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ot 20.12.2022 N= 29265
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I[10 MEJUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITIPEITAPATA

HeBuprnun®

PerncrpanmonHblii HOMep:

Toprosoe HanmeHoBanue: Hepuprua®

Memyﬂapounoe HECMMATCHTOBAHHOC HA3BAHUC JICKAPCTBCHHOI'O IperapaTa: HCBUpPAIIUH

JlexapcTBeHHas poopma: TaOIETKH, TOKPHITHIC
Cocras
CocraB Ha 1 TabneTky:

JIeliCTBYVIOIIIEE BEIIECTBO:

Hesuparnun — 100 mr/ 200 mr

BcnomorarenpHbIe BEISCTBA:

[UICHOYHOI 000J10YKON

Snpo: xonmoBuaon — 9,1 mr/ 18,2 mr, kpocrnoBunon — 30,0 mr/ 60,0 Mr, KpeMHUS AUOKCHU]

KoJTOuAHbIN (aspocun mapka A-300) — 1,8 mr/ 3,6 mr, maruus creapatr — 2,7 mr/ 5,4 wr,

HeJUTI0NI03a MUKpoKpucTaimmiaeckas 101 — 101,8 mr/ 203,6 Mr, kapOOKCHMETHIIKpaxMall HaTpus

(matpus kpaxmana raukonar) — 25,0 mr/ 50,0 mr, Hatpus naypuiacyiasdar — 0,90 mr/ 1,80 mr,

npoconB — 22,7 mr/ 45,4 wmr.

OO06omnouka maenouHas: 6,0 mr/ 12,0 mr.

(CocraB 000JIOYKH: THIAPOKCHIIPONIMETHIIIEIUIION03a (THmpomerio3a) — 3,6 mr/ 7,2 wr

noaudTieHraukoas 6000 (makporon 6000) — 0,6 mr/ 1,2 mr, Tutana guokcug — 0,6 mr/ 1,2 mr,

Tanbk — 0,6 mr/ 1,2 Mr, nponuiaeHraukons — 0,6

Onucanue

mr/ 1,2 mr).

s nozuposku 100 Mr: Kpyriible JBOSIKOBBIITYKJIbIE TAOJIETKH, TOKPHITHIE MNIEHOUYHOM 000J104KOM

0esoro 1BeTa.

Jns no3upoBku 200 Mr: KarcCyJlOBUAHBIE JBOSKOBBIMYKIIbIE TaOJNETKH, C PUCKOH € OAHOM

CTOPOHBI, IOKPHITHIE MJIEHOYHOU 0001049K0M Oenoro 1sera.

Ha nonepeunom paszpese sipo 06emoro win 0eoro ¢ )KeITOBaThIM OTTEHKOM IBETA.

dapmakoTepaneBTH4YeCKasd TIPyIIa: MPOTHUBOBUPYCHBIE CPEICTBA CHCTEMHOIO JEHCTBUS;

MMPOTUBOBUPYCHBIC CpPEACTBA IIPAMOIrO I[eﬁCTBHH; HCHYKJICO3UJIHBIC WHI I/I6I/ITOpBI O6p3THOI>i

TPaHCKPUIITA3HI.

Kox ATX: JOSAGO1
DapMaKoJIOrHYecKue CBOMCTBA
Dapmaxoounamuka

IIpoTBOBUPYCHBIN Mpemnapar,

HEKOHKYPEHTHBIM HEHYKJICO3UTHBIH HHTUOUTOpP 0OpaTHOU

tpanckpunraszsl BUY-1. Coequnssicek ¢ 00paTHOI TpaHCKpUNTa30ii, O10kupyeT aktuBHOCTh PHK-
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depmenta. He momaBnsier oOpaTHyto TpaHckpuntasy BUY-2 u yenoBeueckux anbda-, Oeta-,
ramMa- win jensta-/IHK-monumepas. B xomOuHanmu ¢ apyrumu antuperpoBupycHsiMu JIC
YMEHbIIIaeT BUPYCHYIO Harpy3Ky U yBenuuuBaeT koiauuectBo CD4+-kierok. [Ipu MoHOoTepanuu
OBICTPO M MPAKTHYECKH BCEr/la pa3BUBACTCS YCTOMYMBOCTH BUPYCOB. IN Vitro ormeuaercs
NEepeKpecTHAsl PE3UCTEHTHOCTh C JPYTMMH HEHYKJICO3UIHBIMH HMHTHOMTOpaMU OOpaTHOM
TPaHCKPUIITA3bI.

DapmakoKkunemuxa

Hesupanun xopoio (>90%) BcaceiBaeTcs mociie nprueMa BHyTpb. AOCOIIOTHAs OMOJOCTYTHOCTh
TabJeTOK HEBHpAIIMHA MOCJE OAHOKPATHOrO npuema B 103¢ S0 mr coctaBuiia 93 + 9% (cpenusis
BennunHa =+ SD). MakcumanbHas konmeHtparus (Cmax) HEBUpanmWHAa B IDIa3Me IOCIE
OJHOKpATHOIO Mnpuema npenapara B 103e 200 Mr gocturanachk uyepe3 4 yaca u cocraBuia 2+0,4
Mkr/mi (7,5 mxmoub). [lociae MHOTOKpaTHOTO NMpueMa rnpenapara B go3ax ot 200 mo 400 mr B
CyTKH Cmax HEBUpAIIMHA YBEIMUMBAETCS IMHEHHO B 3aBUCUMOCTH OT BEJIMYMHBI J103bl. bazaabHbli
YPOBEHb KOHIIEHTpAIUK HEBUPAIIMHA B MIEPHOJ YCTOHYNBOTO COCTOSTHUS (papMaKOKHHETUKU TIPU
npueme 400 mr B teHb coctasisit 4,5+1,9 mxr/mi (17 £ 7 MKMOITB).

[Ipuem nwuIM, aHTAUAOB WU IIPEMapaToB, JEKApCTBEHHass (opMa KOTOPBIX COJECPKUT
meno9Hoi Oydep (Hanpumep, TMAaHO3UHA), HA BCACHIBAHHE HEBUPAITUHA HE BIIUSET.

HeBupanun oOmagaer BBICOKOH JHUIMOPHIBHOCTHIO W MPAKTUYECKH HE HOHH3HPYETCS MpU
duznonornueckom 3HaueHun pH. HeBupanun xopoliio mpoHUKaeT yepes IUIaleHTapHbIi Oapbep
U OIlpeneseTcs: B IpyAHOM Mosioke. CBs3bIBaHME HEBUpANUHA ¢ OeKaMH IJ1a3Mbl COCTaBIISET
okosno 60%, ero KoHueHTpaius B TiazMe BapbupyeT oT 1 go 10 mxr/mu. KonnenTtparus
HEBUpAaN1Ha B CHUHHOMO3IOBOM HUIKOCTH y YesioBeka cocTaBisieT 45% (+ 5%) oT KoHIeHTpauu
B IJIa3Me; 3TO COOTHOILIEHHE MPUMEPHO COOTBETCTBYET ()paKLMHU IMpernapara, He CBSI3aHHOH ¢
OenKaMH I1a3MBbl.

HeBupanun uHTEHCHMBHO MeTaloiM3upyeTcs ¢ y4yacTueM muToxpoma P450 10 HecKOIbKHX
TUAPOKCUIIUPOBAHHBIX MeTabOoIHUTOB. OKuCIUTENbHBIN MeTaboIn3M HEBUpan1Ha
OCYILIECTBIISICTCSI, B OCHOBHOM, C TIOMOIIbI0 M30(epMeHTOB utoxpoma P450 u3 noxacemeiictsa
CYP3A, nomONHUTENBHYIO POJIb MOTYT Urpath M Apyrue uzodepmentsl. Ilo pesynpraram
(bapMaKOKMHETHYECKOTO HCCIeA0BaHUs BbIBoAMIOCH mnpumepHo 91,4 + 10,5% wmeueHHOI
M30TONOM 03Bkl TIpemapara, npeumyiiectBeHHo (81,3 £ 11,1%) depe3 mouku W, B MEHbIIEH
crenenu (10,1 + 1,5%), uepe3 kumeunuk. bonee 80 % pannoakTuBHOI MeTKH, OOHApY>KEHHOH B
Mouye, ObUIO CBSI3aHO C KOHBIOTaTaMH I'MIPOKCHIIMPOBAHHBIX META0OIUTOB C TITIOKYPOHUIAMH.
Takum o0pa3om, OCHOBHOM NyTh OmoTpaHC(hOpMAIMU M BBIBE/IEHUS HEBUpAlMHA Yy YelOBEKa

COCTOMT B MeTalboin3Mme c ydacthueM Lutoxpoma P450, koHblOraluu ¢ TIIOKYpOHHMIIAMU U
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(<5%) pagmoakTUBHOCTH B MoYe (COOTBeTCTBOBaBIIas <3% OT OOIIeH J03b1) OblIa CBSI3aHA C
HEM3MEHEHHBIM COCJAMHEHHEM, TO €CTh, IOYEYHAs SKCKPEHHUs WIrpaeT HEOOJbIIYI0 pOoJib B
BBIBE/ICHUU HEBUpAIHHA.

[ToxazaHo, YTO HEBUpANHH SIBISETCS HWHAYKTOPOM (GEPMEHTOB CHCTeMBbI nUTOoXpomMa P450 B
neuyeHn. B pe3ynprare ayTOMHIYKIMKM METAa0OIM3Ma CHU)KAETCS TEPMHUHAIBHBIA MEpUOJ
nonysbiBeneHus (T1/2) HeBupanumHa W3 TIIa3Mbl: TpUMEpHO ¢ 45 yacoB (MpH OJHOKPATHOM
npueme) 10 okoio 25-30 JacoB (mpu MHOTOKpaTHOM npuemMe npenapara B po3ax 200—400 mr B
CyTKH).

Knupenc y xenmuH Ha 13,8% Huxe, yeM y My>KUuH.

VY B3pocibix B Bo3pacte 19-68 ner u y pasnMUHBIX pac CYIIECTBEHHBIX pa3IM4yMil B
(bapMaKOKMHETHUECKUX IMapaMeTpax He OTMEUYAETCsl.

Oco0ble rpynnbl NaMEHTOB

Hapywenus ¢pynkyuu novex

[IpoBeneHo cpaBHeHHE TOKa3aTene (PapMaKOKWHETHKH TIOCIE€ OJHOKPATHOTO IpHeMa
HEBUpANHWHA y NalMeHToB ¢ Hebonbmoi (50 < knupenc kpeatuHuHa < 80 MJI/MUH), YMEPEHHON
(30 < xnupenc kpearnHuHa < 50 MJI/MUH) WM 3HAUUTEIHHOW MUCPYHKIMH MOYEK (KIUPEHC
kpearnHuHa < 30 MII/MUH), OTMEYaBIICHCS MPH 3a00JIEBaHUSAX TMOYEK WIIM TMPH TEPMUHAIHHON
CTaJuM TOYEYHOW HEJOCTATOYHOCTH, TPEOYIOUIeH NpOBEICHHs AHMain3a, M y TMalHueHTOB C
HOpMaIbHOU (PYHKIIHEH mouek (KiupeHc kpeaTuHuHa > 80 Mi1/MuH). [louedHas HeTOCTaTOYHOCTh
(HebonblIasi, yMEpeHHas WIM 3HAUWTENIbHAs) HE MPHUBOJMJIA K JIOCTOBEPHBIM HM3MEHEHUSIM
(dapMakOKMHETHKU HeBHpanuHa. OJHAKO y MAallMEHTOB C TEPMUHAIBHOW CTaJued MOYEeYHOU
HEJ0CTaTOYHOCTH, TpeOyIollel MpoBeNeHUs [uanu3a, B TEUEHUE I[epHoja BO3JIEHCTBUS,
cocrapisBLIero 1 Hexemto, orMevanock ymenblenne AUC HeBupanuHa Ha 43,5%. OTMeuanocs
TaKKe  HAKOIUIGHWE TUJPOKCHIIMPOBAaHHBIX  METa0OJMTOB  HEBHUpalMHA B  IUIa3Me.
BcenoMorarenbHast Tepanusi HEBUPAIIMHOM C MPUMEHEHHMEM IIOCNe KaXJO0ro ceaHca Iuanu3a
JIOTIOTHUTEILHOM 10361, cocTaBisitomei 200 Mr, MorJia b1 KOMIIEHCUPOBATH BIUSHUE THAIN3a HA
KiupeHc npenapata. C Ipyroif CTOpoHbl, HAIIMEHTHI, KITUPEHC KpeaTHHUHA Y KOTOPBIX COCTaBIISET
> 20 mi1/MuUH, He TpeOyIOT 0100pa 103 HEBUPAIIUHA.

Hapywenue ¢pynkyuu novex

[IpoBeneHo cpaBHeHHE IOKa3arenael (QapMakOKMHETUKHM IIOC]€ OJHOKPATHOTO IpHeMa
HEBUpANMHA Yy MalUEHTOB C IEYEHOYHON HEJNOCTAaTOYHOCTBIO M Yy IMALMEHTOB C HOPMaJIbHON
(byHKIKEH eyeHu. Y NaleHTOoB ¢ JeTKOM Wi yMepeHHON He0CTaTOUHOCThIO (YHKIIUHU ITEYEHU

He TpeOyeTcsi MHIUBUAYaIbHOTO oJ00pa A03bI IIpernapara.
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(CMEPTHOMY OTYETY

BBIPQKEHHBIM ACLIUTOM YKa3bIBAIOT Ha BO3MOYKHOCTb aKKyMYJIALIUM HEBHpAIIMHA B CHCTEMHOM
UPKYJISLNY Y TAalMEHTOB CO 3HAYUTENIbHBIMU HAPYIICHUAMHU (PYHKINH TTEYCHH.

bepemennvie orcenuyunot

Y CcTaHOBIIEHO, YTO HEBUPAIIMH OBICTPO MPOHUKAET Yepe3 MianeHTapHblil 6apbep. KoHueHnTpauu
HEBUpallMHa B KPOBM IIyIIOYHOIO KaHAaTHKa IOCJIE IpueMa MaTepsMU J03bl Ipernapara,
cocraBisiBmet 200 wmr, mpesbimanu 100 Hr/mii, a COOTHOIIEHHWE KOHLEHTpAIMid B KPOBU
IyITOYHOr0 KaHATHKa U B KpoBU Marepu coctasuiio 0,84 + 0,19 (n = 36; auamazon 0,37-1,22).
Mamepu, kopmawue epyovio

Hesupanun Beiensiercs ¢ rpyaHbIM MosiokoM. Ilocine oqHOKpaTHOro preMa BHYTpb Ipernapara
B 03¢ 200 Mr cpeHee COOTHOLIEHHE KOHLEHTpalUii B IPyAHOM MOJIOKE U B IUIa3ME Marepeit
coctaisiia 60,5% (25-122 %).

IToxka3zaHusi K MPUMEHEHU IO

Jleuenne BUY-1 nndekmn B coctaBe KOMOMHUPOBAHHOW aHTUPETPOBUPYCHON TEPATIHH.

s npenynpexxaenus nepenaun BUY-1 ot matepu k pebeHKy, Y *KEHIIIH, KOTOPBIE HE TIOTYYaroT
AQHTUPETPOBUPYCHYIO TEPANUIO B IIEPUOJ POJOB, HEBUPAIMH MOKA3aH U MOXKET IIPUMEHSTHCS Y
MaTepU B Ka4€CTBE MOHOTEPAIINHU, B BUJI€ OJHOKPATHOM J03bl, IPUHUMAEMONW BHYTPb BO BpEMs
pPOJIOB.

IIporuBonokaszanus

o ['unepuyBCTBUTENBHOCTD K HEBUPANMHY MJIHM K JIFOOOMY U3 BCIIOMOTaTeIbHbBIX BEIIECTB.

o HeBupanun He cieayeT MOBTOPHO Ha3HayaTh MAIl[MEHTaM, Y KOTOPBIX paHee, B XOJe
Tepanuy HEBHUPAIMHOM MOTpeOoBanach €ro OTMEHA BCJEJCTBUE BBIPAXKEHHOW CBINHU, peaKlUi
TUIIEPYYBCTBUTEIBHOCTH WM Pa3BUTHSA KIMHWYECKH BBIPA)KEHHOTO TENaTHTa, BBI3BAHHOIO
IIPUEMOM IIpernapara.

. Tsoxensle Hapymenust Gpynkuuu nedenu (knace C no knaccupukanuu Yaunna-I1eo) nnm
Cllyyal HCXOJHOTO YBEJIWYEHHs AaKTHUBHOCTH acmapraramuHoTpaHcdepazsl (ACT) wm
anaHnHaMuHoTpaHcepassl (AJIT), Gonee yem B 5 pa3 npeBbIILIAIONIUX BEPXHIOIO I'PAHUILY HOPMBI
(o Tex nop, noka akTuBHOCTE ACT/AJIT He cHU3UTCA yCTOMYMBO 1O YPOBHSI MEHEE 4YeM B 5 pa3
IPEBBIMIAIOIIET0 BEPXHIOK TPAHUILY HOPMBI).

. HeBupanus He cienyeT NOBTOPHO Ha3HAYaTh MMALIMEHTaM, Y KOTOPBIX paHEE OTMEUYAIOCh
nosbleHne akTuBHOCTH ACT nnu AJIT o ypoBHS, 6oJiee 4eM B 5 pa3 MPEBBILIAIONIET0 BEPXHIOI0
TPaHULy HOPMBI, WM MalUEHTaM, y KOTOPBIX IOCJIE€ MOBTOPHOIO NPHMEHEHHUs HEBUpPANHWHA
O0TMEYaJIOCh BO30OHOBJICHHE HApYLIEHUH (PYHKIINU TIEUYEHH.

o Bo Bpemsi mpuema HeBUpamnHa HE JOJDKHBI NMPUMEHSTHCS PACTUTENbHBIE IMpernapaThl,

coJiep Kalie SKCTPaKT 38epo0ost mpoasipssientoro (Hypericum perforatum), Bcieacrsue prcka
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o HeBupanun He peKkOMeHAyeTcsl MpUMEHSATh ¢ 3(aBUPEH30M, pHUPAMIHULIKTHOM,
KETOKOHA30JI0M, JIeJIaBUPJAUHOM, 3TPABUPUHOM, PUIIIUBUPUHOM, SJIBUTETPABUPOM (COBMECTHO C
KOOMIIUCTAaTOM), OOLIEIPEBUPOM; a TaKXKe ¢ (pocaMIpeHaBUPOM, CAKBUHABUPOM, aTa3aHaBUPOM (B
cilydae, KOrjia OHU He IPUMEHSFOTCS. COBMECTHO C HU3KOM 10301 pUTOHABUPA).

o Jerckuit Bo3pact 1o 16 net nnu Bec MmeHee S0 Kr, MM II0IIAAb TOBEPXHOCTHU TEJIa MEHEE
1,25 kBagpaTHOrO METpA.

C 0CTOpPOXKXHOCTHIO

[leueHouHass HEIOCTATOYHOCTH JIETKOM M CpenHel creneHu Tsbkectu (kinacca A u B 1o
knaccupukanun Yainn-IIer0). OnHOBpeMeHHass Tepamus C TelarpeBUpPOM, pudadyTHHOM,
Bap(apruHOM, METaJOHOM, JIOIMMHABUPOM/PUTOHABUPOM, KIAPUTPOMHULIUHOM, (DIyKOHA30JI0M,
UTPAKOHA30JI0M, STUHUIIICTPAIUOIOM, UHJUHABUPOM.

IIpumeHeHnne npu GepeMEHHOCTH M B MIEPUO/l TPYIHOT0 BCKAPMJINBAHUSA

Y  OKeHIIWH, TNPUHUMAIOMIMX HEBUPANWH, HE CJEeIyeT MPHUMEHSITh MepOpaIbHBIC
IPOTHBO3a4aTOYHbIE CPEJCTBA U JIpyr'e IOPMOHAJIbHBbIE METOABI B KayeCTBE €AMHCTBEHHOI'O
METO/1a KOHTpALeNIINUY, TaK KaK HEeBUPAIMH MOXKET CHWXKAaTh MX KOHILIEHTpaluio B 1uiazme. [lo
ATON MPUYMHE PEKOMEHYETCsl IPUMEHEHNE OapbepHBIX METOI0B KOHTpauenuuu. Kpome Toro, B
clly4ae IPUMEHEHUs TOPMOHAIbHON Tepanuy B IOCTMEHONAY3aJIbHBIIN IEPHOJ] BO BpEMsI JI€UEHUS
HEBUPAITMHOM HEOOXOMM KOHTPOJIb TEPANEBTUUECKOro 3¢ (eKkTa ropMOHaIbHOM Teparnuu.
YcraHoBieHa 0Oe3omacHOCTb W A(PQPEKTUBHOCTb HEBUPANMHA, HCHOJIb3YEMOI0 B LEJAX
npenorBpauieHust Tpancmuccu BUY-1 ot marepu x peOeHky, npu npumMeHeHuu 1036l 200 mr
OJIHOKPaTHO MaTepPbIO BO BPEMsI POJIOB.

JlaHHble, mosyueHHbIe y OepeMeHHbIX skeHIuH Bo BpeMs I, 11, 111-ro TpumecTpos (B cooTBETCTBUM
¢ nmanaeiMu US Antiretroviral Pregnancy Registry), yka3plBaloT Ha OTCYTCTBUE HapyLICHUMH
Pa3BUTHS MJI0JA WJIK TOKCUYHOCTH B OTHOIIIEHUH AYMOPHOHA/TIIIO A,

CrienvanabHBIX U XOPOILIO KOHTPOJIUPYEMBIX HccienoBaHuil teuenus: y BUU-1- unpunupoBanHbIx
OepeMEeHHBIX JKEHIINH JI0 CUX MOp HE MPOBOAMIOCH.

HeBupanun 10MKEH MPUMEHSATHCS BO BpeMs OEpeMEHHOCTH TOJIBKO B TeX CllydasX, Korjaa
BO3MOYHasl [10J1b3a MPEBOCXOUT MOTEHIMATIBHBIN PUCK /IS MJI0/A.

IIpumenenue npu bepemennocmu

B nccnenoBanusx mokaszaHo, 4To Bo BpeMs posioB y BUU-1- nHbUIIMpOBaHHBIX KEHITUH TIEPHO/T
MIOJTYBBIBE/IEHUS] HEBUpPAIIMHA MOCJEe OJHOKPATHOTO MpueMa BHYTph B f03e 200 Mr, yIuHSeTCs
(1o 6070 yacoB), a KIMPEHC B 3HAUUTENIBHON cTeneHu Bapeupyert (2,1 £+ 1,5 1n/4) B 3aBUCUMOCTH
OT CTENEeHU (PU3NOJIOTUYECKOTO CTpecca BO BpeMs poaoB. HeBupanuH ObICTPO MPOHUKAET Yepe3

IlalieHTapHbli 0apbep. KoHnenTpaius HeBupanuHa B KpOBU IyITOYHOTO KaHATUKA I1OCIIE IprueMa
5



COOTEBETCTEYET .
ot 20.12
MaTepblo 103bl Ipenapara, coctaBisiBmiein 200 wmr, Hbgﬁlmlﬁglfiéﬂdﬁ%

KOHIICHTPALUil B KPOBH ITyIIOYHOT0 KaHATHKA U B KPOBU MaTepH coctasisuio 0,84 + 0,19.
Ilepuoo epyonozo eckapmausanus

BUY-undunupoBanuble Matepu HE JOJKHBI KOPMHUTb TIPYAbI0 HOBOPOXKICHHBIX IETe BO
n30exkaHue pucka rnocTHaTanbHOW mepenaun BUY. HepupanwH cBOOOJHO MpOHUKAET yepe3
IUTAIICHTY W OOHApYKMWBAaeTCSs B TPYAHOM MOJIOKE, TOITOMY JKCHIIWHBI, MPHHUMAIOIINE
HEBHpPAIIUH, JOJIKHBI PEKPATUTH IPYTHOE BCKapMIIMBAHUE.

DepmunbHocmo

B uccnenoBanusax mo penpoayKTUBHOW TOKCHUKOJIOTHH Ha >KMBOTHBIX HAOIIOAANIOCh CHIKEHUE
(bepTHIIBHOCTH Y KPBIC.

Cnocod npuMeHeHus U 103bl

BnyTps.

HeBupanun no/mkeH Ha3zHayaTh Bpad, uMmeroniuii onbIT jedeHus BUY wndexnuu. Ilpemapar
JOJDKCH TPHHUMATHCS TOJIBKO B KOMOWHAIIMM HE MEHEE YeM C JBYMS JOMOJTHHTEIHHBIMU
AHTUPETPOBUPYCHBIMH MperiapaTaMu.

TabneTku cienyeT NpUHUMATh C BOJOW, HE JIoOMaThb M HE pa3kKeBbIBaTb. HeBHpamuH MOKHO
MIPUHUMATh HE3aBUCUMO OT ITpUEMa IULIH.

CyMmmapHas cyTo4Has 103a y Jr000ro nanueHTa He JobkHa npessimarh 400 mr.

Jleuenue BUY-ungpexyuu:

B3pocibie u et ot 16 et ¢ Mmaccoi Tena 6ostee SO Kr wiiH ¢ miomasio noepxuocty tena ([T
1o 2 popmyne Mocrennepa) 6onee 1,25 m2.

Pexomengyemast no3a HeBuparnuHa coctabisger 200 Mr B TeueHWe MepBbIX 14 nHEH JieueHus
(moka3zaHo, YTO HCIIOJB30BAHME TAKOTO BBOJHOIO IEPUOJA YMEHBINACT YaCTOTy TMOSIBICHUS
CBINN), C TIOCJEIYIOIINM Tepexo oM Ha rpueM Tabdietok 200 Mr iBa pasa B ieHb B KOMOWHAIIUU
C HE MEHEE YeM JIByMsl IOMOJIHUTEIIbHBIMUA aHTUPETPOBUPYCHBIMU MpPENapaTaMu.

IIponyck npuema npenapama

Ecnu manueHT mpornycTuit mpueM O4YepeIHOM 1036l MperapaTa, U ¢ MOMEHTa MPOITyCcKa MPOILIO0
He Oosiee 8 4acoB, cleayeT MPUHATH MPOMYIICHHYIO 03y Kak MOXHO ckopee. Ecnu ¢ MmoMeHnTa
MPOIyCKa OYepeqHOW J03bl Ipomuio Ooyiee 8 YacoB, MAIMEHTY CIEAyeT MPUHSTH TOJBKO
CIIeMYIONYI0 103y B 00bI4HOE Bpems. Ecim B 3TOM mepuoje pa3BUBAETCS KOXKHAS ChINb, TO
clenyeT HEMEUICHHO 0OpaTUTHCS K Bpady 3a KOHCYJIbTAllUeH U HE TTOBBIIIATH JI03Y.

Hetu 1o 16-tu net ¢ maccoii Tena meHee 50 Kr Wi MIIOHIaAb0 MOBEPXHOCTHU Tena MeHee 1,25 M?
(IIIT mo dopmyne MocTennepa) peKOMEHAYETCS UCIIOIb30BaTh CYCIIEH3UIO ISl IEPOPATEHOTO

MMPUMCHCHUA.



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 20.12.2022 N= 29269

(NOCOENOBATENLHOCTE 0004)

Poct— (cm) X macca tena (KT)
3600

dopmyna Mosteller: ITIT (m?) =
Obwue pekomenoayuu:
[Nanentam, y KOTOpPBIX B TEUYEHHE HAYaIbHOTO |4-IHEBHOrO BBOJHOTO IEpHUOJa MpueMa
npenapara B o3¢ 200 Mr B JeHb MOSBHJIACH KOXHAs ChIb, HE JIOJDKHBI YBEIMYHMBATH 103y
HEBUpAINHHA J0 Mcue3HOBeHus cbinu. [losBiaeHue cplnu nmpu mprueMe HeBUpaIrruHa Bcerjaa TpedyeT
MPUCTAJIHLHOTO HAOJIIOICHUSI.

Pexxum po3upoBanus ¢ npumenenwem 200 Mr mpenapara OJMH pa3 B JIEHb HE JOJDKEH
npojoipKatbess Oosee 28 gHEH, K ITOMYy MOMEHTY CIEIyeT CBOEBPEMEHHO M0a00paTh
aNbTEPHATUBHYIO TEPAIMIO, B CBA3M C PUCKOM PA3BUTHUS YCTOWYMBOCTU Ha (POHE MPUMEHEHHS
HEJOCTAaTOYHBIX J103 Iperapara.

[TarueHTsl, IpepBaBIIKE MPUEM IIpernapaTa Ha CpoK Oolee 7 AHEH, TOJDKHBI HAUUHATH TEPAIHIo
CHOBA C JIByXHEJIEIHLHOTO BBOAHOTO niepuoja mo 200 Mr oiuH pa3 B JICHb.

Ilpeoynpesicoenue nepedauu BUY-1 om mamepu pebenxy:

Jns npenynpexaeHus BepTuKaibHoi nepeaaun nHpexkunn BUY-1 Bo Bpems ponioB, OepemMeHHas
JKEHIIMHA JIOJDKHA MOMYYUTh OJHOKPATHO OAHY Tabnerky 200 Mr kak MOKHO ObIcTpee mociie
Hayajia po/oB.

Oco0ble rpynnbl NanMeHTOB

THoowcunvie nayuenmoi:

CreuuanbpHble HWCCIENOBAHMS TPUMEHEHUS HEBUpAlMHA TMallMeHTaMH cTapiie 65 JneT He
IPOBOAMIIUCE.

Hapywenus ¢pynxkyuu novex

[TaruenTtam ¢ HapyieHUeM (QYHKIMH MOYEK, TPEOYIOIUM MPOBEACHHS TeMoanani3a (KIHpeHc
KkpeaTuHHHA < 20 MJI/MHH), peKOMEHyeTCsl AOMOJHUTENbHBIN npueM 200 Mr mpemnapara mocie
KOKIOW mpouenypsl remoauanusa. [lanmenTtam, KIMpEeHC KpeaTWHHHA Yy KOTOpBIX Oojee
20 mur/mMuH, He TpeOyeTcss KOPPEKIIUHU 036l HeBUPAITHHA.

Hapywenus ¢pynxyuu nevenu

[IpumeHeHre HEBHpAINMHA MPOTHUBOIMOKA3aHO MAIMEHTaM C TSOKENBIM HapylleHHeM (yHKIUU
neyeHu (xnacc C no kinaccupukauuu Yainn-Ilero). ¥V manueHToB ¢ HapyuieHueM (QyHKIUU
MEYEHHU JIETKOM U cpeqHeil crenmeHu TsokecTH (kiaacc A u B mo knaccudukanuu Yainn-Ileio)
KOPPEKIMHU 71036l He TpeOyeTrcsi, OJHAKO 3a TaKMMM MAIMEHTaMH HEOOXOAMMO TIIaTeIbHOE
HaAOIIO/IEHUE B IEIISAX PETHCTPAINH HEeXKENIaTeTbHBIX PEaKIU.

IMo0ouHOE neicTBHE



COOTEBETCTBYET 3KCNEPTHOMY OTYETY
ot 20122022 N= 2

Hamnbomee yacTo onmuchIBaeMbIMHU HEXKeIaTeITbHBIMH peaﬁghi\qﬁ% IE)%I?J%%EMI

e iom

BO BCEX KIIMHUYECKUX MCCIIEJOBAHUSAX OBLITH CHIIb, AJTIEPTUYECKHIE PEaKIIH, TeNaTUT, N3MEHEHUE
(YHKIMOHAJIBHBIX TEYEHOUHBIX P00, TONIHOTA, PBOTA, AUapes, OOJIb B )KUBOTE, yTOMIIIEMOCTH,

JIMXopaaka, roioBHas 00JIb 1 MUAJITHS.

[To maHHBIM MMOCTPETUCTPAIIMOHHOTO HAOIOJCHUS HAauboJee CePbe3HBIMH HEXENaTeIbHBIMU
peakusiMu ObuH: cuHApoM CtuBeHca-/[)KOHCOHA, TOKCHUYECKUI 3MUACPMaTIbHBIA HEKPOJIU3,
TSDKEJIbIA renaTuT/IedyeHoYHas HEJOCTaTOYHOCTb U JIEKAPCTBEHHAs PeakLys ¢ 303uHO(uInen
U CUCTEMHBIMH CUMIITOMAMH, XapaKTePU3YIOLUIMMHUCS ChIbIO C TAKUMHU OOIMMHU CUMIITOMAaMH,
KaK JTUXOpajKa, apTpalirus, MUAITUA U JTUM(paJeHonaTus, a TakKe BOBJICUCHHE BHYTPEHHHX
OpPraHoOB, a MIMEHHO Pa3BUTHE TIeMaTuTa, MAHKpeaTuTa, 303MHO(PUINH, TPaHyJTOLUTOIICHUH U
HapyeHue QyHKIUH TOYeK.

HepBHe 18 HCIOCIIb TCpaIluU ABJIAIOTCA KPUTHYCCKUMH U Tpe6y10T TIIATCIBHOI'O Ha6J'IIOI[eHI/I$I.

Hwxe npuBeneHa yacToTa pa3BUTHS TOOOYHBIX SIBJICHHM, CBA3aHHBIX C IPUEMOM HEBHpAIMHA, B
COOTBETCTBUHU ¢ Kiaccudukanueid BO3: ouens gacto (>1/10), gacto (>1/100, Ho <1/10), HEewacTo
(>1/1 000, vo <1/100), penko (>1/10 000, Ho <1/1 000), ouenr penko (<1/10 000), gacroTa
HEM3BECTHA (Ha OCHOBAHUHU MMCIOIIMXCS IAaHHBIX OIICHUTh HEBO3MOKHO).

Hapywernus co cmoponst kposu u JZMMd)CZﬂ’lMVéCKOlZ cucmembl.

Yyacmo — rpanyJIoOUTOIEHUS,
Heyacmo — aHeMHUSL.

HapymeHuﬂ CO CmMOpOHbl MMMVHHOZZ cucmemnwl.

Yyacmo — TUNepYyBCTBUTEIBHOCTD (BKIIIOUAs aHAQMIIAKTUYECKUE PEaKIIMK, aHTHOHEBPOTUYECKHI
OTEK, KpaIllBHHULLY );

Heuacmo — aHa(pUIaKTHUECKas peaKIys;

peoKo — 303UHOMUINS U CUCTEMHBIE MTPOSBICHUS.

HapymeHuﬂ CO CmMOpOHbl H€D6H01/7 cucmemnl.

yacmo — roJIOBHAS 00JIb.

Hapywernus co cmoporbt :)fceﬂydquo-KumeuHoeo mpaxkma.

yacmo — TOIHOTa, pBOTa, 00JIb B JKHUBOTEC, 1Uapes.

HCIDVWQHM}Z CO CMOPOHbl ne4erHu u DfC€ﬂ’{€6bZGOa}ZZMMX nvmezZ.'

yacmo — renatuT (BKII0Yas TSHKEIY0 YIPOKaIOIyIo KU3HH renaToTOKCUYHOCTh) (1,9%);
Heuacmo — KenTyxa,
peoko — GyIbMUHAHTHBIN renatuT (BO3MOKEH JICTaIbHbIN HCXO).

Hapyuwienus co cmopombl Koxcu u NOOKONCHBIX MKAHEU:

ouenwb wacmo — cuitib (12,5%);



COOTBETCTEBY ET_ :
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Heuacmo — cunapom CtuBeHca-/[»KoHCOHA, TOK quCKH%IR&HEB%EﬁBYgQ&%GﬁHE ?B'(l)sll%')l(eﬂ

netanbHbIA ucxon) (0,2%), aHrHOHEBPOTUYECKUM OTEK, KPATMBHULIA.

Hapywenus co cmoponbl CKeNeMHO-MbIUUEYHOU CUCIEMbL U COCOUHUMETIbHOU MKAHU:

Heuacmo — apTpaITus, MUAJIT U,
peoko — pabromMuon3 (y MalUeHTOB, y KOTOPBIX P ITpUeMe HEBUPAIIMHA HAOII0JAlIUCh PEAKLIUU
CO CTOPOHBI KOXKH U IICUYEHH).

06114146 HAapyuweruAa u peakuyuu 6 mecme 66€0¢eHUL.

yacmo — JIuXopajaka, yToMJIsICMOCTb.

ﬂa6opam0prze U UHCMPYMEHRMAIbHbLE oanuvie:

Yyacmo — TOBBIIICHNE aKTUBHOCTH (PYHKIIMOHAIBHBIX P00 MeUeHH (aTaHnHaMUHOTpaHchepassl,
acrmapTaTaMHHOTpaHCc(epasbl, TpaHCAMHHA3; TramMMma-rilyTaMuwiITpanchepassl, MEYCHOYHBIX
(bepMeHTOB; TUIIEpTPaHCAMUHAZEMUSA);

Heuacmo — runogdocdaTemusi, MOBBILIEHUE APTEPUATHLHOTO JaBICHHUS.

Onucanue OTACIBHBIX HECXKCIATCIbHBIX DeaKHI/Iﬁ

[lo nanubiM  kimHMuYeckoro wuccienoBanus 1100.1090, u3 kotoporo OBLIO TOJYYEHO
OOJBIIMHCTBO HEXKENATeNbHbIX peakuuid (N=28), y MNalMeHTOB, MNOMyYalolUMX Maneoo,
rpaHyJIOIUTONeHUsT pa3BuBaiack 4amie (3,3%), 4yem y ManueHTOB, MOMYYarolIMX HEBUPAIUH
(2,5%).

AHapuIaKTUYECKUE PEaKUUU HAOJIOAAIMCh B MOCTPETHCTPAIIMOHHOM TMEPUOJE, HO HE ObUIN
3apUKCUPOBaHbl B PAHJOMHU3UPOBAHHBIX KOHTPOJIUPYEMBIX KIMHUYECKUX HCCIIECOBAHUSIX.
YacroTta ux pa3BuTHsl ObLla OIpejaeNieHa CTaTUCTHYECKUM IMOJICYETOM, Ha OCHOBAaHUU OOIIEro
KOJIMYECTBA TAI[UCHTOB, MPHUHSBIIMX YyYacTHE B PaHJIOMHU3UPOBAHHBIX KOHTPOJIUPYEMBIX
KJIMHUYECKHUX HCcaenoBanusax (N=2718).

[ToBhbIlIeHNE apTEPUATFHOTO AABJICHUS U CHIDKEHUE ypoBHS (ochopa B KpoBH HAOII0AIOCH BO
BpeMsl KJIMHMYECKUX HCCIEIOBAaHUI MPU COMYTCTBYIOUIEM MPUMEHEHHH TeHO(OBHUpa WU
AMTpPULIUTAOMHA.

llokazamenu memabonusma:

CooOmranioch 0 TOBBIIIEHUH Beca, YPOBHSA JUMUAOB KPOBM M TIIIOKO3BI BO BpeMs
AHTUPETPOBUPYCHOH Tepamuu.

B ciayuae mnpuMeHeHWS HEBUpAlMHA B KOMOWHAIIMM C JPYTHMH aHTHPETPOBHPYCHBIMHU
mpenaparaMu COOOINaTOCh O Pa3BUTHUU TaKUX HEXKEIATCIbHBIX PEAKIUi, KaK TMaHKpeaTwuT,
nepudepudeckas HeHponaTHs U TPOMOOILMTONEHUS. DTH SIBICHUS YacCTO ACCOIMHPYIOTCS C
IPYTUMH aHTUPETPOBUPYCHBIMHU TpernaparaMu. X BO3HUKHOBEHHE MOXHO OXHIATh MpH
WCIIOJIh30BAaHUN HEBHUpANWHA B KOMOWHAIIMK C IPYTUMHU TIpernapaTaMu; BEPOSITHOCTh CBSI3U 3THUX

peaKHI/II\/’I C IPUMCHCHUEM HEBUPpAIIMHA HEBCIINKA.



COOTEBETCTEYET .
ot 20.12
Y BUY-uHOUIIMPOBAHHBIX MAIIUEHTOB C TSHKEIBIM HMH%%&'&E&%A_' MO

022 Ne

Ja 00041, o

AHTUPETPOBUPYCHOU TEparUy MOTYT BOSHUKHYTh BOCHIAIIUTENIbHbIE PEAKIIUU HAa HE BBI3BIBAIOLIHE
CUMITOMOB WJIH PE3UyalIbHbIE YCIIOBHO-ITATOI€HHbIE MUKPOOPTaHU3Mbl. Takke cooOLiaioch o
pa3sBUTHM ayTOMMMYHHBIX 3a00JieBaHMM (Takue kak Oose3Hb I'peiiBca), KOTOpble MOSBISIIUCH HA
(oHE IMMYHHOH peakTHBALMU; OJHAKO, OIMCBIBAEMOE BpEM /10 UX Hayalla OYeHb BapuabebHO,
Y 3THU SIBJIEHUS MOTYT IOSIBUTHCS UEPE3 MHOI'O MECSLIEB IIOCIIE HaYala TEPAUH.

Kooica u nookooicno-srcuposas knemuamea:

HanOonee yacTbIM KIMHUYECKUM IPU3HAKOM TOKCMYHOCTH HEBHMpANMHA SBISETCS Cblllb. Chlllb
O0bIYHO c7ab00 MM  yYMEPEHHO BbIPAXEHA, XapaKTepU3yeTCsl  MakyJIOMNaIyJe3HbIMU
APUTEMATO3HBIMU 3JEMEHTAMHU, CONPOBOKIAIOIIMMUCS WIM HE CONPOBOKIAIOLIMMUCS 3YA0M,
JIOKAJIM3YyeTCsl Ha TYJIOBUILE, JIUIE U KOHEYHOCTAX. Coobmanoch 00 aliepruuecKux peaxIusix
(Birouyasi aHa(MIIAKCHIO, AHTMOHEBPOTHUYECKUMH OTeK M KpamuBHHULY). Chlllb BO3HHKAeT
U30JIMPOBAaHHO MJIM B pPaMKax JICKapCTBEHHOM ChIMM C 303MHOGWINEH U CHCTEMHBIMHU
NPOSIBJIICHUSIMHU, XapaKTEpU3YIOMIeHcss OOMMMH CHMITOMaMH (TaKMMH, Kak JIMXOpaJKa,
apTpairuy, MUAITHH U JTUM(pAICHONATHs) U NPU3HAKAMHU TOPAKEHHUS BHYTPEHHUX OPTaHOB
(TakMMHU, KaK renaTuT, 303MHO(QUINS, TPAHYJIOLUTONEHUS U JUCHYHKIUS [T0YEK).

VY nanueHToB, NOIyYarolX HEBUPAIUH, MOTYT Pa3BUThCS TaKUE TSHKEIIbIE U )KU3HEYTPOKAIOLIHe
peakuuu, kak cuHapoM CruBeHca-J[DKOHCOHa M TOKCHYECKUH SHuAepMalbHbIA HEKPOJIH3.
Coo01manoch Takke 1 0 CMEPTEIbHBIX Mcxoaax cuHapoma CtuBeHca-/[>KOHCOHA, TOKCHYECKOTO
SMUAEPMATIBHOIO HEKpOJM3a U JIEKAPCTBEHHOW CHIIM € 303UHO(UIMEH U CHCTEMHBIMU
nposiBieHussMU.  HauOonpmmii  puUCK  pPa3BUTUS  TSDKENBIX JIEPMATOJOTHUECKUX —PeaKLui
CYLIECTBYET B IepBble 6 HeJelb Tepanuy HEBUPAIIMHOM, HEKOTOpblE W3 HHUX TpeOyroT
rociuTasimzanuu. CooOlmanock 00 0JHOM MaIMEHTE, KOTOPOMY OTPEOOBAIOCh XHUPYPTUUECKOe
BMEIIIATENIbCTBO.

Hapywenus co cmopoHbl neyenu u sHceniesbi8o0auux nymeli:

HaubGonee wyacTeiIMu HeXeNaTeNbHBIMM pEaKUUsSMU ObUIM HapyLIeHHs OMOXUMHYECKHX
nokasaresnei (yHKINH [eYeHH, BKII0Yas OBBIIIEHNE KOHIIEHTPAlMU aJJaHHHAMUHOTpaHCcepasbl
(AJIT), acmapratamuHoTpaHcdepassl (ACT), ramma-rayramuntpancgepaszsl (ITT), obmero
OunmupyOuHa u mienoyHod (Qocdarassl. Hambonee dacTo BeTpeyanoch OecCUMITOMHOE
nossiieHre koHueHTpauuu ['TT. Coobmanock 00 OTAENBHBIX CIydasX pPa3BUTHS KENTYXHU U
CIy4asiX  pa3BUTUSA TKEIOW W JKU3HEYTPOXKAIOUIEH  TernaTOTOKCHUYHOCTH,  BKIIOYas
(GyJIbMUHAHTHBI TEMaTUT C JETalIbHBIM HMCXOJOM. Hamiaydmmm OpeauKkTOpOM  TSKENTbIX
OCJIOKHEHHUH CO CTOPOHBI II€YEHU SBJSIETCS IOBBIIICHHE KOHIIEHTPAUH OHOXMMUYECKHX

nokasareneil (yHKUuMM neueHu. PexoMmeHayercs CTpOruili KOHTpOJIb IOKazareiaed (yHKuuu
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COOTEBETCTEYET .
o1 20.12

noc B H I 004
MEYECHU Yepe3 KOPOTKHUE HHTEpPBaJbl BPEMEHU, B SaBHQJMOCEJOTEkHM'E&KOTI) OCT(')i}[IHI/I}I

NaIMEeHTOB, 0COOEHHO B TEUCHHE NIEPBHIX 18 Hexenb IeueHusl.

IIpumenenue 6 neouampuu.:

JlaHHbple 0 0€30MacHOCTU HEBHpANMHA y JETEeH MOJIy4eHbl B KIMHUYECKUX HCCIEIOBaHMAX C
yuactueM 361 manueHra, OOJBIIMHCTBO M3 KOTOPBIX IOJy4yalld HEBHpANMH B KOMOMHAIMM C
3UJIOBYAMHOM WJIHM JWJAHO3WHOM, WJIM C 3WAOBYJMHOM M aujaHo3uHoM. Hambosee yacto
cooOLIaBIIMECS HEXeNaTeNbHbIE SIBJICHUSA, CBSA3aHHBIE C HEBUPAIIMHOM, OBUTM CXOIHBI C
HE)KENATeNIbHBIMA  SIBJICHUSIMHM,  HAOJIONABUIMMHUCA Yy  B3POCIBIX, 33  HCKIIOYCHHEM
IpaHyJOLUMTONEHUH, KOTOpas 4alle oTMedajach Yy JeTedl. B  OTKphITOM KIMHMYECKOM
uccienoBanuu (ACTG 180) yacTora pa3BUTHUS I'PaHYJOLMTONECHUH, OLICHEHHON KaK CBSI3aHHAs C
UCCIIeyeMbIM TpenapaToM, coctaBuia 13,5%. B nBoitHOM cienoM muiare6o-KOHTPOIHPYEMOM
kiinHn4eckoM uccinenoBann ACTG 245 yactora pa3BuTUA IpaHyIOUUTONIEHUU cocTaBuia 1,6%.
Coob1manocs 00 OTIAENBHBIX Cllyyasx pa3BUTHs cuHIpoma CTuBeHca-J[>KOHCOHA UM CUHIpPOMA,
epexoHoro Mexay cuHiapomMoMm CruBeHca-/[PKOHCOHA U TOKCHYECKUM SIUIEPMaIbHbIM
HEKPOJIU30M.

ITepeno3upoBka

Crienuduueckoro aHTUAOTa HpPU IMEpelo3UpOBKE HeBupanuHoM HeT. [lpu mnepenosupoBke
HeBupanuHoM (mpuem ot 800 mo 6000 Mr B nmeHp B TeueHwe 10 15 mHel) HaOIOAaIMCH
CJICAYIOUINE CUMIITOMBI: OTEKH, Y3JI0BaTasi 3pUTEMa, YTOMIIIEMOCTb, JINXOPAaJKa, FTOJI0OBHAs O0JIb,
0ecCOHHUIA, TOLIHOTA, HHOWIBTPATHl B JIETKUX, CbIlb, FOJOBOKPYKEHUE, PBOTA, MOBBIIICHUE
AKTUBHOCTH «II€YEHOYHBIX» TPAHCAMHHA3 U CHHYKEHUE MACCHI Tea.

Jleuenue: oTMeHa Ipernapara.

B3aumopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CpeICTBAMH

HeBupanus siBisieTcss MHIYKTOpoM u3zodgepmerToB nutoxpoma P450 neuenn (CYP3A, CYP2B) u
MOKET TPUBOAMTH K CHI)KCHHIO KOHLEHTpaluid B IIIa3Me€ JpYruX OJHOBPEMEHHO
INPUMEHSIIOIIMXCS JIEKAPCTBEHHBIX IPENapaToB, KOTOPbIE WHTEHCHUBHO METabOIU3UPYIOTCS
nzodepmentamu CYP3A u CYP2B. [TosTomy, eciu y nmanueHTa, KOTOpoMy paHee ObL1 mojo0pax
PEKUM  JIO3MPOBAaHUS  KAaKOro-Jimbo IMpemapara, MeETa0OJU3UPYIOIIErocss ¢  MOMOIIBIO
uzopepmenta CYP3A unu CYP2B, HaunHaercs JieueHHe HEBHPANMHOM, MOXKET BO3HUKHYTh
HE0OXO0JMMOCTh B KOPPEKIIMU JJ03bI ATOTO MpenapaTa. MakcuManbHas HHAYKLINS HaOt01aeTcs B
TedueHue 2—4 HeJenb MOocIie Havalla Teparny.

IIpy OJHOBpEMEHHOM Ha3HAUYEHUM C HEBUPANMHOM KOHIEHTPALUMU B IUIa3ME JIEKAPCTBEHHBIX
IpenapaToB, KOTOPbIE METAa0ONM3UPYIOTCS TaKke MocpencTBOoM IuToxpoma P450, moryt

CHMXXAThC.
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[Tpuem nuiyM, aHTAIUI0B WM JICKAPCTBEHHBIX

COOTBETCTBYET 3KCMNEPTHO
ot 20.12.2022 Nz 2926

oo (DOGIEAQRATENLHOCTE 0004)

MY OTUETY

Oydep, He BIUAIOT Ha a0COPOLIMIO HEBUPATIMHA.

JlanHbIe 0 B3aMMOJICHCTBUH MIPEICTABIICHBI B BUJE TEOMETPUUECKOr0 cpeiHero 3naueHus ¢ 90%

JOBECPUTCIbHBIM HHTEPBAJIOM, HE3aBHUCHMO OT BPEMCHHU IIOJIYUCHHUA OTHUX JaHHBIX. HO = ne

OTIPEeAeNAIOCh, T = MOBBILIEHHBIN, | = CHUKEHHBIH, <> = HET BO3/ICICTBUSI.

JlekapcTBeHHBbIE CpeICTBa B3aumopaeiicTBust Pexomenganun no
Ha3HAYEHHUIO
[IpoTrBOMH(pEKIIMOHHBIE
AHTHPETPOBUPYCHBIE TPETIapaThl
HUOT (Hyxkneo3uaHble aHaTOTd HHTHOUTOPOB 0OpaTHOM TPaHCKPHUIITA3HI)
Hunanozun 100-150 wmr 2 | Jumganosun AUC < 1,08 HeBupanun u  auaaHo3uH
p/ncHb (0,92-1,27) MOTYT  OBITh  Ha3HAUYCHBI
Cmin TUTaHO3WHA HE | OJTHOBPEMEHHO 0e3

onpeaenuma (HO)
Cmax gunanosuna < 0,98
(0,79-1,21)

KOPPCKIUHU O03bI

OMTpUIUTAONH OMTpunuTabuH He sBisieTcs | HeBupanuu u sMTpunuTabux
uaruouropom pepmenta CYP | moryr  ObITh  Ha3HAYEHBI
450 y uenoBeka OJIHOBPEMEHHO 0e3

KOPPEKIIMH 036

AbakaBup AbGakaBup  He  yrHeraeT | Hepupanun u  abakaBup
nzodpopmsl uToxpoma P450 B | Moryr  ObITh ~ Ha3HAYEHBI
MHKPOCOMax NI€YEHH | OJJHOBPEMEHHO 6e3
YeJI0BeKa KOPPEKILMH J03bI

JlamuBynuH 150 mr 2 p/nens | 3meHenuit Kaxyuierocs | Hesupanuns w©  jaMuUBYIUH
KJINpEHCa u o0bema | MOTYT  OBITh  Ha3HAYEHBI
pacripenienieHusi JaMHUBYAHMHA | OTHOBPEMEHHO oe3
HE MPOUCXOAUT KOPPEKIMH J03bI

CraBynun 30/40 mr 2 p/nens | CtaByaun AUC < 0,96 HeBupanun u  craByauMH
(0,89-1,03) MOTYT  OBITh  Ha3HAYCHBI
Cmin craByauna, HO OJTHOBPEMEHHO oe3
Cmax craByauna <> 0,94 KOPPEKIIUU JTO3bI
(0,86-1,03)
HeBupanun: B cpaBHEHHH C
PETPOCTIEKTUBHBIMHU
JAHHBIMU KOHTpOJI YPOBHS
OCTaIOTCSI HEU3MEHHBIMH.

Tenodosup 300 mr | IIpu ofHOBpeMeHHOM | HeBupanmun u  TeHO(hOBHpP

€KEHEBHO HA3HAUYEHUU C HEBUPANHMHOM | MOTYT  OBITh  Ha3HAYEHBI
YpOBHH TEHO(OBHPA B TUIa3Me | OTHOBPEMEHHO oe3
OCTAIOTCSI HEM3MEHHBIMU KOPPEKITNH JI03bI

Bumoynua 100-200 wmr 3 | 3upoByauH HeBupanma wu  3umoByauH

p/neHb AUC | 0,72 (0,60-0,96) MOTYT  OBITh  Ha3HAYEHBI
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COOTBETCTEYET SKCNEPTHOM?
IIT 20122022 “J- 29265

Cmin 3uoBy IuHA Hd" MO

oo pentetiie = 07 fes

Cmax 3unoBynuna | 0,70
(0,49-1,04)
HeBupanus: 3ugoByIUH HE
OKa3bIBa€T BJIUSHUS Ha €ro

(bapMaKOKUHETHKY

Koppekiuu 11036l. Ha Qone
npueMa 3HJIOBYAMHA YacTo
pa3BHUBaeTCS

IPaHyJIOIHUTOICHUS, TOATOMY
y TaKuX Mal{eHTOB CJEIyeT
HPOBOJUTH TILATEJBHBIH
KOHTPOJIb T'€MAaTOJIOTHYECKUX

IIOKa3aTelieH.

HHUNOT (Henykneo3unssle an

QJIOTW HTHTUOUTOPOB 0OPATHOM TPAHCKPHIITA3bI)

DdaBupens 600 Mmr | DdaBupens OnHOBpEeMEHHOE Ha3HAYCHUE
CKEHEBHO AUC | 0,72 (0,66-0,86) s¢aBUpeH3a ¥ HEBUPAITUHA HE
Cmin »dasupensa | 0,68 | pckoMeHayeTCs B CBSI3H C
(0,65-0,81) YCHJICHHEM TOKCHYECKUX
Cmax »daBupen3a | 0,88 | abdpexToB 1  orcyTrcTBHEM
(0,77-1,01) yrnydmienust  3¢dexTuBHOCTH
o CpaBHEHUIO c
Ha3HAYCHUEM TOJIBKO
HHUOT.
JlenaBupaun BsaumoneiictBue He | OgHOBpeMEHHOE Ha3HAYEHUE
H3y4aJIOCh HepupanuHa u HHHNOT ne
pEKOMEHIyeTC s
OTpaBUpUH OnHOBpeMEHHBIN npueM | OIHOBPEMEHHOE Ha3HAYEHUE
3TpaBUpuHa U HeBupanuHa | HeBupanuHa u HHUOT ne
MOKET BBI3BATh | PEKOMEHIYETCS
3HAYUTEIbHOE CHIDKEHHE B
ia3me KOHIIEHTpaLui
STpaBUPUHA U TOTEPIO €ro
TepaneBTHYECKOTro AP deKTa.
PunnuBupun B3aumoneiictBue He | OTHOBpEeMEHHOEe Ha3HaueHHe
M3y4ajoch HeupanuHa u HHUOT ne

peKOMeHayeTCs

NII (Maruburopsl npoteas)

ATazaHaBUp/PUTOHABUD
300/100 mr exxeIHEBHO
400/100 Mr exeIHEBHO

ATazaHaBUp/pUTOHABUD
300/100 mr:

ATazaHaBUp/pUTOHABUD
AUC | 0,58 (0,48-0,71)
Cmin | 0,28 (0,20-0,40)
Cmax | 0,72 (0,60-0,86)
ATazaHaBUp/pUTOHABUD
400/100 wmr:

ATazaHaBUp/pUTOHABUD
AUC | 0,81 (0,65-1,02)

Cmin | 0,41 (0,27-0,60)

O)IHOBpeMeHHoe Ha3Ha4YCHUC

aTa3aHaBUpa/pUTOHABUpA U
HEeBUpaNuHa HE
pEKOMEHAyeTCA

13
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COOTBETCTEYET 3KCNEPTHI 'H fOTUETY
ot 20.12.2022 N2 29265
Cmax  1,02((0.85-1 24y (s [PHOEATEMEAOCTE 0004
cpaBaenuu ¢ 300/100 mr 6e3
HEBUpaIuHa)
Hesupanun
AUC 11,25 (1,17-1,34)
Cmin 11,32 (1,22-1,43)
Cmax 11,17 (1,09-1,25)
JlapyHaBup/pUTOHABUD JapyHaBup JapyHaBup ¥  HEBUpPAIUH
400/100 mr 2 p/nenb AUC 11,24 (0,97-1,57) MOTYT  OBITh  Ha3HAUYCHBI
Cmin <1,02 (0,79-1,32) OJTHOBPEMEHHO 0e3
Cmax 1 1,40 (1,14-1,73) KOPPEKINH JI03bI
Hesupanun
AUC 11,27 (1,12-1,44)
Cmin 1 1,47 (1,20-1,82)
Cmax 11,18 (1,02-1,37)
docaMIipeHaBUp AmnpeHaBup OnHOBpeMEHHOE Ha3HAYCHHE

1,400 mr 2 p/nenp

AUC | 0,67 (0,55-0,80)
Cmin | 0,65 (0,49-0,85)
Cmax | 0,75 (0,63-0,89)
Hesupanun

AUC 11,29 (1,19- 1,40)
Cmin 1 1,34(1,21-1,49)
Cmax 11,25 (1,14-1,37)

(dhocammpenaBupa u
HEBHUpAaNUHA HE
pEKOMEH/IyeTcH, eciu

(docamnpeHaBUp Ha3HAYACTCSI
0e3 puTOHaABUpa

docamnpeHaBUp/pUTOHABUD

AmMIipeHaBup

docamnpeHaBUp/pUTOHABUP

700/100 mr 2 p/nenb AUC < 0,89 (0,77-1,03) U HEBUPAITUH MOTYT
Cmin | 0,81 (0,69-0,96) HA3HAYaThCsl  OJIHOBPEMCHHO
Cmax < 0,97 (0,85-1,10) 0€3 KOPPEKITUH JT03bI
Hesupanun
AUC 11,14 (1,05-1,24)
Cmin 1 1,22 (1,10-1,35)
Cmax 71,13 (1,03-1,24)
JlonmuHaBUP/pUTOHABHD B3pocasie: [Tpu OJHOBPEMEHHOM
(karicybl) JlonuuaBup HA3HAYECHHU C HEBUPAITMHOM
400/100 mr 2 p/neHb AUC | 0,73 (0,53-0,98) PEKOMEHYETCS  YBEIUYCHHE

Cmin | 0,54 (0,28-0,74)
Cmax | 0,81 (0,62-0,95)

TI03b1
JONMHABUpa/pUTOHABUPA 0
533/133 mr (4 xarcyInbl) Uiu
500/125 mr (5 tabnerok mo
100/25 mr xaxnas) 1Ba pa3a B
IeHb BO Bpems enel. Ilpum
OJTHOBPEMEHHOM Ha3HA4YCHUHU
C JIOTIMHABUPOM KOPPEKIIUU
pi (033

TpebyeTcs.

HEBUpAINMHA HE

14
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JlonuHaBUp/pUTOHABUD
(pacTtBOp Il MEPOPAIBLHOTO
Iprema)

300/75 mr/m? 2 p/nens

(oCHE

Hertu:

'ﬁbﬁ'“ 'EIE I_o'J:[fl'obt?)el\/re:I{ oM

Jlonunasup

AUC | 0,78 (0,56-1,09)
Cmin | 0,45 (0,25-0,82)
Cmax | 0,86 (0,64-1,16)

MIPUMEHEHUH C HEBHPATUHOM
y JeTed CcleayeT peluTh
BOIPOC 00 YBEIWYCHHUH J[O3BI
JIOTIMHABUPA/PUTOHABUPA  JIO
300/75 mr/m? nBa pasa B JICHb,
0COOEHHO eciiu eCTh
MOJIO3PEHUSI HA CHUIKCHHE
YYBCTBUTEIHLHOCTH K

JONUHABHPY/PUTOHABHPY.

Purtonasup 600 mr 2 p/aens

Putonasup

AUC « 0,92 (0,79-1,07)
Cmin < 0,93 (0,76-1,14)
Cmax < 0,93 (0,78-1,07)
HeBupanun: ogHOBpeMeHHOE
Ha3HAYEHUE PUTOHABHpaA HE

BEIET K KaKUM-JI100
KJIUHUYCCKU 3HAYUMBIM
U3MEHECHUAM YPOBHEM

HEBHUpAIIMHA B IJIa3MEC.

HeBupanuna u  puronasup
MOXKHO Ha3HA4aTh
OJITHOBPEMEHHO 0e3

KOPPEKIUHN T03bI

CakBuHaBUP/pUTOHABUP

HNwmeromuecs OI'paHUYCHHBIC

JaHHbIE O  IPUMEHEHUU
MATKMX  TE€JIEBBIX  KalCys
CaKBUHABHpA, YCUJICHHBIX
PUTOHABHPOM, HE

CBUJICTEILCTBYET O KaKOM-
JIM00 KIMHUYECKU 3HAYUMOM
B3aMMOJCHCTBUH

CaKkBUHABHpa,  YCHJIEHHOTO
PUTOHABHPOM, U HEBUPAIIHHA

CakBUHABUP/pUTOHABHD U
HEBUpaNuH
Ha3HAYEHBI

MOTYT  OBITh
OJTHOBPEMEHHO

0e3 KOPPEKIIUHU O3Bl

TunpanaBup/puTOoHaBUP
500/200 mr 2 p/neHn

Huxaxkux CreluaabHbIX
HCCIIEI0OBaHUI
JIEKAPCTBEHHOTO
B3aUMOJCHCTBUSA HE
MIPOBOJIAIIOCH.

OrpanundeHHbIE JIaHHBIE,
IIOJIyYEHHBIE B UCCIIEIOBAHUUI
¢azer  Ila y manueHTos,
MHQUIMPOBAHHBIX BUY,
[IOKa3aJlu KIMHUYECKH HE
20%

Cmin TunpanaBupa

3HAaYUMOC CHHMI)XCHHC

TunpanaBup W HEBUpPAIUH

MOTYT OLITH Ha3HA4YCHBI

OJIHOBPEMEHHO oe3

KOPPEKIUHU J103bI

NHruburopsl causHUSA/TPOHUKHOBEHUS

OHOPYBUPTHI

B c¢Bia3u ¢ 0coOECHHOCTIMU

HYTeﬁ MeTa00IM3Ma HUKAKUX

OHOYBUPTH U HEBUPANUH
MOTYT Ha3HauYeHbI

OBITH

15




COOTBETCT
oT

BYET 3KCMEPTHOMY OTUYETY

- |—I .I.-: .—.Ilrl b ;‘J 5 TR 0
U N A R S —

3HAMMBIX |

T RORRIRRRRDCTo 00

KJIMHUYECKHU

(hapMaKOKUHETHYECKHUX KOPPEKLHHU JT03bI
B3alMOJCUCTBUN MEXKITY

SH(PYBUPTUIOM u

HEBUPAIIMHOM HE OKHUAACTCH.

Mapasupok 300 mr
€KETHEBHO

MapaBupok

AUC « 1,01 (0,6-1,55)
Cmin, HO

Cmax <« 1,54 (0,94-2,52) no

CPaBHEHHUIO c paHee
W3BECTHBIMU JTaHHBIMU
KOHTPOJISL.

KOHHGHTpaI_[I/II/I HEBHUpAIIMHA

HC HU3MCPAINCh, HHKaKOro

BO3,I[€I>'ICTBI/I$I HE 0OXXKHMAacTCA.

MapaBupoK ¥ HEBHpPAIHH
MOTYyT  OBITh  Ha3HAYCHBI
OJIHOBPEMEHHO oe3

KOPPEKLUU JT03bI

WNHruduropsl MHTErpasbl

DnBUTErpaBUpP/KOOHIIACTAT

BzaumojaerictBue He

U3y4aoch. Kobunucrar,
uHTHONTOp nUToxpoma P450
3A,

IICYCHOYHBIC

BBIPQKEHHO  yTHETaeT
dbepMeHThI, a
Ipyrue yTH
MeTabonmu3ma. [loaromy mpu

TaK¥XKC

OOAHOBPCMCHHOM HA3HAYCHHUU
BEPOATHO HU3MCHCHUC
YPOBHEM B I1a3zMe

KO6I/IIII/ICTaTa " HCBHpAIIMHAa

OnHOBpeMEHHOE Ha3HAYCHHE
HEBHUpAIIMHA H KOM6I/IH3HI/II/I

JBUTETPABUPA u
KoOuIucrara HE
PEKOMEHIyeTCS

Panrerpasup 400 mr 2 p/nens | Her JNOCTYIHBIX | PanTerpaBup W HeBHpaIlUH
KIMHUYECKUX  JIaHHBIX. B | MOryT  OBITh ~ Ha3HaYeHBI
CBSI3M C  OCOOEHHOCTSIMH | OJHOBPEMEHHO 6e3
nyTei MeTa0oIM3Ma | KOPPEKLIUH 1036l
panrterpaBsupa HUKAKHX
B3aUMOJCUCTBUI HE
OKUJIAeTCs.

AHTHOMOTUKHN

Knapurpomunma 500 mr Knapurpomunya KoHnuenTtpauun

2 p/nenn AUC | 0,69 (0,62-0,76) KJIQPUTPOMHIIMHA
Cmin | 0,44 (0,30-0,64) 3HAYUTEIBHO CHIKAJIHCH,
Cmax | 0,77 (0,69-0,86) KOHIIEHTpAllMd ~ MeTabomTa
Metabonut knapurpomunnsa | 14-OH 3HAYNUTEIBHO
14-OH MTOBBIIIAINCH. ITockonbky
AUC 11,42 (1,16-1,73) IeficTBHUE aKTHBHOTO
Cmin « 0 (0,68-1,49) merabonura
Cmax 1 1,47 (1,21-1,80) KJIApUTPOMHUIIHA Ha
HeBupanun Mycobacterium avium-
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
o7 20122022 N2 292659
AUC 1 1,26 O iAol ol e omplek bbio
Cmin 1 1,28 CHIDKEHO, 00IIasi aKTHBHOCTh
Cmax 11,24 B OTHOIIEHHH I1aTOI€HOB
ITo CPaBHECHHUIO c | MmoxkeT m3MeHsAThcs. Crenayer
UMEIOIIAMUCS JaHHBIMU | PACCMOTPETh  TPUMCHEHHUE
HUCTOPHYECKOTO KOHTPOJISL. b TEPHATHUBHBIX
MpernaparoB,  TaKMX  Kak
A3UTPOMHMIIMH.
Pexomenayerca npoBOAUTH
TIIATEIbHBIA KOHTPOJIb
U3MEHEHUH CO  CTOPOHBI
TICYCHH.
Pudabytun 150 nau 300 mr | Pudadbytun Hukakoro 3HAYUMOTO
ExxeqHeBHO AUC | 1,17 (0,98-1,40) BIIMSTHUS Ha
Cmin < 1,07 (0,84-1,37) (hapMaKOKHHETHYECCKHUE
Cmax 1 1,28 (1,09-1,51) napametrpsl pudalbyTuHa Hu

Mertabonut 25-0-
ne3anetwipudadyTuH
AUC 11,24 (0,84-1,84)
Cmin 1 1,22 (0,86-1,74)
Cmax 1 1,29 (0,98-1,68)
Co00011a10Cch 0 KITMHUYECKU
HE3HAYMMOM YBEITHYCHUH
Ka)XYyILerocs KIMpeHca
HeBupanuHa (Ha 9%) no
CPaBHEHHIO C N3BECTHBIMH
paHee TaHHBIMH.

HEBUpANMUHA HE
Habmoxanocs. Pudabytna u
HEBHPAIUH MOTYT
Ha3HA4YaThCsl OJIHOBPEMEHHO
oe3 KOPPEKIIUU JIO3EI.
OnHako, B CBSI3U C BBICOKOM
MEXHHAUBHUTYaIbHOMN

BapuadeIbHOCTHIO, y
HEKOTOPBIX MaIiCHTOB

MOXET HUMCTh MECTO

YCHIICHUE JIEUCTBUSA
pucdadbyTtuHa,
IIPUBECTH K  IOBBILICHUIO

PUCKA pa3BUTUA TOKCUYCCKUX

qTo MOXKET

s¢exToB pudaldyTuHa.
ITosToMy pu
OJTHOBPEMEHHOM Ha3HAYECHUH
cleyer TPOSIBIISAT
OCTOPOXKHOCTb.

Pudammnunun 600 mr
eXXeTHEBHO

Pudammnunun

AUC < 1,11 (0,96-1,28)
Cmin, HO

Cmax « 1,06 (0,91-1,22)
Hesupanun

AUC | 0,42

Cmin | 0,32

Cmax | 0,50 o cpaBHEHUIO C
W3BECTHBIMU PaHEe JaHHBIMU
KOHTPOJISL.

OnHOBpeMEHHOE Ha3HAYCHHUE
pudaMnuIrHa U HEBUpPAMHA
He pexkoMmenayercsa.  [na
JeYeHUs NAIMEHTOB C
TyOepKyne3Hoil uHpekuuein
clenyeT

MIpUMEHEHNE

paccMoTpeTh

pudadbytuHa
BMeCTO pu(aMIUINHA.
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ot 20.12.2022 M2
[TpoTHBOrpHUOKOBBIC MTpEapaTh (MOCAEA0BATERBHOCTE 0004
@inykonaszon 200 mMr @yKoHa301 Puck ycwieHus nencTBus
€XXETHEBHO AUC « 0,94 (0,88-1,01) HEBUpAIWHA. [TamueHnTs!
Cmin < 0,93 (0,86-1,01) IOJDKHBI  HAXOJUTBHCS  TIOJ

Cmax < 0,92 (0,85-0,99)
HeBupanun: Bo3neicTBue:
1100% CPaBHEHUIO C
paHee U3BECTHBIMU JIAHHBIMU,

1o

Koraga HasHaydaJICd  TOJIBKO

OIWH HCBUPAIIUH.

TIDATCJIBbHBIM Ha6J'IIO,Z[CHI/IeM.

Wtpaxonazon 200 mr
eKETHEBHO

Hrpakonason

AUC | 0,39

Cmin | 0,13

Cmax | 0,62

HeBupanuh: cymiecTBeHHOro
OTIHYUS apaMeTpoB
(hapMaKOKUHETHKHU
HEBUpanuHa He ObLIO.

IIpu OJIHOBPEMEHHOM
IBYX

ciemyer

Ha3HAYEHUM  ITHUX
MpernapaToB

paccMaTrpuBaTh BO3MOKHOCTD
yBEJIUYEHUS J103bl

UTPaKOHA30JIa.

Keroxonazon 400 mr
€XXEIHEBHO

Kerokonazon

AUC | 0,28 (0,20-0,40)
Cmin, HO

Cmax | 0,56 (0,42-0,73)
HeBupanus: YPOBHHU B
11,15-1,28

CpaBHCHHIO C H3BCCTHBIMHU

1a3Me: Io

paHeC JaHHBIMH KOHTPOJIA

OnHOBpeMEHHOE Ha3HAYCHHUE
KETOKOHA30JIa ¥ HEBHpAIMHA
HE PEKOMEHIYETCSI.

[IpoTHBOBHpPYCHBIE TpeNapaThl

IJIg JICUCHUA XPOHUYCCKUX T'CIIaTUTOB BucC

Anedosup

PesynbraTs in vitro
UCCIIeI0BaHHIA HIOKa3aJIn
cnalbbrit AHTarOHU3M

HeBHpanuHa U anedoBupa.
D10 He OBUIO MOATBEPKICHO

KITMHAYECKUMH
WCCIIEIOBAaHHSIMH, u
CHIKEHHUSI  3((EKTUBHOCTH
He oxunaerca. AnedoBup He
BIIUSIET Ha OOBIYHBIE
nzopopmsl  CYP, xotopsle,

KakK H3BECTHO, Y4YaCTBYIOT B
MeTaboIM3Me JeKapCTBEHHbIX

CpPEICTB 'y 4YeloBeKa, H
BBIBOJIUTCS TTOYKAMHU.
Knunngecku 3HAYUMOTO
JIEKApCTBEHHOTO

AnedoBup W  HeBUpanUH
MOTYT  OBITh  Ha3HAYCHBI
OJIHOBPEMEHHO oe3

KOPPEKILIUU JTO3HI.
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B3aUMO I CTBUSL T FHUBR TEITEAUL T VUL

OXKXKHAACTCA.

bouenpesup bouenpesup gacTuyHO | OTHOBPEMEHHOE Ha3HAYEHHUE
MeTaboIu3upyeTCs OouenpeBupa U HEBUpPAIIMHA
dhepmeHTOM CYP3A4/5. | He peKOMEHTyETCH.

OpHOBpeMEHHOE Ha3HAYEHUE
C IpemaparamM, KOTOpPbIE
aKTUBUPYIOT WJINM YTHETAIOT
n30(pepMeHT CYP3A4/5,
MOXKET  yBEJIIMYUBATh  WIH
YMEHBIIATh B3aUMOJCHCTBHE.
OcTaTto4Hble KOHLIEHTPALUH B
masme Oonenpesupa
CHIJKAJIUCh IIPU  BBEJICHUU
HHHUOT ¢ aHanoruyHeim
nyTeM MeTabonu3Ma, Kak y
HeBupanuHa. KiumHuueckui
HCXOJ] TaKoro CHH)XEHHUS
OCTaTOYHOM  KOHLEHTPALUHU
OolenpeBrpa HAMPSMYIO HE

HU3y4dajcs.

9HTCKaBI/Ip 9HTeKaBI/Ip HE ABJIACTCA 9HTeKaBHp u HCBUpAIIUH
CY6CTpaTOM, HHAYKTOPOM | MOT'YT OBITE Ha3Ha4YCHbI
nim I/IHFI/I6I/ITOpOM OJIHOBPCMCHHO oe3

nutoxpoma P450. B cBs3u ¢ | KOppeKuuu 10361
0COOEHHOCTSIMH nyTei
MeTabonusma SHTEKaBUpa
HUKAKUX KJIIMHUYECKH
3HAYUMBIX B3aUMOJIECUCTBUN
HE 0’KMJIaeTCA.

WnTepdeponst WuTepdepons! He oka3bIBatoT | IHTeppepoHbl U HEBUpANHUH
(merunupoBaHHbIE U3BECTHBIX 3(P(PEKTOB Ha | MOTYT  ObITh  Ha3HAYEHBI
uHTepdepoHs! anbda 2a u CYP3A4 nmm 2B6. Hukakux | OTHOBPEMEHHO 6e3
anbda 2b) KITMHIUYECKU 3HAYMMBIX | KOPPEKIUH JJO3bI.
B3aUMOJCUCTBUI HE
OJKHJAETCS.
Pubasupun PuGaBupun He  yrHeraeT | PubaBupuH u  HEBUpaNuH
LHUTOXPOM P450. B | Moryr  ObITb  Ha3HauEHBI
UCCIIEIOBAaHUAX TOKCUYHOCTH | OAHOBPEMEHHO oe3

pI/I6aBI/IpI/IH HE BBI3bIBAJl | KOPPCKIHUU JO36I.

WHIYKIWIO MMEYCHOTIHBIX
(dhepMeHTOB. Huxaknx
KIMHAYECKHU 3HAYNMBIX
B3aHMOJICHCTBUI HE
0XKHOACTCH.
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Temanpesup

Temanpesup

- e T S S noBpetetiom

MeTa0OIN3UpPyeTCs B MEUYECHU
CYP3A u
aBusieTcs  cyocrparom  P-

bepmeHTOM

IMKONIpOTenHa. B maHHOM
MeTa00aU3Me MOTYT
y4acTBOBaTh u JIpyrue
dbepmenTbl. OgHOBpEMEHHOE
Ha3HAUYCHHUE TeJanpeBupa M
JIEKApCTBEHHBIX MPEnaparos,
KOTOpbIE UHIYLHPYIOT
CYP3A H/Uan P-
TJIMKOTIPOTENH MOJKET
CHW)KaTh KOHIIEHTpAIlMK B
1asMe TeJanpeBupa.
HUCCIE0OBAHUN
B3aHMMOJICHCTBHUSA

Huxakux

TeJanpeBupa W HEBUpaInHa
HE TMPOBOJAWIOCH, OJHAKO,
HCCIICOBAHUS
B3aumogercteus HHUOT c
AQHAJIOTUYHBIM  HEBUPAIHUHY
myTeM MeTaboau3Ma
MOKa3ajlu CHUXKEHHE YPOBHSA
000X MperapaTos.

Ha3HAUEHUHW TeJalpeBupa MU
HEBUpanuHa cienyer
IPOSIBIATE OCTOPOXKHOCTH U
IMETh B BUAY BO3MOYKHOCTbH
KOPPEKLINH J03Bbl
TEeNaNpeBupa.

Tenbusynux

TenbuBynuH He dBiseTcs
cybctpaTom,
1581071 MHTHOUTOPOM

MHyKTOPOM

uuroxpoma P450. B cBs3u ¢
0COOEHHOCTSIMU nyTei
MeTabonu3mMa  TeNOUBYAMHA
HHKaKHX KIUHUYECKH
3HAUMMbBIX B3aHUMOJICHCTBUI
HE 0XKHJACTCH.

TenOuBynuH M HEBUpAIUH
MOFYT 6I)ITI) HAa3HAYCHBI
OJTHOBPEMEHHO oe3
KOPPEKIIMH JI03BI.

AHTAIM OB

[MumeTnauna

HumernauH: HUKAKOTO
3HQYMMOTO  BJIMSIHUS ~ Ha
napameTpsl
(hapMaKOKUHETHKH
IUMETHINHA HE
Ha0JI01aJI0Ch.

Hesupanuu Cmin 1 1,07

[MumeTuaH W  HEBUpPAIUH
MOTYT  OBITh  Ha3HAYCHBI
OJIHOBPEMEHHO oe3
KOPPEKITUH JI03bI.

AHTHKOAryJIsiHTBI
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Bapdapun B3aumoneiicteue MEK
AHTHKOAryJITHTOM MOHHUTOPHHT ypOBHE
BaphapruHOM ¥ HEBHPAITUHOM | CBEPTHIBAEMOCTH.
SIBJIIETCS KOMIUICKCHBIM; TIPH
3TOM CYILIECTBYET
BEPOSITHOCTh KaK
YBEJIMYEHUS, TAK U CHIDKCHUS
BPEMEHH CBEPTHIBAHUSA IIPU
ux OJTHOBPEMEHHOM
MIPUMCHCHHUMU.
KoHtpanentusnsle cpencra
Heno JAMIIA [Ipu OJTHOBPEMEHHOM
MEJIPOKCHUIIPOTEeCTEPOHA AUC & Ha3HAYCHWM HEBHPAIIUH HE
anerat (JJMITA) Cmin < BJIUSIET Ha [IOJaBJICHUE
Cmax <« OBYJISILIUH, BBI3BIBAEMOE
Hesupanun JMIITA. IMIIA u HeBupanux
AUC 1 1,20 MOTyT  OBbITb  Ha3HAuYEHBI
Cmax 1 1,20 OJIHOBPEMEHHO 0e3
KOPPEKIIMH JIO3BI.
Orunumcrpanuon (33) 20 OpasibHble ~ TOPMOHAJBHBIE
0,035 mr AUC | 0,80 (0,67-0,97) KOHTpALCNITUBBl HE JTOJDKHBI
Cmin, HO HCIIOJIb30BaThCS KaK
Cmax « 0,94 (0,79-1,12) €IMHCTBEHHBII METO/I

Hopatunapon (HOT)
1,0 Mr B cyTKH

HOT

AUC | 0,81 (0,70-0,93)
Cmin, HO

Cmax | 0,84 (0,73-0,97)

KOHTpALCNIUKA y JKCHIIWH,
MPUHUMAIOIIAX  HEBUPAITHH.
be3onacHocTh u
3 PEKTUBHOCTD TOMYCTUMBIX

7103 TOPMOHATBHBIX
KOHTPAILIETITUBOB  (OpaJIbHBIX
W OpYTUX bopm
MIPUMEHEHHUS ), ITOMHUMO
JAMIIA, ycraHOBIEHBl HE

OBLITH.

AHaJIBreTUKH/OTTHOU B

MeTtanoH, wuHIUMBUAYyanbHOE | MeTagoH [TanuenThl, NPUHUMAIONINE
JI03UpPOBaHUE AUC | 0,40 (0,31-0,51) METaJ0OH, TNepea Tepamnueit
Cmin, HO HEBUPATHOM JTOJIKHBI

Cmax | 0,58 (0,50-0,67)

HAXOJUTHCS TOJI KOHTPOJIEM
IJIs1  BBIABIICHUSA CI/IHHpOMa
OTMEHBI, a J03a MeTajoHa
JOJDKHA — KOPPEKTHPOBATHCS

COOTBETCTBYIOIINM 00pa3oM.

HpenapaTLI PACTUTCIILHOT'O IMPOUCXOKICHUA

3Bepo060oit TPOABIPSBICHHBIN
(Hypericum perforatum)

HpI/I OIHOBPEMCHHOM
NPpUMCHCHUN PACTHUTCIBHOI'O

Henn3s
Ha3Ha4aTh

OIHOBPEMCHHO
PACTUTCIILHLIC
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npemnapara 3BEPO0OS [HpeHapdaThl- | 3BepoGos — u

IPpOABIPABIICHHOT'O HCBUPAIIUH. Ecmm IMalfuEeHT
(Hypericum perforatum) | yxe NpUHUMACT 3TH
YPOBHU HEBHpAIUHa B | IIpeIaparsl, ciaenyer
CBEIBOPOTKEC MOI'YT CHHUXXAThCA. | IPOBEPUTH KOHLCHTPAIUIO

HEBHUpANMHA u, eciu
BO3MOJKHO, YPOBEHb
BUPYCHOM  HAarpy3ku, W
IIPEKPaTUTD IIPUMEHEHNE

npenaparoB,  COJCpIKaIINX
9KCTPAaKT TpPaBbl 3BEPOOOSI.
ITocne ux OTMEHBI
KOHILIEHTpalusi HEBHpanuHa
MOXET IOBBIATHECA. MOXKeT
noTpedoBaTbcsi  M3MEHEHUE
no3bl  HeupanuHa. [locne
MpeKpanIeHUs npuema
npenaparoB,  COJCpIKAIINX
JKCTPAKT TpaBbl 3BEPO0OS,
UHIYUUPYIOINN apdexT
MOXET  COXpaHAThCS B
TEUCHHE, KaK MHUHHMYyM, 2

HEJIEIb.

Oco0ble ykazanust

[TepBbie 18 Henenp Tepanuy HEBUPANMHOM SIBJISIOTCS KPUTHUECKUMU U TPEOYIOT TIIATEIHHOTO
HAOMO/IeHUsT 32 TAIMEHTAMH JJIsS BBISBICHUS BO3MOXKHBIX TSDKEIBIX M YIPOKAIOIIUX KU3HU
KOXKHBIX peakuuil (Bkiroudass cuHapoM CtuBeHca-J[DKOHCOHA M TOKCHYECKUH SIHIepMalbHbIN
HEKPOJIN3) U CePhE3HON NMEUEHOYHON/TIOYEYHONU HeTOCTAaTOUYHOCTH. Hanbonpuii puck pa3BuTus
peaKuHﬁ CO CTOPOHBI IECYCHU U KOXKH NPUXOANUTCS HaA ICPBLIC 6 HCACIIb TCPAIInU.

Taxoke creayeT MOMHUTh, YTO HEBUPANMH He MpeoTBpamaer nepeaauyy BUY-1.

Knuanyeckre 6MOXMMHUYECKHE TECTHI, BKI0OYas (QyHKIMOHAIbHbIE TIEYCHOUYHbIE TPOOBI, CIeyeT
MMPOBOAWTL 0 Hadajla TCpaIliuy HEBUPAIIMHOM U YCPE3 OMMPEACIICHHBIC IIPOMCIKYTKH BPEMEHU BO
BpEMA TCPAIIUU - KAXKABIC IBC HCACIIN B TCUCHUC IICPBBIX 2 MECALICB TCpAIlu, HA TpCTI/Iﬁ MeECAIT
TEpanuy U 3aTeM perysipHo. KoHTposb neueHouHbIX Ipo0 clieyeT NpOBOAMUTh, €CIIH Y MalueHTa
UMEIOTCS CUMIITOMBI HJTM MIPU3HAKHU TenaTuTa U/WiM THIIepUYyBCTBUTEIBHOCTH.

Ecmu aktuBHOCTE (hepmeHToB ACT mmm AJIT BeIe Gonee deM B 2,5 paza MO CpaBHEHHIO C
BerHeﬁ rpaHHueﬁ HOPMEI J10 HaYajla WKW B IMPOLECCE JICUCHUA, ITOKA3aTCIn q)YHKHI/II/I II€YCHN
JIOJDKHBI KOHTPOJIUPOBAThCS Yallle BO BpeMsl PEryJsIpHBIX oOcienoBaHuil. HeBupanuH Henb3s

Ha3HayaTh nanueHTam ¢ nosbimenneM aktTuBHocTd ACT wm AJIT B Gonee uem 5 pa3 ot BepxHei
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5 pa3 NpeBBIIAIONIETO BEPXHIOIO I'PAaHUILy HOPMBI.

3abonesanus nevenu:

HeBupanus He NOKEH MPUMEHSTHCS Y MAllUEHTOB C TSHKEIBIM HapylLIeHHeM (YHKLUUU MEeYeHU
(xmacc C o Yaina-ITpro).

Bce manumeHTsl, a 0COOCHHO € TEYEHOYHOW HEIOCTaTOYHOCTBIO JIETKOH M CpeiHed CTeneHu
TSYKECTU JIOJDKHBI HAXOAMTHCS I10J] THIATEIBHBIM KOHTPOJIEM [UIsi CBOEBPEMEHHOIO BBISABICHUS
TOKCUYECKUX PpeakUui, T.K. PUCK MOSBICHHUS KaKUX-JIMOO peakUuil cO CTOPOHBI MEYCHU
COXpaHseTCAd U IO NPOIIECTBUU NEPBBIX 18 Hemenp Tepanuu, MOITOMY MOHUTOPUHI CIEAYeT
IPOJODKATh € YacTbIMM MHTepBanaMu. IlanmueHTsl ¢ XpoHumueckuMm renatutoMm B umm C,
NOJyYarolue KOMOMHMPOBAHHYIO aHTHPETPOBHPYCHYIO TEpaluio, HAXOJITCA B TpyIIe
MOBBILICHHOIO PUCKA TSDKENIBIX WU JKU3HEYTPOJKAIOIIUX HEXKENATEIbHBIX SIBJICHUI CO CTOPOHBI
rernatoOWINapHO cuctembl. B cilyyae OJHOBPEMEHHOIO NPUMEHEHUS HPOTHUBOBUPYCHBIX
IpernapaToB Juid JeueHuss BupycHoro remaruta B wim C crnenyer pyKOBOACTBOBATHCS
uHpopManrell MHCTPYKUUH MO NMPUMEHEHHWIO 3THX NpenapaToB. Y NAIMEHTOB C W3HAYAIBHO
UMEIOIMMCST HapylIeHHeM (YHKUUU [€YEeHH, BKJIIOYas AaKTHUBHYIO (OpMY XPOHHUYECKOIO
rernaTtuTa, OTMEYaeTcsl yBEJIMYEHHWE YacTOThl HapylmleHMH (QYHKUMH TEYeHH MpHU
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOM Tepanuu. Takum manueHTaM HeoOX0AUMO Ha0It0ieHuE
B COOTBETCTBHM CO CTaHJAPTHOM KIMHUYECKOM mpakTukoi. Heobxommmo paccMmoTperh
BO3MO>KHOCTb ITPUOCTAHOBJICHUS WM IPEKPALICHUS JICUCHHS B CIIy4ae NPOSBICHUN yXyAIICHUS
3a00J1eBaHNs IEUYEHH Y TAaKUX OOJIBHBIX.

[IprHAIEKHOCTD K KEHCKOMY MOy M/WIM TIOBbIIeRue KommdecTBa CD4 xietox (>250/mm® y

B3pOCHBIX JKeHIMH u 400/MM°

y B3pOCJIBIX MYX4YHMH) B Hayaje TEparnuyd HEBUPAUHOM
aCCOLIMMPOBAHBI C O0JIee BHICOKUM PHCKOM HEXEIATeNbHbIX PEaKIMid cO CTOPOHBI IIEYEHH, ECITU
B mua3Mme namnuenrta onpexaensercs PHK BUY, T.e. konuentpauus >50 konuii/Mia B Hayvaie
TE€panuy HEBUPAITMHOM.

BcenencrBue BO3MOKHOIO  pa3BUTHSL TSDKENBIX M JKA3HEYTPOJKAIOIIMX T'eNaTOTOKCHYECKHUX
peakuuii, TEPANNUI0 HEBUPAIIMHOM HE CIENYET HAYMHATH Y B3POCIBIX KEHIIUH C KOJIUYECTBOM
CD4 xnetok 6osee 250 B 1 M° wiIi B3poCIBIX MysK4uH ¢ KonudectBom CD4 knetok 6osee 400 B
1 Mm%, y koTopeix B mmasme ompenensercs PHK BUU-1, ecnu monb3a He TPEBBITIAET PHCK.
Paboomuonuz: B penkux ciydasx y HAlMEHTOB C PEAKIMSIMH CO CTOPOHBI KOXH U IE€YEHH,
CBSI3aHHBIMH C UCIOJIb30BAaHUEM HEBUpPAIIMHA, HAaOII0AasCsT pabIOMHUOIH3.

Ocmeonexpo3: coo0LIATIOCH O CIIyYasiX OCTEOHEKPO3a, 0COOCHHO Y ALIUEHTOB C YCTaHOBJIEHHBIMU

dakTopamu pucka, mnporpeccupoBanneM BUY-uHpexknnm WM IATEIBHO TMOTYYarOIINX

KOMOMHHMPOBaHHYIO aHTUPETPOBUPYCHYIO Teparnuto. YacTtoTa pa3BUTHM HeusBecTHa. [lannentam
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CJenyeT peKOMEHI0BaTh OOPaTUTHCS 33 MEIUIIH

B CYCTaBaX Nniin 3any,I[HeHI/I$IX HpI/I JOBUXKCHUN.

Peaxyuu co cmoponwvl kodxcu: HEBHpPANUH JIOJDKCH OTMEHSTHCS y JIOOOr0 MAIlMeHTa B Cllydae
Pa3BUTHUS BBIPAKCHHOM CBIIH HJIH CHIITH, COITPOBOXIABIICHCS OOIUMHU CUMIITOMAMH (JIMXOPaJIKa,
o0Opa3oBaHHUE My3bIPEH, U3MEHEHHUS CIM3UCTOW OOOJIOYKH IOJIOCTH PTa, KOHBIOHKTHBHT, OTCK
nuia, 601K B CycTaBax M MBIIIIAX, 00Iee HeJoMOTranue), mpu cuaapome CtuseHca-/>koHcona
HNJIN TOKCUYCCKOM SHHI[epMaHBHOM HerOJII/I3e. HGBI/IpaHI/IH JOJIPKCH GBITB OTMCHCH U HC JOJI)KCH
HA3HA4YaThCsl BHOBB y JIOOOrO MAaIlMEHTa B CIIydae Pa3BUTHS PEAKIMH TMIICPYYBCTBUTEIBLHOCTH,
XapaKTePU3YIOIIUXCS CHIITBIO U OOIMMH CHMITTOMAaMH ITOPAYKECHUS BHYTPECHHUX OPraHOB, TAKUMHU
KakK reriaTur, 303HHO(1)I/IJII/I$I, I‘paHYHOI_[I/ITOHeHI/ISI n HapymeHHe q)yHKL[I/II/I IIOYCK, a TAKXKC B cnyqae
JPYTUX U3MEHEHHUI BHYTPEHHUX OPraHOB.

[TarueHTOB HEOOXOAMMO HH(POPMHUPOBATH, YTO OCHOBHBIM ITPOSBICHUEM TOKCHUHOCTH Iperapara
HEBUPAIMH SBJIACTCS ChIllb. JI0JKEH HCII0JIb30BaThCS BBOIHBIN HaYaJIbHBIN ITEPUO/T JICYCHHS, TaK
KakK YCTaHOBJ'IeHO, 9ToO 3TO YMGHI)HIaCT ‘-IaCTOTy CBIIIN. B 6OJ'II)HH/IHCTBG cnyqaeB ChIIlb, CBA3aHHAas
C HpI/IeMOM npenapaTa, BO3HUKACT B HepBI)Ie IeCTh HCICIIb Tepam/n/l, HOE)TOMy HNMCHHO B TCUCHUC
9TOr0 Mepuoja HeoOXOJUMO  THIATEIbHOC HAOJIOJCHHE IMAllMEHTOB B  OTHOIICHHUHU
JICPMATOJIOTMYCCKUX Peakiuii. [laleHThl MOKHBI OBITH MPOMH(POPMHUPOBAHBI O TOM, YTO B
Clly4ae pa3BUTHUS KaKOH-IMOO CHIIM BO BPEMsI HAYaJIbHOT'O BBOJHOIO NE€PHOJA JICYEHHUS, 103y
Mperapara He clielyeT NOBbIIIATh JI0 ABYX Pa3 B ICHb JIO TEX MOP, ITOKA ChIIIb HE UCUYE3HET. Pexnum
J03upoBaHus ¢ npumeHeHreMm 200 Mr mpenapara OuH pa3 B JICHb HE JOJDKSH IPOIOKATHCS
Oonee 28 gHeH, K ’TOMy MOMEHTY BpPEMEHH cleayeT pa3paboTaTh Ipyroi pexxuM. B pemkux
cnyqaﬂx y ITalITUCHTOB C peaKHI/IHMI/I CO CTOpOHI)I KOXH U IICYCHU, CBsSI3aHHBIMU C UCITIOJIb30BAHUEM
HEBHpAIlUHA, HAOIIOAANICS Pa0OMUOIIHU3.

[TokxazaHo, 4TO OTHOBPEMEHHOE IPUMEHEHHUE MpenHu3onaona (40 Mr/aeHp, B TeUeHHe MepBhix 14
JHEH MpremMa HEeBUpAlKMHA) HE YMEHbIIAET YaCTOTYy BOSHUKHOBEHHUS CHINH, a, HAIIPOTHB, MOKET
YBGJ'II/ILII/IBaTI) T-IaCTOTy )IepMaTOJ'IOFI/ILICCKI/IX peaKHI/Iﬁ B TCUCHUC HepBI)IX 6 HCIOCIIb TepaHI/II/I. K
quciay (aKTOpoB pHCKA Pa3BUTHUSA CEPHE3HBIX KOXKHBIX PEAKIM OTHOCUTHCS HapyIIeHUE
pEeKOMeHIaluii 0 MpUMeHeHuH npenapara B 1o3¢ 200 Mr B IeHb B TeU€HHE BBOJHOTO HAYAIBHOTO
nepuoAa jeueHus. Puck paszButus Oojee Cepbe3HBIX HCXOJOB JE€PMATOJIOTMUECKUX PEaKIUi
BO3pacTaeT B ciydae MPOMEIUICHHS C OOpameHHuEeM 3a MEAMIIMHCKOW KOHCYJIbTAIlUEH Iociie
Ha4daJla CUMIITOMOB. PI/ICK pa3BI/ITI/I$[ ChIIIN y KECHIIIMH BBIIIIC, YEM Y MYXK4YHUH, KakK B cnyqae
NPUMEHEHUS HEBUPAINHMHA, TaK U B CITydae Tepanuu, He CoJIepKalieil HeBUpauH.
I'panynoyumonenus: TNaUEHTH, TOMYYaIONIMe HEBUPANMH B KOMOMHAIIMM C 3HJIOBYJIUHOM
OCO6GHHO B He}II/IanI/II/I, AT E€HTHI, nonyqafoume BBICOKHUE dO3bI SI/I)IOBYJII/IHa 1 TIAIIUCHTHBI C

HU3KHM pe3epBOM KOCTHOTO MO3ra, B yacTHocTH, BUY-undunrpoBanHbie, UMEIOT MOBBIICHHBIN
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MOHUTOPHHI II0OKa3aTeJIed KPOBH.

Peaxyuu co cmoponsi neuenu: HeOOXO0IUMO MTPOUHPOPMHUPOBATH MAIIMEHTA O TOM, YTO PEAKIHH
CO CTOPOHBI TMEYEHH SBISIOTCA OCHOBHBIM BHJOM TOKCHYHOCTH IIperapara HEBUPAIIKH.
[TaruenTam, y KOTOPBIX OTMEYAIOTCS MPU3HAKKU WM CUMIITOMBI Te€MaTUTa, CIeAyeT MPEeKPaTUTh
IpUEM Tpernapara U HeMeIJICHHO 00paTUThCs B MEIUIIMHCKOE YUPEXKICHHE sl 00CIe10BaHUs,
KOTOpOE JOJDKHO BKJIIOYATh OIEHKY IMokaszarenei (yHkiuu mnedeHu. [Ipu ucnoip3oBaHuU
MHOTOKPATHBIX J03 Mpernapara HEBUPANHH C LEJIbI0 MOCTKOHTAKTHOM NPOGUIAKTHUKU JIUI,
KoTopple He Obuin uHPuuupoBansl BUY, coobmanock 0 TSKENbIX MPOSIBICHUIX
reaToTOKCUYHOCTH, B T.4. O PAa3BUTHM NEUYCHOYHOHM HEJOCTATOYHOCTH, TpeOyromen
TpaHCIUIAaHTALIUK [1€YEHHU.

[TocTkoHTakTHasA MpodUIAKTHKA JUI], KOTOpble HEe Obun HHpUIMpoBaHbl BUY, He oTHOCUTCS K
YHUCIy OAOOPEHHBIX MMOKa3aHWW Uid MPUMEHEHUs Ipernapara M MOITOMY KaTerOpUYECKU He
peKoMeHayeTCsl.

Bricoknii pHCK HEXENTaTeNbHBIX PEaKIUil CO CTOPOHBI MEYEHU BO BpEeMs MPOBEACHUS JIFOOOU
AHTUPETPOBUPYCHOHN Tepamuu (B TOM YMCIE U BO BpeMs Tepalnuu, BKIIOYAIONICH HEBUPAIIKH)
OTMEYaeTcsl MPU UCXOTHOM yBenndeHnH akTuBHOCTH pepmenToB ACT mnu AJIT Gonee yem B 2,5
paza 1o CpaBHEHHIO C BEPXHEH rpaHUIIeH HOPMBI, W/WIIH NP Hanu4uu rematuta B w/wmm C.
Koumponb cocmoanus neyenu: 6€CCUMITOMHOE MOBBILIEHHE aKTUBHOCTH (DEPMEHTOB MEUEHU U
ramma-rnytammitpaicepassl  (I'TT) ommceiBaeTcss 4yacto U He sBIsieTCs 0€3yCIOBHBIM
MPOTUBOINOKA3aHUEM JIJIsl IPUMEHEHUSI HEBUPAIIHA.

Pexomennyercs cTporuil KOHTpOJIb MOKaszareiaed QpyHKINK NeYeHn Yepe3 KOPOTKHE MHTEpPBajbl
BPEMEHH, B 3aBUCUMOCTH OT KJIIMHUYECKOTO COCTOSIHUS MAallMEHTOB, OCOOEHHO B TEUEHHE MEPBBIX
18 nenenp nedyenus. KnuHuueckuit U mabOpaTOpHBI KOHTPOJIb JOJKEH MPOJOIIKATHCS Ha
IIPOTSKEHUH BCETO NEPUOAA JIeUeHUs. Bpaun v manueHTs! JOIKHBI HACTOPOKEHHO OTHOCUTBCS K
TaKUM MpPOJPOMAIbHBIM IMpPU3HAKAM MM CHMIITOMAaM TenaTHTa, KaK aHOPEKCHsl, TOLIHOTA,
KeNTyxa, OunpyOuHeMus1, 00eCIBeUnBaHNE Kajla, TemaTOMETalus Wik O0JIE3HEHHOCTh TICUCHH.
[TatMeHTh! JOHKHBI OBITH MPOMH(GOPMHUPOBAHBI O HEOOXOAUMOCTH OOpaIleHHs 3a METUIIUTHCKON
KOHCYJIbTAIleH B TAKUX CITydasix.

B cmydae moBbimenust aktuBHOCTH (epmeHToB ACT mim AJIT Gomee wem B 2,5 pasa 1o
CPaBHEHMIO C BEpXHEH rpaHMlleldl HOPMBI J0 Hayala WIM B IpOLECCE JeUeHUs, MOoKa3aTelu
(YHKINY MIEYeHU JOJKHBI KOHTPOJIMPOBATHCS Yallle BO BPEMsl peryJIsipHbIX 00CIIeI0BaHHH.
HeBupanun He MomKeH Ha3HAYAThCS MAIMEHTaM, y KOTOPBIX McxomHas akTUBHOCTH ACT wim
AJIT G6onee yem B 5 pa3 MpeBbIILIAET BEPXHIOIO I'PAHUILy HOPMBI (/10 T€X MOp, MOKa OHA CTA0UIBHO

HE CHU3UTCS JI0 YPOBHS MEHEe UeM B 5 pa3 MPEeBBILIAIOIIETO BEPXHIOI TPAHUILy HOPMBI).
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Ecnmu aktuBHOCTE pepmerToB ACT mmm AJIT rOBLImaelQﬂ_' 6-0?1%9';&4 11_ %J?)léglrro Jna eHJi/Ho Cc

MY OTUETY

BEpXHEW TrpaHulell HOPMBI B XOJ€ JICUCHUS, HEBUPANTUH JOJDKEH OBITh HEMEIJICHHO OTMEHEH.
Ecnu aktuBHOCTh (hepmentoB ACT u AJIT Bo3Bpamiaercss K UCXOIHBIM 3HAYCHHUSM H, €CIIH Y
MalUeHTa He BO3HUKAIOT KaKue-IN0O KIMHUYECKHE NMPU3HAKH WM CHUMIITOMBI TelaTuTa, WIn
o0lIre CUMIOTOMBI WM JPYTHUE SIBJICHUS, YKa3bIBAIOLIUE HA HApYIICHUS (YHKIHH BHYTPEHHHX
OpraHoB, MPHMEHEHHE Ipernapara HEeBHPAMH MOXKET ObITh BO30OHOBIEHO (€CIH CYIIECTBYET
KJIMHUYEeCKast He0OX0IMMOCTh). Pemenne 06 3TOM JODKHO MPUHUMATHCS B KQKIOM OTAEIHHOM
cly4yae, HCXOAd U3 KIMHMYECKON HeoOxomumoctu. I[loBTOpHOE Ha3HaueHue Mpemnapara
HEBUPANHH JOHKHO OCYIIECTBIISTHCS B YCIOBUSAX MOBBIIICHHOW KIMHUYECKON M J1a00paTOpHOI
HACTOPOXKEHHOCTH, B HavaJIbHOU 103e 200 mr/neHs (B TeueHue 14 nHeil), ¢ MOCIEAYIONINM ee
nosbimeHueM 10 400 mr/nens. Eciiu Hapymenus GyHKIUN IeYeHH BO30OHOBIISIOTCS, HEBUPATH
JOJIKEH OBITh OKOHYATEIHLHO OTMEHEH.

B cnydae pa3zButHs renatura, COnpoBOXKIAOMIET0Cs TAKUMH KIIMHUYECKUMU MPOSIBIICHUSMU, KaK
aHOpEKCHs, TOIIHOTA, PBOTA, XKEJITyXa U U3MEHEHUEM JIaOOpaTOPHbIX MOKa3zaTenel (yMepeHHbIe
WIN 3HAYUTEIbHBIC M3MEHEHUS NOoKa3aTejed (yHKIUN NedeHH, 0e3 yueTa aKTMBHOCTH ramMMa-
IyTaMuITpancdepasbl), HEBUPAIKH JI0JDKEH OTMEHAThCS OKOHYaTeNnbHO. HeBupanux He 10KeH
HA3Ha4YaThCsl TIOBTOPHO TEM IMallMeHTaM, Yy KOTOPBIX MOTpeboBanach €ro OTMEHA BCIIEJCTBHE
Pa3BUTHSI KIMHUYECKU BBIPA)KEHHOTO Ie€NaTUTA, BHI3BAHHOI'O HEBUPAIIMHOM.

Bec u memabonuueckue napamempuol. Ha GOHE IPOBOAUMOMN aHTUPETPOBUPYCHOM TEPATUU MOXKET
HAOIO/IaThCSl YBEIMYCHUE MACChl Tela W TMOBBIIICHUE KOHIIEHTPAIMM TIIOKO3bl U JIMIHIOB B
KpoBHU. /laHHbIE M3MEHEHHS YaCTHYHO MOTYT OBITh CBSI3aHBI C CaMUM 3a00JIeBaHHEM U 00pa3oM
JKU3HA. B HEKOTOpBIX cCilydasx JOKa3aHO BIMSHUE NPOBOAMMON TEpaluy Ha IOBBIINICHHE
KOHLEHTPAllUU JIMIHJIO0B, HO HET YOEAWTEIbHBIX JAHHBIX, CBHUJIETEJIbCTBYIOUIMX O BIUSHUU
Tepanuu Ha yBEJIMYEHHUE MACChI Tesla. MOHUTOPUHT KOHLIEHTPAMH TJIFOKO3bI U JIUIIHUJIOB B KPOBU
clenyeT TPOBOJUTH, PYKOBOACTBYSCh HWHoOpManueil pexkoMmeHmanuii mno jieueHuto BUY-
uHpexnuu. Hapymienus munuaHoro oOMeHa HEOOXOJUMO KOPPEKTUpPOBaTh B  Clydae
KJIIMHUYECKOW HEOOXOAMUMOCTH.

Cunopom eoccmanosnenus ummynumema:. y BUY-uHOUIUMPOBAHHBIX MAIMEHTOB C TSHKEIBIM
UMMYHOJIC(UIIMTOM Ha MOMEHT Ha3HA4eHHUs KOMOMHHPOBAHHON aHTHPETPOBUPYCHOW Tepanuu
MOTYT BO3HUKHYTh BOCHAJIUTENbHbIE pEAKIUH Ha HE BBI3BIBAIOIIME CHUMIITOMOB WU
pe3uyajabHble YCIOBHO-IIATOI€HHbIE MUKPOOPTaHU3MBbI, YTO MOXKET NPUBOJUTH, K Pa3BUTHUIO
CephEe3HBIX KIMHUYECKUX COCTOSHUN MJIM yXyJIIaTh CUMITOMBI 3a0ojeBaHus. OOBIYHO Takue
peaknuy HaOJIOJAMCh B TEUEHHE IEPBBIX HECKOJIBKHX HEIENb WM MECAIEB IOce Hayaia
KOMOMHHMPOBAaHHOW aHTHUPETPOBUPYCHOM Tepanuu. TUINHYHBIMA TOpUMEpaMH  SIBISIFOTCS

OUTOMETAJIOBUPYCHBIC PETUHUTHLI, TCHCPAIN30BAHHLBIC A/WIHA JIOKAJIbHBIE MI/IK06aKTepI/IaJ'H)HI)Ie
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CHUMIITOMBI JOJDKHBI BBISBIATHCS, U IPU HEOOXOAUMOCTH JIOJKHO OBITh HavaTo JieueHue. Takxke
CO00IIaTI0Ch O Pa3BUTHH ayTOMMMYHHBIX 3a00JIeBaHUH (Takux Kak 0oyie3Hb [ peiiBca), KOTopbie
HOSBIISUIUCH HA (JOHE UIMMYHHOM PEaKTUBALMH: OJJHAKO OIMCBIBAEMOE BpeMs 10 UX Hayalla O4E€Hb
BapHUabeIbHO U 3TH SIBJIEHUS MOTYT MOSIBUTHCS Y€PE3 MHOT'O MECSLIEB 110CIIE Hayalla Tepanuu.
HeBupanun He peKOMEHIyeTcsl MPUMEHATH ¢ 3(aBUPEH30M, pU(paAMIHIMHOM, KETOKOHA30JIOM,
JIeNTaBUPIUHOM, STPABUPUHOM, PUIINIMBUPUHOM, JIBHTETPABUPOM (COBMECTHO C KOOHIIMCTATOM),
OouenpeBupoM, a Takxke ¢ pocaMInpeHaBUPOM, CAKBUHABUPOM, aTa3aHaBUPOM (B cilydae, Korzaa
OHM HE NPUMEHSIOTCS COBMECTHO C HM3KOM 1030i1 puroHaBupa). HeBupamuH He cienyer
UCIIOJIb30BaTh B KAauecTBE E€JUHCTBEHHOIO Ipenapara (MoHoTepanus) anas Jiedenuss BUUY-1
UHQEKIMH B CBS3M C BO3MOXKHOCTBIO DPAa3BHTHS pPE3UCTEHTHOCTH. CieayeT HMOMHUTH, YTO
HEBUpANIMH He MpenoTBpamaer mnepegayy BUY-1 310poBbIM oM depe3 KpoBb U IpH
HE3aIIUIIEHHOM [T0JIOBOM KOHTAKTe.

Hnpopmayus o 6cnomozamenvbHuix 6euyecmeax

[Tpenapat HeBupnun conepxut menee 1 Mmoo (23 mr) Hatpust Ha 200 Mr, TO €CTb, 10 CYTH HE
COJICPXKUT HATpHS.

BinsiHue Ha cOCOOHOCTH YNPABJIATH TPAHCIIOPTHBIMH CPEACTBAMH H MeXaHU3MaMHU
CreunanbHbIX MCCIEAOBAHUN 10 M3YYEHHUIO BIMSHHUS Ipenapara Ha CIHOCOOHOCTh YHPAaBISATh
aBTOMOOWJIEM U ABMXKYILIMMMCS MEXaHU3MaMU HE MPOBOJAUIIOCH. TeM He MeHee, NpU OLEHKE
CHOCOOHOCTH MNAlMeHTa YMNPaBIATh aBTOMOOMJIEM W JIBHXKYIIMMHUCS MEXaHHU3MaMHU CJeayeT
IPUHUMATh BO BHHMaHHE €ro o0llee COCTOSHHUE, a TaKKe XapaKTep HEXKeJaTeNIbHBIX peaklui
HEeBUpaINuHa.

dopMa BbIIIYCKa

TabneTku, MOKPHITHIE MIIEHOYHOM 000104K0i, 110 100 Mr 1 200 Mmr.

Ilepsuunan ynakoseka nexkapcmeenHno20 npenapama

ITo 10 TabneTok B KOHTYPHYIO STMEHKOBYIO YIIAKOBKY U3 IJIEHKU MOJIMBUHWIXJIOPUIHON U (ponbru
AJTIOMUHHUEBOM NT€YaTHOM JTaKUPOBAHHOM.

ITo 30, 60, 100 mau 500 Tabnerok (Ig CTalMOHAPOB) B OaHKY MOJIMMEPHYIO C KPBIIIKOH
HATSATUBAaeMOI C KOHTpPOJIEM IMEpBOro BCKpbITHsA. Ha OaHKM HakJIeMBalOT 3TUKETKU U3 Oymaru
STUKETOYHOM MM MHCYeH WK U3 MOJUMEPHBIX MAaTEPUAJIOB, CAMOKJIESIIIIECS.

Bmopuunas ynaxkoexa nekapcmeennoz2o npenapama

ITo 3, 6 wim 10 KOHTYpHBIX AYEHKOBBIX YNAKOBOK BMECTE C MHCTPYKLMEH IO NMPUMEHEHHIO
MOMEIIAIOT B MAUKy M3 KapTOHA Ui NOTpeOuTeabCcKor Taphl. [lauku momMeriaroT B IpyIIOBYIO

YIaKOBKY.
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YIaKOBKY.
Cpok rognocTu

4 rona. He npuMeHSTh IO UCTEUEHUHU CPOKA TOJHOCTH.

YciaoBusi XxpaHeHust

B 3ammumnienHom ot cBera Mecte npu Temneparype He Boiie 25 °C.

XpaHUTb B HEJOCTYITHOM JJIsl IETEH MecTe.

YcaoBus oTnycka

OTnycKaroT 1Mo peLernTy.

IIpousBoaurenn

AO «®apmacunres», Poccus

KOpunnuecknii agpec:

664007, Upkyrckas 061., r. Upkytck, ya. KpacnorBapaeiickas, 1. 23, oduc 3
Anpec npou3BOJCTBEHHON IIOIIAIKU:

r. UpkyTck, ya. P. JlrokcemOypr, 1. 184

Ten.: +7 (3952) 55-03-55

Anpec snekrponHoit moutsl: info@pharmasyntez.com

Opranusanus, NPUHUMAIOLIAS IPEeTEeH3UU NoTpeduTes e
AO «®apmacunres», Poccus

664040, r. Upkytck, yiu. P. JlrokcemOypr, 1.184

Ten: 8-800-100-1550

Anpec anekTpoHHO# mouThl: info@pharmasyntez.com

Hutepuer-caiir: Www.pharmasyntez.com

Buue-npesuaeHt
10 pa3BUTHIO OU3HEcCa

AO «DapMacuHTE3» Manex H.1O.
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