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MHUHUCTEPCTBO 3/IPABOOXPAHE

COOTBETCTEBYET JKCNEPTHOMY OTUYETY
ot 25.12.2023 N2 27041
HU S POCCHISCKO#M OF IHPATIAN

UHCTPYKIIUS

IO MEJIMIIMHCKOMY IIPUMEHEHHUIO JIEKAPCTBEHHOTI'O IIPEITAPATA

Hpyuaun™

Perucrpanmonnpiii Homep:

Toprosoe nanmenoanue: Upynun"

Memynaponnoe HENMATEHTOBAHHOC HW/IH I'PYHNIIHPOBOYHOEC HAHMEHOBAHHE: HTPAKOHA30J1

Jlekapcersennasi popma: KancyJibl

CocraB
CocraB Ha 0/1Hy Karcyy
Urpakonasona neier
[Heticmeyiowee seugecmeo:
Urpakonason
Bcnomoecamenvnuie 6eujecmea:
Caxapubie rpanyJibl (20#25) *
['unpomeriosa
OcnoBnoii bytui-Cononmmep Metakpunara

Maxkporos 20000 (ITosmaTHaeHrIMKob) |

454,54 mr

100,00 mr

210,59 mr
120,00 mr
15,00 mr
8,95 mr

Kancynvl meepowie sceramunosore Ne () ocermoeo yeema:

Turana quokcu
Kpacutenb XMHOJTMHOBBIHN JKENThIH
Kpacurenb coiHeuHbli 3aKat KeaTbli
Kenarun

*Cocmae caxapuvix epanyn (na 0oy xancyny)
Caxapo3a (30#40)
Caxapo3a
Kpaxmain KyKypy3HbIi

[ToBuon K-30

Onucanue

1,3333 %
0,9197 %
0,0044 %
Jio 100 %

38,29 mr
152,20 mr
19,14 mr
0,96 mr

Kancynsi xenroro msera Ne 0. Coaepxumoe kancys — chepudeckue neuieTbl 6e10ro HiM noyTH
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Oesoro npera. (Bxopawmia M3 N24233333)

(dapmakorepaneBTHYECKasi FPYHIA: [IPOTHBOIPHOKOBOE CPEJICTBO

Kojx ATX: J02ACO02

dapmMakoJI0rHYecKHe CBOHCTBA

Dapmakoounamuka

[Npenapar Upynun® — cuuTeTHUECKOE MPOTHBOIPHOKOBOE CPEICTBO MIMPOKOTO CIIEKTPA JICHCTBHS,
coJiepiKalllee MTPAKOHA30J, IPOM3BOJAHOE TpUazoja. MexaHu3M JICHCTBHS HMTpaKoHa30J1a
3aKJI04aeTess B MHrMOMpoBaHuu OMOCHHTE3a HProcreposia — OCHOBHOIO KOMIIOHEHTA KJIETOUHOM
meMOpanbl rpuba, ydyacTBYIOWIETO B TOJICPKAHUH CTPYKTYPHOH IEJIOCTHOCTH MeMOpaHbl.
Hapymienue cunTesa sprocreposia NpUBOAUT K H3MEHEHHUIO TPOHUIIAEMOCTH MeMOpaHbl U JTH3HCY
KJIETKH, 4TO M 00yC/IaBIMBaeT NPOTHBOrPUOKOBLIH 2 deKT npenapara.

W rpakoHa301 akTHBEH B OTHOLIIEHUH WH(EKIIHI, BbI3bIBACMbIX rpHOaMMu:

Candida spp.(Bkmovast Candida albicans, Candida tropicalis, Candida parapsilosis w Candida
dubliniensis), Aspergillus spp., Blastomyces dermatitidis, Cladosporiun spp., Coccidioides immitis,
Cryptococcus neoformans, Geotrichum spp., Histoplasma spp., Bxmouas H. capsulatum,
Paracoccidioides brasiliensis, Penicillium marneffei, Sporothrix schenckii w Trichosporon spp.
MrpakoHa3on takxke 1okasajl akTHBHOCTb B OTHOIWIEHUH Lpidermophyton floccosum, Fonsecaea
spp., Malassezia spp., Microsporum spp., Pseudallescheria boydii, Trichophyton spp. v 1pyrux
JIPOJKIKEBBIX M TPUOKOBBIX HHPEKIIHH.

Candida krusei, Candida glabrata w Candida tropicalis aBISIOTCS HaUMEHEe 4yBCTBUTEILHBIMH K
JeiictBuio urpakonasona Bujgamu Candida. In vitro pon Candida neckoibKO H30JHPOBAHHO
MOKa3bIBaJI 0JIHO3HAUHYIO PE3UCTEHTHOCTH K HTPAKOHA30I1Y.

OcCHOBHBIMH THIIAMM TPHOOB, pa3BUTHE KOTOPHIX HE MOJABISETCS MTPAKOHA30JIOM, SBISIOTCS
Zygomyces (Rhizopus spp., Rhizomucor spp., Mucor spp. w Absidia spp.), Fusarium spp.,
Scedosporium spp. n Scopulariopsis spp.

VCTOWYMBOCTh K A30JIaM pPa3BUBAETCS ME/UICHHO W 4acTO SIBJSICTCS Pe3yJbTATOM HECKOJIbKUX
reHeTHYeCKHX MyTanuii. OnucaHHble MEXaHH3Mbl Pa3BHTHS YCTOHUMBOCTH BKIIOYAIOT B ceOs
runepakcipeccuio resa ERG11, koaupyromero ¢gepment 14a-aemMernnasy, KOTOpbIH sBIsieTCS
OCHOBHOH MHIIEHBIO JICHCTBUS a30710B, W Toueunble MyTtaumu ERGI11, npusBoasmme
YMEHBIICHHIO CBS3bIBaHUSA (EPMEHTOB C a30/1aMH W/HIIH K aKTHBALIHH TPAHCIOPTHBIX CHCTEM, YTO
IIPUBOJIMT K YBEJIMUEHHUIO BBIBE/ICHHs a30J108. Habumoianack nepekpecrias ycroiunsocts Candida

Spp. K IpenapataM IpyIIibl a30JI0B, XOTS YCTOHYMBOCTL K OJHOMY IIpernapary 3TOH I'pyIiibl HE
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00s13aTesIbHO  O3HAYaeT HAJIWYME YCTOWYMBOCTH K JpYyrUNExdipeuapatd® NrpyBABE323010B.

Coobmasnock o mrammax Aspergillus fumigates, yCTOWYMBBIX K HTPAKOHA30ITY.
Dapmakokunemuka

MakcumalibHasi KOHIEHTpAllMsi MTPaKoOHa30/la B IUIa3Me JIOCTHUIaeTcs B TEUeHHe 2-5 4 1mocle
rnepopaibHOro npuemMa. Beneacreue HenmMueinoi papMakOKHHETHKH UTPAKOHA30.1 HAKATLIMBACTCS
B IJIa3Me€ KPOBH TPH MHOTOKpPATHOM Npueme. PaBHOBeCHas KOHIEHTpallMs HTPaKOHA30J1a, Kak
PABUJIO, JIOCTHTAETCsl B TEYEHHE NPUMEpHO 15 JjiHel, mpu 5TOM 3HA4YE€HHs MaKCHMAIbHOM
konnentpauuu  (Cmax)  HWTpakonasoma  cocraiusior 0,5 mxr/mun, 1,1 Mkr/mMa u
2,0 MKI/MJI COOTBETCTBEHHO Tocie nepopaibioro Beeenust 100 mr 1 pas B aenn, 200 mr 1 pas B
nenb, 200 mr 2 pasa B JieHb. Koneunblii epuo/i mosyBeise/ienus 00b1uHo cocrasiser 16-28 4 npu
OJIHOKpaTHOM TipueMe ¥ 34-42 4 npu MHOrokpaTHoM npueme. KoHueHTpauus MTpakoHas3osla B
MJ1a3Me KPOBH CHHIKAETCS JIO0 NMPAKTHUECKH HEOIPE/E/IsieMOro 3HaueHusi B TedeHue 7—14 nnei

[IOCJIC MpeKpallCHus Teparuu B 3aBUCUMOCTH OT HA3HAYEHHOH J103bl U MPOJAOJIKHUTEIIBHOCTH

Jeuenus. OOmiee Cpe€/IHEC 3HAYCHHUEC KIIMPCHCA MTpPaKoOHasoJla B I1asMe IIpH BHYTPUBEHHOM

BBeJIeHUH cocTaBisieT 278 mu/mMun. Kimpene urpakonaszojia ymeHbinaercs npu 0osiee BBICOKHX
JI03aX B CBSI3M C HACBIIICHHEM MyTel ero metaboiM3aliy B EYCHH.

Abcopbyus

Wrpakonaszon Oeictpo abcopbupyercss nocie npueMa BHYTpb. MaKCHMMallbHblE KOHIIEHTPAIMH
HEM3MEHEHHOI0 MTPAKOHA30Jla B IUIa3Me JIOCTHTAlOTCS B TeYeHHE 2—5 4 1ocie NepopaibHOro
npuema kancyisibl. AbcomoTrHas OMOJOCTYNHOCTL MTPAKOHA30Ja I0CHE MEepopaIbHOro MpHemMa
coctapisger okosno 55 %. Ilpu nepopajibHOM NPUMEHEHHH MaKCHMasbHasi OMOJOCTYIHOCTH
MTPAKOHA30J1a OTMEYAETCs TIPU IIPUEME KaricyJl cpasy 1ocie e/bl.

BcaceiBaHue MTpaKoHa3ojia B KarcyjaX CHMKEHO Y [MallMEHTOB C MOHMIKEHHOH KHCIOTHOCTHIO
JKEITYIOUHOI0 COKa, Harnpumep, Ha (JOHE IpUeMa Mpenaparos, MOAABISIONNX CEKPEIHIO COJISTHON
KHCJIOTBI B JKeNyJIKe (TaKMX Kak aHTaroHUcTbl Ho-rMCTaMHHOBBIX pPEUENnTOpOB, MHIHOMTOPBI
IPOTOHHOW IOMIIBI), MJIH Y TALMEHTOB ¢ axjoprujipueil Ha (oHe pasaHuHbIX 3a00JICBaHHIA.
BcacbiBanne HMTpakoHa3ojla HATOW@AK Y TAaKUX [1AllMEHTOB YBEJIWYMBACTCS IIPpH  IIpHEME
MTPaKOHA30/1a B KArcyJsax, 0JIHOBPEMEHHO C KUCIILIMH HAlMTKaMH (TaKMMH KaK HeJMeTHYECKas
kosa). I1pu npueme urpakonasosa B Karcysax B j1o3e 200 Mr 0JHOKpaTHO HATOIIAK COBMECTHO €
HEIMETHYECKOM KOJIOH [oc/ie NpeaBapuTeIbHOrO npuemMa anraronucra Hy-rucraMMHOBBIX
peLenToOpoB pPaHUTH/MHA BCAChIBAHHE MTPAKOHA30Ja OBbLIO COMOCTABUMbIM C BCACHIBAHHEM
MTpPaKOHa30/1a B KaICcyJiax Mpy NpueMe TOJILKO JaHHOro Ipenapara.

DKCIO3UIMS WTPAKOHA30J1a HUXKE NMPH NPHEME UTPAaKOHA30Jla B BHJIE KarlCysl 0 CPaBHEHHIO C

IKCIO3HIIHEH WTpaKoHasoJia npu 1npuemMe TOH K€ J103bl B BH/IE pacTBopa /Ui NpueMa BHYTPb.
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Pacnpeoenenue (Bxopauwmit M3 N=4233333)

Urpakonazon Ha 99,8 % csspiBaeTcs ¢ OejkamMM IU1a3Mbl, B OCHOBHOM C ajibOyMHHOM
(rMJIPOKCHUTPAKOHA30J1 cBA3bIBaeTest ¢ anbOymMuHoM Ha 99,6 %). Taxxke oTMeueHO CPOJCTBO K
aunuaaM. B HecBs3aHHOM BMJIE B uiasme ocraetcs Toibko 0,2 % wrpakonazona. Kaxymwmiics
obbem pacnpenenenust >700 j1, 9TO CBHJIETEIBLCTBYET O €r0 3HAYMTEJILHOM pacCIpe/ie/IiCHHH B
TkaHsX. KOHIIEHTpalMy B JIErKUX, MOYKaX, KOCTAX, JKeJyJIKe, cele3eHKe M MbInax B 2-3 pasa
BBIIIE, YEM COOTBETCTBYIOIIHEC KOHIIGHTPAIHK B IJ1a3Me, MPH ITOM KOHIIEHTpallMs Ipenapara B
TKaHX, COJCPKAIMX KepaTHH, 0COOCHHO B KOXKE, TPUMEPHO B 4 pa3a MpeBbIIaeT KOHIEHTPALUIO
B ruiazme. KoHlleHTpalus B CHHHHOMO3TOBOH JKHIKOCTH 3HAYMTEJILHO HUIXKE, YEM B IUIa3Me KPOBH,
TEeM He MeHee Obula 1pojieMOHCTpUpoBaHa (P(PEKTUBHOCTL HTPAKOHA30J1a IIPOTUB BO30YAMTENICH
MH(EKIMH, MTPUCYTCTBYIOMHUX B 1IepeOPOCIHHAIBHOM KHJIKOCTH.

Memabonusm

Kak Obuto nokazano B uccinejpoBanusx in vitro, CYP3A4 aBnsercss OCHOBHBIM H30()EpPMEHTOM,
YyYacTBYIOIIMM -~ B MeTabonu3Mme HTpakoHazona. MTpakonaszon mnojsepraercs = akTUBHOMY
meTaboau3My B TnedeHu ¢ oOpa3zoBaHHEM MHOKecTBAa MeTaboiUuTOB. OCHOBHBIM METabOIUTOM
SIBJISIETCS TMJIPOKCHUTPAKOHA30J1, KOTOPBIH in vitro obiiazaer npoTHBOIpUOKOBOH aKTHBHOCTBIO,
COIOCTAaBUMOMN C UTPaKoHa30JI0M. KOHIEHTpalK I'MJIPOKCHUTPAKOHA30J1a B TJIa3Me IIPUMEPHO B
2 pa3a npeBbIAIT KOHIIEHTPAIMIO UTPAKOHA30J1a.

OKkckpeyus

Mrpakonasos BBIBOJMTCS MPEUMYIIECTBEHHO B (JOPME HEAKTHBHBIX META0OJMTOB 4epe3 MOUKH
(35 %) u yepe3 kumeyHuk (54 %) B TeyeHHE OJIHOM HEJIeNIH 10CIe TpUeMa pacTBopa Juis IipueMa
BHYTPb. [Toueunas sKckpenus HTpakoHa3oJia M ero akTHBHOIo MeTaboJIiTa r'IpOKCHHTPaKOHa30J1a
coctasiser MmeHee | % oT 10361 11penapara, BBeICHHOH BHYyTpuBeHHO. Ha ocHOBaHMM pe3ylbTaToB
u3yuenus dpapmakokuneTuku ‘C-MedeHoro npenapara nocjie nepopairbHOro MpHeMa BbIBEJICHHE
HEU3MEHEHHOI0 UTPAKOHA30J1a Yepe3 KHIIEYHUK Bapbupyet ot 3 % j10 18 % npunsToii 10361
[lockonbky nepepacnpezeneHie MTPAaKOHa30jla W3 TKaHEH, COJEpXKalIMX KepaTHH, SBISETCS
HE3HAYMTEILHBIM, BBLIBEJICHME MTPAKOHA30Ja M3 9THX TKaHEH CBs3aHO C pereHepanueit
snuepMuca. B otiimume ot niaasmel KPOBH, KOHIICHTPAIIMS UTPAKOHA30J1a B KOXKE COXpaHseTCs B
TeueHue 2-4 HeJlellb Nocie NpeKpaieHus 4-HeelIbHOTO JICYEHHS, a KOHIICHTpaIUs B KepaTHHE
HOI'TS, TJIe UMTPAKOHA30J1 MOXKET ObITh 00HapyKeH yixe uepe3 | HeeNmo 1mocie Havajga JieYeHus,
COXpaHsieTcs 10 KpaHeH Mepe B TCUEHHE IIECTH MECSIIEB N0CIe OKOHYaHHUs 3-MEeCA4YHOro Kypea
JICYCHHUSI.

Ocobbie kKamezopuu nayueHmoe

[layuenmul ¢ napywenuem @ynkyuu nevenu

I/h'paKouamn INPEUMYIICCTBCHHO MeT360ﬂﬂ3pre1‘Cﬂ B 1neueHd. B xoxe wuccienoBaHus
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(papmakoxuneTHKH CcpaBHHBANM (apMakoKUHETHueckhe mnokasmeauidiEcliTds3 33 Idipposom

TIEYCHH M 3/I0POBbIX J100POBOJILLEB. Y NAIMEHTOB € LMPPO30OM MEUEHHU MPH OJHOKPATHOM IIPHEME
100 Mr uTpakoHasona cpe/iHsis MaKCuMalbHasi KOHIEHTpalys HTpakonasosa B miasme (Cmax) OblU1a
3HAYUTENILHO HIDKE (Ha 47 %), ueM y 3/10poBbIX natmenToB. CpeiHuil epro,1 0Ly BbIBEICHHS IPH
MpHEeMe OJIHOKPATHOM J103bI ObLT YBEJIMYEH Y NAIIMEHTOB C IMPPO30M IIEUYEHH M COCTABIISAI B 9TOM
uccienoBanud 37+17 4 no cpaBHennio ¢ 1645 4 Juis 3710poBbIX 100poBoibIeR. Cpennss
OKCIIO3UIMS MTPAKOHA30Ja (IUIomaab 10 KpUBOH «KoHIeHTpauus — Bpems», AUC) Obuia
QHAIOTHYHOH Yy IalMEHTOB C IMPPO30M [EYEHH M Y 3JI0POBBIX JI0OpOBOIIbIEB. JlaHHBIE O
JUIITEIbHOM TIPUMCHEHHH MTPAKOHA30j1a Y MAlMEHTOB C LIUPPO30M IMEYECHH OTCYTCTBYIOT (CM.
paszienbl «Criocob npuMeHeHus u J103b» 1 «Ocobble yKazanus»).

layuenmor ¢ napywenuem @ynkyuu nouex

JlanHble 0 nepopanbHOM NPHMEHEHHH HTPAKOHA30Ja JUIs JICYCHHs MAalMeHTOB ¢ HapyIIeHHSAMH
(yHKIHH 110Y€K OrpaHUYeHHBL. Y MAIUEHTOB ¢ YPeMHe, y KOTOPBIX CPEe/IHUI KIMPEHC KpeaTHHUHA
coctasisi 13 Mi/vMun x 1,73 M%, cucremnoe BosjieiicTaue nrpaxoiaszona (AUC) 6BUI0 HECKOIBKO
HHXKE 110 CPaBHEHHIO C OCHOBHOM nonynsiiMed. He BbISBICHO 3HAYMTEIBHOTO BIIHSHHS
reMO/IMalIi3a WM JUIMTEIBHOIO IEePUTOHEAIBLHOIO JIHain3a, MPOBOJAMMOrO B amOyJIaTOPHBIX
YCIIOBUSIX, Ha MoKazareny papmMakokuHeTHKH HTpaKkoHas3ona (Tmax, Cmax 1 AUC g-3y).

[Tocie 0HOKPATHOrO BHYTPUBEHHOI'O BBEJICHMS Tperiapara KOHEUHbBIH MEePHO/| MOJTyBbIBEICHHS
MTPAKOHA30J1a y MAalMEHTOB ¢ HE3HAYUTEIbHBIM (OIpEJIeNsieTcss B MCCIIE/IOBAHHH KaK KIHPEHC
kpearnHuna 50-79 mi/Mun), cpejiiuMm (KinupeHe kpeatuHuHa 20—49 MII/MHUH) WIH BBIPAXKEHHBIM
HapylieHHeM (QYHKIMH TNovek (KivpeHce KpeatMHuHa <20 MII/MHMH) CXOJHBIM C TaKOBBIM Y
3JI0POBBIX JIFOACH (JManazoH cpeAHux 3HadeHuit 42-49 4 no cpaBHeHHIO ¢ 48 4 y NMalMEHTOB C
HapyIIEHUSAMH (PYHKIMH [IOYEK U 3/I0POBBIX J0OPOBOJIBIIEB COOTBETCTBEHHO). OOI1as 3KCIO3HIUs
MTpaKoOHa30ja, Ha OCHOBaHMM oueHku mnokazarenss AUC Obuia CHM)KEHA Y NAIlMEHTOB ¢
YMEPEHHbIMH U BBIPDAKEHHBIMH HapylleHUsIMH (QyHKIMM nouyek npumepno Ha 30 % u 40 %
COOTBETCTBEHHO, 10 CPABHEHUIO C MALUEHTAMH, Y KOTOPLIX (DYHKIMS [TOYEK HE HapyIIeHa.
JlaHHble O JUTMTEIBHOM MCIOJIB30BAaHUM WUTPAKOHA30J1a MAlMEHTAMHU C HAPYHMICHUSIMH (YHKIIMN
noyek HejocTynHsul. [IpoBesenue auanuza He BIMSIET HA [EPHOJL MOJYBBIBEACHHUS WK KIMPEHC
UTPAaKOHA30J1a UJIK THAPOKCUMTPAKOHA30J1A.

Jlemu

Jlanubpie o (apMakOKMHETHKE HMTPAKOHA30Jla y MalMeHTOB JIETCKOTO BO3pacTa OrpaHUYEHHBI.
Knunnyeckue uccneoBanus papMakOKHHETHKH Yy JeTel U MOAPOCTKOB B BO3pACTe OT 5 MecsIeB
J0 17 net npoBOAMIMCH C IPUMEHEHHEM HTPaKOHA30J1a B Karcyjiax, pacTBopa /Uis IpueMa BHY TPb
M pacTBOpa JUIsl BHY TPUBEHHOTO BBeJIeHHs. MHauBH 1yalibHbIe 103b1 Ipenapara B popme Kancys 1

pacTBOpa /ISl IpyUemMa BHYTPb BapbupoBaiu ot 1,5 10 12,5 Mr/kr/aeHb npu npueme oJIMH UiM J1Ba
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CpaBHECHHIO C TIIPUCMOM OJIMH pa3 B JICHb MaKCHMaJibHas W MHHUMAaJIbHAs IlJIa3MEHHas

KOHUEHTpalus ObLIa COMOCTAaBUMOM € TAKOBOM Y B3POCJIBbIX NAIIMCHTOB IIPH MTPUEME UTPAKOHA30.J1a

OJIMH pa3 B JieHb. He Ob110 3aperucTpupoBano CyIecTBeHHBIX BO3PACTHBIX Pa3IMyMii IoKaszarenei

AUC utpakoHasoJia ¥ ero obuiero KiMpenca; B peJIKHX ciaydasx Hab/o/ianach He3HaYuTe IbHAas

B3aUMOCBA3bL MEXKy BO3pAaCTOM IAIIUCHTOB U 3HAYCHUSIMH obbema pacipe/ICiieHus rpemnapara,

Cmax ¥ KOHEYHOTO [epuo/ia rmoiyBbIBCICHHA. YcTaHOBICHHBIN KJIIMPEHC UTPAKOHA30J1a U €Iro oObem

pacipeaciCHUA 3aBUCAT OT MacCChl TEJa NnalfMeHTOB.

Ilokazanus K IIPUHMEHECHHIO

— IlopaxeHune KOXH ¥ CIM3UCTBIX 000JI04eK:

BYJIbBOBAIrMHAJIBHBIN KaH/IM/103
OTpyOEBH/IHBIH JTH 1AM

JJ.CpM%leMHKO?bI

KaHJIMJ103 CIM3UCTOMH 000JI0UKH 110JIOCTH pTa

rpuOKOBBINH KEpaTUT

—  OHHXOMMKO3BI, BbI3BaHHbIC JiIepMaTOGUTAMHU U/WIIK JIPOKIKENOI00HBIMU IrpubamMu

—  CHucTeMHbBIE MUKO3bI:

CUCTEMHBIN ACIICPruilie3 U KaH/ 11103

KPHIITOKOKKO3 (BKJIlO'-laﬂ KpHHTOKOKK()BbIﬁ MCHHHFHT)Z Y IMarfuCHTOB C

MMMyHOlIC(lelMTOM H Yy BCCX MAIHCHTOB C KPHIITOKOKKO30M llCHTpaﬂbHOf"l HCpBHOﬁ

cucrempl npenapat Upynun® j0ioken Ha3sHauaThes TOJBKO B Cllydasx, €CiH Ipenaparhl

I1epBOM JIMHUM JICYEHHUS HE TPUMEHUMBI B JIAHHOM CiTy4ae Win He 3 (PeKTUBHBI

FHCTOILIA3MO3
0J1aCTOMHUKO3
CIOPOTPUXO03
NapaKkoKIH/IMOUIOMHKO3

[IPOYHE PCIKO BCTPCHAKOIIUECH CUCTEMHBIC HJIH TPOITUHYCCKHE MHKO3bI

ﬂpomnonoxazauun

= FHHCp‘{yBCTBHTCHbHOCTb K UTPAaKOHAa30.1y HJIM BCIIOMOTATCI/IbHBIM BCIICCTBaAM

- CoBMecTHOE TPUMEHEHHE MTPaKoHa30Jia ¢ npenapatamMu — cybcrpatamMu u3odepmeHTa

CYP3A4 Moxer yBeJHYMBATH KOHIICHTPAIMIO Ipenapara B IUIasMe, YCHJIMBATh WIIH

MPOJIOHIHPOBAThH TepaﬂeBTHl{CCKHﬁ U HCKCIIATCIIbHBIC ')(t)(beKTbI. KOTOpPBIE MOI'YT BbI3BaThb

IMNOTCHIUAJIBHO ONACHYK) CHUTYallHIo. Hanpnmep, IMTOBBIINICHUEC KOHICHTpAIlHU B IL1a3Me
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HEKOTOPBIX TIPENapaToB MOXKET BbI3bBaTh yuMHeHHExmEdepsatds OH2d328pjeunyio

TAXMAPHTMHIO, BKJIIOYAs Cllyyad JIByHanpaBJICHHOHW BEpEeTEHOOOPa3HOM Keiy/10YKOBOM
Taxukapauu, (atampHoit apurmum  (cM. pasaen  «BsaumopelictBue ¢ pyrumu
JIEKApCTBEHHBIMH CPEJICTBAMHE»)

OnnospeMenHblii npuem rnpenapatoB — cyberparoB usodepmenta CYP3A4 (cM. pasjaen
«B3aumozeiicTBHE C IPYTHMH JIGKAPCTBEHHBIMHU CPEACTBAMM» ), TAKHX KaK:

—  JIeBALlETUIIMETA/IOH, METAJIOH;

— ausonupamu, 10QeTHInI, JPOHEIapOH, XUHHJIUH;

—  TEJIMTPOMHUIIMH Y NAIIMEHTOB ¢ HAPYIHEHUIMHU (PYHKIIUH [TOYEK HITU TEYCHH THKEIOH
CTEIICHH;

— THKarpenop:

— ranopaHTpuH;

—  acTEeMH30J1, MH30JIaCTUH, TepdheHauH;

- anxaﬁoﬁm;i cnopb.lﬁb‘u: ﬂul‘ﬁﬂpbBbFOTaMHH,>3pI'0MeiTpl-4H (3pronosﬁu). éprbrémuﬁ,
METHIIIPrOMETPUH (METHIISPrOHOBHH ), JICTPHIITAH;

— HMPUHOTEKaH;

— JIypasuJioH, MHJA30jaM JUIsS [EepOpalibHOr0 TpuemMa, HHUMO3MJI, CEePTHHIOJ,
TpHazoJam;

—  Oenpuaui, GpesoIMNIH, JJepKaH|IMITIHH, HUCOJIAITHH;

— uBabpaJiuH, paHoJIa3uH;

—  SIUIEPEHOH;

— LM3anpH/l, JOMIIEpPH/IOH;

— JIOBACTaTHH, CHMBACTaTUH, aTOPBACTATHH;

— (e30TepoMH Yy MAIMEHTOB C HEJOCTATOYHOCTBHIO (DYHKIIMH TOYEK WK MEYEHH
YMEPEHHOH MM TSDKEJIOW  crenmeHd, coiudeHanwH y  TMANUeHTOB ¢
HEJIOCTATOYHOCTLIO (DYHKIIMH TOYEK TSDKEIOH CTENEHW M ¢ HEA0CTAaTOYHOCTBHIO
(YHKIMM NEYEHH YMEPEHHOM WM TSOKEJION CTENeHH;

—  KOJXMIMH Y NAIlUEHTOB C HAPYIIEHUAMHU (DYHKIIMH [I€YEHU WK TTOYEK
XpoHHuueckas cep/ieuHasi HeJOCTaTOYHOCThL B HACTOSINEE BpeMsi MM B aHaMmHese (3a
HCKJIIOUEHUEM TEPAITUU JKU3HEYTPOKAIOMIUX WM JPYTUX onacHbIX uHpeknuit. Cm. paznen
«OcoOble ykazaHus»)

Henepenocumocts  (pyKTO3bl, AePUIUT caxapaszbl/M30MaibTa3bl, IIIOKO30-TaJlaKTO3HasA
mManbabcopOius

Jlerckuii Bozpacr 10 3 sier




COOTBETCTBYET KCNEPTHOMY OTYETY
ot 25.12.2023 Nz 27041
- BepeMeHHOCTh (32 HCKIIOYeHHeM ciyyaen| yrposkarorffimo pranuin Vit [¢edRn= o338 jacMblii

MOJIOKHUTENBHBINH A deKT Uit MaTepu MpeBbIIACT BO3MOKHBIA BPe/1 JUls 11J10/1a) U TPYJHOE

BCKapMJIMBAHUC

C 0CTOPOKHOCTBHIO

- [Ipu runepuyBCTBUTENIBHOCTH K JIPYTHM a30J1aM

- [Tpu nuppose neveHu

- [Tpu TsKebIX HApYIIEHUSIX (PYHKIIMU TICUYEHHU U [T0YEK
- YV NOXKUIIBIX NAIIHEHTOB

- VY nereii (cM. Takxke pasjaen « OcoObie ykazaHusi»)

IIpumenenune npu 6epeMEHHOCTH H B IEPHO/ I'PY/IHOI0 BCKAPMJIHBAHHS

bepemennocms

Tlpenapar MpyHnu@ He JI0JDKEH TPHUMEHSITHCS TPH OEPeMEHHOCTH, 33 MCKITIOYCHHEM ClTydaes,
YIPOXKAIOIINX JKU3HU, H, €CIIH 0XKHJIAEMbIH MOJOKUTENbHBIH 3(deKT juist Marepu npesblaeT
BO3MOKHBIN BpeJ1 JUIsl 11J10/1a.

B noxmMHMYECKUX HccrieIoBaHuaX ObUlo 1OKa3aHo, YTO UTPaAKOHA30J1 00J1a/1aeT pernpo/yKTUBHOM
TOKCHYHOCTBIO.

JlanHbpix 00 HMCHOJIBL30BAaHHUM HMTPAaKOHa3ojda B mepuoji OepeMeHHOCTH HeaoctaTouHo. B xojae
KJIMHHYECKOTO IPUMEHEHHs IIpernapara 1nocijie perucTpaiuu ObUH OTMEUEHbBI CITy4au BPOIKIECHHBIX
anoMasuid. Takue ciiydan BKIIOHAQJIM HApPYIIEHHs PA3BUTHSL 3PEHMSI, CKeJleTa, MOYEroJIOBOH M
CEPJIEYHO-COCYIUCTONH CHUCTEM, a TAKKE XPOMOCOMHBIC HAPYIIEHHS U MHOJKECTBEHHBIC MMOPOKH
pazBuTHs. OHAKO, SBISETCS JIM NPUMEHEHHE WTPAKOHA30J1a MPUYMHON BO3ZHUKHOBEHMS JAHHBIX
HApyIIEHHWH, JIOCTOBEPHO HE YCTAHOBIEHO. DNHJACMHOJIOTHYECKHE JAHHbIE B OTHOILIECHUH
BO3JCHCTBHSI MTpPAKOHA307a B MEPBbIH TpUMecTp OEpeMEHHOCTH, B OCHOBHOM Y MAllMEHTOK,
MOJYYaBIIUX KPATKOCPOYHYIO TEPAIUIO 110 TOBOJY BYJIbBOBArMHAILHBIX KaH/IH/1030B, HE BbISIBHIIN
MOBBIIIEHHOI'0 PUCKA PA3BUTHS BPOKJACHHBIX aHOMAJIMHU 110 CPABHEHUIO C KOHTPOJILHON IPyIIIOH,
HE TOJBEepraBIleiics BO3ACHCTBUIO HA OJITHOTO U3 H3BECTHBIX TEPATOTeHHBIX (PaKTOPOB.
JKeHImMHAM  JIETOPOZHOrO  BO3pacTa, NpUHMUMaomuMm  npenapat  Mpynun”™, Heob6Xxoammo
MCIIOJIb30BaTh QJICKBATHBIE METO/Ibl KOHTPALICNIIMKM Ha NPOTSIKEHHUH BCEro Kypca JICYEHHs BIIOThH
JIO HACTYTUICHHS 11€PBOH MEHCTpYalluH.

Ilepuoo epyonoeo eckapmausanus

C I'PYAHBIM MOJIOKOM BbIBOJAHTCS OYCHb HeOOJIBIIOE KOJIMYECTBO HUTpaKoHa3soJia. I]pu Ha3Ha4CHHUH

npenapara Upynun® skeHimmuam, KOPMSIIAM IPyIbio, HeOOX0MMO B3BELIMBATD MPe/oIaraeMoe




COOTBETCTBYET 2KCNEPTHOMY OTYETY
oT 25.12.2023 N2 27041
COOTHOIIIEHHE TMOJIb3bI K PUCKOB. B cityvae comHenyii sxeHmmuaGonmaaieikd b ds 0T Kopmaenus

I'pyIbIO.

Cnocob npuMeHeHust 1 /103bl
Jlns onTuMmanbHOM aGcopOuum npenapata HeoOX0AMMO TpuHUMAaTh npenapatr Upynun® cpasy

ITOCJIE €IbI. Kaﬂcyﬂbl CICAYECT I10TaTh LICJTIMKOM.

IMokazanue Jo3a ITpoao/KuTEALHOCTD JIeYeHust
BynbBoBarnHajbHbINH KaH/H/103
y 200 mr 2 pa3a B CyTKH 1 nenp
WIIH WJIH
200 mr 1 pa3 B cyTKH 3 nnst
OTtpyOeBuanbIi MK 200 mr 1 pa3 B cyTKH 7 nuei
JlepMaToMUKO3bI T71aJKOH KOKH 200 mr 1 pa3 B cyTKH 7 nuei
HITH HJIH
100 mr 1 pa3 B cyTkn 15 nnei
[Topaxenus 200 mr 2 pa3 B CyTKH 7 nuei
BBICOKOKEPAaTHHHU3MPOBAHHbBIX WITH HITH
obsacTei KOKHOro MoKpoBa, 100 Mr 1 pa3 B cyTku 30 nnei
TaKHUX KaK KHCTH PYK W CTOIIbI
Kannno3 ciausucroit 060104ku 100 mr 1 pa3 B cyTkH 15 nneit
MOJIOCTH pTa

bronocTynHocTh UTpaKoHa30J1a MPH NEPOPATHHOM TPHEME MOXKET OBITh CHHIKEHA Y HEKOTOPBIX
NAlMEeHTOB C HAPYIIEHHBIM UMMYHHUTETOM, HAIIPUMED, Y NAIIUEHTOB C HEUTPOTICHHEH, TAIHEHTOB
co CIIMJlom wmnm ¢ nepecaxeHnbiMM opranamu. CliegoBaresibHO, MOXeT MOTpebOBATHCS
JIBYKPaTHOE YBEJIMYEHHE JI03b.

['pubKOBBI KepaTHT 200 mr 1 pa3 B cyTkH 21 nenn
JUIMTENBHOCTD  JICYEHHSI MOXKET
ObITH CKOPPEKTHPOBaHA B

3aBUCUMOCTH  OT  YIIyYIIICHUS
KJIMHUYECKON KapTHHbI

OHHXOMHKO3bI, BbI3BAHHBIE IepMATOPHTAMH H/HIIH IPOKKEN0T00HBIMH H
NJIeCHeBBIMH IpudaMu

HOBBI H IPOJIOJDKHTECIBHOCTD JICHCHHU S

OHHXOMHKO3bBI — OzuH Kypc nyjbc-Teparnuu 3aKjIio¥aeTcss B €KEJAHEBHOM TIPHEME 10
nyJibC-Tepanusi 2 kancyJisl npenapata Upynun® jiga pasa B cytku (no 200 mr jBa pasa B
CYTKH) B TeYEHHE OJIHOH Hezenu. Jlns neyenus rpuOKOBBIX NOpakeHUH
HOI'TEBBIX IUIACTHHOK NaJlbLEB KMUCTEH peKoMeHjyercs JiBa Kypca. s
JedeHust rpuOKOBBIX MOPAXKEHUH HOI'TEBBIX IUIACTHHOK MaJIbIEB CTOI
pekomenjlyercst Tpu Kypea. [IpomMexyTok Mexay Kypcamu, B TeYEHHE
KOTOPOr0 HE HY)KHO INPUHUMATL Npenapar, COCTaBiIseT 3 HeAesu.
Knuauueckue pesynbTarbl CTaHYT OYEBM/HBI 110C/IE  OKOHYAHHS
JICYEHHUS, 110 Mepe OTpacTaHHs HOI'TCH.




COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 25.12.2023 N= 27041
(Bxopswmit M3 N=4233333)

Jlokanu3zanusi OHUXOMHUKO30B | |- 2-5 3-2 4-5 5-5 6- 7-2 8-5 9-5
HC/I. HC/I. HEJ1. HC/I. HCJl. HEA. HC/1. HCJ1. HEJI.
[Topaxenue HOrTeBbIX Henenn, Henenw,
TUTACTHHOK MaJIbIEB CTOI ¢ 1-# cBOOOJIHBIE OT 2-i ¢BOOOJIHBIE OT 3-i
nopaxeHueM uiu 6e3 Kypc | puema npenapara | Kypc | npuema rnpernapara | Kypc
MOpaKeHUsI HOI'TEBbIX leyHHHﬁ Upyuun®
IJIACTHHOK TMaJIbLEB KUCTEHN
[Topaxxenune HOITeBbIX 1-it | Henenn, 2-i
IJIACTHHOK TaJIbleB KHCTEH Kype | cBoOO/IHBIE OT Kypc
npuema npernapara
WUpyunn®
OHHXOMHKO3BI — Jlosa [Tpo10IKUTENIBHOCTD JICYEHUS
HenpepbIBHOE JIeYeHHe
[Topaxenue HorreBbIX | [To 200 mr B cyTkH 3 mecsna
TJIACTHHOK TTAJILIEB CTOI C
HOPAKEHHEM WK oe3
HOpPaXKCHUSI, HOT'TEBBIX
IJIACTHHOK MaJIblEeB KUCTEH

BriBeienue HUTpaKoHa3oJia U3 KOXH H HOI'TEBOH TKaHM OCYHICCTBIIACTCS MCJUJICHHEE, 4Y€M H3

nasmel. Takum o6pa30M, OIITUMAJIBHBIC KIIMHUYECKHUE U MUKOJIOTHYECKHE 3(b(1)eKTbl JIOCTHTIAaIOTCH

qepes 24 HejiesM nociie OKOHYaHUs JICUCHUS IIpH HHq)eK[lHS{X KOKH U1 4Cpe3 6-9 mecs1eB nocie

OKOHYaHHs JICYCHH S HOI'TEBLIX HH(bCK[lHFl.

CHcTeMHBIE MHKO3bI

Ilokazanne Jo3a Cpennsisi 3ameuanus
NPOIOIKHTEBLHOCTD
JIeyeHus *
Acriepruuies 200 mr 1 pa3 B | 2-5 mecsien YBEJIUYUTD 103y
CYTKH J10 200 mr 2 pa3a B CyTKH

B Cllyyae MHBA3MBHOIO
WIIH
JIMCCEMUHHPOBAHHOTO
3aboJieBaHusI

Kanannos 100-200 mr oT 3 HeJelb 10 YBeNUYUTD JI03Y

1 pa3 B cyrku | 7 mecsiieB J10 200 mr 2 pasa B CyTKH

B Cllydyae MHBa3MBHOIO
WIIH
JTMCCEMUHHPOBAHHOTO
3abosieBaHus

Kpunrokokko3  (kpome | 200 mr 1 pa3 B | oT 2-X MecsEeB /10

MEHUHIUTA) CYTKH 1 rona

KpunTokokkoBbIit 200 mr 2 pasa | oT 2-X MeCSI1IEB JI0 [TouiepxuBaromas

MEHHHTHT B CYTKH 1 rona Tepanus ~ CM.  paszen
«Ocobble ykazaHus»
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 25.12.2023 N= 27041

['ucrormiazmos or 200 wmr | 8 mdcsiiieB (Bxoaquwia M3 N24233333)
1 pa3 B cyTku
o 200 wmr
2 pa3a B CyTKH
bnacromukos or 100 wmr | 6 mecsies
1 pa3 cyTku 10
200 mr 2 pasa
B CYTKH
CnopoTtpuxo3 100 mr 1 pa3 B | 3 mecsina
CYTKH
Iapaxoxumauonomukos | 100 mr 1 pa3 B | 6 mecsiien Jlanubie 06
CYTKH sddexTuBHOCTH JTaHHOM
JIO3BI  JUIS JIeYeHUs
MapaKoKIMIHOMIOMHUKO3a
y nanuenToB co CITH]lom
OTCYTCTBYIOT.
XpOMOMHKO3 100-200 mr 1 | 6 mecsitieB
pa3 B CyTKH

* - IPONOJDKUTENLHOCTD JIeUeHHs MOXKET ObITh CKOPPEKTHPOBAHA B 3aBUCHMOCTH OT d((PEKTUBHOCTH JIEUEHHUSI.

Ocobvie 2pynnsl nayueHmos

Jlemu

JlanHble O IPUMEHEHWH UTPAKOHA30JIa B KaIlCyJiax Juist JiedeHus jereil orpannyensl. [IpuMenenne
npenapara Mpynun®, kancyibl, juis JedyeHus JeTeil He PEKOMEHJYEeTCsl, 3a MCKIIOYCHHEM
cllydaen, KOr/ia O)Kujiaemast 1moJjib3a OT JICUEHUs! IPEBbIAeT NOTEHIHAIBLHBIA PHCK.

Toxcunvie nayuenmel

JlaHHble 0 TPUMEHEHHH UTPAKOHA30J1a B KarcyJlax JJIsl JICUeHHUs NAalMeHTOB MOXKHIIOr0 BO3pacrta

®, KarcyJibl, JUUIs JICHCHUS TTAIlTHCHTOB

orpanndenbl. Pexomenmyercs npumensTh npenapar Upynun
JIAHHOM KaTerOpHH, TOJBKO €CIIH OXKMAaeMas I0Jb3a OT JICYEHHUs NPEBbIIACT MOTEHIMAIbLHBIN
puck. [Tpu BeIOOpE /10361 penapaTa Juis JICUeHHs! TOMHIIBIX NAIHEHTOB PEKOMEH Iy eTCsl Y YU ThIBATh
CHWKeHHe (YHKI[MM TIeYeHH, MOYEeK M Cepjlia, Yalle BCTPEHAIOMIMXCS B IMOXKUIOM BO3pacTte, a
TaK)Ke HaJIMYKe COMYTCTBYIOIIMX 3a00JICeBAaHUN HITH TTPHEM JIPYTHX JIEKaPCTBEHHBIX CPEJICTB.
Hapywenus pynxyuu nevernu

JlanHble 0 MPUMEHEHHH NEPOPATHHOIO UTPAKOHA30JIA JUIS JICUCHHUS MAIMEHTOB ¢ HApyIICHUIMH
¢GyHkumu nedend orpanudenbl. Cleayer ¢ OCTOPOKHOCTBIO Ha3zHAa4yaTh Ipenapar JaHHOM
KaTeropuu MalueHToB.

Hapywenus ¢pynxyuu novex

Jlanuple 0 TPUMEHEHMHM NEPOPAILHOIO  HMTPAKOHA30jla Juls JICYEHHs  [TalMEeHTOB  C
HapymeHUAMH (QYHKIMH MOYeK OrpaHHyeHbl. Y HEKOTOPBIX MAIMEHTOB, CTPAJAIONIUX TOYEYHOM

HEJOCTATOYHOCTBHIO, DKCITO3HIIHUA UTPAKOHA30.J1a MOXKET OBITH CHHIKEHA. Cne,uyeT C OCTOPOIKHOCTBIO
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 25.12.2023 N= 27041
Ha3Ha4aTh Npenapar JJAHHON KaTeropuu rnaimMeHTds, B l{exoroﬁﬁxmﬂhﬁ"ﬁ( ‘ﬁ@%ﬂﬂ%ﬁ@@éﬂarbcx

M3MCHCHHUC /103bI JICKAPCTBEHHOI'O Mpenapara.

IloGounoe neiicrBue

[ToGounbie neficTBUsi npenapara CHCTEMATH3MPOBAHbI OTHOCHTENBHO KAXKIOW M3 CHCTEM
OpraHoB B 3aBHCHMMOCTH OT YacTOThbl BCTPEYAEMOCTH C HCIOJIBL30BAaHHEM  ClIEyIOmIei
Kiaaccuukaumu: oyenb yacto (>1/10); wacro (>1/100, < 1/10); mewacro (>1/1000, < 1/100);
peako (=1/10000, < 1/1000): ouens pexko (<1/10000), Bkmouas eaMHUYHBIE CIIyYal; 4acToTa
HEM3BECTHA (HE MOXKET ObITh pacCUMTaHa HA OCHOBAHHH MMEIOIIMXCS JIaHHBIX).

[1o JaHHBIM KIIMHUYECKUX UCCIICIOBAHUI

be3onacHOCTL MpUMEHEHUs WTPAKOHA30Ja B Karcyiax usydanach B 107 OTKPBITBIX M JBOMHBIX
CJICTIBIX KJIIMHUYECKUX MCCIIeIoOBaHusX ¢ yyacTueM 8499 namenTtoB. Bee 8499 nanmentos xots Obl
OJIMH pa3 NPHHSIA [pernapar WTPakoHa30Jl B Karcyjax, Hocie 4yero Oblia MmpoBejieHa OlleHKa
6e30MacHOCTA JIRYeHHS.

Hugpexyuonnvie u napazumapnwie 3a001e6anusi:

HEYaCTO — PUHHUT, CHHYCHT, HH()EKIIMH BEPXHHUX JILIXATEIILHBIX MY TEH.

Hapywenus co cmoponbl Kpo6emeopHou u IumMpamuyeckoi cucmem:

PeAKO — JIEHKONEHHS; HaCTOTa HEM3BECTHA — HEHTPOIICHHSL.

Hapywenus co cmopornvl uMMyHHOU cucmemvi:

HEYacTO — rUIEPUyBCTBUTEILHOCTD.

Hapywenus co cmoponvi Hepenoi cucmemoi:

4acTo — rojioBHas 00Jib; PEAKO — FMIIOCTE3Hsl, TApECTe3Usl.

Hapywenus co cmoponsl opeana ciyxa u 1aOUpUHMHbIE HAPYULEHUSL:

PeAKO — 3BOH B ylIax.

Hapywenus co cmoponvt Jceny0ouHo-Kumeno2o mpakma:

yacto — 00Jb B JKMBOTE, TOIIHOTA; HEYACTO — JMCIICICHS, 3alop, METEOPH3M, JiHapes, pBOTa;
PEIKO — JMCTEB3HSI.

Hapywenus co cmoponvl nevenu u Jeenyeul800auux nymei.

HEYacTo — runepouanpyOuHemMus, HapyeHue QYHKIUN TTEHSHH.

Hapywenus co cmoponsl KOJICHBIX ROKPOBOE U ROOKOICHOU HCUPOBOTU KICMUAMKU:

HEYacCTO — Chlllb, 3y/l, KpallMBHHIIA.

Hapywenus co cmoponst nouex u Moyesbleo0sauux nymet:

PEIKO — MOJUIAKKY PHSI.

Hapywenus co cmoponst penpooykmugnou cucmemsl U MOJAOYHBIX Jcenes3:

HEYACTO — HAPYHICHHUEC MCHCTPYAJILHOTO IHKJIA, PEIKO — SPEKTUJIbHAA lIPlC(byl'lKlIHH.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
oT 25.12.2023 N= 27041
Ocnodicnenusn obugeeo xapakmepa u peakyuu 6 medme eeedenufzxonaumin M3 N=4233333)

PEAKO — OTEUHBIH CHHPOM.

Husxe mpezicTaBiieH CHHMCOK HeXeNaTebHBIX PEaKIfi, CBS3aHHBIX C MPUEMOM HTPAKOHA30J1a,
KOTOpbIE OBLIM 3aperMCTPUPOBAHbI B KIMHHYECKHX MCCIIEIOBAHHSX MTpakoHaszojla B (opme
pacTBOpa JUIs IpMeMa BHYTpPb W/HJIM B (opme pacTBopa JUisi BHYTPHBEHHOI'O BBeJCHHs (3a
HCKJIIOUEHHEM 1TOOOYHBIX PEAKIHH, OTHOCSIIMXCS K KATErOPHH «BOCHIAJICHUS B MECTE HHBEKITHNY,
MOCKOJIbKY JIaHHbIE M0OOYHbIE JACHCTBHS ABJISIOTCS ClEM(BUUHBIMM JUIS JIEKAPCTBEHHON (OPMBI
«pacTBOP JUIsl BHYTPUBEHHOTO BBEJICHUS ).

Hapywenus co cmoponvl kpoeemeopnou u aumghamuyeckoi cucmem. TPaHYJIOLUHTONCHHUS,
TPOMOOIIUTONIEHUSI.

Hapywenus co cmoponel ummynnou cucmemsi: aHapuIaKTOU/IHBIC PEAKIIMH.

Hapywenus co cmoponwvt obmena eewjecme.: TUNEPIIIMKEMUS, TUIIEPKATMEMHS, THIIOKATUEMHUS,
rUIIOMarHueMHms.

‘Hapyuwienusn ncuxuku: ¢nyTaHHOCTb CO3ZHAHUS. "

Hapywenus co cmoponel nepsnou cucmembi. nepudepudeckas HeHponaTHs, roJoBOKpYKEHHE,
COHJIUBOCTD.

Hapywenus co cmoponel cepoeuno-cocyoucmou cucmembsl: CepAedHas HEJI0CTaTOYHOCTD,
HEIOCTATOYHOCTb JIEBOTO JKEJyJ0UKa, TaxHuKap/us, aprepHalibHas THIIEPTEH3MUs, apTepHalibHas
TUITOTEH3HUSL.

Hapywenusi co cmoponvi ObixamenivHou cucmemvl, Opeanos epyoHou Kiemku U cpeoocmeHus.; 0TeK
JIETKUX, AUCHOHMSI, Kallleb.

Hapywenusi co cmoponvl Jceny00uno-KuuieyHo20 mpakma: ey J04H0-KUIIEYHbIC pacCTPOHCTBA.
Hapywenusi co cmoponbl nedenu u JHeea4e6ul00Auux nymeu. renaTut, XKeaTyxa, IneueHoYHas
HE/I0CTaTOYHOCTb.

Hapywenusi co ¢cmoponsl KOMCU U NOOKOJICHBIX MKAHelU: SPUTEMATO3HAs Chillb, THIEPTrHIPO3.
Hapywenus co cmoponbl ckenemuo-molide ot U COeOUnUmMelbHOU mKanu. MAAITHs, apTpalTus.
Hapywienus co cmoponsl ROYEK U MOYe6bIGOOAUUX NYyMell: HEA0CTATOUHOCTh (DYHKIIMH MOYEK,
HeJIepKaHHe MOYH.

Obwue paccmpoiicmea u Hapyuienus 6 mecme 66e0eHUs. TEHEPAIN30BaHHbIE OTCKH, OTEK JIHILA,
00J1b B IpyJIM, runeprepMus, 60ib, yCTanocTsb, 03H00.

Buusinue na pesyibmamol 1a60pamopHbix nokazamenei u UHCMpYMEHMAibHbIX UCCIeO08AHUU:
MOBBIIIICHHE AKTUBHOCTH ajlaHHHAMHHOTpaHCc(epasbl, MOBBIIIEHHE AKTUBHOCTH
acniapratamMuHoTpancdepasbl, TOBBIIICHHE aKTHBHOCTH 1IeN0uHOM (docdarasbl B miasme KpoBH,
MOBBIIIEHHE AKTMBHOCTH JIAKTATAEIH/IPOT€Ha3bl B IUIa3M€ KPOBM, IOBBIIIEHHE KOHIEHTPAIMH

MOYEBHHBI KPOBH, IIOBBIIICHHC AKTHUBHOCTH ramma-rnyTaMHJITpchd)epa%l. ITOBBIINICHHE
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COOTBETCTBYET IKCNEPTHOMY OTHETY
or 25122023 N2 27041
AKTUBHOCTH T€YEHOYHBIX ()ePMEHTOB, OTKJIOHEHH] OT HOpMbI Nidkasarened 6GKEd ARATAIA Moun.

Jlemu
besonacHocTh WTpakoHa30ja B Kalcyjgax OLEHMBalach B 14 KIMHMYECKMX HMCCIIE/I0BAHUAX
(4 2BOMHBIX CHENBIX MJ1a1e00-KOHTPOJIUPYEMbIX HCCIIEA0BaHUA, 9 OTKPBITHIX HCCIIEIOBAHUN M

1 wucciesioBaHre, MMEBIIEE OTKPBLITYIO (a3zy ¢ nociejyrollel JABOHHON cienoi) ¢ ydacTHeM

165 nereii B Bo3pacte ot 1 roza 1o 17 ner. B xoze uccinenoBanuii 6610 0TMEUEHO, 4TO Haubosee
YacTO BCTPEYAIONIMMHUCS MOOOYHBIMH peakiusamMu Obuin: rosoBuas 6omb (3,0 %), peora (3,0 %), |
6o B kuBoTe (2,4 %), nuapes (2.4 %), napymenue Gpyunximu nevenu (1,2 %), romnota (1,2 %),
kpanuBHuua (1,2 %), runorensust (1,2 %). Xapakrep noOOYHBIX peaklMH, BCTPEYAIOMUXCS Y

JIETei, CXO0XK C TeM, 4TO HAbJIoaeTcsl y B3pPOCIBIX MalMeHTOB, TEM HE MEHEe 4acToTa MoOOYHbIX

peakiuii y JieTeii Bhilie.

HexenareJibHbIC  PEAKIIMU.  BBISIBJICHHBIC B X0JIC  MOCTPEIHCTPALMOHHBIX  KIMHHYECKUX

HUCCIIEJIOBAHU M

(JlaHHBIE MMOJyYeHbl Ha OCHOBAaHUHU CIHOHTAHHBIX COOOIIEHHH)

[Ipeacrasiennas yactora MOOOYHBIX peakiiMii OCHOBAHA HA KJIMHHYECKOM OIBITE NMPUMEHEHHS
MTPAKOHA30J1a 110CJIC PErUCTPALIUH.

Co cmopoHbl UMMYHHOU CUCMEMbL!

OUYeHb PEJIIKO — CBLIBOPOTOYHAs 0O0JIC3Hb, AHTHOHEBPOTHYECKHH OTeK, aHauIaKTHYECKHe,
aHapUIAKTOM/IHBIC M AJIEPIHYECKHE PEaKIiH.

Hapywenus memabonusma:

OYEHBb PEJKO — I'HICPTPUTITHIICPHJICM U A,

Hapywenus co cmopornbl Hep8HOU CUCMeMbl.;

OYEHb PEJIKO — TPEMOP.

Co cmoponwl opeana 3penus:

OYEHb PEJIKO — HapyIIEeHHE 3peHHs (BKJIIOYask HEYeTKOE 3pEHHE, JIMIJIONHIO).
Hapywenus co cmoponwst opeana ciyxa u 1abupunmusie HapyuleHus.
OYEHb PEJIKO — CTOMKash WJIK BPEMEHHAs 110Teps clryxa.

Co cmoponwl cepoedno-cocyoucmou Cucmemol.

OYEHb PEJIKO — XPOHUYECKas cep/ieuHas HeI0CTaTOUHOCTb.

Co cmoponbl cucmemvt OpeaHos ObIXAHUA:

4acTo — O/IbIIIKA.

Co cmoponbl JHCenyOo HO-KUMEYHO20 MPAKMA.:

OYEHb PEJIKO — NAHKPEATHT.

Co cmopoubl 2enamobunuapHou cucmemol:

OYE€Hb PEKO — TAKEJIOC TOKCHYECKOC NMOPAKECHHUE TTCHCHH (B TOM YHCJI€ HECKOJIBKO CIIYy4acB OCTpOﬁ
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IEYEHOYHOM HEJIOCTATOYHOCTH C JIeTAIbHBIM HCXOFIOM). (Bxopawmia M3 N24233333)

Co cmoponbl KOJICHBIX NOKPOBOE U NOOKONCHOU HCUPOBOU KIeMYAMKU.!

OUYCHb PEJIKO — TOKCHYECKMH snujiepManbHblii Hekpoan3s, cunapom Crusenca - JIxoncona,
OCTPBI  IEHEPAIM30BAHHBIA  YK3EHTEMaTO3HBIH  mycTyne3,  noiaumopduas  spurema,
IKCPOIHATHBHBIH JIepMaTHT, NEHKOIMTOKJIACTHYECKUH BACKYJIUT, asionenus,
CBETOYYBCTBUTEJILHOCTD.

Brusinue na pesynomamot 1abopamopnulx nokazameneu u UHCMpyMeHmaibHblX UCCIEO006AHUN:

OYCHb PEJAKO — MOBLINCHUE aKTUBHOCTH eramnq)occbomuasm KpPOBH.

Ilepenosnposka

Cumnmomwvi: HaOmosaeMbple  TIPH  MEPEJO3UPOBKE  HTPAKOHA30JI0M, OBITM  CONMOCTABUMbBI C
JI0303aBUCHMbIMH  TTOOOYHBIMHM pEaKIUsiMH, HaOIIOaeMbIMU TIPH TIPUMEHEHMH OOBIYHBIX /103
npenapara.

Jlevenue: cneiuduyeckoro aHTHAOTA He cymectByer. B ciydae mepeo3upoBKH Ciejtyer
MPOBOAUTL IOUIEPKHBAIONLYIO Tepanuio. MTpakoHa3osl He BBIBOJMTCS M3 OpraHu3Ma IpH
remonanuse. Pekomenyercs oOpaTuThesi B TOKCUKOJIOTHYECKHH LIEHTP C 11EJIbI0 KOPPEKTHPOBKH

JICUCHHS IIPH NIEPCIO3UPOBKE UHTPAKOHA3Z0JIOM.

B3aumojeiicTBre ¢ IPYrHMH JIEKAPCTBEHHBIMH CPe/ICTBAMH

UrpakoHa3oan — npenapar ¢ BbICOKMM IOTEHITHAJIOM JICKAPCTBEHHBIX B3aumoJieiicTeuii. Huxke
ONUCaHBl PA3JIMYHbIC BH/IbI JIEKAPCTBEHHBIX B3aUMOJICHCTBHI M CBsA3aHHbIE ¢ HUMH 0O0IIMe
pekomennanuu. Kpome Ttoro, npejicraBiena tabiauiia ¢ npuMepaMu JIEKapCTBEHHBIX CPEJICTB,
KOTOPBIE MOTYT B3aUMOJICHCTBOBATH ¢ HTPAKOHA30JI0M, OPraHW30BaHHAas 110 IPyIIaM [pernaparon
Juist 6ostee pocToro uenonb3oBaHus. CIIMCOK TPUMEPOB He ABJISIETCS BCEOOBEMITIONIMM, ITOITOMY
IIPU COBMECTHOM NPHUMEHEHHH KakuX-J1M0O IpenapaToB ¢ MTPAKOHA30JIOM CIEAYET H3Y4YHTh
MHCTPYKIIHH 110 UX NPUMEHEHHUIO Ha rpejiMeT HHpOpMaIlui, CBI3aHHON ¢ MeTabO0IN3MOM, Ty TSIMH
JICKapPCTBEHHBIX B3aUMOJICHCTBHIHA, NOTECHIIMATLHBIMU PUCKAMHU M CHICIIU(PUUECKUME JICHCTBUSMH B
OTHOIIIEHUH COBMECTHOIO NpuMeHeHus. Mrpakonaszon meraboiM3upyercs B MEpBYIO ouepeb 3a
cuer CYP3A4. Jlpyrue BemecTBa, MCHOJb3YIOIME JaHHBIH MeTabOJIMUeCKHH MyTh WM
u3Mensonme aktuBHoctb CYP3A4, moryt BiuaTh Ha (hapMakOKMHETHKY HTpakoHasona. [lpw
OJIHOBPEMEHHOM TPUMEHEHHH HTPAKOHA30J1a ¢ YMEPECHHLIMH WM MOIIHBIMH HHIYKTOpamMH
CYP3A4 moxer cuukatbes OMOJIOCTYITHOCTh MTPAKOHA30J1a M I'MJIPOKCHUTPAKOHA30J1a, TaK YTO
MOXKeT ObITh cHMKeHa dpdekTuBHOCTh. COBMECTHOE IIPUMEHEHHE ¢ YMEPEHHBIMH WM MOIIHBIMH
uaruouropamn CYP3A4 mMokeT MOBBICHTH OHOJOCTYNMHOCTH WTPAaKOHA30J1a, NPHBOAS K Oosee

BBIPAKCHHBIM HWJIH JUIUTCIIbHBIM d)apmakonomqecng 3(1)(1)CK'1‘3M UTpaKoHa3oJia.
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BcacbiBanne MTpakoHa3osia CHHKAeTCsl Y NALMEHTOB CO CHEEkenmoi sl Hrd@Hid Jxkemy aka.

Ilpenapartel, CHHXKAIOIMIME KHUCIOTHOCTH JKENy/IKa, HApYIIAIOT BCACBIBAHME HMTPAKOHA30ja M3
karcys. Ytobbl npoTuBOCTOATHL JanHoMy ((pekTy, pekoMeH/IyeTcs pUHUMaTh UTPaAKoHa30J B
Karcyaax ¢ KHMCJbIM HAlMTKOM, €CJIM NPUHUMAIOTCS Ipenaparbl JUIS CHU)KEHHS KHCIOTHOCTH
xenyaka (cM. pasjpen «OcoOble ykazauusi»). MTpakona3on M ero OCHOBHOH MeTabOJIMT
THAPOKCHUTPAKOHA30J1 ABJISAIOTCS MOIIHBIMA MHrHOMTOpamMu CYP3A4. Urpakonason siBisercs
MHTHOUTOPOM  JIGKAPCTBEHHBIX  TPAHCHOPTHBIX — MOJIeKysn  P-rimkonporenwHa u  Oenka
PE3UCTEHTHOCTH K paky Mmojo4yHoi xkenespl (BCRP). Wrpakonazon moker wHrudOHpoBaTth
metaboau3M  npenaparoB, Mertaboimusupyembix CYP3A4, wu  TpaHcnopr npenaparos
P-rimikonporennom u/wim BCRP, B pesynbrate yero Moxer Bo3pactaTh KOHIEHTPAIMsS ITHX
NpenapaTtoB W/MJIM MX aKTHBHBLIX MeTabOJIMTOB B IJIa3Me€ MPH OJHOBPEMEHHOM IIPHEME C
UTpaKoHa3osoM. [loBblieHHe KOHIEHTpAUH B IJIa3Me MOJKET YCHJIMBATH MIIM IPOJOHTHPOBAThH
KaK TepaneBTHYECKHE, TaKk M HexenatenbHbie dpdexrsr dTux npemnaparoB. Jis HEKOTOPHIX
IperaparoB COBMECTHOC TIPUMEHEHHE ¢ HWTPAKOHA30JIOM MOJKET TPUBECTH K CHHXKEHHIO
KOHILIEHTPALIMH TIpenapara WM €ro akTHMBHOIO KOMIIOHEHTa B IutasMe. B pesyisrare 3Toro
2 (HEKTHBHOCTD MPEnapaToB MOKET ObIThH CHHKEHA.

ITociie oTMeHBI Tepanu¥ UTPAKOHA30JI0M KOHLEHTpPALMK B TJa3Me CHUKAIOTCS HMXKE Ipejesia
ornpejiesnieHus B Teuenue 7—14 aneil B 3aBHCUMOCTH OT /103 U JUTMTEILHOCTH Tepanuu. Y NanueHToB
C IMPPO30M MEYEHH WM Il nosyyaBmuX HHruburopel CYP3A4, koHunenTpannu B 1iasme
CHHXKAKOTCS MEJUICHHEEe. DTO 0COOEHHO BaKHO YUHTHIBATH [IPH Hayasle Teparuy rpenaparamMu, Ha
MeTaboJIN3M KOTOPBIX BIHSAET HTPAKOHA30JI.

[IprMeHnMBI criejtyiomue o0mmme peKkoMeH 1alluK, eclii B TabJIHIe HE yKa3aHO HHOE:

«lIpoTBONIOKa3aHOY: HU IpH  KakKux obcrogTeNbeTBaX  HEJb3s NPUMCHATL  TIperapar

O/ITHOBPEMEHHO C HTPAKOHA30JI0M. ITO OTHOCHTCS K CJIC/IyIOIIHM ITpernapaTam:
— cyberpatel CYP3A4, y KOTOPBIX MOKET BO3pacTaTh KOHIEHTPALHS B [J1a3Me C TPOJIOHTaIlHeH
MM  YCHJICHHEM TEpPaneBTHYECKUX HW/WIM HexelnaTenbHbIX 3(@eKToB 10 BO3ZHHKHOBEHHS

NOTEHIHAJILHO CePbEe3HbIX cUuTYalMi (eM. «lIpoTuBOnIOKA3aHUNY).

«He pekomenjyercsi» - PEKOMEH/1YCTCH n3berarhb IIPUMCHCHUS TIperapara, 3a HCKIOYCHHEM

Clly4aeB, KOI'/1a 110J1b3a MPEBLIIACT NOTEHIHAIbHBINA pUCK. EC/IH COBMECTHOTO NPUMEHEHHS HEJlb3sl
n30exkarh, peKOMEH/1yeTCs KIIMHUYecKoe HalIt0/1eHHe, J103bl HTPAKOHA30J1a W/HJIH OJIHOBPEMEHHO
NPUHUMAEMBIX NIPENapaToB Ce/lyeT KOPPEKTUPOBATH 110 Mepe HeoOXxoauMocTH. 10 BO3MOKHOCTH
PEKOMEH/1yeTCsl ONPE/ICIATh KOHIEHTPALMHU B TUIa3Me. DTO OTHOCHTCS K CIIE/LYIOIIUM Tperaparam:
— yMepeHHble WM MoiHbie uHJYKTOpel CYP3A4: He pexkoMmMeHayeTcss Ha3zHayeHHe 3a

2 HEJICIIH 10 U B TCUCHHUE JICHYCHH A UTPAKOHA30JI0OM]
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— cyberparel CYP3A4/P-gp/BCRP, nosbimennp win cHui@nmgs kpikia padidd 3R0F0psIx B

IJ1a3sM€ MOXKET IPUBECTH K 3HAYHUTCIBHOMY PHCKY: HEC PEKOMCH/IYCTCH HA3HAYCHUC BO BPEMS U B
TeUEHHUE 2 HeJIelb 10C/Ie JIeUeHUs UTPAKOHA30JIOM.

«C  OCTOpPOKHOCTBIO» - PEKOMCHJIYCTCS  TIHATCIBHOC HabJnoiIeHue npu  OJIHOBPEMEHHOM

IIPUMEHCHHUHU IIperiapara ¢ UTPAKOHA30JIOM. inI OJHOBPCMCHHOM INMPHUMCHCHHH PCKOMCHIYCTCS

THIATEIbHO Ha0MoAaTh 3a NAIMEHTOM W KOPPEKTHPOBaTh J03bl MTPAaKOHA30/a W/HIK
COIYTCTBYIOIIMX [IpEnaparoB 110 Mepe HeoOXOAUMOCTH. Eciau BO3MOXKHO, PEKOMEHIYeTCs
OMnpeJIeNsaTh KOHIEHTPAIMK B IUIa3Me. JITO OTHOCHTCS K CJIC/YIONIHM MpernapaTam:

— npenaparbl, CHHKAIOIIHE KHCIOTHOCTD JKeTyKa (TOJBKO JUIsi HTPAKOHA30J1a B KarcyJax);

— yMepeHHbIe Wi MolHbie HHruouTopsl CYP3A4;

— cyberpatbl CYP3A4/P-gp/BCRP, /1t KOTOpBIX MOBBIILICHHE HJIM CHHIKEHHE KOHIEHTPALUi B
I1a3Me MOJKET IPUBECTH K KIMHHUYECKH 3HAYUMOMY pucKy. [Ipumepbl B3aMMOJEHCTBYIOMIMX
pEnaparoB 1npejicrapieHbl B Tabauiie nuxke. [Ipenaparel, nepeunciennsie B Tabliniie, BbIOpaHbl Ha

OCHOBE JIaHHBIX MCCIIE/I0BAHUIl JIEKAPCTBEHHBIX B3aMMOJICHCTBUH MM KIMHHUCCKHX CIIydyacB, a

TAKIKC NOTCHIIMAJIbHBIX JICKAPCTBCHHbIX B3aUMOJICHCTBUI Ha OCHOBE ME€XaHHU3Ma JICHCTBHS.

Knacesl npenapatos
W Npenaparhbi

Osxupaembrii/

NoTeHUHANbHLIH ekt no
OTHOILIEHHIO K YPOBHIO NpenapaTa
(CM. CHOCKH)

Kiaunnyeckne koMMeHTapHuu (CM. NpHMeYaHHst)

Aunbha-610kaTophl

(neBomeTaann)

Comax (1), AUC(T11)"

Andy303uH Andy303uH Cpax (1), AUC(1T1)? He pekomenayercs BO Bpems M 2 HelelM noclie
Cu01031H Cunonosut Comax (11), AUC(11)? OKOHYAHHs JIEYEHUs MTpakoHaszosioM. [loBbilieH
Tamcynoszun Tamcynosun Cpmax (11), AUC(T1)* PHCK  TMOSBJIEHHS  HEXelaTelbHbIX  peakuMi,
CBSA3aHHBIX C angy303MHOM/CHIION03HHOM/
TAMCYJIO3HHOM.
AHAJIbIeTHKH
AndeHranun Andentanun AUC (11-1111)* [IpumeHsaTs € OCTOPOKHOCTBLIO, HabogaTh Ha
BynpeHopdun Bynpenop@ut Cuax (11), AUC(T1)" | npeamer nosiBienus HexenateabHbIX peakimii Ha
(B/B ¥ MOABA3BLINHO) AHAIBICTHKHS, MOXKET MoTPebOBATLCS CHIKEHHE
OKCHKOJI0H Oxkcukonon Ciax (1), AUC(11) 1103bl anentanuna/ Gynpenopduna/
Cyenranunn Cydenranun NOBbIILIEHHE | /OKCHKOI0HA/CY heHTaHnIa.
KOHLEHTPALMH (cTenexn
Heu3BeCTHa) "
deHTaHUI ®enrtanun B/B AUC(T1)* He pekomenayetrcs BO BpeMs M 2 Heleslu mocie
@entanun B JApyrux (opmax — | OKOHYAHHMS JIeYEHHS] WTpPakoHa3oioM. [loBbileH
NOBbILLEHHE KOHLIEHTPALMK | PUCK TOSIBJICHHMS HEXeNaTebHbIX peakiuil Ha
(cTeneHb HenspecTHa) " (peHTaHm®,
Jlesauerunmeranon JlepaueTuiameraon ITpoTBONOKa3aH BO BPeMsi U B TeUeHHE 2 Hejellb

nocjie JIEYEHHUs: MTPaKoHa3osioM. [loBblllleH pUCK
NOsABJIEHUsA HeKesaTebHbIX peaximi Ha
JieBalleTWIMEeTaa0I1: npojonraims uHrepsata QT u
NUPYITHAS TaxXHKapaus.

MeranoH

(R)-metanon Cpax (1), AUC(T)*

IlporuBornokasan BO BpeMsi W B TeueHHe 2 Helelb
nocijie JieueHus HMTpakoHaszosioM. [loBbllleH pHCK
NOSABJICHUS HEKENATeNIbHbIX PeaKlMii Ha METaLOH:
MOTEHIHAIILHO  YIPOXKAIOIIEe JKW3HM yTrHETeHHe
JbIXaHus, nposoHraumns uurepsana QT v nupya3THas
TaXHUKap/us.
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Knacenl npenaparos
H npenaparbi

Oxupaemblii/

Kannnuddxngrommeéivap i (Ao Jiphseuanns)

noTeHUHaAbHbI  dpdexTt 'O
OTHOLIEHHIO K YPOBHIO Npenapara
(cM. CHOCKH)

ﬂporuaoapu‘rmuqeckue cpeacrsa

JIurokcux Jlurokenn Cpax (1), AUC(T) [IpuMeHsITH € OCTOPOXKHOCTBHIO, HabMOAaTh Ha
MpeJIMET MOSBACHUSI HENENaTebHbIX peakuuii Ha
JMTOKCHH, MOJKET NOoTpeboBaThCsi CHUKEHHUE 103bl
JUTOKCHHAC.
Jlusonupamua Juzonupamun  — nosbilieHre | IlporuBonokaszan BO BpeMs W B TeueHue 2 HeJelb
KOHueHTpalmu (11)*° nocje JsieueHus urpakoHazonoM. [loBbilieH puck
NOSIBJICHUSA HEKENATENbHbIX  peakLuid Ha
JM30MUPAMHUIL.  CEpPbE3HbIE APUTMHUM,  BKIKOYas
MUPYITHYIO TaXUKap/HIO.
Hodernnun Jodernnna Cpax (1), AUC(T)* [TpoTuBoOnokaszan BO BpeMs W B TeueHHe 2 HeJiellb
nocje JjevyeHus WTpakoHa3zonoM. [loBbilieH pUCK
NOSIBJICHUS HEXKENATENbHbIX  peakiuit Ha
NO(GETHIIUIL CEPbE3HbIE KENYI0UKOBbIC ApPUTMHH,
BKJIKOYAS MUPYITHYIO TaX UKAPAHIO.
JlpoHenapox Jlponenapon ITpoTuBONOKa3aH BO BpeMsi U B TeyeHHe 2 Hejelb
Cmax (111), AUC(T111)* nocie JjeyeHus MTpakoHa3oaoMm. [loBbllieH pHCK
NOSIBJICHUS HEKeNaTebHbIX  peakunh Ha
JpoHenapoH: mposoHraums  uHTepBana QT w
- =3 i an e : - CEPAICYHO~COCYAHCTAs CMEPTh. - : s 2
XHUHUIWH XunuauH Chax (1), AUC(TT) [IpoTuBomnokasan BO BpeMsi U B TeyeHHE 2 Hejlenb
nocne je4yeHus UTpakoHazonoM. [ToBbilleH pUCK
NOSIBJICHUS HEXKeNaTebHbIX PeakUni Ha XMHUIUH:
NPOJIOHraLus unreppana  QT, MUPYITHAS
TaxXHKapaus, FTUINOTEH3Ms, CIyTAHHOCTb CO3HAHMSA U
JICTIUPHIA.
AHTHOHOTHKH
benakBuiun bBenakuinn Cpax (<), AUC (1), B | He pexomenayercs B Teuenue Oonee yem 2 Hezlelb
TeueHHe 2 HeJlellb, OJIMH pa3 B CYTKH | B JIH0OOH MOMEHT JieueHus Oe1akBHIMHOM B CBSI3H C
OenakBuianHa® MOBBILIEHHEM PHCKA MNOSBJICHUA HEXKENaTesIbHbIX
peakumii Ha Oe1laKBUIIMHC.
Llunpodokcalun Urpakonazon Cuax (1), AUC (1) [IpyMeHSITH C OCTOPOXKHOCTBLIO, HAbmMoOmaTh Ha
DPUTPOMUILIMH MpeMeT MOSBJICHUS HEKeNaTe/lbHbIX Peakluui Ha
MTPAKOHA30Jl, MOXKET MoTpedOBaThbCs CHIKEHHE
J103bl HTPAKOHA30J1a.
KnaputpomMuumnt Knaputpomuum —  noBblileHue | [IpMMEHATH € OCTOPOKHOCTHIO, HabmoaaTh Ha
KOHLIEHTpaLHK (cTeneHb | MpeaMET MOSBJIEHHUS HEXKeNaTelbHbIX peaklHii Ha
Heu3secTHa)™ " UTPAKOHA301 W/WIM  KIAPUTPOMMLMH®, MOXKET
WUtpakonazon Cpax (1), AUC (1) noTpeGoBaThCs CHWXKEHHE J103bl MTpPaKOHa30.1a
W/WJIN KJIAPUTPOMHULIMHA.
Jlenamanua JlenamaHu1 — NoBbILLIEHHE [IpuMEHsATL C OCTOPOXKHOCTHIO, HabnwaaTh Ha
KOHLEHTpaLuK (CTeneHb NpeJIMeT MOSBICHHS HEXKEeNaTelbHbIX peakuui Ha
HeusBecTHa)™" JlenaMaHul/ TpumMeTpexcar, Moxer notpeboBaThes
Tpumerpekcat TpumeTrpekcar — MnoBbllLIEHHE CHWKEHUE /103bl HTPAKOHA30J1a".
KOHLIEHTpaLuy (creneHb
HenspecTHa) *P
W3onuazun W30HHa31a — KOHLEHTpALUs He pekomeHayeTcs B TeyeHHe 2 HeIelb JIO U BO
wTpakonasona (| ||)*" BpeMsi JIeYEeHHMs MTPAKOHA30J0M, MOMET ObiThb
Pudamnumn Pudamnuums — cHiKeHa 3 PeKTUBHOCTL HTPAKOHA301a.
AUC utpakonazona ([ ])
Pucabytun PugabyTun - nosbienue He pekomeHayercs B TeueHue 2 Helenb 10, BO

KOHLEHTPALMH (CTENEHb
HensBecTHa) ™"
Urpakonazon: Cpax(|]),
AUC(11)

BpeMsi M B TeueHHe 2 Hexelb TM0cje JieYeHHs
MTPaKOHA30JI0M. Bo3moikHO CHIXKEHHE
3(PEeKTUBHOCTU  WTPAKOHA30Jla W MOBbILICHHE
pHCcKa TOSBJIEHHUS HEXENATelbHbIX peakuuid Ha
prdadyTHHS.
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Knacewl npenapartoB
H npenapartbi

Oxunnaemplii/
noTeHUHaAbHbI  YPdexT 10

Kaunngas AoMmei 1 BHML4 RITR0pHanIs)

OTHOIIEHHIO K YPOBHIO Npenapara
(cM. CHOCKH)

TeanTpoMULMH

V 3710poBbIX JI0OPOBOIBLEB:
TeUTPOMHULIMH Chax (1), AUC (1)
ITpu TsKeNOM HapylueHHH GyHKIHHK
nouek: TeauTpomuitnd — AUC (11)*
[Tpu TsKe0M HapyeHHH GyHKIHH
NeYeHu: TeJIMTPOMMLIMH —
MOBbILIEHHE KOHLUEHTPALIMK
(cTeneHb HenspecTHa)™P

[lpoTHBONOKa3aH  maUMEHTaM  C  THKEIbIM
HapyeHneM QyHKLUMH NE4eHH HIIH N0YEK BO BpeMs
M B TeyeHue 2 HedeNb NochHe  JIEYEHHMs
UTpakoHa3oaoM. [loBbllneH  PHCK  MOSBIEHHUA
HEXKeJATeIbHLIX — PeaklMii  Ha  TEJIUTPOMMLIMH,
BKJIKOYAs MEUEHOUHYI0 TOKCHYHOCTb, NPOJIOHTALHIO
uurepBana QT u nupyITHYIO TaXMKAp/IHIO.

YV Apyrux nauMeHToB CIEIYEeT NPUMEHSATh C
OCTOPOKHOCTBLIO,  HabioaaTh  Ha  Npeamer
NOsIBJICHHUS HekenaTesibHbIX peaxumii Ha
TEJTUTPOMMLIMH, MOXKET NOTpebOBaTLCA CHHKEHHE
J103bl TEJIMTPOMHLIMHA®.

AHTHKOHI')’JISIHTBI H aHTHTpOMﬁOTH‘lCCKHe cpeacrsa

Anukcaban
PuBapokcabau
Bopanakcap

Annkcaba Cuax (1), AUC (1)*
PusapokcabaH Cmax (1),AUC (1-11)*
BopanaKcap Crnax (T)~ AUC (T)ﬂ

He pekomeniyercsi BO BpeMs M 2 HeJenu rocine
JleYeHHst  WTpakoHaszojioM.  [loBbllieH  pHCK
NOSBJICHUS  HEXKenaTelbHbIX — peakuui  Ha
annkcaban/puBapokcaban/Bopanakcap®.

KymapuHsbl Kymapunbi (Hanpumep, Bapdapun) — | TIpUMeHATL ¢ OCTOPOKHOCTHIO, HabmoaaTh Ha

(Hanpumep, MOBbILLIEHHE KOHIlCHTpauHM NpeAMET TMOSBACHH HEeXeNaTe/bHbIX peaklUni Ha

Bap(papHH) - (cTenenb-Hen3BeCTHa) " . . KyMapHHbY LIHAOCTA301, - -MOJKET - NOTPedOBaTHCH | -

[lunocrazon [{mnocrazon Cpax (1), AUC (TT)“ CHHMKEHHE /103bI KYMapHHOB/LIMI0CTa301a°.

JlaburatpaH Jlaburarpad Cuax (11), AUC (11)* [IpuMeHATL € OCTOPOIKHOCTBIO, HabmoJaTh Ha
npeAMeT NOSBICHMS HeXenaTebHbIX peakuuii Ha
naburaTpat, MOXKeT NOTpebOBATLCA CHHIKEHHE 103bI
jpaburatpana‘.

Tuxarpesop Tukarpenop Cumax (11), AUC (111)* | IpotuBonokasas Bo BpeMs W B TeYeHHe 2 Hejellb

nocae JevyeHus HMTpakoHa3osnoM. [loBbillieH pHCK
NOSIBJICHUS HeXKeNaTesIbHbIX peaximii Ha
THKarpesiop, Harpumep, KpOBOTEYEHHH.

ITpoTHBOCYI0POKHbIE CPEACTBA

Kapbamazenun KOHHCHTPaU“" kapbamasernuHa He pekomeniyetcs B TeyeHWe 2 Heielb /10, BO
(0 ) BpeMsi W B TeueHHe 2 Heaesb [0cjie JieYeHHs

KoHuenTpaius HTpakoHasoa P
b MTPAKOHA30JI0M.  DPPEeKTHBHOCTL  WTPAKOHA30J1a
(1 MOXKeT ObiTh CHWKEHa B CBSI3H C [OBbILICHHEM
pUCKa MOSBJIEHUS HEXeJaTesIbHbIX peakiid Ha

xapbamazenuH®.

DenobapOuran MenobapbuTan: KOHUEHTPALHS He pekomenmyercs B Teuenue 2 Hejenb 10, BO
MTPAaKOHAa30./1a R BpeMs H B TeueHue 2 HeJlellb Mocie JieYeHHs
DEeHUTONH ®ennroun: AUC urpakonasona UTPAKOHA30JI0M. Moxer ObIThH CHWKEHa

(L44)

3 PeKTHBHOCTb HTPAKOHA30J1a.

ITpoTHBOAHAGETHYECKHE CPEICTBA

PenarainHua
CakcarjMnTuH

Penarauuna Cpax (1), AUC (1)
CakcarauntiH Cpax (17), AUC (11)°

[IpuMeHATL € OCTOPOXNKHOCTBLIO, HabmoaaTh Ha
NpeMET MOABIEHHS HeKeNaTelbHbIX Peaklii Ha
penarjMH1I/CaKkcarMnTHH, MOKET MoTpedoBaThes
CHWKEHHME JI03bl penarjinHuaa/ cakcariunTuHa®,

AHTHI€JIbMHHTHBIE, 11

()THBOl'pHGKOBbIe H ﬂHTHllp0T030ﬁHble cpeacrTsa

Apremerep- Apremerep Cmax (11), AUC (11)* [pUMEHATL € OCTOPOKHOCTBIO, Habmonarh Ha
JoMeaHTpUH Jhomedantpun Cuay (1), AUC (1) npeMeT MOSBICHUS HEKENaTe/IbHbIX peakinii Ha
XHHUH XuHHH Cpax(<2), AUC (1) apremeTep-ioMepaHTPHH/XHHUHC.
Creunduueckue neicTBus OIHCaHbI B
MHCTPYKIHAX MO NPUMEHEHHIO.
I"anodantpun ["anogantpun - nosbilieHne | ITpoTMBONOKa3aH BO BpeMs W B TeueHue 2 Hejelb
KOHLIEHTpalMH (cTemenb | nocne jeueHus WrpakoHaszosoM. [ToBbIlIEH PUCK
HeusBecTHa) *° NOSIBJICHUSA HexKesaTesbHbIX peakumit Ha

ranopantpun: rnposonrauus uHtepBana QT u
JieTajlbHbIE APUTMHH.
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Knacenr npenapartos
H npenapaTbl

Oxuaembiii/

Kannnyddkn@ronivédlap hii deht ipisieuanns)

NOTEeHUHAIbHLIH  dpdexT "TO
OTHOLLIEHHI K YPOBHIO nipenapara
(CM. CHOCKH)

H3aBykonazon M3zaBykoHa30n Cpax(<), [IpoTuBONOKa3aH BO BpeMs W B TeueHHe 2 Hejelb
AUC (111)? nocje JieyeHus MTpakoHa3oJioM. [loBblIEH pHCK
NOSIBJICHUSA HEXEJIATeJIbHbIX  peakluii Ha
M3aBYKOHA30J1: HapyLIEHUs CO CTOPOHbI MEYEHH,
peakumu TUNEPUYYBCTBUTEILHOCTH "
IMOPUHODETOTOKCHUHOCTD.
[MpazukBanTen [MpasukBanTen Cmax (11), AUC (1) ITpUMEHATbL € OCTOPOKHOCTBLIO, HAOMOAATh Ha

NpeJIMET MOSABJICHHUS HEXKelaTelIbHbIX peakluilt Ha
Npa3suKBaHTENl, MOXKET MnoTpedOBaTLCs CHUKEHHUE
J103bl Mpa3HKBaHTeN1a".

AHTHTHCTAMHHHbIE cpeacTsa

ActeMu30i Actemu3on Cpax (1), AUC (11)* IlpoTuBonokasaH BO BpeMsi U B TeueHHe 2 Heaelb
nocjie JieueHuss MTpakoHa3osoM. [loBbileH puck
NOSIBNEHMS He)KeNnaTelbHbIX  peaKiuii Ha
acTEMU30IL: npoiaonHraums  unrtepBana  QT,
MUPYITHAs TAXUKAPAMS M JPyrue KeiyJI04KOBbie
APUTMHUU.
bunactun bunactun Ciax (11), AUC (1) [IpuMeHsTh ¢ OCTOPOKHOCTBLIO, HabmoOAaTh Ha
DbacTun D6actuH Chax (11), AUC (111) MPEJAMET MOSBJICHUS HEXKENaTeNbHbIX peakiuii Ha
- Pynataaun Pynaraaun- - — noBbHIIeHHE | OunacTun/H0acTuH, pynaraaus’, - MOXKET
KoHuentpaumu (1111)*° norpeboBaThCs CHH)KEHHE J103bl
OGunacTuna/26acTiHa, pynaraauHa.
Mu3zonactut MusonactiH Cax (1), AUC (1)* [IporuBonokasaH BO BpeMs U B TedeHUe 2 HeJelb
nocijie Je4eHus UTpakoHa3onoM. IloBblleH puCK
NOSIBIICHUS HesKelaTelbHbIX peakiuii Ha
MU30JIaCTHH: NpoJoHrauus uarepsaia QT.
Tepdenanun Tepdenannn = nosbilienre | [lpoTuBonokasaH BO BpeMsi U B TeueHHe 2 HeJelb
KOHIIEHTpALIMK (crenenn | mocne nedeHus MTpakoHazonom. [ToBbileH pHCK
Heu3BecTHa)® NOABJICHUs HEXKeIaTeNbHbIX peaxumit Ha
tepdenanun:  nposonrauns  uHtepsasa QT
NUPY3THAsE TaXHKapJusi W JpYrue KeayJ0uKOBbIe
APUTMHH.
[TpoTHBOMHIPEHO3HbIE CPeACTBA
DnerpunTat Onerpuntad Cmax (11), [TpuMeHsTL € OCTOPOIKHOCTHIO, HaboAaTh Ha
AUC (T11)* NpeJMET NOSBJIEHHUs HEXeJaTelbHbIX peakLui Ha
JNETPUNTaH®, MOKeT noTpedoBaTbCd CHUKEHUE
J103bl IETPUIITAHA.
Ankanonsl AJIKanounibl CIIOPbIHBH — | IpoTuBONOKAa3aHbl BO BPEMs U B TeueHHE 2 HeJelNb
CNOPbIHLH NOBbILIEHHE KOHLIEHTPALUMK | NOC/Ie JIeYeHUss UTPAKoHa3010M. [ToBbIllIeH pHCK-
(AIMrUApOIProTaMuH, (creneHnb HeuspecTHa)™? NOSABJICHHS HEXKENATENbHBIX PEaKLIMii Ha AJIKAJION/IbI
IProMETpHH, CMOPbIHbHM, TAKUX KaK ProTH3M.
IProTaMuH,
METHIIPrOMETPHH)

ITpoTHBOONYX0JIEBBIE NPENnapaThbi

Bopre3zomud Boprezomud AUC (1)* IIpumeHaTs € OCTOPOXKHOCTBIO, HabMOAAThL Ha
bpenrykcumaba bpentykcumaba NPEeAMET MOSABJICHUs HEXKEeNaTebHbIX peakLuii Ha
BEOTHH Benotud AUC (1)* NPOTUBOOIYXOJIEBbIE npenaparbi®, MOYKET
bycynbpan Bycynbdan Cuax (1), AUC (1) norpeGoBaThes CHIKEHHE 03B
OpnoTHHHO IpnoTHHAG Cinax (11), AUC (1)* MPOTHBOOIYXOJIEBOTO Mpernapara.

Iedpurnnud IeputHnO Crax (1), AUC (1)

Umatunu6 Mmatnnd Crax (1), AUC (1)

Hkcabenunon Hkcabenunon Cyax (<2), AUC (1)?

Hunrenanud Hunrenanu6 Cpax (1), AUC (1)

ITanoGuHOCTAT [Mano6unoctat Cax (1), AUC (1)

[TonaTuuuG [TonatuHud Cax (1), AUC (1)*

Pykconntunud Pyxconutuuud Cuax (1), AUC (1)

Conuperu6 Conunerud Cmax (1), AUC (11)*

Bangeranutd Baunetanu6 Cyax (<), AUC (1)
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Knacesl npenapatoB
H npenaparsl

Ounj1aemblii/

K@i k0 MMOHIHP L (OR TPRY euanis)

wo

NOTEeHUHAAbHBIH

pdext
OTHOLLEHHIO K YPOBHIO npenapara
(CM. CHOCKH)

JUIS aKTUBHOI'O KOMITOHEHTA) *

Unenanucud Unenammend Chpax (1), AUC (1)* | IlpuMeHATb C  OCTOPOKHOCTBIO, HabinogaTh Ha
UrpakoHasol - MOBLIILEHNE | NPEAMET TMOSABJICHHUS HEXKeNaTeNbHbIX peakuuii Ha
KOHUEHTpalMH B CHIBOPOTKE | MTPaKOHa301  WuIM  uaenanucud®,  Moxer
(cTeneHb HeuspecTHa)™? noTpeboBaThCs  CHHMAKEHHE 103bl  WTPAKOHA30/1a
W/WIK naenanncuba.
AKCHTHHHO AKCHTHHHO Crax (1), AUC (11)" He pekomeHayeTcs BO BpeMs M 2 HelelM moclie
bo3yTunub bo3yTHHUO Crax (117), AUC (111)* | nieuenuss  urpakoHasosiom.  [loBbimeH  puck
Kabasurakcen Kabazurakcen Cpax (<), AUC («»)* | nosiBnexus HEeXeJlaTeNbHbIX peakimii Ha
KaGozantuuud Ka603aHTHHHO Cpax (<), AUC (1) MPOTHUBOOITYXOJIEBbIE MpenapaThbI®.
LleputHnd LeputrHub Crax (1), AUC (11)* JIONONHUTENBLHO:
Kobumernnub KobumeTuud Crax (11), AUC (111) | Jlns  kabasurakcena, Jaxe €ClIM  HW3MEHEHMS
Kpuzorunuub Kpu3otuHub Crax (1), AUC (11)* napaMeTpoB  (apMakOKHHETHKH HE JIOCTHIaJlu
Jlabpadennd Jlabpadenntd AUC (1)* CTATUCTUYECKOW 3HAYMMOCTH B HCCJIE0BAHHH
JlazaTunu6 HMazatuanb Coax (11), AUC (11)* JIEKAPCTBEHHOTO  B3aUMOJIGHCTBHS € HU3KMMM
Jlouerakcen Jlouerakcen AUC (< -11)* JI03aMH  KETOKOHa30Jla, Habaionanach BbICOKas
U6pyTHHHO NOpyTHHHO Crax (1111), BApHATUBHOCTL pesyibraToB. Jlna uOpyTuHuba
AUC (1111)° cneuHduyeckue AeHCTBUS ONMMCaHbl B MHCTPYKLIHH
Jlanatunu6 Jlanatnuub Coax (11), AUC (11)* 110 IPUMEHEHHIO.
Hunotunu6 Hunotuaub Chax (1), AUC (T1)*
- Onanapu® Onanapu6 Cuax (1), AUC (171)
[Nazonanub [Tazonanu6 Cpax (1), AUC (1)
CyHHUTHHUE Cynntuanb Cnax (1), AUC (1)*
Tpabekreann Tpabekreant Cuax (1), AUC (1)
Tpacty3ymab Tpacty3ymab, IMTAH3HH -
DOMTaH3UH NOBbIILIEHHE KOHUEHTPaLMK
(cTenenb HeuspecTHa)™?
ANKanouasl Ankanou/ibl GapBUHKA — 110BbILLIEHHE
OapBuHKa KOHUEHTPalHH (cTeneHnb
HeusBecTHa) *P
Peropadenunc AUC peropadenn6a (|| no naunsiM | He pekoMenjsyercs BO BpeMs M 2 Heaeldu rocie

JIeYEHUs UTPaKoHas3osoM. MoxkeT ObiTh CHHIKEHA
s dexkTuBHOCTL peropadennda.

Hpunorekan

MpuHOoTEKaH W  €ro  aKTHBHbIi
metabosuT - NOBbILIEHHE
KOHLUEHTpaLMH (crenenn
HeusBecTHa)™"

[TpoTHBOMNOKa3aH BO BpeMsi M B TeueHHe 2 Heaelb
nocne JeueHus MTpakoHa3osoMm. [ToBbIlLIEH PHCK
MOSABJIGHUs  HEXenaTelbHbIX  peakuumit  Ha
MPUHOTEKAH: MOTEHLUNAIBHO YIpoXkKaromas KU3HH
MUEJIOCYTIPECCHs H IHapest.

AHTHIICHXOTHKH, AaHKC

HOJIHTHKH H CHOTBOpPHLIE CpeacTBA

Annpasonam
Apununpason
bporuzonam
bBycnupon
["anonepunon
Mupaazosiam (B/B)

[lepocnupon
KBernanux
Pamenteon
Pucnepuion

AnnpasonaM Cpax (<), AUC (11)
Apununpaszost Crax (1), AUC (1)
bpotusonam C max (<2), AUC (11)
Bycnupon Cuax (1111), AUC (1111)
lanonepunon Cpax (1), AUC (1)
Miinaszonam (B/B) — NoBbIlLIEHHE
koHuenTpatmu (11)°

ITepocnupon Crax (111), AUC (111)
Keetnanut Cpmax (11), AUC (111)°
PamenteoH Cmax (T)s AUC (T)a
Pucnepuion — NoBbIlEHHE
KoHueHTpaimu (1)°

[IpUMEHATL C  OCTOPOKHOCTBIO, HabMOAATh Ha
NPEAMET MMOSABIEHUS HEXENaTeIbHbIX PeakLuii Ha
AHTUIICHXOTHKH, AHKCHOJIMTHKH WJIM CHOTBOPHBIES,
MOKET noTpedoBaThCs CHMKEHHE JI03  ITHX
npenaparos.

CyBOpeKcanT Cysopekcant Cmax (1), AUC (11)?
30MHKIOH 3onmukaoH Chpax (1), AUC (1)
Jlypa3zuion Jlypasunos Cuax (111), AUC (111)" | TlpoTHBONOKa3aH BO BpeMsi M B TeueHHe 2 Heeb

nociie JieYeHHsi MTPAKOHA30JI0M. [OBBILIEH PHCK
MOSABJIEHHs  HEKeNaTelbHbIX  peakuui  Ha
JIypasuIoH: MMNOTEH3Us, LIMPKYJISTOPHbIIH KoJarnc,
TSDKEJbIe IKCTPANUpaMHIHbIe CUMIITOMBI,
CYJZIOpOTH.
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Knacewr npenapatos
H npenaparhbl

Oxuaemslii/

KannnugémmemommHrip e OF TpAMeuanus)

noteHuHaJbLHbIN  YpdexT “mo
OTHOILEHHIO K YPOBHIO npenapara
(CM. CHOCKH)

Munaszonam Muzazonam (nepopanbHo) [IpoTuBoONoOKasaH BO BpeMsi W B TeueHHEe 2 Helelb
(epopabHo) Cmax (T-11), AUC (11-1111) nocjie JIeUeHHs: MTPAKOHA30JI0M. HOBbIUJevH pHCK
NOSIBJICHHS HeXeNaTe/lbHbIX peakumii Ha
MH/a30J1aM:  YTHETEHWE  JIbIXaHHWs, OCTAHOBKa
cep/ilia, NPOJOHIMPOBAHHAS Cealusl H KOMa.
[Tumo3nn [Tumosna Chax (1), AUC (11)? IlpoTHBONOKa3aH BO BPeMs M B TE€UEHHE 2 HElEsb
nocijie JieueHus MTpakoHa3zonoM. IToBbilleH pUCK
NOSBJICHUs HEXeNlaTelbHbIX peakiuii Ha NUMO3MI:
ApUTMHUK  cep/lia, BO3MOXKHO, CBsA3aHHbIE C
nponoHraumeil  uureppasia QT W nNUPYITHOMH
TaxMKapauen.
Ceprunnon CepTHHI01 noseilieHue | ITpoTHBONOKa3aH BO BpeMs W B TeueHHe 2 Heleb
KOHUEHTpALUH (creneHb | nocne ne4eHWs MTPAKoHa30s0M. [loBblleH pHCK
HeusBecTHa)" NOsIBJICHUs HeXKeJlaTesIbHbIX peakLui Ha
CepTHHAON: mpojioHrauus uHtepsana QT
NUPYITHAS TaXHKapAHs.
Tpuazonam TpunazonaM Cpax (1-11), [IpoTuBonokasan BO BpeMs W B Te€YEHHE 2 HeJEb
AUC (11-1111) nocsie JieyeHus MTPaKOHA30JI0M. HOBblulevH pHCK
NOABIEHUS HEXKeNaTeNIbHbIX peaxumi Ha
- TPUa30iaM:  CYAOPOFH, - YTHETCHHS  JIbIXaHHSk
AHIHOOTEK, alHOI U KOMa.
ITpoTHBOBHpPYCHbIE CpeCTBa
AcyHanpesup AcyHanpeBup [IpuMeHATL € OCTOPONKHOCTBLIO; creuuduIeckue
(c ycunenuem) Cmax(111), AUC (111)* JIeHCTBHS OMKMCaHbl B HHCTPYKUMH MO NMPUMEHEHHIO
Tenodosupa Tenodosup - MOBbIIEHHE | NMPOTHBOBHPYCHOrO Npenapara.
JIM30MPOKCHIIA KOHLEHTPaLMK (cTenenb
¢dymapar (TDF) HenspecTHa)"
bouenpesup bouenpeBup Cuax (1), AUC (11)* IlpumensaTs ¢ OCTOPOKHOCTBLIO, HabMOAATL Ha
Wrtpakonason - MOBLIILIEHHE | MPEAMET TOABJICHHA HEKeNaTeNlbHbIX peakuuii Ha
KOHLEHTPaLMH (creneHb | MTpakoHaszon  W/uan  GouenpeBMpS,  MOKET
HeussecTHa) " noTpeboBaThCs CHUIKEHWE J103bl  MTPAaKOHa30JIa.
Crneuuduueckue 1eiCTBUS yKa3aHbl B MHCTPYKLHH
110 NMpUMeHeHHI0 HoLenpeBmpa.
KoOuuucrar KoOGuuucrar - nosbiieHue | [IpuMeHATL € OCTOPOKHOCTBIO, HadMoAaTh Ha
KOHLIEHTPALMH (cTeneHb | mpeaMeT MOSIBJICHUS HekKenaTelbHbIX peakuui Ha
HeusBecTHa)" UTPAKOHA30JI, MOXET noTpefoBaThCs CHUKEHHE
Wrpakonason MOBbLIILIEHHE | JI03bl HTPAKOHA301a.
KOHLIEHTPALIHH (cTeneHnb
Heu3BecTHa) "
JlaknaracBHp JaxnaracBup Cpax (1), AUC (11)° [IpuMeHATH € OCTOPOXKHOCTBHIO, HabmoaaTh Ha
Banunpesup Bauunpesup Cunax (111), NpeMeT MOSBJICHUS HEXKeNaTesIbHbIX peakuui Ha
AUC (111)* JlaKJaTacBUp/BaHUNIPEBUP®, MOXKET NOTpeboBaThCA
CHWKEHHE J103bl 1aKJ1aTaCBUPA/BaHUIPEBUPA.
Jlapynasup YcuneHHbli pUTOHaBUPOM [IpuMeHaTh ¢ OCTOPOIKHOCTBLIO, HabMOAaTh Ha
(c ycunenuem) JlapyHaBMp: NPeIMET MOSBICHHS HEKeJaTeIbHbIX Peakuui Ha
Crnax HTpakonasona (11), AUC (11)* | utpakoHa3os, MoxeT norpeboBaThcs CHUIKEHHE

docamrnpeHaBHp (¢

YcuneHHsli PHTOHABHPOM

J1I03bl HTPAKOHA30.J1a.

yCHJIEHHEM tocamnpenaBup: Cpax HTPaKOHa301Q
PUTOHABHPOM) (1), AUC (11)*
Tenanpesup TenanpeBup: Cpax MTpakonasona (1),
AUC (11)°
DNBUTErpaBUp DnBurerpaBup Cpax (1), AUC (1)* [lpuMeHsTh ¢ OCTOPOXKHOCTBLIO, HaOuoaaTh Ha

(ycuneHHblH)

Hrpakonason MOBbILLIEHHE
KOHLIEHTPALIUH (cTeneHb
HensBecTHa) *P

NpeMeT MOSABICHUS HEXENaTebHbIX peakuuii Ha
UTPAKOHA30J1 W/HWAM  NBHTErpaBup (YCHICHHbBIH
puToHaBHpoM). MoxkeTr notpeboBaThecs CHUKEHHE
J103bl  MTPaKOHa30/1a; CM. MHCTPYKLMIO 10
NPHMEHEHHIO IBUTErPaBHpa.
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Knaccsl npenapatoB
W npenaparbl

Oxunaembiii/

Kanunug€smeneommgHirip i (i DpnMeuanns)

noTeHUHaAbHbI  YddexT 'mo
OTHOLUEHHIO K YPOBHIO nipenapara
(CM. CHOCKH)

Ddasupens D¢asupens Cpax TpakoHazona (|), | He pexomenayercs B TeyeHue 2 Heaelb 10 W BO
AUC (}) BPEMS JIEYEHHU WTPAKOHa3070M. DPPEeKTHBHOCTS
Hesupanuu HeBupanu Cya WTpakonasona (|), | WTpakoHas3osa MOXKeT ObITh CHHIKEHA.
AUC (1)
Kombunauus: OnbacBup Cpax(<), AUC (1) IIpuMeHsTh € OCTOPOXKHOCTBLIO, Habmonarh Ha
Dnbacsup/ ["'pazonpeBup Cha(<),AUC (11)* Npe/MeT MOABJICHUA HEXKENATelbHbIX pPeaKLUH,
['pazonpeBup CBA3AHHBIX € COBMECTHbIM  NPUMEHEHHEM".
Crenmpuyeckne N1eHCTBUA YKa3aHbl B MHCTPYKLMH
1o npumeHenuio Dnbdacsupa/l pasonpesupa
KomOuHauus: I'nekanpeBup Cmax(11), [TpMMEHATE ¢ OCTOPOKHOCTLIO, HAbMIOIATh Ha
["nexkanpesup/ AUC (T1-111)° NpeAMET NOsABICHHS HEXeJaTeIbHbIX PeaKLni,
[Tubpenraceup [TubpentacBup Cpax(<> - 1), CBSA3aHHBIX C COBMECTHBIM IPUMEHEHHEM®.
AUC (& -11)° Crneuuduyeckue neiicTBUS yKa3aHbl B HHCTPYKLHH
no npuMeHeHuto I'nexanpesupa/Iludpentacsupa
WUuaunasup KouuenTpaims urpakonasona (1)° [IpuMeHATb € OCTOPOMKHOCTBLIO, HabmoaaTh Ha
HUuaunasup C nax(<>), AUC (1) MPeAMET TOSBJIEHHUS HEXKeNaTe/IbHbIX peakLHi Ha
MTPaKOHA30J1 WWIH  WMHAWHABHP®,  MOXeT
1noTpeboBaThCsl CHUKEHUE 103 HTPAKOHA3071a W/ HIlK
MH/MHaBUpa.
Mapasipox MapaBupok Ciax (1), AUC (111)* [ IlpumensTs ¢ OCTOpPOKHOCTHIO, HabmomaTh  Ha'
NpeIMET MOABJICHUSA HEXKENATeIbHbIX peaKUHii®.
Moxer notpedoBarhCs CHHIKEHHE J103bl
MapaBHpoKa.
KomOuHaims: Urpakonazon Cpax (1), AUC (11)* [IpuMeHsTH €  OCTOPONKHOCTBLIO, HaOMOAaTh Ha
OmOGutacsup/ Omoutacsup C pax(<>), AUC (1) NPe/IMET TOSBJIECHUS HEXKeNaTesIbHbIX peakuuil Ha
[Tapuranpesup/ [Tapuranpesup Cpax (1), AUC (11)* | uTpakoHa3on w/uin npoTHBOBHUPYCHbIE CpeacTBa’.
Puronasup/ ¢ | Putonasup (1), AUC (1), Moxer notpeboBarTLCs CHHIKEHHE J103bl

JlacabyBupom uiu Ge3
Hero

Hacabysup (1), AUC (1)

urpakonasona. Cneuruieckue 1eHCTBHS OMUCAHbI
B MHCTPYKLIMSIX 110 PUMEHEHHIO 3THX Mpenaparos.

PutoHaBHp Hrpakonazon Cuax (1), AUC (11)* IIpuMeHsaTh € OCTOPOKHOCTBIO, Habmoaarh Ha
Putonasup C max(<>), AUC (1)* Npe/IMET TMOSABICHUS HEKeNaTebHbIX peaKuuil Ha
MTPAKOHA301 Wuiam PUTOHABHP®. Moxer
norpeboBaTbCcs CHWKEHWE J103bl  MTPAKOHA30JIa.
Crneunduueckue AeiCTBUS ONMUCaHbl B HHCTPYKLIHH
10 NPUMEHEHHIO PUTOHABHPA.
CakBuHaBUp Cakunasup (6e3 ycunenus) [IpyMeHATH € OCTOPOKHOCTBLIO, HAbMOAATL Ha
Cmax (1), AUC (111) MpeAMeT MOSABICHUS HEXKeNaTeNbHbIX peakiluii Ha
HUrpakonason (c YCWIEHHbIM | HTPAKOHA3071  W/MAM  cakBuHaBup®.  Moxer
cakBUHABUPOM) Crax (1), AUC (11)* | norpeboBarbcs CHWKEHHME J103bl HMTPaKOHA30J1a.
Creunduueckue 1eHCTBUS ONUCAHBI B HHCTPYKLHH
110 NPUMEHEHHIO CAKBUHABHpA.
CumenpeBup CumenpeBup Cuax (11), AUC (111)* | He pexkomenyeTtcs BO BpeMs U B TeueHHe 2 Heaelb

110cJi¢ JICHCHHUA UTPAKOHA30JI0M.

berta-6i10kaTopbi

Hanonon

Hanonon Cumax (11), AUC (11)

[IpyMeHATL ¢ OCTOPOXKHOCTBLIO, HabMOAaTL Ha
NPEIMET MOSBJACHUS HEXEJaTebHbIX peakuuii Ha
Hanonon®. Moxer noTpeboBaTbCs CHUKEHHE /103bl
Hanos0a.

BJIOKaTopr KaJ/IbUHEBLIX KAHAJIOB

benpuann

benpuaun - NOBbILLIEHHE
KOHLIEHTPALMH (creneHb
HensBecTHa)™"

[IpoTHBONOKa3aH BO BPeMs W B TeueHHe 2 Helellb
nociie JieueHuss UTpPakoHa3ooM. [loBbillieH pHCK
MOSIBJICHUS HEXKeNaTebHbIX peakiuii Ha Genpuun,
TAKMX KaK HOBas apuUTMHsi M JKeJyJ04KOBas
TAXMKap/Hs 110 TUITY MUPYITHOM.
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Knacesl npenapaton
W Tipenaparbi

Oxuaaembiii/

KannnuéSomensomminhh P (iaG B piv¢uanus)

noTeHUHadbHbI  YPdexT MO
OTHOLIEHHIO K YPOBHIO Npenaparta
(CM. CHOCKH)

JlnnTuazem JlantuaseM W uTpakoHason  — | [IpUMeHATH € OCTOPOKHOCTHLIO, Habmoaarh Ha
NOBbILLIEHHE KOHIIEHTPALMK | NPEJMET MOABJIEHUS HEXeNaTelIbHbIX Peaklni Ha
(cTenenb HewspecTHa)™? MTPAKOHa30J1 W/unu JILITHA3EeM®, MOJKET
noTpedoBaThCs CHMXKEHHME JI03bl  WTPAKOHA30J1a
W/HIKU JHJITHAa3eMa.
denoaunux ®enoaunun Coax (111), AUC (111) | IlpoTHBONOKa3aH BO BpeMsi M B TeueHME 2 Hellellb
Jlepkannaunuu Jlepkanuaunuu AUC (1111)° nocie JieyeHus WTpakoHa3osiom. [loBbileH pHCK
Huconaunuu Huconaunut Cuax (1111), NOsIBJIEHUS HeKenaresbHbIX peaxkiuii Ha
AUC (1111)"* JMFHIPOTIHPHIHHBL: PUIOTEH3HS u
nepuepuueckmii oTex.
Jpyrue JIMrHAPOTIMPHINHBI — MOBbILLIEHHE [IpUMeHATb €  OCTOPOXKHOCTBLIO, Habmonath Ha

JIMrHApOTIUPHIHHBI

Bepanamun

KOHLIEHTPaLMH (CTeneHb
HenspecTHa)"®
Bepanamui — nosblieHHe
KOHLIEHTPALMH (CTENEHb
HeuspecTHa) P

NpeIMET TOSBICHUS HeKenaTe/ibHbIX PeaklHii Ha
JIUTUIPOTTHPH/IHHbI/BepanamMmui®, MOMKET
norpeboBaThCs CHHKEeHHE 103
JUrHIPONHPHIMHOB/BEpanaMmuia.

Pazinunbie cpeicrsa /LUisl JICYCHHS 3abosieBaHuii cepneqno—cocynucToﬁ CHCTEMbBI

AnucKupeH AmnckupeH Crax (111), AUC (111) He pekomenjyercsi BO BpeMs M B TeueHue 2 Heslellb
Puonurynar Puounrynat Cmax (1), AUC (11)* 1ociie JieYeHuss MTPakoHas3oJioM®. TToBbILIEH PHUCK
"Cunpenadun (uns | Cunnenadun/Tapanadgun — "HOABJICHHS HeKeATe/bHbIX Peakilitii Ha CepIeuHO-
neveHus JIErOYHOI | MOBbIIIEHHE KOHIEHTPALIHH COCYIMCTBIN npenapar.
FUNEPTeH3HU) (cTeneHb Heu3BecTHa, HO 3P deKT
Tananagpun (s | MOXkeT ObITh Gosee BbIPaKEHHBIM,
JleveHus JIErO4YHOI | YeM cooOIEHO /UISt YPOJIOTHYECKHX
TUIEPTEH3HH) cpencts) *°
bo3zenran bosentan Ciax (11), AUC (11)* [IpuMeHsTL € OCTOPOXHOCTBIO, HabMoOAaTh Ha
I'yaudaunn ['yandaunn Chax (1), AUC (11)* npeaMeT MOSABIEHHUs HeXelaTebHbIX peakuuil Ha
6o3enran/ryandaums®,  Moxer  norpeboBaTbCs
CHIXKEHHE 103bl D03eHTaHa/ryaHdaumHa.
Wpabpannu UBabpanut Cuax (11), AUC(T11)? [TpoTHBONOKa3aH BO BpeMsi M B TeueHHEe 2 HeAelb
nocjie JieueHus UTpakoHas3osioM. [ToBbilleH pHCK
NOSIBJICHHsT  HeXenaTelbHbIX  peakuuid  Ha
uBaOpajinH, Takux Kak GuOpHLISLMS NpeacepHid,
Opaankapaus, CHHycOBasi OCTAHOBKA cepjala M
6Jl0kaj1a cepua.
PaHona3zux Panonazut Cpax (11), AUC (11)* [IpoTuBonokaszas BO BpeMsi B TeyeHue 2 Hejelb

110c/1e JieueHus WTpakoHa3oaoM. [ToBbillleH pHCK
MOSIBJICHHs  HEXKeslaTelbHbIX  peakuuii  Ha
paHosa3HH, TAKKX KaK MpojoHraius uHtepsana QT
H 1104eYHask HEA0CTaTOYHOCTb.

KouTpauenTuBHbie cpeacTBa

JlneHorect Jlnenorect Chax (1), AUC (11)* [IpuMeHATL € OCTOPOKHOCTBIO, HabMOAATL Ha

Vnunpucran Vaunpuctad Cuax (11), AUC (111)" | npeaMeT NosiBICHUS HEXKENaTeIbHbIX peakuui Ha
KOHTpALENTUBHbIE  cpejcTBa®  crenupuyeckue
JICHCTBHS YKa3aHbl B MHCTPYKIMSAX 110 TPUMEHEHHIO
JIMeHOrecTa/yIMnpUcTaIa.

JInypeTuku

DnepeHoH SrepeHoH Ciax (1), AUC (111)* [IpoTHBONOKa3aH BO BpeMs W B TeyeHHe 2 Hejellb
Noc/e JIeUeHHs WTPakoHa3ooM. [loBbllIeH pPUCK
NOABJICHUS HeXeaTesIbHbIX peakiuii Ha
JMUIEPEHOH,  TaKMX  KaK  TMNEpKalHeMus W
THIIOTEH3 M.

Keny10uHo-KHIIEYHbIE CPeICTBA

AnpenuranT Anpenurant AUC (111)* ITpUMeHATH € OCTOPOXKHOCTBIO, HabMoJaTh Ha

Jlonepamu Jlonepamut Comax (11), AUC (11) NpelIMET NOSBJEHUs HeKeJaTebHBIX peakiuii Ha

HertynutaHt Hetynuraut Cuax (1), AUC (111)* anpernuTaHT/IonepamMmnl/HeTy HTaHTS, MOXKeT
norpeboBaThcs CHHKEHHE J103bl
anpernuTaiTa/jonepammia. Crieuuduueckue
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Knacenl npenaparton
H npenapaTbl

Oxuaaemblii/

Ko e@sugrsomMenvipINE GG D PAGe anns)

NOTeHUHANbHBbIH  J(dexT ‘Ao
OTHOILEHHIO K YPOBHIO npenapara
(CM. CHOCKH)

JICHCTBUSL LI
UHCTPYKLHH.

HETYNnHWTaHTa MNpeacTaB/iCHbl B

Linzanpua

Linzanpun -
KOHLIEHTPaLUHI
HeuspecTHa) P

NOBbIILIEHHE
(crenenb

[IpoTHBONOKa3aH BO BpemMsi U B TEUEHHE 2 HeJelb
nociie sedeHuss urpakoHazonom. [loBblleH pHCK
NOSIBJIEHUS HEeXKeNaTeJIbHbIX Peakluii Ha LM3anpu,
TaKMX  KaK  TsKelble  CepAevyHO-COCYIMCThbIE
sIBJIEHMs, BKJIouas npoJoHrauuio uurtepsaita QT,
Cepbe3HbIe KETYI0UKOBbIE APUTMHU U MTHPYITHYIO
TaXMKapauIo.

JlomnepuioH

Jlomnepnzion Cmax (11), AUC (11)

HPOTHBOHOKaf}aH BO BpEMs U B TCUEHHE 2 Henenb
nocJjie JICYEHHA HTPAKOHA30JIOM. [ToBbileH pHCK
1OsIBJICHUSA HEXKEJIATEIIbHbBIX peaKuni«’l Ha
JOMIICPHIOH, TAKHUX KaK TSXKEIbIC KEJIY104KOBbIC
APUTMHH U BHE3alTHasA cepAcHHas CMEPThb.

Cpenctsa
CHHIKCHMWAA
KUCIIOTHOCTH Kely 1Ka

21

WUtpakonason: Cmax (1]), AUC ({])

[IpUMEHsITE € OCTOPOJKHOCTBIO ~ Npernaparbl,
CHWKAIOLIME KUCIOTHOCTb JKETyJKa, Hanmpumep
Takue HENUTpaIM3yIOllne KHUCIOTY CpeacTBa, Kak

ANOMWHUSA  THAPOKCHMA, WK TOJABJISIOLINE
BbIPA0OTKY ~ KMCIIOTBI  [penapathl,  HanpuMep
aHTaroHUCThl  ~Ho-peuenTopoB- W - HHIHOMTOPb

MpOTOHHOM nommbl. [Ipu 0ZIHOBPEMEHHOM JIEUEHHH
HEHTpaTU3yIOLUMH KUCIIOTY Cpe/ICTBaMH,
HanpuMmep allOMHHHUS TMIAPOKCHIOM, MX ClieyeT
NpUHUMaThL 1O KpaiiHeil mepe 3a 2 waca 10 WM
yepe3 2 yaca nocie npuemMa Karncyj UTpakoHa3oJa
(cM. «Ocolbie yKazaHus»).

Hanoxceron Hanoxkceron Cmax (111), [TpoTHBONOKA3aH BO BpeMs W B TeueHUe 2 Helesb
AUC (1111)* focie JeYeHus MTPakoHa3onoM. [ToBbILIEH PHCK
NOSIBACHUS HexesaTesIbHbIX peakuuii Ha
HAJIOKCEroJl, TaKMX KaK CHMITOMBbI  OTMEHbI
ONHOUJIOB.
Saccharomyces S. boulardii - cumwkenne | He pexomeHnayercss BO Bpemsi U 2 HeJIeNW Iocie
boulardii KOJNIOHM3ALMHK (CTEeneHb HEU3BECTHA) | JIeUeHUs MTpaKoHa30J0M. D(HeKTHBHOCTH
S. boulardii MmoxeT ObITb CHUKEHA.
UmmyHocynpeccopsl
by neconnn bByneconna (Juisi MHTrassLUMMN) [TpUMEHATL ¢ OCTOPOXKHOCTBIO, HabmonzaTh Ha
Cmax (1), AUC (11); MpeaMeT MOABIEHUS HEXeNaTe/bHbIX peakluil Ha
Gyneconnn (apyrve  (opmbl) — | MMMYHOCYTIPECCOPbI, ~ MOXET  NoTpeboBaThCs
TMOBbIILIEHHE KOHLIEHTPAIMK | CHHIKEHHE 103bI HMMYHOCYIIPECCOpa.
(cTenens HewsBecTHa)™?
[luKnecoHu Lluknecouna (Ui WHTansUmii)
Cumax (11), AUC (11)°
[luknocnopux LluknocnopuH (B/B) —
MOBbIIIEHHE KOHLEHTpaLuu (<> - 1)°
Lluknocnopud (apyrue ¢Gopmbl) —
MOBbIILIEHHE KOHLEHTPaLMH
(cTeneHn Heu3BecTHA)™
JlexcameTasoH JlekcameTa3zoH B/B Cuax (<),
nepopanbHO Crax (1),
AUC (11) st B/B, mepopaibHO
DnyTHKa30H @nyTrkasoH (uis  MHransuumii) —
MOBBIILIEHUE KOHLIEHTPALIMH (11
duyTHKa30H (HazanbHas ¢Gopma) —
noBbilieHHe KoHueHTpatuu (11)*°
MeTunnpeaHu3010H MeTunnpeiHu3onoH  (nepopaibHo)

Cmu(T'TT)’ AUC (TT)

MeTtuanpeHu3oNoH (B/B)
AUC(11)
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Knacesl npenaparon
M penaparbl

Oxuaaemblii/

KanunugEamensnmmiévhp e dc npaseuanus)

NOTeHUHAAbLHBLIH ekt MO
OTHOIIEHHIO K YPOBHIO nipenapara
(CM. CHOCKH)

Takponumyc Takponumyc (B/B) - MOBbILIEHHE
KoHueHTpauuu (1)
Takponumyc (nepopaibHo)
Camax (T1), AUC (11)"
Temcuponumyc Temcuponumyc (B/B)
Coax (11), AUC (11)*
DBepoaUMyC 2BepouMyc Crax (11), AUC (1111)* | He pekomenayeTcs Bo BpeMs U B TeueHHe 2 HeJelb
Cuponumyc Cuponumyc Crax (11), AUC (T111)* | nocne neyenuss urpakoHaszosioMm. TloBblllieH pUCK
(panaMuiimH) NOSIBICHMS HEXeNaTeNbHbIX peakiuit Ha
IBEPOJIUMYC/CHPOIIUMYC.
IIpenapaTbi, peryjiMpyloiine YpoBeHb JIHIHA0B
ATOpBacTaTHH AtopBacTaTHH Chax (<> - 11), IlpoTuBonokaszaHn BO BpeMsi U B TeueHue 2 Helelb
AUC(T-11) nocie JieYeHnus HMTPakoHa3onom. [loBbilieH pHCK
MOSIBJICHUS HeKeNaTelbHbIX  peakinii Ha
JIOBACTATHH/CUMBACTaTHH, TAaKUX Kak MHOMNATHS,
pabaomMuonMza M OTKJIOHEHMS  1aDOpPaTOPHBIX
napameTpoB (yHKLUH NEYEHH.
JlomuTanun Jlomuranui Coax (1111), [IpoTHBONOKA3aH BO BPEMsl M B TeueHue 2 Helelb
AUC(T111)? nociie JieyeHus uTpakoHaszosnom. [loBbiieH puck
- E R | NOSIBICHMS- - -HekKeJlaTeNbHbIX - PeakiHi- - Ha
JIOMUTAIM/L, TAKUX KaK NeYeHOYHas TOKCHYHOCTb M
TSDKEJIast KKy I04HO-KHIIeY Hasl peakKLHs.
JloBactaTuu JloBactatut Chax (1111), [IpoTuBONOKa3aH BO BpeMsi U B TeyeHHe 2 Helelb
AUC (1111 nocie JieueHHss WTpakoHa3ojoMm. [loBbilleH pHCK
CHMBacTaTHH CumsacTtatid Chax (1111), NOsABJICHUA HeXxenaTenbHbIX peakuuit Ha
AUC (1111 JIOBACTATHH/CUMBACTATHH, TAKUX Kak MHOMATHsA,

pabaoMHONM3a M OTKJIOHEHHS  J1abopaTOPHbIX

napaMeTpoB (PYHKLIUH MEYEHH.

HecTepoungle NPOTHBOBOCNA/IHTEJIbHBIC CPEACTBA

Menokcukam

Menokcukam Cnmx (ll)s AUC (l)

[IpuMeHATh € OCTOPOIKHOCTHIO, HaOMOaTh Ha
npeaMeT cHikeH#s 3 YeKTHBHOCTH MeOKCHKaMa,
MOXeT  noTpeboBaThCs  KOPpEKLMs  J103bl
MeJIOKCHKaMa.

PecniupaTtopHbie cpeicTBa

Canmerepos

Canmerepont Cpax (1), AUC (1111)

He pekomeHnayercs BO Bpemsi M 2 Helenu nocie

JieveHus  uTpakoHasojiom.  [loBblluen — pucK
MOSIBJACHHS HeXeNaTeNnbHbIX peaximn Ha
cajMeTepos®.

CeJieKTHBHbIE HHTHOMTOPBI 00PATHOTO 3aXBATA CEPOTOHHHA, TPHIHK/IHYECKHE H JIPYIHe aHTH/IeNPecCaHThbl

PebokceTuH
Beunadakcuu

PebokceTuH Cpax (<2),AUC (1)?
Bennadakcun Cpax (1), AUC (1)

[TpUMEHATL ¢  OCTOPOKHOCTBIO, HabmonaTh Ha
NpeaMeT MOSABICHUS HEeXKejlaTesbHbIX peakuui Ha
pebokcernH/Bennadakcut®, MoxeT norpedoBaThCs
CHIKeHHe 103 pebokceTHHa/BeHnadakcHHa.

YpoJsioruyeckue npena

paThbl

Aanadun

Asanadun Cuax (11), AUC (1111)"

[IpoTuBONOKasaH BO BpeMsi U B TeueHHe 2 Hejellb
nocsie JieueHus UTpakoHa3oioM. [ToBbIlIeH pHCK
NOSBJICHUS HEXenaTelbHbIX peakiuii Ha aBaHagu,
TAKWX KaK [pHANW3M, HApyLIEHHs 3PeHHA H
BHe3arHas noTeps ciyxa.

JlanokceTuH JanokcetHH Cax (1), AUC (1)* [TpoTHBONOKa3aH BO BpeMs W B TeueHHWe 2 Helelb
nocjie JieueHusi MTpakoHasosiom. [ToBbilieH pHCK
NOSBJICHUS HexXeJlaTesIbHbIX peakimii Ha
JIANOKCETHH,  TAKUX  Kak  OpPTOCTaTHuecKas
I'HIOTEH3Ms ¥ BU3YyasibHbie 3 dekTbl.
Jlapudenaunt Japudenaint Cpax (111), He pekomenmyercs BO Bpems M 2 HeIeln nocjie
AUC (T11-1111)* JeyeHus  UTpakoHazosnoM.  [losblieH  pucK
Bapnenadun Bapaenadun Cpax (11), AUC(1111)* | nosiBeHus HeXelaTesIbHbIX peakuui Ha

napvdenaumy/sBapaeHadui’.
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Knacesr npenaparos
H npenaparsbl

Oxunaemblii/

KanunuddimgrommiéHiap i {che Sipaseuanns)

noTeHUHaAbHbIH  YpdexT "To
OTHOLIEHHIO K YPOBHIO Npenapata
(CM. CHOCKH)

Jlyractepui Jlyracrepu - nospiieHue | IlpuMensTh ¢ OCTOPOXKHOCTBIO, HabioaaTh Ha
KOHLIEHTPaLMH (cTeneHb | MpeaMeET MOSBJIECHUS HEXeNaTelbHbIX peakunii Ha
Heu3BecTHa)“" YPOJIOTHYECKHE MPenaparhbl®, MOKeT noTpedoBaThes
WUmunadpenanmnn WUmunnapenanmn Chax (1), AUC (1) CHWXKEHHME  JI03bl  YPOJIOTHYECKOI0  mpernapara.
OkcubyTHHMH OkcnbyTHHHH - nosplmenue | Cneunduueckue  aeiicTBus  no  jyracrepuiy
KOHLEHTpaLmH (1)° yKa3aHbl B MHCTPYKLMH N0 €ro npuMmeHeHuto. Jlns
Cunzenapun Cunznenapun Cpax (11), cungeHaguia ¥ Tazanaduia cM. TakKxke pasiel
(apexTunbHas AUC (11-1111)° «Ocobble ykazaHusy.
JuchyHKLMs)
Tapanagun Tapanapun Cpax (1), AUC (11)
(’pexTuibHas
JIMCOYHKLHA U
JloOpokayecTBeHHas
runepriasus
npejcTare/ibHOMI
)KeJesbl)
Tontepoaun Tontepoaut Cpax (1-11),
AUC (11)*y nun co cnabbiM
metabonnsmom CYP2D6
Ynenadun . Vaenadpun Cax (1), AUC (11)2 » o e & o s i XS s e iy
De30TepoaHH ®e301epouH Chpax (17), AUC (11)* | IlpoTHBONOKa3aH nauMeHTaM C  HapylUeHHEM
(DYHKLIMM T1EYEeHH WM T04eK OT CcpeaHel 1o
TSKEJION CTENeH! TSHKECTH BO BPeMs M B TeueHue 2
Hezlesb NOCie NeYeHUsl UMTPakoHa30s10M. TToBbilieH
PHUCK TOSIBJICHHUS HEXKENATEJbHbIX peakuuii Ha
(esorepoany, TaKNX Kak TSDKEIbIe
aHtTuxonuHepruveckue dpdextor. lpumensrs ¢
OCTOPOMHOCTBIO Y APYIUX MalMeHToB: HabmoaaTh
Ha TpeAMET MOSABICHUS HEXenaTesbHbIX peakLunii
Ha (e30TeposIMH®, MOXKET NOTPedOBaTHCH CHUKEHHE
110361 (he3oTepoanHa.
Conudenauun Conudenaumn Cpay (1), AUC (11)* IlpoTBONOKa3aH nNalMeHTaM ¢ HapylIEHHEM

(YHKUMM  NOYEK THKENOH CTeneHu MM ¢
HapyLieHHeM (PYHKLMH NeYeHH OT CPe/IHei TAKECTH
JI0 TSOKENOH CTeNeHH BO BpeMs W B TeueHue 2
HeseNb nociie jeueHus urpakonasosom. [Tobiien
PHUCK TOSBJICHUS HEXKeNaTesibHbIX peakuuil Ha
conudeHalnt: aHTUXoNnHeprudeckue dpdexTsl u
nposioHrauus uutepsaia QT.

[IpUMEHATH € OCTOPOXKHOCTBLIO Y  JIPYIMX
nauueHToB, Hab0aTh Ha NpPEeIMeT TNOABICHHS
HeXeNaTeJIbHbIX PeakLnit Ha coNU(EHaHH®, MOKeT
noTpedoBaThCH CHUAKEHHE J103bl CONH(EHaLIMHA.

JIpyrue npenaparbl M JIeKapCTBEHHbIE CPeICTBA

ANUTPHTHHOWH AJNUTPUTHHOMH ITp¥MeHsTL €  OCTOPOXKHOCTBIO, Habaioaarth Ha
(nepopasibHO) Cmax (1), AUC (1) Npe/IMET TOABJIEHUS HEKENaTeNIbHbIX peakuui Ha
Kabepronun Kabepronun Cuax (11), AUC (11)* ANTUTPHTHHOMH/KabeproinH/kaHHabnomn b1/
KanHabunoubl Kanuabuom/ibl — noBblilieHHE LMHAKAILET, MOXKeT NnoTpefoBaTLCs CHHKEHHE /103
KOHLEHTPALIMH, CTeNneHb | ITUX Npenaparos’.
Heu3BecTHa, HO BepostHo (T1)"
[ [uHakanuer Llnnakanuer Cmax (11), AUC (11)*
Konxuumnn KonxuumnH Cpax (1), AUC (11)* [lpoTHBONOKa3aH mnalMEHTaM C  HapylIEHHEM

(DYHKIMH TOYEK WK MEUEHU BO BPEMSI H B TEUEHHE
2 Hemelb  TOCHE  JIGUEHHMS  MTPAKOHA30JIOM.
[ToBbIllIEH  PHCK  TMOSBJIEHHS  HEXKeJaTelbHbIX
peakuHii Ha KOJIXHMLMH: CHHKEHHE CepAevYHOro
BHIOpOCA, APUTMMM  cepiaua,  PecrupaTopHbIi
JIICTpECC M yruereHwe KocTHoro wmosra. He
pEKOMEHJIyeTCsl IPYIUM TMaLMeHTaM BO BpeMs U B
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M npenaparbi

Oxunaemslii/
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NOTEHUHANbHBIH  pdexT TIO
OTHOLLEHHIO K YPOBHIO Npenapara
(CM. CHOCKH)

TEYEHHEe 2 Hejlelib Noche JeueHus HTPAKOHA30JIOM.

(11), AUC (11)*

bonee BblpaxkeHHOEe MOBbILIEHHE
0XKHMIACTCS Y JIMIL CO CPEAHHUM WIIH
cnabbiM MeTaboNu3MOM
CYP2D6 IMs/PMs ~ u
0JIHOBPEMEHHOM
uuruouropa CYP2D6.

1npH
MPUMEHEHHH

[loBbllleH  pUCK  MOSIBIEHMS  HexKeaTesbHbIX
peakuHii Ha KOJIXHUMHS.
Dnuraycrar CYP2D6 EMs: Cyax 2amraycrara | [lpoTuBonokasaH nauMeHTam C  CHJIbHBIM

merabonusamom  CYP2D6  EMs, nosayuarommm
MOLIHBIA WK yMmepeHHbli uHrubutop CYP2D6, a
TAKXKE T[alMeHTaM CO CpPeIHMM Wi  ciabbiM
merabonuzmom CYP2D6 Bo Bpems u B TeueHue 2
HeJleNb Toc/Ie Tepanuu UTpaKkoHa3onoM. TlosbiieH
PUCK TMOSBJEHHS HEXeNaTelbHbIX peakuuii Ha
IUTIIyCTaT: MposioHrauns uHrepBasiioB PR, QTc
n/uim QRS, a Takxke cep/ieuHble apUTMHUH.
IIpUMEHATL ¢ OCTOPOKHOCTBIO Y JIHILL € CHJIbHBIM
metaboimsmom CYP2D6 EMs, nabmoparh Ha
NPEAMET MOSBICHUS HEXEeNaTelbHbIX peakuuii Ha
IUTIIYCTATS, MOMKET NOTPedOBaTHC CHIKEHHE
J103bl HJIMUIITyCTATA.

AJIKaOW/1bl CIOPbIHLH

AJIKanon bl
MOBLIIIEHHE

CIOPbIHbH =
KOHUEHTpaluH

.(crenenb HemspectHa)™?

IIpoTuBonokasansl BO BpeMs U B TeueHue 2 Helelb
1nociie JjiedyeHuss MTpakoHa3onoM. [ToBbileH pHCK
TIOSBACHHS HEXKEJIATE IbHbIX PEaKHHii HA AJTKAIO MBI
CMOPbIHbH, TAKKUX KaK 3ProTH3M (CM. TaKkKe pasze
«ITpOTHBOMHMIPEHO3HBIE CPEICTBAY).

["anantaMuH

IananraMut Cpax (1), AUC (1)

anMCHSITb C  OCTOPOXKHOCTHIO, Habnonarh  Ha
NPEAMET MOABJICHUA HEKeaTe/IbHbIX peakunﬁ Ha
raJJlaHTaMHHS, MOXKeT flO'l’pCGOBaTbCfl CHHIXCHHE
J03bl FaJIaHTAM HHA.

Ueakadrop

Hakadgrop Crax (11), AUC (111)

[lpumensaTe ¢ ocTOpOXHOCTBIO, HabmojaTh Ha
NpeAMET MOSBIEHUs HEXeNaTebHbIX peakiuii Ha
HBaKaTOP®, MOKET NOTPEOOBATLCS CHUIKEHHE 103bI
uBakadropa.

Jlymakadrop/
Meakadrop

Meaxkadrop Chax (11), AUC (11)"
Jlymakatop Cpax (<2), AUC (<)
MrpakoHaszon — cHuKeHHe
KOHLIEHTPALMH, CTENEHb
HEU3BECTHA, HO, BEPOATHO (| ] ])

He pekomenayercs B TeueHuwe 2 Hejesb J0, BO
BpeMsi M B TeueHWe 2 He/leNb NOCjie JICYEHHs
MTPAKOHA30JI0M. Bo3moxHo CHHKEHHE
d((EKTHBHOCTH MTPAaKOHA30/1a, BO3PACTAET PHCK
NOABJICHUS HEXeNlaTesIbHbIX peakiuif Ha
uBakagop®.

AHTATOHHCTBI PeuenTopoB Ba3onpeccHHa

Kounusanran/
Tonsanran

KonuBantad Cpa (11), AUC (1111)
Tonsantad Cimax (11), AUC (111)"

He pekomenjyercs Bo Bpemsi M 2 Helen nocne
JieueHns  uTpakoHasonoMm.  [loBbilieH  pHCK
NOSIBJICHHUSI HEXKeNIaTeNbHbIX peakiuii Ha
KOHHMBANTAH/TOJIBANTAH®,

Mo3aBanran

Mo3sasantan Cpax (1), AUC (11)

[IpuMenaTs ¢ ocTOpoXHOCTBIO, HabmonaTh Ha
NpeMET MOSBJIEHHs HEXeNaTelbHbIX peakluil Ha
MO3aBanTaH®, MOXeT noTpedoBaThCA CHMKEHHE
J103bl MO3aBanTaHa.

IMpumeuanne

Cpeonee nogviuienue KoHyeHmpayuu:

1: <100 % (<2 pa3);

11: 100 - 400 % (>2 pa3 u <5 pa3);
111°400-900 % (=5 pa3 u <10 pa3);

T111: 210 pas.

Cpe()nee CHUMCCHUE Konyenmpauuu:

11 <40 %;

111 40-80 %;

11> 80 %.
Omcymcmeue sppekma:
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Jins onucanus dddexra (cpenHss KONOHKA) yKa3aHO Ha3BgHHWE MCXOAHONEAGKARSTASHHOTQ M?EE‘SE@}'“: eclii

3 PeKkT OTHOCHTCS K aKTHBHOMY KOMIOHEHTY HJIH aKTHBHOM
a. Jlus npenapatoB co cTpejkaMH B ckoOKax OlleHKa OCHOBaHa Ha MEXaHW3MeE JIEKapCTBEHHBIX B3aHMOICHCTBHIH M
MHQOPMALMH O KJIMHHYECKNX JIEKAPCTBEHHBIX B3aUMOAEHCTBMAX C KETOKOHA30JOM WM JAPYTMMH MOILHBIMH
unruouropamu CYP3A4 w/unn unruburopamu P-rimkonporenna wiy BCRP, a takke Ha 1aHHBIX MOAETHPOBAHUS,
KJIMHUYECKHX CJIy4aeB W/ WM IKCTIEPUMEHTOB in vifro. JIns Apyrux nepevynciieHHbIX MpenapaToB OLeHKa OCHOBaHA Ha
JIAHHBIX KJIMHHYECKHUX JIEKapPCTBEHHbIX B3aMMOACHCTBHIA npenapara ¢ HTPaKOHA30JI0M.

b. TlapameTpbl (JapMaKOKMHETHKH HE YCTAHOBJICHbI.

c. CasizaHHbIe C MpPENapaToM HEKeNaTe/ibHble JEKApPCTBEHHbIE PEAKLMH [PEACTABIEHbI B COOTBETCTBYIOLICH
MHCTPYKLIMH 110 IPHMEHEHHMIO.

Jemu

.HCKapCTBCHHble B3aUMO/ICHCTBUS M3YUYCHLI TOJIBKO Y B3POCJIBIX.

Ocobble ykazanus

Bausinue na oessimeavbnocms cepoya: B UCCIE0BAaHUM HA 3/I0POBbLIX J1I00pPOBOJIBIIAX HTPAKOHA30J1a
JUISl BHYTPUBEHHOTO BBEJICHUSI OTMEYAIOCh Ipexo/isiiee 0ECCHMIITOMHOE YMeHbIeHHe (paKiuu
BbIOpOCa JIEBOro JKEIy/0uKa, HOpMallM3oBaBiieecs J0 cheayiomed wuuHdy3uu npenapara.
- Kiiubndeckdas 3HaYMMOCTb NOJYYEHHBIX JaHHBIX JUIS TIEPOPAIBHBIX JICKAPCTBEHHBLIX (opm’
HEU3BECTHA.

Wrpakonaszon obnajaer orpuuaresibHbIM HHOTpONHbIM 3ddektoMm. Coobmianoch o ciydasx
XPOHUYECKOH Cep/IeUHON HEI0OCTATOYHOCTH, CBSA3aHHBIX € IPHEMOM WTpakoHazosa. [Ipu cyrounoi
nose 400 wmr wrpakoHasona Habmojanock Oojiee  YacToe BO3HMKHOBEHHE CepJIEUHOM
HEJIOCTATOYHOCTH; TIPH MEHBIIMX CYTOYHBIX JI03aX TAKOH 3aKOHOMEPHOCTH BBISBICHO HE ObLIO.
Puck  BO3HMKHOBEHHMSI XPOHMYECKOH CEpJICUYHONH  HEIOCTATOYHOCTH, IPEATOJIOKUTEIbHO,
MPONOPLUMOHATIEH CYTOUHOH ji03e. WMTpakoHazon He cieayeT NpHHUMATh NallMeHTaM ¢
XPOHHUYECKON CEepJCYHON HEJIOCTATOYHOCTBIO MM C HAJIUYMEM 93TOT0 CHMIITOMOKOMILIEKCA B
aHaMHe3se, 3a MCKJIIOYEHHMEM CJIyyaeB, KOrjila BO3MOJKHAs I110Jib3a 3HAYUTENILHO IIPEBBIIIACT
NMOTEHIHAIbHBIA pUcK. [TpU WHAMBHIYaNbHON OLEHKE COOTHOILIEHMS IMOJIb3bI H PHCKA CIE/yeT
NPUHUMATL BO BHUMaHWe Takue (pakTopbl, Kak CEpbe3HOCTb MOKa3aHWi, PEKUM JIO3UPOBAHUS H
WH/IMBUIyaJIbHBIE (DaKTOPBI pHCKa BO3HHUKHOBEHHUS CEPJICUHOM HEJAOCTATOYHOCTH (HIIEeMHYecKas
Oosne3nb cep/na, [OpaXKEeHUs KJIanaHoB, OOCTPYKTHBHbIC OOJIE3HM JIETKHX, [OYeyHas
HEJIOCTATOYHOCTh M JIpyrHe 3aboJieBaHMsl, CONPOBONKIAIONIMECS OTeKamMH). Takux MalueHTOB
HeoOX0/IMMO  TPOMH(OPMHPOBATL O NPU3HAKAX M CHMITOMAaxX XPOHHYECKOH CepAeqHOM
HEJIOCTATOYHOCTH W CJICJIMTH 3a MX [OSIBJICHHEM BO BpeMsi Kypca JieyeHnus. llpu nosisieHun
110I0OHBIX TPU3HAKOB IPUEM HTPAKOHA30J1a HEOOXO0IMMO TPEKPATHTh.

VYrpoxkaroiue KH3HH apUTMHU Cep/illa W/MITW BHE3alHasi CMEPTh OTMEUYAIMCh Y MalluEeHTOB IPH
0JIHOBPEMEHHOM ITPUMEHEHHH METAJIOHA.

biiokatopbl KalbIIHEBBIX KaHAJIOB MOTYT 00/ajaTh OTPHIATENLHBIM HHOTPONHBIM S deKTom,

KOTOPBIH MOXET ObITh aJUIMTHBHBIM 110 OTHOLIEHUIO K 3¢ ¢dekTy urpakonaszona. Kpome rtoro,

29




COOTBETCTBYET KCNEPTHOMY OTYETY
ot 25.12.2023 N= 27041
MTPakoHa30J MoXeT HWHrHOMpoBath Mertabofiusm  Oiox&EnoposuvikalidiHedBiX3 3 KaHalos.

CrneloBaresibHO, CJIEAYET TPOSABIATH OCTOPOXKHOCTH TPH  O/IHOBPEMEHHOM  IIPHMEHCHHH
WTPaKOHa30/1a ¥ GJIOKATOPOB KAILIMEBBIX KAHAJIOB W3-3a MOBBIICHUS PUCKA 3aCTORHOM cep/ievHOH
HEJIOCTATOYHOCTH.

Jlekapcmeennvie  63aumo0etcmeus.  OJIHOBPEMEHHBIH  MPUEM  HEKOTOPBIX  JICKAPCTBEHHbIX

[pernapaToB ¢ UTPAKOHA30JI0M MOXKET IPUBECTH K M3MCHCHHIO B Bq)(bCKT‘HBHOCTH HTpaKOHa3oJia

W/MITH OJTHOBPEMEHHO ITPUMEHSAEMbIX JICKApPCTBEHHBIX 1IPENapaToB, BOSHUKHOBEHHIO ONACHBIX JUIs
KM3HK 10OOYHBIX peakiidi u/uin BHe3anHoW cmeptu. lIpenaparel, KOTOpbIE HEMb3s NPUHUMATDH
0JIHOBPEMEHHO C MTPAKOHA30JI0M, HE PEKOMEH/I0BAHHBIE [UISl O/THOBPEMEHHOIO NPHMEHEHUS H/HIIH
PEKOMEH/IOBAHHBIC JUIsi OJJHOBPEMEHHOIO IMPHUMEHEHHsI ¢ MTPAKOHA30JI0M € OCTOPOKHOCTHIO,
nepevyrciieHbl B pasjene «B3aumoelcTBre ¢ JIpYTUMH JIEKAPCTBEHHBIMU CPE/ICTBAMMK Y.
llepexkpecmuas  cunepyyecmeumenbHoCmb: JaHHbIC B OTHOIIEHHH HAJIMYUs T1€PEKPECTHOM
FHIEPUYYBCTBUTEIBHOCTH MEXKYy MTPAKOHA30JIOM H JIPYTUMH ITPOTHBOIPUOKOBBIMH CPEJICTBAMH €
a30JBHOM CTPYKTYpOH (M3 rpymiibl a30j108) orpaHvucHsl. [Tpu HaMuuu runepyyBCTBUTETLHOCTH K
JIPYTHM a30J1aM CIIEyeT ¢ OCTOPOIKHOCTBIO Ha3HA4YaTh UTPAKOHA30JI.

Bzaumosamensemocmsb: HE PEKOMEHJYETCS B3aUMO3aMEHSIEMOE IPUMEHEHME HTpakoHas3ojla B
(¢opme Karcyn W MTpakoHa3ojsa B (opme pacTBOpa Juis IpuemMa BHYTPb, BBHIY TOTO, 4TO
9KCITO3MIIMS HTPAKOHA30J1a BBILIE IIPU UCIIOJIb30BAHUH €ro B (hopMe pacTBOpa JUis TPUEMa BHYTPb,
yeM B (hopMme Kancy, Jaxe IpH MprueMe 0/IMHAKOBBIX /103 MTPAKOHA301a.

Crudicennas KUcIomnocme JHCeayo004no20 coka. pu CHUKEHHOH KMCIIOTHOCTH JKeJIyJIOYHOT0 COKa
abcopOuusi UTpakoHa3zoia W3 Karcyi Hapymaercs. [lanueHTtam co CHMIKEHHOH KHMCIIOTHOCTBIO
HKEJTYIOYHOTO COKa BCIIEACTBHE 3aboneBaHusi (HanpuMep, y MAlMEHTOB C axJIOPruipuen) WM
BCJICJICTBHE IIpUEMa JIEKapCTBEHHBIX IIpenaparoB (Hanpumep, JIEKApCTBEHHbIX —CPEJICTB,
MOJABJISIIOIIMX HKEJIYJOUYHYIO CEKPEIHUIO) PEKOMEH/lyeTCs NPHHUMaTh MTPAKOHA30Jl B KarcyJax
OJIHOBPEMEHHO C KHCIBIMM HanmMTKaMM (TaKMMM Kak Hejauerwyeckas kosa). Cuexyer
KOHTPOJIMPOBATH MPOTHBOIPUOKOBYIO aKTHBHOCTD IIperapara ¥ yBeJIMYMBATh /103y UTPAaKOHA30I1a
Npyu HEOOXOAUMOCTH.

Buusinue na ¢pynkyuro nevenu: B OYEHb PEIAKMUX CiydasX IPH TPUMEHEHHH HWTPaKOHa30Ja
pa3BUBAIOCH TSKEIOE TOKCHUYECKOE MOpaKEHHE TNMEYEHM, BKJIIOYAs HECKOJIBKO CIIy4YaeB OCTPOH
MEYEHOUHOH HEJIOCTATOYHOCTH C JICTAIBHBIM UCXO0I0M. B GOJIBIIMHCTBE Clly4aeB 3TO IPOUCXOIHIIO
C MalMEHTaMH, Y KOTOPBIX YK€ HMEJIUCH 3a00JIeBaHUs IICUCHH, Y NALUEHTOB C JIDYTHMH TSHKEIbIMH
3a00JIeBaHUSIMH, KOTOPLIM IIpenapar Obll Ha3HAueH JUls JEYCHMs CHCTEMHBbIX 3abosieBaHMM, a
TAK)Ke y TMAlMeHTOB, TMOJYyYaBHIMX JIpyrHe JIeKapCTBEHHBbIE Cpe/icTBa, obiajarolime
renaToToOKCHYeCKUM JielcTBHeM. OJIHAKO y HEKOTOPLIX MAlMEHTOB HE ObUIO CONYTCTBYIONIMX

3a00/1€BaHUl MM OYEBHM/IHBIX (DAKTOPOB PHCKAa B OTHOIICHWHM nopaxenus nedeHu. Heckoibko
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TaKMX CJTy4aeB BO3HUKIIM B IIEPBBIH Mecsll Teparuy, a HekoTopideepueps e Hediia 38d¢uus. B

CBS3U C ITHM PEKOMEHJIYETCS PEryJispHO KOHTPOJMpPOBaTh (YHKIMIO TEUEHH Y MaIlMeHTOB,
NOJIYHalONIMX TEPAITUIO UTPAKOHA30J10M. B ciryuae BOZHUKHOBEHUS CHMITTOMOB, MPEJINoJiaraionimx
BO3HMKHOBEHHE TI'€laTUTa, @ UMEHHO aHOPEKCHH, TOIHOTHI, PBOTHI, ciabocTu, 6O B KHUBOTE U
MOTEMHEHHUS! MOYH, HEOOXOMMO HEME/UICHHO TNPEKPATUTH JICYEHHE W TPOBECTH HCCIIC/I0BAHUE
Gynkuun  neyenu. IlammentaM ¢  NOBBILIGHHOW AKTHBHOCTBIO [1€YEHOYHBIX (JEPMEHTOB,
3a00/1€BaHHEM T1€YEHH B AKTHBHOM (ha3e MIIH ITPH NEPEHECEHHOM TOKCHYECKOM TOPAKEHUH TICUECHH
BCJICJICTBHE [IPHEMA JIPYTHX IIPENapaToB He CiIeAyeT Ha3HavaTh jeueHue npenapatom Upyuun®, 3a
UCKIIIOYECHHEM TEX CIIy4aeB, KOIJla OKMJaeMas 10J1b3a ONPaB/IbIBACT PUCK MOPAXKEHUS NEUCHH.
Pexomenjtyercst n1poBoanTh Hab/lojieHHe 3a ypoBHeM J1abOpaTtopHBIX NapaMeTpoB (yHKIMH
NEYCHH Yy MALKEHTOB C YK€ HUMEIOIIMMCS HapylleHHeM (YHKIWH TICYEHH HJIM MallHeHTOB, Y
KOTOPBIX OTMEYAIHCh MPOABICHHS I'€NaTOTOKCHYHOCTH JIPYIMX JICKAPCTBEHHBIX CPEJICTB.
WtpakoHason npenMyIecTBEHHO MeTaboiu3upyercss B nedeHd. [1OCKOIbLKY y TNalMEeHTOB ¢
HapylmieHHsIMH ™ QYHKIMA NEUeRn NONHLIH TIeprHoJ( MOJNYBBBEACHHS WTPAKOHA30J1a HECKOIBKO -
YBEIIMYCH, PEKOMEH/Iy€TCsl OCYIIECTRIISTHL KOHTPOJIL KOHIIEHTPAIMi HTPAKOHA3071a B [JIa3Me U IIPH
HEOOX0/IMMOCTH KOPPEKTHPOBATS JI03Y Ipernapara.

Hapywenus gpynxkyuu novex: nannpie 1no npuMEHEHHIO Mpernapara y NallMeHTOB ¢ HapyIIeHHSIMHA
(yHKIMH 1104EK OrpaHMYEHbI, Y HEKOTOPHIX MALMEHTOB C HEAOCTATOYHOCTHIO (YHKIHH T0YEK
SKCIO3HIIMSA HTPaKOHa30la MoOXer ObiTh noHwxkena. I[lostoMy Ttakum naumwentam crejuyer
Ha3Ha4yaTh Mpenapar ¢ OCTOPOIKHOCTHIO.

Pexomenjtyercss  ocymiecTsisTh  KOHTPOJIb KOHIEGHTPAUMii MTPAkoHa3oia B IUla3Me M IIpH
HEOOXO0IMMOCTH KOPPEKTHPOBATH JI03Y IIperapara.

Hayuenmol ¢ ummynooeuyumom: GMONOCTYITHOCTH HTPAKOHA30JA TIPH NEPOPATLHOM HpHEME
MOJKET OBITb CHHIKEHA y HEKOTOPBIX MAIMEHTOB C HAPYIICHHBIM HMMYHHMTETOM, HANpPHMeEp, y
NAlMEHTOB ¢ HelTponenuei, namwentos co CIIMJ/lom wam mepenecmmx onepamuio 1o
TpaHCIJIaHTallMK opranoB. Takum 0Opasom, J103a JI0JDKHA ObITh CKOPPEKTHPOBAHA B 3aBUCHMOCTH
OT KJIMHHYECKOH KapTUHBI Y 9TOH I'PyTIbl MAIMEHTOB.

layuenmor ¢ cucmemmuvimu 2pubKOGHIMU  UHPEKYUAMU, NPEOCMAGIAIOUUMU  YePO3Y  IHCUZHU:
BCJIeICTBHE  (JapMAKOKMHETHYECKMX XapaKTepucTHK (cM. mojpaszaen «DapMakoOKHHETHKa»)
npenapara MpyHuu®, kancyibl, e€ro npUMEHEHHWE HE pPEKOMEHJIyeTcs JUIs Hauyaia JICYCHWs
CHUCTEMHBIX MUKO30B, IPEJICTABISIONIUX YIPO3Y JKU3HH I1AlIMEHTOB.

Ilayuenmor co CIIH/Jom: nedammii Bpad JA0/DKEH OIEHHMThL HEOOXOAMMOCTh Ha3HAYCHHS
nouiepkuBatomiei repanui y BUY-unpunuposannbix nanuentos, umeromux CITU]L, y koTopbix
CYIIECTBYET PUCK PEIM/IABA, paHee MOJIyYaBIIUM JICUEHHE 10 TNOBOJY CHCTEMHBIX IPHOKOBBIX

UHpeKIui.
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Ipumenenue 6 neouampuyieckou npakmuke: TOCKOJIbKY KinibreorawaddHhikdd ApEdeHeHIN

UTPAKOHA30J1a y JIeTeH HeJ0CTaTOuHO, PEKOMEHJIyeTCsl Ha3HauyaTh Ipenapar JIeTsSM TOJIbKO B
cilyyae, eCJiM BO3MOXKHAS 110J1b3a OT JICUCHHS 1TPEBbBIIIACT MOTEHIHAIBHBIA PHCK.

JKenwgunam  0emopoono2o  6ospacma, TpUHAMAOIUM npenapat  Mpynun®, HeoOXoauMo
UCII0JIB30BATh aJIeKBAaTHLIE METO/IbI KOHTPALICIIIIMK HA MPOTSHKEHUH BCETO Kypca JICUEHHs BILIOTh
JIO HACTYTUICHHS 11€PBOH MEHCTPYAIMH 11OCIIE €ro 3aBEePIICHMSL.

Jleuenue ciedyem npekpamume TP BO3HMKHOBEHUH Nepupepuueckoid HEHponaTuu, KOTopas
MOXET OBbITh CBSI3aHA C IIPHEMOM KaricyJ1 nipernapara Upyuun®.

Ilepexpecmuas pezucmenmuocms. TIPU CHCTEMHBIX KaHJIM/103aX, [PE/IIT0J0KUTEILHO BbI3BAHHBIX
(uykoHasosn-pe3sucTeHTHbIMH mTaMmMamu Candida, nenb3si NpeanoaoKuTh YyBCTBUTEILHOCTD K
UTPAKOHA30ITy, CJICJ0BATE/ILHO, PEKOMEH/YETCS MPOBEPUTH YyBCTBHTEILHOCTL MEPE/l HA4alioM
Tepanii HTPAKOHA30JIOM.

Ilayuenmul nodxcunoeo 6o3pacma: AaHHbIE 110 IPUMEHEHUIO HTPAKOHA30J1a Y MAIMCHTOB 110KUIIOT0
" BO3pacTa orpannyenbl. PekoMeHyeTCs Ha3HA4aTh npetapar ToAbKO B Cliydae, eCly BO3MOXKAAs
0JIb3a OT JICUCHHs IIPEBBITIACT MOTEHIIHAIbHbIH PUCK.

B nenom pekomenjyercs npu noadope a03bl JUls MAIMEHTOB TMOXKKUIOIO Bo3pacta 0OpaTHTh
BHUMaHHE HA 4YacTOTY CHH)KEHHUs (DYHKIIMH IEYEHH, TOYEK, Cep/IeYHO-COCYAMCTOH CHCTEMBbI H
COIYTCTBYIOIMIMX 3a00JIeBaHUH WM JIPYTOH JIEKApCTBEHHOH Teparuu.

llomeps cnyxa: coodmAIoOCL O BPEMEHHOH WM CTOHKOH rotepe ciayxa y [allUueHTOB,
NPUHUMAIONIMX MTPAaKoHa30Jl. B HEKOTOPLIX ciywasx MoTeps ciyxa Hpoucxojauia Ha (oxe
0JIHOBPEMEHHOI'0 NpHeMa ¢ XUHUMHOM (cM. paszensl «IIpotuBonokaszanus» u « Bzaumojeiicrsue
C JIpyTMMH JIEKapCTBEHHBIMH cpecTBaMmu»). CiryX 0ObIYHO BOCCTAHABIMBAETCS 110C/IE OKOHYAHUS
TEpaniy HTPAKOHA30JI0M, OJIHAKO Y HEKOTOPLIX MALlMEHTOB MOTEpPs CIyXa HeoOpaTuMma.
Myxrosucyuoos (kucmosnvii pubpo3s): y nalMeHToB ¢ MyKOBHCIIHI030M (KHCTO3HBIM (hubpo3om)
Habmonanace BapHabe/IbHOCTh KOHIICGHTPAIMH HTPAKOHA30J1a B IJIa3Me KPOBH TPH NPHMEHCHUH
UTpaKoHas3osna B (opme pactBopa Juls mpHema BHYTPb B j0o3e 2.5 Mr/kr 2 pasa B cyTku. Kax
CIIE/ICTBHE, TEPAlIeBTHYECKAs! PABHOBECHAsI KOHIIEHTPAIIUsl HTPAKOHA30J1a B IJIa3Me KPOBH MOXKET
He JlocTurarbes. PaBHOBecHbIEe KOHIIGHTpaluu >250 Hr/Ma jgocturanuck npubimsurensio y 50 %
nanMeHToB crapuie 16 JeT U He JIOCTUTraauch HU Y OJHOro namuenra miaame 16 ner. Ilpu
OTCYTCTBHM OTBeTa Ha Tepanuio npenapatom MWpyHun®, kancyibl, cleayeT paccMOTpeTh
BO3MOXHOCTB MIEPEX0/1a Ha aJIbTEPHATHBHYIO TEPaIuio.

Cnocobnocme Kk 3auamuio. B MCCIEJIOBAHMSX Ha JKMBOTHBIX OTMEYalach PenpojyKTHBHas

TOKCHYHOCTb HTPAKOHA30J1a.
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THBIMH cpejtexBamuyMeX I avnG )

UccnenoBanus 1o W3YUCHHIO BIIMSIHUA UTPAKOHA30J1a Ha CIocoOHOCTD YHOpaBpiATh TPAHCIIOPTHBIMH

cpejcTBaMu M paboTaTh ¢ TEXHHKOH He mpoBojawinch. HeoOXxoaumo npuHuMaTh BO BHUMaHHe

BO3MOYKHOCTb BO3HMKHOBEHHs TOOOYHBIX peaKunﬁ. TaKAUX KakK T'OJIOBOKPYKCHHEC, HApPYUICHUE

3peHus U noreps ciyxa (em. «[lobounoe peiictsuer). [Ipu nossieHnn onucanHbIX HEXKENATEIBHBIX

pea[cuuﬁ CICAYET BO3JICPKATHCA OT BBINTOJIHCHUSA YKa3aHHBIX BUJIOB JACATCIILHOCTH.

®opma BbINyCKA

Kancyiner, 100 mr.

ITo 5, 6, 7, 10, 14 wnu 15 kancyn nomemarT B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IJICHKH

OJIMBUHMJIXJIOPUIHOM CBETO3AMIMTHON U (DOJTBIM AIIOMHUHHEBON MIEUaTHOM JIaKHPOBAHHOM.

1,2, 3 uiau 4 KOHTYpHbBIE STYEHKOBbIE YIIAKOBKH BMECTE ¢ MHCTPYKIIMEH 110 IPUMEHEHHIO TIOMEIAIOT

B 124Ky M3 KapToHA.

YciioBusi XpaHeHust
[Tpu remneparype He Bbie 25 °C.

XpaHuTh B HEJIOCTYITHOM JUIs JIeTei MecTe.

Cpoxk roanoctTn

3 roja.

He IPUMEHSATH 110 HCTECYCHUH CPOKaA I'OJTHOCTH.

YcioBus 0TIYyCKA

OTnyckaroT 1o peuenty.

IlpousBoaurenn

AO «BEPODAPM»

Aopec npoussoocmea: Poccus, 308013, r. benropon, yi. Pabouas, . 14.

Teun.: (4722) 21-32-26; daxc: (4722) 21-34-71.

Baajaenen permerpanuonnHoro yaocropepenus/Opranmsanusi, NPHHHMAKOIAS TPeTEH3HH

norpeduTesIeH

AO «BEPOD®APM»

Poccus, 115088, r. Mocksa, 2-ii IOxuomoproBbii poess, 1. 18, crp. 9, srax 2.

Ten: +7 (495) 797-57-37
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E-mail: info@veropharm.ru

https://veropharm.ru
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