COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 21.08.2025 N= 20864

OBILAS XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “0%)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Wtpazon, 100 mr, karcyisl.

2. KAYMECTBEHHBI U KOJTUWYECTBEHHBIA COCTAB

JelicTByrolee BEIECTBO: UTPAKOHA30II.

Kaxnas kancyna conepxut 100 Mr utpakoHasoua.

BcrnomorarenbHble BelecTBa, HaJIHMuWe KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npemnapara: caxaposa (cm. pasuen 4.4).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynsl
Tsepasie xenatnHOBBIC Karcyiasl NeQ Oenoro msera. CoxepxuMoe Kamncyl — chepudeckue

MEJUIETHI OT OEJIOr0o MJIM HMOYTH O€I0r0 0 CBCTJIO — KOPUYIHCBOI'O IIBCTA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3aHusl K IPUMEHEHHUIO
HTpa3on nokasaH K IPUMEHEHUIO y B3POCIIbIX U I€Tel B Bo3pacTte oT 3 110 18 ner:

- MOPpaKCHUA KOXKU U CIIM3UCTBIX 000JI0YEeK:

BYHBBOBaFHHaHLHLIﬁ KaHaIua03,

OTpyOEBUTHBIN JTHIIAN;

—  JIepMaTOMHKO3bI;

KaH/IMJI03 CIU3UCTON 000JI0YKH MOJIOCTH PTa;

IpUOKOBBIN KEpaTuT;
— OHHMXOMHKO3BI, BBI3BaHHbIC IePMaTOQUTAMU H/WIIU IPOKKETIOJOOHBIMU TPHOaMHu;
— CHCTEMHBIC MHKO3bI:

— CHCTEMHBIH acrepruiuies U KaHIu103;

—  KPHITOKOKKO3 (BKJIOYas KPUNTOKOKKOBBIH MEHHMHTHWT): Y TAlUEHTOB C
UMMYHOJICPHUIIMTOM M Yy BCEX MAIMEHTOB C KPHITOKOKKO30M I[EHTPATbHON
HEPBHON CHCTEMbI UTPAKOHA30JI JOJDKSH MPUMEHSTHCS TOJBKO B CIIydasx, €Ciu
npernaparsl NepBOW JIMHUM JICYCHHUs] HE NMPUMEHHUMBI B JTAHHOM Clly4ae W He
3 PEKTHUBHBI;

— THUCTOIIIAa3MO3;
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— OJIaCTOMHKO3;

—  CIOPOTPHUXO3;
—  TMapaKOKIUIUOUJIOMHUKO3;

— MPOYHC PCAKO BCTPCUYAINHUECA CUCTEMHBIC WK TPOIINYECKUEC MHUKO3BbI.

4.2. PexxuMm 103MpoOBaHNs U C1IOCO0 NPUMEHEeHUs!

PexxuM J103upoBaHus

IToxkazanus Jo3a IIpono/KNTEIBLHOCTH
JedeHHus
BynbpBoBarnHanbpHbIi 200 Mr 2 pa3a B CyTKH 1 nenp
KaHanu103
AL 583071 583071
200 mr 1 pa3 B cyTku 3 musa
OTpyOeBUAHBIH JHIIA 200 mr 1 pa3 B cyTku 7 nHen
200 mr 1 pa3 B cyTkH 7 nHen
JlepMaTOMHKO3bI TIaAKOW KOXKHU U U
100 mr 1 pa3 B cyTku 15 guen
[Topaxenus 200 mr 2 paza B CyTKU 7 nHeu
BBICOKOKEPATUHU3UPOBAHHBIX
N 583071 583071
obracTeiil KOKHOTO MOKPOBA, TAKUX
KaK KUCTH PYK U CTOITBI 100 mr 1 pa3 B cyTKH 30 quei
Kananmos cnu3uctoii 000JI0YKH 100 mr 1 pa3 B cyTku 15 naent
MOJIOCTH PTa

bronoctynHoCTh HTpakOHA30J1a IPU [IEPOPATBHOM MPUEME MOXKET ObITh CHUKEHA Y HEKOTOPBIX
MMAIMEHTOB C HApYyIIEHHBIM HMMYHHUTETOM, HallpUMep, Yy IALUEHTOB C HEUTPOIICHMEM,
nagueHToB co CIIMJlom wmnm ¢ nepecaxkeHHbIMH opraHaMu. CrenoBaTeNbHO, MOXKET
oTpeOOBAThCS IBYKPATHOE YBEITUUYEHUE J0O3bI.

21 nens
JmATenbHOCTD JI€UEHUS
MOJET OBITh
['puOKOBBIiT KepaTHT 200 mr 1 pa3 B cyTkH CKOPPEKTHPOBAHa B
3aBHCHUMOCTH OT
yIydIIeHUs] KITMHUYECKON
KapTHUHBI
OHUXOMHKO3bI, BbI3BAHHbIE IePMATO(PUTAMH H/HJIU IPOKKENO0A00HBIMH U IJIECHEBBIMHU
rpudamu
J03b1 ¥ IPOIOJZKMTEJIBLHOCTD JIeYeHHUsl
OnuH Kypc myJIbC-TepaIny 3aKI04acTcs B €KEJHEBHOM
npueMme no 2 kamcysel npenapata Mrpaszon 2 pasza B
OHHUXOMHKO3BI cytku (rmo 200 mr 2 pas3a B CyTKH) B TEUEHHUE OJHOU
myJibC-Tepanus Henenu. J{Jis tedeHus rpuOKOBBIX OPaKEHUH HOTTEBBIX
IUIACTUHOK KHCTEH pEeKOMeHayeTcst naBa Kypca. s
Jie4eHusl TPUOKOBBIX MOPAXKEHUIN HOITEBBIX IIACTHHOK
CTOIl peKOMEeHAyeTcsl Tpu Kypca. IIpomexyTok mexny
KypcaMH, B T€YEHHE KOTOPOTO HE HYKHO NPHUHHUMATh
npernapar, cocraeiusieT 3 Henenu. KiumHudeckue
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pE3yIbTATEL CTAHYT~" OUCBIHPI— TOC/Te ~ OKOHUYAHMS
JICYEHUSI, IO MEPE OTPACTAHUS HOT'TEH.

Jlokanuzamus 1-a 2-51 3-1 4-g 5-a 6-s1 -5 8-1 9-a
OHMXOMMKO30B | HeJ,. HEJI. HEJI. HEJI. HEJI. HEJI. HEJI. HEJL. HEJL.
ITopaxxenue
HOTTEBBIX
IUIACTUHOK
MajabIeB CTOII
C MOPaAXKEHUEM 10 Henenn, 2 Henenn, 3t
1501051 oe3 CcBOOOIHBIE OT cBOOOIHBIE OT

Kypc Kypc Kypc
MIOPAKECHUS npuema HMrpazona npuema Mrpazona
HOTTEBBIX
IUIACTUHOK
MajabIeB
KHCTEH
[Topaxxenne Henenn,
HOT'TEBBIX 1-i CBOOOIHBIE OT 2-1
IUIACTUHOK Kypc npuema Mtpazona Kypc i
KHCTEH
OHHXOMHKO3BI Jlo3a IIpoxo/KUTENBLHOCTD
HelnpepbIBHOE JIeUeHHe JIeYeHHU
[TopakeHre HOTTEBBIX IIACTUHOK

CTON C TOpaXeHueM win 0e3 [To 200 mr B cyTKH 3 Mecsna
MOPAXXEHUSI HOTTEBBIX IIACTUHOK
KHCTEH

BriBenieHMEe MTpakoHa30/1a U3 KOKM U HOTTEBOM TKAaHU OCYILECTBISETCS MEAJICHHEE, YeM U3
m1asMbel KpoBU. Takum 00pa3oM, ONTHMajbHbIE KIMHUYECKME U MHUKOJOrHMuYeckue 3¢ eKTbI
JOCTUTAIOTCS yepe3 2-4 HeAenH Mociie OKOHYAHHS JICUSHHS MTPH UHPEKIHUIX KOKU u yepe3 6-9

MCCAILICB ITOCJIC OKOHYaHUA JICUCHUA HOT'TCBBIX HH(beKI_II/Iﬁ.

CucreMHble MHKO3BI
Cpennss
IHokazanus Jo3a NPOOZKUTEILHOCTD Ipumeuyanus
JeyeHus™
VYBenu4uTh 103y 10
200 mr 200 mr 2 pa3a B CyTKH B
Acneprumies 1 pas B 2-5 mMecs1eB CJIy4ae MHBAa3MBHOTO HUJIU
CyTKH JTMCCEMUHHPOBAHHOTO
3a00sieBaHUS
YBenuuuTh 103y 10
100-200 mr Y
Ot 3 "Heneab 10 200 mr 2 pa3a B CYyTKHU B
Kanymnos 1 pa3 B cllyyae MHBA3UBHOTO WM
7 Mecs1EB
CYTKH JTICCEMUHUPOBAHHOTO
3a0oJeBaHus
200 mr
Kpunrokokko3 Ot 2-X Mecs1EB 10
1 paz B
(KpoMe MECHHHTHUTA) cyTicH 1 rona
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. 200 mr LTRSS e aiomas |
KpunTokokkoBbIit T 2=X MECILEB 10
) Tepanus (cM. pazzaen 4.4)
paza B
MEHHUHTUT 1 rona
CYTKH
ot 200 mr 1
pa3 B CyTKH
T'ucromnazmos 1o 200 mr 2 8 Mmecs1eB
pasza B
CYTKH
ot 100 mr 1
pa3 B CYTKH
bnactomuko3 110 200 mr 2 6 mecsIeB
paza B
CYTKH
100 mr 1
Cnopotpuxo3 3 mecsia
pa3 B CyTKH
JlanHbIe 00
3¢ (HEeKTHBHOCTH JTAHHOM
100 mr 1
[TapaKOKIMANOUIOMHKO3 6 Mecs1eB AO3BI UL JICHCHIA
pa3 B CyTKH MIapaKOKIMINONIOMUKO3a
y MalMeHTOB CO
CII1]IoM OTCYTCTBYIOT.
100-200 mr
XPpOMOMHKO3 1 pa3 B 6 Mecs1eB
CYTKH

*  NPONODKUTENIBHOCTh JICYCHHS MOXKET OBITh CKOPPEKTHpPOBaHA B 3aBUCHMOCTH OT
3¢ (HEeKTUBHOCTH JICUCHHS

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmul nosxcunozo so3pacma

JlanHbIE 0 MPUMEHEHUH UTPAKOHA30Ja B KarcCyax JJis JICUSHUs MallMeHTOB MOXKUIIOTO BO3pacTa
orpaHuyeHbl. PekoMeHayeTcs MpUMEHATh Npenapar /s JISUEHUs allMeHTOB JaHHOM KaTeropuu,
TOJIBKO €CITU O)KHJlaeMasi ToJib3a OT JICYEHHS MPEBBIIIAeT MOTEHIMANbHBIN puck. [Ipu BeiOOpE
JO3bI npenapaTa IJIs1 JICHCHUA IMOXKUIIBIX ITAITMCHTOB peKOMeH}IyeTCH y’—II/ITI)IBaTI) CHUIXCHUC
GYHKIIMM TIEYCHH, TIOUEK U Cep/lla, Yalle BCTPEUArOIIeecs B IOKUIIOM BO3pPACTe, a TAKKE HATUINE
COIYTCTBYIOIINX 3a00JICBAHHUI UM MIPUEM JIPYTUX JICKAPCTBEHHBIX CPEJICTB.

Tayuenmoi ¢ Hapywenuem QyuKyuy neveru

HaHHLIe (0] HpI/IMeHeHI/H/I nepopanbﬁoro I/ITpaKOHaSOHa 11 JICHECHUS ITAIIUCHTOB C HapyHIeHI/ISIMI/I
byHKIMM TIedeHW orpaHudeHbl. CiemayeT ¢ OCTOPOXKHOCTBIO Ha3HAyaTh MperapaT JaHHON
KaTeropuu MareHToB.

Tayuenmoi ¢ HapyweHuem QyHKyuy novex

JlaHHbBIE O TPUMEHEHUH TIEPOPATHHOTO UTPAKOHA30J1a JIsl JICYCHHS MMAllMCHTOB C HAPYIICHUSIMU
MMOYCIHOM

4

GYHKIIMM TMOYEeK OrpaHWYeHbl. Y  HEKOTOPBIX TMAlMEeHTOB, CTPaJAIOIIUX
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OCTOPO’KHOCTBIO HA3HAuaTh MpernapaT JaHHOM KaTeropuu MalMeHTOB. B HEKOTOPBIX ciydasx
MOXET MOTpeOoBaThCs N3MEHEHHUE J103bI JIEKAPCTBEHHOTO MTperapara.

eTH
JlanHble 0 MPUMEHEHNHU UTPAKOHA30J1a B KaICylax JUis JIeYeHHs JeTel orpanndensl. [Ipumenenue
UTPAaKOHAa30ja B Kalcyiax /s JICUEHUs JeTell HEe PEKOMEHAYETCs, 32 MCKJIIOUEHUEM CIy4acs,
KOI/Ia OXuaeMasi 1oJib3a OT JICUCHHS MPEBBIIIACT TOTCHIIMAIbHBIA PUCK.
Wtpazon He cneayeT Ha3HAYaTh (MPUMEHSTH) Yy AeTei B Bo3pacte oT 0 1o 3 et (cMm. pasaen 4.3)

Croco0 IIpuMeHeHus

BnyTps.

Jlist onTIMaNTbHOM a0CcopOIMK UTPOKOHA301a HEOOX0IMMO MMPUHUMATH Ipenapat Mrpason cpasy

IIOCJIC CAbI. Kchy.TIBI CJICAYCT TJIOTATh LECJIUKOM.

4.3. lIlpoTuBONOKA3aAHUS
— I'umepuyBCTBUTENBPHOCTh K MTPAKOHA30Jy WM K JIIOOOMY W3 BCIIOMOTATEIbHBIX BEIIECTB,

NIEPEYUCIICHHBIX B pa3zene 6.1.
CoBMmecTHOE NMPUMEHEHHE MTPaKOHA30Ja ¢ IMpenaparamu-cyocrparamu nzodepmenta CYP3A4
MOYKET yBEJIUYMBaTh KOHIEHTPAIMIO UTPAKOHA30J1a B IJIa3Me, YCUIMBATh WIN MPOJOHIMPOBATH
TEpaneBTHUECKUIl U HexenarenbHble 3(@eKTbl, KOTOpble MOTYT BBI3BIBaTh MOTEHIHAIBHO
OTacHyI0 cuTyanuto. Hamprumep, NOBBIIIEHHE KOHIIEHTPAIIMH B TJIa3Me HEKOTOPBIX TpernapaToB
MOJKET BBI3BAaTh yUIMHEHWE WHTepBasa QT ¥ cepAeyHylo TaXWapUTMUIO, BKIIOYAs CIydau
JIByHAIPaBJIEHHON BEpETEHOOOPA3HOM >KEeNIyI0UKOBOW TaXWKapaAuu, (aTaabHOH apuTMHU (CM.
pazznen 4.5).
— OpaHOBpeMEHHBIM TpHeM MpemnapaToB-cyocTpatoB uzodpepmenta CYP3A4 (cMm. pazaen 4.5),

TaKUX KaK:

- JIeBAIlCTUIIMETAI0H, METAJIOH;

- IU30MHpaMUI, TOPETUIHI, TPOHETAPOH, XHHUIHH;

- TEJIUTPOMUIMH Yy TAlUEHTOB C HAPYIICHUSAMH (QYHKIUHU MOYEK WM TEYEHU TSDKEIoM

CTETICHU;

- THKarpesop;

- TanodaHTpuH;

- acTEeMH30J1, MU30JIACTHH, TeppeHATNH;

- aNKaJOUJAbl CIOPBIHBU: JUTHIPOIPTOTAMHUH, 3SPrOMETPUH (IPrOHOBUH), O3PrOTaMUH,

METHUIIDPTOMETPHUH (METHJIDPTOHOBHH), dJICTPUIITAH;

- UPUHOTEKaH;
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- JIypaswJioH, MUA30J1aM JIJIsl IepOpaTbHOTQ aneMé%;qgg&c&ﬁIlﬁ%ﬁng%&lﬁﬂ; )

- Oenpuawi, GENOANITHH, JICPKAHUTUITINH, HUCOJIIUIHH,

- uBaOpaJuH, paHOJA3UH;

- SIUICPEHOH;

- IM3anpuj, JOMIICPHIOH,

- JIOBaCTaTHH, CHMBAaCTaTHH, aTOPBACTATHH;

- (e30TepoAMH Y MAIUCHTOB ¢ HEJJOCTATOYHOCTHIO (DYHKIIMH TIOYEK WJIH MEUYSHU YMEPECHHOU
WIN TSDKEIIOW CTENeHH, CONM(EHAIMH Y TAIlHeHTOB C HEIOCTaTOYHOCThIO (DYHKIIMH TTOYEK
TSDKETIOW CTENICHW W C HEJOCTAaTOYHOCTHIO (PYHKIUHM TICUYCHH YMEPEHHOW WM TSDKEIIOH
CTCTICHH,

- KOJXHWLMH Y MallMEHTOB C HAPYIICHUSAMH (DYHKIIMH TI€YEHU HITH ITOYEK.

— XpoHHuecKas cepicyHas HEIOCTaTOYHOCTh B HACTOsIEe BpeMs WM B aHaMHE3e
(32 MCKITFOYEHUEM TEePAIHH )KU3HEYTPOXKAIOIIUX HITU PYTUX OMACHBIX HHPEKIIHIL, CM. pa3ies
4.4).

— bepeMeHHOCTh (32 HCKIIFOUYEHHEM CIIy4yacB, YIPOXKAIOUIMX JKH3HH, M €CIH OXKHIAeMbIH

MOJIOKUTENBHBIN 3()(PEKT Ui MaTepu MPEBbIIIAET BO3MOXKHBINA Bpe. I TU1oaa) (CM. pa3aen

4.6.).

[Tepuon rpyaHoro BckapmivBanus (cm. pasznaen 4.6.).

— Jlerckwuii Bo3pacT 1o 3 mer.

4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C OCTOPOKHOCTRIO:

— MpU LAPPO3E NEUEHH;
— TIPU TSDKETBIX HAPYIIEHUSX QYHKIIMY IEYSHU U TIOYEK;
— MOBBIIICHHAA YYBCTBUTCIIBHOCTD K JPYI'UM a30JiaM;

— IIpU TUIIEPUYYBCTBUTEINBLHOCTH K APYTUM a30J1aM;

— Y HOXWJIBIX MallUCHTOB;

— y JeTel.

Oco0ble yKkazaHus

Bausinue na desmenvHocms cepoya

B wccnenmoBaHnn Ha 340pOBBIX JOOPOBOJBIAX HWTPAKOHA30JIA UII BHYTPUBEHHOTO BBEICHUS
O0TMEYAJIOCh Mpexojsiiee OeCCHMIITOMHOE YMEHbIIeHHE (hpakiuu BbIOpOCca JIEBOTO KEIyA0UKa,
HOpMaJIM30BaBILeeCs N0 cieAyiomed uHQy3un uTpakoHazona. KiuHMueckas 3HAYMMOCTh

MOJIYYCHHBIX TAHHBIX JJIS MEPOPAIbHBIX JICKAPCTBCHHBIX (I)OpM HCU3BCCTHA.
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AERHRET 5 008l

igje'e B
Htpakonazon obmamaer OTpULIATEIBLHBIM HHO monHHMnsﬂ)'d)—éE'i%ME'

XPOHHYECKOW CEpIEeYHOM HENOCTATOYHOCTH, CBA3aHHBIX C IIPUEMOM HTpakoHaszona. [Ipu
cyrounoit nosze 400 Mr uTpakoHazona B CYTKH HaOJIOAaIoch 0oJjiee YacToe BO3HUKHOBEHHE
CepJICYHON HEIOCTATOYHOCTH; IPH MEHBIINX CYTOUHBIX /J103aX TaKOH 3aKOHOMEPHOCTH BBISBIICHO
He ObUT0. PUCK BOSHHUKHOBEHHSI XPOHUYECKON CEpACYHOM HEJOCTATOUHOCTH MPEANOI0KUTEIIHHO
IIPONIOPLIMOHAJIEH CYTOYHOM A03e. [IpenapaT He ciieqyer NpuHUMAaTh NalMeHTaM ¢ XpOHUYECKON
CEpJICYHOM HEJAOCTATOYHOCTHIO WJIM C HaJMYMEM 3TOr0 CHUMITOMOKOMILIEKCA B aHAMHE3€, 3a
UCKJIIOYCHHEM CITy4aeB, KOTJla BO3MOXKHAs I0JIb3a 3HAYUTEIHHO MPEBBIMIACT MOTEHIUATbHBII
puck. Ilpu uHAMBUAYaIbHON OLIEHKE COOTHOIICHHUS IOJIb3bl U PHUCKa CleAyeT MPUHUMATh BO
BHUMaHHE Takue (AKTOphl, KaK CEPbE3HOCTh IIOKA3aHWH, PEXUM JTO3MPOBAHUSA U
WH/IMBUYalIbHBIE (DaKTOPBI PHCKA BOSHUKHOBEHHS CEPJICYHON HEJJOCTATOYHOCTHU (MIIEMHYECKast
0oJne3Hb cepjla, IOPaXEHHUS KIIAMaHOB, OOCTPYKTUBHBIE OONE3HU JIETKUX, IOYeYHas
HEJOCTAaTOYHOCTh M JApyrue 3aboyieBaHMsl, COMPOBOXKAAIONIMECS OTeKaMu). TakuxX MalMeHTOB
HEOO0X0MMO TPOMH(POPMUPOBATH O TPU3HAKAX W CHMIITOMaX XpPOHHYECKOH CepAeYHOMN
HEIOCTaTOYHOCTH M CIIEAUTH 3a WX TOSBJICHHEM BO BpeMs Kypca JjedeHus. [Ipu mosBieHun
M0I00HBIX MPU3HAKOB MPUEM IIpernapara HeoO0X0AUMO MPEKPATHUTD.

VYrpoxkariue KU3HA apUTMUN CepAlla W/WIKM BHE3amHasi CMEPTh OTMEUAINCh y TMAaIlUeHTOB MpU
OJIHOBPEMEHHOM NMPUMEHEHUHN UTPAKOHA30J1a U METAJJOHA.

brokaTopsl KaabIMEBBIX KaHAIOB MOTYT OOJIaJaTh OTPUIATEIHHBIM HHOTPOIHBIM 3((HEeKToMm,
KOTOPBIII MOXXET OBbITh aJTUTHBHBIM 10 OTHOLICHUIO K 3QQekTy urpakoHazomna. Kpome toro,
UTPAKOHA30J MOXXET HWHTMOMpOBaTh MeTaboiaM3M  OJOKAaTOPOB  KalbI[MEBBIX KaHAJOB.
CrnenoBarenbHO, CIEAYeT TMPOSBIATH OCTOPOXKHOCTh TIIPH OJHOBPEMEHHOM TPUMEHEHUH
UTPaKOHa30ja M OJOKATOPOB KAaJbLMEBbIX KAHAJOB M3-3a MOBBILICHHUS PHUCKA 3acCTONHOMN
CEepAEYHON HENOCTATOYHOCTH.

Jlexapcmeennvie g3aumodeticmaus

OMHOBpEMEHHBIN TIpUEM HEKOTOPBIX JIEKAPCTBEHHBIX MPENapaToB C HUTPAKOHA30JIOM MOXKET
NPUBECTH K M3MEHEHUIO d(PPEKTHBHOCTH WTPAKOHA30Ja W/WIH OJHOBPEMEHHO IPUMEHSIEMBIX
JIEKapCTBEHHBIX MPENapaToB, K BOSHUKHOBEHUIO OMACHBIX JJISl )KU3HU MOOOYHBIX PEAKIUil 1/UIn
BHe3anmHoU cmepTH. [Ipenaparsl, KOTOpbIE HENb3sI IPUHUMATh OJJHOBPEMEHHO C UTPAKOHA30JIOM,
HE PEKOMEHJOBAHHBIC [UIS OJHOBPEMEHHOTO NPHUMEHEHHS W/WIH PEKOMEHIOBAaHHBIE JIJIs
OJIHOBPEMEHHOTO IPUMEHEHMSI C UTPAKOHA30JI0M C OCTOPOKHOCTbIO, IEPEUUCIIEHBI B pa3jene 4.5.
Ilepexpecmnas cunepuyecmeumenbHOCMs

JlaHHBIC B OTHOIIEHUH HATMYUS TIEPEKPECTHON TUIIEPUYBCTBUTEILHOCTHA MEXKIY UTPAKOHA30I0M
U JAPYTUMH TPOTHBOTPUOKOBBIMU CPEICTBAMHU C a30JIbHOM CTPYKTYpOW (M3 TPYIIBI a30JI0B)

orpanuueHbl. [Ipy HaNMUYUM TUNEPUYBCTBUTENBHOCTH K JIPYTMM a30jlaM CJlenyeT C
7
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OCTOPOKHOCTBIO Ha3HAYaTh UTPAKOHA30JI.

Bzaumozamensemocmo

He pexkomeHayercs B3auMMO3aMEHsSEMOE IPUMEHEHUE IpenaparoB HMTPaKoOHa3ojla B
JIEKapCTBEHHBIX (popMax: KarcCysbl U pacTBOp I MpUeMa BHYTPb, BBUY TOTO, YTO IKCIIO3UIUS
UTPaKOHAa30Ja BBIIIE NPU €ro MPUMEHEHUH B popMe pacTBOpa i [IprueMa BHYTPb, 4eM B hopMme
KaricyJ1, 1ake Ipy IpUeMe OJIMHAKOBBIX /103 UTPAKOHA30J1a.

CHudIcenHas Kuciommocms JHcery00u4Ho20 coKa

[Ipy CHUKEHHOW KHMCIOTHOCTH >KEIYJAOYHOIO COKa abcopOiusi WTpakoHA3ola U3 Kamcyil
Hapywaercsa. [lanueHTaM €O CHHYKEHHOM KHCJIOTHOCTBIO JKEIIYJOYHOTO COKa BCIIEICTBUE
3a0osieBaHus (HampuMmep, y MAlMEHTOB C axJIOpryApueil) WM BCIEACTBUE IpueMa
JIEKapCTBEHHBIX MPENaparoB (HaIpUMep, JIEKAPCTBEHHBIX CPE/ICTB, MOAABIISIOIINX KEIyTOUHYIO
CEKpEeINI0) PEeKOMEHAYETCS MPUHUMATh WTPAKOHA30J B KallCyllaX OJHOBPEMEHHO C KHCIBIMH
HaIUTKaMU (TaKUMH Kak Heauetrudeckas xona). CienyeT KOHTPOJIUPOBATh MPOTUBOTPUOKOBYIO
AKTUBHOCTH TIpeTapara u yBEIMYUBATh J03Y UTPAKOHA30JIa IIPH HEOOXOMMOCTH.

Brusanue na ¢ynxkyuio nevenu

B ouenp peakux ciydasx npu NPUMEHEHHH UTPAKOHA30JIa Pa3BUBAIOCH TSHKEJIOE TOKCUYECKOE
MOPAKEHUE IIE€YEHHU, BKJIIOYAs HECKOJIBKO CIIy4aeB OCTPOM I€YEHOUHOM HEJIO0CTaTOYHOCTU
C JIETaIbHBIM MCXO0J0M. B OONBIIMHCTBE CllydaeB 3TO MPOUCXOJWIIO C MALUEHTaMH, Y KOTOPBIX
y)K€ HMMENNCh 3a00JeBaHUs IEYEHH, y MNAIMEHTOB C JIPYTMMH TSKEJIbIMH 3a00JIeBaHUSMU,
KOTOPBIM WTPAaKOHA30Jl ObUI Ha3HaueH JUIsd JIeYEHHs] CUCTEMHBIX 3a0oJieBaHUIl, a Takxke
y MAIMEeHTOB, MOJyYaBIINX JPyrue JeKapCTBEHHbIE CPEJICTBA, 00IaJatoIle IreNaTOTOKCHYECKUM
neiictBueM. OJHAKO y HEKOTOPBIX MAllMEHTOB HE OBLIO COMYTCTBYIOIIMX 3a00JI€eBaHUN WU
OUYEBUJHBIX (PAKTOPOB pPUCKAa B OTHOLICHUM MOpaXe€HUs INeyeHH. Heckoibko Takux ciydaes
BO3HHUKJIM B IIEPBBIN MECSII] TEPAINH, & HEKOTOPBIE — B NIEPBYIO HEJENIO JIeueHMs. B ¢BsI3u ¢ aTUM
pPEKOMEH/yeTCsl PETYSIPHO KOHTPOJIMPOBATh (PYHKLMIO NEUEHH Y MAlUEHTOB, MOIYYaroLINX
TEepanui0 HTPakoHa30JoM. B ciiydae BO3HMKHOBEHHS CHMIITOMOB, MpPEANOIararumx
BO3HHKHOBEHHUE r'enaTuTa, a UMEHHO aHOPEKCHH, TOIIHOTHI, PBOTHI, C1a00CTH, OO B )KUBOTE U
NOTEMHEHUs MOYH, HEOOXOAMMO HEMEIJICHHO MPEKPaTUTh JICYEHUE U MPOBECTH HCCIEeI0BAHNE
¢ynkuuun nedeHu. [larpeHTaM C TMOBBIIIEHHON AaKTHBHOCTBIO I€YEHOUYHBIX (DEPMEHTOB,
3a00JieBaHNMEM II€YEHH B AaKTUBHOM (pa3e WM MPU MEPEHECEHHOM TOKCUYECKOM MOpaKEHUH
MEYEHHU BCJIEJICTBUE MTPHEMa APYTUX MIPErnapaToB HE CIIeyeT Ha3HAYaTh JIEYEHHE UTPAKOHA30JI0M,
3a MCKJIIYEHHEM TEX CIIy4aeB, KOrJa OKUAAeMas I0Jb3a IPEBBIIIAET MOTEHLMAIbHBIA PUCK
HopakeHUsl TeyeHH. PekoMeHIyeTcss NMpOoBOAUTH HaONIOJIEHHE 32 YPOBHEM J1abOpaTOPHBIX
napaMeTpoB (GYHKIMHU NEUYEHU Y MAMEHTOB C YK€ UMEIOIIUMCS HapyleHueM (QyHKIUU MeYeHH

WM TTAUCHTOB, Y KOTOPBIX OTMCYAIIMCh IIPOABJICHUA TI'CIIATOTOKCUYHOCTH  JPYIrUX
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JNIEKapCTBEHHBIX CPeNCcTB. MTpakoHas3on npeHMymecf&'H'frb—l %%BE%E%T&T%l redeny,

[TockonbKy y MalMEHTOB C HAPYIICHUSMHU (YHKIMU MEYECHU MOJHBINA MEPUOJI MOTYBBIBEICHUS
UTPAKOHAa30j1a HECKOJBKO YBEIMUYEH, PEKOMEHAYETCS OCYILECTBIATh KOHTPOJb KOHLEHTpALUil
UTpPaKOHAa30Ja B IJIa3Me KPOBH U IIPU HEOOXOIMMOCTH KOPPEKTUPOBATH 103y IperapaTa.
Hapywenus ¢pynkyuu novex

JlaHHbIE 1O TPHUMEHEHHWIO HMTPAKOHA30JIa y TALKMEHTOB C HApYIICHUSAMH (YHKLIUU MOYEK
OTPAaHUYEHBI, Y HEKOTOPHIX MAlMEHTOB C HEIOCTATOYHOCTHIO (YHKIMHU TOYEK SKCIIO3UIUS
UTPAaKOHAa30J1a MOKET OBITh MOHMXkeHa. [l03ToMy TakuM nanueHTaMm clielyeT Ha3HauaTh npenapar
C OCTOpPOXHOCTBbIO. PeKOMeHayeTCs OCYIIECTBIIATh KOHTPOJIb KOHLEHTPALMHN UTPAKOHA30ja B
I1a3Me KpOBU U IPU HEOOXOJUMOCTH KOPPEKTUPOBATH J03Y Ipenapara.

THayuenmor ¢ ummyHooegdhuyumom

buopocTynHOCTh UTpaKOHA301a IPU MEPOPATHHOM MPUEME MOXKET ObITh CHI)KEHA Y HEKOTOPBIX
MAlKUEHTOB C HAPYIIEHHBIM UMMYHUTETOM, HAIIpUMEP, Y MMALIMEHTOB C HEUTPOIICHHUEH, TALIUEHTOB
co CIIN/Jom mnm nepeHecnnx onepamuio Mo TpaHCIIaHTAllMKu opraHoB. Takum oOpaszoM, go03a
JIOJKHA OBITh CKOPPEKTHUPOBAaHA B 3aBUCHUMOCTU OT KJIMHMYECKONW KapTUHBI Yy 3TOM IpyMIbl
MalUEHTOB.

Tayuenmoi ¢ cucmemubviMu 2pubKOBbLIMU UHDEKYUAMU, NPEOCTNABTIAIOWUMU Y2PO3Y HCUZHU
BceneactBue QgapMakOKMHETHYECKHX XapaKTEpUCTHK (CM. paszen 5.2) uTpakoHaszojla B BUAE
Kalcysl ero IMpUMEHEHHE HEe PEKOMEHAYEeTCsl JUIsl Hadaja JIEYeHHUS CHUCTEMHBIX MMKO30B,
IIPEJICTABISIIOIINX YIPO3Y KU3HH NTallUEHTOB.

Tayuenmwi co CIIH]/[om

Jledamuii Bpau AOKEH OLICHUTh HEOOXOAMMOCTh Ha3HAUEHHUs IOJJIEPKUBAIOIIEH TEpanuu y
BUY-undumupoBannsix naruentos, umeromux CITN/], y KOTOpBIX CyIlecTByeT pUCK pellUInBa,
paHee MOTy4aBLIMX JIEYEHHE 0 TTOBOIY CUCTEMHBIX T'PUOKOBBIX MH(EKINH.

Ilpumenenue 6 neouampuieckou npaxmuxe

[TockonpKy KIMHUYECKUX JAHHBIX O NPHUMEHEHUH HWTPaKOHa3oja y JeTed HeIOCTaTOYHO,
PEKOMEHIyeTCsl Ha3HauaTh Ipernapar JeTsSM TOJbKO B cCiydae, e€Ccld BO3MOKHAs MOJib3a OT
JIEYEHUs IPEBBIIIAECT NOTEHIIUAIbHBINA PHUCK.

Kenwunam oemopoonoeo 6ospacma, NPUHUMAIOLUIMM Ipenapar, HeoOXOAUMO HCHOIb30BATh
aJIeKBaTHbIE METOJbl KOHTpAleNMM Ha NPOTSHDKEHUHM BCEro Kypca JIEYeHHs] BIUIOTH JI0
HACTYIUICHHSI IEPBOM MEHCTpYaI[MH MOCJE 3aBEPLICHUS €r0 MPUMEHEHHUSI.

Ilepughepuueckasn netiponamus

Jleuenue cremyeT MPEeKpaTUTh MpPHU BO3HHUKHOBEHUM Iepudeprueckoil HelpomnaThu, KOTopas

MOJKET OBLITH CBSA3aHA C IMpUEMOM UTPAKOHA30J1a.
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Ilpu cucmemuvix Kanouoosax, MPEANOTOKUTESIIEHO BH%‘_&I;HIEC]‘@,&VKEE%H 'E)e-S-ll:ICTéH"I"EI.)IMI/I

mrammamu  Candida, Hemb3s  NPEONOIOXKHTh  YYBCTBUTEIBHOCTH K  MTPAKOHA30ITY,
CJIEZIOBATENIbHO, PEKOMEHIYEeTCS TMPOBEPUTHh YYBCTBUTEIBHOCTh TIE€pe]l HAYaJIoOM TEparuu
UTPAKOHA30JI0M.

Tayuenmsi noscunozo 6ospacma

JlaHHbIE TO MPUMEHEHHWIO HWTPAKOHA30J]a Yy MAalMEHTOB IOKWIOTO BO3PacTa OrPAaHUYCHBI.
Pexkomenyercss Ha3Ha4yaTh IMpenapar TOJIBKO B CIIydae, €CIM BO3MOKHAs I0JIb3a OT JICUCHHS
MPEBBIIIAET MOTEHIHANBHBIN pUCK. B 11e710M pexomMeHnayeTcs npu moadope A03bl AJis MallUeHTOB
MOXKUJIOTO BO3pacTa OOpaTUTh BHMMAHUE HA YacTOTY CHIDKEHUS (DYHKUUU TEYEHH, MOYeK,
CeP/ICUYHO-COCYAUCTOM CHUCTEMBI M CONMYTCTBYIOIIMX 3a00J€BaHUN WM JPYTroi JEKapCTBEHHON
TEpanum.

Ilomeps cayxa

CooOmaioch 0 BpEeMEHHOW WJIM CTOMKOH TMOTepe clyXa Yy TMalUeHTOB, MPUHUMAIOIINUX
UTPAKOHa30J. B HEKOTOpHIX Ciydasx MOTepsl Ciayxa MPOUCXOawiIa Ha (OHE OTHOBPEMEHHOTO
npuemMa ¢ XuHUIMHOM (cM. pazaen 4.3 u 4.5). Cinyx 00bIYHO BOCCTaHABIMBACTCS IMOCIIE OKOHYAHUS
Tepanuu UTPAKOHA30JI0M, OJTHAKO Y HEKOTOPBIX MMAlMEHTOB MOTEPS CIyXa HeoOpaTuma.
Cnocobrnocmb K 3a4amuio

B uccrnegoBanusaxX Ha )KUBOTHBIX OTMEYANIaCh PETPOTYKTUBHAS TOKCHYHOCTh UTPAKOHA30J1a.
Myxkosucyuoo3s (kucmo3suulii puobpo3s)

VY nanMeHToB € MYKOBHUCIHMI030M (KUCTO3HBIM (ubpo3om) Habmromanack BapHaOelbHOCTh
KOHIIEHTpAllMd HUTPaKOHA30Jla B IJJa3Me KPOBH MPU NPUMEHEHHWU HUTpakoHazona B (opme
pacTtBopa JJisl IprueMa BHYTPb B J103€ 2,5 MI/KT 2 pa3a B cyTku. Kak cienctBue, TepaneBTHYECKas
paBHOBeCHasl KOHIGHTpalMs WTPAKOHA30Ja B IUIa3ME€ KPOBU MOXKET HE JOCTHUTaThCS.
PaBHOBecHbIe KOHIIeHTpauuu > 250 HI/MII qocTUTANUCh NMPUOIU3UTENbHO y 50 % marueHToB
cTapiue 16 J1eT 1 He JOCTUTAIMCh HU Y OJTHOTO ManueHTa Miaaamie 16 siet. [Ipu otcyTcTBum oTBeTa
Ha TEparui0 UTPAKOHA30JIOM B BHJIE KallCyll CIEAYyeT PacCMOTPETh BO3MOXKHOCTH IMEpexoja Ha
QITBTEPHATHBHYIO TEPAITHIO.

BcnomorarenpHbI€ BelllecTBa

JlexapcTBEHHBIN Npenapar COAEPKUT caxaposy.
[TarineHTaM ¢ peKo BCTPEUAIOIICHCs HACIEACTBEHHON HEMEPEHOCUMOCTRIO (DPYKTO3BI, TITFOKO30-
raJlakTO3HON ManbaOcopOIrel uiu AePUIUTOM caxapo3bl-H30MaIbTO3bI HE ClIeAyeT NPUHUMATD

3TOT Ipemnapar.
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4.5. B3auMmopgeiicTBHMe ¢ JIPYrHMH JeKapc BEHHBIWI:}I?DQ%Q% lxli_'ppt#':z'l'p-(fﬁi%:ljéﬁnbl

B3aUMO/eHCTBHUS

WtpakoHa3on — Ipenapar ¢ BBICOKMM IIOTEHIIMAJIOM JIEKaPCTBEHHBIX B3auMojaencTsuil. Huke
ONHKCaHbl PA3JIUYHbIE BU[blI JEKAPCTBEHHBIX B3aUMOJCHCTBUH M CBSI3aHHbIE C HUMHU OO0IIne
pekoMenaauuu. Kpome Toro, mpezacrapieHa TaOnuua ¢ NpuMepamM JIEKapCTBEHHBIX CPEICTB,
KOTOpBIE MOT'YT B3aUMO/IEHICTBOBATh C UTPAKOHA30JI0M, OpraHU30BaHHasi 110 IPyIIIaM IIpenapaToB
JUIst 00J1€€ IPOCTOrO UCTI0NIb30BaHMsl. CIIMCOK IPUMEPOB HE SBJIAETCS BCEOOBEMITIOLUM, IO3TOMY
IPY COBMECTHOM IPUMEHEHHMH KaKuUX-IMO0O MpernapaToB ¢ MTPAKOHA30JI0M CIENyeT HU3Y4UTh
MHCTPYKLIMU 10 UX IPUMEHEHUIO Ha peIMeT HH(POPMALIH, CBI3aHHOH C METa00IM3MOM, ITyTAMU
JIEKapCTBEHHBIX B3aUMOACUCTBUMN, TOTEHIIMAIBHBIMUA PUCKAMU U CIIELU(PUUECKUMU JEHCTBUAMU
B OTHOIIIEHUH COBMECTHOI'O IIPUMEHEHUS.

WtpakoHa3on MeTaboau3upyercss B MepByro ouepenb 3a cuer usopepmenta CYP3A4. Jpyrue
BEIIIECTBA, MCIIOJB3YIOIIME JAHHBIH MeTaOOJMYeCKUH NyTh WJIM H3MEHSIOUIME aKTUBHOCTh
mzopepmenra CYP3A4, wmoryr BiuATh Ha (apMaKOKMHETHKY WTpakoHasona. llpum
OJIHOBPEMEHHOM IIPUMEHEHUU HTPAKOHA30JIa C YMEPEHHbIMH W MOIIHBIMH HHJIYKTOpaMHU
uzopepmenta  CYP3A4  mMoxker  cHWKATbcd ~ OMOJOCTYMHOCTh  HMTPAaKOHA3olna U
THJIPOKCUUTPAKOHA30/1a, TaK 4YTO MOXET OblITh cHuXeHa 3(ddexkTuBHOCTE. COBMECTHOE
NPUMEHEHHE C YMEPEHHBIMH WMJIM MOUIHBIMU HHTHOuTOpamu usodepmenta CYP3A4 moxer
MOBBICUTh OHMOJOCTYITHOCTh WTPAKOHA30j1a, MPUBOJS K 00Jiee BBIPAKEHHBIM MU JJIUTEIbHBIM
bapmakosoruueckuM 3¢pdexraM UTpaKoHa30a.

BcaceiBanne nTpakoHa3o0ja CHUXKAETCA y NALMEHTOB CO CHM)KEHHOH KHCIOTHOCTBIO JKEIYJKA.
[IpenapaTsl, CHMXKAIOIIKME KHCIOTHOCThH KeJyJlKa, HAapylIalOT BcachblBaHHME HTPAKOHA30Ja W3
Karcys. YToObpl MPOTUBOCTOATh JAHHOMY 3P (HEKTy, pEKOMEH1yeTCsl IPUHUMATh UTPAKOHA30] B
Kalcyjax ¢ KHUCIBIM HAlUTKOM (HampuMep, HEAMETHYECKOM KOJOH), eciau HpUHUMAIOTCA
npenaparthl sl CHIKEHHS KUCIOTHOCTH JKenyka (cMm. paszaen 4.4).

WTpakoHa301 M €ro OCHOBHOM MeTa0OJUT THUJIPOKCUUTPAKOHA30Jl SIBISIOTCS MOIIHBIMU
unruoutopamu CYP3A4. Utpakonazon sSBiseTcss MHTUOUTOPOM JIEKAPCTBEHHBIX TPAHCIOPTHBIX
MoOJIeKya P-rimukomnporenHa W Oeyka pPE3MCTEHTHOCTH K paky Mojo4yHou kene3bl (BCRP).
WTpakoHa3od MOXET HMHIHOMpOBaTh  METaboNM3M  NpEenapaToB, METaOOIHU3HPYEMBIX
nzopepmerTrom CYP3A4, m Tpancnopt mnpenapatoB P-rmukomporemnom w/mim BCRP, B
pe3ysbTaTe 4ero MOXKET BO3pacTaTh KOHLEHTPALMs ATHX IpenaparoB W/MUIU WX AKTHBHBIX
METa0OJIUTOB B IUIa3Me IPH OAHOBPEMEHHOM NPUMEHEHHH C HUTpakoHazosioM. [loBbleHue
KOHIEHTpALU B IUIa3ME€ MOXKET YCUJIMBATh WIN MPOJOHTHMPOBATh KAaK TEPANEBTUUECKUE, TAK U

HekenaTelbHble 3(QQeKThl ATHX mpenapatoB. [l HEKOTOpPHIX MpenaparoB COBMECTHOE
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MPUMECHECHHE C HMTPAKOHA30JIOM MOXKET IMPHBELTH K cﬁimﬁg&{ugﬁ%ﬂm EpenapaTa B

wiasme. B pesynbrare 3T0ro 3¢ peKTHBHOCTD MpenapaToB MOKET ObITh CHHKEHA.

[Toce oTMEHBI Tepanuy UTPAKOHA30JOM KOHILIEHTPALMs B IJIa3ME€ CHMXKAETCS HUXKE Ipejaesa
omnpeeneHus B TeueHue 7-14 qHeil B 3aBUCUMOCTH OT J103 U JUIUTEIIbHOCTH TEPANUU. Y MAallUEHTOB
C IIMPPO30M IEUEHU WJIM JIKII, MonxydaBmux HHruOuTopel CYP3A4, KOHIEHTpalus B IUIa3Me
CHI)KAETCS MEJIEHHEe. DTO 0COOEHHO BayKHO YUMTHIBATh IIPU Havajle TEpalluy IpernaparaMmy, Ha
METa00IM3M KOTOPBIX BIUSAET UTPAKOHA3OII.

[TpumenuMsl creayrolue ooIre peKOMeH1alluu, €CIIU B Ta0JIHIIe HEe YKa3aHO UHOE:

—  «IIPOTUBONOKA3aHO» — HU NPU KaKUX OOCTOATEIbCTBAX HEJb3d MPUMEHSTH Ipernapar
OJIHOBPEMEHHO C UTPAKOHA30JIOM. DTO OTHOCUTCS K CIEIYIOIIUM IIperaparam: CyOCcTpaThbl
uzopepmernta CYP3A4, y KOTOphIX MOXET BO3pacTaThb KOHILIEHTpalMs B IUIa3ME C
NPOJIOHTAIIMEN WM YCHJICHHEM TEParleBTHUECKUX W/MIIM HEXelaTeIbHBIX 3(deKToB 10
BO3HHUKHOBEHHS MMOTEHIIMAILHO CEPhE3HBIX cUTyaruii (cM. paszaen 4.3);

— «HE PpEeKOMEHJyeTcs» — peKoOMeHAyeTcs wu30eraTh MNPUMEHEHHUs TMpernapara, 3a
WCKIIFOUEHHEM CJIy4yaeB, KOIJa II0Jb3a NPEBBIIAET IMOTEHUUANbHBIN pUCK. Ecmu
COBMECTHOT'O IIPUMEHEHUS HEb3s N30€KaTh, PEKOMEHAYETCS KIIMHUYECKOe HAOI0IeHUE,
7036l WTPAaKOHA30ja W/WIM OJHOBPEMEHHO TNPUHHUMAEMBIX MPENapaToB CIEAyeT
KOPPEKTHUPOBATh 0 Mepe Heo0xo1uMocTH. [10 BOZMOXKHOCTH PEKOMEHTYETCSl OIIPENIENSTh
KOHIIGHTPALMIO B IUIa3Me. DTO OTHOCUTCS K CIEAYIOLIMM IpenapaTam: YMEPEHHbIE WU
MoItHble WHAYKTOpbl n3odepmenta CYP3A4 — He pekoMeHayeTcs Ha3zHaueHHe 3a 2
HeJeNu 0 U B TEUCHHE JICUCHHUs HWTpakoHazosnom; cyoctpatsl CYP3A4/P-gp/BCRP,
MOBBIIICHHE WU CHIDKCHHME KOHIIGHTpAllMi KOTOPBIX B IUTa3M€ MOXKET MPHUBECTH K
3HAUUTEIIbBHOMY PHCKY — HE PEKOMEHAYETCS Ha3HaUE€HUE BO BPEMs U B TEUEHUE 2 HEEIb
MOCJIE JICYEHUS] UTPAKOHA30JI0M;

—  «C OCTOPOYKHOCTHIO» — PEKOMEHIYEeTCsl TIIATeIbHOE HAOII0ACHUE MIPU OJTHOBPEMEHHOM
NPUMEHEHUU TIpenapara C HTPakoHa3oyioM. Ilpu OJAHOBpEMEHHOM NPUMEHEHUU
PEKOMEHIyeTCsl TIIATEJIbHO HaONI0aTh 3a NallMeHTOM U KOPPEKTHPOBAaTh J103bI
UTPAaKOHAa30ja W/MIM CONYTCTBYIOIIMX IIpernapaToB Mo mMepe HeobxoaumocTH. Ecnm
BO3MO>KHO, PEKOMEHIYETCSl ONPENENATh KOHLEHTPALMU B ILIa3M€. JTO OTHOCHUTCA K
CIEYIOIIUM TIperapaTam: MpemnapaThl, CHIKAIONINE KUCIOTHOCTh JKeTMyIKa (TOIBKO IS
WTpaKOHA30jJla B KallCyJax); yYMEpPEHHbIE WJIM MOIIHBIE WHTHOUTOPHI H30(hepMeHTa
CYP3A4; cyocrparst CYP3A4/P-gp/BCRP, s KOTOPBIX TOBBIMICHHE WA CHIKCHHE
KOHIICHTPAIMH B IJIA3ME MOXET MPUBECTH K KIMHUYECKH 3HAYUMOMY PHUCKY.

[TpuMmepbl B3aUMOJIECHCTBYIOIIMX MpENapaToB MNpeAcCTaBiIeHbl B Tabmuie Huwke. [Ipemapatsi,

NEPCUUCIICHHBIC B Ta6J'II/IHe, BBI6paHBI Ha OCHOBE JaHHBIX I/ICCJ'ICIIOBaHI/Iﬁ JICKAPCTBCHHBIX
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B3aMMOJIECTBUNM Ha OCHOBE MeXaHMW3Ma NeHUCTBHUA.

Kuaacenl
npenaparToB "
npenaparsl

O:xugaeMbIii/MOTEH U AJILHBII
3¢pdexkT MO OTHOWIEHHID K
YPOBHIO Npenapara

(CM. CHOCKM)

Kinununyeckune KOMMeHTapuu
(cM. npuMeyYaHus)

Aubda-010KaTOPBI

Andy303uH AndyzozuH Cmax (17), AUC | He pekomenayercs BO BpeMs H
T1? 2 HelleNnu Tocjie OKOHYAaHMS JICYCHHS
Cunono3un uTpakoHazojgoM. [loBbimieH  puck
Cunonnosus Cmax (11), AUC MOSIBJICHUS HEXKEIATEIIBbHBIX PEAKITHiA®,
Tamcyno3un (T1? CBSI3aHHBIX c
a1(py303MHOM/CHUITOJO3HHOM/
Tamcyno3un Cmax (11), AUC | Tamcynozunom
(1
AHaJIbIreTHKHU
AndeHtranunn Andenranmn AUC (17-1111)? [TpumeHsThH c OCTOPOKHOCTBIO,
Bynpenopdun (B/B u | bynpenopdun Cmax (1), AUC | Habmogath Ha TpeAMET TOSBICHUS
MTOABSA3BIYHO) (T1? HEeXenaTeIbHBIX peaKuii Ha
OKCHKOJIOH Oxcukono Cmax T, AUC 11 aHAJIBIETUKU, MOXET IMOTpeOOoBaThCs
CydenTanun Cydentanmsi — TOBBIIICHHE | CHIXKEHUE JIO3bI andenTanua/
KOHIICHTPAIUN (creriens | OympeHopuHa/ OKCHUKO/I0Ha/
Hen3BecTHa) &P cyenranuna
deHTaHuI ®enranmn B/B AUC (11)? He pexomenayercs BO BpemMs u
®dentanun B Ipyrux ¢opmax — | 2 HelEIW TMOCIe OKOHYAHUS JICUYEHUs
TIOBBIIIICHHE KOHIIGHTpAIUK | UTpakoHazosoM.  [loBeimeH  puck
(cTeneHs Hem3BecTHa) *P MOSIBJICHUST HEXKEJIATeNbHBIX PEeaKuit
Ha ¢eHTaHmI’
JleBantetunmetanon | Jleanerunmeranon Cmax (171), | [IpoTuBonokazan Bo BpemMss U B
(leBoMeTanm) AUC (111)? TeUEeHUE 2 HeNeNb IOCie JIeYCHUS
uTpakoHazojgoM. [loBbillieH  puck
TIOSIBJICHHSI HEXENATeIbHBIX PeaKIuii
Ha JIEBAlETHJIMETAA0M: MPOJOHTAIS
uaTepBasia QT  wm  mmpydTHaA
TaxuKapIus
Meranox (R)-metanon Cmax (1), AUC (1)* | [IpoTuBOmOKa3aH BO BpemMss U B
TeYeHHEe 2 Henenb TIOcCie JICUeHHUs
uTpakoHazojgoMm. IloBeimieH  puck
MOSIBJICHUST HEXKEIATeNbHBIX PEaKIuit
Ha METaJIOH: MOTEHIATHLHO
yrpoxaromiee  KH3HH  yTHETeHUe

JIBIXaHUS, TpoJIoHTarmst mHTepBaga QT
Y IUPYITHAS TAXUKAPIUS

IIpoTMBOApUTMHYECKHE CPEICTBA

Jurokcun

Jurokcun Cmax T, AUC 1

IIpumeHATH c OCTOPOXHOCTBIO,
HaOMIOaTh HA TIPEAMET TOSIBICHUS
HEXKeIaTeIIbHbBIX peakiuit Ha
JIUTOKCHUH, MOXET TOoTpeOoBaThCs
CHIDKEHHE JIO3bI JIUTOKCHHA®
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Juzonupamu g

;
Ju3zonupamMu]y — TOBBILLICHUE

IS

e
1o aol

BDEMS - ' B

KoHneHTpanuu (11) *°

T€YeHHEe 2 HeAenb II0CNIe JICYCHMS
uTpakoHazoiaoMm. IloBelmieH  puck
MOSIBJICHUS HEXKEJIATEJIbHBIX peaKuui
Ha JTU30IIApaMUL; CEpbE3HbIE
apUTMUM,  BKIIOYas  NUPYITHYIO
TaxUKapIuIo

Jodernnma

Hoderunun Cmax (1), AUC (1)*

[IpoTuBOMOKa3aH BO BpeMs U B
TeUcHHE 2 HEJACHb IOCIC JICUCHHS
uTpakoHazojoM. [loBelleH  pHCK
MOSIBJICHUS HEXKEJIaTeNbHBIX PEaKIui
Ha IO ETUITHI: CepbE3HbIE
JKETyJTIOUKOBbIE ApUTMHH, BKIIOYAs
MUPYITHYIO TAXUKAPIUIO

Hponenapon

Hpouenaporn Cmax (111), AUC
arrn

IIpoTuBOmOKa3aH BO BpeMsi U B
T€YeHHEe 2 HeAenb I0ClIe JICYCHUS
uTpakoHazoiaoMm. IloBeimieH  puck
MIOSIBJICHUSI HEXKEJIATEIbHBIX peaKuui
Ha JIPOHEIapOH: IIPOJIOHT ALIMS
uatepBaga QT  wm CepJIeyHO-
COCYyJIMCTasl CMEpPTh

XWHUIUH

Xunugud Cmax 1, AUC 11

[IpoTuBomokazan BO BpemMs U B
TeueHHe 2 HEJACHb IIOCHE JICUCHHS
WTpakoHa3ojioM.  IloBblllleH  puUCK
MOSIBJICHUSI HEXKEIATEIbHbIX PEAKLIUA
Ha XUHUJIMH: [IPOJIOHTAIU UHTEpBAJIA
QT, MHUPYITHAS TaxuKapaus,
TUIIOTEH3Us, CIIyTAaHHOCTh CO3HAHUS U
JIeTTMpUi

AHTHOMOTUKH

benaxksmnun

benakBuimH Cmax(<>), AUC (1) B
TeYeHUEe 2 HeNeNb OJIUH pa3 B
CyTKHU OeTaKkBHINHA®

He pexomenayercs B TedeHue Oolee,
yeM 2 Heneab B 000 MOMEHT
JIedeHuss O€NaKkBHUIMHOM B CBI3H C
MOBBIICHUEM  pUCKA  TOSBICHUS
HeXKeIaTeIbHbIX peaknuit Ha
OemakBUINH®

Hunpodnokcanux
DOpUTPOMUILIH

Htpakonazon Cmax T, AUC 1

[IpumeHnATH c OCTOPOXKHOCTBIO,
HaOII0AaTh Ha MpEeIMET MOSIBICHUS
HEXKEJIaTCIIbHBIX peaKum”I Ha
UTPAKOHA30J, MOXET MOTPeOOBaThCs
CHIDKCHHE JIO3bI HTPAKOHA30J1a

Knapurpomunyx

KiapurpoMuiuH — MOBBIIICHHE
KOHIICHTPAllH (cremnenp
Hen3BeCTHa) &P

Htpakonazon Cmax T, AUC 1

IIpumeHATH c OCTOPOXKHOCTBIO,
HaOMIOaTh HA TIPEAMET TOSIBICHUS
HEXKEJIaTEJIbHbIX peakuui Ha
UTPAKOHA30J W/WIH KIAPUTPOMUIIMHS,
MOXET TOTpPeOOBaThCS  CHU)KEHUE
JIO3bI WTpaKoOHa30Ja u/unu
KJIQPUTPOMHMIIMHA

Jlenamanug

Jlenamanug — —
KOHIICHTPAIIUH
HEen3BeCTHa) &P

IIOBBIIIICHUEC
(creneHn

IIpumeHATH c OCTOPOXHOCTBIO,
HaOII0AaTh Ha MpeaMeT MOSIBICHUS
HEXKEJIATEJIbHBIX peakuuin Ha
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' | rendvami/ rpaMErpexcar, - Mosxker

Tpumerpekcar Tpumerpukcar — 10 BIIICHHE
KOHIEHTpaLuu (cremenp | moTpeOOBAaTbCS  CHIDKEHUE  J03bI
HenssecTHa) P UTpaKoHa30ma’
N3onunazun W3onunazun: KoHIleHTpanusi | He  pexkomeHayercs B TeueHHE
uTpakonasona (||| )*P 2Henenb O W BO BpeMs JICUCHUS
Pudammnunun Pudammnunun: AUC | utpakoHa30JI0M, MOKET OBITh CHIDKCHA
UTpaKoHaszona ||| 3¢ (HEeKTUBHOCTH UTPAKOHA30JIA
Pugabyrun Pugpabyrun  —  mosslmenue | He  pekomeHnmyercs B TEUYCHHE
KOHIEHTpaLUu (cremens | 2 Hemenb 10, BO BpeMs M B TEUCHUE
HemsBecTHa) *P 2 Henenb nocie JCUCHHUS
Ntpakonazon — Cmax ||, AUC || | uTpakoHnazoiom.
Bo3moxkHO cHIKeHHE 3P (HEKTUBHOCTH
UTPAaKOHA30jJla U TIOBBIIICHHE pHUCKA
TIOSIBJICHHSI HEXENATeIbHBIX PeaKIuii
Ha pudaldyTun®
Tenmurpomuux VY 310pOBBIX 100POBOJIBIIEB: IIpoTuBONIOKa3aH ManyueHTam c
teauTpoMuIH Cmax T, AUC 1 TSOKENBIM ~ HapylleHueM  (yHKIUU

IIpu  TsKETTOM
(GYHKIIUY MOYeK:
temurpomuriid AUC (11)?

HapyLIEeHUU

[Ipuy  TsDKENOM  HapylIEHUU
(GYHKIUY TTEYEHU:

TEJIUTPOMHUIIMH — TIOBBILICHHUE
KOHIICHTPAllUH (crenenp

HemsBecTHa) 2P

MEYCHH WM TIOYeK BO BpeMs U B
T€YeHHe 2 HeAeNb IOCie JICYCHHS
uTpakoHazoinoMm. IloBeimieH — puck
MOSIBJICHUST HEXKEJATeNbHBIX PEeaKiuil
Ha TETUTPOMHUIIMH, BKJTFOYAS
MEYCHOYHYIO TOKCUYHOCT,
npojoHranuio  uHTepBaia QT wu
MUPYITHYIO TaXUKAPIUIO.

Y  Apyrux — manuMeHToB  CIEAYET
MPUMEHSITh c OCTOPOXXHOCTBIO,
HaOMIOaTh Ha TPEAMET TOSIBICHUS
HeKeNaTebHbIX peakiuit Ha
TETUTPOMHUIINH, MOXKET TOTPEOOBATHCS
CHU)KEHHE JI03bl TEIMTPOMUIIMHA®

AHTHKOﬁFyJ’IﬂHTbI u

aHTI/ITpOMﬁoTI/I‘IeCKHe cpeacrea

Arnnkcaban Anukcaban Cmax (1), AUC (1)* | He pexomeHnmyercs BO BpemMs U
PuBapoxcaban Pusapokcaban Cmax (1), AUC (1- | 2 Henenn noce JICYCHUS
T3 uTpakoHazojgoMm. [loBellleH  puck
Bopamakcap Boparmakcap Cmax (1), AUC (1)* | mosiBIeHUsT HEXENaTSIbHBIX pPeaKIni
Ha anukcaban/ puBapokcaban/
BOpanakcap®
Kymapunsi Kymapunbt (mammpumep, | [IpuMeHsATH € OCTOPOKHOCTHIO,
(Hanpumep, BapdapuH) —  TIOBBINICHHE | HAOMIOMATh HA TIPEIMET TOSBIICHUS
BapdapuH) KOHIIEHTPAaIUN (cTemeHb | HeXeNaTeIbHBIX peakiuit Ha
HemsBecTHa) P KYMapHHBI/IIIIIOCTA301, MOJXKET
Hunocrazon [Munocrazon Cmax (1), AUC (11)* | moTpeOoBaThCsl ~ CHIKEHHE  JO3BI
KyMapHUHOB/LIUJI0CTa301a°
Jaburarpan Haburatpan Cmax (17), AUC | IlpuMeHATH € OCTOPOXHOCTBIO,

()’

HaOMIOaTh HA TIPEAMET TOSIBICHUS
HeKeNaTeIbHbBIX peaxiuit Ha
JaburatpaH, MOXKET TOTpeOOoBaThCs
CHIDKEHHE 03Bl JaburaTpana’
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Tuxarpenop Tukarpenop Cmax (11)._AUC [HIpoTiBomokasdn- 8o~ Bpems -~ u__ B
(TThH? TeUEeHHUE 2 HeNeNb I0Cie JICYCHUS
uTpakoHazoiaoMm. IloBelmieH  puck
TIOSIBJICHHSI HEXKENATESIBbHBIX PEaKIHii
Ha TUKarpenop, HanpuMep
KPOBOTECUCHUH.
IIpoTHBOCY10POKHBIE CPENCTBA
Kapbamazenun Konnenrpanusi kapbamaszenuHa | He  pekomeHmyercs B TEUYCHHE
) ab 2 HeJleNb JI0, BO BpeMsi U B TCUCHHE
KoHmeHnTpanusi ~ uTpakoHaszona | 2 Hellesb nocie JICUCHHUSI
(1)) 2P HTPAKOHA30JIOM.
D} heKTHBHOCTh UTPAKOHA30JIA MOXKET
OBITh CHIJKEHA B CBSI3H C TIOBBIIIICHUEM
pHCKa TOSIBJICHUS HEKENATSIbHBIX
peaknmii Ha KapbamazenuH®
denobapOuTan denobapOutan: koHueHTpanus | He  pekomenmyercs B TEUYCHHE
uTpakonasona (|| ) &P 2 Henlenb /10, BO BpEMSl U B TEUCHHE
DeHUTOnuH ®enutonn: AUC utpakonasona | 2 Heleb nocine JedeHus
Ll UTPAKOHA30JI0M. Moxer OBITh
CHIDKEHA 3¢ peKTUBHOCTD
UTpPaKOHa30J1a
IIpoTnBoaNadeTHUYECKHE CPEICTBA
Penarnunnpg Penarmuang Cmax T, AUC 1 [IpuMmeHsITH ¢ OCTOPOKHOCTBIO,
Cakcarnuntux Cakcarmuntu Cmax (11), AUC | Habnrogath Ha mpeaMeT MOSBICHUS
(1’ HEXKEeTaTeIbHbBIX peakiuii Ha
penarauHuI/CakCariunTiH,  MOXET
noTpeOOBaTbCsl  CHWIKEHHWE  JI03bI
penarjanHuIa/cakcarIunTuHa ©
AHTHTeJIbLMUHTHBIE, IPOTHBOTPHOKOBBLIE H AHTHTIPOTO30IHbIE CPEACTBA
Apremerep+ Aptemerep Cmax (11), AUC (11)* | IIlpumenaTsb c OCTOPOKHOCTBIO,
moMe(haHTpHH Jiomedantpua Cmax (1), AUC | HabmogaTh Ha MpeAMeT IOSBICHHS
(T? HEeXeNaTelbHbIX peakuuii Ha
XUHUH XuHHH Cmax <>, AUC 1 apremerep-titoMeaHTPUH/XUHUH.
Crenugpuyeckue IeiCTBUS OMICAHBI B
WHCTPYKITUSX 110 TPUMEHEHHUIO
lanogantpun lanodantpun — mnoBsimeHue | [I[poTuBomokasan BO BpemMs U B
KOHIIEHTPAIUN (creneHp | TeueHHWe 2 HemeNb TIOCIE JICUCHHS
Hen3BeCTHa) &P uTpakoHazojgoM. [loBbillieH  puCK
TOSIBJICHHUST HEXKEJIATeIbHBIX PEaKIui
Ha  TamopaHTPUH:  MPOJOHTAIUSL
natepasia QT u eTaabHbBIC APUTMUAN
N3aBykoHaz0n UzaBykoHa3zon Cmax («<»), AUC | [IpoTuBomoka3zan BO BpeMs U B
(TThH? TEUeHWE 2 HEeAeNIb TMOCle JICYEHUS
uTpakoHazojoM. [loBbIllieH  puCK
TOSIBJICHHUST HEXKEJIATEeIbHBIX PEaKIui
HA W3aBYKOHA30JI: HApYIIEHUS CO
CTOPOHBI TICYCHH, peakun
THIEPYYBCTBUTEITHHOCTH u
AMOPHO(PETOTOKCUIHOCTh
[IpazukBanTen [IpazukBanten Cmax (11), AUC | IlpumensTs c OCTOPOKHOCTBIO,

"

HaGHIOIIaTI: Ha MpCAMCT TIOSIBJICHUSA
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HeREATENBHBX - peakuuir - Ha

IMPpasuKBaHTECII, MOXKCT HOTpe6OBaTBC$I
CHHMXXCHHEC 103bI Hpa3I/IKBaHTeJIaC.

AHTHTHCTAMHHHbIE cpeacraa

AcTeMu30i

Acremu3zon Cmax (1), AUC (11)*

[lporuBomoka3an BO BpeMs H B
TeUueHHe 2 HeAenb IIOCNe JIEYECHUS
uTpakoHa3oigoMm. I[loBeimen  puck
MOSIBJICHUSI HEXENATeNbHBIX PeaKIii
Ha aCTEMH30I: HPOJIOHTALTHST
MHTEpBaja QT, MUPY3ITHAS
TaxXUKapAus U APYrHue KeIyJT0UKOBBIC
ApUTMHH.

bunactun
D0acTuH

Pynaragun Pynaranun

bunactin Cmax (171), AUC (1)*
D6actun Cmax 11, AUC 111

ITIOBBIIIICHHUC

KoHIeHTpamuu (1111) &P

[lpuMeHSATH  C  OCTOPOXHOCTBIO,
HaOMIOgaTh HA TMPEAMET TOSIBICHUS
HEXXEaTebHbBIX peakiui Ha
Ounactun/>0acThH, pynaraaus,
MOXET  TOTPeOOBAaThCS  CHUKCHUE
JIO3BI OunactuHa/>0acTHHA,
pynaraauHa

Musonactud

Musonactun Cmax (1), AUC (1)

IIpotuBOmOKa3aH BO BpeMsi U B
T€YeHHEe 2 HeAenb I0CNIE JICYCHMS
uTpakoHazoiaoMm. IloBeimieH  puck
MOSIBJICHUSI HEXKEJIATEIbHBIX peaKuui
Ha MH30JIaCTHH: IIPOJIOHT ALIMS
uHtepBanga QT

Tepdenanun Tepdenanun
KOHLEHTpalnuu

Hen3BeCTHA)®

IIOBBIIIICHHEC
(creneHb

IIpoTBOmOKa3aH BO BpeMsi U B
T€YeHHE 2 HEAeNnb I0CNIE JICYEHMS
uTpakoHazojgoMm. IloBeimieH  puck
MOSIBJICHUSI HEKEJIATENIbHBIX peaKIui
Ha TepdheHaauH: MIPOJIOHT AIIHS
MHTEpBaja QT, MIUPYAITHAS
TaxUKapaus U JIPyrue >Keny104KOBbIe
apUTMHH

IIporuBOMHUIpeHO3HbIE CPEACTBA

OnerpunraH Onerpuntad Cmax (11), AUC | IlpumMeHSITH € OCTOPOXHOCTBIO,
(TTH? HaOMOIaTh Ha TPEAMET MOSBICHUS
HEeXKeJaTeIbHBIX peaknui Ha
ANIETPUNTAH ¢, MOXKET TMOTPEeOOBATHCS
CHWO)KCHHE JIO3BI DJICTPHUIITAHA
Ankanou sl ATKanousI CIIOPBIHBH — | IlpoTuBOMOKa3aH BO BpeMs U B
CIIOPBIHBH MTOBBIIIICHHE KOHIICHTpAIIUH | TCUCHUE 2 HeIeNb I0ocle JICUCHUS
(TUTHAPOAPTOTaMHUH | (CTETIeHb HeM3BecTHa) &P uTpakoHazojgoM. [loBbillieH  puCK
, 3ProMETpHH, TOSIBJICHHUST HEXKEJIATEeIbHBIX PEaKIui
IProTaMuH, HA AIKAJIOUABl CHOPBIHBH, TAaKUX KaK
METHIIIPTOMETPHH) SPrOTH3M

IIpoTnBOONYyX0JIeBbIE MPENapaThl
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Boprezomu6 Boprezomu6c AUC (1)? Y pumetss | ='¢E T -OctoposkEOCTEIO,
bpentykcumaba bpenrykcumaba Bemotun AUC | HaOmomaTh Ha TPEIMET IOSBIICHHS
BEIOTHH M HEKEJIaTeJIbHBIX peakuuii Ha
bycynbdan bycynbdan Cmax T, AUC 1 MIPOTHBOOITYXOJIEBbIC  IIpernaparbl ¢,
DproTuHUO Opnotuand Cmax (11), AUC (1)* | MoxkeT moOTpeOOBaTbCS  CHUKCHHE
I'eduTnHNO I'eputnanG Cmax T, AUC 1 JIO3bI IPOTHUBOOITYXO0JIEBOTO IIpernapara
Nmatunan6 MmaTtuan6 Cmax (1), AUC (1)*
Hkcabenmion Hkcabemmion Cmax (<), AUC
(1*
Huntenanu6 Hunrenanu6 Cmax (1), AUC (1)?
[Tano6unocrar [Tonabunocrar Cmax (1), AUC
(1"
[MonatuunO ITonatnan6 Cmax (1), AUC (1)*
Pykconutunu6 Pykcomutunn6 Cmax (1), AUC
(1*
Conuneru6 Conugeru6 Cmax (1), AUC (11)?
Bannerann6 Bannerann0 Cmax <>, AUC 1
Nnenanmucud Nnenamucud Cmax (1), AUC (1) | IlpumeHsaTH c OCTOPOKHOCTBIO,
WUtpakonazon — TOBBIICHHUE | HAOMIOAATh HA TIPEIMET TOSBIICHUS
KOHIICHTPAllMd B CBIBOPOTKE | HEXKEJIATSIbHBIX peakiui Ha
(cTeneHb Hen3BeCTHA)™P UTPAKOHA30J W/WIM  HIeNaIucuo’,
MOXET TOTPeOOBAaThCS  CHUKCHUE
JIO3BI WUTPAaKOHA30J1a W/unm
uaeaaucuoa
AkcHTHHUO AxcutuHHuO Cmax (1), AUC (11)* | He pekomeHmyercs BO BpemMs U
Bbozytunu6 bozytuan® Cmax (1171), AUC | 2 nenenu nocJne JICYECHUS
TT? uTpakoHazojoM. [loBelieH  puck
Kabazurakcen Kabazurakcen Cmax («»), AUC | mosiBneHus HexenaTeNbHbIX pPeaKIHii
() Ha MPOTUBOOIYXOJIEBbIE penaparsI‘.
Ka6o3anTunun6 Ka6ozantuanb® Cmax («»), AUC
M? JIOMOTHUTENBHO:
Heputunud Heputunu6b Cmax (1), AUC (11)* | dns  xaba3uTakcena, Jaxke ecld
Koboumetnan6 Kobumetnan6 Cmax 11, AUC 111 | u3meHeHus rapaMeTpoB
bapMakOKMHETHKH HE  JOCTHTaIH
Kpuzornauod Kpuzoruaud Cmax (1), AUC (11)* | craTuCTHYECKOH ~ 3HAYUMOCTH B
UCCIIETOBAaHUH JIEKapCTBEHHOTO
Habpadenud Habpadpenund AUC (1)* B3aUMOJICHCTBUSL C HU3KUMH J03aMHU
KeTaKoHa30J1a, HaOIoAanach BhICOKAs
JHazaTuHuo Jazatuan6 Cmax (171), AUC (11)? | BapmaTuBHOCTh  pe3ynbraTtoB.  Jlis
nOpyTuHNOa crnienupuyeckue
Jlomerakcen Homerakcen AUC («-11)? JIEACTBHS OMUCAHBI B MHCTPYKIIUHU TIO
NopyTuanb Nopytuan6 Cmax (1111), AUC | mpumeneHuro
()
Jlanmatunu® Jlanatuau® Cmax (11), AUC (11)?
Hunotuuu6 Hunotunu6 Cmax (1), AUC (11)*
Ounanapu6 Omamapu6 Cmax T, AUC 11
[Tazonanu6 [Tazonaunu6 Cmax (1), AUC (1)?
Cynutnan® Cynutuanb Cmax (1), AUC (1)?
TpabexTenun Tpabekreaua Cmax (1), AUC (1)?
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L

Fa ot

OCREQOBATENBHOC TS 0005)

Tpacty3zymab Tpacty3yma®  SMTaH3uH ___—
SMTaH3UH MOBBILICHHE KOHIICHTpAIu1
(cTenenb HemsBecTHA) P
AJkamonanl AJKamonael OapBUHKA —
OapBUHKA MOBBIIICHHE KOHIICHTPAIUU
(cTeneHp HemsBecTHa) *P
Peropadenu6 AUC peropadpennba (|| mo | He pexomenmyercs BO Bpemsi H
JTAaHHBIM TUISE AKTUBHOTO | 2 HEJeNu nocine JedeHus
KOMIIOHEHTa)® UTPAKOHA30JI0M. Moxer OBITH
CHIDKEHA 3¢ PeKTUBHOCTD
peropadennda
HNpunortekan Npunotexkan u ero aktuBHbIM | [I[poTMBONIOKa3aH BO BpeMsa U B

METa00JIUT - MOBBIILIEHUE
KOHIIEHTPAILIUH (creneHb
HemsBecTHa) P

TeucHue 2 HCACIb IIOCJIC JICUCHUA
HUTPAKOHA30JIOM. IToBrIIeH PHUCK
MOABJICHHUA HECXCIIATCIbHBIX peaKHI/IfI
Ha HPHUHOTCKAH: IIOTCHLHNAJIBHO
yrpoxaromas ) XKU3Hu MHUCIJIOCYIIPCCCUA
H Juapes

AHTI/IHCI/IXOTI/IKI/I, AHK

CHOJIMTUKH H CHOTBOPHBIC CPEACTBA

Aunpazosiam
Apunurpason
bpotuzomnam
bycninpon

lanonepunon
Mupazonam (B/B)

Aunmpazonam Cmax <>, AUC 11
Apunwumnpazon Cmax T, AUC 1
bpotuzonam Cmax <>, AUC 11
Bycmpon Crax 1111, AUC 1111

I"anonepunon Cmax T, AUC 1
Mupazonam (B/B) — MOBBILICHHE
KOHLIEHTpaluu TTb

[lpuMeHSATH  C  OCTOPOXKHOCTBIO,
HaOMIOgaTh HA TPEAMET TOSIBICHUS
HEXKEaTeTbHbIX peakiui Ha
AQHTHIICUXOTHUKH, AHKCUOJIUTUKH WIIH
CHOTBOPHBIE®, MOXET NOTPeOOBATHCS
CHW)KCHHE JI03 3TUX MPETapaToB

[lepocnirpon [Tepocnupon Cmax 117, AUC 111
Ksernanun Ksernanmun Cmax (11), AUC
1
Pamenteon Pamenteon Cmax (1), AUC (1)?
Pucnepuion Pucnepnion  —  moBbllIEHHE
KoHIeHTparuy 1P
CyBopekcaHt CyBopekcanT Cmax (1), AUC
(1)
30MMKIIOH 3omukioH Cmax 1, AUC 1
Jlypa3zunon Keernanmun Cmax (111), AUC | [IpoTuBomoka3zan BO BpemMs U B
(TThH? TEUeHWE 2 HEeAeNIb TMOCle JICYEHUS
uTpakoHazojoM. [loBbIllieH  puCK
TOSIBJICHHUST HEXKEJIATEeIbHBIX PEaKIui
Ha Typa3uoH: TUTOTEH3HUS,
IUPKYJIATOPHBIA  KOJUTAIC, TSDKEIBIS
AKCTpaUpaMUIHBIE CUMITOMBI,
CYJIOpOTH
Mupazonam Munazonam (mepopasibHO) Cmax | [I[poTHBOmOKa3an BO BpemMs U B
(mepopasibHO) 11, AUC 11-1111 TeUeHHWE 2 HeNeNb IOCie JICYCHUS

HUTPaKOHAa30JI0M. IIoBbimieH pHUCK
MHOABJICHHUA HECXCIIATCIbHBIX peaKHI/Iﬁ
Ha MHWIA30JIaM: YIHCTCHHC JIbIXaHUS,
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octapopra = ET TE M,

IIPOJIOHI'MpOBaHHasd ceaanus U KoMa

IIumosnn

IMumo3ua Cmax (1), AUC (11)*

IIpoTuBOomoOKa3an BO BpeMs U B
T€YeHHE 2 HeAenb I0ClIe JICYCHMS
uTpakoHazoiaoMm. IloBelmieH — puck
MOSIBJICHUS HEXKEJIATEIbHBIX peaKuui
HAa NMMO3MJ: apUTMHUU  CEep.LUa,
BO3MO>KHO, CBSI3aHHbIE c
nposionranerd  uHTepBaa QT
MUPYITHON TaxuKapIuei

Ceptunaon

IIOBBIIIICHUEC
(creneHb

Ceptunmon  —
KOHIICHTPaLlu!
HemsBecTHa) P

IIpotuBOomOKa3an BO BpeMsi U B
T€YeHHE 2 HeAenb I0ClIe JICYCHMS
uTpakoHazoiaoMm. IloBelmieH — puck
MOSIBJICHUSI HEXKEJIATEIbHBIX peaKuui
Ha CEepPTUHAOI: IPOJIOHTalUs
untepBaia QT wu  nupysTHas
TaxuKapaus

Tuazonam

Tuazonam Cmax 7-11, AUC 11-
T

HpOTI/IBOHOKa3aH BO BpEMA H B
TeueHue 2 HCACTIb IIOCJIC JICUCHUA
HUTPAKOHA30JIOM. IToBoInIeH PHUCK
MOABJICHHA HECXCIIATCIbHBIX peaKuHﬁ
Ha THa3oJlaM: CYJdOpOTH, YIHCTCHHUC
JAbIXaHUs, aHTHOOTCK, alTHOS U KOMa

IIpoTHBOBHPYCHBIE CPEICTBA

AcynanpeBup (c | AcynanpeBup (c ycunenuem) | [IpumensTs c OCTOPOKHOCTBIO;
YCUIICHUEM ) Cmax (111), AUC (111)? cnenuduyeckue ACHCTBUS ONMUCAHBI B
Tenodosupa TeHodoBup -  TOBBINICHHE | HHCTPYKIUAX o IPUMEHEHHIO
JM30IIPOKCUIIA KOHIIEHTPALU1 (creneHp | MPOTUBOBUPYCHOTO IpenapaTa
dbymapat (TDF) HemsBecTHa) P
Bbouenpesup bonenpeBup Cmax (1), AUC (11)? | [Ipumensts c OCTOPOKHOCTBIO,
WUtpakoHa3on - moOBBILIEHHE | HAOMIOAATh HA MpEeAMET MOSIBICHUS
KOHIIEHTPALU1 (creneHpb | HeXeNMaTEIbHBIX peakiuit Ha
Hens3BecTHa) P WUTpPaKoOHA30J W/wiM OorenpeBup
MOXET TOTpeOOBaThCS  CHU)KEHUE
11036l UTpakoHasona. Crenupuueckue
JeMCTBUS yKa3aHbl B MHCTPYKLUH T10
MIPUMEHEHUI0 OoIenpeBrpa
Kobunucrar Kobunucrar -  mnoBbimeHue | [IpuMeHATH € OCTOPOXHOCTBIO,
KOHIICHTPAIIUH (crenenp | HAOMIOJATh HA TPEAMET TIOSBICHUS
HensBecTHa) P HEXXeTaTeIbHbIX peakiuit Ha
WTpakoHa3oa - TOBBIIICHWE | HTPAKOHA30J, MOXET IMOTPeOOBaThCs
KOHIICHTPaLU1 (cTeneHb | CHUKEHHUE J103bI UTPAKOHA301A.
HemsBecTHa) P
JlakmaracBup HaxnaracBup Cmax (1), AUC | IlpuMeHATP ¢ OCTOPOXKHOCTHIO,
(T1)? HaOII0AaTh Ha MpPEeIMET MOSIBICHUS
Banunpesup BanumpeBup Cmax (111), AUC | HexxenaTenbHBIX peakmmii Ha
(T2 JaKJIaTacBUp/BaHUTIPEBUPS, MOXKET
nmoTpeOOBaTbCSl  CHWIKEHWE  JI03BI

JTAKJIaTaCBHpa/BaHUIIPEBHPA
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Hapynasup (c
YCUIJICHHEM)

o )
VYcuneHHbiin PHUTC HABHPOM

Ipletisrs | ='¢" " octohokAOCTEIO,

napyHaBup: Cmax UTpakoHa3oja

(11, AUC (11)*

HaOII0AaTh Ha MpeaMeT MOSIBICHUS
HEXKEJIaTEJIbHBIX peakuui Ha

®ocamnpenaBup (¢ | YcuieHHbIN PUTOHABHUPOM | UTPAKOHA30JI, MOXET MOTPeOOBaTHCSA
yCUJICHUEM ¢docammnpeHaBup: Cmax | CHHKEHHUE J103bI UTPAKOHA3071a
PUTOHABUPOM) utpakonasona (1), AUC (11)*
Tenanpesup Tenanpesup: Cmax UTpakoHa301a
(D, AUC (11)*
DnBUTErpaBUP OnsurerpaBup Cmax (1), AUC | IlpumeHSITH C  OCTOPOXHOCTBIO,
(ycueHHBIN) (M? HaOMOaTh Ha TMPEAMET TOSIBICHUS
WTpakoHa30d — TMOBBIIICHUE | HEXKEJIATSIBHBIX peakuuii Ha
KOHIEHTpaLuu (cTerneHb | UTPAKOHA30J W/WIIM  DJIBUTETPABUP
HemsBecTHa) P (ycuneHHbI puTOHaBUpPOM)®. MoxkeT
noTpedoBaTbCd  CHIKEHHE  JI03bI
UTPAKOHA30J1a; CM. HMHCTPYKIHIO IO
MPUMEHEHHUIO JIBUTErpaBUpa
Ddapupens Odasupens: Cmax uTpakoHazona | He  pexomeHmyercss B TeYeHHUE
1, AUC | 2 HeIedb 1O W BO BpEeMs JICUCHHS
HeBupanun HeBupanun: Cmax HTpaKoHa30J51a | HTPAKOHA30JIOM. D¢ dhexkTuBHOCTH
1, AUC || UTPaKOHA30Jj1a MOKET OBITh CHIKCHA
WNunuHaBup Konnentpanus utpakonasonatl’® | IIpuMeHsTs c OCTOPOXKHOCTBIO,
NunnaaBup Cmax <>, AUC 1 HaOMOaTh Ha MPEAMET TOSIBICHUS
HEXKEeTaTeTbHBIX peakuuii Ha
WUTPaKOHA30J  W/WIM  WHAWHABUPS,
MOXET TOTPeOOBaThCS  CHU)KEHHUE
JI03Bl UTPaKOHA30J1a u/unu
WH/IMHABUPA
Mapasupox MapaBupok Cmax (17), AUC | IlpumeHsATh € OCTOPOXHOCTBIO,
TT? HaOM01aTh Ha MPEAMET MOSBICHUS
HEeXXEeNaTeNbHbIX peakuui®. Moxker
noTpeOOBaTbCsl  CHWIKEHHWE  JI03bI
MapaBHPOKa
Purtonasup Utpakonazon Cmax (1), AUC | IlpumeHSITH C  OCTOPOXHOCTBIO,
(T1)? HaOII0AaTh Ha MpeaMeT MOSIBICHUS
PutonaBup Cmax (<), AUC (1)* | HexkenaTemTbHbIX peaknuit Ha
UTPAaKOHA30Jd  W/WIM  PUTOHABHP®.
Moxer moTpeOoOBaThCcs  CHU)KEHHUE
7036l UTpakoHazona. Crenuduueckue
JEMCTBUSL ONKMCAHBI B WHCTPYKIIUHU IO
IPUMEHEHHIO PUTOHABHpA
CaxBuHaBUD CaxBunaBup (0e3 ycunenus) | [IpumeHsTh c OCTOPOKHOCTBIO,
Cmax 11, AUC 111 HAOMIOIaTh HAa TPEAMET TMOSBICHHUS
WtpakoHa3on (¢ YCHJICHHBIM | HEXKEJIATSIbHBIX peakmmii Ha
cakBUHaBHPOM) Cmax (1), AUC | utpakoHazon w/Wiu  CaKBHHABHP'.
T? MosxeTr mnoTpeboBaThCS CHUXKEHHUE
7036l UTpakoHazona. Crenuduueckue
JEMCTBUSL ONHMCAHBI B WHCTPYKIUHU IO
IPUMEHEHHIO CAaKBUHABUPA
CumenpeBup CumenpeBup Cmax (11), AUC | He pexomenayercs BO BpeMs W B

(1)

TeucHue 2 HCACIb IIOCJIC JICUCHUA
HUTPaKOHa30JI0M
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Hanonon

Hamomnon Cmax 11, AUC 11

[lpuMeHAT, € OCTOPOXKHOCTBIO,
HaOII0OAaTh Ha MpPEIMET MOSIBICHUS

HE)KeNaTeIbHbIX peakuui Ha
Hanonon’. Moxker mnoTpeboBaThCs
CHIJKEHHE JI03bI HAJ0J101a.
BJiokaTopsbl KaJIblHeBbIX KAHAJIOB
benpuaun benpuaun —  nosbiuenue | [IpotuBonokazan BO BpeMs M B
KOHLEHTPALHUHU (crenens | TeueHUE 2 HeNENb IOCHE JICUCHUS
Hen3BecTHa) P uUTpakoHa3ojgoM. [loBelleH  puck
TOSIBJICHUSI HEXENATeNbHBIX PEeaKIii
Ha OempuIwi, TakuX Kak HOBas
ApUTMHS U JKEITyI0YKOBasi TaXUKAPAUS
10 TUILY IUPYITHOM
Juntuazem Huntnazem u wurpakoHazon — | IIpumensarts c OCTOPOXKHOCTBIO,
HOBBIILICHHUE KOHILIEHTpaluK | HaOJItoJaTh Ha IpeAMET IOSBICHUsS
(cTenenb Hem3BecTHA) P HEXENaTeJIbHbIX peakuuin Ha
WUTPaKOHA30J  W/WIM  JHITHA3eM,
MOXET TOTPeOOBaThCS  CHU)KEHHUE
J103bl UTPAKOHA30J1a U/UJIM TWIITHA3EMa
denoaunux ®enogumun Cmax 117, AUC 111 | [IpoTuBomoka3an BO BpemMss U B
JlepkaHuunuH Jlepkanunurmua AUC (1111)? TeUeHUE 2 HeNeNb I0Cie JICYCHUS
Huconnunun Huconmunua Cmax (1111), AUC | utpakonazonom.  [loBblmieH  puck
Tr? MOSIBJICHUS HEXKEJIaTeJIbHBIX PEaKIUi
Ha JUTUAPOIUPUINHBI; THIIOTCH3HUS H
nepudepuyecKuii 0Tex
Hpyrue JuruaponvupuanHbl — | IIpumensTh c OCTOPOXHOCTBIO,
JUTUAPOIIUPUINHBI | TIOBBILLICHHUE KOHIIEHTpAllMK | HaOJtoJaTh Ha MpeAMET IOSBICHUsS
(cTenenb Hem3BecTHA) P HEXENaTeJIbHbIX peakuui Ha
Bepanamun Bepamammsi  —  MOBBIIIEHUE | AUTHIPONUPHUANHBI/BepanaMui’,
KOHIICHTPAllUH (creneHpb | MOXKET MOTPEOOBATHCS CHUIKEHUE 103
HEH3BECTHA) ab JUTHIPOTIMPHUIMHOB/BEepanaMuia

Pa3nu4ynble cpeacTsa Vis JedeHHus 32001eBaHNH CEPAECYHO-COCYIMCTON CHCTEMbI

Anuckupex Amuckuper Cmax 111, AUC 111 | He pexomeHmyeTcss BO BpeMs U B

Puouurynar Puonurynat Cmax (1), AUC (11)? | TeueHne 2 Henenb Tmocie JEUEHUS

Cungenadun  (nns | Cunpenadun/tananadui - | utpakoHazoiom®.  IloBblllieH  pHCK

JIEYCHUS JIETOYHOH | TIOBBIIICHHE KOHIICHTPAIIUH | TIOSIBIICHUS HEKENAaTeIbHBIX PEaKIIHid

TUTIEPTCH3UN ) (creneHp HeU3BECTHA, HO PG (DEKT | HAa CepACUHO-COCYIUCTHIN MpernapaT

Tananadun (s | MOXeT OBITH Ooitee

JIeYeHHs] JITOYHOW | BRIPQKEHHBIM, YeM COOOIICHO

TUTIEPTEH3UN) JUIS YPOJIOTHYECKHX CPEICTB) &P

Bozenran bozentan Cmax (11), AUC (11)* | IlpumMeHITH C  OCTOPOXXHOCTBIO,

I'yanganun I'yandarun Cmax (1), AUC (11)* | Habnrogath Ha MpeaMeT TOSIBICHUS
HEXKeTaTeTbHbBIX peaknui Ha
6o3eHTaH/ryaHpanus’, MOXKET
noTpeboBaTbCd  CHMKEHHE  JI03bI
6o3eHTaHa/TyaH(panruHa

NBabpamuu NBabpamua Cmax (11), AUC | [IpoTuBomoka3an BO BpeMs H B

(TTh)? TeUEHUE 2 HeNenb IO0cie JeYSHUS

UTpaKkoHa30J0M. [lOBBIIIEH  pHCK

IIOABJIICHUA HCEXKCIIATCIIbHBIX peaKuHﬁ
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bubpuIIALIHS npeacepaui,
Opaaukapaus, CHHYCOBas OCTaHOBKa
cepia u 0J0Kaaa cepana

Panonasun

Panonazud Cmax (11), AUC (11)?

IIpotuBOomOKa3an BO BpeMsi U B
T€YeHHE 2 HeAenb II0CNIe JICYCHMS
uTpakoHazoiaoMm. IloBelmieH — puck
MOSIBJICHUST HEXKEJIATEIbHBIX peaKuui
Ha PaHOJIA3UH, TAKUX KaK IIPOJIOHTalus
HWHTEpBaja QT u rmoveyHast
HEJOCTATOYHOCTh

KonTpanenTuBHble cpeicTBa

Juenorect Huenorect Cmax (1), AUC (11)* | IlpuMeHATh € OCTOPOXKHOCTHIO,
VYaunpucran Ymunpuctan Cmax (11), AUC | Habnrogath Ha mpeaMeT MOSIBICHUS
Tr? HEKeJaTeJIbHbIX peaxkuuit Ha
KOHTpAIICTITUBHBIC cpexacrsa’;
cnennu-yeckne NeHCTBUA yKa3aHbl B
WHCTPYKIIHASAX 0  NPUMEHEHHIO
JTIMEHOTECTa/ yITUITPUCTAIIA
JAnyperuxkn
SruiepeHoH OmneperoH Cmax (1), AUC (111)* | IlpotuBomnoka3an BO BpemMss U B

T€YeHHEe 2 HeAenb I0CNIe JICYCHMS
uTpakoHazoinoMm. IloBeimieH  puck
MIOSIBJICHUSI HEXKEJIATEJbHBIX peaKuui
Ha SILIEPEHOH, TaKUX KaK
TUIEPKATUEMUS U TUIIOTEH3US

7Key104HO-KHIIEYHbIE CPEACTBA

ArnpenurtaHt
Jlonepamun
Herynurant

Amnpenutaat AUC (111)?
Jlonepamuz Cmax 11, AUC 11
Herymurant Cmax (1), AUC (11)*

IIpumeHnATH c OCTOPOXKHOCTBIO,
HaOII0AaTh Ha MpeaMeT MOSIBICHUS
HEXKeTaTeTbHbBIX peakuuii Ha
anpenuTaHT/IonepaMu/i/HeTYIIUTaHT,
MOXET TOTPeOOBaThCS  CHU)KEHHUE
JI03Bl anpenuTaHTa/IonepaMua.
Crnenmduueckne  ACUCTBUS  JUIA
HETYIHTaHTA MIPEICTaBIICHBI B
MHCTPYKLIUHU

Huzanpun

[uzanpua - MOBBIIIEHHE
KOHIIEHTPaLH1 (cremeHn
Hen3BecTHa) P

[lpotuBomoka3aH BO BpeMs H B
TEYeHHEe 2 HeIeNb IOCNe JICUCHUS
uTpakoHa3zojgoM. [loBelieH  puCK
IIOSABJICHUS HEXKEJIATCIIbHBIX peaKHI/Iﬁ
Ha [U3alpUJ, TAaKUX KaK TsDKEJIbIe
CeplIeYHO-COCYIHCThIC SIBJICHUS,
BKJIFOYas IPOJIOHTAllMI0 HMHTEepBaja
QT,  cepbesHble  IKEIIyIOYKOBBIC
ApUTMUU U IHPYITHYIO TAXUKAPJIUIO

Jomnepuion

HommepnnoH Cmax 11, AUC 11

[IpoTBOmOKa3aH BO BpeMs U B
T€YeHHE 2 HEAeNnb I0CNIE JICYEHUS
uTpakoHazojgoMm. IloBeimieH  puck
MOSIBJICHUSI HEKEJIATEJbHBIX peaKLui
Ha JIOMIIEPUJOH, TAKUX KaK TSDKENbIe
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! Skemintdukosete’ apiivrn T BHE3AnHas
cepJieyHasi CMepTh
CpencrtBa s | Utpakonaszon: Cmax ||, AUC || | IlpumensTs c OCTOPOKHOCTBIO
CHIDKCHUS MpenapaThl, CHUXKAIOLIUE KUCIOTHOCTh
KHUCIIOTHOCTH KeIyJKa, Harpumep, TaKue
KelyiKa HEUTpaIu3yloIllue KUCIOTY CpEICTBE,
KaK aIOMHUHHMS THAPOKCUI, WJIH
MOJABISIONINE BbIPAOOTKY KHUCIOTHI
npernaparsl, HalmpUMEp AaHTArOHUCTHI
H2-penentopos u UHTHOUTOPBI
IIPOTOHHOM IIOMIIBL. IIpn
OJIHOBPEMEHHOM JICYeHUU
HEUTPAIU3YIOIIMMHU KHUCIIOTY
CpPeICTBAaMHU, HaNpUMep ATIOMHUHUS
THIPOKCUIOM, HX CJIEIyeT MPHHUMATh
Mo KpalHel Mepe 3a 2 yaca J0 WU
yepe3 2 yaca Iocie MpHeMa Karcyi
UTpaKoOHa30ja (cm. «Ocobblie
YKa3aHUS)
Hamnoxceron Hanokceron Cmax (111), AUC | IlpoTtuBornioka3zan BO BpeMs H B
e TEUEeHUE 2 HeNeNb I0Cie JICYCHUS
uTpakoHazojgoM. [loBbiieH  puck
TOSIBJICHHSI HEXENATeIbHBIX PeaKIuii
HA HAJIOKCETroJl, TAKUX KaK CUMITOMBI
OTMEHBI OTTHOHJIOB
Saccharomyces S. boulardii - cHmwxkenue | He pexkoMmeHgyercss BO Bpems WU
boulardii KOJIOHHM3AIIUN (crenenp | 2 HEACTH nocie JICUCHHUSI
HEU3BECTHA) UTPAKOHA30JIOM. D¢ hexkTuBHOCTH
S. boulardii MoxeT OBITh CHIXKECHA
HNMmyHocynpeccopsl
byneconun byneconun (ans wHramsanuil) | [lpumensats c OCTOPOXHOCTBIO,
Cmax T, AUC 11; Oynmeconun | HaOmoAaTh Ha TpPEeIMET TMOSBICHUS
(Zpyrue (Gopmbl) — MOBBIIIEHUE | HEXKENATEIbHBIX peakuui Ha
KOHIIEHTPALU1 (creneHb | IYMMYHOCYIIPECCOPHI, MOJXKET
HEW3BECTHA) ab nmoTpedoBaThCs CHIDKEHHE JIO3BI
[ukneconun [Mukneconun (Ui MHTAISIIMNA) | KIMMYHOCYIIpeccopa
Cmax (11), AUC (11)*
[Muxnocnopun [Muxnocriopux (8/B) —
MIOBBIIIIEHUE KOHIICHTPAIIUU <> -
Tb
[Muknocniopun (apyrue ¢GopMmbl)
— TIOBBIIIEHHE KOHUEHTpalHuu
(cTenenb Hem3BecTHA) P
JlexcameTa3oH HekcamerazoH Cmax <> (B/B) 1
(mepopanbro), AUC 11 (B/B,
NIEPOPATILHO)
@yTHKa3zoH ®OnyTUKa30H (IU1s1 UHTAIALNANR) —
MOBBILIEHUE KOHUEHTpauu T1 b
dnyTuka3oH (HazanpHas Gopma)
— IE)OBI:IH_ICHI/IC KOHIICHTPALUU
(m*
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MertunnpenHu30iI0H | MeTrinpeHu30510H
(nepopanbHo) Cmax 1-11, AUC
"
Metunnpenan3onon (8/B) AUC
"1
Takponumyc Takposumyc (B/B) TOBBIIIEHUE
KOHLEHTpauuu T
Takpomumyc (riepopaibHO) Cmax
(11), AUC (11)*
Temcupoaumyc Temcuponumyc (B/B) Cmax (11),
AUC (11)°*
DBEPOIUMYC OBepomumyc Cmax (11), AUC | He pexomenayercs BO BpeMs W B
T TeUEeHUE 2 HeNeNb IO0Cie JICUCHUS
Cuponumyc Cupomumyc Cmax (11), AUC | utpakonazosnom®. IloBbllliecH  pHCK
(paraMuIIvH) e MOSIBJICHUSI HEXKEJIATEIbHbIX PEAKLUA

Ha 9Bep0J’II/IMYC/ CHUPOJINMYC

IIpenaparsl, pery/u

yIolMe YPOBHHM JIMIH/I0B

ATopBacTaTHH AropBactatut Cmax «<>-11, AUC | IIpoTuBOomokazan BO BpemMs H B
-1 TEUCHHE 2 HEACNIb TMOCIe JICYCHUS
uTpakoHazojgoM. [loBbiieH  puck
MOSIBJICHHUST HEXKEJIATEeIbHBIX PEaKIuit
HA  aTopBacTaTHUH, TaKUX  Kak
MHUOMIATHS, pabromuonm3 u
OTKJIOHEHUS 1ab0paTOPHBIX
napamMeTpoB QYHKIMH MTEYCHU
Jlomuranug Jlomutamug Cmax (1111), AUC | IlpoTuBomoka3zaH BO BpeMs U B
e TeUEHUE 2 HeNeNb IOCie JICYCHUS
uTpakoHazojgoM. [loBbillieH  puck
TIOSIBJICHHUST HEXKEJIATeIbHBIX PEaKIuit
Ha JIOMUTANK/, TAKUX KaK Me4eHOYHas
TOKCUYHOCTh U TSKENast JKEITyI0IHO-
KHILIEYHAsI PEaKIus
JloBactaTuu JloBactatua Cmax 1111, AUC | IlpoTBOomOKa3zaH BO BpeMs U B
CuMmBacTaTuH MM TeUeHWEe 2 HeAeNlb TMOcle JIeYEHUs
CumBactatid Cmax 1117, AUC | utpakonaszonom.  TloBeIlIEH  pHUCK

mn

MNOABJICHHA HCXCIIATCIbHBIX peaKL{I/Iﬁ

Ha JIOBACTAaTHH/CHMBACTAaTHUH, TaKUX
KaKk Muomarus, pabaoMuonu3 U
OTKJIOHEHUS 1ab0paTOPHBIX
napaMeTpoB (pyHKIIUU NEYeHU
HecTtepouaHble NPOTHBOBOCHAJIUTEIbHBIE CPEICTBA
Menokcukam Menokcukam Cmax ||, AUC | [IpumeHnaTh c OCTOPOKHOCTBIO,

HaOMIOaTh HA TIPEAMET CHIDKCHUS
3¢ (HEeKTUBHOCTH METOKCHKaMa, MOXKET

noTpedoBaTbCs  KOPPEKLHUS  J103bI
MeJIOKCHKama
PecninpaTopubie cpeacTBa
Canmertepon Cammerepor Cmax (1), AUC | He pekomeHnayercs BO Bpems U
T 2 Heleaun rnocie JICYEHUS
UTpakoHa30J0M. [lOBBIIIEH  pHCK
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CeleKTHBHbDIE I/IHFI/Iﬁl/ITOPLI oﬁpaTnoro 3axBaTa C€POTOHHUHA, TPHHUKJIUYECCKUEC U NPYyrue

AHTHAENPECCAHTHI
PeGokcernn Pebokcetnr Cmax (<), AUC (1)* | IlpuMeHsATh € OCTOPOXKHOCTHIO,
Bennadakcun Bennadakcut Cmax (1), AUC (1)? | HaOmromaTh Ha TpEeIMET IOSBIICHHS

HEXKEJIaTEJIbHBIX peakuui Ha
pebokceTrH/BeHnadakcuu®, MOXKET
notpedoBaThCs CHIDKEHHUE 1103

pebokceTnHa/BeHIadakcuHa

YpoJiornueckue npenaparsl

ABanadun ABanabpun Cmax (17), AUC | IIpoTuBomokazan BO BpemMs W B
T TEUEHUE 2 HeNeNb IO0Cie JICUCHUS
uTpakoHazojgoM. [loBbiieH  puck
MOSIBJICHHSI HEXENATeIbHBIX PeaKIii
Ha aBaHaWI, TaKUX KakK MpHAMH3M,
HapyIICHWsT 3peHUsl W  BHE3aIHas
noTeps ciryxa
JlanokceTux HanokcetnH Cmax (1), AUC (1)* | [IpoTuBonokasan BO BpeMs U B
TeYeHHe 2 HeAeNb IOCie JICYCHHS
uTpakoHazoinoMm. IloBeimieH — puck
MOSIBJICHUST HEXKEJIATeNbHBIX PEeaKuil
Ha JATIOKCETHH, TaKuX Kak
OopTOCTaTUYecKass  TUNOTEH3Hs U
BU3yasIbHBIE (P PEKTHI
HNapudenanun Hapudenanun Cmax (117), AUC | He pekomeHnmyercs BO Bpems U
(11111172 2 Henenm noce JICYCHUS
Bapnenadun Bapnenadun Cmax (1), AUC | utpakonazonom. IloBbilieH  puck
(TTT)? MOSIBJICHUSI HEXKEJIATEJIbHBIX PEAKLUN
Ha JapudeHanus/BapaeHapuir’
Hytacrepun Hyracrepun  —  mnoBblmieHue | [IpuMeHATh € OCTOPOXKHOCTBIO,
KOHIICHTPALIU! (crenenp | HAOMIOJATh HA TPEAMET TOSBICHUS
Hen3BecTHa) * HeKeNaTebHbIX peakiuit Ha
Nmvunadenanua Nmunadpenanwna Cmax T, AUC 1 | yposorudeckue mpemnaparbl’, MOXKET
noTpeOoOBaTbCsl  CHWIKEHHWE  JI03bI
OxcuOyTHHUH OkcuOYTMHHH — TOBBIIIEHUE | YPOJIOTUYECKOTO npemnapara.
KoHIenTpanuy 1 ° Creuuguyeckue NENCTBUSA o
Cunnenadun Cunnenapun  Cmax (17), AUC | nyractepuay ykasaHbl B WHCTPYKLIHHU
(3pexTrIIbHAs ar-T1)? 0 €ro MPUMEHEHHIO.
TUCQHYHKIIHS) Jns cunnenaduna u Taganapuia cm.
Tananadwn Tamamadun Cmax (1), AUC (11)* | Takke paszaen «Ocobble yKa3zaHHs»
(3pexTunbHas
TUCHYHKITUS u
N00pOoKaueCTBEHHAS
THITEPILIa3us
MPECTaTENbHOM
JKEJIe3bI)
Tonteponun Tontepoaun Cmax (1-11), AUC
(T y mum co cnabeim
meTtabommzmom CYP2D6
VY nenadun VY nenadun Cmax (1), AUC (11)*
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®e30TepoauH

®ezorepoauH Cmax (T AUC

TIpdMMBOTOKaTaH" ' “IralidelTas ¢

(rn°

HapylieHneM (QYHKIUU TI€YeHU WIIH
IIOYEK OT CpeIHEeH [0 TSKEJIOn
CTENICHH TSDKECTH BO BpeMs H B
TeueHHe 2 HeAeNb IMOCIe JICYCHUS
uTpakoHa3oigoMm. I[loBeimen  puck
NOSIBJICHUSI HEXKEJATeIbHBIX PEeaKIuil
Ha (e30TepoarH, TaKuX KaK TSDKEIbIC
AHTHUXOJMHEIPTHUECKUE (P (PEKTHI.
[IpuMeHATH € OCTOPOXKHOCTBIO Yy
JOpyrux TMaIlUeHToB: HAOMOAaTh Ha
IpeaMET TOSIBICHUS HEXKeNaTelIbHBIX
peakiuii Ha (e30TepoauHS, MOKET
NOTpeOOBaTbCS  CHIDKEHHE  JIO3BI
de3oTepoarHa

Conudenanun

Comudenammn Cmax (1), AUC
()

[lpoTuBOmOKa3aH  MalUEeHTaM  C
HapyIeHHEM byHKINN MOYeK
TSDKEJION CTETICHH WM C HapyILICHUEM
(GYHKINY TIEUYEHH OT CpeHEH THKECTH
JI0 TSDKENIOW CTENeHU BO BpEMsS U B
TeYeHHUEe 2 Hemenb TIOCie JICUCHHUS
uTpakoHa3ojgoMm. I[loBeimieH — puck
TIOSIBJICHUSI HEXKENATeIbHBIX PeaKIii
Ha conu(peHauH:
AHTUXOJHMHEPrudecKkue dPQPEeKTsl U
nposioHraius uaTeppana QT.

[IpuMeHsATh € OCTOPOXKHOCTBIO Yy
Jpyrux MalUeHToB: HaOMoAaTh Ha
NpeIMET TOSIBIICHUS HEXeNaTeIbHBIX

peakumii Ha coiudeHanuH ©, MOXeT

noTpeOOBaTbCsl  CHWIKEHHWE  JI03bI
conu(eHanHa
Jlpyrue npenaparbl U JieKapCTBEeHHbIE CPEJACTBA
AJUTPUTHHOUH AmutputuHouH Cmax (1), AUC | Ilpumenarts c OCTOPOKHOCTBIO,
(nepopaibHO) (M? HaOM01aTh Ha MPEAMET MOSBICHUS
Kab6epronuu Kabepromuu Cmax (17), AUC | HexxenaTenpHBIX peakuuii Ha
T)? AIUTPUTUHOMH/KaOeproauy/
KannaGuou st Kannabuouasl — TIOBBINICHUE | KAHHAOMOUIBI/IIMHAKATIIET, MOKET
KOHIICHTpAIUH, CTETIeHb | IOTPEOOBATHCSI CHW)KEHUE 103 JTHX
HEM3BECTHA, HO BeposTHO (11)* | mpenapaTos®
[{unakanmer [unakamer Cmax (11), AUC
an
Konxummx Komxumwma Cmax (1), AUC (11)* | [lpoTuBOmOKa3aH  THamWeHTam ¢

HapylmieHueM (QYHKIMM T0YeK WM
IMEYCHU BO BPpEMA U B TCUHCHUC 2 HECIIb
ocjie  JICYEHUs  MTPAKOHA30JIOM.
IToBeITIIEH PHUCK IIOABJICHUSA
HEXXeTaTeNbHbIX peakiuit Ha
KOJXUIUH: CHIKEHHE CEepACYHOro
BBIOpOCa, apUTMUHU cepaua,
pecupaTOpHbINA JIMCTpECC u
YTHETEHUE KOCTHOI'O MO3ra.
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a0 2013015 T

maryeHTaM BO BpeMs M B TCUCHHE
2 Hefeb mocJje JIEUECHUS
UTpaKoHa30jl0M.  [loBBIICH  pHCK
MOSIBJICHHSI HEXKEIIATCIbHBIX PEaKIHii
Ha KOJIXUIIMH®

Onuraycrat CYP2D6 EMs: Cmax | IIpoTtuBomnoka3san nanueHTam c
anmuraycrara (11), AUC (11)* cunbHbIM  MeTtabomumzmom  CYP2D6
bonee BblpaxkeHHOe noBbiieHue | EMS, nomyuarommm MOIIHBIA WK
OKHMJIaeTCs y JIMII CO cpeaHuM | ymepeHnHbiii uHruoutop CYP2D6, a
WX CJIa0BbIM METab0IN3MOM TaKXKe MalUeHTaM CO CPEIHUM WU
CYP2D6 IMs/PMs wu mpwu | cnabeim Metabomusmom CYP2D6 Bo
OJTHOBPEMEHHOM  TPUMEHEHUH | BpeMsi U B TEUYeHHE 2 HeleNlb IOCIie
unruoutopa CYP2D6 Tepanuyd WTPaKoHa3oJoM. I[loBwimieH

PUCK  TIOSBIICHHS  HEXKEJATeIbHBIX
peaKMii Ha SIIUTIYCTAT: IPOJIOHT AU
uatepBasioB PR, QTc w/mwm QRS, a
TaKXe CepJeuHble apUTMHH.
[TpuMeHSTH ¢ OCTOPOKHOCTHIO Y JIUI] C
cuibHBIM  MeTabonmuzmom CYP2D6
EMs, mnabmiomatb Ha  TpeaMer
HOSIBJICHUSI HEXENATeNbHBIX pPeaKIHii
Ha DIIUTITYCTAT®, MOXKET MOTPEeOOBATHCS
CHIJKEHHE JI03bl DJIMIIIYCTaTa

Ankanonsl AJKaIIOHNTBI CTHIOPBIHBH — | [IpotuBOTIOKa3aHbl BO BpeMs H B

CIIOPBIHBH MOBBIILICHHUE KOHIIEHTpAllUK | TeYeHHe 2 HeAedb IOoCie JIeUeHUs
(cTenenb Hem3BecTHA) P uTpakoHazojgoMm. IloBeimieH  puck

MOSIBJICHUSI HEXENATeNbHBIX pPeaKIuii
Ha aJKaJOWIBI CIIOPBIHBH, TaKUX KaK
proTusM  (CM.  TaKkxke  pasjen
«[TpOTHBOMUTPEHO3HBIE CPEICTBAY)

WBakagTop HBakaptop Cmax (11), AUC | IlpumeHsATh € OCTOPOXHOCTBIO,

TT? HaOM0IaTh Ha MPEAMET MOSBICHUS
HE)XeaTeIbHbIX peakuui Ha
uBakapTop®, MOXEeT NOoTpPeOOBaTHC
CHIDKEHHE J103bl MBaKaTOpa

Jlymakadrop/ HBakadrop Cmax (11), AUC (11)* | He  pexomenmyercss B  TEYEHHUE

uBakagpTop Jymakaptop Cmax (<), AUC | 2 Henenb 10, BO BpeMsi U B TeUeHHE

(<)

Urtpakonazon — CHUKECHUE
KOHIIEHTpAIlUH, CTEIEHb
HEU3BECTHA, HO BEPOSATHO | ||

2 Henemnb rocie JICUEHUS
UTPaKOHa30J10M. BO3MOXHO CHI)KEHUE

AHTArOHMCTHI PeleNITOPOB Ba30NPeCcCHHA

Kounusanran

TonsanTan

KonuBantan Cmax (11), AUC

(1)
Tonmsantan Cmax (17), AUC

(1)

s dexTuBHOCTH WTPaKOHA30J1a,
BO3pacTaet pHCK TIOSIBJICHHSI
HE)KeTaTeTbHBIX peakiuii Ha
uBakagpTop®

He pekomeHnmyercs BO BpeMs H
2 Henenu rocie JICUEHUS
UTPaKoOHa30J0M.  [IOBBIIIIGH  PHCK

MHOABJICHHUA HECXCIIATCIbHBIX peaKHI/Iﬁ
Ha KOHUBANTaH/TOJIBaNTaH °
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MoszaBantan MoszaBantan Cmax T, A

(O )

Hipdlehats ' ='c" " octdpokmOCTRIO,

HaOMOaTh Ha TMPEAMET TOSIBICHUS
HEXKEJIaTEJIbHBIX peakuui Ha
MO3aBanTaH®, MOXET NOTPeOOBaAThHCS
CHIDKEHHUE 03Bl MO3aBaIlTaHa

Ilpumeuanue

Cpe):[Hee IMMOBBINICHUEC KOHICHTPAIUU:

1: <100 % (< 2 paza);

11:100-400 % (> 2 paza u <5 pagz);
111:400-900 % (= 5 pa3 u < 10 pa3);
TM11: > 10 pas.

CpenHee CHUKEHHE KOHLEHTPALIUU:
1: <40 %;

11:40-80 %;

111 >80 %.

OtcyrcTBue 3 dekra: <.

Jns onucanust 3ddexrta (cpemHsis KOIOHKA) yKa3aHO Ha3BaHHE HCXOJHOTO JIEKapCTBEHHOIO

BCIICCTBA, AaKE CCIIN BQ)(I)CKT OTHOCHUTCA K AKTUBHOMY KOMIIOHCHTY WJIX AKTUBHOMY MeTa6OJII/ITy

IMPOoJICKapCTBA.

a. I[J'ISI npemnaparoB CO CTpPCIKaMH B CKOOKax OIICHKAa OCHOBAaHAa HAa MCXAaHU3MC JICKAPCTBCHHBIX

B3aUMOJCUCTBUM U I/IH(I)OpMaI_II/II/I 0 KIMHHUYCCKHUX JICKAPCTBCHHBIX B3aUMOJCUCTBUAX C

KETOKOHA30JIOM WM JpyrMMU MomiHbIMM uHruouropamu CYP3A4 w/wnm uHruOutopamu

P-rmuxonporenna mim BCRP, a Takke Ha TaHHBIX MOAECTUPOBAHUS, KIMHUYECKUX CITy4aeB U/WITH

IKCIIEPUMEHTOB IN Vitro. Iy Ipyrux mepevnclieHHbIX MPernapaToB OlleHKa OCHOBAHA Ha JTAHHBIX

KIIMHUYECKUX JICKAPCTBEHHBIX B3aMMOJICHCTBHI MpenapaTa ¢ UTPAaKOHA30JI0M.

b. [TapameTpbl hapMaKOKHHETHKH HE YCTAHOBIICHBI

c. Cps3aHHBIE C npernaparoM HCEKEIATCIbHBIC JICKAPCTBCHHLIC PCAKIHUU MPCIACTABJICHBI B

COOTBETCTBYIOIIEH MHCTPYKIMH 10 TPUMEHEHUIO.

€T

HccnenoBanus B3auMOASHCTBUS IMPOBCACHBI TOJIBKO Y B3POCIIBIX.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JIAKTAIUA

bepemeHHOCTD

WTpakoHa30a HE [OHKEH MPHUMEHATHCS TP OEpeMEHHOCTH, 3a HCKIIOUEHHEM CIy4aes,

YIPOKAIOMUX KU3HHU, M €CIIHA OKUJAEMBIA TOJO0KHUTEIbHBI 3((PEKT 11 MaTepy MPEBbIIIACT
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(NOCNEQCBATENEHOCTE 0005)

BO3MOXKHBIN Bpe [ TUI0/IA.

B nokmMHUYECKUX UCCIIEAOBAHUSIX OBLIO TOKA3aHO, YTO UTPAKOHA30J 00J1a/1aeT pENpOAYKTUBHON
TOKCUYHOCTBIO.

JlaHHBIX O TNPUMEHEHMHM HWTpaKOHA30jJa B IEpPUOJ OCPEeMEHHOCTH HEI0CcTaToyHo. B Xxonme
KIIMHUYECKOTO0 TPUMEHEHHUs MTPAKOHA30JIa TIOCIE PErUCTpaluu ObUIM OTMEUYEHBI Cilydau
BPOXKJICHHBIX aHoMaiuil. Takue ciy4yau BKJIIOYAIM HAPYIICHWUS Pa3BUTHS 3PEHHs, CKeJeTa,
MOYETIOJIOBOM UM CEpJACUHO-COCYIUCTOM CHCTEM, a TaKKe XPOMOCOMHbBIE HApPYIICHUS U
MHOKECTBEHHBIE TTOPOKH pa3BUTHUsA. OJIHAKO SBISCTCS JIM IPUMEHEHUE UTPAKOHA30J1a TPUIHHON
BO3HUKHOBEHHUSI IAaHHBIX HAPYIICHUH, TOCTOBEPHO HE YCTAHOBJICHO.

DONHUAEMHOJIOTUYECKUE JAaHHBIC B OTHOLIEHWU BO3JCHCTBUS UTPAKOHA30J1a B MEPBBIA TPUMECTP
OEpEeMEHHOCTH, B OCHOBHOM Yy TAIMEHTOK, MOJYYaBIINX KPATKOCPOUHYIO TE€PANHUIO MO MOBOIY
BYJIbBOBArMHAJIBHBIX KaHIWJ030B, HE BBISBHIM IOBBIIIEHHOTO PHCKA Pa3BUTHS BPOXKICHHBIX
AHOMAJIUH MO0 CPAaBHEHUIO C KOHTPOJILHOM IPYIIOH, HE MOABepraBIlielics BO3AEHCTBUIO HU OJIHOTO
13 U3BECTHBIX TEPATOTCHHBIX (PaKTOPOB.

JKeHmunaMm 1eTOpPOJHOTO BO3pAcTa, MPUHUMAIOIIMM HUTPAKOHA30J, HEOOXOIMMO HCIIOJIb30BaATh
HaJIeXKHBIE METObI KOHTPAIICTIIINY Ha POTSHKEHUH BCETO Kypca JICUeHHUs BIUIOTH 0 HACTYIIIICHUS
NepPBOM MEHCTPYAIIMH MOCIIE €r0 3aBEPILCHUS.

JlakTarms

[TockonbKy HWTpaKOHA30J MOXET MPOHUKATh B TPYJHOE MOJIOKO, MPU HEOOXOIUMOCTH

MMPUMCHCHUA MTperiapaTa rpyarHo€ BCKapMJIMBAaHUC CIICAYCT MPCKPATUTD.

4.7. Biausinde Ha CNOCOOHOCTH YNPABJISATHL TPAHCHOPTHBIMHM CPeACTBAMHU H PpadoTaTh ¢
MeXaHU3MaMu

HccnenoBanuss 10 M3Y4YEHHWIO BIHSHHUS UTPaKOHA30jda HA CIOCOOHOCTh  YIPaBIAThH
TPAHCTIIOPTHBIMU CPEAICTBAMU U pabOTaTh ¢ TEXHUKOHM HEe TPOBOAUINCH. Heo0Xxoaumo mpuHUMaTh
BO BHUMAaHHE BO3MOYKHOCTb BO3HHKHOBEHHS ITOOOYHBIX peaxunﬁ, TaKHUX KaK I'OJIOBOKPYKCHHUC,
HapylieHue 3peHuss u moTepss ciayxa (cMm. pazgen 4.8). Ilpu mosBICHMH OMMCAaHHBIX
HEKEIIATENIbHBIX PpEaKUUMid CIIEAyeT BO3IAEPKATbCs OT BBIIOJHEHUS YKa3aHHBIX BHJIOB

JACATCIIBHOCTH.

4.8. HexkesaTeibHbIe peakuu

PesromMe HexenaTeabHbIX PeaKIIil

Knaccudukanus dYacTOThl pa3BUTHS HEKEIATEIbHBIX PEAKIUi COTJIAaCHO PEeKOMEHIAIHSIM
Bcemupnoii opranuzaruu 3apaBooxpanerus (BO3):

oyeHb yacto > 1/10;
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4acTo > 1/100, vo < 1/10; (MOCNEAOBATENBHOCTL 0005
HEYACTO >1/1000, Ho < 1/100;
penKo >1/10000, o < 1/1000;

odeHb peako < 1/10000,
YacTOTa HEM3BECTHA — Ha OCHOBAHUY MUMEOIINXCS JAHHBIX OLIEHUTH HEBO3MOKHO.

I[aHHBIG, IOJIYYCHHBIC B XOJA€ KIIMHNUYCCKUX HCCHGI[OBaHI/Iﬁ

Be3onacHoCcTh UTpakoHa30J1a B JIEKAPCTBEHHOU (hopMme Karcyibl u3ydanach B 107 OTKPBITHIX U
JIBOMHBIX  CIIETIBIX  KJIMHUYECKUX  HCCIeNOoBaHMsAX ¢ ydactuemM 8499  manueHTOB.
Bce 8499 marueHTOB X0Ts Ob1 OMH pPa3 MPUHSIN UTPAKOHA30J1 B JICKAPCTBEHHOM (hOpME KaICyIIbl,
MoCJIe Yero Oblla MPOBE/ICHA OIICHKa 0€30MTaCHOCTH JICUCHHUSI.

HUngpexyuu u unsasuu:

HEYacTO — PUHUT, CHHYCUT, UH(EKIINHN BEPXHUX JbIXaTEIbHBIX ITyTEH.

Hapywenus co cmoponul kposu u tumghamuueckoul cucmempi:

PEIKO — JTEUKONIECHUS;

4acTOTa HEU3BECTHA — HEUTPOIICHHUS.

Hapywenus co cmopoHvl UMMYHHOU cucmemsi:

HEYaCTO — TUIEPUYBCTBUTEIBHOCTD.

Hapywenus co cmoponul nepénoti cucmemoi:

YacTo — rojoBHas 00Jb;

PEAKO — TUIIOCTE3Ms, TAPECTE3US.

Hapywenus co cmoponvl opeana ciyxa u 1adupunma:

pPEeIKO — 3BOH B YIIIaX.

Kenyoouno-kuuieunvie napyuieHus:

9acTo — 00JIb B )KUBOTE, TOIIHOTA;

HEYacTO — JAMCHENCHs, 3a110p, METEOPU3M, TUapesi, pBOTA;

PEIKO — TUCTEB3HS.

Hapywenus co cmoponvl neuenu u xenueaul8o0auux nymeti:

HEYaCTO — TUIEePOUTUPYOHEMHsI, HapyIIeHne QYHKIIUU TIEUYCHU.

Hapywenusa co cmoponbvl Kodtcu u NOOKOIHCHBIX MKAHEUL:

HEYaCTO — ChIIlb, 3y/l, KpAaITMBHHIIA.

Hapywenus co cmoponsl nouek u mMouesvi800auux nymeii.

PEAKO — MOJUIAKUYPHSL.

Hapywenus co cmoponvl penpo0yKmusHoll cucmembvl U MOJIOYHBIX HCene3!

HEYacTO — HapyIIeHNE MEHCTPYaJIbHOTO 1UKIIA;

PENKO — 3PEKTUIIbHAS TUCHYHKITHSL.
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Obwue Hapywenus: u peakyuu 8 Mecme 68e0eHUs.:

PEIAKO — OTEYHBIN CUHIPOM.

Hwuxe mpencraBieH CIHUCOK HEXENATENBHBIX PEaKIUi, CBA3aHHBIX C MPUEMOM HTPAKOHA30J]a
B (hopMe pacTBOpa Ul IpHEeMa BHYTPb W/WIU B (hopMe pacTBOPA JUIsl BHYTPUBEHHOI'O BBEJICHMS,
3aperUCTPUPOBAHHBIX B KIMHUYECKUX HMCCIEIOBAHUAX (32 MCKIIOYEHHEM IMOOOYHBIX pEeaKIHid,
OTHOCSIIMXCS K KaTerOPUU «BOCTAJICHUS B MECT€ MHBEKIMW», MIOCKOJIBKY JaHHbIE MOOOYHBIE
JeHCTBUS SBISIOTCS CIEeUU(UYHBIMU JUIS JICKAPCTBEHHOH (POPMBI «pacTBOP JUIsl BHYTPUBEHHOT'O
BBCJICHH»).

Hapywenus co cmoponvl Kposu u Jaumgamuueckou cucmemvl. TPaHYJIOLUTONEHNUS,
TPOMOOIIUTOIICHHUSI.

Hapywenus co cmopoHbl umMmyHHOU cucmemsl. aHa(QUIAKTOUIHBIC PEAKIINH.

Hapywenua memabonuzma u numanus. TUNEPIIMKEMUs, TUNEPKAIMEMUs, TUIOKAIHEMUs,
TUIIOMarHueMus.

Tcuxuueckue napyuienus: CyTaHHOCTb CO3HAHUSI.

Hapywenus co cmoponwvl nepenou cucmemul: niepudepruueckas Helpornartus, TOJI0BOKPYKEHHE,
COHJIMBOCTb.

Hapywenus co cmoponvl cepoya: cepiedHas HEIOCTaTOYHOCTb, HEAOCTATOYHOCTH JIEBOTO
KeIyI0uKa, TAXHUKaPIIHSL.

Hapywenus co cmoponul cocyoos: apTepuanbHasi THIIEPTEH3Us, apTepuanbHas THIOTEH3HS.
Hapywenus co cmopoHnvl ObixamenbHOU CUCeMbl, 0Op2aHO8 SPYOHOU KIeMKU U CPeOOCmeHUs:
OTEK JIETKUX, AMC(HOHMS, KaIlIeb.

Kenyoouno-kuuieunvie napyuieHus  5XeIyI0UHO-KUIIIEYHbIE PacCTPONCTBA.

Hapywenus co cmoponvl neuenu u scenuesbigo0sawux nymetl: TENATUT, KEITyXa, IeYeHOYHas
HEI0CTaTOYHOCTb.

Hapywenus co cmopoHbl Kodicu u nOOKOMCHBIX MKAHel: S3PUTEMATO3Has ChIIb, TUIIEPTUIPO3.
Hapywenuss co cmoponvl MmbluieyHol, cKelemHou U COeOUHUMENbHOU MKAHU: MUAITHs,
apTpaTHsL.

Hapywenusa co cmoponvl novex u mouegvlgo0awux nymeti. HeJOCTATOYHOCTb (DYHKIIMM MOYEK,
He/lep)KaHHe MOYH.

Obwue HapyweHus u peakyuu 6 Mmecme 66edeHus. TEHEPAIN30BaHHbIE OTEKH, OTEK JIHIa, 0OJb B
rpyAd, TUIIEpTEpMUs, 00Jb, YCTAIOCTh, 03HOO.

JlabopamopHhuie u UHCMPYMEHMATbHbIE OaHmvle: MOBBIIIEHUE aKTUBHOCTH
aJlaHUHAMHUHOTpaHc(epasbl, MOBBIIIEHNE aKTUBHOCTH aclapTaTaMUHOTpaHC(epasbl, MOBBILICHUE
aKTUBHOCTH  IIeNOYHOM  (Qocdara3sl B IUIa3Me€  KPOBH,  IOBBIIIEHWE  AKTUBHOCTHU

JAaKTaTACTUAPOTCHA3bl B IIJIa3ME KPOBH, IIOBBIICHUE KOHOCHTpalWMHW MOYECBUHBI KpPOBH,
32
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IMOBBIIICHHUEC AKTUBHOCTU raMMa-riIyTaMHJITpaH V(bepazbl I-lTOBB;IIEQ'{;E aI%E FII/I -FIE‘Té;I—O:I.HBIX

'H-' OTYETY

(GepMEHTOB, OTKIIOHCHHE OT HOPMBI ITOKa3aTeliell 00IIero aHaau3a MOYH.

eTu

be3zonacHOCTh UTpakOHA30I1a B JIEKAPCTBEHHOW (hOpMe KarCyJibl OLIEHUBANIACh B 14 KIIMHUYECKUX
UCCIIEIOBAaHMSX (4 IBOMHBIX CJEMbIX IUIANe00-KOHTPOIUPYEMBIX HCCIIEAOBAHUS, 9 OTKPBITHIX
UCCIIeIoBaHMid U | MccneoBanue, MMEBIIee OTKPHITYIO a3y C MOCIeAYIOIel ABOWHON CIIeToit)
¢ yuactueM 165 nereit B Bo3pacte ot 1 roma no 17 ner.

B xone uccnenoanuii Ob110 0OTMEUEHO, YTO HaK00JIee YaCTO BCTPEYAOILMMUCS HEKENaTeIbHbIMU
peakisiMu ObLTH: TosI0OBHAst 00116 (3,0 %), pBoTa (3,0 %), 60156 B xuBoTe (2,4 %), nuapes (2,4 %),
Hapymenne ¢yakiuu nedeHu (1,2 %), tommnora (1,2 %), xpamuBauua (1,2 %), rumnoreH3us
(1,2 %). Xapaktep HeXKeNaTEIbHBIX PEAKIHMid, BCTPEYAIONIMXCS y JETEH, CXO0XK C TeM, 4TO

Ha6moz[aeTc;1 Y B3pOCIIbIX ITAIUCHTOB; TEM HC MCHEC, YaCTOTa MOOOYHBIX peaKHI/Iﬁ y I[CTCIZ BBIIIIC.

HexenarennHbIie PCAKIIMM, 3apCruCTpUPOBAHHBIC B IMOCTPECTHCTPAITMOHHOM IICPHUOAC (IlaHHI)Ie

MOJIy4eHbl HA OCHOBAHUU CIIOHTAaHHBIX COOOIICHMIA).

[IpencraBieHHas yacToTa MOOOYHBIX PEAKIMi OCHOBaHA HAa KJIMHHUYECKOM OIbITE MPUMEHEHUS
IIpernapaToB UTPAKOHA30J1a MOCJIE PETUCTPALIUH.

Hapywenus co cmoponsl uMMyHHOU cucmembl.

OYCHb PEIKO — CBIBOPOTOYHAs O0O0J€3Hb, AHTMOHEBPOTHYECKUH OTEK, aHaduIaKTUYECKHe,
aHapUIAKTOUTHBIC U AJIJIEPTHYECKHUE PEaKIUH.

Hapywenus memabonuzma u numaHus:

OUYEHb PEJIKO — FUIEPTPUTITULIEPUAECMHUS.

Hapywenus co cmoponul HepeHoll cucmemvi:

OUYEHb PEIKO — TPEMOD.

Hapywenus co cmoponvl opeana 3penus:

OUYEHb PEJIKO — HAapYLICHHs 3peHus (BKIII0Yasi HEUETKOE 3peHHe, AUILIONHUIO).

Hapywenus co cmoponul opeana ciyxa u 1adupunma:

OUYEHb PEJIKO — CTOMKAs WJIM BPEMEHHAs MOTeps CIIyXa.

Hapywenus co cmoponwl cepoya:

OUYEHb PEJIKO — XPOHUYECKasl cep/ieyHasi HeIOCTATOYHOCTb.

Hapywenusa co cmoponvl ObixamenvHol cucmemvl, 0p2ano8 cpYOHOU KIemKU U CPeooCmeHUs:
4acTO — OJIBIIIKA.

Kenyoouno-kuuieunvie HapyuieHus:

OUYEHb PEJIKO — MAaHKPEaTHT.
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i
HapyweHuﬂ CO CMOPOHbL ne4erHU U IHceidesobleoQauUx nyueu.'

OUEHb PEJIKO — TSKEI0€ TOKCHUYECKOE MOpPaKEHHWE NEYEHU (B TOM YHUCIIE HECKOJIBKO CIy4yaeB
OCTpOM NEYEHOUYHON HEAOCTATOYHOCTH C JIETAIbHBIM UCXO0JIOM).

Hapywenus co cmopoHbl Kodtcu 1 NOOKONCHBIX MKAHEL:

OYEHb PEJIKO — TOKCUUYECKUI dNUIepMaIbHbIA HEKpOJu3, cuHApoM CTtuBeHca-/[>KOHCOHA, OCTpPBIi
TeHEPATN30BAHHbBIM HK3€HTEMATO3HBIA IYCTYyNe3, MOTUMOp(HAs 3pUTeMa, SKCPOIHMATUBHBINA
JE€PMAaTUT, JIEHKOIUTOKJIACTUYECKUM BACKYJIUT, aJONELUsl, CBETOUYBCTBUTEIBHOCTD.
Jlabopamopnvie u uHcmpymeHmanbHvle OaHHble:

OYCHBb PEAKO — IIOBBIICHUEC aKTUBHOCTHU eraTHH(bOC(bOKI/IHa3BI KpOBH.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo co0011aTh 0 0103pEeBaeMbIX HEXENaTEIbHBIX PEAKIUAX MOCIIE PETUCTPALIMU TIperapara ¢
[EeNblI0 O0ECleueHUs] HEMPEPHIBHOTO MOHUTOPUHTA COOTHOILIEHHUS «IOJb3a — PHUCK»
JICKapCTBEHHOTO Tpernapara. MeIumHCKIM pa0OTHUKAM PEKOMEHIYETCs COOOIIaTh O JHOOBIX
MMoA03pCBACMBIX HCKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IPCriapara 4C€pe3 HAIlMOHAJIbHBIC
CUCTEMBbl COOOIIEHUS O HEXeNaTeIbHBIX peaklusx rocygapcTB—uieHoB EBpasuiickoro
SKOHOMHYECKOTO COI03a.

Poccniickas @enepanns

®denepanbHas cinyx0a mo Haa30py B chepe 3npaBooxpanenus (Pocsnpasuanzop):

109012, r. MockBa, CnaBstHCKasl Ii10maap, 1. 4, ctp.1.

Tenedonsr: +7 (800) 550 99 03

E-mail: npr@roszdravnadzor.gov.ru; info@roszdravnadzor.gov.ru

www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMITOMBI

Cumntombl, HaOmoJaeMble TpU  TEPEIO3UPOBKE HUTPAKOHA30j7a, ObUIM  COMOCTABUMBI
C J10303aBHCUMBIMU MTOOOYHBIMU PEAKLMAMHU, HAOIIOIAEMBIMHU TP MPUMEHEHUU OOBIYHBIX J103

npernapara.

Jleuenne

Crneunduueckoro aHTHIOTa HE CYIIECTBYeT. B ciydae mepemo3upoBKU CIEIyeT MPOBOIHUTH
MOJJIEPKUBAIOIYIO0 Tepanuto. MTpakoHa30/l HE BBIBOJAUTCS W3 OpraHU3Ma IpPH TeMOJUaIU3e.
Pexomenyercst 0OpaTUTHCA B TOKCHKOJIOTHYECKUH IIEHTP C 1ETbI0 KOPPEKTUPOBKHU JICUCHUSI TIPH

Nepe03UPOBKE UTPAKOHA30IIOM.
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5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHe CBOICTBA

®dapmakoTepaneBTUYECKass TpyIma: MOPOTUBOTPUOKOBBIE CpPEJACTBA CUCTEMHOTO JICUCTBUS,
IIPOU3BOJHBIE TPUA30JIA.

Koxg ATX: JO2ACO02

Mexanusm aeiicteus U hapMmakonuHamuueckue 3O deEKThI

NTpakoHa301 — CHUHTETUYECKOE IMPOTHBOIPUOKOBOE CPEJICTBO ILIMPOKOIO CHEKTpa JEHCTBHS,
IMPOU3BOJHOC TpPHA30JId. MexaHU3M I[CI\/'ICTBI/IH HTpaKOHAa30Jia 3aKJII04acTCsa B I/IHFI/I6I/IpOBaHI/II/I
OHMOCHHTE3A SprocTepojia — 0OCHOBHOI'O KOMIIOHCHTA KJIETOYHOH MCM6paHbI rpH6a, Y4acCTBYIOIICTO
B TOAJEPXKAHUU CTPYKTYPHOM IIEIOCTHOCTH MemOpanbl. HapymieHue cuHTe3a sprocreposa
IMPpUBOJAUT K M3MCHCHHIO IIPOHULACMOCTHU M€M6paHI>I " JIM3UCY KIICTKH, YTO U O6YCJIOBJII/IB21€T
MIPOTHBOTPUOKOBBIN 3P HEKT UTPAKOHA30JIa.

I/ITpaKOHaSOJ'I AdKTHUBCH B OTHOILIICHUU I/IH(i)@KI.II/IfI, BBI3bIBACMBIX FpI/I6aMI/IZ

Candida spp. (sxirouast Candida albicans, Candida tropicalis, Candida parapsilosis u Candida
dubliniensis), Aspergillus spp., Blastomyces dermatitidis, Cladosporium spp., Coccidioides
immitis, Cryptococcus neoformans, Geotrichum spp., Histoplasma spp., Bkimouas H. capsulatum,
Paracoccidioides brasiliensis, Penicillium marneffei, Sporothrix schenckii » Trichosporon spp.
HTpakoHa301 Takke MmoKa3an akTHBHOCTh B oTHomeHuu Epidermophyton floccosum, Fonsecaea
spp., Malassezia spp., Microsporum spp., Pseudallescheria boydii, Trichophyton spp. u apyrux
JPOKKEBBIX U TPUOKOBBIX MH(EKINH.

Candida krusei, Candida glabrata u Candida tropicalis siBnsitoTcs HauMeHee YyBCTBUTEIbHBIME
K JeiicTBUIO HTpakoHasona Bugamu Candida. In vitro pox Candida HeckonbKO M30IMPOBAHHO
IMOKa3bIBaJl OAHO3HAYHYIO PE3UCTCHTHOCTD K UTPAKOHA30JTY.

OCHOBHBIMH THIAMU FpI/I6OB, Pa3BUTHEC KOTOPBIX HE MOAABJIACTCA UTPAKOHA30JIOM, ABJIAKOTCA
Zygomyces (Rhizopus spp., Rhizomucor spp., Mucor spp. u Absidia spp.), Fusarium spp.,
Scedosporium spp. u Scopulariopsis spp.

YcToMUuMBOCTE K a30JiaM Pa3BUBACTCA MCIJICHHO W YaCTO ABJIACTCA PE3YJIbTATOM HECKOJIBKHUX
T€HCTUYCCKUX MYTaHHﬁ. OnucaHHble MEXaHU3MBI Pa3sBUTHA YCTOﬁqHBOCTH BKJIIOYAIOT B ce0s
runepakcnpeccuto rena ERG11, kogupytromero ¢pepment 14a-geMerniiaszy, KOTOPBIA SBIsSETCS
OCHOBHOW MHMIIIEHBIO JIEWCTBUA a30JI0B, W ToueuHble MyTtauuu ERGI11, npuBogsmme
YMCHBIICHUIO CBA3BIBAHUS q)epMeHTOB C a30JIaMH W/WIH K AKTHUBAIUU TPAHCIIOPTHBIX CUCTEM, UTO
MNPpUBOAUT K YBCIMYCHUIO BBIBCIACHHA a30JI0B. Ha6mo;1anac1> NEpCKpPECTHAA YCTOIZHHBOCTB
Candida spp. k mpemaparam TpymImbl a30J0B, XOTS YCTOHYHMBOCTH K OJHOMY MpenapaTry 3TOou
TPYIIIBI HE 0053aTeTbHO 03HAYAET HATMYME YCTOMYHUBOCTH K APYTHM IIpenapaTram IPyIIibl a30JI0B.

Coo6mainock o mrammax Aspergillus fumigates, yctolunBbIX K HTpaKOHA30.Ty.
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5.2. ®DapmakoKHMHeTHYECKHE CBOMCTBA

MakcumManbHas KOHIIEHTpALUs UTPAKOHA30J1a B IIJ1a3Me JOCTUIAETCsl B TEUEHHE 2-5 4acoB 110CIIE
NepopalbHOTO  mpHeMa. BcenencrBue  HenMHEHHOW — (DapMaKOKMHETHKH — MTPAKOHA30J
HAKaIUIMBAaeTCsl B IUIa3ME€ KPOBH IPU MHOTOKPaTHOM IipueMe. PaBHOBecHas KOHLIEHTpauus
UTPaKOHA30J1a, KAK MPaBUJIO, IOCTUTAETCS B TEUEHHUE MPUMEPHO 15 nHEH, mpu 3TOM 3HAYEHUS
MakcUMaiabHOH KoHIEeHTpauuu (Cmax) UTpakoHazoma coctaBisiioT 0,5 Mxr/mi, 1,1 Mxr/min u
2,0 MKI/MJI COOTBETCTBEHHO Tocie nepopanbHoro npuema 100 mr 1 pa3 B nens, 200 mr 1 pa3 B
nenb, 200 mr 2 pasa B ieHb. KOHEUHBIN TepHoT MOTYBBIBEACHHS 00BIYHO COCTABIISET 16-28 yacoB
Npyu OJAHOKpaTHOM Tmipueme Hu 34-42 yaca npu MHOTOKpaTHOM mnpueMe. KoHieHTpanus
WUTpaKoOHA30jJa B IUIa3ME KPOBU CHIDKAETCA 10 MPAKTHUUYECKH HEOMPENEIsieMOro 3HAYCHHS B
TeueHue 7-14 pgHel mocne mpeKpaileHus Tepanuu B 3aBUCUMOCTH OT Ha3HAYEHHOW JO03BI U
MPOJOHKUTENBHOCTH JiedeHust. O011ee cpeiHee 3HaUYeHUe KIIMPeHca UTPaKOHa30J1a B IUIa3Me Mpu
BHYTPUBEHHOM BBeJICHUU cocTaBisieT 278 mu/muH. KiupeHnc urpakoHazojia yMEHbBIIAETCS MPU

0oJ1ee BRICOKHX J03axX B CBsA3U C HACBILICHHUEM Hwef/i €ro MeTa6OJII/I3aIlI/II/I B IICYCHHU.

AOGcopOuus

Htpakonaszon ObicTpo abcopOupyercs mocie mpueMa BHYTPb. MaKCHMallbHbIC KOHIICHTPAIUU
HEM3MEHEHHOT0 UTPAKOHA30JIa B IIa3Me JJOCTHTAIOTCS B TE€YCHUE 2-5 4acoB MOCIIE TTIEPOPATLHOTO
npuemMa Karcysibl. AGCOTIOTHAas OMOMOCTYIMHOCTh MTPAKOHA30Ja MOCJE MEepOpaIbHOTO MpHeMa
coctaBnsieT okono 55 %. Ilpu mepopanbHOM NpPUMEHEHHWH MaKCHUMallbHas OHOJOCTYIHOCTh
UTPAaKOHA30J1a OTMEYAeTCs PU MPUEeMe Karcyll cpa3y Mocle eabl.

BcacbiBanue wuTpakoHa3zona IpU MPUEME KalcCyl CHUKEHO Yy NAlUEHTOB C TOHWKEHHOMU
KHCIIOTHOCTBIO JKEITyJIOYHOTO COKa, HampuMmep, Ha (oHEe mprueMa IMpermapaToB, MOAABIISIOIIAX
CEKpEIMI0 COJITHOM KHCIOTHI B JKeTyJke (TakKuX KaK aHTaroHUCThl Ho-rHcTaMHHOBBIX
pelenTopoB, UHTUOUTOPHI MPOTOHHON MOMIIBI), WK y TAIlMEHTOB C axjopruipueid Ha QoHe
pa3auYHBIX 3a0oneBaHmil. BcachlBaHWe WTpaKOHA30ja HATOMIAK y TaKWUX TAI[MCHTOB
YBCIUYMUBACTCA MPU NMPUEMEC UTPAKOHA30JIa B KallCyjlaX OJHOBPEMCHHO C KHWCJIBIMH HallUTKaMH
(TakuMH Kak HeaueTwueckas koina). [Ipu mpueme uTpakoHaszona B Kamcynax B jgo3ze 200 mr
OJIHOKPATHO HATOIIaK COBMECTHO C HEAMETHYECKOH KOJIOW IMOcie MpeIBapUTENLHOTO MpuemMa
aHTaroHucTa H>-THCTAaMUHOBBIX PEIENTOPOB PAHUTHIMHA BCAChIBAaHHE HTPaKOHa30Jia OBLIO
COITOCTAaBUMBIM C BCACBIBAHHEM ITPH IPUEME TOJIBKO UTPAKOHA30J1a.

DKCTMO3UIMS UTPAKOHA30J1a HUXKE MPH MpHUeMe B BHUJE KallCyl MO CPAaBHEHUIO C IKCIIO3UIIUEH

HUTpaKOHA30JIa IIpHu NpUueMe TOM K€ J03bI B BUJIE pacTBOpa IJId IpUueMa BHYTPb.
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Pacnopenenenue

Htpakonazon Ha 99,8 % cBs3biBacTCs ¢ OelKamMu T1a3Mbl KPOBH, B OCHOBHOM C aJIbOYMHHOM
(TUAPOKCUUTPAKOHA30J CBSI3BIBAETCS ¢ anbOymuHOM Ha 99,6 %). Takxke OTMEUYEHO CPOJICTBO
K JunugaM. B HecBsizaHHOM BHjE B I1a3Me octaeTcsa Toybko 0,2 % urpakonasosa. Kaxymuiics
o0wvem pacnpezenenus > 700 j1, 4TO CBUIECTENBCTBYET O €r0 3HAUMTEIBHOM pACHpEe/IeHUN B
TKaHsx. KOHIIEHTpaluu B JETKUX, TTOYKAX, KOCTAX, JKEIYyAKe, CeNIe3eHKEe W MBIIIAaxX B 2-3 pasa
BBIIIIC, YEM COOTBETCTBYIOIIUE KOHIICHTPAIIMH B TUIa3M€ KPOBH, MPH ATOM KOHIICHTpAIUS B
TKaHSIX, COJIEPKALIUX KEPATHH, 0COOEHHO B KOXKe, IPUMEPHO B 4 pa3a NpeBbIIIaeT KOHIEHTPALIUIO
B 11a3Me KpoBu. KoHIIeHTpalysi B CHUMHHOMO3TOBOM KHIKOCTH 3HAYUTEIILHO HUXKE, YEM B IIJ1a3Me
KpOBH, TEM HE MeHee, ObUIa MPOJeMOHCTpHpoBaHA 3((HEKTHBHOCTh HMTPAKOHA30JIAa TPOTHB

BO30yauTeNel MHPEKIIHIA, TPUCYTCTBYIONIUX B IEPeOPOCITMHATBHON KHUIKOCTH.

BI/IOTDaHCd)ODMaHI/IH

Kak ObuTto mOKa3aHO B uccienoBanusx IN Vitro, msopepment CYP3A4 sBisieTcss OCHOBHBIM
n30()epMEHTOM, YJYAaCTBYIOIIMM B MeTaboNM3Me HTpakoHa3zona. VTpakoHa3oi moaBepraercs
aKTHBHOMY METa0OJIM3My B MEUEHH C 00pa3oBaHHMEM MHOXKECTBA MeTabomuTOB. OCHOBHBIM
MeTabOoIUTOM SIBIISICTCS THAPOKCHUTPAKOHA30I1, KOTOPBIiA iN VItro 00iagaeT mpoTHBOrpuOKOBOA
aKTHBHOCTBIO, COIIOCTABUMOH C WTpaKoHa30JoM. KOHIEHTpanuu TIHIPOKCHUTPAaKOHA30Ia

B IJIa3M€ KPOBU ITPUMEPHO B 2 pasa MPeBBIIIAIOT KOHIIEHTPAIMIO UTPAKOHA30J1a.

OIUMUHALKUA

W TpakoHa30J1 BBIBOJUTCS PEUMYIIECTBEHHO B ()OPME HEAKTUBHBIX MEeTa00IMTOB ¢ MOUOH (35 %)
U uepe3 kuieuHnK (54 %) B TeueHHne 0THOM HEJIeNU MMoCyIe IpreMa pacTBopa JUisl IpueMa BHYTPb.
[Toyeunast sKCKpelMs HMTpPaKOHA30Jla U €ro akTUBHOIO MeTaboyiuTa THIPOKCHUTPAKOHA30JIa
cocraBinsieT MeHee 1% oOT 703l mpenapara, BBEACHHONM BHYTpUBEHHO. Ha ocHoBaHuu
pe3ynbTaToB M3ydeHHs (GapMaKOKHHETHKH ~‘C-MeueHOTro MTpPaKOHA307a II0CiIe TepOpanrbHOro
MpueMa, BBIBEICHHE HEU3MEHHOTO UTPAKOHA30JIa Yepe3 KUIIIEUHHUK BapbupyeT oT 3 % 1o 18 % ot
IIPUHATOM 03B

ITockonpKy nepepacnpeelieHne WTPAaKOHAa30J1a M3 TKaHEH, coiepXallluX KEpaTHH, SBISAETCS
HE3HAYUTENbHbIM, BBIBEJCHHE HUTPAKOHA30Ja W3 OSTHUX TKaHEH CBS3aHO C pereHepauei
snuaepMuca. B oTiinume oT miua3Mbl KpOBU, KOHIIEHTpAIMS UTPAKOHA30J1a B KOXKE COXpaHsAeTCs
B T€UEHUE 2-4 Hellenb Nocie NpeKpalieHus 4-HeIeNbHOI0 JIEUEHNs, a KOHLIEHTPALKs B KEPaTUHE
HOT'TSI, TJIe UTPAKOHA30J1 MOXeET ObITh OOHapyKeH yxke depe3 1 Heemnto 1mociie Havyaja JeYeHUs,
COXpaHseTcs 0 KpaiiHel Mepe B TeUCHHE LIECTH MECALIEB II0CIe OKOHYaHUs 3-MECSYHOI0 Kypca

JCYCHUSL.
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Oco0nie KaTeropuu IanmucHTOB

THayuenmoi ¢ HapywieHuem yHKyuu neveHu

WTpakoHa3oa MeTaboIM3UpyeTcsi NPEMMYLIECTBEHHO B TIeUueHH. B Xoae wuccienoBaHUs
(bapMaKOKMHETHKH CpaBHUBAU (hapMaKOKMHETHUYECKHE IOKA3aTelH MAalMeHTOB C IUPPO30OM
MIEYECHHU U 3JI0POBBIX JOOPOBOJIBIIEB. Y MAIMEHTOB C IUPPO30OM IIEUEHU MPU OJHOKPATHOM MpUeMe
100 mr utpakonaszona cpeaHss Cmax B miIa3Me ObUia 3HauMTenbHO HUKE (Ha 47 %), yem y
3I0pOBBIX 100poBoIbLEB. CpeHUI MEPUO/ MOITYBBIBEACHUS MPU MPHEME OJHOKPATHOW J103BI
ObLT yBEIMYEH Yy TMAalHWEeHTOB C LHUPPO3OM II€UEHH M COCTaBIsUI B OSTOM HCCIIEIOBAaHUU
37 +£17 yacoB 1o cpaBHeHHIO C 16+5 wyacamm I 3A0pOBBIX J00poBoJbIeB. CpemHsis
AKCIIO3MIMS MUTpaKoHa3oja (IJIOMIAab TMOJ KPHUBOM «KOHIEHTpamus-Bpems», AUC) Obuia
AQHAJIOTUYHOW y TAlMEHTOB C IIMPPO30M IE€YEHH U Yy 3II0POBBIX M00pOBOJbIEB. [laHHBIE O
JUIUTETIbHOM MPUMEHEHUH UTPaKOHA30Ja y MAlUEeHTOB C LIUPPO30M IEYEHU OTCYTCTBYIOT (CM.
paznensl 4.2 u 4.4).

THayuenmoi ¢ Hapywenuem hyHKyuu novex

JlanHble 0 IEpOpaIbHOM NMPUMEHEHUM WTPAKOHA30ja JUIsl JIEUEHUs NAlMEHTOB C HApYIIEHUSIMU
GYHKIIMM TOYEeK OrpaHHWYeHbl. Y TAIMeHTOB C YpPEeMHEW, y KOTOPBIX CpPEIHUN KIHPEHC
KpeaTHHHHA cocTaBmsil 13 mu/mun/1,73 M2, cuctemHoe Bo3aeiicTaue utpakonaszona (AUC) 66110
HECKOJIBKO HHMIKE 10 CPAaBHEHUIO C OCHOBHOM NonyJrsAnyeil. He BBIABICHO 3HAYUTEIBHOIO BIUSHUS
reMoJauann3a Wid JJIUTEIbHOTO MEPUTOHEATbHOIO AMaln3a, MPOBOJAMMOIO B aMOyJaTOPHBIX
YCIIOBUSIX, Ha MOKa3aTenu GpapMakoKuHETUKH uTpakoHa3oia (Tmax, Cmax 1 AUCo-84).

[Tocie OOHOKpPaTHOrO BHYTPUBEHHOIO  BBEJEHUS UTPAKOHA30ja KOHEYHBIM  Mepuoj
MOJIYBBIBEJIEHUS Y MALMEHTOB C HE3HAYUTENbHBIM (OIpeesieTcsl B UCCIE0BaHNN KaK KIMPEHC
kpearnauHa 50-79 Mi/mMuH), cpeqHuM (kmupeHc kpeatuHuHa 20-49 Mi1/MHUH) WM BBIPaKEHHBIM
HapyleHueM (QYHKLIMU Modek (KiupeHc KpeaTuHuMHa < 20 MII/MUH) CXOJHBIH C TaKOBBIM Y
3/I0pOBBIX JIOJIEH (JMamna3oH cpenHuXx 3HaueHui 42-49 yacoB mo cpaBHeHHIO ¢ 48 yacamu y
MAlMEHTOB C HApYHIEHUSMH (YHKIMHM TOYEK M 3I0POBBIX JTOOPOBOJBIEB COOTBETCTBEHHO).
OO1mmrast KCIO3UINS UTPAKOHA30JIa, HA OCHOBaHUM OlleHKH Tokazarenst AUC Obuta cHIbKeHa y
NaIMEeHTOB C YMEPEHHBIMU U BBIPAKCHHBIMH HapyIIeHUAMH (yHKIIUH nouek npuMepHo Ha 30 %
1 40 % COOTBETCTBEHHO, TI0 CPABHEHUIO C MAIIMEHTAaMH, Y KOTOPBIX (DYHKITUS IOYEK HE HapylIeHa.
JlaHHBIE O NJIMTEIHHOM MPHUMEHEHHH HWTPAKOHA30JIa TMAlMeHTaMH C HapyIICHUSMH (YHKIIHA
nouek HeAocTynHbl. [IpoBeneHue nuanusa He BIMSET Ha MEepUOJl TIOTYBBIBEICHUS UITH KIUPEHC
UTPAaKOHA30J1a WIK THAPOKCUUTPAKOHA30Ia.

Jemu

Jannsle 0 (papMakOKMHETHKE WTpPaKOHA30jla y MAIMEHTOB JIETCKOTO BO3pacTa OTPAHUYECHBI.

Knunuueckue nccnenoBanus papMakOKMHETUKH y JI€TeH U MOJPOCTKOB B BO3PACTE OT 5 MecsIEeB
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110 17 neT npoBOUIMCH C MPUMEHEHUEM UTPAKOHA30J1a B'Qllltllc-v;llng' %&TA@Q IiiHﬁ::r';p-glgﬁle;l';'H::‘;'/pr

U pacTBOpa JUIsl BHYTPUBEHHOTO BBeICHUs. VMHIWBHIyanbHBIC J103bI UTPAaKOHAa30jda B (opme
KarcyJl ¥ pacTBOpa JUIsl IpreMa BHYTPh BapbUpoBaiu ot 1,5 1o 12,5 Mr/Kr/neHs npu npuemMe oJIuH
WM JBa pa3a B JeHb. [Ipu npueme urpakoHa3oyia B OJHOM U TOM K€ CyTOYHOM J03€ JBa pas3a B
JI€Hb 110 CPAaBHEHUIO C MIPUEMOM OJUH pa3 B JIeHb MaKCUMalbHasi U MUHUMAaJIbHAs TUIa3MEHHbIE
KOHIIEHTPAllMU OBUIM COMOCTAaBHMBI C TAKOBBIMH Yy B3POCIBIX TAIMEHTOB TMpU IMpUEME
UTPaKOHAa30jJa OJWH pa3 B JCHb. He OBLIO 3aperuCTPUPOBAHO CYIIECTBEHHBIX BO3PACTHBIX
pasnuuuii mokasareneid AUC wuTpakoHaszoja M €ro oOOIIero KIMpPEHCa; B PEAKUX CIIydasx
HaOJ0/1aach HE3HAUMTENNbHAsT B3aMMOCBSI3b MEKIY BO3PAacTOM MAlIMEHTOB W 3HAYCHUSIMHU
obbema pacmpeneneHuss UTpakoHa3oda, Cmax M KOHEUHOTO TIEPHOJIa TOJYBBIBEIACHUSI.
Y CcTaHOBIIEHHBIN KIMPEHC MUTPAKOHA30JIa U €r0 00beM pachpenesieHus 3aBUCIT OT MacChl Tena

HannucHTOB.

6. PAPMAIIEBTUUYECKHE CBOMCTBA

6.1. IlepeueHb BCIOMOraTe/ibHbIX BelIECTB
CaxapHble MeuieThl (caxapo3a, KpaxMan KyKypy3HbIii)
['unpomerniosa (TUAPOKCUITPOITMIIMETHIIISIUTIONI03a)
[Tomokcamep 188 (JIyrpoir)

KaHCVJ'IBI TBEPABIC KCJIATHHOBBIC!

Turana qguokcung

Kematun.

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rogHoCcTH (CPOK XpaHEeHHs )

3 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

XpaHUTh B 3aIUIIEHHOM OT CBETa MECTE MpH TeMriepatype He Boie 25 °C.

6.5. XapakTep u coaep:kaHne NEPBUYHON YNAKOBKH
6 win 7 Karncys B KOHTYPHOU SIMEMKOBOM YITAKOBKE U3 TIJICHKU MOJUBUHUIXJIOPUIHON U (HOJIBTH
AJTIOMUHHUEBOM.

1 xoHTypHas siuelikoBas yrakoBKa 1o 6 kancyn, 2, 4, 6 unu 12 KOHTYpHBIX SIMEHKOBBIX YIIAKOBOK
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

.....

O DOBL HOCTE 0005
10 7 Karcyj BMECTE ¢ JIMCTKOM-BKJIQJIBIIIEM B MAYKE U3 IIQ,DTOI;LE"]'L BATENBHOCTE 0003]

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH TNPH  YHUYTOKEHUH  HMCIOJH30BAHHOIO
JIEKAPpCTBEHHOr0 Tpenapara WJId  OTXO0J0B, MOJYYeHHBbIX TOCJe MpPUMEeHeHUs
JIEKApCTBEHHOI0 Mpenapara, u Ipyrue MAaHUMYJISIUH ¢ PenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIHMUOHHOI'O YAOCTOBEPEHMUSA
Poccusa, AO «BEPTEKC»

Anpec: 197350, r. Cauxr-IletepOypr, lopora B Kamenky, a. 62, 1ut. A
Ten.: 8 (800) 2000 305

AJpec 2JeKTpOHHOM mouTh: Vertex@vertex.spb.ru

7.1 llpeacTaBuTe b Jep:KaTesisi PEriCTPALMOHHOIO Y10CTOBEPEHU
[Iperen3un norpeduTENeH HAIPABIATE 110 aIPECY:

Poccus, AO «BEPTEKC»

197350, r. Caukt-IlerepOypr, Jopora B Kamenky, 1.62, mut. A
Temn.: 8 (800) 2000 305

Anpec snekTpoHHOM mouThl: pharmacovigilance@vertex.spb.ru; vertex@vertex.spb.ru

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUA

9. TATA NMEPBUYHOM PETMCTPAIIMM (IIOJATBEPXJIEHUWSI PETHCTPAILINU,
INEPEPETUCTPALINN)

JlaTa nepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

O6ma51 XapaKTCPUCTHKA JICKAPCTBCHHOTO IIpCIiapara I/ITpa3on AOCTYIIHA Ha I/IH(I)OpMaI_[I/IOHHOM

noprane EBpa3zuiickoro 3KOHOMHYECKOIO COI03a B HMH(OPMAIMOHHO-TEIEKOMMYHUKALMOHHON

cetu «MuTepuer» http://eec.eaeunion.org/
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	 Гиперчувствительность к итраконазолу или к любому из вспомогательных веществ, перечисленных в разделе 6.1.
	Совместное применение итраконазола с препаратами-субстратами изофермента CYP3A4 может увеличивать концентрацию итраконазола в плазме, усиливать или пролонгировать терапевтический и нежелательные эффекты, которые могут вызывать потенциально опасную сит...
	 Одновременный прием препаратов-субстратов изофермента CYP3A4 (см. раздел 4.5), таких как:
	- левацетилметадон, метадон;
	- дизопирамид, дофетилид, дронедарон, хинидин;
	- телитромицин у пациентов с нарушениями функции почек или печени тяжелой степени;
	- тикагрелор;
	- галофантрин;
	- астемизол, мизоластин, терфенадин;
	- алкалоиды спорыньи: дигидроэрготамин, эргометрин (эргоновин), эрготамин, метилэргометрин (метилэргоновин), элетриптан;
	- иринотекан;
	- луразидон, мидазолам для перорального приема, пимозид, сертиндол, триазолам;
	- бепридил, фелодипин, лерканидипин, нисолдипин;
	- ивабрадин, ранолазин;
	- эплеренон;
	- цизаприд, домперидон;
	- ловастатин, симвастатин, аторвастатин;
	- фезотеродин у пациентов с недостаточностью функции почек или печени умеренной или тяжелой степени, солифенацин у пациентов с недостаточностью функции почек тяжелой степени и с недостаточностью функции печени умеренной или тяжелой степени;
	- колхицин у пациентов с нарушениями функции печени или почек.
	 Хроническая сердечная недостаточность в настоящее время или в анамнезе (за исключением терапии жизнеугрожающих или других опасных инфекций; см. раздел 4.4).
	 Беременность (за исключением случаев, угрожающих жизни, и если ожидаемый положительный эффект для матери превышает возможный вред для плода) (см. раздел 4.6.).
	  Период грудного вскармливания (см. раздел 4.6.).
	  Детский возраст до 3 лет.
	Беременность
	Итраконазол не должен применяться при беременности, за исключением случаев, угрожающих жизни, и если ожидаемый положительный эффект для матери превышает возможный вред для плода.
	В доклинических исследованиях было показано, что итраконазол обладает репродуктивной токсичностью.
	Данных о применении итраконазола в период беременности недостаточно. В ходе клинического применения итраконазола после регистрации были отмечены случаи врожденных аномалий. Такие случаи включали нарушения развития зрения, скелета, мочеполовой и сердеч...
	Эпидемиологические данные в отношении воздействия итраконазола в первый триместр беременности, в основном у пациенток, получавших краткосрочную терапию по поводу вульвовагинальных кандидозов, не выявили повышенного риска развития врожденных аномалий п...
	Женщинам детородного возраста, принимающим итраконазол, необходимо использовать надежные методы контрацепции на протяжении всего курса лечения вплоть до наступления первой менструации после его завершения.
	Лактация
	Поскольку итраконазол может проникать в грудное молоко, при необходимости применения препарата грудное вскармливание следует прекратить.
	4.7. Влияние на способность управлять транспортными средствами и работать с механизмами
	Данные, полученные в ходе клинических исследований
	Инфекции и инвазии:
	нечасто – ринит, синусит, инфекции верхних дыхательных путей.
	Нарушения со стороны крови и лимфатической системы:
	редко – лейкопения;
	частота неизвестна – нейтропения.
	Нарушения со стороны иммунной системы:
	нечасто – гиперчувствительность.
	Нарушения со стороны нервной системы:
	часто – головная боль;
	редко – гипостезия, парестезия.
	Нарушения со стороны органа слуха и лабиринта:
	редко – звон в ушах.
	Желудочно-кишечные нарушения:
	часто – боль в животе, тошнота;
	нечасто – диспепсия, запор, метеоризм, диарея, рвота;
	редко – дисгевзия.
	Нарушения со стороны печени и желчевыводящих путей:
	нечасто – гипербилирубинемия, нарушение функции печени.
	Нарушения со стороны кожи и подкожных тканей:
	нечасто – сыпь, зуд, крапивница.
	Нарушения со стороны почек и мочевыводящих путей:
	редко – поллакиурия.
	Нарушения со стороны репродуктивной системы и молочных желез:
	нечасто – нарушение менструального цикла;
	редко – эректильная дисфункция.
	Общие нарушения и реакции в месте введения:
	редко – отечный синдром.
	Ниже представлен список нежелательных реакций, связанных с приемом итраконазола в форме раствора для приема внутрь и/или в форме раствора для внутривенного введения, зарегистрированных в клинических исследованиях (за исключением побочных реакций, отно...
	Нарушения со стороны крови и лимфатической системы: гранулоцитопения, тромбоцитопения.
	Нарушения со стороны иммунной системы: анафилактоидные реакции.
	Нарушения метаболизма и питания: гипергликемия, гиперкалиемия, гипокалиемия, гипомагниемия.
	Психические нарушения: спутанность сознания.
	Нарушения со стороны нервной системы: периферическая нейропатия, головокружение, сонливость.
	Нарушения со стороны сердца: сердечная недостаточность, недостаточность левого желудочка, тахикардия.
	Нарушения со стороны сосудов: артериальная гипертензия, артериальная гипотензия.
	Нарушения со стороны дыхательной системы, органов грудной клетки и средостения: отек легких, дисфония, кашель.
	Желудочно-кишечные нарушения: желудочно-кишечные расстройства.
	Нарушения со стороны печени и желчевыводящих путей: гепатит, желтуха, печеночная недостаточность.
	Нарушения со стороны кожи и подкожных тканей: эритематозная сыпь, гипергидроз.
	Нарушения со стороны мышечной, скелетной и соединительной ткани: миалгия, артралгия.
	Нарушения со стороны почек и мочевыводящих путей: недостаточность функции почек, недержание мочи.
	Общие нарушения и реакции в месте введения: генерализованные отеки, отек лица, боль в груди, гипертермия, боль, усталость, озноб.
	Лабораторные и инструментальные данные: повышение активности аланинаминотрансферазы, повышение активности аспартатаминотрансферазы, повышение активности щелочной фосфатазы в плазме крови, повышение активности лактатдегидрогеназы в плазме крови, повыше...
	Дети
	Безопасность итраконазола в лекарственной форме капсулы оценивалась в 14 клинических исследованиях (4 двойных слепых плацебо-контролируемых исследования, 9 открытых исследований и 1 исследование, имевшее открытую фазу с последующей двойной слепой) с у...
	В ходе исследований было отмечено, что наиболее часто встречающимися нежелательными реакциями были: головная боль (3,0 %), рвота (3,0 %), боль в животе (2,4 %), диарея (2,4 %), нарушение функции печени (1,2 %), тошнота (1,2 %), крапивница (1,2 %), гип...
	Нежелательные реакции, зарегистрированные в пострегистрационном периоде (данные получены на основании спонтанных сообщений).
	Представленная частота побочных реакций основана на клиническом опыте применения препаратов итраконазола после регистрации.
	Нарушения со стороны иммунной системы:
	очень редко – сывороточная болезнь, ангионевротический отек, анафилактические, анафилактоидные и аллергические реакции.
	Нарушения метаболизма и питания:
	очень редко – гипертриглицеридемия.
	Нарушения со стороны нервной системы:
	очень редко – тремор.
	Нарушения со стороны органа зрения:
	очень редко – нарушения зрения (включая нечеткое зрение, диплопию).
	Нарушения со стороны органа слуха и лабиринта:
	очень редко – стойкая или временная потеря слуха.
	Нарушения со стороны сердца:
	очень редко – хроническая сердечная недостаточность.
	Нарушения со стороны дыхательной системы, органов грудной клетки и средостения: часто – одышка.
	Желудочно-кишечные нарушения:
	очень редко – панкреатит.
	Нарушения со стороны печени и желчевыводящих путей:
	очень редко – тяжелое токсическое поражение печени (в том числе несколько случаев острой печеночной недостаточности с летальным исходом).
	Нарушения со стороны кожи и подкожных тканей:
	очень редко – токсический эпидермальный некролиз, синдром Стивенса-Джонсона, острый генерализованный экзентематозный пустулез, полиморфная эритема, эксфолиативный дерматит, лейкоцитокластический васкулит, алопеция, светочувствительность.
	Лабораторные и инструментальные данные:
	очень редко – повышение активности креатинфосфокиназы крови.

	Максимальная концентрация итраконазола в плазме достигается в течение 2-5 часов после перорального приема. Вследствие нелинейной фармакокинетики итраконазол накапливается в плазме крови при многократном приеме. Равновесная концентрация итраконазола, к...
	Итраконазол быстро абсорбируется после приема внутрь. Максимальные концентрации неизмененного итраконазола в плазме достигаются в течение 2-5 часов после перорального приема капсулы. Абсолютная биодоступность итраконазола после перорального приема сос...
	Всасывание итраконазола при приеме капсул снижено у пациентов с пониженной кислотностью желудочного сока, например, на фоне приема препаратов, подавляющих секрецию соляной кислоты в желудке (таких как антагонисты H2-гистаминовых рецепторов, ингибиторы...
	Экспозиция итраконазола ниже при приеме в виде капсул по сравнению с экспозицией итраконазола при приеме той же дозы в виде раствора для приема внутрь.
	Распределение
	Итраконазол на 99,8 % связывается с белками плазмы крови, в основном с альбумином (гидроксиитраконазол связывается с альбумином на 99,6 %). Также отмечено сродство к липидам. В несвязанном виде в плазме остается только 0,2 % итраконазола. Кажущийся об...
	Как было показано в исследованиях in vitro, изофермент CYP3A4 является основным изоферментом, участвующим в метаболизме итраконазола. Итраконазол подвергается активному метаболизму в печени с образованием множества метаболитов. Основным метаболитом яв...
	Итраконазол выводится преимущественно в форме неактивных метаболитов с мочой (35 %) и через кишечник (54 %) в течение одной недели после приема раствора для приема внутрь. Почечная экскреция итраконазола и его активного метаболита гидроксиитраконазола...
	Поскольку перераспределение итраконазола из тканей, содержащих кератин, является незначительным, выведение итраконазола из этих тканей связано с регенерацией эпидермиса. В отличие от плазмы крови, концентрация итраконазола в коже сохраняется в течение...
	Пациенты с нарушением функции печени
	Итраконазол метаболизируется преимущественно в печени. В ходе исследования фармакокинетики сравнивали фармакокинетические показатели пациентов с циррозом печени и здоровых добровольцев. У пациентов с циррозом печени при однократном приеме 100 мг итрак...
	Пациенты с нарушением функции почек
	Данные о пероральном применении итраконазола для лечения пациентов с нарушениями функции почек ограничены. У пациентов с уремией, у которых средний клиренс креатинина составлял 13 мл/мин/1,73 м2, системное воздействие итраконазола (AUC) было несколько...
	После однократного внутривенного введения итраконазола конечный период полувыведения у пациентов с незначительным (определяется в исследовании как клиренс креатинина 50-79 мл/мин), средним (клиренс креатинина 20-49 мл/мин) или выраженным нарушением фу...
	Данные о длительном применении итраконазола пациентами с нарушениями функции почек недоступны. Проведение диализа не влияет на период полувыведения или клиренс итраконазола или гидроксиитраконазола.
	Дети
	Данные о фармакокинетике итраконазола у пациентов детского возраста ограничены. Клинические исследования фармакокинетики у детей и подростков в возрасте от 5 месяцев до 17 лет проводились с применением итраконазола в капсулах, раствора для приема внут...

