CNEPTHOMY OTYETY
ot 07.08.2023 N2 15126
HUHCTE VKHI/IHH QCINEOOBATENEHOCTE 0002)

[0 MEJUITMHCKOMY ITPUMEHEHHWIO JIEKAPCTBEHHOI'O ITPEITAPATA
HNurepdact

PerncrpaimioHHbIi HOMep:

Toproeoe HaumeHoBanue: Uutepdact

MexyHapoHOe HellaTeHTOBAHHOe WIH I PYIIIMPOBOYHOe HAUMEeHOBAHMe: CAKBUHABHD
JlekapcrBeHHast popma: TaGJICTKH, MOKPHITHIE ICHOYHOH 000JI0UKOM

Cocras

CocraB Ha 1 TabeTKY

Heticmeyrowee eeugecmeo

Caksunasup - 500,0 mr

(B BHJEe cakBUHaBHpa Me3uiata - 571,5 mr)

Benomozamenvruie 6enyecmesa

Hopo: tunpomesuioza - 4,0 Mr, KapOOKCHMETHJIKpaxMal HaTpusi (mpumorenb) - 45,0 wr,
KomoBUI0H - 38,0 Mr, KpeMHHsI JUOKCHJ KOJUIOMJHBIM (aspocun mapka A-300) - 10,0 wr,
KpockapMesuiosa Hatpus - 38,0 mr, Mmaraus cteapart - 8,0 mr, nonaucop6Gar 80 (teun-80) - 3,5 wmr,
LEJUTI0JIO3a MUKPOKpHUCTAIUTHYECKas - 92,0 Mr.

Tomosas sodopacmeopumasn naernodnas obonouxa - 15,0 Mr

(CoctaB  00OJOUKH: THAPOKCHIPONWIMETHINEUTIONO03a (THIpoMesutoza) - 11,13 wr,
noaudTUICHIIUKoIb 6000 (Makporos 6000) - 2,145 mr, turana auokcup - 0,525 Mr, Tajibk -
0,345 Mr, kpacuTenb xKejae3za OKCHJ KpacHbIM - 0,21 Mr, kpacuTelb jKejle3a OKCH/I JKEJIThIN -
0,645 mr).

Omucanue

TabneTku, MOKPHITHIC TUICHOUHOH 000JIOUKOH, JBOSIKOBHINTYKJIbIE, OBAIBHOU (DOPMBIL, OT CBETJIIO-
KOPHYHEBOTO JI0 KOpHUYHEBOTO I(BeTa. Ha momepeuHoM paspese TabieTka Gesioro Win 0eJioro ¢
JKEJITOBATHIM OTTEHKOM I[BETA.

dapmakoTepaneBTHUeCKAasi TPYNIIA: TPOTUBOBUPYCHBIE CPEACTBA CUCTEMHOTO JICHCTBUS,
MPOTHBOBUPYCHBIE CPEJICTBA MIPSIMOTO ASHCTBHS, HHTHOUTOPHI TIpOTEas.

Kom ATX: JOSAEO1

dapmakosoruiecKue cBolicTBa

D apmarkoouHamuxa

Mexanusm oeticmeus

AHTHpPETPOBUPYCHBIH Mpemnapat, uHrudurtop npoteass BUY.
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cHenM(pUUIecKoro pacuieIUIeHUs] BUPYCHBIX CTPYKTYpHBIX mosunentuaoB Gag u Gag-Pol. Dtu
BUPYCHBIE MOJUIEHTHBI COAESpXKAT YUYaCTOK PpAacHICIUICHHUs, KOTOpBIM pacro3HAeTcsl TOJBKO
npoteazoit BUYU u GIU3KOpOICTBEHHBIMU BUPYCHBIMHE TPOTEA3AMH.

CakBUHAaBHp — NENTUAONONOOHBIH CTPYKTYPHBIM aHAJOr STUX YYaCTKOB pacIIeIUICHHA —
ABJIICTCS] CEJISKTHBHBIM M oOpaTMMBIM HHrubuTopoM mporteassl BHU, npemorpamiaet
o0OpazoBaHUe MOJHOLCHHBIX HHPEKIIMOHHBIX BUPYCHBIX YaCTHUIL.

Anumusupycras axmusHoCmys in vVitro

CakBuHABHUp ITIPOSBJIIET AHTUBUPYCHYIO AaKTHBHOCTh KaK B OTHONICHHHM JaOOpaTOPHBIX
IMMTAMMOB, TaKk W KIHHHYeCKHUX n30JaToB BUU-1 ¢ tHnmuunniMu sHaueHUSIMH ECso u ECo
(xoHIeHTpanuy, nojaasssomue 50% u 90% aktupHocTH nporteazsl BUY), Bappupyromumu ot 1
mo 10 HMombp/MI M oT 5 A0 50 HMOJB/MJI, COOTBETCTBEHHO. AHTHBHPYCHAsl aKTUBHOCTH
CaKBMHABUpa i1 Vifro OLEHUBAJIACh Ha HHQUIMPOBAHHOM JHMHUM T-KJIETOK M IEpBUYHBIX
YeJIOBEUSCKUX KyJIbTYpaxX JIMM(QOLUTOB M MOHOLMTOB. AHTHUBHPYCHAs aKTUBHOCTH in Vitro
HaGmo1aach MPUMEHUTENIbHO K Habopy uzossator BUU-1 rpynmnet M, kpome kidoe B (A, AE,
C, D, G, H) u BUY-2 co zmnauenusimu ECso 0,3-2.5 umons/mu. B npucyrcreum 50%
YeJIOBEYeCKOU CHIBOPOTKHU KPOBH WM ajib(al-KUCIOTO INIUKoIpoTenHa (1 MI/MIT) aHTUBUpPYCHAS
aKTHBHOCThH CAKBMHABHpPA YMEHBINASTCS B CpejHEM B 25 U 14 pa3, COOTBETCTBEHHO.
Pesucmenmuocms x cakeuHasupy

I pomusosupycrnas axmusHOCHs OMHOCUMENLHO UCXOOHO20 2EHOMUNA U (heHOmuna
I'enoTunuveckue U GEeHOTUMHUCSCKUE KIMHUISCKUS KPUTEPHH, IPOTHOUPYIONIHE KIMHUYSCKYIO
5(pdeKTUBHOCTh CAKBUHABHUPA, YCUJICHHOTO PUTOHABUPOM, ObLIM IOJIyUYEHBI MOCIIE NPOBESHHSA
PETPOCHEKTUBHBIX AHAIM30B KJIMHHUSCKUX HCCJISIOBAHUH, a Takoke aHaIu3a OOJIBIIONW IPYIIIBI
TOCHUTAIM3UPOBAHHBIX ITAIIUEHTOB.

Beuto mokazaHo, 4YTO HCXOJHBIM (EHOTHII OTHOCHUTEJILHO CaKBHHAaBHpa (M3MEHEHHE
YyBCTBUTEJILHOCTH OTHOCHUTENILHO »TajioHa, TecT PhenoSense) sBisieTcss NPOTHOCTUYECKUM
(pakTOPOM BHPYCOJIOTHUECKOTO OTBeTa. llepBoe yMeHBbIICHHE BHPYCOJOTHYECKOTO OTBETa
HaOJII0aI0Ch IIPU YMEHBIIEHUH UYyBCTBUTENIbHOCTH Oosiee ueM B 2,3 pasa. [lososkuTeapHbIN
BUPYCOJIOTHUSCKUHN OTBeT He HaOIoasIcs IPH CHWKCHHM YyBCTBUTEIbHOCTH Oojiee ueM B 12
pas.

Brisisneno 9 kogonos mpoteassl (L10F/IM/R/V, T15A/V, K20UM/R/T, 1.241, 162V, G73S/T,
V82A/F/S/T, 184V, LO0OM), cBsI3aHHBIX C YMEHBIICHHEM BHPYCOJIOTHUECKOTO OTBeTa Ha
Tepaluio CaKBUHABUPOM B KoMOWHaIuu ¢ putoHaBupom (1000/100 mr 2 pasa B JAeHB), Y
MAI[USHTOR, paHee He MPUHUMABIIUX cakBUHaBUp. Hammuue 3 u Gosee myTaiuii o0yciaBIuBaio

CHMJKSHHBLIHM OTBET Ha Tepalluro CaKBI’IHaBI’II)OM/pI’ITOHaBI/IpoM.
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CAKBUHABHPY, M BHPYCOJOTHUYESCKUM OTBeTOM ObLIa MOJATBEpIKIeHA B XOJIé HE3aBHCHMOTO
KJIMHAYECKOTO HCCJICIOBAHUS, BKIIOYAIOMISTO TMOMYJMIHI0 TIAIMeHTOB, KOTOphbIe paHee
moJiydaiii Gojiee MHTCHCHBHYIO Tepamuio, B ToM uucie 54% TNalMeHTOB paHee MOJTyYaTH
caksuHapup (p=0,0133, cm. Tabaumy 1). Myranusa G48V, koTopas paHee Obljia onpeseseHa in
Vifro Kak MyTallMsi, XapaKTepHasi /Uil CaKBUHABHpa, MNPUCYTCTBOBAJIA H3HAYAIBHO Yy 3
MAIACHTOBR. Y BCEX HTHX MAI[HCHTOB OTBETA HA TePANHUIO MOJYyUSHO He ObLI0.

Tabnuna 1. Bupyconoruueckuii oTBeT Ha CAKBUHABUP/pUTOHABUP, CTPATU(DUIMPOBAHHBIN T10
KOJINYECTBY MCXOHBIX MYTAIHi, 00YyCIIaBIUBAIONUX PE3UCTEHTHOCTh K CAKBUHABUDPY

Konuaectso l'ocniutanuzupoBaHHbIE MAITASHTHI PetpocniexktuBHbIi anamn3 KU
HUCXOJHBIX MYyTalluH, KoandecTBO mManueHToB, HE KommdecTBo manueHToB, HE
00y CIIaBIUBAIOIUX MOJIYyYaBIIUX paHee JCUeHHUE MOJTYYABIIUX/TIOJTyYaBIIUX paHee
PE3UCTEHTHOCTD K CAaKBUHABHUPOM JISUCHUE CAKBUHABUPOM
CaKBI/IHaBpr* HsMenenue Hsmenenne
koHI1eHTpanuu BUU-1 KoHIleHTpanuu BHUY-1
N=138 | PHK B mia3me kpopu Ha | N=114 PHK B miazme kpoBu
1220 Hemeasax 1mo Ha 4 HeJelIe 1Mo
CPABHEHHIO ¢ HCXOJHOMN CPABHEHUIO C UCXOJIHOM
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

* Illkanma MyTaiuii, accoruupoBaHHbIX ¢ cakBuHaBupom: L10F/I/M/R/V, T15A/V, K20/M/R/T, 1.241,
162V, G735/T, V82A/F/S/T, 184V, LOOM

2P ghexmusrocmo

[Iporoamsiocs cpaBHeHHE H(PPEKTUBHOCTH U OE30MACHOCTH TEpAllMU CAKBUHABHUPOM B MATKHX
JKEJIATHHOBBIX KarcyJiax B KoMOWHAIuu ¢ putoHasupoM (1000 mr/100 mMr 2 paza B JeHb) H
aeymsi  HykieosuaHbiMH  (HUOT) wiM  HeHYKJICO3WIHBIMH HHTHOMTOpaMHU  oOpaTHOM
tpanckpuntazsl (HHUOT) u Tepanuu uHIuHABUpOM B KoMOMHaIMuU ¢ puToHaBupom (800
Mr/100 mr 2 pasa B genp) u japymss HUOT/HHHOT y OGonee wem 300 maiueHTOB
(TMoJTyqaBIIMX/HE TOJYYABIIUX JieueHHe WHTHOHTOpoM mpoTeasbl BUY panee). KomOunarius
CAaKBUHABHpA ¢ PUTOHABHPOM XapaKTepU30Bajlach OOJIbIICH BUPYCOJOTHUSCKOW AKTHUBHOCTHIO
[0 CpaBHEeHHIO ¢ KOMOWHAITMCH WH/IMHABHpPA W PUTOHABHUpA, MPH STOM CMEHA HA3HAUCHHOTO
JICYSHUS paccMaTpHUBAJIach B KAUSCTBE BUPYCOJIOTHUECKOU HeyJauu (UcciejoBanue 1).
[Iporounock cpapHeHHe >(PPekTUBHOCTH U O€30MACHOCTH TEpAllUU CAKBUHABUPOM B MATKHX
JKEJIATUHOBBIX Kancyiax B komOuHaruu ¢ putoHasupom (1000 mr/100 mMr 2 paza B JeHb) U

aeymst HUOT/HHUOT wu Tepanuu JONMMHABHPOM B KOMOWHaIuu ¢ putoHaBupoMm (400 mr/100
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Mr 2 pasa B jaenb) u apyms HUOT/HHUOT vy

JedeHue HWHrHOMTOpoM mpotreasbl BUU panee). Hu onwH manueHT W3 TPYIMILI TEpPANHH
JIOTMTUHABUPOM/PUTOHABUPOM HE TPUHUMAJ JIOTMIUHABHUP TEpe]] paHIOMHU3AlMEH, B TO BpeMs Kak

16 ManUeHTOR U3 TPYMIBLI MpUeMa CaKBUHABMPA/pUTOHABHpAa NPUHHMAIH CAaKBUHABHp paHee

(uccregoBanue 2).

Ta6J'IHI.Ia 2. ﬂeMOFpa(l)I/I'-IeCKI’IC XapPaKTCPUCTUKHU ITAITUCHTOB U3 ITPOBCACHHLIX I’ICCJ'IC}.'[OB&HI/Iﬁ T

Caxpunapup/ | Uanunasup/ | Caksunasup/ | JlomuHasup/
PUTOHABUD PUTOHABUD PUTOHABUD PUTOHABHP
N=148 N=158 N=161 N=163
ITost (My>KCKOM) 82% 74% 81% 76%
Paca (esponeconnasy/ 86/9/1 82/12/4 75/19/1 74/19/2
HErpou/IHast/ MOHToJIonTHas) (%0)
Bozpact, meguana, jet 39 40 40 40
Cragusa C (knaccudukamus 32% 28% 32% 31%
CDC) (%)
[TarueHThI, HE TPUHUMABIIHE 28% 22% 31% 34%
paHee aHTUPETPOBUPYCHBIE
npenapathl (%)
[TarmenTHI, HE IPUHUMABIINE 41% 38% 48% 48%
paHee HHTHOUTOPHI MPOTeasbl
BUY (%)
Menmana UCXOHOTO 3HAUYECHUS 4.0 3.9 4.4 4.6
BHY-1 PHK, log,, komuii/mia (1.7-5.1) (1.7-5.2) (3.1-5.1) 3.5-5.3)
(pasbpoc)
Menuana MCXOHOTO YHCIa 272 280 241 239
Ki1eTok CD4*, (135-420) (139-453) (86-400) (95-420)
KJICTOK/MM? (pazbpoc)

T Z[aHHI)IC IOJIYUCHBI U3 OTUCTAa KIIMHHYICCKHX HCCIICIOBaHHHU

Ta6numa 3. Pe3yasTaTel Tepalmky B IPOBe/IeHHBIX HCCTIeJOBAHUSX | (depes 48 He/iems).

PesynbTath Caxsunapup/ |Unaunapup/| Caksunasup/ [Jlonunapup/
PUTOHABHD | pUTOHABHpP | PUTOHABUP | pUTOHABHP
Hauato HazHaueHHOE JieueHue, n (%) 148 158 161 163
(94%) (99%) (94%) (98%)
OTMeHeHO Ha3HAYeHHOE JieueHue, n (%) 40 64 48 23
(27%) (41%) (30%) (14%)
P=0.01 P=0.001
Bupyconoruueckasi Hey1aua y 36/148 41/158 53/161 29/163
nanuentos [TT/e*? (24%) (26%) (33%) (18%)
P=0.76 P=0.002
[TokazaTens MAIUEHTOB ¢ BUPYCHOMH 97/144 106/154 90/158 106/162
Harpysko# <50 xonuii/m gepes 48 (67%) (69%) (57%) (65%)
Henesn, ITT/e?
P>(0.05* P=0.12
[TokazaTesTh MAIUEHTOB ¢ BUPYCHOH 82/104 73/93 84/113 97/138
Harpy3ko# <50 konuii/mi gepes 48 (79%) (78%) (74%) (70%)
HeJIeIThb, TMAIIHSHTRI, HaXOISIHuecs Ha
JICUCHUHU
P>(.05? P=0.48
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COOTBETCTBYET SKI

KJISTOK uepe3 48 Heenb (KIeTOK/MM?)
! JlaHHBIC MOYYCHBI H3 OTYECTa KIHHHYECCKHUX HCCIICAOBAHHM.
? JlanHbie MyOIHKAIIHA HCCTeaoBaHus 1.
*ITT/e = Bce manUeHTHI, BRTIOUCHHBIC B HCCIICOBAHHE/ TIOABEPTHY THIC JICUCHHIO.
* JInist 0G0MX MCCIISOBaHMI: IS IAIHCHTOB, BKJIFOUCHHBIX B HCCIICIOBAHUE C BUPYCHOH Harpyskod <200
KOTIHI/MJI, BHPYCOJIOTHYECKasi Heylauya omnpenensuiach kak >200 womwmit/mn. HcecmenoBanue 1: s
NAIHCHTOB, BKIIOYCHHBIX B HCCIICJOBAHHE C BHPYCHOM Harpy3ko# >200 KoIHi/MII, BHPYCOIOTHYCCKAS
HeyJava ompeersuiachk Kak moboe yeemuucHue >0.5 log w/wim BupycHast Harpyska >50000 xommii/mi
yepes 4 menenu, >5000 xomuii/M1 uyepes 12 Hepenb, WIH BUpYCHas Harpyska >200 komwit/mn yepes 24
Henend U 1.1, MccnenoBanue 2: moGoe ypenuuenue >0.5 log Ha otaenbHOM Bu3uTte; 0.5 log cHIXKEHHUE,
©CITH BHpYCHas Harpy3ka >200 xomui/mi yepes 4 uexenu; 1.0 log cCHIDKCHHE OT HAYAIBHOTO 3HAYCHHS,
SCJTH BHpYCHas Harpy3ka >200 komuit/mn yepes 12 Heenb, W BUPYCHast Harpy3ka >200 xomuit/Mi yepes
24 Henmenw.

Bruanue na noxazamenu SKI7

Bmustaue npemnapata MHTepdact B KOMOMHAIIMK ¢ pUTOHABUPOM B Jto3ax 1000/100 mr 2 pasa B
CYyTKH (TepameBTHYeckue go3bl) W 1500/100 Mr 2 pasa B CYTKH (J103bI, TpPEBBLINMIAIONIHE
TepaneBTrueckue) Ha uHTepBal QT dvepes 20 4 Ha 3-i JeHb IpHeMa IpemnapaTa H3y4daJloch B
JBOMHOM CJICTIOM HCCJICJJOBAHUM ¢ 4-KOMIIOHEHTHBIM TNEpPEKPECTHBIM JM3adHOM, IUTanebo U
AKTUBHBIM KOHTpoJieM (Mokcudiokcaiiua 400 Mr eKeJHEBHO) NpHU VYACTHH 3JI0POBBIX
T0OpOBOJIBIEE (MYIKCKOTO U JKEHCKOTO 1oJia) B Bo3pacte oT 18 1o 55 met (N=59).

Yuutbipag JaHHbIE Tpeabyayiiero 14-aHeBHOTO (apMaKOKHHETHUSCKOTO HCCIIe/IOBAHUS C
MPUMEHEHHEM MHOTOKPATHBIX 103, B KOTOPOM MakCHMalibHasi QapMaKOKHHETHUECKas
SKCIIO3UIUA JIOCTUTAJIach Ha 3-# JIeHb IpUeMa Ipenapara, B KauecTBe TOUKH JUIS MPOBE/ICHUSA
orleHKH ObUT BeIOpaH 3-# meHb. Cpennue 3HaueHUST Cmax IPH TpHeMe Tpemnapara MaTepdacT B
KOMOHWHAIHH ¢ puToHaBupoM B Ao3ax 1000/100 mr 2 paza B cyTku u 1500/100 Mr 2 pasza B CyTKH
Ha 3-# JeHb HCCIETOBAHHUS YV 3/IOPOBBIX JOOPOBOJIbIER ObUTH MpUMEpHO B 3 U 4 pasa BBIIIE,
COOTBETCTBEHHO, 4YeM cpeJHue 3HA4eHHS] Cpax B PABHOBECHOM COCTOSIHMM TIpH IIpUEMe
npenapata UHTepdact B komMOuHaIUU ¢ puToHaBupoMm B Jtoze 1000/100 Mr 2 paza B CyTKH Y
BUY-unpUIIUpOBaHHBIX MAITHSHTOB.

B mnpoBeneHHOM HCCIeOBAHUHM JUISL aJIeKBATHOM OIGHKM W3MeHeHUM wuHTepBasia QT B
PAs3IUYHBIX TPYMIMAX MCMOJB30BAICA CHeNU(PUUHBIA I JTAaHHOTO MCCIIEIOBAHUS MOKa3aTellhb
QTeS (uurepBant QT, cKOppeKTUPOBAHHBIM OTHOCHUTEJILHO HCXOJHBIX 3HAUYCHHUH, MOJIYYSHHBIX
0 Havalla mpuema mpemnapata (dense predose-baseline correction), u B 3apucumMocTt oT UCC
(moo6Ho momnpapke Fridericia)).

Ha 3-ii geHb BepxHssl TpaHHUIA OJHOCTOpOHHero 95% JIOBEpUTEIBLHOTO HHTEpBaJia IS
MaKCHMaJIbHOTO 3HAUSHUsl cpeAHed pasHuIpl nokazaresned QTeS mexay oOemMu rpynmnaMu
npueMa akTHBHOTO BemecTBa (MuTepdact B KOMOWHAIIMK ¢ PUTOHABUPOM B TEPANCBTHUSCKHUX

J03aX W J03aX, NPEBBLIMAIONUX TepaneBTHUEeCKHe) W Trpymmoi 1ianebo cocraBuwia >10
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KOMOHMHAIIMN ¢ PUTOHABHPOM B JI03aX, MPEBBIMAIONIUX TepaleBTHUSCKHe, OKasbiBaeT OGoliee
3HAUMMOE BoO3JeHcTBUe Ha HHTepBas QT MO CpaBHEHHIO C TEpamneBTUUYSCKUMH JO3aMHU. Y
OOJILIMUHCTBA YIACTHUKOB HcclieJoBaHUs (89% MallMeHTOR MPH NPUEMe TepalleBTHUSCKUX /103 U
80% MaIueHToR, MOJyUYaBIIUX IpenapaThl B J03aX, MpeBbIMaBIMUX TepaneBTuuyeckue) QTcS
ObL1 <450 MCek, U HH Y 0JTHOTO yuacTHUKa uHTepBal QTc He Obut >500 Mcek (CM. Takke pasjien
«Ocobble yKa3zaHUI» ).

Tabnuna 4. IlokazaTenb MaKCHMAJIBLHOTO CPETHETO 3HAUCHUS ddQTcST (Mcex) Ha 3-H AeHb IS
Tepanuu npenapatoMm MHTepdacT B KOMOMHAIIMK C pUTOHABHPOM B TepANeBTHUCCKUX 032X, B
JI03aX, TPEBHINIAIONIAX TEpANEeBTHUSCKHUE, U JUISI aKTUBHOTO KOHTPOJISI (MOKCHU(IIOKCAIIUH) Y
3J0POBBIX JTOOPOBOJIBIICE.

Jleuenue Bpemennas Touka [TokazaTens CrannaptHasi | Bepxusis
OIIEHKH IOCTIE MaKCUMAJILHOTO omubKa rpanuna 95%
[pueMa Ipenapartal cpegHero 3HaueHHs JU s
ddQTcS ddQTcS
HUntepdact/putoHaBup 1249 18.86 1.91 22.01
1000/100 mr 2 paza B
CYTKH
HUntepdact/putoHaBup 20 4 30.22 1.91 33.36
1500/100 mr 2 paza B
CYTKH
Moxkcuduokcarua” 44 12.18 1.93 15.36

T BeiBeneHHas pasHuia Mexay nokasartensamu QTeS (unrepsan QT, CKOPPEKTHPOBAHHBIH OTHOCHTEIHHO
HCXOJHBIX 3HAYCHHH, MOIYYCHHBIX J0 Hayala TPHEMa Mpenapara, CHCHH(UYHBIH I JAHHOTO
HCCIICIOBAHHUS) B TPYIIIE, IIOTYYaBIIHX aKTHBHOC JICUCHHE, H B IPYIIIE IUIanedo.

" Tlpuem 400 Mr TOIBKO Ha 3-H JCHS.

IIpumenanue: B ucenmenopanuu mokaszatenb QTceS it MyxunH paccunThBasics mo gopmyine QT/RR,
a gyist sxenmEH - QT/RR3Y | uto cootBercTBYeT mompaeke Fridericia (QTcF=QT/RR%*),

B nmamHOoM wmcciemoBaHMHM Ha 3-M JeHb y/UIMHeHHe mHTepBaia PR>200 mcex Habmomanocs y
40% manueHToB, ModydYaBmHX npenapat Uuatepdact/putonasup B go3e 1000/100 Mr 2 pasa B
CYTKH, U Y 47% nanueHTOB, Moxy4aBmux npemnapaT Hutepdact/putonasup B go3e 1500/100 mr
2 paza B cyTkd. Y 3% MAalMeHTOB, MOJIYYaBIIMX MOKCHU(IIOKCAIUH B KAadeCTBe AKTUBHOTO
KOHTpOJIS, U 'y 5% marueHToR W3 rpynnsl mianedo Habmonanoch yanuHeHue PR>200 mcek.
MaxkcumalibHOE 3HAUSHUE CpeJHEro U3MeHeHHsI uHTepBasia PR 1o cpaBHeHHIO ¢ MOKa3areseM J10
Hayaja [pueMa I[perapaToB COCTAaBWIO 25 MCeK B TIpylle, I[OJYyYaBIIUX IIperapar
Hntepdact/putonapup B go3e 1000/100 Mr 2 pasa B cyTKH, U 34 MCEK B TpYIIIE, MOTYUYABIIHX
npenapat Uutepdact/putonasup B go3e 1500/100 Mr 2 pasa B CyTKH (CM. TakKe pasiel
«OcoO0bIe yKazaHUS).

CiyuaeB «mupy>THOM» Taxukapgauu (torsades de pointes) u ymmHeHHs uHTepBasia QT>500

MCCK B HCCIICAJOBAHHH HE Ha6.]'IIO,Z[aIIOCL. Y HCKOTOPLIX INIAIIUCHTOB HEJIB3S HCKIIIOUYHUTL CBA3b

MCKAY Pa3sBUTHEM CHHKOIIC WIH IMMPECUHKOIAJIBHOTO COCTOSHUA H YIJIMHCHUCM HHTCpPBaJia PR.
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 07.08.2023 N= 15126

Kiunuueckoe 3HaUeHHE MAHHBIX H3MEHEHHH, a6nmna%¥r%&E§lgz;’6‘pggﬂ&Eé@ﬁgﬁbgéﬁ'cﬁ, HE

U3BECTHO JUTSL BUY-uHpuUupoBaHHBIX HAIUEHTOB, MOJTy YarOUUX npemnapar
Unrepdact/putonaBup, oAHako cleayer uszberaTh  YBEJNMUYSHHUs  JIO3Bl  IIpemapara
Hnrepdact/putonapup Goee 1000/100 mr 2 pasa B CyTKH.

PesynbTaThl u3ydeHus pausiHus npenapata Muatepdact Ha unteppan QT, ¢papMakoKMHETHKY U
BUPYCHYIO Harpy3ky y BUU-uHpuIupoBaHHBIX MAIUSHTOR, paHee HE MOJIYYABIIUX TEPAIHIO U
HAUMHAIONUX  JiedeHHWe  mpemaparoM  HWHTepdacT/pUTOHaBHp €  HCHOJB30BAHHEM
MOJTUGHUITMPOBAHHOTO peKUMa JTo3upoBanus (mpemnapat Unatepdact/putonasup B goze 500/100
MI 2 pa3a B CYTKM B KOMOWHAIIMM C JBYMS HYKJICO3HJIHBIMM HHTHOMTOpaMH oOpaTHOH
TPAHCKPHUIITA3bI B TCUSHUE 7 JIHEH ¢ MOCISAYIOMUM yBeauueHueM 10361 1o 1000/100 mr 2 paza B
CYTKM B KOMOWHAIIMM C JBYMSI HYKJICO3HUIHBIMH HHTHOUTOpaMU OOpaTHOW TPAHCKPUIITA3bl B
TeueHWe 7 JIHEH), moKazaiu, uTo yBeaudeHue uHTepBaia QT MeHee BhIpakeH MPHU YCIOBUH
W3MEHECHUHU peXuMa Jo3upoBaHusa. Jlofig manueHToB ¢ yyinHeHHeM uHTepBaia PR>200 mcek
BapbupoBaiack oT 14% Ha 3 nenb Tepanmuu g0 38% Ha 14 gens Tepanuu. [lpm npueme
npenapata MHTEpdacT ¢ pUTOHABHPOM B MOTU(MDUIIMPOBAHHOM PEIKHUME JIO3UpOBaHUs Oiaronapsi
spdexty yayumenus QGapMaKOKMHETHKM CaBHHABHpa B TEPBYIO HEISNIO HKCIIO3UIUA
CaKBHHAaBHpa JOCTHTAJla MaKCUMyMa Ha 3 JIeHb TepallMd M YMEHbBINAJACh IO MUHHUMAJILHOTO
3HA4YeHUs HA 7 JCHb.

[TocnenoparemsHoe cHmwkenne ypoBHs BUU-PHK wnHalmiomamoch y Bcex MAaIHEHTOB,
MOJIy9aBIIUX npenapaT MuTepdact/puToHaBup B MOTH(DHUITUPOBAHHOM PEIKUME JIOZUPOBAHHS B
TeUeHUE 2-X HEJCIbHOIO I[epHoAa JICUSHHMS] W paHee HE IMOJIyYaBIIUX TEpaluio, YTo
CBUJCTEJILCTBYET O  MojaBieHuH  Bupyca.  Jlodrocpounas  >(pQeKTUBHOCTH  IIpHU
MOTU(PUIUPOBAHHOM PEIKUME JTOZUPOBAHMS HE U3YUaJIach.

Hoxnunuueckue OanHvle no 6e30nacHocmu

Kanyepocennocmuo

He Obuio BBISIBIGHO HHMKAKOW KaHIEPOTEHHOW AaKTUBHOCTH CaKBUHABUpa IIPU BBEJACHUHU
mpemnapaTta KpbicaM W MbIIIaM Ha TPOTSDKEHUH 2-X JIeT. DKCIO3UIIMS CaKBUHABUpa B IUIa3zMe
(AUC) y nstux ocolei paBHsIach mpuMepHO 37% u 85% 5SKCIO3UITMK CaKBUHABHpA Y JIHOJIeH
npH npuemMe npenapata HaTepdact u putoHaBupa B go3ax 1000/100 mMr 2 pasa B JieHb.
Mymaeennocme

B ucciemoBaHusX in vitro Ha MYTareHHOCTh M T€HOTOKCHYHOCTH (MIPH HEOOXOJUMOCTH - C
MeTaboIHUeCKOl aKTHBaIMe#) ObUIO TMOKa3aHO, UYTO CAKBHHABHUD HE OKa3bIBaeT MYTareHHOU
AKTUBHOCTH KaK Ha OakTepHalIbHbIC KISTKH (TecT DimMca), TaK U Ha KJIETKH MIICKOMUTAIONUX
(KJIeTKH JISTKUX KUTaHCKUX XOMSTUYKOB V79/HPRT-tect c

rUnokcaHnTuHryanuHpochopudosmwiTpanchepazoit). CakBHHABUpP HE BBI3BIBACT XPOMOCOMHBIX
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 07.08.2023 N= 15126

MYyTalM# {7 vivo (MAKPOSIICPHBIM TeCT HAa MBILNIAX) UJIH l I;'i;rgE-B‘:Liéﬁb%gg&kﬁ%ﬁ:ﬂ{@gﬁﬂﬂx, a

TaK)Ke He BbI3bIBaeT nepBuuHoro nmospexaenusa JIHK in vitro (penaparusnsiii cuntes JIHK).
Brusnue na ¢pepmunvrocme

B wuccrmemoBaHMsSX Ha Kpbicax He ObUI0 OOHApYKEHO OTPHUIATESILHOTO BIUSHHUS Ha
PEIPOAYKTHBHYIO (DYHKITUIO U (PepTUILHOCTh NPHU 3HAUSHUAX SKCMO3UIUU mNpenapata (AUC),
COCTARJISIIONIUX NMpUOIM3UTEIbHO 33% OT SKCHOZMIMM Y JIIOCH MpH MpUeMe CaKBUHABHpA B
KOMOHHAIINH ¢ PUTOHABHPOM B peKOMEHOBaHHBIX Jo3axX 1000/100 mr 2 pa3a B JeHb.
Tepamocennocmeo

B wuccienoaHusix Ha KpbhicaX M KpOJMKaX He HaOIIOJAIOCh SMOPHUOTOKCHYESCKOTO WITH
TepaTOreHHOTO BJIMSIHUSL CaKBUHABHpa IMPpH 3HAUYSHUsIX »HKcnoszunuu npenapata (AUC),
COCTABJISIIONIUX NPUOIU3UTENbHO 32% OT SKCHO3UIMM Y JIIOASH IpHU NpHeMe CakBUHABUpA B
KOMOWHAITHH ¢ pUTOHABHPOM B PEKOMEHTOBaHHBIX JTo3ax 1000/100 mr 2 paza B JcHb.

D apmaxoxunemuxka

Bceacvisanue

IIpu npueme ogHOKpaTHOM J03bI mpenapaTta 600 Mr mocyie IpueMa BLICOKOKAJOPUHUHOM IHINU
abcomoTHasi OMOTOCTYITHOCTh CaKBUHaBHpa cocTapiisieT 4%, Bappupys oT 1% mo 9%. Ckopee
Bcero OMOMOCTYIHOCTh JIMMUTHpOBaHAa codeTaHHeM »d(dekTa HEMoJHOTO BCAChIBAaHUA U
BBIPAJKSCHHBIM META0OJIU3MOM «IIEPBOTO TPOXOMKICHUS» uepes IMeueHb. bbUIo MOKa3aHO, UTo
sHaueHue pH He wurpaet Gonbiiod ponu B 3HAYUTEILHOM YBEJIUUCHHH OHOMOCTYIHOCTH,
HaGIIOTAI0NIEMCS TIOCIe TIpUeMa TTHIIH.

B nepexpectHom uccnenoanun y BUU-uHpUIMpOBAaHHBIX MAIUSHTOR, MOJYYABIINX MpemapaT
Unrepdact B komOunaruu ¢ puroHapupom 1000/100 Mr 2 pasa B JieHb CHauYajla HaTOMakK (TpU
MOCJIeOBATEIIBHBIX MPHUEMA), a 3aTeM TOCJe MPUEMa BHICOKOKAJIOpUHHON muiu (46 T J)KUpPOB,
1091 kkam) (Tpu mnocnenosarenbHbIXx IpueMa), AUCq.12 cakBuHaBHpa pasHsuioch 10320
HT * 9/MJT 1 34926 HT * 94/MJI, COOTBETCTBEHHO. Y BCEX IMAIMUCHTOB (KpOME OJIHOTO) OTMEHAIOCh
JOCTHIKEHUE 3HAYCHUM MUHHMAJIBHOW paBHOBEeCHOW KOHIeHTparuu npenapata (Cssmin) BbIIIE
HIDKHUX 3HAUCHUM TepaleBTUUSCKOTO JHala3oHa IpH TMpUeMe HaTomak. Tem He MeHee,
npenapaT UuTepdact B KOMOUHAIIUN ¢ PUTOHABUPOM CJIEAYyeT MPUHUMATH B TeUCHHUE 2 U TOCTe
e/IbL.

Y BUU-uHpUIHEPOBAHHBIX MAIUEHTOB, TOMyYaBmMuX cakBuHaBup 600 Mr 3 paza B CyTKH MOCIe
enpl, AUC u wmakcuMasibHasl KOHIEHTpanuss B IulazMe (Cmax) OpHUMEpPHO B JiBa pasa
MIPEBOCXO/IUIN TAKOBBIE Y 3JJOPOBBIX TOOPOBOJIBICE TIPU AaHAJIOTUYHOM PEIKUME JOZUPOBAHHSL.
CakBUHABHpP B MSTKHX JKEJIATHHOBBIX Karcyiax 200 Mr wium cakBUHaBHp B TalJsieTKax,
MOKPBITHIX oOoyoukoi, 500 Mr B komMOMHaIUU ¢ puToHapupoM B jgo3ax 400/400 mMr wim

1000/100 Mr aBaxabl B AeHL 00SCICUUBAIOT CXOAHYIO HIIA OOJILITYIO CHCTEMHYIO DKCITO3HITHIO



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
or 07.08.2023 N= 15126

CaKBHHABHpa Ha NPOTDKEHUHM 24 4, yeM IpU yBeﬂﬂghﬁaE%é“g&gﬁﬁ%ﬁpgjlgzlgffhcnx

JKeJAaTHHOBBIX Karcyiax 200 mr go 1200 Mr/Tpu pasa B CyTKH.

Y BHY-uHUIMPOBAHHBIX MAlMEHTOB, paHee HE IMOJYYABIIUX TEpanuio W HAYMHAIONINX
oJiyuath Tepanuio mnpenaparom HuTepdacT/puroHaBHp B MOJUPUIMPOBAHHOM PEIKUME
mozupoBanus (500/100 Mr nBaK/bI B JCHb B TCUCHHUE TIEPBBIX 7 IHSH TEpaIuu ¢ MOCISAYIOIHUM
yBenuueHueM 10361 1o 1000/100 Mr 1BaskAbl B IeHb B TeUSHHE MOCJISAYIONUX 7 JHEH Tepanun),
CHUCTeMHAsl DKCTO3MIMS TMpemapata WHTepdacT, kak NpaBWio, JOCTUTAla WKW MpeBbIliaia
3HAueHHUs, HaOIIOJaBIINeCs B PABHOBECHOM COCTOSIHUU IIPU CTAHAAPTHOM PEKUME JTO3UPOBAHUS
npenapata Uatepdact/putonapup B go3e 1000/100Mr 1Bask/IbI B ICHD.

Jlnapesi He BIUseT Ha BCaChlBAaHUE CAaKBHHABUPA, a TAKXKE U caM IPUEM Ipenapara He OKa3bIBaeT
BIIUSIHUS HA TTapaMeTphl JKeTyJ0UHO-KHIIeTHOH abcopOIuu.

CaxBuHaBUp sIBIIsIeTCST cyOcTpaToM Uit Oejlka MHOMKECTBEHHOU JICKAPCTBEHHOU YCTOWUYMBOCTH
MDR1 (P-raukonporenna).

Pacnpedenenue

CakBuHaBHp XOpomio pacmpefessiercs B TkaHax. Cpenuuii oObeM pacmpeiesieHHUs B
PABHOBECHOM COCTOSIHUM Tociie B/B BBegeHUsA 12 mr — 700 i1 (kodddunuent Bapuaruu 39%).
Cesi3p ¢ OenkaMu mia3Mbl — 98%, He 3aBHCHT OT KOHICHTpamuH mnpemapata (15-700 ur/mon).
Cakpunaup (nipu npueme 600 mr 3 paza B JeHb) He OMNpeAessieTcsi B CINHUHHOMO3TOBOMU
JKUJKOCTH.

Memabonusm

[Tonpepraercs 3HAUUTEILHOMY MEUSHOUYHOMY MeTa00IU3MY. BBICTpBIH MeTaboIu3M O MOHO- U
JIA- TUIPOKCUIIUPOBAHHBIX HEAKTUBHBIX IIPOU3BO/IHBIX OMOCPEAYETCS Uepe3 CUCTEMY IIUTOXpOMA
P450 u ocymectrisiercst m3opepmentom CYP3A4, koTopeiii oTBeuaer 3a Gosee uyem 90%
MEeYSHOUYHOro  Merabonu3Ma (uccienoBanust in vitro). llocme B/B  BBenmeHua 66%
MUPKYJIUPYIOMEro CakBUHABUpa OOHAPYIKUBACTCS B HEU3MEHEHHOM BHJE, OCTaJbHas YacTh - B
BU/Ie MeTaOOJIUTOB, UTO COOTBETCTBYET SKCTEHCUBHOMY META0OIU3MY «IIEPBOTO MPOXOMKTSHUS
B IIEUCHHU.

CucteMHBIN KIHpeHC mociie B/B uHPY3uu 6, 36 U 72 MI CakKBHHABHpPA BHICOKWUH U COCTABIISICT
1,14 n/a/xr (koaddunmeHT Bapuaiuu 12%), 4To cierka mpepblaeT MeYeHOTHBIH KPOBOTOK.
Ilepuon mosyBbIBeIeHHS MpenapaTa U3 OpraHu3Ma COCTaBJSIeT 7 U.

Buiseoenue

Uepes 4 ausa mocie nmpuema *C-cakpunapupa BHyTph (600 Mr) 88% u 1% paaHOaKTHBHOCTH

06Hapy>KI/IBaIOTC$[ B KaJIC U MOYC, COOTBCTCTBCHHO.
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i ! &

Uepes 4 JHSA [OCe BHYTPUBEHHOTO BBE/eHUS 1 ik ntantpa (0.5 ir - '§19% 0 39

PaJIMOAKTUBHOCTH OOHAPYIKUBAIOTCS B KaJle M MOYe, COOTBETCTBEHHO.

[Tocne mpuema BHYTpb 13% IUPKYJIMPYIONMIETo B IUIA3Me CaKBUHABHpa ObLIO NPEJICTABIICHO B
HEHU3MEHESHHOM BHUJIE, OCTaJIbHAs YacTh — B BUJS MeTaOOJIUTOB.

D apMaAKOKUHEMUKA 8 0CODbIX KTUHUYECKUX ZPYRIAX

Ioueunas neoocmamouHocms

{dapmakokuHeTHKa Tpenapara WHTepdacT y MAlMEHTOB ¢ MOUYSYHOH HEJOCTATOUHOCTHIO HE
M3yuasach.

Ileuenounas HeOOCMAMOUHOCHIL

Bnusitane HapymieHusi QyHKITUM TEUSHH HA PaBHOBECHYIO (hapMaKOKWHETHKY CaKBUHABHUpa B
KOMOWHAIIMN C PUTOHABUPOM H3ydaloch Ipu ydyacTud BUYU-uHPUIHPOBAHHBIX MAIIMEHTOB
(N=7) ¢ mHapymenueMm QyHKIHH TEUSHH CpeHer creneHu (kiacc B (7-9 Gawios) mo mkaie
Yainn-I1er0). JlaHHOe wHCcieoBaHHe BKIOYalIo B ceOs KoHTposibHyr Tpynmy BHUU-
HHQUIAPOBAHHBIX TanueHToB (N=7) ¢ HopMaibHOU (QYHKIHEH TeUeHH, COOTBETCTBYIOMIMX
HCCIIeTyeMbIM MAIlHeHTaM [0 BO3pacTy, MOJy, Macce Teina W moTpebienuio tabaka. Y BUU-
MH(QUIUPOBAHHBIX MAIUEHTOB ¢ HapylmeHHEeM (YHKIMM IEYCHH Cpe/IHEH CTeNeHH TSDKECTH
cpenuue (% xodddunuent Bapuanuu) 3HaueHUSA AUCo.12 B Cmax CaKBUHABUpPA COCTABISUIH 24,3
(102%) mr*w/mn u 3,6 (83%) mr/mu, cooTBeTcTBeHHO. COOTBETCTBYIONIHEC 3HAUCHHS B
KOHTpOJIbHOH Tpymme cocTtaBsum 28,5 (71%) mr*u/mn u 4,3 (68%) mr/miu. OTHOCHTEIIBHO
AUCq.12 u Cmax cpefiHee TeoMeTpuIeckoe (GapMaKOKHHETHUSCKHUX MApaMeTPOB Y MAIMSHTOB ¢
HapylieHHeM (YHKIHH Te9eHH K (PapMaKOKMHETHYSCKHUM IapaMeTpaM TaIlieHTOB C
HOpMaJIbHOM pyHKIHEeH neueHu (90% noBepuTenbHBIN HHTEpBAN) cocTarisuio 0,7 (0,3-1,6), uto
MO3BOJBIET MPEANONONKUTh HpubmusutessHo 30% yMmeHblIeHHE (apMaKOKHHETHUYSCKOH
SKCTIO3UIIUK V TAIUeHTOB ¢ HapymieHHeM QYHKIUHA TedeHH cpejnHel ctemenu. Y BHU-
WH(QUIMPORAHHBIX TAIHEHTOB ¢ HapymieHHeM (YHKIIMM TEUSHU Cpe/IHeH CTeleHU KOpPpPEKIUH
JT03bI CaKBUHABUpPaA He TpeOyeTtcs (cM. pazen «OcoOble YKa3aHUs» ).

1llon

He BoIsiBNieHO BIUSIHUSA MoJia Ha (papMaKOKMHETHKY Mpemnapata MHTepdacT mpu oJHOKpATHOM
nepopasibHoM mpueme 600 wMr y 370poBeIX JgoOpoBoibieB. llpu  uccnenoBaHuu
OMOPKBUBAJICHTHOCTH CakBHHaBHpa B Kamcyiax 200 mr u TabneTkaxX, MOKPHITHIX 0O0OJIOUKOH,
500 Mr B KOMOUHAITUY C pUTOHABHPOM OOHapyxKeHa Gojiee BHICOKAS HKCIO3UITUS CAKBHHABHPA ¥
skeHINUH (AUC Ha 56%, Cmax Ha 26%), He3aBUCHMO OT MAacchl Tejla U Bo3zpacTa. KilmHHUYeckHu
3HAUUMBIX pa3iuuuil >PPeKTUBHOCTH U OS30MACHOCTH 3apeTUCTPUPOBAHHOTO peKUMA

HAO3HPOBAHHUA CaKBHHAaBHpa Yy MYXKYHH W JKCHIIUH HE BBIABJICHO. TepaHH}I CaKBHHAaBHPOM B
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KOMOHWHAIIH ¢ pUTOHABHPOM B Jto3ax 1000/100{mr 6blﬂhm3ﬁ3ﬁ§%:6%‘§o%&lf6ﬁ':I/f:sﬁibglz"i:h-ﬂHoﬁ

CNEPTHOMY OTYETY

y 000X TIOJIOB.

Pacosas npunadnescrnocmeo

Brusgnue pacel Ha papMaKOKHHETHKY CAKBHHABHPA HE H3YYATOCH.

Bospacm

UsyueHne papMakOKHHETHUSCKHUX TTApaMEeTPOB y JieTeH /1o 16 JeT U B3pOCIIBIX cTapiie 65 JieT He
MIPOBOJIUIIOCK.

PapHoBecHasi HKCIIO3UIUSI CAKBUHABHPA, HAOIOIABIIASICS B TMEIHATPUUSCKUX HCCIICOBAHMSIX,
ObLJIa CYIIECTBEHHO BBIMIC TIO CPABHEHHIO C MPEAMISCTBYIOMMMH JaHHBIMH, TMOJYUSHHBIMU Y
B3pOCIBIX (Y KOTOPBIX HAOIIOIANIOCh JO303aBUCUMOE U DKCIO3UITMOHHO3ABUCUMOS Y ITTHHEHUE
unrepsaios QT u PQ).

IHokazaHu K IpUMeHEeHHIO

Jleuenne BHUY-1 uHPHITUPOBAHHBIX B3POCJBLIX TAIUEHTOB B COCTaBe KOMOHWHHPOBAHHOM
TepaIuy ¢ pUTOHABUPOM U JIPYTUMHU aHTHPETPOBUPYCHBIMHU JICKAPCTBEHHBIMU IIperapaTaMHu.
IIpoTuBONIOKA3ZaAHMA

JI1s1 03HAKOMIICHHUSI ¢ BO3MOXKHBIMHU IIPOTHUBOIIOKA3AHUAMHU HEOOXOUMO H3YUUTh MHCTPYKIIHIO
0 MEJTUITUHCKOMY TIPUMEHEHUIO PUTOHABUPA, UCTIOIB3YEMOTO B KOMOUHAIIUH ¢ CAKBUHABUPOM.

e ['UMepUyBCTBUTEIHHOCTh K CAKBUHABUPY WIH JHOOOMY JPYTroMy KOMIIOHEHTY Mpernapara.

e JlekoMmeHCHpOBaHHOE 3a00JICBaHUE TICUCHH.

e OjHoBpeMeHHBIH TipHeM TepdeHaMHA, AacTeMH30J1a, MH30JIACTHHA, [U3ANpUia,
qudeMannia, MTUMO3WIA, aMHOAapoHa, ¢JekauHuaa, nponadeHOHa, aTa3aHABUPA,
JIOTIMHABHpa, Oempuauia, JUIOKauHa (CHCTEMHO), XWUHHJHMHA, HOYTHIIHIA, COTAJIONA,
AMUTPUNITAIINHA, HMMHUIpPAMHHA, KJIOMUIPAMHUHA, MAIpPOTUIIMHA, KJIAPUTPOMHUIIMHA,
SPUTPOMMIIMHA,  rajodaHTpUHA, MEHTAMHJIWHA,  crHapiokcalMHa,  MeTaJoHa,
cuinaeHaduia, Tananaduia, BapaeHaduia, KIo3alnuHa, TaJoNepu/I01a, XJIOpIpoMa3HHa,
MesopHIa3uHa, (PeHOTHA3HHA, CePTHH/IONA, CYJIBTONPHUAA, THOPUIA3UHA, 3UIPACHIOHA,
BUHKAMHMHA JUIsI BHYTPHUBEHHOIO BBEJEHHUs, JAllCOHA, [HU3OMHpaMH/a, XWHHUHA,
deHTaHWIa, anpeHTAHWIA, TakKpoiuMmyca, JodeTwiuaa (BO3MOKHO  pa3BHTHE
JKUBHEYTPOKAIONMIUX  apuUTMUH), pudammunuHa (TDKeNas  TenaToNSIUTIONApHAs
TOKCUYHOCTD); AJKAJIOWIOB CIOPbIHBH (HANpPUMEp, JUTHAPOIPTOTAMUHA, SPrOHOBHHA,
SpProTaMHHA, METHJI3PrOHOBHHA (OCTpas TOKCHYHOCTH)); CHMBAcCTAaTHHA, JIOBACTATHHA
(pabmomuonnz), MUa30JaMa ISl TepOPaIbHOTO TPUMEHEHHUS (JIMTENIbHAST CeaIlus),
Tpuazoiama (TIPOJIOJDKUTE/IbHASIUpe3MepHasi Cce/lallusl W YrHeTeHHE JIBIXaHHUS);

KBeTHANKHA (YBEJIMUCHUES TOKCHIHOCTH KBETHANKHA); aliy303UHA (BO3MOIKHO pa3BUTHE
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CNEPTHOMY OTYETY

ApUTMHH, apTepUaIbHON IMIOTEH3UH, TOIHOTHI, FOJIOBOKPYKEHUS H 0OMOpOKa).
e DBpoxaeHHOe WIM JOKYMEHTAJIbHO IOJTBEPXKISHHOE NpHOOpPETeHHOS V/UTMHEHHE
unrepsaia QT.
e DJeKTpPOJIUTHBIC HAPYIISCHUS, 0COOSHHO HECKOPPEKTUPOBAHHAS THITOKATTHEMHUSL.
e KimHuYeckH 3HauMMas Opa/IuKapausL
e KimHuyecku 3HaAUMMAs cepeuHasi HeIOCTATOYHOCTh CO CHMIKCHHOH (pakuumeit BpiGpoca
JIEBOTO JKeJIyJ0UKa.
e CumnromaTHdecKasi apuTMHS B aHaMHe3e.
e OnHOBpeMEeHHOE MCIOJIB30BAaHME C IMperapaTaMy, CIIOCOOHBIMHU Y/UIHHATH UHTepBaid QT
u/umi PR (eM. paznen « BzaumoielcTBHE ¢ IpYTUMHE JISKAPCTBECHHBIMHU CPEACTBAMHE).
e Jlerckuii BozpacT 10 18 Jer.
C ocTopoxHOCTBIO
OHOBpeMEHHBIH IIpHEM JIeJIaBUP/IMHA (YBEJIHUSHUE «IIEYSHOYHBIX» TPAHCAMMHA3), KOJXUIIMHA
(HeMpoMBbINIeUHBble HApyLIEHUs, B YAaCTHOCTH pabJoMHONIM3); Hedazol0HA, XUHYNPHCTUHA,
nanponprucTUHa (BO3MOMKHO pa3BUTHE apUTMMM), oMenpazosa (yBeJMYeHHE KOHIEHTpAIUH
CaKBHHABUpa) M JIPYTUX HMHIMOUTOPOB IMPOTOHHOIO Hacoca, caJMeTeposia (PUCK cCepeduHO-
COCYAMCTBIX OCIOXKHEHHH, ysInHeHUsI uHTepBaia QT, cepaneOueHusi, CHHYCOBOU TaXUKap/IUHN);
by3un0BoH KHCIOTHI (YBeJIMUYCHHME TOKCHYHOCTH); pupabyTuHa (yBeIMUSHHE KOHIICHTPALUU
pudalbyTuHa), QuUTOTpENapaToB, COASPKAIMUX 3BepoOOH TNpoNbIpsABICHHBIH (Hypericum
perforatum), NEKapCTBEHHBIX TIpeMapaToB H OWOJOTHUYSCKH akTHBHBIX goGaBok (BAJI),
COJIepIKAIUX DKCTPAKT UeCHOKA, THIpaHaBUpa, KapOamaszenuHa, (peHoOapOuTaia, ¢peHUTOUHA,
JleKcaMeTa30Ha (CHI)KCHHE KOHIICHTpAllMd CaKBHHABHPA), ajllIpa3ojlaMa, JUKaJHs KJIopaselnara,
nuazenama, Quryposenama (yBeIHMUeHHUe CeTaTHBHOTO »deKkra); MHUIa301aMa MapeHTepaIbHO,
denonunuHa, HUPEIUNHWHA, HUKApJUIHWHA, JWITHA3eMa, HUMOJUIMHA, BepalnaMuia,
aMJIOAMIINHA, HH3OJJIMIIMHA, MCPaJMIIMHA, IUKJIOCIIOpPHUHA, CHpoJiuMyca (pallaMHIIMHA)
(YBenMYeHHE KOHIIGHTpAallMM IpemnapatoB); (IyTHkasoHa;, Oy/ecoHH/a; aTOpBacTaTHHA,
I[epUBACTATHHA (BO3MOJKHOE pa3BUTHE MBINICUHOW ciabocT, OOJNIM B MBINIIAX, YBEIUICHUS
akTHBHOCTH KpeaTHH(pochokuHazsl (K®@K)); mnpaBactatuHa, ¢iyBacTaTHHa (BO3MOXKHOE
BIMSHME Ha TpaHCIOPT OeJIkOB); JMIOKCHHA (YyBeJIMYCHHME KOHICHTPALlMHU JUTOKCHHA);
STHHMIIDCTPAUOIa (CHWKeHHE KOHIIGHTpAllUU IIpenaparta), HeJI(pHHABUpa, WHAWHABHpA
(pazBuTHE HepOIUTHARA).
IIpyveHeHye IpU GepeMeHHOCTH U B TePHO TPY/THOT0 BCKAPMJ/IMBAHMS

bepemennocmo
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COOTBETCTBYET 3KI(
ot 07.08.2023 N= 15126

3KCHepI/IMeHTbI Ha KUBOTHBIX HC CBUACTCIIBCTRYIOT O HH;Q&).’M—IE’ I:Iéégéfﬁgﬁ ‘ﬁ(l)'_BBE)QI}é}{)meM

CNEPTHOMY OTYETY

a¢dekTe cakBUHABHpa Ha pa3BUTHE SMOpPHOHA WIH IUIOJA, TeUeHHE OEpeMEHHOCTH, NepH- H

[IOCTHAaTaIbHOE pa3BUTHe. OMNBIT KIMHUYECKOTO TPHUMEHEHMs Ipenapara y OepeMeHHBIX

KeHIUH orpaHuueH. [lpu mpumeneHuu mnpemapata HuTepdacT B KOMOMHAIMK C JPYTUMH

AHTHPSTPOBUPYCHBIMU IIpeniapaTaMH y OepeMeHHBIX, pPeJKO CoOo0IalIoch O BPOKIACHHBIX

IIOPOKAaX PpAa3BHUTUSA, BPOKICHHBIX AHOMAIMAX, a Takke [JpYIHX HApyIIEeHHAX, He

COTIPOBOKAABIIHNXCS BPOXKICHHBIMU aHOMAJIMSIMH.

Bo Bpems GepemeHHOCTH npeniapaT MHTepdacT ciieqyeT NpUMEHSITh TOJILKO B TOM ClIydae, €C/Iu

BO3MOJKHAsI 110JIb3a JUUISI MAaTEPH MPEBBIMAST MOTSHIUAIBHBIN PUCK JUISI IIJI0AA.

Ilepuoo epyoHozo 6cxapmansanus

JIaHHBIX, TOJTYUYSHHBIX HA JKUBOTHBIX U Y YeJIOBEKAa OTHOCUTEILHO BO3ZMOKHOTO IIPOHUKHOBEHUS

CaKBHHABUpa B TPYAHOE MOJIOKO, HeT. OLEHUTh BO3MOJXKHBIC NMOOOUHBIC JEHCTBUS Ipenaparta

Hutepdact y IpyaHbIX JeTel He NPEACTaBIISIETCS BO3MOJKHBIM, CJIe/IOBATeIbHO, KOPMIICHHE

IpYABI0 CIeAyeT TpeKpaTuTh JO0 Havajga JiedeHus mpemapatom HWutepdpact. BHU-

UHQUIMPOBAHHBIM JKEHIIMHAM HE PEKOMEHYeTCsl KOPMHUTH I'py/Ablo Bo M30eKaHHUe Iepeauu

Bupyca BUY pebGenky.

Crnioco6 nmpyMeHeHUs U 103bI

IIpenapar HMutepdacT Ha3HauaeTcs TOJBKO B KOMOMHAIMM ¢ pPUTOHABUPOM (YCHIICHHBIH
exum)!

Y nanueHToB, yxkKe MOJIy4alollMX PpUTOHABHP B COCTaBe AHTUPETPOBUPYCHOM Tepalwy,

JOTIOJIHUTEILHBIN TIpHEeM PUTOHABUpA HE TpeOyeTes.

PexomeHyeTCs €TpOro cobroAaTh NpeIUCAaHHBIN PeXKUM IIpUeMa IIpenaparos.

BHyTps, BO BpeMsI HJIH He II03/JHEE 2 YacoB MOCIIe NIpUeMa ITHIIIH.

Cmanoapmrbstil pexcum 003UposaHus

Bapocinbie:

- 6 KOMOUHaYUY ¢ pumoHaeupom (ycunennuiii pescum): npenapat Unrepdact 1000 mr 2 paza B

cyTku U putoHaBup 100 mr 2 pa3a B CyTKM B KOMOMHAITUH C JIPYTUMHU aHTUPETPOBUPYCHBIMHU

npenapatamu;, npenapaT WHTepdacT ¥ pUTOHABHP IPUHUMAIOT BHYTPb OJHOBPEMEHHO U He

II03/HEE 2 YacoB IOCJIe NIPHEMA ITHIIH.

Y mnanuMeHTOB, paHee He MOJIYYAaBIIUX TEPallMI0 M HAYMHAIONIMX JISYEHHE IIperapaToM

Hnrepdact, pexkoMeHToBaHHAs HadadbHas Jo3a coctaBimsieTr 500 mMr 2 pasa B CYTKH B

KOMOHWHAITNH ¢ puTOHaBHpOM B fo3e 100 Mr 2 pasza B CyTKH B TeUeHHE TIEPBLIX 7 JHEH Tepaluu.

Yepez 7 [pHel OT Hadaja TepaluM pPEKOMEHIYeTCsl YBEJIMUYSHHE JI03bl IIpemapara

Unrepdact/putonasupa g0 1000/100 mr 2 paza B CyTKH.
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 07.08.2023 N= 15126

IIpu mepexojie ¢ Tepaluu JPYTUMH HHTH HTOpaMwl%i;:&%%;iE;‘%mj tﬂ“%('é)l\'ﬂ@lﬂ—l%l‘?lﬂh C

PUTOHABUPOM  WJIM  HEHYKJICO3WIHBIMM  HHTHOMTOpaMH  OOpaTHOH  TPAHCKPHIITA3bl
peKOMEH/IyeTcsl HauaTh Tepanuio npenaparoM HuTepdact B cTaHTapTHON peKOMEHJOBAHHOU
mo3e 1000 mr 2 paza B CyTKU B KOMOMHAIIMK ¢ puToHaBUpoM B Jo3e 100 mr 2 paza B cyTku Oe3
IIEPHO/A BHIMBIBAHUS,

- 6 KoMOunayuu ¢ Opyeumu uHeuOumopamu npomeaszvi BIY: nni 03HAKOMIICHHA ©
PCKOMEH/TOBAaHHBIMH  JIO3aMH ¥ BO3MOJXKHBIMH  IMOGOYHBIMH  d(dekramu  ApyTUX
AHTUPETPOBUPYCHBIX NIPENApaTOB CJIeyeT H3YUUTh HHCTPYKIUH 110 UX IPHMEHEHHIO.
Jlosupoeariue 6 ocobeix cyuasax

IIpn BO3ZHUMKHOBEHHHU TSDKENIBIX SIBJICHUM TOKCHYHOCTH JieueHMe mpemapatoM HWHrepdact
cieayeT IpepBaTh. BeiieCTBHE BO3MOXKHOIO YBEIMYEHHUs ILIA3MEHHBIX KOHIEHTpALUH IIpH
KOMOMHHUpPOBAaHHOM TepalMM ¢ JpYTMMH aHTHPETPOBUPYCHBIMHU IIpenapaTaMH (HaIpuMep, ¢
PUTOHABUPOM) MOXKET NOTPeOOBATHCS H3MEHSHHUE /103 HHTHOUTOPOB npoTeassl BUY.
Jo3uposarniue y ocobvix zpynn nayuenmos

Hayuenmul ¢ neueHouHoll HeOOCMAMOYHOCTBIO

Y BUY-undpuIiupoBaHHbIX NAIUEHTOB ¢ HAPYIICHHUSMHU (DYHKITHH TICUYCHHU JISTKOM U CpeTHeH
CTeTIeHEeH TsDKeCTH KOppeKIUu J103bl mpenapata MuTepdact He Tpebyercs. B cBsizu ¢ BhIcOKOH
BapHabeIbHOCTHIO SKCIO3UIMU B JIAHHOW IOIYJIAIUN NAIIMeHTOB PEKOMEHAYeTCs THIaTeIbHOe
HabroieHue 3a npoduiieM 6e30MacHOCTH (BKJIOUASI CHMIITOMBI ApUTMHHU) M BUPYCOJIOTHISCKUM
oTBeTOM. JleKoMIeHCHpOBaHHOe 3a0oJieBaHHE I[I€UCHH SIBISISTCS IMPOTHUBOMOKA3aHMEM K
HazHaveHHIo npenapaTta HHTEpdacr.

I ayuenmui ¢ noueunoll HeOOCMAMOYHOCMbIO

VY NanueHTOB ¢ JISTKOH UM YMEpEHHOH CTEIIeHBIO II0YeUYHOW HeOCTATOYHOCTH KOPPEKIHH J103bI
npenapata Hatepdact He Tpebyetcs. IIpu npumenenun npenapata HHTepdacT y narueHToB ¢
TSDKEJION MOYSUHOU HEJTOCTAaTOYHOCTBIO ClIe/IyeT COOII0AaTh OCTOPOIKHOCTS.

Iemcxuii sospacm

OddexTuBHOCTL U Ge3omacHOCTh npenapara Uutepdact y jmereit 10 18 jeT He YCTAaHOBJICHBL
JUiss naHHOW MONIYJISIMM HE YCTaHOBJECHBI J03bI Ipenapata HMHTepdacT, He BbI3BIBAIONUE
yanuHeHue uHTepBasioB QT u PR u oiHOBpeMeHHO oTBevaromue napameTpaM >PpQPeKTHBHOCTH.
CymecTByeT orpaHuueHHasi HHGopMaIusa 06 UCIOIp30BaHUU Ipenapata MHTepdacT B MATKUX
JKEJTATUHOBBIX Kamcynax (HeYCHJIICHHBIH pexuMm) y Jjeredl. HMudopmanus o NpUMEeHEHUU
npenapaTta MHTepdact 6e3 puToHaBHpa (HEYCHJICHHBINA PEIKUM) Y IeTel OTCYTCTBYeT.

1l ooicunoii sospacm

OmbIT npuMeHeHHUs1 y HalMeHTOB crapme 60 JyieT orpanuueH. JlaHHbIe U1 peKOMEHJAIIUN

peKuMa JO3UPOBaHUA OTCYTCTBYIOT.
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COOTBETCTEYET 2KCNEPTHOMY OTUYETY
ot 07.08.2023 N2 15126
Io6ounoe aelicTBHE (MOCNEOQBATENEHOCTE 0002)

Jlannsle KTUHUYECKUX UCCLe)08aAH I

CaMbIMH YacTHIMH HEXKeJIATeTbHBIMU SIBJICHUSIMH C KaK MHHMUMYM BO3MOJKHOHW CBSI3bIO C
PSKUMOM, YCHWICHHBIM PHUTOHABHPOM, OB JHapes, TONIHOTA, YTOMIISIEMOCThb, pBOTA,
METEOPH3M U OOJIH B JKUBOTE.

JIns omucaHusA YacTOThl MOOOYHBIX PEaKIUH, BO3HHKAIOIMHUX IMPH MPUMEHEHWHM CaKBHHABHPA,
YCUJICHHOTO PUTOHABUPOM, HCTIONB3VIOTCS CIAYIONME KaTeropuu: oueHb Jacto (=>1/10), acTto
(=1/100, mo <1/10), mewacto (=1/1 000, Ho <1/100), peaxo (=1/10 000, vHo <1/1 000), oueHb
peako (<1/10 000), wactoTa Heu3BecTHAa (HAa OCHOBAHHUU HUMECIONIUXCS JAHHBIX OILCHHUTH
HEBO3MOXKHO).

Tadmma S. Pesrome HexkenaTeIbHBIX peakIui

Cucrema opraHmsma HexenaTe mbHbIe peakimy

Co cmoponvt xooicu u | Hacto [TpuoGpeTeHHast TUMOAUCTPOPHSL, ATOTSTIHS,
NOOKOJICHOU — JICUPOBOT CYXOCTh KOXKH, DK3eMa, JIM0aTpo(HUsl, ChIIb,
KAEem4amxu 3yA

Hewacto Cungpom CtuBenca-/[sxoHcoHa, OyIUie3HbIN

JepMaTUT

Co cmoponvt  HepeHoti | HacTo I'onosHast 6016, nepudepudeckas HeHpomaTus,
cucmembl [apeCTe3 s, TOJIOBOKPYIKCHHE, H3MCHEHUE

BKYCOBBIX OIIYIICHHH

Heuacto CoHIMBOCTD, CYIOPOTH
Co cmoponwt opeana | Heuacto Hapymienue 3penus
3peHus
Co cmoponst | Yacto CHuxenue TUOH/0, HApyIIeHHE CHA
NCUXUYECKOU chepbl
Co cmoponst | OueHb 9acTo Jluapesi, ToniHOTa
oicenyoouHo-kumeurnozo | Yacto PBoTa, B31yTHE JKHBOTA, METCOPU3M,
mpaxma aboMUHAILHBIE 00JTH, O0JIb B BEPXHUX OTHCNIAX

JKUBOTAQ, 3aIllop, CYXOCTh BO PTY, JUCIICIICHAA,

OTPBIKKA, CYXOCTh I'y0, He0(OpMIICHHBIN CTYJI

Heuacto [Tankpeatur
Co cmoponwt neuenu u | Hewacto I'emarwurt, xenTyxa
DHCENHE6 bI6 OOAUUX
nymeii
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COOTBETCTBYET 2KCNEPTHOMY OTUYETY
ot 07.08 23 N2 15126
Co cmoponst xocmuo- | Uacto MLIMGQﬂl};‘}I'jCH%;H':' BATENBHUCTE 0002]
MbIULEUHOT CUCmEM bl YacToTa Muanrusi, MEO3ZHT, pabaoMHUOJIN3
HEH3BECTHA
Co cmoponst nouex u | Hewacto Hapymienue QpyHKIHH TTOYESK
MOUEELLEO0AWUX Ny meli
Co cmoponst ummyHnos | Hacto Peakiuu runepuyBCTBUTEILHOCTH

CUCINEMDbBL

Hapywenus numanusa u

OueHb 4acTO

l'unepxonectepuHeMusi,

Memabonusma TSP TPUTIHIICPUICMUS
Yacto Caxapubliii TualeT, aHOPEKCHSI, MOBITIICHUE
afnIeTHTa
HeugacTo CHHUKeHHe alllIeTHTA
YacToTa WUHcyIMHOPE3UCTEHTHOCTD, TUIEPJIAKTATEMHUS,
HEH3BECTHA TUIIEPTJIMKEMUSL, HHOT 1A COTPOBOIK/IAROIIASCS
KETOAIH030M
Co cmoporul | Hacto Onplimka

ObIXAMENLHOTE CUCEMbL

C CHMOPOHbL  CUCTEMDBL
Kposu U Opeanos

Kposemeoperul

O4eHb 9acTo

CHIKeHHE YHCTia TpOM6OI_II/ITOB

Yacto

AHeMH)I, CHHXKCHHUC YPOBH:A FeMOFJI06HHa,
CHHIKCHHUC YHCTIA .]'II/IM(I)OI_II/ITOB, CHHIKCHHUC

YHCIa JeHKOITUTOB

Heuacto

Helitpornenus

YacToTta

HCHU3BCCTHA

YceuiieHue KpOBOTEUSHHUH, B TOM YHUCIIE
CIIOHTAaHHOE 00pa30BaHUE TOIKOKHBIX TEMAaTOM
U TeMapTPO30B Yy MAHSHTOB ¢ reMouiIHeit
Tina A u B, moxy4aromux JedeHue

uHrHOUTOpaMu mpoTeassl BUU

Co CHIOPOHbL
NabopamopHbIX

noxazameneii

OueHp 4acTo

IToBbImeHNE aKTUBHOCTH
allaHUHAMUHOTpaHCcepassl U
acTiapTaTaMHHOTpaHC(epasbl; MOBHIMICHUES
KOHIIEHTpAIlUHU XO0JIeCTepUHA, JIMIONIPOTEUI0B
HU3KOH IJIOTHOCTH U TPUTJIUIICPH/IOB;

Tp0M6OI_[I/IT01'IeHI/I${

Yacto

IloBnIIeHHE aKTUBHOCTH aMHUJIa3bl,
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

ot 07.08.2023 N= 15126

ko Fhirii GIAp Yo peaTAra,

CHHXKCHHC FGMOFH06HHa; JII/IM(I)OIII/ITOHGHH)I,

JEUKOIIUTOIICHUAS

IIpouee Yacto O0mas cmabocTh (aCTSHHST), YTOMIISIEMOCTb,

HEJOMOTAaHHUC, YBCIIHYCHHUC )KHpOBOﬁ TKaHH

Heuwacto Unrsapnenue cauzucTod 000I0UKH

Hwxke mnpuBefeHbl HelKelaTesIbHbIE peaklMM, HaOJro/aBIIMecs MpH NpUeMe CaKBHHABHpa B
HEYCHUJICHHOM PeKUMe.

Co cmopoHvl HepeHO CcucmeMbsl: TANICCTE3Hs, HApYIICHHE KOOPJHMHAIIUH, BHYTPHUSPEITHOS
KPOBOM3JIHMSIHHUE.

Co cmoponsl ncuxuxy: CIyTaHHOCTh CO3HAHMS, JETPECCHs, TPEBOTa, MOMbITKA caMOyOUHCTBa,
OecCoHHUITA, HAPYIICHUS TUOU/TO.

Co cmoponst KodKU U NOOKOACHOU-JICUpOo6olt  knemuamku: cuipoM CtuBeHca-J[)koHCOHA,
OyJUlesHBIH [JIepMAaTUT, JICKApCTBEHHAs! CbINlb, TSDKEJbIE KOXKHBIE PEAKI[UH, CBS3aHHbIE C
HapymeHueM (QYHKIMH NeUSHHU.

Co cmoponvt opeanos eenamoOunUapHol cucmemst: XKelITyxXa, IMOopTaJbHasi THIIEPTCH3HSL,
o0ocTpeHHe XpOHMUYESCKUX 3al0ojieBaHMM MedyeHM (¢ HapylmleHHeM QYHKIHMH Te4eHH 4-#
CTETICHM).

Co cmopoHvl Op2aHu3Ma 6 YenoM: JTUXOpajJiKa, U3BSI3BICHUS CIH3UCTOM 000504KkH, OONb B
TPYAHOU KJISTKE.

Co cmopoHbl KOCMHO-MbLUHEUHOT cucmeMbl. MbIIIIEUHAs! ¢JIA00CTh U MOJIMAPTPUT.

Co cmopoHbL cucmemvi Kpoeu U Op2aHo6 KpoeemeopeHus: TeMOJIMTHYeCKas aHeMHsl H
HEUTPOIICHUSL.

Co cmoponst OpeaHOE JICENyOOHHO-KUMEUHO20 MPpaKkma: aClluT, MAHKPEaTUT M KUIIeYHas
HETIPOXOIUMOCTb.

Hapywenus numanus u Memadbonusma; CHUKCHHBIA alTIeTUT.

Hobpoxauecmeennvie U 3N0KAUECMEEHHLIC — HO6000PA306aHUA  (6KIOYAR — KUCMbL U
nominsy) ! MAMUIUIOMbI KOJKH, OCTPbIN MHEI0IeHKO3.

Co cmopoHbl MoUegLLOeNUMENbHOU cucmemul: He(PPOIUTHAS.

Co cmopoHbl cepOeyHO-COCyOUCMOoT cucmemsi: CriazM MepruepUIeCcKUX COCYT0B.

Co cmoponvl nabopamopHuix nokazamenei: opbimeHne akTuBHOocTH KOK, rumepriamkemusi,
THIIOTTTUKE MHUSL.

Hocmmapremurizoeoe nabiiodenue

Co cmopoHbr UMMYHHOT cucmemMbl: PeaKIUi THIIePUyBCTBUTESILHOCTH.

HapymeHuﬂ NUMAHUS U MEMAOOTUIMA.

17



COOTBETCTBYET 3KCIN E PTHO r 1Y OTUETY

oT :_:_‘.':I” Fa ..E 1:1

" MOC ENORA HOCTL 000N
® CcaxapHbIH auadeT Win THIEPTIIMKEMHUS, HHOI 1A con%gmlclﬁi%m’iﬂcgﬁﬁ umogdl\lr Uz)

e JIUIOJUCTPOQUS: y BUY-unpunmupoBaHHbIX MAIUCHTOB KOMOMHHUPOBaHHAS
AaHTHPETPOBHUPYCHAsl Tepallusl acCOLMHPYETCs ¢ Iepepaclpe/leIcHHeM >KHPOBOM TKAaHH —
munoaucTpodue, BItodaromed atpoduio MOJKOKHOTO JKHUpa Ha JIMIE M KOHEUHOCTSIX,
YBEJIMUCHUE BHCIEPAILHOTO ¥ MHTPAOJOMHUHAIBHOTO XKHUPA, YBEJIMUYEHHE MOJIOUHBIX JKeJIe3
U OTJIOJKEHHE XKHpa Ha JOp3aJIbHON MOBEPXHOCTH IIEH U CTIUHBI («ObIYHH Topo»);

® TUIEPTPUIUIECPUICMHUs, TUIIEPXOJIECTEPHHEMHS, HUHCYJMHOPE3UCTEHTHOCTH,
THIEPIJIMKEMHUS U THIIEPJIAKTATEMHUSL

Co cmoponvt HepeHOU cucmembl! COHITUBOCTD, CYTOPOTH.

Co cmopoHbr cucmemvt Kposu U OPeaHOE KPOGEMEOpeHUs. YCUIIeHHe KPOBOTSUEHUH, B TOM

qHciie CIOHTAaHHOE 00pa3oBaHMe MOAKOMKHBIX TéMaTOM U TeMapTpO30B.

Co cmopoHbl Op2aHoe 2enamobUNUaPHOT CUCEMbL: TeTIATHT.

Co cmopoHbl KOCIHO-MbIMEUHOU U COeOUHUMENLHOU MKaHU: TIOBbINeHHe akTUBHOCTH K@K,

MHAJITHSL, MHO3UT U Pe/IKO pabJOMHOIIN3. 3apeTUCTPUPOBAHBI CIIy4al OCTEOHEKPO3a.

Co cmopoHbL noYex 1 MOYEsLIg00AuUX Nymeli. HapylleHue (PyHKIUHU IO YEK.

Onucanue omoenvHbIX HODOUHBIX I hexmoe

Hapyuwenue memabonuzma

B xoJ¢ aHTUPETPOBUPYCHON TepallMU BO3ZMOXKHO IOBBIMICHUE YPOBHS JIMIIUAOB, KOHIICHTPAI[UH

TJIFOKO3BI B KPOBH, a TAKXKe YBEJIUUSHUE MACChI TeJa.

VY nanueHToB ¢ reMopuiaved tMna A W B, mosyudaromux JiedeHHe HHTHOMTOpAMH IpPOTea3bl

BHY, coobmanoch o ciydasix YCHJICHHSI KPOBOTEUSHHs, BKJIIOYAs CIIOHTaHHOE oOpazoBaHHe

KOXKHBIX TeMaTOM U I'eMapTpO30B.

Y mNanueHTOB, MONYYAIONMX Tepanuio HHrubutopamu mnpoteasbl BUU (B dwacTHOCTH, B

KOMOWHAIIMHN ¢ HYKJICO3UIHBIMH aHAJOTAMH), COOOMAIOCh O MOBBIMEHUHU akTUBHOCTH KOK,

MUAJITUU, MHO3HUTE U pPeKO pabIoMHUOIIU3E.

OTMeUaJIuCh CIy4al OCTEOHEKPO3a, OCOOSHHO Yy IAIMeHTOB ¢ OOIMENPHHSITHIMU (haKTOpaMHu

pucka, pacnpoctpaHeHHoH BHUY-undexkiued waM Npu  UIMTEIbHOH KOMOHHHpPOBAHHOM

AHTUPETPOBUPYCHOH TepaIuu.

Y BUY-uHOUIHUPOBAHHBIX MAIMEHTOB € TSDKEJIBIM MMMYHOJAS(PUIMTOM Ha MOMEHT Hadasa

KOMOWHUPOBAaHHON aHTHPETPOBHPYCHOHM Tepally MOXKET Pa3sBUTHCS BOCMIAIUTENIbHBIM OTBET Ha

ACUMIITOMHBIE HWJIM pe3H/yajibHble ONIMOPTYHUCTHUYECKHE HHQPEKIUH (CHHAPOM HMMYHHOH

peaktuBanuy). CHUHApPOM HMMMYHHOM peaKTHBAIlUM TAKXKE MOXKET IIPOSIBIISITBCA Pa3BUTHEM

AayTOMMMYHHBIX HapymeHHH (Hampumep, OoJiesHb ['peliBca W ayTOMMMYHHBIH TeIaTHT),

KOTOpBIE Pa3BHUBAIOTCA B pa3jM4HbIE CPOKH Tepanuu. Pa3BHTHE ayTOMMMYHHBIX HapyIIeHHH

BO3MOIKHO TaK3KC CIIYCTA MHOI'O MECAIICB ITOCJIC HavYaJla TCpalluu.
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COOTBETCTBYET 2K(
ot 07.08.2023 N2 15126

(MOCNEOCBATENBHOCTL 0002)

Ilepemno3upoBka

CMEPTHOMY OTYETY

B nacrosimee BpeMs KJIMHHYECKUH OIBIT MEPENO3UPOBKH CAKBUHABHPA Yy JIFOJIEH OTpaHHYEH.
Octpast uiau XpoHHUYECKasi IEPeTO3UpPOBKa IpH MoHOTepanuu mpenaparoM Hutepdact He
IIPUBOJUT K CEPbE3HBIM OCIIOKHEHUSIM.

B xombunayuu ¢ opyeumu uneubumopamu npomeazvr BHY 603M024CHbl CREOVIOUUE CUMNINOMbL.
o0mas cnabocTh, YTOMIISIEMOCTh, AHApesl, TOMIHOTA, PBOTA, BBINA/JIEHUE BOJIOC, CYXOCTh BO PTY,
THUIIOHATPUEMHs], CHUIKEHHE Beca, OpTOCTaATHUECKAs] THIIOTEH3HSL.

Jleuenue: crienuUUSCKOTO aHTHUAOTAa HET. MepompusaTHs, HalpaBJeHHbIE Ha IOJIepIKaHUE
JKU3HEHHO BaXKHBIX (DYHKIUH, BKJIIOYASI KOHTPOJIb OCHOBHBIX MOKa3aTesiel JKU3HE IS TeIbHOCTH,
anexkrpokapauorpadusa (OKI'), Habmonenne 3a KIMHUISCKUM COCTOsTHUEM OosibHOTO. Clieyer
IIPEeTOTBPATUTL IIOCIEAYIONIee BCachlBaHUE Ipemnapara. Tak Kak CaKkBUHAaBHpP B BBICOKOM
CTEIICHU CBSI3bIBASTCs ¢ OeJIKaMH IJIa3Mbl KpOBH, IPUMEHEHHE JUaIu3a Helle1ecooOpasHo.
BzanmopeiicTBHe ¢ APYTHMMH JIeKaPCTBEHHBIMH CPeICTBAMH

B GonbpIIUHCTBE MPOBEACHHBIX UCCIISTOBAHUHN T10 JISKAPCTBEHHOMY B3aMMO/ICHCTBHUIO M3Y4aJIOCh
npuMeHeHHe npenapata HMuTepdact Oez puTOHaBHpa (HEYCHICHHBIM pexuMm). Pesynbrathl,
[IOJIYUeHHBIE B XOJi€ HMCCIeIOBAaHUM IO NMpUMeHeHMIO npemnapata MuTepdacT B HeyCHIEHHOM
peXKHMMe, MOTYT MOJHOCTHIO He OTpakaTh d(PeKThl IPUMEHSHHUsI CaKBUHABHPA B KOMOMHAIIUY
PUTOHABHPOM.

B nanHOM pazjiesnie mpejcTaBieHa IOJIHAs WHQOpMAIUS O B3aMMOJICHCTBUM JIEKAPCTBEHHBIX
IIpernapaToB, BKJIOYAs JaHHbIE HCCIISJTOBAHUH, IPOBOJMMBIX ¢ NPUMEHEHHEM CAKBHHABUpPA B
MSTKHX JKeJIaTUHOBBIX KallCyJlaX, paHee MPeICTaBJICHHOIO Ha PhIHKE.

CakpuHaBup MetTabomuzupyetcsi uzopepmentom CYP3A4 cucrembl nuroxpoma P450 wu
ABJsieTes cyOcTpaToM Ut P-rimmkonpotenna (P-gp). Ilpenapatel, koTopble MeTaOOIM3UPYIOTCS
mzopepmenToMm CYP3A4 wim BIusiioT Ha akTHBHOCTH wm3odepmenta CYP3A4 wwumm P-
[JIMKOIIPOTeHHA, MOTYT M3MEHHTh (PapMaKOKMHETHKY Mpemapata HMHTepdacT. AHaIOrMYHO
CAKBUHABHpP MOXKET M3MEHHTh (apMaKOKMHETHKY [JIpYyTHUX IpenapaToB, SIBJISIFOIIMXCS
cyberpatom uzodepmenta CYP3 A4 unu P-rimkonpoTenHa.

Putonapup, kak momublH HHTHOUTOp H3odepmeHTa CYP3A4 M P-rimkomnpoTenHa, MOKET
OKa3bplBaTh BIUSHHE Ha (apMaKOKUHETHKY JApYrux npemnaparo. llpu HazHadeHHH
KOMOMHHPOBAHHOH Tepaluy cJieyeT yUUTbIBATh BO3MOJKHBIC B3aUMOJACHCTBHUS ¢ pUTOHABUPOM.
YuutsiBast pe3yJIbTaThl, IOJyUSHHBIC IPH IPUMEHSHHH Npenapata MHTepdacT B KOMOUHAIMH C
PUTOHABUPOM 3JIOPOBBIMH JTOOpPOBOJIBIIAaMH B OTHOLICHHH JI0303aBUCHMOTO  Y/JIMHEHMS
untepsalioB QT u PR (cm. pazpemst «IIpoTuBonokazanusiy, «Ocolble yKazaHUA»), aTATUBHBIC
a(pdexTsl B oTHOMEHUH yUuIMHeHUs UHTepBasioB QT u PR MoryT Bo3HMKaTh IpU IIpUMEHEHUU

IpemnapaToR CIEQYIONUX KJIAcCOB: aHTHaputMudeckue cpencrtea [A wmnm Il wiacea,
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(UDJID-5), oTnenbHbIe aHTHOAKTepHATIbHBIC W AaHTHTHCTAMHHHBIC MPEIapaThl, a TAKKe APYTHE
JICKapCTBeHHBIE TMpemapaThl (CM. HUXKE). OTH aIUTUBHBIE S(PQeKThl MOTYT MPUBECTH K
VBEJIMUCHUIO PpHUCKA BO3HUKHOBEHHUS JKCJIYJOUKOBBIX AapUTMHUM, OCOOCHHO apUTMHUHU
JKETYTOUKOBON TaXHCHCTOJIHUUYECKON THma «mupy»T» (torsades de pointes). Takum oOpazom,
cieqyeT u3beraTh COBMECTHOTO MpHeMa IpenapaTa UHTepdacT B KOMOUHAIIMM ¢ pUTOHABUPOM
U IEPeUMCICHHBIX JICKAPCTBEHHBIX IMPENapaToB, IMpPU HAJIMYUMU JAPYTUX AIbTEPHATUBHBIX
TepaleBTUUECKUX BO3MOKHOCTeH. CTporo MNpoTHBONOKA3aHbI JIGKAPCTBEHHBIE IIpenaparhl,
OJTHOBpeMeHHO oObJanaroniue GapMaKOKMHETUUYSCKUM B3aUMOJCHCTBUEM C CaKBUHABHPOM B
KOMOHHAIIMM C PHUTOHABHPOM M CHocoOHocThI0 yummHAT, uHTepBadbl QT u PR. He
peKOMeHyeTcsi KoMOuHHpoBaTh Ipemapar HWHrepdacT U pUTOHABHp ¢  JIpYTUMH
JICKapCTBEHHBIMH IIpeniapaTamMy, o0Ja/alolUMU U3BECTHBIM TPOJOHTUPYIONIUM JeHCTBHEM B
otHomennn wuHTepBatoB QT m PR. CrenoparensHo, B ciydae KpadHeH HEOOXOJHUMOCTH
10, T00Hast KOMOHHAITHS JTOJIKHA HCTIOTB30BAThCS ¢ OCTOPOIKHOCTRIO.

Tabnuna 6. llpuMepbl H3BECTHBIX W MOTSHIHAIBHBIX B3aUMOJCHCTBHM ¢ JIpYTUMH
JIeKapCTBEHHBIMH TIperiapaTaMHu.

UlekapcTBEeHHBIN TIpeniapaT U
TepaneBTHUYeCKast 001acTh
B —— ) PexoMenmanmu
P ——— Bzaumoieiicteue OTHOCUTEIILHO COBMECTHOTO
HCTIOJIb3yeMasi B TPUMEHEHHA
UCCIICTOBAHUSIX )
AHmupemposupycHoie npenapamot
Hyxiteo3uoHsle UHZUOUMOPLL 0OPAMH O MPAHCKPURMA3bI
SanyumaOun wunu 3apepineHHbIC BauMoaecTBHE €
BUOO6YOUH UCCIIeIOBAHUS, U3yUaloIue BAITATAOHHOM
(hapMaKOKHHETHIECKOES MAJIOBEPOSITHO BCJIS/ICTBUE
B3aUMOJICHCTBHE, a3 TUIHBIX My TeH
OTCYTCTBYIOT. MeTaOoTU3Ma M BbIBE/ICHHUS.
CornacHo pe3yJbTaTam Koppekiuu 10361 He
HCCIIe/TOBAHUHN Y B3POCIBIX TpedyeTcs.
MALUEHTOB OTHOBPEMEHHOS
MIpUMEHEHHUE CAaKBUHABUPA
(HeyCHIICHHBIH pEXKUM) B
KOMOHWHAIIUH C
3TITUTAOMHOM W/WITH
3UJOBYJUHOM HE OKa3bIBAET
BJIMSIHUSI Ha BCAaChbIBaHHE,
pacrpe/iesicHue U BbIBSJCHHE
npenaparos.
VTuoanosun AUC caksunasupa | 30% M3MeHEHHUS HE UMEIOT
OnHokpatHbié ipueM 400 Cmax cakBuHaBupa| 25% oTIpeIeSIeHHON KIIMHUYECKON
MT Cmin CAKBUHABHpA <> BHAYMMOCTH.
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CaKBHUHABUP/PUTOHABUP
1600/100 Mr 4 pasa B ieHb
Ha TIPOTSDKEHUH 2 HeJelb, 8
BTIOPOBBIX JOOPOBOJIBIICB)

(MTOCTTEA0BATE IBHUC 1D U0UZ)

Koppekiuu 10361 He
TpeldyeTcs.

Tenogosup

B00 Mr oauH pa3 B JIcHb
CaKBUHABHP/PUTOHABHUD
1000/100 Mr 2 paza B
meHn, 18 BHU-
MHQUAITAPOBAHHBIX
MaIUeHTOB)

AUC caksunaBupa | 1%
Cmax cakBuHaBupa | 7%
Chin CAKBUHABUpA <>

OTcyTCTByeT KJIHHHYCCKH
BHAYHUMOC BJIMSIHHC HA
PDKCIIO3HIHUIO CaKBHHaBHUpAa.

Koppekiuu 10361 He
TpelyeTcs.

Henykineo3uoHsie uHZUOUMOPbL 00PaAMH O MPAHCKPURA3bI

lenasupoun

BzaumoneincTeue ¢
CaKBUHABUPOM/PUTOHABUPOM
HE U3yYaJloCh.

HUndopmarnus o
6e30TacCHOCTH IPUMECHEHHUS
TaKoH KOMOWHAITUH
JICKapCTBEHHBIX MPEapaToB
OTpaHHYeHA, JAHHBIE I10

s ek THBHOCTH
OTCYTCTBYIOT.

AUC caksunaBupa 7 348%
CoriacHo npeaBapuTeILHBIM
pe3ysabTaTaM UCCIe/IOBaHUM,
YBEJIUUCHHUE «TICUSHOYHBIX)
TpaHCaMHHa3 HaOJI01aI0Ch
y 13% moOpoBoJIBIICE B
TeUSHHUE NIEPBBIX HECTb
pUMEHEHHS KOMOHHAIIUH
CaKBHHABHp/

JesaBup v (y 6% 3 unu 4
CTCIICHH).

Heob6xoaumo TIaTeIsHO
KOHTPOJUPOBAThH (PYHKITUIO
MeUeHH.

OTHOBpEMEHHBIHN MIPUEM
TOJIBKO B CJIydae, eciIu
OTeHIHAIBHAS [T0JIb3a
IIPEBBIIIAST PHCK.

Dpasupens

600 mr 1 pa3 B AeHb
CaKBHUHABUP/PUTOHABUP
1600/200 Mr 1 pa3 B 1eHb
MJTH
CaKBUHABHP/PUTOHABHUD
1000/100 Mr 2 pasa B JIeHb
n=32)

MJTH
CaKBUHABHP/PUTOHABHUD
1200/100 Mr 1 pa3 B 1eHb)

CakBUHaBUp <>
Ddasupens <

Koppekiiuu 10361 He
TpeOyeTcsL.

Heobxoaumo
KOHTPOJHUPOBATH (PYHKITHIO
MCYCHH.

Hesupanun

BzanmoeHcTBHE C©
npenaparom HaTepdact/
PUTOHABHPOM HE M3YYaJIOCh.

HeycHleHHBIN peiKUM:

3MeHEeHUS He SIBIISIIOTCS
KJIMHUYCCKH 3HAYNMBIMH.

Koppekiuu 10361 He

TpebyeTcsL.
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AUC caxsuHampa | 24% - =15

HOBATEIBHOUC 1D UUUZ)

AUC HepupamnuHa <

Hnzubumoper npomeaset BHY

Umasanasup

B00 Mr 1 pa3 B ieHb
CaKBUHABHP/PUTOHABHUD
1600/100 Mr 1 pa3 B 1eHb)

AUC caksunapupa 7 60%
Cmax cakBuHaBupal 42%
AUC puronasupa 1 41%
Cmax puToHaBupa 1 34%
ATa3aHaBUp <>

Kinuanueckue JaHHBIE O
NPUMCHESHHUH aTa3aHaBUpa B
KOMOMHAIUY C
CaKBUHABHPOM/PHTOHABHPOM
1000/100 mr 2 pasa B ieHb
OTCYTCTBYIOT.

OTHOBpEMEHHBIN TIpUeM
CaKBUHABHpA B KOMOWHAIIUU
C PUTOHABHPOM H
ATa3aHABUPOM
[IPOTHUBOTIOKA3aH B CBSI3H C
BO3MOJKHBIM pPa3BUTHEM
PKU3HEYTPOIKAIOMIUX
APUTMHH.

Docamnpenasup

700 Mr 2 pa3a B JieHb
CaKBUHABHP/PUTOHABHP
1000/100 Mr 2 paza B JieHb,
18 BUY-uHpUIHpOBaHHBIX

MaIUeHTOB)

AUC caksunapupa | 15%
Cmax cakBuHaBHupal 9%
Cmin cakBuHaBupa | 24%,
O0CTaBaJIach BBIIIE MTOpOTa
TepareBTHUSCKOU
bddexTUBHOCTH

Koppexkiuu 10361
CaKkBUHABHUpA/
pUTOHABHpA He TpebyeTcsl.

I THOuUHasUD

800 mr 3 pasa B AcHb
OJTHOKpATHas /1032

cakBuHaBupa 600-1200 wr,

6 3M0pOBBIX TOOPOBOJIBIICE)

[IpreM HU3KHUX 703
[PUTOHABUpPA IIPUBOJINT K
VBEITHUCHHUIO KOHI[CHTPAITUH
WH/THHABHPA.

HeycuieHHbIN pesKuM:

AUC caksunapupal B 4.6-7.2
pasa

KoHIeHTpaIisl HH/IHHABHPA B
iasme <

YBenuueHUe KOHIIEHTpAIUH
WHAMHABHPA MOXKET
[IPUBECTU K PA3BUTHIO
HedpomTHA3A.

JlaHHBIC IO GE30MACHOCTH H
b PEKTHBHOCTH TaKOH
KOMOWHAIMH TIPEIIapaToB
OTCYTCTBYIOT.

COOTBeTCTByIOH_IHe JO3BI
IJIST JAaHHOM KOM6HHaHHH
VICKApCTBCHHLIX IIpCIIapaToB
HC YCTAaHOBJICHEIL.

OmHOBpEeMEHHBIHN TIPHEM
TOJILKO B CIIydae, eclid
MOTCHITHAIBHAS TTOJIb3a
[IPEBBIMIACT PUCK.

Vionunaeup
CaKBUHABHP/PUTOHABUD
1000/100 mr 2 pasza B icHb B
[KOMOMHAIIMYU ¢ JBYMS WK
TpeMsi HYKJICO3H/IHbIMH
MHTHOUTOpAMHU 0OpaTHOM
TpaHckpunrTasel y 32 BHY-
HH(GHUIUPOBAHHBIX
MaIUeHTOB)

cakuHaBup 1000 mr 2
pasa B JIeHb U

CakBUHaBUp <>

Putonasup |
(>pdekTHBHOCTH Kak
[YCHJIMBAIOIETO areHTa He
M3MEHSUIACh )

Ulonnaasup < (1o
CPaBHEHUIO C JAHHBIMHU
MpeIbIAYIUX UCCIIeTOBAHUM
KOMOMHAIIUU
ITOTIMHABUD/PUTOHABHP )

Bo3MoKHO pa3BUTHE

A TUTHBHOTO 3 dekTa Ha
yIuHeHHe uHTepBasioB QT
v/unu PR npu npumenennun
IToTTMHABHpa/

Putonasupa.

OHOBpEeMEHHBIHN TIPUEM
CaKBUHABHpAa B KOMOWHAIIUH
C PUTOHABHUPOM U

VIOITHHABUPOM
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oMOUHAIIUA BO3MOIKHBIM pPa3BUTHEM
lTOTUHABHPA/pUTOHABHPA PKA3HEYTPOIKAIOIUX
400/100 mr 2 pa3a B IeHb Y APUTMHUMN.

15 BUY-uHpUIIHPOBAHHBIX
[AIUEeHTOB)

Y manueHToB, yxe
[IPUHUMAIOIUX PUTOHABHD,
KaK JacTh
AHTUPETPOBUPYCHOU
TepaIuy, JTOTMOJTHUTEILHBIN
[IpUeM PUTOHABHpA HE
TpeOyeTcsl.

100 Mr 2 pa3a B JIeHb
cakuHaBup 1000 mr 2
paza B JIcHB)

PutonaBup <

'Y BUY-un(puULIHpOBaHHBIX
MAIUEHTOB IPUMEHEHUE
CaKBUHABHpa B KOMOWHAIUU
C PUTOHABHPOM B J03aX
1000/100 mr 2 pasa B icHb
MPUBOJIWIO K CYTOUHOH
CUCTEMHOM DKCIIO3UIIUH
CaKBHHABHpPA, CXOJHOU WU
OoJbIIeH, YeM TaKoBas U
IIPUMEHEHUHU CaKBUHABUpPA B
imose 1200 mr 3 pa3a B AeHb
(MATKHE KarCyJibl).

Henpunasup AUC cakunasupa T 13% I [puMeHeHHEe cCakBUHABHpPA B
1250 mr 2 pa3za B AeHb (90% J1U: |27 - 174) KOMOWHAITUH C PUTOHABHPOM
CaKBHHABHP/pPUTOHABHUD Cmax cakBuHaBupa T 9% 1 HeJIpHUHABHPOM HE
1000/100 Mr 2 paza B ness)  [(90% JIU: |27 - 161) PEKOMEH/TYeTCsI.

AUC nendunasupa | 6%

(90% JIU: |28 - 122)

Cmax HenpuHaBHpa | 5%

(90% JH: |23 - 116)
Pumonasup CaxBuHapup 1 O10OpEHHBIHN PEKUM

TO3UPOBAHMSI: CAKBUHABUD
1000 mr 2 pa3a B AeHb U
putoHasup 100 mr 2 paza B
TeHb.

HpHMeHeHHe 0oJiee BHICOKHX|
103 PUTOHABHPA MOMKET
MPUBOAUTH K YBCIIMUCHHUIO
HaCTOTHI pa3BUTHA
HesKeIaTeJIbHbIX SIBJICHUMH.

B HEKOTOPBIX CITydasx
OTHOBPEMEHHOE
MpUMEHEHNUE CAKBUHABUPA U
PUTOHABUPA MPUBOUIO K
PA3BUTHUIO TSDKEIIBIX
He)KeIIaTeIbHBIX SIBJICHHM
KETOAIN/I03a U HAPYIICHUH
CO CTOPOHBI TTeUCHH,
0COOEHHO Y TAI[UCHTOB ¢
RaboJIeBaHUEM TICUCHH B
AHAMHE3E.

Koppekiuu 10351 He
TpelyeTcs.

{unpanasup

V[BoitHAS KOMOHHHUPOBAHHAS
Tepanus HHrHOUTOPOM
rpoteassl y BUU-
[TOJIOKUTEIbHBIX
[MAIIUEHTOB, MTOJIyYaBIINX

Cmin cakpuHaBupa | 78%

OTHOBpEeMeHHOE
MpUMEHEHUE TUIIPAHABUPA,
VCUJIGHHOTO HeOOJIBITUMHU
MO3aMHU PUTOHABHPA, C
CaKBUHABUPOM/PUTOHABUPOM

HE PCKOMCHYCTCS, TaK KaK
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CHIDKEHUS Cmin caxennasupa HE
M3y daach.

Ecim, TeM He MeHee,
MPUHATO peIIeHHE O
HeOOXOAUMOCTH Ha3HAYUESHUS
IMaHHOH KOMOHHAITUH
MpernapaToB, HACTOSITSILHO
PEKOMEHAYSTCS MPOBOTUTH
MOHUTOPUPOBAHHE
KOHI[CHTpAI[UH CaKBUHABUpPA
B ILIa3Me.

Huezubumoper ciuanus

Onghyeupmuo
CaKBUHABHP/PUTOHABHUD
1000/100 Mr 2 pasa B JicHb,
12 BUY-uHUITHEpOBAHHBIX
MaIieHTOB)

CakBUHaBUp <>
OHGYBUPTHT <>

KnuHHYeCKH 3HAUUMOE
B3aUMOJICUCTBUE
OTCYTCTBYET.

Koppekiuu 10361 He
TpelyeTcs.

A nmazorucmer xemoxunosvix peyenmopoe CCR5

M apasupox

100 mr 2 paza B

MeHb (CAKBUHABHP/PUTOHABUD
1000/100 Mr 2 pasa B CyTKH)

AUC:2 mapaBupoka |

B 8.77 pa3

Cinax MapaBupoka

B 3.78 pa3

BiusiHue Ha KOHIIEHTPALUIO
CaKBHHABHpa U PUTOHABHpaA
HE HU3MEPSUIOCh U He
OKHJAeTCS.

Koppekuuu 10351
CaKkBUHaBUpa/
pUTOHABUpA He TpelyeTesL.

Jlo3a MapaBHpoOKa JOJIKHA
OBITH CHU3KEHA 10 150 Mr 2
paza B CyTKH, HEOOXO0IUMO
HAOIIOASHHE 3a ITALIHEHTOM.

Anmuapummueckue cpedcmed

Eenpuoun, TuooKauH,
XUHUOUH, AMUOOAPOH,
(hrexaunuo, nponageHoH

[Ipu coBMecTHOM
IIPUMEHEHHUH
CaKBUHABUPA/PUTOHABUD
BO3MOKHO YBEJIHUEeHHUE
KOHI[CHTpAIuH OeIpy/Iuia,
iUAOKauHA (TIPU CUCTEMHOM
IIPUMEHEHHUH), XUHH/IUHA,

Z[aHHI:Ie AHTHAPUTMHYCCKHUC
CpeacTBa IIPOTUBOITIOKA3aHbI
JsI COBMECTHOTO
IMPUMCHCHHA C
CaKBHHaBUPOM B
KOM6HH&HHH C PUTOHABHPOM
B CB3H C BOSMOXKHBIM

TIOBBIIICHUIO KOHI[CHTPAIIUU
TaKHUX MPETapaToB B IIa3Me
KPOBH.

aMuoapoHa, (rekauHua, pPa3BUTHEM
nponadeHOHA. PKH3HEYTPOIKATOTIHX
APUTMHIA.
Toghemunuo OaHOBpEMEHHOS JlodeTrina mpoTHBOMOKa3aH
CaKBUHABHP/PUTOHABHUD) pUMEHEHHE U1 COBMECTHOTO
CaKBUHABHpA/PUTOHABHPA C MPUMEHEHHUS C
HpernapaTaMH, CaKBUHABUPOM/
MIPEUMYIIECTBEHHO PUTOHABUPOM B CBSI3H C
MeTaOO U3 UPYIOITUMHUCS BO3MOJKHBIM pa3BUTHEM
nzodepmentom CYP3 A4, PKU3HEYTPOMKAIOMAX
MOJKET TIPUBECTH K APUTMUH.
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Hoymunuo, comanon
CaKBHHABHP/PUTOHABHUD)

[O0C
Kimnnnueckux I/]pCJIe,Z[OBaHHH"

1=

CSN e ot bt

HC IIPOBOJHUJIOCH,
(bapMaKO KHHCTHYCCKOTI' O

IMPOTHBOIIOKA3aHO B CBA3H C
IBO3MOZKHBIM pa3BUTHCM

B3aHMO/ICHCTBHS He PKH3HEYTPOXKAIOIIHX
OKHJACTCH. APUTMHUH.
Unmuxoazynanmet
Bapgapun Bo3MoKHOE U3MEHEHHE Heob6xoaumo
CaKBUHABHUP/PUTOHABUD) KOHIICHTpAITUH BapdapuHa. KOHTPOJIAPOBATh
MESKyHapO/THOE
HOPMAaJIM30BaHHOE
otHOomeHUE (MHO).

Hpomueognuﬂenmuuecxue cped cmed

KapbamazenuH,
herobapouman, geHumoun

BzanmogecTBHE ¢
CaKBHHABHPOM/PUTOHABHPOM
HE U3YYAIOCh.

KapGamazenwH,
(dhenoGapOuTal, GeHUTOUH -
WHTYKTOPBI
MHKDPOCOMAJIbLHBIX
(bepMeHTOB TeUeHU
(m3odepmenta CYP3A4)
MOTYT CHHIKATh
KOHI[CHTPAITUIO CAKBHHABHPA
B IUTA3Me TIPH HEYCHICHHOM
PEIKUME TOSHPOBAHHUS.

[IpumeHsITh ©
OCTOPOIKHOCTBIO.

PeKOMEHIIyeTCSI MOHHTOPHHT
KOHIICHTpalWuXu CaKBUHaBHpa
B IJIa3MC KPpOBH.

CaKBUHABHP/PUTOHABHUD)

He(l)aBOﬂOHa " CaKBHHaBHpa B
KOMGI/IHaI_[I/II/I C PUTOHABHUPOM
HS U3YyUaJICs.

Hedazonon uarubupyer
nzopepment CYP3A4 u
MOJKET YBEITHUIHUBATh
KOHIICHTPAIUIO CAKBUHABUPA.

nmudenpeccanmet
! puyuxnudeckue CakBUHABUP/PUTOHABUP CoBMecTHOE IIPUMEHEHHUE €
HIMUOENPeccanmol MOTYT YBEJIMUHUBATh CAKBUHABUPOM U
(AMUMPUNTNUTIUH, KOHIIEHTPAITUIO PUTOHABUPOM
UMUNPAMUH, KIOMUNPAMUH) — [TPALHAKIAYSCKUX [IPOTUBOIIOKA3AHO B CBSI3H C
AHTU/ICTIPECCAHTOB. BO3MOXKHBIM Pa3BUTHEM
PKU3HE YT POXKAIOMUX
APUTMHUIM.
M anpomunun MeTaGonu3M ManpoOTHIIHHA CoBMecTHOE IIPUMEHEHHUE C
OCYIIECTBIISSTCS C CAaKBUHABUPOM H
BOBJICUCHUEM U30(DEPMEHTOB  [PUTOHABUPOM
CYP2D6 u CYP1A2. ITPOTUBOIIOKA3aHO B CBSI3U C
Accoruupyercs ¢ BO3MOIKHBIM pa3BUTHEM
yumHeHueM uHTepBasia QTc.  pKuU3HeyrpoXKaromux
APUTMHM.
Hegazo00H OIHOBpEMEHHBIN MIPUEM [IpuMeHeHUE TAaHHOU

KOMOMHAITHH HE
PEKOMEH,TYETCS B CBSI3H C
BO3MOJKHBIM Pa3BUTHEM
APUTMHH.

PGKOMeHHyeTCSI MOHHUTOPHHT
HpOHBHeHHﬁ TOKCHYHOCTH

CaKBHHaBHpA.
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Tpa30oJOHa U CAKBHHAaBHpa B
KOM6HHaHHH C PUTOHABHUPOM
MOZKCT IIPUBOJUTE K
YBECJIIHYCHHUTIO KOHHGH’I‘paHHﬁ
Tpa3oJoHa B INIa3ME KPOBH.

[IPUMEHEHUHU TPa30/Jd0HA U
pUTOHABUpa HAOIIIOJATUChH
TaKHe HeKeJIaTeJIbHbIe
peaKIiy KaK TOIIHOTA,
TOJIOBOKPYIKEHHUE,
ApTepUalibHAS TUIIOTSH3UA U
OOMOPOK.

Tpa30/10H IpOTUBOIIOKA3aH
I IPUMEHEHHS ©
CAaKBUHABHUPOM B
KOMOHWHAIIUU C pUTOHABHPOM
B CBSI3U C BO3MOXKHBIM
pa3BUTHEM
PKU3HEYTPOIKATOMUX
APUTMHM.

I pomueonodazpuueckue cpedcmea

Komcuyun

CoBMecTHOE IIpUMEHEHUE
KOJIXMIIMHA U CAKBUHABUD/
PUTOHABHP MOXKET BBI3BATh
MOBBIIICHHE KOHIICHTPAIUU
KOJIXMIIMHA B IIJIa3Me KPOBH
BCJIeICTBHE UHTUOUPOBAHUS
P-raukonpoTenHa W/HIH
nzopepmenta CYP3A4 3a
CUeT UHTUOUTOPOB IIPOTEaskI
BUY.

CoBMeCTHOE TIpUMCHEHHE
KOJIXMIIHHA U CAKBUHABHPA B
KOMOWHAITHU ¢ PHTOHABUPOM
HEe PSKOMEH/TYETCS B CBSI3H C
BO3MOYKHBIM YBEJIHUCHUEM
TOKCHYHOCTH KOJIXHIIHHA
HEHpPOMBINICYHbIC
HApYIICHHSL, B YaCTHOCTH
pabIoMHuOIIH3), OCOOSHHO Y
MAIUSHTOB C HApYIICHUEM
(DYHKIIHHU TICUCHH U TTOYCK.

I pomueomuxpobrvie cpedcmea

Knapumpomuyun
CaKBHHABUP/PUTOHABHD)

BzanmoieicTBAE MEXKTY
CAKBUHABUPOM B
KOMOWHAIIUU C PUTOHABUPOM
1 KJIApUTPOMHUIIUHOM He
H3Yy4aJioCh.

KJ1apuTpOMHUIIMH SIBJISIETCS
cyOcTpaToM u3odepMeHTa
CYP3A4, ero npumeHeHHe
ACCOLIUUPYLTCS €
yuInHeHHeM uHTepBayia QT.

CoBMecTHOE IIPUMEHEHHUE C
CAKBUHABUPOM U
PUTOHABUPOM
IIPOTUBOIIOKA3AHO B CBSI3H C
BO3MOXKHBIM pa3BUTHEM
PKU3HE YT POXKAIOITUX
APUTMHUM.

Knapumpomuyun

500 mr 2 pa3a B AeHb
HEYCUJICHHBIN PexKUM,

cakpuHaBup 1200 mr 3 paza

B JICHB)

AUC caksunasupa 7 177%
Cmax cakBuHaBupal 187%
AUC xnaputpoMuIiipaa T
40%

Chnax KiTapurpomunuaa T 40%

CoBMecTHOE IPUMEHEHHUE C
CAKBUHABUPOM U
PUTOHABUPOM
[IPOTUBOIIOKA3AHO B CBSI3H C
BO3MOXKHBIM pa3BUTHEM
PKU3HEYTPOXKAIONUAX
APUTMHUM.

Opumpomuyun
CaKBUHABHUP/PUTOHABHD)

BzanmoieicTBUE MEXKTY
CAaKBUHABUPOM B
KOMOWHAIIUH C pPUTOHABHPOM
U SPUTPOMHUIUHOM He

Bo3MOKHO pa3BUTHE
AITUTUBHOTO 3 dekTa B
OTHONICHUH Y UTAHSHUS

uHTepBaioB QT u/mwmm PR
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DPUTPOMHUIMH SIBJIACTCS
cyOcTpaToM u3odepMeHTa
CYP3A4, ero npumeHeHue
ACCOLIUUPYETCS C
yuImHeHHeM uHTepBaya QT.

CaKBHHABHPOM B
KOMOHMHAIIAY C
PUTOHABUPOM.

OHOBpEeMEeHHOE
MIPUMEHEHUE C
CaKBUHABHUPOM B
KOMOWHAITUU C PUTOHABHPOM
MIPOTUBOIOKA3aHO B CBSI3U C
BO3MOXKHBIM Pa3BUTHEM
PKHABHEYTPOKATOIHX
APUTMHUM.

Opumpomuyun

250 mr 4 paza B 1eHb
HEYCHJICHHBIH PEIKUM,

cakpuHaup 1200 Mr 3 paza

B JICHb)

AUC caksunasupa 7 99%
Cmax cakBuHasupal 106%

OTHOBpEeMeHHOE
MpUMEHEHHUE C
CAaKBUHABUPOM B
KOMOHWHAIIUN C PUTOHABHPOM
[IPOTUBOIIOKA3AHO B CBSI3H C
BO3MOIKHBIM Pa3BUTHEM
PKUABHEYTPOXKAOINX
APUTMHIM.

Dyzudosas Kucroma

BzaumoaeicTBre MEXTY
CaKBUHABHPOM U (y3UTOBOU
KHUCJIOTOM HE U3YYaJlOCh.

OHOBpEMEHHOE
MPUMEHEHUE PTHX
MpernapaToB MOXKET BbI3BATh
YBEJIMUCHUE TUTA3MEHHON
KOHIICHTpaIuu Qy3HT0BOH
KHCJIOTBI U
CaKBHHABHpa/pUTOHABHUPA.

OHOBpEeMEHHOE
MCTIOIb30BaHUE (Py3UT0BOM
KHUCJIOTBI U
CaKBUHABUPA/PUTOHABHPA HE
PEKOMEHIyeTCSl U3-3a
BO3MOJKHOTO YBEITHUCHUS
TOKCHYHOCTH 000UX
MpenapaToB.

Cmpenmozpamurvi OpHOBpeMEHHOE [Ipu oqHOBpEMEHHOM
(xunynpucmun/ [IPUMEHEHUE ¢ CAKBUHABUPOM  [[IPUMEHEHHUH 3THUX
vanghonpucmun) PUTOHABHPOM HE U3YUaJOCh.  [IpelapaToB PeKOMEHyeTCs
KOHTPOJIAPOBATH COCTOSIHHE
CrpenTorpaMHHbI (TaKue KaK  [HAIlUSHTA C IeJIbIO
XUHYIPUCTUH/ BBISIBJICHUS MOKCUHHOCIU
MaoNpUCTHH) HHTHOUPYIOT  [CAaKBHHABHPA.
uzopepment CYP3 A4, moryT
YBEJIMUMBATH KOHIIEHTpaluo  [ClieyeT MPUMEHSITh C
CaKBHHABHpa B ILIa3Me OCTOPOKHOCTBHIO H3-3a
KpPOBHU. BO3MOXKHOTO Pa3BUTHSL
APUTMHUM.
lanogpanmput, OnHOBpEeMEHHOE OHOBpEeMEHHOS
eH mamMuOuH, IIPUMEHEHHUE C [IPUMEHEHHUE C
cnapgroxcayun CaKBUHABHUPOM/PUTOHABHPOM  KCAaKBUHABUPOM B

HC H3YUaJIOCh.

KOM6HHaHHH C PUTOHABHPOM
IMPOTHBOIIOKA3aHO B CBA3H C
IBO3MOKHBIM Pa3BHTHEM
PKH3HCYTPOKAIOIUX
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IIpomueozpubkoeste cpedcmea

KemoxoHaszon AUC cakBuHaBUpa <> [Ipu npuMeHeHUT
200 MT B CYTKH Cinax CAKBUHABHpA <> KeTOKOHa30J1a B To3e <200
CaKBUHABHP/PUTOHABUD AUC purtoHaBupa <> MI' KOPPEKIIHH JT03bI
1000/100 mr 2 paza B ieHb)  (Cmax pUTOHABUpA <> CaKkBUHABUPA/PUTOHABUPA HE
AUC ketokoHazoma T 168% TpelyeTcs.
(90% JIU: 146-193)
Cmax kKeTOKOHa3011a T 45% He pexoMmenayetcs
(90% JIU: 32-59) Ha3HAYCHHUE KETOKOHA30Ja B
mozax Gosiee 200 MT B IeHb.
U mpaxonason BzanmoieicTBUe MEXTY PexomeHIyeTCA

CaKBUHABUPOM /pUTOHABUPOM
U UTPAKOHA3Z0JIOM He
H3Yy4aJioCh.

W TpakoHazoJ1 ABJSIETCA
OTHOCHTEJIBHO MOIIHBLIM
WHTHOUTOpPOM H30odepMeHTa
CYP3A4, B ¢cBAI3H ¢ UeM
BO3MOIKHO TTOTSHITHAIBHOE
B3aUMOCHCTBHE.

KOHTPOJUPOBATH COCTOSTHUE
MaIfHeHTA C IEJIBIO
BBISIBJICHHS HMOKCUYHOCHU
CaKBUHABUPA.

@leKOHLIS’OJZ, MUKOHA30M

CrelHaIbHbIE HCCIISTOBAHHKS
ITaHHOM KOMOHHAIIMH
MpernapaToB He MPOBO/THITUCE.

DayKOHA30JT © MUKOHA30JT
SIBJISTEOTCSI HHTHOUTOpaMHU
nzopepmenta CYP3A4 u
MOTYT YBSJTHUHBATD
TUTa3MEHHbIE KOHIICHTPAIIHH
CaKBUHABHUPA.

PexomeHnyeTcst
KOHTPOJUPOBATH COCTOSTHUE
MarueHTa ¢ MeJIbI0
BBISIBJICHHUS MOKCUYHOCU
CaKBUHAaBHUPA.

A nmumukobakmepuanvHsle npenapamst

Pugadymun

150 Mr onuH pa3 B 3 qHs
CaKBUHABHP/PUTOHABHUD
1000/100 Mr 2 pasa B IcHB)

[V 3IOPOBBIX JJOOPOBOJIBIICB

AUCy.12 cakpuHaBupa | 13%
(90% JU: |31 -19)

Cmax cakBuHaBupa | 15%
(90% JU: |32 -17)

AUC ¢-12 puTOHaBHUpa<>
(90% JU: |10 - 19)

Cmax pUTOHaBHpA <>

(90% JIU: |8 -17)
AKTHBHOE BEIECTBO
pudabytuna (pudabyTus +
25-O-0ezayemiin-
pugabymun):

AUCo.72 T 134%

(90% JIU: 109-162)

Cmax T 130%

(90% JIU: 98-167)

AUC.72 pudabytuna 7 53%
(90% JIU: 36-73)

PexomeHIoBaHHAS J03a
pudalbyTuna npu
MPUMEHSHUH B KOMOUHAIIMH
C CAKBUHABUPOM U
PUTOHABUPOM COCTABJISIET
150 mr gepe3 JieHb.

PexomeHyeTCs
MOHHUTOPUPOBAHUE
AKTHBHOCTH «II€U€HOUYHBIX)
(bepMEHTOB, a TaKKe YUCIIa
HeHTpoMIOB (151
BBISIBJICHUS HEUTPOIICHUH ) B
KPOBH.

Nudopmarus mno
COBMECTHOMY IIPUMEHEHHUIO
CaKBUHABHUpPA, PUTOHABHPA U

Cmax pudadytuna T 86%

pudalyTHHa OrpaHHYCHA.
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OnHoKpaTHas q03a 7.5 Mr
MepOpaTLHO
CaKBUHABHP/PUTOHABHUD
1000/100 Mr 2 paza B JieHb)

B 12.4 paza

Cmax MEJa301aMa T
B 4.3 paza

tY2 Mugazoigama |

¢ 4.7 mo 14.9 gacop

Puchamnuyun Uepes 1-5 nHei nocne [Tpumenenue pudaMnuiuHa
600 MT e3Ke/THEBHO COBMECTHOTO IIPUMEHEHUSI Y [TPOTUBOIIOKA3aHO
CaKBHUHABUP/PUTOHABUP 11 u3 17 370pOBBIX MalueHTaM, MPUHUMAIOIIHM
1000/100 Mr 2 paza B ieHb)  [1oOpoBoIBIlEeB (65%) B X018 CaKBUHABHD B KOMOHWHAIIMH C
KJIMHUYECKOTO UCCIISOBAHUSL  [pPUTOHABUPOM B paMKax
OTMeYasIach TsDKeIast AHTUPETPOBUPYCHOU
rernaTolesUIoJIsIpHAs Teparuu, BCIIECTBUE
TOKCUYHOCTD C MTOBBIIIEHUEM  [BOBMOIKHOCTHU Pa3BUTHS
(IICUeHOYHBIX» TPAHCAMHMHA3  [TSDKETION
Gonee yem B 20 pa3 1o rernaToleJUTIOJIIPHON
CPAaBHEHHUIO ¢ BEpXHEH TOKCHYHOCTH.
TpAaHUIICH HOPMBL
berzoduazenunst
Muoazonam JlanHbIE IO O/THOBpeMeHHOMY  [ClleiyeT cobuionaTh
HapeHTEPAJILHO) [IpUEeMy CaKBUHABHUpA B OCTOPOKHOCTD IIPH
KOMOWHAIIUU C pUTOHABUPOM  [OJJHOBPEMEHHOM
U BHYTPUBCHHOMY BBEJICHUIO  [IPUMEHEHUM CaKBUHABUpPA U
MHUa301aMa OTCYTCTBYIOT. BHYTPUBEHHOM BBE/ICHUH
MUIa30J1aMa.
Ha ocHOBaHHMM JTaHHBIX
WCCIIeIOBAHUH 110 OaHOBpEeMEHHOE
COBMECTHOMY IPUMEHEHHIO IIPUMEHEHUE CAaKBUHABUpPA U
MOJTYJIATOPOB U30(epMEHTA BHYTPUBEHHOE BBEJCHUS
CYP3 A4 u mugazonama npu MHa30JIamMa CIeTyeT
BHYTPUBSHHOM ITyTH MIPOBOUTD B MajlaTax
BBEJICHHST MOKHO MHTCHCUBHOU TEpaITUH WK B
MPEINOJI0KUTH BOZMOKHOE OT/ICJICHUSX C
[YBEJIMUCHHUE TUIaA3MEHHBIX BO3MOXKHOCTBIO
KOHLIEHTpAaIlui MUJa3ojlaMa B [CBOEBPEMEHHOTO
3-4 paza. MPOBEACHUS KIIMHUYECKOTO
MOHUTOPUHTA U a/ICKBATHOTO
JleueHUs B CJlydae YTHeTSHHS
MBIXAHUS WU JUTATEILHOM
Ce/Talluu.
HeoGxonuma KoppekITus
O3B, OCOOSHHO B CITyUasix
HEOTHOKPATHOTO BBE/ICHUS
MUa30J1aMa.
NMuoazonam AUC muaazonama 1 [lepopasibHBIN TIpHEM

MU1a30/1aMa B KOMOMHAITUH
C CAKBUHABUPOM
PUTOHABUPOM
MPOTUBOIIOKA3aH BCIICACTBHE
BO3MOXKHOIO Pa3BUTHUS
IUIATEILHOM ceTalu.

Unnpazonam, ouxanus
Kropasenam, Ouazenam u
hrypazenam

[Ipu oqHOBpEeMEHHOM
MPUMEHEHUH C
CAaKBUHABUPOM /pUTOHABUPOM
BO3MOXKHO YBEJIMUCHUS

Heo6xoquMo TIaTeIbHO
MOHUTOPHUPOBATH MAIASHTOB
Ha TIpeIMeT YCUJICHHUS

ceTaTUBHOTO ddexTa
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[Tpu HEOOXOUMOCTH
CIIeTyeT YMEHBIIHUTH JT03Y
OSH30/THA3EIHHOB.

' puazonam

BosmozkHO YBCJIMYCHHUC
KOHICHTpalWuH TpHUa3oJlaMa B
IJ1asMe KpOBH.

O1HOBpEeMEHHOS
MIPUMEHEHHUE C
CaKBUHABUPOM B
KOMOHWHAIIUH C PUTOHABHPOM
MPOTUBOIIOKA3AHO B CBS3H C
pUCKOM pa3BUTHUS Ooliee
MPOTOJDKUATEILHOM/
UpE3MEPHOUN Cealluu U
VTHETCHHUSI JIbIXaHUSI.

Enoxamopw UMEOSICHHBIX ) Kdjibluesvlx KAHa106

DenoounuH, HugpeouniH,
HUKAPOUNUH, OUIMUA3ZEM,
HUMOOUNUH, 6ePANAMUT,

VIMAOOUNUHK, HUZONOUNUH,
HCpaounuH

[Ipu onHOBpEeMEHHOM
MPUMEHEHHUH C
CaKBUHABHPOM BO3MOXKHO
YBeJTHUCHHE KOHIICHTPAITHH
PTUX MpenapaToB.

J[aHHBIC MIpeTIapaThl CIeyeT
MPUMEHSATD C
OCTOPOIKHOCTBIO,
peKOMEHIyeTCS
KITHHUYECKOS
MOHUTOPUPOBAHHE
COCTOSIHUSI TAIIUSHTOB.

I troxoxkopmurocmepoudvt

VIexcamemasoH BzanmoieficTere MeXIy [Ipenapat creyeT
CaKBUHABHPOM/PUTOHABUPOM  [IPUMEHSATH C
U JICKCAMETa30HOM He OCTOPOIKHOCTBIO.
M3y YAIOCh.

DddexTUBHOCTD

JlexcameTazoH sIBJIsIETCS CaKBUHABHUPA MOXKET OBIThH
UHTYKTOPOM H3o(epMeHTa CHIDKeHA TIPU
CYP3A4 u moxetT 0JTHOBPEMEHHOM
[YMEHBbIIATh KOHIIEHTPALIUU IIPUMEHEHUH.
CaKBHHABHpA.

Dnymuxazon QyTHKa30H T OHOBpEeMEHHOE

50 MKT 4 paza B JcHb,
MHTpaHA3aJIbHO (PUTOHABUD
100 mr 2 pa3za B icHB)
byoecoHuo

CoOCcTBEeHHBIN KOPTH30T |
86%
(90% JIH: 82-89)

'Yeunenue rpdexra
OJKUTAeTCS TIPH
UHTUTSIIIHOHHOM Ty TH
BBE/ICHUSL.

CucTteMHas SKCTIO3UIIHS
¢dbayTHKa30Ha U OyecoHu1a
Ha0Jr0/1a71ach B ClIydae
UHTATSIIIAOHHOTO WIH
WHTpaHA3ILHOTO Iy TH
BBC/ICHUS OJTHOTO U3
MpenapaToB ¢ HU3KUMH
IT03aMH PUTOHABUPA.
OmnucaHbl HECKOJIBKO CIIyUacs

MPUMEHSHHUES CaKBUHABUPA/
puTOHABUpA U (IIyTHKA30HA

WIH JPYTHX
[TTFOKOKOPTHKOCTEPOU/TIOB)
HE peKOMEHTYETCSI.

OHOBpEeMEeHHOE
MPUMEHEHUE JAHHBIX
[perapaToB BO3MOXKHO
TOJIBKO B CIIydae, eCiIu
IMOTEeHITHAJILHAS [10JIb3a
Teparuy MPEeBOCXOUT PUCK
Pa3BUTHSI CHCTEMHBIX

v dexTon
TITFOKOKOPTHKOCTEPOU/TOB.

CreyeT yMEHBIIUTH JO3Y
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IMpH OTHOBPCMCHHOM
IMPUMCHCHHH 3THX
TJIIOKOKOPTHKOCTECPOUIOB.

[Ipu HEOOXOTUMOCTH
KOMOWHHPOBAHHOH Tepariu
CJIeTyeT paccMaTpHBaTh
BO3MOKHOCTh TepeBO/Ia
MAIIHEHTOB Ha WHTaJIIIHH
OEKIOMETA30HA.

TaKOKe TIATeNILHO
MOHUTOPUPOBATh MECTHBIC U
cucTeMHBIEC P PEeKTHI (B TOM
HHCIIC W TIPH MepexXo/ie Ha
TepaIuio
[TTFOKOKOPTHKOCTEPOU/IAMH,
HE SIBJLIIOIUXCS CyOcTpaToM
n3odepmenta CYP3 A4
HampuMep, OSKJIIOMETa30H)).

B ciryuae npekpalieHus
Tepanuu
[ITFOKOKOPTHKOCTEPOUTAMH
HEOOXOTUMO TIOCTETICHHO®
YMEHBIISHUE JTO3HI B
TeUeHHE JUTUTEIILHOTO
BPEMEHH.

Hecenexmuernole GHMAZOHUCINGL FHOOMETUHOBBIX peuenmopoe

Boszenman

BzanmoieicTBAE MEXTY
CaKBUHABHPOM U GO3EHTAHOM
HE U3YYaIOCh.

[Ipu onHOBpEeMEHHOM
NPUMEHEHUHU CAaKBUHABHPA B
KOMOMHAIMU ¢ PUTOHABUPOM
1 003¢HTaHA BO3ZMOJYKHO
YBEJIMUYEHUE KOHIICHTPAIHH
Oo3eHTaHa U YMEHbIICHHES
KOHI[CHTpaIuu
CaKBUHABUpA/pUTOHABUPA B
TUTa3Me.

B HEKOTOPBIX CIIydasix
MOKeT HoTpeGoBaThCs
KOPPEKIIHsI 10361 OO3¢HTaHA.

B ciryduae oTHOBpEeMEHHOTO
PUMEHEHUS CaKBHHABHpPaA/
PUTOHABUpA U OO3eHTaHA
HEOOXOTUMO
KOHTPOJIAPOBAThH
MePEeHOCUMOCThD MAUEHTOM
003eHTaHA.

PexomeHIyeTCA
KOHTPOJIAPOBATH
KOHIIGHTPAITHIO CAaKBUHABHPA
M COITYTCTBYIOMCH
MPOTUBOBUPYCHOU Tepariuu

B IJIa3MC KpOBH.

AIkanouost cnopsiHbl U UX NPOU3EOOHBIE

VTueuopospeomamuH,
DPSOHOGUH, IPZOMAMUH,
MEMUNIPZOHOGUH

[Ipu oqHOBpEMEHHOM
TIPUMEHEHUHU
CaKBUHABUPOM/PUTOHABHPOM
BO3MOJKHO YBEJIMUEeHHUE
PKCIIO3HUIIMHY AJIKAJIOH/IOB
CIIOPBIHBH.

OHOBpEeMEeHHOE
MPUMEHEHUE YTUX
MpeTapaToB ¢ CAKBUHABUPOM
B KOMOMHAIIAH C
PUTOHABHUPOM
MPOTHUBOIIOKA3aHO,
BCJIEICTBHE BO3MOMKHOCTH
Pa3BUTHUSI OCTPOH
TOKCHYHOCTH.

Cepoeunsie 21UKO31ObL

IIpenapampi, aeisoujiecs cybcmpamanu P-znuxonpomeuna

VIneoxcuH
OnnokpatHas go3a 0,5 mr

AUC.72 nurokcuna T 49%
Cmax auroxkcural 27%

AHHBIC IIpCImapaThl
CKOMCHAYCTCA IIPUMCHATD €
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CaKBUHABHpA B
[KOMOMHAIUH C
putoHaBupom (1000/100 mr
2 paza B 1eHb) y 16
BTOPOBBIX JOOPOBOJIBIIEB B
MEePEKPECTHOM
MCCIIeTOBAHUH

EL=[™]1= @;.%%Molg@g}: T 0002

BozMosKkHO H3MEeHSHHE
KOHICHTPAIUHU JUT'OKCHHA CO
BPCMCHCM.

CyIecTBeHHOE MOBBIMICHUES
KOHIICHTpAITUH JUTOKCHHA
BO3MOXKHO IIpH
O/THOBPEMEHHOM
PUMEHEHUH
CaKBUHABUpA/pUTOHABUPA Y
HAIIUEHTOB, YXKe

TOJTy YalOITUX TePAITHIO
ITUTOKCHHOM.

HeoOxomuMO YMEHBITHTD
MO3Yy IUTOKCHHA U
MPOBOTUTH
MOHHUTOPUPOBAHHE eTO
KOHI[CHTpAIUH B IIa3Me.

bioxamoper H2-zucmamunoes

IX pelenmopoe

Parumuout

BzanmoieicTBUE MEXTY
CaKBUHABHUPOM B
KOMOHWHAIIUU C pPUTOHABUPOM
Y PAaHUTHIUHOM HE
M3YyUaIOCh.

[Ipu olHOBpeMEHHOM IIpUeMe
CaKBUHAaBUpA (HEYCUIICHHBIH
PEKUM), PAaHUTH/IUHA U TTUIITA
YBEJIMUUBAJIACH DKCIIOZUITHS
cakpuHaBupa (AUC Ha 67%)
110 CPABHEHHIO C TIPUEMOM
TOJIBKO Tpemapara
HuTepdact u numiy.

I[aHHBIe HU3MCHCHU HS
FIBJIAKOTCA KIIMHHYCCKHU
BHAYHUMBIMH.

Koppekiuu 10351 He
TpedyeTcs.

Hrzubumopor I'MI-KoA-pedyxmaszot

CumgacmamuH,
osacmamun

CumpBactraTud 11
UlopacraTuu 11

OTHOBpEeMEHHOE
[IPUMEHEHUE MOMKET
MPUBECTU K pabJIOMUOIIH3Y.

[IprMeHCHHE CHMBACTaTHHA
1 JJOBacTaTHHA B
KOMOMHAIIAH C
CaKBUHABUPOM/
PUTOHABHPOM
MPOTHBOIIOKA3aHO.

[ [pasacmamun u
hrysacmamin

BzanMmoecTBHE HE
H3Yy4aJioCh.

[IpaBacTaTuH U (PJIyBaCTaATHH
He MeTaOOM3UPYIOTCS
nzodepmentom CYP3A4.

BzauMoaeHCTBHA ¢

MexaHHu3M B3aUMOJCUCTBHSI
HEU3BECTEH.

[Tpu HEBOZMOYKHOCTH
ATTETepHATHBHOM Tepanuu
He0OX0IUMO HAOIIOAATh 3a

COCTOSHHUCM IIAIITUCHTA.
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BKJIIOYasA pUTOHABUP, HS
OZKHJACTCs.

HeJb3s1 HCKITFOUHUTH
B3aUMO/JICHCTBUS, BIUSIOMIETO
Ha TPAHCIIOPT OJIKOB.

Ecnu mokazaHO IpUMCHEHHES
uHraouTOpoB I’ MI'-Ko A-
PeAYKTa3bl, PEKOMEHTyeTCS
MCITOJIb30BATh IPABACTATHH
WK (ITyBACTATHH.

Umopsacmamun u B MeHBbIIEeH CTelIeHH 3aBUCHUT
yepusacmamun OT aKTHBHOCTH H30(epMeHTa
CYP3A4.

B xoMOWHAIIMH UX CIIAyeT
MCITOJIBb30BATh B MEHBIIHX
Mo3ax, MalHeHTOB
TIIATEILHO HaOJII0Jal0T Ha
MpeIMET Pa3BHTHSI
MHUOTIATHH (MbITISYHAS
71a60CTh, 6OJIL B MBIIIIIAX,
yYBEJIHUCHHE aKTHBHOCTH
KOK).

Hmmyrnoodenpeccarmot

[ [uKnoCnopuH, Cuponumyc B03M0OKHO MHOTOKpPaTHO®
(panamuyun) VBEJIMYSHUE KOHIICHTPAIIUU
UMMYHOJIETIPECCAHTOB.

PexoMeHTyeTCSI MOHUTOPHHT
TepaneBTUISCKUX
KOHIIEHTpAIIUH JaHHBIX
MMMYHO/ISTIPECCAHTOB TIPH
O/THOBPEMEHHOM TIpHEME.

Taxponumyc

OHOBpEeMEeHHOS
[IPUMEHEHHUE C
CAaKBUHABHUPOM B
KOMOHWHAILIUU C pUTOHABHPOM
[IPOTUBOIIOKA3AHO B CBSI3H C
BO3MOXKHBIM Pa3BUTHEM
PKU3HEYTPOKAIONUX
APUTMHM.

Cenexmuerbie 6ema2-adpeHomumemuKu HPpoooINCUMETbHO20

deticmens

Canmemepon [Ipu onHOBpeMEHHOM
NPUMEHEHUH CalIMETeposia U
CaKBUHABHpa/pUTOHABUPA
BO3MOJKHO YBEITHUICHUE
KOHI[CHTPAI[UHU caJIMeTepoJIa
B IUIa3Me.

OHOBpEeMEHHOS
IIPUMEHEHHUE He
PEKOMEHyeTCsl U3-3a
MOBBITICHHS PUCKA Pa3BUTHS
CepIeTHO-COCY TUCTBIX
OCJIOKHEHUH, B YaCTHOCTH
yUTHHEeHUS uHTepBaia QT,
cepareOueHUs, CHHYCOBOM
TaXUKAP/IHH.

Hapxomuttecxue anaibeermnmuKku

N emaoon AUC meragona | 19%
60—-120 wmr exxeqHeBHO 1 (90% JIH: 9-29)
pa3 B JeHb

CaKBUHABHP/PUTOHABHUD CHUMITOMOB, IPUBOISIIINX K
1000/100 Mr 2 pa3a B icHb)  [BBIOBIBAHHIO H3
v 12 BUU-HeraTuBHbIX UCCIICIOBAHUS, HU Y KOTO U3
MAIIMEHTOB, MOJIYYaIONUX MAIUEHTOB He HAOII0/1aJIOCh.
METaJOH

Bo3MOKHO pa3zBUTHE

A TUTHBHOTO 3 dekTa Ha
VUIMHeHUe uHTepBasioB QT
m/mH PR.

OHOBpEMEHHOE
MPUMEHEHHUE C
CAaKBUHABHPOM B
KOMOWHAITUH C PUTOHABHPOM

MPOTHBOIIOKA3aHO B CBA3H C
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PKUBHEYTPOYKATOTIHX
APUTMHM.
Il epopansHsle KoHmpayenmieot
Omununscmpaonon Bo3MOKHO CHIDKCHHE CiieTyeT UCTIOJIb30BaTh
KOHIICHTpAI[UU NpyTrue wWin
DTUHWICTPAUOIA. ITOITOJTHHUTEILHBIE METOIbI
KOHTpAISHIUU IIPH
0JTHOBPEMEHHOM
[IPUMEHEHHUH C SCTPOTEH-
COJIepIKAI MU
KOHTpAaIeNITHBAMHU.
Hrzubumopot hochoouscmepasot 5-20 muna (H®J[I-5)
Cunoenagun OHOBpEeMEHHOE CoBMeCTHOE IPUMEHEHHUE C
MpPUMEHEHHUE C CAaKBUHABUPOM U
CAaKBUHABUPOM/ pUTOHABUPOM  [pUTOHABUPOM
HE U3yJaJIOCh. MPOTUBOIOKA3aHO B CBSI3HU C
BO3MOYKHBIM pPa3BUTHEM
OHOBpEeMEHHOS PKUABHEYTPOXKAIOIUX
IpUMEHEHUE CaKBUHABHpPA APUTMUH.
(1200 mr 3 paza B AeHb) U
cuiaeHadmIa (0THOKPATHBIN
npueM 100 mr),
SIBJISTIOTIIETOCA CyOCcTpaToM
nzopepmenta CYP3A4,
MIPUBEJIO K YBEIHUCHUIO:
Cmax craenapunal140%
AUC curnenaduna T 210%
CakBUHaBUp <>
Cunnenadu He 0Kas3bIBall
BJIHMSHHS Ha
(hapMaKOKUHETHICCKUE
rapaMeTphbl CAKBUHABHPA.
Taoanagun OHOBpeMEHHOE CoBMeCTHOE IPUMEHEHHUE C©
MpUMEHEHHUE C CAaKBUHABUPOM U
CAaKBUHABUPOM/ pUTOHABUPOM  [pUTOHABUPOM
HE U3YYAIOCh. MIPOTUBOTIOKA3AHO B CBS3H C
BO3MOKHBIM pa3BUTHEM
[Ipu oqHOBpEMEHHOM IIpHUEME  PKU3HEYTPOIKAIOITUX
BO3MOJKHO YBEJIMUCHUE APUTMHM.
KOHI[CHTpAIi Talanaduia.
Bapoenagun OIHOBpEeMEHHOS CoBMeCTHOE IPUMEHEHHUE ©
MIPUMEHEHHUE C CaKBUHABUPOM U
CaKBUHABHPOM/ PUTOHABUPOM  [PUTOHABHUPOM
HE U3yJaIOCh. [IPOTUBOIIOKA3AHO B CBSI3H C
BO3MOXKHBIM pPa3BUTHEM
[Ipu OJTHOBpEMEHHOM TIpUEME  PKHU3HEYTPOIKAIOIIUX
BO3MOIKHO YBEJIMUCHUS APUTMUH.
KOHIICHTpaIuii BapaeHaduia.
Hrzubumopst npomoHHo20 Hacoca
Omenpazon AUC caksunapupa T 82% IIIpHMeHeHHe CaKBUHABHpA B
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A0 MI e3KeTHEBHO
CaKBHHABHP/PUTOHABHUP
1000/100 Mr y 8 310pOBBIX
IMOOpOBOJIBIICE 2 pa3a B
IeHb)

VIpyeue unenbumopol
1POMOHHO20 Hacoca

(90% JIHU: 44-181)

O e Rl it ¢ o

Cmax cakBuHaBupa 1T 75%
(90% JIU: 38-123)
Putonapup <

JlaHHBIE 00 OJHOBPEMESHHOM
NPUMEHESHUH CAKBUHABUPA B
KOMOMHAIIUU C pUTOHABUPOM
U IpyTUMHU UHTUOUTOpaMHU
IPOTOHHOTO Hacoca
OTCYTCTBYIOT.

OIHOBPEMCHHO C
OMCIIPAa30JIOM HWJIK JpYTHMH
HHFH6HTOpaMPI IIPpOTOHHOI'O
HacoCa HEC PCKOMCHIAYCTCA.

VIpyeue e3aumodeiicmensn

[ petingppymoewiti cox
CaKBUHABHP/PUTOHABHUD)

BzanmogecTBHE He
H3y4aJioCh.

[ petingppymoewiti cox
OJIHOKPATHBIN TIPUEM)
HEYCUJICHHBIH PeXKUM

Caxpunapup T 50% (cok
CTaHJAPTHOUW KOHIICHTPAIIUH )
Caxpunapup T 100% (cok

YBenmuueHnue OKCIIO3HIIHH HE
FIBJEICTCS KIIMHHYCCKH
BHAYHUMBbIM.

mpenapamul 1 OUONOSUYECKY
axmueHuvie oobasku (BAJ),
cooepoicaujue IKCMpaxn
HECHOKA

CaKBUHABUPOM/PUTOHABHPOM
HE U3YYaloch.

[Ipu HEYCUIIEHHOM pEKUME:
AUC caksunapupa) 51%
Cthrough l 49% (8 9 IIocCJIC
MIPUHATUS JTO3bI)

Cmax cakBuHaBupa | 54%

CaKBUHABHPA) [TBOMHOM KOHIIEHTPAIUH)
KoppeKLuu 10351
CaKBHHAaBHpa He TpeOyeTcsL.
Viexapcmeennuvie BzaumoieicTeHe € JlexapcTBeHHBIE NIpeIIapaThl

m bAJI, comepxaniue
HKCTPAKT YECHOKA, HE
CIeayeT IPUMEHATH Y
MAIACHTOB, IPUHUMAIOTIUAX
CaKBUHABHUD, TaK KaK 3TO
MOYKET IIPUBECTH K
VMEHBIIEHUIO KOHIIEHTPAIIUN
CaKBHHaBHpa B IUIa3Me,
[OTepe BUPYCOJOTUUECKOTO
OTBETA H IMOSIBJICHHIO
PE3UCTEHTHOCTH K OJTHOMY
13 KOMIIOHEHTOB

(Hypericum perforatum)

[IpumeHeHue
¢duTOTIpenIapaTOR,
COZIepIKaIuX 3Bepoloit
[IPOJBIPSIBIICHHBIN
(Hypericum perforatum),
MOJKET IIPUBECTH K
CHUIKSHUIO KOHIICHTPAIIUU B
IJ1a3Me KPOBU BCJICJICTBUE
HATUYUS B HUX HHTUOUTOPOB
WU UHTYKTOPOB
nzopepmenta CYP3A4 wim
P-rinukonpoTenHa.

AHTHPETPOBUPYCHOH

TepaIuy.
Dumonpenapamul, Bzaumoieictue ¢ DuTonpenapatsl,
cooepoicayue 36epoboti CAaKBUHABUPOM/PUTOHABUPOM  [COJSpIKAIIUAE 3BepOoOOi
1POOLLPAGNEHH LI HE H3y4aloch. IIPO/BIPSIBJICHHBIN

Hypericum perforatum), He
CJIe/lyeT IPUMEHSITh Y
MAI[ASHTOB, IPUHUMAIOITUX
CaKBUHABHUD, TaK KaK
BO3MOXKHO YMEHbIIICHUE
KOHLIEHTpAI[UH IIperapara B
ry1a3zMe, IoTeps
BUPYCOJOTUUSCKOTO OTBETA
U TIOSIBJICHUE
PE3UCTEHTHOCTH K OJTHOMY
13 KOMIIOHEHTOB
AHTUPETPOBUPYCHOM

Teparuy.
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Nuaynupyromuii g dext
MpenapaToB 3Bepobost
MPO/IBIPSIBJICHHOTO MOMKET
COXPAHITHCS HE MeHee 2-X
He/TeIb TIOCIIe UX OTMEHBL.

VIpyzue 603moxncHsie e3aumodeiicmeus
IIpenapamsi, aersoujiecsa cybcmpamamu usopepmerima CYP3A4

[ancon, ouzonupamuo,
XUHUH, heHmaHUT,
angenmanun

IXOTs crlelMaIbHbIX
UCCIIeIOBAaHUH He
[IPOBOIUIIOCH,
O/THOBPEMEHHBIH IIpHEM
CaKkBUHABUpa/pUTOHABUpPA U
IPYTHX MIpenaparos,
SIBJISIFOIIUXCS CyOCTpaTaMu
nzodepmenta CYP3A4,
MOJKET IOBBICUTD
KOHIICHTpPAIUH B IIJIa3Me DTUX
TIpenapaToB.

[Tprem Takux KOMOUHAITUH
MIPOTUBOIIOKA3aH B CBSI3H C
BO3MOKHBIM Pa3BUTHEM
PKU3HE YT POXKAIOITUX
APUTMHUM.

Hpenapambt, Roebstiaroiue m

OMOPUKY HCEYOOUHO-KUULEUHOZ0 MPAKmMaA

IMPUMCHCHHC HC U3YYAJIOCh.

NMemoxnonpamuo HeT naHHBIX 00 YMEHbIICHHH
MJIa3MEHHOU KOHI[EHTPAIUU
CaKBUHABHpa MpHU
OJTHOBPEMEHHOM
MPUMEHEHUH MIPEeTapaToB,
CTUMYJITUPYIOIHUX
MIPOX0’K/IeHHE MTUIIHU 110
MUANIEBAPUTEILHOMY TPAKTY.
/ [uzanpuo OsxuiaeTcsl yBeJIuueHUe [Tuzanpug
PKCIO3UIUY [U3AIpH/Ia MeTaOOIU3UPYETCS
(AUC) u yuiuHeHUE MPEUMYIIIECTBEHHO
uHTepBasia QTc. m3opepmenTom CYP3A4.
[ [u3anpu NpOTUBONIOKA3aH
y TTallUeHTOB,
MPUHUMAIOIUX CAKBUHABHUD
B KOMOMHAIIUHU C
[PUTOHABUPOM, U3-3a
BO3MOXKHOTO BOZHUKHOBEHUS
PKU3HE YT POXKAIOITUX
APUTMHUIA.
VTugpemarun OpHOBpeMEHHOE CoBMecTHOE IIPUMEHEHHUE €

CaKBHHABUPOM H
PUTOHABUPOM
IIPOTHUBOIIOKA3aHO B CBSI3H €
BO3MO>KHBIM Pa3BUTHEM
PKU3HE YT POXKAIOIUX
APUTMHI.

Anmuncuxomuueckue cpedocm

6a (HelpoaenmuKit)

Humoszuo

'Y BeTnueHHne OKCIIO3HIIHHU
MUMO3HJa.

UMO3BH/T SIBJISISTCS
yOcTpaToM uzodepMeHTa
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yuTHHeHueM uHTepBana QT.

HHMOSH,[[ IIPOTHUBOIIOKAa3aH Yy
MAUCHTOB, IPUHUMAIOMIUX
CAKBHHABHP B KOMGI/IHaI_II/IH C
PUTOHABHUPOM, B CBAA3H C
IBO3MOZKHBIM Pa3BUTHCM

PKU3HEYTPOKATONUX
APUTMHI.
Keemuanun Bo3MOKHO YBEJIHUCHUE OIHOBpEMEHHOS
KOHIICHTPAITUH KBeTHATTHHA MPUMEHEHHUE C
MpU OTHOBPEMEHHOM CaKBUHABUPOM
MIPUMCHSHHUH C MPOTHBOIIOKA3aHO
CaKBHHABHPOM/ BCJIC/ICTBHE PHCKA
[PUTOHABHPOM. YBEJIHICHHS] TOKCHYHOCTH
KBETHAIIHHA U TSDKECTH
He)KeIIaTeIbHBIX PeaKITH.
Knozanun, canonepuoon, OaHOBpEeMEHHOR OaHOBpEMEHHO®

Me30pUOa3HUH, PeHOMUABIH,
CEPIMUHOON, CYlb MONPUO,
IMUOPUOAZUH, 3UNPACUOOH,

IPHUMCHCHHUC CaKBHHaBHpa/
[PUTOHABHUpa ¢ JaHHBIMHA
MpelaparTaMu HE H3YUAJIOCh.

IMPUMCHCHHUEC C
CAKBHHAaBUPOM B
KOM6HHaI_II/II/I C PUTOHABHPOM

XTOPNPOMAZUH IIPOTHBOIIOKA3AHO B CBSI3H C
BO3MOMKHBIM Pa3BUTHEM
PKU3HEYTPOKAIONUX
APUTMHM.

Bazoouramamopuot

BunxamuH (Ons OHOBpEeMEHHOS

GHYMPUEEHHO2O 66€0eHU)

MPUMCHCHHUC C
CAKBHHAaBUPOM B
KOM6I/IHaI_IHI/I C PUTOHABHPOM
MPOTHBOIIOKA3aHO B CBJ3H C
IBO3BMOZKHBIM Pa3BUTHEM
PKA3HCYTPOMKAIOIIHUX

APUTMHUM.

e hal-adpenobroxkamopur

Unghyzozun

B03M0KHO TOBBINIEHNE
KOHI[CHTpAITUH aJihpy303HUHA B
TU1a3Me KpOBH.

CoBMeCTHOS IpUMCHEHHE
At y303uHa U CAKBUHABHPA
B KOMOMHAITUHU C
PUTOHABUPOM
MPOTUBOIOKA3aHO B CBS3H C
BO3MOZKHBIM Pa3BUTHEM
ApTepUATIbHON TUITOTCH3HH.

nmuzucmamurnsie cpedcmed

Tepgenadun, acmemuszon

AUC tepdenaauna |
ACCOLIUUPYETC C
yUTHHEHUEeM uHTepBasia QTc.

Tepdenanun
MIPOTHBOIIOKA3aH TAIHCHTAM,)
MPUHUMAFOTIAM CaKBUHABUD
B KOMOMHAIIUH C
PUTOHABUPOM, B CBSI3H C
BO3MOKHBIM Pa3BUTHEM

PKA3BHCYTPOMKAIOIMHUX
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M3-3a BLICOKOW BEPOSITHOCTH
AHAJIOTHYHOTO
B3aHMOICHCTBHSI,

CAKBHHABHP B KOMGI/IHaI_II/II/I C
PUTOHABHUPOM TAKIKEC HE
CJICAYCT Ha3HAYAaTh BMCCTEC C

ACTEMH3Z0JIOM.
Nuszonacmun OHOBpEeMEHHOS
(CakBUHABUP/pPUTOHABUP) MPUMEHEHHUE C

CAaKBHHABHPOM B
KOMOWHAIIMH C pPUTOHABUPOM
MPOTUBOMOKA3aHO B CBSA3M C
BO3MOYKHBIM Pa3BUTHEM
PKH3HEYTPOIKATONIHX
APUTMHM.

'YcmoBHbIE 0003HAUCHUS: | - YMEHBIIICHUE, | - YBEJIMUCHHE, <> - HE U3MeHsiercs, 11 -
BHAUYUTEJILHOE YBEJIMUCHHE.

Jlpyzue eéo3mooncrsie e3aumodeiicmens

XoTs  CHeIUAIbHBIX  MCCJICJOBAHUM  HE  MPOBOJMIIOCH,  OJHOBPEMEHHBIH  NpUeM
CAaKBHUHABHPA/PUTOHABHpPA M JPYTHX IMpemapaToB, SBIMIONIUXCS cyOcTpaTaMu H30gepMeHTa
CYP3A4 (namcona, quzonupaMmujia, XMHHWHA, (PeHTaHWIA, ajlb(eHTAHWIA) MOIKET IOBBICHUTH
KOHIIGHTpAllUd B IUIa3Me OTHUX TpemnapaTtoB, IO3TOMY TNPUMEHEHHE TaKMX KOMOWHAIUH
IIPOTUBOIOKA3aHO B CBSI3U € BO3MOJKHBIM Pa3BUTUEM JKH3HEYTPOIKAIOMMX apUTMHH (CM. pazjen
«IIpoTuBOTIOKA3aHUSY ).

OHOBpeMeHHBIH TpHeM mpenapaTa MHTepdacT B KOMOUHAIMN ¢ PUTOHABUPOM U TIpeNaparos,
SBJIIONUXCST cyOeTpaTamMu P-riukomnpoTenHa (HapuMep, a3UTPOMHUIIMHA) MOJKET MPUBECTH K
YBEJIMUCHHUIO KOHIIGHTPALUHM STUX IpenapaToB B IUIa3Me, IMOSTOMY IpU IPUMEHEHUH TaKHX
KOMOHMHAIMH clieyeT HabIo1aTh 3a COCTOSIHUEM IAllMeHTa Ha MpeIMeT MOSIBICHHUS CHMIITOMOB
TOKCHYHOCTH.

K yBennueHHIO KOHIEHTpAllMM CakBHHABHpAa B IUIa3Me IIPUBOJMT TakKe Ha3HAuUCHUE
koMOuHanuil ¢ uHrubutopamu uzodepmenta CYP3A4. B xone KIMHUYSCKUX HCCISAOBAHUMN
OpH  OJIHOBPEMECHHOM TMPHUMCHCHHH KeTOKOHa30Ja (MOIHOTO WHTHOWTOpa Hu3odepMeHTa
CYP3A4) u npenapara MaTepdact B KOMOHHAITMN ¢ pUTOHABUPOM, HE OTMEUAIOCH YBEIIHUSHUE
(hapMaKOKHHETHISCKOU SKCIIO3HUIIMH cakBHHABHpa. lIpeamnosnaraercs, 4To MpUMEHEHHE BTOPOTO
uaruburopa wusopepmenta CYP3A4 B cocTape Tepanmuu TMPEHSTCTBYIOT —YBEIHUSHHUIO
KOHI[CHTpAIlUd CaKBHHAaBHpa B IulazMe. B TakoM ciydae pekoMeHAyeTcs HaOIoaTh 3a
COCTOSIHHUEM MAllMEHTOB, MOJIydaromux npenapat Mutepdact B koMOWHAIIUKU ¢ UHTHOUTOpaAMHU

uzopepmenta CYP3 A4, Ha npeMeT NOSIBICHUSI CUMIITOMOB TOKCHYHOCTH.

38



COOTBETCTBYET SKCNEPTHOMY OTUYETY
07.08 5

ot U/ 3N 15126

OJHOBpEMEHHBIN NIPUEM C IIpelapaTaMy, sIBJIs mHMdepEhﬁ;ﬁ%g&ﬁT@gﬂ)@gﬁéﬁﬁ%QPBA4

Wik P-rimkonporerHa, HalpOTHB, MOKET CHH3HTh KOHIICHTPAllMM CAaKBHHABHpa B ILUIA3Me.
Hudpopmanuss o6 yMeHBIIEHHMM KOHLEHTpallud Ipemapata MHutepdact B mmasme Ipu
COBMECTHOM IIpHeMe ¢ TIpenapaTaMy, YMEHBIIAIONMMMH BpeMs IpPOXOXICHHs] NHUIMH IO
JKEJTYJOYHO-KHIIEYHOMY TpAaKTy, OTCYTCTBYeT. PHUTOHaBHp MOXKET OKas3blBaTh BJIMSIHHUE Ha
(dapMaKOKHHETHKY JpYTHUX IIpelapaToB, TaK KaK caM sBJISeTCd MOINHBIM HHTHOUTOPOM
m3opepmenta CYP3A4 wu P-romkomnpoTewHa, a TakKe HHIYKTOPOM DH3UMAa HEKOTOPBIX
uzoepMeHTOB ITUTOXpoMa P450.

Oco0ble ykazaHu s

Ilepeo nauanom mepanuu

CaxBuHaBHp MPUMEHSSTCS TOJIBKO B KOMOUHAITUM ¢ pUTOHABUPOM.

ITareHTOR HYKHO HH(POPMHUPOBATH, YTO CAaKBHHABHp He m3jieunpaeT BUU-unpexuuio u 4to y
HHUX MOTYT Pa3BHBATLCS aCCOLUUPOBAHHBIE ¢ HeH 3a00ieBaHUS, BKJIIOYAs] ONIOPTYHHUCTUYCSCKUS
uHbpekun. Takke HEOOX0IUMO COOOMIHUTL O BOBMOIKHOCTH Pa3BUTHSI HEIKEJIATESIILHBIX SABJICHUN
Opu KOMOMHHMpDOBAHHOM IIPHUMEHEHHHM HECKOJILKUX TmpemapatoB. HecMoTpss Ha mpuem
AHTHUPETPOBHPYCHBIX IIPENapaToB, HeNb3s UCKJIIOYUTH pUCK Iepegaun BHY mosioBbIM mmyTeMm.
Heo6xoaumo cobmoaTh Mephbl IPETOCTOPOIKHOCTH.

Hapywenusa npoeodumocmu cepoya u penoapusayuu

HaGmiopanocs j1o303apucuMoe yuyinHeHHe uHTepBasioB QT m PR y 310poBhIX 10OpOBOIIBIES,
[IOJIY9aBIIUX CAKBUHABHUP.

CakBuHaBHp TNPOTUBOIIOKA3aH  MAIUEHTAM €  BPOXKASHHBIM HWIM  JOKYMEHTAJIbHO
IOJTBEPIK/IAECHHBIM  NPHOOPETEHHBIM  y/JIMHeHMeM uHTepBala QT,  »iIeKTpoJIMTHBIMH
HapyIIeHUSIMH, OCOOCHHO ¢ HECKOPPEKTHPOBAaHHOM rumokanuemued. Hanuuwme B ceMeliHOM
aHaAMHe3e T[allMeHTa CJIy4aeB BHE3allHOM CMepTH B MOJIOJIOM BO3pacTe IIO3BOJISET
IIPEIIIOJIOKUTh HATHYUE BPOXK/IEHHOTO Y/UIMHEHUs HHTepBasia QT.

CoBMecTHOE IIpUMEHEHHE CaKBHHABHpa ¢ IIperaparaMy, oO0JafalolUMH OJHOBPEMEHHO
(hapMaKOKHHETUUSCKUM B3aUMOJISUCTBHEM U CTIOCOOHOCThIO YV NIMHATH uHTepBail QT w/unu PR,
IIpOTHUBONOKa3aHo (cM. paszgessl «lIpoTtuBomokazanus» U «B3aumopeilcTBHE ¢ JIpyTrUMH
JIEKapCTBEHHBIMH CPEJICTBAMUIY).

He pexomeHayeTcs NpHMEHEHWE CAaKBHHABHpa y IIAallUEHTOB, OJHOBPEMEHHO IIOJIYYarOIHX
JpyTHe JIeKapCTBeHHBIE Mpenaparthl, 00JI1a/1aloniue cocoOHOCThIO K YITTMHEHUIO HHTepBasia QT.
B cinyyae HeoOX0IMMOCTH COBMECTHOTO HCIOJB30BAHUS CIIAYyeT cOOIIOAaTh OCTOPOIKHOCTh U
IIPOBECTH BJIeKTpokapauorpapuueckoe ucciaegopanue (OKI') npu BO3HUKHOBEHHH CHMIITOMOB
aputMun. Cienyet coOiroAaTh OCTOPOXKHOCTH IPHU NMPUMEHEHHHM CaKBHUHABHpA Y ITALUEHTOB C

COMYTCTBYIOMMUMH CTPYKTYPHBIMH 3a00JICBAaHUSIMH Cep/illa, HAPYHNICHUSIMH MPOBOJUMOCTH
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HMMEIOT MOBBIIMEHHBIN PUCK Pa3BUTHSI HAPYIICHUH cepAeYHOU MPOBOIUMOCTH.

CreyeT MpeKpaTUTh TEPaNUI0 CAaKBUHABUPOM B CIIydae BO3HHUKHOBEHHUS 3HAUMMBIX apUTMHM,
yainuaenus: uatepBaia QT wim PR. Yame Bcero msmenenus untTepBaia QT, cBsizaHHBIE C
IIPUEMOM CaKBHHABUPA, BO3MOJXKHBI Y )KSHIIUH U JIHI] [I0KUAJIOTO BO3pacTa.

He ciegyet npepblmaTh peKOMEH/IOBAHHBIE JI03bl CAKBUHABUPA, ITOCKOJIBKY CTEIIEHDb Y JIMHEHUS
untepsajioB QT u PR MoxeT Bo3pacTarh ¢ yBeJIMueHUEM KOHIICHTPALIUH MIpenapaTa.
IIpumenenue cakBuHasupa B go3e 2000 mr 1 pa3 B cyTku U putoHapHpa B go3e 100 mr 1 pa3 B
CYTKH HE PEKOMEH/YETCs, MOCKOJIBKY BIIUSHHE TOJTOOHOM KOMOWHAIMHM HAa PUCK VJIMHEHHS
uatepBaia QT He U3ydaIOCh.

Hayuenmet, HaYUHAIOU{IE MEPARUIO CAKGUHAGUPOM

Jlo Hauana tepanuu cieayet npoectd DKI'. He ciexyeT HauMHATH Tepaluio CakKBUHABHPOM,
ecqm JuuTeNibHOCTh uHTepBasia QT >450 mc. [lanuenTam ¢ uHTeIbHOCTRIO HHTEpBasia QT <450
MC JI0 Hauajia JICUeHHs] peKOMEHAyeTcs B Xojie Tepanuu npooauth DKI'. [lanuentam, panee He
MOJIY4YaBIIUM  TepalHvil0  CAaKBUHABUPOM M  HAUMHAIOMIMM  TEpallUi0  CaKBUHABUPOM,
PEKOMEHYEeTCA Ha3zHauaTh cakBUHaBHp B Ao3e 500 mr m puroHaBup B go3e 100 Mr 2 pasa B
CYTKH B TCUYCHHUE MEPBbIX 7 JHEH ¢ mociaeAyromuM u3meHeHueM 036l o 1000 mr u 100 mr 2
paza B CYTKM COOTBETCTBEHHO. IIpu wucxomHou mmmrensHOoCcTH uHHTepBajia QT <450 mc
NalMeHTaM, paHee He [OJIYYaBIIMM TEpalMIil0 CaKBUHABUPOM M HAYUHAIONIUM TEpaIuio
CaKBUHABHUPOM, peKOMEH/IyeTCs IIpoBecTH noBTopHoe DKI'-Huccienopanue uepes 10 queit mocie
Hayajia Tepanuu. Tepanuio CakBUHABUPOM CIIEIYeT MpeKpaTUTh, eciau uHTeppan QT yBenuuen
>480 Mc win ecnu uHTepBas QT yBenuumics Ha Gojiee yeM 20 MC IO CPAaBHEHHIO ¢ MCXOJTHBIM
3HadeHueM (oM. pazgen «®apmakoguHaMuKay, moApasfen «DBiusHMe Ha 10KasaTesH
AICKTpOKapaAHOTrpadum» ).

Hayuenmeot, npodonycaroujiie Mepanuio CAKGUHAGUPOM, HPU HEODXO0UMOCHI HA3HAYEHUS
conymcmeylouieit mepanui npenapamamu, crocobnvimu yonuname unmepeanr QOT, unu
HAUUeHMbL, HOJIPUAIOW{Ie MEPANII0 Hpenapamamu, cnocobHsimu yoauname unmepsan OT,
HpU HeobXo0uMOocmil HA3HAYEHUs MEPanuu CAKGUHABGUPOM U eCld (bMEePHAMmUGH A
Mepanusi OMCymcCmeyem, a noib3a NPesvitiaem PUucK

Jlo Hauama comyTcTByIOmeH Tepanuu HeoOxomumo mpopectn DKI'. He crienyer HazHadarh
COIYTCTBYIOIIYIO Tepanuio, ecad uHTepBan QT =450 mc (cMm. pasgen «BzauMoaeHcTBHE ¢
JPYTUMH  JISKApCTBCHHBIMH  CpeJcTBaMu»). HeoOxomumo mpoBectd moBTOpHOe OKI-
HCCJICJTOBAHUE, €CJIM HMCXOJHO JUIMTeJbHOCTh HHTepBasia QT <450 wmc. Ilpu yBenuueHum

mutenbHocT HHTepBasia QT >480 mc wmnm OGomee wem 20 Mc mocie MPUCOSTUHEHHS
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OPUHSTH pelieHne 06 OTMEHE CAaKBUHABHPA W/ WIH COMYTCTBYIOMEH TepaIuu.

Hayuenmeot c HapyuwieHUAMI QYHKUUI HeYeHU J1e2Kotl I CPedHell cimeneHell maj3cechil
Tepanusi cakBHHABHPOM B KOMOHWHAIIMM C PUTOHABHPOM TMPOTHUBOMOKA3aHAa TAI[UCHTAM C
JEeKOMIICHCUPOBAHHBIMU 3aloJjieBaHMsIMU TeueHU (cM. pazgen «lIpoTtuBomokazanus»). Y
HNAIUEHTOR ¢ XpoHHUeCKUM rematutoM B wmim C, noayyaromux KOMOWHHPOBAHHYIO
AHTHUPETPOBUPYCHYIO TEPAIMIO, TOBBINMIEH PUCK PA3BUTHUSA HEXKEJATSIBHBIX SIBJICHHUH (B TOM
gmcsie (aTadbHBIX) CO CTOPOHBI MeUeHH. B ciydae oTHOBPEeMEHHOTO MPUMEHEHHS Y TMallHeHTa
AHTHPETPOBUPYCHOH Tepanmuu renaTuta B mwimm C HeoOX0AMMO TIIATSILHO O3HAKOMHTHCS C
MEIUITHHCKOM HHPOPMAIHEH IO HCTIOJIB3YEMBIM JICKAPCTBEHHBIM TIPEMapaTaM.

[Ip ONHOBPEMEHHOM HCIOJIB30BAHHH KOMOWHHPOBAHHOW AHTUPSTPOBUPYCHOM Tepamuu y
HNAIUSHTOR ¢ HapylmieHHeM (YHKIUH TeUeHU B aHAMHe3e (BKJIFOUas XpOHUUSCKHM aKTHBHBIN
TeNaTUT) TMOBBIMIASTCS YacTOTa PA3BUTHUs HapymieHHs! GyHKIuH neyenu. CieayeT TIATEIbHO
MOHHUTOPHPOBATh CHMIITOMBI W TIpPU3HAKH HapymieHUs (QyHKIUH mnedenu. [lpu mospreHUm
MPHU3HAKOB YXYIMICHUS (PYHKINH MIEYSHH CIIeIyeT MPepBaTh WIH OTMEHUTH TePAIHIO.

Y BUY-unuIupoBaHHbIX MAIUEHTOB ¢ HAPYIICHHUSMH (PYHKIMU TMEUYCHU JIETKOW M CpeqHeH
CTENCHEH TSDKECTH KOPPEKIIMHU JI03bI He TpeOyeTcs (JlaHHbIC OTpaHHUYCHBI). TeM He MeHee, B
CHJIy PasiIUYHON SKCIO3UIMHU TperapaTa B JJAHHOW MOMYJBIIIUM PEKOMEHIYETCs TIaTeIbHOe
MOHHUTOpHpoBaHHe  mnpodmis  Oe3omacHOCTH  (BKJIIOUasi  NpPU3HAKH  apUTMHUH) U
BHPYCOJIOTHUSCKOTO  oTBeTa (cM. pazfgemsl «Cmoco® TpuUMEHeHHUS H  JIO3b» U
«DapMakoloTHUSCKHE CBOMCTBa»). [locne Havama Tepanmuu CaKBHHABHPOM Y TAIUSHTOB C
renatutoM B wiu C, 1iuppo30oM, XpOHUUESCKUM AJIKOTOJIU3MOM W/HIH JPYTUMH 3a00JI€BaHUAMHU
[eYeHU HaONIOJIaINCh CIydYad YXYAIIeHUs 3a00JieBaHUs MEYeHW WM pa3BUTHE MOPTAIbHOU
TUIEPTSH3UH, COTIPOBOIKIABIICHCS JKEITYXOU, acIIUTOM, OTeKaMH U BAPUKO3HBIM pacHIUpEHUEM
BeH MUIIEBO/Ia (Y HECKOJIBKUX MAIUEHTOB — C JISTAILHBIM HCXo/10M). [IpuunnHo-ciie/icTBeHHAs
CBSI3b MSIKY PA3BUTHEM TOPTATIHHOM I'HNICPTESH3UU U Tepanuel CaKBUHABHPOM HE YCTAHOBJICHA.
CrieyeT TIaTeIbHO MOHUTOPHUPOBATh CHMIITOMBI M TIPU3HAKH IeTIATOTOKCHIHOCTH.

Hayuenmet c Hapyuwienuem yHkyun nouex

Uepez NOUYKM BLIBOJUTCA HE3HAUMTENbHASI YAcTh Mpemapara, I[O3TOMY IepBOHAYAIbHO
KOpPpeKTUpOBaTh 03y IpemapaTa y MAlUeHTOB ¢ HapylmieHHeM (PYHKIMHM MOUYSK HE HYMKHO.
O/HaKOo MCCIIeIOBAaHUH Y MAIMSHTOR ¢ TSHKEJION MOYeuHOM HeJOCTaTOYHOCTHIO HEe TIPOBO/IUIIOCH,
B CBSBM € UYeM CJieAyeT COOMI0aTh OCTOPOXKHOCTh NpPH MPUMEHEHHHM CAaKBHHABHpPA TaKUMHU
MAI[ACHTAMH.

Jemckuil u noxcuion eopacm
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CaKBHHABHpa, IOTSHIMAIBHO HE BhI3pIBaOmMe yaiuHeHHe wuHTepBasioB QT u PR, He
YCTaHOBJICHBL

OmeIT NpUMEHEHHs] y TMalueHToB crapme 60 jeT orpaHuueH. llamueHTH TOXKUIOTO U
CTApUSCKOTO BO3pacTa MOTYT ObITh OoJiee BOCTIpUUMYHBHI K BJIMSIHHUIO TpeliapaTa Ha WHTEpPBAJl
QT w/uau PR.

Caxapruiit ouabem

Y m[anueHTOB, TMONYYAIOMHUX HWHTHOHTOphl mpoTeassl BHUU, omucaHbl ciyyaw BIEpBbIC
BBISIBJICHHOTO CaxXapHOTO jgualeTa, THNESPIIUKEMHH WIM JASKOMIICHCAIUH COIYyTCTBYIOMIETO
caxapHoro jguabera. B HEKOTOPBIX Ciydasx THMNEPrIIMKEeMHUs Oblila pe3KO BBIPAXKEHHOH, HHOTIA
CONPOBOKAANACh KeToamuao3oM. Ilpw »ToM y MHOTMX TAlMEHTOB HMMEJIH MECTO
COMYTCTBYIOMUE 3a00JeBaHMsI, UHOT/a TpeOoBaBIINe HAa3HAUSHHUs NperapaToB, o0JaJaromuX
CIIOCOOHOCTHIO MOBBIMATH KOHIICHTPAIMIO TJIFOKO3BI B KPOBH M BHI3BIBATH PA3BUTHE CaXapHOTO
nuabeTa WU THIepPTIuKeMud. [[puunHHO-CIIe/ICTBEHHAS CBSI3b MKy Tepanuel HHruOUuTOpaMu
npoteassl BUY U pa3BuTHEM THIEPIIIMKEMHH U CaXapHOTo quabeTa He YCTAHOBJICHA.
Temocpunusn

[Ipu neyennu unrubuTopamu npoteazbl BUY onucanbl ciiydan YCWICHUS] KDOBOTSUSHUH, B TOM
YHCJie CIIOHTAHHOE 00pa3oBaHUe MOJAKOKHBIX T€MAaTOM U TeMapTpPO30B y GOJILHBIX reModuinei
tuna A u B. HekoTopblM nanueHTaM NPUXOAWIOCH YBEIHUHUBAThH /103y (paKTOpa CBEpTHIBAHUS
kpoeu VIIL Boiiee WeM B MONOBHHE CIyYaeB JieueHHe WHTHOMTOpoM mpoTeassl BUU Obuio
MIPOJIOIKEHO WJIH BO30OHOBICHO. MOKHO MPEANOI0KUTE IPHIUHHO-CIICACTBCHHYIO CBSI3b THX
HEKEJIATS/ILHBIX SIBJICHUH ¢ NpUMEHeHHEM HMHTUOUTOpoB mnpoteasbl BHUY, xoTs MexaHuU3M
nogoOHoro n»ddekrta He uzyueH. DBonbHBIX remModmiIned HEOOXOMUMO NPEAYIPEIUTH O
BO3MOJKHOM YCHJICHUH KPOBOTEUCHUH.

Il epepacnpedenenue yncupoeoii mxkanu

I[Ipu  npoBeneHun  KOMOMHHMPOBAHHOW  AHTHPETPOBHUPYCHOM  TepalmMu  OTMEHAIOCh
nepepacnpe/ieieHue Wik OTJIOKEHUE JKUpa, B TOM UYUCIIE OKHUPSHHE IO IEHTPAJLHOMY THITY,
OTJIOJKEHHE JKHpA Ha JIOP3AJIbHON MOBEPXHOCTH IEU M CIUHBI («ObIuuit rop6»), yMEeHbIICHUE
MIOJKOXKHOW JKUPOBOM KJIE€TYATKH HAa KOHEUHOCTSIX, YBEJIMYCHHE MOJIOYHBIX JKeje3 3a CueT
JKUPOBBIX OTJIOKCHHMM, a TakkKe «KYMHUHTOUA» (OKpYyIjoe, JyHOOOpa3sHOe JIUI0, THIIepeMUs
JIALA, TYJOBUIIHBIM THUIl OJKMPEHHUs, OTIOXNKECHHE JKUPOBOM TKAaHU B HAJKIIOUMYHBIX SIMKaX).
[TepepacmpesiesieHe  KUPOBOH TKAHH  ACCOIMHPYETCS € TaKUMH — MeTaOOMHYSCKUMHU
HApYIISHUSIMH, KaK TUIICPTPUTIULEPUACMUS, TUIIEPXOJISCTEPUHEMUSL, HHCYJIMHOPE3UCTEHTHOCTh
U TUNEPIIUKeMUA. TspKecTh DTHUX HapYIICHUH BapbUpyeT KaK BHYTPH Kilacca, TaK M MEXITY

KJIACCAMH aHTHUPETPOBHPYCHBIX MpemnapaToB (MHTUOUTOPHI mpoTeassl BUYU, HeHyKJICO3UTHBIC
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TpaHckpunTasel). K ¢akTtopam, MOBHIMAIONMM PHUCK PA3BUTHUS JIMIOAUCTPOPUH, OTHOCSATCS:
IIOJKUJIOW BO3pAcCT, JUTMTEJIbHOCTh Tepallu, IPUMEHEHHUE CTAaBY/IMHA, TUIIEPTPUTIIULIEPHISMUS,
TUIepIaKTaTeMHUSL. JlmarHocTHKa  BKJIOYAeT  OICHKY  (HM3HKAIBHBIX  IPU3HAKOB
nepepacIpe/ieJIeHHs] JKUPOBOM TKAaHHM, MCCJIE[IOBAHME IVIMKEMHH H JIMIIHIOB KpoBH. B ciydae
oOHapy’)KeHHUsl JIaHHBIX H3MEHEHMH cCleJlyeT paccMOTpeTh BOIpoc 00 HU3MEHEHHH
AHTHUPESTPOBUPYCHOU TepalllM W/WJIM MPUHATH MEphI, HANIPaBJICHHbIC Ha KOPPEKIUIO MOJOOHBIX
OTKJIOHEHUH (HallpUMep, Ha3HAYSHHWE THIIOJIMIUJASMHUYSCKHX CpeJCcTB). B HacTosmee BpeMs
MEXaHHU3M pPa3BUTUSI MeTA0OIUYECKMX HApYIIeHHH W OTJaJICHHBIC IOCJISACTBHS, TaKue Kak
MOBBINICHUE PUCKA CePSTHO-COCYIUCTBIX 3a00JIeBaHUN, HEU3BECTHBL.

[IpumMeHeHne cakBUHaBHUpa B KOMOHWHAIIMMA ¢ PUTOHABUPOM B Jo3ax Oosbie 1000/100 mr 2 paza
B JIeHb OOBIUHO COIPOBOXKIACTCA YBeJIMUSHHMEM YacTOThl HE)KeJIaTeIbHBIX SIBJICHHH, TaK Kak
KOHIIEHTpAallUM CaKBHHAaBHUpa B IUIa3Mé B IPHCYTCTBHH pPHTOHABHpa YBeJMYHBAIOTCA. B
HEKOTOPBIX CJIydasiX COBMECTHOEe IpMMEHEHHEe CaKBHHABHpa M PUTOHABHpAa IPUBOJMIO K
TSDKEJIBIM HE)KeJIaTeJILHBIM SIBIISHUSIM, B OCHOBHOM K Pa3BUTHIO JUAOSTHUSCKOTO KETOAIMI03a U
HapyIIeHUI0 (QYHKIHMHM IeYeHH, 0COOSHHO y IAIlMEHTOB, paHee CTPaJaBIIMX 3a00JIeBaHHSIMHU
[ICYCHH.

Cundpom UMMYHHOU peaxmueauuu (CHHOPOM  6OCRANUMENbHO20 60CCIMANHOGICHUA
UMMYHUmMEmA)

B xonme HauanbHOHM (pasbl KOMOMHHPOBAHHOH aHTHUPETPOBHUPYCHOM TEepamHH, B TOM UHCIE
CaKBUHABUPOM, Y MAI[UEHTOB C TSDKEJIBIM UMMYHOJS(PUIUTOM MOXKET BOSHHUKHYTH CHCTEMHAs
BOCHIAJIMTeJIbHASL PeaKIMsl Ha paHee OCCHMIITOMHO IIPOTEKABIIME WIM ONIOPTYHUCTHYECKHE
UHQEKIUM U ayTOAHTUIeHbl WM YCHJICHMe CHUMITOMATHUKH. [[aHHas peakluMsi MOXKET BBI3BATh
CepbesHbIe KIMHHUYECKHE COCTOSIHUS WM 000CTPeHHe CHMITOMOB, KOTOPBIS, B CBOIO OUYepe/ib,
MOTYT OTpeOOBaTh JajbHEeHIIeH OLIEHKHU U JICUSHHUSI.

CunpoM HMMMYHHOM peaKTHBAIlUM TaKXKe MOXKET IPOSIBIATHCS Pa3BUTHEM ayTOMMMYHHBIX
HapyIeHud (Hanpumep, 0ose3Hb I'peliBca 1 ayTOMMMYHHOTO T€IIaTUTA), KOTOPhIE Pa3BUBAIOTCSA
B pa3JIM4HbIE CPOKHU Tepalluu. Pa3zBuTHE ayTOMMMYHHBIX HapyIISHHH BO3MOXKHO CIIYCTSI MHOIO
MeCHIEB II0CjIe Hadajla TePalluy. XapaKTepHBIMH IIPHMEPaMU SIBJISIFOTCS [IUTOMETaJIOBUPYCHBIN
PETHHUT, I'eHepaJM30BaHHAs W/WJIM OdaroBasi MUKoOakTepHasibHasi MHPEKIUS U ITHEBMOHHUSL,
BBI3BaHHAsI Preumocystis carinii. IIpyu BO3BHUKHOBEHHUHU JIFOOOTO CHMIITOMA BOCTIAJTICHUS CIIeyeT
IIPOBECTU JUATHOCTUKY U HA3HAUUTH JICUCHUE.

Ocmeonexpos

HecMmoTpss Ha TO, YTO STHOJIOTHSI OCTEOHEKpO3a CUMUTAETCSI MHOTO(pAKTOpHOH (BKJIIOYAst

HUCIIOJIB30BAaHHUC TTIOKOKOPTHKOCTCPOUIOB, 1'[0Tpe6.]'[eHHe AJIKOTOJIsA, TSKEITIYIO
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CMEPTHOMY OTYETY

YaCTHOCTH, Yy IMAIMEHTOB ¢ pacmnpocTpaneHHod BUY-undekiueld WM TpH JUIHTEILHON
KOMOWHHUPOBAHHON aHTUPETPOBUPYCHOM Tepanuu. CrenyeT peKoMeHJOBaTh MaIUeHTaM
oOpaTHThCSl K Bpady MPH BO3HUKHOBCHUHM OOJIM B CyCTaBaX, CKOBAHHOCTH B CyCTaBax WIH
3aTPYAHEHUH JBUKEHUSL

Xpornuueckasa ouapes uiu manvabcopoyus

Hndopmanust 0 MpUMEeHSHHH CAKBHHABHpPA B YCHWICHHOM DEXKHME Y TAIMEHTOB, CTPATAIONIUX
XpOHHYSCKOH JuapeeH Wwin MaibabcopOime, OTCYTCTRBYET.

Jlanubie 06 »ddexTuBHOCTH U O€30MACHOCTH NPHUMEHEHHUs CaKBHHABHpa B HEYCHWICHHOM
pPeKUME V TaKUX MAIUSHTOB OTPAaHUYEHBI U HE TO3BOJIAIOT CYUTh O BO3MOYKHOCTH TMOJIYUSHUS
UMHU CyOTepaneBTUHISCKUX KOHIICHTpAIi CaKBUHABHUPA.

B3zaumoodeiicmeue ¢ Opyzumu  1eKAPCMEEHHLIMU  RPERAPAMAMU WU  HUWLEELIMU
HpOOyKmamu

HeoGxoqumo cobiio/iaTh OCTOPOXKHOCTh TPH OJHOBPEMEHHOM IPUMEHEHHH CaKBHHABHpA H
[pemnapaToB, sBisromuxcs cyoctpatoM uzopepmenta CYP3A4 wiu P-gp, Tak kak cakBHHABHD
MOJKET OKa3blBaTh BIMSHHE U HU3MEHSTH (papMaKOKMHETHUKY mociequux. IIpemapatsl,
MOTSHITHATILHO ~ B3aUMOJCHCTBYIONIHE C  CAaKBUHABHPOM, TPSACTaBICHBI B paselie
«BzaumoieicTBUE ¢ IPYTUMHU JISKApCTBEHHBIMH CPEICTBAMMY.

BisiHiie Ha cIoco0HOCTE YIIPABJIATH TPAHCIIOPTHHIMH CpeIcTBAMH, MeXaHHU3MaMU
CrenuanbHBIX UCCIISIOBAHUH HE MPOBOAWIOCK. J[aHHBIE 0 BOZMOXKHOCTH IipemnapaTta MuaTepdact
OKa3bIBATh BJIHMSHHE HA CIIOCOOHOCTH YIIPABJISITH TPAHCIIOPTHLIMH CPEJACTBAMH M MeXaHH3MaMH
OTCYTCTBYIOT. OHaKO IpU paboTe ¢ MAIIMHAMHU U MEXaHU3MaMH CJIeyeT YUUTHIBATh MPOQUIh
Oe3omacHOCTH  IpemapaTa. [OJOBOKpYKEHHE, YCTaJoCTh, HapylleHHe 3peHHsl ObUH
3aperHCTPUPOBAHBl TpH TMpueme Tpemnapara HWurepdact, TpH MOSBICHHUH OMHCAHHBIX
HEJKeJIATEeJIbHBIX  SIBJICHUW OT BBINOJIHEHHS YKAa3aHHBIX BHJIOB JISSITEJIBHOCTH  CJEAyeT
BO3/IePKATHCA.

dopma BbIIyCKa

TabneTKu, MOKPHITHIC TUICHOUHOM 0Gosoukor SO0 Mr

llepsuunasn ynaxosxa nekapcmeenro20 npenapama.

I[To 10 TaGnmeToK B KOHTYPHYIO STYCHKOBYIO YIAKOBKY W3 IUICHKH TOJMBHHWIXJIOPHIHON H
($obTH ATFOMHHHEBON TIEUATHOM JTAKUPOBAHHOM.

ITo 60, 120, 240, 360 TabGineTok B OaHKy IOJHMEPHYIO H3 TMOJHITHICHA C KPBINIKOH
HATSTUBAEMOU ¢ KOHTPOJIEM IMepBOro BCKpbITHA. Ha GaHKM HaKIICWBAIOT STUKETKH W3 OyMaru
STUKETOUYHOHN WM MUCUSH, WIHM U3 TIOJUMEPHBIX MATEPHAIIOB, CAMOKJICATIHECS.

Bmopuqnaﬁ YRAKoOeKa TEKApCmMEEHHO20 npenapamada.
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I[Io 6 wim 10 KOHTYPHBIX SIYEHMKOBBIX YIAKJBOK pubcrd e %%?IXI@QEH%': Hﬁﬁ;\!&égrghmo

MOMETIAIOT B MAaUKy W3 KapToHA Ui MOTpeOUTEeNbCKON Taphl MOATPYII XPOMOBBIM HJIH XpOM-
sp3ail. Ha mauky MoOXeT HaKJISHBATLCS CaMOKJISAMAsics STHUKETKa ¢ MapKupoBkou. Ilaukwm
MOMEMIAIOT B IPYIIOBYIO YIIAKOBKY.

ITo 1 Ganke BMecTe ¢ MHCTPYKIHEH MO NPUMEHEHHMIO MOMEIIAIOT B MAUKy W3 KapTOHA IS
MOTPeOUTENBCKON Taphl MOATPYII XPOMOBBIA WIIM XpoM-dp3all. Ha mauky Mo’keT HaKJIeUBAThCS
CAMOKJICAMIASACS STUKETKA ¢ MAapKUPOBKOU. J[OTIOJTHUTEIFHO HA MMaYyKy MOTYT HAKJISUBaTh OJIUH
WJIH JIBa IPO3PAYHBIX (PUKCHPYIOMHX cTHKepa. [[auky moMenaroT B IpyIMoByI0 YIAKOBKY.
Cpoxk rogHocT!H

4 roga. He npuMeHSTh MO UCTEUYSHUHU CPOKA TOHOCTH.

Y ciioBus XpaHeHusn

XPpaHHTH B 3aNTUIICHHOM OT CBETA MECTe TIPH TeMIieparype He Boimie 25 °C.

XPpaHHUTh B HEJTOCTYITHOM JIJIS1 JIeTeH MecTe.

Y ciaoBus oTmycka

OTycKaroT IO peLenTy.

Baanesieny perucTpaliMoOHHOT O YA0CTOBEPeHUS

Poccuiickas @enepanus

AQO «DapmacuHTE3»

664007, UpkyTtckas oo, 1. UpkyTck, yi. KpacHoreappetickas, 1.23, odwuc 3.

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

Anpec siekTpoHHOM mouThl: infol@pharmasyntez.com

IIpousBoauTenn

Poccuiickas @eneparus

AQO «DapmacuHTE3»

r. Upkytek, ya. P. JlrokcemOypr, 1. 184.

Opranmzaius, MPUHUMAIOIIAS TPeTeH3UN TOTpeduTe el :
Poccuiickas Qenepanust

AO «DapmacuHTE3»

Anpec: 664040, r. UpkyTek, yi. P. JlrokcemOypr, 1. 184
Temn.: 8-800-100-15-50

Anpec snekTpoHHON mouThl: info@pharmasyntez.com
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