e '1-RU) ot 09.08.2 COOQTBETCTBYET 3KCMEPTHOMY OTYETY
ot 07.08.2023 N= 15126
nHCTHYK s 1OCNEAOBATENBHOCTS 0002)

[10 MEJUITUHCKOMY ITPUMEHEHHIO JTEKAPCTBEHHOI'O IIPEITAPATA
Hurepgacrt

PerncrpaiioHHbII HOMep:

Topropoe HammenoBanue: Uuartepdact

MexyHapoaHoe HermaTeH TOBAHHOe WIH TPYIIHMPOBOYHOe HAHMEHOBAHIC: CAKBHHABHUD
JlekapcrBeHHas popma: TablIeTKH, HOKPHITHIC IUICHOYHOH 00010UKOH

CocraB

Cocrar Ha 1 TabneTky

Hettcemeyouee sewecmso

Caxsunasup - 500,0 Mr

(B BHJIC CaKBUHABUPA MezrIaTa - 571,5 mr)

Benomocamenvuvie 6engecmea

Hopo: tunpomervioza - 4,0 mr, kapOokcumerTHiakpaxman Harpusi (npumorens) - 45,0 wr,
KonmopuoH - 38,0 Mr, KpeMHHUSI JHOKCH] KOJUIOWIHBIH (adpocui mapka A-300) - 10,0 wr,
KpockapMesioza HaTpus - 38,0 Mr, Maraus cteapat - 8,0 mr, monucop6ar 80 (TBuH-80) - 3,5 M,
LSIUIEJI03a MUKPOKpUCTAILUIMYSCKas - 92,0 mr.

Lomosas 6030pacmeopumas NAeHOYHal 0HO0UKA - 15,0 MTI

(Coctap  0o000UKH: THAPOKCHIPOMWIMETHIIRIIIONO3A  (THOpoMemtosa) - 11,13 wr,
oy THIeHIIMKOIL 6000 (Makporos 6000) - 2,145 mr, turana auokcua - 0,525 mr, Tajbk -
0,345 MT, KpacHTeldb Kenesza OKCH KpacHbId - 0,21 MT, KpacuTelNb 3KeJie3a OKCH/I JKeJITHIN -
0,645 mr).

Onmcanume

TabneTku, NOKPEITHIC IUICHOUHON 000JI0UKOMH, JBOSKOBBIIVKIIbIC, OBAIBHOH (DOPMEL, OT CBETJIO-
KOpHYHEROIO 10 KOopU4HeBoro upera. Ha nonepeunom paspese tabierka Oejioro wid 0€Jioro ¢
JKeJITOBATRIM OTTSHKOM I[BSTA.

dapMakoTEpAlIEBTHYECKAS] TI'PYINIA: IPOTHUROBHPYCHBIC CPEJICTBA CHCTSMHOIO JICHCTBHS,
NIPOTHBOBHPYCHBIE CPEJICTBA MPSMOTO ASHCTBHS, HHTHOUTOPHI TIpoTeas.

Kox ATX: JOSAEO]

DapMaroJOTHIeCcKHe CBOMCTBA

DapMaAKoOUHAMUKA

Mexanusm Oeticmeus

AHTHAPETPOBUPYCHEIH Mpenapat, HHTHOUTOP mpoTeass BUY.
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IIpoteaza BHUY apnsgerca BakHEHIIHM BHUPYCHBIM ¢eﬁﬂ%&§3ﬁ%§éx@h{:{@%§ qrrfg%;i}:cca

creurPUISCKOro paciieIUIeHHs] BUPYCHBIX CTPYKTYpHLIX nosmnentuigos Gag u Gag-Pol. Diu
BHpPYCHBIE TIOMHIENTHIBI COJEPAKAT YYACTOK pACHISIUIEHHs, KOTOPLIH pPacTo3HAeTCA TOJBKO
npoteazoit BUU u GiuzKkopoicTRC HHBIMH BUPYCHBIMH IIPOTCAZaMHU.

CakBHHABHD — NCNTHAONONOOHBIA CTPYKTYPHLIM aHAIOI DTHX YYACTKOB pACHICIUICHHS —
SBIACTCS CENeKTHRHBIM M 0oOpaTHMBIM HHruomropoM mpoteassl BHUY, mnpemorepamaet
o0pa3oBaH{e MOJHOUSHHLIX HHPEKIUHOHHBIX BUPYCHBIX YaCTHULl.

Armusupycrai akmusHocms in vitro

CakpUHABHD [POSBIBICT AHTHBUPYCHVI) AKTHBHOCTER KaK B OTHOLICHHHM Jab0opaTOpHBIX
MTAaMMOB, Tak W KIHHHYeCKHX H30aaToB BHUY-1 ¢ tumuuneivu sHavenuaMu ECso B ECog
(koHneHTpanuy, nogaessitomue 50% u 90% axruenoctu nporeazsl BUU), papeupyromumu ot 1
a0 10 mmous/Mil B or 5 g0 50 HMOJL/MJI, COOTBETCTBEHHO. AHTUBHPYCHASI AKTHBHOCTH
CaKBUHABHMpa in Vvifro ONCHHBATAChH HAa WH(PHITMPOBAHHOM IHHHHM T-KIeTOK W MepBHYHBIX
YCJIOBSUSCKUX KYJbTYpax JUMQPOLIUTOR M MOHOLMTOR. AHTHBUPYCHAas AKTHBHOCTB in Vitro
HaOmolanack MPUMEHHTENBHO K Habopy uzosATor BUU-1 rpynmel M, kpome k137108 B (A, AE,
C, D, G, H u BHUY-2 co zuaucausmu ECse 0,3-2.5 mmons/mu. B npucyrcreun 50%
YeJIOBEUESCKOH CHIBOPOTKH KPOBH HITH ajib(Pal-KHCIOTO TITHKOTIpoTeHHa (1 MT/MJIT) aHTHBHpYCHAS
AKTURHOCTh CAKBHHABHpPA YMEHBINACTCA B cpefiHeM B 25 U 14 paz, COOTBETCTBCHHO.
Pesucmenmnocme K cakeunasupy

TTpomueosupyCHas akmuEHOCHIL OMHOCUMENLHO UCXOOHO20 2EHOMMIUNA 1 (henomuna
I'enoTHMueckue U PeHOTUNNYSCKUS KIIMHUUSCKUE KPHTCPHH, IPOTHOZUPYIOLUHE KIHHUYSCKVIO
5hheKTHBHOCTE CAKBHHABUAPA, YCHIGHHOTO PHTOHABUPOM, OLLIM IHOJYUEHBI [10C/Ie NPOBeIeHHs
PEIPOCIEKTURHBIX AHAIM30B KIMHHUYCCKUX HCCJICIOBAHUM, a TakKe aHaM3a OOJBIION IPYIIIb]
POCIUTAIM3UPOBAHHLIX AHEHTOB.

Beuto  mokazaHO, 9YTO HMCXOJHBIH (DEHOTHII OTHOCHTETRHO CaKBHHaBHpa (M3MEHCHHE
YYBCTBUTE/IBHOCTH OTHOCHTEIBHO ATajioHa, TecT PhenoSense) sBisiercs NpOrHOCTHYSCKUM
(hakTOpOM BHpyCOJOTHUECKOTO oTBeTa. [lepBoe yMeHbIIeHHe BHPYCOJOTHYECKOTO OTRETa
HaOMIO/TAToch TIPH YMEHBIMSHUH UYBCTBHTEIHHOCTH Oonee ueM B 2.3 pasa. llomoxuTtebHBIH
BHPYCOJIOTHYECKUH OTBeT He HAOJIOAICs [IPH CHUIKEHUU YYBCTBUTEJLHOCTH Oosiee yem B 12
pas.

Brisisieno 9 kononon mpoteassl (L1I0F/T/M/R/V, T15A/V, K20I/M/R/T, L241, 162V, G73S/T,
V82A/F/S/T, 184V, LOOM), cBa3aHHBIX € YMEHBIICHHEM BHPYCOJOTMUYSCKOTO OTBeTa Ha
TCPAIMK CaKBMHABHPOM B KoMmOuHamuu ¢ puronaeupom (1000/100 mMr 2 paza B jcHb), Yy
MAITAEHTOR, paHee He MPUHAMABIIKX cakBUHaBUp. Hamwuue 3 u Gosee myTanmi obycaaBimuBaio

CHIDKEHHBIH OTBET HA TePANHI0 CAKBHHARHPOM/PHTOHARHPOM.
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B3anMocBA3s MKy KOTHYSCTBOM JaHHBIX M "Taum‘fr,': Qgs:cﬂa%;%fowlﬁ%kﬁ%&h K

CAKBUHABMDY, M BHPYCOJIOIMYECKHUM OTBeTOM ObLIa MOATBEPIKISHA B XOJ€ HEe3aBUCHUMOIO
KJIMHAYIECKOTO HCC/Ie/IOBAHMSA, BKJIIOYAIOMETO TMMOMYJIHIO TIATHEHTOB, KOTOpBIe paHee
IoJiyuajia Doiece HHTCHCHBHYIK) TCpalluo, B TOM YHCIIC 54% [MAQUCHTOB PaHeS I110JIYYalId
cakpunapup (p=0,0133, cm. TaGumy 1). Myrauust G48V, kotopast panee Oblla onpejieiena in
Vitro Kak MyTanus, XapaKTepHad Ad CaKBHHaBHpa, IPUCYTCTBOBAIa H3HAYAIBHO ¥ 3
HALUSHTOB. Y BCEX DTHX NAUUESHTOB 0TBEeTA HA TEPAIHUIO [OJYIeHO He ObLIO.

Tabnuna 1. Bupycomornueckuii 0TBeT Ha CAKBMHABHP/PHTOHARHD, CTPATHPHITAPOBAHHBIN 11O
KOJIMYECTBY HCXO/IHBIX MYTalW, 00YC/IaBIMBAIOIIHK PE3HCTEHTHOCT K CAKBHHABUDPY

KosmmuecTso lNocnuramzupoBadibie HAHESH T Perpocnexrupubii ananus KH
UCXOMHBIX  MYTallHH, KonudecTRO MaIMMeHTOR, He KonuuecTRO ManueHTOR, HE
00Oy CIaBINBAIOIHX TIOJTYUYABITHX paHee JeueHHe TIOTYUYABITHX/TIOTYYaBITUX paHee
PE3HCTECHTHOCTD K CAKBHHABHPOM JICUCHUC CAKBHHABUPOM
CAKRHHARHPY Hzmenenue Hzmenenue
koHnenTpaiuu BHY-1 koutenTparui BUY-1
N=138 | PHK e mwia3me kposu Ha | N=114 PHK B mazme kposu
1220 HegeaX MO Ha 4 HeAele o
CPABHEHHIO C UCXOIHOH CpaBHEHHIO € HCXOTHOH
0 33 -2,24 2 -2.04
1 29 -1,88 3 -1.69
2 24 -1,43 14 -1.57
3 30 -0.52 28 -1.41
4 9 -0,18 40 -0.73
] 6 -0,11 17 -0.44
6 5 -0,30 9 0,08
7 0 - 1 0,24

* IMlkana MyTalHii, acCOIMHPOBAHHBIX ¢ cakpuHaBHpoM: L10F/T/M/R/V, I15A/V, K20UM/R/T, 1241,
162V, G735/T, V82A/F/S/T, 184V, LOOM

Dppexmusnocns

IIporogunoce cpapHeHue 3PPEKTHEHOCTH M OC30IIACHOCTH TCPALIMH CAKEMHABHPOM B MSTKHX
JKE/IATHHOBLIX KallcyJiax B KoMOuHauuu ¢ puronapupom (1000 mr/100 mr 2 paza B AeHb) U
apymst  HykJeoswaabiMH  (HUOT) wWaM  HeHVKICO3MTIHBIMH  HHTHOHTOpaMH  oOpaTHOM
tpanckpuntazel (HHHUOT) u rtepanuu unauHapupom B koMmMOuHaumu ¢ putoHaeupom (800
Mr/100 Mr 2 paza B jgenn) W apymsa HHOT/HHUOT y Gonee uem 300 namueHtor
(MOTyUYaBMIMX/He TIONYUYABHIMX JeYeHWe HHrHOMTOpoM mpoTteazsl BHY panee). KomOunarusa
CAKBUHABHpA ¢ PUTOHABHPOM XapaKTrepH3oBalach OOJBIIEH BUPYCOIOIHYSCKOH aKTUBHOCTBIO
MO CpaBHeHHIO ¢ KOMOWHal[WeH WHIMHABHpPa H PHTOHABHpa, MPH STOM CMESHA Ha3HAUYCHHOTO
JISYSHUSL PACCMATPUBAIIACH B KAYECTBE BUPYCOJIOTHYSCKON Heyvaauu (Meche oBadue 1).
[IpoBoguaochk cpaBHeHre dPHeKTHBHOCTH M Oe30MACHOCTH TepATHM CAKBHHABHPOM B MSTKHX
JKC/IATHHOBBIX Kalcyyax B KomOuHauuu ¢ purtoHapupom (1000 mr/100 mr 2 paza B ACHB) U

apymsi HHOT/HHUOT u 1epamnuu JionmdHaBupoM B koMOUHaLMK ¢ paroHasupom (400 mr/100



Mr 2 pasza B JeHb) H apymsa HUOT/HHHUOT y

-

oT vV
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324 matielrror Mo gdanimtin e o dintmnx

Jeuenre uuruduropom nporeazsl BUY panee). Hu oauH nmaumenT w2 I[pydnbl Tepaluu

.HOHHH&BHpOMf‘prTOHaBPIPOM HE TIPpHHHMAJ JIOTTHHABHP TIEPE]T pan,uommauneﬁ, B TO BpEMS Kak

16 [NIAQHCHTOE H3 IPVYIIIbLI IIpHCMAa C&lKBHHaBMpaJ#pPI'I'OHaBIdpa IIPpHHUMAIM CAKBHHABHP P4aHCC

(dcclieqoBanue 2).

Tabnuna 2. Jlemorpaduueckue xa

AKTCPHCTHKH TIAITHCHTOB W3 IIPOBSACHHBIX HCCJ‘IC,Z[OB&HI/Iﬁ I

Caxkpunapup/ | Unpunaeup/ | Caxeunaeup/ | Jlonunapup/
PHUTOHABHD PHTOHABHD PHTOHABHP PHTOHABHP
N=148 N=1358 N=161 N=163
[Tos1 (My>KCKOM) 82% T4% 81% 76%
Paca (epponeounanast/ 86/9/1 82/12/4 75/19/1 74/19/2
HeIpouHas/ MOHIoJouHasd) (%)
Bozpact, MmeuaHa, JeT 39 40 40 40
Cramua C (xnaccuduxanus 32% 28% 32% 31%
CDC) (%)
[TanuenTel, He IPUHHUMABLIHE 28% 22% 31% 34%
PaHee AHTUPCTPORUPYCHBIC
npemnapats! (%)
[[anieHTHI, He MPUHUMABIIHE 41% 38% 48% 48%
paHee UHITUOUTOPEI IpOTeasbl
BHUU (%)
Meanana HCXoTHOTO 3HAYSHUSA 4.0 39 4.4 4.6
BHY-1 PHK, log,, konui/mn (1.7-5.1) (1.7-5.2) 3.1-5.1) (3.5-5.3)
(pazbpoc)
Megnana MCXOTHOTO YHCTA 272 280 241 239
wietok CD4, (135-420) (139-433) (86-400) (95-420)
KiIeTok/MM? (paz0poc)

f HRHI[BIC TIOJIVHICHEI H3 OTHCTA KIIHHHICCKHX HCCIICIOBAHUH

TaGauna 3. Pesy/sTaTsl Tepaliu B IPOBEJICHHBIX HCC/ICJOBAHMAX | (uepes 48 Hees).

Pezyiprats: Caxpunaeup/ |Manunapup/| Cakeunaeup/ |Jlonunaeup/
PUTOHARHP | PHTOHABHD | PHUTOHABHD | PHTOHABHD
Hayaro HazHaueHHoe Je4yeHue, n (%) 148 138 161 163
(94%) (99%) (94%) (98%)
OrMeHeHo HasHayeHHoe Jedenue, n (%o) 40 64 48 23
(27%) (41%) (30%) (14%)
P=0.01 P=0.001
Bupycoaoruueckas meyjada v 36/148 41/158 33/161 29/163
nanuenrton ITT/e*? (24%) (26%0) (33%) (18%)
P=0.76 P=0.002
[lokazaTenb NAIMCHTOR ¢ BUPYCHOM 97/144 106/154 90/158 106/162
Harpy:akoi <50 xonmui/vi ueper 48 (67%) (69%) (57%) (65%)
Heenn, ITT/e?
P>0.05? P=0.12
Tlokazaresib NAUUESHTOB C BUPYCHOH 82/104 73/93 84/113 97/138
Harpyzko# <50 konui/mi gepes 48 (79%) (78%) (74%) (70%)
He/lellb, MATHeHTDI, HaXOsAIMHecs Ha
JICUCHUH
P>0.052 P=0.48
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Meguana ypeamuenus uuciia CD4 83 i HJ“?@E"IL‘ BA ”:f IW_' OCTB “166*‘

KJICTOK uepes 48 Hememh (KIeTOK/MM?)
! JTaHHBIC TTOIIYYCHBL W3 OTYCTA KIMHHYCCKUX HCCIICOBAHUM.

? Jlanubie nyGnukauyu uecneopaHus 1.

*ITT/e = Bee nmanUeHTHI, BRIOUYCHHBIE B HCCIIE/IOBAHHE/ TIOIBEPTHY THIC JICHSHHIO.

* Jlns 06oux uccaeMoBaHyH: 17T MATMEHTOB, BKITOUYEHHBIX B HCC/IEIOBaHHE C BUPYCHON Harpyskou <200
KOTIHI/M/I, BHPYCOJIOTHUECKAS HEyIada ompexemuiack Kak »200 kommitazn Hcecmemopamue 10 wis
NALUCHTOB, BKIOUYCHHBIX B HCCIICIOBAHUEC C BHPYCHOH Harpyzko# =200 KOIMA/MIL, BHPYCOJIOIHYCCKAS
HeyJaua onpeacsuiach kak Jnoboe yeermycHue >0.5 log wuim BupycHas Harpyska >350000 xomuit/sur
uepes 4 mepenu, 5000 komwmit/min yepes 12 Hepens, win BUpYcHast Harpyska >200 xomwii/mit uepes 24
Heaemm u T.4. Meamenosarme 2: mobdoe ypemuuenne 0.5 log Ha otaenpHoM BusuTe; 0.5 log cHmixenue,
SCITH BHpYCHas Harpyska =200 xonui/mn uepes 4 nenemi; 1.0 log CHIDKSHHE 0T HAYATLHOTO 3HAUSHHS,
€CITH BHPYCHasl Harpy3ka >200 Komui/MT uepes 12 Hegeb; H BHPYCHAs HATpy3Ka >200 KoMt/ M Hepes
24 HeACTIH.

Bruanue Ha noxazamenu K17

Bimsinue npenapata Hutepdacr B koMOuHanuu ¢ puronasupoM B jgozax 1000/100 mr 2 paza B
CVTKH (TepameBTHUeckre m03p1) W 1500/100 mr 2 paza B CcyTKH (JTO3BI, TIPEBHINIAIONIHE
TepanceTuicckue) Ha uHTepran QT uyepez 20 u Ha 3-i AcHB UpHeMa IpenaparTa H3Y4YaloCh B
JIBOMHOM CJIETIOM HCCJIEIOBAHMH ¢ 4-KOMMOHEHTHBIM TepeKpecTHBIM JAW3aWHOM, Tianedo H
AKTUBHBIM KOHTpolieM (Mokcu(uiokcarma 400 Mr eKSAHCBHO) MpU YYACTHH 30POBBIX
J00poBOJILLER (MYIKCKOIO M JKEHCKOIO 110J1a) B Bozpacte oT 18 g0 335 ner (N=59).

YuuteiRass JaHHBIC TIPeBLTYHEro 14-7HCRHOTO (apMaKOKHHETHUSCKOTO WCCIICTOBAHHA C
IPUMCHCHUEM MHOIOKPATHBIX 102, B KOTOPOM MAaKCHMMallbHasi (apMaKOKMHeTHUCCKAs
DKCTIO3HTINSA JTOCTHTAJIaCh Ha 3-# JIeHh MpHeMa Tipenapara, B KadecTBe TOYKH Ul TPOBE/TeHUS
oneHKkH ObLT BRIOpaH 3-if AeHb. Cpeauue 3HaueHHS Cmax pH mpueme npenapata UHTepdact B
KOMOUHALMH ¢ puTOHABUPOM B J103ax 1000/100 mr 2 pasa B cyTkd 1 1500/100 Mr 2 paza B CyTKH
Ha 3-¥ JieHh MCCITCTOBAHHS Y 3TOPOBBIX JTOOPOBOJBICE OBUIM NMPHMEPHO B 3 U 4 pasa RIS,
COOTBETCTBEHHO, 4eM cpeauue 3HaueHUs! Cpax B PABHOBECHOM COCTOSIHMHM [IpU  [IpHeMe
npenapata Mutepdact B KOMOHHAITHH ¢ pATOHaBHpoM B 03¢ 1000/100 Mr 2 paza B CYTKH Y
BHY-uH}pHUIHPOBAHHEIX HALIUCHTOR.

B npopeseHHOM MCCISIOBAHMM UL AJCKBATHOM OLESHKH uW3MeHeHWH wuureppaia QT B
Pa3TMYHBIX TPYMNAX HCMOJER0OBANCA CHSTU(GHUHBIN TS JTaHHOTO HWCCIeOBAHHSA MOKa3aTelk
QTeS (uureprann QT, cKOppeKTUPOBAHHBIH OTHOCHTCJIBHO MCXO/HBIX 3HAUCHHH, 110JIYYCHHBIX
70 Hayasia mpueMa mpenapata (dense predose-baseline correction), U B 3apucHMocTH oT YCC
(nogo6uo noupaeke Fridericia)).

Ha 3-# jedb Bepxuss TpaHulla OJHOCTOPOHHETo 93% TOBEpHUTEILHOTO HWHTEpBaJia A
MaKCHUMAJIBHOTO ZHAYCHUS CpeHeH pazHulbl nokazaresed QlcS mexny obcuMu rpynmamu
npueMa aktupHoro pemectsa (Mutepdact B KOMOHHALIMK ¢ PUTOHABUPOM B TEPANCBTHUSCKUX

JIo3aX W J103aX, TPEBBIMNAOIUX TepaleRTHYECKHe) W rpynmo# mnanebo coctapwiaa =10
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MuHceKyHA (Mcek) (eM. Tabmumy 4). Byuto BLI%[QJ@%JE‘;{:OB:I‘%%% s %ﬂﬁ%‘a&r B

KOMOMHALMY ¢ PUTOHABUPOM B [03aX, [PEBLILAIONIUX TepallePTHYSCKUe, OKasbiBael Oollee
3HaYAMOe Bo3/ledcTeHe Ha waTepBad QT Mo cpaBHEeHHIO C TepamleBTHUECKMMH J03aMH. Y
OOJIBIIHHCTRBA YUACTHUKOB Hucclieoranus (89% nallHeHTOR IpU IpUEMe TEPANCBTHUYCCKUX J102 U
80% manuedTOB, IOJAYYABLWIUX lpelapalbl B Jl03ax, lpeBblliaBiiux Tepanesruyeckue) QTceS
6B <450 MCeK, W HH V OJHOTO yuacTHHKA HHTepBald QTc He Opn >500 MCeK (CM. TakoKe pasaes
«OcoOble YKazaHHs»).

Tabnuna 4. IlokazaTens MaKCHMaJBHOTO CPE/THErO 3HAYCHUSA ddQTcST (Mcek) Ha 3-¥ JeHb A
Tepanuu npenaparom HurepdacT B KOMOHHALIMM ¢ PUTOHABHPOM B TePAICBTHUSCKUX 03aX, B
J102aX, IPEBBINAIOINX TCPALCETHYCCKHE, W Il AKTHBHOIO KOHTPOJ (MOKCH(]IIOKCAIIUH) Y
370POBBIX TIOOPOBOJBIIEB.

Jleuenne Bpemennas Touka [TokazaTtenn Cranmaptaasa | Bepxusas
OLICHKH [I0CIIE MAKCHAMAJIEHOTO omudKa rpanuna 95%
MpHeMa rpernapartal Cpe/IHero 3HaAuYCHHUS JIU noa
ddQTcS ddQTeS
Hutepdact/putonapup 124 18.86 L9l 2201
1000/100 mr 2 paza B
CYTKH
WUnrepdact/puToHasup 209 30.22 .91 33.36
1500/100 mr 2 paza e
CYTKH
Moxcudrokcanun” 4q 12.18 1.93 15.36

*Bripenennas pasuuia Moxay mokazatensavd QTeS (unteppan QT, cKOppeKTHPOBAHHBIN OTHOCHTEILHO
HCXOAHBIX 3HAYCHHH, NOMYYCHHBIX [0 HAyajla NpHEMA nperapara, cHCUH(BHUHBIA IS JaHHOIO
HOCJ'IG}.IOBHHHH) B I'PYIIIC, TIOJIYYABIIHX AKTHBHOC JICUCHHEC, H B I'PVILIIC 1maue60.

“ Ilpuem 400 Mr TOMTBKOC Ha 3-H ASHD.

Tpusteuanue: B HecIenoBaHHH MOKa3aTenb QTCS st My KHHH pacCHHTHBATICS o (hopmyiae QT/RR™?,
a i xenmu - QT/RRYY, uro coorsercTByeT monpapke Fridericia (QTeF=QT/RR**%),

B ganHom wHccsieiopaHuy Ha 3-H JeHb vUMHenHe vutTeppaia PR>200 mcex wabironaiocs y
40% manueHTOB, NoayuaBmmMx npenapat Uurtepdact/putonarup B qo3e 1000/100 mr 2 paza B
CVTKH, U ¥ 47% nauucHTor, nojyuapmux npenapat Hurepdact/puronaeup B goze 1500/100 mr
2 paza B ¢yTkd. ¥ 3% UIAUMEHTOB, MOJIYYABIIMX MOKCH(JIOKCANHUH B KaueCTBE aKTUBHOIO
KOHTposIs, U ¥y 5% mnarmueHToR u3 rpynnel mianebo Habmogamock yamuHeHue PR>200 mcek.
MakcumaiibHOE 3HAUCHHUE Cpe/IHero u3MeHeHus uHrepeasia PR 1o cpaeHenuto ¢ nokazaresiem 10
Hayajla TIpHEMa TIpermapaToB COCTaBHJIO 25 MceK B TpyMme, TOJVYABIIHX Iperapar
Hurepdacr/puronaeup B goze 1000/100 mr 2 paza B ¢yTKH, U 34 MCEK B I'pPVIIIE, MOJIYUYABIINX
npenapat Hutepdact/putonasup B jgo3e 1500/100 Mr 2 paza B CyTKH (CM. Taioke pasznen
«Oco0bIe yKazaHUsD).

Cityuaep «nupy>THOM» Taxukapauu (torsades de pointes) u yamsenus: uarepepaia QT>500
MCEK B HCCICOBAHMHW He HabOJIOAToCh. Y HEKOTOPBIX MANHCHTOB HEMb3s HCKIFOYHTH CBA3B

MCHIY Pa3BHTHCM CHHKOIIC WIH [IPCCHHKONAJILHOI'O COCTOAHMA U YAIIMHCHUCM HHTCpBalla PR.

6
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KimiHnYeckoe 3HaUCHHE JAaHHBIX H3MEHCHHH, aﬁnmaﬂ%&ﬁﬁgﬁaﬁgﬁ,@?ﬁ&ﬁﬁ%ﬂ& HE

H3BECTHO B BHUY-uuduuupopatbIx [IALUEHTOB, [OJIYHALONHUX [penapar
HutepdacT/puToHaBHp, OAHAKO  CieAyeT  W3derath  yBeNWYeHHS JIO3BI  TIpemapara
Hurepdacr/puronaeup Gonee 1000/100 mr 2 paza B cyTKH.

PeaviabTatsl uzyueHus Biusiuus npenapata Uurepdact na unreppan QT, GpapMakOKUHETHKY U
BHPVCHYIO Harpy2ky v BUY-uHQHITHPOBAHHEIX MAIIHCHTOR, paHee HE MOJIYUABHIUX TSPAITHIO U
HAauYMHAOMUX  JleyeHue  Openaparom  Hurepdacr/puroHaeup ¢ KCIOJIL30BaHHEM
MO H(PUITMPOBAHHOTO peKUMa Jo3HpoBaHuA (mpemapat UHTepdacT/puToHasup B go3e 500/100
Mr 2 paza B CyTKM B KOMOHWHAUMM € JBYMSI HYK/ICOZMJHBIMM HHIHOMTOpaMH 0OpaTHOH
TPAHCKPHUNITA3L] B TeUeHHe 7 THeH ¢ MocaeAVIONAM YReInUeHreM 10361 g0 1000/100 Mr 2 paza B
CVIKM B KOMOMHALMM C JABYMSI HVKIICO3ZH/HBIMH HMHIHOMTOpaMH OOpAaTHOH TPAHCKPHUIITA3HI B
TeueHHe 7 JHeH), HOKasalH, YTO yBejaudeHue uureppaia QT MeHee BLIpaKeH IPH YCJIOBUH
W3MSHCHUH pPeKUMa J03HpoBaHuA. Jlomd manueHToB ¢ y/UIMHeHHeM HHTepRaia PR>200 mcex
pappupoeanace ot 14% Ha 3 geHb Tepanuu 110 38% Ha 14 gens Tepanuu. llpuw npueme
npenapaTta UHTepdacT ¢ pUTOHABHPOM B MOJHU(PHIIHPOBAHHOM peiKHME TORHPOBAHHS Oraroaaps
shdexry yiaydmeHuss (ApMAKOKHHCTUKH CABHHABHpPA B I[EPBRYK) HEIQIK SKCIIO3ZHIMA
CaKBHHaBHpa JIOCTHTA/la MaKCHMyMa Ha 3 JIeHb TepalmuH W YMEHBINAJach 10 MHHUMAJILHOTO
IHAYCHUS HA 7 TCHE.

[Tocnenoparessnoe cuwkenne ypopusi BHU-PHK wuabmonanoch v BeeX  I[MALMEHTOB,
ToJTyyaBmux nipenapat UuTepdact/puToHaBHp B MOTH(MHITHPOBAHHOM peskHMe JO3HPOBAHHS B
TEUCHHME 2-X HOAC/IBHOIO IISPHOJA JICUCHUS M paHee HE [IOJIyYABIIMX TEpaluip, dTo
CBUJETE/ILCTBYET 0 mojapieHud  pupyca.  Josrocpounass  >QQexruBHocrs  1pU
MOAU(PULMPOBAHHOM PEKHME JOZHPOBAHHUS HE H3YUaIIaACh.

Hoxnunuueckue dannvle no besonacHocmii

KanyepoceHnocmyv

He Obulo BBISBIIGHO HMKAKOM KAHLEPOTCHHOH AKTHBHOCTH CAKBUHABHPA 1IPU BBSIACHHU
nperaparta KpbicaM W MbIlIaM Ha TPOTSHKEHHH 2-X JIeT. DKCIO3HIIHS CAKBHHABHpPA B TIJazMe
(AUC) y sTuX ocobeit paBHAnack npumepHo 37% u 85% 5KCMORWIIMK CaKBHHABHpA Y THO/CH
1pH npyeme npenapara Harepdacr u puronapupa B nozax 1000/100 mr 2 paza B JeHb.
Mymazennocms

B wuccliefoBanusix in vilro Ha MYTAI€HHOCTL M I€HOTOKCHYHOCTL (IIpH HEOOXOJUMOCTH - ¢
MeTaboMHUecKol akTHBaIMe#) ObLTO TOKA3aHO, YTO CAKBHHABHP HE OKA3BIBAST MYTArcHHOM
AKTUBHOCTH KaK Ha OakTepuaibHble KICTKU (TecT DHMCea), TaK M Ha KJISTKH MJICKOIHTAROUIUX
(KJIeTKHA JIETKHX KATaAUCKHX XOMSTYKOB V79/HPRT-tect ¢

TUNMoKCaHTHHTyaHuHpochopubozuaTpaHchepazoi). CakBHHABHP HE BBIZBIBAST XPOMOCOMHBIX
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MYTal|i (71 vivo (MAKPOSJIEPHBIA TECT Ha MBIAX) HIIHA i) Qf%wﬁbﬁ%&ﬁk@ﬂnﬁ@%ﬁ%\, a

TAKKe He BbI3blBaeT NepeuuHoro noppexgenus JHK in vitro (penaparupubiid cunres JIHK).
Bauanue na gepmuavnocms

B wuccnegopanHusx Ha Kpbicax He ObUIo  OOHApYKSHO OTPHUATCIBHOIO BJMSHMS Ha
PEIPOAYKTHBHYI0 PYHKIHIO H DepTHILHOCTL LIPH 3HAYSHMSIX DKCNO3uUUU nperapata (AUC),
COCTARIAIOMHUX NpUOAM3UTeNBLHO 33% OT SKCIO3HIMU YV JTIOJICH NpH IpHEMe CAKBHHABHPA B
KOMOMHALIMH ¢ PHTOHABUPOM B peKOMeHJ0BaHHbIX Jo3ax 1000/100 mr 2 pasa B JeHb.
Tepamozennocms

B wuccinenopaHusix Ha KpbicaX M KpOJIMKaX He HaOIOAalochk SMOPHOTOKCHYECKOIO WM
TepaTOTeHHOro BIHAHMUS CAKBHHABHpA MPH 3HAYSHHAX DKCMO3HIHMH mpemnapata (AUC),
COCTARILIIOMUX NPUOIMEUTSIILHO 32% OT SKCHOZMIMH V JIJCH IPH IPUSCME CAKBMHABHpPA B
KOMOMHALIMH ¢ PHTOHABUPOM B peKOMeHJ0BaHHbIX Jo3ax 1000/100 mr 2 pasa B JeHb.

D apmaKoKuHemuUKa

Beacuvieanue

IIpu npueme oiHOKpaTHOH o3kl mpemapaTa 600 Mr mociie mpHeMa BRICOKOKATOPHHHOHN MTHIIA
abcooTHasi OMOMOCTYIIHOCTE CakBHMHAaBHUpa cocTarisieT 4%, rapeupys ot 1% no 9%. Cxopee
BCero OHOJOCTYMHOCTL JHUMHTHpOBAHA couYeTanHeM »H(deKxTa HemoTHOro BCACHIBAHHSA W
BBIPAKCHHBIM METAOOIHU3MOM «IIEPBOTO TPOXOAJTICHHA» Uepes TedeHb. BBRITO MOKa3zaHO, 4TO
sHadende pH He wurpaer OoJNbIIOH POJIM B 3HAYMTEJLHOM VBEJIMYEeHHM OHOJOCTYIIHOCTH,
HabmIoaroeMCsT TIoCTe MpHeMa THIIH.

B nepekpecriom mccneporanuu v BUU-unduuuporanHblx nanueHTOR, HOJyYaBIIUX Iperapart
Hurepdacr B komOunanuu ¢ putonapupom 1000/100 mr 2 paza B JeHb cHavaja HaTowmak (Ipu
IIOCJIC/IOBATE/ILHBIX IIPUEMa), 4 3aTeM [0CIe IIPHEeMa BBICOKOKAIOPHUHHON IUINHU (46 I KUpPOB,
1091 kkan) (rpu nociaenopareipHblx mpuema), AUCq.2 cakpunapupa pasisuioch, 10320
HT » 9/MT 1 34926 Hr » 9/MJI, COOTBETCTBEHHO. Y BCeX MAIHEHTOB (KpOMe OHOTO) OTMEUAIoCh
JIOCTUKCHHUC 3HAYCHMH MHUHHUMAIBLHOH paBHOBSCHOH KoHUeHTpauuu npenaparta (Cssmin) BhILIC
HWKHHX 3HAYeHHH TepameBTHUYECKOTO HalaszoHa TIpH [MpHeMe HATOmakK. Tem He Menee,
npenapat UaTepdact B KOMOHHAIIHE ¢ PUTOHABHPOM CIIe/IVeT IPHHUMATh B TeUeHHE 2 4 Toche
ebl.

Y BUY-uHpUIHUPORAHHBIX TIATTHEHTOB, MOIYYaBRMAX cakBHHaBHp 600 Mr 3 pasa B CyTKH mocie
enpl, AUC ¥ MakcumaibHasi KoHueHrpauus B mwiasMe (Cuax) NpUMEpHO B JBa pasa
TIPEBOCXOTHIM TAKOBBIC ¥V 3JOPORBIX JIOOPOBOIBIER TIPH AaHATOTHUHOM PEKAME NOHPOBAHUS.
CakBHHAaBHp B MSIKHUX JKCIATHHOBBIX Kancyiax 200 mr uim cakeuHaeup B TalJIeTKax,
MOKPHITLIX 0OomouKoi, 500 MT B KOMOMHAIMH ¢ pHTOHaBHpoM B Aoszax 400/400 mr wm

1000/100 Mr ABakap! B AeHB 0OCSCIEUHBAIOT CXOHYIO WIH OONBITYI0 CHCTEMHYEO 3KCTIO3HITHIO
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CaKBHWHaBHpa Ha TIPOTAKECHHH 24 9, UCM TIpH VBBHLE%-I}EE&;;EL‘J@;#ﬂmﬁjgjmgfkﬂx

JKeJIaTHHOBLIX KancyJiax 200 mr go 1200 mr/TpH pasza B CYTKH.

Y BHUY-uHUIHPOBAHHLIX TATTHEHTOB, paHee He TOJYUYABIIMX Tepanmuio H HAYHHAIONIHX
TOJTy4aTh Tepamuio mpemaparom HuTepdacT/puToHaBHpP B MOTH(HUIHPOBAHHOM pEKHUME
Jqozuposanus (500/100 Mr ABak/Ibl B JIeHb B TeUSHHE NSPBLIX 7 [HECH TepalMu ¢ [OCIISAY IOIIUM
yBenuueHrHeM Jo3b1 Ao 1000/100 MT ABak/BI B TeHb B TeUSHHE MOCIAYIOMUX 7 THeH Tepanuy),
CHCTeMHASL DKCIOZUIMs mpenapata Hurtepdacr, Kak NpaBuiIo, JOCTHrala WM [peBbllIaga
3HAYeHHS, HaOJI0TaBRIIHEcT B PABHOBECHOM COCTOSTHHH MPH CTAHIAPTHOM PEKHAME JTO3HPOBAHHS
npenapara Uarepdactr/puronaeup e noze 1000/100Mr qBask/ipl B CHD.

Jluapest He BJIMsieT HA BCachlBAHME CAKBUHABHPA, A TAKIKE U CaM [IpHEM IIperapara He OKasblBaeT
BITUSTHHSA HA TTApaAMETPBI KTy I0YHO-KHITeTHOH abcopOItnu.

CakpuHapup siBJsieTCst cyOcTpaTom [Uisl Oelika MHOMKECTBCHHOU JISKAPCTBEHHOH YCTOHUHUBOCTH
MDRI1 (P-rnukonpoTtenna).

Pacnpeoenenue

CakBHHaBHp XOpoOmIO pacTipefienseTcss B Tkauax. Cpeanuil obbeM pacmpefe/ieHHsT B
PABHOBECHOM COCTOSIHMM nociie B/B eeejeHus 12 mr — 700 i1 (kodddunuuent papuarmu 39%).
Cesa3b ¢ Oeskamu 1U1a3Mbl — 98%, He 3aBUCHT OT KOHIEeHTpauuu Ipenapara (15-700 nr/mor).
CaxsuHarup (mpu npueme 600 Mr 3 pasa B JIeHb) He ONpPEACNIACTCA B CIHHHOMO3TOBOM
SKUJKOCTH.

Memabtonusm

ITogBepraeTcs SHAUUTEIHLHOMY MEeUYSHOUHOMY MeTaboau3My. BeICTphIH MeTabOMH3M 10 MOHO- H
JIH- THAPOKCH/IMPOBAHHBIX HEAKTHBHLIX IIPOH3BOIHBLIX OLIOCPILYSTCs YePes CHCTEMY HUTOXPOMA
P450 u ocymectragerca uzopepmentom CYP3A4, xorTopeiit oTBeuaeT 3a Oosee uem 90%
neucHouHoro  merabonmzma  (uccinegoranusi  in vitro).  llocne e/ BeencHMs  66%
IAPKYTAPYIONETO CakBUHABHpPA OOHAPY/KHBASTCS B HEM3MEHEHHOM BHJE, OCTAbHASA 9acTh - B
BH/Ie MeTabOIUTOB, YTO COOTBETCTBYET BKCTCHCHBHOMY META0OIH3MY «IIEPBOTO TIPOXOKACHHI
B [leYEeHU.

CucTeMHBIH KaMpeHc mociae B/B UHPY3HH 6, 36 U 72 MTI CakBHHABHpA BLICOKHH M COCTABISIET
1,14 ww/kr (koadduuuent papuanuu 12%), uro ciierka NpeBbIIIacT MEUCHOUYHbBIH KPOBOTOK.
[Tepuos MOTYBBIBSACHUS TIpeMapaTa U3 OpraHu3Ma cocTapisAeT 7 .

Buiseoenue

Yepes 4 ans mocte npuema “C-cakpumapupa BHyTps (600 Mr) 88% Hu 1% paHOAKTHBHOCTH

06Hapy}KHBa}OTCH B KaJIS U MOYZC, COOTBECTCTBCHHO.
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Uepez 4 aHa mocne BHYTPHBEHHOTO BBe/ICHHSA '40;@&%1%@{@%5’“}&%‘%‘“Egj' 3%

PAJMOAKTUBHOCTYA OOHAPYIKUBAIOTCS B KaJle U MOYe, COOTBETCTBEHHO.

[Tocne mpuema BHYTPH 13% IUPKYIHAPYIOMEro B TUTa3Me CaKBHHaBHpa OBIJIO TIPE/ICTaRJISHO B
HEH3MCHECHHOM BHJIS, OCTAJIBHAS YACTh — B BU/IC METaO0IUTOR.

D apMAKOKUHEMUKA 6 0CODBIX KIUHUYECKUX ZPYNRAX

Ioveunas HEOOCMAMOYHOCHL

(QapmakokuHeTHKa penapara Hurepdact v nagdeHToB ¢ MOUYSUHOM HEJOCTATOUHOCTLIO He
H3y4Yanach.

IHeueHounas HeOOCMAamMOUHOCHIb

Bmasave HapymeHus QVHKITAH TeYeHH Ha PaBHOBECHYIO (hapMakoKHHETHKY CaKBHHABHpa B
KOMOMHALIMM ¢ PUTOHABHPOM H2yuasiochk npu vuactud BUU-uHQUUMPORAHHEIX NALMEHTOR
(N=7) ¢ napyiendem GVHKIHH edeHM cpejued crenenu (kiace B (7-9 Gawiop) mo mkalie
Yaitna-11sr0). JlamHoe wccnegoRraHWe BKMOHamo B ceba koHTpodsHyw rpynmy BHUY-
uHpuuMporaHHBIX HauueHTOR (N=7) ¢ HOpMaIbHOH (PYVHKIUCH NCUCHH, COOTBSTCTBYHOIIMX
HCCNeTyeMBbIM TalMeHTaM IO BO3pPacTy. MOJY, Macce Tela M moTpebieHHio Tabaka. Y BHY-
HHQUUUPOBAHHEIX IALUUCHTOR ¢ HApYIISHHUEM (QYHKUHMH IICUCHH CPEJHCH CTCICHU TKECTU
cpenane (% koxdourment sapuanun) snadeHusT AUCo.12 B Cmax CAKBHHABHpa COCTABTTH 24,3
(102%) wmr*u/ma u 3,6 (83%) mr/mia, cooTBeTcTBeHHO. COOTRETCTBYIONIHES 3HAYCHHSA B
KOHTpOJIbHOH rpynie coctapsum 28,5 (71%) mr*uw/mn u 4,3 (68%) mr/mi. OTHOCHTE/ILHO
AUCq.12 B Chax cpeiHee TeoMeTpuUeckoe (hapMaKOKHHETHIECKHX MapaMeTpOB Y MAIHEHTOB ¢
HapyiieHueM GyHKUMM [eueHH K (apMaKOKMHCTHYCSCKAM llapaMeTpaM HAallHEHTOB ¢
HOpMaIbHOU pyHKIKeH neuenu (90% JopepuTeibublid HHTepBal) cocrapisuio 0,7 (0,3-1,6), uto
HOZBOJBICT HPeAlONokuTE npubmzureabHo  30% yMmeHblicHHE (apMakKOKMHETHUYSCKOH
DKCIO3MIMK YV TNALUSHTOB ¢ HapymenueM QYHKUMM [edYeHH cpeaned creneud. Y BHU-
HH(HUIUPOBAHHBIX TAI[HCHTOB ¢ HapyIMeHHeM (DYHKITHH TICUSHM CpeHEeH CTeTIeHM KOpPPeKIIHH
J103b1 cCakBMHABHpa He Tpedyerces (eM. pazjen «Ocobble yKazaHU ).

Iion

He BHISBICHO BJIMSHHSA TON1a Ha (papMaKoKHHeTHKY mpenapara WHTepdacT mpH oJHOKpaTHOM
nepopasibuoM  npuemMe 600 Mr vy zaopoebix  goOpoeosbies.  Ilpu  mccienoBanum
OHOSKBHBATICHTHOCTH CaKRHHaBHpa B Kamcyiax 200 mMr w TabmeTkax, TMOKPBITRIX 000JOYKOMH,
500 Mr B KOMOHHALIHU ¢ PUTOHABUPOM OOHapysKeHa GoJiee BLICOKASI DKCIIO3UIHSI CAKBHHABUPA Y
axeHMUH (AUC Ha 56%, Cmax Ha 26%), He3aBUCHMO OT Macchl TeJla M Bo3pacta. KnmHudeckn
SHAYMMBIX  paziiuuuid  SOQeKTUBHOCTH W OC30LACHOCTH  BapeIHCTPHUPOBAHHOIO  PEXKUMA

JAO3HpPOBaHHUA CaKBHHaBHpa YV MYXKYAH W JKCHIMWH HE BBIABICHO. Tepannﬂ CAKBHHABHPOM B

10
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KOMOMHAITHH ¢ pUTOHABRUpOM B J1o3ax 1000/100f mr ﬁhmh%{rgﬁggy&%m%ﬁ)ﬁ)QQ%ﬁoﬁ

y 000HX 10JI0B.

Pacoeas npunadneicnocmu

Brnusiaue pacel Ha (papMaKOKMHETHKY CAKBHHABUPA HE U2YUYAIOCH.

Bospacm

Havaenue GapMaKOKHHETHISCKHX TTAPaMETPOR YV AeTeH 10 16 JeT U B3pOCIBIX cTapmmie 65 TeT He
[IPOBOJUIIOCE.

PaBHOBeCHAS SKCMOZHMIMS CAKBHHABHpPA, HAOIIOJIaBMIAACS B TIS/THATPHUSCKHX HMCCIS/I0BAHMSAX,
ObLiIa CYIHIECTBECHHO BBILIC 110 CPABHCHHIO C IPSAUISCTBYIOIIMMY JAHHBIMH, IOJIYUSHHBIMH Y
B3pOCIBIX (Y KOTOPBIX HAOIIOAATOCH T0303aBUCHMOE M DKCTIO3ZHITMOHHO3ABACHMOE Y/UTHHEHHE
untepeaior QT u PQ).

IHokazanus K 1pHMeHeHUIO

Jlegenne BHY-1 wHOHUIHPOBAHHBIX B3POCIBIX TAIIMEHTOB B COCTaBe KOMOHHHpPOBAHHOH
TEpAIlUK ¢ PUTOHABMPOM H JIPYITUMH aHTUPETPOBUPYCHBIMH JICKAPCTRCHHBIMH IIpEIlapaTaMu.
IIpoTHROMOKA3aHIA

Jli11 O3HAKOMIICHHS ¢ BO3MOJKHEIMH IIPOTHUBOINOKA3AHUSAMU HEOOXOUMO UBYUYUTh UHCTPYKLHEO
IO M&THITHHCKOMY MPHMEHEHHIO pHTOHABHPA, HCTIOIL3YEMOTO B KOMOMHAITHH ¢ CAKBHHABHPOM.

e [ HUMepuyyBCTBUTENHLHOCT K CAKBHHABHPY WK JIIOOOMY JIPYTOMY KOMITOHEHTY TIpemapara.

e JlexomIieHCHpOBaHHOE 3ab0/IleBaHNe TIeUSHH.

e OmHoBpeMeHHBIH TipHeM TepdeHaWHa, AacTeMH30Ta, MH30JaCTHHA, THM3aNpHa,
nudeMaHuIa, THMO3WIA, aMHOJAapoHA, QiekawHWAa. npomadeHOHA, aTa3aHABHPA,
JlonuHaeupa, Oenpuiauia, JHI0OKaHHA (CHCTEMHO), XHHHIMHA, HOYTH/IMIA, COTAl0IA,
AMHTPHTNITHIIMHA, HMMHIOpPAMHHA, KIOMHANpPAMHHA, MAlNpoOTHJIHHA, KJAPHTPOMHITHHA,
SPUTPOMHULIMHA,  rajiopaHTpUHA,  LCHTAMWIMHA,  cnapduIOKCcaluHa,  METajoHa,
cungenaduma, Tatanadpuia, BapaeHapuIa, KIo3andHa, raJolepH/I0a, XJIopnpoMasHHa,
MezopHAa3uHa, PSHOTHA3MHA, CePTHH/IONA, CYIBTONPHAA, THOPHIA3HHA, 3UMPACHIOHA,
BHHKAMHHA JUISI BHYTPUBEHHOIO BBeJeHUsI, [JallCOHA, JAU3OLHpaMuAa, XHHHHA,
denTanuna, andeHtanuIa, Takpolaumyca. JgodeTHnnga  (BO3MOMKHO — pazBHTHE
JKUZHEYTPOKAKOIIMX — apUTMHH), pubdavmnunuba  (TsDKeIas — IenaTole/UIIIspHAs
TOKCHYHOCTE), aJKaJOWIOB CIOPLIHBH (HaNpUMep, JTHTHAPOIPTOTAMHHA, DProHOBHHA,
SProTaMMHA, METWIIPIOHOBHHA (OCTpasi TOKCHYHOCTH)); CHMBACTATHHA, JIOBACTATHHA
(pabaomMuoIn3); MHIa307JaMa TS TepOpaJIbHOTO TMPHMEHEHUS (JITMTeNBHAs cealus),
TpHazodaMa (TIPOJOJLKUTEIbHAS/Upe3MepHas cefalid W yTHeTeHHE IbIXaHHA),

KBCTHAaIIHHA (yBe.nwleuue TOKCHYHOCTH KBGTH&HHH&); amby?,oaﬂna (BO3MOIKHO pPa3BUTHS
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apTepHATEHON THIIOTEH3HH). TPa30/I0Ha (nmcnﬁgggﬂm;&%WQﬁgtg&ﬁ&;%mn\

APUTMHUH, apTepUAILHON IHIIOTEH3UH, TOIHOTLL, [OJIOBOKPYIKCHUSI U OOMOPOKA).
e DBpoxjaennoe WIH JOKYMEHTAJILHO IOJTBEPXKISHHOE IPHOOpeTeHHOe YJIHHEHHE
untepnana QT.
e  DJIeKTPONHTHRIC HAPYIICHHS, 0COOCHHO HECKOPPEKTHPOBAHHAS THITOKATHEMHUSL.
e KiauHuuecku sHauMMas OpaiuKap .
e KimHHYecKkW 3HaYMMAas cep/ieuHas HeJJOCTATOUYHOCTh CO CHIKEHHOH (paxipedi BeIGpoca
JISBOI'O JKeJy JO1KA.
e  CuUMITOMATHYCCKAS] ADUTMHSL B AaHAMHE3E.
e  OJHOBpEMEHHOE HCIIOIL30BAHME ¢ IIperaparaMu, ¢llocoOOHbIMH VIUIHHITE HuTepeaj QT
w/um PR (eMm. pazen « Bzaumo ieHicTBHE € IpYTHUMH JTeKapCTBEHHBIMH CPe/ICTBAMM»).
e JlerckuH BozpacT A0 18 jerT.
C oCTOpPOKHOCTHIO
OHOBpeMeHHBIH TIpHEM JIeJIaBUp/IHHA (VBEJIHUSHHE «TISYeHOUHBIX» TPaHCaMHHA3), KOJXHIIMHA
(HCHpPOMBILICUHBIC HAPVLICHMS, B YaCTHOCTU pabnomMuoninz), HedazogoHa, XUHYIPHUCTHHA,
Jandonpuctuia (BO3MOKHO PpPa3BUTHE apUTMH), oMelpazoiia (YBeJMYCHHE KOHLSHTPALHU
CAKBWHABHPA) W JIPYTHX HHTHOWUTOPOBR NPOTOHHOTO HACOCA; calMeTepola (pPHCK cep/IedHo-
COCYAMCTBIX OCJIOKHCHUH, vutnHeHus uHaTepBaia Q1) cepaucOueHus, CHHYCOBOH TaXUKap/IUK);
Gy3u0B0H KHCIOTLL (YBEIMUYSHHe TOKCHYHOCTH); pHdalyruna (yBeiMueHHe KOHUSHTPALHHU
pugabyTrHa); QuTOmpenapaToB, coAepKAMKUX 3BepoOOH MpOIBIpARICHHBIH (Hypericum
perforatum), JICKapCTBCHHBIX IIperapatoR M OMoJIOrHucckd akTheHbIX gobaroxk (BAJI),
COJICPIKANITAX HKCTPAKT YSCHOKA, THIpaHaBUpa. KapbamazenuHa, eHodapbuTana, GpeHUTONHA,
JIeKcaMeTaz0Ha (CHHKCHUS KOHUCHTPALMH CAaKBUHABHUPA); AlIIpaz0JlaMa, AHKAJIUs KiIopazenara,
nuazenama, quyposernama (VBelIuYeHHe celaTHBHOTO >pdekTa); MHIa30MaMa TapeHTepaibHO;
¢enogunuHa, HHU(EMNHHA, HHKApAWMAHA, JHITHA3eMa, HUMOJHWITHHA, BeparaMuia,
AMJIOJMIIMHA, HU3OJLIMIIMHA, MCPAJMIIMHA, LHUKIOCIOPHHA, CHUpo/IMMyca (pallaMUIMHA)
(yBeTMUeHHWe KOHIEHTpAllMH TipemapaTtoB), (uyTHKazoHa, OVAecOHHIa, aTopBacTaTHHA,
LepUpacTaTHHA (BO2MOKHOS PazBHTHE MBIIICUHON ciabocty, O0nM B MBINLAX, YBEIHYCHUS
akrupHocTH  Kpeatundochokunazpr (KOK)): npapactaruna, doyBacrarusa  (BO3MOMKHOE
BIMSHHE HA TPAHCIOPT OCNKOB), JAMIOKCHHA (YBEIIMUCHHS KOHICHTPAIIHH IUTOKCHHA),
YTHHHIDCTPAIHOTA (CHWKEHHe KOHIIGHTpAITMM Tipermaparta); HeJ(WHaBHpa;, HWHIHHABHpPa
(pazBuTHE HeppoIUTHARA).
IIpuvenensie npu 6epeMeHHOCTH H B IIePHO IPYIHOI0 BCKAPMJIMBAHMS

b EPEMEHHOCTHG
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 07.08.2023 N= 15126

E)KCHEPHMGHTI)I Ha JKMBOTHBIX HC CBHJICTCIILCTE 8 l'[. réﬁﬁ%ﬁéﬂbﬁ %&E]@M&Bmmﬂ

sddekTe cakBUHABHpA HA pasBuTHe >MOpHOHA WIM IUI0JA, TeueHUe OepeMeHHOCTH, LIepH- H
TOCTHATAThHOE pa3BHTHe. OMNBIT KIHHHYSCKOTO TIPUMEHEHHs Tpemapara y OepeMeHHbIX
skeHIUH orpanudeH. llpw npumenenun npenapata HWurepdact B KoMOMHAIIMM ¢ JPVIHMH
AHTHPSTPOBUPYCHBLIMH LIpenaparaMd vy OepeMeHHbLIX, PeAKo ¢coo0lAloch O BpPOIKIACHHBIX
MOPOKAX PA3BHTHA, BpPOKICHHBIX AHOMAIMAX, a TakkKe JIPYTHX HApVIICHHSX, He
COIPOBOIKIABIIHXCS BPOIKIACHHLIMH AaHOMAIMSIMH.

Bo Bpemsa GepemeHHOCTH penapaT UHTepdacT crieayeT NPUMEHATh TOJNBKO B TOM CIy4ae, eClTi
BOZMOJKHASL [10J1b3a [IJI51 MATSPH NPEBBIIACT [IOTCHIUAIBHBIN PUCK IS ILIO/A.

ITeproo epyonozo ecxapmaneaniia

JlaHHBIX, OJIYUCHHBIX HA JKMBOTHBIX H V YCJIOBCKA OTHOCHTEC/IEHO BO2MOJKHOI'O IPOHUKHOBCHUS
CAKBUHABMpA B IPYAHOS MOJOKO, HeT. OLEHUTL BO3MOJKHBIE [0OOYHbIe JeHCTBUS lpenapara
Hutepdact y rpyaHBIX AeTeH He NMpe/ICTARIACTCS BOZMOMKHBIM, CIETOBATEIBHO, KOPMIICHHE
IPVIBK  CIACAYET NPEKpaTWTh A0 Havajla JieucHus mnpenaparom HMuatepdacr. BHUU-
HH(HUIMPOBAHHRIM JKCHIIMHAM HE PEKOMEHAYETCS KOPMHTH IPY/bI0 Bo H30OSkKaHHE TIepeqadn
epupyca BHU peGenky.

Cnocod mpyuMeHeHHs 1 T035hI

IIpemapar HuTepdacT Ha?HAYASTCH TOJLKO B KOMOHWHAIIMM € DUTOHABHPOM (VCHICHHBLIN

SIKUM)!
Y ManuenToB, YiKe TOJYYAlONMUX pPHTOHABHP B COCTaBe aHTHPETPOBHPYCHOW Teparnuw,
JIOIIQJIHUTE/ILHBIN [IPUSM PUTOHABUPA HE TPeOyeTCst.
Pexomenayetest crporo coOiogars NpeAIIMCAaHHbIN PeiKUM [IpUeMa [IpeliaparTos.
BryTpE, BO BpeMs WM HE [103/IHee 2 4aCoR MOCIIE [IPHEMA ITHILHA.
Cran o apmHoltii pexcum 003uPOCaHIsA
Bzpocasie:
- 6 KOMOUHauuU ¢ pumoHasupom (yvceurennnli pescun): npenapat Uurepdacr 1000 mr 2 paza e
CYTKH H puToHaBHp 100 Mr 2 paza B CYTKH B KOMOMHAITHH € JPYTHMH aHTHPETPOBHPYCHBIMH
npenapaTamu;, mpermapaT WHTepdacT W pHTOHABHP MPHHHMAIOT BHYTPh OJHOBPEMEHHO W He
1I03/1Hee 2 4acoB I10C/Ie [IpUeMa ALY,
Y manMeHTOB, paHee HE TMOJYYABIIMX Tepanmuil0 W HAUMHAIONMX JICUCHHE MIpenapaToM
Hurepdacr, pekoMeHoBaHHAS HadaibHas Jo3a coctapsier 500 Mr 2 paza B CYTKH B
KOMOMHAITHH ¢ pUTOHaBUPOM B J03¢ 100 Mr 2 pasza B CyTKH B TeUeHHES MEPBBIX 7 AHEH Teparuu.
Uepez 7 pgHedt 0T Hayaja Tepallid  PEKOMCHJVETCS YBCIIMUCHME 03Bl lLIpenapata

HuTepdact/putonasupa 1o 1000/100 Mr 2 pasa B CYTKH.
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 07.08.2023 N= 15126

Ilpu mepexojse ¢ TepamuH JPYTAMH HHTH I/rropal\qir| %ﬁ&%&&aﬁwbﬁ%&%&a c

PUTOHABUPOM WM  HEHVKISO3ZHIHBIMH  HMHIMOMTOpaMH  OOpaTHOM  TPAHCKPHIITA3bl
peKOMeHTyeTesl HadaTh Tepamuio mpenapatoM MHTepdacT B cTaHAapTHOH peKOMEeHTOBAHHOH
noze 1000 Mr 2 paza B CyTKH B KOMOHHAIIMK ¢ puToHaBupoM B o3¢ 100 mr 2 paza B cytku Gez
[IEPHOAA BLIMBIBAHUSL,

- 8 KoMbuMauyuu ¢ opysumu uHubumopamu npomeaszvi BHY: 174 O3HAKOMICHHS C
PEKOMEHIOBAHHBIMK  JO3aMH W BO3MOXHLIMH — 10Oo4YHbIMH  d(dexramu  Jpyrux
AHTHPETPOBHPYCHBIX NPEMapaToOB CIISIYeT H3YUNTh HHCTPYKITHH MO UX TPHMEHEHHIO.
osuposarue e ocobeix cyuaax

IIpH BOZHWKHOBEHHH TSDKEJIBIX SBJIEHHUH TOKCHYHOCTH JedyeHWe mpermaparoM Hutepdact
CJICAYET IpepeBaTh. BeiecTBHE BOZMOMKHOIO VBCJIMYSHHS IUIA3MEHHBIX KOHLCHTpPaUUH IIpu
KOMOUHHPOBAHHOM Tepanud ¢ JPYIHMH AHTHPETPOBUPYCHBIMH lipenapaTtamMu (Halpumep, ¢
PHUTOHABHPOM) MOKET MOTPeOOBATHCA H3IMeHEHHE 103 HHTHOHTOPOB mpoTeazsl BUY.
osupoeanue y ocodsix zpynn nauiieHmoes

Tayuenmst ¢ NeUEHOUHO HEOOCMAMOUHOCLID

Y BUY-uHpuupopaHHBIX NALKMEHTOR ¢ HAPYILICHUSMU (PYHKIMH NCUCHU JICTKOH H CpeaHe
CTemeHel TAKEeCTH KOPPEKIIHH 10361 mpemnapata Uutepdact He tpebyetca. B cBI3H ¢ BHICOKOH
BapHaOeIILHOCTHIO HKCMO3UI[AH B JTAHHOM TOMyJIAIHH TTAIHEHTOR PeKOMEHAyeTCs THIaTeTbHOS
nabonenue 3a npoduiieM 6e30MaCHOCTH (BKIIIOYASI CUMIITOMbL APUTMHHK) U BUPYCOJIOT HUSCKUM
oTBeToM. JlekoMmeHcupoBannoe 3abosieBaHHWe TMeYSHH ABIASTCA TPOTHBOTIOKAa3aHHEM K
HazHaucHHUIO npernapata Uartepdact.

Hayuenmvl ¢ ROYEUHOU HEOOCTHAMOYHOCILIO

Y nauueHTOR € JIETKOH M YMCPEHHOM CTCIICHBI NOUCYHOM HEIOCTATOUHOCTH KOPPEKIHU J03bl
npenapara Uutepdact ue 1pebyercs. [Ipu npumenenuu npenapata Hurepdact v nauueuTos ¢
TSDKEJION TOUeYHOM HeI0CTATOYHOCTRIO CIIAYeT cOOMI0IaTh OCTOPOKHOCTD.

Aemexuit sospacm

DddexTHBHOCTE W Oe3omacHOCTL Npenmapara Mutepdact y metedt 10 18 1T He YCTAHOBIEHBI.
Jl1s maHHOM TMOMYIAIMH He YCTAaHORIIGHBI o3kl mpemapata HHTepdacT, He BRI3BIBAIOMIHE
yaaunenue unreppaios QT u PR u onnoBpemenno otpeyatomue napamerpam >GQPeKTHBHOCTH.
CymecTRyeT orpaHrucHHas WH(popManua o0 WCTIONLE30BAHHN TipemapaTa HHTepdact B MATKUX
JKEJIATHHOBBIX  KalcyaxX (HeyCHISHHbIH pekuM) y jgeted. Hudopmauuss 0 NpUMEHSHHH
npenapaTta HaTepdact 6ez puToHABHpa (HEYCHICHHBIN PeiKUM) ¥ TeTeH OTCYTCTRYET.

Hoxcunott sospacm

OmpIT TIpUMEHeHHsT Y TaluenToB crapme 60 yeT orpanwyen. Jlamueie ST peKoMeHIallHA

pPeXHUMa JOZHPORAHUA OTCYTCTBYHOT.
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IloGouHoe aeiicTRHE

ﬂ QHHBIE KITUHIYECKUX HCCTed06aHUTE

COOTBETCTBYET SKCNEPTHOMY OTHETY
ot 07.08.2023 N= 15126

(NOCNEOAOBATENBHOCTL 0002)

CaMBbIMHA 4YacTBIMH HeKeJaTeNbHBIMH SBICHHSIMH C Kak MHAHAMYM BO3MOJKHOM CBSI3BIO C

PCHUMOM, YCHIICHHBIM

PUTOHABUPOM,

MCTCOpHU3M H 0OJIH B JKHBOTE.

ObLIH Aqaapceid, TOoHOTA, YITOMIDICMOCTE, PBOTA,

ILJISI OTIHCAHHSA YACTOTHEI MOOOUHBIX peaKuHﬁ, BOBHHKAIOIMHX IIPH NIPHMCHCHHH CaKBHHaBHpAa.

YCH/ICHHOI'O PHTOHABHPOM, UCIIOIL3YIOTCS CJISIYIOIIMS KAaTeropHu: odeHb vacro (>1/10), yacto

(=1/100, Ho <1/10), Hewacto (=1/1 000, o <1/100), peaxo (=1/10 000, vo <1/1 000), oueHs

peako (<1/10 000), wacTtora HEH3BSCTHA (HA OCHOBAHUM MMCHOIIMXCS [JAHHBIX OLIGHUTH

HEBO3M 0.71(]-10).

Tadimmua S. PezroMe HeKeIaTe/IbHBIX PaKIUK

Cucrema OpraHvusMa

HexemaTembHbIe pPeaRIHH

Co cmopons: xodicu u | Yacto ITproGpeTennas TANOUCTPOD U, AJOTIEITHS,
HOOKOJICHOLE  JKCUPOBOT CYXOCTh KOXKH, DK3eMa, TUN0ATPO(Hs], ChIIIb,
KAemyamxiu 3YA
Heuacto Cungpom CrueeHca-/[pkoHCOHA, OyIUIC3HBIH
JIepMaTHT
Co cmoponwv:  nepenoi | Hacto Tosopnast 6ok, nepudepudeckas HeHponaTHs,
cucmenmul TIapeCTe3 s, TOJOBOKPYIKEHHE, H3MEHEHHE
BKYCOBBIX OLLYIICHUH
Hewacto CoHIHBOCTH, CYIOPOTH
Co cmoponrt  opeana | Hewacto Hapymenue 3penust
3peHUst
Co cmoponst | Yacto CHuxenune mubu10, HApYIICHHAE CHA

RCUXUUECKOU cghepbl

Co cmoponsi | OdeHb 9acTo /laapes, TomHOTA
aHcenyoouno-kuuiedHoco | Yacto PBoTa, B3/1yTHE JKHBOTA, METEOPH3M,
mpaxkma abaoMuHanbHeIe GosH, G0JIb B BEPXHUX OTAEIAX
JKHBOTA, 3aI10p, CYXOCTh BO PTY, JUCIECIICHSL,
OTPBIKKA, CYXOCTh Iy0, HeOOPMIICHHBIH CTYT
Hewacto ITanxpeaTur
Co cmoponvi nederiy u | Hedacto I'emarur, xenTyxa

HCENUEeBble00a H{UX

nymei
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COOTBETCTBYET SKCNEPTHO 'Mv OTHETY
ot 07.08 “'3"" N=1512

Co cmoponsl  kocmuo- | Hacto l\f[blmeqT}mﬁ"m}a:iﬁL'B‘“‘ TEMBHOCTS “ru Vel

MbIULeUHOU clcmembi Yactora Muasnrus, Muo3ut, pabaoMuoims
HEU3BeCTHA

Co cmoponsr nouex u | Hewacto Hapymenue GpyHkumu mouek

MOUEGLIGOOAUUX Nymel

Co cmoponvt ummymnnon | Yacto Peaxnuu runepuyBCTBHTENLHOCTH

CHCHEeMbl

Hapywenua numanua u

MemanorusMa

OYeHb 9acTO

FH]’[erOHeCTepHHeMI/IH,

THHOCPTPUTTTHHEPUACMHA

YacTo CaxapHnlii THabeT, aHOPEKCHST, MOBBIMIEHHE
alIcTruTa
Hewacto CHUKeHUE anmmeTUTa
YacToTa HHCYAHHOPE3UCTEHTHOCTD, THTIEPIAKTATEMHS,
HCH2BCCTHA THIICPIJIUKCMHS, HHOT Ja COIIPOROKJAROIIASACA
KeTOAIHT030M
Co cmoponsl | Yacto OnpImka

ObIXAMENBLHON CUCIEMBL

& CIHOPOHBL  CUCTNEMDBI

KposH i OpP2aHo6

KpO6eme0OpEeHNA

QOueHL 9acTo

CHuzKeHHe YHC/Ia TPOMOOLUTOR

Yacto AHCMUSL, CHUKCHHE YPOBHS IeMOIJI00MHA,
CHHIKEeHHE THCITA JTHMQOITHTOB, CHHIKEHHE
qUcIia JIRMKOITHTOR

HeuacTto Hetitponienusa

YacToTa Yeunenue KpoBOTeYeHWH, B TOM YHCIIE

HEHM3BECTHA CIIOHTAHHOE 0OpasoBaHNE TOAKOKHBIX TeMaTOM

M IreMapTpo30B Yy HALUSHTOB ¢ reMouiIne
THNAa A K B, onyvaromux Jeuenue

uHruOuTopamu nporeazsl BUY

Co CHOPOHDL
AatiopamopHbLx

noxazameneil

OueHb gacTo

IToRBINIcHHE aKTHRHOCTH
ajlTaHMHAMUHOTpaHcdepazbl U
acmapTaTaMHHOTpaHchepasbl; MOBHITISHHE
KOHLICHTPALMH XOJICCTEPUHA, JHIIONPOTCHAOR
HHU3KOM TITIOTHOCTH W TPHTJTHIIEPH OB,

Tp0M60LIHTO]'leHHH

YacTo

IloBbIeHHEe aKTHBHOCTH aMHJIA3HI,
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COOTBETCTBYET SKCNEPTHOMY OTHETY

ot 07.08.2023 N= 15126

Kouueﬂ}ggﬁm;' %ﬁy@%ﬁ&%} Z]

CHHJKCHHE TGMOTJIOGHI-Ia; J]PIM(I)O[IHTOHGH'Hﬂ,

JICHKO HHUTOIICHHA

Ipouee Yacto O6mas c1abocTh (ACTCHHS ), YTOMIISIEMOCTD,

HCOOMOI'daHHC, YBCIIMYCHHC }KI/IpOBOﬁ TKAaHH

Heuwacto HzpaepneHne cnmzucTod 000I09IKH

Hioke TIpWBeIeHBI HEKETaTeNThHBIE PEAKIHH, HaOMIOTaBIIHECS TMPH TpPHEMe CAKRHHABHPA B
HEYCH/ICEHHOM PEIKUME.

Co cmoponst HepeHOoll CucmeMbl! TATISCTe3HA, HApYTIeHHe KOOPJAMHAITHH, BHYTpHUEperHoe
KPOBOH2/IASHHUE.

Co cmoponsl neuxuky: ClyTAHHOCTL COZHAHMSL, JCNPECcCUs, TPEBOra, IOIMLITKA caMoyOUuHCTBa,
BeccOoHHHIA, HAPYIISHHE JTHOHIO.

Co cmoponbl Kowu U NOOKOXNCHOU-okcuposoli  kremyamru: curapom Crupenca-/[sxoHcona,
OyIIe3HRBI  EpPMATHT, JISKAPCTREHHASI CBIMb, TSDKENBIE KOJKHBIE PEaKIHH, CBSRaHHBIE ¢
HApVIICHHEM (DYHKIHH CUCHH.

Co cmopontt opzano6 2enamobuRHapHol  CuUcHeMbl: KeNTyXa, TOpTaibHAsS THIEPTeH3HS,
00OCTpeHHEe XPOHHUYSCKHX RabosicBaHWM TedeHH (¢ HapymeHHeM (YHKIHH TeU9eHH 4-if
CTEIICHH).

Co cmopoHtl OpeaHu3Ma 6 YeroM: JIMXOpajika, H3LI3BICHHA CIH3HCTOH 00omoukH, Oomb B
I'PVIHOH KJICTKE.

Co CHOPOHb KOCIHO-MbIMEHHOT CUCMeMbl! MbIIISUHAs! ¢JIa00CTh U MOJIMAPTPHT.

Co cmopoHbt cucmeMbl KPOSit i  OpPEGHOE8 KPOSEMEOpeHUa: TeMOTUTHYECKAS aHeMHA W
HEHTPOIICHHSL.

Co CMOpPOHBL OPeaHOE HCEAYOOUHO-KUIHEUHOSO MpPaKma: aCliUT, TAHKPSATHT U KHIICUHAs
HEIPOXOAAMOCTb.

Hapywenus mimanus u Memadomizma; CHAKESHHBIH anmeTHT.

Jlobpokauecmeennvie 1 3M0KQUECWBEHHbIE — HOS00OPAZOBAHMUA  (6KUIONGR  KUCMbL U
ROAUABL) | NATIM/UIOMBI KOJKH, OCTPBIH MHEJIOIEUKO3.

Co croponbl MOYEEHIOETUMENLHON clucmemsl. HepoTHTHAS,

Co COpPOHbL CepOeUHO-COCYOUCOT CUCMEeMbl: CLIA2M IIEPU(PEPHICCKHUX COCYIOB.

Co cmoponbl 1abopamopHyix noxazameneii: ToppImeHHe akTHRHOCTH K@K, rumepriamkevus,
THITOTJIKC MHSL.

Hocrmmapremunzosoe nabaiodene

Co cmOpoHbl UMMYHHOTE CHCMeMbl. PEaKITAH THITSPUYRCTBUTEILHOCTH.

Hapywenus mimanus u Memaooausma:
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COOTBETC TEn~ET" CCNMEPTHOMY OTUETY
ot 07.08.2023 N= 15126
y 002

e caxapHbIH THa0eT HITH THNePTITHKE MU, HHOT/IA COTR&Q&&EBM&ECHL}\Q’RHM JoM: "

®  JHMOAUCTPOPHS: y BHUY-uH)HTTHPOBAHHBIX MATTHEHTOB KOMOMHHpOBAHHAS
AaHTHUPETPOBHPYCHAS TepaliHs acCONHHUPYETCA ¢ Tepepacnpe/IeieHUeM KHPOBOH TKaHH —
Jmnoauctpoduei, prmoyalomed atpoduIo MOJAKOKHOTO KUpa HA JIMUE U KOHSUHOCTSIX,
yBeJTHYeHHEe BUCTIEPATHHOTO W HHTPAOIOMHAHANIBHOTO JKHPa, YBETHUSHHE MOJOTHBIX JKeJes3
H OTJIOKCHHE JKUPA Ha JOP3aJIbHOM IOBEPXHOCTH IIEH U CIIUHE] («Obluuii ropo»);

®  TUICPTPHUIJIMLIEPUICMHUSL THIIEPXOJISC TSP HHEMHSL, HHCY/IMHOPE3UCTEHTHOC Th,
THIEPTITHKEMHS W THIISPTAKTATEMHSL.

Co cmopoHbl HEPEHOT CUCIMEMbL COHITMBOCTD, CYJIOPOTH.

Co CmOpoHbl CUCTEMbl KPOBU U OPEAHOG KPOBEMGOPEHUs! YCUIICHHES KPOBOTSUSHUH, B TOM

YHCIe CTIOHTAHHOE 00pa3zoBaHHE MO/IKOKHBIX TeMaTOM H TeMapTPO30B.

Co cmopoHbi Opeanos cenamotuIUapHol CUCMeM bl TeIIaTHT.

Co cmopontl KOCIHHO-MBIMEYHON 1 COeOUHIMENLHO mKani: TIOBbIIeHHe akTURHOCTH K®DK,

MHAJITHS, MHO3HT H peIKko pabloMHOIH3. 3aperHCTPHPOBAHBI CIIyTaH OCTSOHEKPO?a.

Co croponst NOYEK 1t MOYESLIGOOAWNX Nymel: HapymeHne QyHKI[HH MOYeK.

Onucanue omoenssix nobounsix IPhexmos

Hapyutenue mematonusma

B Xo/1e aHTHpeTpOBUPYCHON TepaliH BO3MOIKHO IMOBLINMIEHHE YPOBHS JHUIH/I0B, KOHIIEHTPATIHA

IJIIOKO2B] B KPOBH, 4 TAKJKE VBE/IMYCHUES MACCHL TeJIa.

Y nauguentor ¢ remoduimed tHna A v B, 0oJyvalolmMx Jie4eHHe WHIHOUTOpAMHU IPOTeasbl

BHUUY, coobmamoch 0 caydadx YCHJICHHS KPOBOTCUSHHA, BKJIFOYAs CMOHTAHHOE oOpa3zoBaHHE

KOKHBIX [€MaTOM U [EMapTPO30B.

Y mNanueHTOR, MONYYalIHX Tepanmuio HHrHOHTOpaMu mnporeazsl BUU (B dwacTHocTH, B

KOMOMHALIMU ¢ HVKICO3UIHBIMH aHaJIoraMu), coolmanock O noesllicHUH aktupHoctH KOK,

MHAJITHA, MHO3HUTE U Pe/IKO padaoMHOITH3e.

OTMedaTHch caydal OCTEOHEKpo3a, 0COoOCHHO Yy TAIHEHTOB ¢ OOIMENIPHHATHIMH (akTopaMu

pucka, pacupocrpauennod BHUY-undexumeid wWid npyd  JUMTeILHOM KOMOHHHPOBAHHOM

AHTHPETPOBUPYCHOM TepaTvH.

Y BUY-uHpUIUpOBAHHBIX HALMCHTIOB € TSDKSJILIM HMMMYHOJS(PHUIMTOM HAa MOMEHT Hauala

KOMOHHHPOBAHHOM aHTHPETPOBUPYCHOH Tepamiui MOXKeT pPa3BUTLCA BOCTIATHTEILHBIH OTBET Ha

ACUMIITOMHBIC HJIM PEe2HAYAJBHBIC OLIIOPTYHUCTHUYCCKHE MH(pEKUMH (CHHAPOM HMMYHHOM

peakTHBaluK). CHHIPOM HMMYHHOH PEaKTHUBAIHHA TaKiKe MOKET TPOSABIATLCA pPazBHTHEM

ayTOUMMYHHBIX HapyImeHWH (Hanpumep, OonesHb ['pefiBca M ayTOMMMYHHBIN TeMATHT),

KOTOpbIEé Pa3BUBAIOTCS B pasjlM4Hble CPOKU Tepalivd. Pazpuriue ayroMMMYHHBIX HapVIIeHUH

BO3MOIKHO TAKKE CITYCTA MHOTO MECAIICB TOCJIE HavaJla TCpalivuu.
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ot 07.08.2023 N= 15126

Ilepemoznporka (NMOCNEOOBATENEHOCTE 0002)

COOTBETCTBYET SKCNEPTHOMY OTHETY

B nactosiiee BpeMsi KIMHHUYECKUH OILIT [EPEAO3HPOBKH CaKBHHABUpPA V JIIOJACH OIpPaHHYEH.
OcTpasi MM XpoHHYeCKasi TiepeTO3HpOBKa MpPH MOHOTepanuu Tpemapatom HuTepdacTt hHe
IIPUBOJUT K CEPhE3HBIM OC/IOKHSHHUSIM.

B xombunayuu ¢ opyeumu uncubumopamu npomeazvt BHY 603M0MCHbl CACOVIOWIE CUMAIMOMbL!
obmas c1aboeTh, YTOMIAEMOCTh, JHAPSS, TOIIHOTA, PROTA, BRIAJCHHE BOJIOC, CYXOCTH BO PTV,
TUIIOHATPUEMHS], CHUIKEHHE BeCa, OPTOCTATHYSCKAS THIIOTSH3HSL

Jeuenue: crmermduueckoro aHTHAOTA HeT. MepomnpHATHA, HampaBJeHHBIE Ha TO/|IepiKaHHE
JKM3HCHHO BaJKHBIX (DYHKIIMH, BK/IFOUAst KOHTPOJIb OCHOBHBIX [IOKAZaTCIICH JKU3HE A TSIILHOCTH,
snexTpokapauorpadus (OKI), Habmoenne 3a KIHHHIECKHM COCTodaHreM SombHOro. Crietyer
IPEJAOTBPATHTE IOCICIYIOIEE BCAChIBAHME Iipenaparta. [aKk Kak CaKBHHARBHMD B BBICOKOH
CTElICHHU CBSI3LIBASTCS ¢ OeJIKaMu IUIA3Mbl KPOBH, [IPHMEHEHHE JTHAIIH3A Hellelleco0OpazHo.
BzauvoselicTBHE ¢ JPYTrHMH JI€KRAPCTRCHHBIMH CPeICTBAMH

B GospmuHCTES IPOBEACHHBIX HCCIISIOBAHUH 110 JICKAPCTBCHHOMY B3aUMOJCHCTBUIO H3YHAIOCH
npuMeHeHHe mnpernapata HaTepdact Gez puTOHaRHpa (HeYCHICHHBIH pexkuM). PesyipTathl,
IIOJIYYCHHBIC B XOJI¢ MCCIICAOBAHUH 110 NpUMEHCHUIO npenapara Wurepdact B HeYCHIIGHHOM
pesKUMe, MOTYT TOJHOCTLIO He OTpakaTh >pdekThl MpHMeHeHHsI CakKBHHABHPA B KOMOHHAITHH C
PHUTOHABHPOM.

B nannom pazjelie npeacrapieHa [ojiHasi UHGOPMALHUS O B3aUMOJISHCTBUM JIEKAPCTBEHHBIX
TIperapaToB, BKJIIOYAs JaHHble HCCIIETOBAHUH, MPOBOJUMBIX ¢ NMPUMEHEHHEM CAKBHHABHpPA B
MATKUX JKEJIATHHOBBIX KalICyJlaX, paHEe [IPEACTABICHHOIO Ha PhIHKE.

Cakpunasup MetaGoiusupyetrcst uszodepmenrom CYP3A4 cucrembl uutoxpoma P4350 u
sipjseTes cyOcerparom juis P-rinukonporeuna (P-gp). Ilpenaparel, Kotopeie MeTaOOIHZUPYHOTCS
uzopepmentom CYP3A4 wim pimsior Ha akruBHOCTL Hzodepmenta CYP3A4 wwim P-
TITHKOTIPOTEHHA, MOTYT H3MCHHTH (papMaKoKMHETHKY TpemapaTta HHTepdacT. AHanormuHO
CAKBMHABMD MOXKET HM3MCHHUTH (DADMAKOKHHETHKY JIPYIHX [IPSUAPATOR,  SBISIFOLMUXCS
cyberpatom m3odepmventa CYP3A4 wnn P-rimukonpoTenna.

PutoHaBHp, Kak MomHBIH WHTHOHTOP H3o(epmeHnTa CYP3A4 u P-rnukompoTewHa, MOKET
OKasplBaTh BJMsIHME Ha (apMakOKHHeTHKY JApvrux npenaparos. Ilpu Haznauenuu
KOMOHWHHPOBAHHOH TepanyH clIe/{yeT VUUTBIBATh BOZMOKHBIC B3AUMOICHCTBHS ¢ PHTOHABHPOM.
VUHTLIBASI pe3VJILTATLL, 10JIYISHHbIS U IPUMEHeHUH Npenapara Hurepdact B koMOHHALKY ¢
PHUTOHABHPOM 37OPOBBIMH JAOOPOBOIBIIAMH B OTHOMICHHH [O303aBHCHMOTO  Y/UTHHCHHA
untepeaior QT u PR (em. pazgeiml «lIporuronokazanusy, «Ocolble yKazaHusi»), aJlUTHEHbIC
s¢pdekTnr B oTHOMEeHHH yuTHHeHHs HaTepBatoB QT u PR MoTyT BO3HHKAaThL MpH TIPHMEHEHHH

TpEeNapaToR CIeAVIONHUX KJIACCOR: aHTHapUTMHYeckHe cpejacrea [A wmm Il xiacca,
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HeﬁPOHEHTHKH, TPHIOHKITHYECKHE aHTHACTIPECCAHTRI, H#%&TSF&I$@§£&E§&MB? g :%na

(UDJID-3), oraenbuble anTHOAKTEPUAILHbIE W AHTAIHCTAMHUHHLIC MPEIapaThl, a TAKKE IPYrHe
NeKapcTBEHHbIE TIpemapathl (CM. HISKe). DTH aJUTHTHBHBIE >(PheKThl MOTYT TpPHBECTH K
VBCIIMYCHUIO PHUCKA BO3ZHUKHOBCHHUSA  JKCIIYJAOUKOBBIX  apUTMUH, OCOOCHHO apUTMHU
JKEIV/IOUKOBOH TaXHCHCTOJMUYSCKOH ThNa «nupy>T» (torsades de pointes). Takum oOpazom,
creayeT urberaTh COBMSCTHOTO IIpHeMa mpernapata MHTepdacT B KOMOHHAIIHH ¢ pHTOHABHPOM
H UEepeYHCICHHBIX JICKAPCTBEHHLIX [IpelapaloB, [pU HAIMYMU JAPYIHUX AIbTEePHATUBHBIX
TepameBTHUSCKHX BO3MOKHOCTeH. CTporo MpoOTHROMOKA3aHBI JISKapCTREHHBIC TIpemaparhl,
oaHOEpeMeHHO ofnanaromue GapMaKOKHMHETUUCCKUM B3aUMOJCHCTBUEM C CAKBUHABUPOM B
KOMOMHAIIHA ¢ pPHTOHABHPOM W CMOCOOHOCTRIO YTHHATE uHTepBanl QT u PR. He
PeKOMeHveTess  KoMOuHuporaThk npenapar UWurepdacr U puTOHAaBMp C©  JIPYIHMH
JISKAPCTBEHHLIMU IIperiapatamu, o0JIalaloMiUMU U3BECTHBLIM IIPOJOHIHPYIOUIUM JIeHCTBUEM B
otHomeHnn wuHTepBatoR QT u PR. CremoBarenbHo, B ciaydae KpadiHeH HeoOX0TAMOCTH
110100Has1 KOMOMHALMS JIOJIZKHA HCIIOJIB30BATLCS ¢ OCTOPOIKHOCTHIO.

Tabnuma 6. IlpuMepbl H3BeCTHBIX W TMOTCHNHANBHBIX  BRaUMOJCHCTBMH ¢  JIpYTHMH
JISKAPCTBEHHLIMH [IPeIapaTaMH.

UlekapCcTBEeHHBIN [Ipenapar u
TepanerTaucckast o0nacTe
TIpUMEHEHHS ., ) R _ll)e‘KOMEHMHH"“_ ,
in cHRuRRHR, Bzaumoneicreue OTHOul/ID..%JILHO COBMECTHOI'O
UCTIONTB3YeMast B TR SRR
UCCIIEIOBAHMSIX)
Anumupemposupycrvte npenapamst
HyK/1eo3u0HbIe HHZUOUIMOPLT 0OPAMHOTE INDAHCKPURIMA3bT
SanyumaOuH Wi 3aBepIeHHbBIS BraumMoaecTBHE €
3U006YOUH HCC/IJOBAHMSL, U3YIaAlONIHe Ba/UTaOHHOM
dapmaxokuHeTHUECKOS TAJIOBEPOSITHO BCIIC/ICTBHE
B3aUMO/IEUCTBHE, A3THYHBIX Y TEN
OTCYTCTBYHOT. eTaboNIuzMa ¥ BEIBS/ICHUSL
CorjlacHo pesyipraTam [KoppeKLUH J103b] He
HCCITeTOBAHHMH Y B3POCIBIX TpebyeTes.
TIAIAESHTOB OIHOBPEMENHOE
[IPUMSHCHUES CAKBHHABUPA
(HeVCHIIEHHBIN PejKUM) B
KOMOHHAIAH ¢
3AILATAOMHOM H/ WK
RH/TOBY/IMHOM HE OKa3hIBACT
BJIUSIHMS HA BCACBIBAHME,
pacrpeielleHHe H BRIBSICHHUES
TipenapaTos.
VTuoarnosiuH AUC caxsunarmpa | 30% M3MeHESHHS He HMEIOT
Onuokparubii npuem 400 Crax cakBuHaBHpal 25% OLPEAS/ICHHON KIIMHUYSCKON
MP Chin CAKBHHAaBHpA <> BHAUUMOCTH.
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(MOCTEO0BATENBHOCTE U002T

CaKBHHABHP/PHTOHABHD
1600/100 mr 4 paza B geHb
Ha [MPOTSLKEHUH 2 He/lellh, 8
BIOPOBLIX JOOPOBOJILLIEB)

[COppeKLMH 103b1 He
TpedyeTes.

Tenoghosup

300 Mr OJ1HH pa3 B JIeHb
CaKBHHABHP/PHTOHABHP
1000/100 Mr 2 paza B
neun, 18 BHY-
HHQHUTIHPOBAHHBIX
MaITAeHTOR)

AUC caxsunaBupa | 1%
Crax cakBHHaBHpa | 7%
Ciin CAKBHHABUpA <>

OTCYTCTBYET KIHHAYSCKHU
BHAYMMOE BJIMSHHE HA
HKCTIOHITHIO CAKBUHABHPA.

[COppeKLHH [103b1 He
TpebyeTea.

Hernyrneosuonsie UHZHOUMOPs! 00PAMHONL MPAHCKPUNIMA3bL

{enasupoun

Baaumojeicteue ¢
CaKBHHABHPOM/PHTOHABHPOM
HE H3YHIOCh.

Hudopmaius o
0ez0IacHOCTH IIPHMCHCHH A
TaKkoH KOMOHWHATIHH
JIEKapCTBEHHBIX TIPEnaparon
OIpaHuYCHA, JAaHHBIC 110

s pekTHBHOCTH
OTCYTCTBYIOT.

AUC cakpunapupa 1 348%
CornacHo npeBapuTe/IbHBIM
pes3yapTaTaM HCcie/10BaHmuH,
VBEJIUYCHHUE KIICUYCHOYHBIX)
TpaHCaMHHA3 HaOIrO1aI0Ch
v 13% ao0popoibues B
TeUCHHUE TISPBBIX He/lelb
NIpAMeHeHU KOMOWHAITHH
CaKBHHABUD/

JenapupauH (v 6% 3 uimu 4
CTETIEHH).

HeoOxo0auMo TIaresHO
[KOHTPOJUPOBATEH (DYHKITHIO
[eYSHH.

OTHOBpEeMEeHHBIN TPHEM
TOJIBKO B cJIvdac, CCJlIn
MOTeHIHATHHAS TTOJIh3a
[IPEBLIINIAST PHCK.

Dghasupens

600 Mmr 1 pa3 B leHb
CAKBHHABHP/PUTOHABHD
1600/200 mr 1 pa3 B 1eHb
WA

CaKBHHABH]/ PHTOHABHD
1000/100 mr 2 paza B JeHb
n=32)

HITH

CAKBHHABHD/ PUTOHABUD
1200/100 mr 1 paz B a¢HB)

CaxkBHHaRHUD <>
Ddapupens <

Koppekmuu 10361 He
TpelyeTcsL

HeobOxoaumo
[KOHTPOTHPOBATH (DY HKITHIO
TICUCHH.

Hesupanun

B3auMoJeHCTBHE C
mpenapatom MuTepdact/
PHATOHABHPOM He H3YIATI0Ch.

HeycHITeHHBIN peikuM:

H2MeHeHHS He SIBIISTIOTCSL
[KJIHMHHYCSCKH 3HAYUMBIMH.

Koppexuuu 10361 He

TpedyeTcs.
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AUC CAKBHHABHDA l 243/_%-1[_]—: A—i E ::ll:' B ‘;‘. TEJ—] CH]:T[: T o UuU I:TL‘T?

AUC »epupanuna <

Hrzubumopuot npomeaszst BHY

Amasarnasip AUC caxsunasupa T 60% O THOBPEMEHHBIN ITPHEM
300 Mmr 1 pa3 B 1eHb Ciax cakpuasupal 42% CAaKBHHABUPA B KOMOUHAIIHU
CAKBUHABUP/PUTOHABHD AUC puronaeupa 1 41% C PUTOHABHPOM H
1600/100 Mr 1 pa3z B 1eHb) Crax puTOHaBHpa T 34% aTazaHaBHPOM
ATazaHaBHP «> IIPOTHBOINOKA3aH B CBSIZH C
BO3MOKHBIM PA3BUTHEM
Kaunuveckre Tanneie o PKA3HE YTPOKATOMHAX
[IPUMCHCHHMH aTa3aHABUPA B ApUTMHI.

KOMOMHAIHH C
CAaKBUHABUPOM/PUTOHABUPOM
1000/100 Mr 2 paza B IeHb

OTCYTCTBYIOT.
Docamnperasup AUC caxsunasupa | 15% Koppekiuu 103s1
700 MT 2 paza B JIeHb Cmax cakBuHaBHpa| 9% CaKBHHABHPA/
CAKBHHABHUP/PUTOHABHD Cmin cakeuHapupa | 24%, pPUTOHABHPA HE TpeOyeTes.

1000/100 Mr 2 paza B /TIeHb, 0CTaBaJiach BBHIME TIOpOTA
18 BUU-undunupoBanubix TepaleBTHYSCKOH

IALUCHTOB) pddexTupHOCTH
ITnounasup TIpueM HUZKUX 103 YV BeliMueHHEe KOHLECHTPALUU
800 mr 3 paza e [1cHb PUTOHABUPA IPHBOJHUT K MH/IMHABUPA MOKET
OJTHOKpaTHas 1034 VBEJITMYESHHUTO KOMIEHTPaIliH TPUBECTH K PA3BUTHIO
cakpuHagupa 600-1200 Mr, |[MHAWHABHDA. HedpoJiuTHAZA.
6 3TOPOBBIX JOOPOBOJIBICR)
HeycH/ICHHBIN peiKHM: JlanHbie 110 Oe30[1aCHOCTH H
AUC caxsunarupal B 4.6-7.2  pPeKTUBHOCTH TaKOH
paza [KOMOHMHAITMH TIpenapaTon
KoHueHTpauus HHIHHABUPA B [OTCYTCTBYOT.
rjazMe <

COOTBETCTRYIOIIHE /10351
ISt JAHHOM KOMOMHALIMH
ITeKapCTBeHHBIX MperapaTon
He YCTAHOBJICHDI,

OJIHOBpEMEHHbIH [pHEM
TOJIBKO B ClIViac, CCJIH
MOTeHITHATLHAS TTOTh3a
HIPCELIIIACT PHUCK.

VIonunacup CakBuHABUp < Bo3MoKHO pa3BUTHE
CAKBHHABHUP/PUTOHABUD Putonaeup | AU THEHOTO A(hdekTa Ha
1000/100 mr 2 paza B AeHb B (3 peKTHBHOCTH KaK V/UTHHeHHE HHTepRaoB QT

KOMOHHAIMH ¢ JIBYMS HJIH VCHJIHBAIONIETO areHTa He W/win PR nipu npumeHeHnu

TPEMs HYKJICO3HIHBIMH M3MEHSLIACH ) I10IIMHABHPA/

WHTHOHTOpaMHU 0OpaTHOH JlonmuHaBup <> (110 PuTonaBupa.
rpaHckpuraszsl y 32 BUY- CPABHEHUIO C JJAHHLIMH

WH(PUITUPOBAHHBIX MpeIbLTYIUX HecaeAoBaHUH  (OTHOBPEMEHHBIH MTpHeM
MAIAEHTOB) [KOMOHHAIIMH CaKBHHABHpPaA B KOMOHWHATIHH
cakpuHapup 1000 mr 2 ITOTIHHABUP/PUTOHABUD) C PUTOHABHPOM H

pasa B JIeHb U ITOTTHHABHPOM
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COOTBETCTBYET SKCNEPTHOMY OTHETY

(huKcupoBaHHas
[KOMOHHALIUS
TOMUHABUPA/PUTOHABHPA
400/100 M1 2 paza B JeHb V
45 BUU-unduuporaHHbix
MaIAeHTOR)

AU

SnpoTuomoKaan B chiw ¢

BO3MOIKHBIM PAZBUTHEM
PKHUSHEYTPOKAFOITHAX
APUTMHUU.

Y maiuenToB, yike
HNIPHHHMAOIKUX PUHTOHABHUD.
IKaK 9acTh
AHTAPETPOBUPYCHOH
r'Cpaluu, ﬂOHOJ’IHPITBJ'IbeIﬁ
MpHeM PHTOHABUpPA HE
TpeOyeTCsL

[engpunasip

1250 mr 2 paza B JieHb
C&KBHH&BHP/[’)HTO HaBHP
1000/100 mT 2 paza B eHb)

AUC caksunasupa T 13%
(90% JU: |27 - 174)
Cmax cakeuHaBHpa T 9%
(90% JIH: |27 - 161)
AUC nemndunaeupa | 6%
(90% JTH: |28 - 122)
Cinax HenuHaeupa | 5%
(90% JIU: |23 - 116)

[IpriMenenye cakBHHAaBHpPa B
[KOMOHHALMY ¢ PHTOHABUPOM
1 HeSI(pHHABHPOM He
PEKOMEH TyeTCA.

Pumonaeup

100 mr 2 paza B JieHb
cakpuHaBup 1000 Mr 2
paza B JICHb)

Cakpunapup 1
PuTtoHapup <>

Y BUY-undunupopaHHbIx
MarHeHTOB IPUMEHEHHe
CAKBUHABHUPA B KOMOUHALIMHU
C PUTOHABHPOM B /T03aX
1000/100 mr 2 paza B JieHb
[IPUBOIUIIO K CYTOUHOH
CHCTEMHOM HKCTIO3HITAH
CAKBMHABUPA, CXOQHOM WK
OonbIIeH, 4eM TakoBas MpH
MpUMeHEeHHH CAKBHHABHPA B
ioze 1200 mr 3 paza B A¢Hb
(MATKHE KaTCyIIbl).

0100peHHLIN peIKUM
TO3MPOBAHMS: CAKBHHABHP
1000 mr 2 paza B 1eHb H
putoHaup 100 Mr 2 paza e
[TeHb.

HPHMEHEHHe BoJee BRICOKHX
V103 pUTOHABHApA MOXKST
[IPHBOAHTDL K YBCIIHYCHHUKO
TaCcTOTHI Pa3BUTHA
HEXKCIIATCIILHBIX SBJICHUMH.

B HEeKOTOPHIX Cydasax
OJHOBPCMCHHOC
MPUMECHCHHE CAKBUHABHPA U
pPUTOHABUPA [IPHBOJUIIO K
PA3BHUTHIO TAKEIBIX
HeKeNaTeNbHBIX SBISHUH
KETOAMIO03a H Hapylllelﬂ/lﬁ
CO CTOPOHBI MEeYeHH,
OCOOSHHO VY NALIUEHTOB ¢
RaOOJICBAHHUEM MEYCHHU B
AHAMHE3E.

KoppeKInu 10361 He
TpedyeTcs.

Tunpanasup

JIBoHHast KOMOHHHPOBAHHAS
reparnust HHruOHTOpoOM
npoteazsl v BHY-
MOJIOKUTSIIbHBIX
MAIMSHTOBR, MOJTYYaRIIHX

Cmin cakBuHaBUpa | 78%

O THOBpEeMEHHOS
[IPUMEHESHHE THIIPpAHABHPA,
VCHJICHHOTO HEOOJIBIIUMHU
TO3aMH PUTOHABHPA, C
CAKBMHABHPOM/PHTOHABHPOM
He peKOMEH/AyeTes, Tak Kak
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paHee TEparnnio

N B mimecias SmamivocTn”

CHEOKEHHST Crin caxennarnpa HC
M3YyYa1ach.

Ecim, TeM He MeHee,
MIPHHSITO peMeHue O
HeOOX0AMMOCTH HAZHAUCHHSL
TAHHOM KOMOMHAITMHA
MpenapaToB, HACTOATETHHO
PCKOMCHAYCSTCS IPOBOARTE
MOHHTOPHPOBAHHS
OHLEHTPALIMK cakBHHABUPA
g IIasMe.

Huzubumopot cauanus

Onayeupmud
(CAKBUHABUD/PUTOHABUD
1000/100 mr 2 paza B fAeHb,
12 BUY-unduuupopadHbIX
MAIlACHTOR)

CaxkBUHABUD <>
OHpYRUPTH] <

KIuHHYeCKH 3HAUYNMOS
B2aHMO/ICHCTBHE
OTCYTCTBYET.

KoppeKIuu 10361 He

TpebyeTcs.
A umazonucmer xemoxunosoix perjenmopoe CCRS5
M apasupox AUC, 2 mapasupoxa T [KoppeKLUH 103bl
100 mr 2 paza B B 8.77 paz CAKBUHABUPA/
neHb (CAKBUHABHP/pUTOHABHP |[Crax MapaBHpoka | prATOHaBHpA He TpedyeTcs.
1000/100 mr 2 paza e cyrku) [B 3.78 paz

BnusHHe Ha KOHIEHTPAITHIO
CAKBUHABHUPA U pUTOHABUPA
HE U3MEPSTOCH U He
OJKHAIAeTCS,

2103& MapaBHporca HJOJIZKHA
OLITL cCHHIKeHa 10 130 mr 2
paga B CYTKH, HE‘-OSXO}IHMO
HaOTI0/TeHHE 3a TAITHEHTOM.

A nmuapummudeckue cpedcmsa

B enpuout, IMOOKAH,
XUHUOUH, AMUOOAPOH,
hrexaunud, nponapeHon

[Ipu copMecTHOM
IPUMCHCHHH
CaKBHHABUpA/PUTOHABHP
BOZMOKHO YBCIHUCHHS
[KOHIIEHTpAIHH OeTpH I,
UTHIOKaHHA (TIPH CHCTEMHOM
MPUMEHSHHH), XHHH/THHA,

HaHHb]e AHTHAPDHTMHAYCCKHC
CPCACTEA IIPOTHUBOIIOKAZaHbI
I COBMECTHOTO
[IPUMCHCHHSL C
CAKBHHABHPOM B
IKOMGPIHa]_lHH C PHTOHABHPOM
B CBA3ZH C BOSMOKHBIM

aMuoAapoHa, QuleKauHua, pasBHTHEM
porageHoHa. DKHZHEYTPOXKAROIIHX
APHTMHH.
Tochemunio OHOBpeMeHHOE J{oheTHITHT IPOTHBOTIOKARAH
CaKBHHABHP/PUTOHABHD) MpHMEHEHHE 1151 COBMECTHOTO
CaKBUHABUPA/PUTOHABHPA © [IPHMCHCHHS ©
LpenaparamMmu, CAKBUHABHPOM/
MIPEUMYIIECTBEHHO PATOHABHPOM B CBSI3H €

MeTabOIH3HPY FOLIMMHUCS
moepmenTom CYP3A4,
IMO2KET IPUBECTH K
MOBBITIICHHIO KOHIICHTPAIIH
TaKHX TIpenapaToB B MIa3Me

[KPOBH.

BO3MOZKHBIM PA3BUTHCM
CKH3HE YT POKAFOIIHMX
APUTMHUM.
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L Oymuano, comanon
CaKBHHABHP/PHTOHABHD)

di e R

Knunugecknux PI[JC.TIEJIOBTaHEfE'”

IHE [IPOBOHIIOCE,
q)apMaKOKHHeTquCKOTO

[IPOTHBOIIOKA3aHO B CBA3H C
BO3MOZKHBIM pa3sBHTHEM

B3AUMOJACHCTRHSL He DKU3HE YIPOIKAIOLUX
05KHJ1ACTCSL. APUTMUK.
Aurmuxoazyisanmot
Bapghapun Bo3MoikHOe U3MeHeHHe [Heobxomumo
CAKBUHABUD/PUTOHABHD) KOHLeHTpauuu eapdapuna. EOHTpOJmpOBaTL
1CIK1Y HAPOIHOR
HOPMaJIH30BAHHOE
orHomeHue (MHO).

[Ipomusoinuienmuieckue cpedcmed

KapbamaszemiH,
perobapbuman, enumoun

BrauMoeHCTBHE ¢
CaKBUHABUPOM/PHTOHABUPOM
HE U3Y4a10Ch.

Kapbamazenuu,
(heroGapbuTan, peHUTOHH -
MHIYKTOPbI
IHKPOCOMAJIbHBIX
SPMEHTOR MEUCHH
uzodepmenta CYP3A4)
10TYT CHHKATH
OHITEHTPAITHIO CaKBHHABHPA
[U1a2ME [IPU HSYCHJICHHOM
eKUME JTOZHPOBAHHSL

[ IpuMeHATs ¢
OCTOPOIKHOCTBIO.

PGKOMEHZ[Y €TCA MOHATOPHHT
[KOHLOCHTpAllUH CaAKBHHAaBHPA
B TIIa3sMe KPOBH.

A nmudenpeccanmer
T pruyuxaudecxkue EaKBHHaBup_r’pHTOHaBHp COBMECTHOS IPUMEHEHUE C
(AHMUOETPECCaHmbl OIYT YESJIHUHBATh CAKBMHABUPOM H

(AMUTRPUNINILALH,
UMUNPAMUH, KITOMUNDAMU H_)

IKOHIIEHTPAITHIO
TPHIHEKIIHYCCKHX
AHTHICIIPCCCAHTOR.

PATOHABHPOM
[IPOTHUEOIIOKAZAHO B CBS2H C
BO3MOMKHBIM Pa3BUTHEM
DKH3HEYTPOIKATOTIHX
APUTMU.

\anpomunun

Merabousm ManpoTHIHHA
OCYLICCTBIACTCA C
BOBIICYSHHEM M30(epMEeHTOR
CYP2D6 u CYP1AZ.
ACCOHI/IHP}"@TCH C
viumMHeHHeM uuTepBasia QTc.

CoBMeCTHOE IIPUMEHEHUE ¢
CAKBUHABHPOM H
PHTOHABHPOM
[IPOTHBOIIOKAZAHO B CBS3H C
BO3MOKHBIM Pa3BHTHEM
DKH3HEYTPOIKAIOIHX
APUTMHM.

FHegazodon
CAKBHHABHP/PUTOHABHD)

OgHoBpeMeHHbIH [IpUeM
Hed)aSO,ZIOHa H Ca]\'BHHaBIpra B
I\‘OMGHH&HHH e pHTOHaBPIPOM
HE U3YYAICSL

Hedazoqon HuTHOHpYET
mnzodepmenT CYP3A4 n
MOJKeT YBETHIHBATE
KOHLEHTPALUIO CAaKBUHABUPA.

[IpumeHeHHe NaHHOM
KOMOHHAITHH He
PEKOMEH/TYSTCS B CBA3M C
BO3MOZKHBIM pa3BUTHEM
@APUTMHH.

PGKOME‘/HJI}’CTCH MOHHUTOPHHI
l'lpOﬂBJ'IEHHﬁ TOKCHYHOCTH
CAKBHHaBHpAa.

25




COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 07.08.2023 N= 15126

T pazooon

OIHOBpeMeHHBLIH ITpHe

P A e

Ipa3o/JJoHa H CAKBHHAaBHpaA B
OMOHMHAIINH C PHUTOHABHPOM
I:IO)KGT I[IPUBOJIHUTDL K
VBCIIHUCHHIO KOH].lCHTp&].lI/Iﬁ
Tpa3o/I0Ha B TJIa3MeE KpOBH.

[IPUMEHEHHU TPA3010HA Y
pUTOHABHpPA HAOITIOIAHCh
TaKUe HeKeJIATe/IbHbIE
peaKLUU KaK TOIIHOTA,
rOJIOBOKPYKEHHE,
APTCPHAJIbHAS THIIOTCH3US H
OOMOPOK.
Tpazoion IpOTHBOTIOKA3aH
[1JIs IIPUMEHEHUS ©
CAKBHHABHPOM B
OMOMHALMY ¢ PHTOHABHPOM
CRST3H € BO3MOKHBIM
A3BHTHEM
H3HEYTPOKALOIHX
PUTMHUH.

I pomueonodazpuneckue cpeocmea

Komxuyun

CopmecTHOE IPpUMEHEHHE
KOJIXHITHHA H CAKBUHABHP/
PUTOHABHP MOJKET BBI3BATH
LIOBLILICHHE KOHLIEHTPALIMU
KOJIXMITHHA B TITa3Me KPOBH
BCJIE/ICTBUE HHTHOHPOBAHHS
P-rimkonpoTeuHa u/nim
m3opepmenTa CYP3A4 3a
CYeT UHIUOUTOPOB [IPOTEasbl
BHUY.

OBMECTHOS NIpUMEHeHUe
KOJIXHITHHA U CAaKBHHaBHPa B
COMOWHAIIHH ¢ PHTOHABHAPOM
1& PEKOMEHIVETCSI B CBSI3H C
O3MOKHBIM VBECIIMYCHHEM
OKCHYHOCTH KOJXUITHHA
HCﬁpOMbllllC‘lel@
apynieHHs,, B YaCTHOCTH
ab/IOMHOJIU3), OCOOEHHO V
AITHEHTOB C HAPYIICHUEM
VHKLHU IIeYSHU U [IOYEK.

I pomitsomuxpodsie cpedcmea

KtapumpomMuiH
CaKBHHABHP/PHTOHABHD)

BzauMoACHCTBHC MCIKTY
CaKBHHABHPOM B
KOMOHHAIMH ¢ PUTOHABHPOM
M KJIAPUTPOMHIIMHOM HE
M3ydaaoCh.

KIapuTpoMHITHH ABIACTCA
cyGeTparoM uzodepMenTa
CYP3 A4, ero npuMeHeHHS
ACCOTIMUPYETCH C
viuMHeHHeM uHTepeana QT.

COBMECTHOS IIPUMEHEHUE €
CAKBUHABHPOM H
PATOHABHPOM
[IPOTHBOIIOKA3AHO B CBAZH €
BO3MOKHBIM Pa3sBHTHEM
DKH3HEYIPOJKAIOIHX
APUTMHMH.

Kaapumpomuyun

500 mr 2 paza B JAcHb
HCYCHJICHHBIH PeiKHM,

cakpuHaeup 1200 mr 3 paza

B JICHb)

AUC caxsunasupa T 177%
Ciax cakeunaeupal 187%
AUC kraputpoMHIiMHa T
40%

Crax kaapurpomuiuaa T 40%

CoBMeCTHOS TIpUMEHEHHE C
CAKBMHABHPOM H
[PUTOHABHPOM
[IPOTHBOTMOKAZAHO B CBSIZH €
BO3MOZKHBIM PA3BUTHCM
PKH3HCYTPOKAROTIHX
APUTMHUM.

Opumpomuyn
CAKBUHABUP/PUTOHABHD)

BaaumoneHcTBHE MKy
CAaKBUHABUPOM B
[KOMOHHAIMH ¢ PUTOHARHPOM
1 SPHTPOMHULIUHOM He

Bo3MOKHO pa3BATHE
AU THBHOT O 3ddekTa B
OTHOMICHHUH Y/ UTHHSHHSA
pHreppa/iop QT w/niau PR

26




COOTBETCTBYET SKCNEPTHOMY OTHETY

ot 07.08.2023 N= 15126

A3YTaT0Ch.

TR IRRET 50007

IPHTPOMHUITHH ABIACTCA
cyGeTparoM uzodepMenTa
CYP3A4, ero npuMeHeHHe
ACCOTIMUPYETCH ¢
VIUIMHCHHEM HHTepeaia Q1.

CAKBUHABUPOM B
OMOWHAIIHH C
HTOHABHPOM.

JTHOBPEMEHHOES

PHMCHEHHE €

aKBUHABHPOM B

OMOHHAIMU ¢ PHTOHABHPOM
[IPOTHBOIIOKAZAHO B CBSZH C
BO3IMOKHBIM Pa3BUTHEM
DKH3HEYIPOJKAIOIIHX
APUTMHH.

Opumpomuyun

250 Mr 4 paza B /IeHb
HeYCHJIEHHBIH peiKuM,

cakeuHapup 1200 mr 3 paza

B ASHD)

AUC cakpunasupa T 99%
Cmax caxBuHarHpal 106%

OHOBpeMESHHOS
MMPUMEHCHHE C
CaKBUHABHPOM B
[[{01\1614}121111414 C PHTOHABHPOM
MIPOTHBOTIOKA3aHO B CBS3H C
BO3MOZKHBIM pPa3BHUTHCM
PKH3HCYTPOKATOTIHX
APUTMHM.

Dysucosas KUCIOMA

BzauMOoACHCTBHS MEKTY
CaKBUHABUPOM M (DY3HIOBOH
[KHCJIOTOM He H3YHAJIOC.

OHOoBpeMeHHOE
[IPHMCHEHHE 3THX
MpenapaToB MOKET BBI3BATH
VBEJIMUCHHE IUIA3MEHHOK
[KOHITEHTPAIHH (PYV3IHTOBOH
KHCJIOTBI H
CaKBHHABUpA/PUTOHARHPA.

OHOBPEMESHHOE
MCTIONh30BaHHe (DY3HT0BOH
[KUCJIOTEL U
CaKBUHABHPA/PUTOHABHPA HE
pEKOMEHAYeTCsl U3-3a
BO3MOKHOTO YBCJIHUCHHUS
TOKCHIHOCTH 000X
[IPSIIapaToB.

Cmpenmospamunt
(XUHYNPUCIAUHS
dangonpucmiin)

OHOBpeMeHHO
LIPHMCHCHHC C CAKBUHABHPOM
/PHTOHABHPOM HE H3VHAITOCH.

CTpenTorpaMuHEBI (TAKHAE KaK
XHUHYIPUCTHH/

a1 OIPUCTHH ) HHTHOUPYIOT
m3opepment CYP3A4, MoryT
VBEJIMUHBATL KOHUCHTPALMIO
CaKBHHABHpA B TIJIa3Me
KPOBH.

[Tpu oHOBpEeMEHHOM
[MPUMCHCHHH 3THX
MpenapaToB peKoOMeHIyeTcs
[KOHTPOJIMPOBATH COCTOSIHUE
TMAITHEHTA C IEJIBH

BLISIBJIC HHSL FHIOKCUYHOCTHI
CAKBUHABHPA.

Caie/1yeT IPUMEHSITS C
OCTOPOKHOCTBIO H3-3a
BO3MOIKHOTO PasBUTHSL
APUTMHUI.

anoganmpun,
NEHMAMUOUH,
cnapghnoxcait

OnHOBpeMeHHO
LIPHMECHEHHE €
CaKBUHABUPOM/PHTOHABHPOM
He H3Y1aI0Ch.

O HOBpeMeHHO
[MPHMCHCHHC C
CAKBHHABHPOM B
[KOMOMHALIUK ¢ PUTOHABUPOM
TIPOTHBOIIOKA3aHO B CBA3H C
BO3MOZKHBIM Pa3BUTHEM
DPKHZHEYIPOKAIOIIUX
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THCCTTEL l&ﬁﬁjﬁﬂ BHOCTHE 00027

Il pomiutgozpudkoesie cpedcmea

Kemoxonazon

200 MT B CYTKH
CaKBHHABUP/PUTOHABUD
1000/100 mr 2 paza B eHB)

AUC cakpuHapupa <

Cmax CAaKBHHaBHpa <>

AUC puronaBupa <

Ciax pUTOHaBHpA <>

AUC keToxonazona T 168%
(90% J[M1: 146-193)

Cmax kKeToKOHaz0:1a T 45%
(90% JIH: 32-59)

[Tpu npumeHe HUU
KeTOKOHa30Ma B jjoze <200
MI' KOppPEeKLIHH J103b1
CAKBHUHABUPA/PUTOHABUPA HE
TpedyeTcs.

He pexomenayeres
HazHauUeHHE KETOKOHA30Ja B
ozax Oostee 200 Mr B IcHD.

I mpakonazon BzaumoneHcTBHS MEKTY
CAKBMHABUPOM /PUTOHABUPOM
M HTPAKOHA30JIOM He

M3y HAIOCh.

HTpakoHaz07 ARIACTCSA
OTHOCHTETHHO MOTITHBIM
MHIHOUTOPOM H20(epMeHTa
CYP3A4, B CBSIZH ¢ UeM
BO3MOKHO NOTEHIHAIBHOE
B3aUMOJCHCTRHE.

PexoMenyeTcs
[KOHTPOJIHPOBATE COCTOJHUC
MarHeHTa ¢ eJbio

BLISIBJIC HHSL FAOKCUYHOCTNT
CAKBUHaBHpA.

Crienuaibible HCC/IeJOBAHHS
ITaHHOM KOMOHHALMHA
MpenapaTroB He MPOBOJIHITHCh.

(p.-'lyk' OHU30N, MUKOHA30N

DayKOHA30 B MEKOHA30JT
SIBJISIIOTCSL MHTHOHTOpaMU
m3odepmenta CYP3A4 u
MOTYT YBEJIHYHBATD
[UIA3MEHHBIC KOHLCHTPALUK
CaKBHHABHpA.

PGKOMell}lyeT CsL
IKOHTPOJIHPOBATE COCTOJHHUC
MMarieHTa ¢ 1eJbIo
BbIABJICHUA FHOKCUHHOCHTH
CAKBHHaBHPA.

AxrmumurxobakmepuaibHvle nperapameot

Puchatymit

150 Mmr oguH paz B 3 gHs
CaKBHHABHP/PUTOHABHD
1000/100 mr 2 pasa B JieHb)
Y 3MOPOBBIX JOOPOBOIIBICE

AUC).12 caksunasupa | 13%
90% J[U: |31-19)

“max CakBUHaBHpa | 15%
90% JIU: |32-17)

AUC 12 puTOHaRUpa<>
90% JIU: |10 - 19)

“max PUTOHABHPA <>

90% JIH: |8 -17)
AKTHBHOC BEILCCTRBO
npadytuHa (pudabyTns +
3-O-oezayemi-

90% JIH: 109-162)

“max T 130%

90% JTH: 98-167)

UCy.72 pudpabyruna 1 53%
90% J1H: 36-73)

max pHdabyruna T 86%

PexomenoBanHas q03a
prudabyTHHA 1IpU
MpUMEHEHHH B KOMOHHATTHHA
C CAKBUHABHPOM H
PUTOHABHPOM COCTABIISICT
150 Mr yepes NeHb.

PexoMenyeTcs
MOHHTOPHPOBAHUC
AKTHBHOCTH «TICYSHOTHBIX)
(bepMeHTOB, a TaKKe YUCaA
HeUTPOQHIOB (1151
BHISBIICHHS HCHTPOTICHNH) B
[KpOBH.

rdopmartus mo
COBEMCCTHOMY IIPHMCHCHHIO
CAKBHHaBHpa, pHTOHABHpPA U
pudabyTHHa OrpaHHYCHA.
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(90% JTH: 57-1

9 TACCTTEO0BATENBHOCTE 00027

Pughammayun

600 MT exKeTHEBHO
CAKBHHABHMD/PUTOHABHD
1000/100 mr 2 paza B eHB)

Uepez 1-5 nueit nocie
COBMECTHOTO MPUMEHEHHSA Y
11 w2 17 3q0poBbIX
imoSposomnsnes (65%) B Xo7e
[KIIMHHYSCKOIO UCCIIeJOBAHHS
OTMEeYaJIach TSKeTast
TeTTaTOTISIIIIOSIPHAS
TOKCHUHOCTD ¢ IIOBLIIISHHEM
«TICIeHOYHBIX» TpaHCAMHHA3
bonee yem B 20 pas 1o
CPABHCHUIO C BePXHEH
rPaHHUIEH HOPMBI.

[ IpumeHenue pudamnuumuHa
[TPOTHBOTIOKA3aHO
[AIUCHTAM, IPUHHUMAOIIHM
CAKBUHABHD B KOMOMHAIIHH C
PUTOHABHPOM B paMKax
AHTHPETPOBHUPYCHON
TepariH, BCII/ICTBHE
BO3ZMOKHOCTH PA3BUTUS
TKEIT0HN
renaTore/UTIoIAPHOH
TOKCHYHOCTH.

ben3zoouazentirnt

N udazonam

,[[amu,le 11O OJHOBPEMCHHOMY

Ci CAYeT ¢ 06JIIOLlaTb

TIapeHTEPATHHO) MpHEMY CaKBMHABHpPA B OCTOPOKHOCTH TIPH
KOMOHHAIMH ¢ pUTOHABHPOM  [0/THOBPEMEHHOM
1 BHYTPUBCHHOMY BBEJCHHI  [IPUMCHCHHU CAKBUHABHPA U
MH;1a30J1aMa OTCYTCTBYTOT. BHYTPUBEHHOM BBE/IEHHH
WIZHERTWEIVER
Ha ocHOBaHHU JaHHBIX
MCCIIeJOBAHHH 110 OHoBpeMeHHoOe
COBMECTHOMY IIPUMEHESHUIO [IPUMEHEHHE CAKBUHABHUPA U
MOYJIATOPOB H20(epMeHTa BHYTPHBESHHOS BBE/ICHUS
CYP3A4 u myunazosiaMa 1pu MUIa30/1aMa CllelyeT
BHYTPUBESHHOM IIyTH [IPOBOAUTE B lajlaTax
BBE/ISHUST MOKHO MHTEHCHBHOH TEPATIHHA HITH B
[IPSAIIOJIOKHTE BOZMOMKHOS OTCIICHUSX C
VBEITHYSHHE TINIA3MEHHBIX BO3MOKHOCTHIO
KOHLICHTpALUU MHU/1A30J1aMa B CBOCBPEMEHHOIO
3-4 paza. [TPOBESACHHUS KIITHHHYECKOTO
MOHHTOPHHTA H a/IeKBATHOTO
JleYeH st B cJIv4ae VIHeTeHUSL
TBIXAHUS W/HITH JUTHTEIRHOH
CeTaTluu.
[HeobxomumMa KoppeKIus
I103bL, OCOOSHHO B CIIyHasix
HeOTHOKPATHOTO BBE/ICHHUSA
MuUa30/1aMa.
NMuoazonam AUC mupasomama 1 [ IepopasbHBIH TpHEM
OnuHokparHast go3a 7.5 Mr B 12.4 paza MHUJa30/1aMa B KOMOHHAIUH
MepopaILHO Cinax MHTa301aMa T C CAKBUHABHPOM
CaKBHHABHP/PHTOHABHP B 4.3 paza PHTOHABHPOM

1000/100 mr 2 pasa B JeHb)

t'» mpnazonama 1
¢ 4.7 no 14.9 yacoe

[IPOTHBOIOKA3AH BCJISICTBHE
BO2MOXKHOI'O pa.BBPITI/DI
TTHTEJIEHOM CeTaliH.

Annpasonam, oukaims
KAOpazenam, OUA3enam 1
by pasenam

I Ipn oTHOBpEeMEHHOM
MpUMEHEHHH C
CAaKBUHABUPOM /PHTOHABUPOM
BO3MOMKHO YBEJTHIEHHE

H806XOL[HMO TIMATCIJIBHO
MOHHTOPHPOBATH TIAIHEHTOB
Ha IIpCAMCT YCUJICHHA
ceaTUBHOTO dpdekTa
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IKOHIIEHTPAIHA

AU

ToHEb e o, = 0702

66[130}:[!1'&36]1[4]—[03.

[ Ipu HeoOXOAUMOCTH
CASAYeT VMEHBIUIUTD JI03Y
OCHZ0HABCIIHHOB.

T puazonam

Bo3MOIKHO VEBC/IMYCHHUC
[KOHIIEHTPAITHA TpHazojaMa B
rmiIasMe KpOBH.

O,[[HOBpeMeHHOB
MIPUMEHEHHE C
CAKBHHABHPOM B

OoMOMHAIIUK ¢ PUTOHABUPOM
POTHBOIIOKA3aHO B CBSAZM C
HACKOM pa3BUTHSA Hosee
IPOJAOJBKUATE/ IBHOM/
€3MEPHOM Ce/TaITHU U
THETEHHS JIbIXaHHUs.

b’ﬂoxamopw «MEOTEHHBIX) KAAbHUECHIX KAHAT06

DenoounuH, HigeounuH,
HUKAPOURNUH, OUTINUAZEM,
HUMOOURMUH, 6EPanamMul,

AMAOOUNIH, HUZOTOUNIH,
HLCPAOUNUH

[Ipu oTHOBpEMEHHOM
MpUMEHEHHH C
CAaKBMHABUPOM BO3MOXKHO
VBEJTHYSHHE KOHIIEHTPAITHA
DTHX [IpenapaTos.

J[aHHBIC TIpenapaThl Clae/IyeT
ITPUMEHSATE ©
OCTOPOKHOCTBIO,
pPEKOMEHAYETCA
KJIHHHYECKOE
MOHHTOPUPOBAHHE
COCTOSTHHS TTATIHEHTOB.

I troxoKopmuKocmepoudst

ZZ EKCAMEMU30H

BaaumoneHCTBUS MY
CAaKBHHABUPOM/PHTOHABHPOM
M JIeKCaAMeTa30HOM He
IU3YYAI0Ch.

JleKCaMeTa30H SIBJIETCS
MHIYKTOPOM H30(hepMeHTa

[Ipenapar ciegyer
TMPUMEHATEH €
OCTOPOKHOCTHIO.

DddexTUBHOCTE
CAKBUHABHPA MOKET OLITh
CHHZKEHA TIPH

CYP3A4 u MoxkeT 0JHOBPEMEHHOM
VMEHBIIATL KOHLCHTPALUHI [IPUMEHSHHUH.
CaKBHHABHUPA.

Duymurazon DuyTHKazoH | O JHOBPEMSHHOC

50 MxT 4 paza B JIeHb,
HHTpaHA3AILHO (PUTOHABUD
100 Mr 2 paza B JIeHB)
Byoeconio

CoOCTBeHHBIH KOPTH30T |
86%
(90% J1U1: 82—-89)

Yeuitenue addexra
0JKH/1ae TCS TIPH
MHIABIHOHHOM IIYTH
BRS/ICHHUS.

CucTeMHast YKCIIO3HLIMSL
baytukazona u Oyeconuia
HaOIIH0/Ta7Iach B ClTyyae
MHTABSIHOHHOTO WIH
MHTPAHAZAIEHOTO 11y TH
BBE/IEHUS O/THOTO U3
[IPCIIAPATOR ¢ HU3KUMHU
TO3aMH PHTOHABHUPA.
OLucaHbl HECKOJILKO CIIYUYaeB

MpUMeHeHHe CaKBUHABHPA/
pUTOHABUPA U QIIyTHKA30HA

HITH TPYTHX
[IOKOKOPTUKOCTEPOUIOB)
HC PEKOMSHAVETCSL.

O HOBpEMEHHOC
MpUMEHEHHE TAHHBIX
[IPEIAPATOB BO3ZMOIKHO
TOJILKO B CJIyYae, /M
MOTEHI[MAITLEHAS TTOJR3a
TepallMU [IPEBOCXOIMT PUCK
Pa3BHTHS CHCTCMHBIX
bpderTon
[JIFOKOKOPTHKOCTCPOHUIOB.

Cﬂe,uyeT VYMCHBIIHUTE JO3Y
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cuHipoma HireH KO-KYI]IHHT%‘" ! trﬂmﬁ&é&‘#&%@eﬁ&%&ﬂ

[IPH OAHOBPECMCHHOM
MPUMEHEHHH 3THX
ICJIIOKOKOPTHKOCTCPOHIOB.

[pu HeoOX0TUMOCTH
KOMOMHHUPOBAHHOH TCPALIMKU
CIeayeT pacCMaTPHUBATh
BO3MOKHOCTH TMepeBo/ia
[ALIUCHTOR HA HHI AU
GeKTOMETaR0HA.

TAKoKe TINATE/ILHO
MOHUTOPHPOBATh MECTHRIC H
cHcTeMHbIe YQPexThl (B TOM
MKCIIC U [IPH [ICPEXOMC HA
TepartIo
[THOKOKOPTHKOCTCPOU JAMH,
He SBISIOMMKCS cyGeTpaToM
m3odepmenta CYP3A4
(HanpuMmep, OCKIIOMETa30H)).

B ciryyae npexkpameHus
Tepary
TITIOKOKOPTHKOCTEPOHTaMH
HEOOXOUMO IOCTCIICHHOE
YMEHBITISHHE [TO3BT B
TeUSHHE JIUTEILHOrO
BPEMEHH.

Hecenexmuernote GHIMAZOHUCINGL IHO OIMETUHOBBIX Penenmopos

Bozenman

BzauMoaeHCTBHE MEKTY
CAKBUHABUPOM M GOZEHTAHOM
HS H3YYAITOCh.

[Ipu ofHOBpEeMEHHOM
MpUMEHEHHH CAKBHHABHPA B
KOMOMHALMH ¢ PUTOHABHPOM
1 HO3eHTaHA BOIMOKHO
VBeJIHUS HHE KOHLIEHTPALIMU
0O3CHTAHA H YMCHBIICHHUE
KOHIEHTPAIHHA
CAaKBUHABUPA/PUTOHABHPA B
riazMe.

IB] HEKOTOPBIX CIY4YasiaXx
EODKGT 1‘10Tpe6013a’r1,051
OPPEKIHA TO3BI HozeHTaHA.

B ciiyuae 0IHOBPEMECHHOTO
MpUMEHeHHS CaKBHHABHpA/
puTOHaBUpa U Go3eHTaHa
He0OX0 MO
[KOHTPOJIUPOBATE
[ICPCHOCHUMOCTD IALHCHTOM
0O3eHTaHa.

PexomeHyeTes

OHTPOJHPOBATH
Eouuempaumo CaKBMHABHPA
M COMYTCTRYIOMEH
[IPOTHBOBUPYCHOH TepaIuy
B TUIA3ME KPOBH.

Astkaitonudot cnopsiHbU U HX HPONU3E6OOHbIE

VTiuenudpospeomantiin,
PPCOHOSUH, SP2OMAMIH,
MEMUTIPEOHOGUH

[Tpw oTHOBpEeMEHHOM
[IPHMEHCHHH
CaKBUHABUPOM/PHUTOHABHPOM
BO3MOKHO YBEIHICHHE
BKCTIORHITMH ATKATOHI0B
CITOPBIHLH.

OHOBpeMeHHOS
[IPUMCHCHHUE ITHUX
MPETIapaToB ¢ CAKBUHABHPOM
B KOMOHHALIKH C
PUTOHABHPOM
ITPOTHBOTIOKA3aHO,
BCJIS/ICTBHE BO3MOMKHOCTH
pazBUTHs OCTPOM
TOKCHIHOCTH.

Cepodeurnivte 2IUKO31L0bL

IIpenapamst, aenawwieca cybempamamu P-zaiuxkonpomeunia

V[1uzoxcun

Onuokparuast go3a 0,5 mr

AUCy.72 iurokcuHa T 49%
max AHrokcunat 27%

 [AHHBIC TIPETIapaTHhI
CKOMCHAYCTCS [IPHMCHSITE ©
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Tocie JIBYX Hefleshb pHeMa UL e S a ot bIg. | = Vuve]
CAKBHHABHPA B Bo3MOKHO U3MEHEHHE
KOMOHHAITHH C [KOHITCHTpAIHH AUTOKCHHA co  [HeoOXoauMo YMEHBITHTE
puronapupom (1000/100 Mr  [BpemeHeM. I103Y JIUTOKCHUHA U
2 paza B JIcHB) Y 16 [IPOBOJAUTH
3OPOBBIX JOOPOBONBIIEB B CymiecTBeHHOE TIOBBITIEHHE MOHHTOPHPOBAaHHE eTo
[CPSKPSCTHOM [KOHLICHTPALUY JIUT OKCHHA [KOHLICHTPALMH B ITa2Me.
HCCITCTORAHHH BOIMOKHO TIPH

0 THOBPEMEHHOM

[IPUMCHCHHH

CaKBHHABUpA/PUTOHABHPA Y
[ALHEHTOB, YIiKe

MTO.TY JarOIIUX TEPAITHIO
ITHTOKCHHOM.

baokamopes: H2-zucmamutossix peyenmopoe

Panumuoun BzaumoneicTerue MKy Koppekuuu 10361 He
CaKBHHABHUPOM B TpebyeTes.
[KOMOMHALKMH ¢ pUTOHABHPOM
M pAaHUTHHHOM He

M3y 9aI0Ch.

[ Ipy o THOBpEMEHHOM NIpHEME
CaKBUHABHpa (HeYCHIeHHBIH
PEIKMM ), PAHUTUAMHA U [IUIH
VBEJIMYHBAJIACH DKCITOZHITHS
cakeunapupa (AUC na 67%)
MO CPABHSHHIO ¢ TIPHESMOM
TOJILKO lIperapara
HaTepdact u nuiny.

IlaHH.Ble H3MCHCHHA HC
FABIAOTCA KIIHHHYCCKH

BHAYHMBIMH.
Hrzubumopor I' M1 -KoA-pedykmaszer

Cunmeacmamui, Cumpacratun 11 O HOBpEeMEeHHOS
OB ACMAMUH JlopacraTuu 11 [IPUMCHCHUC MOKET

MPUBECTH K paba0MHOITH3Y.

[ [ppMeHEeHHE CHMBACTaTHHA
1 JIOBACTATHHA B
KOMOUHAIHHA C

CAKBUHABHPOM/
PUTOHABHPOM
HpOTHBOHOKﬂBaHO.
[ Ipasacmamun u B3auMoOJeHCTBUS He MexaHuzM B3auMOIeHCTBUS
([Uly&‘ CACIAMIUH I/ISy qaJI0Ch. HCHUZBSCTCH.

[Ipapactatus u dayeacrarud  [[Ipu HeROZMOKHOCTH

He MeTaboTH3uPYIOTCS QILTEPHATUBHOM Teparul
uzodepmentom CYP3A4. HeoOX0AUMO HAOJII0IATh 34
BSaMNIOl]eﬁCTBHH c COCTOAHHUCM TIAITUCHTA.
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HHFHGPITOpaMPI IPOTESA3L:

T]ﬂL‘ﬂ.. Nga0BATENBHOCTBE 0002]

BKJTIOYasl pATOHABHD, HS
IOKHTacTCA.

Hesib2s1 HCKIIOYUTH
B3AUMOICHCTBHS, BIUSIONETO
Ha TPaHCIOPT OCJIKOB.

[ciM 1I0KA3aHO IIPUMEHEHHE
mHTHOUTOpOR I'MI'-K0 A-
pelyKTa3bl, PeKOMEHIYeTCs
1CII0JIb30BATh IPABACTATHH
MJH (ITyBacTaTHH.

Amo PEACITNAMiH U
HEPUCACTNAINUH

B MeHBIeH CTeNeHH 3aBUCHT
0T aKTHBHOCTH H3odepmMenTa
CYP3A4,

B KOMOMHAITHH HX CaeTyeT
MCIIOJIL30BATH B MEHBIIHUX
Tozax, MarucHTOB

TIaTe THhHO HAOMIONaoT Ha
[IPSAMET pa3BHATHA
MHUOMATHH (MbITITETHAS
C1a00¢Th, O0JIb B MBIIIIIAX,
VBEJIIHUYCHHUE aKTHBHOCTH

KDK).

Hymynodenpeccanmet

/ [UKTOCTIOPUH, CUPOTUMYC
(panamuyim)

[BozMosKHO MHOT'OKpPaTHOS
VBEJIMYCHHE KOHIICHTPAITHHA
UMMYHOJICIIPECCAHTOR.

PCKOMGHJI}’ CTCA MOHUTOPHHI
TCPATIEBTHUSCKHAX
KOHIEHTpallH H TaHHbIX
MMMYHOICIIPCCCAHTOR IIpHU
OJTHOBPEMEHHOM TIpHEME.

7 axponumyc

OHOBPEMESHHOS
[IPHMEHEHHE C
CAKBEMHABHPOM B
[KOMOHMHAIIUH ¢ PUTOHABHPOM
[IPOTHBOIIOKAZAHO B CBSI3H ¢
BO3MOKHBIM PazBUTHEM
PKHU3HEYTPOIKATOTIHX
APUTMUMH.

CenrexkmueHuie bemal-a r)penomwnemuku npodwzmumaubnozo

deticmens

Canmemepon

[Ipu 0JHOBpEMEHHOM
MPHMEHEHHH CAJIMETEPOIIA U
CaKBUHABUPA/PUTOHABHPA
BO3MOZKHO YBEITHUEHHE
KOHLEHTPALHU CAJIMETEPOJIA
B TLIa3Me.

OIHOBPCMSHHOC
MpUMEeHEHHE He
PCKOMCHAYSTCS H32-3a
MTOBBITIIEHHST PUCKA PA3BHTHSA
CEPIASTHO-COCYAUCTBIX
OCITIOKHCHHH, B YACTHOCTH
vAMHeHust uareppaia QT,
CopALCOUCHHUSL, CUHYCOBOH
TaXHKapIAH.

H, APKOMHYECKILe GHATbZEMUKHY

WV emaoon

60—120 ™r exxeauerHo 1
pa3 B JIcHb
CaKBHHABUP/PUTOHABUD
1000/100 mr 2 paza B AeHB)
v 12 BUY-HeratTHBHLIX
MAIACHTOR, [TOJIYYaIUX
MeTaJOH

AUC metagona | 19%
(90% J1U: 9-29)

CHMITOMOB, IIPUBOISILIUX K
BBIOBLIBAHHIO U3

MCCIIeIOBaHHs, HH Y KOTO U3
[AlHEHTOB He HaOJIF01aI0Ch.

BO3MOIKHO paszBUTHE
QUTATHBHOTO (peKTa Ha
VTHHEHHE HHTEpRaIoR QT
/i PR.

OHOBpeMeHHOS
[IPUMCHCHHC C
CaKBUHABHPOM B
F:]?’Mﬁullauun ¢ PUTOHABUPOM

OTHBOIIOKA3aHO B CBA3H C
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DKH3HEYIPOJKAIOIIHX
APUTMHMH.

Il epopaitsHble KoORmMpayenmitest

Omunuasempaouon

Bo3MOIKHO CHHIKESHHE
[KOHLCHTpAaLuX
DTHHHIDCTPATHOIA.

CJieyeT UCIIOJIL30BaTh
[pyrye Wik
TOTIOTHHTENLHBIE METO/TBI
[KOHTPALCTILUH [IPH

0 {HOBPEMECHHOM
[TPHMEHEHHH C DCTPOTSH-
COACPAKALLHMHA
[KOHTPAT[STITHBAMH.

Hrzubumopet hochoduscmepaset 5-z0 muna (H®/{3-5)

Cunoenagun OgHoBpeMeHHOe COBMECTHOS IIPUMEHEHUE ¢
[IPUMCHSHHE € CAKBUHABUPOM U
CaKBHHABHUPOM/ PUTOHABHPOM  [PHUTOHABHPOM
He U3VYAI0Ch. [IPOTUBOIIOKA3AHO B CBSI3H C

BO3MOKHBIM pa3sBATHEM

OgHoBpeMeHHOe DRUZHE YT POIKAIOIIHX
[IPUMSHSHHE CAKBHHABUPA APUTMHUH.
(1200 Mr 3 paza B IeHB) B
cuiyieHaduna (OHOKPATHLIH
rpuem 100 mr),
SIBITSFOTIETOCS CYOCTpaTOM
mnzodepmentTa CYP3A4,
MPHUBEJIO K YBEITHUCHHUIO:
Crax cnenaduial140%
AUC cunenaguna T 210%
CakBUHABHp <
CuwiieHadun He oKazbIBal
BITASTHHAS HA
(papMaKkOKHHETHUYECKHE
[apaMeTpbl CAKBUHABHPA.

Taoarnagun OaHoBpeMeHHOe COBMECTHOS NIPUMEHEHUE ¢
IIPUMCHEHHE € CAKBUHABHPOM U
CaKBUHABUPOM/ DUTOHABAPOM  [PUTOHABHPOM
HE U3V4aI0Ch. [IPOTHBOIIOKA3AHO B CBA3H C

BO3MOKHBIM pa3sBATHEM

TIpy OJHOBpEMEHHOM LIPHEME  PKHBHEYIPOIKAIOLIUX
BO3IMOZKHO YBEITHICHHS APUTMHH.
[KOHITEHTpaIHh Taatapuna.

Bapoeradgin OTHOBpEeMEeHHOE CoBMeCTHOS TIpUMESHEHHE ©

[IPUMEHEHHE C
CaKBHHABUPOM/ PHTOHABUPOM
HE M3yYaToCh.

[Ipu 0JHOBpPEMECHHOM IIpPHEME
BO3MOZKHO YBEITHISHHS
[KOHLICHTpALMH Bap/icHadmIa.

CaKBUHABUPOM U
PATOHABUPOM
MMPOTHBOTIOKA3aHO B CBA3H €
BO3MOKHBIM Pa3BUTHEM
PKHZHEYIPOXKAFOLIHUX
APUTMHM.

Hnzuoumopust npomonnozo Hacoca

(Omenpazon

‘AUC cakuHaBupa T 82%

I:HPHMEHEHHS CaKBHHARHpPa B
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40 MT eXKeTHEBHO
CaKBUHABUP/PUTOHABUD
1000/100 mr ¥ 8 370pOBBIX
noGpoBoJbLEeE 2 paza B
ICHB)

[Tpyeue uneuoumopst
MPOMOHHOZ0 Hacocd

(90% JTH: 44-181)

SiZE e S

Cmax cakputasupa 1 75%
(90% J11: 38—123)
Puronapup <

Jlanmpie 00 OIHOBPEMEHHOM
[IPUMCHCHHH CAKBHHABHDA B
[KOMOMHAIMH C PUTOHABRHPOM
W JIPYTHMHA HHTHOUTOpaMH
[IPOTOHHOI'O HACOCA
OTCYTCTRYFOT.

OJHOBPEMEHHO ¢
OMETTPa30JI0M HITH JIPYTHMH
MHTHOUTOPAMH LIPOTOHHOI'O
HACOCA HE PEKOMEHIYETCH.

VIpyeue ezaumoodeiicmens

[ peindpymoesiil ok
CaKBHHABUP/PHUTOHARHD)

BzauMoJeHCTBUS He
I/ISy qaJIoCh.

[ peindpymoeoiil ok
OJITHOKPATHBINA MPHESM)
HEYCHIISHHBIN PeiKUM

Caksunapup 1 50% (cok
CTaHIapPTHOH KOHIICHTPALIUH)
Caxsunasup 1 100% (cox

VBeJnueHHe OKCIIO3HULIKMHA HS
ARIIACTCA KIMHHYCCKH
RHaAYHMBIM.

Mpenapamul i OUONOZUYECKH
axmusHvie oooasku (EA),
CoOepIICatye IKCMPAKii
HECHOKA

CAKBUHABUPOM/PUTOHABUPOM
HC H3VHaAIOCh.

IIpy HEVCHIIGHHOM pesKUME:
AUC cakeunarupa| 51%
Ctllmugh l 49% (8 Y 11OCJIC
TPUHATHA JT03B1 )

Crmax cakBAHaBupa | 54%

CaKBHHABHPA) [BOMHOH KOHLICHTPALIUK)
[KoppeKITHH 103B1
CaKBUHABHpA He TpeGyeTcsl.
VlekapcmeenHbte Baumo;ielicTBHE © JlexapcTREHHBIR TIpEMapaThl

u BAJI, cogepxkamue

PDKCTPAKT YSeCHOKa, HC

CyeyeT NIPUMEHATH Y

[MAIHCHTOE, IIPHHHMAKNIHX

CﬂKBHHﬂBHp, TaK KaK 3TO
1OJKET MPUBSCTH K

ICHBITICHHAKD KOHIIEHTP&I_IPIH

CAaKBUHABHpA B TIJIa3Me,
OTCPC BHPYCOJIOIHYCCKOTIO
TBETA U TIOSBJISHHIO
€3UCTEHTHOCTH K OJIHOMY
3 KOMIIOHCHTORB
HTHPETPOBUPYCHOM
Spaluu.

Dumonpenapamsut,
COOEPHCAUIUE 36 epoto
NPOOLLPAGTEHH LT
(Hypericum perforatum)

BzauMoaeHCTBHE ¢
CAKBUHABUPOM/PHTOHABUPOM
HS Hf_?.yanTOCI) %

[ I[pumeHeHne
(puTompenapatos,
cozepRalux 3eepoboi
TIPOABIPABICHHBIN
(Flypericum perforatum),
IMOZKET IIPUBCCTH K
CHIKSHHIO KOHI[CHTPAIHH B
[1a3Me KPOBHU BCJIS/ICTBHE
HATHYHS B HUX HHTHOHTOPOR
MW UHYKTOPOB
mnzodepmenta CY P3A4 wim
P-ramkompoTenHa.

HUTOIpEnapaThl,
coJepxKamue 3pepoboit
POABIPARICHHBIN
Hypericum perforatum), He
CIIe/TyeT IPAMCHATh Y
aIMEeHTOB, TIPHHUMATOTIHX
“AKBUHABHD, TAK KaK
03MOKHO YMEHBIICHUE
OHIIEHTPAIMH IIpenapara p
asMe, 1noreps
HPYCOJOrHYECKOTO OTBeTa
[osIBJICHUE
C3UCTEHTHOCTH K OJTHOMY
3 KOMTIOHEHTOB
TUPSTPOBUPYCHOH
eparvH.
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(MOCTEO0BATENBHOCTE U002T

Muaymupyioniui >gdext
MpenapaToB 3Bepobos
[IPOALIPSBISHHOTO MOXKET
COXPAaHATBCI HC MCHCC 2-X
HeeTh TIocie HX OTMEHEI.

/Ipyeue 603modnctisie 63aumodetcmeus
[Tpenapamsi, asraouiteca cybcmpamanu wsodhepmenma CYP3A4

{ancoH, ousomipamuo, IXoTs crieHaJIBHBIX [Ipyuem Takux KOMOMHAIIHIA

XUHUH, PEHMAHIR, HCCIIeTOBaHHH He MTPOTHBOTIOKA3aH B CBSI3H ¢

aiheHman [POBOHAJIOCE, BO3MOKHBIM Pa3BUTHESM
0/THOBPEMEHHBIH TIpHEM CKH3HEYTPOIKAFOTITHX
CAKBUHABHUPA/PUTOHABHPA H APUTMHAH.

PYTHX MpenapaToB,

SBISFOTMHKCS CyOCTpaTaMu

nzodepmenTa CYP3A4,

MOJKET TTOBBICHTH
OHLEHTPALMH B ILIA3Me DTUX
penaparog.

[Ipenapamat, NOGHIULAIOIHILE MOMODUKY HCERY ) OUHO-KUULCHHO20 MDAKMA

N emoxnonpamio HeT nanHbIxX 00 YMEHBIICHHA
[UIA3MEHHOH KOHLIEHTPALlHH
CakBMHABHpA IIpH
OJTHOBPEMEHHOM
[IPHMECHEHHH 1IPENIapaToB,
CTHMYJTHPYIOIITHAX
[IPOXOIKICHHE [TUIIH 110
MUIICBAPHUTETHHOMY TPaKTY.

[ [uzanpuo OKu1aeTCsL YBE/IUYCHUE [Tusanpui
PKCTIOZHITHH H3aNpHIa MeTaboMH3upyeTes
(AUC) u yyiMHenue [IPEUMY IECTBEHHO
murepeaia QTc. mzodepmentom CYP3A4.

[Tuzanpu OpOTUBOIIOKA3AH
V MAlUCHTOR,
ITPUHHMATOTIHX CaKBHHABUP
B KOMOHMHALIHH ¢
PUTOHABHPOM, H3-32
BO3MOZKHOIO BOZHHKHOBESHHS]

KHURHEYTPOKAFOIIHX
APHTMHM.
V[uchemarun OHOBpeMeHHOE CoBMeCTHOS TIpUMESHEHHE ©
[IPUMEHEHHE HE U3YVIAJIOCE. CAKBUHABHPOM U
PUTOHABHPOM

MTPOTHBOTIOKA3AaHO B CBA3H ¢
BO3MOZKHBIM paszBHTHEM

DKHZHEYIPOKAFOIIHX
APUTMHM.
Anmuncuxomuyeckue cpedcmea (HeipoienmiKii)
[ TuMo3u0 Y BeJIHUe HHE DOKCIIOBHLMH [IuMo3H] sIBIIsIeTCS
MTHMO3H/A. cyOcTpaToM H3oepMeHTa
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O BT

viJHHendeM uatepeaia QT.

HI/IMOSHJ_I [IPOTHBOIIOKa3aH ¥
[MAITHUCHTOB, [IPDHHHMAIOIHX
CAKBHHAaBHP B KOM6HHZHIHH C
PUTOHABHPOM, B CBJ3H C
BO3MOZKHBIM pa3zBUTHEM

PKU3HE YT POSKATOTITHX
APUTMHUH.
Keemuaniin Bo3MOKHO YBeTHYSHHAES OHOBpeMeHHOS
KOHLECHTpPALUH KBSTHAIIMHA [IPUMEHEHHUE €
TPH OJHOBPEMEHHOM CAKBUHABHPOM
[IPUMEHEHHUH ¢ [IPOTHUBOIIOKA3ZAHO

CaKBHHa.BI/I]’)()Mf‘H BCJISACTBHE pHUCKA
PHATOHABHPOM. VBEJIHYCHHS TOKCHTHOCTH
IKECTHAIIMHA H TKCCTH
HEKSIaTSJIbHBIX peaKqu‘fl.
K tosanu, SCLYZ()I'ZQPM()OJZ, O}IHOBPBMBHHOE OHHOBPBMSHHOB

ME0PUOAUH, DEHOMUAZUH,
CEPIRUHOON, CYILMORPUO,
IMULOPUOASUH, SUNPACUHOOH,
XROPIPOMAIUH

MPHMCHEHHE CaKBHHaBHpa/
PUATOHABHpA ¢ JaHHLIMH
MmpenaparaMi HE U3YYAJIOCh.

MIPUMEHEHHE C
CAKBUHABHPOM B
[KOMOHHAIIHU ¢ PHTOHARUPOM
[TPOTHBOTIOKA3aHO B CBA3H C
BO3MOKHBIM Pa3BUTHEM

BKH3HE YT POIKATOTITHX
APUTMHUIA.
Bazoowramamoput
BunkamuH (014 )THOBpPEMEHHOS

GHYMPUBEHHO20 66ETeHI)

pHUMeHEHHE ©

AKBUHABHPOM B
COMOMHAIIH ¢ PUTOHABHAPOM
[IPOTHBOMOKAZAHO B CBSIZH ¢
BO3MOZKHBIM PA3BUTHCM
PKH3HEYTPOIKATOTIHX
APUTMUI.

Anshal-adpenobroxamopui

Anghysosin

B0o3MOKHO TTIOBBINNICHHE
[KOHLIEHTpaLMK aJIy303UHA B
LJ1a3Me KpOBH.

COBMECTHOS TIPHMCHEHHR
1) y303UHA U CAKBHHABUAPA
B KOMOHHALIMHY C
PATOHABHPOM
[IPOTHBOIIOKAZAHO B CBSZH C
BO3MOKHBIM PazBUTHEM
APTEPUAILHON THIIOTSH3UH.

A HmuzHCIMaMUHHbIE Cpedcmed

Tepghenaoun, aememMuzon

AUC 1epdenaauua
ACCOTTHHUPYETCA €

VJUTHHeHHeM HHTepBasia QTc.

Tepbenaaun
MPOTHROTIOKA3aH MATTHEHTAM,
MTPUHUMATOTTAM CaKBHHABHP
B KOMOHHALIMH C
PATOHABHPOM, B CBS3H C
BO3MOZKHBIM pa3BUTHEM
CKHRHEYTPOIKAFOTIHX
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113-32 BEICOKOH BEPOATHOCTH
AHAJIOTHYHOIO
B2AHMO/ICHCTBHSL,
CAKBUHABHD B KOMOHHAITHH C
PUTOHABRHUPOM TAKIKE HE
CJIe/TyeT Ha3HAYaTh BMECTe C

ACTEMH30JIOM.
Nuzonaemun O IHOBPEMCHHOS
(CakBHHABHP/PHTOHABHP) MpUMeHeHHe ©

CAKBHHABUPOM B
KOMGPIHa].IIfIH C ])I/]TOH&BHPOM
[IPOTHROIIOKA3AHO B CBSI3H C
BO3MOZKHBIM PA3BUTHCM
PKI3HEYTPOKATONHX
APUTMHIA.

Yemopubie 0003HAYSHUS: | - YMeHbIIeHnHe, T - yBe/THUeHHE, <> - He U3MeHseTcs, 11 -
BHAUYUTE/ILHOS YBE/IHUCHHE.

JIpyeue sozmoncHsie e3aumodeticmens

Xorg CITCTTHAIIBHBIX HCCH@I{OB&HHﬁ HE MPOBOHIIOCH, OI[HOBpeMeHHLIﬁ mpueM
CAKBUHABHPA/PUTOHABUPA M JIPYIHX IIpeNapaToB, SBIBHOIIUXCS cyOcTpaTaMu HzodepMeHTa
CYP3A4 (namcomna, MHU3OMHpaMHUIa, XHHWHA, (PeHTaHMNa, adn(eHTaHWIa) MOMKeT MOBBICHTH
KOHICHTpalud B IUIa3MC OTHX IIpCIIapaToR, II03TOMY IIPHMCHCHHC TaKHX KOMSP[HZ[L(H;!
IIPOTUBOIIOKA3AHO B CBSI3U ¢ BO3MOJKHBIM PAa3BUTHEM JKU3HEYIPOIKAIOWIMUX apUIMHUH (CM. pasiell
«lIpoTuRONOKARAHUAY ).

OaHORPEMCHHBIH IpueM npenaparta Murepdact B KoMOMHAIIME ¢ PUTOHABUPOM H IIPEHAPATOR,
SBJSIOMHAXCS cybeTpaTamu P-riiHKoTIpoTeHHa (HampuMep, a3UTPOMMIIMHA) MOKET MPHBECTH K
YBCIIHYCHHUIO KOHLIGHTpaLIHﬁ OTHX IIpénapaToB B IUIA3Me, IIODTOMY IIPpH IIpAMCHCHHH TaKHX
KOMOHHAITHH cneyeT HabaioaaTh 3a COCTOSHHEM TIAllHeHTa Ha MpeIMeT TIOSBJISHHST CHMITTOMOB
TOKCHYHOCTH.

K ypelMueHHI0 KOHUESHIpALMH CaKBUHABUpA B IUIA3ME [PUBOJAMT TAKKe HazHaueHue
KoMOMHaTHM# ¢ uHrHOHTOpamMu HiodepMenta CYP3A4. B xo/e KIAHHYECKUX HCCIETOBAHHHN
Ipd  OJHOBPCMCHHOM IIPHMCHCHHHM KCTOKOHA30J1a (MOIIIHOI"O HHI P16HTOp8 Pl?,O(l)CpMCHTa
CYP3A4) u npenapara Hutepdact B KoMOUHALIMK ¢ PUTOHABUPOM, HE OTMEUAIOCH YBEJIHUSHHE
QJapN[aKOKHHeTquCKOI‘/‘I SKCTIOZUIIHH CaKBHHaBHpPa. Hpe,unonaraeT €A, YTO TIPpUMCHCHHUE BTOPOTO
uuruburopa uzodpepmenra CYP3A4 B cocTape Tepalldd HPEISITCTBVIOT — VBEJIHYCHHIO
KOHIICHTpalliid CaKBHHaABHpa B TIUIa3sMe. B Taxom ClIydac PpPEKOMEHAYETCA Haﬁmo,uam 3a
COCTOSIHMEM [ALMECHTOR, noiyyaromux npenapatr Murepdacr B komOunauuu ¢ uaruburopamu

uzopepmenta CYP3A4, na npeMeT MOSBISHHST CUMITTOMOB TOKCHYHOCTH.
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OHOBpPEMEHHEBIHN MPHEM C TIpenapaTaMy, ABJIA nlnlvlndy%grgr‘ " %T%tb%&zﬁ'%?‘z’hﬁu

MM P-TJIHKONpOTEHHA, HALPOTHB, MOXET CHHM3UTL KOHLEHTPALHM CAaKBUHABUpA B IUIa3Me.
Hudopmanua o6 yMeHbITeHHH KOHTIEHTpallud mpemapata Hutepdact B miasMe mpu
COBMECTHOM IIPHEME ¢ IlIpelaparamMy, YMCHBINAKOIMIMMU BpeMsl IIPOXOK/JICHMS LHLIH 110
JKEIVIOYHO-KUIICYHOMY TPaKTy, OTCYICTBYeT. PHTOHABUpP MOXKET OKazbiBalh BJIMSIHHE HA
(hapMAKOKHHETHKY JIPYTHX NpermapaToB, TaK KaK CaM SBISIeTCS MOI[HBIM HHTHOHTOPOM
uzopepmenta CYP3A4 u P-ramkonporedHa, a TakiKe HMHIYKTOPOM DH3HMA HEKOTOPBIX
nu3odepMeHTOB THTOXpoMa P450.

Oco0ble yKazaHust

Ileped navanom mepanuu

CakpHHABRHDP NPUMEHSCTCS TOJIBKO B KOMOMHAIIUYU C PUTOHABAPOM.

[TanuenTOR HY:KHO HH(POPMHPOBATL, YTO CAKBHHABUD He WieuuBaeT BUU-undekuuio u uro y
HUX MOTYT Pa3BHBATHCHA ACCOTIMUPOBAHHBIC ¢ HeH 3abomeBaHNsA, BKIIOUAA ONMMOPTYHHUCTHUCCKHE
uHpeknuu. Taxxe HeoOXOUMO cOOOIUTE O BO3MOMKHOCTU PA3BUTHS HEKEIATCIbHBIX SABJICHUH
npu  KOMOMHHPOBAHHOM TPHMEHEHHH HECKOJNBKHX TpemapaToB. HecMoTpa Ha mpueMm
AHTHPETPOBHUPVCHBIX IIPSIAPATOR, HEJIL2S HCKIIOUMTE puUcK neperaun BUY nonoeeiM myrtem.
Heo6x0,1uMO cOBITIONATH MEPBI TIPETOCTOPOKHOCTH.

Hapyuwenua nposodumocmit cepoua u penoiapusayuu

Habmoganocs fozozapucumMoe viuinHende untepsasior QT u PR y 310poBbix 10GpOBOJILIEE,
TOJTYYaBINHUX CAKBUHABHP.

CakpHHABHpD  IPOTHUBOLIOKA3aH  [MALMEHTAM ¢  BPOJKISCHHBIM  HJIH  JOKYMCHTAJIBHO
HOATBEPIKIACHHLIM  [IpHOOpeTeHHBIM  VUIMHeHHeM  uurtepeaia  QT,  2JeKIpOJIMTHBIMU
HapVIICHUIMH, OCOOCHHO € HECKOPPCKTHPOBAHHOW rumokaavemuci. Hanuume B cemeiHOM
aHaMHe3e [alUeHTa CJIydaeB BHE3allHOM CMepTH B MOJIOJOM BO3pacTe IO3BOJLIET
TIPENOIOKUTh HATHUHE BPOK/ICHHOTO YNTMHeHHS HHTepRana QT.

CopMecTHOE IIPUMCHCHHE CAKBHHABHpA ¢ Ipenaparamu, oOIaJalolUMH  OJHOBPEMCHHO
(hapMaKOKHHETHISCKHM B3AaHMOJSHCTBHEM H CMTOCOOHOCTHIO YUTHHATE uHTepsat QT wwnu PR,
MPOTHRONMOKAa3aHO (cM. pazfensl «llpoTHRomokazaHua» W «BauMoOJeHCTBHE ¢ JPYTHMH
JISKAPCTBEHHBIMU CPEACTBAMKY ).

He pexomeHayeTcss NMpHUMEHCHHE CaKBHHABHpA y TMAI[MSHTOB, OHOBPEMESHHO TMOIYYarOIMUX
JpYIHe JIeKapCTBEHHbIE Ipenapartsl, 00Iajaonye criocoOHOCTEIO K YIMHeHUIO uHTeppaia QT.
B cmydae HeoOX0UMOCTH COBMECTHOTO HCIONMB30BAHHS ClIeAYeT cOOMOAaTh OCTOPOKHOCTh H
IPOBCCTH AJICKTpoKapauorpaduucckoe uconeaoranue (K1) npu BOZHUKHOBCHHH CHMIITOMOR
apuT™MuH. CaeayeT cobirofaTh OCTOPOKHOCTL TIPH NMPAMEHeHWH CaKBHHABHpA V TMAIHEHTOR ¢

CONMYTCTBYIOIIUMH CTPYKTYPHBIMH 3a00JIcBAHUAMH cepana, HapYHIeHHAMH IMPOBOJUMOCTH

39



COOTBETCTBYET 3KCNEPTHO ‘Mv OTHETY
ot 07.08.2023 N= 1512

cepana, HITEMHYSCKOM OOJIe3HRIO cepAana uiH apﬂHONkMél “‘l‘ﬁhﬂIOﬂﬂH_‘TﬂK & I;a':[% ThI

HMEIOT [IOBBIIIEHHLIH PHCK Pa3BUTHS HAPYIISHUH CepASUHON IIPOBOJIMMOCTH.

CretyeT mpekpaTUTh Tepamuio CakKBHHABHPOM B CIVYae BOZHHUKHOBEHHS 3HAYMMBIX apUTMHMH,
yymaHeHusi uHrepeaia QT wnm PR, Yame pcero mzmenenus umatepBaia Q. crszaHHbIC ©
IIPUEMOM CAKBUHABUPA, BO3MOIKHDL Y AKESHUIUH U JIML [IOJKUIOTO BO3PACTa.

He cnegyet npeBbImaTh peKOMEHOBAHHBIC JO3BI CAKBHHABHPA, MOCKOJLKY CTCIICHD YITMHCHHA
uuteppaios QT u PR MoxkeT BozpacTars ¢ yBe/liueHUeM KOHUCHTPALMH [Iperapata.
[Ipuvenenue cakeuHaBHupa B goze 2000 mr 1 pas B cyTku U puToHapHpa B o3¢ 100 mr 1 paz B
CYTKHM HEC PSKOMEH/YETCs, IOCKOJIBKY BIIMSIHME NOJ00HOH KOMOMHALMM Ha DHUCK YUIMHCHUS
unaTepBaia QT He U3y9aIoCh.

Hayuenmesl, HaOUUR AIOIILE MEPARUIO CAKEUHABUDOM

Jlo Havana tepanuu ciaeayer nposectd DKI. He ciielryeT HauMHATL TePalUIo CAKBUHABHPOM,
ecim AuTeIbHOCTh HHTepBana QT >450 mc. IlarmenTam ¢ aumuTensHOCTRIO HHTepRania QT <450
MC 10 Havajia JICUCHUS PCKOMSHAYeTCs B xo/e Tepanuu nporoauts JKI'. llanuenram, pance e
MOJy4YaBIIUM  Tepalvil CAKBHHABHPOM H  HAUYHHAKOMIMM  Tepaldld  CaKBHHABHPOM,
PEKOMEHIVOTCS HAazHauaTh cakpHHapUp B no02¢ 500 Mr u puronaeup B mpoze 100 mr 2 paza e
CYTKH B TeUeHHE TePBLIX 7 JAHEH ¢ TOCHeYIONHM HW3MeHeHHeM J03bl J1o 1000 mr u 100 mr 2
paza B CYTKH cOOTBEeTCTBeHHO. lIpw wcxomno#t jummtensHocTH wuHTepBama QT <450 me
[AlMEHTaM, paHee He [IOJYYaBIUUM TepallHil0 CAKBUHABHPOM M HAYMHAIOLUM Teparuio
CaKBHUHABHPOM, peKOMeHIyeTcs TipoBecTH nosTopHoe DKI-HecmemoBanue epes 10 quek mocie
Hayaia Tepanuy. Tepanur CakBHHABUPOM CIICAVET HpPEKpaTHTh, eciu uHTepean QT yeenuueH
>480 mc wiM ecsi uatTepeai QT ypeanuniicst Ha Oostee deM 20 MC 110 CPABHEHHIO ¢ UCXOHbIM
sHayeHHeM (cMm. pazgen «@DapmakojMHaMuKa», 1ogpasaen «BiusHMe Ha 1nokazatenu
aJIeKTpoKapauorpadum» ).

Il ayuenmst, npodorxcaouiie Mepaniiio CAKEUHABUPOM, NP HeODX00UMOCMI HAZHAYCHUA
CONYMCMEVIO e Mepanii NPenapamamnit, crocobrsimu yonunsme uumepear QOT, wiu
nayuenmst, HOIYYAIOUE MEPANLIO npenapamanyt, cnocoonvimu yorunams unmepean QT,
npU  HeobxoduMOCHIl HA3HAYEHUA MePAnUn CAKSUHABUPOM U eClu  ARbMEPHAmUsHaa
mepanis OMCymCmeyem, @ noib3d RPeCvIiaem pucK

/lo Hagama comyTcTBYROmEeH Tepanuu HeoOxoaumo mposectd ODKI'. He caeayer nHazmauats
COIYTCTBYIOMIYIO Tepanuio, eciad uureppanl QT =450 me (cM. paszuen «Bzaumopelicrsue ¢
JIPYTUMH  JICKapCTBeHHBIMH  cpeficTRaMu»).  Heobxogumo mnpoectw mnoBTtopHOoe OKI-
HCCJIC/IOBAHHUE, CCJIM MCXOJHO UIMTENbHOCTE HHTcpBaia QT <450 mc. llpu yeeimucHun

aauTenrHocTH uHTepBasa QT >480 mc uam OGoxee dem 20 Mc mociae TPHCOSTHHEHHS
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LIPUHSTE pelleHre 00 OTMEeHe CAKBUHABUPA U/ WM COLIYTCTBYIOLIESH Tepalluu.

Hayuenmut ¢ napyutenuanu Qynxkyun nedenu 1ezkoil i cpedHeti crenenett majcecmu
Tepanust cakeuHapupoM B KOMOHMHAIIMM ¢ PUTOHABHUPOM IIPOTHBONOKA3aHA NALUCHTAM C
JEKOMIICHCHPOBAHHLIMH  3a00JieBaHusIMH  niedeHd (eM. pasjen «lIportuponokazanus»). Y
HNAIHCHTOR ¢ XPOHHYSCKHM TemaTutoM B mna C, noayuyaromux KOMOHHHPOBAHHVIO
AHTUPETPOBUPYCHYIO TEPAIMIO, IHOBLIMICH PUCK PAa3BUTUSL HEeXeJATeILHBIX SIBJICHHH (B TOM
ypcie (paTtambHBIX) CO CTOPOHBI MedYeHH. B ciiyyae OTHOBPEMEHHOTO MPHUMECHCHHS V TIAlHeHTA
AHTUPCTPOBUPYCHOM Tepanuu renatura B wm C HeoOX0AMMO TIIATCIBHO O3ZHAKOMUTLCH ©
MeJIHIIMHCKOH UH(opMaIiie# o HCTOb3yeMBbIM JTeKapcTBeHHLIM MperapaTam.

Ilpu ogHOBpEMEHHOM HCIOJIB30BAHUH KOMOMHHUPOBAHHOW AHTHPCTPOBUPYCHOM Tepaluu y
HALMESHTOB ¢ HapyileHdeM (YHKUUM [e4YeHH B aHaMHese (BKIIOUAsh XPOHHUYECKHHM AKTHBHBLIH
TeMaTHT) TIOBBITNACTCA YacTOTa PA3BUTHSA HapymieHHs (yHKIMH neueHwn. CreqyeT TmaTeasHO
MOHHMTOPHUPOBATH CHMIITOMBl M I[PH2HAKM HapyuicHusi (yHkuuid nedeHu. llpu nosiencHum
MPU3HAKOB YXYAMCHUS PYHKIMH MMEYCHH cIe/TyeT IPepRaTh WIH OTMEHHTh TePAITHIO.

Y BUY-uHpuupoRaHHBIX HALKMEHTOR ¢ HAPYLICHUSMU (PYHKUHH NCUCHU JICTKOH H CpejlHEH
CTemeHeH TAKECTH KOPPEKITHH T03bI He TpebveTrcs (Manmble orpaHHuYeHnl). Tem mHe Menee, B
CHJIY PazTHYHOM SKCIO3HITMH TIpemapaTa B JAHHOHW MOMYITAIMHA PeKOMEHIYSTCS TIMATeIIbHOS
Mouutopupopande  npodwist  OezonacHocTH  (BKIIOYAST  [PU3HAKM — apUTMMHM) U
BHPYCOJIOTHYECKOTO  oTBeTa  (cM. pazaeanl  «Crmoco®  TpUMeHeHMsS H  JO3bI» W
«Qapmakoioruueckue ceoicrea»). [locne Hauana Tepanuu CakBHHABUPOM VY NALHEHTIOR ¢
rematurom B win C, nquppozoM, XpOHHYSCKUM AJIKOTOIM3MOM W/HIIM APYTUMU 3a00J1e BAHUSIMU
HeUCHU HaOJIOJAIMCh CIIVYau YXVIICHUS 2a00JICBaHUsL IICHCHHM WM Pa3sBUTHE IIOPTAIBHOM
THIIEPTEH3UH, COLIPOBOIKIABLISHCS JKEJITYXOH, aCLUTOM, OT€KAMU U BAPHKO3HLIM pacllHpeHUeM
BCH MHIMEROA (Y HECKOJBKHX MAIIHSHTOB — C JICTAJILHBIM HCXooM). [IpHanHHO-CIIe/IcTBeHHAS
CBSI3b MCIK/Y PA3BHTHEM IIOPTAJILHOM IHICPTCH3UU U TCPAIUSi CAKBHHABUPOM HE YCTAHORJICHA.
Crieryer Timare 500 MOHHTOPUPOBATE CHMIITOMEI H TIPU3HAKH TeNMaTOTOKCHYHOCTH.

Hayuenmst ¢ napyuienuem QyHKyun nodex

Uepez [OYKH BLIBOJMTCS He3HAUMTE/ILHASL YacTh IIpenapara, [HOYTOMY [epBOHAYAILHO
KOPPEKTHPORATE JIORY TIpeNapata y TAIHeHTOR € HAapVIIeHHSM (YHKIIHH TIOYeK He HYKHO.
OJHAKO HCC/ISIOBAHUY Y HANHEHTOR ¢ TSLKEJION [OYeYHOW HeI0CTaTOYHOCTLIO He IPOBO/IHIIOCE,
B CBA3M C UYeM CISAyeT coOM0aTh OCTOPOKHOCTH TIPH NMPHMSHCHHH CAKBMHABHPA TaKHMH
HALUCHTAMM.

emcexuit u noxcunon ozpacm
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CAKBHUHABHpA, IOTEHUHAILHO HE BbIplBarolHe yuiMHenue uHreppasor QT u PR, ne
YCTaHOBJIEHLI.

OmelT npumeHeHust y naumeHror crapme 60 ner orpanuucH. llanueHTtsl noxkuioro u
CTapUecKoro Bospacra MoryT ObiTh 00J1ee BOCIPHUMYMBLL K BIIMSIHUIO IIperapara Ha HHTepBal
QT wwmu PR

Caxapnutii ouabem

Y TNalueHTOB, TOJYUAIONHX MHTHOMTOPHI mpoTeassl BHY., ommcaHsl ciydad BIIpBBIC
BLISIBJICHHOrO caxapHoro jualera, TUICPIIIMKEMHH HWIM JACKOMIICHCALIMH COLIYTCTBYIOLISTO
caxaproro guabeTa. B HEKOTOPHIX CITyUasX THMEPTIMKeMHs Oblda pe3ko BBIPAKEHHTOH, MHOTIa
CONPOBOKIAIACE  KeToammaozoM. llpw »s1OoM  y  MHOIMX DAanMEHTOR HMCIH  MECTO
COLYTCTBYIONMe 3a00/eBaHusl, HHOTAA TpeOoBaBlIMe HAzHAYCSHMSI LpelaparoB, oOJajaromux
CTIOCOOHOCTRIO TIOBBITIATE KOHIICHTPAIMIO TTIOKO3BI B KPOBH M BBI3BIBATH PA’BHTHE CaXapHOTO
JauadeTa WK FUISPIIMKeMUH. [IpHuMHHO-CIIeICTRCHHAS CBSI3b MEIKILY Tepalluei HHruOUTOpaMu
npoTteassl BUY ¥ pa3sBUTHEM MHNEpPIIIMKeMHH U caXapHOro JHabeTa He YCTaHORIICHA.
Lemodniua

[Ipu nevennu UHTHOUTOpaMH mpoTeassl BUY onmucansl ciyuan YCHICHHS KPOBOTEUSHHH, B TOM
YHCle CTIOHTaHHOS 0OpazoBaHHE TMOIKOKHBIX TeMaTOM W TeMapTpo30R y OOJBHBIX reModuInei
tana A u B. HekoToppiM HaLMeHTaM [PUXOJUIOCH VBEJIMUHBATL 103y (PAaKTOpa CBepTLIBAHMS
kposu VIIL. Dosee yeM B TOJOBHHE CiydaeB JedeHHe MHTHOMTOpoM TipoTeassi BUY 6nuio
IIPOJIOJDKESHO MJIM BO200HORICHO. MOKHO NPEANOIOKHTE IIPUUHHHO-CIICCTBCHHY ) CBSI3b THX
HeJKeJIATe/IbHLIX SBJISHHH ¢ [puHMeHeHdeM MHruburopop nporeassl BHY, xorss Mexanusm
nogobHoro »pdekra He wuyueH. bosbHBIX reModuianei HeoOXOAMMO HNPSAVIIPEAUTH O
BO3MOJKHOM VCHJIGHHH KPOBOTEYESHUH.

Ilepepacnpedenenue necupoeoit mranu

Ilpp  npoeesenun  KOMOMHHPOBAHHOM  AHTHPSTPOBUPYCHOM  TepallMH  OTMEHAJIOCH
nepepacripe/ieieHie WA OTI0XKEHHE JKHpa, B TOM YHCIE OJKHpEeHHE IO TEHTPATLHOMY THITY,
OTJIOJKEHHE 3KHApa Ha JOP3aJbHON TIOBSPXHOCTH HMICH H CIHHBI («OBIYHH TOpO»), YMEHBIICHHES
HOJAKOKHOU JKUPOBOM KIETYATKH HA KOHEYHOCTSIX, VBEJIMYCHHE MOJIOYHBLIX JKeje3 3a cuer
JKUPOBBIX OTIOXKCHHH, a TakKe «KYIIHHTOWI» (OKpYrjoe, JyHooOpasHoe ITHITO, THICPEMHUsA
JIMUA, TYJIOBHIUHBIH THUII O)KUPEHHMSL, OTIOKESHHE JKMPOBOM TKaHW B HAJAKIIOYHYHBLIX SIMKAX).
IlepepacnpeieieHde  SKUPOBOM  TKAHM  acCOIMHUpYeTCs ¢ TAaKMMH  MeTaDOTHUYSCKHMH
HAPVILICHHUIMH, KaK [UIEPTPUITIMLEPUASMHSL, THICPXOICCTCPHHEMMS, HHCY/IMHOPS3UCTCHTHOCTh
U THIEPTJIMKEMHUA. TsKeCTh DTHUX HApYIIEHWH BapbHpPVET Kak BHYTPH KITacca, Tak W MEXKTY

KJIACCAMH aHTHUPETPOBHPYCHBIX TpermapaToB (MHTHOHTOpHI TipoTeaskl BHY. menykieosuaHbie
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UHTAOUTOPEI  OOpaTHOM  TPaHCKPHIITA3bI, Hymgggn‘m]}ge—l O E‘HMP Tb ngla’]‘H

TpanckpunTazel). K dakropam, MOBLIMIAIOIKM PUCK PA3BUTHS JMNOJUCTPOPUH, OTHOCSITCS:
TIOJKHAJION BO3PACT, JTMTEIBHOCTH Tepalvy, TIPUMeHeHHe CTaBY/IHHA, TUTIEPTPHUTIHIEPHIEMHUS,
TUICPIIAKTATSMHESL Juarsoctuka — BKIHOYACT  OLICHKY (PUBHMKAIILHBIX ~ I[IPH2HAKOB
Hepepaclpee/IicHUsL JKUPOBOH TKAHM, UCCIISJOBAHHUE IJIMKEMHUHM W JIMIMAOB KpoBd. B coyuae
OOHAPVIKeHHA JAaHHBIX H3MCHCHHH CIeAyeT paccMOTpeTh Bompoc o0  H3MEHCHHH
AHTUPETPOBUPYCHON TePAllMH W/ HIIMA NIPUHSITH Mepbl, HANpaBJeHHble HA KOPPEKIHIO HOJOOHBIX
OTKJIOHCHHH (HampHMep, Ha3HAUCHHE THTOMITHISMHYSCKAX CpesicTB). B HacTogmee Bpems
MCXAHHUZM PazBUTHS META0OJNMYCCKHX HAPYLUICHHH W OTJAICHHBIC IIOCICACTBMS, TAKUC KAk
TIOBBLITNEHHE PUCKA Cep/IeTHO-COCYTHCTHIX 3a00JIeBaHHH, HEH3BECTHBI.

IIpumeHenue cakeuHapHpa B KOMOMHAUKMK ¢ puTOHAaBUpOM B Jo3ax Ooneie 1000/100 mr 2 paza
B JeHb OOBITHO CONPOBOJKIASTCS YBeJIMYSHHEM YacTOThI HE)KesIaTe/IbHLIX SIBJICHHM, TaK Kak
KOHIICHTPAIIMA CaKBHHARWpA B IUIa3Me B TIPHCYTCTBHH PHTOHABHpA YBSJIMYHBAOTCH. B
HCKOTOPBIX CJIVYasIX COBMECTHOC IPUMCHCHHC CAKBMHABUPA M PUTOHABMpPA INPUBOJMWIO K
TSDKSJIBIM HeKENATeIbHBIM ARITCHHSAM, B OCHOBHOM K Pa3BHTHIO JTHAOCTHUSCKOTO KeTOAll103a U
HAPVIICHUK (VHKUMH [¢ueHH, OCOOCHHO Yy LALMCHTOB, PaHSE CIPAJABHIMX 3a00JICBAHUSIMUA
TIeYeHH.

Curndpom UMMYHHON peakmueauui  (CUHOPOM  BOCHATUIMENbHO20  60CCIMANO8TEHIUA
UMMYHUEma)

B xome HavaibHo#W (pashl KOMOMHHPOBAHHOW aHTHPETPOBHPYCHOM TepamdH, B TOM UHCIE
CAKEMHABMPOM, V HALMCHTOB ¢ TAKC/IBIM HMMYHOACQHUIMTOM MOMKET BOZHUKHVTH CHCTCMHAs!
BOCHAJIMT/IBHASL PEeaKIMsl HA paHee OeCCUMIITOMHO [POTEKABIIHE HWIIA OIIIOPTYHHCTUYECKHUS
UHPCKIMH U ayTOAHTUICHBI WIM VCHIICHHUC CHUMITOMAaTHKHU. JlaHHAs peakumsi MOKET BBIZBATH
Cepbe3Hble KIMHUYSCKHUE COCTOSIHUS WM 00OCTPEHHE CHMIITOMOB, KOTOPBLIS, B CBOIO OYepe/lb,
MOTYT TIOTpeSOBaTh JaThHEHIICH OIICHKH H JICUCHHS.

CuHAPOM HMMYHHOHM PEAKTHBAIMM TAKKE MOXKET HPOSBISATHCS Pa3BHTHEM ayTOHMMMYHHBIX
HapyIeHui (HampuMep, donesns I'peliBca U AYyTOMMMYHHOTO TeTIaTHTA), KOTOPbIe pa3BHBAIOTCS
B Pa3IHYHEIC CPOKH TepamuH. PasBHTHE ayTOMMMYHHBIX HapVIISHHH BOZMOKHO CTIYCTA MHOTO
MeCsIIeB [I0C/Ie Haya/la Tepaluy. XapaKTepHbIMU [IPUMEPAMH SIBJBIFOTCSI LUTOMET AIIOBHPYCHLIN
PSTHHUT, TeHEPaJM30BAHHAS W/MIM OYaroBas MHUKOOAKTepHATbHAs WH(EKIHSA W ITHSBMOHHS,
BbIzBaHHas Preumocystis carinii. IIpy BOZHUKHOBEHHH JI000I0 CUMIITOMA BOCIIAJICHUSE ClIeAyeT
TPOBECTH THATHOCTHKY W HA3HAYMTH JICUCHHE.

Ocmeorexkpos

HecmoTps Ha TO, 9TO DTHOJOTHS OCTeOHEKpo3a CHUHTaeTesl MHOTO(GaKTOpPHOW (BKJIIOUas

HCITOJIB3OBaHHULC TIIFOKOKOPTHKOCTEPOH/IOB, HO’TpeﬁﬂeHHe AJIKOTOJIA, TAKEITYHO
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YaCTHOCTH, Y NAUUeHTOB ¢ pacnpocrpavenuoid BUY-undexiuedt Wuid OpdH JUIMTEILHOU
KOMOWHHPOBAHHOM aHTHPETPOBUPYCHOW Tepanmuu. CreayeT peKoMeHJIOBaTh MaIMeHTaMm
0OpaTUTBCS. K Bpauy I[IPU BOZHHKHOBEHHMM O0JIM B CYCTABAaX, CKOBAHHOCTH B CYCTAapax WU
3aTPYAHEHHH JIBHIKSHUSL

Xponuueckan ouapes uiu Maisabcopoyun

Hudopmanusi 0 IpUMEHSHUH CAKBUHABUPA B YCHJICHHOM PE&KHUME Y HAUHEHTOB, CTPadalomux
XPOHHUSCKOM AHapecH WiH MaTbabcopOnHel, OTCYTCTRYET.

Janneie 00 sddexrurHOCTH M 0e30IaCHOCTH IPUMCHCHUS CAKBUHABHPA B HEYCUICHHOM
peKHME Y TAKHX TIAITHEHTOB OTPAHHYEHDLI H HE MO3BOJAOT CYIHTL O BOZMOKHOCTH TTOJIYUSHUSA
HUMHU cyOTepalleBTHUCCKUX KOHICHTPALUi CaKBHHABUPA.

Bzaumodeticneue ¢ Opyeumu  JeKAPCMGEHHBIMU  HPEnAPAMamMu  W/HUIH  HUH{EGHIMU
HPOOYKmamu

Heobxomumo coliroate OCTOPOKHOCTE NPHU OJHOBPEMCHHOM IPUMCHCHUM CAKBUHABHpPA M
npenapaToB, ARIAROMEUXCS cydcTpaToM H3odepmenTa CYP3A4 unu P-gp, Tak Kak cakBHHARHUDP
MOJKET OKa3blBaTh BIIMSHHUC M M3MCHATH (QapMakokuHeTuKy nociieanux. llpenapatel,
TMOTEHIHAJILHO  B3aMMOJIEHCTBYIONHE ¢ CAKBHHABHPOM, TpeJCTaBIeHBl B pasjelne
«BranmoieiicTBrE ¢ IPYTHMH JIGKapCTREHHBIMH CPEICTBAMHY.

Bimisinye Ha Cioco0HOCTL YIIPAB/ISITL TPAHCIIOPTHLIMH CPeACTBAMM, MeXAHH3MAMH
CrienuanbHabIx HECIeTOBAHHN He TPOBOIHIOCEH. JTaHHbIe 0 BO3MOKHOCTH Tipenapata Hatepdact
OKAa3bIBATE BIMSIHUE HA CHOCOOHOCTE YIPAB/LITE TPAHCIIOPTHBEIMH CPEJCTBAMU H MEXAaHU2MaMU
OTCYTCTBYIOT. OfHako npu paGore ¢ MAIIUHAMU U MEXAHU3MAMHU CISAVET VUHTLIBATL HPO(GUiIL
OczonacHocTH  npenaparta.  ['OJIOBOKpYMKCHHE, YCTAJIOCTh, HapylIeHHE 3peHUs  Obuin
3aperHCTPUPOBAHLL  IIpH IpHeMme mpenapara Hurepdacr, npu [OSIBICHHH OMMCAHHBIX
HeKeJIaTeNbHBIX ABJIGHMM OT BBITIOJHEHHWS VYKa3aHHBIX BHIAOB JCATCIBHOCTH CIeIyeT
BO3/CPKATHCS.

DopmMa BBITYCKA

TabneTku, MOKPHITHIC TIIEHOYHOH oBomoukoi 500 mr

Iepsuunas ynaxosxa 1eKapcmeennozo npenapamd.

ITo 10 TabreTok B KOHTYPHYHO SAYCHKOBYIO VNAKOBKY H2 IUICHKH TOJMBHHHIXJIOPHIHONH H
G oJIbIM ATIOMUHHEBOH NSUATHOH JIAKUPOBAHHOH.

I[To 60, 120, 240, 360 Tabnetox B OaHKY TOJMMEPHYIO H3 TOJIMITHUICHA € KPBIIIKOH
HATATHBASMOH ¢ KOHTPOJEeM Hepeoro BekpbiTusi. Ha GaHku HakiiemparoT >THKETKH W2 Oymaru
STHKETOYHOH WJIH MHCYSH, HIHA H3 TIOJTUMEPHBIX MATEPHAIOB, CAMOKJIEATIHECS.

BI’IZO[)HL{HCIE VRAaKosKd NERAPCMBEHHO20 npernapamda.
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[OMEIIAIOT B MUKy M3 KapToHa LIl NOTPeOUTeNILCKOH Tapbl NOAIPYIl XPOMOBBLIA WIH XpOM-
spaan. Ha mayky MoykeT HaKJIeWBaThLCS CAMOKJIEAAsACS HTHKeTKA ¢ MapKHpoBKkoH. Ilauku
HOMEUIAOT B I'PYIIIOBYIO YIIAKOBKY.

[To 1 Gauke BMecTe ¢ MHCTPYKLHMEH 110 NPUMEHEHHIO NOMELIAIOT B [IAYKY W3 KaproHa Ul
MOTPeOUTEIBCKOM Taphl MOATPYII XPOMOBEIH HIH XpoM-3p3arl. Ha mauky MoKeT HaKJICHBATHCA
CAMOKJISSILIIASICS DYTUKETKA ¢ MAapKUPOBKOH. JIOMOIHUTEIBHO HA [IAYKY MOIYT HAK/IEUBATHL OJUH
WITH JIBA MPO3PAYHBIX (PUKCHPYIOMMX cTHKepa. [[auky moMenaroT B IpYNMORYIO YIIAKOBKY.
Cpoxk rogHocTH

4 rona. He npUMeHATH TIO UCTEYEHHH CPOKA TOHOCTH.

Y cioBus XxpaHeHus

XpauuTh B 3alHIICHHOM OT CBeTA MeCTe LIpU TeMleparype He Boiuie 235 °C.

XpaHUTh B HSTOCTYITHOM JUTA JleTelt MecTe.

Y ciioBus OTILYCKA

OTnyckaroT o perenTy.

BirageJiel perucTpalMOHHOIO YI0CTOBEPeHH S

Poccutickast Menepanus

AQO «DapmacHHTE?»

664007, Upkyrtekas o6, 1. Upkyick, yii. Kpacnorpapaenckas, 1.23, oduc 3.

Ten.: +7 (3952) 55-03-55, daxc: +7 (3952) 55-03-25

Ajpec nieKkTpoHHOM mouTel: infol@pharmasyntez.com

ITpomsBoMTETH

Poccuiickas Oencpanust

AO «DapmacuuTes»

r. UpkyTek, yi. P. JIrokcemOypr, 1. 184.

Opranmzanus, 1PpHHHMAK LA [IPeTeH3HN I10TPedHTe/IeH:
Poccuiickas Meneparus

AO «DapMacuHTER»

Ajpec: 664040, r. Upkyrtck, v P. JliokcemOypr, 1. 184
Ten.: 8-800-100-15-50

Ajpec diiekrponnoi noutel: info@pharmasyntez.com
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