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MHCTPYKIIUA
10 MEJIULIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O [IPETIAPATA

Opynramun®

PerucrpanuoHHbIi HOMED:
. ®
Toprosoe nHanmeHopanue: OpyHraMuH
MeIyHApOIHOE HENATEHTOBAHHOE HJIM IPYIIITHPOBOYHOE HAUMEHOBAHHE: HTPAKOHA30]

JlexapcrBeHHasi popma: KarcyJibl

CocTaB Ha OJAHY KaINCyJay:

Jleticmayioujee eeujecmso:

nesuter uTpakonasona (22 %) — 455,000 Mr B mepecyeTe Ha HTPAKOHA301 — 100,000 wmr.
Bcnomoeamenvhule geuwjecmea:

HaTpus naypuicyiabdar — 0,220 mr.

Karcynbl TBepble xeaaTuHoBbIe Ne 0.

Cocmag kopnyca kancynel: sxenartus — 10 100 %.

Cocmas Kpwlueyky Kancyibl: Kpacutelb uHaurokapmus — 0,0471 %, THTaHa THOKCHI — 1,0 %,
xemnatie — 10 100 %.

Cocras Ha 1000 r neser:

Jleticmeyiowee seuyecmso. urpakonaszon — 220,000 r.

Bcnomozamenvhble 6eujecmsa. caxapHas Kpyrka (caxaposa, TaToka kpaxmanbHas) — 347,190 T,
runpomennoza — 280,530 r, caxaposa — 117,050 r, oyzaparut E-100 - 35,050 r,

MeTmimaparaapokcuoensoar narpus — 0,165 r, npormmaparuapoxcubensoar narpus — 0,015 r.

Onucanue

TBepbie KEIAaTHHOBBIE Karcytsl No . KOpIyc TIpO3pa4Hbli, KpBIMIEYKa CHHETO LBeTa

Herpo3payHas.

ConepmnMoe KarcylJ — OeJtble WK OUYTH OelTbie c@epnquKHe IEJIJICTHI.

dapmakoTepaneBTHYECKas IPYNIAa: IPOTHBOIPHOKOBOE CPEICTBO.

Kox ATX: JO2AC02

1
1,2568
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dapMako/JIOrHYecKHe CBOHCTBA

dapmakoIHUHAMHKA

OpyHraMnH® - CHHTETHYecKOe MPOTHBOrPHOKOBOE CPENCTBO IIMPOKOIO CIEKTpa IEHCTBHUS,
cozepikalee HMTPAKOHA30J, IIPOM3BOJHOE Tpuaszona. MexaHM3M JIEHCTBAA HTPaKOHa30/a
3aK/TI0YAETCS B HHIHOUPOBAHUH OMOCHHTE3a PrOCTEPOIIa — OCHOBHOTO KOMIIOHEHTA KII€TOUHOU
MeMOpaHbl Tpuba, Y4acTBYIOIIETO B IOJUIEPKAHWH CTPYKTYPHOH MEJIOCTHOCTH MeMOpaHsbl.
Hapymenue CHHTe3a 5procrepoia NPHBOJIUT K W3MEHEHMIO TPOHHMIAEMOCTH MeMOpaHbl U
JIM3HUCY KJIETKH, 9TO ¥ 00yCIaBIuBaeT MpOTHBOrpHOKOBbIA s deKT mpenapara.

VITpaKoHa301 aKTUBEH B OTHOLICHUH HH(EKIMH, BhI3bIBAEMBIX IPHOAMH:

Candida spp. (sxmouas Candida albicans, Candida tropicalis, C. parapsilosis u C. dubliniensis),
Aspergillus  spp., Blastomyces dermatitidis, Cladosporium spp., Coccidioides immitis,
Cryptococcus neoformans, Geotrichum spp., Histoplasma spp., BKmo4as H.capsulatum,
Paracoccidioides brasiliensis, Penicillium marneffei, Sporothrix schenckii, Trichosporon spp.
VITpakoHa3071 Takke TOKa3al akTUBHOCTb B OTHOIIEHUU Epidermophyton floccosum, Fonsecaea
spp., Malassezia spp., Microsporum spp., Pseudallescheria boydii, Trichophyton spp. 1 Ipyrux
JIPOMOKEBBIX U TPUOKOBBIX HHPEKIHH.

Candida krusei, Candida glabrata u Candida tropicalis SBIAOTCS HaUMEHEe 1yBCTBUTEIbHBIMH
K neiicTBuio uTpakoHasona sugamu Candida. In vitro pon Candida HECKOIBKO M30IMPOBAHHO
TOKa3bIBAJI OJJHO3HAYHYIO PE3UCTEHTHOCTh K HTPAKOHA30ITY.

OCHOBHBIMM THIIAMH T'PHOOB, Pa3BUTHE KOTOPHIX HE MOJABJIAETCS UTPAKOHA30JIOM, SBIISAIOTCH
Zygomyces (Rhizopus spp., Rhizomucor spp, Mucor spp, Absidia spp.), Fusarium spp.,
Scedosporium spp. u Scopulariopsis spp.

VCTOWYMBOCTS K a30j1aM pa3BHBAETCS MEUICHHO M YacTO SBIISETCS PE3yJbTaTOM HECKOJIBKHX
reHeTHUecKuX MyTamuit. OmucaHHbBIe MEXaHW3MbI PA3BHTHs YCTOWYMBOCTH BKIIIOYAIOT B CeOsl
runepskcnpeccuio reia EGR11, xomgupyromero ¢epment 14anbbha-aemernnasy, KOTOPbIA

SIBJISIETCS. OCHOBHOM MHILIEHBIO AEHCTBUS a30510B, U Toueunble MyTauud EGR11, npuBojsmue K

YMEHBIIIEHHUIO CBS3bIBAHUS (EPMEHTOB C a30JaMH W/MJIM K aKTHBAIlMH TPAHCIIOPTHBIX CHCTEM,
YTO MPUBOIMT K YBEIMUYECHHUIO BBIBEIAEHHs a30i0B. Halmonanacek mepexpecTHas yCTOHYMBOCTD
Candida spp. k npenaparam TpyIIbl a30JI0B, XOTsS YCTOMYMBOCTb K OJHOMY IIperapary 3TOu
IPYINIbl He 00s3aTeIbHO O3HAYaeT HAJIWYHE YCTOMYMBOCTH K JIPYI'MM IIpenaparam IpYIIibl

a307108. Coobmasiock o mramMmax Aspergillus fumigates, ycTOWIUBBIX K UTPAKOHA30ILY.

PapMaKOKHHETHKA
MakcuMarbHasi KOHIIEHTpAIMs UTPaKOHa30ja B IUIa3Me JIOCTUTaeTcss B TE€YEHHE 2-5 9 IOCIe

NepopayibHOTO  Tpuema. BceieacTBue  HeMMHEWHOW — GapMakOKMHETHKH, HTPaKOHA30Il
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HaKalIMBaeTcs B ITUIa3Me KPOBM TPH MHOTOKPaTHOM IipueMe. PaBHOBECHas KOHIEHTpalus
MTPAKOHA3071a, KaK IPaBHJIO, JOCTHIraeTCs B TEYEHHE MPUMEPHO 15 [HEH, MpH TOM 3HAYCHHUS
MaKcuMaIbHON KoHIeHTpamuy (Cmax) uTpakonaszona coctapisuor 0,5 mxr/mi, 1,1 MKr/mir u
2.0 MKI/MJI, COOTBETCTBEHHO, TTocJie TepopaibHoro Beeaenus 100 mr 1 pa3 B aenb, 200 mr 1 pas
B ieHb, 200 Mr 2 pasa B jeHb. KOHEUHBIH [epHO MOTyBBIBEIEHHsS 00BIYHO cocTaBiser 16-28 1
IpH  OJHOKpAaTHOM TipuemMe u 34-42 4 npu MHOrokparHom mnpueme. KoHueHTpanus
WTPAaKOHA30]a B IUIa3Me KPOBH CHMIKAETCA [0 IMPAKTHYECKH HEONPE/EeNsIeMOro 3Ha4YCHHUs B
Teuenne 7-14 1mHeN ToOCTe MpeKpalleHHsl Tepaliy B 3aBUCHMOCTH OT HAa3HAYCHHOM O3Bl H
IIPOIOJDKATETLHOCTH JledeHus. Obiee cpeaHee 3Ha4YCHHE KIMPEHCA MTPAKOHA30/a B TIasMe
NpY BHYTPMBEHHOM BBeeHHH cocTaBiseT 278 mu/muH. KiupeHe UTpaKkoHa30/1a yMEHbBIIACTCS
npu 6oJ1ee BBICOKHX J103aX B CBSI3M C HACBIIIEHHEM IyTeH ero MeTabo/IM3alny B EYCHHU.
Bcacvieanue

WUtpakonaszon GeicTpo abcopbupyeTcs mocie mpuema BHYTph. MakcHMallbHbIe KOHIEHTPAlHH
HEM3MEHEHHOT0 UTPAKOHA30Jia B IUIa3Me KPOBH JOCTUTAIOTCS MOCIIE 2-5 4acoB IOC/Ie Mpuema
BHYTPb. AGCOIIOTHAsE OHOOCTYIIHOCTh MTPAKOHA30J1a T10CIIe IPUEMa BHYTPb COCTaBJIAET OKOJIO
55 %. Ilocie mpuemMa BHYTPh MakcUMaibHas OHOJOCTYITHOCTh MTPAKOHA30Jla OTMEYACTCS NPH
IpUeMe KaricyJs cpasy 1ocie mpueMa ImHIH.

BcachiBanue MTpakoHa30Jia B KarcyjlaX CHU)KEHO Yy NAlMEHTOB C MOHMXXEHHON KHUCIOTHOCTBIO
KEJIyJJOYHOr0 COKa, HampuMep, Ha (oHe mpHema IpenaparoB, MOAABJISIOMIKX CEKPELHIO
COJISHOM KMCJIOTBI B JKeNyake (TakuX Kak AaHTaroHMCThl H2-rucTaMHMHOBBIX PELENTOPOB,
WHTHOMTOPHI TPOTOHHOM TOMITBI), WM y TAIMEHTOB C axXJIOpPruapued Ha (oHE pa3TMYHBIX
3abosieBanuii. BcachlBaHWe MTpaKOHA30J1a HATOLIAK y TAKUX IAlUEHTOB YBEIMYUBAETCS IPH
IpreMe OJIHOBPEMEHHO C KACIIBIMU HATUTKaMHM (TaKMMH Kak HeueTudeckas kona). Ilpu npueme
UTpakoHa3oa B 03¢ 200 Mr 0JJHOKpaTHO HATOINAK COBMECTHO C HEMETHYECKON KOJIOM, MOCIIe
NpeIBapUTEILHOTO TpHeMa aHTaroHucra H2-rucTaMMHOBBIX pPELENTOPOB PAHUTHIMHA,

BCaCbIBAHHUE HUTPAKOHa30JIa OBUIO COIOCTAaBUMBIM C BCAachIBAaHHEM HUTpaKOHa30Jla Ipu MpUEME

TOJILKO OJIHOTO UTPAKOHA30J1a.

DKCMO3MIMS MTPAKOHA30JIa HIDKE MPH NpPHUEME HUTPAaKOHA30ja B KalCyjldax 110 CPaBHEHHUIO C
HKCIIO3UIMEH UTPAaKOHA301a IIPY IIpUeMe TOH ke 03Bl B BHJIE pacTBOPA IS IIPUEMA BHYTPb.
Pacnpeoenenue

WUrtpakonazon na 99,8 % cBsi3piBaercsi ¢ OenkaMu IU1a3Mbl KPOBH, B OCHOBHOM € albOyMHUHOM
(TMAPOKCHUTPAKOHA30] CBSI3bIBAECTCS ¢ aTbOyMUHOM Ha 99,6 %). Takxke OTMEUYEHO CPOJICTBO K
ounuaaM. B HecBsizaHHOM BHJe B IUTa3Me KpoBU octaercss Toibko 0,2 % wurpakoHasosa.
Kaxymmuiics o6vem pacnpenenenuss 6onee 700 1, 4TO CBUAETENBCTBYET O €r0 3HAUYUTEILHOM

pacrpe/iCICHUU B TKaHSX. KOHHGHTpaHHI/I B JICTKHUX, IOYKaX, KOCTAX, XKCIYJIAKE, CCIIC3CHKE U
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MBIIIIAX B 2-3 pa3sa BbIIIE, YeM COOTBETCTBYIOUIME KOHIEHTPAIMH B IIa3Me KPOBH, IIPH 3TOM
KOHIIEHTpallUs IIpernapara B TKaHSX, COAEPXKAIMX KEepPaTHH, OCOOEHHO B KOXKE, NPUMEPHO B
4 pa3a IpeBBIAET KOHIEHTPAUMIO B IUIa3Me KpoBU. KOHIEHTpamus B CIMHHOMO3TOBOH
KUIKOCTH 3HAUMTEILHO HMXKE, YEM B IJIa3Me KPOBH, TEM HEe MeHee, OblIa IIPOJIEMOHCTPHPOBaHA
>QEKTUBHOCTh WTpaKOHa30la MPOTHB BO30ymuTenedt WMHGEKUMH, NPUCYTCTBYIOMUX B
1epeOpOCIMHATIBHON )KUIKOCTH.

Memabonuzm

Kak 6bUT0 TOKa3aHO B MccienoBaHusx in vitro, CYP3A4 siBisieTcsi OCHOBHBIM U30(EPMEHTOM,
y4acTBYIOIIMM B MeTaboaM3Me WTpakoHa3oja. MrpakoHa3on TojaBepraeTcsi aKTHBHOMY
MeTaboIu3My B IE€YEHH ¢ 0Opa3oBaHHEM MHOXKeCTBa MeTab01uTOB. OCHOBHBIM METa0OIUTOM
SBJISETCSA I'MAPOKCHUTPAKOHA30JI, KOTOPBIH in vitro o6nagaeT NpOTUBOrPHOKOBOX aKTHBHOCTBIO,
COTOCTaBUMOM C WTpakoHa3oyioM. KOHIEHTpaluy TI'MIpOKCHMTPAKOHA30j1a B IUIa3Me KpOBH,
IPUMEPHO B 2 pa3a NPeBBIAIT KOHIIEHTPAIMIO HTPaKOHa301a.

Buiseoenue

MTpakoHa30s1 BBIBOJMTCS MPEHMYLIECTBEHHO B (hopMe HEAKTHBHBIX METabOJUTOB MOYKaMH
(35 %) u uepe3 xumeuHHK (54 %) B TeYeHHE OJHOM HEJENW IOCJIEe TpHeMa pacTBopa Ui
mpueMa BHYTph. IlodedyHas OKCKpELMs WTPAaKOHA30Ja M €ro AakTHBHOIO MeTaboiuTa
rUIPOKCHMTPAKOHA30j1a cOCTaBiIsgseT MeHee 1% OT 103bl Ipenapara, BBEICHHOW BHYTPUBEHHO
(8/B). Ha ocHOBaHHH pe3yIbTaTOB M3yueHHs (GapMakokuHeTHKH '*C-MeueHoro mpenapara nocie
npreMa BHYTpPb BbIBEICHHE HEM3MEHEHHOTO UTPAKOHA30J1a Yepe3 KUIIEUHUK BapbupyeT oT 3 %
10 18 % oT nmpuHATON T03BL.

[TockonbKy mMepepacrpesie/ieHHe UTPaKOHA30J1a W3 TKaHEH, CoJIep)KalluX KepaTuH, sBIAETCA
HE3HAUUTEIbHBIM, BBIBEJIEHHE HTPAaKOHA30J1a M3 O3THUX TKaHEH CBS3aHO C pereHepaiuen
muaepMuca. B oTarune oT mia3mMbl KpOBH, KOHIIEHTPAIMS HTPAKOHA30/1a B KOXKE COXpaHseTCs B
TeueHHe OT 2 A0 4 Hemenp TMocie NpeKpameHus 4-X HEIeNbHOro Kypca TepamuH, a

KOHICHTpaluss B KEPATUHE HOITA, I'I€ HUTPAKOHA30JI MOXCT OBITBH 06Hapy>x<eH YK€ 4Yepe3

1 Henemo mocie Havana JIeYeHUs, COXpaHsIeTcs, 10 KpaifHel Mepe, B TeUeHHe 6 MeCsIEeB Moce
OKOHYaHUs 3-X -MECSYHOT0 Kypca JICUSHHS.

Ocobvle kamezopuu nayueHmos

Hapywenus ¢pynxyuu nevenu

Wrpakonason MeraboiauM3upyeTcss NpeHMMYIIECTBEHHO B IIEYeHH. B  Xojae wucciienoBaHus
(apMakOKMHETHKH CpaBHHIM (DapMaKOKHHETHYECKHE IOKa3aTelld MAlKMEHTOB ¢ IMPPO3OM
MeYeHH W 30POBBIX JOOPOBOJBLEB. Y MAMEHTOB C IIMPPO30OM II€YEHH MPH OJHOKPATHOM
npueme 100 Mr mrpakonasona cpexnsisi Cmax Obuta 3HauMTenbHO HuXKe (Ha 47 %), yeM y

3710poBBIX 100poBosbleB. Cpennuit T1/2 npu npueme oTHOKpaTHOW 03Bl ObLI yBEJIHYEH Y
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MAIHEHTOB C IMPPO30M TeYeHH W cocTaBisil 37+17 4acoB mo cpaBHeHHIO ¢ 16+£5 wacoB y
310poBbIX 100poBosbleB. Cpennsis AUC OplLia aHaJIOTHYHOW Y MAIMEHTOB € IMPPO30M NEYEHH
¥ 3J0POBBIX J100poBOJIbIEB. [JaHHbIE O IIMTEILHOM IIPUMEHEHHH UTPAKOHA30/1a y MAlHUEHTOB €
LMPPO30M TIEUeHH OTCYTCTBYIOT (cM. pasiensl «Croco6 NpuMeHeHHs M 103bD», «Ocobbie
YKa3aHUS»).

Hapywenus ¢pynkyuu novex

JlaHHBIE O IpUEMe BHYTPb MTPAKOHA30J1a JUIsl JICYCHHs! [AIMEHTOB ¢ HAapyLICHUAMH (QyHKIUHA
MOoYeK OrpaHWYeHbl. Y TAIMEHTOB C YpPEMHEH, y KOTOPHIX CPEIHHMA KIMPEHC KpeaTHHHHA

2, cucreMHoe Bo3jieiicTeue wuTpakonazoia (AUC) 6bu1o

cocraBisul 13 mu/muH X 1,73 M
HECKOJIbKO HMJKE I10 CPaBHEHHMIO C OCHOBHOW mnomyssuued. He BBIABIEHO 3HAYUTETBHOTO
BIMSHUS TEMOJMAN3a WM JUIMTEJIbHOTO IEPUTOHEATbHOIO [Majii3a, IPOBOJAUMOrO B
aMOy/IaTOPHBIX YCIIOBHSX, Ha mokaszaTend (apmakokuHeTuku (TCmax (Bpems HOCTHIKECHHS
Cmax), Cmax, AUC .3 4). [Tociie oHOKpaTHOTO B/B BBeieHHs KoHeuHbIH T1/2 urpakonasona y
MalMeHToB ¢ He3HauuTenbHBIM (kaupenc kpearmnuHa (KK) 50-79 min/mun), cpeanum
(KK 20-49 ma/mun) win TsokenbiM HapymenueM ¢yukuuu nodek (KK menee 20 mu/muH)
CXOJIHBIH ¢ TAKOBBIM y 3J0POBBIX J0OPOBOJIBIEB (IMaNa3oH CPEIHHUX 3HaYeHUH 42-49 yacoB 1o
cpaBHEHMIO ¢ 48 dYacamMu y MAlMEHTOB C HAapyUIeHUsIMM (YHKIMHM IIOYEK W 3I0POBBIX
J100pOBOJIBIIEB, COOTBETCTBEHHO). OOIIas 9KCNO3MLMA MTPAKOHA30Jla, HA OCHOBAHMU OLCHKH
nokasaress AUC, ObUTa CHIDKEHA Y TMAallUEHTOB ¢ YMEPEHHBIMU HIIM TSKEJIbIMH HapyIIECHHUSAMU
bynkuuu novyek Ha 30 % u 40 %, COOTBETCTBEHHO, 110 CPABHEHHIO C MAIIMEHTAMH, Y KOTOPBIX
(GyHKIMS TOYEK HEe HapyIIeHa.

JlanHble O JUTMTENLHOM MPUMEHEHHH HTPAKOHA30Ja TMAalMeHTAMH C HapyIIEHUSIMH (QYHKIHUN
noyek He JocTynHbl. [IpoBeneHue auanus3a He BiauseT Ha 11/2 U KIUpEeHC UTpaKOHA30/1a WU
THAPOKCHUTPAKOHA30J1a.

Jlemu

HaHHbIe 0 Q)apMaKOKI/IHCTPIKC HUTpaKOHa30Jla y MHNAalUCHTOB JETCKOr0 BO3pacTa Or'paHHYCHBI.

HccnenoBanus papMakOKHHETHKH Y JI€Tel W MOAPOCTKOB B BO3pacTe OT 5 MecsieB a0 17 jet
IIPOBOJMIIUCH C DA3JIMYHBIMU JIEKAPCTBEHHBIMU (opMaMu UTpakoHa3oja. WHAMBHIyabHBIE
J03bl IIperapara B KalcyJaX M pacTBOpe /I INpHeMa BHYTPh BapbUpoBatd OT 1,5 10
12,5 mr/kr/cytku npu npueme 1 pa3 wim 2 pasza B aeHb. [Ipu npreMe UTpakoHa30J1a B OQHOM H
TOM e CyTOYHOM 03¢ 2 pa3a B JIEHb [10 CPAaBHEHHUIO C IIPUEMOM OJIMH pa3 B IeHb MaKCHMaJIbHAs
U MHHUMajbHas IJIa3MEHHas KOHIEHTpalus ObUla COMOCTaBHUMOM € TAaKOBOH y B3pOCIBIX
MAIMEHTOB IIPY IIPUEME UTPAKOHA30J1a OJUH pa3 B CyTKU. He 3aperucTpupoBaHo CyIIeCTBEHHBIX
BO3PAcTHBIX pasnuuui nokaszarened AUC utTpakoHa3ona W ero oOIero KIMpeHca; B PeaKUX

ciaydasax HaOmonanach He3HAYMTENbHAas B3aMMOCBS3b MEXY BO3pacTOM IIallTUEHTOB H



JIT-Ne(000637)-(PT-RU)-240322

3HaYeHUsIMH oObema pactpeneieHus, Cmax u koHeyHoro T1/2. YcTaHOBIEHHBIH KIMPEHC

HTpaKOHa30Jia u €ro o0BeM pacnpeacICHus 3aBUCAT OT MACChI T€JIa IAllTUCHTOB.

IToka3zanus K NpUMeHeHHIO

®  TIOpaXEeHHE KOXHU U CIM3UCTHIX 000JI0YEK:
- IepMaTOMHKO3BI;
- BYJIbBOBaruHaJIbHBIA KaHH]103;
- 0TpyO€eBH/IHBIH JTUIIIAA;
- KaH/IM/103 CIIM3UCTOMN 000JI0UKH MTOJIOCTH PTa;
- 'puOKOBBII KEPaTHT.

®  OHMXOMHMKO3bI, BBI3BaHHBIE J€pPMAaTO(GUTAMU H/UITH APOAOKETIONOOHBIMU IprbaMu;

®  CHCTEMHBIE MUKO3bI:
- CHCTEMHBIN acepruiuie3 U KaHIua03;
- KPHMIITOKOKKO3  (BKJIIOYas KPHUITOKOKKOBBIM ~ MEHMHIHMT): y TAIMEHTOB C
UMMYHOJIE(GHUIIUTOM U Yy BCEX MAUEHTOB C KPUITOKOKKO30M IIEHTPAIbHOH HEPBHOM
CHCTEMBI HTPAKOHA30J1 JOJDKEH Ha3HAYaThCsl TOJIBKO B CIIy4asX, €CJIM IIpenaparsl NepBoi
JIMHUH JIEYEHUS He TPUMEHUMBI B JAaHHOM CTydae Win He 3Q(eKTHBHBI;
- TUCTOILIIA3MO3;
- CIOPOTPHXO03;
- MapaKOKIUIHOUIOMHKO3;
- 0JJTaCTOMHKO3;
- TPOYHE PEIKO BCTPEUAIOIIUECS CUCTEMHBIE HIIU TPOITHYECKHE MUKO3BI.

‘ IIpoTruBonoka3anus
1. T'unep4yBCTBUTEIBHOCTH K UTPAKOHA30JIY HJIA BCIIOMOTaTeIbHBIM BEIIIECTBAM.

2. OI[HOBpCMeHHBIﬁ IIpueM  JICKApCTBEHHBIX CPCIACTB, SABJIAIOIIUXCS Cy6CTpaTaMH

mzopepmernta CYP3A4, MoxeT yBeIW4YHMBATh KOHIIEHTPALMIO MTPAKOHA30JIa B IUIa3Me
KPOBH, YCHJIMBATh WM IPOJOHTUPOBATH TEPAIleBTHUECKHI U HeXesaTelbHble Yh(eKTsl,
KOTOpBIE MOTYT BBI3BaTh MOTEHIMAIBLHO OMACHYIO CHUTyaluio. Hampumep, moBbIIIEHHE
KOHILIEHTPALUMH B IIJIa3M€ HEKOTOPBIX MPErapaToB MOXKET BBI3BATh yUIMHEHHE HHTEPBAIA
QT u cepaeyHyio TaxMKapIHIO, BKIIOYAs CIy4ad IBYHANPABICHHON BEPETEHOOOPA3HOM .
XKETyJI0UKOBOM TaxukKapauu, ¢atanbHOW aputmuu (cM. paszgen «BsaumopeiicTBue c

JPYTUMH JIEKapCTBEHHBIMH CPEJICTBAMU ).
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3. O[HOBPEMEHHBIH TIpHEM JIEKAPCTBEHHBIX ~CPEJCTB, SBJSIOLMXCS — CcyOcTparamu
mopepmenta CYP3A4 (cm. pasaen «BsammozeicTBue ¢ IPYrUMH JIEKAPCTBEHHBIMH
CpeCTBaMU»), TAKUX Kak:

- JIeBAIlETHJIMETAI0JI, META/IOH;
- nu3onUpaMu, 10GeTUINA, IPOHEIAPOH, XHHU/IUH;
- TEIUTPOMHIMH Y MALMEHTOB ¢ HAPYIIEHHUAMH (QYHKIMH IOYCK WM IEYCHHU
TSKEJION CTEeTIEHH TSDKECTH;
- THKarpesiop;
- rayiohaHTpHH;
- ACTEMM30J1, MU30JIaCTHH, Tep(eHanuH;
- QIKaJIOWbl CHNOPBLIHBU: JMTHAPOIPrOTAMHH, JPrOMETPUH (IPrOHOBHUH),
3ProTaMUH U METHJIIPrOMETPUH (METHIDPTOHOBUH), SJICTPHUIITAH;
- UPUHOTEKAH;
-7ypasu/I0H, MUa30J1aM JUIsl IIpUeMa BHYTPb, IUMO3K/I, CEPTHH/IOJ, TPUA30J1aM;
- Genpuan, HenoUINH, JTePKaHUIUIINH, HUCOJIIUITHH;
- uBabpaJMH, paHOJIa3HH;
-3IUIEPEHOH;
- IU3aMpHI, JOMIIEPU/IOH;
- JIOBaCTaTHH, CHMBACTaTUH, aTOPBACTATHH;
- (e30TEpOIMH Y MAIHEHTOB ¢ HEJOCTATOYHOCTHIO QYHKIMHM TOYEK MJIH MEUCHH
YMEPEHHOW WJIM  TSDKENIOM  CTerneHH, conudeHanuuH y MAlHWeHTOB ¢
HEIOCTATOYHOCTHIO (DYHKIIMM MOYEK TSDKEJIOW CTENeHHM M C HEAOCTaTOYHOCTHIO
(GYHKIUY [IEYSHU, YMEPEHHOMN WU TSIKEION CTENeHHU;
- KOJIXHIIMH Y TIAIMEHTOB C HapyIIEHUSIMH QYHKITUU TI€UE€HU HIIH TTOYEK.
4., XpoHuueckas CepledHas HEeIOCTATOYHOCTh B HACTOSIIEe BpeMs WM B aHaMHese (3a

HCKJIIOYEHHEM TEparud JKM3HEYTPOXKAIOIMX WM APYrHX ONacHbIX HHpexuui. Cw.

pazznen «Ocobble ykazaHUs»).

5. HenepenocumocTb (GpyKTO3bI, IePUIUT caxapasbl/H30MalIbTa3bl, INIIOKO30-TalaKTO3HAas
MaTbabcopOITus.

6. Jlerckuii Bo3pact 110 3 JerT.

7. bepeMeHHOCTH (3a HUCKIIOUEHHEM CIIy4aeB, YI'POKAIOIIMX JKU3HU, M €CIIH OXKUIAeMbIH
TOJIOKUTEIbHBIA 3GGEKT [Uls MaTepH IpeBHIIAET BO3MOXHBIA Bpeld IS IUIOAA) M

IEPUOA I'PpyAHOI'O0 BCKapMJIMBaHHA.
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C 0CTOPOKHOCTHIO
[Ipy 1Mppo3e TNEYeHH; IPH TSOKENBIX HAPYIIEHHSX (YHKIMH TIEYCHH W TMOYEK; IpH
IHIIePUyBCTBHTEILHOCTH K JAPYTUM a30J1aM; y HOMKHJIBIX TIAIMEHTOB; y JeTeil (CM. TaKke pasaes

«Ocobble YKa3aHUAY).

IIpumenenne npu GepeMEHHOCTH H B NIEPHO/I FPYAHOI0 BCKAPM/IMBAHUS

bepemennocTs

[Ipenapat OpyHI‘aMHH® He JO/DKEH IPUMEHSATBCS NpU OEpeMEHHOCTH, 32 HCKIIOYCHHEM

Clly4aeB, YIPOKAIOMMX JKU3HHM, M, €CIIH OXHIAeMbIH MONOXKHUTENbHbIA dbexT i marepu

TIPEBBILIAET BO3MOXKHBIA BPEI UTA II0/1A.

B JOKJIMHWYECKMX WCCIECIOBAHMAX OBLIO TIOKAa3aHO, HYTO MTPAKOHa30]  obragaer

‘ PEnpOTyKTUBHON TOKCUYHOCTBIO.
JlaHHBIX O TNPUMEHEHHWM WTPAKOHa30jla IIpH OEpeMEHHOCTH HexocTaTouHo. B xone
KJIMHUYECKOTO TIPUMEHEHHS HTPaKOHa30/1a OBLTH OTMEUEHB! CITydan BPOXKIEHHBIX aHOMATHH.
Takue cayyad BKJIFOYQIA HAPYLICHWs Pa3BUTHs 3PEHHUs, CKENETa, MOYEIIONOBOM M CepledHo-
COCYIUCTOM CHCTEM, a TAKXKE XPOMOCOMHBIE HAPYIICHHs U MHOXECTBEHHbBIC IOPOKH Pa3BUTHSL.
OnHako sBIsSETCs /M ITPUMEHEHHe MTPaKOHA30/1a IIPUYMHOM BO3HHUKHOBEHMS JIAHHBIX
HApYILICHUH, I0CTOBEPHO HE YCTAHOBJIEHO.
DNHUIEMHOJIOTMYECKHE JIaHHBIE B OTHOIEHUH BO3/IEHCTBHS UTPAKOHA30j1a B MIEPBOM TPUMECTPE
OepeMEeHHOCTH, B OCHOBHOM y NMAalMEHTOK, MOJYyYaBIIMX KPATKOCPOYHYIO TEPAIHMIO 110 MOBOAY
BYJIbBOBAIrHHAIBHBIX KAH/IUI030B, HE BBIBUJIM IOBBIIIEHHOIO PHUCKA Pa3BUTHs BPOXKICHHBIX
AQHOMAJIMH 10 CPaBHEHHIO C KOHTPOJBbHOW TPYyNIOH, HE IMOJABEPraBLICHCS BO3JCHCTBUIO HU

OJIHOT'O U3 U3BECTHBIX TEPATOICHHBIX (1)aKTOpOB.

-

XenmuHaM IE€TOPOAHOrO BO3pacTa, MPUHUMAIOIIMM IIpenapar Opynramus®

, HeoOXoauMo
MCIIOJIB30BaTh aJeKBaTHBIE METOJbI KOHTpALCNIIMM Ha NPOTSHKEHWHM BCEro Kypca JI€UeHUs

— BHUJOTbH JAO HACTYIJICHUsS HEPBOI MEHCTPYALUM 11OCIE €10 3aBEPIICHUS

I'pyaHoe Bckapm/iHBaHHe
[TocKOIbKY WTpPaKOHA30J MOXET IPOHUKaThb B TPYAHOE MOJIOKO, IPH HEOOXOJUMOCTH

IIPUMECHCHHUS B ICPHOA TPYAHOIO BCKapMJ/IMBaHHUA JXKCHIIWHAM, NPUHHUMAIOIIUM IIperiapar

OpyHraMHH®, CJIelyeT MPeKpaTUTh IPyTHOE BCKapMIIUBAHUE.

Cnocob npuMeHeHHUs H 103bI

®

[Ipurumars npenapatr OpyHraMuH  BHYTPb, cpa3y mocie npuema muim. Kancyss! ciemxyer

I10TaTh HEJIMKOM.
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Iloka3zanue Jo3a IIpo10/KUTEILHOCTH
200 mr 2 pa3a B CYyTKH 1 neHp
ByibBoBaruHaIbHBIA KaHIKMI03 WU WU
200 mr 1 pa3 B CyTKH 3 nHs
OTpyOeBUAHbIN THIIANH 200 mr 1 pa3 B CyTKH 7 nHer
. 200 mr 1 pa3 B CyTKH 7 nue
JlepMaTOMMKO3bI IJIaIKOM
e WU WITH
100 mr 1 pa3 B CyTKH 15 nHeit
[Topakenus .
p 200 Mmr 2 pa3a B CyTKH 7 nuen
BBICOKOKEPATHHU3UPOBAHHBIX
5 W WIH
06J1acTeit KOXKHOTO TTOKPOBA, .
100 mr 1 pa3 B CyTKH 30 nuei
TAKKX KaK KUCTH PYK M CTOIIbI
Kananao3 cau3sucTon e
G 100 mr 1 pa3 B cyTKH 15 nuen

000JI0UKH TIOJIOCTH pTa
["'puOKOBBIA KEpaTUT 200 mr 1 pa3 B cyTKH 21 neHn
Bo3morxHa Koppekius

JUTATETBHOCTH JIEYEHHS C

Y4ETOM TOJIOKUTEIbHON

JTMHAMHUKH KITMHUYECKOH
KapTHUHbI

BHOJOCTYITHOCTh MTpPaKOHa30Ja IPU IpHeMe BHYTPh MOXET OBbITh CHUIKEHAa Y HEKOTOPBIX

MAIMEHTOB C HAPYIIEHHBIM HMMYHHTETOM, HAIpUMep, Y MAalMeHTOB C HEHTPONCHHUEH,
nanuentoB co CITMJIoM WIM NAalMEHTOB C TPAHCIUIAHTUPOBAHHBIMM OpraHamu. B jaHHBIX

clrydasax MOXKET I'IOTpeGOBaTbCH JBYKPAaTHOE YBEJIMYCHUC 103bI.

OHNXOMHKO3bI, BI3BAHHBIE 1€PMATOGUTAMH /WM APOKKEN0100HbIMH H IIECHEBHIMH
rpudamMu

H03LI U IIPOAOKMTECIIBHOCTD JICUCHU S

Oaun Kype: exeaneBHbli npuem no 200 mr 2 pasa (2 kancyis 2
pa3a B CyTKH) B T€UEHHE OJTHOH HEJIEIH.
Jlns  JedeHus 2pubKo8020 NOPANCeHUs HO2MEeBbIX NAACMUHOK

OHMXOMHUKO3BI ITyJIbC- ’
nanvyes Kucmeti pEKOMEHIyeTCs /1Ba Kypea.

Tepanus "
Jlns  nedeHuss 2pubko6vIX NOPAdlNCeHUd HO2MEBbIX NAACMUHOK|
nanvyes cmon peKOMEHIyeTcs TPU Kypca.
~[MHTEpBa)l MEXAY KypCaMH, B TEYEHHE KOTOPOTO HE HYXKHO
MPUHAMATH Tperapar, cocraBiaser 3 Hexeaw. Kimaudeckue
pe3yJIbTaThl CTAHYT OYEBHU/IHBI 10C/I€ OKOHYAHUS JICYEHHUS, 10 MEPE
OTpacTaHHsI HOI'TEH.
Jloxanu3anms 1-s 2-51 3-5 | 4-3 S-51 6-51 7-51 8-s1 9-s1
OHUXOMMKO30B Held. | HeA. | Hed. | Hed. | Hen. HEJl. HE. HEJI. HEJI.
[Topaxxenue 1-1 Henenu, 2- Henenu, cBoOOIHBIE OT 3-i1
HOTTEBBIX IJTACTHHOK| KypC CBOOOTHBIE OT Kypc npueMa npemnapara Kypc
MaJIbLIEB CTOII C IIpyueMa 1npermapara Opy}n‘aMHH®
MOPAXCHUEM HUIIH 6e3 OPYHFaMI/IH®
MOpakeHHsI
HOTTEBBIX TUIACTUHOK
MajibleB KUCTEH
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[Topaxxenue 1-i Henemnu, 2-i

HOI'TEBBIX TUITACTUHOK| KypC CBOOOIHBIE OT Kypc

MasblieB KUCTEH nprema npenapara
OpyHFaMHH®

HpO}lOJI)KHTe.IIbHOCTL
JICYCHHUS

OHHXOMHKO3bI - HeNPePbIBHOE JIEYeHH e sk

[TopajkeHHe HOTTEBBIX IIACTHHOK IaJIbLEB
CTOII ¢ TOpaXEHUEM MM 6€3 TOpaXKeHHs [To 200 Mr B CyTKH 3 mecsna
OITEBBIX IUIACTHHOK NAIbLEB KUCTEH

BhIBeleHHE MUTPAKOHA30j1a W3 KOXKHM M HOTITEBOH TKaHW OCYIIECTBIACTCS MEICHHEE, YeM u3
M1a3Mbl KpoBH. Takum 0Gpa3oM, ONTHMAIbHBN KIMHHYECKHH M MHKOIOTHYECKHid ddext
jocTHraeTcs uepes 2—4 Helenu Tocie OKOHYAaHHS JIEYEHHs TIpH 3a00JIeBaHHUAX KOXKH M YEPE3

6-9 MecsIIeB MOC/Ie OKOHYaHH JIeYeHHs 3a00/1eBaHUM HOTTEH.

IIpoune peKo BCTpedalOmHuecss CHCTEMHbIE MHKO3bI

Cpenuss
Ioka3anue Ho3a NPOAOKHTEILHOCTD 3ameuyaHus
JieyeHus *
B ci1ygae MHBa3HBHOIO
150
TMCCEMHUHUPOBAHHOTO
Acrniepruiies 200 mr 1 pa3 B cyTku 2-5 MecsieB 3a0osieBaHus J103Y]
[PEKOMEHyeTCs
yBeauuuTh 10 200 Mr
2 pa3a B CyTKH
B crnydae MHBa3UBHOIO
T
K 100-200 mr 1 pa3 B oT 3 Hezenb 10 P HPORIEHORG
aHN103 3a0osieBaHuUs J103Y]
CYTKH 7 Mecs1eB
[PEKOMEHyeTCs

yBeaunuuth 10 200 Mmr
2 pa3a B CyTKH

Kpuntokokko3 (kpome 0T 2-X MecsIeB 110 1

T 200mr-1-pas-p-eymar-{ > P RS
KpunToKoKKOBBIH 200 Mr 2 Daza B OT 2-X MecsIeB /10 1 [lomneprupaiomas
VpS— p CYTKH - Teparnus — CM. pas3zieln
«OcoOble yKa3aHUsA»
ot 200 mr 1 pa3 B
['ucromnasmos cyTku 10 200 mr 2 pa3aj 8 mecsiieB
B CYTKH
ot 100 mr 1 pa3 B
bracromuko3 cyTku a0 200 mr 2 pa3saj 6 MecsieB
B CYTKH
CrnopoTpuxo3 100 mr 1 pa3 B cyTKH 3 mecsina
[Tapakokuuanonaomukos| 100 mr 1 pa3 B cyTku 6 mMecsIeB ASHIG 6
B bEKTHBHOCTH

10
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TAaHHOM  J03bl IS

TICYeHUS
MapaKOKIUANOUI03a Y|
MalMeHTOB co
CIIN/lom

OTCYTCTBYIOT

100-200 mr 1 pa3 B
CYTKH

6 MecsI1EeB

X pPOMOMUKO3

*.  [IPOIOJDKUTEIFHOCTh JICUCHHs] MOXKET OBITh CKOPPEKTHpOBaHa B 3aBHCHMOCTH OT
3} (HEeKTUBHOCTH JIEYEHHS.

Ocobvie epynnvl nayuenmos

Jlemu

I[aHHBIC O IPUMCHECHUU UTPAKOHA30J1a KarCyJl I JICHCHUA JeTen OTrpaHUYCHBI.

® Kancyasl Ui JeYeHHs JeTeld He PeKOMEeHIyeTcs, 3a

[Ipumenenue npenapata OpyHramuH
UCKJIIOUEHHEM ClIydaeB, KOrja OKHjaeMmasi I0JIb3a OT JICYEHHUS IPEBBINACT MOTECHIIMAIbHbIA
PHCK.

[ooxxcunvre nayuenmol

ﬂaHHbIe O IIPUMEHCHHMH HTpPAKOHa30JIa KallCysl Ui JICYCHHS IMAallUE€HTOB II0XKUJIOr0 BO3pacTa

OrpaHHUY4CHBI. PCKOMCHIIyeTCSI IMPpUMEHATL IIperiapat Op}’HFaMI/IH® KancyJbl I JICUCHUS

NAIlMEHTOB JAHHOM KaTeropuu, TOJIBKO €CIIM OXHUJaemasi I10JIb3a OT JIEUEHHUs IIPEBBIIIAET
noTeHIMalbHble pUcKU. [Ipu BbIOOpe [03bI Npemapara UIsl JIEYEHHUS MOXKUIIBIX MalMeHTOB
pPEKOMEH/IyeTCsl YYUThIBaTh CHWKEHHWE (QYHKIMM [OYeK, IeYeHH M cepiua, yalue
BCTPEUAIOIIMXCS B MOXKUJIOM BO3pacTe, a TAK)K€ HAJIMYME COMYTCTBYIOIIUX 3a00JIeBaHUN WM
IIPUEM JPYTUX JIEKAPCTBEHHBIX CPEICTB.

Hapywenue ¢pynkyuu nevenu

JlaHHBIE O TNPUMMEHEHHM HWTPAaKOHA30ja BHYTPh IS JIEYEHHUS IAUEHTOB C HAPYIICHUSMU

(1)}’HKLII/II/I NEYCHU OI'paHUYCHEI. CnenyeT C OCTOPOXHOCTBKO IIPUMECHATH IIperiapar y JTAaHHOM

KaTerOpuH MalueHTOB.

Hapywenue ¢hynxyuu novex

JlaHHblE O NPUMEHEHMH HTPAKOHA30Ja BHYTPh [UIS JIEUYCHHs IAlMEHTOB C HApyLIEHHSIMU
(GyHKuMM noYek orpaHHYeHBL. Y HEKOTOPHIX MAlHEHTOB C HapylIeHHeM (YHKIHM MOYEK,
SKCIIO3UIMSI WTPAKOHA30j1a MOXET OBITh CHMXeHa. CieayeT ¢ OCTOPOXKHOCTHIO MPHMEHSTH
npenapar y JaHHOW KaTeropuy IalHeHTOB, B HEKOTOPHIX CIIy4asX MOXeT HOTpeOOBaThCS

U3MEHCHUE 103bI JICKAPCTBECHHOT'O CPEACTBA.

11
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[To6ouHoe 1eficTBHE

[To60ouHbIE IEHCTBUS WTPaKOHA30Ja CHCTEMATU3UPOBAHBI OTHOCHUTEIHHO KaXKIOW M3 CHCTEM
OpraHoB B 3aBMCHMOCTH OT YacTOTBI BCTPEYAEMOCTH, C HCIIOJIB30BAHUEM ClIEIYIOLICH
KIaccubukanun: ouens yacmo (>1/10), wacmo (>1/100, <1/10), newacmo (>1/1000, <1/100),
peoxo (>1/10000, <1/1000), ouenv peoxo (<1/10000, BkIIOUas eIMHUYHBIE CIy4Yau), ¥acmoma
neuzsecmna (HEJOCTATOYHO JAHHBIX JJISL OLCHKU YaCTOTHI PA3BUTHS).

Jlannvie, nonyuerHsie 6 X00€ K1UHUYECKUX UCC1€008AH UL

Hugekyuonnsvie u napazumaphvie 3a001€6aHUA: HeYACMO — PUHUT, CHHYCHT, WHEKIHHU
BEPXHHX JIbIXaTeIbHBIX ITyTEH.

Hapywenua co cmopoHst Kpo8emeopHoii u TuM@amuqecKoi cucmem: peoxko — JICHKOTICHHS;
yacmoma Heuzeecmua — HEUTPOTICHUSI.

Hapywenus co cmopoHsl UMMYHHOU CUCMEMbL: HeYacno — TOBBIIICHHAs IyBCTBUTEIbHOCT.
Hapywenusa co cmoponsl HepeHOUl cucmeMmbl: yacmo — TOJI0BHas 00Jb; peoko - MapecTesus,
TUITOCTE3HUS.

Hapywenus co cmopoHsl op2ana ciyxa u 1a0upunmmble HapywieHUuA: peoKo — 3BOH B yIlIax.
Hapywenua co cmoponsl yceny0ouHo-kumieunozo mpakma (KKT): wacmo — 6011b B XKHBOTE,
TOIIHOTA; HeYacmo — JTUCIIETICHS, 3aII0p, METEOPU3M, IUapesi, pBOTA; PeOKO — IUCTEB3HSL.
Hapywenus co cmopoHsl ne4eHu U HCE4eEbl6OOAUAUX  Nymeil:  Heuacmo — —
runepouMpyOHHEeMus1, HapylieHue QyHKIUU IeYEHH.

Hapywenus co cmopoHsl KOXCHbIX NOKPOB0E U NOOKONCHO-HCUPOBOI KIEMYAMKU: He4acmo —
KOKHBIN 31, KOXKHAsI ChIllb, KpallMBHUIIA.

Hapywienus co cmopoHsl nouek u Mo4egbl800AUUX nymeil: peoko — NOJIIAKHYPHSL.
Hapywenus co cmopoHsl penpoOyKmMueHOU cucmembl U MOJOYHBIX MHCEe3. Heuyacmo -
HapyIIeHHe MEHCTPYAIBHOTO IIUKJIA; peoKo — HPEKTUIbHAS TUChHYHKIHUS.

OcnodcHeHus obuiezo xapakmepa u peakyuu 6 Mecme 66€0eHUA: peOKo — OTEUHBIA CUHIPOM.

HI/E)KC IIPUBEAEH CIIMCOK HEXEIIAaTCIbHBIX peaKunﬁ, CBsA3aHHBIX C IIPHEMOM HMTpaKOHa30J1a,

KOTOpble OBUIM 3aperMCTPUPOBAHbI B XOJ€ KIMHHUYECKOrO H3Yy4YEHUs MTPAaKOHA3ola B
JIEKapCTBEHHBIX (opMax: pacTBOp Ul IpHeMa BHYTph W/HWIM B (GopMe pacTBopa IS B/B
BBEJICHUS (3a UCKITIOYECHUEM HEXENAaTeIbHBIX PEAKIIHid, OTHOCSIIMXCS K KAaTETOPHH «BOCITAJICHUS
B MECTe BBEJEHMS», MOCKOJIbKY JaHHbIE MOOOYHBIE PEaKIMH SBISIOTCS CHENUDUIHBIMH JUIS
JIeKapCTBEHHOU (OPMBI «pacTBOP Ul BHYTPUBEHHOTO BBEJICHHS»).

Hapywenua co cmoponsl KposemeopHoii u num@amuyecKkoi cucmem: TPaHyJIOUTOTICHUS,
TPOMOOIIUTOTIEHHS.

Hapywenua co cmoponst ummynHnoi cucmemsl: anaduIaKTONIHbIE PEAKIIHH.

12
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Hapywenus co cmoponst oomena éewjecme: TUTIEPTIIAKEMUS, TUTICPKATUEMHUS, THITOKATHEMHS,

TUIIOMAarHUEMHUSI.

Hapywenus co cmoponsl ncuxuku: CliyTaHHOCTb CO3HAHUSI.

Hapywenua co cmoponst  Hepenoui  cucmemwvl:  nepudepuueckas — Helpomarus,

IOJIOBOKPYKEHHE, COHIIUBOCTb.

Hapywenusa co cmoponwl cepdeuno-cocyoucmoii cucmemsl: cepjiedsas HEI0CTATOYHOCTb,

HEJIOCTaTOYHOCTh JIEBOI'O JKEJIy/I0YKa, TaXUKap[us, [OBBIICHUE apTEePUATBHOTO IaBJICHHS,

CHIDKEHME apTEPUATBHOTO JIaBJICHUS.

Hapywenua co cmoponst OvixamenvHoul cucmemsl, O0p2aAHO8 2PYOHOU KIemKU U

cpedocmenua: OTeK JeTKUX, TUucHOHMS, Kalleb.

Hapywenus co cmoponst ZKKT: ey 104HO-KUIIIEUHBIE PACCTPONCTBA.

Hapywenus co cmoponsl neuenu u xcen4eevl600Auiux nymeii: TeTATHT, KEJITYXa, HAPYIICHHE
‘ (GYHKIMU TIEUEHH.

Hapywenus co cmoponsl Kodcu u n0OOKOMCHbIX MKAHEN: SPUTEMATO3HAS ChIb, TUIIEPTHIPO3.

Hapywenusa co cmopomnst cKenemuo-mouliedHol U COeOUHUMENbHOU MKAHU. MUAITHS,

apTpajirus.

Hapywienusa co cmoponst nouex u mouegvigooAuwux nymeu: HEIOCTATOYHOCTH (GYHKIHH

NOYeK, HeJlep )KaHUe MOYH.

Obugue paccmpoiicmea u HApyWeHUA 6 Mecme 68e0eHUA. TEHEPAIN30BaHHBIE OTEKH, OTEK

auna, 00k B TpyAM, THIIEPTEPMUS, 00JIb, YCTATOCTh, 03HOO.

Bausanue na pesyromamer  n1a6opamopHblx  noxkazameneu U UHCHIPYMEHMATbHBIX

uccne0o6anuil: MOBBILICHHUE AKTUBHOCTH aJlaHMHaMUHOTpaHCcepasbl,

acrapraraMMHOTpaHcdepassl, enouHoi (ochaTasbl B I1a3Me KPOBH, IMOBBIIIEHHE aKTHBHOCTH
‘ JaKTaTIETUIPOreHassl B IUIa3M€ KPOBH, IOBBIICHHE KOHIEHTPAlMM MOYEBHHBI B KPOBH,

MOBBIIICHWE  AaKTUBHOCTH  TamMMma-rilyTaMuwiITpaHcdepasbl,  TOBBIIICHHE  AKTHBHOCTH

«IICYCHOYHBIX » (t)epMeHTOB, OTKJIOHCHHUE OT HOPMBI rokKaszaresiei 00IIero aHajam3a MOYH.

JMemu

be3onacHOCTs MpUMEHEHHs MTPAaKOHA30J1a OL[EHWBATACH B KIIMHMYECKUAX UCCIIEIOBAHUAX y 165
nerei B Bospacte oT 1 roga 1o 17 ner. B xoxe uccienoBanuii ObUI0 OTMEYEHO, YTO HauboJee
4acTO BCTPEYAIOUIMMHUCS HEXKEIATeIbHbIMU peakuusMu Obuti: ronoBHas 60ib (3,0 %), psora
(3,0 %), 6onp B xuBoTE (2,4 %), muapes (2,4 %), uapymenus ¢Gynkuuu nedenu (1,2 %),
tomHoTa (1,2 %), kpanuBauna (1,2 %), runorensus (1,2 %). Xapakrep MOGOYHBIX peaKIHii,
BCTPEYAIOIIMXCS Y AETEH, CXOXK C TEM, YTO HAOIIOaeTCsl y B3POCIBIX IMAIHEHTOB, TEM HE MEHEE,

4acTOTa NOOOYHBIX PEaKIUi y AeTel BhIIIE.

13
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ITo6ounsie peakyuu, 3apezucmpuposanHsle 8 NOCMPeZUCMPAYUOHHOM NEPUOOEe NPUMEHEHUA
umpaxona3zo.a (JaHHbIE TIOJY4YeHbl HA OCHOBAHUY CIIOHTAHHBIX COOOIIEHHH):

Hapywienua co cmopoHsl UMMYHHOU CUCMEMbl: 04YeHb pPeOKO — ChIBOPOTOYHAs OOJIe3Hb,
AHTHOHEBPOTHYECKH OTeK, aHaUIaKTHUECKHe, aHaQUIAKTON/IHBIE U AJUIEPIUYECKUE PEAKIIUH.
Hapywenusa co cmopoHsl 06mena eeuwecms: oveHs peoko — TANEPTPUTITULIEPHIEMHUS.
Hapywenus co cmopoHsl HEPEHOIL CUCMEMbI: 0YeHb PEOKO — TPEMOD.

Hapywenusa co cmoponsl opzana 3peHusa: ouenb peoko — HapylLIeHHE 3peHMs (BKIIIOYas
JTUIUIONHIO, HEUYETKOE 3PEHHUE).

Hapywienua co cmoponst opeana ciyxa u 1a0upuHmmusle HAPYUWEHUA: 04eHb PeOKo — CTOUKas
WJIM BpEMEHHasl IOTeps CIyXa.

Hapywenua co cmopoHsl cepoeyHOo-coCyOUCmou CUCMEMbl: 0YeHb pPeOKO — XPOHUYECcKas
ceplevHas HeJJOCTaTOYHOCTb.

Hapywenus co cmoponsl 0p2anoe 0bIXaHua: 4acmo — OJIbIIIKa.

Hapywenusn co cmoponst ZKKT: ouenv peoxo — naHKpeaTHT.

Hapywenus co cmoponsl 2enamoouiuapHoil CuCmemsl: 04eHb peoKko — TSKEI0e TOKCUUECKOe
MOpakeHUE TIEUYEHH (B TOM YHMCIIE HECKOJIBKO CIIy4aeB OCTPOM NMEYEHOYHON HEIOCTATOYHOCTH C
JIETATBHBIM UCXO0JIOM).

Hapywiernua co cmoponsl KONCHbIX NOKPOB08 U NOOKONCHO-MHCUPOBOU KIeMYAMKU: O0YeHb
PeOKo — TOKCHYECKHH SNHAepMalIbHbIM Hekponu3, cuHapoMm CtuBeHca-/[KOHCOHA, OCTpPBIHA
reHEpaJIM30BaHHBI DK3EHTEMATO3HBIM IyCTyJe3, MoauMopdHas spuTemMa, SKCHOTHATHBHBIN
JEPMAaTHUT, JICHKOLUTOKJIACTUYECKHH BaCKYJIUT, alonelusi, OTOUyBCTBUTEILHOCTS.

Bruanue na pesynomamevr  n1abopamopubix nokazameneu U - UHCHIPYMEHMATbHBIX

uccne0oeanuil: oyens peoko — NOBBIIIEHHE aKTUBHOCTH KpeaTuH(OCHOKUHA3HI KPOBH.

IlepenosupoBka

CHMHTE)_I{VIEI, Ha6JIIOJIaeMBIe 1pd  TICPEAO3UPOBKE IperapaToM OPYHFaMPIH® KarcyJibl,

+

COTIOCTaBUMBI C J10303aBUCHMBIMHU TOOOYHBIMHM PEAKIUSAMH, HAOIIOIaeMBIMH TIPH TPUMEHEHUH
OOBIYHBIX 7103 IIpenapara.

Jlevenue: cnenM(puUYECKOro aHTUIOTA HE CYINECTBYeT. B cilydae ImepeIo3MpOBKH ClEIyeT
IPOBOIUTH TOAAEPIKMBAIOIIYIO Tepanuio. MTpakoHa301 He BBIBOAMTCS W3 OpraHu3Ma IIpH
reMo/Iuan3e.

PeKOMeHIIyeTCSI O6paTI/ITI:CH B TOKCHKOJIOTHYECKUH HOEHTP € LCIBbKO KOPPEKTUPOBKH JICYUCHUSA

MY MepeIo3UPOBKe mpenapatom OpyHraMun®.
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B3aumojeiicTBHe ¢ IPYrHMH JIeKaPCTBEHHBIMH CPeICTBAMH

WtpakoHa3oa — mpenapar ¢ BBICOKMM IOTEHIIMAJIOM JEKapCTBEHHBIX B3auMozekcTBud. Hinke
ONMCaHbl pPa3IMYHbIE BU/bI JIEKAPCTBEHHBIX B3aUMOIEHCTBHH M CBS3aHHBIE C HUMH 00mIMe
pexoMenanuu. Kpome Toro, mpencraBieHa TabiMIia ¢ MpUMEpPaMH JIEKapPCTBEHHBIX CPEJICTB,
KOTOpBIE MOTYT B3aMMOJEHCTBOBaTh C MTPAKOHA30JI0M, OPraHM30BaHHAs [0 TpyIIam
nmpernaparoB Ui Oojiee MPOCTOro HUCnoib3oBaHus. CHHMCOK INPUMEPOB HE  SBISETCS
MCYEPIIBIBAIONIMM, [O03TOMY IIPH COBMECTHOM IIPUMEHEHHMH KaKMX-JIMOO IIpernaparoB ¢
WTPAKOHA30JI0M CJIeyeT W3YYUTh MHCTPYKIMH 110 UX NPUMEHEHMIO Ha IpeaMeT HHPOpMaIHy,
CBSI3aHHOM C MeTaboM3MOM, TYTSAMH JIEKApCTBEHHBIX B3aMMOAEHCTBHH, MOTEHIMAIbHBIMU
pUCKAaMH H CHeUU(PUYECKMMH JCHCTBUSMH B OTHOIIEHMHM COBMECTHOIO IIPUMEHEHHS.
Urpakonazon Metabomusupyercst mnpeumyinectBeHHO u3opepmentom CYP3A4. Jlpyrue
JIEKapCTBEHHBIE CPEJCTBA, KOTOphIE Takxke MeTabOIM3UPYIOTCS C Y4acTHEM JIaHHOIO
u30(epMeHTa WX HW3MEHSIOT €ro akKTHBHOCTb, MOTYT BIHUSTh Ha (apMaKOKHHETHKY
urpakoHazona. CXOAHBIM 00pa3oM HMTPaKOHA30J1 MOXKET BIUATH Ha (PapMaKOKMHETHUKY
JIEKApCTBEHHBIX CPEICTB, KOTOpbIE TakKe MeTa0OMU3UPYIOTCS MpPH y4YacTUU JAHHOTO
nzodhepmenta. [Ipy OTHOBpEMEHHOM TNPHMEHEHHWH WTpPAKOHA30jla C YMEPEHHBIMH WU
«cunbHBIMEY uHAYKTOpaMu CYP3A4 MOXeT CHMXaThCsi OMOMOCTYIIHOCTH HTpaKkoHa3zosla U
THJPOKCHUTPAKOHA30JIa, TaK YTO MOXET ObITh cHKeHa 3¢h¢exTuBHOCTh. COBMECTHOE
NPUMEHEHHE C YMEPEHHBIMH WIH «CHWIbHbIMH» HHruoutopamu CYP3A4 MoOXeT HOBBICHUTH
OMOIOCTYITHOCTh ~MTPaKOHa30Jla, TNPHBOAS K Oojiee BBIPAKEHHBIM WJIH  JUTHTEIBHBIM
bapmakosorudeckuM 3¢ dexram HTpaKoHasoa.

BcacbiBanMe MTpakoHa30/1a CHUIKAETCS y IMAIIMEHTOB CO CHUIKEHHOW KHUCIOTHOCTBIO JKENYJIKA.
[IpenapaTsl, CHMXXalOIIUE KHUCIOTHOCTH JKEIyJIKa, HApPYIIAIOT BCACHIBAHWE HTPAKOHA30JIa M3
KarcyJs. YToObl IpOTUBOCTOATH JaHHOMY 3 dekTy, peKoMeHIyeTcss IPUHAMATh UTPAKOHA30J1 B
Karcyjaax ¢ KHCJIOTHBIM HAlMTKOM (HalpuMep, HEIUETUYECKOH KOJIOW), eClTH NMPUHHMAKOTCS

IIpernaparsl /i1l CHH)KEHHUS KUCIIOTHOCTH XKenlyaka (cM. pazzaen «Ocolble yKa3aHHs»).

Wrpakona3on u €ro OCHOBHOW METabONUT TUAPOKCHMTPAKOHA30J SIBJISIFOTCS «CHIIBHBIMH»
unruburopamu CYP3A4. UtpakoHas3oun sBIsieTcss HHTHOUTOPOM JIEKAPCTBEHHBIX TPAHCIIOPTHBIX
MoJieKy1 P-rimkonporenHa M 0enka pe3HCTEHTHOCTH K paky MojiouHoi xenessl (BCRP).
WTpakoHa3o;1 MOXeT MHrHOMpoBaTh MeTaboIM3M mpenapatoB, Metabonusupyembix CYP3A4, u
TpaHcrnopT npenaparos P-riukonporenHom u/umu BCRP, B pe3ynbrarte 4ero MoeT BO3pacTarh
KOHIIEHTpAIUsl OJTUX NPENapaToB M/WIKM HX aKTHBHBIX MeTa0OJHMTOB B IUIa3Me IMpH
OJTHOBPEMEHHOM IpHEME C HUTpaKoHa30J0M. lloBBIIIEHHE KOHIEHTpalMii B TUIa3Me€ MOXET
YCWJINBATh WK IPOJIOHTHPOBATE KaK TEpaleBTUYECKHE, TaK M HeXelaTeabHble dPQEKThl ITHX

npenapaTros. ,HIISI HCKOTOPBIX IIpEnapaTtoB COBMECTHOEC IIPUMEHEHHUE C MTPAKOHA30JIOM MOXKET
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IIPUBECTH K CHH)KEHUIO KOHLIEHTPALMH IpenapaTa WM ero akTHBHOIO KOMIIOHEHTa B I1a3zme. B
pe3yibTare 3Toro 3p(eKTHBHOCTH IpenapaToB MOXKET OBITH CHI)KEHA.

[Tocne oTMeHBI Tepanuy MUTPAKOHA30JI0M KOHIEHTPALMK B IUIa3Me CHIDKAIOTCS HWXKE Ipejena
ompejieJIeHUsl B TeueHHe 7-14 aHeH B 3aBUCHMMOCTH OT 03 M JUIMTEIBHOCTH Tepamuu. Y
MallMeHTOB ¢ UPPO30M II€UEHH WM JIUL, oiydaBmmX UHruoutopsl CYP3A4, koHneHTpanuu B
IIa3Me€ CHHXKAKOTCSl MEUIEHHee. JTO OCOOEHHO BaXHO YYMTHIBATH B HAudale Teparnuu
npenaparamu, Ha MeTaboJIM3M KOTOPBIX BIUSET HTPAKOHA30JL.

[IprMennMBI crienyromue o0Imue peKOMEHIalluH, €CITH B TaOJIUIE HE yKa3aHO WHOE:!

- «lIportuBomokazaHo»: HHM IIpH KaKHUX OOCTOSATE/NBCTBAX HENIb3s MPUMEHATH JaHHBIA
JIEKapCTBEHHBIH IpenapaT B KOMOMHAIMM C MTPAKOHA30JIOM. JTO OTHOCHUTCS K CJIEIYIOLIMM
npenapaTam:

cyberpatel CYP3A4, y KOTOPBIX MOXKET BO3pacTaTh KOHUEHTPALMS B IUIa3Me C MPOJIOHTaIMei
WIM YCHJIEHHEM TEepaleBTUYECKUX W/WIM HEeXelIaTeqbHbIX 3(P(EKTOB 10 BO3ZHMKHOBEHUS
MOTEHLUAIBHO CEPbE3HbIX CUTyalui (cM. pasaen «[IpoTuBonokazanusy).

- «He pexomenayercs»: pexkoMeHIyeTcs u30eraTb NPUMEHEHHUs JaHHOTO JIEKApCTBEHHOIO
CPE/ICTBa, 3a MCKIIOUYEHHEM CIIy4aeB, KOTJa OXKHIaeMmas I0Jb3a IMPEBBIIIAET MMOTEHIIMATbHBIN
PMCK, CBS3aHHBIM C IpoBOAMMOMN Tepanuei. Eciu Henb3s u30exaTb INPUMEHEHHS JaHHOU
KOMOMHAIIMK JIEKapCTBEHHBIX CPEJCTB, PEKOMEHIyeTCsl HaOIIoJaTh 3a COCTOSHUEM MallueHTa
JUIL CBOEBPEMEHHOI'O BBISBJICHHS CHUMITOMOB M IPU3HAKOB YCHUJIEHUS WM IPOJIOHTAIMU
3b(eKToB NpenapaToB WM Pa3BUTHUS HEXeNATeIbHBIX 3(deKToB, B ciyuae HEOOXOAUMOCTH
Clie/lyeT KOPPEKTHpOBaThb 03l HUTPAaKOHA30J1a W/MIM  OJHOBPEMEHHO INPHHUMAEMbIX
npenaparoB. Ilpy HanMuuM BO3MOMKHOCTH PEKOMEH/IYETCSl KOHTPOJIMPOBATh IJIA3MEHHYIO
KOHLEHTPALHIO [TPEenapaToB. ITO OTHOCHTCS K CIIEAYIOIIUM IIpenapaTam:

yYMEpEHHBIE WM «CHIIbHBIE» UHAYKTOPEl CYP3A4: He pekoMeHayeTCsl Ha3HAYEHHE 3a 2 HEJeH
710 ¥ B T€YEHHE JICUCHUS] UTPAKOHA30JIOM;

cyberparbl CYP3A4/P-gp/BCRP, mnoBbleHHe WIH CHHXKEHHE KOHIEHTpAIMA KOTOPHIX B

IJ1a3M€e MOXKET IIPUBECTH K 3HAYUTEILHOMY PUCKY: HE PEKOMEH/IyeTCs Ha3HaYeHHe BO BpeMsl U B
TEUeHUE 2 HeZIeb MOCIIE JICYEHHUS UTPAKOHA30JI0M.

- «lIpuMeHSATE ¢ OCTOPOKHOCTBIO»: PEKOMEHIYETCsl TIIaTeJIbHOe HAOIOJEHHE IIpH
OJTHOBPEMEHHOM IIPUMEHEHMH IIpenapara ¢ UTpaKoHa3oaoM. [Ipu oTHOBpeMEeHHOM PUMEHEHUH
JIEKaPCTBEHHBIX  CPEACTB  pPEKOMEHJyeTcs HaOMoAaTh 3a COCTOSIHHEM IAllHeHTa U
KOPPEKTUPOBATh  J03bl MTPAKOHA30Ja M/WIM CONYTCTBYIOUIMX IIpPErnapaTtoB IO Mepe
HeoOXomuMocTu. EciM BO3MOXKHO, peKOMEHIyeTCsl ONpe/IessTh KOHIEHTPAMK B IIa3Me. JTOo
OTHOCHTCS K CIIEIYIOIIUM IperapaTam:

[Ipenaparbl, CHHKAOIIUE KUCIIOTHOCTD JKEITyIKa (TOJ'IBKO JUIA U'TpaKOHA30J1a B Kancynax);
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YMEpEHHbIE WK «CUIbHBIE» HHTUOUTOPE CYP3A4;

cyocrparsl CYP3A4/P-gp/BCRP, 1 KOTOPBIX MOBBIIIEHHE WK CHH)KEHHE KOHIEHTpAIMi B

1a3M€ MOXKET MPUBCCTH K KIIMHUYECCKH 3HAYUMOMY PHUCKY.

[Tprmepbl B3aUMOEHCTBYIOIMX IIpenapaToB IpeacTaBieHbl B Tabnuie Hipke. [Ipemapatsr,

NEPEUYUCIICHHBIC B Ta6m1ue, BBIGpaHBI Ha OCHOBE JIaHHBIX MCCJICIOBAHUMU JICKApCTBCHHBIX

B3aUMOJCUCTBUN WM KIMHAYECKHUX CJIyd4acB, a TaKXC IIOTCHHHAJIBHBIX JICKAPCTBCHHBIX

B3aUMOJIEICTBHM HA OCHOBE MEXaHHU3Ma JE€HCTBHUS.

Kiaccenl
npenapaToB u

npenaparbi

OxnaeMblii/NOTeHHAIbHBIH
3 (eKT N0 OTHOIEHHIO K YPOBHIO

npenapara (CM. CHOCKH)

Kiaununyeckue KOMMEHTApHH

Aubha-610kaTOPBI

Ancdy3o3uH Andy303uH Crax (11), AUC (11)* He pexomeHyeTcs BO Bpemsi M 2 Hellesu 1ocie

Cunonosux Cunono3ut Crax (11), AUC (11)? OKOHYaHMS JIEYEeHUS UTpaKoHa30s10M. [loBbilIeH

Tamcyno3un Tamcynosun Cmax (11), AUC (11)? PUCK TIOSIBJIEHUSI HeXeJaTelbHbIX peakLuid’,
CBSI3aHHBIX C a1(y303MHOM/CUIIOI03UHOM/
TamcynozuHom.

AHAJIbreTHKH

AndeHranun Andenranun AUC (11-1111)? [TpuMeHsATs ¢ OCTOPOXKHOCTBIO, HAOIIOAATh Ha

bynpenopdux (B/B u

MOIbS3BIYHO)

Bynpenopdun Cax (11), AUC (11)*

NpeaAMET TMOABJICHHUA HEXKEJIATC/IIbHbIX peaKum‘/'I

Ha  aQHAIBIeTHKH®, MOXeT mnoTpeboBaThCs

OKCHKO/IOH OxkenkonoH Crmax (1), AUC (11) CHIDKeHHe 103bl asipeHTanuna/OynpeHopduna/
Cydenranun Cydenranun - NOBBILIEHUE | OKCUKOJOHA/CyeHTaHHIA.
KOHUEHTpaLU1 (creneHb
Heu3BecTHa) *°
DeHTaHU ®enranun /B AUC (11)? He pexomeHyeTcst BO BpeMsl U 2 HeJlesld rocie
@eHTaHua B Ipyrux ¢opmax — | OKOHYaHHMS JIEUSHHUS] UTPaKoHa3010M. [ToBbileH
~ | TIOBBIILIEHHE KOHLIEHTPALUH (CTENEeHb | PUCK TOSIBIICHUS HEKETaTelbHBIX PEakiii Ha
HeM3BeCTHa)™" tdeHTaHUI .
Jlepauerunmeranon | Jlesanerunmeranon Cmax (11), AUC | [IpoTuBOmnokasaH BO BpeMs ¥ B TeueHHE 2
(neBomeTaau) (T Heleslb  T0Cj€  JIEYeHHs  MTPaKOHA30JI0M.
[ToBbIlIEH pUCK TMOSIBIEHUS HEXeIaTelbHbIX
peakLuii Ha JIeBalEeTUIMETA0J: MPOJOHIaLUs
untepBana QT v nupysTHas TaXUKapaus.
Metanon (R)-meranon Chax (1), AUC (1)? [IpoTuBonoka3aH BO BpeMs W B TeueHHe 2

HECIIb nocJjie JICHCHUA UTPAKOHAa30JI0OM.

IToBbilIeH PHUCK TMOABJICHUA HEXKEIATCIIbHBIX
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Kunacepr OxnaeMblii/NOTEH I HAIbHDIH KanHnyeckHe KOMMEHTADHH
npenapaTroB H 3¢ (}eKT N0 OTHOIEHHIO K YPOBHIO
npenaparbl npenapara (CM. CHOCKH)
peakuuii  Ha  METalOH:  MOTEHLHAIbHO

yrpokarouiee JKM3HU YTHETEHWE JIbIXaHHf,
nposionrauus uHtepBana QT u nupysTHas

TaXUKapIus.

HpOTHBoapHTMﬂ‘ICCKHe cpeacrsa

JIurokcuH JurokcuH Crax T, AUC 1 [TpuMeHSTE ¢ OCTOPOJKHOCTBIO, HAOMOAATh HA
NpeaMeT MOSBICHUS HeXelaTelbHbIX peakLui
Ha IMFOKCHH, MOXET MoTpeboBaThCs CHIKEHHE

J103bI IMTOKCHHA®.

Jnzonupamun Jlnzonupamuza — NOBbILIEHUE [IpoTuBOMOKa3aH BO BpeMs WU B TeueHUE 2
KoHLeHTpauuu (171)*° Helelab  TOC/i€  JICUYEHUS  MTPAKOHA30JI0M.
[ToBbllIEH PHUCK TMOSIBJICHUS HEXeIaTeIbHbIX
peakuuid  Ha  JM30MMPAMHUI:  CEpbe3HbIe

APHUTMHH, BKITHOYAS MUPYITHYHKO TaXUKAPAUIO.

Hoderunun Jodernnun Crax (1), AUC (1) [IpoTuBOMOKa3aH BO BpeMs M B TeueHHe 2
HeZlelb  TOCNe  JIeYeHWs  WUTPaKOHA30JIOM.
[ToBbIlIEH PHUCK TOSBJICHUS HeXesaTeIbHbIX
peakuuit Ha noheTuan; cepbe3Hble

JKEJTYJOYKOBBIE apUTMHUH, BKJIHOYAs INMHUPYITHYHO

TaXUKapaMIo.
JlponenapoH HponenapoH Crax (111), AUC [IpoTuBONOKa3zaH BO BpeMs M B TeueHHe 2
arm? HeJelb  MOC/ie  JIeYEHHWs  MTPAKOHA30JIOM.

[ToBbllIEH PHUCK TOSBICHUS HEXeIaTeTbHbIX
peakuMidi  Ha  JPOHEJApOH:  MPOJIOHraLus

unrepsana QT u cepaedHo-cocyaucTas CMEpPTb.

XUHUIUH XunuauH Cmax T, AUC 11 [IpotuBonoka3aH BO BpemMsi U B Te4YeHHE 2
Heledb  TOCHe  JIeYeHHs  WUTPAKOHA30JI0M.
[ToBbllIeH pUCK TOSBIEHUS HEXeaTelTbHbIX
peaKuuifl Ha XWHWJUH: IIPOJIOHIraliusi UHTEpBaJa
QT, nmnupysTHas Taxukapaus, THIIOTEH3H,

CIIYTAHHOCTb CO3HAHUA U ZICHPIpHﬁ.

AHTHOHOTHKH

benaxkBuiuH benakBunuH Cpax (<), AUC (1) B He pexomenmyercs B TeueHue Oosiee deMm 2

TeueHue 2 HEIECJIb, OAWH pa3 B CYTKH HEACJIb B TH000i MOMCHT JICUCHHA
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Kuaacenl

npenaparos

OxuaaeMbId/MOTeHIHAIbLHBIH

3¢ (eKT N0 OTHOIEHHIO K YPOBHIO

Knunnuyeckue KOMMEHTapHH

npenaparsbl npenapara (CM. CHOCKH)
OenakBuInHA® OeIaKBUJIMHOM B CBSI3U C TOBBILIEHHEM pPHUCKA
MOSBJIEHHS]  HEXKEJIaTeJbHbIX  peaklUui  Ha
OenakBUIMH.
[lunpodiokcanut Hrpakonazon Crax T, AUC 1 [TpuMeHSTb C OCTOPOXKHOCTBIO, HaOIONATh Ha
DPUTPOMULIUH NpeaMeT TOSBJICHUS HEXeJlaTeIbHbIX peaKLui
Ha  WTPaKOHa30jl, MOXeT moTpeboBaTbes
CHIDKEHHE J103bl UTPAKOHA301a.
KnapurpomuLiuH KiapurpomMHLIMH — MOBBILIEHUE [IpMeHSTh ¢ OCTOPOXKHOCTBIO, HabMOJaTh Ha
KOHLIEHTpALMH (CTeTeHb NpeaMET TIOSBJICHUS] HeXelaTelbHbIX peaKLui
HeuspecTHa)™ Ha MTPAaKOHA30J W/WIKW  KIAPUTPOMMLIMHC,
Hrpaxonazon Cpax T, AUC 1 MOXeT  noTpeboBaTbCs  CHWXKEHHE  J103bl
UTPaKOHA30J1a W/WIIKM KJIapUTPOMHULIMHA.
JlenamaHu JlenamaHu — NOBBILLIEHHE [IpuMeHSATh ¢ OCTOPOXKHOCTBIO, HabIIOJaTh Ha
KOHLIEHTpALIMH (CTeneHb NpeaMeT MOSBICHUS HeXelaTelbHbIX peakLui
HeusBecTHa)™ Ha JielaMaHu1/ TPUMETPeKcar, MOXeET
Tpumerpekcar Tpumerpekcat — noBbIlIEHHE noTpebOBaThCS CHIKEHHUE /103bl UTPAKOHA30/1a°.
KOHLIEHTpaLMH (CTeNneHb
HeusBecTHa)™®
H3zonuazun H30HuMa3ua: KOHLEHTpaLus He pexomenayetcs B TeueHHe 2 Hezelb 10 U BO
utpakonasona (|| |)*° BpeMs JIEeYEHUs] WTPAKOHA30JIOM, MOXKET ObITb
Pudamnuumn Pudamnuimn: AUC utpakoHasosa CHWKeHa 3G GEeKTUBHOCTh UTPAKOHA301a.
A
Pudabytun PudabyTun — nossieHue He pekomeHnayeTcs B TeueHHe 2 Heleslb 10, BO
KOHLIEHTpALHH (CTerneHb BpEMsi U B TeY€HHE 2 HeJeNb IOocje JeUeHHs
HEeW3BeCTHa) *° UTPaKOHA30JIOM. Bo3mMosxkHO CHW)KEHHE
Hrpakonazon: Cpax ||, AUC || 3¢ dexTUBHOCTH HTpaKOHa30/a M TOBBILIEHHE
pUCKa TMOSIBIEHUS] HEXKENATEe/IbHbIX peaklUUd Ha
pudabyTHH®.
TenuTpoMULIMH VY 310pOBbIX 10OPOBOJIBIIEB: [IpoTHBOMOKa3aH MalLMEHTaM C  TSKEIbIM

TeTUTPOMULIUH Cpax T, AUC 1

[Tpu Tsxenom HapyiieHUH QYHKLINH
nouek: tenurpomMuuiud AUC (11)?
[pu TspKETOM HapyleHUH QyHKIMH
NeYeHU: TeTUTPOMULIMH —

MOBbILIEHUE KOHLUCHTpALUH (CTeHeHL

HapylleHHeM (QyHKLUMM NMEYeHH WIM MOYeK BO
BpeMsl M B TE€YEHHWE 2 HeJeb IMOC]e JeueHUs
UTpakoHa3ojoM. [loBbilleH pHCK MOSBIEHUS
HEe)XeJlaTeJbHBIX peaKkUMid Ha TeIUTPOMMLIMH,
BKJIIOUas

TNMEYCHOYHYIO TOKCHYHOCTbD,

nposioHrauuio uHTepBasia QT M mupysTHYIO
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Kaaccsr
npenapaToB H

npenaparbl

Oxu1aeMbli/NOTEHIHAIBbHBIA
3 eKT N0 OTHOLIEHHIO K YPOBHIO

npenapara (CM. CHOCKH)

KanHnueckne KOMMEHTapHH

Heu3BecTHa) > °

TaXUKap/uIo.
VYV Opyrux NauMeHTOB CleAyeT MPUMEHSTh C

OCTOPOXKHOCTBIO, HaOmogaTh  Ha npeamer

TMOSABJICHUSA HEXEJIAaTCJIbHbIX peaxuuﬁ Ha

TCJIUTPOMHLIMH, MOXET 1'10Tpe6OBaTbCﬂ

CHHXXCHHUE 103bI TeJII/lTPOMI/IUI/lHaC.

AHTHKOaFyJIﬂHTbl H aHTHTpOMGOTH‘IeCKHe cpeacrea

ArnrkcabaH ArnnkcabaH Cmax (1), AUC (1)? He pexomeHnyercst BO Bpemst M 2 HeJleslu 1ociie

Pusapokcaban PusapoxcabaH Cmax (1), AUC (1-11)* | neuenuss utTpakoHazonoM. IloBbllieH pHUCK

Bopanakcap Bopanakcap Cmax (1), AUC (1)? MOSIBICHUS] ~ HEXEJATeIbHbIX  peakUMd  Ha
anukcabaH/puBapokcaban/Bopanakcap®.

KymapuHbl Kymapussl (Hanpumep, BapdhapuH) — | [IpuMEHATh ¢ OCTOPOXKHOCTBIO, HAabMOAaTh Ha

(Haripumep, MOBBILIEHHE KOHLEHTPALIMH (CTENEHb | MPEAMET MOSBICHUS HEXKEeIaTe/lbHbIX pPEeaKLUH

BapdapHH) HeusBecTHa)™° Ha KyMapHHBI/LIWJI0CTa301, MOXET

[{unocrazon [unoctazon Crax (1), AUC (11) NnoTpe0OBaTHCS CHWKEHHE 103bl KyMapHHOB/
uI0CcTa30m1a°.

Jlaburarpan Jaburarpat Cnax (11), AUC (11)? [TpUMeHSATb C OCTOPOXKHOCTBIO, HAaOOAAaTh Ha
NpeaMeT TOSBICHUS HEXelaTeIbHbIX PeakLuii
Ha  jgaburatpaH, MoxeT  mnotpeboBaTbcs
CHIDKEHHE J103bl 1aburarpaHa’.

Tukarpenop Tukarpenop Cmax (1), AUC (111)? [IpoTuBOnokazaH BO BpeMs M B TeueHHe 2

HEAC/Ib rnocJjie JICUCHUA HUTPAaKOHAa30JIOM.

[loBbILIEH pHUCK TMOSBICHUS HEXeEJIATeIbHbIX
peaxkuui Ha

THKarpesop, Hanpumep

KPOBOTEUEHUH.

IIporuBoCya0pOKHBIE CpEICTBA

Kapbamazenun

KoHueHnrpauus kap6amazenuna (1)*°

KoHuenTpauus urpakonasona (| ])*°

He pexomeHayercst B TeueHHe 2 Hezeslb /10, BO
BpeMsi M B Te4eHHe 2 Helesb Mocje JIeUeHus
UTPaKOHA30JI0M.

D PeKTUBHOCT HMTpaKOHa30ja MOXET ObITb
CHWXKEHa B CBA3M C TOBBIUIEHMEM pHCKa
MOSIBJICHUS

HEXEJIaTCIIbHBIX peakum“{ Ha

kapbamazenuH®.
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Kaacewl

npenaparos

OxugaeMplil/NOTEHHAJIbHBIH

3¢ (peKT N0 OTHOIEHHIO K YPOBHIO

KinHnyeckne KOMMEHTApHH

npenaparsl npenapara (cM. CHOCKH)
denobapbuTan ®enobapOuTan: KOHLEHTpALUs He pexomeHnnyercsi B TeueHHe 2 Hezlelb 10, BO
n s 2
TpakoHa3zona (||]) BpEMsi U B TEUEHHE 2 Helesb I0Cje JeUeHHs
DeHUTOUH ®enutonn: AUC utpakoHasona ||| | urpakoHazonoM. MoxkeT  ObITb  CHHXKEHA

3¢ PeKTHBHOCTH UTPAKOHA30JIA.

IIpornBoanabeTnyeckne cpeacraa

Penarmvuupg

CakcarjJunTuH

Penarmuauna Cpax T, AUC 1
CaxcarmuntuH Cnax (11), AUC (11)?

[IpUMEHATh ¢ OCTOPOKHOCTBIO, HAOIOAaTh Ha
NpeIMeT TOSBICHHUS HexXeslaTesbHbIX peakLui
Ha penarJMHU//CaKCcarIMITHH, MOJKET
noTpeboBaThCs CHWXKEHME J103bl pernarjauHuaa/

cakcarjiMnTuHac.

AHTHTreJIbMHHTHbBIE, IPOTHBOrPHOKOBBIE H AHTHIIPOTO30HHBIE CPeICTBA

ApTtemeTep- Aptemerep Cnax (11), AUC (11)? [TpUMeHSATb ¢ OCTOPOXKHOCTBIO, HAOIOAATh Ha
moMedaHTpUH Jlromedantput Crax (1), AUC (1) | npeaAMeT TOSABIEHUS HeXellaTeIbHbIX peaKLnii
XWHHUH XuHUH Cpax <>, AUC 1 Ha apTemMeTep-TroMedaHTPUH/XMHUHS.
Creuuduueckue  AEWCTBUS  ONUCAHbI B
HUHCTPYKLMSX 10 MPUMEHEHHIO.
["anopanTpun ["anodaHTpuH — noBeILIEHHE [IporuBonoka3aH BO BpemMsi U B Te4eHHE 2
KOHLIEHTpALUH (CTENeHb Heleslb  MOCie  JIGUEHHS  MTPAKOHA30JI0M.
HeusBecTHa) > ° [loBbllIEH pPUCK TMOSBIEHHS HEXETaTeIbHbIX
peakuMid Ha rajJo(aHTPUH:  MPOJIOHTALMS
uHtepBaia QT u neTanbHbIE apUTMHUU.
H3aBykonazon HzaBykoHazon Chax («2), AUC [lporuBonoka3aH BO BpemMss M B Te4YeHHE 2
T1? Heleslb  TOCle  JIGUEHHS  MTPAKOHA30JI0M.
[ToBbllIEH pHUCK TMOSIBJICHUS HEXeJaTelIbHbIX
3 - | peakuuii Ha W3aBYKOHa30Jl: HAapyLIEHHS CO
CTOPOHBI NIeYeHH, peaKkiru rurmnep-
YyBCTBUTEILHOCTH U SMOPHO(ETOTOKCHYHOCTD.
[TpazukBaHTen [Tpa3zukBanTen Cmax (11), AUC (1) [IpyMeHSATh C OCTOPOXKHOCTHIO, HAOIONATh HA

NpeaAMET TMOABJICHHUA HEXEJIaTCJIbHbIX peaKum‘/'l

Ha  TMpa3suKBaHTEJI, MOXET HOTpCGOBaTLCﬂ

CHHWXXCHUEC 103bI Hp&HKBaHTeHaC.

AHTHIHCTAMHHHBIE cpeacrsa
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Kaacenl

npenaparoB H

OxuaaemMblil/IOTEHHAJIbHBIA

3¢ (eKT N0 OTHOIEHHIO K YPOBHIO

Kiaunnyeckne KOMMeHTapHH

npenaparbl npenapara (CM. CHOCKH)
AcTeMHu30 ActeMu3on Cmax (1), AUC (11)? [IpoTrBOMOKa3aH BO BpeMs M B TeueHue 2
Helelb  TOocie  JICYEHHs  MTPAKOHA30JI0M.
[ToBbIlIEH PUCK TMOSIBICHUSI HEXKEIaTebHbIX
peakuMii  Ha  acTeMMU30Jl:  IIPOJIOHraLus
unrepaia QT, nupysTHas Taxukapaus H
JpyTHe KeTyA04YKOBbIE apUTMHH.
bunactun bunactus Crax (11), AUC (1)? [TpUMEHSATh ¢ OCTOPOXKHOCTBIO, HAaOIOAATh Ha
DbacTuH D6actvH Cmax 11, AUC 111 NpeaMeT TOSBICHHUS HeXeslaTesIbHbIX peakLHi
Pynaraaux PynaTtanus — nopbleHue Ha OwlacTUH/30acTWH, pyNarajuH®, MOXeT
koHuUeHTpauwmu (1111)° norpeboBaThCs CHIKEHUE J103bl
OunacTiHa/a6acTUHaA, pyraTadHa.
Mu3051acTHH MusonactiH Cmax (1), AUC (1) [TpoTuBonoka3aH BO BpemMsi U B Te4eHHE 2
Heleslb  TOC/e  JIYEHHS  MTPAKOHA30JI0M.
[ToBbllIEH PUCK TMOSBICHUS HEXKEIATEIbHbIX
peakuMid Ha  MH30JIaCTHH:  NPOJIOHTALUS
uHtepBasa QT.
Tepdhenanun Tepbenanun - noBeilienue | [IpoTuBonokazaH BO BpeMss WU B TeyeHUe 2
KOHLIEHTpALIUK (crereHb | HemeNb  MOC/A€  JIEYEHHS  UTPAKOHA30JIOM.
Heu3BecTHa)" [ToBbIlIEH pUCK TMOSIBJIEHUs] HEXeJaTesbHbIX

peakuuii  Ha  TepdeHaaMH:  MPOJOHraLus

unrepBana QT, nupysTHas Taxukapaus W

ApYTHe ey 104KOBbIe aPUTMHUH.

IIpornBOMHTrpeHO3HbIE CPeICTBA

Dnerpunran Onerpuntad Cpax (11), AUC (111) [IpuMeHATb ¢ OCTOPOMNKHOCTBIO, HAOMOAATh Ha
NpeaMeT MOSBICHUS HEXesaTelbHbIX peakLui
Ha  OJIETPUNTAH®, MOXeT mnoTpedoBaThCs
CHW)KEHHE J103bl AIETPUITAHA.

Ankanoussl Anxanouspl CIIOPBIHBH — | [IpoTBONOKa3aH BO BpeMs U B TeueHHE 2

CTOPBIHBH MOBbIIIEHUE KOHLIEHTPALIMK (CTeMEHb | HeAedb  MOCAe  JICYEHHUS  WUTPAKOHA30JIOM.

(AMrUapOIProTamMuH, | HeusBecTHa)™® [loBbllIeH pPHUCK TMOSIBICHUS HEXeJaTebHbIX

ProOMETpPHH, peakLiMii Ha ajaKalloMbl CIIOPbIHBH, TAKUX Kak

3pProTaMuH, 3PrOTH3M.

METWJI3PrOMETPUH)

ITpoTruBoONyX0./I€BbIE MpENapaThi
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Kaacenl

npenaparoB

Oxu1aeMbIi/MOTeHIHAIbHBIA

3¢ (eKT N0 OTHOMEHHIO K YPOBHIO

Kiaunnyeckne KOMMEHTapHH

npenaparsl npenapara (CM. CHOCKH)

Bopre3zomub bopre3omut AUC (1)? [IpMeHSATh ¢ OCTOPOXKHOCTBIO, HabMOAaTh Ha

Bbpenrtykcumaba bpenrykcumaba senorun AUC (1) NpeAMET TOSBJICHHUS HEXeIaTeIbHbIX PEaKUHUH

BEJOTHH Ha MPOTHBOOIYXOJIEBbIE TMpenaparbl’, MOXKET

Bycynbdan Bbycynsthan Crax T, AUC 1 norpeboBaThcs CHW)KEHHE J103bl

DpaoTHHUO OpnotuHUO Chax (11), AUC (1)? NPOTHUBOOIYXO0JIEBOTO Mpernapara.

['epuTrnuG I'eputuHnO Crax 1, AUC 1

HNmaTrunub UmatHuG Chax (1), AUC (1)?

Hkcabenuiaon UkcabenunoH Cmax (<), AUC (1)?

HunTtenanut Huntenanub Cmax (1), AUC (1)?

[TanoOuHOCTAT [Tano6unocTaT Cax (1), AUC (1)

[TonatuHUO [ToHaTHHUO Crax (1), AUC (1)

Pykconutunub PykcomuTuHUO Cpmax (1), AUC (1)?

Conupneru6 Conunerud Cmax (1), AUC (11)?

Banperanu6 Banngeranu6 Cpax <>, AUC 1

Wnenanucud Unenanucud Crax (1), AUC (1) [IpuMeHATh C OCTOPOIKHOCTBIO, HAOMOAATh Ha
Hrpakonazon - MOBBIIIEHHUE | PEIMET MOSBICHUS HEXEIaTeIbHbIX pPEeaKLUi
KOHLIEHTpALIMK B CBIBOPOTKE | HA MTPAaKOHA30J]1 W/WIX MAENATUCHO®, MOXKeT
(creneHb HeusBecTHa)™° noTpeboBaThCsl CHWKEHHE 103bl UTPAaKOHA30J1a

W/ uiu uaenanucuoba.

AKCUTUHUO AkcUTHHHUO Cmax (1), AUC (11)? He pekomeHnayeTcs BO BpeMsi U 2 HezleIu Nociie

bo3yTuHu6 Bbo3yTrHuO Cmax (111), AUC (111)? JeueHus UTpakoHa3zojoM. [loBbllleH puck

Kaba3surakcen Kabasurakcen Cpax (<), AUC («»)* | nosBleHUst  HeXeJaTeIbHbIX  peakuuid  Ha

Ka6o3aHTHHHO Ka603aHTUHUO Chax (<), AUC (1)? NPOTUBOOITYXO0JIEBbIE MpernapaThbl®.

Leputunu® LleputuHuO Crax (1), AUC (11)?

KobumeTnHnO Ko6umernnu6 Cmax 11, AUC 111 JlononHuTeNBHO:

Kpuzotnnut Kpuzotuau6 Chax (1), AUC (11) Jlns KkabasuTakcena, AaKe €CIH HM3MEHEHHs

Jabpadenud Jabpadenud AUC (1)* napaMeTpoB (apMaKOKMHETHUKM He JOCTUralu

JlazaTuHuO Jazatuaub Crax (11), AUC (11)? CTaTUCTUYECKON 3HAYUMOCTH B HCCJIEI0BAaHHM

Jouerakcen JHouerakcen AUC («>-11)? JIEKAPCTBEHHOI'0 B3aUMOAEHCTBUS C HU3KUMH

NopyTrHHO HOpyTrHu6 Cmax (1111), AUC J103aMH  KETOKOHAa30J1a, Halroaasach BbICOKas
armmne BapHaTHUBHOCTH pe3yibTaToB. s ubpyrunuba

Jlanatunu6 Jlanatiau6 Cmax (11), AUC (11)? cneudduyecKkde  JEHCTBUS ~ OMMCaHbl B

Hunorunut Hunotunu6 Crax (1), AUC (11)? HMHCTPYKLHH 10 TPUMEHEHHUIO.

Onanapu6 Onanapu6 Cmax T, AUC 11

[Mazonanu6 [Mazonanu6 Cpax (1), AUC (1)
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Kuaaccenl

npenaparos H

OxuaaeMbli/NOTeHIHANbHBIH

3 deKT N0 OTHOMEHHIO K YPOBHIO

Kinanvyeckne KOMMEHTapHH

npenaparsl npenapara (cM. CHOCKH)

CyHUTHHHO CyHUTHHUO Chax (1), AUC (1)

Tpabekrenun Tpabekreaunt Cnax (1), AUC (1)

Tpacty3ymab Tpacty3zymab 9MTaH3UH -

IMTAH3UH MOBBILIEHHE KOHLIEHTPALUH (CTeneHb
Heu3BecTHa)™ P

Ankanousisl Anxanousibl 6apBUHKA — MOBBILIEHHE

GapBuHKa KOHLIEHTpALIMH (creneHb
HemsBecTHa)™®

Peropadenut AUC peropadenuba (|| no nanusiM | He pekomeHayeTcst BO BpeMs U 2 HeIeaH 1nocie
JUISl aKTUBHOTO KOMIIOHEHTa)* JIeYEHUs]  UTpakoHa3oloM. MoxeT  ObITh

cHWKeHa 3 dekTUBHOCTb peropadeHuda.

HpuHoTekan Hpunorekan u ero akTuBHbIM | [IpoTHBONOKa3aH BO BpeMs U B TeueHHe 2
meTaboauT - MOBBIIIEHHE | HEJeJb  TOCIe  JIUeHHUS  UTPAKOHA30JIOM.
KOHLIEHTpaLUK (crenienn | IToBbillIeH pHCK MOSIBJICHUS HeXeJaTelbHbIX

HeusBecTHa)™®

peaxuuﬁ Ha HUPHUHOTEKAH: MOTCHIIHAJIBHO
yrposxkarouas >XU3Hu MUEJIOCYIIPECCHUS U

auapest.

AHTH[ICI(IXOTHKH, AHKCHOJ/IMTHKH H CHOTBOPHBIE CpeaACTBa

Annpa3zonam
Apununpasosn
bporuzonam
Bycnupon
Kapunpazun
["anonepunon

Munasonam (B/B)

AnnpasonaMm Cpax <>, AUC 11
Apununpazon Cpax T, AUC 1
bporuzonam Cpax <>, AUC 11
bycnupon Crax 1111, AUC 1111

(1>
["anonepunon Cmax T, AUC 1

Munasonam (B/B) — NoBbIlIEHHE

[IpMeHSATh ¢ OCTOPOXKHOCTBIO, HabMOaaTh Ha
NpEeIMET MOSBICHUS HEXEIaTeIbHbIX pPeaKkLuH
Ha  QHTUICHUXOTHKHM, AHKCHOJIMTUKH WM
CHOTBOPHBIE®, MOXKET NMOTPeOOBATHCS CHIKEHHE

A03 3TUX Nperaparos.

[Tepocriupon
KBetuanuu
PamenTeoH

Pucnepunon

CyBopekcaHT

30IMUKIIOH

KOHLEeHTpaluu 11°

[lepocniupon Crmax 111, AUC 111
Ksetnanus Crax (11), AUC (111)*
PamenteoH Crax (1), AUC (1)
PucriepuioH — noBblleHHE
KOHﬁeHTpauHH 1

CysopekcanT Cuax (1), AUC (11)*
3onukiaoH Chpax T, AUC 1
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Kiaaccenl
npenapaToB u

npenaparsl

Oxn1aeMblii/NOTeHHALHBIH
3¢ ¢peKT N0 OTHOLIEHHIO K YPOBHIO

npenapara (cM. CHOCKH)

Kiannuueckne KOMMEHTApHH

Jlypazunon

Jlypa3unon Cnax (111), AUC (111)*

[IporuBOMOKa3aH BO BpeMs W B Te4yeHUEe 2

HEOC/Ib nocJjie JICYCHUA UTPAKOHA30JIOM.

[ToBbllIeH pUCK TMOSIBJICHUS HEXKeIaTeIbHBIX
peakuui Ha

JIypa3suoH: 'MIIOTCH3UA,

LIMPKYJISITOPHbI#H KOJLIarc, TSDKEJTble

SKCTpanupaMHUHbIC CUMIITOMBI, CYJOPOTH.

Munazonam

(nepopasibHO)

Munazonam Crnax

AUC 111111

11,

HpOTHBOHOK%aH BO BpeMsA U B TEUYCHHEC 2

Heledb  TOCiIe  JIeYeHHS  WUTPAKOHA30JIOM.
[ToBbIlIEH pHUCK TMOSIBJIEHUS HEXKeJaTeIbHBIX
peakuMi Ha MHUJa30j1aM: YrHeTeHHWe AbIXaHHs,
OCTaHOBKa cep/ila, NPOJIOHIMPOBaHHAs Cealus

H KOMa.

[Tumo3ua

nl/lMO3l/IIl Cmax (T)’ AUC (TT)a

[IpoTuBonoka3aH BO BpemMs W B TeYeHHE 2

HEACIb nocJjie JICUHCHUA UTPAKOHA30JI0OM.

[ToBblleH PHUCK TMOABJICHHA HEXKEJIATCIIbHbIX

peakuMi Ha TUMO3MI: apUTMHM Cep/la,

BO3MOXXHO, CBSA3aHHBIC C nponomauneffl

unrepsana QT u nupysTHO# TaxuKkaparen.

CepTHHI0

CepTHHIlOJ'l = MOBBIICHUE

KOHLEHTpALUH (crenenn

Heu3BecTHa)™ P

[TportuBonoka3aHn BO BpeMs M B TeueHue 2

HEAECJIb rnocJjie JICUCHHA UTPAKOHA30JIOM.

[ToBbIlIeH pHCK MNOSBICHHUS HeXeNlaTelIbHbIX
peakuMii  Ha

CEPTHHAOJI: MpOoJIOHraus

unrepBana QT u nupysTHas TaxuKapaus.

Tpuazonam

Tpua30naM Cmax T'TT, AUC TT'TTTT

[lpoTuBONOKa3aH BO BpeMs W B TeueHHe 2

HEICIb InocJje JICHCHUA UTPAKOHA30JIOM.

IToBbIlIEH pHUCK TMOSBIEHHS HEXesaTelbHbIX
peakuMi Ha Tpuas3olam: CyJOpOTH, YrHEeTeHHS

AbIXaHHWs, aHT'HOOTEK, allTHO3 U KOMa.

IIpoTuBOBHpYCHBIE cpeaAcTBa

AcyHarnpeBup
YCUJIEHUEM )
Tenodosupa
JM30MPOKCHIIA

dymapat (TDF)

(c

AcynanpeBup Cnax  (117), AUC
(e

Tenodosup - TIOBBILLIEHUE
KOHLEHTpALIMH (creneHb

HeusBecTHa) &°

IIpMeEHATEL ¢ OCTOPOXKHOCTBIO; CrielupHUYECKHE

NEHCTBUS  OMMCAaHbl B MHCTPYKUMH 10

NPUMEHEHHIO TPOTUBOBUPYCHOTO Mpernapara.
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Kiaaccnr

npenapaTos

OKHaaeMblil/ IO TeH I HAIbHBIH

3¢ (peKT N0 OTHOLIEHHIO K YPOBHIO

Knaunnyeckue KOMMEHTapHH

npenaparbl npenapara (CM. CHOCKH)
bouenpesup BouenpeBup Cmax (1), AUC (11)? [IpuMeHATh C OCTOPOXKHOCTBIO, HAOMIOAATh Ha
WUtpakoHnazon — NOBBIIIEHHE | NIPEIMET MOSABJICHUS HEXKeIaTelbHbIX peaKluii
KOHLIEHTPALIK (cTeneHp | Ha WTpaKOHa301 W/WAM OouenpeBUp®, MOXKET
HeM3BecTHa) *° noTpeboBaThCsl CHIKEHHWE J03bI UTPAKOHA30J1a.
Cneuuduueckre  AeicTBUS  yKas3aHbl B
MUHCTPYKLMU MO IPUMEHEHUIO OOLenpeBUpa.
KoGuuucrar KobGunucrar - nosblieHue | [IpuMeHATh ¢ OCTOPOXKHOCTBIO, HAOIOAATh Ha
KOHLIEHTpaLU1 (cTeneHp | MpeaMET MOSBICHHUS HEXeNaTebHbIX peakiui
Heu3BecTHa) ®° Ha  WUTPaKOHa30Jl, MOXXET MOTpeOOBaThCA
Hrpakonazon - TIOBBILLIEHUE | CHU)KEHHE J103bl UTPAKOHA30J1a.
KOHLIEHTpaLIUK (crenenb
Heu3BecTHa) »°
Jlaknaracsup HaxnatacBup Crax (1), AUC (11)? [IpuMeHATb C OCTOPOXKHOCTBIO, HAOMIOAATh Ha
Banunpesup Banunpesup Cumax (111), AUC (111)* | npeaMeT NOSBICHUS HeXelaTelbHbIX peaKiuii
Ha JlaKJ1aTacBUP/BaHUTIPEBUP®, MOXET
notpedoBaTbCs CHIDKEHHE J103bI
JlaKJIaTaCBUpa/BaHUIIPEBUPA.
Jlapynasup (¢ VY cuneHHsli pUTOHAaBUPOM [TpUMeHATE ¢ OCTOPOXKHOCTBIO, HAOMIOAATh Ha
YCUJIEHHEM ) napyHaBup: Cmax UTpakoHa3ona (11), | mpeaMeT MOsBICHUS HeXelaTesbHbIX peaKiHid

®docamrnpeHaBup (¢

AUC (11)

VcuneHHbIH pUTOHABUPOM

Ha UTpAaKOHa30.1, MOXET I'IOT‘pe6OBaTbCﬂ

CHHWXKEHUE 103bl UTPAKOHA30J1a.

YCUJIEHHEM tdocamnpeHaBup: Cpax UTPaKOHA30J1Q
PUTOHABUPOM) (1), AUC (11)*
TenanpeBup TenanpeBup: Cmax UTpakoHazona (1),
AUC (11)°
DnBUTErpaBUp OneurerpaBup Cmax (1), AUC (1)* [TpuMeHATh ¢ OCTOPOMKHOCTBIO, HAOIIOAATh Ha

(YcuIIeHHBIH)

HrpakoHnazon - MOBBILIEHUE

KOHLIEHTpaL1U (cTeneHb

Hen3BecTHa)™ °

NPEJIMET TIOSBJICHUS HEXKeNaTeIbHbIX peakLuit
Ha  WTPaKoOHa30Jl  W/WIM  SJIBUTErPaBUP
(YCHIIEHHBIH PUTOHABUPOM)°.

Moxer

noTpeboBaTbCsl  CHWKEHHE  03bl

UTPaKOHA30J1a; CM. MHCTPYKLHIO no

MPUMEHEHHIO JJIBUTErPaBUpa.
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Kuacenl

npenapaTroB H

Oxu1aeMbIH/MOTEHIHATbLHBIH

3¢ ¢eKT N0 OTHOIIEHHIO K YPOBHIO

Kiannnuyeckue KOMMEHTapHH

npenaparsbl npenapara (CM. CHOCKH)
DdasupeHs DdaBupen3: Cnax UTpaKoOHa301a |, He pekomeHnyeTcs B TeueHUe 2 He/leNb 10 U BO
Hesupanun AUC | BpeMs JIeueHMs UTPAKOHA30JI0M.
HeBupanuH: Cpax MTpakoHa3ona |, Db dheKTHBHOCTD UTPAaKOHA3071a MOXKET ObITh
AUC || CHUKEHA.
KomOuHanms: OnbacBup Cmax (<), AUC (1)? [TpUMeHSATh C OCTOPOXKHOCTBIO, HabNMOAAaTh Ha
Onbacup/ ['pazonpeBup Cmax (<), AUC (11)? NpeMeT TOSBJICHUS! HEeXeslaTelIbHbIX peaKLuH,
["pasonpeBup CBA3aHHBIX C COBMECTHBIM MIPUMEHEHHEM".
Cneuuduyeckue  JeicTBMS  yKa3aHbl B
MHCTPYKLUMH TIO TpUMeHeHHto snbacBupa/
rpasorpeBupa.
KomOunanwms: ['nexanpeBup Cmax (11), AUC [TpUMeHSATh ¢ OCTOPOXKHOCTBIO, HAOMOAATh Ha
['nexanpeBup/ -1 NpEeIMET MOSIBIEHUS] HEXKENATEIbHbIX PEaKLuH,
[TubpenTacBup [Mu6penrtacBup Chax (<> -1), AUC CBSI3aHHBIX C COBMECTHBIM ITPUMEHEHUEM".
(< -11)° Cneuuduyeckue  faeicTBMS  yKa3aHbl B
MHCTPYKLMH 10 TPUMEHEHUIO TJIeKanpeBupa/
n1OpeHTacBUpa.
WuaunaBup KoHuenTpaims urpakonasona 1° [IpMeHSATb ¢ OCTOPOXKHOCTBIO, HabmoaaTh Ha
HununaBup Crax <>, AUC 1 NpeaMET MOSBJICHUS HeXeslaTeIbHbIX peakLui
Ha WTPAKOHA30Jl W/WIM WHIMHABUDP®, MOXET
noTpeOOBaThC CHW)KEHHE 103 HWTPaKOHa30ja
W/WITM UHAMHABUpAa.
MapaBupok MapaBupok Ciax (11), AUC (111)? [TpyMeHSATE C OCTOPOXKHOCTHIO, HAOMIOATh Ha
NpeIMET TOSBJICHUS HEXKEIaTeJIbHbIX pPeaKkLUit®.
Moxer mnorpeboBaThCs  CHW)KEHHE  J103bI
MapaBUpPOKa.
KombGunarms: HUrpakonazon Cmax (1), AUC (11)? [IpUMeHSTh C OCTOPOXKHOCTBIO, HAOMIOIATh Ha
OmburacBup/ OmbuTacBup Cmax (<), AUC (1)? MIpeIMET TOSIBJICHUS HEXeJaTeIbHbIX peaKluin
[Tapuranpesup/ [MapuranpeBup Cmax (1), AUC (11) Ha WTPaKOHa30Jl W/ WM MNPOTUBOBUPYCHBIE
PuronaBup/ PutonaBup Crax (1), AUC (1)? cpencrsa’.
¢ JlacabyBupom winu | JlacabyBup Cmax (1), AUC (1)? Moxer mnorpeboBaTbCs  CHW)KEHHE  J03bI
6e3 Hero utpakoHaszona.  Creuuduyeckue Aneﬁcnspm

OINMCaHbl B UHCTPYKUHUAX IO MPHUMEHEHHIO 3TUX

npenapaTos.
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Kuacenl

npenapaToB H

OKuaaeMblii/ IO TEeH I HAJIbHBIA

3¢ ¢eKT N0 OTHOLIEHHIO K YPOBHIO

Kananyeckne KOMMeHTapHH

npenaparsl npenapara (cM. CHOCKH)
PutonaBup Hrpakonazon Cnax (1), AUC (11)? [IpMeHSATh ¢ OCTOPOXKHOCTBIO, HAOMIOAaTh Ha
PutonaBup Cpax (<), AUC (1) MPEIMET TOSABICHHUS HEKENATEIbHbIX pEaKUUH
Ha WTPAKOHA30J1 W/WIM pUTOHABUPS. MoxeT
noTpeboBaThCsl CHIKEHUE J103bl UTPAKOHA30J1a.
Crneuuduyeckue  AeHCTBUS  OMUCAaHbl B
WUHCTPYKLMH MO MPUMEHEHHUIO PUTOHABUPA.
CakBuHaBHp CaksunaBup (6e3 ycuneHus) Cmax 11, | [IpUMEHSTHE C OCTOPOXKHOCTBIO, HAOJIIOAATh Ha
AUC 111 npeaMeT MOSBICHUS HeXelaTesbHbIX peakLHh
Hrpakonazon (c YCUJIEHHBIM | HA WTPAaKOHa30J1 W/WaM cakBUHaBUP®. Moxker
cakBUHaBUPOM) Cpax (1), AUC (11)* | moTpeGoBaThCsi CHHIXKEHUE 03bl UTPAKOHA301a.
Cretuduyeckue  AeWCTBUS  OMUCAaHbl B
MHCTPYKLHH MO NPUMEHEHHIO CaKBUHABHpAa.
CumenpeBup CumenpeBup Cmax (11), AUC (111)* | He pexomeHnmyercs BO Bpems M B TeueHHe 2

HECJIb MOCJIC JICYECHHA UTPAKOHA30JIOM.

Bera-6;10kaTOpBI

Hanonon

Hapnonon Cumax 11, AUC 11

[IprMeHSATh ¢ OCTOPOXKHOCTBIO, HAabMOAaTh Ha
MpeaMeT MOSBICHUS HeXeslaTeIbHbIX peakLHi
Ha Hazoa0s1°. MoxeT norpeboBaTbCs CHHXKEHHE

JA03bl HA0J10J1a.

BJ]OKaTopbl KaJibIue

BbIX KaHAJIOB

benpuaun benpuaun - noseilienye | [IpoTuBomokazaH BO BpeMss MU B Te4yeHUe 2
KOHILIEHTpaL1U (cTeneHb | HeneNb  TMOCNE  JIEYEHWS  MTPAKOHA30JIOM.
Heu3BecTHa)™® [loBbllIEeH pPHUCK TMOSIBIEHUS] HEXeIaTelbHbIX
peakuuid Ha Oenpuawi, TakMX Kak HoBas
APUTMHUS U JKEITYTIOUYKOBAsl TAXUKAPIHS 1O THITY

[IUPYITHOM.
Juntuazem JlunTtrazem U UTpakoHa3oJ — [TpUMeHSATh C OCTOPOXKHOCTBIO, HabMOAATh Ha
MOBBILLIEHUE KOHLEHTPALMH (CTENEeHb | MPeAMEeT MOSBICHUSI HeXeslaTeJbHbIX peakLuit
Heu3BecTHa)™ Ha WTPAKOHA30J1 W/WIM AWITHa3eM®, MOXeT
notpeboBaThCs CHIKEHHE 103bl UTPAKOHA30J1a
W/WITY JUiTHa3eMa. '
®enoaunuH ®enoaunuH Crax 111, AUC 111 [IpoTuBOMOKa3aH BO BpeMs M B TeueHHe 2
Jlepkanuaunux Jlepkanugumua AUC (T111)? He[e/lb  TOCHe  JIGUEHHUS  UTPAKOHA30JIOM.
Huconnunun Hucongunun  Crax  (1111), AUC | [loBbllieH pHCK TOSABIEHUS HEXeIaTelbHbIX
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Kaacenl

npenaparos

OxuaaeMblil/MOTeHHAJIbHBIH

3 (eKT N0 OTHOIEHHIO K YPOBHIO

Kinnnyeckne KOMMEHTapHH

npenaparsbl npenapara (CM. CHOCKH)
army peakuuidi Ha JUTUIPONUPUINHBL: TMIIOTEH3US U
nepupepruuecKuil OTeK.
Hpyrue JIMruaponMpHUaAMHEl — TOBbIIeHHe | [IpUMEHSATE ¢ OCTOPOXKHOCTBIO, HAbIOAaTh Ha
JAMTMAPONIMUPUAMHBI | KOHLEHTpALMU (cTemeHb | MpeaMeT TOSBICHUS HeXeslaTelbHbIX peakLui
Heu3BecTHa) *° Ha  JUTCMAPOTNMPUIMHBI/BEpaNiaMuiI®,  MOXKET
Bepanamuin Bepanamun - NOBbILIEHHE | NOTpeboBaThCS CHIDKEHHE 7103
KOHLIEHTpaLMU (cTerneHb | AMTMAPONTMPUAMHOB/BepanaMuia.
Heu3BecTHa) *°

Pazinunbie cpeacrsa

JJIs JIeueHHusl 3a00/1eBaHu i cepneqno-cocyunc'roii CHCTEMbI

AnuckupeH AnuckupeH Crax 111, AUC 111 He pexkomeHmyercs BO BpeMs W B TedeHHe 2

Puouuryar Puonuryat Cpax (1), AUC (11)? HeleNlb  TOCHe  JICUeHHs  MTPAaKOHA30JI0M°.

Cunpenadpun  (ans | Cungenadun/tananadun — | TloBbllIeH pHCK TNOSBJIEHUS HEXKeIaTeIbHbIX

JIeYeHUs]  JIErOYHOM | MOBBILIEHHWE KOHLEHTPALMHU (CTeNeHb | peakLuii Ha CepIeuHO-COCY IUCTBIM npenapar.

TUNEPTEH3UN) HeW3BeCcTHa, HO 3(deKT MoxeT ObITh

Tananapun (s | Gosee BBIP@KEHHBIM, YeM COOOLIEHO

JleYeHUs  JIerOYHOM | i YPOJOrMYecKUX cpeacTs)™®

TUIMEPTEH3UHN)

boszenTan bozentan Cmax (11), AUC (11)? [IpMeHSTh ¢ OCTOPOXNKHOCTBIO, HabmoaaTh Ha

['yandaumn ['yanpaums Crax (1), AUC (11)? NpeaMeT MOSBICHUS HEXKelaTelbHbIX peaKLui
Ha 603eHTaH/TyaHdpaluH, MOXET
norpedoBaThbcs CHIDKEHHE JI03bI
6o3eHTaHa/ryaHpaluHa.

WBabpanux HBabpagut Cmax (11), AUC (111)* [IpotuBOnOKa3aH BO BpeMs W B Te4yeHHe 2
HeJelb  Tocle  JIGUEHUS  MTPAKOHA30JI0M.
[ToBbillIEeH PHUCK TMOSIBJICHUS HEXEJaTeIbHbIX
peakuuidi  Ha  uBaOpaaWH, TaKMX  Kak
bubpuniauus  npeacepauid,  Opaaukapaus,
CHHyCOBasi OCTaHOBKa cepaua M Osokajga
cepaua.

Panonazuun PanonazuH Cpax (11), AUC (11)? [lpotuBonoka3an BO BpemMsi U B Te4eHHE 2

HEACJIb rnocJjie JICUCHUA HUTPaKOHa30JIOM.

[ToBbllIeH pUCK MOSIBIEHUS HEXeJaTelbHbIX
peakuuii  Ha  paHONIa3MH, TaKUX  Kak
nposioHrauuss uHTepBata QT u mnodeyHas

HEAOCTATOYHOCTD.
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Kaacenl
npenaparoB H

npenaparbl

OxkuaaeMblil/MOTeHIHAJILHBIH
3¢ ¢peKT N0 OTHONMEHHIO K YPOBHIO

npenapara (cM. CHOCKH)

Kannnyeckne KOMMEHTapHH

KonTpauenTuBHbIe cpeicTBa

Jluenorect Juenorect Cmax (1), AUC (11)? [IpUMEHSTh C OCTOPOXKHOCTBIO, HAOMOIATh Ha

Yaunpucran Vaunpuctai Crax (11), AUC (111)* | npeaAMeT MOSIBAECHUsS HEXKEIATEIbHBIX PeaKUMi
Ha KOHTpaLleNTUBHBIE cpencrTaa’;
cneuduueckue  AEHCTBUA  yKaszaHbl B
UHCTPYKLMSIX no NPUMEHEHUIO
JMEeHorecTa/yIunpucTaa.

JnypeTHKH

OriepeHoH SriepeHoH Crax (1), AUC (111)? [lpoTHBOMOKa3aH BO BpeMs W B TeYeHUE 2

HECJb rnocJje JICYCHUA UTPAKOHA30JIOM.

[ToBbllIEH pHUCK TOSABIEHHUS HEXKEIATEIbHbBIX
peakuuMi  Ha

SIUIEPEHOH, TaKUuXx KakK

TMNCPKaJIMEMHs U TUIIOTEH3US.

)KeJ'ly}IO‘IHO-KHme‘IHble Cpeacrsa

AnpenuraHr
Jlonepamun

Herynurant

Anpenurant AUC (111)?
Jlonepamua Cmax 11, AUC 11
HerynutanT Ciax (1), AUC (11)*

[IpyMeHSTh ¢ OCTOPOXKHOCTBIO, HabMIOAaTh Ha
NpeIMET MOSABJICHUS HEXeJaTebHbIX pPeakLUH
Ha anpernuTaHT/I0nepaMu/HeTYIUTaHT®,
MOXKET

HOTpe6OBaTbCH CHHWIXCHUEC J03bl

anpenuTaHTa/onepamMmmuia. Cneuunduveckue
NEeWCTBUS U1 HETYNUTaHTa IPe/CTaBIEHbl B

HHCTPYKLIHMH.

[uzanpun

[Huzanpun - MOBBILIEHUE

KOHLEHTpaLUH (crenenp

HeusBecTHa)™ "

[lpoTuBOMOKa3aH BO BpeMs M B TeueHUEe 2

HEICJIb nocJje JICUCHUA UTPAKOHA30JIOM.

[ToBbIlIEH PUCK TMOABJICHUS HEXKEIATCIIbHbIX

pealcum‘/'l Ha LU3anpua, TaKuX KakK TsKeJIbIe

CEPACYHO-COCYAUCTBIC SIBJICHUA, BKJIKO4as

MpOJIOHrallMi0  UHTEpBaJjia QT, CEPBE3HBIC

KEITYIOYKOBBIE APUTMHUH H

MUPYITHYIO

TaxXUKapaumo.

Jomnepunon

JomnepunoH Crax 71, AUC 11

[IpoTuBOMOKa3aH BO BpeMsi W B Te4yeHUE 2

HEACJIb rnocJjie JICUEHUA HUTPaKOHa30JIOM.

[ToBbIlIEH pUCK TOSIBJICHUS HeXelaTelbHbIX
peakuuii Ha AOMIEPUIOH, TAKUX KaK TsDKeEsble
HKEITy/I04YKOBbIE

APUTMHUHU H BHE3aIrHas

cep/ievHasi CMepTh.
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Kiacesr

npenapaTros H

OxuaaeMblil/NOTEHIHAJIbHBIA

3¢ ¢eKT N0 OTHOLIEHHIO K YPOBHIO

Kannnyeckne KOMMeHTapHH

npenaparbl npenapara (CM. CHOCKH)
CpencrBa 1u1s Hrpaxonazon: Cpax ||, AUC || [IpumMeHATs € OCTOPOXHOCTBIO IIpenaparhl,
CHM)KEHHS CHIDKAIOLINE KHUCIOTHOCTD XKeJTy/1Ka, HarpuMmep,
KHCIIOTHOCTH TaKue HEeWTpPaTU3YIOIHE KUCIOTY CPEACTBA, KaK
Kesyaka QTIOMMHHUS  THAPOKCHZA, WIM TOJAABISIOINE
BbIPaOOTKY KMCIIOTBI Tpernaparbl, Harpumep
aHTaroHucTsl Hj-penenTopoB ¥ WHrUOUTOPSI
npoTtoHHOM mnommnel.  [Ipy  oxHOBpeMeHHOM
JIeYeHUH HEeUTpaIU3yIOLMMH KUCIIOTY
Cpe/CTBaMH, Harpumep, ATFIOMUHHS
TUIPOKCUIOM, UX CJedyeT TNpHHUMaTh IO
KpaiiHei mepe 3a 2 yaca 10 WM yepe3 2 uaca
nocjie TmpueMa KarcysJl WTpakoHasona (cm.
«Ocobvie ykazanusy).
Hanokceron Hanokceron Cmax  (111), AUC | [IpoTHBOnokazaH BO BpeMss U B TeueHUEe 2
amH? Helellb  Tocle  JIeYeHHS  MTPAKOHA30JI0M.
[ToBbIlIEeH PHCK MOSIBJICHUS HEeXeaTeabHbIX
peakuMi Ha HaJIOKCeros, TakMX KaK CUMIITOMbI
OTMEHBI OITMOM/IOB.
Saccharomyces S. boulardii - cHIbkeHre | He pexoMeHIyeTcs BO BpeMs M 2 HeJelH rocie
boulardii KOJIOHM3aLlMH (CTENeHb HEMU3BECTHA) | JIeYeHUS MTPAaKOHA3010M. D(QeKTUBHOCTD S.
boulardii moxeT ObITh CHWKEHa.
HmmyHocynpeccopsbl
byneconun byneconun (s unransuui) Crnax T, | [IpUMeHSTH ¢ OCTOPOXKHOCTBIO, HabmOAaTh Ha
AUC 11; 6yneconun (npyrue NpeMET TIOSBJICHUS HEXelaTelbHbIX pPeaKlHi
(hopMbI) — MOBbILLIEHHE Ha UMMYHOCYTIPECCOpbl, MOXKeT MnoTpeboBaThCs
KOHILIEHTpALMH (CcTerneHb CHIKEHHE J103b UMMYHOCYTIpEccopa.
HeusBecTHa)™
[{ukneconun [ukneconun (ans uHransuni) Cuax
(1), AUC (11)*
[uxsiocnopun [{uksiocniopuH (B/B) — MOBBILLIEHHE

KOHLIEHTpaLmu «> — 1°
[{uxsiocniopus (apyrue Gopmsi) —
MOBBILIEHHE KOHLIEHTPALIUH (CTeNeHb

HeuspecTHa)™®
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Knaccnr OxuaaeMblii/NOTeHNHAILHbBIH Kannnyeckne KOMMEHTapHH
npenapaTroB H 3¢ ¢eKT N0 OTHOLIEHHIO K YPOBHIO

npenaparbl npenapara (CM. CHOCKH)

JlekcameTas3oH JlexcameTa3oH Cpmax < (B/B) 1

(nepopaneHo), AUC 11 (B/B,
NepopaIbHO)

DIy TUKa30H @OyTHKa30H (U1 MHTAIALAH) —
NOBbIIIEHHE KOHLEHTpaluu 1 1°
®dnyTHKa3oH (HazajibHas Gopma) —
NOBbIIIEHHe KOHLIeHTpaluu (1) °
MetunnpeaHuzosion | MeTwinpeaHu3010H (epopaibHo)
Cinax 1-11, AUC 11
MerunnpenausosnoH (8/8) AUC

{1

Takponumyc Takpomumyc (B/B) — TMOBbILLIEHHE
KOHLIeHTpaLuu 1°

Takponumyc  (nepopaiibHO)  Crax

(1M, AUC (11)°*

Temcuponumyc Temcuponumyc (B/B) Cmax (11), AUC

(r
DBepoaumyc OBepouMyc Cmax (11), AUC (1111)* | He pexomeHayercst BO BpeMs M B TEUEHHE 2
Cuponumyc CuponumycC Cmax (11), AUC (1111)* | Hemenb mocie  JIeUYeHHs  UTPAKOHA30JIOME.
(panamMULMH) [ToBbllIEH PHUCK TMOSBICHUS HEXeNaTeIbHbIX

peaxiuii Ha BepOIUMYC/CUPOIUMYC.

HpenapaTbl, pery/inpyrunuiae YypoBHH JIMIAA0B

HpOTl/[BOHOKa3aH BO BpEMsA MU B TCYCHUEC 2
HEACJIb nocJie JICUCHUA UTPAKOHA30JIOM.

[ToBbIIEH PUCK TMOABJICHUSA HEXKEIATCIIbHBIX

peaKum‘fl Ha HOBaCTaTl/IH/CI/IMBaCTaTPIH, TaKux
KaK MHOIIaTus, pa6n0mn0n143 H OTKJIOHCHHS

1ab0paTOPHBIX MapaMeTpoB PYHKIHMHU MEUYEHH.

ATopBacTaTUH AtopBacTaThH Cpax <>-11,
AUC 1-11
Jlomurtanun Jlomuranua  Crnax  (1111), AUC

arrne

[IpoTuBOmnOKa3aH BO BpemMsi U B Te4YeHHE 2
Helelb MOC/I€  JIEYEHUs  MTPAKOHA30JI0M.
[ToBBILIEH PUCK MOSIBICHUS HEXKEIATENIbHBIX
peaKuuil Ha JOMUTANK/, TAKUX KaK Ne4YeHOYHas
TOKCHUYHOCTb W TsDXKesast XKeayA04HO-KUILIeYHas

peakuus.
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Kanaccnr Oxn1aeMbli/NOTeH I HAIbHbIH KianHn4yeckne KOMMeHTapHu

npenaparoB H 3¢ (}eKT N0 OTHOMEHHIO K YPOBHIO

npenaparsbl npenapara (CM. CHOCKH)

JloBactatun JloBactatuH Crax 1111, AUC 1111 [lpoTuBomnoOKa3aH BO BpeMs M B TeueHue 2

Heleab  TOCje  JIeYEHHS  MTPAKOHA30JI0M.
CumBacTtaTuH CumBactaThH Crax 7111, AUC 1111 | [loBblllIeH pPHUCK TMOSIBIEHUS HEXEIaTeIbHbIX
peakiMii Ha JOBacTaTWH/CUMBACTAaTHH, TaKHX
KaK MHUOMaTHs, pabJAOMHMOIU3 U OTKJIOHEHHS

1abopaTOPHBIX MapaMeTpoB QYHKLMHU MEUSHH.

HecTeponanbie NpOTHBOBOCHAIHTE/IbLHBIE CPeICTBA

Mernokcukam Menokcukam Cax ||, AUC | [IpMeHSATb ¢ OCTOPOXKHOCTBIO, HabIKOAaTh Ha
npeaMeT CHIDKEHHUS a¢pdexTBHOCTH
MeJIOKCHKaMma, MOXeET norpeGoBaTbCs

KOpPPEKLHA A03bl MEJIOKCHKaMa.

PecninpaTopHbie cpeacTsa

Canmetepodn Canmeteposn Cmax (1), AUC (1111)? He pexomeHnmyercst BO Bpemsi M 2 HeJlelu rocJe
JIeYeHUss UTpakoHa3osoM. [loBbilieH puUCK
NOSIBJIEHUSI  HEXeJIaTeJbHbIX  peaklud  Ha

canmeTtepost©.

CeJleKTHBHBIE ﬂHrHﬁﬂTOpbl 06paTHOF0 3axBaTa CepOTOHHHA, TPHIHKJIHYECKHE H  JApyrue

AHTHIENPECCAHTHI
PeGoxkceTun Pe6okceTuH Cmax (<), AUC (1) [IpyMeHSATh C OCTOPOIKHOCTHIO, HAOMIOAATh Ha
Bennadaxkcun Bennacdakcut Cnax (1), AUC (1)? MpeIMET TOSIBJICHUSI HEXeJlaTeIbHbIX peaKLUn
Ha pebokceTHH/BeHIadhakCHHC, MOXeT
norpeboBaThbCs CHIKEHHE 103

pebokceTrHa/BeHIadaKCHHA.

YpoJornyeckue npenaparbi

ABanadun ABaHaduia Cnax (11), AUC (1111)? [IpoTuBonoka3aH BO BpemMsi U B Te4eHUE 2

Heledb  TOCAe  JIYeHHMS  WUTPAKOHA30JIOM.
[ToBbllIeH pHUCK TOSBICHUS HeXelaTeTbHbIX
peakuuii Ha aBaHaWI, TaKUX KaK MpHAIH3M,

HapyLIEeHUs 3pe€HMs U BHE3aIHas NoTeps ciyXa.

JlanokceTuH JanokceTuH Chax (1), AUC (1)? [IpoTuBONOKa3aH BO BpeMs M B TeueHHe 2
‘ HeJellb  Toc/e  JICUEHHS  MTPAKOHA30JI0M.
[ToBbIlIEeH pHUCK TMOSIBIEHUS HeXelaTelbHbIX
peakuMid Ha  JanoOKCeTHH, TaKHWX  Kak
OpTOCTaTHYeCKas TMIIOTEH3Uss WU BU3YalIbHbIE

3¢ dexTsl.
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Kiaccesl

npenapaTroB

OKugaeMblil/IOTEH I HAIbHBIH

3¢ ¢eKT N0 OTHOMIEHHIO K YPOBHIO

Kiaunnyeckne KOMMeHTapHH

npenaparsbl npenapara (cM. CHOCKH)
Hapudenaumx Hapudenaims Crax (111), AUC He pexomeHnyercs Bo Bpems U 2 Hezleslu nocie
-T2 Je4eHus uTpakoHazonoMm. [loBbllieH puck
Bapnenadun Bapnenadun Crax (11), AUC (1111)* | nosiBieHHUss  HeXenaTeqbHbIX  peakuuid  Ha
napudeHauH/BapaeHadu.
JyTtacrepun Hyracrepun - noBbilieHue | [IpUMeHATh ¢ OCTOPOXKHOCTHIO, HAOMIOJATh Ha
KOHLIEHTpaL1H (creneHb | MpeaMeT MOSBJICHUS HeXelaTelbHbIX peakLuii
Heu3BecTHa)™ Ha  YpOJIOTHUECKHE  MperapaTbl’,  MOXeT
Wmunadenaunn HUmunadpenatmt Cpax T, AUC 1 notpeboBaThCs CHIKEHHE J103bI
OxcubyTHHUH OxcubyTHHUH - TIOBBIIIEHUE | YPOJIOrMUYECKOrO Ipenapara.
KOHLEeHTpauuu 1° Crneuuduyeckue aeHCTBUS 1O AyTacTepUIy
Cunnenadun Cunpenadun Cpax (11), AUC (11- | yka3aHbl B WHCTPYKLHMH IO €ro MPUMEHEHHIO.
(9peKTuibHas INNED Jna cunpenaduna u tapanaduna cm. makoice
auchHyHKIINSA) pazoen «Ocobvie yxazanus».
Tananadun Tapanadun Cpax (1), AUC (11)?
(3pexTunbHas

AMCHYHKLUA U

nobpokayecTBeHHas
runepruiasus
NpeacTaTeIbHOM
JKeJie3bl)
Tonreponun Tonreponun Cmax (1-11), AUC (11)
y Jul co ciabbiM MeTaboJHU3MOM
CYP2D6
Vnenadun Vnenadpun Crax (1), AUC (11)
®e3orepoanH Cmax (11), AUC (11)* | IlpoTHBONOKa3aH MNalMeHTaM ¢ HapylIeHHEM

®e30TepoarH

GYHKUMM TeYeHM WIM MOYeK OT CpeaHed 10
TSDKEJIOW CTENMeHW TSHKeCTH BO BpeMs W B
TeYeHHWe 2  HeAeNb  [OCIe  JIeYECHHs
UTPaKoHa3070M. [lOBBILIEH PHUCK MOSBICHHUS
He)XXeNaTebHbIX peakimid Ha (e3oTepoauH,
TaKUX KaK TSDKeNIble aHTHUXOJMHEePruveckue
a¢dextsl. TIpUMEHATH C OCTOPOXKHOCTHIO Y
APYTMX TaLMeHTOB: HabojaTh Ha MpeaMeT
MOSIBJICHHS

HEXKEJIaTCIbHbIX peaxunﬁ Ha

dbe3oTeponut®, MOXET notpeboBatbcs
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Kiacenn
npenaparoB

npenaparbl

OxHuaaeMblil/NOTeHIHAIbHbBIH
3¢ deKxT no OTHOMEHHIO K YPOBHIO

npenapara (cM. CHOCKH)

Kananueckne koMmvMeHTapuu

CHH)KCHHE J03bI (1)C3OTCPOIIPIH3.

Conudenaunn

COIIH(beHauHH Crmax (T)s AUC (TT)a

[IpoTHBONOKa3aH nauMeHTaM C HapyLIEHHEM
OYHKIMM TOYEK TSKENIOW CTEereHH WM C
HapyleHueM OQYHKLUMM Te4YeHH OT CpeaHei
TSOKECTH [0 TSKEJIOW CTeNeHU BO BpeMs U B
TeueHHe 2 HeleNb  TOCHe  JIeUeHHS
uTpakoHa3ojoM. [loBbllleH puCK MOsBIEHHS
HEXKeJIaTEeJbHbIX peakUWil Ha coJM(eHaluH:
AHTUXOJIMHEPTHYeCKHe s dexTsl "
npoJioHrauus uutepsaia QT.

[IpUMEHATL €  OCTOPOXKHOCTBIO Yy  JIPYrHX
MaLMEeHTOB, HAOII0AaTh Ha MPEAMET MOSBICHUS
HEXeJIaTeNbHbIX peakuuii Ha conudeHauuHs,
MOXET  noTpeboBaThCs

CHHIXCHHE J103bI

conudpeHalmHa.

Jpyrue npenaparbl H

JIeKapCTBeHHbIE CPeICTBA

ANATPUTUHOUH AnutputHHOUH Chax (1), AUC (1) [IpuMeHATh ¢ OCTOPOXKHOCTBIO, HAOMIOATh Ha
(nepopaJibHO) NpeIMeT TOSBIEHHUS HeXelaTelbHbIX peaKiuii
KabGepronux Kabepromus Cmax (11), AUC (11)? Ha QJIUTPUTHHOMH/KaOeprojavH/KaHHAOUOUIbI/
Kannabuou sl Kannabuouab! — NoBBILIEHHE LMHAKAaJIbLIET, MOXKET MOTPeOOBaTLCS CHUKEHHE
KOHUEHTPALIMH, CTEeNEeHb HEU3BECTHA, | 103 9TUX NpenapaTos®.
HO BeposTHO (11)?
[{uHakanbLer [Munakanbuer Cmax (11), AUC (11)?
Konxuiux Konxums Chax (1), AUC (11)? [IpoTHBONOKa3aH mnalMeHTaM C HapylleHUEM

(byHKLlHH NO4Y€K WK MEYCHU BO BpPEMA U B

TCYCHUEC 2 HECIb nocJjie JICYCHUA
HTPaKOHa30JIOM. [ToBbIIEH PUCK DNOABJICHUA
HEXEJIATCIIbHBIX peaxuuﬁ

Ha KOJIXHIHUH:

CHI)KEHHE Cep/evyHOro BbIOpoca, apUTMHUH
cepaLa, pecIIMpPaTOPHBIN IUCTPECC U YTHETEHHE
KOCTHOTO MO3ra.

He pexomenayercs [apyruM malMeHTaM BO
BPEMsS M B TEUEHUE 2 HE/E/b I0C/IE JICYEHHS
UTpaKoHa300M. [loBbIlIEH pHUCK TMOSBIECHHS

HeXeJIaTeIbHbIX peakiMid Ha KOJIXHIIMHS,
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Kaacenl

npenaparoB u

OKkuaaeMbli/ O TeH I HAJIbHBIA

3¢ (}eKT N0 OTHOIEHHIO K YPOBHIO

Kiannuueckne KOMMEHTapHH

npenaparbl npenapara (CM. CHOCKH)

Onurioycrar CYP2D6 EMs: Cpax snurnycrara | [IpoTMBOnoka3aH maudeHTaM C  CHJIBHBIM
(11, AUC (11)~ metabomuamom CYP2D6 EMs, nonyuaromum
bonee  BblpakeHHOE  MOBBIIIEHHE | MOLIHBIN WK yMepeHHbIi uHruourop CYP2D6,
OXKHMJAETCA Y JIML CO CPEIHMM WIM | a TaKkKe MaLMeHTaM CO CPeJHUM W ciabbiM
cnabeiv - Merabonmsmom  CYP2D6 | merabonusmom CYP2D6 Bo Bpems U B TeuyeHHe
IMs/PMs u npu ONHOBPEMEHHOM | 2 HeJedb [MOC/e Teparmid HTPAKOHA30JI0M.
npumeHeHuH uHruouropa CYP2D6. | TloBbllleH pHCK TMOSBJIEHHS HEXEJIaTeIbHBIX

peakuuid  Ha  DJMIVIyCTaT:  MPOJIOHraLus
untepBaioB PR, QTc w/unu QRS, a Taxxke
cep/ieYHbIe apPUTMHUM.

[IpuMeHATE C  OCTOPOXKHOCTBIO y JIUL[ C
cuibHbIM  MeTabommzmom  CYP2D6  EMs,
HaboaTh Ha npeamer MOSIBJICHUS
HeXeJaTeIbHbIX pPeaKUMd Ha JIuriaycrar’,
MOXET  NOTpebOBaTbCS  CHIKEHHE  J103bl
JNIUrIycTaTa.

Ankanousl Ankanousbl CIIOPBIHBH — | [IpoTBONOKa3aHbl BO BpeMsi U B TeueHHE 2

CMOPBIHBU MOBBIIIEHUE KOHIIEHTPALIMH (CTENEHb | HEAEeAb  TOCJAe  JIEYeHHS  WUTPAKOHA30JIOM.
HeusBecTHa)™ > [ToBbllIeH pPHUCK TMOSBIEHUS HEXKeIaTeTbHbIX

peaKLMi Ha aaKaJoOWIbl CIIOPBIHBH, TAKUX Kak
3proTUsM (cm. maxoice pasoen
«lIpomusomuzpenosnvie cpeocmea).

["anantamun ['amantamus Chax (1), AUC (1) [TpuMeHsATh ¢ OCTOPOIKHOCTEIO, HAOMIOAATH
Ha TMpEIMET TOSBICHUS HEXeIaTeIbHbIX
peaxkuun Ha raJJaHTaMHH", MOXET
notpeboBaThCs CHU)XEHUE J103bl
rajaHTaMyHa.

HBakadrop HBakadTop Crax (11), AUC (111)? [IpUMeHATb C OCTOPOXKHOCTBIO, HAOMOAaTh Ha

NpeAMET TOSBJICHUS HEXeNaTeIbHbIX peaKLuit
Ha  uBakapTOp®, MOXKET  MOTpeOOBATHCA
CHIDKEHHME J103bl UBaKkadTopa.

Jlymakadrop/ HBakadTop Cmax (11), AUC (11)? He pekomennyercs B TeyeHue 2 Heaelb 10, BO

uBakadrop JlymakadTop Crax (<), AUC («>)* | BpeMss U B TedeHHe 2 HE/eNb MOC]E JIEUeHUs

Wrpakonazon - CHW)KEHHUE

UTPAKOHA30JI0M. Bo3moxxHO CHM)KCHHUEC
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Kanacesr OzxuaaeMblii/NOTeHIHATLHBIA Kinanyeckne KOMMeHTapHH
npenaparos 3¢ ¢exT N0 OTHOMEHHIO K YPOBHIO
npenaparsbl npenapara (CM. CHOCKH)

KOHLIEHTPALIMH, CTENEHb HEM3BECTHA, | 3G(EKTUBHOCTH  MTpPaKOHA30/la, BO3pacTaeT
HO, BEPOSITHO ||| PHCK MOSIBJIEHUS] HEXKEJIATEJIbHbIX PEeaKUMd Ha

uBakadrop©.

AHTAaroHHUCTbI penenTopoB Ba3onpecCHHa

KonuBanran KonusanTan Cuax (11), AUC (1111)* | He pexomenayeTcs BO BpeMs M 2 HeJleJH MOCIIe
Toneantan TonanTan Cmax (11), AUC (111)? JleyeHuss UTpakoHazonoMm. [loBellieH  puck
NOSIBJICHUS  HEXEJIaTeJbHbIX  peakluid  Ha

KOHMBANTAaH/TOJIBANTaH".

Mo3zaBanrtaH Mo3sasantan Cpax T, AUC 11 [IpuMeHATh C OCTOPOXKHOCTBIO, HAOMIOAATh Ha
NpeIMET MOSBICHUS HEXEaTeNbHbIX peakuuid
Ha  Mo3aBanraH’, MOXeT mnoTpedoBaThes

CHWXXCHHE 103kl MO3aBaIriTaHa.

*unruburoper CYP3A4  (Bmouas HWTPAaKkOHA30JI) MOTYT MOBBIMATH  KOHIEHTPAIHIO
rOPMOHAJIBHBIX KOHTPAIENITHBOB B IJIa3Me KPOBH.

[Ipumeuanue

Cpennee noBbilmenne KOHUEHTPAIIMH:

1: <100 % (< 2 pa3);

11:100-400 % (> 2 pa3 u < 5 pa3);
711:400-900 % (> 5 pa3 u < 10 pa3z);
T111: > 10 pa3.

Cpennee cHUKeHHe KOHIEHTPALIMH:
1: <40 %;

11:40-80 %:

111> 80 %.

OrcyrerBue Yydpdexra: <.

Jlns onucanus >ddexra (cpenHAs KOJNOHKA) yKa3aHO Ha3BaHKME MCXOIHOTO JIEKAPCTBEHHOTO BELIECTBA, AaXKe €CIIH
3G deKT OTHOCHTCS K aKTUBHOMY KOMIIOHEHTY WJIH aKTUBHOMY METa0OJIUTY TIPOJIEKapCTBa.

a. Jlns npenapaTtoB cO CTpeJKaMM B CKOOKax OLIEHKa OCHOBaHA Ha MEXaHWU3ME JIEKAPCTBEHHBIX B3aUMOIEHCTBHI U
MH(OpMALIMKM O KIMHUYECKUX JIEKAPCTBEHHBIX B3aMMOIEHMCTBHSAX C KETOKOHA30JIOM MM APYTMMH MOIIHBIMH
uHruouropamn CYP3A4 w/unu unruburopamu P-raukonporenna uiun BCRP, a Takke Ha TaHHBIX MOJIEMPOBAHHS,
KINHUYECKHUX CIIy4aeB W/MIIM IKCTIEPUMEHTOB in vitro. J[ns Apyrux nepevrcieHHbIX MpernapaToB OLEHKa OCHOBAHA
Ha TaHHBIX KJIMHUYECKHMX JIEKAPCTBEHHbIX B3aUMOIEHCTBHIA TTpenapaTa ¢ HTPaKOHA30JI0M.

b. [TapameTps! papMaKOKMHETHKH HE YCTAHOBJIEHBI.
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c. Cpsi3aHHBIE C npernapaToM HEXEIATCIIbHbIE JIEKAPCTBEHHBIC DEAKUMU IIPEACTABICHBI B COOTBCTCTByIOHICﬁ

HHCTPYKLMH 110 IPUMEHEHHIO.

JMemu

.HeKapCTBCHHbIC B3aUMOJIEUCTBUS H3Y4YCHBI TOJIBKO Y B3POCIIBIX JIFIOJIEH.

Ocobble ykazanus

Brusnue mna Oesmenvnocmv cepoya: B HCCIEIOBaHMSIX Ha 3J0POBBIX JI00POBOJIBLAX
JIEKapCTBEHHON (OPMBI MTPAaKOHA30JIa PAcTBOP JUIS B/B BBEICHHsS OTMEYAJIOCh IIPEXOIAIIEE
OeccuMNTOMHOE yMeHbIIeHHe (pakiuu BIOpOCa JIEBOTO JKENyJI04Ka, HOPMAIM30BaBLIEECs 10
crenyromedt uady3un. KimHudeckas 3HaYMMOCTH TOJTYYEHHBIX JAHHBIX UIS JIEKAPCTBEHHBIX
dopm s mpuema BHYTph Hem3BecTHa. MTpakoHa3o o6iagaeT OTpULATEHHBIM HHOTPOITHBIM
neictereM. CooOImanock 0 caydasX XpOHHYECKOH CepIeuHOM HEIOCTATOYHOCTH, CBSA3aHHBIX C
nprueMoM uTpakonaszoia. IIpu cyrounoit no3e 400 Mr utpakoHaszoja Hab0aAI0CH OOJIEE YACTOE
BO3HUKHOBEHHE CEPACYHOM HEIOCTAaTOYHOCTH; IIPU MEHBIIUX CYTOYHBIX J103aX TaKOH
3aKOHOMEPHOCTH HE OBLIO BBISBICHO. PHCK BO3HMKHOBEHHsS XPOHHYECKOH CepIedHOM

HEAOCTATOYHOCTH IPEANOJIOXUTCIBHO IIPOITOPIHUOHAJICH CYTO‘IHOf;I J103€. HpenapaT

OpyHFaMHH® HE cienyer [IPUHHUMATH MmanuceHTaM C XpOHPI‘-ICCKOﬁ cepnequi’I

HEJI0CTaTOYHOCTHIO WJIA C HAJTMYMEM 3TOTO CHMIITOMOKOMILIEKCA B aHAMHE3€, 3a UCKIIIOYEHUEM
ClIy4aeB, KOrja BO3MOXKHas II0JIb3a 3HAUUTEIBHO IPEBOCXOAMT TOTEHIMATBbHBIA pHuck. [Ipu
WH/IMBU/yaJIbHOH OLIEHKE COOTHOIIEHMs IOJb3bl U PUCKA CIEIyeT NMPUHUMATh BO BHUMAHHE
Takhe (aKTOpbl, KaK CEpbe3HOCTb IOKAa3aHWM, DPEKHUM JO3MPOBAHUS M HHIMBUIYaIbHbIE
(axTopsI prcKa BO3HMKHOBEHHMS CEpIEYHON HEIOCTATOYHOCTH (MIIEMHYECKas GOJIe3Hb cepala,
MOPaXCHUS KJIAllaHOB, OOCTPYKTHUBHAs OOJIE3HB JIETKUX, TTOYEYHAs HEAOCTATOYHOCTh M JPYTHe
3a00J1eBaHu, COMPOBOXKAAIOIIHECS OTEKaMH ). Takux MaIMeHTOB HEOOXO0IUMO

nporH(GOPMUPOBATL O NPHU3HAKAX M CHMIITOMAaX XPOHHYECKOHW CEPAEYHOM HEJOCTAaTOYHOCTH M

CJIEIMTh 3a MX MOSBICHHEM BO BpEeMsl Kypca Tepalud. |Ipu TOSBIEHUM MOJ0OHBIX NPU3HAKOB

IpHEM IMIperapara OpyHraMﬂH®

HEOOXOIMMO ITPEKPATHUTD.

YrpokKaromue X|3HA apUTMHU Cep/Ilia ¥/WIM BHE3aMHasi CMEPTh OTMEYAIUCH Y [AMEHTOB [IPH
OJIHOBPEMEHHOM ITPUMEHEHHUH METaJI0Ha.

biiokaropsl KanbLUMEBBIX KaHAJIOB MOIYT 00JagaTh OTPHIATENIBLHBIM HHOTPOMHBIM 3(heKToM,
KOTOPBIA MOXKET ObITh aJMTUBHBIM II0 OTHOIIEHHIO K 3¢deKTy urpakonaszona. Kpome Toro,
UTPAKOHA30JI MOXET MHIMOMpOBaTh MeTaboNu3M OJIOKAaTOPOB  KalbLUEBBIX KAHAJIOB.

CJ'[CIIOBaTC.HLHO, CICAYET IMpPOSBIATE OCTOPOXHOCTH MPU OJHOBPEMCHHOM ITPMMEHEHHH
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WTPaKoHa30ja M OJIOKaTOPOB KaJbIMEBBIX KaHATOB M3-3a IOBBINIEHHS DPUCKA 3aCTOMHON
CepACYHON HEOCTATOYHOCTH.

Jlekapcmeennvle  63aumooeiicmeus: OJHOBPEMEHHbBIH MpPHEM HEKOTOPBIX JIEKAPCTBEHHBIX
CPEICTB ¢ MTPAKOHA30JI0M MOXET IPUBECTH K M3MEHEHMIO B 3()()EKTHBHOCTH HMTpaKoHa3oJia
W/WIM OTHOBPEMEHHO NPHUMEHSEMBIX JI€KapCTBEHHBIX MPENapaTtoB, BO3HUKHOBEHHIO OMACHBIX
JUIs KM3HM TNMOOOYHBIX peakuui W/uiau BHe3amHO#M cmept. [Ipemaparbl, KOTOpbIE HENb3s
[IPUHAMATL OJHOBPEMEHHO C HTPAKOHA30J0M, HE PEKOMEH/IOBaHHbIE /IS OJHOBPEMEHHOTO
NIPUMEHEHUS] ¥/WIM PEKOMEHIOBAaHHbIE JUIS OJJHOBPEMEHHOTO NMPUMEHEHHSI ¢ UTPAKOHA30JIOM C
OCTOPOXKHOCTBIO, TI€PEYHCIIEHBl B paszaene «B3aumoneicTBue ¢ OpyrdMH JIeKapCTBEHHBIMH
CpEeACTBaAMU ».

[lepexpecmnas 2unepyyécmeumenbHoCms: JaHHBIE B OTHOLICHWH HAIWYHS IEPEKPECTHOM
TUIIEPYYBCTBUTEIBHOCTH MEXK/y UTPAKOHA30JI0M M APYTUMH TPOTHBOIPUOKOBBEIMH CpEICTBAMHU
C  a30JIbHOM  CTPYKTYypoH (M3 Tpymnmbl  a30j0B)  OrpaHWueHbl. [Ipy  HaIWuuM

THIIEPYYBCTBUTEIIBHOCTH K IPYTUM a30JiaM CJIEAYET C OCTOPOXKXHOCTHIO Ha3HA4YaTh HTPAKOHA30JI.

Heeponamuﬂ: JICYCHHUE IIp€rapaToM OpyHTaMI/IH® CTOUT NPEKPATUTH B CIIyda€ BO3SHUKHOBCHHUS

HeBponatuu. [Ipy cucTeMHOM KaHIMIO03€ B CiIydae, €Clid MpeArojaraeTcs, 4yTo ITaMMBbl poja
Candida pe3ucteHTHBI K (IyKOHA30JTy, HEBO3MOXKHO IPEIIOIAraTh, YT0 OHM YyBCTBUTEIHHBI K
UTPAKOHA30Ily, CJEe0BAaTEeIbHO, PEKOMEHIYETCS IMPOBEPSTh YYBCTBUTEIBHOCTH IITAMMOB [0
Tepany UTPAKOHA30JIOM.

Bzaumosamensemocms: He PEKOMEHIYETCS B3aMMO3aMEHSIEMOE HCIIOJIb30BaHHE UTPAKOHA30J1a,
KarcyJl M HWTPaKkoHa3ojga pacTBopa ISl IpUeMa BHYTPh BBHJY TOTO, YTO 3KCIIO3HIIUS
UTPAKOHA30j1a BBIIIE IPU NPHUMEHEHUH €ro B JIEKapCTBEHHOH (opMme pacTBOp Ui IpHEMa
BHYTPb, 4YeM B (hopMme Karcy, gaxe MpHu MprueMe OJJHHAKOBBIX 103 HTPAKOHA30J1a.

CHudicennas KuciomnHocmy J4cesly004H020 COKA: TIPH CHHIKEHHOW KHCIOTHOCTH JKEIYI0YHOTO
coka abcopbuMs HTpaKkoOHa3oja M3 Kamncyl Hapymaercs. [lanmpeHTaM Co  CHHIKEHHOM

KUCJIOTHOCTBIO JKCJIYAOYHOI'O COKa BCJICIOCTBHUE 3aboJieBaHus (HanpuMep, Yy HanueHTOB C

axJIOpruJipuel) WM BCJIEACTBHE IpHEMa JIEKapCTBEHHBIX IIpenapatoB  (Harpumep,

JICKApCTBCHHBIC CPEACTBA, IMOAABJIAIOIINEC XKXEITYTOYHYIO CCerHPIIO) PEKOMEHAYCTCSI IPUHUMATDH

npemnapar OpyHFaMHH®

B KalCyjJax OJHOBPEMEHHO C KHCIBIMH HAlUTKaMH (TaKUMH Kak
HeqeTndeckas Kosa). CielyeT KOHTPOJIMpOBaTh IPOTHBOTPUOKOBYIO aKTHBHOCTH IIpernapara u
YBEJIMYMBATh /103y HTPAKOHA30J1a IPU HEOOXOIUMOCTH.

Bnusnue na gynxkyuio nevenu: B OYEHb PEIKHX CIydYasX HPH NPUMEHEHHH MTPAKOHA30.1a
Pa3BHBAIOCH TSKEIOE TOKCHYECKOE MOPAaXEHHUE MEYCHHU, BKIIOYasi HECKOJIBKO CIIyyaeB OCTPOM
NEYEHOYHOM HEIOCTATOYHOCTH C JIETAJBHBIM MCXOAOM. B OOJBIIMHCTBE CIIydaeB 3TO

IIPOUCXOIUJIO € MAMCHTaMH, Y KOTOPBIX YXE HMECIHCH 3a00JIeBaHUs NEYCHHU, y MAIMUECHTOB C
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JIPYTUMM TsDKEJIBIMM  3a00J€BaHMSMM, KOTOpPBIM TIpernapar ObUI Ha3HA4YeH JUIS JICUYEHHS
CHCTEMHBIX 3a00JI€BaHMH, a TaKKe Yy MAaIMEHTOB, IOJTYyYaBUIMX JpYI'He JI€KapCTBEHHBIE
cpeacTBa, 00safarolHe renaToTOKCHYeCKuM JeicTBueM. OTHAKO Y HEKOTOPBIX MAllMEHTOB HE
OBIIO  CONMYTCTBYIOIMMX 3a00JIEBaHUM WM OYEBHIHBIX (DAKTOPOB pPHUCKA B OTHOIIEHHH
NOpakeHus: medyeHH. Heckonbko TakuX ciydaeB BO3HMKIM B TEpBBIA MeCSIl Teparud, a
HEKOTOPhIE — B IIEPBYIO HENENIO Tepalmuu. B CBS3M ¢ 3TUM, PEKOMEHIYETCS PETry/ISPHO
KOHTPOJIMPOBaTh (PYHKIMIO NEYEHH Y MAKEHTOB, MOJTYYAIOIMX TEPAINMI0 WTPAKOHA30JI0M. B
cllydae BO3HMKHOBEHHS CHMIITOMOB, NPENOJIAralolliX BO3HHUKHOBEHHE TElaTHTa, a UMEHHO:
AQHOPEKCHH, TOIIHOTBI, PBOTHI, clabocTH, OOJM B )KUBOTE W MOTEMHEHHS MOYH, HEOOXOIHMO
HEMEJIJICHHO IIPEKPATUTh JI€YEHUE U IIPOBECTH MCClIe0OBaHUE (QYHKIMU NeueHu. [lanuenTtam ¢
IIOBBIIIEHHON aKTUBHOCTBIO «I1€YEHOYHBIX» (epMEHTOB WM 3a00/IeBaHHEM MT€YEHH B aKTHBHOM

(bar;e, WK ITpU NIE€PEHECEHHOM TOKCHYECKOM ITOPAXXECHHUU IICYCHHU BCJICACTBHUE IIpHEMA APYTHUX

MpenaparoB He CleyeT Ha3HauaTh JedeHue mpemapatoM OpyHramMuH®, 3a HCKIIOYEHHEM Tex

ClIy4aeB, KOrja O)KMIaemas I0Jb3a IPEBBIIIAET MOTEHIHATbHBIH PUCK MOpPaXEHHs TEUYCHH.
Pexomenyercss mpoBOAMTH HaOJIOAEHHE 3a YPOBHEM J1a0OPAaTOPHBIX MapamMeTpoB (YHKIIUH
IIEYEHHU y MAIMEHTOB C YK€ MUMEIOIUMHUCS HApyIICHUSIMH (YHKIIMU N€YeHH WX MAIUEeHTOB, Y
KOTOPBIX OTMEYAJIUCh MPOSIBICHUS TIENaTOTOKCHYHOCTH IPYIMX JIEKApCTBEHHBIX CPEICTB.
WrtpakoHa301 nperMMyIIeCTBEHHO MeTaboiau3upyercs B medeHH. [10CKOIbKY Yy MalHeHTOB C
HapylmeHUsIMA (QYHKIUHU TI€YEHU TOJTHBIA MEePUOJ TIOYBBIBEICHUS HTPAKOHA30J1a HECKOJIBKO
YBEJIMYEH, PEKOMEHIYETCS OCYIIECTBISTh KOHTPOJIh KOHIEHTPAIMA HMTpPaKOHa30Jia B ILIa3Me
KPOBH U IIPH HEOOXOIMMOCTH KOPPEKTUPOBATH 103y Ipenapara.

Hapywenus ¢hynxkyuu novex: TaHHbIE 10 TPUMEHEHHUIO Iperapara y MalieHTOB ¢ HapyIIEeHUSIMH
(GyHKIMM TOYEK OrpaHUYEHbI, Y HEKOTOPBIX MAIMEHTOB ¢ HEAOCTATOYHOCTHIO (DYHKIIHH TTOYEK
SKCITO3MIIMS MTPAaKOHA30jla MOXeT ObITh CHIKeHa. [lo3ToOMy TakuM TalueHTaM ClieayeT
Ha3Ha4aTh IpernapaT ¢ OCTOPOIKHOCTHIO.

PexomeHyeTcss OCyIIeCTBIATh KOHTPOJIb KOHIIEHTPAIM UTPAKOHA30JIa B IIa3Me KPOBH M IIPH

HEOOXOIMMOCTH KOPPEKTUPOBATH 103y Ipernapara.

Ilayuenmor ¢ ummynooeguyumom: GUOOCTYITHOCTh UTPAKOHA30JIa TIPH TIPHEME BHYTPh MOXKET
OBITh CHHJKEHAa Yy HEKOTOPBIX MAlMEeHTOB C HApYIICHHBIM HMMYHHTETOM, HAIpEMEp, ¥
nanueHToB ¢ HedTponenued, OonbHbIX CIIMJloM wimM mnepeHecmux omepanui 10
TpaHCIUIaHTalMKu opradHoB. Takum oOpa3oM, [103a [JODKHA OBITH CKOPPEKTHpPOBaHA B
3aBUCHMOCTH OT KJIMHAYECKOW KApTUHBI Y 3TOM IPYIIIBI MAIUEHTOB,

I[ayuenmor ¢ cucmemHuIMU 2pUbKOBLIMU UHPEKYUAMU, NPEOCMABNAIOWUMU YePO3Y HCUSHU.

BCJICACTBUE Q)apMaKOKPIHCTI/I“IeCKI/IX XapaKTEPUCTHUK MIperapaTa Op)’HI‘aMPIH® B BUJIC€ KaIICyJI, €TO

40



JITT-Ne(000637)-(PT-RU)-240322

pUMEHEHHe HEe PEKOMEHIyeTcsl [l Hayajia JICYCHHS! CHCTEMHBIX MHKO30B, IPE/ICTABIISIOMNX
yrpo3y JUIsl )KU3HH NalUEeHTOB.

Ilayuenmvr co  CIIH/Jom: Bpad JODKEH OLEHHUTb HEOOXOAMMOCTb  IIPOBEACHHUS
noiepxusatomeit Tepanuu y BUY-mnduumpoBanHeix mnanuentos, umerommx CITH, y
KOTOPBIX CYIIECTBYET PUCK DEIMIMBA, paHee IOJy4aBHIMX JIEUEHHE I10 IOBOIY CHCTEMHBIX
rpUOKOBBIX HHPEKITHH.

IIpumenenue 6 neouampuyeckol npakmuke. TOCKOJIbKY KIMHHYECKHX NaHHBIX O MPHUMEHEHUH
WTPaKOHa30J1a y JeTell HeIOCTaTOYHO, PEKOMEHIYETCsl Ha3HayaTh IIpenapar JIETSM TOJbKO B

CiIy4yae, €CJIM BO3MOXHAas I10JIb3a OT JICUCHUS TPEBOCXOAUT MMOTEHIIHATBHBIN PHCK.

®  Heo6X0IMMO

JKenwunam 0emopoono2o eo3pacma, TpUHUMAKOUMM Tnpenapar OpyHramMuH
HCIIOJIb30BaTh aJE€KBAaTHBIE METOJbl KOHTpPALENLUN Ha IPOTSHKEHMH BCErO Kypca Tepanuu
BILIOTH JI0 HACTYIUIEHHSI IEPBON MEHCTPYAllMH 110CJIE €r0 3aBEPLICHUS.

-

Jleuenue cresyeT MPeKpaTHTh MPH BO3HUKHOBEHHH IepUepHyecKoi HeHpomaThu, KOTopas
MOeT OBITh cBsI3aHa ¢ mpueMoM npenapara OpyHraMmua® KarcyJibl.

Ilpu cucmemubix KanOuo03ax, MPEINONIOKHUTEIBHO BBI3BAaHHBIX (IyKOHA30/I-PE3UCTEHTHBIMU
mramvmaMu  Candida, Henb3s  OPEANONIOKUTh  YYBCTBHUTEIBHOCTb K  HTPaKOHA30Iy,
CIIEIOBATEILHO, PEKOMEHIYeTCs IPOBEPUTH UYBCTBHTEIBHOCTh MEpe] HAa4yaloM Teparnuu

HUTPaKOHA30JIOM.

Hauueumbz noscui020 eo3pacma: HNAaHHBIC II0 HCIIOJIB30BAHUIO IIperiapara Op}’HFaMHH® y

MaIMEHTOB MOXKUJIOTO BO3pacTa OrpaHUYEHHBI. PekoMeHIyeTcs Ha3HayaTh Ipernapar TOJBKO B

cllydae, €CJI BO3MOJKHas 110JTh3a OT JICYEHHSI IPEBBIIIAET MOTCHIUAIBHBIH PHCK.

B nenom pexoMeHayercs MpH moadoOpe 03bl Ul MAllMEHTOB IMOXKHIJIOTO BO3pacTta 0OpaTUTh
‘ BHMMaHHe Ha YaCTOTY CHIDKEHUS (QYHKIMH [E€YEHH, [TOYEK, CEPAEUHO-COCYAUCTON CUCTEMBI U

COMYTCTBYIOIIHMX 3a00JIeBaHU# WK IPYTO JIEKapCTBEHHON TepaIuH.

Ilomeps cnyxa: coo0manioch O BPEeMEHHOM WM CTOWKOW mOTepe ciayXa y IalMeHTOB,

V**‘;*mmmm*'ﬁmmmmmmm

OTHOBPEMEHHOTO0  IpHeMa ¢  XUHMUIUHOM  (cM.  pasgensl  «lIpoTuBomnoxasanusy,
«B3aumoneiicTBe ¢ OPYTMMH  JIEKapCTBEHHBIMH  cpeactBamm»). Ciayx — oObIYHO
BOCCTAHABJIUBAETCS TOCJIE OKOHYAHHUS TEpaluy MpenaparoM, OJHAKO Y HEKOTOPHIX MALUEHTOB
noTeps ciryxa HeoOpaTuma.

Cnocobrnocmsy K 3auamuio; B WCCIIEIOBaHMSX Ha JKMBOTHBIX OTMeYaslach PerpoIyKTHBHAs
TOKCHUYHOCTH UTPAKOHA30J1a.

Myxkosucyuoos (kucmo3snwiii hubpo3s): y NallMEHTOB ¢ MYKOBHCIIUI030M (KHCTO3HBIM (hrubpo3om)
Halro1a1ack BapuabeIbHOCTh KOHIIEHTPAMH UTPaKOHA30J1a B IJ1a3Me KPOBH IIPU IIPUMEHEHUU
UTpaKoHa3osa B (opMe pacTBopa I NMpHeMa BHYTPh B 103€ 2,5 Mr/kr 2 paza B cyTku. Kak
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CJIC/ICTBHE, TEpaleBTHYECKas pABHOBECHAs KOHIEHTPALMs HWTpPAaKOHA30Ja B IUIa3Me€ KpPOBH
MOXET He JOCTHraThcs. PaBHOBecHble KoHIEHTpanuu Oonee 250 HI/MI JOCTHTalIHuCh

npubimsutensHo y 50 % nanueHToB crapiie 16 JieT ¥ He TOCTUTaIMCh HH y OJHOTO IaldeHTa

monoxe 16 mer. TIpu OTCYTCTBMM OTBETa Ha Tepammio mpermaparoM OpyHramMuH® Karcylibl,

CJIeAYET paCCMOTPETH BO3ZMOXKHOCTD II€PEXO0/Ia HAa AIbTCPHATHBHYIO TEPAIIUIO.

Biusinue Ha cnocoOHOCTH YiupaBJjaTh TPAHCNIOPTHBIMH CpEACTBAMH, MEXaHU3MAMH

® Ha croco6HOCTH

HWccnenoBanus o U3y4eHUIO BIMSHUS JIEKapCTBEHHOTO cpencTBa OpyHraMuH
YIIPaBJIATh TPAHCIIOPTHBIMHU CPEACTBaMHU M paboTaTh ¢ TEXHUKOU HE MPOBOAMIHCH. HeoOxommo
IPUHAMATh BO BHMMAHHE BO3MOXKHOCTH BO3HHKHOBEHHs ITOOOYHBIX peaKIMif, TakuX Kak
rOJIOBOKPY)KEHHUE, HApYIIEHHUE 3peHHUsl UM noTeps ciayxa (cM. pasnen «llobounoe neicTBue»).
‘ [Ipu mosiBIEeHMH ONMMCAHHBIX HEXETATEeIbHBIX PEaKIMi CIIeTyeT BO3IEPIKAThCs OT BBIMOIHEHHUS

YKa3aHHBIX BUJI0OB ACATCIBHOCTH.

®opma BbIyCcKa
Kancyner mo 100 mr.
[To 4, 5, 6, 7, 10, 14 xamncyn B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 IUICHKH
MOJMBHHUIIXJIOPUIHON, JIMOO IJIEHKHM TOJIMBUHWIXJIOPUIHOM/TIOMBUHIIIHACHXIOPHIHOW H
(bosbru ATIOMUHUEBOM MEYaTHOM JJAKUPOBAHHOIMA.
Um mo 4, 5, 6, 7, 10, 14 xancyn B KOHTYpHYIO SYEHKOBYIO YIIAKOBKY H3 Marepuala
KOMOMHHPOBAHHOTO Ha OCHOBE (OJIBIU (TPEXCIOHHBIN MaTepHall, BKIIOYAIOIINNA aTFOMUHHEBYIO
Gbobry, IVIEHKY U3 OPUEHTHPOBAHHOTO MOJHAMH/IA, TTOJTMBUHHIXJIOPUIHYIO TUICHKY) U (HOJIBIH
‘ AJTFOMUHUEBOM N€YaTHOM JJaKUPOBAHHOM.

1, 2,3,4,5,6,7, 8 wim 10 KOHTYpPHBIX SUEHKOBBIX YIMAKOBOK BMECTE C HHCTPYKIHEH I10
IIPUMEHEHHUIO TOMEIIAIOT B KAPTOHHYIO YITAKOBKY (MaYKy).

- KomnnexT (103 KOHTYPHbIE SIMEHKOBBIC - YIAKOBKH 1014 Kancysl BMECTe ¢ HHCTPYKIMeH Ho—
IPUMEHEHUIO B IIayKe M3 KApTOHA M MO 3 KOHTYpPHbIE SYEHKOBBIE YMAKOBKHM MO 14 Kamcyn

BMECTE C PIHCprKI.IHCﬁ 110 MIPUMEHCHHUIO B ITAYKE U3 I(apTOHa) B I[TA4YKy U3 KapTOHA.

YeaoBusi XxpaHeHHs
[Ipu Temneparype He Bbiie 25 °C BO BTOPHYHOM yakoBKe (T1avuke).

XpaHUTh B HEJIOCTYITHOM JUISI IETeH MecTe.

Cpok rogHocTH

3 rona.
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He [IPUMEHATDH IO UCTCYECHHUH CPOKaA 'OJTHOCTH.

YeaoBus ormycka

OtmyckaroT 1o perenty.

JlepikaTe/ib perucTPalHOHHOI0 YI0CTOBEPEHHS U NIPOU3BOIUTEb

Hepxatens PY: 000 «O30n»

IOpunnueckuit anpec: 445351, Pocenst, Camapcekast 06:1., 1. Xurynesck, yi. [Tecounas, 1. 11.
[Ipou3BoauTe b, OTBETCTBEHHBIH 3a BBITyCKAOLIH KOHTPOITb KadecTBa: 000 «O30n»,
Poccus, Camapckas 061, r.0. XXurynesck, r. Xurynesck, yi. ['uapoctpoutenei, a. 6.

Bece mperensum  norpebuTeneid  cleayeT — HampaBlsTh — [PEACTABHTENIO  JEpKATels
peructpanmoHHoro yaocroseperus: OO0 «O30H»

445351, Poccns, Camapckas 06:1., T.0. JKurynesck, r. JKurynesck, yi1. ['uapocrpoutenei, 1. 6.
Ten.: +79874599991, +79874599992.

E-mail: ozon@ozon-pharm.ru




