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MUHHCTEPCTBO 3/IPABOOXPAHEHUS POCCUMCKON ®EJIEPALIMH

UHCTPYKILIUA
[10 MEJIULIMHCKOMY TTPUMEHEHHIO JIEKAPCTBEHHOT O ITPEITAPATA
UHEJXKH®
Perucrpaunonnsiii nomep: JICP-008640/08
Toprosoe nanmenosanne: Huewokn®
I pynnupoBouHOE HAHMEHOBAHHE: CHMBACTATHH + 23eTUMHO
Jlexapcreennasn gopma: TabaeTku
Cocras
1 Tabnerka coaepxur:
Hozupoera 20 m2 + 10 m2
eiicmeyiougue sewgecmea: cumsacratian 20,00 mr, 33erumu® 10,00 mr.
Bcnomozamensiule seujecmea: JTAKTO3BI MOHOTHApAT 126,50 mr, LE/LTH0I03a
mukpokpuctaumyeckas 30,00 mr, runpomesiosa 2910 6 ¢ps 4,00 mr, KpoCKapMes103a HaTpUd
6,00 Mr, THMOHHOH KHMCI0THI  MoOHOrmapar 0,50 mr, Oyrwaruapoxcuanuzon 0,04 wr,
nponuaramaar 0,01 mr, maraus creapar 3,00 mr.
Hozupoexa 40 m2 + 10 m2
Jeiicmesyiowgue eeujecmea: cumactarud 40,00 mr, 33etuvud 10,00 mr.
Benomozamenvnbie Geujecmea: JIAKTO3BI MOHOIrMApPAT 262,90 wmr, 1E/UTH0103a
mukpokpucTaianyeckas 60,00 mr, runpomennosa 2910 6 cps 8,00 mr, kpockapmeno3a HaTpHA
12,00 vr, uMOHHON kucaoThl  MoHOruapar 1,00 mr, Oyrmarnapokcuanuson 0,08 mr,
nponmiraaiar 0,02 mr, maraus creapar 6,00 mr.
Hosuposra 80 me + 10 m2
Jeticmeyioujue seujecmea: cumpacratud 80,00 mr, 33eTumud 10,00 mr.
Benomoeamenvhble geuecmea: JTAKTO3bI MOHOTHAPAT 535,80 mr, LE/L1K0.103a
mukpokpucTanueckas 120,00 mr, runpomennosa 2910 6 cps 16,00 Mr,  kpockapme103a
Hatpus 24,00 Mr, JMMOHHOI KHCA0TBI MOHOrHapar 2,00 mr, Ovruaraapoxcuanuson 0,16 mr,
nponuaraanar 0,04 mr, maraus creapar 12,00 mr.
Onuncanne
Josupoeka 20 mz + 10 m2: 1BOSKOBBITYK/IbIE TAOITKH KancyI0BHAHOH dopmbl, o1 Geroro 10
noyru Genoro useTa, ¢ rpaBUpoBKOi «312» Ha OJHOI CTOPOHE M I1a/IKHE HA JPYTroii.
Jlozuposka 40 me + 10 mz: 1BOSKOBbIyK1bIe TaGAETKH KancyT0BHAHOH (opmbl, oT Beaoro 10
noury Genoro 1Bera, ¢ rpaBupoBKoil «313» Ha OJTHOMH CTOPOHE M IAAKHE HA APYTOii.

Josuposxa 80 mz + 10 m2: 1BOSKOBBINYK/IbIe TaOIETKH Karcy10BHIHOH (HOPMBI, OT Oenoro 10
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mouTH GeI0ro UBeTa, ¢ rpaBUPOBKOii «315» Ha 0IHOI CTOPOHE H IIAJAKHE Ha APYTOH.
dapmakorepaneBTHYECKAS rpynna: KOMOMHMPOBAHHOE THITOIHITHIEMHYECKOE CPEICTBO
(F'MT-KoA-peaykrasel uHruGuTop + unruGurop abcopdumm XonecTepuHa)

Koa ATX: C10BAO2

DapmakoI0ra4ecKne CBOHCTBA

[Mpenapar Muemku® sBISETCS THNOMMIMAEMHYECKMM MPENAaparoM. KOTOPbIA CEICKTHBHO
cHwKkaeT abcopOUMIO XOJIeCTepPHHA M POJCTBEHHBIX PACTHUTENBHBIX CTEPO/IOB B KHIICYHHKE, a4
TaK)Ke MOAAB/ISET IHA0TCHHbII CHHTE3 XOIeCTePHHA.

DapMaAKOOUHAMUKA

Hpenapam Hueoxcu®

XonecTepuH MOCTYMaeT B MiasMy KPOBH B Pe3yibTare BCACbIBAHWS B KHIICUHHKE H
suporenHoro cuuTesa. Ilpemapar Huewxu® cozepxur a33etimuG M CHMBACTaTHH, ABA
THMOTHIHAEMHYECKHX KOMIIOHEHTA, JIOMOIHSIOWMX JAPYr Apyra MO MeXaHu3My ASHCTBHSL
I[Mpenapar HMuemku® cuuwkaer nosbilieHHble KOHUeHTpauun oOwero xomecrepuxa (OXC),
XO1ecTepHHa TUMONPOTeMHOB HU3KoM maorHoctH (XC JITHIT), anoaunonporennos B (amo B),
tpurauuepuaos (TT) 1 xozecrepuHa He JHMNONPOTEHHOB BhICOKOH mioTHocTH (XC He-JITIBIL,
PacCUMTBIBASTCS KAaK PasHOCTh Mexay koHuenTpaumendn OXC ¥ KOHUEHTpauHen XOj1eCTepHHa
sunonpotenHos Bbicokoi wiorHoctd (XC JIMBIT)) u nosenuaer kowuuentpauuio XC JITIBII
nyTeM ABOitHOro uHrubuposanus: abcopOumn ¥ CHHTE3a X0JIeCTEPHHA.

Dzemumud

I3etHMHO MHTHOMpYET BCACHIBAHME XO/ECTEPHHA B KHIICUHHKE M IQQexTuBeH npH npHeme
BHYTPb. Mexauusm JeicTBus 33etimnba OTIMYASTCS OT MEXaHH3Ma JSHCTBHSA APYTHX KIaccoB
FUMOTHIHAGMHYECKHUX cpeacTB (Hanpumep, uHruGutopoB I'MI-KoA-peaykrasel (CTaTHHOB),
CEKBECTPAHTOB JKEMYHBIX KHCIOT, (uOpaToB M pACTHTEIbHBIX CTaHOI0B). MOIeKyIApHOi
MHIIEHBIO 33eTHMHOa sBasiercs TpaHcnoptHeiii Genok (Niemann-Pick Cl-Like I, NPCILI),
OTBETCTBEHHBII1 32 BCACHIBAHUE B KHIICYHHUKE XOIECTEPHHA H PUTOCTEPOIIOB.

I3etumMud JTOKATU3YeTCss B LIETOUHOH KaeMKe TOHKOIO KHILIEYHHKA W TPensTCTBYeT
scaceBannio XC, npuBoas K cHwkeHnto noctyriennss XC u3 KHIIEYHHKA B [€YEHb, & CTATHHBI
CHIJKAKOT CHHTE3 XOJIECTePHHA B TMEYeHH. DTH PasTHYHbIe MEXaHH3Mbl JOMOIHSIOT JAPYT ApYyTa,
NPHBOASA K CHIDKEHHIO KOHLIGHTPALMH XOJISCTEPUHA B 11/1a3Me KPOBH.

B 2-HeaeqbHOM KIMHMYECKOM MCCIEJ0BAHMM, B KOTOpoe ObLiM BKIKOUEHb! 18 naumeHToB c
runepxoiecTepHHeMueii, 33eTuMub cHikan abcopOLMIO XOIecTepHHa B kKuIeuHUKe Ha 54% 1o
cpaBHeHHIO ¢ mauedo.

Jl1s onpejeneHHs CEJEKTHBHOCTH 33eTHMHOA B OTHOLIGHHH HHIMOMPOBAHMs BCACHIBAHMS

XonecTepuna Obl1a NPoOBeASHa Cepus AOKIHHHYECKHX MccnenoBanuii. D3eTumub unrudnposan

2



L P-008640/08-11061Y

BcacbiBanme ['*C]-xonecTepuna 1 He OKasbBAT BIMAHMS HA BeachiBanue TI, KHUPHBIX KHCIOT,
JKETUHBIX KHCIOT, MPOrecTepoHa, STHHWIICTPAANOIA HIH KHPOPACTBOPHMBIX BHTAMHHOB A H
D.

Cumeacmamun

CHMBACTATHH — HEAKTHBHBIN J1aKTOH, KOTOpBIH TMOC/j€ MpHeMa BHYTPb MOABEPraeTcs
PHAPONM3Yy B TeueHH C 0OpasoBaHHeM COOTBETCTBYIOMIEH (OpMBbI [B-THAPOKCHKHCIOTEI
CHMBACTATHHA, 00afaoNIeii BBICOKOH MHIHOHpYoLell akTHBHOCTBIO B oTHOmeHHH ['MI'-KoA-
penykTasbl (3-rHAPOKCH-3-METHITITY TAPHI-KOOH3HM A peayKTasel). ITOT (pepMmeHT 3amyckaer
HAYATbHYIO M Haubo1ee 3HAYMMYIO CTauI0 OHOCHHTE3a XoecTeprHa — Kousepenio [MIT -KoA
B MEBATOHAT.

CHMBACTATHH CHWJKAET KAK TOBBLIIIEHHYIO, TaKk W HopMaibHyto koHuenrpauuio XC JIITHIL
JITTHIT o6pa3yioTes U3 AMNONpoTeHHOB o4eHb Huskoi nuornoctu (JINTOHIT) u moasepraioTes
karaloaM3My NPEHMMYLIECTBEHHO ¢ nomouibio  Bbicokoapduunoro JIMHII-peuenTopa.
Mexanusm cHmkenus kouuentpaunn JIITHIT nocre npuema CHMBAcTaTHHA MOXKeT ObITh
obycnosien  kak  cHwkenneMm  koHuentpaumn  XC JIMIOHIT, rtak W akTHBaumeii
JIITHIT-peuenTopoB, 4TO NPHBOAMT K YMEHBIICHHIO 0Opa3oBaHMS M YCHICHHMIO Karaboausma
XC JIMHIT Tlpu Tepamuu CHMBACTATHHOM TAKKE CYLIECTBEHHO CHIDKACTCSl KOHUCHTPAIMA
ano B. Kpome Toro, cumBactatii ymepeHHo nossiuaet konuentpaimio XC JINBIT u chmkaer
konuentpaunio TI' miasmel kposu. B pesyabrare sTHx namenennit otHowenuss OXC/XC JITBIT
u XC JITHITXC JITIBIT cumxarores.

DapmakokunemuKa

Ipenapam Hneoxcu®

Mpenapar Huemkn® GuooksuanenTeH koMmOunaumu 33erumuba u cumsacratnHa.  [lpu
OJIHOBPEMEHHOM TPHMEHeHHH 33eTHMHU0a M CHMBACTaTMHA HE ObLIO BBISBJICHO KIHHHYECKH
3HAYUMOr0 (PapMaKOKMHETHYECKOr0 B3aHMO/ICHCTBHS.

Beacwieanue

Dzemumud

[Toce mpuema BHYTpPb 33eTUMHO ObICTPO BCACHIBAGTCS M MHTEHCHBHO MeTaboiM3upyercs B
TOHKOM KHILIGUHHKE H MEUSHH MyTeM KOHBIOraunu B (papMaKko10rHyecku akTHBHbIH (eHoTbHBIH
FTIOKYPOHH (33eTHMHG-TTIOKY pOHHM). MakcumanbHas KOHICHTpaums B 11asMe KpPoBH (Cmax)
33eTHMHO-TTIOKYpOHHAa HaGmonaercs B TeueHue 1-2u, 33ermmnba — B Tewenue 4-12u.
AGconoTHas OGHOJOCTYMHOCTL 33eTHMHOA He MOkeT ObITh OnpeseseHa, MOCKOTbKY JaHHOe
BEIECTBO MPAKTHUYECKH HEPACTBOPHMO HH B OJHOM M3 BOJHBIX PACTBOPHMTENEH, MCIOIb3Y eMBIX
JUS IPUTOTOBJICHHS PACTBOPOB TS HHBEKLIMH,

I[MpueM muumm (C HU3KMM WIH BBICOKHM COJACPKAHHEM JKMPa) He BAMA1 HA OHOAOCTYNHOCTH
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33eTHMHOA NpH npueMe BHYTPb 33eTiMiOa B Buae Tabaerok no 10 mr.

Cumeacmamun

BHOAOCTYNMHOCTb [-FHAPOKCHKMCIOTHI CHMBACTATHHA TOCTE TIpHEMAa CHMBACTATHHA BHYTPb
cocrasaser MeHbime 5% OT TPUHATOH JI03bl BCJIEACTBUE HHTCHCHBHOTO THAPOIH3A
CHMBACTATHHA MPH «TIEPBUUHOM MPOXOKIAEHHI» uepe3 nedyeHb. IToMuMo B-rHAPOKCHKHCIO0ThI B
naasMe KpoBH OOHAPYIKHBAIOTCS elie 4 akTMBHBIX MeTabonuTa cMMBacTaTHHA. MakcumanbHas
KOHIEHTpalusi MeTaboTMTOB CHMBACTATHHA B IUIasMe KPOBM Hadmonaercs wvepes 1.3-2.4u4
noc/e npuema npenapara.

[Tpuem MUIIM HE OKA3bIBACT BIMSHMS HA IUIA3MEHHBIE KOHIEHTPALMH AKTHBHBIX M HEAKTHBHbIX
MeTaboIMTOB CHMBACTATHHA.

Pacnpeoenenue

Izemumud

D3eTHMHO M IBCTUMUO-TIIOKYPOHH] CBSA3BIBAIOTCS € Oelkamu IiasMbl kposu Ha 99.7% u
88-92% COOTBETCTBEHHO.

Cumeacmamun

CuMBacTaTHH M B-rHAPOKCHKHCIOTAa CHMBACTATHHA CBA3BIBAIOTCS ¢ O€/IKaMM IL1a3Mbl KPOBH HA
95%.

MdapMaKOKHHETHUECKHE HCCIIEA0BAHMS MOKA3ATH, YTO CHMBACTATHH HE HAKAILTUBACTCS B TKAHAX
Moc/ae NpUeMa MOBTOPHBIX J103.

Memabonusu

Dzemumud

Meraboausm 33eTHMHOa MPOUCXOIUT TJIABHLIM 00Pa30M B TOHKOM KHIISYHHKE M MEUSHH MyTeM
KOHBIOTalMK ¢ rmokvporuzoM (peakuus Il ¢asbl) ¢ nocneayoummM BhIBEIEHHEM C JKETYBIO.
D3erumMu® MHHHMATbHO TMOABEPraeTcsi OKHCIMTETbHOMY Mertabonusmy (peakums [ dasbi).
KOHIEHTpaIi 33eTHMHOA M 33eTMMHO-IIIOKYPOHHAA (OCHOBHBIE NMPOM3BOIHBIC J3eTHMHOA,
onpejenseMble B naasme kposu) coctasiasior 10-20% n 80-90% COOTBETCTBEHHO OT OOLICH
KOHLIGHTpauuu 33eTumuba B maasme KpoBd. D3eTHMHO W 33eTHMHO-IVIIOKYPOHHI MEUICHHO
BBIBOSTCS M3 T1a3Mbl KPOBH B MPOLECCE KHILEYHO-TIEUEHOUHOH permpkyasumn. [leprnoa
10Ty BbIBEISHHUS 1Sl 33eTHMHUOA U 33eTHMUO-TII0KY POHHIA COCTABIAET MPUMEPHO 22 4.
Cumsacmamun

CHMBACTaTHH —  HEAKTHUBHBIH  JIAKTOH, KOTOpbIH  OBICTPO  rHAPOIAM3YETCS 1M VIVO B
COOTBETCTBYIOWIYIO P-THAPOKCHKHCIOTY CHMBACTATHHA, SIBISIOMIYIOCH CHIbHBIM HHIHOHTOPOM
I'MTI-KoA-peaykrassl. ['HAPOIH3 B OCHOBHOM MPOMCXOAMT B meueHu. CKOpOCTh rHAPOIH3A B
niasMe KpOBH O4YeHb HH3Kas. Y My:KUMH CHMBACTATHH XOpPOIIO BCACBIBAETCS M MPAKTHYUECKU

NMOJIHOCTBIO .\18’1‘360.1"3“[)}’8’1"09[ VIKe TMpH  «II€PBHYHOM  IIPOXOKACHUH» yepes IMeUCHb.
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MeTafoau3M CHMBACTATHHA B TIEYEHH OMpENEsieTCs CKOPOCTBK) TMEYEHOWHOro KpPOBOTOKA.
MeTaboM3M CHMBACTATHHA MPOMUCXOAUT B OCHOBHOM B TMEYEHH C MOCACTYIOUIMM BbIBEICHHEM
METaboJIHTOR C JKE4bio, TMO3TOMY KOHIEHTpALMs AaKTUBHOTO MeTado/iuTa B CHCTEMHOM
KPOBOTOKE O4Y€Hb HH3KAasl.

[Moc;ie BHYTPUBEHHOTO BBEAEHHS [-TMAPOKCHKHMCIOTHI CHMBACTATHHA MEPHOJ MOIYBbIBEACHHS
cocraBua 1.9 4.

Buigeoenue

Dsemumud

[ocne mpuema BHYTPb 20 Mr 33eTumuba, Meuerroro “C, B niasve kpoBH Obl10 0GHapYKeHO
93% cymmapHoro a33etumuba (33eTiMub + 33eTHMHO-TTIOKYPOHMA) OT oOWero vpoBHS
PaAHOAKTHBHBIX TPOAYKTOB. B Teuenne 10 auedt npumepHo 78% NPHHSATHIX PaIHOAKTHBHBIX
TMPOAYKTOB OBLIO BBIBEAEHO Yepe3 KHMINEYHHMK C kemubto, 11% — uwepes mouku. “epes 48 u
PAAMOAKTHBHBIX MPOAYKTOB B IU1a3Me KPOBH 0OHAPYKeHO He ObL10.

Cumsacmamun

B Teuenne 96 4 nocjie mpHeMa BHYTPb PAJAHOAKTHBHO-MEUEHHOrO CHMBACTATHHA MYXKUMHAMH
13% paaHOaKTHBHBIX NPOAYKTOB ObLIO BbIBEIEHO MouKaMu M 60% — uepes KHIIEYHHK.
Pa/oakTHBHBIE TIPOYKThI B KATOBBIX MAaccax MpeACTaB/IeHbl B BHAE BBIBECJACHHBIX C XKEIUbIO
NpoAYKTOB MerafoIM3Ma CHMBACTAaTMHA, a Takxke HeBcocaBmmumcs npenaparom. [locie
BHYTPHBEHHOIO BBEICHHS [-rMAPOKCHKHCIOTHI CHMBAcTarHHa Tobko 0.3% BBEACHHOH 103bI
ObI/10 BBIBEJICHO MOYKAMH B BHIE MeTabOIUTOB.

DapMaAKOKUHEMUKA Y OMOCIbHBIX ZPyNi NAWUEHIN08

Hemu u noopocmku

dapmakokuHeTHyeckue anHnbie (abcopOumst M Meraboausm) 33eTumuda  OAMHAKOBBI Y
nereit/noapoctkos (10-18 ner) u B3pocasix. JlauHbiX 0 papMaKOKHHETHKe mpenapara v Aereii
miaaawe 10 aer Her.

Hoowcunsle nayuenmol

V NOKWIBIX NAUMeHTOB (cTapuie 65 1eT) KOHIEHTPAIMs CYMMapHOro 33etumuba B miasme
KPOBH TPHMEPHO B 2 pasa Bbiie, 4eM v Gosee Momoabix nauueHTos (ot 18 10 45 ner). Crenenb
camwkennst kouuentpauud XC JIIMHIT u npoduab GesonacHoCTH ObLTH  COMOCTABHMBI Y
MOKHIBIX ¥ 0168 MO0 ABIX [ALMEHTOB, PUHIMABIIHX 33eTHMHO.

Hayuenmeol ¢ neyeHounol HeOOCmamoO4HOCmsio

ITocne 01HOKpPATHOrO TpHeMa 33eTiMuba B 103e 10 Mr cpeiHee 3HaueHHe MIIOWAH M0 KPHBOH
«koHUeHTpaums — Bpemsi» (AUC) cymmaproro a3ermmuba Obito B 1,7 pasa Gombuwe y
MALMEHTOB ¢ JIErKOH CTENeHbK MeueHOUHOH HeJ10CTaTOYHOCTH (5—6 Ganior no mkane Yaiiaa-

[1610), 4eM y 310POBBIX 100poBOsIbIEE. B 14-1HEBHOM HCCIE0BAHMH NPUMEHEHHUs 33eTHMHba B
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noze 10Mr B CyTKH C VuACTHEM TAUMEHTOB C YMEPEHHOH CTENeHbl Ne4YeHOYHOH
nepocratouHoctH (7-9 Gawioe nmo wkane Yaiina-Tlsio) cpeanee snauenue AUC cymmapHOro
y3eTHMHOa yBeIMuMBAAOCh B 4 pasa Ha l-if u 14-if J1eHb MO CPaBHEHHIO CO 310pPOBBLIMH
A00poBoabLavi. [ljisi NAlHeHTOB ¢ JErKoi CTeNeHbI0 MeUSHOYHOH HEA0CTAaTOYHOCTH KOPPEKLIMS
n03el mpenapata He Tpelyvercs. ITockonbky mnocaeacTus ypeanuenus suauenus AUC
CYMMAapHOTO 33eTHMHOA HEM3BECTHBI, 33eTHMHO HE PEKOMEHIOBAH MAUMEHTaM C YMEPEeHHOI
Tsokenoii (Gonee 9 6annos no mkane Yaina-T1bi0) CTeNeHbI0 NEYEHOUHOH HEJ0CTaTOYHOCTH
(em. Ocobbie ykazanus).

Hayuenmepl ¢ ROYEUHOU HEQOCMAMOYHOCMbIO

Dzemumud

[Tocie OAHOKPATHOrO MpHeMa BHYTPb 33eTHMuOa B j103e 10 Mr y naiueHToB ¢ XPOHHYECKOH
Gonesupio nouek (XBIT) 3-4 cragun (n=8; ckopocth kayOouxosoii ¢uiabrpaiun (CK®D) He
6onee 30 ma/mun/1,73 m?) 3nauenne AUC cymMMapHOro 33erumuda yBeIHYHIOCh NPHMEPHO B
I,5pasa mo CpaBHEHHMIO CO 340poBbiMH a00poBoibuamMu (n=9). V mnamueHTta nocie
TPAHCILIAHTALMKM TOYKM, TIOAYYABIIErO KOMILIEKCHYKO TEparuio. BKIOYAs LUHKIOCIIOPHH,
sHauenne AUC cymvapHOro 33etnmuda yBeInunIocs B 12 pas.

Cumeacmamun

B Hccnea0BaHMM Y MALMEHTOB ¢ TSDKEI0H MOYEYHOH HEJ0CTATOYHOCTBIO (KIMPEHC KpeaTHHHHA
(KK) menee 30 mu/mMun) o0mas KOHUSHTpAUMs MHrHOMTOPOB B IL1a3Me KPOBM MOCIE mpHema
OJHOKPATHOM J03bl COOTBETCTBYIOLLEro craTHHa Obu1a npubIM3uTEIbHO B 2 pasa BbILIE, YeM Y
3J10pOBbIX 100pOBOIBLEB.

[lox

KonuenTpaims cyMMapHOro 33eTuMuda B 11a3mMe KPOBH HEMHOI'O BbILIE Y JKEHIIHH (MEHee ueM
Ha 20%), 4yeM y wmyxkuud. Crenenwn cHikenns konuenrpaumn XC JITHIT u npoduis
(e30MacHOCTH COMOCTABHMBI Y MY KUHH H JKEHLINH, TPHHUMAKOIIHX 33eTUMHO.

Iokazanus K NPHMEHEHHIO

IIpodpuraxkmura cepoeuno-cocyoucmsix 3adoneeanui

[penapar Muemku® nokasan 1718 CHIKEHHS PHCKA PA3BUTHS CEPACUHO-COCYAMCTBIX COOBITHIA
(cepaeuno-cocyaucTas cMepTb, HedaranbHbiii HHApKT MuOkapaa, HepaTaTbHBIA HHCYILT,
FOCTIUTATH3ALMH 110 MOBOAY HECTAOMIBHON CTEHOKApAHH WIH TMOTPeOHOCTHL B MpPOBEAEHHH
MPOLEIY Pl PEBACKYIAPU3ALINH) ¥ TTALHEHTOB ¢ HilleMHueckoit Goaesusio cepaua (MBC).
IIpounakmuka  OCHOBHBIX — CEPOCUHO-COCYOUCINBIX — OCONCHEHUN y  NAUUEHMOE ¢
XPOHUHECKoi Dole3nbio novex

Ipenapar Muemku® mokasan st CHIDKEHHs: PHCKA Pa3BHTUSI OCHOBHBIX CEPACYHO-COCY IHCThIX

cobbrTuii (HedaTanbHblii MHPAPKT MMOKAPAA WIH CEpAeYHAs CMEepThb, MHCYJIBT HIH mobas
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MpOLEIypa PEBACKY.IPH3ALIMH) ¥ TALIMEHTOB C XPOHHUYECKOH GOTE3HBIO MOUeK.

Hepsuunas zunepxonecmepunemus

IMpenapar Muemku® nokasad naudeHTaM ¢ NEPBHYHON (TETEPO3UrOTHON CeMEHHOH W

HeceMeiiHol) runepxosecTepuHeMHell WIH CMEIIAHHOH TMUMepIMNHAeMHEH B JOTOTHEHHE K

JAMETe C LeTbK CHHKEHHS KOHUEHTpaLMH o0LIero X0JeCTepuHa, XOIeCTepHHA TUMONPOTEHHOB

HHM3KOI TIOTHOCTH, aroJHIONpOTeHHa B, TPHIIMLEPHI0B, XOIECTepHHA HE JTHIONPOTEHHOB

BBICOKOM MIOTHOCTH M /1St NOBBIIEHHs KOHIIGHTPALMH XOJIeCTEPHHA JTUIIONPOTEHHOB BbICOKOH

IIOTHOCTH.

Jlns panbHeiimero cHwkenus: konuenrpaunn T, XC we-JINBIT u nospnuenns XC JITIBIT y

MALMEHTOB CO CMEIAHHON runepiaunuaeMueii 1euenue npermaparoM Huemkn®™ mosker Gbrth

JonoaHeHo genopubparom.

Tomo3uzomuas cemeinan 2unepxoiecmepuremus

IMpenapar Muemku® nokasan 11s cHiwkenus nosbimenHol kornenTpauuy OXC u XC JIITHITyY

MALMEHTOB C TOMO3HMIOTHON  CeMeHHON TrHmepxo/jecTepHHeMHMEH Kak B KavecTse

JOTIOMTHATEILHOTO  JIGUEHHs K  APYroil  THIOTHIMAEMHYECKOH — Tepanuu  (Hampumep,

JITTHIT-adepesy), Tak v npu ee OTCYTCTBUH.

IIporaBonoxkazanusa

o [loBbIIEHHAA YYBCTBUTEIBHOCTD K TI000MY KOMITOHEHTY Mpernapara.

e 3abonepaHus Me4YeHH B AKTHBHOM (ase Wi CTOHKOE NMOBBIIICHHE AKTHBHOCTH «IIEYEHOUHBIX »
TPaHCAMHMHA3 B I1a3Me KPOBH HEACHOMH 3THOJIOTHH.

e VMepeHHas M TsDKeIas CTENeHb MEYeHOUHOil HexoctarounocTH (7-9 m Gonee Gawios mno
wkane Yaiina-Ileo, cm. dapMakosornyeckue CBOMCTBA, PaApMAKOKUHEMUKA Y OMOE/ibHbLX
epynn nayuenmos;, Crnocod npUMEHEHUs U J103bI).

e Ilpu HasHauenum npenapata Muempkn® oxHoBpemeHno ¢ ¢enodubparom Aist KOHTPOIs
MPOTHBONOKA3AHUH HEOOXOAMMO C/1€10BaTh HHCTPYKLMH 110 NpuMeHeHHK0 penopubpara

e BepeMeHHOCTh WM NePHOL IPYAHOI0 BCKAPMIHBAHMSL.

e Bospacr 10 18 aer.

e HenepeHOCMMOCTb  JAKTO3bl, AeQHLMT  7aKTa3pl, CHHJPOM  IJIKOKO30-TaJlaKTO3HOM
maibabcopOumu.

o ComyTCTBYIOUIEE  JIEUEHHE  MOLUHbIMM  HHTHOWTOpaMu  m3opepmenta  CYP3A4
(MTPAKOHA30710M,  KETOKOHA30/10M.,  03aKOHA30/I0M, BOPHKOHA3010M, HMHruOHTOpaMm
BHUY-nporeassr, GouenpeBHpOM, TeJANpPeBHPOM, 3PUTPOMULIMHOM, KIAPHTPOMHILHHOM,
TEAUTPOMHIMHOM,  Heda300HOM W MperapaTaMu,  COJEepKallMMH  KOOMLMCTaT)
(cM. B3aumozeiicTBue ¢ IpyruMu JekapcTBeHHbiMu  cpeacrtBavi:  OcoOble  ykasaHusi,

Muonamus/ Paboomuonus),
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e Conyrereyiomee — aedeHne  reMuOpo3WIOM,  UMKIOCIOPHHOM — MIHM  JaHA30/10M
(cm. BaauMoselicTBHe ¢ ApyruMu  JekapcTBeHHbIMH cpeactBamu: OcoObie  yKasaHus,
Muonamus/Padoomuoaus).

C 0CTOPORHOCTBIO

Tskenas noueynas Hegocrarounocts (KK menbie 30 Ma/MuH); 310ynoTpedieHue aikoroaem:

3a6071eBaHNs MeUeHH B aHaMHese. 00/1e3HEHHbIC OLIYINEHHS B MBILILAX MW H3MEHEHHE TOHYCa

CKEJIeTHBIX MBbILILL HEACHOM ITHOMOrMK: 3a00/1eBaHMsl HKETUYHOrO My3bipsi MPH OJAHOBPEMEHHOM

nasHauenny npenapara Unemku® ¢ penopubparom.

Ipumenenne npu GepeMEHHOCTH H B NEPHO] FPYAHOI0 BCKAPMIIHBAHHS

Ipenapam Hreoxncu®

[Ipenapar MUuemku® nporusonokasaH GepeMeHHbIM.

Cumeacmamun

Tax kak 6e30macHOCTH 119 OepeMeHHBIX He J0Ka3aHa M HET JaHHBIX, YTO Je4YeHHe Mpenaparom

BO BpeMs OEPEeMEHHOCTH MPHHOCHT OYEBH/IHYKO MO.Ib3Y, MPUEM Npernapara cieayerT HeMeICHHO

npekparuTs npu HactynaeHun OepemenHocTH. [IpuveHeHHe CHMBACTaTHHA BO  Bpems

GepeMEHHOCTH MOKET CHH3MTh KOHLEHTPALHMIO MeBa1OHATa (NpeaecTBeHHHK B OHOCHHTE3e

XOTeCTEPHHA) Y IU104a. ATepOCKIepo3 SB/ISETCS XPOHMYECKHM 3a0oneBanueM M OOBIMHO

npeKpalieHne NpHeMa rUIoIHIHAEMIYECKHX MPernaparos BO BpeMs OepeMEeHHOCTH OKa3biBaeT

HE3HAUNTETbHOE BAMSHHE HA  JOJTOCPOYHBIE  PHCKH,  CBS3aHHBIE C  MEPBHYHOH

runepxonectepuHeMueii. B cBg3M ¢ 3THM CHMMBACTaTHH HE JOJDKEH MPUMEHATHCH Y KEHIUHH,

KOTOpbIe OepeMeHHbl, MIaHUPYOT GEpPEMEHHOCTb HIM MOJO3PEBAIOT, YTO OHM OepeMeHHbI.

Jleuenne npenapatom HMuemkn® 10/kHO ObITh MPHOCTAHOB/IEHO HA BECh CPOK GepeMEHHOCTH

HIM TOKa GePeMEHHOCTb He AMArHOCTHPOBAHA, @ CAMa JKEHIIHHA MPEIYNPEeXKIeHa O BO3SMOKHON

onacHoctH 1 nmaoaa (cm. [TpornBonokazanus).

Dsemumud

KIHHUYECKHX JaHHBIX N0 NPHUMEHEHHIO 33eTHMI0a BO Bpemst OepeMEHHOCTH HeT.

JlanHble O BbIAGTEHMHM AGHCTBYIONIMX BEIIECTB mpenapata HMHemkn® ¢ IpyaHBIM MOIOKOM

orcyTerByioT. [Ipn HeoOXOAMMOCTH Ha3HaueHus: mpenapara Muemku® KeHIMHE B MEpPHOA

JAKTALMH CIeIyeT YUUTBIBATh, YTO MHOTHE J€KAPCTBEHHBIE MPErnaparsl BbIALIAIOTCS C FPY AHBIM

MOJIOKOM, H HMMEETCs Yrpo3a pPasBHTHSI CEPbe3HbIX HeOMarompHSTHbIX peakuui. Beaeacrsue

9TOrO MPH KOPMISHHH TPy IbIO NIPHEM Ipenapara Cje1yer npeKpaTHThb.

Crnocol npaMeHEHHS H 103bI

o wHavana Tepanuu npenapatoM MHemku®  mauMeHThl  J0/DKHBI  MEPEHTH  Ha

FHUMOXOIECTEPHHEMHYSCKYIO aHeTy M co010aaTh €€ Ha NPOTSHKEHHH BCEro Kypca JeHueHHs.

Jlo3upoBKa NPUMEHSIEMOro rmpenapara Uuemxu® 3aBHCHT OT HAYAIbHONH KOHLEHTpPALUUH
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XC JIMHIL uenu neuenuss u tepanestiyeckoro sddexra. Ilpenapar Muexn® npHHUMAIOT
| pa3 B CYTKH BEUE€POM, HE3aBHCHMO OT BPEMEHH IpHeMa NUIIN.

V nauuenmos ¢ nepentnoi unepiunudemieil wi CMemanioi zunepiunudemuei
Jlo3upoBKa NPUMEHsEMOro mnpenapara Unenxu® moker BapsupoBats or 10 mMr+10 mr*
(10 mr cumBacraTuHa + 10 mra3etumuba) a0 80 mrtl0OMr (80 mMr cumBacraTuHa +
10 mr33eTuviba) B cyTkin. OOBIMHO pEKOMEHAyeTCs HauaibHas j03a 20 Mr+10wr
(20 mr cumBactatuHa + 10 mr3zernviba) B CyTKH. B uemsix noCTeneHHOro  CHH/KEHHS
xonuenTpaunn XC JIMTHIT moker ObITh pekoMeHJ0BaHa HauanbHas Jo3a 10 mr B CyTku
cuMBactatiHa ¥ 10 Mr B cvrku 23etumuda. 118 3HAUNTENBHOrO CHIKEHMs KOHUECHTPALHH
XC JITTHIT (Gonee uem Ha 55%) nanuentam MoxeT ObITh PEKOMEHJ0BaHa [103a mpenapara
40 Mr+10 mr (40 mr cumBactatuna + 10 mr aserumuda) B cyTiu. Yepes 2 Heaenu nocie Hauana
JIGUCHHS. A TAKOKE HA MPOTSHKEHHH BCEro Kypca JeYeHHs CIeIyeT KOHTPOJIMpOBaTh YPOBEHB
JMITHAOB M MPH HEOOXOMMOCTH CKOPPEKTHPOBATh 103y npenapara. [1pemapar Huenku® B 103¢
80 Mr+10 Mr peKOMeHAyeTCs Ha3zHAuaTh TOJbKO MALMEHTAM C BLICOKHMM PHCKOM CEpACYHO-
COCYMCTBIX OCOKHEHMil, ec/ii JleueHne mpenaparom B Gonee HH3KHX J03aX HE MO3BOIMIO
JOCTHYL LEJEeBbIX YPOBHEH JHIWAOB, a MpeAnojaragMas IMo/jb3a Tepanuu MPEBbIlacT
BO3MOXHBII puck (cM. Ocobbie vkazanus, Muonamus/Paboomuonus).

* no3uposka 10 mr+10 Mr npenapara Wuemin” a1s POCCHH HE TIPOH3BOANTCA.

Tpumenenue y naquenmos ¢ umemu4eckoll 60.1e31vi0 cepoya

B HCC/Ie10BAHMHE CHIDKEHMSI PHCKA PasBUTHs CepaedHo-cocyaucThix cobpiruii (IMPROVE-IT)
HayantbHAs 103a npenapara Muewku® (cumBacratun+azernmu®) cocrassuia 40 mr+10 mr 1 pas
B cyTku Beuepom. [loza 80 mr+10 Mr peKoMeHAyeTCsi TOJBKO TOrja, Koraa oikuiaaemas noibsa
TpeBbILAET BO3MOXKHBIE PUCKH (CM. Ocobble yKaszaHus).

Ipumenenue y RAUNEHMO8 ¢ HAPYMIEHUEM QYHKUUU NOUEK/XPOHUUECKOU DO/1e3HbIO NOYER

V naumentos ¢ XBIT 1-2 cragun (CK® ne menee 60 wia/mun/1,73 m?) He TpeyeTcs KOppeKuHH
10361 nipenapara Muemaxu®. V naunentoB ¢ XBIT u CK® menee 60 wa/yvun/1,73 m? npenapar
Huemxu® HazHauaercs B a03e 20 mr+10 Mr 1 pa3 B CyTku BeuepoM. Y JaHHBIX MALHEHTOB
npuMeHenue npenapara Muewkn® B 0onee  BHICOKOH 03¢  JOMKHO  TIIATEIbHO
koHTpoHpoBaThest  (cM. Ocobble  ykasanusi, DapMakOKHHETHKA, ~PaApMakokunemuxa Y
OMOCTLHBIX 2PYNN NAYUEHMOB).

Oonoepemennoe npumenenue ¢ enoduopamom

[pu 0AHOBPEMEHHOM MpuMeHeHnH ¢ peropudpaTom HasHAUAeTCs cuMBACTaTHH B 103 10 Mr B
cvTkH M 33eTumub B no3e 10Mr B CyTKH WIM npenapar Uuenxu® B ao3e 20 mr+10 mr
(cm. TIporusonokasanus: Ocobbie ykasanus, Muonamus/Padoomuonus).

Ilpu mpuMenenun npenapara Huemku® B xomOunaumu ¢ ¢penopubpatom 114 KOHTPOIS
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A03upoku  (penodubpara u NPOTHBOMOKA3aHHH HEOOXOAMMO C/e10BaTh HHCTPYKUMM TIO
NPUMEHEHHIO Ha3HaueHHoro heHopudpara.

Ipumenenue y NAUUEHINOE ¢ 20MO3U2OMHOIL CeMELHOIL 2UnepxoiecmepuHemueit

[TaupeHTaM ¢ TOMO3MIOTHOI cemeiinoii runepxonecrepunemueii (F'oCI) pexomenayercs
npuanmare npenapar Muenku® B 103e 40 mr+10 mr umm 80 mr+10 mMr 1 pa3 B CyTKH BEUEpPOM.
[Mpenapar Huemxkn® B 1o3e 80 mMr+10Mr pekomeHAyeTCs Ha3Ha4yaTb, TOABKO €CaH
mpeanonaraeMas Moib3a TEPAnWM MPEBHINACT BO3MOXKHBIH puck (cm. IporuBonokasaHus;
Ocobrle ykaszanusi, Muonamus/Paboomuonus). Ilpenapar Unemkn® 10/0KeH MPUMEHSTBCS Y
nampento ¢ [oCI B coueraHuu ¢ APYroil THIIOJMITHIEMHYECKOH Tepanued (Hanmpumep,
JITHIT-adepesom). TTpu HEBO3MOKHOCTH MPOBEACHHMs JOMOJTHUTEIBHOrO JIe4eHHs npenapar
Huexu® MOKeT HA3HAYATHLCS B MOHOTEPAITHH.

JIns naumeHToB, MPHHUMAIOLLIKX JTOMHUTANK/ OJIHOBPEMEHHO C npenaparomM Unepxu®, cyTounas
nosa mpenapara Huemxn® He nomkua npesbimarbh 40 mrt10 mr (oM. Bsaumoseicrsue ¢
APYTHMH JTeKapcTBeHHBIMH cpeacTBamu; Ocobbie ykasauus, Muonamus/ Pa6oomuoius).
Ilpumenenue y nOMCUIbIX RAUUEHM O

Jlns  mokuablX maumeHToB He Tpebyercs koppekuuu  103el  (cM. DapMAKOKHHETHKA,
DaAPMAKOKUHEMUKA Y OMOEIbHBIX 2PV RAYUEHMOE).

IIpumenenue y nauuenmos ¢ ne4eHOUHON HEQOCMAMOUHOCHIbIO

JUIsi TALMEHTOB C JIErKOil CTEMNeHbl0 MEeYeHOUHON HeaocTarouyHocTH (5-6 Gannos no mkane
Yaiina-T1si0) koppeximu 10361 He Tpebyerca. Ilpenapar Muemku® He pekoMeHI0BaH
naiMeHTam ¢ ymepenHoit (7-9 Ganios no wkane Yaiina-ITeio) uan tsokenoii (Gonabue 9 Gannos
no mkage Yaiina-TIbo) creneHplo neyeHouHoi HeaocTarodHocTH (cM. ITpormBonokasaHms:
MdapMakOKHHETHKA, DAPMAKOKUHEMUKA Y OMOCIbHBIX 2PYIN NAYUEHMOE).

Ilpumenenue c Opyzumu 1eKapcmMeeHHbIMU CPEOCMBAMUL

IMpenapar Uuexxu® creayer npuHuMarh 1Mo MeHbIIeH Mmepe 3a 24 A0 WIM uepes 4 4y nocie
NpHeMa CeKBECTPAHTOB JKETYHBIX KHCIIOT.

JIisg ManMeHTOB, NPHHUMAIOLUIMX AaMHOAAPOH, BepanaMWi, amJIO0JWIHH, JUITHA3eM WIH
npenaparsl, coaepraiie 310acBHP WIN rpasonpeBup, OAHOBPEMEHHO C npenaparoM Unepkn®,
cyTouHas 103a npenapara Muepku® He qomkHa npepeiars 20 mr+10 mr (cm. BsaumozeiicTaue
C ZIPYTHMH JeKapcTBeHHbIMU cpeacTBamu; Ocobbie ykasanus, Muonamus/Paboomuoaus).
BesonacHocts ¥ 3GQEKTHBHOCTS mnpuMeHenus npenapara Hueaxu® oaHOBpeMeHHO ¢
dubparamu, 3a uckmouennem denopubpara, He usyuensl. [Moaromy Heobxoaumo u3berarh
npuMeHenus npenapara HMuemku® oaHoBpemenno ¢ QuOparamu, 33  HMCKIKYSHHEM
denodubpara (cm. INporuBonokasanus: BsaumoneiictBue ¢ ApPYrHMH  JIGKAPCTBEHHBIMH

cpeacreamu, Ocobble ykazaHus, Muonamus/Paboomuonus).
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[ToGounoe necrsue

BeszonacuHocts npenapara HMuemxu®™ (MaM OZHOBPEMEHHOrO NPHMEHEHHS CHMBACTATHHA U
s3ermvmba B 103aX, SKBUBAIGHTHbIX nperapary HHemkn™) H3yueHa B KIHHHYECKHX
HCCASNOBAHMSX C yuacTHem okono 12 000 maumentos. B uenom npemapar Huemkn® xopomwo
MEePEHOCHTCS MALHEHTaMH.

[To JaHHBIM KOHTPOJHPYEMbIX HCC/IeI0BAHMI Yy MAIMEHTOB MpH npHeme npenapara Muewkn® B
MOHOTepanuu Habmozammcs ciaeayomue vacteie (>1/100 u <1/10) uau Hewacreie (21/1000 u
<1/100) HexenareabHbIE PEaKUHH C YacTOTOH, MPEeBBILAIWIEH AHATOTHYHYIO YacTOTY TMpH
npueme mauedo.

Hapywenus ncuxuxu

Heuacreie: HapyIeHHs CHaA.

Hapyuienus co cmoponst HEPEHOT CUCMEMbl

HeuacTsie: roJ0BOKpYkeH#e, roaosHas 001b.

Hapyuwienus co cmoponsl NUeeapumenbHot CUcmeMbl

Heuactele: 6oab B kuBoTe, auckomdopr B obaactu xusora, 6071b B BEpXHEH YacTH JKMBOTA,
JMCTIENCHSI, METEOPHU3M, TOLIHOTA, PBOTA.

Hapywenus co cmopomsl KOJCU U NOOKONCHbIX MKAHET

HeuacTtbie: KOXKHBIH 3y A, KOKHAsH Chillb.

Hapywenus co cmopoHel CKeAemHO-MblUeHHOU U COCOUHUMENbHOT MKAHU

HewacTele: apTpairus, MblLEYHbIE CNa3Mbl, MbleuHas C1a00CTb, CKEIETHO-MbILIEYHbIH
auckomdopt, 6osb B miee, 5016 B KOHEUHOCTH.

Obwue napyuenus

HeuacTsie: acTeHus, MOBBILEHHAs YTOM/ISEMOCTb, HeJOMOraHue, nepudepuyeckne 0TeKH.
Jlabopamopnwle u unCcmpymMenmaibhsle OaHHble

YacTble, MOBBIIIEHHE AKTHBHOCTH «IEUEHOYHBIX» TPAHCAMHMHA3 (TaHMHAMHHOTpaHChepasbl
(AJIT) W/HITH acraparHHaMHHOTpaHchepasbl (ACT)). MOBBILICHHE AKTHBHOCTH
kpearunpochoxunazsl (KOK).

Heuactbie: MOBBIEHHE KOHIEHTpauun OWIMpyOHHA B KPOBH, MOBLIEHHE KOHLEHTPALHH
MOYEBOH KHMCJIOTBI B KPOBH, MOBbILIEHHE AKTMBHOCTH TraMMa-riIyTaMuiITpaHchepasbl,
VBEIHUGHHE MEKAYHAPOAHOro HOopMaiuzoBanHoro otHowenus (MHO), mnporeunypus,
CHIDKEHHE MacCChl TeJa.

[0 faHHBIM KOHTPOJMPYEMBIX MCCIeJ0BaHMii Y MALMEHTOB npu npueme npenapara Muemku™
Habmoaamcs caeayiomme uacteie (21/100 u <1/10) mam Hewacteie (=1/1000 u <1/100)
HEXEIaTebHBIE PEaKIHH C YacTOTOM, MPEeBbIILAKOIISH AHAIOIMYHYIO 4YacTOTY MNPH mNpHeMe

CTaTHHOB B MOHOTCPAIHH.
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Hapywenus ncuxuku

Heuacrsie: Hecconnuua.

Hapywienus ¢o Cmoponsl HepeHOT CUCTEMbL

Heuactsie: rosioBHast 60:71b, mapecTesus.

Hapyuwerus co cmopoHbl RUWEEApUME b HOt CUCTIEM bl

HeuwacTbie: B3AyTHE HKMBOTA, AMapes, CyXOCTb CIM3HCTOH 0007104KM PpTa, AMCHENCHA,
METeOpH3M, racTpodsodareanbHblii pedurioke, ppoTa.

Hapyuwienus co cmoporsl KOXCU U ROOKONCHBIX MKanel

HeuvacTeie: KOJKHBIN 3y, KOXKHASI ChIllb, KPATUBHHIIA.

Hapywenus co cmoponel CKeremHo-Molite4HOl U COCOUHUMETbHOU MKAHU

Yacrere: MHATTHSL.

Heuactble: aprpairus, 601b B CIHMHE, MbILICYHBbIE CTA3Mbl, MbIIeYHas ¢1a00CTb, CKEICTHO-
MblteuHasi 6016, 00/1b B KOHEUHOCTH.

Qbdugue napyuenus

HeuacTsie: acrenus, G0/ib B rpy M, NOBBILEHHAS Y TOMISIEMOCTD, MepH{eprIecKkue OTeKH.
JlaGopamopile u UHCMPYMEHMANLHBIE OAHHBLE

Yacreie: nossiuenne aktuBHOCTH AJIT w/unm ACT.

HeuacTble, MOBHILEHHE KOHIUEHTpauun OuaupyOusa B kpoBu, nosbienne aktuBHocTH KOK,
NOBBILIEHHE AKTHBHOCTH raMMa-rIy TAMHATpaHCHepasbL.

Oonospemennoe npumenenue npenapama Hueoxneu® ¢ dhenogpubpamom

B KOHTPOJIMPYEMOM KIMHMYECKOM HCCIEAOBAHHH TPO(GHIL HEKENaTeNbHbIX —pPeaKLmii,
HAGI0AABIIMIICS TIPH OJTHOBPEMEHHOM TpuMeHenun mpenapara HMuewkn” u Qenopubpara,
COOTBETCTBOBAT MPOGHISM, HAOTIOJABIIMMCS [TPH TIPUEME KAXKI0T0 Mpernapara B MOHOTEpanuH.
IMayuenmst ¢ umwemuieckoil 6o/ie3nvio cepoud

B xiuanueckom wuccagaoBadnd IMPROVE-IT (ucciaenoBaHuH CHHMKEHHS PUCKA PasBHTHs
cepaeuHo-cocy IUCThIX coObiTHit) 18144 nauuenta ¢ MBC npunmvann npenapar Unemxu®™ B
noze 40 mr+10 mr (n=9067; u3 koropbix 6% mnaueHToB ObLTa MPOBEAEHA THTPALMS 103bI
Huenxu® 10 80 mr+10 mr) wm cuvsactatud B a03e 40 mr (n=9077. u3 koropeix 27%
namMeHToB Obl1a mpoBeaeHa Turpaums 203kl A0 80 mr). Ipopuas GesomacHOCTH nmpenaparos
ObL1 CXOAHBIM B JBYX Ipynmax 3a BeCb Mepuos] HabaoAeHHd (MeIuaHa JUIMTeIbHOCTH
HabmoaeHus cocraBuaa 6 et). Yacrota mpekpaulleHMs npdema rnpenapara u3-3a pasBHTHS
HeXenareabHbIX sgBaeHHi coctaBuiaa 10.6% B rpyvnne nauueHTOB, MPHHHMABIIMX Mpenapar
HUuenxu®, u 10,1% B rpynne nauuMeHTOB. MPHHHMABIIHX CHMBACTATHH, Yacrora pasBuTHSA
muonatuu cocrasuna 0.2% B rpynre NaudeHToB, NPUHHMABLIKX npenapar Unemxu®, n 0.1% B

CpyIIe MauueHTOB, TMPHHUMABIUMX CHMBACTaTHH, TAC MHONATHst onpeae/siiace  Kak
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HEOOBICHUMAST MbILIEYHAs ¢1a00CTh WM MbleuHast 00lb, CONPOBOXKAAKOMIAACS MOBBILICHHEM
aktusHocTH K®K He menee yem B 10 pas Bbiwe BepxHeii rpanuub Hopmbl (BI'H) win 1By ms
110C/1€/10BATETHHBIMA MOBbILIeHHsiMU akTuBHOCTH K®K ot 5 10 10 pas seime BI'H. Yacrora
passutus pabzomuomusa cocrasuna 0,1% B rpynne nauMeHTOB, NMPHHMMABLINX Mpenapar
Huenku®, u 0.2% B rpynne MauueHTOB, NPUHHMMABIINX CHMBACTaTHH, Tae pabromuonns
onpesensacs Kak  HEOOBACHMMAs — MbllleuHas — C1ab0oCTh  HIM  MblUICUHAs 60ou1b,
COMpPOBOKIAIOWAACS NoBbiennem akTuHocTH K@K He menee uem B 10 pas sbiue BI H ¢
NpU3HAKAMH HapyuieHus (QYHKIMM NOYeK, ABYMSl [OC/I€N0BATEIbHBIMH  TMOBBILIEHHIMH
axtusrocti K®K or 5 10 10 pas eie BI'H ¢ npussakamu HapymeHus QyHKUHH MOYCK, HIH
aktuBHOCTBI0 KOK He Mmenee 10000 ME/ma 6e3 mpusHaKoB HapylieHus (yHKUHMH TMOYEK.
YacToTra MOCTENeHHOro NOBbIICHUS AKTHBHOCTH «II@YEHOUHbIX» TPAaHCAMHHA3 (HE MeHee ueM B
3 pasa seime BI'H) Opwta 2.5% B rpynne nauseHTOB, MPHHAMABIIMX Mpenapar Uueaxu®, u
23% B TrpyNne NAlMEHTOB, NPUHMMABIINX cuvBacTatuH  (cM. Ocolble  ykasaHus).
HeskenaresibHble SBJICHHS CO CTOPOHBI YKETYHOro my3bipsi Habmogamuch y 3,1% mauueHTos,
npuHuMasmux npenapat Muemku® u 3,5% NMauueHToB, MPHHHMABIINN CHMBACTAaTHH. YacToTa
FOCHUTATM3ALHMH ¢ XomeuucTakromueii Obuia 1.5% B obeux rpynmax. Pax (onpeaessuics kak
11000e HOBOE 310KAYEeCTBEHHOE HOBOOOPA30BAHHE) AHArHOCTHPOBA/ICS B TEUSHHE HCC1€10BAHHSA
v 9.4% nauMeHToB, NMPHHUMABILKX IIpenapar Huenxn®, 1 9.5% naumueHToB, NPHHHMABLIMX
CHMBACTaTHH.

Hayuenmst ¢ xponuqeckou 60131610 HOYEK

B kiuauueckoM uccaegoanun SHARP (uccrnenoBanue Kapamo- M HeppoOnpoTEKTHBHOrO
neiicteus) ¢ yuactuem 4650 mauMeHTOB, NPHHHMABLIMX TIpenapar Huemxu® B 03¢
20 mr+10Mr 1pas B cytkw. W 4620 nauMeHToB, NPHHMMABIIMX M1auedo, npoduiu
Ge3omacHOCTH OBLTH COTIOCTABMMBI B TeueHHe Bcero mnepuoja HabmoaeHus (MeanaHa
amuTenbHOCTH  HaGmoaeHus 4.9 roga). B 1aHHOM  KIMHHYECKOM — MCC/IC10BAHHH
PErHCTPHPOBATHCH TOJIBKO CEPhE3HBIC HEKeaTebHbie NB/ICHMS W TNpPEeKpallleHHe mnpHeMa
npenapara Mo MPHYMHE PA3BHTHS HEKENATEIbHbIX sBICHWHA. YacToTa mpeKpalieHus rnpuema
npenapara Gsu1a conocrasuma B obenx rpynmax (10.4% B rpynne nauMeHToB, NMPHHAMABIIHX
npenapar Uuewxu®, n 9.8% B rpynne nauueHToB, NpHHAMaBwmx mianedo). Yacrora passuThs
muonatun/pabaomuonnza cocrasuna 0,2% B rpynne NAnHeHTOB, MPHHUMABLIMX Tnpenapar
Unemkn®, u 0,1% B rpynne naumeHToB, npuHuMasmux mianebo. IlocreneHHoe MoOBLILICHHE
AKTMBHOCTH «IIeYEHOUHBIX» Tpancamuuas (Gonee uem B 3 pasa seime BI'H) maGmiozanoce y
0.7% naunenToB, npuHMMaswux npenapat Muemkn®, n y 0,6% nauMeHTOB, MPHHHMABIIHX
nrauebo (cM. Ocobbie ykasammsi). B JaHHOM KIHHHYECKOM HCC/IEIOBAHMM HE HaOMI01a10Ch

CTATUCTUYECKHA JAOCTOBEPHOI0 YBEJIWUYCHHS 4aCTOThbl TaKHX HEXKEIaTe/IbHBbIX SIBJACHHI, KaK
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3710KaueCTBeHHbIE HOBOOOpasoBanus (9,4% B rpynmne nNamMeHTOB., NPHHHMABLIMX Mpenapar
Huenxu®, u 9.5% B rpynne naupeHTOB, MPHHHMABLIMX 1a1edo), renaruT, XOJeHCTIKTOMHS
WM OCTOKHEHHMS KETUHOKAMEHHOM G0/1e3HH WM NAHKPeaTHTa.

Hocmpezucmpayuonnvie Hab1wdenus

B nepuo/ nocTperncTpaMoHHOro HabaroAeHusl IPUMEHEHHs npenapara Uuemxu™ uim B xoae
KJIMHHYECKHX HJIH MOCTPErHCTPALIMOHHBIX MCCIEJ0BAHHUI MPH MPHEME OJHOr0 H3 AKTHBHBIX
KOMIOHEHTOB Nperapara Takke Hab/TI01amuCh ClIEY IOIHE HeKENaTeIbHbIe PeaKLiH.
Hapyuienus co cmopous. Kposi u JUMBAMUIECKOt cucmempt: TPOMOOLMTONCHHUSL, AHSMHSI.
Hapywenus co cmoponsl 06Mena 6eujecme u NUmanys: HapyeHHe anmeTuTa.

Hapyuenus ncuxuxku: 1enpeccus.

Hapywenus co cmoponsl HepeHOli cucmembl: nepudepuueckas HeHponaTHs,

Hapyuienus co cmoponbl cocy00s: «NpUIHBbI» KPOBH K KOXKE JINLA, MOBbIIEHHE apTePHATEHOIO
JIABJICHHSI.

Hapywenus co cmopoibl ObIXAMeabHOll CUCMEMbl, OP2AHO8 2PYOHOU KICMKU U CPeOOCMEHUS.:
Kauie b, HHTePCTHLHAIbHOE 3a00/1eBaHHe JEerKHX.

Hapywenus co cmopounsl nuuesapumensroll cucmeMbpl: 3amop, MaHKPeaTHT, TaCTPHT.
Hapyuenus co cmoponsl nedenu U HCerdesbl6005ujux nymeii: renatut/xentyxa, dparaibHas u
HedarabHas NeYeHOYHasi HeA0CTATOUHOCTb, XOJIe/IHTHA3, XOJCHHCTHT.

Hapywenus co cmoporsl KOXCU U NOOKONCHBIX MKaHel: anoNelus, Peakuvu MOBbILEHHOMH
YYBCTBHTEIBHOCTH, B  TOM  YMCIe  KOXKHAs ~ Chillb,  KpanuBHUUA,  aHapuiakcws,
AHMHOHEBPOTHYECKHH OTeK, My IbTH(HOPMHAd 3puTeMa.

Hapywenus co cmoponvl CKeIemHO-Mbilie HOl U COCOUNUMETbHO MKAnu: CyA0POrH MbILIIL,
muonatus/padaomuonns (cm. Ocobble ykazaHus).

Boutn moayuensl oueHb peakue (<1/10000) cooliieHus 0 pasBHTHH HMMYHOOMOCPEA0BAHHOH
HEKPOTH3MpYIOWEH Muonarii  (ayTOMMMYHHOH — MHomaTHH), OOYCIOBAEHHOH [PHEMOM
uaruburopos  I'MI-KoA-peaykraser  (cratuHoB). HMMMmyHoonocpeaoBaHHas — MHOMATHS
XapakTepu3yeTcs C1aboCThiO MPOKCHMAIbHBIX MBI W TMOBBIEHHOH akTHBHOCTHI0 K®K B
ChIBOPOTKE KPOBM, KOTOpbIE COXPAHSIIOTCH, HECMOTPS HA OTMeHYy .JeueHusi cratnHoMm. Ha
OGUONCHM MBIINI BHAHA HEKPOTH3MpYIOWAss Muonarusi 0Oe3 3HAUMTEILHOrO BOCTIATEHHSL.
Yayumenne HabmogaeTcss NpH TEParuH MMMYHOJSTPecCHBHBIMI cpeacTBamu (cm. Ocobble
vkazauusi, Muonamusa/Paboomuonus).

Hapywenus co cmoponsl NOI06bIX 0p2anos. IpEeKTHIbHAS MCHYHKLMS.

Qbujue paccmpoiicmea: H0NeBOH CHHAPOM.

JlaGopamopuvie u UHCMPYMERMatbHbie Oannble. HapylIeHHe nokasaTeei QyHKINH MeUeHH.

Annepeuveckue u ummynonamonozuieckue peaxyuu: pemxo (=1/10000 u <1/1000) passupasics
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CHHAPOM THMIEPUYBCTBHTEIBHOCTH, KOTOPBIH MPOSBIAICH AHTHOHEBPOTHUECKUM OTEKOM,
BOJTYAHOYHOMOAOOHBIM  CHHAPOMOM, PEBMATHYECKOH MOJIUMHAITHEH, JepMaTOMHO3UTOM,
BACKVIMTOM, TpomOouuToneHueil, 303HHOPUIMEN, yBeIMYEHHEM CKOPOCTH  OCeAaHHs
spurpotos  (COD). apTpuUTOM, apTPAIrHSAMH, KpanuBHMUEH, (OTOUYBCTBHTEIBHOCTEIO,
JMXOPAJIKOI, (MPHIMBAMH» KPOBH K KOXKE JIHLIA, ObIIKOMH 1 obuieit c1abocThI0.
Taioke ObLTH MNOJAVYEHbI pPEAKHE NOCTPErHCTPALMOHHbIE COOOIIEHHS O KOPHHTHBHBIX
HapyLEeHUsX (HanpUMep, PasTHYHbIe HAPYIIEHHS MaMATH — 3a0bIBUMBOCTD, CHIKCHHE MAMSTH,
AMHE3Msl, CyTAHHOCTh CO3HAHMUS ), CBS3AHHBIE C TPUMEHEHHEM CTaTHHOB. JlaHHbIE KOTHHTHBHbIE
HapyleHus ObL1M 3aperucTPUPOBAHbI NPH NpHeMe Beex cTaTHHOB. Coobuienus B uenom Obiin
KJ1aCCH(ULIMPOBAHBI KAK HECEPbE3HBIE, C PA3THUHON JUTHTEIbHOCTBIO 10 MOSBISHHSI CHMITTOMOB
(ot 1 cYTOK 10 HECKOJIBKHX J1€T) M BpeMeHeM HX paspeinenus (meamana 3 neaenn). CHMOTOMBI
ObLTH OOpaTHMBIMHU U ITPOXO/ UM NIOC/IE OTMEHBI TEPATHH CTATHHOM.
Creayionme HeXenaTeTbHbIe IBIeHHs COOOIATHCE NPH MPUMEHEHHH HEKOTOPBIX CTATHHOB!

® HApYLUSHHS CHA, BKIKOYas KOMIMAPHBIC CHOBHJICHHA,

® CeKCyaTbHas AUCHYHKIMS, THHEKOMACTHSL.

OonoepesmenHoe hpumeHenue 3zemumuoa i henopuopama

B MHOTrOLEHTPOBOM ABOIHOM CIEMOM KIHHHYECKOM HCC/IJ0BAHHH ATMTEIBHOCTHIO 10 1 roja c
VUaCTHEM TALMEHTOB CO CMEIUAHHOH TIMNepIMNnuIeMHUeil 4acToTa KIMHHYECKH 3HAYHMOro
nossiueHus (6onee yem B 3 pasa Bbime BI'H) akTHBHOCTH «TMEUYEHOUHBLIX» TpPaHCAMHHA3
CBIBOPOTKM KPOBH cocTaBuna 4,5% B rpynne MaUMeHTOB, NpHHHMaBmux (eHopubpar B
MoHOTepanuu, U 2,7% B rpynne NaUMEHTOB, NMPHHHMABIIMX 33eTHMHO OJHOBPEMEHHO ¢
denopubparom. Yacrora xoneuucTdakTomMuH cocrapuia 0,6% B rpynne MauMeHTOB,
npuanmvaswux Genopubpar B monorepanmu, u 1,7% B rpynne nauMeHTOB, NPHHUMABIINX
33eTuMuO oaHoBpeMeHHO ¢ (eHopubparom (cm. Ocobbie ykasaumst). He wnabaoaatocs
nosbieHus aktuBHocTH KOK (Gosnee uem B 10 pa3 Beime BI'H) vy B 01101 M3 rpynn J1edeHus
B JJAHHOM HCC/IOBAHHM.

Jlabopamoprsie nokazameu

[To JaHHBIM KOHTPOIHPYEMbIX KIHHHYECKAX HCCAEI0BaHMI KINHHUECKH 3HAUMMOE MOBBILICHHE
AKTHBHOCTH «reveHouHbIX» TpaHcamunas (AJIT w/man ACT Gonee uem B 3 pasa sbinue BI'H)
HaGmozatocs v 1,7% naumentos, npunumaswmx npenapar Muemku®. JlanHble H3MeHeHHs
nporekaiu 6ecCHMNTOMHO, He ObLTH CBS3aHBI C XOTECTA30M H NMPOXOANIH CAMOCTOSTEIBHO TIPH
MPEKPAIeHHH WIH MPOA0TIKEHHH JTeUeHHS.

V 0.2% nausentos, npurxMmasmux npenapar Muaempkn®, Habmoaanoch KIMHAUECKH 3HAYMMOE
noebimenne aktTueHocTH KOK (6onee uem B 10 pas Beie BI'H).

CooBwatock O MOBBILEHHN KOHLEHTPALMK TIuKo3uaupoBanHoro remoriobuna (HbAlc) u

15



JICP-008640/08-110619

KOHLEHTPALMH [7IOKO3bI B CHIBOPOTKE KPOBH HATOLIAK NPH MNpHEME CTaTHHOB. BKIIOWAs
CHMBACTATHH.

Ilepeao3zupoBka

Cumeacmamun

Coobmanoch 0 HECKOILKHX CIyYasX Mepelo3MpOBKH CHMBACTAaTHHOM 0€3 KIMHHYeCKH
3HAYMMBIX TMOCISACTBHIA 11 MALMEHTOB, MAKCHMATbHAS TPHHATAS 103a cocTaBu1a 3,6 .
Dzemumuc

B KIMHMYECKMX HCCIEIOBAHMAX C vyacTHeM 15 310poBbIX 100pOBO/BLEB, MPHHHMABIINX
33eTiMuO B 03¢ SOMr B CyTkM Ha nporsokeHun 14 aHeif, 18 mauMeHToB C NEepBHYHOM
rUnepxo/ecTepuHeMieil, NMPUHUMABIIMX 33eTUMHO B 103e 40 MK B CYTKH HA NPOTSKEHUH
56 aHeil. u 27 MALMEeHTOB ¢ FOMO3MIOTHONH CHTOCTEPO/IEMHEH, IPHHUMABILHX 33eTHMUO B 103€
40 Mr B CYTKHM Ha IPOTSDKEHHH 26 He/elb, 33eTHMHO XOPOLIO NEPEHOCHIICS.

Coo01manocs 0 HECKOJIBKHX CAyUasX Mepeao3HpPOBKH; B OOMbIIMHCTBE CIy4aeB Mepe103HpoBKa
HE BbI3BAIA HEKETATENbHBIX SBJIEHHH. HexenareibHble SIBJICHHS!, KOTOPBIC HMEIH MeCTO. HE
OBLTH CEePbE3HBIMH.

Ipenapam Hrneoncu®

Her cnemmduueckoro 1eueHusi nepeaosupoku mnpenaparom Huemxn® B cayuae
Nepe103UPOBKH PEKOMEHIYETCs TPOBOANTE CUMITOMATHYECKOE H MO LAEPKUBAIOLLEE JIeUeHHE.
B3aumoelcTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPEACTBAMH

lpenapam Hneonu®

He Ha01101a710Ch KIMHMYECKH 3HAYUMOro GapMaKOKHHETHYECKOTO B3auMOJeHCTBHS 33eTuMHOa
M CHMBACTATHHA TPH WX OJHOBPEMEHHOM MPUMEHEHHH.

[Npenapar Urexxn® OnodkBHBaTeHTeH KOMOMHALMH 33eTHMHOA U CHMBACTATHHA.
MHOrouHc/IeHHbIE MEXaHH3Mbl MOIYT CHOCOOCTBOBATH MOTEHLMAIBHOMY B3aMMOJEHCTBHIO ¢
uaruduropamn 'MI'-KoA-peaykrassl. JlekapcTBeHHbIE CPEACTBA WM NPOAYKTBI PACTHTEIBHOIO
MPOMCXOKICHNS, MHTHOMpYyomMe omnpejesieHHble ¢epMeHTsl vetaboausma  (Hampuwep,
CYP3A4) w/uau tparcnoprepel (Hanpumep, OATPIB)., moryT yBenuunBaTh KOHUEHTPALHIO
CHUMBACTATHHA M MHAPOKCHKHCIOTHI CHMBACTATHHA B IU1a3Me KPOBH M MPUBOAUTH K MOBIIICHHIO
pHCKa pasBUTHS MHOMATHH/PadI0MUOIN3A.

Jlnsi BCexX NPHMEHSIOMHXCH OJHOBPEMEHHO JIEKAPCTBEHHBIX CPeICTB HE0OX0aHMO
o0paTHThC K HHCTPYKIHH N0 MEIHHHHCKOMY [OPHMEHEHHI0 A NOJYyYeHHS
AONMONHATENbHOH HHpopMauuH 00 HX NOTEHNHAAbHBLIX  B3aHMOJACHCTBHAX €
CHMBACTATHHOM, H/M/IH BO3MOKHOM B/IHSHHH HA (epMEHTHI HIH TPAHCHOPTEPbI, AIH

BO3MOKHOH KOPPEKIHH 103 HIH PEKHMA 103HPOBAHHUS,
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Ipomueonokazanusie KOMOUNAUUN TEKAPCINEEHHBLX CPEOCE

[TporuBONOKAa3aHa COMYyTCTBYIOMIAS TEPAIHMS CIEAY FOLHMI JIKAPCTBEHHBIMH CPEACTBAMHA.
Mownsie uneuéumopst usogepmenma CYP3A4. B JIOKTHHHYECKHX MCCIEAOBaHMSIX ObL1O
MOKAa3aHO, 4TO 23eTMMUO He MHAVIMpYeT uzodepmeHThl wmroxpoma P450, yuacTByrome B
MeTaboM3Me TeKAPCTBEHHbIX CPEeACTB. Meny 33eTHMHOOM ¥ JeKApCTBEHHBIMH CPEACTBAMM,
MeTaboam3npy oMMMUCs 1101 AeiicrerueM usodepmento 1A2, 2D6, 2C8, 2C9 u 3A4 uuroxpoma
P450 wm  N-auerwitpancepasbl, KIMHHYECKH  3HAYMMBIX  (apMAKOKMHETHYECKHX
B3aumMozeiicTemii He Habmoaanock. CumeactaTui Metabonmsupyercs uzodepmentom CYP3A4,
HO HE MHTHOMpPYET aKTUBHOCTB 3TOr0 H3odepMeHTa. IT0 Mo3BOAAET NPEANOIOKHTD, YTO MPHEM
CHMBACTATHHA HE OKA3bIBACT BIMSHHS HA KOHLUEHTPALMIO B IU1a3M€ KPOBH I€KaPCTBEHHBIX
cpencts, merabommsupyommxcs noa  aeiicteuem  msodepmenta CYP3A4.  Momnbie
uHruGuropet usopepmerta CYP3 A4 yBeIMUNBAIOT PUCK PA3BUTHS MHOMATHH 33 CUET CHHMKEHHSI
CKOPOCTH BBIBEJGHHS CHMBACTATHHA, BXOASWEro B coctas npenapara Huemiu®.
OnHOBpEeMeHHOe TpHMEHeHHe MOLIHbIX HHruOHTOpoB u3odepmenta CYP3A4 (mampuwvep,
HTPAKOHA30/1a, KETOKOHA30/1a, MO3aK0OHA30/1a, BOPHKOHA30/1a, JPHTPOMHIHHA,
KJAPDHTPOMHIHHA, TeJuTpomMununa, uaruduTopos BHWY-nporeassi, Oouenpesupa,
Tenanpesupa, Hedazoa0HA, NPENAPATOB, COAEPKAWMX KOOHUHMCTAT) W CHMBACTATHHA
nporusonokasano (cm. [Tporusonokasauus, Ocobsie ykasauus, Muonamus/Paboosuoius).
lemgpudposun, yuxnocnopun  uwmu  oanason (cM. IporuBonokasanus; OcoOwie  ykasaHus,
Muonamus/ Paboomuonus).

Temgpubposun: oanoBpemeHHsbiil npuem reMpuOpo3nia MoBbIAST KOHUEHTPALHIO CVMMAPHOro
aserumuba npubauzurensHo B 1.7 pasa. 0HAKO 3TO MOBBILEHHE HE PAacCMAaTpPHUBACTCs Kak
KauHHYeckH 3HaunMoe (cM. ITporuBonokasanus: OcoOble ykaszanus, Muonamus/Paboomuonus).
Huknocnopun: y NAUMEHTOB, NepeHeciunx TpaHcrantaumioo noukn. ¢ KK Gomee 50 ma/mum,
NPUHUMABIIHX LUMKJIOCTIOPHH B MOCTOSHHOI 103€, OAHOKPATHBIH mpHeM d3eTumuda B a03e 10 mr
NPUBOAMI K yBeIHueHuio cpeanero snauennss AUC cymmapHoro 33erumuba 8 3.4 pasa (ot 2.3
10 7.9 pa3s) no CPaBHEHHIO ¢ AAHHBIM MOKAa3aTeneM y 340POBBIX 100poBOMBLEB. Y OAHOIO
NALMEHTa MOC/A€ TPAHCIUIAHTALMK TMOYKM M C TSKENOH MOYeYHOH HEeJ0CTaTOuHOCTBIO
(CK® 13.2 mo/mun/1,73 M%), npMHEMABLIEr0 KOMILIEKCHYIO TEPAriio, BKIKOYAS HHKIOCTIOPHH,
Habmoaanoch 12-kpatHoe veeauuenue 3HaueHns AUC cymMMapHOro 33eTHMHOA B CPABHEHHH C
rpynnoii KoHTPoas. B KIMHMYECKOM MCCI€IO0BAHHM C Y4acTHEM 3/0POBbIX J0OPOBOJIBLEB,
MPUHMUMABIIMX B TeueHue 8 aueit d3erumn® B 03¢ 20 mr 1 pa3 B CYyTKH B COYETAHHH €
OAHOKpaTHOM 1030 100 Mr 1UkIOCIOpPHHA HA 7 A€Hb TEpanuH 33eTUMHOOM, OBLIO BBISIBICHO
yeennuenne 3uavenns AUC umkaocriopusa B cpeanem Ha 15% (ot chmxenus Ha 10% 10

yBennueHuss Ha 51%) B CpaBHeHMM C JAHHBIM TMOKa3aTeTeM y 310pOBBIX 100pOBOIBLEB,
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MPUHSBIIHX LHKIOCHOPHH OAHOKpaTHO B A03¢ 100 Mr B MOHOTEparnHu (cm. ITpoTuBonoKasaHusi;
Ocobble ykaszauus, Muonamus/Paéoomuonus3).

Kombunayuu ¢ Opy2uMu 1€KAPCIMEEHHBIMIU CPEOCHBaMIL

Denopubpam. B uccaeaoBaHuH ¢ yuactueM 183 ManMeHTOB, MNPHHMMABLIMX [pPENapar
Unenxu® B noze 20 mr+10 mr B cyTku u derodubpar B no3e 160 Mr B CyTKH B TEHUEHHE
12 Henenb, He HAOMIONANOCH HEKETATENbHBIX SIBJACHHH €O CTOPOHBI KETYHOTO My3bIps H
cumnroMoB Muonatuu (cM. Ocobsle ykazauus, Muonamus/Paboomuonus).

OanoBpemeHHblii npuem (penodudparta NOBHILACT KOHIEHTPALMIO CYMMAapHOro 33eTniiba
npubausuTenbHO B 1.5 pasa, 0JHAKO 3TO MOBBILIEHHE HE PACCMATPHBACTCS KaK KIHHHYECKH
3HAUMMOE.

Jlpyeue ubpamei. BezonacHocTs 1 3QPEKTHBHOCTL OHOBPEMEHHOT0 NPUMEHEHHs npenapara
Unekn® u dubparos (3a uckiouenueM enodpubpara) ne msyuenst [lpeanmonaraercs. 4ro
¢ubparsl MOTVT MOBBILATH BBLAETCHHE XOJSCTEPUHA C IKEIUBIO, YTO MOXKET MPUBECTH K
KETIYHOKAMEHHOH 00Ie3HH.

BesonacHocTh 1 3G PEKTHBHOCTE MpHMEHeHHs 33eTHMu0a B KoMOuHalMu ¢ Apyrumu pudparamu
HE M3yueHbl. B JOKIMHHYECKOM HCC/IEJOBAHNMH HA cODAaKax 33eTHMUO MOBBIIAT KOHUESHTPALHIO
xoaecrepuHa B skenun. XOTs 3HAYEHHE OTHX JaHHBIX IS YeJOBEKAa IMOKAa He H3BECTHO,
OHOBpeMeHHOe mnpuMmeHenue npenapara Huemxku® ¢ ¢Qubparamu (32 MCKTIOUEHHEM
denodudpara) A0 mnoJVUEHHS JOMOMHMTEIbHBIX JAHHBIX [0 Pe3y’IbTaraM KIHHHYECKHX
MCCIe/IOBAHNUI HE PEKOMEHTYeTCHL.

Anmuooapon. Puck pasBuTHS MHONMaTHW/padaOMMOIM3a NOBBILACTCH TPH  OAHOBPEMEHHOM
NPUMEHeHHH amMMojapoHa ¢ npenaparom Muemxku®. B KIMHHYECKOM HCCIEJ0BAHMM 4acTOTa
Pa3BUTHSI MHONIATHH Y NMALMEHTOB, NPHHUMABIIHX OJHOBPEMEHHO CHMBACTaTHH B 103¢ 80 Mr u
ammonapod. cocraswia 6% (cM. Cmoco® npuvenenuss u 103l OcoOble  ykasauus,
Muonamusi/Paboomuoaus).

Konrecmupamun. QO HOBPEMEHHBI MPUEM KOTECTHPAMHHA YMeHbIIaeT cpeanee 3Hauenne AUC
cyMMapHoro 33eTnmMuba npuOausuTenbHo Ha 55%. JlaHHOe B3aMMOACHCTBHE MOXKET YMEHBUIHTh
s¢pdext gomonuutenpHoro cHipkenusi konuentpauuu XC JIITHIT npu  oaHOBpeMEHHOM
npuMenennn npenapara Huewxu® u konectnpavuna.

brnokamopst «MEONeHNbIX» KalbyYUeEblX Kananos. PUCK pa3BUTHS MuonarThu/pabaoMHOIH3a
MOBBILIAETCS NPH OJAHOBPEMEHHOM MPHMEHEHHWH BepanaMuia, MWITHA3eMa WM aMJI0ANNNHA C
npenaparom  Muemku®  (cm. Cmoco6  npumenenmss u - ao3e  Ocolwie  ykasawus,
Muonamus/Paboomuonus).

Jlomumanuo.  Puck  pasBurHs  Muonatuu/pabaoMHOIM3a  MOXET — [OBBIUATBCH  MPH

O/IHOBPEMEHHOM MpHMeHeHuH Jomutanuaa ¢ npenaparom Huewxu® (cm. Criocod npumeHeHHs!
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1 a03b1; Ocobble ykaszanusi, Muonamus/Paboomuonus).

Vmepennsie  uneuéumopst  usopepmenma  CYP3A4  (nanpumep,  oponeoapor).  Ilpu
OJIHOBPEMEHHOM ~NPUMEHEHHH Mpenaparos, 00TATAIOMMX VMEPEHHOH HHrHOMpYKomeH
aKTUBHOCTBIO B OTHOmeHnun uzopepmenta CYP3A4, u cumBacratuHa (BXOJWT B COCTaB
npenapara Muemxu®), ocobeHHo B 6osee BHICOKHX 103aX, MOXKET MOBBICHTLCSA PUCK PasBHTHS
mvuonatnu  (cm. Ocobbie  vkasauusi, Muonamus/Paboomuonus). Tlpu  OZHOBPEMEHHOM
npumeHenun npenapara Unempkn® u ymepenHsx nHruoutopos nzodepmentos CYP3A4 moder
norpeGoBaThCs CHIAKEHHE 103kl Mpenapara Muemkn®.

Panonasun  (ymepennbtii  unruburop usopepmenta CYP3A4). Ilpu  0aHOBpeMEHHOM
MPUMEHEHUH PAHOJA3WHA W CHMBACTATHHA (BXOAMT B COCTaB Ipenapara Huempxn®) moxker
MOBBICHTLCS PUCK pasBuTHA MuonaTHyu (cM. Ocobble ykaszaHus, Muonamus/Padoomuoaus). Tpu
OHOBPEMEHHOM mNpuMeHeHuu mnpenapara Huemxu® u paHonasHHa MOXKeT NOTpeboBaThCs
CHIDKeHHMe 103bl npenapara Uuemku®.

Hneubumops: mpancnopmunozo 6eaka OATPIBI. T'nApOKCHKHCIOTa CHMBACTATHHA SIBISETCS
cyberparom TpascnoprHoro Genka OATPIB1. OzxHoBpeMeHHOE NMpUMEHEHHE HHIHOMTOPOB
tpancnoptHoro 6enka OATPIBI1 u cumBacTaTHHA MOXKET TIPHBECTH K YBEIHYEHHUIO MU1A3MEHHOI
KOHUEHTPALMH THAPOKCHKHUCIOTHI CHMBACTATHHA W TNOBBILEHHIO PHCKA Pa3sBUTHA MHOMATHH
(em. IMporusonokasanus; OcoObie ykazauus, Muonamus/Paboomuonus).

Huzubumops: Geaka ycmouuugocmu paka monounoi sscenesvt (BCRP). CHMBacTaTuH sSB/IsSeTCs
cyberparom addmokcnoro Tpancnoprepa BCRP. OaHoBpeMeHHOE MPUMEHEHHE CHMBACTaTHHA
u uHruduropoB BCRP (Hanpumep, 3n16acBupa u rpasonpeBHpa) MOKET MPUBECTH K YBETHYEHHIO
M1a3MEHHON KOHIEHTPALMH CHMBACTATHHA M TIOBBILEHHIO pUCKAa pasBuTus muonatuu. [lpw
OHOBPEMEHHOM TMPHMEHEHMH Ipenapara cuMBacTatuHa u uHruburopos BCRP  mosker
notpeGoBaTbcs Koppekums 103bl npenapara Muemxu® (cm. Cnocol mpumeHeHHs W J03bl.
Oco0ble vkasauusi, Muonamusa’'Paboomuonus).

dysuooeas kucroma. IIpn 0ZHOBPEMEHHOM NMpHMEHEHUH (Py3uI0BOH KHCIOTHI M CHMBACTATHHA
(Bxoaut B coctap npemapara Muemku®) MOXKET MOBBICHTBCH PHCK PasBHTHS MHONATHH
(cm. Ocobsie ykazanus, Muonamus/Paboomuonus).

Hukomunosasn xkucioma. B nccen0BaHuu ¢ yuactiem 15 B3pOCIBIX 310POBBIX J0OPOBO/ILLEB,
NPUHAMABLINX OJHOBpeMeHHO npenapar Muemku® B ao0se 20 Mr+10 Mr B CyTKH B TeueHHe
7 AHel ¥ HHKOTMHOBYIO KHCJOTY (B JIMMMACHHXKAKOWMX 103aX — He MeHee 1 r/cyT) B dopme
Tab1eToK ¢ 3aMeLIeHHbIM BbICBOOOKAeHHeM B 103e 1000 Mr B CyTKH B Te4yeHHe 2 IHeil u
2000 Mr B cyTKH B TeueHHe 5 jaHeil. Habm01a10Ch HeOObIIOe YBEIHIEHHE CPEAHEro 3HaUeHN
AUC HUKOTHHOBOI KHCA0THI (Ha 22%) U HUKOTHHMATIMIMHA (Ha 19%), a Take yBeIH4YeHHe

cpeanero 3nauennss AUC 33ernmuba (Ha 9%). cymMmapHoro d3etumuba (Ha 26%), cumBacTaTHHa
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(Ha 20%) u B-ruapokcukucaoTH cHMBacTaTHHA (Ha 35%). TIpH 01HOBPEMEHHOM NPUMECHEHHH
CHMBACTATHHA ¥ HHKOTHHOBOH KHMCTOTBI B JMIMJACHIDKAKOWMX J03aX (He Menee 1 r/cyr)
omMcaHel  cayyau  paseutus  vuonarum/pabaommomusza  (cm. Ocobble  ykasaHms,
Muonamusi/ Padoomuonus).

Konxuyun. TIpu 0AHOBPEMEHHOM NMPHMEHEHHH KOJIXHMIMHA M CHMBACTATHHA (BXOAMT B COCTaB
npenapara Unepku®) y NALUMEHTOB ¢ MOYEUHOH HE0CTATOYHOCTBIO OMHCAHBI CITY4aH PasBHTHs
muonatuu W pabaommonusa. [lpu kOMOMHMPOBAHHON TepanmHH AAHHBLIMH CPEACTBAMHM TaKHE
NALMEHTHI 10/DKHbI HAXOAUTHCS MO/ TIHATEIbHBIM HA0II0JEHHEM.

Janmomuyun. Tlpu oaHoBpemeHHoM mnpumeneHuu wunrnduropos I'MI-KoA-peavkrasel u
JanTOMHLIHHA MOXET MOBBICHTBCS PHCK PasBUTHS MHOMATHi W/uan padaomuoansa (em. Ocobsie
vkazauusi. Muonamus/Paéooyuonus).

Henpsmvie anmuxoazyisaumel. CumBacratud B 103¢ 20-40 Mr B CYTKH MOTEHUMpYeT apdexr
KVMapUHOBBIX aHTHKOATVJISIHTOB: MPOTPOMOMHOBOE BPEMS, ONMpPEIeIeHHOe KaK MEXIYHAPOIHOS
HopmanusoanHoe orHomenne (MHO)., Bospacraer or ucxoaHoro yposus 1.7 a0 1.8 y
370pOBBIX A00pOBOIBLEB H OT 2,6 10 3.4 y NALMEHTOB C TMNEPX0/IECTEPHHEMHEH. Y MALHEHTOB,
NPUHUMAKOMIMX  KYMapHHOBbIE  AHTHKOATY/ISHTBL — MPOTPOMOMHOBOE  BpeMsl  JOKHO
onpesensThCA 0 Hawata Tepanu npemapatoM HMuemxn®, a Taioke J0CTATOMHO 4acTo B
HAYATbHBIH MEePUOJ JISYEeHHs Ul MCK/IIOUeHHUS 3HAUMTEIbHBIX W3MEHEHHIi 3TOro nokasaress.
Kak Toabko aocruraercs crabwibHbiii mokasarens MHO, ero apanpHeiiliee onpejaeneHue
ClIeYEeT MPOBOANUTH C HHTEPBAIAMH, PEKOMEHIYEeMbIMH U1sl KOHTPO/Is IALMEHTOB, MO/Ty YaromHX
Tepanuio aHTHKoaryjsiHtamu. [Ipu u3meHenun 103b1 npenapara HMuemxu® uam mocie ero
OTMEHBbl TAKKE PEKOMEHAYETCSl pPEryispHOoe H3MepeHHe MpOTPOMOHHOBOrO BpeMeHH. Y
NalUMEHTOB, He NMPUHAMABIINX AHTHKOATY/ISIHTBI, TEPanusi CAMBACTATHHOM He ObL1a CBs3aHa C
BO3HHKHOBEHHMEM KPOBOTEUSHHI HIH H3MEHEHHSIMU TPOTPOMOMHOBOIO BPEMEHH.

[Mpuem 33erumuba (10 Mr 1 pa3s B cyTKH) OAHOBPEMEHHO € BappapHHOM He 0Ka3bIBaT 3HAYHMOro
BAMsIHMS HA GHOJOCTYNMHOCTH BapdapuHa W HA MPOTPOMOUHOBOE BpeMsl Y B3POCIBIX 3A0POBbIX
My*®4HH. B MOCTPEruCTpaLMOHHOM MepHoAe ObLTH mojdyueHs! coodumeHus o0 yBeTHYeHHH
nokazateas MHO y naumeHToB, NPHHUMABIINX OJHOBPEMEHHO 33eTHMHO ¢ BappapuHOM WM
GAYMHAMOHOM (JaHHBIE TMALMEHTHI TAKXKE NPHHUMAIM JAPYrHe JEKapCTBEHHbIE CPEACTBA)
(cm. Ocobble ykaszanus).

Bausinue npumeHenus npenapara Maepkn® Ha IpoTpOMOHHOBOE BPEMsi HE U3y YEHO.
Anmayuosi. OIHOBPEMEHHBI TTPHEM aHTALHAOB CHIDKAET CKOPOCTh BCAChIBAHMS 33 THMHOA, HO
HE OKa3bIBAeT B/IMAHMA Ha ero OHOAOCTYMHOCTb. DTO CHIKEHHE CKOPOCTH BCACBIBAHMS HE

paccMaTpuBaeTCs KaK KIHHUYECKH 3HAYUMOE.
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Jpyeue eudsi e3aumooeiicmeus

Cok rpeiindpyTa COACPKAT 0AHH HIH G0/1ee KOMIIOHEHTOB, KOTOPbIE HHIHOHPYIOT H30(pepMeHT
CYP3A4 u MOIVT TOBBICHTH KOHUGHTPAIMIO B  IM1asMe  KPOBH  [Ipenaparos,
meraGomsupyrommxest uzodepventom CYP3A4. TIpu ynorpeGienun coka B OOBIMHOM
konnuectre (1 ctakan 250 M1 B aeHb) 3T0T 3ddekT MuHUMATbHBIH (HaOMI01aeTCA VBeIHYEeHHE
akTHBHOCTH HHrHOHTOpoB I'MI'-KoA-peaykrassi Ha 13% npu ouenke no snauennio AUC) u He
uMeeT KaMHHueckoro sHauenus. Oxnaxo ynorpebienne coka rpeiindpyra B 6oabmmx odbemax
3HAYMTETLHO MOBBIMAET akTHBHOCTh WHrHOuTopoB I'MI-KoA-peaykrasel B niasve kposd. B
CBSI3M € 3THM HE00X0auMo u3berars viiorpedieHus coka rpeindpyTa npH TEpanuM npenaparoM
Huenkn® (em. Ocobbie ykasanus, Muonamus/Paéoomuonus).

Ocolbie ykazanus

[Ipn ommHOBpeMeHHOM npuMeHeHun mnpenapata Muexxn®™ u  ¢denopubpara HeoOXOIMMO
CIeI0BATh MHCTPYKIMH MO NMPHMEHEHHIO Ha3HaueHHoro peHodubpara.
Muonamus/Paboomuonus

CuMBACTaTHH, KAK M APYIHE CTATHHbI, MOXET BbI3bIBaTh MHOMATHIO. KOTOPAs MpOSBISETCS B
BHJIE MbIIEUHON 00sn, 0O0Je3HEHHOCTH WM C1abOCTH M COMPOBOXKIAETCH IMOBbILEHHEM
axruHOCTH K®K (6os1ee uem B 10 pa3 seime BI'H). Muonarusi Moxker nposisasthesi B hopme
pabaomuoansa, HHOrAa COMPOBOKAAIOLIET OCs BTOPUYHOMH OCTpOH MOYeYHOH
HEIOCTATOYHOCTBIO, 00VCI0BISHHONH MuoraoOHHYpHel. B peakux cayuadx Hadmojancs
NeTanbHbii HCX0. PHCK pasBUTHS MHOIMATHH YBEIHUMBACTCS MPH MOBBIIIEHUH KOHIICHTPALIHH B
niasMe KpoBM BellecTs, o0sagaroumx HHrubupyoommM aeiicteuem B oTHomenun ['MI-KoA-
peavkrasbl (T.€. [pH MOBBILICHHH KOHIEHTPALMH CHMBACTaTHHA M T'HAPOKCHKHC/IOTHI
CHUMBACTATHHA B TUTA3M€ KpPOBHM), KOTOPOE., B YaCTHOCTH, MOXeT ObiTb BbI3BAHO
B3aUMOJEICTBHEM C JIEKAPCTBEHHBIMH CPEACTBAMH, KOTOPbIE MOIYT OKa3biBaTh BJIMSHHE Ha
MeraboM3M CHMBACTarWHa W/uiM  TpaHcnoptepsl  (cM. B3auMmogeiictBue ¢ ApYIHMH
NeKapCTBEHHbIMH CcpeacTBavu). DakTopsl PHCKA PA3BUTHS MHONATHH BKIKUAKT MOXKWIOH
BO3pacT (65 1er u crapuie), jKeHCKHH 10, HEKOHTPOJIMPYEMbli TI'MIIOTHPEO3 W HapylIeHHe
(YHKLMH MOYeK.

Kak u upu jevenun apyramu uuruburopamn I'MI'-KoA-peaykrassl pHCK pasBHTHSA
MHONATHEA/Pa6A0OMHO/IH3A 3ABHCHT OT 103l CHMBACTATHHA. B KIMHHYECKUX HCCACIO0BAHMSAN
(MeMaHa AIMTETbHOCTH HaOm0aeHHs 4 roJa) 4acToTa pasBUTHS MHONATHH MPH MPHMEHEHHH
cumBactatnHa B Jo3ax 20, 40 m 80 wmr B cytku cocramiia 0,03%, 0,08% u 0.61%
COOTBETCTBEHHO. B  3THX MCCI€A0BAHMSX MALMEHThl HAXOJWIWCh [MOJ  TLIATEIbHBIM
Ha0m0aeHreM, a psij npenaparoB, KOTOPbIe MOTYT B3aMMOJESHCTBOBATH ¢ CHMBACTAaTHHOM, He

MPHMEHSICSL.
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B KIMHHYECKOM HCCIEA0BAHWH, B KOTOPOM MNAUMEHTbl ¢ MHOAPKTOM MHOKAapAa B aHAMHese
NPHHHMATH CHMBACTATHH B 103¢ 80 Mr B CyTKH (MEIMaHa VTUTEILHOCTH HabmoaeHus 6,7 roja),
yacTOTA PasBUTHS MHONaTuM cocraBiaa npumepro 1.0%, a y nNaumeHToB, NPHHUMABIINX
cumBactatnH B ja03e 20 mr B cyTtku, — 0,02%. IlpumepHO MOIOBHHA CIyyaeB pPasBUTHS
MHOTATHH Obl1a 3aperMcTPUpOBaHa B TEUYSHHE MepBOro roja JeueHus. Yacrora pasBuTHS
MHOINATHH B TEYEHHE KaXKI0r0 CAEAYIIEro roja Jje4yeHus cocrasisia npumepHo 0,1%.

Y nauMeHToB, MPUHUMAIOMWMX CHMBACTATHH B 103¢ 80 MI B CYTKM, PHCK PasBUTHsS MHOMATHH
BbIIE, 4YeM TPH MPHMEHEHHWH JPYTUX CTATHHOB, BBI3BIBAKOIIMX COMOCTABUMOE CHIDKSHHE
xonuentpaunn XC JIMHIT. Caenosarensho, npenapar Unemku® B 103e 80 Mr+10 Mr B cyTkH
CJE/yeT HA3HAYATH TOIBKO MALMEHTaM C BBICOKHM PHCKOM CepIeYHO-COCY AMCTHIX OC/I0KHEHHIT,
V KOTOpPBIX Tepanmus mperiaparoM B 0o/jee HH3KHX 103aX HE MO3BOJWIA JAOCTHYBL JKeJIaeMoro
TepanesTHueckoro 3Qdekra, a npeanonaraemas 1noab3a JEYSHUS MPEBOCXOAMT BO3MOXKHBIH
puck. Ecam maumenty, npunumatomemy npenapar Muemwku® B 103e 80 mr+10 mr, tpebyercs
JlevueHue APYTHM MpEenaparoM, KOTOPbIi MOKET B3auMojeiicTBoBaTh ¢ mpenaparom HMuemiku®,
HeoOXOaMMO CHM3MTH 103y npenapara Muepkn® wiM Ha3HAuuMTh KOMOMHAIMIO 33eTHMHOA €
JAPYTUM CTATHHOM, OOJaafolWM MEHBLUIMM IOTEHLHAIOM K BO3MOXHOMY JISKAPCTBEHHOMY
s3aumozeiicTeHio (cm. ITpotusonokasanus; Crioco® npuMeHeHHs u 103b1).

Bce nanHeHThbI, KOTOPbIE HAYHHAIT Tepanuio npenaparom Wnerkn”, a TaKKe NANHEHTHI,
KOTOPbIM HeoGX0AHMO YBEJHYHTH 03y mpenapara, A0/KHbI ObITh NpeaynpexieHb! o
BO3MOKHOCTH BO3HHKHOBEHHS MHONATHH H NPOHH(POPMHPOBAHBLI 0 HEOOXOAHMOCTH
He3AMEAIHTEILHOr0 ofpamendast K Bpadyy B CIy4yae BO3ZHHKHOBEHHS JHOObIX
He0ObACHHMBIX MbIMeunbIX 6oseli, 60/1e3HEHHOCTH B MBIIINAX HJIH MblIe4HOH c1abocTh.
Tepanus npenaparom MUnexxku®™ 10/:kHa GbITh HEMEAICHHO NPEKPaLIEHA, €C/TH MHONATHSA
M0X03PEBAETCH H/IH AHArHOCTHPOBAHA, Hannune BbiluSNepeuHCISHHBIX CHMITOMOB H Oolee
uem 10-kparnoe no cpasHennio ¢ BI'H nosbimenne aktuHocTH K@K vkasbiBalOT Ha Hainume
muonaTHi, B GOBLIMHCTBE CyYaeB Moc/ie HEMEIEHHOrO NPEKPALLEHHUSs! TPUEMa CHMBACTaTHHA
CHMIITOMBI MHONATHH paspeiuaiTes, a aktHBHOCTh KK cHmkaercs (cm. IToGounoe aelicTeue).
Y nNauMeHTOB, HAYMHAIOUIMX NpHHEMaTe npenmapar Muemkn® wim  nepexoasmmx  Ha
MOBBLILIEHHBIE J03bl Mpernapara, LenecooOpas’HO MepHOAMYECKOe ONpeAeIeHHe AaKTHBHOCTH
K®K, 0aHako OHO He rapaHTHPYeT Npe0TBPALICHNUS PA3BUTH MHOMATHH.

MHOrue namMeHThl, MepeHecine pabaoMHOIN3 BO BpeMs TEepanud CHMBACTATHHOM, HMEIH
OC/IOKHEHHBIH aHAMHE3, B TOM uMC/Ie HapyiieHue (QYyHKLMM NOoYeK. Kak MpaBuio, BCIEACTBHE
caxapuoro auabera. Takue mauueHTsl TPeOYIOT 001€€ TIATEALHOro HAl/II0 AEHHS.

Teparmus npenaparom Muemxu® nomkHa ObITh BPEMEHHO NMPEKPAIICHA 32 HECKOIBKO AHEH 10

BBINOJHEHUST 0OIbIINX XHPYPru4eCKMX BMELIATEIbCTB, a TaKKe B noc/jieonepatioOHHOM
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nepuoae.

B kunuueckom uccaenopannn IMPROVE-IT 18144 nauuenrta ¢ MBC Ol paHI0MHA3HPOBAHEI
u npuauMaTn npenapar Muewku® B g03e 40 Mr+10 mr exeanesno (n=9067) nin CHMBACTaTHH
B 103e 40 Mr exexreBHo (n=9077) (MeaMaHa ATHTEILHOCTH HAOII0AEHMs COCTaBHIa 6 7eT).
Yacrora passutus Muonatuu coctasuaa 0,2% B rpynne nayHeHTOB, MPHHHMABLIKX Mpenapar
Uueaxu®, u 0,1% B rpynme nauWeHTOB, NPHHMMABLIMX CHMBACTATHH, TIJ€ MHONATHS
ompeensiack Kak  HEOOBSCHMMAs — MbluieuHas  c1abocTh WA MbuueuHas  Gomb,
COMpoBOXKAAKOmAsics nosbimeHnem aktueHocTH KOK He menee uem B 10 pas sbie BI'H uin
ABYMS TIOCIENOBATEIbHBIMK MOBbILeHHsIMH akTiBHOCTH K®K ot 5 10 10 pa3 seuue BI'H.
Yacrora passurusi pabGaomuonmsa cocrasuia 0.1% B rpynne MauMeHTOB, NPHHUMABIIMX
npenapar Muempxu® u 0.2% B rpynme NaUMEHTOB, NPHHHMABIIMX CHMBACTATHH, Tae
pabaoMHOTH3 ONMpeAensics Kak HeoObsCHHMas MblieyHas C€1a00CTh WIH MbILUIEYHAs 00.1b,
CONpOoBOXKAAKOMIAsCs nosbiieHuem aktuBHocTH K®K ne menee uem B 10 pa3 seuue BI'H ¢
NpU3HAKAMH HApyWeHus (VHKIHM ToveK, AByMs MOCIEI0BATE/IbHBIMH  MOBBIIISHHIMH
axtieHocTH K®K ot 5 10 10 pa3 enue BI'H ¢ npusHakavn HapyweHus: QyHKUHM MOYEK, WIH
axtuBHocThio K®K He menee 10000 ME/ma 6e3 mpu3HakoB HapyleHHs! (QVHKLUHMH TOYEK
(cm. ToBounoe aelicTBHE).

B kiuHnueckoM uccnenoBanun naumentsl ¢ XBIT npunumamu npenapar Wuemku® B 103
20 Mr+10 mMr B cytkn (n=4650) win nanebo (n=4620) (MeanaHa LTHTEILHOCTH HaO/r0AeHHs
4.9 rona). Yacrora passutHs Muonaruu/padaomuonusa cocrasuaa 0.2% B rpynie mauHeHToB,
npuanMasnx npenapat Muewku®, u 0,1% B rpynne naiUeHToR, MPHHUMABIINX TL1aedo.

B KIMHMYECKOM MCC/IEIOBAHHH, B KOTOPOM TMALMEHThI C BLICOKHM PHCKOM Pa3sBHTHS CEPACUHO-
cocyaMCThIX 3a00/€BaHMN TIPUHUMATH CHMBACTaTHH B 1o03e 40 Mr 1pa3 B cyTku (MeanaHa
UTHTETLHOCTH HaOmoaeHus 3.9 roga), 4acrora pasBUTHs MuonartHu Obuia TPHOAH3HTEIBHO
0,24% cpeau MAUMEHTOB KHTAMCKOH HauuoHaTbHOCTH (n=5468) u 0.05% cpeau nauueHTOB
Apyroii HaumoHaabHOCTH (n=7367). HecmoTpa Ha TO, 4YTO B JaHHOM KIMHHYECKOM
MCCE0BAHHH EAMHCTBEHHBIMH MPEACTABHTEISIMH MOHIOJIOMIHOH packl ObUTH MAUHEHThI
KHUTANCKOH HALMOHAIBHOCTH, HeoOX0auMo cobmi0aaTh OCTOPOKHOCTL IPH  HA3HAY€HHH
CHMMBACTATHHA MALMEHTaM MOHIOJIOM/IHOM pachl, B YaCTHOCTH HA3HAYaTh €ro B HU3KHX 103aX.
IMockoneky mpenapat Mpeaxu®  COAEPXKHT  CHMBACTATHH, PHCK  Pa3BHTHS
MHONATHH/Pal/IOMHO/IH3A YBEJHYHBACTCH NPH OAHOBPEMEHHOM NPHMEHEHHHM npenapara
Uuenxu® co cIeAyIOMHEMH 1eKAPCTBEHHLIMH CPeACTBAMH:

[IpomusonoKazantble KOMOUHQYUU N1eKAPCIMBEHHbIX CPEOCME

o Mownvie unzudumoper usogepmenma CYP3A4. ConyTCTByIOIIAs Tepanus MOLIHBIMH

unruburopamu  msopepmenra CYP3A4 B TepameBTHUecKMX Jo3ax  (Hampumep,
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HTPAKOHA30/10M, KETOKOHA30/10M, N03AKOHA30/10M, BOPHKOHA30/10M, 3PHTPOMHIHHOM,
K/JIAPHTPOMHIIHHOM, TEJHTPOMHIHHOM, HHrubuTopamu nporeashbl BUY,
fouenpesHpoM, TeJanpeBHPOM, He(A30A0HOM HIH NpPENapaTamMH, COACPKAUHMH
KoGmumceTaT) nporusonokasaHa, Ecan m30exkarh KPATKOBPEMEHHOIO JICUEHHS MOUIHBIMH
unruburopamu usopepmenta CYP3A4 Henb3s, Tepanui npenaparoM HUuempku® creayer
npekpaTHTh Ha mepuox ux mnpuveHenus (cm. [Iporusonokasanus. Bsanmozelictene ¢
APYTHMH JI€KAPCTBEHHBIMH CPEACTBAMH).

lemgpubposun,  yuxrocnopun — unu  Oanasor.  OJHOBPEMEHHOE — MPHMEHEHHE  3THX
JAeKapCTBEHHBIX CpPeACTB c npenaparom HUuemxu® NPOTHBONOKA3aHO
(cm. IMporusonokasanus:. BzanmoaeiicTBHe ¢ APYTHMH J1€KAPCTBEHHBIMH CPEJACTBAMH).

JIpveue nexkapcmeennvle cpeocmea

@enoghubpam. B KITHHHYECKOM HCCTEI0BAHHH, B KOTOpOM 183 naumenTa npHHHMATH
npenapat Huexmu® B 103e 20 mr+10 mr oxnoBpemenno ¢ penodudéparom 160 mr 1 pas 8
CYTKH B Teuenue 12 meaenb, He HAGMOAANOCH CIy9aeB pPa3BHTHA MHONATHH.
OnHoBpeMeHHOE npuveHenne mnpenapara HMuemkn™ B go3e Goasme 20 mr+10 mr u
denopubpara Gonpiwe 160 Mr B cyTku He msyuanocs. Cieayer cobaw01are OCTOPOKHOCTE
npu HasHaueHun npenapara Muenxn® B komOunaumu ¢ denopubparom, MOCKOIBKY
denodubpar MOXKeT BbLI3BIBATL PA3BHTHE MHONATHM MNpPH MOHOTepamuu. B apyrom
12-He1eIbHOM  KJIMHHYECKOM HCCNEAOBaHHH, B KOTOpOM 411 nmaimeHToB IMPHHAMAIH
cuMBacratu B j03e 20 mr u ¢penodubpar B a03e 160 Mr B cyTKH, Takoke Habmwoaanack
Xopomiasi MepeHOCHMOCTb KOMOMHHPOBAHHON Tepanuu. B ciyuae noao3peHus Ha pasBHTHE
JKeTIHOKAMEHHON GO/le3HH NpH OJHOBPEMEHHOM NpHMeHeHnH rnpenapara HMuemku® u
denodubpara nokasaHbl MPOBEISHHE HCCICAOBAHMS JKETUYHOTO My3bIpd H Ha3HAUEHHE
ATBTEPHATUBHOTO THMOIHIMHIEMHYECKOro J€4eHHs (CM. HHCTPYKUHMIO MO MEIHIMHCKOMY
npumenenuio penodubdpara).

Jlpveue  ubpamer.  BezonacHOCTe M 3QPEKTHBHOCTL OJAHOBPEMEHHOrO MPHMCHEHHS
npenapara Muemku® u ¢ubparos, 3a uckiaouennem penopubpara, ve usyuenst. [losaTomy
neobxoaumo m3berars OJHOBpeMEHHOro mpHMenenns npenapata HWmexxn® u
¢ubparos, 3a nckaodennem ¢penopubpara. OanoBpemennoe npuMeHeHHe npenapara
Nnexxn® n rempubpoznna nporasonokaszano (cMm. [Tpornsonokasanus).

Avuooapon. Y nanmenTos, NPHHHMAIIIHX AMHOAAPOH, 103a npenapara Muerxn” ne
poaxHA npespmmars 20mr+10mr B cyTkH  (cM. BsammogeicTtBue € APYrHMH
JIEKAPCTBEHHBIMU CPEICTBAMH).

Brokamoper  «MEOAEHHbIX»  Kalbyueeblx — kananoe. Bepamammi, JHITHA3EM  HJIH

AMJIOAMNHH: Y [NANHEHTOB, NPHHHMAKIIHX BepanaMuia HIH AHJITHA3EeM, A03a
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npenapata Wwexxn® we jokma  npespimars 20 mr+10Mr B CYTKH
(cm. B3anmoieiicTBHE C APYTHMH JTEKAPCTBEHHBIMH CPEACTBAMM).

Jlomumanuo. Y DANHEATOB € TOMO3HIOTHOH CeMeHHOH rHuepxo/ecTepHHeMHeH,
NPHHHMAKAX JOMHTANKA, A03a Npenapara Wnerku® He J0KHA NpeBbIATH
40 mr+10 mr B cyTku (cvm. B3aumozaeiicTeue ¢ APYTHMH 1eKapCTBEHHBIMH CPEACTBAMH).
Vmepennvie uneubumopst usogpepmenma CYP3A4. Ilpy OJHOBPEMEHHOM TMPHMEHEHHH
7eKAPCTBEHHBIX CPEACTB, 001aJaoIHX YMEPEeHHON HWHrUOMpYIOLEeH aKTHBHOCTBIO B
otHomennu usodpepmenta CYP3A4, u cuMBacTaruHa (BXOAMT B COCTaB mpenapara
Uuepxu®), ocobenHo B 00ee BBICOKMX 033X, MOKET TMOBBICHTHCA PHCK pPasBUTHS
vonatun. [IpH OJHOBpPeMEHHOM mpHMEHeHHWH mnpenapara HMuewkn® ¢ yMepeHHbIMH
unruburopamu usopepmenra CYP3A4 moxer notpeboBaTbCs KOPPEKLs 103kl Mpenapara
Huepxu®™.

Huzubumopsr Heaka ycmouyueocmu paka monounoi ceaesvt (BCRP). Oanospementoe
npuMeHenHe cumpactatuna U uuruduropos BCRP (wanpumep. 316acBipa u rpasonpesupa)
MOKET MPHBECTH K VBEIHYSHHK) TUIA3MEHHOH KOHIIEHTPALHH CHMBACTATHHA U [OBBILICHHIO
pHCKA Pa3BUTHS MHOMATHH, MO3TOMY MOXeT moTpedoBaThbCs KOPpPEeKuusi A03bl nperiapara
Muexxn®. HecMOTps Ha TO, YTO OHOBPEMEHHOE NPUMEHEHHe CHMBACTATHHA C 310aCBHPOM
W IPasoONpeBHPOM HE M3yuaioCh, /1i TMALUMEHTOB, MoMydqaomux mnpenapar Huemwku®
OZHOBPEMEHHO € MpernaparaMu, CoAepKaHMH 10aCBHpP WIH IPa3onpeBup, A03a npenapara
Huekn® ne nomkHa npesbiuars 20 Mr+10 Mr B cytkn (cM. B3aumoneiicteie ¢ ApyruMu
JIEKAPCTBEHHbIMH CPEACTBAMM).

®dysuoosas kucioma. OIHOBpeMEHHOE NpHMEHeHHe (y3ua0BOH KHMCIOTBI M Tpenapara
HUuekn® MOKET MOBBICHTH PHCK pasBuTusi Muonmatun (cM. B3aumoaeHcTBue ¢ ApYyruMH
JIEKAPCTBEHHBIMH cpeacTBaMH). He pekoMeHayeTcs 0IHOBPEMEHHOe NPUMEHEHHE npenapara
Uuemxu® u Qy3uaosoii kucaoTel. Ecnu npuMeHeHue CHCTeMHBIX npernaparoB (y3HI0BO#
KHCJI0ThI HeoOXoaumo, npenapar Muexu® gomken ObITh OTMEHEH HA MEepUOJ] MPOBEAEHHS
NaHHO Tepanuu. B MCKIIOUMTENbHBIX CIVHasX, KOrjaa HeoOXoauma AIMTEIbHAs Teparvs
CHCTEMHBIMH TpenaparaMy, coAepxkaiuvy (Qy3HI0BYI0 KHCIOTY. HAmpUMep Ans JedeHHs
TSOKEIBIX MHDEKLUMI, BO3MOKHOCTh OJHOBPEMEHHOrO npumeHenus nperapara Huewku® u
Gy3ua0BOM KHCIOTBI JO/DKHA PAcCMATPUBATBCH HHIAMBHAYAJIbHO B KAXAOM OTATBHOM
cayyac u KOM6HHHpOBaHHaSI Tepanus J0KHA ITPOBOAHTLCS noa TmareJbHbIM MEAHLHWUHCKHUM
Ha010 1eHHeM.

Huxomunoeas kucioma (6 JAunUOCHUNCaloujux oo3zax — Hne menee 12/cym). TIlpu
0/IHOBPEMEHHOM TIPHMEHEHHH CHMBACTATHHA H HUKOTHHOBOM KHC/IOThI B JTHITHICHHKAIOUINX

no3ax (He Menee | r/cyT) ommcaHbl Cciayuad passBuTHs MuonaTtum/pabaomuonuza. B
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KIHHHYECKOM HCCIeA0BaHuH (MeauaHa ATuTensHOCTH HabmoaeHus 3.9 roaa) ¢ yyacTHeM
MALMEHTOB C BBICOKHM PHCKOM  CEpPAEYHO-COCYAMCTHIX  3aDO07eBaHMH W XOpOLIO
kouTponupyemoii kouuentpammeit XC-JIIHIT ¢ npuMeHeHueMm cuMBacTatHHa B 03¢
40 mr/cyt ¢ win 6e3 aszermvmba 10 Mr ObL10 MOKAa3aHO OTCYTCTBHE JOMOJTHHTEILHOIO
MOMOKHTETbHOTO  3(@deKTa Ha HCXOAbl  CEePACHYHO-COCYMCTBIX  3a0o0/eBaHuii  NpH
OJTHOBPEMEHHOM MPHMEHEHHH HUKOTHHOBOI1 KHC/IOTHI B THITHACHIKAIOWIMX 032X (He MeHee
1 r/cyt). Takum oOpa3oM, NMPeUMymecTBO OJAHOBPEMEHHOIO NPHMEHEHHs CHMBACTaTHHA C
HUKOTHHOBOI KHCIOTOH B JHMMICHWKAOWMX 103ax (He meHee 1 r1/cyT) J0MKHO ObITh
TILATEIBHO B3BELIEHO OTHOCHTEIBHO MOTEHUHATBHBIX PHCKOB KOMOMHHPOBAHHOH TEepaNHH.
Kpome TOro, B JaHHOM HCCACIOBAHMH YacTOTA pA3BMTHA MHOMATHH  COCTAaBWIA
npubausurensio 0,24% cpeam NaUMeHTOB KHTAWCKOH HALMOHATBHOCTH MpH  MpHEMe
CHMBACTaTHHA B A03¢ 40 Mr wam cuMBacTaTuHa/a3eTumuba B 103e 40/10 Mr no CpaBHEHHIO C
1,24% cpeau NAMEHTOB KHTANHCKOH HALMOHATBLHOCTH MPH NpHEeMe CHMBACTaTHHA B 103€
40 Mr  wam  cumBacratuHa/dsernmuba B go3e 40/10 Mr ogHOBpeMeHHO ¢
JAPOTHNIPAHTOM/HUKOTHHOBOI KHCIOTOH 3aMeTeHHOro BhICBOOOMAeHUst B 103¢ 40 Mr/2 T,
Hecmorpst HA TO, YTO B JAHHOM KJIHHHYECKOM HCC/IEA0BAHHH €AHHCTBEHHbIMH
NpeACTABHTEIAMH MOHTOJIOHAHOH Pachl ObLIH NANHEHTHI KHTANHCKOH HAHOHATLHOCTH,
He PeKOMEHIYeTcs OAHOBpeMeHHoe npumenenne npenapara Hueaxn™ ¢ HHKOTHHOBOH
KHCJ0TOH B JIHNAACHHAKAIOMHX 103aX (He MeHee 1r1/CyT) y NAHEHTOB MOHIOJIOHHOMH
pachbl, MOCKOJIbLKY 4ACTOTA pPA3BHTHA MHONATHH Bbille Y NANHENTOB KHTAHCKOMH
HANHOHAILHOCTH, Y€M y NANHEHTOB APYrHX HANHOHANbLHOCTeH (cM. B3aumozaeiicteue ¢
JPYTHMH JIEKapPCTBEHHBIMH CPEACTBAMH).

o Jlanmoxuyun. Tlpu oaHoBpemeHHOM mnpumeHeHnn uuruOuTopos I'MI-KoA-peayvkrasel u
JAnTOMHUMHA ObITM MOIVYEHBI COODIMIEHHS O PA3sBHTHH MHONATHH W/MaHM pabaomuonm3a.
Cneaver cobmoaare OCTOPOKHOCTL MpH HasHaueHun uHruOuropos I'MI-KoA-peaykrassl
OJIHOBPEMEHHO C JanTOMULMHHOM, T.K. 11000 M3 3THX areHTOB MpH MPHMEHSHHH MO
OTASTBHOCTH MOET BbI3bIBATHL MHONAaTHO Wuin padaommonns. Caenyer paccMOTpeTh
BONPOC © BPEMEHHOI NpPUOCTAHOBKE NpUMEHEHMs npenapara Muemku®™ y nNaLMeHToB,
NPHHUMAKIINX  JAanTOMHIHH (oM. BdamMoaeiicTBHe ¢ APYIPHMH  JIeKapPCTBEHHbIMH
CpeACTBaMH).

o Henpamsie anmuxoazyranmel. TIpn 0JHOBpeMEHHOM npuMeHeHnn npenapara HMuemxn® ¢
HEMPAMBIMH  AHTHKOAryJsHTaMu, Biiouas Bapdapus i QIyMHIMOH, HEOOXOAMMO
TIIATEIbHO  KOHTpOnuposats 3Hauenus MHO (oM. BzaumopeicTBue ¢ ApyruMH

JIEKAPCTBEHHBIMH CPEACTBAMH).
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Depmenmesi neveHu

B KIMHMYECKHMX HMCCIEJOBAHHSX OJHOBPEMEHHOrO MPHMEHEHHS J3eTHMHMOa M CHMBACTaTHHA
HABT101Q7T0Ch TTIOCTENEHHOE MOBBIICHHE aKTHBHOCTH «MIEYEHOYHBIX» TpaHcamMuHa3 (Donee yem B
3 pasa eeiie BI'H) (cm. IToGouHoe aeficTBHE).

B kiunnyeckom uccaeaosanun IMPROVE-IT 18144 naupwenta ¢ UBC GbLn paH10MH3HPOBAHbI
u npunumanu npenapar Muemku® B g03e 40 Mr+10 mr exeanesHo (n=9067) nin cHMBACTaTHH
B n03e 40 Mr exemHeBHo (n=9077) (MeauaHa ATMTEILHOCTH HAO/IK0OJAEHMs cocTaBuia 6 Jer).
YacToTa MOCTENeHHOro MOBbIIEHNS AKTHBHOCTH «MEYEHOYHBIX» TPAHCAMHHA3 (HE MEHee YeM B
3 pasa Beie BI'H) Obiia 2.5% B rpynmne nauMeHTOB, NMPUHAMABIINX Mpenapar Unepkn®, u
2.3% B rpynmne nauMeHToB, npuHUMAaBIIuX cumMBacTaTHH (cM. [ToGousoe aelicTsie).

B xiuHMuYecKoM HccaenoBanud maupeHts ¢ XBIT npunuvanm npenmapar Huemxu®™ B 103e
20 Mr+10 mr B cytku (n=4650) uam naauebo (n=4620) (MeaHaHa LTHTEIBHOCTH HAOIKACHMSI
4.9 roxa). YacTora MOCTENEHHOrO NOBBIMIEHUS aKTHBHOCTH «II€Y€HOUHBIX» TpaHcamuHas (Gosee
gem B 3 pasa bime BI'H) Gbita 0.7% B rpynne nauMeHTos, NpUHHMABWKX npernapar Huemkn®,
u 0,6% B rpymnmne nauHeHToB, npuHuMaBnx mwiauedo (cM. ITobounoe aelicTue).

[Tepea HauatoM JIGUSHHs, a 3aTeéM B COOTBETCTBHH C KIMHMYECKHMH IMOKA3aHHsIMH BCEM
NAIMeHTaM PEeKOMEHAVeTCs MPOBOAMTH HccaeaoBaHue (yHkumu neueHu. Ilaumenrtam, y
KOTOPBIX TLTAHMPYETCs MOBBICHTH 103y npenapara Muemxu® 10 80 Mr+10 Mr B CyTKH, caeayer
MPOBOAMTHL JIOMOMHHTENbHBIE MCCIEAOBAHHS (YHKUMH II€UeHH, MNpexiae YeMm MepeiTH K
VKa3aHHOH J03HPOBKE, 3aTeM uepes 3 Mecsla nocjie Hayaaa ee NpPMMEHEHHUs H Jajiee peryaspHo
nosTopsTh (Hanpumep, | pas B noaroga) Ha MPOTsHKEHHM mnepBoro roaa jgeuenus. OcoGoe
BHUMAHHE CJIEAYET VIENSTh MalMeHTaM C TIOBBIIIEHHOH AaKTHBHOCTBK) «IIEYCHOYHBIX»
TPAHCAMHHA3. DTHM MauMeHTaM HeoOXOAMMO MOBTOPHTH HCCeN0BaHMs (YHKIMH TEYeHH B
Onmkaiiniee BpeMsi W B MOCJIEAVIOIIEM MPOBOANTE PEryJspHO A0 HOPMATH3ALWH AKTHBHOCTH
«MEYEHOYHBIX» TPaHCaMMHA3. B Tex cyyasx, KOrja akTMBHOCTb «TEY€HOYHBIX» TPAaHCAMHHA3
Hapacraer, ocobeHHo npu ycroiuuBoM mnpesbiienuH BI'H B 3 pasa, npenapar crexyer
orMenuTb. [Tpuumnoi noBsiweHuss aktuBHoctH AJIT moker ObITh TMOBPEXKISHHE MBILIL,
nosromy poct aktusHoctd AJIT u KOK moskeT ykaspiBaTh Ha paspaTHe Muonaruu (cm. Ocobbie
ykaszauus. Muonamus/Paboomuonus).

BbUTH MOJyYeHbl PeAKHE MOCTPErHCTPALMOHHBIE COOOMEHNHS O (aTadbHBIX M HehaTaIbHBIX
CIyuasX Pa3BUTHS MEYEHOYHOM HeJOCTATOUHOCTH Y MALMEHTOB, IPUHUMAIOIINX CTATHHBL, B TOM
upcne cumBactaTHH. Ecam npu aeuenud npenaparom Huemku®  pasBuBaercs TsKen10e
NOPAXKEHHE TMEUEHH C KJIHHHYECKMMH CHMOTOMAMH M/HIH runepOuaupyOuHemueii  wiu
KEATYXOH, HeoOXOAMMO He3aMELTHTENbHO MPeKpaTuTh Tepanuiw. Ecam aApyroi mpHYHHBI

PA3BHTHs JAHHOI MATONOrHH He GBUIO BBISBIEHO, TOBTOPHOE HA3HAYeHue mpenapara Muewku®™
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MPOTHBOMOKA3aHO.

V naumMeHtos, 310yHOTPebAfIOMMX ATKOroNeM, M/WIH NAUMEHTOB C HApymIeHHeM QyHKUHH
neuenn mpenapar Muemkn® cieayer npUMeHsTh C 0CODOH OCTOPOKHOCTBIO. AKTHBHOE
3a001eBaHKe MeYEHH MM HEOOBICHIHMOE MOBBIIIEHHE AKTUBHOCTH «MEUEHOUHbIX)» TPAHCAMHHA3
SIBJISIOTCS TIPOTHBONOKA3AHMAMH K HasHaueHuio npenapara Muemin®.

ITeuenounan nedocmamo4nocb

[TockombKy mocaeacTsus veeanuerHoro snavenns AUC cymMMapHOTo 33eTHMUOa HEH3BECTHBI,
npenapar Muemkn® He pexomensoBan nainentam ¢ ymepenHoii (7-9 6anioe no wkane Yaitia-
[Tbio) wiam Tokenoi (Goaee 9 Gawnos no wkane Yaina-TIbio) CcreneHbld MEYEHOUHOH
HeocTaTouHOCTH (M. dapMakoI0ruuecKie CBOHCTBA, DaApMAKOKUNEMUKA Y OMOCHbHbIX 2pynn
nayuenmoe; [poTuBONoOKasaHus).

Hayuenmst noxcur020 so3pacma

ITockOIbKY NMOXKKION BO3pacT (crapuie 65 j1er) sBaseTcs npeapacrnonaraiomum Gakropom 1s
passuTHsi Muonaruu, npenapar Muemkn® creayer HasHauaTh C OCTOPOXHOCTBIO MALMEHTaM
MOKHIOrO BO3pAcTa. B KIMHMYECKHX HMCCICA0BAHMSAX C YYaCTHEM MALMEHTOB, MPHHHMABIIHX
CHMBAcCTaTHH B 103¢ 80 MI/CyT. NalMeHT B BO3pAcTe crapuie 65 JeT WMEeTH MOBbILISHHbIH PHCK
pa3BUTHS MHOMATHH O CPABHEHHIO C MAlMEHTAMH Maaame 63 Jer.

Bansinne Ha cniocoOHOCTH YIPABJATH TPAHCHIOPTHBIMHE CPEACTBAMH, MEXAHH3MAMH

He npoBoAMIOCH HCCAEA0BaHMil /Ui OLEHKH BIMSHHS Ha CMOCOOHOCTL  YIPABIATH
TPAHCMOPTHBIMH CPEACTBAMH M paboTaTh ¢ MEXAHM3MAaMH, OJHAKO HEKOTOPbIE HEXKEIaTelIbHbIC
peakumu, HAOMIOJABIIMECS TPH MpuMeHeHuu npenapara Muemwku®, MoryT BaMaATh Ha
CnocoBHOCTL  YOPAB/STh TPAHCIOPTHBIMK  CPeACTBaMH W paboTath ¢  MEXaHH3MaMH.
WUnauBuIyanbHAas MepeHocHMocThb niperapara Muenku® moxer BapbupoBatbest (cM. IToGounoe
JeicTBure).

®opma BbINYCKA

Tabaerku 20 mr+10 mr, 40 Mr+10 mMr u 80 Mr+10 mr.

ITo 10 uan 14 Tabnerok B 6auctep u3 nuenku [IBX/Axnap® u Gponsru anoMinHueBoil.

ITo 1, 2, 3, 5 win 10 GamcTEpOB BMECTE ¢ MHCTPY KLUMEH 10 NPHMEHEHHIO B KAPTOHHYIO MAvKy.
VenoBus xpaneHus

Xpanuts npu Temneparype He sbime 25 °C.

XpaHuTh B HEJOCTYIHOM L5 AeTeil MecTe.

Cpox roanocrn

2 roaa.

He NPUMEHSITH Npenapar no UCTeUYeHUWH CpoKa roJHOCTH, YKa3saHHOro Ha YIIaKOBKE.
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YcnoBus oTmycka

OTiycKaoT Mo penenty.

KO paauueckoe JIHI0, HA HMsI KOTOPOr0 BbUIAHO PErHCTPANHOHHOE YA0CTOBEpeHHe
Mepk Llapn u Joym b.B., Huaepaau s

IIpoussoauTenn

ITpouseeoeno:

Mepk lapn u Joym Jlumurea, Coeannennoe Koponescrso
Merck Sharp & Dohme Limited, United Kingdom

Shotton Lane, Cramlington, Northumberland NE23 3JU, United Kingdom
HIH

MC I Uureprawnn ['MEX (Cunranyp Bpany), Cunranyp
MSD International GmbH (Singapore Branch), Singapore
21 Tuas South Avenue 6, Singapore 637766
Boinyckaiowuit Koumpons Kauecmea:

Mepxk [Hapn u [loym b.B.. Huaepaanae:

Merck Sharp & Dohme B.V., the Netherlands

Waarderweg 39. 2031 BN Haarlem, the Netherlands
Iperen3un norpebuTene HanpaBAATL N0 aApecy

000 «MC/1 dapmacblOTHKAICH

yia. Tumypa ®@pynse. 1. 11, crp. |

r. Mocksa, Poceus, 119021

Ten.: (495) 916-71-00

dakc: (495) 916-70-94

Crneuuanuct oraena no pabore
C PervasSTOPHBIMH OpraHaMH

000 «MC /1 ®apMacblOTHKAIC A.B. HBanoa
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