COOTBETCTBYET 3KCMEPTHOMY OTY

ot 11.05

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOTO IPEHAPATA"

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O ITPEITAPATA

PutonaBup, 100 mr, TabieTKH, MOKPHITHIC TIJICHOYHON 000JIOUKOH.

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB

JelicTByroniee BeIeCTBO: pUTOHABUD.
Kaxxnas tabierka, HOKphITast IIICHOYHOU 0005109KO0i, coaepkut 100 Mmr puroHaBupa.

[TonHbIi IepeyeHb BCIIOMOTaTEIbHbBIX BEIIECTB IPUBENIECH B pazene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE MIICHOYHONH 00OJIOUYKOM.

OBaybHBIC, JABOSKOBBIMTYKJIBIE TAOJETKH, IOKPBITHIC IUICHOYHOW OOOJIOYKOW OENoro WM IMOYTH
OeJtoro mBera.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusi K NPUMEHEHH IO

[Ipemapar PutoHaBHp TMOKa3aH B3POCHBIM M JAETIM cTapme 3 JeT Juis jedenus BUY-1
MH()EKINH B COCTaBe KOMOMHUPOBAHHOM TEpaIuu.

4.2. Pe:kxuM 103UPOBAHMS M CTIOCO0 MPUMeEHeHUst

PuronaBup n0KeH Ha3HAYAThCS BpauaMu, UMEIOIIUMU onbIT JedeHuss BUY-unpexumn.

PexxuM 103upoBaHus

prweHeHue 6 Kavecmee d)apMaKOKuHemuHQCKOZO ycunumei

[Tpu Ha3HAYEHMM CHMKEHHBIX /103 PUTOHABHpa B KOMOMHALIMU C APYTMMU MHTHOUTOpaMM MpoTeas
BUY (nanpumep, B ciiydasx, KOT/1a pUTOHABUP UCHOJB3YETCS B KauecTBe (papMaKOKHMHETUYECKOTO
YCWIMTENST JIpyT'ux HMHruoutopo mnporea3 BUY) cnenyer, B TOM dHciae pPyKOBOACTBOBATHCS
nHpopmanuen, coaepxkameincs B HMHCTPYKIMSIX IO NPUMEHEHHWI0O W JAHHBIMU KIMHUYECKUX
UCCIIEIOBAaHUM  COOTBETCTBYIOIIMX HMHruburopoB mnporeas BHY. Ilepeuncrnennsle Huxe
uHruourtopsl nporeassl BUU-1 paspemiensl k NpuMeHEHHI0 B KOMOMHAIIUM C PUTOHABUPOM B
KayecTBe (apMaKOKUHETUYECKOTO YCHIIUTEIIS.

Bspocnvie

AwmmnpenaBup 600 mr asa pas3a B cytku c¢ puroHaBupoM 100 mr aBa pasa B CyTKU. ATazaHaBUP
300 mr omuH pa3 B cytku ¢ putoHaBupom 100 Mr oguH pa3 B CyTKH.

®ocammnpenasup 700 mr 1Ba paza B cyTku ¢ putoHaBupoM 100 mr iBa pasza B CyTKH.
JlonunaBup/putonasup (komounuposanHas popma) 400 mr/100 mr mnu 800 mr/200 wmr.

CakBuHaBup (y MalMEHTOB, KOTOPbIE paHee MOIydaad aHTHPETPOBHpPYCHYIO Tepanuto): 1000 mr
JIBa pa3a B CyTKH ¢ puToHaBrpoM 100 mr /1Ba pa3a B CyTKH.

CakBuHaBup (y MalMEHTOB, KOTOpPHIE paHEe HE TMOJydadd aHTUPETPOBHUPYCHYIO TEPaIuIo):
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cakBuHaBup 500 Mr 1Ba pasza B cyTku ¢ puToHaBupom|100 mr ﬁ%vaMkHTEMMEE@pHI' 2

nHeil, 3areM cakBuHaBup 1000 mMr nBa pasa B cyTku ¢ putoHaBupoM 100 Mr nBa pas3a B CyTKH.

Tunpanasup 500 mr nBa paza B CyTku ¢ putoHaBupoMm 200 Mr nBa pa3a B CyTKU (THUIIpaHABUP B
KOMOMHAIIMKM C PUTOHABHPOM HE CIEAYeT MPUMEHSTHh y MAIMEHTOB, KOTOPHIC paHee HEe MOJydaln
QHTUPETPOBUPYCHYIO TEPAIIHUIO).

HMapynaBup (y DalMeHTOB, KOTOPbIE paHee MOIy4Yald aHTUPETPOBUPYCHYIO Tepamnuto): 600 Mr nBa
pasa B cyTku ¢ putoHaBupoM 100 Mr 11Ba pa3a B cyTku. Takke BO3MOXKHO IPUMEHEHHE AapyHAaBUPA
800 mr oauH pa3 B cyTku ¢ puroHaBupoM 100 Mr oaun pa3 B cyrku. Jlns mnosmydeHus Oosee
noJpoOHOI MHGOPMaIMK, BKIIOYAs NPUMEHEHHE IperapaTa OJUH pa3 B CYTKH y MAIMEHTOB,
KOTOpBIE paHee MPHUMEHSUIM aHTUPETPOBUPYCHYIO TEpaIMio, CJIEeIyeT BHUMATEIbHO H3Y4YHUTh
MHCTPYKIHIO IO IPUMEHEHHUIO JapyHaBUPA.

HapyHaBup (y ManueHTOB, KOTOPBIE paHee HE MOJIydald aHTUPETpOBUpYCHYyI0 Tepanuio): 800 mr
OJIMH pa3 B CYTKHU ¢ puToHaBrpoM 100 Mr oIvH pa3 B CYTKH.

IIpumenenue pumonasupa 6 kavecmee aHMUpPEmpoO8UPYCHO20 CPeoCmea

B3spocabie

[To 600 mr (6 Tabnerok) nBa pasa B cyrku. Cyrtounas go3a cocrasisier 1200 mr. Iloctenennoe
yBEJIMYEHHUE 103bl NpenapaTa PUTOHaBUpP B HauyalbHbIM MEpUO] JEUEHHUS MOXKET CIIOCOOCTBOBATH
YIIy4IIEHUIO TIEPEHOCUMOCTH IpenapaTa. HauanpHas no3a qoikHa cocTaBisTh He mMeHee 300 mr
JIBa paza B CyTKM B T€UEHHUE NEPBbIX 3 JAHEH, Aajee 103y yBEJINYMBAIOT (KaX10€ YBEIUYEHHUE JI03bI
—Ha 100 mr 2 pasza B cytku) 10 600 Mr 2 pa3a B CyTKM B T€UEHHE NEPHUOJA, HE MPEBBILIAIOIIETO
2 Henenb. He cnenyet nponoikare jgeueHue npenaparoM Puronasup B no3e 300 mr 2 pasa B CyTKH
Oouee 3 nHEH.

Kombunupoesannvie cxemul 1eyenus ¢ 08ymsa uncubumopamu npomeasvl BUY (UI1)

Knunuueckuii  onmbIT  KOMOMHMpPOBAHHOM — TepamuM, MpeAyCMAaTpUBAIOLIEH  MPUMEHEHHE
TEpareBTUYECKUX 103 PUTOHABUpPA B COYETAHMHM C JAPYrUM MHruOuTOpoM mpoteassl BUY,
orpaHuyeH. PUTOHaBUp B 3HAYMTEIHHOW CTENEHH CHMXKAET MeTa0oJn3M OOJBLIIMHCTBA JPYIHX
UHTUOMTOPOB BUPYCHBIX mporea3. CrenoBaTenbHO, NpPU HA3HAYEHUM KOMOMHHPOBAHHOM
TEpaIuy ¢ IPUMEHEHNEM PUTOHABUPA CIEyeT NPUHUMAaTh BO BHHMMaHUE (apMaKOKUHETHYECKOE
B3aUMOJICUCTBHE U JJaHHBIE TI0 0€30MIaCHOCTH MPUMEHSAEMBIX JIEKapCTBEHHBIX Ipenaparos. [ 3Toro
KJIacca IIPernapaToB XapaKTepHa BBIPAKEHHAs NEPEKpPECTHas PEe3UCTEHTHOCTh. lIpenmodrurensHO
clieAyeT  HWCHojb30BaTh  KoMmOuHaumioo jaByx MII ¢ HauMeHblled — mepekpecTHOU
pe3uCTeHTHOCThIO. [IpM MCHOJNIB30BaHMM pPUTOHAaBHpPAa B COCTAaBE JAHHBIX CXEM CJIEAyeT
YUUTHIBATh BCE BBILIETIPUBEICHHBIE (PAKTOPBHI.

Oco0BbIe TPYITHEI MAIMEHTOB

prweHeHue 6 Kauecmee ¢apMaKOKuH€m1/lll€CK020 ycuaumein

Hayuenmui ¢ noueunou He0oCmamo4HoOCmbio

PutoHaBup B OCHOBHOM MeTaOOnu3upyeTcs B IEYeHH. Bo3MOXHO mpuMeHeHHe (c
OCTOPO’KHOCTBIO) PUTOHABHpPa Kak (hapMaKOKMHETHUECKOTO YCHIIUTENs y MAIlMeHTOB C MOYEYHON
HE/I0CTaTOYHOCTHIO B 3aBHCHUMOCTH OT KOHKPETHBIX MHTHOMTOpOB mporeas BUY, ¢ koropeiMu
puMeHseTcst puToHaBup. OTHAKO, OCKOJIBKY MOYEYHBIM KIMPEHC PUTOHABUPA HUYTOKHO MaJ, TO
YMEHBIIIEHHE 00IIero KIMpeHca He 0’KUAAETCs y MAIlMeHTOB ¢ MOYE€YHO HelT0CTaTOuHOCThIO. Jliis
MOJIy4eHUs TOJApOOHOW HHGPOpMAlMU O pEXUME JJ03UPOBAHMSI Yy MAlMEHTOB C IOYEYHOU
HE/JIOCTaTOYHOCTBIO  ClIEAyeT OOpaTUTbcs K HWHCTPYKIMH IO TPUMEHEHUI0 COBMECTHO
MpUMeHsieMoro uHruouTopa nporeassl BUY.

Hayuenmul ¢ neyenouynou HedoCmamo4HoOCmbIo

PuronaBup mnpoTHBONoOKa3zaH B KauecTBe (HapMaKOKMHETHUECKOrO YCHJIUTENS Y MaIleHTOB C
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y MaUEHTOB CO CTAaOMIIBHO TSDKEJION CTETEHBI0 MEeYeHOYHON HeocTaTouyHOCTH (kiace C mo mkane
Yaiinna-I1sto) 63 npu3HaKoB JEKOMIIEHCALMU, ITO3TOMY CIEAyeT COONI0aTh OCTOPOXKHOCTh IIPU
NPUMEHEHUH DPUTOHABUpAa B KadyecTBE (PApMaKOKMHETUYECKOTO YCHIUTENS Yy JaHHOW TPYIIIBI
MAIMEHTOB B CBSI3U C PUCKOM IOBBILIEHUS KOHLIEHTPALMK COBMECTHO IIPUMEHSEMOI0 MHIMOuTOpa
npotea3sl BUY. [l nmomyuenust noapoOHoi nHGOpMAIK O pEKUME JO3UPOBAHUS Y MAIUEHTOB C
[IEYEHOYHON HEI0CTaTOYHOCTBIO ClIeAYyeT OOpPaTUTHCS K MHCTPYKLUU MO IPUMEHEHHUIO COBMECTHO
pUMEHSeMOro HHruduTopa mpoteassl BUY.

IIpumenenue pumonasupa 6 Kkawecmee aHMUPEmMpOo8UPYCHO20 CPedCcmaa

Jluya nooicunozo 8ospacma

Koppekuust 10361 He TpeOyeTcs.

Hayuenmui ¢ NOYEUHOU HedOCMAMOYHOCHbIO

JlaHHBIE O IPUMEHEHUM PUTOHABHUPA Yy MALUEHTOB C IIOYEUYHON HEJOCTATOYHOCTBIO OTCYTCTBYIOT.
[IpyHrMas BO BHMMaHWE, 4TO INOYEYHBIM KIMPEHC PUTOHABUPA HUYTOXKHO MAJl, CJIEIOBATEIIBHO,
MaJIOBEPOSITHO YMEHbILIEHHE OOLIero KJIMpPEeHCa y HAalMEeHTOB C IOYEYHOH HEeJ0CTaTOYHOCTHIO.
PuroHaBup B BBICOKOW CTENEHM CBS3bIBACTCSI C OelKaMH IUIa3Mbl KpPOBHM, MaJOBEPOSITHO
CYILLIECTBEHHOE CHIKEHUE €ro KOHILICHTPALMM B PE3yJbTaTe NeMOAMANIN3a WIH IIEPUTOHEAIBHOIO
JIUaIn3a.

Hauueﬂmbl C NeYyeHoYHoU HedoCmMAamo4HOCmbIO

PuronaBup B 0CHOBHOM MeTa0o0IM3UpyeTcs B IeueHU. PapMaKOKMHETUUECKUE JaHHBIE YKA3bIBAIOT
Ha TO, YTO KOpPPEKUUs J03bl y IHALMEHTOB C JIETKOW M CPEIAHEH CTENEHBI0 I1EYCHOYHOU
HE/JIOCTaTOYHOCTH  HEe  TpeOyercs.  PuToHaBMp  NPOTMBOMOKA3aH y  MAIMEHTOB  C
JI€KOMIIEHCUPOBAHHBIMU 3a00JIEBaHUSIMU [1€YEHU.

Hetn

[IpemapaTt He crneayeT Ha3HayaTh (MPUMEHATH) y Aered B BozpacTe oT 0 mo 3 jer nis AaHHOM
JIEKapCTBEHHOU (DOPMBI B CBSI3M C HEBO3MOXXHOCTBIO O0ECIIEYUTh PEKUM JI03UPOBAHMSL.

Ilpumenenue pumonagupa 6 Kauecmee aHMUPemposUPYCHO20 CPeOCmEa

Jlersm HauumHas ¢ 3 JeT cieayeT Ha3HayaTb pUTOHABHP B KOMOMHAUU C JAPYTUMHU
IPOTHUBOBUPYCHBIMH IpenaparamMu. PexoMmeHJoBaHHas [o3a mnpenapata PuroHaBup s jaereit
coctapiser 350 — 400 Mr/m? MoBepXHOCTH Tena 2 pasa B CYTKM, M OHA He JOJDKHA TIPEBBIIATH
600 mr 2 pa3a B CyTKH.

HauansHas 103a cocTapiseT 250 Mr/mM? TIOBEPXHOCTH Tejla, ee clelyeT yBEeIHUHBaTh C HHTEPBAIOM
2-3 nus Ha 50 Mr/mM? TIOBEpXHOCTH Tema 2 pa3a B CyTKH. ECIOM MalMeHTHl HE MepeHOCHT
MAaKCUMaJIbHYI0O CYTOYHYIO 103y B CBs3U C MOOOYHBIMHU SABJICHUSAMH, Ha3HA4YarOT MaKCHUMaJIbHO
NEPEHOCUMYI0 /103y Tpemnapata PuToHaBup B KOMOMHALMM C JPYTMMH aHTHPETPOBUPYCHBIMU
npernapaTamu.

[Tnomane noBepxHoctu Tena (I1I1T) moxet OBITH paccynTaHa MO Cienyroei Gpopmyne:

\/POCT (cm) x Macca Tena (kr)

3600

TIIT (M) =

Cnooco0 nmpruMeHeHus

BuyTtps.
[Mpenapar PuroHaBup MpHHUMAIOT IEPOPATBHO BO BpeMs efbl (CM. paszen 5.2).

TabneTku, MOKPHITHIE UIEHOYHOM 000JI0UKOM, CIeyeT MpOorIaThIBaTh LIEIUKOM, HE Pa3KeBbIBas, HE
JI0Mast ¥ He U3MeJIbYasl.



ot 11.09.2025 N2 22808

(NOCNEOCBATENEHOCTE 0002)

4.3. IIpoTBONOKA3aHUS

COOTBETCTBYET 3KCNEPTHO |'1 ¥ OTYETY

J ['unep4yyBCTBUTENBHOCT, K PUTOHABUPY WM JIOOOMY M3 BCIIOMOTATEIbHBIX BEIIECTB,
MEepPEUYNCIICHHBIX B pazzaeine 6.1.

. Ecnu puronaBup npumeHsieTcsi B KauecTBe (PapMaKOKHMHETUYECKOTO YCHUIIUTEINS IPYrHX
UHTUONTOPOB mpoTeassl BUY, HeoO0X0AMMO y4yUTHIBATH WH(POPMALKIO O MPOTHBONOKA3AHUSAX,
COJIEp>KaIlylocs B HHCTPYKLUMSX IO MPUMEHEHHIO COOTBETCTBYIOIIMX HHTUOUTOPOB MPOTEa3bl
BUY.

J PutonaBup mpoTHBONOKAa3aH B KadecTBE (PapMaKOKMHETUYECKOTO YCHIIUTENS MU
aHTUPETPOBUPYCHOTI'O Mpernapara y NalueHToB ¢ JeKOMIECHCHPOBAHHBIM 3a00JIEBaHUEM [1€YEHHU.

o B wuccnemoBanmsx in Vitro u in VIVO OBUIO YCTAHOBICHO, YTO PUTOHABUP SBJISCTCS
MOIIHBIM HMHTHOUTOpPOM MeTabonuueckux peakuuii, omnocpeayembix CYP3A u CYP2D6. Huxe
MIEPEYUCIICHBI JICKAPCTBEHHBIC MperapaThl, IPUMEHEHHE KOTOPHIX OJHOBPEMEHHO C PUTOHABUPOM
OPOTHBOMOKAa3aHo. Eciu He yKa3aHO WHOE, TO O3TH TMPOTHBOMOKA3aHHWsS OCHOBAHBI Ha
HHTHOUpYIOMIEM JICUCTBMM PHTOHABHUpAa Ha METabOJM3M  OJHOBPEMEHHO IPUMEHIEMBIX
JIEKapCTBEHHBIX TpenaparoB. MHrubupyromiee JEHCTBHE COMPOBOMKIACTCS MOBBIMICHHEM YPOBHS
CHCTEMHOW OKCIO3MIIMM W PHUCKA Pa3BUTHS KIMHUYECKH 3HAYMMBIX MO00YHBIX 3(dexToB
yKa3aHHbIX JICKAPCTBEHHBIX MPEaparos.

Monaynupyrolee JeilcTBUE PUTOHaBUpa Ha AaKTMBHOCTb ()EPMEHTOB 3aBUCUT OT JIO3BL
[IpoTuBOonOKa3aHusl K NPUMEHEHUIO HEKOTOPBIX JIEKAPCTBEHHBIX IPENapaToB OJHOBPEMEHHO C
PUTOHABUPOM Oo0Jiee aKTyallbHbI Ul PUTOHABHPA B Kau€CTBE aHTUPETPOBUPYCHOTO Ipernapara, a He
(apMaKOKMHETHYECKOTO YCHIINTENS (HarpumMep, Aisi pudaOdyTHHA 1 BOPUKOHA30J1A):

Kuaacc 1exkapcTBeHHOr0 IIpeacraBurenn OobocHoBaHMe
cpejcTBa KJjacca
Tosvlenue unu crudicernue yposHst 00HOBPEMEHHO NPUMEHAEMO20 Npenapama
AHTAaroHucThl abda;- Andyzo3un [loBbilieHWEe  KOHIEHTparuu  andy3o3uHa B
aJIPEHOPEIENITOPOB Iia3Me, YTO CBA3aHO C PHCKOM THUIOTOHUH
BBICOKO# CTENIEHH TsDKEeCTH (CM. pasjien 4.5).
O0e300MBaroIIe IMetunua IToBeImIeHTE KOHIICHTpAIuu B Iia3sMe
npernaparhbl [Mupokcukam HOPIIETHJINHA, MUPOKCUKaMa M MpONoKcudeHa B
Iponokcuden miasMe KpoBW. BospactaeT pHCK — TSKENOTo
YTHETCHHUSI JIBIXaHUS, reMaToJIOrMYECKUX
OTKJIOHCHHI u JIPYTHX CEPbE3HBIX
HEXKEJIATEIbHBIX SIBICHUH, CBOWCTBEHHBIX 3THM
mpernaparam.
AHTHaHTUHAJIbHBIC Panosa3un [ToBbIllIcHHE  KOHIIGHTPAllMU  paHoja3uHa B
cpencTea IiasMe  KpPOBH  MOXET  TIOBBICUTH  PHCK

BO3HHKHOBEHHS CEPhE3HBIX M (MJIM) yTPOKAIOMINX
JKU3HH peaknmid (cM. pazmen 4.5).
IIpotuBoomyXx0seBbIe Benerokiakc IloBbllIEHME  KOHLIEHTpAalMM  BEHETOKJIAKCA B
npenaparsl IU1a3Me€ KPOBH. YBEIMUYCHHE PHUCKA DPA3BUTHS
CHHIpPOMA JIM3KCA OIYXOJH B Hayaie JIeUeHUs U Ha
MPOTsDKEHUH a3kl THTPOBAHUS JIO3BI (CM. pasjien
4.5).
Hepatunn6 [loBblleHNEe  KOHLEHTpaUMW  HepaTuHHOAa B
IUTa3M€ KpPOBH. YBEJIMYMBACTCA PHUCK DPA3BUTHS
Cephe3HBIX  W/WIU  OMACHBIX  JUISI  JKU3HH
HE)KeJIaTeNIbHBIX peakuii (CM. paszen 4.5).
Anaiyramus AnamyTaMUISBISETCS YMEPEHHBIM/CUITBHBIM
uanykropom uzodpepmenta CYP3A4, uro moxer
MPUBECTH K CHIDKEHHIO 3(p(deKkTa pUTOHABHpa M
MOTEHIIMATBHOM  TOTEpe  BHPYCOJIOTMYECKOTO
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Kuacc sexapcTBeHHOr0
cpeacTBa

IIpeacraBurenn
KJiacca

OTBCTA. KpOMC TOIr'0, IOBBIIICHUE KOHUCHTpAIIUU
anajiyraMyia B IUIa3ME€ KPOBU MOKET MPUBCCTU K
CCPBE3HBIM HECXKCIATCIBHBIM  ABJICHUAM, B TOM
YHCJIC Cyaoporam.

AHTHApUTMUYECCKHE
cpencTaa

AmMuonapoH
benpuaun
Hponenapon
DHKaMHNI
DdnexanHug
[Ipomadenon
XUHUIUH

[ToBwimenue KOHIICHTpAIHH aMHO/IapoHa,
Oenpuauia, JIpOHEeAapoHa, SHKAUHH]IA,
(hrmexananma, pomadeHoOHa W XUHHUIWHA B TUIa3Me
kpoBu. [Ipy 3TOM BoO3pacTaeT PHUCK apUTMHU |
JIPYTUX CEPhE3HBIX HEXKENIATCIbHBIX  SBJICHHIA,
CBOWCTBEHHBIX OTHM TIperiaparam.

AHTHOMOTUKYN

(Dy3I/II[OBa$I KHUCJI0Ta

IloBbiIcHHE KOHICHTpalunu q)y3HI[0B017I KHUCJIOTBI
1 pUTOHABHpa B IJIa3MC KPOBHU.

[IpoTrBOTpHOKOBHIE
npernaparsl

Bopukonazon

[Ipumenenne puronaBupa (400 mr 2 pa3a B CyTKU U
0ojee)  OOHOBPEMEHHO C  BOPHKOHA30JIOM
NPOTHUBOMOKA3aHO B CBSI3M CO  CHHIKCHUEM
KOHIICHTpAIlMd BOPHKOHA30JIa B IJIa3Me KPOBU H
BO3MOXHBIM CHIDKEHHEM €ro TepaneBTHYECKOTO
addexra (cMm. pasgen 4.5).

AHTHUTHCTaAMUHHBIE
npernaparsl

Actemuszon
Tephenanuu

[loBblleHWE  KOHIGHTpAlMd  acTeMHu3oila |
TeppeHauHa B IUa3Me KpoBH. Bospacraer puck
Pa3BHTHS CEPbE3HBIX APUTMHH.

IIportuBonogarpuueckue
Ipenaparsl

Koaxunun

Bo3zmoskHO pasBUTHE CephEe3HBIX 1370701078
YIPOXKAIOIIMX JKU3HM PEaKUWd Yy TalueHTOB C
HapylieHrneM (YHKIMH MOYeK W/WIH MeYeH:n (CM.
paznenst 4.4 u 4.5).

AHTUMHKOOAKTEpHAILHBIE
npenaparsl

Pudabyrun

[Ipumenenne putonasupa (500 mr 2 pasa B CyTKH)
B KadecTBE aHTUPETPOBUPYCHOTO Ipemnapara
OJTHOBPEMEHHO ¢ pu(abyTHHOM MPOTHBONOKA3aHO
B CBA3M C  TIOBBIIIEHHEM  KOHIIEHTpPAIlUU
pudabyTuHa B CBHIBOPOTKE KpPOBH U PHCKOM
Pa3BUTHS HEXKENATENbHBIX PpEaKkUMd, BKIIOYas
yBeutr (cMm. pasgen 4.4). Pexkomenpmanuu 10
MIPUMEHEHUIO0 pUTOHABHUpA B KauecTBe
(hapMaKOKHHETHYECKOTO YCUITUTENS
OHOBPEMEHHO ¢ pu¢paOyTHHOM TNPHUBEICHBI B
paznene 4.5.

AHTHIICUXOTUKH/
Heitponentuku

Jlypazunon

IloBblllIeHME  KOHLUEHTpAalUM  JIypa3ujioHa B
iasMe  KPOBH  MOJKET  IOBBICHTH  PHCK
BO3HUKHOBEHHUS CEPbE3HBIX U (HJIH) YIPOKAFOIIHX
JKU3HM peakiuii (cM. pasmen 4.5).

Kiozanua
ITumo3zug

IMoBbillIeHHEe ~ KOHIEHTpAIlMKM  KJO3aldHa |
nUMo3MJa B IUla3Me KpoBH. Bospacraer puck
pa3BHTHS CEpPBE3HBIX reMaToJIOTHYeCKHX
OTKJIOHEHHH U JIPYyrHX CEPbE3HBbIX MOOOYHBIX
3¢ G EeKTOB IpenapaTos.

KBetnanuu

[ToBbIlieHHEe  KOHIICHTpPAIlMKM  KBETHAIIMHA B
miasMe KPOBH MOKET TPUBECTH K  KOME.
IIpuMeHeHne  pUTOHABHpPA  OJHOBPEMEHHO  C
KBETHAIIMHOM MTPOTUBOIIOKA3aHO (CM. pazjen 4.5).

[Ipon3BogHbIe anKanon10B
CIIOPBIHBU

JurunposproramuH
DPproHOBHH
DproTramuH

MeTHI3proHOBHH

[ToBbIIEHHE KOHIIEHTpaIuu MIPOU3BOAHBIX
AJKaJIOUJIOB CIOPHIHBM B IUTa3ME KPOBU BEIET K
OCTPBIM  TOKCHYecKHMM  3(ddekram,  BKIIOYAS
Ba30CHa3M U UIIEMHUIO.

CTUMYISTOPBI MOTOPUKH

Iuzanpun

IToBEIIICHNE KOHIICHTPAIMH ITU3aIllpuAa B IUIa3Me
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Kuacc sexapcTBeHHOr0 IIpencraBurenn
cpeacTBa KJjacca
eIy JOYHO-KHUIIEYHOT O KpoBU. Bospacraer puck pa3BuUTHS CEephE3HBIX
tpakta (OKKT) ApUTMUIL.
WHrnburopsl penyKTasbl JloBacTatuH, [loBpIIEHWE  KOHUEHTpalMM  JIOBaCTaTHHA U
I'MI'-KoA CumMBacTaTHH CHMBACTaTMHa B IIJJa3M€ KpPOBH, UTO BEAET K
MOBBILICHUIO ~ pPUCKAa  MHOMNATUH, BKJIIOYast
pabmomuonus (cM. pasnen 4.5).
HNHruouTOpHI Jlomuranua IloBhlllieHWE  KOHIIEHTpAllMM  JIOMHUTANuja B
MHKPOCOMAIILHOTO OeKa- mra3mMe KpoBH (cMm. pasmen 4.5).
MIEPEHOCUYHKA
TPUTTULIEPUIIOB
HNHruouTOpHI ABanadun IloBEIIICHME KOHIICHTpAMK aBaHaduia B IUTa3Me
dbochoamdcrepasbl 5-To (cm. pasgenst 4.4 u 4.5).
tuna (O/19-5) Cunpenadun [IpoTuBOMOKa3aH TONBKO MPU HUCHOIB30BAHUM JJIS
JICYECHUs] JIETOYHOM apTepHalbHOM TUIIEPTEH3UU.
[loBblieHNEe  KOHLEHTpauuu cuigeHaduiaa B
ra3Me KpoBu. BozpacTaeT BepOsSTHOCTh pa3BUTHS
HCXKEIIAaTCIbHBIX ﬂBJICHI/II\/'I, CBs3aHHbBIX Cc
MIPUMEHEHUEM cungeHagua, BKJIFOYAs
TUNOTEH3UI0 M OOMOpOKH.  YKa3zaHusi IO
OJTHOBPEMEHHOMY TNPUMEHEHHIO CcuijeHaduna y
MAIUEHTOB C DPEKTWIHHONH IUCPYHKIHEH CM. B
paznenax 4.4 u 4.5.
Bapnenagun [oBblIeHNEe KOHIEHTpalK BapAeHaduia B
mwiazmMe KpoBu (cM. pazzensi 4.4 u 4.5).
CenatuBHbIE U Krnopazenat [ToBbIICHHE KOHLICHTpaIu1 KJIOpa3enara,
CHOTBOpPHBIE IpENapaThl Juazenam Juasenama, JcTazosama, ¢dnypasenama,
Ocrazonam NpeIHa3HaYEeHHBIX IS npremMa BHYTPb
®dypaszenam MpAa3ojaMa M TpuaszolaMa B IUIa3Me€ KpPOBH.
IlpennasnauenHsie 11 | Bozpactaer puck M30BITOYHON COHJMBOCTH H
IpreMa BHYTPb yrHeTeHus: apixaHus. OcoOble  yKazaHWs 110
MUZa301aM U MUIa30jaMy, BBOJMMOMY TIapeHTepanbHO, CM. B
TpHUazojgam paszene 4.5.
CHudicenue yposHs pumoHasupa
PacturensHeie 3Bepoboi IIpuMeHeHrnEe  pacCTUTENBHBIX  JIEKAPCTBEHHBIX
JIEKapCTBEHHBIE HpenapaToB, cojaepkaiux 3Bepodoit (Hypericum
npenaparsl perforatum), OJHOBPEMEHHO C  PHTOHABHPOM
MIPOTUBOIIOKA3aHO B CBSI3M C PHUCKOM CHIDKEHUS
KOHIOCHTpaluu pUuTOHABUPpA B I1a3smMe u
ocrabieHuss ero KIMHW4YecKkuX 3(]pdQexToB (cM.
pazgen 4.5).

4.4. OcoOble yka3aHHUS M Mepbl IPEA0CTOPOKHOCTH IIPU NPUMEHEHU U

HpI/IHI/IMaTB C OCTOPOXKXHOCTBIO ITPH CICAYIOIIUX 3a00JI€BaHUSX

TeraTuT;

JIpYTHE COMYTCTBYIOIINE 3a00IeBaHUsI TICUYCHHU;

IIOBBINICHUE aKTUBHOCTU «II€YCHOYHBIX)) (i)epMeHTOB;

NECYCHOYHAasA HCEJOCTATOYHOCTh CpCIIHGﬁ CTCIICHU TAXKCCTH,

TsDKETIasi CTENeHbh Me4eHOouHOM HemoctaroyHocTH (kinacc C mo mkane Yaina-ITero) 6e3
MIPU3HAKOB JCKOMIICHCAIMU (TIpU MPUMEHEHUH PUTOHABHUpa B KadecTBe (PapMaKOKHHETUYECKOTO
YCHIIUTES);
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paccTpOMCTBAMHM IPOBOJSAILNEHA CHCTEMBI CEpPALA WIM IAlMEHTHI, NPUHUMAIOIIKE IIPENnaparsl,
yanuHstomue uarepBai PR (Takue kak BeparnaMuil UK aTa3aHaBUD);

— COBMECTHOE IPUMEHEHME HE PEKOMEHIYETCS €O CIEAYIOIIMMM IpernaparaMmu (CM.
pasznensl 4.4 u 4.5): ¢pocamnpeHaBupoM (10361 puTOHaBHpa BhImIe, yeM 100 Mr 2 paza B CyTKH),
arazaHaBupom, uHauHaBupoMm (800 mMr 2 pasa B cyTku cOBMecTHO ¢ putToHaBupom 100 mr 2
pa3a B CyTKHu), puBapokcabaHOM, BOpamakcapoM, CalMETEpOJIOM, PUOLUTYaTOM, CUMEIPEBUPOM,
¢iryTHKa30Ha MPONMOHATOM, OY/I€COHUIOM, TPHAMIIMHOJIOHOM, TJICKApeBUPOM/THOPEHTACBHPOM.

Crnenyer nIpUMEHSTh C OCTOPOKHOCTBIO CO CIIENYIOIMMH Tpernaparamu (cMm. pasaensl 4.4 u 4.5):
adaTHHUOOM, LEPUTHHUOOM, TPA30JJOHOM, ajMpa3ojaMOM, JUTOKCHHOM, CHJICHaQuIoM u
TagataduaoM (I JICUCHUS SPEKTHIBHOW MUCHYHKIHMM), MUIA30JaMoM (MpU TMapeHTEPaTbHOM
MIPUMEHEHHH ), aTOPBACTATHHOM, PO3yBaCTATHHOM, KETOKOHA30JIOM.

Crnenyet u3beraTb COBMECTHOTO MPUMEHEHHUS CO CIEAYIOIMMU MpernapaTamMu (CM. pazaensl 4.4 u
4.5): 6e1aKBUIMHOM, a0eMaIUKIHOOM.

PuronaBup He wuzneunBaer or BUY-1 undexknmm u cuHapomMa mpuOOPETEHHOTO HWMMYHHOIO
nepumura (CIIAJ]). VY manmueHTOB, TONYYAIONIMX PUTOHABUP WU JIFOOYIO  JAPYTyIO
AHTUPETPOBUPYCHYIO TEPANUIO, MOTYT MPOJOJIKATh Pa3BUBATHCS OMIMOPTYHUCTUYECKUE UH(PEKIIUU
u npyrue ocnoxuenus BUY-1 uadexmmm.

[Ipy npuMeHeHUU pPUTOHABUPA B COCTaBE KOMOMHHPOBAHHOW AaHTUPETPOBUPYCHOW Tepamuu
noka3aHo 3((EeKTHBHOE TOJABICHHE BHUPYCa, YTO 3HAYUTEIILHO CHIDKACT PHUCK mepemadn BUY
MOJIOBBIM ITYTEM, OJIHAKO, IIPU ATOM MOJTHOCTHIO pUCK nepenaun BNUY uckitoueH ObITh HE MOXKET.

[TarueHTHI MOJHKHBI COOMIOATh COOTBETCTBYIONIUE MEpPHI O€30MAaCHOCTH JUIS TPEIOTBPAIICHUS
nepenaun BUY-undexnmn.

[Ipu Ha3HaueHUH PpUTOHABUpa B KOMOMHALIUU C APYTMMHU HHrHOUTOpaMu nporeas BUY (manpumep,
B ClIydasiX, KOTJja pUTOHABHP HCIIOJIb3YeTCs B KauecTBE (papMaKOKMHETHUYECKOT'O YCHIIUTEINS APYTUX
uHruouTopos nporeaz BUY) cienyer yuuTsiBaTh MHPOPMAIMIO, CONEPIKALIYIOCS B MHCTPYKIMSIX
10 IPUMEHEHHIO COOTBETCTBYIOIMX HHIHOUTOPOB npoTteaz BUY.

Ilpumenenue  pumonasupa 8 Kavecmee AHMUPEempoB8UPYCHO20 cpedcmea unu
Gapmaxokunemuuecko2o ycuiumers

Hayuenmol ¢ xponuueckou ouapeeu uiu marbabcopouuenl

PekoMeHyeTcsi NONOJHUTENBHBII MOHUTOPUHI IIPU BO3HUKHOBEHUHM Juaped. OTHOCHUTEIBHO
BBICOKAs 4acTOTa JUaper BO BpeMs JICYEHHS PUTOHABHPOM MOKET IPHUBECTH K HaAPYLICHUIO
BCACBIBAaHUSI U  CHIDKEHUIO 3((EKTUBHOCTH  (BCIEACTBUE CHIDKEHUS  KOMIUIAEHTHOCTH)
pUTOHAaBHpA WIH JPYIMX OJHOBPEMEHHO IPUMEHSEMBIX JIEKapCTBEHHBIX cpeacTB. Cepbe3Hast
NEPCUCTUPYIOLIast PBOTA W/UIU JTUapesi, CBA3aHHAs C UCIOJIb30BAHUEM PUTOHABUPA, TAKKE MOXKET
MPUBECTH K HapyIIEHWIO (QYHKIUH THouyeK. PekoMeHayeTcss KOHTPOJUPOBaTh (QDYHKIHUIO MOYEK Yy
MAIMEeHTOB C HapylIeHneM (YHKIUH IT0YEK B aHAMHE3e.

Lemopunus

VY marmueHToB ¢ remoduinued tuna A wiu B, moiydarommx JedeHWe WHTHMOMTOpaMU BUPYCHBIX
nporeaz BUY, oTmevyannch cirydam yCWJICHHS KPOBOTEUCHHS, BKIIFOYAsl CMIOHTAaHHOE 00pa3oBaHME
KOXHBIX TE€MaTOM M TeMapTpo3a. HekoTopeiM manueHTaM ObLT JOMOJHUTENBHO Ha3HaueH (akTop
VIII. bonee yem B TMOJIOBUHE OMHMCAHHBIX CIy4aeB JICUCHHE WHTHOMTOpPAMHU BHUPYCHBIX MpPOTEa3
BUY 6bu10 mpoIOKEHO WKW BO300OHOBIEHO. VMIMEITCS YTBEpXKIEHUS O HAJIWMYUU MPUIUHHO-
CJICICTBEHHOM CBSI3M, XOTSI MEXaHHM3M JCHCTBHS yCTaHOBJIEH He Obul. [lanmeHnTtsl ¢ remoduimeit
JOJKHBI OBITH TPOMH(POPMHUPOBAHBI O BO3MOYKHOCTH YCUIIEHUSI KPOBOTCUCHUI.

Macca mena u nokazamenu oomena eseuecme
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MOBBIIIEHUE KOHIICHTPALUHU JIUIHIOB U TIIOKO3bI B IJIa3Me KpoBH. Takue U3MEHEHUs MOTYT OBITh
YaCTUYHO CBSI3aHBI C KOHTPOJIEM 3a00seBaHus U 00pa3oM KU3HM. J[J1s MOBBINIEHUS! KOHLIEHTPAIUU
JIMIHU/I0B B HEKOTOPBIX CIIydasiX CYIIECTBYIOT CBUETENbCTBA BO3ACHCTBYS TEPAIIMU, B TO BPEMs Kak
CBUJETENBCTB CBSI3U MPUPOCTA MACChl Tejla C KaKUM-IUOO KOHKPETHBIM JiedueHueMm HeT. [lpu
OTCJIC)KUBAHUM KOHILIEHTPALIMM JIMIUAOB M TJIOKO3bl B KPOBU CIEAYET OpPUEHTHUPOBATHCS Ha
paspaboTaHHble pykoBojacTBa Mo JseudeHuto BUYU-undexnuu. Hapymienus naunuaHoro oOMeHa
HE00X0AMMO KOPPEKTHPOBATH B 3aBUCMOCTH OT KJIMHUYECKON CHTYallUH.

Heo6xoauMo uMeTh B BUAY BO3MOKHOCTh ITAHKPEATUTA IPU MOSIBICHUH KIMHUYECKUX CUMIITOMOB
(TomHoTa, pBOTA, 0ONH B JKMBOTE) M OTKIOHEHWH JIa0OPAaTOPHBIX IOKa3aTeNel OT HOPMBI
(mOBBILIEHHE YPOBHS JMMAa3bl MM aMuia3bl B CbIBOpOTKe). IlanueHTel ¢ nepedyucieHHbIMU
NpU3HAKAMUA WIM CHMOTOMAaMH JOJDKHBI IPOMTH JOMOJHHUTEIbHOE OOCIEIO0BaHHE, a B Cilydae
IIOATBEPKICHUS AMArHo3a MaHKpeaTuTa JICYeHHe IpenapaToM PUToHaBup ciaenyeT NpeKpaTuTh.

CMHODOM B0CCMAHOBIEHUA UMMYHUmMemda

Y BUY-uHOUIMPOBAHHBIX TMMAIMEHTOB C TSKEIBIM HMMYHOACHHUIIMTOM HAa MOMEHT Hadvasia
KOMOWHUPOBAaHHON aHTHpeTpoBHpYCHOW Tepamuu (KAPT) MoxkeT pa3BUTBCS BOCHAIHMTENbHAS
peakiusi Ha OECCHMMIITOMHBIC WJIM OCTaTOYHBIC OMNIMOPTYHHCTHYECKHE HH(EKIUH, YTO BEICT K
CEePbE3HBIM KJIMHMYECKAM COCTOSIHUSIM HUIM YXYIIICHHIO CHMIITOMOB. Takue peakiuu OOBIYHO
HAOJIOTAI0TCS B TIEPBBIC HECKOJBKO HEIeNb WM MecsieB oT Havama KAPT. B kauectBe mprmepa
MOKHO TPUBECTH IUTOMETAIIOBUPYCHBI PETHHUT, TE€HEpaIn30BaHHbIe W (Wwin) (oKaIbHBIC
MHUKOOaKTepHUaIbHbie MHPEKIMN ¥ THEBMOHMUIO, BbI3BaHHYI0 Pneumocystis jiroveci.

Bce cummnToMmBl BOCHaICHUS JOJIXKHbBI OBITh JOIMOJIHUTCIIbHO OLCHCHBLI, a IIpU HCO6XOI{I/IMOCTI/I
CJICAYCT HA4YaThb JICUCHUC.

Taxxe Ha (hOHE CHHAPOMA BOCCTAHOBJICHHSI HMMYHHTETa COOOIIATIOCH O Pa3BUTUU ayTOUMMYHHBIX
3aboneBaHui (Takux Kak Ooye3Hb ['peliBca), OHAKO 3TO MPOMCXOJUT B Pa3HbIE CPOKH, Jaxe
CITLYCTsI MHOTO MECSIIIEB ITOCIIE Hadyasa JICUEHUsI.

3abonesanus nevernu

PuronaBup He cieayeT Ha3HauyaTh MAlMEHTaM C JEKOMIIEHCHPOBAHHBIM 3a00JIEBaHUEM IE€YEHH.
IIpu Ha3HaueHUH KOMOMHHPOBAHHOM aHTHUPETPOBUPYCHOM Tepanuu y MalueHTOB ¢ XPOHUYECKUM
renatutoM B win C cyiiecTByeT MOBBILIEHHBIA PUCK PAa3BUTHS TSXKENbIX U MOTEHIIMAIBHO OMACHbBIX
JUIL  KU3HNM HEXKENATeNbHBIX pEaKkIMi €O CTOpPOHBI II€4eHH. B ciydae comyTCTByOLIEN
MIPOTUBOBUPYCHOW Tepanuu renaruta B wim C HE0OXOOUMO O3HAKOMUTHCS C MHCTPYKIMEH MO
IIPUMEHEHHIO COOTBETCTBYIOLINX MIPENAPATOB.

VY nainueHToB ¢ UMEIOIIMMCS B aHaMHE3€ HapylleHHeM (YHKIIMM MEYEeHM, BKIIIoYas XpPOHUYECKUI
aKTUBHBIM TEMaTHT, NPU KOMOMHUPOBAHHOM aHTUPETPOBHUPYCHON TEpamuu MOXKET HaOIoJaTbCs
MOBBILIEHHAs] YacTOTa Pa3BUTHUS HapyILICHUH (YHKIUHU MEYEHH; 3a TaKUMH MalUEHTaMH CJeyeT
TIIATEJIIbHO HAOJII0aTh B COOTBETCTBUM CO CTaHJAPTHBIMHU IMPOTOKOJaMu JiedeHus. Ecimu y aTHx
MAIMEHTOB TOSABIAIOTCA CHMIITOMBI YXYIIICHHUS 3a00JeBaHUS MEYEHU, CIEAYeT PAcCCMOTPETh
BOIIPOC O IIPEPHIBAHUM WU MPEKPAIIECHNUHN JICUEHUS.

3abonesanus noyex

He oxupmaercst cHMkeHUE OOIIEro KJIMpeHca PUTOHABHUpA y MALMEHTOB C HApyLICHHEM (DYHKIMH
MIOYEK B CBSI3U C HE3HAUUTEJIbHBIM MOYEUHBIM KIMPEHCOM PUTOHABHUPA.

Ha ¢one mpumenenus ¢ teHodoBUpa IuU30MpoKcHia (ymMapaToM B KIMHUYECKOW MPaKTUKE
CO00IIATI0Ch O PAa3BUTUHU MOYEHYHON HEAOCTATOYHOCTH, HAPYIIEHUHU (PYHKIIMU MOYEK, MOBBIIICHUN
YpOBHS KpeaTHHUHA, TunodochareMun u TyOyIONaTHU MPOKCUMATBLHOTO THIA (BKJIIOYAs CHHIIPOM
daHKOHN).

Ocmeonekpos
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W/WIK TIpH JTOJITOCPOYHOM TNMPHUMEHEHHUH KOMOMHHMPOBAHHOW aHTHPETPOBHPYCHOW TEpaIriuu, XOTs
STHOJIOTUS 3TOTO OCJIOKHEHHUSI CUMTAeTcs MHOroakTopHOH ((akropamMM pHUCKA B TOM YHUCIIE
ABIISIIOTCS. ~ NPUMEHEHHE  TIIOKOKOPTUKOCTEPOUIOB,  YIIOTPEOJCHHE  aJKOroiis,  TsDKemas
MMMYHOCYIIpECCHs, BBICOKUI MHAEKC Macchl Tena). Ecnu nmamueHT ouymaeTr 0oib B cycTaBax, UX
TYTONOJBUKHOCTD, TPYIHOCTH 1P IBUKEHUH, EMY CIIEAYET OOpaTUTHCS K Bpauy.

Yonunenue unmepesana PR

Ha ¢one npuema puToHaBUpa y HEKOTOPHIX MALUEHTOB OTMEYAJIOCh YMEPEHHOE OECCHMIITOMHOE
ynunuHenue wuHTepBana PR. Ilpu npueme puToHaBupa cooOLIaock O peAKHX —Cllydasx
aTpuoBeHTpUKYIsIpHON Onokansl I u Il cremenn y mamyeHTOB ¢ OPraHUYECKHM 3a00JCBaHUEM
cepiua M CyLIECTBYIOIIMMM paHee pacCTPOMCTBAMU MPOBOIALICH CHUCTEMBI cepaua WiIH Yy
MAIMEHTOB, PUHUMAIOLIUX IIpenaparsl, yAauHsonme narepBail PR (Takue kak Bepanmamuil Wid
aTa3aHaBup). Y TaKuX NALMEHTOB PUTOHABUP CIIEYET MPUMEHSTH C OCTOPOKHOCTBIO.

Bzaumooeiicmeue ¢ Opyeumu nexapcmeennvimu cpedcmeamu

HpumeHeHue PUmMoHasupd 6 Kauecmee dHmupemposupyCcHo2o CD@OCI’}’IGLZ

Crnenyrouiye npeaynpexaeHns U Mepbl IPEIOCTOPOKHOCTU CIEAYET YUYUTHIBATH, KOTAa PUTOHABUP
HCIIOJIb3YETCSl B KauyeCTBE AHTUPETPOBUPYCHOTO CpPEACTBA. Eciu pUTOHABUDP HCIIONB3YETCS B
KadecTBe (papMaKOKHMHETHYeCKOTo ycwimrens B go3e 100 mr m 200 mr, HEmb3sl CUUTaTh, 4YTO
CIIEAYIOIINE TPEAYNPEXIECHUST U Mepbl MPEJOCTOPOKHOCTH Takxke OynyT npumensrbes. Kornma
PUTOHABHP HCIIOJIB3YETCS B Ka4ecTBE (hapMaKOKMHETUYECKOTO YCHIINTEIIS, HEOOXOMMO YIUTHIBATh
MOJIHYIO0 MH(POPMALIMIO O MPEAYNPEKICHUIX U MepaxX NPeAOCTOPOKHOCTU JJIsl COOTBETCTBYIOILETO
uHTHOHNTOpa Nporeazsl BMY, mosTtoMy cienyer 03HAKOMUTHCS ¢ MHCTPYKLIHEH 1O MPUMEHEHHUIO
COOTBETCTBYIOILIErO IIperapara.

o Wuruburopst ®J13-5

Crnenyet nposiBIATh 0OCOOYIO OCTOPOKHOCTh NMPH HAa3HAYCHHUH CUIIeHa(WIa win Tagaiadpumia s
JIeYeHHs SPEKTHIBHOW AMCHYHKIMM y MALMEHTOB, MPUMEHSIOMUX pUTOHaBHp. OXuaaercs, 4To
OJTHOBPEMEHHOE NMPUMEHEHUE PUTOHABHPA C 3TUMH JIEKAPCTBEHHBIMH IIpEeTapaTaMi 3HAYUTEIHHO
MOBBICUT HMX KOHLEHTPAIMIO B IUIa3M€ KPOBM U MOJKET NPHUBECTH K PA3BUTHIO HEKENATENbHBIX
peaKImii, TAKHX KaK apTephajbHas THIOTCH3HUS M MPOJIOHTHPOBaHHASA dpeKius. OIHOBpeMEHHOE
pUMEHEeHHEe aBaHa(uia WM BapJeHaduiaa ¢ pUTOHABUPOM HPOTUBOINOKa3aHO. OJHOBpEMEHHOE
NpUMEHEHHE CuileHaguia C PHTOHABHPOM IIPOTHUBOMOKA3aHO Yy TMAIMEHTOB C JIETOYHOU
apTepUaIbHOM TUIIEPTEH3UEH.

. Wuru6uropsr ' MI'-KoA-penykrassl

WNuruburopsr I'MI'-KoA-penykTassl cuUMBAacTaTMH M JIOBaCTaTWUH B 3HAYUTENBHONH CTENEHU
Metabonusupytorcss  uzopepmentom  mutoxpoma  CYP3A4, nostomy — OJHOBpEMEHHOE
HCII0JIb30BAaHNE PUTOHABHpPA C CUMBACTATHHOM WJIM JIOBACTATUHOM IIPOTHBOIIOKA3aHO BCIEACTBHE
TIOBBIIIEHUS] PUCKA PAa3BUTUSI MHOMNATHUHU, BKJIOYas padaomuonus. Heo6xoaumo Takxke cobmronaTh
OCTOPOKHOCTb W CHWXaThb JO3bl IIPM OJHOBPEMEHHOM  HA3HAYEHUM  PUTOHABHpA C
aTOpPBACTaTMHOM, KOTOPBI B MEHBIICH CTEereHU MeTabonu3upyercs U30(EepMEHTOM LUTOXpOMa
CYP3A4. HecmoTpst Ha TO, YTO AJIMMHHALMSA pO3yBacTaTWHA HE 3aBUCUT OT H30(pEepMEHTa
nutoxpoMa CYP3A, onucaHo NOBBIIEHHE 3KCHO3MLIMHM pO3yBacTaTHHA IIPHU OJHOBPEMEHHOM
MPUMEHEHUH C PUTOHABUPOM. MeXaHU3M 3TOro B3aWMOJEWCTBHUS HE $CE€H, HO MOXET OBITh
pe3yabTaTOM MHTMOMpPOBaHMS MepeHocuuka. [Ipyn oJHOBpeMEHHOM Ha3HAuY€HUH C PUTOHABHPOM B
KauecTBe (PapMaKOKMHETUYECKOTO YCHUJIUTENS WJIM B KadeCTBE AHTHPETPOBUPYCHOTO CpPENICTBA
JIOJDKHBI HCIIOJIB30BAThCS HAMMEHBIIME BO3MOXKHBIE O3Bl aTOpBacTaTWHA WM PO3yBacTaTHHA.
MeTtabonu3m npaBacTaTuHa U (hiyBacTaTHHA HE 3aBUCUT OT nzopepmenta muroxpoma CYP3A4, u
UX B3aUMOJICHCTBHS C PUTOHABUPOM He oxkupaaercs. Ecnu nmokazaHo nedenue unrudutopom I'MI -
KoA-penykrassl, peKOMEHyeTCsl IPUMEHSATh NpaBacTaTHH WK (DIyBacTaTUH.
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° Komxunuu

Cpenu manueHToB, MPUHUMABIINX KOJIXUIIMH U MOIIHBIE WHTHOUTOPHI M30(EepMEHTa IIUTOXpOMa
CYP3A, Takue Kak pUTOHABUP, BBIABJICHBI Clydaud YIPOKAIOMIETO >KU3HK M CMEPTEIHLHOIO
B3auMoJeiicTBUsl  mpemnapaToB. COBMECTHOE NPUMEHEHUE  KOJXUIMHA W  pUTOHABUpA
MIPOTHUBOMNOKA3aHO.

° Juroxkcun

Cnemyer TpOSBISATH OCOOYIHO OCTOPOKHOCTH TPH HA3HAYCHWM PUTOHABHpA TAI[MCHTAM,
MPUHUMAIOIIUM JUTOKCHH, TTOCKOJIBbKY 0KHMJIaeTCsl, UTO OJHOBPEMEHHOE MPUMEHEHHE PUTOHABHPA
C JIUTOKCHHOM NPHUBEACT K YBEIUYCHHUIO KOHILEHTPAIMU JAUTOKCHUHA. YBEIUYCHHE KOHIICHTPALUU
JTUTOKCHHA MOYKET YMEHBIIAThCS C TECYEHUEM BPEMEHH.

v ManMCHTOB, KOTOPBIC YXKC NPHUHUMAIKOT JUI'OKCUH, CICAYCT YMCHBIIUTHL €TI0 O03Y BJBOC IIPU
Ha4daJi€ Tepallukl pUTOHABUPOM, MW 3a INalUCHTAMU HCO6XOI[I/IMO Ha6J'II-OI[aTB Ooinee BHUMATCIIbHO,
= (%1 06I)I‘-IHO, B TCYCHHEC HCCKOJIBKHMX HCACIIb II0CJIC Hadajla OAHOBPEMCHHOI'O IIPUMCHCHHA
PpUTOHAaBUpPAa M JUI'OKCHHA. Y MMaluCHTOB, YK€ NPHHUMAKOIHUX PUTOHABUP HA MOMCHT Haydalla
JICYCHHA JUI'OKCHMHOM, JICUCHUC AOWUIOKCHMHOM JOJDKHO IHPOBOAUTLCA Ooiee MNOCTCIICHHO, 4Y€M
00s1yHO. B 3TOT Inepuoa HCO6XO,I[I/IMO IMPOBOJAUTD 0oyiee MHTEHCHUBHBIN MOHUTOPHUHT YPOBHS
AUTOKCHUHA, a IIpUu HGO6XOI{I/IMOCTI/I CJICAYCT IMPOBOAWUTL KOPPCKTHUPOBKY MOO3bI, HCXOAA U3
KIIMHUYCCKHX U SHCKTPOKapI[I/IOFpa(bI/I‘IeCKI/IX AAHHBIX U YPOBHSA JUT'OKCHUHA.

L 3TI/IHI/IJ'IBCTpaI[I/IOJ'I

Crnenyer MCIoNIb30BaTh OAapbepHbIE WM HMHBIE CPEACTBA KOHTPALENLUU, KPOME TOPMOHAIBHBIX
IIPEeNnapaToB, MPU MCIOJIb30BAaHUM PUTOHABHpA B TEPANlEBTUYECKUX MM HU3KHMX J03aX, TaK Kak
PUTOHABHpP MOXET CHHXaTh d((HEKTUBHOCTh TOPMOHAJIBHBIX KOHTPALENTHBOB W HW3MEHSThH
po¢uiIb MaTOYHBIX KPOBOTEUEHUH MTPU OJHOBPEMEHHOM HA3HAUYEHUH C ACTPAIUOII-COAECPKALIMMHU
KOHTpaLEHNTUBAMM.

. ['JIFOKOKOPTHUKOCTEPOUIBI

He pexomeHayeTcsi OJHOBpEMEHHOE NPHUMEHEHHE PUTOHAaBHpa € (DIYTUKA30HOM WM JAPYTrHMMHU
TJIIOKOKOPTUKOCTEPOUIaMH, KOTOpbIE METAa0OJM3UPYIOTCS CUCTEMOM H30(epMEeHTa IMUTOXpoMa
CYP3A4, xpome citydaeB, KOTrJa NMOTCHIMAIbHAS I10J1b3a JICYEHUs MPEBBIIIAET PUCK CUCTEMHOIO
NENCTBUSL KOPTUKOCTEPOMIOB, BKJOuas cuHapoMm Muenko-KymmHra u mnojaBieHue (QyHKIHMU
HAJTOYEUYHUKOB.

. Tpazonon

Cnenyer mposBIATH OCOOYI0 OCTOPOKHOCTh IPH HA3HAYEHWHM pUTOHABHpA NAIMEHTaM,
MPUHUMAIOIINUM Tpa30]l0H. Tpa3oJoH sBisercs cyocTpaTtoM u3odepmenta uuroxpoma CYP3A4, u
OKUJAeTcs, YTO OJHOBPEMEHHOE MPUMEHEHHE pPHUTOHAaBUpPAa TPUBENET K  YBEIUYCHHUIO
KOHLIEHTpAlLlUU Tpa3o0Ha. B uccienoBanusx B3auMoAelicTBUA (TP OJHOKPATHOM IIPUMEHEHUN) y
3I0pPOBBIX J10OpOBOJIBLIEB HAOMIOJANINCh TaKue HEKelaTeabHble pEaKIMH, KaK TOIIHOTA,
TOJIOBOKPYKEHUE, apTepUaIbHas TMIIOTEH3Us U OOMOPOK.

. PuBapokcaban

He pexoMeHiyeTcsi MpUMEHATh pUTOHABHP Y TAIMEHTOB, MOTYYAIONIUX pUBapOKcabaH, BCIEACTBUE
YBEIIMUEHHS PUCKA KPOBOTEUEHUS.

. Puonuryar

CoBMecTHOE TMPUMEHEHHE HE pPEKOMEHIYeTCs W3-3a BO3MOXKHOTO YCWJIEHMSI BO3AEHUCTBUA
puonuryara.

. Bopamnakcap

CoBMecTHOE TMPUMEHEHHE HE pPEKOMEHIYETCs W3-3a BO3MOXKHOTO YCWJICHMSI BO3JAEUCTBUA
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BOparakcapa.

° benaksunnn

CunibHble MHrHOMTOPHI M30(epMenTa nuroxpoma CYP3A4, takue kak WHTHOUTOPHI MPOTEA3BI
BUY, moryT yBenn4nBaTh IKCIO3HUIINIO OCTAaKBIIINHA, YTO B CBOKO OYEPEIb MOKET MOBBIIIATH PUCK
pa3BUTHS CBSI3aHHBIX C O€JAaKBUJIMHOM HEKeJIaTeNbHBIX peakuuid. Takum oOpa3om, cieayer
n30erath Ha3HAUYCHUs OCAaKBUIMHA B KOMOMHAIIMM C PUTOHABHPOM. TeM HE MEHee, eCIIH TOJb3a
MepEeBeIINBACT TMOTEHIMAIBHBIN PHUCK, OJHOBPEMEHHO Ha3HA4YaTh OCJAKBWIMH C PUTOHABUPOM
HE00X0AUMO c OCTOPO’KHOCTBIO. Pexomennyercs Oonee YacTbld ~ MOHUTOPHUHT
ANEKTPOKAPAUOTPAMMBI U KOHTPOJIb aKTUBHOCTH TPaHCaMHUHA3 (CM. MHCTPYKIHUIO MO MPUMEHEHUIO
JUTsE OCTaKBUIIMHA).

. Jenamanu

OnHOBpEeMEHHOE NPUMEHEHHE JellaMaHuJa C CHJIbHBIM HHIMOMTOPOM H30(epMEeHTa LUTOXpOMa
CYP3A (puToHaBMpOM) MOKET YBEIMUYMBATH HKCHO3ULUI0 META0O0JUTA JI€TaMaHUA, YTO MOMKET
IPUBOANTH K y/uinHeHHio uHTepBaia QTc. Takum oOpa3zom, eciii OJHOBPEMEHHOE HMpPHUMEHEHHE
JelaMaHuJia ¥ PUTOHaBUpa HEOOXOAMMO, PEKOMEHIYETCS OYEeHb YacTO KOHTPOJIUPOBATH
aektpokapauorpamMmy (OKI') Ha npoTsbkeHMM Bcero mnepuoja JIeYeHUs JellaMaHuIoM (CM.
MHCTPYKLHIO 10 IPUMEHEHUIO JIS AelaMaHua).

PumOHG@MD npu npumerHeruu 6 Kavecniee d)aDMaKOKMHemull€CK020 ycuiumesii

[Mpodwnu B3aumoneiicTBuss ¢ mHrHOMTOpaMu mporeazbl BMUY, nmpuMeHseMbIX OJHOBPEMEHHO C
HU3KOH /10301 pUTOHABHpA, 3aBUCAT OT KOHKPETHOTO OJHOBPEMEHHO NPHMEHSEMOI0 MHIHOHTOpa
nporeassl BUY.

Omnucanue MEXaHU3MOB U BO3MOXKHBIX MEXaHU3MOB, CHOCOOCTBYIOLIUX MPOMUIIO B3aUMOJEHCTBUS
¢ UIl (cm. pazmen 4.5). Takxe cineayeT O3HAKOMHUTBCS C HHCTPYKLUHMEH IO NPUMEHEHHIO
cootrsercrByromiero UIIL

. CakBuHaBUp

He cnenyer HazHauath putoHaBup B fo3ax Beime 100 mr aBa pasa B cytku. [lokazano, yto 6onee
BBICOKHE J103bl PUTOHABHPA CBSI3aHbI C MMOBBIIIEHHONW YacTOTOM pa3BUTHS HEXeNaTeIbHBIX PEaKIIHM.
O)IHOBpCMeHHOG IMPUMCHCHUEC CaKBHHaBHpa W PUTOHABUpPA IMPHBOJAUIO K PA3BUTHUIO TAXKCIIBIX
HE)XeJaTeNbHbIX PEaKIMii, B OCHOBHOM JTHa0ETHYECKOro KEeTOoall/103a U HapylIeHUIl CO CTOPOHBI
MeYeHH, OCOOCHHO Y MAI[UEHTOB C YK€ HMEIOIIMMHUCS 3a00I€BaHUSIMU TTEYCHH.

BenenctBue pucka TsKENOM TemaTOTOKCUYHOCTH  (TPOSBISIOIIEHCS B BHUJE IOBBIIICHUS
aKTUBHOCTH TpaHCaMWHA3) CAaKBUHABUP/PUTOHABHpP HE CIEAyeT Ha3HayaTh BMeECTe C
prdaMOIrLIIHOM.

. Tunpanasup

Nwmerotcs cBeieHNs, YTO OJIHOBPEMEHHOE NMPUMEHEHHE THUIPaHaBUpa B COYETAHUU C PUTOHABUPOM
B no3e 200 Mr compoBOXAadoCh Pa3BUTUEM TeNaTUTa C KIMHUYECKUMH TMPOSBICHUSIMH U
MEYCHOYHOM JEeKOMIIEHCAlluM C JIeTaJbHBIMU HCXOJaMH B HECKOJbKHX ciaydasx. OcoOyro
OCTOPOXKHOCTh HEOOXOJMMO MPOSBIATH B OTHOIIEHUH MAIUEHTOB C COMYTCTBYIOIIUM XPOHUYECKUM
renatutoM B wmm C, MOCKOJIbKY y HHUX MOBBIIIEH PHUCK TI'eNaTOTOKCHYECKOro IEHCTBHUS ATHX
Mpenaparos.

Ho3bl putoHaBupa Menee 200 Mr 1Ba pa3a B CYTKH HE CIEOyeT MCIOJIb30BaTh BMECTE C
TUTIPAHABHPOM, TaK KaK 3TO MOXKET YXYAIUTE Tpoduib 3)PeKTHBHOCTH KOMOMHAIINY.

. docaMIipeHaBUp

PutonaBup B noszax Beimie, yem 100 mMr gBa pa3za B CYTKHM, HE U3y4ajcsi NMPU OJHOBPEMEHHOM
IpUMEHEHUH ¢ (OocaMIpeHaBUPOM B KIMHUYECKHX HCCleAoBaHusIX. lcnonp3oBanue Oosee
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COOTBETCTBYET

ot 11.09

BBICOKMX JI03 PUTOHABHPA MOKET YXYAMIUTH MPOQGHUIlb Ge3omAbHOCTH KOMOIHATIHE, 1 oS TOMY fiE

PEKOMEHAYETCH.
. ATtazanaBup

OpHOBpeMEHHOE TPUMEHEHHE aTa3aHaBUpa C PUTOHABUPOM B 103ax Bblile, yeM 100 mr oauH pa3 B
CYTKH, HE M3Yy4aJoch B KIMHUYECKUX HccienoBaHusAX. Vcnonb3oBaHue Oosee BBICOKHMX 03
PUTOHABHPA MOXKET YXYAIUTH MPoduiIb 6e30MacHOCTH aTazaHaBupa (Kapanogorudeckue 3¢ dexrsr,
rUnepOMIMpyOMHEMus), U MO3TOMY COBMECTHOE IIPUMEHEHHE He peKoMeHayercs. B ciyuae eciu
aTa3aHaBUp C PUTOHABHPOM IPHMEHSIOTCS OJHOBPEMEHHO C 3(aBUPEH30M, /103y PUTOHABHpPA
MO’KHO YBEJIHYUTh J10

200 Mr oauMH pa3 B CyTKH. B 3TOM ciydae HEOOXOIUM TIIATENbHBIA KIMHUYECKUA MOHUTOPUHT.
J1J1s TIOJTy4eHUs! TOTIOTHUTENIbHOW HH(POPMALIUU CM. HHCTPYKITHIO 110 TIPUMEHEHUIO aTa3aHaBupa.

4.5. B3aumojaeiictBie ¢ JAPYrHMH JIEKAPCTBEHHBIMM MNpenapataMM M JApyrue BHJbI
B3aHMOJEHCTBUSA

HDI/IMGHGHI/IG pHUTOHaBHpa B KAYCCTBC d)aDMaKOKI/IHCTI/I‘-ICCKOFO YCHIINUTEIIA WIN AaHTUPETPOBUPYCHOI'O
apcriapara

PurtonaBup o0iamaer BEICOKMM CPOJICTBOM K HECKOJBKHM u3odopmam muroxpoma P450 (CYP) u
uHrHOupyeT okucienue B cienyrouiem nopsake: CYP3A4 > CYP2D6. I[Ipumenenue putoHaBupa
OJHOBPEMEHHO C JIEKAPCTBEHHBIMU IIperapaTtaMi, METa0O0IM3HUPYyEMbIMUA TPEHMYILECTBEHHO
CYP3A, MOXeT MNpUBECTH K YBEIMYEHHUIO KOHILIEHTpPAllMM OJHOBPEMEHHO IPUMEHSEMOIo
JIEKapCTBEHHOT'0 Mpernapara B IUIa3Me KPOBU U, KaK CIEICTBUE, K YCUJICHHUIO UJIHM MPOJICHUIO €ro
TeparneBTHUecKoro 3¢p@dexkra M HeKeNaTeNbHBIX sBiIeHUH. [IpM OZHOBpEeMEHHOM NpPUMEHEHHU
OTJENbHBIX JICKApPCTBEHHBIX IpenapaToB (Hampumep, ajinpazojama) HHrubupymouiee aeicTBue
putoHaBupa Ha CYP3A4 MoxeT cHUXaThCsl CO BpeMeHeM. PuToHaBup Takke 00J1a1aeT BHICOKHM
CPOJICTBOM K P-TIMKONPOTEMHY M MOXET OKa3blBaTh HHTUOMpYIOlee BO3JEHCTBME Ha 3TOT
nepeHocuuk. MHrubupyromiee peiicTBUe pUTOHABHPA, HCHOJIb3YEMOTO OTIENbHO WM B
KOMOMHAIMM C JIPYTMMH HMHTHOWTOpaMM NpOTeas3bl, HA aKTUBHOCTb P-TIHKONpOTEMHA MOXKET
CHUXKAThCA CO BpeMeHeM (B KadecTBe mpumepa cM. Tabmuny «OddekTsl puTroHaBHpa Ha
HEaHTUPETPOBUPYCHBIE MTPENapaThly HUXKE).

PuronaBup mHaynupyer ritokyponusanuio u okucienue yepes CYPIA2, CYP2C8, CYP2C9 u
CYP2C19, uto compoBOXAaeTcsl yCHJIEHHEM OMOTpaHCPOPMALUU HEKOTOPBIX JIEKapCTBEHHBIX
MpernaparoB, METa0OMU3UPYEMBIX C YYaCTHEM OTHX H30(EpPMEHTOB. DTO MOXKET MPHUBECTH K
CHIDKEHHIO YPOBHS CHUCTEMHOIO BO3JEHCTBUS OJHOBPEMEHHO MPHUMEHSIEMbIX JEKapCTBEHHBIX
MpernapaToB W, COOTBETCTBEHHO, YCTPAaHEHHWIO WM  COKpAIIEHWIO JUIMTENBHOCTH  HX
TepaneBTHYecKoro 3¢ ¢pexra.

Baxnble cBeneHMS O  B3aUMOJACHMCTBUSAX  PUTOHABUPA, MCIOJIB3YyEMOIO B  KadecTBE
(apMaKOKMHETUYECKOTO YCWIINTEINS, C JIEKApCTBEHHBIMHU IpernapaTaMyd TakKe MpPUBEICHBI B
MHCTPYKLUU OJTHOBPEMEHHO MPUMEHSIEMOT0 HHTMOUTOpA IPOTEA3bl.

JlekapCTBEHHBIE MTpeapaThl, BIUIIONIME Ha KOHIICHTPALIMIO PUTOHABHPA B KPOBHU

YpoBHU PHUTOHABHpPA B CHIBOPOTKE KPOBU MOMKET CHIDKATHCS TPHU OJHOBPEMEHHOM MPUMEHEHHH
pPacTUTENILHBIX JICKAPCTBEHHBIX MPEMapaToB, cojaepxaux 38epoooit (Hypericum perforatum). Oto
CBS3aHO C WHAYUUPYIOUIUM JEHCTBUEM 3Bepo00s Ha (PepMeHTHl, MeTa0oJIU3UPYIOIINe
JIEKapCTBEHHBIE Tpernaparbl. PacTuTenbHbIE JIEKapCTBEHHBIC MpENaparhl, coAepkKaiiue 3BepoOoi,
HEJb3sl HCIOJh30BaTh OJIHOBPEMEHHO C PHUTOHABUPOM. EciM Ha MOMEHT Hadvajla JIeUYEHUS
PUTOHABHPOM TMAILMEHT YK€ MPUHUMAET pAcTUTEIbHBIC MpemapaTsl, cojepxkaiiue 3Bepo0oii,
HEOOXOMMO TPEKPATUTh JICYCHHE UMH M TPU HEOOXOIUMOCTH MPOBEPUTH YPOBEHb BHPYCHOU
Harpy3ku. llocnme mpekpallleHust JIeYeHUs JICKapCTBEHHBIMHU IperapaTaMu, COJEpKaIlUMU
3Bepo00l, YPOBEHb PUTOHABHpPA MOKET BO3pacTH. MoOXKeT MmoTpeOoBaThcs KOPPEKTHUPOBKA JO3BI
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puToHaBupa. MHaynupyomee qeiCTBUE MOKET COXPAHATHCS iﬂ npo-Jfls:[;(l I/IT@EI:NH/IHHJV_M‘ NBYX
HEZIeIb TTOCIIe TPEKPAIICHHS JICYCHUS PACTUTEIHHBIMU TperapaTaMu, COAEPKAIIMME 3BEPOOOH (CM.

paznen 4.3).

VYpoBeHb puTOHABUpa B CHIBOPOTKE KPOBU MOXKET MEHSTHCS MPU OAHOBPEMEHHOM MNPUMEHEHUH
OTJIENbHBIX JIEKAPCTBEHHBIX IperaparoB (Hampumep, JenaBUpAuHa, 3(daBupeHsa, (HeHUTOMHA U
pudamMnuHa). DTH B3aWMOJCUCTBUS OIMCAHBI B TaOIUIIAX B3aUMOJCHCTBUN JIEKAPCTBEHHBIX
IpenapaToB HUKE.

.HeKaDCTBeHHBIe npenaparsl, HA KOHIOCHTPAINIO KOTOPBIX BJIHUACT PUTOHABHD

B Tabnumax Huke pacCMOTpPEHbl B3aUMOJICHCTBUS MEXKIY PUTOHABUPOM U HMHTHOUTOpAMU

IIpOTEasbl,
npernapaTamu.

IPYrUMHU

AHTUPETPOBUPYCHBIMM  IIpelapartaMM W HE  aHTUPETPOBUPYCHBIMU

B3aumopaeiicTBHE JICKAPCTBCHHLBIX IPENMApaToB: pUTOHABUP U I/IHl"I/Iﬁl/ITOpr mpoTeasbl

OnHoBpeMeHHO
NpUMeHsieMblii
JIEKAPCTBEHHbIN
npenapar

Munumajib
Had
KOHLIEHTpa

uust (Crin)

IInomann
1oJ KpUBOM
(AUC)

OuennBaeMbIi
JIEKAPCTBEHHbIH
npenapar

Jo3a
OTHOBPEMEHHO
NPUMEHSAEMOro

JIEKAPCTBEHHOI0
npenapara, Mr

Jo3a
pUTOHABHPA, MT

AmrnipeHaBUp

600 xaxpre 12 100 kaxmeie 12
4acoB 4acoB

Awmnpenasup’ 1 Ha 64% 1 B 5 pas

PuToHaBup mMOBBIIIAET YpOBEHb aMIIpeHaBHpa B CHIBOPOTKE KPOBH BCIIEICTBUE
narnoupoBanuss CYP3A4. B KIMHWYECKHX  HCCIEHAOBAHUSAX  TOATBEPIKICHBI
Oe3omacHOCTh 1 3(PPEKTUBHOCTH MPUMEHEHUsT ammpeHaBupa B go3ze 600 mr 2 paza B
CYTKH OIHOBpPEMEHHO ¢ puroHaBupoM B mg03e 100 mMr 2 pasza B cyrku. [is
HOJy4eHUS JOTIOJIHUTENBHBIX CBECHHH 00 aMmIpeHaBHpEe CM. HHCTPYKIUIO IO
NPUMEHEHUIO.

ATazaHaBup

100 xaxnaeie 24
yaca

300 kaxxapie 24 yaca ATazaHaBup 1 Ha 86% 1 811 pa3

ArazanaBup? TB2paza | 1B3-7pa3

PuTOHaBHp TOBBIIAET YPOBCHb ara3aHaBUpa B CHIBOPOTKE KPOBH BCICICTBHE
unrubuposanus CYP3A4. B xome KIMHUYECKUX MCCICAOBAHUEN TOATBEPKICHBI
Oe3omacHocTh M 3()(PEKTUBHOCTh TpUMeHeHMs atazaHaBupa B o3¢ 300 mr 1 pa3 B
CYTKH OJHOBpeMeHHO ¢ puroHaBupoMm B go3e 100 mr 1 pa3 B cyTkum y panee
JICUCHBIX TANUCHTOB. JIOTIONHUTENbHBIC CBEACHUS 00 aTa3aHaBUPE CM. WHCTPYKIHIO
110 IPUMEHEHHUIO.

Hapynasup

100 kaxxapie 12
4acoB

600 ogHOKPATHO HapynaBup 1B 14 pa3

PutoHaBup TMOBBIIAET YPOBEHb JapyHaBUpAa B CBIBOPOTKE KPOBH BCJIEICTBHE
uarubuposanus CYP3A. JlapyHaBup HEOOXOJMMO HCIIONB30BATH OJHOBPEMEHHO C
PUTOHABUPOM C LIENBI0 TApaHTHUPOBAHHOTO JOCTIKEHHUSI TEPareBTHYECKOro 3¢ deKTa.
[IpumeHeHne gapyHaBupa OJJHOBPEMEHHO C PUTOHABUPOM B J03ax Beie 100 mr 2 paza
B CYTKM H3y4eHO He ObUI0. JlOmOMHWUTENbHBIC CBEACHHS O JapyHaBHPE CM. B
COOTBETCTBYIOIIEH MHCTPYKLMU 110 IPUMEHECHHUIO.

docaMIIpeHaBHp

700 xaxnawie 12 100 xaxnawie 12 AmnpeHaBup
JacoB JacoB

TB24paza| 1811 pa3

PuTonaBup noBhIIIaeT ypoBEeHb aMIipeHaBupa (oOpasyromierocst U3 ¢pocaMnpeHaBupa) B
CBIBOPOTKE KpoBM BcieactBue wuHruOupoBanuss CYP3A4. docammpenaBup
HEOOXOAMMO  HWCHOJB30BaTh  OAHOBPEMEHHO C  PUTOHAaBUPOM C  IEJBIO
rapaHTHPOBAaHHOIO IOCTIKEHUSI TepaneBTHYecKoro s¢dexra. B xone KIMHMYECKHX
MCCIICIOBAHNI  TOJATBEPXKACHB 0e30macHOCTh ¥ A3(P()EKTHMBHOCTh MPUMEHEHHS
¢docammnpenasupa B 03¢ 700 Mr 2 pa3a B CyTKH OJJHOBPEMEHHO C PUTOHABHPOM B J103€
100 mMr 2 pasa B cyTtku. [Ipumenenue QocammpeHaBUpa OJHOBPEMEHHO C J03aMHU
putonaBupa Bbime 100 mMr 2 pa3za B CyTKM H3y4eHO He Obuio. JlomomHHUTENbHBIC
CBeJIeHHsI 0 (hocaMIIpeHaBHPE CM. B COOTBETCTBYIOIICH HHCTPYKIIMH 110 IPUMECHEHHIO.
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OnHoBpeMeHHO Jo3a Jo3a OueHHBaeN b1 | - ﬁﬁdl’iﬁ}ﬁ;ﬁ FMuauvans
NPUMeHsAeMbIi OJJHOBPEMEHHO | PUTOHABMPA, MT | JIEKAPDCTBEHHBbIH | M0 KPUBOM Hasi
JIEKAPCTBEHHBIIl | NPHMEHSIEMOI0 npenapar (AUC) KOHIIEHTpa
npenapar JIEKAPCTBEHHOT0 st (Crin)
npenapara, Mr
WuauHaBup 800 kaxzapie B 12 100 xaxapie 12 WnpunaBup® 1T Ha 178 % H/0
4acoB 94acoB
PuronaBup 1 Ha 72% H/0
400 kaxpie 12 400 kaxpie 12 WnpunaBup® > 1 B4 pasa
4acoB 4acoB
PurtonaBup « «

PuToHaBMp TMOBBILIAET YPOBEHb HMHIMHABUPA B CHIBOPOTKE KPOBU BCIEICTBUE
narnoupoBanus CYP3A4. [/lng sTtoli KOMOWHAIIMM HE yCTAHOBIIEHBI ONTHMAJBHEIE C
TOuKH 3peHHs dS((GEeKTHBHOCTH M 0e30macHOCTH J103bl. MUHHMaNbHasE I0JIb3a
(apMaKOKHHETHYECKOTO YCHIICHHSI, OIOCPEAYyEeMOT0 PUTOHABHPOM, MOXET OBITh
JIOCTUTHYTa TpH ero mpuMeHeHHn B go3ax Bbime 100 mr 2 pasa B cyrtku. [lpm
npumeHennn puronasupa (100 Mr 2 pasa B CyTKH) OJHOBPEMEHHO C MHIAWHABUPOM
(800 Mr 2 pa3a B CyTKH) HEOOXOJUMO COOJIFOJIaTh OCOOYIO OCTOPOXKHOCThH BCJICJCTBHE
HOBBIIIEHHOTO PUCKA Pa3BUTHS HE(PPOIUTHA3A.

Hendunasup 1250 kaxnapie 12 100 xaxnpre 12 Hendunasup | 1 Ha 20-39% H/O
4acoB 4acoB

750 ogHOKpaTHO 500 xaxnapie 12 Hendunasup 1 Ha 152% H/0
9acoB

PuronaBup - -

PuTtoHaBup TmOBBIIAET YpPOBEHb HEN(PHHABUPA B CBIBOPOTKE KpPOBH BCIIC/ICTBHE
unruoupoBanus CYP3A4. [{ns 3Toli KOMOMHAIIMK HE YCTAHOBJIEHBI ONTHUMAJIBHBIC C
Toukn 3peHUs dpdekTnBHOCTH W 0e30macHOCTH J03bl. MUHUMallbHAs T0Jb3a
(apMaKOKHHETHYECKOTO YCHIICHHS, OIOCPEAYEeMOT0 PUTOHABHPOM, MOXKET OBITh
JIOCTUTHYTa NPHU €ro MmpuMeHeHuH B no3ax Bbinie 100 mr 2 pa3a B CyTKH.

CaxBuHaBHp 1000 xaxnbrie 12 100 xaxasre 12 Caxsunasup® 1B 15 pa3 1 B 5 pa3
4acoB 4acoB
Puronasup > >
400 xaxnasle 12 400 xaxnasle 12 CaKBHHaBHp4 1817 pa3 H/0
4acoB 4acoB
Puronasup > >

PuToHaBHp TOBBIIIaET YPOBEHb CaKBHHABHpPAa B CBIBOPOTKE KPOBH BCIIEJCTBHE
uaruoupoBanns CYP3A4. CakBuHaBup HEOOXOOMMO HCIIONB30BATH TOJBKO B
KOMOWHAIWU ¢ puToHaBUpoM. llpy mpuMenenun putoHaBupa B no3e 100 mr 2 pasa B
CYTKH OIHOBPEMEHHO C cakBHHaBHpoM B no3e 1000 mr 2 paza B CyTKH YpPOBEHb
CHUCTEMHOTO BO3JICHICTBHA CakBMHABHUpa Ha TMPOTSHKEHHMH 24 9 CXOmeH ¢
COOTBETCTBYIOLIMM YpPOBHEM IpH NMpHMEHEHWH cakBuHaBupa mo 1200 mr 3 pasa B
CyTKH 0€3 pHUTOHAaBHpa WJIH IPEBHINIACT €ro. B KJIMHUYECKOM WCCIeIOBaHUM
B3aumoeiicTBus pudpammuimaa (600 mr 1 pasz B cyTku) u cakBuHaBupa (1000 mr) c
putonaBupoM (100 mMr 2 pasa B CyTKH) y 3I0pPOBBIX JOOPOBOJIBIEB HAOIIONANNCH
CIy4aW TSDKEJIOM TEeNaTOLEIUTIONSPHON TOKCHYHOCTH C TIOBBIIIEHHUEM YPOBHS
TpaHcamuHa3 Oosee yeM B 20 pa3 OTHOCUTENBHO BEpXHEH I'paHUIIbI HOPMBI cirycTs 1-5
JHEW COMYTCTBYIOIIEro MpUMEHEHMs. Takum oOpa3oM, KOMOWHAIMIO CaKBMHABHPA U
PUTOHABUpPA HE CIIEAYET HCIOJIb30BaTh OJHOBPEMEHHO € pU(aMIMIMHOM B CBS3HU C
PHUCKOM TSDKEJION remaTOTOKCUYHOCTH. J{OTIOTHUTENbHBIE CBEACHNUS O CAKBHHABHUPE CM.
B COOTBETCTBYIOIIEH HHCTPYKIIUH 110 MPUMEHEHHIO.

Tunpanasup 500 xaxapie 12 200 xaxapie 12 Tunpanasup TB81lpaz | 1829 pa3
4acoB 4acoB

PuronaBup | Ha 40% H/0
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COOTBETCTBYET 3K ¥ OTUETY
ot 11.09.2025 K
OnHoBpeMeHHO Ho3za Ho3za OnenHBaeMbri—| - ﬁﬁdl’iﬁlﬁ;ﬁ FMiHiMas
NPUMeHsAeMbIi OJJHOBPEMEHHO | PUTOHABMPA, MT | JIEKAPDCTBEHHBbIH | M0 KPUBOM Hasi
JIEKAPCTBEHHBIIl | NPHMEHSIEMOI0 npenapar (AUC) KOHIIEHTpa
npenapar JIEKAPCTBEHHOT0 st (Crin)
npenapara, Mr

PuToHaBHp mMOBBIIIAET YPOBEHb THUIIPAHABUPA B CHIBOPOTKE KPOBM BCIICACTBUE
naruoupoBanus CYP3A4. TunpanaBup HE0OXOIWMO HCHONB30BaTh OJHOBPEMEHHO C
HU3KMMH  J103aMH  pUTOHAaBHpa C ILEJbI0O TapaHTUPOBAHHOTO  JTOCTUKEHMSA
TepaneBTHYeCKOTO 3ddexra. [Ipy 3TOM pUTOHABUP HE CcIELyeT HCHONb30BaTh B
mo3ax menee 200 Mr 2 paza B CYTKH, IOCKOJBKY 3TO MOXET TOBIHATH Ha
3¢ GeKTUBHOCTh KOMOMHAUUK. JIOMOJHHUTENBHBIE CBEIACHHUS O TUIPAHABHPE CM. B
COOTBETCTBYIOIIEH MHCTPYKIMHU IO IPUMEHEHHIO.

H/0: HE OTPECIICHO.
HCCJIEIOBAaHU.
HCCJIEJOBAHUMN.

HCCIIEJOBAHUMN.

HCCJIEIOBAHUH.

1Ha ocHoBaHWMM CpaBHEHHsi ¢ MOHOTEpANMel aMnpeHaBupoM B no3e 1200 Mr 2 pasa B CyTKM MO J@HHBIM PasHbIX
2Ha OCHOBaHMH CpaBHEHHs ¢ MOHOTepanueill atasaHasupoM B 103e 400 mMr 1 pa3 B CyTKM MO JaHHBIM Da3HBIX
®Ha OCHOBaHMHM CpPAaBHEHHMs C MOHOTepanvedl MHAMHAaBUpoM B 103 800 Mr 3 pasa B CYTKM MO JAHHBIM Pa3sHBIX

4Ha ocHOBaHMM CpaBHEHHMsi C MOHOTEpanuell cakBUHaBHPOM B jo3e 600 Mr 3 pasa B CyTKM 110 J@HHBIM Pa3HBIX

B3aumopeiicTBUsI  JIEKAPDCTBEHHBIX MPENapaToB: PHTOHABHP M  AHTHPETPOBHPYCHBbIE
npenaparbl, OTJHYHbIE OT HHTUOUTOPOB MPOTEA3bI

OnHOBpEMEHHO Ho3a Ho3a OunennBaeMblii AUC Chin
NpUMeHsieMblii | OJHOBPEMEHHO | PUTOHABHMPA, MI |JeKAPCTBEHHbIH
JIEKAPCTBEHHbIi | MPUMEHIEMOT0 npenapar
npenapar JIEKAPCTBEHHOT0
npenapara, Mr
Jnmano3ux 200 xaxnsie 12 600 kaxnaeie 12 u/ Jnmano3ux | Ha 13% —
4acoB yepe3 2 4
[Tockosbky pUTOHABHP HEOOXOJMMO NPUHHMATh BO BpEMs €Ibl, a JUIAHO3WH —
HATOIAK, OTH Mpernaparsl HEOOXOAWMO TMPHUHUMATh C HHTEpBAIIOM 2,5 .
KoppektupoBka 1103 He TpedyeTcs.
JenaBupnun 400 xaxxnapie 8 600 xaxnpie 12 JenaBupaunt — PN
4acoB 4acoB
PuronaBup 1 Ha 50% 1 Ha 75%
CpaBHEeHHE C paHee MOJYYEHHBIMH JaHHBIMH II0Ka3al0, YTO PHUTOHABUD HE
BIMAeT Ha (apMaKOKMHETHKY JenaBupiauHa. [Ipy mNpuMeHeHWHW pHTOHAaBUpa B
KOMOWHAIIMYU C JISNIABUPJMHOM MOXKET MOTPeOOBaThCSI CHUIKEHHE J03bl PUTOHABHUPA.
OdaBupens 600 xaxxapie 24 500 xaxxasie 12 OdaBupens 1 Ha 21%
yaca 4acoB
PuronaBup 1 Ha 17%
[lpu npumenenwn 53¢daBupeH3a OJHOBPEMEHHO C PHTOHABUPOM B KadecTBe
AHTUPETPOBUPYCHOTO  Ipenapata  HaOmojaizack  Oojee  BBICOKAas ~ 4acToTa
HE)KENaTeNbHBIX peakuuil (HampuMmep, TOJIOBOKPY)KEHHsI, TOLIHOTHI M MapecTe3uH) H
OTKJIOHEHHH JTaOOpaTOPHBIX TOKa3aTeNiell OT HOPMBI (TTIOBBIIIEHUE YPOBHS MEYEHOYHBIX
(hepMeHTOB).
Mapasupok 100 kaxapie 12 100 kaxxapie 12 Mapasupox 1 Ha 161% 1 Ha 28%
4acoB 4acoB
PuToHaBup TIOBBIIAET YPOBEHb MapaBUPOKa B CBHIBOPOTKE KPOBU BCJICJICTBHE
uaruoupoBanus CYP3A. MapaBupok MOXHO HCIOJB30BaTh OJHOBPEMEHHO C
PUTOHABUPOM C LIEJIbIO TIOBBILIEHUS YPOBHS SKCHO3ULUH. [|ONONHUTEIBHBIE CBEACHHUS O
MapaBUPOKE CM. B COOTBETCTBYIOIIEH WHCTPYKIIMH IO IPUMEHEHHIO.
Hesupanuu 200 xaxple 12 600 xaxxple 12 Hesupanuu — PN
4acoB 4acoB
PutonaBup > —
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AL
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OaHOBpEMEHHO Jo3a Jo3a Ouennpaempii |- - AGC'ET
NpUMeHsieMblii | OJHOBPEMEHHO | PUTOHABHPA, MI' | JIeKAPCTBEHHBINH
JIEKAPCTBEHHBIN | TPUMEHIEMOT0 npenapar
npenapar JIEKAPCTBEHHOT O
npenapara, Mr
[IpuMeHeHne pUTOHABUPAa OJHOBPEMEHHO C HEBUPAIMHOM HE COMPOBOXKIACTCS
KJIMHUYECKU 3HAYMMbIM H3MEHEHUEM (hapMaKOKHHETHKHU MPEnaparos.
Panrerpasup 400 omHOKpaTHO 100 kaxxapie 12 Panrerpasup | Ha 16% | Ha 1%
4acoB
[lpuMeHeHne  pUTOHABUpa  OJHOBPEMEHHO  C  palTerpaBUpPOM  BeAeT K
HE3HAYUTEIHHOMY CHIDKEHHIO YPOBHS pajITerpaBupa.
3un0ByIMH 200 xaxzpie 8 300 kaxpie 6 3unoByIMH | Ha 25% H/0
4acoB 4acoB
PutoHaBMp ~ MOXET  WHTMOMPOBaTh  TJIIOKYPOHHM3AIWIO  3WJIOBYAHMHA,  YTO
CONPOBO’K/IACTCSl HE3HAUMTENIbHBIM CHIDKCHHEM YPOBHS mocieanero. KoppekrupoBka
J103 HE TpeOyeTCsl.

H/0: HE OTPEICIICHO.

! Ha ocHOBaHMH CpaBHEHUs B IApaIENbHBIX TPYIINAX.

BiusiHue puTOHABHpPa HAa  OJHOBPEMEHHO IPUMEHsieMble HEAHTHPETPOBUPYCHBIE
JIeKapCTBEHHbIE NpenapaTbl
OnHoBpeMeHHO Jo3a Jo3a Bmusinue na AUC Biusinue Ha
NpUMeHsieMble O/IHOBPEMEHHO | PUTOHABHPA, MI' | OJHOBPEMEHHO MaKCHMAJIbHYIO
JIeKapCTBEHHbIE NpUMeHsIEMBbIX NPUMeEHSIEMbIX KOHIEHTPAINIO
npenaparbl JIEKapCTBEeHHbIX JaexapeTBeHHbIX | (Cra) oqHOBpeMenHo
NpenapaToB, Mr NpenaparoB NpUMEeHsIEMbIX
JIeKAPCTBEHHBIX
npenaparoB

AHTAroOHMUCTHI 0 -a/1]

pECHOPELCITOPOB

Andyzo3un

OHOBPEMEHHBIN MPUEM PUTOHABHPA MOXET MPHUBECTH K MOBBIMICHHIO
KOHIICHTpAIMK aib(py303MHA B IUIa3Me KPOBH, B CBSI3H C Y€M OH MPOTHBOIMOKA3aH
(cm. pazzen 4.3).

ITpou3BoaHbIe aM(peTaMUHA

AmberamuH

[IpumeHeHne OZHOBPEMEHHO C PHUTOHABUPOM, HCIHOJIBb3YEMBbIM B KauecTBe
AHTHUPETPOBUPYCHOTO Tpenapara, MOKEeT BecTH K MHruouposanuto CYP2D6 u, xak
CIIE/ICTBME, K TIOBBIICHWIO KOHIIEHTPAllUM B KpOBH aM@peTaMHHa U €ro
MPOM3BOAHBIX. [Ipy MpUMEHEHUN 3TUX JEKapCTBEHHBIX MPENapaToB OAHOBPEMEHHO
C pPUTOHAaBHUPOM B KauecTBE aHTHPETPOBUPYCHOIO Ipemnapara pEKOMEHIOBaH

YCUJIIGHHBIH ~ MOHHTOPUHT  TepameBTHUecKoro Jddexkra U  HeKenaTelbHbIX
sIBJICHUIA (CM. paszien 4.4).
O0e3001MBaIOLINE MPENIAPATHI
Bynpenopdun 16 xaxnpie 24 100 kaxnpie 12 1 Ha 57% 1T HA 7T7T%
Jaca JacoB
HopOynpenopdun 1 na 33% 1 na 108%
T imroxypoHuHBIE > >
METa0OJIUTEI
[oBbimieHre ypoBHs OynpeHOppHHA U €ro aKTUBHOTO METAa0OJIMTa B IUIa3Me KPOBU
HE COIPOBOXK/IAETCA KIMHUYECKH 3HAYUMBIMH M3MEHEHHSAMH (hapMaKkoJIWHAMUKU B
rpyIme NalueHTOB, YCTOWYMBBIX K OMMOMOHBIM aHaJbreTHKaM. TakuMm o0paszom,
pU MpUMEHEHUH OynpeHop(UHA OAHOBPEMEHHO C PUTOHABUPOM KOPPEKTHPOBKA
X 703 He TpeOyercs. [Ipu NMpUMEHEHWM PHUTOHABUpPA B KOMOWHAIMU C JPYTUM
WHTHOMTOPOM TpOTea3bl H OynpeHOpHUHOM, 0COObIe YKa3aHUs MO MOJ00pY J03bI
Ul TAUEeHTOB M3 JaHHOM TPyNmbl CM. B HMHCTPYKUMM JUIS OJHOBPEMEHHO
npumensemoro MI1
Ietngun, OnHOBpEeMEHHBI IIPUEM  pPUTOHABHpa MOXKET IIPUBECTHM K  IOBBIIICHUIO
[Tupokcukam, KOHIICHTPAIMH NETHINHA, TMPOKCHKAaMa M MPOINOKcH(eHa B I1a3Me KPOBH, B CBSI3H C
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COOTBETCTBYET -

ot 11.05. 22808

OnaHoBpeMeHHO
NpUMEHACMbIC
JICKAPCTBCHHbIC
npenaparsl

Tomm Tom | [EaieR 5RO E R0

O/THOBPEMEHHO | PHUTOHABHMPA, MI' | OIHOBPEMEHHO MaKCHMAJIbHYIO
NPUMeHsIEMBbIX NPUMeHSIEMbIX KOHIEHTPAINIO
JIEKapPCTBEHHBIX JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO
npenaparos, Mr npenapaToB NpUMEeHsIeEMBbIX
JIeKapCTBEHHBIX
npenapaToB

[ponokcugen

4eM OH MPOTHBOIOKA3aH (cM. pasnen 4.3).

denranmnn

[Ipumenenne puTOHaBHpa B KadecTBe (hapMaKOKHMHETHYECKOTO YCHIIUTENS WITH
AHTUPETPOBUPYCHOTO Tpemnapara Beiaer k wuHruoupoannto CYP3A4 wu, kak
CJICJICTBHE, TIOBBIIICHUIO KOHICHTpalMu ¢eHTaHWiIa B IUia3Me KpoBu. Ilpu
MpUMEeHEeHNH (eHTaHWIa OJAHOBPEMEHHO C PHUTOHABUPOM  PEKOMEHIOBaH
YCHJICHHBIH MOHUTOPHUHT TEPareBTUYCCKOr0 3(P(eKkTa u HexeNaTeNbHBIX SBICHUN
(B TOM YHCIIC yTHETCHHUS JBIXaHMS).

Mertamon?

5 oHOKpaTHO 500 kaxxmpre 12 | Ha 36% | Ha 38%
4acoB

[Ipy nmpumeHEHHH OJHOBPEMEHHO C PHUTOHABHUPOM, HCIIOJIB3YEMBIM B KayecTBe
AQHTUPETPOBUPYCHOTO  Tpemapara Wik  (apMaKOKHHETHYECKOTO  YCHIIMTEINS,
HEOOXOIUMO HCIIOJb30BaTh MOBBIIICHHBIE J03bI METAJO0HA B CBS3M C HMHIYKLHUEH
roKypoHn3au. KoppekTupoBka m03bl  JOJDKHA TPOBOAUTBHCS HUCXOIS U3
KJIIMHUYECKOT0 OTBETa HAa METAJIOH.

Mopdun

IIpy npuMEHEHMH ONHOBPEMEHHO C PHUTOHABUPOM, HCIOJIB3YEMBIM B KadecTBE
AaHTUPETPOBUPYCHOIO Ipemapata Wid  (HapMAaKOKMHETUUECKOTO  YCHIIUTEINS,
ypoBeHb  Mop(duHA  MOXXET  CHIKATbci B CBSA3M  C  HHAYKIHEH
[JIIOKYPOHH3ALIUH.

AHTHAHTHHAJIbHBIE NPenaparbl

Panonaszun

Nz-3a warnbupoBanns CYP3A puroHaBHpOM TpeironaracTcs YBEIHMUEHUE
KOHIIEHTpanu paHojia3nHa. COBMECTHBIN MpHEM C PaHOJIa3MHOM MPOTHBOMOKA3aH
(cm. paznmen 4.3).

IIpoTHBOApUTMHYECKHE MPeNnapaThl

AMHOMIapOH, O/MHOBPEMEHHBIA  MpPHUEM  PUTOHABMpPA MOXET TPUBECTH K  TOBBIIICHUIO
Benpumn, KOHIICHTpAI[MK aMHOJapOHa, OCnpuIwiIa, IPOHEAapOHa, dHKaWHHAA, (ICKauHHIA,
JponenapoH, npornad)eHOHAa M XUHWJIMHA B IJlJa3M€ KPOBM, B CBSA3M C YeM OH
OHKauHWU], MpOTUBOIOKa3aH (cM. pasen 4.3).
dnekauHu/I,
[ponadeHoH,
XUHUIUH
Jlurokcux 0,5 onHOKpaTHO 300 kaxnapie 12 1 Ha 86% H/0
B/B YacoB, B TEYEHHE 3
THEHN
0,4 omHOKpaTHO 200 kaxnpre 12 1 Ha 22% -
BHYTPb JacoB, B TEYEHHUE
13 nueit

OTO B3aUMOJEHCTBHE MOXET OBITh CBSI3aHO C MOIMGPHUIMPYIOLIMM BIHMSHHEM
PUTOHABHPA, WCIIOJNL3YEMOT0 B KadecTBE aHTHPETPOBUPYCHOTO IIperaparta MM
(hapMaKOKMHETHYECKOTO yCHIINTENs, Ha A(QQIIIOKC JTUTOKCHHA, OIoCpeayeMblid P-
rnukonpotenHoM. CTemneHb TOBBIMICHUS YPOBHS JUITOKCHHA Y TAlWEHTOB,
MOJYYAIONINX PUTOHABHP, MOXET CHIDKATBCS CO BPEMEHEM IO Mepe pa3BUTHS
HHIYIHAPYIOIIETo aeiicTeus (cm. pasaen 4.4).

IIporuBoacTMaTH4YecKHe NMpenaparsl

Teodummmn’

3 Mr/kr kaxxaele 8 500 xaxnpre 12 | Ha 43% | Ha 32%
YacoB 4acoB

Ilpy mnprMeHEeHHH OJHOBPEMEHHO C PHTOHABUPOM MOXET MOTPeOOBATHCS
MOBBIIICHKE J103bl TeohruinHa u3-3a uHayKiuu CYP1A2,

IMpoTuBoomnyxoJieBble MpenapaThbl

17




—~
L1

AL
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OnaHoBpeMeHHO
NpUMEHACMbIC
JICKAPCTBCHHbIC
npenaparsl

Ho3za
OTHOBPEMEHHO
NMPUMEHAECMbIX

JICKAPCTBEHHbIX
npenaparoB, Mr

Ho3za

Ryl 1

PUTOHABHPA, MT

OTHOBpPEMEHHO
NMpUMeHsIEMbBIX
JIEKAPCTBEHHBIX
NpenaparToB

MaKCUMAJIbHYIO
KOHLUCHTPAaIUI0

(Ciax) OIHOBpEMEHHO

NMPUMEHAEMBIX

JIeKapCTBEHHBIX
npenapaToB

Adatnaubd

200 xaxapie 12 1 Ha 48% 1 Ha 39%

yacoB/3a 1 gac

20 Mr 0JTHOKpaTHO

200 xaxapie 12
4acoB/0THOBpEMEH
HO

40 Mr oIHOKpATHO 1 Ha 19% 1 Ha 4%

200 xaxnapie 12
yacoB/uepe3 6
4acoB

40 Mr oIHOKpATHO 1 Ha 11% 1 Ha 5%

KOHHCHTpaHI/IH B CBIBOPOTKE KpOBU MOXET IIOBBICUTBHCA BCJICACTBHUEC
WHTHOWPYIOIIET0 JAeHCTBHUS PUTOHABHpA HAa OENOK IJIEKAPCTBEHHON YCTOWYMBOCTH
paka MomouHoi kenessl (BCRP) wu  3paunmoro  uHrubuposanms — P-
rukonporenHa. Crenenp mnoBbiieHHss AUC u  C.x 3aBUCUT OT pPEXHMA
npuMeHeHust putoHaBupa. IIpy  npumenennu adarnHHOa OJXHOBPEMEHHO C
PUTOHABUPOM HEOOXOJIUMO COOJIOJaTh OCOOYI0 OCTOPOKHOCTH (CM. HHCTPYKIIUIO
s adatuHnOa). TpeOyeTcss MOHUTOPHHT HEXENATENbHBIX PEaKId, CBS3aHHBIX C
adaTuHIOOM.

AbGemarnuknmo

B cBssu ¢ maru6uposanuem CYP3A4 puToHaBUpPOM KOHIEHTPALUS B CHIBOPOTKE
KpOBE MOXeT Bo3pacTtath. ClieyeT u30eraTh OJHOBPEMEHHOTO MPHUMCHEHHS
abemanuknnba W puTOHaBHpa. B ciydae, eciu OJHOBPEMEHHOTO NPHUMEHCHHUS
JaHHBIX IMIpernapaToB u30eXaTh HE YyAaeTcs, HEoOXOoIMMa KOPPEKIHs JO3bI
abeManmkinnba B COOTBETCTBHH C €r0 MHCTPYKIHMEH 1O mpuMeHeHuto. Heobxoaum
MOHUTOPHHI  HEKENATEeNIbHBIX  SIBJICHUH, KOTOphIE MOIYT OBITh  BBbI3BaHBI
MIPUMEHEHHEM a0eMaluKInoa.

Heputran6d

[Ipu npuMeHeHU OTHOBPEMEHHO C PUTOHABUPOM MOKET BO3PACTaTh KOHIICHTPAIIHS
B CBIBOPOTKE KPOBH BCJICACTBUE HHTHOMpYIOIIEro JAeicTBus putoHaBupa Ha CYP3A
u P-rmuxonporens. [Ipn npuMeHeHnH LEepUTHHHOA OJHOBPEMEHHO C PUTOHABUPOM
HEOOXOIUMO  COOJIOaTh  OCOOYI0  OCTOPOXKHOCTh.  PekoMeHmanuu 1o
KOPPEKTHPOBKE JI03bI CM. B HWHCTPYKIMH Juig 1neputuHuOa. TpeOyercs
MOHUTOPHHI HEXeJIaTeJIbHbIX PEaKLuil, CBS3aHHBIX C HEPUTHHUOOM.

Jazatnnuo,

Humornnmo,
BunkpucTus,
BunGnactun

HpI/I MNPUMCHCHUH OAHOBPEMCEHHO C PUTOHABUPOM MOXKET BO3pacTaTb
KOHLCHTpaluud 3THUX Npe€rnapaToB B CBIBOPOTKE KPOBU M, KaK CICACTBHUE, MOXET
MOBBIIATHECA YaCTOTA Pa3BUTHA HCKCIIATCIbHBIX peaKuHﬁ.

N6pyTnHNG

IIpy cCOBMECTHOM NPHMEHEHHHM C PUTOHABUPOM MOMKET IMPOU30MTH MOBBIIICHUE
KOHIEHTpPAIMil TpemapaToB B CHIBOPOTKE KpoBH. COBMECTHOE TNPUMEHEHUE
nOpyTHHMOA W PUTOHABHpA MOXKET YCHJIMTH JAeHCTBHE MOpPYTHHHMOA, YTO MOXKET
MIPUBECTH K CEPbE3HOMY PUCKY PA3BUTHsSI CHHAPOMA JIU3UCA OIMYXOJIH.

Heparuan6

B cBs3u ¢ marndupoannem CYP3A4 putoHaBHpOM KOHIEHTpAIUS B CHIBOPOTKE
MOXKeT Bo3pactaTh. OIHOBpeMEHHOE IPUMEHEHHE HepaTHHHOAa W PHUTOHABHpA
MPOTUBONOKA3aHO 0 MPUYMHE PHUCKA PA3BUTHs CEPHE3HBIX W/WIIM YTPOXKAIOIIUX
KHU3HH HEXEJIATeJbHBIX pPEeaklyid, B TOM YHWCIIE TeNaTOTOKCHYHOCTH (CM. paszmen
4.3).

Beneroxiakc

Bcenencreue narnbupyromiero nericteus putonasupa Ha CYP3A MokeT mpou3ouTn
MOBBIIICHUE KOHILIEHTPAllUM B CBHIBOPOTKE KPOBU M, KaK CJEACTBHE, IMOBBIIICHUE
pHCKa Pa3BUTHS CHHApPOMA JIM3KCA OIMYXOJW B Ha4dayle JICUCHUS M Ha TPOTKECHUH
(a3er HapammBaHUSA 70361 (CM. pazgen 4.3 W WHCTPYKIUIO 10 NPUMECHEHHWIO Ha
BEHETOKJIAKC). Y TAIMEHTOB, 3aBEpIIMBIIMX (a3y HapallMBaHWs 03Bl U
NPUHUMAIONIMX TIOCTOSIHHYIO CYTOYHYIO JO3Y BEHETOKJaKca, 103y MHpernapara
CIeNyeT CHH3UTh MHHUMYM Ha /5% mpuW OJHOBPEMEHHOM IPUMCHEHHHM C
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COOTBETCTBYET 3K
ot 11.059. I

Ryl 1

¥ OTYETY

OnaHoBpeMeHHO Ho3za Ho3za
NpUMeHsieMble O/IHOBPEMEHHO | PUTOHABHPA, MI' | OJHOBPEMEHHO MaKCHMAJIbHYIO
JIeKapCTBEHHBIE NPUMeHsIEMBbIX NPUMeHSIEMbIX KOHIEHTPAINIO
npenaparsl JIEKapPCTBEHHBIX JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO
npenapaToB, Mr 1penapaTos NpHUMeHsIEMbIX
JIeKapCTBEHHBIX
npenapaToB
MotHbeME HHrHOnTOpaMu CYP3A (cM. HHCTPYKIIMH Ha BEHETOKIIAKC).
OHKopadeHno, OnHOBpeMEHHOE TIPUMEHEHHE HHKOpadeHnOa WM HWBOCHICHHOA W PHUTOHABHPA

WBocuienno MOJKET YBEIUYUTh CUCTEMHOE BO3JEHCTBHE 3HKOpadeHHOa MM MBOCHIACHHOA, YTO
MOXET IMOBBICUTh PHCK Pa3BUTHUS CEPHE3HBIX HEXKETATEIbHBIX PEaKIHi, TAKUX KaK
yanvHeHue uareppaia QT.

Amnanyramun [TockosbKy anmamyTaMu sSBISETCS YMEpEHHBIM/ClbHBIM nHIykTopoM CYP3A4, 3t0
MOXET MPUBECTH K CHIKCHUIO CHCTEMHOTO BO3JCHCTBUS puToHaBupa. Kpome Toro,
IpY OIHOBPEMEHHOM NPUMEHEHUH anajlyTaMHuAa C PUTOHABUPOM KOHIIEHTPAIMH
arajxyTamMH/a B CBIBOPOTKE MOTYT BO3pacTaTh, YTO MOXKET IOBBICHTh PUCK PAa3BUTHUS
CephE3HBIX HEXKENATEeNbHBIX pEeaKli, TaKux Kak cyaoporu. OOHOBpeMEHHOE
MpPUMEHEHNE amaJyTaMHiia ¥ PUTOHABHPA MPOTHBOMOKa3aHo (cM. pasaen 4.3).

AHTHKOATYJISIHTBI
PuBapokcaban 10 omHOKpaTHO 600 xaxxapie 12 1 Ha 153% 1 Ha 55%
9acoB
Bcenencreue warnOupoBanuss CYP3A um P-rmukompoTrenmHa BO3pacTaioT YpOBEHBb
puBapokcabaHa B IUla3Me M €ro  (apMakoyJiorudeckue  IPQEKThl,  UTO
COMPOBOXJAETCS  TOBBIICHHEM  pUCKa  KpoBoTeueHWd. Takum  oOpazom,
NPUMEHEHWE pUTOHABUpa Yy TMAIMEHTOB, IOJYYalOIIMX pHBAapOKcabaH, He
PEKOMEHI0BAHO.

Bopanakcap [lpy mpuMeHeHMHM  OJHOBPEMEHHO C  DPUTOHAaBHPOM MOXET  BO3pacTaTh
KOHLICHTPAIMs B CBHIBOPOTKE KPOBH BCJIEJACTBHEC HWHIHOMPYIOIIETO JEHCTBHS
puronasupa Ha CYP3A. OnHoBpeMeHHBIH NpHEM BOpamakcapa U PUTOHABHpA HeE
pexkoMeHayercs (cM. pazaen 4.4 u HHCTPYKIIUIO 110 TPUMEHEHHIO BOoparakcapa).

Bapdapun 5 0JTHOKpaTHO 400 xaxmapie 12

4acoB
S-sHaHTHOMED 1 Ha 9% | Ha 9%
Bapdapuna
R-sHaHTHOMED | Ha 33% «
Bapdapuna

Bcenencrteue wnaynupyromero nedctsus putoHaBupa Ha CYP1A2 u CYP2C9
CHIJKAeTCsl ypOBEHb R-3HaHTHMOMepa BapdapuHa B IUIa3Me, TOrJa Kak BIIMSHHUE
puTOHaBUpa HAa (apMaKOKWHETHKY S-dHaHTHOMepa BapdaprHa HE3HAYUTEIHHO.
CHmxenne ypoBHS R-sHanTHOMepa BapdapuHa B IUTa3Me€ COIPOBOXKIAETCS
CHIHKCHUEM aKTHBHOCTH AHTHUKOATYJISHTHOM CHCTEMBI, B CBSI3M C YeM IpH
MPUMEHEHWU Bap(apuHa OJHOBPEMEHHO C PHUTOHABHUPOM, WCIIOJNB3YEMbIM B
KauecTBE  aHTUPETPOBUPYCHOIO  mpemapara WM  (HapMaKOKHHETHIESCKOTO
YCHJINTEIIS, PeKOMEHIOBAaH MOHUTOPHHT ITOKa3aTesiell CBEPTHIBAEMOCTH.

IIpoTuBOCYAOpO:KHBIE TPeNapaThl

Kapbamazenna | PutonaBup, wcronb3yeMblii B KadecTBe (PapMaKOKWHETHYECKOTO YCHIIMTENS WITH
aHTHUpeTpoBUpycHOro mnpenapara, wuHruOupyer CYP3A4 wu, kak clejicTBue,
MOBBIILIAET KOHIEHTpalMIi0O KapOamasenuHa B IUIa3Me KpoBu. [lpum mpuMeHeHuM
kapOamazenuHa OJHOBPEMEHHO C PHUTOHABHPOM PpEKOMEHAOBAH TIIATENbHBIH

MOHUTOPHHT TEpaneBTUYecKOro A QpeKTa U HexKeIaTelIbHBIX SBICHUH.
JuBanmpoexc, PutonaBup, ucronp3yeMblii B KadecTBe (apMaKOKWHETUYECKOTO YCHIIUTENS WIIH
JlaMOTpuIXHMH, | aHTHPETPOBUPYCHOTO IpenapaTa, HHAYLUPYeT okucienue, onocpeayemoe CYP2C9,
dennronH W TIIOKYpOHHW3allMI0O W, KaK  CJCJCTBHE, CHW)KaeT  KOHIICHTPAIUIO

MIPOTUBOCYAOPOKHBIX TpernaparoB B IUa3Me KpoBU. llpm mpuMeHeHHH 3THX
JIGKAPCTBEHHBIX MPENapaToB OJHOBPEMEHHO C PUTOHABUPOM PEKOMEHIOBaH
YCWJICHHBIH MOHUTOPUHI UX YpPOBHS B CBHIBOPOTKE KPOBH M TEPameBTUUYECKUX
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OnaHoBpeMeHHO Ho3za Ho3za
npUMeHsieMble O/ITHOBPEMEHHO | PUTOHABHPA, MI | OJHOBPEMEHHO MAaKCHUMAJIbHYI0
JIeKapCTBEHHbIE NpUMeHSeMbIX TPUMEHsSIEMBIX KOHIEHTPAIHIO
npenaparsl JIEKapPCTBEHHBIX JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO
NpenapaToB, Mr npenapaToB NpUMEHsIEMbIX
JIEKAPCTBEHHBIX
npenapaToB
neiicteuii. Ilpy npumMeHeHMM (EHUTOMHA OJHOBPEMEHHO C PUTOHABUPOM
CHIDKAETCSl YPOBEHbB MOCIETHETO B CHIBOPOTKE KPOBH.
AHTHIENIPECCAHTBI
AmutpuntwivH, |PuToHaBHp, WCIONB3yeMBIi B KauecTBE AaHTHPETPOBUPYCHOTO Tperapara,
DiryoKceTHH, naruoupyer CYP2D6 u, kak cieicTBre, MOBBIMIAET KOHIIEHTPALMIO MMHUIIPAMHHA,
NmunpamuH, AMUTPUNTIIINHA, HOPTPUIITHINHA, (IYOKCETHHA, MApOKCETHHA WM CEpPTPaJIHMHA.
Hoprpuntunun, | [Ipu npuMeHeHUH 3TUX JIEKAPCTBEHHBIX MPENapaToB OJIHOBPEMEHHO ¢ PUTOHABUPOM
IMapokceTwnH, B KauecTBE AaAHTHPETPOBHUPYCHOTO Tpernapara pPEKOMEHJOBAH  YCUIJICHHBIN
Ceprpaun MOHUTOPHHT TepaneBTuueckoro 3h(dexra U HeKeIaTeNbHBIX sSBICHUI (CM. pasznien
4.4).
JesunpamMuH 100 oxHOKpaTHO 500 kaxpie 12 1 Ha 145% 1 Ha 22%
BHYTPb 4acoB
Benmuanaer AUC u C, 2-TupoKCHIMeETa0oINTa CHIDKATUCH Ha 15 u 67%,
COOTBETCTBEHHO. 1Ipy MPUMEHEHUH OJHOBPEMEHHO C PUTOHABHPOM B KAuyeCTBE
aHTHPETPOBHUPYCHOrO Ipenapara PEKOMEHIYETCS HCIIOIb30BATh CHHXKEHHBIE J03bI
JIC3UNpPaMUHa.
Tpazomnon 50 ogHOKpaTHO 200 xaxmpie 12 1 B2,4 paza 1 Ha 34%

qacoB

[Ipy npumMeHEHHH OJHOBPEMEHHO C PHUTOHABHUPOM, HCIIOJIB3YEMBIM B KayecTBe
AQHTUPETPOBUPYCHOTO  Tpemapara Wik  (apMaKOKHHETHYECKOTO  YCHIIMTEINS,
Ha0JI01a710Ch MOBBILIEHHE YaCTOThI Pa3BUTUS HEXKEJIATENIbHBIX PEAKLUi, CBI3aHHBIX
C NpHUEeMOM Tpa3oJoHa. lcnonb30BaTh KOMOMHAIMIO TpPa3oA0Ha M PUTOHABHpA

CICayeT C  OCTOPOXHOCTBIO: Ha4YyuHaTh JICUCHUE  TpPa3sogOHOM HYXHO C
MHUHHUMAaJIbHOM A03bl W IPOBOAUTH MOHUTOPUHI KIIMHHUYECKOTIO OTBCTA U
TNIEPECHOCUMOCTH.

HpOTI/IBOHOJIanI/I‘leCKI/Ie npemaparbl

Konxuimu

[Ipy nprMeHEeHUN OIHOBPEMEHHO C PUTOHABUPOM KOHLIEHTPALMS KOJIXULUHA MOXKET
noBelarbes. [IpM  TpUMEHEeHHHM KOJXWIMHA OJHOBPEMEHHO C PHUTOHABUPOM
(uarudutop CYP3A4 u P-rmuxonpoTenHa) y NalMEeHTOB C HAPYIICHUSMH (YHKIHH
Moyek M (WiIM) HEYEHH CcooOLIaoch 00 YrpOKAIOIMX XH3HHM JIEKapCTBEHHBIX
B3aUMOJICHCTBHSX, MPHUBEAIINX K CMEPTENIbHOMY MCXoay (cM. paznensi 4.3 u 4.4).
JIONOTHUTENBHYIO0 HHQOPMAIIHIO CM. B MHCTPYKIIMHU 10 TPUMEHEHHUIO KOJIXUIIMHA.

AHTHUIMCTAMUHHBIE MPenapaTbl

AcTteMu3oil,
Tepdenanun

OHOBPEMEHHBIN MPHEM PUTOHABHPA MOXKET MPUBECTH K MOBBIIICHHIO
KOHIIEHTPALK aCTeMHU30J1a U TepeHa iHa B I1a3Me KPOBH, B CBS3U C YEM OH
IpOTUBONOKA3aH (cM. paszaen 4.3).

dekcodeHauH

PurtonaBup, ucnosib3yeMblii B KauecTBE AaHTUPETPOBUPYCHOrO Mpenapara WU
(hapMaKOKMHETHYECKOTO YCHWJIMTENs, BIuser Ha »ddmokc (dekcodenanuna,
ONOCPEAYyEeMBbIi  P-TTMKONPOTEMHOM,  YTO  CONPOBOXIAETCS  IOBBIIICHUEM
KOHLeHTpamu (ekcodenaauna. [ToBbIIeHHBIH YpoBeHb (eKcodeHaTrnHa MOXKET
CHWKAThCSl CO BPEMEHEM 110 MEpPE Pa3BUTHsI HHIYLIUPYIOLIErO AEHCTBUSL.

Jloparagun

PutonaBup, mcronp3yeMblii B KadecTBe (PapMaKOKWHETHYECKOTO YCHIIMTENS WIIH
aHTHUpeTpOBUpYycHOro npenapara, uHruOupyer CYP3A u, Kak ciiecTBUE, TOBBIIACT
KOHIIGHTPAIMIO JIOpaTaJuHa B Iula3Me KpoBH. [IpW TpUMEHEHHH JopaTajuHa
OTHOBPEMEHHO C pUTOHABHPOM PEKOMEHJIOBAaH THIATENLHBIH  MOHHUTOPUHT
TepaneBTHYECKOT0 3P (HEeKTa U HEXKENATESIbHBIX SIBICHUH.

AHTHOAKTEepHATBbHBIE MPeNnapaThI
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OnaHoBpeMeHHO Ho3za Ho3za
NpUMeHsieMble O/IHOBPEMEHHO | PUTOHABHPA, MI' | OJHOBPEMEHHO MaKCHMAJIbHYIO
JIeKapCTBEHHBIE NPUMeHsIEMBbIX NPUMeHSIEMbIX KOHIEHTPAINIO
npenaparsl JIEKapPCTBEHHBIX JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO
npenaparoB, Mr nmpemnaparoB NPHMEHsIEMbIX
JIeKapCTBEHHBIX
npenapaToB
®ysunoas kuciaora | OTHOBPEMEHHBI  NPUEM  PUTOHABUPAa MOXKET MPUBECTH K  ITIOBBIIICHUIO

KOHIIGHTpau (y3u70BOW KUCIOTHI U PHUTOHABUPA B IJIa3Me KPOBH, B CBS3U C YeM
OH MPOTHBOIIOKA3aH (cM. pasnen 4.3).

Pudabyrun’

150 B cyTkmn 500 kaxnapie 12 g 1 B4 paza 1B 2,5 paza

25-0-
ne3alleTHIIOBEIN
MeTaboIuT

pudadbyTuHa

1 B 38 pa3 1 B 16 pa3

B cBs3u co 3nHaumrenpHBIM yBenmueHHeM AUC pudaOyTuHa ero mprMeHEHHe
OJTHOBPEMEHHO C PpPUTOHAaBUPOM Kak  aHTHPETPOBHPYCHBIM  IIPENapaToM
mpotuBomokazano (cMm. pazmen 4.3). llpm npumenenun otaensHbIx I
OJHOBPEMEHHO C PUTOHABUPOM, HCIIOJIb3yEMBIM B KauecTBE (PapMaKOKMHETHUECKOTO
YCHJIUTEIISA, MIOKAa3aHO CHIDKCHHE 103bl pudadbyTuHa a0 150 mr 3 pasza B Heaemo.
OTHCHBHHG PEKOMECHOAIIU N CM. B WHCTPYKIIUU 10 IMPUMCHCHUTIO Ha
COOTBETCTBYIOIINN MHIHOUTOpP mpoTea3bl. HeoOxonumo nmpuHMMaTh BO BHUMAaHHE
ouMansHBIe peKOMEHAIMH TI0 JieueHuto TyOepkyneza y BUY-unpunmpoBaHHBIX
MAIMEHTOB.

Pudammmun

Hecmotpss Ha TO, 4ro pudaMnMUMH HHAYLIHPYET MeTaboIu3M pUTOHABHpA,
OTpaHHYCHHbIC JaHHBIC YKa3bIBAIOT HAa TO, YTO NPH HNPUMEHEHUH praMIHLIUHA
OJHOBPEMEHHO C BBICOKMMHU Jo03amu puToHaBupa (600 mMr 2 paza B CyTKH)
JOTIOJTHUTENIHOE WHIYLUpYIOIIee JIeicTBUE pUaMITUIMHA (JOMOJHUTENEHOE MO
OTHOUICHHUIO K JEHCTBUIO PUTOHABUPA) HE3HAYUTEIILHO U HE OKA3bIBAET KIMHUYECKU
3HAYUMOTO BIIMSHUS Ha KOHLIEHTPAIMI0 PUTOHABHUpPAa B pPaMKaxX BBICOKOJO3HOM
Tepanuy pUTOHABUPOM. BrvisiHue puToHaBUpa Ha prdaMIHUIKH HE YCTAHOBIICHO.

Bopukonazon

200 xaxnsie 12 400 xaxneie 12 | Ha 82% | Ha 66%

qaCoOB 4aCOB

200 xaxnpie 12 100 kaxaeie 12
4acoB 4acoB

| Ha 39% | Ha 24%

[lpuMeHeHHe  pUTOHABHpPA B  KayeCTBE aHTHPETPOBUPYCHOrO  Mpenapara
OJTHOBPEMEHHO C BOPHMKOHA30JI0M MPOTHBOIMOKA3aHO MO TMPHYUHE CHIDKCHHS
KOHIICHTpaIuu BopuKoHa3ona (cM. pasnen 4.3). IlpuMeHeHune BOPHUKOHA30JA
OJIHOBPEMEHHO C PUTOHABUPOM, HCIIOJIb3yEMbIM B KaueCTBE (PapMaKOKHHETHUCCKOTO
YCHJIMTENS, HE  PEKOMEHJIOBaHO, 3a  WCKJIIOUEHHEM  CllydaeB,  Korja
mpeamnoiaraeMasi 1oJjib3a TaKOro JICYEHHs HPEBOCXOAUT MOTCHIMAIBHBIA PUCK IS
MaIyeHTa.

AToBaxoH

PutonaBup, ucnonbp3yeMbli B KauecTBe (PapMaKOKMHETUYECKOTO YCHIIMTENS HWIH
AHTUPETPOBUPYCHOTO MpenapaTa, HHAYLHUPYET TIIOKYPOHU3ALMIO U, KaK CIIEACTBHUE,
CHIDKAeT KOHIIEHTPAIIMIO aTOBaXxOHa B Iia3Me KpoBu. [Ipu mpumeHeHHn aToBaxoHa
OTHOBPEMEHHO C pHUTOHAaBUPOM PpEKOMEHIIOBAaH YCWJICHHBII MOHHTOPHUHT
KOHIIEHTPALMH IEPBOTO B CHIBOPOTKE KPOBH M €T0 TEpaieBTHIECKOro 3ddexTa.

Benaxsunun

HccnenoBanns B3auMOJIEHCTBHS C OHUM TOJIBKO PUTOHAaBUPOM HE MPOBOAUINCH. B
WICCIIETIOBAHUY B3aWMOJEUCTBUS OJHOKPATHOM /1036l O€JaKBUIIMHA H MHOTOKPATHBIX
7103 JIONMHABUPA B KOMOMHALMM C PUTOHABUPOM Habmropanoch ysenmuenune AUC
OenakBwinHa Ha 22%. OTO MOXHO OOBSICHUTH NEHCTBHEM PUTOHABHpa, U MpPH
MIPOJIOIDKUTEHFHOM COITyTCTBYIOIIEM MTPHUMEHEHNH TPEnapaToB MOXKET HaOIII0IaThCs
Oonee BBIpaxeHHBIH 3(dekr. OMHOBPEeMEHHOTO NPHUMEHEHHs 3THUX IPerapaToB
clleyeT n30eraTh B CBSI3M C PUCKOM Pa3BUTHA HEXKENATENbHBIX SBJICHUH, CBSI3aHHBIX
c npueMoM OenaxkBuinHa. TeM He MeHee, eclM OXUIaeMas IOoJib3a NPUMEHEHHUs
OcJaKBWIMHA OJHOBPEMEHHO C PUTOHABUPOM MPEBOCXOAMT PUCK, TO OHO
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NpUMEHACMbIC
JICKAPCTBCHHbIC
npenaparsl

Ryl 1

Jo3a Jo3a

O/THOBpPEMEHHO
TpUMEHsIeMbIX
JIEKAPCTBEHHBIX
NpenapaToB, Mr

PUTOHABHPA, MI' | OJHOBPEMEHHO MAaKCHMMAJILHYIO
npHMeHsieMbIX KOHIIEHTPALMIO
JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO
npenaparos NpUMeHsieMbIX
JIeKAPCTBEHHBIX

npenapaToB

JIOITYCKAETCsI TP COOJIOACHUN OCOOBIX MEp MPEeNoCTOPOXHOCTH. K 3THM Mepam
MPEJOCTOPOKHOCTH OTHOCSTCS 0oJiee YacThli MOHHTOPUHT 3JEKTPOKApIUOTpaMM
W KOHTPOJNb YpOBHA TpaHcamMuWHa3 (cM. pazgenl 4.4 W UWHCTPYKIHH TI0
MEJIMIIMHCKOMY TIPUMEHCHHIO OCTAaKBUIINHA).

Knapurpomura

500 xaxnpie 12 200 xaxnple 8
4acoB 4acoB

1T Ha 7T7% 1 Ha 31%

14-
TUAPOKCUMETA00IUT
KIJIAPUTPOMUIIMHA

| Ha 100% | Ha 99%

B CBs3U ¢ IIMPOKHM TEPANEeBTUYECKUM [HANa30HOM KIAPUTPOMHUIMHA TPH €ro
NPUMCHEHUH Y TAlMeHTOB C HOPMAIbHOW (YHKLHEH MOYEeK CHIKATh 103y He
Tpebyercsi. [Ipy mpuMeHEHHH OJHOBPEMEHHO C PUTOHABHUPOM, HCIIOJIb3YeMbIM B
KauecTBEe aHTUPETPOBUPYCHOTO Tpernaparta Wik (papMakOKHHETHIECKOTO YCUITUTEIIS,
KIapUTPOMUIIMH ~ CJIEAYeT KCIOJb30BaTh B J03aX He Bblme |  I/CyTKH.
KiapuTpoMuIIMH ClielyeT HMCHOJib30BaTh B CHIDKCHHBIX J103aX y TMAlUCHTOB C
HapyIIeHUsMU (QYHKIUH [OYeK; TNalueHTaM ¢ KiupeHcoMm KpearunuHa 30-60

MJI/MUH 103y cieayet cHu3uTh Ha 50%, ¢ kiupeHcoM kpeaTrnHrHA MeHee 30 Mi/MUH
Ha 75%.

Jlemamanu

HccnenoBanus B3auMOJIEHCTBHS C OIHUM TOJIBKO PUTOHABUPOM HE MPOBOAUIHCH. B
HCCIEAOBAHUM JIEKAPCTBEHHOTO B3auMOJAEHCTBUS AenaManuaa B go3e 100 mr 2 pasa
B CyTKM W KOMOWHAIIMW JIOMMMHaBUpa W putoHaBupa B mo3e 400/100 mr 2 pasza B
CYTKM JUIMTENBHOCTBIO 14 gJHEH y 370pOBBIX JOOPOBOJIBIEB OTMEYAIOCh
MOBBIIIICHUE YPOBHS CHUCTEMHOr0 BO3CHCTBUS MeTaboiuTa jaeiamanuga DM-6705
Ha 30%. B cBA3M C TNOBBINIEHHBIM PUCKOM YyJUIMHeHUs wuHTepBana QTc mopg
nerictreueM  DM-6705 npy  HEOOXOJAMMOCTH  NPUMEHEHUS nenaMaHuga
OJTHOBPEMEHHO C PUTOHABUPOM PEKOMEHJOBAaHO O4YeHb yacToe nosyueHue OKI' Ha
MPOTSDKEHUM BCEro Mepuoja JICUCHUs AeaMaHuIoM (M. paszaen 4.4 U UHCTPYKLHIO
JUISL IeIaMaHuIa).

OpUTPOMHUILINH,
Hrpakonazon

PutonaBup, mcronb3yeMblii B KadecTBe (PapMaKOKWHETHYECKOTO YCHIIMTENS WIIH
aHTHUpeTpoBUpycHoro mpenapara, uHruoupyer CYP3A4 wu, kak cueacTBue,
MOBBIILIACT KOHLEHTPALUIO SPUTPOMHULIMHA M UTPAaKOHA30Jla B Iula3Me KpoBH. lIpu
MPUMEHEHUH JSPUTPOMHUIIMHA OJHOBPEMEHHO C PHUTOHABHPOM PEKOMEHIO0BaH
YCUJICHHBIH MOHUTOPHUHT TEPANIEBTHYECKOTO A PeKTa 1 HeXKeNaTSIbHBIX SIBJICHUM.

Ketokonason

200 B cyTKH 500 xaxmpie 12 1 B 3,4 paza 1 Ha 55%
4acoB

PuronaBup  MHrHOMpyeT  MeTaOOJIMYECKHME  MPEBpalleHHs  KETOKOHA30Jla,
omocpeayembie CYP3A. B cBI3M ¢ TOBBINIEHHOW YacTOTOM  pa3BUTHUS
HEXENATeNIbHBIX PEaKIUid CO CTOPOHBI YKEIYJOYHO-KHUIIEYHOTO TPAaKTa U TIECUYCHU
MpY TPUMEHEHHH KETOKOHA30J1a OJTHOBPEMEHHO C PUTOHABUPOM, UCIOIB3yeMbIM B
KaueCcTBE  aHTUPETPOBHPYCHOrO  mpemapata  Wid  (apMaKOKHMHETHYESCKOTO
YCHITUTENS, CIIEAYET PACCMOTPETh HEOOXOJWMOCTh CHHXKEHHS JI03bl KETOKOHA307Ia.

Cynbdameroxcazon/
Tpumetonpum?®

>

800/160 500 xaxapre 12 1 Ha20% /1 Ha
OJIHOKPATHO 4acoB 20%

WzmeHeHne 1036l Cynb(paMeToKca3olia/TpUMETONPHMa BO BpEMsl COMYTCTBYIOIIEH
TEpanuy PUTOHABHPOM He Tpelyercs.

AHTHIICHXOTHKHU/HEHPOTENTHKHA

Kiozanms, OnHOBpPEMEHHBIH MTPHEM C pUTOHABHPOM IPOTHBOITOKA3aH, T.K. MOXKET MPUBECTH K
ITumosun MOBBIILICHUIO KOHIICHTPAIMY KJI03aiHa ¥ MMMO3Ka B Tazme (cM. pasnen 4.3).
lNanonepunonn, PuronaBup, mnpuHHMaeMbli B KadecTBE AHTHPETPOBHPYCHOTO  IIpenapara,
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OnaHoBpeMeHHO Ho3za Ho3za
npUMeHsieMble O/ITHOBPEMEHHO | PUTOHABHPA, MI | OJHOBPEMEHHO MAaKCHUMAJIbHYI0
JIEKApCTBEeHHbIE NpUMEHsIeMBbIX NMPUMEeHsIEMbIX KOHIIEHTPALUIO
npenaparsl JIEKapPCTBEHHBIX JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO
NpenapaToB, Mr 1penapaTos NpUMEHsIEMbIX
JIEKAPCTBEHHBIX
NpenapaToB
Pucnepunon, narnoupyer CYP2D6 u, kak cieacTBue, MOBHILIACT KOHLEHTPALMIO TANONepHIoa,
Tuopunazux pHUCIIEpHJIOHA W THOpHIA3WHA B IUIa3Me KpOBH. [Ipy TIPpUMEHEHHH 3THX
JICKQpPCTBCHHBIX ~ TPEMapaToB OJHOBPEMEHHO C PHTOHABUPOM B  KadecTBE
AQHTHUPETPOBUPYCHOTO  MperapaTa pPEKOMEHAOBaH TIIATEIbHBIA ~ MOHUTOPUHT
TepaneBTHYECKOTO P DEeKTa U HeXKEIATEIbHBIX SIBICHUH.
Jlypasunon Beuny wnrnOupoBanuss CYP3A puTOHAaBUpPOM TpeAroyiaracTcs YBEJIUYCHUE
KOHIIEHTpauu Jiypasugona. COBMECTHBIN MPHEM C JTypa3uIOHOM HMPOTHBOIMIOKA3aH
(cMm. paszaen 4.3).
Ksetnanun B cBsa3u ¢ uarnbupyrommm neiicteuem puronaBupa Ha CYP3A npeamonaraercs

yBeJIMYCHUE KOHICHTPAIMK KBETHAKHA. [[puMeHeHne pUTOHABHPA OTHOBPEMEHHO
C KBETHAITHHOM TPOTHBOITOKA3aHO, TOCKOJIBKY 3TO MOYKET MPUBECTH K
MOBBIIIEHHOMY TOKCHUYECKOMY JICHCTBHUIO KBeTHanuHa (cM. paszen 4.3).

p2-anpeHoMMMeTUKH (IJIUTEIBHOIO AEHCTBUSA)

Canmerepon

B cBsa3u ¢ wunHrubupyroomum gaeiicteueMm putoHaBupa Ha CYP3A4 oxupaercs
BBID@)KEHHOE  IOBBILIEHHE  KOHLEHTPAlMd  OJHOBPEMEHHO  MPHUMEHSIEMOTO
calMeTeposia B IUla3M€ KpOBH. B CBsI3M ¢ 3TUM OJHOBPEMEHHOE IPUMEHEHHE
JTAaHHBIX IPETIapaToB HE pEKOMEHI0OBAHO.

AHTaroHucThbI KaJbIIUE€BbIX KAHAJIOB

AwMnoaunuH,
Huntuazem,
Hudemunua

PuronaBup, ncmons3yemblii B KauecTBe (hapMaKOKHMHETHYECKOTO YCHWIHTEIS WIN
aHTHUpeTpoBUpycHoro rmpenaparta, uHruoupyer CYP3A4 wu, Kkak cleacTBHe,
MOBBIIIAET KOHIIEHTPALMIO aHTarOHHUCTOB KaJbLUEBHIX KAaHAJOB B IUIa3Me KPOBH.

Ilpy TOpUMEHEHWH OTHUX  JIEKAPCTBEHHBIX  IPENaparoB  OJHOBPEMEHHO ¢
PHUTOHABHPOM  PEKOMEHIOBAH  TINATEIBHBI MOHHTOPHHT  TEPANeBTUYECKOTO
a¢(dhexTa U HeHKENIATSIIBHBIX SBJICHUM.

AHTAroHUCTHI YHIOTEIHHOBBIX PELENnTOPOB

Bosenran IMpumenenne Oo3eHTaHA OJHOBPEMEHHO C DPHUTOHABHPOM  COMPOBOKIAETCS
roBbIeHreM Cax 1 AUC 0o3eHTana.

Puoruryar Ilpyu mnpuMEHEHHH OJHOBPEMEHHO C  PHUTOHABHPOM  MOXKET  BO3pacrarh

KOHIIGHTPALlsI B CHIBOPOTKE KPOBU BCJEICTBHE HWHTHOMPYIOIIETO JEHCTBHS
putonaBupa Ha CYP3A u P-rmukonporenH. OnHOBpeMEHHBIN HpHUEM pPHUOIMTyaTa
C PUTOHABUPOM HE peKoMeHAyeTcs (cM. pa3aen 4.4 M UHCTPYKLHH 110 IPUMEHEHUIO
puonuryara).

HpOI/BBO)]HI)Ie AJTKAJI0UI0B CNIOPbIHBHU

JurunposproramuH, | OAHOBPEMEHHEIN TIPUEM C PUTOHABHPOM IPOTHUBOIIOKA3aH, IIOCKOJIEKY MOKET BECTH
9pI‘OHOBI/IH, K MOBBIMNICHUIO KOHICHTPALIUN MPOU3BOAHBIX aJIKaJIOWAOB CIIOPBIHBH B IJIa3ME (CM.
DproramuH, pasnmen 4.3).

MeTHIProHoBUH

Crumyastopel MOTOpuKH ZKKT

n3anpun

OnHOBpPEMEHHBIN IPUEM C PUTOHABHUPOM ITPOTUBOINOKA3aH, T.K. MOXKET IMPUBECTH K
TOBBIIICHHIO KOHIIGHTPALMK [I3aIpU/Ia B T1a3Me KpoBH (cM. pazaen 4.3).

AHTaroHMCThI PelenTopPoOB roHAA0TPONUH-PUIU3UHT ropmoHa (I'nPT’)

IJ1arojmKc

OnHOBpEMEHHOE MPHUMEHEHHE 3JarojuKca € PHUTOHABUPOM MOXKET YBEIUYHTh
KOHIIEHTpaluio 3naroiukca myreM unHrubuposanusi CYP3A u P-rmukompotenna.
W3BecTHBIE cepbe3HbIe HEXeNaTelbHble PeakiMd NP MPUMEHEHHH 3J1aroinKca —
CyMIMJANIbHBIE MBICTH M TOBBIIICHUE YPOBHEH MEYEHOUYHBIX TpaHcamuHa3. Kpome
TOTO, BJAarojHKC SBIAETCsS cina0dbiM/yMepeHHbIM uHAyKTOpoM CYP3A, KOTOpBIi
MOXKET  YMEHbLIATh  CHUCTEMHOE  Bo3aedcTBHe puroHaBupa. Heobxoaumo
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OHOBpeMeHHO Jo3a JHo3a BnHﬂhﬁé‘ﬁE'ﬂBé""' = Bhisinnea
npHMeHsieMble O/THOBPEMEHHO | PHUTOHABHMPA, MI' | OIHOBPEMEHHO MaKCHMAJIbHYIO
JIeKApCTBEHHbIE NpHMEHsIeMBbIX MpUMeHsIeMbIX KOHIIEHTPAIHIO
npenaparsl JIEKapPCTBEHHBIX JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO
npenaparos, Mr NpenaparoB NpUMEeHsIeEMBbIX
JIeKapCTBEHHBIX
npenaparos

0o0paTUThCA K WHCTPYKIUH [0 MEAWIMHCKOMY HPHMCHEHUIO JJIarojMKca JUIs
MoNydeHus: WHGOpMAIMK O JI03aX DIArolMKca IpH TPUMEHEHHUH C CHIBHBIM
narnouTopamu CYP3A4.

IIpoTnBOBMpYCHBIE MpenapaThsl NPSMOro JelicTBUS 1/ JedeHus: Bupyca renatura C (BI'C)

I'mexanpeBup/ B cBa3u ¢ umuarubupoBanuem P-rimkomporendHa, BCRP u OATP1B putoHaBupoM
[uOpeHTacBup | KOHLUEHTPALMU B CHIBOPOTKE MOTYT YBeNW4YHMBaThCs. OIHOBpEMEHHOE NMPHUMEHEHHE
pUTOHAaBHpPa ¥  TJeKanpeBHpa/MUOPEHTACBUpAa HE  PEKOMEHAyeTcs  M3-3a
MOBBIIICHHOTO  pUCKa moBblIIeHUS ypoBHS  AJIT, BBI3BAHHOIO  POCTOM
KOHIIEHTPAIIH TJIEKApeBUpa.

HNurudurtop npoteasst BI'C

CumerpeBup 200 B cyTKH 100 xaxmpie 12 1 87,2 paza 1B 4,7 paza
4acoB
PuToHaBMp TMOBBIIIAET KOHIIGHTPAIMIO CHUMENPEBHpa B IUIa3Me B CIEACTBHUE
naruoupoBanuss  CYP3A4. OpHoBpeMeHHOE TpUMEHEHHWE pPHTOHAaBHpa U
CHMETIPEBHPA HE PEKOMEH/IOBAHO.

HNurudurtopsl peaykrassl 'MI'-KoA

AtopBactatud, |[Ipy npuMeHEHHMM OIHOBPEMEHHO C PUTOHABHPOM, HCIOJIb3YyEMBbIM B KauecTBE
@dnyBacTaTuH, AQHTUPETPOBUPYCHOTO  TMpemapata Wid  (apMaKOKHHETHYECKOTO  YCHIIUTEINS,
JloBacraTus, OKUJIAeTCS BBIPAKCHHOE IIOBBIIICHUE B IUIa3ME€ KPOBH YPOBHS WHTHOUTOPOB
[IpaBacraTuH, penykrazel ['MI'-KoA, Takux Kak JIOBaCTaTUH U CHMBACTaTHH, IOCKOJBKY HX
PosyBacrartun, MeTabonu3sM B BbeIcOKOM crenenn omocpenoBan CYP3A. Ilpu mnoBblmieHuH
CuMBacTaTHH KOHIEHTpAIMK JIOBacTaTHHA M CHMBAcTaTHMHA BO3pacTaeT MpPEeIpacroiioKEHHOCTh

MAlMEeHTOB K MHUONATHSM, BKJIIOYasi padlOMHOIN3, B CBA3H C Y€M NPUMEHEHHE 3TUX
JICKApCTBEHHBIX IPENapaToB OJHOBPEMEHHO C PUTOHABHPOM IPOTHUBOIIOKA3aHO
(cm. pasmen 4.3).

Mertabonu3M aropBacTaTHHa B MeHbIIeH crerneHn omocpenoBan CYP3A.
BeiBenenne posyBacratmHa He 3aBucuT oT CYP3A, ogHako mnpu  ero
MPUMEHEHUH OJIHOBPEMEHHO C PHUTOHABHPOM C€OOOMIAOCh 00  YyBEJIWYEHUH
9KCITO3UINH PO3yBacTaTHHA. MeXaHH3M 3TOr0 B3aMMOCHCTBUS HE BBISICHEH, O/THAKO
3TO MOXKET OBbITb CIIEICTBHMEM WHIMOMpOBaHUs NepeHocuuka. llpm mpumeHeHUH
PHUTOHABUPA B KayecTBe (hapMaKOKMHETHYECKOTO YCUIIUTEIS WITH
AHTHPETPOBUPYCHOTO  TIperapara OJHOBPEMEHHO C  aTOpPBacTaTWHOM WM
PO3yBacTaTHHOM IIOCIIEIHAE HEOOXOAMMO Ha3HAa4YaTh B KaK MOXKHO OoJiee HU3KHX
no3ax. Merabonu3Mm mpaBactatvHa W (QuyBacTatuHa He omocpenoBan CYP3A, B
CBS3M C 4YeM B3aUMOJEHCTBHA C pPUTOHABHPOM HE mpeanonaraerca. [lpu
HEOOXOJMMOCTH JieueHus: WHruomrtopoM peaykrassl ['MI-KoA pexomengyercs
BBIOMPATh MPAaBACTATUH WM (IIyBacTaTHH.

HNHrnouTOpHI KHHA3LI

®ocramatnan® | OgHOBpeMEHHOE NpHMEHeHHe (octamMaTiHHOAa ¥ PUTOHABHpPA MOXKET
YBEJIMYUTh CHCTEMHOE Bo3aeicTBUe MeTabonuTa (ocramarnHuba R406, uro
MOJKET MPHUBECTH K HEXKENATENFHBIM PEaKIUsIM, 3aBHCUMBIM OT J03bl, TAKHM KaK
TelaTOTOKCUYHOCTh M HEUTPOTICHHSI.

rOpMOHaJILHbIe KOHTPaUeNnTUBbI

OTHHUIACTPATUOIN 50 Mkr 500 xaxuapie 12 | na 40% | Ha 32%
OJTHOKPATHO JacoB
Ilpy  mpUMeHEeHWH  OTHHUJIACTPAAMOSA  OJHOBPEMEHHO C  PHUTOHABHUPOM,
UCIOJIb3YeMbIM B KauecTBE AQHTUPETPOBUPYCHOTO  Tpemapara  WiH
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OHOBpeMeHHO Jo3a JHo3a BnHﬂhﬁé‘ﬁE'ﬂBé""' = Bhisinnea
NpUMeHsieMble O/IHOBPEMEHHO | PUTOHABHPA, MI' | OJHOBPEMEHHO MaKCHMAJIbHYIO
JIeKapCTBEHHBIE NPUMeHsIEMBbIX NPUMeHSIEMbIX KOHIEHTPAINIO
npenaparsl JIEKapPCTBEHHBIX JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO
npenapaToB, Mr npenaparoB NpHUMeHsIEMbIX
JIeKapCTBEHHBIX
npenapaToB
(hapMaKOKMHETHYECKOTO YCHIIUTENS, HEOOXOOUMO HCIIONB30BaTh OapbepHbIC WM
Ipyrue HEerOpMOHAJIBHBIC METO/IBI KOHTpaunenuuu. PUToHaBHp H3MEHSET mpoduib
MaTOYHOTO KpPOBOTEUEHHS M CHIDKAeT 3(P(PEKTUBHOCTH 3CTPAANOI-COACPKAIINX
KOHTpAIICTITHBOB (CM. pa3znen 4.4).
HNMmyHoOAenpeccaHThbl
Luknocniopu, | PutonaBup, Mcmons3yeMblli B KauyecTBe (PapMaKOKHMHETHYECKOTO YCHIIUTENS WU
Takponumyc, aHTHUpeTpoBUpycHOro cpeactBa, uuHrubupyer CYP3A4 wu, kak creacTsue,
DBepoauMyc TIOBBIIIAET KOHLEHTPAIMIO IMKJIOCIIOPHHA, TAaKpOJIMMYycCa WIH IBEpOINMYyca B
wiasMe  KpoBu. Ilpm  mpuMeHeHMHM  3THX ~ JICKAPCTBEHHBIX  IIPEMapaToB
OMHOBPEMEHHO C PUTOHAaBHPOM pEKOMEHJOBAaH TIIATEIbHBI MOHHUTOPHHT

TepaneBTHYECKOTO Y eKTa U HeKeTaTeIbHBIX SBICHHUM.

IIpenaparspl, NOHW:KAIOIIHE KOHIEHTPAMIO JTUMUI0B

JlomuTanuna

Jlomutanun SBISIETCS UYBCTBHUTENBHBIM CyOCTpaTOM Jjsl  MeTaboim3ma C
momomipio CYP3A4. UWurubutopsr CYP3A4  yBennuuBalOT  KOHIIEHTPAIHIO
JOMHTANKAa B IUIa3Me, a MOINHBIE HHIHOMTOPHI YBEIMYMBAIOT KOHIIEHTPALHIO
npuMepHo B 27 pa3. OnHOBpeMeHHOE MpPUMEHEHHE JIOMHUTANUAA C PUTOHABHUPOM
MPOTUBOMNOKA3aHO (CM. HHCTPYKIIMIO TT0 MEIUIIMHCKOMY MPUMEHCHHUIO JIOMHUTAINAA
u paznen 4.3).

HNuruduropsl pochoaudcrepassl (P1I-5)

ABanadun

600 kaxnpie 12
4acoB

50 ogHOKpaTHO 1813 pa3 1B 2,4 paza

OIHOBpEMEHHOE TNPUMEHEHHE aBaHa(puia W PUTOHABUPA
paznen 4.3).

MIPOTHUBOIIOKA3aHO (CM.

Cunpenadun

500 kaxneie 12
4acoB

100 omHOKpaTHO 1811 pa3 1 B4 paza

[lpu npumeHeHnu cuieHaduiIa ¢ UENBIO JICYCHUS DPEKTHIBHON JUCHYHKIUH
OJTHOBPEMEHHO C PHTOHABHPOM, HCIIOJIb3YEMBbIM B KaueCTBE aHTHPETPOBHPYCHOTO
npernapata WiH (papMaKOKHHETHYECKOTO YCHIIUTEINS, HEOOXOIMMO COOIIONATh
0CO0YI0 OCTOPOXHOCTh, a 71033 CHeHaduIa He JOJDKHA MpeBbIaTh 25 mr 3a 48
4 (cMm. pasgen 4.4). ComnyrcTBylolllee NMpUMEHEHHE CUIIJICHAQHUiIa U PUTOHABHPA
MPOTUBOIOKA3aHO TTAI[MEHTaM C JISTOYHOH apTepHaIbHOM IHIIepTeH3neH (cM. pasien
4.3).

Tananadun

200 kaxapie 12
4acoB

20 oHOKpATHO 1 Ha 124%

[Ipu npumenenun Ttajanaduia ¢ LENBIO JIEYEHUS OHPEKTHIBHOH IUCQYHKIUH
OJTHOBPEMEHHO C PUTOHABHPOM, HCIOIB3yeMbIM B KaueCTBE aHTHPETPOBHPYCHOTO
npenapata Wik (HapMaKOKHHETHYECKOTO YCHIIMTENS, HEOOXOJMMO COOJII0IaTh
0c00yI0 OCTOPOKHOCTb, a Tafanaduia HeoOXOAUMO Ha3HayaTh B CHIDKEHHBIX /103aX
He Oonee 10 Mr c wuHTEepBaJoM B 72 9 TpPH YCWIEHHOM MOHHUTOPHHIE
HEXeNaTeNIbHbIX peakiuii (cM. pazgen 4.4). [lpu npumeHenuu Tamanaduiia
OJTHOBPEMEHHO C PHUTOHABHPOM Yy TAIMEHTOB C JIETOYHOM apTepUasbHOM
TUIIepTeH3Uuel He0OX0IUMO COOII0AATh yKa3aHHsl W3 WHCTPYKLUUH 10 NMPUMEHEHHIO
Taganaduia.

Bapnenadun

600 xaxaple 12
4acoB

5 0JIHOKpaTHO 1 849 pa3 1813 pa3

OHOBpEMEHHOE PUMEHEHHE Bap/ieHa(KIa ¥ PATOHABHPA IIPOTHBOIOKA3aHO (CM.
pasnen 4.3).

CenaTuBHbIe/CHOTBOPHBIE MPENapaThI
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OnaHoBpeMeHHO Ho3za Ho3za

NpUMeHseMble OJHOBPEMEHHO | PHTOHABHPA, MI' | OJAHOBPEMEHHO MaKCHMAJIbHYI0

JIeKApCTBeHHbIE NpUMeHs eMbIX NpUMeHsieMbIX KOHIEHTPAIUIO
npenaparsl JIEKapPCTBEHHBIX JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO

NpenaparoB, Mr npenapaTroB NpUMEeHsIEMbIX

JICKAPCTBEHHBIX

npenaparoB

Knopasenar, OnHOBpPEMEHHBI TpHEM C PUTOHAaBUPOM IPOTHBOIOKA3aH, IOCKOJIBKY MOXKET
Huaszenawm, MIPUBECTH K IOBBINICHUIO KOHLEHTpPAllMU KJOpasemnara, Juasenama, 3cTazollama U
Dcrazonam, ¢aypazenama B mnazme KpoBu (cMm. pasgen 4.3). MertabomusM Muga3ojama B
®nypazenam, BbIcOKOM cteneHn onocpenoBad CYP3A4. IlpuMeHeHue OZHOBPEMEHHO C
MpeHA3HAYECHHBI | pUTOHABUPOM  MOXET  CONPOBOXAATHCA  CYIIECTBEHHBIM  MOBBIIIEHHEM

IUIsl IpUeMa BHYTpPb
U MMAPEHTEPATBHO
Muna3zonam

KOHIIEHTpaluu OeH3oaMazenuHa. lccrnenoBaHus B3auMOIEWCTBUS PUTOHABHpa U
OCH30/IMa3eNMHOB HE MpPOBOAWINCH. Ha oOcHOBaHMM JaHHBIX [ JOPYTHX
narnoutopoB CYP3A4 koHIeHTpalus MUiazojiamMa B IUIa3Me MPH €ro NPUMEHEHHH
BHYTpb OyZeT 3HAuMTENbHO BhIIIe. TakuM 0O0pa3oM, PUTOHABHpP HE CIEAYeT
MIPUHAMATh OAHOBPEMEHHO C MHJa30JlaMoM (BHYTpb) (cM. paszen 4.3), a mpH ero
MPUMEHEHUU OJHOBPEMEHHO C MHUAA30JIaMOM, BBOJUMBIM MMAPCHTEPAIBHO, CIEAYET
co0moaaTh 0coOyr0 OCTOPOXKHOCTh. JlaHHBIE 00 OJHOBPEMEHHOM NPHUMEHEHHH
MH/a30JlaMa, BBOAMMOIO HAapeHTEPalbHO, M JPYI'UX HHIUOMTOPOB MPOTEA3bI
yKa3bIBaIOT Ha BO3MOYKHOE IMOBHIIIEHHE YPOBHS MHUa3ojlaMa B Iula3Me KpoBH B 3-4
paza. Ilpy HeEOOXODMMOCTH TPHUMEHEHHS PHTOHABUPAa OJHOBPEMEHHO C
MH/Ia30JIaMOM, BBOIJUMBIM IIaPEHTEPAIbHO, OTO CIEOyeT OCYLIECTBIATH B
OTJIENICHNN peaHMManud W uHTeHCHBHOW Tepanmuu (OPUT) mnm B aHanOTWYHBIX
YCIIOBUSIX ISl YCUIICHHOTO KJIMHUYECKOTO MOHUTOPHHTA U HAJUIEXKAIIETO JICUCHHS B
cllyyae pa3BUTHs YTHETCHUS AbIXaHUS M (WIM) AJUTENbHOW cemauuu. Moxer
noTpedOBaThCSI KOPPEKTHPOBKA J03bI MHUAA30JIaMa, 0COOEHHO MPU MHOTOKPAaTHOM
BBEJICHUHU.

Tpuazonam

0,125 oxgHOKpaTHO 200, 4 no3wer 1>1820 pa3 1 Ha 87%

OnHOBpEMEHHBIN MpHEM PUTOHABUPA MPOTHUBOMOKA3aH, T.K. MOXET NMPHUBECTH K
MOBBIIIEHUIO KOHIIEHTPAIMK TPHa30aMa B TiasMe KpoBu (cm. pasaen 4.3).

Iletunun

50 wmr, 500 kaxxpie 12 | Ha 62% | Ha 59%
OJTHOKPATHO JacoB

HopneruinHoBbIi
MeTaboJIUT

1 Ha 47% 1 Ha 87%

OpHOBpeMEHHOE IPUMEHEHHE MEeTHNHA U PUTOHABHPA TPOTHBOIIOKA3aHO B CBSI3U C
BO3MOXXHBIM  TIOBBIIIICHHEM  KOHIIGHTpPAlMd  HOPIETUIMHOBOTO  METaboIHnTa,
KOTOpBIN 00j1a1aeT 00€300/IMBAOIINM JACHCTBUEM U OJHOBPEMEHHO CTHMYJIAPYET
nentpanbHyto HepBHyO cucremy (IIHC). [lpum moBBIIIEHHONW KOHICHTpPAIIUU
HOPIIETUIMHA BO3pPACTae€T PUCK Pa3BUTHS MOOOUYHBIX peakuuit co croponsl [[HC
(Hampumep, SnuIIenTH(OPMHBIX TIPUTIAKOB), CM. paszaen 4.3.

Anmpazonam

1 omnokparno | 200 kaxapie 12 4 B 1B 2,5 paza
TeueHue 2 qHer

500 xaxnpre 12 u B
teuenne 10 nHen

| Ha 12% | Ha 16%

BBC}ICHI/I@ B CXEMY JICYHCHUA PUTOHABHpa COIIPOBOXKIAIOCH I/IHFI/I6I/Ip0BaHI/IeM
MeTabonu3ma anmpasonaMa. [locie mpuMeHeHHsl pUTOHAaBHpa Ha HpoTsHkeHuu 10
IHEeW MHruoHpyomlee 1eiHCcTBUE ncue3ano. B mepBble HECKOIBKO AHEH MpUMEHEHUs
anmpasonamMa OJHOBPEMEHHO C PHUTOHABHPOM, HCIOJNB3YEMBIM B KadecTBe
AHTUPETPOBUPYCHOTO Tpenapara Wid (HapMaKOKHHETHYECKOTO YCHIUTENS, 10
Pa3BUTHS MHIYLUPYIOIIEro JEHCTBHS Ha MeTaOONMu3M anmpasojiama, HeoOXOIMMO
cOOTI0IaTh 0COOYI0 OCTOPOKHOCTb.

Bycnupon

PuronaBup, mcmonbp3yeMblii B KadecTBe (PapMaKOKMHETHUECKOTO YCHIIUTENS WITH
aHTHUpeTpOBUpycHOro mpenaparta, wuHruOupyer CYP3A wu, kak cuexacrtsue,
MOBBIIIACT KOHLEHTpaLUWIo OycnupoHa B IJia3Me KpoBu. [lpu mnpumeHeHHH
OycnupoHa OJJHOBPEMEHHO C PUTOHABUPOM PEKOMEH]IOBAH YCHUJIEHHBIH MOHUTOPUHT
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OnaHoBpeMeHHO Ho3za Ho3za
npUMeHsieMble O/ITHOBPEMEHHO | PUTOHABHPA, MI | OJHOBPEMEHHO MAaKCHUMAJIbHYI0
JIEKAPCTBEHHbIE TpUMEHsIeMbIX NMpUMeHsIEMbBIX KOHIEHTPAIHIO
npenaparsl JIEKapPCTBEHHBIX JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO
npenaparoB, Mr nmpemnaparoB NPHMEHsIEMbIX
JIEKAPCTBEHHBIX
NpenapaToB
TepaneBTHYecKoro 3 (heKTa U HeKeIaTeIIbHBIX SBICHHUH.
CHOTBOpHBIE NpenapaThbl
SoanuaeMm 5 200, 4 no3sr 1 Ha 28% 1 Ha 22%

[lpumeHeHne 3o0imUeMa OJHOBPEMEHHO C PUTOHABUPOM JIOMYCKAeTCs TIPH
YCHIIEGHHOM MOHHUTOPHHTE H30BITOYHBIX CEAATUBHBIX d(h(EKTOB.

Ipenapats! 145 0TKa3a 0T KypeHHs

bynponnox

150 100 kaxnapie 12

qacoB

| na 22% | 1a 21%

150 600 kaxnpie 12

qaCcoB

| Ha 66% | Ha 62%

Bynpommon wmerabonmzupyercss npeumytiectBenHo CYP2B6. Ilpu npumeneHun
OynponnoHa OJHOBPEMEHHO C MHOTOKPAaTHBIMHM [103aMH PHUTOHABUPA MOXKET
CHHDKATbCSl €r0 YpOBEHb. JTOT 3(P(EKT MOXKHO OOBSCHUTH HHAYLHPYIOIIHM
JeiCTBUEM PHUTOHaBUpa Ha MeTabonu3Mm OymponuoHa. TeM He MeHee, PUTOHABUD
taroke uHrHOMpyer CYP2B6 in Vitro, B cBA3W ¢ dYeM OyIpONHOH CIEIyeT
HCIONB30BaTh B J103aX HE BBIIIE pEeKOMEHAyeMbIX. B ornmuune ot 3¢ddekros mpu
MPOJIOJDKUTEIIFHOM TPUMEHEHUH PUTOHABUPA, IMOCIE €ro NPHUMEHEHHs B HU3KUX
032X Ha MPOTSHKEHHH KOpoTkoro mepuoxa (200 mMr 2 pa3a B CyTKH B TeueHHE 2
THEe) 3HAaYMMBIX B3aWMOACHCTBHHA C OYIMPOMHOHOM HE HaONI0Iaioch, Ha
OCHOBaHUM YE€ro MOYKHO TPEAIOJIOKHUTh, YTO KOHLIEHTPALUS OYIPONHOHa HAYHHAET
CHIDKATBCSl CITyCTSl HECKOJIBKO JIHEH MOcie Hayaja COMYTCTBYIOIIETO NMPUMEHEHHS
PHUTOHABHPA.

Crepoupsbl

DyTUKa30HA
[IponuoHar,
HPUMEHSEMBII
WHT IS IIUOHHO,
MHTPaHa3aJbHO,
MIOCPEACTBOM
WHBEKITUMN,
Byneconun,
TpuamMuuHOIOH

[Ipy nprMeHeHHWH pUTOHABHpa OAHOBPEMEHHO € (IyTHKa30Ha NPOIMOHATOM,
BBOJMMBIM WHTIALUOHHO WM HHTPaHa3aJbHO, COOOMIAIOCH O Pa3BUTHH
CUCTEeMHBIX 3()(EeKTOB KOPTUKOCTEPOHUIOB, BKIItOYasi cuHApoM MieHko- KymmHra n
yrHeTeHue QyHKIMU HAAMIOYEUHHKOB (B BBHIIICYTIOMSHYTOM HCCIIEIOBAaHHN YPOBEHb
KOpTH30Jla B Iula3Me cHm3mWiIcs 10 86%). AmnHamormunble 3(QQEKThl Takxke
HaONIofanuch TPpU TPUMEHEHHHM PHTOHABUpPA OJHOBPEMEHHO C  JIPYTUMH
KopTukoctepongamu, Mmeradbonmsupyembivu CYP3A, Hanpumep, OyaecoHHaOM u
TPUaMUMHONIOHOM. TakuM o00pa3oM, NpPUMEHEHHE PHUTOHABUpPA B KauecTBE
AaHTUPETPOBUPYCHOTO  Tpemapata WiM  (apMaKOKMHETHYECKOTO  YCHIIMTEIS
OTHOBPEMEHHO C  JaHHBIMH  TJIOKOKOPTUKOWIHBIMHA  TpenapaTamMu  He
PEKOMEHJIOBAHO, 3@ UCKIIOYEHHEM CIIydaeB, KOTAAa MOTEHIHAbHAs T0JIb3a TaKoTro
JIeYeHHUs TPEBOCXOMUT TNOTCHUUAIBHBI PUCK Pa3BUTHS CHCTEMHBIX 3(QEKTOB,
CBSI3aHHBIX C MPUEMOM KOPTHKOCTEpOHMIOB (cM. pasnen 4.4). B mocnemneM ciydae
HE0OXOMMO HCTONIH30BaTh CHIKEHHBIE J03bI TIIOKOKOPTHKOWIHOTO Tperapara u
MPOBOJUTH YCHUJIEHHBIH MOHHTOPHMHI MECTHOTO M CHCTEMHOTO JEHCTBUS, JIHOO
[EPEXOJUTh HA JPYrol INIIOKOKOPTUKOWJHBIM mHpernapar, HE SBIAIOLIMNACA
cyocrpatom CYP3A4 (mampumep, OekimomeTa3oH). bojee Toro, B ciaydae OTMEHBI
[IIIOKOKOPTUKOUIHBIX TMIPENapaToB MOXET MOTpeOOBaThbCsl MOCTEIIEHHOE CHIKEHHE
J103bl HA MPOTSKEHUM JJINTEIBHOTO BPEMEHH.

JlexcameTa3oH

PuronaBup, mcmonbp3yeMblii B KadecTBe (PapMaKOKMHETHUYECKOTO YCHIIUTENS WITH
aHTHUpeTpOBUpYycHOro mpenapara, uHruoupyer CYP3A wu, kak clejicTsue,
MOBBIIIAET KOHLEHTPALMIO J€KCaMeTa3oHa B IulazMe KpoBu. Ilpm nmpumeHeHun
JeKCaMeTa30Ha OJHOBPEMEHHO C PHUTOHABUPOM PEKOMEHIOBAaH YCHJICHHBIH
MOHUTOPHHI TEpaneBTUUYECKOro 3 ¢eKTa U HexKeIaTeNIbHbIX ABJICHUH.
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] 3
OHOBpeMeHHO Jo3a JHo3a Bnﬂd'}rhé'}i'i_r'ﬂbé"" 'S B hsianea
NpUMeHsieMble O/IHOBPEMEHHO | PUTOHABHPA, MI' | OJHOBPEMEHHO MaKCHMAJIbHYIO
JIeKapCTBEHHBIE NPUMeHsIEMBbIX NPUMeHSIEMbIX KOHIEHTPAINIO
npenaparsl JIEKapPCTBEHHBIX JexapeTBeHHbIX | (Cra) oqHOBpeMenHoO
npenaparoB, Mr nmpemnaparoB NPHMEHsIEMbIX
JIeKapCTBEHHBIX
npenapaToB
[Ipenunzonon 20 200 xaxapie 12 1 Ha 28% 1 Ha 9%
4acoB
[Ipn mpuMeHeHHW NpPEeAHU30JI0HA OJHOBPEMEHHO C PUTOHABUPOM PEKOMEHIOBAH
YCUJICHHBIH MOHHTOPHHI TEpPareBTHYECKOro d(PdeKTa u HeKeNaTEIbHBIX SBJICHUIA.
Yepes 4 u 14 nHell COMyTCTBYIOIIETO MPUMEHEHHS IMPEAHU30JIO0OHA M PUTOHABHpA
BeanunHa AUC Merabonura mnpeaHu3ojioHa Bo3pocita Ha 37% u  28%,
COOTBETCTBEHHO.

H/0: HE OTPeIeTICHO.
1 Ha ocHOBe cpaBHEHHMS TapalIeIbHBIX TPYIIL
2 Cynb(haMeToKcas3051 Ha3HAYAIM OJHOBPEMEHHO C TPUMETOIPUMOM.

[Ipu npyMeHeHnH pUTOHABUpA OJHOBPEMEHHO C JIU30MUPAMHIOM, MEKCUIETUHOM U HEPa3010HOM
coOOIIATIOCh O PA3BUTUM HEKENATENIbHBIX SIBIEHUH CO CTOPOHBI CEp/llda U HEPBHOW CHUCTEMBI.
Henb3s uCKIIOYUTH BO3MOXKHOCTh B3aUMOJAEHCTBHSI 3TUX JIEKAPCTBEHHBIX MPENApaToB.

ITomumo BBIIICTICPCUYHN CIICHHBIX BSaHMOﬂCﬁCTBHﬁ CYIIECTBYCT BCPOATHOCTD YCUIICHU A
TCPAIICBTUUCCKUX W TOKCHYCCKUX I[GﬁCTBPIﬁ, YTO CBSI3aHO C BBICOKOM CTCIICHBIO CBS3BIBAHHUS
pUTOHaBHUpPa C OeJIKaMM I171a3MBbl H, KaK CJICACTBHUC, BLITCCHCHUCM OJHOBPCMCHHO ITPHUMCHSICMBIX
JICKApCTBCHHBIX MPCIapaToB U3 CBA3HU C HUMMU.

IIprMeHEeHNE pUTOHABUPA B KAUECTBE (baDMaKOKI/IHeTI/I‘leCKOFO YCUINTCIIA

Baxxnble cBemeHMS O  B3aUMOJACUCTBUSAX  PUTOHABUPA, MCIOJIB3YyEMOIO B  KadecTBE
(apMaKOKMHETUYECKOTO YCWIINTEINS, C JIEKapCTBEHHBIMHU IpenapaTaMy TakKe MpPUBEICHBI B
WHCTPYKLUU AJI1 OTHOBPEMEHHO MPUMEHSEMOT0 MHTMOUTOPA MPOTEasbl.

I/IHFI/I6I/ITODH IIPOTOHHOI'O HACOCa U 6J'IOI(aTO]3H H2-ructaMrMHOBEIX PEUCIITOPOB

IIpyu nprMeHEHNN HHTMOUTOPOB IIPOTOHHOTO Hacoca U 6J10kaTopoB H2-riucTaMHHOBBIX penenTopos
(HampuMep, OMerpas3oja WM PaHUTUIMHA) MOXET CHUXKAThCS KOHILIEHTPALUs OJHOBPEMEHHO
MPUMEHSIEMBIX HHTHOUTOPOB TpoTeas3bl. [loapoOHbIE CBeneHUs O BIUSHHHA OJHOBPEMEHHOTO
MIPUMEHEHMS JIEKAPCTBEHHBIX MPENapaToB, CHIKAIOIINUX KUCIOTHOCTb, IPUBEACHBI B WHCTPYKIIMU
IUIS1 OJTHOBPEMEHHO MTPUMEHSEMOro HHrHOuTOpa nporeassl. CoriacHO pe3yabTaTaM HCCIIeIOBAHUM
B3aMMOJICHCTBUIM € HWHTUOMTOpAaMH MpoTea3bl, ACUCTBHE KOTOPBIX YCHIMBACT PHUTOHABUP
(;lomMHAaBUpP B KOMOWHALIMM C PHUTOHABUPOM, aTa3aHaBUp), NPU OJHOBPEMEHHOM IPUMEHEHUHU
OMeENpa3oJia WK PAaHUTUINHA C PUTOHABUPOM, UCIIOJIb3YEMbIM B KauecTBE (hapMaKOKUHETUYECKOTO
yeunutens, 3(QQEeKTHBHOCTh TIOCIETHETO 3HAYMMO HE MEHSETCS, HECMOTps Ha HeOOoIbIIoe
M3MEHEHHE YPOBHS CUCTEMHOTO BO3/I€HCTBHUS (MMpuMepHO Ha 6 — 18 %).

4.6. ®epTUIBHOCTD, 0EPEMEHHOCTD H JIAKTAUSA

bepemeHHOCTD

Bonwmoe konmuuecTBO 6epeMeHHBIX skeHIIHUH (6100 cirydaeB poxaeHUS )XKHUBOTO peOeHKa) MOTydann
pUTOHaBHpP BO Bpems OepemeHHOcTH; W3 HHX B 2800 ciydasx pOXACHHUS JKUBOTO peOEHKa
KCHIIMHBI MMOJIydaId mperapar B IIECPBOM TPHUMECTPE. B OompmuHCTBE 2TO ClIydan NpUMCHCHUA
pPUTOHABHpA B COCTaBE KOMOMHHPOBAHHON TEPANUU U B HETEPANIEBTUUECKUX 103X, TO €CTh B OoJiee
HU3KUX J103aX B KauyecTBe (apMakoKuHeTHueckoro ycunutens s apyrux HWII. Otu nanHble
MOKA3bIBAIOT OTCYTCTBUE TMOBBIMICHUS YAaCTOThI TOPOKOB PAa3BUTHS OTHOCUTENBHO YaCTOTHI,
3apETUCTPUPOBAHHON CHCTEMaMH MOHHTOPWHTA IOPOKOB PAa3BUTHUS B MOIMYISIIUH. Pe3ynbraTh
HCCIIEA0BAHUH Y )KUBOTHBIX YKa3bIBAIOT HA HAJIMYKUE PEIPOLYKTUBHON TOKCUYHOCTH.
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B wuccrnenoBaHusiXx Ha JKMBOTHBIX PETHCTPHPOBATINECH cnyqéll} %1\/1%6@0&%’[%% ‘;'OK-EPI'-YLI'O‘CT{/I

npernapara y KpbiC (paHHSS pe30pOIMs KOCTHOW TKaHW, CHHKEHHE MAacChl Tella IUIOAA, 3allepiKKa
occuuKaM W JApyrue OTKJIOHEHUWS B Pa3BUTHH) IPOUCXOIWIA TPH J03aX, HPUMEHSIEMBIX Y
OepeMeHHBIX KPBIC 75 MI/KI/CyTKH (CpeIHsisl KOHIIEHTpAIHs B Tu1azMe KpoBu 45 Mirxu/mi). Takxke
HaOJII01ANIOCh HE3HAYHMTENIFHOE yBENWYEeHUE 3a00J€Ba€MOCTH KPUIITOPXU3MOM y KPBIC IPU J03aX
35 mr/kr/cyTku (34 MKrxu/mi).

B wuccnenoBaHMAX Ha KMBOTHBIX PETUCTPUPOBAIUCH Cllydaw AMOpHO(deTaabHON TOKCHYHOCTH
mpernapara 'y KpOJIMKOB (pe3opOuusi KOCTHOW TKaHH, yMEHBIIEHHE YHCICHHOCTH IOMETa U
YMEHBILICHHE MacChl TeNla IUIoJa) IMPOMCXOJWIa IPH J103aX, NPHHUMAEMBIX OCpeMEHHBIMH
kponukamu 110 mr/kr/cyTku (34 MKrxu/mi).

B cBsA3M ¢ TeMm, YTO HCClIeOBAaHUS PENPOAYKTUBHOM (YHKLIMH *XMBOTHBIX HE BCErga MOXKHO
HKCTPANOIMPOBATh HA JIIOACH, mpernapar PuroHaBup mpu OEpeMEHHOCTH BO3MOXKHO MPUHUMATH
TOJIKO B TOM ciydae, €ciu IpejrosnaraeMas 1ojib3a il MaTepyu MPEeBOCXOJUT MOTEHIHAIbHBIN
PHCK JUIS IIJI0AA.

JlakTamus

CyIiecTByIOT OrpaHUYECHHBIC JUTEPATYPHBIC JaHHBIE O BBIJCICHHUH PUTOHABUpPA C TPYAHBIM
MosiokoM. OTcyTcTBYeT HH(OpMaIMsI O BIUSHUN PUTOHABUPA HA JIETEH, HAXOIALIUXCA HAa TPYAHOM
BCKapMJIMBAaHUH, WIH BIIMSIHUH TIperapaTa Ha BEIPaOOTKY MOJIOKA. BBy OTEHIIMATBHOTO pPHUCKA
nepenaun BUY BUY-orpuuarenbHbIM MIAJAEHUAM M Pa3BUTHSA BUPYCHOM PE3UCTEHTHOCTU Yy
BUY-non0KUTENbHBIX MJIAJICHIIEB, @ TAaKKE€ CEPbE3HBIX HEXKEIATEIbHBIX PEAaKIUNd Yy JeTeH,
HaXOJSIIMXCS Ha TPYAHOM BCKapMJIMBaHUH, TpyaHoe BckapmiuBanue BUY-unbunmpoBaHHBIMU
YKEHILIMHAMU [MPOTUBOIIOKA3aHO.

DepTUNBLHOCTD

JlaHHbIE O BIMSIHMM PUTOHABUpa Ha (PEPTUIBLHOCTH y YEJIOBEKa OTCYTCTBYIOT. B HccnenoBanusx y
KUBOTHBIX HEOJIATOMPUATHOTO BIUSHUS PUTOHABUpa HA (GEPTHIIBHOCTh HE OTMEYAJIOCh.

4.7. BiusiHMe Ha CIOCOOHOCTH YHOpaBJisAiTb TPAHCIHOPTHBIMH CpPEACTBAMH H paﬁoTaTb C
MEXaHu3MaMu

B nepuon nedenust HEOOXOAUMO COOJIIOJIATh OCTOPOKHOCTH INPHU YHPABJICHUH TPAaHCIOPTHBIMU
CpeACTBaMH M 3aHATUU APYTMMH MOTEHIHAIBLHO OMACHBIMU BUAAMHU AEATEIbHOCTH, TPEOYIOIIUMU
MOBBIIIEHHONW KOHIIEHTPALlMM BHUMaHUS U OBICTPOTHI ICUXOMOTOPHBIX PEaKIMii, TaK Kak Impenapar
MOJKET BBI3bIBaTh COHJIMBOCTb, FOJIOBOKPY)KEHUE U JIpyrHe NMOOOYHBIE SIBIEHUS, KOTOPhIE MOTYT
BIIMSTH HAa YKa3aHHbIE CIOCOOHOCTH. VccnenoBanus ciocOOHOCTU K BOKICHUIO aBTOTPAHCIIOPTA U
YIIPaBJICHUS MEXaHU3MaMHU HE TIPOBOINIINCH.

4.8. HexenaareabHble peaKIHH

Pesrome mpodunsg 6e30macHoCcTH

HpuMeHeHuepumOHaeupa 8 Kayvecmee ¢apMaKOKMH€mu’~leCKOZO ycuaumeii

HexenarenbHble  peakiuu, CBA3aHHBIE ¢  I[PUMEHEHHEM  pPUTOHAaBMpa B  KaudecTBE
(hapMaKOKMHETHYECKOIO YCHJIUTENs, 3aBUCAT OT BBOJMMOIO COBMECTHO CIEHHU(PHUUECKOTOo
uHruouropa nporeaz BUY. [Inga nomydeHus MHPOpPMALUU O HEXENATENbHBIX PEAKIMIX CIeIyeT
o0paTuTbcs K HHCTPYKUMH 1O MEIUIIMHCKOMY TPUMEHEHHUI0 KOHKPETHOIO COBMECTHO
pUMEHsIeMOro HHruouTopa mporeas B1Y.

IIpumenenue pumonasupa 6 kavecmee aHMUPEMpoOB8UPYCHO20 CPeoCmed

Heoicenamenvuvle peakyuu, noayyeHHbvle 8 KIUHUYECKUX UCCTIEO0BAHUSX U 8 nocmpezucmpayuoOHHOM
nepuode Y 83POCJIblX NAYUEHMO6
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Hawnbonee dvacTeiMu 3aperucTpUpPOBAHHBIMU HEXKE] aTenLHbiﬂﬂ;'::bgmghﬁiJ ECIBE

MOJYyYalOIUX MOHOTEPAaNUI0 PHUTOHABUPOM WJIM PHUTOHAaBHP B KOMOMHAIMM C JAPYTHMH
aHTUPETPOBUPYCHBIMH MpenapaTaMy, ObUIM HapyIIEHUS CO CTOPOHBI MHUIIEBAPUTEIBHON CHUCTEMBI
(BKJIIOYasi AUapero, TOIIHOTY, PBOTY, 00JIb B )KMBOTE (B BEPXHUX U HI)KHUX OTJIENAX)), HAPYLICHUS
CO CTOPOHBI HEPBHOM CHUCTEMBI (BKJIIOYAs NApECTE3UH U MapecTe3UI0 CIU3UCTON 000JIOUKH pTa), a
TaKXXe yTOMJISIEMOCTh/aCTEHUYECKUN CHHPOM.

Co001man0ch 0 pa3BUTHUU CIICAYIONINX HEXKEJIATEIbHBIX PEAKIIUNA OT CPEAHEH IO TSIKENON CTETICHH
TSKECTH, BO3MOXKHO HJIM BEPOSITHO CBSI3aHHBIX C PUEMOM PUTOHABUPA.

Pe3roMe HexxenaTeNIbpHbIX PEAKINT

HexenatenbHple peaklUd TPEJICTABICHBI B COOTBETCTBUU C IMOPAXKEHHUEM OPraHOB U CHUCTEM
OpTaHOB B MOCJIEIOBATEILHOCTH MEAUIIMHCKOTO CIIOBApPs Il HOPMAaTHBHO-TIPABOBOM JCATEIBHOCTH
(MedDRA). Yactora BO3HUKHOBEHHUS paclpeiesiaCh B COOTBETCTBHH CO CIEAYIOUTUMU
KaTeropusMu: o4eHb dacto (>1/10), wacto (>1/100, no <1/10), mHewacto (=1/1 000, HO <1/100),
penko (>1/10 000, vHo <1/1 000), ouenp penxo (<1/10 000), yacToTra Hen3BeCTHA (HAa OCHOBAHHH
HUMEIOIINXCS JAHHBIX OLIEHUTHh HEBO3MOXKHO).

Hapywenus co cmoponvl Kposu u Jaumgpamuueckoli cucmemvl. 4YaCTO — CHIDKCHHE 4YHUCIIA
JEHKOIMTOB, CHI)KEHNE KOHIIEHTPAIIUU TeMOTJI00MHA, CHUYKEHHUE YUCIa HEUTPO(UIOB, TOBBIIIICHHE
qrcia 503MHO(QUIOB, TPOMOOIMTOINICHHUST; HEYACTO — MOBHIIIEHUE YK CIIa HEUTPO(DUIIOB.

Hapywenus co cmoponvl UMMYHHOU cucmemvl: YacTO — PEAKLUUM TUIEPYYBCTBUTEIBHOCTH,
BKJIIOYAsi KPAaIMUBHUILY U aHTHOHEBPOTUYECKUM OTEK; peIKO — aHa(UIAKTUIECKUE PEAKIUH.

Hapywenus memabonuzma u numarnus: 9acTo — TUNEPXOJIECTEPUHEMUS], TUIIEPTPUTIIULIEPUIEMUS,
rnojarpa, OTeKH, B TOM 4yucie nepudepuyeckue, o0e3BoKHUBaHUE (OOBIYHO CBSI3aHO C CUMITOMAMU
CO CTOPOHBI TUIIIEBAPUTEILHON CUCTEMBI); HEYACTO — CaXapHBI JUa0eT; PeIKO — TUIEPIIINKEMHUS.

Hapywenus co cmoponvl HepeHOU cucmembl: OY€Hb YacTO — JUCTEB3Hs, MAPECTE3UN CIU3UCTON
000JI0YKH pTa U nepudepuyeckre napecTe3nu, roloBHas 00k, TOJIOBOKpYXeHUE, epudeprueckas
HelpomnaTus; 4acTo — OECCOHHMIIA, BO30YX/I€HNE, CIIyTaHHOCTh CO3HAHUS, HapyllIeHHe BHUMAaHUS,
CHUHKONAJIHBIE COCTOSHUSA, JMWJIECNTHYECKUE TPUIIAIKH.

Hapywenus co cmoponsl opeana 3peHus: 9acTo — HEUEeTKOCTh 3PEHHSL.
Hapywenus co cmoponsi cepoya: He4acTo — UHPApKT MHOKapa.

Hapywenus co cmopoust cocyoos: 4acTo — apTepuanbHas TUIEPTEH3Ms, apTepuaIbHas
TUMOTEH3Us, BKJIIOYas OPTOCTATHMUYECKYI0 apTepUalbHYI0 THUIOTEH3HI0, mepudepudeckas
TUTIOTEPMHSI.

Hapywenus co cmopomnsi OvixamenvHOU cucmemsl, 0Op2aHo8 2pyOHOU KIemKU U CPeOOCHeHUs.:
OY€Hb YacTO — PapUHTUT, OOJIb B POTOTJIOTKE, KAllIElb.

Hapywenus co cmoponvl diceny0ouHO-KUWeyHo20 mpaKkma: O4YEeHb 4YacTo — OOJIb B KUBOTE
(BepXHUE W HUIKHHE OTJEJbI), TOIIHOTA, Iuapes (BKIOYas TSHKENyro (GopMy ¢ 3JIEKTPOIUTHBIMU
HapylLIEHUsMH), PBOTA, PACCTPOMCTBO NHILEBAPEHUS; YAaCTO — AHOPEKCHS, METEOPHU3M, S3BBI
pOTOBOIl  MOJOCTH,  KPOBOTEUYEHHWE U3  OPraHOB  JKEIYJOYHO-KHUIIEYHOTO  TpakKTa,
ractpos3odareanbHast pedIrokcHas 60J1€3Hb, TAHKPEATHUT.

Hapywenus co cmoponbl neueHu u dicenyesbleoosuyux nymeu. 4YacTo — TeNaTUT (BKIOYas
nosbiienue aktuBHoctd ACT, AJIT, I'T'T), noBblieHHe KOHLEHTpAlMK OMIUpyOMHA B KPOBU
(BKITFOUAS KENATYXY).

Hapywenus co cmopoHbl KOJMCU U NOOKOJCHBIX MKAHeU. OYeHb 4acTO — 3YA, ChIllb (BKIOYas
SPUTEMATO3HYI0 U MAaKyJIONamyJle3Hyl Cblllb); 4acTO — akKHe; peako — cuHapoMm CTHBEHca-
JI>xOHCOHA, TOKCHYecKkuid snuaepManbHblii Hekposus (TEN).

Hapymeﬂuﬂ CO CMOpPOHbL MblmellHOIZ, KOCMHOU U COeOUHUMENbHOU MKAHU. OYEeHb 4YacTo —
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coaepxxanue KOK.

Hapywenus co cmoponbt nouex u Mo4egbleo0sauux nymeii: 4acTo — y4alleHHOE MOUYEHCITyCKaHHUE,
HapymeHne (QyHKIUM TOYeK (HAmpuMep, OJUTYpHsi, TOBBIINICHHE KOHIEHTPALWW KpPEaTWHUHA);
HEYacTo — OCTpas OYeyHasi HeI0CTaTOYHOCTbh; YaCTOTa HEM3BECTHA — HE(POJIUTHA3S.

Hapyweﬁwl CO CmMOpPOHbL penpodykmueHoﬁ cucnemsvl U MOJIOYHbLX Jfcee3.” 4aCTO — MCHOpPparus.

O6w;ue HapyuiteHus u peaxkyuu 6 mecme 66e0erus; OYeHb 4YacTo — CJ'Ia6OCTI), BKJIO4Yas
aCTCHUYCCKUH CHUHAPOM, KIIPUJIUBLID», YYBCTBO Xapa, 4aCTO — JIMXOpaJKa, IOTCPA BECa.

Jlabopamopnvle u uncmpymeHmaivHble OanHble: YacTO — TOBBIIICHHE AKTUBHOCTH aMHJIa3bl,
CHMXXCHHUC KOHICHTpaluuu CBOGOI[HOFO n O6IJ.I€FO TUPOKCHHA; HCYACTO — TIOBBIINICHUC
KOHIICHTPAIIMH TITFOKO3bI, TIOBBIIICHUE KOHIICHTPAIIMYA MAarHusi, MOBBIIICHUE aKTUBHOCTH HIEJIOYHON
docdarassl.

Peakiiun, oTMedeHHbIE KaK MMEIOIINE HEU3BECTHYIO YacTOTY BCTPEUAEMOCTH, ObUIM OTMEUYEHBI B
IIOCTPETUCTPALMOHHBINA ITEPUOI.

OnuncaHue OTJIENBLHBIX HEKENATEIBLHBIX PEaKIIUM

[ToBbIIEHNE aKTUBHOCTH TEUEHOYHBIX TPAHCAMHUHA3, B MATh pa3 U 0o0Jiee MPEBHIIIAIOIIEE BEPXHIOIO
IPAHUI]y HOPMaJbHBIX 3HAYEHUH, KJIMHAYECKAs KApTHHA TIENaTUTa U JKEJITYXU pPa3BUBAIUCH Yy
MalUEeHTOB, MOJYYaOIUX PUTOHABHP B KAYECTBE MOHOTEPAIWU WU PUTOHABHDP B KOMOWHAIIUHU C
JPYTUMHU aHTUPETPOBUPYCHBIMHU MpErapaTaMu.

Tokazamenu memabonuzma

YBenuueHue Macchl Tejla, a TaKKe IMOBBIIIEHUE MACChl JIMIHAJIOB U IJIKOKO3bl B KPOBH MOIYT
HaOIIOAAaThCS BO BpeMs IMPOBEACHUS aHTUPETPOBUPYCHOH Tepammu. Y BUY-uHQUIMpPOBaHHBIX
NAlMeHTOB C  TSDKEJIBIM  HMMMYHOJAE(GUIIMTOM Ha MOMEHT Hayala KOMOMHMPOBAaHHOU
AHTUPETPOBUPYCHOW TEPANMM MOTYT pPa3BUThCA BOCHAIUTEIBHBIE PEAKIMM Ha IPOTEKAIOIINE
0EeCCUMIITOMHO MJIM OCTATOYHbIE ONMMOPTYHUCTHUYECKHE MHeKIuH. Takkxe coodmanoch o ciaydasx
pa3BUTHS ayTOMMMYHHBIX HapyllleHud (Takux Kak Ooyie3Hb ['peiiBca); TeM He MeHee, BpeMs UX
pa3BUTHUS CUJIBHO BAapbUPYETCS, U OHM MOIYT Pa3BUTBCSA 4E€PE3 MHOIO MECSLEB IIOCIE Hadasa
Tepanuu.

Y NauveHToB, MOJYy4YaBIIMX TEPaAlUI0 PUTOHABUPOM, BKIIOYAas TEX, Y KOIO pa3BUBalIach
TUIEPTPUTIIHLIEPUAEMHUS, HAOMI0aINCh Cydau pa3BUTHSI MMaHKpeaTUTa (B HEKOTOPBIX CIIydasx co
cMepTenbHbIM ucxoaoMm). [anuentsl ¢ BUU-nnpekuueil Ha no3aHel ctaanu MOTyT ObITh B IpyIIe
pHCKa MOBBILIEHHOTO COJIEP KaHU TPUTIIULEPUIO0B KPOBH U PA3BUTHS ITAaHKPEATUTA.

Taxxe perucTpupoBalIicCh Cllydad OCTEOHEKPO3a, B YaCTHOCTHU, y MAIIMEHTOB C OOLIEM3BECTHBIMU
dakTopamu pucka, ¢ BUY-undexnuelt Ha MO3AHEW CTaAWuM WIM JJIATEIBHO MOJYYArOITUX
KOMOMHHPOBAHHYIO aHTUPETPOBUPYCHYIO Tepanuio. MX 4acToTa BCTpeuaeMOCTH HEU3BECTHA.

Hetn

[Mpoduinp OGe30macHOCTH PUTOHABUPA Y JAETEH B BO3pacTe OT 3 JIET M CTapIle CXOJCH C TAKOBBIM Y
B3POCIIBIX.

COO6H_ICHI/IC O MOJA03PEBACMBIX HEKEIATCIIbHBIX PCAKIIMAX

Baxxno cooOmiath 0 mo103peBaeMbIX HEKEIATEeIbHBIX PEAKIMAX MOCNe PETUCTpalliy Ipernapara
LEeNbI0  OOECTEeYeHHsT HENMPEepPhIBHOTO MOHUTOPHHIA COOTHOIIGHUS — «I0JIb3a —  PUCK»
JIEKapCTBEHHOI0 Mpemnapara. MeauiuHCKUM pabOTHUKAM PEKOMEHAYeTcCs cooOmarh O JIHOObIX
II0/I03PEBAEMBIX HEKENATENIBHBIX PEAKLUAX JIEKAPCTBEHHOI'O IIpernapaTa 4Yepe3 HalMOHAJbHbIE
CUCTEMBl COOOLIEHHS O HEXeNaTeIbHbIX peaklUsx TrocydapcTB — wWieHOB EBpasuiickoro
SKOHOMMYECKOT'O COI03a.
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Poccuiickas @enepanust

DdenepanbHas Ciryxk0a 1o Haa30py B chepe 31paBoOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBstHCKas 1U1011a1b, 1. 4, cTp. 1

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

DnekTpoHHas movra: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMALMOHHO-TEICKOMMYHUKAITUOHHON ceTH «MHTEepHETY:
http://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CHUMIITOMBI

Jlarnble 00 OCTpOl Mepeo3uPOBKE MPU MPUMEHEHUN PUTOHABUPA Y YeJIOBeKa orpaHudeHbl. OauH
MAlUEeHT, MPUHUMABIINN y4acTHe B KIIMHUYECKOM HCCIIEIOBaHUM, MPUHSIT 103y puToHaBupa 1500
MT/CYTKH B T€UCHHE 2 JTHEH, MOCIe Yero HaOII0AaUCh MIPOSIBIICHUS ITAPECTE3UH, KOTOPBIE NCUYE3IIH
MOClie CHIDKEHHUS J03bl. B moCTperucTpalliOHHOM MepHuoie ObLIO IMOJY4eHO COOOILIEHHE O
MOYEYHOM HEIOCTATOYHOCTH M HO3MHOPUIMH TpPU TMEePeNOo3UpPOBKE pPHUTOHaABUpA. PutonHaBup
XapaKTepU3yeTcs HU3KUM MOTEHIIUAIOM OCTPON TOKCHUHOCTH MIPH MEPOPATLHOM MPUMEHEHHUH.

JleueHue

Cneumbnqecxﬂﬁ AHTHUAOT I pUTOHABUPA OTCYTCTBYCT. Jleuenue nePCaA03UPOBKU PUTOHABHPOM
JOJIDKHO BKJIHOYAaTh O6HII/IC CUMIITOMAaTUYCCKHUEC MCPbI, B TOM 4YHCJIIC KOHTPOJb OCHOBHBIX
rnokasareJieit KHU3HCACATCIBHOCTH M KIMHHUYCCKOI'O COCTOsHMA ITallUCHTA. HpeﬂnaraeTCﬂ TaKIKC
BKJIIO4YaTb B CXEMY JICUCHUA INICPCAOZHMPOBKU IMPOMBIBAHWEC IKCIyAKa W INPHUMCHCHUC
AKTUBUPOBAHHOTO YIJIA. Tak kak PUTOHABHUP HWHTCHCHUBHO MeTa60J’II/ISI/IpyeTCH B IICYCHH MU B
BBICOKOM CTEIICHH CBS3BIBACTCI C OCJIKaMM IIJIa3MbI KpOBH, AWaJIN3, BCPOATHO, HE IIO3BOJIMT
IMIPOU3BCCTH BBIBCACHUC IIpCIIapaTa U3 OpraHn3Ma Ha JOCTATOYHOM YPOBHC.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHAMHYeCKHE CBOIiCTBA

dapmakoTepaneBTUYECKass Trpynmna: NPOTUBOBUPYCHBIE  CPEICTBA  CUCTEMHOIO  JCHCTBUSA,
MIPOTUBOBUPYCHBIE CPEICTBA MPSMOTO JCHCTBHS; HHTHOUTOPHI IIPOTEas.
Koxg ATX: JOSAEO03.

MexaHu3M AeHCTBUSI U d)aDMaKOHI/IHaMI/ILICCKI/Ie Bd)d)eKTLI

HpuMeHeHuepumOHagupa 6 Kavecmee d)apMaKOKuHemuHQCKOZO ycuaumei

JlelicTBue puUTOHaBUpAa Kak (PapMAaKOKMHETHYECKOTO YCHUJIMTENs] OCHOBAaHO Ha AaKTHBHOCTHU
pUTOHAaBHpa Kak MOIIHOTO MHIUOMTOpa MeTabonu3Ma, ONOCPEAOBAHHOTO H30(EPMEHTOM
mutoxpoma CYP3A. Crenenb ycuiieHHs CBsi3aHa ¢ MeTaOOJU3MOM COBMECTHO INPHUMEHSEMOTO
uHruoburopa nporeassl BUY u BiusHusg nuaru6utopa nporeazsl BUY Ha metabonu3m puToHaBUpa.
MakcumanbHOe HWHTHOMpOBaHHE MeTa0omu3Ma MpPU COBMECTHOM NPUMEHEHHH WHTHOUTOpPa
nporeassl BUY, kak nmpaBuio, nocturaercs npu ao3e putoHasupa ot 100 mr onuH pa3 B CyTKH 10
200 Mr aBa pa3a B CYTKH, U 3aBHCUT OT COBMECTHO NPUMEHSIEMOro MHruOuTopa nporeassl BUY.
JlomoHUTENbHYI0 HMHQOpPMAIMI0 O BIUSHUM PUTOHAaBUpa Ha MeTaboiIM3M COBMECTHO
npuMeHsieMoro uHruouropa mporeazsl BUY cm. pasmen 4.5, Taxxke cieayeT O3HAKOMHUTBCS C
MHCTPYKLHEH 10 MPUMEHEHHIO0 COOTBETCTBYIOIINX MHTHONTOPOB mnpoTtea3sl BUY.

IIpumenenue pumonasupa 6 kavecmee aHMUpPempo8UPYCHO20 npenapama

PutonaBup mnpencramiser coboit mHruOmTOp acmaptui-nporeas BUY-1 m BUY-2 nns mpuema
BHYTpb, aKTUBHBIA mHentuaoMumeTuk. MHrubuposanue mporeazsl BUY mnpensTcTByeT paspbIBY
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He3pesoi Mopdoorueii, KOTopbie He CIOCOOHBI K MH(MUITMPOBAHUIO KJIETOK. PuTOHaBUp 00Ma1aeT
CEJICKTUBHBIM CpPOJICTBOM K Tiporease BUY u mposiBiisseT HE3HAYUTEIBHYIO WHTHOUPYIOIIYIO
AKTUBHOCTHh B OTHOIICHHWU aCMapTHI-TIPOTea3bl ueioBeka. PUTOHABUDP OBUI MEPBBIM HHTHOUTOPOM
npoteasnl (0100peH B 1996 rony), 3b(HEeKTHBHOCTh KOTOPOro OblIa JI0Ka3aHa B UCCICIOBAHUU C
KIIMHUYECKUMH KOHEYHBIMU Toukamu. OIHAKO H3-32 METa0OJMYCCKUX WHTHOUTOPHBIX CBOMCTB
pUTOHABHpa €ro TPUMEHEHHE B KadecTBe (HapMaKOKMHETUYCCKOTO YCHIIUTENS JIPYTUX
MHTHOUTOPOB TPOTEa3bl SIBISICTCS OoJiee PacIpOCTPAHEHHBIM B KIMHHYECKOH MpPAKTHKE (CM.
pasnen 4.2).

Bausnue na OKI”

WntepBan QTcF oueHuBany B paHIOMU3MPOBAHHOM, IUIane00- U aKTUBHO- (MOKCH(DIOKCAIMH
400 Mr oguH pa3 B JCHBb) KOHTPOJIUPYEMOM IMEPEKPECTHOM HCCIEIOBaHUH y 45 3I0pOBBIX
B3pocibix ¢ 10 m3mepenusimu B Teuenue 12 wyacoB Ha «/lenp 3». MakcumanbHas cpenHss
(95 % Bepxuss goBepuTenbHas rpanuna) pasauiia B QTcF or mmanebo cocrarmsia 5,5 (7,6) mis
400 mr 2 pasa B CyTKM NMPUMEHEHHs] PUTOHABUpA. YPOBEeHb puToHaBHpa Ha [leHb 3 Habmogancs
npumepHo B 1,5 pasa Bblle, yeM npu npumeHeHun 600 mr 2 pa3a B CyTKH B CTalMOHApHOM
cocrosiHuM. Hu y omHoro ucmeiTyemoro He HaOmonanoch yBenuueHus QTCF B Teuenuwe OGonee
60 mc ot 06azoBoi nwHWE Wi uHTepBada QTCF, mpeBbimaronero MmOTEHIUAIBHO KIMHHYECKA
3HauyuMbI ropor B 500 mc.

Hes3nauurtenbHoe npojneHue wuHTEpBaia PR Takke oTMedanoch y NaUMEHTOB, MNOJYYaBIIMX
pUTOHABUP B TOM e HccienoBanun Ha «Jlenp 3». CpenHue nM3MeHEHUs OT 0a30BOM JMHUU B
untepBasie PR Bappupoamuces ot 11,0 g0 24,0 mc B 12-yacoBoil MHTEpBal MOCIE MPUMEHEHUS
n03bl. MakcuManbHbIH HHTEpBal PR coctaBisn 252 mc, u G10kaapl cepiiia BTOPOW MM TPETher
CTeneHu He Habmoaanock (cM. pasnen 4.4).

Pezucmenmuocmo

Wzonsater BUY-1, pe3ucreHTHbIE K PUTOHABHPY, OBUIM BBIACICHBI IN VIO M y MaIMEHTOB,
MIOJIy4aBIIUX TEPANEBTUYECKUE N103bl pUTOHaBHUpa. CHMKEHHE aHTUPETPOBUPYCHOM AKTUBHOCTHU
pUTOHABHpa CBS3aHO, MpEXJ]e Bcero, ¢ myrauusMu npoteassl VE2A/F/T/S u 184V. Hakonnenue
JIpYTUX MyTalluid B TeHE MpoTeas3sl (B TOM uucie B monoxkenusx 20, 33, 36, 46, 54, 71 u 90) taxxke
MO>KET CIOCOOCTBOBAaTh PE3UCTEHTHOCTH K pUTOHABUPY. [I0CKOJIBKY HAaKarmiMBalOTCS MYTAallUH,
CBSI3aHHBIE C PE3UCTEHTHOCTBIO K PUTOHABUPY, BOCHIPUUMYHMBOCTD APYTMM HHIMOUTOPAaM MpOTeas3bl
MOKET YMEHbILAThCS M3-3a MEPEKPECTHON pe3UCTEHTHOCTU. ClieyeT MPOKOHCYIbTUPOBATHCS JIs
MOJTy4YeHUsI KOHKPETHONW MH(POPMALIMU O MYyTalUsX MPOTEa3bl, CBA3aHHBIX C YMEHBIIEHUEM PEAKIINU
Ha JIaHHbIE BEIECTBA B COOTBETCTBHM C WHCTPYKIHUEH MO NPUMEHEHUIO APYTUX HHTHOUTOPOB
poTeas3bl WU OQUIHMATEHBIMI OOHOBIICHUSIMH.

(DapmakoduHamuquKue KJIUHUYecKue OaHHbLEe

BnusHue purtoHaBMpa (IIpM MOHOTEpAlMM WIM B COYETaHWU C JPYTMMHM IIPOTMBOBUPYCHBIMU
npernapaTamu) Ha OMOJIOrMYecKre MapKepbl aKTUBHOCTH 3a00JIeBaHUs, Takhe Kak konudyectso CD4
kietok u PHK, oneHnBanucy B MHOIrOYMCIEHHBIX KIMHUYECKUX MCCIEN0BaHUAX ¢ yyactuemM BIY-
MH(UUIMPOBAHHBIX MAIUEHTOB.

5.2. GapMaKOKHHETHYeCKHUe CBOHCTBA

AOGcopbrmst

AbcoitoTHas OMOOCTYIIHOCTh M CTENEHb BCACHIBAHUS PUTOHABUpPA HE YCTAHOBJIEHA, MOCKOJBKY
OTCYTCTBYET JIeKapCcTBEHHass ¢opMa s mapeHTepaidbHOoro BBeneHus. dapmakoknHeTHKa
pUTOHABMpa IMpH MHOTOKPaTHOM TNPUMEHEHWH HE HaToumlak Obuta wu3ydeHa y BUU-
MH(UIMPOBAHHBIX B3pPOCIBIX JOOPOBOIIBILIEB HE HaTomaK. [Ipu MHOTOKpaTHOM MpuemMe KyMyJsius
PUTOHABHpA HECKOJIBKO MEHBILIE, YEM pacCUMTaHHas HA OCHOBAHUM OJHOKPATHOM J03bI, U 3aBUCHUT
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O00HapyKEHO, YTO OCTAaTOYHAsl KOHIICHTpAIWs PUTOHABHPA HEMHOTO YMEHBINAIACh C TEUCHUEM
BPEMEHH, BO3MOJKHO, M3-3a MHAYKIHH (EPMEHTOB, OJHAKO, CTAOMJIM3UpPOBAJIaCh K OKOHYAHHIO
JABYX Hezenb. Bpems nocTmkenus MakcuManbHOH KoHUEeHTpaluu (Tmax) IPH yBenmuueHuu O35
OCTaBAJIOCh MOCTOSIHHBIM Ha YPOBHE MPUMEPHO paBHOM 4 yacam. [louedHblil KIIUPEHC COCTABIISIET
B cpenneM MmeHee 0,1 J1/9 m OTHOCHTENBHO TOCTOSHEH NPH IMPUMEHEHUU PA3JIMYHBIX TI03UPOBOK.

®apmakokunernueckue (PK) mapamerpsl, HaOI0AaeMble C PA3IMYHBIME CXEMaMH JTO3UPOBAHHUS
TOJILKO PUTOHABUPA, I0Ka3aHbl B TAOJINLIE HUXKE.

Cxema JTO3MPOBAHUS PUTOHABUPA
[Mapamerpsr ®K 100 mr 1 pa3 B|100 mr 2 paza B| 200 mr 1 pa3 B| 200 mr 2 paza B |600 mr 2 pa3za B

CYTKH CyTKH: CYTKH CYTKH CYTKH
Cinaxe MKT/MIT 0,84 +£0,39 0,89 34+13 45+13 11,2+36
Ciroughy MKI/MIT 0,08 + 0,04 0,22 0,16 + 0,10 0,602 3,726
AUC, mia 24, MKXU/MIT 6,6 24 6,2 20,0+ 5,6 21,92 £ 6,48 775+315
[Meprop momyBbIBEICHUS 5 5 4 3 35
(Typ), u
CI/F, n/a 17,2+6,6 16,1 10,8+31 10,0+ 3,2 8,8+32

13Halt€Hu}Z 8blpadiCeEHblL 6 suoe ceomempudecKkux 3HaA4YeHuu. Pumona@up NPUMEHAICS  nocie eobl 0N 8cex
nepevducyieHHblx CXem.

[Ipn npumeHeHMM mpenapara BO BpeMs IpHeMa MHUIIA HPOUCXOAUT HEOONIbIIOE CHUKCHHE
OMOIOCTYITHOCTH TabJIETOK PUTOHABUPA.

Pacnopenenenue

Kaxymuiics oobem pacnpenenenust (Ve/F) puronaBupa cocrtaBisier mpumepHo 20—40 1 mocie
onHOKpaTHOH 110361 600 mr. Csi3pIBaHME PUTOHABUpPA ¢ OEJIKaMU IJIa3Mbl y YEJIOBEKA COCTaBIISIET
okono 98-99% wu sBiuseTCA TMOCTOSHHBIM B auanasone Kouuentparmit 1,0-100 mxr/mi.
PuronaBup cBs3bIBaeTCA Kak ¢ anb(dai-KUCIBIM riMKonporenaom uenoseka (AAG), Tak u ¢
aTbOYMHUHOM CHIBOPOTKH KpoBH 4esioBeka (HSA) co cpaBHUTENILHO OJMHAKOBBIM CPOJCTBOM.

Wccnenosanus pacupejeneHus B TKaHaxX ¢ “*C-MedeHbIM PUTOHABUPOM y KPhIC TMOKA3ajH, YTO B
IIEYEHHU, HAJAIIOYECYHUKAX, MMOHKEIYJOYHOM XKeye3e, MOYKax M IIMTOBHIHOM JKEJIe3€ COAEpKaATCA
HauOoNbIIMEe KOHLEHTpaluu putoHaBupa. COOTHOIIEHHE paclpellelieHusl TKaHb/IIa3Ma,
U3MEpEHHOE B TUM(ATHUYECKUX y3JIaX KPBIC, COCTABISET MPUOJIM3UTENBHO | U MpeArnonaraer, yTo
PUTOHABHP PpACHpPOCTpaHSETCs B TKAaHU JIMM(pATHUYECKOW CHCTEMbl. PHUTOHaBHp MHHHUMAJIBHO
IIPOHUKAET B MO3T.

EI/IOTDaHCd)ODMaHI/IH

beio oTmMedeHo, YTO PUTOHABUP MHTEHCHUBHO METAa0OJIM3UpPYyeTCs cUCTeMou 1uToxpoma P450
NIEYEeHH, B OCHOBHOM, ¢ ydactueMm uzogpepmenta nutoxpoma CYP3A u, B MeHblIell cTemneHd,
CYP2D6. HccnenoBanusi Ha )KUBOTHBIX, & TAKXKe KCIIEPUMEHTHI IN VItr0 ¢ MUKpOCOMaMH MeUeHH
4elloBeKa II0Ka3ajd, YTO PUTOHABUpP B INIEPBYIO OYEpENb IOABEPrayiCd OKUCIUTEIBHOMY
MeTaboIM3MYy.

VY yenoBeka HaiiieHo 4 MeTabonuTa puroHaBUpa. OCHOBHBIM SIBIISIETCS OKUCIUTEIHHBIA META00THUT
n3onponuiTnazon (M-2), TpOTHBOBHUPYCHAs aKTUBHOCTh KOTOPOTO OJMHAKOBA C HCXOJHBIM
coequnenneM. Onaako AUC merabonura M-2 cocrasisger Bcero 3 % or AUC camoro mcxomgHoro
COEMHEHHS.

Huskue 103b1 puTOHaBHpa OKa3bIBAIOT CUJIBHOE BIHUSHUE Ha (PAPMAKOKUHETUKY JPYTHX
MHTHOUTOPOB MpoTeassl (M Ipyrux Beuiects, MeradonuzupyeMbix CYP3A4), a npyrue uHruOuTOpHI
MPOTEa3bl TAKIKE MOTYT BIIUATH Ha (hapMaKOKUHETUKY pUTOHaBHpa (cM. pasaen 4.5).

OIMMHHALIS

HccnenoBanust 4esoBeka C paJdOaKTHUBHO MEUYEHBIM PUTOHABUPOM IIOKA3aJM, YTO PUTOHABUpaA
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palMOAaKTUBHONH METKH OBbUTO BBIIEICHO M3 Kaja, 4YacTh KOTOPOW, BEPOSTHO, COOTBETCTBYET
HeaOCcopOMPOBaHHOMY PUTOHABHUPOM. B 3THX HCCIIeIOBaHMSIX BBIBEJCHHE Yepe3 MOYKH HEe ObLIO
00HapyKEHO KaK OCHOBHOW CIOCOO BBIBEJICHUS PUTOHABUPA. ITO COOTBETCTBOBAJIO HAOIIOICHUSM
B UCCIICIOBAaHHSX HA KHUBOTHBIX.

TloyeyHas HEIOCTATOYHOCTD

DapMaKOKMHETUYECKUE IIapaMeTpbl PUTOHABHpAa HE HW3YYEHBl y IMALMEHTOB C HApYyLICHUSAMHU
¢ynkuun movek. OAHAKO, MOCKOJBbKY MOYEYHBIH KIMPEHC PUTOHABUpPA OYEHb Mall, HHUKAKHX
M3MEHEHMH O0IIero KJIMpeHca Teja He 0XKHUIAeTCsl y MAIMEHTOB ¢ HapyIEHUSAMH (DYHKIMH [TOYEK.

IleueHouHas HEAOCTATOYHOCTDH

[Toce MHOTOKpPaTHOTO JO3MPOBAHWS PUTOHABHpA 3J0POBBIM MoOpoBoibiaMm (500 mMr 2 pasza B
CYTKH) ¥ TMAaIlMEHTaM C JICTKUMHU WM YMEPEHHBIMU HapylmieHusMu QpyHkuuu nedeHu (kimacc A u B
no mkane Yainna-ITeto, 400 mr 2 paza B CyTKH) pUTOHABHP MOCIE HOPMAIM3AIUU O3Bl HE OBLI
CYIIESCTBEHHO PA3JIMUEH MEKY STUMU JIBYMS TPYIIIIAMH.

JInia moXujiaoro Bo3pacra

Puronasup B masme kpoBu y namnueHtoB 50—70 ser npu npuMmeHenuu B 103e 100 Mr B couetanuu
C JIONMHABUPOM HJIM B 0OJiee BBICOKHX J103aX, HO 6e3 HHruouTopoB nporeassl BUY He oTnnuaercs
OT TaKOBOH y IAIIMEHTOB 00JIee MOJIOIOTO BO3pacTa.

Ueru

YcranoBiieHHbIE (PapMaKOKHHETHYECKUE MMapaMeTpbl PUTOHABHpa ObLIM OLleHEHB! Yy nereid ¢ BIY-
uH(pekuue crapiie 2 JeT, MOoIy4aBIIUX A03bl OT 250 mr/M% no 400 mr/m? nBsa paza B CYTKH.
KoHIeHTpamys puTOHABUpa B KPOBH TI0Cie mpueMa 7103 oT 350 mr/m? mo 400 mr/m? nsa pasa B
CYTKM Yy JE€Ted CpaBHMMa C KOHLEHTpalUeld PUTOHABUpA Yy B3pOCIHBIX, NpUHUMaBIIKX 600 mr
(oxo710 330 Mr/mM?) 1Ba pasa B CyTKH.

Bo Bcex rpynmax 103 KIMpeHC HpH HepopanbHoM Tpueme putoHasupa (C1/F/mM?) 6bU1 HpUMEpHO B
1,5-1,7 pa3 OwicTpee y aerel cTapiie 2 JIeT, YeM y B3POCIbIX.

CrabunbHble (apMaKOKMHETHYECKHE TMapaMeTpbl pPUTOHAaBUpA OleHWBanu y Jnered ¢ BUY-
nHbekIuell Maame 2 NeT, Moay4aBmux g0361 oT 350 mr/m? mo 450 Mr/m? fBa pasa B CYTKH.

KoHnenTpanum puToHaBHpa B 3TOM HCCIEIOBAaHUM OBLTU OYEHb BapuaOENbHBI U HECKOJIBKO HUKE,
YeM y B3pOCIEIX, noiydaBmux 600 mr (mpubmmurensro 330 mr/m2) nBa pasa B cyTku. Bo Beex
rpynmax 103 knmpenc putonasupa (Cl/F/mM?) yMeHbITAICs ¢ BO3PACTOM CO CPEHMMH 3HAYCHHAMH
9,0 m/a/M? y neteii B Bo3pacTe 10 3 Mecsnes, 7,8 i/u/M? y neTeii B Bo3pacTe OT 3 710 6 MeCsIEB H
4.4 n/a/m? y JleTeld B Bo3pacte oT 6 10 24 mecsues.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BELECTB

Konosunon

Copburana MOHOJaypaT
Kanpuus runpodocdar
KpemHus AMOKCH KOJIJIOUAHBIH
Hatpus creapundymapar

IInenounas obonoyka Onanpaii ® AMB II 6enbiii 88A 180040

[TonmuBununoBsni crimpt (E1203)
Tanwk (E553b)
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Turana guokcun (E171)

GMCC tun 1 (rauuepuipl XKUPHBIX KUCIIOT)
Hatpus naypuncynsdar

6.2. HecoBMeCTHUMOCTD

He npumennmo.

6.3. Cpok roaHocTu (CpOK XpaHeHHsl)

2 rona.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH NMPU XPAHEHUH
XpaHuTh Ipu Temreparype He Boiie 25 °C.

6.5. XapakTep u coep:kaHue YNIaKOBKH

I[To 30 TabneTok B OaHKY K3 MOJIUATUIICHA BEICOKON TUIOTHOCTH C 3aBUHYMBAIOIIMMHUCS KPBIIIKAMH U3
MOJIMIIPOIIMJIEHA C OCYLIUTENeM WM 0e3 HEero, ¢ 3alluTOW OT jaered miu 0e3 He€ W KOHTPOJIEM
MIEPBOTO BCKPBITUS WM Oe3 Hero, wiu B OaHKYy IMOJMMEPHYIO C HATSITMBAaeMOM KPBIIIKON U3
MOJIMATUIICHA C KOHTPOJIEM TIEPBOTO BCKPBITHSI.

ITo 1 Oanke BMecTe C JIMCTKOM-BKJIAABIIIEM ITOMCIIAIOT B MIAYKY U3 KAPpTOHA.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MPH YTHIM3AUUHN HCIOJIb30BAHHOIO JI€KAPCTBEHHOI0
npenapara WIM OTXOI0B, MOJY4YEeHHBIX IIoc/je TpHUMeHeHHs TMpenapara, W JApyrue
MaHUNYJISIMHU C TPenapaTom

Oco06ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHIUOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

000 «MBA-rpynn»

115230, r. MockBa, Xnebo3aBoackuii mpoes, 1. 7, cTp. 9, atax 3, kom. 309
Ten.: +7 (495) 982-59-56

Anpec anekTpoHHOM nouTsl: info@mba-group.ru

7.1. llpeacraBuTeb IepKaTENIsA PErUCTPALMOHHOIO YA0CTOBEPEHUSs

IIperen3un HOTDC6HT€HCf/'I HanpasJATh 110 agApPeECy:

Poccniickas @enepanns

000 «MBA-rpynn»

115230, r. MockBa, Xne603aBOACKH poe3, 1. 7, cTp. 9, atax 3, kom. 309
Ten.: +7 (495) 982-59-56

Anpec anekTpoHHOM nouThl: info@mba-group.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 11.09.2025 N= 22808

JlexapCTBEHHBIN TIpenapaT OTHOCUTCS K KATETOPHH OTIYCKa Hé@e'ﬁeﬂlfv:lc BATENBHOCTE 0002)

OOmiasi XapakTepHCTUKa JICKApCTBEHHOTO Ipenapara PUTOHABHp JOCTYIHa B €IMHOM peecTpe
3apErHCTPUPOBAHHBIX JIGKAPCTBEHHBIX CPEICTB EBpPa3swiicKOro SKOHOMHYECKOTO COK03a M Ha
ouIIMaILHOM CaliTe YIIOJTHOMOYEHHOTO OopraHa (3KcnepTHou opranuzarun) https://Ik.regmed.ru/.
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