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OBILAS XAPAKTEPUCTHKA JEKAPCTBEH

FotiRliPATR 01

1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O IIPEITAPATA
Puronasup-OnBanca, 100 mr, Karncysl.

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JelicTBytoliee BENIECTBO: pUTOHABHUP.

Kaxnas xancyna cogepxut 100 Mr putonasupa.

BcrnomorarenbHbie BemecTBa, HAIMYME KOTOPHIX HAJ0 YYUTHIBATH B COCTABE JIGKAPCTBEHHOTO
npemnapara: jjakro3a (cMm. pasaensl 4.3., 4.4.), kpacurtenb ColHEYHbIH 3aKkaT skenthiit (E 110) (oM.
pasznen 4.4.).

[TonHbIi IepeyeHb BCIOMOTaTEIbHBIX BEIIECTB MPUBEICH B pa3jerie 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kamncysr.

TBepable kenaTUHOBbIE Kamncyiabl Ne 2, KOpmyc Karcylsbl O€Ioro LBETa, KpbIIIEUKa KarCyJibl
3es1eHoro 1pera. Coaep kKuMoe Karicys - 0esblil Ui Oelblii ¢ )KeATOBAaThIM OTTEHKOM IOPOIIOK.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

Jleuenne BUY-1 undeknunn (y B3pOCIBIX M JETCH cTapiie 3 JIeT) B COCTaBe KOMOMHUPOBAHHOM
TEparuu.

4.2. Pe:xuM 103UPOBAHMS H CIIOCO0 MPUMEHEHHUsI
Pexxum no3upoBanus

Ilpumenenue pumonasupa é kavecmee PapmMaKoOKUHEMU4ecKko20 yCUIumens

[Ipy Ha3HaYeHMU CHUKEHHBIX 7103 PUTOHABUpPAa B KOMOMHAIMU C JPYTMMHU HMHTHOHUTOpAMH
nporeaz (MII) Bupyca ummynonepunura yenosexka (BUY) (manpumep, B ciydasx, Korja
PUTOHABHP HCIIOJIb3YETCS B KaUeCTBE (papMaKOKHMHETUYECKOTO YCUIIUTENS IPYTUX UHTUOUTOPOB
npoteas BUY) crenyer, B TOM uucie pyKOBOACTBOBaTbci MHQOpMaluel, coiepxaiieiics B
MHCTPYKLUAX 0 NPUMEHEHUIO M JaHHBIMHM KIMHUYECKHX HCCIIEJOBAHUM COOTBETCTBYIOIIUX
uHruoutopoB mnpotrea3 BHY. IlepeuncnenHble HmKe HWHTUOUTOPHI MPOTea3bl BHpyca
uMMyHoAepuimTa yenoBeka 1 tuma (BUY-1) paspemieHsl K NpUMEHEHUIO B KOMOWHAIMHM C
PUTOHABHPOM B KauecTBE (papMaKOKHMHETUYECKOTO YCHIIUTEIS.

Bspocnvie
Awmmpenasup 600 mr aBa pasa B cyTku ¢ putoHasupoM 100 mr aBa pasa B CyTKH.

Arazanasup 300 Mr oguH pa3 B cyTkH ¢ puToHaBupoM 100 Mr oMH pa3 B CyTKH.
®ocammnpenasup 700 Mr aBa pa3a B cyTku ¢ putoHaBupoM 100 mr aBa pasa B CyTKH.
JlonuuaBup/putoHasup (komOuHMpoBanHas Gopma) 400/100 mr nim 800/200 wmr.

CakBuHaBHUp (y MallMEHTOB, KOTOPbIE paHee MOIydald aHTUPETPOBUPYCHYIO Tepanuio): 1000 mr
JIBa pa3a B CyTKHU ¢ puToHaBupoM 100 mMr nBa pas3a B CyTKH.

CakBuHaBup (y MalMEHTOB, KOTOpbIE paHee HE MOJydald aHTUPETPOBUPYCHYIO Teparuio):
cakBuHaBup 500 Mr 1Ba pa3a B cyTku ¢ puToHaBupoM 100 Mr 1Ba pa3a B CYTKH B TEUEHHE NIEPBBIX
7 nueil, 3areM cakBuHaBup 1000 mr 1Ba pasa B cyTku ¢ putoHaBupoM 100 Mr nBa pasa B CyTKH.
Tunpanasup 500 Mr gBa pa3a B cyTku ¢ putoHaBupoM 200 Mr aBa pa3a B CyTKH (THIpaHaBUD B
KOMOHMHAIIUY C PUTOHABUPOM HE CleAyeT MPUMEHSTh y MallMeHTOB, KOTOPhIE paHee He MOoJTydalu
AHTUPETPOBUPYCHYIO TEPAIIHUIO).

JapynaBup (y NalieHTOB, KOTOPbIE paHee MOoTy4aal aHTUPETPOBUPYCHYIO Tepanuio): 600 Mr 1Ba
pa3a B cyTku ¢ putoHaBupoM 100 Mr i1Ba pa3a B cyTkH. Takyke BO3MOXHO Ha3HAUEHUE JapyHaBUpa

800 Mr omuH pa3 B cyTku ¢ putoHaBupoMm 100 mMr omgwH pa3 B cyrku. s momydenus: Gosee
1
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OAPOOHOI MH(pOPMAIUH, BKIIOUYAs ITPHMEHEHHE npen%'a"r:a'])%gir' iéSTEJEb;HéPI'I"VTHdT&T/IIEIi]{‘ITOB,

KOTOpBIE paHee NPUMEHSIM aHTHUPETPOBUPYCHYIO TEPAIUIO, CIEAYET BHUMATEIBHO H3YyYUTh
MHCTPYKLHIO 10 IPUMEHEHUIO 1apyHaBUpa.

HapynaBup (y naiueHToB, KOTOpbIE paHEee HE MOJIydalyu aHTUPETPOBUPYCHYIO Tepanuio): 800 mr
OJIMH pa3 B CYyTKH ¢ puToHaBupoM 100 Mr oauH pa3 B CyTKH.

Ilpumenenue pumonasupa 6 Kauecmee aHMUpemposUPYCHO20 Npenapama

Bspocnvie
ITo 600 mr (6 xancyin) aBa paza B cyTku. CytouHast 103a coctasisier 1200 mr.

[TocTeneHHoOE yBenMUEHUE 103bl NIpenapaTa pUTOHABUPA B HaYaJIbHBIA NEPUOJ JICUEHUS MOKET
CIocoOCTBOBAThH YIYUIICHHUIO IEPEHOCUMOCTH Tipernapara. HauanbHas 103a TOJKHA COCTABIIATH
He meHee 300 Mr J1Ba paza B CyTKH B TEUEHHUE MEPBBIX 3 THEH, Jaiee 103y YBEIUUNBAIOT (KaX10e
yBenuueHue 103bl — Ha 100 mr 2 pa3za B cytkn) 10 600 mr 2 pa3a B CyTKU B TEUEHHUE N1EPUOJIA, HE
npesbllIaroniero 2 Henens. He cnenyeT npoaosmkare jged4eHrne IpernapaToM pUTOHABHpa B J103€
300 mr 2 pasa B cyTku Oosee 3 THEH.

Kombunuposannvie cxemul neuenus ¢ 08ymsa unzuoumopamu npomeasvi BUY

Knuanyecknii  OmpIT  KOMOMHHMPOBAHHOM — TEpamuH, MPEIyCMaTPUBAIONICH TNpPUMEHEHHE
TEpaneBTHUECKUX /103 PUTOHABHpPAa B COYETAaHUH C JOPYTUM HMHTHOMTOpOM mpoteassl BUY,
orpaHu4eH. PUTOHaBUp B 3HAYUTENHHON CTETIEHU CHIDKACT METAa00IM3M OOJBIIMHCTBA JPYTHX
UHTUOUTOPOB BUPYCHBIX NpoTeas. Ciie0BaTeNbHO, IPU Ha3HAUCHUY KOMOMHUPOBAHHOW Tepanuu
C IpPUMEHEHHEM pUTOHABUpA cJelyeT NPUHUMATh BO BHHUMaHHE (apMaKOKHHETHUYECKOE
B3aMMOJICICTBHE U JaHHbIE 110 OE30MaCHOCTU MPUMEHIEMbIX JIEKAPCTBEHHBIX MpenaparoB. s
3TOro0 Kjacca IPenaparoB XapaKTE€PHA BBIPAXKCHHAs IIEPEKPECTHAst PE3HCTEHTHOCTD.
[TpeanouTuTenbHO ciieyeT UCIoIb30BaTh KoMOuHaIHo 1ByX MII ¢ HanMeHbIel nepekpecTHON
pe3ucTeHTHOCThI0. llpM uMCHoOnb30BaHMM pUTOHABHpAa B COCTABE JAHHBIX CXEM CIIEYyeT
YUUTBIBaTh BCE BBIIIETIPUBEICHHBIE (DAKTOPBI.

Oco0ble TPVIIILI TAIMEHTOB

HpuMeHeHue pumoHnasupa 6 kaiecmee qbapMaKOKuHemuuecmeo ycuaumeii

Ilayuenmoi ¢ Hapywenuem GyuKyuy noyex

PutronaBup B OCHOBHOM MeTaboiM3UpyeTcss B MeueHU. Bo3MOXHO mpuMeHeHue (c
OCTOPOKHOCTBIO) PUTOHABUPA KaK (PApMaKOKMHETUYECKOTO YCUITUTENIS Y MallMEHTOB C OYEYHON
HE/I0CTaTOYHOCTBIO B 3aBHCHMOCTH OT KOHKPETHBIX MHIHOMTOpOB npoteas BUY, ¢ koTopsiMu
npuMeHseTcs puToHaBup. OQHAKO, MOCKOJIBKY IIOYEYHBIN KIMPEHC PUTOHABHPA HUYTOXKHO Mall,
TO YMEHbIIIEHHE OOIIEero KIUpEeHca He 0’KUIAETCs Y MAIlMeHTOB C MOYE€YHOIH HEJ0OCTaTOYHOCTHIO.
Jnst monmydeHust moapoOHON MHGPOPMAIIMK O PEKUME JO3UPOBAHUS Y TMAIMEHTOB C MOYEUHON
HEJOCTAaTOYHOCTBIO CJeNyeT OOpaTUTbCSl K HHCTPYKIMHM 10 TPUMEHEHHIO COBMECTHO
npUMeHsieMoro HHruouTopa nporeasst BUY.

THayuenmol ¢ napywenue GyHKkyuu neyenu

PuToHaBup MpPOTHMBOMOKA3aH B KadyecTBE (PapMaKOKWHETHUYECKOT'O YCHJIUTENS y MalUeHTOB C
JIEKOMITEHCUPOBAHHBIM 3200JI€BaHUEM TEUEHHU.

OTCyTCTBYIOT JaHHbIE O NPUMEHEHHWU PHUTOHABHpA y MAllMEHTOB CO CTAOWIBHO TSXKEIOU
CTEMEHbI0 TIeYeHOYHOW HemoctaTouHocTH (kimacc C mo mkanme Yaina-ITer0) 0e3 mpusHakoB
JICKOMITEHCAIlUH, IT0O3TOMY CJEIyeT COO0aTh OCTOPOKHOCTh MPH MPUMEHEHUH PUTOHABUPA B
KadyecTBe (papMaKOKMHETUYECKOTO YCHIIMTENS y JaHHOW TPYIIBI MAlMEHTOB B CBSI3U C PUCKOM
MOBBILICHUS] KOHLEHTPAallMK COBMECTHO MpHMEHseMoro uHruouropa mnpoteassl BUY. [lns
MOJIy4yeHUs: MoApoOHOM MHOpMAIMKM O PEeXHUME JO3UPOBAHHUS y TMALMEHTOB C MEYEHOYHOM
HEIOCTaTOYHOCTBIO CJEAyeT O0OpaTUThCS K HMHCTPYKLIMU 10 MPUMEHEHHIO COBMECTHO
IpUMeHsieMOoro HHruouTopa nporeasst BUY.
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Ilpumenenue pumornasupa 6 kauecmee aHmupe poeupyéﬂa'zlé:ﬁ%%#vEEﬂE'H':': CThb 0001)

Ilayuenmoi noswcunozo 8ospacma
Koppekuust 10361 He TpedyeTcs.

IHayuenmoi ¢ napywenuem hynkyuu novex

JlaHHbBIE O IPUMEHEHUN PUTOHABHUPA Y MALIMEHTOB C TOYEYHON HENOCTATOYHOCTBIO OTCYTCTBYIOT.
IIpuHuMas BO BHUMaHUE, YTO ITOYECUHBIN KIMPEHC PUTOHABMPA HUYTOXKHO MaJl, CIEA0BATEIIBHO,
MaJIOBEpOSTHO yMEHBIIEHHE OOIIEro KJIMPEHCA y MAIMEeHTOB C MOYEYHOW HEIOCTATOYHOCTHIO.
PutoHaBuUp B BBICOKOM CTENEHM CBS3bIBAECTCS € O€JIKaMU Ia3Mbl KPOBH, MaJOBEPOSTHO
CYILLECTBEHHOE CHMKCHHUE €r0 KOHLCHTPALMHU B PE3yIbTaTe FEMOANAIN3A UIH IIEPUTOHEAILHOIO
Juanusa.

Ilayuenmoi ¢ napywienue yHkyuu nevenu

PuronaBup B OCHOBHOM MeTabonu3upyercss B IedeHH. DPapMaKOKMHETHUECKUE JaHHbIE
YKa3bIBalOT Ha TO, YTO KOPPEKIMS 1035l Y ALUEHTOB C JIETKON U CPEAHEN CTEIIEHbIO IICYEHOYHOU
HEOCTaTOYHOCTH  He  TpeOyercs. PuroHaBup  NpOTHBONOKAa3aH y  MAlUMEHTOB C
JIEKOMITEHCUPOBAHHBIMU 3a00JIEBaHUSIMHU [1€UYEHHU.

CTHu

Ilpumenenue pumonasupa 6 kavecmee PapmMaKoOKUHEMuU4ecKko20 yCUIumens

[Ipumenenne mpenapara y gereil miuamme 3 JeT MpoTHBONOKa3aHo. HeoOxomumo cienoBarh
MHCTPYKLIMU 110 TPHUMEHEHHIO HWHTHOMTOpOoB mpoTea3sl BUMUY-1, koTopple paspemieHsl K
IPUMEHEHHIO B KOMOMHAIIMY C PUTOHABUPOM.

Ilpumenenue pumonasupa 6 Kkauecmee aHmMupemposUPYCHO20 npenapama

Hemu (3 200a u cmapuwie)

Crnenyer Ha3HaYaTh PUTOHABHP B KOMOMHAIIMHU C JPYTUMH MPOTUBOBHPYCHBIMH TIperiapaTaMu.
PexoMeHIOBaHHAs [03a MperapaTa PUTOHABUp i jeTeil cocTaBmser 350—400 wmr/m?
IIOBEPXHOCTU Tejla 2 pa3a B CyTKM, M OHa He JoJDkHa npesblmars 600 mr 2 pasa B CyTKH.
Hauanenas 103a cocTapiseT 250 Mr/ M? TIOBEPXHOCTH TeNa, ee CJeAyeT YBEeIMdYUBATH C
WHTEpBaToM 2—3 aHS Ha 50 MI/ M? HOBEpPXHOCTH Tena 2 pasa B CyTKM. ECM MalMeHTsl He

MEPEHOCAT MAKCUMAIbHYIO CYTOYHYIO 03y B CBSI3U C MOOOYHBIMH SIBICHHUSMH, Ha3HAYarOT
MaKCHMaJbHO TEPEHOCUMYIO 103y TIperapara pUTOHaBUpa B KOMOWHAIIMM C JPYTUMHU
AHTUPETPOBUPYCHBIMH IIpelIapaTaMy.

[Tnomane moBepxHoctu Tena (IIIT) moxkeT ObITH paccunTaHa 1o cienyromen hopmyre:

[T (M) = "ﬁ"llf[[’m:’l' (cm) * Macca tena (kr)]/3600).

JHemu (0o 3 1em)
[TpumeHneHue mpenapaTa pUTOHABUP Yy AeTel A0 3 IeT MPOTUBOIMIOKA3aHO.

Crooco0 rmpuMeHeHus
BHyTps Bo Bpems ezpl. Karcyisl puToHaBUpa HEOOXOIUMO MPOTIIATHIBATE IIETUKOM, UX HEIb3s
paS)KeBI)IBaTB, paSHaMI)IBaTI) WU U3MEJIb4YaTh.

4.3. IIpoTuBONOKA3aHUS
e [ 'WmepuyBCTBUTENHPHOCTh K PUTOHABUPY WM K JIFOOOMY M3 BCIIOMOTATEIbHBIX BEIIECTB,
IIEPEYUCIIEHHBIX B paszaene 6.1.

¢ Ecnu puToHaBHp NMpHUMEHsIETCS B KauecTBe (PApMaKOKMHETUYECKOTO YCHUIIMTENS IPYrHX

UHruONTOpOB TpoTeassl BUY, HeoOXoammo y4uThIBaTH WHGOPMAIUIO, COAEPKAIIYIOCS B
WHCTPYKIUSAX 110 IPUMEHEHHUIO COOTBETCTBYIOIIUX HHTHOUTOPOB MpoTeazsl BHUY.
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OMY OTYETY

HNTOHABU IIPOTUBOIL H B YCCTBC APMAKOKMTHCTHHCCKOTO CHANTCHS —
PutoHaBup mnpoTHBONOKa3a Kayec tap Y
AHTHUPCTPOBUPYCHOI'O IIpEriapaTra y HalUCHTOB ¢ JCKOMIICHCHPOBAHHBIM 3200JIEBaHUEM [IEUYECHU.

® Ilepuon rpyaHoro BckapmiuBanus (cM. paszaen 4.6.).
¢ Jlerckuii Bo3pact 110 3 JieT.
® Jledunur nakraspl, HENEPEHOCUMOCTH JIAKTO3BI, MIIIOKO30-TaJaKTO3Has MalibabcopOLus.

® B wuccaemoBanusx IN VItro u in VivO ObUIO YCTaHOBJICEHO, YTO PUTOHABUD SIBISCTCS
MOIITHBIM HHTHOUTOPOM MeTabonnueckux peakuuit, onocpeayembix CYP3A u CYP2D6. Huxe
HIePEUHCIICHBI JICKAPCTBEHHBIC IIPENapaThl, IPUMEHEHHE KOTOPBIX OTHOBPEMEHHO C PUTOHABUPOM
NPOTHBONOKa3aHo. Eciau HE yKa3aHO HWHOE, TO OTH MPOTHUBOINOKA3aHMs OCHOBAaHBI Ha
UHTUOMPYIONIEM JICHCTBHMM pPHTOHAaBHpa Ha METa0OJIM3M OJHOBPEMEHHO NPUMEHSIEMBIX
JICKapCTBEHHBIX TpenaparoB. MHrubupyoliee AeiCTBHE CONPOBOXKIACTCS MOBBIILICHUEM YPOBHS
CHCTEMHOM SKCIO3WIMM W PUCKA DPA3BUTHS KIMHUYCCKHM 3HAYUMBIX MOOOYHBIX APPEKTOB
yKa3aHHbBIX JICKAPCTBEHHBIX TPENapaToB.
Moaynupytromee JeiicTBHE pPHTOHABHpa Ha AKTUBHOCTh (PEPMEHTOB 3aBUCUT OT JIO3BL
[IpoTtuBoOIOKa3aHUsl K MPUMEHEHHIO HEKOTOPBIX JICKAPCTBEHHBIX MPENapaToB OJHOBPEMEHHO C
PUTOHABUPOM 0OJiee aKTyalbHBI JJIsi PUTOHABUPA B KQUECTBE aHTUPETPOBUPYCHOTO Ipenapara, a

He (hapMaKOKMHETHYECKOTO YCHUITUTENs (Harpumep, it pudaldyTHHa 1 BOPUKOHA30J1a):

Kamacce IIpexcraBu O6ocHoBanue
JIEKAPCTBEHHbI TeJau
X IIpenaparoB KJjacca
IToBbIlIEHNE NN CHUKEHHE YPOBHS OITHOBPEMEHHO NPUMEHSeMOr0 JIEKAPCTBEHHOT 0
npenapara
AHTaroHUCTBI Andy3zo3un | [loBblmieHne KOHIEHTpanuu andy303MHa B IDIa3Me, 4YTO
0.1-aApPEHOPELENT CBS3aHO C PUCKOM I'MIIOTOHUH BBICOKOM CTENEHH TSHKECTH (CM.
OpOB paznen 4.5.).
Ob6e300nuBatomu | [Ternaus, [ToBBIIIEHNE KOHIIEHTPALMM HOPHETHANHA, NMUPOKCHKama M
€ mpernaparbl MIMPOKCHKaM | MponokcudeHa B mia3Me KpoBu. BozpacTtaer puck Tskenoro
, YTHETEHUs! [JbIXaHUs, T'E€MAaTOJIOTMYECKUX OTKIOHEHUM U
MPOMOKCU( | IPYrHMX CEphe3HbIX HEXKENATEIbHBIX SBJIECHUH, CBOWCTBEHHBIX
€H STUM IIpenaparam.
AHTHaHrvHaneH | PaHonasun [ToBpIlIEHNE KOHLIEHTpALMM PaHOJIA3MHA B IUIA3ME MOXKET
bI€ MIpernapaTsl MOBBICUTh PUCK BO3HHUKHOBEHHS CEPbE3HBIX U  (WIN)
YTPOXKAIONIUX KHU3HU peakuuil (cM. pazaen 4.5.).
IIpotuBoomnyxone | Beneroknak | [IoBblieHME KOHIIEHTPAlMM BEHETOKJIAKCA B IIa3ME KPOBHU.
BbIE IIpENapaTel | C VYBenuueHue pucka pa3BUTUSA CHHJIPOMA JIM3KMCA OIYXOJIH B
Hayajie JEeYeHUs U Ha MPOTSHKEHUH (a3bl TUTPOBAHUS J103bI
(cm. paznen 4.5.).
Hepatunu6 | IloBbllleHWe  KOHLEHTpallMM HepaTMHMOAa B  IUIa3Me.
VYBenuunBaeTcs PUCK Pa3BUTHS CEPbE3HBIX W/WIIM OMACHBIX
JUTS )KM3HU HEXeENNaTeNIbHBIX peakiuii (cM. pazaen 4.5.).
AnanyramMu | AnanyTamuj] SIBISI€TCS YMEPEHHBIM/CHUJIBHBIM HHAYKTOPOM
hi§ nzopepmerra CYP3A4, 4ro MOKET MPUBECTH K CHUIKCHHIO
spdexta  pUTOHaBHMpa U  NOTEHIHMATBHOH  IMOTepe
BHUPYCOJIOTUYECKOTO oOTBeTa. Kpome TOoro, moBbIIIEHHE
KOHIEHTpAllUM anajgyraMpja B IUIa3ME KpPOBU MOXKET
MPUBECTH K CEPhE3HBIM HEKEJIATEeNbHBIM SIBJIECHUSM, B TOM
qucie cygoporam (cM. paszzen 4.5.).
AHTunaputmMuyeck | AMuoaapon | IloBbllleHHe  KOHIIEHTpallMM —aMUOJapoHa, Oempujuia,
ue mpenaparbl , Oenpuani, | ApOHEAAapOHa, JHKAaWHUAA, (reKauHuga, NponageHoHa H

4




COOTEBETCTEYET 3KI(

ot 22.04.2025 N2 10724

nsasme KpoBiL HIpH - >ToM” BoSpacTaet” bhick

MY OTUETY

JIPOHENAPOH | XUHUAMHA B
, PHKaUHWUJ, | apUTMHHM M JPYTUX CEPhE3HBIX HEXKEJIaTeIbHbIX SBICHUM,
(baexauHua, | CBONCTBEHHBIX 3THUM IIperapaTam.
nponadeHo
H, XUHUJUH
AHTHONOTHUKH ®y3unoBas [ToBbIllIeHNE  KOHIEHTpamuu  (PY3UIOBOM  KHCIOTHI U
KHCIIOTa pPUTOHABHpA B IJIa3Me KPOBH.
[TpotuBorpu6dxos | Bopukonaso | IIpumenenue puronasupa (400 mr 2 pasa B cyTku u Oosnee)
bI€ MIperapaThl b OJIHOBPEMEHHO C BOPUKOHA30JI0M MPOTUBOIOKA3aHO B CBS3H
CO CHWKCHHMEM KOHIIEHTPAIIM BOPUKOHA30JIA B TIa3Me KPOBH
U BO3MOKHBIM CHIDKEHHUEM €ro TepaneBTUYecKoro sddexra
(cm. paznen 4.5.).
AHTurncraMuHH | Actemu3son, | [loBbllIeHHE KOHIIEHTpalMM acTeMu3ojia U TepdeHanHa B
pI€ TIpenapaThl tepdeHaauH | riasMe KpoBU. Bospactaer pHCK pa3BUTHS CEPhE3HBIX
apUTMU.
IIporuBononarpu | Konxuuux B0o3MOXXHO pa3BUTHE CEpPbE3HBIX M (WIHM) YIPOXKAIOIIKUX
YecKue JKU3HM pEaKIHMi y TMalUeHTOB C HapyLICHUAMH (YHKIUU
npenaparsl no4ek u (win) neuenu (cM. paznenst 4.4. u 4.5.).
Antumuko6aktep | Pudpadyrun | IIpumenenue putonasupa (500 Mr 2 pa3za B CyTKH) B KauecTBe
HaIIbHBIC AHTHPETPOBHPYCHOTO  Mperapara  OJHOBPEMEHHO  C
npenaparsl prpabyTHHOM NIPOTUBOMOKA3aHO B CBSI3U C IOBBIIICHUEM
KOHIICHTpauuu pu¢pabyTHHa B CHIBOPOTKE KPOBH U PHUCKOM
pa3BUTHS HEXKENATEeNbHBIX pPEaKIuii, BKIIOYas yBEHUT (CM.
pazznen 4.4.). PexkomeHnianuu no NpuMEHEHUIO pUTOHABHpA B
KauecTBe (papMaKOKHHETUYECKOTO YCUIIUTENS OJJHOBPEMEHHO
¢ puabyTrHOM pUBEICHBI B pazaene 4.5.
Antuncuxotuku /| Jlypazugon | IloBbllieHrHe KOHIIEHTpAIMK Jypa3suJoHa B IJIa3Me KpOBU
HEHPOJIENTHKH MOJKET TIOBBICHTH PHUCK BO3HHUKHOBEHHS CEPHhE3HBIX U (WIIN)
YIPOKAIONIUX KHU3HU peakuuil (cM. pazaen 4.5.).
Knozanus, [ToBblIeHNE KOHIIEHTPALIUH KJI03allMHa ¥ TUMO3K/a B IJ1a3Me
TTUMO3H]T KPOBH. Bospactaer  puck  pa3BUTHS ~ CEPbE3HBIX
reMaToJOTMYECKUX OTKJIOHEHHWH U JpPYTruX Cepbhe3HBIX
110004YHBIX 3((HEKTOB ITUX MPENapaToB.
Ksernanun | IloBbllIeHHMEe KOHLEHTpPAIMM KBETHANMHA B IUIa3ME€ MOXKET
npuBecTH K kome. [IprMeHeHne puToHaBupa 0 JHOBPEMEHHO C
KBETHANMHOM MPOTHBOMOKA3aHo (cM. paszen 4.5.).
[Tpou3BoHBIC Juruapospr | [loBbllieHne KOHIGHTPAMH IPOU3BOJHBIX — AJTKAJIOH]IOB
QJIKAJIOUJIOB OTaMMUH, CIOpPBIHBM B IUIa3M€ BeJIeT K OCTPbIM TOKCHUYECKUM
CTIOPBIHBHI SProHOBHH, | 3¢ ¢eKTam, BKIIOYas Ba30CIa3M U UIIEMHIO.
3ProTaMUH,
METHIIDPTOH
OBHH
CTuMynsTOpHI [uzanpun [ToBbIIeHNEe KOHIEHTpAMK IM3alpuaa B ITUIa3Me KPOBH.
MOTOPHUKHU Bospacraer puck pa3BUTHs CEPbE3HBIX apUTMHH.
eIy TOUHO-KHUIIIE
YHOTO Tpaka
(OKKT)
WNHruburopsl JloBactatun | IloBbllIeHHe KOHIEHTPAIUK JIOBACTaTUHA U CUMBACTaTHHA B
peIyKTa3bl , IUTa3Me KPOBH, YTO BEJET K TOBBIIICHHIO PUCKAa MHOTATHH,
I'MI'-KoA CHUMBAacTaTH | BKJIOYas pabmpomuoiu3 (cM. pazzaern 4.5.).
H
WNuruburop Jlomutanuy | IloBbllieHHe KOHLEHTpAMM JOMHUTANUAA B IJIa3Me€ KpPOBH
MHUKPOCOMAJTBHOT (cMm. pazgen 4.5.).




COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 22 04 2025 N2 10724
o (MOCAEQOERTENEROC T 000
OenKa-nepeHocun
Ka
TPUTIIUIEPUIIOB
NHruouTopsI ABanadun [ToBbIIeHWE KOHIIEHTpaluu aBaHaduia B Iiasme (CMm.
docdomurcrepas pazaenst 4.4. u 4.5.).
bl 5-TO TUIIA Cunpenadu | [IpoTHBOMOKa3aH TOJBKO MPH KCIIOJIB30BAHUU JJISl JICUCHHUS
(®13-5) 1 neroyHoi aprepuanpHoil runeprenzuu (JIAI). IloBeienue
KOHIIEHTpaluu cuiaeHaduiaa B mia3Me KpoBu. Bospacraer
BEPOSTHOCTH PA3BUTHUS HEXKENATESIbHBIX SIBICHUH, CBA3aHHBIX
C TIpUMEHEHHEM cuineHaduaa, BKIOYAs TUMOTCH3UIO U
0o0MOpOKH. YKa3aHHA IO OJHOBPEMEHHOMY INPHUMEHEHUIO
cuiieHaduIa y MalMeHTOB C SPEKTHIIBHON AucyHKIMEH cM.
B pasnenax 4.4. u 4.5.
Bapnenadu | IloBblieHne KOHIEHTpaluu BapaeHaduiaa B Iuia3me (CM.
1 paznensl 4.4. 1 4.5.).
CenatuBHBIC U Knopasenar, | IloBbllieHne KOHIIGHTpAllMM  KJOpas3emara, Juas3ernama,
CHOTBOpHBIE Ja3ernam, scrazonama, (iaypasemama, MperHa3HAYeHHBIX UIS MpHeMa
npenaparsl 3CTa30IaM, BHYTph MHJa30JlaMa U TpuazojamMa B IUIa3Me€ KpOBH.
¢baypasenam | Bospactaer puck W30BITOYHON COHJIMBOCTH M YTHETCHHS
, neixanusi. OcoOble yKa3zaHus 10 MUAA30JamMy, BBOIHMMOMY
npeAHa3Hay | mapeHTepajbHO, CM. B pasjene 4.5.
SHHbIE 151
npuema
BHYTpb
MU/1a30J1aM
u
TpHa3ojIam
CHuskeHHe YPOBHSI PUTOHABHPA
Pacturenbusie 3Bepoboit IIpuMeHeHne pacTUTENBHBIX JIEKAPCTBEHHBIX IIPENApaToB,
JICKapCTBCHHBIC COJIepKAITUX 3BepoOoi (Hypericum perforatum),
npenapaTsl OJTHOBPEMEHHO C PUTOHABHPOM IPOTHBOITOKA3aHO B CBSI3U C
PHCKOM CHMKEHMsI KOHIIEHTpallud PUTOHABUpPA B IUIa3Me U
ocabyieHns ero KinHn4eckux 3¢dekros (cMm. pazmen 4.5.).

4.4. OcoOble yKka3aHus U MepPbI NPEeI0CTOPOKHOCTHU NPH NPUMEHEHUH
C 0CTOPO’KHOCTBIO

e [Tematwmrt;

e  JIpyrue COMyTCTBYIOIINE 3a00JIeBaHUS [IEUECHH;

®  TIOBBIIIEHUE aKTUBHOCTH «I1€YEHOYHBIX» (DEPMEHTOB;

®  [IEUCHOYHAs HEJOCTATOYHOCTh CPEAHEN CTENEHU TSKECTH;

® TsKeJas CTeleHb NMeueHOYHOM HepoctarouHocTH (knacc C mo mkane Yaina-Ilsio) 6e3
MIPU3HAKOB JAEKOMIIEHCcaluu (TIpy MPUMEHEHUH PUTOHABHpPA B KayecTBe (papMaKOKHMHETUYECKOTO
YCUJIUTES);

® T[AallMEHThl C OpPraHMYECKUMH 3a00JEeBaHUSAMHU CepJla, U CYIIECTBYIOIIMMHU paHee
paccTpoiicTBaMU MPOBOJSIIENH CHUCTEMBI CEpAlla WM MalUeHThl, MPUHUMAIOUINE Ipernaparsl,
yIuMHAonme natepBan PR (Takue kak BepanmaMuil WM aTa3aHaBHp);

® COBMECTHOE MPUMEHEHHE HE PEKOMEHIYETCSl CO CIEIYIOIIMMH Ipenaparamu (CM.
noapasnen «Ocobble ykazaHus» U pasnen 4.5.): ¢docamnpeHaBUpoM (0361 PUTOHABHpA BBILIE,
yem 100 mr 2 pasa B CyTKH), aTa3aHaBUpoM, MHAUHABUPOM (800 Mr 2 pa3a B CyTKH COBMECTHO C
putronasupoMm 100 mMr 2 pasa B CyTKH), pHUBapokcabaHOM, BOpamakcapoM, CaJIMETEpOJIOM,
pPHOLIUTYaTOM, CUMENPEBUPOM, (IIyTHKa30HA MPOMHOHATOM, OYAECOHUAOM, TPHUAMIIMHOJIOHOM,
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npenaparamu (cMm. oapasaen «Ocobble ykazanus» u pazaen 4.5.): abaTHHUOOM, IIEPUTHHUOOM,
TPa30I0HOM, aJpa3ojaMOM, TUTOKCHHOM, CHiIaeHapmwioM u Ttagamnadpumom (s JedeHUS
APEKTWIbHON  auchyHKIMHU), MHIA30JlaMOM  (IpU  TMApPEHTEPATbHOM  TPUMCHEHUH),
aTOPBACTAaTHHOM, pPO3YBaCTaTHHOM, KeToKoHa3oimoMm. Crenyer wu30erarb COBMECTHOTO
HNPUMEHEHHS CO CIICAYIOIUMH TpernapartamMu (cM. rozpasaen «Ocodbie yka3aHusi» u paszjen 4.5.):
OeIaKBUINHOM, a0EMAIIHKINOOM.

OcoOble yKazaHus

PuronaBup He wm3neunBaer ot BWY-1 wHbeknMu W CHHApOMAa MPUOOPETEHHOTO
ummyHoaeduiura (CIIM/). Y manueHToB, MONYyYarONIMX PUTOHABUP WIIU JIFOOYIO JIPYTyIO
AHTUPETPOBUPYCHYIO TEpaluio, MOTYT MpOJOJDKAaTh pPa3BUBATHCA  OIIIOPTYHUCTUYECKUE
uHbeKn u apyrue ocinoxuenus BUY-1 undexnmn.

[Ipy mpuMeHEeHUU PHUTOHABUpPA B COCTaBe KOMOWHUPOBAHHON aHTUPETPOBUPYCHOW Tepamuu
noka3zaHo 3 ¢eKTUBHOE MOJABICHHE BUpPYCa, YTO 3HAYUTEIBHO CHIKAeT puck nepenaun BHY
IIOJIOBBIM ITyTEM, OJJTHAKO, IIPU ITOM IOJHOCTHIO pUCK nepeaaun BUY uckitoueH ObITh HE MOXKET.
[TarueHTs JOMKHBI COOIOaTh COOTBETCTBYIOIINE MEPbl O€30MaCHOCTH AJIs MPEAOTBpAlLEHUs
nepenaun BUY-undexnun.

[Ipy Ha3HaueHWM pUTOHABUpPAa B KOMOMHAIIMM C JAPYrUMU HMHruOuTopamu mporeas BUY
(HampuMep, B CIIyYasx, KOT/Ia PUTOHABHP HCIIOJIB3YEeTCS B KadyecTBE (apMaKOKMHETHYECKOTO
YCUJIMTENsl JIpyrux WHrubutopoB mporeas BUY) crnenyer yuumrThiBaTh WHGOPMAIHIO,
COJIepKallylocsi B MHCTPYKIUSX MO MPUMEHEHHUIO COOTBETCTBYIOIIMX HHTHMOMTOPOB MpOTea3s
BUY.

Ilpumenenue  pumonasupa 6  Kauecmee  aHMUPEMPOSUPYCHO20  npenapama  Ulu
Gapmaxoxunemuueckoeo ycuiumels

Ilayuenmoi ¢ xponuueckou ouapeeti unu Marbabcopoyuel

PekoMenayeTcsi NTONMOIHUTENbHBI MOHUTOPUHI IIPU BO3HUKHOBEHUHM Juapen. OTHOCUTEIBHO
BBICOKAsl 4acTOTa JMaper BO BpEMsl JICUEHUS PUTOHABUPOM MOXET IPUBECTU K HAPYIICHUIO
BCAChIBaHMSI M CHIDKEHHUIO J(PQPEKTUBHOCTH (BCIEACTBUE CHM)KEHUS KOMILJIAEHTHOCTH)
PUTOHABHpa WM IPYrUX OJHOBPEMEHHO IPUMEHSEMBIX JIEKApCTBEHHBIX IpenapaTtoB. Ceppe3Has
NEePCUCTUPYIOLIast PBOTA U/UIU JUapest, CBsI3aHHAs ¢ UCIIOJIb30BaHUEM PUTOHABHPA, TAK)KE MOYKET
IPUBECTU K HapyIICHUIO QYHKIUHU MOYeK. PekoMeH1yeTcsl KOHTPOIUPOBaTh (PYHKIMIO MTOYEK Y
NAIMEHTOB ¢ HapylIeHueM QyHKIMH 104K B aHAMHE3E.

Lemogunus

VY nauueHTOB ¢ remoduianen Tuna A wiu B, monyuaromux JiedeHue MHrMOUTOpaMU BUPYCHBIX
nporteaz BUY, oTmedanuce ciayyan yCHUIIEHUs KPOBOTEUEHHUS, BKIIIOYasi CIOHTAHHOE 00pa30BaHue
KOXKHBIX FeMaToM U remapTpo3a. HekoTopeiM nmanueHTam Obl1 1OMOJHUTENBHO Ha3HAUEH PaKTop
VIII. Bonee yeMm B MOJIOBHHE ONUCAHHBIX CIIy4aeB JIEYEHHE MHTMOUTOpAMH BUPYCHBIX IpOTEa3
BUY Obuto mpomoikeHO MIM  BO300HOBIEHO. VIMeroTcs yTBEpXKACHHS O HaIMYUH
MIPUYMHHO-CJIEICTBEHHOM CBSI3U, XOTS MEXaHM3M JEeHCTBHUS ycTaHOBJeH He Obu1. [lanueHTsl ¢
reMounueit 10JKHbI ObITh TPOUH(OPMHUPOBAHBI O BOZMOKHOCTH YCUIJIEHHSI KPOBOTEUEHUI.

Macca mena u noxazamenu obmena sewecms

Bo Bpems aHTUPETpPOBHPYCHOM Tepanuu MOXKET MPOUCXOJUTh YBEIUYEHHE MAacCChl Tela,
MOBBINICHUE KOHIICHTPAIIMH JIMITHIOB U TIIOKO3BI B TUTa3Me KPOBU. Takue U3MEHEHUsI MOT'YT OBITh
YAaCTUYHO CBS3aHBI C KOHTpoJIeM 3aboneBaHuss W o0pa3omM ku3HHA. JlIsi TOBBIIEHUS
KOHIIGHTpPAllUK JIUIIHUJIOB B HEKOTOPBIX CIydyasX CYHIECTBYIOT CBUIETEIbCTBA BO3JACUCTBUS
Tepanuu, B TO BpeMs KaK CBUIECTEIHCTB CBSI3U MPUPOCTA MACCHI TEJIA C KAKUM-TMOO KOHKPETHBIM
nedeHrueM HeT. [Ipu oTcrneXWBaHWM KOHIEHTPAIMH JIMIHUIOB M TJIIOKO3bI B KPOBU CIEAyeT
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JUNHUIHOTO OOMEHa HEOOXOAMMO KOPPEKTUPOBATH B 3aBUCUMOCTH OT KIIMHUYECKON CUTYAIIHH.
Heob6xoauMo umeTs B BUJY BO3MOXXHOCTb IMaHKpEaTHTa MpPU TMOSBICHUU KIMHUYECKHUX
CUMITOMOB (TOIIHOTA, pBOTa, 0OJb B )KMBOTE) U OTKJIOHEHUN J1TAOOPATOPHBIX MOKa3aTesnel OT
HOPMBI (TIOBBIIIEHHE YPOBHSI JIMTIAa3bl UJIM aMUJIa3bl B CHIBOPOTKE). [1arieHTs! ¢ nepedncieHHbIMU
MpU3HAKAMU WM CUMITOMAMH JIOJDKHBI MIPOUTH JOTMOJHUTEIBbHOE OOCIIeIOBaHME, a B Clydae
MOATBEPK/ICHUS TUAarHo3a MaHKpeaTUTa JICUCHUE PUTOHABUPOM CIIEAYET MPEKPATUTbD.

Cunopom 8occmanoBieHus UMMYHUmMema

Y BUY-uHQUUUPOBAHHBIX MALMEHTOB C TSXKEIbIM HMMYHOAE(UIIMTOM Ha MOMEHT Hayajia
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOM Tepanuu (KAPT) MoxeT pa3BUThCA BOCHAIUTEIbHAs
peaknus Ha OeCCUMITOMHBIC MM OCTATOYHBIE OMIOPTYHUCTHUECKUE WH(EKIUH, YTO BEICT K
CEpbEe3HbIM KJIMHUYECKUM COCTOSIHUSAM MM YXYAIIEHUIO CUMITOMOB. Takue peakuuu OObIYHO
HaOJII01al0TCS B IIEPBbIE HECKOJIBKO He/leb Ui MecsieB oT Hayana KAPT. B kauectse npumepa

MOKHO TPHUBECTH LHUTOMETAIOBUPYCHBI PETHHHUT, TEHEPATW30BaHHbIC U (WiH) (OKaIbHBIC
MUKOOaKTepuanbHble HMH()EKIMH W I[HEBMOHHUIO, BbI3BaHHYIO Pneumocystis jiroveci. Bce
CUMITOMBI BOCIIAJICHUS JIOJKHBI OBITH IOTIOJHUTEIHHO OLIEHEHBI, a TPH HEOOXOJUMOCTH CIIEAYEeT
HAYaTh JCUCHUE.

Takxke ©Ha (oHE CHHIAPOMAa BOCCTAHOBICHUS HWMMYHUTETa COOOMIAIIOCH O Pa3BUTUHU
ayTOMMMYHHBIX 3a00s1eBaHui (TakuX Kak 0oiie3Hb ['peiiBca), 0IHAKO ITO MPOUCXOAUT B pa3HbIC
CPOKH, JaKe CIIyCTS MHOTO MECAILIEB MOCIIe Havasa JICYCHHUSI.

3abonesanus nevenu

PuronaBup He cienyeTr Ha3HauaTh MALMEHTaM C JEKOMIIEHCHPOBAHHBIM 3a00JIEBAHUEM IIE€UEHHU.
[Tpu Ha3HaYeHNH KOMOMHUPOBAHHON AHTUPETPOBUPYCHON TEPAIH Y MALUEHTOB C XPOHUYECKUM
renatutoM B wim C cymecTByeT NOBBIICHHBIA PUCK PA3BUTHS TSKENIBIX U IOTEHLUUAIBHO
OIACHBIX JJIS KM3HU HEKEIIATEIbHBIX PEAKLUN CO CTOPOHBI IIeYeHHU. B ciayyae comyTcTByromen
POTUBOBUPYCHOU Tepanuu renarura B nam C HE0OXOAMMO 03HAKOMUTBCS C MHCTPYKLMEH IO
IIPUMEHEHHNIO COOTBETCTBYIOIINX IIPENAPaTOB.

VY ManueHToB ¢ UMEIOIMMCS B aHAMHe3€ HapylIeHneM (DYHKIIUH [eYeHH, BKII0Yas XpPOHUYECKUN
aKTUBHBIN T'eNaTUT, TP KOMOMHUPOBAHHOW aHTUPETPOBUPYCHOM Teparnuu MOKeT HabIroAaThCs

IMMOBBIIICHHAA 4aCTOTA Pa3BUTHA HapymeHI/IfI q)YHKIII/II/I MEYCHH, 3a TAKUMHU MMAlIUCHTAMU CJICAYCT
TIIATCIBHO Ha6JHOI[aTB B COOTBCTCTBHUU CO CTAHAAPTHBIMHU MPOTOKOJIAMH JICUCHUA. Ecmu Y OTUX
MNanuCHTOB TIOABJIAIOTCA CHMIITOMBI YXYIAIICHUA 3a00JIeBaHUS NEe4YCHHU, CICAYCT paCcCMOTPETH
BOIIPOC O NPCPbIBAHNUU HUJIU IMPCKPAIICHUHN JICYHCHUS.

3abonesanus nouex

He oxxunaercst cHmkeHre 0011ero KIMpeHca puToOHaBupa y NMalueHTOB ¢ HapylleHueM QyHKIUU
MIOYEK B CBSA3HM C HE3HAUUTEIIBHBIM II0YEUHBIM KJIINPEHCOM PUTOHABUPA.

Ha ¢one npumenenuss ¢ TeHOpOBUpA IU3ONPOKCHIPYMapaTOM B KIMHUYECKOW NpPAKTUKE
€000111a710Ch O Pa3BUTHH OYEYHON HEJIOCTATOUHOCTH, HAPYIIEHUN (PYHKIIMH NTOYEK, MTOBBIIIEHUN
YpOBHSL KpeaTWHHHa, runodocdareMun U TyOyJonmaTMM MPOKCHUMAJIbHOTO THUMA (BKIIOYas
cuHApoM DaHKOHM).

Ocmeonekpos
Coo01mranock 0 ciiydasx OCTEOHEKpO3a, OCOOCHHO y MAIMEHTOB C MPOTPECCUPYIONIEH CTaauei

BUWY u/vnu npu 101roCpouHOM MPUMEHEHUH KOMOMHUPOBAHHONW aHTUPETPOBUPYCHON TEpanuH,
XOTS ATUOJIOTHSI TOTO OCTIOKHEHUS CUUTaeTCsl MHOTOPaKTOpHOM ((hakTopaMu prcKa B TOM YHUCIIE
ABIIAIOTCS ~ NPUMEHEHHE TJIIOKOKOPTUKOCTEPOUAOB, YIOTPEOJIEHHE alKoroJisd, TsKenas
UMMYHOCYTIpECCHS, BBICOKHI MHIEKC Macchl Tena). Eciin manueHT omrymiaer 60b B CycTaBax, ux
TYTOIIOJIBUKHOCTD, TPYZAHOCTHU TPH JIBUKEHUH, EMY CIIeyeT 00paTUThCA K Bpauy.




COOTBETCTBY

Yonunenue unmepsana PR

Ha ¢one mpuema puToHaBHpa Y HEKOTOPHIX MAIMEHTOB OTMEUAIOCh YMEPEHHOE OECCUMIITOMHOE
ymiuHenne wuHtepBasia PR. Ilpu mnpueme puToHaBupa co0OO0IIANOCH O PEAKUX CIIydasx
aTpuoBeHTpUKYIsApHO# Omokassl I u Il cTenenn y manueHTOB ¢ OpraHUYecKUM 3a00JICBaHUEM
cepAlla M CYIIECTBYIOIIMMHU paHEe PACCTPOMCTBAMHU IPOBOMAILICH CHCTEMBI CEepAlla HIU Y
MAIMEHTOB, MPUHUMAOIINX Tperaparsl, YUIHHomue naTtepBai PR (Takue kak BepamaMui win
aTa3zaHaBUp). Y TaKUX MAI[UCHTOB PUTOHABUP CIEAYET MPUMEHSITH C OCTOPOKHOCTHIO.

Bzaumooeticmsue ¢ Opyeumu nekapcmeenHulMU npenapamams

Ilpumenenue pumonagupa 6 kauecmee aHmMupemposUPYCHO20 npenapama

Crnenyrone npeaynpexaeHuss U Mepbl IMPEJOCTOPOKHOCTH CIEAyeT YYUThIBaTh, KOIJa
PUTOHABUP MCHOJIb3YyEeTCS B KayeCTBE AHTUPETPOBUPYCHOro npemnapara. Eciaum putronasup
UCIIONIL3YETCS B KauecTBe (hapMaKOKHHEeTHYeCKOro ycwmntens B 1o3e 100 mr u 200 Mmr, Henb3s
CUHMTaTh, YTO CJCAYIONIME MPEAYNPEKACHUS W MEpPhl MPEIOCTOPOKHOCTH Takxke OymyT
npuMeHsThes. Korga puToHaBup HUCIONB3YyeTCs B KauecTBe (PApMaKOKMHETUYECKOTO YCHUITUTETS,
HEOOXOJUMO  YUYUTHIBaTh IMOJIHYI0 HMHPOPMAIMIO O NOPEAyNpPEeKICHUSX U Mepax
MPEAOCTOPOKHOCTH JJIsi COOTBETCTBYIOIIEro MHTHOMUTOpa mpoteassli BUY, mostomy cremyer
03HAKOMHTHCSI C MHCTPYKIIMEH MO MPUMEHEHUIO COOTBETCTBYIOIIETO Mpernapara.

Hneubumopor @/3-5

CrnenyeT nposiBIATH 0COOYI0 OCTOPOKHOCTh MPY Ha3HAUCHUU CHIIIeHadIIa WK Taaanadpuia s
JICYCHUS IPEKTUIHLHON MUCHYHKIIUU Y MAIMEHTOB, IPUMCHSIOMNX puTOHABUP. OKHUIACTCS, UTO
OJIHOBPEMEHHOE MMPUMEHEHHE PUTOHABUPA C STUMH JICKAPCTBCHHBIMU MIPeNapaTaMy 3HAYUTEITBHO

MOBBICUT MX KOHLIEHTPALMIO B IUIa3M€ KPOBU M MOJKET IPUBECTU K PA3BUTHUIO HEKEIATEIbHBIX
peakuui, TAKMX KaK apTepralbHas TMIIOTEH3Us U IPOJIOHIMpoBaHHast 3pekunsa. OqHOBpeMEHHOE
nprMEHEeHHe aBaHa(uiIa WK BapaeHa(uia C pUTOHABUPOM IPOTHUBONOKa3aHo. OJHOBpEMEHHOE
IpUMEHEHHE cuijeHaduiIa ¢ PUTOHABUPOM NPOTHBONOKA3aHO Yy MAlMEHTOB C JIETOYHOM
apTepUaJIbHON TUIIEPTEH3UEN.

Hneubumopwl I'MI-KoA-pedykma3zol

Wurubutopel I'MI'-KoA-peaykra3sl CMMBAacTaTMH M JIOBACTaTUH B 3HAYMTENBHOH CTENEHU
metabonm3upyrores  u3odpepmentom  1mroxpoma CYP3A4, mostomy  OZHOBpeMEHHOE
WCIIOJB30BAaHUE PHUTOHAaBHpAa C CHUMBAaCTaTMHOM MWJIM JIOBACTaTUHOM IPOTHBOIIOKA3aHO
BCJIEJICTBHE MOBBIIICHUSI PHCKAa Pa3BUTUS MHUOINATHM, BKIouyas padaomuonus. HeoOxomumo
TaKKe COOJI0JaTh OCTOPOKHOCTh W CHUXAaTh J03bl IpPU OJHOBPEMEHHOM Ha3HA4YE€HUU
pUTOHAaBHpa C aTOPBACTaTMHOM, KOTOpPBIM B MEHbIIEH CTENeHH MeTadoJIn3upyercs

uzodpepmertom uroxpoma CYP3A4. HecMmoTps Ha TO, YTO 3IMMMHAIMS PO3yBacTaTHHA HE
3aBUCHT OT u3opepmenta rutoxpoma CYP3A, onrcano MoBbIIEHNE SKCIIO3UIIUMN PO3YBAaCTaTHHA
IIPH OJTHOBPEMEHHOM TPUMEHEHUH C PUTOHABUPOM. MEXaHHU3M 3TOTO B3aMMOICHCTBHS HE sICEH,
HO MOJKET OBITh PE3y/IbTATOM HHTUOMPOBAHUS MTepeHOCUHKa. [Ipr 0THOBpEeMEHHOM Ha3HAYCHUH C
pUTOHABUPOM B  KadecTBe (PAapMaKOKMHETHYECKOTO  YCHIUTENS WIH B  KadecTBe
AHTUPETPOBUPYCHOTO TIperapara TOJKHBI HCIOIB30BAThCS HAUMEHBIINE BO3MOXKHBIE O3Bl
aTOpBACTaTHHA WM po3yBacTaTHHA. MeTa0oau3M MpaBacTaTHHA U (PIIyBacTaTHHA HE 3aBUCHT OT
nzopepmenta nuroxpoma CYP3A4, n ux B3aUMOICHCTBUS ¢ pUTOHABHPOM HE Oxuapaercs. Ecim
nokazaHo JeueHue uHrHOUTOpoM I['MI-KoA-pemykraspl, peKOMEHIyeTCcs TMPUMEHSTh
npaBacTaTUH WK (HIyBacTaTUH.

Konxuyun
Cpenu manyueHToB, MPUHUMABIINX KOJXHIIMH U MOIIIHBIE HHTHOUTOPHI H30epMEHTA IIUTOXpOMaA

CYP3A, Takue Kak PUTOHABHp, BBIABICHBI CIydyal YIPOKAIOIIErO XH3HU M CMEPTEIbHOIO
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IMPOTHUBOIIOKA3aHO.

guZOKCI/lH

Crnenyer mposBIATH OCOOYIO OCTOPOXKHOCTH IPH HAa3HAYCHMM pPHUTOHABHpa NallMEHTaM,
[NPUHUMAIOIIMM  JUIOKCHH, IIOCKOJBKY OXHOACTCS, 4YTO OJHOBPEMEHHOE IIPUMCHEHUE
pUTOHABUpPA C AUTOKCHUHOM IPUBEACT K YBEIMYECHHUIO KOHUEHTPALMU JUTOKCUHA. Y BEIMYCHUE
KOHIICHTpALUU JUIOKCUHA MOYKET YMEHBIIATHCSA ¢ TCUEHUEM BPEMEHHU.

VY nanueHToB, KOTOpBIE YK€ NMPUHUMAIOT JUTOKCUH, CJIENyeT YMEHBIIUTH €ro 03y BABOE IIPU
Hauajie Tepaluy pUTOHABUPOM, U 3a MALlMEHTaMU HE00X0AUMO HaboaaTh 0ojiee BHUMATEIBHO,
yeM OOBIYHO, B TEUCHHE HECKOJBKHUX HEJENb I0CJIe Hadaia OJHOBPEMEHHOI'O IMPHMEHEHHS
pUTOHABUPA U IUTOKCHHA.

VY nmanueHToB, y>Ke IPUHUMAIOIUX PUTOHABUP HA MOMEHT Ha4aJla JICYECHUs IUTOKCUHOM, JICUEHUE
JUTOKCUHOM JIOJPKHO BBOJIUTHCS OoJiee MOCTENEHHO, YeM 00bIYHO. B 3TOT nmepuoa Heo6xoaumo
IPOBOJIUTH O0JIee MHTCHCUBHBI MOHUTOPUHT YPOBHSI IMTOKCHUHA, @ TP HEOOXOAUMOCTH CIIEyeT
IIPOBOAMTH KOPPEKTUPOBKY J03bl, MCXOJAS W3 KIMHUYECKUX U DJIEKTPOKapAUOTpapUUecKux
JAHHBIX U YPOBHS JIUTOKCHHA.

DMUHUNICMPAOUON

Crnenyer ucmonb30BaTh OapbepHBIE MM MHBIE CPEICTBA KOHTPALETIINN, KPOME TOPMOHAIBHBIX
[IpEnapaToB, MPHU MCIIOJIb30BAHUM PUTOHABHpPA B TEPANEBTUUECKUX MM HU3KUX J103aX, TaK Kak
PUTOHABHpP MOXET CHWXKaThb 3((EKTUBHOCTh TOPMOHAIBHBIX KOHTPALIENTHBOB U H3MEHSTbH
npoduiib MaTOYHBIX KPOBOTEUEHUH npu OJTHOBPEMEHHOM Ha3HauYeHUU C
ACTPAJNOI-COACPKAILMMU KOHTPALEITUBAMHU.

1 moxokopmuxocmepouowt

He pexkomeHiyeTcsi 0IHOBPEMEHHOE NPUMEHEHHE PUTOHABHpa ¢ (IYyTHKA30HOM WM JPYTUMHU
[JIFOKOKOPTUKOCTEPOUAMH, KOTOPbIE METa0OIU3UPYIOTCS CHCTEMOM M30(epMeHTa LUTOXpoMa
CYP3A4, kpome cirydaeB, KOTJa MOTCHIMAIBHAS 11032 JICYEHHUS TPEBBIIIAET PHCK CHCTEMHOTO
JENCTBUS KOPTUKOCTEPOUAOB, BKiItodas cuHipoMm Mnenko-KymumHra u mopaBneHue (QpyHKUuU

HaAIIOYCYHHUKOB.

TpazodoH
CrnenyeT TpPOSBIATE OCOOYID OCTOPOXHOCTh TPW HA3HAYCHWH PHUTOHABHpA MAIMCHTAM,

MPUHUMAOIINM TPa3010H. Tpa3oaoH sBiseTcs cyocTparom uzopepmenrta nuroxpoma CYP3A4,
U OXHUJAETCA, 4YTO OJIHOBPEMEHHOE IPUMEHEHHE pPUTOHABUpa IPUBEIET K YBEIMYECHHIO
KOHIIEHTpAIlUU Tpa3o0Ha. B uccienoBanusx B3auMoaecTBUs (TIpU OJJHOKPATHOM MPUMEHEHHH )
y 370pOBBIX J100pOBOJIBIEB HAONIONAINCh TaKHE HEKeNaTelIbHble PEaKIUH, KaK TOIIHOTA,
TOJIOBOKPYKEHHE, apTepHalIbHas TUIIOTEH3HS 1 OOMOPOK.

Pusapoxcaban
He pexomeHayeTcss NPUMEHSTh PHUTOHABHP Y TAIMEHTOB, TMOJYYAIONUX pPHBAPOKCaOaH,

BCJICACTBHEC YBCIIMYCHUA PUCKA KPOBOTCUCHUSA.

Puouueyam
CoBMeCTHOE NPUMEHEHHE HE PEKOMEHIYETCsl HM3-32 BO3MOXKHOIO YCUJIEHUS BO3ICHCTBUSA

pHoIUryara.

Bopanaxcap
CoBMeCTHOE MPHUMEHEHHE HE PEKOMEHIYETCS HW3-32 BO3MOXKHOTO YCHUJICHUS BO3JCHCTBUSA

BOparakcapa.
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CunbHble HHTUOUTOPHI M30(pepmenta ruroxpomMa CYP3A4, Takne Kak MHTHOUTOPHI MPOTEa3b
BHY, MoryT yBenmuuMBaTh SKCHO3HMLMUIO OEaKBWIMHA, YTO B CBOIO OYEPEb MOXKET IOBBIIIATH
PHCK pa3BUTHS CBSI3aHHBIX ¢ O€IaKBUIMHOM HEXEJIaTeNbHBIX peakiuid. Takum o0pazom, cieayer
n30erath Ha3HAYEHMs OeTaKBIIIMHA B KOMOMHAIIMK C PUTOHABUPOM. TeM He MeHee, eCIIH M0JIb3a
NepeBeIIMBacT MOTEHINAIBHBIA PUCK, OJJHOBPEMEHHO Ha3HauyaTh OCJaKBUIMH C PUTOHABUPOM
HEOOXOMMO  C  OCTOPOXKHOCTBIO.  Pexomenayercs ~ Gojee  4YacTbli ~ MOHHUTOPHHT
anextpokapanorpammbl (OKI') u KOHTpOJIb aKTHBHOCTH TpaHCaMHHA3 (CM. MHCTPYKLIHIO IO
MIPUMEHEHUIO JIJIs1 OCTaKBUIINHA).

[leramanuo

OnHOBpeMEHHOE MPUMEHEHUE JellaMaHua C CHIBHBIM HHTHOUTOPOM H30(epMEeHTa IUTOXpOoMa
CYP3A (puTOHaBHUPOM) MOXKET YBEIMYMBATH IKCIIO3UIIMIO META0OIMTa AeJIaMaHN 1a, YTO MOXKET
NPUBOJUTH K y/UIMHeHHIO nHTepBasia QTC. Takum o0pa3om, eciii OJTHOBPEMEHHOE TPUMEHEHHE
JeJIaMaHua ¥ PUTOHABHPA HEOOXOAMMO, PEKOMEHIyeTCsl OU4eHb 4acTo KOHTposmpoBathk DK Ha
MPOTSKCHUHM BCETO TEPUOJA JICUCHUS JIETaMAHUIOM (CM. WHCTPYKIHUIO 1O NMPUMEHCHHUIO IS
JielaMaHua).

Pumonasup npu npumenenuu 6 kavecmee papmMaKoKUHEMmuyecKko20 yCuIumers

[Mpodwim B3aumoneiicTBus ¢ mHrHOUTOpaMu npoteassl BUY, npuMeHseMbIX OZHOBPEMEHHO C
HU3KOM /103011 pUTOHABHPA, 3aBUCAT OT KOHKPETHOTO OJHOBPEMEHHO PUMEHSAEMOT0 HHIMOUTOpa
nporea3sl BUY.

Onucanue MEXaHM3MOB M BO3MOXKHBIX ~ MEXaHM3MOB, CHOCOOCTBYIOLIMX  HPOQHIIO
B3aumozeiicteus ¢ UII cm. pasgen 4.5. Taxxke cineayeT O3HAKOMHUTBCS C MHCTPYKLIMEH IO
IIpUMEHEHNI0 cooTBeTcTBYIOMmEero MUII.

Cakeunasup
He cnenyer Haznavats puToHaBup B go3ax Bbiiie 100 mr 1Ba pasa B cytku. [lokaszaHo, uro Gonee

BBICOKME [103bl PUTOHABHpPA CBSI3aHBI C IOBBIIICHHOW YacTOTON pa3BUTHs HEXKeIaTeIbHBIX
peakmuii. OMHOBpEMEHHOE MPUMEHEHHE CAaKBUHABHpPA M PUTOHABHPA MPHBOIMIO K PA3BUTHIO
TSDKEJIBIX HeXKeJaTeIbHbIX PeaKLUii, B OCHOBHOM JUa0eTHUECKOro KeTOalu103a U HapyILeHUH co
CTOPOHBI IIEUEHH, 0COOEHHO y MAIIMEHTOB C Y€ UMEIOIIMMUCS 3a00JIeBaHUSMHU [TEUYEHU.
BenencTBue pucka TSDKENOH TeMaTOTOKCHYHOCTH (MPOSIBISIONICHCS B BHIE TTOBBIIICHUS
aKTUBHOCTH TpaHCAMWHA3) CAKBHHABHP/PUTOHABUP HE CleQyeT Ha3HauyaTh BMeCTe C
pUpaMITUIITHOM.

Tunpanasup
Nmerorcst cBeAeHUs, 4YTO OJHOBPEMEHHOE NPUMEHEHHWE THUIIPAaHAaBUpa B COYETAHUU C

putoHaBupoM B 03¢ 200 Mr CONpOBOXKAAJIOCh PAa3BUTHEM TeMaTuTa € KIMHUYECKUMU
IIPOSIBJIEHUSIMU U IEYEHOYHOM IEKOMIIEHCAINH C JIETAIIbHBIMU UCXO0JIaMHU B HECKOJIBKUX CIIydasiX.
Oco0y10 0CTOPOKHOCTh HEOOXOAMMO MPOSIBIATH B OTHOIIEHUH MALMEHTOB C COIYTCTBYIOIIUM
xpoHudeckuM rematutoM B miam C, mOCKONBKY Y HHMX TMOBBIIIEH PHUCK IeMaTOTOKCHYECKOIO
JIEUCTBUS 3TUX MPEMapaToB.

Jo3bl putoHaBupa MeHee 200 Mr aBa paza B CYTKM HE CIEAYET HCIIOJIb30BaTb BMECTE C
TUIPAHABUPOM, TaK KaK 3TO MOXKET YXYALIHUTh TPOopHib 3PPEeKTUBHOCTH KOMOUHAIIHH.

Docamnpenasup
PutonaBup B mo3ax Bbimie, yem 100 mMr aBa pa3za B CyTKH, HE U3y4ajcs MPU OJHOBPEMEHHOM
NpPUMEHEHU! ¢ (ocammpeHaBUPOM B KIMHHUYECKHUX HCCenoBaHUsAX. Mcmonmb3oBanue Oolee
BBICOKHX JI03 PUTOHABHPA MOXKET YXYALIUTH MPO(uiis 6€30MacHOCTH KOMOWHAIINY, U TIOOTOMY He
PEKOMEHTYETCA.
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COOTBETCTBY

Ama3zanasup

OpnHoBpeMEHHOE MPUMEHEHNE aTa3aHaBUPa C PUTOHABUPOM B J103ax Bbille, yeM 100 mr oauH pas
B CYTKH, HE M3Y4aJOCh B KIMHHYECKUX HCCIenoBaHUsAX. Mcmonb30Banue 0oiee BBICOKHX 103
pUTOHABHpAa MOXET YXYAWUTb HpoQMIb Oe30MacHOCTH aTa3zaHaBHpa (KapIuOJIOrMYecKue
3 dexThI, TUNEPOUTUPYOUHEMHS), U TIOATOMY COBMECTHOE NMPUMEHEHHE HE peKOMeHayeTcs. B
Cllydae €ClIM aTa3aHaBUpP C PUTOHABUPOM HMPUMEHSIOTCS OJHOBPEMEHHO C 3(aBHPEH30M, 03y
pUTOHAaBHpa MOXXHO yBennuuTh 10 200 Mr oamH pa3 B CcyTku. B 3ToMm ciydae HEoOXoaum
TIIATEJIBbHBIM KIMHUYECKMH MOHUTOPHHI. JIJIs MOJIydeHHs JOINOJHUTEIbHOM MH(OpMAIMU CM.
MHCTPYKLIUIO IO IPUMEHEHHUIO aTa3aHaBUpa.

BcnomorarenpHbIE BellecTBa

[TamenTaM C peAKO BCTPEYAOLIEHCS HACIEICTBEHHOM HENEPEHOCUMOCTBIO TalaKTO3bl,
neUIUTOM JIaKTa3bl JIOMApPEeH WM TJIFOKO30-TAIAKTO3HON ManbabcopOmueil He clieayer
MIPUHUMATh 3TOT Ipenapar.

[Ipenapar PutoHaBup-DABaHCH COAEPKUT KPACUTENb COJIHEUHBINM 3aKaT >KEIThIM, KOTOPHIH
MO>KET BBI3BIBATh AJJIEPTUUECKHUE PEAKIUH.

4.5. B3amMmopeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMH MNpenapaTtamMM H JApyrue BHJbI
B3aNMOJAEeHCTBUSA

[lpuMeHeHHe  pHUTOHABHpPAa B  KadecTBe  (PAapMAKOKMHETHYECKOTO  YCHJIWTENS WU
AHTUPETPOBUPYCHOIO IIpenapara

PurtonaBup o0aaeT BBICOKUM CPOACTBOM K HECKOJIBKUM n3odopmam nuuroxpoma P450 (CYP) u
UHTHOUpYyeT okucienue B cneayromieM nopsake: CYP3A4 > CYP2D6. [Ipumenenue puroHaBupa
OJIHOBPEMEHHO C JIEKAPCTBEHHBIMHU IIperapaTaMy, METaOOIM3UPYEMBbIMU IPEUMYIIECTBEHHO
CYP3A, MoxkeT NpuUBECTH K YBEIMYEHUIO KOHLEHTPALMU OJHOBPEMEHHO IPUMEHSEMOIO

JIEKapCTBEHHOTO Ipernapara B Ila3Me KPOBH U, KaK CJIEJCTBHUE, K YCHIICHUIO WIN IPOJICHUIO €ro
TepaneBTHUeCKoro 3(dekra u HexenaTrenbHbIX ABIeHUH. [Ipy OAHOBpEeMEHHOM NMpPUMEHEHHU
OTJIENbHBIX JIEKAPCTBEHHBIX IpEnapaToB (HampuUMep, ajmpaszojama) UHrHOupyrolee IeHCTBUE
putonaBupa Ha CYP3A4 MokeT CHIXKAThCs CO BpeMeHeM. PuToHnaBup Taxke 00s1agaeT BBICOKUM
CPOJICTBOM K P-TTIMKONPOTEMHY M MOMKET OKa3blBaThb HMHIHOUpYHOIIEee BO3AEHCTBHE HA 3TOT
nepeHocuuk. VHrubupyromee J1eiicTBUe pPUTOHABHPA, MCIOIB3YEMOTO OTIEIBHO WM B
KOMOMHAIIUKU C JIPYTUMH MHTUOUTOpaMH IpoTeasbl, Ha aKTUBHOCTh P-riMkonpoTrenHa MOXKET
CHU)KATbCs CO BpEMEHEM (B KaueCcTBE IPUMeEpa CM. CBEACHHUS Ul AUTOKCHHA U (ekcodeHaanHa B
tabmuie «O¢ddeKTbl puTOHaBUpa Ha HEAHTHPETPOBUPYCHBIE MpenapaThl» HIDKE). PuToHaBup
UHAYIUPYET MIroKypoHu3anuto u okucienue uepes CYPLA2, CYP2C8, CYP2C9 u CYP2C19,
YTO COIPOBOXK/IAETCS YCUIIEHHEM OHOTpaHc(hOpMallii HEKOTOPBIX JIEKAPCTBEHHBIX MPENapaTos,
MeTaboNIU3UPYEMBIX C YHACTHEM 3TUX N30()EPMEHTOB. DTO MOKET MPUBECTU K CHUKEHHUIO YPOBHS
CHUCTEMHOI'O BO3JIEHCTBUS OJHOBPEMEHHO IIPUMEHSEMBIX JIEKAPCTBEHHBIX IIPENaparoB W,
COOTBETCTBEHHO, YCTPAHEHHIO UM COKPALICHUIO JUIUTEIBHOCTH UX TEPAeBTHUECKOTO A eKTa.
Baxxnple cBemeHuss O B3aMMOJEWCTBUAX PHUTOHABUpa, HCIOJIB3yeMOTO B  KauecTBe
(bapMaKOKMHETHUECKOTO YCUJIUTENs, C JIEKapCTBEHHBIMHU IpernapaTaMH TakXe MpPUBEICHbI B
UHCTPYKIIUU OJJHOBPEMEHHO MTPUMEHSIEMOI0 HHTHOUTOpa MPOTeasbl.

JlekapCTBEHHBIE MPENnapaThl, BAUSIONINE HA KOHIICHTPAIIMIO PUTOHABUPA B KPOBH

VpOBeHb PUTOHABUPA B CHIBOPOTKE KPOBU MOKET CHUKATHCS IIPU OJHOBPEMEHHOM MIPUMEHEHUH
PaCTHTENBHBIX JIEKAPCTBEHHBIX IMPEnapaToB, cojepkammx 3sepodoi (Hypericum perforatum).
DTO CBSI3aHO C HHIYLIUPYIOLUIMM JACHCTBHEM 3Bepo00si Ha (DEPMEHTHI, METaOOIU3UPYIOIIHE
JIeKapCTBEHHBIE Mpenaparthl. PacTUTENbHbIC JIEKAPCTBEHHBIE MIPEMapaThl, COIEPIKAIINe 3BepOOOii,
HEJIb3sl WCIONIB30BaTh OJHOBPEMEHHO C PHUTOHABHPOM. ECIM Ha MOMEHT Hayajga JICUCHHUS
PUTOHABUPOM TAIIMEHT YK€ NMPUHUMAET PACTUTEbHBIC Mpenaparsl, COAepIKalinue 3Bepo0oi,
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HEOOXOMMO MPEKPATUTH JICYeHHE UMM H TIPH HGO6XO,&QI{;6E’;LE%%JI/EE W(';H:é]h:' O o

Harpy3ku. Ilocie mpexkpamieHus JiedeHus JIEKapCTBEHHBIMHM IIpenaparami, COAEpKaluMU
3Bep0o0OH, YpOBEHb PUTOHABHPA MOKET BO3pacTU. MOKET MOTPeOOBAThCS KOPPEKTHPOBKA JTO3BI
putoHaBupa. MHayIupyomiee 1eHCTBIE MOXKET COXPAHATHCSA Ha MPOTKCHHH, KaK MUHUMYM, 2
HEJeb TOCIIe TPEKPAICHHsS JICYCHHUsT PACTUTEIbHBIMU MpPErapaTaMu, COACpKaIluMU 3Bepo00oit
(cm. paznen 4.3.).

ypOBeHb pUTOHABHpa B CBIBOPOTKE KPOBU MOKCET MCHATHCA MPU OJHOBPEMCHHOM IPUMCHCHUU
OTJICIBHBIX JICKAPCTBEHHBIX IPEIapaToB (HAIpUMEp, JAeJIaBUPAUHA, dhaBUpPeH3a, (PCHUTONHA U
pudamMnuIHa). DT B3aMMOJCHCTBHS OIMMCAHbI B TAOJMIIAX B3aUMOJICHCTBUI JICKAPCTBEHHBIX
MpermapaToB HUKE.

JlekapcTBeHHbBIE TpenapaThl, HA KOHIIEHTPAIIMIO KOTOPBIX BIAUSET PUTOHABHUD

B Tabnunax HuXe paccCMOTPEHb B3aUMOJEWUCTBUS MEXKAY PUTOHABHUPOM U HHTHOUTOpaAMU
npoTeasbl, JPYrUMH aHTHUPETPOBUPYCHBIMHU  TpenaparaMd U  HEAHTUPETPOBUPYCHBIMU
npenapaTami.

B3aumoneiicTBuUs JiIeKAPCTBEHHBIX MPENapaToB: PUTOHABHP U HHTHOUTOPHI NPOTEA3bI
[Tpumensiemsl Jlo3a Jlo3a OnuenuBaemsl | IInomans | Makcuma
i OJHOBPEMEHHO pHATOHABUpPA 51 o1 JIbHAA
OJIHOBPEMEHH MIPUMEHSAEMOr0 (mr) JIeKapCTBEHH | (hapMaKoK | KOHIEHTP
0 JIEKAPCTBEHHOTO BIil IIpenapaT | WHETUYEC anus
JIEKApCTBEHHBI | Ipernapara (Mr) KOM (Crmax)
1 mpenapar KpHUBOU
«KOHLIEHT
pauus —
BpEMsD»
(AUC)
AmMIipeHaBup 600 kaxpie 12 9 | 100 kaxzasie 12 u| Amnpenasup? | 1 Ha 64 % | 1B S pa3

PuToHaBHp MOBBIIAET YPOBEHb aMIIPEHABUPA B CHIBOPOTKE KPOBH BCIIECJICTBUE
uarnOupoBanns CYP3A4. B KIMHUYECKHX WCCIEAOBAHUSX TTOITBEPIKICHBI
0e3omacHOCTh U 3((HEKTUBHOCTh MPUMEHEHUsI aMIpeHaBupa B n1o3e 600 mr 2
pasa B CyTKH OJHOBPEMEHHO ¢ puToHaBUpOM B 103€ 100 mr 2 paza B cyTku. s
MOJTyYEHUs TOTIOTHUTETBHBIX CBEICHHUIN 00 aMIIPeHaBUPE CM. HHCTPYKIIUIO 110

IPUMEHEHHUIO.
ATa3zanaBup 300 kaxxapie 24 u | 100 kaxxabie ATazaHaBup 1 Ha 86 1811 pa3
244 %
ATtazanasup! | 1B2pasa | 1B3-7

pa3
PutoHaBup MOBBIMIAET YPOBEHb aTa3aHaBHUPa B CHIBOPOTKE KPOBU BCIICACTBUE
unrubupoanus CYP3A4. B  xome  KIMHHYECKUX  HCCIEIOBaHUMN
MOJTBEPKJIEHBl 0€30MaCHOCTh M 3(PPEKTUBHOCTH MPUMEHEHUsI aTa3aHaBHpa B
no3e 300 mr 1 pa3 B cyTku OTHOBPEMEHHO ¢ puTOHaBUpoM B o3e 100 mr 1 pa3
B CYTKH Yy paHee JICYCHBIX ITallieHTOB. JlOMOJHHUTENbHBIE CBEIEHUS 00
aTa3aHaBHUpPE CM. HHCTPYKIUIO 110 IPUMEHEHHUIO.

HapyHaBup 600 omrokpaTHO | 100 KBS JapyHaBup T8 14
124 pas3
PutoHaBup MOBBILIAET YPOBEHb JapyHaBUpPA B CHIBOPOTKE KPOBU BCJIEICTBHE
unrubuposanuss  CYP3A.  JlapyHaBup  HEoO0X0AMMO  HCIIOJIB30BaTh
OJIHOBPEMEHHO C PHUTOHABUPOM C I€JIbI0 TapaHTUPOBAHHOTO JIOCTHKEHUS
TepaneBTHueckoro s¢¢ekra. [IpuMeHeHne napyHaBHpa OJHOBPEMEHHO C
puToHaBUpoM B Jo03ax Bbimie 100 Mr 2 pasa B CYTKM HU3y4y€HO HE OBLIO.
JlononHuTENBHBIE CBEACHHS O JapyHaBUpPE CM. B COOTBETCTBYIOILEH
MHCTPYKIUHU IO TPUMEHEHHUIO.
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®ocamnpena | 700 kaxasie 12 u | 100 kaxpie | @QAJM“TQHETQ— CT 'f:il:;':idi:'pas

12 4 pasza
PutoHaBup TOBBIIIAET YpPOBEHb aMIpeHaBupa (oOpasyromierocss U3
dbocamIipeHaBUpa) B CHIBOPOTKE KpoBU BeieacTBre nHruoupoBanus CYP3A4.
®docamipeHaBip HEOOXOUMO HCIIOJIb30BATh OJTHOBPEMEHHO C PUTOHABUPOM C
LENIbI0 TAPaHTHPOBAHHOTO JTOCTHIKEHUS TepaneBTHYeckoro 3¢ dekra. B xone
KIIMHUYECKHUX UCCIeI0BaHUI MOATBEPKAEHBI 0€301acHOCTh U 3((HEKTUBHOCTh
npuMeHeHus pocammpenasupa B go3e 700 Mr 2 paza B CyTKH OJJHOBPEMEHHO C
putoHaBupoM B no3e 100 mr 2 pasa B cyrku. [IpumeHenue docammpeHaBupa
OJIHOBPEMEHHO ¢ J103aMU puToHaBupa Bbiiie 100 Mr 2 pa3za B CyTKH U3y4€HO HE
Obu10.  JlomonHutenbHblEe  cBeAeHUS O  (docaMmIpeHaBUpe CM. B
COOTBETCTBYIOIIEH HHCTPYKIIUMHU 10 TPUMEHEHHUIO.

up

800 xkaxnapie 12 u | 100 xaxxnwie I/IHI[HHaBI/Ip3 H/0

12 4

NuaunaBup THal78
%

1 Ha 72
%

<>

PutonaBup H/O

400 xaxxarie I/IHI[I/IHaBI/Ip3

12 4

400 xaxnapie 12 g 1 B 4 paza

<> <>

Puronasup
PutoHaBup MOBBIMIACT YPOBEHb WHIMHABHPA B CHIBOPOTKE KPOBH BCIEICTBHE
unrubupoBanus CYP3A4. Jlng »orToif KOMOWHAMU HE YCTaHOBJICHBI
ONTUMAJIBHBIE C TOYKH 3peHus 3(PPEKTHBHOCTH W OE30MaCHOCTH JO3BI.
MunumanbHas 1oib3a (apMaKOKMHETHUYECKOTO YCHIICHHUS, OIMOCPEIyeMOro
PUTOHABHPOM, MOKET OBITh IOCTUTHYTA TPU €r0 NMPUMEHECHUHU B J103aX BBIIIC
100 mr 2 paza B cytku. [Ipu npumenenuu puronasupa (100 mr 2 pasza B CyTKH)
OJIHOBpeMEHHO ¢ uHAuHaBupoM (800 mr 2 pasza B CyTKH.) HEOOXOAMMO
co0roaaTh 0COO0YI0 OCTOPOKHOCTH BCJIEICTBUE MOBBIIIEHHOTO PUCKA Pa3BUTHUS
HedpoauTHA3A.

Hendunasup

1250 xaxawie 12
q

100 xaxasie
12 4

Hendunasup

1 Ha
20-39 %

H/0

750 onHOKpaTHO

500 xaxapie

Hendunasup

1 Ha 152

H/0

124 %

<«

<«

Putonasup
PutonaBup moBsIIaeT ypoBeHb HellpUHABHPA B CHIBOPOTKE KPOBU BCIIEICTBUE
uarunOupoBanus CYP3A4. Jlns dToii KOMOWHAIIMM HE YCTAHOBJICHBI
ONTUMAJIbHBIE C TOYKH 3peHus 3(PPEeKTUBHOCTH U OE30MaCHOCTH J03bI.
MuHnumanbHas 1ojib3a (PapMaKOKMHETHYECKOIO YCHIJIEHHUS, OINOCPEIyEeMOIo
PUTOHABUPOM, MOXKET OBITh JOCTUTHYTA MPHU €r0 MPUMEHEHUH B J03aX BHIIIE
100 Mr 2 pa3a B CyTKH.

1000 xaxnapie 100 xaxablie CaKBI/IHaBI/Ip4

12 4 12 4

CakBuHaBuUp 1815
pa3
<>
1817
pa3
<«

185 pa3

Puronasup >

CaxsunaBup”

400 xaxxaeie H/0

12y

400 xaxapie 12 y

Puronasup >

PuToHaBHp MOBBIIIAET ypOBEHb CAKBUHABUPA B CHIBOPOTKE KPOBH BCIIEJCTBUE
unrn6uposanuss CYP3A4. CakBuHaBUp HE0OXOAUMO HCIOIB30BATH TOJIBKO B
KOMOMHaIMU ¢ putoHaBupoMm. [Ipu npumenenun puronasupa B goze 100 mr 2
pa3a B CyTKM OJIHOBPEMEHHO ¢ cakBUHaBUpPOM B 703 1000 mr 2 pasa B cyTku
YPOBEHb CHCTEMHOI'O BO3JICHCTBHSI CAKBUHABHPA HA IPOTSIKEHNUH 24 4 CXOJEH C
COOTBETCTBYIOIIMM YPOBHEM IIPU NPUMEHEHUH cakBUHaBHpa 11o 1200 mr 3 paza
B CYTKHU 0€3 pUTOHaBHpa WU MPEBBILIAET €ro. B KIMHUYECKOM HcCcIe1I0BaHUU
B3auMoieiicTBus pudamnunuHa (600 mr 1 pa3 B cytku) u cakBuHasupa (1000
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Mr) ¢ putonasnpom (100 i 2 pasa oty P S Hopo i T00pOBOE s

MY OTUETY

HaOJMIOAANNCh Cllydyad TSDKEJIOW —TemaToLEUTIONSPHONM  TOKCHUYHOCTH  C
IOBBIIIEHUEM YpPOBHS TpaHcamMuHa3 Oojiee yeM B 20 pa3 OTHOCHUTENIBHO
BEpPXHEW I'paHUIbl HOPMBI CIYCTsI 1-5 JIHEH CONyTCTBYIOLIErO IPUMEHEHHS.
Takum oOpa3oMm, KOMOMHAIMIO CaKBUHaBUpAa M PUTOHABUPA HE CIEAyeT
UCTIOJIb30BaTh OJHOBPEMEHHO C pU(AMIHMIMHOM B CBSI3U C PUCKOM TSDKEINOM
renaToTOKCUYHOCTH. JIOIOJHUTEIBHbIE CBEACHHS O CaKBHHABHpPE CM. B
COOTBETCTBYIOIIEH MHCTPYKIMH I10 IPUMEHEHUIO.

TunpanaBup

500 kaxapie 129 | 200 Kaxaple | TunpanaBup TB11 1 B29 pa3
124 pas
PuronaBup l Ha 40 H/O
%
PuToHaBup MOBBIIAET YPOBEHb THUIPAaHABHUPA B CHIBOPOTKE KPOBH BCIICICTBUE
unrubupoanuss  CYP3A. TumpanaBup  HEOOXOOUMO  HCIIOJIB30BATh

OJIHOBPEMEHHO C HHU3KHUMH [103aMH PUTOHABUpPA C L€ rapaHTUPOBAHHOIO
JOCTIDKEHUS TepaneBTryeckoro 3ddekra. [Ipu 3ToM puroHaBup He ciemyer
UCIO0JIB30BaTh B fo3ax MeHee 200 Mr 2 pa3a B CyTKH, IIOCKOJIBKY 3TO MOXKET
NOBIUATh Ha I(PPEKTHBHOCTh KOMOWHAIMH. JlOMOJHHUTENbHBIE CBEACHUS O
TUIIPAHABUPE CM. B COOTBETCTBYIOIIEH HHCTPYKIIMH 10 IPUMEHEHHUIO.

H/0: HE OIPEJICIICHO

! Ha ocHoBanuu cpaBHenus ¢ MoHoTepanueii aTasaHaBupoM B go03e 400 Mr 1 pa3 B CyTKH 110
JAHHBIM Pa3HBIX UCCIICTOBAHMIA.

2 Ha 0CHOBaHMHM CPaBHEHHMS ¢ MOHOTEpANHel aMIpeHaBupoM B 103e 1200 Mr 2 pasa B CyTKH IO
JAHHBIM Pa3HBIX UCCIICTOBAHMIA.

% Ha ocHOBaHMHM CpaBHEHHMS ¢ MOHOTepamnueil HHIMHABUPOM B 103e 800 Mr 3 pasa B CYTKH 10
JAHHBIM Pa3HBIX UCCIICTOBAHMIA.

* Ha ocHOBaHMH CpaBHEHMsS ¢ MOHOTepanueil cakBUHAaBUPOM B J03e 600 Mr 3 pa3a B CyTKH 11O
JTAHHBIM Pa3HBIX UCCIICTOBAHMIA.

B3zaumoaeiicTrBus JEKAPCTBCHHLBIX IIPENIapaToB: PUTOHABUDP U AaHTUPETPOBUPYCHLIC

npenaparsl, OTJIHYHbIC¢ 0T HHTHOUTOPOB NPOTEa3bl

OnnaoBpeMeHHO | Jl03a OTHOBPEMEHHO Ho3za OrnennBaem AUC Crmax
MIPUMEHSIEMbII MPUMEHSIEMOTO pUTOHaBHpA BIiA
JICKapCTBEHHBI JIEKapCTBCHHOTO JICKapCTBECH
1 mpemnapar npemnapara (Mr) HBIN
npenapar
JlngaHo3uH 200 xaxaeie 12 u 600 kaxaple Hunano3un | | HA 13 % |
12 4/ yepe3 2 4y

[TockonbKy pUTOHAaBUP HEOOXOAMMO NMPUHMMATH BO BpeMs €bl, a JUJIAaHO3UH
— HaToIllaK, 3TH Mpenaparbl HEOOXOAUMO MPUHUMATh C UHTEPBAJIOM B 2.5 4.
KoppekTrpoBka /103 He TpedyeTcs.

HenaBupana 400 xaxnapie 8 4 600 kaxabie JenaBupann’ < -
124
PuronaBup |1 Ha50% |1 HaAT75 %
CpaBHEHHE C paHee TOJYYCHHBIMH JAaHHBIMHU TOKa3aJio, YTO PUTOHABHp HE
BIMsIET Ha (papMaKOKMHETHKY JenaBupauHa. [Ipyu npumMeHeHnn puToHaBUpa B
KOMOWHAIIMM C JIETaBUPAWHOM MOXKET TOTPEOOBATHCS CHIDKEHHE JIO3BI
pHUTOHABHpA.
Odasupens 600 xaxpie 24 4 500 xaxpre O¢asupens | T Ha 21 %
124
PuronaBup | T Ha 17 %

IIpu nmpumeHeHun >¢aBUpeH3a OJHOBPEMEHHO C PUTOHABUPOM B KayecTBE
aHTUPETPOBUPYCHOTO Ipemnapara HaOuojanach 0ojiee BBICOKAas 4acToTa
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HEXKEJIaTeJbHBIX  PeaKIHil (HanpuMeD: ~ TOIOBOKDYREHIS .~ “TOMHOTE 1

MapecTe3nr) W OTKIOHCHHWH J1a0OpaTOPHBIX TOKa3aTelied OT HOPMBI
(TOBBINIIEHNE YPOBHS MMEYCHOYHBIX ()EPMEHTOB).

Mapasupox

100 kaxnapie 12 4 100 xaxpie Mapasupok
124

THa 161 % | 1T HA 28 %

PuronaBup MOBHIIIAET YPOBEHH MapaBUPOKa B CHIBOPOTKE KPOBU BCIICACTBHE
naruoupoBanus CYP3A. MapaBupok MOKHO HCIOJIB30BaTh OJHOBPEMEHHO C
PUTOHABHPOM C IEIBbIO MOBBIIICHUS YPOBHS IKCIO3UIUU. [|OMONHUTETBHBIE
CBEICHUS O MapaBHPOKE CM. B COOTBETCTBYIOUICH WMHCTPYKIMH II0
MIPUMECHCHHUIO.

HeBupanun

600 xaxxapie
12 4

200 xaxnapie 12 y HeBupanun

<>

Putonasup —

[IpumeHeHne puTOHaBHpa OJHOBPEMEHHO C HEBUPAIIMHOM HE CONPOBOKIAECTCA
KJIMHUYECKU 3HAYMMbIM U3MEHEHUEM (DapMaKOKMHETHKH MIPernaparoB.

Panrerpasup

400 ogHOKpPATHO 100 xaxxapie Panterpasu | [ Ha1l6% || Hal %
124 p

[IpuMeHeHne pUTOHABUpPAa OJHOBPEMEHHO C palNTErpaBUpPOM BeAET K
HE3HAYUTEIILHOMY CHIDKCHHUIO YPOBHS pajITerpaBupa.

3UI0BYIUH

200 xaxxaple 8 1 ‘ 300 xaxxaple 6 4 ‘ 3UA0BYIMH ‘ lHa25% ‘ H/0

4qTo
IIOCJIICAHECTO.

PuronaBup MokeT HMHrHOMpPOBaTH TIJIIOKYPOHU3ALMIO 3UA0BYJIMHA,
COIIPOBOXAAETCS  HE3HAUYUTEIbHBIM  CHHKEHHUEM  YPOBHS
KoppekTtupoBka 103 He TpedyeTcsl.

H/0: HE OIPEeETICHO
! Ha ocHOBaHMY cpaBHEHNMS B MAPaIENbHBIX MPYTIIAX.

Buausinue pUTOHABMPA HA OMTHOBPEMEHHO IPUMECHACMbIC HCAHTUPETPOBUPYCHLIE

JICKAPCTBECHHBLIC ITPECNapaThbl

OHOBpEMEHHO Ho3za Ho3za Brusaue va AUC Brusiane Ha Cmax
NpUMEHSIEMbIE | OJHOBPEMEHHO | PUTOHaBHpaA OJIHOBPEMEHHO OJTHOBPEMEHHO
JIEKapCTBEHHBIE | TPUMEHSAEMBIX (mr) IIPUMEHSIEMBIX IIPUMEHSIEMBIX
npernapaTsl JIeKapCTBEHHBIX JIeKapCTBEHHBIX JIeKapCTBEHHBIX
IpenapaToB (Mr) IIpenaparoB IIpenaparoB

AHTaroHMcThbI ajbdal-apeHopenenTopoB

Andy3o3un

OpnHOBpeMEHHBI TMpUEM PHUTOHABUpPAa MOXKET TPUBECTH K TOBBIIICHUIO
KOHIIEHTpaluu andy303uHa B TUIa3Me KPOBH, B CBSI3U C YEM OH IPOTHUBOMOKA3aH
(cm. paznen 4.3.).

IIpousBoanbie ampeTraMuHa

Amderamun

[IpuMmeHeHre OJHOBPEMEHHO C PHUTOHABUPOM, HCIOIB3YEMBIM B KadyeCcTBE
AHTUPETPOBHPYCHOTO TIperapara, MoKeT BecT K mHruouposanuio CYP2D6 u,
KaK CJIEJICTBUE, K TMOBBIIICHUIO KOHIICHTPAIIMM B KPOBU aMdeTaMuHA U €ro
NPOW3BOJMHBIX. [IpM TNPUMEHEHWMH OSTHUX JIGKAPCTBEHHBIX  IPEIapaToB
OJIHOBPEMEHHO C PUTOHABHPOM B KadyeCTBE aHTUPETPOBHPYCHOTO Mperapara
PCKOMEHJIOBAaH YCHJICHHBIH MOHHTOPHHT TEpaleBTHYeCKOro 3ddekrra u
HEeXeJaTeNbHbIX siBJIeHul (cM. pasznen 4.4.).

O0e300/MBaOIIHE NIPENAPATHI

bynpenoppun |16 kaxnapie 24 u | 100 xaxnasie |1 Ha 57 % THA 77 %
124
HopO6ynpenopd 1T Ha33 % 1 Ha 108%
WH
['mroxypoHUIHBI > -
e MeTabonmuThl | [ToBbIICHHE YPOBHS GyTPeHOP(HHA U €ro aKTHBHOTO METAbOIUTA B IIa3Me He |
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COIPOBOKIAETCS KIMHUYIECKY 3HAUMMbIMI HIMCHCHUANMY BADMAKOIMHAMUKH

1y OTUETY

B TPYIIE MAlMEHTOB, yYCTOMYMBBIX K OIUOWIHBIM aHajdbreTHKaMm. Takum
o0pa3oM, Mpu NPUMEHEHUU OYNpeHOP(PHHA OJHOBPEMEHHO C PUTOHABUPOM
KOPPEKTUPOBKa WX J03 He TpebOyercs. [Ipu mpuMeHEHHMH PUTOHAaBHpa B
KOMOWHAIIUK C JAPYTMM MHTHOUTOPOM MpOTeasbl U OympeHOphHUHOM, 0COObIe
YKa3aHus IO TOM0O0pY 03I JUIsl TAIMEHTOB W3 JAHHOW TPYNIBl CM. B
WHCTPYKIIMU JIJIsl OMHOBpEeMeHHO npumensiemoro UIT.

Ilernnun, OnHOBpeMEHHBIH NpPUEM PUTOHABHpPAa MOXKET IPUBECTH K IIOBBIILIECHUIO
MUPOKCHKaM, KOHLIEHTPALMK NEeTUANHA, TMPOKCHKAaMa U MPONOKCU(EHa B IIa3Me KPOBH, B
NpONoKcU(EeH | CBSA3M C YeM OH NMPOTUBOIMOKAa3aH (cM. pasaen 4.3.).

®enTanun [Ipumenenne puToHaBUpa B Ka4eCcTBE (hapMaKOKWHETHYECKOTO YCHIIUTEIS WIIN

AHTUPETPOBHUPYCHOTO Tpemnapara BexeT K uHruouposanuio CYP3A4 u, kak
CJIEZICTBHE, IOBBIINICHUIO KOHLEHTpalMKU (eHTaHuIa B IulazMe KpoBu. llpu
npuMeHeHHHn (eHTaHuIa OJHOBPEMEHHO C PHUTOHAaBHPOM PEKOMEHIOBAaH
YCUJICHHBI MOHMTOPUHI TEpamneBTUYECKOro 3(PQeKTa U HEeKeNIaTelbHbIX
SBJICHUH (B TOM UHCJI€ YTHETEHUS JAbIXaHUS).

Meraon® 5 OTHOKPATHO 500 kaxnapie | | HA 36 % 1l Ha38 %
124
[Tpu mpuMeHEeHNH OJJHOBPEMEHHO C PUTOHABUPOM, UCIIOJIB3YEMbIM B KaueCTBE
AHTUPETPOBHPYCHOTO TIpernapara Wid (HapMaKOKWHETHYIECKOTO YCHIIUTEIS,
HEOOXOIMMO HCIOJB30BAaTh IIOBBIIIEHHBIE 03Bl METagO0HA B CBSI3U C
WHIYKIMEH TIIoKypoHu3anuu. KoppekTupoBka 103bl JOHKHA MPOBOAUTHCS
HCXOJs U3 KIMHUYECKOr0 OTBETA Ha METAIOH.

Mopdun [Ipy npuMeHeHnH OJHOBPEMEHHO C PUTOHABUPOM, UCIIOJIb3yEMbIM B KA4ECTBE
AHTUPETPOBUPYCHOTO TMpenapara uiu (HapMaKOKUHETHUYECKOrO YCHIIUTENS,
ypOBEHb MOp(hUHA MOKET CHUIKATHCS B CBSI3M C MHIYKIMEH TIIOKYPOHU3AIINH.

AHTHAHTMHAJIbHbIE TPENAapaThl

Panonasun N3-3a unrudupoBanuss CYP3A pUTOHaBUpPOM NpEANONaraeTcsi yBeIUYeHHE
KOHIIGHTpaluu  paHonazuHa. COBMECTHBIW TpHEM C  PaHOJA3UHOM
MPOTUBONOKa3aH (cM. pazzaen 4.3.).

AHTHApUTMHYECKHE NPpenapaTbl

AMHoIapoH, OnHOBpeMEHHBIH TPUEM pPHUTOHABUPA MOXKET MPHUBECTH K TOBBIIICHUIO
oerpuu, KOHIIGHTpAallM  aMHOJapoHa, Oenpuawmia, JpoHEJapoHa, HSHKAaWHHIA,
JPOHEIAPOH, dbnexanHuaa, npornadeHOHA ¥ XMHUIWHA B TUIa3Me€ KPOBHU, B CBSI3U C YeM OH
SHKAUHUI, NpoTUBOMNOKAa3aH (cM. pazzaen 4.3.).
¢bnexkanHum,
npornagdeHoH,
XUHUJIUH
Jlurokcun 0,5 omnokpato | 300 xaxnpie 12 uBTeu. 3 |1 Ha 86 % H/O

B/B JHEN

0,4 omrokpatao | 200 xaxnapie 12 u B Teu. 13 |1 Ha 22 % —

BHYTpPb JHEU

OTO B3aUMOJEHWCTBUE MOXKET OBITh CBSI3aHO C MOAUGPUIUPYIOIIUM BIUSHUEM
PUTOHABHpPA, UCIOJIB3YEMOI0 B KAUECTBE AaHTUPETPOBUPYCHOTO IIpEnapaTa Uiu
(bapMaKOKMHETHUECKOTO YCUITUTENS, Ha 3P (IIOKC TUTOKCUHA, OTIOCPETyeMbIi
P-rimkonporenHoM. CTeneHb MOBBILIEHUS YPOBHS AUTOKCHMHA Y MAlUEHTOB,
MOJTyYaAIOUIUX PUTOHABUP, MOXKET CHHKAThCS CO BPEMEHEM II0 Mepe Pa3BUTHUS
WHTyIIUIPYIOUIEro aeicTBus (cM. pazaen 4.4.).

IIpoTuBoacTMaTHYecKHe Mpenaparhl

Teoq)HJmHHl 3 mr/kr kaxnaele | 500 kaxaeie 12 4 lHA 43 % lHaA32 %
84
[lpy npuMEHEHWW OIHOBPEMEHHO C PHTOHABHPOM MOXET MOTPeOOBaTHCS
HOBBIIIIEHUE 03Bl TeOPMUTMHA B CBsI3U ¢ nHAyKIei CYP1A2.
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Adatuand

20 mr ogHokpatHo | 200 kaxaeie 12 9/3a 1 9 T Ha 48 % THa39 %

40 mr ogHokpatHo | 200 kaxbie 12 u/ T Ha 19% THaA4 %
OJTHOBPEMEHHO

40 mr ognokpatHo | 200 kaxxapie 12 9/ yepe3 61| T Ha 11 % THaAS %

KoHmenTpanuss B CBHIBOPOTKE KPOBH MOXKET TIOBBICUTHCS BCIIEICTBHE
UHTHOUPYIOLIEro  JACWCTBUS  pUTOHAaBHpa Ha O€JOK  JIeKapCTBEHHOM
YCTOMYUBOCTH paka MojouHoH xese3bl (BCRP) u 3HaunMoro nHruOMpoBaHus
P-rimukonporenna. Crenens nosbiieHUss AUC 1 Cmax 3aBUCHUT OT pexuma
NpPUMEHEHUsS puTOHaBHpa. [Ipu mpumeHeHun adaTtuHUOA OJHOBPEMEHHO C
PUTOHABUPOM HEOOXOAMMO COOJOJAaTh OCOOYI0  OCTOPOXKHOCTH  (CM.
UHCTpYKIMI0 nansi adaruauOa). TpeOyercs MOHHUTOPUHT HEXKeTaTelbHBIX
pEaKIHii, CBI3aHHBIX C aQaTHHUOOM.

AobeMauukinuo

B cBa3u ¢ wunrubupoBanuem CYP3A4 puTOHaBUPOM KOHIIEHTpPAIUS B
CBIBOPOTKE MOXeT Bo3pacraTh. Ciegyer wu3berarb OZHOBPEMEHHOI'O
npUMEHEHUs abeManukianba u puToHaBupa. B cirydae, eciu 0THOBPEMEHHOTO
OPUMEHEHHUs JaHHbIX [pernapaTroB H30exaTb He yjaercsd, Heo0Xxoanma
KOppeKLHs J03bl abeMalukinba B COOTBETCTBUU C €ro HMHCTPYKLUMEH IO
npruMeHeHHuo. HeoOXouM MOHUTOPHHI HEXeNaTeNbHbIX SBJICHUN, KOTOpbIE
MOTYT OBITh BbI3BaHbI IPUMEHEHUEM abeMalKiInoa.

Heputnuutc

[lpy TPUMEHEHWH OJHOBPEMEHHO C PUTOHABUPOM MOXKET BO3pacTaTh
KOHIICHTPALUsi B CHIBOPOTKE KPOBU BCJIEICTBHE HHTHOMPYIOIIETO JEHCTBUS
putonaBupa Ha CYP3A u P-rimmkonporeuH. [lpu npumeHeHHU 1nepuTuHHOA
OTHOBPEMEHHO C PHUTOHABHPOM  HEOOXOAMMO  coOMIonaTh  0COOyro
OCTOPOXKHOCTh. PeKOMEHIAIMK 10 KOPPEKTHPOBKE 03Bl CM. B MHCTPYKIIUHU
s ueputuHuOa. TpeOyercs MOHHMTOPUHT HEXENATENbHBIX — PEaKIuii,
CBSI3aHHBIX C IICPUTHHUOOM.

JlazaTuHuO,
HUJIOTHUHHO,
BUHKPUCTHH,
BUHOIACTHH

HpI/I INPUMCHCHUN OJHOBPECMCHHO C PUTOHABUPOM MOKET BO3PACTATh
KOHICHTPALUs 3TUX IMPEIApaToOB B CBIBOPOTKE KPOBU U, KaK CICACTBHUEC, MOXKECT
IMOBBIIIATBCA YaCTOTA Pa3BUTUA HCIKCIIATCIIbHBIX peaKuHﬁ.

N6pyTuHNO

ITpu cOBMECTHOM IPUMEHEHUH C PUTOHABUPOM MOXKET IIPOU30MTH MIOBBIIIEHUE
KOHIEHTpAlluil IMpenapaToB B CHIBOPOTKE KpoBU. COBMECTHOE MPUMEHEHUE
nOpyTHHHOA ¥ pUTOHABUPA MOXKET YCHIIUTH JeHCTBUE HOPYTUHUOA, YTO MOXKET
IIPUBECTU K CEPHE3HOMY PUCKY Pa3BUTHUSI CHHAPOMA JIM3UCA OMYXOJIH.

Hepatunu6

B cBa3u ¢ unrubupoBannem CYP3A4 puroHaBUpOM KOHLEHTpalMs B
CBIBOPOTKE MOXeET Bo3pactaTh. OIHOBpEMEHHOE NPUMEHEHHE HepaTHHHOA U
pPHUTOHaBHpA MPOTUBONOKA3aHO 0 MPUUMHE PUCKA Pa3BUTHS CEPbE3HBIX U/UIIH
YIPOKAIOIMUX ~ JKU3HH  HEXKENATeNbHBIX  pEeaKkluid, B TOM  YHCIE
renaToTOKCUYHOCTH (CM. paznen 4.3.).

Benerokimakc

BcenencrBue wHrHOMpyromero aeiictBus putoHaBupa Ha CYP3A moxer
MPOM30UTH MOBBIIIIEHHE KOHIICHTPALMU B CHIBOPOTKE KPOBH U, KaK CJIEJCTBUE,
MIOBBIIIIEHUE PUCKA Pa3BUTHS CHHIPOMA JIN3HCA ONYXOJIH B Hadase JICYCHUS U
Ha MPOTsHKEHUU (pa3bl HapalMBaHUs 1036l (CM. pa3zaen 4.3. 1 MHCTPYKIHIO 1O
NPUMEHEHHI0O Ha BEHETOKJIaKC). Y TAIWeHTOB, 3aBepIIuBIIHX  (azy
Hapall¥BaHUS JI03bl M NPUHUMAIOIIUX TOCTOSHHYIO CYTOYHYIO J03Y
BEHETOKJIaKCa, JI03y TMpernapara CilenyeT CHU3UTh MHUHHUMYM Ha 75 % mpu
OJTHOBPEMEHHOM TPUMEHEHUH ¢ MouHbIMH uHruouropamu CYP3A (cm.
MHCTPYKIIMU Ha BEHETOKJIAKC).

Oukopagenuo,
WBOCHUIEHNO

OnHOBpeMeHHOE MpUMEHEeHHe SHKOopadeHr0a N UBOCHIeHN0a 1 pUTOHABHpa
MOXXET YBEJIMUYUTh CHCTEMHOE BO3/eiCTBHE dHKOpadeHnda uim nBOCHICHNOA,
YTO MOXKET MOBBICUTH PHCK Pa3BUTHsI CEPbE3HBIX HEXeNaTeIbHBIX PEaKLUH,
TaKWX KaK yaiuuHeHne uatepBana QT.
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Ananyramua [TockoyibKy amanmyTaMull SABJISAETCA \yMepeaabM T CHIBHBIM ~ HELYKTOpOM
CYP3A4, 370 MOXKET TPHUBECTH K CHIDKEHUIO CHCTEMHOTO BO3JICHCTBUS
putoHaBupa. Kpome Toro, mpu olHOBpeMEHHOM MPUMEHEHUH anallyTaMHJIa C
PUTOHABHPOM KOHLIEHTPAIMH amajyTaMHJa B CHIBOPOTKE MOTYT BO3pacTaTh,
YTO MOJKET MOBBICUTH PUCK PA3BUTHUSI CEPHE3HBIX HEXKENATeNIbHBIX PEaKIIHii,
Takux Kak cygoporun. OnHOBpeMEHHOE MpPUMEHEHHE amajyTamujaa U
pPHUTOHABHpA MPOTUBOIMOKa3aHo (cM. pasaen 4.3.).

AHTHKOATYJISAHTBI

PuBapokcaban |10 ogHOKpaTHO ‘ 600 xaxzaple 12 y ‘ THa 153 % ‘ 1 Ha 55%
Bcenencreue wunrubmpoBanus CYP3A u  P-roukomnpoTrenmHa BO3pacTarOT
ypOBEHb puBapokcabaHa B mia3Me U ero gapmakoguHamuueckue 3¢ (HeKTsl,
4TO CONPOBOYXKIAETCS TOBBIIICHHEM pHCKa KpoBoTeueHuil. Takum oOpasom,
IPUMEHEHHE PHUTOHABHUpa Yy MAalMEHTOB, MOJYYalOIIUX pHUBapoKcabaH, He
PEKOMEHI0BaHO.

Bopamakcap [Ipy mnpuMeHEeHHH OJHOBPEMEHHO C PHUTOHABUPOM MOXKET BO3pacTarh
KOHIICHTPAIUsl B CHIBOPOTKE KPOBU BCJICJCTBHEC HHTHOMPYIOIIETO JIEHCTBUS
putonaBupa Ha CYP3A. OqHoBpeMeHHBII MpueM Boparakcapa U puTOHaBHpa
He pekomeHayercss (cMm. pasgen 4.4. U UHCTPYKUUIO 1O IPUMEHEHUIO
BOparakcapa).

Bapdapun 5 OJTHOKpATHO 400 xaxpapie 12 g

S-sHaHTHOMED THa9 % 1 HA9 %

BapgapuHa

R-3nanTHOMED lHa33 % >

Bap(hapuHa

Bcenencrue unaynupyromero neicteust putonasupa Ha CYP1A2 u CYP2C9
CHIDKAeTCs ypoBeHb R-sHaHTHOMEpa BapdapuHa B m1a3Me, TOrAa KaK BIHSIHUE
puToHaBHpa  Ha  (papMaKOKMHETUKY  S-dHAHTHOMepa  BapdapuHa
He3HaunTenbHo. CHUXKEeHHe YpoBHA R-sHaHTHOMepa BapdapuHa B miasme
COIMPOBOXKIACTCS CHUKCHHEM AKTUBHOCTH AHTHUKOATYJISSHTHOW CHCTEMBI, B
CBS3M C UeM NpHU MPUMEHEHHH Bap(dapuHa OJHOBPEMEHHO C PUTOHABHPOM,
UCTIONIB3YEMBIM B KAaueCTBE AHTHPETPOBHUPYCHOTO  Ipemapara  WIA
(bapMaKOKMHETHUECKOTO YCUIIUTEINS, PEKOMEHI0BaH MOHUTOPUHT TIOKa3aTenen
CBEPTHIBAEMOCTH.

IIpoTuBOCY10POKHBIE PENAPATHI

Kapbamazenun |PuroHaBup, MCHONIB3yeMblid B KauecTBe (PApMaKOKHHETHYECKOTO YCHIIUTEIS
WM aHTUPETPOBUPYCHOTro npemnapara, nHruoupyet CYP3A4 u, kak ciencTBue,
MOBBIIIIAET KOHIICHTPALIMIO KapOamasenuHa B Tuia3Me Kposu. [Ipu npumeHennn
kapOama3ernrHa OJHOBPEMEHHO C PUTOHABMPOM PEKOMEHIOBAH TINATENIbHBIN
MOHHUTOPHHT T€PANeBTUIECKOT0 d((HeKTa 1 HeKeIaTeIbHBIX SIBJICHUH.
JuBanmnpoekc, |PuroHaBup, MCHoOIB3yeMblil B KauecTBe (PapMaKOKMHETHYECKOTO YCHIIUTENs
JAMOTPUKUH, | MM aHTHPETPOBUPYCHOTO TIpenapaTa, HHIyIHPYET OKUCIEHHUE, OMTOCPETyeMOe
(beHuTonH CYP2C9, u rimoxkypoOHU3aIMIO U, KaK CIEACTBUE, CHUXKAET KOHLEHTPAIMIO
POTHBOCYJIOPOKHBIX TpenapaToB B IUia3Me KpoBH. lIpu mpUMEHEHUM STHX
JIEKapCTBEHHBIX MpPENapaToB OJAHOBPEMEHHO C PUTOHABUPOM PEKOMEHOBAH
YCUJICHHBII MOHUTOPHHT MX YPOBHS B CBIBOPOTKE KPOBH M TEpPANIeBTHUYECKHX
neiicrBuit. Ilpu npumeHeHNMM (DEHUTOMHA OJHOBPEMEHHO C PHUTOHABHPOM
CHIDKAETCS YPOBEHB TOCIIETHETO B CBIBOPOTKE KPOBH.
AHTHIENIPECCAHTBI
AMUTpUNITWIVH, | PUTOHaBHp, HWCHONB3yeMbId B KadeCTBE AHTHUPETPOBUPYCHOrO TMpernapara,
¢byokceTuH, unrubupyer CYP2D6 wu, Kkak CJleICTBHE, TOBBINIAET KOHIIEHTPALIUIO
UMUIIPAMHUH, UMHIPAMIHA, AMATPUTITHIINHA, HOPTPUNITHINHA, (IIYOKCETHHA, TApOKCETHHA
HOPTPUNTHINH, |W cepTpaiuHa. [IpM TNpPUMEHEHUM OSTHUX JIEKAPCTBEHHBIX IpernapaToB
MTAPOKCETHH, OJTHOBPEMEHHO C PUTOHABUPOM B KaueCTBE aHTHPETPOBHPYCHOTO Mperapara
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CepTpaIiH

PEKOMEHJIOBAH YCUJICHHBIN MOHUTOPHMAT " TepateBTudeckoro~ sbhekta u

MY OTUETY

HEeXeJaTeNbHbIX sBJIeHuM (cM. pasznen 4.4.).

Je3unpamun

100 ognokpatno | 500 kaxasie 12 4
BHYTPb

T Ha 145 % THaA22%

Bemnuunabl AUC B Cmax 2-THIPOKCHMETAa00JIUTa CHUXKAIKUCH Ha 15 u 67 %,
COOTBETCTBEHHO. [Ipy mpuMeHEeHUH OTHOBPEMEHHO C PUTOHABUPOM B KA4eCTBE
AHTUPETPOBHPYCHOTO TIperapara PeKOMEHIYETCS HCIIOIb30BaTh CHIKCHHBIC
JI03BI JIC3UTIPAMHUHA.

Tpazonon

50 ogHOKpATHO ‘200 KaxJple 12 9 ‘ 1B 2,4 pa3a ‘ THa 34 %

[Ipu nprMeHeHun 0JTHOBPEMEHHO C pUTOHABUPOM, UCIIOJIb3YEMbBIM B KAUECTBE
aHTUPETPOBUPYCHOI'O Ipenapara WM (apMaKOKMHETUYECKOTO YCHIIUTE,
HaA0JII0/1aI0Ch ITOBBIIIEHUE YAacTOThl Pa3BUTHsI HEKEIATEIbHBIX PEAKIIMM,
CBSI3aHHBIX C MPUEMOM Tpa3oJoHa. VIcroiap30BaTh KOMOMHALMIO TPA30l0HA U
pUTOHABUpa CIEAYET C OCTOPOXHOCTBIO: HAUMHATH JIEUEHUE TPa30JOHOM
HY)KHO ¢ MUHMMAJIBHOM JJ03bI ¥ ITPOBOAUTH MOHUTOPUHT KIIMHUYECKOTO OTBETA
Y IEPEHOCUMOCTH.

IIporuBonogarp

n4yecKHe NMpenaparpl

Konxununu

[Tpu mpuMeHEeHHH OJTHOBPEMEHHO C PUTOHABUPOM KOHIICHTpAIUS KOJIXHUIIMHA
MOKET TOBBIIIAThCS. [IpM TPUMEHEHHWH KOJIXUIMHA OJIHOBPEMEHHO C
putonaBupom (uarudurop CYP3A4 u P-rmukomnporenHa) y HAamMEHTOB C
HapyIIeHUAMHU (PYHKIMU oYK U (WIK) TeUYeHU COO0IIANOCh 00 yrPOKAIOIINX
JKU3HU JICKAPCTBCHHBIX B3aUMOJICHCTBUAX, MPUBEAIINX K CMEPTEILHOMY
ucxony (cm. pazmenst 4.3. u 4.4.). JlononHutensHyro MHGOPMAIUIO CM. B
WHCTPYKITUHU TI0 TPHUMEHEHHUIO KOJIXHUIIMHA.

AHTUTHMCTAMHHHBbIE npenaparsl

Actemusonn, OnHOBpEMEHHBII MpPHEM PUTOHABUPA MOXET IPUBECTH K MOBBIIICHUIO

tepdenaaun KOHIICHTPALlMU acTEMH30J1a U Tep(deHaInHa B IIa3Me KPOBH, B CBSI3U C UEM OH
MPOTUBONOKa3aH (cM. paznen 4.3.).

dekcodpenanun | PutonaBup, MCIONB3yeMbIil B Ka4eCTBE aHTUPETPOBUPYCHOTO Tperapara wiu
(apMaKOKUHETHYECKOTO YCUIIUTENs, BiuseT Ha sddiioke ¢pexcodenaanna,
OTIOCpEeYyeMbIil  P-TIMKONIPOTEMHOM, YTO COMPOBOXKIAETCS ITOBBIIICHHEM
KOHIIeHTpauun QekcopeHanuna. IloBblmeHHbIH ypoBeHb (ekcodeHaaHa
MOJXKET CHIDKAaThCSl CO BpPEMEHEM 110 Mepe pa3BUTHS WHAYIHPYIOMIETO
JENCTBUSL.

Jlopatagux PuronaBup, mcnonp3yeMblii B KauecTBe (PapMaKOKHHETHYECKOTO YCHIIUTEIS
WIN aHTUPETpOBHpYycHOro npenapara, nuHruoupyer CYP3A u, kak ciencTsue,
MOBBIINIAET KOHIEHTPAIMIO JIoOpaTaguHa B Iu1a3Me Kposu. [lpu mpumeHeHHn
JopaTtavHa OJAHOBPEMEHHO C PUTOHABUPOM PEKOMEHJOBAH TINATENbHBIN
MOHHUTOPHHT T€PANeBTUIECKOT0 d((HeKTa 1 HeKeIaTeIbHBIX SIBJICHUH.

AHTHOAKTEpHAJIbHBIC NPENapaThl

@y3unoBas OIHOBpPEMEHHBIM NpPHUEM pPUTOHABHpPA MOXKET IPHUBECTH K IOBBIIICHUIO

KHCIIO0Ta KOHIIEHTpaluH Qy3u0BOM KHCIOTHl U PUTOHABUPA B TUIa3M€ KPOBH, B CBSI3U C
4YeM OH MPOTHBOMOKa3aH (cM. pazzen 4.3.).

Pucabyrun’ 150 /cyT. 500 kaxapie 12 4 1 B4 paza 1 B 2,5 pasa

25-0-ne3anetun 1 B 38 pa3 1B 16 pa3

OBBIN
MeTadoIUT

pudadbyruHa

B cBsi3u co 3HaunTensHBpIM yBenmuueHueM AUC pudalyrnHa ero npuMeHeHne
OIHOBPEMEHHO C PUTOHABUPOM KaK AaHTUPETPOBUPYCHBIM IIpENapaToM
npotuBonoka3zano (cMm. pasgen 4.3.). Ilpu npumenenunm otaenbHbIX WIT
OJIHOBPEMEHHO C  pHUTOHABHPOM, UCIIOJB3YEMBIM B KadecTBE
(bapMaKOKMHETHYECKOTO YCUJIMTEINS, MIOKa3aHO CHMKEHUE N03bl pudadyTrHa
10 150 mr 3 pasza B Heaento. OTAENbHbIE PEKOMEHAALNN CM. B HHCTPYKLIUU T10
INPUMEHEHHUI0O Ha COOTBETCTBYIOIIMN HMHTUOUTOp mnpotea3sl. Heobxoaumo
OpUHUMATh BO BHUMaHHME O(QUIMAIbHBIE PEKOMEHIAIMU 10 JICYEHUIO

20




COOTEBETCTEYET 3KI(

At 77 04 7
OT ££ Us &£

-
I

TyOepKyse3a y BUU- I/IH(bI/IHI/ﬁﬁDOBaHHIE&ITI@ filfekitoR | = 10 - - ToUUUT])

Pudammuniun

HecMmotpst Ha TO, uTO pudaMmUIIMH UHIYIUPYET METabONIH3M PHUTOHABUPA,
OTpaHWYCHHBIC JIaHHBIC YKa3blBAIOT HA TO, YTO NPU TPUMCHEHUHU
pudamMIUITHA OTHOBPEMEHHO C BRICOKUMHU J03amu putoHaBupa (600 mr 2 paza
B CYTKH) JIOTIOJIHMTEIIFHOC WHIYLIUpPYIOIIee JeHCTBHE pudaMIHUIIMHA
(TOTIOTHUTENFHOE 1O OTHOIIEHUIO K JICWCTBUIO PUTOHABUPA) HE3HAYUTEIHLHO U
HE OKa3blBaeT KJIMHMYCCKH 3HAYMMOTO BIIMSHUS HA KOHIICHTPAIUIO
pUTOHAaBHpa B paMKaX BBICOKOJO3HOW Tepaliid PUTOHABUPOM. BrusHuE
puTOHaBHpa Ha pu(aMIUIIMH HE YCTAHOBIICHO.

BopukoHnason

200 xaxneie 12 9 |400 kaxasie 12 a |l Ha 82 % | HA 66 %

200 xaxknaeie 12 9 | 100 xaxnaeie 12 1 Ha 39 % lHa24 %

[IpumeHeHHEe pUTOHABUpPA B KadeCTBE AHTUPETPOBUPYCHOTO TMperapara
OJTHOBPEMEHHO C BOPHUKOHA30JIOM MPOTHUBOIOKA3aHO MO TMPUYUHE CHUKCHUS
KOHIIGHTpallui BOpuKoHa3oja (cMm. pazgen 4.3.). [Ipumenenue BopukoHa3osia
OTHOBPEMEHHO  C  PHUTOHABHPOM,  HCIOJBb3yeMbIM B  KadecTBE
(hapMaKOKMHETHYECKOTO YCHUJIUTEIS, HE PEKOMCHIIOBAHO, 32 HMCKIFOYCHUEM
CllydaeB, KOrJa TIpeiaroyiaraeMasi IoJib3a TaKOro JICYCHHUS IPEBOCXOIUT
HOTGHHI/IEUH)HI)II\/JI PUCK IJId MaCHTA.

AToOBaxoH

PutoHaBup, UCMOIB3yeMbIii B KauecTBE (HapMaKOKMHETHYECKOTO YCHIIUTEIS
WJIM aHTUPETPOBUPYCHOIO Ipenapara, UHIAYLUPYET INIIOKYPOHU3ALHUIO U, KaK
CIIC/ICTBHE, CHMKAET KOHIICHTPAI[MIO aTOBaXOHa B IuIa3Me KpoBW. Ilpu
NPUMEHCHUH AaTOBaXOHAa OJHOBPEMCHHO C PUTOHABUPOM PEKOMEHIOBaH
YCUJICHHBIH MOHMTOPHHI KOHIICHTPAI[MH MEPBOTO B CHIBOPOTKE KPOBH M €TI0
TEPaeBTHYECKOTO dPdeKTa.

benaksunnn

HccnenoBanust B3auMOJEMCTBUS € OJHHUM TOJBKO DPHUTOHABUPOM HeE
IIPOBOAMINCE. B  wucciaenoBaHuM B3aUMOJEUCTBUS  OZHOKPATHOW  J1O3BI
OelakBWIMHA M MHOTOKPAaTHBIX 103 JIONMHaBUpa B KOMOWHAIMU C
putoHaBupoMm Habmomanocs yBenmdenne AUC GemakuimmHa Ha 22 %. OT0
MOXHO OOBSICHUTH JAECUCTBHEM pPHUTOHABHpA, U MPHU MPOAOKUTEIHLHOM
COIMYTCTBYIOILIEM MPUMEHEHUM TpenaparoB MOXKeT Halmroaarbes Oolnee
BbIpaKeHHBIH 3P ¢exT. OTHOBPEMEHHOIO0 TNPUMEHEHHUS 3TUX IpernapaTroB
cienayeT m30eratb B CBSI3M C PUCKOM Pa3BUTHS HEXKEIATEIbHBIX SIBICHUH,
CBSI3aHHBIX C MPHEMOM OeJakBUIMHA. TeM He MeHee, eClli OKuAaeMas ojb3a
npUMeHeHHs OeaKBIIIMHA OJTHOBPEMEHHO C PUTOHABHPOM IPEBOCXOHT PHUCK,
TO OHO JOMYCKaeTcs MpU COONIOJIEHHH OCOOBIX Mep MpeaocTopokHocTu. K
3TUM MepaM MpeAOCTOPOKHOCTH OTHOCATCA Oo0jee YacTblii MOHUTOPUHT
AJIEKTPOKAPIMOTPaMM M KOHTPOJIb YPOBHSI TpaHcamuHa3 (cM. pasnen 4.4. u
WHCTPYKIIMHU TI0 IPUMEHEHUIO OCTaKBUIIMHA).

Knapurpomunm
H

500 kaxxapie 12 1 | 200 kaxxaple 8 U T Ha 77 % THa3l %

14-ruapokcumer
abomut
KJIAPUTPOMUIIMH
a

| Ha 100% | Ha 99 %

B cBsi31 ¢ mMIMPOKUM TepaneBTUUECKUM AHANa30HOM KJIAPUTPOMHUIIMHA IIPU €TI0
MPUMEHEHUH Y MalMEeHTOB ¢ HOPMaJIbHOM (DyHKIIMEHN MMOYeK CHUXKATh 03y He
Tpebyercs. [Ipu mpuMeHeHnU OTHOBPEMEHHO C PUTOHABUPOM, HUCIIONIE3YEMBIM
B KayecTBE aHTUPETPOBUPYCHOIO Ipernapara Wik (papMaKOKHHETHYECKOIO
YCHIIUTEINS, KIAPUTPOMUIIMH CIEAYEeT UCTIOIb30BaTh B J03aX He BhIe 1 r/cyT.
KJ'IapI/ITpOMI/IHI/IH cnezlyeT HCIIOJIB30BAaTh B CHMKXCHHBIX J03aX y ITAITUCHTOB C
HapylIeHUsSMH (PYHKIIUU TIOYEK; MalMeHTaM C KiIupeHcoM KpeaTuHuHa 30-60
MJI/MUH 703y cieayeT cHu3uTh Ha 50 %, ¢ kimpeHcom kpeaTuHuHa meHee 30
MJI/MuH — Ha 75 %.

Hemamanuyg

UccnenoBanus B3aUMOJECUCTBUS C OJHUM TOJBKO PUTOHABUPOM HE
MpOBOIMINCE. B HcclenoBaHMM — JIEKapCTBEHHOIO  B3aUMOJECHCTBUS
nenamanuga B go3e 100 mr 2 paza B CyTKM M KOMOWHAIIMK JIONWHABHUpA U
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MY OTUETY

3I0POBBIX JOOPOBOJBIIEB OTMEYANIOCh TIOBBIIICHHE YPOBHS CHCTEMHOTO
BO3JelcTBUA MeTabOomnTta aenamanuga DM-6705 ma 30 %. B cBsszu ¢
MOBBIIIEHHBIM PUCKOM yanuHeHus uarepsaia QTC nmox aeiicrBuem DM-6705
Opd  HEOOXOIMMOCTH  TNPUMEHEHHUS  JlelaMaHu]ia  OJHOBPEMEHHO  C
PUTOHABHPOM PEKOMEHIOBAHO OYeHb yactoe noinydeHue DKI' Ha mpoTskeHun
BCET0 MEepUoJia JCUSHHs JeaMaHuaoM (cM. pasnen 4.4. U MHCTPYKIHIO JUIs
JenamMaHuaa).

DpUTPOMHUIIUH,
UTPAKOHA30J1

PutonaBup, ucnonb3yemslii B kauecTBe (HPapMaKOKMHETHUECKOTO YCHIIMTENS
WM aHTUPETPOBUPYCHOTO npemnapara, nHruoupyet CYP3A4 u, kak ciencTsue,
HOBBIIIAET KOHLEHTPALMIO SPUTPOMUIIMHA U UTPAKOHA30ja B IJIa3Me KPOBH.
[Ipy npuMeHeHUHM SPUTPOMMLIMHA OJAHOBPEMEHHO C  PUTOHABHPOM
PEKOMEH/I0BaH YCWJIEHHBIH MOHMTOPHUHI TepamneBTHueckoro sddexra u
HE)KEJIaTEJIbHBIX SBJICHUM.

Keroxonason

200 /cyT. 500 kaxmpie 12 4 [tB34paza [t HASS %

PuronaBup wHrHOUpyeT MeTabONMUYECKHE TPEBpAIICHUsS KETOKOHA30JIa,
onocpenyembie CYP3A. B CBA3M C MOBBIMIEHHOW YacTOTON pa3BUTUS
HEKENIATeIbHBIX PEAKIMA CO CTOPOHBI KEIYJAOYHO-KHIIEYHOTO TpaKTa H
NICUYCHU MPU NPUMEHEHUH KETOKOHA30Ja OJHOBPEMEHHO C PHTOHABHPOM,
UCIIONIB3YEMBIM B KAaueCTBE AHTHPETPOBUPYCHOTO  Ipemapara WA
(apMaKOKUHETUYECKOTO YCHIIUTENS, CICIyeT PacCMOTPETh HEOOXOIUMOCTb
CHW)KCHHS JTO3bI KETOKOHA30J1a.

Cynbdamerokca
3011/
TPUMETONPUM?

800/ 160 | 500 kaxnapie 12 4
OJIHOKPATHO 1 Ha 20 %

1 Ha 20 %/

KoppektupoBka 1036l cynb(haMeTokca3ona/ TpPUMETONpPHMa BO BpeMms
COITYTCTBYIOILIETO JICUEHUS] PUTOHABUPOM HE TPEOyeTCsl.

AHTHIICMXOTHKH/HEHPOJIENTHKH

Kno3zanus, OIHOBpEMEHHBII TPHEM C PUTOHABHPOM IPOTHUBOIOKAa3aH, TaK Kak [T.K.]

TTUMO3H]T MOYKET TIPUBECTH K TOBBIIICHUIO KOHIIEHTPAIMM KJIO3alliHa M TMHMO3UIa B
mias3me (cM. paznaen 4.3.).

lanonepunon, |PutoHaBup, NpUHUMAaEeMbIi B KayeCTBE AaHTHUPETPOBHUPYCHOTO IIpenapara,

PHUCIIEPUJIOH, unrubupyer CYP2D6 wu, Kkak CJleICTBHE, TOBBINIAET KOHIIEHTPALIUIO

THOPHUIa3UH rajiornepuoiia, pHUCIEPUIOHA ¥ THOpPHIA3WHA B I1a3Me Kposu. I[lpum
OPUMEHEHUH 3TUX  JIEKAPCTBEHHBIX  IpenapaToB  OJHOBPEMEHHO  C
PUTOHAaBUPOM B KadyecTBE aHTHUPETPOBHUPYCHOTO TMpenapara pEeKOMEHIOBaH
TIIATEIbHBI MOHUTOPHHI TEpaneBTUYECKOro 3¢ ¢exra M HeKelTaTelbHbIX
SIBJICHUU.

Jlypa3unox Beuny unru6uposanuss CYP3A puUTOHaBUpPOM NpeAINoiaraercsi yBelIudeHHue
KOHIEHTpauuu Jypa3ugoHa. COBMECTHBIH TIpueM ¢  JIypa3suioHOM
MPOTUBONOKa3aH (cM. paznen 4.3.).

KBernanux B cBmu ¢ wHrHOMpyromuMm neiictBueM putoHaBupa Ha CYP3A
IperoiaraeTcsl yBeJIMYEHHEe KOHLEHTpalMu KBeTuanuHa. I[lpumeHenue

pPUTOHABHpPA OJTHOBPEMEHHO C KBETHAITMHOM TIPOTHBOITOKA3aHO, TOCKOJIBKY 3TO
MO>KET MPHUBECTU K TOBBIIICHHOMY TOKCUYECKOMY JICHCTBUIO KBETHAMIMHA (CM.
paznen 4.3.).

B2-axpeHOMUMETHKHU (JUIUTEJBHOIO0 A1eiCTBHSA)

Canmerepo

B cBsi3u ¢ mHrHOMpYromuM neiictBuemM putonaBupa Ha CYP3A4 oxwumaercs
BBIPQXCHHOE IMOBBIIIEHUE KOHLEHTPALMM OJHOBPEMEHHO IPUMEHSIEMOIO
calMeTeposa B IUIa3Me KpOBU. B CBSI3U ¢ 3TUM OJHOBPEMEHHOE IIPUMEHEHHE
JAHHBIX NIPENapaToB HE PEKOMEHI0BAHO.

B.]IOKaTopbl KaJbIHEBbBIX KAHAJJI0B

AmioaunuH,
JUIITHAZEM,

PutonaBup, ucnonb3yemMblii B KadecTBe (PapMaKOKHMHETUYECKOTO YCHUIMTENS
WA aHTUPETPOBUPYCHOTO nipenapara, nHrnoupyet CYP3A4 u, kak ciencTsue,
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[OBBIIIACT KOHLEHTPALMIO 4HTArOHUCTOR  KalbIIeBbIX KAHAIOB B “Iidd3Me

KpoBH. [Ipy IPUMEHEHHUHU 3THX JIEKAPCTBEHHBIX MPENapaToB OJJHOBPEMEHHO C
PUTOHABUPOM DPEKOMEH/IOBAH TIIATEIbHBI MOHHTOPHHI TEPANIeBTUYECKOTO
s dekTa 1 HeKeTaTeIbHBIX SBICHUM.

AHTaAroHHCTBI IHAOTC/IMHOBBIX PEHECIITOPOB

Bosenran [Ipumenenne Oo3eHTaHa OJHOBPEMEHHO C PUTOHABHUPOM COIPOBOXKIACTCS
MOBBIIICHHEM MaKCHUMaJIbHOW KOHIEHTparuu Oo3eHTaHa B 1uiazMe (Cmax) U
wiomanad mnojJ (GpapMakOKMHETHYECKOW KPHBOW OO3CHTaHA B PaBHOBECHOM
cocrostauu (AUC).

Puoruryar [Ipn mnpuMeHEHNH OIHOBPEMEHHO C PUTOHABHPOM MOXKET BO3pacTaTh

KOHLIEHTPALUsI B CBHIBOPOTKE KPOBH BCIIEACTBHE MHTHOMPYIOIIETO IEHCTBUS
puronaBupa Ha CYP3A wu P-rmukonporenn. OmHOBpEMEHHBIH IpHeM
pHoLMTyaTa C PUTOHaBUPOM HE PEKOMEHIyeTcs (CM. pa3zen 4.4. 1 HHCTPYKIUH
110 IPUMEHEHHIO PUOLIMIYaTa).

IIpou3BoaHBIE AJIKAJIOUT0B CIOPHIHBH

Juruaposprora
MUH,
SPTOHOBHH,
3pProTaMuH,
MCTUJIDPrOHOBU
H

OIIHOBpCMGHHI)If/'I MpUEM C pUTOHABUPOM IIPOTUBOIIOKA3aH, ITIOCKOJIbKY MOXCT
BECTH K TOBBIIICHUIO KOHIIEHTPAIIMH MTPOU3BOIHBIX AJTKAJIOUIOB CIIOPHIHBH B
masme (cM. pazzaen 4.3.).

Crumyastopsl MoTopuku KKT

Hwu3zanpun

OpnHOBpeMEHHBIE NpPUEM C PUTOHABUPOM IPOTHUBOIIOKA3aH, T.K. MOXKET
NPUBECTH K TIOBBIIICHHIO KOHICHTPAIIMK IM3alpUa B IUIa3Me KPOBH (CM.
paszaen 4.3.).

AHTaronucrtol penentopoB 'uPI’

DJ1aroianKc

OnHOBpEeMEHHOE NMPUMEHEHHE JIar0JINKCA C PUTOHABUPOM MOXKET YBEITUYUTh
KOHIIGHTpalUIO  3jarojukca  nyrem  uHruouposanuss CYP3A u
P-rmuxonporenna. M3BecTHBIE cephe3HBIE HEXKENATeNbHbIE PEAKIUU TpU
NPUMEHEHUN D3JIarojIuKca - CYMIMJAJIbHBIE MBICIM M TOBBIIIEHUE YpPOBHEH
NEYCHOYHBIX TpaHcamMuHa3. Kpome TOro, »iaroyiimkc SBISETCS Cia0biM/
yMmepeHHbIM MHAYKTOpoM CYP3A, KOTOpBIII MOXET yMEHBIIaTh CUCTEMHOE
BO3JeiicTBMe puTOHaBUpa. HeoOxoaumo o00paTUTbCS K HHCTPYKUUHU IO
MEIUIUHCKOMY TNPUMEHEHHUIO 3JIarojvKca Ui IMOJydyeHHs HHpopManuu o
J103aX 3JIaroJIMKca Mpy MpUMEHEHNH ¢ CHIIbHBIMI nHrHONTOpaMun CYP3A4,

IIporuBOBHpYCHBIC NpenmapaTrbl NPSIMOrO AeHCTBUS Jsi JedeHHs Bupyca remarura C

(Bro
I'nexanpeBup/ |B cBsa3u c¢ unrubupoBanuem P-rnmukonporenna, BCRP u Tpancmopthoro
nuOpeHTacBup |monunentuna opranmdeckux aHuoHoB 1Bl (OATP1IB) putoHaBupom

KOHLIEHTPALlMK B CBHIBOPOTKE MOTYT YyBenuuuBarbesi. OIHOBpEMEHHOE
NpUMEHEHHE PUTOHABUPA U TJICKapeBUpa/ MUOPEHTACBHPA HE PEKOMEHIYETCS
U3-3a MOBBIIICHHOTO PHCKA TOBBIIICHUS YPOBHS allaHMHAMHHOTPaHC(epas3bl
(AJIT), BBI3BAaHHOTO POCTOM KOHIICHTPAIIUH TJICKAPEBHpA.

Nuruéuropsl nporeassl BI'C

CumenpeBup

200 /cyr. | 100 xaxcapre 12 u [1B72paza  [1B4,7 pasa

PuToHaBUp TOBBIIACT KOHIIEHTPAIMIO CHMENPEBHpPA B IUIa3ME BCIIEICTBUE
unrn6buposanuss CYP3A4. OpHOBpeMEHHOE NpPUMEHEHHWE pPHUTOHABHpa U
CHMeENpEeBHpa HE PEKOMEH IOBAHO.

Nuruduropsl peaykrassl 'MI'-KoA

ATopBacTaTuH,
¢yBacTaTuH,
JIOBAaCTaTHH,
MIPaBaCTaTHH,

IIpn npuMeHEHNN OJHOBPEMEHHO ¢ PUTOHABUPOM, HCIIOIb3YEMBIM B KaUeCTBE
AHTUPETPOBUPYCHOTO TMpenapata Wi (papMaKOKMHETHYECKOTO YCHIIUTE,
OKHJAeTCsl BBIPA)KEHHOE IMOBBILICHUE B IJIa3Me KPOBU YPOBHS MHTHOMTOPOB
penykraszsl 'MI'-KoA, Takux Kak JIOBaCTaTMH M CUMBACTATHH, MIOCKOJIbKY UX
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CUMBACTaTUH KOHHCHTpaHI/H/I JJoBaCTaThuHa )41 CHUMBacCcTaTHuHaA B03paCTaeT

MIPEAPACIIONOKEHHOCTh MAIIMEHTOB K MHUOIATUSM, BKIIFOYas paOdJIOMUONHN3, B
CBSI3M C YeM MPUMEHEHHE ITHX JIGKAPCTBEHHBIX MPETapaTOB OJHOBPEMEHHO C
PUTOHABUPOM  MPOTHBOMOKa3zaHo (cMm. pasgen 4.3.). Merabonmusm
aTopBacTaTMHa B MeHbInel creneHu omocpenoBadn CYP3A. Brienenue
po3yBactatuHa He 3aBucuT oT CYP3A, omHako mpu ero mnpuMEHEHUH
OJTHOBPEMEHHO C PUTOHABHPOM COOOIIAIOCH OO0 YBEIMYECHUU OSKCIO3HIIMH
po3yBacTaTuHa. MeXaHHU3M ATOTO B3aWMOJICHCTBUS HE BBIICHEH, OJIHAKO 3TO
MOJKET OBITH CIIEJICTBHEM WHTHOWPOBaHUS mepeHocuuka. [Ipu mpumeHeHun
pUTOHaBHMpa B  KayecTBE (PApMAKOKMHETHUECKOTO  YCHIIMTENS  HIIH
AHTUPETPOBUPYCHOTO TIpermapaTa OJHOBPEMEHHO C aTOPBACTATUHOM WIIU
PO3yBacTaTHHOM IIOCJICHHE HEOOXOJAMMO Ha3Ha4yaTh B KaK MOXHO Ooiiee
HU3KHUX J03ax. Merabonu3M mpaBacTaTiHa U (piyBacTaThHa HE OMOCPEIOBaH
CYP3A, B CBsI3M C 4eM B3aUMOJICHCTBHUS C PUTOHABUPOM HE IMPEATIOaracTcs.
[Ipu HeoOXomuMocTH JieueHUs HWHTUOMTOpoM peaykrazel ['MI-KoA
pPEKOMEH IyeTCs BHIOMpAaTh MpaBacTaTUH WK (IIyBacTaTHH.

NHruouTopbl KMHA3bI

@®ocramatuan® |OnHOBpeMEeHHOE mpuMeHeHue QoctamatuHuOa W PUTOHABUpPA MOKET
YBEJIMYUTH CUCTEMHOE Bo3jciicTBHEe MeTaboimrta gocramatuHnba R406, uro
MOJKET MPHUBECTH K HEXKENATEeNbHBIM PEaKIHsIM, 3aBUCUMBIM OT J03bl, TAKUM
KaK IelaTOTOKCHYHOCTh M HEHTPOTICHUSI.

I'opMoHa/ibHBbIE KOHTPALENTHBBI

Oruaumerpanu |50 MKr 500 kaxnapie 12 4 1 Ha 40 % lHa 32 %

ol OJIHOKPaTHO
[Ipy mnpuMeHeHHHM STHHHIACTPAIUOIA OIHOBPEMEHHO C PUTOHABUPOM,
UCIONB3YEMBIM B KAaueCTBE AHTUPETPOBUPYCHOTO  Ipemapara MU
(hapMaKOKMHETUYECKOTO YCHIIUTENSI, HEOOXOAMMO HCIOIB30BaTh OapbepHbIE
WIN JIpyrie HeropMOHaJIbHBIE METObl KOHTpalenui. PUTOHaBUp U3MEHsET
npoguib  MATOYHOTO  KPOBOTEUEHHUS M  CHUXKACT  A(P(YEKTUBHOCTH
ACTPAINOII-COACPIKAIINX KOHTPALENTUBOB (cM. pazaen 4.4.).

HMmmyHoaenpeccanThbl

uknocnopuH, |PuroHaBup, MCHONB3yeMblid B KauecTBe (PapMaKOKHHETHYECKOTO YCHIIUTEIS

TaKpOJIUMYC, WM aHTUPETPOBUPYCHOTr O npemnapara, uHruoupyet CYP3A4 u, kak ciencTue,

IBEPOIIUMYC MOBBIINIAET KOHIICHTPALUIO IIHKIIOCTIOPUHA, TAKPOJIMMYCa WIIH IBEPOIIMMYCa B

mwiasmMe KkpoBu. Ilpu mpUMEHEHMHM JTHX JIEKapCTBEHHBIX IIpenapaToB
OJIHOBPEMEHHO C PUTOHABHUPOM PEKOMEHIOBAH TIIATEIbHBI MOHUTOPUHT
TEpaneBTUYECKOro 3P PeKTa 1 HeXKeNATEIbHBIX SIBICHUH.

Ilpenapamol, non

uscaroujue KOHYeHmMpayuio 1UnuUoo8

Jlomuranun

JlomuTanuy SBISETCS YYyBCTBUTEIBHBIM CYOCTpaToM JUIsl MeTabonu3ma ¢
nomonipio CYP3A4. Nurnoutoper CYP3A4 yBenMWYuBaIOT KOHIIEHTPAIUIO
JOMUTANK/A B IJIa3Me, a MOIIIHbIE HHTUOUTOPHI YBEIMUUBAIOT KOHIIEHTPALIUIO
npumMepHo B 27 pa3. OOgHOBpEMEHHOE NPUMEHEHWE JIOMUTanuga C
PUTOHABUPOM INPOTHBOINOKa3aHO (cM. pasgen 4.3. U HHCTPYKLHIO IO
MIPUMEHEHHUIO JIJIs1 JOMHUTAIH/IA).

HNurnéurops! pocdoamicrepassl (PJII-5)

ABanadun 50 oTHOKpaTHO \ 600 xaxzaple 12 4 ] 1B 13 pa3 \ 1 B 2,4 pa3a
OnHoBpeMeHHOE PUMEHEHHE aBaHa(UIa U PUTOHABHPA IPOTUBOIIOKA3aHO
(cm. paznmen 4.3.).

Cungenadpun 100 oxHokpatHO | 500 kammpie 12 4 |1 811 pas |1 B4 paza

[Ipu npumeHeHnn cuiieHaduiIa ¢ UeIblo JEYSHHUs SPEKTUIBHON AUChYHKINN
OIHOBPEMEHHO  C  PHUTOHAaBUPOM,  MHCIOJb3yEeMbIM B  KadecTBe

AHTHPETPOBUPYCHOTO Mpenapata Wi (HapMaKOKWHETHYECKOTO YCHIINTENS,
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HEOOXOMMMO COOTIONATh 0COOVIO OCTOPOKHOCTE- 4 JTO3A CHneHa(bund He

JIOJKHA TpeBbIaTh 25 mr 3a 48 4 (takxe cM. pazaen 4.4.). ComyTcTBylolee
NpUMEHEHHE CHIJCHadWIa U PUTOHABUPA NPOTHBOIOKA3aHO IAIUEHTaM C
JIETOYHOM apTepHaabHOM runepreH3uei (cm. pasaen 4.3.).

Tamanadwun 20 OJTHOKPATHO ‘ 1200 xaxnawie 12 ‘ THa 124 % ‘ >
[Ipu npumeHnennu Taganaduia ¢ MEIbI0 JICYCHUS IPEKTUIBHON TUCHYHKIIHH
OJITHOBPEMEHHO c PUTOHABUPOM, HCITOJIb3YEMbIM B KadeCcTBe

AHTUPETPOBUPYCHOTO Tpernapara Wid (HapMaKOKWHETHYECKOTO YCHIUTEIS,
HE00X0oaMMO CO0JII0IaTh 0COOYI0 OCTOPOKHOCTB, a Tajanaduia HEOOXO0IUMO
Ha3HAYaTh B CHIDKEHHBIX J03ax HE Oosee 10 mMr ¢ mHTEpBasioM B 72 4 mpu
YCHWJICHHOM MOHHMTOPHHIE HEXeJaTelIbHBIX peaknuii (cMm. pasznen 4.4.). Ilpu
NPUMEHEHUN Tajganaduia OJHOBPEMEHHO C PUTOHABHPOM Yy TAIMEHTOB C
JIETOYHOM apTepHalIbHOM TUNepTeH3ueil He0OXOAUMO COOI0IaTh YKa3aHUs U3
MHCTPYKIIUU 110 TPUMEHEHUIO Tajanaduia.

Bapnenadun 5 OJTHOKPATHO ‘ 600 kaxzapie 12 4 ‘ 1 B 49 pa3 ‘ 1B 13 pa3
OnHOBpeMEeHHOE TPUMEHEHNE BapaeHaduIa 1 pUTOHABHPA MPOTHBOIIOKA3aHO
(cm. pasznmen 4.3.).

CeIlaTI/IBHbIe U CHOTBOPHBIEC NpenmaparTbl

Krnopasenar, OnHOBpeMEHHBIN NMPUEM C PUTOHABUPOM MPOTHUBONOKA3aH, TOCKOIBKY MOKET
ras3ernam, NPUBECTH K TIOBBIIICHUIO KOHIIEHTPAIUH KIIOpa3ernara, Jua3ernamMa, 3cTazonama
3cTa3oJjam, U (paypasernama B riasme Kpou (cM. pasaen 4.3.). Merabosin3m Muaa3onama B
daypazenawm, BbICOKO crenenn omocpenoBan CYP3A4. IlpuMeHeHue OXHOBPEMEHHO C

NpeaAHAa3HAYCHH |pPUTOHABUPOM  MOXKCT COIPOBOXKIAATHCA  CYHICCTBCHHBIM  ITOBBIIICHUEM
BIM AJId IpyueMa | KOHINCHTpAaluu 6€H30HI/1336HI/IH21. HCCHCI{OB&HI/I?[ B33HMOII€IZCTBPI$[ puTOHAaBHpa

BHYTPb WIH U OEH30/1Ma3eNMHOB HE MPOBOIWINCH. Ha OCHOBaHMM HaHHBIX AJS OPYTHX
napeatrepasibHo | mHTHONTOpOoB CYP3A4 KoHIEHTpamuss Muaa3ojiaMa B IUIa3ME€ IPU  €ro
MUJIa30J1aM MPUMEHEHUN BHYTPh OyAeT 3HaYUTENbHO BbIlIe. Takum 00pa3oM, pUTOHABUD

HE CJIeIyeT MPUHUMATh OJIHOBPEMEHHO ¢ MHUJa307aMoM (BHYTpPb) (CM. pazzen
4.3.), a mpu ero NpUMEHEHUH OJHOBPEMEHHO C MUAA30JaMOM, BBOJUMBIM
NMapeHTePaATbHO, CIEAYEeT COONIoAaTh OCOOYI0 OCTOPOXKHOCTh. JlaHHbIE 00
OJIHOBPEMEHHOM IPUMEHEHHHM MMJa30J1aMa, BBOJMMOIO IApEHTEPaIbHO, U
JIpPYTHUX HMHTUOMTOPOB MpOTEa3bl YKa3bIBalOT HA BO3MOXKHOE MOBBILICHHUE
YPOBHS Muja3ojiaMa B Iula3Me KpoBd B 3-4 pasa. Ilpm HeoOxoaumocTu
IPUMEHEHUS PUTOHABHpPA OJHOBPEMEHHO C MHJA30JIaMOM, BBOJMMBIM
NAapEHTEPAIbHO, 3TO CJIEAYET OCYIIECTBIATH B OTIAEICHUM pEaHUMalUu U
uHTeHcuBHOW Tepanuu (OPUT) wnam B aHalOrMYHBIX YCJIOBUSX JUId
YCHJIEHHOT'O KJINHUYECKOTO MOHUTOPHHIA M HAJUIEXKAILEro JEUYEHUsS B Cllydae
pa3BUTHUSL YTHETEHHUS JbIXaHWd W (MIM) JUIMTEIbHOW cepauuu. Moxer
noTpe0oBaThCs  KOPPEKTHPOBKA  JI03bI  MMJa30jamMa, OCOOEHHO HpHu
MHOTOKPaTHOM BBEJICHUH.

Tpuazonam 0,125 ogHOKpaTHO ‘ 200, 4 no3b1 ‘ 1> B 20 pa3 ‘ 1 Ha 87 %
OnHOBpEeMEHHBIH IPUEM PUTOHABHpa IPOTUBOINOKA3aH, T.K. MOKET IPUBECTH K
TOBBIIICHUIO KOHIICHTPAIIMU TpHa3oyiama B 1ia3mMe KpoBH (cM. paszaen 4.3.).

Iletnaun 50 onHOKpaTHO 500 kaxaple 12 4 Ll Ha 62 % 1l Ha 59 %
BHYTPb

Hopneruannos T Ha47 % T Ha 87 %
bIii MeTa0OIUT | OJHOBpPEMEHHOE MPUMEHEHHE METHINHA W PUTOHABHPA MPOTHBOIOKA3aHO B
CBS3M C BO3MOXXHBIM TIOBBIIIIEHHEM KOHIICHTPAIMU HOPIETUIUHOBOTO
MeTabonnTa, KOTOphIH  oOnamaeT  00e3007MBalOIMUM  JIEWCTBHEM U
OJIHOBPEMEHHO CTUMYIHUpPYET LEeHTpalibHylo HepBHYyIO cucteMy (L[HC). Ilpu
MOBBIINICHHOW KOHIICHTPAIIMM HOPIIETHAMHA BO3pPAcTaeT PHUCK Pa3BHTHSA
noOouHbIX peaknuii co ctoponsl IHC (manpumep, smumientudOpMHBIX
MPUIAJIKOB), M. pazjen 4.3.
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THeH

500 xaxknapie 12 ¥ B Teu. 10
THen

lHa 12 % lHa 16 %

BBeneHue B cxeMy JICUCHUS] pUTOHABHPA COMPOBOXKAAIOCH HHTHOMPOBAHHEM
MeTabonmm3ma anmpasonama. [lociie mpuMeHeHUsT pUTOHABUPA HAa TIPOTSKCHUH
10 mHelt WMHrHMOMWpYylOIIEee NEHCTBHUE HMcUe3aslo. B mepBble HECKOJBKO JTHEH
MPUMEHEHHUS ajpa3ojiaMa OJHOBPEMEHHO C PUTOHABUPOM, HCIIOIB3YEMBIM B
KaueCcTBE aHTUPETPOBUPYCHOTO TIpemapara Wid (HapMaKOKHHETHYECKOTO
YCHJIUTENSI, 10 Pa3BUTHS WHIYNUPYIOIMIETO JEHCTBUS Ha MeTabom3M
ajmpasoliamMa, He00X0AMMO COOTFOAATh 0OCOOYIO OCTOPOKHOCTD.

Bbycninpon

PuronaBup, uCmosib3yeMblii B KauecTBe (apMAKOKUHETHUECKOTO YCHIUTEIIS
WM aHTUPETPOBHpYCHOTro mpenapara, naruoupyer CYP3A u, kak criencraue,
MOBBIIIACT KOHIEHTPAIMI0 OycnupoHa B IutazMe KpoBu. [lpu mpumeHeHun
OycnMpoHa OJHOBPEMEHHO C PUTOHABUPOM PEKOMEHIIOBAH YCHJICHHBIN
MOHHTOPHHT TePANeBTUICCKOT0 A (EeKTa U HeKEIATSIbHBIX SIBICHHH.

CHOTBOpHBIE NP

enaparbl

Sonmuaem

5 200, 4 10361 |1 Ha 28 % |1 Ha 22 %

HpI/IMeHCHI/IC 30JIIMuJaAcMa OOHOBPEMCHHO C PUTOHABUPOM IOITYCKACTCA IIpU
YCUJICHHOM MOHUTOPHHIC H30BITOYHBIX CCAaTUBHBIX 3(1)(1)€KTOB.

IIpenapatsl 1Jis

0TKAa3a 0T KypeHust

Bynponuon 150 100 xaxzapie 12 y | Ha 22% lHaA21 %
150 600 kaxpie 12 g | HA 66 % | HA 62 %
bynponuon  merabonusupyercs — npeumymectBeHHo  CYP2B6.  Ilpu
NpUMEHEHHH OyNporrMoHa OJHOBPEMEHHO C MHOTOKPATHBIMU JI03aMH
PUTOHABHPA MOXKET CHIXKATBCS €r0 YPOBEHb. DTOT 3(h(HEeKT MOKHO OOBSCHUTH
MHAYLUUPYIOLIUM JeMCTBHEM pUTOHaBUpPa Ha MeTaboIn3M OynponuoHa. Tem He
MeHee, puTOHaBHp Takke uHrHOupyer CYP2B6 in vitro, B cBs3u ¢ yem
OYyNIpONHOH CJeayeT WCIOJIb30BaTh B 033X HE BBIINIE PEKOMEHIyeMbIX. B
orianuue oT 3((eKToB HpU MPOJOKUTENBHOM IMPUMEHEHHH PUTOHABUPA,
1OCJI€ €ro MPUMEHEHHs B HU3KUX J03aX Ha MPOTSHKEHUH KOPOTKOTO Meproja
(200 mr 2 pa3a B CyTKM B Te€UeHHME 2 JHEH) 3HAUMMBIX B3aUMOJCHCTBUI C
OynponMoHOM He HalJ0JaloCh, HA OCHOBAHUU YETO MOXHO MPEANOI0KHUTD,
YTO KOHIIEHTpalus OylnpornnoHa HAYMHAET CHUKATHCS CITYCTs HECKOJIBKO JIHEH
10CJIe Havala COMYTCTBYIONIEro MPUMEHEHHUS! pUTOHABHUPA.

Creponpbl

@nyrukazona | [Ipu mpuMeHEHUM PUTOHABHPA OJHOBPEMEHHO C (DIYyTHKA30HA MPOIMOHATOM,

IIPOIMOHAT, BBOJIMMBIM HMHTAIALMOHHO WJIM WHTPaHa3aJIbHO, COOOIIAJIOCh O Pa3BUTUHU

MPUMEHSIEMBIH | CHCTEMHBIX s exToB KOPTHUKOCTEPOUJIOB, BKJTIOYAsI CHHIIPOM

uHrasiuoHHo, |Wunenko-KymumHra w = yrHereHne — (QyHKIMM — HaJMOYeYHUKOB (B

WHTPAHA3IGHO | BBIICYITOMSIHYTOM HCCIICIOBAHUU YPOBEHb KOPTH30Ja B IJIa3Me CHHU3HIICS 10

W 86 %). Ananornunble 3((eKThl TaKkKe HaOMIOJATUCh NpPU NPUMEHEHUH

MOCPENICTBOM pHUTOHaBHpA OJTHOBPEMEHHO c JIPYTAMH KOPTHUKOCTEPOUIAMH,

UHBEKLNH, metabonusupyembivu CYP3A, HanpuMmep, Oy1eCOHUIOM M TPHAMIITHOIOHOM.

OymecoHus, Takum 00pazom, MPUMEHEHUE PUTOHABHPA B KA4eCTBE aHTHPETPOBHPYCHOTO

TPUAMIIMHOJIOH |Ipernapara WM (apMaKOKMHETUYECKOTO YCHJIUTENs OJHOBPEMEHHO C
JTAHHBIMH TJIIOKOKOPTUKOWJIHBIMH TIperapataMd He pPEKOMEHIOBAaHO, 3a

UCKJIIOUEHHEM CIy4aeB, KOT/la IOTEHLHMAbHAs I0Jb3a TAaKOro JICUECHUs
NPEBOCXOJUT TOTCHIMAIBHBIA PUCK Pa3BUTUS CHCTEMHBIX A(PPEKTOB,
CBSI3aHHBIX C MPUEMOM KOPTHUKOCTEpouaoB (cMm. pazaen 4.4.). B mocnennem
ciiydae HEO0OXOJMMO HCIIOJIb30BaTh CHIDKEHHBIE J03BI TIIIOKOKOPTHKOUTHOTO
npernapara ¥ NMPOBOAWTH YCUJIEHHBIH MOHMTOPUMHI MECTHOTO M CHCTEMHOI'O
JeicTBUs, 100 MEepexoIuTh Ha APYrod TNIIOKOKOPTUKOMAHBIN Ipernapar, He
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sistronuiics cyocrpatom CY[P3A4 ( ﬁdﬁa&%ﬂ&ﬁfo@&gg)'goﬁée ITldllO B

Cllyuae OTMEHBI TIIIIOKOKOPTUKOMJIHBIX IpPENapaToB MOXeET MoTpeOoBaThCs
IIOCTEIICHHOE CHWXKEHME 103bl HA IPOTSHKEHUHU JUIMTEJIBHOIO BPEMEHH.

Jlekcameta3on |PuroHaBup, MCHONIB3yeMblil B KauecTBe (PapMaKOKMHETUYECKOTO YCHIINTEIS
WM aHTUPETPOBHpYCHOTro mpenapara, naruoupyer CYP3A u, kak criencteue,
MOBBIINIAET KOHIIEHTPAIIMIO JIEKCaMeTa30Ha B Tu1a3Me KpoBH. Ilpu npumeHennun
JeKcaMeTa30Ha OJHOBPEMEHHO C PUTOHABUPOM PEKOMEHIOBaH YCHUJICHHBIN
MOHHUTOPHHT TEPAeBTUYECKOT0 d(h(eKTa 1 HexKenaTeIbHbIX IBICHUN.

IIpenuuszonon |20 1200 kaxpie 12 4 |1 Ha 28 % [1HA9 %
[Ipy npumMeHEHWH TPEJHHU30J0HA  OJHOBPEMEHHO C  PHUTOHABHPOM
PEKOMEH/IOBAaH YCHUJIGHHBII MOHUTOPUHI TepareBTU4Yeckoro sddexra u
He)KeaTeNbHbIX sABIeHUN. Yepes 4 u 14 nHel conmyTCTBYIOIIET0 NPUMEHEHHUS
npeaHu3oona u putoHaBupa BenumunmHa AUC mertabonura mpeaHU30510HA
BOo3pocia Ha 37 u 28 %, COOTBETCTBEHHO.

H/0: HE OIpPEEICHO
! Ha ocHOBaHMHU cpaBHEHNMS B IApaIeIbHBIX FPYIIHAX.
2 CynbhaMeToKca30N IPUMEHSIICS OTHOBPEMEHHO C TPHMETONPHUMOM.

IIppy npuMeHeHMHM pUTOHABHpPAa OJHOBPEMEHHO C JU30MHUPAMUIOM, MEKCHIETUHOM U
He(a30J0HOM COOOIIAIOCh O PA3BUTUN HEXKEJIATeNbHBIX SBJICHUNA CO CTOPOHBI cep/ilia U HEpBHOU
cuctembl. Henb3st HCKIIFOUNTH BO3MOXKHOCTb B3aUMOJIEHCTBUS ITHX JIEKAPCTBEHHBIX IIPENapaToB.
IIToMuMO  BBIIENIEPEUYUCIICHHBIX B3aWMOJECHCTBUM  CYIIECTBYET BEpPOSTHOCTb  YCUIICHUS
TEPANeBTUYECKNX M TOKCUYECKUX JEHUCTBHUM, YTO CBSA3aHO C BBICOKOM CTEIEHBIO CBA3bIBAHUS
pUTOHaBHpaA C OeJIKaMH IJIa3Mbl U, KaK CJIEJCTBUE, BBITECHEHUEM OJTHOBPEMEHHO IMPUMEHIEMbIX
JIEKapCTBEHHBIX IIPENAPaTOB U3 CBA3HU C HUMH.

HpuMeHeHue pumoHnasupa 6 kaiecmee d)apMaKOKuHemull€CK020 ycuaumeiii

Baxxupie cBemeHHMS O  B3aMMOACHUCTBHUSIX puTOHABHUpa, HUCIOJIB3YyEMOIO B  Ka4dYCCTBC
q)apMaKOKI/IHeTI/I‘IeCKOFO YCUIINTCIIA, C JICKAPCTBCHHBIMU IIpCIIapaTaMH TaKKC IPHUBCACHBI B
HHCTPYKIUHU JIsT ONHOBPEMECHHO ITPUMEHACMOI'O I/IHFI/I6I/ITOpa IMPOTCA3kbI.

Hneubumopsl npomonno2o Hacoca u 010kamopul Hp-2ucmamunoguix peyennmopos

[Ipy npuMeHeHWHM HWHIHOUTOPOB MPOTOHHOIO Hacoca U 0OnokatopoB Hz-rucraMMHOBBIX
pEeLenTopoB (HampUMep, OMEIpa3ojla WM PAHUTUIMHA) MOXKET CHIKAThCS KOHLEHTpaLUs
OJTHOBPEMEHHO TNPUMEHSEMBIX HHTMOMTOpPOB mpotreasbl. [lonpoOHbIE CBeneHHs O BIUSHUU
OJIHOBPEMEHHOI'0 IIPUMEHEHUsSl JIEKapCTBEHHBIX IIPENApaToB, CHWKAIOMMX KHUCIOTHOCTb,
MPUBEIEHBI B UHCTPYKIIMHU JUIsl OAHOBPEMEHHO IPUMEHAEMOT0 HHTHOUTOpa rnporeasbl. CorinacHo
pe3yibTaTaM HCCIIeIOBaHUI B3aMMOJEHCTBHI C MHTMOMTOpaMH MpOTeasbl, JeHCTBUE KOTOPBIX
YCUJIMBAE€T PUTOHABUP (JIONMHABMP B KOMOMHAIIMM C PUTOHAaBUPOM, aTa3aHaBUp), NpHU
OJIHOBPEMEHHOM IIPMMEHEHUHN OMEIPa30Jia WIA PAHUTHANHA C PUTOHABUPOM, HCIOJIb3YEMBIM B
KayecTBe (hapMaKOKMHETHYECKOrO YCHINUTENsS, A(P(EKTUBHOCTh MOCIEAHET0 3HAYMMO HE

MCHSCTCA, HCCMOTPS Ha HCGOJ'ILIJ_IOC HU3MCHCHUC YPOBHA CUCTCMHOTI'O BOSﬂCﬁCTBHH (HpI/IMepHO Ha
6-18 %).

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTDH U JTAKTAIUS

bepeMeHHOCTB

Bonbmoe konmuuectBo OepeMeHHBIX XkeHIMH (6100 cimyyaeB poKIEHHS >XUBOTO peOEHKa)
MOJIy4yajy PUTOHAaBUP BO Bpems OepemeHHOCTH; U3 HuX B 2800 cimyyasx pOXAEHUS KHUBOTO
peOeHKa >KeHIIUHBI MOJy4yalu Mpenapar B MEpBOM TpumecTpe. B OOJBIIMHCTBE 3TO ciiydyau
IPUMEHEHUs PUTOHABUpPA B COCTaBE KOMOMHUPOBAHHOM Tepanuy U B HETEPAeBTUUECKUX 103X,
TO €CTh B 00Jiee HU3KUX J103aX B KauecTBe (papMaKOKMHETHUECKOro ycunuress 1 apyrux UIT.
OTH JaHHBIE NTOKA3bIBAIOT OTCYTCTBUE MOBBILIEHHUS YAaCTOTHI TOPOKOB Pa3BUTUSI OTHOCUTEIIBHO

YacTOThI, 3aPETUCTPUPOBAHHON CUCTEMAMHM MOHUTOPHHIA IOPOKOB PA3BUTHS B MOMYJISIIHH.
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B wmccnenoBaHusax Ha JKUBOTHBIX PETUCTPUPOBAIUCH CIIydad SMOpUOQETAIBHON TOKCHYHOCTU
npernapara y Kpbic (paHHss pe30pOIus KOCTHOW TKaHU, CHUKEHHE MacChl Tejla IJI0/a, 3a/1epiKKa
occu(UKAIUK U JIPYrHe OTKIOHEHUS B PAa3BUTHU) MPOUCXOAWIA MPU 033X, IPUMECHICMBIX Y
OepeMEHHBIX KpPBIC 75 MI/KT/CyT (CpeaHsisi KOHIICHTpalus B IiazmMe KpoBu 45 Mkxr*u/mi). Takke
Ha0JII01a710Ch HE3HAYUTEIBHOE YBETMUEHUE 32001€BAEMOCTH KPUIITOPXU3MOM Y KPBIC TIPH 103X
35 mr/kr/cyT (34 MKr*u/mi).

B uccrnemoBaHusIX Ha JKUBOTHBIX PErHCTPUPOBAIKCH CIIydad 3MOpUOQETanbHON TOKCUYHOCTH
npernapara y KpOJIMKOB (pe3opOIusi KOCTHOW TKAaHW, YMEHBIICHHUE YHCICHHOCTH IOMETa U
YMEHBIIEHHE MacChl Tella IUI0Ja) HPOMCXOIWIAa TMPH 032X, NMPHHUMACMBIX OEpeMEHHBIMU
kponukamu 110 mr/kr/cyT (34 Mxr*ua/m).

B cBsi3u ¢ TeM, 4TO WCCIeNOBaHUS PENPOAYKTHBHON (DYHKIIMU JKUBOTHBIX HE BCErZla MOXHO
AKCTPANOIUPOBATh HA JIFOJICH, PUTOHABHP TPU OEPEMEHHOCTH BO3MOXKHO NPUHHMATH TOJIBKO B
TOM CJIydYae, eClii mperoiaaraeMas rmojib3a Uil MaTepy MPEBOCXOIUT MOTECHIIMATBHBINA PUCK IS
I0/1a.

Jlakranys

Cy1iecTBYIOT OrpaHUYEHHBIE JMTEPATYpPHbIE JAHHBIE O BBIJIECICHUM PUTOHABUpA C TIPYIHBIM
MojokoM. OTcyTcTByeT MH(OpMalus O BIMSHUM PUTOHABHUpA HA JIeTeH, HaxoIsIuXcs Ha
IPyIHOM BCKapMJIMBaHWM, WM BIMSHUM IIpernapara Ha BbIPaOOTKY MoJioka. Bsumay
OTEeHIMAIBHOTr0 pucka nepenaun BUY BUY-oTpunarenbHbIM MIIaICEHIIAM U Pa3BUTUS BUPYCHOM
pe3ucteHTHOCTH 'y BMY-10JI0OKUTENBHBIX MIIAJEHLEB, a TAKKE CEPbE3HBIX HEKENATEIIbHBIX
peakuui y Jered, HaxoNALIUMXCsd Ha TIPYJHOM BCKapMIIMBaHUM, IPyJHOE BCKapMJIMBAaHHE
BUY-unpuurpoBaHHBIMY KEHIIMHAMH [TPOTHBOIIOKA3aHO (CM. pa3zaen 4.3.).

DepTUabHOCTH
JlanHble 0 BIMSHUM PUTOHABUPA Ha GEPTUIHLHOCTD YEIOBEKa OTCYTCTBYIOT. B uccienoBanusx y
’KAUBOTHBIX HEOJIArOMPHUsATHOTO BIUSHUS PUTOHABUPA HA PEPTUIILHOCTh HE OTMEYAJIOCh.

4.7. Bausinue HAa CHOCOOHOCTH YINPABJIATH TPAHCNOPTHBIMH CpeACTBAMHM M padorath ¢
MeXaHMu3MaMH

B nepuon neyennst He06X0AMMO COOIIOAATH OCTOPOKHOCTH ITPH YIPABICHUH TPAHCIIOPTHBIMU
CpeACTBAMHM M 3aHSITHM JAPYTMMU [OTEHUHUAIbHO ONACHBIMU BHAAMHU JACSATEIbHOCTH,
TpeOyIOIIMMH MOBBIIMIEHHON KOHIIEHTpAalMd BHHUMaHUA U OBICTPOTHl TMCHUXOMOTOPHBIX
peakui, Tak Kak Ipernapar MOXET BBbI3bIBATh COHJIMBOCTH, T'OJIOBOKPY)KEHHUE U JPYyTHe
n00OYHBIE ABJIEHUS, KOTOPbIE MOTYT BJIMATh HAa YKa3aHHbIE CIIOCOOHOCTH.

HccnenoBanusi ciocOOHOCTH K BOKJIEHUIO aBTOTPAHCIIOPTA M YIPABJICHUS ME€XaHU3MaMU He
MPOBOAMIIUCH.

4.8. HexkenareJibHbIE peaKUMU
Tabau4uHOE pe3lOMe HEXKENATENBHBIX PEAKIINIA

IIpumenenue pumonasupa 6 kavecmee GapmMaKoOKUHEMUUecKko20 yCUIumens

HexenaTenbHble  peaklMH, CBsI3aHHblE C MNPUMEHEHHEM pHUTOHAaBUpa B  KauyecTBE
(apMaKOKMHETUYECKOTO YCHIJIUTEINS, 3aBUCAT OT BBOAMMOIO COBMECTHO CHEIH(UYECKOTrO
uHruouropa mnporeas BUY. [Inga mnosnyueHuss MHQOPMALMK O HEXEIATEIbHBIX PEAKIHIX
oOparutrech K UWHCTPYKUMU IO TPUMEHEHUI0 KOHKPETHOTO COBMECTHO MPUMEHSEMOTo
uHruoburtopa nporeas BUY.
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Heorcenamenvhuole peaxkyuu, NnoJiy4eHHble 6 KIUHU4YeCcKux UCCIe008AHUAX u 6
nocmpe2ucmpauuOHHOM nepuode Y 63POCJIblX NAUUEHIMOB

Haubonee dacThiMH 3aperdCTPUPOBAHHBIMU HEXKEIATSIBHBIMU PEAKIMSAMHI CPEId TAIUCHTOB,
MOJTYYaIONUX MOHOTEPANMI0 PUTOHABHPOM WM PUTOHABUP B KOMOWHAIMHM C JAPYTUMHU
AHTHPETPOBUPYCHBIMHU TIpenapaTamMu, OBUIM HapyIIEHUS CO CTOPOHBI IMHIICBAPUTEIHHON
CHUCTEMBI (BKIIOYAs AUAPEIO0, TOIIHOTY, PBOTY, OOJIb B )KUBOTE (B BEPXHHUX M HUKHUX OTJIENaX)),
HApYIICHUS CO CTOPOHBI HEPBHOW CHUCTEMBI (BKJIIOYAs MAPECTE3UU U TMAPECTE3UI0 CIIM3HCTON
000JIOUKH pTa), a TAKKE YTOMIISIEMOCTE/aCTEHUIECKUM CHHJIPOM.

Co0011a10Ch 0 pa3BUTHH CIIEAYIOIINX HEKEIATSIBHBIX PEAKIMI OT CPETHEH 10 TSKEION CTETICHN
TSDKECTH, BO3MOYKHO HJIM BEPOSITHO CBSI3aHHBIX C NIPUEMOM pUTOHABUpa. B mpegenax kaxmou
TPYIIBI paCIpeIeTICHHSI IO YaCTOTE BCTPEUAEMOCTH HexelaTenbHbIe 3()(PEKTHI pacroioKeHbI B
nopsiIKe yOBIBaroOIIe 3HAYMMOCTH: o4deHb dacto (>1/10), wacto (>1/100, HO <1/10), HEwacTo
(>1/1000, O <1/100), penko (=1/10000, HOo <1/1000), ouenr penko (<1/10000), gacrora
HEM3BECTHA (Ha OCHOBAHUHW MMEIOIIMXCS TAHHBIX OIICHUTh HEBO3MOKHO).

Heoswcenamenvuuie peakuyuu 6 KiUuHU4YeCKux UCC/IC006AHUAX U nocmpezucmpauuOHHOM
nepuodey 63pOCJIblX nauuenmoes

Kiace cucrem opranos Yacrora HexenarenbHas peakuus
Hapymenus co ctoponsl kpoBu 1 Hacto CHIKEeHME yucIia JISUKOIMTOB, CHUYKEHHE
muMQpaTHUYECKON CHCTEMBbI KOHIIEHTPALlMU TeMOTNI00MHa, CHI)KEHUE Yncia

HEHUTPO(UIIOB, TOBBIIIICHUE YHCIIA
P03UHO(DUIIOB, TPOMOOIIMTONICHUS

Heuacto [ToBpIIeHNE YKcIa HEUTPOPHIIOB

Hapymenust co ctopoHsl UMMyHHOKHYacTo Peakuuu runepyyBCTBUTEIBHOCTH, BKIIIOYAS

CHCTEMBI KparuBHUILY U aHTHOHEBPOTUUECKHUI OTEK
Penko AHa(UITAKTUYECKHE PEaKITNN

Hapymmenust merabonusma u Yacro ['unepxonecrepuHeMus,

MATAHUS TUNIEPTPUTIIUIICPUIEMUS, TTOFarpa, OTeKH, B TOM

yucie nepudepuyeckue, 00e3B0KUBaHUE
(0OBIYHO CBSA3aHO C CUMIITOMAaMH CO CTOPOHBI
MUIEBAPUTEIBHON CUCTEMBI)

Heugacto CaxapHnslii tuabet

Penko ['mneprioukemMus
Hapymienust co croponsl HepBHOU  OdeHb yacToJlucreB3us, MapecTe3nn CIU3UCTON 000T0UKHI
CUCTEMBI pTa u nepudepuveckre napecTe3nu, rojJJoBHas
00J1b, FOJIOBOKPYKEHUE, Tepudepruueckast
HeHponaTus
Yacto becconnuiia, Bo30yxaeHue, CIyTaHHOCTb

CO3HaHUs, HAPpYILICHHUC BHUMAaHU,
CHHKOITAJIbHBIC COCTOAHMHA, SITNJIICIITHYCCKHUEC
[MpUIIaIKnu

Hapymenus co ctoponsl oprana  Hacrto HeuetkocTh 3peHust
BpeHUs

Hapymenust co croponsl cepaua  [HeuacTo Wudapkt Muokapaa

Hapymenust co croponsl cocynoB  Hacro ApTepuanbHasi THIIEPTEH3UsI, apTepuabHas
UIIOTEH3HUs, BKIIIOYasi OPTOCTATUYECKYIO
apTepHalIbHYIO TUIIOTEH3UI0, Tepudeprueckas
TUIIOTEPMHUS
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Hapymenust co cTopoHbl
HBIX&TGHBHOﬁ CUCTCMbI, OPraHOB
IPYAHOM KJIETKH U CPEIOCTEHHUSI

OueHn yacT

(MOCAEQOBATENEBROC TS 000T)

(anunr'wr;'ﬁ'n'nk B-POTOLIOTKE,- KA

PKenmyqouHO-KueyHble
HapyIIeHUs

Ouenp 4acTo

bonb B KUBOTE (BEpXHUE U HUKHUE OTJIETIBI),
TOILHOTA, uapes (BKIoYas THKEIyIo GopMy C
AIIEKTPOJIMTHBIMU HAPYIICHUSIMU ), PBOTA,
paccTpoiicTBa MUIIEBaAPEHUS

Yacto AHOpEKCHs1, METEOPU3M, S13Bbl POTOBOU
MOJIOCTH, KPOBOTEUCHHE U3 OPTraHOB
JKETYTIOYHO-KHUIIIEYHOT O TPaKTa,
racTpoasodareanbHas pedrrokcHas 00JIe3Hb,
MaHKPEATUT
Hapymenus co croponsl neuenu | Hacro ['enatuTt (BKJIIOYAsi MOBBIIIEHUE AKTUBHOCTH
Y JKEITYEBBIBOIAIINX ITyTEH acnaptaramuHotpanchepassl (ACT), AJIT,
ramMma-riryramunTpancdepassr (I'TT)),
MOBBILICHHE KOHLIEHTPAUK OMInpyOnHa B
KpPOBH (BKJIIOYAs KEITYXY)
Hapymenus co ctoponst koxku 1 | OueHb 3ya, ChIb (BKJIIOYAs SPUTEMATO3HYIO U
MOJAKOHBIX TKaHEH 4acTo MaKyJIOTamnyJie3Hyk0 ChIIb)
Yacto AxHe
Penxo Cunapom CtuBeHca-/[»KoHCOHA, TOKCUYECKUI
snuaepmaiibHbId Hekposn3 (TEN)
Hapymenust co cTopoHsI Ouenb ApTtpanrus u 6071 B CIIUHE
MBILIEYHOM, CKEJIIETHON U 4acTo
COCJIMHHUTENIBHON TKAHH Yacto Muo3ur, pabioMu0JIN3, MHAIITHS,
MHUOTATHS/TIOBBIIIEHHOE COJIepKaHue
kpeatuHpocdokunnaszsl (KOK)
Hapymenust co croponsl nouek u | Yacto VYyanieHHOoe MOYEHCITyCKaHUE, HapyIlIEHNE
MOYEBBIBOISIINX MTyTEH (GyHKIMM TTOYEK (HATPUMED, OJIUTYPUS,
MOBBIIIEHHE KOHIIEHTPAIUY KPEaTHHIHA)
Heuacto Octpast moueyHasi HeJOCTAaTOYHOCTh
Hewussect- | Hedponurtuas
HO
Hapymenust co ctopoHbl Yacto Menopparus
PENpOYyKTUBHON CUCTEMBI U
MOJIOYHBIX JKeJe3
OO6mue HapyiieHus u peakuuu B | OueHb CnabocTh, BKIIOYAst ACTEHUYECKUI CUHIPOM,
MeCTe BBEACHUS 4acTo «TPUITUBBI», YyBCTBO JKapa
Yacto Jluxopanaxka, moreps Beca
JIabopaTtopHbie U YacTto [ToBbIlIEHNE AKTUBHOCTU aMUJIa3bl, CHIXKEHHE
WHCTPYMEHTAJIbHBIC TAHHBIE KOHIICHTpAIlUX CBOOOTHOTO 1 00IIIEero
TUPOKCHUHA
Heuacto [ToBbIlIEHNE KOHIIEHTPALIMH TITIOKO3BI,

IMOBBIIICHNUEC KOHOCHTpAIW Maruus,
MOBBIIICHHE AKTUBHOCTH IIETOYHON
docdarasbl

PeaKI_[I/II/I, OTMCYCHHBIC KaK MMCIOIMNE HEU3BECTHYIO YaCTOTY BCTPEUAEMOCTH, OBLIM OTMCUYCHEI B

MTOCTPETUCTPALMOHHBIN ITEPUOI.
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Onucanue OTIeTbHBIX HEKEIATEIbHBIX DEaKIlH (MOCNEOOBATENEHOCTL 0001)

[ToBblIeHNE AKTUBHOCTH IEYEHOUYHBIX TPAaHCAMHHA3, B MATh pa3 U 0Oojee NpeBbIIIaroIiee
BEPXHIOIO TpaHMIly HOpPMAIbHBIX 3HAUEHUM, KJIMHUYECKas KapTHMHA TemaTuTa W JKeInTyxa
Pa3BUBAIUCH y NALMEHTOB, MOJYYAOIINX PUTOHABUP B KAU€CTBE MOHOTEPAIMH UIIM PUTOHABUD B
KOMOHMHAIIUU C APYTUMU aHTHUPETPOBUPYCHBIMHU ITpernapaTamH.

Tokazamenu memabonuzma

VBenuueHue Macchl Tela, a TaKXKe MOBBIIICHUE KOHLIEHTPAIMU JIMIHUJIOB U TIIOKO3bI B KPOBU
MOTYyT  HaONIOJaThCA BO  BpeMs  MPOBEACHHUS  aHTUPETPOBUPYCHOM  Tepamuu. Y
BUY-unpunmupoBaHHbIX MAallMEHTOB C TSDKEIbIM HMMMYHOAE(PHUIIMTOM Ha MOMEHT Hadaja
KOMOWHHUPOBAHHON aHTUPETPOBUPYCHOM TEPAMHU MOTYT Pa3BUBATHCS BOCTAIUTENbHBIE PEAKIIUU
Ha MPOTEKAIOMKEe OCCCUMIITOMHO WJIA OCTATOYHBIC ONMIOPTYHHCTHUYECKHWE HHQEeKIuu. Takxke
CO00I11aTI0Ch O CIyYasX pa3BUTHS ayTOMMMYHHBIX HapylIeHUH (Takux Kak 6ose3ns ['peiiBca); Tem
HE MEHee, BPeMsl MX Pa3BUTHUSl CHJIBHO BAPBUPYETCS, © OHU MOTYT Pa3BUBATHCS YEPE3 MHOIO
MECSLEB IIOCTIE Hayala Teparnui.

VY nanueHToB, TMOJY4YaBIIUX TEPANHUI0 PUTOHABUPOM, BKJOYAs TEX, y KOr0 pa3BUBAJIACh
TUIEPTPUTIUIICPUACMHUSI, HAOMIOAATUCH ClIydad pa3BUTUS MaHKpeaTUTa (B HEKOTOPBIX CIydasix
co cMmepTenbHbIM ucxoaoM). [lanuentel ¢ BUU-undekuueit Ha mo3aHel cTaauu MOTYT ObITh B
TpYIIE PUCKA MOBHIIIICHHOTO COJEPKAHUS TPUTIIUIIEPHUIOB KPOBU U Pa3BUTHS TaHKPEATHUTA.
Takxe perucTpUPOBAIHCH CITy9al OCTEOHEKPO3a, B YACTHOCTH, y MAIUEHTOB C OOMICH3BECTHBIMU
dakropamu pucka, ¢ BUY-undekuueit Ha mo3AHENW CTaAWM WIM AJUTENHHO MOTYYaIOIIUX
KOMOMHHMPOBAHHYIO aHTUPETPOBUPYCHYIO Tepanuio. VX yacToTa BCTpeuaeMOCTH HEU3BECTHA.

eTH
[Tpodwie 6e30macHOCTH pUTOHABUPA Y IETEH B BO3pAcTe OT 3 JIET M CTaplie CXOACH C TAKOBBIM Y
B3POCIIBIX.

Coo00111eHNs 0 TOA03PEBAEMBIX HEXKEJIATENIbHBIX PEaKIUIX
BaxHo coo01maTh 0 10103peBaeMbIX HeXXeIaTeIbHbIX PEAKLUAX II0CIIEe PErUCTPALlUY IIpenapara ¢

OCJIbIO obecneyeHus HCIIPEPBIBHOTO MOHHUTOpPHUHIA COOTHOMICHUA  «II0JIb3da —  PHUCK»
JICKApCTBCHHOT'O IIpCriapara. MG,Z[I/ILII/IHCKI/IM pa60THI/IKaM PCKOMEHAYCTCA COO6IJ_IaTB 0 JIOOBIX
MoAO3pCBACMBIX HCKCIIATCIIbHBIX PCAKIUAX JICKAPCTBCHHOI'O IIPCIiapaTa 4Cpe3 HAIIMOHAJIBHBIC
CUCTEMBI COOOILEHUSI O HEXKeJIaTeJIbHbIX pPEaKIUsIX TroCyAapcTB — 4JeHOB EBpasuiickoro
OKOHOMHNYECKOI'O COHO3a.

Poccuiickas enepanus

®denepanbHas ciiyx0a 1o Hag30py B cepe 3ApaBOOXPaHEHUS.

Anpec: 109012, r. Mocksa, CnaBsHCKas TUIOMIANb, 1. 4, ctp. 1.

Tenedon: +7 (800) 550-99-03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B I/IH(I)OpMaI_II/IOHHO-TCHGKOMMYHHKaHHOHHOﬁ CCTU ((I/IHTepHeT»:
https://www.roszdravnadzor.gov.ru

4.9. lepeno3npoBka

CuMOTOMBI

Jlanaple 00 OCTpoil mepeno3upoBKe MpU MPUMEHEHHH PUTOHABHpA y UYEJIOBEKa OTPaHUYCHBI.
OIMH TanMeHT, NPUHUMABIIMKA y4acTHE B KIWHUYECKOM MCCIEAOBAHUM, MPUHSI 103y
putonaBupa 1500 mr/cyT B TeueHue 2 qHEH, OCie Yero HabII01auch MPOSIBJICHUS ITapECTE3NH,
KOTOPBIE MCUE3NU TOCIe CHUKEHHsSI J03bl. B MOCTpEerucTparioHHOM TMepuoae ObUIO MONyYeHO
COO0O0IIIeHNE O TOYEYHON HETOCTATOYHOCTH M 303UHO(PIIINY TIPU TIEPEI03UPOBKE PUTOHABHPA.
PutoHaBup XapakTepus3yeTrcsi HU3KUM IMOTEHIIMAJIOM OCTPOM TOKCHYHOCTH MPU NEPOPATHBHOM
Ha3HAYCHHH.
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JleueHne

Criermuduueckuii aHTUIOT JUIsl PUTOHABUPA OTCYTCTBYET. JIedeHne nepe1o3upoBKH PUTOHABUPOM
JOJDKHO BKJIIOYATh OOIIME CHUMITOMATUYECKHE MEphl, B TOM 4YHCIE KOHTPOJIb OCHOBHBIX
IIOKa3aTeNel KU3HEACITEIbHOCTH U KIMHUYECKOTO COCTOsIHUSA nanMeHTa. [Ipemiaraercsa taxke
BKJIIOYaTb B CXEMY JIEYCHUSA [EPEJO3UPOBKH IIPOMBIBAHHME JKEIyJKa M Ha3HA4YEHUE
AKTUBUPOBAHHOIO yriid. Tak Kak pUTOHABUpP MHTEHCUBHO META0OJIM3UPYETCS B INEYEHU U B
BBICOKON CTEIIEHU CBS3BIBACTCA C OENKaMM IUIa3Mbl KPOBHU, JUAJIU3, BEPOSTHO, HE IO3BOJIUT
IIPOU3BECTH BBIBEJICHUE IIpenapara U3 OpraHu3Ma Ha JOCTaTOYHOM YPOBHE.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHE CBOICTBA

@®apMakoTepaneBTUYECKass IPYIIa: MPOTUBOBUPYCHBIE CPEJICTBA CHCTEMHOIO JEHCTBUS;
IPOTUBOBUPYCHBIE CPEJCTBA MIPSIMOTO AEHCTBHSI; HHTMOUTOPHI IIpOTEa3s.

Kon ATX: JOSAEQ3

MexaHu3M ASHCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/Ie Sd)d)eKTbI

Ilpumenenue pumonasupa 6 kauecmee hapmaKoOKUHEMUUECKO20 YCUNUME]LSL

JleiictBre puTOHaBUpa Kak (HapMaKOKMHETHYECKOrO YCWIHTEIS OCHOBAaHO Ha AaKTHBHOCTHU
PUTOHABHpA KaK MOIMHOTO HWHTHOWTOpAa METa0OJU3Ma, OIOCPEIOBAHHOTO HM30(EPMEHTOM
nutoxpomMa CYP3A. Crenenb ycuiieHusi cBsizaHa ¢ METa0OJIM3MOM COBMECTHO IMPUMEHSEMOTO
uHruouTopa mporeasbi BMY wu BiusHMs wHruouropa mnporeassl BMY Ha Merabonmsm
puTOHaBHpA. MaKCUMaJIbHOE HWHTHOMPOBAHUE METa0OJW3Ma IMPH COBMECTHOM IPUMEHCHHUH
uHruourtopa nporeassl BUY, kak npaBuio, nocruraercs npu ao3e puroHasupa ot 100 mr ogun
pa3 B cytku 10 200 Mr ABa pa3a B CYTKH, U 3aBUCUT OT COBMECTHO MPUMEHSIEMOT0 HHTHOUTOpa
nporeazsl BUY. [lomonHutenbHy0 WHGOPMALMIO O BIUSHUU PUTOHABHpPA Ha METaOOIM3M
COBMECTHO IpUMEHseMoro MHruouropa mnpoteassl BUY cm. paszgen 4.5., Takke ciemyer
O03HAKOMHTHCS C WHCTPYKIMEH MO TMPUMEHEHUIO COOTBETCTBYIOIIUX WHTHOUTOPOB MPOTEA3bI
BUUY.

Ilpumenenue pumonasupa é Kauecmee aHMUPemposUPYCHo20 npenapama

PutonaBup mpencraBiser coboit  mHrHOWTOp acmaptui-mporeas3 BUY-1 u  Bupyca
uMMyHoAepuiuTa yenoseka 2 tuna (BUY-2) nns npuema BHYTpb, aKTUBHBIN MENTHAOMUMETHK.
WNurubuposanue mnpoteassl BMU mnpensTcTByeT paspblBy MOJIMIIPOTEHMHA-NPEIIECTBEHHUKA
Gag-Pol, uro mpuBoaut k obpazoanuio yactuin BUY ¢ Hespenoir MOpdoIorueii, KoTopsie He
CHOCOOHBI K WHOHUIMPOBAHUIO KIETOK. PHTOHaBHp 0ONagaeT CEIeKTHBHBIM CpPOJICTBOM K
nporeaze BUY u mposiisier He3HAUUTEIbHYIO WHTMOMPYIOUIYIO AaKTUBHOCTh B OTHOILIEHUU
acrapTUII-IPOTea3bl YEJIOBEKA.

PuTtonaBup ObUT IEpBBIM MHTHOMTOPOM MpoTeasbl (0gobpeH B 1996 rony), sddexkTuBHOCTH
KOTOPOTO ObIJIa JOKa3aHa B UCCIIEIOBAHUH C KIIMHUYECKUMHU KOHEYHBIMU TouKaMu. OTHAKO U3-3a
METa0OJMYECKUX WHTHOMTOPHBIX CBOWCTB pPUTOHAaBHUpAa €ro TPUMEHEHHE B KavyecTBe
(apMaKOKMHETUYECKOTO  YCUJIMTENSl JPYyrUX HHTUOUTOPOB MpoOTea3bl sABIseTcs Ooiee
pacrpoCTpaHEHHBIM B KIIMHUUYECKON MpakTUKe (cM. pa3zaen 4.2.).

Brnusanue na snekmpoxapouocpammy

NutepBan QTCF onenuBanm B paHIOMH3MPOBAHHOM, IJIae00- W aKTUBHO- (MOKCH()IOKCAIIH
400 mMr oxuH pa3 B JI€Hb) KOHTPOJUPYEMOM IEPEKPECTHOM HCCIENOBAHUM Yy 45 310pOBBIX
B3pocibiX ¢ 10 n3mepenusimu B TeueHue 12 yacoB Ha JleHp 3. MakcumanbHas cpenssas (95 %
BEPXHSIS IOBepUTENIbHAS I'panuiia) pasauna B QTCF ot murae6o cocrapmsa 5,5 (7,6) s 400 mr
2 pa3a B CYTKM NpPUMEHEHHUS pUTOHaBHUpa. YpoBeHb puTOoHaBHpa Ha J[lenb 3 nHaOmromancs
npuMmepHo B 1,5 pasza Bbliie, yeM npu npuMeHeHun 600 mr 2 pas3a B CyTKHM B CTallHOHApPHOM
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Mc OT 0a3zoBoil jauHMM WM HHTepBana QTCF, mpeBbIIaromero MOTEHIHUATbHO KIMHUYECKU
3HauuMbIi nopor B 500 mc.

HesnauutensHoe npoaneHue uHTepBaja PR Takke oTMedanoch y MAalMEHTOB, MOJIY4aBIIMX
pUTOHABUp B TOM ke HccienoBaHuu Ha Jlenp 3. CpenHue u3MeHeHus oT 0a30BOM JIMHUU B
untepsane PR BapsupoBanmuch ot 11,0 1o 24,0 mc B 12-yacoBoil HHTEpBaI 10C/I€ IPUMEHEHUS
n0361. MakcumanbsHblid uHTEpBaNl PR coctaisit 252 Mc, u GJ10Kaabl cepalia BTOPOH WK TPeTher
CTEINEeHU He HaOmoaaIoCh (cM. paszaen 4.4.).

Pesucmenmnocmo

W3zonsater BUY-1, pe3ucTeHTHbIE K PUTOHABUPY, ObLIM BBIACIACHBI IN VILr0 W y MAIMEHTOB,
MOJTyYaBIINX TEPANEBTHYECKUE JO3bI PUTOHABUDA.

CHIKEHHE aHTUPETPOBUPYCHON aKTUBHOCTH PUTOHABUPA CBSA3AHO, MPEXKIE BCETO, C MyTAIMAMU
npoteassl V82A/F/T/S u 184V. HakoruieHne Qpyrux MyTaluii B T€HE MPOoTeassl (B TOM YHCIE B
nonoxkenusx 20, 33, 36, 46, 54, 71 u 90) Taxke MOXKET CIOCOOCTBOBATH PE3UCTECHTHOCTH K
putoHaBupy. IlOCKONBKY HaKalUIMBAIOTCS MYTAalldd, CBSI3aHHBIC C PE3UCTCHTHOCTBHIO K
PUTOHABUPY, BOCHPUMMYUBOCTh JAPYTUM HHTHOUTOpaM MPOTEa3bl MOKET YMEHBIIAThCS H3-3a
NepeKpecTHON pe3rcTeHTHOCTU. CreayeT MPOKOHCYIbTUPOBATHCS I MOTYYSHHS] KOHKPETHOU
WH(OPMAIIUK O MYTAIUSIX IPOTEa3bl, CBI3AHHBIX C YMCHBIICHUEM PEaKIIMH Ha JTAHHBIC BEIIESCTBA
B COOTBETCTBUU C HWHCTPYKIMEH IO NPUMEHEHHWIO IAPYTUX WHTHOUTOPOB MPOTEa3bl WIIH
opHUIIMaTEHBIMUA OOHOBJICHUSIMH.

Dapmaxoounamuyeckue KiuHuvecKue OaHHvle

Bausinue puronaBupa (IpM MOHOTEpAlMM WM B COYETAHUU C APYIMMH NPOTUBOBUPYCHBIMHU
npenapaTtamM) Ha OHMOJIOTMYECKHE MapKepbl aKTUBHOCTH 3a00J€BaHUs, TaKWe KaK KOJIMYECTBO
CD4 kuerox u BupycHoii PHK, onieHuBanuch B MHOTOUHCIEHHBIX KIIMHUYECKUX MCCIIEI0BAHUSX C
yuactueM BUY-uH(puumupoBaHHbBIX TAI[UEHTOB.

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

Abcopbuus

AGcomoTHasi OMOIOCTYITHOCTh U CTENIEHb BCACHIBAHUSI PUTOHABUpPA HE YCTAHOBIIEHA, TOCKOJIBKY
OTCYTCTBYET JIEKapCTBEHHass ¢opma s TapeHTepalbHOTO BBeACHUsA. DapMaKOKHHETHKA
pUTOHaBMpa MpPU MHOTOKPAaTHOM TIPUMEHEHMHM HE HaTomlak Oblja U3ydyeHa Yy
BUY-unpuurpoBaHHBIX B3pOCHbIX TOOPOBOJBIEB HE HATOIIAaK. [Ipy MHOrOKpaTHOM IpHeMe
KyMYJISIIAS. PUTOHABUPA HECKOJIBKO MEHBIIE, YeM pacCUMTaHHAs Ha OCHOBAaHUHM OJHOKPATHOM
JI03bI, ¥ 3aBHCHT OT BPEMEHH JICUYCHHS WU JI0303aBUCHUMOTO YBEIMUYEHUS KaXKYIIErocs KIMpeHca
(CL/F). bb1o 00HapyXEHO, YTO OCTATOYHASI KOHIIEHTPALMS PUTOHABHUPA HEMHOTO YMEHbIIIATACh
C TEYEHHEM BPEMEHHU, BO3MOXHO, U3-3a MHAYKIMH (PEPMEHTOB, OHAKO, CTAOMIN3UPOBAIACh K
OKOHYAHUIO JBYX HeJenb. BpeMs nocTukeHUs MakCUMalibHOW KOHLEHTpauuu (Tmax) mpu
YBEIMYCHUH JI03Bl OCTABaJIOCh IMOCTOSHHBIM Ha YPOBHE PUMEPHO paBHOM 4 wacam. [Toueunsrii
KJIMpEHC cocTaBiisieT B cpeaneM MeHee 0,1 JI/94 M OTHOCHTEIBHO MOCTOSIHEH NMPH MPUMEHEHUU
Pa3INYHBIX JO3UPOBOK.

dapMaKOKMHETHYECKAE TapaMeTphl, HaOJroJaeMble C PAa3IMYHBIMH CXEMaMHU JIO3MPOBAHUS
TOJILKO PUTOHABHPA, TOKa3aHbI B TAOJINIIE HIKE.
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100 mr 1 pa3 B|100 mr 2 pa3a200 mr 1 pa3 B200 mr 2 pa3a600 mr 2 pa3a B
CYTKHU B cyTKn! CYTKHU B CYTKHU CYTKHU
Cmax (MKI/Mi1) 0,84 +0,39 0,89 34+1,3 4,5+ 1,3 11,2 £3,6
Ctrough (MKI/Mu1) 0,08 £0,04 0,22 0,16 +0,10 0,6 £0,2 3,7+2,6
AUC 2 win 24/6,6 £ 2,4 6,2 20,0 £5,6 21,92 +6,48 [77,5 £31,5
(MKT*4/MiT)
t12 (1) ~5 ~5 ~4 ~8 ~3 110 5
CL/F (;1/9) 17,2 £6,6 16,1 10,8 £3,1 10,0 £3,2 8,8 £3,2

! 3HaueHUSA BBIPpa’XCHbI B BUJI€C I'COMETPUUCCKUX 3HAYCHMH. HpI/IMC‘IaHI/IeZ pUTOHABUP BBOAUJIHU
MOCJIC €Abl IJIAd BCEX NCPCUNUCIICHHBIX CXCM.

Bausnue nuwu na nepopanvHoe écacviganue
[lpy mpuMeHeHMM MperapaTa BO BpeMsl NMpUEMa IMUIIM MPOUCXOAUT HEOOJBIIOE CHUKECHUE
OMOIOCTYTHOCTH TabJIETOK PUTOHABUPA.

Pacnpenenenue

Kaxymmiics oo0bem pacnpenenenus (Ve/F) puronaBupa cocrasisier npumepro 20-40 i mocie
oJTHOKpaTHOH 110361 600 Mr. CBsI3pIBaHUE PUTOHABHPA C OEIKaMH TUIa3Mbl y YeJIOBEKA COCTABIISCT
0K0J10 98-99% U sBJIsETCS TOCTOSHHBIM B uana3one konneHtpanui 0,1-100 mxr/mi. PutonaBup
CBS3BIBACTCS KaK C ajb(ai-KUcibIM rimkonporensoMm denoeka (AAG), Tak u ¢ anbOyMHHOM
CBIBOPOTKH KpoBH yenoBeka (HSA) co cpaBHUTEIEHO OIMHAKOBBIM CPOJICTBOM.

Wccnenosanus pacipeenenus B TKaHaX ¢ 1*C-MedeHbIM PUTOHABUPOM Y KPBIC MOKA3alH1, UTO B

IICYECHHU, HAIIOYCYHHKAX, MOPKEITyJOUHOH XKeJe3€e, IOYKax U IUTOBUIHOM JKeJe3e CONepiKaTcs
HauOoJbIINEe KOHIEHTpauuu puToHaBupa. COOTHOLIEHHWE pacHpeseNeHusl TKaHb/I1a3Ma,
U3MEPEHHOE B TUM(ATUIESCKUX Y3JIaX KPBIC, COCTABIISIET MPUOIM3UTENHHO | M Ipermonaraer, 4To
PUTOHABHp pPACIpPOCTpaHseTCs] B TKAaHU JHUM(aTuyeckoil cucreMbl. PUTOHaBUpP MHHHMMAJIBHO
IIPOHUKAET B MO3T.

buotpanchopmanusg

Bb110 0TMEYEHO, YTO PUTOHABUP MHTEHCUBHO META0OIM3UPYETCs ¢ ydacTueM ruroxpoma P450
IIeYeHH, B OCHOBHOM, ¢ y4dactueMm uzogepmenta nuroxpoma CYP3A u, B MeHblIel cTeneHu,
CYP2D6. UccnemoBanusi Ha )KUBOTHBIX, & TAKIKE IKCIIEPUMEHTHI IN VItro ¢ MUKpOCOMaMH Me4eHH
YyelloBeKa IOKa3aJd, YTO PUTOHABHP B TEPBYID OdYepeAb IOJBEPTalcs OKUCIUTEIbHOMY
MeTaboIu3My.

VY uenoBeka HaWjgeHo 4 wmerabonuTa puTOHaBUPA. OCHOBHBIM SIBJISETCS OKHUCIMTEIbHBIN
MeTabonuT u3onponuiTuazon (M-2), mpoTUBOBUpPYCHasi aKTUBHOCTh KOTOPOTO OJIMHAKOBA C
ncxonaeiM coequaenneM. Onaako AUC meraboimra M-2 cocrasister Bcero 3 % or AUC camoro
VCXOJHOIO COEIMHEHMUS.

Huskue 103b1 puUTOHaBUpPAa OKa3bIBAIOT CHJIBHOE BIHUSHHE Ha (PapMAaKOKUHETHKY JAPYTHX
UHTUOMTOPOB TpoTea3sl (M Jpyrux BemiecTB, Merabommsupyembix CYP3A4), a npyrue
WHTHOUTOPHI TPOTEA3hl TAKKE MOTYT BIMSITH Ha JapMaKOKUHETHKY PUTOHABHpA (CM. pazaen 4.5.).

DIuMHHAIHS
HccnenoBanust demoBeka ¢ pagloaKTUBHO MEYEHBIM PUTOHABHPOM IOKA3ajdd, YTO PUTOHABUP

BBIBOJMTCS, TJIaBHBIM O0Opa3oM, uepe3 TenaToOMIHapHylo cuUcTeMy; NpuOnusurensHo 86 %
pPaIMOaKTUBHOM METKH OBLIO BBIZENCHO M3 Kajla, 4acTh KOTOPOM, BEPOSTHO, COOTBETCTBYET
HeaOCOpOMPOBAaHHOMY PUTOHABHPOM. B ATHX MccaenoBaHUSIX BBIBEJICHNE Ye€pe3 TTOUYKH HE OBLIO
OOHapyXeHO KaK OCHOBHOW crnoco0 BBIBEIEHHS PUTOHABHpPA. OTO COOTBETCTBOBAJIO
HaOJIOIEHUSM B MCCIIEJIOBAHUSAX HA )KUBOTHBIX.
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[ToveyHast HEOCTATOYHOCTD (MOCNEOOBATENBHOCTE 00017)

PapMaKOKMHETUYECKUE MapaMeTpbl PUTOHABHpA HE M3YYEHBl Y NALUEHTOB C HAPYIICHUSAMU
¢ynkuuu mouyek. OpHAKO, MOCKOJIBKY MOYEYHBIH KIMPEHC PUTOHABHPA OYEHb Mayl, HHUKaKUX
U3MEHEHUH 001IEero KIMpeHca Tela He 0XKUIaeTCs Y MAUEHTOB ¢ HapyIIEeHUSAMH (QYHKIIUHU [TOYEK.

[leyeHouHast HEJIOCTATOUYHOCTh

[Tocrie MHOTOKpAaTHOTO JTO3UPOBAHUS PUTOHABHpPA 3I0POBBIM J100poBoibiam (500 mr 2 pas3a B
CYTKH) U MalMEHTaM C JIETKUMHU WJI YMEPEHHBIMHU HapylIeHUAMU (yHKIMK NieueHu (knacc A u B
no mkane Yaina-ITeto, 400 Mr 2 pa3a B CyTKH) pUTOHABUP MOCIE HOPMATU3AIUU 1036l HE OBLIT
CYILIECTBEHHO Pa3IMYEH MEXKAY STUMU ABYMS TPYIIIAMHU.

JInna moXusoro Bo3pacra

Puronasup B mia3zme kposu y nanueHToB 50-70 et npu npumeHeHuH B 1o3e 100 Mr B coueTanuu
C JIONMHABUPOM UJIH B 00JIe€ BBICOKHX J103aX, HO 0e3 HHruouTopoB npotea3sl BUY He oTiinyaercs
OT TaKOBOH y MalMEeHTOB 00Jiee MOJIOIOTO BO3pacTa.

eTu
YcTraHoBiIeHHbIE (apMaKOKMHETUYECKHE MapaMeTpbl pUTOHABUpa ObUIM OLIEHEHBI y jaeTeil ¢
BUY-undexiueii crapiie 2 1T, IOMydaBIIuX 03561 0T 250 mr/m? 10 400 Mr/m? 1Ba pas3a B CyTKH.
KoHIeHTpaIus pUTOHABUPA B KPOBHU TI0cie mpuema 103 oT 350 mr/m? no 400 mr/m? nBa pasa B
CYTKU y JieTell cpaBHMMa C KOHLIEHTpalued pUTOHABHpA y B3POCIBIX, NMpUHUMaBIIUX 600 mr
(oxo710 330 Mr/m?) 1Ba pasza B CyTKH.

Bo Bcex rpymnmax 103 KIMPEHC PH IepopaibHoM Tpreme putoHasupa (CL/F/m?) 6bi1 mpuMepHO
B 1,5-1,7 pa3 ObicTpee y nereli crapie 2 JIeT, YeM Y B3POCIIBIX.

CrabunbHble  (apMaKOKMHETHYECKHE IlapaMeTpbl pPUTOHABUpAa OLEHUBAIM y JeTed ¢
BUY-undexnueit muaamie 2 jget, moay4aBHIuX 10361 0T 350 mr/m? o 450 mr/m? nBa pasa B CyTKH.
KoHueHnTpanum puToHaBupa B 3TOM HCCIIEIOBAaHUN OBbLIIM OYCHb BapruaOeIbHbI 1 HECKOJIBKO HUXKE,
YeM y B3pOCIHBIX, TTomydaBmmx 600 mr (mpubmmsurensHo 330 Mr/m?) nBa pasa B cyTKH. Bo Bcex
rpynmax 103 kaupenc putonasupa (CL/F/m?) yMmeHbliancs ¢ BO3pAacTOM CO CPEIHHMH
snauenuamu 9,0 1/4/mM? y neteit B Bospacte 10 3 Mecaues, 7,8 1/u/M? y neteii B BozpacTe oT 3 710 6
Mecses u 4,4 1/4/M? y eTeit B Bo3pacTe oT 6 10 24 MecAIeB.

6. PAPMAIIEBTHYECKHE CBOMCTBA
6.1. IlepeyeHb BcOMoOraTeIbHbIX BelleCTB
Conep’umoe KarcyJibl:

Kpaxman npexxenaTiHu3upOBaHHbBIN

JlakTO3BI MOHOTHIpPAT
Tanbk
Marnus creapar

CocraB 000JI0YKH:

Kancyna meepoas socenamunosas Ne 2

Kopnyc kancynwi:
Kenatuna

Bona ounimennas
Turana quokcun (E 171)

Kpviuweuxa xancynol.

Kenatun

Bona ounimennas

Tutana auokcun (E 171)

Kpacurens conneunstit 3akat xentsiii (E 110)
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Kpacurens xuHommHOBBIH sxenThiil (E 104)

Kpacurens 6punnrantoBslil rony6oit (E 133)

6.2. HecoBMecTUMOCTE
He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )
2 roja.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUH
XpaHUTh B 3alIMIIEHHOM OT CBETa MECTE MpHU TemnepaTrype He Boiie 25 °C.

6.5. XapakTep u coaep:kaHue NePBUYHOI YIIAKOBKH

I[To 10 xancyn B 6mmucrep u3 wienku [I1BX u anromuaueBoit honbru.

ITo 1, 3, 6, 9 unu 10 GimcTepoB BMECTE C MHCTPYKLIMEN IO MEAUIIMHCKOMY IIPUMEHEHUIO B IIAUKy
U3 KapTOHA Ui MOTPEOUTEIHCKOM Taphl TUIIA XPOMOBBIN UIIH XPOM-3p3all.

I[To 10, 30, 60, 90 unu 100 karcyn B INIaCTUKOBYIO OaHKY U3 MOJIMATUIICHTEpedTanarTa,
YKYIMOPEHHYIO IJIACTUKOBOM KPBIIIIKON U3 MOJMATUIICHA BEICOKOM MIIOTHOCTH HU3KOTO JIABJICHUS
C KOHTpPOJIEM MEePBOTO BCKPHITUA. Ha OaHKy HaKJIEMBAIOT STUKETKY U3 OyMaru mucueu, uiu
STUKETOYHOM, UM CAMOKJICSIIYIOCS ITHKETKY.

[To 1 6anke BMeCTe ¢ MHCTPYKLMEH MO MEIUIIMHCKOMY MPUMEHEHHUIO B MAuKy U3 KapTOHA JUIs
NOTPEOUTENBCKOM Taphl TUIIA XPOMOBBIN WM XPOM-3p3all.

6.6. OcoOble Mepbl TIPEIOCTOPOKHOCTH TPH YHUYTOKEHHHM HCIOJIb30BAHHOTO
JeKAapCTBEHHOI0 mpenapara WJIH OTXOA0B, TWOJYYEHHbIX 1OCJe TNPUMEHEHHs
JIEKapCTBEHHOT'0 MPenapara, u Apyrue MAaHUMYJISIIIUH C penapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUS

Poccuiickas @enepanus

000 «9OnBancn Papmar

308010, benropockast 06J1., MyHUITMTIATIBHBIN paiioH benropoackuii, r.m. mocenok CeBepHBIH,
nrt. CeBepHbIii, yi. bepe3onas, 31. 5.

Ten.: +7 (4722) 20 23 19

Anpec snexTpoHHO# mouThl: factory@atcl.ru

7.1. IlpencraBureib AepxaTesss peruicTPAMOHHOI0 YA0CTOBEPEeHUs

[IpereH3un noTpedUTeNeH HANPaBIAATh 110 a/IPECY:

Poccuiickas ®enepanus

000 «9OnBancn Papmar

308010, benropockast 06J1., MyHUITMTIATBHBIN paiioH benropoackwuii, r.m. mocenok CeBepHBIH,
nrt. CeBepHbIii, yi. bepe3onas, 31. 5.

Ten.: +7 (4722) 20 23 19

Anpec snexrponHo# mouTsl: factory@atcl.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHU A

9. JATA TEPBUYHOMN PEIMCTPAIIMM (IIOATBEPXKJIEHUSI PETHCTPAILIUM,
HEPEPEITUCTPALINN)
JlaTa nmepBoii perucTpanuu:
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(NOCNEOOBATENEHOCTE 0001)

10. JATA IIEPECMOTPA TEKCTA

OOmiasi XxapakTepHCTHKa JIEKApPCTBEHHOTrO mpemapara PUTOHaBHp-DIBAaHCI [IOCTYIHA Ha
UH(POPMALIMOHHOM rnopraie EBpasuiickoro SKOHOMHUYECKOI0 COr03a B
nH(pOpMaIIMOHHO-KOMMYHUKAIIMOHHOM cetn «HTepHeT™ http://eec.eaeunion.org/.
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