MUHUCTEPCTBO 3JIPABOOXPAHEHMS POCCUMCKON ®EJEPALIMUA
WUHCTPYKUUA
1O MEJULIMHCKOMY TIPUMEHEHHIO JIEKAPCTBEHHOI'O ITPEITAPATA
KAHEH/IPA
PErMCTPALIMOHHBIA HOMEP:
TOProBOE HAMMEHOBAHHUE: KAMEH/IPA
MEXAYHAPO/JIHOE HEINATEHTOBAHHOE WJM T'PYIIIIMPOBOYHOE HAMMEHOBAHME:
CUIIOHUMO/1
JIEKAPCTBEHHASI ®OPMA : TabJIeTKH, OKPBITHIE MJIEHOYHOM 000JI0YKOM
COCTAB:
Heuicmeyiowee eewjecmeo: cunonumona ¢ymapar (cunmoHumon W dymapoBas KHCIIOTA,
cokpuctamn) (Cunonumon) - 0,278 (0,250) mr uau 2,224 (2,000) mr;
8CNOMO2amenbHble 6eujecmea; TaKTO3bl MOHOTH/PAT, LIEJUTI0N03a MUKpoKpucTaindeckas (pH
102), kpocroBU0H (THIT A), rIULEpu 1uOereHar, KpeMHHs THOKCHI KOJUTOUIHBIM;
obonouka naewoynas: obonouka Premix 6enas (MOJUBUHWIIOBBIM  CIIUPT  YaCTHYHO
TMApOIM30BaHHbIN, TUTaHa avokeua (E171), rtanek, neuutun coeBwiii (E322), kamens
KCaHTaHOBas), 06os0uka Premix kpachas (MONMMBUHUIOBBINA CIIMPT YaCTHYHO THAPOJIM30BAHHBIMN,
KpacuTenb okenesa okcua kpacHeid (E172), tanek, neumtuH coeBwiii (E322), kamens
KCaHTaHOBasA), 015 003uposku 0,25 me: obonouka Premix uepnas (NOJMBUHHIOBBIA CIHPT
YaCTUYHO T'M/IPOJIM30BAHHBIN, KPacUTENb XKelle3a okcu yepHsblid (E172), Tanbk, JIEUMTHH COeBBIN
(E322), xamenp kcaHTaHOBAs), 011 003uposku 2 me: 06004Ka Premix scenmas (NOJTUBUHUIOBBIH
CIMPT YaCTUYHO T'MPOJM30BAHHBIN, KpacuTellb xkene3a okcun xenteiid (E172), Tanek, jeuurud
coebiit (E322), kameap KcaHTaHOBas).
OINUCAHHUE:
Hosuposxa 0,25 me: Kpyriible, ABOSKOBBINYK/IbIE TaOIETKH, MOKPHITHIE TIEHOYHOM 000I0YKOM
CBETJIO-KPACHOIO LIBETA, CO CKOLIEHHBIMU KpasiMH, 0e3 pUcCKH, ¢ rpaBupoBKoil «T» Ha oaHOlM
CTOPOHE U by - na JpYroi.
Hosupoexa 2 m2: Kpyrible, JABOSKOBBIMYK/ble TaOJETKH, MOKPHITbIE ILUIEHOYHOH 000/104YKOM
CBETJIO-XKE/TOr0 LBETa, CO CKOLIEHHBIMHU KpasiMu, 0e3 pucku, ¢ rpaBupoBkoit «ll» Ha omHoi
CTOPOHE U «b» - na JIpYTOH.
DAPMAKOTEPANIEBTHYECKASI TPVIIIA: HMMYHOJENpPECCUBHOE CpeicTBO. CpeacTtso s

JICHYCHHSI paCCEeAHHOI0O CKJIEpO3a.

Kog ATX: LO4AA42

DAPMAKOJIOTUMYECKUE CBONCTBA
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Dapmakoounamuka

Mexanuzm oeticmeus

CuUnoHUMOJ SIBJISIETCS MOJYJIATOPOM pelientopa chuHrosus-1-gpocgara (S1P). On cenekTuBHO
CBSI3bIBAETCS ¢ ABYMsI M3 MATH TUMOB peuientopoB S1P, conpsokennsix ¢ G-6enkom (G-protein-
coupled receptors, GPCR), a umenno S1P; u S1Ps. Beictynas kak ¢yHKIMOHAIbHbBIA AHTarOHUCT
peuentopoB S1P; Ha nmoBepXHOCTH AMMEAOLMTOB, CUIIOHMMOJ MPEMATCTBYET HUX BBIXOAY W3
numMdaTUYEeCKUX y3J0B. DTO TMPUBOAMT K CHIDKEHHIO peudpKynsiuud T-numdouutor B
ueHTpanpHyto HepBHyto cuctemy (LIHC) wu, Ttakum oOpa3om, OrpaHuuMBaeT pa3BUTHE
LeHTpaJbHOTO BocmaieHus. CUIIOHMMOJ He OKa3biBaeT BiIUsiHUA Ha 3¢ dexTopHble T-kiaeTku
naMATH B nepudepryeckix TKaHsX U KPOBU U HE HapyllaeT aKTUBALMIO TUM(OLUTOB.
CUNOHUMOJ, IerKO MPOHUKAET Yepe3 reMarosHuedanueckuii Gapeep.

B uccnenoBaHusX y XHUBOTHBIX MMOKa3aHO MpsIMOE J€HCTBHE CUIIOHMMOJA Ha HEPBHBIE KJIETKH
nyteM Bo3aeicTBus Ha S1P; Ha actpouurax u S1Ps Ha onuroaenapouurax. Ha MpitmuHo# Mmoaenu
HKCTIIEPUMEHTAILHOTO ayTOUMMYHHOT'O sHIeatomuenura NoKa3aH npsMon
HEHpPONpPOTEKTOPHBIHM 3(PEKT CUOHMMO/A MPH €ro LEHTPATbHOM BBEACHUH (IIyTeM UH)Y3Uil B
KEeJyJJOYKOBYIO CUCTEMY I'OJIOBHOTO MO3r'a), HE 3aBUCSILLIHI OT €ro BIUSHHS Ha JIUM(OLUTHI.
Knunuueckasn >¢pgpexmusrocme

DddexTHBHOCTE cHNOHMMOA Obla MpoJeMOHCTpUpoBaHa B uccaenoBanuu Il ¢asel npu ero
NPUMEHEHUH B 03¢ 2 MI' B CYTKHM Y NAlMEHTOB C BTOPHUYHO MPOrPECCUPYIOLIMM pacCessHHBIM
cknepo3om (BITPC).

Hccnenosanne A2304 EXPAND npeacrarisno cobol paHAOMHU3MPOBAHHOE JBOMHOE clienoe
ruiane6o-koHTpoarpyemoe uccnenoanue Il $asbl MpogOKUTENBHOCTBIO, 3aBHCALIEH OT
KOJIMYECTBA MUCXO/0B M JUIMTEJILHOCTH Mocheayrouero Habmoaenus y nauueHros ¢ BITPC ¢
JOKYMEHTaJIbHBIMU MIPU3HAKaMU MPOrpeccuu 3abosieBaHusl 3a MOCeAHMUE 2 roJia pH OTCYTCTBUU
pPELMAMBOB WM BHE 3aBUCUMOCTHU OT TaKOBBIX, 0€3 MPH3HAKOB pelMIMBA Ha MPOTSHKEHUH 3
MecsLEB Nepe] BKJIIOUEHHEM B MCCleJ0BaHUe, U cpeHel oueHkol ot 3,0 1o 6,5 6ayuioBs no mkane
EDSS (Expanded Disability Status Scale - paciuvpeHHas IKada OLEHKH CTENEHH
MHBAJIM/IM3aLIM1) HA MOMEHT BKJIIOUEHHS B UCCIIEIOBAHUE.

IlepryHOM KOHEUHOW TOUKOW HccieqoBaHMs ObUT MEPHOA BPEMEHM [0 HAcTyIUIeHHs 3-
MECSYHOTO MOATBEPXKAECHHOTO MporpeccupoBanus HeTpyaocnocobHoctu (ITTTH), onpeaensemoro
KaK yBeiauueHue 3HaueHus EDSS MunumymMm Ha 1 6ann ot ucxogHoro (yBenuuenue Ha 0,5 Oanna
Juts mauueHToB ¢ ucxoanbiM EDSS 5.5 wnu Gonee), coxpaHstolneecst B Te4eHHE 3 MECSLIEB.
OCHOBHBIMM BTOPUYHBIMH KOHEYHBIMU TOUYKaMH OBLITH BPEMS JI0 TMOATBEPIKACHHOTO YXY/IIEHHS
OLIEHKH B TecTe X0Ab0bI Ha 25 ¢yToB Kak MUHUMYM Ha 20 % 1 u3MeHeHHue 00beMa MopaXKeHUs Ha

T2-B3Be1mIeHHBIX U300paKEHUSX.

2/29



B uccienoBanuu 1651 nanueHT Obl1 paHIOMH3UPOBAH B IPYIIIY CUIIOHMMO/A € TIPUEMOM B J103€
2 mr (N = 1105) uam mnaue6o (N = 546); 82 % nauueHTOB, MOJIy4YaBLUIMX CUNIOHUMOZ, U 78 %
MalMeHTOB, MMOJIyYaBLIKMX U1anebo, 3aBepIInIi Uccie1oBaHue. MeinaHa Bo3pacTa coctaBuia 49
JIeT, MeJlMaHa MPOJO/DKUTENILHOCTH 3abosieBaHust — 16 JieT, a MeauaHa MCXOAHOM OLEHKH I10
EDSS — 6,0. V 64 % nauuMeHTOB B T€YeHHME 2 JIET J0 BKJIIOYEHHS B HCCIIeOBaHHE HE OBbLIO
peuuauBoB. Y 76 % 10 AaHHBIM HMCXOJHOW MarHutope3oHaHcHoi Tomorpaduu (MPT) He
00Hapy»KEHO 04aroB ¢ KOHTPACTHBIM YCHJIEHHEM rafoyiiHUeM. [0 BKIIHOYEHHUS B MCCIIEIOBaHUE
78 % nauueHTOB paHee nojydanu Tepanuto no nosoay PC.

Ha ¢one npuema CMMOHMMOIA CTATUCTUYECKH 3HAYUMO yBeIM4MIOCh BpeMs 10 Havana [ITTH
(ocHOBHasi KOHEe4YHasi TOYKa), MPH 3TOM [0 CPaBHEHHUIO ¢ IUanedo puck cHusmics Ha 21,2 %
(otHowenue puckos (OP) 0,79, p <0,0134).

Pe3ynbTarel Mcciea0BaHUs YKa3blBaJlM Ha BapbUpYyIOLIee, HO CTOMKOEe CHUXKEHUE pUcKa 3- U 6-
mecssydoro [IITH npu npuMeHeHHMH CHUIIOHMMOJA IO CPaBHEHUIO ¢ Miuanedo B MOArpymnmnax
MalKUeHTOB, CHOPMHUPOBAHHBIX IO TOJNY, BO3pacTy, HAIWYMIO OOOCTpPEeHUH [0 Hayana
MCCIIeJOBaHUs, aKTMBHOCTH 3abosieBaHMs MO pe3yibratam ucxoaHod MPT, pnaurensHocTH
3a00s1eBaHUsl U UCXO/IHOMY YPOBHIO HHBAJIWAM3ALIMH.

[IpumeHeHHe cUMOHKUMOAA He MPHUBEIO K CTATUCTHYECKU 3HAYMMOMY YBEJIMUYEHHIO BPEMEHH 10
MOATBEPXKACHHOTO yXyaumeHus Ha > 20 % B Tecte X0aAb0bI Ha 25 (yTOB 110 CpaBHEHUIO € M1anedo
(4MCIEeHHOE CHMXKEHUE pUCKa cocTaBuio 6,2 %).

[lepuoarl 1o HacrymneHus 3- u 6-mecsuHoro [IITH ObuiM 3HAUMTENBHO MPOAOIKHUTENBHEE Y
MalMEeHTOB ¢ aKTMBHBIM 3a00JIeBaHHEM, MOJTy4aBIIUX CUIIOHUMO/I, COOTBETCTBEHHO Ha 31 % (OP
0,69; 95% JIN: 0,53, 0,91) u 37 % no cpaBHenuto ¢ mnauebdo (OP 0,63; 95 % JIU: 0,47, 0,86). 1o
CpaBHEHHUIO ¢ 11aLebo NoATBepxk/AeHHas rooBas yactota odboctpenuii (ARR, annualized relapse
rate) cHuzmiach Ha 46 % (otHomenue ARR 0,54; 95 % JU: 0,39, 0,77). OTHOCcuTEnpHOE
CHWJKEHHE YaCTOThl COBOKYNMHOro Kojn4ecTBa T1-B3BEIICHHBIX OYaroB ¢ KOHTPACTHBIM
YCHJIEHUEM TraJIoIMHUEM 3a 24 Mecsina coctaBuiio 85 % (cooTHowenue yactotel 0,155; 95 % JIU:
0,104, 0,231) no cpaBHeHuto ¢ miuauedo. Paznuuus B usMeHeHun oobema nopaxeHus Ha T2 u B
MPOLIEHTHOM H3MEHEHMH 0oOBeMa TOJIOBHOro Mo3ra (B cpeiHeM dyepe3 12 u 24 mecsiua) no
CpaBHEHHIO ¢ Mane6o coctapysm -1163 Mmm? (95 % JIU: -1484, -843 mm3) 1 0,141 % (95 % JIU:
0,020, 0,261 %) COOTBETCTBEHHO.

Hmmynnas cucmema

B tedeHue 6 yacor nocie npremMa nepBoii 1036l CUIIOHUMO/T BBI3BIBAET 0303aBUCUMOE CHUKEHHE
KOJIM4eCTBa JIMM(POLUTOR B NepudepruuecKoi KpoBU M3-3a 00paTUMOro nepepacrpenesieHus B
AUMQOUIHBIX TKAHSIX.

Ha ¢)0He IIPOAOJIKUTEIIBHOIO €XEAHECBHOI'O IMpHEMa KOJWYECTBO I[HM(i)OlII/ITOB MpoaoJDKaeT
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CHWKAThCSl, JOCTHras HauMMeHbIIero cpeaumnuHoro 3Hadenus (90 % JIM), npubGnusurenbHO
pasnoro 0,560 (0,271 - 1,08) kierok / ui, uro coctapiser 20 - 30 % OT MCXOLHOTO YpPOBHA Y
TunMuHbIX maiueHtoB ¢ BIIPC He AMOHCKOrO MPOMCXOXKACHHS ¢ TEHOTMIIOM H30(epMeHTa
CYP2C9*1*1 mnu *1*2. Hu3zkoe KoJM4eCcTBO TUMGOLMTOB COXPAHAETCS MPH MPOJI0JKUTEIEHOM
€)Ke/IHeBHOM NpUEME.

V nogasisiromero 6oapmuHeTBa (90 %) mauuentos ¢ BIIPC konuuecTBo JMMPOUMTOB, Kak
MpaBWJIO, BO3BpallaeTcs K HopMe B Teuyenue 10 aHe# mocne npekpalieHus npyeMa npenapara.
OcraTouHblif 5QQEeKT CHIKEHUsS KOIMYeCTBa JTUMGPOLMUTOB B NEpUPEPUUECKO KPOBU MOXKET
COXpaHATHCS B TedeHHe 3-4 HeJeb Moclie pUeMa NocjeHel 10361 penapara.
Dnekmpoghuzuonocua cepoya

Pumm u uacmoma cepoeunvix cokpaujeHuu

B Hauase nprueMa CUIIOHUMO/1 BHI3bIBAET BPEMEHHOE CHU)KEHHE YaCTOThI CEP/I€YHBIX COKpAIICHUH
(UCC) M 3aMensneHMe aTPMOBEHTPHMKYJSPHOM npoBoauMocTh (cM. pasaen «llobounoe
oeiicmeuey). MakcumanbHoe cHiwkenne YCC Habmozpaercss B nepBble 6 4acoB rmociie rnpuema
npenapara. [IppeM CHNMOHMMOJAa HE OKa3bIBAa€T OTPHUILIATENILHOTO BJIMSHHMS Ha BEr€TaTUBHBIC
peakLuu cep/la, BKiroyas uupkaanyto BapuadensHocts YCC 1 0TBET Ha PU3MUECKYIO HATPY3KY.
B rpynne cunoHMMo/1a B HauaIbHO# (ase Teparuu 1o cpaBHEHHIO ¢ Mianebo yaile HaboaaNUCh
BpeMeHHOe J10303aBicuMoe cHibkeHne YCC, KoTopoe J0CTUrano IiaTo npu NpUMEHEHHH 103
>5 Mr, a Takke Goslee BHICOKAs 4acTOTa BOZHUKHOBEHHs OpaJuapuTMUYecKuX HapylieHui (AB-
6/10Kaa ¥ CUHYCOBas rnaysa).

He 3aperncTpupoBaHo ciiyyaeB aTpUOBEHTPUKYIISIPHO#H 6110Kabl (AB-0110Ka/1b1) BTOPOIi CTENICHHU
tuna Mo6urn 1l unm Gonee Bhicokoit cremenu. B GonpmwmHcTBe ciydaeB AB-Gnokana u
CHHYCOBas 1ay3a BO3HMKAJIM MPU PUMEHEHHH /10351, IPEBBIIAIONIEH TepaneBTUYECKYIO 2 MT, €
3aMeTHO OoJiee BBICOKOH YacTOTON BO3HMKHOBEHMSI TAaKHUX CIy4aeB TpPH OTCYTCTBMH (a3bl
tutpaunu (nowarosoe yBenudeHue 103bl). CHmkenne YCC, BbI3BaHHOE CUIIOHUMO/IOM, MOXKET
OBITH CKOPPEKTHPOBAHO MPUMEHEHHEM aTPOITMHA MJIH W30IIPEHAIMHA.

Homenyuan x yonunenuro unmepsana QT

BiysHME CHMNOHMMOJA Ha pENoJSPU3alMIO MHOKapJa B TEpaneBTHYECKUX (2 Mr) |
cynparepaneBTHueckux go3ax (10 wmr) Obulo oueHeHo B crenuanusupoBaHHoM  QT-
uccrieoBaHuu. He moydeHo JaHHBIX O HAJIMYUHM y CUTIOHMMOJA apUTMOTEHHOTO MOTEHLMANa,
cBs3aHHOrO ¢ ymiuHeHueM uHtepBana QT. Yepes 3 waca mocie npueMa 103kl CHMIOHMMOJA
YBEJIMYMBAJIOCH cpejiHee muianebo-ckoppekTupoBanHoe 3HadeHne QTcF (AAQTcF) ¢ nmonpaekoi
110 MCXOHOMY 3HAUEHHIO, DoJjiee YeM Ha 5 Mc, CpeIHHi MakcuMabHbIH a3 ekt cocTasun 7,8 mc
1Py npueme 1036l 2 MT 1 7,2 Mc - ipu g03e 10 mr. BepxHsist rpanuia ogHoctoponnero 95% JIU

s AAQTCF Bo Becex BpeMEHHBIX TOYKaxX ocTaBanachk Hibke BenuurHel 10 mc. KareropuanbHbiid
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aHa/M3 He BBHIABMI ciydaeB yaiuHenus unrepsana QTc > 480 mc Ha doHe sneveHus, ciyyacs
yaivHenuss untepBana QTc Ha > 60 MC OT MCXOAHOrO YpOBHS M Cly4yaeB YBEIMYCHUS
CKOPPEKTHPOBAHHOIO WM He cKoppekTupoBanHoro 3Hadenus QT / QTe > 500 mc.

DyHKYUA 1€2KUX

[IpyeM OJHOM WM HECKOJBKMX [03 MpernapaTta B TeuyeHWe 28 [HEd He CONpPOBOXKIANICA
KJIMHUYECKH 3HAUMMBIM YBEJIWYEHUEM COTPOTHMBIICHMS ABIXATEIbHBIX MyTeH MPU NPOBEACHUH
OLEHKH MO BeJMYMHe oObeMa (OpCHpOBaHHOrO BbOXa 3a mepBylo cekynay (O®BIl) u
MrHOBEHHOH 00BbeMHOM ckopocTu Betoxa 25 — 75 % (MOC 25 — 75) ot $opcrpOBaHHOIM
’u3HeHHoH emkocTu jerkux (@XEJT). Ilpu 0AHOKpPAaTHOM NpHEME HETEPAreBTUYECKOM 03Bl
(> 10 mr) ormeuena HeGonbluas TeHaeHUMs K cHuwkeHunio O®BI. IlpueM HeCKOJbKHMX /103
MPUBOMII K JIETKMM WK yMepeHHbIM u3MeHeHnsM OPB1 u MOC 25 — 75% BHe 3aBUCUMOCTH OT
BEJIMYMHBI 10361 U BPEMEHHU CYTOK, KOTOPbIE HE COMPOBOXKAAINCH KITMHUYECKUMH MPOSBICHUAMU
yBeJIMYEHUs! COTIPOTUBIIECHUS AbIXaTe/IbHBIX MyTEM.

OHOBpEMEHHBIN TPUEM CUIIOHMMO/1a M IPONPAHOJI0IA IPUBO/IWII K MUHMMAIbHOMY CHUIKEHHIO
O®Bl 1o cpaBHEHHIO C MOHOTepamnuedl MponpaHosoaoM. K3MeHeHWs, OTMEYCHHBIC IpH
NPUMEHEHUH OT/EJBHBIX [IpernapaToB MWJIM HX KOMOMHALIMM, OCTaBaluCh B Tpejenax
dusnonornyeckoit BapuadenbHocTu OPB1 n He UMeNH KIMHMYECKOH 3HAYUMOCTH.
DapmakoKkunemuKka

Bcacwvieanue

BpeMmst (Tmax) JOCTHKEHUS] MAKCUMAJIBHOM KOHLEHTpaLuu cUMoHuMo/a (Cmax) B MIa3Me KPOBH
110cJie MHOTOKPaTHOTO MpUeMa BHYTPb COCTaBJISIO 0K0J10 4 yacoB (0T 2 10 12 yacos). CHUIIOHUMO]
XapaKTepu3yeTcsl 3HAYUTEIbHBIM BcackiBaHUEM (= 70 %, MCX0/151 U3 BEJIMYMHBI Pa/IHOAKTUBHOCTH
B MOYe M KOJMYECTBa MeTabOoJMTOB B (eKalusX C HSKCTpanoysiuueid 10 OeCKOHEYHOCTH).
AGComoTHas GHO0CTYITHOCTh CUITOHMMO/Ia [IPU TIpUeMe BHYTpb cocTaBiisieT okosio 84 %. [lpu
npueMe CUMOHMMO/IA B JI03€ 2 MI OJIMH pa3 B CyTKH B TedeHue 10 aneit cpennee 3HaueHHe Crmax
Ha gecsAThId JeHb coctaBnsino 30,4 ur/mm, a cpeanee 3HadeHHe AUCuu - 558 u™Hr /mi.
PaBHOBECHOE COCTOSIHUE JOCTUraloCh MPUONU3UTENILHO Yepe3 6 JHEH MHOrOKpaTHOro npuema
OJIMH pa3 B CYTKH.

[IpyeM MWLM He BJIMSJ HAa CHCTEMHYIO SKCTO3ULMIO CUMTOHMMO/A (Cmax 1 AUC), HecMOTps Ha
MO3/HEE JOCTHKEHHE Tmax, KOTOPOE COCTABISNIO 8 4YacoB TOC/IE OJHOKPATHOrO MpUeMa
npernapara. B cBsf3u ¢ BbIlIECKA3aHHBIM TPENapaT MOXKHO NPUHUMATh BHE 3aBUCHMOCTH OT
npuema nuim (cM. pazaen « Cnocob npumeneHus u 003bly).

Pacnpeodenenue

CHIOHMUMO/I YMEPEHHO pacripe/ieisieTCsi B TKaHsAX, CpeHUI 00BbeM pacrpe/ie/IieHUusi COCTaBIIseT

124 1. Jlonst cumoHMMozia B IUIa3Me KPOBH y 4esloBeKka cocTapiseT 68 %. B uccieoBaHusX y
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’KUBOTHBIX MOKA3aHO, YTO CMIIOHUMOJ JIETKO MPOXOJIUT uepe3 rematosHuedannueckuit 6apoep.
CreneHb CBsS3bIBaHMS CUIIOHMMOJA ¢ Oe/KaMu TMJ1a3Mbl KPOBH Y 30POBBIX JA00POBOJBLEB U Y
MalMEeHTOB ¢ HapylleHWeM (YHKLUMM NEeYeHU W HapylleHHeM (QYHKLUMH TOYEK COCTABISAET
> 99,9 %.

Buompancgopmayus / memabonusm

CHUnoHUMOJ MoABEpraeTcsi akTHBHOMY MeTab0JIM3My B OCHOBHOM 3a cueT uzopepmenta CYP2C9
(79,3 %), u B MmeHbLiel creneHun — uzodpepmenra CYP3A4 (18,5 %).

[Ipennonaraercs, 4ro ¢apmakosoruyeckasi akTUBHOCTb OCHOBHBIX METa0OJIMTOB CUIIOHMMOJA,
M3 u M17, He BHOCHUT BKJIaJla B €r0 KIIMHUYECKYIO 3 (HEeKTUBHOCTH M O€30MacHOCTh y YeJIOBeKa.
CornacHo pe3yabTaTaM in vitro ucciaeJ0BaHUN, CUTIOHUMO/L ITPU TIPUEME B TEPANIeBTUYECKON 03¢
2 Mmr | pa3 B CyTKH M €ro OCHOBHBIE cUcTeMHbIe MeTabouThl M3 1 M 17 He 001a1at0T KITMHUYECKU
3HaQYMMBbIM TIOTEHLMAJIOM MEXJIEKapCTBEHHOIO B3aUMOJEHCTBUS CO BCEMH MCCIIEJOBAaHHBIMU
m3odpepmentamu CYP cucremsl uuroxpoma W OelKaMHU-IEPEHOCYMKAMM, B CBS3H C 4YeM
NPOBE/IEHUE COOTBETCTBYIOMIMX KJIMHUYECKUX UCCIIE0BaHUI He TpeOOBaIoCh.

H3odpepment CYP2CY spnsietcs nonuMophHbIM, B 3aBUCUMOCTH OT FeHOTHUIIa U3MEHSIETCs 10J1s
y4acTus [JBYX IyTeHd OKHMCIMTEIbHOro Merabonu3ma B BbIBeAeHMH mpenapara. CormacHo
pe3ysibTaTaM MOJAEIMPOBaHUS (PU3MOTOrHYECKU-3aBUCUMON (papMaKOKMHETHKH, B 3aBUCUMOCTH
or CYP2C9-reHotuna pa3znuuyaercs cteneHb uHrudupomBanus uzodepmenra CYP2C9, u
MHYKUMH ITyTH, onocpeaoBaHHoro usopepmerntom CYP3A4. [IpeanonoxkeHo, 4To 4yeM MeHbIIE
metaboanyeckas akTUBHOCTh M3odepmerta CYP2C9 mnpu COOTBETCTBYIOLIEM TE€HOTHIE, TEM
Oonee BblpaxkeH 3¢dexT BewecTs, Bausiommx Ha uzopepmeHT CYP3A4, Ha sKcnozuumio
CUIIOHUMO/IA.

Buigeoenue

V¥ naumentoB ¢ PC kaxyumiics cucremusiii kiupeHe (CL / F) cocraBun 3,11 1/ v. Kaxyimiics
MEePHO/ MOJTYBBIBEIEHHS] CHITOHUMO/Ia U3 TU1a3Mbl KPOBU COCTABISET 0K0J10 30 yacos.
BriBesieHre M3 CUCTEMHOM LMPKYISLMHA TMPOUCXOAUT B OCHOBHOM 3a CuUeT MeTabonu3ma U
MOCJEAYOLIErO BBIBEAEHHUS C XKET4YblO / KaloM. B Moye CUMOHMMOJ B HEM3MEHEHHOM BH/E He
oOHapyxuBaeTcsl.

Jluneunocmo

KoHleHTpanus CHIIOHUMO/1a 10C¢jIe MHOTOKPAaTHOTO npueMa B 103ax ot 0,3 mr 1o 20 mMr ouH pa3
B CYTKH YBEJIMUMBAETCS JO30MPONOPLUOHAIBHO.

KoHueHTpanus cMoHMMo/1a B paBHOBECHOM COCTOSIHMM B 2 - 3 pa3a MpeBbIlaeT KOHIEHTPALHIO
nocJie npueMa repBoi 1036l U IOCTUraeTcs MpUOIU3UTENBHO Yepes 6 IHeH Npy mpueMe OJIuH pa3
B CyTkd. Jlis JOCTHXKEHMS KJIMHUYECKOW TepaneBTUYeCKOW /036l 2 Mr  HeoOXoaum

IECTUAHEBHBIN nepuoa (1)8351 TUTpALUH, IOCJIC 4YETro TpC6yCTCﬂ JIOTIOJTHUTEJIBHO 4 JIHSI rnpueMa

6/29



JUIsl IOCTHXKEHUs] PaBHOBECHOM KOHLIEHTPALMHM B IJ1a3M€ KPOBH.

DapmMaKkOKUHEMUKA 6 0COObIX NONYIAUUAX

I'enomun uzogpepmenma CYP2C9

[enorun wuszodpepmenta CYP2C9 pBauser Ha CL/F cunonumona. B 1aByx aHanmsax
MOMyISMOHHON (papMAKOKUHETHKHM MOKa3aHO, YTO y4acTHHKH ¢ reHotunamu CYP2C9*1*1 u
*]%2 gBiArOTCS OBICTPBIMH MeTab0JM3aTOpaMK, YYaCTHHKH C TEHOTUNOM *2*2 y *]*3 —
MPOMEKYTOYHBIMH MeTab0IM3aTOPAaMH, @ Y4aCTHUKHU € TeHOTUINIOM *2*3 n *3*3 — MelIeHHBIMM.
V yuactHukoB ¢ reHotunamu CYP2C9*2*2, *1*3, *2*3 y *3*3 oTmeueHO yMeHbIIEHHE
nokasarens CL/F na 20 %, 35 - 38 %, 45 - 48 % u 74 % CcOOTBETCTBEHHO [0 CPABHEHHIO C
yyactHukamu ¢ redHotunom CYP2C9*1*1. Takum o0pa3om, 5KCMO3MLMSA CUIIOHMMOAA Y
y4acTHUKOB ¢ reHoTHnamu CYP2C9*2*2, *1*3, *2*3 and *3*3 yBenuuuBanack npubIM3UTEILHO
Ha 25 %, 61 %, 91 % u 284 % 1o cpaBHEHHUIO C yYaCTHUKAMHU ¢ TeHOTUNoM *1*1 (cM. pa3szensl
«Cnocob npumenenus u 003vi» U « Ocobble yKa3anua).

Iayuenmul noscunozo eospacma (65 nem u cmapute)

CornacHo OLEHKe MOMY/ISUMOHHONH (apMakOKMHETHKH, He TpeOyeTcs KOppeKUHs J03bI
CHIOHMMO/Aa Yy TMOXWIBIX TMalMeHTOoB (B Bo3pacte 65 ner M crapue). B kiMHMYeCKHX
MCCIIEIOBAHUSX HE Yy4yacTBOBalIM MauMeHThl crapume 61 rogma. Cumonumoj cieayer ¢
OCTOPOXKHOCTBIO IPUMEHSITE Y MOXKMIIBIX MALMEHTOB (CM. paszen « Cnocob npumenenus u 003vl»).
Ion

Pe3ynbTaTel OLEHKM MOMYJISUMOHHONW (apMAaKOKMHETUKU CBUAETENIBCTBYIOT, YTO KOPPEKLMUS
J103bl B 3aBUCUMOCTH OT I0J1a He TpeOyeTcs.

Paca / smnuueckas npunaonexicHocmo

VY 310poBBIX 100pPOBOJIBLEB €BPONEOMIHONW pachl U SIMOHCKOTO MPOUCXOXKIAECHHS HE OTMEUYEHO
paznuuuii hapMakKOKMHETHUYECKHX MapaMeTpoB MOciie MpreMa OJHOKPATHOM 103bl, YTO TOBOPHT
00 OTCYTCTBMHU 3THUYECKUX pazanyuii B papMaKOKMHETHKE CUTTOHMMOJIA.

Hapywenue ¢pynkyuu novex

Koppekiuu /10361 y NaLMEHTOB ¢ HapylleHHeM (GYHKIMHU Mouek c1aboi, cpeHer WM TSHKETOoH
crenieHn He TpeOyercs. CpenHuit mepuon moiyBbiBeAeHHS M Cmax CHNOHMMOZA (o0liero u
HECBSI3aHHOTO) OBUIM COMOCTABMMBI y TMAlMEHTOB C HapylIeHHMeM (YHKLUMHU MOYEK TKEION
CTENeHU W 310poBbIMH J0OpoBosblaMu. Bennunna AUC o01ero v HeCBsi3aHHOTO BEILECTBA
OblIM He3HauuTeNbHO BhIlIe (Ha 23 — 33 %) Mo CpaBHEHMIO CO 3J0POBBIMH JOOPOBOJIBLAMM.
BiusHue TepMHMHANBHOM CcTaguM TOYEYHOM HEJIOCTAaTOYHOCTH WIJIM TeMOJAMalu3a Ha
(apMaKOKMHETUKY CHMIIOHMMOJIa HE W3y4aloch. YUYMTBHIBas BBICOKYIO CTENEHb CBS3bIBAHHSA
CUMOHMMO/Ia ¢ OenkaMu Mia3Mbl KpoBU (> 99,9 %), MaloBEepOsSTHO, YTO IeMOJMANIU3 MOXKET

OKa3bIBaTh BJIMSIHUE HA KOHUECHTpALWIO O6H1€FO U HECBsI3aHHOI'0O CHUIIOHMMOJA, B CBA3U C 4YEM
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KOPPEKLIHs 7103bl HE MPEACTABISAETCS HEOOXOAUMOIA.

Hapywenue ¢ynkyuu nevenu

I[IpuMeHeHe CUIIOHMMOZIA y MALMEHTOB ¢ HapylIeHHeM (QYHKLUMM MEYCHH TSKENOH CTErNeHH
MPOTUBOMOKA3aHO. Y MALMEHTOB ¢ HApYLIeHHEM QYHKIMH NEYEHH JIETKON UIIH CPe/IHEH CTeNneHH
TSOKECTH KOppeKLHs J103bl He TpeGyetcsi. [Tocie mpuema oHOKpaTHO#H 10361 0,25 Mr BeIHYMHA
AUC HecBS3aHHOTO CHIIOHMMOJIA Y TALMEHTOB ¢ HapylleHHeM (yHKUMH MeYeHH CpelHeH u
TSDKEJIOM CTeNeHW Bhlle cooTBeTCTBeHHO Ha 15 % u 50 % mo cpaBHEHHIO CO 3/10pPOBBIMH
n06poBobLamu. CpeiHUil IepHoJL MOTYBbIBEIEHHS CHIIOHMMO/1a HE U3MEHAICA TPU HapyIICHUH

(GYHKLMHU NEYEHH.

IIOKA3AHHMSA K IPUMEHEHUIO
[lokazan mis JeyeHust B3pOCJIbIX IMMAlLMEHTOB C BTOPHYHO-NPOrpeCCUPYIOLIMM pacCceAHHbIM

CKJIepO30M (M0APOOHYI0 MHPOPMALMIO O NALMEHTAX CM. B pasjiene « DapMaKoOuHamuKay).

IIPOTMBOIIOKA3AHMSA

- IloBbIllIeHHAss YYBCTBUTEIbHOCTh K AKTMBHOMY BELUECTBY W/IM apaxucy, coe WM APYIUM
BCIIOMOTaTe/IbHbIM BELIECTBAM.

- CHHIpOM UMMYHO/Ie(HLIUTA.

- [lporpeccupyromas MybTHOKaIbHAs IeHKoIHLEeDATOoNaTUs WM KPUITOKOKKOBbIH MEHUHIUT
B aHaMHe3e.

- AKTHBHBIE 3JI0KaYeCTBEHHBIE 3a00/1€BaHM.

- Hapywenue ¢ynkuuu neyenu tsoxenoi crenenu (kiace C no knaccudukanuu Yanna-I1eto).

- Hamuume B aHamMHe3e B TeueHHME MPEALIECTBYIOIMX 6 MecsleB HH(papkTa MHOKapja,
HecTaOUIBHONM CTEHOKapIWW, WHCYJIbTA / TPAH3UTOPHOM MINEMMYECKON arakd, CcepAevHOU
HEJIOCTATOYHOCTH B CTaJuMM JeKoMmIeHcauuu (TpeOyroleil CTalMOHApHOM Tepanuu) MW
cepaeuHol  HemocrarouHoctd  kiacea III/IV mo  knaccudpukaumu Heto-Mopkckoit
KapMOJIOTHYeCcKo# accounanuu (cM. pasaen « Ocobvie yKkazanusy).

- ATpuoBeHTpuKysipHas Grokaaa Il u I11 creneny tuna Mo6uri II, cunoatpuanshas 610kaza,
CHH/IPOM €J1abOCTH CHHYCOBOT'O y3Jla B aHAMHE3€ NPU OTCYTCTBUH JICKTPOKApAUOCTUMYJIATOPA
(cM. paznen «Ocobvle ykazanuay).

- TomosurotHeiii renorun wuzopepmenta CYP2C9*3  (CYP2C9*3*3) (memneHHbIH
MeTaboIM3aTop).

- BepemMeHHOCTP W TpyAHOE BCKapM/IMBaHME, a TaKXKe Y TMAlMEHTOK C COXPaHEHHBIM
PerpoIyKTUBHBIM MTOTEHILIMAIOM, HE UCTOJIB3YIOMIMX KOHTPALEIILIHIO.

- Jletu o 18 ner (3¢ peKTHBHOCTE 1 6€30MacHOCTh HE YCTAHOBJIEHBDI).

= HCHCpCHOCMMOCTL JIAKTO3BI, IlC(bHHHT JIaKTa3bl, IIFOKO30-raJJaKTO3HaA Manba6cop6upm.
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C OCTOPOXKHOCTBIO

- Tlauments! ctapuie 65 seT.

- Hauano Tepanuu y MauueHTOB ¢ HapyLIEeHHMEM QYHKLMH NEYCHHU cnaboii ¥ cpelHEeH CTENEHH
TSHKECTH.

- 3Hauyumoe 3a00JieBaHHUE MEYEHU B aHaMHe3e.

- Tsokenble MHMEKIMOHHBIE 3a00JIeBaHHS B CTaIMK 00OCTPEHHUS 10 Pa3peLIeHUs] COCTOSHHA.

- OJHOBpEMEHHOE MPUMEHEHHEe C TPOTHUBOOINYXOJEBBIMH, HMMMYHOMOAYJMPYIOWUMH  HIIH
MMMYHOCYTIPECCUBHBIMH CPE/ICTBAMHU.

- Hauano tepanuu npy 0JHOBPEMEHHOM MPUMEHEHUH OeTa-aipeHO0I0KaTOPOB.

- CaxapHblif 1uaeT, yBEUT WK COMYTCTBYIOLIEE 3a00IEBaHUE CETYATKH B aHAMHE3e.

- Cumnromaruyeckast OpaauKapaus WK SIKM30/1bl CHHKOIIC B aHAMHE3€.

- Hexonrtponupyemas apTepuanbHas TMIICPTEH3HU.

- Tsoxenplil HeNeYEHBIM CUHAPOM arHod CHa.

IIPUMEHEHME NP BEPEMEHHOCTHU U B IEPUO/ I'PYTHOI'O BCKAPMJIMBAHUS
bepemennocmo

JKenwunor ¢ coxpanenHbiM penpooyKmueHbiM NOMEHYUAIOM / Konmpayenyus y HCeHujuH
[IpuMeHeHHe CHIIOHMMOJA TPOTHBOMNOKA3aHO Y JKEHIIMH C COXPAaHEHHBIM pPENpOAyKTHBHBEIM
[MOTEHIMAIOM, HE HCMOJB3yIomMX dhdekTrBHble MeToAbl KoHTpauenuuu. Ilepea Hayanom
Tepanvy MpenapaTtoM Yy MalUeHTOK ¢ COXPAaHEHHBIM pENpOJAYKTHBHBIM  TOTCHLHAIOM
HEOOXOAUMO TOJYYHTh OTPMUATENbHBIA pe3y/bTaT TecTa Ha OepeMEHHOCTh, a TaKKe
NpouHGOPMUPOBATE O CEpbe3HOM pHUCKe s mioga. llanMeHTkam ¢ COXpaHCHHBIM
penpoyKTUBHBIM MOTEHLMAIOM HEOOXO0IMMO HCIIOJB30BATh HAIEXKHBIE METO/BI KOHTPALICILIMH
BO BpEMsl JICUEHHMs CMIIOHHMOJIOM, a TaKke Kak MHHMUMYM B TeueHue 10 aHei nocie npuema
nocje/IHeN 10351 Mpernapara.

Heobxoaumo mnpUHMMATh BO BHMMaHHE PHUCK TSHKEJIOrO obocTpenusi 3aboseBaHMs TpH
MpeKpalieHUH TePANUK NPerapaToM B CBS3H C MIAHUPYEMOH OepeMEHHOCTBIO.

CBeJeHHsl O TNpPUMEHEHMM Mpenapata y OepeMEeHHBIX J>KEHIUMH KpaWHe OrpaHMYeHbl WM
OTCYTCTBYIOT.

B mcclie[oBaHuAX Y )KUBOTHBIX MIOKa3aHa SMOPUOTOKCHUHOCTD U (PETOTOKCHYHOCT CHITOHUMO/1a
Yy KpHIC M KpOJHMKOB, @ TaKXkKe TEPaTOreHHOCTh Yy KpbIC, B TOM 4HCJIE YBEIHYCHHC
5MOpUOdETaTbHOM CMEPTHOCTH M YacTOTHI MOPOKOB Pa3BUTHs CKeJIeTa U BHYTPEHHMX OpraHoB
[PH SKCMIO3UIIMH, CPABHUMO# € SKCTIO3MLKEH Y YeI0BeKa P MPUMEHEHUHU B CyTOYHOM 103€ 2 MT.
Kpome Toro, KIMHHUYECKHI ONBIT PUMEHEHHUs Apyroro Moayisropa S1P peuentopos Bo BpeMst

OepeMeHHOCTH [OKa3al JBYKPAaTHOE YBEJIMYEHHME PHMCKA KPYMHBIX BPOXKICHHBIX [MOPOKOB
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Pa3BUTHSA 110 CPABHEHHUIO C PUCKOM B OOLUEH MOMYIISLIHH.

Mcxos U3 CKa3aHHOTO, MPMMEHEHHE CHUIIOHUMO/IA BO BPeMsl O€pEMEHHOCTH MPOTHUBOIIOKA3aHO.
Tepanuio mpenapaToM HeOOXOAMMO MPEKPaTHTh Kak MUHUMyM 3a 10 aHel 10 HacTynieHus
3annaHMpoBaHHON OepemeHHOCTH. Heo6X0aMMO OTMEHHMTH JIEYEHME CHIIOHHMOJOM  TpH
HACTYIIEHUH OepeMEHHOCTH Yy MALMEHTKH, MOJyYalolleil Tepanuio MNpenapaTom. Cnenyer
MPEJOCTABUTh TMALMEHTKE MEIMUMHCKOE 3aK/IIOYEHHE O PHUCKaX HEraTWBHOIO BO3JEHCTBHUSA
nperapara Ha IUIoJl, @ TAKXKe MPOBECTH YJIbTPa3BYKOBOE HCCIIEI0BAHHUE.

I'pyonoe éckapmnuearue

Pesiome puckos

Hewn3BecTHO, MPOHMKAET JIK CUIIOHUMO/] UJTH €10 OCHOBHbIE META0OJIUTBI B IPYIHOE MOJIOKO.
[TanmenTtkam, nosydaoomuM npenapat Kakienapa, cieayer OTKasaTeCsd OT  TPYAHOrO
BCKapMJ/IMBaHHUSI.

DepmuibHOCmb

HeT 1aHHBIX O BJIMSIHUM CUIIOHMMO/1a Ha (DEPTUIILHOCTD Y YeJIOBEKa.

He oTMeueHO BAMAHMS Ha penpo/lyKTUBHbBIE OPTaHbl CAMIIOB Y KPBIC M 00€3bsiH UITH Ha NOKa3aTe/In

(GepTUIIBHOCTH Y KpBIC.

CrioCob NIPUMEHEHUSA U J103bl

[IpenapaT NpYHUMAIOT BHYTPb, TabJIETKH MPOIIATEIBAIOT LEIUKOM, 3alUBasi BOJOH.

Oméop nayuenmos

[lepenr Ha4anoM Tepamuu MpernapaToM HeOoOXOAWMO OMNMPEAeNMTh TFEHOTHI SKCIPEeCCHH
uzopepmenta CYP2C9 y nammenrta. Ilpenapar Kaiienapa nmpoTHBONOKa3aH y MAaUMCHTOB ¢
CYP2C9*3*3-renoTnoM (cM. pasaen « Ocobbie ykazanusy, a Takxke «IIpomueonokasanus).
PeKkOMeH/aLMH VTS TIALMEHTOB TIPH MEPEXO/IE € APYTUX MPENapaToB, MOAUPULUMPYIOLIHX TeYEHHE
PC, ua neyenue npenapatom Kaifenapa npuBeieHbl B mnojapaszene «/Ipeduwecmeylowas
UMMYHOCYNPECCUBHAS. UNU UMMYHOMOOYUpYIouwas mepanus» pasjiena «Ocoovie yKasanusy.
Daza mumpayuu

JleueHue HAYMHAIOT CO CTAPTOBOI ynakoBku npernapara KaiieHapa, pacCYMTaHHON Ha 5 HEH.
Tepanuio HaunMHAIOT ¢ 10351 0,25 Mr B IEPBBIA U BTOPOid JHU TepaluH ¢ MOCIEAYIOUIHUM PUEMOM
10361 0,5 MI' OJIHOKPaTHO B TPETHHA eHb (2 TabneTku 1o 0,25 mr), 3ateM - 0,75 Mr OXHOKPATHO B
ueTBepTHIit feHb (3 Tabnetku mo 0,25 mr), u 1,25 Mr OJHOKPaTHO B MSATHIH JeHB (5 TabJEeTOK 10

0,25 Mr) 10 JOCTHXKEHHMS MOICPXKUBAIOIIEH 03Bl 2 MT, HAYMHAs C LIECTOrO AHS TEPAIvH.
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Taoauua 1: Pexcum yeenuuenua 003vl 6 (hpaze mumpayuu

Jenb Tepanun | Turpauuonnas Pexum YnakoBka
1032, MI' THTPALHH
Jens 1 0,25 1x0,25 mr
Jlenp 2 0,25 1x0,25 mr
Jlenn 3 0,50 2x0,25 mr CraproBasi yrnakoBka
Jlenn 4 0,75 3x0,25 mr
JleHb 5 1,25 5x0,25 mr
TTers 6 ) 1% Fiaai VYnakoBka Ans
NOJ/IEPXKUBAOLIEH Tepalui

B TeyeHue mepBbIX LIECTH [JHEW CTapTOBOM TepamuM Mpenapar cieAyeT NPUHUMATh BHYTPb
€XKeJHEeBHO | pa3 B CyTKM YTPOM, HE3aBUCUMO OT MpUEMa IHIIH.

[1pu npornycke npreMa 04epeHOM J03bl B OAMH U3 IECTH AHEH (a3l TATPALMH JIeYEHHE CIeyeT
HayaTb ¢ HOBOM CTapTOBOM YIAaKOBKH.

OcnoeHaa yeneeana NONYaAUUA

PekomeH10BaHHast MOIEPXKUBAKOLIas 103a npenaparta Kaiienapa cocrapnsier 2 Mr 1 pa3 B CyTKd
HE3aBMCUMO OT MpUeMa MUILK.

PexoMeH0BaHHas MojuiepkuBatomas no3a 1 naupeHtos ¢ CYP2C9*1*3- u CYP2C9*2*3-
reHOTHUIIOM yKa3aHa Hike (cM. « Ocobble 2pynnbl nayuenmosy, papmakozeHemuxa).
ITosmoproe navano mepanuu npu nNPonycke NOOOEPIHCUEAIOUfett 003bL

B ciyuae npomnycka nprema o yiep>KMBaroLIei 1036l Mpenapara B TeueHUe 4 nocsie10BaTe/IbHbIX
JIHEHM JledeHHe cjiejlyeT HayaTh MOBTOPHO € HOBOM cTapToBOHM ynakoBku. IlpuocranoBneHue
Tepanuu JJIMTEILHOCTBIO 10 TPeX JHEeH BKJIFOUMTENIBHO He TpeOyeT MOBTOPHOIO Havyasa Tepanuu
¢ (a3pl TUTPALIMH, JIEYEHHE B TAKOM CJTy4ae Mpo/10JIKAOT B IOIEPKHUBAIOLIEH /103¢€.

Ocobvie 2pynnbl nayueHmos

Toowcunvre nayuenmoi

[IpuMeHeHue mpenapata y TNaUMeHTOB 65 JeT M cTape He M3y4eHo. B KIMHHYEeCKHX
MCCIIEJOBAHMSIX YYaCTBOBAIM MalMEHTHl B Bo3pacTe 10 61 roaa. B cBsa3M ¢ HEAOCTATOYHOCTBIO
JAaHHBIX 110 3G PEeKTUBHOCTU 1 GE30MaCHOCTHU CIEYET C OCTOPOXKHOCTBIO IPUMEHSTH Mpenapar y
MOXHJIBIX MALMEHTOB (CM. pazaen « PapmMakoOUHamMuKay).

Dapmakozenemuka

PexoMeHI0BaHHas ToJepKUBarolas ao03a juis naudeHtoB ¢ CYP2C9*1*3- u CYP2C9*2*3-
reHotunamu coctapiser 1 mr 1 pa3 B cytku (cM. pasgensl «Ocobvie ykazanusy W
«Dapmakonozuueckue coucmea). Y NMalMeHTOB JaHHOW IPYIIbI JICYEHUE HAYMHAIOT C TOH JKe
CTapTOBOM yMaKOBKH.

IHayuenmul ¢ HapyuieHuem QyHKyuu noyex

He Ttpebyercst KOppeKLMM [103bl Tperapara y MAalMEHTOB [JaHHOW Tpymmbl (CM. MOApa3ziel
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«Ocobvie epynnvi nayuenmosy pasaena « Papmakono2uieckue ce0ucmeay).

Ilayuenmol ¢ Hapyuienuem GYHKYuu nevenu

[IpenapaT NpOTHBOMOKA3aH y MALMEHTOB ¢ HApyIIeHHeM (QYHKLMM [EYCHH TAKENOH CTENeHH
(xnace C no knaccupukauuu Yaitna-Ilsto, em. pasaen «lIpomusonoxasanusy). HeeMotps Ha ToO,
4TO He TpebyeTcs KOPPEeKLMHU [03bl TperapaTa y NalkeHToB ¢ HapylleHHeM QYHKIMH NedeHU
NIErKOM ¥ CpeHeN CTEeNeHH TSDKECTH, cleyeT coO/IoAaTh OCTOPOKHOCTD MPU Havalle Tepanyu
MpenapaToM y MalMEeHTOB JaHHOW rpymmbl (cM. moapasaen «Ocobvie 2pynnvi NAyUEHmMos)
pasiena « DapmakonozuvecKue ce0ucmea).

Iayuenmol mnaowe 18 nem

IpenapaT NMpPOTHBOINOKA3aH K INPUMEHEHWIO y MalueHToB muamwe 18 ner. besonacHocTh H
3 eKTUBHOCTD TIpenapata y AeTeil U MoJApocTKOB B Bo3pacTe OT 0 10 18 sieT He yCTaHOBJICHBI.

JlaHHBIE OTCYTCTBYIOT.

ITOBOYHOE JIEUCTBHE

Pestome npoghuna b6ezonacnocmu

B 1e/10M, Tepanuio CUIOHUMO/IOM B CyTOYHOM [J03¢ MUHMMYM 2 MT NOJIy4/d 1737 nauueHTos ¢
PC. DTy naumeHTH OBUIH BKJIKOYEHBI B /1BA UCCIIEJ0BAHMS . MHOTOLIEHTPOBOE paHI0MU3HPOBAHHOE
JBOITHOE ciernoe mianebo-koHTponupyeMoe uccienoBanue 111 ¢aspl y nauneHToB ¢ BTOPUYHO-
nporpeccupytomuM PC M MHOTOLEHTPOBOE PaHIOMM3HPOBAHHOE JBOWHOE clienoe Iuiaueto-
KOHTposMpyeMoe uccienoanue I ¢paspl ¢ aanTUBHBIM PEXXUMOM 103UPOBaHMs Y MALIMCHTOB C
pemurrupyiomum PC. B uccnenopanuu 111 daspr 1651 namment 6bin panaomusuposa 2 @ 1 B
rpyniy Tepamuu MpenapatoM B go3e 2 Mr | pa3 B cyTku umiu rpynmy mauebo. Meaunana
MPOIO/KUTEBHOCTH Tepanuu coctaBuna 18 mecsaues (o1 0 10 37 mecsiues). B uccienoBaniu I1
da3el 297 nauneHTOB OB PaHAOMHU3UPOBAHBI B IPYIIITY TE€pAriy UCCIEAYEMBIM NPENapaToM B
no3ax ot 0,25 mr go 10 Mr wim rpynmy niaue6o ¢ npoA0KUTETEHOCTBIO TIPUEMa 10 6 MecsLeB.
B uccnenosanuu 111 ¢a3el GobIIHMIA MPOLEHT MALMEHTOB 3aBEPIUMIIN JBOMHYIO CIENYIO 4acTh
UCCIIeIOBaHUS ¢ IPUMEHEHUEM HCCIIeyeMOro npernapara rno CpaBHeHHIO ¢ n.naue60 (66,7159 %
MAlUEHTOB COOTBETCTBEHHO).

Hau6oJ1ee 4acTBIMU IPUYMHAMM NPEKPALIEHHS! TEPATIMK B IPYIINE CUIIOHUMO/IA U M1aue60 ObuIH
pemenue mauuenTa win onekyHa (10,3 % B rpynne cunonumona u 13 % B rpymme nane6o),
nporpeccupoBanue 3abosesanus (9,1 % B rpynne cunonumoza u 14,8 % B rpynne manedo) u
Hexenarensubie seiaenust (HS, 8,5% B rpynne cumonumona u 5,1 % B rpynne mnaue6o).
HauGonee uacThiMu HexenatensHbiMu peakuusamu (HP) B uccnegoBanum 11 dasel Osuin
roJioBHasi 60J1b U apTepualibHasi TUIIEPTEH3HUS.

HexenarensHelie NekapcTBeHHbIe peakiuu (HJIP), BeisiBieHHBIC B KTMHUYECKUX MCCIIE0BAHUSIX,
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ompe/iesieHbl, TIpesxk/ie Beero, Ha ocHoBanuu uccnenosanus 11 gpasel. HIIP nepeunciennl Hnxke B

COOTBETCTBUU € CHUCTEMHO-OPraHHBIM KJ1aCCOM MEJIMLIMHCKOr0 cJioBaps /1j11 HOPMAaTHUBHO-

npaBoBoi aesiteabHocTH MedDRA. B mpenenax Ka10ro CHCTEMHO-OpPraHHOro Kiacca HJIP

pacrnpeacieHbl 1o y6I>IBaHI/I}O 4acTOTbl BO3HUKHOBCHHUSI. 111151 OLIEHKHW 4YaCTOThI HMCIIOJIB30BaHbI

cleylolye KpuTepuu: odeHb yacto (> 1/10), gacto (ot =1/100 go <1 / 10), Hewacto (OT

>1/1000 mo < 1/ 100), peaxo (ot > 1/ 10000 go < 1/1000), ouens peaxo (< 1/10000).

Taénuua 2: npoyenm nayuenmos ¢ HJ/IP no Oannbelm OCHOSHOU Hacmu KIUHUYECKO20

uccneoosanun I gpazvl (konmponupyemotit ny)

Cunonunmon
Ilnane6o Kareropus
Hexenare/ibHbIe peaKUHU 2mr N = 546. % 4ACTOTHI
N = 1099, % 7
Hngpexyuonnsie u napasumapnovle 3a001e6anus
Herpes zoster* [2,5 [0,7 | Yacto

Jlo6pokauecmeennbie, 310Ka4ecmeenHbie U Heonpeoelentvle H06000pa30sanus (6K04an

Kucmosl U nojlunbl)

MenaHoUMTapHBIi HEBYC* | 4.9 2.9 | Yacto
Hapywenus co cmoponst cucmembl KpoGU U TUMPamuuecko cucmemol
Jlumbonenus* | 1.3 10,0 | Yacto
Hapywienus co cmopoHbl HepEHOU CUCHIEM bl

["onoBHas 6051b* 15,2 13,9 OueHp 4acTo
["010BOKpYkKEHHE 6.8 4,8 YacTo
Cynoporu* 1,7 0,4 Yacto
Tpemop* 1,6 0.5 Yacto
Hapywienus co cmopoHbl 0p2ana 3peHus

MakyisipHbIi oTek* | 1.8 (0,2 | Yacro
Hapywenus co cmoponsl cepoya

bpaaukapaus™ 6,2 3,1 YacTo
AB-6sokana (I u Il crenenn) 1,6 0,7 Yacto
Hapywenus co cmoponsl cocy0os

ApTrepuasibHasi TUnepTeH3us ™ | 12,6 [ 9.1 | Ouenp yacto
Hapywienus co cmopoHbsl j#cey004HO-KUMEeYH020 mpakma

TomHoTa 6,7 3,5 Yacro
Jlnapes 6.4 4,2 Yacto
Hapywienua co cmopoHbl CKe/lenHO-MbleYHON U COCOUHUMENbHOU MKAHU

BoJib B KOHEYHOCTSIX* 16,3 | 4,0 | Yacto
Obwue paccmpoiicmea U peakyuu 6 Mecme 66e0eHUs

[lepudepuyeckuit orek™ 8,1 4.4 Yacto
AcTeHus 2,5 1,3 YacTo
Jlabopamophsle U UHCMPYMEHMAIbHbIE OAHHDbIE

VBenuuenue nokaszareneit pynkuuu | 11,3 3.1 OueHb yacTo
neyeHu™

CHmxkenue mnokasarenei ¢ynkuuu | 1,5 0,5 YacTo
Jerkux *

* - s ornpeae/ieHus 4aCTOTbl pa3BUTHUS ObLIN CrpynnupoBaHbl NPEANOYTUTEIbHBIC TECPMUHBIL.
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Onucanue 0moeNbHbIX HeXHCeIAMeNbHbIX PeaKyul

Hugpexyuonnvie 3ab601e6aHUs.

B kimHmyeckom uccaenosaruu 111 Gasel y naimeHToB ¢ BropudHo-nporpeccupytomum PC obmas
yacToTa pa3BuTHs HH}eKLHH Oblna cpaBHUMA B rPYIIe CUIIOHMMO/IA U IpyIme miaue6o (49,0 %
u 49,1 % cooreTcTBeHHO). OyHAaKO, Ha (OHE TEpaMM CHUIIOHMMOJOM OBLIO OTMEYEHO
yBeJIMUEHHE YaCTOThI pa3BUTHs HHGOEKIMH, BbI3BaHHBIX VZV BHpYycOM (2,5 %) no cpaBHEHHIO C
nnane6o (0,7 %) (cMm. pasaen « Ocobvie ykazanusy).

B npoasiennoit yactu uccnenoanus Il dasel B rpynne CMNOHMMO/JA OTMEYCH OAMH ciyyait
pa3BUTHUSI KPUIITOKOKKOBOTO MEHUHTHUTA.

Marxynapueiii omex

V NauMeHToB, MOJyYaBIIMX CHUIOHMMOJ, MaKyJ/IspHEIA oTek passuaics vauwe (1,8 %), yem B
rpynne mianebo (0,2 %). Y xoTs 60JbLIMHCTBO cily4yaeB BO3SHHMKIO B Ipe/enax 3 - 4 mecsues
Mocie Havyana NpueMa Mpernapara, 4acTb ClydaeB Oblla 3aperMcTpUpoBaHa y MNalMCHTOB,
nosyyaBuIMX mpenapart Gonee 6 - 12 Mecsiues (cM. pasjen «Ocobvie yKazanus). VY HEeKOTOpBIX
MalMEeHTOB OTMEYaJIaCh HEYETKOCTh 3PEHUS WIIM CHHIKEHHE OCTPOTHI 3pEHHUS, OZIHAKO Y IPYTHX HE
6BLIO OTMEYEHO KIMHMYECKUX NPOSIBICHHH, HapyllleHHe ObLIO JMAarHOCTUPOBAHO NPH MJIAHOBOM
odraneMoniornyeckoM obcneoBanuu. B uenom, mocne mnpekpalleHWs TMpueMa npenapara
OTMEYanoch yJIydlleHHE WM CHOHTAHHOE paspelieHHe cocTosHus. OLEHKY PUCKA PasBUTHS
peluIMBa rnociie BO30OHOBIEHHUs NIpUeMa npernapara He POBOUIIH.

Epaouapummus

B Havasie Teparini CUIIOHMMOJIOM MOXET OTMedaThbest kpaTkoBpeMenHoe cHikenue YCC, a Taioke
3aMeUIeHHe aTPHOBEHTPUKYJIAPHOH NPOBOAUMOCTH (cM. pasnen « Ocobbie ykazanusy).

V 6,2 % nauyueHToB, NOTyYaBLUIMX CUIIOHAMO/I, OTMEUYEHO pa3BUTHe OpaJuKap/I1H M0 CPaBHEHUIO
¢ 3,1 % nauMeHTOB, MOMyyYaBmKMX Miale6o; passutue AB-Gnokasl 3apeructpuposato y 1,7 %
MALMEHTOB, MOJTYYaBIIMX JIeYEHHUE TIPENapaToM 1o cpaBHeHuMIO ¢ 0,7 Yo NaLUeHTOoB, NOJTyHaBLIMX
nnane6o. MakcumanbHoe cHikeHne YCC oTMeueHO B TeUeHHUE MEPBBIX 6 4acoB Mocie NpHueMa.
B Hauasle Tepamnyy MpernapaToM OTMeuaeTcsl TPaH3UTOpHOe j10303aBucuMoe cHibkerne YCC ¢
noceaytomei crabunuzanmeil Ha ¢pose npuema npenapara B 1o3e >5 Mr. Ilo cpaBHenuio ¢
mrane6o yacTota ciydaeB 6paamaputmun (AB-Grokaza M cuHycoBas naysa) npv NPUMEHEHHH
CUMOHMMO/Ia Obla BeIe. bonpMHCTBO ciydaeB AB-010Kkaapl ¥ CHHYCOBOM May3bl OTMEYEHBI
[pY IPUMEHEHHMH NPETapaTa B J103€ CBBILLE 2 MT, IPH TOM YaCTOTa TAKUX SBJICHHI ObL1a 3aMETHO
BbILIE TPU OTCYTCTBHH (ha3bl TuTpauuu. CHibkenre YCC, BbI3BaHHOE CUITOHUMOJIOM, MOXKET OBITH
CKOPPEKTHPOBAHO MPUMEHEHUEM aTPOTIMHA WITK U30TIPEHANINHA.

Hoxazamenu ¢ynkyuu nevenu

V naumentoB ¢ PC Ha oHe Tepanuy CUIIOHUMOOM OMNKMCAHBI ClTy4aHu MOBBILUCHHUS aKTUBHOCTH
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MeyeHOYHbIX (ePMEHTOB (B OCHOBHOM TOBBIIICHHE aKTHBHOCTH AJIT). B uccnenosanuu I1I dpasel
y nauuertoB ¢ BIIPC nopbiueHne akTHBHOCTH NMEYEHOUHBIX (GbepMEeHTOB B IpyIile CUMOHUMO/1A
(11,3 %) HaGmoaanock yaule, YeM y MalkueHTOB B IPYIIe nane6o (3,1 %), B OCHOBHOM 3a CUeT
YBEJIMYEHUS] ~ aKTMBHOCTH  MEYEHOYHBIX  TpaHCaMUHa3 (AJIT, ACT wu rammMma-
rayramuntpancdepasst (ITT)). bonbias yacT cirydaes MOBBILICHUS aKTHBHOCTH MEYCHOYHBIX
(hepMEHTOB 3aperncTpUpPOBaHA B TeyeHHe 6 MeCALEB IOC/IE Havala TeparuH. Bo3Bparienue
nokasarteneii aktueHoctd AJIT K HOpME OTMEYanoch NMPUMEPHO B TeueHue | mecsna nocie
npeKpallleHus prema CHIoHuMoa (cM. paszen « Ocodble VKA3AHUAY).

Apmepuanvroe oasnenue

B kimnuueckom uccienosanuu Il dassl y naimentos ¢ BIIPC yaiie ormedanack aprepuaiibHas
runepreHsusi B rpynmne cunonumona (12,6 %), yem B rpymnmne iane6o (9,0 %). YeenuueHue
CHCTOIMYECKOTO M IMACTOJIMYECKOr0 apTepHaIbHOTO JAaBJICHUs OTMEYaIoCh Ha paHHEH CTaluK
Tepanuu MpenaparoM W JAOCTHrajzo MakCHMyMa MPUOJIM3UTEBHO 4epe3 6 MecslLeB Tepanuu
(cucronuyeckoe - 3 MM pT. CT., AMACTOJIMYECKOE - 1,2 MM pT. CT.), TOCJIE YETO OCTaBaJIOCh
crabuIbHBIM. YKazaHHbIH 2QdeKkT coxpaHsics Ha poHE MPOA0JIKAIOLIErocs JICYEHUs.

Cyoopocu

Cnyuau pazsuTus cyopor B uccnenoanuu II1 ¢passl y nauueHTos ¢ BITPC ormevanuch y 1,7 %
MALMEHTOB, TOMy4aBIINX CHoHuMoz, U y 0,4 % nauuentoB B rpynne ruiaue6o. HeussecTHo,
CBS3aHBl JIM OTU SBJICHHWSA UCKIIOYMTENBHO ¢ TedeHueM PC, ¢ Tepanueil CHIIOHUMOIOM WIIH C
COYeTaHMEM STHX JIBYX (aKTOpOB.

Bnusinue Ha ovixamenvHylo cucmemy

Ha ¢oHe Tepanud CHIOHMMOJIOM OTMEYaJOCh HE3HAYMTEIBHOC CHIDKCHHE obbema
dopcuposanHoro Begoxa 3a 1 cexynay (O®BI1) u andpdysnonHok CrOoCOOHOCTH JIETKHX 10
MOHOOKCHY yriepoja. B kiunnueckom uccinenosanuu I11 paser y maumenTos ¢ BIIPC a3 u6
Mecsle cpe/lHee H3MEHEHHE OT MCXOIHOTO 3HAYEHHUs! B IPYTINe CUIIOHUMO/Ia COCTABIIATIO -0,1nB
06enx BpEeMEHHBIX TOYKax, B rpymme miauebo Mpu 5TOM H3MEHEHHH He osuto. Ha ¢one
XPOHUYECKOM Teparnuu JaHHOE CHWKEHWE He MPUBOAMIO K KIWHMYECKH 3HAYMMbIM HS u e
COTIPOBOK/ANIOCH YBEIMYEHHEM KOJIMYECTBA COOOLICHNI O Pa3BUTHH KaLlJisl MITH O/BILIKH.

Eciu ommeueno yxyouienue KIUHUYECKO20 MeYeHUs 1100020 U3 YKA3AHHBIX 6 UHCMPYKyuu
no6ounvix ¢pgpexmos, unu Bor 3amemunu nobdvie opyzue nobounvle aghgpekmel, He yKazanHvie 6

uHCmMpyKyuu, cooduiume 06 smom epady.

IIEPEJIO3UPOBKA
310poOBbie 06POBOIBIIBI OJTYHalN CHITOHMMOJL Kak OtHOKpaTHO (B fo3e ot 0,1 10 75 Mr), TaK "

mHorokpatHo (B mo3e ot 0,25 no 20 mr). Ha ocHoBaHMM ciiyyas pasBUTHS Opaaukapauu ¢
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KJIMHMYECKMMH TPOSIBIEHUSMM [OCJe MPUEMa pPasoBOHM 103kl 75 MI, YCTAaHOBIEHO, 4TO
MaKcUMasbHas TepeHocuMas [103a cocTapiseT 25 Mr. MakcumaibHas MCCIe10BaHHas 11032 ¢
MHOTOKPAaTHBIM MpUMeHeHHeM coctaBuia 20 Mr B TeueHde 28 jHEH, XOpOLIO NEpeHOCHIIAch
yuacTHAKaMH (9 106poBosbLes nomydand 100 Mr B moc/ieHuil AeHb npuema, 5 - 10 200 mr B
CYTKHM B TedeHue 3 - 4 nHeid). VI3 9 y4acTHUKOB y HEKOTOPBIX HaO/IOAANMCH IPEXOAALIUE cnabo
WIM YMEPEHHO BBIPOXKEHHBIE OTKIOHEHWs JIaGOpaTOPHBIX MoKasaresed QYHKUMM MeEHeHU 6e3
KJIMHUYECKUX MPOsBICHUH.

TTocsie mpHeMa CHIIOHMMO/IA B 103€ 84 My OJIHOTO M3 NAIMEHTOB (C IENPECCHel B aHAMHE3e) He
6BLIO OTMEUYeHO KaKUX-1100 HSl, CBA3AHHBIX ¢ Mepe03UPOBKOi, 33 MCKIIIOUEHHEM HEOOIBLIOro
yBEJIMYEHHUS] aKTUBHOCTH NEYEHOYHBIX TPAHCAMHHA3.

Ipy pa3BUTHM MepeJO3MPOBKU MPH IIEPBOM MPHEME Mpemnapata Wiu Bo BpeMs (a3l THTpaLMU
clie/lyeT KOHTPOJMPOBATh COCTOSIHUE MAlMEHTA C LE/bIO BBISBICHUS BEPOATHBIX NMPU3HAKOB U
CUMITOMOB OpajIuKap/iiH, ¢ BO3BMOXKHOCTBIO NPOJIIEHHs HAOIIOACHHS 10 YTPa CIIEYIOLIETO HS.
Heo6x0aMMO peryJisipHO KOHTPOJMpPOBAaTh [0KAa3aTeld apTepuaibHOro [aBJICHHMS, 4YacTOTBI
nynsca ¢ npoeeaenueM DK uccnenosanusi (cM. pasziensl «Cnoco6b npumenenus u 003bl» ¥
«Ocobvie ykazanus).

Crneuupuyeckoro aHTHAOTa s CHIOHMMOJA He cymecTByeT. CHIIOHMMOJ HE yAanseTcs B

3HAYUMOM KOJIMYECTBE U3 OpraHM3Ma METOJA0M /1haJin3a HUr nnasma¢>epe3a.

B3AMMOJAENCTBUE C IPYTUMMU JIEKAPCTBEHHBIMHA CPEACTBAMHA

DapmMaKoOUHAMUYECKUE 63AUMOOCHCMBUA

IIpomueoonyxoneevie npenapamol, UMMYHOMOOYIAMOPbI U UMMYHOCYRPECCaHmbl

[lpumenenne  mpenapara  Kaifenapa B~ KoMOMHauMM ¢ NPOTHBOOINYXOJIEBBIMH,
MMMYHOMO/LY/UPYIOIIMMH MM UMMYHOCYIIPECCHBHEIMU TIpenapatamu He usydanocs. Crexyer
coOMI0aTh  OCTOPOXKHOCTH MNPH OJHOBPEMEHHOM TPUMEHEHHWHM YKa3aHHBIX IIpEnapartos ¢
CUITOHMMOJIOM B CBSI3M C PUCKOM Pa3BUTHs KyMYJIATUBHOTO BJIMsSHHMS HA UMMYHHYIO CUCTEMY BO
BpeMsi Teparuu, a TaKke B TEUEHME HECKOJILKMX He/elb Mocie MpeKpalleHus NPpUMEHEHHs
Mo6Oro U3 yKa3aHHBIX TIpenaparoB (cM. paszel « Ocobvie yKazanusy).

3ameHy Apyroii Tepanuu, MOAU(UIMpYIOIIEi TeueHue 3a00JeBaHusl, Ha TEParHIo NpenapaTom
KaiieHipa MpoOBOSAT C y4€TOM MEXaHM3Ma JeHCTBHS paHee NPUMEHSAEMOro Npernapara 1 rnepuoa
€ro IOJyBBIBEJACHUS BO M30€KaHHE pa3BMTHA aUIMTHBHOIO yrHetaromero oShdekra Ha
MMMYHHYIO CHCTEMY, BMECTE C TEM CTapasiCh CHU3HTh PUCK PEAKTUBALMH 3200/ ICBaHHUSL.
I[IpyHUMas BO BHUMAaHHE MEXaHM3M JCHCTBHS anemMTy3ymaba, a TakxKe ONMCaHHBIH B MHCTPYKLMH
110 ero MPUMEHEHUIO UMMYHOCYTIPEeCCHBHBIH ddekT, npumeHenue npenapara Kaiienapa nocie

Kypca Tepanuu anemMTy3ymMaboM He pPeKOMEHIOBaHO, 3a WCKIIOYEHHEM CllydaeB, KOoraa
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0KH/1aeMas 10JIb3a OTUETIIMBO MPEBBIIAET BO3MOKHBIM PUCK Y KOHKPETHOTO MALUCHTA.

V NalMeHTOB, MOIyYaBIIMX paHee Teparuio UHTephepoHOM-OeTa MM riaTUpamMepa aleTaToM,
nedenue mpenaparom Kaifenapa MoXkeT ObITh Ha4aTo HEMOCPEACTBEHHO MOC/IC MPEKpallCHU
IPUMEHEHHUS BbILIEYKa3aHHbBIX MPEerapaTos.

Anmuapummuyeckue cpedcmea, npenapamot, YOIUHAIOUUE UHMEPEAL QT, a makaice npenapamet,
komopuie mozym cuudxcamys 4CC

B cBsi3u ¢ puckoM KymyJisitiBHoro Bausuus Ha YCC He cielyeT HaYMHATh TEPANHIO MPEnapaToM
y MalMeHTOB, MOJIyYalolMX aHTHapuTMUyeckue cpeacra A Kiacca (Hanpumep, XWUHMJIMH,
npokauHamua) u Il knacca (Hampumep, amMHMOAApOH, COTaJIoN), Mpenaparel, YAIHHSIOMNE
untepsan QT, ¢ M3BECTHBIMH TPOAPUTMOTEHHBIMU CBOWCTBAMH, 0JIOKATOPbl  KaJIbLIMEBBIX
kaHasoB, cHwkaromue YCC (Hanpumep, BepanaMiil WM AUITHA3eM), WIH APYTrUe Npenaparel,
koTopsle MoryT cHwkare YCC (Hampumep, uBaOpaauH MM aurokcuH). Ilpu paccMoTpeHuH
BOTIPOCA O BO3MOXKHOCTH Tepalyy CHIIOHMMOJIOM y MALMEHTOB JAHHOH KaTeropuu Cieayer
MPOBECTH KOHCYJIBTALMIO Kapjuonora (cM. nojpasaen «Pexomendayuu no nauany mepanuu y
nayuenmos ¢ HeKOMOPbIMU KapOUOL02UYECKUMU COCMOAHUAMU 6 aHaMHe3e» pa3lciia «Ocobvie
VKA3AHUAY).

Bema-aopenobnokamopwi

Cneayer coGmogaTh OCTOPOXKHOCTh, HauMHas [PUMEHEHHE Mpenapata Yy TalMeHTOB,
nostyyaromux Gera-agpeHoOI0KATOPBI, B CBA3U C BO3MOXHBIM Pa3sBUTHEM a/IUTHBHOTO s dexra
camkenus YCC (cMm. mopapaznen «Pexkomenoayuu no Hayanry mepanuu y nayuenmos ¢
HEKOMOPBIMU KAPOUOTOZUYECKUMU COCMOSHUAMU 6 anamuese» pasjena « Ocodvie VKA3aHUAY).
Hauano tepanuu mpenapatom KaiieHapa BO3MOKHO y MAaLMEHTOB, MOJy4arOINX cTaOuibHbIE
10361 GeTa-aipeHobI0KaTOpa.

OTpuuaTeIbHOE XPOHOTPOIHOE JEHCTBUE MPU OJHOBPEMEHHOM MNPUMEHCHWH CHUIIOHMMOJA H
MPONpPAHOJIONa OLEHEHO B XOJ€ CIEUWaTM3UPOBAHHOIO HMCC/IC10BaHUA (bapMakoAMHAMUKHA U
6esonacHocTi. JloGaBIeHrHe NMPONpPaHoIoNa K Tepaluy CHIOHUMOJOM Ha (OHE PaBHOBECHOTO
dapmakoauHamuyeckoro /  (apMaKOKMHETHYECKOrO COCTOSHHMS  CONPOBOX/ANOCH  MEHEE
BBIPOKEHHBIM OTPULATENIbHBIM XPOHOTPOMHBIM JIEHCTBHEM (YeM B Cilydae KyMyISATHBHOTO
BIMSHUSA) [0 CPAaBHEHWIO C J00aBJIEHHMEM CHIIOHAMOJA K TEparvu TpoINpaHooNoM B
paBHOBeCHOM (hapMakoJHHaMU4YecKoM / (papMakOKMHETHYECKOM COCTOSIHUH (KyMyISITUBHOE
siausiHue Ha YCC).

Baxyunayus

[TocKOJIBbKY MPUMEHEHHE JKMBBIX aTTEHYMPOBAHHBIX BAKIIMH MOXET YBEIM4YMBATH PUCK PA3BUTHA
uHpeKLMiA, creayer u3beraTh MUMMYHHM3aLMH XKUBBIMH aTTeHYMPOBAHHBIMH BaKLIWHAMHU Ha ¢done

Teparuu rnpenapaTromM 1 B TCHCHUE 4 Henenb noclie ee 3aBCPLICHUA (CM. noapasaci <(BaKL[LlHaZ4uﬂ))
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paszena « Ocobble yKazanusiy).

Bo Bpems Tepanuy NpenapaToM, a TaKke B TEUCHHE 2 MecsLeB Tocie NpeKpalleHus 1e4eHHs
CHIOHMMO/IOM BaKIMHALWMS MOXKeET ObITh MeHee d(dexTrBHON. CUnTaeTCs, UTO 3¢ PeKTUBHOCTD
BAKIMHALMKA HE CHMKAETCsS MpPY TpPEKpalleHUH Teparnvu CUIOHMMOJOM 34 1 Hememo 10
MIaHMPYEMOii BaKLIMHALMHM W BO30OHOBJICHMH NPUEMA MpenapaTa HE paHee 4 Henenp MocCIe €¢
npoBeaeHus (cM. noapaszen «Bakyunayusy pasaena «Ocobble YKa3anusy).
DapMaKoKUHEMU4ecKue 63aumo0eicmeus

Beposmnocme 61usHus Opy2ux npenapamos Ha apmarkoxunemuxy cunoHuMooa (CunoHuUMo0 6
Kauecmee cybcmpama)

MeTaboiu3M CHUIIOHMMOJA OCYILECTBISAETCS B OCHOBHOM 3a CHET msopepmenra CYP2C9
(79,3 %), ¥ B MEHbLIEH CTETICHH - 3a CYET uzodepmenta CYP3A4 (18,5 %) cuctembl LMTOXpoMa
P450. Wzopepment CYP2CY snsiercs nonuMopdHbM (EpMEHTOM, W B 3aBUCHUMOCTH OT
CYP2C9-reHOTHNIa MOXHO CIIPOTHO3MPOBATH PE3yJIbTAT JIEKAPCTBEHHOTO B3aUMOJICHCTBUS B
MPYCYTCTBHH BELLECTB, META00IM3UPYEMBIX H30(EPMEHTOM CYP3A wmm CYP2C9.
Hneubumopwer usogpepmernmos CYP2C9 u CYP3A4

He pekoMeHI0BaHO 0JAHOBPEMEHHOE NPUMEHEHHE CHIIOHMMO/1A € TPENapaTaMy, BhI3bIBAIOILMMH
yMepeHHOe WHrHOMpoBaHME H30(epMeHTa CYP2C9, u ymepeHHOe WIM MOLIHOE JBOHHOE
unruuposanue uzopepmentos CYP2C9 / CYP3A4 B cBA3M CO 3HAYMTE/IBHEIM YBE/IMUCHHCM
HKCIIO3MLMHK CUITOHUMO/1a. B cocTaB Takoii 0JHOBPEMEHHOH Teparnui MOryT BXOAUTh yMepeHHBIN
nBoiiHON uHrnOuTop m3opepmenta CYP2C9 / CYP3A4  (Hanpumep, GykoHa301) WM
yMmepeHHbIil uHrnGurop nsodepmenta CYP2CY ¢ 0AHOBPEMEHHBIM MPUMEHEHHEM YMEPEHHOI0
WK MOLHOTO HHru6uTopa usodpepmenta CYP3A4.

Ipumenenne haykoHa3oma (yMEPEeHHOTO MHIHOMTOPA msodpepmentos CYP2C9 / CYP3A4) B
n03e 200 Mr B CyTKM B PABHOBECHOM COCTOSIHUHM C CHTIOHMMOJIOM OAHOKPATHO B J103€ 4 mry
370poBbIX 106poBosbLeB ¢ CYP2C9*1*1-reHOTHIIOM MPUBOANIIO K IBYKPaTHOMY YBEJIUYEHHIO
AUC mnocnieiHero npemnapara.

CornacHo  pesyibTaTaM  OLEHKM  MOTCHLMala  JICKapCTBEHHOIO B3aUMOJICHCTBUS  C
JMCIIONB30BAHNHEM  MOJEIMPOBAHUS  (PM3MONOrMYECKH-3aBUCHMOM  (apMAKOKMUHETHKH,  TpH
O/IHOBPEMEHHOM NPUMEHEHHH CUTIOHUMO/IA € JIFOOBIM THTIOM unruéutopa uzodepmenta CYP3A4
um CYP2CY y nalueHToB BCeX FEHOTHIIOB 0XKMAAETCs MAKCUMAIIBHO IBYKPATHOE yBEIMYCHHUC
AUC cunonuMona, 3a uckmoueHneM reHoruna CYP2C9*2*2. B npucyTcTBMM yMEpEHHOTO
unruouropa uzodepmenta CYP2C9 / CYP3A4 y nanueHToB € rEHOTHIOM CYP2C9%2%2
oskupaercs ypenuuenne AUC cunonumona B 2,7 pas.

Huoyxmoput usogpepmenmos CYP2C9 u CYP3A44

Bo3MoxHO OJTHOBPEMEHHOE NPUMEHCHHC npemnapara Kaﬁeﬂnpa ¢ OOJBIIMHCTBOM HUHAYKTOPOB
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usodepmento CYP3A4 u CYP2C9.
TeM He MeHee, YUUTBIBAs 0XKHMIAEMOE CHIKCHHE IKCTO3ULIMH CHIIOHMMO/A, cneayet cobmonarh
OCTOPOKHOCTB MPU OIHOBPEMEHHOM TPUMEHCHUH:

e ¢ mommubiMH uHaykTOpamu uzopepmenta CYP3A4 /  yMepeHHbIMH HWHAYKTOpaMH
uzodepmenta CYP2CY (nanpumep, Kap6amaseniHoM) y BceX MalUeHTOB BHE 3aBUCUMOCTH OT
reHOTUIA;

e ¢ yMepeHHBIMM MHIYKTOpamMH H30(epmMeHTa CYP3A4 (Hanpumep, MOoAadUHHUIOM) Y
nampentop ¢ CYP2C9*1*3- wnm -*2*3-reHoTunamu (cM. pasaen «Dapmakonozuieckue
Ce0OUCMBAay).

CornacHo  pesyJbTaTaM OLEHKM  TMOTeHLMana  JIeKapCTBEHHOTO B3aUMOJICHCTBHA €
HCTIOB30BAHMEM MOJIEJMPOBAHHS (DU3MONOrHYECKH-3aBUCHMOM (hapMaKOKMHETHKH, OKM/ACTCA
3HAYUTEIBHOE YMEHBIIEHHE SKCNO3ULHMK CHUIIOHMMO/A (na 76 % u 51 % COOTBETCTBEHHO).
O/1HOBpEeMEHHOE TPUMEHEHHUE CUITOHUMO/IA B CYTOUHOIA 103¢ 2 MT Ha (OHE eXKEHEBHOTO MpHEMa
pudamnuimba B go3e 600 mr (MOLIHBIA WHIYKTOP msopepmenta CYP3A4 u ymepeHHbIH
unaykrop uzodepmenta CYP2C9) y yyacTHHKOB MCCICA0BAHMA € renotunom CY2C9*1*1
ormeuanoch ymeHblieHne AUCtau,ss ¥ Cmax CHTIOHMMO/1a COOTBETCTBEHHO Ha 57 % u 45 %.
Bepoamnocms 61UAHUA CUNOHUMOOA HA ¢apmakoKkunemuKy uiu (papmakoOuUHamMuKy opyzux
npenapamos

Opanvhbie KOHMPAYENMUBbL

[Tpy 0OJIHOBPEMEHHOM NPUMEHEHMH HE BBIABJICHO KIMHUYECKH 3HATMMOTO BJIMSIHUS CUTIOHMMO/IA
Ha (hapMaKOKMHETHKY MIM (apMaKoMHAMHUKY KOMOMHUPOBAHHBIX OpajIbHBIX KOHTPALIETITHBOB,
cojiepKalliuX OSTHHWJIACTPAAMON M JIEBOHOpPrecTpet. Takum oGpasoM, Ha ¢QoHe Tepanuu
CHITOHUMOZIOM 5Q(EKTUBHOCTD MCCIIEyEMOT0 OPaJIbHOTO KOHTPALUETHBA COXPaHAIACk.
HecMoTps Ha OTCYTCTBHE MCCIIEI0BAHUH IEKAPCTBEHHOTO B3aUMOJIEHCTBHUS C UHBIMU OpaJIbHBIMU
KOHTpALIENTHBAMH, COACPXKALIMMH JIPyrie MPOrecTareHbl, He 0XKUAACTCA BIUIHUA CUIMOHMMO/1a
Ha UX SKCIO3ULHIO.

JlabopamopHhvie uccne0o8anus

[T0CKO/IbKY ~CHIIOHUMOJ YMEHbLIAET KOJHYECTBO nuMGOUMTOB B KPOBH 33 CHUET HX
nepepacrpe/elieHuss B nepudepuueckue nuMQouHbIe OpraHbl, JUls OLEHKH pasiniHbIX
nomysumi TMMGOLKMTOB Y NALMEHTOB, MOy 4alOIIMX JIEYCHHE NPEenapaTom Kaiienpa, He MOXKET
HCIIONB30BATLCS I0ACUET KomuuecTsa 1uMdouuToB B nepudepuueckoi kposu. [lpu nposeaeHuu
TECTOB C LMPKYJIMPYIOLIMMH MOHOHYK/I€apaMi y MAlKMEHTOB, MOIYy4aloUKX CUIIOHUMO,
TpebyeTcs noiaydyeHne Oonpluero 00bemMa KpOBM - BCICACTBUE  CHIDKCHMA KOJIMYECTBA

LMPKYJIMPYIOLIMX JTMM(OLMTOB.
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OCOBBIE YKA3AHUSA

Hugexyuonnbvie 3a001€6aHu

KimoueBbiM  (papMakoauHamuyeckuM — d(dekrtom  npenapara ABJISETCS  10303aBUCHMOC
yMEHBLIEHHE KOJIHYECTBA MQOLUTOB B epudepruyeckoi KpoBH 10 20 — 30 % OT MCXOAHOTrO
KOJIHYecTBa, 00YCIOBEHHOE MX 00paTHMBIM MEpepacrpee/ieHHeM B MUMOOMIHBIX TKAHAX (CM.
pasnen « Papmakono2uieckue ce0TCMEay).

B CBA3M ¢ BIMAHMEM NPENapaTa Ha UMMYHHYIO CHCTEMY BO3MOXKHO YBEJIHICHUC pucKa pasBUTHs
uHdeKumit (cM. pasaen « Papmakonozuyeckue ceOUCMEAy).

[lepe HAuaIOM Teparvy NPenapaToM Clie/yeT oIy anTh pe3yJbTaT OOIEKIMHHYECKOr0 aHaIn3a
KPOBHU € JIEHKOLMTAPHON HOPMYINOH, BBIMOTHEHHOTO B TeueHue 6 MecsleB, MPEAMECTBYOINX
Hayany Tepanud, WM 10cje OTMEHbI npemecTByomen Tepanuu. [leprnoaniecku BO BpeMi
Teparnvy PEKOMEH/IOBAHO BBINOJIHATE pa3BepHyTHlii aHanu3 Kpou. IIpu TOATBEPHKACHHOM
CHWKEHUM aOCOJIOTHOTO KONMYECTBA JTMMQOLMTOB < 0,2*10°/n mo3y mpenapara CleayeT
YMEHBIIUTE, [OCKOJIBKY B KIMHHYECKHX MCCIICOBAHMAX 103y mpenapara CHWXKaju y MaluueHToB
¢ abCONIOTHBIM KOJMYECTBOM JIMMPOLUTOB <0,2*%10°/ n. Tlpu MOATBEPIKIACHHOM CHIXKCHHH
aOCOIOTHOTO KOJIMYECTBA TUMGOLUMTOB 110 < 0,2*10°/ n y nauyeHTa, MoJiy4aolero npenapar B
qo3e 1 Mr, Tepanuio MNpenapaToM ClelyeT BPEMEHHO MpepBath. [Ipy BOCCTaHOBJICHUH
aBCOMOTHOTO KOJMMYECTBA TUM(OLUTOB = 0,6¥10°/ 1 BO3MOXHO pacCMOTPETh BO300HOBJIEHHE
JiledeHHs npenapaTom. Y NalydeHToB ¢ TSKEIbIM MH(EKUMOHHBIM 3a00/ICBAaHUEM B akTUBHOM (hase
HeOGXOIMMO OT/IOKHMTH HAYANO JIEYSHHs MPENapaToM 10 paspelieHus JaHHOro COCTOSIHHUSA.
[10CKOJIBKY TaKOW OCTaTOYHbIM apmakoaMHaMHUecKui SGPEKT, KaK yMEHBLICHAE KOJIMYECTBA
MQOLMTOB B Nepu(epuueckoil KpOBH, MOKET COXPaHATLCH B TeueHue 3 - 4 HeleNb Mocie
TpeKpalleHns Tepanuu, B STOT NEPUOA HEOOXOMMO COXPaHSTh HACTOPOIKEHHOCTh B OTHOLICHHH
pa3BuTHsI MHPEKUMHA (CM. nozIpasaen «IIpexpawenue mepanuu npenapamomy).

[lalMeHToB, TMOJNYYAIOIIMX TEPanuio  MPENaparoM, — CICAYCT npouHpOpMHUpPOBATE O
HEOOXOIMMOCTH He3aMe/IMTENIbHO COoo0IaTh Bpady O CHMIITOMAaxX undexunu. Ilpu pazBUTHH
CHMITOMOB MH(EKLMOHHOTO mpoliecca Ha (oHe Tepanuu npenaparom He0OXOUMO MPOBECTH
5 eKTHBHbIE AUATHOCTHYECKUE W TEPANeBTUHECKUE MEPOTIPHATH. IIpu pa3BUTHH CEPbE3HOU
uH(EKIMH Y TAlMeHTa, M0JTy4alolero npenapat Kaiienapa, clielyeT pacCMOTPETh BO3MOXKHOCTD
OTMEHBI TepaIuHu.

B npouienHo# dase KITMHUYECKOro HeCleI0BaHus npenapara 3aperucTPUPOBAH Clly4ai pa3BUTHS
KPUIITOKOKKOBOro ~ MeHuHrura. — Ciydau  pasBHTHA KPMIITOKOKKOBOTO ~ MCHHHIHUTA
3aperuCTPUpPOBaHbl NPH TIPUMEHEHHH JpYroro MOAYJATOpa S1P-peuentopos. Bpauy cieayer
COXPAHATh HACTOPOXKEHHOCTb B OTHOLIEHWH BO3MOXHBIX CHMIITOMOB KPHUIITOKOKKOBOTO

MEHUHI'UTA. le/l pa3sBUTHH CUMIITOMOB, TI03BOJIAOIINX 3aI10/103pUTh pa3BUTHC JITAHHOI'O
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COCTOSIHMS, CJIElyeT HEe3aMEeMJIMTEIbHO [POBECTH COOTBETCTBYIOIIME JAMAarHOCTUYECKUE
meponpusTus. Ilpumenenne npenapata Kaiienapa cienyer BpeMEHHO NPUOCTAHOBUTH [0
UCKJIFOYEHUs] KPUIITOKOKKOBOIO MEHMHIMTA, NPU MNMOATBEP)KACHUM AMarHo3a clieflyeT HayaTb
COOTBETCTBYIOLIEE JIEYEHHE.

B mporpamme pa3paboTku mnpemnapata He OTMEYEHO CJIy4aeB pPa3BUTHUsS NPOrpecCUpyIoLIei
MynbTUOKaNBHOM NelikosHuedanonaruu (ITMJI), oqHako Takue ciiyyau 3aperucTpupOBaHbl PH
NpUMEHEHUH  Jpyroro  moayisitopa  SIP-peuentopoB. Bpauy crieayer  coxpaHsTh
HaCTOPOXKEHHOCTb B OTHOLUEHMM BO3MOXKHBIX KJIMHUYECKHUX CHUMIITOMOB WM JaHHbIX MPT,
no3BoJisirommx 3anoao03puth [IMJL. [1pu nogozpenun Ha [IMJI cnexyer npuocTaHOBUTD JieUeHUE
npenaparom KaiieHapa 10 HCKITIOYEHHs JaHHOTO JIMarHo3a.

B nporpamme pa3paboTku npenapara 3aperucTpUpOBaHbl Clydau repriec-BUPYCHON MH(EKLHH,
(BKJIFOYast OIMH Clly4ail peakTUBaUuu Bupyca Varicella zoster (VZV) ¢ pa3BUTHEM MEHHHIHUTA,
BbI3BaHHOTO VZV). IlaueHToB, y KOTOPBIX OTCYTCTBYIOT JOKYMEHTAIbHO MOATBEPXKICHHBIE
JIaHHBIE O NIEPEHECEHHOM BETPSHOM OCIe WK O NMOJHOM Kypce BaKLIMHALMK NpoTuB VZV, cnenyer
obcenoBath U151 BBISIBICHUS aHTUTEN K VZV mepe/l Ha4yaioM Teparnumu.

Bakyunayus

[Ipu oTcyTcTBMM aHTUTEN K BUpYCY VZV mauyeHTy cieyeT NPOBECTH MOJHBIN Kype BaKIMHALIUK
JI0 Hayajia Tepanuu npernapaTom, KOTOpoe CieayeT OTI0KHUTh Ha | Mecsll 10 pa3BUTHUS MOJHOTO
MMMYHHOI'O OTBETA Ha BaKLIMHALIMIO.

Cnenyer wus3beraTh INpPUMEHEHHs JKUBBIX AaTTEHYMPOBAHHBIX BAaKLUWH BO BpeMs Teparuu
npernaparom, a Takxke B TeHeHHe 4 Heellb Moc/ie ee MpeKpaleHus.

Bo Bpems Tepanuy npenapaTtom BaKLMHALMs MOXeT ObITh MeHee 3¢ dexTrBHOMN. PekoMeH10BaHO
NpepBaTh TEPANMIO CHMIIOHMMOJOM 3a | Hejeno /10 MIaHUPYyeMOi BaKUMHALKMH, BO3OOHOBISATH
NPUMEHEHUE Tpernapara clelyeT He paHee, 4eM uepe3 4 Helelu Mociie Hee.
IIpomusoonyxonesvie npenapamol, UMMYHOMOOYISAMOPbL U UMMYHOCYRPECCAHMbL

YuuTeIBas pPUCK aJJMTUBHOTO BIMSHUS Ha HWMMYHHYIO CHCTEMY, CcleayeT coOoaarh
OCTOPOXXHOCTh MpPH OJHOBPEMEHHOM [PUMEHEHMM [Mpernapata ¢ M[POTHBOOMYXOJIEBBIMU
CpeACTBaMH, MMMYHOMOZYJIATOpaMU WU UMMYHO/IETIPECCaHTaMH1 (B T.4.
FJIIOKOKOPTUKOCTEpPOMIaMH) (cM. paszen «Bzaumooeiicmeue ¢ Opy2umu 1eKapcmeeHHbIMU
cpeocmeamuy).

Maxynapueiit omex

B knnnnueckom uccnenosanuu 111 dazel cinyuau pazsuThs MaKy/IsipHOro OTEKa OTMEYaJIMCh Yalle
npu npumeHenuu cunonumona (1,8 %) no cpasuenuto ¢ miane6o (0,2 %). BoabIIMHCTBO 3THX
CJIy4aeB 3aperuCTpUpOBaHbl B MepBble 3 - 4 Mecsla nocie Havana tepanuu. [lockonbky Takue

Cllydyan OTMEYallMCb U IpH Oounee JUIUTCIIBHOM TPUMEHEHHU IMperiapara, nauueHTa CJICAYET
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NpOMH(GOPMUPOBATH O HEOOXOAMMOCTH COOOIIATH JIeyalemMy Bpady O HapyIEHHUIX CO CTOPOHBI
3peHHsl B TeYeHHE BCero BpeMEeHH NpHema npenapata. B 9Tux ciyyasX peKOMEH10BaHO NPOBECTH
OCMOTp TIJIa3HOIO JHA, BKJIOYas MakKy/IspHyio obnacTb. Tepamuio mnpernaparoM He CIEayeT
HAYMHATD Y MAIMEHTOB C MaKyJISPHBIM OTEKOM /10 pa3pelieH s JaHHOTO COCTOSIHMUSL. Y MalUeHTOB
C caxapHbIM Ja4abeToM, YBEMTOM B aHAMHE3€, a TAaKXKe Y MalUEeHTOB C COMYTCTBYHOLIMMH
MOPaKEHUAMM CETYATKM OTMEYaeTCsi MOBILWICHHBIH PUCK Pa3BUTHS MakKyJIspHOTO oTeka. Y
MALMEHTOB JAHHBIX KATEropHil peKOMEH/1yeTcsl IPOBOAUTH 0(TaIBMOJIOrHYECKOe 00Ce10BaHHe
JI0 Havajia ¥ BO BpeMs Tepanuu npenapatom Kaienzapa.

OLeHKY BO3MOXHOCTH TPOJIEHUs TepaNuH NPenapaTtoM y NalueHTOB ¢ MaKyJ/IIpHBIM OTEKOM HE
npoBoAWid. Bompoc o0 BO3MOXKHOCTM NpEKpalleHWs Teparnud [penapaTtomM  CIEAyeT
paccMaTpuBaTh B MHAMBH/yaIbHOM MOPS/IKE HA OCHOBAHMH OTHOLICHHS 110J1b3a-PUCK.
Bpaouapummusn

qcc

B cBasu ¢ passutuem tpansutopHoro cHwkeHus YCC Ha done Hayana Tepanui CUOHUMO/IOM,
JleYeHre TpenapaToM HAYMHAIOT 10 CXEME IOJTAIHOIO MOBBIICHUS [03bl 10 JOCTHIKEHUS
M0/1epAKHUBAIOILEH J103b] K LIECTOMY HIO Tepanuu (cM. pasaen « Chocob npumenenus u 003bi»).
Cumxenne YCC HauMHaeTcs B THTPALIMOHHOM (ase B TedeHHe Yaca Mocjie npyuemMa rnepBoi 1036l
M JOCTMTaeT MaKCHUMyMa B TEpBbI JeHb B TedeHue mpubnmsurensHo 3 -4 vacos. B
MOC/EAYIOME [IHH THTPALMOHHOW (a3el Ha (OHE NPOJOJDKAKOLIEroCs MOBBIIIEHHUS 03Bl
orMeyaeTcs nanpHeiee yMeHbiieHHe YCC ¢ MakCUMaIbHBIM CHHKEHUEM K MSATOMY-IIECTOMY
JIHIO OT MCXOJIHOIO YpOBHs, HaOMIOJaBLIErocs B MEpBbIH JeHb. MakcumaibHOE CYTOYHOE
cumkenre YCC B abCONOTHOM CpeHEYacOBOM 3HAUEHHM HAOJI0OaeTcs B MEPBBIA JICHb, MPH
5TOM YacTOTa MyJbCa CHMJKAeTCs B CpeiHeM Ha 5—6 yaapoB B MHHYTY (ya/wmuH). B
MocNeAylol|e JHU Tepanud MOCT-J030Bble CHWJKEHWs MeHee BbIpakeHbl. Ha doue
nocnenytoiiero npuema YCC HauMHaeT yBEJIMUMBATLCS [10CJIE MECTOrO JIHS U IOCTUTacT YPOBHS
riane0o B TeUEHHE AECATH JIHEH OT Hayasla Teparnuu.

Cnyuau cHwkenuss YCC wmenee 40 ya/MHH OTMedalMch peliko. B uesiom, mauueHTHl ¢
OpasuKapaMeil He UCTILITBIBAIA CUMIITOMOB, HEGOJIBIIOE KOJIMYECTBO NALMEHTOB OTMEYAIIM C1abo
WM YMEPEHHO BHIP@KEHHbBIE CUMIITOMBI, BKJIIOYasi FOJOBOKPYKEHHE MM CabOCTh, KOTOpPBIE
pa3pemanmch caMocToATeNbHO Ge3 BMelareibecTBa B TedeHue 24 uyacos. IIpu HeobGxoaumocTu
Juist yetpaHeHus cHkeHus YCC, MHAYUMPOBAHHOTO CUIIOHMMO/IOM, BO3MOXHO MapeHTepabHOE
BBEJICHHE aTPOIMHA UM U30NPEHANHA.

AmpuoeeHmpukyisapHas npo6ooOUMocms

Hayano  Tepamuu  mpemapaToM  CONPOBOXKAAJIOCh  TPAaH3UTOPHBIM  3aMe/UICHHEM

aTPUOBEHTPUKY/IAPHOMN MPOBOJMMOCTH, BpEMEHHBIE PAMKH ObLIIN aHaoruuHbl cHwkenuo YCC B

22/29



daze Turpauun. B GonblMHCTBE CiyyaeB OTMEYEHBI SBICHHA AB-Gnokanel | creneHu
(ynnuuenue untepsana PR Ha anekrpokapauorpamme, IKI). B KJIMHMYECKUX UCCIIEIOBAHUAX Y
1,7 % naLMeHTOB B Hauane Tepanuu oTMedyeHo passutue AB-6iokanst Il cTenenu, kak nmpaBuio,
no tuny MoGut [. SIBneHus HapyueHus POBOAUMOCTH, KaK MPaBHIIO, OBbUTH TPAH3UTOPHBIMHU,
ACHMITTOMHBIMH, pa3pellanuch B TeyeHHe 24 yacoB ¥ He TpeOOBaIM OTMEHbI Npenapara.
Pexomendayuu no Hauazy mepanuu y NAYUEHMOS ¢ HEKOMOPbIMU KAPOUONOZUYECKUMU
COCMOAHUAMU 6 AHAMHE3€

B kauyecTBe Mepbl INpPEIOCTOPOXKHOCTH Yy MALMEHTOB C CHHYCOBOH opanukapauein (HCC
<55 yn/mun), AB-Gnokanoii nepBod MM BTOPOW CTENEHH (Mo6wuri 1), wau uHbapKTOM
MHOKapJa B aHamHe3e, WM CEpPIAEYHON HEJOCTATOYHOCTHIO (MALMEHTBI C cep/ieuHOn
HegoctatouHocThio | unm 11 crenenu no knaccudukauuu Hoto-Mopkckoii KapAuoIorudecKkoi
acCOlMAlMK) B aHAMHE3e clieyeT MPOBOAUTH HAOIIIOEHHE B TeYeHHe 6 4acoB IOCIe nphema
MepBoOil J03bl Mpenapara C LEJbIO BBIABJICHHUS TPU3HAKOB M CHMIITOMOB OpaauKapauu.
Pexomenmopano mposeaeHue DKI' uccienoBanus nepej Ha4yalioM Teparnvd U M0 OKOHYaHWH
nepuoaa HabmoaeHus. [Ipy pa3sBUTHH TOCTA030BOH OpaiapUTMHH UM CUMIITOMOB, CBS3aHHBIX
C HapylIEHHEM MPOBOJMMOCTH, Wiy npy Beisinennn Ha DKI', cHATOM yepes 6 yacos mocie
mpueMa MepBOH [03bl, HOBBIX Npu3HaKoB AB-GioKaibl BTOPOH CTENEHM WIW BbILIE, HIH
yBenuuenus uarepsaia QTc > 500 mc, cietyeT HayaTh COOTBETCTBYIOLIEE JICYCHHE U MPOJTHTD
HaGMOJleHMe BILUIOTH O paspelieHusi COCTOsHMs / BOCCTaHOBIEHMs mokasareneid. llpu
HeOOXOMMOCTH JIEKAPCTBEHHOM Teparnuu HeoOGXOAMMO MPOUIMTh HAO/IO/CHHE 110 MEHbLICH
Mepe J10 YTpa CJIeTYIOLIETO /IHs U IOBTOPHTH 6-4acoBOE HabIHOAEHHE 10CIe IPHEMA BTOPOH 103bI.
B CBS3M C DHUCKOM pa3BHTHsS CEPBE3HBIX HAPYIICHHI CEpIEeYHOr0 PUTMA WM 3HaYUMOH
GpagMKapAM¥ TpernapaT He ClefyeT MPUMEHSATh y TALMEHTOB C CHMIITOMATHYECKOH
GpaaMKapaueil WM OMM30JaMM CHHKONE B aHaMHe3e, HEKOHTPOIMPYEMOi apTepuasbHOM
TUIEpTEH3MEH WM TSOKENBIM HEJeYeHbIM CHHIPOMOM alHo? CHAa. Y TaKMX MalMeHTOB
BO3MOKHOCTH TPUMEHEHHS] CHIIOHMMOJA CJeAyeT paccMaTpuBaTh TOJBKO B Ciyd4ae, e€Clin
oXHMJaeMas ToJb3a MpEBbIIAeT MOTeHUHANbHbE pUCKM. [lepel Hauanom Tepanuu y TakKuxX
NMALMEHTOB CleAyeT MPOKOHCYIBTHPOBAThCS C KApAMONIOrOM ¢ lenbio BbiGopa Hambosee
ONTUMAJILHOTO CII0c00a MOHUTOPHHIA CEPAECYHOM JIeATEIbHOCTH.

B cnemmanusuposanHoM QT-McclieIoBaHMM HE BBISBJIEHO 3HAYUMOrO TpAMOro  BIMSHHUS
npenapara Kailenapa Ha ymmviHenue uuTepBania QT, a TakKe apUTMOTEHHOrO MOTCHLMANA,
cBs13aHHOTO ¢ yanuHenveM uHTepBana QT. Hauano tepanuu npenapaTtoM MOXET MPUBOAMTE K
ymenblinennio YCC 1 KOCBEHHO - K yanuHeHHto unrepsana QT B daze Turpauuu. [lpumenenue
npernapara He W3y4ajoch y MalMeHTOB CO 3HAYMMBIM YAJIMHEHUEM WHTCpBaJIa QT (> 500 mc), a

TaKKe y MALMEHTOB, TOJYHAIOUMX Mpenaparsl, crocobHsie yamuuaT uurepsan QT. Ilpu
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pacCMOTPEHHH BOMPOCA O TepanuM MpernapaToM y MalueHToB ¢ COIMYTCTBYIOLIMM 3HAYUMBIM
yanuHenveM untepBana QT niu y mauueHToB, NoTy4aoLnX PEnaparel, CNoCOOHBIE YUIMHATD
unreppan QT, ¢ OOLIEM3BECTHHIM APUTMOTCHHBIM TMOTEHUHMAIOM, MEPE/L HaualoM Tepanuu
clelyeT MPOKOHCYIBTHPOBATHCS C KAapAMOJOroM C LEJbIO BbIOOpa Haubosee ONTUMAIBHOIO
croco6a MOHUTOPHHTA CePACUHOM JeATeIbHOCTH NPU CTapTe TepalnH.

[IpuMeHeHue npenapaTa y NalueHToB ¢ apUTMHEH, Tpebyrolei MeIMKaMEHTO3HOH KOPPEKLIMH
aHTHAPUTMUYECKMMH MperapaTamMu Kiacca [A (Hanpumep, XMHUVH, npoKanHaMMJ1) WK Kiacca
Il (Hanpumep, aMHOJAPOH, COTAION) HE H3YyHauoCh. [IpyuMeHeHHe aAHTHAPUTMHUYECKHX
npenapatoB kiaacca IA u knacca [y nanuenTos ¢ GpaauapUTMHEH acCOLIMMPOBAHO CO CITy4asMu
pa3BUTHS HapYLIEHUH CEP/IEYHOrO PUTMA THIA torsades de pointes. 110ckoJIbKy Ha4yaJlo Te€parniu
npenapatoM Kaiienapa NpuBOAMT K CHHXEHHIO YCC, He pPeKOMEHJ0BaHO OJHOBPEMEHHOEC
NMpPUMEHEHHE BbILIEYKA3aHHBIX NPENapaToB B CTAPTOBOM ¢ase Tepanuu.

OIIBIT IPHMEHEHHS Npenapara OrpaHuyeH Y NalMeHTOB, MOy YaioLKX 0AHOBPEMEHHYIO TEpATTHIO
npenapaTaMu 0J10KaTOPaMM KaJlbLUMEBBIX KaHAJIOB, CHUKAIOLINMH YCC (nanpumep, Bepanamu
WIK JWITHA3eM), WX APYTMMH CpEICTBaMH, KOTOpBIC MOrYT CHHXATh YCC (nanpumep,
uBaOpaauH WM aurokcus). OHOBpEMEHHOE MPHMEHEHHE JaHHBIX NPENaparos BO BPEMi
Tepanuu npenapatoM Kaiienipa MoXeT NPUBECTH K Pa3BUTHIO TshKeNoM GpaauKapAru U O10KaIbl
cepaua. B cBs3M ¢ BO3MOXKHBIM aIMTUBHBIM spdexrom Ha YCC nmpumeHeHHe npernapara y
MALMEeHTOB, MOJIYYalOIKMX JaHHBIE CPECTBA, B LIEJIOM HE PEKOMEH/I0BAHO. V Takux MalyeHTOB
BO3MOXKHOCTb TMPHUMEHEHHMs CHUIIOHMMOJA CJIeJlyeT paccMaTpuBaTh TOJNBKO B Cllydae, cCjn
okMjaemas [OJIb3a MpEBbIIAET MOTEeHUHMabHbIE pUCKH. Ilpu paccmoTpeHuH BoOmpoca O
BO3MOXKHOCTH OJHOBPEMEHHOTO TPHMMEHEHMs YKa3aHHBIX MpernapaToB Ha ¢oHe cTapTOBOM
Tepanuu npenapatom KaiieHapa crie/lyeT NPOKOHCYJIBTHPOBATHCA € KapAHONOroM ¢ LEJIBIO
omnpe/ieNieHus BO3MOXKHOCTH TEPEX0/la Ha TEPAIio NpenapaTaMu, He CHIKAIOUMMH YCC, unu
BBIOOpPA ONTUMAIEHOTO MOHUTOPMHIA CEPACYHON JEATEILHOCTH B crapToBOi (haze Tepanuu.
Bpaanaputmuueckuil sddext Gonee BbIpaeH NMPH NPUMEHEHMM Mperiapata OHOBPEMEHHO €
Gera-aapeHobI0KaTopaMu. Y MalMeHTOB, MOJTy4aroluX GeTa-aApeHO0IOKATOPBI B CTAOMIIBHBIX
no3ax, cneayer npeasapurebHo oueHuTh YCC B COCTOSHUH TOKOS. [IpumMeHeHue npemnapara
Kaiienapa Ha (OHe XPOHHYECKOro npHema GeTa-afpeHO0I0KaTOPOB BO3MOXKHO, €CIH YCC B
nokoe > 50 ya / mun. B ciyuae, ecii YCC B nokoe < 50 yz / MUH, clIelyeT NpepBaThb nprem oera-
apeHo6nokatopa 10 BoccraHopienus YCC > 50 yA/ MHH, TOCJE Yero cieyeT HadaTb
npumeHenue npenapara Kaiienapa. Bo3oOHOBICHHE Tepanuu Gera-aJipeHo0I0KAaTOPOM B TAKOM
cllydae BO3MOXKHO M0C]€ OKOHYaHMA (a3bl TUTPALMM M JOCTHKCHUA MO/IAEPIKUBAIOLIEH 03Bl
npenapata Kakienjpa.

IIponyck npuema u 60300H06/1IeHUE MePANUU ROCIIe nepepbled
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B ciyuae mporycka mpuema OJIHOH [03bl Mpernapata Ha MPOTAKCHUM ICPBBIX eCTU JHEH
TUTPALMOHHOM (a3bl MM TIPH MPONYCKE YETHIPEX H foJsiee Mociea0BaTeNbHBIX CYTOYHBIX /103
npenapara B TOJIEPXKUBAIOLIEN (ase, eyeHHe NpenapaTom CeayeT Havarh 1o cxeme Gasbl
TUTpauuu. B 5TOM ciyyae cieayet npHaAepKUBATLCS TEX KE peKOMEeHalUi ¥ CXEM MOHHTOPHHTa
COCTOAHMS MAleHTa (CM. BhILIE NOfpaszien « Pexomenoayuu no naiany mepanuuy).

Dynkyus neyeHu

Ilepen HayaloM TepamuM TNpenapaToM ClefyeT TOMy4uTh Pe3yJbTaThbl 11abopaTopHOIo
ompejie/ieHUs TOKa3aTeseil aKTUBHOCTH TPAHCAMMHA3 W KOHLCHTPAlMH ounupybuna (t.e.
BBIMOTHEHHbIX B TEYEHHE [IECTH MECSILIEB, NPeIIECTBYIOLIMX Havaly Tepanun). B KTMHH4ecKoM
ucciaenoanuu 111 ¢asel y 5,6 % nauueHToB, MOJIy4YaBUIMX CHIIOHHMON B J103€ 2 mr, 1 1,5%
MalUeHTOB, NOJTy4aBLIMX naue6o, 0TMEYaJloCh yBEJIMYEHHUE aKTUBHOCTH
ananuHamuHoTpancdepassl  (AJIT) win acnapratamunotpancdepassl (ACT) B Tpu pasa
MPeBHIAOIIMX BEpXHIOK0 rpanuiy Hopmbl (BI'H). B kimhn4eckux uccne0BaHusx NPUMEHEHHE
mpernapaTa MpeKpallaid MpU YBETHYEHUH MoKasaTeneH >3 BI'H u Hanu4yuum CUMIITOMOB,
CBsI3aHHBIX ¢ QYHKLMEN ME€YEHH.

[Ipy NOsBJEHMM BO BpeMsl NPUMEHEHHs Mperapara CUMITOMOB, MO3BONAIOIMX 3ar0A03pHTE
HapylleHHe (QYHKUMM NeYeHH, TAKMX KaK HeoObsSCHMMAs TOLIHOTA, PBOTA, Goyib B JKMBOTE,
MOBBILIEHHAS. YTOMIIAEMOCTD, aHOPEKCHS, ChIMb € 203MHOUIIMEH WIIH KENTyXa 1 / WM TEMHOE
OKpallMBaHUE MOYH, CJIEAYET ONpPEe]eNUTh aKTHBHOCTD (epMeHTOB MeYeHU M, NPH BbISBICHUH
CEpPBE3HOIO MOBPEXK/AEHHUS IEYEHH, NPerapaT CIeayeT OTMCHHUT.

HecMOTps Ha OTCYTCTBHE JaHHBIX O TNOBBIIEHHOM PHCKE YBEJIMYEHHS aKTHBHOCTH MEYCHOUHBIX
(epMEHTOB Y MAaUMEHTOB C CYMIECTBYIOIMMH 3a00/IEBAHUAMH TEHCHM Ha ¢donHe Tepanuu
npenapatom Kaiienapa, ciemyer co6mioaTe OCTOPOKHOCTb TPU NPUMEHCHHH Tpernapara y
MALMEHTOB CO 3HAYMMBIMH 3a00JIeBaHUAMH NEUCHH B aHAMHE3C.

Hoeoobpazosanus koxcu

B KJIMHMYECKOM MCCIEJI0BAaHMM HAMOOJIee 4YacThIM KOXKHBIM HOBOOOpa3oBaHHMEM SABJIAIACH
Ga3aIbHOKIETOYHAs! KAPLMHOMA KOKH, KOTOpast ObL1a ¢ 0/IMHAKOBO# YaCTOTOH 3aperMCTpUpoBaHa
KaK B IpyIre MauueHToB, MOJy4aBlUIMX Teparuio Npenaparom (1,01 %, 12 mauueHToB), TaK
nosyyasmux miaue6o (1,23 %, 7 nauuento). OJHAKO y MAUMEHTOB, MONYHABIIMX JICYCHUC
CHIOHMMOJIOM, a TakKe JUIMTEIBHYIO TEepamuio ApYyrMM MojyisTtopoMm  S1P-peuentopos,
OTMeYaIoCh Pa3BUTHE JPYTUX 3/0Ka4YEeCTBEHHBIX HOBOOOPa30BaHMH KOXH, BKIOYAs MCIAHOMY.
[TauMeHTOoB, MOJYYaAlOIIUX JICYEHHUE MPEnaparoM, CIEAyeT MpeayrnpeinuTb O HEOOXOJUMOCTH
NPYMEHEHHs CPEJICTB 3alMTHl OT COJHEYHOTO M3IydeHHs. Y TaKMX MALWCHTOB HE CIELyeT
MPOBOJIMTH OJHOBPEMEHHYIO (OTOTEpAIHIO C MCIOJIb30BAHHEM V®-B uznyyenus unu [TYBA-

Teparnuo.
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Henpeosudennvie He6PON02UYECKUE UNU NCUXUAMPUYECKUE CUMNMOMbI / npusHaKu

Ipy npuMeHeHHH APYroro Moayisropa S1P-peuentopoB OTMEHCHBI PEIKUE CTydan pa3BUTHS
CHHIpOMA 0OpaTMMON 3ajHell dHuedanonaTiy, KOTopble HE 3aperuCTpUpOBatbl B nporpaMmme
paspaGorku mnpenapata Kaienapa. OznHako, B Ciy4ae pasBUTHA MOOBIX HeTpeIBUACHHBIX
HEBPOJIOIHYECKHX HIIH TICHXHATPUYIECKUX CHUMIITOMOB HIIH NMPU3HAKOB (HanpuMep, KOTHUTUBHO®
paccTPOMCTBO, W3MEHEHHE MOBE/EHMs, KOPTHKAIbHbIE 3PUTC/IbHBIC HAPYLICHUS HIH moOble
Jpyrde KOPTHKAJbHbIE HEBPOJOIHYECKHE CHUMIITOMBI / sBneHMs WM TOOBIE ApYTHE,
[03BOJISIOILME 3a11003PHTh MOBBIIIEHHs BHYTPHUEPENHOTO aBJICHHS) WM NPY CTPEMUTE/ILHOM
YXy/IIIEHUH HEBPOJOTHYECKOro CTaTyca Ha (poHe Tepanuu MpernapaToM Cieayer HEeMEeJIEHHO
MPOBECTH TOJHYKO OLEHKY (M3MYECKOro M HEBPOJOTHYECKOro CTaTyca W paccMOTPeTh
BO3MOKHOCTB npoBeieHus MPT.

IIpeovioywyas mepanus UMMYHOCYnpeccopamu u UMMYHOMOOYAMOPAMU

3ameHy ApYroi Tepanuy, MOAMGUUMPYIOLICH TeueHUue 3abosieBaHuMsl, Ha TEPAIUIO NpenapaToM
KaiieHipa mpoBOIAT ¢ y4ETOM MEXaHH3Ma ICHCTBUs paHee IPUMEHSEMOr0 Npenapara 1 epuoaa
ero TMOJyBBIBEJEHUS BO M30eKaHME pa3sBUTHSA AUIMTMBHOIO YrHETAIOLIETO sddexra Ha
MMMYHHYIO CHCTEMY, BMECTE C TEM CTapasch CHU3UTh PUCK peaKTHBALIMU 3aboneBanus. Ilepen
HAYaJIOM Tepariu CHIIOHUMO/IOM PEKOMEH/I0BAHO MOJTy4HTh PE3YJIbTAThl Pa3BEPHYTOro aHaIM3a
KPOBH C T0/ICYETOM JTMM(DOLMTOB, BBIMOJIHEHHOTO MOC/IE OTMEHDI NpeIecTBYOIIEH Tepariy ¢
Lenbio yoeauThes B paspeieHnH hGeKToB npeibliylled Tepanuu OTHOCHTENLHO UMMYHHOM
cUCTeMBI (HAanpyMep, LIMTONIEHHH).

VuuTbIBas MEXAHU3M JeHCTBHS U MMMYHOJIETIPECCUBHBINA 3heKT anemMTy3ymaba, ONUCAHHBIH B
MHCTPYKUMK 10 €ro NPUMEHEHHIO, NMPUMEHEHHE IpenapaTa Kaitenpa mocie INpeKpaiieHus
Tepanuy anemMTy3yMaboM He PEKOMEH/JOBAHO, 33 HCKJIFOUECHMEM CJy4acB, KOTJa OXKuaacMad
MOJb3a SIBHO MPEBBIIAET BO3MOKHBIA PHUCK /JI KOHKPETHOIO MalHCHTa. B uenom Hauano
Tepalvy CHIIOHUMOJIOM BO3MOXKHO HEMOCPEICTBEHHO T0C/e OKOHYaHWA NpeIIecTBYOIEN
Tepanuu B-MHTEpHEpOHOM WK IlIaTHpamMepa aleTaToM

Bnusnue na apmepuansroe oasnenue

U3 KIMHUYECKNX MCC/IEI0BAHMN MCKIIOYNIN TAlMEHTOB C apTephalbHON IMIepTeH3UeH, He
MOJIAIOLICHCS  MEAMKAMEHTO3HOMY —KOHTposmo. [l MalueHToB ¢ HEKOHTPOJIUPYEMOM
apTepUaNbHOM runepTeH3rell Heo6XoMMa CrieLaTM3UPOBaHHAA MEAULMHCKAS TOMOLID.

B ximuuueckoMm wuccienoBanud Il ¢daspl aprepuanbHas TMNEpPTEH3MsA dHalle OTMEdalach y
nauuertoB ¢ BITPC, nonyyasmux cunonumon (12,6 %), yem nosryHaBImx miane6o (9,0 %).
[IpuMeHeHHe CHUMOHMMO/JA TPHBOJMIIO K MOBBIMICHHIO CHUCTOIMYECKOTO M IUACTOJIMHMECKOro
apTepHalbHOTO JaBJICHUs] BCKOPE TOC/IE Hayana JICYCHHUsl ¢ MaKCHMAaJbHbIM s¢dekrom mocie

ILIECTOTO MECSLa Teparnuy (CUCTONMYECKOE Ha 3 MM PT.CT., AWACTOJIMYECKOE — Ha 1,2 MM pT.CT.) U
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nocenytome crabunuzaumed. JlaHHbii sddekT coxpaHsncs Ha oHe TPOI0JDKAIOLICHCS
Tepanud. Bo Bpemsi JieueHMs MperapaToM HeOOXOAMMO PEerylsipHO  KOHTPOJIMpPOBATH
apTepHabHOE 1aBJICHHUE.

dapmakozenemuxa

[lepen HayaloM Tepanuu MpenaparoM Heo6X0MMO TPOBECTH TEHOTHIIHUPOBAHUE TIO
uzodpepmenty CYP2C9 ¢ uenbio onpeeeHns CYP2C9-mMeTaboau4ecKoro craryca y naiuueHTa.
Ipenapar Kaifenapa MpOTMBONOKa3aH y MalMEHTOB, TOMO3HUIOTHBIX nmo amtemo CYP2C9*3
(pacnipoctpanensocts  CYP2C9*3*3-reHotuna cocTaBiseT npubmusurenasio 0,3 -04 % 'y
eBPONEOMIOB U MeHee cpeau JApyrux pac). Ilpuem npenapata y MalieHToB JAHHOM KaTeropuu
MPUBOJUT K 3HAYUTE]ILHOMY YBEIMYCHHMIO KOHLEHTpALMH CHIIOHMUMOAA B naa3Me KpoBH (CM.
pazzen «Papmakonozuieckue cB0UCMBay).

Bo u30exaHHe yBEJIMYEHHs SKCHO3MLUMH CHINOHMMOJA y MAIMEHTOB € CYP2C9*2*3- unu
CYP2C9*1*3-reHOTHIIAaMH PEKOMEH/I0BaHHAs MOIEPXKHMBAKOLIas /103a Mpernapara COCTaBJISAET
1 mr B cyTku (cM. pazaen «Cnocob npumenenus u 00361y 1 «DapmaxonozutecKue c60tcmear).
IIpexpawjerue mepanuu npenapamom

[Toc/ie OKOHYAHMsI Teparuy CUIIOHMMOJI OCTaeTCsl B KPOBOTOKE 10 ACCATH nuei. [Tpumenenue
JPYTHX MPETapaToB B STOT MEPHO/L MPUBE/ICT K YBEINICHHIO SKCTIO3ULIH CUIIOHUMO/IA.

V GonpuuHcra mamuento ¢ BIIPC (90%) konwyecTBo 1MMQOLMTOB BO3BpaLlaeTCs K
ucxoHOMY B TeueHue 10 JHei nocsie npekpameHns Tepaniu CHIOHUMOIOM. OaHako, B TEYEHHE
3 - 4 Hepmenp Mociie MpHema IMOCieJHer A03bl Npenapara MoryT Ha0JIr0aThCsl OCTATOYHBIC
apmakomuHamuyeckne dQeKTsl, Takue Kak YMEHBIICHHE KOIMICCTBA nepupepuIeCcKux
numdoruTos. [puMeHeHe IMMYHOCYTIPECCAHTOB B 5TOT NEPHO/ MOKET IIPUBOANTE K pa3BUTHIO
JIOTIONHUTENBHOTO YTHETAIOWIETO BO3/JCHCTBUS Ha MMMYHHYIO CUCTEMY, B CBA3H C HEM CIICAYCT
CO0JI0aTh OCTOPOKHOCTD B TeUeHHUE 3 - 4 He/ielb N0CIe nprueMa Noc/eHeN 103bl CUIIOHUMO/A.
Bcnomozamenvhvie 6ewjecmea

JlekapcTBenHas (opmMa CONEPIKUT COEBBIA JICLIMTHH. [Ipenapar He CleayeT MPUMEHATH Y
MALMEHTOB ¢ TUIEPYYBCTBUTENLHOCTBIO K apaXUCy MIIM coe (CM. pasjien «ITpomugonokazanusy).
[lpenapar TakKe He CIEIYET NPUMEHATH Yy TMaUMCHTOB C PEIKMMH HAcJIeICTBEHHBIMHU
HApYIIEHUSAMH, CBS3aHHBIMM € HEMEPEHOCHMOCTBIO  IaJlaKTO3bl, TSKEJION  JITaKTa3HOU

HEJ0CTATOUHOCTBIO MM FIOKO30-TallaKTO3HO#H MaibabcopOumed.

BJIMSIHUME HA CIIOCOBHOCTD VIIPABJISITH TPAHCIIOPTHBIMH CPEJICTBAMH, MEXAHU3MAMMH
CHIIOHMMOJ1 OKa3bIBAeT MUHUMANILHOE BJIMSHHE HAa CTIOCOOHOCTD K YNPABJIECHHMIO TPaHCTIOPTHRIMU
CpeJICTBaMM WM He OKa3bIBaeT ero Bosce. Oj1HaKo, Ha ¢oHe Hauaa TEPANMK MPENapaTOM MOXKET

pa3BUBATHCH rOJIOBOKPYKEHHUEC. B cBs3u ¢ BbILIECKA3aHHBIM B nepan”d JIEHb Tepalliu NManueHTam
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CJIelyeT OTKa3aTbCsA OT yIpaBJICHUA TpaHCl']OpTHblMI/I cpeacTBaM HIn MEXaHU3MaMH.

®DOPMA BbIITYCKA

Tabnemku, nOKpbimole NIeHOUHOU 060.104KO, 0,25 me:

no 12 TabieTok, TMOKPHITHIX IUIEHOYHOH 000JI0YKOH, B 6ancrep w3 ITA/An/IIBX u
amomunueBoil doneru. [To 1 Gaucrepy B KapTOHHOM TEHAIIC BMecTe ¢ MHCTPYKLHMEH 0
MeIMLIMHCKOMY TIPUMEHEHHIO B KAPTOHHYIO MauKy («cTapTOBask akoBKay);

unu

1o 10 61McTepoB BMECTE ¢ MHCTPYKLMEH 10 MEAMLIMHCKOMY NPUMEHEHHIO B KAPTOHHYIO MaUKy.
TaGremxu, nOKpsimble NIEHOYHOU 060104KOY, 2 me:

no 14 Tabnerok, MOKPHITHIX [UICHOYHOH 00004KOH, B 6aucrep w3 IIA/An/IIBX u
amomunneBoit goasru. Io 2 Gnuctepa BMeCTe € MHCTpYKUKEH 110 MEMUMHCKOMY NPUMEHEHHIO
B KAPTOHHYIO Ma4Ky.

JlonycKaeTcs HaJlMumue KOHTPOJIs ePBUYHOrO BCKPLITHS Ha KapTOHHOM Mavke.

Yc10BUsA XPAHEHUSA

[1pu remneparype ot 2 1o 8 °C.

[Ipenapar clieyeT XpaHUTb B HEIOCTYNTHOM ¥ HEBUIHOM JIA JeTei MecTe.

CPOK I'OJJHOCTH

2 roja.

[Ipenapar He IPUMEHSATH 10 HCTEYEHNHU CPOKA TOHOCTH.

YcJioBUs OTNIYCKA

OTIycKaroT 0 pelenty.

HAMMEHOBAHUE " AJIPEC IOPWJIMYECKOIO JIMIA, HA UMsI KOTOPOI'O BBIIAHO
PETMCTPALIMOHHOE YIOCTOBEPEHHME

«Hosapruc OBepcus HMHBeCTMEHTC AT», JIuxtmrpacce 35, 4056 basens, [1Igeitapus / Novartis
Overseas Investments AG, Lichtstrasse 35, 4056 Basel, Switzerland

ITPOU3BOJAUTED

IIpou3BOACTBO rOTOBOH JeKkapcTBeHHOH Gopmbl

«Hoapruc @apma Ilreiin Al / Novartis Pharma Stein AG, Schaffhauserstrasse, 4332 Stein,
Switzerland

IlepBuuHasi, BTOpHYHAsl YIIAKOBKA H BBINYCKAIOLINI KOHTPO/Ib Ka4eCTBa

«Hoapruc ®@apmacbrotuka C.A.», / Novartis Farmaceutica S.A., Ronda de Santa Maria, 158,
Barbera del Valles, 08210 Barcelona, Spain

HoayuyuTts AONOJHUTEJIbLHYIO UHO®OPMALIMIO O IIPEIIAPATE, A TAK)XE HAIIPABUTDH
MPETEH3UHA U UH®OPMAIIUIO O HEKEJIATEJIbHBIX SIBJEHUSAX MOJKHO I10 CJIEAYIOLEMY

AJIPECY B Poccum:
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000 «Hosaptuc ®apma»
125315, r. MockBa, JleHuHrpaackuii npocnexT, Aom 72, kopnyc 3
Tein. (495) 967 12 70;

daxc (495) 967 12 68.

www.novartis.ru

HBanos B.A.
MeHnekep Mo peryasTOpHbIM IIPOEKTaM
00O «Hosaprtuc ®apma»
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