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MHWHHUCTEPCTBO 3/IPABOOXPAHEHMSI
POCCHUNCKOU ®EJIEPAITUN

NHCTPYKIUA
10 MeJIHIHHCKOMY NIPHMEHEHHI0 JIEKAPCTBEHHOI 0 Npenapara

HUurepdacr

Perucrpannonubiii Homep:

Toprosoe nHanmenoBanue npenaparta: Uurepdact

MexayHnapoaHoe HeaTeHTOBAHHOE HAHMEHOBaHHe Npenapara: CakBUHaBUP
JlekapcrBennas popma: TablieTKH, NOKPBITHIE TNIEHOYHOH 0007104KO#H

CocraB

Jeucmesyrowee eewecmeo

Caksunasup 500 mMr

(B BU/Ie cakBWHaABHMpa Me3uiaTa 571,5 mr)

Bcnomozamenvhuvie eewjecmea

Aopo: T'mnpomennoza - 4,0 mr, kapOokcuMeTwiKpaxMan HaTpus (npumorens) - 45,0 wr,
KOMoBUAOH - 38,0 Mr, KpeMHHUs JMOKCHJ KOJUIOMIHBIH (aspocun mapka A-300) - 10,0 wmr,
KpockapMmeruio3a HaTpus - 38,0 mr, Mmaruus creapat - 8,0 mr, nonucopbar 80 (TBuH-80) - 3,5 mr,
LEeJIJII0J103a MUKPOKpUCTaMueckas - 92,0 mr.

L'omosas sooopacmeopumasn nienounas oborouxa - 15,0 mr

(CoctaB  000NOYKH: THAPOKCHIIPONMUIMETHINE/UTION03a  (runpomenioza) - 11,13 wmr,
nomuaTuneHraukonbs 6000 (Makporon 6000) - 2,145 Mr, Tutana auokcup - 0,525 mr, TajbK -
0,345 wmr, xpacuTenp kene3a OKCHA KpacHbl - 0,21 Mr, KpacuTellb jKelie3a OKCHJI JKENThIH -
0,645 mr).

Onucanue

TabneTkn, NOKpbITbIE NMIEHOYHON 000JIOUKOMN, NBOSKOBBINYKIIbIE, OBalbHOW (OPMBI, OT CBETIIO
KOPHUYHEBOTrO /10 KOpuuHeBoro 1eera. Ha nonepeynoM paspese tabnerka 6Genoro unu 6enoro ¢
JKEJITOBATHIM OTTEHKOM LIBETA.

dapmakoTepaneBTHYecKas rpynna: npotueoBupycHoe [BUY] cpenctro.

KOJI ATX: JOSAEO]

dapmakoJiorHyecKHe CBOHCTBA

Dapmakoounamuxka

Mexarnuzm oeticmeus

AHTUPETPOBUPYCHBIH Npenapart, MHrHOUTOp npoteassi BUY.



[Tporeaza BUY sBnsercs BaxkHEHIIMM BUPYCHBIM (pepMEHTOM, HEOOXOAMMBIM JUls Npoliecca
crnieln(uyeckoro pacuienjaeHus BUPYCHBIX CTPYKTYpHbIX nonunentuaoB Gag u Gag-Pol. Dtn
BUPYCHBIE TOJIMNIENTU/BI COJIEPXKAT YYacTOK paclEIUIEHHs, KOTOPBIH pacno3HaeTcs TOJBKO
npotea3oif BUY 1 61M3KOpOACTBEHHBIMU BUPYCHBIMH MTPOTEA3aMH.

CakBMHaBHp - TNENTHAONOAOOHBI CTPYKTYpPHBIH aHalOr 3THX Y4YacTKOB paclIerIeHus -
ABJISETCS CEJIEKTUBHBIM M 00OpaTMMbIM MHTHOMTOpOoM mpoTeassl BHWY, npenorepamiaer
00pa30BaHME MOJHOUEHHBIX HH(PEKIIMOHHBIX BUPYCHBIX YaCTHII.

Anmusupycnas akmugnocms in vitro

CakBMHaBUp TMpOSBISET AHTUBUPYCHYIO AKTUBHOCTbL KaK B OTHOIIEHMM J1abOpaTOpHBIX
IITAMMOB, TaKk W KJIWHWYeckuX u3onsatoB BUY-1 ¢ tunuunaeiMu 3Hadvenusmu ECso U ECo
(xoHuenTpauuu, noaasnsomue 50% u 90% akruBHocth nporteazsl BUY), Bapbupyrommmu ot 1
po 10 HmMoap/Ma ¥ oT 5 g0 50 HMONB/MII, COOTBETCTBEHHO. AHTHBHpPYCHAs aKTHBHOCTBb
CaKBMHaBHMpa in Vifro OLIEHWBaJachb Ha WH(GUUUPOBAHHON NMHUM T-KJIETOK M NEPBHUHBIX
4eJT0BEUECKUX KYyJIbTypaX JTMM(OLUMTOB W MOHOLMTOB. AHTUBHPYCHAs aKTUBHOCTb in Vitro
Habmoanack NpUMEHUTENBHO K Habopy u3onatoB BUU-1 rpynner M, kpome kimaaoB B (A, AE,
C, D, G, H) n BHUY-2 co 3nayenusmu ECso 0,3-2,5 umonws/mi. B mpucyrctBun 50%
YeJIOBEYECKOH ChIBOPOTKH KPOBH MM albdal-Kucaoro ramkonporenHa (1 Mr/mia) aHTUBUpycHas
AKTUBHOCTb CAKBUHABUPA YMEHbILAETCS B CpeAHEM B 25 U 14 pa3, cOOTBETCTBEHHO.
Pesucmenmnocms k cakeunaeupy

IIpomueoeupycras akmugHocmbs OMHOCUMENbHO UCXOOHO20 2eHOMUNA U (heHomuna
I"'eHoTHnMueckre n GEHOTUNMMYECKHE KIMHUYECKHE KPUTEPUH, TPOTHOZUPYIOUIHE KIHHUYECKYIO
3 PEKTUBHOCTh CAKBUHABHPA, YCHJIEHHOTO PUTOHABUPOM, OBUIH TMOJIy4EHbl MOCTIE NMPOBEACHUS
PETPOCNEKTUBHBIX aHAJIM30B KJIMHWUYECKMX MCCIIE/IOBAHMI, a TakkKe aHasn3a OOJbLION TpyIibl
rOCTMTAJIM3UPOBAHHBIX MAIIMEHTOB.

Bbilo  MOKazaHo, YTO MCXOJAHBIK ()EHOTHN OTHOCHTENBHO CaKBHHaABUpa (M3MEHEHHe
YYBCTBUTEIBHOCTH OTHOCHTEIbHO HTajoHa; TecT PhenoSense) sBisgeTcs NPOrHOCTHYECKUM
dakTopoM BHpycojoruyeckoro oreeta. l[lepBoe yMeHblIeHHE BHPYCOJIOrMYECKOrO OTBETa
Ha01101a10Ch MPU YMEHbIIEHUH YYBCTBUTENLHOCTH Oosiee yeM B 2,3 paza. [lonoxurtenbHbli
BUPYCOJIOTMYECKHUI OTBET He HabsoJascs NMpU CHUKEHUU YYBCTBUTENbHOCTH Oonee uem B 12
pas.

Briseneno 9 komonoB npoteassl (L10F/I/M/R/V, T15A/V, K20I/M/R/T, L241, 162V, G73S/T,
V82A/F/S/T, 184V, L90M), cBsI3aHHBIX C YMEHBLICHHEM BHPYCOJOTHYECKOTO OTBETa Ha
TEpanuio CaKBUHABMPOM B KoMOMHauuu ¢ putoHaBupoM (1000/100 mr 2 pasza B aeHb), y
NalMEeHTOB, paHee He IPUHUMAaBIIMX cakBUHaBUp. Hanuune 3 u Gonee myTtaumii odyciaBiaupano

CHWJKEHHbII OTBET HA Tepanuio CakBUHaBUPOM/PUTOHABHPOM.



B3auMOCBs3b MeX1y KOJMYECTBOM JaHHBIX MyTalMii, 00yc/laBIMBaIOIMX PE3UCTEHTHOCTh K
CaKBMHaBUPY, M BHPYCOJIOrMYECKMM OTBETOM Oblla TOATBEPXKIEHA B XOJE HE3aBUCHMOIO
KJIMHUYECKOTO WCCIIEJIOBAaHHUS, BKJIIOYAIOIIErO TMOMYJIALMIO TALMEHTOB, KOTOpBIE paHee
nonyyanu Oojiee WHTEHCHUBHYIO Tepanuio, B TOM uucie 54% mnauueHTOB paHee TNoJydalid
cakBuHaBup (p=0,0133, cm. Tabauny 1). Myrauus G48V, kotopas panee Oblia onpejeneHa in
Vitro KaK MYTalus, XapakTepHas JUls CaKkBUHABUpa, TPHCYTCTBOBAjJa W3HadalbHO y 3

NMalnMueHToB. Y BCeX ATHX MAIllMEHTOB OTBETA Ha TEparMio MoJiydeHo HE OBLTO.

TaGnuua 1. Bupyconoruyeckuit OTBET Ha CAKBUHABUP/PUTOHABUP, CTPATH(ULIMPOBAHHBIH 110
KOJIMYECTBY UCXOIHBIX MYTaIHii, 00YCNIaBIMBAIOIMX PE3UCTEHTHOCTb K CAKBUHABUPY

KonuuyectBo FOCHMTaﬂH3HpOBaHHble MMalMeHTHI PCTPOCHGKTHBHb]ﬁ anaymms3 KU
MCXOJIHBIX ~ MYTallHid, KonuecTBO TaIleHToB, He KonuyecTBO naimeHToRB, He
00ycnaBIMBaIOIMINX TNOJIyYaBIIHMX paHee JieyeHne MOJTYYaBIIMX/TIONTy4aBIIUX paHee
PE3UCTEHTHOCTh K CaKBHHAaBHPOM JIeYeHUe CaKBMHAaBUPOM
CaKBUHABUPY H3menenue N3meHnenue
KoHueHTpauuun BUY-1 KoHleHTpauuu BUY-1
N=138 | PHK B nna3me kpou Ha | N=114 PHK B nnazme xpoBu
12-20 Henensx no Ha 4 Hejene no
CPaBHEHMIO C UCXOJIHOM CPABHEHMIO C UCXOIHOM
0 35 -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 -0,75
5 6 -0,11 17 -0,44
6 5 -0,30 9 0,08
7 0 - 1 0,24

* 1llkana MyTaumii, acCOUMMpOBaHHBIX ¢ cakBuHaBupoM: L10F/I/M/R/V, 115A/V, K20I/M/R/T, L24],
162V, G73S/T, V82A/F/S/T, 184V, LOOM

Dpghexmusnocme

[TpoBoamnock cpaBHenue 3¢ddekTMBHOCTH W GE30MacCHOCTH Teparii CaKBUHABMPOM B MATKHX
JKETAaTMHOBBIX Karcyslax B komMOuHauuu ¢ putoHaBupoM (1000 mr/100 mr 2 pasa B 1aeHb) M
aBymsa  Hykiaeosuaubimu  (HUOT) wunm HeHykneo3uaubiMu  uHruburopamu  obpaTHOM
tpanckpuntazsl (HHUOT) u Ttepanuu uHAMHABUPOM B KOMOMHALMHU C PUTOHABUPOM
(800 mMr/100 mr 2 paza B genb) u asyms HUOT/HHHUOT y Gonee uwem 300 nauueHTOB
(monyyaBmIMX/HE TIOJy4aBIIUX JieueHWe WHruouTopoM npoteazsl BUY panee). KomOunaums
CaKBMHAaBMpa C PUTOHABUPOM XapakTepu3oBaslach OOJibLIEH BHPYCOJIOTMYECKOH aKTHBHOCTBIO
M0 CPaBHEHUIO ¢ KOMOWHAIMEH WHJMHABUpAa W PUTOHABUPA, NMPH 3TOM CMEHa HA3HAYEHHOTO

JICHYCHHWA pacCMaTpuBajlaChb B Ka4C€CTBEC BMpyCOﬂOFH‘ICCKOﬁ Heyaauu (Mcciel0BaHue I)




[TpoBoaniock cpaBHeHHe 3(D(HEeKTHBHOCTH M 0€30MacHOCTH Tepanuu CaKBMHABUPOM B MSATKMX

JKEJaTMHOBBIX Karicylax B KoMOuHaumu ¢ putoHaupoMm (1000 mr/100 mr 2 pasa B AeHb) W

asyms HUOT/HHUOT w Tepanuu nonuHaBUpoM B KOMOMHaumu ¢ putoHaBupom (400 mr/100

mr 2 pasza B jaenb) U asyms HUOT/HHUOT y 324 nauneHToB (MONydaBIIMX/HE TOJYYaBIIMX

neuenue uHrubutopom mnporeassl BUY panee). Hu oamH nauveHT w3 rpynmbel Tepanuu

HOUMHaBHPOM/pHTOHaBMPOM HE MpUHUMaAJl JIOMMKHABUP NEPE] panuommauneﬁ, B TO BpEMs KakK

16 mauMeHTOB W3 TpyMIbl NMpHEMa CaKBUHABUpPA/pUTOHABMpa TPUHUMAIM CAaKBUHABUD paHee

(uccnenoBanue 2).

Ta6auua 2. JleMorpauyeckne XapakTepUCTHKH NALMEHTOB U3 NPOBEEHHBIX MccienoBanmii |

CaksunaBup/ | Unpunasup/ | Caksunasup/ | Jlonunasup/
PUTOHABHpP | PHMTOHABUP | PUTOHABHp | PHUTOHABHP
N=148 N=158 N=161 N=163
[Tos (MyXCKOiA) 82% 74% 81% 76%
Paca (eBponeonanas/ 86/9/1 82/12/4 75/19/1 74/19/2
HerpouiHas/ MoHrosiouniHast ) (%)
Bo3spact, memana, et 39 40 40 40
Craauns C (knaccudukauus CDC 32% 28% 32% 31%
) (%)
[TaumenTsl, HE NPUHUMABILINE 28% 22% 31% 34%
paHee aHTUPETPOBUPYCHBIE
nipenapathl (%)
[TaumenTsl, He NpUHUMaBIINE 41% 38% 48% 48%
paHee HHTMOUTOPBI TPOTEa3bl
BUY (%)
Memnana HCX0IHOTO 3HaYEHUs 4.0 3.9 4.4 4.6
BUU-1 PHK, log:, konuii/min (1.7-5.1) (1.7-5.2) (3.1-5.1) (3.5-5.3)
(pasbpoc)
Meaunana HCXoHOTO YHCIa 272 280 241 239
kietok CD4+, (135-420) (139-453) (86—400) (95-420)
KJ1eToK/MM® (pa3bpoc)

T]_IaHHb]C MOJTY4EHBI U3 OTHETA KIIMHUYECKUX HCCIIeIOBaHUHN

TaGnuua 3. PesysbTaThl Tepanuy B NPOBEICHHBIX UccleloBaHnsax | (uepes 48 Henens).
Pesynbrarsl CaksunaBup/ [Muannasup/| Caksunaeup/ |JlonunaBup/
PUTOHABUD | PUTOHABUD | PUTOHABUD | PUTOHABHP
Hauato Ha3HaueHHoe neuenue, n (%) 148 158 161 163
(94%) (99%) (94%) (98%)
OTMEHEHO Ha3HauyeHHoe jeueHue, n (%) 40 64 48 23
(27%) (41%) (30%) (14%)
P=0.01 P=0.001
Bupycosiornueckas Heyava y 36/148 41/158 53/161 29/163
nauuenToB ITT/e*? (24%) (26%) (33%) (18%)
P=0.76 P=0.002
ITokazaTenb MauMeHTOB ¢ BUPYCHOM 97/144 106/154 90/158 106/162
Harpy3koi <50 konuii/mi yepes 48 (67%) (69%) (57%) (65%)
Hegens, [TT/e?
P>(.05° P=0.12




ITokasarenb NalMEHTOR ¢ BUPYCHOM 82/104 73/93 84/113 97/138
Harpy3koi <50 konwuii/mi yepes 48 (79%) (78%) (74%) (70%)
HeJleNTb, AlMEHThI, HaXoAsdIInecs Ha
JICYEHUH
P>0.05 P=0.48
Menunana yBenuuenus uncna CD4 85 73 110 106
KJIeTOK 4yepe3 48 Henenb (KIeTok/MM?)

' lanHble MomyYeHsl U3 OTYETa KIMHHYECKHX HCCIIeI0BaHMiA.

?Jlannble myGIMKaLMK uccneroBanms 1.

ITT/e = Bce MaLMEHTBI, BKIIOYEHHBIE B HCCIIEI0BAHUE/ TIOBEPTHYTHIE JIEYEHHUIO.

* JInst 000MX McCrieOBaHWH: IS MTALMEHTOB, BKIIFOYEHHBIX B MCCIIEI0BaHNE C BUPYCHOI Harpy3koi <200
KOMUit/MJI, BUpycolloruyeckas Heyjaaya omnpenensnack kak >200 kommii/mn. Hccnenosanme 1: s
MALMEHTOB, BKJIIOYEHHBIX B MCCIIE/IOBaHWE ¢ BUPYCHO# Harpy3koit >200 konuii/mi, BUpycolornyeckas
HeyZlaya omnpezensiach Kak joboe yBennuenue >0.5 log w/unu BupycHas Harpyska >50000 konuit/mn
yepe3 4 Henenu, >5000 konuii/mn yepe3 12 Hemenb, UMM BUpYCHas Harpyska >200 konwuii/mn uepes 24
Hezenu U T.4. Mccnenosanue 2: moboe yBennuenne >0.5 log Ha otaensHoM Busute; 0.5 log cHukeHue,
ecni BUpYyCHas Harpyska >200 konuit/mn yepe3 4 Henenu; 1.0 log cHukeHHe OT HayaJlbHOTO 3HAYEHMS,
ecli BUpyCHas Harpy3ka >200 koruii/mi yepe3 12 Henenb; U BUpycHas Harpy3ka >200 konwii/mn yepes
24 neneny.

Bnusinue na noxazamenu SKI"

BnusHue cakBuHaBMpa B KOMOMHAUMM ¢ puToHaBupoM B jao3ax 1000/100 mr 2 pasa B cyTku
(TepaneBTyeckue 03bl) W 1500/100 mr 2 paza B CyTKM (J103bl, TpEBbILAIOIINE
TepaneBTHueckue) Ha uHTepBan QT yepe3 20 u Ha 3-i JeHb Mpuema mnpenapaTa W3yyaiaoch B
JIBOWHOM CJIETIOM HMCCJIEZIOBAHUH C 4-KOMITIOHEHTHBIM MEPEKPECTHbIM Ju3aiiHoM, mauebo u
AKTUBHBIM KOHTposieM (MokcudaokcaunH 400 Mr exeJHEBHO) TNpPH YYacTHH 3/10POBBIX
JI0OPOBOJILIEB (MYKCKOTO M JKEHCKOro noja) B Bo3pacte ot 18 1o 55 ner (N=59).

VYyurteiBas JaHHble mnpeablayuiero 14-aHeBHOro (apMakOKMHETHYECKOTO HCCIIe/I0BaHUS ¢
NMPUMEHEHHEM MHOTOKpPaTHBIX JI03, B KOTOPOM MakKcUMasibHas ¢apMaKoKHMHeTHYecKas
3KCTMO3UIIMA OCTUTaNach Ha 3-i JIeHb TIpHema Tpernapara, B Ka4yecTBE TOUKH Ul NPOBEACHUS
oneHku Obul BbIOpaH 3-i gAeHb. Cpeanue 3HaueHUs CmaxTPU TIPUEME CaKBUHABHpa B
KoMOWHaMM ¢ puToHaBupoM B J03ax 1000/100 mr 2 paza B cytku u 1500/100 mr 2 pa3a B CyTKH
Ha 3-i JIeHb MCClIe/IOBaHMs Y 3/I0pOBBIX JOOpPOBOJBLER ObIIM NMPUMEPHO B 3 U 4 pasa BbillUE,
COOTBETCTBEHHO, 4eM cpelHue 3HaYyeHUsA CmaxB PABHOBECHOM COCTOSIHUM MpU  [pUeMe
CakBMHaBMpa B KOMOMHauuu ¢ putoHaBupoM B no3ze 1000/100 mr 2 paza B cytku y BHUU-
UHGULIMPOBAHHBIX MALMEHTOB.

B npoBeneHHOM WMccleIOBaHMM IS aJeKBaTHOW OLEHKH u3MeHeHuid uHTepBana QT B
pa3IMUHBIX TPYIIAX WCMOJIL30BAICS crieldGUUHBINA I JJaHHOTO HWCCIEeIOBaHUS ToKazartelnb
QTcS (uurepBan QT, cKOppeKTMPOBaHHBIH OTHOCHTEIBHO MCXOAHBIX 3HAUEHWH, MOJyYEHHBIX
10 Havana nipuema mnpenapara (dense predose-baseline correction), u B 3aBucumoctd ot YCC

(mono6no nonpaske Fridericia)).



Ha 3-ii neHb BepXHsAs rpaHMla OAHOCTOPOHHEro 95% 0BEepUTENbHOrO MHTEpBasa yis
MaKCMMaJbHOTO 3HauYeHMs cpellHel pasnuibl nokazateneid QTcS mexay obeumu rpynnamu
MpUeMa aKTUBHOTO BellecTBa (CaKBUHABUP B KOMOWHALIMK C PUTOHABUPOM B TEPaneBTHYECKUX
J03aX M J103aX, NpPEBLIMIAIOIIMX TepaneBTHUECKUe) W rpynnoi nnauebo cocraBuna >10
MusuMcekyHa (Mcek) (cM. Tabnuuy 4). Beuio BBISIBIEHO, YTO CaKBUHABUP B KOMOMHAUMM C
PUTOHAaBHPOM B [103aX, TNPEBBIIAIOIIMX TeparneBTUYECKUEe, OKas3blBacT 0oJiee 3HAUYMMOE
Bo3aelcTBMe Ha MHTepBal QT 1Mo cpaBHEHHWIO ¢ TeparneBTHYECKUMH 103aMU. Y OOJIbIIMHCTBA
YYaCTHUKOB HcciiefioBanus (89% mnauMeHTOB Tpu TpueMme TepaneBTHYecKUX 103 u 80%
MalMEeHTOB, MOJYYaBIIMX Mpenaparbl B J03axX, NMpeBbllaBlinX TepaneBtuueckue) QTcS Obin
<450 mcek, 1 HM y oaHoro yuyacTHuka uHTepBan QTc ne Obin >500 mcek (cM. Takxke pasaen

«Ocobble yKkazaHus»).

Ta6nuua 4. TTokazatens MakcuManbHoro cpeanero 3Haudenns ddQTceST (mcex) na 3-i nenn ans
TEpanu¥ CakBMHAaBUPOM B KOMOWHALIMK C PUTOHAaBMPOM B TEpaneBTMYECKUX /03aX, B 703aX,
NIPEBBIIAIOIINX TepaneBTHYECKHEe, U I aKTHBHOTO KOHTPOJIS (MOKCU(IIOKCALIMH) Y 310POBBIX
JOOpPOBOJIBLIEB.

Jleyenne BpemeHHas Touka [Tokazatens Cranpapthas | Bepxwusas
OLIEHKH TocJie MaKCHMaJIbHOTO omnbka |rpanuua 95%
npueMa Cpe/IHEero 3HAueHUs JIN nns
npenapara ddQTcS ddQTcS
CakBHHaBUP/pUTOHABUP 12y 18.86 1.91 22.01
1000/100 mr 2 pasa B
CYTKH
CaxkBUHaBUP/PUTOHABHUP 20y 30.22 1.91 33.36
1500/100 mr 2 pa3a B
CYTKM
Mokcupnokcauun” 44 12.18 1.93 15.36

" BeiBenileHHas pasHiua Mexay nokasarensmu QTcS (uutepsan QT, cKOppeKTHPOBAHHBIH OTHOCHTEIHHO
MCXOJIHBIX 3HAYEHWi, MOJMyYeHHBIX IO Hayala IpHeMa npenapara, crHeuMpUYHbIH 18 JaHHOTO
MCCIIEZIOBaHNs) B IPYIINe, MOJMyYaBLUINX aKTUBHOE JieueHHe, ¥ B Ipynre rianebo.

* Tlpuem 400 Mr Tonbko Ha 3-i 1€Hb.

Ipumeuanue: B vccnenoBannm nokasaresib QTcS s MyxunH paccunTsiBasics 1o gpopmyne QT/RR31%,
a jutst kenumd - QT/RR%37, uro coorsercTByet nonpaske Fridericia (QTcF=QT/RR"3%),

B nannom uccnenoBanuu Ha 3-i aeHb yanuHenue uHtepBaina PR>200 mcek naGmopanoch y
40% nauueHToB, NONYYaBIIMX cakBMHaBUp/puToHaBup B n03e 1000/100 mr 2 pa3a B cyTku, U y
47% naluMeHTOB, MOJy4aBIIMX CaKBUHaBUp/puTOHaBUp B n03e 1500/100 mr 2 paza B cyTku. Y
3% mnauMeHTOB, MOJy4YaBHIMX MOKCH(IOKCAllMH B KayecTBe AKTUBHOIO KOHTpols, M y 5%
NalMeHToB M3 rpynnel nianebo Habmoganock ymummHenne PR>200 mcek. MakcumanbsHoe

3HA4YCHHUE CPE/IHCTO U3MECHCHHA UHTEpBalla PR no CpaBHCHHUIO C IMOKA3aTeJIieM /10 Ha4dalla mpueMa

npenapaTtoB COCTABUII0 25 Mcek B rpynre, mnoJiydaBUIuX CaKBHHaBHp/pHTOHaBHp B J103€



1000/100 Mr 2 pa3a B CyTKH, ¥ 34 MCeK B rpynre, Nojiy4aBlIuX CakBUHaBUP/PUTOHABHUP B 1103€
1500/100 mr 2 pa3a B CyTKH (cM. Takxke pazzaen «Ocobbie yKa3zaHusm»).

CnydaeB «mUpy3THOM» Taxukapauu (torsade des pointes) u yumMHenus uHtepBaia QT>500
MCEK B MCCJIEIOBAaHUM He HaOMOAaNoch. Y HEKOTOPBIX MAalMEHTOB HENb3s MCKIHOYHUTHL CBS3b
MEX/1y pa3BMTHEM CHHKOIE MM MPECMHKOMATBLHOTO COCTOSIHUSA M yJUIMHEHWEM uHTepBaia PR.
KnuHndeckoe 3HaueHWe JaHHBIX W3MEHEHWH, HaOII01aBUIMXCS Y 310POBBIX J0OPOBOJIBLEB, HE
n3BectHO Ui BUY-HHOUUMPOBAHHBIX MAllMEHTOB, TOJYHAIOUIMX CAKBHHABUP/PUTOHABUD,
OJIHAKO clielyeT u3berath yBeJUYeHUs 103bl cakBUHaBUp/puToHaBup 6osee 1000/100 mr 2 pasza
B CYTKH.

PesynbraThl M3ydeHus BIMsSHUS cakBMHaBUpa Ha uHTepBan QT, papMakKOKUHETHKY U BUPYCHYIO
Harpy3ky y BHU-undpuumpoBaHHBIX TNalLMEHTOB, paHee He TOJIyYaBIIUX Tepanui |
HAYMHAIOIIMX JIEYEHWEe CAaKBUHABUP/PUTOHABUP C WCIMOJIB30BAHMEM MOAM(UIIMPOBAHHOTO
pexuMa J03upoBaHus (cakBMHaBUp/puTOHaBMp B Jo3e 500/100 Mr 2 pa3a B CyTKM B
KOMOWHAIMU C IByMsS HYKJICO3WHBIMH WHTHOMTOpaMHM OOpaTHOW TpPaHCKPHUIITa3bl B TeYEHUE 7
JHEH ¢ mocieayomuM yeauuenreM 1036l 1o 1000/100 Mr 2 paza B cyTKH B KOMOMHAIMH C
JBYMS HYKJICO3MJHBIMM HWHTrHOMTOpamMu oOpaTHONW TpaHCKpuUNTa3el B TeueHHe 7 JHeE#),
MoKa3aji, 4yTo yBeaunueHue uHteppaia QT MeHee BbIpaKeH MpH YCIOBUM M3MEHEHHM peKUMaA
Jno3upoBanus. Jlons nauMeHToB ¢ yaauHenuem uHtepBaia PR>200 mcek BappupoBanack ot 14%
Ha 3 zeHb Tepanuu A0 38% Ha 14 nenb tepanuu. Ilpu npueMe cakBuHaBMpa ¢ pUTOHABUPOM B
MOZM(DULIMPOBAHHOM peXUME J103upoBanus Onaroaaps addexTy ynyuienus GpapMaKoOKUHETUKH
CaKBMHaBHMpa B TMEPBYIO HEJENIO HKCMO3WLMSA CaKBHHABUpa JIOCTUTalla MaKCMMyMa Ha 3 JIeHb
Teparnuy U yMEHbLIANACh 10 MUHUMAJILHOTO 3HAa4YeHHs Ha 7 JeHb.

[TocnenoBarenbHoe cHukenue ypoHs BHWY-PHK wabmopanocs y Bcex NMauMeHTOB,
MOJY4YaBIINX CAaKBUHABUP/PUTOHABUP B MOAU(DUIIMPOBAHHOM peKHUME JO3UPOBAHHS B TEYEHUE
2-X HEJeNILHOTO NMepUo/ia JICYEHUs! U paHee He TMOJTYYaBIINX Teparuio, YTO CBUIETEILCTBYET O
nojasiennn Bupyca. Jlonrocpounas 3GGEKTUBHOCTH TNPH  MOAU(PHULIMPOBAHHOM  pekKHUME
JI03UPOBAaHUs HE U3yyallach.

Hoknunuueckue oannvie no b6ezonacnocmu

Kanyepocennocms

He ObulO BBISIBIIEHO HMKAKOM KaHLEPOreHHOW aKTMBHOCTH CaKBMHABHpAa TPU BBEJICHUM
npenaparta KpbiCaMm M MbIIIAM Ha MPOTSKEHUH 2-X JIeT. DKCIO3ULMUS CAaKBMHABUpa B IUIa3Me
(AUC) y stux ocobeii paBHsiack npumepHo 37% u 85% 5KCMO3WIMK CaKBUHABMpaA Yy JIHOJIEH
Mpy NpueMe cakBUHaBHpa U puToHaBupa B 103ax 1000/100 mr 2 pa3za B JieHb.

Mymazennocms



B wuccnenoBaHusx in vitro Ha MYTareHHOCTb M T€HOTOKCHYHOCTb (MpH HEOOXOAMMOCTH - C
MeTaboMyeckol akTHBalMei) ObUIO MOKa3aHO, YTO CAKBMHABUP HE OKAa3bIBAET MYTareHHOMW
AKTUBHOCTH KakK Ha OakTepuasibHble KJIETKH (TecT Dimca), TaK U Ha KJIETKM MIIEKOIUTAIOIIMX
(kneTku JIETKUX KUTaNCKUX XOMSIUKOB V79/HPRT-tect (©
runokcanTuHryanuHdochopudozuntpanchepasoit). CakBUHaABUp HE BBI3BIBAET XPOMOCOMHBIX
MYTalHi in vivo (MAKPOSIEPHBIN TECT HAa MBILIAX) WK in Vitro B 4enoBeYecKux tuMdounTax, a
Takke He BbI3bIBaeT nepudHoro nopexaeuus J{HK in vitro (penapatuBnsbiii cuntes JIHK).
Bnusnue na ¢hepmunvrocmo

B uccnenoBaHusx Ha Kpbicax He Oblio  OOHAapyKEHO OTpPMLATENILHOrO BIMSHMS  Ha
PENnpOAYKTHBHYIO QYHKUHIO U (PEpTUIBHOCTL NPH 3HAuUeHMAX s3kcno3uuuu npenapata (AUC),
COCTaBJSAIOMX NpUOIU3UTENbHO 33% OT SKCNO3UUMM Y JIOJIeH NpU NpUEMe CakBMHaBUpa B
KOMOWHAIIMK C PUTOHABUPOM B peKOMeHJ0BaHHBIX J03ax 1000/100 Mr 2 pa3a B 1eHb.
Tepamozernocmo

B wuccnenoBaHMsX Ha Kpbicax M KpOJMKaxX He HaOmoAanoch 3MOPHMOTOKCHYECKOTO WU
TEPaTOreHHOTO BIIMSHUS CAaKBUHABUpa TMpU 3HAYEHUAX odkcrozuuuu npenapata (AUC),
COCTaBJISIOIUX MPUOIU3UTENBHO 32% OT 3KCMO3WLMM Y JIIOJIeH NMpH NpUeMe CaKBUHABHpa B
KOMOMHALIMKM C PUTOHABUPOM B peKoMeH10BaHHbIX f03ax 1000/100 mr 2 pa3a B aeHb.
DapmakokuHemuka

Bcacwvisarue

ITpu npueme oaHokpaTHO# 1036l npenapata 600 Mr nocne npuemMa BbICOKOKaJIOPUHHOMN TNUIIN
abcomoTHass OMOAOCTYNMHOCTL CaKBMHaBHpa cocTaBisieT 4%, Bapbupys oT 1% 1m0 9%. Ckopee
BCero OMOAOCTYNMHOCTH JIMMUTHpPOBaHa coueTaHueM d(ddekrta HEenoJHOro BcacbIBAaHUS M
BBIPAKEHHBIM META0OIM3MOM «MEpPBOrO MPOXOXKAECHUSN) uepe3 MedyeHb. bbulo mokazaHo, 4To
3Hadenue pH He wrpaer Gosnbwiol ponaM B 3HAYUTETBHOM YBEIMYEHHMH OMOAOCTYIHOCTH,
HalJmo1aroleMcest ocJie mpueMa Mnumiu.

B nepekpectHom wuccinenoBanud  y BHWY-uHOUUMpPOBAHHBIX TMALMEHTOB, TMOJTY4aBLIMX
cakBMHaBUp B KOMOMHauuu ¢ putoHaBupoM 1000/100 Mr 2 pa3a B aeHb CHayasla HaTowak (Tpu
NoCJe/10BaTeNbHbIX MPUEMa), a 3aTeM I0cie NpUeMa BbICOKOKAJIOpUHHONW NUILK (46 T KUPOB,
1091 kxkan) (Tpu mnocnenoBatenbHbIX npuema), AUCo.12 cakBuHaBupa paBHsiiochk 10320
HT * u/M 1 34926 HT + 4/MJI, COOTBETCTBEHHO. Y BCEX MalMEHTOB (KpOME OJIHOTO) OTMEHaioch
JIOCTHIKEHHE 3HAYEHWI MUHUMAlbHOW paBHOBECHOW KoHUeHTpauuu mnpenapara (Cssmin) BbILLIE
HUKHUX 3HA4YE€HUH TepamnmeBTHYECKOrO /Mara3oHa Tpu TpueMe HaTolak. Tem He MeHee,

CaKBHHABHUp B KOMOMHAIIMU ¢ PUTOHABUPOM CJIIEAYET NMPUHUMATHL B TCUCHUE 2 4 rioclie eJibl.



Y BUY-uHpULMpOBaHHBIX NALMEHTOB, NMOayyaBlIMX cakBUHaBup 600 mMr 3 pasa B CyTKM nocie
enpl, AUC u wmaxkcumanbHas KoHueHTpauus B mjiazMe (Cmax) TpUMEpHO B JIBa pasa
MPEBOCXO/INIIH TAaKOBbIE Y 3/I0POBBIX J0OPOBOJIBLIEB NIPH aHAJIOTHYHOM PEXHUME JO3UPOBAHUS.

CakBHHAaBHp B MSATKMX JKeTaTMHOBBIX Karmcynax 200 Mr uiaM cakBUHaBMp B TaOleTkax,
MOKPBITHIX 000s0ukoi, 500 Mr B komOMHauuMu ¢ puToHaBHpoMm B jao3ax 400/400 mr wim
1000/100 Mr aBaxael B ieHb 00€CNEYUBAIOT CXOAHYIO MJIM OOJIBIIYIO CUCTEMHYIO SKCITO3ULUIO
CaKBMHaBMpa Ha TPOTSIKEHWW 24 4, YeM TpHU YBEJIMYEHHM JI03bl CaKBWHABHUpAa B MSATKHX

KenaTHHOBBIX Karcynax 200 mr go 1200 Mr/Tpu pa3a B CyTKH.

Y BUY-uHQUUIMPOBAHHBIX TAIlMEHTOB, paHee He TMOJYy4aBIIMX Teparnuio M HauyWHAIOUIMX
noJiyyaTh T€panuio CakBUHaBUPOM/PUTOHABUPOM B MOAM(PUIIMPOBAHHOM PEXUME 103MPOBAHUS
(500/100 Mr nBaxbl B IeHb B TEUEHHUE MEPBBIX 7 JHEH Tepanuy ¢ NocieAyloluM YBETHYEHHEM
no3el 10 1000/100 Mr aBaxapl B IeHb B TEYEHHE MOCHEAYIOIMX 7 IHEH Tepanuu), CHCTEMHas
JKCTMO3MLMS  CaKBMHAaBHpa, Kak TIpaBWiIO, JOCTUraja WM TpeBblllajia  3HAYEHMH,
Ha0moAaBIIMeCs B PaBHOBECHOM COCTOSSHMM TIpH  CTaHJApPTHOM PEXUME J03MPOBaHMS
cakBMHaBupa/puToHaBupa B 103e 1000/100Mr aBas /bl B 1€Hb.

Jluapes He BIMsET Ha BCachblBAaHWE CAKBUHABUPA, a TAK)KE U CaM IIPUEM TIpernapaTa He OKas3biBaeT
BIIMSHUSA HA AapaMeTphl JKeTyA0YHO-KHILEYHOH abcopOuun.

CakBuHaBUp gBaseTcs cyOcTpaToM Ul Gellka MHOXECTBEHHOMW JIEKapCTBEHHOW YCTOHUMBOCTH
MDRI1 (P-rimvkonporenHa).

Pacnpeoenenue

CakBuHaBup Xxopowo pacnpeaensercds B TkaHsaX. CpeaHuit oObem pacnpezneneHus B
PaBHOBECHOM COCTOSIHUM miociie B/B BBeAeHus 12 mr - 700 n (koadduument Bapuauun 39%).
Cesa3b ¢ Oesnkamu 11asMel - 98%, He 3aBMCHT OT KOHLeHTpauwuu mnpenapara (15-700 wr/min).
CakBunaBup (npu mpueme 600 mMr 3 pasa B JeHb) He oOmnpejaensercss B CHMHHOMO3TOBOW
KHMJIKOCTH.

Memabonusm

[Toasepraercs 3HaUNTETLHOMY TIEYEHOUHOMY MeTaboau3MYy. BBICTphIi MeTaboIn3M 10 MOHO- U
JIM- THPOKCHJIMPOBAHHBIX HEAKTHUBHBIX MPOU3BOIHBIX OMOCPEAYETCA Yepe3 CUCTEMY LIMTOXpPOMaA
P450 u ocywmecrtBasercs uzopepmentom CYP3A4, xoropblii oTBewaer 3a Oonee uem 90%
ne4yeHoyHoro Merabonusma  (uccienoBanus in vitro). Tlocne B/B BBeneHus  66%
LIMPKYJIMPYIOLIEro cakBUHAaBUpa OOHapyKMBaeTCs B HEM3MEHEHHOM BHJIE, OCTajlbHas 4acThb - B
BUJIe METaOOJIMTOB, YTO COOTBETCTBYET 3KCTEHCUBHOMY METabO0JIU3MY «IIEPBOTO MPOXOKIAECHUA»

B IICYCHH.



CucTeMHbli KIMpeHe nocie B/B MHQy3un 6, 36 u 72 Mr cakBUHaBUpa BBICOKHI M COCTaBIAET
1,14 n/u/kr (ko3 puument Bapuauun 12%), 4To cinerka npeBbillaeT NeYeHOYHbIH KPOBOTOK.
[Teproa nmomyBbIBEIeHHS TIpenapara W3 OpraHu3Ma CoCTaBJIsSIET 7 4.

Buvigeoenue

Yepes 4 aus nocne npuema '*C-caksunaBupa BHYTpb (600 Mr) 88% u 1% paaMoakTHBHOCTH
0OHapy>XUBAKOTCS B KaJle © MOY€E, COOTBETCTBEHHO.

Uepes 4 1HA mocne BHYTpUBEHHOro BBeaeHus '‘C-cakeunaeupa (10.5 wmr) 81% u 3%
paaMoaKTHBHOCTH OOHApYKUBAIOTCS B Kajle U MOYe, COOTBETCTBEHHO.

[Tocne npuema BHYTph 13% uMpKyAMpyIOLIEro B Ija3me cakBUHaBUpa ObLIO MPEACTaBIEHO B
HEU3MEHEHHOM BHJE, OCTaJIbHas YacThb - B BUJE MeTaOOJIMTOB.

DapmakoKuHemuKa 6 0co0bIX K1UHUYECKUX ZPYRNAX

Iloueunas neoocmamounocms

®dapMaKOKMHETUKA CAaKBUHABHMpA Y MAlMEHTOB C MOYEUHOW HEI0CTaTOYHOCTBIO HE U3yYallach.
Ileuenounasn neoocmamoyrnocms

Bnusuue HapymieHus (YHKUIHW TIEUYEHW Ha PaBHOBECHYIO (hapMaKOKMHETHKY CaKBHHaBHpa B
KOMOMHAIIMM ¢ PUTOHABUPOM H3ydasnock mpHu ydyactun BUY-mHQUUMpPOBAHHBIX mNalMEeHTOB
(N=7) ¢ napywenneMm ¢yHKUMM neyeHu cpeaHei crenenu (knacc B (7-9 GannoB) no wikane
Yaina-Ileto). Jlannoe wuccnenoBaHue BkiIoyano B ceds KOHTpodbHyro rpynny BHY-
uH(uuMpoBaHHbIX nauueHToB (N=7) ¢ HOpMasbHOW (QYHKUMEH NE4YeHH, COOTBETCTBYIOLIMX
McCllelyeMbIM TalMeHTaM 10 BO3pacTy, Mojy, macce Tena ¥ norpebsienuto tadbaka. Y BUY-
MHQUUMPOBAHHBIX TALMEHTOB C HapylmeHWeM (QYHKUHMU TEYEHH CpEHEH CTENeHW TIKECTH
cpeanue (% korppuument Bapuauun) 3HaueHUst AUCo.12 1 Cmax CaKBMHaBUpa cocTaBisuii 24,3
(102%) wmr*u/mMman w 3,6 (83%) wmr/mn, coorBercTBeHHO. COOTBETCTBYIOUIME 3HA4YEHHS B
KOHTpOJbHOM rpymnne coctaBisuid 28,5 (71%) mr*u/mn u 4,3 (68%) mr/mi. OTHOCHTENBHO
AUCo.12 ¥ Crax CpefiHee reoMeTpudeckoe hapMakOKMHETHYECKHX MapaMeTpOB Y MAllUEHTOB C
HapyuieHueM (YHKIMH Te4eHH K (apMaKOKMHETUYECKHWM TapamMeTpaM TMalUeHTOB ¢
HopMaibHO#M dyHKkuuen nevenu (90% noeeputenbHbI MHTEpBan) coctasisuio 0,7 (0,3-1,6), uto
MO3BONSET MPEANnoNOKnTb npubauzutensHo 30%  ymeHblieHHe (apMaKOKHHETHYECKOM
HKCMO3ULMK Y TALMEHTOB C HapylleHueM (yHKUMM neyeHn cpeaHei crenenu. Y BHY-
WHQHULMPOBAHHBIX NMALMEHTOB C HapylieHWeM (DYHKIMH TEYEHU Cpe/IHE CTENEeHHW KOppEeKUUH
J103bl CAaKBUHABHMpa He TpedyeTcs (cM. pazjen «Ocolble yKa3aHus»).

Ilon

He BbisgBieHO BiIMsHUS T1osa Ha (HapMaKOKMHETHKY CaKBHHABMpa TpU  OAHOKPATHOM
nepopaibHoM  mpueme 600 wmr y 310poBbIX  JoOpoBonbleB. Ilpu  uccnenoBaHun

OMOPKBMBAJICHTHOCTH cakBHHaBupa B kancyrnax 200 mr v tabiaeTkax, MOKPHITHIX 000JI0UKOH,
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500 mr B KOMOMHAUMK C pUTOHABUPOM OOHapykeHa Oosiee BbICOKas SKCMO3MLMSA CaKBUHABUpaA Y
xeHuH (AUC Ha 56%, Cmax Ha 26%), HE3aBUCUMO OT Macchl Telna ¥ Bo3pacTta. KnuHuuecku
3HaYUMBIX pa3uuuidi  3pdekTHBHOCTH M 0€30MacHOCTH  3aperMCTPUPOBAHHOTO  peXxUMa
JI03UPOBAHMS CaKBMHABHpa y MY)XYMH M JKEHUIMH He BbIsiBIeHO. Tepanus CakBMHaBMpPOM B
KOMOWHALIMKU ¢ puToHaBupoM B jo3ax 1000/100 Mr Oeia npusHana 6e3onacHoi 1 ek THBHON
y 000X TIOJIOB.

Pacosas npunaonesxcrnocmep

Brusinue pacel Ha hapMaKOKMHETHKY CaKBUHABUPA HE U3Y4aloCh.

Bospacm

H3yuenne papMakOKHHETHUECKUX MapaMeTpoB y JeTei A0 16 neT u B3pocibIX cTapiue 65 jeT He
NIPOBOJMIIOCH.

PaBHOBecHas HKCMO3WIIMS CaKBUHABHpa, HaOOAaBIIAsACS B MEIUATPUUYECKUX HMCCIIEIOBAHUSX,
ObUla CYIIECTBEHHO BBIIIE 1O CPAaBHEHHMIO C TNPEIIIECTBYIOUMMH JaHHBIMU, MOJTYYEHHBIMH Y
B3pOCIbIX (Y KOTOPBIX HabMOaoch 0303aBUCHMOE U KCIO3UIIMOHHO3aBUCUMOE y/UTHHEHHE
untepsaioB QT u PQ)

ITokaszanus K NpHMeHEeHHI0

Jlewenne BHY-1 wuHOuMUMpOBaHHBIX B3pOCIBIX MAalLMEHTOB B COCTaB€ KOMOWHUPOBAHHOM
Tepanuyu ¢ PUTOHABUPOM U JIPYTUMH aHTUPETPOBUPYCHBIMH JIEKAPCTBEHHBIMH NpenapaTamu.
IIpornBonoka3anus

JUis 03HaKOMJIEHHUs ¢ BO3MOJKHBIMU NPOTHBOMNOKA3aHUAMHU HEOOXOAUMO U3YUUTb MHCTPYKLMIO
M0 MEJMLUMHCKOMY NPUMEHEHHIO PUTOHABHPA, MCTIOJIB3YEMOro B KOMOMHALMM C MpenapaTtom
Uurtepdact. ['MnepyyBCTBUTENBHOCTE K CaKBHHABUPY WK JOOOMY JpPYyroMy KOMITIOHEHTY
npenapara.

JlekoMneHcHpOBaHHOE 3a00JIeBaHNE MEYEHH.

OnHOBpeMEHHBIN npueM TepdeHaauHa, acTeMHW30J1a, MU30JacTHHA, UM3anpuaa, avdemanunna,
MUMO3UJa, aMHoaapoHa, diekanHuaa, nponadeHoHa, artazaHaBupa, JIOMHaBUpa, Oenpuania,
NWJIOKaWHa CHUCTEMHO, XMHMIMHA, MOYTWIMAA, cOTajlojla, aAMUTPUNTUIIMHA, WMMIpaMUHa,
KJIOMHUIpPaMUHA,  ManpoTWIMHA,  KJIApUTPOMMLIMHA,  JPUTPOMUUMHA,  ranodaHTpUHAa,
MeHTaMuAuHa, cnapgiokcalMbia, MeTajoHa, cuijgeHadwuna, Ttaganaduia, BapaeHaduna,
KJI03aniHa, Tajionepu/oia, XJIOpIpoMasuHa, Me3opuaa3uHa, ¢GeHOTHa3uHa, CepTUHIONA,
CYIbTONPHUAA, TAOPHA3WHA, 3UTIPACKHIOHA, BAHKAMHUHA JIJI1 BHYTPUBEHHOTO BBE/ICHHS, JIaTiCOHa,
QU30TIMpaMuUIa, XWHHMHA, (enTanuna, andeHTaHwia, Takpoiumyca, Joderninuaa (BO3MOKHO
pa3BUTHE JKM3HEYIPOXKAIOLWIMX apuTMHi); pudamMnuumHa (TsoKenas TrenarouesunoaspHas
TOKCHMYHOCTB); ~ QJIKaJlOWIOB  CTIOPBIHBM  (HanmpuMmep, JUTHAPOIProTaMUHA, SProHOBMHA,

SproraMHuHa, METHIIBProMeTpruHa (ocrpasl TOKCM‘!HOCTb)); CUMBACTATHHA, JIOBACTATHHA
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(pabaoMuonus); MuaazojaMa s MEpOpajbHOrO MPUMEHEHWs (IIUTeNbHas —celalus);
Tpuaszosiama (MpoJOJDKUTENbHAs/upe3MepHas celalisd W yrHeTEHWe [IbIXaHWs), KBeTHanuHa
(yBelIMYEHHE TOKCHMYHOCTH KBETHANHHa); andy3o3uHa (BO3MOXKHO pa3BUTHE apTepHalibHON
TMIIOTEH3MU);  Tpa3oJoHa  (MOTEHUHAJbHOE  Pa3BUTHE  JKU3HEYIPOXKAIOUIMX  apUTMMUIA,
apTepUaIbHOM FMIMOTEH3UH, TOIHOTHI, TOJIOBOKPYXXEHHUSI U 0OMOpPOKa).

Bpox/eHHOE WM JOKYMEHTAJIBHO TOATBEPKACHHOE NMPHOOPETEHHOE YIIIMHEHWE HHTepBasla
QI

DJIEKTPOIUTHBIE HApYLIEHHs, OCOOEHHO HECKOPPEKTUPOBAHHAS THITOKATIMEMHS.

Knunnyecku 3Haunmas Gpaaukapaus.

KnuHnyecku 3HauMMas cepzieyHasi HeIoOCTaTOYHOCTh CO CHUKEHHOMN (pakumeit BbIOpoca 1eBoro
KenmyaouKa.

CumnTomaTHuecKas apuTMHUsi B aHaMHe3e.

OnHOBpEeMEHHOE MCTIOJIb30BaHKE C TpernapaTaMu, ClToCOOHBIMHM YUTHHATL HHTepBaibl QT w/wim
PR (cM. pa3nen «B3auMoaeicTBHE C IpyTUMHU JIEKapCTBEHHBIMH TTperapaTtaMmmu» ).

Jletckuii Bo3pact no 18 ner.

C 0CTOpPOXKHOCTBIO

OIHOBpPEMEHHBIN MpUEM Je/laBupuHa (YBEIHYEHHE «TEYEHOUHBIX)» TpaHCAaMHMHa3); KOJIXHIMHA
(HeHpoMBbILIEYHBbIE HapyIIEHWS, B YacTHOCTH pabaoMuoiu3); Heda3onaoHa, XHHYNPHCTHHA,
nandonpucTuHa (BO3MOXKHO pa3BUTHE apUTMHIA); omernpasosia (yBeJMYeHHE KOHLEHTpaluu
CaKBMHAaBMpa) M APYrMX WHTUOMTOPOB MPOTOHHOTO Hacoca; caiMereposia (PUCK CeplAedHO-
COCYJIMCTBIX OCJIOKHEHWH, yulMHeHusa unTepBana QT, cepaueduenns, CHHYCOBOH TaXUKap/IuH);
($y3u10BON KUCIIOTHI (yBeIMYEHHE TOKCMUYHOCTH); pudalbyTuHa (yBeTMueHHE KOHIEHTPALUH
pudabyruna); ¢uronpenaparoB, coaepKauMx 3BepoOOH MnpoablpsABieHHbI (Hypericum
perforatum), NeKapCTBEHHLIX TpenapatoB W OWOJIOrMYeckk akTUBHBIX J00aBok (BAJT),
COJepKALIMX IKCTPAKT YECHOKA; TUNpaHaBupa, kapbamaszenuHa, deHodapOurtana, genutonna,
JIeKcaMeTa30Ha (CHWKEHHE KOHIEHTpAllMM CaKBMHABUpA); ajrnpa3ojiama, MKaius Kiopasernara,
auasenama, ¢ayposenama (yBenuueHue celatuBHOTO a¢dekra); Muaa3ojaMa mapeHTepalbHO;
denoaunuHa, HudeaUNHMHA, HUKapAWNWHA, JWITHAa3eMa, HUMOJMIIWHA, BepanaMmuia,
aMJIOIMNIMHA, HU3O0JJIMNIMHA, MCPAJUNHMHA, LMKIOCIIOPUHA, CHpOJMMYyca (pamaMuIHa)
(yBenM4eHHe KOHIEHTpalWW TmpenapaTtoB); ¢uiyTHka3oHa; Oy/ecoHWaa; aropBacTaTHHA,
llepyBacTaTUHa (BO3MOXKHOE pPa3BUTHE MbIlIEYHOH ciabocTH, GONM B MBIIINAX, YBEJUYEHUS
akTuBHOCTH  KpeatuHpochokunasbl (KDK)): npaBacratuna, ¢uyBactaTiHa (BO3MOKHOE
BIIUSHUE Ha TpaHCnopT O€JIKOB); JMroKcHHa (yBENMUYEHME KOHLEHTPAUUM JUTOKCUHA);
STUHWIIACTpaaMona (CHMKEHHME KOHLEHTpalluM Tpenapara). HelduHaBUpa; WHIMHABUpPA

(pa3BuTHEe HedpoUTHA3A). .
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IIpumenennst npu 6epeMEeHHOCTH H B IEPHO/I FPYAHOI0 BCKAPMJ/IHBAHHSA

Fbepemennocmu

DKCNEPUMEHTBI Ha )KMBOTHBIX HE CBUJETEIBLCTBYIOT O MIPSIMOM MJIH KOCBEHHOM TOBPEKaIOIIEM
s¢dekTe cakBUHaBMpa Ha pa3BUTHE SMOpPHOHA WIIM TUIOJA, TeueHHE OEpPEMEHHOCTH, TEpH- M
MOCTHaTaJbHOE pa3BUTHE. OMNBIT KIMHUYECKOTO TIPUMEHEHMs Tipemnapara y OepeMeHHBIX
JKEeHIIMH orpanuyeH. [Ipu npumenenun npenapata MHTepdact B KOMOMHALMK C JpyruMu
AHTUPETPOBUPYCHBIMM TIpernapaTaMu y OepeMeHHBIX, pelKo coo0manoch O BPOKIAEHHBIX
MOpPOKAaX  pa3BUTUs, BPOXKJIEHHBIX AaHOMAJIMAX, a TaKkKe JIPYrMX HapyleHusX, He
COMPOBOKAABLINXCS BPOKIACHHBIMM AaHOMATTMAMHU.

Bo Bpems 6epemennocti npenapat MaTepdact cinepyer npuMeEHITh TOJBLKO B TOM Clly4ae, ecili
BO3MOJKHas M0JIb3a /Il MaTepH TpeBbILIaeT NOTEHUHAIbHBIA PUCK Ul TUIO/A.

Ilepuoo epyonozo éckapmausanus

JlaHHBIX, MOTYYEHHBIX Ha )KUBOTHBIX U Y YeJIOBEKa OTHOCUTEIHLHO BO3MOXKHOIO NPOHUKHOBEHHUS
CaKBHWHaBHMpa B TPyJHOE MOJIOKO, HeT. OLEeHUTb BO3MOXHBIE MOOOYHBIE JEHCTBUA TNpenapata
Hurepdact y rpyaHbIx aeteil He NpeAcTaBiIsSeTCs BO3MOXKHBIM, CJIENOBATENbHO, KOPMJICHHE
TPYAbIO CleAyeT TIpeKpaTUTh JIO Hadana JiedeHuss mnpenaparom MHurepdact. BHU-
MH(UIMPOBAHHBIM JKEHIIMHAM HE PEKOMEHJ/YETCs KOPMMTBH Ipy/blo BO M30ekaHWe nepeaayu
Bupyca BUY pebenky.

Cnocod npuMeHeHHs H 103b1

[Tpenapar Wutepdact HazHauyaeTcs TONLKO B KOMOMHAUMW C PUTOHABUPOM (YCHIICHHBIH

pexum)!

HeoOXxoaumMo — Tak)ke 03HAKOMHUTLCS € MHCTPYKLMEH 110 MEAWIUHCKOMY TIPUMEHEHUIO

PUTOHABUPA.

VYV nauueHToB, yXkKe TNOJy4alolIMX pPHTOHABHP B COCTaBE aAHTHPETPOBUPYCHOH Tepamnuw,
JIOTIOJTHUTETbHBIN TIPHEM PUTOHABHpPA He TpedyeTcs.

PexoMenpayercs cTporo co0moAaTh MpeArnucanHbli pexuM Npuema rnpernaparos.

BHyTpb, BO BpeMs Wi HE No3Hee 2 4acoB Mocie npueMa nuiiy.

Cmanoapmmusiii pexcum 003upoeanus

B3pocnble:

- 6 KomOuHayuu ¢ pumonasupom (ycunennviti pexcum): npenapat Uuarepdact 1000 mr 2 pasza B
CyTku ¥ puToHaBup 100 mr 2 paza B CyTKM B KOMOWHALMHU C JPYTUMH aHTHPETPOBUPYCHBIMH
npenapatamu; rnpenapar MHtepdact U puTOHaBUpP NMPUHUMAIOT BHYTPb OJHOBPEMEHHO W HE
1no3aHee 2 4acoB NocJie nmpueMa Muliy.

VY naunueHToB, paHee HE TIONYYaBIIMX TEpanmMio M HauYWHAIOUIMX JIEYEHHE TNpernaparom

Wurepdact, pekomeHaoBaHHas HavaibHas 1n03a cocrtaBiaser 500 Mr 2 pasza B CYTKH B
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KOMOMHAIIMK C pUTOHaBUPOM B J103e 100 Mr 2 pa3a B CyTKH B TEYEHHE MEPBLIX 7 AHEH Tepanuu.
Yepez 7 JHel OT Hayana Tepanuu PEKOMEHJAYETCS YBEJIMUYEHHME J103bl Tpenapara
Unrepdact/puronasupa 1o 1000/100 mr 2 pasa B CyTKH.

IIpy nepexone ¢ Tepanmuu JApyrMMH MHrMOMTOpaMm mpoTeassi BUY B xomOuHaumm c
PUTOHABMPOM MM HEHYKJIEO3WIHBIMM  WHTHOMTOpaMH  OOpaTHOM  TPaHCKPHIITA3bl
pEeKOMEH/IyeTCsl HavyaTh Tepanuio rpenapatom MHTepdact B cranJapTHOH peKOMEHI0BaHHON
no3e 1000 mr 2 pa3a B CyTKH B KOMOWHALMK ¢ pUuTOHaBUpOM B 03¢ 100 Mr 2 pasa B cyTku 6e3
TepHo/ia BHIMBIBAHUS;

- 6 kKombunayuu c Opyeumu uneubumopamu npomeasvi BHY: 118  03HaKOMIJIEHMsS C
PEKOMEH/IOBAHHBIMM ~ JI03aMM M BO3MOJKHBIMM  NMOOOYHBIMH 3¢ dexTaMun  Ipyrux
AHTUPETPOBUPYCHBIX TPENaApaToB CIEAYET U3YYHTh MHCTPYKLIHH 110 UX TIPUMEHEHHIO.
Jo3upoearue ¢ ocodsix cayuasx

ITp BO3HMKHOBEHHWM TSUKENIBIX SBJICHWH TOKCMYHOCTH JiedeHHe Tpenapatom HMHTepdact
clielyeT TpepBaTh. BeiecTBHE BO3MOXKHOIO YBEIMUYEHMs TUIA3MEHHBIX KOHLEHTpALWi Ipu
KOMOWHMPOBAHHOM Tepanuu ¢ JPYrMMH aHTUPETPOBUPYCHBIMHM Tipernapatamyu (Harpumep, ¢
PUTOHABUPOM) MOKET MOTpebOBaThCS U3MEHEHHE 103 HHTUOUTOPOB npoTea3sl BUY.
Jo3uposarue y ocodsix zpynn nayuenmos

Ilayuenmui ¢ neveHoyHOU HEOOCMAMOYHOCNIBIO

Y BUY-uHpUUMpPOBAHHBIX MALMEHTOB C HapylleHUIMH (YHKLUMH NEYEHHW JIErKOH M cpeaHei
CTeneHel TAKECTH KOppeKUUH 103kl nipenapata MuTepdact He Tpebyercsa. B cBsA3m ¢ BbICOKOH
BapHabeIbHOCTBIO HKCMO3ULIMK B JIAHHOW MOMYJISIMHA MALMEHTOB PEKOMEHAYETCs TIIATeIbHOE
HabmoieHue 3a npodunem 6e30MacHOCTH (BKIJIIOYast CHMITTOMBI aDUTMUH) U BUPYCOJIOTHYECKUM
oTBeToM. JlekoMmneHcupoBaHHOe 3abojieBaHME TIEHEHW SABJISETCS TPOTHBOIOKa3aHHEM K
HazHaueHH1o npenapata Uutepdacr.

Iayuenmul ¢ noweyHol HeOOCMAMOUHOCMBIO

VY NanMeHTOB ¢ JIETKOH M YMEPEHHOW CTENEHbIO MOYEYHOH HEeJOCTATOYHOCTH KOPPEKLHH 103bI
npenapata Untepdact ne tpedyercs. [lpu npumenenun npenapara MuTepdact y naumeHToB ¢
TSDKEJIOM MOYEeYHON HEOCTaTOYHOCTBIO ClIEYeT cOOII0AaTh OCTOPOKHOCTD.

Hemckuu 6o3pacm

DddexkTuBHOCTL U Ge3onmacHoCTh npenapata MHTepdact y aereit 10 18 net He ycTaHOBIEHBI.
JUis nanHOW MONyNslMU HE YCTaHOBJIEHBI J103bl mipenapata MHTtepdacT, He BbI3bIBatOLIME
yauinHenue untepaioB QT u PR v ogHoBpeMmenHo oTBevaroue napamerpaM 3(GppeKTHBHOCTH.
CymecTByeT orpanvueHHas uHdopmanms ob ucnosb3oBaHuu npenapata Mutepdact B Markux
JKEJTATUHOBBIX Karicynax (HeycwieHHbI pexum) y naeteid. HMudopmaums o npumenenuu

npenapata Mutepdact 6e3 putoHaBupa (HEYCHIIEHHBIH peKUM) Y IeTel OTCYTCTBYET.
14




Hoxcuno 6o3pacm

OnbIT NpUMeHeHHs y mauueHToB crapiie 60 et orpanuueH. Jlannbie Juis peKOMeHJalUH
pekuMa JI03UpOBaHUs OTCYTCTBYIOT.

ITobouHnoe neiicrBue

Jlanuvie kiuHu4eckux uccaie)08anull

CaMbIMU YacCTBIMM HEXeJIaTelIbHBIMU SBJIECHUSMH C Kak MUHHMYM BO3MOXXHOW CBS3BIO C
PEXUMOM, YCUIIEHHBIM PHTOHABUPOM, OblITH JAuaped, TOIIHOTa, YTOMJIAEMOCTb, PBOTa,
METEOPU3M H 00JIM B )KMBOTE.

IIJ'IH OMUCAaHMS YacTOTbl MOOOUYHBIX peaxuuﬁ, BO3HUKAOUWKX TNpH NPUMEHECHHHW CAaKBHMHABHpa,

YCHJIEHHOT'O PUTOHABUPOM, MCIOJIL3YIOTCS ClIE/lyIOlINe KaTeropun: oueHb uacto (=10%), yacto

(>1%), <10%) u Heuacto (>0,1%, <1%).

Cucrema OpraHusMa

HexenaTensHele peakunu

Co cmoponwl kodicu u Yacro [TprobpeTeHHas TUMOANCTPOHS, ANOTELHs, CYXOCTh
NOOKOMACHO-JICUPOBOI KOH, 9K3eMa, JIUNoaTpodus, Chillb, 3y1.
KAemyamxu Heuacto Cunnpom CruseHca-/[)koHcoHa, Oye3Hbli 1epMaTuT.
Co cmoponer HepsHou Yacro ["onoBnas 6ok, nepudepuyeckas HeliponaTus,
cucmemel napecTe3us, roJOBOKPYKEHHE, N3MEHEHHE BKYCOBBIX
OIILY LIIEHHH.

Heuacro COHJIMBOCTB, CYZI0POTH.
Co cmopoHel opeana 3peHus Heuacto Hapymenue 3penns.
Co cmoponbl ncuxuyeckoil Yacto CHuxkeHue TMOuI0, HapylleHHe CHa.

cghepel

Co cmopoHnel opzanos

OueHb YyacTo

Jlnapes, TOIHOTA.

2HCENYOOUHO-KUULEHHO20 Yacto B3nyTtue xuBoTa, pBoTa, METEOPU3M, aOIOMHUHAJILHBIE
mpaxkma 6o, 60J1b B BEpXHUX OT/IENaX KUBOTA, 3arop,
CYXOCTb BO PTY, JMCHETNCHsI, OTPBIKKA, CYXOCTh T'y0,
Heo(OPMIICHHBIH CTYIL.
Heuacro [Tankpeatur.
Co cmoponbl nevenu u Heuvacto JKenrtyxa, renatur.
JHCENYeBbLIBOOSAUUX NyMET
Co cmopoHel kocmuo- Yacro MeIeyHslit crnasm.
MbIULEYHOU CUCMEMbL Yacrora Mwuanrus, MUO3NUT, pabIOMHUOIIN3.
HEeW3BECTHa
Co cmoporwl novex u Hewacro Hapymenue gpyHkumm noyexk.
MOUeBbIBOOSUJUX Nymell
Co cmoporHbl UMMYHHOU Yacro Peaxunu runepyyBCTBUTEILHOCTH.

cucmembvl

Hapywenua numanus u

OyeHb YacTo

[unepxoiecTepuHEeMHUs, TUTIEPTPUTITHLIEPHAECMHSI.

Memabonusma Yacro CaxapHblii 11abet, aHOpeKCHsl, MOBbILIEHNE
arnreTura.
Heuacro CHIKeHHe anmneTuTa.
Yacrora HHCyIMHOPE3NCTEHTHOCTD, THTIEpIaKTaTeMHus,
HEN3BECTHa TUTIEPTIINKEMHS, HHOT1A COTPOBOXKIatoIasCs

KETOAalnI030M.

15




Co cmoponbl ObixamenbHoU Yacro Onplka.
cucmemel

Co cmoponul cucmemel kposu | OueHb 4acTo CHWXKeHue uncsa TpoOMOOLIMTOB.

U 0Op2aHo8 KpoeemeopeHus Yacro AHeMHsl, CHIKeHHe YPOBHs reMorjio01uHa, CHIKeHHe
yucsia TMMQOLIMTOB, CHIKEHHE YhCIIa JIeiKOLMTOB.

Heuacro Heiitponenus.
Yacrora Vcuienne KpoBOTEUEHHH, B TOM YHCIIE CTIOHTAaHHOE
HEU3BECTHA o0pa3oBaH#e TMOAKOKHBIX TEMAaTOM M TeMapTPO30B Y

NalneHToB ¢ reModwineii Tuna A u B, nomyyarommx
JeyeHne HHruouTopaMu nporeassl BUY.

Co cmoporwl 1abopamoprvix | O4eHb 4acTo I[ToBbIlIeHHe aKTHBHOCTH aJlaHMHAMHHOTpaHChepasbl
noxkazameneu (AJIT) u acnapratamunotpanchepassl (ACT);
TIOBBIILIEHNE KOHLIEHTPALIMK XOJIECTEPUHA;
JIUTIONPOTENI0B HU3KOH IUIOTHOCTH H
TPUIIALIEPUIOB; TPOMOOLIMUTOTICHHS.

Yacto [ToBbIIEHNE aKTUBHOCTH aMMJIa3bl, KOHLEHTPALUH
oumnpyOnHa, KpeaTHHHHA, CHUXKEHHE TeMorIo0HMHa,
UM OLIUTOTIEHHS, IEHKOLIMTONEHHS.

IIpouee Yacro Obmas cmabocTh (acTeHus ), yTOMIISIEMOCTD,
HeJIOMOTaHue, YBelIMIeHNe KUPOBOH TKaHH.

Heuacrto M3ba3BIEHUS CITU3UCTONH 000JIOUKH.

Hwxe npuBeneHbl HexenaTelbHble peakuuH, HabioJaBlIMECs NMPU TNpUEME CaKBMHaBUpa B
HEYCHUIICHHOM pEXUME.

Co cmoponbt HepeHOl cucmemvl. TUTIECTE3US, HapyIIEHWE KOOPAWHALMUH, BHYTPHYEPEITHOE
KPOBOM3JIUSIHHE.

Co cmoponvl ncuxuveckou cghepvl: CIMYTAaHHOCTb CO3HAHMSA, AENPECCUS, TPEBOra, TMOMNbITKA
camoyOuiicTBa, beccoHHHUIA, HapylIeHHe JTUOUI0.

Co cmopoHbl KoHCU U NOOKONCHO-dIcUposol  kiemyuamku: cuHapoM CTtuBeHca-J[koHcoHa,
Oynne3Hslit QepMaTUT, JEKapCTBEHHAasl Chilb, TSKEJIbIE KOXHBIE PEAKLMH, CBA3aHHBIE C
HapylIeHueM (pYHKUMH MEeYEeHH.

Co cmoponbl opeano6 2enamooUnuUapHol cucmembl. JKEJITyXa, NopTalbHas TUNEPTEH3Us,
000CTpeHHe XpOHUUECKHX 3a00J1eBaHui neyeHu (C HapylleHUeM QYHKLUMH NeYeHH 4 CTENEHH).
Co cmoponvl opeanuzma 6 yenom: TUXOPAJKa, M3bA3BICHUS CIM3UCTON oOosiouku, Goib B
IPYAHOM KIIETKE.

Co cmoponvl KOCMHO-MbIULEYHOU CUCMeMbl. MBILLIEYHas c1aboCTb U OJIMapTPHT.

Co CMOPOHbL  CUCMEMbl KPOBU U OpeAHO68 KpoemeopeHus: TEMOJIMTHYECKas aHEMHUA ¢
HEUTPOTIEHHS.

Co CMOpPOHbI OpcAHOB cheﬂy()()lmo-xuulelmozo mpaxkma: aCuUMT, TMaHKpeaTUT W KHLICYHasA
HENpOXOAUMOCTb.

Hapywenus numanus u memadonusma: CHUKEHHBIH anneTur.
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Jobpokauecmeennvle U 310Ka4ecmeeHHvie  HOB000PA306aHUA  (6KMIOYAA  KUCMbL U
noaunby): MANAUIOMbl KOJXKH, OCTPbIi MUENIONIERKO3.

Co cmoponvl MouesviOeumenbHol cucmemsl: HeponuTHas.

Co cmoponbl cepoeyHo-cocyoucmotl cucmempl: CrasM nepudepuyeckux cocyz10B.

Co cmoponwvl 1abopamophvix nokazameneil. NOBBILIEHHE aKTHBHOCTH KpeaTHHHH(OCHOKHHA3BI
(K®K), runepriimkemus, THIIOTIIMKEMHUS.

Hocmmapkemunzoeoe HabrooeHue

Co cmopoHbl UMMYHHOU cucmembpl: PEaKLIU| TUTIEPYYBCTBUTEIBLHOCTH.
Hapywenus numanus u memabonusma:

e caxapHblii AMabeT WM TUIIEPTIIMKEMUS, HHOT/Ia COMPOBOKAAIOMIAACS KETOALMI030M;

e jmnoauctpodus: y  BUY-unduumpoBaHHBIX  NaLUMEHTOB  KOMOMHMpOBaHHas
AHTHPETPOBUPYCHAs Tepamnus acCOLMMUpYETCs C TMepepacrpele/ieHUeM JKUpPOBOH TKaHH -
nunoaucTpodueit, BKIOUalOmEed aTpopuio TMOAKOXKHOTO KHpa Ha JIMIE W KOHEYHOCTX,
yBEJIHUEHHE BHUCLEPATBHOTO M WHTPAaOJOMUHAIBHOTO JKUpa, YBEJIWYEHHUE MOJIOYHBIX JKeje3 U
OTJIOXKEHHUE JKUpPA Ha JIOP3aTbHOM MOBEPXHOCTH ILIEH U CITUHBI («OBIYH ropO»);

®  THIEPTPUTIHULIEPHIEMHS, TUTIEPXOJIECTEPUHEMMUS, WHCYJIMHOPE3UCTEHTHOCT,
TUTIEPTJIMKEMUS U THIIEpJIaKTaTEMUSI.

Co cmoponbl HepeHOoU cucmemyvl: COHIIMBOCTD, CYIOPOTH.

Co cmoponbvl cucmemvl Kpo8uU U Op2aHO8 KPOBEMBOPEHUs: YCUIIEHWE KPOBOTEYEHUH, B TOM
4Hcie CNOHTaHHOe 00pa3zoBaHKe MOAKOKHBIX FEMAaTOM M FreMapTpO30B.

Co cmopoHbl opeanos cenamoOunuapHot cucmemyl. TENaTUT.

Co cmopoHbl KOCMHO-MbIUEYHOU U COCOUHUMENbHOU MKAHU: NOBbIIIEHUH akTUBHOCTH K@K,
MUaITHs, MUO3UT U peaKo pabaoMuonu3e. 3aperucTpupoBaHbl CiIydyan ocTeoHekposa. Yacrtorta
HEHU3BECTHA.

Co cmoponbl novex u mouesblgoOsWuUX nymer: HapyleHue GyHKLIHUN TOYeK.

Onucarue omoenbibix n0OOYHBIX 2D heKkmos.

Hapywenue memabonuzma

B Xo0/1€ aHTHPETPOBUPYCHOH Tepaniyu BO3MOXKHO MOBBILIEHHE YPOBHS JIMIU/OB, KOHLEHTPALIUU
TITIOKO3b] B KPOBH, @ TaKXKe YBEJIIMYEHUE MAcChl Tela.

VY nauueHToB ¢ remModuineit Tuna A v B, mosyuarommx JiedeHHe WHTHOWTOpaMHU MpoTeasbl
BUY, orMeuasioch ycuieHHWe KpOBOTEYEHWH, BKJIOYas CMOHTAHHOE OOpa3oBaHME KOXKHBIX
reMaToM M reMapTpOo30B.

Y naumeHTOB, TNONy4alOLMX Tepanuio MHruOutopamum mnporea3 BHUY, B wyactHocTH B
KOMOMHALMN C HYKJICO3WAHBIMM aHaJoramu, coobuanock o MoBbilieHHH akTHBHOCTH K@K

(kpeatnHpochOKUHA3BI), MUAITHH, MUO3UTE U PEIKO pabIOMHOIIH3E.
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OTMeuanuch cllydan OCTEOHEKpO3a, OCOOEHHO Y MalMEHTOB C OOLIENPUHATHIMK (aKTOpamMu
pucka, pacnpoctpaHenHoit BWY-undekuuein wunam  npum  UIMTENBHOH  KOMOMHMPOBAHHOM
aHTHPETPOBUPYCHOMN Tepanuu. HacToTa HEM3BECTHA.

Y BUY-uHGUIMPOBAHHBIX TMALMEHTOB C TSXKEIBIM UMMYHOAEGHMLMTOM Ha MOMEHT Havaia
KOMOWHMPOBAHHOM aHTUPETPOBUPYCHOMN TEPANUU MOKET Pa3BUTHCA BOCIAJIMTENILHBIH OTBET Ha
aCUMNTOMHBIE WM pe3WyalibHble ONMOPTYHHCTHUECKHE WHGEKUMH (CHMHAPOM HWMMYHHOM
peakTHBauuu). CHHIPOM MMMYHHOW PpEaKTHBALMM TaKKE MOXET TIPOSBIATHECA Pa3sBUTHEM
ayTOUMYHHBIX HapylieHwui (Harnpumep, 6one3ns ['peiiBca), KOTOpbIE Ppa3BUBAIOTCA B pa3jinyHbIE
CpOKM Tepanuu. Pa3BUTHE ayTOMMMYHHBIX HapylI€HW BO3MOXKHO TakkKe CIYCTS MHOro
MecsLEB N0C/Ie Havyasa Tepanum.

Ilepeno3npoBka

B HacTosee BpemMs KIMHWYECKHH OIBIT NMepeJO3MpPOBKM CaKBUHABUpaA Y JIOJEH OrpaHHYEH.
OcTtpast MM XpOHHYECKas Mepeo3UpoBKa MPH MOHOTEpANuU CaKBMHABUPOM HE NPHUBOIUT K
CEpPbE3HBIM OCIIOKHEHUSIM.

B kombunayuu ¢ opyeumu uneubumopamu npomeazvt BUY 603mooichbl creoyowue cumMnmomol.
obmas ciabocTb, yTOMISEMOCTb, AWapes, TOIIHOTA, PBOTA, BHINMAJEHHE BOJIOC, CYXOCTh BO PTY,
TUIOHATPUEMMUS, CHUKEHUE BECa, OPTOCTATUYECKAs TMITIOTEH3UA.

Jlevenue: crneunuuecKoro aHTUAOTa HeT. MeponpuaThs, HarpaBlIEHHbIE Ha TMOJAJepXKaHHue
KM3HEHHO BaXKHBIX (PYHKLMH, BKJIIOYAss KOHTPOJIb OCHOBHBIX MOKa3aTeslel JKU3HEeAeATETbHOCTH,
anektpokapauorpadpus (IKI'), HabnroaeHwe 3a KIMHUYECKUM COCTOsTHMEeM OosibHoro. Crnenyer
NpeAOTBPAaTUTh TMOCJEAyIOllee BcachbiBaHWE Tpenapara. Tak Kak CaKBMHaBUpP B BBICOKOM
CTEINEHH CBA3bIBAaETCS ¢ OenKaMM I1a3Mbl KPOBH, TPUMEHEHHE IMaJIM3a HelleaecooOpasHo.
B3aumojeiicTBHe ¢ APYTHMH JIeKaPCTBEHHBIMH NpenapaTaMu

B GonbIIMHCTBE MPOBEICHHBIX UCCIICIOBAHMH 110 JIEKAPCTBEHHOMY B3aUMOJICHCTBHIO H3y4YalloCh
MPUMEHEHHE CaKBUHABHpa 0€3 pUTOHAaBHpa (HEYCHIIEHHBIN pexXuM). Pe3ynbTarTel, NOJy4YeHHBIE B
XO/I€ UCCIIEIOBAHUM 110 TPUMEHEHUIO CAKBUHABUPA B HEYCUJIEHHOM PEXKUME, MOTYT TIOJTHOCTBIO
He oTpaxkaTb 3((eKkThl NpUMEHEeHUs CaKBUHABUPA B KOMOMHALIMK C PUTOHABUPOM.

CakBunaBup Metabonusupyercs uzodpepmentom CYP3A4 cucrembl uurtoxpoma P450 u
asagercsa cyocrparom Juis P-romkonportenna (P-gp). Ilpenaparel, KoTopble MeTabOIU3UPYIOTCS
nzopepmenrom CYP3A4 wunu Biausior Ha akTUBHOCTH W3odepmenta CYP3A4 w/mum P-
FJIMKONPOTEMHA, MOTYT M3MEHHUTh (hapMAaKOKWHETHKY CAaKBMHABMpa. AHAJIOIHYHO CaKBUHABUP
MOXET W3MEHUTh (ApMAaKOKWHETHKY JIpYTMX TIpernapaTtoB, SBJSIONIMXCS  cyOCTpaTom

u3odepmenta CYP3A4 unu P-raukonpoTrenna.
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PutoHaBup, kak MoulHblii uHruourop wusodepmenra CYP3A4 wu P-rinmkonporenHa, MoOXeT
OKa3blBaTh BJMAHME Ha (apMaKOKMHETHKY Jpyrux npenaparoB. [lpy HasHaueHun
KOMOMHUPOBAHHO# Teparuu Clie/lyeT YYUThIBaTh BO3MOKHBIE B3aUMO/IEHCTBHS C PUTOHABHPOM.
VuutbiBas pe3yibTaThl, MOJTYYEHHbIE TPH TPUMEHEHUHM CaKBHHABHpa B KOMOMHALMH C
PUTOHABUPOM  3JI0POBBIMH  JJOOPOBOJIBIIAMH B OTHOIIEHWH JI0303aBUCUMOIO  y/UIMHEHHS
uHtepBajioB QT u PR (cMm. paznens «[IpotuBonokazanusy, «Ocobble yKazaHus»), aJyIATUBHbIE
3¢ dexTsl B OTHOWEHWH yuTMHeHUst uHTepBaioB QT u PR MoryT Bo3HMKaTh 1MpH NpUMEHEHHUN
npenapaToB CJIEAYIOUMX KJaccoB: aHTHapuTMuyeckue cpeactsa IA w1 kiacca,
HENPOJIENTHKH, TPULIMKIIHYECKHE aHTHIeTIPECCaHThl, MHTHOUTOPBI (ochoanscTepasel 5-ro THNA
(UD1D-5), otnenbHble aHTHOAKTEpHabHbIE U AaHTUTMCTAMUHHBIE MpEnaparhl, a TakkKe Jpyrue
JIeKapCcTBEHHbIE Tpenapartbl (CM. HWXKe). DTH aJAMTUBHbIE 3(PQEKTbl MOryT TNpPHUBECTH K
YBEJIMYEHHIO PUCKA BO3HMKHOBEHWS  JKENYJOYKOBBIX apPUTMHil, OCOOEHHO apHUTMHUH
JKENyI0YKOBOM TaXMCHCTOJIMUECKOW THna «mupysT» (torsade des pointes). Takum obOpazom,
cnenyer w3beraTb COBMECTHOTO TpHEMa CakBMHaBHpa B KOMOMHAUMM C PUTOHABUPOM H
MEepPeYUCIIEHHBIX JIEKApCTBEHHBIX TIpenapaToB, TMpH HAJIMYMHM JIPYTUX  albTEepPHATHBHBIX
TEpaneBTHYECKUX BO3MOKHOCTEH. CTpPOro mNpoTHBONOKA3aHbl JIEKAPCTBEHHBIE Tpenaparhl,
OJTHOBpeMEHHO oOnajatoue (GapMaKOKMHETHYECKUM B3aUMOJCHCTBUEM C CAaKBUHABUPOM B
KOMOMHALIUM C PUTOHABUPOM MU CNocoOHOCTbIO YyMiuMHATH MHTepBanbl QT u PR. He
peKkoMeH1yeTcss KOMOWHMpPOBaTb CaKBUHABUP M PUTOHABUP C JPYTMMH JIEKApCTBEHHBIMM
npenapataMi, 00JaJafOIlMMH  M3BECTHBIM TIPOJIOHIMPYIOLIAM  IEHCTBUEM B  OTHOLLUEHUH
untepBasioB QT u PR. CnenoBarenbHo, B ciydae KpaifHel HeoOXOAMMOCTH mnojo0Has

KOMOMHaIus A0JDKHA HCITOJIB30BAThLCA C OCTOPOKHOCTBIO.

Tabmuua 5. IlpuMepbl W3BECTHBIX M TOTEHIMAIBHBIX B3aMMOJAEHCTBHI C  Apyrumu
JIEKapCTBEHHBIMHU NpenapaTami.

JlekapcTBeHHBIN Nipenapar U

TeparneBTHYecKas 00J1acTh Pexomennaumm
TIpUMEHEeHHUs (J103a CaKBUHABHpa, OTHOCHTEJILHO COBMECTHOTO
MCTOJIb3yeMas B UCCIIEIOBAaHUAX) Bzaumopeiictue NPUMEHEHUS

AnmupempoesupycHbsle npenapamol
Hyxkneosuonsie unzubumopst 00pamuoi mpaHcKkpunmaszol

3anyumadun w/unu 3u008youH - 3aBepllIeHHbIE - B3aumopeiicteue ¢
McCleI0BaHus, BaUTaOUHOM
M3yuaronme MaJIOBEpOSTHO BCIIEJCTBHE
(hapMaKOKMHETHYECKOE pa3IUYHBIX MyTeH
B3aUMO/IEHCTBHE, MeTaboJIM3Ma 1 BHIBEICHUSI.
OTCYTCTBYIOT. - Koppekuuu 10351 He
- CornacHo pesynbTaTam Tpebyercs.
MCCIIeIOBaHUN Y
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B3pOCIIBIX MAIMEHTOB
O/IHOBPEMEHHOE
NpUMEHEHHE
CakBMHaBHMpa
(HEYCHIJIEHHBIN peXuM) B
KOMOMHALIMHU C
BaNMTaOMHOM W/UIN
BUJIOBY/INHOM HE
OKa3bIBAET BJIMSHUA Ha
BCacbIBaHUE,
pacripe/ieJieHHe U
BbIBEZICHUE MpenapaToB.

J[uoano3zun

OnHokpatHblit ipuem 400 mr
(cakBunasup/putonasup 1600/100
MT 4 pa3a B JIeHb Ha NIPOTSKEHUH 2
HeJelb, 8 3710pOBBIX
MOOPOBOJIBLIEB)

AUC caksunasupa | 30%
Crmax cakBMHaBHpa] 25%
Cmin CaKkBUHaBHpa <>

- U3MeHeHus He UMEIOT
OTNpe/Ie]IEHHON
KJITHHUYECKON 3HAYMMOCTH.
- Koppekuuu 10361 HE
Tpedyercs.

Tenoghosup

300 Mr oauH pa3 B JIEHb
(cakBunasup/putonasup 1000/100
mr 2 pasa B 1ieHb, 1 8 BUY-
WH(ULHPOBAHHBIX MALMEHTOB)

AUC caksunaBupa | 1%
Cmax CakBMHaBupa | 7%
Cimin CAKBUHABHpA <>

- OTCYTCTBYET KIIMHUYECKH
3HAUYMMOE BIIMAHHUE HA
HKCIO3ULINIO CAKBUHABHPA.
- Koppekuuu 10361 He
Tpedyercs.

Henykneo3uonvie uHZuoUmMopsl 00pamuou mpancKpunmasvl

/[enasupoun

- B3aumopeiicteue ¢
CaKBUHABUPOM/PUTOHABH
POM HE U3y4aoch.

- Undopmarms o
0e301acHOCTH
TIPUMEHEHUS TaKOU
KOMOMHaLMK
ITeKapCTBEHHBIX
MpenapaToB OrpaHUYeHa,
NIaHHBIE TIO

B HEKTUBHOCTH
OTCYTCTBYIOT.

- AUC cakBunaBupa 1
348%

- CornacHo
NpeBapUTEIbHBIM
pe3yabTaTtam
MCCIIeIOBAaHUM,
yBEJHYEHHUE
«TIeYEHOYHBIX)
TpaHCaMHHa3
Habmoaanocs y 13%
OOPOBOJIBLIEB B TEUEHHE
NepBbIX Helelb
MpUMEHEHUS
KOMOWHaLMK
CaKBMHABUP/JI€IaBUPAUH

- Heob6xoauMo TIaTebHo
KOHTPOJMPOBaTh QYHKLMIO
MEYEHH.

- OJIHOBpEMEHHBIH TTpHEM
TOJILKO B CJlydae €cjiu
MOTEHIMAIbHASA N0JIb3a
MpPEBBIIACT PUCK.
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(y 6% 3 wnu 4 cTenenw).

Dhasupens

600 mr 1 pa3 B 1eHb
(caxsunasup/putoHasup 1600/200
Mr 1 pa3 B 1eHb

WIH

caksuHaBup/putoHaBup 1000/100
Mr 2 pa3a B IeHb (n=32)

WIN

caksuHaBup/putonasup 1200/100
Mr 1 pa3 B JIEHb)

- CakBHHABUD >
- DdaBupeHs <

- Koppekuuu 10361 He
tpebyercs. Heobxoaumo
KOHTPOJIMPOBATH (PYHKIUIO
NEeYeHHU.

Heeupanun

- B3aumozeicTBue ¢
CaKBMHaBUPOM/
PUTOHABUPOM HE
M3y4anoch.

- HeycuneHHBIN peXxuMm:
AUC caksunasupa | 24%
AUC HeBHpanuHa <>

- UI3MeHeHus He ABIIAIOTCS
JKJ!HHI/I‘!CCKM 3HaYUMBIMH.
- Koppexuun 10351 He
TpedyeTcs.

Huzuoumopst npomeasst BUY

Amaszanasup

300 Mr 1 pa3 B 1€Hb
(cakpunasup/putonasup 1600/100
Mr 1 pa3 B JIeHb)

AUC caksunasupa T 60%
Cmax cakBuHaBupal 42%
AUC putonasupa T 41%
Cnmax puTOHaBHpa T 34%
ATa3aHaBUp <>
KnuHudeckue JaHHbIe O
NpUMEHEHUH
aTa3aHaBMpa B
KOMOWHAIMH C
CaKBMHaBUPOM/PUTOHABH
pom 1000/100 mr 2 pasa B
JIeHb OTCYTCTBYIOT.

- OJTHOBpEMEHHBIN TIPHEM
aKBMHaBUpa B
OMOWHAIMH C

PUTOHABUPOM U

aTaszaHaBUPOM

MPOTUBOIOKA3aH B CBA3M C

BO3MOXKHbIM Pa3BUTHEM

PKU3HEYTPOXKAIOIIUX

ApUTMHI.

DocamnpeHasup

700 mr 2 pa3a B JIEHb
(cakBunasup/putonasup 1000/100
Mr 2 pa3a B JeHb, 18 BUU-
WH(ULMPOBAHHBIX NALIMEHTOB)

AUC cakBunasupa | 15%
Crmax cakBuHaBUpa| 9%
Cmin cakBuHaBUpa | 24%,
OCTaBasiach BBILIE TTOpOTa
[repaneBTHYECKOM

5 HEeKTHBHOCTH

- Koppexunu 10361
CaKkBHHaBHpa/pUTOHABHpa
He TpebyeTcs.

Hrnounasup

800 mr 3 pa3a B JIeHb
(omHOKpaTHas 03a CakBUHaBHpa
600-1200 mr, 6 310pOBBIX
NoOPOBOJIBLIEB)

- I1Ipyem HU3KHUX 7103
PUTOHABUPA NPUBOJMUT K
YBEJIHYEHHIO
kaHueHTpauuu
WHIMHABUPA.

- HeycuneHHBIN pexuM:
AUC cakBuHaBupal B
4.6-7.2 paza
Konuentpauus
WHMHABUPA B TUIA3ME <>

- VBenuueHue
KOHLEHTPALMKH UHAMHABUPA
MOJKET MPUBECTH K
pa3BUTHIO HepoMTHa3a.

- JlanHble 110 6€30MmacHOCTH
u 3(ppekTUBHOCTH TaKO#
KOMOWHALIMK TIpenapaToB
OTCYTCTBYIOT.

- COOTBETCTBYIOILME J103bl
7T JaHHON KOMOWHAUUN
JleKapCTBEHHBIX TpenaparoB
HE YCTaHOBJICHBI.

- OZIHOBpEMEHHBIH NpHEM
TOJILKO B CITydae eclin
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MoTEeHIHaJIbHas 1noJib3a

MpEBLILLIACT PUCK.

VIonunaeup
(caxsunasup/putonasup 1000/100
Mr 2 pa3a B JicHb B KOMOMHALMK €
JIBYMsl MJTH TPEMS HYKJIEO3HIHBIMH
mHrno6uTOpamMu 0OpaTHON
TpaHckpunTasbl y 32 BUY-
MH(UINPOBAHHBIX MALMEHTOB)
(cakunasup 1000 mr 2 pasa B
neHb 1 pUKCHpOBaHHaAs
KOMOMHaLMA
nonuHasupa/putoHasupa 400/100
mr 2 pasa B aeHb y 45 BUY-
MHOHLUMPOBAHHBIX MALMEHTOB)

- CakBMHaBHp >

- Putonasup |

(> dexTuBHOCTD KaK
YCHJIMBAIOLIETO areHTa He
M3MEHSIIach)

- JlonunaBup < (1o
CPaBHEHMIO C JIAaHHBIMHU
npeabIAyLnX
MCCe10BaHUM
KOMOWHALMK
JTONTMHABHP/PUTOHABHP)

- BO3MOXHO pa3BUTHE
aTHBHOTO Y(dexTa Ha
yanuHenue uuteppanos QT
w/wim PR npu npuMeHeHnn
JTONMHABUPa/pUTOHABUPA.
OIHOBpPEMEHHBIH TTpHEM
CaKBMHaBHpa B
oMOMHaUMK ¢
WUTOHABHPOM H
OTIMHABHPOM
POTHBOIOKA3aH B CBA3M C
03MOKHBIM Pa3BUTHEM
M3HEYrPOXKAKOLIMX
PUTMHIA.

- YV NauueHToB, yKe
PHHUMAIOLIHUX PUTOHABHP,
aK yacThb

QHTUPETPOBUPYCHOM

Tepanuu, JA0MOJIHAUTETbHBIN

NpUEM PUTOHABUpA HE

Tpebyercs.

Henghunasup

1250 Mr 2 pa3a B JieHb
(cakBunaBup/putonasup 1000/100
Mr 2 pa3a B JICHb)

AUC cakBunaeupa T 13%
(90% JIN: |27 - 174)
Cmax cakBuHaBupa 1 9%
(90% JTN: |27 - 161)
AUC nendunasupa | 6%
(90% JIA: |28 - 122)
Crmax Hendunasupa | 5%
(90% JIH: |23 - 116)

- [Ipumenenne cakBuHaBUpa
B KOMOMHALMM C
PUTOHABUPOM H
Hel(pUHABUPOM He
PEKOMEH1yeTCH.

Pu;rionaeup
100 mr 2 pa3a B 1eHb
(cakBunaBup 1000 mr 2 pasa B

/IEHDb)

- CakBuHaBup 1

- Putonasup <

- Y BUY-
MHPULMPOBAHHBIX
MalMEeHTOB NIPUMEHEHNE
CaKBUHABHpa B
KOMOMHALMHK C
PUTOHABHPOM B Jl03aX
1000/100 mr 2 paza B
JIEHb IPUBOJINIIO K
CYTOYHOH CHCTEMHOM
DKCTMO3HLIUH
CaKBUHABHpa, CXOAHOM
1iIn OonblueH, yeM
TaKkoBas MPH NPUMEHEHHUH
cakBuHaBHpa B j103¢ 1200
MT 3 pasa B JeHb (MSTKHE
KarcyJibl).

- OnoOpeHHbIH peKUM
N03UPOBAHUS: CAKBUHABHP
1000 Mr 2 pa3a B JIeHb
putonasup 100 mr 2 pasa B
NIEHb.

- [Ipumenenue Gonee
BBICOKMX 7103 PUTOHABUpa
MOXET MPUBOJNTD K
YBEJIMYEHUIO YaCTOTbI
Pa3BUTHS HEXelaTeIbHbIX
SBJICHUH.

- B HEKOTOpBIX ciyyasx
OJTHOBPEMEHHOE
NpPUMEHEHNE CAKBUHABUPA U
PHUTOHABUPA NPUBOMIIO K
Pa3BUTHIO TAKEIBIX
HeXeJaTeIbHbIX ABJICHUH
€TOAlM/103a U HapyLIEHUH
O CTOPOHBI MEYEHH,
COOEHHO Yy MaleHTOB C
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3aboJIeBaHUEM TIEUEHH B
aHaMHese.

- Koppekuuu 10361 He
Tpebyercs.

Tunpanasup
JIBoitHast KOMOMHUpOBaHHas

MOJIy4aBIINX paHee Teparnuio

Tepanus MHrHOUTOPOM NpoTeaskbl y
BUY-110710)KUTEJILHBIX NMALIMEHTOB,

Cmin cakBuHaBupa | 78%

- OJIHOBpEeMEHHOE
NpUMEHEHHE TUTIPaHaBUpa,
YCHIIEHHOTO HEOOJIbIIUMH
7103aMHW pUTOHABHpA, C
CaKBMHABHPOM/PHTOHABUPO
M HE pEKOMEHYeTCs, TaK

aK KJIMHU4YecKas
HAYUMOCTh CHUKEHUS
min caksunasupa HE
3yqaach.

- Eciin, TeM He MeHee,
PUHSTO peLIEHHE O
€00X0/IMMOCTH
a3HayeHUs JaHHOH
oMOMHaIMK MpenapaToB.,
acTOATEJIbHO
€KOMEH/1yeTCs TTPOBOJAUTH
OHUTOPUPOBAHHE
OHLEHTpALH
aKBMHABHMpA B TUIa3Me.

Huzudoumops! cauanus

OHhyeupmuo

Mr 2 pa3a B aeHb, 12 BUY-

(cakBunaeup/putonasup 1000/100

WHOHUIIMPOBAHHBIX MAIIUEHTOR)

- CakBMHaBHp «>
- DHyYBUPTH]L >

- KinmuHuuecku 3Haynumoe
B3aUMOJIEHCTBHE
OTCYTCTBYET.

- Koppekuuu 10361 He
Tpebyercs.

Anmazonucmel xemokuroswix peuenmopos CCR5

Mapasupox
100 Mr 2 pa3a B

100 mr 2 pa3a B CyTKH)

neHb (cakBuHaBup/putonasup 1000

AUC)2 mapaBupoka |
B 8.77 pa3

Crmax MapaBupoka 1

B 3.78 pa3

Brnusinue Ha

KOHUEHTpAUHIO
CaKBHUHaBHpa n
pUTOHaBHpa HE
M3MEPSIIOCH U HE
OXHUACTCA.

- Koppekuuu 10361
CaKBHHaBHpa/pUTOHaBHpa
He TpebyeTcs.

- Jloza MapaBupoKa J0JIKHa
ObITb CHUKeHa 10 150 mr 2
pa3a B CyTKH, HEOOXOAMMO
HaOJII0/ICHHE 32 TTALMEHTOM.

Anmuapummuueckue cpeocmea

amMuooapon, hnexaunuo,
nponaghernon

Benpuoun, nudokauH, XuHuOuH,

- Ilpu coBmecTHOM
NpUMEHEHUH

aKBUHABUPA/pUTOHABHUPA
03MOKHO YBEJIMYEHUE

OHUEHTpAlHH

Crpyuaunia, JIMJ10KanHa

npu CUCTEMHOM

pHMCHCHHH), XHWHHUIHHA,

- Jlannbie
HTHApPUTMHYECKHE
pezicTBa MPOTHBOMOKA3aHbI

g COBMECTHOTO
PUMEHEHHS C
aKBUHABUPOM B
OMOWHALMHU C
WTOHABMPOM B CBSI3H C
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CaKBMHaBHpa/pUTOHABHpa
C TpenapaTam,
NMPEUMYLIIECTBEHHO
MeTaboIM3UPYIOLUMUCH
n3zodepmentom CYP3A4,
MOYET MPHUBECTH K
TOBBILIEHUIO
KOHIIEHTpALUK TaKUX
npenapaToB B IUla3Me
KPOBH.

aMHO/1apoHa, BO3MOHbBIM Pa3BUTHEM
(dbnexannnna, PKM3HEYrpOKaloLUX
nponadgeHoHa. APUTMHIA.
[loghemunuo - OJIHOBpEMEHHOE - Nodetnmma
(CakBUHABUP/PUTOHABUD) NpUMEHEeHHe NPOTUBONOKA3aH JUIs

COBMECTHOTO IPUMEHEHHUS C
CaKBUHaBHPOM
PUTOHABUPOM B CBA3H C
BO3MOYHBIM pa3BUTHEM
DKU3HEYTpOKaroLIMX
APUTMUIA.

Hoymunuo, comanon - Knuanuecknx - CoBMeCTHOE IPUMEHEHHE

(cCakBUHABUP/PUTOHABHP) MCClleIoBaHU He NPOTUBOINOKA3aHO B CBA3M C
MPOBO/INIIOCH, BO3MOXKHBIM Pa3BUTHEM
(hapMaKOKWHETHYECKOTO KU3HEYT POKaIOILINX
B3aUMO/IEMCTBUS HE ApUTMMM.
0)KUJ1aeTCs.

AHmuKoazyiaHmol

Bapghapun - BoamoxkHoe namenenne | Heobxoaumo

(CakBUHABUP/pUTOHABUP) IKOHLIEHTpaLIUU KOHTPOJIMPOBATh
BapdapuHa. MEKIyHapOoHOe

HOpPMaJIM30BaHHOE

otHomenue (MHO).

IIpomueornunenmuyeckue cpeocmea

Gernumoun

Kapoamazenun, penodapoumar,

- B3aumopeiictBue ¢
CaKBUHaBUPOM/
PUTOHABUPOM HE
M3y4anoch.

- KapbamazernuH,
henobapburan,
(DEHUTOMH - MHIYKTOPBI
MUKPOCOMaJIbHBIX
bepmeHTOB NeyeHu
(u3odpepmenta CYP3A4)
MOT'YT CHHXKATh
[KOHLIEHTPALHIO
CaKBMHaBHpa B I1a3Me
NPy HEYCUJICHHOM
pexKUMe 103UPOBAHUS.

- IlpumensTs ¢
OCTOPOXKHOCTBIO.

- Pexomengyercs
MOHUTOPHHI KOHLIEHTPALIUK
CaKBHHaBHpa B I1a3me
KPOBH.

Anmuoenpeccanmol

Tpuyuxnuueckue
anmuoenpeccanmoi
(amumpunmuiut, UMURDAMUH,
KIOMUNPAMUH)

-CakBMHABUP/PUTOHABUD
MOTYT YBEJIMUUBATh
KOHLIEHTPALUIO
TPULMKITHYECKUX
QHTHJIETIPECCAHTOB.

- CoBMECTHOE NPUMECHEHHE
C CaKBUHAaBHpPOM H
PUTOHABUPOM
MPpOTHUBOITOKAa3aHO B CBA3H C
BO3MOXHBIM pa3BUTHEM

PKM3HEYTPOKAIOLIMX
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ApUTMHIA.
Manpomunun - Mertaboausm - COBMECTHOE MIPUMEHEHHE
ManpoTHJIUHA C CaKBUHAaBUPOM U
OCYLIECTBIIAETCS C PUTOHABHPOM
BOBJICUCHHEM NMPOTHUBOIIOKA3aHO B CBA3M C
nzodepmentor CYP2D6 BO3MOXHBIM pPa3BUTHEM
m CYPIA2. PKHU3HEYT pOXKaroLIUX
AccoluupyeTcs ¢ APUTMHUMA.
yUIHHEHHEM UHTepBaia
QTc.
Hegazooon - OnHoBpeMeHHbIN npueM | [IpuMenenne nannomn
(CakBMHABUP/PUTOHABHUP) HedazonoHa U KOMOMHALIUU HE
aKBHHABHpA B PEKOMEHYETCS B CBA3H C

OMOMWHALIMK C BO3MOJKHBIM pPa3BUTHEM

MUTOHaBUPOM HE ApUTMHUU.
3yqancs. - Pexomennyercs
Hedazonon MHrMOUpYeT ~ MOHWTOPHHT TPOSBICHUH
30¢pepmenT CYP3A4 u TOKCMYHOCTH CaKBHHaBMpa.
OXET yBEJIMYNBaTh
OHLEHTPALHIO
aKBUHaBHUDA.
Tpazooon - OnHoBpeMeHHbIl nipueM |- [Ipu oHOBpeMEHHOM
a30/10Ha U MPUMEHEHUH TPa30/I0Ha U

puTOHaBUpa HabIO1aIUCh
TaKue HexXelaTelbHble
peakLMyu KaK TOLIHOTA,

aKBMHaBUPA B
OMOMWHAIINHU C
UTOHABUPOM MOXKET

PUBOJIUTE K rOJIOBOKpPYKEHHE,
BEJIMYEHHUIO apTepuasibHas TMNOTEH3UA U
OHLIEHTpalMii Tpa3oloHa  OOMOPOK.

B T1J1a3MeE KPOBH. - Tpazonon

MpPOTUBONOKA3aH s
MPUMEHEHHUS C
CaKBHHABUPOM B
KOMOMHALIWH C
PUTOHABUPOM B CBS3H C
BO3MOKHBIM pa3BUTHEM
PKM3HEYTPOKAIOMINX
ApUTMHIA.

IIpomusonooazpuueckue cpeocmea

Konxuyun

- CoBMeCTHOE
TMpUMEHEHHE KOJIXMLIMHA
%
CaKBMHaBUpa/pUTOHABHUpA
MOJKET BbI3BaTh
MOBBIIIIEHUE
KOHLIEHTPALUK
KOJIXWIIMHA B TIJla3Me
KPOBH BCJIEJICTBHE
mnHrubuposanus P-

- CoBMECTHOE IPUMEHEHHUE

OJIXHIIMHA U

aKBUHaABUPA B
OMOMWHAIIVHU C
WTOHABUPOM He
€KOMEH/IYETCS B CBSI3H C
03MOKHBIM YBEJIHUEHUEM
OKCHYHOCTH KOJIXMI[MHA

HENPOMBIIIIEYHBIE

apyuweHus, B HaCTHOCTH
P




FITMKOTNPOTENHA W/HITH
mn3opepmenta CYP3A4 3a
CYEeT UHTMOUTOPOB
poreassl BUY.

pab1oMuoiN3), 0COOEHHO Y
MalMeHTOB C HapylLIEHUEM
(DYHKIIMH TEYEHU U TTOYEK.

IIpomueomuxkpoodHbie cpedcmea

Knapumpomuyun
(cakBMHABUP/PUTOHABUP)

- Bzaumopeiicteue
MEK/y CAaKBUHaBMPOM B
KOMOWHaALMK C
PUTOHABUPOM H
KJ1apUTPOMULIMHOM He
M3y4anoch.

- KnaputpoMuuuH
siBNIsieTCsl cyOCTpaToM
n3opepmenta CYP3A4,
€ro NpUMEHEHHE
ACCOLIMMPYETCS C
lyITMHEHHEM MHTEpBajia

QT.

- COBMeCTHOE TIPUMEHEHHE
C CAKBUHABUPOM H
PUTOHABUPOM
MPOTHBOMOKA3aHO B CBA3M C
BO3MOXHbIM pa3BUTHEM
PKU3HEYT POKAIOIINX
ApUTMHI.

Knapumpomuyun

500 Mr 2 pa3a B JieHb
(HEYCHUJIEHHBIN PEXUM,
cakBuHaBup 1200 mr 3 paza B
JIEHb)

AUC cakBuHaBupa 1
177%

Cmax cakBuHaBupal 187%
AUC xnaputpoMuuna 1
40%

Crnax KJITQpUTPOMHULIMHA T
40%

- CoBMECTHOE NPUMEHEHHE
C CaKBUHABUPOM H
PUTOHABUPOM
MPOTHBOMOKA3aHO B CBSA3M C
BO3MOKHbIM Pa3BUTHEM
KM3HEYTPOKAIOLINX
ApUTMUH.

Opumpomuyun
(cakBMHABUP/pPUTOHABUD)

- B3aumoseiicTBue
MeX/1y CAaKBUHAaBUPOM B
KOMOWHALIMK C
PUTOHABUPOM M
DPUTPOMHUIIMHOM HE
M3y4anoch.

- DPUTPOMMIIUH ABJIAETCA
cyocTpaToM
n3opepmenta CYP3A4,
€ro NMpUMeHeHne
ACCOLIMUpYETCS C
yUTHHEHHEM WHTepBaa

QT.

- BO3M0HO pa3BuTHE
aJIMTUBHOTO 3 dekTa B
OTHOIIECHUU YATTMHEHUS
uatepsaiioB QT w/um PR
MPU IPUMEHEHHH C
CaKBMHABUPOM B
oMOMHALIMK C
PUTOHABUPOM.
- OJIHOBpEMEHHOE
TIPUMEHEHHE C
CaKBUHABUPOM B
OMOMHAIWH ¢
MTOHABUPOM
POTHBONOKA3aHO B CBSI3H C
03MOXKHBIM pa3BUTHEM
W3HEYrPOXKAIOLINX
PUTMHIA.

Opumpomuyun

250 Mr 4 pa3a B IEHb
(HEYCHIIEHHBIN PEXUM,
cakBuHaBup 1200 mr 3 pasa B
JIEHD)

AUC caxksuHaBupa T 99%
Cmax cakBuHaBupal 106%

- OJIHOBpEMEHHOE
pPUMEHEHHE C
aKBUHABHPOM B
oMOMHaLMm ¢
UTOHABUPOM
POTHBOMOKA3aHO B CBSA3M C
03MOKHbIM Pa3BUTHEM
W3HEYTPOKAKOIMX
PUTMUIA.
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Dy3udosas kucioma

- B3aumopeiictue
MEK1Y CAKBUHABUPOM U
by3u0BOI KHUCITOTOM He
M3y4asoch.

- OIHOBpeMEHHOE
NMPUMEHEHHE ITHUX
npenapaToB MOXKET
BbI3BaTh YBEJIMUEHUE
MJIa3MEHHOM
KOHLIEHTpALIUH
by3u0BOH KHCIIOTHI U
CaKBMHaBUpa/pUTOHABUPA

- OTHOBpEMEHHOE
MCIoib30BaHue (y3u10BOM
KHUCIIOTHI U
CaKkBUHaBUpa/pUTOHABHpa
HEe pEeKOMEHIYETCs U3-3a
BO3MOXKHOTO YBETHYEHHS
TOKCUYHOCTH 000UX
Npernaparos.

Cmpenmozpamunvl (Xunynpucmun/
oangonpucmun)

- OHOBpeMeHHOE
NMpPUMEHEHHE C
CaKBUHABUPOM
PUTOHABUPOM HE
M3y4anoch.

- CTpenTorpaMHHBbI
(Takve KaK XHHYTIPUCTUH/
nangonpucThH)
MHTUOUPYIOT U30(EPMEHT
CYP3A4, moryt
YBEJTMYHUBATh
KOHLIEHTPALINIO
CaKBMHaBHpa B T1azme
KPOBH.

- Ilpu oHOBpEMEHHOM
NMPUMEHEHUHN 3THX
MpenapaToB peKOMEH1yeTcs
OHTPOJIMPOBATH COCTOSAHUE
nalMeHTa ¢ 1eIbIo
BBISIBJICHUS MOKCUYHOCTU
CaKBMHaBHpa.
- Cnengyer NpUMEHATH C
OCTOPOYKHOCTHIO H3-3a
BO3MOXHOTO Pa3BUTHA
ApPUTMHIA.

anoganmpun, neHmamuoun,
cnapghnoxcayun

- OnHOBpEMEHHOE
NpUMEHEHHE C
CaKBUHABUPOM/PUTOHABH
POM HE W3y4aJoCh.

- OIHOBpEMEHHOE
MPUMEHEHHE C
CaKBUHABUPOM B
KOMOMHALIMHU C
PUTOHABUPOM
MPOTHBOIOKA3aHO B CBA3M C
BO3MOXKHBIM pa3BUTHEM
PKM3HEYTpOKAIOLUX
ApUTMHA.

ITpomueozpudkoesie cpeocmea

Kemokonaszon

200 MT B CYTKH
(cakBunaBup/putoHasup 1000/100
Mr 2 pa3a B JIeHb)

AUC cakBuHaBupa <>
Crmax CaKBHHaBHpa <>
AUC putoHaBupa <>
Cinax PUTOHABHPA >
AUC ketokonasona 1
168%

(90% JIU: 146 - 193)
Cmax KeTOKOHa30M1a T 45%
(90% JIW: 32 - 59)

Lﬂpn NPUMEHEHUH
eTOKOHa3o0Ma B 103¢ <200
MT KOPPEKIMH J03bl
CaKkBUHaBUpa/pUTOHABHPA
He TpebyeTcs.

- He pexomenayercs
Ha3zHayeHWe KETOKOHAa30J1a B
nosax 6onee 200 Mr B JICHbD.

Hmparxonazon

- BzaumoielicTBue
MEXy
CaKBUHABHUPOM/PUTOHABH
POM M UTPAKOHA30JIOM He
M3y4anoch.

- Pekomenayercs
KOHTPOJIMPOBATL COCTOSAHHE
NalMeHTa ¢ 1eIbio
BBIABJIICHUA MOKCUYHOCMU

CAKBUHABUPA.
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- UTpakonazon ssisiercs
OTHOCUTEJIbHO MOLHbBIM
MHTHOMTOPOM
n3odpepmenra CYP3A4, B
CBSI3U C YEM BO3MOXKHO
MOTEHIHATbHOE
B3aMMOJIEHCTBHE.

DnykoHazon, MUKOHA30]

- CneuuaJibHele
MCCIe0BaHUs JJaHHON
KOMOWHALIMKU NpenapaToB
HE TMPOBOIMIIUCE.

- MdykoHaszon u
MUKOHAa30J]1 SABISAIOTCA
MHTUOUTOpaMH
n3opepmenta CYP3A4 u
MOTYT yBEJIUUUBATh
njia3MeHHble
KOHLIEHTpaLH1H
CaKBUHaBHpa.

- Pekomenyercs
KOHTPOJIMPOBATH COCTOAHHE
NnalMueHTa ¢ Lelblo
BBISIBJICHUS] MOKCUYHOCMU
CaKBUHABHPA.

AHmMumMUKOOaKmepuabHbsie npenapamsi

Pughadymun
150 Mr oauH pas B 3 1Hs

MT 2 pa3a B JIEHb) Y 3/I0POBBIX
MOOpOBOJIBLIEB

(cakBuHaBup/puToHasup 1000/100

AUCo.12 cakBUHaBHpa |
13% (90% JIA: |31 - 19)
Cmax cakBuHaBupa | 15%
90% JIU: |32 - 17)

AUC 0.12 puTOHaBHpa«>
90% JIU: |10 - 19)

Cinax pUTOHABUPA «>

90% JIU: |8 - 17)
AKTUBHOE BELIECTBO
pudabdyruna (pudadyrun
+ 25-0O-0e3zayemun-
pughadymun):

AUCo.72 1 134%

(90% JIN: 109 - 162)
Cmax T 130%

90% JIU: 98 - 167)
AUCo.72 pudabytuna T
53% (90% JIH: 36 - 73)
Crmax pucabyrtuna T 86%
90% J1U: 57 - 119)

- PexomenioBanHas n03a
pudabyruna npu
NPUMEHEHUH B KOMOMHAUWK
C CAaKBUHABUPOM H
PUTOHABUPOM COCTABIISET
150 Mr yepe3 1eHb.

- Pexomennyercs
MOHUTOPHPOBAHHE
AKTMBHOCTH «TIEYEHOYHBIX)»
(hepMeHTOB, a TakKe Ynucia
He#lTpodunos (s
BbISIBJIEHUsI HEHTPOTIEHUH) B
pOBH.

- Unpopmaums no
COBMECTHOMY TIPUMEHEHHIO
CaKBUHaBHpa, pUTOHABUPA U
n(haBUpeH3a OrpaHuveHa.

Pughamnuyun
600 Mr exxeJHEBHO

MT 2 pa3a B JIEHb)

(cakBuHaBup/putonasup 1000/100

- Yepes 1-5 aneidi nocne
COBMECTHOTO
npuMenenus y 11 u3 17
3I0POBbIX 100POBOJILLEB
(65%) B x01€
KJIMHUYECKOTO
McCclleIoBaHUs
oTMeyYaach Tsxkesas
renaroLlesospHas
TOKCHYHOCTB €
MOBBLILIEHUEM
(NMEYEHOUYHBIX»

- [lpumenenne
pudamnuumna
MPOTUBOIIOKA3aHO
MayueHTaM, NpUHUMAIOLLUM
CaKBUHABUP B KOMOWHALIUU
C PUTOHABMPOM B pamMKax
AQHTUPETPOBUPYCHOM
Tepanuu, BCIeCTBUE
BO3MOKHOCTH Pa3BUTHs
TSKEJION
renaTouesuIoIspHON
TOKCUYHOCTH.
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TpaHcaMHHa3 OoJiee 4eM B
20 pa3 no cpaBHEHHIO C
BEPXHEHN TpaHULEH

OnHokpartHas j103a 7.5 mMr
nepopaibHO

MT 2 pa3a B JIEHb)

(cakBunaBup/putonasup 1000/100

B 12.4 paza

Cmax MUAa30nama 1
B 4.3 paza

t'2 Mmunazonama |

¢ 4.7 no 14.9 yacos

HOPMBI.
benzoouaszenunoi
Muoazonam - JlaHHBIE TTO - Cnenyer cobmoaarhb
(MapeHTepaibHO) OIHOBPEMEHHOMY OCTOPOKHOCTH NPH
NpHeMy CaKBUHaBUpa B 0/IHOBPEMEHHOM
KOMOMHALWH C NPUMEHEHUN CaKBUHABUPA
PUTOHABUPOM U M BHYTPUBEHHOM BBE/ICHUH
BHYTPUBEHHOMY Muj1a301ama.
BBE/ICHUIO MHJ1a30J1ama - OZIHOBpEMEHHOE
OTCYTCTBYIOT. NPUMEHEHHE CaKBUHABUPA U
- Ha ocHOBaHMM J1IaHHBIX BHYTPUBEHHOE BBEJICHUE
McclieIoBaHui 1o Mu1a3osiama cieayeT
COBMECTHOMY NMPOBOJAMTE B Mnajarax
NPUMEHEHUIO MHTEHCUBHOM TEpanuu Wiu
MOJYJISTOPOB B OT/ICJICHUSAX C
nzopepmenta CYP3A4 1 BO3MOXKHOCTBIO
MH1a3071amMa Mpu CBOEBPEMEHHOTO
BHYTPHUBEHHOM ITyTH MPOBEECHHUS KIIMHUYECKOTO
BBEJCHUS MOXKHO MOHUTOPHUHTA U
NpPEeanoN0KUTh aJIEKBaTHOTO JICYEHUS B
BO3MOJKHOE YBEJIMUCHHE Cllydae YTHETEeHHs JbIXaHUs
N1a3MeHHbIX W/WII INTHTENIbHOM
KOHLIEHTpaLUh CeJlalivH.
Mu1a3o1ama B 3-4 pasa. - HeoOxoauma xoppekuus
103bl, 0COOEHHO B CITyYasx
HEOHOKPATHOTO BBE/IECHUS
MUJ1a301aMa.
Muoazonam AUC mupazonama 1 - [lepopasibHbli ipueM

Mu1a30J1ama B KOMOWHALMK
c
CakBMHABMPOM/PUTOHABHPOM
MPOTUBOIIOKA3aH
BCJIEZICTBME BO3MOXKHOTO
pa3BUTHS JUTUTEJILHON
celaruu.

ouazenam u ¢ypazenam

Annpazonam, oukanus kiopazenam,

- I1pn oHOBpEMEHHOM
TPUMEHEHHH C
CaKBUHABUPOM/PUTOHABH
POM BO3MOIKHO

- HeoOxoaumo TiarenbHo
MOHUTOPHPOBATH
MaIMEeHTOB Ha MpeaMeT
YCHJIEHUS CEJaTHBHOTO

KOHUEHTpaUuWH
TpHaszoJiaMa B 1Jjia3Me

KPOBH.

YBEJIMYEHHE nddexTa GeH30AMa3ETTHHOB.
KOHLIEHTpaLIuK
0OEH30/1Ma3eTMHOB. - IIpn HeoOxoaMMOCTH
CJIEYET YMEHBILIUTE 103y
OEeH30/IMa3eNUHOB.
Tpuazonam - Boamoxno yBenuuenne |- OZHOBpeMEHHOE

MpPUMEHEHHE C
CaKBUHABUPOM B
KOMOWHALWHU C
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PUTOHABUPOM
NPOTUBONOKA3aHO B CBA3M C
pUCKOM pa3BuUTHA Goltee
NPOJIOJKUTENIbLHONH/Ype3Mep
HOW cellallii U YTHETEHHUS
JIbIXaHMS.

E.rloxamopbz «MeOIeHHBIX) KalbUuUuessvlx Kanailos

Denoounun, Hugeounun,
HUKapPOUNUH, OUNMuUazem,

- Ilpn o1HOBpeMEHHOM
NMPUMEHEHUH C

- JlaHHble nipenaparsl
clelyeT MPUMEHSTD C

CaKBUHABUPOM/PUTOHABH
POM M JIeKCaMeTa30HOM
HE U3y4aJioCh.

- JlekcaMeTa3oH SBISETCS

HUMOOUNUH, 8ePaANamMl, CaKBMHAaBUPOM BO3MOKHO  OCTOPOXKHOCTBIO,

AMA0OUNUH, HUZOIOUNUH, yBEJIMYEHHE peKOMeH1yeTcst

ucpaounum KOHLIEHTPALIMH ITHUX KJIMHUYECKOe
npenaparos. MOHHTOPUPOBAHHE

COCTOSTHMSI TALIMEHTOB.

[ 110KOKOpmuKocmepouost

/lexcamemaszon - B3aumopeiicteue - Ilpenapar cnenyer
MEX1y MPUMEHSTH C

OCTOPOKHOCTBIO.

- DpPEKTUBHOCTH
CaKBUHaBMpPa MOXKET ObITh

2 paza B IeHb)
byoeconuo

MHTpaHa3aJbHO (puToHasup 100 mr

| 86%

(90% J1U: 82 - 89)

- Yeunenue apdexra
O)KUaeTCs TpH
MHTQJISLIMOHHOM MyTH
BBEJICHUS.

- CucTeMHas HKCIO3ULINA
bnyTrkazona u
OynecoHua
Habmo1amack B ciryyae
MHTraJIILIMOHHOTO UIH
WHTpaHa3aJILHOTO MyTH
BBEICHUS OJIHOTO U3
NpenapaTroB ¢ HU3KUMH
03aMH PUTOHABUPA.

- OnucaHbl HECKOJIKO
cllydaeB CHHJIpoMa
Muenko-Kyumnnra npu
OJIHOBPEMEHHOM
NPUMEHEHUH dTHX
rJIFOKOKOPTHKOCTEPOU/10B

- I1pn HeoOXxoaumMocTH

WHIYKTOPOM CHMIKEHA MPH
mn3odpepmenta CYP3A4u  OQHOBpEMEHHOM
MOJET YMEHbIIaTh MPUMEHEHHH.
[KOHLIEHTpALH
CaKBMHaBHpa.
DnymuxazoH - ®nyTHkazoH 1 - OIHOBpEMEHHOE
50 Mxr 4 pasa B JIeHb, - CoOCTBEHHBII KOPTH30]T  TIPUMEHEHUE

CaKBMHaBUpa/pUTOHABUpA U
(dbyTHKa30Ha (MM ApYTUX
FJIIOKOKOPTHKOCTEPOH/I0B)
HEe PEeKOMEHIyeTCs.
OaHOBpEMEHHOE
NPUMEHEHHE IaHHBIX
TpenapaToB BO3MOXKHO
TOJILKO B Cllyyae, ecilu
MOTEHLMAbHasA 10JIb3a
Teparuy MpeBOCXOAUT PHCK
Pa3BUTHS CUCTEMHBIX
npdekToB
TITFIOKOKOPTUKOCTEPOH/10B.

- CrieryeT yMEHbIIHUTD 1103y
rTIOKOKOPTHKOCTEPOM/IOB, a
TaKKe TIIATEILHO
MOHMTOPHPOBATH MECTHBIE
1 cucteMuble 3G dekTsi (B
TOM YHCJIe W TPH Tiepexozie
Ha Teparnuio
FITIIOKOKOPTHKOCTEPOH/1aMHU,
HE SBJISIOLIMXCS
cyOcTparom u3odepmeHTa
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KOMOMHUPOBAHHOM
Teparnuu cieayeT
paccmaTpuBaTh
BO3MOKHOCTb ME€pEeBOAA
NMalMeHTOB HA MHTAJIALMH
OeKIoMeTa3oHa.

CYP3A4 (nanpumep,
OEKJIOMETa30H)).

- B cnyuae npekpatuenus
Tepanuu
TITFIOKOKOPTHKOCTEPOU IaMU
HEOOXOIMMO TOCTENEHHOE

YMeHbIIEHHE J103bl B
TeYeHHE JTUTEITLHOTO
BpPEMEHH.

HecenekmusHnble aHmMazoHucnbl IHOOMETUHOBHIX peuenmopoeé

bozenman

- B3aumoieiicteue
ME/1y CAKBUHAaBUPOM U
003eHTaHOM He
M3Yy4anoch.

- Ilpn o1THOBpeMeHHOM
NPUMEHEHUH
CaKBHHaBUpa B
KOMOMHAIIWH C
PUTOHABHPOM M
003eHTaHa BO3MOXKHO
YBEJTMUEHHE
KOHIIEHTpaunu 603eHTaHa
W YMEHbIIEHHE
KOHIIEHTpaLNK
CaKBMHaBUpa/pUTOHABHPA
B T1a3zMe.

‘B HEKOTOPLIX ClTy4asaX
MOKET I'lOTpCGOBaTbCﬂ

OppeKLMs 103bl O03eHTaHa.

- B cnyuae
JIHOBPEMEHHOTO
pUMEHEHU S
aKBHHABMpa/pUTOHABUPA U
03€HTaHa HeOOXOAMMO
OHTPOJIMPOBATH
€pEHOCUMOCTD MaluEHTOM
O3€HTaHa.

- Pexomenyercs
OHTPOJIMPOBATH
OHIIEHTPALIUIO
aKkBMHaBUpa U
ONMYTCTBYIOLLEH
POTHBOBHUPYCHOM Teparuu
nj1a3Me KpOBH.

AIKa10uObl CROPHIHLU U UX NPOUZEOOHDbIE

Jucuopospeomamut, 3p20HO6UH,
DPOMAMUH, MEMUNIPZOHOBUH

- I[1pu oaHOBpeMeHHOM
TIPUMEHEHHH C
CaKBMHAaBUPOM/PUTOHABH
POM BO3MOXKHO
YBEJTHYEHHE IKCTIO3HLIH
QITKQJTIOM/IOB CTIOPBIHBH.

- OJIHOBpeMEeHHOE
PUMEHEHHE 3TUX
penapaTos ¢
AKBMHABUPOM B
oMOHHaLWUK ¢
UTOHABUPOM
POTHBOINOKA3aHO,
CJIE/ICTBUE BO3MOKHOCTH
a3BUTHSI OCTPOH

OnHokpatHas a03a 0,5 mr nocrne
JBYX Hejleslb TpUeMa CakBUHaBHpa
B KOMOWHALIHK C PUTOHABHPOM
(1000/100 mr 2 pa3a B aeHb) y 16
BI0POBBLIX 10OPOBOJILIIEB B
NEepPEeKPECTHOM UCCIIeIOBaHUH

49%

Cmax aMurokcunat 27%

- Bo3MoxxHO U3MeHeHHe
KOHLIEHTpaLIMK
JIMTOKCHHA CO BPEMEHEM.
- CyliecTBeHHOE
NOBbILICHHE
KOHLIEHTPALIUK
JINTOKCHUHA BO3MOIKHO

OKCHYHOCTH.
IIpenapamesi, aenaouwiueca cyocmpamamu P-2iukonpomeuna
Cepoeunvie 21UKO3UObI
uecokcun AUCo.72 turokcuna 1 - JlaHHble npenapatsl

€KOMEHYETCS TPUMEHSATD
OCTOPOKHOCTBIO.

- HeoOX01MMO YMEHBIIUTE
03y JINTOKCHHA U
POBOJIUTH
{OHUTOPUPOBAHHE €O
OHLIEHTPALIMH B MJa3Me.
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NPH OJTHOBPEMEHHOM

NPUMEHEHUH
CaKBMHaBHpPa/pUTOHABHUPA
Y NALUEHTOB, yXKe
NOJTy4aroIuX Tepanuio
JIMTOKCHHOM.

brokamoper H2-zucmamunossix peyenmopoe

Panumuoun

- B3aumojieiictBue
Me/1y CAKBUHAaBUPOM B
KOMOMHALMK C
PUTOHABHPOM M
PAHUTHIHHOM HE
M3y4anoch.

- [Ipn orHOBpeMEHHOM
rpuUeMe CakBUHaBUpa
(HEYCHIJIEHHBIH pEXHUM),
PAHHUTHAMHA U NTUILA
YBEJIMUMBAIACh
PKCIIO3WLIMS CaKBMHABHpa
(AUC na 67%) no
CPaBHEHHIO C TIPUEMOM
TOJILKO CAKBUHABUPA U
muiu. Jlanubie
M3MEHEHMUs HE SBJIAIOTCA
KJTMHUUYECKH 3HAYUMbBIMH.

- Koppexumnu 103b1 He
Tpebyercs.

Huzuoumopor I'MT-KoA-pedykmasoi

Cuueacmamzm, JloeacmamuH

- CumBacTtatuu 11
- JloBactatun 11

- O1HOBpeEMEHHOE
TIPUMEHEHHE MOXKET
NIPUBECTH K pabOMHOIIH3Y.
- [lpumenenue
CUMBAcTaTHHA U
JloBacTaTUHa B KOMOWHALMK
C CAKBUHABUPOM/

(bnyBacTatun He
MeTaboIU3UpPYIOTCS
n3zopepmentom CYP3A4.
B3aumoneicTBus ¢
MHrMOMTOpPaMH NpoTeasbl,
BKJIOYAsi pUTOHABUP, HE
OXKHJIaeTCH.

- Henb3s McknmounThb
B3aUMOJICHCTBHS,
BIIMSAIONIETO Ha
TpaHcnopT GesKkoB.

PUTOHABHPOM
MPOTHBOMOKA3aHO.
Ipasacmamun u ¢hnyeacmamun - Bzaumoneiicteue He - Mexanusm
H3y4anoch. B3aUMO/ICHCTBUSA
- IlpaBactaTiu un HEU3BECTEH.

- Tlpn HEBO3MOXKHOCTH
QJIbTEPHATUBHON Tepanuu
HeoOXoMMOo HabII01aTh 3a
COCTOSIHMEM TTallMEeHTa.

- Ecnm nokazano
NpUMEHEHHE HHIHOUTOPOB
I'MI'-KoA-peaykrasbi,
peKOMeH 1yeTCs
MCTOJIb30BaTh MpaBacTaTHH
WK (ITyBacTaTHH.

A mopeacmamuH u yepueacmamun

- B MenbIeit crenenu
BABHCHUT OT aKTUBHOCTH

- B koMOuHanmm nx

CJIeJIyeT UCTIONIb30BaTh B
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n3opepmenta CYP3A4.

MEHBIIUX J103aX, MalMeHTOB
TILATEIbHO HAOIOAAIOT Ha
MpeIMET pa3BUTHS
MHOMNATHU (MblLLICYHAs
csabocTh, 60J1b B MBIIILIAX,
YBEJIMYEHHE aKTHBHOCTH
K®K).

Hmmynooenpeccanmol

[{uxnocnopun, cuponumyc
(panamuyun)

- Bo3aMoxHO
MHOTOKpaTHOE
yBEJIHYEHHE
KOHLIEHTpALIuK

MMM YHO/IENPECCAHTOB.

- Pekomenayercs
MOHHUTOPHHT
TepaneBTHYECKHX
KOHLIEHTpALIMH JIaHHBIX
MMMYHO/IETIPECCAHTOB MNPH
OJTHOBPEMEHHOM TIpHEME.

Taxkponrumyc

- OnHOBpEMEHHOE
TIPUMEHEHHE C
CAaKBMHABUPOM B
KOMOMHALMHU C
PHTOHABHPOM
MPOTHBOMOKA3aHO B CBS3M C
BO3MOXHbBIM pa3BUTHEM
DKU3HEYTPOKAIOIINX
ApUTMMIA.

Cenekmugivie 6ema2-aopeHoMuUMemuKu nPoOoIHCUMENbHO20 0CUCMBUA

Canmemepon

- Ilpu oaHOBpeMEHHOM
NPUMEHEHHH
caMeTeposia U
CaKBMHaBHpa/pUTOHABHpA
BO3MOJKHO YBEJIHYEHHE
KOHLIEHTpALUH
caJiMeTepoia B riasme.

- OJIHOBpeMEHHOE
NIPUMEHEHHUE He
PEKOMEH1yeTCs H3-3a
MOBBILLICHUS PHCKa
Pa3BUTHA CEpPACYHO-
COCYMCTBIX OCJIOKHEHH, B
YaCTHOCTH, Y/UIHHEHUS
unrtepsana QT,
cepALeOHeHns, CHHYCOBOH
TaXUKapanH.

Hapxomuuecxue AHAIbCEMUKU

Memaoon

60-120 mr exxeqHeBHo | pa3 B IeHb
(cakBunaBup/putonasup 1000/100
Mr 2 pasa B 1eHb) y 12 BUY-
HEraTMBHBIX MAaLMEHTOB,
NOJTY4alolMX METaI0H

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

- CUMIITOMOB,
TPUBOISLINX K
BbIOBIBAHHIO U3
MCCJIe/IOBaHNU S, HA Y KOTO
W3 MalMeHTOB He
HaOI01aJ10Ch.

- Bo3aMoxHO pazBuTHE
aIMTUBHOTO 3¢ dekTa Ha
yanuHeHue uatepaios QT
m/mmm PR.

- OIHOBpEeMEHHOE
IIPUMEHEHHE C
CaKBUHABUPOM B
KOMOMWHALIMK C
PUTOHABUPOM
NIPOTHBONOKA3aHO B CBSI3H C
BO3MOXHbBIM pa3BUTHEM
PKM3HEYTpOKaKOLIMX
APUTMHH.

Hepopmbn ble Konmpauenmuebsl

Omununscmpaouon

- BO3MOXHO CHUXKEHHe

. CﬂCIlyCT HCITOJIB30BATH
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KOHLIEHTPALIUK
OTUHWIICTPAANOIA.

Apyrue Win
JIOTIOJIHUTENIbHbIE METO/1bl
KOHTpAIETIHU TTPH
OJIHOBPEMEHHOM
NMPUMEHEHHH C ICTPOTEH-
coziepKaluMu
KOHTpaLEenTHBaMH.

Huzuoumopst pochoouscmepaswl 5-20 muna (HDJ[3-5)

MpUMEHEHHE C
CaKBMHAaBUPOM/PUTOHABH
[POM HE U3y4ajoCh.

- Ilpu oqHOBpEMEHHOM
rpreMe BO3MOXKHO
yBEJIIMUEHHE
KOHLIEHTpaLMi
BapjeHadua.

Cunoenagun - O1HOBpeMEHHOE - CoBMECTHOE NPUMEHEHHE
NPUMEHEHHUE C C CAKBMHAaBUPOM U
CaKBMHABUPOM/PUTOHABH  PUTOHABHPOM
POM He U3y4alloCh. MPOTUBONOKA3aHO B CBSI3H C
- OnHOBpEMEHHOE BO3MOXKHbBIM Pa3BUTHEM
MpUMEHEHHE PKM3HEYTPOXKAIOIINX
cakBuHaBupa (1200 mr 3 ApUTMHUIA.
jpaza B JIeHb) U
cunaeHaduna
(O/THOKpATHBIH Mpuem
100 mr), sBastoLIErOCs
cyocTpaToMm
n3odepmenta CYP3A4,

TPHUBENIO K YBEITMUEHHIO:
Cmax cunienadunat 140%
AUC cunaenaduna 1
210%

CakBHHaABUD «>
CunaeHadun He
OKa3bIBaJl BIMSHUS Ha
(hapMaKOKHHETUYECKHE
napameTpbl CakBUHaBHpa.

Taoanaghun - OnHOBpEMEHHOE - CoBMeCTHOE MTPUMEHEHHUE
NpUMEHEHHE C C CAaKBMHABUPOM U
CaKBUHaBUPOM PUTOHABHPOM
PUTOHABUPOM HeE MPOTUBOIOKA3aHO B CBSI3H C
M3yyanoch. BO3MOKHbIM pa3BUTHEM
- I1pu oiHOBpeMEHHOM PKM3HEYT POXKAIOLIUX
npueMe BO3MOXKHO APUTMHIA.
yBEJIMUEHHE
[KOHLIEHTpaLui
Tafanadpuna.

Bapoenaghun - O1HOBpeMEHHOE - COBMECTHOE NPUMEHEHHE

C CAaKBUHABUPOM H
PUTOHABUPOM
IPOTUBOIIOKA3aHO B CBS3H C
BO3MOXHBIM pa3BUTHEM
PKU3HEYTPOXKAOIMX
ApUTMHIA.

Huzuboumopsl npomonHo2o Hacoca

Omenpazon

V\UC cakBuHaBupa 7 82%

‘~ IIpuMeHeHue cakBUHaBHpa
34




40 Mr eXxeJIHEBHO

pa3a B JIeHb)

Hacoca

(cakBuHaBup/putonasup 1000/100
Mr y 8 310pOBBIX 100pOBOIIBLIEB 2

/Ipyeue uneuboumopvl npOMOHHO20

(90% JIN: 44 - 131)

Cmax cakBuHaBupa T 75%
(90% JIN: 38 - 123)

- PutronaBup <

- Jlannbie 06
OJIHOBPEMEHHOM
NPUMEHEHUH
CaKBUHABUpa B
KOMOWHAIMKU C
PUTOHABHPOM M JIPYTUMH
MHrUOUTOpaMHU
NPOTOHHOIO Hacoca
OTCYTCTBYIOT.

B KOMOWHAIIHMH C

PUTOHABHPOM
OJIHOBPEMEHHO C
OMEIPa30JIoM MM JPYrHMH
MHIMOMTOPAMHU TIPOTOHHOTO
Hacoca He PeKOMEH IyeTcsl.

/pyzue e3aumooeiicmeus

[ peunghpymoewiii cox

- B3aumoieiictBre He

CaKBUHaBHpa)

- Cakunarup T 100%
(COK JIBOMHOM
KOHLIEHTPALUW)

(cakBMHaBUP/pUTOHABHP) M3y4anoch.

[ petingppymoswiii cox - CakBuHaBup T 50% (cok | YBenuueHue 3KCNO3ULHH
(onHOKpaTHBIN NpUeM) CTaHapTHOH HE SBISETCA KIMHUYECKH
(HEYCHIIEHHBIN pEXUM KOHLIEHTPALIMH) BHAUYMUMBIM.

- Koppexuuu 103b1
caKBMHaBMpa He Tpebyercs.

YeCHOKa

VIekapcmeennvie npenapamsl u
OuonoZUYeCKU aKMUusHble 000ABKU
(BAN), cooeporcawue sxcmpaxm

- Bzaumopeiictue ¢
CaKBMHABHPOM/PUTOHABH
POM HEe MU3yHalloCh.

- Ilpn HeycuneHHOM
pexuMe:

AUC caksunaBupal 51%
Cihrough | 49% (8 1 mocne
TIPUHATHS J103bI)

Cmax cakBuHaBupa | 54%

- JlekapcTBeHHBIE
npenapatbl 1 BAJI,
coJiepiKalllue IKCTPAKT
YECHOKa, HE ClIe/lyeT
NPUMEHSATD Y MALIUEHTOB,
TTPUHUMAIOLIUX
CaKBMHABUP, TaK Kak 3TO
MOXKET NPUBECTH K
YMEHBUIEHHIO
KOHLIEHTPALUH
CakBMHaBMpa B Mijiazme,
ToTepe BUPYCOJIOrHYECKOT O
OTBETA U MOSABIICHUIO
PE3UCTEHTHOCTH K OZIHOMY
M3 KOMITOHEHTOB
AHTUPETPOBUPYCHOM
Tepanui.

36ep0001 NPOOBIPABIEHHBIU
(Hypericum perforatum)

Dumonpenapamyi, cooepicawjue

- Bzaumoeiictue ¢
CAKBMHABUPOM/PUTOHABH
POM He H3y4asloCh.

- Ilpumenenne
(uronpenaparos,
CoJIepIKallX 3BepoOOi
NpOAbIPABICHHbIH
(Hypericum perforatum),
MOXKET MPUBECTH K
CHHKEHHIO
KOHILIEHTPAIIMK B M1a3me

KPOBH BCJIC/ICTBUE

- durtonpenaparsl,
cojiepKatue 3sepoboit
NPOJIbIPSIBIICHHbIH
(Hypericum perforatum), ne
CJIe/1yeT NPUMEHSTD Y
MalUEeHTOB, TPHHUMAIOLINX
CaKBMHaBMp, TaK Kak
BO3MOXHO YMEHbILICHHE
KOHLEHTpPALIWK 1penapara B
niasme, noreps
BUPYCOJIOTUYECKOTO OTBETA
M MosiBJICHHE
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HaJIN4Ms B HUX
WHIMOUTOPOB MJIK
WHIYKTOPOB
n3opepmenta CYP3A4
wiu P-rmukonpoTtenna.

PE3UCTEHTHOCTH K OTHOMY
M3 KOMIIOHEHTOB
AQHTUPETPOBHPYCHOH
Tepanuu. MHayumpyoumii
nddexT npenaparos
3BEpOOOS
NPOJBIPSBIEHHOTO MOXKET
COXPaHATHCSA HE MeHee 2-X
HeJlelb 110CyIe HX OTMEHBI.

/lpyzue 603M0MCHbIE 83AUMOOCTICMEUSA

IIpenapamesi, aeaawouwiueca cyocmpamamu usopepmenma CYP3A4

- XOT cneunaibHbIX
McceIoBaHuii He
MPOBO/INIIOCH,
OAHOBPEMEHHBIN TPUEM
CaKBMHaBMpa/pUTOHABUpA
W IpYTUX Npenaparos,
ABJISIOLLMXCS
cybcTpaTamu
n3odpepmenta CYP3A4,
MOXET MOBBICUTh
KOHLIEHTPALIMH B TIa3mMe

/lancoH, ouzonupamuod, XuHuH,
Gpenmanun, angpenmarun

- Ilpuem Takux
KOMOMHaUWH
MPOTUBOINOKA3aH B CBA3H C
BO3MOXHBIM pa3BUTHEM
PKM3HEYTpOKAKOLIMX
ApPUTMHMIA.

DTHUX MpenapaTos.
IIpenapamsi, nogvluiaouiue MOMOPUKY HceayOouHO-KUIMEUHO20 MPAKma
Memoxnonpamuo - Het nanubix 06
[YMEHbLLIEHUH
TJIa3MeHHOM
KOHILIEHTpaLH
CaKBUHaBHpa MpH
OJIHOBPEMEHHOM
NIPUMEHEHUH TIpenapaTos,
CTUMYTTMPYIOLIMX
NPOXOXK/AEHHUE MHUILH 110
TTUILEBAPUTEIILHOMY
TPaKTYy.
[{uzanpuo - Oxupaercs ysennyenue | [uzanpun
DKCITO3ULUM LU3anpuia meTabonu3upyercs
(AUC) u yiimHenue MPEUMYIIIECTBEHHO
muTepsana QTc. n3opepmentom CYP3A4.
- nzanpua
IMPOTUBONOKA3aH y
MalMEHTOB, MPUHUMAIOLIUX
CaKBUHABUP B KOMOHWHALMK
C PUTOHABHPOM, M3-3a
BO3MOXKHOTO
BO3HMKHOBEHMS
DKM3HEYT POKAIOLIMX
ApUTMHUN.
Hupemanun - OHOBpeMeHHOE - CoBMECTHOE NpUMEHEHHE
TIPUMEHEHHE HE C CAKBMHaBUPOM H
M3y4asioCh. PUTOHABHPOM

36




MPOTUBOIIOKA3aHO B CBA3M C
BO3MOKHBIM pa3BUTHEM
PKU3HEYTPOXKAKOLUX
ApUTMHMIA.

Anmuncuxomuueckue cpeocmea (HeupoienmuKu)

cepmuHO0, Cy1bmonpuo,
MuopuoOazuH, 3UNPacuOoH,

CaKkBMHaBMpa/
PUTOHABHMpA C JIAHHBIMH

[Tumo3uo - YBennyenue - [Tumosun sBisiercs
PKCTMO3ULIMKU TTMMO3H/1A. cybcTpaTom n3odepmenTa
CYP3A4 u accounnpyercs
C YJJTMHEHUEM MHTEpBasa
B0
- [Tumo3u 1 npoTuBONOKa3aH
Y NMaLUEHTOB,
NPUHUMAIOLLIMX CAaKBUHABHP
B KOMOMHALIMY C
PUTOHABHUPOM, B CBAI3H C
BO3MOJKHBIM Pa3BUTHEM
PKM3HEYT pOKaIOLMX
ApUTMHIA.
Keemuanun - BoaMoxHo yBenuuenue | OQHOBpeMEHHOE
KOHIIEHTpaLWK NIPUMEHEHHE C
KBETHAINMWHA NPU CaKBUHABUPOM
OJIHOBPEMEHHOM MPOTUBONOKA3aHO
NPUMEHEHHUH C BCJIC/ICTBUE pPUCKA
CaKBMHABHPOM/ VBEJIMYEHHS TOKCHYHOCTH
PUTOHABHPOM. KBETHATIMHA U TAXKECTH
HEKeJaTesIbHbIX peaKkLMid.
Knoszanum, 2anonepuoon, - O1HOBpeMeHHOE - OZIHOBpeMEHHOE
Me30pUOa3zut, heHomuasuH, NpUMEHEHHE TIPUMEHEHHE C

CaKBMHABMPOM B
KOMOWHAIWK C

66e0eHU)

A:Tbtpal -a0peHo010Kamopbsl

XJ10pnpoMazum npenapatamMu He PUTOHABUPOM
H3y4aoch. IIPOTHBOINOKA3aHO B CBA3H C
BO3MOJKHbIM Pa3BUTHEM
KM3HEYTPOKAKOLMX
ApUTMHIA.
Bazoounamamoput
Bunkamun (011 6Hympueennozo - O1HOBpeMEeHHOe

MpUMEHEHHE C
CaKBUHABUPOM B
OMOMHALINH C
UTOHABUPOM
POTUBOINOKA3aHO B CBA3M C
03MOXKHBIM Pa3BUTHEM
U3HEYrpOKaKOLIMX
PUTMHIA.

Anghyzozun

- BO3MOKHO noBbILIEHHE
KOHLIEHTpALIUH
andy3o3uHa B rnjazme
KPOBM.

- COBMECTHOE NpUMEHEHHE
(hy303uHa M CaKBUHABHpa
KOMOWHAIMK ¢

MUTOHABUPOM
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MPOTUBOITIOKA3aHO B CBS3H C
BO3MOXKHBIM pa3BUTHEM
apTepyaIbHON THIIOTEH3HH.

UHmuzucmamunmsle cpeocmeda

Tepghenaoun, acmemuzon - AUC tepdenaauna 1 - Tepdenannn
ACCOLIMMPYETCH ¢ NpPOTUBONOKA3aH
yVUTHHEHUEM WHTEpBaJia nalMeHTaM, MPUHUMAKOLIUM
QTc. CaKBUHABUP B KOMOMHALMK

C PUTOHABUPOM, B CBSI3H C
BO3MOJKHbIM Pa3BUTHEM
PKU3HEYTPOKAIOIINAX
APUTMHI.

- 3-3a BbICOKOM
BEPOSATHOCTH aHAJIOTHYHOTO
B3aUMOJICHCTBHUS,
CaKBMHABUP B KOMOMHALIMH
C PUTOHABMPOM TAKKe He
CJIelyeT Ha3HayaTb BMECTE
C aCTEMH30JIOM.

Muzonacmun - OiHOBpeMEeHHOe
(cakBUHABUP/pPUTOHABUP) TIPUMEHEHHE C
CaKBUHABUPOM B
KOMOMHAaLMK ¢
PUTOHABHPOM
IPOTHBOIIOKA3aHO B CBA3M C
BO3MOXKHbIM Pa3BUTHEM
PKM3HEYT POKAKOLIHX
ApUTMHUH.

YcnoBHble 0003HAYEHUS: | - YMEHblIeHWe, T - yBeIMUeHHe, <> - He u3MeHsiercs, 11 -
BHAYUTEIILHOE YBEJIMYEHHUE.

Jpyzue 603modxichvlie 83aumooeicmeus

Xors  crneuManpHbIX — MCCIIEJOBAaHWH  HE  NPOBOAMIOCH,  OJHOBPEMEHHBIH  TIpHEM
CaKBWHABUpA/pUTOHABUpAa W JPYrHX TNpenapaToB, sBISOMAXCcS cyOcTpatamu u3odepmeHTa
CYP3A4, MoXeT MOBBICHTH KOHIEHTPALMK B IJ1a3Me YTUX TPEenapaToB, M0ITOMY NMpUMEHEHHE
TaKUX KOMOMHAIMH MPOTHBONOKA3aHO B CBS3H C BO3MOXHBIM Pa3BUTHEM JKH3HEYTPOKAIOUIMX
aput™MHii (cM. paszaen «IIpotuBonokazaHus»).

OnHoBpeMeHHBIH TpHEM CaKBMHABHpa B KOMOMHAUWM C PHTOHAaBHPOM M  TIpenaparos,
ABJIAIOLIMXCA cyOcTpaTamMu P-riimkonpoTenHa, MOKET NPHBECTH K YBEJIMUEHHIO KOHLEHTPALMii
9TUX TIpEenapaToB B j1a3sMe, NodToOMY NpH MPUMEHEHUH TaKuX KOMOMHAUMI cheayeT HabmoaTh
3a COCTOSTHUEM TallMEHTa Ha NPeJIMET MOSBJICHUS CUMITTOMOB TOKCHYHOCTH.

K yBenmMueHMIO KOHLEHTpauMii CakBHHAaBHpa B TUla3Me NPUBOAMT TakkKe HazHavYeHHe
KoMOMHaumi ¢ uarubutopamu uzopepmenta CYP3A4. B Xoae KIMHMYECKHX HCCIIEI0BaHHIA

NnpH  OJIHOBPEMEHHOM TIPUMEHEHUHU KETOKOHAa30J1a (MOUlHOl'O HHFH6HTOpa H30¢)CpMCHTa
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CYP3A4) u cakBuHaBMpa B KOMOMHAaUMM C PHUTOHABUPOM, HE OTMEYaJOCh YBEIHYEHHE
(bapMaKOKMHETHYECKOH 3KCNO3MLIMK cakBUHaBupa. [lpeanonaraercs, 4To npMMeHEHHe BTOPOro
uHruoutopa w3odpepmenta CYP3A4 B cocraBe Tepanuu TMpEnsSTCTBYIOT —YBEIMUEHHIO
KOHLEHTpAallMM CaKBMHaBHpa B TulazmMe. B Takom ciydae, pekomeHjyercs HaOmoaaTh 3a
COCTOSSHUEM TAIMEHTOB, T[OJIyHalOIIMX CAaKBUHABUP B KOMOMHAUMM C WHTUOMTOpaMH
nzopepmenta CYP3A4, Ha npeamMeT NosSBIEHHS CUMITTOMOB TOKCHYHOCTH.

OnHOBpeMEHHBIH NPHEM C TNpenapaTaMi, SBASIOIMMHUCS WHAYKTOpaMu u3odepmenta CYP3A4
UM P-ramkonpoTenHa, HanpoTHB, MOXET CHHM3MTh KOHLIEHTpAllWM CAaKBHHaBHpa B TIa3Me.
HUndopmauns 06 yMeHbLIEHHH KOHLIEHTPALIMK CAKBMHABUpA B MJIa3Me NPH COBMECTHOM NpHEMe
C Ipenapatam, YMEHBLIAIOUMMHU BpeMs TMPOXOKIACHUS NUILH 10 IKEIYJOYHO-KHIIEYHOMY
TPaKTy, OTCYTCTBYeT. PUTOHAaBUp MOXKET OKa3biBaTh BIMSAHME HAa (AapMAaKOKMHETHKY APYruX
npenapaToB, TaK KaK caM SBJISEeTCS MOLIHBIM HMHrubutopom uzodepmenta CYP3A4 u P-
TIIMKONPOTEHHA, @ TAKXKE HHIYKTOPOM 3H3HMa HEKOTOPBIX H30(epMeHTOB LiuToXpoMa P450.
Ocobble yka3anus

Iepeo navanom mepanuu

[penapat UnTepdact HazHauaeTcs TOIBKO B KOMOMHALIMKM C PUTOHABHPOM.

[TaunenToB Hyx)HO UH(OpMHUpOBaTh, yTO Npenapat MuTtepdact He uzneunaer BUU-undexumio
M 4TO Yy HHUX MOIrYT pa3BUBaTbCd acCOUMMpPOBaHHbIE C Hel 3aboneBaHus, BKIKOYas
onnopryHucTuyeckne MHbekunn. Takxke HeEOOXOAMMO COOOIIMTL O BO3MOKHOCTH Pa3BHTHS
HEXKeJaTeJIbHbIX SABJIEHWH 1pH KOMOMHUPOBAHHOM TPUMEHEHWHM HECKOJIbKUX TIpernaparos.
HecMmoTps Ha npueM aHTUPETPOBUPYCHBIX MPENapaToB, Hellb3s HCKIIOUNTDL pUCK nepeaaun BUY
nosioBbIM nyteM. Heobxoamumo cobimoate Mephbl npe1oCcTOPOKHOCTH.

Hapywenus npoeooumocmu cepoya u penonspuzayuu

Habmonanock nozo3aBucumoe yanunenue untepBaioB QT u PR y 310poBbIX 106pOBOIIBIEB,
nosyyaBmux npenapat Uatepdact B KoMOUHAIIMM C pUTOHABHPOM.

Ilpenapar Hurtepdact B KOMOMHALMM C PUTOHABMPOM TPOTHBONOKA3aH TalMeHTaM ¢
BPOX/IEHHBIM MJIH JIOKYMEHTAJIbHO MOATBEPKACHHBIM NPUOOPETEHHBIM YUIMHEHHEM MHTEpBaJia
QT, 51€eKTPONUTHBIMH HapYIICHUSIMH, OCOOEHHO C HECKOPPEKTHMPOBAHHOM TMIOKAJIHEMHEN.
Hannune B ceMeiiHOM aHaMHe3e MalMeHTa Clly4acB BHE3arHOM CMEpTH B MOJIOJIOM BO3pacTe
MO3BOJISAET MPEANONIOKUTL HAJTMUUE BPOXKIECHHOTO Y/UIMHeHHs nHTepBasia QT.

Ilpenapar Murtepdact B KOMOMHALMKM C PUTOHABUPOM TPOTHBONOKA3aH TPH TIPUMEHEHUH C
HEKOTOPBIMU  TIpenapatamM, KOTOpble 00JaaloT  OJHOBPEMEHHO (hapMaKOKHHETHYECKUM
B3aUMOJIEHCTBHEM M CMOCOOHOCTBIO YUIMHATH MHTepBaibl QT w/mim PR (em. pasnen

«ITpoTuBonokaszanua» u «B3anmoaelcTBre ¢ APYrUMH JIEKapCTBEHHBIMH NIperiapaTaMuy).
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He pekomenayercs npumenenue npenapata HMurepdpact B KOMOMHAUMM C PUTOHABHPOM
nalMeHTaM, OJIHOBPEMEHHO TMOJIyHaIOLIMX JApYyrUe JeKapCTBEHHbIE Npenaparbl, 001ajalolmuMn
CrocoOHOCTRIO K yUTMHeHMI0 MHTepBaa QT. B ciaywsae HeoOXOAMMOCTH COBMECTHOTO
MCTIONBb30BaHMs ClIEAyeT coOJII0AaTh OCTOPOKHOCTH M MPOBECTH 3JIEKTpoKapanorpaduyeckoe
MCCIIe/IOBaHUE TIPU BO3HMKHOBEHMHM CUMITOMOB apuTMHUH. Cienyer cobuoaTh OCTOPOKHOCTh
npu npuMmeHeHuu mnpenapata Murtepdact B KOMOMHALMKM C PUTOHABUPOM Y TIALIUEHTOB C
COMYTCTBYIOIIMMHU CTPYKTYPHBIMU 3a00JIEBAHUSIMH  CepAlla, HApPYLIEHUSMH TPOBOAMMOCTH
cepaua, HieMuueckon G0NIE3HBIO Cep/llla WM KapIMOMHUONATHEN, TIOCKOJILKY TaKHE TNallMeHThI
MMEIOT MOBbILIEHHbIH PHCK pa3BUTHs HapYLLEHHUIH cepeYHON NMPOBOAUMOCTH.

Cnenyer npekpaTuTb Tepanuio npenaparom Hutepdact B kKOMOMHAUMM C PUTOHABUPOM B
cllyyae BO3HMKHOBEHMS 3HAUYUMBIX apuTMHH, yuinHeHus unTepBana QT wiu PR. Yawe Bcero
uameHenuss uHtepBana QT, cBa3anneie ¢ npuemoM npenapara Wurtepdact, BO3MOXKHBI Y
JKEHLIMH W JIUL] TOXKHIJIOTO BO3pacTa.

He cnenyer mpeBbllnaTh peKOMEHJOBaHHBbIE 7103bl Tnpenapara MuTepdact B komMOMHauuu ¢
PUTOHABHPOM, MOCKOJIbKY cTeneHb yanuHenus uurtepaioB QT m PR Moxer Bo3pactath ¢
YBEJIMUEHUEM KOHIIEHTPALMH TNpernapara.

[Ipumenenne npenapata Uutepdact B komOuHauuu ¢ puroHasupom B jo3e 2000 mr | pa3 B
cyTkn/100 Mr 1 pa3 B cyTKM He peKOMEH/1yeTcs, NMOCKOJbKY BAMsHHE M000HOI KoMOMHAUMK Ha
pucK yanuHenus untepBana QT He usyyvasncs.

Iayuenmeoi, Havuunaroujue mepanuio npenapamom Hnmepghacm

Jlo Havana TepanuM cieayeT NpoBECTH 3JeKTpokapauorpaduyeckoe uccienoanue. He cienyer
Ha3zHavaTh Tepanuto npenapatoM HuTtepdacrt, ecnn mntepan QT>450 mcek. [laumenrtam c
uHtepBaiom QT<450 mcex 10 Hauvana JeyeHHs PEKOMEHAYETCS B XOJ€ TEparuH MpPOBOAMTH
sNeKTpokaparorpadudeckoe uccienoBanue. [lanuentam, paHee He TOJYYaBIIAM Teparuio
CaKBMHABMPOM W HAYMHAIOUIMM Tepanuio npenapatoM MHTepdacT, pekoMeHayercs Ha3HavaTh
npenapat Uurtepdact B n1o3e 500 mr u purtonasup B no3e 100 mMr 2 pasza B CyTKH B TeueHHe
nepsbiX 7 JAHEH ¢ nocieayrommuM uiMeHenuem 103bl 10 1000 mr u 100 mr 2 pasa B CyTKH,
coorBeTcTBeHHO. [Ipn ucxoanom 3Hauyenunn unrtepana QT<450 mcek, mauueHtam, paHee He
NOJyYaBUIMM TEpanuio CaKBUHABUPOM W HauyMHaAlOUMM Tepanuio npenapatom Hutepdacr,
PEKOMEH/IyeTCsl MPOBECTH TOBTOPHOE HJIeKTpoKapanorpaduueckoe uccienoBavue uepes 10
JHeH mocie Havana Tepanuu. Tepanuio npenapatom HMHTepdact cinenyer npekpaTtuTh, €cCiin
unreppan QT>480 mcek, uan ecnu uutepBan QT yBenuuwics Ha Gonee uvem 20 mcek mo
CPaBHEHMIO C MCXOIHBIM 3HauYeHHeM (cM. paszzen «DapmakoJUHaMHKay, nojapasjen «Binsnune

Ha nokazarenu DKI»).
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Hayuenmst, npooonxcaroujue mepanuro npenapamom Humepgacm, npu neodxooumocmu
HA3HA4eHUusi conymcmeyowe mepanuu npenapamamu, cnocoonvimu yonuname unmepsan QT
WU nayueHmsl, NOIyHarOwue mepanuio npenapamamii, cnocoonvimu yonurame unmepsan QOT,
npu  HeobxoOoumocmu  Hasnavenus —mepanuu  npenapamom  Humepghacm, u, eciu
albMePHAMUGHAs mepanus.  omcymcemeyem, d Rnojib3d npeevluiaem puck: 0 Havala
COMYTCTBYIOLICH Tepanuu HEOOXOJUMO TPOBECTH SJIEKTpOKapaAHorpapuueckoe HCCleoBaHHE.
He crnenyer Ha3zHadaTh COMYTCTBYIOIIYIO Tepanuio, eciii uHTepBan QT>450 mcek (cM. pazzen
«B3aumozielicTBMe ¢ JIpYrMMH JIEKapCTBEHHBIMH Tripenapatamu»). Heobxoaumo mnporecTH
MOBTOPHOE 3JIEKTpOKapAHOrpaduyeckoe ucciae10Banue, eciim Hexoano uurepean QT<450 mcek.
Ecau nnrepsan QT>480 mcex vnm untepsan QT yBenuumnics Ha Gonee uem 20 mcek nocie
TIPUCOEIMHEHUA COMYTCTBYIOLIEH TEpanuu, Jeyaliuii Bpay, B 3aBUCHUMOCTH OT KJIMHHYECKOM
CHTYalluH, JIOJDKEH TIPUHATHL pelieHHe o0 oTMmeHe npenapara MuHtepdact B KoMOMHamMM c
PUTOHABHPOM MJIH/M COMYTCTBYIOLIEH TepanyH.

IHayuenmul ¢ napywernuamu GyHKyuu nevenu 1e2koil u CpeoHell CmeneHet maxcecmu

Tepanusa npenaparom MHTepdact B KOMOMHALMKM C PUTOHABHPOM TIPOTHUBOINOKA3aHa MalMeHTaM
C JIEKOMIIEHCUPOBAHHBIMU 3aboseBanusMu medenu (cM. paszgen «lIporuBonokasanusy»). YV
MalUMEeHTOB ¢ XpoHWYeckuM renatutoMm B uam €, nonyuarommx KOMOMHHUPOBaHHYIO
AHTHUPETPOBUPYCHYIO TEPANHIO, MMOBBILIEH PHUCK Pa3BUTHS HEXKeNaTesIbHbIX ABJCHHH (B TOM
yncsie (aTanbHbIX) CO CTOPOHBI MeueHH. B ciydyae 0JHOBpeMEHHOro NPUMEHEHHs Yy MalueHTa
AHTUPETPOBUPYCHOM Tepanuu renatuta B uam C HeoOX0AMMO TIIATELHO O3HAKOMMTBCS C
MEeIULIMHCKOH HHpOpMaLIHEHt 10 UCTIOJIb3yeMbIM NIpernaparam.

IIpy OIHOBpEMEHHOM HCNOJIBL30BAaHWH KOMOWHMUPOBAHHOW aAHTHPETPOBUPYCHOW Teparvm y
MAalMEHTOB C HapylmieHWeM (YHKIMHM TIeYeHHW B aHaMHe3e (BKIoYas XPOHWYECKHH aKTHBHBIN
renaTuT) MOBBIIIAETCS YacTOTa Pa3BUTHA HapylleHMs (yHKuMH nedenn. CreayeT TmaTeslbHO
MOHUTOPHPOBATh CHMIITOMBI W TPU3HAKKW HapyuieHus (yHkuui nedenu. [lpuw mosgeienuu
NPU3HAKOB YXY/IIIEHUs (PYHKIIMU MEYEHH CIIEAYET NpepBaTh WK OTMEHUTH TEPArHMIoO.

YV BUY-uHOUUMPOBAHHBIX MALMEHTOB C HApYLICHUAMH (QYHKUMM MEYEHH JIETKOH W Ccpe/Hei
CTENEeHeH TAKECTH KOPPEKLMH J103bl He TpeOyercs (laHHble orpaHuveHbl). Tem He MeHee, B
CHJIy pasjIM4HOW OSKCIMO3MLIMM TpenapaTta B JIaHHOH TMOMYJSLUHHA PEKOMEHJIyeTcs TiaTelbHOoe
MOHWTOpUpOBaHWe  npoduas  GesomacHocTH  (BKJIOYas  TMPU3HAKM  apUTMHMH) W
BUpycosioruyeckoro  oreera  (cm.  pazzgensl  «Crnioco®  mpUMeHeHHs M JI03BI» W
«®apmakosioruyeckue cBoiictBa»). Ilocne Hauana Ttepanuu mnpenapatoMm  HHtepdact y
nauueHToB ¢ renatitoM B wim C, uuppo3oM, XpOHHYECKMM alKOTOJM3MOM W/HITH JIPYTHMH
3a00JIeBaHUAMM TI€YEHH HaOMIOAAINCh CIydau YXYyAIIeHUs 3a00leBaHus MEYEHH WM Pa3BUTHE

nopTaanoﬁ FUMEPTEH3UH, COI'IpOBO)KIIaBlUCﬁCSI )KCHT)’XOVI. ACLUUTOM, OTCKAMH U BAPHKO3HbLIM
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paclIMpeHHEM BEH NMUILEBOAA (Y HECKOJIBKHUX MalMEHTOB C JIETalbHbIM UCcX0a0M). TTpuunnHo-
C/IE/ICTBEHHAs CBA3b MEXJAY Pa3BUTHEM TMOPTAJbHOW THIEPTEH3WW M Tepanuel npenapaTom
Hutepdact He ycranosiena. CreyeT TIaTelbHO MOHMTOPHPOBATH CHMIITOMBI M TIPU3HAKH
rernaToKCHYHOCTH.

Ilayuenmur ¢ napywenuem Gynkyuu novex

Yepez noyku BBIBOAMTCA HE3HAUWTENbHAs wYacTh T[penapata, MOITOMY TEepBOHAYAIbLHO
KOPpPEKTHpOBaTh 03y Tpenapara y TMalMeHTOB C HapylleHHeM (YHKUUH TOYEK HE HYKHO.
OnHako uccleIoBaHUH Y TMALMEHTOB C TSKEJOH MOYEYHOH HEI0CTaTOYHOCTBIO He TIPOBOANIIOCH,
B CBS3M C 4YeM cieayeT cobiioAaTh OCTOPOKHOCTH NpU NpuMeHeHuH npenapara MuTtepdact
TaKUMH TMalMeHTaMu.

Lemckuit u noscunou éozpacm

Jis BUY-unduumpoBanubIx eteit B Bo3pacte oT 2 10 16 net addekTHBHbIE 103BI penapara
Hutepdact, noTeHumasbHO He BhbI3bIBAlOIIME YanuMHeHne uHTepBaioB QT wu PR, He
YCTaHOBJICHBI.

OnbIT NpuUMeHeHHs y mnauueHToB crapmie 60 ner orpaHuyeH. [lanueHTBl TOXWIONO W
CTapyecKoro Bo3pacta MOryT ObITh 60J1€€ BOCTIPUMMYHBEI K BIMSHUIO npenapata Ha QT w/wim
PR unTepBan.

Caxapuviu ouabem

VY naumenToB, mnonyyaromux HHruOuTopsl nporeassi BUY, onucaHbl ciiydan BhepBble
BbIABJICHHOIO caxapHoOro auabera, IMMEpriiMKeMUH WIIM JIEKOMIIEHCALMH COMYTCTBYIOLIEro
caxapHoro auabera. B HEKOTOpBIX cliydasX rHNeprivkeMus Obla pe3Ko BbIPaKEHHOM, HHOT/IA
COMpoBOX/anack Keroauujao3oM. [lpy 3TOM y MHOrMX TNalMEHTOB HMEIH  MECTO
CONyTCTBYIOUIME 3a00jeBaHUs, WHOTJa TpeOOBaBIIWE Ha3HAYEHWsS TpenapaTtoB, 00JaJalolux
CrNocoOHOCTBIO MOBBIIIATE KOHLEHTPALMIO TIIFOKO3bl B KPOBH M BBI3BIBATH Pa3BUTHE CaXapHOro
auabeTa WM runepriaukeMun. TIpuunHHO-ClIeICTBEHHAs CBSA3b MEX/LY Teparieil HHrHOUTOpaMu
npoteazbl BUY n pazBuTHEM rUneprimkeMun ¥ caxapHoro Jnabera He yCTaHOBJIEHA.
TI'emoghunus

ITpu neyenun unruéuTopamu nporeassl BUY onucansbl ciyyan ycuieHns KpOBOTEYEHHH, B TOM
4UCIIe CIOHTaHHOE 00pa30BaHUeE MOAKOKHBIX TEMaTOM M reMapTpo30B y OOJILHBIX reModuinei
tina A u B. HekoTopbiM naimeHTaM NnpHXOAWIOCH YBEJIMYMBATEL 103y (DaKTOpa CBEPTHIBAHMUS
kposu VIII. Bonee weMm B mnojioBuHe ciydaeB JieueHe MHrHOMTOpOoM mipoteassli BUY Gwiio
NPOJOJIKEHO HIIH BO30OHOBIEHO. MOXKHO NMPeANnoioKUTh MPUUHHHO-CIIEJICTBEHHYIO CBS3b 3THX
HEKeJlaTeJIbHBIX SABJIEHUH C NpuMeHeHueM MHruOuTopoB npoteazsl BUY, xots MexaHusm
nopobHoro spdexta He wu3ydeH. boabHBIX remodumiMel HEOOXOAUMO TIpeayNpeanTh o

BO3MOJKHOM YCHJIEHUH KPOBOTEYEHHUH.
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Ilepepacnpeoenenue scupa

IIpy  npoBeseHMM  KOMOMHHUPOBAHHOW  AHTHPETPOBHPYCHOM  TepanuM  OTMEYaloch
nepepacnpezie/ieHHe WIH OTJIOKEHHE KHpa, B TOM YHUCIIE OKHMPEHHE MO LIEHTPAIbHOMY THITY,
OTJIOKEHHE JKMpa Ha J0p3aJbHON MOBEPXHOCTH 1IEH U CIIUHBI («ObIYMit rop6»), yMEHbLIEHHE
MOJAKOKHO-)KMPOBOH KJIETYAaTKH Ha KOHEYHOCTSX, YBEJIMUEHHE MOJIOYHBIX JKejle3 3a cuer
KHPOBBIX OTJIOKEHWH, a TaKKe «KYUIMHTOMI» (OKpYrjoe, JTyHOOOpa3HOE JIMLO, THIepeMus
JMLA, TYJOBHIIHBIA THT OXHMPEHHSs, OTIOXKEHWE XUPOBOH TKAaHM B HAJKIIOYMYHBIX SMKax).
[Tepepacnpenenenne KMpPOBOW TKAHW  acCOLMMPYETCHs C TaKUMH  MeTaboIHYeCKHMH
HapyLICHUAMM, KaK THNEPTPUIIIULICPHIEMHUS, THITEPXOJIECTEPUHEMHUS, HHCYJIMHOPE3UCTEHTHOCTD
v runeprivkemus. TsokecTb 3THX HapylleHMH BapbUpyeT Kak BHYTPH Kjlacca, TaK M MExay
KJlacCaMM aHTHPETPOBUPYCHBIX TpenapaToB (MHrubuTopsl nporeassi BUY, nenykieo3uanbie
UHTUOUTOpPEI  OOpaTHOW  TPaHCKPUNTa3bl,  HYKJICO3MIHBIE  MHIMOMTOpbI  0OpaTHOM
TpaHckpunTasel). K dakTopam, MOBBIIAIOLIMM PUCK Pa3BUTHA JHIOAMCTPOHH, OTHOCATCS:
MOXKWJIOH BO3pacT, AJTMTEIBHOCTh TEpaluu, NMPUMEHEHHE CTaBYAWHA, TMIICPTPUTIIHIIEPUICMHUS,
runepiaktaremMus.  JlmarHoctuka  BKJIIOYAeT  OUEHKY — (M3MKAJIBHBIX  TPHU3HAKOB
nepepacripe/ieJieHust )KUpOBOH TKaHW, McCleloBaHUE TJIMKEMHM W JIMNUIOB KpoBH. B ciydae
oOHapyKeHHMs JaHHBIX M3MEHEHWH CleayeT paccMOTpeTb BOMpoc 00  W3MEHEHWH
AHTUPETPOBUPYCHON Tepanuu W/WIIN MPHHATH MEPbI, HAalpaBJeHHbIE Ha KOPPEKLHIO NMOA0OHBIX
OTKJIOHEHHIi (HanpuMep, Ha3HAYeHHWE TUMNOJIMNHMAEMHUYECKUX CpeacTB). B HacTosiee Bpems
MEXAaHU3M pa3BUTHA METabOJIMUECKUX HapYUIEHWH W OTAAJICHHbIE TOCICACTBUSA, TaKHe Kak
MOBBILIEHHE PUCKA CEPAEYHO-COCYIMCTBIX 3a00IeBaHUi, HE U3BECTHBI.

[Ipumenenne npenapata Untepdact B koMOUHALMKM ¢ pUTOHABHPOM B J103ax Gossiie 1000/100
Mr 2 pa3a B JIeHb OOBIYHO COMPOBOXKIAETCS YBEJIWYEHHEM YacCTOThI HEXKeJaTelIbHBIX SBJICHHI,
TaK KaK KOHLUEHTPALM¥ CAKBUHABHMpA B TJIa3Me B NMPUCYTCTBHM PUTOHABMpA yBeJIH4YHBaIOTCA. B
HEKOTOPBIX CITy4asgX COBMECTHOE NpUMeHeHue npenapata MHTepdact U puToHaBHpa NpUBOAMIO
K TSXKEJIbIM HEXeJlaTeIbHbIM SBJICHUSM, B OCHOBHOM K Pa3BUTHIO IMabeTHUYECKOro KeToaln103a
U HapylleHnto GYHKLMI neyenu, ocoOeHHO Yy NMalMEeHTOB, paHee CTpalaBIINX 3a00J1eBaHUAMK
MeYeHH .

Cunopom  ummynHOU  peakmuéayuu  (CUHOPOM — BOCRANUMENLHOZO — BOCCMAHOGNEHUS.
UMMyHuUmema)

B xoze wawanbHOW (hasbl KOMOMHMPOBAHHOW aHTHMPETPOBUPYCHOM Tepanuu, B TOM HHCIE
npenapatom MuTepdact, y naumMeHTOB ¢ THXKEIBIM MMMYHOAEHULMTOM MOXKET BO3HMKHYTH
CHCTEMHas BOCMAJWTENbHAs peakuus Ha paHee OCCCHMITOMHO TNpPOTEKaBIIWE  WIIH

OTIMOPTYHHCTHYECKHE HH(bCKUHH U aYTOAQHTHUICHBI, HWJIK YCHIIEHHUEC CHUMIITOMATHKH. ﬂaHHafl
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peakiis MOJKET BbI3BaTh CEPbe3Hble KIMHMYECKHE COCTOSHMA WM OOOCTPEHHE CHMIITOMOB,
KOTOpbIE B CBOIO O4epe/lb MOTYT NoTpeboBaTh AajbHEHIIEH OLIEHKH U JIEYEeHHA.

CHHAPOM MMMYHHOH pEaKTHBAlLIMM TaKKE MOXKET TPOSBIATHCH Pa3sBUTHEM ayTOMMMYHHBIX
HapyuieHuit (Hanpumep, Oonesnb ['peiiBca), KoTopble pa3BMBAIOTCA B pa3jIMUyHbIE CPOKH
Tepanuu. Pa3BuTHe ayTOMMMYHHBIX HapylIeHHH BO3MOXKHO CIYCTS MHOTO MeECSleB mocie
Hayana Tepanuu. XapaKTepHBIMH TIpUMEPaMH  SBISIOTCS LIMTOMEraJOBUPYCHBIH PETHHMT,
reHepaJii30BaHHas W/WIKM ovaroBass MUKoOakTepuanbHas WH(EKIMS W ITHEBMOHHS, BbI3BaHHAas
Pneumocystis carinii. [Ipy BO3HWKHOBEHHH MOOOr0 CUMITOMA BOCTAJIEHHS CIIEYET MPOBECTH
JIMarHOCTHUKY M Ha3HAYMTB JICUEHHE.

Ocmeonexpos

HecMoTps Ha TO, YTO OTHOJNIOTMS OCTEOHEKPO3a CYMTAETCs MHOroakTopHoOl (BKiIIOUas
UCTIOJIb30BaHHE TITIOKOKOPTHKOCTEPOUIOB, norpebieHue JIKOr o, TSKEITYIO
UMMYHOCYTIPECCHIO, BHICOKHI MHJIEKC Macchl Tella), 3aperucCTpHpOBaHbl Cllyyan OCTEOHEKpOo3a B
YaCTHOCTH Yy TNALUMEHTOB ¢ pacnpocTpaHeHHoH BHWY-undexkumel u/mnm npu UTMTENTBbHON
KOMOMHMPOBAHHOH aHTUpeTpoBUpycHOW Tepanuu. ClieyeT peKOMEHAOBaTh MallMeHTaM
o0OpaTHTbCS K Bpady NMpH BO3HWKHOBEHHH OOJM B CycTaBaX, CKOBAHHOCTH B CYCTaBaxX WIIH
3aTPY/AHEHUH JIBHIKEHUSA.

Xponuueckas ouapes uru manrbabcopoyus

HUudpopmauns o npumeHenun npenapata MHTepdacT B YCHIEGHHOM peXMME Yy MNaLHUEHTOB,
CTpa/laloLIMX XPOHUYECKOH napeeii niu manbadbcopOumei, OTCYTCTBYET.

Jlanueie 06 >ddexktnBHOCTH M Oe3onmacHOCTH nNpuMeHeHMs npenapata  HMurtepdact B
HEYCHJIEHHOM pEXHME Yy TaKMX TMalMeHTOB OrpaHWYeHbl W HE TMO3BOJIAIOT CYIUTH O
BO3MOXKHOCTH TOJTy4E€HUSI MMM CyOTepaneBTHYECKUX KOHLEHTPAllMi CaKBMHABHPA.
Bzaumooeuicmeue ¢ Opy2umu nekapcmeeHHbiMu Cpeocmeamu u (Wiu) nutyesui;Mu RPOOyKmamu
Heobxoaumo cobmoaate  OCTOPOKHOCTH TPH  OJIHOBPEMEHHOM TPUMEHEHHWH Tipernapara
Wurtepdact u npenapatoB, spistommxcs cyberpatom  uzodpepmenta CYP3A4 wim  P-
FJIMKONPOTEMHA, TaK KaKk CAaKBMHAaBUP MOXKET OKa3blBaThb  BJIMSHME W M3MEHSTH
dapmakoknHeTHKY nocneaHux. [lpenapartbl, MOTEHUHANbHO  B3aUMOJEHCTBYIOIIME  C
CaKBMHABMPOM, TMpeACTaBjieHbl B pasjene «BzaumopelcTBue ¢ ApYyrMMHM JIeKapCTBEHHBIMH

npenapataMmmuy».

Biusinne Ha cnocodHocTh YupasJjsTh TPAHCHOPTHBIMH CPEICTBAMH, MCXaHH3MaMH
CrieninalibHbIX HUCCIIEIOBAHUN HE IPOBOJINIIOCH. HaHHbIC O BO3MOJXHOCTH TNperapara ”HTepd)aCT
OKa3bIBaTh BJIMSTHUE Ha CIOCOOHOCTH ynpasJiATb TPAHCITOPTHBIMH CpE/ICTBAMH W MEXaHU3MaMH

oTcyTcTBYOT. OHaKO npu paboTe ¢ MalIMHAMK W MEXaHW3MaMH CIIeyeT YUYUThIBaTh Npoduiib
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Oe3onacHoCTH  npenaparta. [ OJOBOKpyXEHMe, YCTalOCTh, HapylleHHE 3peHHus  Oblau
3aperucTpUpOBaHbl NpW  npueMe npenapata HWHTepdact, npu TNOABIEHHH ONHUCAHHBIX
HEXKeNaTe/IbHBIX  SBICHUH OT BBITIOJHEHHMS YKa3aHHBIX BHIOB JIEATEJLHOCTH CIEIyeT
BO3/JIEPIKATHCA.

®opma BbINyCKa

TaGneTku, NOKpBITHIE TIEHOYHOH 06010uKO# 500 MI

Ilepeuunas ynaxkoska nekapcmeeHno20 npenapama.

[To 10 TabneTok B KOHTYPHYIO SYEHKOBYIO YITAKOBKY W3 TJIEHKH TIOJTMBHHUIIXJIOPHIHON MapKH U
(Gonbru aTlOMUHUEBOH NEYaTHOM JTAKMPOBAHHO.

[To 60, 120, 240, 360 TaGnetok B OaHKy NOJMMEPHYIO M3 TMOJMITHIEHA C KPBILIKOM
HATATMBAEMOI C KOHTpOJEM MepBOro BCKpeITHS. CBOOOIHOE MPOCTPAHCTBO 3amOJIHAIOT BaTOM
MeauuUHCKoNH. Ha GaHKM HakJIeuBaloT STHMKETKH W3 OymMarn 3THKETOYHOW WM MHCYEH, WK U3
MOJIMMEPHBIX MaTepPHAJIOB, CAMOKJICIOLIIHECS.

Bmopuunas ynaxoexa nexapcmeennozo npenapama.

[To 6 win 10 KOHTYPHBIX SYEHKOBBIX YIAKOBOK BMECTE C MHCTPYKLHEH MO TNPUMEHEHHIO
MOMEIIAKOT B MaYKy W3 KapTOHa IS MOTPEeOUTENLCKONW Tapbl MOATPYII XPOMOBBIH MK XpPOM -
9p3all WK IPYroro aHajlorMyHoro kavectna. [lauku noMewaoT B rpynnoByio ynakoBky.

[To 1 Ganke BMecTe ¢ MHCTPYKUMEH MO NMPUMEHEHHIO MOMELIAIOT B MayKy W3 KapToHa JUis
NoTpeOUTENBLCKONH Tapbl MOArPYNI XPOMOBBIH WJIM XPOM - 3p3all WK APYroro aHaJorMyHoOro
KayecTBa.

[Tauku nomewmaoT B rpynnoByio yrnakoBKy.

Cpok roanoctn

4 ropna.

He npuMeHsaTh Mo HCTeueHUH CpoKa, YKa3aHHOTO Ha YIaKoBKe.

YenoBusi xpanenus

XpaHuTh B 3alMIIEHHOM OT CBETAa MeCTe NMpH TeMrepatype He Boie 25 °C.

XpaHUTb B HEJIOCTYITHOM LISl JIETEH MecTe.

YcaoBusi ornycka U3 anrtek

OTnyckaloT no peuenty.

ITpousBoanTennb

AO «®PapmacunTesy, Poccus.

FOpuamnueckmii anpec: Pocens, 664007, r. Upkyrck, Kpacnorsapaeiickas 1.23, od. 3.

Azlpec npon3BoicTBeHHO#M niowmaaku: Poccus, 664040, r. Upkytck, yi. P. JliokcemOypr 184.
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IIperen3nn norpeduTeIeH HANPABIATDH N0 aJpecy:
AO "®apmacunres", Poccus, 664040, r. Upkytck, yn. P.JliokcemOypr 184,
Ten.: (3952) 55-03-55, daxkc: (3952) 55-03-25.

Buue-npe3uaeHt no Ka4yecTBy H
pErysTOpHLIM BOMpPOCaM
AO «DapmacuHTE3»

H.1O. Mansix
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