COOTBETCTEYET 3KCNEPTHOMY OTYETY
0712032026 N=4946
OBILAS XAPAKTEPHUCTHKA JIEKAPCTBEHHOF O TIPENAPATA” 707

1. HAUMEHOBAHME JIEKAPCTBEHHOT O ITPEITAPATA

Wpynun, 100 Mmr, kancynisl,

2. KAYECTBEHHBII 1 KOJJMYECTBEHHBI COCTAB

JleicTByIO1Iee BEIECTBO: UTPAKOHA30I1

1 xanicyna coaepxkut 100 Mr urpakonasosna B popme utpakonazosna mnemiet 454,54 mr
BemecTBa, Hanmuyue KOTOPBIX HY)KHO YUYUTHIBaThb B COCTaBE€ JIEKAPCTBEHHOTO Mpernapara:
caxapo3a (cM. pazzen 4.4).

[TonHblii epevyeHb BCIIOMOTaTEIbHbIX BEIIECTB MPUBEIEH B pasaene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
Kancynebr.
Kancyner sxenroro neta Ne 0. Comepxumoe Karcyi — cepruuecKue meuieThl 0€I0T0 WIIH MTOYTH

0eJoro 1BeTa.

4. KIMHUYECKUE JJAHHBIE

4.1. Iloka3zaHusi K NPUMEHEHHIO

[Ipenapat MpyHuH npumMeHseTcs y B3pOCbIX:

— TlopakeHue KOXKH U CIU3UCTHIX 000JI0UEK:
- BYJbBOBAarvHaJbHBIA KaHIUA03
- OoTpyOeBHIHBIN JHIIIAN
- JIepMAaTOMHUKO3bI
- KaHAMJI03 CIM3UCTOI 000JI0UKH MOJIOCTH pTa
- TpUOKOBBIN KEpaTUT

— OHUXOMHKO3bI, BEI3BaHHBIE IepMaTO(PUTAMU H/WITH APOKKETIOTOOHBIMU TPHOaMU

— CucremMHbIe MUKO3BI:
- CHCTEMHBIH aclepruiuie3 U KaHIu103
- KPHUNTOKOKKO3  (BKJIIOYash  KPUNTOKOKKOBBIH ~ MEHMHIMT): Yy  HAalUEHTOB C
UMMYHOJE(PUIUTOM U y BCEX NAIMEHTOB C KPUIITOKOKKO30M ILIEHTPAJIbHON HEPBHOMU
cucteMmbl npenapaT MpyHUH AOMKEH Ha3HAuaThCS TOJBKO B CIydasiX, €ClIU IpernapaThl

NIEPBOI IMHHUM JICYCHHUS HE IPUMEHUMBI B IAaHHOM CJTydae WU He Y PEKTHBHBI
- TUCTOILIa3MO3

- 0JaCTOMHKO3



- CHOPOTPHUXO3
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MapaKOKOUANOUJOMHKO3

- IIpOoYrEC PCAKO BCTPEUHAOIINECSA CUCTEMHBIC NJIHW TPOIINMYCCKUE MHUKO3bI

4.2. Pexxum no3upoBaHus M crocod NpUMeHeHHUs

PexxuMm 03upoBaHusa

ITokazanue Hoza [TponoKUTENBHOCTD JI€YEHUS
BynsBoBarnHaibLHBINA KaHAUI03
y 200 mr 2 pa3a B CyTKH 1 nenn
1501051 1501051
200 mr 1 pa3 B cyTku 3 nHs
OTpyOeBUAHBIIN TUIIAA 200 mr 1 pa3 B cyTku 7 nuen
JlepMaToOMHUKO3bI TIaJKOW KOXKH 200 mr 1 pa3 B cyTku 7 nHeun
1501051 1501051
100 mr 1 pa3 B cyTku 15 nueit
[Topaxxenus 200 mr 2 pa3 B CyTKH 7 nHEH
BBICOKOKEPATUHU3UPOBAHHBIX 1501051 1501051
obmacteit  KoHOro  moOKpoBa, 100 mr 1 pa3 B cyTku 30 nueit
TaKUX KaK KUCTH PYK U CTOIBI
Kaumunos cinusucroit 00010YKn 100 mr 1 pa3 B cyTku 15 nuent
MOJIOCTHU PTa

BuonoctynmHOCTh UTpaKoHA30Ja TIPU IEPOPATTELHOM MTPHUEME MOXKET OBITh CHIXKEHA Y HEKOTOPBIX
NAlMEHTOB C HApyUIEHHbIM HWMMYHUTETOM, HAaOpUMEpP, Yy TMAaIHEHTOB C HEHUTPOIICHHEM,
naupeHtoB co CIIW[Jom wumm ¢ mnepecaxeHHbIMH opraHamu. Cle10BaTeNbHO, MOXKET
noTpeboBaThCs ABYKPATHOE YBEIMUEHUE T103bI.

['pubKoBBIii KEpaTUT

200 mr 1 pa3 B cyTku 21 neHb
JUINTENbHOCTh  JIEYEHUS] MOXKET
OBIThH CKOPPEKTHPOBaHA B

3aBUCUMOCTH  OT  YJIy4YILIEHHUs
KJIIMHUYECKOW KapTHHBI

OHUXOMHUKO

3b1, BEI3BAaHHBIE JIepMaTO(GUTAMU W/WITH APOKKETIOTOOHBIMU U
IUIECHEBBIMU IpUOaMU

ﬂOSBI " IPOJOJIKUTCIBHOCTE JICHCHUSA

OHUXOMHUKO3BI —
MyJIbC-TEpaIus

OnuH Kypc myJibC-TE€panuu 3aKJI0YaeTcs B €XKEIHEBHOM IpUEME II0
2 xarncynsl npenapara Mpynun nBa pasza B cytku (o 200 mr 1Ba pas3a B
CYTKH) B TCUCHHE OJHOM Heaenu. [ aeueHus TpuOKOBBIX MOPaKCHUM
HOT'TEBBIX TUIACTUHOK MaJIbIIEB KUCTEU PEKOMEHIYETCs ABa Kypca. s
JIEYCHUS TPUOKOBBIX MOPAKEHUH HOTTEBBIX IIACTHHOK MAIBIEB CTOI
pekomeHayeTca Tpu Kypca. [[poMexxyToK Mexay KypcaMH, B T€UEHHUE
KOTOpPOro HE HYKHO MPUHUMATh IpernapaT, COCTABISIET 3 HeIeNu.
Knuanueckue pe3ynpTaTbl CTaHYT OYEBUIHBI MOCIE€ OKOHYAHUS
JIeYEHUs1, IO MEpe OTPACTaHUsI HOT'TEH.
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Jloxanu3amust OHUXOMHUKO30B | 1-a 2-5 3iq 4-5 Hs ey TR 8 el

Hed. | HeO. | Hed. | Hea. | Hed. | HeA. | Hed. | Hen. | He.

[TopaxeHne HOrTeBbIX 1-11 Henenmu, 2-i Henemn, 3-i
IUTACTUHOK NAJIBLIEB CTOII € Kypc CBOOOHBIE OT Kypc CBOOOJIHBIE OT Kypc
MOpa)keHUEM WM 0e3 IIpreMa npemnapara IpremMa rnpemnapara
[IOpa)X€HUs HOI'TEBBIX HNpynun Npynun

IIACTHHOK ITaJIbIICB KHCTEH

[TopaxeHne HOrTeBbIX 1-11 Henenmu, 2-i
IUTACTUHOK ITANTbIICB KUCTEH Kypc CBOOOIHEIC OT Kypc

npueMa mpemnapara

NpyHun

OHHUXOMUKO3EI — Jo3za [IponoKUTENBHOCTD JI€YEHUS
HETIPEPBIBHOE JICYECHUE
[Topaxenue HOT'TEBBIX ITo 200 mr B cyTKHM 3 Mmecsna
INIACTUHOK ITaJbIECB CTOII C
MMOPAKECHUEM WIn 0e3
HOpa)KeHI/ISI HOI'TEBBIX

INIACTHHOK ITaJIbIICB KHCTEH

BriBenienne uTpakoHa3oja U3 KOXKM M HOTTEBOW TKaHM OCYILECTBIISETCS MEIUIEHHEee, YeM M3
wia3mMbl.  TakuMm  o0pa3oMm, ONTUMallbHbIE KIMHUYECKHE W  MMKOJIOTMYECKHE A(PQEeKTHI
JIOCTHTAIOTCS Yepe3 2—4 HeleNnr Mocjie OKOHYAHHS JIeUeHUs PH HH()EKIHUIAX KOXKHU U depe3 6—9

MCECAILIEB ITOCJIC OKOHYaHUA JICUCHUA HOT'TCBBIX HH(l)eKHHfI.

CucreMHbIe MUKO3bI
ITokazanue Jo3za Cpennsis 3aMmeuanus
MPOJIOJKUTETEHOCTh
ne4yeHus™
Acniepruies 200 mr 1 pa3 B | 2-5 Mmecsues YBenuuuTh 103y
CYTKH 10 200 Mr 2 pa3a B CyTKH
B Clly4a€ WHBA3UBHOIO
Wi
JIMCCEMUHUPOBAHHOTO
3a00JsieBaHUs
Kanaunos 100-200 mr OT 3 HeJelNb 10 VYBeIu4IuTh 103y
1 pa3 B cyTku 7 MecsLeB 10 200 Mr 2 pa3a B CyTKH
B Cllydae WHBA3UBHOIO
Wi
JMCCEMUHUPOBAHHOTO
3a00JsieBaHUs
Kpunrtokokko3z  (kpome | 200 mr 1 pa3 B | OT 2-X MecCSILIEB J10
MEHUHTHTA) CYTKH 1 roga
KpunrokokkoBbIit 200 mr 2 pasza B | OT 2-X MECHIIEB /10 [Tonnepxuparomas
MEHUHTUT CYTKH 1 roga Tepanus cM. pasnen 4.4.
I'ucromasmos oT 200 Mr | 8 MecsileB
1 pa3 B cyTku 110
200 MT
2 pa3a B CYTKH
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brnacromuko3 oT 100 Mr | 6mecses ' - = B EATEITEALIL TS WULET
1 pa3 cytku 1m0
200 mr 2 pasza B
CYTKH
Cnopotpuxo3 100 mr 1 pa3 B | 3 mecsma
CYTKH
[Tapaxokuanounomukos | 100 mr 1 pa3 B | 6 mecsieB JlanHbIE 00
CYTKH 3¢ PeKTUBHOCTH JaHHOM
036l JUIA  JICUYEHUs
MapaKOKIIUANOUIOMUKO3a
y MAIMEHTOB co
CII1/IoM OTCYTCTBYIOT.
XpoMOMHUKO3 100200 wmr 1 | 6 mecsmesB
pa3 B CYTKH

* - IPOAOJKUTENBHOCTD JICYEHUS] MOJKET ObITh CKOPPEKTUPOBaHA B 3aBUCUMOCTHU OT 3 PEKTUBHOCTH JICUCHHUSI.

Oco0Oble T'pYIIbI ITAIIMCHTOB

Jluya noowcunozo éozpacma
JlaHHbIE O IPUMEHEHUU UTPAKOHA30JIa B KallCyJax JUIsl JIEYEHUs MalMeHTOB MOKUIIOTO0 BO3pacTa
orpaHnuyeHbl. Pekomenayercss npuMeHsaTh npenapat MpyHuH, Karcynbl, Ui JIEYeHHs MMallieHTOB
JaHHOW KaTeropuH, TOJBKO €CIH OXHJAaeMas MOoJib3a OT JIEYEHHs MPEBBIMIAeT MOTEHIIMATbHBIN
puck. Ilpu BbIOOpEe 03B TpenapaTa JUIsl JICYEHUS TOXHIIBIX IallMEHTOB PEKOMEHIYeTCs
YUMUTHIBaTh CHIDKEHHE (DYHKLIMU MEYEHH, MOYEK M Cepua, Yalle BCTPEYAIOIIMXCSA B MOXKHIOM
BO3pacTe, a TaKXKe HaJIM4Yue COMYTCTBYIOIIMX 3a00JI€BaHUM WM MPUEM IPYTHX JIEKapCTBEHHBIX
CPEICTB.
llayuenmul ¢ neuenouHou HeOOCMAMO4YHOCMbIO
JlaHHbIE O MPUMEHEHUU NEPOPATBLHOTO UTPAKOHA30JIa JUIsl JIEYEHHUS] NAMEHTOB C HapyLIEHUSIMU
¢byHKIMM TedeHH orpaHuueHbl. ClieqyeT ¢ OCTOPOXHOCTHIO Ha3HauaTh MpernapaT JdaHHOM
KaTeropuH MalueHTOB.
llayuenmul ¢ noueuno HeOoCMamouHOCMbIO
JlanHble O NPUMEHEHWHM MEpPOpaIbHOTO WTpaKoHa3ojia JJisi JIEUYEHUS MAaleHTOB C
HapyUIEeHUsIMU (YHKIMU [MOYEK OrpaHUYEHBI. Y HEKOTOPBIX MAIMEHTOB, CTPAJAIONINX MOYECUHON
HEJOCTATOYHOCTHIO, OKCIIO3UIIMA WTpaKoHa30la MOXeT OblThb cHiKeHa. Criemyer c
OCTOPO’KHOCTBIO HAa3HAuaTh IIpernapaT AAHHOM KaTEropuu NAIMEHTOB, B HEKOTOPBIX CIIydasx
MO>KET OTPEOOBATHCS U3MEHEHUE J103bI JIEKAPCTBEHHOTO MIpernapara.

eTH
besonacHocts u 3ddexTuBHOCTh mpemnapara Mpynun y neteit B Bo3zpacte oT 0 mo 18 met Ha
TaHHBI MOMEHT HE€ YCTAaHOBJIEHBI. VIMeromuecs Ha CErOAHSIIHUN JAEHb JaHHBIE MPUBEACHBI B

paznenax 4.8, 5.2, oqHaKO HEBO3MOXKHO JaTh PEKOMEHIALINU IO PEXKUMY JT03UPOBAHMUS.
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Cnoco0 mpuMeHeHus

BryTps.

st ontuManibHOM abcopOumM mpernapata HEOOXOAMMO TPUHHMMATh Tpemnapar MpyHuH cpasy

nocne eapl. Kamncynsl cienyer rioTath HETHKOM.

4.3. IlporuBomoka3zaHusi

- ['unepuyBCTBUTENFHOCTh K UTPAKOHA30JIy WM K JIIOOOMY M3 BCIIOMOTATEJBHBIX BEIIECTB,
MEePEUUCIICHHBIX B pazzene 6.1.

- CoBMecTHOE NpPUMEHEHUE UTPAaKOHa30ja C IpemnapaTaMu — cyOcTpaTamMu H3odepMeHTa
CYP3A4 MoxerT yBeIMYMBATh KOHIEHTpALMIO IIpernapara B IUIa3Me, YCWJIMBATh WJIU
MIPOJIOHTUPOBATh TEPANEBTHUECKUN M HeXenaTelbHble 3(P(HEKThl, KOTOPbIE MOTYT BBI3BATh
MOTEHIMAJIBLHO OMAacHyIo curyauuio. Hampumep, MOBBIIICHHE KOHLEHTPAIMM B IUIA3Me
HEKOTOPBHIX TpenapaToB MOXKET BBI3BIBaThH yainuHeHHWe wuHTepBama QT u cepaedHyto
TaxUapUTMHIO, BKIIOYas CIydad JIBYyHAIPaBICHHOW BEpPETEHOOOpPA3HOW KEITyJ0UYKOBOM
Taxukapauu, GaranpHOM apuT™Muu (cM. pasaen 4.5)

- OnHOBpeMEHHBIN TIpHeM mpernapaToB — cyocrpatoB m3odepmenta CYP3A4 (cMm. pazpen
4.5), TaKuX Kak:

— JIeBallETUJIMETAJIOH, META/IOH;

— au3onupamu, 10GeTUIn, IPOHEJapOH, XUHUINH;

— TEJIUTPOMHUIIMH Yy TANWEHTOB C HApyMEHWSIMHA (QYHKIWUU TOYEK WM TEYCHU
TSKEJION CTETeHU;

— THUKarpesiop;

— ranodaHTpHH;

—  acTeMH30J1, MU30JIACTHH, TepPeHATUH;

—  aJKaJOU/bl CIIOPBIHBH: AUTHIPOIPTOTAMHH, SPTOMETPUH (SPrOHOBHH), SPrOTAMUH,
METHJISPrOMETPUH (METUIIPIOHOBUH ), AIETPUITAH;

— HPHUHOTEKaH;

— JIypa3suJoH, MHJA30JIaM JUIS TEepOpalbHOTO MpHeMa, MUMO3UI, CEPTUHIOI,
TpHa3oJaM;

— Oenpuani, GeNoAUNNH, JEPKAHUTUINH, HUCOJIUIHH,

— wuBaOpaauH, paHOJA3UH;

—  DIUIEPEHOH;

— [H3aINpHI, TOMIIEPHIOH;

— JIOBAacTaTHH, CHMBACTaTHH, aTOPBACTaTHH;

— (e30TepoIMH y MAIMEHTOB C HEJOCTATOYHOCTHIO (PYHKIMM TMOYEK WU TEUYCHU
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YMEPEHHOH WM  TSDKENOM cTeHeHH,-H'conlElj%H 'HEEHGH 'rraLn'eHTOB- C

HEAOCTATOYHOCTBIO (1)YHKIII/II/I MOYCK TSKEIOM CTENEeHH M C HEOOCTAaTOYHOCTBIO
GyHKIMH TIEYSHU YMEPEHHOM WITH TSXKEJIOU CTETICHH,
— KOJIXMUOHWH Yy MMAIIUCHTOB C HAPYIICHUAMUA q)YHKIII/II/I IICYCHU UJIN ITIOYCK
- XpoHuyeckasi ceplieyHas HeIOCTaTOYHOCTh B HACTOAIIEE BpeMsl WIM B aHaMHe3e (3a
WCKITIOYEHUEM Tepanuy >KU3HEYTPOKAIOIINX UK JAPYTUX OMacHbIX MHPeKkuuid. CMm. pasznen
4.4)
- Henepernocumocth (PpyKTO3bI, OEPUIUT caxapasbl/M30MalbTa3bl, TIFOKO30-TalaKTO3HAas
MaJibabcopOITus
- bepemenHOCTh (32 HMCKIIIOUEHHEM CIIy4aeB, YTPOXKAIOMIMX JKU3HH, U €CIU OXKHIaeMbIil
MIOJIOKUTETBHBIN APQEKT Al MaTepyu MPEBHIIAET BO3MOXKHBIN Bpell Ul IJI0Ja) U TPYJHOE
BCKapMJIMBAHHUEC
4.4. OcoOble ykazaHusi 1 Mepbl PEIOCTOPOKHOCTH NPU NPUMEHEHHH
[IpemapaT mpUMEHSIOT C OCTOPOKHOCTBIO: MPU THIEPUYBCTBUTEIHHOCTH K JAPYTUM a30J1aM, MPU
HUPPO3C NMECUYCHU, MPU TAKCIIBIX HAPYIICHUAX (bYHKHHH MCYCHU U IMOYCK, Y NOKHUIIBIX IMAlIUCHTOB,
y JETEeH.

BansHne Ha JIEATEILHOCTh CEpAIla: B HUCCIICA0OBAHNU Ha 300POBBIX n06p0130nbuax HUTpaKOHa3o0Ja

JUIs. BHYTPUBEHHOTO BBEJCHUS OTMEYaJIOoCh Mpexojisiiee 06eCCUMITOMHOE YMEHbIICHHE (paKkLnuu
BbIOpOCa JIEBOTO JKENyA0YKa, HOpPMalM30BaBILEECs 0 Ccleaylomeld uHQY3UH Mpenapara.
Knuanyeckass 3HAYUMOCTH TIOJyYEHHBIX JaHHBIX IS TEPOPATBHBIX JICKAPCTBEHHBIX (OpM
HEU3BECTHA.

Wtpakona3on oOnagaer OTpULATEIbHBIM HHOTPONHBIM 3¢ ¢ekroM. Coolmmanoce o ciydasx
XpPOHHUYECKON CEpAECYHOM HENOCTATOYHOCTH, CBA3aHHBIX C IIPUEMOM HTpakoHaszoja. Ilpum
cyrouHoi mo3ze 400 Mr uTpakoHa3oja HAOIIOAATOCh 0oJiee YacToe BO3ZHHUKHOBEHHE CEpACUHOM
HEI0CTaTOYHOCTH; TP MEHBIIUX CYTOYHBIX J03aX TaKOM 3aKOHOMEPHOCTH BBISBICHO HE OBLIO.
Puck BO3HMKHOBEHHS XPOHHYECKOM CEplIeYHOM HEZOCTATOUHOCTH, MPENNOJIOKHUTEIBHO,
IIPONOPLMOHAJIEH CYTOYHON no3e. MTpakoHazon He cienyeT MNpUHUMATh MalMEHTaM C
XPOHUYECKON CEpJIeYHON HEIOCTATOYHOCTHIO WM C HaJUYMEM A3TOr0 CHMIITOMOKOMIUIEKCA B
aHaMHe3e, 3a HCKJIIOUYEHHEM CIIyyaeB, KOrJa BO3MOXHAas II0Jb3a 3HAYMTEIbHO IPEBBIIIACT
NOTEHIMATbHBIN pUCK. [Ipy MHAMBHIyaTbHON OLEHKE COOTHOLIEHMS MOJb3bl U PUCKA CIIEHAYEeT
IPUHUMATh BO BHUMaHHE Takue (akTOphl, KaK CEpbe3HOCTh MOKA3aHUM, PEeKUM JJO3UPOBAHUS U
MH/IUBUYaIbHbIE (PAKTOPHI PUCKAa BO3ZHUKHOBEHHUS CEPIACUYHON HEAOCTATOUYHOCTH (MIIEMHYECKas
OoJe3Hb cepAla, TOpPaXKEHUS KIAMAHOB, OOCTPYKTUBHBIC OOJIE3HM JIETKHX, IOYeYHas
HE/I0CTaTOYHOCTh M JApYyrue 3a00JIeBaHUs, COINPOBOXKAAIOIIUECS OTEKaMH). TakuxX MNalUueHTOB
HEO0X0AUMO MNPOMH(POPMHUPOBATH O TMPU3HAKAX U CHMIITOMax XpOHUYECKOH CepAeyHOMN

6



COOTBETCTBYET 3K
oT 12.03.2026 N2 4946
HEJOCTAaTOYHOCTH U CJICAUTHL 3a HX IIOSIBIIEHUEM BO BII)%"M&' %EJ&QELHHM :r'lbli'rﬁjlfe'HHH

CMEPTHOMY OTYETY

MOAO0OHBIX MPU3HAKOB IPUEM UTPAKOHA30JIa HEOOXOUMO TPEKPATHUTb.

VYrpoxaroniye *KU3HU apUTMHUU CEpAlla W/ WU BHE3alHas CMEPTh OTMEYAINCh Yy MAlMEHTOB MPHU
OJTHOBPEMEHHOM MPUMEHEHUH METaJI0HA.

bnokatopel KambIIMEBBIX KaHAJIOB MOTYT OOJIafiaTh OTPHUIATEIBHBIM HWHOTPOIHBIM 3(PQPEKTOM,
KOTOPBI MOKET OBITh AJJIUTUBHBIM 10 OTHOHICHHMIO K 3(dekTy urpakonaszona. Kpome Ttoro,
UTPAKOHA30J MOXKET HHrHOUpoBaTh MeTaboiu3M  OJIOKATOPOB  KaJbIMEBBIX  KaHAJOB.
CnenoBaTenbHO, CIEAYET TMPOSBIATH OCTOPOXKHOCTh MPU OJHOBPEMEHHOM MPUMEHEHUHU
UTPAaKOHa30Ja M OJIOKATOPOB KAJIBIIMEBBHIX KAHAJIOB W3-32 TIOBBIIICHHUS PHUCKA 3aCTOWHOMN
CepAECYHON HEJOCTATOYHOCTH.

JlexapcTBeHHbIE  B3aMMOJECHCTBHUS: OJHOBPEMEHHBI MpPHEM HEKOTOPHIX JIEKAPCTBEHHBIX

IPEenapaToB ¢ UTPAKOHA30JIOM MOKET NMPUBECTU K MU3MEHEHHUIO B 3(P(PEKTUBHOCTH UTPAaKOHA30Ja
W/WIM OTHOBPEMEHHO MPUMEHSIEMBbIX JIEKAPCTBEHHBIX MPENapaToB, BO3HUKHOBEHUIO OMACHBIX JJIS
KU3HH MMOOOYHBIX peakluil /Wil BHE3amHOW cMepTu. [IpenapaTsl, KOTOpbIe HENb3sl MPUHUMATH
OJTHOBPEMEHHO € WTPAaKOHA30JIOM, HE PEKOMEHJOBAaHHBIE I OJHOBPEMEHHOTO INPHUMCHCHMS
W/WIA  pPEKOMEHJIOBaHHbIE Uil  OJHOBPEMEHHOTO TPUMEHEHHS C HMTPAKOHA30JIOM C
OCTOPOKHOCTBIO, IEPEYUCIIEHBI B pa3zene 4.5.

HG‘DGKDCCTHB}I TUINICPUYYBCTBUTCIIBHOCTh.: JAAaHHBIC B OTHOIICHHWUW HaAJIWYUA HGpGKpCCTHOfI

TUNIEPUYBCTBUTEIILHOCTH MEXKIY UTPAKOHA30JIOM M JPYTUMHU MPOTUBOTPUOKOBBIMU CPEJICTBAMH C
a30JIbHOM CTPYKTYpO# (M3 IrpyIHIbl a30JI0B) orpaHu4eHbl. [Ipy Haauuuu runepyyBCTBUTENILHOCTH
K IPYTHM a30jaM cleAyeT C OCTOPOKHOCTHIO Ha3HAYaTh UTPAKOHA3O.

BzanMo3aMeHsIEMOCTh: HE PCKOMCHAYCTCA B3aUMO3aMCHACMOC IMPUMCHCHUC HTPAKOHA30JIa B

dbopme Karcyn W WTpakoHa3oja B (OpMe pacTBOpa sl MpHEMa BHYTPb, BBHUIY TOTO, 4TO
SKCIIO3UIUSl MTPAKOHA30Jla BBILNIE IMPH HCIOJIB30BaHWU €ro B ¢GopMe pacTBopa Ajsl IMpuema
BHYTpb, 4eM B (popme Karcyi, Jaxke Mpu MprueMe OAMHAKOBBIX 103 UTPAKOHA30JIA.

CHIDKCHHAS KHCIOTHOCTD KCITYJOYHOTO COKa: MpH CHIDKCHHOM KHUCIIOTHOCTH JKCJIIYJOYHOI'0 COKa

abcopOums WTpakoHA30Jla W3 Kamncyn Hapymaercs. [larpeHTaM co CHIKEHHOH KHCIOTHOCTBIO
KEJIyJOYHOIO COKa BCJIEACTBUE 3a00jieBaHUs (HampUMep, y MAIUEHTOB C aXJOPTUIpHEl) WUiu
BCJIC/ICTBME TMpUEeMa JIEKAPCTBEHHBIX TMIpernapaToB (HAampUMep, JIEKAPCTBEHHBIX CpPEICTB,
MOAABJISIONIUX KEIIYAOUHYIO CEKPEIHI0) PEKOMEHIYeTCsl MPUHUMATh UTPAKOHA30J B Kamcylax
OJTHOBPEMEHHO C KHUCJIBIMH HalUTKaMM (TaKUMU Kak Hexuwerudeckas komja). Cruemyer
KOHTPOJIMPOBATh MPOTUBOTPUOKOBYIO aKTUBHOCThH IIperapaTa U yBEIMYUBAThH /103y UTPAaKOHA301a
MIPU HEOOXOIUMOCTH.

Bausgune nHa d)VHKI_[I/IIO MEYCHU: B OYCHb PCAKUX ClIydadX IIpU NPUMCHCHHU HTPAKOHA30JI1a

Pa3BUBAJIOCH TAKCEIIOC TOKCHUYCCKOC IMOPAKCHHUC IMCYCHH, BKIIOYasd HCCKOJIBKO CIIy4dacB OCTpOfI
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MIPOMCXOWIO C TAIUECHTAMH, Y KOTOPBIX YK€ MMEIUCh 3a00JICBaHUS IEUYCHH, Yy IMAlMECHTOB C
APYTUMH TSDKEITBIMA 3a00JI€BaHUSIMU, KOTOPBIM TIpenapaT OblT Ha3HAYCH IS JICUYCHHS CUCTEMHBIX
3a00JIeBaHMM, a TaKkKe Yy TAIMEHTOB, TMOJYYaBIIUX JPYrHe JICKApCTBEHHBIC CPEICTBA,
o0namaronue renaToTOKCUYeCKUM aeiictBueM. OAHAKO y HEKOTOPBIX MAlMEHTOB HE OBLIO
COITyTCTBYIOIIUX 3a00JICBAaHWIA WM OYCBHIHBIX (DAKTOPOB PHCKA B OTHOIICHWU TOPAKCHHS
nedyeHu. Heckonmbko TakWx ciydyaeB BOZHUKIHM B TIEPBBIH MeECSAIl Tepaluu, a HEKOTOphIE — B
MIEPBYIO HEJIENIO JIeUueHUs. B CBS3M ¢ 3THM PEKOMEHIYETCs PETYIISPHO KOHTPOJIUPOBATh (DYHKITHIO
MEYCHH Yy TAIMEeHTOB, MOJYYalONINX TEeparuio HTPAKOHA30J0M. B cioyuae BO3HUKHOBEHUS
CUMITOMOB, TPEIIOJATAONINX BO3HUKHOBEHHE TeMaTHTa, a WMEHHO AaHOPEKCHH, TOUTHOTHI,
PBOTHI, c1aboCcTH, OOJM B JKUBOTE M TIOTEMHEHHUS MOYH, HEOOXOAMMO HEMEIUICHHO TPEKPATHUTh
JICUCHUE M MPOBECTU HMCCieIoBaHNe QYHKIMK TIeueHH. [laliueHTaM ¢ MOBBIIICHHON aKTUBHOCTHIO
MEYCHOYHBIX ()EPMEHTOB, 3a00JICBaHHEM IIEYCHW B aKTHBHOW (a3ze WU IMPH MEPEHECEHHOM
TOKCHYCCKOM TTOPAKEHUU TICUCHU BCIIEACTBHE MMPUEMa JAPYTUX MPENapaToB HE CIeyeT Ha3HAYATh
JedeHne mpenapatoM VpyHWH, 3a WUCKIIOUEHHEM TeX CJIyd4aeB, KOTJIa OXHaaeMmas I0Jb3a
OIIPaBIIbIBACT PUCK MOPaKEHHs TeueHH. PeKoMeHayeTcs MpOBOAUTH HAOIOACHUE 32 YPOBHEM
1abopaTOpHBIX MapaMeTpOB (PYHKIMH TEUYECHU Y TMAIMEHTOB C YK€ MMEIOIIUMCS HapYyIICHUEM
GYHKIIUU TICYCHH WM TMAIMEHTOB, Y KOTOPBIX OTMEYAIUCH MPOSBICHUS T'eHaTOTOKCHYHOCTH
JIPYTHX JICKAPCTBCHHBIX CPEICTB. MITpakoHA30J1 IPEUMYIIECTBEHHO METa0OIM3UPYETCS B TICUCHHU.
[TockonbKy y MalMeHTOB C HAPYHICHUSMHU (YHKIUW TICUYCHH ITOJHBIA MEPHUOJ TMOTYBBIBEICHUS
UTPAKOHA30Ja HECKOJBKO YBEJIMYCH, PEKOMEHIYETCS OCYIIECTBISATh KOHTPOJIb KOHIICHTPALUi

UTpPaKOHA30J1a B IJIa3Me U IPU HEOOXOJUMOCTH KOPPEKTUPOBATH 03y Iperapara.

Hapymenns dyHKIMY moyek: TaHHBIE IO MPUMEHEHUIO MIperapara y MalueHTOB ¢ HapYIICHUIMHI
(GYHKIUU MOYEK OTpaHMYEHBl, y HEKOTOPBIX MAlMEHTOB C HEAOCTATOYHOCTHIO (PYHKIIMH MOYEK
HKCIIO3UIUSI UTPAKOHA30JIa MOXKET OBbITh TMOHIKEHa. [lodToMy TakuM malMeHTaM CIeayeT
Ha3HayaTh MPEnapar ¢ OCTOPOKHOCTHIO.

PekoMeHayercss OCyIIECTBISATh KOHTPOJb KOHLEHTPALMA HMTpPaKoHa3ola B IUIA3ME U TpU
He00X0IMMOCTH KOPPEKTUPOBATh 103y Ipernapara.

ITamueHTHl C I/IMMVHOZ[ed)I/IHI/ITOMZ 6I/IO,Z[OCTYHHOCTL HUTpAaKOHAa30Jla TpHU MNEPOPAJIbHOM IIPUCME

MOXKET OBITh CHIDKEHA y HEKOTOPHIX MAI[MEHTOB C HAPYIIEHHBIM UMMYHUTETOM, HAIpPUMEp, y
MalUeHTOB ¢ HeurtponeHued, mnanmueHtoB co CIIMJloMm wunm mepeHecHnxX Omnepanuio 1o
TpaHCIUIaHTalMK opranoB. Takum oOpa3oMm, /103a JOHKHA ObITh CKOPPEKTHUPOBAaHA B 3aBUCUMOCTHU
OT KJIMHUYECKOUN KapTUHBI y 3TOU IPYIIIbI NAI[UEHTOB.

HaHI/IeHTBI C CHUCTCMHBIMHU FDI/IGKOBBIMI/I I/IHd)CKI_II/ISIMI/I, OPpCACTABIAIOIMMHU  YVI'PO3Y KHU3HHU.

BCJIEACTBUE (DAPMAKOKMHETHYECKUX XapaKTepUCTHK (cM. monpasnen 5.2) mpenapara HpyHuH,
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(1O CBA HOCTE O0005)
KaIiCyJibl, €ro NPUMEHEHHUE HE PEKOMEHIYEeTCH JULS et | ey CHErdMihe MUKO30B,

MPEACTABISAIOIINX YIPO3Y KU3HU MALIUEHTOB.

[Mammentsl co CIIWJlom: nedamuid Bpad JOJDKEH OLEGHUTh HEOOXOJMMOCTh Ha3HAYCHUS

nojaepxuBatoniei repanun y BUY-unguuuposannsix nanuenton, uMmetomux CITNL, y koTopsix
CYLIECTBYET PHCK pEIMJIMBA, paHee IMOJy4yaBIIUM JICYCHHE MO IMOBOAY CHUCTEMHBIX T'PHOKOBBIX
MH(pEKIHH.

IIpuMeHEHHE B IEAMATPUUYSCKON IIPAKTHKE: IMOCKOJIBKY KIIMHUYCCKHUX JaHHBIX O INPHUMCHCHHU

HUTpaKOHAa30Jla Yy z[eTeﬁ HEAOCTATOYHO, PCKOMCHAYCTCA HA3HA4YATh Ipcrapar ACTAM TOJBKO B
cJIydac, €CJIM BO3MOKHAA 110JIb3a OT JICUHCHUS IIPCBBIIIACT HOTGHI_[I/IaJIBHI:II\/JI PHUCK.

KeHmyHaM  IETOPOJIHOTO  BO3pacTa, MNpUHUMAIMMUM Tpenapar HWpyHuH, HeoOXoaumo

HCIIOJIB30BATh aJCKBATHBIC METOJAbI KOHTPALICIIIHUKU Ha IMPOTAXKECHUN BCCTO KypcCa JICUCHUSA BILJIOTH
A0 HACTYIIJICHUA HepBOﬁ MCHCTpPYyaluH ITOCJIC €TO 3aBCPUICHU.

JleueHune cienyeT NPeKpaTUTh MpPU BO3HUKHOBEHUM Mepudepryeckoil HeWpomaTHH, KOTopas

MOJKET OBITh CBSI3aHA C IPUEMOM Kancya npenapara UpyHuH.

IlepexkpecTHas PE3UCTCHTHOCTb: IIpru CUCTEMHBIX KaHAWO03aX, MNPCAINIOIOXUTCIBHO BbI3BAHHBIX

¢bykoHa301-pe3sucTeHTHbIME TamMmamu Candida, Henb3s MPEANoNIOKUTh YyBCTBUTEIBHOCTh K
UTPAKOHA30Jy, CJIEI0BAaTEIbHO, PEKOMEHIYETCS IPOBEPUTH UYyBCTBUTEIBHOCTh NEPE] HAayaloM
Teparuy UTPAKOHA30JIOM.

HaIII/IeHTI)I IIOKHUJIOr0 BO3pACTa: JAHHBIC 11O IPUMCHCHHUIO UTPAKOHA30JIa Y MAIMUCHTOB IMOXUJIOTO

BO3pacTa OrpaHu4eHbl. PekoMeHayeTcsl Ha3HauaTh MpernapaT TOJIbKO B ClIydae, €CIM BO3MOXHAas
M0JIb3a OT JICYCHHUSI MPEBBIIIACT MOTEHINAIBHBIN PUCK.

B menom pexomeHmyeTcs mpu MOAO0OpE MO3bI NS MAIMEHTOB MOXKUIIOTO BO3pacTa OOpaTUTh
BHUMaHHE HAa YaCTOTy CHW)KCHHUS (YHKIHMU TNEUEHH, MOYEK, CEpACYHO-COCYIUCTON CHCTEMBI U
COMYTCTBYIOIIMX 3a00JICBAaHUHN WM IPYTOH JICKAPCTBEHHOM TepaIuu.

Iloteps cmyxa: coo6manoc5 (6] BpeMeHHOﬁ UIU CTOMKOM noTepe CiiyxXxa Yy IalHUCHTOB,

NPUHUMAIOIINX HWTPAKOHA30J1. B HEKOTOPHIX cllydasix NOTeps clyxa MpoUCXoJwia Ha (oHe
OJTHOBPEMEHHOTO MpuemMa ¢ XuHuAMHOM (cMm. pasgensl 4.3, 4.5). Cayx o0ObIYHO
BOCCTAHABIIMBACTCS TIOCIIC OKOHYAHUS TEPAITUH UTPAKOHA30JI0M, OHAKO Y HEKOTOPHIX MAI[HIEHTOB
HoTepsi ciyxa HeoOpaTuma.

MyKoBHUCIIH/I03 (KUCTO3HBIN (uOP03): y MANUEHTOB ¢ MyKOBUCIHI030M (KHCTO3HBIM (hHOPO30M)

HabroManace BapruabebHOCTh KOHIICHTPALMK UTPAKOHA30J1a B IJIa3Me KPOBH TPU TMPUMEHEHUN
WTpakoHa3zoja B (opme pacTBOpa Ijisi NpueMa BHYTPh B 1103€ 2,5 MI/Kr 2 pasza B cyTku. Kak
CJIEJICTBUE, TEPANEBTUYECKAsl PABHOBECHAsI KOHIICHTPAIIM UTPAKOHA30Ja B TIa3Me KPOBU MOXKET
HE JoCcTUTaThcs. PaBHOBECHBIE KOHIIEHTpAuu >250 HI/MII TOCTHTANHCh TpUOIM3uTensHo y 50 %
MAIUMEHTOB cTapuie 16 JleT U He JOCTUTraJuch HU y OJHOro manueHta mutaaume 16 ner. [pu
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(NoC ] 274) HOC TR D005
OTCYTCTBUHM OTBE€Ta Ha TEpaIuio MOpenapaTom I/Ipymﬂc 'IMI,'TEQEUW 'I)EI'CCMOTDCTL

BO3MOXXHOCTDB IEPEXoaa Ha AJIbTCPHATUBHYIO TCPAIIUIO.

CnocoOHOCTh K 3a4aTHIO. B HUCCIICAOBAHUAX Ha JMXHUBOTHBIX OTMCYaJIaCb PCIpPOAYKTHBHAA

TOKCHUYHOCTb UTPAKOHA30JIa.

BcnoMmorarennHble BEIECTBA

JlaHHBIN JIEKApCTBEHHBIN IIpenapar He CIeAyeT NIPUHUMATh MalUeHTaM C PEeIKO BCTPEYArOUIEHCs
HACJEACTBEHHON HENEPEHOCHMOCTBIO TajaKTO3bl, JIAKTA3HOM HEJOCTATOYHOCTHIO WM TJIFOKO30-
raJlakTO3HOM MalibabCcopOLHeH.
[Ipenapat conepx’uT Kpacutenab COMHEUHbIN 3akat kenThii (E 110), KOTOpBI MOXKET BBI3bIBAThH
anyepruiyeckue peakuuu. JlaHHbBI KpacuTeab MOXKET OKa3blBaTb OTPHUILIATEIBHOE BIUSHUE Ha
AKTUBHOCTh U BHUMAaHUE JETEH

4.5. B3ammogeiicTBMe ¢ [PYrMMH JIeKAPCTBeHHBIMH IMpenapatamMM ¥ Jpyrue BH/bI

B3aMMOAEHCTBUA

NrpakoHa3on — mpenapar ¢ BBICOKMM ITOTEHIMAJIOM JIEKAPCTBEHHBIX B3aumojencTeuil. Huke
OMHCAHbl pa3IUYHbIE BHUJbI JIEKAPCTBEHHBIX B3aUMOJEWUCTBUN U CBSI3aHHBIE C HUMHU OOIIHE
pexomenaanuu. Kpome Toro, mpeiacraBieHa Tabiuiia ¢ MpUMEpPaMH JIEKAPCTBEHHBIX CPENCTB,
KOTOpBIE MOT'YT B3aMMOJIEICTBOBATh C UTPAKOHA30JI0M, OPraHU30BaHHAas 110 TPYIIaM IIpenapaToB
11t 6oJIee MPOCTOTo UCTIONb30BaHMs. CIIMCOK PUMEPOB HE SBISETCS BCEOOBEMITIONINM, TOITOMY
IIpY COBMECTHOM IPUMEHEHHM KaKHX-JIHOO MpPErnapaToB C HTPAKOHA30JOM CIIEAYET H3Y4YUTh
MHCTPYKLHUHU MO UX IPUMEHEHHUIO Ha IIpeIMeT HHPOpMAIUH, CBSI3aHHOM ¢ METab0IM3MOM, My TSIMU
JIEKapCTBEHHBIX B3aUMOICUCTBUMN, TOTEHIIMATBHBIMU PUCKAMH U CTIEIU(DUUECKUMU JEHCTBUSIMH B
OTHOIIICHUH COBMECTHOTO NMpHMEHEHHs. MTpakoHa3om MeTabonu3upyeTcs B MEPBYIO O4Yepeab 3a
caer CYP3A4. Jlpyrue BemecTBa, HWCHOJB3YIOMUE JAaHHBIH META0OIMYECKUI IyTh WM
m3menstomue akTuBHOCTH CYP3A4, moryt BiausATh Ha (apMaKOKHHETHKY HTpakoHaszona. [Ipu
OJIHOBPEMEHHOM MPUMEHEHUM HWTPAKOHA30Ja C YMEPEHHbIMH WM MOIIHBIMH HHIYKTOpPaMHu
CYP3A4 moxeT cHMXAThCS OMOJOCTYIHOCTh UTPAKOHA30JIa U THAPOKCUUTPAKOHA30JIa, TaK YTO
MOJKET OBITH CHI)KEHA dPPEKTHBHOCTh. COBMECTHOE IPUMEHEHUE C YMEPEHHBIMU WJIA MOIITHBIMHU
uaruouTopamu CYP3A4 MoxeT MOBBICHTh OMOJOCTYMHOCTh WTPaKOHA30ja, MPUBOAS K Ooiee
BBIPKEHHBIM WJIH JUTUTEIBHBIM (hapMakoiorudeckuM 3¢ ¢dheKkTaM uTpakoHasoza.
BcacbiBaHue uTpakoHa30j1a CHMXKAETCS Yy IMAalMEHTOB CO CHM)KEHHOM KHCIOTHOCTBIO KEIyAKa.
[IpenapaThl, CHUXArOIIME KHUCIOTHOCTh KENyJKa, HAapyllaloT BCACHIBAHME HUTPAaKOHA30jla W3
Karcyn. YToObl IPOTUBOCTOSATH NaHHOMY 3(PQEeKTy, peKOMEHIyeTCs MPUHUMATh UTPAKOHA30J] B
KarcyJjiax ¢ KHUCIbIM HAMUTKOM, €CIM NPUHUMAIOTCA Ipenaparbl A CHUXKEHHUS KUCIOTHOCTHU
xemyaka (cM. pazgen 4.4). MTpakoHa301 M €ro OCHOBHOM METa0OIUT THUIPOKCHUUTPAKOHA30I
ABNSIOTCS  MoImHbIMH ~ mHTHOMTOpamMu CYP3A4. MUtpakoHa3onm sBiseTcsS HHTHOUTOPOM
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mosiouHot xene3sl (BCRP). Wrpakona3zonm MoxeT HMHrHOMpoBaTh METAa0OJIU3M IpEnaparos,
Metabommsupyembix CYP3A4, u Tpancnopt mpemnaparoB P-rimukomporennom w/mnu BCRP, B
pe3yabTaTe 4ero MOKeT BO3pacTaTh KOHIEHTPALUs ATUX IMpenapaToB W/WIM HX AKTUBHBIX
MeTa0OMUTOB B TIUIa3M€ TP OJAHOBPEMEHHOM IIpueMe ¢ UTpakoHa3osnoM. [loBblieHue
KOHLEHTpalui B IJa3Me MOXET yCWJIMBATh WU MPOJIOHTUPOBATH KaK TEPareBTUYECKUE, TaK U
HexenarenbHble 3(@dexkTl 3Tux mnpenapartoB. /[ HEKOTOpBIX MpemnaparoB COBMECTHOE
INPUMEHEHHE C UTPAKOHA30JI0M MOJKET MPUBECTU K CHUKEHUIO KOHIIEHTPAIUY IIperapara Win ero
aKTUBHOTO KOMIIOHEHTa B Iu1a3Me. B pesynbrare 3T0ro 3¢ (peKTUBHOCTD MpenapaToB MOKET OBITH
CHIDKEHA.

ITocne oTMeHBI TepanmMu HUTPAKOHA30J0M KOHIIEHTPALMU B IUIa3ME CHIDKAIOTCS HIJKE Ipererna
onpeniesieHusl B TedeHue 7—14 nHel B 3aBUCUMOCTM OT J03 M JUIMTEIbHOCTH Tepanuu. Y
NAIMEeHTOB C [IMPPO30M MEUYEHU WMJIH JIHIl, oixy4yaBmux HHruoutropsl CYP3A4, koHneHTpanuu B
I1a3Me CHWXKAIOTCSI MeAJIeHHee. JTO OCOOEHHO BaXHO YYMTHIBATH IpPHU Hayajle Tepanuu
npernaparamu, Ha MeTaboJIN3M KOTOPBIX BIHMAET UTPAKOHA30II.

[TpuMeHuMBI creayomuye ooImue peKOMEeHJaluy, €CH B TaOJIHIle He YKa3aHO HHOE:
«[IpoTHBOIOKa3aHO»: HHU TPU KaKUX OOCTOATENbCTBAX HENb3s MPUMEHATh Ipenapar
OJIHOBPEMEHHO C UTPAKOHA30JI0M. DTO OTHOCUTCS K CJIEAYIOUIUM Mpenaparam:

- cyoctpatel CYP3A4, y KOTOpbIX MOXET BO3pacTaTb KOHLIEHTpAlUs B IUIa3Me C
NPOJIOHTAIIe WJIM YCWICHHWEM TEpaleBTUYECKUX W/WIM HEXKEIaTelNbHBIX J(PQEeKTOB 10
BO3HUKHOBEHHMSI MOTEHIIMAILHO CEPHhE3HBIX CUTYaIui (cM. pazzaen 4.3).

«He pexkomenayercs» - peKoMeHAyeTcs M30eratb MPUMEHEHMs Ipernapara, 3a HCKIIOYEHUEM
Clly4aeB, KOIJa I10J1b3a IPEBBIMIAET MOTEHUMAIBHBIM pUCK. Eciin COBMECTHOro NPUMEHEHUS
HENb3sT HM30eXaTh, PEKOMEHAYETCS KIMHUYECKOe HaONIoIeHNe, 03Bl WTpPaKoOHa30ja W/Wiu
OJTHOBPEMEHHO IPUHUMAEMBIX NPENapaToB CJleIyeT KOPPEeKTUPOBaTh IO Mepe HEOOXOAUMOCTH.
ITo BO3MOXKHOCTH PEKOMEHAYETCsSI ONpeAessATh KOHLEHTPAalUU B IUIa3Me. DTO OTHOCUTCS K
CJIEYIOIINUM IIpernapaTam:

- yMepeHHble MM MoluHble HHAYKTOpel CYP3A4: He pexoMeHayeTcs Ha3HadeHUE 3a
2 HeJlenu 10 U B TEUEHUE JIEUEHUS] UTPAKOHA30JI0M;

- cyoctparsl CYP3A4/P-gp/BCRP, noBbliieHre UM CHUKEHHE KOHLEHTPALUl KOTOPBIX B
I1a3Me MOXET IPUBECTU K 3HAUUTEILHOMY PUCKY: HE PEKOMEHYETCsl Ha3HAuY€HUE BO BPEMS U B
TE€YEeHHE 2 HEJIeNb M10CIIE JIEUEHUS UTPAKOHA30JIOM.

«C  OCTOpDOJKHOCTBIO» - PEKOMEHAyeTCs TIaTeIbHOE HAOMIOJEHUE MpH OJHOBPEMEHHOM
NPUMEHEHUHU TpernapaTa ¢ UTPakoHa30J0M. [Ipu 0THOBpEMEHHOM MPUMEHEHHHM PEKOMEH]yeTCs

TIIATEIbHO HAOMIOAAaTh 3a NAlMEeHTOM M KOPPEKTUPOBaTh O3Bl HWTPAKOHA30J7a W/HIU
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CONYTCTBYIOIIMX IIpENapaToB IO Mepe HeoGXommMocd - ;EJEFP‘I:B%EI\I%H '::I:JIEIIO_'I'\/II%;IIJ}%TC;I

OIIpEeNIeNIATh KOHLIEHTPALMH B IUIa3Me. DTO OTHOCUTCS K CIEIYIOIUM MIpernapaTaM:

- IpernapaThl, CHIKAIOIINE KUCIOTHOCTD JKeTyAKa (TOJIBKO /Ul UTPAKOHA30J1a B Karcysax);
- yMepeHHbIe Wi MolHble HHruouTOopsl CYP3A4;

- cyocrpatet  CYP3A4/P-gp/BCRP, 111  KOTOpBIX  MOBBIIIEHWE MM  CHUXKECHUE
KOHLEHTpallui B IUIa3ME€ MOXET IPUBECTH K KIMHUYECKM 3HAYMMOMYy pHCKY. I[Ipumepsl
B3aMMO/JICHCTBYIOIIMX MIPENapaToB MpeCTaBlIeHbI B Tabaule Huxe. [Ipenapatsl, nepeuncieHHbIe
B Ta0nuie, BEIOpaHbl Ha OCHOBE JAHHBIX MCCIIEJOBAHUI JIEKApPCTBEHHBIX B3aMMOJCHCTBUN MU

KIIMHUYCCKUX CJIy4YacB, a TAKKC IOTCHHOHUAJIIBHBIX JICKAPCTBCHHBIX B3aMMOJCHCTBUM Ha OCHOBE

MEXaHU3Ma NeUCTBHUA.

Krnaccer nmpenaparoB u | Oxumaemblii/ KnuHndeckne KoMMEHTapuH (CM. TIPUMEYaHNS )
IIpenaparsl MOTEHIMATbHBIN s dexr o
OTHOIICHHIO K YPOBHIO Iperapara
(cM. CHOCKH)
AJbda-010KkaTopBI
Andy3o3uH Andy303uH Cax (11), AUC(11)* He pekomenmyercs BO BpeMsl U 2 HEIENU IOCIE
Cuio103uH Cunonosut Cpax (11), AUC(11)? OKOHYAHHUSl JIeYeHUs HUTpakoHa3ojoM. [loBblleH
Tamcynosun Tamcynosus Cmax (11), AUC(11)* PUCK TIOSBJIECHUS  HEXKEJIATENbHBIX  PEAKIMHC,
CBSI3aHHBIX c any303MHOM/CHII0103HHOM/
TaMCYJIO3HHOM.
AHaJIbIeTUKU
AndentaHmn Andenranun AUC (17-1111)* [IpuMeHSATHP € OCTOPOXKHOCTBIO, HaOMIONATh Ha
Bynpenopdun bynpenopdun Cax (11), AUC(11)* | npeaMer mosBIeHHs HEKENTATENbHBIX PEaKiuii Ha
(B/B ¥ MOBA3BIYHO) AHANBIeTUKU®, MOKET II0TPebOBATLCS CHUKEHHE
OKcHUKOI0H OxcnxogoH Ciax (1), AUC(11) JI03BI anpenranuna/ Oynpenophuna/
qu)eHTaHI/m qu)eHTaHI/IJI — MOBBILIICHUE /OKCI/IKOHOHa/cyq)eHTaHI/IJIa.
KOHIICHTPALUU (crenenn
HeusBecTHA)™P
deHTaHII ®entanun /B AUC(T1)? He pexomennyercs Bo Bpemsl U 2 Henenu Iocie
OcHTanmn B JApyrux (opmMax — | OKOHUAHHS JICUEHHsS] WTPaKoHa30J0M. [loBwImIcH
TTOBBITIICHUE KOHIICHTPALMN | PUCK TIOSBICHUS HEXENATeIbHBIX peaKnuid Ha
(cTeneHp Hen3BeCcTHA)™? dbeHTaHMI .
JleBanetunmeTamomn JleBameTHIMETA IO [IpoTuBOMIOKa3aH BO BpeMs W B T€UCHHE 2 HEHEIh
(JreBomMeTaaMN) Cmax (11), AUC(111)? MocJie JIeYeHUsT UTPaKoHa30yoM. [TOBBIIIEH pPHCK
MOSIBIICHHMSI ~ HEXENaTeNIbHBIX ~ peakuuid  Ha
JIeBaIeTUIMETA 0N TipooHranys uaTepBaia QT u
[IAPYITHAsSL TAXUKAPIUSL.
Mertanon (R)-metamon Cpax (1), AUC(T)* [IpoTuBOMOKa3aH BO BpeMsl U B TeueHUe 2 Helelb
rocle Jie4eHus WTpakoHa3osnoM. [loBbimieH puck
TOSIBJICHYSI HEXKENIATSIFHBIX PEaKIUii Ha METaIOH:
MOTEHIUAJIBHO YTPOJKAIoNlee >KU3HH yTHETCHHE
IbIXaHWs, mpojoHraimus uHTepBana QT w
MUPYITHAS TaXUKAPAHSL.
[TpoTHBOAPUTMHYECKUE CPENCTBA
JlurokcuH JdurokcuH Chax (1), AUC(T) [IpuMeHSTHP € OCTOPOXKHOCTBIO, HaOMIONATh Ha
MIPEeIMET TIOSIBIICHUS HEXeNaTeNbHBIX pPEeakIuii Ha
JTIUTOKCHH, MOXKET MOTPeOOBATHCS CHIKEHHUE O3B
JOATOKCHUHAS.
Jwuzommpamug Hmsormmmpamun ~ —  moBbimenue | [IpoTuBomokazaH Bo BpeMs M B TEUEHHE 2 HENENb
koHueHTpamuu (11)*° rnocjie Je4eHus: UTpakoHa3zosioM. [loBbilIeH pucK
MOSIBIICHHSI ~ HEXENaTeNIbHBIX ~ peakuuid  Ha
JM30MMPAMUJL:  Cepbe3HblE apPUTMHHM, BKIIOYAs
[IAPYITHYIO TAXUKAPAUIO.
Jodernnmn Jodernnmua Cmax (1), AUC(1)* [TpoTuBOINIOKa3aH BO BpeMs M B TeueHHE 2 HeJellb
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COOTBETCTEBYET 3K
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Knaccsl npenapatoB u
npenaparsl

OxugaeMbli/

ot 12.
Kb et e rhprin o Hpuietani |

MOTEHIMATbHBIN ¢ dexr o
OTHOIIEGHWIO K YPOBHIO IIperapara
(cM. CHOCKH)

HocJe JIEYEHUS UTPAaKOHa30i10M. IIOBBIIEH pHUCK
MOSIBJIGHUSI ~ HEXKEJIATEIBbHBIX  PEeaKLUi Ha
Io(heTHINA: CephE3HBIE KEIMYJIO0YKOBBIC ApUTMUH,
BKJIIOYasl TUPYITHYIO TaXHUKApAHUIO.

Jponenapon Hponenapon [IpoTuBoOMIOKa3aH BO BpeMs W B T€UCHHE 2 HEHEIh
Cmax (111), AUC(T111)* Mocyie JICYCHUST WTPAKOHA30JI0M. [IOBBINIEH pHCK
MOSBJICHUSI ~ HEXENATeIbHBIX  peakumil  Ha
JIpoHenapoH: mnpojoHranus wuHTepBana QT m
CEepACYHO-COCYANCTAsI CMEPTh.
XUHUIUH XuHuauH Crax (1), AUC(T1) IIpoTuBOMNOKa3aH BO BpeMs U B T€UEHUE 2 HEOEb
rocJe Jie4eHus WTpakoHa3osnoM. [loBbimieH puck
TIOSIBJICHUSI HEXKENIATENbHBIX PEaKMi Ha XUHH/IHH!
nposoHranus ~ uHTepBana  QT,  mumpysTtHas
TaXUKapAusl, TUIIOTEH3MsI, CITyTAaHHOCTh CO3HAHUS U
JIeTUpUH.
AHTHOMOTHKH
benaksunux BenakBumna Chax («2), AUC (1), B | He pexomennyercs B TeueHue Goiiee ueM 2 HeseNb
TEUeHHe 2 HeAENb, OAMH pa3 B CYTKH | B JII000H MOMEHT Jie4eHHs OEIaKBHIMHOM B CBS3U
6enaxkBuianHa * C TIOBBIIICHUEM PHCKa TOSBICHUS HEXETATeIbHBIX
peaknui Ha OeTaKBHIIMHS.
Hunpoduiokcanux UtpakoHazod Cmax (1), AUC (1) [IpuMeHSATHP € OCTOPOXKHOCTBIO, HaOMIONATh Ha
OpUTpOMHULINH IPeAMET TMOSBICHUS HEXENaTeNbHBIX peaknuii Ha
UTPAKOHA30JI, MOXXET MOTPeOOBAaThCS CHIKCHHUE
JI03bI HTPAKOHA301a.
Knapurpomuiua Knapurpomunmua —  nosbimeHue | [IpuMeHATs €  OCTOPOXXKHOCTBIO, HaAOMIOHaTh Ha
KOHLEHTPAL1H (cremneHb | mpeAMET TMOSBJICHUS HEXENaTeNbHBIX peakuuil Ha
HeusBecTHa)™ UTPAKOHA30JI W/WIM KJIAPUTPOMHUIMHS, MOXET
Urpaxonazon Cmax (1), AUC (1) NOTpeOOBaThCSl CHIDKCHUE JI03bl WTpaKoHa30JIa
W/WIIH KIaPUTPOMHUIIMHA.
Jenamanun Henamannn - noBbinieHne | [IpuMeHsTh C OCTOPOXKHOCTHIO, HaOIIOIaTh Ha
KOHILIEHTPALUH (creneHb | mpeAMET TMOSBICHUS HEXENaTeNbHBIX peakuuii Ha
HensBecTHA) P JleIIaMaHu/ TPUMETPEKCaT, MOXKET IMOTpeOoBaThCsS
Tpumerpekcar Tpumerpekcar  —  TOBBIMICHWE | CHIDKEHHUE JIO3bI HTPAKOHA30J1ac.
KOHIICHTPALIUU (cTenieHb
HenspecTHa) P
W3onnasun M3onnasun — KkoHIeHTpauus | He pexomenmyercs B TeueHuHe 2 HEOENb A0 U BO
urpaxonasomna (| | |)*® BpeMsl JICYEHHsS WTPAKOHA30JI0M, MOXXET OBITh
Pudamnuuna Pudammunnn — CHIDKEHA 3 (PEKTHBHOCTH UTPaKOHA30JIa.
AUC wutpakonazona (| ]])
Pugabyrun Pugabyrun - noBseienne | He pekomeHnyercs B TedeHHEe 2 Henenb 10, BO
KOHLIEHTPALUH (cremeHp | BpeMss W B Te4YeHHE 2 HeOedb MOCHE JICUCHHSI
HensBecTHa) *P HATPAKOHA30JIOM. Bo3sMoxHO CHU)KEHHE
Urpakonazon: Cmax(]), 5(QQEKTUBHOCTH HUTPAaKOHA30Jla M IIOBBIIICHHE
AUC (l]) pUCKa TOSIBICHUS HEXENaTeJIbHbIX peakluuid Ha
pudabyTun®.
TenurpomMuie VY 310pOBBIX JOOPOBOJIBIIEB! [IpoTuBOmOKa3aH  MamMeHTaM  C  TSDKEIBIM

TeTUTPOMUIHH Chax (1), AUC (1)
[pu TsbKenoM HapyleHnd GpyHKIUU
nouek: renutpomurtud — AUC (11)?
[pu TsbKenoM HapylieHUU GpyHKIUU
NICYCHU: TETUTPOMHIIMH -
HOBBILIIEHUE KOHLIEHTPALUH
(crenenn HemsBecTHa)™

HapynieHHeM (YHKIUM T€YCHH WIM II0YEK BO
BpeMs M B TEUCHHWE 2 HEAENb IOCIE JICUYCHUS

UTpaKoHa30J0M. IloBbllIEH pPHUCK  MOSABICHUS
HEXeJIaTeNbHbIX pEeakuuid Ha  TEIUTPOMHULIUH,
BKJIFOUas TIEYECHOYHYIO TOKCUYHOCTb,
nposonraiuio  uHTepBaga QT u  mupysTHYIO
TaXUKapIUIo.

v APYrux TManueHTOB CJICAYCT IMPUMCEHATL C
OCTOPOKHOCTBIO, Ha6J'I}OHaTI> Ha npeamMeT
IIOABJICHHUA HCXCIIaTCIIBbHBIX peaKIII/Iﬁ Ha
TCIIUTPOMUIIMH, MOXKCT HOTpe6OBaTLC$I CHHMIKCHHUC
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COOTBETCTBYET 3KCNEPTHOMY OTHETY
oT 12.03.2026 N2 4946
Knaccel npenapatoB u | Oxupaemsblii/ KinHrte Cruekonvetita 'Edﬂ[':-tfppﬁ\féli'énh'sr)-'
IIpenaparsl MOTEHIMATbHBIN ¢ dexr o

OTHOIIIEHUIO K YPOBHIO TMperapara
(cM. CHOCKH)

J1O3bI TeJ'II/ITpOMI/IIII/IHaC.

AHTI/IKO&FYJISIHTLI )48 aHTI/ITpOM6OTI/I‘leCKHC CpeACTBa

Anukcaban Anmkcabad Cnax (1), AUC (1)* He pexomennyercs BO Bpemsl U 2 Helenu Iocie
PuBapokcaban PuBapokcaban Cmax (1),AUC (1-11)* | neuenust  uTpakoHa3onoM.  [loBbIIEH  pHCK
Bopamaxkcap Bopamakcap Cmax (1), AUC (1)* MOSIBIICHVSI ~ HEKENATeNFHBIX ~ PeaKnuit Ha
ankcaban/puBapokcaban/Bopanakcap®.
Kymapunsl Kymapunsl (Hanpumep, Bapdapus) | [IpuMEHITE € OCTOPOXXKHOCTBIO, HAOIIOJATh Ha
(manpumep, —  TIOBBIIEHWE  KOHLEHTPAIWU | MPEIMET ITOSBICHUS HEXEIATENbHBIX PEaKIui Ha
BaphapuH) (crenens HensBecTHA)™? KyMapHHBI/IIMJIOCTa30], MOXET I0Tpe0OBaThCs
unocrazomn unoctazon Cuax (1), AUC (11)* CHIDKCHHUE JI03bI KyMapHUHOB/IIMIIOCTA3011a°%.
Jaburarpan Haburarpan Cmax (11), AUC (11)* [IpuMeHSATHP € OCTOPOXKHOCTBIO, HaONIONATh Ha
MIPEAMET TOSBICHUS HEXENaTeIbHBIX peakuuii Ha
maburaTtpaH, MOXET TOTPeOOBaThCI CHIDKCHHE
JI03b1 aburaTpana’.
Tukarpenop Tukarpenop Cmax (11), AUC (111)* | IIpoTuBOmOKa3aH BO BpeMsi U B TCUCHHE 2 HEIENb
Hocne JIe4eHUs WTpakoHa3onoM. IloBeimieH puck
MOSBJICHUSI ~ HEXENATeIbHBIX  peakumii  Ha
TUKarpesiop, HalpuMep, KPOBOTEUESHHI.
IIpoTHUBOCY IOPOXKHBIE CPEACTBA
Kapbamaszenun Konrenrpanus kapbamasenuHa He pexomenayercss B TeueHue 2 Helenb A0, BO
(1)*® BpeMss U B Te4YeHHE 2 HeAenb IIoCie JICUEHUs
Konuenrpamust urTpakoHasosna UTpaKoHa3ooM. OddeKTHBHOCTH HUTpaKoHa30JIa
(L2e MOXeET OBITh CHHMXKEHa B CBS3M C HOBBIIIEHHEM
pHCKa TIOSBJIICHHS HEXeNaTeJbHBIX peakiuid Ha
KapOama3enuH®.
denobapOuTan ®enobapOuTa: KOHIEHTPAIHS He pexomenmyercs B TedeHHe 2 Hemenb 10, BO
utpakoHasomna (]} |)*° BpeMss U B TEUCHHWE 2 HeAeNb IOCie JICYCHUS
DEeHUTONH ®ennrtonn: AUC urpakoHazona HUTPAKOHA30JIOM. Moxer OBITH CHM)KEHA

(L)

3¢ (hEeKTHBHOCTh HTPAKOHA301a.

[TpoTuBoHabeTHUECKHE CPECTBA

Penmarnunmpg
CakcariaunTiH

Penarnuang Cmax (1), AUC (1)*
Cakcarmmntud Cmax (11), AUC (11)?

[TpuMeHATH C OCTOPOXXKHOCTBIO, HAOMIOJAaTh Ha
IPeAMET TMOSBICHUS HEXENaTeNbHBIX peaknuii Ha
penariiMHUY/ CaKkCariunTHH, MOXeT IoTpeOoBaThCs
CHIDKEHHE JI03bl pelariiMHuAa/ cakcariaunTHHa .

AHTHTeJIbBMUHTHBIE, TPOTUBOTPUOKOBBIE M AHTUIIPOTO30MHbIE C

CJCTBA

ApTtemeTtep- Aptemetep Cmax (11), AUC (11)? [IpuMeHsATh € OCTOPOXKHOCTBIO, HaOIIOIATh Ha
Jlromedantpun JIromedantput Cmax (1), AUC (1)* IIpeAMET IOSBJICHUS HEKEIATENIbHbIX peakUuil Ha
XUHUH XuHUH Chax(<>), AUC (1) apremeTep-IroMehaHTpUH/XUHUHC.
Creruduaeckue JeHCTBUS OTHCAHBI B
MHCTPYKIMSAX IO IPHUMEHEHHIO.
lanodanTpun lanodanTpun - noBeiienue | [IpoTuBomnokasan Bo BpeMs U B TeUCHUE 2 HEZETb
KOHIICHTPALINU (cTemeHp | mocne JIEYCHUS UTPAKOHA30JI0M. [IOBBIMIEH PHCK
Heu3BecTHa) “° TOSIBIICHYSI ~ HEKENATeNFHBIX ~ peakuuid  Ha
raodanTpuH: mpojoHranus wuHTepBama QT wu
JIeTaJIbHBIC APUTMUH.
W3aBykoHazon N3aBykoHa30d1 Cpax(«>), [IpoTuBOMOKa3aH BO BpeMs U B TeueHUe 2 Helelb
AUC (111)? MmocJie JIeYeHUss UTPakoHa3oyoM. [TOBBIIIEH pPHCK
MOSIBIICHHSI ~ HEXENATeNIbHBIX ~ peakuuid  Ha
M3aBYKOHA30JI: HApYyLIEHUs CO CTOPOHBI IEYEHH,
pcakuun TUNIEPUYYBCTBUTCIIBHOCTHU u
IMOPHOGDETOTOKCHYHOCTD.
IIpa3zukBanTen [paszukBanTten Cmax (11), AUC (1)* | [IpuMeHsiTH C OCTOPOKHOCTBIO, HaOJIOIaTh Ha

npeaAMET MOABJICHUS HEXKCEIIATCIbHBIX pCaKHI/Iﬁ Ha
MMPa3uKBAHTECII, MOXKCT HOTpe6OBaTI)CH CHMKXCHHUC
J1O3bI npasanaHTenaC.

AHTHTHCTaMHHHEIS CpeacTBa

Actemuzon

| Actemm301 Cmax (1), AUC (11)°

HpOTI/IBOHOKaSaH BO BpEMs M B TCUCHHUC 2 HCOCIIb
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Knaccel npenapatoB u | Oxupaemsblii/ KinHrte Cruekonvetita 'Edﬂ[':-tfppﬁ\féli'énh'sr)-'
IIpenaparsl MOTEHIMATbHBIN ¢ dexr o

OTHOIIIEHUIO K YPOBHIO TMperapara
(cM. CHOCKH)

HocJe JIEYEHUS UTPAaKOHa30i10M. IIOBBIIEH pHUCK
NOSIBJIGHUsI ~ HEXENATENbHBIX  peakuumii  Ha
acremMm3on:  mposioHranust — mHTepBana  QT,
MUPYITHAS TaXUKAPIUS M JAPYTHE SKEITyJIOYKOBBIC
APUTMUH.

bunactun Bbunactun Cnax (11), AUC (1)? [IpuMeHSATHP € OCTOPOXKHOCTBIO, HaOMIONATh Ha
D0bacTuH D6actu Cmax (11), AUC (111) MpeAMeT TOSBJICHHs HEeXeNaTelbHbIX peakiuid Ha
Pynaragun Pynaragua - MOBBILICHHE | OWIIACTUH/20aCTHH, pymnaTanus®, MOJXET
KoHUeHTpauuu (1111)*° noTpe0OoBaTHCS CHUXKCHUE JI03Bl
OusacTuHa/?0acTHHA, pynaTainHa.
Mu3sonactux MusonactuH Cmax (1), AUC (1)* IIpoTuBOMNOKa3aH BO BpeMs U B T€UEHUE 2 HEAEIb
roce Jie4eHus WTpakoHa3osnoM. [loBbimieH puck
NOSIBJIGHUsI ~ HEXENATENbHBIX  peakuumii  Ha
MH30JIaCTHH: NposioHranus narepsaia QT.
Tepdenannn Tepdenanun - noBeinieHne | [IporuBonokaszan BO BpeMsl M B TEUCHHE 2 HeJElb
KOHILIEHTPALUH (creneHs | mocne Je4eHHs WTpakoHa3osioM. [loBeimieH puck
HEU3BECTHA)® TOSIBIICHVSI ~ HEKENATeNFHBIX ~ peakuuid  Ha
TepeHanuH:  mponoHramus — uHTepBama  QT,
MUPYITHAS TaXUKaApIUs WU JPYTHE KEIyTOUKOBBIC
APUTMHHL.
[IpOTHBOMHUTPEHO3HBIE CPEACTBA
DneTpunTtaH Onetpuntad Cmax (11), [IpuMeHsITh C OCTOPOKHOCTHIO, HAOMIOJaTh Ha
AUC (111)? MpeAMeT TOSBJICHHsI HEeXeNaTelbHbIX peakiuid Ha
ANETPUNITAH, MOXKET NOTPeOOBaThCS CHUKECHUE
JI03bI JJICTPHUIITAHA.
AJKanon Il ATKanounsl CIIOPBIHBU — | IIpoTuBOMOKa3aHBI BO BpEMS U B T€UEHHE 2 HEJEINb
CIIOPbIHBU IIOBBIILIICHUEC KOHICHTpalun TOCJIC JICUCHHA UTPAKOHA30JIOM. TloBbIIEH PUCK-
(IrunposproramMuH, (crenens HemsBecTHA)™ NOSIBJIGHUsI ~ HEXKEJATENbHBIX  peakuumii  Ha
SProMeTpuH, AJIKAJIOM/IBI CITIOPBIHBH, TAKMX KaK SPrOTH3M.
SProTaMuH,
METHIIDPTOMETPHH)
[TpoTuBoOOIyX0J€BEIE IpenapaThl
Boprezomub Boprezomud AUC (1)? [IpuMeHATH € OCTOPOXKHOCTBIO, HAONIONATh Ha
BpenTykcumaba BpenTtykcumaba NPEAMET TOSBJICHUSI HEXENaTeJIbHBIX peakuuii Ha
BEJOTHH BegotuH AUC (1)* MPOTHUBOOITYXOJIEBbIE npenaparsi’, MOXeET
moTpeOoBaThCs CHIDKEHHE JTO3BI
Bycynsdan Bycympdan Crax (1), AUC (1) MIPOTHBOOITYXOJIEBOTO TpernapaTra.
DpAaoTuHUO OpnotuHUO Crax (171), AUC (1)?
I'epuruaNO T'epurnanb Cmax (1), AUC (1)
Nmatuan6 Nmatnan6 Cax (1), AUC (1)2
Hxcabenuion HxcabermuinoH Chax (<), AUC (1)
Huntenanub Huntenanun6 Cax (1), AUC (1)*
[Nano6uHOCTAT IMano6unoctar Cmax (1), AUC (1)*
[MonatuuNO onatuanO Cmax (1), AUC (1)?
Pykcomutnau6 PykcomutnHuO Chax (1), AUC (1)?
CoHupneru6 Conunpaernd Cmax (1), AUC (11)2
Banneranu6 Bangetanu0 Cax («2), AUC (1)
Wnenanncud Unenamucn® Crax (1), AUC (1)* | [IpuMeHsATH C OCTOPOXXKHOCTBIO, HaOIIOmaTh Ha
Urpakonason - TIOBBIIIICHUE | IIPEAMET IOSBJICHHUs HEXENATEIbHBIX peakuuii Ha
KOHLIEHTPALUH B CBIBOPOTKE | UTPAKOHA30Jl  W/WIM  MICNAINCHO®,  MOXET
(cTemens HEM3BeCTHA)™? moTpeOOBaThCs CHIDKCHHE JO3BI HMTPaKOHA30JIa
n/vm uaenanicuoa.
AKcUTHHHO AxcuTHHHAO Chax (1), AUC (11)? He pexomenmyercs BO BpeMs W 2 HEIeNH IOCIE
Bozytnan6 Bo3ytrHNO Chax (111), AUC (111)* | medeHHss  WTpakoHA3010M.  [lOBBIIEH  pHCK
Kabasurakcen Kab6asurakcen Cpax (<), AUC («>)* | mosBneHus HEXeNaTeIbHBIX peaxmuit Ha
Kabo3anTuamnt Ka603aHTuHHO Chax (<), AUC (1)* | IpOTHBOOITYyXOJICBBIC MPEIIAPATHI’.
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OTHOIIEGHWIO K YPOBHIO IIperapara
(cM. CHOCKH)

Lepurnaud Heputnanb Chax (1), AUC (11)* JlomomHUTENbHO:

Kobumernnn6 Kobumernnn6 Cmax (11), AUC (111) | Ansa  kabasurakcena, pgaxe ecld W3MEHEHHMs

Kpuzotnand Kpuzotuan6 Cmax (1), AUC (11)* mapaMeTpoB (papMaKOKMHETHKH HE IOCTHTaIIA

Habpadennd Habpadernd AUC (1)* CTaTHCTHYECKOW 3HAYUMOCTH B HCCICIOBAHUN

Jlazatuano Hazatuan® Cmax (11), AUC (11)? JICKApCTBEHHOTO  B3aUMOJCHCTBUS C  HHU3KIMH

Jlomerakcen Homuerakcen AUC (< -11)? JI03aMH  KETOKOHA30Jla, Ha0Joganach BBICOKAs

N6pyTrHNb NopyTuHUO Chrax (11171), BapHAaTUBHOCTh pe3yibTaroB. [l uOpyTuHHOA
AUC (I1111)* cnenuduyeckre ASHCTBHSI OMUCAHBI B HHCTPYKIIUH

JlanatuaNo Jlanatuau6 Chax (11), AUC (11)? 10 IPUMEHEHMUIO.

Hunorunn6 Hunotuun6 Crax (1), AUC (11)?

Omnamapu6 Omanapu6 Crax (1), AUC (11)

[Ma3zomanu6 [Mazomaan® Chax (1), AUC (1)*

CyHUTHHUO CyautnanO Cmax (1), AUC (1)?

Tpabexrenun Tpabexrenu Cmax (1), AUC (1)

Tpacty3ymab Tpacty3yma0, SMTaH3UH -

OMTaH3MH TIOBBIIIICHNE KOHIICHTPALHH
(crenens HensBecTHA)™?

AJIKaIONIBI AnKagonasl OapBUHKa -

OapBUHKa MIOBBIILICHUE KOHIICHTPALHH
(crenenn Hem3BecTHA) ™

Peropadenud AUC peropadenuba (|| nmo nanusiM | He pexomeHmyercs Bo BpeMsi U 2 HEAEIH IOCIE
JUIsl aKTUBHOTO KOMITOHEHTA) * JICYEHUS] UTPAKOHA30J0M. MOXeT OBbITh CHUKEHa

3¢ GeKTHBHOCTH peropadennoa.

Hpunorekan Upunorekan u ero akTuBHBIH | IIpoTHBOMOKa3aH BO BpeMs U B TEUEHHE 2 HeNeNb
METadoJInT - MIOBBIIIICHUE | TIOCJIE JIEYEHHUs HTpakoHa3onoM. I[loBbimieH puck
KOHILIEHTPALUH (cremeHb | MOSIBJIGHUST ~ HEXENATENBbHBIX  peakuumii  Ha
HeusBecTHA)™? WUPUHOTEKAH: TOTCHIUAIBEHO YrpOXKaromas XHU3HH

MHEIIOCYIPECCHS U IUapesl.

AHTI/IHCI/IXOTI/IKI/I, AHKCHOJIMTUKHU X CHOTBOPHBIC CPCACTBA

Aunmpazonam
Apununpason
Bbporuzonam
Bycnupon
Tl'anonepunon
Mupnasosiam (B/B)

Ammpazonam Cpax (<), AUC (11)
Apununpazod Cmax (1), AUC (1)
Bpotuzonam C max (<), AUC (11)
Bycrnpos Crax (T111), AUC (1111)
Tamonepunon Cmax (1), AUC (1)
Muazonam (B/B) — MOBBIIICHUE

KoHueHTpaiuu (11)°

[TpuMeHATH C OCTOPOXKHOCTHIO, HaOMIOmaTh Ha
MIPEAMET TOSBJICHUS HEXENaTeIbHBIX peakuuii Ha
AQHTUIICUXOTHKH, aHKCHOJIUTUKHI WJIN CHOTBOPHBIES,
MOXET NOTpeOOBaThCSA CHIDKGHHE 103 3THX
Mpenaparos.

[epocnupon Iepocnupor Cmax (111), AUC (1171)

Ksernanun Ksernamua Cnax (11), AUC (111)?

Pamenteon Pamenteon Cmax (1), AUC (1)*

Pucniepnnon Pucniepunon — noeienue

KoHIeHTpanuu (1)°

CyBOpeKcaHT CyBopexcaHT Ciax (1), AUC (11)*

30MHUKIOH 3omukiI0H Cax (1), AUC (1)

Jlypasunon Jypazunon Cmax (111), AUC (111)* | IlpoTnBOmOKa3aH BO BpeMs M B TEUEHHE 2 HENIENb
MOCNIe JICUYCHUS! WTPAKOHA30JI0M. IIOBBIIIEH PHUCK
MOSBJICHUSI ~ HEXENATeIbHBIX  peakumil  Ha
JIypa3uJIOH: TUIIOTEH3Usl, LUPKYJIATOPHBII KOJUIAIIC,
TAXCIIBIC OKCTpanupaMnuJHbIC CUMIITOMBI,
CYAOpOru.

Mupaszonam Mpunasonam (epopaibHO) IIpoTuBONOKa3aH BO BpeMs U B T€UEHUE 2 HEAEIb

(mepopabHo) Cnax (T-11), AUC (11-1111) HOCIIE JIEYEHHST MTPAKOHA30II0M. HOBLIHICE{ pHCK
NOSIBJIGHUsI ~ HEXENATEJbHBIX  peakuumii  Ha
MHIa3071aM:  YTHETEHHE JIBIXaHWs, OCTaHOBKa
cepAana, MPOJOHTUPOBAHHAS CeJlallisl ¥ KOMa.

Mumosun umosun Crmax (1), AUC (11)* [IpoTuBOMIOKa3aH BO BpeMs W B T€UCHHE 2 HEHEIh

TIOCJIE JICYCHHSA HWTPAKOHA30JIOM. [loBermen pucK
MOABJICHUA HCXKCEJIATCIBbHBIX peaKuHﬁ Ha IMUMO3W .
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apUTMUU  CepAla, BO3MOXHO, CBS3aHHBIE C
nposonranueit uHTepBania QT u©  nupy>THOM
TaxXUKapaueu.
CepTrHION Ceptunaon - noBeimeHne | [IpoTuBomOKa3an BO BpeMs W B T€UCHHE 2 HEHEhb
KOHIIEHTPALUH (cremeHs | mocne Je4eHHs WTpakoHa3oioM. [loBeimieH puck
HeusBecTHa)™? MOSBJICHUSI ~ HEXENATEIbHBIX  peakuumi  Ha
cepTuHAoN: npoiyoHranus uHTepBana QT wm
MUPYITHAs] TAXUKapAUS.
Tpuazonam Tpuazonam Cmax (1-11), [IpoTuBOMOKa3aH BO BpeMs U B TeueHUe 2 Helelb
AUC (11-1111) MoCJIe JIEYEHHUsT HWTPAKOHA30JIOM. HOB]:.IHJej{ pHCK
IIOABJICHUS HEXKCJIAaTCIIbHbBIX pcakun Ha
TpHa3ojlaM: CyAOpPOTH, YTHETEHHUs  JbIXaHWHs,
AHTHOOTEK, aITHO? M KOMa.
[TpoTuBOBHpYCHBIE CPEACTBA
AcyHanpeBup AcyHaripeBup [TpuMeHsATh € OCTOPOXHOCTBIO; cClHenn(pHIECKHe
(c ycunenunem) Cmax (111), AUC (111)* JIeIICTBUSL ONKCAHBl B UHCTPYKLUU 0 IPUMEHEHUIO
Tenodosupa Tenodoup - TIOBBIIIIEHUE | IPOTUBOBUPYCHOT'O ITpenapara.
JIN30TIPOKCHIIA KOHIIEHTPALUH (crenenn
¢dymapar (TDF) HensBecTHa)™P
Bonenperup BonenpeBup Crmax (1), AUC (11)* [IpuMeHSATHP € OCTOPOXKHOCTBIO, HaOMIONATh Ha
Wtpakonason - TIOBBIIIICHNE | TIPEAMET IOSABJICHHUS HEXXENATEIbHBIX pEakuuii Ha
KOHLIEHTPALUH (cTemeHb | UTPaKOHA30JI  W/MAM  OOLENPEBHPS,  MOXKET
Heu3BecTHa) “° moTpeOOBaThCS CHIDKEHHE JO3Bl HWTPaKOHA30JIA.
Crnennduueckue JeHCTBUA YKa3aHbl B HHCTPYKIUN
0 MPUMEHECHHIO OOIETIPEBUPA.
Kobunucrar Kobunucrar - noBbIiieHHe | [IpuMEHATh € OCTOPOXKHOCTBIO, HAOMIOIATh Ha
KOHIICHTpalun (CTeHeHb IpeaAMET TOABJICHHUSA HEXKCIIATCIIbHBIX peaKLlI/Iﬁ Ha
HeusBecTHa)™? UTPAKOHA30JI, MOXET MOTPeOOBATHCS CHIDKCHHE
Urpakonason - TIOBBIIICHUE | 03I UTPAKOHA30JIA.
KOHIIEHTPALUH (crenenn
HemsBecTHa) *P
JlakmatacBup HaxmatacBup Cuax (1), AUC (11)? [IpuMeHSATHP € OCTOPOXKHOCTBIO, HaOMIONATh Ha
Barunpesup BanunpeBup Cmax (111), MIpPEeIMET TIOSIBIICHUS HEXeNaTeNbHBIX pPEeakIuid Ha
AUC (111)? JTAKITaTaCBUP/BaHUIIPEBUP®, MOXKET MOTPeOOBATHCA
CHIDKEHHUE 03Bl JaKJIaTacBUpa/BaHUIIPEBUPA.
JapyHaBup Y CuIleHHBII PUTOHABHPOM [TpuMeHsATh C OCTOPOXKHOCTBIO, HaOJIOIAaTh Ha

(c ycuseHuem) JapyHaBUP: MpeaMeT TMOSBJICHUsI HeXeJaTelbHbIX pPEeakiuil Ha
Cmax uTpakonasona (11), AUC (11)* | urpakoHa3os, MOXET HOTpeOOBAThCS CHIDKCHHE
®docamnpenasup (c YcuneHHsli PUTOHABHPOM | JI03bI HTPAKOHA30Ia.
yCUIIEHHEM (bocamnpeHaBup: Cinax
PHTOHABUPOM) utpakonasomna (1), AUC (11)*
Tenanpesup TenanpeBup: Cmax HTpaKoOHa30J1a
(0. AUC (11)°
DnBUTETpaBUpP OneuterpaBup Cmax (1), AUC (1)? [IpuMeHSITh ¢ OCTOPOKHOCTBIO, HAOMIONaTh Ha
(ycuneHHbI#) Urpakonazon - MOBBILIICHUE | IPEAMET MOSBICHHS HEXENATEIbHBIX PEaKLUil Ha
KOHIICHTPALUH (crerneHb | UTPAKOHA30J W/WIM AJIBUTErpaBHp (yCHUIICHHBIN
HEU3BeCTHA) P puTOHABUPOM)°. MOKET MOTPeOOBATHCSl CHUIKEHHE
JI03bl  WTpPAKOHA30J1a; CM. MHCTPYKUHIO MO
PUMEHEHHUIO 3JIBUTETPaBUpA.
DdaBupen3 DdaBupens Cnax uTpakonasona (|), | He pekomenmyercs B TeueHue 2 HEIeNb 10 U BO
AUC (}) BpeMsl JICYCHHUS] UTPaKOHA30I0M. DPPEeKTHBHOCTH
Hesupanun Hesupamuu Cax uTpakonaszosna (|), | WHTpakoHa30J1a MOXKET ObITh CHHIKEHA.
AUC (1))
KomOunarwst: On6acBUp Chax(<), AUC (1)* [IpuMeHsITh ¢ OCTOPOXKHOCTBIO, HAOMIOJaTh Ha
Dnbacsup/ I'pasonpeBup Cpmax(«<>),AUC (11)* MPEeIMET TOSBICHUS HEXKEIATEIbHBIX PEaKIIUH,
I'paszonpesup CBA3aHHBIX C  COBMECTHBIM  IIPUMEHEHHEMS.

Crneunguueckue 1eWCTBHS YKa3aHbl B MHCTPYKIHU
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110 IpuMeHeHuto Dnbacsupa/l pasonpesupa

Kom6unarws: I'nexanpeBup Crax(11), ITpuMeHsTH ¢ OCTOPOKHOCTHIO, HAOMIOIATh Ha
I'mexanpeBup/ AUC (11-111)° MpeAMET MOSIBJIICHUS HEXKeNaTeIbHbIX PeaKui,
[MuGpenTacBup [MubpentacBup Crax(<> - 1), CBSI3aHHBIX C COBMECTHBIM IPAMCHEHHEM®.
AUC (& -11)? Criermudraeckue neicTBUS YKa3aHbl B WHCTPYKIIUN
o npuMeHenuio I nexanpesupa/[ludpeHTacBupa
WuaunaBup Konnenrpanus urpakonasona (1)° [IpuMeHsITh ¢ OCTOPOXKHOCTBIO, HAOMIONaTh Ha
HNugunaBup Cmax(«<>), AUC (1) MpeMeT TOSBJICHHsI HEeXeNaTelIbHbIX peakiuid Ha
UTPAKOHA30J  W/WIM  WHIWHABUD, MOXET
MOTPeOOBAaTHCSI CHIKEHUE JI03 UTPAKOHA30JI1a H/WITN
WHIUHABUDA.
Mapasupok MapaBupok Cmax (171), AUC (111)* [IpuMeHATH € OCTOPOXKHOCTBIO, HAOMIOIATh Ha
nNpeaAMET TOABJICHHUA HEKEIATCIbHBIX peaKuMi&C.
Moxer OTpeOoBaThCs CHIDKCHHE JI03bI
MapaBHpPOKa.
Komb6unarws: Urpakonazon Cmax (1), AUC (11)* [TpuMeHsATH C OCTOPOXKHOCTBIO, HaOIIOMaTh Ha
OmobuTaceup/ Omouracup C max(<>), AUC (1)* IpeaMeT TMOSIBICHHS HEXeNaTeNbHbIX peakiui Ha
[Mapuranpesup/ MapuranpeBup Cmax (1), AUC (11)* | uTpakoHa30oy W/WIM TPOTHBOBHUPYCHEIE CPEICTBA’.
Putonasup/ ¢ | Puronaswup (1), AUC (1), Mosxer moTpeOoBaTHC CHUKCHHE JIO3BI
Hacabysupom wmmu 6e3 | Jacadysup (1), AUC (1)* UTpaKoOHa30Ja. Criertuduaeckue necTBUS

HETO

ONMHUCaHbl B HMHCTPYKUMSAX 10 MPHUMEHEHUIO 3THUX
[penaparos..

Puronasup Htpakonazon Cmax (1), AUC (11)* [IpuMeHsITh ¢ OCTOPOXKHOCTBIO, HAOMIONaTh Ha
PuronaBup C max(<>), AUC (1)* MpeaAMeT TOSBJICHHsI HEeXeNaTelbHbIX peakiuid Ha
WUTpaKoHa30l  W/wiM  puToHaBUp®.  Moxer
MOTPeOOBATLCSI CHIDKEHHE 1036 HMTPaKOHA30JIa.
Crenn¢uueckue AeHCTBUS ONMCaHbI B HHCTPYKIMN
110 IPUMEHEHUIO PUTOHABHPA.
CakBHHaBHD CaxBunaBup (0e3 ycuieHus) [TpuMeHsATh C OCTOPOXKHOCTBIO, HaOIIOMAaTh Ha
Cmax(11), AUC (111) NPEAMET TOSBJICHUSI HEXENaTeJIbHBIX peakuuii Ha
Urpaxonason (c YCHICHHBIM | UTPAKOHA30J  W/WiM  cakBuHaBup®.  Moxer
cakBUHABUPOM) Cpmax (1), AUC (11)* | moTpeboBaThCsI CHMKEHHE O3Bl HTPaKOHA30Ja.
Crennduueckue ASHCTBUS OMKUCAHbI B UHCTPYKIMA
110 IPUMEHEHUIO CAKBUHABHUDA.
CumenpeBup Cumenpesup Cmax (11), AUC (111)* | He pexkomenmyercst BO BpeMs U B TeUeHHE 2 HEIENb

IIOCJIC JICUCHUA UTPAKOHA30JIOM.

Bbera-6s10kaTophI

Hapnonon

Hamomon Crax (TT), AUC (TT)

[IpuMeHSTHP € OCTOPOXKHOCTBIO, HaOMIONAaTh Ha
MPEeIMET TIOSIBIICHUS HEXeNaTeNbHBIX pPEeakIid Ha
Ha0y10)1°. MOXeT moTpeOOBaThCS CHIDKEHHE JI03bI
Ha/10JI071a.

EJ’IOKaTOpr KaJIbIIMCBBIX KaHAJIOB

benpuaun benpunun - noseienue | [IpoTuBomnokasan Bo BpeMs U B T€UEHUE 2 HEAEb
KOHIIEHTPALUU (creneHs | mocne Je4eHHs WTpakoHa3osioM. [loBeimieH puck
HeusBecTHa)™? TIOSIBJICHUSI HEXKENIATEIbHBIX Peakiii Ha Oerpuan,
TaKUX Kak HOBas apuUTMHS U IKEIyIO0YKOBas
TaxUKapAxs 110 TUITY TUPYITHOM.
Huntuazem JuntrazeM ©  WTpakoHa30d — | [IpUMEHATH C OCTOPOXKHOCTBIO, HAOIIOIATh Ha
TIOBBIIICHNE KOHLICHTPALMK | TIPEIMET MOSBJICHHUS HEKENaTeNbHBIX PEaKIUi Ha
(cTemenn Hen3BeCTHA)™ UTPAKOHA30I1 W/unu JUITHA3EMS, MOXET
MOTPeOOBAThCSI CHIDKGHUE JO3bI HTpPaKOHa30I1a
W/WIH AWITHA3eMa.
DenogunH OenmogunuH Chax (111), AUC (111) | [IpoTuBOIIOKa3aH BO BpeMs W B T€UYCHHE 2 HEAETb
Jlepxanuaunuu Jlepxanuaunua AUC (1111)* Iocje JIeYeHUs UTpaKkoHa30ioM. IIoBbIIEH pHCK
Huconnumnin Huconaumus Crax (11171), HOSIBJICHUSL HEXeJIATEJIbHBIX peakuui Ha
AUC (1111)* JIUTHIPOTIUPUAUHBI: TUITOTCH3HS u

nepudepuyecKuii OTeK.

18




COOTBETCTBYET 3KCNEPTHOMY OTHETY
oT 12. 026 N2 4946
Knaccel npenapatoB u | Oxupaemsblii/ KinHrte Cruekonvetita 'Edﬂ[':-tfppﬁ\féli'énh'sr)-'
IIpenaparsl MOTEHIMATbHBIN ¢ dexr o

OTHOIIIEHUIO K YPOBHIO TMperapara
(cM. CHOCKH)

Hpyrue

JuruapornupuuHel

Bepanamunn

JuruaponupuIHbL — MOBBIIICHUE
KOHIICHTPALIUH (CTEIICHb
HensBecTHa) P

Bepanamun — nosbliieHue
KOHIICHTPALUH (CTETIeHb
HemsBecTHA)™P

[IpuMeHATH € OCTOPOXKHOCTBIO, HAONIONATh Ha
MPEIMET TOSIBIICHUS HEXENATSIbHBIX PEaKIiidA Ha
JIATHIPOTIUPUMHBI/BEparmaMui’, MOXET
moTpeOoBaThCS CHIDKEHUE 103
JIATHIPOTIUPUMHOB/BEpanaMuia.

Paznuunbie cpencTa 1

s1 IeueHUs 3a00JIeBaHNHN CEPIETHO-COCYIUCTON CHCTEMBI

ATuckupeH Amuckupet Crax (111), AUC (111) He pexomenayercst BO BpeMs U B TeUeHHE 2 HEOCTb

Puonurysar Puorurynar Cpax (1), AUC (11)* MOCJIe JICYCHUST MTPaKoHa30j0M®. [IOBBIIIEH PHCK

Cunpaenagpui (s | Cunnenadwn/Tananadmn — MOSIBJICHUSI HEXKEJIaTeNbHBIX PEaKIuil Ha CeplIedHO-

JICYCHUS JIETOYHOM | TTOBBIIICHHE KOHIIEHTPAuU COCYJMCTBIH Ipenapar.

TUIEPTEH3UN) (cremenb HeM3BECTHA, HO P QEKT

Tananadun (s | MO>KeT OBITh 60JIEE BHIPAXKEHHBIM,

JICYCHNUS JIETOYHOM | YeM COOOIIEHO JUI YPOIOTHUECKUX

THIIEPTEH3HH) cpeicts) P

bozenran BozenTan Cmax (171), AUC (11)* [IpuMeHATH € OCTOPOXKHOCTBIO, HAONIONATh Ha

I'yandamux I'yandpamma Cmax (1), AUC (11)* MIPEeIMET TOSIBIICHUS HEXeNaTeNbHBIX pPEeakIuid Ha
Oo3eHTan/rTyaH(paIe®, MOXET  MOTPeOOBATHCS
CHWKCHHE 03Bl 003¢HTaHa/TyaH(danyHa.

WBabpanux UBabpagua Cmax (11), AUC (111)? [IpoTuBoOMIOKa3aH BO BpeMs W B T€UCHHE 2 HEHEIh
Hocne Je4eHHs HurpakoHazonoM. IloBblmieH pHCK
HOSBIICHUST ~ HEXENATeNbHBIX  peakuuit  Ha
nBaOpajvH, TakKUX Kak (GUOPWILIILUS TIPEICcepIuid,
Opanukapausi, CHHYCOBas OCTaHOBKa cepAula u
0JI0Ka1a cepla.

Panonasun Panonazu Cmax (11), AUC (11)? IIpoTuBOMNOKa3aH BO BpeMs U B T€UEHUE 2 HEOEb

MOCJC JICYCHUA HTPAKOHA30JI0M. [ToBeImeH PHUCK
IOABJICHHUA HCXCIIAaTCIBbHBIX peaKIII/Iﬁ Ha
paHOJIa3WH, TAKUX KaK MMPOJIOHT AU MHTEpBaJia QT
1 IOYCYHAsA HEAOCTATOYHOCTD.

KonTparnentuBHbIe cpecTBa

JlueHorect
VYaunpucran

IuenorecT Crax (1), AUC (11)?
Viumpuctai Crax (11), AUC (111)?

[TpuMeHATH C OCTOPOXKHOCTHIO, HaOIMIOmaTh Ha
MIPEAMET TOSBICHUS HEXENATeIbHBIX peakuuii Ha
KOHTpPALENITUBHBIE ~ CPEACTBA®  cHenu(puIecKrue
JEWCTBHA  yKa3zaHbl B MHCTPYKIMAX IO
NPUMEHEHHIO JUeHOorecTa/yIuIpucTaa.

Juyperuku

OnnepeHoH

SmaepeHoH Cmax (1), AUC (111)

[IpoTuBOMIOKa3aH BO BpeMs W B T€UCHHE 2 HEHEIh
Mocyie JIEYCHUSI WTPAaKOHa30I0M. [IOBBIIIEH pHCK
TIOSIBJICHHUSI HeKeNaTENbHbBIX peakuuit Ha
SIUIEPEHOH, TaKWX Kak THUIEepKaIueMuss |
TUIOTEH3HUS.

KenynouHo-KuIeyHbIe

cpencTea

ArnpenuTaHt
Jlonepamun
Herynuranr

Amnperurant AUC (111)?
Jlonepamuz Cinax (11), AUC (11)
HerynmutanT Cuax (1), AUC (111)*

[TpuMeHsTh C OCTOPOXKHOCTBIO, HaOJIOJATh Ha
NPEAMET TOSBJICHUSI HEXENaTeIbHBIX peakuuii Ha
anpenuTanT/IoNepaMHl/HeTYIUTaHT, MOXET
oTpedoBaThCs CHIDKCHHE JIO3BI
ampenuTaHTa/IoTepaMua. Criertudpudaeckne
JOCUCTBUSL Ul HETYNUTaHTa IPEICTaBJICHBI B
MHCTPYKIHU.

Huzanpun

MOBBILICHUE
(cTenieHb

Huzanpuy
KOHIEHTpaLMH
HemsBecTHa)™P

[TpoTuBOIOKa3aH BO BpPeMs M B TEUCHHE 2 HEJNEIb
Hocjie JIEYeHUs UTpakoHas3onoM. IloBblmeH puck
MOSIBJIEHNs] HEXKEIAaTEIbHBIX PEAKIMI Ha [U3ANpPHUI,
TakKMX Kak  TsDKENble  CEpAEYHO-COCYIUCTBIC
SIBICHUSI, BKIIouyas mposioHranuioo uHTepBana QT,
CEPbE3HBIC JKEINYJOUYKOBbIE APUTMHUU U NUPYITHYIO
TaXUKapAHUIO.

Jomnepuon

Jomnepuniod Cmax (11), AUC (11)

HpOTI/IBOHOKaSaH BO BpEMs M B TCUCHHUC 2 HCCIIb
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rocJie JIeYeHUs UTpakoHazosioM. [loBeilIeH pHCK
MOSIBJICHUSI HEKETATENbHBIX  PeaKIui Ha
JIOMITEPUIOH, TAaKAX KaK TSDKEJIBIE JKEITyIO0YKOBHIC
APUTMUH U BHE3aIHAsl CEpACYHAS CMEPTh.

Cpencrsa s | Utpakoraszon: Cmax (1]), AUC(]|) | [IpuMeHATs ¢  OCTOPOKHOCTBIO  TIPETapartsl,
CHIDKEHHUS CHIKAIOLIME KHCIOTHOCTh JKENyJKa, HaIpHMep
KHCJIOTHOCTH JKeIyAKa Takue HEUTPaJIM3YIOIIUE KHUCIOTY CPEACTBAa, Kak

ANIOMHMHUS  THUAPOKCHI, WM  IIOAABISIOIINE
BBIPAa0OTKY  KHCIOTBHI  IpenapaTbl, Harpumep
aHTaroHucTbl Hr-penenTopoB ¥ MHTHOMTOPHI
IPOTOHHOU noMibl. [Ipy 0IHOBPEMEHHOM JIEUEHUHU
HEeNTpalu3yoImuMu KHCIOTY CpeaCTBAMU,
HapUMep AaTIOMHUHUS TUIAPOKCUIOM, UX CIEIyeT
IpUHUMATh 10 KpaillHed Mepe 3a 2 daca 0 WU
yepe3 2 yaca Nocnie nprema KarcyJsl UTpaKOHa30Ia
(cM. pasnen 4.4).

Hamokceron Hamnokceron Ciax (111),
AUC (1111)° [TpoTuBoNOKa3aH BO BpeMs U B TEUCHUE 2 Helelb
Hocne Je4eHHs HTpakoHa3onoM. IloBblmieH pHCK
MOSBIICHUSI ~ HEXENATeNbHBIX  peaknumit  Ha
HAJOKCEroJl, TaKUX KaK CHMITOMBI OTMEHBI
OIHOMIOB.
Saccharomyces S. boulardii - cHmkenue | He pexomeHmyercss BO BpeMs M 2 HEIENH IIOCIeE
boulardii KOJIOHHM3AIMH (CTETICHb HEM3BECTHA) | JICUCHUSI UTPAaKOHA30JIOM. DddexTrBHOCTH
S. boulardii MoxeT OBITh CHIKEHA.
HMmyHOCYnpeccopsl
Byneconun Byneconun (s uHransuuii) [IpuMeHATh C OCTOPOKHOCTBIO, HaONMIOIATh Ha
Cmax (1), AUC (17); OpeaMeT MOSABIEHHs HEKENIATENbHBIX PEeakiuii Ha
Oynmecornn (mpyrue GOpMBI) — | IMMYHOCYIIPECCOPBI,  MOXET  IOTpeOoBaThCA
MIOBBIILICHUE KOHIICHTPALlMK | CHW)KEHHUE J03bl HMMYHOCYIIpeccopa.
(crenens HensBecTHA)™?
Hukneconn Huxneconna (I WHTAIALNAN)
Cinax (11), AUC (11)°
Huknocnopux HuxnocnopuH (B/B) —

TIOBBIIIEHHE KOHLEHTpaluu (<> - 1)°
Huxnocniopun  (npyrue Qopmbr) —

TMTOBBIIICHNE KOHLICHTPALH
(crenens HemsBecTHA)™
Jlexcamerazon HekcamerazoH B/B  Cuax  (¢2),

epopaitbHO Crmax (1),

AUC (11) nns B/B, IepopajibHO
DiryTHKa30H OnyTHKa3oH (I WHTAISAIAN) —
HOBHIIIEHHE KOHIEHTpauuu (11)°
®nyTukazoH (HazambHas (opma) —
TOBBIIIEHHE KOHLEHTpauuu (11)>°
MetunnpeaHu30J10H MetunnpeaHu3onoH  (mepopaibHO)
CmaX(T'TT)a AUC (TT)

MeTunmnpe HA30II0H (B/B)

AUC(11)

Takponumyc Takponumyc (B/B) - NOBBIIEHHUE
KoHIeHTpanuu (1)°

Takpomumyc (IepopabHO)

Cimax (11), AUC (11)°

Temcupoanmyc Temcuponumyc (B/B)

Cimax (17), AUC (17)°
DBepoIUMYC OBepoimmyc  Cmax  (17), AUC | He pexomenmyercst BO BpeMs U B T€UE€HHUE 2 HEIENb
Cuponmumyc @112 mocJie JiedeHusI UTpakoHa3ojgoM®. TIoBBIIEH PHCK
(pamamuLuH) Cuponmyc Cmax (11), AUC (1111)* | nosiBineHus HEXXENAaTeNbHBIX  peakiui Ha

IBEPOJIUMYC/CUPOIIUMYC.
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[Ipenapatsl, perynupyouyie ypoBeHb JIUIUI0B

ATopBacTaTuH ATtopBacTtaThH Cpax (<> - 1), IIpoTuBONOKa3aH BO BpeMs U B T€UEHUE 2 HEAEIb
AUC(T-1D rocJie JIeYeHUsT UTpakoHazoyioM. [loBeilIeH pHCK
MOSBJICHUSI ~ HEXENATEIbHBIX  peakuumi  Ha
JIOBAaCTAaTHH/CUMBACTAaTHH, TAKHX Kak MHOIATHS,
pabmoMuonm3a ¥ OTKIOHEHHS J1aOOpaTOPHBIX
napaMeTpoB (QYHKIUH IEYEHH.
Jlomuranun Jlomuramug Cmax (1111), [IpoTuBOMIOKa3aH BO BpeMs U B TeueHHUe 2 Helelb
AUC (1111)* MocJie JIeYeHUsT UTpaKoHa3oyoM. [TOBBIIIEH pPHCK
MOSIBJIGHUsI ~ HEXENATeJbHBIX  peakuumii  Ha
JIOMHUTAIH], TAKUX KaK [EYSeHOYHass TOKCUYHOCTh U
TSDKEIast JKeJTy JOYHO-KUILIeUHast PeaKIHs.
JloBacraTun JloBacratuH Cmax (11711), IIpoTuBONOKa3aH BO BpeMsl U B TEUCHHE 2 HENENb
AUC (1111 ocJie JIEUEHUs] UTPAKOHA30JI0M. [OBBIIIEH pUCK
CumBacraTud CumBacratut Cmax (1111), TIOSIBJICHUSI HEXKENIaTeNbHBIX PEeaKui Ha
AUC(T111) JIOBACTaTHH/CUMBACTATHH, TAKIX KaK MHOIATHS,

pabaoMuoII3a U OTKIIOHEHHS Ta00paTOPHBIX
napaMeTpoB (GYHKIUH ISYCHH.

HecTepounaaple MPOTHBOBOCTIATHTENEHBIC CPEACTBA

Menokcukam

Menokcrkam Cax (1), AUC ()

[TpuMeHsATh C OCTOPOXKHOCTBIO, HAOIIOJATh HA
npeaMeT CHUKeHHsI 3PPEKTUBHOCTH MEITOKCHUKaMa,
MOXeET noTpedoBaThCs KOPPEKIHsI JI03bI
MEJIOKCHKaMa.

PecniuparopHbie cpeacTa

CanmMerepon Canmmetepost Chax (1), AUC (1111)* | He pexoMmeHayeTcs BO BpeMsl M 2 HEAETH MOCIEe
JICUCHUS] ~ UTPAKOHA30JI0M.  [IOBBINIEH  PHCK
IIOABJICHUS HEXKCJIAaTCIIbHbBIX peaKuHﬁ Ha
canMerepot’.

CeleKTUBHBIC I/IHI‘I/I6I/ITOpI)I O6paTHOI‘O 3aXBaTa CCPOTOHUHA, TPULTUKIIMYCCKUEC U APYTHUC aHTUACTIPECCAHTDBL

Pebokcerun
Bennadakcun

Pe6okceTH Cpax («>),AUC (1)
Bennapakcut Crax (1), AUC (1)

[IpuMeHATHP € OCTOPOXKHOCTBIO, HAONIONATh Ha
MPEIMET TOSIBIICHUS HEXENATSIbHBIX PEakIiid Ha
pebokceTrH/BeHIahakCHHS, MOXKET MOTPeOOBATHCS
CHIDKCHHE J103 peOOKCeTHHA/BeHIa)aKCHHA.

Ypousiorudeckue npenap

aThl

Apanagur

Asanagun Ciax (11), AUC (1111)?

[IpoTuBOMIOKa3aH BO BpeMs W B T€UCHHE 2 HEHEIh
Mocyie JICYCHUSI WTPAKOHA30JI0M. [IOBBIIIEH pHCK
TIOSIBIICHISI HeXKETIATEIbHBIX PeaKInii Ha aBaHA(HIL,
TaKAX Kak TpUANK3M, HApyIIEHUs 3peHHs W
BHE3aITHAasI TOTePsI CIyXa.

JlarmokceTnH HanokcetrH Chax (1), AUC (1)? [IpoTuBOMOKa3aH BO BpeMs U B TeueHUe 2 Heleilb
Hocne Je4eHHs HrpakoHazonoM. IloBblmieH pHCK
NOSIBJIGHUsI ~ HEXENATeJbHBIX  peakuumii  Ha
JIAIOKCETHH,  TaKMX  Kak  OpTOCTaTHuYecKas
THIIOTCH3MS U BU3YaIbHBIC 2 (DEKTHI.
Japudenanun Hapudenanut Cmax (111), He pexomennyercs Bo Bpems M 2 Helenu Iocie
AUC (T11-1111)2 JedeHus  UTpakoHazosoM.  IloBblmieH — puCK
Bapnenagun Bapnenadun Crax (11), AUC(1111)* | mosiBiIEHMsT ~ HEXENATEIbHBIX  PEaKLUH Ha

JapudeHanH/BapaeHapuIC.
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Knaccel npenapatoB u | Oxupaemsblii/ KinHrte Cruekonvetita 'Edﬂ[':-tfppfnféli'énhlsr)-'
IIpenaparsl MOTEHIMATbHBIN ¢ dexr o

OTHOLICHHIO K YPOBHIO Mpernapara
(cM. cHOCKH)

Hyrtactepun Hdyracrepun - noBeIieHue | [IpuMEHSATh € OCTOPOXKHOCTBIO, HAaONIONATh Ha
KOHIICHTPALUU (cTemeHp | MpeaMET MOSBIICHUS HEXENATCIBHBIX pPEakIMii Ha
HeusBecTHa)™P YPOIOTHYECKHE npenaparsi®, MOXET
Nmvunadpenanun Nmvunapenamud Crax (1), AUC (1) MOTpeOOBaThCS CHIDKCHHE JI03bI YPOJIOTHYECKOTO
OkcuOyTHHUH OkcHOyTHHHH - noBbIIeHUe | nperapata.  Cnenmuduveckue  ACHCTBUS 11O
koHueHTpauuu (1)° JyTacTepuly yKa3aHbl B HWHCTPYKIHMH IO €ro
Cungenadun Cungeraduit Cmax (11), npuMeHernto. Jlns cungeHadwia ¥ Taganaduia
(3peKTIIIBHAS AUC (11-1111)° cM. TaKxke paszzen 4.4.
JchyHKIms)
Tananadun Tamanadui Crax (1), AUC (11)2
(9pekTmibHas
TUCPYHKIUS H
noOpoKkadecTBEHHAS
THIEPILIA3Us
MpeaCTaTEIbHON
JKEJIe3bl)
Tonrepoaun Tonrepoau Cmax (1-11),
AUC (11)* y mum co ciaaldbiM
metabonmzmom CYP2D6
Y aenadun Yaenadun Cuax (1), AUC (11)*
®dezorepoanH ®de3zorepoaut Crax (11), AUC (11)* | [lpoTuBOmOKa3aH MalMeHTaM ¢  HapylICHHEM
(YyHKUMHM TE€YEeHH WM II0YeK OT CpegHed 1o
TSDKEJION CTENEHU TSHKECTH BO BpEMA U B TCUCHUC 2
HeJIeNb MoCie JCUeHHs UTpakoHa3onoM. [ToBbiieH
PUCK TIOSBIICHHS HEXEIATCIbHBIX pEaKIuid Ha
(he3orepouH, TaKUX KaK TSDKEITbIC
anTEXoNuHeprudeckue d3¢dekter. IlpumeHsITH C
OCTOPOXKHOCTBIO y JIPYIHX MAIMEHTOB: HAOIIOIATh
Ha TMPEIMET IOSIBJICHUS] HEXEJIATeNbHbIX pPeaKini
Ha  (Qe3oTepomuH®,  MOXKET  IOTPeOOBATHCS
CHWKEHHE J103bI (he30TEPOIMHA.
Conudenanux Comudenanut Chax (1), AUC (11)* | [lpoTuBONOKa3aH MalMeHTaM C  HapylIICHHEM
(YHKUMHM TOYEK TSHKEJIOM CTemeHu WIH ¢
HapyuieHHeM (QYHKIMU T[e€4eHH OT CpeaHed

TSI2KECTH 10 TSDKEJION CTEIEHH BO BpEMsd U B
TEUYCHHUE 2 HEACNb MOCTC JICUCHUS UTPAKOHA30JIOM.
[loBhIlIeH pHUCK TOSIBICHHUS  HEXKEIATEIBHBIX
peakimii Ha conreHAIMH: aHTUXOJIUHEPTUICCKHE
3¢ dexTsr 1 npostonTanus naTepBana QT.

[MpuMeHsATh €  OCTOPOXKHOCTBIO Yy  JPYrUX
MAlMeHTOB, HAOMIOJATh HA MPEAMET IOSIBICHUS

HEKENATENbHBIX  peakluii Ha  coiaM(eHaluH’,
MOYKET noTpedoBaThCH CHUKECHHE JIO3BI
cosudeHaHa.

Jpyrue npenapatsl u JeKapCTBEHHBIE CPEACTBA

ATUTPUTHHOWH ATUTPUTHHOWH [IpuMeHSITh ¢ OCTOPOKHOCTBIO, HAOMIOJaTh Ha
(epopaibHO) Cmax (1), AUC (1)* MPEIMET TMOSIBIICHHSI HEXEJATeIbHBIX PEaKIMii Ha
Kabeproinn Kab6epronut Cmax (11), AUC (11)* AIUTPUTUHONH/KaOeprojauH/KaHHAOnouabl/
Kannabuowu/ipt KaHHaOnou 61 — MOBHIIICHUE LHAKAIIET, MOXET IOTPe0OBaThCSl CHIKEHHUE /103
KOHIIEHTPALUH, CTEIeHb | 3THX IpEerapaTos.
HEeW3BeCTHa, HO BepositHO (11)*
[{uHaKameT uaakameT Cnax (11), AUC (11)*
Konxummx Komxumua Cmax (1), AUC (11)? [IpoTuBOmOKa3aH TAIMEHTaM C HapyIIEHUEM
(YHKIUH TOYEK WM NEYCHH BO BPEMsI U B TCUCHUE
2 Helenb TMOCIHE JICUYCHHS  HUTPAKOHA30JIOM.
[ToBbillIeH pPHUCK  MOSBJICHHUS  HEXEIaTelbHbBIX
peakuuii Ha KOJXHUIMH: CHW)KEHHE CEepACYHOrO
BbIOpOCa, apUTMHH _ Cep/illd, PEeClUpaTOPHBIA
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e e PR
Knaccel npenapatoB u | Oxupaemsblii/ KinHrte Cruekonvetita 'Edﬂ[':-tfppﬁ\féli'énh'sr)-'
IIpenaparsl MOTEHIMATbHBIN ¢ dexr o
OTHOIIEGHWIO K YPOBHIO IIperapara
(cM. CHOCKH)
JUCTpecC M yrHeTeHHe KocTHoro wosra. He
pEeKOMEHIyeTcsl APYTMM NalueHTaM BO BpeMs U B
TE4eHHE 2 Helelb MOCe JICYCHUS! NTPAKOHA30JI0M.
[ToBbIIEH pHUCK  TOSABICHUS  HEXEIATEIbHBIX
peakiui Ha KOJIXHUIMH.
Dnuriaycrar CYP2D6 EMSs: Cupax dmurimycrata | [IpoTwBOmOKazaH ~— MamWeHTaM € CHIIBHBIM
1M, AUC (11)* Merabommsmom CYP2D6 EMs, mnomyyatonum
Bonee BeIpakeHHOE MOBBINIEHUE | MOITHBIA WM yMepeHHbI nHruoutop CYP2D6, a
OXKMJAETCS y JIMI CO CPENHHM WM | TaKKe MalWeHTaM CO CPEeIHMM WM  Ccla0biM
cy1abbiM MeTab0IM3MOM merabosmzmom CYP2D6 Bo Bpemsi U B TeueHue 2
CYP2D6 IMs/PMs u [IpU | HEJIEJb NOCJIe Tepanuu uTpakoHazojoMm. [loBsimeH
OJTHOBPEMEHHOM NIPUMEHEHNHU | PUCK IIOSBJICHUS HEXKENaTeNbHBIX pEeakuud Ha
narudutopa CYP2D6. NIUrIycTaT: mponoHranus uHtepBanoB PR, QTc
n/mm QRS, a Taxke cepaeyHbIe apUTMUU.
[TpuMEHATh C OCTOPOXKHOCTBIO Y JIMI] C CHIBHBIM
metabommsmom CYP2D6 EMSs, naOmomate Ha
NIPEAMET TOSBJICHUS HEXENATeIbHBIX peakuuii Ha
JIUIIIYCTAT’, MOXET IOTPeOOBaThCs CHIDKEHUE
JI03bI JIIUTITyCTaTa.
Ankanoust Ankanaounst CIIOPBIHBH — | IIpoTuBOMOKa3aHbl BO BpeMs U B T€UEHHE 2 HEMENb
CIOPBIHBU MIOBBIIICHNE KOHLIEHTPALUK | TIOCIE JICUCHHUS HTPaKoHa30soM. IIoBbIIEH pHCK
(crenenn HemsBecTHa)™ NOSIBJIGHUsI ~ HEXENATeJbHBIX  peakuumii  Ha
AJKaJIOU/Ibl CHOPBIHBU, TAKUX KaK JPrOTH3M (CM.
TaKke paszaen «[IpoTHBOMUTPEHO3HBIE CPEICTBAY).
l"ananTamun lNanantamuH Chax (1), AUC (1)* [TpuMeHsATH C OCTOPOXKHOCTBIO, HaOJIOJATh Ha
NPEAMET TOSBJICHUSI HEXENaTeIbHBIX peakuuii Ha
rajJjaHTaMHuHS, MOXXET MOTPeOOBAaThCSI CHMKEHHE
JI03bI TaJIaHTAMUHA.

Usakadrop UBakadptop Cmax (11), AUC (111)* | IlpuMEeHATE C OCTOPOXKHOCTBIO, HAOIIIOJATh Ha
MIPEAMET TOSBICHUS HEXENATeIbHBIX peakuuii Ha
nBakaTOp®, MOXKET TOTpeOOBaThCA CHIKCHUE
JI03BI HBaKa(TOpA.

Jlymaxadrop/ HBakadrop Cmax (11), AUC (11)* He pexkomenmyercss B TeueHHE 2 Heaedb 10, BO

HBakadrop JIymakadtop Chax (<), AUC («)? BpeMsi M B TeYECHHWE 2 Heneldb IOCie JICUSHHS

Hrtpakonazon - CHIKEHHE | UTPAKOHA30JI0M. Bo3moxHO CHUKEHUE

KOHIIEHTPAIUH, creneHb | 3Q(EeKTUBHOCTH WTPAaKOHA30Jla, BO3pPAcTaeT PHUCK

HEHM3BECTHA, HO, BEPOATHO (| |]) MOSIBJICHUS HEXKEJATENbHbIX peakui Ha
uBakadrop®.

AHTaroHUCThI PELIENITOPOB Ba30MPECCHHA

KonuBanran/ KonmBantan Cnax  (17), AUC | He pekomenayercss Bo BpeMs M 2 HeJEeNu Mocie

TonBanran Tt JedeHus  UTpakoHaszosoM.  IloBblleH — puCK

TonBanrad Crax (11), AUC (111)? HOSIBIICHUSI ~ HEXKEJNATEeNIbHBIX  PeakLuil Ha
KOHMBAITaH/TOJIBANTaH’.

Mo3aBanran MozaBanrat Cmax (1), AUC (11) [TpuMeHsATH C OCTOPOXKHOCTBIO, HaOIIOMAaTh Ha
NIPEAMET TOSBICHUS HEXENATeNbHBIX peakuuii Ha
MO3aBaNTaH’, MOXET IOTPeOOBATHCS CHIDKCHHE
JI03bI MO3aBaNTaHA.

IIpumeuanue

CpenHee MOBBILICHNE KOHIIEHTPALIUH:
1: <100 % (<2 pa3);

11:100 - 400 % (=2 pa3 u <5 pa3);
111°400-900 % (=5 pa3 u <10 pa3);
T111: 210 pas.

CpenHee CHIDKCHIE KOHIIEHTPALIMH:
1: <40 %;

11:40-80 %;

LL:>80 %.
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OrtcytcTBre 3pdekra:

CMEPTHOMY OTYETY

.
Jlist onmcanus addekra (cpeqHss KOJOHKA) yKa3aHO Ha3BaHME HMCXOJHOTO JIEKAPCTBEHHOT'O BEIECTBA, JAXE €CIIU
3¢ PEKT OTHOCHUTCS K aKTHBHOMY KOMITOHEHTY WJIM aKTHBHOMY META0O0JINTY IPOJIEKAPCTBA.

a. Jlng mpenapartoB co CTpeNKaMH B CKOOKax OLICHKAa OCHOBaHA Ha MEXaHH3MeE JICKAPCTBEHHBIX B3aHMMOACHCTBHN M
HHOOPMAIMY O KJIMHUYECKUX JICKAPCTBEHHBIX B3aHMMOACHCTBHAX C KETOKOHA30JOM WIIM IPYTHMH MOIIHBIMU
uaruouropamu CYP3A4 w/mmm narnburopamu P-rmukonporenna win BCRP, a Taxke Ha JaHHBIX MOJACIHPOBAHUS,
KIIMHUYECKHX CIIy4aeB M/WIH SKCIIEPUMEHTOB in Vitro. Jlysl ApyTruX MepedrcIeHHbIX PernapaToB OLeHKAa OCHOBAaHA Ha
JaHHBIX KIMHUYECKHUX JeKApCTBCHHBIX B3aUMOJACHCTBHUI Iperapara ¢ HTPaKOHA30JI0M.

b. [TapameTps! hapMaKOKWHETHKH HE YCTaHOBIICHBI.

c. CBsi3aHHBIE C IpenapaToM HeXeJaTesbHble JIEKapCTBEHHBIE PEAKLMK MPE/ICTaBICHBI B COOTBETCTBYOLIEH
WHCTPYKIIMH 110 IPUMEHEHHIO.

eTu
JlekapcTBeHHBIE B3aUMOACHCTBUS N3YUEHBI TOJIBKO Y B3POCIIbIX.

4.6. ®epTUIBLHOCTb, 0EPEMEHHOCTH H JIAKTAIUS

bepemeHHOCTD

[Ipenmapatr VpyHHH He JOKEH NPUMEHATHCA MpH OEPEeMEHHOCTH, 32 WCKIIOYCHHEM CIy4aes,
YIPOKAIOMIUX JKU3HU, M, €CIU O0XXHUIAEMBI TOJIOXKHUTEIBHBIN dPGEKT I MaTepu MPEBHIIMIACT
BO3MOXHBIN Bpe[l U1 TJI0A.

B noxnuHMYeckux ucciaenoBaHusAX ObUIO MMOKA3aHO, YTO UTPAKOHA30J1 00Ja1aeT penpoayKTUBHON
TOKCHUYHOCTBIO.

JIaHHBIX 00 HCIOJIb30BaHUM HMTPAKOHA30JIa B MEPUOJ OCpPEeMEHHOCTH HEJOoCTaTouHo. B xone
KIMHUYECKOIO0 TPUMEHEHHUs TIpenapara I[0CI€ pPETUCTpaluu ObUIM  OTMEYEHBI CIy4yau
BPOXKJICHHBIX aHoManuil. Takue cilydaum BKIIOYQJIM HApyLICHUs pa3BUTUS 3PEHUS, CKeEJIeTa,
MOYENOJIOBOM U CEpAECYHO-COCYIUCTOM CHCTEM, a TakKe XpPOMOCOMHBIE HapylIeHUs U
MHOECTBEHHbIE MOPOKHU pa3BUThA. OgHAKO, SIBISIETCS JIM TPUMEHEHUE UTPAKOHA30JIa TPUUUHON
BO3HUKHOBEHHUS JIaHHBIX HapyILIEHWH, JOCTOBEPHO HE YCTAHOBJIEHO. ONHJIEMHUOJOTHYECKUE
JaHHbIE B OTHOIICHMM BO3ACMCTBHS HUTpPAaKOHA30Ja B MEPBbI TpUMecTp OEpEeMEHHOCTH, B
OCHOBHOM Yy MAaIlMEHTOK, MMOJTYYaBIIMX KPATKOCPOUHYIO TEPAMUIO 10 MOBOY BYJIbBOBArMHAIBHBIX
KaH/IM1030B, HE BBISIBUJIM MOBBIIIEHHOTO PUCKA PAa3BUTHUS BPOXKIECHHBIX AHOMAJIUN 110 CPABHEHUIO
C KOHTPOJBHOW TpYyNIIOH, HE IMOJBEPraBUIECHCS BO3JICUCTBUIO HU OJHOIO M3 M3BECTHBIX
TEPaTOTEHHBIX (PaKTOPOB.

XenmmHaM [€TOPOAHOTO BO3pacTa, MNPUHUMAIOMIMM Tpenapar VpyHuH, HE0OX0AUMO
WCII0JIb30BaTh a/ICKBATHBIE METO/IbI KOHTpALENIIMU Ha MPOTSHKEHUH BCETO Kypca JICYEHHS BIUIOTh
710 HACTYIIJICHUsI IEPBOI MEHCTpYaLlUu.

JlakTranms

C rpyAHBIM MOJIOKOM BBIBOAMTCS OYE€Hb HEOOIBIIIOE KOJIMYECTBO UTpaKoHa3oma. [Ipyu HazHaueHHH
npemapata VpyHHUH KEHIIWHAM, KOPMSIIUM TPYIbI0, HEOOXOAMMO B3BEIIMBATH MPEANOIAraeMoe
COOTHOLIEHHE I0JIb3bl M PUCKOB. B cilyyae COMHEHMH >KEHIIMHA JIOJDKHA OTKa3aTrbCs OT

KOPMJICHUS TPYIbIO.
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4.7. Bausinme Ha CIOCOOHOCTH YNPABJATH Tpancn%";'i;n—llﬁi;'%ﬁe;ﬁzﬁw:'1;Tp_‘ilga{:'zt:'ﬁ c

MeXaHu3MaMu
HccnenoBanuss 1o M3y4YEHUIO BIMSHHUS UTPAaKOHa30jda Ha  CIIOCOOHOCTh  yHPaBIATh
TPAHCIIOPTHBIMU CPEICTBAMU U pabOTaTh C TEXHUKOW He MpoBoAMIUCH. Heo0Xxoaumo npuHuMaTh
BO BHUMaHHE BO3MOXXHOCTh BO3HHKHOBEHHUS TOOOUYHBIX PEAKIIMH, TAaKUX KaK T'OJOBOKPY>KEHHE,
HapylieHue 3peHuss u mnoreps ciayxa (cMm. pasgen 4.8). Ilpu mnosiBICHUM OMMCaHHBIX
HEeXKeNaTeNbHBIX pEaKIuil clIeayeT BO3JEPKATbCd OT BBHIINOJHEHHUS YKa3aHHBIX BUJOB
NeSITEIbHOCTH.

4.8. HexenatenbHble peakuuu

PesroMe HexenaTeabHbIX PEAKIINI

[ToGouHble nelcTBHUS TIpenapara CHUCTEMATH3HPOBAHBI OTHOCUTEIBHO KaXIOM U3 CHCTEM
OPraHOB B 3aBHUCHUMOCTH OT 4YacTOThl BCTPEYAEMOCTH C UCHOJIB30BAaHUEM  CIEAYIOLICH
KJaccuukanuu:

oueHsb vacto (>1/10);

gacTo (>1/100, HO <1/10);

Hevacto (>1/1000, Ho <1/100);

penko (>1/10000, vo <1/1000);

oueHsb peako (<1/10000);

4acTOTa HEU3BECTHA (HA OCHOBAHUH MMEIOLIUXCS TAHHBIX OLICHUTh HEBO3MOXKHO).

I1o maHHBIM KIMHUYECKUX UCCIEIOBAHNN

be3onacHOCTh MpUMEHEHUSI UTPAaKOHA30J1a B Karcynax u3ydanach B 107 OTKPBITBIX M JBOWHBIX
CJIETIBIX KJIMHUYECKUX HMCCIEAO0BaHUAX ¢ yuacTtueM 8499 nanumento. Bee 8499 nmanueHTOB XOTS
OBl O/IMH pa3 NMPUHSUIN TpenapaT UTPAKOHA30J B KallCyJjax, IMociie 4ero OblIa MpoBeIeHa OICHKA
0€30I1aCHOCTH JICYEHHUS.

Hngpexyuu u uneasuu:

HEYaCTO — PUHUT, CHHYCHUT, MHPEKIIUH BEPXHUX JBIXATEIbHBIX ITyTEH.

Hapywenus co cmoponbl Kposu u ium@amuiecKkol cucmembi:

PEIKO — JEHKONEHUS; YaCTOTa HEU3BECTHA — HEUTPOIICHMUSI.

Hapywenus co cmopoHbl uMMYHHOU CUCTeEMb.:

HEYacTO — TMIEPUYBCTBUTEIBHOCTD.

Hapywenus co cmopoHbl HepeHOU cucmembi:

4acTO — rOJIOBHAs 00JIb; PEKO — TUIOCTE3HS, HapecTe3Hsl.

Hapywenus co cmoponul opeana ciyxa u aabupunma:

PEAKO — 3BOH B yIIaX.

Hapywenus co cmopoHbl J4#ceny00uHo-KUWeuHo2o0 mpakma:
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4acTo — 0OJIb B JKMBOTE, TOIIHOTA; HEYACTO — ucnend I,:I 55?1'5&'%%%5&'&1@,‘3;'{&5'6}:'15?33'0Ta;

PEIKO — TUCTEB3US.
Hapywenus co cmoponwvl nevenu u scenuegubl800AUuUX Nymel:

HEYacTO — TUNEePOUTUPYOMHEMHSI, HapyIlIeHHe (PyHKINN TICUYCHHU.

Hapywenus co cmoponbl Kodtcu 1 NOOKONCHBIX MKAHEIL:

HEYaCTO — ChIIIb, SYI[, KpaHI/IBHI/IIIa.

Hapywenus co cmoponwvl nouex u mouegvl800auux nymei:

PEAKO — MOJIAKHY PHSL.

Hapywenus co cmopoHsl penpo0ykmusHotl cucmemsl U MOJIOYHBIX Jiceles.

HEYacTo — HapyIIEHUE MEHCTPYAJIbHOT'O IIUKJIA; PEAKO — SPEKTUIbHAS TUCHYHKIHUS.

Obwue Hapywenus u peakyuu 8 Mecme 86e0eHUs..

PEAKO — OTEYHBIN CUHIPOM.

Huxe mpencraBieH CIUCOK HEKENATEIBHBIX PEaKIUi, CBSI3aHHBIX C MPUEMOM HTPaKOHA3071a,
KOTOpBIE OBUIM 3apeTUCTPUPOBAHBI B KIMHHYECKUX HCCIEIOBAHHMAX WTpaKoHa3ojla B (opme
pacTBopa Uisl TIpUeMa BHYTPh W/WiIM B (opMe pacTBopa Ijisi BHYTPUBEHHOTO BBEICHHs (3a
UCKITIOYEHHEM MMOOOYHBIX PEaKIUi, OTHOCSIIUXCS K KATETOPUH «BOCTIAJIEHUS B MECTE HHBEKIIMMY,
MOCKOJIbKY JaHHBIE TOOOYHBIC IEHCTBUSA SBISIOTCS CHEU(PUUHBIMU IS JICKAPCTBEHHON (OPMBI
«PacTBOP I BHYTPUBEHHOTO BBEACHHUS ).

Hapywenuss co cmoponsl kposu u jaumgpamuyeckou cucmemsl: TPAHYIOIUTOICHUS,
TPOMOOIIUTOTICHHUS.

Hapywenus co cmoponvl ummynHotl cucmemsl: aHaQUIAKTOUIHBIE PEAKIIUH.

Hapywenus memabonuzma u numanus: THUICPTIUKEMHUS, THIICPKATUEMUS, TUIOKAIUEMUS,
TUIIOMArHucMusi.

Tcuxuueckue napyuenus: CIIyTaHHOCTh CO3HAHUSI.

Hapywenus co cmoponuvl nepgnoii cucmemul. nepudepuueckas HeHponaTHs, TOJIOBOKPYKEHHE,
COHJIMBOCTB.

Hapywenus co cmoponvl cepoya: cepaedHas HEIOCTaTOYHOCTb, HEJAOCTATOYHOCTH JIEBOTO
KETyI0UKa, TAXUKAPIUs, apTepHalibHasi TUTIEPTEH3HsI, apTepHaIbHAS TUIIOTEH3HS.

Hapywenus co cmoponvl Ovixamenvholl cucmemvl, OpeaHo8 2pyoOHOU KIemKU U CPeooCmeHUsL:
OTEK JIETKUX, TUC(OHUS, KaIIelb.

Hapywenus co  cmoponvl  diceny0ouno-kuwieuHo2o  mpakma: — KeITyJOYHO-KUILIECYHBIC
paccTpoicTBa.

Hapywenus co cmopomnsl neuenu u dHcenuesvigo0awux nymetl: TEHATUT, KENTyXa, NEYCHOYHAS
HEJI0CTATOYHOCTb.

Hapywenus co cmoponvl kodtcu u nOOKOIHCHbIX MKAHeU: SPUTEMATO3Hasl ChIllb, THIEPTUIPO3.
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Hapywenus co cmopoHvl mbiuieyHotl, KOCMHOU U coeaundﬁé}énl%%cﬁﬁuT@Jﬁﬁﬂ'ﬁ}; -EIBTI'FIl):;.IJ:II;IJIH.

Hapywenus co cmoponsr nouex u mouesvigoosiujux nymeu: HEAOCTATOYHOCTh (DYHKITUU TOYEK,
HeJepKaHue MOYH.
Obwue napywenus u peakyuu 6 mecme 86e0eHus: TeHEPAIU30BaHHbIE OTEKH, OTEK JInIa, 60JIb B
Tpyad, THIIEPTEpMUs, O0JIb, yCTAIOCTh, 03HOO.
Jlabopamopnvie u UHCMPYMEHMANbHbLE oamnmvie: MOBBIIICHHUE AKTHBHOCTH
allaHMHaMUHOTpaHc(epasbl, MOBBILIEHUE aKTUBHOCTH acnapTraTaMHUHOTpaHc(epasbl, MOBBIIICHHE
aKTUBHOCTH  MIENOYHOM  ¢ocdarassl B IuIa3Me  KpPOBH,  TOBBINIEHHE  AKTUBHOCTH
JNAKTATIETUAPOreHa3bl B IUIa3M€ KPOBH, TOBBIINICHHE KOHILEHTPAllMd MOYEBUHBI KpPOBH,
MOBBIIICHHE AKTUBHOCTH TamMMa-TIyTaMUWITpaHCc(epaspl, MOBBIIIEHNE AKTUBHOCTH TMEUCHOYHBIX
(bepMeHTOB, OTKJIOHEHHE OT HOPMBI TMIOKa3aTesiel O0IIero aHajan3a MoYHu.

eTH
be3zonacHocTh WTpakoHa3o0ja B Karcyjax OLEHUBajgach B 14 KIMHUYECKHX MCCIIEIOBAHUAX
(4 nBOMHBIX CIIEMBIX I1ale00-KOHTPOIUPYEMBIX UCCIEIOBAHMS, 9 OTKPBITHIX HCCIEJOBAaHUMA U
1 uccnenoBaHue, MMEBIIEE OTKPHITYIO (pa3dy C MoOCHemyronield JBOWHOM CIENoi) ¢ y4acTHEM
165 nereii B Bo3pacte ot 1 roga no 17 ner. B xone uccnenoBanuii ObU10 0OTMEUYEHO, YTO HauboOIEe
9acTO BCTPEUAIOIIMMHUCS MOOOYHBIMU peakIusiMu ObLTu: TonoBHas 601k (3,0 %), pota (3,0 %),
00116 B xuBOTE (2,4 %), muapest (2,4 %), napymenne pyuakuuu nedenn (1,2 %), Tomnora (1,2 %),
kpanuBHuua (1,2 %), runorensus (1,2 %). Xapakrep MOOOYHBIX PEAKIMM, BCTpEUAIOMIUXCS Y
JeTeH, CX0XK C TeM, YTO HAOJII0JaeTCsl y B3POCIbIX MAIlIeHTOB, TEM HE MEHEEe YacTOTa MOOOYHBIX
peaKkuuii y JeTel BbILIe.

HexxenaTtenbHbIC  peaKIIMK BBIFIBJICHHBIC B~ XOJC€ TMOCTPCTUCTPAIIMOHHBIX KIMHHUYCCKHX

HCCJICIOBAHUIT

(TaHHBIC TTOJTYYEHBI HA OCHOBAHWUHY CITIOHTAHHBIX COOOIICHUH)

[IpencraBneHHass yacToTa MOOOYHBIX pEaKUMH OCHOBAaHA HA KIMHHYECKOM OIBITE MPUMEHEHUS
UTPAaKOHA30J1a MMOCJIEe PETUCTPALIUH.

Hapywenus co cmoponvl ummynHou cucmembi:

OYEHb PEIKO — CHIBOPOTOYHasE OO0JIe3Hb, AHTMOHEBPOTUYECKUN OTEK, aHa(UIaKTUYECKHe,
aHa(UIAKTOUIHBIC U AJTIEPTHUYECKHIE PEaKIUu.

Hapywenusa memabonuzma u numanus.

OYEHb PEAKO — THIIEPTPUTITULEPUIEMUS.

Hapywenus co cmoponul nepgnoii cucmemul.

OYEHB PEIKO — TPEMOD.

Hapywenus co cmoponul opeana 3penus:

OYEHB PEJIKO — HApYIICHHUE 3peHUS (BKIIFOYAst HEUYSTKOE 3pEHUE, TUTUIOMHIO).
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Hapywenus co cmopoHul opeana ciyxa u aabupupma:

OUYCHb PEJIKO — CTOMKAsI MJIM BPEMEHHAsI OTeps CITyXa.

Hapywenus co cmoponul cepoya:

OUYEHb PEIKO — XPOHUYECKAs ceplieuHasi HeJOCTATOYHOCTb.

Hapywenus co cmopoHul ObixamenbHoll cucmemsl, Opeanos 2pyOHOU KIemKU U CPe0oCmeHUsL:
4acTO — OJIBIIIKA.

Hapywenus co cmoponul siceny0ouno-kuueuHo2o mpaxkma:

OUYEHb PEIKO — MAHKPEATHT.

Hapywenus co cmopoHul neueHu u scenuebleo0aujux nymel.

OYEHb PEAKO — THKEJIOE TOKCHYECKOE IMOPAKEHHE TMEYeHU (B TOM YMCIEe HECKOIBKO CIydacB
OCTPO# TIEYCHOYHOU HEJOCTATOYHOCTH C JICTAIbHBIM UCXOJIOM).

Hapywenus co cmoponbl Kodtcu 1 N0OOKONCHBIX MKAHE:

OUEHb PEIKO — TOKCHYECKHUH SNMIEpPMalIbHBbIM Hekposn3, cuHapoMm CtuBeHca - J[XKOHCOHa,
OCTpBIIl  TE€HEPAJIM30BAHHBIM  JK3EHTEMATO3HBIM  MyCTyJie3, mnoiuMopdHas  dpuTema,
9KC(OINAaTUBHBIN JIEPMATHT, JIEUKOIIUTOKJIACTUYECKUN BAaCKYJIUT, aJIonenus,
CBETOUYBCTBUTEIBHOCTb.

Jlabopamopnvle u uncmpymenmanbHvle OaHHble:

OYEHB PEJIKO — MOBBIIICHIE aKTHBHOCTH KpeaTHH()OCHOKNHAZEI KPOBH.

Coo011eHrEe 0 IT0A03PEBAEMBIX HEXKEIATEIBHBIX PEAKIIHIX

BaxxHo coob1maTte 0 mo103peBaeMbIX HEXeNaTeIbHbIX PEeaKIMsIX MMOCIe PEerucTpaliy mpemnapara ¢
LETpI0  00CECICYCHUS] HENMPEpPHIBHOTO MOHUTOPWMHITA COOTHOIICHHS  «IOJb3a —  PHUCK»
JIEKapCTBEHHOTO Tpernapara. MeIuIMHCKUM pabOTHUKAM PEKOMEHIYeTCs COOOIIaTh O JOOBIX
MOJ03PEBAEMBIX HEXKEIATENbHBIX PEaKUUAX JIEKapCTBEHHOI'O IperapaTa 4epe3 HallMOHAJIbHbIC
CUCTEMBl COOOIIEHUS O HEXKeNaTeNbHBIX pEeaKIHsIX TOCyIapcTB — 4WICHOB EBpaswuiickoro
AKOHOMHUYECKOI'0 COI03a.

Poccuiickas @enepauusi:

®denepanbHas Ciyx0a o Haa30py B cdepe 3apaBooxpanenust Poccuiickoit denepanun

Anpec: 109012, MockBa, CnaBsHcKas miomajs, a. 4, ctp. 1.

Tenedon: +7 (800) 550 99 03

DnexTpoHHas mo4Ta: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

Caiit B ”H(pOPMAIIMOHHO-TEIICKOMMYHHUKAIIMOHHOM ceTn « THTepHeT»:

http://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CHUMIITOMBI
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HaGmtogaemble mpu nepeno3upoBKE HUTPAKOHA3QIOM, 6}@1‘1;' :caﬁd%geﬁéﬁ&@_lé%&elélaﬁgc:ﬂﬂé Livn

HO60‘~IHI>IMI/I peaKHI/IﬂMI/I, Ha6J'IIOI[a€MI>IMI/I HpI/I HpI/IMGHGHI/II/I O6I>I‘IHI)IX 03 npenapaTa.

JleueHue

Crennuyeckoro aHTUAOTa HE CylIecTByeT. B cimyuae mepeqo3upOBKU CIEIyeT MPOBOAHTH
HOIII[Cp)KI/IBaIOH_[yIO Tepanmo. I/ITpaKOHa3OH HC BBIBOIUTCA H3 opraHmMa HpI/I reMoaunalinie.
PekomeHnayercss 0OpaTUTHCS B TOKCUKOJIOTMYECKUN LIEHTP C LIEJIbI0 KOPPEKTUPOBKH JICUEHUS TIPU

NepeI03UPOBKE UTPAKOHA30IIOM.

5. ®APMAKOJIOTUYECKHWE CBOMCTBA

5.1. dapmaxkoaMHaAMH4YeCKHe CBOMCTBA

dapMakoTepaneBTUYeCcKasi TpyMMa: MPOTUBOIPUOKOBBIE CpPEJICTBA CHUCTEMHOIO JIEWCTBHUS;
MIPOU3BOHBIC TPHUA30IA.

Kon ATX: JO2ACO02

MexaHu3M aeicTBus

[Ipenapat UpyHUH — CHHTETHYECKOE MPOTUBOTPUOKOBOE CPEACTBO HIMPOKOTO CHEKTpa AeHCTBUS,
CoepiKallee WTPAKOHA30J, IPOM3BOAHOE Tpua3oida. MeXaHu3M [eHCTBUS WTpaKOHA30Ja
3aKJII0YAaeTCsl B MHTMOMPOBAHUU OMOCHHTE3a 3ProcTepoja — OCHOBHOTO KOMIIOHEHTA KJIETOYHOMN
MeMOpaHbl TIpuba, ydJacTBYIOUIETO B MOJJCPKAHUU CTPYKTYpHOIH IEIOCTHOCTH MEMOpaHBI.
Hapymenue cunTe3a sprocrepoia MpuBOIUT K U3MEHEHHIO IPOHUIIAEMOCTH MEMOpPaHbI U JIN3UCY
KJIETKH, YTO U 00yCIIaBIMBaET MPOTUBOrPUOKOBLIH 3¢ (dekT mpenapara.

q)aDMaKO)II/IHaMI/IqCCKI/IG Bd)d)GKTBI

WTpakoHa307 aKTUBEH B OTHOILIEHUU MH(PEKLUH, BbI3bIBAEMbIX IprOamMu:

Candida spp.(Bxmouas Candida albicans, Candida tropicalis, Candida parapsilosis n Candida
dubliniensis), Aspergillus spp., Blastomyces dermatitidis, Cladosporiun spp., Coccidioides
immitis, Cryptococcus neoformans, Geotrichum spp., Histoplasma spp., Bxmodast H. capsulatum,
Paracoccidioides brasiliensis, Penicillium marneffei, Sporothrix schenckii u Trichosporon spp.
WtpakoHa3on Takxke mokasaj akTUBHOCTb B OTHOUIeHUU Epidermophyton floccosum, Fonsecaea
spp., Malassezia spp., Microsporum spp., Pseudallescheria boydii, Trichophyton spp. nu npyrux
JPOKKEBBIX U TPHOKOBBIX MH(EKLINH.

Candida krusei, Candida glabrata v Candida tropicalis sBnA10TCS HAMMEHEE YyBCTBUTEIBHBIMU K
nercTBUi0 uTpakoHaszona Bumamu Candida. In vitro pon Candida HECKOIBKO HW30JIMPOBAHHO
MOKAa3bIBAT OJJHO3HAYHYIO PE3UCTEHTHOCTh K UTPAKOHA30Yy.

OCHOBHBIMU THIIAMHU TPUOOB, Pa3BUTHE KOTOPBHIX HE IOAABISETCS HTPAKOHA30JIOM, SIBIISIOTCS
Zygomyces (Rhizopus spp., Rhizomucor spp., Mucor spp. n Absidia spp.), Fusarium spp.,

Scedosporium spp. n Scopulariopsis spp.
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o (0L (JBL HOCTH N005)
YCTOWYUBOCTh K a307laM pa3BHBACTCS MEJICHHO U 4Yac 'ﬂB’EEE'?‘CHEIDe-EgJI-LEFElFDMTH"CCKO'JIBKI/IX

TCHETHYECKUX MyTanuid. OmnrcaHHbIE MEXaHW3MbI Pa3BUTHS YCTOWYMBOCTH BKIIOYAIOT B ceOs
runepakcnpeccuto rena ERGI11, koaupytromero depmeHT 14o-memernnasy, KOTOPBINA SIBISICTCS
OCHOBHOM MHMILIEHBIO JIEHCTBUS a30i0B, W ToueuHble MyTammu ERGI11, npuBopsmue k
YMEHBLICHUIO CBS3BIBAaHMS (PEPMEHTOB C a30JIaMHU H/MJIU K aKTHBALIUU TPAHCIIOPTHBIX CUCTEM, YTO
MPUBOIUT K YBEJIMUYEHHUIO BbIBEJEHHUS a3osoB. Halmronanach mnepekpecTHas YCTOMYHMBOCTh
Candida spp. x mpenapataM TpyIIibl a30JI0B, XOTS YCTOMYHMBOCTH K OJIHOMY Ipenapary 3Tou
Tpynnbl He 0053aTeNbHO 03HAYaeT HAIMYUE YCTOWYUBOCTH K IPYTHM MpenaparaM IPYIIbI a30J10B.
Coobmianock o mrammax Aspergillus fumigates, yCTOMUUBBIX K UTPAKOHA30TY.

5.2. ®apmakokuHeTHYeCKHE CBOWCTBA

MaxkcruManbpHasi KOHLEHTpalus UTPAaKOHAa30Jla B IJJa3Me€ JIOCTHraeTcsl B TeueHue 2—5 4 mocie
nepopajibHOro  npuema.  BcenenactBue — HeIMHEMHOM — (apMaKOKMHETUKM — UTPAKOHA30J
HAKaIllJIMBaeTCsl B IUJJa3Me€ KPOBU TP MHOTOKPAaTHOM IpueMe. PaBHOBeCHas KOHIIEHTpAaIHs
UTPaKOHAa30J1a, KaK MPaBUJIO, JOCTUTAETCS B TEUCHHWE MPUMEpPHO 15 AHEeH, mpu 3TOM 3HAYCHUS
MakcuManbHOW KOHIEHTpamuu (Cmax) UTpakoHaszona coctaBimsitoT 0,5 mkr/mum, 1,1 MKr/mMa u
2,0 MKT/MJI COOTBETCTBEHHO T0ocIe nepopaibHoro BBeaerus 100 mr 1 pa3 B gens, 200 mr 1 pa3 B
nenb, 200 mr 2 pasa B neHb. KoHeuHbIH meproja MOMyBbIBEICHHS OOBIYHO cocTaBisgeT 16-28 y
IIPY OJHOKPAaTHOM npueMe U 34—42 4 npu MHOrokpaTHoOM npueme. KoHIieHTpanus nTpakoHasosia
B IJJa3Me€ KPOBH CHMKAETCS 10 MPAKTUYECKU HEOIpenesieMoro 3HaueHusi B TeueHue 7—14 nuei
MocJjie NpPEeKpalleHus] Tepanuy B 3aBUCUMOCTH OT HA3HAYEHHOW J03bl U MPOAOKUTEIBHOCTH
nedyenusa. OOmiee cpenHee 3HAYEHUE KIMPEHCAa HTPAaKOHA30Jia B IIa3Me€ IMPU BHYTPUBEHHOM
BBeJleHWHU cocTaBisier 278 mi/mMuH. KnupeHc uTpakoHazona yMeHbIIAeTCsl MpU 0ojiee BBICOKUX
7103aX B CBSA3H C HACBIIICHHEM IyTeil ero MeTaboIM3aliy B TICUCHH.

AGcopbuus

Htpakonazon OwicTpo abcopOupyeTcss mociie nmpueMa BHYTpPh. MaKCHMalIbHbIE KOHIICHTPAIUu
HEM3MEHEHHOI0 MTPAKOHA30JIa B IUIa3M€ JIOCTUTAlOTCS B TE€UEHHE 2—5 4 IOCIie MepOopalibHOTO
npueMa KarcyJsbl. AOGCOIIOTHas OMOIOCTYMHOCTh HTPAKOHA30JIa IOCJE MEepPOpalbHOTO Mpuema
coctaBnsieT okoio 55 %. Ilpu mepopalbHOM NpPUMEHEHUH MaKCUMaibHas OWOJOCTYIHOCTb
UTPAaKOHAa30Ja OTMEYAETCS IPU IIPUEME KaIlCyJl cpa3y IOCIE Ebl.

BcacbiBanue uTpakoHa3zosia B KarcyjdaxX CHUKEHO y MAllMEHTOB C MOHUKEHHOM KHUCIOTHOCTHIO
KEJIyJ0YHOI0 COKa, HallpuMep, Ha (oHe Mpuema npenapaToB, MOAABISIONIUX CEKPELUIO COJITHON
KHUCJIOTBl B JKEIyAKe (TaKMX KaK aHTaroHUCTbl H2-rMCTaMUHOBBIX PELENTOPOB, MHIMOUTOPHI
NPOTOHHON TIOMIIBI), MJM Yy TAlMEHTOB C axJOpruapueil Ha (oHE pPa3IUYHBIX 3a00JEBaHUH.
BcacbiBanue wuTpakoHa3ojla HATOIIAK Yy TAaKUX MAIUEHTOB YBEJIWYUBACTCS IpU IpUEME

HUTpaKoOHa30Jia B KaIllCyjaax, OAHOBPEMCHHO C KHCJIBIMU HAaIlUTKaMHU (TaKI/IMI/I KakK HECAUCTHYCCKas
30



COOTBETCTEYET 2K
L 1%.: 2026 “-J-'_-'iiilciE _
kona). [Ipu npueme uTpakoHaszolia B KarcyJsax B |103€ 200%'0356%{)5%?{3%%_&&'}( -E(_)'E:l\l/l'élcl%llio c

CMEPTHOMY OTYETY

HEUETUYECKON KOJIOM T1ocie MpenBapUTENIbHOTO NpueMa aHTaroHucra Hz-ructaMuHOBBIX
pELIENTOPOB PAaHUTHUIMHA BCACBIBAHWE HTPAaKOHa30ja OBUIO COINOCTAaBUMBIM C BCACBIBAHHEM
UTPaKOHA30Ja B KallCyJax Mpu MpUeMe TOJIbKO JaHHOTO Mpernapara.

OKCNo3ulys UTPAKOHA30ja HWKE IPU IPUEME MUTPAKOHA30Ja B BHJIE KallCyJl IO CPaBHEHMIO C
AKCIIO3UIIMEN UTPAKOHA30J1a IIPU [TPUEME TOM K€ 103bI B BHJI€ pacTBOpa JJIsl IpueMa BHYTPb.

Pacopenenenue

Utpakonazon Ha 99,8 % cBs3bIBaeTcsl ¢ OenkamMH IJIa3Mbl, B OCHOBHOM C allbOyMHHOM
(TUAPOKCUUTPAKOHA30J CBA3BIBACTCA C albOyMHHOM Ha 99,6 %). Takke OTMEUYEHO CPOICTBO K
nunuaaM. B HecBsizaHHOM BuIE B 1uiazMe octaercs Toibko 0,2 % wurpakonazona. Kaxymuiics
o0veM pacmpeneneHuss >700 J, 4TO CBHAETEIHCTBYET O €Tr0 3HAYUTEIBHOM pPaCHpe/eICHUN B
TKaHsX. KOHIIeHTpalluu B JIETKUX, MOYKaX, KOCTSX, *KeIyAKe, CeIe3eHKe U MBIIIax B 2-3 pasza
BBIIIIE, YEM COOTBETCTBYIOIIME KOHLIEHTPAIMK B IJIa3Me, [P 3TOM KOHLIEHTpalMs Mpernapara B
TKaHSIX, COJEPKAIIMX KepaTUH, 0COOEHHO B KOXKE, IPUMEPHO B 4 pa3a MPEBbIIIAET KOHIIEHTPAIUIO
B mia3Me. KoHIleHTpanusi B CIIMHHOMO3TOBOW JKUAKOCTH 3HAUUTENBHO HHUXKE, YEM B IUIa3Me
KpOBH, T€M HE MeEHee OblIa MPOJEMOHCTpUpOBaHA J(PPEKTUBHOCTh HTPAKOHA30Jla MPOTHB
BO30yuTeNel NHGEKIHiA, TIPUCYTCTBYIOIIUX B IEPEOPOCTTMHATHLHON KHUIKOCTH.

buorpaucdopmaris

Kak Oputo mokazaHo B mccienoBanusix in vitro, CYP3A4 sBnsieTcst OCHOBHBIM H30()E€PMEHTOM,
y4acTBYIOIMM B MeTaboiM3Me MTpakoHa3oja. JTpakoHa3osn MoABEpraeTcs aKTUBHOMY
MeTa0oau3My B IEYEHH ¢ 0Opa3oBaHHEM MHOXecTBa MeTabonuToB. OCHOBHBIM METa0OIUTOM
ABIISICTCS TUAPOKCUUTPAKOHA30JI, KOTOPBIH in vitro obiaanaeT mpoTUBOTPHUOKOBON aKTHBHOCTHIO,
COIMOCTaBUMOMN € UTpakoHa30J0M. KOHIIEHTpaluu ruApOKCUUTPAKOHA301a B IUIa3Me IIPUMEPHO B
2 pa3a NpeBBIIAI0T KOHIIEHTPALUIO UTPAKOHA301a.

DIMMUHALUS

HTpakoHa307 BBHIBOOUTCS NMPEUMYIIECTBEHHO B ()OPME HEAKTHBHBIX META0OJIHTOB 4Yepe3 MOYKH
(35 %) u yepe3 kumeuHuk (54 %) B TeueHHE OJHON HEJENU MOCIIE MpUeMa pacTBopa AJisl puema
BHYTpb. Iloyeunas  sKkckpeuus  MTpakoOHa3oJa M €ro  akTUBHOIO  Meraboiura
T'MJIPOKCUUTPAKOHA30J1a cocTaBiseT MeHee | % oT 103bl penapara, BBeIeHHON BHyTpruBeHHO. Ha
OCHOBAHHMM pE3yJIbTaTOB M3y4eHHMs (DapMaKOKMHETUKH '*C-Me4eHOro Ipemapara MoOCIe
NEpOPaIbHOTO IpHUEMa BhIBEJCHHE HEU3MEHEHHOTI'O UTPAKOHA30J1a Yepe3 KUIIECYHUK BapbUPYET OT
3 % 1o 18 % npuHATON JO3BI.

ITockonbky nepepacmpenesieHue WTpakoHa30ja W3 TKaHEH, colepKallluX KepaTHH, SBIISETCS
HE3HAYUTENIbHBIM, BBIBEJACHHE WTPAKOHA30Jla M3 O3TUX TKAaHEH CBS3aHO C pereHepanuei
snuaepMuca. B orauune oT mia3Mbl KpOBU, KOHLIEHTPALMS UTPAKOHA30J1a B KOKE COXpaHAETCs B
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HOTTS, TJIe¢ UTPAKOHA30J MOXKET OBITh OOHAPYXKEH yXxKe uepe3 | Hememro mociie Havaia JeueHus,
COXpaHsieTCs MO KpaHEel Mepe B TEUCHUE IIECTH MECAILIEB MOCJE OKOHYAHUs 3-MECAYHOro Kypca
JICUYCHUS.

Oco0ble KaTeropuu IalueHTOB

Ileuenounas nedocmamounocmeo

WTpakoHa3on MpeuMyILIECTBEHHO MeTa0onu3upyercs B TNedeHH. B xoae wuccrienoBaHUs
(bapMaKOKUHETHKU CpaBHUBAIM (PapMaKOKMHETUYECKHE TOKA3aTeNH TMAalUeHTOB C IUPPO3OM
MICYEHU U 3/I0POBBIX TOOPOBOJBIEB. Y MAIIMEHTOB C IUPPO3OM MEUEHH MPH OJHOKPATHOM IIpHUEMe
100 Mr urpakoHaszoja CpeAHssi MaKCUMajbHas KOHIICHTpauus uTpakoHa3zona B 1mia3Me (Cmax)
Obuta 3HauuTenbHO HIke (Ha 47 %), yeM y 340poBbIX manueHToB. CpeaHuii mnepuop
MOJTYBBIBEICHUSI TIPU TPHEME OJHOKPATHON 103bl ObUI YBETHYEH Y MAalUEeHTOB C LIHUPPO3OM
IIEYEHU U COCTABIIAJ B ATOM HccienoBaHuM 37+17 4 mo cpaBHeHHIO ¢ 16+5 4 11 370pOBBIX
no0poBounblieB. CpeqHsis SKCIO3ULUS UTPaKOHA30ja (TUIOMIAAh MOJ KPUBOM «KOHILIEHTPALUS —
Bpems»», AUC) Oblla aHAJIOTMYHOM y MAlMEHTOB C IUPPO3OM IE€YEHH U Y 3J0POBBIX
no0poBoIbLIEB. JlaHHBIE O UIMTENBHOM MPUMEHEHMHM WTpPaKOHa30Jla y MAIlMEHTOB C LIUPPO30M
MeYEHU OTCYTCTBYIOT (CM. pazzaeinsl 4.2, 4.4).

Iloueunas nedocmamounocms

JlaHHBIE O MEPOPaIHLHOM MPUMEHEHHHM MTPAKOHA30JIa JUIS JICYCHHUS MAllUeHTOB C HapYIICHUSMHU
(GYHKIMM TIOYEK OTpPaHWYCHHBL. Y TAIMEHTOB C YpPEeMHEeH, y KOTOPBIX CPEOHHHA KIHPEHC

KpeaTHHHHA cocTaBiusa 13 mm/mun x 1,73 M2

, cUcTeMHOe BoszJelcTBre uTpakoHasona (AUC)
OBLIO HECKOJIBbKO HUXKE MO CPAaBHEHMIO C OCHOBHOM momynsiiuedl. He BBISBIEHO 3HAYUTENHHOTO
BIMSIHAS TE€MOJMANM3a WIM JUIUTEIBHOTO TEPUTOHEANbHOr0 JAHalin3a, MNPOBOJUMOIO B
aMOYJIaTOPHBIX YCJIOBUSX, Ha IOKazareian (papMaKOKHHETUKH HUTPakoHa30da (Tmax, Cmax ¥
AUCo-8 q).

[Tocne ogHOKpaTHOTO BHYTPMBEHHOTO BBEJEHUS Mpernapara KOHEYHBIH MEepUOoJ MOTYBBIBEICHU
UTPAaKOHA30Ja Yy MAIMEHTOB C HE3HAYHMTEIbHBIM (OMpEAEssieTCs B MCCIEJOBAHUU KaK KIMPEHC
kpeatuHuHa 50—79 Mn/mMuH), cpenHuM (kinupeHc kpeatuHuHa 20—49 MII/MUH) WK BBIPAXKEHHBIM
HapylmeHneM (QYHKIMU TOYeK (KiMpeHc KpearuHHHa <20 MI/MHH) CXOIHBIH C TaKOBBIM Yy
3IOPOBBIX JIOACH (Iuama3zoH cpeaHux 3HaueHuil 42—49 4y mo cpaBHEHUIO ¢ 48 4 y MAIMEHTOB C
HapyIICHUSIMHA (DYHKIIHMH TTOYEK U 3I0POBBIX JJOOPOBOJIBIIEB COOTBETCTBEHHO). OOMIIast IKCTIO3UITHS
WTpaKoOHAa30jla, Ha OCHOBaHWHW oOIleHkH mokasarenss AUC Obuta CHW)KEHa y TAI[MEHTOB C
YMEPEHHbIMU M BbIPR)KEHHBIMU HapylIeHUsMH (yHKIMHM modek npumepHo Ha 30 % u 40 %

COOTBETCTBEHHO, [0 CPABHEHUIO C MAIIUCHTAMH, Y KOTOPBIX (DYHKIHUS IMOYEK HE HapyIIEHa.

JlaHHBIE O JJUTETHFHOM HCIIOJIb30BAaHUH WTPAKOHA30Ja MAIMEHTaMH C HAapyIMIeHUSAMHU (YHKIUU
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noyek HenoctynHel. [IpoBeaeHue auanusa He BIUIET Ha': l?l'é'[)&/l&ﬁ"?f&#ﬂfill%%ﬁﬁﬁ:Jﬁd'jéﬂgﬁeHc

UTpPaKOHa30Ja WIA TUAPOKCUUTPAKOHA30JIa.
eTu

Janable 0 (QapMakOKMHETHKE WTPAKOHA30Jla y MAalMEeHTOB JETCKOrO BO3pacTa OrpaHUYCHHBI.
Knuanueckue uccnenoBanus (papMakOKHHETHKH y I€TEH M MOAPOCTKOB B BO3pAcTe OT 5 MECALEB
no 17 ner mpoBoaWiIKMCh ¢ NMPUMEHEHMEM MTpaKOHa30jla B KalCysax, pacTBopa i INpHeMa
BHYTPb U pacTBOpa JJIsl BHYTPUBEHHOTO BBeAeHUs. HaUBUAYaIbHbIE J03bI IpenapaTta B popme
Kalcyn W pacTBoOpa Ui MpHeMa BHYTPb BapbupoBaiu oT 1,5 mo 12,5 Mr/kr/neHp mpu mpueme
OJIMH WIH J1Ba pa3a B JeHb. [Ipu npueme npenapara B OQHOU U TOM ke CYTOYHOM J103€ J1Ba pa3a B
JIEHb 110 CPABHEHUIO C IPUEMOM OJMH pa3 B JCHb MAKCHMaJlbHas U MHHUMAaJbHas IUIa3MEHHAas
KOHIEHTpalusi Obljla COMOCTaBUMOW C TaKOBOM Yy B3pOCJIBIX TAIlMEHTOB MpHU IMpUeMe
UTpaKOHa30jJa OJUH pa3 B JeHb. He ObUIO 3aperucTpupoOBaHO CYIIECTBEHHBIX BO3PACTHBIX
pazmuunii mokazateneit AUC wuTpakoHa3oja W €ro OOMIero KIUPEHCa; B PEAKUX CIIydasx
HaOJI01aIach HE3HAYNUTENIbHAS B3aUMOCBS3b MEXK/Iy BO3PACTOM IMAI[IEHTOB W 3HAYCHUSIMHU 00beMa
pacnpeneneHus npenapara, Cmax M KOHEYHOIO IE€pPHOJA IIONYBBIBEACHHA. Y CTAHOBICHHBIN

KIIMPEHC UTPAKOHA30JI1a U €ro 00BeM pacrpeacsICHUA 3aBUCAT OT MACChI TCJIa ITAlITUCHTOB.

6. ®APMAIEBTUYECKHE CBOWCTBA
6.1. IlepeueHb BcOMOraTe/bHbIX BelIeCTB

CoaepXUMoe KarcyJibl

Caxapnble rpanyisl (20#25) *
I'mnpomeinnosa

Ocnosno#t bytun-Cononumep Metakpuiata
Makporosn 20000 (ITonmusTHICHTIUKOIB)

CocTaB KancyJibl

Turtana nuokcun (E 171)

Kpacurens xunonunoBbI# sxentoiil (E 104)
Kpacurens conmneunsriii 3akat xentsiid (E 110)
Kenatun

*CocTaB caxapHbIX TpaHyJl

Caxapo3sa (30#40)

Caxapo3a

Kpaxman kyKypy3HbIii

[ToBunon K-30

6.2. HecoBmecTumocTh
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He mpumenumo.

6.3. Cpok rogHoctu (CpoK XpaHeHHUs1)

3 roxa.

6.4. OcoOble MepbI IPEIOCTOPOKHOCTH NPH XPaHEHUH

XpaHuTh Npu Temiepatype He Boie 25 °C.

6.5. Xapakrep M conep:kaHHe YIIAKOBKH

ITo 5, 6, 7, 10, 14 wim 15 kancyn moMemalT B KOHTYPHYIO STYEUKOBYIO YIIAKOBKY W3 TUICHKH
MOJIMBUHUJIXJIOPUAHON CBETO3AIIUTHON U (HDOJIBIU aIFOMUHHUEBOM TIEYaTHOM TaKUPOBAHHOM.

1, 2, 3 unu 4 KOHTYpHbBIE SYEHKOBBIE YIAKOBKM BMECTE C JINCTKOM-BKJIAJBIIIEM ITOMEIIAIOT B
MayKy U3 KapTOHA.

6.6. OcoOble MepbI MPEI0CTOPOKHOCTH NP YTHIN3AIMH UCI0JIb30BAHHOIO JIEKAPCTBEHHOT 0
npenapara WM OTXO0J0B, MOJYYeHHbIX MOCJe MPUMEHEHHUs JEeKAPCTBEHHOI0 Nnpenapara, u
Apyrue MAHMILYJISIUY € PenapaToM

Oco0ble Mepbl OTCYTCTBYIOT.

7. JAEPXKATEJIb PETUCTPALHIMOHHOI'O YAOCTOBEPEHUA
Poccuiickas @enepanys

AO «BEPOD®APM»

115088, r. Mockaa, 2-it FOxuomopToBsIii npoes, a. 18, ctp. 9, atax 2.
Tenedon: +7 (495) 797-57-37

daxc: +7 (495) 792-53-28

DnexTpoHHas noyTa: info@veropharm.ru

7.1. IlpencraBureib AepsKaTess perucTPAlMOHHOIO YA0CTOBEPECHUS
[IpeTensun moTpeduTenel HarpaBsATh MO aJIpecy:

Poccuiickas @enepanns

AO «BEPOOAPM»

115088, r. Mockaa, 2-it FOxuomopToBsIii npoes, a. 18, ctp. 9, stax 2.
Tenedon: +7 (495) 797-57-37

daxc: +7 (495) 792-53-28

DnexTpoHHas noyTa: info@veropharm.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOT' O YAOCTOBEPEHUA

9. KATEI'OPUS OTIIYCKA JIEKAPCTBEHHOI' O ITPEITAPATA
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 12.03 2026 N° _4'5'4'“
JlekapcTBeHHBIN ITpenapaT OTHOCUTCS K KATETOPUH OTnyciQ Inlo MHTEH bHOCTE 0005)

OOrias xapakTepUCTHKa JICKAPCTBEHHOro mpenapata VIpyHMH IOCTYIHa B E€IMHOM peecTpe
3apEerMCTPUPOBAHHBIX  JIGKAPCTBEHHBIX  CPEACTB  EBpasWiicKOr0  3KOHOMHYECKOTO  CO03a
http://www.eec.eaeunion.org/ 1 Ha OQUIIMATBHOM CaiiTe YIOJTHOMOYEHHOTO OpraHa (dKCIEPTHOMN

opraam3arnun) (https://lIk.regmed.ru/Register/EAEU_SmPC)
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