COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 17.02.2025 Ne 3775

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1703

“

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA
Ntpakonazon-AKOC, 100 mr, kancyJsl.

2. KAYUECTBEHHbII M1 KOJTUYECTBEHHBIA COCTAB

JlelicTByrolee BEeIEeCTBO: UTPAKOHA30I1.

Kaxxnas kancyna comepxut 100 mr urpakonasosa.

BcenomoratenbHble BelecTBa, HaJIMUYKWe KOTOPBIX HAJO YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
mpernapara: caxaposa, METWINaparuJIpoKCHOeH30aT HATpuUs, MPONMINAPAruIpOKCHOeH30aT
HaTpus, a30pyouH (kapmyasuH) E122, narpuii (cMm. paznen 4.4.).

ITomubIi MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCHICCTB ITPHUBCIACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kamncyisr.

TBepupie xenaTuHOBBIE Karcyibl Ne 0 Helmpo3payHble C KOPILyCOM PO30BOIO IBETA U KPBILIECUYKON
cutero 1Bera. CozepkuMoe Kancyn — chepudeckue MUKpPOTpaHyJibl (MeIeThl) oT 0enoro 1o

[IOYTH OEJIOro LBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToxka3aHusi K NPUMEHEHHUIO

— IlopakeHns KOXH U CIM3UCTBIX 000JI0YEK: BYJIbBOBAarMHAJIBHBIM KaHIUA03; J€PMAaTOMUKO3BI;
OoTpyOEBUIHBIN JHILIAN; KaHIUA03 CIU3UCTON 000JIOUKH MOJIOCTH PTa; TPUOKOBBIA KEPaTHT.

— OHHUXOMUKO3BI, BBI3BaHHBIE AEpMATOPUTAMU U/UITU IPOACKEIOJOOHBIMHI IPUOaMHU.

— CucrteMHble MHUKO3bL: CHUCTEMHBIM acmeprujuie3 M KaHIUI03; KPHUITOKOKKO3 (BKJIIOYAs
KPUNTOKOKKOBBI MEHHMHIUT): y MalUEHTOB C MMMYHOAE€()UIMTOM M Yy BCEX NAIMEHTOB C
KPUIITOKOKKO30M IEHTPaJIbHONW HepBHOM cuctembl MrpakoHa3on-AKOC nomkeH HazHayaThCs
TOJIBKO B CITy4asiX, €CJIM Ipenaparsl 1-il JMHUY JIeueHUs] He IPUMEHNUMBI B IAaHHOM CIIy4yae Uid He
3 PEKTUBHBI; TUCTOIUIA3MO3; CHOPOTPUXO03; MAPAKOKLIUIAMOUIOMHUKO3; OJIACTOMHUKO3; MpoUYne
PEAKO BCTPEYAOIIMECS CUCTEMHBIE WJIM TPOIIMYECKUE MUKO3BI.

4.2. Pe:kum 103UPOBaHNS M CIIOCO0 MPUMEHEHHU s

Pexxum go3upoBaHus

IIpoao/KUTEBHOCTH
IMoxa3zanue Jlo3a pox
JIeYeHusl
. 200 mr 2 pa3a B CyTKH HJIHA 1 nens nnm
BynbBoBarnHanbHbIN KaHIU103
200 mr 1 pa3 B cyTku 3 nHs
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COOTBETCTEYET 3 OTUYET!
OTpyOeBUIHbIN IHIIAk 200 mr 1 pas Beytkr—- =1 | = BT g oY)
N 200 mr 1 pa3 B cyTku uiu 7 nHe# uim
JlepMaTOMHKO3bI IIaAKONH KOXKHU N
100 mr 1 pa3 B cyTku 15 nueit
[TopaxeHus: BBICOKOKEPATHHU3UPO- .
p N p P 200 mr 2 pa3a B CyTKH WA 7 nHe# uinm
BaHHBIX 00JIaCTEH KOXKHOTO IMMOKPOBA, .
100 mr 1 pa3 B cyTku 30 nuei
TaKMX KaK KUCTH PYK M CTOIIbI
Kannunos  ciausucroir  000J04KH .
A 100 mr 1 pa3 B cyTku 15 nueit
MIOJIOCTH PTa

buogocTynHoCTh UTpaKOHA30J1a [IPH IEPOPATHHOM MIPUEME MOXKET OBITh CHUKEHA Y HEKOTOPBIX
MAlMEHTOB ¢ HAPYNICHHBIM UMMYHUTETOM, HalpuMep, Y OOJMBHBIX C HEHUTPONECHHEH, OOTBHBIX
CII1/Iom mnm ¢ mepecakeHHbIMU opraHamu. CieoBaTeabHO, MOXKET MOTPeO0BaThCS IBYKpAT-

HOC YBCIMYCHHC JO3bI.

I'pnOKOBEIf KepaTuT

21 nesb

JUTUTENbHOCTh  JICUEHUS
MOKET OBITh CKOPPEKTHU-
poBaHa B 3aBHCHMOCTH
oT YIIyqIlEeHUs
KJIMHUYECKON KapTUHBI

200 mr 1 pa3 B cyTku

OHMXOMHKO3b], BBI3BAHHbIE JepMa
rpudamm

TO(l)I/ITaM]/I u/Nan IlpO)K)KGl'[O]IOﬁHbIMI/I H IIJI€CHEBbIMH

OHUXOMHKO3BI — yJIbC-TEPaNus

I[O?»BI H IIPOAOJIKHUTCIIbHOCTD JICUCHUS

OnuH Kypc MyJbC-Tepanuy 3aKI0YacTCsa B €XKEIHEBHOM
npueme o 2 kancynsl Urtpakonazona-AKOC 2 pasa B
cytku (mo 200 mr 2 pasa B CyTKH) B TeueHue | Henemnu.

M

IUTACTUHOK KUCTEH pekoMeHayerces 2 Kypcea. [[ist neyenus

JI€YEHUs TPUOKOBBIX TMOPAKEHUH  HOITEBBIX
IPUOKOBBIX TOPAKEHUH HOITEBBIX IUIACTMHOK CTOII
pexomenayeres 3 Kkypea. [IpoMexyTok Mexxay Kypcamu, B
TE€YEHHE KOTOPOTO HE HYXXHO IPUHHMMATH IIpernapar,

cocraBiseT 3 HCOCIIN. Knauanueckue PE3yJIbTAThl CTAHYT

OYEBHUJHBI TOCJAE OKOHYAHMS JIEUEHHUS, 10 Mepe
OTpacTaHusl HOTTEM.
la |2-9 |3-a |4-a |5 |6-a |[7-1 |[8-1 |9-a
Jlokanu3zanusi OHUXOMHKO30B
HeJ. |Hen. |Hen. |Hen. |Hen. |Hen. |Hexd. |Hex. |Hen.
1-i1  |Henemnn, 2-i1 |Henenn, 3-i
[TopasxkeHre HOTTEBBIX TUIACTUHOK
Kypc |CBOOOAHBIE  OT|KypcC |CBOOOAHBIE  OT|KypcC
MaIbIIeB CTOM C MOpakeHUEM Hin 6e3
npuemMa npuema
MOPKEHUS] HOTTEBBIX TUIACTHHOK
N — Urpakonazomna- Urpakonazona-
AKOC AKOC
Henemn,
. |cBOOOmHBIE  OT|, .
[lopaxeHne HOTTEBBIX IUIACTUHOK |1-i — 2-i
KUCTEU KypcC KypcC
P HrpakoHnasona- yp
AKOC
[IponomxuTenbHOCTh
OHHUXOMHKO3BI — HeNIPepPLIBHOE JieueHne |Jlo3a
JICYCHUS
[TopaxxeHre HOTTEBBIX IJIACTUHOK CTOM C
nopaxeHueM uin 0e3 nopaxenust Horresbix | [1o 200 mr B cyTku 3 mecsna
TJIACTUHOK KUCTEN
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MCIJICHHEC, YCM U3 I1JIa3MBbI. Takum O6p3,30M, OIITUMAJIBHBIC KIIMHHYCCKHEC U MHUKOJIOTHYCCKHEC

a¢deKThl HocTUrarTcs 4epes 2—4 Heleau MOocie OKOHYAHUS JCUeHUsS pU WHMEKIHIX KOXH U

qepes 6-9 MECALIEB ITOCJIC OKOHYaHUA JICUCHUS HOI'TCBBIX I/IH(bCKI.[Hﬁ.

CucreMHbIe MUKO3bI
Cpennsis
[Tokazanue Ho3za MPOJAOJIKUTEIIBHOCTh 3aMeuaHus
JaeueHus ™
YBenuuute 03y 10
200 mMr 2 pa3a B CyTKH B
200 mr 1 pas B P Y
AcnepruJjuie3 CVIKIL 2—-5 Mecs1eB clly4ae MHBA3UBHOTO HIIU
y JIMCCEMUHUPOBAHHOTO
3a0071eBaHUs
YBenuuuth 03y 10
200 mMr 2 pa3a B CyTKH B
100200 mr 1 OT 3 HEeIEeIb 10 P y
Kaunaunos clly4ae MHBA3UBHOTO HIIU
pa3 B CyTKH 7 MecsiIeB
JIMCCEMUHUPOBAHHOTO
3a0071eBaHUs
Kpunrokokkos (xpome|200 mr 1 pa3 B OT 2-X MECSIIIEB J10
MEHUHIUTA) CYTKH 1roga
KpunroxkokkoBbIi 200 mr 2 pazaB | ot 2-x MecsueB A0 |l[lonnepkuBaromas
MEHHHTHUT CYTKH 1 rona Tepanus — cM. pasnaen 4.4.
ot 200 mr 1 pa3
B cyTku J10 200
I'mcronuiazmos YT A 8 Mecs1eB
MT 2 pa3a B
CYTKH
ot 100 mr 1 pa3
B cyTkH 110 200
baacromuko3 yTiRH A 6 Mecs1eB
MT 2 pa3a B
CYTKH
100 mr 1 pa3 B
Cnoporpuxos 3 Mecsina
CYTKH
JlanHbIe 00
3¢ dexTuBHOCTH JaHHOU
03bI s
100 mr 1 pas B A a
IMapakokuIHOUIOMUKO3 VTR 6 MecsIIeB JIeYCHUS
Y MapaKoOKIUAUONIOMUKO32
y O6omeubix  CIIWJom
OTCYTCTBYIOT
100200 mr 1
Xpomomuko3 6 Mecs1eB
pa3 B CyTKH

- MOPOAOJIDKUTCIIBHOCTh JICUCHUA MOXKET OBITE CKOpPpPEKTHPOBAaHA B 3aBUCUMOCTH OT

3¢ (HEeKTUBHOCTH JICUCHHSL.

Oco0bIe I'pynnbl DaMCHTOB

HauueHmbz NOJ2HCUTIOC0 803pacma

HaHHBIe O MPUMCHCHHWHU UTpaKOHAa30J1a I JICUCHU A IMMAallUCHTOB ITOKHUJIOr0 BO3pacTa OrpaHUYCHBI.

PeKOMGHI[yCTCH HCIIOJIb30BATh UTPAKOHA30JI IJI JICUHCHUS TallTUCHTOB HaHHOﬁ KaTeropuu, TOJIbLKO
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npernapara Juis JeYeHHs MOKUIIbIX MallMeHTOB PEKOMEH]IYETCSl YUUTHIBATh CHIDKEHHE (DYHKIMU
IIEYECHH, MOYEK M Cep/lia, Yalle BCTPEYArOIIMXCS B IOXKWIOM BO3pacTe, a TaKKe Haluudue
COITYTCTBYIOIIUX 3a00JI€BaHUM UM MPUEM JIPYTUX JIEKAPCTBEHHBIX CPEJICTB.
Tlayuenmsi ¢ HapyweHnuem ynKyuu neveHu
JlaHHbIE O MPUMEHEHUH NIEPOPATILHOTO UTPAKOHA30J1a /IS JICUEHUS NAllMeHTOB C HapyLIEHUSIMU
¢yHkuuu medeHn orpaHuueHbl. CreayeT ¢ OCTOPOXHOCTHIO Ha3HauaTh Ipernapar JaHHON
KaTeropuu MaiyueHToB.
Tayuenmoi ¢ Hapywenuem QyHKyuy novex
JlaHHble 0 MPUMEHEHUH NEPOPATHLHOTO UTPAKOHA30a JJIs JICYEHUs AllUEHTOB C HapyIIEHUsIMU
(GYyHKIMM [OYEeK OrpaHUYeHbl. Y  HEKOTOpBIX MAalMEeHTOB, CTPAJAIOIIUX IOYEYHOU
HEJOCTAaTOYHOCTHIO, OKCIIO3MIIMS HTPAKOHA30lla MOXKeT ObiTh cHikeHa. Cremyer ¢
OCTOPOKHOCTBIO Ha3HA4aTh Mpenapar JaHHOW KaTeropuu MAllMeHTOB, B HEKOTOPBIX CIIydasx
MOXET MOTPeOOBaThCs N3MEHEHUE J103bI JICKAPCTBEHHOTO MTperapara.

eTH
Jannsle o npuMeHeHuu MtpakoHazona Jist JeueHus eteit orpannyeHsl. [I[pumenenne npenapara
Utpakonazon-AKOC s neueHus: aeteid He peKOMEHAYEeTCs, 3a UCKIIIOUEHUEM CITydaeB, Koraa
O’KHJaemasl 1oJb3a OT JICUYEHUS IPEBOCXOAUT MOTEHIIUAIBLHBIA PHUCK.

Criocob nnpuMeHeHus

BuyTps.

Jns ontumanbHoi abcopOuuu npenapara Mrpakonazon-AKOC Heo6XonuMo NMpUHUMATh €ro

cpasy nociie efpl. Kancyssl cienyer rioraTh HEeITHKOM.

4.3. IIpoTuBONOKA3aHUS

e [ uUnepuyyBCTBUTEIBHOCTh K UTPAKOHA30Jy WIM K JIFOOOMY M3 BCIOMOTaTENIbHBIX BEILECTB,
NIEPEYUCIICHHBIX B pazzaene 6.1.

e CoBMecTHOE MNpPHUMEHEHHME MTpaKOHAa3oJla C IpernapatamMM — cyocTparamMu H30(epMeHTa
CYP3A4 wmoxeT yBenWuuMBaTh KOHIIGHTpPAIMIO TMperapara B IUIa3Me, YCHIMBaTh WIH
IIPOJIOHTUPOBATh TEPaNeBTUUYECKUN U HexerarenbHble 3((eKThl, KOTOpble MOTYT BBI3BATh
NOTEHLIMAJIBHO OINACHYK CcHUTyalnuto. Hampumep, NOBBIIEHHME KOHLEHTpAlMM B IUIa3Me
HEKOTOPBIX TPETapaToB MOXKET BBI3BIBATh yIUIMHEHWEe uHTepBana QT wu cepaeuyHyro
TaXMAPUTMHUIO, BKJIOYas CIydyaud JIBYHalpaBICHHON BEPETEHOOOpPa3HOM KeNlylI0YKOBOM
TaxWKapauu, paranbHOM apuTMuM (cM. pazzaen 4.5.).

e OnHOBpeMeHHBII npueM npenapatoB cyocrparoB uzopepmenta CYP3A4 (cm. paszpen 4.5),
TaKHUX Kak:

— JIeBaIeTUIIMETA 0], METaJIOH;
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— au3onupamuz, 1oheTuiIna, TpoHeIapoH, XI/IHI/II[

— TEJIUTPOMUIMH y TMAIMEHTOB C HApyIICHUSIMU q)yHKLu/m MOYEK WU TEYCHU TSDKEIOH
CTETICHU;

— THKarpesiop;

— rayio(haHTpUH;

— acTEeMH30J1, MU30JIACTHH, Tep(peHaInH;

— QJIKaJOWJbl CHOPBIHBU: JUTHAPOIPrOTAMHUH, SPrOMETPUH (IPrOHOBHH), 3PrOTaMHH,
METHIIIPrOMETPHH (METUIIPTOHOBUH ), DIICTPUIITAH;

— UPUHOTEKAH;

— JIypa3uaoH, MUAA30JaM JJIsl IEpOPAIbHOTO IIpHUeMa, TUMO3H/I, CEPTUH/IOI, TPHA30JIaM;

— Oenpuaw, QEJIOAUITHH, JICPKAHUIUITIH, HUCOJIHUIIHH,

— uBaOpaIvH, PaHOJIA3HH;

— 3IJICPCHOH;

— IM3anpHI, TOMIIEPHIOH;

— JIOBaCTaTHH, CHMBACTaTHH, aTOPBACTaTHH;

— (he30TepOIMH Y MAIMEHTOB C HEIOCTATOYHOCTHEO (DYHKIIUH MTOYEK WITH IEYCHNU YMEPECHHOMN
WIN TSDKEIIOW CTENeHH, CONM(EHAIIMH Y MAIlMEHTOB C HEIOCTATOYHOCThIO (DYHKIIMU TTOYEK
TSDKEJIOW CTENeHW W C HEJAOCTATOYHOCTHIO (DYHKIUHM TIEUYCHH YMEPEHHOW WIIM TSDKEJIOH
CTETICHH;

— KOJIXULUH Y MalMEHTOB C HApyIIEeHUAMH (DYHKIIMH IEYEHU UITH MTOYeK.

e XpoHuyeckas cepeyHas HEJAOCTaTOYHOCTh B HACTOsIIEee BpeMs MM B aHaMmHe3e (3a
UCKJTIOUEHHEM TEepaluM XU3HEYI'POKAIOIIMX MM JPYTUX OMAacHbIX MH(eKuui (cMm. pasnen
4.4.).

e HemnepeHocMMOCTh (QPYKTO3BI, JEPHUINT caxapa3bl/M30MalIbTa3bl, TIFOKO30-TaJaKTO3HAs
MajbabCcopOITus.

e Jlerckuii Bo3pact 110 3 JeT.

e bBepeMeHHOCTh U TPYJHOE BCKapMIIMBAHUE.

4.4. OcoOble yka3aHusl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

[Ipu  1tuMppo3e  meuyeHW; TSHKENbIX  HapyHIeHWsX  (QYHKIMM  T[E€YeHHM U TO0YeK;
TUIIEPUYYBCTBUTEIIBHOCTH K a30JIaM; Y IIOKWIIBIX [TALIUEHTOB; Y JIETEH.

Oco0ble yKazaHus

— Bausnue mna OesmenvHocmb cepdua.‘ B HCCIICAOBAHWHW Ha 3A0POBBIX 2106p0130m>uax
HUTpaKOoHa30Jia 1 BHYTPUBCHHOI'O BBCACHUA OTMCYAIOCH MPEXOAANICC 0eccCUMIITOMHOE

yMEHbIIeHHEe (pakuuyd BBIOpOCAa JIEBOTO JKEIyJ04YKa, HOPMAJIM30BaBLIEECS /0 CIEAyIOIIen
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CMEPTHOMY OTYETY

JIEKapCTBEHHBIX ()OPM HEU3BECTHA.

Htpakonas3on 061aaeT OTpUIaTeIbHBIM HHOTPOITHBIM 3P PeKTOM.

CooOmianoch 0 Ciiy4asX XpOHHYECKOW CepJIeYHOl HEAOCTATOYHOCTH, CBA3AHHBIX C MPHEMOM
utpakoHaszoja. Ilpu cyrounoit moze 400 mr wuTpakoHazoyia HaOIOganOCh Oosee dYactoe
BO3HUKHOBEHUE CEpJE€YHOW HEJOCTaTOUYHOCTH; IMPU MEHBIIMX CYTOUHBIX J03aX TaKoH
3aKOHOMEPHOCTH BBISIBJIEHO HE Obulo. PHUCK BO3HHMKHOBEHMSI XPOHUYECKOW CepaeyHOU
HEJOCTATOYHOCTU MPEANOJI0KUTEIBHO MPOMOPLUUOHANIEH CYTOYHOM 1o3e. HTpakoHa3on He
clenyeT NPUHUMATh MAUeHTaM ¢ XPOHUYECKOM cepieyHOM HEA0CTATOYHOCTHIO WU C HAIMYUEM
ATOr0 CUMIITOMOKOMIIJIEKCA B aHAMHE3€, 3a UCKIIOYEHHEM CIIy4aeB, KOrJa BO3MOXKHAs MOJIb3a
3HAUUTENBHO IPEBOCXOUT NOTEHUUANbHBIN pUCK. [Ipu MHIMBHUYaTbHON OLIEHKE COOTHOIIEHUS
MOJIB3BI M PUCKA CIIeAyeT MPUHUMATh BO BHUMaHHE Takue (PaKkTOphl, KaK CEphe3HOCTh MOKa3aHuH,
PEKUM JO3UPOBAaHUS M WHIUBUIYyaldbHbIe (DAKTOPbl pPUCKA BO3HUKHOBEHHUS CEPJICYHOM
HEIOCTaTOYHOCTH (MIIeMuyeckas OOJIe3Hb ceplla, MOpPaKeHHs KIIalaHOB, OOCTPYKTHUBHBIC
00JIe3HH JIETKHMX, TOYE€YHas HEJOCTATOYHOCTb M JIpyrue 3a00JIeBaHMS, COMPOBOXKIAIOIINECS
orekamu). Takux MAIMEHTOB HEOOXOAMMO MPOMH(OPMHUPOBATH O MPU3HAKAX W CHUMIITOMAx
XPOHUYECKON CEepJeYHON HEIOCTATOYHOCTH M CJIEAUTh 3a WX MOSBICHHEM BO BpeMs Kypca
neudenus. [Ipu nosBieHNN MoA0OHBIX TPU3HAKOB IPUEM UTPAKOHA30J1a HEOOXOIUMO ITPEKPATUTb.
VYrpoxarolue KU3H1 apuTMUN CEepAlla W/WIKM BHE3allHasi CMEPTh OTMEUaINCh y MAalUeHTOB IpU
OJIHOBPEMEHHOM NPUMEHEHUHN METAIOHA.

brnokaTopsl KanblMEBBIX KaHAOB MOTYT 00JagaTh OTPHUIATEIHHBIM HHOTPOMHBIM 3 (HEeKTOoM,
KOTOPBIA MOXKET OBITh aJJIMTHBHBIM IO OTHOIICHHIO K 3(dekty uTpakoHaszona. Kpome Ttoro,
UTPAKOHA30J MOXKET HWHTHOMpPOBATh METa0OMM3M  OJOKAaTOPOB  KAIBIIMEBBIX KAHAJIOB.
CrnenoBarenbHO, CIEAYET NPOSABIATH OCTOPOKHOCTb IIPU OJHOBPEMEHHOM IPUMEHEHUU
UTPaKoOHa30Ja W OJOKATOPOB KaJbI[MEBBIX KAHAIOB M3-3a IOBBIIICHUS pPHCKA 3aCTOMHON
CEepAEYHON HETOCTATOYHOCTH.

— Jlexapcmeenmnvie 63aumooeticmeusi; OAHOBPEMEHHBIM IPUEM HEKOTOPBIX JIEKAPCTBEHHBIX
[penapaToB C UTPAKOHA30JI0M MOKET MPUBECTH K U3MEHEHMIO B 3((EKTUBHOCTH UTPAKOHA30I1a
U/WII OTHOBPEMEHHO MPUMEHSIEMBIX JIEKAPCTBEHHBIX MIPENapaToB, BOSHUKHOBEHUIO OMACHBIX IS
YKU3HU TMOOOYHBIX PEeaKIUi 1/miy BHe3anmHoW cMepTH. [IpenapaTsl, KOTOpbIe HENb3sl IPUHUMATh
OJIHOBPEMEHHO C HUTPAKOHA30JI0M, HE PEKOMEHIOBAHHbBIE ISl OJHOBPEMEHHOI'O MpPHUMEHEHUS
W/WIN  PEeKOMEHJOBaHHBIE Uil OJHOBPEMEHHOTO TPUMEHEHHS C HMTPaKOHA30JI0M C
OCTOPOXKHOCTBIO, IEPEUNCIICHBI B pa3zene 4.5.

— Ilepexpecmnas eunepuyécmseumenbHOCmy: JJAHHbIE B OTHOIIEHWM HAIWYUS MEPEKPEeCTHOU

TUIEPYYBCTBUTEILHOCTH MEKIY UTPAKOHA30JI0M U APYTUMHU MPOTUBOTPUOKOBBIMU CPEJICTBAMHU C
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A30JIbHOM CTPYKTYpPOH (K3 TPYIIIIBI a30JI0B) OTP HUYEHDL Wgﬁﬂ%%“gﬁgﬁ%hgﬁéngﬁécm

K JIPYTUM a30J1aM CJIEyeT C OCTOPOKHOCTBIO Ha3HAYaTh UTPAKOHA3OJL.

— Bzaumozamensemocms: HE PEKOMEHIYETCS B3aMMO3aMEHAEMOE HCIIOJIb30BAHUE IIPENapaToB
UTpaKOHa30Jja B KaICyJlax U UTPAKOHA30J1a B BUIE pacTBOPA U1 IPUEMA BHYTPb BBUY TOT'0, YTO
9KCHO3MLIMS UTPAKOHA30J1a BBIIIE TP MCIIOJIb30BAaHUHU €0 B (popMe pacTBOpa Jyis IpHUeMa BHYTPb,
4yeM B ope KarcyJ, Jake Ipy IpueMe OJMHAKOBBIX /103 UTPAKOHA30JIa.

— CHuUdiCeHHas KUCIOMHOCMb JHCeTYOOYHO20 COKA. TP CHUKEHHOU KUCIIOTHOCTH KEILYJ04YHOIO
coka abcopOuusi UTpakoHa3ojda M3 Kamncyl Hapymaercs. llanuenTam co CHMKEHHOM
KHUCJIIOTHOCTBIO JKENyJJOYHOI'O COKa BCIEACTBUE 3a00JeBaHUs (Hampumep, y MALUEHTOB C
axJOpruapueil) WiaM BCIEACTBME IIpHEMa JIEKApCTBEHHBIX  IIpenapaToB  (HampuMep,
JIEKapCTBEHHBIX CPECTB, MOJABJISIONINX KEIYAOUHYIO CEKPELHI0) PEKOMEHAYETCsl IPUHUMATh
UTPAKOHA30J1 B KallCyJaX OJHOBPEMEHHO C KHCJIBIMM HAllUTKaMH (TaKUMHU Kak HeAUeTHYecKas
kousia). Crelyer KOHTPOJMpPOBaTh NMPOTUBOTPUOKOBYIO aKTUBHOCTh IpenapaTa U yBEIUYHBaTh
J103y UTPaKOHA30J1a PU HEOOXOAUMOCTH.

— Bnusnue Ha @yHKyuro newenu: B OYEHb PEIKHUX CIIydasX NMPU MPUMEHEHHH HTPAaKOHA30Ja
Pa3BUBAJIOCH TSHKEJIOE€ TOKCHUYECKOE NOPAKEHHUE IEUEHH, BKIIIOUYAsi HECKOJIBKO CIIy4aeB OCTPOM
[ICUEHOYHOM HEJAOCTATOYHOCTH C JICTaJbHBIM HCXOJOM. B OOJBIIMHCTBE ClyyaeB 3TO
IPOUCXOJWIO C MAlMEHTaMH, Y KOTOPBIX YK€ MMENIUCh 3a00JeBaHMsl ME€YEHH, y MAlUEHTOB C
JPYTMMH TSDKETIBIMU 3a00JI€BaHUSAMHU, KOTOPBIM IIpernapar OblT Ha3HAUYEeH JJIs IEYEHHSI CHCTEMHBIX
3a00NeBaHMi, a TakXe Yy TMAalUeHTOB, MOJYyYaBIIUX JPYrHe JIeKapCTBEHHBbIE CpPEJCTBa,
oOnajarolye renaroTOKCHYecKuM JeiictBueM. OJHAKO Yy HEKOTOPBIX MHAIlMEHTOB HE OBLIO
COIYTCTBYIOIIMX 3a00J€BaHUIl WJIM OYEBHUJHBIX ()AaKTOPOB pPUCKA B OTHOLIEHUM MOPa’KEHUS
neyeHu. HeCKoJIbKO TakuX Ciy4aeB BO3HUKIIM B IIEPBBIN MECAL] TEPAINH, 8 HEKOTOPBIE — B IIEPBYIO
HEJIENIo JIeYeHUs. B cBsA3M ¢ 3TUM peKOMEHyeTCsl PEryIsIpHO KOHTPOIMPOBATh (PYHKIUIO TEYEHU
y MaLKMEHTOB, MOJYYalOMIUX TEPAIMI0 UTPAKOHA30JI0M. B ciydyae BO3HMKHOBEHUS CHUMIITOMOB,
IpeJloJiaratoliuX BO3HUKHOBEHHE reNaTUTa, a UMEHHO: aHOPEKCUH, TOLTHOTHI, PBOTHI, Cl1a00CTH,
0071 B ®KHUBOTE U IOTEMHEHHSI MOUH, HEOOXOAMMO HEMEJUIEHHO NPEKPATUTD JIEUEHUE U TPOBECTU
uccienoBaHie (GYHKIMM TedeHd. [larueHtaM ¢ TMOBBIIEHHON AKTUBHOCTBIO MEUEHOYHBIX
(bepMeHTOB, 3a00J€BaHUEM IE€YEHU B aKTHBHOH (aze WM NpPU NMEPEHECEHHOM TOKCHYECKOM
MOPAKEHUH TI€YEHU BCIEACTBUE IIpUEMA APYIUX IpEnapaToB HE CIEAYEeT Ha3Ha4yaTh JICUCHUE
UTPAKOHA30JI0M, 332 MCKJIIOYEHHUEM Te€X CIIy4aeB, KOTJa OXHUJaemas I0Jb3a ONpPABABIBAET PUCK
nopakeHus: TneueHu. PekoMmeHIyercss MpoBOIUTH HaOMIONEHHE 3a YpPOBHEM J1a0OpaTOpHBIX
napamMeTpoB (YHKIHHU MEUYEHH y MALMEHTOB € YK€ UMEIOIIUMCS HapylleHueM (YHKIUU MeYeHU
WIM TAMEHTOB, Yy KOTOPBIX OTMEYAJINCh NPOSBICHUS TI'E€NAaTOTOKCUYHOCTH JAPYTHX

JICKAPCTBCHHBIX CPEACTB. I/ITpaKOHaBOJ'I MPEUMYIICCTBCHHO MeTa6OHI/ISI/IpyeTCH B TIICYCHH.
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UTPAKOHA30ja HECKOJIBKO YBEIMUYEH, PEKOMEHAYETCSl OCYIIECTBIATh KOHTPOJb KOHLEHTpALUN
UTPaKOHa30Ja B IJIa3Me U, P HEOOXOAUMOCTH, KOPPEKTUPOBATh /103y Mpernapara.

— Hapywenus ¢pynkyuu nouex: JaHHbIE 10 IPUMEHEHHUIO NIpenapara y HalleHTOB ¢ HapyIIEHUSIMU
(YHKLIMU NOYEK OTrPaHUYEHBl, Yy HEKOTOPBIX MAlMEHTOB C HEJOCTATOYHOCTHbIO (DYHKLUHU IOYEK
AKCIO3ULUS UTPAKOHA30Ja MOXET ObIThb MHOHMXKEHa. [loaToMy TakuM manueHTaMm CleayeT
Ha3zHayaTh IIpernapar ¢ OCTOPOKHOCThI0. PEKOMEHyeTCsl OCYLIECTBIIATH KOHTPOJIb KOHLEHTpALU
UTPAKOHA30Ja B IUIa3Me U, IPU HEOOXOIMMOCTH, KOPPEKTHPOBATh J03y Mpenapara.

— Iayuenmur ¢ ummynooeguyumom: ONOOCTYIIHOCTb UTPAKOHA30J1a IIPH NIEPOPATILHOM IIpUEME
MOXET OBITh CHIDKEHA y HEKOTOPBIX IMAIMEHTOB C HAPYHIEHHBIM UMMYHHTETOM, HallpuUMep, Y
MalMeHToB ¢ HeuTporenuen, namueHTtoB co CIIMJlom wim mnepeHecmnx Omepamnuio 1o
TpaHCIUIaHTAalMU opraHoB. Takum o0pazom, 103a JOKHA ObITh CKOPPEKTUPOBAHA B 3aBUCUMOCTH
OT KJINHUYECKOW KapTUHBI y 3TOU IPyIIIBI MALUEHTOB.

— Ilayuenmor ¢ cucmemHuviMu 2pUOKOBLIMU UHPEKYUAMU, NPEOCMABTIAIOWUMU YSPO3Y ICUHU.:
BCJIEACTBHE (DAPMAKOKMHETHYECKUX XapaKTEPHCTUK (CM. mojapasfen 5.2) UTPaKoOHa30Jl M €ro
IIPUMEHEHNUE HE PEKOMEHAYETCS IJI1 Hadajla JICYCHHUs] CUCTEMHBIX MMKO30B, IIPEICTaBIISIOLINX
yIpO3y KU3HHU NALUEHTOB.

— Iayuenmovr co CIIH/Jom: nedamuii Bpad JODKEH OIEHUTH HEOOXOIUMOCTh Ha3HAYCHHS
noanepkuBatolieii repanun y BUU-unduumuposannsix nanuenton, umeronux CIIN/L, y koTopeix
CYLIECTBYET PUCK PELUMBA, paHEe MOJyYaBIIUM JICUEHHE 10 MOBOJY CUCTEMHBIX IPUOKOBBIX
UHEKIHH.

— Ilpumenenue 6 neduampuueckou npakmuke: TIOCKOJIbKY KIMHUYECKUX JIaHHBIX 00
MCIIOJIb30BaHUU UTPAKOHA30J1a y JeTel HeA0CTaTOYHO, PEKOMEHAYETCsl Ha3HauaTh UTPaAKOHA30J
JIETSIM TOJIBKO B CIIy4ae, €CIIM BO3MOKHAs 1107132 OT JIEYEHHSI IPEBOCXOAUT OTEHIIUAJIBHBII PUCK.
—  JKenwunam Odemopoonozo 6ospacma, TIPUHUMAIOUIMM HMTPAKOHA30Jl, HEOO0XOAUMO
HCIIOJIb30BaTh BBICOKOA()(PEKTHUBHBIE METO/Abl KOHTpPALENIUN Ha MPOTSLDKEHWHM BCEro Kypca
JIeYeHus BIUIOTh J0 HACTYIUICHHSI IEPBOM MEHCTPYaIlUH I1OCJIE €r0 3aBEPIICHHUS.

— Hetiponamus: neuyeHue cileqyeT TMNPEKpPaTUTh IPH BO3HUKHOBEHUH IepH(EepHUUecKOi
HeMponaTuu, KOTOpast MOXKET OBITh CBsI3aHa C MPUEMOM MTPAKOHA30JI.

— Ilepekpecmnas pe3ucmenmuocmy: TPHU CHUCTEMHBIX KaHIMA03aX, MPEANOIOKUTEIHLHO
BBI3BaHHBIX (DIyKOHA30JI-pe3ucTeHTHRIMU IiTamMMamu Candida, Helb3st MPenoIoKUTh HATHINE
YyBCTBUTEIBHOCTH K  WUTPAKOHA30Jly,  CIENOBAaTEIbHO, pPEKOMEHIYETCS  IPOBEPUTH
qyBCTBUTEIBHOCTD NIEPE]] HAUAIOM TEPAIIUU UTPAKOHA30JIOM.

— Ilayuenmor noscunozco éospacma: NAHHBIE TO KCIIOJIb30BAHUIO UTPAKOHA30Jla Y MAI[MEHTOB

IMMOXHUJIOI0 BO3pacTa OrpaHUYCHBI. PeKOMeHJIyeTCﬂ Ha3Ha4YaTb HUTPAKOHA30JI TOJBKO B Cliydac,
8
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npu moabope 03Bl Ui TMAlKMEHTOB IOXHUIIOTO BO3pacTa OOpaTHTh BHHUMAHUE HA YacTOTY
CHIDKEHHMSI (DYHKIIMM TI€YCHHU, TOYEK, CEpJACYHO-COCYAUCTOW CHCTEMBI U COIYTCTBYIOIIUX
3a00JIeBaHU WJIH IPYTOM JICKAPCTBEHHOMN TEPAITHH.

— Ilomeps cnyxa: cooOuanoch O BPEMEHHOM WM CTOMKOM moTepe ciayxa Yy MalueHTOB,
NPUHUMAIOIIUX WTPAKOHA30J1. B HEKOTOpHIX ciyyasx MOTeps cilyXa Mpoucxoauia Ha ¢oHe
OJIHOBPEMEHHOTO TpHeMa ¢ XUHUAUHOM (cm. pazoden 4.3). CiyX OOBIMHO BOCCTaHABIIMBACTCS
nocjie OKOHYaHUsl Teparnud HTPAKOHA30JI0M, OJIHAKO y HEKOTOPBIX MAI[EHTOB IMOTeps clyxa
HeoOpaTuMma.

— Cnocobnocms K 3auamuro. B WCCIEAOBAHUSAX HA JKMBOTHBIX OTMEYAJach pPENpOJyKTHUBHAS
TOKCHYHOCTh HTPAKOHA30J1a.

— Myxosucyuoos (kucmosmusiti ¢uopo3): 'y TAINUEHTOB C MYKOBUCIUA030M (KHCTO3HBIM
¢bubpo3om) HabIIOAANACh BapraOeIbHOCTh KOHLIEHTPALMA UTPAKOHA30Ja B IJIa3Me KPOBU MPH
NpUMEHEHUN UTpPaKoHa30i1a B (popMe pacTBopa Aisl IpuemMa BHYTpPb B 703€ 2,5 MI/Kr 2 pasza B
cytku. Kak ciencrue, TepaneBThdecKkas paBHOBECHAsI KOHIIEHTPAIMS UTPAKOHA30Ja B TIa3Me
KPOBH MOXET He JOCTUraTbcsa. PaBHOBecHBbIe KOHIEHTpanuu > 250 HI/MII JOCTUTAIUCh
npubnu3utenbHo y 50 % nanueHToB crapiie 16 IeT U He JOCTUTAUCh HU Y OJTHOTO MallueHTa
mitamme 16 sner. [lpu oTcyTcTBUM OTBETa HA TEPANUIO UTPAKOHA30JIOM B (POpPME KAIICyJl CIEIyeT
paccMOTpETh BO3MOKHOCTH TIEPEX0/1a Ha AIbTEPHATHBHYIO TEPATTHIO.

BcnoMorarenbpHEIE BEIIECTBA

JlexapcTBEeHHBIN Npenapar COIEPKUT caxaposy.

[TariueHTaMm ¢ peKo BCTPEUAOIIEHCst HaCcIeCTBEHHON HEMEPEHOCUMOCTRIO (DPYKTO3bI, TITFOK030-
raJlakTO3HON ManbaOcopOIel Uiy AeQUIMTOM caxapo3bl-M30MaIbTO3bI HE CleAyeT IPUHUMATh
3TOT Ipemnapar.

Kpacurens a3opyOun (kapmyasun) E122 MokeT BbI3bIBaTh aJIJIEPIUUYECKHE PEAKIIHUH.
BcnomorarenbHbie BElIeCTBa MeTHIINaparupoKkcuOeH3oar HaTpUs u
PONUINaparuIpoKcuOeH30aT HaTPHUsI MOTYT BBI3bIBAaTh aJFIEPrUUECKUe Peakiuu (B TOM YHCIIE,
OTCPOYEHHBIE).

JlaHHbIii mpenapat coaep kUt Mmenee 1 Mmosb (23 Mr) HaTpus Ha 1 Karcyiny, TO ecTh, [0 CyTH, He
COJIEP’KUT HATPUS.

4.5. B3amMmopeiicTBHe ¢ [PYrMMH JIEKAPCTBEHHBIMH IIpenapaTamMM W JApyrue BHABI
B3aMMO/EHCTBHA

HTpakoHa3on — mpenapar ¢ BBICOKMM IOTEHIMAJIOM JIEKaPCTBEHHBIX B3aumojencTBuil. Huke
ONMCAHbl PA3JINYHBbIE BUJbI JIEKAPCTBEHHBIX B3aWMOJAECUCTBUI M CBSI3aHHBIE C HUMHU 00IIHe

pexoMennanuu. Kpome Toro, mpezacraBieHa Ta0nuua ¢ NpUMepamMH JIEKapCTBEHHBIX CPEICTB,
9
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KOTOPBIE MOTYT B3aMMOJICHCTBOBATH C UTPAKOHABOJIOM, d@é&n&@ﬁ#&ﬁ%%ﬁiﬁ%ﬁ H&HQ&TOB

JU1st 00J1€€ IPOCTOrO UCTI0NIb30BaHusl. CIIMCOK IPUMEPOB HE ABJIAETCS BCEOOBEMITIOLUM, IO3TOMY
IIPY COBMECTHOM INPUMEHEHUHM KaKUX-IMOO MpenaparoB C UTPAKOHA30JOM CIIEAYET H3y4YHThb
MHCTPYKIIMH 10 MX IPUMEHEHMIO Ha MpeAMET HH(POPMALIUH, CBI3aHHON ¢ METa00IU3MOM, ITyTAMU
JIEKapCTBEHHBIX B3aMMOIECHCTBHM, TOTEHIUAIIHBIMU PUCKAMU U CHELM(PUUECKUMHU JIeHCTBUAMU
B OTHOLIEHUH COBMECTHOI'O IPUMEHEHUS.

HtpakoHazon mertabonmsupyercs B mepByto odepennr 3a cuer CYP3A4. [Ipyrue BemiecTsa,
HCITOJIB3YIOIINE TAHHBIH METa00JIMUECKHUI MyTh WK nu3MeHstomue aktuBHocTh CYP3A4, moryt
BJIMATH Ha (PApMaKOKMHETUKY UTpakoHa3ona. [Ipu oJHOBpeMEHHOM NMPUMEHEHUHN UTPAKOHA30J1a
C YMEpeHHbIMH WM MOIIHBIMH HHAYKTOpamMu CYP3A4 moxer CHMXKaTbcs OWOIOCTYITHOCTD
UTPAKOHA30jJa W TUAPOKCHHUTPAKOHA30Jla, TAaK YTO MOXKET OBITh CHUMXKEHa 3(PPEKTHBHOCTD.
CoBMecTHOE MpPUMEHEHUE C YMEPEeHHbIMH WM MolHbiMU HHruOuTOopamu CYP3A4 wmoxer
HOBBICUTh OHMOJIOCTYIHOCTh UTPAKOHA30J1a, NMPHUBOAS K 00jee BhIPAKEHHBIM WM JIUTEIbHBIM
dapmakonorudeckum 3¢pdexram uTpaKoHazona.

BcacbiBanue urpakoHa3ojia CHUXKAETCSl y MALMEHTOB CO CHM)KEHHON KHCIOTHOCTBIO KEIyJKa.
[IpenapaThl, CHMXKArOIIKME KUCIOTHOCTb JKENy/Ka, HapyIIAlT BCachIBaHME WTPAKOHA30jla M3
Karcys. YToObl IPOTUBOCTOATHh JaHHOMY 3((eKTy, peKOMEeH1yeTcsl MPUHUMATh UTPAKOHA30Jl B
KaIcyJlax ¢ KUCJIOTHBIM HAalMTKOM (HampuMmep, HEIUETUYECKOW KOJIOHN), €Cclid NPUHUMAIOTCS
npernaparsl JJIsl CHI)KESHHsI KUCIIOTHOCTH JKemyika (cM. pasnen 4.4).

WTpakoHa301 M €ro OCHOBHOM MeTabONUT TUAPOKCHMTPAKOHA30J SBISIFOTCA MOIIHBIMU
unruouropamu CYP3A4. MtpakoHason siBIs€TCSI HHTUOUTOPOM JIEKApCTBEHHBIX TPAHCIIOPTHBIX
MOJIeKyJ1 P-rimukomnporenHa M Oeika pPe3UCTEHTHOCTH K paky MosouHoi kene3sl (BCRP).
HTpakoHa301 MOKET MHTHOMPOBATH MeTaboIM3M TpenapaToB, Metadbonmsupyembix CYP3A4, u
TpaHcnopT npenapatoB P-rmukonporenHom u/wim BCRP, B pe3ynbTare 4ero Mo>xeT Bo3pacTaThb
KOHIIGHTpalusi ATUX NpenapaToB W/MIM MX aKTUBHBIX METa0OJIMTOB B IIa3Me IpHU
OJIHOBPEMEHHOM IpUeME C HUTPaKoHa30J0M. lloBbllIeHME KOHIEHTpalui B IIa3ME€ MOMKET
YCHJIMBATh WM MPOJOHTHPOBATh KAaK TEpareBTUYECKUE, TaK U HexenaTenbHble 3((EKThl ITHX
npenapatoB. J{JIs HEKOTOPHIX MpenapaToB COBMECTHOE MPUMEHEHHE C UTPAKOHA30JIOM MOXKET
NPUBECTH K CHIDKEHUIO KOHIIEHTPALMH MpenapaTa UM €ro akTUBHOIO KOMIIOHEHTa B miia3me. B
pe3yabTaTe 3Toro 3QPEKTUBHOCTD MPEnapaToB MOXKET OBITh CHIKEHA.

[Tocne oTMeHBI Tepanuy UTPAKOHA30J0M KOHIIEHTPAllMM B IJIa3M€ CHIDKAIOTCS HIDKE TNpejena
onpeneneHuss B TedeHue 7—14 nHel B 3aBUCHUMOCTH OT J03 U JUIMTEIBHOCTH Tepamuu. Y
MAIMEeHTOB C LUPPO30M MEUEHH WJIIH JIUL, MoydaBimx HHruouropsl CYP3 A4, koHIeHTpauu B
I1a3Me€ CHUXKAIOTCS MeEJUIEHHee. DTO OCOOEHHO BaXHO YYHUTHIBATh MpPU Hayajue Teparnuu

npemnaparaMu, Ha MeTa00JIn3M KOTOPBIX BJIMACT UTPAKOHA30JI.
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OOCTOSITENLCTBAX HEINb3sI MPUMEHATH Ipernapar

OOAHOBPEMCHHO C UTPAKOHA30JIOM. DTO OTHOCUTCS K CIICAYIOIIUM ITpCriaparam:

o cyocrpatel CYP3A4, y koTophIX

MOKCT BO3paCTaTb KOHHOCHTpALUA B IUIa3MC C

MPOJIOHTAIMEH WIH YCUTICHHEM TeparieBTUYECKUX U/WUJIH HexKeNaTeNIbHbIX 3P dEeKTOB

JI0 BO3HUKHOBEHHS ITOTCHIIAIIBHO
«He pexomeHnnyercs»

HUCKIIIOYCHHUEM CIIYYacB,

— peKoMmeHIyercss u30eraTb NPUMEHEHHs IIperapara,

CEphE3HBIX CUTyanui (cM. pasaen 4.3).

3a

Koraa I1I0JIb3a IIPEBBIIIACT HOTCHHH&HBHBII;'I PHUCK. Ecmm

COBMCCTHOI'O MIPUMCHCHUA HCJIb3s I/I36e)KaTB, PCKOMCHAYCTCA KIIMHUYCCKOC Ha6JIIOI[eHI/Ie,

J03bI

UTPAaKOHA30J1a W/WIM OJHOBPEMEHHO MPUHHUMACMBIX MPEMapaToB CICIYeT

KOPPCKTHUPOBATH 110 MEPE HCO6XO,I[I/IMOCTI/I. ITo BO3MOXKHOCTH PCKOMCHAYCTCA OIIPEACIIATH

KOHICHTpAIlUX B IJIa3MC€. 9TO OTHOCHUTCH K CJICAYIOLIUM IIpeTiapaTaM:

O yMepeHHbIe WK MouHble UHAYKTOpbl CYP3A4: He pexoMeH lyeTcsl Ha3HAuYEHUE 3a

2 Hemenmu 10 W B TEUCHHUE JICUCHHS] HTpakoHa3osoMm; cyoctpatel CYP3A4/P-

gp/BCRP, noBbIllIcHHE WK CHHXXCHHE KOHIEHTPAIM KOTOPHIX B IIA3ME MOXKET

IMPUBCCTHU K 3HAYUTCIIbBHOMY PHUCKY: HC PCKOMCHAYCTCA HA3HAUCHUC BO BPCM U B

TeueHue 2 HEACIIb IOCJIC JICUCHUA UTPAKOHA30JIOM.

«C OCTOPOKHOCTBIO» — PEKOMEHAYETCA

TIIATEIbHOE HAOJIOJCHNE IPU OJHOBPEMEHHOM

IIPUMEHEHHUH IIpenapara ¢ UTPaKoOHa30JI0M. IIpy OJHOBPEMEHHOM NPUMEHEHUH

PEKOMCHAYCTCSA TIIATCIIBHO Ha6J'II-OI[aTI> 3a TMAOUCHTOM W KOPPCKTHUPOBATH 03Bl

HUTpaKOHAa30J1a W/MITH COMMYTCTBYIOIIUX

mpemnaparoB Mo mepe HeoOxoaummocTu. Ecmm

BO3MOXHO, PCKOMCHAYCTCA ONPCACIIATH KOHLCHTpAUWU B ILJIa3MC. OTO0 OTHOCHUTCI K

CIIEYIOIINM IIpernapaTam:
o

KarcyJsax);

npemnaparbl, CHMXAOIIUMEC KHCIOTHOCTL XKCIIyAKa (TOJ'II)KO AJI1 UTpaKOHas3oJia B

yMepeHHbIe Uil MoIlHble THTuOuTOpsl CYP3A4;

cyocrpatet  CYP3A4/P-gp/BCRP,

IJId  KOTOPBIX ITOBBINICHUE WKW CHHUXCHUC

KOHI_[eHTpaHI/II\/'I B IJIa3M€ MOXKET IMMPHUBECTU K KIIMHUYCCKHU 3HAYNMOMY PUCKY.

HpI/IMepLI B3aHMOHCﬁCTByMMHX npemnapaTron

MMpEACTABJICHBI B Ta6J'II/II_IC HUWXKC. HpenapaTLI,

MNEPCUUCIICHHBIC B Ta6J'II/II_Ie, BLI6paHLI Ha OCHOBE JAHHBIX HCCJISIOBaHUM JICKAPCTBCHHBIX

BSaI/IMO,ZIeI\/’ICTBI/II\/JI WM KIMHUYECKUX CJIydacB, a TaKKC IOTCHHOHWAJBHBIX JICKAPCTBCHHBIX

B3aMMOJICUCTBUI Ha OCHOBE MEXaHNU3Ma IEUCTBUSL.

Kuaccnl
NnpenapaToB u

npenaparsl npenapara (CM. CHOCKH)

OknaaeMblii/MOTEeHIMAJIbLHBIH

3¢ ¢eKT N0 OTHOLIECHHIO K YPOBHIO

Kiannunuyeckue KOMMEHTapumn

(cM. npuMeYaHus)
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Andyzo3un Andyso3u Cmax (11), AUC (11)? He pexomenmyercss BO BpeMs U 2 HEIENIH IIOCHE
Cunono3ux Cunono3ut Cmax (11), AUC (11)2 OKOHYAHUSl JIEYeHHS HUTpaKoHa3oioM. I[loBbllieH
Tamcynosun Tamcynosus Cmax (11), AUC (11)2 pUCK TOSABICHHUA  HEXeNaTeNbHBIX  pPeaKIuii’,
CBSI3aHHBIX c an(hy303UHOM/CHII0JO3UHOM/
TaMCyJIO3MHOM.
AHaJIbIeTUKH
AndeHTaHIIT Andernranmn AUC (11-1111)? [IpuMeHATH C OCTOPOXXKHOCTBIO, HAOMIOATh Ha
Bynpenopdun Bynpenopdur Cmax (11), AUC (11)2 TIpeMET TOSBJICHUS HEXeNaTeIbHBIX pPeaKnni Ha
(8/B n | OkcukomoH Cmax (1), AUC 11 AQHABTETUKU®, MOXET MOTPeOOBATHCS CHIDKCHHE
TIOBSI3BIYHO) CydeHTaHIT — MOBBHIIICHHE KOHICHTPA- | 03Bl  aldeHTaHuna/oynpeHoppHa/OKCHKOI0Ha/
OKCHKOIOH 1y (CTeneHs HensBecTHA )P cydeHTaHmIA.
Cydenranun
deHTaHUIT ®enranun (B/B) AUC (11)2 He pexomennyercss Bo BpeMs U 2 HeIenH IOCHe
dentanun B apyrux  (Qopmax — | OKOHYaHHs JiedeHUs UTpakoHa3oyioM. IloBbieH
MOBBIIICHHE KOHLEHTPAIMH (CTEHEHb | PUCK MOSBICHHUS HEXENaTeNbHbIX peaknuid Ha
HeusBecTHa)™? (deHTaHUIC.
JleBametmmerta- | JleBametmnmeranon Cmax (11), AUC | IlpoTtuBomoka3aH BO BpeMs U B TeUeHHE 2 HEAeh
mon  (neBomera- | (111)2 mocje JICUCHHUsS WTPAKOHA30J0M. [IOBBIIEH pHCK
JIVAIT) MOSIBJICHUST ~ HEXeNaTeNbHbIX  peakuuit  Ha
JIeBallETUIIMETAI0JI: IPOJIOHTranus naTepBaina QT u
MUPYITHAS TaXUKapAXS.
MeTanou (R)-metamon Cmax (1), AUC (1)? IIpoTHBOIIOKa3aH BO BpEMs M B TECUCHHE 2 HEICIb
MOCJIe JIEYeHUs] MTPaKkoHa30JoM. [IOBbIIEH pHCK
MOSIBJICHHST HEXKENATENbHBIX PEaKIMii Ha METaI0H:
MOTEHI[MATIBHO YIPOXKAIOIIEe JKU3HH YTHETCHUE
JbIXaHWs, TposioHranust uHTepBana QT wu
MUPYITHAS TAXUKAPIUS.
IIpoTuBoapuTMHYECKHE CPeACTBA
JurokcuH Jurokcut Cmax T, AUC 1 [IpuMeHsITh C OCTOPOKHOCTBIO, HAOMIOJATh Ha
NpeIMET TIOSBICHHUS HEXeJIaTelbHbIX peakluil Ha
JIUTOKCHH, MOXET MOTPeOOBATHCS CHIKEHHE J103bI
JTUTOKCUHAS.
Juzonupamun Juzonupamun - noBbinienue | [IpoTuBoONoOKasan BO BpeMsi U B TeUCHUE 2 HeNelb
KoHeHTparmu (11)° MOCJIe JICYSHUS] MTpakoHa30JoM. [IoBbImEH pHCcK
MOSIBIICHUST ~ HEXKEJATeNBbHBIX  peakuuii  Ha
JM30IMPaMUL:  CEpPbEe3HBIE apUTMHH, BKIIOUYas
MUPYITHYIO TAXUKAPIHIO.
Jodernnua Hodermmua Cmax (1), AUC (1)? [IpoTrBOTIOKa3aH BO BpeMs M B T€UEHHE 2 HEIEb
MOCJIe JICYSHUS] MTPAaKOHA30JI0M. [IOBBIIEH PHCK
MOSIBJIGHUST ~ HEXeJaTeslbHbIX  peakuuit  Ha
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BKJIIOYad NHUPYITHYIO TaXUKaApAUTO.

Jponenapox Jponenapos Cmax (111), AUC (1111)2 IIpoTuBONIOKa3aH BO BpeMs U B TE€UEHHE 2 HEJEINb
nocje JeyeHUs WUTpaKkoHa30i10M. [IoBbIIEH pHCK
MOSIBJIGHUS ~ HEXeJaTeJbHbIX  peakuuii  Ha
JIpOHEMapoH: TpoJyioHranus wuHTepBana QT wu
CEpPAEYHO-COCYIUCTAsI CMEPTh.
XUAHUATH XunangauH Cmax T, AUC 11 [IpoTrBOTIOKa3aH BO BpeMs M B TEUCHHE 2 HEIEINb
MocJie JICYCHNST WTPaKkoHa30ioM. [IoBbImIEH puCcK
MOSIBJICHHS HE)XXENATCIbHBIX PEAKINHA Ha XHUHUIUH:
nposoHranms ~— uHTepBasia  QT,  mupysTHas
TaxXUKapAus, THIIOTEH3Us, CITyTAHHOCTh CO3HAHUS U
JETTUPUiL.
AHTHOMOTHKH
benakBunun benakeunmua Cmax (<), AUC (1) B | He pexomeHayeTcs B TeucHue 0ojice yeM 2 HEleIb
TCUEHHWEe 2 HeJNenb, OJMH pa3 B CYTKH | BIIIO0OH MOMEHT JEUCHUS OCIaKBUIMHOM B CBS3H C
6enaxkBuIMHA® MOBBIIIIGHUEM DPHCKa TOSBICHHS HEKEIATEIbHBIX
peakuii Ha 6eaKBHIHHS,
Hunpodmokcanu | Utpakonazon Cmax T, AUC 1 [IpuMeHATH C OCTOPOXKHOCTBIO, HAOMIOIATh Ha
H IpeAMET TOSBICHHUS HEXENTaTeNbHBIX PEaKIUi Ha
OpUTPOMULIMH UTPAKOHA30JI, MOXXET MOTPeOOBaThCS CHHKECHUE
JIO3BI UTPAKOHA30JIa.
Knapurpomunun | Knaputpomuiiux - noBbimeHne | [IpuMeHsATh C OCTOPOXXHOCTBIO, HAOMIOJAaTh Ha
KOHIIEHTpaIMK (CTeNeHb Heu3BecTHA)™ | MpeaMeT MOSABJIECHUs HeXkelaTeNbHbIX pPeaKkiuii Ha
Hrpakonazon Cmax T, AUC 1 UTPAKOHA30JT W/WIH KIAPUTPOMHIIUHS, MOXKET
MOTpeOOBAThCSI CHIKEHHWE 03Bl HMTPaKOHA30J1a
W/WIH KIApUTPOMHIIMHA.
Henamanun Jenamanug — mMOBBINIEHWE KOHIEHTpa- | [IpUMEHSATH ¢ OCTOPOXXHOCTBIO, HaONIOAaTh Ha
11K (CTENeHb HEU3BECTHA)™" MpeIMeT TOSBICHUS HEXeNaTeIbHBIX Peakuuil Ha
JieNlaMaHu]/ TPUMETPEKCaT, MOXET MOTpPe0OBaThCs
Tpumerpekcar Tpumerpekcar - MOBBILICHHE | CHU)KEHHE JI03bl HTpaKoHa3o0a’.
KOHIIEHTpAIMHK (CTEerNeHb Heu3BecTHa)
W3onnaszuy MN3onnasun: KoHIeHTpanus | He pexomeHmyercs B TedeHWe 2 HEAENb JO U BO
utpakoHasona (|| |)*° BpeMsl JICUCHHS HWTPAKOHA30JIOM, MOXXET OBITH
Pudamnuinnn Pudamnuunn: AUC ntpakonaszona ||| CHIXeHa 3(PEKTUBHOCTh UTPAKOHA30JIa.
Pudadbyrun Pugabytinn — mnoBblmeHHe KoHIEHTpa- | He pexkoMeHmyercs B TedeHue 2 Helelb /10, BO

uuu (cTeneHs HeusBecTHa)™P

Wrpakonazoi: Cmax ||, AUC ||

BpEMsd M B TCUCHHC 2 HCACIb TIIOCJIC JICUCHUA

UTPAKOHA30JIOM. Bo3moxHO CHUXCHHE
3((HEKTUBHOCTH UTPAaKOHA30Ja ¥ TIOBBHIIICHUE
pUCKa TIOSIBJICHUS HEXKEJaTeNbHBIX peakiui Ha

pudabyTun®.
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V' 310pOBBIX NTOOPOBOJNBUEB: TEIUTPO-

TipOimoNonasai - Hialtherman | ¢ 0 Bokembin

MUIH Cmax T, AUC 1

I[Ipu TsokenoM HapylmeHUW (QYHKIMA
nouek: Teaurpomuria AUC (11)2

I[pu TsokenoM HapylmeHUW (QYHKIMA
NEYCHHU: TEIUTPOMULIUH — IIOBBIICHUE

KOHIICHTPAINH (CTENICHb HGI/ISBCCTHa)a’b

HapynieHHeM (YHKIUU IeYeHH WIM MOYeK BO
BpeMsi M B Te4eHHE 2 HeAeNb IMOCie JIeYCHHS
UTpaKoHa30yoM. [lOBBIIEH pHUCK  MOSBICHUS
HEXXeNaTeNbHbIX peaklIMid Ha TEJIUTPOMUIIMH,
BKJIIOYAs IICYCHOYHYFO TOKCHYHOCTb, IPOJIOHTAINIO0
naTepBasia QT U MUPYITHYIO TaXUKAPIHUIO.

Y JApyrux IDAnHMeHTOB ClegyeT HpPUMEHATh C
HaOIrOoaTh  Ha

OCTOPOXHOCTEIO, npeaMeT

TIOSABJICHUSA HCXKCIIaTCIbHBIX peaxunﬁ Ha
TCIIUTPOMUILIUH, MOXKCT HOTpe6OBaTI)CH CHHIKCHHC

J103bI TEIUTPOMHULIUHA,

AHTI/IKoal"yJ[ﬂHT])I H aHTHTpOMﬁOTH‘{eCKI/Ie cpeacrea

AmnnkcabaH AnwnkcabaH Cmax (1), AUC (1)? He pexomennyercss Bo BpeMs U 2 HeIenH IOCie

PuBapokcaban PuBapokcaban Cmax (1), AUC (1-11)* JeUYeHUsI ~ UTpaKkoHa3onoM.  [loBBIIEH  pHCK

Bopamaxkcap Bopamakcap Cmax (1), AUC (1)* TTOSIBJICHHS HEKEJAaTeIbHBIX  peakmuii  Ha
anmkcaban/puBapokcadban/Bopamakcap®.

Kymapunst Kymapunsr (mHampumep, BapdapuH) — | [IpuMeHATH € OCTOPOXXHOCTBIO, HAOIMIOAaTh Ha

(Hanpumep, MOBBILICHHE KOHLEHTpAalMH (CTEHEHb | MPEIMET IOSBJICHUS HEKeNaTeNbHbIX Peakiuid Ha

BapQapuH) HeusBecTHA)™? KyMapHUHBI/IIIIIOCTa30J, MOXET MOTPeOOBaThCS
CHIKEHHE J03bl KyMapHHOB/IIMIIOCTa3051a’.

unocrazon Hunocrazon Cmax (1), AUC (11)*

Haburatpan Haouratpan Cmax (11), AUC (11)* [IpuMeHATH C OCTOPOXKHOCTBIO, HAOIIOJATh Ha
MpeIMET TOSBJICHUS HEXeNaTeIbHBIX PeaKIui Ha
maburatpaH, MOXET TOTpeOOBaThCS CHIDKCHUE
JI03BI faburarpana’.

Tukarpenop Tukarpenop Cmax (11), AUC (111)* IIpoTuBOMIIOKa3aH BO BpeMs M B TE€UEHHE 2 HEJENb

TOCJIC JICUHCHUSA HTPAKOHA30JIOM. TloBbImeH PHUCK

TIOSABJICHUSA HCXKCIIAaTCIbHBIX pealcum?l Ha

TUKarpesop, HapuMmep, KpOBOTEUEHUI.

IIpoTHBOCYI0POKHBIE CPENCTBA

Kap6amazennu

Konnenrpanus kapoamasenuna (1)

Konnentpanms urpakonasosna (|| )

He pexomennyercsa B TedeHue 2 HeAenb 10, BO
BpeMs M B TEUCHHE 2 HeJeNnb IO0CIe JICYEHUs
UTPaKoOHa30JI0M. D(PQPEKTUBHOCT HTPaKOHA30JIa
MOJXKET OBITh CHIKEHa B CBA3H C IOBBIIICHUEM
pUCKa TMOSBICHHUS HEXENAaTENbHBIX pEeaknuid Ha

KapOamazenuH®.

denobapOuTan

®deHoOapOUTA: KOHIIGHTpAIHUS HTpa-

koHaszona (| | |)*P

He pexomeHmyeTcs B TedeHme 2 HeOedb 10, BO

BpEMA M B TCUCHHUC 2 HCACIb TIOCJIC JICUCHUA
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HpAOraboRoN O - gkt |- obreb | U bhtkena

3¢ GEKTUBHOCTD UTPAKOHA30JIA.

HpOTmsonnaﬁeanecmle cpeacrsa

Penarnuuung Penarmuang Cmax T, AUC 1 [TpumeHsITH C OCTOPOXHOCTBIO, HaONIONAaTh Ha
Cakcarnuntux Caxkcarmuntul Cmax (11), AUC (11)* IIpeaMeT IOSABJICHUS HEXKEIATEIbHBIX PEaKLUi Ha
penarivHU/CaKCarJIuITHH, MOXET MOTPeOoBaThCs
CHIDKCHHE O3Bl PeMarinHNAa/CaKkcarIuITHHAS,
AHTHIeJIbBMMHTHBIE, IPOTHBOIPHOKOBbIEC U AHTHIIPOTO30/HbIE CPEACTBA

ApTtemerep-Iito-
Me(paHTPHH

XUHWH

Aptemetep Cmax (11), AUC (11)*
JliomedpanTpus Cmax (1), AUC (1)
XuHUH Cmax <>, AUC 1

[TpuMeHATh € OCTOPOXKHOCTBIO, HAOMIOOAaTh Ha
IpeAMET TOSBICHHUS HEXETATCIbHBIX PEAKIUH Ha
apremerep-moMepaHTpUH/XHHIHS,
JeUCTBUS

Crierudrueckue OTIMICaHbI B

HMHCTPYKLHUAX 110 IPUMEHEHUIO.

lanodantpun

lanodantpun - MTOBBIIICHHE

KOHILIEHTpAIK (CTENeHb HeU3BeCTHa)™

[TpoTuBONOKa3aH BO BpeMs U B TEUCHHE 2 HEAEIb
MOoCJIe JICYSHUS] MTPaKkoHa30JioM. [IOBbINIEH pHUCK
MOSIBJIGHUST ~ HEXeJaTesNbHbIX ~ peakuuit  Ha
ranmodaHTpuH: TponoHramus wuHTepBaa QT u

JICTAJIbHBIC apUTMHUH.

N3aBykoHazon

U3aBykonaszon Crax (<), AUC (111)*

[IpoTrBOTIOKa3aH BO BpeMs W B TCUYCHHE 2 HEIENb
mocje JICUYCHHUsS WTPAKOHA30J0M. [IOBBIIEH pHCK
MOSIBJICHUS ~ HEXEeNaTeNbHBIX  peakuud  Ha
M3aBYKOHA30JI: HApPYIICHUs CO CTOPOHBI IEYEHH,
peakuuu TUNIEPUYYBCTBUTEIHLHOCTH u

3MOPHOGETOTOKCUIHOCTb.

IIpa3zukBanTen

IpasuxBanTen Cmax (11), AUC (1)*

IIpuMeHATH C OCTOPOXXHOCTBIO, HAOMIOJAaTh Ha
IpeAIMET TOSBJICHHUS HEXENIaTeNbHBIX PEaKkIuil Ha
MPA3UKBaHTEN, MOXKET IOTPEOOBATHCS CHIKEHHE

JO3bI HpaBI/IKBaHTCHaC.

AHTHTHCTAMHHHBIE cpeacrsa

Acremm3on Actemm3on Cmax (1), AUC (11)* [IpoTrBOTIOKa3aH BO BpeMs M B TCUCHHUE 2 HEIENb
MoCJe JIEYeHUs] MTPaKkoHa30JioM. [IOBbINIEH pHUCK
MOSIBJIGHUST ~ HEXeJaTeslbHbIX  peakuuit  Ha
acTeMu3oyl.  mpojoHramus  uHTepBasa QT
MUPYITHAS TaXWUKapAHs U JIPYTUE JKEIYyJAO0UYKOBBIC
APUTMUH.
bunactun Bunactun Cax (11), AUC (1)? [TpumeHsTH € OCTOPOXHOCTBIO, HaOMIONaTh Ha
DbacTuH 36actuH Cmax 11, AUC 111 IpeaMeT MOSBICHUS HEXKeNaTeIbHbIX Peakuuil Ha
Pynaranun Pymatanqun  —  mOBBIIIEHWE — KOH- | OmyacTWH/30acTHH, pymnaTaguH®, MOXET MOoTpedo-
nenTparmu (11171)> BaThCs CHIDKEHHE JI03bI OWIacTHHA/>0acTHHA,
pynarajnHa.
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MuzonacTua

Musonactud Cax (1), AUC (1)?

TTpOimoNonasai b bpeha H-s-rueie 2-nenei

IMOCJIC JICHCHUSI HTPAKOHA30JI0M. IloBbImIcH PHUCK

TIOSABJICHUSA HCXKCIIAaTCIbHBIX peaxunﬁ Ha

MU30JIACTHUH: IIPOJIOHTallusd UHTCPBaJia QT

Tepdenannn

Tep(l)eHa[[I/IH — HNOBBINICHUC KOHLECHTpPA-

1y (CTeneHb HEM3BECTHA)?

HpOTHBOHOKa?,aH BO BpEMA U B TCUCHUC 2 HCICIIb
IMOCJIC JICHCHUSI HUTPAKOHA30JI0M. IloBbIIcH PHUCK
ITOABJICHUA HECXKCIAaTCIbHBIX

peakuui Ha

QT,

MUPY3THAs] TaXUKapAus U JIPYTHE JKEIyHAOYKOBBIC

TepeHAAWH:  TPOJIOHTAIWs  HHTEpBala

ApUTMUU.

HpOTI/lBOMI/leeHOBHLIe cpeacrsa

DneTpunrax Onerpuntad Cmax (11), AUC (111)* [IpuMeHsITh C OCTOPOKHOCTHIO, HAOMIOJATh Ha
NMpEeAMCET NOABJIICHUA HCXKCIATCIIbHBIX peaKuHﬁ Ha
AETPUNTAH®, MOXKET TMOTpeOOBaThCA CHIKCHHE
JIO3bI DIICTPHIITAHA.

AJkanoussl ANKajouapl CIOPBIHBM — MOBBIIIeHHE | [I[pOTHBOMOKAa3aH BO BPeMsi M B TEUCHHE 2 HeNelb

CHOPBIHBU KOHIIEHTpaLuHK (CTeNneHs Heu3BecTHA)™® | mocie NeyeHUs UTPAKOHA30JI0M. IIOBBILIEH PUCK

(murumposproram MOSIBJICHUST ~ HEXEJATeNbHBIX  peakuuit  Ha

UH, 3ProMeTpUH, AJIKAJIOH/IbI CIIOPBIHBHU, TAKUX KaK OPrOTU3M.

JproTaMuH,

METHUIIDPTOMETPHU

i)

HpOTI/lBOOHyXOJ'IEBbIe npenapartbl

Bopte3zomud Boprezomu6 AUC (1)? [IpuMeHsITh C OCTOPOKHOCTBIO, HAOMIOJaTh Ha
Bpenrykcumad Bpenrykcumab Bemorua AUC (1) MpeIMET TIOSBJICHUS HEXeNaTeIbHBIX PeaKnui Ha
BEIOTHH HPOTHBOOIYXOJICBEIE npenaparsi’, MOXKET
Bycynsdan Bycympdan Cmax T, AUC 1 moTpedoBaThCs CHIDKEHHE JTO3BI
OprnoTuHUO OpmotuaNO Cmax (171), AUC (1) MIPOTHBOOITYXOJICBOTO Tpernapara.

I'epurnanb Iepurnand Cmax T, AUC 1

HNmatunu6 Nmatunu6 Cmax (1), AUC (1)?

Hkcabenuinon Nxcabenmnon Cmax (<), AUC (1)*

Hunrenanub Huntenaunb Cmax (1), AUC (1)*

[TanobuHOCTAT [Manoobunoctat Cmax (1), AUC (1)*

[Nonarnun6 [onarnaub Cmax (1), AUC (1)*

PykcomutnanG PykcomutuauO Chax (1), AUC (1)?

Conupnerud Conungernd Cmax (1), AUC (11)*

Banngeranu6 Bauneranu6 Cmax <>, AUC 1

Wnenamucud Wnenamucud Cmax (1), AUC (11)* [IpuMeHsITh C OCTOPOXKHOCTBIO, HAOMIOIATh Ha

Hrpakonaszon - MOBBILLIEHUE
KOHIIGHTPAIlMH B CHIBOPOTKE (CTEIECHBb

Hen3BecTHa)"

NMPEAMET TOABJICHUSA HEXKCIATCIIbHBIX peaKuHﬁ Ha

UTPAKOHA30JI  W/WIM  HISNAIHCHO,  MOXET
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0T dGoniThon Hbkeliie | w0sbl “Hipatonasona

W/AIn I/IZ[CJ'IaJ'II/ICI/I6a.

AxcutuHno AxcutuHu6 Cmax (1), AUC (11)? He pexomennyercss Bo BpeMs U 2 HeIenHu IOCie

Bo3ytuan6 Bo3ytuan6 Cmax (111), AUC (111) JeueHuss  uTpakoHazonoM.  IloBelmeH — pHCK

Kabazurakcen Kabasurakcen Cmax (<), AUC («)? MOSIBICHUS ~ HEXKEJaTeNbHBIX  peakuuil  Ha

Kabo3antunn6 Kab6ozauturn6 Cmax (<), AUC (1)? IIPOTUBOOITYXOJIEBBIE MPEMapaThI®.

Heputnant Hepuruanb Cmax (1), AUC (11)?

KobumeTnan6 Kobumetnand Cmax 11, AUC 111 JIOTIOTHUTEIHHO:

Kpuzotuand Kpuzotnaud Cmax (1), AUC (11)? Jnst  kaba3uTakcena, Hake ©CIM HM3MCHCHHS

Habpadenund Haopadenud AUC (1)* napameTpoB (HapMaKOKHHETHKHA HE JOCTHrald

Jazatunud Hazatuau0 Cmax (11), AUC (11)? CTaTUCTUYECKON 3HAYMMOCTH B HCCIEJAOBaHUU

JHouerakcen Jouerakcen AUC («>-11)* JIEKapCTBEHHOTO  B3aMMOJCUCTBUSI C HU3KUMH

No6pyTHNO NopyTHUO Crax (1111), AUC (1111)2 JI03aMH  KETOKOHa30Jla, HaOIIoaanach BBICOKas

JlanaTuHMO JlanatuaHO Cmax (11), AUC (11)? BapHaTUBHOCTh pe3ynpTaToB. s wuOpyTuHMOa

Hunotnau6 Hunotnan6 Cmax (1), AUC (11)? cnenuuIecKre NeHCTBUS ONMHCAHBl B HHCTPYKITHH

Omanapu6 Omamnapu6 Cmax T, AUC 11 10 IPUMEHEHUIO.

[Tazomanu6 ITazomanu6 Cmax (1), AUC (1)?

CyHHUTUHHO CynutuHub Crax (1), AUC (1)?

TpabekTenun Tpab6ekrenun Cmax (1), AUC (1)?

Tpacty3ymab Tpacty3ymab SMTaH3UH — TMOBBIIICHHE

SMTaH3UH KOHIIGHTPAIMH (CTENEHb HEH3BECTHA)™

ATKaIou B! Anxamongsl OapBUHKA — TIOBBIIICHHE

OapBUHKA KOHIICHTPAINH (CTEIICHD Hem3BecTHa)>P

Peropadennd AUC peropadennba (|| mo manusM 1 | He pekomeHnmgyercss Bo BpeMs U 2 HEIENH IIOCIE
AKTHBHOI'O KOMIIOHEHTa)® JICYCHUS] UTPAKOHA30JIOM. MoxeT ObITh CHHIKEHA

s dexTuBHOCTH peropadeHuda.
Hpunorexan HpuHoTtekaH u ero akTUBHBIN MeTabonut | IIpoTnBOmoOKa3aH BO BpeMs U B TeUeHHE 2 HEAETb

— TIOBBIIICHWE KOHIEHTpAINH (CTENeHb

HensBecTHa)™"

TMOCJIC JICUCHUSA HTPAKOHA30JI0M. IloBpImIcH PHUCK

TIOSABJICHUSA HCXKCIIAaTCIbHBIX pealcum?l Ha

HPUHOTCKAH: MOTCHUUAJIBHO YI'pOXaromias KHU3HH

MUENOCYTPECCHS U Tuapesl.

AHTI/IHCHXOTI/IKI/I, AHKCHOJIMTHUKHA U CHOTBOPHBIE CPpeACTBA

Anmnpa3zonam
Apunumnpason
Bbportuszonam
Bycnupon
Kapunpaszun
Tl'anonepuon
Mupnazonam (B/B)

Iepocnupon

AmmpazonaM Cmax <>, AUC 11
Apunumpazon Cmax T, AUC 1
Bporuzonam Cpax <>, AUC 11
bycmmpon Crax 1111, AUC 1111
Kapunpasusu (11)*°
Tanonepunon Cmax T, AUC 1
(®B) -

KoHuenTpamu (11)°

MI/I,Z[EBOJ'IaM IIOBBIIICHHE

HpI/IMeHHTB C OCTOPOXKXHOCTLIO, Ha6J'IIO,Z[aTI> Ha
MNpeAMCET MNOABJICHUA HEXKCIATCIIbHBIX pCaKL[I/Iﬁ Ha
AHTUIICUXOTHUKH, aHKCUOJIUTHUKH HUJIU CHOTBOpHBIeC,
MOXET CHHMKCHHC I9THUX

oTpeOoBaThCS o3

Hpenaparos.
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KBernanus Iepocrmpos Cmax 111, AUC 111 (MOCHEOOBATENEHOCTE 0003]
Pamenreon Kgerunanus Cmax (11), AUC (111)?
Pucnepunon Pamenrteon Cmax (1), AUC (1)*
CyBopeKcaHT Pucnepunon - MTOBBIIICHUE
30MUKIOH KOHIIEHTpaIuK UHaeKc 1°
CysopexcatT Cmax (1), AUC (11)*
3omukiod Cmax T, AUC 1
Jlypasunon Jlypazumor Cmax (111), AUC (111)* [IpoTrBOTIOKa3aH BO BpeMs M B TEUCHHE 2 HEIENb
mocje JICYCHHUS WTPAKOHA30J0M. [IOBBIIEH pHCK
MOSIBIICHUST ~ HEXKEJATENBbHBIX  peakuuil  Ha
Jypa3uIOH: TUTIOTCH3USI, IIUPKYJISATOPHBIA KOJUIAIIC,
TSAXKEIIbIC OKCTparupaMuIHbIC CHUMIITOMBI,
CYJOpOTH.
Munazonam Mupazonam (mepopasibho) Cmax  1-11, | [IpoTuBOMOKa3aH BO BpeMs U B TeUEHHE 2 HEAETb
(IepopabHO) AUC 11-1111 mocje JICUCHHUsS WTPAKOHA30J0M. [IOBBIIEH pHCK
MOSBIICHUS ~ HEXKEJAaTeNbHBIX  peakuuii  Ha
MH/Ia30JIaM: yTHETCHHE JBIXaHUS, OCTaHOBKa
cep/Ia, IPOJOHTUPOBaHHAS CEAALUSI B KOMa.
ITumosug IMumo3ug Cmax (1), AUC (11)? IIpoTuBONIOKa3aH BO BpeMs U B TE€UEHHE 2 HEJENb
MOCJIe JICYSHUS] MTPaKkoHa30JioM. [IOBBINIEH pHUCK
IIOABJICHUS HEXKEJIATCIbHBIX peaKI_[I/Iﬁ Ha NMHUMO3HUMI:
apUTMUU  CEpAlld, BO3MOXHO, CBS3aHHbIE C
nposoHrarmeld uHTepBama QT u  mumpysTHOM
TaxuKapJuen.
Ceptunpon CepTHHION — TOBHINICHUE KOHICHTpa- | [IpoTHBOMOKa3aH BO BpeMs W B TcUeHHE 2 HEACTh
uuu (cTeneHs HeusBecTHa)™P mocje JICUYCHHUsS WTPAKOHA30J0M. [IOBBIIEH pHCK
MOSIBIICHUS ~ HEXKEJAaTeNbHBIX  peakuuii  Ha
CEepTUHION: TmpoyioHranus uHTepBasa QT
MIAPY3THAS] TAXUKAPAMSL.
Tpuazonam Tpuazonam Cmax 1-11, AUC 11-1111 [IpoTrBOMOKa3aH BO BpeMs U B T€UEHHE 2 HEAENb

TMOCJIC JICUCHUSA HTPAKOHA30JI0M. IloBpImIcH PHUCK

TIOSABJICHUSA HECXKCJIAaTCIbHBIX peaxunﬁ Ha

TpUasojgaM: Cyaoporu, YTHETCHUSA JbIXaHHs,

AaHT'MOOTCK, alTHOD U KOMa.

IIpoTnBOBHpYCHBIE CPEACTBA

AcynarpeBup (¢
ycunenuem) Te-
HOOBHpa TU30-
npokcmia (yma-

par (TDF)

Acynanpesup Cmax (111), AUC (111)*

Tenodoup

IIOBBIIIICHHEC

KOHIIEHTpAIMHK (CTEerNeHb Heu3BecTHa)

HpI/IMeHHTB C OCTOPOKHOCTBIO; CHCHI/Iq)I/I"IeCKI/IC
lleﬁCTBI/IH OIMMCAaHbl B UHCTPYKIIMHU 11O IPUMECHCHHIO

MIPOTHBOBUPYCHOTO TIperapara.

18




g
L Lyl

o et

TBETCTBYET 3KC

ot 1/

NEPTHOMY OTYETY

] '-,J_- TR

; 4
N A " wd AN

Bouenpesnp BorenpeBup Cmax (1), AUC (11) H}gilmje;{;l[g:gh' Eﬁgﬂ%ﬁ%x&"‘_iﬁ@m&%ﬁ Ha
Urpaxonazon - TIOBBIIIICHUE | IPEIMET IIOSIBJICHUSI HEXKENATeJIbHBIX PEaklid Ha
KOHILIEHTpAIMK (CTENEHb HEM3BECTHA)™ | UTpaKOoHa30J  W/WIM  OOLENpPEBMP,  MOMKET
NOTpeOOBaThCS CHW)KEHHME JI03bI HWTPAaKOHA30Ja.
Crneunguueckue AeHCTBUS YKa3aHbl B MHCTPYKLUH
10 IPUMEHEHHUIO OOIIeTIPEeBHpa.
KoOummcrar KoOwummcrar - moBeiieHue | [IpIMEHSATH C OCTOPOKHOCTBIO, HAaOMIOMATh Ha
KOHIIEHTpaIuHK (CTeNeHb Heu3BecTHa)™ | MpeaMeT MOSABNEHHs HekKelaTeNbHBIX pPeakiui Ha
Hrpakonazon - TIOBBIIICHUE | UTPAKOHA30J, MOXKET IIOTPEOOBATHCA CHIDKEHHE
KOHLIEHTpAIK (CTerNeHb Heu3BecTHA)™ | 03Bl MTPAKOHA30JIa.
JaxnaracBup Haxmatacsup Cmax (1), AUC (11)? [IpuMeHAITH C OCTOPOXKHOCTBIO, HAOIIOJATh Ha
Banunpesup Baununpeup Cmax (111), AUC (111)* IIpeIMET IOSABJICHUS HEXKEIATEeNIbHbIX PEaKLUi Ha
JIaKJIaTaCBUP/BaHUTIPEBUPS, MOXET MOTPEOOBATHCS
CHIDKEHUE J03bl 1aK/IaTaCBUpa/BaHUIIPEBHUPA.
HapynaBup (c | YcuneHnslif putoHaBHpOM napyHaBup: | [IpUMEHATH € OCTOPOXHOCTHIO, HAOIIOAaTh Ha
YCHUIICHHEM ) Crmax utpakonasomna (11), AUC (11)* MIpeIMET TOSBICHUS HEXeNaTeIbHBIX pPeaknnui Ha
@docammperaBup | YCWICHHBIH pPUTOHABHUPOM (ocamIipe- | HTPAKOHA30JI, MOXET MOTPeOOBAaThCS CHIDKCHHE
(c ycunenneM | HaBHP: Cmax uTpakonazona (1), AUC | mo3sl uTpakoHa3oma.
PUTOHABUPOM) an?
Tenanpesup TenanpeBup Cmax HTpakoHazona (1),
AUC (1)
DnBUTETpaBUD OneurerpaBup Cmax (1), AUC (1)* [IpuMeHsITh C OCTOPOXKHOCTBIO, HAOMIOJaTh Ha
(ycuseHHBI) HrpaxoHazon - HOBBILICHHE | TMPEIMET IOSBJICHUS HEXeNaTeNbHbIX PeaKkiuid Ha
KOHIIEHTPALMK (CTENEeHb HEU3BECTHA)™ | MTPAKOHA301 W/WIM DIBUTErpaBup (YCHJIEHHBIH
putoHaBupoM)®. MoKeT MOoTpeOOBaThCS CHIKEHUE
O3Bl  WTPAaKOHA307la; CM. HMHCTPYKIHIO IIO
MIPUMEHECHHUIO JIIBUTETPABHPA.
DdaBupens DdaBupen3 Cmax utpakonazona |, AUC | | He pekomeHmyercss B TeYeHHE 2 HEIENb J0 M BO
Hesupanun HeBupanud Cpax  HWTpakoHa3oja |, | BpeMsl JieueHHs UTPaKoHa30JIoM. D(P(HEKTUBHOCTH
AUC |] HUTPAKOHA30J1a MOXET ObITh CHIDKEHA.
KomOunarus: Dnbaceup Cmax (<), AUC (1) [IpuMeHsITh C OCTOPOKHOCTBIO, HAOMIOJaTh Ha
Onbaceup/I'paso- | I'pasonpeBup Cmax (<), AUC (11)* MpeIMeT TIOSIBJICHHS HEXKENaTeIbHBIX PEaKITHiA,
TIPEBUP CBSI3aHHBIX C  COBMECTHBIM  IIPUMEHEHHEMS.
Crneunguyeckne AeHCTBUS YKa3aHbl B HHCTPYKIUH
10 TIPUMEHEHUIO 10ACBUPa/TPa3oNpeBrpa.
KomoOunanus: I'nexanpeBup Cmax (11), AUC (11-111)* | IlpuMeHSATE ¢ OCTOPOXXHOCTBIO, HaOJIIOAaTh Ha
I'mexanpesup/ ITubpenracBup Crnax (<>-1), | mpeaMeT TMOSBIEHUS HEXKENATSNbHBIX PEaKInH,
IMuGpenTacBup AUC («-1)71)* CBSI3aHHBIX C  COBMECTHBIM  IPUMEHEHHEM®.

Crierudrueckue 1eHCTBAS yKa3aHbl B HHCTPYKIUN

0 MPUMEHEHHIO TIICKANPeBHpa/MTMOPEHTACBUPA.
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NuauHaBup KoHieHTparms nrpakoxasona 1° H}gilmje;{;l[g:gh' Eﬁgﬂ%ﬁ%x&"‘_iﬁ@m&%ﬁ Ha
WNupunaBup Cmax <>, AUC 1 MPEMET TOSABJICHUSA HEXKEIATCIbHBIX PEaKIUi Ha
UTPAKOHA30J1  W/WIM  WHAWHABUP®,  MOXKET
MOTPeOOBATHCSI CHU)KEHHE J103 UTPAKOHA30J1a W/HITH

WH/IMHABHPA.
MapaBupok Mapaupok Cmax (11), AUC (111)? [IpuMeHITH C OCTOPOXKHOCTBIO, HAOIIOJAaTh Ha
NpefIMET TOSBICHHUS HEXeJIaTeNbHbIX pPeakiuuii®.
Moxer  moTpeboBaThCS CHIDKEHHE  JI03BI

MapaBHPOKa.
KoMOunanws: Urpakonazon Cmax (1), AUC (11)* [IpuMeHATH C OCTOPOXXKHOCTBIO, HAOMIOIATh Ha
Owmb6wuracsup/Ila- | OmouracBup Cmax (<), AUC (1)? IpeaMeT MOSABICHUS HEXelaTeIbHBIX peakuuil Ha
purtamnpeBup/Pu- IMaputanpesup Cmax (1), AUC (11)* UTPAKOHA30J1 W/UIK MPOTHBOBUPYCHBIC CPEICTBAS.

tToHaBup/c J[laca-

OyBupoM miu 6e3

PuronaBup Cmax (1), AUC (1)
Haca6ysup Cmax (1), AUC (1)

Moxer  moTpeGoBaThCS CHIDKCHHE  JI03BI

WTpaKOHa307a. Creruduueckue JIeHCTBUS

HETO OMHCaHbl B MHCTPYKIUSAX IO TPUMEHEHHIO STHX
IpenapaToB.
PurtonaBup Hrpakonazon Cmax (1), AUC (11)? [IpuMeHATH C OCTOPOXXKHOCTBIO, HAOMIOJATh Ha
PuronaBup Cmax (<), AUC (1)* MpeIMET TOSBICHUS HEXeNaTeIbHBIX pPeaknui Ha
HUTPAKOHA30JI u/vwnu pUTOHABUPC. Moxet
NOTpeOOBaThCS CHW)KEHHME J03bI HWTPAaKOHA30JIa.
Crneunduueckue NeicTBHS ONMCaHbl B UHCTPYKIIUU
MO IPUMEHEHUI0 PUTOHABHPA.
CakBuHaBUD CaxBunaBup (0e3 ycwienus) Cmax 11, | [IpUMEHSATH C OCTOPOXHOCTBIO, HaAOMIOIATH Ha
AUC 111 MpeIMET TOSBJICHUS HEXeNaTeNbHBIX PeaKIui Ha
WrpakoHa3on (¢ YCWICHHBIM CaKBH- | UTPAKOHA30J ~ W/WIM  cakBWHaBHp®.  Moxer
HaBUPOM) Cmax (1), AUC (11)* moTpeOOBaThCS CHI)KEHHE JO3Bl HTPaKOHA30Ja.
Crierdrraeckue AeWCTBUS OMMMCAHBI B HHCTPYKIIHA
0 TIPUMEHEHUI0 CAaKBUHABHUPA.
Cumenpesup CumernpeBup Cmax (11), AUC (111)? He pexomenayeTcs Bo BpeMs U B T€UECHHUE 2 HEJENb

TOCJIC JICYCHUA UTPAKOHA30JI0OM.

Berta-610KkaTopbl

Hanonon

Ha}IOHOH Cmax TT, AUC TT

[IpuMeHATH C OCTOPOXXKHOCTBIO, HAOMIOJAaTh Ha
IpeIMET TOSBJICHHUS HEXEeJNaTeNbHBIX PEaKknuil Ha
Ha107101°. MoXeT nmoTpeOoBaThCsl CHIDKEHHE JI03bI

HaJa0J10J1a.

BJIOKaTOpLI KaJIbIIHEBBIX KAHAJ0B

benpuaun

BerI/I,HI/IJ'I — HOBBINICHUE KOHLCHTPpALlUU

(cTemenn HensBecTHA) P

HpOTI/IBOHOKaSaH BO BpEMs U B TCUCHUC 2 HCICIIb
IOCJIC JICHCHUSA HTPAKOHA30JI0M. IToBpImICH PHUCK
TIOABJICHUS HCXKCJIATCIIBHBIX pealcunﬁ Ha 6erI/I)1PIJ'I,
TaKUX KaK HOBasg apuTMuA MW IKCIyAOYKOBasd

TaxuKapaus 10 TUILYy IUPYITHOU.
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Hunrnazem JlunTuazem U UTPaAKOHA30JI — OBBINICHHE H}gilmje;{;l[g .:L'_- gb‘i"gﬂ%ﬁm}'{v, Tia@mg'z;%l}rb Ha
KOHILIEHTpAIUK (CTETNEeHb HeU3BeCTHA)™ IpeaMeT MOSABICHUS HeXelaTeNbHBIX peakuuil Ha
UTPaKOHA30II n/unu JUIITHA3eMS, MOJXKET
MOTpeOOBaThCSI CHW)KEHHME JI03bI HMTPaKOHA30J1a

W/WIIM TWITHA3EMA.
Oenoaunux ®enomunun Cnax 111, AUC 111 IIpoTuBONIOKa3aH BO BpeMs U B TE€UEHHE 2 HEJEINb
JlepkanuaumuH Jlepxanununma AUC (1111)* mocye JICUYSHHS WTPAKOHA30J0M. [IOBBINIEH pHCK
Hucommuma Hucongunua Cmax (1111), AUC (1111)* | mosBieHus HE)XEJAaTeIbHBIX  peakmuii  Ha
JUTAAPOTIAPUIITHEL: TUIIOTCH3USA u

neprdeprieckuii oTex.

Hpyrue npuruapo-
MTUPUAUHBI

Bepanamun

JruaponupuavHel — HOBBIIICHHE KOH-
leHTpanyH (CTeNeHb Heu3BecTHa)™?
Bepanammi — NOBBIIIEHHE KOHIIEHTpA-

1K (CTeNneHb Hen3BeCcTHa)™?

[TpumeHsTH C OCTOPOXKHOCTBIO, HaOMIONAaTh Ha
IpeaMeT MOSABICHUS HEXelaTeIbHBIX peakuuil Ha
JUTHIPONUPUINHBL/BepanaMui®, MOXeT HOoTpe0o-
BaThCSl  CHIDKEHHE

03 TUTHAPOIIUPUINHOB/

Bepalamuiia.

PasauuHnble cpeacTBa A1 JedeHus 3200/1eBaHUI cepaevyHO-COCYAUCTOH CUCTEMbI

AnuckupeH
Puonurynar
Cunnenadun
(mmst JIeUeHUS
JIErOYHOU

THIIEPTEH3HN)

Tananadun (s

Amuckupes Cmax 111, AUC 111
Puonnrynat Cmax (1), AUC (11)?
CunneHaduin/taganapun — IMOBBIIICHHAE
KOHLEHTPAlX (CTETIeHb HEN3BECTHA, HO

¢ dexr

BBIPAXKCHHBIM,

MOXET OBITh Goutee

yeM COOOIIEHO st

YPOIOTHYECKUX CcpecTB)™ P

He PCKOMCHAYCTCS BO BpEMA U B TCUCHUC 2 Henelb
IIOCJIC JICUCHUA I/ITpaKOHaSOHOMC. IloBbmmen pHUCK
IOABJICHUA HCXKEIATCIBbHBIX peaKI_II/Iﬁ Ha CCPACHHO-

COCYAMCTBIN Mpenapar.

JIeYCHNS

JIETOYHOU

THITIEPTECH3HH)

BozenTan BozenTan Cmax (11), AUC (11)? [IpuMeHATH C OCTOPOXXKHOCTBIO, HAOIIOJATh Ha

I'yandannu I'yanganu Cmax (1), AUC (11)? IIpeIMET IOSABJICHUS HEXKEIATENIbHbIX PEaKIUi Ha
0o3eHTaH/ryaHdaIMe®, MOXET MOTpeOOBaTHCS
CHIDKEHHE 7103bI 003eHTaHa/ryaHaIiHa.

WBabpaauu Weabpanud Cmax (11), AUC (111)* [IpoTrBOMOKa3aH BO BpeMs U B T€UEHHE 2 HEAENb
MOCJIe JICUSHUs] MTPaKOHA30Ji0M. [IOBBIIIEH pHUCK
MOSIBJIGHUS ~ HEXeJaTeJbHBIX ~ peakuuii  Ha
nBabpaanH, TaKNX Kak GUOPMILISIIUS MIPeAcepanH,
Opanukapansi, CHHYCOBash OCTaHOBKa cepAala |
Oyiokana cepama.

Panonazun Panonasus Cmax (11), AUC (11)* [IpoTBOTIOKa3aH BO BpeMs M B T€UEHHE 2 HEIeb

IOCJIC JICHCHUSA HTPAKOHA30JI0M. IToBpImICH PHUCK

TIOSABJICHUSA HCXKCIIAaTCIbHBIX pealcum‘/'l Ha

paHoJa3MH, TAKUX KaK IposioHranus nHrepsana QT

U IMo4YC€YHas1 HEA0CTAaTOYHOCTD.
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KonrpauentuBHble cpencrBa*

CNEOOBATENBHOCTE U003

JueHorect Huenorect Cmax (1), AUC (11)? [IpuMeHATH C OCTOPOXXKHOCTBIO, HAOMIOIATh Ha

Ynunpucrain Yunpuctai Cmax (11), AUC (111) IIpeaMeT IOSABJICHUS HEXKEIATEIbHBIX PEaKLUi Ha
KOHTpAIIETITUBHBIE ~ CPEICTBA®,  cneuuduyeckue
JieficTBUSA yKa3aHbl B MHCTPYKIUSX MO IPUMEHCHHIO
JTUCHOTECTa/yIUIIPUCTATIA.

JAuypernxku

OrutepeHoH OmreperoH Cmax (1), AUC (111)* [IpoTrBOTIOKa3aH BO BpeMs W B TEUCHHE 2 HEIEINb

TI0CJIE JICYCHUS HUTPAKOHA30JIOM. [ToBeimen pucKk

TITOABJICHUA HECXKCIAaTCIbHBIX peaKuHﬁ Ha
SIUIEPEHOH, TaKHX KakK TUNEPKATUEMU u
TUIIOTCH3HA.

)Keny)m!mo-lmmeqm,le cpeacrea

Amnpenuraat AUC (111)
Jlonepamun Cmax 11, AUC 11
Hetynutant Crax (1), AUC (11)*

AnpenuTast
Jlonepamup

Herynurant

[IpuMeHSITh C OCTOPOXKHOCTBIO, HAOIIOJAaTh Ha
MPEMET TOSABJICHUSA HEXKEIATeIbHBIX PEaKIui Ha
anpenUTaHT/ IOTIePaMU//HETYIUTAHT®, MOXET II0-
TpeOOBaThCSI  CHIIKCHHUE

J03bI aHpCHI/ITaHTa/

nonepamua. Crenuduyeckue OEHCTBHA LIS

HETyNMTaHTa MPCACTABJICHBI B MHCTPYKIUH.

Huzanpug Huzanpun — MOBBIIICHHE KOHIEHTPAINN

(cTeneHb HensBecTHa) P

[IpoTuBOMmOKa3aH BO BpeMs U B T€UEHHE 2 HEAEIb
[ocJjie JIeYeHHUs HUTpakoHa3osoM. [loBellieH puck
MOSIBJICHUS HEKeNaTeIbHbIX PEaKLMi Ha LU3anpu,
TaKUX  Kak  TSKeJIble  CepAEeYHO-COCYIUCThIE
SIBJICHHSI, BKJIFOYasi MpOJIOHTammio uHTepBana QT,
CEpBE3HBIE KEITYJOUYKOBBIE ADUTMUN U TUPYITHYIO

TaXUKAPAUIO.

Jomnepumon Hommepunos Cmax 11, AUC 11

HpOTI/IBOHOKaSaH BO BpEM:A U B TCUCHUC 2 HECICIIb
MOCJIC JICHCHUS HTPAKOHA30JIOM. IloBbimen pHUCK
TIOSABJICHUSA HCXKCIIAaTCIbHBIX peaKum?I Ha
JOMIICPUAOH, TaKUX KaK TAXKEIIbIC KCITYI0OYKOBBIC

ApUTMHUU U BHE3AITHAA CEPJACUYHAA CMEPTh.

Cpencraa st | Utpakorazoi: Cmax ||, AUC ||
CHMXXCHUS
KHCJIOTHOCTH

JKEIIyIKa

[IpuMeHATP €  OCTOPOXKHOCTBIO  TIpETaparsl,

CHWXAIOIUE KHCJIOTHOCTH JKEIIYyJIKa, HaIpUMED,
TaKHue Hei/'npanmyfomne KHUCJIOTY CpEACTBA, KakK

AJIIOMUHHUA TUAPOKCU] W IOJaBJIAOIINEC

BLIpa6OTKy KHCJIOTBI  Mpenaparbl, HAIPUMED,

AHTAarOHMUCThbI Hz-pCHCHTOPOB n I/IHI‘I/I6I/ITOpLI

IIPOTOHHOM noMIIbl. [Ipy 0JHOBpEMEHHOM JIEUEeHUU
HEUTPaIU3yIUMHU KHUCIIOTY CpENCTBAMH,
HanpuMep, aJIOMUHHS THAPOKCUAOM, UX CIEHYET

NPUHUMATh 10 KpalHed mepe 3a 2 yaca A0 WIH
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b2 Hieh tobHe hpriid wateyrpakonazona
(cm. pazoen 4.4).
Hanoxkceron Hamnokceron Cmax (111), AUC (1111)* IIpoTuBONIOKa3aH BO BpeMs U B T€UECHUE 2 HEIENb
MoCJIe JICYSHUS] MTpaKkoHa3oJjioM. [IoBbINIEH puck
MOSIBJIGHUS ~ HEXeJaTeJbHbIX  peakuuii  Ha
HaJIOKCETOJ, TaKUX KaK CHMIITOMBI OTMEHBI
OITHOHIOB.
Saccharomyces S. boulardii — cumwkenne xononmsanuu | He pekomeHmyercss BO BpeMs W 2 HEIEIH MOCIE
boulardii (cTereHs HEM3BECTHA) JIeUeHUs HUTPAaKOHA30JIOM. DddexTHBHOCTE
S. boulardii mosxer 6bITh CHIDKEHA.
HNMmyHocynpeccopbl
Bbyneconun byneconnn (must wuHranmsuuil) Cmax 1, | [IpuMeHATH C OCTOpPOXKHOCTHIO, HaOIIOAATH Ha
AUC 11; Oyneconnn (apyrue Gopmbl) — | IpeIMeT MOSIBICHUSI HEXKENATeIbHBIX PEakluid Ha
MOBBILICHHE KOHLEHTPAlMH (CTEHEeHb | IMMYHOCYNPECCOpPBI, ~ MOXET  MOTpeOOoBaThCs
HensBecTHa)™ P CHIDKEHHE 7036l HMMYHOCYIIpEccopa.
[ukmeconu Huxmeconnn (st uaranauuii) Cmax (11),
AUC (11)*
Huknocopux Huknocnopur (B/B) — TOBHIIICHHE
KOHIIEHTpauuu (<>-1)°
Luknocnopun  (mpyrue  ¢Gopmbl) —
MOBBIIICHNE KOHLEHTpAaUH (CTEHEHb
HensBecTHa)™
JlexcameTa3oH Hexcamerazon Cpax < (B8/B) 1
(mepopaipHO), AUC " (8/B,
®iyTHKa30H HepopabHO)
OnytrkazoH (U1 WHTANSAOWN) — —
HOBbIIIEHHE KOHLEeHTpanuu (11)°
O®nytukazoH (HazampHas ¢opma) —
MeTWinpenHn30- | HOBbIIeHHe KoHIeHTparuu (1)*°
JIOH MeTunmnpeaHU30JI0H (mepopainpHO)
Cmax T-11, AUC 11
Takponumyc Metmmpennusonos (8/8) AUC 11
Takponumyc  (B/B) —  TOBBIIIEHHE
xoHueHTpanuu (1)°
Takpomumyc (mepopasibHo) Cmax (171),
TemcupoauMyc AUC (11)*
Temcuponmumyce (B/B) Cmax (11), AUC
an
OBeponnmyc OBeponumyc Cmax (11), AUC (1111)* He pexomenayeTcs Bo BpeMst U B TE€UCHHE 2 HElleNb
Cuponumyc Cuponnmyc Cmax (11), AUC (1111)? nocje JeYeHHUs UTPAKOHA30JI0M°.
(panamuIuH)
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ot 17.02.2025 Nz 3775

D A T

peaKImii Ha IBEPOIUMYC/CUPOITUMYC.

IIpenapatsl, peryJipyionie ypoBHH JTHIHI0B

ATOpBacTaTHH ATtopBactaTtiH Cmax <>-11, AUC 1-11 IIpoTuBOMNIOKa3aH BO BpeMs M B T€UECHUE 2 HEIENb
IoCJIe JIeYEHUs UTpakoHa3osoM. IloBwilieH puck
MOSBJICHUS ~ HEXKEJaTeNbHBIX  peakuuil  Ha
JIOBAaCTaTHH/CHMBACTaTHH, TaKHX KaK MHOIATH,
pabaoMmonM3 W OTKIOHEHHS JIabOpaTOPHBIX

napaMeTpoB (QYHKIUU ITEYEHH.

Jlomuramu Jlomurarmn Cmax (1111), AUC (1111)2 [IpoTrBOMIOKa3aH BO BpeMs W B TEUCHHE 2 HEIEINb
MOCJIe JICUYSHUS] MTPaKOHA30J0M. [IOBBILNIEH pHCK
IIOABJICHUS HEXKEJIaTCIbHbIX peaKI_[I/Iﬁ Ha
JJOMUTAIINA, TAKUX KaK IICYCHOYHAA TOKCUYHOCTh U

TsKeJIasd KEJIyJOYHO-KUIICYHAas pECaKus.

JloBacratun JloBactatun Cmax 11171, AUC 1111 [IpoTrBoOMOKa3aH BO BpeMs U B TeUEHHE 2 HEAEIb
CumBacTaTuH CumBactatuH Cmax 11171, AUC 1111 IocJie JIeYEHUs UTpakaHa3oJoM. [IOBbIIEH pUCK
MOSIBJICHUSA HEXEJIATENbHbIX  pEaKLUi Ha
JIOBACTaTHH/CIMBACTaTHH, TaKMX KaK MHOTIATHS,
pabooMuonM3 W OTKIOHEHHsS JIabOpaTOPHBIX

napamMeTpoB (YHKIHH TEYCHH.

HeCTepOl/I)IH])Ie NPOTUBOBOCHAJIMUTE/IBHBIC CPEACTBA

Menokcukam Menokcukam Cmax ||, AUC | [IpuMeHsITh C OCTOPOKHOCTBIO, HAOMIOJATh Ha
npeaMeT CHIKeHHs 3(Q(HEKTUBHOCTH MEJIOKCHKaMma,
MOXET  TOTpeOOBaThCs  KOPPEKUHsS  JI03bI

MCEJIOKCHKaMa.

Pecniupatopuble cpeacTaa

Canmerepon Cammetepoi Cmax (1), AUC (1111)* He pexomenmyercs Bo BpeMs W 2 HeEIENH IOCIE
Je4eHHss ~ UTpakoHa3oioM.  IIOBBILIEH  pHCK
NOSIBIICHUS. ~ HEXKENaTeNbHBIX ~ peakuuii  Ha

cajaMeTepos’.

CeleKTHBHBIE I/l]-[l"l/lﬁl/lTﬂpl)l oﬁpaTnoro 3axBaTa CCPOTOHUHA, TPUHUKJINYCCKUE U IPYIUE€ aHTUICIIPECCAHTDI

PebokceTnn Pebokcetur Cmax (<), AUC (1) [IpuMeHsITh C OCTOPOXKHOCTBIO, HAOMIOIATh Ha
Bennadakcun Bennadakcun Cmax (1), AUC (1)? MpeIMeT TOSBICHUST HEeXXeNaTeNbHBIX PEaKINid Ha
pebokceTrnH/BeHIadakCUH®, MOXKET MOTPEeOOBATHCS

CHIDKEHHE 103 peboKceTHHa/BeHIaaKkCHHa.

Ypoaorudeckue npemnaparsl

ABanagun Asanapmi Crax (171), AUC (1111)? IIpoTuBONOKa3aH BO BpeMs U B T€UEHHUE 2 HEJEINb
1ocyie  JISYeHUs] WTpakoHa3oja. [loBbINIEH pHCK
TIOSIBJICHHS HEXEJIaTeJIbHBIX Peaklnii Ha aBaHa(wII,
TaKUX Kak TpHANM3M, HApyIICHUS 3pEHUs |

BHE3aIIHas MOTepPS CIIyXa.
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JlanokceTuHn JHanokcetns Cmax (1), AUC (1)? HQ)%Q‘@E%#‘%T@Q«EH%-B'WJQ% L% Y e—"
MoCJIe JICYSHUS] MTpaKkoHa3ojioM. [IoBbIMIEH puck
MOSIBJIGHUST ~ HEXeJaTesNbHBIX  peakuuit  Ha
JIAIOKCETHH,  TaKUX  Kak  OpPTOCTaTHYecKas
THIIOTEH3Hs U BU3YyaIbHBIC (P (EKTHIL.
Hapudenanun Hapudenamma Cmax (111), AUC (111- | He pekomenmyercst BO BpeMs M 2 HEJenH IOCie
T2 JIEYeHUs  UTpakoHa3ojoM.  [loBelleH  puck
Bapnenadun Bapmenadpun Cmax (11), AUC (1111)* TTOSIBJICHHS HE)XEJAaTeIbHBIX  peakmuii  Ha
napugeHannH/BapaeHad .
HyTtactepun JdyTactepu — MOBBILNICHUE KOHICHTpa- | [[pUMEHSITh C OCTOPOXKHOCTBIO, HAONIOAaTh Ha
11K (CTENeHb HEU3BeCTHA)™? IpeIMET TOSBICHHUS HEXEeJNaTeNlbHbIX Peakluil Ha
Nmunadenanux Nmunadenanus Cmax T, AUC 1 YPOJIOTHYECKUE IMPemaparbl’, MOXKET MOoTpedo-
OKCHOYTHHHH OKCHUOYTHHUH — TIOBBIICHWE KOH- | BaTbCS  CHIDKGHHE  JIO3bI  YPOJOTMYECKOTO
uentpamuu (1)° npenapara.  Cnenuduyeckue  ISHCTBHA 110
Cunnenadun Cunnenadui Cmax (11), AUC (11-1111)* | myracTtepuay yKa3aHl B HWHCTPYKIHH TIO €ro
(9pekTunbHas MPUMEHEHHUIO.
TCYHKITHS) Hnsa cungeHadmina w Tamanmadumima cm. maxoice
Tamanadun Tamamadmn Cmax (1), AUC (11)* paszoen 4.4.
(apexTunbHast
TUCHYHKIMS U
JOOPOKAYCCTBCH
Hasl THIEPILIa3us
MpeACTaTeIbHON
JKeJIe3bl)
Tonteponua Tonrepomua Cmax (1-171), AUC (11)* ¥y
a1 co cnabbiM Metabonmmom CYP2D6
VY aenadwun Yaenadui Cmax (1), AUC (11)*
de30TepouH ®deszorepoaut Cmax (1), AUC (11)2 [IpoTBoMOKa3aH MalMeHTaM ¢ HapyIICHHEM
(GYHKIMM TIeYeHH WIN MOYeK OT cpenHeil a0
TSDKEJION CTENCHH TSHKECTH BO BPEMsI U B TeUEHHUE 2
HEeJIeJb MOCIIE JICYCHHUs] UTPAKOHA30JI0M. [ToBbIIIeH
PUCK TIOSBJICHUS HEXENATCIbHBIX pEaKIuid Ha
(hesorepouH, TaKUX KaK TSDKEITbIC
aHTuxonuHepruyeckue 3dgdexTol. [IpumensaTs c
OCTOPOXKHOCTBIO Y PYTHX MAlMeHTOB: HAaOI0AATh
Ha NpeAMET MOSBICHHs HEXKEeJIaTeNbHbIX pPeaKluii
Ha (he30TepOUHS, MOXKET OTPEOOBATHCS CHIYKEHHE
JI03BI (he30TepOIuHA.
Comudenanyn Comuenannt Cmax (1), AUC (11)? IIpoTuBONOKa3aH mManUeHTaM C HapylIeHHEM
(YHKIIMM TIOYEK TSDKEJOW CTeNmeHH WId ¢

HapynieHHeM (YHKOUM II€4eHH OT CpeaHei
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TeueHue 2 HCACIIb IOCJIC JICHCHUSA UTPAKOHA30JIOM.

[loBbIlIeH pPUCK TOSBICHHUS  HEXEIATEIbHBIX
peakimii Ha conu()eHANMH: aHTUXOJIUHEPTHICCKHIE
3¢ dexTh 1 mpooHranus naTepBaia QT.

[IpumeHsTH C  OCTOPOXKHOCTBIO Y

IPYTHAX
MAIMEHTOB, HAONIONAaTh HAa MpPEAMET MOSBICHUS
HEeXKEJTaTeNbHBIX PeakInii Ha coMm(peHanH®, MOKET

MOTPeOOBATHCS CHIKEHHUE JT03BI COMH()eHAINHA.

Jlpyrue npenaparsl 4 JieKapCTBeHHbIE cpeIcTBa

ANUTPUTUHOUH AmutputuHouH Cmax (1), AUC (1)? [TpumeHsTH C OCTOPOXKHOCTBIO, HaOMIONAaTh Ha
(mepopanbHO) MpeaMeT TOSABICHUSI HeXXeJIaTeNbHbIX PEaKInid Ha
Kab6epronuu Ka6epromuu Cmax (11), AUC (11)* AU TPUTHHOUH/KaOeproJIuH/KaHHAOMOH Ibl/IIMHA-
Kannabuounapr KannaOvouapl — TIOBBILIEHHE KOH- | KaJbLET, MOXET IOTPeOOBATHCS CHIDKCHHE 103
UCHTpAIMK, CTEHEeHb HEHM3BECTHA, HO | 3THX MpernapaTtost.
BeposTHO (11)*
[MuHakambIeT IuaakamsieT Cmax (11), AUC (11)?
Komxunux Komxumma Cmax (1), AUC (11)* [IpoTrBOmOKa3aH TMalUeHTaM C HapyIICHHEM
(GYHKIMY TIOYEK MM NIEYSHU BO BPEMsI U B TEUCHHE
2 Henmenp TOCHE JICYCHUS  HMTPAKOHA30JIOM.
[ToBbIllIeH pHUCK TMOSBJICHUS  HEXKEJIATEIbHBIX
peakuuii Ha KOJIXMIHMH: CHH)KEHHE CeplIeuHOro
BbIOpOCA, AapUTMUHU  CEp/la, PECIUPATOPHbIH
JIACTPECC M yTHETEHUE KOCTHOTO MO3Ta.
He pekomeHayercst JpyriuM NalmMeHTaM BO BpeMs 1
B TeueHue 2  HeACNb  MOCIE  JICYCHHUS
UTpPaKoHa30JI0OM. [lOBBILIEH PUCK  MOSBICHUS
HEeKeJaTeNbHbIX Peaklui Ha KOJIXUIUHC.
Onuriaycrar CYP2D6 EMS: Cpax snuriycrara (11), | [IpoTuBomnokasan  mamueHTaM ¢ CHJIBHBIM
AUC (11)* metabommmom CYP2D6 EMS, mnomydaronmm

Bonee BBIPA’KECHHOC ITOBBIIICHUE

OXUAACTCd Yy JHI CO CpCIAHUM HIH

cJ1a0bIM MeTaboJIM3MOM CYP2D6

IMs/PMs npu OJIHOBPEMEHHOM

npumeHennu naruouropa CYP2D6.

MOIIHBIN i ymepeHHbIit uaruoutop CYP2D6, a
TaKKe IMAlMeHTaM CO CpPEAHUM WM CIa0bIM
merabomsmom CYP2D6 Bo Bpemst u B Teuenue 2
HeJlelb TI0CIIe TepaIruyi UTPakoHa3oJoM. [1oBbIeH
PHCK TIOSIBIICHHS HEXEJaTeNIbHbIX peakuuil Ha
QNIMTIIyCTaT: MpojoHTanus uHrepBamoB PR, QTc
n/wim QRS, a Taxke cepaedyHbIC apPUTMHUH.

[TpuMEHSITh C OCTOPOKHOCTBIO Y JIMIL C CHIIbHBIM
merabommsmom CYP2D6 EMS, nabmomate Ha

MNpeAMCET MNOABJICHUA HEXKCIATCIIbHBIX pCaKL[I/Iﬁ Ha
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JO3bI DJIUTITyCTaTa.

AJ'IKaJ'IOI/II[I)I AJ'IKaJ'IOI/I)ILI CIIOPBIHBU — TIOBBIIICHUE

CHOPBIHBHI KOHILIEHTpAIUK (CTETNeHb Heu3BecTHa) P

HpOTHBOHOKa?,aHLI BO BpEMA U B TCUHCHUC 2 HCICIIb
IMOCJIC JICHCHUSI HUTPAKOHA30JI0M. IloBbIIcH PHUCK

TIOSABJICHUSA HCXKCIIaTCIbHBIX peaxuﬂﬁ Ha

AJIKaJIOUAbl  CIIOPBIHBU, TaKHUX KaK JproTusm

(cm.  maxace paszden  «llpomugomuzpenosuvie

cpeocmeay).

lamanTamusa Tamantamud Cmax (1), AUC (1)?

[TpuMeHATH € OCTOPOXKHOCTBIO, HAOMIOOAaTh Ha
MpeAMET TOSBICHHUS HEXETATCIbHBIX PEaKIUH Ha
rajJaHTaMUH®, MOXET NOTpeOOBaTbCsS CHHIKCHUE

J03bI raJJaHTaMWHA.

HBakadrop Heaxadrop Cmax (11), AUC (111)°

IIpuMeHATH C OCTOPOXKHOCTBIO, HaOMIOJAaTh Ha
IpeaMeT MOSABICHUS HEXKeNaTeNbHBIX pPeakuuil Ha
nBakaTOp®, MOXKET MOTPeOOBATHCS CHIKCHHUE

JI03bI HBaKadTopa.

JlymakagTop/ Heakadtop Cmax (11), AUC (11)*

uBakapTop JIymakadTop Cmax («2), AUC («)?

HTpaKOHaBOJ’I CHMXKCHHUC
KOHIICHTpAalUu1, CTCTICHb HEU3BECTHA, HO,

BEPOSITHO |||

He pexomenayercst B TeueHue 2 HEAENb 10, BO
BpeMsi M B Te4eHHE 2 HEJCNb [MOCIe JICYCHHs
UTPAKOHA30JIOM. Bo3moxHO CHIDKCHHUE
3¢ (GEKTUBHOCTH WTPAKOHA30J1a, BO3PACTACT PHUCK
IIOABJICHUS HEXKEJIaTCIbHbIX

peaxkuuit Ha

nBakadTop®.

AHTArOHHUCTHI PeleNTOPOB Ba30MpPecCHHA

KonuBanran Konusanran Cmax (11), AUC (1111)* He pexomennayercss Bo BpeMs U 2 HeIENIH IOCHe

TonBanran Tonsanrtad Cmax (11), AUC (111)* JeYeHWsT ~ UTpakoHa3onoM.  [loBBIIEH  pHICK
MOSIBJIGHUST ~ HEXeJaTeJbHBIX  peakuuii  Ha
KOHMBAIITaH/TOJIBAIITAH®.

Mo3aBantan Mo3aBanraH Cnax T, AUC 11 [IpuMeHATH C OCTOPOXXHOCTBIO, HAOIIOJATh Ha

MpeIMeT TOSBICHUS HEXeNaTeIbHBIX Peakuuil Ha
MO3aBalTaH’, MOXET IO0TPeOOBaThCSl CHHIKCHUE

J103bI MO3aBallTaHa.

* unrn6uropsr CYP3A4 (BKIIOWAas HWTPAKOHA30J) MOTYT TOBBIIATH KOHIEHTPAIMIO TOPMOHATBHBIX

KOHTPALECIITUBOB B IJIa3M€ KPOBH.
IIpumeuanue
CpenHee NOBBILIIEHHE KOHIEHTPAIIHH:
1:<100% (< 2 paz);
11:100-400% (= 2 pa3 u < 5 pa3);
111: 400-900% (= 5 pa3 u < 10 paz);
T111: > 10 pas.
Cpennee CHH)KEHHE KOHIIEHTPAMHU:

1 <40%;
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Lli>80%.

OrcyrcrBue 3 dexTa:

Jns onucanus addexra (CpeaHss KOIOHKA) yKa3aHO Ha3BaHWE MCXOJHOTO JIEKAPCTBEHHOT'O BEIIECTBA, JaKe €CIU

3¢ deKT OTHOCUTCS K aKTUBHOMY KOMIIOHEHTY HJIM aKTHBHOMY META0OJIHTY IPOJIEKAPCTBA.
a. Jlns mpemapatoB co cTpelKaMH B CKOOKax OLGHKAa OCHOBaHA HA MEXaHH3ME JICKapCTBEHHBIX
B3aMMOJICHCTBIH M MHPOPMALIMH O KIMHIYESCKUX JICKAPCTBEHHBIX B3aHMOACHCTBHAX C KETOKOHA30JI0M HIIH
npyrumu MorHeIME nHTHONTOpaMu CYP3A4 n/nmm narndutopamu P-rimmkonporenna niu BCRP, a Taxoke
Ha JAHHBIX MOJCIMPOBaHMSA, KIMHHYECKAX CIy4aeB W/WIM SKCIEPUMEHTOB in Vitro. [mst apyrux
MIepeYUCIICHHBIX IIPENapaToB OLEHKa OCHOBAaHA Ha JIAHHBIX KIIMHUYECKUX JIEKAPCTBEHHBIX B3aUMOICHCTBUI
npemnapara ¢ UTPaKOHa30JI0M.
b. ITapameTps! hapMaKOKHHETHKH HE YCTAHOBICHBI
c. Cesi3aHHBIE C IPENapaTOM HEXKeJIaTeJIbHbIC JICKAPCTBEHHBIC PEAKIUH IIPEACTABICHBI B COOTBETCTBYIOLIEH

HWHCTPYKIHHU IO TPUMCHCHUIO.

eTn
JlexapcTBEHHBIE B3aUMOJICHCTBUS N3YYCHBI TOJIBKO Y B3POCIBIX.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTALHS

bepeMeHHOCTH

WtpakoHa3on He JOMKEH MPUMEHATHCS MPUH OEpPEeMEHHOCTH, 3a MCKIIOUYEHHUEM CIIy4aes,
YTPOXKAIOMIUX KU3HU, U, €CIM O0KHIAEMBIA TIOJOKUTEIBHBIN d()()EKT Ui MaTepu MpEBHIIIaeT
BO3MOJXKHBIHN Bpe[ 7S TUIO/IA.

B noknuHu4eckux uccaea0BaHugX ObLTO TOKa3aHO, YTO UTPAKOHA30J 00J1a/1aeT penpoayKTHBHON
TOKCHUYHOCTBIO.

JauHbIXx 00 WCMOJIb30BAaHUM HMTPAKOHA30JIa B MEpUOJ OEpeMEHHOCTH HEI0CTaToyHO. B xonme
KIIMHUYECKOTO TIPUMEHEHHUs TMpenapara TIOCjie perucTpaldd ObUIM OTMEYEHBl CIydau
BPOXKACHHBIX aHOMamnuii. Takue ciydau BKIIIOYAIM HAPYIICHUS Pa3BUTHs 3PEHUS, CKEleTa,
MOYETIOJIOBOM U CEPJCUYHO-COCYJTUCTOM CHUCTEM, a TaKKe XPOMOCOMHBIC HApPYIICHHUS U
MHO>KECTBEHHBIC TTIOPOKH pa3BUTHs. OHAKO, SIBIISETCS JIU MPUMEHEHUE HTPAKOHA30JIa IIPUIHHON
BO3HUKHOBEHUS JAHHBIX HAPYIICHHH, TOCTOBEPHO HE YCTAHOBIIEHO.

ONUIEeMUOTIOTHYECKUE JaHHbIE B OTHOIICHUH BO3JIEHCTBUS MTPAKOHA30Jla B MEPBBIA TPUMECTP
OEpEeMEHHOCTH, B OCHOBHOM Yy TAIMEHTOK, MOJYyYaBIINX KPATKOCPOYHYIO TE€PANHUIO MO TOBOIY
BYJIbBOBAarHHAJIBHBIX KaHIMJI030B, HE BBISBHJIM ITOBBIIICHHOTO PHCKA Pa3BUTHS BPOKICHHBIX
AHOMAJTUH MO0 CPABHEHUIO C KOHTPOJIBHOM IPYNION, HE MOABepraBIIelics BO3ICHCTBUIO HUA OJHOTO
U3 U3BECTHBIX TEPATOTCHHBIX (DAKTOPOB.

JKeHmuHaaMm IeTOPOHOTO BO3pacTa, MPUHUMAIOIINM UTPAKOHA30J1, HEOOXOIUMO HCITOIh30BATh
BBICOKOA()(DeKTHBHBIC METO/IbI KOHTPAIICTIIIMKA Ha MPOTSHKEHUH BCErO Kypca JICYCHHS BILIOTH JIO

HACTYIUJICHUSA nepBoﬁ MCHCTpPYyalHHU IIOCJIC €T0 3aBCPIICHU.
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JlakTamus

C rpyIHBIM MOJIOKOM BBIBOAMTCS OYCHB HEOOIBINIOE KOJIMYECTBO HTpaKkoHa3oa. [Ipu Ha3HaueHnn
UTPAKOHA30JIa JKEHIIMHAM, KOPMSAIIUM TPYIbi0, HEOOXOIMMO B3BEIIMBATH MPEAINOJIaracMoe
COOTHOIIEHUE TOJb3bl M PUCKOB. B cimyyae COMHEHMH >KEHIIMHA JOJDKHA OTKa3aTrbCs OT
KOPMJICHUS TPYIbIO.

4.7. BausiHde HA CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMHM CPeACTBAMH M PadoTaTh C
MeXaHNu3MaMu

HccnenoBanuss 1O M3YyYEHUIO BIUSHUS UTPAaKOHA30la Ha CHOCOOHOCTH  YIPAaBIATH
TPAHCIIOPTHBIMU CPEACTBAMU U pabOTaTh ¢ TEXHUKOM HE TPOBOAMIOCH. Heo0X0aumMo mpuHUMAaTh
BO BHMMaHHE BO3MOXXHOCTh BO3HUKHOBEHUS MOOOYHBIX PEAKIIMI, TAKUX KaK TOJOBOKPYXKEHHUE,
HapylleHue 3peHus u moTeps ciayxa (cMm. pasgen 4.8). [lpu mOSBICHHM OMUCAHHBIX
HE)KENaTeNIbHbIX SIBICHUI CIeAyeT BO3JAEPKaTbCsd OT BBHINOJHEHHUS YKa3aHHBIX BHJIOB
JESITEIIbHOCTH.

4.8. HexenaTejibHbIE peaKINU

PesroMe HexxenaTeabHbIX PEAKINT

[To nannsiM BcemupHoit opranuzanuu 3apaBooxpanenus (BO3) HexenatenbHbie 3¢ (HEKTHI
KJIaccu(UIUPOBAHBI B COOTBETCTBUU C YACTOTOM MX PA3BUTHUS CICIYIOIUM 00pa3oM: OUYSHb YaCTO
(>1/10), gacto (>1/100 u <1/10), mewacro (>1/1000 u <1/100), peaxo (>1/10000 u <1/1000) u
odeHb peako (<1/10000), Bkiarouasi eAMHUYHBIC CIy4Yan; YaCTOTa HEU3BECTHA — HE MOXET OBITh
paccuuTaHa Ha OCHOBaHWHU UMEIOIINXCS JaHHbBIX.

JlaHHBIE, TTOJIYYEHHBIE B X0A€ KIMHUYECKUX UCCISIOBAHUMN

B xone npoBenenust 107 OTKPHITHIX U IBOMHBIX CIEMBIX KIMHUYECKUX UCCIIETOBAHUH C y4acTHEM
8499 nanueHToB, /e Bce MalueHThl XOTs Obl OJIMH pa3 MPUHSIIN UTPAKOHA30J], ObUla MPOBEIeHA
OlleHKa 0€30IaCHOCTH JICUCHUSI.

Hughexyuu u unsazuu:

HEYacTO — PUHUT, CUHYCUT, UH(EKIMN BEPXHUX AbIXaTEIbHBIX ITyTEH.

Hapywenus co cmoponsl kposu u aumgamuueckou cucmemol.

PEIKO — JEUKOIEHUS,

4acTOTa HEU3BECTHA — HEUTPOIICHUS.

Hapywenus co cmoponvl ummyHHou cucmemol.

HEYaCTO — TUIEPYYBCTBUTEIBHOCTD.

Hapywenus co cmoponvl HepeHoil cucmembl.

4acTO — roJIOBHAs 0OJIb;

PEAKO — TUIIECTE3HS], TAPECTE3HS.

Hapywenus co cmoponvl opeana ciyxa u 1abupunma:
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pPENKO — 3BOH B yIIIax.

Kenyoouno-kuweynvle napyuienus:

4acTo — 00JIb B JKMBOTE, TOIIHOTA;

HEYacTo — JAMCIIETICHUS, 3a10p, METEOPU3M, JIUapesi, pBOTa;

PENKO — TUCTEB3USL.

Hapywenus co cmoponvl neuenu u scenyesvi8o0auux nymeu.

HEYacTo — TUNepOMIMpyOHEMUS], HapylIeHue (PyHKIIUH [TeYEeHU.

Hapywenus co cmoponbl Kodtcu 1 n0OKONCHbIX MKAHELL:

HEYacTO — ChlIlb, 3y/1, KpallMBHUIIA.

Hapywenus co cmoponsl nouexk u mMouesvbi800auux nymei.

PENKO — MOJUTAKHYPHSL.

Hapywenus co cmopoHbvl penpodykmusHotl cucmemsl U MOJIOYHBIX Jiceles.

HEYacTO — HapyIIeHWEe MEHCTPYaJIbHOTO IHKIIa;

PENKO — DPEKTUIIbHAS TUCHYHKIIHS.

Obwue HapyweHus u peakyuu 8 mecme 66e0eHUsL.

PENKO — OTEYHBIN CHHIPOM.

Huxe npeacTaBieH CIUCOK HEXENATEIbHBIX PEaKIMi, CBA3aHHBIX C MPHUEMOM UTpPaKOHA30Ja B
dopme pacTBOpa UIs TpHeMa BHYTPh W/WJIHM pPAacTBOpa Ui BHYTPHBEHHOTO BBEJCHHA (3a
UCKJTFOUEHHEM IMTOOOYHBIX PEAKIINi, OTHOCSIINXCS K KATETOPUH «BOCTIAJICHHSI B MECTE UHBEKIIUN,
MOCKOJIbKY JIaHHBIE TOOOYHBIE PEAKIIMU SBJISAIOTCS CIEU(PUUHBIMU JUIs JIEKAPCTBEHHON (POPMBI
«pacTBOP JJIsi BHYTPUBEHHOTO BBEJICHUS»).

Hapywenus co cmopoHvl Kposu u Jaumpamuieckoi cucmemvl. TPaHYJIOIHUTOIICHUS,
TPOMOOLIMTONIEHHUSI.

Hapywenus co cmoponvl ummynHou cucmemvl: aHaQUIAKTOUIHBIE PEAKIINU.

Hapywenus memabonuzma u numanus. TUTIEPTINKEMUS, TUMEPKAIUEMHUs, TUIOKATUEMUS,
THIIOMarHUeMHSI.

Icuxuueckue Hapyuienus’ CITyTAHHOCTh CO3HAHUSL.

Hapywenusa co cmoponwvl Hepenotl cucmemsl: niepudepuyeckas Helponarus, ToJI0BOKpYKEHHE,
COHJIMBOCTb.

Hapywenus co cmoponvl cepoya. cepiedHasi HEIOCTaTOYHOCTh, HEIOCTaTOYHOCTH JIEBOTO
KEITyT0UKa, TAXUKAPIIHSL.

Hapywenusa co cmoponul cocyoog: apTepualibHasi THIEPTEH3Ms, apTepHaIbHas THIIOTEH3HA.
Hapywenusa co cmopomnsl OvixamenvHoll cucmemvl, 0p2aHo8 2pyOHOU KIemKU U CPeOOCmeHUs:
OTEK JIETKUX, TUC(HOHMS, KaIIeb.

Kenyoouno-kuuieunvie napyuieHus ey 109HO-KUIIIEYHbIE PacCTPONCTBA.
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Hapywenus co cmopomnst neuenu u cheﬂqeebzeod;m;ux':%;L_?].El%gﬁ%EEQéﬁﬁ@%a]—ﬁMéHHe

(bYyHKIMY TICYSHH.
Hapywenus co cmoponvl Kodtcu u NOOKONICHBIX MKAHEeN. SPUTEMATO3HAas ChIIlb, TUIIEPTUIPO3.
Hapywenus co cmoponbl MbluleuHol, CKelemHoUu U COeOUHUMENbHOU MKAHU. MUaIrus,
apTpaTus.
Hapywenusa co cmoponvl nouex u mMouegvlg00awux nymeti. HeJOCTATOYHOCTh (DYHKIMH MOYEK,
HeZlep)KaHHe MOYH.
Obwue napywenus u peakyuu ¢ mecme 66e0eHus . TeHepaIu30BaHHbIE OTEKH, OTEK JIuIa, 00Jb B
Ipyzu, runepTepmusi, 60jb, ycTanocTb, 03HOO.
Jlabopamopnuie u UHCMPYMEHMANbHbLE OaHHble: MOBBIIIICHUE aAKTUBHOCTH
aJlaHUHaMUHOTpaHchepassl, MIOBBIIIICHUE aKTUBHOCTH acrapTaTaMHHO-TpaHC(epassbl,
IOBBIIIEHUE AKTUBHOCTU WIEIOYHOM (ocdarazpl B I1a3Me KpPOBHU, MOBBIIIEHHE AKTUBHOCTH
JAKTaTAETUAPOreHa3bl B IUIa3ME€ KpPOBH, IOBBIIIEHHE KOHLEHTPALMM MOYEBUHBI KpOBH,
MOBBIIIIEHNE aKTUBHOCTU T'aMMa-TIIyTaMHUITpaHC(epasbl, MOBHIIIEHNE aKTUBHOCTH NEUYECHOYHBIX
(dbepMEeHTOB, OTKJIOHEHHE OT HOPMBI MOKa3aTesiel o0IIero aHajanu3a MO4H.

eTH.
bezonacHocTh HWTpakoHa3osa OLEHHBaJach B 14 KIMHUYECKMX HCCIIENOBaHUSAX (4 IBOMHBIX
CJICTIBIX, TUTAIE00-KOHTPOIMPYEMBIX UCCIIEIOBAHMS, 9 OTKPBITHIX UCCIICAOBAHMMA, 1 | — mMeromee
OTKPBITYIO a3y C mocienyromniei 1BoiHoN cienoit) ¢ yuactuem 165 nereit B Bozpacrte ot 1 roga
no 17 ner. B xone umccnenoBaHuii ObUIO OTMEUEHO, YTO HambOOJIee 4acTO BCTPEYAIOLIUMMCS
NOOOYHBIMU pPEaKUUsAMHU ObUIM: TOJOBHAas O0ib, pBOTA, OOJIb B JKUBOTE, JHapesi, HapylIeHUe
(GYHKIMM TI€YeHHW, TOINHOTA, KPAlWBHUIA, TUIOTEH3USA. XapakTep MOOOYHBIX PpEaKIHi,
BCTPEYAOINXCS Y IETeH, CXOXK C TEM, UTO HAOIIFOJAeTCsl y B3POCIBIX MAIMEHTOB; TEM HE MEHeEe,
4acTOTa MOOOYHBIX peakLUi y AeTeil BhIIe.

HexxenaTenbHble peaklMy, 3apErUCTPUPOBAHHEIE B IIOCTPETHCTPAIIMOHHOM HEPHOAL (,[[aHHLIe

MOJTy4Y€Hbl HA OCHOBAHUU CIIOHTAHHBIX COOOIIEHHI)
[IpencraBieHHas yacToTa MOOOYHBIX PEAKIMi OCHOBaHA HAa KIMHUYECKOM OIIbITe MPUMEHEHUS
UTpPaKoOHa30ja B (hopMe KarcyJl IOocie PerucTpauu.
Hapywenus co cmoporvl UMMYHHOU CUCTEeMbl.:
OUEHb PEIKO — CBIBOPOTOYHAs OO0JE€3Hb, AHTMOHEBPOTHMYECKHM OTEK, aHa(pUIaKTHYECKUe,
aHapUIAKTOUHBIE U AJJIEPIrHYECKHUE PEaKIUH.
Hapywenusa memaboauzma u numanus:
OUYEHb PEJIKO — FTMIEPTPUIIIHLIEPUAECMHUS.
Hapywenus co cmopoHbl HepeHOU cucmembl:
OYEHb PEJIKO — TPEMOP.
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Hapywenus co cmoponst 0peana 3peHus. (NOCNEOCQBATENEHOCTL 0003)

OYEHb PEJKO — HEUETKOE 3pEHUE, JUILIOIHS.

Hapywenus co cmoponuvl opeana ciyxa u 1adupunma:

OYEHb PEIIKO — CTOMKAs WM BPEMEHHAs ITOTEPS CIIyXa.

Hapywenus co cmoponvl cepoya:

OYEHb PEIKO — XPOHMUYECKAs CeplleyHast HeJOCTATOYHOCTb.

Hapywenus co cmoponsl ObixamenvHou Cucmemvl, 0peaHo8 epYOHOlU KIemKU U cpeoOoCmeHUs.
4acTO — OJIBIIIIKA.

Kenyoouno-kuweunvle napyuienus:

OYEHb PEIKO — [IAHKPEATHT.

Hapywenus co cmopoHbl neuenu u Jcendesbl800sauux nymet.

OUYCHb PENIKO — TSDKEJIO0e TOKCHYECKOE MOpPaKEHUE MEYeHU (B TOM YHUCIIe HECKOJIBKO CIIydaeB
OCTpPOI MEYEHOUYHOM HEAOCTATOYHOCTH C JIETAIbHBIM HCXOJIOM).

Co cmopoHbl KodHCU U NOOKONCHOU MKAHU

OUYEHb PEAKO — TOKCUYECKHH MK IepMalIbHbII HeKpou3, cuHipoM CTuBeHca-/[oHCcoHa, OCTpbIi
IeHEepATM30BaHHbIM SK3€HTEMATO3HBIM IyCTyse3, MOJUMOp(HAs 3pUTEMa, SKCPOIMATUBHBINA
JE€PMAaTUT, JIEHKOLUTOKJIACTUYECKUI BACKYJIUT, aJONELUs, CBETOUYBCTBUTEIBHOCTD.
Jlabopamophule u uncmpymenmanbHble OaHHbIE:

OUYEHb PEJIKO — MOBBILIEHNE aKTUBHOCTU KpeaTUH(POC(HOKNHA3ZHI KPOBH.

COO6H.I€HI/IC 0 TOAO03PEBACMBIX HEXKCIATCIBbHBIX PCAKIINAX

BaxHo coo01math 0 mo103peBaeMbIX HEXKeNaTeIbHBIX PEAKIIHIX TIOCE PETUCTPAIMY TIpernapara ¢
IEIbI0 OOECTIEUYEeHHs] HENMPEPhIBHOIO MOHUTOPUHTA COOTHOIICHHUS «IOJb3a — PHUCK»
JIEKApCTBEHHOTO TIpenapara. MeauiMHCKUM paOOTHUKAM PEKOMEHyEeTCsl COOOIaTh O JIFOOBIX
MOJI03PEBAEMBIX HEXKENAaTeIbHBIX PEaKIUIX JIGKAPCTBEHHOTO Iperapara uepe3 HalMOoHATbHbBIE
CHUCTEMBl COOOIIEHUsI O HEXKeJIaTeNbHBIX pPEaKIUsIX TOoCyAapcTB — uJIeHOB EBpasuiickoro
HKOHOMHUYECKOTO COI03a.

Poccuiickaa ®@eoepayus

®denepanbHas ciryx0a 1Mo Haa30py B cdepe 3apaBooxpanenus (Poc3apaBuaazop)

Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomaab, 1om 4, ctp. 1

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

DnekTpoHHas movta: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIMOHHO-TEIEKOMMYHHUKAITHOHHON ceTn «IHTepHeT»:
https://www.roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CUMOTOMBI
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J10303aBUCUMBIMHU HO60‘-IHBIMI/I peaKHI/IHMI/I, Ha6JIIOI[aeMbIMI/I HpI/I HpI/IMeHeHI/II/I 06LI‘IHBIX 03
npenapara.

JleueHue

Crernuduyeckoro aHTHAOTa HE CYIIEeCTBYeT. B cilydae mepeno3upoBKH CIEIyeT MPOBOIUTH
MOIJICP)KUBAIOIIYIO TEPAITHIO, CACNaTh MPOMBIBAHUE KEITyKa PacCTBOPOM HaTpus OMKapOOHarTa,

J1aTh AKTUBUPOBAaHHBIN yrousb. TpakoHa30i1 He yaIseTcsl U3 OpraHru3Ma Ipu reMoInainse.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHe CBOlicTBA

®apMakoTepaneBTUYECKass TpyIa: IPOTUBOTPUOKOBBIE CPEJICTBA CHCTEMHOIO JECHCTBUS;
IPOM3BOJIHBIE TPUA30JIa U TETpa3oJa.

Kox ATX: JO2ZAC02

Mexanusm aeiicteus U hapMmakonuHamuueckue 3O deKTol

WTpakoHa301 — CHUHTETUYECKOE IMPOTHBOIPUOKOBOE CPEJICTBO LIMPOKOIO CHEKTpa JEHCTBUS,
IMPOU3BOJHOC TpPHA30JId. Mexanuzm HeﬁCTBHﬂ HUTpAaKOHA30JIa 3aK/II04YacTCsA B I/IHFI/I6I/IpOBaHI/II/I
OMOCHHTE3A 9procrepoiia — OCHOBHOI'O KOMIIOHCHTA KJIETOYHOH MCM6paHBI rpH6a, Y4aCTBYIOLICTO
B TIOAJIEPKAaHUM CTPYKTYPHOM WEIOCTHOCTH MeMOpaHbl. Hapymienume cuHTe3a sprocrepoiia
MNPUBOJAUT K M3MCHCHHIO IMPOHUIIACMOCTH M€M6paHBI " JIN3UCY KIICTKH, YTO U 06}’CJ'IaBJ'H/IBaCT
IPOTUBOIPUOKOBBIN 3 HeKT npenapara.
I/ITpaI(OHa3OJ'I AdKTHUBCH B OTHOILIICHUU I/IH(I)GKI_II/II\/’I, BBI3bIBA€CMBIX FpI/I6aMI/IZ
— nepmartoduramu (Trichophyton spp., Microsporum spp., Epidermophyton floccosum);
— naposokernonoousivMu rpubamu (Candida spp., 6 mom uucae C. albicans, C. tropicalis, C.
parapsilosis, C. dubliniensis, Cryptococcus neoformans, Malassezia spp., Trichosporon
spp., Geotrichum spp.); Aspergillus spp.; Histoplasma spp., exarouas H. capsulatum;
Paracoccidioides brasiliensis; Sporothrix schenckii; Fonsecaea spp.; Cladosporium spp.;
Blastomyces dermatitidis; Coccidiodes immitis, Pseudallescheria boydii; Penicillium
marneffei 1 MHOTUME JPYTHMHU.
Candida krusei, Candida glabrata u Candida tropicalis sBnstoTcst HaMMeHee YyBCTBUTEIbHBIMU
K JIeWCTBUIO HTpakoHasoa Buaamu Candida.
OCHOBHBIMH THIIAMHU T‘pI/I60B, Pa3BUTHEC KOTOPBIX HE IMOAABIACTCA UTPAKOHA30JIOM, SBJIAIOTCA
Zygomyces (Rhizopus spp., Rhizomucor spp., Mucor spp. u Absidia spp.), Fusarium spp.,
Scedosporium spp. u Scopulariopsis spp.
YcTOMYMBOCTE K a30JIaM Pa3sBUBACTCA MCAJICHHO W 4YaCTO SABJIACTCA PE3YJIBTATOM HECKOJIBKUX

T'€HECTUYCCKUX MYTaHI/Iﬁ. OnuncaHHble MEXaHU3MBI Pa3sBUTUA YCTOI\/’I'-II/IBOCTI/I BKJIFOYAIOT B ceOs

33



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 17.02.2025 Ne 3775

N A "

runepakcnpeccuto rena ERGI11, koaupyromer @epMeM':i:;&L%MﬁJegg,t%;&Eﬁﬁ':Li:is';'I;!IETc;I

OCHOBHOM MHUILEHBIO JEHUCTBUA a30j0B, W Toyeunble mytanuun ERGI11, npuBomsmme
YMEHBUICHHUIO CBSI3bIBaHUS (DEPMEHTOB C a30JaMU M/UJIH K aKTUBAIIH TPAHCTIOPTHBIX CHCTEM, YTO
NPUBOJIUT K YBEJIMUEHHUIO BBIBEIEHUS a30yioB. Habmonanach mepekpecTHas YCTOMYHMBOCTH
Candida spp. k mpemaparam rpymibl a30J0B, XOTS YCTOMYMBOCTh K OJHOMY Ipemapary 3Toi
IpYyMIIbI HE00s3aTebHO 03HAYAET HAIMYHME YCTOMYUBOCTH K JJPYTUM IIperaparaM IpyIiibl a30J10B.
Coob6manocs o mrammax Aspergillus fumigates, yctoluuBbIX K HTpaKOHA30.Ty.

5.2. ®apMaKoOKHHeTHYECKHE CBOHCTBA

BcenenctBue HenmuHelHON (apMaKOKHMHETUKH UTPAKOHA30JI HAKAIUIMBAaeTCs B IJIa3Me KPOBU MPHU
MHOrOKpaTHOM npueme. PaBHoBecHast koHueHTpauus (Css) HTpakoHa3osa, Kak MpPaBUIIO,
JOCTUTAETCS B TEUEHUE MPUMEPHO 15 mHEM, mpu 3TOM 3HAYEHUS] MAaKCUMAJIbHOW KOHIEHTPAIUU
(Crmax) utpakonazona u AUC (I1011a1pb Mo,1 KPUBOH «KOHIICHTPAIHSI-BPEMS» ) IPH MHOTOKPATHOM
npueme B 4—7 pa3 Bbllle, YeM IMpPH OJHOKPATHOM mpueMe. MakcumanbHasi paBHOBECHAs
KOHLIEHTpanus uTpakoHa3ona B miaa3Me (Cssmax) COCTABIAET OKOJIO 2 MKI/MJI IPU Ha3HAYECHUH
200 mr wutpakonazona 1pa3 B nenb. Koneunslii mepumon mnomyBsiBeaeHus: (T12) 0ObraHO
COCTaBIIsIeT

1628 yvacoB mpu OgHOKpaTHOM TmpueMe Hu 34-424dvaca Tpd MHOTOKPaTHOM IpUEME.
Konuenrpanus urpakoHasosa B IJla3Me€ KPOBU CHMIKAETCS J0 NMPAKTUYECKU HEOINPEAEsieMOro
3HaueHus B TeueHue 7—14 nHei, mocie npekpauieHus Teparnuy B 3aBUCUMOCTH OT Ha3HAYEHHOMU
7036l U TPOAOIDKUTEIBHOCTH JieueHus. KimpeHc WTpakoHa3ojla yMeHbIIaeTcss mpu Oosee
BBICOKHUX JI033X B CBSI3M C HACBIILIEHHEM IIyTel ero MeTaboan3aluy B IEUSHH.

AOcopOuus

UtpakoHazon ObicTpo abcopbupyercsa mocie npueMa BHYTPb. Cssmax HEHM3MEHEHHOIO
UTPaKOHa30jJa B IUIa3Me JIOCTUTaeTCs B TeUeHHe 2—5 4acoB MOCJe NEepOpaIbHOTO IpueMa.
AbcomoTtHas 6uogoctynHocTh (F) uTpakoHa3zonma mocie MepopajbHOrO IMpHEMa COCTaBIISIET
okosio 55%. [lpu nmepopanbHOM TPUMEHEHUH MakcuMaibHas F mTpakoHa3zona oTMedaercs mpu
IpHeMe KarcyJl cpa3y Mocie epl.

BcacpiBanue uTpakoHa3oia B KarcCyjlax CHMXKEHO y MallMEHTOB C MOHMXEHHOH KUCIOTHOCTBIO
KeIyIOYHOT'0 COKa, HalpuMep, Ha (oHe MpHeMa IMpenapaToB, MOIABISIOMINX CEKPELUIO COISTHOM
KHACJIOTHl B JKENyJAKe (TaKWX KaK aHTaroHUCTHl H2-THCTaMHHOBBIX pPENENTOPOB, WHTHOHTOPHI
MPOTOHHOM TOMIIbI), WIM Yy TAllMeHTOB C axJoprujapueil Ha (oHe pa3IUyHBIX 3a00JIeBaHUU.
BcacpiBanue nTpakoHa3oja HaTOIIAK y TAaKUX MAllMEHTOB YBEIMUUBACTCS P NIPHEME Mpenapara
OJTHOBPEMEHHO C KHCJIBIMM HalMTKaMu (TakKUMM Kak HeJueThdeckas Koja). BcaceiBanue

WUTPAKOHA30J1a OCTA€TCs HEM3MEHHBIM IIpU Ipueme mpenapara B jno3e 200 Mr OJHOKpaTHO
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H2-rucrtamMuHOBBIX pELIENTOPOB PaHUTHUIMHA.
DKCIo3ulysl UTPAKOHA30J1a HIDKE IIPU MIPHEME UTPAaKOHA30Ja B BUJAE KAaICyJ IO CPABHEHUIO C
9KCIIO3ULIMEN UTPAKOHA30J1a IIPU ITPUEME TaKOH K€ JJ03bl B BUIE PACTBOpA JJIs IPUEMA BHYTPb.

Pacopenenenue

Wtpakonazon Ha 99,8% cBs3biBaeTcst ¢ OenkaMHu IJ1a3Mbl, B OCHOBHOM C albOyMHHOM
(TUAPOKCUUTPAKOHA30J CBS3BIBACTCS ¢ albOyMHHOM Ha 99,6%). Takke OTMEUYEHO CpPOJICTBO K
munuaaMm. B HecBsizanHOM Buje B 1uia3me octaercst Tojibko 0,2% urpakonasona. Kaxymuiics
oobem pacnpenencuus (Vd) > 700 1, 9TO CBUAETEIBCTBYET O €r0 3HAYUTEIBHOM PaCIpeICICHUH
B TKaHsaX. KoHIIEHTpalmu B JIETKUX, TTOYKaX, KOCTSX, JKEIyIKe, CEJIE3EHKE U MBIIIIax, B 2—3 paza
BBIIIIEC, YEM COOTBETCTBYIOIIME KOHIICHTPALIUU B TJIa3Me, IIPH STOM KOHIICHTpAIMS MperapaTa B
TKaHSIX, COJIEPKAIIUNX KEPATUH, OCOOEHHO B KOXKe, IPUMEPHO B 4 pa3a NPEeBbIIAET KOHIEHTPALIUIO
B muasme. KoHLeHTpalusi B CIIMHHOMO3TOBOM >KMJIKOCTH 3HAYUTEIBHO HUXKE, YeM B IUIa3Me
KpOBH, TEM HE MeHee, ObUIa MPOJEMOHCTpHpOoBaHA A((HEKTHBHOCTH HMTPAKOHA30JIAa TPOTHB
BO30yuTeNel nHGEKIHHA, TPUCYTCTBYIOIMUX B IEPeOPOCITMHATBHON KHUIKOCTH.

BI/IOTDaHCd)ODMaHI/IH

Kak 0bu10 mokazano B uccienoBanusx in Vitro, CYP3A4 siBisieTcss OCHOBHBIM H30()E€PMEHTOM,
y4acTBYIOUIMM B MeTa0OJIM3Me HUTpakoHa3oja. MTpakoHa3osn moABepraercss akTUBHOMY
MeTabosIM3My B TMEYEHU C 00pa3oBaHMEM MHOKeCTBa MeTaboauTOB. OCHOBHBIM METa0OJIUTOM
SIBJISICTCS] THAPOKCHUTPAKOHA3011, KOTOPBIH iN Vitro o0iagaeT mpoTHBOrPHOKOBON aKTUBHOCTBIO,
COIMOCTaBUMOM ¢ UTpaKoHa30J10M. KOHIIEHTpaly ruApOKCUUTPAKOHA30J1a B IIa3Me IIPUMEPHO B
2 pa3a MPEeBBIIIAIOT KOHIIEHTPAIHIO UTPAKOHA30JIa.

DJIMMUHAIHS

W TpakoHa3051 BEIBOAUTCS IPEUMYIIECTBEHHO B (JOpME HEAKTUBHBIX META00IUTOB ¢ MOUOit (35%)
u kanoM (54%) B TeueHne 0JTHON HEJIeNH MocCIe IpUeMa pacTBopa Julst mpuema BHyTphb. [Toueunas
AKCKpelusi UTPAKOHA30Jla U €ro aKTUBHOIO METaboJUTa TUAPOKCUUTPAKOHA30JIa COCTaBISET
meHee 1% oT 1036l penapaTa, BBEJCHHONW BHYTpUBEHHO. Ha ocHOBaHUM pe3ysbTaTOB U3yUeHUs
dbapmaxoxunerukn *C-mMedeHoro mpemapata Mocie IEpOpaIbHOTO HpUEMA BhIBEICHUE
HEU3MEHEHHOI0 UTPaKOHA30J1a ¢ KaJloM Bapbupyer oT 3% 10 18% oT npuHATON 10361
[Tockonpky mnepepacnpeelieHne UTpaKoHa3ojda M3 TKaHEH, coiepalluX KepaTuH, SBISETCS
HE3HAYUTENbHbIM, BBIBEJCHHE UTPAaKOHA30Jla W3 JITHUX TKaHEH CBsI3aHO C pereHepanueit
sanuaepMuca. B orimuune ot miasmMel KpOBYU, KOHLIEHTPALMS UTPAKOHA30J1a B KOXKE COXPaHSIETCS B
Te4eHHe OoT 2 710 4 Helenb MOCe MPEeKpalleHUusl 4-HEAENbHOIO JIEUEHUs, a KOHIEHTpauus B

KepaTHHE HOTTS, I'/Ie UTPAKOHA30JI MOXKET ObITh OOHApYKEH yxke dyepe3 1 Heaeno mocie Hayaia

35



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

e e e e
o1 17.02_2025 Nz 3775
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Kypca JICYCHUSL.

OcoO0BbIil KATErOPHUHU HAMEHTOB

Tayuenmsi ¢ Hapywenuem ynKyuu neveHu

HTpakoHa3071 MNpEeUMYIIECTBEHHO MeTaboiu3upyercss B Ie4eHH. B xome wuccrienoBaHUs
(apMaKOKMHETHKH CPaBHUBATH (DAapMAKOKMHETHUYECKUE ITOKA3aTeNd MAIMEHTOB C IUPPO3OM
MICYEHH U 3JI0POBBIX TOOPOBOJIBIEB. Y NAIMEHTOB C IUPPO30M IIEUSHH ITPH OJTHOKPATHOM ITpHEMeE
100 mr utpakonazona cpenuss Cmax B I1a3Me Obl1a 3HAYUTETbHO HIKE (Ha 47%), 4eM y 3I0pOBBIX
narueHToB. Cpeauuii Ty, mpu mpremMe OAHOKPATHOW M03bl OBbLT YBENWYEH Yy HAIMEHTOB C
IUPPO30OM TIE€UEHU U cocTaBisul 37+17 4YacoB mo cpaBHEHHIO ¢ 16+5 yacoB mjisi 30POBBIX
nob6poBonbiieB. Cpennss sxcno3unus urpakonazona (AUC) Obuta aHAIOTHYHOM Y IMAllUEHTOB C
UPPO30M TEUEHU U Yy 3I0pPOBBIX J00pOBOJbLEB. JlaHHBIE O MATUTEIBHOM NPUMEHEHUU
UTPAaKOHA30J1a y MAllMeHTOB C LIUPPO30M MEUEHU OTCYTCTBYIOT (CM. pa3zaensl 4.2 u 4.4).
THayuenmei ¢ HapyweHnue hyHKkyuu novex

JlanHble O EpPOPaTLHOM NMPUMEHEHUH UTPAKOHA30J1a JUIsl JICYEHUs MAlMEeHTOB ¢ HapyLIEHUSIMU
GYHKIIUM TOYEeK OrpaHuYeHbl. Y TAallMeHTOB C ypeMHeW, Y KOTOPBIX CpPEAHHH KIHUPEHC
kpeatunnHa (Ky) cocrapmsn 13 mn/mun x 1,73 M2, cucteMHOe Bo3eiicTaue uTpakonaszona (AUC)
OBLJIO HECKOJIBKO HIDKE 10 CPABHEHHUIO C OCHOBHOW moryssiuei. He BBISIBJICHO 3HAYUTEIBHOTO
BIUSHUS TEeMOAMAlu3a WIM JJIUTEIbHOTO IEPUTOHEAJBHOrO Juanu3a, I[POBOJUMOrO B
aMOyJIaTOPHBIX YCIOBUSX, Ha MTOKa3aTenu (hapMaKOKUHETHKU UTPaKoHa307a (Tmax, Cmax 1 AUC o-
8‘1)-

ITocne ogHOKpaTHOr0 BHYTPHMBEHHOIO BBEICHUS Ipenapara KOHeuHbIM Ti12 WTpakoHa3ona y
MAIMEeHTOB C HE3HAYUTEIBHBIM (orpenensercs B uccienoBanuu kak Ky 50-79 mn/mun), cpenanm
(K« 2049 min/MuH) unu BelpakeHHBIM HapylieHueM GyHnkiuu nouek (Kx < 20 mu/MuH) cxoHbIN
C TAaKOBBIM Y 3[IOPOBBIX JIOJIEH (IMana3oH cpelHUX 3HaueHuil 42—49 yacoB MO CpaBHEHHIO C
48 yacamMM y TAalMEHTOB C HAapyHICHUSMH (QYHKIWU TIOY€K M 3J0POBBIX JTOOPOBOJIBIIEB,
COOTBETCTBEHHO). OOIIasi FIKCITO3UINS UTPAKOHA30JIa, HA OCHOBAaHUM OIeHKH mokaszarenss AUC,
OblIa CHIDKEHA Yy MAallMeHTOB C YMEPEHHBIMU U BBIPAKCHHBIMU HAPYIICHUSIMH (YHKIHH TOYEK
npumepHo Ha 30% u 40%, COOTBETCTBEHHO, [0 CPABHEHHUIO C MAIIMEHTaMHU, Y KOTOPBIX (PYHKIUSA
MOYEK HE HapyIIeHa.

JlanHble O JUIMTETHLHOM HCIIOJIB30BAHUM UTPAKOHA30ja MAallMeHTaMU C HapyIIEHUSIMH (QYHKIIHH
novek He aoctynHel. [IpoBeaenue auanusa He BauseT Ha Ti, WIKM KIMPEHC UTPAKOHA30Ja WU

THUAPOKCUUTPAKOHA30J1a.
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ot 17.02.2025 Ne 3775

L

Hemu (NOCNEOQQBATENEHOCTEL 0003)

Jannpie 0 (papMakOKMHETHKE HMTPAKOHA30Jla y MAIMEHTOB JETCKOrO BO3pPAacTa OTPAHUYCHBI.
Knuanyeckue uccnenoBanust (papMakOKWHETHKH y AETEH U OJPOCTKOB B BO3pACTE OT 5 MeCSIIEB
70 17 net npoBOAMINCH C IPUMEHEHUEM UTPAKOHA30J1a B KaICyJlax, pacTBOPE JUIsl IpueMa BHYTPb
U PacTBOpE AJIsl BHYTPUBEHHOTO BBeAeHUs. VIHAMBHyanbHbIe 1036l IIpenapara B (popMe Karcys
¥ pacTBOpa U1 IpuemMa BHYTpb BapbupoBaiu ot 1,5 no 12,5 mr/kr/nens npu npueme 1 umu 2 pasa
B JieHb. [ Ipu npueme nutpakoHasosa B 0IHOM U TOM k€ CyTOYHOM J103€ 2 pa3a B ACHb 110 CPABHEHUIO
c npueMoM 1 pa3 B 1eHb Cmax ¥ Cmin OBLIIM COITOCTAaBUMBI C TAKOBBIMU Y B3POCIIBIX MAI[UEHTOB IIPU
npueme urpakoHaszosa 1 pa3 B aeHb. He OblIO 3aperucTpupoBaHO CyLIECTBEHHBIX BO3PACTHBIX
paznuuuii nokasarened AUC wurpakoHa3oja M €ro oOHIero KIMpPEHCa; B PEeAKUX Ciydasx
HaOJromanach He3HAYUTEIbHAsT B3aMMOCBS3b MEXKIy BO3PACTOM IMAllMEHTOB M 3HadyeHUsMu Vd
npenapata, Cmax 1 KOHEYHOTO T1/2. Y CTaHOBIEHHBIN KIMPEHC UTpaKOHa30ia ¥ ero Vd 3aBUCAT OT
Macchl Tejla NalueHTOB.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOTraTeIbHbIX BelIeCTB

Htpakonason nemnetsl (22%)

[BcioMoraTenbHble  BELIECTBA:  TUIpoMeuio3a  (FHIpoKcunponuiameruinemunoiaosa  ES),
OyTWJIMeTaKpuiiaTta, TUMETUIAaMUHOITHIIMETaKpUIaTa U MeTHIMETakpuiata cornosumep |[1:2:1]
(@ynparut E 100), caxapo3a, caxapHas Kpynka, METHINAparuapokcuOeH30aT HaTpus,
nponuInaparuJpoKcuoeH30ar HaTpus|

Karncyibr Ne(O

[kopmyc: xenaTuH, TutaHa nuokcun (E171), azopyoun (kapmyasun) E122,

KphblIlleyKa: sxenaThH, Tutana quokcua (E171), uanurokapmun — F D&C Blue 2 (E132)]

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok roaHocTu (CpOK XpaHeHHs)

3 rona.

6.4. OcoOble Mepbl NPEI0CTOPOKHOCTH NPH XPAHEHUH

[Tpu Temneparype He Boie 25 °C B OpUrMHAIBbHOM yIakoBKe (B Mayke).

6.5. XapakTep u cofep:kaHHe MEPBUYHOI YIAKOBKH

ITo 1, 3, 4, 5, 6 wim 7 kancyn B OIUCTEp W3 TUICHKH TOJUBHUHWIXJIOPUIHON W (OJIBTH
AJIIOMUHHMEBOM I1€YaTHOM JIAKUPOBAHHOM.

[To 1,2, 3, 4,5 unu 6 61ucTepoB BMECTE € JINCTKOM-BKIIAIBIIIIEM MTOMEIIAIOT B MaYKy KAPTOHHYIO.
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6.6. OcolOble Mepbl MPeIOCTOPOKHOCT npn'n' Vritroseindir | Gicnbuiokatinoro

JIEKAPCTBCHHOI'0 npemnapara HJIH 0TX0/10B, MOJIYYECHHBIX mnmocJjie NMNPUMEHECHUSA
JIEKAPCTBCHHOI'O IIpenapara, 1 Apyrue MaHMnyJasiuu € nmpemnapaTomM

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanys

AO «buokom»

Anpec: 355016, CraBponosibckuii kpai, r. CtaBponoJiib, YanaeBckuii mpoes, a. 54.
Tenedon: +7 (495) 646-28-68

Anpec anektponHo# nmouTsl: info@binnopharmgroup.ru

7.1. IlpeacTaBUTENb A€PsKATE/Is] PETHCTPALMOHHOTO Y10CTOBEPEHUsI

IIpereH3un HOTDG6HTCHCﬁ HaOpaBJISITh 10 aAPECY.

Poccniickas @enepanys

AO «buokom»

Anpec: 355016, CtaBpononbckuil kpai, r. CraBponosb, YanaeBckuil npoesn, a. 54.
Tenedon: +7 (495) 646-28-68

Anpec anektponHo# nmouTsl: info@binnopharmgroup.ru

8. HOMEP PETUCTPAIIMUOHHOI'O YJIOCTOBEPEHUS

9. IATA TEPBUYHOM PETMCTPAIIMA (IIOATBEPXKJIEHUSA PETMCTPAIINN,
INEPEPETUCTPALIUN)

JlaTa niepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OOmast XapakTepucTUKa JekapcTBeHHoro mpenapata Wrpakona3on-AKOC nocrynHa Ha

I/IH(I)OpMaI_II/IOHHOM nopraje EBpaSHﬁCKOFO O9KOHOMHYCCKOI'0O COr3a B I/IH(I)OpMaI_II/IOHHO'

KOMMYHHUKAIIMOHHOH cetn «uTepHe™» http://eec.eaeunion.org/.
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