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MU HMCTEPCTBO 3[IPABOOXPAHEHHUS POCCUNCKON ®EJIEPALIUN

VHCTPYKLIUS

T10 MEJTUIIMHCKOMY IPUMEHEHUIO JIEKAPCTERHHIPAICOBAH O

MUHHUCTEPCTBOM 3[IPABOOXPAHEHUSA

Opynuran® PECIIYBJINKY BEJIAPYChH
IIpuxas MuHucTepcTBa 3/paBOOXPaHEHHA
Perucrpanuonnsrii Homep — IT N013888/01 Pecnry6nukn Benapycs
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MexnaynapoaHoe HenareHToBanHoe HazBanue (MHH) - utpaxonason

®

Toprosoe HazBanue - OpyHra

JlexapcTBeHnnast popma — Karcy bl

CocTtas

HeiicTByrolnee BemecTBO: uTpakonason — 100 mr;

BcnomorarenpHble BemiecTBa: caxapHsle cdepbl — 25-30 Mem (COCTOSIIME M3 Caxaposbl,
Kpaxmaljla KyKypy3HOro ¥ BOAb! OUHINEHHOIT)-192,0 Mr, runpomertiosa 2910 5 mIlaxc — 150,0
Mr, makporon 20000 — 18,0 mr.

O6omnouka Kamcyn: xenatuH — 93,2 mr, xpacurtens tutada auwoxcupa (E171) — 2,8 wr,

Kpacurens naaurokapmul (E132) — gocrarounoe xonuyecTso, Kpacutens azopyoun (E122) —

A0CTAaTOYHOEC KOJIMICCTBO.

Onucanue

TBepasie xkenaturoBEIE Kancyisl Ne 0, cocTosiiue u3 npo3pavyHoro KopIryca po3oBOro 1iBeTa
¥ HEMNpO3payHoi Kphlmeuky roxyboro nsera. CoaepxuMoe Karncyia — MEUIETHl KPEMOBOTO
BETA.

@apMakoTepaneBTHYECKAs IPynIa

IIpotuBorpu6xoBOE CPeICTBO.
Kox ATX J02ACO02
®apmakoJiornyecKune cBoicTea

Dapmakoounamuxa

OpyHran® — CHHTETHYECKOE MPOTUBOIPHOKOBOE CPEACTBO IIMPOKOTO CIIEKTpa
HAECHCTBHS, cojJepxallee WTPaKOHa30Jl, MPOU3BOIHOE Tpuasona. MexaHusM [OelcTBUSA
UTPaKOHA30Jla 3aKJIIOYAeTCs B MHIHOMpOBaHMM OMOCHHTE3a 3Procrepojia — OCHOBHOTO

KOMIIOHEHTa KJIETOYHOM MeMOpansl rpuba, ydacTBYIOIIEro B IOIJIEPKAHHM CTPYKTYpPHOM

Hannaa eepcus uncmpyxkyuu deticmeumenvra ¢ 23.05.2019




H‘D F:E %F‘JI’!HHLT
6 3 5 ‘E - 2 U ‘E 8 %*p:xz‘:a:

e

UENOoCTHOCTH MeMOpaHbl. Hapymenme cuHTE3a 9procTépoiia I[PUBOAMT K HM3MEHEHHIO

NPOHMUAEMOCTH MEMODaHbI M JIM3UCY KIETKH, YTO W O6YCIaBIMBAET IPOTHBOIPHOKOBKIi

s dexT npenapara.

M TpakoHa307T akTUBEH B OTHOIIEHUM MHMDEKIMIA, BHI3BIBAEMBIX rpubamu:

Candida spp. (Bxmovas Candida albicans, Candida tropicalis, Candida parapsilosis n

Candida dubliniensis), Aspergillus spp., Blastomyces dermatitidis, Cladosporium spp.,

Coccidioides immitis, Cryptococcus neoformans, Geotrichum spp., Histoplasma spp.,

Bkmovas H. capsulatum, Paracoccidioides brasiliensis, Penicillium marneffei,

Sporothrix schenckii u Trichosporon spp. Utpakona3sos Taxxe 110xa3aa aKTHBHOCTE B

oTHomeHuH Epidermophyton floccosum, Fonsecaea spp., Malassezia spp.,

Microsporum spp., Pseudallescheria boydii, T richophyton spp. 1 IPYTHX IPOXKEBBIX

¥ TPUOKOBBIX MH(EKIUIL.

Candida  krusei, Candida glabrata w Candida tropicalis ABISIOTCA HauMeHee
IYyBCTBUTC/IBHBEIMM K IEUCTBUIO WTpakoHazona Bumamu Candida. In vitro pox Candida
HECKOJIBKO 30 TMPOBAHHO 10K23bIBANI OJJHO3HAIHYIO PEIUCTEHTHOCTE K MTPAKOHA3OIY.
OcHOBHBIMY THIIaM¥ IPUGOB, PA3BUTHE KOTOPHIX HE TIOABILIETCS HTPAKOHA30JIOM, SBISIOTCS
Zygomyces (Rhizopus spp., Rhizomucor spp., Mucor spp. u Absidia spp.), Fusarium spp.,
Scedosporium spp. u Scopulariopsis spp;

YCTOMYMBOCTE K a301aMm pa3BUBACTCS MEIEHHO M YACTO SBISCTCS pe3ynbTaTom
HECKOJIBKHX TEHETHYECKHX MyTalui. ONNCaHHBIE MEXaHM3MBI Pa3BUTHS YCTORYMBOCTH
BKIIIOYAIOT B cebs runepakcnpeccuio rena ERG1 1, Koqupyromero ¢pepmeHT 140-nemMeTnnasy,
KOTOPBIN SBJIAETCS OCHOBHON MWIIECHBIO HEACTBHS a30]10B, ¥ TOuCYHEIE MyTanuu ERG11,
TPHUBOLAIINE K YMEHBUICHUIO CBA3HIBAHHS (EPMEHTOB ¢ a30MaMH W/HIM K AKTHBALUH
TPAHCIIOPTHBIX CHCTEM, 9TO NPUBOIAMT K YBETHYEHHMIO BbIBENEHMs a3070B. Habmonaracs
llepeKpecTHas ycToitunsocts Candida spp. K peniapaTaM rpyIis! 2307108, XOTS YCTOHYMBOCTE
K OIHOMY IIpEmapaTy 3TOH Ipymnbl He 00S3aTENbHO 03HAYACT HATUYHE YCTOMYMBOCTH K
APyrMM ImpemnapaTaM rpynnsl a3onoB. Coo6Ianocs 0 mrrammax Aspergillus fumigates,

YCTOHYHMBBIX K UTPAKOHA30Ty.

Dapmaxokunemuxa

MakcuManbHas KOHIIEHTpamys UTPAKOHA30J1a B I1J1a3M€ JOCTUraeTCA B TEUEHHE 2—5 Y mocite
TICPOPAILHOTrO  npueMa.  BCNEACTBME HENMMHEWHON  (apMaKOKUHETHKY UTPAKOHA30JI
HaKalMBaeTCs B IJIa3Me KPOBM IPH MHOTOKPaTHOM HpueMe. PaBHoBecHas KOHIIEHTpAIUs
MTPaKOHa3oJia, KaK IPaBuilo, JOCTUIAETCS B TEYEHHE IPUMEPHO 15 nHei, IIpH 9TOM 3HAYEHHUS

Hannas sepcus uncmpyryuu desicmeumensua ¢ 23.05.2019




HO PB
6351 -2018 5

MaKkCUMaIbHOU KOHUEHTpauuH (Cmax) UTpakoHasona cocrasisioT 0,5 mMxr/mm, 1,1 MKr/mi u

PP 1

=S

2,0 MKI/MJI COOTBETCTBEHHO IIOCIIE IEPOpabHOrO BBefeHus 100 Mr 1 pas B nens, 200 mr 1 pas
B ieHb, 200 Mr 2 pasa B 1enb. KoHeunbIit nepuo nosyBrIBeIeHUsT 0OLIMHO cocTaBiseT 16—28
9 IIpY OIHOKPATHOM npueMe M 3442 4 0pu MHOrOKpaTHOM Inpueme. KoHueHTpanms
UTpaKoHa30Jia B IUIA3ME KPOBH CHYMIKAETCS [0 IPAaKTUYECKHM HEONpPENEIIeMOro 3HAYECHUS B
Te4eHue 7—14 mHeHd I0Cie NPEKpaIeHys Tepalky B 3aBUCHMOCTH OT HA3HAYEHHOH O3B! 1
TIPOJIOIDKATENBHOCTH JIeyeHus. Ob1uee cpeiHee 3HaYCHHUE KIMPEHCA HTPAKOHA30JIA B ILTA3ME
TIpH BHYTPUBCHHOM BBE/ICHAH COCTABIACT 278 Mi/mMun. KitmpeHc utpakoHa3ona yMeHbIaeTcs

1pu 6os1ee BEICOKMX 034X B CBA3M C HACBHIEHHEM IyTe#d ero MeTaboNu3alKy B II€YCHY.
Abcopbyusn

Wrpaxkonason 6bictpo abcopbupyercs mocme mpuema BHYTpb. MakcUMabHEIE
KOHIEHTPALMK HEN3MEHEHHOI'0 UTPAKOHA30/1a B IJJa3Me JJOCTUTAIOTCS B TEYEHHUE 2 - 5 4 rocIe
[IEPOPaILHOr0  NpHeMa Kamncyisl. AG6ComoTHas OGHOLOCTYNHOCTh WTPAKOHA301a IOCIE
TIEPOPaJIbHOro  mpueMa COCTaBlsgeT oxomo 55 %. Ilpm mepopamsHOM —mpUMeHeHHH
MaKCHMabHas OHOLOCTYIHOCTb UTPAKOHA30/IA OTMEYAETCS [IPH IIPHAEME KallCyJI cpa3y nocie
(31158

BcachiBanwe wTpakoHazona B Kamcylax CHHXKEHO Y TaUUeHTOB C IIOHWXEHHON
KHCIIOTHOCTRIO XKETyJ04HOTO COKa, HalpuMep, Ha GoHe NpHeMa penapaToB, I0AaBISIONHX
CEKPELUIO COAHOM KHCIOTHI B XETyaKe (TaKMX KaK aHTATOHHUCTH H2-rHCTAMUHOBEIX
PELENTOPOB, HHIUOUTOPE! IPOTOHHOMN IIOMIIBI), MM y HAIMEHTOB C axjopruapueit Ha poue
pasmvdHBEIX  3a0onieBaHmi. BcacklBaHME WTpaKoHA30/a HATOMIAK y TakuX NaUXCHTOB
YBEIHYMBACTCA TpHU mpueMe Ipenapata OpyHran®, Kancyisl, OJIHOBPEMEHHO C KHUCIBIMH
HAIMTKAMU (TaKMMHU KaK HeIMeTHHecKas Kona). [Ipu mpueme npenapara Opynran® xancysi,
B jo3e 200 Mr OJHOKpAaTHO HATOIAK COBMECTHO C HEIUETHIECKO: KOJIOH Tocie
[PCABAPUTEIIPHOTO NpUEMa aHTAarOHMCTa H2-THCTAMMHOBBIX pENENTOPOB paHMTHAWHA
BCachblBAHUE HMTPAKOHA30/1a OBUIO COMOCTABMMBIM C BCACHIBAHUEM npenapara Opynran®,
KalICyJipl, IpK [IPHEME TOJIBKO JAHHOTO IIpenapara.

OKCIIO3MUMS MTPAaKOHA30Jla HHXKE IpH IpHEMe UTPAaKOHA307lda B BHUJAE KalCyl II0
CPaBHEHHUIO C SKCIIO3ULMEH UTPAKOHA30/1a NIPH IIPHEME TOH e 03Bl B BHIE pacTBopa ais

IIPMEMA BHYTPb.
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Pacnpedenenue

Hrpaxonason na 99,8 % cassBacTcs ¢ GelKaMyl [1a3MEI, B OCHOBHOM C anbGyMHHOM
(THIPOKCHUTPAKOHA30JI CBA3BIBAETCA C abOyMuHOM Ha 99,6 %). Takke OTMEYEHO CPOLCTBO
K jmnuaam. B HecBssanHoM Buiae B IiiasMe ocraetcs Toinbko 0,2 % MTpakoHasola.
Kaxymuiics o6sem pacnpenenenus > 700 11, YTO CBUIETENBCTBYET O €ro 3HAYATENLHOM
pacnpeneseHuy B TKaHsIX. KOHUEHTpaunu B JIETKUX, IIOYKaX, KOCTSX, JKEIyAKe, CENe3CHKE I
MBIIINAX B 2-3 pasa BBIIE, 9EM COOTBETCTBYIONIME KOHUEHTPAUMH B IUIa3Me, TIPH 3TOM
KOHIIEHTpalKs IpenapaTa B TKAHAX, COACPHKALINX KEPATHH, 0COOEHHO B KOXe, IPUMEPHO B 4
pasa NMpEBBINAET KOHLEHTPAUMIO B IIa3Me. KOHIEHTpauus B CIMHHOMO3TOBOM KMIKOCTH
3HaYMTEIBHO HIDKE, 9€M B IIa3M€ KPOBM, TEM HE MeHee, ObUIa NPOAEMOHCTPUpPOBAHA
3¢ QEeXTUBHOCTE HTPaKOHA301a MNPOTUB BO3OYaUTENEH MHQEKIUH, HTPUCYTCTBYIOMMX B

1epeOpOCIIMHANBEHOM XKUAKOCTH.

Memabonusm

Kak O6wputo mokasamo B wuccnenoBamusx in vitro, CYP3A4 sBISeTcS OCHOBHBIM
130EPMEHTOM, YYACTBYIOMIUM B MeTaboIu3Me ATpaKkoHaszona. Mtpakonason moasepraercs
aKTHBHOMY METab0/M3My B IIeYeHU C 00pa3sOBAHMEM MHOXECTBA META60NIHTOB. OCHOBHBIM
MeTa00NMuTOM — SBIAETCS  TUAPOKCHHTPAKOHA30II, KOTOpBId  in  vitro  obnagaer
IPOTUBOIPUOKOBOM aKTHBHOCTBIO, COMOCTABUMOM ¢ uTpakoHasonoM. KoHueHTpanuu
TUAPOKCHATPAKOHA30/I2 B IJIa3ME IPUMEPHO B 2 pasa NPEBHINAIOT KOHIEHTPALHMIO

HUTPaKOHa30JIa.

IKcKpeuua

MTpakoHa3071 BEIBOMUTCS IPEUMYLUIECTBEHHO B GOPME HEeaKTUBHEIX MeTabOIMTOB ¢ MOYOl (35
%) u xanom (54 %) B TeuyeHHE OTHON HEICNIH IOCIIE IpreMa pacTBopa JAJis IIpUeMa BHYTpb.
Ilovyeunas 5KCKpeLus MTPaKOHa30J1a M €ro aKTHBHOTO MeTaboIuTa THIPOKCUUTPAKOHA3011a
COCTaBIsieT MeHee 1 % OT 103sl Ipemapara, BBEAEHHOM BHYTpHMBEHHO. Ha oCHOBaHHMH
pe3ybTaToB u3ydeHHs (apMakOKMHETHKH *C-MeueHOro Iperapara I0cie NMepopanbLHOro
IpUCMa BBIBCICHNC HEM3MEHEHHOIO HTPaKOHA30j1a ¢ KallOM BaphupyeT oT 3 % mo 18 %
IPUHSTOR 10351

IlockosbKy mepepacupenenenye uTpakoHa3ona U3 TKameit, COJIEPXKALIMX KEPaTUH, ABJIICTCS
HE3HATUTEIBHBIM, BEIBEICHME WTPAKOHA30]la U3 ITHX TKAHEH CBS3aHO C pereHepanuei
SMUAEpPMHUCa. B OTIMYME OT I1a3Mbl KPOBHU, KOHIEHTPALMS UTPAKOHA30J1a B KOXE COXPAHAETCS
B TEYCHME 2 - 4 HeMenb HOCIe HPeKPaIleHUs 4-HeNeNbHOTO JIUCHHS, a KOHLIEHTpalus B

KEepaTHHE HOTTS, Il UTPaKOHA30J MOXET OBITH OOHapyxeH yxe depes | Hememo mocie

Hannas eepcus uncmpyxyuu deticmeumensua ¢ 23.05.2019




6351 -2018

Hadalla JICYEHHUS, COXpaHseTCs, 110 KpaﬁHeﬁ MEpE, B TEYCHUEC HICCTH MECALEB ITOCJIC OKOHYaHUS

3-MEeCAYHOTO Kypca JIEYEeHHS. Co

RIARACT
OcoOnle KAaTEropuu NanueHToB

Hapywenue dynxuyuu nevenu

VITpakoHasol NpeMMyINECTBEHHO MeTaboNM3Mpyercs B medenu. B XON€ MCCIENOBaHMs
(hapMaKOKMHETHKY CPaBHUBAIM (apMaKOKMHETUYECKHE TIOKA3ATENH NAMEeHTOB ¢ UPPO30M
NEUCHH ¥ 3[0POBEIX JOOPOBOJBLEB. Y MAlHEHTOB C IUPPO3OM [EUEHH IIpY OJHOKPAaTHOM
npueme 100 Mr uTpakoHa3o0J1a cpeHIsT MaKCUMATLHAS KOHILICHTpAUK UTPaKOHAa30/1a B [IJ1a3Me
(Cmax) GbL1a 3HAUMTENBHO HIXE (Ha 47 %), 4eM y 3[0pOBBIX IAIIUEHTOR. Cpenuuit nepuon
TIOITyBBIBEICHUS IIPH [IDAEME OIHOKPATHOM O3B! GBUI yBENUYEH y NAlHEHTOB ¢ LHPPO30OM
TICYCHHU U COCTaBIIAI B 9TOM HccienoBanuu 37+17 4 mo cpaBHeHuMIo ¢ 16+5 y qs 3J0POBBIX
no6poBonbLeB. CpeaHss IKCIO3UIMA HTPAKOHA30NA (mowmane nos KPUBOH «KOHIEHTpAIHUS -
Bpema», AUC) 6bula aHamOrv4HON y NanueHToB UMPPO30M II€YEHM M y 3I0POBBIX
no6poBoibLes. JIaHHBIE O AIUTETLHOM TIPUMEHEHNH UTPAKOHA301a Y AIIUEHTOB C IHPPO30M

TIEYEHU OTCYTCTBYIOT (CM. pasziens! «Croco6 NpuMeHeHns 1 036D U «Ocobhie yKa3aHus»).

Hapymenue d)vﬂkuuu Ho4yex

JlaHHBIE O IEepOpaNBHOM IpUMEHEeHuU UTPAKOHA30J1a [l JIeYEHHs NALUEHTOB C
HapyIMEeHUsIMA QyHKIMHA IT0YEK OrpaHMYeHbl. VY MAIMEHTOR C YPEMUEH, Y KOTOPBIX CpeaHMIt
KIIMPEHC KPEaTUHUHA COCTaBIsT 13 Mir/MuH x 1,73 M2, cucteMuOe Bo3eiicTRHE UTPaKOHa30ma
(AUC) 6BUIO HECKOIBKO HHXKE IO CPaBHCHHUIO C OCHOBHOM mnomysuueil. He BrigBieHO
SHAYNTENLHOTO  BIUSHUA TIEMOAMANM3a WIM JUIMTENHHOTO [EPUTOHEATHHOTO avanusa,
IPOBOAMMOTO B aMOyJIaTOPHEIX YCJIOBUSX, HA [TOKA3ATEH hapMaKOKHHETUKY UTpaKOHa30Ia
(Tmax, Cmax 1 AUCO-8 q)-

Ilocne  onHOKPAaTHOrO BHYTPHBEHHOrO BBENCHMS npenapara KOHEYHBIH  IIEPHOX
HOJlyBBIBEACHAS HTPAaKOHA30la Yy MNalHEHTOB C HE3HAYUTEIbHEIM (ompenensercs B
MCCICI0BAHIH KaK KIIMPEHC KpeaTununa 50-79 Mi/Mun), cpegHum (xnupenc xpeatunMHa 20-
49 MII/MUH) WM BBIPaKEHHBIM HapyImeHHeM QYHKIMM MOYeK (KIMpEeHC KpeaTuHuHa < 20
MII/MHH) CXOIHBIA C TAKOBEIM y 3M0POBBIX JIIOJICH (AUANA30H CPEAHUX 3HaYeHuH 42-49 ¥ o
CPaBHEHHIO € 48 4 Yy IAIIMEHTOB C HAPYIICHUIMH yHKUMY TTOYeK U 310pOBBIX H0OpOBOIIBLIER
COOTBETCTBEHHO). OOIuas 3KCIO3MIMS MTPAKOHA30JA, HA OCHOBAHHUY OUEHKH II0Ka3aTeJs

AUC 65U1a CHIXEHA Y ALKMEHTOB C yMEPEHHBIMU U BBIPAXXEHHbIMY HAPYIICHUSIMU QYHKIHHI
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noyex npumepHo Ha 30 % u 40 % COOTBETCTBEHHO, 110 CPABHEHHUIO C TALMEHTAMH, Y KOTOPBIX

GYHKIMS OYEK HE HapyIIeHa.
JlaHHBIC O NIUTENBHOM HCHOIL30BAHMM MTPAKOHA30/1a NAUMEHTaMH C HApyIICHHSIMU
¢yHKuMyM noex HegocTynHEL [IpoBefeHNe AnaNU3a HE BIAUSET HA TIEPHON IIONYBBIBEACHMS

UK KIIMPEHC UTPAKOHA30/1a U1 T’MAPOKCHUTPAKOHA30J1a.

emu

[lanHple 0 (apMaKOKMHETHKE WTPAKOHA30/lda y IAMEHTOB JETCKOrO BO3PACTA
orpanuveHsl. Knnnudyeckne uccnefosanuss GapMakOKHHETHKM y AETed M NOIAPOCTKOB B
BO3pacTe OT 5 MECALEB 0 17 JIeT MPOBOMMINCE C IPMMEHEHHEM UTPAKOHA30JIa B Kalcynax,
pacTBOpa Julsi IpUEMa BHYTPh U PACTBOPA UL BHYTPUBEHHOTO BBeAeHMS. VHUBHIy aIbHbIE
Ro3bl Iipenapata B GOpMe KaICy M pacTBOpa A IPUEMA BHYTDb BapbupoBany ot 1,5 1o 12,5
MI/KI/[€Hb IIpH TIpHEME OJMH WK ABa Pa3a B AeHb. [Ipu npueme Ipernapara B OHOM 1 TOH xe
CYTO4HOH /103¢ [1Ba pasa B JIEHb II0 CPABHEHHIO C IIPUEMOM OZIHH a3 B J€Hb MAKCUMAIbHAS 1
MHHUMaNbHAs [Ia3MEHHAS KOHUEHTpauus ObUla CONMOCTaBUMOM C TAKOBOM Yy B3POCIBIX
MalIMEHTOB IIpY NPUEME MTPAKOHA30lla OMMH pa3 B JeHb. He ObUIO 3apermcTpupoBaHO
CYIICCTBCHHBIX BO3PACTHBIX pasnuyui nokasateneit AUC uTpakoHa30na H ero 06Iero
KIMpPEeHCa; B PEAKUX Cllydasx HabMoaanach HE3HAYUTENbHAS B3aMMOCBA3h MEX/IY BO3PACTOM
NAUEHTOB ¥ 3HAYCHUSMH 00beMa paclpenienieHns npenapata, Cmax ¥ KOHEYHOTO nepuona
TNIOJTyBBIBEICHUS. Y CTAHOBJIECHHBI! KIMPEHC MTPAKOHA3071a M €ro 00BeM pacnpeneneHus

3aBHCAT OT MACCHI TeJla ITalUEHTOB.

Hoxazanus
— TOpaXXEHHE KOXKH U CIM3UCTHIX 060JI04eK:
— BY/IBBOBarvHaJIBLHBIA KaHIUIO03;,
— OTpyOEBUAHBIH JIUINIAI;
— IEpPMaTOMHUKO3BI,
— KaHOMMO03 CIU3UCTOM 060JI0YKH IOIOCTH PTa;
— TI'puOKOBBIN KEPATHT;
~ OHMXOMHKO3bI, BEI3BAHHBIE IEPMATOPUTAMY H/UITH JIPOXCKENIONOGHEIMU Tprubamu;
— CHCTEMHBIE MUKO3BI:
— CHUCTEMHBIN acIeprujuies u KaHIumo3;
— KPHIITOKOKKO3 (BKJIIOYas KPUITOKOKKOBBI MEHMHTMT): y IAUUEHTOB ¢

MMMYHOICQUUMTOM M Yy BCEX NAUMEHTOB C KPUITOKOKKO30M LEHTPAILHOM

Hannasn sepcus uncmpyxyuu desicmeumensra ¢ 23.05.2019
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HepBHOM cucteMbl OpyHran® fomkeH Ha3HAYATHCS TONBKO B ClIydasix, €CiId
IpenapaTel NEPBOA JMHAU JICIEHHUS HE NPUMEHVMBI B JAHHOM CIIy4Yae MM He
3QdEKTHUBHEI,

— THCTOILIA3MO3;

— 6J1acTOMUKO3;

~  CIIOPOTPHUXO3;

— 2paKOKIMIMOHIOMHUKO3;

— IHIPOYHE PEAKO BCTPEUAIOIIUECS CHCTEMHLIE UIIN TPOIINICCKHUE MUKO3EL.

IIpoTnBONOKAa3aNMSA

— I'MnepuyBCTBUTENBHOCTD K UTPAKOHA30IY ¥IIM BCIIOMOTATEIBHEIM BEIIECTBAM.

— CoBMecCTHOE IPHMEHEHHE UTPAKOHA30MA C npenaparaMu — cybcTpatamu u3odepMenTa
CYP3A4 moxeT yBenu4uBaTL KOHIIEHTPALMIO penapara B IIa3ME, YCHIUBATh WM
IPOJIOHTMPOBATE TEPANCBTHYCCKUA H HeXenaTenbHble 3(QGEKTH, KOTOphIe MOTYT
BBISBATH IOTCHIMAIIEHO ONIACHYIO CUTyalMIo. Hanpumep, IOBbIIEHNE KOHICHTPALUH B
[ITa3ME  HCKOTOPBIX IPENapaToB MOXET BBI3BIBATH YIIMHeHuWe uHTepBama QT u
CCPACHHYIO TAXWAPUTMHUIO, BKIIOWAsA CIIy4Yau ABYHANPAaBICHHOW BepeTEHOOOGPasHOIX
KEITyOYKOBOH Taxukapiuu, daTanbHON aputmMum (cM. pasgen «BiauMomeiicTBue ¢
APYTHMH JICKapCTBEHHBIMH CPEICTBAMM ).

— OnHoBpeMeHHBIH [IpHEM IpenapaTos - cyberparos usodepmenta CYP3A4 (cM. pasgen
«BsanmoneicTBYE C APYrUMHU 1EKApCTBEHHBIMY CPE/JICTBAMMU» ), TAKUX KaK:

- JIeBalCTWIIMETAIOH, META/IOH,

- MM30NHPaMHUA, Z0GETHIN, IPOHENAPOH, XUHUIHH,

- TCIMTPOMHIMH Y NAUMEHTOB C HAPYyMIEHMSAMH (QYHKIHM [OYEK WM IEYeHH
TSDKEIIOHN CTEICHHU,

- TMKarpenop;

- ranogaHTpHH;

- aCTeMHU30JI, MU30JIaCTHH, TepdEHANUH,

- QIKQIOMIBEl  CIIOPBIHBM:  QUIMAPOIPrOTAMHH,  OPrOMETPHH (3pronoBun),
SproTaMuH, METHIIPIOMETPUH (METUIIIPTOHOBKH), JIETPHIITAH,

- HMpPUHOTEKaH,

- JIypasulOH, MHJIa30llaM Ul IEPOPaNbHOTO MpHeMa, NHMMO3HA, CepTHHIOMN,
TpHa3oJam;

- Genmpunn, denomunyH, JepKaHUANITHHE, HUCONINIINH;

Hannas eepcus uncmpyxyuu desicmeumensna ¢ 23.05.2019
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- 3IUIEPEHOH,;

- IU3anpuj, JOMIEPUAOH;

- JIOBacTaTHH, CUMBaCTAaTHH, aTOPBACTATHH;

- (e30TepOIUH y NANKEHTOB ¢ HEAOCTATOYHOCTHIO (GyHKUMM ITOYeK WM NeYeH:
YMEPEHHOH MIM TSDKCIOA CTENeHH, CONMM(EHAUMH Y [ALMEHTOB
HEIOCTATOYHOCTBIO QYHKIHUM NOYEK TSDKETON CTEICHM W C HEZOCTATOYHOCTBHIO
GyHKINM TeUeHn yMEpPEHHOM WM TSOKENOM CTEIIeHH,

- KOJIXUIIMH y IAUEHTOB C HAPYIIEHUAMY GYHKIMK II€YCHHU U [TOYEK.

— XpoHuveckas cepiedHas HEAOCTATOMHOCTh B HACTOSILEE BpEMsi WJIM B aHaMHe3e (3a
MCKIOYCHUEM Tepaliy KU3HEYTPOXKAIOIUX UM APYTHX ONACHBIX MH(EKumi. Cwm.
pasnen «Ocobble yKazaHus»).

— HenepenocumocTts Gppykro3sl, nedunut caxapasbl/M30MalbTa3bl, IIIOK030-TAIAKTO3HAS
Manbabcoponus.

— Jlerckwmit Bo3pacr o0 3 jer.

— DBepemennocts (3a uckirouenneM ciydaes, YIPOXKarOIIMX JKU3HU, U €CIH 0XKU/1aeMBblif
MOJIOXUTENBHBIN 3Q(EKT JIT MaTepu MpPEBBINIAET BO3MOKHBIH Bped UIA IUI0Ja) U

I'PyIHOC BCKapMIIMBaHUE.

C ocTopoxxuocThIO
- IIpY LIUPPO3E NEYEHH;
— TSDKENBIX HAPYINCHUSX QYHKIIMH [IEYEHH U [I0YeK,
- TUIICPYYBCTBUTEILHOCTH K JPYTHM a30J1aM;
- Y IOXUJIBIX NAIEHTOB;

- y nerent (cM. takxe paznen «Ocobrle YKa3aHus»).

IIpumeHnenne npu GepemMeHHOCTH U B NEPHOA TPYAHOI0 BCKADMJIMBAHHUS

bepemennocmy

Opyuran® He JOIKEH NPUMEHATHCS IpY  GEPEMEHHOCTH, 3a HMCKIIOYEHHEM CIIydaes,
YTPOMKAIOUIMX XU3HU, U €CTM 0XKHMAACMbIH NONOKUTENBHBI DDEKT s MaTepH MPEBBIIAET

BO3MOXKHBIN BpE€A AJIA I1J101a.

B HOKJIIMHUYECKUX MCCICAOBAHUAX OBLIO II0OKa3aHo, YTO HUTPaAKOHA3051 06na11aeT

peapony KTHBHO! TOKCHYHOCTBIO.

Hannas eepcus uncmpyrxyuu desicmeumensua ¢ 23.05.2019
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Jannex 06 ucnons3oBanuy npenapara Opysran®

B I1€pHOJI OEPEMEHHOCTH HEJOCTATOYHO. B
X0/i¢ KIMHMYECKOTO NPUMEHEHUs Mpenapara IOCje PEerucTpaluy ObUTH OTMEYEHHI CIIydYau
BPOXICHHBIX aHOManui. Takue Ciy4anm BKIIIOYANM HapyIUCHHs PasBUTHUS 3PEHUSA, CKeJeTa,
MOYEIONOBOM M CEPACYHO-COCYMCTON CHCTEM, a TaKke XPOMOCOMHBIE HAPYIICHHS H
MHOXECTBEHHBIE IOPOKY pa3BuTHs. OIHAKO, ABILIETCS JIM IPUMEHeHue npenapara Opyunran®
NPUYMHON BO3HMKHOBEHHS NAHHBIX HAPYIIEHHH, JOCTOBEPHO HE YCTAHOBIICHO.
ONUIEMUOIOrMYECKHE JAHHBIE B OTHOIICHMM BO3AEHCTBUA Tpenapara Opynran® B nepsslit
TPUMECTP GEPEMEHHOCTH, B OCHOBHOM Yy IIALIMEHTOK, MOy YaBIIAX KpaTKOCPOYHYIO TEPAIIHIO
110 TIOBOAY BYJIBBOBATMHAIBLHBIX KAHIMIO30B, HE BBIABIIM IIOBBILICHHOTO PUCKA Pa3sBHTHSA
BPOX/ICHHBIX AHOMAIIMH 110 CPAaBHEHMIO C KOHTDOJIBHON TIpYIIIOH, He [ToABEpraBuieics
BO3JIEHCTBHIO HU OJHOTO U3 H3BECTHBIX TEPATOTEHHBIX GAKTOPOB.

Kenumnam [ETOPOXHOrO BO3pPACTa, HPUHAMAIOIIMM npenapat Opynran®, Heo6xomumo
HCIIOJIB30BATE BBICOKOI()(EKTUBHBIE METOMBI KOHTPAUEIIMY HA IIPOTSIKEHUH BCEro Kypca
JIYCHHS BIUTOTH 10 HACTYIUICHHS ICPBOY MEHCTPYALMH [IOCIIE €T0 3aBEPILCHHUS.

Ilepuod zpyonozo ecxapmnusanus

C IpynaHBIM MOJIOKOM BBIBOOMTCS OYEHb HEGONBINOE KOIHYECTRO UTpaKoHasona. [lpu
Ha3Ha4YeHWK npenapara OpyHran®™ sKeHITMHAM, KOPMSAILUM I'PYAbIO, HEOOXOANMO B3BELIMBATD
Ip€AnojIaraeéMoe COOTHOUIEHHUE IIOJIB3BI M PUCKOB. B Cilyuae COMHEHMI KEHIIMHA HOIDKHA

OTKa3aThkCs OT KOPMJIEHHUS Py IBIO.

Crnoco6 npumeHeHus ¥ 1035l

Jns ontuMansro# abcopbuuu mpemapara HeoGX0IUMO npunumatk Opyrran® B kancynax

cpasy IOocCIe eMsl.

Kancynm CJIIEQYCT I'JI0TATh IIEJINKOM.

B ok it T

TokazaHue Ho3a IIpoAoKUTENLHOCTD JeueHus
ByneBoBaruHanbsHbIM KaHAUIO3 200 Mr 2 paza B cyTkM 1 nens
WA Wiu
200 mr 1 pas B cyTkH 3 mHs
Otpy6eBumHbIii THIIail 200 Mr 1 pa3s B cyTka 7 nHel
JlepMaTOMHUKO3bI MIaaKol KOXKu 200 mr 1 pas B cyTkn 7 nueit
HIIH IR
100 mr 1 pa3 B cyTku 15 nHeit
ITopaxxenus 200 mr 2 pasa B cyTku 7 nHei
BbICOKOKEPAaTHHU3UPOBAHHEIX O6acTeil W WIN
KOXXHOTO TOKPOBA, TAKMX KaK KHCTH PYK 100 mr 1 pas B cyTku 30 nneit
H CTOIIBI
Kannunos cnusucroit 060109KH MOIOCTH 100 mr 1 pas B cyTku 15 nuen
Ta

Hannas eepcusi unempyxyuu deiicmeumensua ¢ 23.05.2019
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BronocTynHoCTh MTpakoHa30na Npu NepopaibHOM HPHEME MOMKET BBITh CHIDKEHA Y HEKOTOpEIX MaLMEeHTOB C
HapyMCHHEIM UMMYHWTETOM, HampuMep, Yy OONBHBIX ¢ HeifTponeHuel, GONBHBIX CIIMJlom wm ¢
TIepecaxeHHbIMU OpraHaMu. ClIeloBaTe/IbHO, MOXET OTPeGOBATHCA ABYKPATHOE YBENTHUEHHE HO3bI.

['pubkoBeIit kepaTuT 200 Mr 1 pa3 B cyTkn

21 neusn

JUTHTENbHOCTE JIEYEHUS MOXKET GBITH
CKOPPEKTHPOBaHa B 3aBUCHMOCTH OT
YIyUIICHHS KIMHUYECKOH KapTHHEI

OHHXOMHKO3b1, BbI3BAHHBIE AEpPMATOGUTAMH H/HIM APOAOKETIONOGHLIMHU M IIEeCHEeBhIMA rpudamu

HOSLI H NIPOJOJKHUTEILHOCTD JICUEHUSA

OTpacTaHHs HOTTEH.

OHUXOMHKO3BI ~ | Oman Kypc mynbc-Tepanuu 3aKmOYAeTCS B €XeqHEBHOM NpHeMe M0 2 KamCyJibl
nyJbLC-Tepanus npenapara Opyrran® asa pasa s CyTkH (o 200 Mr [iBa pasa B CyTKH) B TEYeHHE OJHOM
Henend. Jlns JeueHHs IPHUOKOBBIX TIOPAXKEHUH HOITEBHIX IUIACTHHOK KHCTEH
peKOMeHIyeTca nBa Kypca. [Uis JiedeHMs TPUGKOBBIX MOPAKEHMH HOMTEBBIX
TUIACTMHOK CTOM PEKOMEHIyeTCA TpH Kypca. [IpoMmexyTok Mexay Kypcamy, B
TEYEHHE KOTOPOTO HE HYXXHO IIPHHMMATh NPENapart, COCTABIIAET 3 HENENU.

KitHndeckue pe3ynbratel CTaHYT O4eBUAHBI MOCHE OKOHYAHMS JIEYEHHA, TI0 Mepe

Jlokanu3auust OHMXOMHKO30B 1-5 2-g 3-5 4-5 5-1 6-5 7-1 8-1 9-s1

Hell. Hel. | Hen. Hel. | Hep. Hen. HEL. Hep. HelL
Hopakenue HOTTEBBIX | 1-i Henenu, ceoGoambre | 2-it Henenu, cBoGonmsle oT | 3-it
IaCTMHOK MalbLEB CTON C | Kypc OT NpUeMa npenapara | Kypc | npuema npenapara | kypc
[OpaxeHHEM WITH 6e3 Opyuran® Opynran®
HOpaXKeHHs HOTTEBBIX
TTIACTHHOK NaJbIIEB KUCTEH
[Mopaxenue HOTTEBEIX | 1-it Henenu, croGomubie | 2-it
IUTACTHHOK KUCTEH Kypc ‘0T NIpHeMa Mpemapata | Kypc

Opynran®

OHHXOMHKO03bI — HeNpephIBHOE Ho3a IIpOAOIDKHTENBHOCTD JIeYeHUS
JieyeHne
ITopaxeHne HOITEBBIX IIACTHHOK CTOM C ITo 200 Mr B cyTkH 3 mecsua
nopaxeHneM WM 6e3  nopaxeHHA
HOTTEBBIX IIACTUHOK KHCTEMH

BriBenenue IIpenapara OpyHran® U3 KOXM U HOITCBOM TKaHH OCYILICCTBIIAECTCSH MCIJICHHEE,

Y€M U3 I1a3Mel. Takum 06p2130M, OITUMAJIBHBIC KIMHHUYECKHE U MUKOJIOTUYECKHE 3(1)(1)6be1

OCTHTarOTCs 4Yepe3 2-4 HCICIIA NTOCIIC OKOHYAHUS JISYCHUS IIpn HH(I)CKHI/I}IX KOXXH U 4epe3 6-

9 MecsueB rocie OKOHYAHMUS JI€YEHHS HOITEBIX HHQEKIH.

Cucmemmsie Murosn
TTokazauue Hosza Cpenusia 3amMeqanus
PO AOJDKUTENBHOCTD
JleueHus*
Acnepruuies 200 mMr 1 pas B 2-5 Mecsues YBenuauts no3y
CYTKH zo 200 mr 2 pasa B cyTku B
Clyqa€ WHBa3UBHOrO MM
AHCCEMUHUPOBAHHOIO
3abosieBaHKA
Kanauznos 100-200mr 1 pa3s B | ot 3 Henens o 7 mecsries | YBsenmants nosy
CYTKH 1o 200 mr 2 pasa B CyTKH B
CJIy4ac HMHBA3MBHOIO MWIH

Hannas eepcus uncmpyryuu oeticmsumensna c 23.05.2019
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- BICCEMIHUPOBAHHOTO

3aboneBaHus
Kpunrtokoxko3 200 mr 1 pas B | oT2-x Mecsues a0 1 rona
(KpoMe MEHHHTHTA) CYTKH
KpunrokokkoBbiii 200 mr nBa pasa B | oT 2-x Mecsues 1o 1 rona | IlomaepxuBaromas Teparms
MEHHUHIUT CYTKH - oM. pasgen «Ocobsle
YKa3aHUuI»
I'ncronnazmos ot 200 Mr 1 paz B 8 mMecsLes
cytku po 200 mr
JBa pa3a B CYTKU
Baacromukos ot 100 mr 1 pas 6 MecsueB
cytku no 200 mr
[Ba pasa B CYTKU
Cnopotpuxo3 100 mMr 1 pas B 3 mecana
CYTKH
INapakoKIHAHOMAOMHKO3 100 mr 1 pa3s B 6 MecsLeB Hauneie 06 3¢ dexTrBHOCTH
CYTKH OaHHOM O3Bl WA NEYEHMS
NapaKOKIHAMOUIOMHKO3a Y
OOJIBHBIX CITH lom
OTCYTCTBYIOT.
Xpomomuko3 100-200 mr 1 pa3 B 6 Mecsues
CYTKH

* - MPOJODKUTEIBHOCTD JIEUCHUS MOXET OBITH CKOPPEKTHPOBAHA B 3aBUCUMOCTH OT

3QPEKTUBHOCTH JIEUEHMS.
Ocobvie zpynnuvt nayuenmog

Hemu
JlauHble o mpumeHeHun mpenapara Opynran®, KalCyJbl, JUIsS JICYEHMS [JETeH OrpaHHYEHBI.

®

HpI/IMeHCHHe IIprapara OpyHl" all, KalcCyisl, IS JIE€YEHHUS JeTed He PEKOMEHIOYETCS, 3a

HCK/IIOYCHHUEM CIIydaeB, KOrga OXujgacMas 1ojs3a OT JeUYeHHS IIPEBOCXOOUT NTOTCHIIMANILHEII

pHuCK.

Hoorcunvie nayuenmo:

JanHsle 0 npumenenuy npenapara OpyHran®, KancyJisl, s TedeHus NaHeHTos IIOKHIIOTO
BO3pacTa OrpaHWy4eHsl. PexomeHnxyeTcs ucnons3oBath mpemapar Opynran®, KallCyJIBl, Jyis
JICHCHUS IIAUMEHTOB NAaHHON KATETOPUM, TONBKO €CIM OXHAaeMas [OJb3a OT JICUEHHS
IIPEBRINACT NOTEHUMANILHEIA puck. [lpu BeIGOpe M03BI mpemapaTa Mt EYeHHS MOMKHIBIX
TAlHCHTOB PEKOMCH/IYETCS yIUTBIBATE CHIDKCHUE GYHKIMHU NIEYEHH, IOYEK M CEpANa, Jalre
BCTPEHAIOIIMXCA B [I0XKUIIOM BO3PACTE, & TAKXKE HAIMYMUE COMYTCTBYIOIMUX 3a00JIEBAHMIT HITH

1IpUEM APYTHUX JICKAPCTBEHHBIX CpEACTB.

Hapywenus ¢pynxyuu nevenu
JlaHHBIE O NpUMEHEHWM IIEPOPAIBHOTO WTPAKOHA30MA JUIS JIEYCHHS IALMEHTOB G

HapyWeHuAMY QYHKUMA NeYeHH orpaHmueHbl. CIlellyeT ¢ OCTOPOXKHOCTBIO HA3HAYATE
Ipenapar JaHHOW KaTerOpuM alleHTOB.

Hannas eepcus uncmpyxkyuu deticmsumenvha c 23.05.2019
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Hapywenus gynkyuu novex 6 3 51 e

JlaHHBIE O TIPUMEGHEHHMM IIEpPOPANbHOrO HTPAKOHA30Ja JUIS JIEYEHHS IIAIMEHTOB C
HApYNICHUAMM (QYHKIMM TOYEK OrPAaHMYEHEL Y HEKOTOPHIX MALMEHTOB, CTPAAIOLAX
[IOYEYHON HEJOCTATOYHOCTHIO, IKCTIO3UIMS UTPAKOHA30)Ia MOXKET OhITh cHIKeHa. CleRyeT ¢
OCTOPOXHOCTBIO Ha3HAYATh IPENapaT JaHHOH KaTerOpHy IAlMEHTOB, B HEKOTOPBIX CIydasx

MOXET HOTpﬁGOB&TBCX M3MEHCHUE N03bI JICKAPCTBEHHOTO IIperapara.

Ilo6ounoe peiicTBue

IloGounsle neiicTBus mpenapaTa CHCTEMATH3UPOBAHBI OTHOCHTENHHO KAXIOH M3 CHCTEM
OpPraHOB B 3aBHCMMOCTH OT HYaCTOTHI BCTPEYAEMOCTH C HCIIOJB30BAHUEM CIEXYIOLIEH
KJIacCU(UKALIUN

OYeHb yacTo (=1/10)

yacTo (21/100, <1/10)

HeyacTo (21/1000, <1/100)

peaxo (=1/10000, <1/1000)

oueHs peznko (<1/10000), Bximoyast eMHUYHEIE CITyYan

JaCTOTa HEM3BECTHA (HC MOJXET OBITh paccuntaHa Ha OCHOBAHMU UMEIOIUXCS IIaHHBIX).

Hannsle, nonyuennsie 6 xode KiunuvecKkux uccnedosarnuii

Besonacnocts mpemapara Opynran®, Karcyinl, u3yvanack B 107 OTKPHITEIX M [BOHHBIX
CJICHBIX KIMHAYECKUX UCCIENOBAaHUAX ¢ ydacTHeM 8499 manmentoB. Bee 8499 manmentos
XoTs OBl O/MH pa3 mpuHsM npenapat Opynran®, KalCyJbl, 1ociie yero OpuU1a mpoBegcHa
OUEHKA 6e30MIaCHOCTH JIeYeHHS.

HHd)eKquHHble U napasumapibvle 30601166’01‘114}2.'

HE9ACTO. PUHWT, CUHYCHT, MHPEKUAU BEPXHAX NBIXATENBHBIX TyTEH.

Hapywenus co CMOPOHbBL KPOGEMBOPHOU U fzwmbamulzecmﬁ cucmem.

PEOKO: nei«ixoneﬂrm;
JacTOTa HEU3BECTHA: HGfITpOHeHPDI.

Hapymenuﬂ CO CMOPOHbBL UMMYHHOU CUCEMBL:

HCYACTO: TUIICPYYBCTBUTECIBHOCTD.

Hapywenus co cmoponvi nepenoii cucmemur

4acTo: FOIOBHAS GONIE;
PEIKO: THIIECTE3Hsl, TAPECTE3NS.

Hapymeuwz CO CMOpOHbL Opeana ciyxa u Jza6upunmubze Hapyuienus.

PEZKO: 3BOH B yINax.

Hannas sepcus uncmpyrxyuu desicmeumensna ¢ 23.05.2019
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Hapywenus co CMOPOHbL JICENTYOOUHO-KUULEYHO20 mpakma.
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qacto: 60Jb B KUBOTE, TOIITHOTA,
HEYACTO. NUCIIETICHUS, 3a1op, METCOPU3M, anapes, pBora,
PEOKO: MUCTEB3US.

Hapymenwz €O CMOPOHbL NEYeHU U che/meebzsoaﬂmux nymeiu.

HEYaCTo: rUNepOuIupyuneMts, HapyeHne QYHKIMM [IeYEHH.

Hapymeuwz €O CMOPOHbL KOIHCHBIX NOKPOBOB U NOOKOIICHOT JICUPOBOU KNEMYAMKU.

HEJaCTO: CBIIb, 3y, KpallMBHUIIA.

Hapywenus co cmopouw: nouex u MOYe8bl80OAWUX nymeli:

PEAKO: ITOJLIaKNYy pUsl.

Hapywenus co cmoponv penpodyxmugroii CUCmeMbl U MOJLOYHBIX JICeNie3.

HEYaCTO: HapylEHUE MEHCTPYAILHOIO IUKIIA,
PEAKo: apeKTUIIbHAS AUCHYHKIUS.

Ocnoocnenus 0bwezo xapaxmepa u peakyuyu 8 Mecme 88e0eHUs:

PEAKO: OTEYHBIA CUHAPOM.

Huxe nIpescTaBleH CIMCOK HeXeNaTebHbIX PEaKIHH, CBA3aHHEIX € IIPHEMOM MTPaKOHA3071a,
KOTOPEIE OBLIM 3aperUCTPUPOBAHbl B KIMHHUECKHX ucciaefoBanuax npenapara Opynran® B
dopme pacTBopa 11 npuema BHYTPb W/MJIU B GOPME PACTBOpA JUIA BHYTPHBEHHOTO BBEAECHUS
(3a ucKIOYeHMEM MTOGOYHBIX PEaKLMi, OTHOCSIIMXCA K KATETOPHUM “BOCIANEHMS B MECTe
VHBEKIMH, [OCKOIBKY [aHHBIE MOGOYHEBIE MEHCTBHS SBJISIOTCS CeUUGUYHBIMU IS
JICKAapCTBEHHOM (OPMBI «PacTBOP IS BHY TPHBEHHOT'O BBELCHUSN).

Hapymenus co CTOPOHEBI KPOBETBOPHOH U IaMbaTHyecKoi CUCTEM. I'panyJIOUTOIIEHHUS,

TPOMOOIUTONIEHMS.

Hapymem«m CO CTOPOHBI UMMVYHHOH CHCTEMEI; aHa(pI/IHaKTOPIlIHBIC pE€aKIuny.

Hapyurenus co CTOPOHBI 0OMeEHA BCIHICCTB: I'MIICPriIHKEMUS, TUIICPpKAIIMEMUS, I'HIIOKaJIMEMUs,

TATIOMarHueMus.

Hapymenus IICUXWKW. CIIyTAHHOCTh CO3HAHMS.

Hapyiuenus co cTopoHbI HEpBHOH CHCTEMBI: nepudepudeckas HeiponaTus, TOJIOBOKPYXEHHE,

COHIINBOCTE.

Hapvmeﬂnx CO CTOPOHBI CEePAECYHO-COCYIUCTO CUCTEMBL: CepAcUHasA HEZIOCTaTOYHOCTb,

HEOOCTAaTOYHOCTH JIEBOTO KCITy 1OUYKa, TaxXuxKapaus, apTepHualibHast TUIIEPTCH3M,

apTepualbHas THIIOTECH3US.

Hapyienus co CTOPOHEI JIbIXATEIbHON CHCTEMBI, OpPraHoB I'PYAHON KIIETKU U CPEOOCTECHU:

OTEK JIETKUX, TUCHOHHUS, KALIEh.

Hannas eepcus uncmpyxyuu desicmeumensua ¢ 23.05.2019
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Hapymenus  co CTOPOHBI _ JXCIIYROYHO-KHUIIEYHOI'0  TPaKTA: KEJTY JOUYHO-KHIUICYHEIE
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Hapymenus co CTOPOHBI IEYCHH H KXETUYEBLIBOASIIUX ITVTEH: I'CHaTHT, XENTyXa, ICYCHOYHAasA

HEAOCTAaTOYHOCTh.

Hapymenusd co CTOPOHBI KOXH U HNOJKOXHBIX TKaHEH: JpUTEMATO3HASA CHIIIb, T'Anepruapos.

Hapymenus co CTOPOHB! CKEJIETHO-MBIIIEYHON M COEIMHUTEIbHOM TKaHU. MHUAJITIUs,

apTparus.

Hapymemm CO CTOPOHBI HOYCK 1 MOYEBBIBOAAIINX TYTEH HEIOCTATOYHOCTH (IJYHKIIHH IIOYCK,

HEACPXAHUC MOYH.

Obmue PacCTPOUCTBA ¥ HAPYILIEHUS B MECTE BBCJ/ICHMS: FCHCPANTN30BaHHbBIC OTCKH, OTCK JIUIIA,

6ok B rpymu, rurepTepMust, 60Nb, YCTANIOCTE, 03HOO.

Biusnue Ha PE3YJIBTAThL naﬁopaTopHer nokasareneit u MHCTPYMCEHTAIIBHEIX UCCIICIOBAHUN:

HOBRINEHNE  aKTUBHOCTY  alaHUHAMHUHOTPAaHCGOEpa3bl,  MOBLIIEHME  AKTHBHOCTH
acmapTaTaMUHOTpaHCepassl, NOBBIMIEHHE AKTUBHOCTU INEIOYHOMN docdarasel B mmasme
KpOBH, INOBBHIICHUEC AKTUBHOCTH JIAKTATACTHAPOTEHa3bl B IUIA3ME KPOBM, IIOBBIIIEHME
KOHIEHTPAalMK MOYECBHMHEI KPOBM, NOBBILECHUE AKTHBHOCTHU ramMma-riryTaMuITpaHcdepassl,
TMOBBIICHUC AKTUBHOCTA IMEYCHOYHEIX (EPMEHTOB, OTKIOHEHHE OT HOPMBI [IOKA3aTeNeif
00111ero aHanu3a MOYH.

Lemu

Besomacrocts mpemapara Opynran®, KancCyiel, OLEHMBAAaCh B 14 KIMHUYECKUX
MCCIIENOBAHUAX (4 ABOVMHEBIX CIIETIBIX ILIANE60-KOHTPOIHPYEMBIX HCCIIeI0BaHMs, 9 OTKPBITBIX
UCCICNOBaHMH M 1 HMCClleNoBaHMe, UMEBIIEE OTKPHITYIO dasy ¢ nocnemyromeit nBoiHOI
crernoi) ¢ yqactueM 165 nereit B Bo3pacTe or 1 roma o 17 ner. B X0JIe MCCIIEAOBAaHMI ObLIO0
OTMEYEHO, YTO HauboJIEe JaCTO BCTPEYAIOIIMMHUCS MOGOTHEIMHI peakuusMu ObUTH: TOJIOBHAS
6o1s (3,0 %), peota (3,0 %), 6016 B KHUBOTE (2,4 %), nuapes (2,4 %), napymenue byHKIH
nevern (1,2 %), tomnora (1,2 %), KpamuBHULA (1,2 %), rumotensus (1,2 %). Xapakrep
NOOOYHBIX PeaKUuii, BCTPEUAIOMHUXCS Y IETeH, CXOK C TEM, YTO HabIIOJAeTCs y B3POCHBIX
NallHCHTOB, TEM HE MEHEE YacTOTa MOOGOYHBIX PEaKuuil y HeTei BN,

IIobounvie oeiicmeusn, 3apezucmpupoéannsie 8 NOCMpezUCMPAUUOHHOM nepuoode (na"uble
TI0JTyJeHbI Ha OCHOBAHUM CIIOHTaHHEIX COOBIIEHMIl)

IIpencraBnennas yacToTa NOGOYHBIX peaKnuii OCHOBAHA HA KITHHIYECKOM OTIBITE IIPUMEHEHHUS

npenapata Opysran® noce perucrpauuy.

Co cmoponvl ummynnoii cucmemo:
Hannas eepcusi uncmpyxyuu oeiicmeumensua c 23.05.2019
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O4YCHb pPEOKO: ChIBOPOTOYHAS 60H63HB, aHI‘I/IOHeBpOTI/I‘-IeCKI/Iﬁ OTCK, aHa(bI/IJIaKTI/I‘{CCKPIC,

aHaGUIIAKTOUTHBIE U AUIEPTUYECKHE PEaKIUH. “

COTIACD 110 !
MABKOTT Ty !
o

Hapywenus memabonusma:

O4YCHb pEAKO: TUIICPTPUTTIMIICPUIICMUS]. Trupas

Hapywenua co cmoponwt nepenoii cucmemoi: e
OYEHb PENKO: TPEMOP.

Co cmoponwr opzana spenus:

OHCHD PE/IKO: HapYIIEHUE 3peHUs (BKIIIOYAs HEYETKOE 3pEHHE, JUIUIONHIO).

Hapywenus co cmoponuw: opzana cnyxa u nabupunmuvie napywenus:

OYEHb PENIKO: CTOMKAS MIIM BpeMEHHasl [I0Teps CIyXa.

Co cmoponer cepoeuno-cocyoucmoii cucmenmor:

OY€Hb PEIKO: XPOHUYECKAs CepAeYHas HEOCTATOYHOCTE,

Co cmopouvr cucmemor opeanos dvixarus:

4acTO: OJIBIIIIKA.

Co cmoponvt aicenydouno-xumeunozo mpaxma:

OY€Hb PEIKO: IaHKPEATHT.

Co cmoponer 2enamobunuapnoii cucmempr:

OHEHb PENIKO: TSKEI0E TOKCHYECKOE TMOPaXEHNE MEYEHU (B TOM YUCIE HECKOILKO Clly4yaeB
OCTPOH [IEYEHOYHOM HEAOCTATOYHOCTH C JIETABHEIM HCXOIOM).

Co cmoponbl kodicHbIX NOKPOBOE U NOOKOICHOT 2UCUPOBOLL KIemuamru.

O9Y€HL DPENKO: TOKCHYECKHH JNMIEpPMATBHBIA HEKpOIIHs3, cunzapom CruBeHca-J[XOHCOHa,
OCTPBIA  TEeHEPAIHU30BaHHBIM  SK3€HTEMATO3HbII IyCcTyne3, [oauMOpdHass 3puTeMa,
IKchHOoNUaTUBHEIH JEPMaTHUT, JCWKOIMTOKIACTHIECKHU BaCKyJIUT, allonenus,
CBETOYYBCTBUTEIHLHOCTE.

Brusnue na  pesynomamor nabopamopnvix  noxazameneii  u UHCMPYMEHMANbHBIX
uccneooeanuii:

OHCHB PC/IKO: MOBBIIEHUE aKTUBHOCTH KpeaTuHbOCHOKAHA3E] KpPOBH.

Ilepenozuposka

CumnTomel, Habmonaemsle pu I€peo3upoBKe npenapatoM OpyHran®, GbUIH COMOCTABUMEL
C 10303aBHCUMBIMH IOOOYHBIMK PEAKUMAMY, HAGIIOfACMEIMU IIPY IPUMEHEHNU OOBIYHBIX 7103
npenapara.

Jleuenue

Hannas eepcus uncmpyxyuu desicmeumensua ¢ 23.05.2019
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Crenngunyeckoro anTHI0Ta HE CYIUECTBYeT. B ciyuae NICPE/I03UPOBKH CIIEAYET [IPOBOJUTE
NOJACPXKUBAIOILYIO Tepanuio. MTpakoHa301l HE BEIBOAUTCS U3 OPraHM3Ma [IPU reMOAHANH3e.
Pexomenzyercss 06paTuThCS B TOKCHKOIOTMYECKHIL IEHTP C LENBIO KOPPEKTUPOBKH JICUECHUSA

IIpY Iepeno3upoBke npenapatom Opynran®.

B3aumopeiicteue ¢ Apyrumu jieKkapcTBeHHBIME CpeACTBAME

HMrpakonason — npenapar ¢ BEICOKUM IIOTEHIMAIOM JIEKapCTBCHHBIX B3auMojeicTBuil. Hinke
OTHMCAHBL PA3JIMYHBIC BU[IBI JICKAPCTBEHHBIX B3aUMOJEHCTBUM U CBA3AHHBIE C HUMU OOIIHE
pexomernnauuy. Kpome Toro, npescrabieHa Tabimmna ¢ npuMepamu JIEKapCTBEHHBIX CPEJICTB,
KOTOpbIC MOTYT B3aMMOJCHCTBOBATL C MTPAKOHA30JOM, OPraHH3OBaHHAL II0 rpynmnam
npenapartoB s Gojlee NPOCTOr0 HMCIONB30BaHMs. CIIMCOK IPUMEPOB HE SBIAETCS
BCEOOBEMITIOIIUM, [OJITOMY IIPH COBMECTHOM IIPUMEHEHUH KaKuX-TMb0 INpenaparoB c
WTPaKOHA30JIOM CIIEYET U3yUTh HHCTPYKUUH 110 MX IIPUMEHEHHIO HA IPEAMET “HpOpMauuu,
CBA32HHOM C METaboaM3MOM, ITyTSMH JIEKapCTBEHHBIX B3aMMOJICACTBHH, NOTEHIMATLHEIMH
PUCKaMH U CeUUUIECKIME ACHCTBUAMY B OTHOIIEHHM COBMECTHOLO IPYMEHEHHUS.
Hrpakonason MeTaGonu3upyeTcs B HepByIo ouepens 3a cyer CYP3A4. Jlpyrue Bemectsa,
MCIIOIb3YIOMKE JaHHBIA METabONMYECKUH IyTh MITH U3MEHSIONME AKTUBHOCTE CYP3A4,
MOTYT BIHMATb Ha ()aAPMaKOKMHETHKY WTpaKoHasonma. Ilpu OTHOBPEMEHHOM IIPUMEHEHUH
MTPAKOHA30/1a C YMEPEHHBIMH HIIM MOIUHBIMH HHAYKTOpaMH CYP3A4 MOXET CHHKATECS
OMOIOCTYIHOCTD MTpPAaKOHa30la U THAPOKCUATPAKOHA30/1a, TaK YTO MOXET OBITH CHMIKCHA
appexrrBHOCTE. COBMECTHOE TPUMEHEHHUE C YMEPCHHBEIMHM MM MOUIHBIMH MHTHOUTOpAMH
CYP3A4 MOXeET IOBBICHTH GHOIOCTYIIHOCTD UTpaKOHa301a, IPUBOJs K 6oJiee BhIpaXKEHHbBIM
WA JUTATENBHBIM (apMaKonorndeckuM 3¢ GpexTaM UTpakoHa301a.

BcackiBanne uTpakoHasona cHUXAETCs Y IALMEHTOB CO CHIKEHHOI KHCIIOTHOCTBIO XKEITy KA.
IIpenaparsl, cHUXAIOIINE KACTOTHOCTD XKy IKa, HapyIuaroT BCaChIBAHHUE UTPAKOHA30JIa U3
Kancy1. 4To0BI IPOTHBOCTOATH NaHHOMY 3 heKTy, PEKOMEHAYETCS IPUHUMATE UTPAaKOHA301T
B KallCyJlaX ¢ KUCIOTHBIM HAITUTKOM (HANPUMED, HEINETUIECKOH KOIIOH), eciu IIPHHAMAIOTCS
TIpeniapathl A7 CHIOKEHHUS KUCIIOTHOCTH Xemyka (cM. pasmen «Ocobrie YKa3aHus).
WTpakoHa3on # ero OCHOBHON MeTaGoNuT THIPOKCUUTPAKOHA30JI SBIISIOTCA MOIIHBIMH
uarubutopamu  CYP3A4. UrpakoHason smisercs MHTMOUTOPOM  JIEKAPCTBEHHBIX
TPaHCIIOPTHBIX MOJIeKyn P-rnukonporenna m 6enxa pesmcrentHOCTH K paKy MOIIOYHOMR
xenesst  (BCRP). Urpakonazon moxer MHTHOUPOBaTh MeTabonM3M  mpenaparos,
meTabomu3upyemerx CYP3A4, u tpancnopt npenapatoB P-rivkonporennom w/umu BCRP, B

PE3YJIbTATE 4E€ro MOXET BO3pacTarh KOHHUEHTpAUHUA ITUX nIp€naparoB W/MIIM UX aKTUBHBIX

Aannas sepcust uncmpyxyuu deticmeumensna c 23.05.2019
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MeTaboIuTOB B IlJIasM€ TIpH OHHOBPEMEHHOM npueMe ¢ HTpakoHaszonoM. lloBriuenue
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KOHUCHTPALMH B I1/1a3Me MOXET yCHJIMUBATh HIIM IPOJIOHTHPOBATE KaK TEPaNeBTUYECKHE, TAK
M HEXenaTenbHble dQekTrl 3TUX mpenapatos. J{ms HEKOTOPBIX IIPEIIapaTOB COBMECTHOE
TPHUMEHCHAE C UTPAKOHA30IOM MOXKET PUBECTU K CHIKEHHMIO KOHIEHTPAIMH NPENapaTa Win
Cr'o aKTHBHOrO KOMIIOHEHTa B IUIasMe. B pesyneraTe sToro addexTuBHOCTS IIpenaparoB
MOXET OBITH CHHIKEHA.

Ilocre OTMEHEBI Tepanuu UTPAKOHA30I0M KOHICHTpalH B I1JIa3M€ CHUXKAIOTCS HUXKE Mpesena
ONIPENCIICHYUS B TEYEHME 7—14 QHEH B 3aBUCHMOCTM OT J03 M AIMTEIBHOCTH Tepanuu. Y
TNatuneHTOB € UPPO30OM IIEIEHU WU JIULL, HOTYYaBIIMX HHTUGUTOPEI CYP3A4, xoHueHTpanuu
B IUIa3ME CHIDKAIOTCS MEJICHHEE. JTO OCOGEHHO BaXHO yYHTBHIBATE IIpY Hayajie Tepanuy
TIpenapaTamu, Ha MeTaboIu3M KOTOPBIX BIMSET UTPAKOHA3OI.

IIpumennmel cienyromue obuue peKoMeHIAUHMH, ey B TabIKIe He YKa3aHO MHOE:

* «lIpoTHBONOKA3aHO)» — HU IIPH KAKUX 0GCTOATELCTBAX HEMb3S IIPUMEHATH NIpenapar
OIHOBPEMEHHO € UTPAKOHA30JIOM. ITO OTHOCHTCS K CIEIYIOMM [penaparam:

o cyberparel CYP3A4, y KOTOPBIX MOXeET BO3pacTaTh KOHLIEHTPAUKS B ILTa3Me C
IIPOJIOHTaUMeH MM YCHIIEHMEM TEPANEBTHYECKUX W/UIH HEKelaTeNbHEIX
3¢ HEeKTOB 10 BO3HMKHOBEHMS MOTEHIMAILHO CEPBE3HBIX CUTyanui (cM.
«IIpoTuBonokazanusy»).

* «He pexomenmyercs» — peKOMeHOyeTcs u36eraTh IIpUMEHEHMs [Ipenapara, 3a
HCKIIIOYCHNEM CITy4aeB, KOI[d IONb3a IIPEBBIIACT [OTCHIMAIBHBIA puck. Ecnmu
COBMECTHOTO ~ IPHUMCHEHUS HEIb3s U30eXaTh, pPEKOMEHIYETCS KIMHUYECKOE
HaOJlFofIeHne, O3Bl UTPAKOHA30J1a W/WiTH ONHOBPEMEHHO NIPUHUMAEMBIX IIPEIIapaToB
CACIYE€T KOPPEKTUPOBATH 110 Mepe HEOOXoaMMOCTH. 10 BO3MOKHOCTH PEKOMEHAYETC S
OIPCAEIATE KOHUCHTPALMH B IIa3Me. DTO OTHOCHTCS K CIEAYIOIIMM IIpenaparam:

O YMCPCHHBIC WM MOIWIHBIE MHOYKTOpel CYP3A4: He PEKOMEHIyeTCH
Ha3HAYeHHE 33 2 HeLleNH 10 ¥ B TeYEHHE JICUCHUS HUTPaKOHA30JI0M;

o cy6erparsr CYP3A4/P-gp/BCRP, nopbnmenve wm CHM)XXCHHE KOHLEHTpPaLMit
KOTOPBIX B IUIa3M€ MOXET MPUBECTH K 3Haanen$H0My PHCKY: He
PCKOMEHIYETCS HA3HAYCHHE BO BPEMS M B TCHUEHHE 2 HEIENb IOCIE JCYeHHS
HUTPaKOHAa30JI0M.

® «C OCTOPOXHOCTBIO» — PEKOMCHIyeTCS  TINATENbHOE  HAONIOAEHHE IpH
OIHOBPEMEHHOM INPUMEHEHUM IPENApaTa ¢ MTPAKOHA30JI0M. IIpu omHOBpeMenHOM
NPUMCHCHUM ~ DCKOMEHIYETCS  TINATENBHO HAOMIONATh 332 [AHHEHTOM U

KOPpEXTHPOBATh NI03BI UTPAKOHA30JId W/MIH COIYTCTBYIOUIMX IpPENApaToB Mo Mepe
Hannan eepcus uncmpyryuu deiicmeumensua ¢ 23.05.2019
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HeobxomumocTh. Eciy BO3MOXHO, PEKOMEHIYETCS OIpeNelsTh KOHLICHTpallMi B
nasMe. OTO OTHOCUTCS K CIIEAYIOIMM IIperapaTaMm:
O Tpenaparsl, CHUKAIOIMKE KUCIOTHOCTD XKEITy IKa (TOIBKO UL HTPaKOHA30MIa B
Kancynax);
O YMEPCHHBIC MM MOIIHbIE MHTUOUTOPEI CYP3A4;
o cyberpatst CYP3A4/P-gp/BCRP, 1ist KOTOPHIX HOBBIIIECHHE MM CHIDKEHUE
KOHICHTPAUMH B IJIa3ME MOXET IIPUBECTH K KIMHAIECKH 3HAYNMOMY PHCKY.
IIpumeps! B3auMONEHCTBYIOMMX [IPENAPATOB [PEACTABIEHE! B Tabnuue mHwxe. Ilpenaparer,
NEpEeYUCIICHHbIe B Tabnuue, BEIOpaHbl HA OCHOBE JAaHHBIX HMCCIIEIOBAHMIA JIEKAPCTBEHHEIX
B3aUMOJICHCTBHUA WM KIMHUYECKUX CIIy4aeB, a TAKKE MOTEHIUAIBHBIX JICKApCTBEHHBIX

B3aMMOJICCTBUI Ha OCHOBE MEXaHU3MA JIEHCTBHS.

K.iacenl npenapatos u OxuxaemMblii/noTen UHABHLII Kiununueckne komventapun
npenaparsi 3¢ dexT N0 OTHOWEHHIO K YPOBHIO (cM. npumevanus)
npenapara

(cM. cHOCKH)

Aub(a-6J10KaTopbl

Andyzozun Andy3o3uH Cua (11), AUC (11) He pexoMenmyeTcs Bo BpeMs U 2 HeJIE/IH NOCNE OKOHYAHMA
Cunonosun CunonosuH Cpax (11), AUC (11 JICHCHHUA HTPaKOHA301I0M. TTOBEIIIEH pHCK MOABNEHMS
Tamcynozun Tamcynozun Crax (1), AUC (1) HEKENATENBHBIX PeaKUHMI, CBA3AHHEIX C

a(y303MHOM/CHIIOAO3UHOM/ TAMCYIIO3HHOM.

AHAaJbTreTHKH

Andenranun Angentanun AUC (11-1111)° TTpUMEHATS ¢ OCTOPOXHOCTBIO, HAGMIONATE HA MpeAMET
Bynpenopdun (8/B 1 Bynpenopdut Cmax (11), AUC (11)2 TIOSIBJICHHSA HEXKEJIATENBHBIX PEAKLIHil HA aHATETETUKUS, MOXKET
TIOXBSA3BINHO) T0TPeGOBATLCA CHIDKEHUE 0351 andeHTaHa/

OxcukonoH OxcuronoH Cpa 1, AUC 11 GynpeuopdmHa/oxcnxonoua/cy(bemamma.

Cydentanunn Cydenranun — nossimenne

KOHLIEHTPAUHH (CTENEHb HEU3BECTHA)>
b

(enrannn Denrannn /B AUC (1) He pekomennyercs Bo Bpems 1 2 Helien Nocie OKOHYaHUA
Dentanui B Apyrux Gopmax — JICYCHHA MTPAKOHA30/10M. [T0BBIIEH PHCK NMOABNEHMS
TIOBBIMICHHE KOHIIEHTPALMY (CTENeHb HOMCTATENBHBIX PeaKUMii Ha GeHTanmun®,
HEM3BECTHA) ©

JleBauetunmetanon JleBaneTiMeTanost Coge (11), AUC TIpoTHBOmOKA3aH BO BPEMS U B TEUeHME 2 HEJIEMb NOCIC NeueHIs

(neBoMeTamun) 11te WTPaKOHa30510M. [[0BRIIEH PUCK NOABNEHUS HEKEIATENbHBIX

PeaKii Ha JICBALCTHIMETALOM: [IPOJIOHTAIHA HHTEPBATA QT u
NHPY3THAA TaXHKApAUS.

Mertagon (R)-metanon Cnu (1), AUC (1) TlpoTuBOnOKasaH Bo BpeMs 1 B TeueHie 2 HEACHD NOCIE JIeHeHUsA
MTPaKoHa300M. [ToBBIIEH pHCK TTOABIIEHHS HEKENATENBHBIX
PeaKImi Ha METa/l0H: TIOTEHUHAILHO YIPOKAIOLIEE JKHZHU
YTHETCHUC JBIXaHNs, NPoJoHralyis uuTepsaia QT u nupysTHas
TaXHKapaus,

TIpoTHBOapHTMHYECKHE cpeacTBa
Hurokcun Jurokcut Cg T, AUC 1 TpHMEHSATS ¢ OCTOPOXKHOCTBIO, HAGMIOAATE Ha npeamMeT
TIOABJICHUA HEXENATEIbHBIX PEAKIMI Ha JHTOKCHH, MOXKET
NOTPEGOBATLCH CHIKEHHE 10361 IMTOKCHHAS,

Husonnpamun Jluzonupamu — noselHeHHe TlpoTuBONOKA3aH BO BpEMS 1 B TeueHHE 2 HEACTD HOC/E JIEYEHHUA
KOHueHTpauuu (11)*° HTpakoHa30J10M. [10BBIIICH PUCK MOABACHHA HEXESaTeIbHbIX
Peakipii Ha AUBONHPAMHIL: CEpbE3HBIE APHTMUH, BK/IOUAS
MHPYITHYIO TAXHKAPHIO.
Hodernnun Jodenumua Cog (1), AUC 1y [Tpoturonokasanx Bo BPEMS U B TEYECHHE 2 HEALIIH TIOCHE ACYEH s

MTPaKoHa30JIoM. [ToBbIINeH pUCK NOABNEHMS HEXCNATENBHBIX
PeaKLMi Ha NOQETUTHA: Cepbe3HbIE KEITy A0UKOBBIE apHTMHH,
BKJTIOYas THPYITHYIO TAXUKAPMIO.

Jpoxenapon Hponenapon Cuax (111), AUC (1111)? IIpoTHBomOKA3aH BO BpeMs H B TeyeHue 2 HeAe b MOCHe JIEYeHuUs
MTPAaKOHa30/10M. TTOBBINIEH PHCK MOABNEHHS HEXENATebHBIX
PCaKLMi Ha IPOHEAAPOH: NPoNOHralus uiTepsana QT u
CEPUEYHO-COCYIHCTAs CMEPT.

XuHHIMH Xunnant Cpgx 1, AUC 11 INpoTuBonoKasas Bo Bpems 1 B TeHEHME 2 HEAED NOCHE JCUCHIN
MTPAKOHa30/10M. TTOBBILIEH PUCK MOSBIEHUS HEXKEJIATE BHbBIX

Hannan eepcusi unempyxyuu desicmeumensna ¢ 23.05.2019
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Kiaccent npenaparos un

Osknaemplii/MoTeHUHAIBRBIH

Knunuveckup kommentapuu = *
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KOHUEHTpalKH (CTENEHb HEM3BECTHA)>
b

Wrpaxonason: Crae 1, AUC {|

npenaparsbl dddexT 110 oTHOLIEHHIO K YPOBHID (cM. mpUMeUANASHY-" """
npenapara
(cM. cHockH)
peaKumif Ha XHHUAMH: NpoNoHraiys nutepsana QT, nupy>THas
TaXMKAp/Is, THIIOTEH3KA, CHYTAHHOCTb CO3HAHHSA M MU
AHTHOHOTHKH
Benaksunun benakpuaut Cpax (<), AUC (1) B He pexomenyercs B Teuenne 6osee ueM 2 Heaenb B 110601
TEUCHHE 2 HEMIEND, ONMH Pa3 B CYTKH MOMEHT JieUeHHs GEJAKBHIIMHOM B CBS3H C MTOBBILICHHEM pHCKa
Genaxsumna® TIOABJICHHA HEXEJIATENBHBIX PEaKLMii Ha 6 JaKBHIHHE,
Linnpodnokcauun Urpakonason Cpax 1, AUC 1 TIpuMeHATs ¢ OCTOPOXKHOCTBIO, HABG/IOATE Ha npeaMer
OpHUTPOMHUILIMH TIOSIBJICHHS HEMENATENBHBIX PEAKLIHI Ha HTPAKOHA30]T, MOXKET
NoTPeGOBATLCA CHHIKEHHUE JI03BI HTPAKOHA30/1a.
Knapurpomuunn Knaputpomuums — nossienne TIpuMEHATL ¢ OCTOPOIKHOCTHIO, HAGNIOAATE HA NPEaAMET
KOHLEHTPAUKH (CTENEHL HEU3BECTHA)® | MOABIEHUA HEXENATENbHBIX peaKiLuii Ha HTPAKOHA30J W/ HIIH
b KITAPHTPOMHLMHC, MOXET MOTPEGOBATHCA CHHXKEHHE O3B
Hrpakona3os Cou 1, AUC 1; WTPaKOHA30/12 W/HIIH KJIADHTPOMHLIMHA.
Jenamanun JlenamaHux ~ NoBHLIEHHE TIpaMensTs ¢ 0CTOPOXKHOCTEIO, HAGMIOATE Ha npeamer
KOHLICHTPAlUH (CTENEHh HEM3BECTHA)® | MOSBJICHHS HEXKENATETBHEIX peaxuuit Ha
. b AeNaMaHu Y/ TPHMETPEKCAT, MOIKET NOTPEGOBATECSH CHIDKEHHE
Tpumerpexcar Tpumetpekcar — nopeimeHne Z03BI UTPAKOHA30J1a%,
KOHLEHTpalUMH (CTENeHb Hen3BecTHa)™
b
H3onmnazun HW3ouuasna: koHueHTpains He pexoMennyercs 8 Teuenue 2 Henenb 10 U BO BpPEMS JICUEHHUS
uTpakoHasona (| |)*® HTPAKOHA30JI0M, MOKET OBITh CHIDKEHA I(DEKTHBHOCTL
Pudamnuimn Pudammuimn: AUC utpakonasona WTPaKOHa30Ja.
Ll
Pucabytun PudabyTus — nopsimenue He pexomenayercs B Teuenue 2 Hegens 1o, o BpEMs H B

TEUCHHE 2 HEJEb N0CAC JIeHEHHS UTPAKOH3010M. BO3MOYKHO
CHInKEHHE 3)GEKTHBHOCTH UTPAKOHA30/1a H MOBBIICHHE pHucka
NOSBJICHNS HCMENATENBHEIX PEakLUii Ha pudabyTHHS.

Teaurpomuiuin

Y 310pOBBIX 106POBOILIIER:
TENUTPOMULMH Cpax T, AUC 1

pu Tsxenom Hapywenun dyukunu
nouek: TenutpoMuimun AUC (11)
Tp# TsKENOM HapyLeHUH (yHKLUHH
TIEYCHHU: TENTUTPOMHLIMH — MOBBILICHHE
KOHIIEHTPaLKHU (CTereHb Hen3BecTHa )™
b

TIpoTuBONIOKA3aH NaLKEHTaM ¢ TKEBIM HapyleHueM QyHKuMu
NEYCHH HITH ITOYEK BO BPEMSA 4 B TEHEHUE 2 HEOEb nocie
JIEYCHHA HTpakoHasooM. [ToBbimeH puck nosBneHus
HEXENATE/IBHBIX PEAKIIHIT HA TEIMTPOMULMH, BKITIOYAS
MEHEHOHHYIO TOKCHYHOCTS, IPOJIOHTaluIo HHTepBana QT u
[UPY3THYIO TAXHKAPAMIO,

Y ApyryX NAUHEHTOB CERYET NPHMEHSTS C OCTOPOKHOCTBIO,
HaGIIOJATL Ha NPEIMET MOARICHHS HEXENATETbHBIX peaximii Ha
TENTHTPOMHLMH, MOXET NOTPeOOBATRCA CHIDKEHHE 035
TEJIUTPOMHLIHHA® .

AHTHKOATY/ISIHTBI M AHTHTPOMOOTHYECKHE CPEaCTBA

Anuxcaban Annkcaban Coy (1), AUC (1) He pexoMenmyercs Bo Bpems ¥ 2 HEENH NOCHE JICYCHHA
PuBapokcaban Pusapokcabat Cuax (1), AUC (1-11) HTPaKOHa30/10M. [TOBBIIEH PUCK MOABNECHHNS HeXeNaTe b HbIX
Bopanakcap Bopanakcap Cuax (1), AUC (1) peakLHii Ha anukcabaH/pusapokcaGan/Bopanaxcap®.

Kymapunsl (Harpumep,
Bapdapun)

Kymapuuet (Hanpumep, sapdapun) —
FIOBBILUCHHE KOHUCHTPALMY (CTENEHD
HEH3BECTHA)™ P

TIpMMEHATS C OCTOPOXKHOCTBIO, HAGMONATS Ha PEAMET
TIOABNICHHS HEXENATENLHBIX PEAKLHI Ha Ky MAPHHBY LHIOCTA301,
MOXKET NOTPEGOBATHCA CHIDKEHUE I03bE

Liunocrason Llnnoctazon Cua (1), AUC (11) KyMapHHOB/LIMAOCTa301a°

Naburatpan Ha6uratpan Coa (11), AUC (11)° TTpUMEHATB C OCTOPOXHOCTEIO, HAGMIOAATH Ha npeaMet
TIOABCHHS HEXKE/ATENBHBIX PEAKLIMH Ha NaGUraTpaH, MOXKeT
n0TPeGOBATECH CHUMKEHHE JI03bI Jaburatpana®

Tuxarpenop Tuxarpenop Cna (11), AUC (111) IpoTuBonokasat Bo Bpems U B Teenye 2 Heslelb MOCIE E1eHAA

HTpakoHa30J0M. [TOBBIIIEH pHCK NOABIIEHHS HEXeTaTe b HbIX
Peakumii Ha THKArpenop, HanpHUMep KPOBOTEUEHHI,

HpoTusocyopoxusle cpeacrsa

Kap6avasenuu Konuentpauns kapGamaseruna (1) He pexomennyercs B Teuenue 2 nenens 110, BO BpEMS 1 B
Konueuntpaums HTpakoHasona (| | )*® TEYEHUE 2 Heelb TIOCHIE IeYeHUs HUTPAKOHA30/10M.
O heKTMBHOCTE HTPAKOHA30/1a MOXKET ObITh CHIDKEHA B CBA3H C
TIOBBIMICHHEM PHCK MOABJICHUS HEXENATENBHBIX PEAKLMit Ha
KapbaMasenuu®
®enobap6uTan DenobapOuTan: KOHUEHTpALHs He pexomenuyetcs B Teuenue 2 nenens 10, BO BpEMS U B
uTpaKoHasoa (]} )>° TeYeHME 2 Hefeb 10CiIe JeYeH s WTpaKkoHazonoM. MoxeT 6bITh
DeHuTonH Denunronn: AUC wpakoHasosna 41l CHIDKEHA 9 PEKTHBHOCTL HTPAKOHA30IA.
IpoTusoauaGeruueckue cpencrsa
Penarnvuua Penarmisun Cpy 1, AUC 1 TTpuMEHATE ¢ OCTOPOKHOCTBIO, HAGMIOAATh Ha npeaMeT
Cakcariunia Caxcarmunmii Coax (1), AUC (11)?

TNOABICHUS HEKENATENBHBIX PeaKLmii Ha
PenarHu/CaKCArIMIITHH, MOXKET NOTPEGOBATHCS CHIKEHHE
A03b! penarmuHuaa/ CakcarmuITHHa®

AHTHIETbMUHTHbIE, NPOTHBOrPHGKOBLIC H AHTHIIPOTO3OHMLIC CPEACTRA

ApTtemerep- Aptemetep Coax (11), AUC (1) TIpuMeHaTs ¢ 0CTOPOKHOCTEIO, HAGMIONATS Ha npeamMeT
moMedaHTpHH Jliomedantput Cug (1), AUC (1) TTOABNEHHS HEXKE/ATE IBHBIX PeaKLikii Ha apTeMeTep-
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Xunuu XunuH Coax <, AUC 1 JomeanTpur/xunus’. Crieunpudeckue AeHCTBUS ONUCAHBI B
HHCTPYKIUMAX IO IPHMEHEHHIO.
lanodanrpun Tanogantpusn — nossunenue IIpoTuBOnOKa3aH Bo BpeMs M B TeueHHE 2 HEAEIH TOCIE JIeYeHUA

KOHUEHTpauuH (CTeneHb Heu3BecTHa)®
b

HTPAKOHa30JI0M. TTOBBIILEH PUCK NMOSBICHHA HEXENATENBHBIX
peakiyii Ha ranoanTpHK: npononrauus uutepsana QT u
JICTA/ILHBIE APUTMHH.

H3asykonazon

UsaBykonason Cyg (<), AUC (111)

TlpoTusonokasan Bo BpeMs M B TeueHHe 2 HEAENb NOCHE JICYCHHA
HTPAKOHA30/10M. TTOBLILIEH PHCK MOABNEHHUS HEXCENATENEHBIX
Peakumit Ha H3aBYKOHA301: HAPYUIEHHS CO CTOPOHBI MIEYEHH,
PCAKLMH THIEPYYBCTBHTENSHOCTH U IMOPHODETOTOKCHYHOCTS.

[Mpasuksanren Tlpasuxpanren Coax (11), AUC (1)

ITpumenats ¢ ocToposxcHOCTBIO, HAGMIOAATH Ha npeaMeT
TIOABJIEHUA HEXKENATCHBHBIX PEAKLIMH HA IPASHKBAHTESN, MOXET
NoTpeGOBaThCA CHIKEHME JI03bI NPA3HKBAHTE/AS,

AHTHTHCTAMHUHHbBIE cpeacrsa

Acremuson Actemuzon Cua (1), AUC (11)? TIpoTusoriokasan Bo Bpems U B TeueHuE 2 HEACTD NOCAC JICHEHIS
HTPaKOHa30/10M. [TOBBINIEH PHCK MOABNCHUA HEKENATE/BHBIX
Peaxuuii Ha acTeMH30.T: nposonraluA uutepsaia QT, nupysTHas
TAXHKAPAHA W APYTHE HKEITY IOYKOBBIC APUTMHH.

Bunacrun Bunactui Cua (11), AUC (1) TIpumenaTs ¢ 0cTopoxHOCTBIO, HAGMOAATS Ha npeaMeT

D6actun O6actut Crax 11, AUC 111 TIOAB/ICHHS HEXXEITATENIBHBIX PeaKuMit Ha GunacTur/>6acThH,

Pynaranun Pynaranux — nossimesue PYynaTagHH’, MOJKET NOTPeGOBATECA CHIKEHHE J03b]

KOHUEHTpauuu (1111)>° OunacTHHa/>6acTiHa, pynataauHa.

Musonactun Musonactuet Coug (1), AUC (1) IIpotvBOMOKa3aH BO Bpema M B TeUeHMe 2 Hees b rIoCie JIEYEHHS
HTpaKoHa30/10M. TTOBBIMIEH PHCK NMOABICHHA HEXEIATeAbHBIX
PEakUUH Ha MH30NIACTHH: NPOJIoHrauys HuTepsana QT.

Tepdbenamu Tepdenamun - nossimenue TlpoTuBOTIOKasaH BO BpeMs 1 B TeHEHHE 2 HEAEB TOCHE AeICHIS

KOHLEHTpaLKH (CTeneHs HeusBecTHa)?

UTPaKoHa30/10M. [ToBBIMEH PHCK MOABNEHNS HEXeNaTeNbHBIX
peaxupii Ha TepdeHanH: nponourauus untepsana QT,
LTMPYSTHAS TAXHKAPAUS U APYTHE KENYJOUKOBBIE aPHUTMUHU.

II POTHBOMHIPEHO3HbIE CpEeXCTBA

DneTpuITaH Onetpuntan Cra (11), AUC (111)°

TIpUMEHATS ¢ OCTOPONHOCTHIO, HAGIONATD Ha npeamer
TIOABNCHUA HEXENATENBHBIX PEAKLIMI HA SNETPHUIITAHS, MOXKET
NOTPeGOBATECA CHIKEHHE 110351 IETPUNITAHA.

AJIKaIoU/Ibl CIIOPBIHLH
(AMrUapo3IproTaMHH,
IPrOMETPHH, JPrOTAMUH,
METH/IDPrOMETPHH)

AJIKQNTOHIBI CIIOPBIHBH — NOBBILEHHE
KOHUEHTpaLMK (CTENEHb HEM3BECTHA )™
b

HpomBonoxasaH BO BpEMA H B TEUECHHE 2 HEMAED NOCTIe ACYEHHUA
UTpakoHasonoM. [Tossimen PHCK TNOABACHHS HEXKEJIATENBHbIX
PEaKlMi Ha aTKaTOHaB! CIIOPAIHBH, TAKHX KaK 3proTH3M.

IlpoTuBOONYX0iIeBbLIE NpPENAPATHI

BopTtesomut Boptesomu6 AUC (1) [TpuMeHATD ¢ 0CTOPOKHOCTEIO, HAGMIOAATH Ha NIpeIMET

Bpenrykcumata Be1oTHH Bpentykcuma6a Benona AUC (1)° TIOABJICHHS HEKENATENBHBIX PEAKLIMH HA MPOTHBOOIYXOJEBbIE

Bycynsdan Bycynpdat Cpax T, AUC 1 APEMNaparsl®, MOKET MOTPeGOBATECA CHHKEHHUE 10351

DpoTHHHO OpnoTHHHG Cpax (11), AUC (1) TIPOTHBOOIIYXOJIEBOTO Mpenapara.

I'epurnnné TeutHUG Cpae 1, AUC 1

HWmatnuub Hmatnum6 Crg (1), AUC (1)

Hxcabenunon Hikcabenunot Cpay (<), AUC (1)

Hunteaanu6 Hunrenann6 Cua (1), AUC (1)

INano6uHocTtat ITano6unoctar Cusx (1), AUC (1)°

[TonaTuHu6 Tonatun6 Cua (1), AUC ( 1)y

Pykconautunu6 PyxcosmuTHHUG Cuax (1), AUC [

Counzerné Conunern6 Cuax (1), AUC (1)

Banjetanu6 Banaeranu6 Cpex <, AUC 1

Haenamicué Haenamucn6 Cuax (1), AUC (1)° TIpHMERATE ¢ 0CTOPOKHOCTHIO, HaGMOATh Ha npeaMeT
Utpakonason — nossimeHe TIOABJICHHA HEXCATE/IbHBIX PEaKLMi Ha UTPAKOHA30N WM
KOHLECHTPAUHM B CLIBOPOTKE (CTENCH: | HAENANHCHES, MOXET NOTPEGOBATECH CHWKEHME 10351
HeusBectHa)>® UTPAKOHa301a WHUIH HaeaatucHba.

AKCHUTHHHG AKCHTHHHO Coax (1), AUC (11)° He pexomennyercs Bo BpeMs u 2 Hele noche SiedcH

Bosyrunu6 Bo3ytunu6 Cua (111), AUC ( T2 HTpakoHa30/10M. TTOBbIIIEH PHCK NOABAEHHS HEXKENATENDHBIX

Ka6azurakcen Kabasutakcesn Cpy (), AUC () Peaxumit Ha IPOTHBOOITYXOJIEBBIE TPENAPATHIS,

Kab6oszantuun6 KaGosautuuu6 Cpyy (), AUC 1?

Llepurunn6 Ueputnuub Chax (1), AUC (11)° HonosnuxuTensHo:

Ko6umeTnnu6 Ko6umetunn6 Cunax 11, AUC 111 Jnst kabasuTakcena, Aake eciiH H3MEHEHU napameTpoB

Kpuszotunn6 Kpu3otuuu6 Coax (1), AUC (11)° (apMaKOKHHETHKH HE JOCTHIANM CTATHCTHYECKOI 3HAUYUMOCTH B

Habpadeuutd Ha6padenné AUC (1) HCCNCI0BAHNUH JICKaPCTBEHHOTO B3aUMOACHCTBHS C HH3KMMU

Hasarnau6 Hazatuuu6 Coax (11), AUC (11) N03aMH KETOKOHA30,1a, HAGMIOAANACk BLICOKAS BAPHATHBHOCTH

Jouerakcen Houerakcen AUC («-—11)° pesynbTatos. Jind nOpyTHHUOGa ciewndudeckue aeicTBUs

H6pyTuHIG H6pyTunu6 Cua (1111), AUC (1111)* | onmcansi B HHCTPYKUMH MO IPHMEHEHHUIO.

Jlanatunu6 Jlanarunn6 Cua (11), AUC (11)°

Hunornuu6 Hunotunud Cua (1), AUC (1)

Onanapué Onanapn6 Cua 1, AUC 11

TMasonanu6 Ta3onanud Cuax (1), AUC (1)
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npenaparsi 3¢dhexT 0 OTHOUIEHHIO K YPOBHIO (cM. HpUMEYANHs)
npenapara
(cM. cHocKkH)

Cynutunné Cynumunu6 Crax (1), AUC (1)?

Tpabexrenun Tpabekrenun Cuax (1), AUC (1)

Tpacty3yma6 amramzun Tpacty3yma6 sMTaH3HH — NOBbHIEHHE

Aukanouzs! 6apBHHKa

KOHHEHTpALUM (CTEMNEHb HEH3BECTHA)™
b

Ankanousl 6apBHHKA — HOBBILIEHHE
KOHUEHTpaUuH (CTENEeHb HEH3BECTHA)™
b

Peropagenn6 AUC peropadenn6a (|| no nanmbim He pexomenayercs Bo BpeMs U 2 HEZIENH 10CHE JeUeHHs
JUISl aKTUBHOIO KOMIOHEHTa)? HTPaKOHa30JI0M. MoxeT GbITh CHIDKEHA Y()PEKTHBHOCTD
peropadenuba.
Hpunorekan HpuHOTEKaH U €10 aKTHBHBIH IIpotusonokasaH Bo BpeMs 1 B TeueHHe 2 HEAEb NOC/E NEYeHs

METabOUT — NOBBILICHHE
KOHUCHTpaLWH (CTENEHb HEU3BECTHA)™
b

HTpakoHa3onoM. [ToBsineH PHCK MOABJICHUA HEXENATENBHBIX
peakimii Ha HMPHHOTEKAH: OTCHLHAIBHO YIPOKAIOAS XKMU3HH
MHUCJIOCYTNIPECCHSA W Anapes.

AHTHIICHXOTHKH, AHKCHOJHTHKH H CHOTBOPHEIE CPEACTBA

Anmnpasonam
ApHnumnpazosn
Bpotuzonam
Bycriupon
Kapunpazuu
[anonepuaon
Mupnasonam (8/B)

Iepocnmpon
Kpetuamin
Pamenreon
Pucnepumon

CyBopekcant
30MUKIOH

Asmnpaszonam Coax <, AUC 11
Apununpazon Cuy T, AUC 1
Bpotusonam Cpax <>, AUC 11
Bycnnpon Cuae 1111, AUC 1111
Kapupazuu (11)>°

I"anonepunon Cys 1, AUC 1
Munasonam (B/B) — IOBBUNICHHE
KOHLEHTpatyu T1°

Tepocrnpot Cuax 111, AUC 711
Keetnanus Cuax (11), AUC (111)
Pamenreon Cyy (1), AUC (1)?
PucnepHaoH — nopeimeHHe
KOHILIEHTpauuy 1°

CysopexcaT Cua (1), AUC (11)°
3onmuKsoH Crax 1, AUC 1

IIpuMeTs ¢ 0CTOPOXKHOCTBIO, HAGIONATD HA NPEAMET
TIOABJICHMA HEXKENIATENBHBIX PEaKLMIi Ha AHTUIICMXOTUKH,
AHKCHOJINTHKH HIIH CHOTBOPHBIE®, MOXKET [0TPE6OBATHCS
CHIJKEHHE 103 3THX NPENapaTos.

Jypazunon

Jlypasunon Cuax (111), AUC (111)°

TIpoTHBONOKA3aH BO BPEMs U B TEUCHHE 2 HEAENE TOCHE JICHCHIA
UTPAKOHa30/10M. [TOBBIMIEH PHCK NOABNEHUA HEXKEIATEbHBIX
PeaKLi Ha JTypasuIOH: THIIOTEH3US, WPKYIATOPHEL Kojanc,
TSIKEJIBIC SKCTPANHPAMHIHBIE CHMITTOMEL, CYIOPOTH.

Muaazonam
(nepopaneHo)

Muznasonau (nepopansto) Cpae 1-11,
AUC 11-1111

HpOTHBOHOKEBHH BO BPEMS M B TeUCHUE 2 HEJENh 1I0Ce JICUEHHUA
HTpakoHaszooM. [ToBeimen PHCK NOSABJICHHS HEXKEAATCIbHBIX
peakLMi Ha MUIA30/1aM ; YTHETCHHE JBIXaHMS, OCTaHOBKA
SEpana, NpoJIOHIHpOBaHHAS CeAallui U KoMa.

Iumoznn

TuMO3HA Conax (1), AUC (11

[IpornBonokasan Bo Bpems 1 B TeueHHe 2 HEEMb MOCHE NCYCHIS
UTPaKoHa30JIoM. TIOBBIIIEH PUCK NOABCHHST HEXKEIATENbHEIX
PeaKiiii Ha NUMO3HIL: apHTMHH CEP/ILA, BO3MOXKHO, CBA3AHHBIE C
npononrauueif uutepsana QT u mupyITHOM TaxHKapHei.

Ceprunnon

CepTHHLION — NOBBITIEHUE
KOHLCHTPALIH (CTETNEHs HEN3BECTHA )™
b

IIpoTrBOnOKa3aH BO BpeMst K B TeucHH e 2 HEAENE IOCHE CUCHHS
MTPAKOHa30/10M. ITOBBIIIEH PHCK NOABIEHHUS HEKENATENBHBIX
PeaKImi Ha CepTUHAON: nponokraiws uuTepsana QT u
THPY3THAs TAXUKAPMA.

Tpuasonam

Tpnazonam Cpax 111, AUC 111111

TIpoTHBOMOKA3aH BO BPEMS M B TeUEHKE 2 HEAEND NOCE JICHCHHA
UTPaKOHa30710M. [IOBBIIIEH PHCK MOAB/IEHHA HEKENATEAbHBIX
PeaxLii Ha TPHA30MIAM: CYIOPOTH, YTHETEHHS BIXAHMUS,
AHIHOOTEK, aITHO? M KOMa.

IlpoTuBOBHpYCHBIE CpescTBa

AcyHarnpesup (¢
YCHJICHHEM)
Tenogorupa

ZHM30TIpoKCHIa (yMapar

Acynanpesup Cua (111), AUC (111)°

TenopoBup — noskimeHue
KOHLEHTPALMH (CTENEHb HEU3BECTHA)™
b

TIpUMEHATE € OCTOPOKHOCTHIO; cneurpuuecKue neHcTBU
ONHCAHBI B HHCTPYKUMH [10 IPUMEHCHHIO IPOTHBOBUPYCHOTO
npenapara.

(TDF)

Bouenpesup Bouenperup Crax (1), AUC (11)° TIpUMEHSTH C OCTOPOXKHOCTBIO, HABMIONATD Ha npeaMeT
Hrpakonaszon — nossiuermne TIOSIBACHIA HEIKEJIATEBHBIX PEAKIMIl Ha MTPAKOHA30 W/ HIH
KOHLEHTPALHH (CTEIIEHh HEU3BECTHA)™ GouenpeBup’, MokeT NOTpe6OBATECA CHIDKEHHE JI035
® uTpakoHasosa. Crenuuueckie AeHCTBUSA YKa3aHE! B

WHCTPYKUKMH N0 NPUMEHEHMIO Gollenpesupa.

Kobuuncrar Ko6uumcrar - nonsimerme TIpuMeHATE ¢ OCTOPOIKHOCTBIO, HAGMIONATD Ha npeaMeT
KOHLEHTPALIHH (CTENEHb HEU3BECTHA)® | TOSBIICHHS HEXKETATENEHBIX peakuyii Ha UTPAKOHA301, MOXKET
b NOTPEGOBATECS CHIDKEHHE 110361 MTPAKOHA30MTA.
Hrpakonason - rnossimeHHe
KOHIICHTPALUU (CTENEHb HEM3BECTHA)Y
b

Haknaracsup Hawnaracsup Cpax (1), AUC (11) TIpuMEHATE ¢ OCTOPOKHOCTDIO, HaGMIoAaTh Ha npeaMeT

Bauwurnpesup

Banunpesup Cus (111), AUC (111)°

NOABJICHUA HEXKEJIATEIbHBIX PeakiMii Ha
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npenaparsl 3¢ deKT 110 OTHOWEHHIO K YPOBHIO (cM. npHMeuanus)
npenapara
(cM. cHoCKH)
NaKJIaTaCBUP/BAHUNPEBUPS, MOMKET NOTPeGOBATHCS CHIKEHHUE
[03bI JaK/1aTaCBHPa/BaHUIIPEBHpA.
Hapynasup (¢ Y CUeHHBIH PUTOHABHPOM J1apyHABHp: TIpUMEHSTE C OCTOPOXKHOCTBIO, HaGMIOAATS HA fpeaMeT
YCHIEHHEM) Coax MTpakonasona (11), AUC (1) TNIOSIBNICHHA HEKENATEIGHBIX PEAKLIMH HA UTPAKOHA30, MOXKET
®docamnpenasup (c Y CHIIEHHBII PHTOHABUPOM NOTPeGOBATLCA CHIKCHHE 03b! HTPAKOHA30J1a,
yCUJIEHHEM (ocamnpenanup: Cyax HTPaKOHA30J1a
PHTOHABUPOM) (1), AUC(11)*
Tenanpesup Tenanpesup: Cmax HTpakonasona (1),
AUC (11)
OnBuTerpasup OnsurerpaBup Cuax (1), AUC (1)° [IpuMEHATE C OCTOPOXHOCTBIO, HabmonaTs Ha NpeAMET

(ycuneHHbi)

Htpakohaszosn — nossnmenue
KOHUEHTPALKK (CTENEHb HEH3BECTHA)™
b

TOABNCHKA HEXENATENbHBIX PEAKLIMIA Ha HTPaKOHA30M WHIIU
JIBUTErPaBHP (YCHIIEHHBLH PHTOHABHPOM)®. MoskeT
NOTPEGOBATLCS CHIDKEHNE 40351 HTPAKOHA30J1a; CM. HHCTPYKLHIO
110 NPUMEHEHHIO JJIBUTETPABHpA.

Odbasupens Ooasupens: Coax HTpakonasona |, He pekomenayercs B TedeHHE 2 HeEemb 0 H BO BPEMs1 JICUCHHS
AUC | HTPaKOHA30JI0M. DPPEKTHBHOCTH HTPAKOHA30J1a MOKET GbiTh
Hesupannu Hesupamnn: Coax HTpakonasona |, CHIDKEHa,
AUC ||
Kom6unaums: On6acup Cuax (<), AUC (1) [TpuMEHATH C OCTOPOKHOCTBIO, HABIOAATD Ha NpeaMeT

On6acsup/ ['pasonpesup

I'pasortpesup Cpa (<), AUC (11)*

TIOABJICHHS! HEXKENATE/IBHBIX PEAKLMIA, CBA3AHHBIX C COBMECTHBIM
npumenennem’. Crieunduueckne AeHcTBYA yKasaHb! B
MHCTDPYKLIHH I10 NPUMEHEHHIO 316acBUpa/Tpasonpesupa.

KoMm6unauus: [nexanpenup Cpa(11), AUC (117-- TIpumMeHaTs ¢ 0CTOpOXHOCTRIO, HAGMIOKATS Ha MpeaMeT
I'nexanpesup/ T2 TIOABJCHHA HEKENATE/IBHBIX PEAKLMH, CBA32HHBIX ¢ COBMECTHEIM
IMubpenracsup ITn6pentacBup Coa( -1 ), AUC (e npumenennem”. Crieundrueckye IefcTeua ykasassl
-11)° HHCTPYKIUA 10 IPUMEHEHHIO FlleKanpeBupa/nHOpeHTacBmpa
Huaunasup Konuentpauus utpakonasona 1° TIpUMEHATB C OCTOPOKHOCTBIO, HAGIONATH HA npeaMer
Hnaunasup Cpax <, AUC 1 TIOABJICHNS HEKENIATEIIbHBIX PEAKIIHIT HA HTPAKOHA30/ H/ UM
HHIIMHABUD®, MOKET NOTPEBGOBATLCA CHINKEHME 103
HTPAKOHA30/1a W/ WK HHHHABHPA.
Mapasupok Mapagupok Cua (11), AUC (111) TIpUMEHSATH C OCTOPOKHOCTBIO, HAGIIONATE Ha npeamer
TIOABJICHHS HEKCTIATENBHBIX peakLui®. MoxeT notpe6oBarscs
CHIDKEHHE 03Bl MapaBUpoKa.
Kom6unauus: Htpaxonazon Cua (1), AUC (11)° IpuMeHATB ¢ 0CTOPOXHOCTHIO, HAGIOAAT Ha NpeAMET
OwmbuTacBup/ OmbutacBup Cpax («),AUC (1) TI0ABJICHHA HEHKENATEBHBIX PEAKLMiT HA HTPAKOHA301 WK
[Mapuranpesup/ [Mapuranpesup Cua (1), AUC (11)° NIPOTHBOBHPYCHBIE cpeacTBa®. MOXeT noTpeGoBaThes cHUMKEHHE
Puronasup/ Puronasup Cuax (1), AUC (1) Z03bI HTpakoHa30a. Crieumdyeckye EHCTBUA ONUCAHD! B

C lacaGysupom
WK 6e3 Hero

Hacabyrup Cua (1), AUC (1)

HHCTPYKLIMAX [0 IPHMEHEHHIO STHX [IPENapaTos.

Putonasup Hrpakonason Cnax (1), AUC (11)° ITpuMensTH ¢ OCTOPOKHOCTBIO, HabMOAaTh Ha MpeaMeT
Putonasup Cuax (<), AUC (1) TIOABNCHNSA HCMEAATENIbHBIX PEaKLMii Ha HTPAKOHA30] WHIH
PHTOHABUP®. MO3KeT NOTPeGOBATECA CHIKEHHE N03bI
HTpakoHasona. Crenuduieckye neHCTBUA OMUCAHB B
MHCTPYKLMH T10 NPUMECHEHHIO PHTOHABHPA.
Caksunasup Caxsrnasup (6e3 yeuneus) Cog 11, [TpuMenATh ¢ OCTOPOKHOCTRIO, HAG/HOAATH Ha npeaMet
AUC 111 TIOABJICHHS HEKENATE/IBHBIX PEaKLMH Ha MTPAKOHA30J W/
Hrpakonaszon (¢ ycuneHHbiM CaKBHHABUD®. MOXET NOTPeGOBATECS CHIBKEHHE 03B!
CaKBUHABUPOM) Coyx (1), AUC (11)? HTpaKoHasona. Crieriduueckye 1eiHCrBYs OMUCAHbI B
MHCTPYKIIHH 110 NPUMEHEHHIO CAKBHHABHPA.
Cumenpesup Cumenpesup Cmax (1), AUC (111) He pexomennyercs Bo Bpems u B Teuenue 2 Hemens nocie

SICUCHHST HTPAKOHA30JI0M.

bera-6:10kaTopst

Hanonon

Hanonon Cuax 11, AUC 11

TIpuMEHATS ¢ OCTOPOIKHOCTEIO, HABMONATE Ha MpeaMeT
MOSABJICHHS HEXKENAaTeNbHBIX peakLuii Ha Hago/on. MoxeT
N0TPeGOBATLCA CHIDKEHHE 1103bl HAOJIONA,

BJioKkaToph! Ka/IbLUUEBLIX KAHAIOB
Benpuaun Benpuausn — noselmeHne TpoTuBonoOKasaH Bo BpEMs M B TEUEHNE 2 HEENb MOCHC JICICHIA
KOHUCHTPALMH (CTereHb HEM3BECTHA)™ | HTpakoHasonoM. TToBbimeH PHCK NOABNCHUs HEXEATENbHBIX
b peaxuuii Ha GENPHIL, TAKMX KAK HOBAS apHTMUS U
JKeJ1y JOUKOBAA TAXHKAPAHA 110 TUITY AHPY3THOIA.
Jnituazem JluTTnasem u wtpakonason — TIpumenaTs ¢ OCTOPOXKHOCTBI0, HAGMIONATH Ha npeaMer

TOBbILIEHHE KOHUEHTPALMH (CTENeHb
Heu3BecTHa)* P

TOABJICHUA HEXKENATe/IbHBIX peakuuii Ha WTPAaKOHA301 WHIH
AUITHA3EM®, MOXKET NOTPeGOBATHCS CHUIKEHHE 03bI
HTPaKOHAa30Jla WHIIK AUITHA3EMa.
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Knacesl npenaparos u OzkiaaemMblil/MOTeH BUANLIBIH Kinuudeckue KoMMenTapuu’ .
npenaparbi 3¢:}peKT 10 OTHOWEHHIO K YPOBHIO (cM. npaMeyanus)

npenapara

(cM. cHOCKH)
Genoaunun Gesomnu Cua 111, AUC 111 TIpoTHBONOKA3aH BO BPEMs M B TEYEHHE 2 HEACIE TIOCIE JIEYSHHA
Jlepxanuannun Jlepkanuaunua AUC (1111)° HTpaKoHa30J1oM. [ToBbIINeH pUCK NOABACHHS HEKENATENbHBIX
Huconaunuu Huconmuriun Copax (1111), AUC PpeaKuuit Ha AUIUAPONAPHAHHEL: THIIOTEH3MS U nepr(epuyecKuit

areyr OoTeK.
Jpyrue JUrvApONHpH/NHEL — NOBEIIICHHE TIpUMEHATE € OCTOPOIKHOCTBIO, HAGIIOAAT Ha NIpeAMeT
MUTHAPOTIHPHMHEL KOHUEHTPaIMH (CTENEHb HEU3BECTHA)™ | NOSBJICHUA HEXKENIATE/bHBIX peaxumii Ha

b AUrHAPONHPHAMHEY BEPANIaMUI®, MOXET NOTPEBOBATHCS
Bepanamun Bepanamun — nossimenue CHIDKCHHE JI03 MM APONHPHAMHOB/BEpariaMuna.

KOHLIEHTPALMK (CTENEHb HEM3BECTHA )Y
b

Paznuunbie CPEACTBA /1S JieueHus 3aboseBanumii CePAEUHO-COCYAHCTON CHCTEMBI

ARUCKMpeH Anucknpen Cua 111, AUC 111 He pexomennyetcs Bo Bpemst 1 B TeueHHe 2 HeLeb NOCHE

Puoumrynar Puowwrynar Crax (1), AUC (11) NeYCHNA HTPaKOHa30710M°. [TOBEILIEH PUCK MOABIECHHA

Cunnenadun (s Cunnenadun/rananagun — HEXKCJATENBHBIX PEaKLHH Ha CepaeYHO-COCY IMCTHIA penapar.

JICYEHUS JIEFOYHOI TIOBHIIICHHE KOHLEHTPalUH (CTENeHs

IUIEPTEH3HH ) HEH3BECTHA, HO 3((EKT MOKET OBITH

Tamanagun (ana 6onee BRIPOKEHHEBIM, YeM COOBLICHO

JIEYCHHS JIEFOYHOM JUIAL YPOSIOTHYECKHX CpeacTB)™?

THIIEPTECH3HH)

Bozentan Bosenran Cou (11), AUC (11)? TIpUMEHSTH C OCTOPOKHOCTBIO, HABTIOAATD Ha MpeaMET

['yangaupn Fyangamn Coa (1), AUC (11)? TIOABJICHWA HEMKENATENBHBIX peakimit Ha Go3eHTaH/TyaHdaLuHS,
MOKET NOTPeGOBATHCA CHIDKEHHE 103bl G03eHTaHa/ryaHbanyHa.

Hsabpamun HBadpamun Coax (11), AUC (111)* TpoTuBonokasaH Bo Bpems U B TeueHHe 2 HEAENb NOCIIE JCICHIT

HTPaKOHa30/10M. [TOBBIIEH PHCK NOABACHHA HEXKENATE TBHBIX
peaKiLyit Ha HBabPAINH, TAKHX KaK GHOPHILIALHSA npe/cepuit,
Gpanukapyus, CUHYCOBAs OCTAHOBKA CEPALA U 60Kana cepana.
PaHonasun Panonasun Cpax (11), AUC (11)° IpoTuBonoKkasaH Bo Bpemst 1 B TeUeHHE 2 HENENb NOCIE JIeUeHHs
HTPaKOH3010M. ITOBBIIICH PHCK MOABNECHMS HEXKENATENBHBIX
peaxumit Ha paHOJIa3uH, TAKKX KaK IPONOHralKs HHTEPBANA QT
H TI0Y€YHAsT HEAOCTATOYHOCTS.

Konrpauenrusnsie cpeiersa’
Jnenorect JuenorecT Cua (1), AUC (1) TIpHMEHATS € OCTOPOXHOCTBIO, HAGMIOAATH Ha NpeaAMET
Ynunpuicran Yaunpuceran Cuax (11), AUC (111) HOABJICHUS HEXENATENBHBIX PeakuUif Ha KOHTPALEITTHBHbIE
Cpe/ICTBa’; CreUM(HHECKHE ACHCTBHS yKa3aHB! B HHCTPYKLIMAX
M0 IPUMEHEHHIO AHEHOIeCTa/Y IHIIpUCTANA.

Jnyperuxn
OnnepeHon OmtepeHoH Cpax (1), AUC (111) TIpoTHBonOKasan BO BpeMs U B TeueHHE 2 HE/IENDb NOCHE JIEYEHUA
HTPaKoHa30NoM. ITOBBIIEH PUCK NOABIEHHS HEXENATENBHBIX
PEAKIMH Ha SIIIEPEHOH, TAKMX Kak MHMEPKATHEMHA U

THIOTEH3HSL.
Kesty104HO-KMIIeUHbIE CPEACTBA
AmpenuraHT Ampenurant AUC (111)2 ITpuMEHATE C OCTOPOKHOCTBIO, HAGTIOAATH Ha fipeaMeT
Jlonepamun Jlonepamuz Cax 11, AUC 117 MOABJICHHS HEWKENIATENbHbIX PEaKinii Ha
HeTynuranr Herynutant Cuax (1), AUC (11)° anpenyTaHT/IoNepamMi/HETY THTAHT, MOYXKET noTpedoBaThCs

CHIDKEHUE 03kl aNpenHTanTa/nonepamMuzia. Crieunpuueckue
IEHCTBUSA JUISL HETYUTAHTA NPEACTAB/IEHBI B HHCTPYKLIHH.
Lim3anpun Llu3anpus - nosblmesme TIpotuBonokasan Bo Bpems H B TeveHre 2 HeIEb N0CHE NedeHus
KOHLIEHTpalMK (CTeneHs Heu3BecTHa)* | MTpakonasosiom. [ToBbrmen PHCK TIOABNEHHS HEKENATETbHBIX

4 PeAKIWH Ha LUBANPH, TAKHX KaK TOKENbIE CEPAEYHO-
COCYMCTBIC ABNCHNA, BKITIOYas HPOJIOHTaUHIO HHTepBana QT,
CEPBESHEIC HKEITYIOUKOBEIC RDUTMHH H HHPYITHYIO TAXHKAP/IHIO.
Homnepuion Homnepunon Cuax 11, AUC 11 TlpoTuBoOnOKasam Bo Bpems 1 B TeueHHE 2 He/emb NOC/E JIeYCHUA
UTPaKoHa30/10M. [TOBBILIEH PHCK NOABICHMA HeXENATENbHbIX
Peaximii Ha JOMIIEPHIIOH, TAKHX KaK TAKEIBIC 5KEy I0KOBbIE
APUTMMH W BHE3AIIHAA CEPICUHAS CMEPT.

Cpenctsa /s CHIKEHMA Hrpakonason: Cpax | {, AUC || TIpUMEHATE € OCTOPOKHOCTEIO TIperapaThl, CHIKAIOMME
KHCJIOTHOCTH ey ika KHCJIOTHOCTD JKeJTy K, HAlIpUMep TaKue HEHTpanU3yIomye
KHCIOTY CPEICTBa, KaK AIOMUHMS THAPOKCHIL, Ml
TOJABAIOMHE BBIPAGOTKY KHCIIOTHI IPENIApATHI, HaNpUMep
AHTaroHHCTh! Hp-peLientopoB 1 MHrHGUTOPB! NPOTOHHOM OMITHL.
ITpu omHOBpeMeHHOM NEUSHHH HEHTPaNU3YIOMHMHU KHCNOTY
CPEACTBaMH, HANPUMED AMOMHHHA THAPOKCHIOM, HX ClEyeT
IIpHHUMATE 110 KpaliHeli Mepe 3a 2 4yaca J10 1M yepes 2 yaca
TOCNE MpHEMa Kancy/l HTpaKoHasona (cu. «Qcobbie ykasanusy).
Hanokceron Hanoxceron Cua (111). AUC ( Tty TlporuBonokasan Bo BpeMs 1 B TeueHHe 2 HEEAb M0CHC JIeYEHHA
MTPakoHa30J10M. [TOBBIIEH PUCK MOABACHMS HEXeNaTeNbHbIX

Hannas sepcus uncmpyryuu deiicmeumenvna ¢ 23.05.2019
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Kaaccer npenapato u | Oxkujaemblii/noTentHANbHbI
Npenaparni
npenapara

(cM. cHockH)

3¢ dexT 10 OTHOIEHHIO K YPOBHIO

I AT,

pHHA

Kiunugeckne komMenta
(cM. npuMeuanust)

peaxiuii Ha HAJIOKCEI0J1, TAKUX KaK CHMITTOMbI OTMEHBI
QITHOHUIIOB.

Saccharomyces boulardii
(cTeneHs HEU3BECTHA)

S. boulardii — cHuxeHUE KONIOHU3ALMM

He pexomennyercs Bo Bpems U 2 HeJIeH NOCAE JIEYSHHs
MTpakoHasonoM. DddexTuBHOCTE S. boulardii MoxkeT ObITh
CHIDKEHA.

HMmmyHocynpeccopnt

Byneconun

— MOBBIIECHHE KOHUEHTPALWH
(cTeneHp HeussecTHA)™ Y
[uxneconun (ansn uHransuit) Cpgay
an, AuCc 1ty

Hukocrnopus (8/B) ~ NOBbIICHHE
KOHLEHTpauuy «» — 1%
HuiiocnopuH (apyrue Gopmsr) —

Lnkneconun

Inknocnopun

HeusBectHa)™

HexcameTasoH Cpa < (B/B) T
(nepopansuo), AUC 11 (s/B,
NEPOPaILHO)

Dy THKA30H (A1 MHTAALMH) —
HOBBIIIEHHE KOHUEHTpaLMK 110
DryTHKa3oH (HazansHas Gopma) —
NOBhIIEHHE KOHUEHTpauuu (1)
MeTtunnpeanizonon (nepopansHo)
Canax 1-11, AUC 11
Metunnpenrusonon (8/8) AUC 11
Takponumyc (8/B) — noBsIIEHHE
KOHIICHTpaLMH 1°

JekcameTaszon

DOnyTukazou

MeTHnpe aHu30I0H

Takponumyc

AUC (1)
Temcuponumyc

an?

Byneconun (ans unransuwif) Coa 1,
AUC 11; 6yneconun (apyrue hopmsr)

MTOBBIMICHHE KOHUCHTPALIMH (cTeneHn

Taxponumyc (nepopansHo) Cpe (1),

Temcuponumyc (8/B) Coax (11), AUC

inlMCHSlTL € OCTOPOXKHOCTHIO, HAOMOAATh Ha npeamer
TIOSBJICHUS HEXKENATENIBHBIX peakiuii Ha HMMYHOCYIIPECCOPBI,
MOXKET ﬂO’I‘pC6OBﬂTbCﬂ CHIDKCHHE 10361 UMMYHOCYTIPECCOpa.

3Bepoianmyc
CuposnuMyc
{panaMunun)

OBeposuMyc Coax (11), AUC (1111
CHPOHP[Myc Cmax (TT), AUC (TTTT)H

He pekomennyetcs Bo Bpems U B TeueHHe 2 HEEb N10CIE
Jleuehma HTPakoHa30/10M° . [TOBBIILIEH PHCK NOABNEHHS
HEKEATENBHBIX PEAKIMHA HA IBEPOTHMYC/CUPOIUMYC.

HpenapaThl, pery/upyiomue ypoBHH JMIHAOB

ATopsacratun

Atopsactatid Cuex <11, AUC 1-11

TlpoTHBONOKa3aH BO BpeMst U B TeueHHe 2 HeAEb OCHE TCHEHMA
UTPaKkoHa3010M. [TOBEIIEH PHCK NOABIEHHA HEXENATENBHBIX
PeaKiwi Ha JIOBACTATHH/CUMBACTATHH, TAKMX KAK MHOMATHS,
PabIoMHONH3a U OTKITOHEHHM JTa6OPaTOPHEIX NapaMeTpoB
GyHKUHY HeyeHu.

Jlomuranun Jlomuramun Coax (1111), AUC (1111)° [IpoTHBOMOKA3aH BO Bpems M B TeucHHE 2 HEAC/D NOCIIC TeeHIA
UTpaKoHa30JI0M. TToBBIlIEH PUCK NOABACHHUS HEXKENATENbHBIX
PEaKIit HA JIOMHTAIH/, TAKHX KaK NEYEHOYHAsS TOKCUYHOCTD U
TSKEJIas JKENTY IOHHO-KUIIeYHas peaKIyis.

JloBactarun Jlosacratus Coa 1111, AUC $111 TlpoTHBONOKA3aH BO BpeMs M B TeUEHHE 2 HEACD NOCIE JIeYCHHA

CuMBacraTux CumpactatH Cuax 1111, AUC 1111 UTpaKoHa30JI0M. TloBblleH PHCK NOABACHUS HEXEAATENbHBIX

PeaKiuit Ha JOBACTATHH/CHMBACTATHH, TAKHX KAK MHONIATHS,
paGIoMK0IN3a M OTKIIOHEHHUS NaBOPATOPHBIX napamMeTpoB
QYHKIHH NeYeHH.

HecTeponaHbie 1POTHBOBOCTAIHTEIbHbIC cpeacTsa

Menoxcukam MenokckkaM Coax | {, AUC |

TIpuMEHATH C OCTOPOKHOCTBIO, HAGMOAAT Ha TpeaMeT
CHIDKEHUS 2QDEKTUBHOCTH MENOKCHKAMa, MOYKET noTpedoBaTsCs
KOPPEKLHSA J103bl MEJIOKCHKaMa.,

Pecnuparophble cpeacra

Canmerepon Canmetepos Coma (1), AUC (1111)°

He pexomeHayeTcs Bo Bpemsi 1 2 HeleH nocie JIEUECHHUS
HTPaKOHa30JI0M. [ToBbIIIEH PHCK MOABNCHUS HEXETATENbHBIX
peakiwiii Ha canMeTepos.

Ce/1eKTHBHBIC HHTHOHTOPLI 0GPATHOrO 3aXBaTa CepOTOHHHA, TPH

UHKJIHYECKME H Apyrue AHTHCNIPECCAHTDI

Pebokcenn
Bennadaxcuu

PeBokcenH Cyax (<), AUC (1)°
Bennadaxcu Cuy (1), AUC (1)°

TIpMMEHATH C OCTOPOIKHOCTBIO, HAGMIOAATS Ha npeaMer
TIOSBJICHUA HEXKEATENBHBIX peakuuii Ha
peGoKCeTHH/BEHAhaKCHHC, MOXET NOTPEGOBATECS CHIDKEHHE
203 peGoKceTHHA/BeHIahakcHHa.

Yposiorn4eckHe 1penaparhbi

ABaHadun Asanadun Cpa (11), AUC (1111)2

TTpoTHBONOKa3aH BO BpeMs 1 B TEHEHHE 2 HEEb MOCHE JACUCHIA
HTPaKOHa30J10M. [TOBBIIEH PHCK NOSBIEHHS HEXKENATENbHBIX
peaxuuii Ha apaHa(uL, TAKUX Kak NPHANN3M, HAPYIIEHHUS 3PSHHS

H BHE3amHas noreps ciryxa.

Hannan eepcus uncmpyxyuu desicmeumensua c 23.05.2019
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Knaccnl npenaparos u
npenapars

OxupaeMbli/noTeHHANBH b
3G@EKT No OTHOIEHHIO K YPOBHIO
npenapara

{cM. cHOCKH)

Knunuveckue KoMmmenTapuu
(cMm. npuMeuanus)

Mmuaadenauun
OxcubyTuHun

Cunzenadun
(3pexTunbHas
JIHMCQYHKLIHSA)
Tananadun
(3peKTHiIbHan
AMCYHKLHS U
I0OpOKaYeCTBEHHAS
THIEpIasys
nipeiIcTaTesb HO kM
*Kenesnl)
Tonteponun

YneHapu

KOHLICHTPAIIMH (CTENEHb HEU3BECTHA)>
b

Umunapenaunn Cypy 1, AUC 1
OKCHOYTHHHH — NIOBKILIEHHE
KOHUeHTpauuy 1°

Cunpenagun Cpax (1), AUC (11 -
T

Tananadun Cua (1), AUC (1)

Tonrepomun Cuae (1-11), AUC (11)2y
JIHIL CO C/1abBIM METab0MH3IMOM
CYP2D6

Ynenapun Cpy (1), AUC(11)

Jlanokcetun Hanoxkcemiu Cpa (1), AUC (1)° TIpoTuBONOKa3aH BO BPEMS H B TEHEHHE 2 HEAEIb HOCHIE ICYCHHS
HTPAKOHA30JI0M. [TOBBITIEH PUCK NMOSBAECHUA HEXENATC/IBHBIX
peaKLuit Ha JaNOKCETHH, TAKHX KaK OPTOCTaTHYECKas
T'UNOTEH3UA ¥ BU3YalbHBIC 3G (BeKThI.

Hapudenanun Hapudenauns Crax (111), AUC (111~ | He PECKOMEHIYETCS BO BpeMs U 2 HEACNH TOCHIE JIeYeHHS

e HTPAKOHA30JI0M. [OBBIILIEH PHCK MOSBIEHHS HEXENATENbHBIX

Bapaexnadun Baprenadun Cua (11), AUC (1111) peaKuuii Ha napugenanu/sapacHaduc,

HyTtactepun JlyTactepun ~ nossumenue TIpUMEHATE C OCTOPOXKHOCTEIO, HABIIOAATD Ha npeaMer

NIOABJICHAS HEXENATENBHEIX PeaklMii Ha yPOJIOrHuecKHe
TIpenaparsi®, MOXET NOTPEGOBATLCA CHIDKEHHE 0351
ypoJioruieckoro npenapara. Cneumdunueckue acicTsus no
AyTacTepu/ly yKazaHbl B HHCTPYKLIMH 110 €r0 NPUMEHEHHIO.
Hna cunnenaduna u taganaduna cu. maxace pasoen «Ocoboie
yrasanuay.

De3o0Teponnn

®e3otepomut Cun (11), AUC (11)

HpotuBonokasan nauxesTam ¢ HapymeHuem (byHKLUHHM neYyeHu
HITH TIOYEK OT CPE/HEH 0 TKENIOH CTENEHH THKECTH BO BpeMs 1
B TCYEHHE 2 HEMIENb TI0C/IE IeYeHHs HIPaKOHa3010M. [ToBbimeH
PHCK MOABJICHUS HEXEJIATENBHBIX PEakLMit Ha Be30TeponHH,
TAKHX KaK TAMEIBIC AHTHXOJIMHEPrHYECKHE 3DDEKTEI.
IIpumenars ¢ octopoxHocTsio y JpYTHX NaUMEHTOB: HAOMOAATS
Ha NPEIMET TIOABJICHUA HEXENATENBHBIX PEaKLMil Ha
(e30TEPOAMHS, MOKET NOTPEGOBATECS CHIKEHHE J103bI
te3oTepommna.

Conudenamn

Conudenaunt Cua (1), AUC (1)

TIpoTHBONIOKa3aH NALKEHTAM C HapyIIeHUEM (y HKLIHMH MOHEK
TSOKESIOH CTENEHH WM C HapyIlueHHeM QYHKIMH [Ie49eHH OT
CpenHell TsIIKECTH 110 THKENOH CTENEHH BO BPEMS U B TeueHue 2
HEJEJIb IOCHIE JIEHEHI HTpaKoHasonoM. [ToBkImeH puck
TIOABCHUS HEMKENATE/NBHBIX PEaKimii Ha CONUpEHALIMH:
AHTHXONIMHEPIHYeCKHe S((hEKTH M NpooHrauus uirepsaia QT.
TTpUMEHSTH C OCTOPOXKHOCTHIO y PYTHX MALMEHTOB, HAGILIOAATH
Ha MPE/IMET NOABJICHHUS HEXENATENEHBIX PEAKIMIA HA
CoJleHalMH®, MOXKET NOTPE6OBATECA CHIKEHHE 035!
conuteHalaa,

Jlpyrue npenaparnl  JeKapeTBENHbIE CPEACTRA

Kannabuonast

LinHakanuer

KannaGuouns! — nopslmenye
KOHLIEHTPALIUH, CTENCHb HEW3BECTHA,
HO BeposTHO (T1)°

Llnnakanuet Cog: (11), AUC ($1)

ANMTPHTHHOMH AnutputHHOHH Cuax (1), AUC (1) TIpuMersTs ¢ 0cTOpOXHOCTI0, HaGMOAATH HA npeamMer
(nepopansHo) MOABCHHA HEKENATENBHBIX peakiUHil Ha
KaGepronuu Ka6epromuu Cya (11), AUC 11 QTHTPUTHHONH/KaBeproIvt/ KaHHACHOMTBY IMHAKANLET, MOXKET

nm‘peﬁosaﬂ)cu CHHZKCHHE J103 ITHX npenapa'ron".

Komxuumn

Komxutwi Crax (1), AUC (11)2

IpoTHBonokasau narmenTam ¢ Hapymennem GyHKIHH 1oYeK
W/IK [ICYEHH BO BPEMS M B TEYEHHE 2 HEAED NOCIE JICUEHUS
UTpakoHa3ooM. [T0BBIICH PHCK NOSBIEHHA HEXENATENbHBIX
PCaKIW Ha KONIXHILH: CHIAEHHE CEPAETHOTO BHIGPOCa,
ApUTMHH CEpIILA, PECIMPATOPHbIH AHCTPECC M YTHETEHUE
KOCTHOTO MO3ra.

He pexomennyetcs apyrum nausesrav so BpeMs H B TeyeHHe 2
HEAENDL Mocte NeveHns HIpakonasonoM. [loBbimen prck
TOABNCHHA HEXKEJIATENIBHBIX PeaKiMil Ha KOJIXHUHMHS.

dauriycrar

CYP2D6 EMs: Crax 2nmrtyctata (11),
AUC (1)

Bostee BrpaxkeHHOE roBbIICHHE
OXHIACTCA Y UL CO CPEAHHM M
cnabev Metabonusmom CYP2D6
IMs/PMs 1 npu oatoBpeMeHHOM
npumeHenHH naruéuropa CYP2D6.

IpoTnBonokasa natueHTaM ¢ CHITBHBIM META60TUIMOM
CYP2D6 EMS, 10/Iy4aIomuM MOIIHEIH 1k YMEpPEHHBI
uurubutop CYP2D6, a Takoke TALMEHTaM CO CPEAHHM WIH
cnabriv metabonusmom CYP2D6 Bo BpeMs U B Teuetme 2
HEJIENb NOCAE TepanyK WTpakoHasonoM. IoBbimen puck
TOSIBJICHHS HEIKEIIATEbHBIX PEAKLIMIT HA DTHTTY CTAT:
poJionrauus uurepsanos PR, QTc wunn QRS, a Tawke
CEPAEUHBIE APHTMHH.

Hannas sepcus. uncmpyrxyuu deticmeumensua c 23.05.2019
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Kanacenr npenapatoB u | Oxupaembiii/noreHunaantbii Kaunnueckye KoMMeHTApHH
npenaparnt 3 dexT N0 OTHOMEHHUIO K ypPOBHIO (cM. npuMeuanus)

npenapara
(cM. cHOoCKH)

[IpUMEHSTE ¢ OCTOPOXKHOCTBIO Y JTHLL C CHILHEIM METab0IH3MOM
CYP2D6 EMs, nabmopats Ha MpEIMET NOABJICHUA
HEXENATENbHBIX PEAKLIMH Ha JUFITYCTAT , MOXKET N0Tpe6OBaTHCA
CHIDKEHHE JIO3B1 DJIMTITYCTATA.

AJIKanOMIE! CHOPBIHEH ANKanouab! CHOPBIHBH — NOBHILIEHHE IIpoTHBONOKA3aHBI BO BpEMst H B TEYCHHE 2 HEEb NOCIE
KOHLICHTPAUKH (CTENEHs HeU3BECTHA)> | nedeHus HTPaKoHa30ioM. [IOBEIIEH pHCK NOABIEHUs

b HEEATENbHBIX PEAKIME HA ANKANOKIbI CIIOPLIHBY, TAKMX KaK
OProTH3M (cm. maxoice pazden «Ilpomusomuzpernosmsie
cpedcmaay).

Ianantamun Tamantamun Cua (1), AUC (1) TIpuMENATS ¢ OCTOPOIKHOCTEIO, HAGIOAATH Ha npeaMer
NOABJICHUS HEIKENATENBHBIX PEAKIMi Ha rallaHTaMKHS, MOXET
noTpe6oBaThCs CHIKEHHE 0351 TATTAHTAMUHA.

Hsaxadrop Usakarop Crax (11), AUC (111 TIpUMEHATH C OCTOPOIKHOCTHIO, HAGIIOAATH HA npeaAMET
TIOABNICHUS HEXKEIATENIBHBIX PeakLuit Ha MBakadTop®, MOXeT
0TPeGOBATLCA CHUKEHHE /0361 MBAKaTOpa.

Jlymakadrop/ Usaxadrop Cuax (11), AUC (11)? He pexoMenayerca B Teuehne 2 nenens 110, BO BpeMs # B

uBakadgrop Jlymaxarop Cpax (o), AUC () TEYEHHE 2 HEJIENb ITOCIIE JIEYEHHs HTPAKOHA300M. Bo3MOYKHO
Hrtpakonason — cHwkenne CHIDKEHUE IDPEKTUBHOCTH HTPAKOHA30JA, BO3PACTAET pHCK
KOHLEHTPALMH, CTENEHb HEU3BECTHA, TIOABCHHS! HEXKEIATENBHEIX PeakLi Ha MBaKadTOpS.

HO, BEPOATHO |||
AHTArOHHCThI PELENTOPOB BA3ONDECCHHA
Konusarnran Konusantan Cuax (1), AUC (1111)° He pexomennyercs Bo Bpems i 2 Henenu nocie nedeHnst
TosBanran Tonsantan Cuex (11), AUC (111)° HTPaKOHA30/10M. TTOBBIILIEH PUCK NOSABNEHMS HEKEATEIBHBIX
peaKLmit Ha KOHUBANTAH/TOIBAITAHS,

Mo3zasanran Mosasantat Cyax 1, AUC 11 HpuMensaTs ¢ 0CTOPOXHOCTBIO, HABMONATS Ha npeaMeT
TIOABJICHHA HEXKENATENBHBIX PEAKIMI HAa MO3aBAITTaHS, MOXKET
NOTPEGOBATECA CHIKEHUE 0361 MO3aBANITAHA.

" unruGutopst CYP3 A4 (BKJHOYAA MTPAKOHA30JT) MOTYT HOBBILATE KOHLICHTPALHIO FOPMOHANILHBIX KOHTPALENTHBOB B
IjTa3Me KPOBU

IIpumeuanue

Cpennee noBbIleHHe KOHIEHTPALIHHK:
T: <100 % (< 2 pa3);

11: 100400 % (= 2 pas u < 5 pas);
711:400-900 % (= 5pazm < 10 pas);
1111: > 10 pas.

Cpennee cHmxenne KoHUEHTPAUHH:
<40 %;

$11:40-80 %;

111:>80%.

OtcyTeTBHe 3¢ dexTa: <.

Mo onvcanms sddexra (cpennsas konoHka) YKa3aHO Ha3BaHHME HCXOMHOTO JIEKAPCTBEHHOTO BEIECTBA, IAXKE eCITH
3OEKT OTHOCHTCS K aKTHBHOMY KOMIIOHEHTY HJIK aKTHBHOMY MeTabONHTy MpOJIeKapCTBa.

a. [lna mpenapaToB CO CTpeNKaMH B CKOOKAX OLEHKA OCHOBAHA Ha MEXaHW3ME JIeKapCTBEHHBIX
B3aUMONCHCTBUH ¥ HMHOOPMALMH O KIMHHYECKHX JICKapCTBEHHBIX B3aUMOMEHCTBUAX C
KETOKOHA30/I0M WIM NPYIUMH MOIIHBIMM HHruOUMTOpamMu CYP3A4 Wy UHrubuTOpamu P-
rmukonporerHa unk BCRP, a Tawke Ha NaHHBIX MONETHPOBAHUS, KIMHHIECKHX CITy4aeB W/wim
SKCIEPUMEHTOB in Vitro. [IIg JpyruX nepevncieHHsIx NpEnapaToB OLIEHKa OCHOBAHA Ha JaHHBIX
ITTMHIMECKHX JICKAPCTBEHHbBIX B3aUMOAEHCTBUH mpemnapara ¢ HTPaKOHA30JI0M.

b. Tlapamerps! hapMakoKHHETUKH He YCTaHOBNEHBI.

C. Css3anHBIE C mpenapaToM HeXeaTe/IbHbIE MeKAapCTBEHHbIE DPEAKLUM MOPEACTABIEHH B
COOTBETCTBYIOIIEH HHCTPYKLMH 110 TIPUMEHEHHMIO.

Hemu
HCKapCTBEHHBIe B3aHMOIIeI7ICTBI/I${ H3YYCHBI TOJILKO Y B3pOCHBIX.

Ocobbie yxazanus

Hannas sepcus uncmpyryuu deiicmeumensua ¢ 23.05.2019
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- Brusnue na desmenvrocms cepdya: B uccienoBanuy Ha 310pOBEIX IGBPOEO IbIax Npenapara

OpyHran® mis BHYTPHBEHHOrO BBEIEHUS OTMEYAIOCH npexondinee 6ecCHMIITOMHOE
YMEHbIIEHHE (paKumu BRIGPOCA JIEBOTO XKENYLOUKa, HOPMaJIM30BaBILEECsS /10 CleXylolmeit
uHGY3uM npenapata. Knmmmueckas 3HawmMocTs TOJIy4EHHBIX [NAaHHBIX UM NEPOpPanbHBIX

JIEKapCTBEHHBIX (OPM HEHU3BECTHA.

VItpakoHason o6iajiaeT oTpunaTensHEM UHOTPONHBIM 3¢ dexToM. Coobranocs o ClTydasx
XPOHUYECKON CEpHAEYHON HEIOCTATOYHOCTH, CBS3AHHBIX C npuemom npenapara Opynran®.
Ilpu cytounoit mose 400 mr MTPaKOHa30/1a HaOMIOAANoch Goliee 9acTOe BO3HUKHOBEHHE
CEPCYHOM HENOCTATOYHOCTH; NPU MEHBUIMX CYTOYHBIX JI032X TaKOH 3aKOHOMEPHOCTH
BBUIBJICHO HE ObUI0. PHCK BO3HMKHOBEHUS XPOHMYECKOM CEpIEeYHON HENOCTATOYHOCTH
TIpEAIIOIOKUTENIBHO [IPONOPIUOHATIEH CYTOYHOH J03e. [Ipenapar Opynran® mue cliexyer
TNPUHAMATD TAMEHTAM C XPOHMHYECKOH CepAeHHOM HEOCTATOYHOCTBIO UITH C HAJIMYHUEM 3TOrO
CHMITOMOKOMILIEKCA B aHAMHE3€, 33 HCKIIOYCHHEM CITy4aeB, KOTAa BO3MOXKHAs IOJIb3a
SHAYUTEBHO NIPEBOCXONMT NOTEHLUMANBHEIN  pHCK. Ilpy wuHmMBMAYanmeEHOM oOueHKe
COOTHOUICHHS ONB3bl M PUCKA CIEAYET NPUHMMATL BO BHMMAHHME TAKUC dakTopsl, kax
CEPBE3HOCTD  NOKA3aHWM, DPEXHM HO3MPOBAHUS U MHIVBUIyalbHblE (aKTOpPhl pHcKa
BOSHUKHOBCHUS CEP/ICYHOA HENOCTATOMHOCTH (MIIEMHYECKAS GOJE3HD CepaNa, IOpaKEHUs
K/anaHoB, OOCTPyKTMBHEIE GONE3HM JETKHMX, HOYedHas HEJOCTaTOYHOCTh U JpyrHe
3a00I€BaHNs,  COMPOBONAIOMIMECS otekamu). Takux mauMeHTOB  Heo6XOLEMO
IIPOMH(GOPMUPOBATE O MPU3HAKAX M CHMIITOMAX XPOHMYECKOW CEpAEHHON HEIOCTATOYHOCTH
1 CJICAMTE 32 UX TOSBIICHUEM BO BPEMS Kypca JICUeHHS. Ipu nosiBnermuu nogo6ueIX nprsnakos

npueM npenapara Opyuran® neo6xoaumo IIPEKPATHUTE.

eroxcaroume )XA3HU apUTMUU cepama W/1m BHC3aITHas1 CMEPTH OTMEYAIUCDH Y DamueHToB

[IPpY OJHOBPEMEHHOM IIPUMEHEHUU META0HA.

Brokatops! kanenueBsix xangamos MOTYT 00611a11aTh OTPHIATENBHEIM HHOTPOIHEIM 3¢ dexToM,
KOTOPBIH MOXKET GBITH a[UIMTUBHBIM [0 OTHOIICHHIO K 3¢ dexty urpakonasona. Kpowme Toro,
HTPAaKOHA30]I MOXET WHrUOMpOBaTH MeTaboNu3M OII0KaTOpOB  KaNBLMEBBIX KaHANOB,
CnenosarensHo, crnemyer TIPOSIBIATE  OCTOPOXHOCTL IIPM OJHOBPEMEHHOM IIPUMEHEHUH
MTPaKoHa30/la ¥ OIOKATOPOB KANBIMEBBIX KAHANOB H3-3a [IOBBIIIEHUS PHUCKA 3aCTOMHOI

cep,uetmoi«'x HEOQOCTATOYHOCTH.

- Jlexapcmeennvie 83aumodeiicmeus: OIHOBPEMCHHBIH NPHEM HEKOTOPBIX JIEKAPCTBEHHBIX

IpCNapaToB C HMTPaKOHA30]I0M MOXET MPHBECTH K H3MCHEHHIO B spdexTuBHOCTH

HAannasn sepcus uncmpykyuu deticmeumensua c23.05.2019

Doyt Manoas
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HUTpaKOHa30J1a 30078307 OIIHOBPEMEHHO  HPHUMEHSIEMBIX JTCKapCTB CHHBIX IIp€naparos,

Hi P5

BOZHUKHOBCHHUIO OIIACHBIX [JIS >XH3HUA I100O0OYHBIX peaxnm‘zi W/WIIA  BHE3AIHOM CMEPTH.
HpenapaTLI, KOTOpBIC HEIB3s IIPHHUMATH OAHOBPEMECHHO C HUTPAKOHA30JIOM, HE
PEKOMEHIOBAHHBIE JId OJHOBPEMEHHOI'O HNPHMEHEHUS PI/PIJII/I PEKOMECHIOOBAHHBIC JJId
O/ITHOBPEMEHHOI'O IIPMMEHEHUS C UTPAKOHA30JIOM C OCTOPOXKHOCTBIO, TIICPCUUCIICHBI B pa3fele

«B3auMOZIEHCTBUE C IPYTHUMH JIEKAPCTBEHHBIME CPECTBAMID.

- Ilepexpecmnasn 2unepuyscmeumenvrocme: NaHHBIE B OTHOIICHAM HATHYUMS [IEPEKPECTHOIM
THIICPIYBCTBUTCIBHOCTA  MEXIY MTPAaKOHA30JOM W JPYTMMH  POTHBOIPHOKOBEIMH
CpelcTBaMM C 230NbHOM CTPYKTYPOH (M3 TIPYIINBI a30/10B) OrpaHAYEHEL. Ilpn Hamuyuu
THNCPTYBCTBUTCIBHOCTA K [IPYTMM a307laM CIEAYET C OCTOPOXKHOCTBIO HA3HAYATS

HUTPAKOHA30JI.

- B3awwo3azwemzeMocmb: HE PpEKOMEHOYETCSd B3auMO3aMEHsSIeMoe HCIIOJIb30BAHUE

® Kancyisi, u Opyuran®, pactsop s IIpUeMa BHYTPb, BBUJY TOI'O, YTO

npenapatos OpyHran
SKCIO3UIMA HTPAKOHA30/1a BEILIC IIPY MCIIOB30BAHMK €10 B (hopMe pacTBopa Uil mpuema

BHYTPB, YEM B (popMe KamncyJ1, faxe pu IpHEME OMHAKOBBIX [03 UTpaKoHas3oJIa.

- CHuoicennan  kucnommocmv  2cenydounozo  coxa: IOPpA CHHXKEHHOH KMCIIOTHOCTH
EITy[IOYHOro coxka abCopOLus UTPaKOHA30la M3 KANCyl Hapymaercs. IlanmeHTam co
CHIDKEHHOH KHCIIOTHOCTBIO JKENYyNOYHOTO COKA BCIEACTBHE 32a60ICBAHMS (manpumep, y
NIAIMEHTOB € axJIOPTHAPHMEH) HIM BCIEACTBHE IIPHEMA JIEKAPCTBEHHBIX IIpenaparos
(HarpuMep,  JIEKAapCTBEHHBIX  CPEACTB,  IIOABIIAOLIEX KEIYAOUHYIO  CEKpELHIO)
pexomennyercs npuaumark Opynran® B Kancynax OIHOBPEMEHHO C KMUC/ILIMU HAIUTKAMU
(TakMME  KaK HeIueTHHecKas Koua). Cnemyer xonTpomupopaTs IPOTUBOTPHOKOBYIO

aKTHBHOCTE IIperiapaTa 1 yBEIMYNBATE 03y HTPAKOHA30IA [IPH HEOB6X0IUMOCTH.

- Brusnue na ¢ynxyuio nevenu: B oueHp PCIKUX Cy4asX NpY NPUMEHEHHM Ipemnapara
OpyHran® pasBUBATIOCH TSKENOE TOKCHUECKOE MOPaXKEHUE II€YEHM, BKIIFOYAS HECKOJBKO
CllyqaeB OCTPOW NEYECHOYHON HENOCTATOYHOCTH C JIETANBHEIM McXozoMm. B GonmblMHCTBE
CIIyHaeB 3TO MPOUCXOAMIIO C NALMEHTAMH, Y KOTOPHIX Y3KE UMETUCH 3a60IeBaAHIS IICYEHH, Y
AUUCHTOB C IPYTUMU TKEIBIMH 3a6071€BAHIAMH, KOTOPBIM npenapar ObUT Ha3HAYEeH IS
JICICHAA  CHCTEMHBIX 3abOleBamHMM, a Takxe y NAUKCHTOB, [ONYYaBIIMX ApyTHe
JICKAPCTBEHHBIC  CPELCTBA, OONANAOLIME TeNaTOTOKCHYECKUM aeiicTBHeM. OHAKO y
HEKOTOPBIX NALUEHTOB HE OBLIO COMYTCTBYIOIMX 3a60NEBAHMHA UM OYEBHIHBIX baxtopos

PUCKA B OTHOUICHHUU NnopaxeHus nedeHu. Heckomnbko Takux CIy4daeB BO3HUKIIK B nepsmﬁ

Hannas sepcus uncmpyrkyuu desicmeumenvua ¢ 23.05.2019
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PETY/IPHO  KOHTPOIMPOBATh (YHKIMIO IEYEHH y NAUMCHTOB, NONYYAIOUIMX TEPANUIO

UTPaKOHA307I0M. B ciTyyae BO3HMKHOBEHHS CHMITOMOB, IIPE/ITIONATAIOMMX BO3HUKHOBEHME
T€aTHTa, a8 *MEHHO: aHOPEKCUH, TOIHOTEI, PBOTHL, CIA60CTH, 60NN B XUBOTE U IIOTEMEEHMS
MOYH, HEOOXOMMO HEMEJIEHHO IIPEKPaTUTh JIEYEHHE K IIPOBECTH MCCIIEAOBaHUE GYHKIMU
neyeHy. IlauuenTam ¢ NOBBILEHHON AKTUBHOCTBIO NEYEHOYHEIX dbepmenToB, 3a6oneBanem
MeYCHU B AKTUBHOM (ase MMM IpH IIEPEHECCHHOM TOKCHYECKOM IIOPAXEHUH IIEYEHHU
BCJICACTBAC INpUEMa NPYTUX MpPENApaToB HE CledyeT Ha3HAYaTh JICYEeHME IIpenapaTom

Opynran®

» 38 HCKIOYICHUEM TeX CIIy4acB, KOIA OXHJAaeMas I0Jb3a ONpPaBIbIBACT puck
IopaxxeHusl ne4eHH. PekoMeHayercs npoBomuTh HabmomeHue 3a YPOBHEM 1a60paTOpHBIX
NapaMeTpoB (QYHKIMM IEYCHH y NAUMEHTOB C YXKE MMEIOIIUMCH HapylIeHHEeM (QYHKIUH
IIEYCHN UM MANHCHTOB, y KOTOPBIX OTMEYAIUCH [POSABICHMS TEHAaTOTOKCHYHOCTH Ipyrux
JICKApCTBCHHBIX CPEACTB. VITpaKoHa30/ MpenMYINecTBEHHO METaboIM3UPYETCS B II€YEHH.
IlockonbKy y manuenTos ¢ HapymeHusMU bYHKIMY HeIeHH 1OTHEL IIEPHOJ] IOy BEIBEICHUS

HUTPaKOHAa30J1a HECKOJIHLKO YBCIIHYEH, pCKOMEHIYETCSA OCYIIECTBIATH KOHTPOJIb Konuem’pannﬁ

HTpaKoOHa30J1a B ILU1a3Me U IIpu HCOﬁXOHKMOCTI/I KOPpPEKTUPOBATE 03y npernapara.

Hapywenua ¢ynxyuu nouex: nanmsie mo NPUMECHEHUMIO IIpenapara y [AlMeHTOB C
HapyMEHUAMY QYHKUMY NOYEK OrPAHUUEHBI, ¥ HEKOTOPBIX IAKEHTOB C HEAOCTATOYHOCTEIO
GYHKUMHM TOYeK SKCIO3UIMA MTPAKOHA30NA MOXET OLITh noHmxkeHa. IloatoMy Takum
TAINCHTaM CJIelyeT Ha3Ha4aTh NPENapaT ¢ OCTOPOXHOCTEIO. Pexomernyetcs OCYINECTBIIATh
KOHTPOJIE KOHLCHTPAUMH MTPaKOHA30/1a B ILTa3Me ¥ IPH HEOGXOMHMMOCTH KOPPEKTHPOBATh

J03y Ipenapara.

- Hayuenmor ¢ ummynodeuyumonm: OHMOIOCTYIIHOCTE UTpaKkoHA3071a IPH [IEpOpaTEHOM
IIpMEMEe MOXET OBITh CHIDKCHA Y HEKOTOPHIX NANMEHTOB C HApYIICHHBIM MMMYHHUTETOM,
HarpuMEp, y MAalUCHTOB C HEUTPONEHMEH, MALMEHTOB CO CIIMIoM mmu nepeHecumx
OEPaNMI0 10 TPAHCIIAHTALMK OPraHOB. TakuMm o0pazoM, m03a [JOMKHA ORITH

CKOPpEKTHpOBaHa B 3aBUCUMOCTH OT KIMHHYECKOH KAPTHHBI Y 3TOIK TPYIIIIBI HAIIMEHTOB.

- Iayuenmur ¢ cucmemmnovimu 2pubosvimu unpexyusmu, npedcmasnsiouumu Y2po3y Jcusnu:
BCIIEACTBUE (PAPMAKOKMHETHYECKMX XapaKTEPHCTHK (cM. moxpasgen «DapMaKOKMHETHKA)
npenapara Opyrran® 8 Buze xarcyn ero IIPUMCHEHHE HE PEKOMEHYETCS IS Havdaia JIeYeHus

CHCTEMHBIX MHKO30B, IIPEACTABIAIOIINX YIpo3y XU3HU ITaUEHTOB.

Hannas sepcus unempyxyuu desicmeumensua ¢ 23.05.2019
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- Hlayuenmer co CITHIJom: nevammit Bpa4 IOJKEH OLCHHUTHL HEOOXOAMMOCTh HA3HAYEHHUS

;

noAnepxuBaromed Tepanuu y BUY-undunupoBaHusix nanuenTos, umeromux CIIN], y
KOTOPBIX CYIIECTBYET PUCK PELMANBA, PaHEE IONYYABIINM JICUEHUe IO IIOBOJTy CHCTEMHEIX

rpUOKOBEIX MH(EKIIUIA.

- Ilpumenenue 6 neduampuueckoii npakmuxe. TOCKOJBKY KIMHMYECKMX MAAHHBEIX 06
UCIIOIb30BaHMy npenapara Opyuran® y nperei HEI0CTaTOYHO, PEKOMEHIYETCS Ha3HauaTh
Npenapar ACTSM TOJBKO B CIIy4ae, €CIM BO3MOXHASA IOJIB3a OT JICYCHHS TIPEBOCXOIUT

NOTCHIMAIBHEI! PUCK.

- Xenmunam neropoasoro Bospacra, nprHAMatomuM npenapar Opyuran®, neo6xomumo
HCHO/IB30BATh BEICOKO3(EKTUBHEIE METONBI KOHTpALENIMY Ha IPOTSDKEHMM BCETO Kypca

JICYCHHUS BIUIOTH 10 HaCTYILIICHUSA HepBOﬁ MCHCTpyaluH I10CIIE ero 3aBCpIIEHUS.

- Heiponamua: nevenue cuexyer IIpCKPATUTL TIPH BO3HMKHOBEHWMH IEpH(EPUIECKO

HeHponaTuu, KOTOpast MOXKeET OBITh CBA3aHA ¢ IIpUEMOM Karicy npenapara Opysran®.

- Ilepexpecmnas pesucmenmuocmup: IIPA CHCTEMHBIX KaHAMOO3aX, MPENIONIOKUTEIBHO
BBI3BAHHBIX (IIyKOHA30J-PE3UCTEHTHBIME INTAMMAMH Candida, Henb3s NpeamONOXUTH
UyBCTBUTCIBHOCTE K  UTPAKOHA30dy, CJENOBATEIBHO, PEKOMEHIYETCA  IIPOBEPHUTH

YyBCTBHTEIBHOCTDH IICpEa HaYalIoM TCpaIlid HTPAKOHA3ZOJIOM.

- Hayuenmut nosicunozo eospacma: nammbe 1o MCIIOB30BaHMIO npenaparta Opynran® y
TIalINCHTOB II0XXUIIOTO BO3PAcTa OrpaHHYEHHEL. Pexomennyercst HasHavaTs mpemapar Tombko
B CITy™ae, eCiii BO3MOXHAS [10J1b3a OT JIEYEHMS IPEBHINIAET OTeHIUAIbHEIH puck. B nemom
PEKOMEHIYETCA IIPH OAO0PE XO3bI I MALUEHTOB OXIIONo BO3pacTa 0OpaTUTs BHUMaHue
Ha HacTOTy CHWXCHUS OYHKIMM II€YEHH, IIOYeK, CEPAECYHO-COCYUCTOM CHUCTEMBI |

COIyTCTBYIOIMKMX 3a00/ICBAHUH Ui APYTOH IEKAPCTBEHHO TEpaIuy.

- Ilomepa cnyxa: coobmanock o BPEMCHHO! MM CTOHKOM moTepe ciyxa y [ALMEHTOB,
IIPUMHAMAIOIINX MTPAKOHA30]l. B HeKoTOpeIX crywasx TIOTEPs CllyXa [IPOUCXOIMIIa Ha (oHe
OIHOBPEMEHHOTO NpUEMa C XMHUAMHOM (CM. paszen «IIpotuBonoxasanus»). Ciayx 06bmmHo
BOCCTAHAB/IMBACTCS OCIIE OKOHYAHUS TEPAIIUHU NPENapaToM Opynran®, ognako y HEKOTOPBIX

ITIAITMCHTOB IIOTEPA CiiyXxa He06pamMa.

- CnOCO6HOC?‘ﬂb K 3q4amuio: B UCCIIEOBAHUAX Ha KHBOTHBIX OTMEYalIach PCIIpOAYKTUBHASA

TOKCHYHOCTH UTPaKoOHAa30ma.

Hannan eepcus uncmpyiyuu deticmeumensna c 23, 05.2019
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$u6posom) Habmoxanacs BapuabenbHOCTE KOHIEHTPAUMHX HTPAaKOHA30J1a B ILIa3Me KPOBH IIpH
TMPUMCHEHMH UTPAKOHA30Ia B JOPME PAcTBOpaA UL IPUEMa BHYTpPb B 03¢ 2,5 Mr/kr 2 pa3a B
CyTku. Kak cliecTBHE, TepaneBTHYecKas paBHOBECHAS KOHICHTpaNMs UTPAKOHA3014 B [I1a3Me
KPOBH MOXET HE NOCTHraThCs. PaBHOBECHBIC KOHHEHTpamuu > 250 Hr/mur JOCTUTATHCE
npubIM3UTENBHO ¥ 50 % HanuenToB CTapuie 16 JieT ¥ He JOCTUraIMCh HY y OHOTO NAIMEHTa
Mmiagme 16 ner. Ilpu orcyrcTBMM OTBeTa Ha Tepanuio npenapatoM OpyHran®, xancynsl

CIIERy €T pacCMOTPETH BO3MOXKHOCTE IIEPEXOIa HA AIBTEPHATHBHYIO TEPAIHIO.

Biusinue Ha cnioco6HocTs ynipaBasTs TPAaHCIIOPTHBIMH CPEICTBAMH, MeXaHH3MAMU

Wccnenosanus no usyuenuio pusanus TIeKapCTBEHHOTO cpecTBa OpyHran® Ha coco6HOCTS
YUpPaBIATe TPAHCIOPTHBIMU CPEACTBAMH M paboTaTs C TEXHUKON He IIPOBOJIUIIKCE.
Heobxonmumo mpunumars Bo BHMManHe BO3MOXHOCTE BO3HHKHOBEHHUSA NOOOYHEIX pEaKIHii,
TaKHX KaK FOIOBOXPYXEHHUE, Hapy WIEHUE 3PEHIA ¥ oTeps ciryxa (cM. «[ToGodroe JeHcTBHER).
Ilpy mMOABNEHMM ONMCAHHEIX HeEXEIATEILHEIX PeaKIuii cleqyeT BO3JEPKATHCA OT

BBIITOIHEHUS YKAa3aHHBIX BUNOB AE€ATCILHOCTH.

®opma BeINycKa

Kancynsr 100 Mr.

Ilo 4,5, 6 1 14 xancyn B 6imuctep u3 IIBX-ITD-IIBIX u amoMUHHEBOl donsru.

Ilo 1 6nucrepy (o 4, 6 wm 14 Kancyn) umu 3 6iucrepa (1o 5 KaIrcCy1) vy 1o 2, 3 wm 6

6ictepos (1o 14 xamcyn) BMecte ¢ HHCTPYKUHEH 110 IPHMEHEHHIO B KapTOHHYIO I1a4Ky.

YciaoBus xpanenns
Ilpu Temnepartype ot 15 no 30 °C.

XpaHuTe B HEAOCTYIIHOM JUIS JETel MecTe.

Cpoxk rognoctn
3 rona.

He MCIIOJIB30BATH 10 HCTEUYEHUH CpPOKa roTHOCTH.

YcaoBus oTmycka

ITo penenty.

JlepKatens permerpanmonnoro YAOCTOBCPEHUS] M OPraHM3aUUs, NOPHHAMAIOMAN
NpETEeH3uH:

000 «JIxoncoH & JIxoHCOH, Poccus, 121614, r. Mocksa, yi. Kpsunarckas, x. 17, xoprr. 2
KonTakTHele Tenedonsr:

Hannas eepcus uncmpyrxyuu Oeticmeumenvna c 23.05.2019
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e FECIIYETHKY BERAPYCE
Ten.: (495) 755-83-57 6 35 ' Z 0 1 8 Hpuras Miw :

Daxc: (495) 755-83-58

IponseoauTenn, nepBuunas ynakopka, BTOPDHYHA YNAKOBKA, BbINYCKAIOMMIA
KOHTPOJIb KAY€eCTBa:

Snccen-Cunar C.LA.

@Daxmuyeckuil adpec:

yi. C. Succen, 04100 Bopro C. Muxerne, Jlatuna, Utanus.

FOpuduuecxuii adpec:

yi1. M. Byonapporu 23, 20093 Kononso-Mouuese, Munan, Utamus.

Hannas sepcus uncmpyxyuu desicmeumensra c 23.05.2019




