaTHMHHHA B CHIBOPOTKE, KOTOpbie ObUIM OOpaTUMBIMH MPH NPEKPALICHHM
Tepanuu. Takue H3MeHEHHs Haubosiee BEpOSTHBI y MAlMEHTOB C MOYEYHOH HEAOCTaTo4YHOCTHIO. [lpu
PEHOBACKYNISPHOW TMIIEPTEH3NHM TAaKOKE NOBBIIIEH PHCK pPa3BUTHA TOKENOH THIIOTCH3MM M TNOYE4HOH
HEJOCTaTOYHOCTH.

V HekoTOpbIX MNalMEHTOB C rumnepreHsded 6e3 BUAMMOroO MEPBUYHOTO TNOPAKEHHS COCYAOB MOUYeK
BO3HUKAIO MMOBBIIIEHHE YPOBHS MOYEBHHbI B KPOBH M KPEaTHHHHA B CHIBOPOTKE, KOTOpO€ OOBIYHO OBLIO
HE3HAYUTEJIbHBIM H MPEXOAAIINM, OCOOEHHO NPH KOMOMHHPOBAHHOM TIpHEMe MEpUHIONpHIA U AUYPETHKA.
310 Haubosee BEPOSTHO y MALMEHTOB C YXE CYIIECTBYIOLIEH NOYEYHOH HEAOCTATOYHOCTHIO. ModkeT
noTpeboBaThCs CHIWKEHHE 10361 H/WIH NIpEKpalleHue pueMa aquypeTuka w/unm JlunepraHca.

AMHOJII/IHI/IH MOKET Ha3HA4yaThCd MalMeHTaM ¢ IOYE€YHOH HEJOCTATOYHOCTBIO B OOBIYHBIX J03ax.
H3menenus KOHUCHTpalH1 aMJIOJIUIIHHA B IUIa3M€ HE 3aBHUCAT OT CTCICHH [IOYEYHOM HEIOCTATOYHOCTH.
AMIOQUITHH HEe noaBepracrca Juaiusy.

JlefictBue KOMOHHHUPOBAHHOTO JIEKAPCTBEHHOT'O cpezicTBa JIMnepTaHC He ObLIO MCIIBITAHO y MAlHEHTOB C
noue4yHoi HepoctatouHocTbio. Jlo3bl JlunepraHca AO/MKHBI HA3HA4YaTLCS C YHETOM PEKOMEHJalMid
OTHOCHTENTBLHO 103 HHAHBUYAJIbHBIX KOMIIOHEHTOB MIPH pa3Je/ibHOM NpHeEMe.

TlanmeHTh Ha TEMOIHAITU3E
V nanMeHTOB Ha reMoauaiM3e ¢ MeMOpaHaMH C BBICOKOW TI'MAPABIHYECKOH MPOHULIAEMOCTBIO, KOTOPbIE

OJHOBPEMEHHO nony4any uHrudurop AIl®, ormMeyanuck aHapUNaKTOMAHBIC peakuyH. [l STHX NalMEeHTOB
cliefyeT WCMONb30BaTh JPYrMe THIBl JHAIM3HBIX MeMOpaH WIM HMHOM KIacC aHTHIHIIEPTEH3HBHBIX
JIEKapCTBEHHBIX CPELACTB.

l'unepuyBcTBUTENLHOCTE/0TEK KBHHKE

V NauHMeHTOB, KOTOPAIE MoTyyanu HHru6utopsl ATID, B TOM YiC/Te MEPHHAONPUI, GBUTH 3apErHCTPUPOBAHBI
‘pefikue CTyuyad BO3HMKHOBEHHS aHTHOHEBPOTHYECkoro oreka (orexa KBuHke) nuiua, KoHedHOCTeH, ryo,
CJIM3UCTBIX O0OJIOUEK, 'S3bIKa, TOJOCOBOM IIENH W/WHM ropraHu (cM. pasgen 4.8). Takas peakuus MOxer
BO3HMKHYTH B JII0GO€ BpeMs Ha MPOTSUKEHMM JiedeHWsi. B Takux ciydasx npuem JlumepraHca criemyer
HEME/UIEHHO TIPEKPaTHTh M MPOBOAMTH HEOOXOJWMBIH MOHHTODHHI BIUIOTH [0 MOJIHOTO HCYE3HOBEHHS
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Ipuras Muuuctepersa aapagoox ﬂHeHHﬁE

cumroMoB. OGBIYHO B Cilydasix, KOTJa OTEeK 3aTparuBaji TOJbKO JIHLIO M I'yObl,POsSp@xo Btk aKoros

nuGO JieUEeHH s, XOTS aHTUIMCTAMUHHBIC JIEKAPCTBEHHBIE Cpe/ICTBA 00JIeryaii CAMIITOMBI.
AHrHOHEBPOTHYECKHI OTEK, KOTOPBIH COMPOBOXKAAETCA OTEKOM IOPTAHH, MOXKET MPHUBECTH K JICTAIBHOMY
ucxoay. Ilpu oTeke #A3bIKa, TONOCOBOM MIETHM MM TOPTAHH, MPU KOTOPOM BEpOATHa OOCTPyKLMsA
IbIXaTeNbHBIX MyTeH, CllelyeT HEMEAJIEHHO OKa3aTh MepBYI0 Nmomolib. OHa MOXKET BKJIIOYATh Ha3HAYCHUES
aZipeHa/IMHa W/WIKM NOAACpXKaHHe MPOXOAHMOCTH AbIXaTeNbHbIX MyTel. [TauuenT no/mkeH HaXOAMWTHCS MO
TILATEIbHBIM MEAULMHCKHUM HAOMIOACHHEM A0 TTOJHOTO M OKOHYATENIbHOIO HCUE3HOBEHHUA CUMIITOMOB.

PHCK pa3BUTHsI aHTHOHEBPOTHYECKOTO OTeKa TMpH rpueMe JIunepranca MOXKeT ObITh MOBBILIEH Y MALIUEHTOB,
MepeHecIIX aHIMOHEBPOTHYECKHI OTEK, He CBA3aHHBIM ¢ npueMoM UHruouropos AIl® (cm. paszen 4.3).
IMocTynanu penkue cooOuieHHs 06 aHrHOHEBPOTHYECKOM OTEKE KUILIECYHHKA y MALMEHTOB, MPHHHMAIOUIMX
uHrouTopsl ATI®. V 3THX NayueHTOB BO3HHWKAIAa GoJib B KHBOTE (C TOLIHOTOH M pBOTOH WK 0€3 HHUX); B
HEKOTOPBIX CITy4yasX 5TOMYy He MpPEeAIIECTBOBA] aHFHOOTEK JHLa M ypoBHH C-1 scTepasbl ObliM B HOPME.
Jlnarso3 oreka KBWHKE CTaBWJIH C MOMOIIBIO MPOLEAYP, BKIIOYABIIMX KOMIIBIOTEPHYIO TOMOrpagduio,
yABTpa3ByKoBoe OOCHEOBaHHE WM NPH XUPYPrHYeCKOH OIepaluH; CHMITOMBI MPEKPALIAIHCh IOC/E
npekpamieHus npruema uaruduropa AII®. Orexk KBuHke ¢ nopakeHHeM KHILIEYHUKA ClIelyeT pacCMaTpUBaTh
npu AubdepeHIHATBHOM AHarHo3e y NalyeHToB, NpUHUMaroIuX Jluneprasc, ¢ 601IMH B )KHBOTE.

OnHoBpeMeHHOe npuMeHeHHe WHruOuTOpoB MPM (MuIIeHH panaMHIMHA Y MJIEKOMHMTAIOMX) (HAaIpUMep,
CHPOJIMMYC, BEPOIIUMYC, TEMCHPOJIMMYC):

IlanueHTsl, MoJyyarompe COMYTCTBYIOLIYIO Tepanuio HHruOuTopamu MPM (Hanpumep, cHpoIuUMYC,
3BEpPOJIMMYC, TEMCHPOJIHMMYC), MOTYT OBITh MOJBEPIKEHHI TOBBIIIEHHOMY PHUCKY pa3BuUTHA oTeka KBuHKe
(Hanpumep, OTeK AbIXaTeNbHBIX MyTel WK A3bIK, C WK 6e3 pecliupaTOpHbIX HapyLieHwit) (cM. paszaen 4.5).

AxadunakronHpie peakiMi BO BpeMs npoueaypel adepesa JUNONpoTeMHoB HU3Ko# miotHoctH (JIMTHIT)

B penkux cioydasx y NaiMeHTOB, MOMy4aromux uHrubutopslr AII®, BO Bpems mnpouenypsl adepesa
munonporeuHoB Hu3koi rwiotHoctd (JITHIT) ¢ pekcrpancynbdaTtoM OTMEHYAHCh YrpoXaloLUe JKU3HH
aHadwiakrouHble peakuuu. M36exars 3THX peakuuii MOXKHO TyteM oTMmeHbl uHruburopa AII® nepen
KaKABIM NpoBeeHHeM adepesa.

AHaduiakToNIHBIE PEaKLIMK BO BPeMs [IeCEeHCHONIM3aHM

Y mnauueHTOB, MONY4YaBIIMX JIEKAPCTBEHHbIC CpPEACTBa, colepxkauue uHrubutopst AII®, Takue Kak
Jlunepranc, BO BpemMsa AeCEHCHOMNM3MpYIOLIEH Tepanuyd (HAMpUMeEp, SOOM MEePEernOHYaTOKPBLIBIX
HACEKOMBIX), BO3HHKaNM aHaGWIAKTOMIHBIE peakiMd. Y TeX K€ MALMCHTOB 3THX peakUMil yaaBaloch
n3bexars NMyTeM BpeMeHHOH oTMmeHbl HHruburopoB AIID, HO OHM BHOBb HACTYNAIM NpH CIyYalHOM
[IOBTOPHOM TIpHEME JIEKAPCTBEHHOI'O CPE/ICTRA.

He#rponeHus/arpasy1ouuTos/TpoMOOIMTONEHHS/aHEMHS

Y nauMeHTOoB, npHHUMalomMX HHruOHTOpHl  AIlD, oTMeyamuce HEHTpONEHHUs/arpaHyJIOLUTO3,
TPOMOOLIMTONICHNS W aHeMHus. Y NalMeHTOB C HOPMATbHOH (YHKIMeH TOYeK M OTCYTCTBHEM JAPYTHX
OCIIOXKHAIOLIMX (haKTOPOB HEUTPONEHUS BO3HHUKANa peaxo. Cnemyer cobmoaaTh npeaeibHyI0 OCTOPOKHOCTD
npd  Ha3HayeHuM JlumepraHca  mauMeHTaM ¢ KOJUIareHO3aMM, — NalMeHTaM,  IOJy4aroiluM
HMMYHOJENPECCAHTHYIO TEPAIHUIO, JICUCHHE ALIOMyPHUHOJIIOM WIM NPOKAWHAMMJOM, WJIH TeM, Y KOro
NPUCYTCTBYIOT BCE 3TH OCJIOKHAIOMHKE (PakTopbl, B OCOGEHHOCTH TNpH YK€ HMEIOUIMXCS HapyLICHUAX
QYHKIMH TTOYeK. Y HEKOTOPHIX M3 TAKHX MALMEHTOB PA3BHIIMCH Cephe3Hble MH()EKLHH, U B OTACIBHBIX
Clly4asX MHTEHCHBHas Tepanus aHTHOMOTHKaMH oKaspiBanach HesbdgektusHoi. [Ipu HazHaueHuH
Jlunepranca TakuMM MAalMEHTaM PEKOMEHIYeTCs MPOBOAMTh IMEPHOAHYECKHH MOHHUTOPHHI YPOBHS
JISHKOLIMTOB B KPOBH M MHCTPYKTHPOBAaTh HX 0 HEOOXOAHMOCTH COOOIIaTh O MOOBIX MpH3HAKaX HHGEKLHH
(nanpumep, 601b B ropiie, MOBHILICHHE TEMIIEPATYPbI).

Paca
Orex KeuHke npu nevennu uaruburopamu AII® vaie BO3HHKAET Y MALMEHTOB HETPOM
TIALMEHTOB JPYTHX pac. ‘
ObdexrusHocTs Jlunepranca, KoTopeii conepxut uHruOutop AII® nepunpon

apTepUaNbHOIO AAaBJIEHUs y MAilUeHTOB HEIPOUIHOM Pachl MOXKET OBbITE HIDKE, YeM Y Tl

Bo3MOXHO, NpHYMHA 3TOr0 COCTOMT B TOM, YTO FHIIEPTEH3HA Y IALMEHTOB Henf'[:) ;
NpoTeKaeT Ha HOHE HU3KOIO CO/IePIKaHHs PEHHHA. \

Kamens
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Ilpu “uenons3oBanun  uHruOuTopoB AII® 6bi10 OTMEYEHO BO3HMKHOBEHHME KalUli. XapakrepeH
HENPOAYKTHBHEIH,  HEMNPEKPALIAIOLIMACS KalleNb, KOTOPbI MPOXOMMT C MpEeKpalieHHeM Tepanuu. Y
NaMEHTOB, NMPUHUMAIOIIKX JlunepraHc, Kaulesib, BbI3BaHHBIA NpHeMoM uHruburopa AII®, cnemyer
paccMaTpHBaTh NpH A PepeHHATEHOM JUArHO3€ KallUTs.

Xupypruyeckoe BMELIATENbCTBO/aHECTE3US
[Ipn o6mHMpPHOM XHPYPruYeCKOM BMEILIATEIbCTBE HIM BO BpeMsl aHECTE3HH JIEKAPCTBEHHBIMH CPEICTBAMH,
BbI3BIBAIOIIMMH THIOTEH3HIO, JlunepraHc Moxer O10KkHpoBaTh o0pa3oBaHUe aHrHoTeH3uHa II BcneacTBue
KOMIIEHCATOPHOTO BBICBOOOXKAEHHS peHuHa. JleueHue ciemyeT OTMEHMTh 3a JA€Hb MO onepauuH. Ilpu
Pa3BUTHH THIIOTEH3HH, KOTOpAs MpPEANOJIOKHUTENBHO CBA3aHA C STHM MEXAHHU3MOM [EHCTBHA, €e MOXKHO
KOoppekTHpoBaTh ImyTeM nospieHus OLIK.

I'voepkanvemus

VY HEKOTOpbIX NMAaLMEHTOB, NPOXOAMBLIMX JiedeHHe uHruburopamu AIID, B TOM 4YuCne NMEPUHIOTIPHIIOM,
OTMEYAJOCh TIOBBILICHHE COJAEP)KAHHA KalMs B CBHIBOPOTKE KpoBH. DaxkTopel pHCKAa pa3BUTHA
THNEPKAJTHEMHH BKJTIOYAIOT MOYEUHYIO HEJJOCTATOYHOCTD, YXYALIeHHe GYHKIMHU noYek, Bo3pact (> 70 mer),
caxapHbiii auaber, ciyvaliHble SABJCHHMSA, Takue Kak 00E3BOXKMBaHME OpraHH3Ma, OCTpas cepjeyHas
JeKOMIIeHCalus, MeTabonuvecKuii anufo3 W OAHOBPEMEHHBIH MpueM KayuicOeperalomuyx AHYypeTHKOB
(rakuX KaK CMHPOHOJIAKTOH, OIUIEPEHOH, TpHAMTEpeH WJIH aMWIOpPUA), IpenaparoB Kajiusi WM
KaJIMCOIepKAIX 3aMEeHUTeNIel COJNM, a Taloke OpHEeM JPYTHX JIEKapCTBEHHBIX CPEICTB, BBI3bIBAIOIHX
MOBHIIIEHHE YPOBHA KalWig B CHIBOpPOTKe (HampuMep, remapuHa). llpueM mnpenapaTtoB Kanws,
KaymiicOeperaioumx AUYPEeTHKOB WM KalHHCOAEpXalluX 3aMeHHUTeNel coiu, OCOOEHHO MalMeHTaMH C
HapylleHUsMH (YHKLMH TOYeK, MOXET MPUBECTH K 3HAYMTEIBHOMY ITOBBILICHUIO YPOBHS Kajluid B
ChIBOpOTKe. ['HMepkalieMHs MOXET BbI3BaTh TDKEIYI0, HHOTAA JeTalbHylo aputmuio. Eciu
OJHOBPEMEHHOE Ha3HaueHHWEe YKa3aHHBIX BBILIE JIEKAPCTBEHHBIX cpeiactB M JlumepraHca cuHTaercs
HEOOXOJUMBIM, HX CIIEYET MPUMEHATH C OCTOPOXKHOCTHIO M IIPH YaCTOM MOHUTOPHHIE COJACPXKAHUA KU B
CBIBOPOTKE KpoBH (cM. pazen 4.5).

Coueranue ¢ TUTHEM
" He pexkoMeHayeTcs coueTaHHe JIMTUS M JIGKAPCTBEHHBIX CPEACTB, COACPIKALIMX MEPHHIONPHI, TAKMX KaK
JlunepraHc (cM. pa3zaen 4.5).

JBoiiHas 6iokajia peHHH-aHIHOTEH3HH-abocTepoHoBoit cucTeMbl (PAAC)

Jloka3aHo, YTO OJJHOBPEMEHHOE MprMeHeHHe UHTHOHTOpoB ATI® 1 6y10KaTOpOB pPeLENTOPOB aHMMOTEH3HHA
II Wi anMcKUpeHa MOBBILIAET PUCK TMIIOTEH3UH, TMIEPKAIMEMHU U BBI3BIBACT CHIDKEHHE (PYHKIMH MOYEK
(BKJIIOYAs pa3BUTHE OCTPOM MOYeuyHOH HemoctaTouHocTH). Ilosromy nBoiinas Onokama PAAC myrem
KOMOHWHHPOBaHHOTO HCIONB30BaHHA HMHruOuTopoB AIID, GnokatopoB pelentopoB aHrHoTeH3uHa II wiu
aATMCKUpeHa He pexoMeHxyeTcs (cM. paszenst 4.5 1 5.1).

Ecau aBoiinas Gnokana sBisercs abCOMOTHO HEOOXOMUMOI, ee ClieyeT MPOBOAMTD TONBKO IMOJ, HaJ30pOM
CMELHATUCTA U MIPH YCJIOBUHM YacTOrO THIATEILHOrO MOHHUTOPHHIA (D)YHKLMH MOYEK, YPOBHEH 3JIEKTPOJHUTOB
H apTepHATILHOTO AaBJICHHS.

IMaupienram ¢ auabermyeckoif Hedpomaruedl Henb3s Ha3Hayath WHrHOuTOpel AII® u  GmokaTopsl
peuenTopoB aHruoreHsuHa I oIHOBpeMEHHO.

BcnomMoraTteibHbIC BELIECTBA

Ilo IIpHYHAHE COACpXKaHUA B HEM JIAKTO3bI HnnepTch HE HOOJDKHBI TIPpHHHMATb IMAHHCHTBI C PEAKO
BCT‘pe‘IaIOUlef/'lCﬂ HACJIeICTBEHHOU HENCPECHOCHMOCTBIO JIAKTO3bl, CHHAPOMOM MaJ'IBa6COP61IIdH I'JIFOKO3bI U
rajJaKkTo3bl HJIH BpO)l(,ZIeHHOf/'I JIaKTa3HO#W HEJOCTATOUYHOCTHIO.

4.5 BsaumojaelcTBHE ¢ IPYTHMH JIeKAPCTBEHHbIMH CPeCTBAME H Apyrue GpopMbl B3aHMOAeHCTBHS

JlaHHble KIMHAYECKHX HCCIIENOBAHWHM IOKa3ajH, 4YTO [BoHHas OloKana PpeHUH-aHTHOTEH3WH-
ansaoctepoHoBoii cuctemsl (PAAC) myteM KOMOHWHHPOBAHHOTO HCIHOJB30BaHUA HHTHOMTOpOB AllD,
6JI0KaTOPOB peLeNTOPOB aHTrHOTeH3WHa Il WIH aluCKMpEeHa COTNPOBOXKAACTCS IOBBILIEHHEM 4YacTOTHI
HeXeJaTe/IbHbIX ABJICHHM, TAKUX KaK I'MIOTEH3Ms, FHIEpKATMEMHs U CHIDKEHHE QYHKUMH MOoYeK (BKIOYas
pa3BUTHE OCTPO#l MOYEYHOH HENOCTATOYHOCTH) B CPABHEHHM C HCIOJI30BAHHEM OJHOIO JIEKAPCTBEHHOTO
cpencTBa, Bo3aeiicTBytomiero Ha PAAC (cm. paspenst 4.3,4.4 u 5.1).

8/39 Lipertance_SPC_BY_01.2018



HO PB COTJIACOBAHO |
MUHKCTEPCTROM 31IPABOOXPAHEHUS
9 1 8 0 PECITIYBJNHKU BEJIAPYCH

- 2 U 1 7 Tlprkas MUHKCTEPCTRA 3APABOOXPAHEHHS
Pecntybnurku Benapycs

HccnepoBaHuii nekapcTBEHHOTO B3auMoaeHcTBUs JIunepradca ¢ ap
MPOBOAWIOCH, OJHAKO ObUIM TPOBEACHBI MCC/ICIOBAHHA C aropBacTaTUHOM, IIEPHHIOINPHIOM H
aMJIOJMITHHOM TP Pa3lesibHOM fipueMe. Pe3yabTaThl STHX HCCIICIOBAHHM NIPEACTABICHBI HIXKE.

Jlexapcmeennvie cpedcmea, 66i3bi6aAIOUUE 2UNEPKATUEMUIO

HekoTtopele nekapcTBeHHbIE CPEACTBA HIIM KJIACCHI JIEKAPCTBEHHBIX CPEACTB MOTYT MOBBIIIATh YacTOTY
BO3HMKHOBEHHUS MMIIEPKATIMEMUM: ATHCKUPEH, COJIM Kaius, Kanuiicoeperarolye JUypeTHKH, HHTMOUTOPbI
AII®, anraronuctst peuenropos anruorersuna-1l, HIIBC, renapunbi, HMMYHOAENIPECCAHTBI, HAIIPUMED,
UMKJIOCTIOPHH WIH TaKPOJIMMYC, TpUMeTONpPHM. CoueTaHre 3TUX JIEKAPCTBEHHBIX CPECTB MOBHIIAECT PUCK
TMIEPKAJIHEMHUH.

Oonospemenroe ucnoavb3o8anue NPOMUBONOKA3AHO (cM. pazoen 4.3).

Komnonentr  H3BecTHoe B3aumopeiicTBue ¢ B3aumopeiicTBHe ¢ APYrHMH JleKapCTBeHHbIMH

JIeKAPCTBEHHDBIM CPEICTBOM cpeIcTBaMH
Ilepunmonpun  AnUCKHUpeH CoueraHHas Tepanus JIMNEpTaHCOM M aJIMCKUPEHOM
NPOTUBOINIOKa3aHa IanvMeHTaM C CaXapHbIM }lﬂaﬁeTOM
WM MOYEYHOI HEJOCTATOYHOCTHIO

(CK® < 60 mn/mun/1,73 M?) u3-3a pucka
THMIEPKAIMEMHH, YXy[OuleHUS (QYHKIHH TIOYeK H

[OBBILICHUS 4acTOTHI CepAEUHO-COCY UCTHIX
3a0o/ieBaHMii W CMEPTH OT CEPAEYHO-COCYAHUCTBIX
3a60J1eBaHU
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M FDB;
9180 -27

Oonoepemennoe Ucnonb306ante He peKOMEHO08aHo (cm. pazoen 4.4):

KoMnoneHnr H3BecTHOE B3anMoaeHcTBHE €
JIeKAPCTBEHHBIMH CPEACTBOM

B3anMogeiicTBHE ¢ APYrHMH JIeKAPCTBEHHLIMH
CpencTBaMHu

AtopBactatud  MoiunHsie uaruéutopsl CYP3A4

AtopBacTaTMH  MeTabonu3upyercs HHTOXPOMOM
P4503A4 (CYP3A4) wu sBmsercs cybcrparom
TPAaHCMOPTHLIX O€JIKOB, HanpUMep, YYacTBYIOLIEro B
NEYEHOYHOM 3axBare TpaHcnopTHoro 6enka OATP1BI.
OnHOBpeMEHHBIH TNpHEM JIEKApCTBEHHBIX CpECTB,
ABJIAIOLIHAXCA AHrHOMTOpaMuU CYP3A4 WIH
TPAHCIIOPTHBIMH ~ O€lKaMH, MOXET IpPHBECTH K
YBEIU4EHMIO KOHLIEHTpaluM aTOPBAaCTaTHHA B IUIa3Me H
MOBBILICHHOMY PHUCKY MHOMNAaTHH. PHCK Taike Moxer
ITOBBILLIATHCS npu OJTHOBPEMEHHOM npueme
atoppacTaTMHa C  JIpyTMMH  JIEKapCTBEHHBIMH
CpencTBamMM, KOTOPbIE TNOTEHIMAJIbHO MOTYT BBI3BaTh
MHOMATHIO, TAKUMH Kak Ipou3BoAHble (PuOpoeBoii
KMCJIOTBI U 33¢TUMHO (cM. pazzaen 4.4).

beino aokazano, uro MoinHele HHrHOMTOpEl CYP3A4
BeIyT K BBIPOXEHHOMY TIOBBILICHHIO KOHUEHTpaluH
aropBactatiHa. [Io BO3MOXKHOCTH cienyer H3berarsb
OJHOBPEMEHHOr0 MNpHEMa MOLIHBIX HHTHOHUTOPOB
CYP3A4 (takux Kak LMKJIOCHOPHH, TEIUTPOMHLVH,
KJIAPUTPOMULIKH, JENaBUPIVH, CTHPHIIEHTOJ,
KETOKOHA30J1, BOPHKOHA30I1, WTPaKoHa301l,
MOCaKOHA30/1 U HHruOUTOpPHI MpoTea3st BUY, Brmoyas
PUTOHAaBHp, JIONIMHABUp, AaTa3aHaBUp, HHAMHABUD,
papyHapup 4 T. 1) U Jlunepranca. Ilpu
HEBO3MOXHOCTH W30exaTh ONHOBPEMEHHOIO [IpHeMa
JTHX JIEKAPCTBEHHBIX CPEICTB C JIUmepraHcoM cieayeT
WCIONB30BaTh Oojiee HU3KME A03bl aTOPBACTaTHHA B
coctape Jlunepranca W  PEKOMEHIYETCS  BECTH
COOTBETCTBYIOIlEe KJIMHHYECKOE HaOMmoJAeHHe 3a
nayueHToM (cM. Tabiuuy 1)

Tlepunponpun  AnuckupeH

3a HCKIOYeHHeM TalMeHTOB ¢ auabeToM W
HapyleHneM (YHKIUH TOYEK, COYETAHHOE JICUCHHE
JlurepTaHCcOM M aJIACKUPEHOM HE PEKOMEHJyeTCs

CoueranHas Tepanus
uaruduropamu AIl® u
610KaToOpaMH PeLIeNTOPOB
aHTHOTEH3UHA

B nurepaType coo0uianoch 0 TOM, 4TO y MalHEHTOB €
YCTAaHOBIEHHONW  aTepoCKJIEpOTHYECKOH  6GoNe3HbIO
cepaua, CepieyHOi HeJOCTATOYHOCTBIO WIH AnabeToM
C TOBpPEXICHHEM OpPraHOB-MHUILCHEH COYETaHHAs
Tepanus wHruOuTopoM AIID, TakuM Kak TEpHHAONPMI
B cocraBe JlunepraHca, ¥ O6JIOKaTOPOM peELIENITOPOB
aHTHOTEH3WHAa CBs3aHa C TIOBBILIEHHOH 4acToTOM
UMOTEH3MH,  OOMOpOKOB, THNIEpKAIMEMUAN U
yxynueHueM (QYHKUMH M[o4yeKk (BKIOYas OCTpYIO
MOYEYHYI0O HEJOCTATOYHOCTb) [0 CPaBHEHHIO C
MpPUMEHEHHEM OTAENBHOIO JIEKAPCTBEHHOTO CPEICTBA,
BO3JICHCTBYIOIIErO Ha PEHHH-
AHrHOTEH3HH-AJILIOCTEPOHOBYIO  CHCTEMY. JIBoitHas
Onokana (HampuMmep, IyTeM COYETaHHs HHrubMTOpa
AII® ¢ aHTaroHucTOoM perenTopoB aHrHoteHsuHa II)
JIOJDKHA OTPaHU4MBATHCH OTACTBHBIMHU ONpe/Ie/ICHHBIMU
CllyyasMH M TIPOBOAMTBECA  IOJ  TLIATEIbHBIM
HabmonieHHeM 3a QyHKLMEH MoYeK, ypOBHEM KalHs U
apTepHaJIbHBIM JaBJICHUEM
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COTJACOBAHO

MUHUCTEPCTBOM 3/IPABOOXPAHEHUS
PECIYBJMKH BEJAPYCD 4

porrvses ¢.cc: ;.

KoMmnoonenr

M3BecTHOE B3aHMOIEHCTBHE €
JIEKAPpCTBCHHBIMH CPCACTBOM

T R |

B3ammoaeiicTB
cpeaCTBAMH ;

OCTpaMyCTHH

PHCK MOBBILIEHHSI YaCTOTHI HEXeaTeNbHbIX 3 EKTOB,
TakuX Kak orek KBuHke (aHMHOOTEK)

Jlutuii

[Ipy OOHOBPEMEHHOM MpHEME JIUTHA M MHIHOMTOPOB
ATI® ObLM 3aperucTPUpOBaHBl ClyuyaH 0OpPaTHMOro
YBENTHUEHHST KOHLEHTPALMH JIMTUS B CHIBOPOTKE H
TOKCHYECKOI'o BO3/CHCTBHS. Hcnons3osanue
JlunmepraHca C JIMTHEM HE PEKOMEHAYETCH, HO eciu
TaKOM OXHOBPEMEHHBIH NpHeM HEOOXOIHM, TO ClEAyeT
HOpPOBOJMTH TLIATE/IbHBIH MOHUTOPUHI YPOBHS JITHA B
CBIBOPOTKE KpOBH (cM. pasznen 4.4)

Pauekanorpuin

Huruburopsr AII® (Hanpumep, NEPUHIONPHI), Kak
W3BECTHO, BBI3bIBAIOT OTek KBHHKE. DTOT pHCK MOXET
ObITh TOBBILIEH MPH OJAHOBPEMEHHOM IPHMEHEHHM C
pauexkagoTpuiioM (TpenapaToM, MCMObB3YEMBIM TPH
OCTpoO¥i Anapee).

Huarubutopst MPM (Hanpumep,
CHPOJTMMYC, 3BEPOJIUMYC,
TEMCUPOJIUMYC)

IMauneHTs!, MOMyYaroWKe COMYTCTBYIOIIYIO TEpPanuio
uarubutopaMd  MPM, wmoryr ObiTb TIOABEPKCHBI
MOBBILICHHOMY PHCKY pa3BuTus oTeka KsuHke (cMm.
paszzaen 4.4).

KanwuiicGeperaromue 1nypeTHKy
(HampuMep, TpHaMTepeEH,
aMWJIOPH], STUIEPEHOH,
CIIUPOHOJIAKTOH), COJIM KaJIus

H3BectHO, 4TO O3TH  JIEKAPCTBEHHBIE  CPENCTBA
BBI3BIBAIOT rUepKaTHEMHIO (noTeHLMaNBHO
JIeTalIbHY10), OCOOEHHO INPH COYETaHHWH C IOYEHHOH
HEIOCTAaTOYHOCTHIO (anouTUBHLIN
rHNepKaIHeMUIECKUH a¢dexr). Coueranue
JInnepraHca ¢ 5TUMHM JIEKAPCTBEHHBIMH CPEIACTBAMH HE
pexomeHayercs (cM. pazaen 4.4). Eciu conyTcTByromee
TPUMEHEHHE 3TUX JIEKApCTBEHHBIX CPEICTB INOKA3aHO,
HECMOTpS Ha BO3MOXXHBIE OCJIOXNHEHHMA, TO NPH HX
npreme clieayeTr cobmonare 0co0yl0 OCTOPOKHOCTb M
MPOBOAWTDL YacTbli MOHUTOPHHI COACPXKAHWA Kajlud B
CBIBOPOTKE KPOBH

AmMnogunuH

Hantponex (uady3us)

Y OKHBOTHBIX TIOC/ie TpPUMEHEHHs Bepanammia H
JAHTpOJIeHa BHYTPUBEHHO OTMEHYAJIUCh JIETAIbHAs
GUOPWUIALMA JKETyJOYKOB U CEpAEYHO-COCYAUCTHIN
KOJUTAIC B COYETaHWHM C FUIepKaiueMueil. B cBasu ¢
PHCKOM THUMNEpKAJIHEMHH peKoMeHOyercs u30erars
OHOBPEMEHHOT0 MpHeMa JIEKapCTBEHHOrO CPeAcCTBa C
OMoKaToOpaMH  KaJIbI[MeBBIX KAHAIOB, TAKMMHM Kak
JlunepraHc, y NalMEeHTOB C PUCKOM 3JI0KA4E€CTBEHHOH
FHIIEPTEPMHUH U IIPH €€ JICUEHUH

ATOpBacTaTHH
/aMIOMINKHH

I'pefindpyTs win
rpeingpyToBbIi COK

He  pexkomenmyercs  ymotrpeGieHue  GONBIIOrO
KOJIMYECTBa TpedndpyToBoro coka ORHOBPEMEHHO C
MPUEMOM aTopBacTaTuHa (cm. Tabu. 1).

He pexomennyercs npueMm JlunepraHca, coaepiamiero
aMJIOAMITMH, C rpefinppyraMmu Wid rpedndpyToBbIM
COKOM, TaK KaK Yy HEKOTOPBIX MALMEHTOB 3TO MOXET
NPUBOAMTE K TMOBBIMIEHHIO €ro OMOJOCTYNHOCTH H,
CJIEJOBATESIbHO, K YCHICHHIO THIIOTEH3UBHOTO 3ddekTa
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HO PE

9180 -2017

Oonoepemennoe ucnons3oeanue mpebyem ocoboti OCMoPONCHOCMU:

KomMnoneHT

H3BecTHOE B3aUMOAeiHiCcTBHE C
JEKAPCTBEHHBIM CPEACTBOM

BsaumoneiicTBue ¢ APYTrHMH JieKAPCTBEHHBIMH
cpeacTBaMH

ATtopBacTaThH

YMepeHHbIE HHTUOUTOPBI
CYP3A4

Vmepennbie uHruburopsi CYP3A4  (uwanpumep,
SPUTPOMHLIHH, IOUITHA3EM, BEpanamuiI U
¢JIyKOHa30JI) MOryT TIOBBILATE KOHLEHTPALMIO
aropsactatMHa B mwia3me (cM. Tabmuuy 1). Ilpu
NPUMEHEHHWH JPUTPOMHMIMHA B COYETaHUH CO
CTaTUHaMH  HaOmofaeTcs  TOBBIIIEHHBIH  PHCK
MHOTIATHH. Hccnenopanus JIEKaApCTBEHHOTO
B3aUMOJICHCTBHA o U3YYEHHIO addexra
amMMOJapoHa WIM BepanaMuja Ha aTOpBacCTaTHH He
NpOBOAMINCH. HM3BeCTHO, 4YTO WU aMHOAApOH, H
pepanamMun yraetaior aeicresue CYP3A4 u uyro
COBMECTHBI [pHEM C aTOPBACTaTHHOM MOXET
MPUBECTH K YCHJICHHIO AEHCTBUS aTOPBACTAaTHHA.
IMostoMy cnexyeT HCMoiB30BaTh Oojiee HU3KYIO
MaKCUMAJIbHYIO [I03y aropBacTaTHHa B COCTaBe
Jlunepranca 1% pekoMeHayeTcs BECTH
COOTBETCTBYIOIIEE KIIHHUYECKOe HabofeHue 3a
MalMeHTOM MpH OIHOBPEMEHHOM IPUMEHEHHH C
YMEPECHHBIMH HUHrHOUTOpaMu CYP3AA4.
Pexomenayercs BECTH COOTBETCTBYIOLIEE
KIIMHUYECKOe HAOJIOfIeHHe MOC/ie Hayaja JIeYeHHs
win nioabopa J036I HHTHOHTOPa

HUngykropel CYP3A4

OnfHOBpeMEeHHOe TMpPUMEHEHHe AaTopBacTaTUHA M
HHAYKTOpOoB mmroxpoma P450 3A (takux Kak
adasupenn, pudamMnuuuH, 3Bepoboil)  Moxer
NPUBECTH K U3MEHAEMOMY CHIDKEHHIO
KOHLEHTpalMii aTopBacTaTMHa B IUIa3Me (CM.
Tabmuiy 1). Beuay MexaHu3ma  JABOHHOTO
B3aUMOJIeHCTBIS pudamumHa (vHOYKUMS
uuroxpoma P450 3A u yrHeTeHHe y4acTBYIOLLETO B
NEYEHOYHOM  3axBaTe  TpaHCHOPTHOro  Oenka
OATPI1B1) pEeKOMEHAyeTCH OJHOBpPEMEHHOE
npumeHenue JlunepraHca ¢ pudaMIUIMHOM, TaK KaK
3afiep)kka C BBEJCHHEM aTOpBacTaTHHA MoCie
npueMa pudaMIMIKMHA CBA3aHa CO 3HAYMTENILHBIM
CHIDKEHHEM  KOHLIEHTpalMd  aTopBacTaTWHa B
miazme. OpHako BiusHMe pudaMnuIkHa Ha
KOHLIEHTPAaLMM  aTOpBacTaTMHA B  MEYCHOYHBIX
KIeTKaX HE M3BECTHO, W TIIpH HEBO3MOXKHOCTH
n30exaTh OZHOBPEMEHHOTO NPHUMEHEHHS CIeayeT
BECTH TILATeNbHOE HAOMONEHKE 32 MALMEHTaMH Ha
npeaMer 3pHeKTHBHOCTH JICHEHHS

Jurokcux

IMpy OAHOBPEMEHHOM NPUMEHEHHH MHOTOKPATHBIX
Jo3 JgurokcuHa M 10 Mr  aropBacTaTHHa
KOHLEHTpallMd  JWTOKCHHA B  PaBHOBECHOM
COCTOSHHMH  HE3HAYMTENBHO  MMOBBILIAIHMCH  (CM.
Tabmuiry 2). INauueHTs!, NpuHMMAarOMMe AUIOKCHH,
JOJDKHBI ~ HaXOOWTBCS TOJ  COOTBETCTBYHOLIMM
HabmoieHHeM
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HO PB . COTJIACOBAHO

MUHUCTEPCTBOM 3[IPABOOXPAHEHUS
PECITYBJIUKUY BEJIAPYCL
9 1 8 O - 2 O 1 7 Ilpuraa MuHucrepcTa 3npaaooxrmueun.a_‘

KoMnoneHnT MiBecTHoe B3auMoaeiicreue ¢ B3anmopeiicT ¢ fHbIME |
JIEKAPCTBEHHBIM CpPeICTBOM cpeacTBaMH
23eTHMHO [MpumeHeHue 33eTHMHOA B KAa4eCTBE MOHOTEpANuH

CBSI3aHO C MBILIEYHBIMH SBJICHUSAMH, B TOM YHCIIE C
pabnomuonuzoM. IloaToMy Mpd OQHOBPEMEHHOM
npuMeHeHnH 33eTuMHOa W JlumepraHca pHCK 3THX
ABJICHUH MOXKET MOBBICUTHCA. PekomenayeTcs BecTu
COOTBETCTBYIOLIEE KIMHHYECKOe HalOmofeHHe 3a
MaLMEeHTaMHU

dycunoBas KuciIoOTa Hccnenosanns B3aMMOAEHCTBHS aTOPBAacTaTHHA H
GycHaoBOM KMUCIOTBI He TpoBOAMWIMCh. OmnbiT
HOCTPErHCTPALMOHHOIO MPHUMEHEHHS IOKa3bIBaeT,
4TO, KaK W MpPH MPUMEHEHUH IPYTHX CTaTHHOB, MpH
OHOBPEMEHHOM TPUMEHEHHUH aTOPBacTaTMHA H
bycuaoBoil  KHCIOTBI HAOMIOJANHMCh  MBILLIEYHbIE
sABJIeHUs, BKMovas pabpomuonus. MexaHH3M 3TOro
B3aUMOJICHCTBUS He W3BecTeH. IlalMeHTBI AOIDKHBI
HaXOAMTHCS TOJA TUIATENBHBIM HaOIIOfICHHEM, H
MOXXET BO3HHKHYTh HEOOXOAMMOCTbh BPEMEHHOIO
npeKpalleHus jieueHus Jlnneprancom

T'emdubpo3u / npou3BoAHbBIE INpumenerne ¢UOpPaTOB B KadecTBe MOHOTEpalnu

¢$uGpOeBOit KMCIOTHI CBSI3aHO C MBILIEYHBIMH SIBJICHHAMH, B TOM YHCIIE C
pa6gomuonu3om (cMm. Tabmuuy 1). Puck aTHX
ABJICHHH MOXKET MOBBICHTHCA INMPH OJHOBPEMEHHOM
MPUMEHEHHH TPOU3BOIHBIX (UOPOEBOIt KHCIOTBI H
aropsacratuHa. IIpu HeBO3MOXXHOCTH M30eXaTh
O[HOBPEMEHHOTO TPUMEHEHMs, Ui JOCTIDKECHHSA
LedH JIeYeHHs CledyeT MCHO/Ib30BaTh CaMylo
HH3KYIO 103y aTOpBacTaTHHa B coctaBe Jluneprauca,

7 3a TIallHeHTaMH JOJDKHO BECTHCh
COOTBETCTBYIOMee HabmoaeHue (cM. pasaen 4.4)

HHruGUTOPHI TPAaHCTIOPTHBIX HMHruGurops! TpaHCIOPTHBIX OenkoB  (HanpuMmep,

OenkoB UMKJIOCTIOPHH)  MOTYT  TOBBIHIATh  CHUCTEMHOE

BO3[elicTBUe aropBacTaThHa (cM. Tabmuuy 1).
BausiHue yrHeTeHHs YYacTBYIOIIUX B TEYEHOYHOM
3axBaTe TPAHCMOPTHbIX OENKOB Ha KOHLCHTPALMIO
aTOpBaCTaTHHA B MEYSHOYHDbIX KJIETKAaX HE W3BECTHO.
Ilpy HEBO3MOXKHOCTH H30€XKaTh OIHOBPEMEHHOIO
NPUMEHEHHS PEKOMEHIYETCS CHIDKEHHE J03bl H
KJTHHUYECKOE HabmoaeHue Ha npeaMeT
3bdEeKTUBHOCTH JIeUeHHs
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~2017

KomnoneHTt

- A3BecTHOE B3auMoaeHcTBHE C
JIEKAPCTBEHHbIM CpeaACTBOM

B3aumopaeiicteue ¢ APYIHMH JICKAPCTBCHHBIMHA
CpeacTsaMu

Bapdapuu

B KIIHHHYCCKOM HCCJICAOBAHHUH C y4yacCTuemM
DAaUMEHTOB, MPOXOAALIMX JUIMTENIbHYIO TEPanHio
BaptdapuHOM, COYETaHHOE NpUMEHEHHE
aroppactatuHa B go3e¢ 80 MI eXEJHEBHO M
BapdapuHa BBI3BAJIO HE3HAYMTEBHOE CHIDKEHHE
(oxonmo 1,7 cexkyHabl) BpeMEHM KOAryJsLUH B
TEUCHHE IepBbIX 4 JHell mpueMa, KOTOpoe
BEPHY/IOCh K HOPME B TeueHHe 15 [Hei JieueHus
aTopBacTaTMHOM. XOTA OTMEYaJIUCh JIMIIb OYEHb

peaxue cllyyau KITHHUYECKH 3HAYHUMBIX
B3aHMOJICHCTBHU c aHTHKOAryJIiHTaMH, y
MaLKHEeHTOB, MPUHUMAIOLIMX AHTHKOAryJISHTHI

KYMapuHOBOIO psijia, CleIyeT OMNpeleiuTh Bpems
KoaryJisiliud 70 Havaia npuema Jlunepranca u
OMpeNesisTh €ro JOCTaTOYHO 4YacTo BO BpeMms
HAuaJIbHOrO JTana TepanuH, 4TtoObl yOedHuThCs B
OTCYTCTBMM 3HAUYMTEJbHBIX H3MEHEHHH BpEMEHH
KOAryJIsLKH. Iocne TOro Kak Oyner
3apPEerUCTPHPOBAHO CTAOMIIBHOE BpeMsi KOAryJALMH,
HabmoJeHHe 3a BPEMEHEM KOaryasilud MOXKHO
BECTH C  MHTEPBAIOM,  KOTOpbIi  OOBIYHO
peKOMeHAyeTcs S MalUeHTOB, MPUHUMAIOLINX
AaHTHKOATyJIAHTBI ~ KyMmapuHoBoro  pszxa. [Ilpu
W3MEHEHHH WM OTMEHE J[03bl aTOpPBACTATHHA B
cocraBe JlumepraHca cjeayeT MOBTOPUTH Ty IKe
camylo mnpouenypy. Tepamus aropBacTaTHHOM He
BBI3BIBAET KPOBOTEYECHHM WM W3MEHEHHS BPEMEHH
KoaryJisiiiiH |y HNauUCHTOB, HEC TPHHUMAIKOIIHUX
AHTHKOATYJISTHTBI

Ilepunnonpun

IpotuBoauabernueckue
JIEKapCTBEHHBIE CPeICTBA
(uHCYNIHH, nepopanbHbIe
TUNOTTHKEMHYECKHE
JIeKapCTBEHHBIE CPENICTBA)

ONHACMHONOrHYECKHE HCCIEOBAaHUS  MO3BOJISIOT
NPEANONIOKHTb, YTO OJHOBPEMEHHOE NPUMEHEHHE
uHruburopos All® wu mnporuBogHabeTHUECKHX
JICKApCTBEHHBIX CPEJACTB (MHCYJHMH, NeEpOpaibHEIC
FHIIOTJIMKEMHYECKHE  JIEKAPCTBEHHBIE  CPEACTBA)
MOXET BbI3BaTh NOBBILIEHHE HX
TUNOMIUKEMHYECKOTO dddekTa ¢ PUCKOM pa3BHTHA
THIOTIIMKeMHH. Bo3HukHOBeHHe 3TOro (QeHoMeHa
Gonee BEpOATHO Ha NPOTHKEHUH MEPBBIX HEAENb
KOMOHHMPOBAHHOrO JICYEHHUS M Yy MAalUHEeHTOB C
fI0YE€YHOH HENOCTaTOYHOCThIO. B TeueHue nepsoro
Mecilia JIEYeHHS CJieyeT NMPOBOAMTH TINATENIbHBIN
MOHHTOPHHI IMTMKEMHH

baknoden

IoBeimenHslii runoreH3uBHbIH 3¢ dexr. Heobxonum
MOHMTOPMHI apTepUAIbHOrO J[aBJCHHS U, TIpU
HEOOXOIUMOCTH, KOpPEKLHs J103bI
AHTUTHIIEPTEH3UBHOTO JIEKAPCTBEHHOTIO CPEACTBA
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Komnonent

H3BecTHOE B3auMOAeHCTBHE C
JIEKAPCTBCHHBIM CpEACTBOM

B3anmoaeicTBHE € upyr@wmwemmn :
CcpeaACTBaMH

Hectepounssie
MPOTHBOBOCTIATIUTEIbHbIE
cpenctra (HIIBC), Bruttovas
aCTIIHpPHUH B J103€ > 3 r/cyT:

[Mpu HazHayenun HHrubUTOpoB AII® B CoueTaHuH C
HECTEPOUIHBIMH TPOTHBOBOCTAJIMTENIBHBIMH
npenaparaMi (HampuMep, C ALCTHICATHLHIOBOH
KMCJIOTO# B IPOTHBOBOCHAMTE/IBHBIX I03HPOBKAX, €
unraburopamu 1[OI-2 u necenexktusHeiMu HITBC)
BO3MOXHO CHHXKEHHE WX FMIOTEH3HBHOrO 3 deKTa.
Kom6unuposaHHoe npuMeHeHne HHruburopos AID
u HIIBC wMoxeT TmOBBICHTE PHCK YXYIALICHHS
noyeyHoit  QyHKUMH, BKIOYass  BO3MOXKHOCTB
pasBUTHA OCTPOH MNOYEYHOH HEAOCTATOUHOCTH, H
MPUBECTH K TMOBBIIEHHUIO COJAEPKAHUA Kanusi B
CBIBOPOTKE KpPOBH, OCODEHHO Yy MALMEHTOB C YK€
HapyweHHOH  ¢QyHkumed nouexk. Crnexyer ¢
OCTOPOXHOCTBIO ~ NpUMeHATH  Jlumepranc B
couerannu ¢ HIIBC, ocoGeHHO y MOMKUIbIX JIIOAEH.
Heo6xoauMo clieuTh 3a AOCTATOYHON rHApaTalmeit
nauueHToB. B Havane KOMOMHHPOBAHHOMH TepanHy, a
TaKKe MEPUOIUYECKH BO BpeMs TEpaluH, CleayeT
TPOBOAMTH KOHTPOJIb (PYHKLIMH MOUeK

AMJIOIUNUH

Huruburopsl CYP3A4

OnHOBpeMeHHbIH MpPHEM aMIIOJUIMHA C CHIIbHBIMH
Wi ymepeHHbiMM  uHrHOuTopamu  CYP3A4
(uHruburopamu nporeassl, a30/1IbHBIMH
MIPOTUBOrPUOKOBBIMHU JIEKAPCTBEHHBIMH CPEACTBAMH,
MakpOJIMAHBIMH  aHTHUOMOTHKAMH, TaKHMMH Kak
SPUTPOMHLMH WM KJIApUTPOMHLIMH, BEpanamMHIoM
WIM  JWITHa3eMOM), MOXET  MpHBECTH K
3HAYUTETLHOMY TIOBBILICHHUIO 9KCIO3HLIHH
amJIOIMMKHA. Y TOXKWIBIX MALMEHTOB KIMHUYECKHE
NIPOSIBJICHHS 3THX (papMAKOKHHETHYECKHUX BapHaLMH
MoryT ObiTh Oonee BoipakeHHbIMH. [loaToMy UM
MOrYT MOTpe0oBaThC KIMHHYECKOE HaOMoACHHE M
KOPPEKLIUSA JO3bI

CymecrByer  TOBBILIEHHBIH  PHCK  pa3sBHUTHA
THIIOTEH3UH y MaLHEHTOB, NOMyYaoLuX
KJIApPUTPOMHLIMH ¢ amuoaunuHoM. Iloatomy, mpu
OJHOBPEMEHHOM  IIPHMEHEHUH aMJIOJMIIMHA C
KJIApUTPOMHIIHHOM ~ peKOMEHIyeTcs TUIATeIbHOE
HabaroeHHEe TAKUX MALHEHTOB.

HUnnyxropst CYP3A4

Haunerx o BnausHuM  vHAyKTOopoB CYP3A4 Ha
amnogunuH  HeT. KomOWHMpOBaHHBIH  IpHEM
uHaykropoB CYP3A4 (nanpumep, pudaMnuuuHa,
3Bepo00s MPOABIPABICHHOI0) MOXET INPUBOAHTHL K
CHHJKEHHMIO KOHLIEHTpaLlMH aMJIOJUIMHA B IUIa3MeE.
IIpu xom6bunupoBaHHOM npueme Jlunepranca c¢
uaaykropamu  CYP3A4  cnemyer  cobmonarts
OCTOPOXKHOCTh
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Budwi-couemannozo npumenenus, Komopuie HeoHX00UMO yuuUmMvieamo

KomnoneHr

H3BecTHOE B3aHMO/JeHCTBHE C
JICKADCTBEHHBLIM CPEACTBOM

B3aumopeiicTeue ¢ APYrHMH JIeKaPCTBEHHBIMA
cpeacTBaMHu

AtopBacTaTuH

Konxuuux

Xota HCCIIe0BaHUI B3aUMO/ICHCTBHA
aTopBacTaTHHA W KOJXHIMHA HE MPOBOAMIIOCH,
Co00HIAIOCH o ciyvasx MUOINATHH fpH
OJHOBPEMEHHOM IPUMEHEHHWM aTrOpBacTaTHHA U
KOJIXMI[HHA, TO3TOMY CJIEAYEeT € OCTOPOXHOCTBIO
HA3Ha4YaTh aTOPBACTATHH BMECTE C KOJIXUIIMHOM

Konectunon

Ilpn ooHOBpEeMEHHOM TIpUeMe KOJIECTHIIONA M
aTopBacTaTHHA TUIa3MEHHbIE KOHLIEHTPALHH
aTOpBaCTATHHA U €r0 aKTHBHBIX MeTa0ONUTOB ObUIH
NOHMWXEHHbIMH  (mpuMmepHo Ha 25%). OpHako
BIMAHHE  JaUNMAOB  Obuto  Gonpmie  mpu
OJTHOBPEMEHHOM npUeMe  KOJIECTUNONIa U
aTopBacTaTUHa, YeM IPH IPUEME KaXKIOTO M3 3THUX
JIEKapPCTBEHHBIX CPECTB B KAYECTBE MOHOTEPAIHH

OpaJsibHble KOHTPALENTHBBI

OnHOBpEMEHHOE TMPHUMEHEHHEe AaTopBacTaTHHA U
OpaJIbHBIX KOHTPALEIITUBOB BBI3bIBAJIO TOBBILICHHE
IUTa3MEHHBIX  KOHLIGHTpPAUMH  HOP3THApOHA U
STUHWIACTPaaUoa (cM. Tabauiy 2)

Iepungonpun

AMITOIMNUH

I'munTuHb (JIMHATTMIITHH,
CaKCarIMIITHH, CUTATTIHITTHH,

Y  [auMeHToB,  OOHOBPEMEHHO  MOJYYAOLIMX
uHruburop AII®, noesilieH pUCK pa3BUTHS OTEKa

BWJIJATTHIITHH) Kpunke B pesynprare CHIXKGHHS IJIMIITHHOM
aKTHBHOCTH aunentuaunnentuzaasa IV (DPP-IV)

CuMnaToOMUMETHKH CHUMMaTOMUMETUKH MOTYT CHHXKaTh THIIOTEH3UBHBIN
addext uarnouropon AIlD

TpuuuknHyeckue OnHoBpemeHHOE NpUMEHEHHe HEKOTOPBIX

AHTHUICTIPCCCAHTBI /
AHTHHCHUXOTHYCCKHUE CPEACTBA /
AHCCTCTHUKH

AHECTETHKOB, TPULIMKIIMYECKUX aHTUIETIPECCAHTOB
AHTHIICHXOTHYECKHX CPEICTB ¢ HHrHOuTopamu AIID
MOXKET TIPUBECTH K JaTbHEHLIEMYy CHIDKCHHIO
aprepuaibHOro faByieHus (cM. pasgen 4.4)

IIpenaparsl 3050Ta

OTHOCUTENTEHO TaLHEeHTOB, MPOXOASIINX
UHBEKLHOHHYIO  TEpalHui0  30JI0TOCOAEePIKALIUMMU
JEKapCTBEHHBIMH  CpeACTBaMH  (aypoTHOMasar
HATpHs) H COMyTCTBYIOLIEE JIeYeHHEe WHIHOUTOpaMHK
ATI®, Brioyas NEpUHIOTPWI, MOCTYNMATH peaKHe
COOOIEHHS O HUTPUTOHIHBIX PEaKLMIX (CHMITTOMBI
KOTOPBIX BKJIIOYAJIM MOKPACHEHHE JHLE, TOLIHOTY,
PBOTY M THIIOTEH3HIO)

JIHroKCHH, aTOpBacTaTHH WM
BapdapuH

B iuMHMYECKMX HCCIEJOBAHMAX JIEKAPCTBEHHBIX
B3aHMOJEHCTBHM  aMJIOJMIIHH HE BJIMAJ  Ha
(hapMakOKMHETHKY aTOPBACTaTUHA, JUTOKCHHA WIIH
BapdapHHa.

Takponumyc

CywiecTByeT PpPHCK TMOBBIIIEHHS KOHLEHTPaLMid
TaKpoJIUMyca B KpOBH TIpH OAHOBPEMEHHOM
TMpPUMEHEHHH C amiogunuHoM. Jlns wu3bexaHus
TOKCHYHOCTH  TaKpoJMMyca TIPH  Ha3HAYEHHH
aAMJIOJUITUHA nanyeHTaMm, MIPUHUMAOLLM
TaKkponuMmyc,  HeoOxonuMo  HabmiogeHue — 3a
KOHLEHTPAlMAMM  TaKpoluMyca B KPOBH H
KOppeKkLMs  [J03bl  TaKpoJuMyca, €Clld  3TO
HeoOXoANMO.
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JIeKAPCTBEHHBIM CPEICTBOM __ CPeACTBAMH -
L{uxocnopus HccrneioBalus  JIEKapCTBEHHOTO  B3auMOJeHCTBHS

LUMKJIOCHIOPMHA M aMIIOAMNHHA Yy  3[0pPOBBIX
NOOpPOBOJBIIEB MM JPYTHX TpPYMN HACENICHUA He
NPOBOAKINCH, 32 HCKIIOYCHHEM MaLMEHTOB TMOCie
TPAHCIUIAHTALMHU TIOYKH, B 3TOM CiTydae HaOmoxanu

YBEIUYEHHE BapuabenbHOH OCTaTOYHOM
KOHLIEHTpauuyd uuknocrnopuHa (B cpeanem 0% -
40%).

CrenroBarteibHO, pekoMeHAyeTcs HabnofeHue 3a
YPOBHAMH LIMKJIOCHIOPHHA Yy MALMEHTOB TMOCHe
TPaHCIUIAHTAlUK HoueK, MPUHUMAIOLINX
aMJIOAMIIMH, W, TIPH HEOOXOJHMMOCTH, CHHIKCHHE
J103bI LIMKJIOCTIOPHHA.

Cungenadgun [Tpu OOHOBpEMEHHOM NPHMEHEHMH aMIIONMIMHA C
cunaeHadpuiIom HEOOX0ANM KOHTPOJIb 3a
TMIIOTEH3HBHBIM 3 deKToM.

Iepungonpun/ AHTHTHIIEPTEH3UBHBIE U OnHOBpeMEHHBIH MpUeM OTHX JIEKapCTBEHHBIX
‘ aMJIOIUIIHH COCYIOPACIHPSATOLIHE CpeNCTB  MOXET  TPUBECTH K  YCHJICHHIO
NeKapCTBEHHBIE CPeCTBa THMOTEH3HBHOTO addexra Jluneprasca.

OnHOBpeMEHHOE MPUMEHEHHE C HHTPOIJIMLIEPHHOM
U ApYr'uMH HUTpaTaMM  WIM  JPYyTHMH
COCYIOPACIIUPAIOLIUMH CpeACTBaMH MOXKET
JOTIOJIHMTENIbHO CHU3UTH apTepHAIBHOE NaBICHHE

Tabnuya 1. Brusnue coemecmno npumeHsemMozo 1eKapcmeeHHO20 CpeoCmea Ha PapmMaKoKunemuxy

amopsacmamuna

CoBmecTHO ATopBacTaTHH

pHEMensiemMoe Jo3a HMsmenenne AUCY® | Knmamueckne

JIEKAPCTBEHHOE pexomenanun’

CPEJCTBO H cXeMa

npHMEHCHHS

Tunpanasup 500 mMr 40 Mr B zeHs 1, 1 89,4 paza IIpu HeobxoaMMOCTH

2 p/cyT/puTOoHaBHp 10 mr B gens 20 OXHOBPEMEHHOTO PUMEHEHHS

200 mr 2 p/cyr, 8 nHel C aTOpPBAaCTaTHHOM

‘ (anu ¢ 14 no 21) eXeHEBHAs 1032

Tenanpesup 750 mr, 20 mr, PJ] 1 87,9 paza aTropBacTaTUHa He JOJDKHA

kaxzeie 8 u, 10 queit npesbimate 10 Mr.

Iluxnocnopux 10 mr p/cyT, 28 nueii | 1 8 8,7 paza PexomeHyercs BecTH

5,2 mr/kr/cyT, KJIHHHYECKOe HabIIoIeHHE 3a

crabuibHas 103a TaKUMH MaLUEHTaMU

Jlonunasup 400 mr 20 mr p/cyT, 4 nus 1 B5,9 pasa Ipu HeobxoaumocTH

2 p/cyT/putoHaBUp OIXHOBPEMEHHOTO NIPUMEHEHHS

100 mr 2 p/cyT, 14 nueii C aTOpPBaCTaTHHOM

Knapurpomunun 500 mr | 80 mr p/cyT, 8 nHeit 1 B4,4 paza PEKOMEHAYETCS IPUMEHATD

2 p/eyt, 9 nueti 6oree HU3KYIO
MOAICPKHUBAIOLTYIO H03Y
aropactatuHa. [Ipu nozax
aTopBacTaTHHa cbiie 20 Mr
PEKOMEHIYETCS BECTH
KITHHHYECKOEe HaOIIpgene
TAKUMH NIALMEH; ot

Caxsunasup 400 Mr 40 mr p/cyT, 4 nus 1 83,9 paza Tpu HeoGXxoxay

2 p/cyt/puTOHaBHp ' OHOBpEME

(300 mr 2 p/cyT ¢ nHeit C aTOpBacTa

5-7, NOBBILIIEHHE 10 PEKOMEHIYE]

| !
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CoBMecTHO: - ATOpBacTaTHH

npaMeHsieMoe Ho3a W3menenne AUCY | Knunnueckue

JieKapcTBeHHOe peKoMenJanun’

CPeACTBO U cxeMa

HpHMEHEHHS

400 mr 2 p/cyT B eHb fosee HU3KYIO

8), mHu 4-18, uepe3 MOAJEPKUBAIOLTYIO 103Y

30 mMMH. nocJie npuema aropsacrarusa. [Tpu nozax

aTropBacTaTHHA aropBacTaTvHa cBbiuie 40 mr

Hapyunasup 300 mr 10 mr p/cyT, 4 nus 1 83,3 paza PEKOMEH/IyeTCS BECTH

2 p/cyt/ KJIMHHYeCKoe HaOJIroIeHHe 3a

puronasup 100 mr TaKHMMH [MaLHEeHTaMHU

2 p/cyt, 9 nHel

HUrpaxonazon 200 mr 40 mr, P 1B 3,3 paza

p/cyT, 4 nHs

®ocamnpenasup 700 mr | 10 mr p/cyT, 4 nus 1 B2,5 paza

2 p/cyt/putoHaBHp

100 mr 2 p/cyT, 14 oueit

docaMIipeHaBUP 10 Mr p/cyT, 4 nus 1 82,3 paza

1400 mr 2 p/cyT,

14 nueit

Hendunasup 1250 mr 10 mr p/cyt, 28 nueii | 11,7 pa3a Oco0bIx peKkOMEHAALHif HET

2 p/cyt, 14 nueii

I'peiindpyToBrlii COK, 40 mr, PJ1 137% He pexomenayercs

240 mn p/cyt* ynotpebieHue 60JIBIIoro
KOJIM4ecTBa rpeiingpyroBoro
COKa OIHOBPEMEHHO C
MPHEMOM aTOPBACTATHHA

Hunruazem 240 mr 40 mr, PJ1 151% Tocne Havana neveHus WK

p/cyt, 28 nHeit nondbopa 036l JUIITHa3eMa
PEKOMEH/TyeTCs BECTH
COOTBETCTBYIOLLEE
KIMHAYeCKoe HabmoeHue 3a
STHMH NAlEeHTAMH

OpurpomuiuH 500 Mr 10 mr, P/1 133% PexoMenayeTcs IpUMEHSTH

4 p/cyr, 7 nne# 6osee HU3KYI0 MAaKCUMATBHYIO
JI03Y M BECTH KJIIHHHYECKOE
HabmoeHHe 3a TAKUMH
NalpueHTaMHU

AmnogunuH 10 mr, 80 mr, PJT 1 18% Oco0bIx pekoMeHaLuii HeT

pa3oBas 103a :

Humernaus 300 mMr 10 mr p/cyT, | meHee 1% OcoObIx pekoMeHaaLuii HeT

4 p/cyT, 2 Hepenu 4 venenu

AxTtanuaHas cycnensus | 10 mr p/cyr, 135% Oco6bix pekomMeHAaLui HeT

THJPOKCH/IOB MarHui U | 4 HeZeNu

amomuHus, 30 M1

4 p/cyT, 2 Hepenu

Odasupeny 600 mr 10 mr, 3 nus 1 41% Oco6BIX pekoMeHaaLuid HeT

p/cyT, 14 nneit

Pudamruima 600 mr 40 mr, PJ 1 30% IIpu HEBO3MOKHOCTH

p/cyt, 7 nueii (npu n30eaTh COBMECTHOI'O

OHOBPEMEHHOM NpHMEHEHUS PEKOMEH/yeTCs

NIPUMEHEHHH) NPUHHUMATH aTOPBACTaTHH U

Pudamnunuz 600 mr 40 mr, PJ1 J 80% pHbaMIUIMH OJJHOBPEMEHHO

p/cyT, S5 nHeit TIPH KJIMHHYECKOM

(pa3gespbHBIE TO361) HabmoneHnu
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CoBMecTHO ATOpPBACTATHH PecnySauxu Bexapyes

OpHMeHRseMOoe Jo3a Hamenenne AUC® K.rmlmqeclcue
JIEKapCTBeHHOE pexoMenganun’
CPeACTBO H cXeMa
HpHMeHeHHs

Femdubposun 600 mr 40 mr, P 135% PexoMeHIyeTcs TPUMEHATD
2 p/cyr, 7 nuen 6oJiee HU3KYIO HAYaIBHYIO
JI03Y ¥ BECTH KIIMHUYECKOE
HabmoaeHue 3a TAKUMH
NanMeHTaMu

®eHodpubpat 160 Mr 40 mr, PL1 13% PexoMmengyeTcs IpUMEHSTH
p/cyrt, 7 nHei Oosiee HU3KYIO HAYAJILHYIO
JI03y U BECTH KJIMHHYECKOE
HabmoieHHe 32 TAKUMH
MaLHCHTaMH

bouenpesup 800 mr 40 mr, P 1 B2,3 paza PexomeHyeTcs IpUMEHATH

3 p/cyr, 7 nHeii bosiee HU3KYIO HAYaJIbHYIO
JIO3y M BECTH KIIMHHYECKOE
HabJiroAeHKe 3a TAKUMHU
naiyeHTamn. Bo Bpems
COBMECTHOTO TpHeMa ¢
folenpeBUpPOM CyTOYHas 1032
aTOpBACTaTHHA HE JO/DKHA
npeBblLaTh 20 Mr.

p/cyT = omuH pa3 cyTky, PJ] = pazoBas 1033, 2 p/CyT = [iBa pa3a B CyTKH, 4 p/CyT = 4eThipe pa3a B CYTKH,
3 p/cyT = Tpu pasa B CyTKH

ToBbieHre 0603HAUEHO 3HAYKOM «», MOHKEHHUE — 3HAYKOM «|».

& lanHble, NpHBEICHHBIE KaK H3MEHEHHE B X Pa3, ABJIAIOTCA NPOCTHIM COOTHOIIEHHEM MESKILY
COYETaHHBIM IPHMEHEHHEM H IPMMEHEHHEM aTOPBACTaTHHA B KaueCTBE MOHOTepaInuH (T. €. 1 pa3 = 6e3
v3MeHeHns). JlaHHbIe, IPUBECHHBIE B BH/E H3MeHEeHHs B %, NPEICTaBIIAIOT COOO0H MPOLIEHTHYIO PasHUILY
OTHOCHUTEJIEHO MOHOTEpArNuy aropBacTaTHHOM (T. €. 0% = 6e3 n3MeHeHus).

# Knuuuueckas 3HaUMMOCTS MpHBENeHA B pasaenax 4.4 u 4.5,

*Co,uepmm“ OIMH WJIH HECKOBKO KOMIOHEHTOB, KoTopbie yrHeTatoT CYP3A4 u MoryT noBhInarh
IUTa3MEHHBIE KOHIIEHTPALIMH JIEKapCTBEHHBIX CpeCcTB, Metabonusupyemsix nocpeactsom CYP3A4. B
pesyJisTarte ynorpeGieHus OHOro CTaKaHa rpendpyToBoro coka eMkocTsio 240 M 3Hayenue AUC
aKTHBHOTO OPTO-THAPOKCH-MeTabouTa cHU3MAoCh Ha 20,4%. YnoTpeGneHre 60/bIIOro KOIM4YeCTBa
rpeiingpyrosoro coka (Gonee 1,2 11 B AeHb B TeueHue S AHeil) nossimano AUC atopBacTaTtuHa B 2,5 pasa
¥ AUC akTHBHOrO BellleCTBa (aTOPBACTaTHHA M METabOIUTOB).

" AKTHBHOCTB, 5KBUBAJICHTHAS 0GIIEMY KOJIMYECTBY aTOPBACTATHHA

Tabnuya 2. Brusnue amopsacmamuna Ha papmMaKoKuHemuKy COGMeCmHO NPUMEHAEMbIX IeKADCMEEHHBIX
cpedcme

Cxema npuema CoBMeCTHO IPHMEHIEMOe JIEKAPCTBEHHOE CPEACTBO
aTopBacTaTHHA JlexapcrBennoe H3menenne Kaunnueckne
cpeAcTBO/A03a (Mr) AUC* peKOMeHAaANHHA
80 mr p/cyT, 10 nueit | Juroxcuw, 0,25 mr p/cyT, 115% IlanuenTsl, NpUHUMATOLLHE
20 nueit JUrOKCHH, JOJDKHBI
HAXOAUTHCA TION
COOTBETCTBYIOIIUM
HabmoeHHeM
40 mr p/cyT, 22 aHs OpanbHbiii KOHTPaLENTHB 128%
p/cyT, 2 Mecaua 119%
- HOPOITHHAPOH, 1 Mr
- 3TUHWIACTPAAHOI,
35 Mkr
80 mr p/cyT, 15 nueii | ®Denason, 600 mr, PJ[ 13%
10 mr, PJ1 Tunpanasup 500 mr 2 bes uzMenenus
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Cxema npuema CoBMecTHO npHMeHsieMOe JIEKAPCTBEHHOE CPEACTBO

ATOPBACTATHHA JlekapcTBenHoe H3menenue Kinnaueckune
cpeacTBo/n03a (Mr) AUC* pPeKOMEeHIANNH
p/cyt/putonasup 200 mr
2 p/cyt, 7 nHei

10 mr p/cyT, 4 nus ®ocamnpenasup 1400 mr 127% Oco6bIx pekOMeHaLHii HeT
2 p/cyT, 14 gueid

10 mr p/eyT, 4 nHs ®ocamnpenasup 700 mr be3 usmenenus Oco0bIX pekoMeHOaIuii HeT
2 p/cyt/puronasup 100 mr
2 p/cyt, 14 pueit

p/cyT = oauH pa3 B cyTkH, P/ = pa3osas no3a, 2 p/cyTt = nBa pa3a B CyTKH

[ToBbIIeHHE 0603HAYEHO 3HAUKOM « 1), MOHIKEHHE — 3HAUKOM «|».

% lannble, npUBeICHHbIE B BHAE H3MEHEHHs B %, MPEACTABIAIOT COGOM NPOLUEHTHYIO PA3HHLY
OTHOCHTEJIbHO MOHOTEPAINHH aTOpBacTaTHHOM (T. €. 0% = 6e3 uameHeHus).

* CoueraHHOE IPUMEHEHHE MHOIOKPATHBIX /103 aTOPBAaCTaTHHA U (PeHA30HA OKA3bIBAIO HE3HAYMTEIbHbIH
addexT nnu He okasbiBasio OOHapyxHBaeMoro 3¢dexra Ha KIHpeHe peHazoHa.

4.6 DepTHIABLHOCTH, GEPEMEHHOCTH H KOPMJICHHE IPYAbIO
JlunepTaHc MPOTHBONOKAa3aH BO BpeMs OEpeMEHHOCTH U KOpMIICHHs rpyablo (cM. paszen 4.3).

Kenuyunst, komopsie mozym 3abepemernems
Bo Bpems sieuenns JIunepraHCOM XKEHIIHHBI, CIIOCOOHBIE 3a0epeMeHeTh, JODKHBI N0J1b30BaThCs
3¢ dexTUBHBIMH CPEACTBAMU KOHTpauenuuy (cM. paszaen 4.3).

Bepemennocmep

AropBacTatud

Be30macHOCTs JIEKAPCTBEHHOrO CpeiacTBa Jis OepeMEeHHBIX JKEHIMH He ycraHoBieHa. KOHTponupyembix
KJIMHHUYECKHX MCCIIEOBAHHH TPUMEHEHUs aTopBacTaTMHa y OepeMEeHHBIX >KCHIIHWH HE MPOBOJHIIOCH.
Coo01anoch 0 peAKHX ClydasX BPOXICHHBIX MOPOKOB pPa3sBHTHUA IOC/IE BHYTPHYTPOOHOIO BO3IEHCTBHS
HHTHOUTOPOB THAPOKCHMeTHITIyTapui-kopepMent A-penyktasel  (HMG-CoA). HccnenoBanms Ha
JKHBOTHBIX BBISIBUJIM PENPOAYKTHBHYIO TOKCHYHOCTD JISKAPCTBEHHOTO CPeACTBa (CM. paszen 5.3).
Bo3peiicTBue aTopBacTaTHHa Ha MAaTE€pPUHCKUH OPraHH3M MOXKET CHIDKaTh y IUIOJ]a YPOBHM MEBaJOHAaTa,
KOTOPBIH SABJISETCS MPEKypcopoM GHOCHHTE3a XOJIECTEPHHA. ATEPOCKIIEPO3 — 3TO XPOHHYECKHI npolece, U
OOBIKHOBEHHO IIpeKpalleHHe [pHeMa TMIOJHIHACMHUYECKUX JICKAPCTBEHHBIX CpPEACTB BO BpeMA
OepeMEeHHOCTH NOJDKHO OKa3biBaTh HE3HAUUTENbHOE BJIMSHHE HAa JOJNTOCPOYHBIH PHCK, CBS3aHHBIA C
NEPBUYHOMN MMNEPX0JIECTEPHHEMHUCH.

[To sTuM mnpuyuHaM OepeMeHHBbIE MKEHIIMHbBI, JKCHIIMHBI, KOTOPbIE MBITAIOTCA 3a0epeMeHeTh WM
MOA03pEBalOT OEpEMEHHOCTh, HE AOJDKHBI MPUHMMATh ATOPBACTATHH. JledeHHe aTOpBACTATHHOM CIEAYET
MpepBaTh Ha Neproj 6epeMEHHOCTH WK IO NOATBEPIKACHHS OTCYTCTBHS OEpEMEHHOCTH (CM. paszaen 4.3).
Iepungonpui

Ilpuem unruburopos AII® Bo Bpems nepBoro Tpumecrpa OepeMEHHOCTH He pekoMmeHayerca. Ilpuem
HHru6uTOpoB ATID BO BpeMs BTOPOro M TPEThEro TPUMECTPOB OEpeMEHHOCTH NPOTHBOIOKA3aH (CM. pasjen
4.3).

DHUAEMHONOrMYECKHE CBUACTENLCTBA OTHOCHTENIBHO PHUCKAa TEPaTOT€HHOro BJIMAHMS IMpU  [IpUEMe
uHruOuTopoB AII® BO BpeMms mepBoro TpuMecTpa OEpeMEHHOCTH HE TMO3BOJSIOT CAEIATh ONpECIEHHbIX
BBIBOJOB, TEM HE MeEHee, ONpelesieHHbIH PHCK HCKIIOYMTh Henb3d. [lalMeHTKH, IUIaHHMpYoLIMe
OGepeMEHHOCTb, [OMKHbI TEPEHTH Ha aNbTEPHATUBHOE TI'MIIOTEH3MBHOE JIEKAPCTBEHHOE CPEACTBO,
©€e30MacHOCTh MPUMEHEHUsS. KOTOPOro npu OepeMeHHOCTH Obina yctaHoBieHa. Ecim dakt GepemeHHOCTH
noATBepanIcs, nedeHue uHruburopamu AIID creqyer HeMeUICHHO NPEKPATHTh M, MPU HEOOXOAMMOCTH,
Ha3HA4YMTh JPYyroe JEKapCTBEHHOE CPEJICTRO.

UzsecTHO, uTO npuem HHrHOUTOpPoB AIID BO BTOPOM M TPEThEM TPHMECTpax GEPEMEHHOCTH MPHBOAMT K
TOKCHYECKOMY BITHSHHIO Ha IU10] (CHIDKEHHE QYHKLMH II0YeK, MaJIoBOJIHE, 3a/1epXKKa OCCHU(HKALINM Yepena)
¥ Ha HOBOPOXIEHHOTO pebeHKa (Mo4evHas HEAOCTATOYMHOCTb, TMIOTEH3Hs, THNEpKaiueMus) (CM. pasaen
5.3). Ecniu nmpuem unruburopos AII® umen Mecto HauMHas CO BTOPOro TpHUMeCTpa OGEpEMEHHOCTH,
PEKOMEHZIyeTCS MpPOBECTH YNBTPa3ByKOBOE HCC/IEIOBaHME IMO4YeK M dYeperma. Eciu MaTth BO BpemA
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GepeMeHHOCTH mNpuHHMana HHruOuTopel AIID, TO MiazeHel RO/DKeH
HaOJIOIEHWEM Ha NpeMET TUIOTeH3HH (CM. pasienbl 4.3 u 4.4).

AMJIOAUIINH
BesonacHOCTs amioaunuHa npu OEpeMEHHOCTH Y 4YeloBeKa He yCTaHOBJeHa. B ucciefoBaHHAX Ha

JKHBOTHBIX TNPH TpPHMEHEHHWH JIEKAPCTBEHHOTO CPEACTBAa B BHICOKHX [03aX HabmoJanuch MpPH3HAKHU
PenpOaYKTHBHOM TOKCHYHOCTH (CM. paszaen 5.3).

Kopmnenue zpyosto

ATopBacTatTuH

Heu3BeCTHO, BBIAEIAIOTCA JId aTOPBACTATHH WM €ro MeTaboNMThl C YETOBEHYECKHM MOJIOKOM. Y KpBIC
KOHLIEHTPALMH aTOPBACTaTHHA M €ro aKTHBHBIX METa0OJIMTOB B IIa3Me CXOJHBI C UX KOHLUEHTPaUUiIMH B
Mosioke (cM. pasgen 5.3). BBuay BO3MOXHBIX CEpbe3HbIX HEXEATeJbHBIX pPEaKiMi JKEHLIHHBI,
NPHHUAMAIOIIHE aTOPBACTAaTHH, HE JOJDKHBI KOPMHUTH rpyabto. IlpueM aroppacTaTiHa B MEpUO KOPMJICHHSA
rpyabio MPOTUBOMOKa3aH (cM. paszen 4.3).

Ilepunaonpun
HUnopmanus o npHeMe NEpUHIONPHIA B [EPUOL KOPMIICHHS [PYABIO OTCYTCTBYET, TIO3TOMY Ha3HAY€HHE

nepuHONpUiia He pekomeHayercs. [IpH kopMieHHHM, OCOOEHHO HOBOPOXKAEHHBIX MM HEJOHOIIEHHBIX
NeTel, cleAyeT OTAaBaTh INPEANOYTEHHE MHBIM METOAAM JIEYeHHss C YCTaHOBJEHHBIM Npoduiem
0€e30MacHOCTH.

AMJIOIUIIHH
Tloka Hen3BeCTHO, BBIAENSAETCS 1M AaMJIOJUIIHH B IPYXHOE MOJIOKO.

Depmunvrocms

ATropBacratuH

B uccnenoBaHHSX Ha KMBOTHBIX aTOPBAaCTATHH HE OKAa3bIBaJl BIMAHMA Ha (EPTHIBHOCTH CaMIIOB H CaMOK
(cm. pazpen 5.3).

Iepunnonpun

He GbUI0 YCTaHOBJIEHO BJIHMSHHS JIEKAPCTBEHHOTO CPEICTBA HAa PENPOXYKTHBHYIO CIIOCOOHOCTL WIIH
(epTHIIBHOCTb.

AMITOIHTIUH

V HEKOTOPHIX MAaLKEHTOB, MPMHUMABLIUX GJIOKATOPHI KATBLMEBBIX KaHAIOB, ObLIH OTMEUYEeHbl 0OpaTHMBIE
OUOXMMUYECKHE U3MEHEHHUs B FOJIOBKAX CMIEpMaTO30HIO0B. B HacTod1Iee BpeMs JOCTATOYHBIX KITHHHYECKHX
JAHHBIX OTHOCHTEIBHO IMOTEHIMAIBHOIO BJIMAHHMS aMJIOAMITHHA Ha (epTunbHOCTE HET. B onHOM U3
HCCIIEIOBAHMI HAa Kpbicax ObUIM OOHAPYXKEHBI CIIyyad HEXENaTeNbHOro BIMAHHA Ha (EpTHIBHOCTH Y
caMLoB (cM. pa3zen 5.3).

4.7 BadsHHe HAa CnHOCOGHOCTL YHPaBAATH TPAHCHOPTHHIMH CpeACTBAaMH H paborare ¢
MeXaHA3MaMH

Hccnenosanmii BiusHus JlunepraHca Ha COCOOHOCTD YNPaBJIATh TPAHCHIOPTHBHIMHU CPEACTBAMH H paboTaTh
C MEXaHH3MaMH HE NPOBOAWIIOCH.

- ATopBacTaTHH OKa3bIBaeT MPEHEOPEKMMO MaJIOE BIIMSHHE HA CHOCOOHOCTD YNPAaBIATh TPAHCTIOPTHBIMH
CpeACTBaMH U paboTaTh C MEXaHM3MaMH.

- Ilepunmonpun He okas3biBaeT MNPAMOro BIAMAHMS Ha CNOCOOHOCTH YMpPaBIATh TPaHCIOPTHBIMH
cpenctBaMu W paboTaTh ¢ MEXaHW3MaMH, HO Y HEKOTOPbIX MALMEHTOB MOTYT BO3HHMKHYTH

JIEYEHHS WIK B COYETAHHH C JPYTUM FHIIOTEH3UBHBIM JIEKAPCTBEHHBIM CPEICTBOM.
- AMJIOJMIIHH MOXET OKa3biBaTh HE3HAYMTENIBHOE WK yMEPEHHOe BIAHSHHE Ha CIOCHO
TPaHCTIOPTHBIMM CpPEACTBaMH M paboTtarh ¢ Mexanusmamu. Ha crocoGHOCTS
peardpoBaTh MOTYT HEFaTHBHO BIIMSTH FOJIOBOKPY)KEHHE, TONIOBHAs 6071k, yCTanocTy
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CpeacTBaMM M paloTaTh C MEXaHM3MaMH MOXeT ObITb HapyiieHa. PexomeHmyercs cobmonath
OCTOPOXKXHOCTB, OCOOEHHO B Ha4aJie JICHEHHUSI.

4.8 TlobouHoe neiicrBue

Kpatkoe uznoxxenue npoduiis 6e30nacHocTH

K Haubostee 4acThIM HeXeENATEIbHBIM PEAKLIMAM NPH Pa3AebHOM IpHeMe aTOPBaCTaTHHA, TIEPUHIONPIIIA H
aMJIOIMNMHA OTHOCATCA: HAa30(apHHTHT, THIEPYYBCTBUTEIBHOCT, TI'HIICPIIIMKEMHS, TOJIOBHas 00Jib,
¢apunronapunreanbHas 60/1b, KPOBOTEUEHHE M3 HOCA, 3aMOp, METEOPU3M, [MCHENCHs, TOIHOTA, JHapes,
H3MEHEHHE pUTMa JedeKxaluu, MUAITUA, apTpairui, 00jib B KOHEYHOCTAX, MbILICYHBIE CHa3Mbl, OTEK
CyCTaBoB, 00Jib B CNIMHE, OTKIOHEHHS pe3yJIbTaTOB MEYEHOYHBIX NPO0, MOBBIILICHHE YPOBHS KPeaTHHKHUHA3BI
B KPOBH, COHJIMBOCTb, I'OJIOBOKPYXXEHHWE, OUIyLIEHHE cepiaueOueHus, runepemus, 601p B XKHMBOTE, OTEK,
YCTaJIOCTh, MapecTe3us, HapylleHHe 3peHMs, OUIUIONHUA, 3BOH B YIIaX, BEPTUro, I'MIOTEH3HS, Kauleb,
OJIBILIIKA, PBOTA, AUCTEB3HS, ChIllb, 3y, aCTEHHS.

CaezieHHbIH B TabnMLy nepeyeHb NOOOYHBIX PeaKIIHii

[lpy neyeHMH aTOpBACTaTHHOM, MEPUHIONPWIOM, AaMJIOAMIIMHOM WIM MPH HUX TMpHEMe OTHEJBHO
HaOJMIO#amuCh  CleAyIolMe HEeXENaTeNbHbie ABJICHUS, KOTOpPbHIE TMpPEACTaBI€Hbl B COOTBETCTBHH C
knaccudukanumeii MedDRA mno cucremaM OpraHoB M MO 4YacTOTE€ BO3HHUKHOBEHHS M YCJIIOBHO Pa3[eiCHbI
CNeyIOHM 00pa3oMm:

oueHb 4vacTteie (> 1/10); wacteie (oT > 1/100 mo < 1/10); He uacteie (oT > 1/1000 ao < 1/100); penkue (oT
> 1/10 000 mo < 1/1000); ouens peakue (< 1/10 000); yacToTa He U3BeCTHA (HEBO3ZMOXKHO NMPOBECTH OLICHKY
Ha OCHOBAHWH UMEIOLHXCS NaHHBIX).

MedDRA HexenarenbHble YacroTa
(Meuunnckuii ABJIEHHHA ATOpBacTaTHH Mepungonpun AMJIOAMIHH
CJIOBAPh TEPMHHOB
perjiaMeHTHpYyol el
JesiTeIbHOCTH)
CucTeMbl OpraHoB
MedDRA
Hupexunonnsie u Hazogapunrur Yactsie - -
napa3suTapHbie
p p Punut - Ouens penxue He wacteie
3a60eBaHHSA
Hapymesus co TpomGouuToneHus Penxue Ouens penxue OueHs penkue
CTOPOHbI . Jletixkonenust/ - Ouens penkue OueHsb penkue
KPOBETBOPHOI U .
HeliTponeHus
aumbaTHUecKoil *
Dosunodunus - He yacrtbie -
CHCTEMBI
ArpaHyNOLUMTO3 WX - Ouenb penxue -
MaHLKTOIECHUS
T'eMonuTHYyeCckast aHeMUd | - OueHb pekue -
y MaIMeHTOB C
BPOXAECHHOM
HEAOCTaTOYHOCTHIO
G-6PDH
Hapymenns co T'unepuyscrBuTenbHOCTh | YacThie - Ouens penkue
HbI HMMYHHO#
cropo y Anadunakcus Ouens peaxue - -
CHCTeMBbI
Hapymenus I'nnepriavikemus Yacreie - OueHs pekue
meraboausma u l'anoraukeMus He qacTsie He sacteie* -
MHTaHUA
I'unoHarpueMus - He gacteie* -
I'unepkanuemus, - He wacteie* -
obpaTuMast 1ociie OTMEHBI
JIEKApCTBEHHOTO CPE/CTBA
(cM. pasnen 4.4)
AHopekcHs He yacrbie - -
Hapywenusn neuxuxn | bBecconnuna He yactsie - He gactsie
H3MeHEHHUS HaCTPOCHUSA - He yactbie He qacrsie
(BKJIIO4Ast TPEBOTY)
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MedDRA
(Meanunnckmii
cn0Bapb TEPMHHOB
peryiaMmeHTHpYIoWei
AeATEJILHOCTH)
CucTemMbl OPraHoB
MedDRA

HexenatenabHble
SIBJICHUR

YacroTta

Pecnybauxu Beaapycs

AToOpBacTaTHH

IMepungonpua

Amjoaunun

PaccrpoiicTBo cHa

He qacteie

Henpeccus

He yacteie

KommMapHsie CHOBHICHHS

He 4acreie

C]'lyTaHHOCTb CO3HAHHUA

Ouenn peakue

Peaxue

Hapyumexus co
CTOPOHBbI HEPBHO#
CHCTeMbI

COHIHBOCTH

He yacteie*

YacTeie

T'onoBokpyxenune

He qacrteie

Yacreie

Yacreie

I'onoBHas 606

Yacreie

Yactrie

Yacreie

Tpemop

He 4actsie

Jucres3us

He yacTtrie

Yacrrie

He yacreie

O6Mopok

He uactpie*

He yacrtsie

Iunocresus

He yacteie

He ygactrie

IMapecresus

He yacteie

Yacrtrie

He uacrrie

TToBbilIEHHE MBIIIEYHOTO
TOHyca

Ouess penkue

Ilepudepuueckas
Helponatus

Penkue

Ouenb peaxue

HHcyneT, BO3MOXKHO,
BBI3BaHHBIN BHIPOKEHHOR
THIIOTCH3UEH Y TTALIUCHTOB
IPYIiIbi BEICOKOTO PHCKa
(cM. paznen 4.4)

OueHs penkue

AMHe3us

He uacrbie

OKcTpanupaMuIHEIC
paccrpoiictsa
(3KCTpanmupaMyUIHbII
CHHIPOM)

YacToTa HEM3BECTHA

Hapywenus co
CTOPOHBI OpraHa
3peHHs

Hapymenus 3peHns

Penxue

Yacrele

Yacteie

Junnonus

Yacrteie

Heuerkoe 3penne

He 4qacreie

Hapymenus co
CTOPOHBI OPraHa
cJIyXa H paBHOBECHS

Tunuutyc

He uacrteie

Yacteie

He yactrie

Bepruro

Yacreie

Hoteps ciyxa

OueHs penkue

Hapymenns co
CTOPOHBLI cepaua

Hudbapxr Muokapaa,
BBI3BAHHBIN BBIPAXKECHHOM
TUIIOTCH3UEH Y TAIIHEHTOB
IpYTHIB BEICOKOIO PHCKa
(cM. pasznen 4.4)

Ouenb peaxue

OueHb peaxue

CreHokapaus (cM. paszen
4.4

Quens peaxue

AputMmus (B TOM dMcie
6panukapamus,
KeTyAouKoBas
TaxHKapAuy U
dubpunnsms
NIPEACEPAHiA)

Ouens penxue

He vactsie

Taxuxapaus

He gactoie*

OmymeHnue
cepaueOneHus

He uactbie*

Hapywenns co
CTOPOHBI COCY/I0B

T'unotensus (1 3GdeKThl,
CBSI3AHHBIE C

Yacreie
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MedDRA .

HexenareabHble Yactora
Meauumnckuii SIBJICHHS

(Menuu ATOPBACTATHH TMepuuaonpua AMAOTHIHH

cJIOBAPL TEPMHHOB

perjiaMmeHTHpYKOLIEH

AesITeTLHOCTH)

Cucrembl opraHos

MedDRA
CHIIOTCH3UEH)
Backynut - He vactsie* OueHp penkue
[loxpacHeHue - - Yacrsie

Hapymenus co DapuHrojapHHreansHas Yacrsie - -

CTOPOHbBI 60i1b

AblXaTeabHOH KpoBoteuenue u3 Hoca Yacreie - -

CHCTeMbl, OPraHOB

o Kamens -

L — Yacrbie He uacrrie

CPeROCTeHUsA Onpinika - Yacrslie Yacrsle
Bponxocnasm - He yacrteie -
DozuHoduibHas - OueHb peaxue -
THEBMOHHUS

Hapywenus co TowHoTa Yacrele Yacrsie YacTteie

CTOPOHBI HKEJTYI0YHO-

KHIIEUHOT0 TPAKTa PBota He uactsie Yactoie He uacteie
Bonp BBEpXy ¥ BHU3Y He qactrie Yactoie YacTeie
KMBOTA
Jucniencus Yacreie Yacrreie Yacreie
Juapes Yactbie Yactere Yacrteie
3anop Yactreie Yacrreie Yacrrie
CyxocTb BO pTy - He gactsie He yacteie
Tlankpeatut He gactrie OueHs penxue OueHr peakue
Tactpur - - OueHs pekue
T'uneprpoduueckuii - - Ouens penkue
TUHTUBHUT
H3menenune purma - - Yacreie
Jedexaryu
Otpeibkka He yactrie - -
Mereopusm Yacrele - -

Hapyuwenus co I'enarwr, He qacteie OueHb peaxue Ouens penkue

CTOPOHbLI NEYeHH H LUMTOJIMTHIECCKHUHA UITN

KeJ4eBbIBOAALIHX XO0JIECTATHYECKHIE (CM.

nyreit pasznen 4.4)
XKerryxa - - OueHs penxue
Xonecras Penkune - -
[Teuenounas QueHs penkue - -
HEJIOCTaTO4YHOCTh

Hapymenus co Ceinb He uacteie Yacreie He uacteie

Hbl KOXKH H

cropo o . 3yn He yactsie Yacteie He yacteie

MNOAKO0KHbIX TKaHeH
KpanuBuuna He gacteie He vactbie He gacteie
Iypnypa - - He gacTteie
Vi3MeneHue nusera Kok - - He yacteie
['unepruapos - He vacreie He yacteie
Oxk3anTeMa - - He vactsie
Anoneuus He qacthie - He yactsie
Orex KBunke (cM. pasgen | Penkue He yacteie Oudens penkue
4.4)
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Tpukas MunucTepcTsa 3npuooxpueﬂun

k:

e
MedDRA HexenatelbHbie YactoTa rec
(Meauuuuckuii ABJICHH ATOpBacTATHH Tepunonpui AMJoaunun
¢J10Bapb TEPMHHOB
perjaamMeHTHpYOWEH
NeSTeJbHOCTH)
CucremMnl opranos
MedDRA
OxchonHaTUBHEIA - - OueHb peakue
JICpMaTHT
Iempurona - He uacthie* -
Obocrpenue ncopuasa Peaxue* -
Cunnpom Crusenca- Penkue - OueHb penkue
JxoHCOHA
Peaxnus - He yacrteie* OueHb peaxue
CBETOUYBCTBHTE/ILHOCTH
Toxcuyeckuit Penxue - -
SMICpMaNbHbIR
HEKPOJIH3
TonumopdHas spurema Peaxue OueHsb peakue OueHsb peakue
Hapywmenusi co Orex cycraBos Yacrsie - -
CTOPOHBI CKeJIETHO-
MbIIIeYHOH M Orex IOABDKEK - - Yactele
COeAHHHUTENBbHO#
A Bonb B xOHEYHOCTAX Yacreie - -
TKAHH
Aprpairus Yacrhle He gactbie* He vacteie
Menneynsie crna3msl YacTeie Yacteie Yacrsie
Mpuanrus Yacreie He uactric* He yactrie
Bons B cninbe Yacreie - He uvactbie
Bouss B mee He uactrie - -
Msunueynas cnabocrsb He yacteie - -
Muonarus Penxue - -
Muosur Penxue - -
Pabnomuonus Penxue - -
TenauHomnarus, HHOTAA Penkue - -
OCJIO)KHEHHAs pa3pbIBOM
HmMmyHoomocpenoBanHas | Yacrora HEM3BECTHA - -
HEKPOTH3HPYIOMast
MHonarus (CM. paszaen
44
Hapywenns co Hapymenue - - He uacrsle
CTOPOHBI MOYEK H MOYCHCITYCKaHUA
MOY€BbIBOASIMX Huxtypus - - He vacreie
nyTel
T TToanakuypus - - He yacteie
Ioueunas - He yactsie -
HEJOCTaTOYHOCTh
Ocrpas noyeyHas - OueHb peaxue -
HEJOCTaTOYHOCTh
Hapyinenus co OpekTuibHas - He yacTsie He u1acreie
CTOPOHBI HOJNOBBIX aucdyHKius
OpraHoB u MoJiouHo# | 'mHekomacTus OueHsb pekue - He yacteie
xeJesnl
O6mMe HapyweHns u | AcTeHust He qactrie Yacrhie Yacrsie,, _,_—.\
HapyIIeHUsl B MecTe P ﬂfu" i
— Veranocrs He qactsie - W %»,,
Orexk - - DS 2
£ %
Bons B rpyau He uactsle He uactrie* (H(e Y Bl
205, |3)4
Bons - - ‘!@\acrﬂéfé}? Ly /7
& /i
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N Z*(l’:mv (.1’33‘\
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MedDRA . = wcu [dekenaTeaphbie Yacrora
(Meanunncrni ABICHHA ATOpBACTATHH Tepungonpua AmaoaunuH
cjioBapbL TEPMHHOB
perjamMeHTHpYmouieit
NeATeJbLHOCTH)
Cuctembl OpraHos
MedDRA
Henomorauue He yactrie He gactrie* He yactsie
Iepudepudecknii oTek He vacrteie He gacteie* -
IMupexcus He 4qactoie He vacteie* -
JlaGopaTopHbie IMoBsiLeHHE YPOBHS - He yactsie* -
HCC1eA0BaAHUS MOYEBHHEI B KPOBH
IosbimeHue ypoBHs - He vactbie* -
KpeaTHHHHA B KPOBH
IosbiieHKe ypoBHS - Penxue Ouenb peaxne**
NE4YCHOYHBIX epMEHTOB
IMoBelmeHNe YPOBHS - Penxue -
O6umupy6rHa B KPOBH
VBennmuenue Maccel Tena | He yacteie - He gactsie
JlelixouuTHI B MOYE He gactbie - -
CHIDKEeHHE MacChl Tena - - He yactsle
Orxnonenue nokasarenei | Yacrsie - -
(yHKUHOHANBHBIX NPOG
TICYEHU
TToBbIeHHE YPOBHS Yacteie - -
KpEaTHHKHHA3b! B KDOBH
CHwxeHue reMornobuna - OueHb peakue -
U rEeMaToKpHTa
TpaBmbl, orpaBnenus | [lanenue - He vactrie* -
H OC/I0KHEHHS
npoueayp

* Yacmoma paccuumana Ha OCHOBAHUU OAHHBIX KIUHUYECKUX UCCAE008AHUI HO HEICEAAMENbHBIM ABNCHUSM,
3ape2UucmpupOBaHHbIM HO CHOHMAHHLIM COOOUCHUIM
**Haubonee coomgemcmeayem xonecmasy

Kak u B ciyuae Jpyrux MHrHOMTOPOB THIPOKCHMETHITITYyTApHI-KOodepMeEHT A-peayKrasbl, y NMalieHTOB,
NPUHAMAIOLINX aTOpPBAaCTATHH, OTMEYANUCh [OBBILICHHBIE YPOBHHM TpaHCaMUHAa3 B CHIBOPOTKE. OTH
U3MEHEHUS OObIYHO ObLTM HE3HAYMTENBHBIMM M NPEXOIAIUMH M He TpeOOBaM MpepbiBaHUs JeYEHHS.
Kinunuyecku 3HauuMbie (> 3 pasa Bblle BEPXHEH IpaHHLIbI HOPMBI) NOBBIIIEHHS YPOBHEH TpaHCaMHMHAa3 B
cbIBOpoTKE MMenu Mmecto y 0,8% mnanueHToB, NPUHUMAIOLIMX ATOPBACTATHH. OJTH TMOBBIICHUS ObUTH
JI0303aBUCUMBIMH U 0OpaTUMBIMH Y BCEX MALIMEHTOB.

[MoBrimeHHBIE CHIBOPOTOUHBIE ypoBHH KpeaTuHkuHa3bl (KK) Oonee yem B 3 pasa Bblilie BepxHeil MpaHULIbI
HOPMBI OTMeHauch y 2,5% malueHToB, IPUHUMAIOIMX aTOPBACTATHH, aHAJOTHYHO APYTMM HHrHOHTOpam
THAPOKCHMETHIITIYTApHI-KOGEPMEHT A-pefyKTa3bl B KJIIMHHYECKUX HCClIEIOBaHUAX. YPOBHH, Ooliee ueM B
10 pa3 npeBbiUAOLIHE BEPXHIOIO IPaHULly, OTMedaIuch y 0,4% nauueHToB, JCYHBIIUXCA ATOPBACTATHHOM
(cm. pazgen 4.4).

Crienyroliye HexenaTenbHbIe SBICHUS OTMEYAIUCh TIPU MPUMEHEHUH HEKOTOPBIX CTATHHOB:

+ Hapymenue nosioBoi GyHKIHH.

* Jlenpeccus.

» UckmounTebHbIe CITy4al MHTEPCTHLMAILHOHN erouHoi 60ie3Hd, 0CODEHHO NMpY JUTHTEIbHOM JIEUEHHH
(cMm. pasnen 4.4).

» CaxapHblif 1#a0eT: 4acTOTa 3aBHCHT OT HAJIMYMS WIH OTCYTCTBUA (JaKTOPOB pUCKa (YPOBEHB IJTIOKO3BI B
KpOBM Hartowak > 5,6 mmons/n, UMT > 30 kr/M2, noBbilleHHBIH YPOBEHb TPUIJIMLIEPHUIOB, THIICPTEH3US B
aHaMmHese).
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lMpuxas MuHucrepeTaa -upanoolpanmmi
Co6op coobueHtit 0 MpeanoiaraeMbIX HEXKENATEIIbHBIX PEAKIHAX PecnyGauns Sesapycs {
OT4eTHOCTD O npeanojaraMbelX HEXCIIATEJIbHbIX peaKiuiaX nocjyie perucTpalii JIEKApCTBCHHOT' O cpeactea
ABJIAETCA OYEHb BAKHOHW. OTO MO3BOJIAET HOpOoaoKaTh MOHHUTOPUHI COOTHOLUCHHA HOJIbBbI/pPICKa
JNIEKApCTBEHHOTO CpPEACTBA. MEIMUMHCKMX pPabOTHHUKOB MpOCAT cooOwaTts o JiHoOBIX MPEATIONaraeMbixX
HEXKCIATCIBHBIX PCAKLIUAX. ’

>
-

4.9 TIlepeno3upoBka
Undopmanus o nepeno3upoke JlunepraHca npu NPUMEHEHHH Y Y€JI0BEKA OTCYTCTBYET.
Amopeacmamun

CHUMOTOMBI H JICUEHHE

CrneyManbHOro JiedeHus NMpH TMepedo3MpOBKe aTopBacTaTHHA He CYMIECTBYET. B ciyuae mepeao3upoBKu
HalHeHT JODKEH MOTy4YaTh CHMIITOMATHYECKOE JISYeHHE U TIPH HE0OX0MMOCTH JOJDKHBI TIPEANPHHAMATECS
nojyiepkiBaronie Mepsl. Heo6XoauMo BBIMONHUTG (QYHKLIHMOHAIBHBIE TECTHl NMEYEHH M KOHTPOJIHMpPOBATh
ypoBuu KK. IlockosibKy aTtopBacTaTHH XOpOLIO CBA3biBaeTcA ¢ OelKaMu Tiasmbl, MPEACTaBIIAETCH, YTO
reMoHaIi3 He NMPUBEIeT K 3HAUYUTENTHHOMY MOBBIIICHHIO KJIUPEHCa aTOpBacTaTHHA.

Ilepunoonpun

CuUMnTOMBI

Ilepenosupoeka nuruGuTopos AII® MoxeT BbI3BaTh CJASAYIONIME CUMITTOMBI: THIIOTEH3HUS, LHPKYJIATOPHEIHA
HIOK, HapyILeHUs DJIEKTPONUTHOro 6ajaHca, nmoueyHas HENOCTATOYHOCTb, TMNEPBEHTHIIALIMA, TAXMKAPIHI,
yCHJIEHHOE cepaueOueHue, Opaaukapays, roJOBOKpYKeHHE, TPEBOXKHOCTE M Kalleb.

Jleyenue

PekoMeHIyeMOe JIeYEHHE TPH MEPEIO3UPOBKE 3aKIodaeTcs BO BHyTpuBeHHOU uHpy3um 0,9% (9 mr/mn)
pacTBopa XJiopuAa HaTpusa. B ciyyae pa3BUTHS TIMIIOTEH3MHM [IaLIMEHTa ClHEAYeT IIOJIOXKHTL B
NIPOTHBOLIOKOBOE TOJIOKEHHE (Ha CTIMHY, ¢ NPUIOAHATHIMU Ha 20-30 cM Belie ypoBHs cepaua Horami). Ilo
BO3MOXKHOCTH CJISyeT HadaTh HHQY3HIO aHTHOTeH3HHA I W/HIM BHYTPUBCHHOE BBEACHHE KAaTEXOJIAMHUHOB.
TMepunponpun MOXeT ObITh BBIBEIEH M3 CHCTEMHOr0 KpOBOOOpalleHHs Npu remoauanuse (cM. paszaen 4.4).
B cnyuae Opamukapmuu, pe3HCTEHTHOH K TEpanuu, [TOKa3aHO IPOBEACHHE IJJIEKTPOKAPIAMOCTHMYIISLMH.
Crnemyer TIOCTOSHHO OTCII€KHBATH OCHOBHBIE MOKA3aTENH XKHU3HEAEATEILHOCTH, YPOBEHDb 3JIEKTPOJIHMTOB H
KpeaTHHHHA B CHIBOPOTKE.

Amaoounun
JanHbIe 0 HaMepeHHOI NepeA03UPOBKE Y YEJIOBEKA OTPAHUEHBL.

CumMnToMel

Hmerompecss aHHBIE TMO3BOJAIOT IPEANOJOKHTb, YTO CEpPbE3Has MEPEeNO3UpOBKA MOXET MPUBECTH K
BBIDOKEHHOMY PpACIUHpPEHHIO mNeprudepHYecKUX COCYIOB M, BO3MOXKHO, K pPe(UIEKTOPHOM TaXUKapauH.
HmMerotcs coobliieHns O BBIPAXEHHOM W WHOTJA MPOAOJDKHTENLHOM CHCTEMHOH FHIOTEH3WM BIUIOTH JO
Pa3BUTHA 1I0Ka C JICTAIBHBIM HCXOLOM.
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Ilpd KIMHMYECKM 3HAYMMOM THIIOTEH3MM, BbI3BAHHOH MEPENO3MPOBKON aMJIOIHMITHHA, HEOOXOZHMO
NPOBEJICHHE CEPACYHO-IETOYHON peaHMMalMM, BKJIIOYAs 4YacTelii KOHTPOSb QYHKLMH Cepala H JIETKHX,
Habmonenue 3a OLIK u o6vemom BhizensieMoit Moun. [lauuenty HEOGXOAUMO MPUNOLHATH KOHEUHOCTH.
CocynocyxuBaroLiye JEKapCTBEHHBIC CPEICTBA MOTYT MOMOYH BOCCTAHOBHMTH COCY[MCTBI TOHYC H
apTepualibHOE  [aBJCHWE TMIPU  YCJIOBHM OTCYTCTBUS IPOTHBOMOKA3aHHUM K MX HCHONB30BAHHIO.
BHyTpHBEHHOE BBEJEHHE IJIIOKOHATa KAIbLMA MOXKET YCTPAHHTh MPOABICHHS OJIOKAAbI KATBLHEBBIX
KaHaloB. B HEKOTOpBIX Cily4asX ONpaBAaHO TMPOBEACHHE MPOMBIBAHKA IKENyAKa. VY  3J0POBBIX
NoOpOBONBLEB NPHEM AKTHBUPOBAHHOTO YT B TEYEHHE 2 YacCOB I0C/IE NIPHEMA aMIOAMITMHA B 103e 10 Mr
MPHBOAHI K CHH)KEHHIO YPOBHSI BCAaCHIBAHHUs JIEKAPCTBEHHOTO cpeicTBa. [IOCKO/IBKY aMIIOQMIUH XOpOLIO
CBA3bIBaeTCA ¢ Genikamu miasmMsl, 3QHeKT OT reMoaHalIi3a MPEACTABNSETCH MAIOBEPOSTHBIM,

5  @®APMAKOJIOTMYECKHUE CBOMCTBA
5.1 ®apmaxkoaunamMuUecKoe AeilicTBHe

®apmakoTepaneBTHYeCKasl Ipynna:
I'nnoannupemuyveckne cpeacraa. Hurnduropsl 'MI'-KoA-peaykrassl, Jpyrue KoMOMHALIHH
Koa ATX: C10BX11

Mexanuzm geﬁCTBHﬂ

Amopeacmamun

AtopBacTaTuH sBASETCS M30UpATENbHBIM KOHKYPEHTHBIM WHIMMOMTOPOM THAPOKCHMETHITTYTapHI-
KoepMeHT A-pefyKrasbl, CKOPOCTb-TUMUTHPYIOIIUM (EPMEHTOM, OTBEYAIOUIMM 3a MpeBpalleHue 3-
THAPOKCH-3-METUII-TIyTapui-kodepMeHTa A B MEBAJIOHAT, TNMPEJIIECTBEHHHK CTEpPOJIOB, B TOM YHCIIE
xosiecTepyHa. TpUINIMLEPHUABI W XOJNECTEpPUH B IEYEHH BCTPOEHBI B JIMIONPOTEHHBI OYEHb HHU3KOM
rnotHoctH (JITTOHIT) 1 BricBOGOMXKAAIOTCA B Ia3My Jyis JOCTaBkH B nepudepuyeckue Tkand. M3 JITIOHII
obpazytorcs sunonporerHbl HU3Koi riotHocTd (JIITHIT) 1 karaGonu3upyroTcs B OCHOBHOM Yepe3 peLentop
¢ Bbicokoit apdunHocThIO K JITHIT (peuenrop JITTHIT).

Hlepunoonpun
Mepunponpun — 310 UHrUOMTOp (epMeHTa, KOTOPBIH HpeBpallaeT aHTHOTeH3WH 1 B aHruoreHsuH II
(anruorensunnpespamarommii  depment, AIID). Ilpespainarommii ¢depMeHT, WM KHHa3za, — 3TO

9K30MENTHAA3a, KOTOpas KaTaIU3UpyeT NpeBpallicHUe aHrMOTeH3HHA | B cocynocyKuBatolyi aHTHOTEH3HH
II, a Taroke BbI3bIBACT MpEBpAlllEHHE COCYAOpAcHIUpPAIOIIEro OpalUKMHHHA B HEAKTHBHBIH renTanenTui.
Hurubuposanue AII® npuBOOMT K CHIDKEHHIO YPOBHS aHruoreHswHa [I B mnasme, uTO BBHI3BIBAET
MOBBIIICHHE AKTHBHOCTH pPEHHMHA B IUIa3Me (3a CuYeT WHrMOMpPOBAHWS HEraTMBHOH oOpaTHOH CBS3H
BBICBOOOXICHUS] PEHMHA) U CHIDKEHHME CEKpelHHd anbjoctepoHa. Tak kak AIID BbI3pIBaeT WHAKTHBALMIO
6panukuHuHa, uHrHOHpoBanue AII® Takke NMPUBOOMT K MOBBILICHHIO AaKTHBHOCTH LMPKYJIUPYIOILEH H
JIOKATBHOM KaUIMKPEHH-KMHUHOBOH CHCTeMBI (@ TakkKe K AaKTHBAlMM CHCTEMbI MPOCTArJIaHAMHOB).
Bo3moxHO, UTO JaHHBIA MEXaHW3M HMEET 3HAUeHHE B FHMOTEH3UBHOM Bo3jeiicTBHH MHrHOHTOpPOB AIID M
YaCTHYHO OTBETCTBEHEH 32 HEKOTOPhIE U3 X NOOOYHBIX 3¢ (EKTOB (Kallens).

[epungonpun pelicTByeT uepe3 akTHBHBIH MeTabonmur, nepuHponpmiar. Jlpyrue MerabonuTel He
TIPOZIEMOHCTPUPOBAIH HHIMOMpoBaHUs akTuBHOCTH ATID in vitro.

Amnoounun

AMioqMnMH npeacTaBiaseT coboif  MHIHOMTOP MOCTYIUIGHHS MOHOB Kayibliusi 4Yepe3 MeMOpaHbl,
NPUHAISKAINUA K TpyIIe AUTMAPONUpHAMHA (O10KaTOp MEUICHHBIX KaHAIOB MM aHTarOHMCT HOHOB
KAJIBLIKA) W MHTHOMPYIOLMI TpaHCMeMOpaHHBIH TOK MOHOB KAJbUUS B CEpACYHYIO MBIIILY H IIAJKYHO

MYCKYJIaTypy COCY/OB.

DapmakoguHamMudeckuii 3bdekt

Amopeacmamun
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ATopBacTaTHH TOHWKAET KOHLCHTPALMIO XOJIECTEPHHA B IUIa3Me U
CHIBODOTKE IyT€M YIHETEHHS T[HAPOKCHMETHINTyTapui-koepMeHT A-peaykrasbl H MOC/ICAYHOIEro
GUOCHHTE3a XONECTEPHHA B MEYEHM, a TakKe MOBBIIAET 4MCNO neueHouyHsx peuentopos JIITHIT wa
MOBEPXHOCTH KJIETKH [UT YCHJIEHHOTO 3axBarta M katabonusma JITTHIL

ATtopsactaTvH cHuwxaeT Bbipabotky JIITHIT w uwmcno wactuu JIIIHIL. AtopBacTaTHH BbI3bIBACT
3HAYUTENIbHOE M TOCTOSHHOE TNOBbileHWe akTuBHOCTH peuenropo JIITHIIL, a Taioke OnaronpustHoe
M3MeHeHHe KadecTa mupkyaupyromux yactuy JITTHIT. Atopsactatin 5QQEKTHBHO CHHXKAET XOJIECTEPHH
JITTHIT y nauMeHTOB ¢ CeMeHHOM rOMO3MIOTHOM THIIEPXONeCTepUHeMHUeH — MOMyJIALHH, KOTOpas 00bIYHO
HE OTBEYaeT Ha JICYSHHE I'MITOJTHITUAEMHYECKHMH JIEKAPCTBEHHBIMH CPE/ICTBAMH.

Ilepunoonpun

T'unepmenzus

Tepuuaonpui AeHCTBYET NPU BCEX CTEINEHAX TMIEPTEH3HH: JIETKOM, yMEPEHHOH M THXKeNOM,; Habmoaaercs
CHIDKEHME CHCTOJIMYECKOTO M JHACTONMYECKOTO apTepHalbHOrO AABICHHUS B MOJIOXKECHHH Jie)Ka Ha CIIMHE H
CTOA.

IMepunmonpui CHHXAET COMPOTUBIICHUE NIEpHPEPHIECKHX COCYIOB, YTO BEIET K CHIXKEHUIO apTEPHAIbHOTO
nasnenus. Kak cnencreue, nepudepudeckinii KPOBOTOK YBEJHUHBACTCH, HE OKa3biBas BIIMAHHS HAa YacTOTY
CepJICYHBIX COKPALLCHUH.

Kak npaBui10, NoYe4HbIi KPOBOTOK YBENHYUBAETCS, [IPH 9TOM CKOpOCTh KiIyGoukoBoit ¢punerpauus (CKD)
00BIYHO OcTaercs 6e3 H3MeHEeHHUI.

Cepoeunas HedocmamoyHocms :

Iepunnonpun obnerdaer paboTy cepaua NMyTeM yMEHbUIEHHUS NMpeAHArpy3KH W NOCTHArpy3KH XKeJlyJ04KOB
cepAaua.

Amnoounun

MexaHu3M THMOTEH3UBHOIO JEHCTBHA aMJIOJMIIMHA 3aKJFOYAETCH B HEMOCPEACTBEHHOM pacciabnsiomem
NEMCTBHM Ha TIAAKYI0O MYCKYJIarypy cocyaoB. TOUYHBI MeEXaHH3M OEHCTBHA, C IOMOILIBIO KOTOPOro
aMJIOIMITHH CHIDKAET NPOSBICHUS CTEHOKapAWH, MOJIHOCTBIO HE YCTaHOBJIEH, HO M3BECTHO, YTO 3TO
NIEKAPCTBEHHOE CPEICTBO CHIDKAET OOIIYI0 HIIEMHUECKYIO HArpy3Ky 3a cueT AByX 3 EKTOB:

1) AmnonunuH pacupser nepudepHyYeCcKhe apTepUOsibl K TEM CaMbIM CHIDKaeT obuiee nepHbepHyeckoe
conpoTHBieHue (MOCTHArpy3Ky), yMeHbHIas Harpy3Ky Ha cepaue. Ilockonbky wuacTtoTra CepaeqHBIX
COKpaIlieHHi OcTaeTcs cTaGuIbHOM, JaHHAs pasrpy3ka cepiua CHWKaeT NoTpebIeHHe SJHEPrHM MHOKApAOM
U IOTPEOHOCTH B KUCIIOPOZIE.

2) MexaHu3M NeHCTBUA aMJIOJMIIMHA, BEPOATHO, TaKXKe BKJIIOYAeT B cebs paclIMPEHHE KOPOHAPHBIX
aprepii ¥ KODOHApHBIX ApTEPHON KaK B HOPMAalbHBIX, TaKk M B HMINEMHU3MPOBAHHBIX 30HAX MMOKapAa.
JlanHoe paciuypeHue NPUBOIUT K YBEJIHUYCHHIO JOCTABKH KUCAOpOAa K MHOKapAy Yy MalHEHTOB CO Cra3MoM
KOpOHapHo# apTepuu (cTeHokapaus [IpuHIMeTana Wi BapyaHTHAs CTEHOKapAus).

Knuandeckas 3¢ beKTHBHOCTL M 6€3011aCHOCTD

Bnusinne J'IunepTcha Ha 3a0071eBa€MOCTh H CMCPTHOCTb HE H3YUYCHO.

Amopeacmamun
B uccnenoBaHuH 3aBHCUMOCTH H03a-3(pdext ObUT0 MoKa3zaHO, YTO aTOPBACTATHH CHMIKAET KOHLCHTPALMH
obero xonecrepuHa (30% - 46%), xonecrepuna JIITHIT (41% - 61%), anonmumnonporenHa B (34% - 50%) u
TpurnuuepuaoB (14% - 33%), Bbi3bIBasg MpH 3TOM MEPEMEHHOE MOBBIICHUE KOHLEHTPaLUUH XOJNECTEpHHA
JIIIBIT u anonmunonporernHa Al. OTH pe3yNibTaThl COMIOCTABUMBI Y MALIMEHTOB C CEMEHHOM reTepo3HroTHOM
THNEePX0JIeCTepUHEMHEHH, HeceMelHbIMM  ¢dopMaMM  THIEPXOJIECTCPMHEMMH M CMEIIAHHOH
TUMEPIUITUIEMHEH, BKITIOYAs MALIMEHTOB C WHCY/THHHE3aBHCHMBIM CaXapHbIM AHabeToM.

Bri10 J0Ka3aHo, YTO CHIKEHHE YPOBHS obLiero xonectepuHa, xonecrepuna JITTHIT u anonunonporentos B
YMEHBIIIAET PUCK BO3HHUKHOBEHHMS CEPACYHO-COCYIUCTBIX SABICHHNM MW CMEPTH OT CEpPACHHO
3a060IeBaHuUH. '

. /
Cemeitinasn 20M03U20mHas 2unepxonecmepuHemust !
B  MHOrOLEHTPOBOM 8-HENENBHOM OTKPBITOM HCC/E[IOBaHMH  GNaroTBOPUTENLHOr
UCHIOJIb30BaHKUs C [JOTIONIHUTENBHOM MNPOUIeHHOH (a30H NepeMEeHHOH IHTEHOCTH
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NanHCHTOB, }{.8 7 M5 KOTOPBIX ObUIA YCTAHOBJICHA CEMEHHaA rOMO3MIOTHas TUNICPXOJIECTCPUHEMHS. VY stux

89 nauMeHToB cpeHee MPOLEHTHOE CHIDKEHHE YPOBHS XomectepuHa JITTHIT cocTapsno nprOIH3HTEIbHO
20%. ATOpBacTaTUH NPUMEHANCA B J03aX A0 80 Mr/CyT.

IIpogunaxmuxa cepoeuno-cocyoucmeix 3a601e6anuii

AHIJIO-CKaH/IMHABCKOE KCCIIE0BaHUe Kapauonornieckux ucxonos ASCOT (Anglo-Scandinavian Cardiac
Outcomes Trial) — 310 MeXAYHapoaHOE PaHIOMH3UPOBAHHOE MCCIEAOBaHME ¢ (AKTOPHAILHBIM JH3aHHOM
2x2. Henv wnccnenoanuas ASCOT cocrosnia B TOM, YTOOBI CPaBHHTh BJIMSHHE [BYX CXEM JICYCHMS
THMIOTCH3UBHBIMH JIEKAPCTBEHHBIMH CPEACTBAMH y 19 257 nauueHToB (Tpymnmna CHIDKEHHS apTepHaIIbHOTO
nasnienus (Blood Pressure Lowering Arm) —ASCOT-BPLA) u BAHsHHE JOMOIHUTENLHOIO NPUMEHEHHs 10
MI' aTOpBAaCcTaTHHA M0 CpaBHEHHMIO ¢ mauedo y 10 305 nauueHToB (rpynna CHHUXKEHHS YPOBHs JIMITMIOB
(Lipid Lowering Arm) — ASCOT-LLA) Ha 4acTOTy HeJeTAIbHBIX U JIETAIBHBIX KOPOHAPHBIX IPUCTYIIOB.
OTO BIMAHHE aTOpPBACTATHHA HA KOJMYECTBO HEJETANBHBIX M JIETAJILHBIX KOPOHAPHBIX IPHCTYIIOB
ONpeenaiock y TALMEHTOB ¢ rumepreHsued B Bospacte 40-79 ner, y KOTOpPbIX B aHaMHe3e He ObuIO
HH(apKTa MHOKapAa WIH JIYEHHS OT CTEHOKAPJMH U Y KOTOPBIX YPOBEHb OOLIErO XONECTEPHHA COCTABIISLI
< 6,5vMone/n (251 Mr/mn). Y BceX NAaLMEHTOB OBUIO Kak MHHUMYM 3 H3 CIEAyIOUIMX 3apaHee
ONpeeIeHHBIX CEPAEYHO-COCYTUCThIX (PaKTOPOB pHCKA: MYXCKO# 101, BO3pacT > 55 yiet, KypeHue, quaber,
B aHamHe3e MBC y Gnukalimero poAcTBeHHUKA, COOTHOLICHHE 00LLero xonectepiuHa u xonecrepuna JINIBIT
> 6, 3aboneBaHue MnepuUPepHYECKUX COCYAOB, THNEPTPO(HUA JIEBOro KeiyJ04Ka, IpeJIIeCTBYIOIIEe
HepeOpoBacKyJIIpHOE HapyLlIeHHe, OIpeieNIeHHOe OTKJIOHEHHE pe3yJIbTaToB OKT,
NpOTEeHHypUs/ab0yMUHY pHSL.

IMaupeHTHl NOMyyYany TMIIOTEH3HMBHOE JIeYeHHE MO0 aMIIOJMITHHOM, OO aTeHONONOM. [P HOCTHXKEHHS
LIEJIEBOrO KOHTPOJIS HaJl apTepHalbHbIM AaBieHueM (< 140/90 MM pT. CT. Y NMalMEHTOB, HE CTPAJAIOMINX
auaberom, < 130/80 MM pr. CT. y nauueHTOB ¢ AHaGeToM) B rpynre amJIOAMIIMHA MOT JOOABJIATHCS
HePUHJIONPUIL, a B IPYIIe aTteHosona — GeHnpodyMeTHasun.

TManueHTH! MONMYYaid THIOTEH3UBHYIO Tepamuio (IO cxeMe MpueMa aMiIO[MIMHA WM aTeHoJ01a) U 0o
aTopBacTaTuH B 03¢ 10 mMr exenneBHo (n = 5 168), nubo rwauedo (n=5 137).

[Ipu mnpuMeHeHUH cOYeTaHMS aTOPBACTATMHA M aMJIOAMIHHA HaOMOAANOCh 3HAYUTENBHOE CHIDKEHHE
KOJMYecTBa COOBITHH, ABJIAIOMMXCA OCHOBHOH KOHEYHOH TOYKOM, — JIETAIbHBIX KOPOHAPHBIX MPHCTYTIOB H
HesleTalbHbIX HH(papkTOB MHOKapaa — Ha 53% (95% U [0,31; 0,69], p < 0,0001) no cpaBHeHHIO C
rpynnoi riane6o + amoaunuH U Ha 39% (95% U [0,08; 0,59], p < 0,016) no cpaBHEHHUIO C TPYIIIOW
aTopBacTaTHH + aTeHOJIOJ.

B noarpynne naumeHtroB u3 rpynmet ASCOT-LLA, onpeaeneHHOH NMyTeM peTpOCTIEKTHBHOIO aHANIM3a,
KOTOpbl€ B HACTOsLIee BpeMs MONy4alOT aTOpBacTaTWH, mepuHxonpui u amnonunuH (n = 1814), umeno
MECTO CHI)KCHHE KOJHYECTBA JIETATBHBIX KOPOHAPHBIX MPUCTYNOB U HEJNETAIbHBIX HH(ApKTOB MHOKap/ia Ha
38% (95% JH [0,36; 1,08]) no cpaBHEHHIO C AaTOPBACTATHHOM, aTEHOJIOJIOM U OeHapodyMeTHa3uaoM (n =
1978). Taxoke uMeNno MeCTO 3HaUMTENILHOE CHIbKeHHE (Ha 24%) o0Iero KoJMYeCTBa CEPASUHO-COCYAMUCTHIX
aBieHuit u npouenyp (95% AU [0,59; 0,97]), cHmkeHHe oOLIET0 KOJIMYECTBA KOPOHAPHBIX MPHCTYIIOB Ha
31% (95% JU [0,48; 1,00]) u 3nauntensHOe cHIKeHHE (Ha 50%) KoM4ecTBa JIeTabHBIX H HEeTalbHBIX
uHeynsToB (95% U [0,29; 0,86]), Ha 39% — KOMOMHHPOBAHHOIO TIOKa3aTesis, BKJIFOUYAIOLIETO
HeneTajbHble WH(ApPKTBI MHOKap[a, JIETAJIbHbIE KOPOHApPHbIE NPHCTYNIBI H TPOLEAYPHl KOPOHApHOMN
peBackynsapuzauuu (95% U (0,38; 0,97]), u Ha 42% — KOMOMHHPOBAHHOrO TOKA3aTeNs, BKIIOYAIOHIETO
CMEpTh OT CEpAeHYHO-COCYAUCTHIX 3a00seBaHlH, MHHpApKT MHOKapaa U uHCysT (95% JIU [0,40; 0,85]).

Ilepunoonpun

T'unepmensun

I'mmoTeH3uBHOE AeliCTBHE NOCTUracT MAaKCHMyMa B NepHOA OT 4 10 6 4acOB IOC/E NpHEMa pa30BOH J03bI H
coXpaHseTcs B TeUeHHe He MeHee 24 4HacoB; OCTaTo4HbI 3¢ ekt cocrasnger okono 87-100% nmxoBoro
addexra.

CHIDKEHHE apTepHaNbHOIO [ABICHUA TIPOUCXOAMT OBICTPO. Y MNALMEHTOB, JAEMOHCTPUPYIOIHMX OTBET,
HOpMau3aLus JOCTHTaeTCs B TEYEHHE Mecsla H coxpaHseTcs 6e3 HaCTyIUIeH!s TaXH(HIaKCHH.
IpexpaiieHue neueHys He BeeT K 3P dexTy puxorera.

[MepuHaoNpHI yMEHBIIAET THIEPTPOGHIO JIEBOTO HKEMYAOUKA.

BBUI0 NOATBEPKIEHO, YTO Yy MY)KYMH NEPUHIONPHI NPOSBILET cocyropaciuupsiomue cBoiictea. OH
yTy4LIaeT 3JaCTHYHOCTD APTEPHH U CHIDKAET COOTHOLIEHHE MEIHa - IPOCBET B MEJIKUX apTepUsX.
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MHUHHKCTEPCTBOM QAPABOOXPANEHNS |
PECTIVEAMKM BEAAPYCE I

9 1 8 O - Z QBL Tpyxas MunncYepersa Axpasosmpamenus |
Jlono HUTeNbHAsA Tepanus THA3WIHBIM JHYPETHKOM HMpPOYI3 ;T‘auam.mf_@m“ﬁ st diex.

Coueranne uHruburopa AII® M THasMaa TarKe CHIDKACT PHCK IUIOKAIMEMMHM, BbI3BAHHOW JICUCHHEM
Iy peTHKaMH.

IHayuenmvi co cmabunvbHOU ueMuyeckoli 6one3HbI0 cepoya

Beuto nposeneno uccnenosanne EUROPA, kotopoe mpeicTaBisno cobod  MHOrOLGHTPOBOE,
MEXIyHapOJHOE, PaHIOMHM3MPOBaHHOE, MABOWHOE clienoe, MIauebo-KOHTPOIHpyeMOoe —KIMHHYECKOE
UCCeN0BaHHEe TIPOIOJDKUTENILHOCTBIO 4 roja.

JlBeHauath ThICAY JBecTH BoceMHamuath (12 218) naumeHToB B BO3pacte crapme 18 ner Obuid
PaHIOMH3HPOBAHbl ISl MOJNY4eHWs 8 Mr MepuHponpuna Tper-OyTunamuna (4T0 SKBUBaIeHTHO 10 Mr
nepuHaonpuia apruduta) (n = 6 110) wiu nnaue6o (n = 6 108).

B nonynsiuy MCC/EA0BAHKUA TIPUCYTCTBOBATH IPU3HAKK HIEMHYEcKOl Gonesnu cepaua 6e3 KIMHUIECKHX
NPU3HAKOB CEPAEYHON HEJ0CTaTOYHOCTH. B 06meit cnoxHocTH 90% NaLMEeHTOB paHee NMepeHecn MHpapKT
MHOKap/ia W/WIH KOPOHapHYIO peBacKyJApH3aLHio. BONBIIMHCTBO NAUMEHTOB TMOMYYalld HCCIEXyeMOoe
JIEKAPCTBEHHOE CPEJCTBO JIOMOJHMUTENBHO K TPAIMLMOHHON TepaluH, BKIIOYAIOMIEH HHIUOUTOPbI
TPOMOOLIMTOB, THNOTUITHAEMHUYECKHE CPEACTBA U 6eTa-610KaTophI.

OcHOBHBIM KpuTepreM 3(heKTHBHOCTH ObUT KOMOHHHUPOBAHHBIH MNOKa3aTellb, BKIIHOYAIOLIWA CMEPTH OT
CEepPAECYHO-COCYAUCTHIX 3a0oNieBaHMi, HeneTalbHbIH HH(apKT MHOKapAa W/HIH OCTAHOBKY Cepaua ¢
ycnemHoi peanumanueii. Jleuenwe ¢ mnpuMeHeHHeM 8 Mr IepuHaonpwia Tper-OyTuiamuHa (YTO
SKBHBAJEHTHO 10 Mr nepHHAONPHIA apriHUHA) OJUH pa3 B CYTKM €KEJHEBHO NPMBEJIO K 3HAYHTEIHHOMY
a6COMIOTHOMY CHHXKEHHIO OCHOBHOM KOHEYHOM Touku Ha 1,9% (CHW)XeHHEe OTHOCHTENbHOro pucka Ha 20%,
95% 1N [9,4; 28,6] — p < 0,001).

VYV naudeHTOB, MMEOIIMX B aHamHe3e HMHGAPKT MHOKapJa W/WIH pPeBacKy/IIPU3alLHI0, OTMEYasoch
abCoONIOTHOE CHIDKEHHE T[0Ka3aTens, SBIMIOIIErocss OCHOBHOM KOHeuHOH Toukod, Ha 2,2%,
cootsercTByOLIEe 22,4% OCP (95% MM [12,0; 31,6] — p < 0,001), no cpasHeHHIo ¢ nanedo.

ITpouee: aBoiiHas GoKa/a peHUH-aHrHOTeH3UH-aIbocTepoHoBoH cucteMbl (PAAC)

JlBa KpYIHBIX PaHIOMH3UPOBaHHBIX KoHTponupyembix ucciaenoannd, ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial, MexayHapoaHoe HCCIE€NOBaHHE MO
cpaBHEHHIO dPHEKTHBHOCTH TeJIMHCApTaHA MPH MOHOTEpAIMd M B KOMOMHALMH C pamunpuwiom) H VA
NEPHRON-D (Veterans Affairs Nephropathy in Diabetes, Hccienopanue nuaGeruyeckod Hedponatud,
npoBoAHMOe MHHHCTEPCTBOM [0 Ji€jlaM BETEPaHOB), OBbUIM TMOCBALICHBl H3YYEHHIO KOMOHHMPOBaHHOTO
npumeHenus uHruouropa ATID u Girokaropa peLenTopoB aHrHOTeH3UHa 11

Uccnenosanue ONTARGET nposoauioch cpeay NauyMeHToB, HMEBIIMX B aHaMHE3€ CepAeYHO-COCYIUCThIC
WIH uepeOpoBacKy/spHbie 3a0o/ieBaHUs WM caxapHblii JuabeT 2-ro Tuma ¢ NpHU3HaKaMH MOPOKEHHUS
opranos-muuieHei. Hccnenosanue VA NEPHRON-D npoBoaWIIOCh Y NALHEHTOB € CaXapHbIM auabeTom 2-
ro Tumna u auabernueckoi HedpomnaTuei.

JlaHHBIE 5THX MCCIIEAOBAaHMIM MOKA3aId OTCYTCTBHE 3HaYUMOro GiiaronpusaTHoOro 3¢Qexra B OTHOLICHAH
HOYEYHBIX W/HJIH CepA€YHO-COCYAHUCTHIX HCXOMOB M CMEPTHOCTH U B TO K€ BPEMs HaJIMYHMe MOBBILICHHOIO
PHCKa pa3BUTHs THMNEPKAIMEMUH, OCTPO# MOYSYHOH HEXOCTATOYHOCTH W/WIIM FMIIOTEH3UH 10 CPaBHEHHIO C
MOHOTepanueil. YUuThIBas CXOAHble (PapMakOJUHAMMYECKHE CBOMCTBA, MOJYYEHHBIE PE3YNbTaThl TAKKE
pacnpocTpassiorcs Ha Apyrue uHrub6uTopst AIID u 6nokarops! penenTopos aHruorensuna Il
CrnepoBarensHo, uHruburopst AII® u 6nokatopel peuentopos aHruoreHzuHa I He criexyer nmpUMeHATbH
OTHOBPEMEHHO y MAlMeHTOB ¢ AuabeTHyeckoit HedponaTue.

Hccnenosanne ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease
Endpoints, HMccnenoBaHue npeuMMyLIECTB aJUMCKMpEHa B CHIXKCHHM PHCKa CEpAEYHO-COCYAMCTBIX H
NOYEYHbIX OCJIOKHEHHH Yy MAalMeHTOB C CaXapHbIM AHabeTom 2-ro TuMna) ObLIO MOCBALIEHO H3YUCHHIO
none3sl 0T 7100aBIEeHHs aTMCKHUPeHAa K CTaHAapTHOW Ttepanuu uHrubutopom AII® unu 610katopoM
peLenTopoB aHrHoTeH3uHa Il y naluueHToB ¢ caxapHbIM AHa6ETOM 2-FO THIA H XpOHHYECKHM 3a00eBaHHeEM
MOYEK, CEepAeUHO-COCYAUCTHIM 3a00NeBaHHeM, WIH U TeM, U JIpyruM. MccrnenoBanue ObUTO MpekpalleHo

mianefo, HeXeJaTeNbHblE SBIECHHS W Cepbe3Hble HEXeNaTe/bHbIC —ABJICHHS
(rvnepkajiveMusi, THNOTEH3us U AUCYHKUMS MNOueK) Talke yamie ObUIM 3aperdc
aMCKUpeHa, YeM B rpynne 1uiaue6o.

Amaoounun:
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y *ﬁﬁlm&f@ﬁ;“@iﬁggteﬂ@eﬁ OofHa 103a B fAeHb O0ECHeYMBacT KIHHHYECKH 3HAYMMOE CHIDKEHHE
4dPTCPUAIIBHOrO "AaB/ICHUS, KaK B MOJOXEHHH JIEXKa HA CIMHE, TAK U B MONOKEHHH CTOHA, B TCUCHHC BCCro
HHTepBaia B 24 4yaca. Ilo npuyMHe 3aMeAIEHHOro Ha4yala JeHCTBHA OCTpas MMIOTEH3US HE CBOHCTBEHHA
npueMy aMJIOQHUIHHA.

Y HalMeHTOB CO CTEHOKapAHeld €XEIHEBHBIA TMpPHEM aMJIOJMIIHHA OZMH Pa3 B CYTKH MOBBHIIIAET OGIIYIO
TIPOJIOJDKHTE/IBHOCTD HAIPY3KH, BPEMsl 0 HACTYIUIEHHS CTEHOKAPIMM M BPeMs 1O MOSBIEHHS AETPECCHH
cermerta ST Ha 1 MM, a Takke CHHXKAET 4aCTOTY NPHCTYNOB CTEHOKApAMH M YNOTpebnieHHe TabaeTok
[JIMLEPHIa TPHHUTpATA.

AMJIOIMIIMH He CBA3aH HU C KaKUMU MMOOOYHBIMM MeTaboaHuyecKUMHU addexTaMl U ¢ H3MEHEHHAMM
JMMHIOB TUIA3MbI, H TOAXOAMUT IS NALMEHTOB ¢ aCTMOH, JuabeTom U moxarpoii.

IIpumenenue y nayuenmos ¢ uwemuyeckoii bonesznwio cepoya (HBC)

Hns onpenenenus 3peKTHBHOCTH aMIOAUIIMHA B PEAOTBPALIEHNN KJIMHUYECKHMX ABJICHHH Y NALUEHTOB C
vuieMuyeckoi  Gonesnbto  cepaua  (MBC)  6blio  mpoBeseHO — HE3ABMCHMMOE  MHOTOLIEHTPOBOE,
PaHIOMHM3HPOBAHHOE, [BOHHOE cienoe, Ialebo-KOHTPOJIMpYeMOe HCCIEA0BaHUE C ydyacTHeM 1997
nauuentoB — uccneposanie CAMELOT (Comparison of Amlodipine vs. Enalapril to Limit Occurrences of
Thrombosis; cpaBHeHHe aMJIOZUIIMHA U SHATANPHIA B OrPAHMYEHHM YKCIIA CTydaes TpoM6o3a). U3 Hux 663
NanMeHTa mojlyyaly aMIOAUIHMH B fo3e 5-10 mr, 673 nauuenrta noydanu SHamanpun B no3e 10-20 mr, u
655 mauMeHTOB NoJIy4alu mianebo B AOMOJHEHHE K CTAHAAPTHOM Tepanuu CTaTHHaMH, Geta-0iokaropam,
JHYypETHKAMH W acnupuHOM B Tedenue 2 JsieT. OCHOBHbIE pe3yJibTaThl aHaIM3a S(P(PEeKTHBHOCTH
TIPEJICTaB/EHBI B TabuLIe HIDKE. DTH pe3yJIbTaThl NOKA3bIBAKOT, YTO JICYEHHE aMJIOAMNMHOM OBUIO CBSA3aHO ¢
MEHBLIUM YHCJIOM CJly4acB FOCHHTAIM3alMH MO MOBOAY CTEHOKAPIWH M TPOLEAYpP PEeBacKy/IspU3aLUH Y
nauuentos ¢ UbC.

32/39 Lipertance_SPC_BY_01.2018



HH PB COFAACOBAHO

9180 -2017 ununqgm‘g)mnqw

YacToTa CyIecTBEHHbIX KJIHHHYECKHX HCX0/10B B HecapHBEii

[MokazaTeny cepIeYHO-COCYAHCTEIX  AMIOOMIIMH 10 CPABHEHHUIO ¢ r1auedo
sBNeHU, K-BO (%)

Hexonpt Aminogunud  Ilnaue6o  Ouananpu OTHOLIEHHE PHCKOB P-3HadeHHe
n (95% 1IN)

OcHoBHas KOHeuHas

TOYKa

HexenarenbHble 110 (16,6) 151 (23,1) 136(20,2) 0,69 (0,54-0,88) 0,003

CEpAEHHO-COCYIHCThIE

SABJICHUA

OTnenbHbIE KOMIIOHEHTHI

KoponapHas 78 (11,8) 103 (15,7) 95(14,1) 0,73 (0,54-0,98) 0,03
peBacKynspu3aLys

INocnuranuzanus no 51(7,7) 84 (12,8) 86(12,8) 0,58 (0,41-0,82) 0,002
MOBOAY CTEHOKApAUU

Heneransubiit UM 14 (2,1) 19 (2,9 11 (1,6) 0,73 (0,37-1,46) 0,37
Hucynst nn THA 6 (0,9) 12 (1,8) 8(1,2) 0,50 (0,19-1,32) 0,15
CMepTh No npuvuHe 5(0,8) 2(0,3) 500,77 2,46 (0,48-12,7) 0,27
CepAeYHO-COCYIUCTOM

NaToJOTHH

TI'ocnuranuzaiys mo 3(0,5) 5(0,8) 4(0,6) 0,59 (0,14-2,47) 0,46
nosoxy 3CH

PeanumupoBanHas 0 4 (0,6) 1(0,1) H/I 0,04
OCTaHOBKa cepua

Bnepsble BbisiBIEHHOE 5(0,8) 2(0,3) 8(1,2) 2,6 (0,50-13,4) 0,24
3aboneBaHKe

neprdepHIecKUX Cocy10B

Coxpamenus: 3CH = 3acTolinas cepaednas Hegocrarounocts; JIH = nosepurensHeiit unTeppan; UM =
uHdapkT Muokapaa; THA = tpaH3utopHas MlIEMHUYECKas aTaka.

IIpumenenue y nayuenmos ¢ cepOeynoll HedOCmamo4HOCHbIO

HccnenoBanus reMOOWHAMHUKH ¥ KOHTPOJHpPYEMbIE KIWHHYECKHE HCCIIENOBAHMs HA OCHOBE HArpy30YHBIX
TECTOB C Y4YaCTHEM IIALHEHTOB ¢ cepae4Hoi HemocraroyHocThio II-IV Kknacca mo QyHKIHOHAIbLHOM
wiaccupukaimy NYHA nokaszany, 4YTO amMJIOAMIIMH HE NPHBOAWI K KIMHHYECKOMY YXYAIIECHHIO,
ornpeensieMoMy IO NEpPeHOCHMOCTH (u3Myeckoit HarpyskH, (pakiuvud BeIOpoca JIEBOIO JKEIyNOUYKa H
KIIMHHYECKOH CHMIITOMATHKE.

B xopme mnnane6o-koHTponupyeMoro wucciaenoBaHus (PRAISE) ans OueHKHM COCTOSIHMSA ITaLIHEHTOB C
cepeuHoli HegoctatouHocTsio I1I-IV kiacca no ¢yHkuHoHanbHOH Kiaccudukaimy NYHA, npuHaMarommx
JAMIOKCHH, AMypeTHKH U uHruburopsl AII®, 6s110 Moka3aHo, YTO aMJIOAMITMH HE MPUBOJWI K MOBBILIEHHIO
PHCKa CMEPTH WIH COBOKYITHOIO PHCKa CMEPTH U 3a00I€BaHHi B CBA3H C CEPACYHON HENOCTATOYHOCTHIO.

B perpocnekTHBHOM J0JArocpodHOM IUtale6o-koHTponupyeMoM HccienoBanuu (PRAISE-2) npumeHeHus
aMJIONMIMHA Yy TALMEeHTOB ¢ ceppeyHoi Henocratounocteio III u IV winacca mo ¢yHKUMOHATBHOH
xnaccipukanmd NYHA npM OTCYyTCTBHM CHMIITOMOB HIM OOBEKTHBHBIX [AaHHBIX, YKa3biBAalOMIMX Ha

193
)
C YBCIIMYCHHEM KOJIUMYECCTBA OTMEYCHHBIX CIIYHYACB OTCKaA JICTKHMX. /)
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Hccnedosanue neuenus 0ns npedynpescoenus cepoeunwvix npucmynos (ALLHAT)
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aHTurnne'ﬁTéf{3gj;Horo HOKAIOWIETO JICUCHHS Ui MPEAYNPEKACHHS CEPACUYHBIX MPHUCTYIMOB) C
LE/BIO CPABHHUTh JIEYEHHE 0OJiee HOBBIMH JIEKAPCTBEHHBIMHM CDENCTBAMM: aMIOJHMIIMHOM 2,5-10 MI/CYT
(6okaTopoM  KalbUMEBBIX KaHAIOB) WM JjM3uHOnpWwIoM 10-40 Mr/cyT (MHrHOGHTOpOM AllD),
MCHOJIE3YEMBIMH B Ka4E€CTBE TEPAIHH MEPBOH JIMHHMM, C JICYEHHEM XJIOPTATHIOHOM 12,5-25 mr/cyT nipu
THIIEPTCH3UH YMEPEHHOH CTENEHH TSHKECTH.

Beuio paHnoMusipoBaHo B obwie# cioxkHocTH 33 357 MaUMEHTOB ¢ runepTeH3uell B Bo3pacTe 55 JeT u
crapuie, HabJIrOZIEHHE 3a KOTOPBIMHU JTHIIOCH B CPeHEM B TeueHHe 4,9 rofa. Y nalueHToB MMel MECTO KaK
MHHHMYM OJMH JOTIOJHUTENBHBIA pakTop pucka passutus MBC: paHee nepeHecenHbli MHbapKT MHOKapaa
HIM MHCYIBT (32 > 6 MeCAUEB MO 3a4MCICHMs B HCCIIEJOBAHWE) WM JAPYTO€ JAOKYMEHTAIBHO
MOATBepAACHHOE aTepockiieporudeckoe CC 3abonesanue (B obmeii cioxHoct 51,5%), muaber 2-ro Tvmna
(36,1%), xonecrepun JIIBIT < 35 mr/an (11,6%), runeprpodusi J€BOro *emyaouka, YCTAHOBIEHHAs C
NOMOUIBIO JJIEKTPOKAPAUOrpaMMbl Wik 9XOokapauorpapuu (20,9%), KypeHHe cHraper B HAcTOsIIee Bpems
(21,9%).

OCHOBHOM KOHEYHOM TOYKOH SABIAICA COCTAaBHOM MOKasaTelb, BKIOYalomuMid neransHylo UBC u
HeneTanbHbld MHGpapkT Muokapna. CyIEeCTBEHHBIX pa3iMYMii B OCHOBHOW KOHEYHOM TOUKE MEXIY
JICYCHHEM Ha OCHOBE aMJIOJHMITMHA M JICYCHHEM Ha OCHOBE XJTOPTAJIMAOHA He Habmonanock. OP 0,98 95%
U (0,90-1,07) p = 0,65. Uro kacaercsl JOMONHUTENBHBIX KOHEUHBIX TOYEK, YaCTOTA CITydYaeB CepAeyHOM
HEOCTaTOYHOCTH (KOTOpas SBJAIACH KOMIIOHEHTOM COCTaBHOM KOMOMHMPOBAaHHOM KOHEYHOHW TOYKH
OLICHKH CEPACYHO-COCYIMCTBIX AB/ICHMH) ObUIA 3HAUMTENBHO BBILIE B IPYIIE aMIOJMIIHHA TI0 CPABHEHHIO C
rpynnoii xnopranuaona (10,2% no cpaBrenuto ¢ 7,7%, OP 1,38, 95% JIU [1,25-1,52] p < 0,001). Onxaxo
CYLUECTBEHHBIX Pa3iIM4YMii B MOKa3aTessX oOLIei CMEPTHOCTH MEXIY Teparuel Ha OCHOBE aMJIOIMIMHA H
Tepanueil Ha ocHoBe xuopranuaona (OP 0,96 95% JIU [0,89-1,02] p = 0,20) xe Gsino.

Ileauarpryeckas Nomyagiys
Haunslie o Bo3aekicTeum JlunepraHca Ha JieTeil OTCYTCTBYIOT.

5.2 dapmakoKHHeTHYECKHE CBOiicTBA

B uccnenoBaHnyd MeXIIEKapCTBEHHOrO B3aUMOEHCTBUA C YYaCTHEM 3[JO0POBBIX MCIBITYEMBIX COBMECTHOE
npumenerue 40 Mr aropsactaTuHa, 10 Mr mepHHAoNpHia aprHHHHa M 10 Mr amJIOAMTIMHA TIPUBENO K
noseiieHHt0 AUC aropBactatvda Ha 23%, YTO He SBISETCS KIMHHYECKM 3HAYMMBIM. MakcuMasibHas
KOHLIEHTpALMs TIEpHHIONpHIIA TOBBICHIACE NpUMEpHO Ha 19%, HO (apMaKOKHHETHYECKHE IMOKA3aTed
NEPHHACTIPHIATA, AKTUBHOrO MeTabouTa, He U3MEeHWINCh. CKOPOCTh M CTENEHb BCAChIBAHHMA aMJIOAMITHHA
MpH COYETAHHOM NPHUMEHEHMH C aTOPBACTATHMHOM Y MNEPHHIOTIPWIOM CYIIECTBEHHO HE OTIHYAIMCH OT
CKOPOCTH M CTENEHH BCAChIBAHMSA aMJIOJUIUHA TIPH IPUMEHEHHH B Ka4€CTBE MOHOTEPAITHH.

Amopeacmamun

BcacbiBanue

ArtopBacTaTHH GBICTPO BCAaCIBAETCS NMOCIIE NEPOPAILHONO NPHEMa; MAKCUMAIBHBIE KOHIIEHTPALIHH B IUIa3Me
(Cmax) pocturatotrcs uepe3 1-2 uaca. CrermeHb BCachlBaHHS MOBBILIAETCA MPONOPLMOHANBHO J03€
aropsacrtatuHa. [locse nepopaibHoro npueMa TabeTok aTOpBacTATHHA, NOKPHITHIX TUIEHOYHOM 06O0I0UKOH,
OHOOCTYNHOCTD JIEKAPCTBEHHOT'O CPEJICTBA COCTABIAET OT 95% 10 99% MO CPaBHEHHIO C PACTBOPOM IJIA
nepopajbHOro npueMa. A6comoTHas GHOMOCTYITHOCTh ATOPBACTATHHA COCTABISET MPUOIU3HTENBHO 12%, a
CHCTEMHAs JOCTYIHOCTh B OTHOIICHHH HHIMOMPOBAHMA MMAPOKCHMETHITTYTapui-KodpepMeHT A-peyKTa3bl
cocrapiaser npubausurenbHo 30%. Huzkas cHCTeMHas JOCTYNHOCTb OOYC/IOBJIEHA [PECHCTEMHBIM
KJIMPEHCOM B CJIM3UCTOH 000J104Ke MKeTyJOYHO-KHIICYHOrO TPaKTa W/WIH NPECHCTEMHBIM MEeTaboIM3MOM B
NIEYEHH.

Pacnpenenenue
Cpennmii obbeM pacnpejeneHus aropBacTaTMHa cocrasiser npuOmusutensHo 381 . Ces3biBaHue

aTopBacTaTHHa ¢ OesIkaMu IU1a3Mbl cocTaBiseT > 98%.

buorpanchopMmanus

AtopBacTaTiH MeTabonu3dpyeTcs npu ydacthu uszodepmenta P450 3A4 uuroxpoma O0 opro- M
naparuIpOKCHIMPOBAHHbIX MPOU3BOAHBIX M PA3IMYHBIX MPOAYKTOB OeTa-okucneHus. Kpome npyrux myrei,
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5TH MPOAYKTHl Jajiee MeTaboJH3UPYIOTCS MyTEM [JIOKYPOHHPOBaHH.
rMAPOKCHIMPOBAHHBIE ~ METa0OJNMTBL  OKa3plBalOT  MHruOWpyloulee  [eHCTBHE B OTHOLICHHMH
THAPOKCUMETHITYTapUI-KOGEPMEHT  A-pelyKTa3bl,  OKBHBAICHTHOC  NGHCTBHIO  aTOpBACTAaTHHA.
HUurubupyromumii  >pdekt B orHowennn I'MI-KoA-pemyxraser npumepHo Ha 70% ompenensiercs
AKTHBHOCTBIO LIUPKYJIHPYIOUIMX META00IUTOB.

Brieenenue

ATOpBACTATMH BBIBOAMTCS TJaBHBIM OOPa3’oM C JKEMYbIO MOC/E MEYEHOYHOTO /WM BHEMEUEHOYHOTO
meTaGomusma. OIHAKO ATOPBACTATHH, OYEBHHO, HE IMOJBEPraeTCs BBHIPAKEHHOH KHILEYHO-NMEYCHOYHOH
pPEeLUMpKYISUMA. Y dYenoBeKa CpeJHUI MepHOA MOJYBBIBEJEHHS aTOpBACTaTHHA M3 IUIa3Mbl COCTABJIACT
npubnuzuTensHo 14 yacoB. Biarogaps HaMH4HIO aKTUBHBIX METabOJMTOB WHTMOMpYIOLias aKTHBHOCTb B
otHotrenun I'MI'-KoA-penykrasst coxpansercs okono 20-30 yacos.

Ocobble KaTeropuu NaUMeHTOB

Hayuenmor noscunozo eo3pacma. Y NOXKWIBIX MOJeH IUIa3MEHHbIE KOHLEHTPALUMK aTOpPBacTaTHHA M €ro
AKTHBHBIX METaCOJIMTOB BBIIE, Y€M Yy B3pOCIBIX MAlMEHTOB MOJIOJOrO BO3pacra, TOr/d Kak IMOKa3aTelH
JHIHAHOTO OGMEHa CPaBHUMBI C TIOKA3aTeJIIMHU B TOMYNALMAX Oosiee MONOABIX MALMEHTOB.

ITon. KoHueHTpalMy aTopBacTaTMHA M €r0 aKTHBHBIX MeTAaGONMTOB y KEHIIHH M MYXXYHH pasiuuHbl (y
JEHIIMH 3HadeHus Cmax npubnusutensHo Ha 20% Bbie, a AUC npubmusurensho wa 10% Hwke). O1u
pasiMyds HE MMEIOT KJIIHHUYECKOrO0 3HAYEHWS; B Ppe3yJbTaTe KIMHHYECKHM 3HAYMMBIC pasIH4usA B
MOKA3aTEeNAX JIMIMIHOTO OOMeHa Y My»K4YHMH H XKESHLIHH OTCYTCTBYIOT.

Hoyeunasn nedocmamounocms. 3aboyieBaHHs [OYEK He BIMAIOT Ha [UIA3MEHHBIE KOHLICHTpaLUH
aTOpBACTaTHHA M €TO aKTUBHBIX METAOOJIMTOB MIIH €ro BIIMSHHE Ha I0KA3aTeN M JIMITHAHOrO OOMeHa.
ITeuenounan nedocmamoynocms. Y TALMEHTOB ¢ XPOHHYECKOM aJKOroyibHOM GonesHpio neuenu (kiace B
no Yaitna-TIsi0) KOHLEHTPAlMK aTOPBACTATHHA 3HAYMTENIBHO MOBbIEeHb! (Cmax npuOIM3UTENbHO B 16 pas,
AUC npubausurensHo B 11 pa3 Bble HOPMBI).

IHonumopgpuzm. SLOCIBI Tleuenounniii 3axBarT Bcex uHru6uTopoB I'MI-KoA-penykrasel, BKjOYas
aTOPBACTATHH, IPOUCXO/MT ¢ ydacTHeM TpaHcnopTHoro Genka OATP1B1. V nauuentos ¢ nonumoppusmom
SLCOIB1 cymectByer pHCK TMOBBIIIEHHOrO BO3ACHCTBMS aTOpBacTaTHHA, YTO MOXET MpPUBECTH K
NOBBILIEHHOMY DHCKY pa3ButHs pabmomuonuza (cM. pasgen 4.4). Ilonmumopdusm B rede, KOAMPYIOLIEM
OATPIB1 (SLCOI1BI1 ¢.521CC), accoumupyercst ¢ MOBBIIEHHEM AEHCTBUS aTtopBacTaTMHa B 2,4 pasa
(AUC) no cpaBHEHHMIO C JAEHCTBHEM Y JIML, HE WMEIOLIMX 3TOro Bapvanta redHoruna (c.521TT). V arux
NALKEHTOB TAKXKE BO3MOXKHO MEHETHYECKOE HapyILeHHe MeUYeHOYHOro 3aXBaTa aropBacTatvHa. Bo3mMoxHbIe
MOC/EACTBHUSA B OTHOIIEHHH 3()(HEKTHUBHOCTH HEH3BECTHBI.

Iepunoonpun

BcacreiBanue
Ilpy npueme BHYTPh BCAChIBaHHWE MEPMHIONIPHIA MPOUCXOIMT ObICTPO, MaKCHMA/bHasg KOHLEHTpaLHs
nocruraercs B teuenue 1 yaca. Iepuon monypacnajia nepHHAONPUIA B IUTa3Me COCTaBsgeT 1 yac.

BuorpancdhopmManms

TMepungonpun sBAsSeTCS TpoJiekapcTBOM. JIBajuaTe ceMb IPOLIEHTOB MPHHMMAEMOH [103bl MMEPHHAONPHUIIA
TocTynaer B KPOBOTOK B BHIAE AaKTHBHOro MerabondTa, mnepuHponpunara. Kpome akTHBHOro
HepUHJIONIpHIIaTa, B OpraHu3mMe obpa3syercs elle MATh HeaKTHBHBIX MeTabonuToB. IIMkoBas KOHUESHTpaLus
TepHHAONpHIIaTa B IUla3Me JOCTHraeTcs uepe3 3-4 yaca mociie npHemMa JeKapCTBEHHOrO CpecCTBa.

IMpueM nMIIM CHIOKaeT NpeBpallleHHe TEPHHONPHIA B IEPUHIONPHIAT, a, CIEAOBATE/ILHO, H €ro
OHOJIOTHYECKYIO0 JOCTYITHOCTh, MO3TOMY NMEPUHIONPHIA aprUHUH PEeKOMEHIYETCS NPUHHUMATEL NEPOPaIbHO
OJIH pa3 B CYTKH, yTPOM O €/Ibl.

JIMHEHHOCTD
Bbu10 MoKa3aHo, 4To CBA3b MEXTY JO30H NEPHHIONPHUIIA U €r0 IKCIO3ULIMEH B nna3M9/";'r ;

Pacnpenenenne - : .
O6bem pacnpesieNieHHst HECBA3aHHOYO IEPHHIONPIIIATA COCTABIAET MpUOIM3HTENbHO (A
nepuHgonpwiata ¢ Oenkamu  iasmbl  coctaBiager  20% M MPOUCXONMT ¥
AHTMOTEH3MHIIPEBPAINAIOIIMM (GEPMEHTOM, HO 3aBUCHT OT KOHLEHTPALIAHU JIEKAPCTBEHHON
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BbiBEICHHE
Ilepunnonpunar BoIAENSETCS ¢ MOYOH, OKOHYATE/IbHBIN NEPHO MOJTyBBIBEIEHHA €ro ¢BOOOAHOH (pakuuu
COCTABJIACT OKOJIO 17 49acCoB, 4YTO [MO3BOJISECT JOCTHYG COCTOAHUSA paBHOBECHA 3a 4 AHA.

Ocobble KaTEropHH NALMEHTOR

llayuenmor nodwcunozo éospacma. BriBenenue MepuUHIONpPHIATA 3aMeaAETCS Y TOXWIBIX NalHEHTOB, a
TAKKe Y MaLKMEHTOB C CEPACYHOM HIIH MOYECUHOM HEAOCTATOYHOCTBIO.

Ilayuenmwr ¢ noueunoii nedocmamounocmeio. TlonGop 10361 MAIMEHTaM C MOYEYHOH HEJOCTATOUHOCTBIO
PEKOMEHTYETCS NPOBOJMTE C YUETOM CTETIEHH HAPYIUEHUS MOYeUHON QYHKUMH (KIIMPEHC KPEaTHHHHA).

Ipy Auanuse KWIMPEHC NEPUHAONPWIATA COCTaBIseT 70 MJI/MHH.

Tlayuenmyl ¢ yupposom neuenu. Kunetvka nepuHIONpUIa H3MEHSETCA Y NALMEHTOB ¢ HUPPO30OM TICUEHH:
NEYEHOUHBIH KINPEHC MCXOIHON MOJEKYJIbl CHHXAETCS HanoMoBUHY. OHAKO KOJIMYECTBO 06pasylolierocs
TICPUH/IONPUIIATA HE CHIXKAETCs, O3TOMY KOPPEKLMH 10361 He Tpebyercs (cM. paszesnsi 4.2 u 4.4).

Amnoounun:

BcackiBanue

[lpu riepopanbHOM NpHEME TEPANEBTUYECKHX 03 aMJIOIWIMH BCACHIBAETCS XOPOIIO; MUKOBBINH YPOBEHb
ColepKaHusd B KpOBH JOCTHraercsa 4epes 6-12 yacoB mocne npueMa o3l I1o oueHkaMm, aGcomoTHas
Guonoruyeckas JOCTYITHOCTb cocTaBiseT 64-80%. Buonoruueckas JOCTYNHOCTh aMIIOAUITHHA HE 3aBHCHT OT
TpHeMa TIHIIH.

Pacnpenenenvie
O6wem pacnpezencHus cocTapiser npubmusutensho 21 j/kr. HccnemoBanus in vitro mokasamu, uro

MpHONU3UTEBHO 97,5% LUpKYI HIEr0 aMJIOJIMITHHA CBA3BIBAETCH ¢ Oe/IkaMHu KPOBH.
, Y

Bbuotpancdopmanus, BeIBeIeHHE

KoHeuHblil mepuos momyBBIBEAEHHS W3 ILUIA3Mbl COCTAaB/IAeT MPUMEPHO 35-50 4acoB M COOTBETCTBYET
npuemMy ONHOH [03bl B JIeHb. AMIJIOJMIIMH HMHTEHCHMBHO METa0ONH3MPYETCS ITIEYEHBIO B HEAKTHUBHBIE
Metabonutsl; 10% ucxoqHoOro coefuHeHus H 60% MeTaboaUTOR BRIBOASTCH C MOYOIA.

Ocobbie KaTeropuu nNauucHToB
Hauuenmbl C neyeHouHoU Hedocmamounocmuio. 1o [NOBOAY Ha3Ha4YCHHA aMJIOJUIIMHA NalyeHTaM ¢

NEYSHOYHOH HEAOCTATOYHOCTBIO OTCYTCTBYET MAOCTATOYHOE KOJMYECTBO KIHHHYECKHX JaHHBIX. Y
MalKUEeHTOB C MEYCHOYHOMU HETOCTATOYHOCTBIO KIIMPEHC aMJIOAUTIHHA CHIDKEH, YTO HPUBOIHUT K YBEIUYECHHIO
nepuoja noiyssiBeieHu U nopeiteHuio AUC npubnmsurenbho Ha 40-60%.

Ilooxcunvie moou. Bpems 10 IOCTHXEHHS MaKCHMMabHOH KOHLIEHTPALMH aMIIOJUIHHA B TUIA3ME CXOIHO Y
NOXKIBIX U Gofiee MOOABIX MALMEHTOB. Y MOXHIBIX MALHEHTOB OYMUIEHHE KPOBY OT aMJIOJMIHHA HMEET
TEHACHUMIO K CHIDKEHHIO, YTO MPUBOAMT K MOBbILICHUIO AUC u y/JUITHHEHUIO MepHoja TOJyBbIBEICHHS.
[losbimienne AUC ¥ yJIMHEHHE TNEpHOJA TMOJYBBIBEACHHS Yy MALMEHTOB C 3aCTOMHOM cepaedHoM
HEJI0CTaTOYHOCTBIO OKa3a/liCh COOTBETCTBYIOIIMMH OXMZHHAM 1S HCCIIeAyeMON BO3pacTHOH rpyImbl
MAIHEeHTOB.

5.3 MoxinHHYeCKHE AaHHbIE IO 0€300ACHOCTH
Joxnuauueckue yucciaenoBanus JiunepraHca He MPOBOAWINCE.

Amopeacmamun

Penpooyxmusnaa moxcuxono2us u enusanue Ha pepmunrbHocms. B Xoae sKCriepUMEHTaIbHBIX HCC/IeJOBAHHIA
Ha JKUBOTHBIX ObLTH MMOMYYEHB! JaHHBIE O TOM, 4T0 UHrHOMTOpEl I’ MI'-KOA-peaykTa3bl MOTyT BIHATH Ha
pasBuTHe SMOpHOHAa MAM 1WIoAa. Y KphIC, KPOJMKOB M CO0aK aTopBaCTATHH HE OKa3biBal BIHAHMS Ha
(bepTUBHOCTL M HE HMeEN TepaToreHHoro s¢gdexra. TeM He MeHee, PH NPUMEHEHHH 03, TOKCHYHBIX JUTA
~ MaTePHHCKOro OpraHu3ma, Habmopnanack (eTajbHas TOKCHYHOCTh Y KpPbIC M KpONUKoB. IIpu Bo3aeiicTBHH
BBICOKMX JI03 aTOPBACTaTMHA HA CaMOK KPbIC HaGIIIOAAIMCh 3a/IepKKa Pa3BUTHA MOTOMCTBA M CHIDKEHHE
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NOCTHATaNbHON BBDKMBAEMOCTH. ECTh [JaHHBIE O NPOHUKHOBEHMH JIEKAPCTBEHHOTO CpEICTBA YEPE3
IJIALEHTY y KpbiC. Y KpbIC KOHLIEHTPALMH aTOPBACTATHHA B IUIa3ME€ CXOJHBI C €r0 KOHLEHTPAUMIMH B
Mostoke. Her3BecTHO, BBLAEIAIOTCA JIM aTOPBACTATHH MM €ro MeTabOJMTBI ¢ Y€JIOBEYECKUM MOJIOKOM.
Kanyepozenes, mymazenes. B cepuu w3 4 ucnbitanmii in vitro u 1 HCMbITaHus in vivo 6bUIO YCTaHOBIICHO,
YTO ATOPBACTATHH HE OO/IajaeT MyTareHHbIM M KJIACTOTE€HHBIM MOTEHUHAToM. Bbulo oGHapyXeHo, 4To
aTOpBacTaTUH HE OKa3biBal KAHLIEPOr€HHOTro ACHCTBUA Y KpPBIC, HO IPH NPHUMEHEHHWH BHICOKHX 1103
NeKapcTBeHHOro cpenctsa y Mbimeit (3Hauenne AUCO-24h B 6-11 pa3 npesbilnajgo 3TO 3HAYEHHE,
JOCTUTAEMOE Y YEJIOBEKA MPH MAaKCHMAIbHOM PEKOMEHIOBAHHOH [03€) OTMEYalHCh IeMnaTOKIETOYHbIC
aJIEeHOMBI Y CaMLIOB U I'eNaTOKJIETOUHbIEe KapLIMHOMBI Y CaMOK.

Ilepunoonpun

Xponuueckas moxcuynocmp. B HcCIeIOBAHMAX XPOHUYECKOH TOKCHYHOCTH TIPH NEPOPAIbHOM TpUeMe (Ha
Kphicax U 00e3bsiHax) OBbIIO YCTAHOBIIEHO, YTO OPraHOM-MHUILEHBIO ABJISAIOTCS [OYKH, OPAKEHHE KOTOPBIX
6bL10 OOpPaTHMBIM.

Penpodykmuenasa moxcuxonozus u enusHue Ha epmunenocme. Hccnenosanus penpoayKTHBHON
TOKCHKONIOTHM (Ha KpBICaX, MBILIAX, KPOJIUKAX ¥ 00e3bSHAX) HE BBIIBWIIM MPH3HAKOB SMOPHOTOKCHYHOCTH
WIH TepatoreHHocTH. OHaKo GbLIO MOKA3aHO, YTO MHIMOMTOPBI AHTHOTEH3WHIPEBPAIAIOLIETO (pEepPMEHTa
OKa3bIBAIOT HEKENATENbHOE BO3ACHCTBUE Ha MMO3/(HEE Pa3BUTHE IUIOJA, YTO MPHBOAMT K rubenu miona
BPOXKIEHHBIM [MOPOKAM Pa3BHTHS Y PBI3YHOB M KPOJMKOB: HaOIIOAATOCh MMOPAXKEHHE MOYEK U YBEJIHUYCHHE
NEPHHATATIFHON M IIOCTHATANLHOM cMepTHOCTH. Kak y caMlOB, Tak M Yy CamMOK KpbIC HE ObuIO
3aperucTpUpOBAHO HapylueHuH GepTHIBHOCTH.

Kanyepozenes, mymazenes. MyTareHHOCTH B HCCIENOBAaHMAX in Vilro WIM in vivo OTMEYEHO He ObuIO.
IlposiBneHHi KaHLIEPOT€HHOCTH B UCCJIENOBAHMAX AJIUTEIIBHOIO IPHEMA Ha KPBICax M MBIaX OTMEHYECHO He
6bUT0.

Amnoounun

Penpooyxmusnas moxcuxonozusi. Ilpy NpUMEHEHUH JIEKAPCTBEHHOrO CPEACTBA B [103aX, MPEBBILIAIOLIHX
MaKCHMAaJIbHBIE PEKOMEHOBaHHbIE Ui 4Ye/OBeKa MpHOnM3uTensHo B S50 pas (npu pacuere B MI/KI),
PENPONYKTHBHBIE HMCCIECHOBAHMA HA KpbICAX M MbHIIaX TMOKA3AIM YBEIHYEHHE IE€pPHOJa BbIHAUIMBAHUA,
yBeIHYEHHE MPOJO/DKHTELHOCTH POAOPA3PELICHHS H CHIDKEHHE BBDKHBAEMOCTH JICTEHBIIEH.

Hapywenue gepmunvnocmu. Tlpy npvMeHeHMH amJIOAMOMHA B fo3ax no 10 mr/kr/aeHs (uro B 8 pas*
NpEeBbIlIaeT MAKCHMAJIbHYIO PEKOMEHIOBaHHYIO JIA 4enoBeka o3y 10 mr mpu pacuere B MI/M?), BAHAHUS
Ha GEPTUIBLHOCTB Y KPHIC, MOTy4aBIIKX JIEKAPCTBEHHOE CPEACTBO (CaMilbl B TeueHHe 64 nHel u camkw 3a 14
JHe# /10 cnapuBaHusi), oOHapykeHO He Obuto. B ApyroM HMcciieloBaHHMH Ha KphICaX, B KOTOPOM CaMLibl
NoJTy4Yasiv aMmjIoaunMHa Oecunat B Teuenue 30 [qHeit B 1o3e, cpaBHUMOH ¢ A0300i [uis Yenoseka (TpU pacyere
B MI/KT), ObLI0 OOHapy»KEeHO CHIDKEHHE YPOBHA (POJUIHKYJIOCTUMYIMPYIOIIErO FOPMOHA M TECTOCTEpOHA B
IUIa3Me, a TAK)KE YMEHbLIEHHE IUIOTHOCTH CIIEPMBI M KOJIMYECTBA 3peNbIX criepMaTHi U KieTok Ceproiu.
Kanyepozenes, mymazenes. Y Kpbic U Mbiule#, TOJy4YaBUINX aMJIOJMIIHH C KOPMOM B TE€YEHHE 2 JIET, B
KOHLIEHTPALMAX, PaCCUMTaHHBIX AJa obecrnieueHus exxeaHeBHOM 10361 0,5, 1,25, u 2,5 Mr/kr/cyT, npu3HakoB
KaHLIEpPOreHHOCTH OOHapykeHo He Obuto. HauBbiciias fo3a (mns Mbimeli — OnM3kas K MaKCHMAlIbHOM
PEKOMEHIOBAHHOM KJIMHHYEeCKOM n03¢ 10 Mr mpu pacuere BMI/M%, a Ui Kphic — B 2 pa3a* ee
npeBbILaoNIas) Opiia 6113Kka K MAKCUMATIBHOH NepeHOCHMOi 103€ AJIsl MBILIEH, HO HE JUld KPbIC.

B xoze rcciefoBaHuii MyTareHHOCTH HH Ha TeHHOM, HH HA XpOMOCOMHOM ypoBHE 3((eKTOB, CBA3aHHBIX C
MPUMEHEHHEM JIEKAPCTBEHHOTO CPelICTBa, OOHApYKEHO He ObLTO.

*H3 pacuera Ha Bec nauuenra S0 kr

6 PAPMAIEBTUYECKHE XAPAKTEPUCTHUKHA
6.1 Chnucox BCHOMOraTreJbHBIX BemecTiz

Aopo mabremxu:

Jlakto3a MoHOTMApAT

Kanpuus kap6onar (E170)
'unpoxcunponunuesunonosa (E463)
Harpus kpaxManriuxonsT (THIm A)
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Hw@ﬁm;@mecm (E460)
Maﬂbmmn”*’ dd
MarHus creapar (E572)

————

IInenounas oborouxa mabaremxu:
I'nuuepun (E422)
I'unpomennosa (E464)
Makporon 6000

Marnus creapar (E572)

Turana nuokeun (E171)

Okxcun xenesa xentoiii (E172)
6.2 HecoBMecTHMOCTD

He npumenumo.

6.3 Cpox xpaHeHns

2 roxa
He npuMeHsATb 10 UCTEYSHUH CPOKa, YKa3aHHOr'O Ha yTIaKOBKE.

B nonunponuneHoBom koHteiHepe Ha 30 TabneTok TabNeTKH COXPaHAIOT CTaOHUIBHOCTE B Teuenue 30 queit

[IOCJIe BCKPBITHA YTIAKOBKH.

B KoHTelHepe u3 NOMMITUICHA BBICOKOH ITOTHOCTH Ha 100 Tabnerok TabneTku COXpaHAIOT CTAOMILHOCTD B
teueHue 100 nHe# mocne BCKPbITUS YITAKOBKH.

6.4 OcoObie Mepbl NPEXOCTOPOKHOCTH NPH XPAHEHHH

Bo u3bexxaHre nonagaxus BJIary IWIOTHO 3aKPBIBaTh KOHTEHHED.

XpaHUTb B HEOCTYITHOM /15t IETEi MecTe.

XpaHuTh 1py Temreparype He sbitite 30 °C.

6.5 Tun n copepxuMoe yNakoBKH

30 Ta01€TOK, MOKPHITHIX IUICHOYHOH 060/I0YKOH, B NOMMIPOIUICHOBOM KOHTEHHEDPE, 3aKPHITOM MPOOKOH H3
TOHIL Tlpobka coaepxut Bnaronornoturens. Koureilep s Ttabnerok 10/5/5 wMr comepxkur
orpanyuuTesb pacxoja uz [IOHIL

100 TabneTok, MOKPHITHIX TUIEHOYHOH O0OJIOUKOM, B KOHTeHHepe U3 IMOJM3THIIEHA BHICOKOM TUIOTHOCTH C
3aBUHYHBAIOLICHCA  MOJIMIIPONMICHOBOH  KpBIKOH.  3aBHMHYMBAIOWIA’ACH  KPHIIIKA  COJACPXKHT

BJIAronorjioTHUTCIIb. KOHTeﬁHep A TabneTok COACPXKHUT KaIICYJIbI C BJIArornorjiOTHTEIIEM.

Kopobxka, conepxamas 30, 90 (3 xonreiinepa no 30 tabnetok) unu 100 TabneTok, NOKPHITHIX IEHOYHOM
0005I0YKOH.

He Bce pacgacoBku MOryT UMETBCS B IIPOAAKE.
6.6 OcoOble ykazaHuH N0 YTHIIM3AIMH
Oco6rie TpeGoBaHUS 110 YTHWIM3ALHMU OTCYTCTBYIOT.

6.7 YcaoBHf OTHYCKA B3 AaOTEK
Ilo peuenTy Bpaua.

7.  AEPKATEJIb PETHCTPAIIHOHHOI'O YAOCTOBEPEHUS
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Les Laboratoires Servier («Jle Jlaboparyap Cepsbe»)
50, rue Carnot

92284 Suresnes cedex
France (®paHiys)

ITo mobpiM BoOmpocam 0{' ; A HOM CpeACTBe, MNOoKaylcra, obpallaTecb B MECTHOE
NpeCTaBUTENbCTBO Jlepis & erhESpaunypguliro ynocrosepeHus.

' ORATOIRES

SERVIER

2
BEJIAPYChH \

220030 Mumck, Pecrybiuka beita
Ten.: +375 173 06 54 55
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