COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 22.04.2025 N2 10724

yHcTPykys! O EACEATENEHDCTS 0007)

10 MEJUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O IIPEITAPATA

PutonaBup-IaBanca
PerncrpanuoHHblii HOMep:
Toprosoe HanMeHoOBaHue. PutoHaBup-aBaHCH
MexayHapoaHoe HeMATEeHTOBAHHOE WM I'PYNIIIHPOBOYHOE HAUMEHOBAHUE . PUTOHABUD
JlekapcTBeHHas (popMa: KarcCyJibl

Cocras:

1 xancyna CoIepKHT:

oeticmsyrowee geugecmeo. putonasup 100,00 mr;

8cnomozamenvhvle Geujecmsd: KpaxMaa TpekeTaTHHU3upoBaHHBIA 77,00 Mr, JaKTO3BI
moHoruapat 50,00 mr, tanek 5,00 mr, maraus creapar 3,00 mr;

Kancyna meepoas iceramunogasn Ne 2.

kopnyc kancynl: xxenatua 10 100 %, Boma ounmennas 14,500 %, turana guokcun (E 171)
3,000 %;

Kkpviweyka kancynol: xenatu 10 100 %, Bona ounmennas 14,500 %, turana nuokcun (E 171)
1,200 %, xpacurtens comHeunblil 3akar sxentbii (E 110) 0,300 %, xpacutenb XWHOJMHOBBIN

xkenteiid (E 104) 0,278 %, kpacutens OpumurmanToBbii roiyooit (E 133) 0,385 %.

Onucanue
TBepabie >kenaTUHOBBIE Kamncyiabsl Ne 2, KOpIyc Kamcylbl O0eJoro IBeTa, KpbIIeYKa KarCylbl

3CJICHOI'O IIBCTA. CO)Iep)KI/IMOC Karcy - OeJIBIN MK OCIBIN C KEITOBATHIM OTTEHKOM IMOPOIIOK.

(I)apMaKOTepaneBaneCKaﬂ rpynma: IpOTHUBOBUPYCHBIC CpPEIACTBA CHCTEMHOIO I[CI\/'ICTBI/ISI;

IPOTUBOBUPYCHBIE CPECTBA MPSAMOI0 AEUCTBUS; HHTUOUTOPHI IPOTEA3.
Koa ATX: JOSAEQ3

DapMaKoJIOrHyecKoe 1eHcTBHe

Dapmakoounamuxa

Ilpumenenue pumonasupa 6 kauecmee d)aDMaKOKuHemull€CK020 ycuiumesi

JleiicTBre puTOHaBUpa Kak (HapMAKOKHHETHYECKOTO YCHIIMTEIS OCHOBAaHO Ha AaKTUBHOCTH
pUTOHAaBHpa KaK MOIIHOTO HWHTHOUTOpa MeTaboimM3Ma, OIOCPEIOBAHHOTO H30(hepMEHTOM
utoxpoma CYP3A. Crenenp ycuiieHusi cBsizaHa ¢ METa0OJIM3MOM COBMECTHO MPUMEHSEMOTO
unruoutopa mnporeasbl (MII) Bupyca ummyHonmedpunmrta uenoBeka (BUY) u  BiamsHus

uHruburtopa mnporeassl BUY na mertabomusm putoHaBupa. MakcuMaabHOE HHTHOMpPOBaHUE



COOTBETCTBYET 3KI OMY OTUETY
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MeTabonr3Ma MPU COBMECTHOM IMPUMECHCHHUH HHrH6ﬁQ6%éjgﬂ%;é§LYEﬂhﬁ': [;JIE' ﬁﬁﬁ%hno

Jocturaercs npu o3¢ putonasupa ot 100 mr onus pa3 B cytku a0 200 Mr 1Ba pasa B CyTKHU, U
3aBHCUT OT COBMECTHO MpUMEHAeMOoro uHruomropa mpoteassli BUY. JlonmomHUTETbHYIO
MH(POPMALIMIO O BIUSHUM PUTOHABUPA HA META0OIM3M COBMECTHO NMPHUMEHSEMOI0 MHIHOUTOpPA
npoteassl BUY cm. pazaen «B3aumoneicTBue ¢ APYrMMH JIEKAPCTBEHHBIMU CPEIACTBAMMY,
TaK)K€ CIEeAyeT O3HAKOMHUTbCA C MHCTPYKIMEH 10 MPUMEHEHHIO COOTBETCTBYIOIIMX
MHruouTOpOB npoteassl BUY.

Ipumenenue pumonasupa 6 Kauecmee aHMUpemposUPYCHO20 npenapama

PuronaBup mpencraBiser co00il MHTHOMTOpP acmapTHI-TIPOTEa3 BHpPyca UMMYyHojaedumTa
yenoBeka 1 tuna (BUY-1) u Bupyca ummynoaedunura yeinoseka 2 tumna (BUY-2) mis npuema
BHYTpb, aKTUBHBII nentugoMuMmeruk. Muruobuposanue nporeasst BUU npenstcTByeT paspbiBy
noJHUIpoTenHa-npeanecTBenuuka Gag-Pol, uro npuBogur k obOpasoBanuio uactui; BUY c
He3pesoi MopdoJorueii, KOTopele HE CHOCOOHBI K WH(MUIMPOBAHHWIO KIIETOK. PuTOHABUp
o0nasaeT CeNeKTUBHBIM CpPOACTBOM K mporeaze BUY wu mnposiBisgeTr HE3HAYUTEIbHYIO
WHTHOUPYIOLTYI0 aKTUBHOCTh B OTHOIICHUU aCIapTUII-MIPOTEa3bl YETIOBEKA.

PutonaBup ObLT TMEPBBEIM HHTHOMTOPOM TpoTeasbl (0m00peH B 1996 ronmy), sddekTuBHOCTH
KOTOpOTro Obljia JOKa3aHa B UCCJIEIOBAHUU C KIMHUYECKMMH KOHEYHBIMH Toukamu. OHAKO U3-
3a MeTabOoIMYeCKMX HMHTHOMTOPHBIX CBOWCTB PHTOHABHpA €ro MPHMEHEHHE B KadecTBE
(apMaKOKMHETUYECKOTO YCUJIMTENsl JpYyTUX HWHTUOUTOPOB MpOTeas3bl sBIsercs Oolee
pacnpoCTpaHEHHBIM B KIMHHUYECKON mpakThke (cM. pasaen «Crnocod mMpUMEHEHHS U JI03bD»).

Brusnue na 3JZ€KmDOKaDOM02DaMMV (3[([)

Wutepan QTCF oneHuBaim B paHIOMH3UPOBAHHOM, TUIANEC00- U aKTHBHO- (MOKCH(IOKCAIINH
400 Mr omuH pa3 B JIeHb) KOHTPOJIUPYEMOM IMEPEKPECTHOM HCCIENOBaHUU y 45 3M0pOBBIX
B3pocibiX ¢ 10 n3mepenusiMu B Teuenue 12 vacoB Ha Jlenp 3. MakcumanbHas cpennss (95 %
BEpXHSSI JOBepUTeNbHas rpaHuna) pasauma B QTCF ot mmamebo cocraBmsma 5,5 (7,6) nns
400 mr 2 pa3a B CyTKH PUMEHEHUS] PUTOHABHpA. Y POBEHb pUTOHABHpa Ha JIeHb 3 HaOmogancs
npuMepHo B 1,5 pasa Beime, yeM npu npuMeHeHnn 600 mr 2 pa3za B CyTKM B CTallMOHAPHOM
coctossHUU. Hu y olHOTO MCHBITYeMOro He HaOmoaanoch yBenuueHus QTCF B Teuenue Goinee
60 Mc oT 0a3oBoi ITWHWUU WK UHTepBaga QTCF, mpeBpImaroIero MOTEHIMAIBHO KIMHUISCKU
3HauuMbIi nopor B 500 mc.

HesnauntensHoe mpomasieHne wHTepBajga PR Takke OoTMedanoch y MAIlMEHTOB, MOJYYaBIIMX

pATOHABUP B TOM K€ HCCJICIOBAHUU Ha I[CHB 3. Cpe,Z[HI/IC U3MEHEHHUS OT 0a30BOM JIMHUU B
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n03bl. MakcuManbHbIH nHTEepBai PR cocraBisn 252 Mc, 1 GJ10Kaabl cep/ia BTOPOH WIIH TPEThen
CTETIeHH He HAOM01anoch (cM. pazaen «Ocolble yka3zaHUs»).

Pesucmenmnocmo

W3zonmsater BUY-1, pe3ucTeHTHbIE K PUTOHABHUPY, ObLIM BBIACIACHBI IN VILr0O M y HAlMEHTOB,
MOJTYYaBIINX TEPANIEBTUUECKHUE 10361 PUTOHABHUPA.

CHIDKEHUE aHTHPETPOBUPYCHOM aKTUBHOCTH PUTOHABUPA CBS3aHO, TPEXKIE BCETO, C MyTaIHUSIMHU
npoteassl V82A/F/T/S u 184V. HakoruieHne Qpyrux MyTaluii B T€HE MMPOoTeasbl (B TOM YHCIIE B
nonoxkenusx 20, 33, 36, 46, 54, 71 u 90) Takke MOXKET CHOCOOCTBOBATH PE3UCTCHTHOCTH K
putoHaBupy. llockonbKy HakarIMBaKOTCS MYTAllMd, CBSI3aHHBIE C PE3UCTEHTHOCTBIO K
PUTOHABHPY, BOCIPHUUMYUBOCTH APYTHM HHTHOMTOPAM IMPOTEa3bl MOXKET YMEHBIIATHCS H3-3a
MEePEeKpecTHON pe3rcTeHTHOCTU. CreayeT MPOKOHCYIbTUPOBATHCS Ui MOTYYCHHsS] KOHKPETHOMN
uH(pOpPMaIIMK O MYTALUSIX IPOTEa3bl, CBA3AHHBIX C YMEHBILICHUEM PEAKIIUU Ha JIaHHbIC BEIECTBA
B COOTBETCTBUU C HWHCTPYKIMEH IO TNPUMEHEHHUIO JPYIHMX HWHTHOUTOPOB TIPOTEa3bl HIU
opHUIIMaTEHBIMUA OOHOBJICHUSIMH.

Dapmakroounamuyeckue KiuHudeckue OaHHbvle

Bausinue puronaBupa (IpU MOHOTEpANMM WIM B COYETAHWU C JPYTUMH NPOTUBOBHPYCHBIMHU
npenapaTtamMi) Ha OMOJIOTMYECKHE MapKepbl aKTUBHOCTH 3a00J€BaHMSA, TaKU€ KaK KOJMYECTBO
CD4 knetok u BupycHoit PHK, onieHuBanucy B MHOTOYMCICHHBIX KIIMHHYECKUX MCCIIEIOBAHUSIX
¢ yuactueM BUY-unpuumpoBaHHBIX MAalEHTOB.

DapmakoKkunemuxa

Bcacvisanue

AGcomoTHasi OMOIOCTYITHOCTh U CTENIEHb BCACHIBAHUS PUTOHABUpPA HE YCTAHOBIIEHA, TOCKOJIBKY
OTCYTCTBYET JIeKapCTBEHHasi (opma il HapeHTepaJbHOro BBelaeHUs. PapMaKOKMHETHKA
pUTOHaBMpa TIpPU MHOTOKPAaTHOM IPHUMEHEHHMM HEe Haromak Obula wu3ydeHa y BHUY-
UHOHUIMPOBAHHBIX B3pOCHBIX JOOPOBOJBIEB HE HATOIIaK. I[IpM MHOTOKpaTHOM IpHeMe
KyMYJISILIUS. PUTOHABUpPAa HECKOJIbKO MEHbIIE, YeM PAacCUMTAHHAs HAa OCHOBAHMM OJHOKPATHOMN
JI03bl, U 3aBUCHUT OT BPEMEHHM JIEUEHHs M J10303aBUCHMOTO YBEJIMYEHHs KaXYIIErocss KIupeHca
(CL/F). Bbuto oOHapykeHO, YTO OCTaTOYHAss KOHIIEHTPAIUsl pUTOHABHPA HEMHOTO yMEHbIIAIach
C TEYECHHEM BPEMEHHU, BO3MOXHO, M3-3a MHAYKIMH (PEPMEHTOB, OHAKO, CTAOMIN3UPOBAIACH K
OKOHUYAHUIO JBYX Hezenb. BpeMms nocTukeHHs MakCHMaibHOW KOHLEHTpauuu (Tmax) mpu

YBEJIMYEHHUH J103bl OCTABAJIOCh MOCTOSHHBIM Ha YPOBHE NMPHUMEPHO paBHOM 4 yacaMm. [loueunslii



KJIIMPEHC cOocTaBisieT B cpenneMm menee 0,1 /4

Pa3JIMYHbIX JO3UPOBOK.
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n_ornodHrd UCTOAHeR Tipi Mtk

q)apMaKOKI/IHeTI/I‘-IeCKI/IC napameTpshl, HaGJIIO[[aeMBIe C Ppa3jiMdHbIMU CXCMaAMU JO3HUPOBAHUA

TOJIBKO pUTOHABHPA, IIOKA3aHbI B Ta6n1/1ue HUMIKC.

Cxema J103UpOBaHUs PUTOHABUPA

100 Mr 1 paz B | 100 Mr 2 pazaB | 200 mr 1 pa3 B | 200 mr 2 paza B | 600 mr 2 pa3a B
CYTKHU cyTKu? CYTKHU CYTKHU CYTKHU
Cmax (MKI/MI1) 0,84 +£ 0,39 0,89 34+13 45+13 11,2 +3,6
Cirough (MKI/MIT) 0,08 £ 0,04 0,22 0,16 +0,10 0,6 £0,2 3,7£2,6
AUC 12 i 24 (MKT*4/MiT) 6,6 £2,4 6,2 20,0 £5,6 21,92 +6,48 77,5£31,5
ti2 (9) ~5 ~5 ~4 ~8 ~3 105
CL/F (;1/4) 17,2 £6,6 16,1 10,8 £3,1 10,0 £3,2 8,8 £3,2

! 3HaucHUS BBIPAXXCHBI B BUJAC TCOMETPUUICCKUX 3HAYCHHI. HpHMeanMe: pUATOHABHUP BBOAWIIN
MOoCJIC €bI JJIA BCCX IICPCUNCIICHHBIX CXCM.

Bruanue nuwu na nepopanvroe ecacvigéarie

[lpy mpuMeHeHMM mpenapaTa BO BpeMsl MpUEMa UMM MPOUCXOAUT HEOOJBIIOE CHUKECHUE
OMOOCTYIHOCTH TabJIETOK PUTOHABUPA.

Pacnpeoenenue

Kaxymmiics o0bem pacnpenenenus (Vs/F) puronaBupa cocrasisier npumepHo 20-40 i1 mocie
onHOoKpaTHOM 1036l 600 wmr. Cpsi3piBaHME€ pUTOHaBHpa C O€IKaMU IUIa3Mbl Yy YEJIOBEKa
cocTaBisieT OKoJIo 98-99% wu sBisSeTCSs TNOCTOSHHBIM B JaMana3oHe KoHreHTpamwi 0,1-
100 mkr/mit. PuToHaBUp CBS3BIBAETCS Kak C alb(al-KUCIbIM TIIHKONPOTenIoM uenoBeka (AAG),
TaK U C albOYMHHOM CBHIBOPOTKHM KpoBH uenoBeka (HSA) co cpaBHHUTEIBHO OJUHAKOBBIM
CPOJICTBOM.

WccrenoBanus pacupeeleHus B TKaHaX ¢ 1*C-MedeHbIM PUTOHABUPOM Y KPBIC MOKA3alHd, YTO B
NICYeHH, HA/IMOYSUHUKAX, TTO/KEITYIOYHON JKeJle3e, MOYKax W MUTOBUIHON jKeJe3e CoaeprKaTcs
HanOoOJbIINEe KOHIIEHTpaluu puToHaBupa. COOTHOIIEHWE pacmpeeNieHusi TKaHb/TIa3Ma,
U3MEPEeHHOE B JUM(ATUYECKUX y3/1aX KPBIC, COCTABISAET MPUOIM3UTENbHO | M Mpeanosaraer,
YTO PUTOHABUP PACHPOCTPAHAETCS B TKaHU JTUM(pATHUECKONW CUCTEMbI. PUTOHaBHpP MUHUMAIBHO
MPOHHUKAET B MO3T.

Memab6onusm

Bbuto oTMeUeHO, 4TO PUTOHABHP MHTEHCHBHO META0OJIM3UPYETCs ¢ ydacTueM nutoxpoma P450
IIeYeHH, B OCHOBHOM, ¢ y4dacTueM uzogepmenta nuroxpoma CYP3A u, B MeHbIIel cTeneHu,

CYP2D6. HccrnenoBanusi Ha XHBOTHBIX, a TaKKe JKCIEPUMEHTHI IN VItr0 ¢ MHKpocoMamu
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MeTaboJIu3MYy.

VY uenoBeka HaljgeHo 4 wmerabonuta puToHaBUpAa. OCHOBHBIM SIBISETCS OKHUCIMTEIbHBIN
MeTabonmuT u3onponuiaTuazon (M-2), mpOTUBOBUPYCHAs aKTUBHOCTh KOTOPOTO OJMHAKOBa C
UCXOIHBIM  coenuHeHueM. OpHako Iwomanb 1oJ  (apMaKOKMHETHYECKOM  KpUBOH
«koHueHtpauus — Bpems» (AUC) merabonura M-2 cocrasisier Bcero 3 % or AUC camoro
HCXOJIHOTO COEMHEHUS.

Huszkue n03b1 puTOHaBUpa OKa3blBAlOT CHIIBHOE BIMSHME Ha (apMaKOKMHETUKY JPYIHX
UHTUOUTOPOB TpoTeassl (M Apyrux BemiectB, Mertadbomusupyembix CYP3A4), a npyrue
UHTUOUTOPHI MPOTEa3bl TAKXKE€ MOTYT BIUATh Ha (DapMaKOKWHETHKY PUTOHAaBHpa (CM. paszien
«B3aumopeiicTBue ¢ ApyruMH JeKapCTBEHHBIMU CPEICTBAMU).

Buigeoenue

HccnenoBanus yenoBeKka ¢ paJuOaKTUBHO MEUYEHBIM PUTOHABUPOM IOKA3aJIM, YTO PUTOHABUP
BBIBOJIUTCS, TJIAaBHBIM 00pa3oM, 4epe3 TrenaToOMIMapHYyI0 CHUCTeMy; MpuOmu3uTenbHo 86 %
pPaJMOAKTUBHOM METKM OBLIO BBIAEJICHO M3 Kajla, 4acTh KOTOPOM, BEPOSITHO, COOTBETCTBYET
HeaOcopOUPOBaHHOMY PUTOHABUPOM. B 3THX HcclieoBaHUAX BBIBEJCHHUE Yepe3 NMOYKU He ObLIO
OOHapyX eHO KaK OCHOBHOW crmoco0 BBIBEEHUS PUTOHAaBHpA. OITO COOTBETCTBOBAJIO
HAOJII0/ICHUSIM B UCCIIEJJOBAHUSIX HA )KUBOTHBIX.

Ocoovle epynnbl nayuenmos

Jlemu

VYcraHoBieHHBIE (DapMaKOKMHETHYECKHE MapaMeTpbl PUTOHABUpa OBLIM OLEHEHBl y JEeTeH ¢
BUY-undeknueii crapme 2 €T, MONyd4aBIUX 0361 oT 250 mr/m? no 400 mr/m? sgBa pasa B
cyTku. KOHIIeHTpalys puTOHaBUpa B KPOBU MOCIE MpueMa 103 oT 350 mr/m? 10 400 mMr/m? 1Ba
paza B CyTKM y JeTeil CpaBHHMa C KOHIEHTpalueld pUTOHaBUpa Yy B3pPOCIbIX, TPUHUMABIIUX
600 mr (oxomo 330 mMr/m?) Ba pa3a B CYTKH.

Bo Bcex rpymmax 03 KIMpEHC NpU TiepopanbHoM Tmpueme putonasupa (CL/F/m?) 6win
npuMepHo B 1,5-1,7 pa3 OvicTpee y neteii crapiie 2 jeT, 4eM y B3pOCIbIX.

CrabunbHble (papMaKOKMHETHYECKHE MapaMeTpbl pUTOHaBHpa oleHuBaiu y nereit ¢ BUY-
nHbeKkmeil Miamme 2 NeT, ody4aBIIuX A0361 oT 350 mMr/m? go 450 mr/m? 1Ba pasa B CyTKH.
KoHueHTpanun pUTOHABHpa B 3TOM MCCIEIOBAHUU OBLIM OYEHb BapuaOeNbHbl M HECKOJIBKO

HITKE, 4eM y B3pOCIIBIX, TTomydasmux 600 mr (mpubmusurensro 330 Mr/m?) 1Ba pasa B cyTki. Bo
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BCEX TPYNNax 103 kampeHc puronasupa (CL/F/m?) YM;li;II);HE G@%Eﬂ%ﬁI:C-I(_):'étlﬁrélzlllll}/IMI/I

3HaueHusMH 9,0 11/4/M? y JeTel B Bo3pacte 10 3 MecsIes, 7,8 n/a/Mm? y IeTei B Bo3pacTte OT 3 110
6 mecsies u 4,4 n/4/M? y neTeii B Bo3pacTe oT 6 10 24 MecsIEeB.

Tlayuenmui nodcunozo eospacma

PutonaBup B 1mia3Me kpoBu y mnanueHToB 50-70 jer mpu npumeneHuud B noze 100 mr B
COUYETaHUH C JIONMHABUPOM MM B O0Jee BBHICOKHMX J[03aX, HO 6€3 MHTHOUTOpOB npoTteazsl BUYU
HE OTJINYAETCS OT TAKOBOW y MAIIMEHTOB 00JIee MOJIO0r0 BO3PaCTa.

Tayuenmoi ¢ Hapywenuem hyHKyuu novex

®apMaKOKMHETUYECKUE MMapaMeTpbl PUTOHABHUpA HE HM3y4Y€Hbl y MAIMEHTOB C HapYyHICHUSMU
byakun nmouek. OJHAKO, MOCKOJIBKY MOUYEYHBIH KIMPEHC PUTOHABUpPA OYEHb Mall, HUKAKUX
W3MEHEHUN OOIIero KJIMpeHca Tejla HE OXKUJACTCSA y MalMeHTOB C HapYyIIEHUAMH (PYHKIUU
MOYEK.

Tlayuenmsi ¢ Hapywenuem gyuKyuy neveHu

[Tocie MHOTOKpaTHOIrO TO3UPOBAaHUS PUTOHABHpA 310POBBIM J100poBoJbLaM (500 mr 2 pa3a B
CYTKH) M MAI[MEHTaM C JIETKUMU WJIM YMEPEHHBIMHU HapyIICHUAMU (YHKIMH ME4YeHU (KJ1acc A u
B no mkane Yaitna-IIsto, 400 Mr 2 paza B CyTKH) pUTOHABUP MOCJIE HOPMAaIU3alluu J03bl HE ObLIT

CYIIECTBEHHO Pa3JIMYEH MEXAY STUMHU ABYMs TPyIIIaMU.

Iloxka3zaHus K NPUMEHEHHIO
Jleuenne BUY-1 undexunn (y B3pocibIX U JeTel crapiue 3 JeT) B cOcTaBe KOMOMHUPOBAHHON

Tepanuu.
IIporuBonokazanus

° YcTaHoBNIEHHAs MOBBILIEHHAs! YyBCTBUTEIBHOCTh K PUTOHABUPY WIH JIFOOOMY ApYyromy

KOMIIOHEHTY Ipenapara.

* Ecnu putonaBup mpumeHsieTcsl B KauecTBe (papMaKOKMHETUYECKOTO YCHUIIUTENs IPYTHX
uHruOuTOpOB Tporeassl BUY, HeoOXogmmo y4yuThIBaTH WHGOPMAIUIO, COAEPXKAIIYIOCS B

MHCTPYKIUSAX 110 IPUMEHEHHUIO COOTBETCTBYIOIINX HHTHOUTOPOB mpoTeazsl BUY.

* PI/ITOHaBI/Ip IMPOTHUBOIIOKAa3aH B Ka4dYC€CTBC (I)apMaKOKI/IHCTI/I‘-ICCKOFO YCUIIUTCIIA WA

AHTHUPETPOBUPYCHOTO MperapaTa y MalueHTOB ¢ JEKOMIICHCUPOBAHHBIM 3a00JICBAaHUEM TICUCHH.

* [Tepuon rpyanoro BckapmiuBanus (cM. pasaen «l[IlpumeHenune mpu OepeMEHHOCTH U B

HepHO TPYAHOTO BCKAPMITMBAHHSI).

* JleTckuii Bo3pact 10 3 Jer.
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I[eq)I/H_H/IT JIAKTa3bl, HCTICPCHOCHUMOCTD JIAKTOSHE, THIOKO3O-TaTaKTOSHa% 1v1a.11Da6uuPUJ_u1n.

° B wuccienoBanusx in Vitro u in VIVO OBUIO yCTAHOBJCHO, YTO PUTOHABHP SBJISCTCS
MOIIHBIM HHTHOUTOpPOM MeTabonnueckux peakuuit, onocpeayembix CYP3A u CYP2D6. Huxe
NEPEYNCIICHbl  JICKApPCTBEHHBIC Iperaparbl, NPUMEHEHHE KOTOPHIX OJHOBPEMEHHO C
PUTOHABUPOM NPOTHBONOKAa3aHO. Ecii He yka3aHO MHOE, TO 3TU NMPOTHBOIIOKA3aHNsI OCHOBAHEI
Ha WHTUOMPYIOIIEM JCHCTBUM PHTOHABUpAa HAa META0ONM3M OJHOBPEMEHHO IPUMEHSEMBIX
JIEKapCTBEHHBIX MpenaparoB. MHruOupyroiee AeiCTBIE COMPOBOKIACTCS MOBBIICHUEM YPOBHS
CHUCTEMHOW DSKCIO3MIMKA W PHUCKA PA3BUTUS KIMHUYECKH 3HAYMMBIX HOOOYHBIX 3(dekToB
yKa3aHHBIX JIEKAPCTBEHHBIX MPETapaToB.

Mopynupyroniee JAeHCTBHE PUTOHABHpPAa Ha AKTHBHOCTH (DEPMEHTOB 3aBHUCHUT OT JIO3BI.
[IpoTrBONOKa3aHKUs K MPUMEHEHUIO HEKOTOPBIX JIEKAPCTBEHHBIX MPENapaToB OJHOBPEMEHHO C
PUTOHABUPOM Oo0Jiee aKTyabHBI JJIs1 pUTOHABUPA B KAYECTBE aHTUPETPOBUPYCHOTO Mperapara, a

He (papMaKOKHMHETUYECKOro YCUIIUTENs (Harpumep, ais pudaOyTrHa U BOPUKOHA30IIA):

Kaacc IMpencrasu O6ocHoBanme
JIEKAPCTBEHHBI TeJIN
X MpenapaTos KJacca
IoBbIeHNe NN CHUKEHHE YPOBHSI OTHOBPEMEHHO ITPUMEHSIEMOT0 JIEKAPCTBEHHOT 0
npenapara
AHTaroHucTsI 01- | Andy3o3ud | [loBellieHHe KOHIEHTpamuu andy30o3WHa B IUIA3Me, YTO
aJIPCHOPEIETITOP CBSI3aHO C PUCKOM THUIIOTOHHMU BBICOKOW CTENCHH TSKECTH
OB (cM. pasnen «B3amMopaelcTBUE ¢ APYTUMH JIEKapCTBEHHBIMH
CPEIICTBAMUY).

O6e360muBatouu | [letnaun, [ToBbIlIEHNE KOHIIEHTPAMU HOPHETHAMHA, MUPOKCHKama M
€ Mpemnaparsl MUPOKCUKAM | MpornokcudeHa B mia3Me KpoBH. Bo3pacTaer puck Tsokenoro

, YITHETCHUA JbIXaHUS, TCMATOJOTMYCCKUX OTKJIOHCHHHN U
HpOHOKCI/I(b APYrux CEPbE3HBIX HCIKCIIATCIIbHBIX HBHGHHﬁ, CBOMCTBEHHBIX

€H ATHUM IIpenaparam.
AHTnanruHaneH | Panonasun [ToBpIIEHNE KOHIIEHTpPALMM DPAHOJIA3MHA B IUIa3ME MOXKET
bI€ MIpernapaTsl MOBBICUTh PUCK BO3HHUKHOBEHHS CEPbE3HBIX U  (WIN)
YTPOKAIOLINX KU3HU peakuui (cm. paszen
«B3anmopencreue c ApYrUMU JIEKApCTBEHHBIMH

CPEIICTBAMUY).
IIpotuBoomnyxone | Beneroknak | [IoBbleHNE KOHIIEHTPAlMM BEHETOKJIAKCA B IJIa3ME KPOBHU.
BbIE IIpENapaTel | C VYBenuueHne pucka pa3BUTHs CHUHAPOMA JIM3UCA ONYXOJU B

Ha4vaJIC JICHCHUS U Ha HpOTSDKeHI/II/I (1)33131 TI/ITpOBaHI/ISI JO3bI
(cm. paznmen «BzaumoneiicTBUE C APYTUMH JIEKAPCTBEHHBIMHU
CpEICTBaAMM»).

Hepatunu6 [ToBpIllIeHWE  KOHIICHTpAI[MM  HEpaTHHUOA B  IUIa3Me.
YBCHI/I‘II/IBaeTCH pI/ICK paSBI/ITI/ISI CepBGSHBIX I/I/I/IJ'II/I OITACHBIX
I SKM3HM  HEeXeNaTelbHBbIX  peakuuid (cM.  pasjaen

«B3anmoperictue c JpYrUMU JIEKapCTBEHHBIMHU
CPEACTBAMUY).
AnamyramMu | AnanyTaMuja SIBJSIETCS  YMEPEHHBIM/CHIIBHBIM HHIIYKTOPOM
hi§ uzopepmernta CYP3A4, 9ro MOXKET MPUBECTU K CHUIKEHHIO

sbdekra  puTOHaBMpa M TOTEHUUAIbHOM  mOTEpe




.
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BHUPYCOJIOTHYECKOI'0 o Berh- - Kpome toro, - mosbinichue

KOHIIGHTpAllMd anajiyTaMuja B IUJJa3ME€ KPOBH MOXET
MPUBECTH K CEPHhE3HBIM HEKEIATEeIbHBIM SIBICHHUSIM, B TOM
qucie cyaoporam (cM. pasnen «BzanMoaelicTBue ¢ Jpyrumu
JICKaPCTBEHHBIMU CPEICTBAMMY).

AHTHApUTMUYECK
ue Mpernaparsl

AmMuonapox
, Oerpuau,
JPOHETAPOH
, DHKAauHUJI,
brexanHUI,
nponadeHo
H, XMHUIHH

[ToBblIeHMEe  KOHILIEHTPALlMM  aMHOAapoHa, Oenmpuauia,
JIpOHEJAapOHa, SHKauHWUIA, ¢rekanHuaa, mponadeHoHa u
XMHMJMHA B IUIa3Me KpoBu. llpu 3TOM BO3pacraer puck
apUTMUU U JIPYTUX CEPbE3HBIX HEKEIATENIbHBIX SIBJICHUH,
CBOMCTBEHHBIX 3TUM IIpErapaTaM.

AHTHONOTHUKHU

dy3unoBas
KHCJI0Ta

[ToBbIIeHHE  KOHIEHTpaluu  (y3WI0BOH  KHCIOTHI |
pUTOHABHpA B TUIa3MeE KPOBHU.

[TpoTrBOTrpNOKOB
BIC TIPETIapaThl

Bopukonazo
1

[Tpumenenue putonaBupa (400 Mr 2 pasza B CyTKu U Ooiiee)
OJTHOBPEMEHHO C BOPHKOHA30JIOM MTPOTHBOIIOKA3aHO B CBS3H
CO CHIDKCHHMEM KOHIICHTpAllMM BOPUKOHA30Jla B IUIa3Me
KPOBH M BO3MOXXHBIM CHW)KCHHEM €I'0 TEPaIeBTHYECKOTO
sbdekra (cMm. pasgen «BzaumonelicTBue € APYrUMH
JICKAPCTBCHHBIMU CPEICTBAMMY).

AHTUTHCTAMUHH
bI€ MperapaThl

AcTtemmu3ou,
tepdenaaun

[ToBbIlIEHNE KOHIEHTPALMU acTeMu3oia U TeppeHaanHa B
miasMe KpoBH. Bospactaer pHCK pa3BUTHS CEPBE3HBIX
apUTMU.

IIpotuBonoarpu
4EeCKUe
npenaparsl

Konxuima

B0o3MOXHO pa3BUTHE CEPbE3HBIX M (WIHM) YIPOXKAIOIIKUX
JKU3HM DPEaKIHUi y MalUeHTOB C HapyLICHUAMH (QYHKIUU
novek u (wim) meueHu (cM. pazaensl «OcoOble yKazaHus U
«B3aumonetictBue C JIPYTUMH JIEKapCTBEHHBIMU
CpEJICTBaAaMU»).

AHTHUMHKOOaKTEP
HalIbHBIC
npenapaTsl

Pugabyrun

[Tpumenenne purtonaBupa (500 mMr 2 pa3za B CyTKH) B
KauecTBE aHTUPETPOBUPYCHOI'O IMpenapara OJHOBPEMEHHO C
pr(aOyTHHOM TNPOTHUBOMOKA3aHO B CBSI3M C IOBBIIIEHUEM
KOHLEHTpauuu pudaOyTHuHa B CHIBOPOTKE KPOBH U PUCKOM
pasBUTHS HEXENATeNbHbIX peakluil, BKIOYas yBEUT (CM.
pasnmen  «OcoOble  ykazanusi»). Pexomenmamuum 1o
IIPUMEHEHHIO pUTOHaBHpa B KauecTBe
(apMaKOKMHETUYECKOTO  YCWJIMTENS  OJHOBPEMEHHO ¢
pudalOyTuHOM mpHUBEAEHBI B paszene «BzaumoneiicTBue c
JPYTMMHU JIEKaPCTBEHHBIMU CPEACTBAMM.

AHTHUIICUXOTUKH /
HEUPOJIENTUKHU

JlypasunoH

IToBpIIEHME KOHLEHTPAaLMU JIypa3HJIOoHA B IUIa3ME€ KpPOBH
MOJKET TOBBICUTh PUCK BO3HUKHOBEHHUSI CEPbE3HBIX U (MJIN)
YTPOXKAIOIIUX KU3HU peaxkuui (cm. pazzen
«B3anmoperictue c JpYTrUMU JIEKApCTBEHHBIMH
CPEIICTBAMUY).

Kno3zanums,
MTMMO3U/T

[ToBpIlIEHME KOHLEHTpALMM KJIO3allMHA W NHMMO3MJAa B
miasMe KpoBu. Bo3pactaer pHCK pa3BUTHS CEPbE3HBIX
reMaToJIOrMYeCKUX OTKJIOHEHMH U JIpYyITMX CEpbE3HBIX
110004HBIX 3()(EKTOB ITHX MPENapaToB.

Ksetnanun

IloBbIlIEHHE KOHLEHTpAlUU KBETHAIIMHA B IUIA3ME MOXKET
IpuBeCTU K KoMe. [IpuMeHeHne puToHaBUpa OJJTHOBPEMEHHO

C  KBETHANMHOM  NPOTHBONOKa3aHO  (cM.  pa3zgen
«B3anmopenicTeue c JpYTrUMU JIEKApCTBEHHBIMH
CPEIICTBAMUY).
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[IpousBognbie Hurunapospr | [loBbiienue
AJIKAJION10B OTaMUH, CHOpPBIHBM B IIJJa3M€ BEAET K OCTPbIM TOKCHYECKUM
CIOPBIHBU SProHOBUH, | 3(ddeKTam, BKIIOYAs Ba30Ca3M U HIIEMHUIO.
3ProTamuH,
METHIISPTOH
OBHH
CtumMynaropsl Huzanpua [ToBpilIeHNE KOHIIGHTpAllMM LM3anpuia B IUIa3Me KpPOBH.
MOTOPHUKH Bo3spacraer puck pa3BUTHS CEPbE3HBIX APUTMHUM.
KEITYA0YHO-
KHILIEYHOI'O Tpaka
(OKKT)
HNHruburopsr JloBactatun | IloBbllIeHHME KOHIIEHTpAIMH JIOBACTaTHHA U CUMBAcTaTUHA B
penykraspl [MI'- |, MJja3Me KpOBH, YTO BEJET K IMOBBIIICHUIO PUCKAa MHOMNATHUH,
KoA CUMBAcTaTH | BKIIoYasg padmomuonu3 (cM. pasnen «BsaumopneiictBue c
H JPYTMMHU JICKAPCTBEHHBIMH CPEACTBAMMUY).
Wuaruburop Jlomurtanuya | IloBbllleHWE KOHUEHTpAlUU JIOMUTAaNKMAa B IIa3M€ KpPOBU
MHUKPOCOMAJIBHOT (cM. pazgen «B3aumonelicTBUE C APYTUMU JIEKAPCTBEHHBIMU
o Oenka- CpEACTBAMMY).
MepEeHOCUrKa
TPUTIIULEPUIIOB
Nuruburtopsl ABanadun [ToBpilIeHNEe KOHIIEHTpAlMu aBaHaduiaa B I1azMe (CM.
docdomurcrepas paznensl  «OcoOble  ykazaHusi» u «B3aumopeicTBue ¢
Bl 5-TO TUIIA JPYTMMHU JICKAPCTBEHHBIMH CPEACTBAMMUY).
(®13-5) Cunnenadu | IlpoTHBONOKa3aH TOJBKO MPU HCHOIB30BAHUU JUIS JICUCHHS
b nerouHoit aprepuansHoil runeprensun (JIAT). [loBeimenue
KOHIICHTpaluu cuiijeHaduia B Tuia3Me KpoBH. Bospacraer
BEPOATHOCTH Pa3BUTHI HEXKENATEIbHBIX SBJICHHIM, CBI3aHHBIX
C TIpUMEHEHHEM cuijieHaduaa, BKIKOYAs TUIOTEH3UIO U
0OMOpOKH. YKa3aHHs 10 OJIHOBPEMEHHOMY IpPHMEHEHHIO
cuijieHaduIa y MalMeHTOB C 3PEKTHUIIbHON AUCcyHKIMEN cM.
B pasgenax «OcoOble ykazaHusi» U «B3aumopelicTBue c
JPYTMMHU JIEKaPCTBEHHBIMHU CPEACTBAMM.
Bapnenagu | IloBbllieHne KOHLEHTpalMM BapjaeHaduia B IiazMe (CM.
hi | paznensl  «OcoOble  ykazaHusi» u «B3aumopeicTBue ¢
JPYTMMH JIEKaPCTBEHHBIMU CPEACTBAMMU).
CenaTuBHbBIE U Knopazenar, | [loBbllieHME KOHUEHTpaUMW  KJOpaszemnara, Juas3ernama,
CHOTBODHBIE uaszerna, scTazonama, (iaypasenama, npelHa3HAuYE€HHBIX Ul Ipuema
npenaparsl 3cTa30JIaM, BHYTpb MHJa30jiaMa U Tpua3ojamMa B IUIa3M€ KpOBH.
¢nypazenam | Bo3pactaer pucCK H30BITOYHONH COHJIMBOCTH M YIHETEHMS
, npixaHus. OcoOble yka3zaHus 10 MUAA30jaMy, BBOIUMOMY
IIpelHa3Hay | MapeHTepalbHO, CM. B pa3aeie «B3aumozeiicTBue ¢ 1pyrumMu
€HHbIE JJIs1 JIEKapCTBEHHBIMU CPEACTBAMU.
npuemMa
BHYTPb
MUJa30j1aM
"
TpHa3ojiaMm
CHuKeHHe YPOBHSI PUTOHABHPA
PacturensHbie 3Bepoboit IIpuMeHeHne pacTUTENBHBIX JIEKAPCTBEHHBIX IIPENaparos,
JIEKapCTBEHHBIE COJIepIKaIINX 3BepoOOH (Hypericum perforatum),
npenaparsl OJIHOBPEMEHHO C PUTOHABUPOM IPOTHUBONOKA3aHO B CBSI3U C

PUCKOM CHMKCHUSA KOHIOCHTPALIMKW PUTOHABHpPA B IIA3MC U




COOTBETCTBYET 3K( MY OTUETY

ot 22.04.2025 N2 10724

ocnabeHus | ero  KIMHWYECKRX - HydhbekTos (cM." “paznen

«B3aumonericreue c ApyTrUMHU JIEKapCTBECHHBIMHU
CpEICTBaAMU»).

C 0CTOpPOXKHOCTHIO

['ematut; aApyrue CONyTCTBYIOIIME 3a00JIeBaHUSA  TEYEHU; TMOBBIIICHHE AKTUBHOCTHU
«MIEYCHOYHBIX» (DEPMEHTOB; MIEYCHOUHAs! HEJIOCTATOYHOCTh CPEAHEN CTETIEHH TSKECTH; TsKeas
CTeTNeHb IMeYeHOYHOW HemoctaTtoyHocTu (kmace C mo mkane Yaitna-Ileio) 6e3 mpusHakoB
JeKoMIeHcauuu (Ipu TPUMEHEHWH pUTOHABHpa B KadecTBe (hapMaKOKHHETHYECKOIO
YCUJIUTEJS); TMAIlMeHThl ¢ OPraHUYECKUMHU 3a00JIeBaHUsAMH Cepilla, U CYIIECTBYIOIIMMU paHee
paccTpoiicTBaMu MPOBOASALIEH CUCTEMBbI CEpALA WIM MALUEHTHI, IPUHUMAIOLUE PENaparsl,
yMHAonmMe naTepBan PR (Takue kak BepamaMuil WIKM aTa3aHaBUp); COBMECTHOE MPUMEHEHHE
HE PEKOMEHIYeTCs CO CIeAYIIUMHU MpernapaTtamu (cMm. paszzaensl «OcoOble ykazaHUsS» U
«B3auMopnelicTBie C JAPYrUMH JIEKAPCTBEHHBIMU CpPEICTBAMU»). (hocammpeHaBUpOM (03Bl
puToHaBupa Bbie, yeMm 100 mr 2 pasza B cyTkH), arazaHaBupoM, UHAuHaBupoM (800 mr 2 pasza B
CYTKH COBMECTHO ¢ puToHaBupoM 100 Mr 2 pa3a B CyTKH), pUBapoKcabaHOM, BOpamakcapom,
CaJIMETEPOJIOM, PHUOIMIYaTOM, CHUMENpPEBHPOM, (IyTHKAa30HA MPOMHOHATOM, OyIECOHHIOM,
TPUAMIIMHOJIOHOM, TieKanpeBupoM/muOpeHTacBupoM. Crenyer NPUMEHSITh C OCTOPOKHOCTHIO
CO cieayrlImMMH Tmpenapatamu (cM. pazaen «OcoObie ykazanusi» u «B3aumopeinctBue c
JIPYTUMH  JICKAPCTBEHHBIMH  CPEACTBAMK»):  adaTHHHOOM, UEPUTUHHOOM, TPa30JOHOM,
aJIpa3ojgaMoM, JUTOKCHMHOM, cuiieHapuioM u TajnanaduiaoM (JUisl JIEYeHUs SPEKTHIIbHOM
TUCQYHKIMM), MHIa30jJaMoM (IIpU  THapeHTepaJbHOM IMPUMEHEHUH), AaTOPBACTATUHOM,
po3yBacTaTWHOM, KeTOKOHa3oioM. Cremyer wu30eratb COBMECTHOTO TIPUMEHEHHUS  CO
CIeYIOIMMHU TIpenapataMu (cM. pazaensl «Ocobbie ykazanus» u «B3zaumoseiictBue ¢ ApyrumMu

HeKapCTBeHHBmHICpCHCTBaMH»)Z6eHaKBHHHHOM,a6eMaHHKHH6OM.

IIpumeHeHne npu 6epeMEHHOCTH M B IEPHOJ TPYAHOI0 BCKAPMJIMBAHUSA

bepemennocmeo

Bonbimoe kommuuectBo OepemeHHBIX >keHIUH (6100 ciydaeB pOXIECHHS KUBOTO peOCHKA)
MOJIyJaJId PUTOHABHpP BO BpeMsi OepeMeHHOCTH; n3 HuX B 2800 ciaydasx pOXKICHHS YKUBOTO
pebeHKa KeHIUHBI TOMy4Yald Tpenapar B MEpBOM TpumecTpe. B OONBIIMHCTBE 3TO clydau
MPUMEHEHUS PUTOHABHPA B COCTaBE KOMOMHUPOBAHHOMN TEpaIlMy U B HETEPANIEBTUUECKHX J[03aX,
TO €CTh B 00Jiee HU3KUX J103aX B KauecTBe (hapMaKOKUHETHUECKOTo ycuinuTens 1ia qpyrux UII.
DTH JaHHBIC TMOKA3bIBAIOT OTCYTCTBUE TMOBBIIICHUS YaCTOTHI MIOPOKOB PA3BUTHSI OTHOCHUTEIIHHO
4acTOThI, 3aPETUCTPUPOBAHHON CICTEMaMU MOHUTOPUHIA TTOPOKOB Pa3BUTHS B OMYJISAIUU.
Pe3ynbrartel uccnenoBaHMl Yy OKMBOTHBIX YKa3blBalOT HA HAJIMYME PENPOIYKTUBHOM

TOKCHUYHOCTH.
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B wuccienoBaHusX Ha >KUBOTHBIX PETUCTPUPOBAIUCH c%ﬁ%gﬁbﬁ)@‘gﬁﬁbﬁ Iofi(clntligécm

1y OTUETY

npernapara y Kpbic (paHHss pe30pO1is KOCTHOM TKaHU, CHM)KEHHWE MacChl Teja IUI0Aa, 3a/1epiKKa
occu(UKAIMKN U JPYrHe OTKIOHEHHUS B PAa3BUTHH) MPOUCXOAWIA MPU J03aX, IPUMEHIEMBIX Y
OepeMEHHBIX KpPBIC 75 MI/KT/CyT (CpeaHsisi KOHIICHTpalus B Iia3mMe KpoBu 45 Mkxr*u/mi). Takke
Ha0JI01aJI0Ch HE3HAYMTENbHOE YBEJIUMYEHHUE 3a00J€BAaEMOCTH KPUIITOPXU3MOM Yy KpBIC NpHU
no3ax 35 mr/kr/cyt (34 Mkr*u/mi).

B uccrnenoBanusx Ha >KMBOTHBIX PETHCTPHPOBAIHNCH Ciay4dan 3MOpHO(deTalbHOM TOKCHYHOCTH
npenapara y KpOJIMKOB (pe3opOlusi KOCTHOM TKAaHM, YMEHBIIEHHWE YHUCIEHHOCTH IOMEeTa U
YMEHBIIEHHE Macchl Tejla IUIoJa) NPOMCXOIWIa IMpH [03aX, NPUHUMAEMbIX OepeMEHHBIMU
kponukamu 110 mr/kr/cyt (34 Mxr*u/mi).

B cBs3u ¢ Tem, 4TO HMCCIENOBAaHUS PENPOAYKTUBHOW (DYHKIIMM KUBOTHBIX HE BCETa MOXKHO
9KCTPAIOIUPOBATh HA JIOJCH, PUTOHABUP MPU OEPEMEHHOCTH BO3MOXKHO NMPUHUMAThH TOJIBKO B
TOM ciydae, eclid pe/roiaraeMas 1ojib3a Ui MaTepu MPEBOCXOAUT NOTEHIIMATIbHbIN PUCK IS
wioza.

I'pyonoe eckapmaueanue

CylecTBYIOT OrpaHHMYEHHBIE JUTEpaTypHbIE JAaHHBIE O BBIJICJIEHUU PUTOHABHpA C IPYIHBIM
MojokoM. OTtcyTcTByeT MH(OpMalus O BIMSHUM PUTOHABHUpA HA JIeTeH, HaxoIsAIuXcs Ha
TPyIHOM BCKapMJIMBaHWW, WM BIMSAHUU IIperapara Ha BBIPAOOTKY MoJioKa. Bsumy
noTeHIManbHOro pucka mnepenaun BUY BHY-orpunarensHblM MiaJcHIAM W pa3BUTHUSA
BUPYCHOH pe3ucTeHTHOCTH Yy BUWY-NonoXUTENbHBIX MIIAJECHIEB, a TaKXKe Cepbe3HbIX
HEXKEJNATeNbHbIX peakiuid y JeTed, HaXOAAIIMXCS Ha TPyJIHOM BCKapMJIMBAHUHU, TpyJHOE
BckapminBanue BUWY-nHQuUuMpoBaHHBIMU JKEHIIMHAMU IPOTHUBOIIOKA3aHO (CM. pas3zaen
«IIpoTHUBOIIOKA3aHUS).

Depmunvnocms

JlaHHBIE O BAMSIHUM PUTOHABHpa Ha (EpTHIIBHOCTD YelloBeKa OTCYTCTBYIOT. B MccienoBaHusx y

JKHUBOTHBIX He6J'IaFOHpI/I$[THOFO BJIMAHUA PUTOHABHPA HA q)epTI/IJ'II)HOCTB HE 0TME€YaJIOCh.

Cnocod npuMeHeHHs U 103bl
BuyTpb Bo Bpems enpl. Kancynbl puToHaBrpa HEOOXOAMMO MPOTIATHIBATh IEIMKOM, UX HETb3S
pa3KeBbIBATb, PA3IaMbIBATh WJIA U3METHYATh.

HDI/IMeHeHI/Ie PUTOHABHpA B KAYECTBEC d)aDMaKOKI/IHeTI/I‘—IeCKOFO YCUITHUTEIA

[Ipy Ha3HaYeHHM CHI)KEHHBIX /103 PUTOHABHpPAa B KOMOMHAIMM C JIPYTMMH HHTHMOUTOpaMu
nporea3 BUY (manpumep, B ciaywasxX, KOorja pPHUTOHaBUP MCHOJIB3YETCd B KauecTBE
(apMaKOKMHETUYECKOTO YCUIIMTENS APYIrUX UHIHOUTOpOB mpoTeas BUY) ciexyer, B ToM uucne
PYKOBOJCTBOBaTbCS HMH(OpMaIMe, coaepKamleicss B MHCTPYKUMSIX [0 NPUMEHEHUI0 U

JNAHHBIMU KJIMHUYECKUX HCCIEOBAaHUN COOTBETCTBYIOMIUX WHTHOUTOpPOB mpoTeas3 BUY.

11



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 22.04.2025 N2 10724

[lepeunciieHHBIE HUXE WHTHOUTOPHI MPOTEA3BI BI/IHQ:E%%FHEEHIIEHE&HEFEH%% B

KOMOWHAIMK C pUTOHABUPOM B KayecTBE (PapMaKOKHHETUYECKOTO YCHIIUTEIIS.
Bspocibie
AwmmnpenaBup 600 mr 1Ba pa3a B CyTKd ¢ puToHaBupom 100 Mr aBa pa3a B CyTKH.
ArtazanaBup 300 Mr oguH pa3 B CyTKU ¢ putoHaBupoM 100 Mr oauH pa3 B CYTKH.
®ocammpenasup 700 mr aBa pa3a B cyTkH ¢ putoHaBupoM 100 mr aBa pasza B CyTKHU.
JlonunaBup/putoHaBup (komOuHupoBanHas Gopma) 400/100 mr mim 800/200 mr.
CaxBuHaBup (y MaMeHTOB, KOTOPHIE paHee MOTyJald aHTUPETPOBUPYCHYIO Tepanuto): 1000 mr
JIBa pa3a B CyTKu ¢ puToHaBupoM 100 Mr 1Ba pasza B CyTKH.
CaxBuHaBup (y MALMEHTOB, KOTOpPbIE PaHEE HE NOJydald AHTHUPETPOBUPYCHYIO TEpAIMIO):
cakBuHaBup 500 mr aBa pasza B cyTku ¢ putoHaBupoMm 100 Mmr nBa pa3a B CyTKM B TE€UCHHE
nepBbIxX 7 gHel, 3areM cakBuHaBup 1000 Mmr aBa pasza B cyTku ¢ putoHaBupom 100 mr nBa paza B
CYTKH.
Tunpanasup 500 Mr aBa pa3a B cyTku ¢ putoHaBupom 200 Mr /1Ba pas3a B CyTKHU (TUIIpaHaBUP B
KOMOMHAIUK C PUTOHABUPOM HE ClIeAyeT NPUMEHSATh y MallMEHTOB, KOTOPbIE paHee HE MoJIydalin
AHTUPETPOBUPYCHYIO TEPAIIHUIO).
JapynaBup (y manudeHToB, KOTOpPbIE paHee IMOJIydaad aHTUPETPOBHPYCHYIO Tepanuio): 600 mr
JIBa paza B CyTKu ¢ puToHaBupoMm 100 mr nBa paza B cyTku. Taxke BO3MOXHO Ha3HaYeHUE
napynasupa 800 Mr omuH pa3 B CyTku ¢ putoHaBupoM 100 mMr oamH pa3 B cytku. s
nojy4yeHus Oosee moapoOHOM MH(popMmaluM, BKIOYas MPUMEHEHHE Ipernapara OJUH pa3 B
CyTKM Yy MAalMEHTOB, KOTOPbIE paHEE MNPUMEHSUIN AaHTUPETPOBUPYCHYIO TEpaluio, CIEAyeT
BHHUMATEJIbHO U3YUYUTh HHCTPYKIUIO IO IPUMEHEHMIO TapyHaBUpA.
JapynaBup (y nalueHToB, KOTOPbIE paHee He MOoTydalld aHTUPETPOBUPYCHYIO Tepamnuio): 800 mr
OJIMH Pa3 B CyTKHU ¢ puToHaBupoM 100 Mr oauH pa3 B CyTKH.

€TH
[IpumeHenne mpenapara y aeTeid mianmie 3 JeT MpPOTHBOMOKa3zaHo. HeoOxomumo ciemoBath
UHCTPYKLIMU IO TPUMEHEHUI0 HHruouTtopoB mporeazsl BUY-1, koTopeie paspemieHsl K
IPUMEHEHHIO B KOMOMHAIIMY C PUTOHABHPOM.

[loyeyHas HEJOCTATOYHOCTh

PutoHaBup B OCHOBHOM MeTa0oIM3HpyeTcs B TMe4eHH. Bo3MoxkHO mnpumeHeHue (c
OCTOPOXKHOCTBIO) PpUTOHaBHpa Kak (apMAKOKHMHETHUYECKOTO YCHIIUTENSI y MalUeHTOB C
MOYEYHOW HEJOCTATOYHOCTHIO B 3aBUCHMMOCTH OT KOHKPETHBIX MHrHOMTOpOB mporteaz BUY, c
KOTOPBIMM HPUMEHsIETC pUTOHaBUpP. OJHAKO, MOCKOJIbKY IOYEYHBINH KJIMPEHC PUTOHABHpaA
HUYTOXXKHO MaJl, TO YMEHbIIIEHHE OOIIETr0 KJIMpPEHCa HE O0XKHAAeTCS y MAlUEHTOB C MOYEeYHOU

HEeJ0CTaTOYHOCThI0. [lng momydyeHus noApoOHON HHPOpMalMu O peXUME JI03UPOBAHUS Y
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1y OTUETY

IIPUMEHEHHIO COBMECTHO IPUMEHAEMOT0 MHTHOUTOpa rnporeassl BUY.

IIeueHouHas HEAOCTATOYHOCTD

PutonaBup mpoTHBOIIOKa3aH B KauyecTBE (DapMaKOKHHETHUYECKOIO YCHIIMTENSl Yy MAlUeHTOB C
JEKOMIICHCUPOBaHHBIM 3a00JICBAHUEM TTEUCHHU.

OTCYTCTBYIOT JaHHBIE O NPUMEHEHHUH PUTOHABUpPA y MALMEHTOB CO CTAOMIIBHO TSDKEION
CTETNICHBIO TIeYeHOUHON HemoctarouHocTn (kimacc C mo mkane Yaiina-Ilsio) 6e3 mpu3zHakoB
JIEKOMIICHCAIIUH, TI0O3TOMY CIIEZyeT COONI0AaTh OCTOPOKHOCTh MPHU MPUMEHEHUHU PUTOHABUPA B
KauecTBe (papMaKOKMHETHUYECKOTO YCUIIMTENS y JaHHOM TPYIIbI MAllMeHTOB B CBSA3H C PUCKOM
NOBBIIIEHUS] KOHIIEHTPAIMd COBMECTHO IpHMEHseMoro uHrubutopa mporeazsi BUY. Jlns
NOJy4eHUsI MOAPOOHON MH(pOpMAIM O pEeXHUME J03UPOBAHMS Yy TAMEHTOB C IMEYEHOYHOU
HEJOCTAaTOYHOCTBIO ClenyeT oOpaTHTbCsl K HWHCTPYKUHMHM TIO MPUMEHEHUI0 COBMECTHO
MIPUMEHSIEMOTr0 HHruOuTOpa rporeassl BUY.

HDI/IMGHGHI/IG pUTOHaBHpa B KAYCCTBC aHTUPCTPOBUPYCHOT'O MMperiapara

B3pocasie

ITo 600 mr (6 kamncyn) aBa pa3a B cyTku. CytouHas ng03a coctasiser 1200 mr.

[TocTrenenHoe yBenuueHUe 103bl MpenapaTa pUTOHABUPa B HAaYaJIbHbIN MEPUOJ JIEYEHUS MOXKET
CIOCOOCTBOBAaTh YJIYUIICHUIO IIEPEHOCUMOCTH IpenapaTa. HaganpHas n03a 10JKHA COCTAaBIIATh
He MeHee 300 Mr nBa pa3a B CYTKM B TE€UEHHME NEpPBbIX 3 JHEH, aanee J03y YBEIMYHUBAIOT
(xaxxmoe yBenndeHue 1036l — Ha 100 mr 2 pasa B cytku) 10 600 mr 2 pa3a B CyTKU B T€UEHHUE
nepuoaa, He mpeBbllIaroniero 2 Heaens. He ciegyer nmponoipkaTh JIEYEHHE IPENapaTtoM
putoHaBupa B o3¢ 300 mr 2 pa3a B cyTku Oosnee 3 THEH.

Kombunuposannvie cxemul aeuerus ¢ 08yma uncubumopamu npomeaswol (MI1) BUY

Knunudecknii  ompIT KOMOWHUPOBAHHOW  Tepanuu, MpeaycMaTpUBaIOIIEed MpUMEHEHHUe
TEpaneBTUYECKUX 103 PUTOHABHpA B COUETAHUH C JAPYTUM HMHTUOUTOpOM mpotea3sl BUY,
orpannyeH. PUTOHaBHp B 3HAUUTENTHLHON CTENEHU CHIKACT META0O0JM3M OOJBIINHCTBA JAPYTHX
WHTHOUTOPOB BHUPYCHBIX mpoTeas. CremoBaTeNbHO, MpPU HA3HAYEHUHW KOMOMHUPOBAHHOU
Teparnuu c NPUMEHEHUEM  PUTOHABHUpAa  CIEAYET  NPUHUMATh BO BHUMaHUE
(dbapMaKOKMHETHYECKOE B3aMMOJCUCTBUE U JIaHHBIE MO OE30MacCHOCTH MPUMEHIEMBIX
JIEKapCTBEHHBIX TMpenaparoB. Ji1g 3Toro kiacca mnpenapaToB XapaKTepHa BbIpaKEHHAs
MepeKpPecTHasT PE3UCTEHTHOCTh. [IpeAnouTuTenhbHO CleayeT MCIOIhb30BaTh KOMOMHAIMIO JBYX
NIl ¢ HamMeHbLIEH NEPEKPECTHOW PE3UCTEHTHOCTHIO. IIpu umcmonp30BaHWM pUTOHABHpA B
COCTaBe JaHHBIX CXEM CIIeAyeT YUYUTHIBATh BCE BBIMICIIPUBEICHHBIE (PaKTOPHI.

Jlemu (3 200a u cmapwe)

CrnenyeT Ha3Ha4YaTh PUTOHABUP B KOMOMHAIMH C JPYTUMHU IPOTUBOBUPYCHBIMHU ITperapaTamH.
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PeKoMEHIOBaHHAs 71033 TIpenapara PHUTOHABUP zxnﬂ'rﬂgfeﬁE%gc@é‘BEQ[t@gbL_ﬂGb 01/

MIOBEPXHOCTU Tejla 2 pa3a B CyTKM, U OHa He JojbkHa npeBblmate 600 mMr 2 pa3za B CYTKH.

Hauanenas 103a cocTapiser 250 Mr/ M? IOBEPXHOCTH Tela, ee CJeAyeT YBEIMUYUBATH C
2

uHTepBajgoM 2—3 aHsA Ha 50 Mr/ M° MOBEpXHOCTH Tejia 2 pa3a B CyTKH. Ecim manmweHTsl He

MEPEHOCAT MAKCUMAJIbHYIO CYTOYHYIO 103y B CBSI3U C NMOOOYHBIMH SIBJICHHUSIMH, HA3HAYarOT

MaKCHUMaJbHO MEPEHOCHMYIO JI03y TMpernapara pHUTOHaBHpa B KOMOWHAIMM C JPYTUMHU

AHTUPETPOBUPYCHBIMHU IIpeNapaTaMHu.

[Tnomane moBepxHoctu Tena (III1T) moxkeT ObITH paccurTaHa 1o cieayromein hopmyse:

[T (M) = \"IE[P{JCT (cm) * Macca tena (kr)]/3600).

Tayuenmul noorcunoco 803pacma

Koppekuust 10361 He TpedyeTcs.

HGMMEHmbl C NOYe4yHou HedOCMAmo4HOCIbIO

I[aHHBIe 0 I[PUMCHCHHWHN pPUTOHABHUpa Yy IIAUCHTOB C MMOYECYHOM HEOOCTAaTOYHOCTBIO
OTCYTCTBYIOT. HpI/IHI/IMaFI BO BHHMAHHEC, 4YTO MMOYCYHBIN KIIMPCHC PUTOHABUpPA HUYTOXKHO Mall,
CJICO0BATCIIbHO, MAJIOBEPOATHO YMCHBIICHUC O6HI€FO KIIMpCHCa Yy IMAIMCHTOB C MMOYCIHOM
HEAOCTATOYHOCTBIO. PI/ITOHaBI/Ip B BBICOKOH CTENEHM CBS3BIBAETCS C O€JIKaMH ILIa3MBbI KpOBH,
MaJIOBCPOATHO CYHICCTBCHHOC CHHIKCHHEC €0 KOHLCHTpalHWU B PE3YJIbTATC IeMOJUalIM3a HIIN
NEPUTOHCATIBHOI'O JUaJIn3a.

Hayuenmul ¢ neuenounou He00CmMamo4HoCbIO

PI/ITOHaBI/Ip B OCHOBHOM MCTa6OHI/I3I/Ipy€TC$I B TIICUCHH. q)apMaKOKI/IHeTI/I'-ICCKI/IG JaHHBIC
YKa3bIBalOT Ha TO, YTO KOPPEKUUA MHO3bl Yy MAIlUCHTOB C JIETKON U CpCI[HCﬁ CTCIICHBIO
MIEYCHOYHOH HCOOCTATOYHOCTH HC Tpe6yeTc;1. PI/ITOHaBI/Ip INPOTHUBOIIOKA3aH Yy IIAIIUCHTOB C
JACKOMIICHCUPOBAHHBIMHU 3a00JIcBaHUSIMH TICUCHH.

emu

[TpumeHeHne npenapaTa pUTOHABUpP y AE€TEH A0 3 JIET IPOTUBOIIOKA3aHO.

ITo0ouyHOE nelicTBUE

HDI/IMeHeHI/Ie PUTOHABHpA B KAYECTBEC d)aDMaKOKI/IHeTI/I‘—IeCKOFO YCUITHUTEIA

HexenaTenbHble  peaklMH, CBsI3aHHblE C MNPUMEHEHHEM pHUTOHAaBUpa B  KauyecTBE
(apMaKOKMHETUYECKOTO YCHIJIUTEINS, 3aBUCAT OT BBOAMMOIO COBMECTHO CHEIH(UIECKOTO
uHruouropa mnporeas BUY. [Ing mnonyueHuss HHPOpPMALMM O HEXKEIATEIbHBIX PEAKIHIX
oOpatutrech K UWHCTPYKUMU IO TPUMEHEHUI0 KOHKPETHOTO COBMECTHO MPUMEHSEMOTo
uHruoburtopa nporeas BUY.

[IpuMeHeHNEe PUTOHABHUPA B KAYECTBE aHTUPETPOBUPYCHOIO IperapaTa
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Heoswcenamenvnvle  peaxyuu,  noayuenHvle | 8 iAo Dl ibdstnha P .

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

HOCMPe2UCPAYUOHHOM NePUOOe Y 83POCIbIX NAYUEHINO8

Haubonee dacThiMH 3aperdCTPUPOBAHHBIMU HEXKEIATSIBHBIMU PEAKIMSAMHI CPEIU TAIUCHTOB,
MOJYYalOIUX MOHOTEPANUI0 PUTOHABUPOM WIJIM PUTOHABUP B KOMOWHAIMK C JAPYTHMH
AHTHPETPOBUPYCHBIMH TIpenapaTamMu, OBUIM HapyIIEHUS CO CTOPOHBI IMHIICBAPUTEIHHON
CHCTEMbI (BKJIIOYAsl THAPEI0, TOLUIHOTY, PBOTY, 00JIb B )KUBOTE (B BEPXHUX M HUXKHHX OT/CIax)),
HApYIICHUS CO CTOPOHBI HEPBHOW CHUCTEMBI (BKJIIOYAS MAPECTE3UU U TMAPECTE3UI0 CIIM3UCTON
000JIOUKH pTa), @ TAKKE YTOMIIIEMOCTh/aCTCHUYECKHM CHHJIPOM.

Coo0manoch 0 pa3BUTHH CIEAYIOIINX HEXKEIAaTeNbHBIX pPEaKIUil OT CpeJHeH 10 TSHKEIOon
CTETICHH TSHKECTH, BO3MOKHO HIIM BEPOSITHO CBSI3aHHBIX C NMPHUEMOM pUTOHaBHpa. B mpenemnax
KOKIOW TPYIIBl paclpeleleHus] MO0 YacTOTe BCTPEYACMOCTH HeXenaTelbHble A()(eKTs
pacrosoXKeHbl B MOpsSAKE YObIBAaIOIIEH 3HAYMMOCTH: oueHb yacto (>1/10), gwacto (=1/100, HO
<1/10), meuacto (>1/1000, Ho <1/100), peaxo (>1/10000, o <1/1000), ouens penko (<1/10000),
4acTOTa HEM3BECTHA (HA OCHOBAHUH MMCIOIIUXCS TAHHBIX OIICHUTH HEBO3MOXKHO).
Heorcenamenvnsvle peakyuu 6 KIUHUYECKUX UCCIEO08AHUAX U HOCMPEUCMPAUUOHHOM

nepuooey 63pOCJIblX nauuenmoes

Kitace cucreM opraHos Yacrora HexenarenbHas peakuus
Hapymenus co ctoponsl kpoBu 1 Hacto CHIKEeHMe yucIa JISUKOIIMTOB, CHIKEHHE
muMQpaTHUYECKON CHCTEMBI KOHIIEHTPALlMU TeMOTI00MHa, CHI)KEHUE Yncia

HENUTpo(UIOB, MOBBILICHHE YUCIIA
H03MHO(HIIOB, TPOMOOLIUTOTIEHUS

Heuacto [ToBbilIeHNE YnCiia HEUTPODUIOB

Hapy1enust co cTopoHbI Yacro Peaknuu runepuyBCTBUTEILHOCTH, BKIIIOYas

MMMYHHOH CUCTEMBI KpalvBHUIY U aHTHOHEBPOTHYECKUH OTEK
Penko AHapWIaKTHYECKHE PEAKLIUU

Hapymenust merabonusma u Yacto ['unepxosnecrepuHeMusl,

MATAHUS TUIEPTPUTIIMLIEPUIEMUS, TTOJArpa, OTEKH, B

TOM 4ucIIe nepudepruyeckue, 00e3B0KUBaHNE
(0OBIYHO CBSA3aHO C CUMIITOMAaMHU CO CTOPOHBI
MUIIEBAPUTEIBHON CHCTEMBI)

Heuacro Caxapnblil tuabet

Penko [ uneproukeMust
Hapymmenust co croponsl HepBHOM  O4eHb yacToJlucTeB3us, MapecTe3nn CIAUZUCTON 000T0UKHI
CUCTEMBI pTa u nepudepuveckre napecTe3nu, roJoBHas
00J1b, TOJIOBOKpYKEHHUE, Tepudepruueckast
HelponaTus
Yacto becconnuiia, Bo30yxaeHNe, CIyTaHHOCTb

CO3HaHUs, HAPpYILICHHUC BHUMAaHU,
CHHKOITAJIBHBIC COCTOAHMHA, SITHMJIICIITHYCCKHEC
MpUIIaIKN

Hapymenus co ctoponsl oprana  Hacrto HeuerkocTh 3peHust
BpeHUs
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HapyteHust co cTOpOHBI cepia

Heuyacto

(MOCAEQOBATEREROC TS 000T)

MudapKT-MUOKaDIA
T I rr

Hapy1eHnust co CTOpoHBI COCYA0B

Yacto

ApTepuanbHasi TMIIEPTEH3UsI, apTepualbHas
IMIIOTEH3HUs, BKIIIOYasi OPTOCTATUYECKYIO
apTepUAIbHYIO THIIOTEH3HIO, NIeprudepuyecKas
TMIIOTEPMHUSI

Hapymenust co cTopoHbl
NBIXaTEJIbHON CUCTEMBI, OPTaHOB
CPYIHOW KJIETKH U CPEIOCTCHUS

Ouenp 4acTo

®apuHruT, 60JIb B POTOTIIOTKE, KaIlIelb

DKenynoyHo-KuIIEYHbIE
HapyILEHUs

OueHr 4yacTo

boub B )KHMBOTE (BEpXHUE U HIDKHUE OTJIEINbI),
TOIIHOTA, Tuapes (BKI0Yast THKETYIo GopMy C
HIIEKTPOJIMTHBIMU HApPYIICHUSIMH ), PBOTA,
[paccTpoicTBa NUILEBAPEHUS

Yacto AHOpEKCHUsI, METEOPU3M, SI3BbI POTOBOM
I10JIOCTHU, KPOBOTEUEHHE U3 OPraHOB
JKETYTOYHO-KHUIIIEYHOT O TPAKTa,
ractpoa3odareanpHas pedrrokcHas 00JIe3Hb,
MMaHKPEATUT
Hapyienus co croponsl neuenun | Yacto ['enatuT (BKJIIOYAast MOBBIIEHUE AKTUBHOCTHU
1 KEJTYEBBIBOSLIUX ITyTEN acrapraramuHoTpancdepassl (ACT),
anmanuHamMuHoTpancdepassl (AJIT), ramma-
rnytamuirpancdepassl (I'TT)), nosbieHue
KOHIIEHTpAlluu OUITUpyOrHA B KPOBU
(BKJIHOYASI JKENTYXY)
Hapyienus co croponsl koxxu 1 | OueHb 3ya, ChIb (BKJIIOYAs SPUTEMATO3HYIO U
MTOJIKOKHBIX TKaHEH 4acTo MaKyJIONanyJae3HYIO ChIIIb)
Yacto AkHe
Penko Cungpom CruseHca-/[)OHCOHA, TOKCUYECKUI
snuaepManbHbii Hekpoiau3 (TEN)
Hapymienust co cTopoHsl Ouenb Aptpanrus u 601 B ClIHE
MBIIIIEYHOM, CKEJIETHON 1 4acTo
COCJMHUTEIIBHON TKaHH Yacto Muo3ur, pab1oMU0JIN3, MHAIITHS,
MUOIIATHsI/TIOBBILIEHHOE COJIEpKaHNe
kpeatrHdochokmnaspl (KOK)
Hapymenust co croponsl nouek u | Yacro VYyalmeHHoe MoYencnycKaHue, HapyluieHue
MOYEBBIBOJISAIIUX ITyTEH (GyHKIMM OYeK (HalpuMep, OJIUTypus,
MOBBINIEHHE KOHIIEHTPAIUN KPEaTHHHHA)
Heuacro OcTtpas noyeyHasi HEIOCTATOYHOCTh
Hewussect- | Hedponurtuas
HO
Hapymenust co ctopoHnbl Yacto Menopparus
PENPOAYKTUBHON CUCTEMBI U
MOJIOYHBIX XKeJle3
OO6mume Hapymienus u peakiuu B | O4eHb CnabocTh, BKITIOUYAST aCTEHUYECKUM CHH]IPOM,
MECTE BBEICHHUS 4acTo «IPUIIUBBI», YYBCTBO Kapa
Yacto Jluxopanka, moreps Beca
JlaGopaTopHbie 1 Yacto [ToBblllIeHNE AKTUBHOCTH aMHJIa3bl, CHUKEHHE
WHCTPYMEHTAJIbHbIEC JAHHBIE KOHIIEHTPALMU CBOOOAHOTO U O0IIEro
TUPOKCHHA
Heuacro [ToBBIIIEHNE KOHLIEHTPALIMH [JIFOKO3BI,
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IIORBRKIIIICHUE KOHT[PHTPHT[WW MAarHusa
MOBBIIICHUE AKTHBHOCTH IIETOYHON
docdarasbl

Peakium, oTMe4YeHHbIE KaK MMEIOLIIE HEU3BECTHYIO YaCTOTY BCTPEUAEMOCTH, ObIIIM OTMEUECHBI B
IOCTPETUCTPALMOHHBINA IEPHO,.

Omoenvuvle HexceramenvHvle peaKyuu

[ToBbIIeHNE AKTUBHOCTH IE€YEHOUYHBIX TPAaHCAMHHA3, B IATh pa3 M 0Oojee NpeBbIIIaroIee
BEPXHIOK TpaHMIly HOPMAJIbHBIX 3HAYEHUM, KIMHUYECKas KapTHMHA TenaTuTa W OKeITyxa
pPa3BUBAIUCH Yy MALIUEHTOB, NOJYYaIOIUX PUTOHABUP B Ka4€CTBE MOHOTEPAIIUU WJIM PUTOHABUD
B KOMOMHAIUK C APYTUMU aHTUPETPOBUPYCHBIMHU IIpenapaTaMu.

Ilokaszamenu memabonusma

YBenuueHne macchbl Tena, a TaKKe MOBBIIICHUE KOHLEHTPAUUHU JUIUAOB U INIIOKO3bl B KPOBU
MOTYT HaOmOAaThCss BO BpeMs IPOBEICHMsS AaHTUPETPOBUPYCHOH Tepanuu. Y BUU-
WHQHUIMPOBAHHBIX IMALMEHTOB C TOKEIBIM HMMMYHOACDUIMTOM HA MOMEHT Hadaia
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOM Tepaniu MOTYT pa3BUBAThCS BOCIIAIUTENbHbIE PEAKIIUU
Ha MpoTeKarolue OSCCHMITOMHO WJIM OCTaTOYHbIE OMMOPTYHUCTHUYECKHEe uHpekuuu. Taxoke
coo0LIanock 0 CIydasx pa3BUTHsS ayTOMMMYHHBIX HapylleHU#l (Takux kak Oosie3Hb ['peiiBca);
TEM HE MEHEE, BPEMs UX PA3BUTHS CWIIBHO BapbUPYETCs, U OHU MOTYT Pa3BUBAThHCS YEPE3 MHOIO
MECSLEB I10CIIC HaYala TEPAIHH.

Y nanueHToB, IMOJY4YaBIIMX TEPANMI0 PUTOHABUPOM, BKIOYas TEX, y KOIO pa3BUBAIACh
TUNEPTPUTIHLIEPHIEMHES], HAOIIOJATUCh ClTydad pa3BUTHs MaHKpeaTuTa (B HEKOTOPBIX CIIydasx
co cMepTenbHbIM ucxoaoM). [lanuentel ¢ BUY-undexuueil Ha no31HeNH cTaauu MOTYT ObITh B
TPYIIIE PUCKA MTOBBIIIEHHOTO COAEPKAHMS TPUTIIMLEPHUIOB KPOBH U Pa3BUTHS ITAHKPEATUTA.
Takke perucTpupoBaluCh Cllydal OCTEOHEKpPO3a, B YAaCTHOCTH, Y IAlMEHTOB C
oOmien3BecTHbIMU (hakTopamu pucka, ¢ BUU-undeknueil Ha mo3aHed craguu Uid JTUTEIbHO
MOJIyYaIoLMX KOMOMHHUPOBAHHYIO aHTUPETPOBUPYCHYIO Teparuio. VX yacTtora BCTpedaeMOCTH
HEU3BECTHA.

/emu

[Tpodwie Ge30macHOCTH pUTOHABUpPA Y JIeTel B BO3pAcTe OT 3 JIET M CTapllle CXOAEH ¢ TAKOBBIM

y B3pOCIIBIX.

Ilepeno3upoBka

JlanHbple 00 OoCTpoi Mepeo3upOBKe NMPU MPUMEHEHUH PUTOHABUPA y UYEJIOBEKAa OTPAHUYEHBI.
OouH mnauMeHT, NPUHUMABLIMM ydYacTHE€ B KJIMHUYECKOM MCCIEAOBAHUU, NPHUHAT 03y
putoHaBupa 1500 mr/cyT B TeueHue 2 AHEMH, rmocie 4ero HaOaroJaluch MPOSIBICHUS TapeCTe3HH,
KOTOPBIE MCUE3JIH I0C]IE€ CHMKEHUs 103bl. B mocTperucTpaliuoHHOM nepuose ObLIo MOTyYeHO

cOO0OIIeHNEe O TOYEUHOW HEI0CTaTOYHOCTH U H03MHO(DUIINH MTPU NEPEA03UPOBKE PUTOHABUPA.
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Ha3HAYCHUMU.

Jleuenue

Cneruduyeckuii aHTUAOT Ui PUTOHABUpA OTCYTCTBYeT. JledeHue mepemo3upoBKU
PUTOHABHUPOM JOJDKHO BKJIIOYATh OOIIME CHUMITOMATHYECKHE MEPHI, B TOM YHCJIE KOHTPOJIb
OCHOBHBIX HOKEBEITGJICI\/JI KHNU3HCACATCIIBHOCTU nu KIIMHUYCCKOI'O COCTOAHUA ImagucHTa.
IIpenyaraercss Takke BKJIIOYATh B CXEMY JICUCHUs IIEPENO3UPOBKU IPOMBIBAHUE KEIYAKA U
Ha3HAYCHHE AaKTUBHUPOBAHHOTO yris. Tak Kak PUTOHABUP MHTCHCHMBHO METaOONIHM3UPYETCs B
MIEYCHU U B BBICOKOM CTEIEHHU CBS3BIBACTCS C OCIKaMM IJIa3Mbl KPOBH, JHAJIN3, BEPOSTHO, HE

IMMO3BOJIMT IMPOU3BECTU BBIBCACHUC IIPCIIapaTa U3 OprainiMa Ha JOCTATOUYHOM YPOBHC.

B3aumopeiicTBHE ¢ APYTHUMHU JIEKAPCTBEHHBIMH CPeICTBAMH

Ilpumenenue pumonasupa 6 Kauecmee QapMaKOKUHEMUUECKO20 YCUIUMENA UTU
AHmMuUpPemposuUpycHo20 npenapama

PurtonaBup o0nanaeT BHICOKUM CPOJCTBOM K HECKOIbKMM H3ohopmaMm mutoxpoma P450 (CYP)
U uHruOmpyer oxucienue B ciuenyiomem mopsake: CYP3A4 > CYP2D6. Ilpumenenue
pUTOHABUpAa OJHOBPEMEHHO C JIGKAPCTBEHHBIMH IMperapaTtamMu, MeTa0OIU3UPyeMbIMH
npeumyuiectBeHHO CYP3A, MoeT NpUBECTH K YBEJIMYEHHIO KOHLEHTpALMM OJHOBPEMEHHO
IPUMEHSIEMOT0 JIEKAPCTBEHHOI O Npernapara B Ij1a3Me KPOBH M, KaK CIEICTBUE, K YCHIICHUIO WX
MPOJIJICHHUIO €TO TEPAIeBTUIECKOT0 AP deKTa U HEXKEeNaTeNbHbIX sBieHuid. [Ipr oHOBpeMeHHOM
NPUMEHEHUH  OTAETBHBIX  JIGKAPCTBEHHBIX  MpemaparoB  (Hampumep,  aimpaszojiama)
uHruoupyrouiee neiicteue puroHaBupa Ha CYP3A4 MoxeT CHHXKATbCcs CO BPEMEHEM.
PuTtonaBup Tarxke o0siagaeT BBICOKMM CpPOJACTBOM K P-TTUKONpPOTEMHY M MOXKET OKa3bIBaTh
WHTUOMpYIOIee BO3JCUCTBHE HA ATOT MepeHocuyuK. MHrubupyromiee nelWCTBHE PUTOHABHPA,
UCTIOIB3YyEeMOT0 OT/AEIHHO WM B KOMOMHAMU C JPYTMMH WHTHOMTOpaMHU IpOTeas3bl, Ha
aKTUBHOCTh P-TTIMKONpOTEMHA MOXET CHMXKATbCid CO BpeMeHeM (B KauyecTBEe IpUMeEpa CM.
CBEEHUS [UId JAWIOKCMHAa U (QekcodeHaanHa B Tabiauue «OddekTbl puTOHaBUpa Ha
HEaHTUPETPOBUPYCHBIE Tperaparbl» HIDKe). PUTOHAaBHp HMHIYIUPYET TIIOKYPOHH3AIHUIO U
okucienne yepe3 CYPLA2, CYP2C8, CYP2C9 u CYP2C19, uTo compoBOXKIaeTCS YCHICHUEM
OuoTpaHCPOpPMALIUU HEKOTOPBIX JIEKAPCTBEHHBIX MPENapaToB, META0OIU3UPYEMBIX C y4acTHEM
3TUX HM30(EPMEHTOB. DTO MOXKXET NPHUBECTH K CHUXKEHUIO YPOBHS CHCTEMHOTO BO3JEHCTBUA
OJTHOBPEMEHHO MPHUMEHSIEMbIX JIEKAPCTBEHHBIX MpPENapaToB M, COOTBETCTBEHHO, YCTPAHEHHUIO
WIA COKPAlICHHUIO JUTMTENBHOCTH WX TeparneBTHYeckoro »ddexra. BaxHbie cBeneHHs o
B3aWMOJICHCTBHAX  PHTOHABHPA, HCIIOIB3YEeMOTO B  KauecTBe (hapMaKOKHHETHYECKOTO
YCUJIMTENS, C JISKAPCTBEHHBIMH IperapaTaMi Takke MPUBEICHBI B MHCTPYKIIUU OJHOBPEMEHHO

MMPUMCHACMOI'O I/IHTI/I6I/ITOpa IMPOTCA3kbI.
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Jlekapcmeennvie npenapamul, nualOuiUe Ha K ouuemn'mllz_zlglg %Eﬁa%g;y %};;)Lﬁ' ooo1)

VYpoBeHb pUTOHABHPA B CHIBOPOTKE KPOBU MOYKET CHHYKATHCS IIPH OJHOBPEMEHHOM IIPUMEHEHUH
pacTUTEIBLHBIX JICKAPCTBCHHBIX MpenapaToB, cojaepikaimx 3Bepodoit (Hypericum perforatum).
DTO0 CBS3aHO C HMHIYLUPYIOUIMM JEHCTBHEM 3Bepo00s Ha (EPMEHTHI, META0OIM3HPYIOLIHE
JIEKapCTBEHHbIE —TIperaparbl. PacTUTeNbHBIE JIEKapCTBEHHBIE —Ipenaparbl, COJCPIKAIINe
3Bepo0O#, HEb3sl MCIOIb30BaTh OJIHOBPEMCHHO C PUTOHAaBUpOM. Ecim Ha MOMEHT Havana
JIEYEHUS] PUTOHABUPOM IAIIMEHT YXK€ NPUHUMACT DPACTHTEIILHBIC Iperaparbl, COAEpIKaIlue
3Bep000ii, HCOOXOIMUMO MPEKPATHTH JICYEHHE UMH U MPHU HEOOXOJMMOCTH MPOBEPUTH YPOBEHB
BUPYCHOM Harpy3ku. Ilocie TpeKpamieHus] JiedeHHs JIEKapCTBEHHBIMH —IperapaTaMH,
CO/IepXKaIUMK  3Bepo0Oi, YpPOBEHb PHTOHABHPA MOXET BO3pacTH. MOKeT MoTpeOoBaThCs
KOPPEKTHUPOBKA JI03bl pPHUTOHABHpa. WHAyHHpyroliee AeHCTBHE MOXKET COXPAHATHCS Ha
NPOTSDKCHUM, KaK MHHHMYM, 2 HEJIENb I0CJIe IPEKPAIlCHUs JI€YeHHs pacTHUTEIbHBIMU
npenaparamu, CoIepKaliMu 3Bepoboii (cM. paseln «IIpoTHBOMOKa3aHKs»).

VYpoBeHb PUTOHABUPA B CHIBOPOTKE KPOBH MOKET MEHATHCS TPH OJHOBPEMEHHOM IPHMEHEHUH
OT/EBbHBIX JIEKAPCTBEHHBIX IMperapaToB (HampuMmep, JAedaBupauHa, 3GaBupeHsa, GeHUTOMHA |
pudammnuiuHa). ITH B3aUMOJCHCTBHSI ONMKMCAHBI B TAOIMIIAX B3aUMOCHUCTBHN JIEKAPCTBEHHBIX
IpENapaToB HIKE.

Jlexapcmeennsie npenapamol, HaA KOHYEHMPAYUIO KOMOPLIX 6JIUACH PUMOHAGUD

B Tabnuuax HMXKE pacCMOTpPEHBbI B3aUMOACHCTBHS MEXAY PUTOHABUPOM M WHTHOUTOpaMHU

IpoTeasbl, JAPYrMMH aHTHUPETPOBUPYCHBIMM  IpenapaTaMM M  HEAHTUPETPOBUPYCHBIMU
npernaparamm.
B3anMmopeiicTBHsA J1eKaAPCTBEHHbIX IPENapaToB: PUTOHABHP M HHTHOMTOPHI IPOTEa3bl
[TpumensiemMbl Joza Joza OneHnBaeMbl AUC Crnax
71 OJIHOBPEMEHHO pUTOHaBHpA i
OJTHOBPEMEHH MIPUMEHSAEMOT0 (mr) JIEKapCTBEHH
0 JIEKapCTBEHHOI'O I Ipenapar
JIEKapCTBEHHBbI | Tpemnapara (Mr)
U mpenapar
AmMIipeHaBup 600 kaxpie 12 g | 100 kaxzasie 12 u| Ammpenasup?® | 1 Ha 64 % | 1B 5 pa3
PrToHaBHp MOBBIIAET YPOBEHb aMIIPEHABUPA B CHIBOPOTKE KPOBH BCIIECTBUE
uarnoupoBannss CYP3A4. B KIMHUYECKHX HWCCIEAOBAHHIX TTOATBEPKICHBI
6e30macHOCTh U 3PPEeKTUBHOCTh MPUMEHEHHUsI amIpeHaBupa B j03e 600 mr 2
pasza B CyTKM OJHOBPEMEHHO C pUTOHaBHpOM B g03¢ 100 Mr 2 pa3a B CyTKH.
Jns  monmydeHMs — JTOTIONIHUTENBHBIX CBEJCHMH 00 aMIpeHaBUpe CM.
MHCTPYKIHIO M0 PUMEHEHHUIO.
ATazaHaBup 300 kaxapie 24 1 | 100 xaxxanie ATtazaHaBup 1 Ha 86 TB11
24 4 % pas
ATtazanasup! | 1 B2 1 B3-7
pasza pas
PutoHaBup MOBBIIIAET YPOBEHb aTa3aHaBUpa B CHIBOPOTKE KPOBU BCIIEICTBUE
unrnOupoBanus CYP3A4. B xome  KIMHHYECKUX  HCCIEIOBaHUMN
MOJTBEPKJIEHBl 0€30MacHOCTh U 3(PPEKTUBHOCTH MPUMEHEHUS aTa3aHaBUpa B
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no3e 300 mr 1 pa3 B CyTKu O HOBpeﬁgﬁ;'l'c;'E%%%&&ﬁgg&%:&ogé' 1'06' 4&\)11" 1

COOTBETCTBYET ZKCNEPTHOMY OTUETY

pa3 B CyTKHM y paHee JICYeHBIX MaIMeHTOB. [/|ONMOJHHUTEIbHBIE CBEICHHUS 00
aTa3aHaBUPE CM. HHCTPYKLHIO 110 IPUMEHEHHUIO.

HAapyHaBup

600 ogHokpatao | 100 kaxmable HapynaBup T8 14
124 pas

PutoHaBup MOBBIIAET YPOBEHDb JIapyHABUPa B CHIBOPOTKE KPOBU BCIEACTBUE
uaruoupoBannss  CYP3A.  JlapyHaBup  HEOOXOOMMO  KCIOJB30BaTh
OJIHOBPEMEHHO C PHUTOHABHPOM C IIEJIbI0 TapaHTUPOBAHHOIO JOCTHXKEHUS
TepaneBTuyeckoro s¢dekra. IlpumeHenue napyHaBHUpa OJHOBPEMEHHO C
puToHaBHpoM B no3ax Beime 100 Mr 2 pa3a B CyTKM H3y4ye€HO HE OBLIO.
JononHurenbHble CBEACHHUS O JapyHaBUpPE CM. B COOTBETCTBYIOIEH
MHCTPYKIIUU IO PUMEHEHHUIO.

docamIipeHaB

up

700 xaxzasie 12 4 | 100 kaxapie Awmmnpenasup | 1B2,4 1811
124 paza pa3

PutoHaBup TOBBIIIAET YpPOBEHb aMIpeHaBHpa (oOpasyromierocs u3
dbocaMIipeHaBUpPa) B CBIBOPOTKE KpoBH BeiieacTBre nHrnOupoBanus CYP3A4.
®docaMIipeHaBip HEOOXOAUMO HCIOJIb30BaTh OJHOBPEMEHHO C PUTOHABUPOM
C IIETIbIO TAPAHTUPOBAHHOTO JIOCTHKEHUS TepaneBTudeckoro agdexra. B xone
KIIMHUYECKHUX HUCCIIEeI0OBAaHUI MOATBEPKICHBI 0€30MacHOCTh U 3((HEKTUBHOCTH
npuMeHeHus pocammnpenasupa B 103e 700 Mr 2 pa3a B CyTKU OJTHOBPEMEHHO C
putonaBupom B o3¢ 100 mr 2 pasa B cytku. [Ipumenenue gocamipenaBupa
OJIHOBPEMEHHO C J103aMH puToHaBHpa Beiie 100 Mr 2 pa3a B CyTKU U3Y4YE€HO
He Oburo. JlomonaHWTEnbHBIE CBeA€HHS O (QocaMIpeHaBUpEe CM. B
COOTBETCTBYIOIIEN HHCTPYKIUHU IO TPUMEHEHHUIO.

NuaunaBup

800 xkaxxapie 12 v | 100 xaxxnaeie I/IHI[I/IHaBI/Ip3 THa 178 | H/O
12 4 %

PutonaBup 1T HA 72 H/O
%

400 xaxapie UnnuHaBup® > 184
124 pasza

400 xaxnaere 12 g

Putonasup > >

PrroHaBup NoBBIIAET ypOBEHb UHINHABHPA B CBIBOPOTKE KPOBU BCIIEICTBUE
uarunOupoBanus CYP3A4. Jlns dToil KOMOWHAIIMM HE YCTAHOBJICHBI
ONTUMAJIbHBIE C TOYKH 3peHus 3(PQPEeKTUBHOCTH U OE30MaCHOCTH J03bI.
MuHnumanbHas 1ojib3a (PapMaKOKMHETHYECKOIO YCHIJIEHHUS, OINOCPEIyeMOIo
PUTOHABHPOM, MOXKET OBbITh JOCTUTHYTA IPHU €ro NMPUMEHEHUH B J03aX BbIIIE
100 mr 2 pasa B cyrku. IIpu npumenenuu putonasupa (100 mr 2 pasa B
CYTKH) OJHOBPEMEHHO ¢ MHAUHaBUpoM (800 Mr 2 pasa B CyTKH.) HEOOXOAUMO
coOMo1aTh  0COOYI0  OCTOPOKHOCTHh  BCJIEACTBHE TOBBIIIEHHOTO pHCKA
pa3BUTHsI HePpOJINTHA3A.

Hendunasup

1250 xaxapie 12 | 100 kaxsie Hendunasup | 1 Ha20- | H/O
q 124 39 %

750 omHOKpaTHO | 500 KaxabIe Hendunasup | T Ha 152 | H/o
124 %

Puronasup > >

PutoHaBup MoBeIIAET YPOBEHb HEI(PUHABUPA B CHIBOPOTKE KPOBHU BCIIE/ICTBHE
uaruOupoBanns CYP3A4. Jlns dToi KOMOWHAIIMM HE YCTAHOBJICHBI
ONTUMANBHBIE C TOYKH 3peHHs] JPQPEKTUBHOCTH U 0E30MaCHOCTH O3Bl
MunumanbHasg 1ojib3a (apMaKOKMHETHUECKOIO YCWIICHHUS, OIMOCPEIyeMOro
PUTOHABUPOM, MOXKET OBITh JOCTUTHYTA MPHU €r0 MPUMEHEHUH B J103aX BHIIIE
100 mr 2 pasa B CyTKH.

CakBuHaBUp

1000 xaxzpie ‘ 100 kaxpie ‘ CaxBuHaBup” ‘ TB15 ‘ 1B S5 pa3
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124 12 4 ROCHREQD E"';'TE[J
Puronasup > PN
400 xaxnasle 12 4 | 400 xaxxzable CaxBunasup® | 1B 17 1o
124 pas
Puronasup > PR

PutonaBup noBbIIaE€T YPOBEHb CAKBUHABUPA B CHIBOPOTKE KPOBH BCJIEICTBUE
naruoupoBanns CYP3A4. CakBuHaBHp HEOOXOJAMMO HCITOIH30BATh TOJIBKO B
KOMOMHaIMU ¢ puToHaBupoM. Ipu npumenenun puronasupa B go3e 100 mr 2
pasa B CyTKM OJJTHOBPEMEHHO C CakBUHaBUpPOM B 03¢ 1000 Mr 2 pa3a B CyTKH
YPOBEHb CUCTEMHOTO BO3/EUCTBUS CaKBUHABHpa Ha NPOTSHKEHUU 24 4 CXOZEH
C COOTBETCTBYIOIIUM YPOBHEM MpHU MPUMEHEHUHU cakBHHaBHUpa mo 1200 mr 3
pasa B CyTKM 0Oe3 pUTOHAaBHUpa WJIHM TMPEBBIIIAET €ro. B KIMHHYECKOM
HCCIIeI0BaHNM B3auMojielcTBus pudammuimaa (600 mr 1 pa3 B CyTKHM) H
cakBuHasupa (1000 mr) ¢ puronasupom (100 Mr 2 pa3a B CyTKH) y 310pPOBBIX
TOOpOBONBIIEB  HAOMIONANHMCH  ClIlydad  TSDKEJIOW — remaToLesUIIONIIPHOU
TOKCUYHOCTH C TIOBBIIIEHHEM YPOBHS TpaHcamMuHa3z Oonee ueM B 20 pa3
OTHOCHUTEIIbHO BEpXHEH I'paHuIlbl HOPMBI ciiycTs 1-5 qHEH CcomyTCTBYIOLIETO
npuMeHeHus. Takum o0pa3oM, KOMOMHALIMIO CAKBUHABUPA W PUTOHABUpPA HE
ClelyeT UCIOJIb30BaTh OJHOBPEMEHHO C PUGAMIIUIIMHOM B CBSI3H C PUCKOM
TSKEJION TeNaTOTOKCUYHOCTU. JlOMOMHUTENbHBIE CBENEHUS O CAaKBUHABHUPE
CM. B COOTBETCTBYIOIIEH HHCTPYKIIMH 110 MPUMEHEHUIO.

Tunpanasup

500 kaxnapie 124 | 200 Kaxaple | Tunpanasup T811 1829
124 pas pas
PuTtonaBup | Ha 40 H/0
%

PuToHaBup MOBBINIAET YPOBEHb TUIIPAHABUPA B CHIBOPOTKE KPOBU BCIIEICTBHUE
unruoupoanuss CYP3A. TumpanaBup  HEOOXOOUMO  HCIIOJIB30BATh
OJIHOBPEMEHHO C HHU3KHUMH J03aMH PUTOHABUpPA C LENbI FapaHTUPOBAHHOTO
JOCTHXEHUS TepaneBThuueckoro 3ddexra. [Ipu sToM putoHaBUp HE ciexyer
UCIIOJIBb30BaTh B Jo3ax MeHee 200 Mr 2 pa3a B CyTKH, IOCKOJBKY 3TO MOXKET
NOBIUATh Ha 3((PEeKTUBHOCT, KOMOMHAUMU. JlOMOJNHUTENbHBIE CBEACHUS O
TUIIPAHABHPE CM. B COOTBETCTBYIOIIEH HHCTPYKLIUH 10 IPUMEHEHHUIO.

H/0: HE OTPEeIETICHO

! Ha ocnoBanuu cpaBHeHus ¢ MOHOTepanueil arazaHaBupoM B o3¢ 400 mr 1 pa3 B cyTkM 1o
JTAaHHBIM Pa3HBIX MCCIIEIOBAHUN.

2 Ha ocHOBaHMHM CpaBHEHHS C MOHOTepanueii aMmnpenasupom B 103e 1200 Mr 2 pasa B CyTKH 110
JTAaHHBIM Pa3HBIX MCCIIEIOBAHUH.

% Ha ocHOBaHMU cpaBHEHHS ¢ MOHOTEpanuel MHAMHABHPOM B 03¢ 800 MT 3 pasa B CyTKM IO
JTAaHHBIM Pa3HBIX MCCIIEI0BAHUN.

* Ha ocHOBaHMH CpaBHEHHs C MOHOTepaIuell cakBMHABHPOM B 03¢ 600 Mr 3 pasa B CYTKHU 10
JTAHHBIM Pa3HBIX HCCIIETOBAHUH.

B3anmopneiicTBHSA JIeKaAPCTBEHHBIX NPeNapaToB: PUTOHABUP M AHTHPETPOBUPYCHBIE

npenaparbl, OTJAMIHBIC OT ]/IHF]/IﬁI/ITOI)OB MpoTEa3bl

OnnoBpemenHo | J[o3a o qHOBpEeMEHHO Jo3a OuenuBaem AUC Crmax
MIPUMEHSAEMBIN IIPUMEHSAEMOTO pUTOHABUpA BII
JIEKapCTBEHHBI JIEKapCTBEHHOI'O JIEKapCTBEH
1 mpenapar npemnapata (Mr) HBIN
npenapar
Jnnmano3un 200 xaxnapie 12 1 600 kaxxpIe Hunano3un | [ Ha 13 % |
12 4/ yepez 2 4y
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TIOCKOIIBKY PHTOHABHpP HEOOXQAMMO IDHHAMATE BO BPEMS CIBL. 4 T NAHO3HE

— HATOIIAK, 3TU IpenapaThl HEOOXOIUMO NPUHUMATH C MHTEPBAJIOM B 2,5 U.
KoppekTrpoBka /103 He TpedyeTcs.

HenaBupavn 400 kaxpie 8 4 600 xaxxapie JenaBupaun’ <> -
124

PutonaBup |THaS50% |1 HATS %
CpaBHEHHE C paHee IOJyYCHHBIMU JaHHBIMHU II0Ka3aJ0, YTO PHUTOHABHP HE
BJIMSCT HAa (PAPMAKOKUHETHKY JeNaBuprHa. [Ipy npuMeHeHHH pUTOHABHPA B
KOMOMHALMK C JICNIABUPJMHOM MOXXET HOTPeOOBAThCSI CHIDKCHHE 03Bl
pHUTOHABHUpA.

DdaBupeHs 600 xaxsie 24 4 500 xaxapie Ddasupens | 1T Ha 21 %
12 4

PutonaBup | 1T Ha 17 %
[Ipu nmpumeHeHnH >¢aBUpEeH3a OJHOBPEMEHHO C PHTOHABHPOM B KadyeCTBE
AHTUPETPOBUPYCHOTO IIperapara HaOMoJanack Oojiee BBICOKAs YacToTa
HEXKEJIAaTeIbHBIX pEaknuid (HampuMep, TOJOBOKPY)KCHHUS, TOIIHOTHI |
nmapecTe3sur) ¥ OTKJIOHEHWH Ja0OpaTOpHBIX IOKaszaTeslied OT HOPMBI
(TOBBIIIEHNE YPOBHSI MEYEHOUYHBIX (DEPMEHTOB).

Mapasupox 100 kaxmpie 12 g 100 xaxxapie Mapasupok |1 Ha 161 % | 1 Ha 28 %
124
PutoHaBup MOBHIIIAET YPOBEHh MapaBUPOKA B CHIBOPOTKE KPOBH BCIICIICTBUE
naruoupoBanns CYP3A. MapaBupok MOKHO HCIIOJIB30BaTh OJHOBPEMEHHO C
PUTOHABHPOM C IEJIbIO MOBBINICHHUS YPOBHS JKCIIO3HUIUU. [|OMONHUTEBHBIC
CBEIICHUS O MapaBHPOKE CM. B COOTBETCTBYIOUICH MHCTPYKIMH I10
MIPUMCHCHHIO.

HeBupanun 200 xaxxaple 12 y 600 xaxxapie HeBupanun | <> >
12 4

Puronasup | < >
IIpuMeHEeHnE PUTOHABHPA OJHOBPEMEHHO C HEBUPAIIMHOM HE COINPOBOXKIAACTCA
KJIMHUYECKHU 3HaYMMBIM MU3MEHEHUEM (PapMaKOKMHETHUKHU TPENapaToB.

Panterpasup 400 ogHOKpATHO 100 xaxpie Panterpasu | [ Hal6% || Hal %
124 p
[IpumeHeHMe pHUTOHAaBHpa OJHOBPEMEHHO C pPalNTETPaBUPOM BEAET K
HE3HAYUTEIIFHOMY CHH)KEHUIO YPOBHS paJITerpaBupa.

3UA0BYIUH 200 xaxxapie 8 1 300 kaxaple 3unoBynuH | | Ha25 % | H/O
6 u
PuronaBup MoxkeT HWHTHOMpPOBATH TIIOKYPOHU3AIMIO 3HUAOBYIMHA, YTO
COTPOBOXKIACTCSI  HE3HAUYUTEIIbHBIM ~ CHUKEHHEM  YPOBHS  TOCJIEIIHETO.
Koppektupoka 103 He TpebyeTcsl.

H/0: HE OTPEEICHO
! Ha ocHoBaHuu cpaBHEHHs B MapasIeNbHbIX IPYIIAX.

Buausinue pUTOHABMPA HA OTHOBPEMEHHO IPUMECHACMbIC HECAHTUPETPOBUPYCHLIC
JICKAPCTBCHHBIC NTPENnapaThbl

OnHOBpEMEHHO Jo3a Jo3a Bnusuaue na AUC Bmusaue Ha
MPUMEHSAEMbIE | OJHOBPEMEHHO | pUTOHABUpA O/IHOBPEMEHHO Crmax
JIEKApPCTBEHHBIC | TIPUMEHSIEMBIX (mr) TIPUMEHSIEMBIX OJTHOBPEMEHHO
npemnapaTsl JIEKapCTBEHHBIX JIEKapCTBEHHBIX MIPUMEHSIEMBIX
npenaparoB (Mr) MpenapaToB JIEKapCTBEHHBIX
MIpernapaToB

AHTaroHucTbl ajb(ai-apeHopenenTopoB ’
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Andy303uH

OJHOBPEMCHHEI IpHeM PHIOHABUPA ~MOKET - HPUBECTH | K - [IOBBINCHHIO

KOHIIGHTpaluuu andy303uHa B IUla3Me€ KpOBH, B CBSI3M C YEM OH
npoTuBonokasat (cM. pasznen «lIpoTuBonokazanus»).

HpOI/I3B0)IH]>Ie aM(l)eTaMI/IHa

AmMderamuH

[IpuMeHeHHEe OTHOBPEMEHHO C PHTOHABHPOM, HCIIOJIB3YEMbIM B KadeCTBE
AHTUPETPOBUPYCHOTO TIperapara, MoKeT BecTu kK nHruouposanuio CYP2D6 u,
KaK CIICJICTBUE, K TOBBIIICHUIO KOHIICHTPALMU B KPOBH aM(peTaMHHA U €ro
NPOW3BOJMHBIX. [lpM TNpUMEHEHMHM OSTUX JIGKAPCTBEHHBIX IMPEMapaToB
OJTHOBPEMEHHO C PUTOHABUPOM B KAueCTBE aHTHPETPOBHPYCHOTO Iperapara
PEKOMEH/IOBAaH YCUJICHHBIH MOHHTOPHHT TepamneBTudeckoro 3ddexra wu
HEXKEJATENbHBIX sBJICHUH (cM. pazien «OcoOble yKazaHus).

O0e3001MBaOIMeE MpenapaTbl

bynpenopdun |16 xaxnapie 24 u | 100 kaxzasie | T HA 57 % THAT77 %
12 4

HopGymnpenopd THa33 % 1 Ha 108%

WH

['mroxypOoHUIHBL — -

e MeTabonutsl | [ToBbIlIeHHE YPOBHS OynpeHOphHHA U €r0 aKTUBHOIO METabO0JIUTa B IUIa3Me
HE COITPOBOKIAETCS KIIMHUYECKH 3HAYUMBIMU W3MCHCHUSIMU
dbapMakoIUHAMUKA B TPYNIE TMAalHUEHTOB, YCTOMYMBBIX K OMHOUIHBIM
aHaybreTukaM. Takum  o0pa3oMm, Tmpu TpUMEHEHUH OympeHopduHa

OJTHOBPEMEHHO C PUTOHABMPOM KOPPEKTHPOBKA MX /103 He TpeOyercs. Ilpu
NPUMEHEHUH PUTOHABHUPA B KOMOMHAIIUY C IPYTUM MHTHOUTOPOM IMPOTEa3bl U
OynpeHopdHUHOM, OCOObIE yKa3zaHUS 1O MOAOOPY A03bl I MALUEHTOB M3
JTAHHOM TPYyNIIbI CM. B MHCTPYKIMH JUIsI ONHOBPEMEHHO NpuMensiemoro UII.

Iletunun,
MTUPOKCUKAM,
ponokcupeH

OI[HOBpCMGHHHfI IIpUEM PpUTOHABHUpPA MOKCT IIPHUBCCTHU K IIOBLIIICHUIO
KOHICHTpAUX NICTUIWHA, TIMPOKCHUKaMa 1 HpOHOKCI/I(beHa B IJIa3MC KPOBH, B
CBs3U C UCM OH ITPOTHBOITOKA3aH (CM. pa3acit ((HpOTI/IBOHOKaSaHI/IH»).

deuranmn

[Ipumenenne puTOHaBHpa B KauecTBe (HapMaKOKMHETHUYECKOTO YCHIIUTEIS
WIM aHTHPETPOBUPYCHOTO INpenapara BeaeT K uMHruouposanuto CYP3A4 u,
KaK CJIEJICTBHE, TIOBBIIICHHIO KOHIIEHTpaMy (eHTaHWIa B Tu1a3Me KpoBu. [Ipu
OpUMEHeHUH (eHTaHuIa OJHOBPEMEHHO C PHUTOHAaBUPOM PEKOMEH]I0BaH
YCUJICHHBII MOHHUTOPHHI TEparneBTUYECKOro JPQeKTa MW HeKeIaTeIbHbIX
SBJICHUH (B TOM YHCJIE YTHETCHHUS JbIXaHUS).

Meraon’

5 OAHOKpPATHO 500 xaxnasie | | Ha 36 %
124

| Ha 38 %

[Ipu nprMeHeHuu OJTHOBPEMEHHO C pUTOHABUPOM, HUCIIOJIb3YEMBIM B KaUE€CTBE
AHTUPETPOBUPYCHOTO IMpenapara WM (apMaKOKUHETUYECKOIO YCHIINTENS,
HEOOXOJUMO UCIOJb30BaTh IOBBIIIEHHBIE 03Bl METaJOHAa B CBS3U C
WHAYKIHMEH TIIOKYpoHH3auuu. KoppekTupoBka 03Bl AOKHA IPOBOAUTHCS
UCXOJSl U3 KJIMHUYECKOT0 OTBETa Ha METaJIOH.

Mopdun

[Ipu npuMeHeHnH OJHOBPEMEHHO C PUTOHABUPOM, UCIIOJIB3YEMBIM B KAUECTBE
AHTUPETPOBUPYCHOTO Tpenapara Wiu (HapMaKOKWHETHYECKOTO YCHIIUTENS,
ypOBEeHb MOp(hHUHA MOKET CHUIKATHCS B CBSI3M C MHJIYKIMEH TIIIOKYPOHU3AIINY.

AHTHAHTMHAJIBHBIE NIpenapaThbl

Panonasun

N3-3a marnOupoBanust CYP3A puTOHaBHpOM TNpeAroNaraeTcsi yBEIUYCHHE
KOHIIGHTpauuu  paHosazuHa. COBMECTHBI TpHEM C  PaHOJA3UHOM
poTHUBOIOKa3aH (cM. pazaen «[IpoTuBomokazanus»).

AHTHApPUTMHYECKHE NpenapaThl

AMuoaapoH,
OenpuIiI,
JPOHEIAPOH,

O}IHOBpeMeHHBIﬁ npueM pUTOHABHPA MOXKCET IIPHUBCCTU K IMOBBIIICHUIO
KOHICHTpAun amMroaapoHa, 6enp1/1;[1/ma, ApOHCaapoOHa, OHKaWHH /A,
@HCK&HHH}I&, HpOHa(l)eHOHa N XMHUAWHA B IJIa3ME KpPOBH, B CBA3U C UCM OH
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SHKAUHH]I,
¢bnexkannum,
nponageHoH,
XUHUMH

O HERCEATEREHOCTS 000N
NpOTHBONOKA3aH (cM. paszell «[IpoTHBOIOK Py =T TBHLA- T VoY)

TEBETCTEYET ZKCNEPTHOMY OTYETY

Juroxcun

300 kaxnaeie 12 4 B Teu. 3 H/0

THen

0,5 oTHOKpATHO 1 Ha 86 %

B/B

0,4 onnokpatHo | 200 kaxnbie 12 u B teu. 13 |1 Ha 22 %

BHYTpPb JHEH

OT0 B3aUMOJCHCTBUE MOXKET OBITH CBSI3aHO ¢ MOAM(PHUIMPYIOIIUM BIUSHAEM
pUTOHABUpPA, HCIOJIB3YEMOIO0 B KaueCTBE AaHTUPETPOBUPYCHOTO Mperapara
wii  (HapMaKOKMHETHUYECKOTO  yCHIuTeNns, Ha J(PQIoKC IUTOKCUHA,
onocpenayembiid P-rmukonporenHom. CTeneHb NOBBIIIEHUS YPOBHS JTUTOKCHHA
y TalMeHTOB, MOJYYAIOIUX PUTOHABHP, MOKET CHUXKATHCS CO BPEMEHEM IO
Mepe pa3BUTHS UHAYIUPYIOHIETo nercTBus (cM. pasaen «OcoOble yKazaHusm»).

IIporuBoacTmar

n4YecKHe NMpenaparbl

Teodummua?

3 mr/kr kaxapie | 500 kaxasie 12 u lHa 43 % lHa32%

8u

[Ipy npUMEHEHHH OJHOBPEMEHHO C PHUTOHABHPOM MOXKET IOTPEOOBATHCS
MOBBIIICHHE 103l TeOPHIINHA B CBsI3U ¢ nHAyKIneit CYP1A2.

IIpoTuBoONMYyX0J1

eBble NMpenaparbl

Adatnand

20 mMr
OJIHOKPATHO

200 kaxnpie 12 9/3a 1 9 1 Ha 48 % 1 Ha 39 %

40 mr
OJIHOKPATHO

200 kaxawie 12 u/
OJTHOBPEMEHHO

1 HA 19% THA4 %

40 mMr 200 kaxneie 12 9/ gyepe3
OJIHOKPATHO 6u

THa 1l % THAS %

Konnenrpanuss B CBIBOPOTKE KPOBH MOXET TIIOBBICUTBHCS BCIICACTBHE
UHTUOMpYIOLIET0  JIeWCTBUS ~ pUTOHAaBUpa Ha  OENOK  JeKapCTBEHHOU
YCTOWYHMBOCTH paka MosiouHoit xkene3sl (BCRP) u 3HaunMoro MHruOupoBaHus
P-rnuxonporenna. Crenenp nosbimieHuss AUC u Cmax 3aBUCHT OT pexuMa
npuMeHeHHus putoHaBupa. [lpu mpuMeHeHnn adaTHHHOA OJTHOBPEMEHHO C
PUTOHABHPOM HEOOXOAWMO COOMIOAAaTh OCOOYH0 OCTOPOXKHOCTH  (CM.
UHCTpYyKIMio s adarunuba). TpebyeTrcs MOHUTOPUHT HEXKEIaTeIbHBIX
peaklMii, CBsI3aHHbIX C ahaTHHUOOM.

Aobemarmkimo

B cBa3u ¢ wuarubupoanmem CYP3A4 puTOHaBHPOM KOHIIGHTpPAIUS B
CBIBOPOTKE MOXeT Bo3pactaTh. Ciegyer wu30erarb OIHOBPEMEHHOI'O
npuMeHeHus abeMarukinoa u putoHaBupa. B ciydae, eciim 0JHOBpEMEHHOTO
NpPUMEHEHHs JaHHBIX [pernapaTroB H30exaTb He yjaercsd, Heo0Xxoanma
KOppeKIMsl J03bl abeMalukianba B COOTBETCTBUU C €ro MHCTPYKLIMEHW IO
npruMeHeHHno. HeoOXoMM MOHUTOPHHI HeXeNaTeNbHbIX SBJICHUN, KOTOpbIE
MOTYT OBITh BBI3BaHbI IPUMEHEHHEM a0eMaluKInoa.

Heputunud

[Ipy npuMeHeHMH OJHOBPEMEHHO C PHUTOHABUPOM MOXET BO3pacTaTh
KOHIICHTPAIUsl B CHIBOPOTKE KPOBU BCIIEICTBHE WHTHOUPYIOIIETO JCHCTBUS
putronasupa Ha CYP3A u P-riukonporeun. [Ipu npumeHeHHH HepUTHHUOA
OJTHOBPEMEHHO C PHUTOHABUPOM  HEOOXOAMMO  COOMIOJaTh  OCOOYIO
OCTOPOXKHOCTh. PeKOMEHIaIMK 10 KOPPEKTHPOBKE 03Bl CM. B MHCTPYKLUHU
it ueputuHuOa. TpeOyercs MOHHTOPHHT HEXKENATEIbHBIX — PEaKIIHid,
CBSI3aHHBIX C IIEPUTHHUOOM.

JlazaTuHuO,
HUJIOTHHHO,
BUHKPUCTHH,
BUHOJIACTHH

HpI/I MNPpUMCHCHUN OJHOBPCMCHHO C PUTOHABUPOM MOKCT BO3paACTATh
KOHICHTpAudg OSTHX HIpPE€apaToB B CbIBOPOTKE KPOBU M, KaK CJICIACTBHC,
MOZKCT MOBBIIIATLCA YaCTOTA PA3BUTHA HCKEIIATCIIbHBIX peaKuI/n"{.
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[Ipi COBMECTHOM IpHMCHEHHH ¢  DHTOHABUPOM — MOKeT  TIPOM3OHTH

MY OTUETY

NOBBILIEHNE KOHLEHTPALUN IpENnapaToB B ChIBOPOTKE KpoBH. COBMECTHOE
npUMEeHeHHe UOpYyTMHHOAa M PpUTOHABUpPAa MOXKET YCWIHTh JIeWCTBUE
uOpyTHHIOA, YTO MOXKET MPUBECTU K CEPHE3HOMY PUCKY Pa3BUTHs CHHAPOMA
JIM3HCA OIYXOJIH.

Hepatuau6

B cBa3u ¢ wunrubupoBanmem CYP3A4 puTOHaBUPOM KOHIIEHTpPAIUS B
CBIBOPOTKE MOXeET Bo3pacTaTh. OHOBpEMEHHOE NPUMEHEHHE HepaTuHHOa U
pPHUTOHABHpA MPOTUBOIOKA3aHO IO MPHUYMHE PUCKA Pa3BUTHS CEPhE3HBIX W/WIIN
YIPOXKAOIMUX  JKU3HM  HEXeNaTelbHBIX  peakuuid, B TOM  UHUCIE
renaToTOKCUYHOCTH (cM. pasnen «lIpoTuBonokasanus»).

Benerokmakc

Bcenencrteue wunrnbupyromero aeiictBuss putoHaBupa Ha CYP3A wmoxer
MIPOM30UTH MOBHIIICHNE KOHIIEHTPAIIUU B CHIBOPOTKE KPOBHU U, KaK CIICACTBHE,
MIOBBIIIICHUE PUCKA Pa3BUTHsI CHHIPOMA JIM3HCA OIYXOJIM B Havyalle JICUCHUS U
Ha MPOTsHKEHUU (Da3pl HapaIuBaHUs 0361 (cM. pazaen «[IpoTuBomoKa3aHms»
U MHCTPYKIMIO [0 TPHUMEHEHWIO Ha BEHETOKIAaKc). Y MalueHTOB,
3aBepIIMBIIKMX a3y HApAIUBaHUS JO3bI U TPUHUMAIONINX TOCTOSHHYIO
CYTOYHYIO JIO3y BEHETOKJIAaKca, JI03y Ipernapara CieyeT CHU3UTh MUHHUMYM
Ha 75 % Tpu OJHOBPEMEHHOM NPHMEHEHHWH C MOIIHBIMH HHTHOHTOpAMU
CYP3A (cM. MHCTPYKIIMU Ha BEHETOKJIIAKC).

DHKopadeHuo,
UBOCHUIECHUO

OpHOBpeMEeHHOE TpHMEHEHHe JHKopadeHmba wim uBOcHIeHHOA U
PUTOHABHpA MOKET YBEJIMYUTh CHUCTEMHOE BO3ECHCTBUE SHKOpadeHubda miu
MBOCHJIEHH0Aa, UYTO MOXET T[OBBICUTb PUCK Ppa3BUTHUS  CEPbE3HBIX
HE)KEeJIaTeNIbHbIX peakluil, TAKUX KaK yJuIMHeHue nateppana QT.

Ananyramuj

[TockonbKy amamyTamuji SIBJISICTCS yMEPEHHBIM/ CWJIBHBIM HHIYKTOPOM
CYP3A4, 3T0 MOXET NPUBECTH K CHHIKEHHUIO CHCTEMHOTO BO3CHCTBHS
putoHaBupa. Kpome Toro, mpu 0OTHOBPEMEHHOM NMPUMEHEHHUH anaTyTaMuIa C
PUTOHABHPOM KOHIICHTPAIIMK anajlyTaMuJa B CHIBOPOTKE MOTYT BO3pacTaTh,
YTO MOJXKET TOBBICUTH PUCK PA3BUTHS CEPHE3HBIX HEXKENATCIbHBIX PEAKIIHi,
Takux Kak cyaoporu. OAHOBpEMEHHOE TIpUMEHEHHE amamyraMuja M
pUTOHABHpPA NPOTUBOINOKA3aHO (cM. pazaen «IIpoTuBonokazanusy).

AHTHKOATYJISHT

bl

Puapoxcaban

10 otTHOKpAaTHO \600 Kaxaeie 12 4 \ 1THA 153 % \ 1 Ha 55%

Bcenencreue wunrnompoBanus CYP3A u  P-rioukomnpoTenmHa BO3pacTaroT
YpOBEHb puBapokcabaHa B mia3Mme U ero gapmakoguHamuueckue 3P GHeKTsl,
YTO COMPOBOXKIACTCS TIOBBIIIICHHEM PHUCKa KpoBOTeueHWH. Takum obOpazom,
MPUMCHECHWE PHUTOHABHpA Yy MAIMEHTOB, IOJTYYarONINX pHUBapoKcadaH, HE
PEKOMEHI0BaHO.

Bopanakcap

[lpy npuUMEHEHUH OJHOBPEMEHHO C PUTOHABUPOM MOXKET BO3pacTaTh
KOHIIGHTPAIUsl B CBIBOPOTKE KPOBU BCIIEJICTBHE WHTHOUPYIOIIETO JEHCTBUS
puronasupa Ha CYP3A. OgHoBpeMeHHBII IprueM Boparnakcapa 1 puTOHaBUpPA
He pekomeHayercs (cM. paszzmen «OcoOble yKazaHUs» W HHCTPYKIHIO TI0
IPUMEHEHHIO BOpanaKkcapa).

Bapdapun

5 OJTHOKPATHO 400 xaxzapie 12 4

S-dHaHTHOMED
BapdapuHa

THa9 % 1 HA9 %

R-sHanTHOMEp
BapdapuHa

1l Ha33% -

Bcenencrue unaynupytomiero neiictsusi putonasupa Ha CYP1A2 u CYP2C9
CHU)KaeTcs ypoBeHb R-sHaHTMOMepa BapdapuHa B mazMe, Torjga Kak
BIUSHUE pPHUTOHABUpa Ha (PapMaKOKMHETUKY S-dHaHTHOMepa BapdapuHa
He3HaunTenbHO. CHIDKeHHE ypoBHS R-sHaHTHOMepa BapdapuHa B TUIa3Me
COMPOBOXKAAECTCS CHUKCHHEM AKTHBHOCTH AHTHUKOATYJISIHTHOM CHCTEMBI, B
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CBSI3M C YEM MPU NPUMEHEHUU Bap(apAHA ' OAHOBPEMEHHO ¢ PUTOHABHPOM,

MY OTUETY

HCIIOJIBL3YEMBIM B KaueCTBE  aHTUPETPOBHPYCHOIO  IIperapara  HWiId
(bapMaKOKMHETUYECKOTO YCUITUTEIIA, PEKOMEHI0BaH MOHHUTOPHUHT
10Ka3aTeJIell CBEPTHIBAEMOCTH.

IIpoTuBOCY10pOKHBIE IPENAPATHI

Kap6amazenun

PuronaBup, ucmosb3yeMblii B KauecTBe (hapMAKOKHHETHYECKOTO YCHIUTEIS
WIM aHTUPETpPOBHpYyCHOro mpemnapara, wuHruoupyer CYP3A4 wu, kax
CJICJICTBUE, MOBBIIMIAET KOHIICHTPAIMIO KapbaMasenuHa B tuiasme kposu. [lpu
NPUMEHEHUU KapOama3enuHa OJHOBPEMEHHO C PUTOHABHPOM PEKOMEHIOBaH
THIATENFHBI MOHUTOPHHT TepaneBTUYecKoro 3ddexra u HexKenaTeTbHbIX
SIBJICHUI.

JluBanmpoexkc,
JTAMOTPHJIKUH,
(dheHuTonH

PurtonaBup, ncnosip3yeMblii B KauecTBe (PapMaKOKHHETUYECKOTO YCHIIUTEIS
WIH aHTUPETPOBUPYCHOTO npemnapara, UHIYUUPYET  OKHCIECHHE,
omocpenyemoe CYP2C9, u rimioKypoHW3alHI0 U, KaK CIEACTBHE, CHUXKACT
KOHLEHTPALMIO IPOTUBOCYJOPOKHBIX IIpenapaTroB B IiazMe Kposu. llpu
OPUMEHEHUN 3THX  JIEKapCTBEHHBIX  IIPENapaToB  OJHOBPEMEHHO C
PUTOHAaBUPOM DPEKOMEHJOBAaH YCWJICHHBIM MOHMTOPMHI MX YPOBHS B
CBIBOPOTKE KPOBM M TEpPANEBTUYECKUX JAcucTBUU. [Ipm mnpumeHeHun
(eHUTOMHA OJTHOBPEMEHHO C PUTOHABUPOM CHUXKAETCSI YPOBEHBb IOCIEIHETO
B CBIBOPOTKE KPOBHU.

AHTHIENPECCAHTHI

AMWTpUIITUIINH,
(bayoKceTHH,
UMUIIPaMUH,
HOPTPUNTHIINH,
MIapOKCETHH,
cepTpaliuH

PuronaBup, uCHonap3yemblii B KayeCTBE AHTUPETPOBUPYCHOTO IIpemnapara,
unrubupyer CYP2D6 wu, kak ciencTBue, TOBBIIIAET KOHIEHTPAIUIO
UMUTIPAMHUHA, aMUTPUTITUIHHA, HOPTPUIITUINHA, (DITyOKCETHHA, MTAPOKCETHHA
u ceprpanvHa. Ilpu mnpuMeHEeHHMH STHUX JIEKAPCTBEHHBIX MPENapaToB
OJIHOBPEMEHHO C PUTOHABHPOM B KadeCTBE aHTUPETPOBUPYCHOIO TIperapara
PEKOMEH/IOBAaH YCHJIGHHBII MOHHUTOPUHI TepareBTuYeckoro sddexkra u
HE)KeJlaTeJIbHbIX sBJIeHUH (cM. pasznien «Ocolble yKa3aHus»).

Je3unpaMux

100 onnokpatHO | 500 Kaxknbie 12 4 1T Ha 145 %
BHYTPb

THaA22 %

Bemuumasl AUC n Cmax 2-ruapokcuMeTabonnTa CHImKamuch Ha 15 u 67 %,
COOTBETCTBEHHO. [IpM TNPUMEHEHWH OJHOBPEMEHHO C PHTOHABHPOM B
Ka4yecTBE aHTHPETPOBHPYCHOIO IMperapara pPEeKOMEHIYETCS HCIOIb30BaTh
CHIDKEHHBIE JTO3BI JIC3UIIPAMUHA.

Tpazonon

50 0THOKpPATHO \200 KaxJple 12 9 \ 1B 2,4 paza \ 1T Ha 34 %

IIpu nmpuMeHeHnN OAHOBPEMEHHO C PUTOHABUPOM, UCIIOIB3yEMbIM B KAYECTBE
AHTUPETPOBUPYCHOTO Ipenapara Wiu (HapMaKOKMHETHYECKOIO YCHIIUTENS,
Ha0JI01a7I0Ch TOBBIIIEHUE YaCTOThl Pa3BUTHS HEXKEJaTelIbHBIX pPEaKLUH,
CBSI3aHHBIX C IPUEMOM Tpa3ojo0Ha. Vcronb30BaTh KOMOMHALIMIO TPa30/l0HA U
pUTOHABUpA CIENYET C OCTOPOXKHOCTBIO: HAYMHATHL JICUEHHUE TPa30J0HOM
HY)KHO C MHUHHUMAJIBHOM JI03bl W TNPOBOAUTH MOHUTOPHUHI KJIMHHUYECKOTO
OTBETA U IIEPEHOCUMOCTHU.

IIporuBomnoaarp

HYCCKHE NMpenaparbl

Konxumuna

[Ipu nprMeHeHUn OJJHOBPEMEHHO C PUTOHABMPOM KOHIIEHTPAIUS KOJIXHUIIMHA
MOXKET TOBBIIIATECS. [Ipy TNpUMEHEHWHM KOJXHUIIMHA OJHOBPEMEHHO C
putoHasupoM (unruburop CYP3A4 u P-ramkonpoTenHa) y MalnUeHTOB ¢
HapyIHIeHUAMU (PYHKUIMHU OoYeK U (WIK) IeUYeHU CO00IIanoch 00 yrpoKaromuX
KHU3HU JIEKaPCTBEHHBIX B3aMMOJEHCTBHSX, NPUBEALINX K CMEPTEIbHOMY
ucxony (cm. pasgensl «lIporuBomnokazanusi» u «OcoOble yKazaHH).
JlononHutenbHyr0 HMHQOPMAIMIO CM. B HHCTPYKIMH 1O MPUMEHEHHUIO
KOJIXHUIIMHA.

AHTHTHCTAMMHHBIE NpenapaThbl
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Actemmu3on,
TepeHaauH

OIIHOBpEMEHHBIN TMPUEM p]ITOHaBI/IDa MOHEE’IL ﬁ'ﬁfﬂ%b’lw <= hOBLIm HUIO

1y OTUETY

KOHIIEHTPAIlMU acTeMH30Ja U TepdeHaNHA B IJIa3Me KPOBH, B CBSI3U C Ue€M OH
npoTuBonokasat (cM. pasznen «lIpoTuBonokazanusy).

dekcodenanuu

PuronaBup, uCnonp3yeMbplii B KA4€CTBE aHTUPETPOBUPYCHOTO Tperapara Uin
(hapMaKOKMHETHYECKOTO YCUIIUTENs, BiuseT Ha 3dduroke dhekcodenaanna,
OMOCPEyeMblii  P-IIMKONPOTENHOM, YTO COMPOBOMKIACTCS TOBBIIICHHEM
KoHIIeHTpanuu (ekcodenanuua. [loBeieHHBIM ypoBeHb (ekcodeHaanHa
MOKET CHI)KAThCS CO BpPEMEHEM II0 Mepe pa3BUTHS HHIYLHHUPYIOIIETO
IEUCTBUSL.

Jloparaguu

PuronaBup, ucCmosib3yeMblii B KauecTBe (apMAKOKUHETHUECKOTO YCHIUTEIIS
WM aHTUPETPOBHpYCHOTro npenapara, naruoupyer CYP3A u, kak criencteue,
MOBBIIIACT KOHIICHTPAIMIO JIOpaTaJrHa B TUIa3Me KpoBHU. llpu mpuMeHeHHH
JopaTtajHa OJIHOBPEMEHHO C PUTOHABUPOM PEKOMEHJOBAH TIIATEIIbHBIN
MOHHTOPHHT TePaNeBTUICCKOro A (eKTa U HeKeIaTeIbHBIX IBICHHI.

AHTHOAKTEPHAJ

bHbIE IPeNnapaThbl

®dy3unoBas
KHCJIOTA

OpnHOBpeMEHHBIE NPUEM pPUTOHABUpPA MOXKET HPHUBECTH K IIOBBILICHUIO
KOHIIEHTpaluuu Qpy3u0BOM KMCIOTHl U PUTOHABUPA B IUIa3M€ KPOBHU, B CBSI3U C
YeM OH IPOTUBOINOKa3aH (cM. pazaen «lIpoTuBonokasaHus»).

Pudabyrun’

150 /cyr. 500 kaxapie 12 4 1 B4 paza 1B 2,5 pa3a

25-0-
Je3a1eTUIIOBBII
MeTa0O0JIUT

pucdadbytuna

1 B 38 pa3 1B 16 pa3

B cBs3u co 3HaunTensHbIM yBenuueHueM AUC pudabyrruHa ero npuMeHeHne
OJIHOBPEMEHHO C pUTOHAaBUPOM KAaK aAHTUPETPOBUPYCHBIM MPENAPATOM
npotuBonoka3zaHo (cM. pazaen «lIporuBomokaszanusi»). [lpu mpumenenuun
otaenbHbix UII 0AHOBpEMEHHO C PUTOHABUPOM, HCIIOIB3YEMBIM B KaueCTBE
(apMaKOKMHETUYECKOTO YCHIIMTEINS, MOKAa3aHO CHIKEHHE 03Bl pudadyTnHa
10 150 mr 3 paza B Hegento. OTaeNbHbIE PEKOMEHJAIMU CM. B HHCTPYKLIUHU 110
MPUMEHEHUI0O Ha COOTBETCTBYIOLIMUA HHrubutop mporeassl. Heobxomumo
NpPUHMMATh BO BHUMaHHEe OQUIMAIbHBIE PEKOMEHAAWUA TIO0 JICUECHUIO
TyOepkyne3a y BUY- uHpUIMpoBaHHBIX NAllUEHTOB.

Pudamnunun

HecmoTpst Ha TO, 4TO pupaMNMIMH MHAYLHPYET METAabOIM3M PUTOHABUPA,
OTpaHMYEHHBbIE JaHHbIE YKa3blBAIOT Ha TO, 4YTO MNpU HPUMEHEHUU
pudaMIuIHa OJHOBPEMEHHO C BBICOKMMHM J103aMU puToHaBupa (600 mr 2
paza B CyTKH) JOIOJIHUTEIbHOE HHIyLHpYIOIlee NeHCTBUE pHUpaMIUIMHA
(JIOTIOJTHUTENFHOE MO OTHOIIEHUIO K JEMCTBUIO PUTOHABHPA) HE3HAUUTEIBHO
U HE OKa3blBaeT KJIMHUYECKHM 3HAYMMOIO BIUSHUS Ha KOHIEHTPALUIO
pUTOHAaBHpa B paMKaxX BBICOKOJO3HOM TEpaluu PUTOHABUPOM. BiusHue
puTOHaBHpa Ha pUAMIUIMH HE YCTAaHOBJIECHO.

BopukoHnason

200 xaxnawie 12 g [400 kaxnaeie 12 L Ha 82 % | Ha 66 %

200 kaxnpie 12 9 | 100 kaxasie 12 a 1l Ha 39 % | Ha 24 %

[IpumeHeHne pUTOHABHpAa B KAueCTBE AHTUPETPOBHPYCHOIO Ipenapara
OJIHOBPEMEHHO C BOPUKOHA30JIOM MPOTHBOIIOKA3aHO IO NMPUYMHE CHIKEHUS
KOHIEHTpAalluu  BOpUKOHazoma  (cM. pasgen  «lIpoTuBomoxazaHus»).
[IpuMeHeHre BOPHKOHA30J1a OJTHOBPEMEHHO C PUTOHABUPOM, UCIOIb3YEMbIM
B KayecTBEe (HDapMaKOKWHETHUYECKOTO YCHUJIMTENs, HE PEKOMEHJIOBaHO, 3a
UCKJIFOUEHHEM CIIy4aeB, KOrJa IpeAroyiaraeMas I0Jb3a TaKoro JICYEeHUs
IIPEBOCXOUT MOTEHIIMAIBHBIM PUCK JJIs NAIMEHTA.

ATOBaxoH

PutonaBup, ucnonb3yemblii B KadecTBe (PapMaKOKHMHETUYECKOTO YCHUIIUTENS
WIM aHTUPETPOBUPYCHOIO Mpenapara, MHAYLIUPYET TIIIOKYPOHU3ALMIO U, KaK
CIIE/ICTBHE, CHIDKAET KOHIIEHTpAllMI0 aTOBaXOHAa B IulazMe Kposu. llpu
IIPUMEHEHUN aTOBAXOHA OJHOBPEMEHHO C PUTOHABHUPOM PEKOMEHIO0BaH
YCUJIEHHBII MOHUTOPUHT KOHIIEHTPAI[MU MEPBOTO B CHIBOPOTKE KPOBH U €O

TepaneBTHUECKOro AP eKTa.
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HUccnenoBanust B3auMOICHCIBUA ¢ oA TONEKD | “PUTOHABKDOM | He

MPOBOAWINCE. B  wuccnenoBaHMM B3aMMOJECUCTBUSL  OJHOKPATHOW  JO3bI
OeqakBWIMHA M MHOTOKPAaTHBIX JI03 JIONMHAaBUpa B KOMOMHAMH C
putoHaBupoM HaOmonanoch ysenuuenue AUC GenakBunmna Ha 22 %. D10
MOXXHO OOBSICHUTH JCHCTBHEM PHUTOHABUPA, M NPU TNPOAODKUTEIEHOM
COITyTCTBYIOILIEM TIPUMEHEHHU NpenapaToB MOXXeT Halmromatecs Oolee
BeIpOKEHHBIH 3] dexr. OTHOBpEMEHHOr0 NPUMEHEHHS JTHUX IPErnapaToB
cienyer u30eratb B CBSI3M C PUCKOM pPa3BUTHA HEXKEIATEIbHBIX SIBICHUH,
CBSI3aHHBIX C ITPUEMOM OelakBWIMHA. TeM He MeHee, ECIIM 0XKUAaeMasi TI0JIb3a
NpUMEHEHHS O€NaKBWIMHA OJHOBPEMEHHO C PUTOHABHUPOM IPEBOCXOAUT
pHCK, TO OHO JONYCKaeTcs TMpH  COONIOACHHH  OCOOBIX  Mep
IpeoCTOPOXKHOCTH. K 3TUM Mepam HpeJoCTOPOXKHOCTH OTHOCATCS Ooliee
YaCTBIii MOHUTOPHUHT AJIEKTPOKAPANOTPAMM M KOHTPOJIb YPOBHS TpaHCaMUHa3
(cm. pazmen «OcoOble yKa3aHUS» M WHCTPYKIHH 1O TPUMECHEHHIO
OcTaKBHIINHA).

Knaputpomunu
H

500 kaxnaeie 12 a | 200 kaxasie 8 4 1THa 77 % THA 31 %

14-
THAPOKCHMETA0
OJIUT
KJIQPUTPOMMIIMH
a

| Ha 100% | Ha 99 %

B cBs3u ¢ mIMPOKUM TepameBTHUYECKUM JMANa30HOM KIAPUTPOMUIIMHA MPH
€ro MPUMEHEHUH Y TIAIIMEHTOB ¢ HOPMAJIbHON (PYHKIMEH MMOYeK CHUKATH 03y
He Tpebyercsa. [lpm mnpuMeHEHUHM OAHOBPEMEHHO C PUTOHABHPOM,
UCIOJB3YEMBIM B  KAauecTBE AaHTUPETPOBUPYCHOIO  Ipemapara  MWId
(bapMaKOKMHETHUECKOTO YCUIIUTENs, KIAPUTPOMUIIMH CIEAYeT MUCIOIb30BaTh
B go3ax He Bbime | r/cyr. KinapuTpomuuuH ciemyer HCIONb30BaTh B
CHI)KEHHBIX J103aX Y MalUEHTOB C HAPYIIEHUSIMU (QYHKIIMH MOYEK; TallieHTaM
¢ kiupeHcoM kpearnHuHa 30-60 mu/mMuH 103y cinenyer cHu3uth Ha 50 %, ¢
KIIUpeHcoM kpeatnnrnna menee 30 mi/mMmuH — Ha 75 %.

Jemamanug

UccrnenoBanust B3auMONEHCTBHS C OJHHM TOJBKO PHTOHAaBHPOM HE
OpoBOIWINCh. B WcciaenoBaHMM — JIE€KapCTBEHHOTO — B3aUMOEWCTBUS
nenamanuga B o3¢ 100 mMr 2 paza B CyTKM W KOMOWHAIIMM JIONWHABUpA U
putoHaBupa B jg03e 400/100 mr 2 pa3a B CyTKM JUIMTENbHOCTbIO 14 nHEl y
3JI0POBBIX JTOOPOBOJIBIICB OTMEYAJIOCH IOBBIIIEHHE YPOBHS CHCTEMHOTO
BO3JelcTBUA MeTaboimnrta genamanuga DM-6705 ma 30 %. B cBszu ¢
MOBBIIIEHHBIM PUCKOM yaiuHeHus: nHTepBaia QTC nmox aeiicrBuem DM-6705
Opu  HEOOXOIMMOCTH  TNPUMEHEHHUs  JlelaMaHuJia  OJHOBPEMEHHO  C
PUTOHABUPOM PEKOMEHI0BAHO O4YeHb YacToe nonyderne JKI' Ha mpoTsorkeHuH
BCEro MepHuoja JieueHus AeramMaHuaoM (cM. pazzaen «OcoOble yKa3aHHUs» U
WHCTPYKITUIO JIJIS ICTIaMaHK/1a).

OpUTPOMUIIVH,
UTPAKOHA30]I

PutonaBup, ucnonb3yembiii B kayecTBe (hapMaKOKMHETHUECKOTO YCHIIUTENS
WIA aHTHpPETpOBHpYCHOTO mpemnapara, wunHruoupyer CYP3A4 wu, xak
CJIEZICTBHE, TOBBIIIAET KOHIEHTPALMIO SPUTPOMMIIMHA M HTPAaKOHA30ja B
wiasMe KpoBu. [lpw TNpUMEHEHWUM OHPUTPOMHIIMHA OJHOBPEMEHHO C
PUTOHABHPOM PEKOMEHJIOBAH YCHUJICHHBII MOHUTOPHHI TEpPaNeBTHYECKOTO
a(hdexTa 1 HeXKEeNaTeIIbHBIX SBICHUH.

Kerokonazon

200 /cyT. 1500 xaxpie 12 4 [tB34pasa [T HAS5%

PutonaBup wuHrubupyer wmertabolMyecKue TMpeBpalleHusi KEeTOKOHAa30Ia,
omocpenyembie CYP3A. B CBsA3M ¢ TMOBBINIEHHOW YacTOTOM pa3BUTUS
HEXKENATENBHBIX PEAKIMiA CO CTOPOHBI JKEITYJAOYHO-KUIIEYHOTO TpaKTa M
NEYeHN TNpH NPUMEHEHUM KETOKOHA30Ja OJHOBPEMEHHO C PHUTOHABHPOM,
UCTIONIB3yeMBIM B KauyecTBE AaHTHPETPOBUPYCHOTO  Ipermapara  HIu
(apMaKOKMHETUYECKOTO YCHIIUTENS, CIelyeT PacCMOTPETh HEOOXOIUMOCTb
CHIDKEHHSI T03bI KETOKOHA301a.
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800/ 160]500 xaabie 12 4 1= IEARERGGHHpHOT

OJTHOKPATHO 1 Ha 20 %

KoppektupoBka 1036l cynb(haMeTokca3oyia/ TpUMETONpUMa BO BpeMs
COITYTCTBYIOIIETO JICYEHUS] pPUTOHABUPOM HE TpeOyeTcs.

AHTHIICMXOTHKH/HEHPOJIENTUKH

Knozanum, OnHOBpEMEHHBIN TMpPHEM C PHUTOHABHPOM IIPOTUBONOKA3aH, T.K. MOXET

MTUMO3U]L MPUBECTH K TOBBIIMICHUIO KOHIIEHTpAIMM KJIO3allMHA M MHUMO3HJa B ILIa3Me
(cm. paznen «IIpoTuBONOKA3aHUSY).

lanonepunon, |PuToHaBup, mpuHUMaeMmblii B KadyecTBE AHTHUPETPOBUPYCHOTO Ipemnapara,

PUCIIEPUJIOH, unrubupyer CYP2D6 wu, Kkak CJlEICTBHE, TOBBIMIACT KOHIIEHTPAIIUIO

TUOPUJIA3UH rajionepujoiia, pUCHEpPUIOHA U TUOpUIa3WHA B Iula3mMe KkpoBu. I[lpu
OPUMEHEHUH 3TUX  JIGKAPCTBEHHBIX  IpENapaToB  OJHOBPEMEHHO C
PUTOHABUPOM B KaueCTBE AHTUPETPOBUPYCHOTO Mpernapara PEeKOMEHIOBaH
TIIATEIbHBI MOHUTOPHHT TEPareBTUYECKOro 3¢ ¢deKTa M HEeKeIaTeIbHbIX
SIBJICHUU.

Jlypazunon Beuny unrn6upoBanus CYP3A puTOHaBHpOM NpEAIONaraeTcsl yBEIUYCHHE
KOHIEHTpauuu  JnypazugoHa. COBMECTHBII MNpUEeM C  JypasHI0HOM
npoTuBoOIoKa3aH (cM. pazaen «IIpoTuBonokazanus»).

Ksernanun B cBa3u ¢ wuHruOupyroummm neiictBueM purtoHaBupa Ha CYP3A
NpPEIoiIaraeTcsl yBEIMYEHUE KOHLEHTpAlMM KBeTHanuHa. [IpuMeHenue

pPUTOHABHUpa OJHOBPEMEHHO C KBETHANMHOM MPOTHBOIIOKA3aHO, MOCKOJIbKY
9TO MOXKET MPUBECTU K MOBBIIIEHHOMY TOKCHUYECKOMY JIEUCTBHUIO KBETHAIMHA
(cMm. pazzpen «IIpoTuBonoka3zanus»).

B2-agpenoMumMeTHKN (ITIMTEILHOTO 1eliCTBUS)

Canmerepon

B cBsi3u ¢ uarnbupyrommm neiicreuem puronaBupa Ha CYP3A4 oxwumaercs
BBIPQ)KEHHOE TIOBBIIICHHE KOHIEHTPALUU OJHOBPEMEHHO IPUMEHIEMOT0
calMeTepoa B IUIa3Me KPOBU. B CBSI3U ¢ ATUM OJHOBPEMEHHOE IIPUMEHEHUE
JAaHHBIX [IPENapaToB HE PEKOMEHI0BAHO.

B.]'[OKﬂTOpr KaJbIIHECBbBIX KAHAJI0B

AMJIIOTUITNH,
IAJITHA3EM,
HUGDETUITIH

PuTtonaBup, ucnonb3yemblii B KayecTBe (hapMaKOKMHETHUECKOTO YCHIIUTENS
WIA aHTHpPETpOBHpYCHOrO mpemapara, wunHruoupyer CYP3A4 wu, xak
CJIEZICTBHE, MOBBIIIAET KOHIIEHTPAIIMIO AHTAarOHUCTOB KaJIbIIMEBBIX KaHAJIOB B
wiasMe KpoBu. [lpum TpuUMEHEHMHM J3THUX JIEKAPCTBEHHBIX IPENapaToB
OJTHOBPEMEHHO C PHUTOHABUPOM DPEKOMEHJIOBAH TIIATENbHBI MOHUTOPHHT
TEpaneBTUYECKOTo 3P PeKTa 1 HEIKENATEIbHBIX SIBICHUH.

AHTaroHMcCTbI IHAOTCJIUHOBBIX PEHENTOPOB

Bosenran IMpumeHenne 6O3eHTaHA OJHOBPEMEHHO C PHTOHABHPOM COMPOBOXKIACTCS
MOBBIIIIEHHEM MaKCHMAJIbHOW KOHIIEHTparuu Oo3eHTaHa B miazMe (Cmax) U
wiomanad mnojJ (papMakOKMHETUYECKOW KpPHUBOM OO3€HTaHa B PaBHOBECHOM
cocrosianu (AUC).

Puonuryar IIpy nDpuMEHEHMHM OJHOBPEMEHHO C PHUTOHAaBHPOM MOXET BO3pacTaTh

KOHIIGHTPALUsi B CHIBOPOTKE KPOBU BCJIEACTBHE MHTHOMPYIOIIETO JeHcTBUS
puronaBupa Ha CYP3A wu P-rmukonporenn. OmHOBpEMEHHBIH IpHeM
puoIMryara ¢ pPUTOHABUPOM He pekomeHayercs (cMm. paszzgen «OcoOble
YKa3aHUs» U UHCTPYKIIMH 110 MPUMEHEHHUIO PUOIUTyaTa).

HpOI/I3BOIlele AJKAJOUIA0B CIIOPBIHBU

Jurunposprora
MUH,
PrOHOBUH,
ProTaMuH,
METUIIIPrOHOBU
H

OnHOBpEeMEHHBIN NIPUEM C PUTOHABUPOM IIPOTHBONOKA3aH, OCKOJIBKY MOKET
BECTH K MOBBIIICHUIO KOHIIEHTPAIMH MTPOU3BOIHBIX AJIKAJIOUIOB CIOPBIHBU B
wiazMe (cM. pasaen «IIpoTuBomnokazaHus»).
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Crumyastopsl moTtopuku KKT

s
y L]

Hu3zanpun

OpnHOBpeMEHHBII NPUEM C PUTOHABUPOM IPOTHBOIIOKA3aH, T.K. MOXET
MPUBECTH K MOBBIIICHUIO KOHIEHTPALMU IHM3alpuja B IIa3Me KPOBU (CM.
paznen «[IpoTuBoOnOKa3aHUN»).

AHTaronucrtsl penentopos 'uPI’

DJ1aroanKc

OnHOBpEeMEHHOE MPUMEHEHHE JIar0JIMKCA ¢ PUTOHABUPOM MOKET YBEITHYUTh
KOHIIGHTpaIlMio  dyarosimkca 1myreM wuHruoupoBanuss CYP3A wu  P-
[JIMKONpOTenHA. VI3BeCTHBIE Cephe3HBbIE HEKENATENbHBIE pPEAKIUd TpU
MPUMEHEHUN 3JIarOJMKCa - CYWLUJAIbHBIE MBICIHM U TOBBIIICHHE YPOBHEH
NEUYCHOYHBIX TpaHcamuHa3. Kpome TOro, smaroiukc sBisieTcst CiadbiM/
ymepeHHbIM UHAYKTOpoM CYP3A, KOTOpBI MOXKET YMEHBIIATh CHCTEMHOE
BO3/CHiCTBHE pHUTOHaBHUpa. HeoOxommmo o0paTUThCs K WHCTPYKLIMU TI0
MEAMIIMHCKOMY HPHUMEHEHHUIO 3JIarojMKca JJis IMOJy4eHUs HHPOpMAIUH O
J103aX 3JIarojimKca npyu NpuMeHeHUH ¢ cuIbHbIME nHTHONTOpamMu CYP3A4,

IIpoTuBOBHpYCHBIE MpenapaTbl NPSIMOro JelcTBUSl 1A JedyeHuss Bupyca rematutra C

(BI'C)
I'mexanpeBup/ |B cBsa3u ¢ wunrubupoBanuem P-romkonporenna, BCRP u OATPIB
MUOPEHTACBUP |PUTOHABUPOM KOHIIGHTPAIIMM B  CBIBOPOTKE MOTYT  YBEIHYHMBATHCA.

OnHOBpeMeHHOE MPUMEHEHHE PUTOHABHpa U IJIeKalpeBUpa/ MMOpeHTacBupa
HE PEKOMEHIYeTCs H3-3a IMOBBIIIEHHOTO pucka moBbllieHus ypoBHa AJIT,
BBI3BAHHOI'O POCTOM KOHIICHTpAlMH ITIeKanpeBHpa.

Nuruéuropsl nporeasnsl BI'C

CumernpeBup

200 /cyT. \ 100 kaxnpie 12 g \ 1 87,2 paza \ 1B 4,7 paza

PuToHaBup MOBBIIIAET KOHIIEHTPAIMIO CUMENPEBUpPA B IJIa3ME BCJE/ICTBUE
uarunOupoBanus CYP3A4. OpHOBpeMEHHOE TNPUMEHEHUE PUTOHABHpA U
CHUMENpPEeBHUpa HE PEKOMEHIOBAHO.

Nuruduropsl peaykrassl 'MI'-KoA

ATopBacTraTHH,
(dbyBacTaTHH,
JIOBACTaTHH,
IpaBacTaTuH,
pO3yBacTaTuH,
CUMBAaCTaTUH

[Tpu nmprMeHeHUH OJTHOBPEMEHHO C PUTOHABHPOM, UCIIOJIBb3YEMBIM B KaUeCTBE
AHTHPETPOBUPYCHOTO Tpenapara HiM (apMaKOKMHETHYECKOTO YCHIIUTEI,
0’KU/1aeTCsl BBIpAKEHHOE MOBBIILIEHHE B IUIa3Me KPOBH YPOBHS MHTHOMTOPOB
penykrasbl ' MI'-KoA, Takux Kak JOBacTaTMH U CUMBACTATHH, OCKOJBKY HX
MeTaboau3M B BbICOKOM ctenenu omnocpenoBaH CYP3A. Ilpu moBsiieHun
KOHIICHTPALIUH JOBacTaTUHA " CHMBAacCTaTHHA BO3pacTaer
IPEepacooKEeHHOCTh MAMeHTOB K MHONATUsAM, BKIOYas pabJlOMHOININ3, B
CBSI3U C YeM MPHUMEHEHHE 3TUX JICKAPCTBEHHBIX MPEMapaToB OJJHOBPEMEHHO C
PUTOHABHPOM HIPOTHBONOKa3aHO (cM. pa3gen «lIpoTuBonokazaHus»).
Metabonu3m aropBacTaTMHa B MeHbIIeH crenenn omocpenaoBaH CYP3A.
BeiBenenne posyBactatuHa He 3aBucuT oT CYP3A, oanako mnpu ero
MPUMEHEHUN OJHOBPEMEHHO C PUTOHABUPOM COOOIIATIOCH 00 YBETWYECHUU
HKCMO3ULUHU PO3yBacTaTHHA. MeXaHU3M ATOro B3aUMOJECHCTBUS HE BBISICHEH,
OJTHAKO STO MOJKET OBITh CIIEICTBHEM HHTHOMPOBaHUS IMepeHocunka. [Ipu
NPUMEHEHUU PUTOHABUPA B KauecTBE (papMaKOKMHETUUYECKOTO YCUIIUTEIS WU
AHTHPETPOBHPYCHOTO TIperapara OJHOBPEMEHHO C AaTOPBACTATHHOM HIIU
PO3YBacCTaTUHOM IIOCJTIEIHUE HEOOXOJMMO Ha3zHayaTh B KaK MOXHO OoJjee
HU3KHX J03ax. MeTabonm3M mpaBacTaTHHA U (ITyBacTaTHHA HE OTOCPEIOBaH
CYP3A, B cBs3u ¢ yeM B3aUMOJICHCTBUS C pUTOHABUPOM HeE MPEATOIaraercs.
[Ipu HeoOxomumocTu JiedeHHss UHrHOuTOpoM penaykrtazel ['MI-KoA
pPEeKOMEH 1yeTcsl BBIOUPATh MpaBacTaTUH UM (DIyBacCTaTHH.

NHrnduropsl KMHHA3BI

docramaTuHnO

OnHOBpeMeHHOE TIpUMEHEeHHe (ocTaMaTMHUOa W PHUTOHABHpPA MOXKET
YBEJIMYUTH CHCTEMHOE Bo3jeicTBHEe MeTtabommTa poctamarmanba R406, uro
MOJKET MPHUBECTU K HEXEJATCIbHBIM PEAKIUsIM, 3aBUCHMBIM OT JI03bl, TAKUM
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Ty e ey

O CEQOES HOCT 5 oot
| kak rematoTokcuuHOCTH ¥ HeliTponentd,” — (=B TEITBALA TE VUL

FOpMOHaJIbHBIe KOHTpPalenTUBbI

Otuammerpaan |50 Mir 500 xaxasle 12 4 1 Ha 40 % lHa32%
oIl OJIHOKPaTHO
[Ipy mnpuUMEHEHUH HTUHUIACTPAANOIA OJHOBPEMEHHO C PUTOHABHPOM,
UCIOJB3YEMBIM B  KAauecTBE AaHTUPETPOBUPYCHOIO  Ipemapara  MWId
(bapMaKOKMHETHYECKOTO YCHJIMTENS, HEOOXOAMMO HCIIOJIb30BaTh OapbepHbIe
WIN Jpyriue HerOPMOHAIbHBIE METOBI KOHTpAleNui. PUTOHABUD U3MEHSET
npoduiIb MaTOYHOTO KPOBOTEUEHUSI U CHUXKAET 3((HEKTUBHOCTH 3CTPaAJAMOI-
coJiepKalX KOHTPaenTHBOB (cM. paznen «OcoOble yKazaHHs»).

HNMMyHoOaenpeccanThl

Huknocnopun, |PuroHaBup, MCHoiab3yeMblii B KauecTBe (PapMaKOKHMHETUYECKOTO YCHIIUTEIS
TaKpOJIUMYC, WM aHTUPETPOBHpYCHOro mpenapara, wuHruoupyer CYP3A4 wu, kax
IBEPOIIUMYC CJICZICTBHE, TOBBIIIAET KOHIICHTPALMIO LHKIOCIOPUHA, TaKpOJMMYyca WIN
9BepoJMMyca B Ija3Me KpoBH. lIpu mnpUMEHEHUH 3TUX JIEeKapCTBEHHBIX
IpenapaToB OJHOBPEMEHHO C PHUTOHABHUPOM DPEKOMEHJIOBAH TIIATEIbHBIN
MOHHUTOPHHT TepaneBTU4YeCKOoro 3 (ekTa u HeXKenaTeNbHbIX IBICHHI.

Hpenapamw, NOHUMICAoOWue KOHyeHmpayuiro AUNUOO0E

JloMmuranmyg JlomuTanuy SBISETCS YYBCTBUTEIBHBIM CyOCTpaToM Juisi MeTaboiim3Ma ¢
nomotnipio CYP3A4. Uurubutopsr CYP3A4 yBennyuBaIOT KOHIEHTPALUIO
JIOMHTAIKA B TUIa3ME, a MOIIIHBIC HHTUOUTOPHI YBEIIMUUBAIOT KOHIICHTPAIIUIO
npumMepHo B 27 pa3. OgHOBpEeMEHHOE NIPUMEHEHHE JIOMUTANUIa C
PUTOHABHPOM TMPOTHUBOMOKa3aHo (cMm. pazgen «lIpoTuBomokazaHus» U
WHCTPYKIIUIO IO TPUMEHEHHIO VIS JIOMHUTAITUIA).

HNurunéuropsl pocdomamicrepassl (P/1I-5)

ABanadun 50 oIHOKpaTHO ‘ 600 xaxnapie 12 4 ‘ 1B 13 pa3 ‘ 1 B 2,4 pa3a
OpnHoBpeMeHHOE TPUMEHEHNE aBaHa(puIa 1 PUTOHABUPA IPOTUBONOKA3aHO
(cM. paznen «IIpoTHBOIOKa3aHU).

Cunpenaduin 100 ogHOKpaTHO ‘ 500 kaxxaple 12 4 ‘ 1811 pa3 ‘ 1 B 4 pa3za
[Tpu mpuMeHeHuH cunjeHaduia ¢ 1esblo JIEUEHUS IPEKTUIBHON TUCHYHKINU
OTHOBPEMEHHO  C  PHUTOHABHPOM,  HCIOJB3yeMBIM B  KadecTBe

aHTUPETPOBUPYCHOTO IMpenapata Wi (papMaKOKMHETHYECKOTO YCHIIUTE,
HE0OXO0AMMO COOMI0aTh OCOOYI0 OCTOPOKHOCTB, a J103a cuiijeHaduia He
JIOJDKHA MpeBbImIaTh 25 Mr 3a 48 u (Takke cM. pasaen «Ocolble yKa3aHUs»).
ConyrcTByloliee NpuMeHeHHe cuilieHa(uiia 1 puTOHaBUpPa MPOTUBOINOKA3aHO
nalMeHTaM C  JIETOYHOM apTepualbHOW rumepTeHsued (cMm. pasaen
«IIpoTHBOIIOKA3aHUS).

Tananagpun 20 0JTHOKpaTHO ‘ 1200 xaxnpie 12 4 ‘ THa 124 % ‘ >
[Tpu mpumeHeHnH Tafanaduia ¢ LEIbIO JIEYEHUs IPEKTUIBHON TUCHYHKIUU
OIHOBPEMEHHO  C  DHUTOHAaBUPOM,  MHCIOJB3YEMbBIM B  KauecTBe

AHTUPETPOBUPYCHOTO TpemnapaTa Win (HapMaKOKWHETHYECKOTO YCHIUTENs,
HE0OX0oauMO CO0JII0IaTh 0COOYI0 OCTOPOYKHOCTh, a Taaanaduil HEoOXOAUMO
Ha3Ha4yaTh B CHI)KEHHBIX J03ax He Oonee 10 mMr ¢ mHTEepBaioMm B 72 4 mpu
YCUJICHHOM MOHHTOPWHIE HEXeNaTeNbHBIX peakiuid (cM. pasgen «OcoObie
ykazanus»). [lpu npuMmeHenun Tananaduiia 0JHOBPEMEHHO C PUTOHABHPOM Y
MAIMEHTOB C JISTOYHOH apTepHabHOW THIIEpTEH3UEH He00X0aMMO COOTI0IaTh
YKa3aHUs U3 UHCTPYKIIUU N0 MPUMEHEHHIO Taganaduma.

Bapnenadun 5 OJTHOKPATHO \ 600 kaxzapie 12 4 ] 1 B 49 pa3 \ 1B 13 pa3
OnHOBpeMEHHOE MPUMEHEHHUE BapaeHaduiIa 1 pUTOHABHPA IPOTUBOIIOKA3aHO
(cMm. pazzen «IIpoTuBonoka3zaHus»).

CenaTuBHBIC H CHOTBOPHbIE IIPENapaThl

Kiopaszenar, ‘O}IHOBpeMeHHHﬁ IIPUEM C PUTOHABHPOM MPOTHBOIOKA3aH, IOCKOJIBKY MOYKET
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JIHa3enam,
3cTa3oliaMm,
baypasenawm,
npeAHa3HauYeHH
BIN JUISl IpUEeMa
BHYTPb WIH
MapeHTePAITBHO
MHJa30J1aM

IPUBECTH K  IOBBILICHUIO, _KOHICHTPANHH " - KIopaseiard.”  duasernama,

MY OTUETY

scrazonamMa W (Quypazemama B IIa3Me  KpoBH  (CM.  paszien
«[IpotuBonokazanus»). Merabonu3M Muja3ojlamMa B BBICOKOH CTelneHU
onocpenoBad CYP3A4. [Ipumenenne ogHOBPEMEHHO C PUTOHABUPOM MOXKET
COIIPOBOXKIATHCS CYLIECTBEHHBIM MIOBBIIIEHUEM KOHLIEHTPALUU
Oenzogmazenuua.  MccnenmoBaHus — B3aUMOJCHMCTBUSL ~ pUTOHABHpa U
OEH30Ma3eNMHOB He MNpoBOAMIMCH. Ha OCHOBaHMM [aHHBIX I JAPYIHX
unruouropoB CYP3A4 xoHueHTpamus MupaszojamMa B IUIa3Me NpPU  €ro
IPUMEHEHUU BHYTPb Oy/eT 3HauuTeNabHO Bbille. TakuM 00pa3oM, pUTOHABUD
HE CJIelyeT MPUHUMATh OJIHOBPEMEHHO C MUJIa30J1aMOM (BHYTpPhH) (CM. pazjen
«[IpoTuBonokazanus»), a MpU €ro MNPUMEHEHUH OJHOBPEMEHHO C
MHUa30J1aMOM, BBOJMMBIM TApEHTEPAIbHO, CIEAYyeT COOII0aaTh 0CO0YI0
OCTOpPOXKHOCTh. JlaHHBIE 00 OJHOBPEMEHHOM IPUMEHEHUH MUAA30J1aMa,
BBOJIUMOTO TTAPEHTEPATIHHO, U JPYTUX MHTHOUTOPOB MPOTEA3bl YKA3bIBAIOT HA
BO3MOYKHOE MOBBILLICHUE YPOBHA MHU1a30/1aMa B I1a3Me KpoBU B 3-4 pasa. [Ipu
HEOOXOMMOCTH TPUMEHEHHS PUTOHABUPA OAHOBPEMEHHO C MHJA30JIaMOM,
BBOJIMMBIM TapeHTEPaIbHO, 3TO CIEAYyeT OCYIUECTBIATh B OTAEICHUU
peanumanuu U uHTeHcuBHOM Tepanuu (OPUT) uin B aHaJIOTMYHBIX YCIOBUSAX
JUI YCUJIGHHOTO KIMHHUYECKOTO MOHHUTOPHHIA M HAJISKAIICTO JICYCHHS B
cilyyae pa3BUTHUS YTHETCHMs JbIXaHUS U (WJIM) JUIMTENbHON cenaiuu. Moxer
noTpedoBaThCsl  KOPPEKTUPOBKA  JI03BI  MHJa3ojama, OCOOEHHO Tpu
MHOI'OKPaTHOM BBEJICHUH.

Tpurazonam

0,125 200, 4 no3sl
OJIHOKPATHO

1>820 pa3 1T Ha 87 %

OpnHOBpeMEHHBIN MpUEM PUTOHABUPA MPOTHUBOIMOKA3aH, T.K. MOXKET IMPUBECTU
K TOBBIIICHUIO KOHIIEHTpAIlMU Tpuas3ojiaMa B Iula3Me KpOBU (CM. pasfien
«[IpoTHBOIIOKA3aHUS).

Iletuaun

50 oTHOKpATHO 500 xaxapie 12 g
BHYTPb

l HA 62 % 1 HA 59 %

Hopnetnannos
BIil META0OJIUT

1T HA47 % 1 Ha 87 %

OpnHOBpeMEHHOE NPUMEHEHUE NMETHIMHA U PUTOHABUPA MPOTHUBOIIOKA3aHO B
CBA3M C BO3MOXXHBIM TIOBBIIIEHHEM KOHIIEHTPALlMd HOPIETUIUHOBOIO
MeTaboauTa, KOTOpBIH  oOnamaer  00e€3001MBAaOIIUM  JEHCTBHEM U
OJTHOBPEMEHHO CTUMYJIMPYET IEeHTpaibHy0 HepBHyI cuctemy (LIHC). Ipu
NOBBIIIEHHONW KOHIEHTpAallUd HOPIETHINHA BO3PACTaeT PUCK PpPa3BUTUSA
noOouHbXx peakuuii co crtoponsl HHC (manpumep, smumientudOpMHBIX
NPUIAAKOB), cM. pa3aen «IIpoTuBonokasaHusy.

Anmpa3zonam

1 omHOKpaTHO 200 xaxapie 12 4 B Teu. 2
JHEU

1B 2,5 pa3a >

500 xaxnpie 12 u B Teu. 10
THeHn

lHa 12 % lHA 16 %

BBenenue B cxemy J€4eHUsS PUTOHABHPA COMPOBOXKAAIOCH HHTUOMPOBAHHEM
MeTabonr3ma anmpazonama. [lociie mpuMeHeHus puTOHaBHpa Ha MPOTSKECHUU
10 gueit mHrHOUpyrolee AelicTBUE Hcye3ano. B mepBble HECKONBKO JTHEH
MIPUMEHEHHUS aJllpa3ojiaMa OJJHOBPEMEHHO C PUTOHABUPOM, HCIOJIb3YEMbBIM B
KauecTBe aHTUPETPOBUPYCHOTO TIpernapara Wik (papMaKOKHHETHIECKOTO
YCWIHTEINSA, N0 PAa3BUTHS WHIYNHUPYIOMIETO JICUCTBUS Ha MeTaboIm3M
ayrpasosaaMa, He00X0JMMO COOII0AaTh 0COOYI0 OCTOPOKHOCTD.

Bbycnimpon

PuTtonaBup, ucmnonp3yembiii B KadecTBe (HhapMaKOKHMHETHUECKOTO YCHIIUTEIS
WIN aHTHPETpOBHpYycHOro npenapara, nuHruoupyer CYP3A u, kak ciencTsue,
MOBBIIIIAET KOHIICHTpAlMI0 OycmUpoHa B IiasMe KpoBu. [Ipw mpuMeHEeHWn
OycnMpoHa OJHOBPEMEHHO C PUTOHABUPOM DPEKOMEHJIOBAH YCHJIEHHBIN
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COOTEBETCTEYET 3KI(

ot 22.04.2025 N2 10724

\ MOHHTOPHHT TeparieBTHIeckoro dhbekta i HekenatebHpiX SBICHAL. -~

MY OTUETY

CHoTBOpHBIE Ipenaparsbl

SonnuaemM

5 200, 4 10381 |1 Ha 28 % |1 Ha 22 %

[IpuMeHeHne 3onanuzemMa OZHOBPEMEHHO C PUTOHABUPOM JOIYCKAeTCS IPHU
YCUJIEHHOM MOHMTOPUHI€ N30BITOYHBIX CEIaTUBHBIX 3((HEKTOB.

IIpenapartsl Jis

0TKa3a 0T KypeHusl

bynponnon

150 100 xaxnaeie 12 | Ha 22% lHa2l %

150 600 kaxapie 12 | Ha 66 % Ll Ha 62 %

Bynporimon  merabommsupyercst  npeumyinectBerno  CYP2B6.  Ilpu
IPUMEHEHUH OyNpolnuoHAa OJHOBPEMEHHO C MHOTOKPAaTHBIMHM J103aMHU
PHUTOHABHPA MOXKET CHIKATHCS €r0 YPOBEHb. ITOT 3((HEKT MOKHO OOBSICHUTH
UHAYLHUPYIOUIMM JEeHCTBHEM PUTOHABUpPA HAa MeTabonu3M OymnponuoHa. Tem
HEe MeHee, puToHaBHp Tarke mHruoOupyer CYP2B6 in vitro, B cBsizu ¢ uem
OyIponuoH cieayeT MCIOJIb30BaTh B JI03aX HE BbIIE PEKOMEHAyeMbIX. B
ornnuue oT 3((EeKTOB NpU MPOJOIKUTEIFHOM IMPHUMEHEHHH PUTOHABHUPA,
[0CJI€ €ro MPUMEHEHHs B HU3KUX J03aX Ha MPOTSHKEHUH KOPOTKOro Iepuoja
(200 mr 2 pa3za B CyTKM B T€UEHHUE 2 JHEW) 3HAYMMBIX B3aMMOJICUCTBHI C
OynponuoHOM He HabJI0JaNoCh, HA OCHOBAaHMM YEr0 MOXKHO IPEIINOJIOKHTD,
YTO KOHLEHTpalus OynponHOHa HAYMHACT CHIDKATBCS CIYCTS HECKOJBKO
JIHeH nocsie Hayajla CONMyTCTBYIOIIEro IPUMEHEHUs] pPUTOHABUPA.

Creponpbl

dnyTUKa3zoHa
MPOMHUOHAT,
MPUMEHSEMBbI
HMHTAJISIITUOHHO,
MHTPaHAa3aJIbHO
W
IIOCPEACTBOM
WHBEKITNH,
OyznecoHus,
TPUAMIIUHOJIOH

[Tpu npuMeHeHNN PUTOHABUPA OJHOBPEMEHHO C (IyTHKa30HA MIPOIHMOHATOM,
BBOJIMMBIM HMHTAIALMOHHO WJIM WHTPAHA3aJIbHO, COOOIIATIOCh O Pa3BUTUHU
CUCTeMHBIX 3()()EKTOB KOPTHUKOCTEPOMIIOB, BKItoyass cunapoMm MHieHko-
Kymmnra w yraerenue (yHKIMHM HAAMOYEYHUKOB (B BBIMICYITOMSIHYTOM
UCCIICIOBAHUM YpPOBEHb KOPTHU30Ja B IUIa3Me CHu3uics 10 86 %).
Amnanornunbie 3 (}eKThl Takke HaOMIOAATUCh MPH NMPUMEHEHUH PUTOHABUPA
OJTHOBPEMEHHO C JPYrUMHM KOPTUKOCTEPOUAAMH, METabO0IN3UPYEeMbIMU
CYP3A, nampumep, OyJIECOHHIOM W TPHUAMIIMHOJIIOHOM. Takum oOpazom,
IpUMEHEHHE PUTOHABHpa B KauyecTBE AHTUPETPOBUPYCHOTO MpenapaTa HIU
(bapMaKOKMHETUYECKOTO  YCWJIMTENE  OJHOBPEMEHHO  C  JaHHBIMH
[JIFOKOKOPTUKOMIHBIMU TIpenapaTaMM HE PEKOMEHJIOBAHO, 3a HCKIIIOUEHHEM
CllydaeB, KOTJa TIOTCHIMAIbHAS TIOJbh3a TAKOTO JICYCHHS IPEBOCXOIUT
NOTEHIMAJbHBI PUCK Ppa3BUTUS CHUCTEMHBIX J(PQEKTOB, CBI3aHHBIX C
IPUEMOM KOpPTUKOCTeponaoB (cM. pazaen «OcoOble ykazaHus»). B
HOCJAETHEM  Clyyae HEOOXOJUMO  HCIHOJb30BAaTh  CHU)KEHHBIE  JIO3bI
TIIFOKOKOPTUKOHMIHOTO TIpernapara ¥ IPOBOJAUTH YCHJICHHBIH MOHHUTOPHHT
MECTHOTO UM CHUCTEMHOTo JeWcTBus, MO0 MepexoauTh Ha ApYyroi
TIIIOKOKOPTUKOHMIHBIA TIperapar, He sBisromuiics cyocrpatom CYP3A4
(Hampumep,  Oexnomera3oH). bomee  Toro, B  ciaydae — OTMEHBI
TIIIOKOKOPTUKOHUIHBIX ~ TIPENapaToB MOXKET IOTPeOOBaThCS TOCTETIEHHOE
CHIDKEHHE JI03bI Ha IPOTSHKEHUH JUTUTEIbHOTO BPEMEHH.

JexcameTra3oH

PutonaBup, ucnonp3yembiii B KadecTBe (hapMaKOKHMHETHUECKOTO YCHIIUTEIS
WIN aHTHPETpoBHpYycHOro npenapara, uaruoupyer CYP3A u, xak ciencTsue,
MIOBBIIIIAET KOHIIEHTPAIIHIO JIEKCaMeTa30Ha B Tu1a3Me KpoBH. [Ipn nmpuMeHeHnn
JIeKCaMeTa30Ha OJIHOBPEMEHHO C PHUTOHABHPOM PEKOMEHJIOBaH YCHUJICHHBIH
MOHHUTOPHHT T€PAIeBTUIECKOT0 d((HeKTa 1 HeKeIaTeIbHBIX SIBICHUH.

[Ipenuuzonon

20 200 xaxmpie 12 4 |1 Ha 28 % [1HA 9 %

IIpy npuMeHEHMM  NOPEIHHU30JI0HA  OJHOBPEMEHHO C  PUTOHABUPOM
PEKOMEH/IOBaH YCWJIEHHBIH MOHMTOPHHI TepamneBTHuecKkoro sddexra u
HEeXeNaTelbHbIX sBiIeHU. Yepes 4 n 14 nHel conyTCTBYIOIIETO NPUMEHEHUS
npeaHu3oi10Ha ¥ putoHaBupa BennuuHa AUC wmerabonuTa INperHU30JI0HA
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 22.04.2025 N2 10724
ECHERCEBATERBHOCTE 000T)

\ Bo3pocia Ha 37 u 28 %, COOTBETCTBEHHO

H/0: HE OIPEIEIICHO
! Ha ocHOBaHMHM cpaBHEHNMS B ApaIeIbHBIX TPYIIHAX.
2 Cynb(haMeToKca3071 MPUMEHSIICS OJHOBPEMEHHO C TPUMETOIPUMOM.

[Ipy npuMeHEHHMM pUTOHABHpPA OJHOBPEMEHHO C JIU30IUPAMUIOM, MEKCUIETMHOM U
He(a30J0HOM COOOMIATIOCh O PA3BUTHHM HEXKENATENbHBIX SBJICHUH CO CTOPOHBI cepiaua u
HEpBHOU cucTeMbl. Henp3sl MCKIIOYUTH BO3MOXKHOCTH B3aUMOJIEHCTBUS ITHX JIEKAPCTBEHHBIX
IIPENapaToB.

[ToMMMO  BBILIENEPEUYUCIECHHBIX B3aUMOJEHCTBUN  CYILECTBYET BEPOSTHOCTb  YCHJICHUS
TEparneBTUUECKUX U TOKCHUYECKHUX JECHCTBHI, UTO CBSI3aHO C BBICOKOH CTENEHbIO CBSA3BIBAHUS
pUTOHaBMpa C OeJIKaMM IJIa3Mbl U, KaK CJIEACTBUE, BBITECHEHUEM OJTHOBPEMEHHO IPUMEHSIEMbIX
JIEKapPCTBEHHBIX IIPENAPaTOB U3 CBSI3U C HUMH.

Ilpumenenue pumonagupa 6 Kauecmee PapmaKOKUHEMUUECKO20 YCUNUMEN

Baxxubie cBeneHuMs O B3aUMOACHMCTBMSIX PUTOHABHpa, MHCIOJNB3YEMOIO B  KauecTBe
(bapMaKOKUHETUYECKOI0 YCWJINTEJNSA, C JIGKAPCTBEHHBIMU IIperapaTraMu TakKe IPUBEACHBI B
UHCTPYKLIUU /7151 OAHOBPEMEHHO IPUMEHSIEMOr0 HHIMOUTOPA IPOTEasbl.

Hueubumopwl npomonnoco nacoca u brokamopul Hz-2ucmamunoswix peyenmopos

[lpy mnpuMeHeHHMH WHTHOMTOPOB MPOTOHHOTO Hacoca W 0JIoOKaTOpoB Hz-THCTaMHHOBBIX
peLenTopoB (Hampumep, OMeNpa3ojia WIM PAHUTUANHA) MOXKET CHMKATbCSl KOHLEHTpalUs
OJTHOBPEMEHHO TNPUMEHSEMBIX HHTMOMTOpOB mpotreasbl. [lonpoOHbIE cBeneHHs O BIUSHUU
OJIHOBPEMEHHOTO TPUMEHEHHUs JIEKAPCTBEHHBIX IMPENapaToB, CHIKAIOUIMX KHCIOTHOCTH,
NPUBENECHbl B WHCTPYKUUU [UISI OJHOBPEMEHHO IPUMEHSEMOr0 HWHIHMOUTOpa MpPOTEa3bl.
CornacHo pe3yabTaTaM HcCCel0OBaHUN B3aUMOJICHCTBUN ¢ MHIMOMTOpaMHU MpoTeasbl, JeicTBue
KOTOPBIX YCHJIMBAET PUTOHABHP (JIONMHABUP B KOMOMHAIIMK C PUTOHABUPOM, aTa3aHaBUP), MPU
OJIHOBPEMEHHOM NPUMEHEHUH OMETpa30Jia WM PaHUTUANHA C PUTOHABUPOM, HCIOIb3yEMbIM B
KayecTBe (hapMaKOKMHETHYECKOIO YCWINUTENsS, 3(PQEKTUBHOCTb IOCIEAHErO0 3HAUMMO HE

MCHSCTCS, HCCMOTpPA Ha HeOO0IbIIOC U3MEHCHUE YPOBHA CUCTEMHOI'O BO3ACHUCTBHUSI (anMepHo

Ha 6-18 %).

OcoOble ykazaHus

PutronaBup He w3neunBaer ot BWY-1 wHbeknmuu wW CHHApOMAa MPUOOPETEHHOTO
ummyHonepunuta (CITU). V mnaumeHToB, MONYYalOUIMX PUTOHABHP WM JIOOYIO JIPYTYIO
QHTUPETPOBUPYCHYIO TEpaIui0, MOTYT IPOAOJKATh pPa3BUBATHCA ONIOPTYHUCTUYECKUE
uH(pekuuu u apyrue ocnoxuenuss BUY-1 nndexmum.

[Ipy mpuMeHEeHUM pPHUTOHABUpPA B COCTaBe KOMOWHUPOBAHHOM aHTHPETPOBUPYCHOW Tepamuu

JOKa3aHO B(I)(I)GKTI/IBHOC MOAAaBJICHUC BUPYCA, YTO 3HAUUTCIIbBHO CHUKACT PUCK IICpCaavun B4
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COOTBETCTBYET 3K i
ot 22.04.2025 N2 10724

TIOJNIOBBIM ITYTEM, OJHAKO, NPU 3TOM MOIHOCTHIO pncwg%g@g%ﬁﬁ%ﬁwﬁ BN qe

1y OTUETY

MOXET.

[TareHTHl JOMKHBI COOIIOAATh COOTBETCTBYIOIIME MEphl O€30MacHOCTH JJIsl MPEAOTBPAIICHUS
nepenaun BUY-undexun.

[Ipy Ha3HaueHMM pUTOHABUpPA B KOMOMHALUMM C JpYrMMH MHruOutopamu mnporea3 BUY
(HampuMep, B CIyYasx, KOT/Ia PUTOHABHP HCIIOJIB3YeTCS B KauecTBe (PapMaKOKHMHETHYECKOTO
YCUJIMTENsl JIpyrux HHrubutopoB mporeas BHUY) crnenyer yuuthiBaTh WH(GOpPMAIHMIO,
COJEpXKALIYIOCd B MHCTPYKLIMAX IO IPUMEHEHHUIO COOTBETCTBYIOLIMX WHTMOMTOPOB IpOTEa3s
BHY.

Ipumenenue pumoHaeupa 68 Kadecmee anmupempoeupyCcHoO20 npenapama uau

d)(/ZDMCZKOKuHemuLl€CKOZO ycujaumes

Tlayuenmui ¢ xponuueckotl ouapeeti uiu Maibabcopoyuet

Pekomenayercss AOMOIHUTENbHBIA MOHUTOPUHI NPU BO3HUKHOBEHUU Auaped. OTHOCUTEIBHO
BBICOKAsl 4acTOTAa JAUAPEU BO BPEMS JICUCHUS PUTOHABUPOM MOKET IMPUBECTU K HAPYLICHHIO
BCACBIBAaHMSI ¥ CHIDKCHHUIO dJ(PPeKTUBHOCTH (BCICACTBUE CHIDKCHHUS KOMIUTACHTHOCTH)
pUTOHABUpA WU JPYTUX OJHOBPEMEHHO NPUMEHSEMBIX JIEKAPCTBEHHBIX IIPENApPaTOB.
CepbesHas nmepcucTUpYIOLIas pBOTa W/WIK Juapes, CB3aHHas C MUCIOJIb30BAaHUEM PUTOHABHPA,
TaK)K€ MOXET MPHUBECTH K HaApYIICHUIO (DYHKIUU MOYeK. PeKoMeHIyeTcss KOHTPOJIUPOBATH
(GYHKIHIO TIOYEK Y MAIMEHTOB ¢ HapylieHueM (QyHKIIMH MOYeK B aHAMHE3E.

T'emogpunus

VY marnueHToB ¢ remodunareit Tuna A win B, monydaroomux redeHrne WHrHOUTOpaMu BUPYCHBIX
nporeas BHY, orMeuanuce ciydam yCWIEHHMS KPOBOTEYEHHS, BKJIIOYas CIIOHTAHHOE
00pa3oBaHMe KOXKHBIX T€éMaToM M TemapTpo3a. HekoTtopeiM marmeHTaM ObUT JOMOJTHHUTEIBHO
HazHauyeH (aktop VIII. Bonee yeM B MONOBHHE OMHMCAHHBIX CIy4yaeB JICUEHHUE WHTHOUTOpaMU
BUPYCHBIX MpoTea3 BNUY Obuio mpomomkeHO WM BO300OHOBJIEHO. VMIMEIOTCS yTBEpKACHUS O
HaJUYUHU TPUYUHHO-CJICICTBEHHOM CBSI3M, XOTS MEXaHW3M JIEWCTBHSI YCTAHOBJIEH HE OBLI.
[Tatiuentsl ¢ remoduinei MOJDKHBI OBITh MPOMH(OPMHUPOBAHBI O BO3MOXHOCTH YCHUJICHUS
KPOBOTCYECHUM.

Macca mena u nokazamenu obmena sewjecmas

Bo BpeMs aHTUpPETpOBHPYCHOW Tepanmuyd MOMKET MPOUCXOJUTh YBEIWYEHHE MAacChl Tela,
MOBBIIICHHE KOHIIEHTPAlMU JIMIUAOB W TJIOKO3bl B IJIa3M€ KPOBU. Takue HU3MEHEHHUS MOTYT
OBITh YACTHUYHO CBSI3aHBI C KOHTpOJEM 3a0oyieBaHUS M 00pa3oM >KU3HH. J{7s TMOBBINICHUS
KOHIIEHTPALlUX JIMIIUI0B B HEKOTOPBIX CIy4dasX CYLIECTBYIOT CBHUIETEIbCTBA BO3ICHUCTBUSA
Tepamnuu, B TO BPeMs KaK CBUIETEIHCTB CBSI3M MPUPOCTA MACCHI TeJla ¢ KAKUM-JIN0O0 KOHKPETHBIM

JICYCHHUEM HCT. HpI/I OTCJIC)KWBAHNU KOHLCHTPAIMKU JWUIIMAOB M TJIIOKO3bI B KPOBHU CIICAYET
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COOTBETCTBYET 3KI OMY OTUETY

ot 22.04.2025 N2 10724

OpUEHTUPOBATHCS Ha pa3zpaboTaHHBIE PYKOBOACTBA IO %géﬁ%@-&@%&ﬁTﬁaﬁyﬁéHm

JMIUATHOTO 0OMEeHa HEOOXOIMMO KOPPEKTUPOBAThH B 3aBUCUMOCTH OT KJIMHUYECKOH CUTYaIUH.
HeoOxonuMo wuMeTrs B BUAY BO3MOXKHOCTb IIAHKpEATUTAa IIPU MOSBICHUM KIMHUYECKUX
CUMITOMOB (TOILIHOTA, pBOTa, 0OJb B )KMBOTE) W OTKJIOHEHUN J1TAOOPATOPHBIX MOKa3aTeslel OT
HOpMbI  (TIOBBIIIICHHE YPOBHS JUNA3bl WM aMuia3bl B ChIBOpOTKe). [lanmeHTsl ¢
IIEPEUYUCICHHBIMU  IIPU3HAKAMH WJIM CHMITOMAaMH JIOJDKHBI  IIPOMTH  JOIOJIHUTEIBHOE
oOcienoBaHue, a B Clly4ae MOATBEP)KIACHMS IUarHo3a IaHKpeaTUTa JIEYEHUE PUTOHABUPOM
cienyeTr IpeKpaTUTh.

Cunopom occmanogieHus uMmyHumema

Y BUY-uHGUIMPOBAHHBIX HAIMEHTOB C THKEIBIM MMMYHOAEC()UIMTOM HAa MOMEHT Hauaia
KOMOMHHMPOBAaHHOW aHTUPETpoBUpPYCHOM Tepanuu (KAPT) MoxeT pa3BUTHCS BOCHAIMTEIbHAS
peakiusi Ha OECCUMNTOMHBIE WJIM OCTaTOYHBIE OMMOPTYHUCTHYECKHE MHQEKIHUU, YTO BEIET K
CEPbE3HBIM KIMHUYECKUM COCTOSHUSAM WM YXYAIIEHHUI0O CUMIOTOMOB. Takue peakiuu oObIYHO
HaOJII0aI0TCA B MIEPBBIE HECKOJBKO HENeNb WM MecsieB oT Hadana KAPT. B kauecTBe npumepa
MOKHO IPUBECTH LUTOMETaJIOBUPYCHBIM PETHMHMUT, T€HEpaJu30BaHHble U (WiIM) (OKalIbHbIE
MHKOOaKTepUaibHble MH(MEKIMM M ITHEBMOHHMIO, BBI3BaHHYIO Pneumocystis jiroveci. Bce
CUMIOTOMBI BOCHAlIEHUSI JOJKHBI OBITh JOMOJHUTENIBHO OIICHEHBI, a MpH HEOOXOAMMOCTH
clenyeT HayaTh JICUEHUE.

Takxe Ha (oHe CHHApPOMAa BOCCTAaHOBJIEHUS HMMYHUTETa COOOIIAIOCh O pa3BUTUHU
ayTOMMMYHHBIX 3a00JieBaHU (TakuX Kak 0ose3Hb ['peliBca), 0HAKO 3TO MPOUCXOIUT B pa3Hble
CPOKH, IayKe CIIyCTsI MHOT'O MECSLEB I10CJIE HAYasla JICUCHHUS.

3abonesanus neuenu

PuronaBup He cienyeT Ha3HauaTh MAallMEHTaM C JEKOMIIEHCUPOBAaHHBIM 3a00J€BaHUEM MEUYECHU.
[lpy Ha3HayeHMH KOMOMHMPOBAHHOW AaHTUPETPOBUPYCHOH Tepamuu y MaIlMEeHTOB C
XpoHU4ecKkuM renatutoM B mmm C cymiecTByeT NOBBIIEHHBIM PUCK Pa3sBUTHS TSKEIBIX U
MOTEHIMAIBHO OMACHBIX JUIS KU3HM HEXENATeNIbHBIX PEaKklMi CO CTOPOHBI IeueHu. B ciaydae
COMYTCTBYIOIIEH MPOTUBOBUPYCHOM Tepanuu remnatuta B uam C HEOOX0AUMO 03HAKOMHUTHCS C
UHCTPYKIUEHN 110 IPUMEHEHHUIO COOTBETCTBYIOIIMX ITPENapaToB.

Y mnanueHToB ¢ MMEIOIMMCS B aHaMHe3€ HapylleHueM (QYHKIMM TIeYeHH, BKIIOYas
XPOHUYECKHUM aKTUBHBIN renaTuT, Ipu KOMOMHUPOBAHHON aHTHPETPOBUPYCHOM Tepanuu MOXKET
HAOJI0/IaThCSl TIOBBIIIEHHAs YacTOTa pa3BUTHsI HApyIIEHWH (QYHKIMM TEYEeHH; 3a TaKUMHU
HalMeHTaMM CleyeT THIaTeIbHO HAaONI0IaTh B COOTBETCTBUHU CO CTAHAAPTHBIMH MPOTOKOJIAMHU
aeyeHus. Ecau y 3TUX MAIMEHTOB MOSIBIISIOTCS CUMIITOMBI yXY/IIEHUs 3a00JeBaHMs NEUeHH,
ClIe1yeT pacCMOTPETH BOIIPOC O MPEPBIBAHNHN WUJIU MPEKPAILECHUH JICYEHUS.

3abonesanus nouex
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COOTBETCTBYET 3K( ON

ot 22.04.2025 N2 10724

He oxmmaercs CHIKEHHE OOIIEro KIMpeHca Py FOHaBI/ID%lWEél[IT' iuJEz@%"e‘ﬂmEﬁ biaikmn

1y OTUETY

MOYEK B CBSI3M C HE3HAUUTEIFHBIM IOYEYHBIM KIMPEHCOM PUTOHABHPA.
Ha ¢one npumenenuss ¢ TeHOpOBUpA IU3ONPOKCHIPYyMapaTOM B KIMHMUYECKOW NPAKTUKE
coo0Ilagoch O Pa3BUTUM TIOYEHYHOM HEIOCTaTOYHOCTH, HApyHIEHHH (YHKIUU TOYeK,
MOBBIIICHUH YPOBHS KpeaTuHUHa, runodocdareMun M TyOysnoNmaTUU NPOKCHMAJIbHOTO THUIIA
(Bxirovast cuHapoM DaHKOHM).

Ocmeonexpos

CooOmranoch 0 cliydasx OCTEOHEKpPO3a, OCOOCHHO y MAIeHTOB C MPOTrPecCUpyIolIel cTaaueit
BUY w/unu npu 10JroCpoYHOM MPUMEHEHMH KOMOMHUPOBAaHHOW aHTUPETPOBUPYCHOM Tepamuu,
XOTSl 3THOJIOTHSI TOrO OCJIOKHEHHs cUMTaeTcss MHorodakTtopHoi ((pakropamu pucCKa B TOM
YHCIIe SIBJISAIOTCS IPUMEHEHUE TIIIOKOKOPTUKOCTEPOUIOB, YIOTPEOIEHUE alIKOrojs, TshKenas
MMMYHOCYTIPECCHSI, BBICOKUN MHIEKC Macchl Tena). Eciu manueHT omrymaer 601b B CycTaBax,
UX TYTOMOJBUKHOCTh, TPYTHOCTH MPH JIBUXKEHUH, EMY CIIEAYyeT 0OpaTUTHCS K Bpady.

Yonunenue unmepsana PR

Ha ¢one mnpuema puroHaBupa Yy HEKOTOPBIX MAlMEHTOB OTMEYAJIOCh YMEPEHHOE
OeccumnromMHoe ymnHenue uHTepBana PR. Ilpu nmpueme putoHaBupa cOOOIIATOCH O PEIKHX
CIy4asix aTpuoBeHTpuKynspHoi Omokaasl Il u Il cremenn y mamueHTOB ¢ OpraHUYECKUM
3a00JIEBaHUEM CEpALlA U CYIIECTBYIOLIMMHU paHEE PpacCTPOHCTBAMH IPOBOASILEH CHUCTEMBI
cepAla WIH y MalueHTOB, MPUHIMAIONINX MpenapaTsl, yUIMHomme naTepBai PR (Takne kak
BepamaMuil WM ara3aHaBUp). Y TaKuX TNAIMEHTOB PHUTOHABUD CIEAyeT MPUMEHSITh C
OCTOPOKHOCTBIO.

Bzaumooericmsue ¢ ()DVZMMM JIeKapCmeerHHblMU npenapamamu

Ilpumenenue pumonagupa 6 Kavecmee aHMUPEMpPoOBUPYCHO20 Npenapama

Crnenyrone TPEeaynpexIeHuss U Mepbl MPEJOCTOPOKHOCTH CJEAYeT YYHUTHIBATh, KOTJa
PUTOHABUP MCHOJB3yeTCS B KayeCTBE AaHTUPETPOBUPYCHOTO Impenaparta. Ecnm puToHaBup
HCIIOJIB3YETCs B KauecTBe (hapMakOoKMHETH4YecKoro ycuautens B go3e 100 mr u 200 mr, Henb3s
CUMTaTh, YTO CJCAYIOUIME MPEAYNPEKACHUS U MEpPbl MPEAOCTOPOKHOCTH Takke OyayT
npuMeHsATbCs. Kora puToHaBUp UCIIONB3YETCs B Ka4ecTBE (PapMaKOKMHETHUECKOTO YCUITUTES,
HEOOXOIUMO  YUUTHIBaTh TMOJHYIO HMHPOPMAIMIO O MPEHyNpexXJACHUIX ©  Mepax
MPEAOCTOPOKHOCTH MJIsi COOTBETCTBYIOIIEro MHTHOMTOpa mpoteazsli BUY, mostomy cremyer
03HAKOMHTBCS C MHCTPYKIMEHN MO MPUMEHEHHUIO COOTBETCTBYIOIIETO Mpenapara.

Uneubumopwor @J/[3-5

Crnenyer mposiBIATE 0COOYIO OCTOPOXKHOCTh TIPH Ha3HAYCHHMH cruiieHaduia unu Taganaduia

JJIA ICUCHU A 3peKTI/IJ'ILHOI7I III/IC(pYHKI_[I/II/I Yy NallMCHTOB, ITPUMCHAOIINUX PUTOHABUP. O)KI/II[aeTCH,

37



COOTBETCTBYET 3K i
ot 22.04.2025 N2 10724

YTO OJHOBPEMEHHOE IPUMEHEHHE PHUTOHABUPA _C 3'&'1;}1;156;5:&?;@551& '::préi:ll;]ghlthH

1y OTUETY

3HAYUTENIBHO TOBBICUT MX KOHLEHTPAIMIO B IUIa3ME€ KPOBM M MOXKET MPHUBECTH K Pa3BUTHUIO
HE)KEJIATeNbHBIX PEaKIN, TAKMX KaK apTepualibHasi TUIIOTEH3US U IPOJIOHTUPOBAHHAS SPEKIIUS.
OnHOBpeMeHHOE IPUMEHEHHE aBaHa(uiIa Win BapJeHaduaa ¢ pUTOHaBUPOM IIPOTUBOIIOKA3aHO.
OnHOBpeMEHHOE MPUMEHEHHUE cuilieHaduiIa C PUTOHABUPOM MPOTHBOIOKA3aHO Y MAlUEHTOB C
JIETOYHOM apTepUAIbHON TUIIEPTEH3UEH.

Hueubumopwr I'MI-KoA-pedyxma3zwl

Nuru6utoper I'MI'-KoA-penykra3sl CHMBAacTaTHH W JIOBAaCTaTHMH B 3HAYMUTEIBLHON CTEIEHU
metabonm3upyrores  u3odepmenrom  muroxpoma CYP3A4, mostomy  OZHOBpeMEHHOE
UCMOJIb30BAaHUE PUTOHABUpPAa C CUMBACTaTUHOM WM JIOBACTATMHOM IPOTHUBOIIOKA3aHO
BCJICJICTBHE TOBBIIICHUSI PHCKA Pa3BUTUS MHUOINATHH, BKIIoYas padmomuonn3. Heobxommmo
TaKXke COOJI0AAaTh OCTOPOKHOCTh M CHMXKaTh JI03bl IPHU OJHOBPEMEHHOM Ha3HauCHUU
pUTOHaBMpa C aTOPBAacCTaTMHOM, KOTOpPBIH B MEHbIIEH cTeneHu MeTaboIu3upyercs
nzodpepmertom muroxpoma CYP3A4. HecmoTps Ha TO, YTO SIMMHHAIMS PO3yBacTaTHHA HE
3aBUCUT OT wu3odepmenta muroxpomMa CYP3A, ommcaHo TOBBIIICHHE OSKCHO3UIIUN
po3yBacTaThiHa TIpM OJHOBPEMEHHOM TPHUMEHEHHH C PHUTOHABHPOM. MeXaHH3M 3TOTO
B3aMMOJICHCTBUS HE SICEH, HO MOXXET OBITh PEe3yJbTaTOM HHIMOMpOBaHUS mepeHocuuka. [Ipu
OJTHOBPEMEHHOM Ha3HAuY€HUH C PUTOHABHPOM B KadecTBE (PapMaKOKHHETHYECKOTO YCHIIUTEIS
WIA B KayecTBE aHTHUPETPOBHPYCHOrO IIpernapara JOJDKHBI HCIIOJIb30BaTbC HAMMEHBIINE
BO3MOXKHBIE JI03BI aTOpBAacTaTHHA WM po3yBacTaTHa. MeTa0onu3M TMpaBacTaTHHA U
¢duyBacTaTuHa He 3aBUCUT OT u3zodepmeHta mnuroxpoma CYP3A4, um ux B3auMopaelcTBHS C
puToHaBUpOM He oxupaercs. Ecnu mokazaHo nedenune uHruouropom I'MI'-KoA-penykrassbl,
pEeKOMeH1yeTCsl IPUMEHSTh MTpaBacTaTUH WK (IIyBacTaTHH.

Konxuyun

Cpenu nanueHToB, MPUHUMABIINX KOJIXHUIIMH U MOIIHBIE HHTHOUTOPHI 30(hepMEeHTa IIUTOXpOMa
CYP3A, Takue Kak PUTOHABHp, BBIABICHBI CIIydyal YIPO’KAIOIMIETO XH3HU M CMEPTEIbHOTO
B3auMoJieiicTBus  TipenapaToB. COBMECTHOE TNPUMEHEHHE KOJXHWIMHA W  PUTOHABUpA
POTHBOIIOKA3aHO.

Jueoxcun

Crnenyer mposBIATH OCOOYIO OCTOPOXKHOCTH IPH Ha3HAYCHUM pPHUTOHABHpA MalMEHTaM,

MNPpUHHUMAIOIUM  AWUTIOKCHH, IIOCKOJIBKY OXHWOA€TCA, 4YTO OAHOBPEMCHHOC MIPHMCHCHUC
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pUTOHABHpA C JUTOKCHHOM TPHUBEACT K YBEIHUHCHHIO KngeHl%QLglﬁ“ﬁg&wﬂﬁa' en Yenme

KOHILIEHTPALMHU TUTOKCUHA MOKET YMEHbIIAThCS C TEYEHUEM BPEMEHH.

VY nanmMeHToB, KOTOPHIE YK€ MPUHUMAIOT AUTOKCHH, CIEAYeT YMEHBIIUTH €ro 703y BABOE IpHU
Hauajie Tepaluy pUTOHABUPOM, U 3a MALMEHTaMU HE00X0AMMO HaboaaTh 0ojiee BHUMATENBHO,
yeM OOBIYHO, B TEUCHHE HECKOJBKHUX HEJENb I0CJIe Hadala OJHOBPEMEHHOTO MpPHMEHEHHS
pPUTOHABHMpA U JUTOKCHHA.

VY manueHToB, yKe NPUHUMAIOUIMX PUTOHABUP HA MOMEHT Hayaja JICYCHHS JAUTOKCHHOM,
JIeYCHHE JUTOKCUHOM JIOJDKHO BBOJAUTBCS Oosiee MOCTENEHHO, 4eM O00bIYHO. B 3TOT mepuon
HEOOXOUMO TMPOBOAUTH 0o0Jiee HMHTEHCHBHBII MOHHTOPUHI YpPOBHS JIMTOKCHMHA, a IIpH
HEOOXOUMOCTH ClIeJyeT HpPOBOJUTh KOPPEKTUPOBKY JO3bI, HMCXOJf W3 KIMHUYECKUX U
AIIEKTPOKAPINOTPAYUIECKUX TAaHHBIX U YPOBHS IUTOKCHHA.

Smununscmpaouon

Crnenyer ucnonb30BaTh OapbepHbIE UM MHBIE CPEICTBA KOHTPALENIIUU, KPOME FOPMOHAJIBHBIX
IpenapaToB, MPU UCIIOIB30BAaHUN PUTOHABHPA B TEPAINEBTUYECKUX MM HU3KHX /033X, TaK KaK
PUTOHABUpP MOXET CHWXaTh 3((EKTUBHOCTh TOPMOHAIBHBIX KOHTPALENTHBOB U H3MEHATh
npodmib MaTOYHBIX KPOBOTEYCHHWH TPU OJHOBPEMEHHOM HAa3HAYEHHH C OCTPATHOI-
CoJIepKALIMMU KOHTpALeITHBAMH.

I'mioxokopmukocmepouovl

He pexkomeHiyeTcss 0THOBpEMEHHOE NMPUMEHEHHE PUTOHABHpa ¢ (IYTHKA30HOM WM JIPYTUMHU
TIIFOKOKOPTUKOCTEPOUIaMH, KOTOPBIE METa0OIM3UPYIOTCS CHCTEMOW M30(epMEeHTa MUTOXpOMa
CYP3A4, xpome ciaydaeB, KOrja MOTeHIMAIbHAS T0JIb3a JICYEHUS IPEBBIIIAET PUCK CUCTEMHOTO
NeMCTBUSI KOPTUKOCTEPOUIOB, BKJIIOUas cuHapoMm Mnenko-KymmHara u momaBneHue (QyHKIHH
Ha/ITOYEYHUKOB.

Tpazooou

Crnemyer mpOSBISATE OCOOYIO OCTOPOKHOCTH TPH HAa3HAYCHWHM PHUTOHABHpA NAIMEHTaM,
OPUHUMAIOIIUM Tpa3zo0H. Tpa3ooH sBisieTcs cyocTpaToM nzodpepmenta uutoxpoma CYP3A4,
U OXHJAeTCs, YTO OJHOBPEMEHHOE TPUMEHEHHWE PHUTOHABHpA TIPUBEACT K YBEITHMUYCHHUIO
KOHIIGHTpAallMM  Tpa3oJoHa. B  wuccrnenoBaHusX B3auMoJeHCTBUA (IpU  OJHOKPATHOM
MPUMEHEHHHN) Y 3J0POBBIX JOOPOBOJIBIIEB HAOMIONATNCh TaKUE HEXKeTaTelIbHbIe pPeakuu, Kak

TOHIHOTA, TOJIOBOKPYKCHUC, apTCPpUAJIbHAA TUIIOTCH3UA U OGMOpOK.
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Pusapokcaban

He pexomeHayeTcsi NPUMEHATh PUTOHABUP Y IALIMEHTOB, IOJIYYalOLUIUX pHUBApOKcadaH,
BCJICJICTBHE YBEIMUCHHS PUCKA KPOBOTCUCHHUS.

Puoyuecyam

CoBMecTHOE TpPUMEHEHHE HE PEKOMEHIYeTCsl H3-32 BO3MOXKHOTO YCHIICHHUS BO3JCHCTBHA
puoLuryara.

Bopanaxcap

CoBMecTHOE IPUMEHEHHE HE PEKOMEHIYeTCsl M3-3a BO3MOXKHOIO YCWJIEHUS BO3JEHCTBUSA
BOparakcapa.

beoaxeunun

Cunbable mHTHOUTOPHI M30(pepmenta nuroxpoma CYP3A4, Takne Kak MHTHOUTOPHI MPOTEA3bI
BUY, moryT yBenuuuBaTh 3KCHO3ULUI0 OEJaKBUIIMHA, YTO B CBOIO OUYEPE]b MOXKET MOBBIIATH
PHCK Da3BUTHS CBS3aHHBIX C OEJAaKBUIMHOM HEKeNaTesbHbIX peakiuid. Takum obOpazom,
cienyer u3berath HazHaueHWsI OelaKBHIMHA B KOMOWHAIIMM C PUTOHAaBUpOM. TeM He MeHee,
€CIIM 110JIb3a IePEeBEIINBACT MOTEHLUUAIbHbBIH PUCK, OJHOBPEMEHHO Ha3HayaTh OEJaKBUIIMH C
PUTOHABUPOM HEOOXOJMMO C OCTOPOXHOCTBIO. Pexomenmyercss 0ojee 4acTblii MOHUTOPHUHT
JJIEKTPOKAPAUOTPAMMBl UM KOHTPOJIb AKTUBHOCTH TpaHCAaMHHA3 (CM. HMHCTPYKLHUIO IO
MPUMEHEHHUIO JUTsl OeJaKBUIIMHA).

Jlenamanuo

OnHOBpEeMEHHOE TPUMEHEHHE JIeIaMaHH/1a ¢ CHIIBHBIM HHTHOUTOPOM M30()€pMEHTa ITUTOXPOMa
CYP3A (puToHaBHPOM) MOKET YBEIMUYUBATh SKCIIO3UIIMIO METabO0JINTa JIellaMaHK/1a, YTO MOKET
NPUBONTH K y/unHeHHIO nHTEepBasia QTC. Takum o0pa3om, eciii OHOBPEMEHHOE TPUMEHEHHE
JienaMaHua 1 pUTOHaBHpa He0OXOMMO, PEKOMEHIYETCs OUeHb 4acTo KOHTpoiaupoBats DKI' Ha
IOPOTSDKEHUM BCEro IMEepuojia JIEYeHUs JelaMaHuJOM (CM. MHCTPYKLHMIO MO NMPUMEHEHUIO IS
JeaMaHuaa).

Pumonasup npu npumernenuu 8 kauecmee ¢aDMaK0KMH€mu1t€CKOZO ycuiumeii

[Tpodunu B3aumozeiicTBust ¢ uHrHOMTOpamMu npoteazsl BUY, npumeHsieMbIX 0THOBPEMEHHO C
HU3KOM JI030M pPUTOHABUPA, 3aBUCAT OT KOHKPETHOIO OJHOBPEMEHHO IIPUMEHSAEMOIO
uHruourtopa nporeassl BUY.

Onucanue MEXaHM3MOB M BO3MOXXHBIX  MEXaHHM3MOB, CIOCOOCTBYIOIIMX  HpoQuito

B3aumonenicteuss ¢ HMII cm. paszpen «Bs3aumopeiicTBue ¢ JIpyrMMH  JI€KapCTBEHHBIMU
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

cootBercTBytroiero MII.

Caxkeunasup

He cnenyer HazHauath puToHaBup B jao3ax Bbimie 100 mr nBa pa3a B cyrtku. [lokazano, 4to
0oJsiee BBICOKHE J103bl pUTOHABHPA CBSA3AaHbI C MOBBIIIEHHONW YaCTOTOM pa3BUTHSI HEKEIATEIbHBIX
peakiuii. OTHOBPEMEHHOE NMPUMEHEHUE CAaKBUHABUPA W PUTOHABUPA MPHUBOJIUIO K Pa3BUTHUIO
TSDKEJIBIX HEXKENNATENbHBIX PEaKIUi, B OCHOBHOM MUA0ETHYECKOro KETOAln103a U HapylUIeHUH
CO CTOPOHBI IIEYEHU, OCOOCHHO Y MAIIMEHTOB C YK€ UMEIOIIUMUCS 3a00JIeBaHUSIMU MIEUYCHHU.
BceneactBue pucka TsDKEIOW TeNaTOTOKCHMYHOCTH (MPOSIBISIIOIIEHCS B BUJE IOBBIILICHUS
AKTUBHOCTH TpaHCaMWHA3) CAaKBHHABUP/PUTOHABUP HE CJEAyeT Ha3HayaThb BMeECTe C
pUGaMITUITTHOM.

Tunpanasup

HmeroTcss cBeneHHWs, UYTO OJHOBPEMEHHOE IMPUMEHEHHE THUIIPAaHaBHpa B COYETAHUU C
putoHaBupoM B 03¢ 200 Mr CcOINpOBOXAAIOCh pPAa3BUTHUEM TremaTuTa C KIMHUYECKUMU
MPOSBICHUSIMU M TIEUYEHOYHOM [IEKOMIEHCAlMU C JIeTaJbHBIMU HCXOJaMH B HECKOJIbKHUX
ciaydasix. OcoOyr0 OCTOPOXHOCTH HEOOXOJAMMO TMPOSIBISATH B OTHOIICHWH TAIMEHTOB C
COIMYTCTBYIOIIUM XpOHHWYECKUM rematutoM B wnu C, MOCKOJBKY y HHX TMOBBIIIEH PHCK
renaToTOKCUYECKOro AEMCTBUSI 3TUX MPENapaToB.

Jo3bl putonaBupa MeHee 200 Mr aBa paza B CYTKM HE CIEAYyeT HCIIOJIB30BaTb BMECTE C
TUIIPAHABUPOM, TaK KaK 3TO MOXET YXYALWUTh MNpodpuib 3(P(HEeKTUBHOCTH KOMOMHAILIMH.
Docamnpenasup

PuronaBup B no3ax Beie, yem 100 Mr aBa pa3a B CyTKH, HE M3YyYalics NMPU OAHOBPEMEHHOM
OpUMEHEHUH ¢ (ocaMIpPEeHaBUPOM B KIMHHYECKUX HccienoBaHusx. Mcmonb3oBanue Oonee
BBICOKUX 103 PUTOHABHpA MOXKET YXYIIINUTh NpoQuib 6€30MaCHOCTH KOMOWHAIMU, U TT03TOMY
HE peKOMEHIyeTCsl.

Amasanasup

OIHOBpeMEHHOE MPUMEHEHUE aTa3aHaBHUpa C PUTOHABHUPOM B J103ax Bbime, yem 100 Mr oaun
pa3 B CYTKH, HE U3y4alloch B KIMHMYECKUX UCCIeI0BaHUAX. Vcnoab3oBaHue 6osee BBICOKHUX 103
pUTOHAaBHpa MOXET YXYAIINUTh Npoduiab Oe30MacHOCTH aTa3zaHaBupa (KapAHOJIOrMuYecKue
s dekThl, TUnepOunMpyorHeMus), ¥ TO3TOMY COBMECTHOE MPUMEHEHHE HEe peKoMeHayeTcs. B

Clly4ae eclid aTa3aHaBUp C PUTOHABUPOM IMPUMEHSIOTCS OJHOBPEMEHHO C 3(aBUPEH30M, /103y
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PUTOHABUpPA MOXHO YBENIHMYUTH A0 200 Mr ofuH Da?>|@I:I(:;’TWIPT_SEE’ITOQ_'EM&ETR&)G*&HHM

1y OTUETY

TIIATEJIbHBI KIMHUYECKMH MOHUTOPUHI. [l mosydyeHust JONOJIHUTEIbHONH MH(OpMAIUK CM.
MHCTPYKLUIO 110 IPUMEHEHUIO aTa3aHaBUpa.

BcnoMorareabpHEIC BEIECTBA

[TaruenTaMm ¢ peaKko BCTpeYarolIecs HAcIeICTBEHHOM HENEepeHOCUMOCThIO TalaKTO3bl,
NeGUIUTOM JIaKTa3bl JIOMAped WM TJIIOKO30-TAIaKTO3HOW ManbabcopOuueii He chemyer
IIPUHUMATD TOT IIpernapar.

[Ipenapar PuTonHaBUp-D1BaHCA COIEPKUT KpacUTEIb COJHEYHBIM 3aKaT >KENThIA, KOTOPBIM

MOXET BBI3BIBATh AJTICPIrHYCCKUEC PCAKIINH.

Binsinne Ha CIOCOOHOCTH K YIIPABJEHHIO ABTOMOOMIEM M IPYTHMHU MeXaHU3MaMH

B nmepuox nedeHuss HEOOXOIUMO COOIOIATH OCTOPOKHOCTD MPH YIPABICHUH TPAHCIOPTHBIMH
CpeACTBaMU U 3aHATUM JPYTUMH [OTEHIHMAJIbHO ONACHBIMM BHUJAMHU  JESITEIbHOCTH,
TpeOYIOLUIMMH MOBBIIIEHHOW KOHIIEHTPALUU BHUMAHUS U OBICTPOTHI IICUXOMOTOPHBIX pPEaKIHiA,
TaK Kak Ipernapar MOXET BbI3bIBaTb COHJIMBOCTb, TOJIOBOKPYXEHHE U Jpyrue MoOOYHbIE
ABJICHUS, KOTOPbIE MOTYT BJIMATh HAa YKa3aHHbIE CIIOCOOHOCTH.

HccnenoBanusi COCOOHOCTH K BOXKJICHHMIO aBTOTPAHCIOPTAa U YNPABICHUS MEXaHU3MaMHU He

MMPpOBOANJIUCE.

®opma BbINIYCKA.

Kancynsi, 100 mr.

ITo 10 xancyn B 6mucrep u3 mienku [I1BX u anromuaneBoit ¢osbru.

ITo 1, 3, 6, 9 wm 10 GuucTepoB BMeCTe ¢ MHCTPYKLHUEH MO MEIUIIMHCKOMY NPUMEHEHUIO B
NayKy M3 KapTOHA JUIsl TOTPEOUTENHLCKON Taphl THIIA XPOMOBBIIN MJIM XpOM-3p3all.

ITo 10, 30, 60, 90 wmu 100 kamcyn B IUIACTUKOBYIO OaHKy W3 MOJMATUIIEHTepedTanara,
YKYTOPEHHYIO MJIACTUKOBOW KPBIMIKOW U3 TOJUATUIIEHA BBICOKOW MJIOTHOCTH HU3KOTO JaBJICHUS
C KOHTpOJIEM IepBOro BCKphITUs. Ha OaHKy HakJIeMBarOT 3TUKETKY M3 Oymaru mucuei, uiu
ATUKETOYHOW, UIA CAMOKIIESIIYIOCS 3TUKETKY.

[To 1 6anke BMecCTe ¢ MHCTPYKLIMEH MO MEIUIMHCKOMY MPUMEHEHUIO B MauKy U3 KapTOHA JUIS

NOTPEOUTENHCKOM Taphl TUIIA XPOMOBBIHM UM XpOM-3p3all.

Cpok rogaocTu

2 roaa. He ncnoap30BaTh NOCiIe HCTECUCHUS CpOKa roaHOCTH.

YcioBusi XxpaHeHus
XpaHUTHh B 3allMIIEHHOM OT CBeTa MecTe Npu Temmeparype He Boime 25 °C. XpaHUTH B

HCOOCTYITHOM IJIsA JeTel MecTe.
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YcaoBus oTmycka

OTmycKawT MO pelenTy.

IIpousBoaurenn

000 «2aBanca @apmay, Poccust

benropoackas 0611., benropoackuii paiion, nrt. CeBepHsiid, yi1. bepe3osas, 31. 5.

KonraktHslii Tenedon: +7 (4722) 20 23 19

Baagenen perucTpanmuoHHOro yaocroBepeHusi/OpraHu3anusi, NPUHUMAOIIAS NPETEH3UN
OT moTpeduUTeIei

000 «2aBanca @apmay, Poccust

308010, benropoackast 0011., MyHUITUNIAIBHEIN paiioH benropojackuii, r.n. nmocenok CeBepHbIH,
nrt. CeBepHblii, yi. bepe3onas, 31. 5.

O paszsumuu HedcelamenbHblX peakyull, C653aHHbIX C NPUEMOM npenapamad, cooouams.

00O «32nBancn Papmar, Poccust

308010, benroponckas o6u., benropoackuii paiion, nrt. CeBepHsiii, yi. bepe3onast, 31. 5.

Tem.: +7 (4722) 2023 19

e-mail: factory@atcl.ru
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