ot 01.08.2025 N= 13164

OBILASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOFO T PEIAPATA 002

COOTBETCTBYET SKCNEPTHOMY OTUYETY

1. HAUMEHOBAHMUME JJEKAPCTBEHHOI'O ITPEITAPATA

Wpynun, 100 Mr, kancymisl,

2. KAYECTBEHHbIIA U KOJIUYECTBEHHBI COCTAB

JlercTBYyOIIEe BELIECTBO: UTPAKOHA30I1

1 karicyna copepxxut 100 Mr urpakonasona B ¢popme uTpakoHaszosa nemiet 454,54 mr
BcenomorarenbHble BellecTBa, HATMYNE KOTOPBIX HY’KHO YUUTHIBaTh B COCTABE JIEKAPCTBEHHOTO
npenapara: caxapo3sa (cMm. pazaensi 4.3, 4.4).

[Tonublii nepeyeHs BCIIOMOTaTeIbHbIX BEIIECTB MPUBEIEH B pasaene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
Kancymbr.
Kancyner sxenroro nera Ne 0. ComepkumMoe Karcyi — ceprudecKue meuieTbl 0eI0Tr0 WA MOYTH

Oeoro 1BeTa.

4. KJIMHUYECKUE JTAHHBIE

4.1. Iloka3aHusl K NPMMEHEHHUIO

— TlopaskeHue KOXH U CIM3UCTHIX 000T0YEK:
- BYJIbBOBArvHaJbHBIA KaHIUI03
- OoTpyOeBUIHBIN JIHIIIANA
- JI€PMAaTOMHKO3BI
- KaHIUJ03 CIU3HUCTON 000JI0YKH MOJIOCTH PTa
- TpUOKOBBIN KEpaTUT
— OHUXOMHKO3bI, BEI3BaHHBIC AepMaTO(DUTAMHU H/UITH IPOXKIKETTOA00HBIMU TprbamMu
— CucremMHble MUKO3BI:
- CHUCTEMHBIN acIepruiuie3 U KaHIu103
- KpUIITOKOKKO3  (BKJIIoYasi  KPUITOKOKKOBBIM  MEHHUHTHUT): Yy  MAalUEHTOB C
UMMYHOJEPUIIUTOM U y BCEX NAIMEHTOB C KPUIITOKOKKO30M IIEHTPaIbHOI HEpPBHOM
cucteMmbl npenapar MpyHuH HOMKEH Ha3HAuaThCS TOJIBKO B CIIydasx, €Cld IMpenapaTsl

MepBO JIMHUM JICUCHUS HE IPUMEHUMBI B JAaHHOM CiIy4ae Ui He 3 PeKTUBHBI
- TUCTOIUIa3MO3

- 0JAaCTOMHUKO3

- CIIOPOTPHUXO03
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- mpo4Yure pCaKo BCTPCHAOINECCA CUCTCMHBIC NI TPOITNMYCCKUC MUKO3bL

4.2.

PexxuM o3upoBaHus

PexxuM n1o3upoBanus M ciocod NpUMEHEeHHUs!

ITokazanue

Hoza

HpOILOJ’I}KI/ITeJ'II)HOCTB JICUCHUA

BynbBoBarnHaIbHbBIN KaHINU03

MIOJIOCTH pTa

200 mr 2 pa3a B CyTKH 1 nenn
WIH WIH
200 mr 1 pa3 B cyTku 3 nHs
OTtpyOeBUAHBIN JHIIAMA 200 mr 1 pa3 B cyTku 7 nHeu
Jepmaromuko3sl ragkoi koxku | 200 mr 1 pa3 B cyTku 7 nHeu
WIH WIN
100 mr 1 pa3 B cyTku 15 nueit
[Topaxenus 200 mr 2 pa3 B CyTKH 7 nHeu
BBICOKOKEpAaTUHU3UPOBAHHBIX W WIn
obOmacteii  kokHOro  mokposa, 100 mr 1 pa3 B cyTku 30 nueit
TaKMX KaK KUCTH PYK U CTOIBI
Kannaunos cnuzuctoit 060104ku 100 mr 1 pa3 B cyTku 15 nueit

bruopocTynHOCTh UTpakoHa30ja MPU MEPOpPaIbHOM MpPHUEME MOXKET ObITh CHUKEHA Y HEKOTOPBIX
NAlMEHTOB C HAapyLICHHbIM HMMYHHUTETOM, HalpuMep, y NaIUEHTOB C HEHUTPONEHUEH,

nauueHToB co CIIM[om wnmm ¢ mnepecaxeHHbIMM opraHamMu. Clie0BaTeIbHO, MOXKET

noTpeOOBaTHCS IBYKPATHOE YBEITMUEHHUE JIO3BI.

['puOKOBBIN KEpaTUT 200 mr 1 pa3 B cyTku 21 nenn
HHI/ITGHBHOCTB JICHCHHUA MOXCET
OBITH CKOPPEKTUPOBaHA B
3aBUCUMOCTH oT yJIy‘-II_HeHI/IH

KJIMHAYECKOM KapTUHBI

OHMXOMHUKO3bI, BEI3BaHHBIE JepMaTO(GUTAMH U/UIIN APOKOKETTOTOOHBIMU U

MJICCHEBBIMU TpHOaMu

I[O3BI " IPpOAOJIKUTCIIBHOCTD JICUCHUS

OHUXOMHKO3EI —
MyJIbC-TE€panus

OpuH Kypc MyJbC-TEpanuy 3aKJII0YAeTCsl B €XEIHEBHOM IpHEME II0
2 xancyisl npenapara MpyHnuH nsa pasa B cytku (1o 200 mr 1Ba pasa B
CYTKH) B T€UCHHUE OJHOM Heaenu. J{s medeHus: rpuOKOBBIX MOPAKCHUMA
HOT'TEBBIX IUIACTUHOK MAaJIbLEB KUCTEN peKoMEeHayeTcs 1Ba Kypca. [l
JIeYeHUsl TPUOKOBBIX MOPaKEHUN HOTTEBBIX IJIACTMHOK MajbIEB CTOI
pexomeHayeTcst Tpu Kypca. IIpoMexyTok MexIy KypcaMu, B TEUEHUE
KOTOpOTrO HE HYXHO MNPUHMMATH IpernapaT, COCTaBiIsieT 3 Heaemu.
KnuHnyeckue pesynapTaTsl
JICUYEHUs, IO MEpe OTpacTaHusl HOTTEHl.

CTaHYT OUYCBUIAHBI

IIOCJIC OKOHYaHHA
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HeI. | Hed. | Hed. | Hed. | Hen. | Hen. | Hed. | Heo. | Hemn.

[TopaxeHne HOrTeBbIX 1-i1 Henenn, 2-1 Henemm, 3-i
IIJIJACTUHOK IaJbLEB CTOII C Kypc CBOOOJHBIE OT Kypc CBOOOHBIE OT Kypc
MOpa)keHUEM MK 0e3 IpreMa npemnapara IpreMa mpenapara
[IOpaX€HUsI HOI'TEBBIX HNpynun HUpynun

IJIAaCTHHOK ITaJIbIICB KHCTEH

[TopaxeHne HOrTeBbIX 1-i Henenn, 2-i1
IUTACTUHOK MAaJIbIIEB KUCTEH KypcC CcBOOOHEIE OT KypcC

npueMa npenapara

Npynun

OHUXOMHUKO3EI — Ho3za [TponoKUTENBHOCTD JI€UEHUS
HETPEPBIBHOE JICUCHHE
[Topaxenue HOT'TEBBIX ITo 200 mr B cyTKH 3 mecdna
IUIACTUHOK TAJIBIEB CTOI C
MMOPAKECHUEM WJIn 0e3
MOPaKEHUS HOT'TEBBIX

IJIAaCTHHOK ITaJIbIICB KHCTEH

BriBenieHne uTpakoHa3ojga M3 KOXKHM M HOITEBOW TKAaHM OCYIIECTBIISIETCS MEUIEHHEE, YeM M3
wia3mbl. Takum o0pa3oMm, oONTUMaldbHbIE KIMHHUYECKHE W  MHUKOJIOTHYecKue 3(QexTsr
JOCTHUTAlOTCs uepe3 2—4 Helenu mocje OKOHYAHHS JICYeHUS MpU MHPEKIHUIX KOXU U uepe3 6—9

MECALICB ITOCJIC OKOHYaHUA JICUCHUS HOT'TCBBIX I/IH(l)eKHI/II\/’I.

CucremMHble MUKO3bI
ITokazanue Ho3za Cpennsis 3ameuaHus
POJOKUTEILHOCTD
nedeHus™
Acniepruies 200 mr 1 pa3 B | 2-5 mecsues YBenmuuuTs 103y
CyTKH 10 200 mr 2 pasa B CyTKH
B CJydae HWHBA3MBHOIO
W
JUCCEMUHUPOBAHHOIO
3a00JieBaHUs
Kanannos 100-200 mr OT 3 HeJeNb 10 VYBenuuuTh 103y
1 pa3 B cyTku 7 MecsieB 10 200 mr 2 pa3a B CyTKH
B CJydyae HWHBA3MBHOIO
W
JUCCEMUHUPOBAHHOIO
3a00JieBaHUs
Kpunrokokko3  (kpome | 200 mr 1 pa3 B | OT 2-X Mecs1EB A0
MEHUHTHTA) CYTKH 1 roga
KpunTokokKkoBbIii 200 mr 2 pasza B | OT 2-X MECSLEB 10 ITognepxusaromas
MEHUHTUT CYTKH 1 roga Tepanus cM. pasnaen 4.4.
['ucromnazmos oT 200 MT | 8 MecsIeB
1 pa3 B cyTku 110
200 MT
2 pa3a B CYTKH
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bnacromuko3 oT 100 mr | 6lmecsieg! "= TEHLERTENBALA TE UL
1 pa3 cytku 10
200 mr 2 pasa B
CYTKH
Cnopotpuxo3 100 mr 1 pa3 B | 3 mecsaua
CYTKH
[Tapakokmuanongomuko3 | 100 mr 1 pa3 B | 6 mecanes JlaHnHbIC 00
CyTKH 3¢ exTUBHOCTH JTaHHOU
7036l JUIA  JICYCHUS
MapaKoKIUANOUIOMUKO32
y HaIMEeHTOB co
CIIN oM OTCYTCTBYIOT.
XpOMOMUKO3 100-200 mr 1 | 6 mecsues
pa3 B CYTKH

* . MMPOAOJIKUTCIIBHOCTD JICUCHUS MOKET OBITH CKOPPCKTHpPOBaHa B 3aBUCUMOCTHU OT 3(1)(1)€KTI/IBHOCTI/I JICUCHMUA.

Oco0ble T'PYIITBI ITAITUMEHTOB

Ilayuenmur nodcunoz2o 6ospacma
JlaHHbIE O IPUMEHEHUU UTPAKOHA30J1a B KAICyJax JJIs JICYEHHsI TallMEHTOB MOKUIIOTO BO3pacTa
orpanuyeHsl. Pekomenayercs npuMeHsTs npenapat VpyHHH, Kancyibl, s JEYEHUs NallU€HTOB
JAHHOM KaTeropuy, TOJIBKO €CIIM OXHUJAaemasi I0JIb3a OT JICUYEHUs IPEBBIIIAECT MOTCHIHAIBHBIN
puck. Ilpu BbIOOpEe 103bI TpenapaTa Uil JICUEHHUS TOXMUIIBIX TAlUEHTOB PEKOMEH]yeTCs
YUUTBIBATh CHIDKEHHE (DYHKIIMHM TEYeHM, NOYEeK M CEpJla, Yalle BCTPEYAIOMIUXCS B MOXKHUIOM
BO3pAacCTe, a TaKKe HaJIMYUE COMYTCTBYIOIIUX 3a00JIEBaHUM WIIM MPUEM IPYTUX JIEKAPCTBEHHBIX
CPEICTB.
Ilayuenmul ¢ Hapywenuem Qyukyuu nevenu
JlaHHbBIE O MPUMEHEHUU NEPOPATBLHOT0 UTPAKOHA30JIa JUIsl JIEUEHHUS NALMEHTOB C HapyLIEHUSIMU
¢byHKIMH TedeHH orpaHuyeHbl. CleayeT ¢ OCTOPOKHOCTBIO Ha3HauaTh Ipernapar JaHHOMN
KaTeropuu NalueHTOB.
Ilayuenmul ¢ Hapyuenuem ynkyuu novex
JlanHblE O TOPUMEHEHHHM NEPOPAJbHOTO WTpPaKOHAa3ojla JJisd JIEYEHUS TAalUEeHTOB C
HapyIEeHUSIMH (PYHKIIMHA TOYEK OrpaHUYEHBl. Y HEKOTOPBIX MAallMEHTOB, CTPAJAIONIMX ITOYEYHON
HEJOCTaTOYHOCThIO, JKCIO3MLMS HUTPAaKOHA30Jla MOXeT OblThb CcHibkeHa. Crnemyer ¢
OCTOPOKHOCTBIO Ha3HAu4aTh MpEnaparT JaHHOM KaTeropuu IalHEHTOB, B HEKOTOPBIX CIIydasx
MOJKET MOTpeOOBaThCA U3MEHEHHE J03bI JICKAPCTBEHHOTO Mpenapara.

eTH
JlaHHBIE O MPUMEHEHNH UTPAKOHA30J1a B KalCyJlax JJIs JEeYeHUs AeTeil orpanudeHsl. [[pumenenne
npenapara MpyHuH, Kancyibl, A J€4eHUs JETed HE PEKOMEHIYETCs, 3a HCKIYEHUEM

CJIy4acB, KOTAa OoKuaacMas 10Jib3a OT JICHCHUS IMPCBLIIIACT HOTGHI_[I/Ia.HBHBII\/'I PHUCK.



Croco0 mpuMeHeHus

COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 01.08.2025 N2 19164
(NOCNEONCBATENBEHOCTL 0003)

s onTUManbHOM abcopOIuM mpernapara HeoOXoIUMO MpUHUMAThH Tpenapar MpyHuH cpasy

II0CJIC €AbI. Kancynm CJICAYCT TJIOTATh LCIUKOM.

4.3.

IIpoTuBONOKA3aHUSA
['unep4yyBCTBUTENBHOCTh K UTPAKOHA30JIY WMJIU K JIIOOOMY M3 BCIIOMOTATENIbHBIX BEIIECTB,
IIEPEUUCIICHHBIX B pazzene 6.1.
CoBMecTHOE TNPHMEHEHHE HTpPAKOHA30Ja ¢ IpernaparaMu — cyOcTpatamu u3odepMmeHTa
CYP3A4 Moxer yBenuuuBaThb KOHLIEHTPALMIO IIpernapaTa B IUIa3ME, YCHJINMBATh WIH
MIPOJIOHTMPOBATh TEPANEBTHUECKUNA M HEXenaTelbHble 3Q(EeKThl, KOTOPble MOTYT BbI3BATh
MOTEHLIMAJIBHO OMAcHYI0 cHUTyauuto. Hampumep, MOBBIIEHHWE KOHIIEHTpAallMM B IUIa3Me
HEKOTOPBIX MpenapaToB MOXKET BbI3bIBaTh yuiauHeHue wuHTepBata QT u cepreuHyro
TaXWapUTMUIO, BKIIIOYAsl CIIydad [BYHAIIPABICHHOH BepeTeHOOOPa3HOM >KENTyI0YKOBOM
Taxukapauu, hataabHON apuT™MUH (CM. pazzen 4.5)
OnHOBpeMEeHHBIM TIpueM mpemnapaToB — cybcrpaTtoB m3odepmenta CYP3A4 (cm. pazmen
4.5), TaKuX Kak:
— JIeBallETUJIMETAJIOH, METaI0H;
— auzonupamui, 1opeTunua, ApoHeIapoH, XUHUIUH;
— TENUTPOMHULMH Yy TAlMEHTOB C HapyHeHUsSMH (YHKIUM TOYEK WIA TeYEHU
TSKEJOH CTEICHU;
— THUKarpesuop;
— ranogaHTpHH,
—  acTeMH30J1, MU30JIACTHH, TepheHaIuH;
—  aJKaJOW/bl CIIOPBIHBH: AUTHAPOIPTOTAMHH, SPTOMETPUH (3PTrOHOBHH), S)PrOTaMHUH,
METHUIIDPTOMETPHUH (METUIIDPTOHOBHUH ), JICTPHUIITAH;
— UPUHOTEKaH;
— JIypasuaoH, MHUAA30JIaM JUIsl TMEpOpPaIbHOTO IpHEMa, MUMO3HJI, CEPTUHAOIN,
TpHazoJiaM;
— Oenpuawi, QeNoaUINH, JIEPKaHUIUTIH, HUCOJIUITHH,
— uBabOpaauH, paHOJA31H,
—  DIUIEPEHOH;
— IU3anpu, J0MIEPUJIOH;
— JIOBacTaTHH, CHMBAaCTaTHH, aTOPBACTaTHH;
— (e30TepoarH Yy MALMEHTOB C HEAOCTATOYHOCTHIO (YHKIMU TOYEK WM MEUYEHHU

YMEPEHHON WM  TSDKEJIIOM  CTENeHW, CoJdu(eHaluH y  MHalueHTOB  C
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HEJI0OCTaTOYHOCTHIO (PYHKITUU TTOUEK Tm'é%%:ﬁfeﬂ'ﬁ: 'HEEQI;{@,&[%CJHE&HMTBIO

(GYHKINY TIEYeHH YMEPEHHOM WM TSKETION CTETeHH;
— KOJIXUIIUH Yy TAI[UCHTOB C HAPYIICHUSIMHU QYHKIIUH IEUYCHU W TTOUYEK

- XpoHHuYecKasi cepieyHas HEJOCTAaTOYHOCTh B HACTOsSIIEe BpeMs WIM B aHamMHe3e (3a
UCKITIOYEHUEM Teparnuy >KU3HEYTPOKAIOIIUX UM APYTUX onacHbIX MH@eknuil. CM. pasnen
4.4)

- Henepenocumocts (PpyKTO3bl, OehUIUT caxapa3bl/M30MalbTasbl, TIIOKO30-TalaKTO3HAas
MababcopOIus

- Jerckuii Bo3pacT A0 3 jet

- bepemenHOCTh (32 HMCKIIIOUEHUEM CIIydaeB, YIPOXKAIOMIMX >KU3HH, U €CIH OXKHIaeMbIi
MOJIOKUTETBHBINA 3(PPEKT U1 MaTepy MPEBBIMIAET BO3MOXKHBINA Bpe] VIS TUIOAA) U TPYTHOE
BCKapMJIMBaHUE

4.4. OcoOble ykazaHusi 1 MepPbl IPEI0CTOPOKHOCTH NPHU NIPUMEHEHUH

[Ipenapar IpUMEHSIOT C OCTOPOKHOCTHIO: MPU TMIEPUYYBCTBUTEIBHOCTH K JPYTUM a30JiaM, MpHU

HUPpO3€ MEYCHH, IPU TSHKENbIX HAPYIICHUAX (PYHKIHUU MEYEHHU U MOYEK, Y TMOKUIbIX MalleHTOB,

y JETEH.

BausHue Ha J€SATEILHOCTh CEepAlla: B HCCJIICAOBAHUU HA 3JOPOBLIX ;[06p0130nbuax HUTpaKOHAa30JIa

JUI. BHYTPUBEHHOT'O BBEJCHHS OTMEYaIoCh IMpexosiiee 0eCCUMITOMHOE YMEHbIIEHNE (paKIun
BbIOpOCAa JIEBOTO IKeNyJ04Ka, HOpMalM30BaBIleecs [0 cleAyomeid HHy3uu mnpenapara.
Knuauueckast 3HaAYMMOCTH MOJIYUCHHBIX HAaHHBIX [JISI TCPOPAJIbHBIX JICKAPCTBCHHBIX q)OpM
HEU3BECTHA.

Wtpakonazon o0namaer OTpUIATEIbHBIM HHOTPOMHBIM 3(pdextom. Coolmanock o ciaydasx
XPOHUYECKOW CEpPACYHOM HEAOCTAaTOYHOCTH, CBSI3aHHBIX C NPUEMOM UTpakoHazona. [lpu
cyrounoi moze 400 mr uTpakoHaszoja HaOIIOAANIOCH Ooyiee 4acToe BO3HUKHOBEHUE CEpICUHOM
HCAOCTATOYHOCTHU,; IPpU MCHBIINX CYTOUYHBLIX H03aX TaKou 3aKOHOMCPHOCTH BBIABJICHO HC 651.]10.
Puck BO3HUKHOBEHHMS XPOHHUYECKOW CEpACYHOM HEAOCTATOYHOCTH, MPEINOI0KHUTEIBHO,
MPOIMOPLMOHANIEH CYTO4YHOM go3e. MTpakoHa3on He cieayeT NpUHUMATh TNaleHTaM C
XPOHUYECKON CEpJICYHON HETOCTATOYHOCTHIO WM C HAaJUYHEeM 3TOTO0 CHMIITOMOKOMILIEKCA B
AHAMHE3C, 3a HCKIIOYCHHUCM CJIIYYaCB, KOTAda BO3MOKHasA I10JIb3a 3HAYUTCIIbHO IIPCBBIIIACT
MOTeHIUAIbHBIA pUCK. [Ipn MHAMBHAYaNbHON OLIEHKE COOTHOIIEHHUS MOJIb3bl U PUCKA CIEAYeT
MPUHUMATh BO BHHUMAaHHE Takhe (akTOpbl, KaK CEphe3HOCTh MOKAa3aHUM, peXXUM JT03UPOBAHUS U
MHAMBUYyalIbHbIE (PAKTOPHI pUCKa BO3HUKHOBEHHUS CEPJCUYHON HEAOCTATOYHOCTH (MILEMHYECKast
00Je3Hb Ccepila, TMOpPaXECHHs] KIIAlaHOB, OOCTPYKTUBHBIE OONE3HW JIETKUX, [OYCYHAs
HEJ0CTaTOYHOCTh M JApyrue 3abosieBaHMsl, COMPOBOXKIAIOLIMECS OTeKaMu). Takux MNalMeHTOB
HeoOXoauMo TNpPOUHPOPMHUPOBATH O TMpH3HAKAX M CHMIITOMAaxX XPOHHYECKOH cepedHoil

6



COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 01.08.2025 N= 19164

¥ =T s R i~y L
HEJIOCTATOYHOCTH U CJIEOUTHh 3a WX IIOSIBICHHEM BO B‘[‘)I;II{I}{'"];I%%&" I%"Ié'Ié:'HII—/lh'.HHb'II 'I'Ilols'nIIJIT'e'HI/H/I

10TOOHBIX MPU3HAKOB MTPUEM HUTPAKOHA30J1a HEOOXOUMO PEKPATUTh.

VYrpoxaromue )KU3HA apuTMUU Cep/lla W/WIKM BHE3alHasi CMEpPTh OTMEYAIUCh Y MAIlMEHTOB MPH
OJTHOBPEMEHHOM IPHMEHEHNHN METa0Ha.

brokaTopbl KandbIMEBBIX KaHAJIOB MOTYT 00JagaTh OTPUIATENbHBIM HHOTPOMHBIM 3(PQEKTOM,
KOTOPBI MOXET OBITh AJIUTHBHBIM IO OTHOLIEHHIO K 3¢ddekry mTpakonazona. Kpome Toro,
UTPAaKOHA30J MOXET WHIHOMpOBaTh MeTaboNu3M  OJIOKATOPOB  KaJbIMEBHIX  KAaHAJOB.
CnenoBarenbHO, CJEIyeT NPOSBIATH OCTOPOXKHOCTh NPH OJHOBPEMEHHOM TPHUMEHEHUH
UTpPaKoHa30ja M OJOKAaTOPOB KAaJbLIMEBBIX KAHAIOB H3-3a IOBBIMICHHUS pPHCKA 3aCTOMHON
CEepACYHON HEJOCTATOUHOCTH.

JlekapcTBEHHBIE  B3aMMOJEUCTBUSA: OJHOBPEMEHHBIM IPUEM HEKOTOPBIX JIEKAPCTBEHHBIX

MpernapaToB ¢ UTPAKOHA30JIOM MOXKET MPUBECTU K U3MEHEHHUIO B 3()(PEKTUBHOCTH UTPAKOHA30Ja
W/WIM OJJHOBPEMEHHO MPUMEHSEMBIX JIE€KapCTBEHHBIX MPEnapaToB, BOSHUKHOBEHUIO OMACHBIX JIJIS
KHU3HHU TOOOYHBIX peakuuil W/uiu BHe3amHoi cMeptu. IlpenapaTsl, KOTOpbIe HENb3sl MPUHUMATH
OJIHOBPEMEHHO C HWTPAKOHA30JI0M, HE PEKOMEHJOBAHHBIC [JIsi OJHOBPEMEHHOTO MNPUMEHEHUS
W/UIM  PEeKOMEHJOBaHHBIE JJIi  OJHOBPEMEHHOTO TMPUMEHEHHS C HUTPAKOHA30J0M C
OCTOPOYKHOCTBIO, ITIEPEUUCIIEHBI B pazjeie 4.5.

IlepekpecTHas THIEPUYYBCTBUTEIHHOCTE: JaHHBIC B OTHOLICHHMHM HaJIW4YMUA HGpGKpGCTHOﬁ

THIIEPUYBCTBUTEIBHOCTH MEXTy UTPAKOHA30JI0M U IPYTUMHU MPOTHBOIPUOKOBBIMH CPEICTBAMU C
a30JIbHOM CTPYKTYpOH (M3 TPYMIIBI a30JI10B) OrpaHuYeHbl. [Ipy Haau4uu runepuyBCTBUTEIBHOCTH
K IpyTHUM a30JIaM CJEeAYeT ¢ OCTOPOKHOCTBIO Ha3HAYaTh UTPAKOHA30I.

BzanMo3aMeHsIEeMOCTh: HE PCKOMCHAYCTCA B3aUMO3aMCHACMOC MNPUMCHCHUC HWTPAKOHA30Jia B

¢dopme Kamcyd M UTpakoHa3oja B (opme pacTBopa A MpHeMa BHYTPb, BBHUIY TOTO, 4YTO
SKCIIO3UIUSl MTPAKOHA30Jla BbIIIE MPH HCIOJIB30BaHWU €ro B ¢opMe pacTBopa sl IMpuema
BHYTpb, 4YeM B (popme Karcyi, Jaxe Mpu NpueMe OJMHAKOBBIX 103 UTPAKOHA30]a.

CHIDKCHHAS KMCIOTHOCTD KCJITYJIOYHOT'O COKa: IPU CHIDKEHHOM KHCIIOTHOCTH JKCIIYJOYHOr'o COKa

abcopOInst UTpakoHa30Jla W3 Karcyd Hapymaercs. [lamMeHTaM co CHIKEHHOM KHCIOTHOCTBHIO
KETYJJOYHOTO COKa BCIICJICTBHE 3a0o0JieBaHUs (HAMpUMEp, y TAIMEHTOB C axJIOPTHIAPUEH) WU
BCIICJICTBME TpUEMa JICKAPCTBEHHBIX TMperapaToB (HampuMmep, JIEKapCTBEHHBIX CPEICTB,
MOAABJISIOIIUX JKEIYJOUYHYIO CEKPEIHI0) PEKOMEHIYeTCsl MPUHUMATh UTPAKOHA30J B Karcyliax
OJIHOBPEMEHHO C KHUCJIBIMM HamUTKaMu (TaKUMHM Kak HeaueTudeckas koja). Crenyer
KOHTPOJIMPOBATH MPOTUBOTPUOKOBYIO aKTUBHOCTH IperiapaTa U yBEIMYHUBATh 103y HTPAKOHA30J1a
pU HEOOXOTUMOCTH.

Biusune Ha d)VHKI_II/IIO NEYCHN: B OYCHL PCAKUX ClIydadX IIpU IMPUMCHCHHUHN HTPAKOHA30JIa

Pa3BUBAJIOCH TSXKCIIOC TOKCHUUYCCKOC IMOPAKCHHUC ICUYCHH, BKIIHOYAad HCCKOJIBKO CIIy4acB OCTpOﬁ
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MNPpOUCXOAUIIO C MAIMCHTAMH, Y KOTOPBIX YIKC HMCIIUCH 3a6OJIeBaHI/I}I ME4YCHU, y MalucHTOB C
APYTUMU TAXKCIIBIMUA 3a6OJ'I€BaHI/I$IMI/I, KOTOPLIM IIpcriapar 6]:1)'[ Ha3Ha4YCH AJIA JICUCHUA CUCTEMHBIX
3a0o0JeBaHMN, a TaKKe Yy TAIHMEHTOB, IMOJYYaBIIUX JPYrHe JICKApCTBEHHBIE CpE/ICTBa,
o0Jajarolye TernaTOTOKCHUeCKuM peiicTBueM. OIHAKO y HEKOTOPBIX MAIMEHTOB HE OBLIO
COIYTCTBYIOIIMX 3a00J€BaHUN WM OYEBUIHBIX (DAaKTOPOB pHCKAa B OTHOIICHUHM MOPAKEHUS
neyeHu. HeckonpKo TakuxX Cily4aeB BO3ZHMKIM B IIEPBBIM MECALl TE€pallUM, a HEKOTOpbIE — B
MIEPBYIO HENIENIO JieueHUs. B CBS3M ¢ 3THM PEKOMEHAYETCs PETYIISPHO KOHTPOJIUPOBATH PYHKIIUIO
MEYECHU Yy TAlMEHTOB, IONYYAlONIMX TEParuilo HUTPAKOHA30J0M. B ciyyae BO3HHKHOBEHUS
CUMIITOMOB, MNpPCAIOJIararommux BO3HUKHOBCHUC TICIIATUTAa, 4 HMCHHO 4aHOPCKCHUH, TOIIHOTHI,
PBOTHI, CHaGOCTI/I, 6OJ'II/I B XXUBOTC U IIOTCMHCHUSA MOYH, HGO6XO,Z[I/IMO HCMCIAJICHHO NPCKPATUTDH
JIeYeHHE ¥ TPOBECTH HCCiieoBaHue (DYHKIMH TiedeHH. [laliueHTaM ¢ MOBBIIICHHON aKTHBHOCTHIO
MEYEHOYHBIX (PepMEHTOB, 3a00JIeBaHHMEM ICUYCHM B AKTHBHOW (a3ze WM TpH TMEepEeHECEHHOM
TOKCHYCCKOM MOPAKCHUU IMCYCHHU BCICACTBUC TpUCMa JPYTrUX MNPCapaToB HE CICAYCT Ha3HAYaTh
nedeHue mpernaparoM VpyHWH, 3a HCKIIOYEHHEM TeX CJIy4yaeB, KOTJa OXKHUJaemas I0jb3a
OTIPaBIBIBACT PHCK MOPaKEHUS TeUeHH. PeKOMEeHayeTcs MPOBOAMTH HAOIIOJCHHWE 32 YPOBHEM
71a00paTOPHBIX MapaMeTpoB (DYHKIMHM TEYCHH Y MAIEHTOB C Y)K€ MUMEIOIIUMCS HapylIeHHEM
(bYHKI_II/II/I MNEYCHU HJIM MAIIUCHTOB, Y KOTOPBIX OTMCYUAINCH MNPOABIICHHA TI'CIATOTOKCUYHOCTU
APYTUX JIEKapCTBEHHBIX cpeacTB. TpakoHa30 MpeuMyIIeCTBEHHO METaboIN3UPYEeTCs B MIEYCHHU.
[TockonbKy y MallMEeHTOB C HAPYHICHUSMHU (YHKIWU TICUYCHH ITOJHBIA TEPUOJ TOTYBBIBEICHUS
UTpPaKoOHa30J1a HECKOJIbKO YBEJIWYCH, PEKOMEHIYETCs OCYIIECTBISTH KOHTPOJb KOHIICHTPALUI

HUTpaKOHAa30Jia B IJIa3M€ U IIPU HGOGXOI[I/IMOCTI/I KOPPCKTUPOBATH A03Y IIpCIliapara.

Hapymienust ¢yHKIMY moyek: TaHHBIE IO MPUMEHEHUIO Mpernapara y NalueHTOB ¢ HapYUICHUIMHU
(GYHKIIMM TIOYEK OrpaHMYEHBbI, Y HEKOTOPBIX MAIMEHTOB C HEAOCTATOYHOCTHIO (YHKIMU MOYEK
HKCHO3MLIUS HUTPAKOHa30Jla MOXET ObITh MNOHMWXKeHa. [lo3ToOMy TakuM manmeHTaMm ClemayeT
Ha3HA4aTh MPEnapar ¢ OCTOPOKHOCTHIO.

PekoMeHayeTcss OCyIIECTBIATh KOHTPOJb KOHLEHTPALMH HTPAaKOHAa3ojla B IUIa3Me€ M IpHU
HE00XOAMMOCTH KOPPEKTUPOBATh 103y Ipenapara.

[NanueHTsl ¢ UMMyHOAEDUIUTOM: OMOAOCTYIMHOCTh MTPAKOHA30Jla MPU MEPOPATBLHOM IMpUEME

MOXKET OBITh CHIDKEHA y HEKOTOPBIX MAIMEHTOB C HAPYIIEHHBIM NMMYHUTETOM, HAIMPUMEpP, Y
MalUeHTOB ¢ HelrtponeHued, nauueHtoB co CIIMJlom wuiM mnepeHecHnxX OIepanul Mo
TpaHCIUIaHTAIMK opraHoB. Takum o0pa3om, 103a JoJKHa ObITh CKOPPEKTUPOBAaHA B 3aBUCUMOCTHU
OT KJIMHUYECKOM KapTUHBI y 3TOW IPYIIIbI Nal[UEHTOB.

HaHI/IeHTBI C CHUCTCMHBIMHU FDI/I6KOBI>IMI/I I/IHd)eKI_[I/IHMI/I, OPpCACTABIAIOIIIMMHU  YVI'PO3Y KU3HH.

BCJIEACTBHE (hapMaKOKMHETHUYECKUX XapaKTepUCTUK (CM. monpaszzaen 5.2) mpenapara MpyHuH,
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Karcyjbl, €ro NPUMEHEHUE HE PEKOMEHIYETCH Jis Hgl{ana-lﬁgmﬁh;%g&lémmrx' MUKO30B,

MIPEACTABIIAIOIIUX YIPO3Y KU3HU MALUEHTOB.

Hammenter co CIIMJloM: neyamuii Bpad JODKEH OLIEHUTh HEOOXOAMMOCTh Ha3zHAUYEHUS

noaaepxuBarotiei teparun y BUY-undumuposannsix nanuentos, umetomux CITNU], y koTopsix
CYILIECTBYET PHUCK PELUM]MBA, PaHEE IMOJIyYaBIIMM JICUEHHE MO MOBOAY CUCTEMHBIX TPHOKOBBIX

UHEKIHU.

[IpuMeHeHHE B NeAMATPUYECKOM MPAaKTHUKE: MOCKOJbKY KIMHUYECKHX JAHHBIX O MPUMEHEHUU
UTpaKOHAa30jla y JeTeld HEeJOCTaTOYHO, PEeKOMEHJyeTCs Ha3HauaTh Ipernapar JeTsSM TOJbKO B
cllydae, €Clii BO3MO)KHAs 10J1b3a OT JICUEHUS MPEBbIIIAeT MOTEHIIUATbHBIN PUCK.

JKeHnmHaMm  JIGTOPOJAHOTO  BO3pacTa, MPUHUMAIONIMM Tpenapar MpyHuH, HE0OXOAUMO

WCII0JIb30BaTh a/ICKBATHBIE METO/Ibl KOHTpALENIIMU HAa MPOTSHKEHUH BCETO Kypca JICYEHHs BILUIOTh
710 HACTYIIJICHUS MEPBOIl MEHCTPYallMU TIOCTIE €T0 3aBEPIICHUS.

Jleyenue criemyer OpeKpaTUTh NpPH BO3HUKHOBEHHH TNEpUPEPHUUECKON HEWpONaTHH, KOTOpas

MOKET OBITh CBsI3aHa C TIPUEMOM Karcy mpenapara MpyHuH.

[lepekpecTHas pe3UCTEHTHOCTb: MPU CUCTEMHBIX KaHJWJ03aX, MPEANOI0KUTEIbHO BBI3BAaHHBIX
(biaykoHazon-pe3ucTeHTHbIMU mTamMmmMamMu Candida, Henb3s TMPEINONOKUTh YyBCTBUTEIBHOCTh K
UTPAKOHA30JIy, CJIEJ0BAaTEIbHO, PEKOMEHIyeTCS MPOBEPUTh UYyBCTBUTEIBHOCTH MEPE] HadaloM
Tepanuu UTPaAKOHA30JIOM.

ITarmMeHTHI TTOKHUIIOr0 BO3PACTa: JAaHHBIC 11O NPUMCHCHHUIO UTPAKOHA30JIa Y MAallTUCHTOB IMMOXKUJIOTO

BO3pacTa OrpaHu4eHbl. PekoMeHIyeTcsl Ha3HavaTh MpernapaTr TOJIbKO B CIIydae, €CIM BO3MOXKHAs
0JIb3a OT JICYEHHUsI IPEBBIILIACT MOTEHI[UAIBHBII PUCK.

B menmom pexomeHmyeTcs mpu Moa0Ope J03bI A MAIlMEHTOB IMOXKUIIOTO BO3pacTa OOpaTUTh
BHUMaHHME HA YaCTOTy CHW)XEHHUS (YHKIMU NEYEHH, MOYEK, CepACYHO-COCYIUCTON CHCTEMBI U
COMYTCTBYIOIIMX 3a00JI€BaHUHN WM IPYTOH JICKAPCTBEHHOM TEpaIuu.

[MoTepst cnyxa: cooOmasIOCh O BPEMEHHOW WJIM CTOMKOM TIOTEpe cliyXa y TaIlUeHTOB,

MPUHUMAIOIIUX HMTPAKOHA30J. B HEKOTOpBIX ciydasx MOTeps CliyXxa Npoucxoiumia Ha (oHe
OTHOBPEMEHHOTO TmpuemMa ¢ xuHuAHHOM (cMm. pazgensr 4.3, 4.5). Cayx 0OBIYHO
BOCCTAHABIIMBAETCS MOCIIE OKOHYAHUS TEPANUU UTPAKOHA30JI0M, OIHAKO Y HEKOTOPBIX MAallUeHTOB
MoTepsI cliyXxa HeoOpaTuma.

MyKoBHUCIII03 (KUCTO3HBINH (HUOPO3): Y MAIMEHTOB ¢ MyKOBUCIIHI030M (KHCTO3HBIM (PrOpo30M)

Habmroanach BapuaOeIbHOCTh KOHIIGHTPALMU UTPAKOHA30J1a B IUIa3Me KPOBH NPU MPUMEHEHUH
WTpaKkoHaszojia B (popme pacTBOpa IJjisi MpuUeMa BHYTPh B 03¢ 2,5 MI/KT 2 pasza B cyTku. Kak
CIIEJICTBUE, TEPANEBTUYECKAsl PABHOBECHAS! KOHIIEHTPAIUSI UTPAKOHA30JIa B IJIa3Me KPOBU MOXKET
He JocTurathes. PaBHOBECHBIE KOHIIGHTpaIuu >250 HI/MIT oCTUTAUCH PUOIU3UTEnsHO Y 50 %
MAIMEHTOB cTapuie 16 JIeT U He JOCTUTAIUCh HM y OJHOrO mnanueHTta miazawme 16 ser. [lpu
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OTCYTCTBUM OTBE€Ta Ha TEpanuio MnpenapaTom I/IDVHII/;LF, 'MI,'TE@Z{UeT'EabCMOTbeTL

BO3MOXHOCTD NEpeXoaa Ha AJIbTCPHATUBHYIO TCPAIIUIO.

CnocoOHOCTh K 3a4YaTHIO: B HCCIICAOBAHUAX Ha JXHUBOTHBIX OTMCYAIaChb PCIPOAYKTUBHAA

TOKCHUYHOCTBH UTpaKOHAa30Ja.

BcnoMorarenpHble  BelIecTBa: MAlMEHTBI C  PEIKO  BCTpEYAIOUIEHCS  HACIEACTBEHHOM

HEMEPEHOCUMOCThI0  ()PYKTO3BI, TIIOKO30-TalaKTO3HOW ManbabcopOmmeir wimu aedunurom
caxapa3bl-U30MajbTa3bl HE CIIEyET IPUHUMATD ITOT IIpenapar.

4.5. B3ammoneiicTBMe ¢ [JPYrUMHM JIeKAPDCTBEHHBIMHM IpenaparamMym W JApyrue BHbI

B3aMMOJAEHCTBHUSA

WrpakoHa3onm — mpenapar ¢ BBICOKMM ITOTEHIUAJIOM JIEKAPCTBEHHBIX B3aumojencrsuii. Huke
OIMCaHbl Pa3IMYHbIC BHUJbI JIEKAPCTBEHHBIX B3aUMOJCHCTBUH M CBA3aHHBIE C HHUMH O0IIME
pexomennauuu. Kpome Toro, mpencraBieHa Tabiula ¢ MpUMEPAMU JIEKApCTBEHHBIX CPEICTB,
KOTOpbIE MOT'YT B3aUMO/ICIICTBOBATh C UTPAKOHA30JI0M, OPTaHW30BaHHAs 10 TPYIIaM MpenapaToB
11 60JIee MPOCTOro UCTOoNb30BaHusA. CIMCOK IPUMEPOB HE ABISETCS BCEOOBEMITIOLINM, TO3TOMY
IPU COBMECTHOM NPUMEHEHHU KaKHX-IMOO MpEernapaTroB C UTPAKOHA30JOM CJIEAYeT H3YUHUTh
MHCTPYKLHHU MO0 UX TPUMEHEHHUIO Ha MpeaIMeT HHPOpMAIUH, CBSI3aHHOM ¢ METab0oIM3MOM, My TSIMHU
JIEKapCTBEHHBIX B3aUMOJICHCTBUMN, TOTEHIUATbHBIMU PUCKAMH U CIEIU(PUUECKUMU JEHCTBUSIMH B
OTHOILICHUH COBMECTHOTO NMpHUMEHeHHs. MTpakoHa3zon MeTabonu3upyeTcs B MEpBYIO o4yepenab 3a
cuer CYP3A4. Jlpyrue BemiecTBa, HCHOJBb3YIOIIME JAaHHBIA META0OIMYECKUN IyTh WIH
m3meHstomue aktuBHOCTh CYP3A4, moryt BiausaTh Ha (apMaKOKMHETHKY HUTpakoHaszoja. [Ipu
OJTHOBPEMEHHOM MPUMEHEHUU HTPAKOHA30Jla C YMEPEHHbIMH WJIM MOUIHBIMH HHIYKTOpaMHU
CYP3A4 moxer cHMXAThCsl OMOAOCTYIMHOCTh UTPAKOHA30JIa U THAPOKCUUTPAKOHA30Ja, TaK 4TO
MOET OBITh CHMKEHA dPPEeKTUBHOCTh. COBMECTHOE PUMEHEHUE C YMEPEHHBIMU WJIM MOITHBIMHU
naruoutTopamu CYP3A4 MoxeT MOBBICUTH OMOJIOCTYITHOCTh WTPaKOHA30ja, MPUBOAS K OoJiee
BBIPXECHHBIM WM JUTUTEIbHBIM (hapMaKosornyeckuM 3¢ dhekTaM uTpakoHasoia.
BcacbiBaHue uTpakoHa30ja CHMXKAETCS Yy IMAaLMEHTOB CO CHM)KEHHON KHCIOTHOCTBIO JKEITyKa.
[IpenapaTsl, CHUXAIOIIME KHUCIOTHOCTh MKEJyJKa, HapyllaloT BCACBIBAHUE WTPAKOHA30ja W3
Karcyn. YToObl MPOTUBOCTOATH JAaHHOMY 3P eKTy, peKOMEHyeTcs MPUHUMATh UTPAKOHA30J B
Kalcynax ¢ KUCJIBIM HAlHUTKOM, €CIM MPUHUMAIOTCS IpernapaThl A CHUXKEHUS KUCIOTHOCTH
xemyaka (cM. pazmen 4.4). WTpakoHa3om U €ro OCHOBHOM METa0OMUT THUIAPOKCUUTPAKOHA30J
ABNSAIOTCS  MOIIHbIMU ~ uHTHOMTOpamMu CYP3A4. WtpakoHa3on sBiISETCS HHTHOUTOPOM
JIEKapCTBEHHBIX TPAHCHOPTHBIX MOJIEKysn P-rnmkonporenHa u 0Oellka pE3UCTEHTHOCTH K PaKy
Monounoit kene3bl (BCRP). Urpakonazonm moxkeT WHTHOMpOBaTH METaOOIM3M TIIpEnaparosB,
metabomusupyembix CYP3A4, u Ttpancnopr npenapatoB P-rmukxonporenHom u/mnu BCRP, B
pe3yabTaTe 4ero MOKET BO3pacTaTh KOHIIGHTPALMs ATHX INpPEnapaToB W/WIM WX AaKTHBHBIX
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inoe =T HOC TS 0003
MeTabOJIMTOB B IIa3M€ NPU OJHOBPEMEHHOM _IIPUEME 'JEQTI)HOLE%@M.'EFOBBIHRHM

KOHIIEHTPAlM{ B IJIa3Me MOXKET yCHIWBATh WU MPOJIOHTUPOBATH KaK TEPANEeBTUYECKUE, TAK U
HexkenaTenbHble A(GGEeKThl 3TUX mnpenaparoB. /s HEKOTOPHIX MPENapaToB COBMECTHOE
MIPUMEHEHHE C UTPAKOHA30JIOM MOKET MPUBECTH K CHIDKCHUIO KOHIICHTPAIIMH TperapaTa Uil ero
aKTMBHOTO KOMITOHEHTA B I1a3me. B pesynbrare 3Toro 3¢(peKTHBHOCTD MpernapaToB MOXKET ObITh
CHIDKCHA.

[Tocne oTMeHbl Tepanuu UTPAKOHA30JIOM KOHIIEHTPALMM B IIa3ME CHUXKAIOTCS HUXKE Ipejaena
omnpeaeneHUuss B TeueHue 7—14 gHel B 3aBUCHUMOCTH OT 103 W JUIUTEIIBHOCTH Tepanuu. Y
MalMEHTOB C IIUPPO30OM IEUEHU WJIM JIUII, TToy4daBmux HHruouTopel CYP3A4, koHIleHTpaIuy B
1a3Me CHUXKAIOTCS MeJIeHHee. JTO OCOOCHHO BaXKHO YYHMTHIBATH NPH HAdale Tepanuu
mpemapaTamu, Ha MeTab0JIM3M KOTOPBIX BIUSET UTPAKOHA3OJL.

[IpuMeHuMBI crenyromye 00mue peKoMEH a1, €CIIH B TaOIUIIe HE YKa3aHO WHOE:
«IIpoTuBOIIOKa3aHO»: HH TP KAKUX OOCTOSATEIHCTBAX HEIb3S MPUMEHATH Tperapar
OJIHOBPEMEHHO C UTPAKOHA30JIOM. DTO OTHOCUTCS K CJIEIYIOLIUM IIpenaparam:

- cyoctparsl CYP3A4, y KOTOpbIX MOXET BO3pacTaTb KOHIIGHTpalus B IUIa3Me C
MPOJIOHTAIIe WU YCUJICHHEM TEpaleBTUYECKUX W/WIM HEXKeNaTeIbHBIX J(PGEKTOB 10
BO3HUKHOBEHHUS MTOTCHIIUATHHO CEPhE3HBIX CUTYAINi (cM. pasznen 4.3).

«He pexomeHayercs» - peKOMeHayeTcs u30erarh NMPUMEHEHHUs INperapara, 3a HCKIIOYCHHEM
CIIy4aeB, KOTJIa T0JIb3a TMPEBBINIAET MOTCHIMAIBHBIA PHUCK. ECIM COBMECTHOro NpUMEHEHHS
HeNb3s M30€KaTh, PEKOMEHIYETCS KIMHUYECKOe HaONoIeHne, J03bl HUTPAKOHA30J7la W/HUIU
OJTHOBPEMEHHO MPUHUMAEMBIX MPENapaToB CIEeAyeT KOPPEKTUPOBATH MO Mepe HEOOXOAMMOCTH.
[To BO3MOXHOCTH PEKOMEHAYETCS ONPEAeNsATh KOHIICHTPAMM B ITula3Me. OJTO OTHOCUTCS K
CJIEYIOIINM TIpernapaTam:

- yMepeHHble win MoluHble UHAYKTOpbl CYP3A4: He pekoMeHIyeTcs Ha3Hau€HUE 3a
2 Hejenu JI0 U B TEUEHHUE JICUCHUSI UTPAKOHA30JIOM;

— cyoctparel CYP3A4/P-gp/BCRP, noBbIllieHHE WM CHIDKEHHUE KOHIEHTPAIIUH KOTOPBIX B
IJI1a3M€ MOKET MPUBECTU K 3HAUUTEILHOMY PUCKY: HE PEKOMEHIyeTCsl Ha3HAUE€HUE BO BPEMsI U B
TeueHHue 2 HeJleb MOCIIE JICUCHHUS] UTPAKOHA30JI0OM.

«C  OCTOpPOXXHOCTBIO» - PEKOMEHAYETCS THIATeIbHOE HAOMI0IeHHe TIPH OJHOBPEMEHHOM
MPUMEHEHHUH TIpenapara ¢ UTpakoHa3ojoM. [Ipu ogHOBpEMEHHOM MPUMEHEHUH PEKOMEHIYETCS
THOIATENFHO HAONIONaTh 32 MAIMeHTOM W KOPPEKTUPOBATh O3Bl HTpPAKOHA30lia H/WIN
COIMyTCTBYIOIIMX TPEMapaToB MO Mepe HeoOXxomumocTu. Eciu BO3MOXHO, PEKOMEHIYETCS
OMpeIeATh KOHIIEHTPAIIMH B IJIa3Me. DTO OTHOCHUTCS K CJICIYIOIINM Ipernaparam:

- npenaparsl, CHUKAIOINE KUCIOTHOCTb JKeTyIKa (TOJIBKO JUIsl HITPAKOHA30J1a B KarcyJsax);

- yMepeHHbIe Wi MOIHbIe MHTuOuTOphl CYP3A4;
11
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KOHIEHTpallMi B TIJIa3ME€ MOXET IMPUBECTH K KIMHUYECKH 3HAYMMOMYy pHCKy. [Ipumepsl

B3aMMO/ICHCTBYIOIIUX IPETapaToB MPEICTaBICHBI B Tabnuie Huxke. [Ipemapartsl, nepedncicHHbIE

B Ta6J'II/II_[e, BBI6paHBI Ha OCHOBC OAaHHBIX I/ICC.HGI[OBaHI/Iﬁ JICKApCTBCHHBIX BSaHMOHeﬁCTBHﬁ N

KIMHUYCCKUX CJIydacB, a TAKXKC IOTCHIHUAJIBHBIX JICKAPCTBCHHBIX BSaHMOHeﬁCTBHﬁ Ha OCHOBC

MeXaHHu3Ma JICUCTBHUS.

Kunaccsl npemnapaTtoB u
npenapaThbl

O>xumaeMblii/
MOTEHIUATbHbIN ¢ dexr 1o
OTHOIICHHIO K YPOBHIO IIpernapara
(cM. cHOCKH)

Kimandaeckue koMMeHTapu# (CM. IpUMEYaHWsI)

Anbha-6okaTopsl

Andysosznn Andyzo3uH Cmax (11), AUC(11)* He pexomenayercs BO BpeMms U 2 HeAenu IOCHE
Cuto103uH Cunonosut Cmax (11), AUC(11)? OKOHYAHUSl JIEYEHUS UTpakoHa3ojoM. [loBbieH
Tamcynosun Tamcynosut Cmax (11), AUC(11)* PUCK TIOSBICHUS  HEXENATENIbHBIX  peakIuif’,
CBSI3aHHBIX c as(hy303UHOM/CHII0JO3UHOM/
TaMCYJIO3WHOM.
AHaJbI€TUKH
Andentarmn Andentanmn AUC (17-1111)? IIpyMeHAT C OCTOPOXKHOCTHIO, HAOJIIOAATh Ha
Bynpenopdun bynpeHopduH Ciax (11), AUC(11)* | npeamer mosiBIeHHs HEXeNATENbHBIX peakuuii Ha
(B/B ¥ IOIBSI3BIYHO) AHAJBIETUKN®, MOXET TOTPeOOBaThCI CHIDKECHUE
OxcuKo0H OxcuxonoH Cmax (1), AUC(T1) JIO3BI andenTanua/ OynpeHopduna/
qu)eHTaHI/m qu)eHTaHI/m — IMOBBILIICHUE /OKCI/IKO,I[OHa/qu)CHTaHI/IHa.
KOHLICHTPALNH (creneHp
Hen3BecTHa)™P
DeHTaHUI ®enranmin B/B8 AUC(11)? He pexomenayercs Bo BpeMms U 2 HeAenu IOCHE
®eHTaHNT B Apyrux (opMax — | OKOHUAHHUS JICUEHHUS WTpaKoHa30JoM. lloBeimeH
TIOBEIIIICHHE KOHIICHTPALlUU | PUCK TIOABIICHHUS HEXENATeIbHBIX peaknuid Ha
(cTenens HensBecTHA)™" dheHTaHMIC.
JleBanetnnmeTamon JleBanetnnmeTamon [IpoTuBomOKa3aH BO BpeMsl U B T€UCHHE 2 HENENb
(JreBoMeTaHI) Cmax (1), AUC(111)? TmocJie JIeYeHUsT UTPakoHa30oM. [loBbIIEH PHCK
TOSIBJICHUSI ~ HEXKENaTeNbHBIX ~ peaknuid  Ha
JeBalleTWIIMETA10JI: ipoJioHranus uurepsana QT n
MUPYITHAS TAXUKAPIHSL.
Metanox (R)-metanon Cmax (1), AUC(T)? IIpoTuBomnoka3an BO BpeMsl U B T€4eHUE 2 HEJelb
1ocJie JIeYeHUss MTPaKoHa30j0M. [loBbImIEH pHCK
TIOSIBJICHUS HEXEJIATeNIbHbIX PEaKLi Ha METaI0H:
MOTEHIMANIbHO YTPOXKAIOIIee >HM3HU YTHETECHHE
JbIXaHus, mposioHranwst uHTepBaa QT wm
MMUPYITHAS TAXUKAPAHSL.
[TpoTHBOAPUTMHUECKHE CPENICTBA
Jlurokcun JurokcuH Cmax (1), AUC(T) IIpumMeHSITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha
TPEeIMET TIOSIBICHUS HEKEJATeNbHBIX peakiii Ha
JTUTOKCHH, MOXXET MOTPeOOBaTHCS CHIDKEHHE JTO3BI
JUTOKCHHAS.
Jwuzommpamug Hmsommpamun ~ —  mosbeimenue | [IpoTmBomokazan Bo BpeMs U B TEUCHHE 2 HEAETh
koHneHTpamu (11)*° 1mocje JieYeHUs: UTpakoHa3zoioM. [loBbIIEH pHUCK
TOSIBJICHUSI ~ HEKENaTeNbHBIX ~ peaknmuid  Ha
JU30IMPaMUJI:  CephEe3HbIE apPUTMHH, BKIIIOYAs
MTUPYITHYIO TAXUKAPJHIO.
Jodernnun Jodernmua Cax (1), AUC(T)? IIpoTuBomnoka3an BO BpeMsl U B T€4eHUE 2 HEJelb
1ocJie JIeYeHUss MTPaKoHa30j0M. [loBbImIeH pHCK
MOSIBJIGHUsI ~ HEXKENaTeJbHbIX  peakuuii  Ha
JO(GEeTIINA: Cepbe3HbIE KETYAOUKOBBIE apUTMUH,
BKITI0YAsl NUPYITHYIO TAXUKAPIHUIO.
Jponenapon Jponenapon IIpoTuBOTIOKa3aH BO BpeMs W B TeueHHe 2 Heaelb

Cinax (111), AUC(T111)°

oCJIE JICYCHUSA HUTPAKOHA30JI0M. TloBermen PUCK
TIOABJICHUSA HCXKCIIATCIIbHBIX pCaKHI/Iﬁ Ha
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JIpoHedapoH: mposioHrauus wuHtepBana QT wu
CEpJEUHO-COCYIUCTAst CMEPTb.

XuHuauH XuanauH Cax (1), AUC(T1) IIpoTuBomnoka3an BO BpeMsl U B T€4eHUE 2 HEJelb
1ocJie JIeYeHUss MTPaKoHa30j0M. [loBbImIEH pHCK
TIOSIBJICHHSI HEXKeJIaTeIbHBIX peakInuii Ha XUHUANH:
mponoHranuss ~ uwHTepBana  QT,  mmpysTHas
TaXWKapaus, THIOTEH3U, CITyTAHHOCTh CO3HAHUSA U
JICTTUPHiL.
AHTHOHMOTHKH
benakpuinx BemakBmmH Crax («2), AUC (1), B | He pekomenagyercs B TedeHne 0ojee 4eM 2 Helenb
TEUYEHHE 2 HeJeNb, OAHMH Pa3 B CYyTKH | B 000 MOMEHT JieueHHUs OCTaKBIIIMHOM B CBSI3U
6emaxBuIMHA * C TIOBBIIIICHWEM PHUCKA TOSBICHUS HEKEIAaTSITbHBIX
peakuuii Ha OeTaKBHIIMHS.
[unpodokcarux Urpaxonazon Cmax (1), AUC (1) [IpuMeHsATb € OCTOPOXKHOCTBIO, HAOIIONATh Ha
OpUTPOMULIMH MIPEeAMET TOSIBJICHUS HEXKEJaTeNbHbIX PEakIui Ha
HUTPAKOHA30JI, MOXET IO0TPeOOBAThCS CHUKEHHE
JI03bI UTPaKOHA30J1a.
Krnapurpomunux Knapurpomunua —  mnoBbimienue | [IpuMeHSTH € OCTOPOXKHOCTBIO, HaOmogaTth Ha
KOHLICHTPALH (cTereHb | MpeAMET MOSBICHHUS HEXEJATEIbHBIX peakuuil Ha
Heu3BecTHa)™ ° WTPAKOHA30Jl W/WIM  KIAPUTPOMHUIIUHS, MOXKET
Hrpakonazon Cmax (1), AUC (1) moTpeOOBaThCA CHIDKEHUE JI03bl HMTPaKOHA30J1a
W/WAJTY KJIAPUTPOMHUITMHA.
Jlemamanng Jlemamanng - noBeIeHue | [IpUMEHATh € OCTOPOXKHOCTBHIO, HAOMIOTATh HA
KOHIICHTPAIUHN (creneHp | mMpeaMeT MOSBIICHHUS HEXENaTeIbHBIX Peakiuid Ha
HemsBecTHa )P JIeITaMaHu]/ TPUMETPEKCaT, MOXKET TOTpPeOOBATHCS
Tpumerpekcar TpumeTrpekcaT  —  TOBBIIICHHWE | CHIKCHHE J03BI HTPAKOHA30IIa .
KOHLICHTPALNH (creneHp
Heu3BecTHa) »°
W3onunazug W3onunazug - KoHUeHTpaius | He pekomenayercst B TeueHue 2 Heledb 1O M BO
urpakonasona (|| |)*P BpeMsl JIEYEHHsS MTPAKOHA30JI0M, MOXET OBITh
Pudpamnunux Pudamnunny — CHIXeHa d(PEKTUBHOCTH UTPAKOHA30J1a.
AUC wnrpakonazona (| |])
Pudabyrun Pudabytun - noseiiende | He pexomeHnyercs B TedeHHE 2 HEAenb 10, BO
KOHLICHTPALH (cTemeHb | BpeMss M B TeYeHHE 2 HEAENb MOCIE JICYEHHS
HeM3BecTHa) P HUTPAaKOHA30JIOM. BozmoxHO CHIKEHHE
Urpakonazoi: Cmax(]]), 3G (GEKTUBHOCTH WTPAKOHA30JIa M  IIOBBIILIEHHE
AUC (1)) pUCKa TIOSBJICHMSI HEXKENaTeIbHbIX peaklnuid Ha
pudadyTun®.
TenuTpoMuLiH Y 310pOBBIX TOOPOBOJIBIIEB: IIpotuBomnokaszan namueHTaM C TSKEIIBIM

TeUTPOMHUIUH Chax (1), AUC (1)
I[Ipu TSOKEIOM HApYIICHUH (YHKIUH
noyek: Tenurpomua — AUC (11)?
I[Ipu TSOKEIOM HApyIICHUH (BYHKIUH
MECYCHH: TETUTPOMHULINH -
MOBBIILICHUE KOHLICHTPALUH
(crenens HensBecTHA)™

HapylnicHUCM q)yHKIlI/II/I INCYCHU WK II0YCK BO
BpEMs U B TCUCHUC 2 HCACIIb II0OCJIC JICUCHUA

WUTPaKkoHa30J0M. [IOBBIIEH pPHCK  TMOSBJICHUS
HEKENATeIbHBIX pEaKIWid Ha  TEIUTPOMHUIIVH,
BKITIOYAst MICYCHOYHYIO TOKCHYHOCTb,
nposionrarmto  uHTepBasia QT W mupy3THYRO
TaXHUKaPIUIO.

Y [Opyrux TanueHTOB CIeAyeT NpPUMEHSTh C
OCTOPOXHOCTBIO,  HaOmromaTe  Ha  TIpeaAMeT
TTOSIBIICHHS HeXeJaTeIbHBIX peaxmmit Ha

TEJTUTPOMHUIIMH, MOXET MOTPeOOBATHCA CHIDKCHUE
JI03BI TEJIMTPOMUIIAHA.

AHTHKOATyJISIHTH M aHTUTPOMOOTHYECKHE CPEICTBA

Anmnkcaban
Pusapokcaban
Bopamnaxkcap

Ammkcaban Crax (1), AUC (1)
Pupapoxcaban Cmax (1),AUC (1-11)*
Bopanakcap Cmax (1), AUC (1)

He pexomennyercst Bo BpeMs M 2 HeIelIH HOCIeE
JeYeHus  uTpakoHasoioM.  IloBbllleH  puCK
MOSIBJIGHUsSI ~ HEXKENaTeJbHBIX  peakuuid  Ha
anukcaban/puBapokcaban/Bopanakcap®.
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Kymapunst Kymapunsl (nanpumep, Bapdapun) | [IpumeHSTH € OCTOPOXXHOCTBIO, HaOmogaTh Ha

(Hanpumep, —  TIOBBILCHHME  KOHIEHTPAIMHU | MIPEAMET IOSBICHUS HEXKEJIaTeNbHbIX Peaklui Ha

BapdapuH) (crenenb HensBecTHa)™? KyMapHHBI/IIMJIOCTA30J, MOXET IO0TpeOoBaThCs

unocrazon Hunocrazon Cmax (1), AUC (11)? CHIDKEHHE J03bI KyMapHWHOB/IIMIIOCTA301a’.

Jaburarpan Ja6urarpan Cnax (11), AUC (11) [IpuMeHsATb € OCTOPOXKHOCTBIO, HAOIIONATh Ha
IpeaMET MOSBJICHHUS HEXEJATEIbHBIX peakuuil Ha
JaburatpaH, MOXXET IOTpPeOOBaThCS CHU)KEHHE
JI03b1 naburarpaHa’.

Tuxarpenop Tuxarpenop Cmax (11), AUC (111)* | IIporuBonokaszaH Bo BpeMsi U B TEUCHHE 2 HeNeNb

nocjie JIeYeHUsT UTpaKkoHa3oyioM. [loBwimieH puck
TOSBIICHUS HeXeJaTeIbHBIX peaxmmit Ha
THUKAarpesop, HanpuMmep, KPOBOTCUCHHUH.

ITpoTHBOCYJOPOKHBIE CPEACTBA
Kapb6amazenmun KonnienTpanus kapbamazenuHa He pexomenayercs B TeueHWe 2 Henenb 10, BO
(1)*® BpeMsi M B TeUeHHWE 2 HeIeldb IIOCNe JICUCHUS
KoHnieHTpanys ntpakoHasomna WUTPaKOHA30J0M. D(PPEKTUBHOCTh HTPAKOHA30JIa
(L))*P MOXXET OBITh CHIDKEHa B CBS3M C IOBBIIICHUEM
pUCKa TOSBIEHHS HEXeNaTelbHBIX peakluid Ha
KapOamazenuH®.
®denobapouTan ®denobapOuTaT: KOHLEHTPALHS He pexomennyercs B TeueHue 2 HeAenb [0, BO
urpakonasona (| | |)* BpeMs M B TEYEHUE 2 HeAenb IIOCHie JICUEHUs
DeHUTOUH ®enuroun: AUC urpakoHasona UTPAKOHA30JI0M. Moxet ObITH CHUXKECHA

()

3¢ (heKTHBHOCTh HTPAKOHA30JIA.

HpOTI/IBOLlI/Ia6CTI/I‘~IeCKI/IC CpcAcCTBa

Penmarnuunng
CaxkcarjiunTua

Penarmuuu Cmax (1), AUC (1)?
CakcarmmntuH Cpax (11), AUC (11)?

[IpuMeHsAT, C OCTOPOXKHOCTHIO, HAOIIOAATH Ha
NpeJIMET TMOSIBICHHUS HEXEIATeIbHBIX PEakiMid Ha
penarauHu I/ CaKCariuITHH, MOXET TOTPeOOBaATHCS
CHIYKEHHE JI03bl peariiMHnaa/ cCakcarmuoThHa .

AHTHTeJIbBMUHTHBIC, TPOTUBOTPHOKOBEIE M aHTHUIIPOTO30MHEIE C

CICTBA

ApTtemerep- Aptemerep Cmax (11), AUC (11)* IIpumMeHSITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha
JlromedanTpun Jlromedantput Cmax (1), AUC (1) MpeIMeT TOSIBIICHUS HEKEIAaTeNbHBIX PEeakiuil Ha
XUHUH XuHuH Cmax(<>), AUC (1) apreMmerep-ToMedaHTpHH/ X UHUHS,
Crienuraeckne IEWCTBUS OIMCAaHBI B
MHCTPYKLHUSAX MO IPUMCHCHHUIO.
lanodanTpun lanodanTpun — noBeitieHue | [IpoTHBOIOKa3aH BO BpeMsi U B TEUCHUE 2 HEJCIb
KOHIICHTPAIUH (cTeneHp | mocie JICYCHUS UTPAKOHA30JIOM. [IOBBINICH PHCK
HeM3BeCTHA) &P TOSIBIICHHUST ~ HEXKCNATeNbHBIX ~ peakuuil  Ha
ranmodanTpuH: mnponoHramus uHTepBania QT wu
JICTaJIbHBIC APUTMUH.
H3zaBykoHa301 N3zaBykoHa30i Cpax(<), IIpoTuBomnoka3an BO BpeMsl U B T€4eHUE 2 HEJelb
AUC (111 nocjie JieYeHUsT UTpaKkoHa3oyioM. [loBwimieH puck
MOABIICHUS ~ HEXENaTeNbHBIX ~ peakuuii  Ha
W3aBYKOHA30JI: HapyIIEHHS CO CTOPOHBI IIEYEHH,
peaxun THIIEPYyBCTBUTEIEHOCTH u
IMOPHO(DETOTOKCHIHOCTD.
[IpasukBanTen [IpasukBanTen Cmax (11), AUC (1)* | IIlpuMeHATh € OCTOPOXKHOCTBHIO, HAOMIOTATh HA

MNpEAMET TMOABJICHUA HEXKCIATCIbHBIX pCaKHI/Iﬁ Ha
IIPa3uKBAHTECII, MOXKET HOTpC6OBaTBC$[ CHHMI)XCHHC
J1035bI1 Hpa3I/IKBaHT€JIaC.

AHTHTHCTaMHUHHBIC CpeACTBa

Acremuson Actemusoin Cmax (1), AUC (11)* IIpoTuBomnoka3an BO BpeMsl U B T€4eHUE 2 HEJElb
Hocje JIeYeHUs UTpakoHazosoM. I[IoBbIIeH pHCK
NOSIBJICHUST ~ HEXENAaTeNbHBIX  peakuuid  Ha
acremMu3osi:  mposioHrauust  uHTepBania  QT,
NUPYAITHAsI TaXUKapAus U JPYTHE KeJIyJOUYKOBbIE
ApUTMUH.

bunactun bunactid Crax (11), AUC (1)* IIpuMeHsITh C OCTOPOXKHOCTHIO, HAONIOAATH Ha
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D0bacTuH 36actuH Crax (11), AUC (111) MpeaMeT TMOSIBICHUS HEXKEJATEeNbHBIX peakiuil Ha
Pynaragun Pynaraguu — NOBBILICHUE | OMIACTHH/20aCcTHH, pynaraauHe, MOJKET
koHueHTpauu (1111)*° oTpedoBaThCs CHIDKEHHE JI03Bl
OwmractuHa/>0acTHHA, pymaTaanHa.
MusonactuH Muszonactut Cmax (1), AUC (1)? IIpoTuBOTIOKa3aH BO BpeMs W B TeueHHe 2 Heaelb
Tocyie JICYCHUSI UTPaKOHa30J0M. lIoBEIIIEH pHCK
MOSIBJICHUSI ~ HEXKENAaTeNbHBIX ~ peaknmuid  Ha
MH30JIACTHH: IpoJioHTanus uaTepsana QT.
Tepdenamuu Tepdenanuu - noBeIeHue | [IpoTHUBOMOKa3aH BO BpeMsi M B TE€YCHHE 2 HEIEINb
KOHIICHTPAIIHN (creneHp | mocie Jie4eHUS UTPaKOHA30JI0M. [IOBBIIIEH pHCK
HEM3BECTHA) TOSIBJICHUSI ~ HEKENaTeNIbHBIX ~ peaknmuid  Ha
TeppeHanuH:  nponoHrauus  uHTepBaita  QT,
MUPY3ITHAS TaXUKAPIUS U JPYTHE KEITyI0YKOBBIC
APUTMUH.
[TpoTHBOMHUIPEHO3HBIE CPEACTBA
Onerpunrax Onerpunrtad Cmax (11), [IpuMeHsATb € OCTOPOXKHOCTBIO, HAOIIONATh Ha
AUC (111 MpeAMET TMOSIBJICHUSI HEXeNaTeNIbHbIX peakuuid Ha
JNETPUNTAH®, MOXET IOTPeOOBaTHCS CHU)KECHHE
JI03BI 3JICTPHIITAHA.
AJKanmonsI AJKanmonsI CIIOPBIHBHI — | IlpoTrBoOTIOKa3aHBI BO BPEMS U B TEUEHHUE 2 HENENb
CIIOPBIHBHI TIOBEIIIICHHE KOHIICHTPALIMH | TOCNIe JICYCHHUS HWTPAKOHA30JI0M. [IOBBIMIEH PHCK-
(ZUTHOPO3PTOTaMUH, (cTeneHb HenspecTHA)™? TOSIBICHUSI ~ HEKENAaTeNbHBIX ~ peaknmuid  Ha
9ProMeTpHH, AJKAJIONBI CTIOPBIHBH, TAKUX KaK SPTOTH3M.
IProTaMuH,
METHIIIPTOMETPHH)
[IpoTHBOOIYyX0JIEBBIE TIpENapaTHI
BopTe3zomud Boptezomubd AUC (1)* IIpumMeHSITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha
BpenTykcumaba BpenTykcumaba TpEeIMET TOSABJICHUS HEXENaTeIbHBIX peakiui Ha
BEIIOTHH Benotun AUC (1)* TIPOTUBOOITYXOJICBBIC npenapaTsr®, MOXET
rmoTpeboBaThCs CHIDKEHHE JIO3BI
Bycynbsdan Bycynbdan Cnax (1), AUC (1) MIPOTHBOOITYXO0JIEBOTO MIpenapara.
OpinoTHHUO OpnotrHnb Crax (11), AUC (1)
l'eputunnc Teputurnb Crax (1), AUC (1)
HNmatuHn6 Nmatuan6 Crax (1), AUC (1)
Hkcabenminon HkcabenmnoH Chax (<), AUC (1)*
Hunrtenanu6 Huntenaunb Cmax (1), AUC (1)?
[TanobuHOCTAT IManobuHOCTAT Chax (1), AUC (1)?
[TonatuauG Monatnan6 Cmax (1), AUC (1)?
Pykcomutuau6 Pykcomutuan6 Cax (1), AUC (1)?
Conupgerno Conungernd Cmax (1), AUC (11)?
Banneranu6 Banpgeranu6 Cpax (<), AUC (1)
Wnenamicud Nnemamucn® Crax (1), AUC (1)* | IIlpuMeHATh € OCTOPOXKHOCTBHIO, HAOMIOMATh HA
Utpakonazomn - TIOBBIIICHUE | MIPEIMET IMOSIBIICHHS HEXeNaTeIbHBIX pPeakiuid Ha
KOHIICHTPAIUHI B CBIBOPOTKE | UTPAKOHA30J  W/WIM  HAETaINCcH0®,  MOXET
(crenens HensBecTHA)™ MOTpeOOBaThCsI CHYDKEHHWE JI03bI  MTpPaKOHa30J1a
W/WTH Uieanicuoa.
AxcutuHHO AxcutuHuO Cimax (1), AUC (11)2 He pexomenayercss Bo Bpemsl U 2 HeIeldu Mocie
Bo3ytuan6 Bbo3yTnHuO Crax (111), AUC (111)* | neuenuss  urpakoHasosioM.  [loBblIeH  puCK
Kabaznrakcen Kabaznraxcen Cnax (), AUC («>)* | nosiBieHus HEeXKeNaTeabHbIX peaxiui Ha
Ka6o3anTuau6 Ka603aaTHHHO Cmax (<), AUC (1)* | IpOTHBOOIYXOJIEBEIC MPETapaThl®.
Leputunn6d Heputuanb Crax (1), AUC (11)* JlomomHUTeNbHO:
Kobumetnan6 Kobumetnan6 Cmax (11), AUC (111) | At kaba3urakcena, Jgaxke eciad HW3MECHCHHMs
Kpuzotuand Kpuzotuand Cuax (1), AUC (11)* mapamMeTpoB  (HapMaKOKMHETHKH HE JOCTHUTAIN
Jabpadennd Jaopadenno AUC (1)* CTATHCTUYECKON 3HAYUMOCTH B HCCIICIOBAaHUH
Jlazatnauno Jazatnan6 Cmax (11), AUC (11)? JIEKapCTBEHHOTO  B3aUMOJICHCTBUS C HH3KAMHU
Jlonerakceln Jomnerakcen AUC (< -11)* 03aMHM  KETOKOHA30J1a, HaOJIrodanach BBICOKAs
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N6pyTHNO No6pytrHUO Chax (1111), BapuaTUBHOCTH pe3ynbrartoB. /[ mOpyTuHuOa
AUC (111M1)? cnenuuvecKue NCHCTBHS OMUCAHBI B UHCTPYKLIUU

JlanaTnHuG Jlanatnau6 Cax (11), AUC (11) 10 IPUMEHEHHUIO.

Hunotnan6 Hunotuau6 Crax (1), AUC (11)*

Onamapu6 Onamapu6 Cmax (1), AUC (11)

[Tazomanu6 [MTazonmanu® Cax (1), AUC (1)?

CyHuTHHNO CyautnHud Cmax (1), AUC (1)*

Tpabexrena Tpabekrequd Cmax (1), AUC (1)*

Tpacty3ymab Tpacty3ymao, SMTaH3UH -

OMTaH3uH MOBBILIIEHUE KOHILIEHTPaLUH
(crenenb HensBecTHa)™?

AnKamouapl AJKamouapl OapBUHKA -

OapBHHKA MOBBILIIEHUE KOHILIEHTPaLUH
(crenenb HensBecTHa) P

Peropadenu6 AUC peropadenuba (|| nmo nanusiM | He pexomeHzmyercs Bo BpeMsi U 2 HEAENH IOCIE
JUIsl aKTUBHOTO KOMITOHEHTa) ? JICYCHUSI UTPAKOHA30JI0M. MOXeT OBITh CHIKCHA

b dexTrBHOCTS peropadennoda.

Hpunorekan HpuHoTtekan ¥ ero akTUBHBIA | [IpoTHBOMOKa3aH BO BpeMs M B TE€YCHHE 2 HEICINb
MeTa0oHT - MIOBEIIICHUE | MOCTIE JICYCHUS HTPAKOHA30J0M. [IOBBINIEH pHCK
KOHIIEHTPAIIHI (creneHb | MOSIBNEHUS ~ HEXKENATENBHBIX  peakuuii  Ha
Hem3BecTHa)™? WPUHOTEKAH: TOTCHIHMAIBFHO YTPOXKAIOMIas >KU3HU

MHUEIIOCYIPECCHS U Tuapes.

AHTI/IHCI/IXOTI/IKI/I, AHKCHOJMTUKHU U CHOTBOPHBIC CPCIACTBA

Anmpazonam
Apunumnpason
BpoTuzonam
Bycnupon
lanonepuon
Mupnazonam (B/B)

Ammpazonam Cmax (<), AUC (11)
Apurnumpazon Cuax (1), AUC (1)
Bpotuzonam C max (<), AUC (11)
Bycrnpon Cmax (1111), AUC (1111)
Tanonepunon Cmax (1), AUC (1)
Munazonam (B/B) — HOBBINICHHE
xoHnenrpanuu (11)°

[IpuMeHSATP € OCTOPOXKHOCTBIO, HaOIIONaTh Ha
MIPEeAMET TOSIBJICHUS HEXKEJaTeNbHbIX Peakiui Ha
AQHTUIICUXOTUKH, aHKCHOJIUTUKH WJIN CHOTBOPHBIES,
MOXET MOTpeOOBaThCSI CHIDKEHHE JI03  JTHX
MIpenaparos.

[Tepocriupon ITepocrpor Cmax (111), AUC (111)
Keetnanuu Keetnamua Cmax (11), AUC (111)*
Pamenteon Pamenteon Crax (1), AUC (1)*
Pucnepunon Pucnepunon — nossliieHue
xoHneHTpammu (1)°
CyBOpeKcaHT CyBopekcaHT Cmax (1), AUC (11)?
30MUKIOH 30mukiI0H Ciax (1), AUC (1)
Jlypasunon Jlypazumon Cmax (111), AUC (111)* | [IpoTnBOIIOKa3aH BO BpeMsl U B TE€UCHHE 2 HENENb
1ociie JICUCHHS! HMTPAKOHA30JI0M. IIOBBIIIEH PHCK
MOSIBJICHUSI ~ HEXKEJATENIbHBIX ~ peakiuid  Ha
Jypa3uIOH: THIIOTECH3US, IIUPKYJISATOPHEIA KOJLIAIC,
TSDKEIbIe SKCTpanupaMHUIHbIC CHUMIITOMBEI,
CYJIOPOTH.
Mupazonam Mupazonam (iepopaibHO) IIpoTuBOTIOKa3aH BO BpeMs W B TeueHHe 2 Heaelb
(IIepOpaIIbHO) Cmax (1-11), AUC (1 1-1111) IOCNIE JICYCHUs HMTPAKOHA30JIOM. HOBLILueUH pHCK
TOSIBJICHUSI ~ HEKENATeNbHBIX ~ peaknmuid  Ha
MHIa30JaM: yTHETEHHWE [BIXaHWSA, OCTaHOBKa
CepIIa, IPOJIOHTMPOBAaHHAS Ceanus M KoMa.
IMumosng IMumosug Cmax (1), AUC (11)2 IIpoTuBOTIOKa3aH BO BpeMs W B TeueHHe 2 Heaelb
1ocJie JIeYeHUss MTPaKoHa30J0M. [loBbImIEH pHCK
TOSIBJICHUSI HEXKENATEIbHBIX PEaKIUi Ha MAMO3H/I:
apUTMUM  CepAlla, BO3MOXXHO, CBSI3aHHbIE C
npojionraneil uHtepBasia QT u  mupy>THOU
TaxUKapaueil.
Cepruszaon Ceprusaon - noBeinienue | IIporuBonokasan Bo BpeMst U B TeUCHUE 2 HEJEIb
KOHLICHTPALNH (crereHp | mocyie JiedyeHHs: uUTpakoHazosnoM. [loBeimieH puck
Heu3BecTHa)™? TOSIBJICHUSI  HE)KENATeNIPHBIX  peakiuid  Ha
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cepTuHoNa: mponoHranus uHTepBama QT u
MUPY3THAs TAXUKAPAUSL.
Tpuazonam Tpuazonam Cpax (1-11), IIpoTuBomnoka3an BO BpeMsl U B T€4eHUE 2 HEJelb

AUC (11-1111)

nocJe JICYHCHUSA HTPAKOHA30JI0M. IloBEIIEH PUCK
TIOABJICHUA HCXKCIIATCIIbHBIX peaKumﬁ Ha
TpruasojaM: cynopory, YTrHETCHU L JbIXaHWA,
AHT'MOOTCK, alTHOD M KOMa.

IIpoTuBOBHUpYCHBIE CPEACTBA

AcyHaripeBup AcyHanpeBup IIpuMeHSIT C OCTOPOXKHOCTBIO; cCIienn(pUIeCKre
(c ycunenuem) Cmax (111), AUC (111)? JIEHCTBHUS ONMCAHBI B MHCTPYKLIUH 110 IPUMEHEHUIO
Tenodosupa Tenodoup - TIOBBIIICHUE | MMPOTHBOBUPYCHOTO IIperapara.
JTU30TIPOKCHIIA KOHIICHTPAIUHI (creneHp
¢ymapar (TDF) Hem3BeCcTHA)™P
Bouenpesup Bonenpeup Cumax (1), AUC (11)* [IpuMeHsATP C OCTOPOXKHOCTHIO, HAOIIOAATH Ha
Wrpaxonazoin - MOBBIIICHUE | MPEIMET MOSIBIICHUS HEXEIATCIbHBIX PEakiMid Ha
KOHIICHTPAIIUH (cremeHp | uTpakoHazon ~— w/miaM  OouenpeBHpS,  MOXKET
HeM3BECTHA) &P NOTpeOOBaThCS CHIDKEHUE JI03bI HMTPAKOHA30JIa.
Crierudrueckue AeHCTBUS yKa3aHbl B MHCTPYKLIUU
110 TIPUMEHEHUTO OOIETTPEBHPA.
KoGurmucrar KoGurmucrar - noBeIeHue | [IpUMEHATh € OCTOPOXKHOCTBHIO, HAOMIOMATh HA
KOHIICHTPAIIUHI (creneHp | mpeaMeT MOSBIICHHUS HEXENaTeIbHBIX Peakiuid Ha
HemsBecTHa )P HWTPAKOHA30JI, MOXET MOTPeOOBaThCSA CHIDKESHUE
Utpakonazomn - MIOBBIIICHUE | O3Bl HTPAKOHA30JIA.
KOHIIEHTPAINN (cTereHpb
Heu3BecTHa) °
JlakmaTacBup JakmatacBup Cmax (1), AUC (11)? IIpumMeHSITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha
Banunpesup BanwumnpeBup Crax (111), MpeaMeT TMOSIBICHUS HEXKEJATEeNbHBIX peakiuil Ha
AUC (111)* JIaKJIaTaCBUP/BaHUIIPEBUP®, MOXKET MOTPeOOBATHCS
CHIDKEHHE J03bI JAKJIaTaCBUPa/BaHUIIPEBHPA.
JapyHnaBup VYcuneHHslil puTOHaBUPOM IIpumMeHSITH C OCTOPOKHOCTHIO, HAONIOAATH Ha

(c ycunennem) JlapyHaBHp: TPEeIMET TIOSIBICHUS HEKENATeNbHBIX peakiii Ha
Chmax UTpakoHasona (11), AUC (11)* | uTpakoHa30J, MOXET IOTpeOOBATbCSI CHUKCHHE
®docammpenasup (¢ VcuneHuei PUTOHABUPOM | J103bl UTPAKOHA30JIA.
yCUIICHHEM (bocamnpeHaBup: Cinax
PUTOHABHPOM) utpakonasona (1), AUC (11)*
Tenanpesup TenanpeBup: Cmax HUTpaKoOHA301A
(0. AUC (11)°
OnBUTErpaBup OnsurerpaBup Cmax (1), AUC (1)* [IpuMeHsATb € OCTOPOXKHOCTBIO, HAOIIONATh Ha
(ycuieHHbIH) Utpakonason — MOBBIIICHUE | MPEIMET MOSIBIICHHUS HEXEIATCIbHBIX PEakiMid Ha
KOHLIEHTPALHH (cTeneHp | UTPAKOHA30J W/WJIHM SJIBHTETpaBUp (YCHUICHHBIN
HeM3BeCTHA) &P puroHaBupoM). MoxeTr noTpeOoBaThCsl CHHKEHUE
O3Bl  UTPAKOHA30JId; CM. HMHCTPYKIHIO TIO
MIPUMEHEHHIO JIBHTETPABHpA.
Odasupens OctaBupens Cnax HTpakonazona (|), | He pexomenmyercs B TedeHWe 2 Hemenb 0 U BO
AUC (}) BpeMs JICUCHHS HTPaKOHA30JI0M. D()(HEKTHUBHOCTH
Hesupanun Hesupanun Chax HTpakoHa3omda (), | UTpaKoHa30Jia MOXKET OBITH CHIDKEHA.
AUC (1)
KomOunanus: On6acBup Cmax(«<>), AUC (1)? [IpuMeHsATb € OCTOPOXKHOCTBIO, HAOIIONATh Ha
DnbacBup/ I'pazonpeBup Cmax(«<>),AUC (11)* NpeaIMeT TOSBJICHUS HEXeNaTelAbHbIX pEeaKIUi,
I'pazonpeBup CBA3aHHBIX C  COBMECTHBIM  IPHMEHEHHEM'.
Criermudrraecke AeHCTBUS yKa3aHbl B HHCTPYKIUU
1o npuMeHeHuto Inbdacsupa/l pasonpesupa
KomOunanms: I'mexanpeBup Cmax(11), [IpuMeHSTH ¢ OCTOPOKHOCTHIO, HAOIIONATH Ha
I'mexanpesup/ AUC (11-111)* TpeMET TOSIBIICHUS HEXEJIATENbHBIX PEaKIui,
[MubpenTacBup IMubpenTacBup Cmax(<> - 1), CBSI3aHHBIX C COBMECTHBIM IIPUMEHEHUEM®,

AUC (& -117)*

Crneunduyeckne IeHCTBUSA YKa3aHbl B HHCTPYKIMN
1o npuMmeHenuto ['nexanpesupa/Ilubpenracsupa
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Wununasup Konuentpanus utpakonasona (1)° [IpuMeHsATb € OCTOPOXKHOCTBIO, HAOIIONATh Ha
NumunaaBup C max(<>), AUC (1) MpeIMET TMOSIBICHUSI HEXKEJNATEeNbHBIX peakiuil Ha
WTPaKoOHa30Jl  W/WIM  HMHAWHABHDS, MOJKET
MOTPeOOBATHCS CHIKEHHUE 103 UTPAKOHA30J1a W/HITH

WHAWHABUPA.
MapaBupok MapaBupok Cmax (11), AUC (111)* IIpumMeHSITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha
MpEeIMeT TIOSBICHUS HEXKETAaTeIbHBIX PEeaKIui’.
Moxet moTpeboBaThCs CHIDKEHHE JIO3BI

MapaBHPOKA.
KomOunamms: Hrpakxonazon Cmax (1), AUC (11)? IIpumMeHSITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha
OmOuTacBup/ OMm6uTacBUp C max(<>), AUC (1)* TIpeIMET TIOSBIICHUS HEXKeNaTeIbHBIX peakuuii Ha
[Mapuranpesup/ [MapuranpeBup Cmax (1), AUC (11)* | uTpakoHa3osn W/uiu NMPOTHBOBHPYCHBIE CpEICTBA’.
Puronasup/ ¢ | Puronasup (1), AUC (1), Mosxet oTpedoBaThCs CHIDKEHHE JI03Bl
HacaOysupom wmu 6e3 | Jacadysup (1), AUC (1)* HUTpaKOHA30JIa. Crienudrueckue JIeUCTBUSA

HEro

OMHUCAaHbl B MHCTPYKIMAX MO NPUMEHEHHUIO ITHUX
MIpPenaparos.

PutonaBup Urpakonazon Cmax (1), AUC (11)? [IpuMeHsATb € OCTOPOXKHOCTBIO, HAOIIONATh Ha
PuronaBup C max(<>), AUC (1)* TIpeIMET TIOSBIICHMS HEXKeNaTeIbHBIX peakuuii Ha
WTPaKOHA301  Wuiaum  puToHaBHpP®.  Moxker
MOTPeOOBATECSl CHIDKCHHE /03Bl HMTPAKOHA30I1a.
Crnennduyeckne 1eiCTBUSI ONKCAHBI B MHCTPYKIINU
110 IPUMEHEHUIO PUTOHABHPA.
CaxBrUHaBHP CaxBruHaBHp (03 yCHIICHUS) IIpumMeHSITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha
Cmax (1), AUC (111) TIpeIMET TIOSBIICHUS HEXKeNaTeIbHBIX peakuuii Ha
Wrpakonazoin (c YCWIEHHBIM | UTPaKOHa30Jl  W/uiau  cakBuHaBup®.  Moxker
cakBHHAaBUPOM) Crax (1), AUC (11)* | moTpeboBaTbCcsi CHIMXKEHHE JI03bI HMTpPAKOHA30JIa.
Crneunduyeckne 1eHCTBUS ONKMCaHbl B MHCTPYKIIUU
110 NPUMEHEHUIO CAaKBUHABHPA.
Cumenpesup CumenpeBup Cmax (11), AUC (111)* | He pekomenayercst BO BpeMst U B Te4eHHUE 2 HE/ENb

TOCJIC JICUCHUS UTPAKOHA30JIOM.

Bera-610KkaTOpEI

Hanmomon

Hanonon Cuax (11), AUC (11)

[IpuMeHsAT, C OCTOPOXKHOCTHIO, HAOIIOAATH Ha
MPEIMET TOSBIICHUS HEKEJIATCIBHBIX PEaKIUi Ha
Haj0J1071°. MOXKeT MoTpeOdOBaThCsS CHIDKEHUE J03bI
HaJI0J10J1a.

BHOKaTOpBI KaJJbIIMCBBIX KaHAJIOB

benpuann benpuann - noBeIeHue | [IpoTUBOMOKa3aH BO BpeMsi M B TE€YCHHE 2 HEIEINb
KOHIICHTPAIUHI (creneHp | mocie Jie4eHUS UTPaKOHA30J0M. [IOBBIIIEH pHCK
Hem3BecTHa)™? TTOSIBJICHUSI HEXKETaTeIbHbBIX PeaKInii Ha OCTIPHIIIL,
TaKMX KaK HOBas apuTMHS U IKEIyJ0YKOBas
TaxXUKapAus 10 THITy THUPYITHOM.
Junrnazem JuntnazeM u  urpakoHazon — | [IpuMeHATb € OCTOPOXKHOCTBIO, HAONMIONATH Ha
MIOBBILIICHUE KOHLEHTPALMK | IPeIMET MOSBICHHUS HEKEJATEIbHBIX peakuuil Ha
(crenenb HensBecTHa)™? HUTPaKOHA30J1 n/unu JUIITHA3EeMS, MOXET
NOTpeOOBaThCS CHHMIXKEHHE JI03bI WTPaKoHa30Jia
W/WIM TUITHA3eMa.
denoaunuH OenopunuH Crax (111), AUC (111) | IIpoTuBonokazan Bo BpeMsl U B TeUCHHE 2 HENENb
JlepkaHuMIUH Jlepxkanuaumua AUC (1111)* TmocJie JIeYeHUsT UTPakoHa3ooM. [IOBBIIEH PHUCK
Huconmunua Huconmumua Cnax (1111), MOSIBJIEHUsSI ~ HEXKENATeNIbHBIX ~ peaklMid  Ha
AUC (1111)* JIUTHIPOTTAPHUIAHBI: TUIIOTCH3US u
niepudepuIecKuii OTeK.
Hpyrue JuruaponmpruHb — MOBHIIIICHHE [IpuMeHSATP € OCTOPOXKHOCTBIO, HaOIIONaTh Ha
JuruapornmpuIiHb KOHIICHTpAIUH (CTETICHb MPEeIMET TIOSIBICHUS HEXKENATeNbHBIX peakiii Ha
Heu3BecTHa)™? JTUTUAPOIIAPUINHEL/BepanaMu’, MOJXKET
Bepamamun Bepamamun — moBbIIIeHUE moTpeboBaThCs CHIDKEHHE 03

KOHIIEHTpAaIUH (CTENeHb
HensBecTHA)™P

JTUTUAPOIIMPHUINHOB/BEpanaMuia.
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Paznmuunere CpCAcCTBa AJ1

s1 IeYeHUs 3a001€BaHUIA Cep}le‘lHO-COCYL[HCTOﬁ CHUCTCMbI

AnuckupeH Ammckupet Cmax (111), AUC (111) He pexomenayercst BO BpeMs U B TeueHHE 2 HEJENb

Puorurynat Puorurynat Cuax (1), AUC (11)? Hocye JeYeHHs MTpaKoHa3070MC. [IOBBIIIEH PUCK

Cunpenadun (s | Cunnenadwmn/Taganadmr — MOSIBJICHUS HEXKEJIAaTebHBIX PEeaKIil Ha cepeuHO-

JICYCHUS JIETOYHOW | TTOBBIMICHNE KOHIIEHTPALUT COCYJMCTBIH npernapar.

TUTIEPTEH3UN ) (creneHp Hew3BeCTHA, HO A ekt

Tapanadun (st | MOXeT ObITH O0JIee BBIPAXKEHHBIM,

JIeYeHUS JIETOYHOM | YeM COOOIIEHO JUIsl YPOIOTHYECKUX

TUIIEPTEH3UH) cpencts) P

Bbozenran Bbozentan Cmax (11), AUC (11)? IIpumMeHSITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha

I'yandanua I'yanganua Cmax (1), AUC (11)* TIpeIMET TIOSBIICHUS HEXKeNaTeIbHBIX peakuuii Ha
0o3eHTaH/TyaH(paIMH®, MOXET  MHOTPEeOOBaTHCS
CHIKEHHE J103bl 003eHTaHa/TyaHpanuHa.

WBabpaaun NBabpaauH Cnax (11), AUC (111)* IIpoTuBomnoka3an BO BpeMsl U B T€4eHUE 2 HEJelb
1ocJie JIeYeHUss MTPaKoHa30J0M. [loBbImIEH pHCK
MOSIBJIGHUsI ~ HEXKENATeJbHbIX  peakuuid  Ha
nBaOpaaMH, TaKUX Kak (GUOPWLIILNS MpeacepIui,
Opaaukapans, CHHycOBas OCTAaHOBKa cepama u
OJiokaa cepama.

Panomazun Panomazun Crax (11), AUC (11)* IIpoTuBOTIOKa3aH BO BpeMs W B TeueHHe 2 Heaelb

Tocyie JICYCHUSI UTPaKoHa30J0M. lIoBEIIIEH pHCK
TTOSIBIICHHS HeXeJaTeIbHBIX peaxmmit Ha
paHoJIa3WH, TaKUX Kak MpoJoHTanus uaTepBaina QT
¥ TIOYE€YHAast HETOCTATOYHOCTD.

KoHTpanenTruBHbIE cpeacTBa

Jlmenorect
VYnunpucran

Huenorect Cmax (1), AUC (1)
Yunpucran Cmax (11), AUC (111)*

[IpuMeHSATP C OCTOPOXKHOCTBIO, HaOIIONaTh Ha
MPEIMET TOSBIICHUS HEKEJIATCIBHBIX PEaKIUi Ha
KOHTpAICNITUBHBIE ~ CpelcTBa®  cnenuduvecKue
JNCACTBUS ~ yKa3aHbl B  HMHCTPYKIMAX IO
MPUMEHCHHIO TCHOTSCTa/YIUIIPUCTAIA.

Juyperuku

OnnepeHoH

SnnepeHoH Cmax (1), AUC (111)*

HpOTI/IBOHOKaSaH BO BpEMsA U B TCUCHUC 2 HCACIIb
nocJe JICYHCHUSA HTPAKOHA30JI0M. IloBEIIEH PUCK
IIOABJICHUA HCXCJIAaTCIIbHBIX peaKum‘/i Ha
OIINICPEHOH, TaKHUX Kak TUTICPKAJTUEMUA n
TUIIOTCH3U .

KenynouHo-KuIIeUHbIC

CpencTna

Anpernurant
Jlonepamug
Herynurant

Amnpenurant AUC (111)°
Jlonepamun Cmax (11), AUC (11)
Hetymutant Cinax (1), AUC (111)*

[IpuMeHsITh € OCTOPOXKHOCTHIO, HAOJMIOHATh Ha
MpeAMET TMOSIBJICHUSI HEXEJIaTeNbHBIX PeaKiui Ha
anpenuTaHT/ IOTIepaMH/HETy TUTaHT®, MOXET
notpedoBaThCs CHIIKCHUE JI03bI
anpenuTaHTa/IoNepaMusIa. Crenuduueckue
JNEHCTBUS JUIS HETYNHWTAaHTa MPEICTABICHBI B
HWHCTPYKIIHH.

Huzanpug

MOBBIIIICHUE
(crencHpb

Huzanpug -
KOHICHTPALMH
Hen3BecTHa)™P

IIpoTuBONOKa3aH BO BpeMsi U B TeUeHUE 2 HeAelb
mnocye JiedeHuss UTpakoHazosoM. [loBbllieH pHUCK
MOSIBJICHUSI HEXKEJIATSIIbHBIX PEaKIMi Ha [H3aIpHI,
TaKUX Kak  TsDKeJlble  CepACUHO-COCYIUCThIE
SABJICHHA, BKJIFOYast mpoioHranuio mHTepBaima QT,
CEpbe3HBIC KETYJOUKOBEIE aPUTMUHU U MHPYITHYIO
TaXHUKapIHUIO.

Jommepunon

Homnepunon Cmax (11), AUC (11)

IIpoTuBomOKa3aH BO BpeMsl U B T€UCHHE 2 HEIENb
Tocyie JICYCHUSI UTPaKoHa30J0M. lIOBEIIIEH pHCK
TTOSIBIICHHS HeXeJaTeIbHBIX peaxmmit Ha
JOMITEPUIOH, TaKUX KaK TSDKEJBIE JKEeITyT0YKOBBIC
APUTMUHU W BHE3AIHAS CEpICUHAS] CMEPTh.

Cpexncrtsa JUTSE

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

CHHMIKCHUA

HpI/IMGHﬂTI) C OCTOPOKHOCTBIO npenaparsl,
CHIWIKAKOMIMC KHUCJIOTHOCTL JKCJIYAKa, HAIpUMEP
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KHUCJIOTHOCTH KCITyIKa

TaKHuc HeﬁTpELHPI?,yIOHIHe KHCJIOTY CpE€ACTBA, Kak

ATIOMUHUS ~ THIPOKCHA, WIU  IOJABJISIONIUC
BBIPAOOTKY  KHCJOTBHI  HpenapaTthl, HampuMep
AQHTAaroHUCTHl  Hr-pemenTopoB W MHTHOHTOPEI

MPOTOHHOW noMMbl. [Ipu 0JTHOBpEMEHHOM JIeUEHUN
HEUTpaIN3yIOINAMHU KHCJIOTY CpencTBaMH,
HanpuMep AJTIOMHUHUS THIPOKCHIOM, MX CJIEIyeT
MPUHUMATh TI0 KpaifHeW Mmepe 3a 2 yaca 10 WIH
yepe3 2 yaca Mocie MpreMa Karcysl UTpaKkoHa3oJa
(cm. paznen 4.4).

Hanokceron Hanokceron Cmax (111),
AUC (1111)* IIpoTuBoIOKa3aH BO BpeMsi U B TeUCHUE 2 HEJCIb
MOCJIC JICYCHUSI UTPAKOHA30J70M. [IOBBINIEH pPHUCK
TOSIBJICHUSI ~ HEKENAaTeNIbHBIX ~ peaknuuid  Ha
HAJIOKCETOJI, TaKUX KaK CHMOTOMBI OTMEHBI
OTIMOMIOB.
Saccharomyces S. boulardii - camwkenne | He pekoMeHayeTcss BO BpeMs W 2 HEIEIH MOCIe
boulardii KOJIOHM3AIMHU (CTEeTICHb HEU3BECTHA) | JICUCHHS HUTPAKOHA30JIOM. OddexTuBHOCTD
S. boulardii MmoxxeT OBITH CHIIKCHA.
HMmmyHOCyTIpeccopsl
Byneconun Byneconnn (st MHTQIISAIIAN) IIpumMeHSITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha
Cumax (1), AUC (11); NpeaMET TOSBJIEHHs HEKETaTeNbHbIX PEakuuil Ha
Oyneconnn (apyrue Qopmbl) — | IMMYHOCYNPECCOPbI,  MOXET  IOTPeOOBaThCS
MTOBBIIIICHHUE KOHIICHTPAIIUU | CHUKECHUE JT03BI HMMYHOCYIIpECCOpa.
(cTenenp HensBecTHA)™"
Iukneconun Hukneconna (st WHTAJIALMI)
Cinax (11), AUC (11)°
Huknocnopun Huknocnopus (B/B) —
HOBBIIICHHE KOHLEHTpaluH (<> - 1)°
Huknocopun (apyrue ¢opmsr) —
TIOBEIIIICHHE KOHIICHTPaIuu
(cTeneHb HeusBecTHA)™?
JlekcameTazoH Jlekcamerazon B/B Cmax (<),
nepopaibHO Crmax (1),
AUC (11) nns B/B, IepopaibHO
®Di1yTHKa30H OnyTHKa3oH (Ui MHrasIuui) —
nosblienne  kouuentpamuu  (11)°
OnyThka3oH (HazanbHas (opma) —
NoBbIIEHHe KoHLeHTpauuu (11)*°
MeTuinpe THA30JI0H MeTunpe THA30JI0H  (TIEPOPaTBHO)
Cinax (T-117), AUC (1)
MeTupe THA30J10H (B/B)
AUC(TT)
Takpomumyc Takpomumyc (B/B) - TOBBINIEHUE
xoHneHTpammu (1)°
Taxponumyc (repopaibHO)
Cunax (11), AUC (11)*
Temcupoaumyc Temcuponumyc (B/B)
Cuna (11). AUC (11)*
DBepoNUMYC OeepomuMyc  Cmax  (11), AUC | He pekoMenayeTcs BO BpeMs M B TCUCHHUE 2 HEJIENb
Cuponumyc (T2 nocye JedeHus: urpaxonazojom®. IloBeiieH pHUCK
(parmaMuITiH) Cupommyc Cmax (11), AUC (1111)* | nosiBieHus HEXeNaTeIbHBIX peakuui Ha

9BEPOIUMYC/CHPOIIUMYC.

[Ipemapatsl, perynupyIoye YPOBEHb JIUIHIOB

ATopBacraTuH

Atopsactatii Crax (<> - 1),

AUC (T-11)

[IpoTuBoOIIOKa3aH BO BpeMsi U B TeueHHE 2 HeJelb
1ocJie JIeYeHUs] MTPAKOHA30J0M. [IOBBINIEH PHCK
MOSIBJICHUsI ~ HEXKENATeJbHBIX  peakuuii  Ha
JIOBAaCTaTHH/CUMBACTATHH, TaKUX KaK MHOIATHS,
pablOMHONM3a M OTKIOHEHHs  JIa0OpaTOPHBIX
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rnapamerpoB (yHKIUH NEYECHH.

JlomuTanug Jlomuranug Cmax (1117), IIpoTuBomnoka3an BO BpeMsl U B T€4eHUE 2 HEJelb
AUC (111M1)? mnocye JiedeHuss UTpakoHazosoM. [loBblleH pHUCK
MOSIBJICHUSI ~ HEXKEJATENbHBIX ~ peakiuid  Ha
JIOMUTANU, TAKAX KaK MEYEHOYHAs] TOKCHYHOCTh U
TSDKETIast KeITy TOYHO-KUIIeTHAS PeaKIns.
JloBacTatun JloBactatuH Cmax (1111), IIpoTuBOTIOKa3aH BO BpeMs 1 B TeUCHHUE 2 HEACITH
AUC (1111 TOCJIe JICUSHUST UTPAKOHA30JI0M. [1OBBITIIEH PHCK
CuMBacTaTuH CumBacTtatiH Cax (1111), TIOSIBJICHYSI HeXKETATEeIHHBIX pEeakuii Ha
AUC (1111 JIOBACTaTHH/CUMBACTATHH, TAKHX KaK MAOTIATHS,

pabazomMHonH3a U OTKJIOHEHHUS 1ab0PaTOPHBIX
rapamerpoB (yHKIUH NEYECHH.

HeCTepOI/ILlHI)IC ITPOTUBOBOCTIAJIUTCIIBHBIC CPCACTBA

Menokcukam

MenoxcukaM Cumax (1), AUC (|)

HpI/IMGHﬂTI) C OCTOPOKHOCTBIO, Ha6J'IIOL[aTL Ha
apeaAMET CHUKCHUSA 3(1)(1)6KTI/IBHOCTI/I MCJIOKCHUKaMa,
MOXKCT HOTpe6OBaTI)C${ KOppeKuusd J03bI
MCJIOKCHKaMa.

PGCHI/IpaTOpHI)IG CpCACTBa

Canmerepon Canmetepoit Crax (1), AUC (1111)* | He pexomennyercs Bo BpeMsi M 2 HEAENH IOCIE
JeYeHUs  WTpakoHa3oioM.  lloBbleH — puCK
MOSABICHUSI ~ HEXKENATENbHBIX  peakuuid  Ha
CAJIMETEPOII .

CeneKTHBHBIE HHTHOUTOPHI 00pPAaTHOTO 3aXBaTa CEPOTOHNHA, TPUIIUKIMICCKIE U IPYTHE aHTHACTIPECCAHTHI

PebokceTnn
Bennadakcun

PebokceTnt Cmax («2),AUC (1)
Bennadakcrut Cax (1), AUC (1)?

[IpuMeHsITh € OCTOPOXKHOCTHIO, HAOJMIOJATh Ha
MPEAMET TMOSIBJICHUSI HEXEJIaTeNbHbIX PeaKiui Ha
pebokceTnH/BeHIadakCHH®, MOXKET TOTPEOOBATHCS
CHW)KEHHE 7103 peOOKceTHHa/BeHIadakCHHa.

Ypousioruueckue npenap

aThl

ABanadwun

Asanadun Cnax (11), AUC (1111)

[IpoTnBomOKa3aH BO BpeMsl U B T€UCHHE 2 HEIENb
mnocye JiedeHuss UTpakoHazosoM. [loBbllIeH pHUCK
MOSIBJICHUSI HEXKENATEIbHBIX PEaKIMi Ha aBaHA(WII,
TAKMX KaK TMPHANKU3M, HAPYIICHHUS 3pPCHHA U
BHE3aIHas MoTeps ciuyxa.

JlanokceTux JanokcetrH Crax (1), AUC (1)? IIpoTuBomnoka3an BO BpeMsl U B T€4eHUE 2 HEJElb
1ocJie JIeYeHUss MTPaKoHa30j0M. [loBbImIeH pHCK
TOSIBJICHUSI ~ HEXKENAaTeNbHBIX ~ peaknmuid  Ha
NAIOKCeTHH,  TaKUX  KaK  OPTOCTaTHYecKas
TUTIOTEH3HS U BU3YyaJIbHbBIE 2D (DEKTHI.
Japudenanun Japudenanut Cmax (111), He pexoMenayercss Bo BpeMs W 2 HEIEIH MOCIe
AUC (111-1111)2 JIEYeHUs  UTpakoHa3oysoM.  [loBbIIEH  PHUCK
Bapaenadun Bapaenadgwmit Cax (11), AUC(1111)* | nosiBeHus HEXeNaTeIbHbIX peakuui Ha
napudenanus/BapacHadu®.
HyTtactepun HyTacrepun - noBeIeHue | [IpUMEHATh € OCTOPOXKHOCTBHIO, HAOMIOMATh HA
KOHLICHTPALNH (crereHb | MpeAMET MOSBICHHUS HEXEJATEIbHBIX peakuuil Ha
HeM3BeCTHA)™? YpOJIOTHYECcKHe npenaparsi®, MOJKET
Nmunadenannn Nmunadenanns Cmax (1), AUC (1) MoTpeOOBaThCSl CHW)KEHHE J03bI YPOJIOTHYECKOTO
OkcuOyTHHUH OxcuOyTMHUH  —  moBbllIeHWE | npenapara.  Cneuuduyeckne  JeWCTBHA 1O
xoHuentpauu (1)° JIyTacTepully yKa3aHbl B HHCTPYKLIMH 110 €ro
Cunnenadun Cunnenagui Cmax (11), npumenenuto. Jnsa cunnenaduna u Taganaduia
(3pexTribHas AUC (11-1111)? CM. TaKoke pazzaen 4.4.
IUChHYHKITAS)
Tanamadpun Tagamadun Cmax (1), AUC (11)?
(3pexTrbpHas
IUChHYHKITUSA U
JIoOpoKavYeCcTBEHHAS
THIEpILIa3Us
NIPEACTaTeNILHOM
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npenaparsl MOTEHUUABHBII ekt o
OTHOLICHHIO K YPOBHIO IMpenapaTa
(cM. cHOCKH)

JKeJe3bl)
Tonrepoaun Tonrepoaut Cmax (1-11),
AUC (11)* y mun co cinabbim
metabommsmom CYP2D6
Y nenadwr VYaernagumir Cmax (1), AUC (11)?
®de3oTepoanH ®ezorepoanH Cmax (11), AUC (11)* | [IpoTuBonokazan mnauumeHtaM ¢  HapyLICHHEM
(YHKIMM T€YEHH WIM II0Y€K OT CcpegHed 1o
TSDKEJION CTENEHHU TSHKECTH BO BPeMs M B TeUeHHUE 2
HeJseJb MocIe JIeYeHUs UTpakoHa3oyioM. [loBbimeH
PUCK TIOSBIICHHS HEXENATCIbHBIX pEakIuid Ha
(e3orepouH, TaKUX KaK TSKCEITBIC
aHTUXoNMHeprudeckue 3¢Qdektel. [IpumMeHsITh C
OCTOPOXKHOCTBIO Y APYTHX MAMEHTOB: HAOIIONATh
Ha TpeIMET MOABICHHUS HEXENaTeIbHBIX PEeaKInui
Ha  (e30TepoaAMH’,  MOXKET  TOTpPeOOBATHCS
CHW)KEHHE J103bI (he30TepOIMHA.
Comudenara ComudeHarid Cuax (1), AUC (11)* | [IpoTHBONIOKa3aH MamueHTaM C  HapylIIeHHEM

GyHKUMHM [OYeK TSHKEIOM cremeHH WM C
HapylmieHueM (yHKIMH TEYeHH OT CpeIHer
TSOKECTH 10 TSDKEJIOW CTENEHH BO BpeMs U B
TEYEHHUE 2 HENeb MOCIE JICUCHUS HTPAKOHA30JIOM.
IloBBIlIGH pUCK TMOSBICHUS  HEXKEIATEIBHBIX
peakuuii Ha conudeHAIMH: aHTUXOJIUHEPTHICCKIE
3¢ dexTs! u postonranus naTepBana QT.

[IpuMeHsITh C  OCTOPOXKHOCTBIO Yy  JAPYIHuX
MalMeHTOB, HAOMIOJAaTh Ha MPEAMET IOSBICHUS
HEeXENIATeJbHBIX ~ peakiuii Ha  coiupeHaruH’,

MOJKET MOTPeOOBATHCS CHIDKCHHE JIO3BI
coyieHanyHa.
Jlpyrue npenapaTsl U JICKApCTBEHHbIE CPEICTBA
ATUTPUTHHOUH ATUTPUTHHOUH IIpumMeHsITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha
(epopanbHO) Crmax (1), AUC (1)? MpeAMET TOSIBJICHUsI HEXeNaTeNIbHbIX peakluuid Ha
Kabepronun Kabepronua Cnax (11), AUC (11)? IUTPUTUHOMH/KaOeproInH/KaHHAOnonapl/
Kannabuonnp Kannabuonzpl — noBbIleHnE LMHAKAILET, MOKET I0TPEOOBATHCSI CHIDKEHUE 103
KOHLICHTPALIH, CTEIIeHb | 3THUX IpenapaTos’.
HEM3BECTHa, HO BeposTHO (11)*
[unakanuer Hunakamet Cmax (11), AUC (11)2
Konxuuux Komxumms Cpax (1), AUC (11)? IIpoTuBomoka3aH MHalUeHTaM C HapyLICHUEM

(OyHKIIMY TTOYEK WITK TICYCHH BO BpEMs U B TCUCHHUE
2 Hemenb IOCNIE JICUYEHUS  UTPAKOHA30JIOM.
IToBbIIeH pHCK  TOSBICHUS  HEXEIATEIbHBIX
peaknuii Ha KOJIXUIIMH: CHW)KCHHE CEepICYHOTO
BBIOpOCA, apUTMHH  CEpJIa, PECHUPATOPHBIN
JUCTpeCC W yrHETeHHWE KOCTHOro wosra. He
PEKOMEHIyeTCsl APYTHM MAlMCHTaM BO BPEMs U B
TEYEHHUE 2 HENEeb MOCIEC JICUCHUS HTPAKOHA30JIOM.
[loBBIlIGH pUCK TMOSBICHUS  HEXKEIATEIBHBIX
peaKIHii Ha KOJIXUIMHC,
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Kiaccsl npenapatoB u | OxujaeMblii/ KﬂnHﬂﬁédﬂf&é&MﬁTﬁﬁvf 'Ed?\’['“ﬁpphvr_él'{ém'z'sr !
npenaparsl MOTEHLUATIbHBINA ekt 1o
OTHOIICHHIO K YPOBHIO Ipernapara
(cM. cHOCKH)
Onuriaycrar CYP2D6 EMSs: Cuax dnuraycrara | IIpoTuBomokazaH — mamueHTaM € CUJIBHBIM
), AUC (1) merabomusmom CYP2D6 EMs, mnomyuaromum
Bonee  BeIpakeHHOE IOBBINIEHWE | MOIIHBIA WM yMepeHHbIH nHruburop CYP2D6, a
OKHIACTCSl y JIMI[ CO CPEAHUM WM | TaKKe MAIMEHTaM CO CPEIHHM MM CJa0bIM
c1abbIM METab0IN3MOM Metabommmom CYP2D6 Bo Bpems u B TeueHue 2
CYP2D6 IMs/PMs u IIpH | HEeesb MOCie TePauy UTPaKoHA30J10M. [10BEITIICH
OTHOBPEMEHHOM NPUMEHCHUH | PUCK TMOSIBICHHUS HEXXENATEeIbHBIX pEakuumi Ha
nuarubutopa CYP2D6. JJIMTIyCTaT: TpoJioHramuss uHTepBaioB PR, QTc
n/um QRS, a Taxke cepaedHbIe apUTMUH.
[IpuMeEHATb ¢ OCTOPOKHOCTBIO Y JIMI] C CHIBHBIM
Merabommsmom CYP2D6 EMs, wnabmomate Ha
IpeaMET MOSBJICHHUS HEXEJATEIbHBIX peakuuil Ha
NUTITYCTAT’, MOXET HOTpeOOBaThCS CHUKEHHE
JIO3BI DJIMIITyCTaTa.
AJKanoun sl AJKanousl CHOPBIHBH — | IIpoTHBONOKa3aHbI BO BpeMs U B T€UEHHUE 2 HEAECIb
CHOPBIHBI MIOBBILIICHUE KOHLEHTPALMK | TOCJie JIeueHHs1 WTpakoHa3osoM. IloBeiieH puck
(cremens Hen3BecTHA)™ MOSIBIICHUS ~ HEKENATENbHBIX  PEaKUMid  Ha
QJIKAJION/B! CIOPBIHBY, TAaKUX KaK 3ProTusM (CM.
Taroke pasznen «[IpoTHBOMUTPEHO3HBIE CPEACTBAY).
lamaaTamusa Tlamaatamua Cmax (1), AUC (1)? IIpumMeHSITH C OCTOPOKHOCTHIO, HAOMIOAATH Ha
IpEeAMET MOSBICHHUS HEXEJNATEIbHBIX PEaKUUi Ha
raJaHTaMUH®, MOXET MOTpeOOBaThCA CHIDKEHHE
JI03bI raJJaHTaAMHUHA.

WBaxadrop UBakadrop Cmax (11), AUC (111)* | [IpumeHSTH C OCTOPOXXHOCTBIO, HaOmogaTth Ha
IpeaMET MOSBJICHHUS HEXEJATEIbHBIX peakuuil Ha
uBakaTOp®, MOXKET MNOTPeOOBATHCS CHIDKCHHE
JI03b1 MBakadTopa.

Jlymaxadrop/ NBakadrop Cmax (11), AUC (11)* He pexomennyercs B TeueHue 2 HeAenb 110, BO

WBaxadrop Jlymakadtop Cmax (<), AUC («)? BpeMs M B TEUYEHUE 2 HeAenb IIOCNiEe JICUEHUs

Wrpaxonazoin - CHIDKCHHUE | UTPAKOHA30JIOM. Bo3moxHo CHIKEHHE

KOHLICHTPALIH, cTeneHb | 3(p(HEeKTHBHOCTH HWTPAKOHA30J1a, BO3PACTaE€T PHCK

HEW3BECTHA, HO, BeposATHO (| |]) MOSIBJICHUS HEXeNaTeIbHbBIX peakiuit Ha
nBakadTop®.

AHTaroHHCTHI PELENTOPOB Ba30IPECCHHA

Konusanran/ KonuBantan Cmax (1), AUC | He pexomenmyercs BO BpeMs W 2 HEACIH IOCIE

TonBantan 11112 JIEYeHUs  HUTpakoHa3oyoM.  [loBbIIEH  PHUCK

TonBanTtad Cmax (11), AUC (111)* TTOSIBJICHUS HEXeNaTeIbHBIX peakuuit Ha
KOHUBAIITaH/TOJIBAIITaH .

Mo3aBanrtan MoszaBanrat Cmax (1), AUC (11) [IpuMeHsATb € OCTOPOXKHOCTBIO, HAOIIONATh Ha
IpeaMET MOSBJICHHUS HEXEJATEIbHBIX peakuuil Ha
MO3aBaNTaH’, MOXET MOTPeOOBAThCS CHIDKEHHE
JI03bI MO3aBalTaHa.

IIpumeuanue

Cpenmee MOBHIIIEHNE KOHIICHTPAIINH:
1: <100 % (<2 pag);

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

CpenHee CHIKEHHE KOHIIEHTPaLNK:
1: <40 %,;

11:40-80 %,;

111> 80 %.

OtcyrctBre 3ddexra:

.

Jnsa onmucanns 3¢ dexra (CpeaHas KOJOHKA) yKa3aHO HAa3BaHWE MCXOIHOTO JIEKAPCTBEHHOTO BEIECTBA, AXKe €CIN
3¢ EeKT OTHOCUTCS K aKTUBHOMY KOMIIOHEHTY HJIM aKTHBHOMY METa0O0JIUTY MPOJIEKapCTBa.
a. Jlns mpemaparoB co cTpenkamMu B CKOOKax OICHKA OCHOBaHA HA MEXaHHW3ME JICKAPCTBCHHBIX B3aUMOJICHCTBUN U
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naruburopamu CYP3A4 n/unu unruburopamu P-rnukonporenna nim BCRP, a Taxke Ha JaHHBIX MOJAEIMPOBAHUS,
KJIMHUYECKHUX CIIy4aeB W/WIIM 3KCIIEPUMEHTOB i vitro. JInst pyrux MepedrcIIeHHBIX MPenapaToB OlCHKa OCHOBaHA Ha
JITaHHBIX KJIMHUYECKUX JICKapCTBEHHBIX B3aUMOJIEMCTBUH Npenapara ¢ UTPaKOHA30JI0M.

b. [TapameTps! hapMaKOKUHETHKH HE YCTAHOBJICHBI.

c. CBs3aHHBIE C IIPEMapaToM HEXKEIaTeNbHBIC JEKapCTBEHHBIE PEAKIUH MPEACTABICHBI B COOTBETCTBYIOMICH
HHCTPYKIIMH 110 TPUMEHEHHUIO.

CTHU
JlexapcTBeHHbBIE B3aUMOACUCTBUS U3YUYEHBI TOJIBKO Y B3POCIIBIX.
4.6. DepTHIBLHOCTDH, 0€PEMEHHOCTDH U JIAKTALMS
bepemeHHOCTD
[Ipenapatr MpyHUH HE JOIDKEH MPUMEHSATHCS MpU OEPEeMEHHOCTH, 33 HCKIIIOUECHHEM CIIydyaeB,
YIPOKAIOIIUX >KU3HHU, M, €CIU 0XKHUJIAEMBI MOJOXKUTENbHbBIN 3G (deKT a1 MaTepu NpeBbIIIAeT
BO3MOXKHBIN BpeJl AJIs IUI0AA.
B noxnuHuueckux uccienoBaHUAX ObUIO MMOKa3aHO, YTO UTPAKOHA30J 00IaJaeT PernpolyKTUBHOM
TOKCHUYHOCTBIO.
JlaHHBIX 00 WCHOJB30BaHWU WTPAKOHA30Jla B TMEPHOJ] OCpEeMEHHOCTH HEI0CTaTO4HO. B xome
KJIMHUYECKOT0 TPUMEHEHHUs TMpernapara TIocje pPEerucTpauud ObulM OTMEYEHbl CIydyau
BPOXKICHHBIX aHoManuil. Takue ciydam BKJIIOYATM HaApYIICHUSI Pa3BUTHS 3pPEHUS, CKeEJNeTa,
MOYETIOJIOBOM UM  CEpAECYHO-COCYAMCTOM CHCTEM, a TaKXe XPOMOCOMHBIE HApYyIICHUS U
MHOKCCTBCHHBIC ITIOPOKU PAa3BUTHUA. O,Z[HaKO, SABJISICTCA JIX NPUMCHCHHUC UTPAKOHA30J1a HpH‘-IHHOﬁ
BO3HUKHOBEHHUS JIaHHBIX HApYIICHHWH, OCTOBEPHO HE YCTAHOBJIEHO. OIMHJEMHUOJIOTHYECKUE
NaHHbIE B OTHOUIEHMM BO3JCMCTBHS HWTPAaKOHa30ja B TEpPBbI TpUMeCTp OEpPEeMEHHOCTH, B
OCHOBHOM Y MAaIIMCHTOK, NOJTYYaBIIUX KPATKOCPOUYHYIO TCPAIIUIO 110 MOBOAY BYJIbBOBAI'MHAJIBHBIX
KaHAUA030B, HC BBIABUJIM IMMOBBIILICHHOI'O pHUCKa PA3BUTUA BPOKICHHBIX aHOMaJINH 1O CpaBHCHHIO
C KOHTPOJIbHOW TpyNIIOH, HE TMOJBEPraBIICHCS BO3ICUCTBUI0 HU OJHOTO M3 HM3BECTHBIX
TEPaTOTCHHBIX (PaKTOPOB.
JKeHmmHaM  I€TOPOAHOTO BO3pacTa, MPUHUMAIONIMM Tpenapar MpyHuH, HE0OX0AMMO
HCIOJIb30BATh aICKBATHBIC MCTOABI KOHTPALCIINNU HA ITPOTAKCHUN BCCTO KypcCa JICUCHUA BIJIOTh
710 HACTYTIJICHUS MIEPBOIl MEHCTPYaLlUH.
Jlakranms
C TPYAHBIM MOJIOKOM BBIBOAUTCA OYCHb HGGOHBI_HOG KOJIMYCCTBO UTPAKOHA30J1a. HpI/I Ha3zHaAa4YCHUU
npemnapara MpyHUH >KEHIIMHAM, KOPMSAIIUM TPY/bI0, HEOOXOAMMO B3BEIIMBATH MPEIIOIaracMoe
COOTHOIIEHHE TMOJIb3bl M PHUCKOB. B cilydae COMHEHMH >KEHIIMHA JOJDKHA OTKa3aThCsl OT

KOPMJIEHUS TPYbIO.
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4.7. BuusinMe HA CIIOCOGHOCTHL YNPABJSATH TpancHdpTHEMA CpercTRAMIC i PhBOTaTE ¢

COOTBETCTBYET SKCNEPTHOMY OTUYETY

MeXaHu3MaMH

HccnenoBanust 1O  HM3YYCHHIO BIMSHUS  UTPAaKOHa30ja Ha  CIOCOOHOCTh  yNpPaBIATh
TPAHCHOPTHBIMH CPEACTBAMH M pabOTaTh C TEXHUKOW HE MpoBoAWIMCh. Heo6xonumo npuHUMaTh
BO BHHMaHHE BO3MOKHOCTh BO3HHMKHOBEHMsI ITOOOYHBIX PEAKLMH, TAKMX KaK TOJOBOKPYXKEHHE,
HapylleHMe 3peHus u 1noteps ciuyxa (cM. paspen 4.8). Ilpu mnosBIEHHMM ONHCAHHBIX
HEXENATEJIbHBIX ~PEaKIUi CclIeAyeT BO3AEpXKAaTbCcs OT BBIIOJHEHUS YKa3aHHBIX BHJIOB
NESTEeIbHOCTH.

4.8. HexeaareJbHble peaKIMU

Pe3romMe HexenaTenbHBIX PEAKIIN

[ToGouHble AEWCTBUS TpenapaTa CHUCTEMAaTU3UPOBAHBI OTHOCHTEIBHO KaXIOM M3 CHCTEM
OpraHoB B 3aBHUCUMOCTH OT 4YacTOThl BCTPEYAEMOCTH C MCIOJIB30BAaHUEM CJEIyIOIeH
Kkiaccuukanuu: o4eHb 4yacto (>1/10); gacro (>1/100, < 1/10); mewacto (=>1/1000, < 1/100);
peako (>1/10000, < 1/1000); ouens pemko (<1/10000), BkItOYass €MUHUYHBIE CIIyYad; 4acTOTa
HEM3BECTHA (HE MOXET OBITh paCCUUTaHa HA OCHOBAaHMM UMEIOIINXCS JaHHBIX ).

Ilo naHHBIM KJIMHUYECKUX UCCIEIOBAHNN

be3onacHocTh mpuUMEHEHUsT UTpaKOHa30ja B Karcyjax u3ydanach B 107 OTKPBITBIX U ABOMHBIX
CJIETIBIX KJIMHUYECKUX HMCCIEN0BaHUAX ¢ ydacTueM 8499 nanumenTtos. Bee 8499 nmanueHToB XOTS
Obl O/IMH pa3 NMPUHSUIM TpernapaT UTPAKOHA30J B KallCyJjax, MMocie 4yero ObUIa MpoBe/ieHa OIlCHKa
0€30MacHOCTH JICUEHUSI.

Hnghexyuu u unsazuu:

HEYacCTO — PUHUT, CHHYCUT, NUH(PEKIUU BEPXHUX JBIXaTEIbHBIX MyTEH.

Hapywenus co cmopoHul Kpoeu u tumpamuieckoi cucmemvl.

PEIKO — JIEHKONEHHUS; YaCTOTa HEM3BECTHA — HEUTPOIICHMUSI.

Hapywenus co cmoponvl ummynHotl cucmembi:

HEYacTO — TMIEPUYyBCTBUTEIBHOCTb.

Hapywenus co cmoponul Hepénoti cucmemoi:

4acTo — rOJI0BHAs 00JIb; PEIKO — TUIIOCTE3UsI, TapeCTe3Usl.

Hapywenus co cmoponul opeana cnyxa u nabupunma:

PEAKO — 3BOH B yIIax.

Kenyoouno-kuweynvle HapyuweHus:

yacTo — 0OJIb B JKMBOTE, TOUIHOTA; HEYACTO — JUCHENCHs, 3alop, METEOpHU3M, AUapesi, pBOTa;
PEAKO — TUCTEB3US.

Hapywenus co cmoponul neuenu u s#cenuesvbi8o0auux nymeu.

HEYacTo — TUIepOMIUpyOHEMUS], HapyIIeHUE (PYHKIIUH [TEYECHU.
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Hapymeﬂuﬂ CO CMOPOHbL KOIHCU U NOOKONCHBIX MKAHEl.:

HEYaCTO — ChIIIb, 3YI[, KpaHI/IBHI/II_[a.

Hapywenus co cmoponul nouex u Mouegbl800auux nymei.

PEIKO — MOJUTAKUYPHS.

Hapywenus co cmoponwvl penpooykmuenoi cucmemul U MOJIOUHBIX HCENe3:

HEYacTO — HapyIIEHHE MEHCTPYAIbHOTO IIMKJIA; PEIKO — SPEKTUIIbHAS AUCHYHKIIHA.

Obwue HapyuwieHus u peakyuu 8 mecme 66€0eHUsL:

PEIKO — OTE€YHBII CUHIPOM.

Hwxke mpencraBlieH CIUCOK HEXENATCIbHBIX PEaKIUi, CBSI3aHHBIX C MPHUEMOM HMTPAKOHA30JIa,
KOTOpbIE OBLIM 3apeTUCTPUPOBAHBI B KIMHMUYECKUX HCCIENOBAaHMAX WTPaKoHa3ojla B (opme
pacTtBopa Ui MpHEeMa BHYTPh W/WiM B (opme pacTBopa AJisi BHYTPUBEHHOTO BBEACHHUA (32
HCKJTFOYCHUEM TTOOOYHBIX PEAKIIUA, OTHOCSIIHUXCS K KATETOPUU «BOCTIAJICHHUS B MECTE HHBEKITUNY,
MMOCKOJIBKY JaHHBIC MOOOYHBIE ACHCTBUS SBISIIOTCS CIICIU(PUIHBIMU IS JICKAPCTBEHHON (OPMBI
«pacTBOp JIs1 BHYyTPUBEHHOT'O BBEACHUS).

Hapywenus co cmoponst kposu u jaumgpamuyeckon cucmemsl: TPAHYIOLUTOICHUS,
TPOMOOIIUTOTICHHUS.

Hapywenus co cmoponwvl ummyrHot cucmemsvl: aHahUIAKTOUTHBIC PEAKITUH.

Hapywenus co memabonuzma u numanusi; TUTIEPTINKEMUS, THIICPKATUEMHUs], TUIIOKATHEMHUS,
TUIIOMAarducmMusi.

Tcuxuueckue napyuenus: CIyTaHHOCTh CO3HAHUSI.

Hapywenus co cmoponvl nepenoii cucmemvol. nepudepudeckas HEHpOIaThs, TOJIOBOKPYKCHHE,
COHJIMBOCTB.

Hapywenus co cmoponvl cepoya: cepaeuHas HEAOCTaTOYHOCTb, HEJAOCTATOYHOCTH JIEBOTO
KETyI09Ka, TAXUKapIUs, apTepHalibHasi TUTIEPTEH3HS, apTepUaTbHas TUIIOTCH3USI.

Hapywenus co cmoponwvl OvixamenvHoul cucmemsl, opeano8 cpyoOHOU KIemKU U CPeOOCHeHUs..
OTEK JIETKUX, JUC(OHUS, Kallelb.

Kenyoouno-kuuteunvle HapyuilerHus: KelyT09HO-KUIIICUHbIE PACCTPOMCTBA.

Hapywenus co cmoponst neuenu u dcenuesvigooswux nymeti. TEIATHT, KEATyXa, MEUYCHOUHAS
HEJOCTATOYHOCT.

Hapywenus co cmoponsl kodtcu u nOOKOIMCHbIX MKAHeU: SPUTEMATO3Hasl Chillb, THIEPTUIIPO3.
Hapywenus co cmoponvl mvlueynou, ckeremuou U CcOeOUHUMENbHOU MKAHU. MUAITHS,
apTpanrus.

Hapywenus co cmoponwvt nouex u mouesvigoosiujux nymei: HEAOCTATOYHOCTh (PYHKIIUU TIOYEK,
HeJepKAHUE MOYH.

Obwue HapywieHus u peakyuu 8 mecme 66edeHus: TCHEPAIIN30BaHHBIE OTEKH, OTEK JIUIA, O0Jb B
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TpyIH, TUTIEPTEPMUS, 00JIb, YCTAIOCTh, 03HOO.

Jlabopamopnvie u UHCMPYMEHMATbHbIE OaHHvie: MOBBIIICHHE aKTUBHOCTH
allaHMHAaMUHOTpaHC(epasbl, MOBBINICHUE aKTUBHOCTH acrapTaTaMHUHOTpaHCc(epasbl, MOBBIIICHHUE
aKTUBHOCTH  IIeNo4YHOM  ¢ocdaraspl B IUIa3M€  KPOBH,  MOBBIIIEHHE  AKTHUBHOCTH
JAKTaTACTUAPOTeHA3bl B IJIa3M€ KpPOBH, TMOBBINICHHE KOHIICHTPAIMM MOYEBHUHBI KPOBH,
MOBBIIICHUE AaKTUBHOCTH TaMMa-TIyTaMUITpaHcdepasbl, MOBHIIICHUE aKTHBHOCTU MEYCHOYHBIX
(hepMEeHTOB, OTKIIOHECHHE OT HOPMBI TIOKa3aTesiel 00Iero aHaan3a MouHu.
eTH

be3omacHocTh WTpakoHa30a B Kalcyllax OLIGHMBAJach B 14 KIMHUYECKUX HCCIEIOBAHUSAX
(4 MBOWMHBIX CIIEMBIX MMJIAe00-KOHTPOIUPYEMBIX HCCIECIOBAHUS, 9 OTKPBITHIX HCCICIOBAHUN U
1 wccnemoBaHue, MMEBIIEE OTKPBITYIO (ha3y C TOCIEAYIOUIEH JBOWHOM CIENoii) ¢ ydacTHeM
165 nereit B Bo3pacte ot 1 roma mo 17 net. B xone uiccnenoBanuii ObUIO OTMEYEHO, YTO HAaMOOJIee
4acTO BCTPEYAIOMIMMHUCS MOOOYHBIMU peakiusiMu Obutn: rojoBHas 601k (3,0 %), psota (3,0 %),
6016 B xuBOTE (2,4 %), nuapes (2,4 %), napymenne Qynkmun neueru (1,2 %), Tomnora (1,2 %),
kpanuBHuLa (1,2 %), runorensus (1,2 %). XapakTep MOOOYHBIX pEaKIHMii, BCTPEUAIOMIUXCSA Y
JIeTeH, CX0XK C TE€M, YTO HAOII0JAeTCsl y B3POCIbIX MAIlMeHTOB, TEM HE MEHEEe YacTOTa MOOOYHBIX
peaKkuuii y 1eTel BBIIIE.

HexenaTelnbHble  pPEAKIIMM, BBIABICHHLEIC B XOJ€ TOCTPETMCTPALIMOHHBLIX  KIMHHUYECKHUX

HCCIICIOBAHNH

(maHHBIC TTOJTYYEHBI HA OCHOBAHUHU CIIOHTAHHBIX COOOIIEHUN)

[IpencraBnenHass 4actora MOOOYHBIX PEAKIMH OCHOBaHA HAa KJIMHUYECKOM ONBITE NMPUMEHEHUS
UTPAKOHA30J1a TOCJIC PETUCTPALIHH.

Hapywenus co cmopoHbl UMMYHHOU CUCTEMbL:

OYCHb PEIKO — CHIBOPOTOYHAS OO0JIe3Hb, AHTMOHEBPOTHYECKHH OTEK, aHa(HIaKTHYECKHE,
aHa(pUIAKTOUIHBIC U AJUIEPTUIECKUE PEAKIINH.

Hapywenus memabonuzma u numanus:

OYEHb PEIKO — THIIEPTPUTITULEPUIEMUS.

Hapywenus co cmopoHul HepsHOU cucmembl:

OYEHb PEIIKO — TPEMOP.

Hapywenus co cmoponul opeana 3penus:

OUYEeHb PEIKO — HAPYIICHHUE 3peHUs (BKII0Yasi HEUYETKOE 3pEeHUE, TUTUIOIUIO).

Hapywenus co cmoponul opeana ciyxa u iabupunma:

OYEHb PEIIKO — CTOIKAs WM BpEMEHHAs TIOTEPS CITyXa.

Hapywenus co cmoponul cepoya:

OUYEHB PEIKO — XPOHUUYECKAs Cep/IeYHAst HEJOCTATOYHOCTD.
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Hapywenus co cmoponul ovixamenvhoii cucmemsl, opeanégézyv%'ﬁ;é%%@téjédbgﬁ !

4acTO — OJIBIIIKA.
Kenyoouno-kuweynvle HapyuweHus:

OYEHb PEIKO — MAHKPEATUT.

Hapywenus co cmoponul neuenu u srcenyesvbi8o0auux nymeu.

OUEHb PEAKO — TSHKENOE TOKCHYECKOE MOPAKEHHE IEeYeHU (B TOM YUCIE HECKOJIBKO CIydaeB
OCTpOI EYEHOYHOM HEAOCTATOUHOCTH C JIETAJIbHBIM UCXOJIOM).

Hapywenus co cmoponbl Kodtcu 1 n0OOKOHCHBIX MKAHEIL:

OYEeHb PEAKO — TOKCHYECKHMH SMUAEpPMalIbHbIA HEKposn3, cuHiapoMm CtuBeHca - J[>KOHCOHa,
OCTPbI  TeHepalM30BaHHBIA  HK3EHTEMATO3HBI  MyCTyne3, MoauMopdHas  dpHTEMa,
sKc(hOMMaTUBHBII JIEpPMAaTHT, JIEHKOLMTOKIACTUUECKUI BaCKYJIUT, aJlonenus,
CBETOYYBCTBUTEIBHOCT.

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble:

OUYE€Hb PEJIKO — MOBBIIICHHE aKTUBHOCTU KpeaTuH()OCHOKNHAHI KPOBH.

COO6H.I€HI/I€ 0 TOA03PEBACMBIX HCXKECIATCIbHBIX PCAKIINAX

BaxxHo coob1math 0 1mo03peBaeMbIX HeXeNlaTeNbHBIX PEaKIUAX MOCIe PErucTpaluy mpemnapara ¢
Lenblo  OOecreueHus HENPEPHIBHOTO MOHUTOPHUHTAa COOTHOLIEHMSI «IOJb3a —  PHUCK»
JIEKApCTBEHHOTO Tpenapara. MeauIMHCKUM pa0OTHUKAM PEKOMEHAYETCsl COOOIaTh O JIFOOBIX
MOJ03PEBAEMBIX HEXKEIATENbHBIX PEaKLUUsIX JIEKAapCTBEHHOI'O IperapaTa 4epe3 HalMOHAJIbHbIE
CHCTEMBl COOOIIEHUS O HEXeNaTeIbHBIX PEaKIMIX ToCylapcTB — wWieHOB EBpasuiickoro
SKOHOMMYECKOTO COI03a.

Poccuiickas @enepanns:

®enepanpHas Ciyx0a o Hag30py B cdepe 3apaBooxpanenus Poccuiickoit denepanun

Anpec: 109012, Mocksa, CinaBsiHCKas mIomasp, 1. 4, ctp. 1.

Tenedon: +7 (800) 550 99 03

OnexrponHas noura: pharm@roszdravnadzor.gov.ru

Caiit B HHGOPMAIIMOHHO-TEIICKOMMYHHKAIIMOHHOM ceTH «THTepHeT»:

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

4.9. Ilepeno3mpoBka

CHUMIITOMEBI

HaGmromaembie mpu mepeao3upoBKe HTPAKOHA30JIOM, OBLIM COMOCTABUMBI C J10303aBHCHMBIMHU
MOOOYHBIMU peaKIUsIMU, HAOII0JaeMBIMU TIPH MPUMEHEHUH OOBIYHBIX 103 Mpenapara.

Jleuenne

Creuunguyeckoro aHTUioTa HE cyliecTByeT. B ciyudae mepego3upoBKH CleIyeT MPOBOIAUTH
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MOJAJEP>KUBAIOIyI0 Tepamnuio. MTpakoHa3on He BLIBO,HI&%;II:::PI-ZL;E&B;E{&I/IEBQI:f%i;[:[:r—gﬁ r%ﬁse.

Pexomenayercst 00paTUTHCSI B TOKCUKOJIOTHYECKUH LEHTP € LEIbI0 KOPPEKTHPOBKH JICUYCHUS TPH

HEepe03UPOBKE UTPAKOHA30IIOM.

5. ®APMAKOJIOTTMYECKHE CBOMCTBA

5.1. ®apmakoauHaMHYecKHe CBOCTBA

dapMakoTepaneBTUYeCKass TPYMIa: MPOTUBOIPUOKOBBIE CPEICTBA CHCTEMHOTO JICWCTBUS,
MIPOU3BOIHBIE TPHA30JIa.

Kong ATX: JO2ACO02

MexaHn3M OelCTBUSA

[Tpenapat UpyHHH — CHHTETHYECKOE MPOTUBOTPUOKOBOE CPEJCTBO HIMPOKOTO CHEKTPa JeHCTBUS,
cojiepKaliee WUTPAKOHA30Jl, MPOM3BOJHOE Tpua3zona. MexaHu3M JeHCTBHS HTpaKoHa30ja
3aKJII0YaeTCsl B MHIMOMPOBAaHUM OMOCHHTE3a 3ProcTeposia — OCHOBHOTO KOMIIOHEHTA KJIETOYHOU
MeMOpaHbl Tpuba, Y4YacTBYIOIIETO B MOAJCPXKAHUU CTPYKTYPHOM II€IOCTHOCTH MEMOpaHbI.
Hapymienue cuHTe3a 3procrepona NpuBOIUT K U3MEHEHHIO MPOHUIIAEMOCTH MEMOpPaHBbI U JIN3UCY
KJIETKH, 4TO ¥ 00yCJIaBIMBAaeT MPOTUBOTPUOKOBBIN A (PeKT mpemnapara.

dapmakonmHamMuyeckue 3P HEKThI

HTpakoHa307 aKTUBEH B OTHOIICHUH MH(EKINHN, BBI3IBAEMBIX TpUOamMHu:

Candida spp.(Bxmouas Candida albicans, Candida tropicalis, Candida parapsilosis v Candida
dubliniensis), Aspergillus spp., Blastomyces dermatitidis, Cladosporiun spp., Coccidioides
immitis, Cryptococcus neoformans, Geotrichum spp., Histoplasma spp., Bkmodast H. capsulatum,
Paracoccidioides brasiliensis, Penicillium marneffei, Sporothrix schenckii w Trichosporon spp.
HtpakoHa3oa Takke Mokasall akTUBHOCTh B OTHOIIEHUU Epidermophyton floccosum, Fonsecaea
spp., Malassezia spp., Microsporum spp., Pseudallescheria boydii, Trichophyton spp. u apyrux
JPOKKEBBIX U TPHOKOBBIX MH(DEKIINH.

Candida krusei, Candida glabrata w Candida tropicalis sBnsit0OTCS HAUMEHEE TyBCTBUTEITHHBIMU K
neicTBui0 uTpakoHazona Bumamu Candida. In vitro pon Candida HECKOIBKO W30JMPOBAHHO
MOKa3bIBaJl OJTHO3HAYHYIO PE3UCTEHTHOCTh K HTPAKOHA30ITY.

OCHOBHBIMU THIIAMH TPUOOB, PA3BUTHE KOTOPHIX HE TMOJABISECTCS UTPAKOHA30JIOM, SIBIISIFOTCS
Zygomyces (Rhizopus spp., Rhizomucor spp., Mucor spp. w Absidia spp.), Fusarium spp.,
Scedosporium spp. n Scopulariopsis spp.

YCTOHYMBOCTE K a30JiaM pa3BUBACTCS MEUIEHHO M YacTO SIBIIICTCS PE3YJIbTaTOM HECKOJIBKHX
TeHETUYECKUX MyTanuii. ONUCaHHBIE MEXaHU3Mbl Pa3BUTHUS yCTOWYMBOCTH BKJIIOYAIOT B CeOs
runepakcnpeccuto rera ERG11, koxupytomero ¢gepment l4a-nemernnasy, KOTOPBIM SBISETCS

OCHOBHOW MHUILICHBIO JECHCTBHS a30i0B, W ToueuHble MyTauuu ERGI1, npuBonpgmme k
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YMEHBIIICHUIO CBS3BIBaHUS (DEPMEHTOB C a30J1laMy_H/WJIH Kgmm;u:'n'l—alﬂ' ' aL%ITIIHerTCI'/ICTeM; qTo

MPUBOJIUT K YBEJIMYCHUIO BBIBEICHUS a30i0B. HalOmromanmach mepekpecTHas YCTOHYHUBOCTH
Candida spp. x mpenaparaM TpyIIbl a30JI0B, XOTS YCTOMYHMBOCTh K OJHOMY Tpenapary >3TOu
IpyNbl He 0053aTeIbHO 03HAYAET HAIMYME YCTOMYUBOCTH K JIPYTUM MpenaparaM I'pyIIbl a30J10B.
Coobmanock o mrammax Aspergillus fumigates, yCTOWIUBBIX K UTPAKOHA3OITY.

5.2. ®apmakokuHeTHYeCKHE CBOHCTBA

MakcumanbHasi KOHIEHTpALMsl UTPAKOHA30Jla B IUIa3ME JIOCTUTAaeTCsl B TeUeHue 2—5 4 mocie
nepopanbHOro  mpuema. BcenenactBue  HelnMHEHHOW — (PAapMAKOKMHETHMKH — HUTPAaKOHA307
HaKaIUIMBAeTCs B IUJIa3M€ KPOBU IPU MHOTOKpaTHOM IpueMe. PaBHOBeCHas KOHUEHTpanus
WTPAKOHA30J1a, KaK MPaBWJIO, TIOCTUTAETCS B T€UEHHUE MPUMEPHO 15 MHEW, mpu 3TOM 3HAYEHHUS
MakcuMaabHOW KOHIEHTpauu (Cmax) UTpakoHazona cocTaBimsitoT 0,5 mkr/mum, 1,1 MKr/mMa u
2,0 MKI/MJI COOTBETCTBEHHO Iociie nepopaibHoro BBeaeHus 100 mr 1 pa3 B aens, 200 mr 1 pa3 B
nenb, 200 mr 2 pa3a B neHb. KoHEUHBIH MEpHO] MOMYBBIBEICHHUS OOBIYHO cOCTaBisieT 16-28 4
IIPY OJTHOKPATHOM IipuemMe U 34—42 4 npu MHOroKpaTHOM npueMe. KoHleHTpalus urpakoHasosa
B IJIa3M€ KPOBHU CHUXKAETCS J0 MPAKTUUECKH HEOIPEAENsieMOro 3HaueHus: B TeueHue 7—14 nuei
MOCJI€ TMPEKpAIEHUs Tepanuud B 3aBUCHUMOCTH OT HA3HAYEHHOW J03bl U MPOAOKUTEIILHOCTH
neuenus. OOmiee cpeqHee 3HAYEHUE KIMPEHCA HWTPAKOHA30JIa B IJIa3Me MPU BHYTPHUBECHHOM
BBeJICHUH cocTaiisieT 278 mur/muH. KiupeHc uTpakoHaszoja yMEHbIIAaeTcs Mpu 0ojiee BBICOKHX
7103aX B CBSI3M C HACBILIEHUEM ITyTeH ero MeTaboIu3alny B IEYCHH.

AOGcopOrms

Htpakonazon ObICTpo abcopOHMpyeTcsl mocie mpremMa BHYTpb. MakcHMaiabHBbIE KOHIICHTPAIIUU
HEW3MEHEHHOI'0 WTPAKOHA30Jla B IUIa3Me€ JOCTUTalOTCs B T€UEHUE 2—5 4 mOcCie MEepOpabHOIO
npueMa Karcysbl. AOGCONOTHas OMONOCTYIMHOCTh MTPAKOHA30Ja IOCJE MEPOpaIbHOTO IMpuema
cocraBisieT okojo 55 %. Ilpu mepopadbHOM NpPUMEHEHUU MaKCUMaibHas OHOAOCTYIMHOCTb
UTPAKOHA30J1a OTMEYAETCS IPU IIPUEME KaIlCyJl cpa3y MOCie ebl.

BcacbiBanue uTpakoHazona B KalcyjaxX CHM)XKEHO Y MAallMEHTOB C MOHMXKEHHOM KHCIOTHOCTBIO
KEIyJI0YHOTO COKa, Harpumep, Ha (poHe Mmprema IpernapaTroB, MOAABISIONIUX CEKPEIIHIO COJISTHOM
KHCIIOTBI B JKelyJKe (TakuX KaK aHTaroHUCThl Hr-rHCTaMUHOBBIX PELENTOPOB, MHTHOUTOPHI
MPOTOHHOW TMOMIIbI), WJIW Yy TMAllMEHTOB C axXJOprujapuel Ha (oHe pa3nUyHBIX 3a00JIeBaHU.
BcacriBanne wuTpakoHa3oia HATOUIAK Y TaKWX NAIUMEHTOB YBEJIMYMBACTCS MpPU TpPUEME
UTPAaKOHA30J1a B KAICyJaX, OJJHOBPEMEHHO C KUCJIBIMU HAUTKaMHU (TaKUMU KaK HEIHETUYEeCKas
koja). [Ipu npueMe utpakonazosa B karncynax B 03¢ 200 Mr oJHOKpPATHO HATOIIAK COBMECTHO C
HEJMETUYECKOM KOJIOM TMocie IpeABapUTENIbHOIO MpHeMa aHTaroHucra Hr-rucraMMHOBBIX
PEIenTOPOB PAaHUTUIMHA BCACBIBAHME HTPAKOHA30JIa OBUIO COMOCTABUMBIM C BCACHIBAHUEM

HUTpaKOHAa30Jia B KaIricyJjax npu NpueMe TOJIbKO JaHHOI'O IIpcrapara.
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DKCMO3ULIMS UTPAKOHA30Ja HIXKE MpU IpUeMe HTDaKOHg;&%élEﬁiigliggglvlﬁ%lC-I';)‘_c'i]?:'ll{'eII!I‘II/IIIO C

JKCIIO3ULIUEN UTPAKOHA30JIA IIPU IIPUEME TOU K€ 03Bl B BUAE pacTBOPA IS IPUEMA BHYTPb.

Pacnpenenenue

Utpakonazon Ha 99,8 % cBs3piBaeTcss ¢ OelkaMH IJIa3Mbl, B OCHOBHOM C ajJbOyMHUHOM
(TMAPOKCHUUTPAKOHA30J CBSI3bIBAeTCA C aabOyMHUHOM Ha 99,6 %). Takxke OoTMEUEHO CPOJCTBO K
nunugaM. B HecBsizaHHOM Buje B IutazMe octaetcs Toiabko 0,2 % urpakonazona. Kaxymuiics
o0BeM pacnpenenenuss >700 5, 4TO CBUAETEILCTBYET O €r0 3HAYUTEIILHOM paclpeiciieHuu B
TKaHsaX. KoHIleHTpaluy B JIETKUX, TIOYKaX, KOCTSX, KEJIyAKe, CeIe3eHKE W MBbIIIax B 2—3 pas3a
BbIIIIE, YEM COOTBETCTBYIONIME KOHIIEHTPAIMHU B IJIa3Me, MPU ATOM KOHILIEHTpalMs Iperapara B
TKaHSIX, COJEPIKAIINX KePaTHH, 0COOCHHO B KOXKE, TPUMEPHO B 4 pa3a MPEBHINIAET KOHIICHTPAITUIO
B mua3Me. KoHIeHTpaiusi B CIIMHHOMO3TOBOW JKUIKOCTH 3HAYUTEIBHO HHUXKE, YeM B IUIa3Me
KpOBH, TEM HE MEHee ObUIa MpOJAEMOHCTpUpOBaHa 3(P(HEKTUBHOCTh HUTPAKOHA30ja TMPOTUB
BO30yauTeNne MHPEKIHA, MPUCYTCTBYIONTUX B IIEPEOPOCTTMHAIBHON KUIKOCTH.

Buorpaunchopmariust

Kak Obuto mokaszano B uccienoBanusix in vitro, CYP3A4 sBisercs OCHOBHBIM HM30(DePMEHTOM,
Y4acTBYIOUIMM B MeTaboiu3Me HTpakoHa3ona. MTpakoHa307 TMOABEpPraercs akTUBHOMY
MeTaboM3My B TI€YeHU ¢ O0Opa3oBaHMEM MHOXECTBa MeTa00JUTOB. OCHOBHBIM METa0OJIUTOM
SIBIIICTCSL TUAPOKCUUTPAKOHA30J, KOTOPBIN in Vitro 00iagaeT mpOTUBOTPUOKOBON aKTHBHOCTHIO,
COIMOCTaBUMOM C UTpaKoHa305I0M. KOHIIEHTpalluu THAPOKCUUTPAKOHA30J1a B TUIa3Me MIPUMEPHO B
2 pa3a mpeBbIIAIOT KOHIIEHTPAINIO UTPAKOHA30J1a.

OIMMUHAINS

HTtpakoHa3on BBIBOAUTCS MPEHMYIIECTBEHHO B ()OpPME HEAKTHBHBIX META0OIUTOB Yepe3 MOYKHU
(35 %) u yepe3 kumeuHuk (54 %) B TeueHHE OJHON HENENN MOCIIE pUEMa pacTBOpa s IIpUeMa
BHYTpb. Iloueuynass  SKckpeuus  UTpaKOHa3oja M €ro  akTUBHOTO  MeraloiuTa
THAPOKCUUTPAKOHA30J1a cocTaBisieT MeHee 1 % oT 103kl npemnapara, BBEICHHONW BHYTpUBEHHO. Ha
OCHOBAHMHM pE3y/IbTaTOB H3ydeHHs (apMakokuHeTHkn '*C-MeueHOro mpemapara moclie
MEepPOPaATLHOTO TIpUeMa BBIBEJCHHE HEU3MEHEHHOTO UTPAKOHA30J1a Yepe3 KUIIIEYHUK BapbHPYET OT
3 % 1o 18 % npuHATON JO3bI.

[Tockonbky mnepepacHpeneieHie WTPaKoHa30ja M3 TKaHEeH, coiepallux KepaTuH, SBISETCS
HE3HAYUTENIbHBIM, BBIBEJICHHE WTPAKOHA30JIa M3 OTHUX TKAHEW CBS3aHO C pereHeparueit
snuAepMuca. B oTnuume oT miasMel KpOBH, KOHIIEHTPALIUS UTPAKOHA30JIa B KOKE COXPAHSIETCS B
TedeHue 2—4 HeJeNb Mocie MpeKpanieHus 4-HelAeIbHOro JIEUeHHs], a KOHIIEHTpalusi B KepaTuHe
HOTT#, TJI€ UTPAKOHA30JI MOXKET ObITh OOHapyXeH yxke uepe3 | Heaemro moclie Havaja JeyeHus,
COXpPaHSETCS MO KpaiHel Mepe B TEUCHHE MIECTH MECSIIEB MOCIIe OKOHYaHUS 3-MECSYHOTO Kypca
JICUYCHUSI.
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Oco0ble KaTeropuu nManmucHTOB

Iayuenmvi ¢ HapyweHuem hyHKyuu nevyeHu

HtpakoHa3oa NpPEeUMYyIIECTBEHHO MeTa0onu3upyeTcs B TedeHH. B Xoae uccieqoBaHUsS
(GapMaKkOKMHETHKH CpaBHMBAIM (papMaKOKMHETHYECKHE IOKa3aTeId IMalUEHTOB C IUPPO30M
MIEYEHU U 3710POBBIX 100POBOJBIEB. Y NAIMEHTOB C IUPPO30M IEUEHH ITPU OAHOKPATHOM IIpUEME
100 mr utpakoHa3oyia CpelHsss MaKCHUMallbHas KOHLIEHTpauMs UTpakoHa3oja B mia3Me (Cmax)
Obuta 3HauuTeNnbHO HIKe (Ha 47 %), YeM y 340poBbIX manueHToB. CpemaHwii mMepuoj
MIOJTyBBIBE/ICHUSI IIPU TNPHEME OJHOKPATHOW [03bl ObUI YBEIMYEH Y MAIMEHTOB C LUPPO30M
MEYEHU U COCTaBJIsUI B 3TOM HccieaoBaHuM 37+17 4 mo cpaBHEHUIO ¢ 16£5 9 st 310pOBBIX
n00poBobleB. CpenHss SKCHO3MLHMS UTpaKoHa30jda (IUIOIAAb MO KPUBOM «KOHIIEHTPALUS —
Bpems», AUC) Oblla aHaJIOTMYHOM Yy MALMEHTOB C LUPPO3OM TIE€YEHH U Y 3J0POBBIX
n00poBoJIbIEB. JlaHHBIE O ATUTEIHLHOM NPUMEHEHWH UTPAKOHA30J1a y MAlMEHTOB C IUPPO3OM
MEYEHU OTCYTCTBYIOT (CM. pazzeinsl 4.2, 4.4).

Iayuenmol ¢ napywenuem yHKyuu nouex

JlaHHbBIE O MEPOPAIBHOM NPUMEHEHUM WUTPAKOHA30Ja AJIs JICYEHHs MALMEHTOB C HapyLIEHUSIMHU
(GYHKIMM TOYEeK OTpaHWYCHHBI. Y TMAIMEHTOB C YpEeMHEeH, y KOTOPBIX CPEOHHH KIHPEHC

2, cucTeMHOe Bo3jeiicTBHe nTpakonaszona (AUC)

KpeaTuHHHa cocTaBisul 13 mu/mun X 1,73 M
OBUIO HECKOJIBKO HMJKE IO CPAaBHEHMIO C OCHOBHOHM momyssauueil. He BbIABIEHO 3HaYMTEIBHOIO
BIUSHUS TEMOAMAIN3a WM JJIUTEIBHOTO IEPUTOHEAIBHOIO JHalu3a, MPOBOJAUMOIO B
amMOyJaTOpPHBIX YCJOBUSX, Ha TIOKa3zaTenu (papMakOKMHETUKH HUTpakoHa3oMa (Tmax, Cmax U
AUCo-3 q).
ITocine oqHOKpaTHOrO BHYTPUBEHHOI'O BBEIECHHUS Ipernapara KOHEYHBIM MEepHOJ MOJIyBHIBEICHUS
UTpPaKOHa30ja y MAaIIeHTOB C HE3HAYUTENIbHBIM (ONpEAENsIeTCs B HUCCIENOBAHUU KaK KIMPEHC
kpearunuHa 50—79 mu/mMuH), cpenHuM (KiaupeHc kpeatnuHuHa 20—49 Mi/MUH) WK BBIPaKCHHBIM
HapylmeHneM (QYHKIMU TOYeK (KiIMpeHc KpeaTnuHMHa <20 MI/MHH) CXOIHBIH C TakOBBIM Y
3JI0OPOBBIX JIO/IeH (InMama3oH cpeqHuX 3HadeHuid 42—49 4 mo cpaBHEHUIO ¢ 48 4 y MalMEHTOB C
HapyIeHUSIMH QYHKIMH TOYEK U 310POBBIX JOOPOBOJIBIIEB COOTBETCTBEHHO). O0IIas SKCIIO3UITUS
UTpaKoHa30jla, Ha OCHOBaHMHU oOleHKU mokazarenss AUC Obula CHIKEHa y TalHMeHTOB C
YMEPEHHBIMH U BBIPQXKCHHBIMU HapylleHUsMU (QyHkuuu nouyek npumepHo Ha 30 % u 40 %
COOTBETCTBEHHO, [10 CPABHEHUIO C NMALMEHTaMH, Y KOTOPBIX (DYHKIMS MOYEK HE HapyIIeHa.
JlaHHBIE O JAJUTENHFHOM HCIIOJIb30BAaHUHM UTPAKOHA30Ja MAlMeHTAaMH C HApPYUICHUSIMHU (QYHKLIUH
IIOYeK HeAoCTyNHbI. IIpoBeneHne nuanusa He BIMAET HA MEPUOJ MOITYBBIBEACHUS WIM KIMPEHC
UTPaKOHa30J1a WM MMJIPOKCUUTPAKOHA30]a.

eTH

JlanHple 0 (papMakOKMHETHKE HTpPAKOHA30JIa y MAI[MEHTOB JETCKOrO0 BO3pacTa OrpaHHYCHHBHI.
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Knununueckue uccrnenopanusi hpapMakOKUHETHKU

.

LA

ot 01.08.2025 N= 13164

v nereii ' HoANoHGH B d3patte-drs sEcinen

no 17 ner mpoBOAMINCH C NPUMEHEHHEM HTpaKoOHa30Jla B Kallcylax, pacTBoOpa Uil Ipuema

BHYTPb M pacTBOpa JJIsi BHYTPUBEHHOTO BBeAeHH. MHAMBUyanbHbIE O3B penapara B (hopme

KarcyJl ¥ pacTBopa I MpuUeMa BHYTPh BapbupoBay OT 1,5 mo 12,5 mr/kr/aeHs npu npueme

OJIVH WX JBa pa3a B JeHb. [Ipu mpuemMe npenapaTta B OJHON U TOM K€ CYyTOUYHOMW J03€ JIBa pasa B

ACHBb IO CpaBHCHHUIO C IMPUCMOM OJUH pa3 B JCHb MaKCUMaJIbHasd WU MUHHUMAJIbHAA TJIa3MCHHAA

KOHIIGHTpaLusi Obula COMOCTaBUMOH C TaKOBOM Yy B3pOCIBIX TAlMEHTOB MpU MpUEMe

UTpPaKOHa30jla OJUH pa3 B JeHb. He ObUIO 3aperucTpUpoBaHO CYIIECTBEHHBIX BO3PACTHBIX

pasnmuuuii mokazareneii AUC wuTpakoHazoja M €ro oOIIero KIUPEeHCa;, B PEAKUX CIydasx

HaGJIIO,Z[a.HaCB HC3HAYUTCIIbHAA B3AUMOCBA3b MCKAY BO3PACTOM MAIUCHTOB U 3HAYCHUAMUA o0beMa

pacnpenenenuss npenapard, Cmax M KOHEUHOTO IE€PHOJA IIONYBBIBEACHUS. Y CTaHOBICHHBIN

KIIMPCHC UTpaKoOHAa3oJa 1 €ro 00BeM pacnpeaciiCHus 3aBUCAT OT MACChI TEJIa MAalMCHTOB.

6.
6.1.

®APMAIIEBTUYECKHUE CBOMCTBA
IlepeyeHb BCIOMOraTeJbHBIX BelIeCTB

CoaepXxuMoe Kancyabl

Caxapnbie rpanyisl (20#25) *
I'mnpomeriosa

OcnosHoli bytun-Cononumep Metakpuinarta
Makporosn 20000 (ITonusTUIEHTIIUKOIIB )

CocTaB KaICVyJbl

Turana nuokcun (E 171)

Kpacurens xunonunosbii sxentoiit (E 104)
Kpacurens conmneunsrit 3akat xentsiii (E 110)
Kenatun

*CocTaB caxapHbIX TpaHyJl

Caxapo3za (30#40)

Caxapoza

Kpaxman kykypy3HbIil

[ToBunon K-30

6.2. HecoBmecTUMOCTH
He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHs )
3 rona.

6.4.

Oco0bIe MepbI NPeI0CTOPOKHOCTH NPH XPAHEHUH
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 01.08.2025 N2 19164
(NOCNEONCBATENBEHOCTL 0003)

[Ipu remnepatype He Bbime 25 °C.

6.5. Xapakrep M cofep:kaHHe NEPBUYHONH YIIAKOBKH

Ilo 5, 6, 7, 10, 14 wnu 15 xancyn momemarT B KOHTYPHYIO SYEMKOBYIO YIAKOBKY W3 IUIEHKH
MTOJTMBUHUJIXJIOPUIHON CBETO3aITUTHON M (POJIbTY ATFOMUHHUEBOM MEUATHOM JIAKUPOBAHHOM.

I, 2, 3 win 4 KOHTYpHbIE SYEUKOBBIC YIAKOBKM BMECTE C HMHCTPYKIMEH IO MPUMEHEHUIO
MIOMEIAIOT B IAYKy U3 KapTOHA.

6.6. OcoOble Mepbl NPEJOCTOPOKHOCTH TPU  YHUYTOKEHHUHM  MCNOJb30BAHHOIO
JIEKAPCTBEHHOI0  Ipemapara WJIM  OTXO/0B, MOJYYeHHBIX TMocjJe NpPUMeHeHHUs
JIEKapPCTBEHHOI0 Mpenapara, ¥ Ipyrue MaHUIyJISIUM C IPenapaTomM

Oco0ble MepBbl OTCYTCTBYIOT.

7. JAEPXATEJIb PETUCTPAHUOHHOI'O YIOCTOBEPEHUSA

Poccuiickas @enepanust

AO «BEPOOAPM»

FOpunnuecknit anpec: 115088, r. Mocksa, 2-it FOxuonopToBslil mpoe3n, A. 18, ctp. 9, sTax 2.
Ten: +7 (495) 797-57-37

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

DnexTpoHHas nouTa: info@veropharm.ru

7.1. IIpeacTaBuTeNb AEpKATE/s] PETHCTPALMOHHOIO YI0CTOBEPEeHHUS

IIperen3uu morpedbuTeneil HAIPABIITH 110 aIPECY:

Poccuiickas @enepanust

AO «BEPOOAPM»

115088, r. Mockaa, 2-it FOxuonopToBsIii mpoesn, a. 18, ctp. 9, stax 2.
Ten: +7 (495) 797-57-37

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

DnexTpoHHas nouTa: info@veropharm.ru

https://veropharm.ru

8. HOMEP PETMCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. JATA NMEPBUYHOW PETUCTPAIIMM (IIOATBEPKJIEHUWSI PETHWCTPAIIUH,
IHEPEPET'HMCTPAIIUN)

JlaTa nepBoOM perucTpanuu
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 01.08.2025 N= 19164
(NOCNEOCBATENEHOCTE 0003)

10. JATA IEPECMOTPA TEKCTA
OOmiast xapakTepHCTUKa JICKapCTBEHHOro mpemnapara MpyHHH 1ocTynmHa Ha WH(GOPMAIMOHHOM
noptane EBpa3uiickoro 3KOHOMHYECKOTO COI03a B MH(POPMALMOHHO-KOMMYHHUKAITMOHHOW CETH

«naTeprer» http://www.eec.eaeunion.org/.
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