MUHUCTEPCTBO 3JIPABOOXPAHEHU S POCCUCKOM ®EJEPAIIN

NHCTPYKLHA
ITO MEJUITMHCKOMY TTPUMEHEHNIO JIEKAPCTBEHHOI'O IIPEITAPATA

Anopasu

Perucrpanuonnblii Homep: JII1-007284
ToproBoe HanMeHoBaHue: AnOpaBu
Me:xkayHapoaHOe HEMATEHTOBAHHOE HAUMEHOBAHHUE. CEJICKCUTIAr

JlekapcTBeHHas (popMa: TaOICTKH, TOKPHITHIC INIEHOYHON 000JI0UKOI

Cocras

1 Tabnerka 400 MKT COAEPIKUT:

SAnpo:

Heticmsyrowee eewecmeo: cenexcunar 0,4 mr.

Bcnomozamenvuvle 6eujecmsea. MaHHUTOIN, KpaxMail KyYKyPy3HBIH, THIIPOJIO3a HU3KO3aMeIleHHAs,
TUIPOJIO3a, MarHus cTeapar.

IInénounas 000JIOYKA: TUIIPOMEILIO3a, MPOIMUICHITIMKOJIb, TUTaHA TUOKCUA, KPACUTEIIb JKEJIC3a

OKCH/J] KpacCHBIH, BOCK KapHayOCKHUH.

1 Tabnerka 600 MKT COAEPIKUT:

Anpo:

Heticmsyrowee geugecmeo. cenexcunar 0,6 mr.

Bcnomozamenvuvle seujecmea: MaHHUTON, KpaxMail KYKypPY3HBIH, THITPOJI03a HU3KO3aMeIeHHAs,
THIIPOJI03a, MarHus creapar.

IInénounas 000JI0YKA: TUIIPOMEILIO3a, MPOIMUICHITIMKOJIb, TUTAHA AUOKCHI, KPAaCUTECIIb JKEJIC3a

OKCH/JI KpaCHBIN, KpacUTENb jKeJe3a OKCHI YEPHBIM, BOCK KapHAYOCKUH.

1 Tabnerka 1000 MKT cotep>KuT:

Anpo:

Jeticmsyrowee sewgecmeo: cenexcumnar 1,0 mr.

Bcnomoeamenvhule 6eugecmea: MAHHUTON, KpaxMall KYKYPY3HBIH, TUTIPOJI03a HU3KO3aMeIleHHAS,

THUIIPOJI03a, Mardus cTc€apar.
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IInénounas 000JI0YKA: TUIIPOMEILIO3a, IMPOIMUJICHITIMKOJIb, TUTAHA AUOKCHUI, KPAaCUTEIIb JKEJIC3a

OKCHJI KPACHBIN, KPACUTENb JKee3a OKCHUJI KENTHIN, BOCK KapHAYOCKHUI.

1 Tabnerka 1200 MKT COZIEPKUT:

Anpo:

eticmsyrowee eeujecmeo. cenexcunar 1,2 mr.

Bcnomoeamenvhule 6eujecmea: MAHHUTON, KpaxMall KYKYPY3HBIH, TUITPOJI03a HU3KO3aMeIleHHAS,
TUIPOJIO3a, MarHus creapar.

IInénounas 000JI0YKA: TUIIPOMEII03a, MPOIMUICHITIMKOJIb, TUTAHA AUOKCHI, KPAaCUTECIIb JKEJIC3a

OKCH/JI KpaCHBIN, KpacUTENb jKeJe3a OKCHI YEPHBIHM, BOCK KapHAYOCKHUH.

1 Tabnerka 1400 MKT COJIEPIKHT:

Anpo:

Jeticmsyowee eewgecmeo. cenexeunar 1,4 mr.

BcnomoeamenvHule 6eugecmea: MAHHUTON, KpaxMall KYKYpY3HBIH, TUITPOJI03a HU3KO3aMeIlleHHAs,
TUIIPOJI03a, MarHus cTeapar.

[Inénouynass 000I04Ka: TUIIPOMEIIO3a, MPOMUIICHITIMKOJIb, TUTAHA AUOKCHI, KPACUTCIIb JKCJIC3a

OKCHJI )KENTHIN, BOCK KapHAyOCKHUH.

1 Tabiretka 1600 MKT COJIEPKHUT:

Anpo:

Jeticmsyowee eewgecmeo. cenexcumar 1,6 mr.

BcnomoeamenvHule eujecmea: MAaHHUTON, KpaxMal KYKypY3HBIH, THITPOJI03a HU3KO3aMeIlleHHas,
TUIIPOJI03a, MAarHUs CTeapar.

[Inénouynas 000a04Ka: TUIIPOMEIIO3a, MPOIUIICHITIMKOJIb, TUTAHA AUOKCH/, KPACUTCIIb JKCJIC3a

OKCHJ| KpacCHBIM, KpacUTENb Kelle3a OKCUJ YEPHBIM, KPACUTENb Kele3a OKCHJ JKENTHIM, BOCK

KapHayOCKHUH.

Onucanue

Tabnemxu 400 mke: KpyTibie, TBOSKOBBITYKIIbIC TA0JICTKH, MMOKPBITHIC INIEHOYHOW 000JI0YKOMH,
KpacHO-KOPHYHEBOTO 1IBETa, C THCHEHHWEM ‘4 Ha OJTHOU CTOpOHE, ¢ (acKoi ¢ ABYyX CTOPOH, 0e3
PHUCKH.

Tabremxu 600 mxe: Kpyriible, TBOSKOBBITYKJIbIC TaOJETKH, MOKPHITHIC MNIEHOYHOW 00O0JIOUKOMH,
CBETIIO-()MOJIETOBOTO C CEpOBATHIM OTTEHKOM IIBETa, C TUCHEHHWEM “6” Ha OJHOW CTOpOHE, C

(hackoli ¢ IByX CTOPOH, O€3 PUCKH.
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Tabnremxu 1000 mxe: Kpyriabie, TBOSIKOBBIMYKIIbIC TAOJIETKH, TTOKPHITHIE TIIEHOYHON 000JIOUKOM,
PO30BaTO-OpaHKEBOTo I[BETa, ¢ TUCHeHUEM 107 Ha otHOM cTOpOHE, C (hackoil ¢ ABYX CTOPOH, 63
PUCKH.

Tabnemxu 1200 mxe: KpyTible, TBOSIKOBBITYKIIbIE TaOIETKH, MOKPHITHIE TIIEHOYHONW 000JI0UYKOM,
TEMHO-(HOJIETOBOTO C CEpOBATHIM OTTEHKOM I[BETa, C TUCHEHWEM “12” Ha OgHON CTOpOHE, C
(ackoii ¢ IBYX CTOPOH, 0€3 PUCKH.

Tabnremxu 1400 mxe: Kpyribie, ABOSIKOBBIMYKIIbIC TAOJIETKH, TOKPHITHIE TIIIEHOYHON 000JI0UKOM,
TEMHO-KENTOTO C KOPUYHEBATHIM OTTEHKOM IIBETa, ¢ THCHeHUeM “14” Ha oIHOU cTOpoHE, C
(hackoii ¢ IBYX CTOpPOH, O€3 PHUCKH.

Tabremxu 1600 mxe: Kpyriabie, TBOSIKOBBIMYKIIbIC TAOJETKH, TTOKPHITHIE TIIIEHOYHON 000JIOUKOM,
TEMHO-KOPHYHEBOTO I[BETa, C THCHEHHEM 16’ Ha 0JTHOI cTOpOHE, ¢ (acKOi C IBYX CTOPOH, 0e3

PHUCKHU.

dapmakoTepaneBTHYecKasl IPyNNa: AHTHArPEraHTHOE CPEICTBO

Koa ATX: BO1AC27

dapMakoJIOrH4ecKue CBoiicTBa

MexaHu3M aeicTBUA

Cenekcumar sIBJISICTCSI  CEJIGKTUBHBIM ~ aroHHCTOM TpoctanukinHoBbix (IP)  pernentopos,
OTIMYHBIM  OT  MPOCTALMKIMHA U  ero  aHamoroB. Cenekcunar  T'MAPOIU3YETCA
KapOOKcHUIICTEpa3aMu € O00pa3oBaHHWEM aKTHUBHOIO METa0O0JUTa, AaKTUBHOCTh KOTOPOIO
npumMepHo B 37 pa3 MpeBbILIAET aKTUBHOCTH cenekcunara. Cenekcunar M €ro akTHBHBIN
MeTaboIUT  ABISAIOTCA  BBICOKOAQUHHBIMU  aroHucrtamu |IP peunentopoB ¢  BbICOKOM
YyBCTBUTEIBHOCTHIO K |P penentopam 1o cpaBHEHUIO ¢ ApyrMMHU peLENTOPaMU MPOCTAaHOUOB
(EP1-EP4, DP, FP u TP). CenextuBHocth B oTHOmeHun EP1, EP3, FP u TP peuentopoB BaxkHa,
TaK KaK 3TH PELENnTOpbl OTBEYAIOT 32 COKPATUTENIbHYIO aKTUBHOCTb B )KEITYAOYHO-KHILIEYHOM
TpaKTe U KPOBEHOCHBIX cocynax. CenekTuBHOCTh B oTHowmeHuu EP2, EP4 nu DP:1 penentopos
Ba)KHA, TaK KaK 3TH PELENTOPbI ONOCPEAYIOT UMMYHOCYIIPECCUBHBIE 3P (PEKTHI.
CruMynvpoBaHME CEJIEKCUIaroM M €ro akTHUBHBIM MeTaboiuToM IP peuentopoB mpuBOIUT K
Ba30JMJIATAIlMK, a TaKXke aHTUnpoiaudepaTuBHOMY W aHTU(uOpoTHUeckoMy dddekrTam.
Cenekcunar mpeAOTBpPALIAET PEMOJCIUPOBAHUE CepAlla W JETKUX Y KpBIC C JIETOYHOU
aprepuanbHoil runeprensueil (JIAIY) u BbI3bIBaeT NPONOPIMOHAIBHOE CHUXKEHUE JETOYHOTO U

nepudepruyeckoro JaBlICHUS, IMOKa3blBas, YTO Nepudepuyeckas BazoAWIATAIUS OTpakaeT
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(hapmakomHaMU4eCKyt0 3()(PEeKTUBHOCTh B OTHOLIEHUHU JIETOUHBIX cocynoB. Cenekcumar He
BBI3bIBaCT JeceHcrOmmm3anmto IP perentopos in Vitro u raxuuinakcuro y Kpbic.
dapMaKkoIUHAMHUKA

Dnexmpogusuonozus cepoya

B tmiarensHOM nccnenoBanny BIUsSHUSA Ha HHTEpBaT QT y 370pOBBIX JOOPOBOJIBIIEB IPUMEHEHUE
noBTOpHBIX 7103 800 MKr u 1600 MKr cenekcumnara JBaXKIbl B JI€Hb HE BIUSJIO Ha CEPACUHYIO
penomspuzanuio (uaTepBan QT¢) mimm npoBenenue (uHTepBambl PR m QRS) u BhI3BIBaNO
YMEpEHHOE MOBBIIIIEHUE YacTOThl cepaeuHbIX cokpaieHuit (HCC) (manedo-cKoppeKTUPOBAHHOE
Ha ucxoaHoe 3HaueHue nosbieHue YCC cocraBuio 6-7 ymapoB B MUHYTY depe3 1,5-3 4 mocie
npuéma 800 mkr cenekcunara u 9-10 ygapoB B MUHYTY 4epe3 ATH K€ MPOMEKYTKU BPEMEHHU
nocie npuéma 1600 MKT cenexkcurnara).

Daxmopwvl c6EPMbLBAHUS KPOBU

B uccnenoBanuax ¢asel 1 U 2 npu nNpUMEHEHUH celeKcunara HalOJIrolanoch He3HAYUTEIbHOE
CHIDKeHUe ypoBHs ¢dakTopa BunmieOpanaa B rmia3me KpoBH; ypoBeHb (pakTopa Bumnebpanaa npu
9TOM OCTABAJICS BBIILIE HM)KHEW I'PaHULIbI HOPMBI.

JIé20unasn cemoounamuxa

B nBoifHOM cnemoMm miane00-KOHTPOIUPYEMOM KIMHMYECKOM HccienoBaHuM  (azbr 2
OILICHUBAJIMCh TE€MOJIMHAMUYECKHE IepeMeHHble mocie 17 Henenb Je4eHus Yy MalHeHTOB C
nérouHoit aptepuansHoi runeprensuen (JIAD), II-III ¢ynkmuonansueix kmaccoB (PK) mo
knaccuukanuu BcemupHoil opranmzanuu  3apaBooxpaHenus (BO3), mpu  coBmecTHOM
IPUMEHEHUH C aHTaroOHUCTaMU peUenTopoB sHaoTenuHa (APD) w/wnmm wuHrubutopamu
dbochoamdcrepazsl 5-ro trma (MPJD-5). IlamweHThl, MOTy4YaBIIMEe HAPACTAIOMIAE O3B
ceJIeKcuIlara 10 MHIMBUIyaJIbHO IIEPEHOCUMOM 10361 (IBa pa3a B J€Hb ¢ m1arom yseandeHus 200
MKr 10 800 MKr aBa pa3a B AeHb; N = 33), JOCTUTJIM CTAaTUCTUYECKH 3HAYUMOTO CPEIHETO
CHIDKEHHMsI JIETOUHOTo cocynuctoro conporusieHus Ha 30,3% (95% noBepuTenbHbId MHTEpBAI
[CI]: -44,7%, -12,2%; p = 0,0045) u yBenuueHHs cepIeuHOro uHaekca (cpeanss 3G GeKTHBHOCTh
nedenus) Ha 0,48 n/mun/m? (95% CI: 0,13, 0,83) 1o cpaBuenuio ¢ mianedo (N = 10).
dapMaKOKHHETHKA

dapMaKkOKMHETUKA CelleKCUIlara M ero akTUBHOTO MeTa0OoJUTa B OCHOBHOM H3ydYalach Ha
3I0POBBIX JT0OPOBOJIBIIAX.

dapMaKOKHHETHKA CeJIEeKCUIIara u ero akTHBHOTO MEeTabO0INTa, MOCJIe TPUMEHEHHU s OJJHOKPATHOM
Y IOBTOPHBIX 7103, ObUIA MPOMOPIIMOHAIBHOM B AManazone 103 10 800 MKT 1151 O JTHOKPATHOM 103bI
u go 1800 mMkr nBa paza B JIeHb Il MOBTOPHBIX 703. Ilocie mpuMeHeHUs] MOBTOPHBIX 103

PAaBHOBCCHBIC COCTOAHUA CCIICKCHUIIAra U aKTUBHOT' O MeTa0oJINTa JOCTUTAaOTCA B TCUCHHUC 3 I[HGﬁ.

Hannas eepcus uncmpykyuu deticmeumenvra ¢ 19.06.2023



5

Kymynauusa cenexcumnara wid akTUBHOTO METa0OJUTa B IUJIa3ME€ KpPOBHU IOCIE IPHUMEHEHUs
MOBTOPHBIX /103 HE HAOJII01a71aCh.

VY 3710poBbIX 100pPOBOJIBIEB BAapuaOEIbHOCTh CTENEHU BO3JAEHCTBUS (IUIOLIAAb IOJ KPUBOM
«KOHIeHTpanusg-Bpems», AUC) Mexy HHAUBUIYYyMaMU B PaBHOBECHOM COCTOSIHUM COCTaBHJIA
43% u 39% g cenekcurara ¥ akKTUBHOT'O METabOJIMTa, COOTBETCTBEHHO. MHauBUayabHas
BapuabenbHocTh AUC coctaBuna 24% u 19% pans cenekcumnara M aKTUBHOTO MeTabouTa,
COOTBETCTBEHHO.

AUC cenekcunara 1 €ro akTUBHOTO MeTa00JIMTa B PABHOBECHOM COCTOSTHMM y ManueHToB ¢ JIAT
M 3JI0pOBBIX JOOPOBOJIBIEB OblIa cxonHOW. DapMaKOKMHETHKA CEIEKCHIIara M €ro akTHBHOTO
Metabonuta y manueHToB ¢ JIAIT He 3aBucena oT TspkecTH 3a0o0JeBaHUA W HE M3MEHsIach C
TEUEHHEM BPEMEHH.

AOGcopbuus

Cenexcunar ObICTpo abcopOUpyeTcs U TUAPOIIN3YETCS KapOOKCHUIIICTEpa3aMH JI0 €r0 aKTUBHOTO
MeTabonuta. MakcumalnbHasi KOHIIEHTpAIKs CeleKCUIlara i ero akTHBHOTr0 MeTaboJnTa B Iia3Me
KPOBH TOCJIE MEPOPATHHOTO MPUMEHEHHS JOCTUraeTcs B TeueHue 1-3 4 u 3-4 4, COOTBETCTBEHHO.
AGcomtoTHas OMOJOCTYIIHOCTh CeJEKCUIlara y uesoBeka cocTaBisier okono 49%. Hauboiee
BEPOSITHO, TO SBJISIETCSA cieCTBHEM 3((ekTa mepBOTro MPOX0KICHUS CEeIEKCUIIara uepes neueHb,
TaK KaK KOHILIEHTpallMM aKTUBHOIO METa0OJMTa B IIa3M€ KPOBHU SIBISIOTCS CXOXXMMH IOCTE
MEepOPATBHOTO U BHYTPUBEHHOT'O BBEICHHUSL.

AUC cenekcunara nocie npuéma oxHoKpaTHON 10361 400 MKT BO BpeMsl €/Ibl YBEINIHBACTCS HA
10% y npencraBuTenel €eBpOIIEOUIHOM packl U cHWXkaeTcs Ha 15% y npeacraBuTenel sSsrmoHCKoi
Hallu¥M, B TO BpPeMs KakK CTEMEHb BO3JCUCTBHUS aKTUBHOTO MeTabonuTa cHikaetrcs Ha 27% (y
npeacraBuTeneil  eBponmeouaHoil pacel) m 12% (y mnpeacTaBUTENel SIMOHCKOW HALUM).
HexenarenbHble siBleHUsT HAOIIOAAI0TCS Yallle Npy NMpuéMe mpenapaTa HaTOLAK 110 CPaBHEHHUIO
C IPUMEHEHUEM BO BpEMS €/Ibl.

Pacnpenenecaune

Cenexkcunar ¥ ero akTUBHBIN META0OJIUT B BHICOKOM CTETIEHU CBA3BIBAIOTCA C OEIKaMU IJIa3MbI
KpoBU (mpumepHOo 99% B CymMMe W B PaBHOW CTENEHH ¢ albOyMHHOM W anb(da-1 KuciabiM
riukonporenHoM). OO6bEM pacmpesienieHus: ceeKcuIara B paBHOBECHOM COCTOSIHUU COCTaBJISIET

11,7 n.
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Buorpancdopmarius

Cenexcunar THIPOJIU3yeTCS B aKTUBHBIM MeTaboONMHT KapOOKcHIAICTepa3aMu B TMEYEHH U B
kumeyHuke. OKUCIUTENbHBIM MeTado0JIu3M, KaTalu3upyeMblii B OCHOBHOM H30(epMEHTOM
CYP2C8 u B w™menbmieir crenenn wuzopepmenrom CYP3A4, mpuBogur Kk o0Opa3oBaHUIO
THJIPOKCHIIMPOBAHHBIX ¥ JICATKWIMPOBAHHBIX NpoaykToB. U3zodpepmentet UGT1A3 u UGT2B7
BOBJICUEHBI B KOHBIOTAIIUIO aKTUBHOTO META00IINTA C TIIFOKYPOHOBOM KHCTIOTOM. 3a UCKITIOYEHHEM
AKTUBHOTO METa0OINTa, KOHIICHTPAIMS KQKIOT0 METa00IMTa B TUTa3Me KPOBH HE MpeBhImaeT 3%
OT 001IeTr0 co/iep KaHusI MPOU3BOAHBIX Mpenapara. Y 3J0pOBBIX JOOPOBOJIBILIEB U Y MAIUEHTOB C
JIAT mocne nepopansHoro npuéma AUC akTuBHOTO MeTaboMTa B PaBHOBECHOM COCTOSHUU
MpUMeEpPHO B 3-4 pa3a BBIIIE 10 CPABHEHUIO C HEU3MEHEHHBIM MIPENapaToOM.

BriBeneHue

BriBenenne cenekcumara OCYIIECTBIISIETCS MPEUMYIIIECTBEHHO Yepe3 METa0O0IU3M CO CPEeTHUM
KOHEYHBIM TiepuofoM monyBbiBenaeHus 0,8-2,54. Tlepuon monmyBbIBeIEHUS AaKTUBHOTO
MeTabosmTa cocrasiser 6,2-13,5 4. OOmmii KmupeHc cenekcumnara cocrasiser 17,9 n/q. Tlonnoe
BBIBEJICHHE HaONoaeTcs depe3 S5 MAHel mocie mpuéma ImpemapaTta W OCYIIECTBIISETCS
MIPEUMYIIECTBEHHO 4epe3 KUIIEYHUK (cocTaBisieT 93% OT NpUHSATON J03bI) M0 CPABHEHUIO C
BbIBeicHHEM uepe3 mouku (12%).

Ocobule nonyiAayuu nadyueHmaoe

He oOHapyxeHO KIMHUYECKH 3HAYMMOTO BIUSHUS TIONIa, pachkl, BO3pacTa MM Beca Ha
(hapMaKOKMHETUKY CEJICKCHUTIara M ero akTUBHOTO MeTabonuTa y manueHToB ¢ JIAT.

Ilayuenmoi ¢ Hapywenuem hyHKyuu nouex

VY ManueHTOB ¢ TSHKEIBIMUA HApYIICHUSIMU (QYHKITUH MTOYEK (pacu€THAsE CKOPOCTh KIIyOOIKOBOM
¢unbrpanuu (pCK®) < 30 mn/mun/1,73 m?) nabmronaercs ysenuuenue AUC cesekcumnara u ero
akTuBHOTO MeTabonuTa B 1,4-1,7 paza.

THayuenmsi ¢ HapyweHuem QyuKyuu neyeHu

VY manueHToB ¢ HapymeHrueM QyHKImu nedeHu JErkoi (kmacc A no kinaccuduxaruu Yaina-I1s10)
u cpeaneit (kmace B mo knaccudukanuu Yaitna-I1si0) crenenn AUC cenekcunara B 2 u 4 pasa
BBIIIIE, COOTBETCTBEHHO, 0 CPAaBHEHHUIO CO 370poBBIMU jgoOpoBoibiiamMu. AUC akTuBHOTO
MeTabonuTa ocTaéres MPaKTUYECKH HEM3MEHHOH y TAIleHTOB C HapylleHneM (QyHKINU MTeYeHH
NETKON CTENEHU M YBEIMYMBACTCS B JIBA pa3a y MAINMCHTOB C HApyIMICHUEM (DYHKIMH TEYCHU
cpenHeit creneHu. ToapkO Ba MalMeHTa ¢ HapylleHHEM (YHKIUU TEYEHU TSKEION cTeneHu
(xmace C mo xmaccudukanuu Yaiina-ITeio) npuaumanu cenekcurnar. AUC cenekcumnara u ero
aKTUBHOTO MeTabolMTa y JaHHBIX MMAllMeHTOB ObLIa CXOXEH CO CTEeNEeHbIO BO3JCHCTBUS Yy
MAIMEHTOB ¢ HapylieHneM (DYHKIMU TIeYeHU CpefHel creneHu (kmacc B mo kimaccudukanuu

Yaiina-11s10).
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Ha ocHoBaHumM maHHBIX MOJEIMPOBAHMS HCCIenOoBaHUA mpennonaraercs, uro AUC B
PaBHOBECHOM COCTOSIHMHM y MALIMEHTOB C HApyIIEHUEM (DyHKIMH IIeUYeHH CpeHEeN cTeneHHt (Kiacce
B no xnaccudukamnum Yaitna-I1s10), mpuHrMaromux npemnapar oJMH pa3 B IeHb, OyJIeT B 1Ba pa3a
BBIIIE, YEM Yy 3J0POBBIX JOOpPOBOJIBLIEB, MPUHUMAIOIIMX Ipenapar 1Ba paza B naeHb. AUC
AaKTUBHOT'O METa0O0JIUTa B PaBHOBECHOM COCTOSIHUM Y 3TUX MMALIMEHTOB, IPUHUMAIOIINX Ipenapar
OJIMH pa3 B JIeHb, A0JDkHa ObITh cxoqHoM ¢ AUC y 310poBBIX 100pOBOJIBIEB, TPUHUMAIOIIUX
mpemnapar 1Ba pasza B aeHb. [Ipennonaraemas AUC B paBHOBECHOM COCTOSTHHH y TAI[UEHTOB C
HapyleHneM (yHKIMM NedeHu Tsokénoi cremnenu (kimace C mo knaccudukanuu Yaitna-I1sio)
SBIISIETCS CXOXKEW ¢ NalUeHTaMu C HapylleHueM (QYHKIUM [€YeHU CpeAHEW CTeleHH,

IIpUHUMAaOIIUMHU IIpe€rapaTr OAWH pa3 B JICHDb.

IMoka3anusi K NPUMEHEHHUI0

[Ipenapat AnOpaBu MoKa3aH IS JUIMTELHOTO JICYCHUS JIETOYHON apTepHaIbHON THIIEPTEH3UH Y
B3pocibix nmanuentoB (JIAI, rpymnma | mo kmaccudukaruu BO3) 1-1V ®K no knaccudukanun
BO3, ¢ nenpio 3ameieHns: mporpeccupoBanus 3aboneBanus. [IporpeccupoBanue 3aboneBaHUs
BKJIFOYAJIO: CMEPTh, FTOCIUTANIM3AIMIO 110 ooy JIAIL', Hayaio BHyTPUBEHHOIO WJIN MIOJIKOKHOTO
BBEJICHUS MPOCTAHOWIOB, WM JPYrHe CIy4yau NpOrpecCHpoBaHUs 3a0o0jieBaHMs (CHHUKEHUE
JTUCTAHIIUU B TECTE 6-MHUHYTHON X0b0bI, ACCOIIMUPOBAHHOE C yXyameHneM cumntomoB JIAT wim
HE00X0IMMOCTBIO B 1onoHUTENbHOM JIAT -crienuduueckoit Tepanun).

Anb6pasu ¢ dektuBeH B komOuHanuu ¢ APD nnn u®/12-5, unm B cocraBe TpoitHON Tepanuu ¢
APD n u®/13-5, unu B MOHOTEpAIHH.

D¢ dexkTuBHOCT, AnOpaBU J0Ka3aHa B OTHOIICHWM UAMOMATHYECKOW W HacieacTBeHHOU JIAT,
JIAT', acconuupoBaHHOM ¢ 3a00JeBaHUSMU COCTUHUTENbHOM Tkanu, JIAL, accomupoBaHHOM ¢

KOMIICHCUPOBAHHBIM ITPOCTBIM BpO)K)IéHHBIM IMOPOKOM cepaua.

IIpornBONOKa3aHUA

* IloBblIeHHas 4YyBCTBUTENBHOCTD K AEHCTBYIOLIEMY U BCIIOMOTraTEIbHBIM BEILECTBAM

*  Tsoxénas umeMuveckas 00JIe3Hb Cep/Illa WM HECTaOMIIbHAS CTEHOKAPAUs

*  HMudapkr Muokapna, nepeHecEéHHbII B TeUeHUE NMPEeIIECTBYIOIUX 6 MECSIIEeB

* JlekoMIE€HCHUpOBaHHasi CepJAeYHas HEJOCTAaTOYHOCTb IIPU OTCYTCTBHHM IIPUCTAJIBLHOTO
HaOII0/IeHNs Bpaya

*  Tsoxénble HapyLIEHUS CEPACUYHOTO PUTMA

* llepeOpoBackynspHble 3a0oneBaHMs (HampuMep, Npexoisdilee HapylIeHHMEe MO3rOBOTr0

KPOBOOOpAIIIEHUS, UHCYJIBT), IEPEHECEHHBIE B TEUCHUE TPEALISCTBYIOMNX 3 MECAIIEB
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*  Bpoxaéuuble Wi IpuoOpeTEHHBIC TTOPOKH Cep/Illa C KITMHUYECKH 3HAYMMBIMU HapyIICHUSIMA
(GyHKIMK MUOKapa, He cBsi3aHHbIME ¢ JIAT

* CoBmecTHOE TpHMEHeHHEe ¢ MomHbIMH  uHruOuropamu CYP2C8  (mampumep,
reM(puOpo3uIIoM; cM. pasnen «B3anMoaeicTBIe ¢ qPYyruMH JIEKapCTBEHHBIMU CPEICTBAME )

* bepeMeHHOCTH U TTEpPUOJ TPYTHOTO BCKAPMITHBAHUS

»  Jlerckuit Bo3pact 10 18 net (3ppekTrBHOCTH U 0€301aCHOCTh HE U3Y4EHBI)

C 0CTOPOXKHOCTHIO

VY MmanueHToB ¢ apTepUATBHON THUIOTCH3HWEH, Y MAIMEHTOB C BEHOOKKIIO3MOHHON OOJIC3HBIO
AE€rKUX, Yy TAIUMEHTOB crapiie 75 neT (OrpaHuYeHHBIA OMBIT MPUMEHEHUS), Y MAlMeHTOB C
HapylieHueM (QYHKIMHU redeHn Tsokénou crenenn (kiaacc C no kiaccudukanuu Yainga-IIs10), y
MalMEeHTOB ¢ HapyleHneM (GyHKIHHU Todek Tsokénoit crenenu (pCK® < 30 mn/mun/1,73 M?), y

ManMEHTOB C THIICPTUPCO30M U Y KCHIIWH ACTOPOAHOTO BO3pacTa.

IIpuMeHneHne npu 6epeMEeHHOCTH M B MEPHO I'PYIHOr0 BCKAPMJIMBAHUSA

Kenuwunvl 0emopooHo2o o3pacma

JXKeHIuHBI JeTOPOIHOTO BO3PACTa JOJDKHBI MIPUMEHSATh HAAEKHBIE METOABI KOHTPAIECTILUU BO
Bpems mpuéma cenekcumnara (cm. paszaena « OcoObie yKa3aHusm»).

bepemennocmo

JlanHple O TpUMEHEHUHU mpemnapara AmnOpaBu BO BpeMs OEpEeMEHHOCTH OTCYTCTBYIOT. B
UCCIIEIOBAaHMSIX HA KMBOTHBIX HE OTMEUEHBI MPSMBbIE MITH HEMPsMbIe HEOJIaronpusTHbIe 3 (HeKThI
TOKCHYECKOT'0 ICHCTBUS Ha pENPOAYKTUBHYIO QYHKIIHIO. CeeKcumnar 1 €ero OCHOBHOM MeTaboIuT
nokazanu B 20-80 pa3 Oosiee HU3KUIU MOTEHIMAT B OTHOUICHUH PELENTOPOB MPOCTAMKIMHA IN
VItro it BUZIOB )KUBOTHBIX, HCIOJIb3YEMbIX MPU UCCICIOBAHUM PEMPOYKTHBHON TOKCHYHOCTH,
[0 CPaBHEHHIO C 4YeJoBeyeckod mnomyisnueil. CrenoBarenbHO, pe3epB 0OE€30MACHOCTU JUIs
MOTEHIIMATBHBIX A(P(GEKTOB, CBSI3aHHBIX C PEHENTOPOM MPOCTANUKINHA, 10 BJIUSHUIO Ha
PENpPOSYKTUBHOCTh COOTBETCTBEHHO HMKE, YeM i 3(PQEKTOB, HE CBA3aHHBIX C PELENTOPOM
MIPOCTAIMKIINHA.

AnOpaBu HE PEKOMEHIYETCsl IMPUMEHSTh >KEHIIMHAM BO BpeMsi OEpEMEHHOCTH M SKEHIIMHAM
JIETOPOJHOI'O BO3PACTa, HE MCIOIb3YIOIIMM METO/1bl KOHTPALEIIIH.

Ilepuoo epyonoco eckapmausanus

HeunszBecTHO, BBIIENSACTCS M CEIEKCUIIAT MITH €r0 METAOOIUTHI C TPYTHBIM MOJIOKOM Y JKEHIIUH.
[lockosbKy NOKIMHMYECKHE MCCIEOBAHUS Ha KpbICax MOKA3ali BbIJEIEHUE CEJeKCHUIara Wiu
€ro MeTaboJIUTOB C TPYJHBIM MOJIOKOM, HENlb3s HCKIIIOYUTh MOTCHIMAIBHBIA PUCK IS peO&HKa.

AnOpaBu He AOKEH NPUHUMATHCS B IEPUOJ IPYIHOIO BCKAPMIIMBAHHSI.
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DepmunbHoCmb

Knunnyeckue naHHbie 0 BIUSHUU HA (EPTUITHLHOCTD YEJIOBEKa OTCYTCTBYIOT.

B noxnmHWYECKHMX HCCIEAOBAaHUSX Ha KpBICAX CEJIGKCHNAr B BBICOKMX J03aX BBI3BIBAI
KpaTKOBPEMEHHOE HApYIIEHHE MEHCTPYaJIbHOTO IMKJA, KOTOPOE HE OKa3bIBAJO BIIMSHUS Ha

(bepTUIBbHOCTD. 3HAYUMOCTH ATOTO0 d(PdeKTa It YeT0BEKa HEU3BECTHA.

Cnoco6 npuMeHeHus U 103b1

JleueHue npenapaToM JI0JKHO MPOBOJUTHCS BPauyOM, UMEIOLIUM OMNbIT JeueHust JIAT .

AnOpaBu NPUMEHSIOT BHYTPbh JiBa pa3a B CYTKM (yTpoM u BedepoM). s ymyuiieHus
MEPEHOCUMOCTH PEKOMEHJIOBAaHO NPUHUMaTh AnOpaBH OAHOBPEMEHHO C MPUEMOM MHINHU, a
TaKke, B Hadale KaXIOW (a3l TUTPOBAHHS J03bI, IPUHUMATH TEPBYIO MOBBIIMIEHHYIO /103y
BeuepoM. He crenyer nenuTs, KpOINTh WM pa3kEBBIBATH TAOJIETKH, TAOJIETKHU CIeLyeT 3aluBaTh
BOJIOH.

CrnaboBus1ye NaueHThl JOJKHBI ObITh IPOUHCTPYKTUPOBAHBI O HEOOXOAUMOCTH 0OpPaTUTHCS
32 IOMOIIBIO K IPYTOMY YeJIOBEKY Ha BpeMs TUTPOBAHHUs 10361 ATOpaBy.

Tumposanue 003vl

JUis  KaXAoro TmamueHTa ¢ TIOMOILIbI0 TUTPOBAHHS J03bl JIOJDKHA OBITH MomoOpaHa
WHAMBHyalbHas MAKCUMaJIbHAs NIEpeHOCUMas 11033, B quanazoHe ot 200 MKT ABa pa3a B IeHb J10
1600 Mkr 1Ba pa3a B IeHb (MHIUBUAyalIbHAS MOAEpKUBatoIas 103a). [lonpobHas nnpopmanus
O TUTPOBAaHMM MO3bI Tperapara yKa3aHa B HWHCTPYKIMH IO MEIWIWHCKOMY TIPUMEHEHUIO
JIeKapCTBEHHOro mpenapata AmnOpaBH, TaONETKH, IOKPBIThIE IUIEHOUYHOM OOOJOYKOH, C
no3upoBkamu 200 Mkr 1 800 MKT.

Hnousuoyanvras noodeparcusarowas 003a

MakcumanbpHas TepeHOCHMasi 7033, JIOCTHTHYTas B TIPOILECCe TUTPOBAHMS, CTAaHOBUTCS
MOJIEP’KUBAIOLIEH J1030M M JIOJKHA IMPUHUMATHCS Ha peryisipHoil ocHose. [lonneprkuBaromias
71032 IPUHUMAETCS JIBa pa3a B IeHb. EcIi IepeHOCUMOCTh Teparuy ¢ IPUMEHEHHUEM JTaHHOU JTO03BI
C TEUCHHEM BPEMEHH YXYIIACTCs, MOXKET ObITh HA3HAYCHO CUMIITOMATHYECKOE JIeUCHHE U/Min
CHIDKEHHE JI03bI 10 PEBIAYIIETO YPOBHS.

IIpepviganue npumenenus unu ommena npenapama

B cmyuae npormycka oHOI /103bI, OHA JOJDKHA OBITH IPUHATA KaKk MOKHO paHee. Bmecte ¢ Tem,
He cllelyeT IPUHUMATh IPOIYLIEHHYIO 03y MEHee 4eM 3a 6 4 10 npuéma cieayroei 103bl. Ecin
JedeHue ObUIO MPUOCTAHOBJICHO Ha 3 NHS U Oolee, mpuéM AnOpaBu JOKEH OBITh BO30OHOBIICH
C IpUMEHEHNeM 0oiee HU3KOM JJ03bI C MOCIEIYOINUM TUTPOBAHUEM.

OmnbIT pe3Kkoil OTMEHBI cenekcunaray naueHToB ¢ JIAIT orpannuen. He HaOmionanocs cirydaes

pEe3KOro BO30OHOBIJIEHUS CUMOTOMOB. OjHaKo, eciu ObUIO HPHUHSITO pelieHHe 00 OTMEHe
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AnbpaBu, OTMEHa JOJDKHA OCYLIECTBIATHCA ITOCTENEHHO C IOCIEAYIOUIMM Ha3HAaueHUEM
aJIbTEPHATUBHOMN TEparnuu.

Koppexmuposka peoicuma O0o3uposanus 6 ciyuae cCOBMECMHO20 NPUMEHEHUS C YMepeHHbIM
uneubumopom uzogpepmenma CYP2C8

[Ipu coBmecTHOM NpuMeHeHUH AnNOpaBu ¢ yMepeHHbIM MHruouropom uzodepmenta CYP2C8
(HampuMep, KJIOOUAOrpenoM, aedepasupokcoMm, TepudiayHoMuaoM), AnbOpaBu JOIKEH
npuHUMaThes 1 pa3 B JeHb. B cirydae, eciii manueHT HE MOXKET NMEPEHOCHTD TEPAITUIO B TaHHOU
7103€, CUMIITOMATHYECKOE JICUCHNE W/WIIM CHIXKEHHE J03bI JI0 MPEIbLAYIIETO YPOBHS JOJKHO
ObITh paccMmoTpeno. [Ipu oTmene ymepeHHoro wHrHOMTOpa HM30depmenTa CYP2C8 pexum
J03UpoBaHusl AnOpaBM JOJKEH OBITh BOCCTaHOBJIEH J0 2 pa3 B JEHb (CM. pasfien
«B3anmopeicTBIE ¢ IPYTHMHU JIEKAPCTBEHHBIMU CPEJICTBAME).

Oco0ble I'pYHOIIBI MallMCHTOB

Toowcunvie nayuenmol (cmapuie 65 nem)

Koppekuust pexxuma 103upoBaHus Npenapara y HOKUJIbIX MAUEHTOB He Tpedyercs (CcM. pa3aen
«PapMakokuHeTHKa»). ONbIT NMpUMEHEHUsT ANOpaBH y MOXWIBIX MAIlMEHTOB CTapiue 75 Jer
OTpaHHYEH, B CBSA3M C YeM Ipernapar J0JKEeH MPUMEHSATHCS C OCTOPOKHOCTBIO Y JaHHOM TPYMIIbI
narreHToB (cM. pazzaen «OcoObie yKazaHHs»).

Hapywenue ¢pynkyuu nevenu

Cenekcunar He JODKEH Ha3HauaThes MAllMEHTaM C HapylIeHHeM (YHKIMU TEYEHU TKETOH
crerenn (kaacc C mo kmaccuduranun Yaina-ITeto, oM. pasgen «OcoOble ykazaHus»). Y
NAIMEeHTOB ¢ HapylleHHeM (YHKIMU THeYeHH cpefHel creneHu (kimacc B mo kimaccudukanuu
Yaitnn-ITst0) HawasbHAast 103a H0KHA cOCTABIATH 200 MKT OJTMH pa3 B JCHB C IIIarOM MOBBITIICHUS
10361 200 MKT 1 pa3 B IeHb C HHTEPBAJIOM OKOJIO | Heienu 10 BOSHMKHOBEHUS HEXeIaTelbHbIX
peakiuii, CBS3aHHBIX C MEXaHU3MOM JEMCTBUS CEJEKCUIlara, KOTOpble HE MOTYT MEPEHOCUTHCS
WK KYIIUPOBAThCSI COOTBETCTBYIOLINM JieueHueM. Koppekius pexxuma 103MpoBaHUs Ipernapara
y MalMEeHTOB C HAapyIIeHHEM (DYHKIMHU TeYeHU JIETKOM CcTerneHH (Kjiacc A 1Mo Kiaccuukauu
Yaitna-ITer0) He Tpebyercs.

Hapywenue ¢ynxyuu novex

Koppekuust pexxuma 103upoBaHUs TperapaTa y MAlUMEHTOB C HapylleHueM (DYHKIHUHU TOYEK
n€rkol mnm cpenHeil crerneHu He TpeOyercs. He TpeOyercss xoppekuusi HadalbHOW JIO3BI Y
MAlMEeHTOB C HapylleHHeM (GyHKIUM mouek Tsokémoil cremenn (pCK® <30 mn/mun/1,73 M?);
TUTPOBAHHE JI03bI JIOJDKHO BBITIONHATHCS C OCTOPOXKHOCTBIO Y JJAHHOM TPYIIIBI MAIIMEHTOB (CM.
paznen «OcoOble yKa3aHus»).

HaL;M@Hmbl 0emcKo2o eo3pacma
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D¢ hekTUBHOCTh U 0€30MMaCHOCTh MPUMEHEHHS CeJIeKcHuraray nerei 1o 18 et He ycTaHoBIIeHA.
Jannble oTcyTcTBYIOT. [IpiMeHeHHe cenekcurara y IeTei He pekoMeH0BaHo. MccnenoBanus Ha
JKHBOTHBIX ITOKA3aJI IOBLIIIEHHBIN PpHUCK KHUIIIEYHOU HMHBaruHal, HO KJIMHUYECKasa 3HAYUMOCTb

OTUX JaHHBIX HCU3BCCTHA.

ITo0ouHOe neicTBHE

0O0630p npoduirst 6e30IIaCHOCTH

HaubGonee dacto oTMewaBIIMMHCA HEXKENATEIbHBIMU PEAKIUAMU SIBISIOTCS TOJOBHas OOJb,
nrapesi, TOITHOTa, PBOTa, OOJIb B YEIIFOCTH, MUAJITHS, 00JIb B KOHCYHOCTSX, apTPAITHSI, IIPUITHBBI
KpOBH K JIMIly U BEPXHEH IMojoBUHE Tena. J[aHHbIe peaknuu Hanbosiee 4acTo HaOII0Iat0TCs BO
BpeMsl THUTPOBaHUsA J03bl. DOJBIIMHCTBO JAHHBIX pPEAKUUNA JIETKOM WM YMEPEHHOU
HHTEHCUBHOCTH.

Be3omacHoCTh cenekcurara u3ydainach B JUIUTEILHOM IUTAe00-KOHTPOIUPYEMOM KIMHUYECKOM
uccaenoBanuu ¢asbl 3, BiIodarmmeMm 1156 namuentoB ¢ cumnTomarnueckor JIAD. Cpemnsis
MPOJIOJKUTENBHOCTh JISUeHUsT cocTaBuiia 76,4 Henenb (Menuana 70,7 Henenb) y MallMEHTOB,
MOJTyYaloluX cejekcurnar, npotuB 71,2 Hexmenu (meamana 63,7 Hemenw) y TAlMEHTOB,
MOJTyYaroIuX I1aned0. DKCIO3UIUS K CeJIeKCUIIary coctaBuia 1o 4,2 Jer.

TabnnyHblil IeEpeYeHb HEKEIATEIbHbBIX PEAKIIHI

HexxenarenbHble peakiuy, OTMEUYEHHBIE B XOJA€ MPUMEHEHHMS U YCTAHOBJIEHHBIE BO BpeMs
MOCTPETUCTPAIIMOHHBIX ~ HUCCIICAOBAHUI  CEJEKCHIIara, NpEACTABICHB B TaONUIle HUKE.
HesxenarenbHble peaklluu pacrpeieieHbl 0 YacTOTe B KaXA0M Kiacce cucteMsl opranos (KCO)
Y TICPEYNCIICHBI B MOPSAKE YMEHBIICHHUS WX CEPbE3HOCTH. YacToTa onpenensercs: cleay oM
obpazom: oueHb yacto (>1/10), gacto (ot >1/100 mo <1/10); mewacto (ot >1/1000 mo <1/100);

penxo (ot >1/10000 mo <1/1000); ouens peako (<1/10000).

O4eHnb yacTo Yacro Heuacro
CucreMbl OpraHon

Hapymienus co ctopoHbl .

Anemus
KpOBU U

CHmxenne reMorioonHa™
auMpaTudeckoit
CHUCTEMBI
Hapy1enus co ctopoHbl Peaxnuu
WMMYHHOW CHCTEMBI TUNEePYyBCTBUTEIBHOCTH
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Hapymenus co ctopoHbl

SHJIOKPUHHOM CHCTEMBI

['uneptupeos™
CHukeHue KOHLIEHTpalu
TUPEOTPOITHOTO FOPMOHA

(TTT') B kpoBHU

Hapymienust co ctopoHbl
oOMeHa BeIecTB 1

IINTaHUuA

CHMXEHME armneTnTa

CHmKxeHue Beca

Hapymenus co ctopoHbl

HepBHOI‘/’I CHUCTCMBI

T'onoBHas 6oJib*

TKaHel

Otéx Kpunke!

Hapymenuns co ctopoHbl CunycoBas
cepaua TaXUKapIus™
[TpunuBbI KPOBH K
Cocynuctoie AprepuanbHas
JUIY ¥ BEpXHEH
HapyIlIEeHUs TUTOTEH3HS ™
MTOJIOBHHE Tena™
Hapymienus co croponsl | Hazodapunrut
JBIXATEeNLHOM cucTeMBl, | (HEMH(EKIIMOHHOM
3a105KEHHOCTh HOCa
OpPraHOB I'PyAHOU IIPUPO/IbI)
KJIETKU U CPEOCTEHUS
Hapymenus co cropons! | {uapes™ bonsb B xuBOTE
KelyI04HO-KuieyHoro |PBora* PaccrpoiictBo
TpakTa TomHoTta™* MUIIeBapeHus™
Colnb
Hapyuienus co ctopoHbl
Oputema
KOKH M TIOJIKO’KHBIX
Kpanusnuna

Hapymenus co ctopoHbl
CKEJIETHO-MBILLIEYHOU U

COE€UHUTEIHHOU TKAHU

Bonsb B uemoctu*®
Muanrus*
Aptpanrus*
bois B

KOHEYHOCTAX *

OO6mme paccTpoicTBa U
HapyIICHUS B MECTE

BBCACHUA

boin

*CMOTpI/ITe noapa3aci Omnucanue OTACIBbHBIX HCXKCIATCIbHBIX peaKI_II/Iﬁ

Hannas eepcus uncmpykyuu deticmeumenvra ¢ 19.06.2023



13

lIlaHHI)Ie N3 TMOCTPErUCTPAllMOHHBIX I/ICCJ'ICI[OBaHI/II\/'I; 4JaCTOThI, IIOJIYYCHHBIC Ha OCHOBAHUHU
CTaTUCTUYCCKOI'O MOACIINPOBAHUSA JaHHBIX HJIaLIC60-KOHTpOHI/IpyeMOF (8} KIMHHUYCCKOI'O

ncciacaoBaHusg Onucanue OTJICNILHBIX HEXKENIATCIbHBIX PEaKIIHN

Dapmarxonocuueckue 3¢pgexmol, C6A3aHHbBIE C PEHCUMOM MUMPOBAHUS O03bl U PEHCUMOM
noodepaicusarowelt mepanuu
HexenatenbHple peakinu, CBSI3aHHBIE C MEXAaHU3MOM JCMCTBHs CellieKcuIiara HaOIoJalnch

qacTo, 0COOEHHO BO BpeMA MHAUBUAYAJIBHOT'O TUTPOBAHHA AO3blI, U NPCACTABJICHBI B Ta6JII/III€

HIDKE:
HexenarenbHble peakuuu, TutpoBanue 10356l [TopnepxuBaromas Tepanus
CBSI3aHHBIE C aHAJIOTaMU
Cenekcuriar [Tnaebo Cenexcuriar [Tnamebo
MIPOCTALMKINHA

T'omoBHas 60i1b 64% 28% 40% 20%
Huapest 36% 12% 30% 13%
TomHoTa 29% 13% 20% 10%
Boxab B uenroctu 26% 4% 21% 4%
Muanrus 15% 5% 9% 3%
Boib B KoHEUHOCTAX 14% 5% 13% 6%
Psora 14% 4% 8% 6%
[IpunuBEl KpOBU K JHIy H

11% 4% 10% 3%
BEPXHEH MOJIOBUHE TEJIA
ApTtpanrus 7% 5% 9% 5%

JlaHHbIC HEXKEJaTeNbHbIC PEAKIIMH OOBIYHO SIBISIOTCS TPAH3UTOPHBIMH WM KYHNHPYHOTCS
CUMITOMAaTUYECCKUM JicdeHUueM. 7,5% IMallMeHTOB B TPYIIIE CEJIEKCUIIara NMPeKpaTHIH JICUCHHE
BCJIE/ICTBUE HEXeNaTenbHbIX peakiuil. [[pumepHas yacTora cephE3HBIX HEXKETATeNbHBIX PEaKIIni
B rpymmne cenekcunara cocrasmia 2,3% u 0,5% B rpynne minane6o. B kinHUYecKod mpakThke
HEXKEJIATeNbHbIC PEAKIMH CO CTOPOHBI KEIYJOYHO-KUIIEYHOTO TpPaKTa KyIHPOBAIUCH
NPOTUBOAMAPEHHBIMU WM IIPOTHUBOPBOTHBIMM IIpelapaTaMy, IpernapaTaMyd il yCTpaHEHUs
TOIIHOTHI HW/WIM TperaparaMu i JiedeHHs (GYHKIHOHAIBHBIX HAPYIICHHH CO CTOPOHBI
KEIyJOYHO-KUIIEYHOTO TpakTa. HexenarenbHble peakiny, CBsI3aHHbBIE ¢ 00JIbI0, HanboJee 4acTo
KyIHPOBAIUCH aHATBIE€TUKAMH (TaKUMH KakK IapareTaMol).

CHuoicenue eemoznobuna

B mranie60 KoHTpoIMpyeMOM KIMHUYECKOM HcclieqoBanun (as3wl 3 y manueHToB ¢ JIAL cpennee

a0COIOTHOE W3MEHEHHE YPOBHSA TIeMOINIOOMHA Ha PerysspHBIX BHU3UTaX, MO CPAaBHEHHIO C
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HCXOJIHBIM YPOBHEM, cocTaBmiio oT -0,34 o -0,02 r/m1 B rpynie ceekcurnara mo CpaBHEHHIO C OT
-0,05 mo 0,25 r/mn B rpynne rutane6o. CHHXKEHHME YPOBHS I'€MOIJIOOMHA, 10 CPaBHEHUIO C
UCXOJHBIM ypoBHEM, Huke 10 r/an Habmonanock y 8,6% malleHToB B IpyMIle ceJIeKcunara u 'y
5,0% marueHToB B rpymne mianedo.

B miane6o-koutponupyemom wucciaenoBanuu (azer 30 TRITON y manueHTOB € BIEpBbIC
muarHocTupoBaHHoil JIADI' cpeaHee aOcoirOTHOE U3MEHEHHE YPOBHS TeMOrjoOMHa Ha
PETYISIPHBIX BH3UTAX, IO CPAaBHEHUIO C UCXOIHBIM YPOBHEM, COCTaBWIO OT -1,77 1o -1,26 r/nn B
rpymnie TpoitHOHM Tepanuu (cejaeKcurar, MaluTeHTaH, Tafgaiadul) no cpaBHeHuo ¢ ot -1,61 1o -
1,28 r/nn B rpymnme qBoiiHOM Tepanuu (Tuane®o, MaruTeHTal U Tananagwn). CHUKEHHE YPOBHS
reMorjoOnHa, MO0 CPaBHEHHWIO C HMCXOJHBIM ypoBHeM, HWxke 10 r/mm mHabmomamocs y 19,0%
MAlMEHTOB B IpymIe TpoiHoH Tepanuu u y 14,5% nauuenToB B rpynne aBoiHoN Tepanuu. OO
aHeMHH coob1anock oueHb yacto (13,4%) B rpymre TpoitHOW Tepanuy o CPaBHEHHUIO C OOBIYHOM
yactoTol (8,3%) B rpyIe ABOWHOMN TepanuH.

T'unepmupeos

B mnnane6o-KOHTpOIMpyeMOM KIMHHUYECKOM HccinenoBanuu ¢aszel 3 y manueHToB ¢ JIAT
runeptupeo3 Habmonaics y 1,6% mnanMeHTOB B TIpyIIe ceJleKcunara, B Tpymie Iuianebo
runeptupeo3 He HaOmonancs (cMm. paszgen «OcoOble ykazanus»). CHkeHne Meauans! (10 -0,3
ME/n o cpaBHEHUIO ¢ MEIMAHOW UCXOTHOTO YPOBHS HA MOMEHT BKJIFOUCHUS B UCCIIEIOBaHUS 2,5
ME/n) TTT naGmonanoch y HallMEHTOB B TpYMIE CeJeKCHNara B OOJBIIMHCTBE PETYJISPHBIX
BU3UTOB. B rpynmne miane6o Habmoaanoch HEOONbIIOE U3MEHEHNE MEAUAaHHbIX 3HaueHuil. He
ObUTO HUKAKMX 3HAUYUTEJIbHBIX U3MEHEHUH YPOBHS TPUHOITHPOHUHA MIJIM TUPOKCHHA HH B OJHOM
rpymre.

THogviwenue YHCC

B mnane6o-koHTpoIMpyeMOM KIMHUYECKOM HcclenoBaHuu ¢aszbl 3 y manueHtoB ¢ JIAT
TpaH3UTOpHOE ToBbIIeHHe cpenHero 3HaueHuss YCC Ha 3-4 ya/mun HaOmogaercs depes 2-4 4
nociie puéma ao3sl mpenapara. [lo manasiM OKI' cunycoBas Taxukapaus Habmonanace y 11,3%
MAIMEHTOB B TPYIIe CeJIeKCUIara mo cpaBHeHHo ¢ 8,8% marueHToB B rpymme mianedo (cwm.
paznen «DapMakoAnHAMUKA).

T'unomensus

B 1murane6o-koHTpoIMpyeMOM KIMHUYECKOM uccienoBanuu (asel 3y manueHtoB ¢ JIAT
runoteH3usi Habmonanace y 5,8% mnanueHToB B rpynme cenekcunara Uy 3,8% MalueHToB B
rpymre miane6o. Cpennue aOCOTIOTHBIE U3MEHEHUS CUCTOIMYECKOTO JIABJICHUS HA PErYIISIPHBIX
BU3HTAaX 110 CPABHEHUIO C UCXOJHBIMU 3HAYEHHUSIMHU COCTABUIH OT -2,0 10 -1,5 MM pT.CT. B rpyIie
cenekcurmara u ot -1,3 10 0,0 MM pT. CT. B Tpymnie miane6o, IMacTOINIECKOro JaBiIeHus — OT -1,6

10 -0,1 MM pT.CT. B rpymme cenekcurara v ot -1,1 10 0,3 MM pt.cT. B rpynmne miarne6o. CHIKeHHE
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CUCTOJIMYECKOTO JaBieHus Hike 90 MM pr.cT. Habmomanoch y 9,7 % NalMEHTOB B TpymIe
cenekcumnara u 6,7% MaiueHToB B rpynie mniamneoo.

Paccmpoiicmeo nuwesapenus

B mmane6o-konTponupyemom wuccienoBanuu ¢assl 30 TRITON y nanueHTOB ¢ HemaBHO
nuarHoctupoBanHor JIAT paccTpoilCTBO MUIEBAPEHUS PETUCTPUPOBATIOCH 0OUeHb 9acTo (16,8%)
y TAalMEeHTOB, MOJy4YaBIIUX TPOWHYIO Tepamuio (celekcunar, MalUTeHTaH, Taganadui), 1o
CpPaBHEHHIO C OObIYHOM yacTtoTod (8,3%) y MalMeHTOB, MOJIY4YaBUIMX JBOMHYIO Tepamuio
(nnae6o, MalIUTEHTaH U Taganadun).

Loneocpounas bezonacnocmos

N3 1156 manumeHToB, y4aCTBOBABIIMX B OMOPHOM HcclenoBaHuu, 709 marueHTOB BCTYNUJIU B
JUIMTENIbHOE OTKPBITOE HuccieaoBaHue-npoaokeHne (330 manueHTOB U3  MCCIENOBAaHUSA
GRIPHON, koTopsle MpoI0KuId MPUHUMATh CEJIEKCHTIAT, ¥ 379 MalueHTOoB |3 TPYIIIHI I1ane6o
B wuccienoBannn GRIPHON, koropbie ObIIM TEpeKITIOYEHBI Ha MPUEM CEIICKCHUIIara).
Jonrocpoynoe HaOmioeHHWE 3a TMalMeHTaMH, [OJIy4aBIIMMHU CEJeKCHIar co CpeaHei
MPOJIOJKUTENLHOCTRIO JieueHus B Teuenue 30,5 MecsiiieB U B TeueHue MmakcumyM 110 103 mecsies,
nmokasajao npoduiab OE30MacHOCTH CXOJHBIM C TeM, KOTOpbI HabJtonancs B OMOPHOM
KITMHUYECKOM UCCIICIOBAaHUH, OTIICAHHOM BBIIIIE.

Ilepeno3upoBka

Coo0mranoch 06 OTAETBHBIX CIydasx Mepeo3upPOBKU MpH mpuéme 103 10 3200 MKT, cieIcTBUEM
KOTOPOH SIBJISIIACH TOJIBKO JIETKAas TPAH3UTOPHAS TOIIHOTA. B citydae mepeno3upoBKy, Mmoka3aHa
COOTBETCTBYIOIIAs  MOJJICPKUBAIOIIAs Tepanusi. ManoBeposaTHO, 4YTO AWanu3 Oyjaer
3(PEeKTUBHBIM IO TPUYMHE BHICOKOU CBSI3U CEJIEKCHIIAra M €ro akTUBHOTO METa0oJIuTa ¢ OeTKaMu

IJ1a3Mbl KPOBH.

B3anMmopeiicTBHe ¢ APYTUMH JIEKAPCTBEHHBIMH CPeACTBAMH

Buusaue apyrux JeKapcTBEHHBIX CPEJICTB HA CEICKCHUIIAr

Cenekcurmar THIPOIU3YETCs 10 ero aKTUBHOTO MeTaboJIuTa KapOOKCcHIdcTepasaMu (CM. paszen
«DapmakokuHeTHKa»). CeeKCHIIar U ero aKTHBHBIH METa0OJIUT OABEPratoTCsl OKUCIUTEIILHOMY
MeTtabonu3my B ocHOBHOM u3odepmenToM CYP2C8 u B MeHblIeil creneHH H30(pEpMEHTOM
CYP3A4. Konbloranus akTHBHOTO METAa0OIHMTa C TIIIOKYPOHOBOW KHCIOTOW KaTalM3HPYETCs
m3odepmenramun UGT1A3 nu UGT2B7. Cenekcunar u €ro akTUBHBIA METAOOJIUT SIBIISIIOTCS
cyoctparamu uzoepmentoB OATP1B1 u OATP1B3. Cenekcurar siBnsiercst cinabbiM cyOcTpaTom
3¢ drokcHOro Hacoca P-riamkornporerHa. AKTUBHBIN METaOOIUT cesleKcunara sBisieTcs: cinadbiM

cyOcTpaToM Oeka pe3HCTEHTHOCTH PaKa MOJIOYHOM HKEJIE3Hl.
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Bapdapun He okas3blBaeT BIMAHUSA Ha (DAPMAKOKMHETHKY CEJIEKCUIIara M €ro akTUBHOTIO
MeTaboHTA.

Hneubumopuol uzogpepmenma CYP2C8

ConyrtctBytoniee npuMeHenne 600 mr rem¢uOposusia, MOLIHOIO HMHTHOMTOpa H30(pEepMEHTa
CYP2C8, nBa pa3a B nenp yBenmunBaer AUC cenexcunara nmpuMepHoO B 1Ba pasa, B TO BpeMsl Kak
AUC axTtuBHOro MeTa0OJUTa, OKa3bIBAIOIIErO0 OCHOBHOM (apmakoigoruueckuii s¢oexr,
yBenuuuBaercss npuMepHo B 11 pa3. CoBMmecTHoe npHMeHeHHWE AmnOpaBU ¢ MONIHBIMHU
unruouropamu u3opepmenra CYP2C8 (nmanpumep, remMdpuOpo3uioM) MpoOTHBOMOKa3aHO (CM.
paszen «[IpoTHBONOKA3aHUSY).

ComnyTcTByloliee MPUMEHEHHE CeJIeKCUIIara ¢ KJIOmuaorpesoM (Harpys3ouHas no3a 300 mr umm
MOJIepKUBaroIias j1o3a 75 mr/mens), ymepenHsiM uHruOutopom uszodepmenta CYP2CS, He
OKa3bIBAaeT BIIMSAHUS Ha CTEMEHb BO3JEWCTBUS CEJEKCHUIIara, OJIHAKO IIOBBIIIAET CTENEHb
BO3JICHCTBYS €r0 aKTUBHOTO MeTabO0IMTa MpUMEpHO B 2,2 1 2,7 pa3a mociie npueMa Harpy304Hon
U TOAJEPKUBAIOLICH J03bl, COOTBETCTBEHHO. YacToTa npuema AmnOpaBu JOJKHA OBITh
coKparleHa 7o 1 pa3a B JIeHb B Cllydyae COBMECTHOT'O IPUMEHEHUS C YMEPEHHBIMH HHIHOUTOpaMu
m3odepmenta CYP2C8 (Hampumep, KiomuaorpenoM, aehepasupokcoM, TepHPIYHOMHUIOM).
Yactora npuema AnbOpaBu JODKHA OBITH BOCCTAHOBIEHA 70 2 pa3 B JCHb B CIlydyae OTMEHBI
npueMa ymepennoro naruoutopa mzodepmenta CYP2C8 (cm. pazmen «Crocod mpuMeHEHUs U
JTO3BI»).

Hnoyxmopwr uzogpepmenma CYP2C8

ConyTtcrBytoniee npumenenue 600 Mkr pudamnunuHa, nHaykTopa nzodpepmenta CYP2C8 (u
depmenToB rpymmsl Y JP-rmokyponosuntpanchepassl (UGT)), oauH pa3 B IeHb HE OKa3bIBaeT
iusiHus Ha AUC cenekcunara, oJiHaKo MpuBoUT K cHkeHnio AUC ero akTuBHOT0 MeTabosmTa
B 2 pa3a. Moxer moTpeOoBaThCsl KOPPEKTUPOBKA JIO3BI CEIEKCHIIara B CIIydae COBMECTHOTO
npuMeHeHuss ¢ uHAykTopamu u3opepmenta CYP2C8  (mampumep, pudaMnunmHoM,
KapOaMasernuHOM, (PEHUTOUHOM).

Huzubumopur uzopepmenmos UGTIA3 u UGT2B7

Bnusane momaeix nHruoutopoB nzopepmentoB UGT1A3 u UGT2B7 (BambnipoeBoi KUCIIOTHI,
npobenennaa, ¢piaykonaszona) Ha AUC cenexcumnara v ero akTUBHOTO MeTaboJIUTa HEe U3YdalloCh.
Crnemyer coOmromaTh OCTOPOKHOCTH TP COBMECTHOM MPHUMEHEHHH JaHHBIX JIEKAPCTBEHHBIX
npenapatoB ¢ AnOpaBu. Henp3s HMCKIIOYMTE NOTEHIMAIbHOE (HApMAKOKMHETHYECKOE
B3auMoOJIeiicTBHE ¢ MOIIHBIMU HHTHOUTOpamu nzopepmentoB UGTIA3 u UGT2B7.
HUneubumopwvt u undykmopwt uzopepmenma CYP3A4

ConyrcrBytoniee npumenerre 400/100 mr nonuHaBHpa/pUTOHABHpPA, MOIIHOTO HHIHOUTOpPA

CYP3A4, nBa pa3a B neHb yBenmuuuaeT AUC cenekcurara npuMepHO B JiBa pasa, B TO BpeMs Kak
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AUC ero aktuBHOro Meraboiuta HE Wu3MeHseTcs. [IpuHMMas BO BHUMaHue TO, YTO
(apmakonoruyeckass aKTUBHOCTh aKTUBHOTO MeTaboiuTa B 37 pa3 BbIIE aKTHBHOCTHU
CeJIeKCHIIara, JaHHOE BIIMSHUE HE SBISETCS KIMHUYECKH 3HAYUMBIM. BceneactBue TOro, 4yTto
MouHbl uHruoutop m3zopepmenta CYP3A4 He oka3piBaeT BIMAHUSA Ha (PapMaKOKUHETHKY
aKTUBHOTO MeTa00JINTa, TIOKa3bIBas, U4TO IyTh MeTabomm3Ma ¢ yuactuem uzodpepmenra CYP3A4
HE SBISETCS KIIOUEBBIM B BBIBEJICHUU AKTUBHOTO MeTabo/IMTa, HE OXHAACTCS BIUSHUS
uaaykropoB nzopepmenta CYP3A4 Ha papMakOKMHETHKY aKTHBHOT'O METa0OJIHTA.

JIAT -cneyughuueckas mepanus

[Mpumenenne cenekcumnara B komOuHamuu ¢ APD u u®/I3-5 npuBomut k cHmkennto AUC
aKTUBHOTO MeTabonuTa cenekcumnara Ha 30%.

Hneubumopul benxkos-nepenocuuxos (nonunasuplpumonasup)

ComnyrctBytoriee npumenenne 400/100 mMr ngonmuHaBHpa/pUTOHABHpA, MOIIHOTO HHIHOMTOpa
TpaHCHOPTHOTO TojunenTuaa opranudeckux annonos (OATP) (OATP1B1 u OATP1B3) u P-
TJIMKOIMIPOTENHA, JIBa pa3a B JieHb yBenunuuBaeT AUC cenexcunara npumepHoO B JBa pasa, B TO
Bpems kak AUC ero aktuBHOro Merabonuta He u3MeHsercs. [[puHumas BO BHUMaHUE TO, YTO
(dhapmakonornyeckuii 3pdHEeKT 00yCIOBICH B OCHOBHOM aKTHBHBIM METAOOIMTOM CEJICKCHUIIara,
JTAHHOE BJIMSHUE HE SBISETCS KIIMHUYECKU 3HAYNMBIM.

Binsgane cenekcumara Ha ApyTrue JJEKapCTBEHHBIE CPEJICTBA

Cenekcunar © €ro AaxkTHBHBIH MeTAaOOJUT B KIMHUYECKM 3HAYMMbIX KOHIIGHTPALUSAX He
WHTUOUPYIOT U HE UHAYLUPYIOT pepMeHThI iuToxpoMa P450 u Genku-TpaHcnopTEpHI.
Anmuxoazynsanmel u uH2UOUMOPbL azpe2ayuu mpomMoOOYuUmos

Cenekcumar sBISICTCS. WHTHOMTOPOM arperaimud TpomOorutoB in  vitro. B mane6o-
KOHTPOJUPYEMOM KIMHUYECKOM Hccie1oBaHuu (a3bl 3 y manueHToB ¢ JIAT, MOBBIIEHHBIH pUCK
KPOBOTECUSHHI TNpU TpuEME CeJeKCHIara He HaOIomaeTcs, B TOM 4YHCIE, KOTJa Iperapar
MPUHUMAETCS COBMECTHO C AHTHKOArYJSIHTAaMH WM MHIMOMTOPAMHU arperanuyd TpOMOOLIUTOB.
Cenekcunar B mo3e 400 mMxr aBa paza B jaeHb He m3menser AUC S-apdapuna (cyOctpar
m3opepmenta CYP2C9) u R-Bapdapuna (cyoctpar mszodepmenta CYP3A4) mocne mpuéma
omHOKpaTHOM m03bl 20 mr Bapgapuna. PapmakomuHamuyeckuii 3¢dexr BapdapuHa Ha
MEXJIyHapoaHoe HopManu3oBaHHoe oTHomeHne (MHO) He u3MeHsAICS NpH COBMECTHOM
MIPUMEHEHHH C CEJICKCHUIIarOM.

Muoazonam

B paBHOBeCHOM COCTOSIHMM TOCii€ TUTpOBaHUA 036l 10 1600 MKr nBaKapl B J€Hb, HE
HaOmoaeTcs KiInHUYeckd 3HaunMoro u3MeHeHuss AUC munazomnama, cyOcTpara nzodpepmenTta
CYP3A4 B xumieyHuke U MEYCHH, WIKM ero MeTabonura, 1-ruapoxcumuaazonama. CoBMECTHOE

puMeHeHue cesekcurara ¢ cyocrparamu nzopepmernta CYP3A4 He TpeOyeT KOpPEKIIMH JT035l.
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I'opmonanvHbie Konmpayenmuesi

CrenuanbHbIX ~ MCCIEOBAaHUN  JIEKAPCTBEHHOTO  B3aUMOJCHCTBUS €  TOPMOHAIBbHBIMU
KOHTpAIICTITUBAMH HE MPOBOIIIOCH. Tak Kak ceJeKchrar He okasbiBaeT BiustHus Ha AUC
cyocrparoB uzodepmenta CYP3A4 (munazonama u R-Bapdapuna) unu cyOctpara nzopepmenTa
CYP2C9 (S-Bapdapuna), cHmwkeHHs 3PPEKTHUBHOCTH TOPMOHAIBHBIX KOHTPAICITUBOB MPU

COBMCCTHOM IPUMCEHCHUUN C CCIICKCUITIATIOM HE OKUAACTCA.

Oco0ble yka3anus

AprepraibHas THIOTEH3UA

Cenexcunar ob6najaeT Ba30AMJIATHUPYIOUIMMH CBOMCTBaMH, KOTOPbIE MOTYT MPHUBOJIUTH K
CHIDKEHHUIO JaBJIEHUS KPOBU B cocyaax. Jlo Ha3HaueHuss AnOpaBu ciieyeT TIATENbHO OLICHUTb,
MOTYT JM OINpPENCIEHHBIE MATOJIOTMYECKUE COCTOSIHUS y MallMeHTa yXyJIIaTbCsl BCIEACTBUE
BazoAWIATUPYIOMUX 3(PQeKToB cenekcumara (HampuMep, Yy MAIHEHTOB, MOJyYaIOIINX
AQHTUTUIIEPTEH3UBHYIO TE€PAUIO, NAIUEHTOB C aPTEPUATILHON TMIIOTEH3UEN B COCTOSIHUM MOKOS,
THIIOBOJIEMHEH, TSKETON 00CTPYKIIMEH BBIXOJHOTO OT/AEA JIEBOTO JKETyA04Ka WM BEeTeTaTUBHOM
muchynkiueit) (cm. pasaen «I[lobounoe geicTBHE).

I'mneprupeos

Y HEKOTOpHIX MAIMEHTOB, MOJy4Yaromux AnoOpaBu, HaOmOmancs rumneptupeo3. B ciydae
MOSIBJICHUSI TPU3HAKOB U CHUMIOTOMOB THIEPTUPEO3a PEKOMEHJOBAaHbI COOTBETCTBYIOIIUE
uccienoBanust QyHKIHMK IIUTOBUIHOM *keme3nl (cM. pasmen «IlobouHoe aeicTBre).

Benookkno3uoHHast 001€3Hb JIETKUX

Coobmasioch 0 cilydasix OTEKa JIETKMX INpPU NPUMEHEHUH Ba30AMIATaTOPOB (B OCHOBHOM
MPOU3BOAHBIX MPOCTAMKINHA) Y MAIMEHTOB C BEHOOKKIIO3MOHHOM OO0JIE3HBIO JIErKHUX.
CnenoBatenbHO, B ciydyae MOSBIEHUS NPU3HAKOB OTEKAa JETKUX Npu npuéme AnOpaBu y
naruenToB ¢ JIAT, narueHT 1omkeH ObITh 00CIeI0BaH Ha IPEAMET BEHOOKKIIIO3MOHHOM 00J1e3HH
n€rkux. B ciiydae noaTBepikIeHUs MarHo3a, jeueHne AnopaBu JOIKHO ObITh MPEKPAIIEHO.

IToxxuible manmedTsl (cTapiie 65 aer)

OnbIT NpUMEHEHUs celeKCcHuIara y nalueHToB cTapuie 75 JIeT OorpaHUy€H, B CBA3H ¢ yeM AnOpaBu
JIOJDKEH Ha3HAYaThCsl C OCTOPOKHOCTBIO y JAaHHOWM TpyIHmbl manueHToB (cM. pazaen «Crmocod
MPUMCHEHHUSI U JTO3BI»).

Hapymenne d)VHKHI/II/I IICYCHHU

OnbIT MPpUMEHEHHUS CeNIEKCUIIara y MaldeHTOB C HapylIeHHeM ()YHKIIMH IIEUYeHU TSHKETOM CTeTIeH!
(xmacc C mo knaccuduranun Yaina-I1s10) OTCYTCTBYET, B CBA3M ¢ ueM AIMOpaBU HE MMOKA3aH IS
nedeHus: AaHHOM Tpymmbl manmueHToB. AUC cenekcumara w ero akTHBHOTO MeTaboymTa

YBEJIIMYUBAETCS y MAIIMEHTOB ¢ HapylieHueM (QYHKIUU MeYeHH cpefHel crereHu (kiacc B mo
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knaccuukanuu Yaina-I1er0; cM. paznen «DapMakoKHHETHKA»). Y MAalMEHTOB C HapyIIEHUEM
(GYHKIMY TICUCHH CPEIHEH CTEeTIeHU ATIOpaBH JOJDKEH MPUMEHSATHCS OJIMH pa3 B JIeHb (CM. pa3ien
«Croco0 MPUMEHEHHUS U JI03bI»).

Hapymienue d)VHI(HI/II/I TTOYCK

TutpoBanue 71036l y MAIMEHTOB ¢ HapylIeHneM (QyHKIHH modek Tsoxénoii crenenn (pCK® < 30
/mun/ 2

mi/mMun/1,73 M®) NOKHO TPOBOAMTHCS C OCTOPOXKHOCTBIO. OMNBIT NMpHMeHeHHs AnOpaBu y

MAIMEHTOB, HAXOSIIUXCA HA TeMOJUAIIN3e, OTCYTCTBYET, B CBS3H C ueM AMNOpaBU HE JOJKECH

MIPUMEHSTHCS Y JTaHHOU IPYIIIBI allEHTOB.

JKeHIMHBI 1€TOPOIHOIO BO3pacTa

JXKeHIuHBI JeTOPOIHOTO BO3PACTa JOJIKHBI MPUMEHATh HAAEKHBIE METOABI KOHTpALENLUU BO
Bpems mpuéma cenekcunara (cM. paszen «[IpumeHeHue pu 6EpeMEHHOCTH U B TIEPUOJI TPY/THOTO

BCKapMITUBAHUSA).

Biausinme Ha CHOCOOHOCTH YNPABJATHL TPAHCHOPTHBIMH CpPeICTBAMH M JAPYTHMH
MeXaHU3MaMu

AnOpaBu B MaJioOi CTENEHU BIHUSET HAa CIIOCOOHOCTH YIPABJIATH TPAHCIIOPTHBIMU CPEACTBAMU U
MexaHum3Mamu. KIIMHUYECKoe COCTOSHUE TalieHTa U Npo(uiIb HEKENaTeIbHBIX pPeaKinui
celiekcunara (Takue Kak TOJIOBHash 0OJIb MJIM THIOTEH3us, cM. pasznen «IlobouHoe aeicTBHe»)
JOJDKHBI OBITh TPUHATHI BO BHHUMAaHUE TMPU PACCMOTPEHUU CIIOCOOHOCTH MAIMEHTa YIPaBIAThH

TPAHCIIOPTHBIMHU CPEACTBAMHA WM MEXaHHU3MaMU.

dopMa BbINIYCKa

Tabnemxu, nokpvimwle niénounou ooonouxot, 400 mxe, 600 mxe, 1000 mxe, 1200 mxe, 1400 mxe,
1600 mxe

IIo 10 tabnerox B Onucrepe u3 mnonuamup/antoMuHuid/I1D Beicokoit mmotHOCTW/IID ¢
ocymuresnem/ [1D BbICOKOM MIOTHOCTH, 3allassHHOM aJllOMUHHUEBOM (HOJIBIOM.

Ilo 6 OnucTepoB ¢ WHCTPYKIHMEW MO MEAMLMHCKOMY IPHUMEHEHHIO B KapTOHHOM mauke ¢

KOHTPOJIEM IIEPBOI'O BCKPBITHUS.

YciaoBus XpaHeHUs
[Tpu Temneparype He Boime 30 °C.

XpaHUTb B HEOCTYITHOM JUIs IETEH MECTe.

Cpox rognoctu

3 rona.
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He IMPHUMCEHATH ITOCJIC UCTCUCHUA CPOKA I'OJHOCTH, YKa3aHHOI'O Ha YITaKOBKE.

YcaoBus ornycka

OTmyckaroT No peuenty.

IIpousBoauTenn

Okcemna ['M6X u Ko. KT, 'epmanus

Hropub6eprep ltpacce 12, 90537 doiixT, ['epmanus
Excella GmbH & Co. KG, Germany

Nuernberger Strasse 12, 90537 Feucht, Germany

@acoBMK (MepBUYHAS YNAKOBKA), YNAKOBIIUK (BTOPHUYHAasA
YIIAKOBKA)

Onnmak 'pyn AT, HBeiuapust

dbeddunrepmrpacce 45, 4153 Paitnax bazens-Jlann, [lIBeiinapus
Allpack Group AG, Switzerland

Pfeffingerstrasse 45, 4153 Reinach BL, Switzerland

Beinyckanimmi KOHTPOJIb Ka4ecTBa

Axremnon @apmacsrotukans JIta., lBennapus
I'eBepOemtpacce 16, 4123 AnpmBuis, [1IBelinapus
Actelion Pharmaceuticals Ltd., Switzerland

Gewerbestrasse 16, 4123 Allschwil, Switzerland

(moTpedUTENBCKAN)

Jepaxarennb (Bi1ajgesien) perucTpalioOHHOI0 yI0CTOBePEeHHUsi, OPraHu3alusi, IPUHUMAOIIast

NpeTeH3nu

000 «JIxxoncon & J»xoncon», Poccus,

121614, r. Mocksa, yi. Kpeutarckas, a. 17, kopm. 2.
KonTaktHbie TenedoHsr:

Ten.: (495) 755-83-57

daxc: (495) 755-83-58
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