COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 16.10.2025 N2 25934

(NCCNEOOBATENEHOCTE 0003)

NMHCTPYKLUA
1O MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA
KAHAUTPAJ®

PerncrpauuoHHblii HOMep:

Toprosoe HaumenoBanue: Kangurpan®

Me:xkayHapoaHOe HeIATEHTOBAHHOE HAMMEHOBAaHHe: UTPAKOHA30]1

JlekapcTBenHasi popma: KarcyJibl

Cocras

1 kancyna conepKur:

Ntpakonasona nemier — 498,65 Mr, coaepkaiimx:

[Heticmsyrowee gewyecmso. urpakonazon — 100 mr;

Bcnomozamenvhvie sewecmaa: TUIPOMEII03a (TMAPOKCUTTPOITMIMETUIILEILIION03A),
METHIIMETAaKpHIIaTa, TUMETHIAMUHOITHIIMETaKpriIaTa U OyTHIMEeTakpuiiaTa COojauMep (3yaparut
E-100), caxapo3za, makporos 20000 (mosmmatunenrimkosib 20000)].

TBepnas sxenatuHoBast karcymia Ne 0:

Kpvuweuka kancynvl: xenaTwH, BOJa OYHMIIEHHAs, METHINaparuapokcruOeH30ar (MeTHimnapadeH)
(E218), mpommimaparuapokcubenzoar (mpomwimapaden) (E216), wnarpus naypuicynbdar,
kpacutenb TMTaHa auokcup (E171), kpacurtens xeneza oxkcua depHblid (E172) (myia HaHeceHus
aorotuna pupmsl «G»).

Kopnyc kancynwvi: xenatus, Bojia OUMIICHHAs, METUINaparuapokcuOen3oar (Mmetunmnapabden) (E218),
nponwinaparuapokcudenszoar (nmponwinapaden) (E216), watpust naypuicynbdaT, KpacUTelb
nyHuoBbiii (ITonco 4R) (E124), xpacutens asopyOun (kapmyasuH) (E122), xpacurens TuTaHa
nuokeun (E171) (mnst manmucu «Canditral»).

Onucanue

TBepapie xenaTuHoBble Kancyibsl Ne O ¢ Kppleukoil 6emoro 1nBera M KOPILyCOM KpacHOTro IBeTa, €
Haanucelo «Canditraly Ha Kopryce w JoroTUnoM (UPMBI Ha KPBIIMIEUKE, COJEpIKAIIHe OJICCTSIIHE
neJieThl 0e3 3amaxa oT 0eoro 70 MoYTH Oenoro 1BeTa.

dapmakoTepaneBTHYeCKAas rPynna

[TpoTHBOTPUOKOBEIE CPEICTBA CUCTEMHOTO ACUCTBUS; TIPOU3BOIHBIE TPHA30JIa U TETPA30a.

Koax ATX: JO2ACO2.
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dapMaKkoJIOrH4yecKne CBoicTBa

Dapmakoounamuxa

HTpakoHa301 — CHHTETHYECKOE MPOTUBOTPHOKOBOE CPEICTBO IIMPOKOrO CIEKTpa AeMCTBUS,
coJepikaliee HWTPAKOHA30J], TPOM3BOJHOE TpHazona. MexaHu3M JeHCTBHA HTpaKOHAa30Ja
3aKJII0YAeTCs B MHTMOMPOBAHUM OMOCHHTE3a 3ProcTeposia — OCHOBHOTO KOMIIOHEHTA KIIETOYHOM
MeMOpaHbl Trpuba, Y4YacCTBYIOIIETO B MOJJAEPKAHUU CTPYKTYPHOH IEIOCTHOCTH MEMOpaHBI.
Hapymienune cunresa sprocreposia NpUBOAUT K U3MEHEHHIO MPOHUIIAEMOCTH MEMOpaHbI U JH3UCY
KJIETKH, 9TO B 00YCIIaBIIMBaET IPOTHUBOTPUOKOBEIH 3P PeKT mpernapara.

HTpakoHa301 aKTUBEH B OTHOIICHWHM WH(EKIWH, BbI3bIBacMbIX Tpudamu: Candida spp. (BKirodas
Candida albicans, Candida tropicalis, Candida parapsilosis u Candia dubliniensis), Aspergillus spp.,
Blastomyces dermatitidis, Cladosporium spp., Coccidioides immitis, Cryptococcus neoformans,
Geotrichum spp., Histoplasma spp., Bxmwouas H. capsulatum, Paracoccidioides brasiliensis,
Penicillium marneffei, Sporothrix schenckii w Trichosporon spp. VTpakoHa301 Takxke IMOKa3all
aKTUBHOCTh B OTHoOWIeHUU Epidermophyton floccosum, Fonsecaea spp., Malassezia spp.,
Microsporum spp., Pseudallescheria boydii, Trichophyton spp. n qpyrux Ipox:>KeBbIX U TPHOKOBBIX
UHEKIHIA.

Candida krusei, Candida glabrata u Candida tropicalis sBIAIOTCS HaUMEHEE YyBCTBUTEIBHBIMU K
neiicTBUIO uTpakoHasona Bugamu Candida.

OCHOBHBIMU THMaMH TPUOOB, pPa3BUTHE KOTOPHIX HE IMOJABISETCS HTPAKOHA30JIOM, SIBISIOTCS
Zygomyces (Rhizopus spp., Rhizomucor spp., Mucor spp. w Absidia spp.), Fusarium spp.,
Scedosporium spp. u Scopulariopsis spp.

YCTOHYMBOCTE K a30iiaM pa3BUBACTCS MEJIEHHO M YacTO SBISIETCS PE3yJbTaTOM HECKOJIBKUX
TeHeTUYeCKUX MyTaiuil. OmnucaHHbIe MEXaHU3Mbl Pa3BUTHS YCTOWYMBOCTU BKIIOYAIOT B ceOd
runepakcnpeccuto rera ERGI11, xoaupyromero ¢epment l4o-nemernnasy, KOTOpPBIM sBIseTCS
OCHOBHOI MMILIEHBIO JIEHCTBUS a30J10B, U ToueuHble MyTauuu ERG11, npuBoasmiye Kk yMEHbIICHNIO
CBSI3BIBaHUS ()EPMEHTOB C a30JIaMH W/WIM K aKTUBAIlMW TPAHCHOPTHBIX CHUCTEM, YTO TPUBOIHUT K
YBEJIMYEHUIO BBIBEACHUS a30j0B. HalOmonamace mepekpectHas ycroWuuBocth Candida spp.
mpernapaTaM rpyIibl a30JI0B, XOTsI YCTOWYMBOCTD K OJTHOMY TIperapary 3TOi rpyIbl Heo0s3aTebHO
O3HauYaeT HAJMYUe YCTOMYMBOCTH K JIPYTHM Iperaparam rpymibl a3o0B. Coolmanock o mrammax

Aspergillus fumigates, ycTOMYHUBBIX K UTPAKOHA30ITY.
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DapmakoKkunemuxa

MakcuManbHas KOHLEHTpalus WTPaKoOHa30Jla B IUIa3ME JOCTUIAaeTcs B TeYeHHe 2—5 4 mocie
nepopagbHOro npuema. BenenctBue HenmuHeitHONW (apMaKOKHMHETUKH, UTPAKOHA30JI HaKaIllIMBaeTCs
B IJJa3M€ KPOBHM INPU MHOTOKPATHOM INpueMe. PaBHOBecHas KOHILIEHTpalMs HMTPaKOHa30ja, Kak
IIPaBWJIO, JOCTUIAEeTCsd B TEUEHHE HpUMEpPHO 15 nHeH, Nmpu 3TOM 3HAYEHUS] MaKCHUMaJbHOU
koHIeHTpauu (Cmax) HUTpakoHazona coctaBisioT 0,5 Mrr/miu, 1,1 mxr/mn u 2,0 MKr/mi
COOTBETCTBEHHO Iocie nepopasibHoro BeeAaeHus 100 mr 1 pas B aenp, 200 mr 1 pa3 B nens, 200 mr 2
pasa B JcHb. KOHEUHBIN MEpHO]] TOJIYBBIBEIEHUSI OOBIYHO COCTaBJIsIeT 16—28 4 Mpu OJHOKPATHOM
npueme U 34—42 4 npu MHOrokpatHoM mnpueme. KoHleHTpauus UTpakoHas3oja B IUIa3ME€ KPOBU
CHIJKAETCA J0 IPAKTUUECKU HEONPEAeNsieMOro 3HaueHus B TeueHue 7—14 qHeil mociie npekpanieHus
Tepanuu B 3aBUCUMOCTH OT Ha3HAYEHHOW M103bI U MPOJOJLKUTENBHOCTH JiedeHus. OOliee cpeaHee
3HaYeHHE KJIIMPEHCa UTPAKOHA30a B IJ1a3Me MPU BHYTPUBEHHOM BBEJCHHUU COCTABISET 278 MII/MHH.
Knupenc nurpakoHasosna yMeHbIIaeTcss Ipu 0oJiee BBICOKUX J103aX B CBSI3U C HACHIIIEHUEM ITyTEH €ro
MeTa0OoIM3aIMH B TICUCHH.

Abcopoyus

HtpakoHazon ObicTpo abcopOupyercss mocie mpHemMa BHYTpPb. MakcHUMallbHblEe KOHIIEHTPAIUH
HEU3MEHEHHOI0 MTpaKOHa30Jla B IJJa3Me€ JOCTUTalOTCs Mocjie 2—5 4acoB IOCJIE MEepOpaIbHOro
npueMa Karcyjbl. AOCONIOTHAsE OMOJOCTYIMHOCTh HMTPAKOHA30Jla TIOCNe TEepPOpajbHOTO TpHeMa
coctaBimsier okono 55 %. Ilpu mnepopaJibHOM NPUMEHEHUH MaKCHUMaibHasi OWOJOCTYITHOCTh
UTPAKOHA30J1a OTMEYAETCS IIPU IIPUEME KaIICyJI cpa3y IOCIIE Ebl.

BcacblBanne wWTpakoHa3oja MpU NPUEME KamCysl CHHXKEHO Yy TNAalUEeHTOB C IOHUKEHHOMN
KHCJIOTHOCTBIO JKENyJIOYHOTO COKa, Hampumep, Ha (OoHEe MpuemMa MpernaparoB, MOJABISIONIUX
CEKPEIMIO COJSTHOW KHCJIOTHI B KeNy/IKe (TaKuX Kak aHTaroHUCTbl Ha-rucTaMrHOBBIX pelenTopos,
WHTHOUTOPHI TIPOTOHHOW TIOMIIBI), WJIM Y TMAalMEHTOB C axJoprujapueil Ha (oHe pa3IMYHbIX
3a0oneBaHuii. BcackiBaHMe UTpaKOHA30J1a HATOIIAK y TAKUX MAIIMEHTOB YBETUYUBACTCS IIPU MIPHEME
OJIHOBPEMEHHO C KHCIBIMU HamuTKaMu (TakMMM Kak HeaueTudeckas kona). [lpu mpueme
WTpaKoHa30J1a B KarcyJax B 103¢ 200 Mr 0JIHOKpaTHO HATOIIAK COBMECTHO C HEAUETUUYECKON KOOI
MocJie MPEeABApPUTENIBHOIO MpUEMa aHTaroHucra H>-TMCTAaMUHOBBIX pPELENTOPOB pPaHUTUIUHA
BCACBHIBAaHHME UTPAKOHA301a OBIJIO COMTOCTABUMBIM C BCACHIBAHHEM HTPAKOHA30JIa TPU MpHUEMe TOIHKO

UTPaKOHA30JIa.
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OKCHO3ULMS UTPaKOHA30Ja HMXKE IIPU NpUEME B BUJAE KalCyJ MO CPaBHEHMIO C 3KCIO3MLMEH
UTPaKOHa30Ja [P IpUeMe TOH K€ J03bl B BUJIE pacTBOpA JJIs IpUEMa BHYTPb.

Pacnpeoenenue

Utpakonazon Ha 99,8 % cBs3bpiBaeTcs ¢ OeiakaMu IUIa3Mbl KPOBH, B OCHOBHOM C albOyMHUHOM
(TUAPOKCUUTPAKOHA30J CBS3BIBACTCS ¢ anbOymMuHOM Ha 99,6 %). Takke OTMEUEHO CPOACTBO K
nunuaaM. B HecBsi3aHHOM BHJIE B M1a3Me ocTaeTcs Tosibko 0,2 % utpakonasona. Kaxymuiics o0bem
pacnpezaenenusi 6onee 700 11, YTO CBUIETEIBCTBYET O €r0 3HAUUTEIBHOM paclpeielIeHUU B TKAHSX.
KonnenTpanuu B erkux, Noykax, KOCTSX, KellyAKe, CEeJIe3eHKe U MBIIIax B 2—3 pasa BbIlIe, YeM
COOTBETCTBYIOIINE KOHIIEHTPAIMH B TJIa3M€ KPOBH, IIPU 3TOM KOHLIEHTPALIXS B TKaHIX, COAEPKAIIUX
KepaTuH, 0COOEHHO B KOXK€, MPUMEPHO B 4 pa3a MPEBHIACT KOHIEHTPAIMIO B TUIa3Me KPOBH.
KoHnenTpanus B COHHHOMO3TOBOM >KUJKOCTH 3HAYUTENILHO HIKE, YeM B IIa3M€ KPOBH, TEM HE
MeHee, Obula MpoAEeMOHCTpUpoBaHa J(PGEKTUBHOCTh HWTPAKOHA30Ja MPOTHUB BO3OyAMTENEH
MH(pEKUNN, IPUCYTCTBYIOLIUX B LIEPEOPOCTIMHATIBLHON KHUIKOCTH.

buompancgopmayusn

Kak Obuto moka3zaHo B wuccinefoBanusix in vitro, nzopepmeHT CYP3A4 sBiseTcss OCHOBHBIM
n30(epMEHTOM, YUYacTBYIOIIMM B MeTabonu3Me UTpakoHaszoja. MTpakoHa3onl moaBepraercs
aKTUBHOMY MeTa0omu3My B Te4eHH ¢ 0Opa3oBaHHMEM MHOXKECTBa MeTabomuToB. OCHOBHBIM
MeTaboIUTOM SIBISIETCS THAPOKCUUTPAKOHA30J, KOTOPBIA in Vvitro 00JajaeT NMpOTHBOIPUOKOBOM
AaKTUBHOCTBIO, COIOCTAaBUMOM C UTpaKoHa30J0M. KOHIIEHTpaIy ruipOKCUUTPAKOHA30JIa B IUIa3Me
KPOBH IPUMEPHO B 2 pa3a MPEeBHIIIA0T KOHIIEHTPALUI0 UTPAKOHA30JIa.

Inumunayus

HTpakoHa305 BBIBOAUTCSA IPEUMYIIECTBEHHO B (hOpME HEAaKTUBHBIX MeTa00IUTOB noukamu (35 %) u
yepe3 KuueuHuk (54 %) B TeueHHe OJHOW HelelH IMocje MpUeMa pacTBopa Ul MpHUeMa BHYTPb.
[ToyeuHast SKcKpelMs HUTPAaKOHa30jJa M €ro AakTHMBHOTO MeTabojuTa T'MJIPOKCHUTPAKOHA30J1a
coctaBisgeT MeHee 1 % OT 103bl mpemnapara, BBeIEeHHONW BHyTpuBeHHO (B/B). Ha ocHoBanuu
pe3y/IbTaToB H3ydeHHs (hapMaKOKHMHETHUKH '*C-Me4eHOro MTpakoHa30ja Mocie IIepopalbHOro
npreMa BbIBe/IeHHE HEU3MEHEHHOI'0 UTPaKoOHa30Ja yepe3 KUIIEeYHUK BappupyeT oT 3% 1o 18 % ot
IIPUHATOM O3B

ITockonpky mepepacnpelielieHHe WTpaKOHAa30Jla W3 TKaHEH, COAEpKallMX KEepaTHH, SBISETCS
HE3HAaYUTENbHBIM, BHIBEJICHHE UTPAKOHA30J1a U3 ITUX TKAHEW CBA3aHO C pereHepanueil auaepMuca.

B oTimrune oT mina3Mel KPOBH, KOHICHTPALUA UTPAKOHA30JIa B KOXKE COXPaHACTCA B TCUCHUC OT 2 a0

4



ot 16.10.2025 N2 25934
(NCCNEOOBATENEHOCTE 0003)

COOTBETCTBYET QRCHEFTHOMY QTYETY

4 HCACIIb IMOCJIC NPCKPAIICHUA 4-x HCACIILHOT'O JICYHCHHMA, @ KOHICHTPALWA B KCPATUHC HOITA, IAC
HUTPAKOHA30JI MOXKET OBITH 06Hapy>KeH YIKC 4epe3 1 HCACIIIO ITOCJIC HavdaJIa JICUCHU A, COXPAHACTCH, 110
KpaﬁHeﬁ MEpPE, B TCUCHUC 6 MECALICB ITOCJIC OKOHYaHUA 3-X-MECSIYHOI0 Kypca JICYCHU.

Ocobule Kamezopuu nayuermoes

HaL[I/IeHTLI C HApYILUICHUCM d)VHKI_[I/II/I INCUYCHU

WTpakoHa3oa MeTa0OIM3UpPyeTCs MPEHMYIIECTBEHHO B TIeYeHH. B  Xoae wHccieqoBaHus
(bapMaKOKUHETUKH CPaBHWIN (hapMaKOKWHETHUYECKHE MTOKA3aTeI M MMaIlUeHTOB C IIUPPO30M ITIEYCHU U
3I0OPOBBIX JOOPOBOJIBIIEB. Y TAIMEHTOB C HUPPO30OM IEUCHH MpPHU OJHOKpaTHOM mpueme 100 mr
uTpakoHasoja cpefuss Cmax ObUIa 3HAUUTENHHO HIDKE (HA 47 %), 4eM Yy 3I0pPOBBIX I0OPOBOJIBIIEB.
Cpennuii epuo]| TOTYBBIBEACHHS PU NIPUEME OJTHOKPATHOHN J03bI OBUT YBEJIMYEH Y MAIUEHTOB C
UPPO30M TEUYECHU U COCTABJISUT B ATOM HcclieioBaHUM 37+17 4acoB 1Mo cpaBHEHUIO ¢ 16+5 yacamu
JUISL  30POBBIX A00poBouiblieB. CpemnHsis SKCIO3ULMA HTpaKkoHa3ona (IUIOMIalb MOJ KPUBOM
«KoHIeHTpanus — Bpemsi», AUC) Obl1a aHaIOTHUYHOM Y MAIMEHTOB C IUPPO30M IIEUSHH U Y 3I0POBBIX
T0OpOBOIBIICB. JJaHHBIC O JUTUTETLHOM IPUMEHEHIH UTPAKOHA30JIa Y TTAIUEHTOB C IIUPPO30M ITCUCHH
OTCYTCTBYIOT (cM. paziensbl «Crnocod npumMeHeHus U 103bD» U «OcoObIe yKa3aHUA» ).

ITamueHTEI ¢ HApYIIEHUEM d)VHKHI/II/I IIOYCK

JlanHble O NepopajbHOM NPUMEHEHUM WTPAKOHA30jda JJif JICYEHHs MAalUEHTOB C HapYyLICHUSIMU
(GYHKIIUM [TOYEK OrpaHUyEeHbl. Y MAIMEHTOB C ypeMueH, y KOTOPhIX CPEeIHUM KIMPEHC KpeaTuHUHA
cocraBnsul 13 mu/mMun x 1,73 M2, cucteMHoe Boszeiicteue urpakonasona (AUC) ObLIO HECKONBKO
HIKE 10 CPaBHEHUIO C OCHOBHOM momyJissnuei. He BBIIBIEHO 3HaYMTENBHOTO BIUSHUSA FEMOANAIN3A
WIA JUINTENIBHOTO TEPUTOHEATbHOTO JAMaiu3a, MPOBOAUMOro B aMOYyJaTOPHBIX YCIOBHAX, Ha
nokazatenn (papMakoKMHETUKH HUTPAaKOHA30Ma (Tmax, Cmax m AUCo.g 4). Ilocme omHOkpaTHOTO
BHYTPHUBEHHOT'O BBEJEHUS WTPAKOHA30ja KOHEYHbIN NEepHuoj IOJYBBIBEJCHHUS Yy HAlEHTOB C
HE3HAUUTENIbHBIM (ONpesesseTcs B UccieoBaHuu Kak kiupeHc kpeatuHuHa (KK) 50—79 mn/mun),
cpeaauM (KK 2049 mn/muz) nnu BelpaxeHHbIM HapyuieHueMm ¢yHkiuu nodek (KK menee 20
MJI/MHH) CXOJIHBIH C TAKOBBIM Y 3/I0POBBIX I00pOBOJIBLEB (UaNa30H CpeaHUX 3HaUeHuH 42—49 yacos
Mo cpaBHeHHMIO ¢ 48 wyacamMM y MalMEHTOB C HAPYLIIEHUSMU (QYHKIMHM TOYEK M 3J0POBBIX
JOOPOBOJIBIIEB, COOTBETCTBEHHO).

OOmrast PKCHO3MILUS UTPAKOHA30J1a, HA OCHOBAaHUM olLleHKU mnokazaTtenss AUC, Oblia CHIDKEHa Y
MAIMEHTOB C YMEPEHHBIMH WJIH BBIPAKEHHBIMU HapylieHusMU (yHKiuu nouek Ha 30 % u 40 %,

COOTBETCTBEHHO, 110 CPABHEHMIO C MMallMEHTaMH, Y KOTOPbIX (PyHKIIMS [TOYEK HE HapyIIeHa.
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JlaHHbIE O ATUTEIHLHOM NMPUMEHEHUH UTPAKOHA30JIa MAlMEHTaMU C HapyIIEeHUSIMUA (YHKIIUU TTOYEK
HepocTynHbl. [lpoBeneHue pauanu3a HE BIMAET Ha IEPUOJ IOJYBBIBEJIECHUS WIH KIUPEHC
UTPAKOHA30J1a WU THAPOKCUUTPAKOHA30I1A.

Jlemu

Jannpie 0 (apMaKOKMHETHKE HWTPAaKOHA30ja y TMAlUEHTOB JETCKOTO BO3PacTa OTPAHUYCHBI.
Knuanyeckue uccnenoBanust papMakOKMHETHKH Y JIETeH U MOAPOCTKOB B BO3pAcTe OT 5 MECALEB 10
17 ner nmpoBooWINCH ¢ IPUMEHEHUEM UTPAKOHA30J1a B KalCyJaX, pacTBOpa Ul IpUeMa BHYTPb U
pacTBopa JUlsl BHYyTPUBEHHOIO BBeaeHUs. VIHauBHIyanbHble J03bI Ipenapara B GpopMme Kalcyia U
pacTBopa Il mpreMa BHYTpb BappupoBaiu oT 1,5 1o 12,5 mr/kr/cytku npu npueme 1 pas wm 2 pasza
B JeHb. [Ipu npueme nutpakoHasosa B OHON U TOM e CyTOYHOMU J03€ 2 pa3a B IEHb [10 CPABHEHUIO C
OpPUEMOM OJIMH DPa3 B JIeHb MaKCHUMajJbHas W MUHHMMaJbHas IJIa3MEHHAas KOHIIEHTpauus Obuia
COIOCTAaBUMOM C TAaKOBOM y B3pOCIIBIX MALIMEHTOB IIPYU IPUEME UTPAKOHA30J1a OAMH pa3 B cyTku. He
3apETUCTPUPOBAHO CYIIECTBEHHBIX BO3PACTHBIX paznuumii mokazareneit AUC uTpakoHaszoja U ero
00LIEero KJIMPEHCa; B PEJIKUX CiIydasx HaOIroganach He3HAYUTENIbHAs B3aUMOCBSI3b MEXKIY BO3PacTOM
NALMEHTOB U 3HaueHHAMHU oObeMa pacnpeneneHusi, Cmax U KOHEYHOIO IEPHUOJA MOIYBbIBEACHUS.
VYcTaHOBJIEHHBIN KIMPEHC MTPAKOHA30Jla U ero o0bEeM pacHpeleNeHHsl 3aBUCAT OT Macchl Teja

MMaluCHTOB.

IToxa3anus kK NpUMeHEHUIO
Ipenapar Kanaurpan® nokasa k IpMMEHEHHIO Y B3POCIIBIX M JIETeil B BO3pacTe OT 3 JIeT MpH:
- HOPa)KEHUH KOXH U CIU3UCTBIX 000JI0YEK:
- BYJIbBOBarMHAJIbHBIN KaHINU03;
- OTpYOEBHIHBIN JINIIIAN;
- JI€PMaTOMMKO3BI;
- KaHAMUJ103 CIU3UCTON 000JI0UKH MIOJIOCTH PTa;
- rpUOKOBBIIM KEpaTuUT;
- OHHMXOMHKO3aX, BBI3BAHHBIX JIepMaTO(GUTaMH U/UIH JPOKKETIOT00HBIMU TpHOaMHu;
- CUCTEMHBIX MUKO3aX:
- CUCTEMHBIH aclepruiuie3 U KaHanua03;
- KPUNITOKOKKO3  (BKJIIOYass KPUINTOKOKKOBBI ~MEHHUHIWT): Yy NAaIMEHTOB C

UMMYHOJE(PUIUTOM U Yy BCEX MAIUEHTOB C KPUIITOKOKKO30M LIEHTPAJIbHON HEPBHON CHUCTEMBI
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npenapar Kauaurpan® nomkeH Ha3HauaThCs TONBKO B CIyYasX, €CIM IIPernaparhl MepBoi
JTUHUY JICYCHHUS HE IPUMEHUMBI B TJAHHOM CiTydae Ui He () ()EKTHBHBI,

- TUCTOINIA3MO3;

- 0JIaCTOMHKO3;

- CIIOPOTPUXO3;

- MapaKOKIUIUONIOMHUKO3;

- IMPpOYrEC PEAKO BCTPECHAOIIHUECA CUCTEMHEBIC WJIN TPOIIMYECKNEC MUKO3BbI.

Hponmonomwaﬂml

— I'unepuyBCTBUTENBHOCTH K UTPAKOHA30JIy WJIM K JJIOOOMY M3 BCIIOMOI'aTEIbHBIX BEIIECTB;

— OpHOBpeMeHHBIH TmpHeM TpenaparoB cyocrpatoB wm3odepmenta CYP3A4 (cm. pasmen

((BSaI/IMOI[CI‘/'ICTBI/Ie C ApYTI'UMH JICKAPpCTBCHHBIMU Cpe,I[CTBaMI/I»), TaKHX KaK:

JIEBAIlCTUIIMETAJ0H, METAJI0H;
TM30IHpaMuI, J0PETUINA, IPOHETapOH, XUHUINH;

TEIUTPOMUIIMH Yy MAIIMEHTOB C HAPYIIECHUSAMH (YHKIIUH ITOYEK MITU TICYCHU TSKEIION CTETICHH;
THKarpesiop;

ranoaHTpuH;

acTEeMM30JI, MU30JIACTHH, TephEeHANH;

QIKAJIOUAbl  CIOPBIHBU: JUTHAPO3PIOTAMUH, HPrOMETPUH (PPrOHOBHMH), 3ProTaMHH,

MCTUJIDPIroOMETPUH (MCTI/IH3pFOHOBI/IH), QJICTPUIITAH,

MPUHOTEKAaH;

JTypa3uJ0H, MUAA30J1aM JIJIsl IEpOpaIbHOrO MpHUeMa, MUMO3U], CEPTUH]IO0JI, TPUA30JIaM;
oenpunni, GenoaunuH, JepKaHUIUINH, HUCOJITUIHH;

uBaOpauH, paHOJIa31H;

SIUJIEPEHOH;

LU3aNpPHUI, JOMIIEPHIOH;

JIOBacTaTUH, CUMBACTaTUH, aTOPBACTAaTUH;

be30TepoiMH y MAIMeHTOB ¢ HEAOCTATOYHOCThIO (DYHKIIMM MOYEK WM MEeYeHH YMEPEHHON

WM TSKENIoi CTCIICHU, COJ'II/I(I)CHaI_II/IH Yy nagueHTOB € HEAOCTATOYHOCTBIO (I)YHKI_II/II/I IMOYCK

TSKEJION CTETIEHU U C HEJJOCTaTOYHOCThIO (DYHKIIMH MEYEHN YMEPEHHOMN WU TSHKENO CTeneHu;
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 16.10.2025 N2 25934

(NCCNEOOBATENEHOCTE 0003)

— KOJXHUIMH y MaIlUEHTOB ¢ HAPYIICHUSIMU (YHKIIMY TIEUCHH UM MTOYEK.

— XpoHudyeckas cepiedyHas HEJIOCTaTOYHOCTh B HACTOsSIIEEe BpeMs WM B aHaMmHe3e (3a
UCKJTFOUCHHEM TEpaliy >KU3HEYTPOXKAIONINX WM APYTUX OMAcHbIX MH(MEKnui) (cM. pasmen
«Oco0ble yKazaHUm).

— Henepenocumocts  GpyKTO3BI, JePHUIHUT caxapasbl/M30MajbTa3bl, TIFOKO30-TaTaKTO3HAsS
MaJbabCcopOITHs.

— Jerckuii Bo3pact 110 3 JerT.

— bepeMeHHOCTS U IEpUOA IPYIHOTO BCKapMJIMBAHUS.

C 0CTOPOKHOCTHIO

— TIpH OUPPO3e NICUYCHU;

—  TSDKEINIBIX HAPYUICHUSAX (PYHKIMH MEYEHU U TOYCK;
— THUIEPYYBCTBUTEIBHOCTH K IPYTUM a30JI1aM;

— Y HOXWIBIX MMaIUCHTOB;

— y zeteit (cM. Takke pazaen «OcoOble yKazaHus ).

IIpumeHeHnne npu 6epeMEHHOCTH U B IEPHOJ IPYAHOI0 BCKAPMJIMBAHUSA

bepemennocmo

WtpakoHasomn He JOJKEH MPUMEHSITHCS P OEPEMEHHOCTH 32 UCKITIOUEHUEM CITyYaeB, YIPOKAIOIIUX
JKU3HU, U, €CITU 0XKHUIaeMbI TONOKUTENbHBIN d(DPEKT 1Isi MaTepu MPEBOCXOAUT BO3MOKHBIN Bpe
JUIA T10A.

B noxnuHMYECKUX MCCIeNOBaHUSIX ObUIO MOKAa3aHO, YTO UTPAKOHA30JI IPOHUKAET Yepe3 TUIALICHTY Y
KpBIC.

JlaHHBIX 00 KCIIONIB30BAHUU KaTCyJl UTPaKOHA30Ja B IEpHO OEpeMEHHOCTH HeJocTaTouHO. B xone
KIIMHUYECKOT0 MTPUMEHEHHUs Tperapara Mmociie perucTpanui ObUT OTMEYEHBI CIydau BPOXKIACHHBIX
aHoManuii. Takue ciydyad BKJIIOYAM HApyIIEHUS Pa3BUTUS 3PEHUSA, CKEJIETa, MOYEINOJIOBON H
CEepPAEYHO-COCYJIUCTOM CUCTEM, a TaKKE€ XPOMOCOMHBIE HAPYUIEHHUS U MHOKECTBEHHBIE MOPOKH
pazButus. OQHAKO, SIBJISETCA JIM MPUMEHEHHE UTPAKOHA30Jla MPUYMHOW BO3HUKHOBEHMS JaHHBIX
HapyILIEHUW, JIOCTOBEPHO HE YCTAHOBIECHO. ONUAEMHOJOTMYECKHE JaHHbIE B OTHOIICHUH
BO3JICUCTBUS KaICyJl HTPAKOHA30JIa B MEPBBIA TPUMECTP OEPEMEHHOCTH, B OCHOBHOM Y MAI[UEHTOK,

MOoJIy4yaBIINX KPATKOCPOUHYIO TCpAHIO 11O MOBOAY BYJIbBOBAIrMHAJIBHBIX KaHAWJ030B, HC BBIABUJIINU
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 16.10.2025 N2 25934
(NCCNEOOBATENEHOCTE 0003)

IIOBBILIEHHOI'O PUCKA PAa3BUTHUS BPOKICHHBIX AaHOMAJIUHI 110 CPAaBHEHUIO C KOHTPOJIBHOU I'PYIIIION, HE
MOJIBEPTaBIICHCS BO3ACHCTBHIO HA OJTHOTO U3 U3BECTHBIX TEPATOTEHHBIX (PaKTOPOB.

JKeHmuHaM J1€TOpPOJHOTO BO3pacTa, MPUHHUMAIOIIMM KalcCyjabl HTpPaKOHAa30jla, HEO0OXOIUMO
HCITIOJIB30BaTh aJICKBAaTHBIC METOIbl KOHTPAIEIIIMY Ha IPOTSHKEHUH BCETO Kypca JICYSHHS BILIOTh 10
HACTYIUICHUS MIEPBOM MEHCTpPYyaIluH MOCIIE €ro 3aBEPILICHHUS.

Jlakmayus

C rpyIHBIM MOJIOKOM BBIBOJIUTCS OYCHB HEOOJIBIIIOE KOJMYECTBO UTpaKoHa3oia. [Ipu HazHaueHUH
UTpPaKOHA30j1a JKCHIIWHAM, KOPMSIIUM TPYAbl0, HEOOXOIMMO B3BEIIMBATh MPEANOJIAracMoe

COOTHOHICHHUC ITOJIB3bI U PHUCKOB. B ciydac COMHCHHI JKCHIIMHA JOJIKHA OTKA3aTbCA OT KOPMIICHUA

TPYybIO.

Cnoco0 npuMeHeHMsI U 103bI
Jns onTuManbHOM abcopOIuu mpernapara HEOOXOAMMO NPHHUMATh TperapaT Kaqu/ITpan® B
KarcyJjax cpasy IMocJe eJibl.

Kancynm CJICOAYCT INI0OTAaTh LHCJIUKOM.

Ilokazanue Ho3za [IponoIKUTENBHOCTD JI€YEHUS
BynpBoBarnHanabHbIN KaHAUA03 200 Mr 2 pa3a B CyTKH 1 neun
WIH WIH
200 mr 1 pa3 B cyTkH 3 nHA
OTtpyOeBuAHBIN THIIAl 200 mr 1 pa3 B cyTku 7 nHen
JlepMaTOMMKO3BI TTIaAKON KOKHU 200 mr 1 pa3 B cyTkH 7 nHeH
WIH WIH
100 mr 1 pa3 B cyTku 15 nuen
ITopaxxenus 200 mr 2 pa3a B CyTKH 7 nHen
BBICOKOKEPAaTUHU3UPOBAHHBIX WIH WIH
oOnacted  KOKHOTO TOKpOBA, 100 mr 1 pa3 B cyTku 30 nueit
TaKUX KaK KUCTH PYK U CTOTIBI
Kannunos cnuzucroii 000104KH 100 mr 1 pa3 B cyTku 15 nueit
MOJIOCTH pPTa
BuonoctynHOCTh UTpaKOHA30I1a MPH EPOPATILHOM NPHEME MOXKET OBITh CHIKEHA Y HEKOTOPBIX
NAMEHTOB C HAPYIIEHHBIM UMMYHUTETOM, HalIpUMEp, Y MaMEeHTOB ¢ HelTponenuen, CIINM{om
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 16.10.2025 N2 25934
(NCCNEOOBATENEHOCTE 0003)

WIM C TepecakeHHbIMU opraHamu. ClenoBaTeNbHO, MOXKET IMOTPeOOBaThCS JIBYKPAaTHOE
YBEITUYCHUE J103bI.
I'puOKOBBIN KepaTUT 200 mr 1 pa3 B cyTku 21 nenn
JIIUTEILHOCTh JICUEHUS MOKET
ObITh ~ CKOpPpEKTUpOBaHa B
3aBUCHUMOCTH OT  YJIyYIICHUS
KIIMHUYECKOW KapTHHBI
OHUXOMHUKO3BI, BBI3BAaHHBIE JIePMATO(QUTAMU U/UITH JPOAKIKETIOTOOHBIMU H TNIECHEBBIMU
rpubamMu
OHHUXOMHUKO3bI — OauH Kype MyJbC-TEpalMM 3aKIHYAETCS B €KEIHEBHOM
MyJbC-Tepanus npueMe mo 2 Karcyisl npenapara Kangutpan® nsa pasa B
cyTkH (1o 200 Mr 11Ba pa3za B CyTKH) B TEUEHHE OJTHON HENIEIH.
Jlist medeHusi TPUOKOBBIX TIOPAKCHUI HOTTEBBIX TUIACTHHOK
KHCTEH peKOMEH IyeTcs J1Ba Kypca. J{is jgeuenus rpuOKoBbIX
MOpPaXCHU HOTTEBBIX IJIACTHHOK CTON PEKOMEHAYETCS TpU
Kypca. [I[poMexxyTok Mex 1y KypcaMu, B TEYEHUE KOTOPOTO HE
HY>KHO IIPUHUMATH IIpenapar, COCTaBseT 3 HEelleIu.
KnuHnueckne  pes3ynabTaThl CTAaHYT OYEBUIHBI  IOCIHE
OKOHYaHMS JICUEHHUS, [0 MEPE OTPACTAHUS HOTTEH.
Jloxann3anus OHUXOMHUKO30B l-a |2-9 |3-2 |4 |5 |62 |7-9 |8 |94
HEJ. | He[. | Hed. | HeJ. | Hel. | Hed. | HeH. | HeM. | Hej.
ITopaxenue HOrTeBbIX | 1- | Hemenn, 2-1 | Hepemnn, 3-in
IUTACTUHOK MajbIleB CTONM C | Kypc | CBOOOHBIE OT | Kypc | cBOOOIHBIE OT | Kypc
MOPAKEHUEM WU 0€3 TTOpaKEeHUS npuemMa npueMa npemnapara
HOTTEBBIX TUIACTUHOK TIAJIbIIEB npenapara Kangurpan®
KHCTel KaHI[I/ITpaJ'I®
[Topaxenue HOorTeBbIX | 1-ii | Henenu, 2-i1
MJIACTHHOK KUCTEH KypC | CBOOOTHBIE OT | KypcC
npuemMa
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 16.10.2025 N2 25934
(NMOCNEOOBATENBHOCTE 0003)

npernapara

IIJIAaCTUHOK CTOII C IIOpaXCHUEM
wi 0e3 IMOPAXXCHHA HOI'TCBBIX

IUTACTUHOK KUCTEN

KaHI[I/ITpaJI®
OHUXOMUKO3bl — HENPEPBIBHOE Ho3za IIpoaoIKUTENTBHOCTD
JeuyeHue JeYeHus
[Topaxxenue HOTI'TEBBIX ITo 200 mr B cyTKH 3 Mecsua

Brisesienne npenapara Kauaurpan® u3 Koy 1 HOITeBOi TKAHH OCYIIECTBIIAETCS MeTICHHEE, YeM U3

mia3Mmel. TakuM o6pa30M, OIITUMAJIBHBIC KIIMHHUYCCKHUC U MHUKOJIOTMYCCKUC 3(1)(1)CKTBI JOCTUI'al0TCA

qcpe3 24 HCICJIN ITOCJIC OKOHYAaHUsA JICUCHUA IIPpU I/IH(l)eKI_II/IHX KOXH U YCpE3 6-9 MCCALICB ITIOCIIC

OKOHYaHUs JICUYCHUA HOI'TEBBIX I/IH(beKIII/If/'I.

CucTeMHBIE MUKO3BI

Ilokazanue Jo3a Cpennsis 3aMeuaHus
MPOJIOKUTEIILHOCTh
JeUCHHS
Acnepruiuies 200 mr 1 pa3 B 2-5 Mecs1ieB VYBennuuth 103y A0 200 mr
CYTKHU 2 paza B CyTKH B Ciyyae
WHBa3UBHOT'O WJIN
JIMCCEMUHUPOBAHHOTO
3a00JIeBaHUS
Kannunos 100-200 mr 1 oT 3 Hexenb 10 7 VYBennuuth 103y A0 200 mr
pa3 B CYyTKH MeECSIIEB 2 paza B CyTKH B CiIyyae
WHBa3UBHOT'O WJIN
JIMCCEMUHUPOBAHHOTO
3a00JIeBaHUS
Kpuntokokko3 (kpome | 200 mr 1 pa3 B OT 2-X Mecs1eB A0 |
MEHUHTHTA) CyTKH roja
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COOTBETCTBYL

[ AKCHNEFPTHOMY OTYETY

ot 16.10.2025 N2 25934
(NMOCNEOOBATENBHOCTE 0003)

KpunrokokkoBbIi 200 mr 2 pa3a B oT 2-X Mecsi1eB 1o 1 ITopnepxuBaromast
MEHUHTHUT CYTKH roja Tepanmusi — CM. pasfeln
«Ocobble ykazaHUs»
I'ucromnazmos ot 200 mr 1 pa3 8 MecsieB
B cyTKu 10 200
Mr 2 paza B
CYTKH
biacromuko3 ot 100 mr 1 pa3 6 Mecs1eB
B cyTKu 70 200
Mr 2 paza B
CYTKH
Cnopotpuxo3 100 mr 1 pa3 B 3 Mecsna
CYTKH
[Tapakokuuaunonaomuk | 100 mr 1 pa3z B 6 Mecs1EB JlanHbIe 00
03 CYTKH 3¢ (peKTUBHOCTH  JTaHHOU
JI03BI JUISL JICYCHUS
MapaKOKIUINONI0MHUKO3a
y nanuenTos co CIIM/lom
OTCYTCTBYIOT.
XpOMOMHKO3 100-200 mr 1 6 Mecs1eB
pa3 B CyTKH

" MNPpOAOJIKUTCIIBHOCTD JICUHCHUA MOKET OBITh CKOPPEKTHPOBAaHA B 3aBUCUMOCTH OT B(b(l)eKTI/IBHOCTI/I

JICUYCHUA.

Ocoobvle epynnbl nayuenmos

Jemu

I[aHHBIe 0 IPpUMCHCHHU IIpcCliapara KaH,[[HTpaJI@, KarcCyJibl, OJId JICUCHUA JeTen OTpaHHUYCHBI.

[Ipumenenue mnpenapata KanguTpan®, kamcyniel, 1/is JedeHUs [eTell He peKOMeHIyercs, 3a

HCKIIIOYCHHUEM CJIy4dacB, KOrjga oxXugacmasd 1mojib3a OT JICUCHUA MPEBOCXOAUT HOTeHHI/IaJ'II)HHﬁ PHUCK.

[penapar Kanautpan® mnpoTuBomokasaHn y ndereif B Bospacte g0 3 Jjer (cM. pasfen

«IIpoTuBonOKa3zaHUN).

ﬂuua NOJ2HCUI020 8o3pacma
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ot 16.10.2025 N2 25934

(NCCNEOOBATENEHOCTE 0003)

COOTBETCTBYET QRCHEFTHOMY QTYETY

JlanHple 0 mpuMeHeHuH mnpenapata KanmuTpan®, Kamcymbl, [is JeUeHHs NalHeHTOB MOXKHJIOTO
BO3pacTa OrpaHHYEHBl. PeKoMeHjyeTcs MCIONb30BaTh mHpenapaT Kammurtpan®, kamcynbl, s
JICYEHUs NMAalMEHTOB JaHHOW KaTeropuu, TOJIBKO €CIU OKUJAcMas M0Jb3a OT JICYECHHUS MPEBBIILIACT
noTeHIMadbHble pUCKU. [Ipu BbIOOpPE [03bI IpenapaTa JUlsl JICUEHHUS IMOXMIBIX IallUCHTOB
PEKOMEH/IyeTCsl YUUTHIBATh CHIDKEHUE (DYHKIUHU MEUYEHH, TIOUYEK M Cep/lla, Yalle BCTPEUAIOIIUXCS B
NOXXWJIOM BO3pacTe, a TaKKe HaIW4Yhe COMYTCTBYIOIIMX 3a00JIeBaHUA WM TpPUEM JPyTUX
JIEKapPCTBEHHBIX CPENICTB.

Tayuenmoi ¢ napywienuem QyHKyuu neveHu

JlaHHBIE O IPUMEHEHUU IEPOPAIBLHOIO UTPAKOHA30Ja JUIsl JICYCHHs] NALMEHTOB C HAPYLICHUSMU
(GyHKIMM neyeHu orpaHndenbl. ClelyeT ¢ OCTOPOKHOCTBIO Ha3HayaTh Npenapar JaHHOM KaTeropun
MAIMEHTOB.

Tayuenmoi ¢ napywenuem ¢ynkyuu novex

JlaHHBIE O IPUMEHEHUU IEPOPATIBLHOIO UTPAKOHA30Ja JUIsl JICYCHHs] NALMEHTOB C HAPYLICHUSAMU
(GYHKIMM  [0YEK, OrpaHHuYeHbl. Y  HEKOTOpBIX MAlMEHTOB, CTPaJalolluX  I[OYECYHOU
HEI0CTaTOYHOCTBIO, SKCIIO3ULUS UTPAKOHA30J1a MOXKET ObITh CHIDKEHA. CllelyeT ¢ OCTOPOKHOCTBIO
Ha3HayaTh Mpenapar JaHHOM KaTeropuu MalMeHTOB, B HEKOTOPBIX CIydyasX MOXET MoTpeOoBaThCs

M3MEHEHHUE J103bl JIEKAPCTBEHHOTO Ipernapara.

Ilo6ounoe neiicTBHE

HexxenaTenbHble peakiuu IMpemapaTa CUCTEMATH3UPOBAHBI OTHOCHTENBHO KaXIAOW U3 CHUCTEM
OpraHOB B 3aBHCHUMOCTH OT 4YacTOThl BCTPEYaEMOCTH, C HCIOIB30BaHHUEM CJeIyIOIIeH
kiaccudukanuu: oueHb yacto (> 1/10), gacro (> 1/100, vHo < 1/10), Heuacto (= 1/1000, HO < 1/100),
penxo (= 1/10000, vHo < 1/1000), ouens penxo (< 1/10000), yactoTa Heu3BecTHa (Ha OCHOBAHUH
UMEIOITUXCS JAaHHBIX OIEHUTh HEBO3MOXKHO).

/lannvie, nonyuennvie 6 Xx00e KIUHUYECKUX UCCIE008AHU

be3onacHocTh Karncyn utpakoHa3ona uzydanach B 107 OTKPBITHIX U IBOWHBIX CIEMBIX KITMHUYECKUX
uccienoBanusax ¢ ydactueM 8499 mammentoB. Bee 8499 manmeHTOB XOTsI Obl OAMH pa3 MPUHSIIN
KarcyJibl HTPAaKOHA30J1a, OCie Yero Obliia mpoBeieHa OlleHKa Oe30MacHOCTH JICUEHUSI.

Nudekuny u MHBA3UK:

Heuacro: puHUT, CHHYCUT, HH(EKIINHY BEPXHUX AbIXaTEIbHBIX ITyTEH.

HapyiieHust co CTOpOHBI KPOBHY U INMGATHYECKOH CHCTEMBL:
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COOTBETCTBYL
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(NCCNEOOBATENEHOCTE 0003)

[ AKCHNEFPTHOMY OTYETY

Penko: JerikoneHus.
YacToTa HeU3BeCTHA: HEUTPOTICHUSI.

Hapynienus co cTOpoHbI MMMYHHOM CUCTEMBI:

Heuyacro: THUIIEPYYBCTBUTCIbHOCTD.

Hapyiienus co cTopoHbBI HEPBHOM CUCTEMBL:

Yacro: rojioBHas 00JIb.
Penko: rumecTesus, mapecTesus.

Hapynienus co cTOpoHBI Opraga ciiyxa u J'Ia6I/IDI/IHTaZ

Penxo: 3BoH B ymax.

)KGJIVIIO‘IHO-KI/IHIGLIHBIG HapYyHICHUA .

YacTto: 00JIb B )KMBOTE, TOLIHOTA.
Heuwacro: nucrnerncus, 3amop, METEOpU3M, auapes, pBoTa.
Penko: nucressus.

HaDVIHCHI/Iﬂ CO CTOPOHBI IICUYCHHU U KCITYCBBIBOAAIINX HVTCﬁI

Heuacro: runepOunupybuneMus, HapylieHue QyHKIUU TeYSHH.

Hapynienus co cTOpOHBI KOKHM 1 IOAKOKHBIX TKAHEH:

Heuacro: cbinb, 3y, KpaluBHULIA.

HaDVHIeHI/ISI CO CTOPOHBI ITOYCK 1 MOYCBBIBOAAIINX HVTeﬁI

Penxo: nonnakuypwus.

Hapy1iieHnns co CTOpOHBI pENPOAYKTUBHON CUCTEMBI 1 MOJIOYHBIX JKEIE3:

HeuacTo: HapylieHrne MEHCTPYaJbHOTO LIUKIIA.
Penko: spextunbHas tucyHKIHUS.

OO01re HapVIIIeHNUs ¥ PEAKIINU B MECTE BBEACHU:

Penko: oreunsli cuHIpOM.

Huxe MNpEACTABJICH CIIMCOK HEKCIATCIIbHBIX peaKHHﬁ, CBJA3aHHBIX C IIPUCMOM HUTPAKOHA30JI4,

KOTOpbI€ ObUTH 3aperuCTPUPOBAHBI B KIIMHUYECKHUX MCCIIEIOBAaHUAX UTPAKOHA30J1a B opMe pacTBOpa

JUIsL TIpueMa BHYTPh W/WIHM B (OopME pacTBOpa Ui BHYTPHUBEHHOI'O BBEIEHHUS (32 MCKIIOYEHHEM

HCXCIIaTCIIbHBIX pCaKHHﬁ, OTHOCAIINXCSA K KATCTOPUHN «BOCHAJICHUSA B MECTC NHBCKIIUNY, IIOCKOJIBKY

JAaHHBIC HCIKCJIIATCIIbHBIC PCAKIIUU SABJIAIOTCA CHCI_[I/I(I)I/I‘-IHBIMI/I HJIA HeKapCTBCHHOﬁ (I)OpMBI «pacTBOp

JUIsl BHYTPUBEHHOT'O BBEJICHUS).
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 16.10.2025 N2 25934

(NCCNEOOBATENEHOCTE 0003)

HaDVH_IeHI/ISI Cco CTOPOHBI KpOBH u JII/IM(b&TH‘-IGCKOfI CUCTCMBI: rpanyJIOOUTOIICHUS,

TPOMOOIIUTONCHHUSI.

Hapynienus co cTOpoOHbBI MMMYHHON CHCTEMBI: aHa(bI/IJ'IaKTOI/I,I[HBIG pCaKIuu.

Hapymenns META00IM3Ma M IUTAHUA: TUIICPIIIMKEMUA, TUIICPKAIUCMUA, THUIIOKAJIUCMUS,

TUIIOMAarHucMus.

[Icuxmueckue HAapyHICHUA: CIIYTAHHOCTb CO3HAHUA.

Hapynienust co CTOpOHBI HEpPBHOHM cHUCTEMbl: Mepudepuyeckas Helpomatus, TOJOBOKPY>KEHUE,

COHJIMBOCTD.

Hapymennss co CTOpPOHBI _cepAla: cepacuHad HCEAOCTATOYHOCTb, HCAOCTATOYHOCTL JICBOT'O

JKCIIydo4Ka, TaxXuKapaus.

Hapy1ieHusi co CTOPOHBI COCYJIOB: apTCpHajibHad TUIICPTCH3UA, aPTCPpHAJIbHAAd T'MIIOTCH3U .

Hapyniennuss co CTOpOHBI JIBIXaTEJbHOM CHCTEMBI, OPraHOB I'PYJIHON KIIETKH M CPEAOCTECHHUS: OTEK

JIETKUX, TUC(HOHMSI, KalIeb.

)KGJIVIIO‘IHO-KI/IHIGIIHBIG HApYIICHUWA: KCITYJOYHO-KUIIICYHBIC paCCTpOfICTBa.

HapymieHusi cO CTOPOHBI NICUEHH W IKEIYCBBIBOJIIMX HYTEH: TeMaTuT, JKENTyXa, HapylleHHE
GYHKIIUY TeYeHH.

HaDVIHCHI/Iﬂ CO CTOPOHBI KOXHU U ITOJKOXHBIX TKAHCH: OPUTEMATO3HAA ChIllb, TUIICPTUAPO3.

HapymieHus co CTOpOHBI MBIIIEYHOM, CKEJIETHOW M COCTMHUTENBHON TKaHU: MUAJITHS, apTPAJITHA.

HaDVHIeHI/ISI CO CTOPOHBI IIOYCK M MOYCBBIBOAAIINX HVTCI\/’II HEAO0CTAaTOYHOCTH q)YHKIII/II/I II0YCK,

HECACPIKAHUC MOYH.

O6H_[I/Ie HApYIICHUA U PCAKIIUH B MCCTC BBCACHUA: TCHCPAIN30OBAHHBIC OTCKHU, OTCK JIMIIA, 00JIb B

TpyIu, TUTIEpTEPMUsL, 00JIb, YCTaIOCTh, 03HOO.

Ha601) ATOPHBIC u WHCTPYMCHTAJIBHBIC JAaHHBIC! IIOBBIIIICHUEC AKTUBHOCTH

alTaHMHAMUHOTpaHc(epas3bl, MOBHIIICHHE AKTUBHOCTU acmapTaTaMHHOTpaHcdepasbl, MOBBIIICHHE
AKTUBHOCTH IIENOYHOM (hocdaTassl B IIa3Me KPOBH, MOBBIIIEHUE aKTUBHOCTH JTAKTATIETHAPOTEHA3BI
B IIa3M€ KpPOBH, MOBBLIMICHUC KOHICHTPAIMK MOYCBHHBI KPOBU, IMOBBIICHUEC AKTUBHOCTH raMMa-
FJIYTaMI/IJITpaHC(i)epaSI)I, IIOBBIINICHUE aKTUBHOCTHU II€YCHOYHBIX (bepMeHTOB, OTKJIOHCHHUE OT HOPMBI
MoKazarenei 00Iero aHaamu3a MOYH.

Jemu

be3omacHOCTh Kamncys UTpakoHa30J1a OIEHUBANIACh B 14 KIMHUYECKUX MCCIETOBAHUAX (4 TBOWHBIX

CJIETIBIX, TIAIe00-KOHTPOJIUPYEMBIX UCCIIEAOBAHUS, 9 OTKPBITHIX HCCIIEOBAaHUN U 1 HccneqoBaHue,
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MMeEBILIEE OTKPBITYIO a3y ¢ Mmocieayromnen 1BoiHOI ciemnoil) ¢ yuactueM 165 nereii B Bo3pacte ot |

roga a0 17 ner. B xone uccnenoBanuii ObIJIO OTMEYEHO, YTO HamMOOJIeEe YacTO BCTPEUAIOIIUMHUCS

HeKelaTeJIbHBIMU peakuusaMu ObutH: rosioBHast 601k (3,0 %), peota (3,0 %), 601b B sxuBoTe (2,4 %),

muapes (2,4 %), napymenue pynkuuu nedenu (1,2 %), tomnorta (1,2 %), kpanusauma (1,2 %),

runorensus (1,2 %). Xapakrtep HexenaTeIbHbIX peaKkLUi, BCTPEYAIOIIUXCS Yy JETEH, CX0XK C TEM, UTO

Ha6JIIOI[aeTC$I Y B3pPOCIIbIX MAIMCHTOB, TCM HC MCHCC, 4aCTOTAa HCIKCIATCIBbHBIX peaKL[I/Iﬁ y JeTen

BBIIIIC.

Hexcenamenwvnoie peakuuu, sapecucmpupoeantisle 6 nocmpecucmpauuoOnnom nepuode (0aHHble

nOJIy4€Hbl HA OCHOBarnuUu CNOHMAHHbBIX cooﬁmenuﬁ)

HpeIlCTaBJIeHHaH qacToTa HEXCIIaTCIIbHbBIX peaKHI/Ifl OCHOBAaHAa Ha KJIIMHUYCCKOM OIILITC IPUMCHCHUA

HUTPAKOHA30JIa ITOCJIC PETUCTpAllUH.

Hapynienus co cTopoHbl MMMYHHON CHCTEMBI:

OdyeHp peako: CHIBOPOTOYHAsE O0JIE3Hb,

aHa(l)I/IJIaKTOI/II[HI)IG " aJTICPruiCCKUC pCaKluu.

Hapymenus META00IM3Ma ¥ MUTAHUS:

OdeHb peIKo: THIEPTPUTITHIIEPUACMHUSL.

Hapyiienus co cTopoHbI HEPBHOM CUCTEMBL:

OueHb penKo: TpeMop.

HaDVHICHI/ISI CO CTOPOHBI OpraHa 3pCHHA:

OueHb PEAKO: HEYCTKOC 3pCHUC, NUITIIOIINA.

AHI'MOHEBPOTUYECKHUU

OTeK, aHa(UIAKTUYCCKHE,

HapyI1iieHrs co CTOpOHBI OpraHa ciiyxa u J'Ia6I/IDI/IHTaI

OueHb penko: CTOMKasi WM BpeMEHHas ToTeps CyXa.

HapyieHus co cTOpoHEBI cepalia:

OueHb PEAKO: XpOHHUYECKAA CepACUHaAA HECAOCTATOYHOCTD.

Hapyi1iienns co CTOpOHBI AbIXaTeIbHOW CUCTEMBI, OPraHOB I'PYIHON KJIETKH U CPEAOCTEHHUS:

YacTo: obIIIKa.

X(eHVJIO‘—IHO-KI/IIHe‘IHBIe HapVIICHUA.

OueHb PEAKO: ITAHKPCATHUT.

Hapy1iienus co CTOpOHBI IEUYEHH U JKEITYEBBIBOISAIINX IIYTEH:

OdeHb peaKo: TAKEI0e TOKCHYECKOe MOpakeHUe MeYeHH (B TOM YMCIIE HECKOJIBKO CIIy4aeB OCTpPOH

IMCYCHOIHOU HEAOCTATOYHOCTH C JICTAJIbHBIM I/ICXO)IOM).
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Hapymennsa co cTOpoHbBI KOKU M NOJKOKHBIX TKAHCH:

OdeHb peaKo: TOKCHUYECKUH AMUAEPMAJIbHBIN HEKpoiau3, cuHapoM CtueHca-/[)KOHCOHA, OCTpHIii
IeHEepPAIM30BaHHbIM SK3aHTEMATO3HBIM IyCTyje3, MnoJuMopdHas spurema, 3KC(HOIUATUBHBIN
JE€PMAaTUT, JIECMKOIUTOKJIACTUYECKUI BACKYJIUT, aJIONELHNs, CBETOUYBCTBUTEIBHOCTD.

Ha6ODaTODHBIe U MHCTPYMCHTAJIbHBIC JaHHBIC!

OueHb peaKo: MOBBIIIEHUE aKTUBHOCTH KpeaTHH(POCHOKINHAZHI KPOBH.

Ilepeno3upoBka

Cumnmombut

CuMITOMBI, HaONIOJaeMble TIPH TIEpeo3upoBKe mpemapatoM Kammurpan®, xamcynel, Osum
COTIOCTaBUMBI C JI0303aBUCHUMBIMU HEXKEIATCIIbHBIMU PEAKIIUSIMH, HAOII0JaEMbIMH ITPU TPUMEHEHUN
OOBIYHBIX 7103 TIperapara.

Jleuenue

Crnenuuyeckoro aHTHI0Ta HE CYIIECTBYeT. B ciydae mepemo3upoBKH CIIEyeT MPOBOAUTH
MOIJIEP>KUBAIOLIY IO TEPAINIO, CIeTaTh IPOMBIBAHHE XKeIlyKa pacTBOPOM HaTpusi OnkapOoHaTa, 1aTh

aKTI/IBI/IpOBaHHHﬁ YTOJib. I/ITpaKOHa3OJ'I HC YAAJILCTCA U3 OpTraHrU3Ma IIpyu reMOJualIn3e.

B3aumopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CpeICTBAMH

NtpakoHazonm — mpemapaT ¢ BBICOKMM IOTEHIMAJIOM JIEKAPCTBEHHBIX B3amMoJencTBui. Hrbke
ONHUCaHbl Pa3IMYHble BHJbl JIEKAPCTBEHHBIX B3aUMOJECHCTBUH M CBSi3aHHBIE C HUMM oOOIIMe
pexoMenaanuu. Kpome Toro, mpeiacraBieHa TabimuIa ¢ HpuUMepaMH JICKApCTBEHHBIX CPEICTB,
KOTOpBIE MOTYT B3aUMOJIEHICTBOBAaTh C UTPAKOHA30JIOM, OpPraHU30BaHHAsl 10 IpyIIaM IpernapaToB
Juist 0oJiee POCTOro MCMoib30BaHUs. CHUCOK MPUMEPOB HE SABIISETCS BCEOOBEMITIOIIUM, MTO3TOMY
IpU COBMECTHOM NPUMEHEHUH KaKHX-JIMOO TMpernaparoB € HTPAKOHA30JIOM CIEAyeT H3Y4YHUTh
MHCTPYKIMHU 1O MX MPUMEHEHUIO Ha MpeaMeT WHPOpMalluH, CBSI3aHHOM ¢ MeTaboIu3MOM, MyTIMHU
JIEKapCTBEHHBIX B3aWMOJECUCTBUMN, MOTEHIIMAIbHBIMUA PUCKAMU U CTIEUU(PUUECKUMHU EHCTBUSMU B
OTHOIIEHUH COBMECTHOT'O IPUMEHEHUSI.

WtpakoHa3on merabonu3upyercss B mepByro ouepeab 3a cueT usopepmenta CYP3A4. Jlpyrue
BEIIECTBA, MCIIOJB3YIOIINE JaHHbIM MeTa0OoNIMYecKHi IyTh WJIM HW3MEHSIONIME aKTUBHOCTh
uzopepmenta CYP3A4, moryt BausTh Ha papMaKOKHMHETUKY UTpakoHazouna. [Ipu ogHOBpeMEeHHOM

NPUMEHEHUH HMTpPAKOHa30Jla ¢ YMEPEHHBIMU M MOIIHBIMH MHAYKTOpamu u3zodpepmenta CYP3A4
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COOTBETCTBYET QRCHEFTHOMY QTYETY

MOYET CHHXKATbCsl OMOJOCTYITHOCTh UTPAKOHA30J1a U THAPOKCHUUTPAKOHA30J1a, TAK YTO MOXKET OBITh
cHiKeHa 3¢ ¢ekTuBHOCTh. COBMECTHOE MPUMEHEHHE C YMEPEHHBIMHU MJIM MOITHBIMU HHTHOUTOpaMu
n3opepmentra CYP3A4 mMoxeT NOBBICHTh OHOIOCTYITHOCTh HWTPAKOHA30J1a, NPHBOAS K Oojee
BBIPa)KEHHBIM WJIU JUIMTENbHBIM (hapMakonoruyeckum 3¢ pexram UTpakoHa3oJa.

BcacbiBanue wurTpakoHa3oja CHUXKAETCS Yy NAIMEHTOB CO CHMYKEHHOM KHCJIOTHOCTBIO MKEIy/Ka.
[TpenapaTsl, CHIKAOLME KUCIOTHOCTD JKEIy/Ka, HApyIlIal0T BCAChIBAHUE UTPAKOHA30JI1a U3 KaICyJl.
YroObl IPOTUBOCTOATH JaHHOMY 3((eKTy, peKOMEeH1yeTcsl IPUHUMATh UTPAKOHA30J1 B KallCyJjax ¢
KHCJIBIM HAIUTKOM (Hampumep, HEIUETHYECKOM KOJIOM), ecily NPUHMMAIOTCS MpenapaTsl AJs
CHWKEHHUS KHCJIOTHOCTH kemyaka (cM. «OcoObie yKa3zaHus» ).

WUTpakoHa301 W €ro OCHOBHOW METa0OMUT T'HIAPOKCHUMTPAKOHA30Jl SIBJISIFOTCSI MOIIHBIMU
unruouropamu CYP3A4. UrpakoHaszon sBIs€TCS MHTMOUTOPOM JIEKAPCTBEHHBIX TPAHCIOPTHBIX
MoJeKysl P-ramkornporenHa M 0ellka PE3UCTEHTHOCTHM K paky MosiouHoil sxene3sl (BCRP).
W TpakoHa3071 MOXKET HHTHOUPOBATH META0O0IU3M IMPETapaToB, META0OIM3UPYEMbIX H30(hepPMEHTOM
CYP3A4, u tpancnopt npenapatoB P-rmukonporennom w/mnm BCRP, B pesyibrare yero moxer
BO3pacTaTh KOHIIEHTpALUs 3THUX IPENaparoB W/WIM UX AaKTUBHBIX METaOOJIMTOB B IUIa3Me HIpHU
OJTHOBPEMEHHOM MNPHUMEHEHHU C UTPaKoHa30j0M. [loBbllIeHHE KOHIEHTpauuid B IIa3ME€ MOXKET
YCUJIMBATh WM TPOJIOHTUPOBATh KAaK TEPANEBTHUECKUE, TAK M HEXelaTelbHble d(PQEKTh 3TUX
npenapaTtoB. /[ HEKOTOpPHIX MpPErnapaToB COBMECTHOE IMPUMEHEHHME C HUTPAKOHA30JI0OM MOXKET
MPUBECTU K CHIDKEHHIO KOHLIEHTPALMU IpernapaTa B IuiasMme. B pesynpraTe 37010 3Q(eKTUBHOCTD
IpenapaToB MOXKET ObITh CHUKEHA.

[Tocne oTMEHBI Tepanmuu HMTPAKOHA30JIOM KOHLEHTpalWs B IUIA3ME CHIDKACTCS HIDKE Ipelelia
onpezeneHus B TeueHue 7—14 qHeil B 3aBUCUMOCTH OT /103 U JUIMTEILHOCTH Tepanuu. Y MalleHTOB C
UPPO30M TMEYEHH WIM JHl, nonaydaBmux UHruOutopel CYP3A4, KoHUEHTpauus B IUIa3Me
CHIDKAeTCs MeJUIeHHee. JTO OCOOCHHO BaXKHO YUMTHIBATh NPHM Hayalle TEpaluu Mpernapatamu, Ha
MeTa00JIM3M KOTOPBIX BIUSAET UTPAKOHA30JI.

[TprumeHuMsbI creayronue ooIKe peKoOMeH1alluu, €CIIU B TA0IHIIE HE YKa3aHO UHOE:!

- «IIPOTHUBOIOKA3aHO» - HU MPU KaKUX OOCTOSTEIHCTBAX HEJb3sI IPUMEHATH NpenapaTt OAHOBPEMEHHO
C UTPAKOHA30JIOM. DTO OTHOCHUTCS K CIIeIyIOIIUM Ipenaparam: cyoctpatsl u3odpepmenta CYP3 A4,y
KOTOpPBIX MOXET BO3pacTaTh KOHILIEHTpalMs B IUIa3ME€ C MPOJOHTalMell WIM YCHUIEHHEM
TEpaneBTUYECKUX W/UIIM HEeKeIaTeNbHbIX 3((EeKTOB 10 BOZHUKHOBEHUS MOTEHIIMAIBHO CEPhE3HBIX

cutyauuit (cm. «IIpoTuBonokazanus»);
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- «HE PEKOMEHIIyeTCS» - PEKOMEHIyeTcsl M30erarb NMPUMEHEHHUs NpenapaTa, 3a HCKIIOYCHHEM
ClIy4aeB, KOTJa I10J1b3a IIPEBBIIAET OTEHIUAIbHBIN pUCK. ECiIi COBMECTHOrO NPUMEHEHUS HEIb3S
n30exarb, peKOMEHAYETCsl KIMHUYEeCKoe HaOMI0ACHHE, J103bl UTPAKOHA30JIa H/WIK OJHOBPEMEHHO
MPUHUMAEMBIX IpPEnapaToB cleAyeT KOPPEeKTUPOBATh 10 Mepe HeoOxoaumocTu. [1o Bo3MoOKHOCTH
PEKOMEHIYETCSI ONPEAEIATh KOHLIEHTPALMIO B IJIa3Me. DTO OTHOCUTCS K CIEIYIOIIMM IIperapaTam:
YMEpEHHbIE WM MOILITHBIE HHAYKTOPHI n3opepmenta CYP3A4 — He pexoMeHayeTcs Ha3HAUYECHUE 3a 2
HEJISNIH JI0 ¥ B TeUEHUE JIedeHUs1 uTpakoHa3oyioM; cyocrpatsl CYP3A4/P-gp/BCRP, noBeienue wim
CHI)KCHHME KOHIEHTpPAlMi KOTOPBIX B IJIa3M€ MOXKET NMPUBECTH K 3HAYUTEIBHOMY PHUCKY — HE
peKOMEHyeTCsl Ha3HAY€HHE BO BPEMs U B T€UEHUE 2 HEZEIb N0CIE JIEYEHHS] UTPAKOHA30JI0M;

- «C OCTOpPOXKHOCTBIO» - PEKOMEHJyeTCs TIIAaTelIbHOE HaONI0JCHUE MpPU OJAHOBPEMEHHOM
NPUMEHEHUU Tpernapara ¢ UTpakoHa3ojoM. I[Ipu oZHOBpEMEHHOM MPUMEHEHHUU PEKOMEHIyeTcs
THIATENTFHO HAONIOaTh 32 MAlMeHTOM M KOPPEeKTUPOBAaTh J03bl HUTPAKOHA30JIa  W/WIH
COIYTCTBYIOIIMX IpenapaToB IO Mepe Heo0xoauMocTu. Eciau BO3MOXKHO, PEKOMEHYETCS
OINpeAeNATh KOHLEHTpPAlMM B IUIa3Me. JTO OTHOCUTCS K CJIEAYIOUIMM IIpernapaTam: IMpernaparsl,
CHI)KAIOIIHME KHCIOTHOCTH JKEIyJKa (TOJMBKO s UTPaKOHA30jla B Karcyjax); yMEepeHHbIe WU
MotiHble UHruouTopsl uzopepmenta CYP3A4; cyberpatst CYP3A4/P-gp/BCRP, nmist xoTopbix
NOBBILICHUE WM CHM)KEHHE KOHIIEHTPALMU B IUIa3ME€ MOXKET IPUBECTH K KJIMHUYECKH 3HAUUMOMY
PHUCKY.

[Tpumepsl B3aMMOJEHCTBYIOIIMX MpenapaTroB MpeAcTaBieHbl B Tabnuue Huke. I[lpenapartsi,
MEepeYuclieHHble B TaOnmuIle, BBIOPAaHBI HAa OCHOBE MJAHHBIX HCCIEAOBAaHUN JIEKAPCTBEHHBIX
B3aMMOJICHCTBUI WM KIMHHUYECKUX CIIy4aeB, a TaKkKe TMOTEHIHAIbHBIX JIEKapCTBEHHBIX

B3aMMOJIENCTBUM HA OCHOBE MeXaHM3Ma JelCTBU.

Kaaccsl O:xnaeMblii/MOTeHIUATbHBIN 3 deKT

npenapaTos u M0 OTHONICHUIO K YPOBHIO Ipernaparta

npenaparbl (cM. cHOCKH)

Knunnyeckue koMMeHTapuu (cM.

NpuMeYaHus)

Aabpa-0a0KaTopbl

Andy3o3uH Andy303uH Cmax (11), AUC (11)2
Cutono3na Cutono3ud Cmax (11), AUC (11)?
Tamcyno3un Tamcynosun Cuax (11), AUC (11)*

He pexomennyercs BO BpeMs u 2 HeOenu
[I0CJIe OKOHYAHUs JICUCHUS UTPAKOHA30JIOM.
IloBBIlIEH pPHUCK MOSIBIEHUS HEXENATEIBbHBIX
peakuuii, CBSI3aHHBIX c

andy303MHOM/CHUII0I03UHOM/TaMCYJI03UHOM.
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AHaJIbreTUKH
AndeHTannn Andenrannn AUC (11-1111)° [IpuMeHATE ¢ OCTOPOXHOCTHIO, HAOIIOIAThH
Bympenopdun bynpenopdua Cmax (11), AUC (11)? Ha TIpeIMeT TIOSBIICHHS HEXeIIaTeIbHBIX
(B/B 51 peaKIuit Ha aHAIBTCTUKHS, MOXET
TOTBSA3BIYHO) noTpeOOBaThC CHIDKEHUE JI03bI
OKCHKOI0H Oxkcukog0H Cmax (1), AUC (11) andenranuia/OynpeHopPpUHa/OKCUKOI0HA/C
CydenTtanun CydenTanun - MOBBINIICHHUE | Y(PCHTAHWUIIA.
KOHIIEHTPALMH (CTENeHb HEN3BECTHA)™
@eHTaHWI ®enranun B/B AUC (11)* He pexkomenmyetrcs Bo BpeMs u 2 Heaenu
®eHranun B apyrux  QopMax  — | IOCJIE OKOHYAHHS JICYCHHUS HUTPAKOHA30JIOM.
MOBBIIIICHUE  KOHICHTpaIwu  (cTeneHb | [IOBBIICH PUCK MOSIBJICHUS HEXEJIATEIbHBIX
Heus3BecTHa)™? peakiuii Ha (heHTaHMIC,
JleBanerrnmera | JleBametunmeramon Cmax  (11), AUC | IlpoTuBomoka3an BO BpeMs W B TeUeHHE 2
JIOJT 17 HEJEeNb TIOCIE JICYEHUS HMTPAKOHA30JIOM.
(;teBomeTau) [loBBIIIeH pPHCK TOSIBIEHUS HEXENATEIbHBIX
peaxiuit Ha JIeBaIle THIIMETA O
npoJsionrauus uHTepBana QT u Taxukapaus
0 TUITY «ITHPYIT».
Mertanon (R)-metanon Cmax (1), AUC (1) [IpotuBOmOKa3aH BO BpeMs M B TEUCHHUE 2

HEJENb II0CIE JICYEHHS MTPAKOHA30JI0M.
IIoBBIlIEH PUCK MOSABICHUS HEXEJATEIbHBIX
peakuMii Ha  METAaIOH: IOTEHUHUAIbHO
YIpOXKaroulee MWU3HW YTHETEHUE JIbIXaHHs,
nposonranug uHtepBana QT u Taxukapaus

10 TUITY «IUPYIT».

IIpoTnBoapuTMHYecKHe CpeacTBa

Jurokcun JurokcuH Cpax T, AUC 1 [IpuMeHATh € OCTOPOXKHOCTBIO, HAOMIOAATH
Ha TpeAMET TOSBICHUS HEXelaTeIbHbIX
peaxnuii Ha JUTOKCHH, MOXKET NOTPeOOBaATHCS
CHW)KEHHE J103bl TUTOKCUHA'.

Juzonupamun Juzonupamun - nossilieHne | [IpoTuBonokazaHn Bo BpeMs M B TeueHHUE 2

xoHuenrparuu (11)*°

HEACIIb IIOCIIE JICUCHHUA HTPAKOHA30JIOM.

IToBeImIeH PHUCK TMOABJICHUA HEXKEIATCIIbHBIX
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peakimMii Ha JU3ONMHPAMU:  CEPbE3HBIC
APUTMHH, BKIFOYAs TaXUKApJIUIO MO THUITY

KIIAPYIT».

HodeTmmmn Hodetnmun Cuax (1), AUC (1) [IpotuBOIIOKa3aH BO BpeMsS W B TeUeHHE 2
HEeJeNb TIOCIE JICUCHUS HMTPAKOHA30JIOM.
[ToBBIIICH PHUCK TOSIBJIICHUS HEXKEJIATEIIbHBIX
peaknuii  Ha  JOQETHWIWA:  CEPhE3HBIC
JKEITYT0YKOBBIS apuTMUWY, BKJIFOUAs

TaXUKapAUIo 110 TUITY «KIIUPYIT».

JpoHenapon Hponenapon Cmax (111), AUC (1111)2 [IpoTuBonoOKa3aH BO BpeMs U B TeUCHUE 2
Helelb TMOCHe JICYCHHUS HMTPAKOHA30JIOM.
IToBeIIIEH PHUCK TMOABJICHUA HEKEIATCIIbHBIX
peakiMii Ha JPOHENAPOH: MPOJOHTAIMS
uatepBana QT wum cepreyHo-cocynucras

CMepTh.

XUHUUH XuauarH Cmax T, AUC 11 [IpoTtuBONOKa3aH BO BpeMsi U B TE€UCHHUE 2
HEJEeNb TIOCIE JIEYEHUS HMTPAKOHA30JIOM.
[loBBIIIEH pPHCK TOSIBIIEHUS HEXENATEIbHBIX
peaknuii  Ha  XUHUIWH:  TPOJIOHTAIHS
uaTepBara QT, Taxukapauss 1O THUILY
KIIUPYIT», TUIIOTCH3MU, CITYTaHHOCTb

CO3HAHUS U JEIUPUIL.

AHTHOMOTHKH
benaksunma benaxkBuinnH Cmax (<), AUC (1) B Teuenue | He pexomenayercs B TedeHue Oosiee dem 2
2 HeJlelb, OJIMH pa3 B CyTKH OCaKBUJIMHA® | HEJeb B JIFOOOM  MOMEHT  JICUCHHS
0eTaKBIIIMHOM B CBSI3H C ITOBBIIIICHHEM PUCKa
TIOSIBIICHUSI HEXKENATeNbHBIX peaknuid Ha
OeIaKBUINHS.
Hunpodnokcany | Utpakonazon Cmax T, AUC 1 [IpuMeHAT, ¢ OCTOPOXKHOCTHIO, HAOIIOATh
VH Ha TIpeIMET TOSBJICHUS HEXelaTeIbHBIX
OPUTPOMHUIIUH peaxiuit Ha HUTPaKOHA30J1, MOXKET
nmoTpedoBaThC CHUKEHUE JTO3bI
UTpaKkoHa30Jja.
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Knaputpomuin | Knaputpomuiivua - noBeIieHne | [IpuMEHATh ¢ OCTOPOXKHOCTHIO, HAOIIFOIATh
H KOHIIEHTpALKH (CTENEHb HEn3BeCTHA)™ Ha TpeAMET TIOSABICHHUS HEXelaTeIbHbIX
Hrpakonazon Cmax T, AUC 1 peaKImit Ha HUTPaKOHa30JI 1/Amn
KIApUTPOMUIIMH®, MOXET IOTpeboBaThCs
CHIDKEHHE 1036l UWTpPAaKOHA3oJa  W/WIn
KJIApUTPOMUIIMHA.
Henamanun Jenamanuy — noBbllIeHNe KOHIEHTpauu | [IpuMeHSITh ¢ OCTOPOXHOCTHIO, HaOMIOIAaTh
(crenenn HemsBecTHA)™ ° Ha TIpeAMET TIOSBJICHUS HEXelaTeJIbHbBIX
Tpumerpekcar | Tpumerpekcar - TOBBIILICHHUE | peakUuii  Ha  JAejaMaHH]/TpUMETpeKcarT,
KOHIIEHTPAIMK (CTENEHb HEU3BECTHA)™ ° MOXET MOTpe0OBaThbC CHIDKEHHE JI03BI
HTpaKkoHa3oa’.
N3onnaszun N3oHmna3ua: KoHIEHTpauus uTpakoHasona | He pexkomenayercs B TeueHue 2 Helenb 10 U
O e BO BpeMs JICUYEHHUS HTPAKOHA30JIOM, MOXKET
Pudammumiima Pudammumma: AUC urpakonasona ||| OBITH CHIDKEHa 3¢ (heKTUBHOCTH
UTPaKOHA30JIa.
Pudadytun Pudabyrnn — noBeimeHne KoHIIEHTpauu | He pekomenmyercs B TedeHue 2 HeJIENb 10, BO
(crenens HemsBecTHA)™ ° BpeMs U B T€UCHHUE 2 HeleNb IOCTe JCUCHUS
Urpakonazon: Cmax ||, AUC || UTpPaKkoHA30J0M.  BO3MOXHO  CHHXKEHUE
3¢ (heKTUBHOCTH HTPAKOHA301a ¥ TIOBHIIICHHES
pUCKa TMOABJIICHUSA HEKEIATCIIbHBIX peaKuHﬁ
Ha pu(aldyTHHC.
Tenurpomuuun | Y 30POBBIX noOpoBosiblieB: | [IpoTHBONOKA3aH MalMEHTaM C  TSDKEIBIM

TeTUTPOMHUIIUH Chax T, AUC 1

[Mpu T1soKETOM HapylieHUH (QYHKIUU
nouek: TenurpoMutiia AUC (11)*

[Mpu T1soKETOM HapylieHUH (QYHKIUU
MEYEeHU: TEIUTPOMHUIINH —

IIOBBIIICHHUEC

KOHIIEHTPALMH (CTENEeHb HEU3BECTHA)™ °

HapymeHneM (QyHKIMH TIeYSHU HITH [TOYEeK BO
BpeMs U B T€UeHHEe 2 HeNeb Mocie JICUeHUs
UTpaKoHa3zosioM. [1OBbIIIEH PUCK MOSIBIECHUS
HeKeNaTeNbHBIX PeaKINi Ha TEeMTUTPOMHIIMH,
BKJIIOYast MIEYEHOYHYTO TOKCUYHOCTb,
nposoHranuto uHTepBana QT m Taxukapauio
10 TUITY «ITHPYIT».

VY Ipyrux NanueHToB CIENyeT IMPUMEHSTH C
OCTOPOXHOCTBIO, HAONMIOAAaTh Ha MpeaMeT

IIOABJICHUA HECXKCIIATCIIbHBIX peaKLII/Iﬁ Ha
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TEJIUTPOMHIINH,  MOXET  TOTpeOOoBaThCA

CHIDKEHHUE T03BI TETUTPOMHUIIIHAS,

AHTHKOATYJSIHTHI M1 AaHTUTPOMOOTHYECKHE CPeICTBA

Anukcaban ArnmkcabaH Crax (1), AUC (1)* He pexkomenmyeTrcss BO BpeMs W 2 HeAenu

PuBapokcaban PuBapoxkcaban Cmax (1), AUC (1-11)? MocJie JICUEHUs WTPaKoHa30JIoM. lloBbIlieH

Bopamnakcap Bopanakcap Cpax (1), AUC (1) PUCK MOSBICHNS HEKENATENbHBIX peaKLIUi Ha
anukcabaH/puBapokcadban/Bopamakcap®.

Kymapunbt Kymapunbl (Hanmpumep, Bapdapun) — | [I[puMEHITH ¢ OCTOPOXHOCTHIO, HAOIIOAATH

(Hammpumep, MOBBIIIICHUE  KOHICHTpAIMK (CTENCHb | HA MPEAMET TMOSBJICHUS HEXENaTeIbHBIX

BapdapuH) Heu3BecTHa)™ peakiuii Ha KyMapUHBI/IIMIOCTA30JI, MOXKET

HumocTazon HmmocTazoir Cuax (1), AUC (11)? MOTpeOOBaTHCS CHIDKEHUE JT03bI KYMapHHOB/
LIHJIOCTA30J1a°.

Jaburarpan Haburarpan Cnax (11), AUC (11)* [IpuMeHATs ¢ OCTOPOXKHOCTHIO, HAOIIOIATh
Ha TIpEJAMET TIOSBJICHUS HEXKelaTeIbHbBIX
peaxiuit Ha nmaburarpa, MOKET
noTpeOOBaThCS CHIDKCHHUE JI03bI
naburaTtpaHa’.

Tukarpenop Tukarpenop Cmax (11), AUC (111)* [IpotuBOMOKa3aH BO BpeMs M B TEUCHHUE 2

HEJleJIb TI0CJI€ JIEUEHUS WUTPAKOHA30JI0OM.
HOBI)IIHCH pI/ICK TITIOSABJICHUA HCXKCIATCIIbHBIX
peaxkuui Ha

TUKarpeiaop,  Hampumep

KPOBOTEUYECHHH.

IIpoTuBoOCY10pOKHBIE CPEACTBA

Kapbamasenun | Konnenrpanus kap6amasenuna (1)*° He pexomenayercs B TeueHue 2 HeAemb 10, BO
KonuenTtpanus utpakonasona (| |)*° BpEeMs M B T€UECHHUE 2 HeJllelb IOCTe JeUeHUs

UTPAaKOHA30JIOM. D¢ dexTuBHOCTD

UTPAKOHA30JIa MOXET OBITh CHUKEHA B CBSI3U

c MOBBIILICHUEM  pHUCKa MOSIBJICHUS

HEXKEeNaTeNIbHBIX Peaklnii Ha KapOaMazenuH’.

®enobapouran | GenobapOuTan: koHueHTpauus | He pekomenayercs B TeueHue 2 HEAEIb 110, BO
urpakonaszomna (|} ])*° BpeMs U B TEUEHHUE 2 HEACNb MOCIe JICUSHUS

DEHUTONH ®ennroun: AUC urpakonaszona ||| WTPAaKOHA30JI0M. MOoXeT OBITh CHW)XKEHa

3¢ (HEeKTUBHOCTD HTPAKOHA30JIa.
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IporuBoauaGeTHUECKHE CPEICTBA

Penarmuang

Cakcariminrug

Penarmuang Cmax T, AUC 1

Caxkcarmmntul Cmax (171), AUC (11)*

[IpuMeHATE ¢ OCTOPOXHOCTHIO, HAOIIOIAThH
Ha TIpeIMeT TIOSBIICHHS HEXeIIaTeIbHBIX
peaknuii Ha  penariInHULY/ CaKCarJIUITHH,
MOXET TOTPeOOBaThCS CHUKCHHE  JI03bI

peHaFJ’II/IHI/II[a/ CaKCarjunTHUHA®.

AHTHTeJIbLMUHTHBIE, IPOTHBOTPHOKOBbIE H AHTHIIPOTO30MHBIE CPeICTBA

Aptemerep-
momedaHTpuH

XWHUH

Apremerep Cmax (11), AUC (11)°
Jromedantpu Cmax (1), AUC (1)?
XutuH Chax <>, AUC 1

[TpuMeHsTH € OCTOPOXKHOCTBIO, HAOMIOAATH
Ha TIpeAMET TIOSBJICHUS HEXelaTeJIbHbBIX
peaxkuui Ha apremerep-
moMehaHTpUH/XHHAH®, Crierudmaeckre
JNEWCTBHS ONMUCAaHBI B HWHCTPYKOUSAX 110

MIPUMEHEHUIO.

lamogantpun

lamogantpun - TTOBBIIIICHHE

KOHIEHTPALMH (CTENEHb HEU3BECTHA)™ °

[IpoTtuBONOKa3aH BO BpeMsi U B TE€UCHHUE 2
Helenb IO0C/e JICYEHUs HUTPAKOHA30JIOM.
[loBbImeH pUCK MOSIBICHHUS HEXKelaTeIbHbBIX
peaknMii Ha TanoQaHTPUH: MPOJIOHTALHS

untepBana QT u neTanbHbIE ApUTMHUH.

N3aBykoHa3on

MN3aBykona3on Ciax (<), AUC (111)*

[IpoTuBomoOKa3an BO BpeMs M B TEUEHHUE 2
HEeJelb II0CIE JICYEHUS HMTPAKOHA30JIOM.
[loBBIlIeH pHUCK MOSIBIEHUS HEXeNaTelbHbIX
peaknuii Ha M3aBYKOHA30J: HApyIIEHUS CO
CTOPOHBI TIE€YEeHH, peakuuu
TUIEPYYBCTBUTENEHOCTH u

3MOPHO(PETOTOKCUIHOCTD.

[Ipa3uxkBanTen

IMpasuxsanten Cmax (11), AUC (1)

HpI/IMeHHTB C OCTOPOXHOCTBIO, Ha6J'IIOILaTL

Ha TPpEeAMCT TMOABJICHUA HCKCIIATCIbHBIX

pGaKLII/Iﬁ Ha MMPa3nuKBAHTCII, MOXET
HOTpe6OBaTBC$[ CHMKCHUC J03bI
HpaBI/IKBaHTCHaC.

AHTHIHCTAMHUHHbIE cpeacrea

AcTtemMn3on

Actemuzoi Cax (1), AUC (11)

[IpoTuBomoOKa3an BO BpeMs M B TeUeHHUE 2

HEACIIb IIOCJI€ JICUCHHA HTPAKOHA30JIOM.
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[loBBIIIeH pHCK TOSIBIIEHUS HEXENaTEeIbHBIX
peaknuii  Ha  acTEMH30JI:  MPOJIOHTAIHS
uaTepBara QT, Taxwkapawss 1O THUIY

KIIHAPYIT» U APYTHUE KEITYyAOIKOBBIC apUTMHUU.

bunactun Bunactu Crax (11), AUC (1)* [TpuMeHsTH € OCTOPOXKHOCTBIO, HAOMIOAATH

D0acTuH 96actiH Cmax 11, AUC 111 Ha TpeaMeT TOSBICHUS HEXKelaTeIbHbIX

Pymaranun Pynaraaun — moBbIlIeHHEe KOHLIEHTPAIMU | peakiuid Ha OwiacTuH/30acTvH, pynaTaauHs,

a1t MOXET MOTpe0OBaThbC CHIKEHHE JI03BI

OwmactTuHa/30acTHHA, pyMaTaJnHa.

Muzonactun Muszonactit Cuax (1), AUC (1)? [IpotuBOmOKa3aH BO BpeMs M B TEUCHHUE 2
HeJeNb TIOCIE JIEUEHUS HTPAKOHA30JIOM.
[oBbIleH pHUCK MOSBICHHUS HEKelaTeIbHBIX
peaknMii Ha MMH30JIACTHH: IPOJOHTALMS
untepBana QT.

Tepdenannn Tepdenannn - noBbiieHue | [IpoTuBomnokaszan Bo BpeMsi U B TE€YCHHUE 2

KOHIIEHTpaIKH (CTENEHb HEN3BeCTHA)® Helenb IOC/e JICYEHUs HWTPAKOHA30JIOM.

[loBbImeH pUCK MOSIBICHHUS HEXKelaTeIbHbBIX
peaknuii Ha TepdEeHAOUH: MPOJOHTALMS
uatepBana QT, Taxukapaua 1o Ty
«IHPYIT» U APYTHUE KEITYT0UKOBBIE APUTMHUH.

IIpoTuBOMHUIPEHO3HbIE CPEACTBA

OneTtpunTan Onetpuntal Cmax (11), AUC (111)? [IpuMeHATh ¢ OCTOPOXKHOCTHIO, HAOIIONATh
Ha TIpeJIMET TIOSBJICHUS HEXelaTeIbHbBIX
peaxkuui Ha 3NIETPUNITAH®, MOKET
moTpeOOBaThC CHIKCHHUE JTO3BI
3JIETPUNTAHA.

AnKanouapl Ankanouzipl CHOpBIHBM — moBbIeHHE | [IpoTHBONOKa3aH BO BpemMst M B TeueHHe 2

CIIOPBIHBU KOHIIEHTpaIMK (CTENEHb HEn3BeCTHA)™ Helenb IO0Cie JICYEHUs] HUTPAKOHA30JIOM.

(zurugposprora [ToBbImeH pUCK MOSIBICHHUS HEKelaTeIbHbBIX

MUH, peaxuii Ha aJIKaJOUIbl CIIOPBIHBH, TAKHX KaK

SPrOMETPHH, 9ProTHU3M.

3ProTamHH,
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METHIIPrOMETP

YH)

IIpoTuBoOMyX0J€EBbIE MpPenapaTbl

Bopre3omutb Boprezomu6 AUC (1) He pekomeHnyercss BO BpeMs W 2 HeEACITH
Bpentykcumaba | bpenrykcuma6a Benorun AUC (1) Mocje JiedeHus: urpakoHa3zonom. [loBbliiieH
BEJOTHH PHCK NOSIBJICHUS HEXKENATENbHBIX PeaKiii Ha
Bycynbdan Bycynbsdan Crax T, AUC 1 IIPOTUBOOIYXOJIEBBIE IIPEMAPATHI®.
OproTHHUO OpnotuHUO Cmax (11), AUC (1)?
I'eputHNG leputnan®d Crax T, AUC 1 JomnonnurensHo:
Nmatunuo Nmatanb Crmax (1), AUC (1) st xaba3uTakcena, JaKe €CIM HU3MCHCHHS
Ukcabenunon HkcabenmnoH Cmax (<), AUC (1)* napameTpoB (hapMaKOKHHETHKH HE
Hunrenann6 Hunrenanu6 Cmax (1), AUC (1)* JIOCTUTAIM CTaTHUCTUYECKOM 3HAYMMOCTH B
[Tano6unoctar | ITanmoOmHOCTAT Cmax (1), AUC (1)* HCCIICIOBAHUH JIEKapCTBEHHOTO
[TonatuaNO ITonatnanO Cmax (1), AUC (1)* B3aMMOJCUCTBHS C  HH3KHMH  J03aMH
Pykcomutuan® | PykcomutuauO Cmax (1), AUC (1)? KCTOKOHA30jla,  HaOmomajgach  BBICOKas
Connpnerud Connnerud Cmax (1), AUC (11)* BapHUATHBHOCTH pEe3yIBTaTOB. Jost
Bannerann6 Bannerann6 Cpax <>, AUC 1 nOpyTrHHOa  cnenmuduyecKkue  AEUCTBUS
OTIMCAaHbI B UHCTPYKITUH 110 IPUMEHEHHIO.
Wnenanmucud Wnenamcn6 Cax (1), AUC (1)? [IpuMeHATs ¢ OCTOPOXKHOCTHIO, HAOIIOIATh
Hrpakonason - TIOBBINICHHE | HA TPEAMET IMOSIBIICHHUS HEXKeNaTelbHBIX
KOHIIGHTPAIlM B CBIBOPOTKE (CTENEHb | peakiuii Ha UTPAKOHA30IT u/nmm
Heu3BecTHa)™ uaenancuo’, MOXET noTpedOBaThCs
CHIDKEHHE  JI03bl  WTpaKOHa3olla  W/WIN
uaenanucuoa.
AxcuUTHHUO AxeutnHu6 Chax (1), AUC (11)? [IpuMeHATH ¢ OCTOPOXKHOCTHIO, HAOIIONATh
Bo3ytununb Bo3ytuanb Crax (111), AUC (111)* Ha TpeIMET TOSBICHHS HEXeJaTeIbHbIX
Kab6asurakcen Kab6aszutakcen Cmax (<), AUC («)? peakImit Ha MIPOTUBOOITYXOJICBBIC
Kabozantuan6 | Ka6o3aHTHHUO Cpax (<), AUC (1)* npenaparsl’, MOXKET moTpedOBaTHCS
Heputunn6 Heputnanb Cax (1), AUC (11)? CHI)KEHHE  J03bl  IPOTHBOOITYXOJIEBOTO
Kobumernnu6 Koboumernan6 Crax 11, AUC 111 npenapara.
Kpuzorunu6 Kpuzorunu6 Cax (1), AUC (11)*
JHabpadennd Habpadpennd AUC (1)*
JazaTnanu6 Hazatuan® Cmax (11), AUC (11)?
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Jlomerakcen Homerakcen AUC («»>-11)*
N6pyTuHNG Hopytnan6 Cmax (1111), AUC (1111)*
Jlamatnan6 Jlamatuan0 Cmax (11), AUC (11)?
Hunotuan6 Humotuan6 Chax (1), AUC (11)?
Onanapu® Onanapu® Cuax T, AUC 11
[Tazomann6 ITazomaan® Cuax (1), AUC (1)
CyHUTHHUO CynutnanO Crax (1), AUC (1)*
Tpabexreaun Tpabekrenut Cmax (1), AUC (1)
Tpactyzymad TpacTy3ymab SMTaH3WH — TIOBBILICHUE
SMTaH3UH KOHLIEHTPALMH (CTENEHb HEU3BECTHA)™ °
AJKanonIb! Ankanouapl OapBUHKA — TIOBBIIICHUE
OapBHHKA KOHIIEHTPAIMK (CTENEHb HEU3BECTHA)™ °
Peropagenuo AUC peropadennba (|| mo nanaeim s | He pekomenmyercst Bo BpeMss W 2 HeAeH
aKTUBHOTO KOMITOHEHTa)" MocIie JeUYeHUs UTPAKOHA30JI0M. MoXKeT OBITh
cHIKeHa Y3 PeKTUBHOCTH peropadennoa.
Hpunorekan WpuHOTEeKaH U ero akTUBHBIA MeTabonuT | [IpoTnBOmOKa3aH BO BpeMs U B TeUYEeHHE 2
— TIOBBIIICHWE KOHIIGHTpAaNWW (CTENEeHb | HellelNbh IIOCIe JICYSHHS] HTPAKOHA30JIOM.
HeM3BeCTHa)™ [loBBIIIEH pPHCK TOSIBIIEHUS HEXENATEIbHBIX
peaknuii Ha HPUHOTEKAH: MOTEHIMAIHHO
yrpoXKaromiasi JKU3HH MHEIOCYTIPECCHS H
Jaapest.
AHTHIICUXOTHKH, AHKCHOJUTHKH U CHOTBOPHBIE CPeICTBA
Anmpazonam Anmpazonam Cpax <>, AUC 11 [IpuMeHATH ¢ OCTOPOXKHOCTBIO, HAOIIOIATH
Apunumpaszon Apununpazoin Cmax T, AUC 1 Ha TpeIMET TOSBICHUS HEXeJaTeIbHbIX
bpotuzonam Bbpotuzonam Cpax <>, AUC 11 peaKuuii Ha aHTUIICUXOTUKHU, aHKCUOIUTUKU
bycnmpon Bycnupos Cuax 1111, AUC 1111 WIA CHOTBOPHBIE, MOXET TOTpebOoBaThCS
lanomepumon lamonepunon Cpax T, AUC 1 CHIDKEHUE JI03 ITUX MPernapaToB.
Munazonam Munazonam  (B/B) —  TIOBBIIICHHE
(8/B) KOHIIEHTpamuu 11°
[Tepocnupon ITepocnupoH Cmax 111, AUC 111
Kgernanun Ksernanu Crax (11), AUC (111)?
PamenTteon Pamenteon Crax (1), AUC (1)
Pucnepunon
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CyBopekcaHT

30MUKI0H

Pucniepuion - TOBBILIICHNE
KOHIeHTparuu 1°
CyBopekcaHT Crmax (1), AUC (11)?

3omukinoH Chax T, AUC 1

Jlypa3zunon

Jlypasunos Cmax (1171), AUC (111)*

[IpoTtuBOmOKa3aH BO BpeMs U B Te€ueHHUE 2
HEJeNb TIOCTE JICUCHUS UTPAKOHA30JIOM.
[ToBbIlIeH pUCK MOSABICHUS HEXKENaTeIbHBIX
peaknuii  Ha

JIypasuaoH: TUIIOTCH3HA,

HHpKyJ’IHTOpHLIfI KoJuiartic, TSKCIIBIC

SKCTpalpaMuIHbIC CUMIITOMBI, CyJOPOTH.

Munazonam

(mepopaibHO)

Munazonam

AUC 1111

(mepopasibHO)  Crax

111,

[IpotuBOmOKa3aH BO BpeMs M B TEUCHHUE 2
HEJeNb TIOCTE JICUCHUS MTPAKOHA30JIOM.
[ToBbIlIEH PUCK HOSABICHUS HEXKENAaTEIbHBIX
peakLuii Ha MUJA30J1aM: YTHETCHUE IbIXaHHUS],
OCTaHOBKa

cepana,  MPOJOHTHPOBAHHAS

cefamus 1 KoMa.

ITnmosun

IMumosun Crax (1), AUC (11)

[IpoTtuBONOKa3aH BO BpeMsi U B TE€UCHHUE 2
Helenb IOCJe JICYEHUs HUTPAKOHA30JIOM.
[loBbImeH pUCK MOSIBICHHUS HEXKelaTeIbHbBIX
peakuMii Ha THUMO3WJ: apuUTMHHU Cepila,

BO3MOXHO, CBS3aHHBIE C IIPOJIOHTaLUEH
uaTepBaia QT wu Taxukapaued Mo TUILY

«IUPYITY.

CepTunaon

CepTHUHIOM — MOBHIIICHUE KOHIICHTPAINH

(crenens nenssectHa)™®

[IpoTuBomoOKa3an BO BpeMs U B TeueHHUE 2
HEJeNb TIOCIE JIEUEHUS HTPAKOHA30JIOM.
[loBBIlIeH pHUCK MOSIBIEHUS HEXeNaTEeNbHbBIX
peakuMid Ha  CEepTUHIOJ:  MPOJIOHTALMS
uaTepBaia QT U Taxukapauss MO THILY

«IHPYIT.

Tpuazonam

Tpuazonam Cuax 1-11, AUC 11-1111

HpOTHBOHOKaBaH BO BpEMA U B TCUYCHUC 2
HEACIb TIIOCJIC JICUCHHA HTPAKOHA30JIOM.

[loBeImeH PHUCK TMOABJICHUA HCKCIIATCIIbHBIX
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peaxiuii Ha TpuazoyaM: CyI0pOTH, yTHETCHHS

JAbIXaHWsA, aHTHOOTCK, alTHOD U KOMa.

IIpoTBOBUpYCHBIE CPEACTBA

Acynanpesup (¢ | AcyranpeBup Cmax (111), AUC (111)* [IpumensTh c OCTOPOKHOCTBIO;
YCUJICHUEM) cnenr(uUecKkue IEHCTBUS  OMHCAaHBl B
Tenodosupa TenogoBup — MOBHIIICHHE KOHLEHTPALUN | HHCTPYKIUU o MPUMEHEHUIO
JM30MpPOKCHIa | (CTENeHb HEM3BECTHA)™ ° MIPOTUBOBHUPYCHOTO Mpemnapara.
¢ymapar (TDF)
bouenpesup BonenipeBup Cuax (1), AUC (11)? [IpuMeHATh, ¢ OCTOPOKHOCTBIO, HAOIIO/IATh
Htpakonazon - TIOBBINLICHHE | HA TPEAMET IMOSIBIICHUS HEKEeNIaTebHBIX
KOHIEHTPALMH (CTENEHb HEU3BECTHA)™ ° peaxiuit Ha UTPaKOHA30I u/unm
Oomenpesup®, MOXET moTpeboBaThCS
CHIDKEHHE JI03b1 UTPaKOHA30J1a.
Crneunduyeckne EHCTBUS  yKa3aHBl B
MHCTPYKLUH 10 IPUMEHEHUIO OoLenpeBUpa.
KobGummcrar KobGummcrar - noBeIieHne | [I[puMeHsATs ¢ OCTOPOXKHOCTHIO, HAOIOIATh
KOHIIEHTpaLMK (CTETNEHb Hen3BecTHa)™ Ha TpeAMET TIOSBICHUS HEXelaTeIbHbIX
Hrpakonazon - MOBBILICHUE | peaKkUui Ha HUTPaKOHA30J1, MOXET
KOHIIEHTPAIMK (CTENEHb HEU3BECTHA)™ ° noTpe6oBaThCs CHIDKCHHUE JI03bI
WTpPaKOHA30J1a.
HakmatacBup HaxkmatacBup Cmax (1), AUC (11)* [IpuMeHATH ¢ OCTOPOXKHOCTBIO, HAOIIOIATH
Banunpesup Banumpesup Cmax (111), AUC (111)* Ha TpeIMET TOSBICHUS HEXeJaTeIbHbIX

peaknmMii  Ha  JaKJIaTacBHpP/BaHHIIPEBUDS,

MOXET HOTpGGOBaTI)CH CHMI)KCHHEC  J1O3bI

JlaKJIaTacBUpa/BaHUIIPEBUPA.

Hapynaup  (c

YCUIICHUEM)

docamnpeHaBu
p (c ycuieHueM
PUTOHABHUPOM)

Tenanpesup

YCUNeHHbI PUTOHABHPOM JapyHaBUP:

Cumax utpaxonasona (11), AUC (11)*

VY cuneHHbIi PUTOHABUPOM
tdocamnpenaBup: Crax UTpakoHazomna (1),
AUC (11)*
TenanpeBup: Cmax HUTpakoHazona (1),
AUC (1)

HpI/IMeHHTB C OCTOPOXHOCTBIO, Ha6J'IIOILaTL

Ha TPpEeAMCT TMOABJICHUA HCKCIIATCIbHBIX

peaKuHﬁ Ha HUTPAKOHA30I, MOXET
HOTpe6OBaTBC$[ CHMKCHUC J03bI
HUTpaKOHa30J1a.
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DIBHUTETPABUP OnBurerpaBup Cmax (1), AUC (1) [IpuMeHATE ¢ OCTOPOXHOCTHIO, HAOIIOIAThH
(ycuneHHsli) Utpakonazon - NOBBIICHUE | HA IIPEOMET IOSIBIICHHUS HEXKEIaTeNbHbIX
KOHLIEHTPALMH (CTEIeHb HEU3BECTHA)™ peaKImit Ha HUTPaKOHA30IT 1/
aNBUTErPaBUp (YCUICHHBIN PUTOHABUPOM)®.
Moxer noTpeboBaTbCi CHIXEHHE 03Bl
UTPAaKOHA30JIa; CM.  HHCTPYKLHUIO IO
MPUMEHEHUIO 3JIBUTErPaBHpA.
Odasupens Odasupens: Cmax uTpakonazona |, AUC | | He pekomenmyercs B TeueHUe 2 HENENb JI0 U
Hesupanun: Cpax uTpakonasona |, AUC | Bo  BpemMs  JieueHHs  HTPaKOHA30JIOM.
Hesupanun 1 O¢dhekTHBHOCTh HUTpPaKOHA30JIa MOKET OBITH
CHIDKEHA.
KomOunanus: On6acBup Cmax (<), AUC (1)? [IpyMEHAThL ¢ OCTOPOKHOCTBIO, HAOIIOATh
OnbacBup/ I'pazonpeBup Cpax (<), AUC (11)* Ha TIpeIMeT TIOSBICHUS HEXelaTebHBIX
I'pazonpeBup peakuii, CBSI3aHHBIX C  COBMECTHBIM
npuMmeneHueM®. Crnenuduyueckne AeUCTBUS
yKa3aHbl B MHCTPYKIMU 110 NPHUMEHEHHIO
abacBUpa/Tpa3onpeBupa.
KomMOunHarms: I'mexanpeBup Cmax (11), AUC (11-111)* [IpuMeHATs ¢ OCTOPOXKHOCTHIO, HAOIIOIATh
I'mexanpesup/ ITubpentacBup Cmax (<> - 1), AUC («»>- | Ha TIpeAMET TOSBICHHUS HEXKEIaTeIbHBIX
[MuGpenTacBup TT? peakuuid, CBSI3aHHBIX C  COBMECTHBIM
npumeHenuem®. Crenuduueckne aeHcTBUs
YKa3daHbl B HWHCTPYKIUHM 110 TPHUMCHCHHIO
riieKanpeBUpa/ mHOpEeHTaCBUpPA.
WNupuHaBup KoHnuenTpanus urpakonasona 1° [IpuMeHATH ¢ OCTOPOXKHOCTHIO, HAOIIONATh
NuaunaBup Cpax <>, AUC 1 Ha TpeIMEeT TOSBICHUS HEXeJaTeIbHbIX
peaxiuii Ha UTPAKOHA30JI W/WIIM UHIUHABHDS,
MOXET TMOTpeOOBaThCS  CHIKCHHE 103
UTPaKOHA30J1a W/WIN MHIUHABUDA.
Mapasupox MapaBupok Cmax (11), AUC (111)? [IpuMeHATH € OCTOPOXKHOCTBIO, HAaOIIOAATH

Ha TIpeAMET TIOSBJICHUS HEXelaTeJIbHbIX
peaknuii®. MoxxeT moTpeOoBaThCSI CHUKEHHUE

J03bI MapaBUPOKa.
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KombOunanms:
OmbuTacsup/
[Taputanpesup/
PuronaBup/c
JHacabyBupom

i 0e3 HEro

Urpaxonaszon Cax (1), AUC (11)*
OwmburacBup Crax (<), AUC (1)
IMapuranpeBup Cmax (1), AUC (11)?
PuronaBup Chax (1), AUC (1)
HacabyBup Cmax (1), AUC (1)*

[IpuMeHATP ¢ OCTOPOXKHOCTHIO, HAOIIOIATh

Ha NOpEeaAMET IMOABJICHUA HECKCIATCIbHBIX

peaKImit Ha HUTPaKOHA30IT 1/
MPOTHBOBHPYCHBIE  CpEJICTBa’. Moxer
noTpedoBaThCs CHIDKCHHUE JI03bI
uTpakoHazoma. Crermupudeckue IAeHCTBUSA

YKa3aHnbl B HHCTPYKHUAX I10 HNPUMCHCHHIO

9TUX NpCIapaToB.

PuronaBup Hrpakonazon Cmax (1), AUC (11)? [IpuMeHATHL ¢ OCTOPOKHOCTBIO, HAOJIOIATh
PurtonaBup Cmax (<), AUC (1)? Ha TMpeaMeT TOSABICHUS HEXKeNIaTeNbHbIX
peaknuii Ha UTPAKOHA30J W/UIIK PUTOHABUDE.
MoxeT TOTpeOOBaTbCS CHIKCHHE JI03BI
utpakoHaszona. Crenuduueckue ACHCTBUS
ONHCaHbl B HMHCTPYKIHUU II0 TPHUMEHEHHUIO
pUTOHABHUpA.
CakBuHaBHP CaxBunaBup (06e3 ycunmeHUs)) Crax 17, | [IpUMEHATE ¢ OCTOPOXKHOCTBIO, HAOIIOIATH
AUC 1M Ha TpeaMeT TMOSBICHUS HEXeNlaTeIbHbIX
Htpakonazon (c YCUIICHHBIM | PEaKIIHii Ha UTPAKOHA30J U/WIIA CAaKBHHABHP®.
cakBHHABUPOM) Cpax (1), AUC (171)* MosxeT mnoTpeOoBaTbCs CHUKCHHE JO3BI
utpakoHazona. Crenuduueckne AeUCTBUS
ONHCaHbl B HMHCTPYKIHU II0 TPHUMEHEHUIO
CaKBHMHABHpA.
CumenpeBup Cumenpesup Cmax (171), AUC (111)* He pexomMeHnayercs BO BpeMs U B TCUCHHE 2

HEACIIb NOCJIC JICUCHUS UTPAKOHA30JIOM.

Bera-610xaTopbI

Haponon

Haponon Crax 11, AUC 11

[IpuMeHATh € OCTOPOXKHOCTBIO, HAOMIOAATH
Ha TpeAMET TIOSBICHUS HEXelaTeIbHbIX
peakuii Ha Hago101°. MOXeT moTpeGoBaThCs

CHHMIXCHHEC O03bI HAA0JI0JIA.

BJIOK&TO[)LI KaJIbIIMEeBbIX KAaHAJIOB

benpunun

BerI/I,Z[I/IJ'I — MOBBINICHUEC KOHIICHTPAlUH

(crenens nemssectHa)™®

HpOTHBOHOKaBaH BO BpEMA U B TCUCHUC 2
HEACIIb IIOCIIE JICUCHHUA HTPAKOHA30JIOM.

IToBeImIeH PHUCK TMOABJICHUA HEXKEIATCIIbHBIX
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peaknuii Ha OCNMpHAWI, TaKMX KaK HOBas
ApUTMUS W IKENyIOYKOBas TaxXUKapIus II0

THUILY «ITUPYITH.

Juntunazem JwuntrazeM 1 UTpaKOHA30I — TOBEIIIeHHe | [I[pUMEHSITh ¢ OCTOPOXHOCTBIO, HAOIIOAATH
KOHIIEHTpaLKy (CTENEHb Hen3BecTHa)™ Ha TIpeAMET TIOSBJICHUS HEXelaTeIbHbIX
peaknuii Ha UTPAKOHA30JI M/ IUITHA3EMS,
MOXET MOTpe0OBaTbC CHIKEHHE JI03BI
UTPaKOHA30J1a W/UJIH AUITHA3EMA.
denogunux ®enonunuH Crax 111, AUC 111 [IpoTuBOmOKa3aH BO BpeMs U B TeUeHUE 2
Jlepkanuaunua | Jlepkanununua AUC (1111)* HENENb TI0CJI€ JIEUEHUS HWUTPAKOHA30JI0OM.
Huconnunun Huconaumud Cmax (1111), AUC (1111)* [ToBbImIeH PUCK MOABICHUS HEXKEIATEIhHBIX
peaknuii Ha TUTUAPOIIUPUAUHBL: TUIIOTCH3HS
1 iepuhepruuecKrii OTeK.
Hpyrue JurugponupuanHEl  —  TOBBIMIEHUE | [[pUMEHSTh ¢ OCTOPOXHOCTHIO, HAOIIOAATh
JUTHAPONMPHUIN | KOHLEHTPALKH (CTENeHb Hen3BecTHa)™ Ha TIpeIMeT TIOSBICHUS HEXelaTebHBIX
HBI peaknuii Ha TUTHAPONUPUANHE/BEparaMui’,
Bepanamun Bepanamuin — noBbIieHHEe KOHIIEHTPAIIUH | MOXKET  TIOTPeOOBAaTbCA — CHIDKEHHE 703

(cTenens HemssecTHA)™ ®

TUTHIPOTTUPHUINHOB/BepanaMuia.

Pazauunsbie cpen

CTBAa /15 JieyeHusl 3a00J1eBaHuii cep)leqﬂo-cocy)mcmﬁ CHUCTECMBbI

ATnHCKUpeH
Puonurynar
Cunnenagun
(mms  nedeHwus
JIETOYHOM

TUIEPTEH3UH)

Tamanadun (s

AmuckupeH Crax 111, AUC 111
Puonurynat Cmax (1), AUC (11)*
Cunpnenadui/tananaduia — TOBBIIICHUE
KOHIIEHTpAIMK (CTEeHb HEM3BECTHA, HO
3 ekt MoxeT ObITh 00JIee BRIPAKEHHBIM,
coolmieHo st

yeM YPOJIOTHYECKUX

cpencts)®®

He pexomMeHnayercs BO BpeMs B B TCUCHHE 2
HEeJeNb TIOCJe JICUEHHUS] HTPaKOHA30JI0M".
[ToBbIIeH PUCK TOSBICHUS HEXEIAaTeIhHBIX

peaxiuii Ha cepAeYHO-COCYAUCTRIN Ipenapar.

JICUEHUS

JIETOYHOHN

THIIEPTEH3UH)

bozenTtan Bozentan Crax (11), AUC (11)* [IpuMeHATH € OCTOPOXKHOCTBIO, HaOMIOAATH
I'yandanun I'yandaun Cnax (1), AUC (11)? Ha TIIpeIMET TOSBJICHUS HEXENATEeNbHbIX

peakuuii Ha Oo03eHTaH/TyaH(paMH®, MOXET
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HOTpGGOBaTBCﬂ CHIMJKCHHC J03bI

0o3eHTaHa/TyaHdpaIHa.

WBabpagma

MBabpagut Cmax (11), AUC (111)

[IpoTuBOomOKa3aH BO BpeMs M B TECUCHHE 2
HeJIenb IMOCNe JIEYeHUs HTPAKOHA30JIOM.
[oBbImeH pHUCK MOSIBICHHUS HEKelaTeIbHbBIX
peakumii Ha  uBaOpaaWH, TaKUX  Kak
GuOpmwIAIMs  TpeAcepanid, Opaaukapaus,
CHHYyCOBasi OCTaHOBKa cepAua u Oiokazia

cepana.

Panonazun

Panonasus Cmax (171), AUC (11)*

[IpoTuBonokazan Bo BpeMs M B Te4eHUE 2
Hezlenb II0C/E JICYEHUs HUTPAKOHA30JIOM.
IToBeIIIEH PHUCK TMOABJICHUA HEKEIATCIIbHBIX
peakuMii Ha  paHOJA3WH, TaKUX Kak
nposionrauus uHtepBana QT u moueuynas

HCIO0CTAaTOYHOCTD.

Kontpaunentusnbie cpeacrsa’

uenorect HuenorecT Cmax (1), AUC (11)* [IpuMeHATs ¢ OCTOPOXKHOCTHIO, HAOIIOIATh

Ynunpucran VYaumpuctan Cmax (11), AUC (1171)? Ha TIpeIMeT TIOSBICHUS HEXelaTelbHBIX
peaknuii Ha KOHTpALENTUBHBIE CPEICTBA;
crierMpuUecKkue  JCUCTBUS  YKa3aHbl B
HMHCTPYKITUSIX 1o MIPUMEHEHUIO
JIUEHOTeCTa/yIUIIPUCTAIA.

JAuyperuxku

O1miepeHoH OmiepeHoH Cax (1), AUC (1171)? [IpoTtuBOMOKa3aH BO BpeMsS M B TEUCHHUE 2

HEACIb IIOCJIE JICUCHHA HTPAKOHA30JIOM.
[ToBeImeH PHUCK TOSABJICHUA HEKCEIIATCIIbHBIX
peaKuHﬁ Ha SIIJICPCHOH, TaKHX KakK

TUICpKaJIUCMU U THIIOTCH3U.

)KeJIy,IIO'-IHO-KI/IHJe'-IHLIe cpeacrsa

ArnpenuraHt
Jlonepamun

Herynurant

Amnpenurant AUC (111)?
Jlonmepamust Ciax 17, AUC 11
Herymutant Cmax (1), AUC (11)*

[IpuMeHATH € OCTOPOXKHOCTBIO, HAaOMIOAATH
Ha TpeIMET TOSBICHHUS HEXENATeIbHbIX
peakiuit Ha

arpenuTaHT/IonepaMu I/ HETY MU TAaHT®, MOXKET
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MOTPeOOBATHCS CHIDKEHHE JIO3BI
arpenuTaHTa/ JIonepaMuIa.
Crneundurdeckue OeHCTBHUS UII HETYNUTAHTA

MPEACTaBJICHbI B MHCTPYKIIUH.

Huzanpun m3anpun — moBbIIeHUe KOHIEHTpaiuu | [IpoTuBonOKa3aH BO BpeMs U B TCUYCHHE 2
(crenensb HensectHa)™® HEeJeNb TIOCIE JICUCHUS HMTPAKOHA30JIOM.
[ToBBIIIICH PHUCK TOSIBIICHUS HEXKEJIATEIIbHBIX
peakiuii Ha IU3aNpH]l, TAKHUX KaK TSOHKEIbIC
CEPIICYHO-COCYTUCTRIC SIBIICHUS, BKJIFOYas
nposonranuio uHTepBana QT, cepwe3Hble
JKCITYJOYKOBBIC apUTMUH U TaXHUKAPAWUIO I10

THITY «ITHPY3T».

Homnepunon Homnepunon Cmax 11, AUC 11 [IpoTtuBOmOKa3aH BO BpeMs U B TeueHue 2
Helenb IOCJe JICYEHUs HUTPAKOHA30JIOM.
[loBbImeH pUCK MOSIBICHHUS HEXKelaTeIbHbBIX
peaxnuii Ha JOMIIEPUIOH, TAKUX KaK TSDKEbIE
JKEIIyIOYKOBbIE ~apUTMHU W BHE3amHas

cep/ievHast CMepTh.

CpenctBa  gus | Utpakonaszodn: Cmax ||, AUC |] [IpuMeHsATh C OCTOPOKHOCTBIO IIPEMAPATHI,
CHIDKEHUS CHIDKAIOIINE KUCJIOTHOCTh HKEIyJIKa,
KHCJIOTHOCTH HampuMep, Takue HeUTPaIN3yIoIie KUCIOTY
KeyIKa CpEJICTBA, KaK ANIOMHHHSA TUAPOKCUMA, WU

HOJABJISAOLINE BBIpabOTKY KHCIIOTBI

npenapaTsl, HampuMmep, aHTaroHUCThl Ho-
pelenTopoB W HMHTHOUTOPH  MPOTOHHOM
noMrbl. [Ipy  OTHOBPEMEHHOM JieUEHHH
HEUTPaIU3YIONIUMH KHUCIIOTY CpEICTBAMH,
HampuMep, ATIOMHUHUS THIPOKCUIOM, UX
ciexyeT MpUHUMATh MO KpalHel mepe 3a 2
yaca J0 WIM yepe3 2 dyaca IOcCiie Ipuema
KaricyJa urpakoHaszona (cMm. pazzen «OcoObie

YKa3aHUs»).
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Hamoxceron Hamoxceron Cmax (111), AUC (1111)* [IpotuBOIIOKa3aH BO BpeMsS M B TEUCHHUE 2
Helenb IMOCNe JIEYeHHs HTPAKOHA30JIOM.
[ToBBIIIEH PUCK TOSBICHUS HEXKENaTeIbHBIX
peakiuii Ha  HAJOKCEroJd, TaKMX Kak
CHMITOMBI OTMEHBI OITHOHIOB.
Saccharomyces | S. boulardii — cHmxenne xononuzanuu | He pexomeHmyercss BO BpeMs W 2 HEAETH
boulardii (cTeneHb HEM3BECTHA) mnoce JICUCHUS HUTPAKOHA30JIOM.
OddextuBHocts S. boulardii MoxkeT OBITh
CHIDKEHA.
HNMmyHoOcynpeccopbl
Byneconun Byneconun (mns uaransamuii) Cmax T, AUC | IIpuMeHSITh ¢ OCTOPOXHOCTBIO, HaOIIOAaTh
11; Oymeconun (mpyrume ¢oOpMBI) — | HA TIpeaMET TOSBIEHHUS HEXeIaTeIbHBIX
NOBBIIICHHE KOHIEHTPALMH (CTENCHb | pEakUMii HAa HMMYHOCYIIPECCOPBI, MOXKET
HeM3BeCTHa)™ moTpedoBaThCS CHIDKEHHUE JIO3BI
Huxneconunn Hukneconnn (s uHTanAmuin) Cmax (11), | AMMyHOCYTIpECCOPA.
AUC (17)*
Hukmocnopux Hukmocmopur  (B/B) —  TOBBIIIEHUE
KOHIEHTpauy <> — 1°
Hukmocopur  (apyrue  dopmbl)  —
MOBBIIIIEHHE  KOHIEHTpAIu  (CTETeHb
Heu3BecTHa)™
JexcameTa3on HexcametazoH Cpax < (B/B) 1
(nepopanbho), AUC 11 (B/B, HepopasibHO)
OnyTukazoH (g WHTAIAUWN)  —
@DyTHKA30H TOBBINIEHNE KOHIIEHTpanuu 11°
OnyTukazon  (HasaibHas — Qopma) —
NOBBINIEHNE KOHIEHTparuu (1)*°
Metunnpenan3oiaoH (mepopaidbHO) Cumax
Metunnpenuus | 1-11, AUC 11
OJIOH MerunmpenuuzonoH (B/B) AUC 11
Takponmumyc  (B/B) —  TIOBBILICHUE
Taxponumyc KOHIIEHTparuu 1°

35




COOTE

II.-
i
| i

ICTBYET QRCHEFTHOMY QTYETY
ot 16.10.2025 N2 25934

}WCNEOOBATENBHOCTE 0003)

Takponumyc  (nepopanbio) Cmax (11),
AUC (11)

Temcupommmyc | Temcuponumyc (B/B) Cmax (11), AUC (11)*

OBeponumyc OBeponuMyc Cmax (11), AUC (1111)? He pexomenayeTcst BO Bpemsl I B T€UCHHE 2
Cuponumyc Cupomumyc Cmax (171), AUC (1111)* HENENb MOCJE JIEYEHHUS WTPAKOHA30JIOM".
(panmamMuIiH) [ToBBIIICH PHUCK TOSIBJIICHUS HEXKEJIATEIIbHBIX

peakiuii Ha YBEPOIUMYC/CHPOIIUMYC.

IIpenapatsl, peryiupyiomue ypoBHH JUIHI0B

ATtopBacTaTHH

AtopsactaTuH Ciax <>-11, AUC 1-11

[IpoTuBOMOKa3aH BO BpeMsi U B TeucHHE 2
HeJenb IMOCNe JIEYEHHs HMTPAKOHA30JIOM.
[ToBBIIIEH PUCK MOSBIICHUS HEKENaTeIbHBIX
peaKkIuii Ha JJOBaCTATHH/CUMBACTATHH, TAKHAX
KaK MHOMATHs, PabIOMHUOIIN3 M OTKIOHEHHS
mabopaTOpHEIX  TapaMeTpoB hyHKITIH

IICYCHU.

Jlomuranug

Jlomuranug Cmax (1111), AUC (1111)°

[IpoTtuBONOKa3aH BO BpeMsi U B TE€UCHHUE 2
Helenb IOC/e JICYEHUs HUTPAKOHA30JIOM.
[loBbImeH pUCK MOSIBICHHUS HEXKelaTeIbHbBIX
peaKum‘/'l Ha JJOMHTAIIU A, TaKux Kak
IIEYCHOYHas TOKCUYHOCTbD u TsKEI1ast

KCITYAOYHO-KUIIICYHAsA PCaKIIUA.

JloBacTtaTun

CuMBacTaTh

JloBactatut Cmax 71171, AUC 1111
Cumsacratil Cmax 1111, AUC 1111

[IpoTuBomoOKa3an BO BpeMs U B TeueHHUE 2
HEJENb II0CIE JICYEHHS MTPAKOHA30JI0M.
[loBBIlIeH pHUCK MOSIBIEHUS HEXeNaTebHbIX
peakiuii Ha JIOBaCTaTHH/CUMBACTATHH, TAKUX
KaK MHONAaTusi, pabJOMHUOJIN3 U OTKIOHEHUS
n1a00paTOPHBIX apaMeTpoB ¢$byHKUINN

IICYCHH.

HecTeponqule NMPOTUBOBOCHAIUTECJAbHBIEC CPEICTBA

Menokcukam

MenokcukaM Crax ||, AUC |

[IpuMeHATH € OCTOPOXKHOCTBIO, HAaOIIOAATH
Ha TpeAMET CHIKEeHH 3(PQPEKTUBHOCTU
MEJIOKCHKaMa, MOXET noTpeboBaThCs

KOPPEKIHUS J03bI MEJIOKCHKaMa.
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PecnnupaTopHbie cpeacTBa

Cammerepon

Canmerepoa Cmax (1), AUC (1111)*

He pexomennyercss Bo BpeMs W 2 HEAETH
IocIe JICYEeHUS HTpaKoHa30joM. [loBwImeH
PHICK TIOSIBJICHUS HEeXKEIaTSIbHBIX PEaKITnii Ha

canmMerepon’.

CeJlIeKTUBHEBIE

HHTHOMTOPHI  O0paTHOro 3axBaTa

AHTHACNPECCAHTDI

CepOTOHHHA,

TPUUUKIHYECKHE MU JApyrue

PebokceTrnn

Bennagakcun

PebokceTriH Cmax (<), AUC (1)
Bemnadaxcut Crax (1), AUC (1)?

[TpuMeHsTH € OCTOPOXKHOCTBIO, HAOMIOAATH
Ha TpeIMEeT TOSIBICHUS HEXKeNaTeNbHbIX

peakiuii  Ha  peOOKceTHH/BeHma(akcHHC,

MOXKET HOTp€60BaTI>C5I CHMI)XCHUC 7103

pebokceTnHa/BeHIadaKCHHA.

Ypoaornueckue

npenaparbl

ABanadnn

Asanadui Crax (11), AUC (1111)*

[IpoTtuBONIOKa3aH BO BpeMsi U B TE€UCHHUE 2
Helenb IOC/e JICYEHUs HUTPAKOHA30JIOM.
[loBbImeH pUCK MOSIBICHHUS HEXKelaTeIbHbBIX
peaknuii Ha aBaHaWII, TAKHX KaK MPUAIIN3M,
HapymeHus 3pC€HHA W BHE3allHasA IIOTCPA

ciyxa.

JlanmokceTuH

HamnokceTnH Crax (1), AUC (1)

[IpoTtuBOMOKa3aH BO BpeMs M B TEUCHHUE 2
HEJleJIb TI0CJI€ JIEUEHUS WUTPAKOHA30JIOM.
[ToBblllIEH PUCK TMOSABJICHUS HEXKEIATENbHBIX
peakuuidi Ha JanoOKCEeTHH, TakKuX Kak
OpTOCTaTUYECKAasl TUIIOTEH3US U BU3YaJIbHbIE

3¢ deKTHI.

Hapudenarnua

Bapnenadun

Japnenamni Coax (111), AUC (111
Ty
Bap;[eHaq)I,m Cmax (TT), AUC (TTTT)a

He pexomenayercs BO BpeMmsl M 2 HeIelu
1ocje JieueHuss UTpakoHa3onoM. lloBwimieH
PHCK HOSIBJICHUS HEXXENATENbHBIX PEeaKINid Ha

napudenanus/BapaeHapun’.

Hyrtacrepun

Nmunadenanux

OxcnOyTHHIH

Jlyractepu| — MOBbIIIEHHE KOHIIEHTPAIIUH
(crenens nemssectHa)™®

Mvmnaderanudt Crnax T, AUC T

[IpuMeHATL ¢ OCTOPOXKHOCTHIO, HAOIIOIATh
Ha TIpeIMeT TIOSBICHHSI HEXEIaTeIbHBIX
peaknuii Ha YpOJOTHYECKHE TIpernapaTsl’,
MOXET CHIDKEHHUE

OTPeOOBATHCS JTO3BI
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Cunnenapun
(3peKTHIIbHAS
TUCYHKIINS)
Tanamadur

(3peKTHIIbHAS

michyHKIMA U

OxcnOyTHHUH MTOBBIIIICHHE
KOHIeHTparuu 1°

Cunnenapun Coax (11), AUC (17-1111)°

Taﬂaﬂafbl/ln Cmax (T), AUC (TT)a

YPOIOTUYECKOTO npernapara.
Crneundurdeckie ASWCTBUSA 1O TyTaCTEPUIY
yKa3aHbl B HHCTPYKIIMH T10 €r0 MPUMEHEHUIO.
Jns cunpenadmra u Tamanaduima CM. TakKe

paznen «Ocolble yKazaHUsmD).

JO0OPOKAaYECTBCH
Has
THIEPILIa3 st
NpecTaTeNbHON
JKEJIe3bI)
Tonreponun
Tonteponut Chax (1-11), AUC (11)* y nunt
co cinadbiM Metabomm3zmom CYP2D6
Y nenadun
VYaenadun Cmax (1), AUC (11)?
de3oTepoauH ®ezorepoauH Crax (11), AUC (11)* [IpoTuBoMOKa3aH MaIMieHTaM C HapyIICHHEM
(YHKIMY MEYCHU WU MOYEK OT CPeJHEH N0
TSOKETONW CTENEHH TSDKECTH BO BpeMs U B
TeueHWe 2  HemeNb  IMOCNe  JICUCHHS
UTpaKoHa30JoM. [1OBBIIIEH PUCK MOSBICHUS
HE)KETaTeNbHBIX Peakiuii Ha (e30TepoIHH,
TaKUX KaK TAKEIBIC aHTUXOJHUHECPIrU4CCKUe
a¢dexThl. [IpUMEHSATh ¢ OCTOPOXKHOCTBIO Y
JPYTUX TalMeHTOB: HAOMIOJATh Ha MpeIMeT
IIOABJICHHUA HEXKCJIIATCIIbHBIX peaKHI/Iﬁ Ha
de30TepouH®,  MOXET  MOTPeOOBATHCS
CHWDKEHHUE J103bI (Pe30TeporHa.
Commdenanyx Comudenanut Cmax (1), AUC (171)? [IpoTuBOIIOKa3aH MAIMEHTaM C HapyIICHHUEM

(YHKLIMU TIOYEK TSDKEJIOW CTENeHH WM C
HapylmeHneM (QYHKLIWHU T€YEHU OT CpeqHen

TSAXKCCTH 00 TSDKEJIOH CTEIICHH BO BpEMA U B
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TCUCHHUC 2 HCICIb mocCJic JICUCHUA

WUTpaKoHa30JI0M. [IOBBIIIIEH PUCK MOSBICHUS
HEe)XXeNaTeNbHBIX Peaknuid Ha COJM(eHalrH:
AHTUXOJMHEPTHUECKHC a3 peKTsI u
nposonranus uHTepBasia QT. IlpumeHsaTs ¢
OCTOPOXKHOCTBIO Y JAPYTUX TMAIMEeHTOB,

Ha6J'IIOI[aTI) Ha npeamMeT TIOABJICHUS

HE)KeNaTeNIbHBIX peakiuii Ha coludeHanuH®,
MOXET MOTpeOOBaThHCS

CHMO)KCHHEC  JO3bI

conugeHaInHa.

JApyrue npenapa

Thl B JICKAPDCTBCHHLIC CPEACTBA

AJUTPUTHHONH
(mepopaJbHO)
Kab6epromun

Kanunabuonmsr

unakanpner

AmarputuaorH Cray (1), AUC (1)?

Kabepromma Cmax (11), AUC (11)?
Kannabuownpt — MOBBIIICHHE
KOHIICHTpAIIMH, CTCNICHh HEH3BECTHA, HO
BeposTHO (11)*

HHHaKaﬂBHeT Cmax (TT), AUC (TT)a

[TpuMeHsTh € OCTOPOXKHOCTBIO, HAOIIOAATH
Ha TpeAMET TOSBICHUS HEXelaTeIbHbIX
peakiuit Ha
ATUTPUTHHONH/KaOepToH/KaHHAOMOU b1/

MOXET

[MHAKaJBLET, moTpeboBaThHCS

CHIDKEHHE /103 3TUX Ipenaparos’.

Komxunuu

KOHXHHI/IH Cmax (T)a AUC (TT)a

IIpoTuBONOKa3aH MaMEHTaM C HapyLICHHEM
(YHKIMY TOYEK WIIM TMEeYEeHH BO BpPEMs U B
Te4yeHne 2  Hemenb  Iocie  JICYeHHS
UTpaKoHa3zosioM. [1OBbIIIEH PUCK MOSIBIECHUS
HEeXXeNaTeNbHBIX peakiuil Ha KOJXMIIWH:
CHIDKEHHE CEepJICYHOro BBIOpOCa, apUTMHUHU

pecnupaTopHbIi

cepana, AUCTPECC nu

YIHETCHUE KOCTHOTO Mo3ra. He
PEKOMEHAYCTCA APYTHUM MalUCHTaM BO BPEMs
U B TedeHWe 2 HeNEeIb I0CIE JEYECHUS
uTpaKoHa3oioM. IIOBBIIIEH PUCK MOSBICHUS

HCXCIIAaTCIIbHBIX pCaKLII/Iﬁ Ha KOJ'IXI/ILII/IHC.

OnuriaycraTt

CYP2D6 EMs: Cuax dmuraycrara (11),
AUC (1)

IIpoTuBONOKa3aH mNalMEHTaM C CHIIBHBIM
MmetabonusmoM CYP2D6 EMs, noiyvaromym

MOILIHBI WJIM  yMEpPEHHBIH  HMHTHOUTOP
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bonee BBIPA)XCHHOC TIOBBIIICHUEC

OXHJAaeTcd y I CO CPEeIHUM WIH

cl1abbIM MeTa00IIN3MOM CYP2D6

IMs/PMs w® 1npu  OTHOBPEMEHHOM

npuMmeHeHun narnouTopa CYP2D6.

CYP2D6, a Taxxke ManmueHTaM CO CPEIHUM
wm cradeiM Metabomuzmom CYP2D6 Bo
BpeMs M B T€UEHHUE 2 HEJeNlb MMOCIie Teparuu
UTpaKoHa3oyioM. [1OBBIIIEH PUCK TOSBICHUS
HEXKENATENbHBIX PEaKIUil Ha JIIUTIYCTar:
nposoHranus uHTepBaioB PR, QTc w/mmm

QRS, a

HpI/IMeHSITI) C OCTOpPOXKHOCTBIO Yy JHIl C

TaKXEC CCpACYHBIC ApUTMHUHU.

cunbHBIM - MeTabommsmoM CYP2D6  EMs,

HaOMOaTh  HAa  TPEAMET  MOSBJICHUS

HE)KEJIaTeJIbHBIX PEaKIMi Ha >JIUIIycTar’,
MOXET MOTpeOOBaThCs

CHMO)KCHHEC  JO3bI

SJIAriycrara.

AJIKanouIst

CIIOPBIHBU

Anxanonapl CIIOPBIHBM — TIOBBIIIEHUE

KOHLIEHTpALMK (CTENEHb Hen3BecTHa)™ P

[IpoTHBONOKa3aHEl BO BpeMsl U B T€UCHUE 2
Helenb IO0C/e JICYEHUs HUTPAKOHA30JIOM.
[loBbImeH pUCK MOSIBICHHUS HEKelaTeIbHbBIX
peaxnuii Ha aJIKaJOUIbl CIIOPBIHBH, TAKUX KaK
3protusM (cM. Takxke «IIporuBoMurpeHo3Hsie

CpPE/ICTBAY.

TI'ananTamun

lanaatamue Chax (1), AUC (1)?

HpI/IMeHHTB C OCTOPOXHOCTBIO, Ha6J'IIOILaTL
Ha TPpEAMCT TMOABJIICHUA HCKCIIATCIbHBIX
MOXET

peaxkuui Ha rajJjaHTaMuHS,

moTpedOBaTHC CHIKCHHUE JTO3bI

raJJaHTaMHHa.

HBakadrop

Ueakadrop Cmax (11), AUC (111)*

[IpuMeHSITh C OCTOPOXKHOCTBIO, HAOIIOIATH
Ha MpEeAMET TMOABJIICHUA HCKCIATCIbHBIX
uBakadtop®,

peaxkuui Ha MOXET

MOTPeOOBATHCS CHUKEHHE J03bI MBaKa(Topa.

JlymakadTop/

uBakagTop

HBakapTop Cumax (11), AUC (11)*

JlymakadTop Cmax (<), AUC («)?
Hrtpakonason - CHIDKEHHE
KOHIICHTPAIIMH, CTEEeHb HEU3BECTHA, HO,

BEPOATHO |||

He pekomenyetcs B TeueHue 2 HeJenb 10, BO
BpeMs U B TEUEHUE 2 HEAENb MOCIe JICUECHUs
Bo3moxHo

HUTPAKOHA30JIOM. CHHMIKCHUC

3(1)(1)CKTI/IBHOCTI/I HUTPAKOHA30Jia, BO3PACTACT
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PHUCK ITOABJIICHUSA HEXEIIATCIIbHBIX pCaKHI/Iﬁ Ha

nBakaTop®.
AHTAroHMCTBI pelenTOPOB Ba3olpeccuHa
Konusantan Konusanrat Cmax (11), AUC (1111)* He pexomennyercs BO BpeMs M 2 HeEAENnH
Tonsanran Tonsantad Cmax (11), AUC (111)* [IOCJIE JIEYEHUs UTPaKOHa30J0M. [loBblmieH

PHUCK NOABJICHUSA HEKCIIATCIIbHBIX peaKHI/Iﬁ Ha

KOHHUBAIITAH/TOJIBAIITAH®,

Mo3zaBanTan Mo3zaBanTat Cmax T, AUC 11 [IpuMeHATHL ¢ OCTOPOKHOCTBIO, HAOJIOIATh

Ha MPpEAMCT TMOABJICHUA HCKCIATCIbHBIX

peaxkuui Ha MO3aBanTaH®, MOXET
moTpedoBaThCS CHIDKEHHUE J03BI
MO3aBanTaHa.

Ilpumeuanue

Cpennee MOBBILIEHUE KOHLIEHTPALUU:

1: <100 % (< 2 paza);

11:100—400 % (= 2 paza u <5 paz);

111:400-900 % (= 5 pa3 u < 10 pag);

T11:> 10 pas.

Cpennee CHMKEHHE KOHLEHTPALIUK:

1: <40 %;

11:40-80 %;

111> 80 %.

OtcyTcTBHE YpdekTa: <.

Jns ommcanust >¢dexrta (cpeaHsis KOJIOHKA) yKa3aHO Ha3BaHHWE HCXOAHOTO JIEKAPCTBEHHOTO
BEIIECTBa, Jaxke eciu AP(PEeKT OTHOCUTCS K aKTUBHOMY KOMIIOHEHTY WJIM aKTHBHOMY METa0OJUTY
IpOJIeKapcTBa.

& Jlns mpemapaTroB CO CTpelIKaMH B CKOOKaxX OIIEHKa OCHOBaHAa Ha MEXaHHU3ME JIEKapCTBEHHBIX
B3aMMOJICHCTBUI ¥ WHPOPMAIMM O KIMHUYECKUX JIEKAPCTBEHHBIX B3aUMOJICHCTBUSAX C
KETOKOHA30JIOM WM ApyruMu MouiHbiMU uHruoutopamu CYP3A4 w/unu unruburopamu P-
rmkonporenHa win BCRP, a Taxke Ha JaHHBIX MOJICIMPOBAHUS, KIMHUYECKHUX CIIy4aeB W/HWIIA
AKCIIEPUMEHTOB in Vitro. [{ns Ipyrux mepeyucieHHbIX MpPEernapaToB OLIEHKAa OCHOBAHA Ha JIAHHBIX
KJIIMHUYECKHX JIEKAPCTBEHHBIX B3aUMOJICHCTBUI Mpenapara ¢ UTPAKOHA30JI0M.
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b TTapameTps! (hapMAKOKMHETHKH HE YCTAHOBIICHBI.
“ CBs3aHHBIE C MpPEMapaTOM HEXKeJATEeIbHbIE JICKAPCTBEHHBIC PEAKIUU MPEACTABICHBl B
COOTBETCTBYIOIIEH HHCTPYKIUU IO TPUMEHEHHUIO.
%

- uaru6utopsl CYP3 A4 (Bkitouast UTpaKOHA30J1) MOTYT MOBBIIIATH KOHIICHTPAIIUIO TOPMOHAIBHBIX
KOHTPAIENITUBOB B IJIa3ME KPOBH.

Jemu

.HeKapCTBeHHBIe BSaHMOHCﬁCTBHﬂ HN3YYCHBI TOJIBKO Y B3POCJIbIX.

Oco0ble ykazanust

Bausanue na oeamenvnocms cepoua

B wuccrnenoBanuu Ha 3J0pOBBIX J0OPOBOJIBLIAX WTPAKOHA30J7a [UIsl BHYTPUBEHHOTO BBEACHUSA
OTMEUAJIOCh TpeXoJsiiee OSECCUMIITOMHOE yMEHbIleHHe (pakiuu BBIOpOca JIEBOTO JKEIyJ04Ka,
HOpMaJIM30BaBIeeCs 10 CIeAylomerd WHPY3uH uTpakoHazona. KimHudeckas 3HAYMMOCTh
MOJTYYCHHBIX JIaHHBIX [ IEPOPABHBIX JIEKAPCTBEHHBIX (DOPM HEM3BECTHA.

HtpakoHa3on o0iagaeT OTpULATENbHBIM HMHOTPONHBIM 3ddekrom. Coobmanocs o ciaydasx
XPOHUYECKON CepJICYHON HEIOCTaTOYHOCTH, CBA3AHHBIX C MPUEMOM HUTpakoHa3ona. [Ipu cyTouHoit
no3e 400 Mr umTpakoHazojia B CYTKH HaOJIIOManochk 0Oojiee YacToe BO3HUKHOBEHUE CEPACYHOM
HEIOCTaTOYHOCTH; TPHU MEHBIINX CyTOYHBIX J]03aX TAKOW 3aKOHOMEPHOCTH BBISIBIICHO HE ObLT0. Prck
BO3HMKHOBEHUSI XPOHHUYECKOW CEPCYHON HEJOCTATOYHOCTH TPEAIIONOKUTEIHFHO MPOIIOPIHOHATIECH
cyrouHoi poze. IlpemapaTr He cieayeT NpUHUMATh MAIlMEHTaM C XPOHHUYECKOM CepaeyHON
HE/IOCTaTOYHOCThIO WJIM C HaJMYMEM 3TOr0 CHUMIITOMOKOMIUIEKCA B aHaMHe3€, 3a MCKIIOYEHHEM
CllydaeB, KOTJIa BO3MOXKHAs TI0Jb3a 3HAYUTENBHO TIPEBBINIACT TOTEHIHMAIbHBIN puck. [Ipu
WH/IMBUIYaIbHOW OIIEHKE COOTHOIICHHS TOJB3bI M PUCKA CIIEAyeT MPUHUMATh BO BHUMaHUE TaKue
(bakTopbl, KaKk CephE3HOCTh MOKAa3aHUI, PEeXKUM JTO3UPOBAHMS M MHIWBUIYaTbHBIE (PAKTOPBI pUCKa
BO3HUKHOBEHUS CEPJCYHOM HEIOCTaTOYHOCTH (MIIeMHuyeckass OOJe3Hb Cepila, I[OpaxeHus
KJIAITAHOB, OOCTPYKTHBHBIE OOJIE3HU JIETKHUX, NOYEYHass HEIOCTaTOYHOCTh W Jpyrue 3a00JeBaHMS,
COTPOBOKAAIOIINECS OTeKaMH). TakuX MalMeHTOB HEOOXO0AUMO MPOMH(POPMHUPOBATE O MIPU3HAKAX U
CHUMIITOMaX XPOHHYECKOW CepAeyHON HEJOCTATOYHOCTH M CIEAUTH 3a UX IOSIBICHUEM BO BpeMs
Kypca nedenus. [Ipu nosiBieHn# mo1o0HBIX MPU3HAKOB MTPUEM MpenapaTa He0OX0AUMO MPEKPATHUTb.
Yrpoxaromue KH3HH apUTMHUH CepJlia W/MIM BHE3aIHash CMEPTh OTMEUYAIMCh Y TMAIMEHTOB IPH

OIHOBPECMCHHOM IMPUMCHCHHUU UTPAKOHA30Ja U METaJ0Ha.
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brokaTopsl KanbIMEBBIX KaHAJIOB MOTYT O0JIaJaTh OTPHUIATEILHBIM HHOTPOIHBIM 3(PHEKTOM,
KOTOPBIA MOXET OBITh AIJUTHBHBIM 1O OTHOWIEHUIO K 3(ddekTy mrpakonazona. Kpome Toro,
UTPAKOHA30J1 MOKET HHTHOMPOBATh METa00IN3M OJIOKATOPOB KalbIIMEBIX KaHAIOB. ClieZI0BaTENILHO,
CJICAYET MPOSIBIISATH OCTOPOXKHOCTH IMPH OJJHOBPEMEHHOM NPUMEHEHUN UTPAKOHA30J1a U OJIOKATOPOB
KaJIbI[MEBBIX KaHAJOB M3-32 MMOBBIIICHUS PUCKA 3aCTOHHOM CepIeYHON HEAOCTATOYHOCTH.
Jlekapcmeennvle e3aumoodeiicmeus

OMHOBpPEMEHHBIN TpPHUEM HEKOTOPhIX JICKAPCTBEHHBIX IPENapaToB C HMTPAKOHA30JIOM MOXKET
NPUBECTH K W3MEHEHHI0 3()()EKTUBHOCTH WUTPAKOHA30JIa W/WIM OJHOBPEMEHHO IPUMEHIEMBIX
JICKapPCTBEHHBIX IPEIapaToB, K BOZHUKHOBEHUIO OMACHBIX IS KU3HU MOOOYHBIX PEAKIHA W/WIH
BHE3aImHOU cMepTH. [Ipenaparsl, KOTOpPBIC HENb3s MPUHUMATH OJJHOBPEMECHHO C HTPAKOHA30JIOM, HE
PEKOMEH/IOBAaHHBIC  JUIS  OJHOBPEMEHHOTO INPHUMEHEHHWS W/WIM  PEKOMCHIIOBAHHBIC IS
OJTHOBPEMECHHOTO TPUMEHCHHUSI C HWTPAKOHA30JIOM C OCTOPOXKHOCTBIO, IMEPEUYHCICHBI B paslelie
«B3anMopelicTBHE C IPYTUMU JICKAPCTBEHHBIMH CPEICTBAMI.

Ilepekpecmuasn cunepuyecmeumenbHoCmy

JlaHHBIC B OTHOIICHUU HAJIMYHUs TIEPEKPECTHON TUIIEPUYBCTBUTEILHOCTH MEXY UTPAKOHA30JI0M H
JNPYTUMHU TPOTUBOTPUOKOBBIMH CPEIICTBAMH C a30JIbHOW CTPYKTYpOH (M3 TPYIIBI a30JI0B)
orpaHuueHbl. [Ipy HATUYUK TUTIEPUYBCTBUTECIILHOCTH K JIPYTUM a30J1aM CIIEIYET C OCTOPOKHOCTBIO
Ha3HAYaTh HTPAKOHA3OIL.

B3zaumozamensemocmep

He pexkoMeHnayercsi B3auMo3aMeHseMOe MPUMEHEHHNE MpenapaToB UTPAKOHA30JIa B JIEKApPCTBEHHBIX
dbopMax: Kamncysbl U pacTBOP Ui IPUEMA BHYTPb BBUAY TOTO, YTO IKCIO3UIIUS UTPAKOHA30JIa BhIIIIE
IIPH €T0 IPUMEHEHUH B (popMe pacTBOpa JUIs IpUeMa BHYTPb, 4eM B JOpME KaICyJI, JaXKe PU MpueMe
OJIMHAKOBBIX 703 UTPAKOHA301a.

CHudicennan KUci0muocms Hceiay0ounozo coKa

[Tpu CHIKEHHOM KUCIOTHOCTH JKETYJOUHOTO COKa abcopOIust UTPaAKOHA30J1a U3 KaTCyJl HapyIIaeTcs.
[TarimeHTaM CO CHIYKEHHOM KHCIOTHOCTBIO YKEITyTIOYHOTO COKa BCIIEICTBUE 3a00JIeBaHUs (HalIpuMep,
y TIAIUEHTOB C aXJOPTHPHEH) WU BCJICICTBHE NMPUEMa JICKApCTBEHHBIX MPenapaToB (Hampumep,
JIEKaPCTBEHHBIX CPENICTB, MOJABISIONINX KEIYyJIOYHYIO CEKPEIMI0) PEKOMEHAYETCs] MPUHUMAThH
UTPAKOHA30J1 B KaIlCyJiax OJJHOBPEMEHHO C KHCIBIMU HAMTUTKaMH (TAaKUMU KaK HEIUEeTUYeCKas KoJa).
CrnemayeT KOHTPOJIHMPOBATh MPOTHBOTPHOKOBYIO AKTHBHOCTH IIperapaTta W yBEJIWYUBATH J03Y

UTPAKOHA30J1a IPU HEOOXOIUMOCTH.
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Bnusanue na ¢pynkyuro neuenu

B oueHp penkux ciydasx Npu NPUMEHEHUM WTPAKOHA30Ja Pa3BUBAJIOCh TSXKEJIOE TOKCUYECKOE
NOPaXCHUE IE€YCHM, BKIIIOYAs HECKOJIBKO CIIy4acB OCTPOM II€YEHOYHOH HEIOCTATOYHOCTH C
JeTalbHbIM UCXO0A0M. B O0NBIIMHCTBE ClydaeB 3TO MPOUCXOAMIIO C MAUEHTAMH, Y KOTOPBIX YyXKe
UMeNNCch 3a00JIeBaHUs II€YEHHU, Y NALMEHTOB C JIPYTMMH TSKENbIMU 3a00JI€BaHUSIMH, KOTOPBIM
UTPAKOHA30J7 OBbLI Ha3HA4YeH JUIA JICUCHHUS CHCTEMHBIX 3a00JeBaHMN, a TakXKe y NalUeHTOB,
HOJyYaBIIMX JApPYrHe JIEKAPCTBEHHBIE CPEACTBA, O0JaJarolIMe IeNaTOTOKCHUYECKUM JEHCTBHEM.
OpHaKo y HEKOTOPBIX MAI[MEHTOB HE ObUIO COITyTCTBYIOIIMX 3a00JI€BaHUI WM OYEBUIHBIX (PAKTOPOB
pUCKa B OTHOLLIEHUM MOpa)keHWs MedeHu. Heckonpbko TakuX cilydaeB BO3HUKIM B MEPBBIA MeECSI]
Tepanuu, a HEKOTOPbIE — B MEPBYIO HEAENIO JeUeHUs. B CBsI3U € 3TUM pEeKOMEHyeTCs PEryJsipHO
KOHTPOJMPOBATh (PYHKIIHMIO NIEYEHH Y AlIUEHTOB, MOJIyYaIOIMX TePANI0 UTPAKOHA30JI0M. B ciydae
BO3HUKHOBEHHUSI CUMIITOMOB, NPEATNOJAaraloliuX BOZHUKHOBEHHE IE€NAaTUTa, & UMEHHO aHOPEKCHH,
TOITHOTBI, PBOTHI, CIA0OCTH, OOJIM B JKMBOT€ W MOTEMHEHHS MOYH, HEOOXOIMMO HEMEICHHO
NPEKpPaTUTh JICUCHHE M TPOBECTH HCCIIeAOBaHHE (YHKIMU NedeHH. llanymeHTaM ¢ TOBBIIICHHOM
AKTUBHOCTBIO TEYEHOYHBIX (EPMEHTOB, 3a00JIeBaHUMEM II€YeHM B AKTUBHOW (aze win mpu
IIEPEHECEHHOM TOKCHUYECKOM IIOPaKEHUU II€YEHU BCIEIACTBUE IpUEMA APYIHX IpPENnaparoB HE
ClelyeT Ha3HayaTh JICYEHHE UTPAKOHA30JIOM, 32 HCKIIOUEHUEM TEX CIydaeB, KOIJla OXHUAaeMas
M0JIb3a IMPEBBIIIACT MMOTEHIMAJIbHBIM PHUCK TOpaK€HUs MeueHu. PekoMeHayercs NpOBOAUTH
HaOJII0JIEHUE 3a YPOBHEM JIaOOpAaTOPHBIX MapaMeTpoB (YHKIUU IEYEHU Yy MalMEeHTOB C YK€
UMEIOIIMMCS HapylleHueM (YHKIMU MeYeHH MM MAlMeHTOB, Y KOTOPBIX OTMEUYAINUCh MPOSBICHUS
TeNaTOTOKCUYHOCTH  JPYTMX JIEKApCTBEHHBIX CpPEACTB. MTpakoHa30ll  IPEUMYIIECTBEHHO
MeTabonu3upyeTcs B neueHu. [1ockobKy y MalueHToB ¢ HapyUeHUsIMH (YHKIUU NT€YEHH MOJHBIN
Nepuoj TMOJTYBBIBEACHHUS] HMTPAKOHA30JIa HECKOJBKO YBEIMYEH, PEKOMEHIYETCS OCYIIECTBIISTh
KOHTPOJIb KOHLIEHTPAIM MTpaKoHAa30Jla B IJIa3Me€ KPOBU M IPU HEOOXOIUMOCTH KOPPEKTHPOBAThH
J103y IIpenapara.

Hapywenua ¢pynkyuu nouek

JlaHHbIe 10 TPUMEHEHUIO UTPAKOHA30J1a Y MallMEHTOB C HApYIICHUAMU (PYHKIIMH TTOYEK OTPaHUYEHBI,
y HEKOTOPBIX MAaIlMEHTOB C HEAOCTATOUYHOCTHIO (DYHKIMHU MOYEK IKCHO3MIIUS UTPAKOHA30JIa MOXKET
ObITh CHMXeHa. [loaToMy TakMM mNalMeHTaM cjelyeT Ha3zHadaTh MpenapaTr ¢ OCTOPOXKHOCTBIO.
PexkoMeHnayeTcssi OCyIIECTBISATh KOHTPOJIb KOHLEHTpPAllMd HUTpPaKoOHa30jla B IUIa3Me€ KPOBU U IpU

HEO0OXO0JUMOCTH KOPPEKTUPOBATH J03Y Ipernapara.
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Hayuenmut c ummynooegpuyumom

BronocTymHOCTS UTpaKOHA30/Ia MPU TEPOPATHLHOM MPUEME MOXKET OBITh CHIKEHA y HEKOTOPBIX
MAIMEHTOB C HAPYIIEHHBIM UMMYHHUTETOM, HAIIPUMED, y MalMEHTOB ¢ HEUTPONEHHEH, MAIUEHTOB CO
CIIMloM uiy epeHecInX ONepaIyio 0 TpaHCIIaHTaIluu opraHoB. TakuM oOpaszoM, 103a J0HKHA
OBITH CKOPPEKTUPOBAHA B 3aBUCUMOCTH OT KIIMHUYECKOW KapTUHBI y 3TON TPYMIIbI MAIIUEHTOB.
Ilayuenmul ¢ cucmemHbIMU ZPUOKOGLIMU UHPEKUUAMU, NPEOCACAIOUUMU YZPO3Y HCUSHU
BcenenctBue  papmMakOKMHETHYECKMX — XapakTepUCTHK  (cM. pazgen  «DapMaKOKUHETUKA»)
UTPaKOHAa30J1a B BUJIE KAaIICyJl €ro MpUMEHEHNE He peKOMEHAYEeTCs Ui Hayaa JIEYeHHs] CHCTEMHBIX
MHKO30B, MPEICTABISAIOMIUX YTPO3y KU3HU MAIUCHTOB.

Hayuenmut co CIIH/[om

Jledamuii Bpau OJKEH OILIEHUTh HEOOXOAMMOCTh Ha3HAYCHHsI ToJIiepKuBatomieit Tepanuun y BUY-
uH(UIUPOBaHHBIX ManueHToB, uMmeromux CIIN]I, y KOTOpBIX CyIIECTBYEeT PUCK PELUIUBA, PaHEe
MOJTyYaBIIUX JICYCHUE TI0 TTIOBOTy CUCTEMHBIX TPHOKOBBIX HH(EKITHIA.

Ilpumenenue ¢ neduampuueckoil npakmuke

[TockonbKy KIMHUYECKUX JAaHHBIX O TMPUMEHEHHMH UTPaKOHA30lIa Yy JeTedl HeJ0CTaTOYHO,
pPEKOMEHIyeTCsl Ha3HavyaTh Impenapar AeTSIM TOJIbKO B Clydae, €Cii BO3MOXKHAsSI M0JIb3a OT JICYCHUS
MPEBBINIAET MOTEHIIUATBHBIN PUCK.

Kenwunvt 0emopoonozo eo3pacma

JKenmunuaMm JETOPOJAHOTO BO3pacTa, MNPUHUMAIOIIMM IpenapaTr, HEO0OXOAMMO HCIIOIb30BaTh
aJIeKBaTHbIE METO/Ibl KOHTPALIEI[MU HA MPOTSHKEHUH BCETO Kypca JICUEHUs BIUIOThH /10 HACTYIUICHUS
MEPBOIl MEHCTPYaALIUU MTOCIIE 3aBEPIICHUS €r0 TPUMEHEHUSI.

Ilepughepuueckan neiipponamus

Jleyenue cnemyer MpeKpaTuTh MPH BOSHUKHOBEHUHU MEpUPEpUUECKOM HEUPOIIATUH, KOTOPAsi MOXKET
OBITH CBSI3aHA C IPUEMOM HTPAKOHA30JIA.

Cucmemmnoie KaHOU003bl

[Ipu cucTeMHBIX KaHAWA03aX, TMPEANOJIOKUTEIHHO BbI3BAHHBIX (PIIYKOHA30J-PE3UCTEHTHBIMU
mrammamu Candida, Henb3si TPEANOI0KUTh YyBCTBUTEIBHOCTh K UTPAKOHA30ITy, CJIEIO0BATEIbHO,
PEKOMEHTyeTCsl IPOBEPUTH YyBCTBUTEIBLHOCTh MEPE]l HAYaJIOM TEPATUU UTPAKOHA3OJIOM.
Ilayuenmut noxcunozo éo3pacma

JlaHHbIE MO TPUMEHEHWIO UTPAKOHA30ja VY TMAIMEHTOB IMOXKHWJIOTO0 BO3pacTa OTPAaHUYCHBI.

PeKOMeHJIyeTCSI HasHa4YaThb Iperapar TOJIBKO B Cliydac, €CJIM BO3MOXKHaA I10JIb3a OT JICYHCHUA
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COOTBETCTBYET QRCHEFTHOMY QTYETY

NPEBbIIIACT MOTECHIMAIBHBIN pUCK. B 1enom pexoMeHayeTcs mpu 1moadope A03bI Ui MalueHTOB
MOXKUJIOTO BO3pacTa 00paTUTh BHUMAHHME HA YaCTOTY CHIDKEHHS (DYHKIIMHU MTEYECHH, TOYEK, CePIICIHO-
COCYAMCTOM CHCTEMBI U COMYTCTBYIOIIMX 3a00JI€BaHUI WU APYTOi JIEKapCTBEHHON Teparuu.
Ilomepa cayxa

Coo0m1aioch 0 BpeMEHHOM HITM CTOWKOMW MOTepe CIIyXa y MalUeHTOB, MPUHIUMAIOIINX UTPAKOHA30.
B HEKOTOpBIX cydasx moTeps ciayxa IpOHCXOo/uia Ha JOHE OHOBPEMEHHOT'O IPHEMa C XUHUIMHOM
(eMm. pazgensl «IIpotuBomokazanus» u 4.5 «BzaumopeiicTBue ¢ JIpyrUMH JIeKapCTBEHHBIMU
cpenctBamu»). Ciyx OOBIYHO BOCCTaHABIMBAETCA IOCIE OKOHYAHHUS TEpPAlUU HUTPAKOHA30JIOM,
OJIHAKO Yy HEKOTOPBIX MAallMEHTOB MOTEPs CllyXa HeoOpaTuMma.

Cnocoonocmp K 3auamuio

B nccnenoBaHusax Ha )KMBOTHBIX OTMEYAllaCh PEIPOyKTUBHAS TOKCHYHOCTh UTPAKOHA30JIa.
Mykoeucyuoo3 (kucmo3suwiit puopos)

Y MmanueHTOB € MYKOBHUCIHUAO030M (KHCTO3HBIM (UOpOo30M) HabOm0gaIach BapuaOeIbHOCTh
KOHLEHTPAllUu UTPaKOHa30J1a B IJIa3M€ KPOBU IIpHU MPUMEHEHUN UTPaKoHa3osa B (opMe pacTBOpa
JUTSI IpYeMa BHYTpPb B J103€ 2,5 MI/kr 2 pa3a B cyTku. Kak ciencrBue, TepaneBTHYECKasi paBHOBECHAS
KOHIIEHTpAIUsl UTPAKOHA30J1a B MJ1a3Me KPOBH MOXKET HE JIOCTUraThCsl. PaBHOBECHBIE KOHIIEHTPAIUH
> 250 HI/MIT JOCTUTATUCH PUOIM3UTENHHO Y 50 % manmueHToB crapiie 16 JeT u He JOCTUTATUCH HU
y ogHoro nanueHta miaame 16 net. [Ipu oTcyTcTBUM OTBETa Ha TEPANUIO0 UTPAKOHA30JIOM B BUJIE
KaricyJ1 cielyeT pacCMOTPETh BO3MOXHOCTh IEPEX0/1a Ha aJbTEPHATUBHYIO TEPAIUIO.
Bcnomozamenvnoie éengecmea

[TanMeHTam ¢ peaKo BCTpeyarollelcsi HAaclIeICTBEHHON HENmepeHOCUMOCTbIO (PPYKTO3bI, TIHOKO30-
raJlakTO3HOM ManbaOcopOIuel min 1epuiuuToM caxapasbl-u30MabTas3bl HE CIeAyeT IPUHUMATD 3TOT
npemnapar.

JlanHblil mpenapat coAaepkUT MeTunaparuapokcuoensoar (E218) u nponunmaparuapokcudeH3oar
(E216), koTOopbie MOTYT BBI3BIBATH AJIEPTUUECKUE PEAKIIUHU (B TOM YHCIIE, OTCPOUYCHHBIE).

Jannsiil mpenapaTt conepkuT kpacutenb nyHUoBbI (ITonco 4R) (E124) m kpacutens a3opyOuH
(xapmyasun) (E122), koTopbie MOTYT BBI3BIBATh AJNIEPTHUECKUE PEAKITUH.

JlaHHBIN Tpenapar CoIep:KUT MeHee | MMOJIb HATpHs Ha CYTOYHYIO J03Y (4 Kamncyibl), TO €CTh IO

CYTH, HE COAECPKUT HATPHS.

BiausiHue Ha CMOCOOHOCThH YHIPABJIATH TPAHCHIOPTHBIMHU CPEACTBAMU, MEXAaHU3IMAMMU
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WccnenoBanus MO M3y4eHMIO BIUSHHUS JeKapcTBeHHOro mpenapara Kammutpan® Ha cnoco6HOCTH
YIPaBIATH TPAHCIIOPTHBIMU CPEJICTBAMU M pabOTaTh ¢ TEXHUKOW HE MpoBoIwiIMCh. HeoOxoanmo
IIPUHUMATh BO BHHMMAaHHE BO3MOYKHOCTb BO3HUKHOBEHHUS HEKEJIATEIbHBIX pPEAKUUN, TaKUX KaK
TOJIOBOKPY>KEHUE, HapylleHHe 3peHus u moteps ciyxa (cM. pasnen «Ilob6ounoe neiictBuey). [Ipu
NOSIBJICHUH OIMCAHHBIX HEXENATENIbHbIX PEAKIUI CleIyeT BO3JEPKATbCSl OT BbIIOJHEHUS

YKa3aHHbIX BUIOB ACATCIBHOCTH.

®opma BBINLYCKA

Kancynsi, 100 mr.

[To 4, 6 unm 7 Karcys B KOHTYpHYIO STYeiKOBYI0 ynakoBky u3 [IBX u amromuaneBO# (osbru.
Kaxxnyro KOHTypHYIO SYEMKOBYIO YIAKOBKY IOMEIIAIOT B 3alasHHBIA MakeT U3 ajtojamMuHara. |
NaKeT, copepkaiui 4, 6, 7 KarcyJ1, Wi 2 MakeTa, COAepKalluX 7 Karcyi, BMECTE ¢ MHCTPYKLUEH 110

MMPUMCHCHHUIO TIOMCHIAIOT B KAPTOHHYIO ITAYKY.

Cpok rognocTu
2 roga 6 MecsIEB.

He INPUMCHATD IIPCIiapar 1o HCTCUCHUU CPOKa I'OAHOCTH.

YciaoBus XxpaHeHUs
XpaHUTb B CYXOM, 3allMIIIEHHOM OT CBETa MECTE MpHU TeMriepatype He Boite 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIS IETE€ MECTE.

YcaoBust ornycka

OTnyckaroT 1o penenty.

Jlep:kaTe/ib perucTPallMOHHOIO YA0CTOBEPeHUsl

Nuanus

I'neamapk ®@apmacbroTukains JItn.

B/2 Maxanakmmu Yembep3, 22 bxyna0xait lecait Poan, Maxanakmmu, Mym6aii-400026.
Tenedon: +91 22 4018 9999

®Paxkc: +91 22 4018 9986

OnektpoHHas nouta: complianceofficer@glenmarkpharma.com
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IIpousBoaurenn

Nunna

I'neamapk d@apmacwsrotukans Jita.

VYyacrok Ne E-37-39, D-Poyn, kopmnopanusi NpPOMBIIUIEHHOTO pa3BUTHUsS InTaTta MaxapamrTpa,

Carnyp, Hamnk-422007.

Opranu3anusi, (PUHUMAOIIAS NPeTeH3u’

Poccuiickas @enepanus

000 «I'JIEHMAPK UMII2KC»

115114, r. Mockga, yi. JIeTHUKOBCKasi, IOM 2, CTpOCHHE 3.
Ten.: +7 (499) 951-00-00

OnextponHas noyra: Safety.Russia@glenmarkpharma.com
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