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COTJACOBAHO
MHWHUCTEPCTBO 3JIPABOOXPAHEHU ST POCCUICKOM OEJIEPALIMH

MHCTPYKLIUA
10 MEJULIMHCKOMY TMMPUMEHEHHIO JIEKAPCTBEHHOI'O TTPEITAPATA
PET'ACT

Perncrpaunonnniit nomep: JII1-002554

Toprosoe HanmenoBaume : Peract

Mexaynapoanoe HenaTeHTOBAHHOE HJH I'PYNIHUPOBOYHOE HAUMEHOBAHME: shaBupens
JlekapcrBennasi hopma: TabieTku, MOKpPLITIE MIEHOYHOMH 060104KOf

Cocras

JeiicTByouee BelIeCTBO:

S¢asupens 100,0 mr, 300,0 mr, 400,0 mr, 600,0 mr

Benomorare bHble BeuiecTna:

Kaxnas tabneTka, nokpeITas nieHOYHOI 060104K0# COACPIKHT:

Anpo: Geranekc (6era-unkaonekcrpun) — 2,0 mr/ 6,0 mr/ 8,0 mr/ 12,0 Mr; kanbius creapar —
1,0 mr/ 3,0 mr/ 4,0 mr/ 6,0 mr; kpocnoBuaoH - 12,0 mr/ 36,0 mr/ 48,0 mr/ 72,0 mr; Hatpus
naypuicynsgar — 3,5 mr/ 10,5 mr/ 14,0 mr/ 21,0 mr; nakTo3sl Monoruapar — 62,0 mr/ 186.0 mr/
248,0 mr/ 372,0 mr; nosugon K 25 — 4,0 mr/ 12,0 mr/ 16,0 mr/ 24,0 mr; nonucop6ar-80 (TBuH-
80) — 1,5 mr/ 4,5 mr/ 6,0 mr/ 9,0 mr, uemnonosa MUKpOKpHUcTaminmdeckas — 9,0 mr/ 27,0 mr/
36,0 mr/ 54,0 mr.

Obonouka nieHounas: ['oToBas BojopacTBOpUMas miaeHouHas obonouka — 5,0 mr/ 15,0 mr/
20,0 mr/ 30,0 mr (CoctaB 0GOMOUKHM: MHAPOKCHIPONMAMETHILENTON03a (FHIIPOMENI03a) -
74,2 %, nonanstunenrankons 6000 (Makporoa 6000) — 14,3 %, tutaHa guokcua- 3.5 %, TallbK-
2,3%, KpacuTenb Kene3a OKCHJ KpacHblii-1,4%, KpacuTe b jKese3a OKCH wKenThlii-4,3%).
Onucanue

Anst nosuposku 100 Mr: Kpyrible ABOSKOBBIMYKIble TaGNeTKH, ¢ PUCKOH C OAHON CTOPOHbI,
MOKPBITbIE MJIEHOYHON 060/104KOH OT CBETIO-KOPUUYHEBOIO 10 KOPUYHEBOrO 1{BETA.

Hns nosuposok 300 mr, 400 mr, 600 Mr: oBainbHbIE ABOAKOBBIMYKIbIE TabneTKH, MOKPbIThIE
MIEHOYHON 000I0UKOMH OT CBET/IO-KOPHYHEBOIO 10 KOPHYHEBOTO 1{BETA.

Ha nonepeunom paspese s1apo 6e10ro uiu 6e10ro ¢ JKeaTOBATHIM OTTEHKOM LIBETA.

PapmakoTepaneBTHYeCKas rpynmna: npotuBoBupycHoe [BUY] cpenctro.
Kon ATX: JOSAGO03



dapmako/IornyecKkue cBoiicTBa

Dapmakoounamuxa

Mexanusm  Oeiicmeus. dasupens npeacraBiaser coboit HEHYKJICO3U/IHbIH  MHTUOUTOP
obparHoit  Tpauckpunrassl (HHUOT) BUY-1. OaBupens sBAsSETCS HEKOHKYPEHTHBIM
uHrubuTopom BUY-1 obparkoit tpanckpuntassi (OT) u CYLIECTBEHHO He MHrubupyer BUY-2
OT u JIHK-nonumepassi (o, B, y u 8) k1eTok yenoseka.

IIpomusosupycnas akmusnocme. TlpoTuBoBMpyCHas s¢pdexrTuBHOCTL dhaBupenza in vitro
OLCHMBAIACH  Ha  MM(POGJACTHBIX  KJETOYHBIX JIMHMAX, MOHOHYKIEApPHBIX  KJETKax
nepupepuyeckoit KPOBH M KyJIbTYpax Makpo(aroB/MOHOLMTOB. Uurubupyrouas KoHueHTpauus
(UK) adasupensa, neodbxoaumas ais 90-95% unrnbupoanus (MKoo.95) wraMmoB aukoro tuna
WM 1aDOPaTOPHBIX KIMHMYECKUX H30JATOB, PE3UCTEHTHBIX K 3WJIOBY/IMHY, HaXOAMTCSH B
npeaenax ot 0,46 1o 6,8 Hmosn/.

Pezucmenmnocme. Tlpotusosupychas > QekTHBHOCTL dpaBUpeH3a B KIETOUHOI Kyl1bType B
OTHOLUCHMH Pa3sHOBMAHOCTEH BHUpyca ¢ 3ameHaMu amuHokucaot B OT B nonoxenusx 48, 108,
179, 181 unm 236, a Takke B OTHOLIEHHH PasHOBMAHOCTEH C 3aME€HaMM aMHUHOKMC/IOT B
npotease, Obila aHAIOrMYHa TAKOBOH B OTHOLIEHMM BMPYCHBIX LITAMMOB AMKOrO THIIA.
EQMHCTBEHHBIMU 3aMeHaMH, KOTOpPbIE MPUBENH K MOSABIEHHIO HauGOMbLICH PE3UCTEHTHOCTH K
3haBUpeH3y B KIETOYHOM Ky/IbType, SBAAIOTCA 3aMeHa NeilMHA HA M30MEHLIMH B MONOKEHMH
100 (L1001, 17-22-kpaTHoe yBenMYeHHE PEIUCTEHTHOCTH) M JIM3MHA HA ACTIAPATMH B MONOKEHUH
103 (K103N, 18-33-kpaTHoe yBenuueHHe pe3ucTEHTHOCTH). bBonee uewm 100-kpaTHoe
YMEHBLIEHHE BOCIIPMUMYHBOCTH BHMPYCOB K Mpenapaty HabIi04anock B OTHOLUEHMH
pasHoBuaHoctelt BHY, okcnpeccupyiowmx 3ameny KI103N B jononHenue K apyrum
aMHMHOKHCIIOTHBIM 3ameHaM B OT.

3amena K103N ssnsnace HauGonee yacto nHaGaonaemoii 3amenoit B OT BHPYCHBIX LITAMMOB,
MOJYYEHHbIX OT MALMEHTOB, Y KOTOPbIX Ha0/I0AAN0Ch CYLECTBEHHOE YBEIMYEHHE KOTMYECTBA
BMPYCHBIX 4acTHL B Mja3mMe KpoBH (BO3BpaTHas BUPEMHS) B KIMHMYECKMX MCCIEAOBaHHMSAX
NpUMEeHeHUs 3aBUpeH3a B KOMOMHALIMM C MHAMHABUPOM MM B KOMOMHALIMH C 3UJOBYAHHOM M
namuBymuHoM. JlanHas mytauus nabmonanack y 90 % nauueHToB ¢ HeI()(EKTHBHOCTBIO
Tepanuu s¢asupensom. Takke, XOTs M pexe, M 4yacTo Tonbko B KomOuHaumn ¢ K103N,
Habmoaanuce 3amensl B OT B mosnoxenusax 98, 100, 101, 108, 138, 188, 190 u 225. Tun
aMHHOKMCIOTHBIX 3amMeH B OT, CBA3aHHBIX € YCTOMYMBOCTBIO K 3(aBHUpeH3y, He 3aBMCEN OT

ApYruX NpOTUBOBUPYCHBIX MPENapaTos, NPUMEHABLINXCS B KOMOUHALMHU C 3)aBUPEHIOM.



llepexpecmnan  pesucmenmnocms. Wsyuenne npoduaei rnepekpecTHoOll  Pe3UCTEHTHOCTH
aaBupeH3a, HeBMpANWHA W JAENaBUPAMHA HA KJIETOUHbIX Ky/J1bTypax Mokasano, 4TO 3aMeHa
KI103N npuBoauT K mnoTepe BOCIPHMMMYMBOCTH KO BCeM tpem HHUOT. JlBa u3 Ttpex
MCCCNOBAHHBIX YCTOMYMBBIX K J€NaBUPAMHY KIMHHYECKUX M30JISTOB 061a1au MepPEeKPeCTHOM
PE3UCTEHTHOCTBIO K 3(haBupeH3y M coiepxkanu 3ameny K103N. Tpetuit mzonst, umerouuit
3ameny B OT B nonoxenmnu 236, He oGnazan nepekpecTHoil PE3UCTEHTHOCTBIO K 3(haBUpEH3Y.
Bupycuble M3015ThI, BblAeNEHHbIE W3 MOHOHYKJI€apoB nepudepHyecKoil KpOBH MaLMEHTOB,
BIUTIOYCHHBIX B KIMHWUYECKHE HCcneoBaHus SdaBupeHsa, y KOTOpbIX Tepanus Obuia
HeapdexTuBHa (BO3BpaTHAS BUPEMUS), ObIIM MCCIEA0BAHBI B OTHOLICH UK BOCIIPUMMUYHUBOCTH K
HHUOT. Tpuxaauate u30/18TOB, KOTOpbie NMpeBapuTeIbHO OblIM OXapaKTepH30BaHbl Kak
YCTOH4MBbIE K 3(aBUPEH3Y, OKA3aINCh TAKKE YCTOHYMBBIMU K HEBUPAINMHY U JeNaBUPIAMHY.
OGHapyKu0Ch, 4TO NATH U3 ITUX YeToHuMBbIX K HHUOT u3onstos coaepanu 3ameHy K103N
HJIM 3aMEHY BaJlMHa Ha u3oneiluH B nonoxenun 108 (V1081) B OT. Cpean npoTecTHpoBaHHbIX
W3071ATOB  nocne  HedpheKTHBHON  Tepanun  >paBUPEH3OM TPM  M30ASTA  OCTATHCD
HYBCTBMTE/IbHBIMM KaK K 3(aBMpPeH3y, TaK M K HEBMPAIMHY M JENaBUPANUHY, HA KIETOYHbIX
KYJbTypax.

BeposTHocTh nepekpecTHO# pesucTeHTHOCTH Mexay haBHUpeH3oM | MHIHOUTOPaMK NpoTeasbl
SABISETCA HM3KOW BCIGACTBHE pas3nuuusa  depmeHTOB-MULIeHeH. Hanuume nepekpecTHoii
PE3UCTEHTHOCTH MEXAY 3(haBUPEH30M M HyK/eo3uaHbiMu MHruGuTopamu OT (HUOT) Takske
MaJlOBEPOATHO BCJIC/ICTBME pPAa3/IMUMs YYAaCTKOB CBSA3BIBAHHSA C MHUIIEHBIO M MEXaHW3MOB
JIEHCTBHUS.

DapmMaKOKHHETHKA

Bcacvieanue. 'V 310poBbiX 106poBOsIbLEB MaKcHMaIbHas KOHUEHTpaLus (Cra) dhaBupensa s
niasvme Kpou 1,6-9,1 MKMO/Ib/1 gocTHranach uepes 5 4 nocsie 0AHOKPATHOrO MpHeMa BHYTPb
npenapara B ao3ax or 100 no 1600 mr. JlozozaBucumoe ysennuenune Cmax M MIOWAAH TOA
KpUBOH «KoHuUeHTpauus-Bpemsa» (AUC) nabniomanoch npu npueme npenapata B J03ax 0
1600 Mr; npu sTOM He HaGMOAANOCH J030MPONOPUMOHANLHONO  YBEIHYEHHS AAHHBIX
noKasaTesiel, MO3TOMY MOJKHO MNPEanoa0KUTb, YTO NMpu GoJiee BBICOKMX [03aX BCACbiBaHKE
ymenbliaercs. Bpems noctmkenuss Cmax B miasme KpoBu (3-5 u) He M3MEHMIOCH Moce
MHOTOKpaTHOro npuema npernapara, a paBHOBECHas KOHLEHTpALMs B NJIa3Me KPOBH 0CTUranach
yepes 6-7 CyTOK.

Y BHUY-uHQUUMPOBAHHBIX NALUMEHTOB MpH JOCTHKEHMM PABHOBECHOH KOHLEHTPALMK
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fMpenapara B rnjiasme KpoBu cpeanue 3HaueHust Cmax, MHHUMATbHOM KOHUEHTpaLUnHu (Cmin) u
AUC 6butn nuneiinsl npu npueme 200 mr, 400 mr u 600 mr 3¢asupensa | pas B cytku. V 35
MaUHMEHTOB, NPUHUMABLIKX dpaBupens B 103e 600 mr | pa3 B CyTKH, Cmax NpH JOCTHKEHHH
PaBHOBECHOH KOHUEHTpauuu coctasnsaa 12,9 + 3,7 MkMoab/1, Cogx — 5,6 £ 3,2 mkmonb/n,
AUC — 184 + 73 mxMonb/n*u.

Bausnue npuema nuwyu na ecacwieanue. [Tpu oanokpatHoM npueme 310poBbIMHU A00poBoOAbLAMH
opasupensa B no3ze 600 Mr B Buse TabETOK, MOKPHITBIX MIEHOUHOH 060I0YKOMH, BMeCTe ¢
MHILEH C BLICOKHM CONEPIKAHMEM JKMPOB HAaBMIOAAT0CH yBenaudenne AUC Ha 28% u Chax Ha
79% B CpaBHEHUH C JAHHBIMHU T10KA3ATESMHU MpH Npueme rnpenapara HaToLLAK.

Pacnpedenenue. Dasupens B BHICOKON CTeneHM CBS3BLIBACTCH ¢ Oenkamu niasmbl KpoBw
(npubnusntensio  Ha  99,5-99,75%), raaBHbiM obpazom ¢ ansbymunom. V BHY-|
HH(MUMPOBAHHBIX MAaUMEHTOB (n = 9), KOTOpbl€ NMpUHUManK 3¢aBupeHs B aozax ot 200 a0
600 Mr 1 pa3 B cyTku B TeueHue no MeHblueii Mepe | Mecsua, KOHUEHTpauus spaBupeHsa B
CMMHHOMO3roBOH JKHMAKOCTH coctasisna ot 0,26 10 1,L19% (B cpeanem 0,69%) ot
COOTBETCTBYIOLICH KOHLEHTPALMK B Miiazme KpoBW. [[aHHblii nokazatess npudau3nTebHO B 3
pasa NpEBbILIACT KOHUEHTPALIMIO He CBA3AHHOI ¢ Geskamu (cBOGOIHON) $pakunu s¢pasupensa B
Mnaa3mMe KpoBH.

Memabonusm. Kivnudeckue WCCNENOBAHMS W MCCACNOBAHMA in vitro ¢ MCII0/Ib30BAHHEM
MHKPOCOM NEYCHHU 4eJIoBEKA MOKa3alu, YTO 3(GaBUPeH3 MeTabOTU3IUPYETCS IIaBHbBIM obpaszom
cucTemMoi  uuTOXpoma P450 10 rumpokcHaMpoBaHHBIX MPOM3BO/IHBIX, KOTOpbIE 3aTeM
CBASBIBAIOTCA C TIIIOKYPOHOBOH KHCIOTOH ¢ 0Gpa3oBaHMEM MIIOKYPOHMAOB. B OCHOBHOM,
AaHHble MeTabONNThI HeakTHBHBI B OTHOweHnn BWY-1. Wccnenosanus in vitro MO3BOJISIOT
NpEAnonokuTs, 4to  H3odepmentsl CYP3A4 wu  CYP2B6  #BASIOTCH  OCHOBHBIMM
H30(epPMEHTAMH, OCYLIECTBSIOWNMH MeTabou3M (aBupensa, u 4TO haBUpPeH3 UHIUGHPYeT
usopepmentsl 2C9, 2C19 u 3A4 cuctems untoxpoma P450. B wuccrnenosauusix in vitro
dhasupens He unrubuposan usopepment CYP2EI u uHrubuposan uzopepmentsl CYP2D6 u
CYPIA2 TONbKO B KOHUEHTpPALUAX, HAMHOIO NPEBBILLIAKLIMX MTPUMEHSIEMBIE B KJIMHUYECKOM
MpaKTHKe.

Okenosuuus sdaBupensa B niazme KPOBH MOXKeT YBEJIMYHUBATHCS Y MALMEHTOB, FOMO3UIOTHBIX
no nonumopdusmy rena G516T uzodepmenta CYP2B6. Kiauuuueckas 3HaYMMOCTh TaKoro
H3MCHEHHMS HEH3BECTHA, OJHAKO HE/b3s MCKIIOYaTh BO3MOXKHOCTh BO3PACTAHMSA PHUCKOB

PasBUTHUA U YBEJIUYECHHUS BBIPAKCHHOCTH HEIKEJIATE/IbHbIX peakuui 3¢aBupeH3a.



Bb110 nokasawo, 4to 3¢pasupens unayuupyer usodepmentsl CYP3A4 u CYP2B6, uto NPUBOAUT
K MHIAYKUHH €ro COOCTBEHHOr0 MeTabo/nu3Ma, 4YTO MOKET KIHHMYECKH BbIPAXaTbCs Y
HEKOTOpBIX nauuenTos. Ilpu MHOrokpatHom npueme s¢asupensa B no3ze 200-400 Mr B CYTKH
310pOBbIMHU 100poBOsbLAMH B TeyeHne 10 nueil Habaiofanach MeHbIIAs CTENneHb KyMYJsiMK
dhaBupensa (Ha 22-42% HWKE NpeaAnosaraembix 3Ha4YeHUH) U Oojiee KOPOTKMH mnepuon
nonmysbiBeeHUst —40-55 u (neproa nosnyBbiBeaEHUS OZIHOKpaTHOM 103bl cocTaBiseT 52-76 u).
Taike Obi10 nokasano, yto sdasupens uHayuupyer uzodopmy 1Al ypuannaudpocdar-
raokyponunTpancdepassl (YIO-I'T1AL), nostomy KOHUEHTpauus paiaterpaBupa, KOTOPbIi
apagerca cyberpatom VIO-I'TIAL, B nnasme KpoBH CHMkKaercs Mpu  OAHOBPEMEHHOM
NPUMEHEHHH ¢ 3DaBUPEH3OM.

HecmoTps Ha TO, 4TO B HMCClenOBaHMSX in vitro 3haBupeH3 MHrUOMPOBaL M30(EPMEHTI
CYP2C9 u CYP2C19, B ucciie1oBaumsix in vivo Hab0AaN0Ch KAK MOBbIILIEHHE, TAK U CHUIKEHHE
OKCMO3MUMK  CYOCTPAaTOB  JaHHBIX  (JEPMEHTOB MpH  ONHOBPEMEHHOM NMPUMEHEHUH ¢
saBupensom. Koneunslii addekt nanHoro B3anmoaeicTaus He YCTaHOBJIEH.

Boigedenue. DpaBupens umeeT OTHOCHTENBHO 6OMBLION MepHOA MOJIyBbIBEAEHUS, KOTOPIt
COCTaBJIAET He MeHee 52 4 nocje npuema oJHOKpPaTHOMH 1036l U 40-55 4 nocie MHOIOKpPaTHOIo
npumenenus. [Ipubausurensho 14-34% ot npuHATOMN 03I 3(haBupeH3a BbIBOAMTCS MOYKAMM,
meHee 1% 103b1 3aBUpeH3a BLIBOAMTCS MOYKAMM B HEM3MEHEHHOM BHJIE.

DapMakoKuHemuKa y 0cooslx 2pynn nayuenmos

Hapywenue ¢ynxyuu nevenu. Tpu 0HOKPaTHOM Npueme Npenapara HabMoaI0Ch NBYKpaTHOe
YBCJIIMYCHUE MEPHOAA TMOJYBbIBEACHUA 3(aBUpeH3a y OJHOrO MalMEHTa C THAKEIOH CTEeNneHbIO
neyeHo4yHol HepocratoyHocTH (ki1ace C no cucreme Yaiina-ITb10), uto ykaspiBaeT Ha
MOBLILICHHYIO CTENECHb KYyMY/IALMM B TaKKX ciy4yasx. [Ipy MHOrokpaTHom npueme npenapara e
ObI/I0 BBISABACHO 3HAYMMOrO BJAMSHHMS NOPAKEHUsS NEYEHH Ha (hapmakokuHeTHKy 3paBupensa y
NaUMEHTOB C JIEFKOH CTENEHbIO MEYEHOYHON HeA0CTATOYHOCTH (Knace A no cucteme Yaiina-
[Tbt0) 1o cpaBHEHMIO C nNaLMEHTAMM KOHTPONBLHOW rpynmnbl. B HacTosuiee BpEMs HeT
AOCTAaTOYHBIX JIaHHBIX, YTOOBI CAENATh BBIBOJA O TOM, BIMSIOT JIM CPEIHSAA M TSKEas CTErneHb
NMeYeHOUHOH HeaocTatoyHoCTH (knace B u C no cucreme Yaiina-Ibio) Ha (apmMakOKHHETHKY
3¢pasupensa (cM. C 0CTOPOKHOCTBIO).

Hapywenue gynxyuu novex. dapmakoKMHETHKA 3paBupeH3a y MaLMEHTOB C MOYEYHOM
HEAOCTATOYHOCTBIO HE H3y4aslaCh, OJIHAKO B CBA3M C TEM, YTO B HEM3MEHEHHOM BM/E MOYKAMM
BBIBOAMTCA MeHee 1% npuHATOH 103b1 3daBupeH3a, HapylieHue DYHKUHH MOYEK HE AOJKHO
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OKa3blBaTh CYIIECTBEHHOTO BIMAHMA Ha BbiBeeHHE haBupen3a (cMm. Ocobble yKazaHus).

Ilon u pacosas npunaonescnocmy. Y Myxunn n KEHIUMH, a TaK)Ke y MallUeHTOB Pa3InuHOMN
PacoBOM  MPUHAANEKHOCTH HAOMIOAANUCH  CXOHbIE (hapmMakoKMHETHUECKME mapameTphl
3(haBupeHsa.

Tooxcunvie nayuenmer. Kaxux-nn6o (hapMaKOKMHETHYECKMX pasIHumii y aLMeHToB OT 65 feT u
cTapwie u Oojiee MOMOIBIX MALMEHTOB HE BHIABIEHO, XOTH KIMHMUECKHe MCCIIEIOBaH s
haBupensa He BKIIOYAIN 0CTATOYHOIO KOJMYECTBA NALMEHTOB OT 65 JeT U cTapuue.

Hemu. Ddasupens He uzyuancs y gereii B BO3pacTe 10 3 MecsALEB WM C BECOM MeHee 3.5 Kr.
dapmakOKMHETHYECKHE M0Ka3aTenu 3daBupensa Y Aeteil U B3pocnbiX ObUIM CXOKUMH. VY
49 neteit, npuHuMaBIIKX SpaBUPEH3 B 103€, IKBUBATEHTHOH 600 Mr (n03a paccuuTbiBanach
HCXOAs M3 MacCel Tena), 3HayeHue Cmax cocTaBuao 14,1 MkMonb/i, Cumini— 5,6 MKMOJIB/JT M
AUC— 216 mkmonb/n*y,

[Tokazanusi kK npumMeHeH o

B cocraBe koMGHHMpPOBaHHOMN NPOTHBOBUPYCHOI TEpanuu U1 JISYEHUs B3POCIbIX, MOAPOCTKOB
M JIeTed, MHQULMPOBAHHBIX BUPYCOM MMMYHOAEDULINTA YeOBeKa (BHUY-1).
IIporuBonokasanus

B ['unepuyBCTBUTENILHOCTD K I060MY KOMIOHEHTY npenapara.

3 Taxenas creneHb MeYeHOUHOM HEAOCTATOUHOCTH (knace C no cucreme Yaiina-ITsi0) (cwm.

®apmakosioruyeckue cBoicTsa, PapMakoKMHETHKA y 0COObIX Iy MalHeHTOB).
. Jletu mnaauwe 3 et M ¢ Maccoii Tena menee 13 kr.

. OnHoBpeMeHHOE  mMpuUMeHeHHe ¢ TepdeHAAMHOM,  acTEMHM30JIOM, LM3anpuaom,
MHA30/1aMOM,  TPHA30/1aMOM,  MMMMO3MIOM, OENpUAMIOM, alKalOMWIaMH CHOPbIHLH
(Hampumep, 5proTamMMH, JAMIMAPOIPrOTAMMH, 3PrOHOBHH WM METHIIPrOHOBHH),
MOCKO/IBKY KOHKYPEHTHOE B3auMmoaeicTBue sdasupensa ¢ usodepmentom CYP3A4
MOXKET TMpHBECTH K TMOJAB/ICHUIO MeTaboau3Ma JaHHbIX MPEnapaTtoB M MOSBICHUIO
MPEANOCBIIOK /11 BO3HUKHOBEHWS  CEPbE3HBIX  W/MIAM  YrpOXKaOWMX  KHU3HH
HeXeJaTe/IbHbIX ABJCHUI (HAarpUMep, apUTMHH, UTHTEILHOMY CeAaTUBHOMY Y deKTy uin

YTHETEHHIO AbIXaHus) (M. B3aumoeHCTBHE C IpyriUMH JIeKapCTBEHHBIMM CPECTBAMM).

. OnHoBpemetHoe NpUMEHEHHe c npenapaTamMu/npoayKTaMu pPacTUTENILHOIO
MPOMCXOXKACHUS, COAEPKALMMH 3BepoOOi npoabipsaBieHHblit (Hypericum perforatum),
MOCKONIBKY CHHIKAETCA KOHLUEHTpalus >(paBupeH3a B Muia3Me KpOBM M, KaK CIEACTBHE,

KIMHHYeCcKuit 3¢ ekt (cM. Bzaumopeiicteue ¢ apyrumu JIEKapCTBEHHBIMU CPEACTBAMM ).



. HleuunT naKTasbi, HeMEPEHOCMMOCTD JAKTO3bI, MIOKO30-ra/aKTO3HAS ManbabcopOuus.

. OnnoBpemenubii  npuem ¢ rpas’onpeBupom/3106aCBUPOM  M3-32  OIKMIAEMOTO
3HaYUTE/ILHOTO CHWXKEHMS KOHLUEHTPaUMM B MJ1a3Me KPOBH Ipa3onpeBupa u anbacsupa
(cM. BsaumoneiicTeue ¢ apyrumu JICKapCTBEHHBIMM ~ CpeAcTBaMM). ITOT  3ddekT
BO3HHKAET BCICACTBHE TOro, YTo 3haBuUpeH3 uHAyuupyeT usopepment CYP3A4 wnm
raukonporeuH P (P-gp), uTo npuBoaMT Kk notepe BupycosorHueckoii 3¢ deKkTuBHOCTH

(TepaneBTHueckoro sddexra) rpasonpesupa/snbacsupa.
. Hasznauenue s¢asupensa naunesram:

— TpA HAJIMYUKU B CEMEHHOM aHamHese Clly4yaeB BHE3aIHoO# CMEPTH WK BPOKAEHHOIO
YATUHEHUA WHTEepBalia QTC Ha DSJIEKTpOKapauorpamme Ui APYIruX KIMHUYECKUX

COCTOSHHH, CONPOBOXKAAIOMIMXCH YTHHEHHEM HHTepBana QTc:

— € KIMHHUYCCKHMH MPOABJICHUAMH apUTMUM CepAla MM C KIMHMYECKM 3HAYUMOM
Opaankapaueidl MM XpOHMYECKOH CEPACUHON HEAOCTATOMHOCTBIO CO  CHHMIKEHHOI

(pakuueit BIGpoca I€BOro Keny0uKa B aHaMHE3e;

— C TAXKEJIBIMHA HAPYLIEHUAMHU JICKTPOJIMTHOIO 6ancha, HalpuMep, rurnoKajiueMmen uiu

FMNOMarHueMue.

. OnHoBpemenHbIl Npuem ¢ npenapatamy, BhI3BIBAIOWMMH YUTMHEHHE uHTeppasa QTc

(npenapatbl ¢ apuTMOreHHbIM 3 hexToM):
— AaHTHapUTMHUYECKHE npenapartsl Kiaccos [A u IlI;
— HEHpOJIENTHKH, AaHTHAETIPECCAHTHI;

— HEKOTOpble aHTHOMOTHKH, BKIIOYAs Mpenaparbl, OTHOCAIIMECS K CAEAYIOUNM KIaccam:
MaKpOJHBI, TOPXMHONOHBI, NPOTHBOPUOKOBBIE Mpenaparhl NPOM3BOAHbBIE HMHMAA30/1a

W TpHuasoJa,

— HEKOTOpbIE HECENaTHBHbIC AHTHIMCTAMMHHbIE NIpenaparhi (TepdeHaanH, acTeMu3on);

LM3anpua;

(brexkanuu;

HEKOTOpbIE MPOTHBOMAIAPUIHBIE TIPENapaThl;

METaIoH.
C 0CcTOPOKHOCTBIO
. [NaumeHTsl, MMeEIOIIME B aHAMHE3e MCHXMATPUYECKME PacCTPONCTBA, HAXOAATCS B rpynmne

NOBLIIEHHOI0 pUCKa M0 pa3BUTHUIO CEPLE3HBIX HEXKeEJIaTEC/IbHBIX peaxunﬁ CO CTOPOHBI
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MCUXUKH.

. [TaumenTsl ¢ neYeHOYHOH HEAOCTATOUYHOCTBIO J1erKOM U Cpe/lHeH CTEeNneHM TsHKeCTH (Kiace
A 1 B no cucreme Yaiina-Isio).

o [TaunenTsl, umeroumne cyaoporu (B Tom uucie B aHamHese).

° [laumenTsl,  nosnyuarouime COMYTCTBYIOIIME  MPOTHBOCYIOPOXKHBIE  CPEACTBA  C
MPEMMYLIECTBCHHbIM MeTabONM3MOM B MEYEHM, TaKUE Kak benutonn, kapbamasenus,

(eHoGapGutan, BanbnpoeBas KucnoTa, BUraGaTPUH  (HEOOXOAMMO OCYLIECTBISATD

MEPHOAUYECKH I KOHTPO/Ib KOHLIEHTPALIMK B KPOBH).

. OnHoBpemenHoe NPUMEHEHHE C JapyHaBUPOM, apTemMeTepoM/TyMedaH TpUHOM.

. He peKOMEHyeTCs O/IHOBpEMEHHOE NpUMEHeHHe shaBupensa c
BesInatacsupom/codochbyBrpom I ¢ BEINATacBUPOM/BOKCHIANPEBUPOM/
codocOyBUpOM.

. OnnoBpemeHHOe NpUMeHeHne d(aBupeHsa ¢ riieKanpeBUpoM/nuGpeHTacBUPOM.

IIpnumenenue npn GepeMeHHOCTH 1 B 11EPHO TPYIHOTO BCKAPMJIMBAHHSI

[pn neyennn sdasupenzom cieayer wusberath HacTymIeHMs Gepemennocti. Heobxoanmo
MCMOb30BATh HA/IEIKHBIE METO/Ibl GapbepPHOI KOHTPALIENILIMK B COYETAHMM C APYTHMH METOAAMH
(B TOM 4mcse nepopanbHbie WK APYTHE rOPMOHATbHbIE KOHTpauenTusbl). [Tockoabky apaBupens
HMEET JUTMTE/IbHBIA MEPHOA MOJyBbIBEACHUSA, HEOOXOAMMO MCMOB30BATh HALEKHBIE METOMbI
KOHTpALCNU1K Ha NPOTSKEeHUH |12 Heaenb nocne npekpauieHus Jevenns sdasupensom. [Tepex
Ha4aiom JieyeHus 3haBUPEH30M HKEHLMHBI, CIOCOGHBIE K I€TOPOKAEHHIO, OIKHbI IPOHTH TECT
Ha OepeMeHHOCTb. OdaBUpPeH3 He cieayeT NPUMEHATb BO Bpemsi GepeMEeHHOCTH, 3a
MCKITIOYCHHEM CITy4aeB, KOraa noTeHUHa bHas M0Jib3a /1 MaTepH MpPeBbIaeT BO3MOMKHBIH PUCK
And NJ0Aa W HET ApYruX ajibTePHATHBHLIX METOAOB feuyeHus. Eciu keHumHa npunumaer
a(haBrpeH3 BO Bpems MepBOro TpUMeCTpa GepeMeHHOCTH Ml GepeMEeHHOCT HacTyMnaeT BO Bpems
NpUMEHEHHs 3(paBUpEH3a, OHA J0/DKHA ObITh MPeaynpexaeHa O MOTEHLUHATbHOM Bpeae s
njioza.

He npoBoansioch anekBaTHBIX M KOHTPOJMPYEMbIX KJIMHHYECKMX MCCENOBaHMH C ydyacTHeM
OepemenHbIX. B noctpeructpaunoHHom nepuoje GbiaM MoayueHbl COOGLIEHHMS O MPUMEHEHUH
aaBupensa B coctaBe KOMOMHHPOBaHHOH aHTHPETPOBMPYCHOI Tepanuu (APBT) B nepsom
Tpumectpe GepemenHoct. He coobuwanoch o HaiMuuu cneuuduyecknx ocoGeHHOCTEH
(yBE/MYEHHS 4ACTOThI) NMOPOKOB Pa3BUTHA y HOBOPOKAEHHBIX. TOIbKO HECKOJIBKO COOBIIEHMI
coaepxamd MHPOPMALMIO O CayyasX pasBUTHS AeeKTOB HepBHON TpyOKM, BKIHOYAs
MEHMHromMHuesnouene. bBOoJbIWMHCTBO JaHHBIX  cOOOLEHHI GbLIM  PEeTPOCTIEKTHBHBIMK, M

MPUYUHHO-CJIEACTBEHHAS CBA3b HE Obliia U3YyHCHa.



bb110 nokasaHo, uto sdaBupens Bbigensercs ¢ FPYAHBIM MOJIOKOM KOPMSLUMX MEHIUWH. He
MMECTCS 10CTAaTOuHOM HH(pOpMaUMK O JeiicTBUM dhaBupeHsa Ha HOBOPOX/ICHHbIX U MJIAJIEHLIEB.
Kenwmnam, npunumarowmm  Sdasupens NMEPUOA  NAKTALMM, KOPMIICHHE [IPYAbIO He
pexomenayercs. Bo wusbexanue nepenaum BUY uu npu Kakux obcrositensctBax BUY-
MHQULIMPOBAHHBIM MATEPAM He PEKOMEHyeTCs KOPMHTb Ipy/bIO.

Cnocob npumenenus u 103b1

BHyTps, npenapar pexomeH1yeTes NpHHUMATH Nepe/] CHOM HATOLLAK.

[Ipuem sdasupensza Bo Bpems npuema nuwm moser YBEJIMYUTDL IKCMO3MLUKIO d(aBupensa u
NMPUBECTH K MOBBILICHNIO YaCTOThI HEXKeaTebHBIX PEaKLiMil.

Tepanuio 3(aBupeH3omM n0/KEH Ha3HAuaTh Bpay, UMeolmi oneit jevenns BUY-undekumn.
OdaBrpens J0mKeH Ha3HauaThCs B KOMOMHALMK ¢ APYrHMH  @HTHPETPOBHPYCHBIMH

JICKapCTBEHHBIMU CPE/ICTBAMMU.

Bspocavie

Odasupens Hasnauaercs no 600 Mr | pas B cyTku B cocTase KOMOWHHPOBAHHON Tepanuu ¢
WHrubutopamu  npoteasst BUY  w/Mam  HyKieO3MAHBIMH UHrubutopamu  06paTHoit
TpaHckpuntasel (HUOT).

Koppexyus do3

Ecnu adasupens npumensercs o1HOBpeMEHHO ¢ BOPHKOHA3010M, 1032 BOPHKOHa30/1a JA0JKHA
ObiTh yBenuueHa 10 400 mr 2 pasa B cyTku, a 103a 3aBupeHsa 10/1KHA ObITh yMEHbLLIEHA 10
300 mr 1 pa3 B cyrku. [Tocie mpekpaiuenus Tepanuu BOPHUKOHA30JI0M J0J/KHA TPUMEHSTHCS
nepBoHavaibHas 103a apasupensa (600 mr) (cM. BaaumoneiicTeue ¢ apyrumu JIEKapCTBEHHbIMH
CpeacTBaMH).

Ecnn ahaBupens npumeHsercss 0AHOBPEMEHHO ¢ pUGAMIULIMHOM Yy MALMEHTOB ¢ Maccoil Tena
50 kr u Gonee, no3a sdaBupensa AomkHa ObiTh yBenndyena a0 800 mr | pa3 B CyTKH (CM.
BaaumozeHcTBHE C ApYrUMU JIEKAPCTBEHHBIMU CPEACTBAMH).

Jemu om 3 nem

[Npenapar HasHauaeTcst B KoMGUHaLMK ¢ HHTHOUTOPOM npoTeassi BUY u/uan HUOT. Jlas aereii
OT 3 J1eT 103bl NOAGHPAIOTCS B 3aBUCHMOCTH OT Macchl Tea (CM. Tabauuy 1). INpenapar moxer
Ha3HayaTbCsd TOJIBKO TeM JETAM, KOTOpble MOIyT MporiaTeiBaTh Tabnerku. be3onacHocTs M
o heKTMBHOCTL MPUMEHEHHS Mpernapara y aeTeil Maajie 3 IeT Wik Maccoid Tena MeHee 13 Kr He
YCTAHOBIIEHBI.

Ta6nmua 1. lo3bi Ans aeteit npu HasHaueHnu npenapara s¢gasupensa | pas B cyTku

Macca tena, kr Jlo3a (mr)
orl3-n0<15 200




oT 15 - 10 <20 250
ot 20 - 1o <25 300
ot 25 - 10 < 32,5 350
oT 32,5 - 10 <40 400
o1 40 u Gosee 600

ITayuenmur ¢ noveunoii nedocmamounocmoio

dapMakoKHHeTHKa (DaBUPEH3a y NMALMEHTOB C MMOYEYHON HEIOCTATOUHOCTHIO He M3y4asnach,
O/HaKO, B CBf3H C TEM, 4YTO B HEH3MEHEHHOM BH/E MOYKAMM BbiAensieTcs MeHee 1% 103bl
s(asupensa, HapyleHne QyHKUMH MOYEK HE JOMKHO OKA3bIBATH CYLIECTBEHHOrO BIIMSIHUS Ha
BbIBeZeHHE ahaBupensa (cm. Ocobbie ykazaHus).

Iayuenmor ¢ nevenounoit nedocmamoynocmeio

Y nauueHToB ¢ 3a601€BaHUAMM MEYEHH JIErKOi CTENEHH THIKECTH KOppeKL1K 103bl daBupeH3a
He TpeOyercs. [Ipu 3TOM NauMeHTbI JOMKHBI TILATENBHO HAGTIONATHCH HA NpeaMeT pa3BUTHs
HEMKENIATe/IbHBIX PeakLmi, 0COOEHHO €O CTOPOHbI HEPBHOI cucTembl (cM. [TpoTHBONOKa3aHus,
Ocobble ykazanus).

He pekomenayercs npumenenne >(aBupeHsa y NauMeHTOB C MNEYEHOUHONM HEIOCTATOUHOCTBIO
Cpe/HeH CTEeNeHH TSHKECTH, MOCKOIbKY Ha JaHHbIi MOMEHT BPEMEHHM HEeI0CTATOUHO JIAHHBIX,
4TOOBI YCTAHOBHTB, HY)XKHA JTH B TAKHX CIIy4asX KOPPeKLMs A03bl.

IToGounoe neiicrene

O6uwii npoduib 6e3onacHocTu

B uenom shaBupens Xopowio nepeHocHics B KJIMHHYECKMX MCCIea0BaHMAX. B noarpynmne
MauUMEeHTOB, NPUHUMABIUKMX ShaBupens B no3e 600 mr | pas B CyTku B KOMOWHAUMM C
uHruouTopamu nporeasel BUY w/unn HUOT, nauGosnee uacTbiMu (M0 MeHblueit mepe y 5%
NMaLMEHTOB) HEXKENATENbHBIMU PEAKLIMSAMH KaK MHHUMYM CPE/IHEH TSIKECTH ObliM KOKHASA ChiMb
(11,6%), ronosokpyxenue (8,5%), townora (8,0%), ronosuas 60.1b (5,7%) m nosbileHHas
yromiasemocTs (5,5%).

HaunGonee 3aMeTHbIMM HeKeNaTelbHbIMU ABICHUAMH, CBS3AHHBIMM C npueMom 3¢aBUpeH3a,
ABMAINCH KOXKHAs ChIMb W CUMIITOMBI CO CTOPOHBI HEPBHOM cHcTeMbl. CUMITOMBI CO CTOPOHbI
HEPBHOH CHCTEMbI OOBIMHO MOABIAIMCH BCKOpPE MOC/HE Hayana Tepanud M, Kak MpaBHIIO,
HCue3anu nocne nepbix 2-4 Hepenb Tepanuu. Takke y NaLMEHTOB, NPUHUMABLIMX SbaBUPEH3,
HaOIOANINCh TSAKEbIE PEaKLIMU CO CTOPOHBI KOXKH, Takhe Kak cuHApoM CTuBeHca-JKoHCOHa M
MHOro)opMHas IKCCyJaTUBHAS IPUTEMA; HAPYILICHUS ICHXUKH, BKIIOYAs TAKETYHO JeNPECCHIO,
CMEpPTh BC/ICACTBHE CYMLIMIA U TICHX030M0100HOE MOBEEHHE, @ TAKIKE CYAOPOIKHBIE MPUMAIKH.
I[lpu npumeHennn npenapata >paBUpeH3 OJHOBPEMEHHO C MUIIEH MOXKET yBETUYMBATHCH

CHCTEMHAsA JSKCIO3ULIHA 3¢)aBnpeH3a, YTO MOXET T[PUBOAUTL K YBEJIMYEHHUIO YaCTOThl

10



HEXenaTeNbHbIX peakuuii (cm. Ocobble ykazanus).

[Tpopuns GesonacHocTy npu AnuTeNLHOM Tepanun, BKIKOYABLICH a(aBupeH3, OLEHUBAIU B XOIE
KOHTPOJMPYEMOTO  HCCICA0BAHMA, B KOTOPOM MALMEHTBI NMPHHUMAAM JMG0 >(aBupeHs +
3UAOBYAMH + NaMUBYAMH B TeueHue 180 nenenb, 160 s¢aBupens + MHJMHABUp B TeyeHue 102
Heaesb, 1100 MHAMHABMD + 3MIAOBYAMH + NaMUBYAMH B TeueHue 76 Heiels. JumtensbHoe
npuMeHeHne 3haBupeHsa B XOje JaHHOIO HMCCIEAOBAHMS He COMpPOBOXKa10Ch MOSBIEHUEM
KaKuX-1M00 HOBBIX JaHHBIX MO 6E30MaCHOCTH.

Huke npuBesieHbl CpeHETsIKENbIE M TSKENbIEe HEKeNaTesbHbie peakilii, B OTHOLUEHWH
KOTOPBIX Oblia yCTaHOB/JCHA BO3MOXHAA NPUUMHHO-CIEACTBEHHAA CBS3b C MPUMEHSBLIMMCS
PEeXUMOM Tepanuu (MO MHEHMIO HccleoBaTeneil) W KOTopble HAaGMOAAIMCh B XOje
KJIMHAYECKMX MCCCI0BaHHI d(aBUpeH3a, NPUMEHSABIIErOCS B PEKOMEHIOBAHHOW /03 B
cocrtaBe KomOuHUpoBaHHOH APBT.

KypciBom  Bblae/ieHbl HexenarelbHble ABACHMA, KOTOPbie OblaM 3aperucTpupoBaHbl B
MOCTPErHCTPALMOHHBIA  NEPUOA  MPUMEHEHMs 3(aBupeH3a B cocTaBe KOMOGHHHPOBAHHOM
Tepanuu. YactoTa HexenaTebHbIX ABJICHUH NPUBEIEHA MO CleayioLLeii Kjl1acCU(UKaLMKU: OYeHb
yacto (= 1/10); wacto (>1/100, <1/10); neuacto (> 1/1000, < 1/100); peako (= 1/10000,
< 1/1000); ouens peako (< 1/10000).

Hapyuuenus co cTopoHsl UMMYHHON CUCTEMbI

Heuacmo. runepuyBCTBUTENLHOCTD.

Hapyiuenus co ctoponbl 0GMeHa BELECTB U MUTAHMUS

Yacmo: runepTpurivuepuaeMus™;

Heyacmo: runepxonecrepuHemus*.

Hapyiienus ncuxuku

Hacmo. natonoruueckue CHoBUACHMS, GECIIOKOMCTBO, renpeccus, GeccoHHnLa*;

Heuacmo: CKIOHHOCTb K apdeKTy, arpecCHBHOCTb, CMYTAHHOCTh CO3HAHMS, HACTPOCHHE CO
CKJIOHHOCTBIO K 3W(OpHHM, TrajliOUMHALNN, MaHMsA, NapaHOMAAIbHOE MOBEJEHHE, NCUX03’,
CyHLHJaIbHAs MOMbITKA, CYHLHAATbHbIE HAMEPEHHS;

Peoko: b6ped™, neepos™, cmepmo 6cnedcmeue cyuyuoa*®”,

HapyuieHus co cTopoHbl HEPBHO# CHCTEMBI

Hacto: napywenus mo3zduceuxosoi koopounayuu u pasHosecus’, paccTPOHCTBO BHUMaHMS
(3,6%), ronosokpyxkenue (8,5%), ronosrsie 60 (5,7%), COHAMBOCTH (2,0%)*;

Hewacmo: TpeBoXHOE BO3GYXKIEHHE, AMHE3Msl, aTAKCHA, HApYLIEHHE KOOPAMHALIMM ABHKEHHi,
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CYAOPOTH, HapyLIEHHUE MBILLICHHUS, mpemop’.

Hapyuienus co CTOPOHLI OpraHa 3peHus

Hevacmo: neuetkoctsb 3PHUTEIBHOIO BOCIIPHUSATHS.

Hapyuienus co cTopoHs! opraua ciayxa u NaOUPUHTHbBIE HAPYILIEHUS

Heuacmo: wym 6 ywax?, Bepriro.

Hapyienus co CTOPOHBI COCYI0B

Hevacmo: «CNPUTUBLLY KPOBU K KOJMCE .fluua"*.

Hapyiienus co croponsl JKENYAOYHO-KHUIIEYHOI'O TpakKTa

Yacmo: 6014 B KHUBOTE, Auapes, TOUHOTA, PBOTA;
Hevacmo: nankpearwur.

Hapyuienus co CTOPOHBI NMEYEHU W JKETYEBBLIBOASALLIUX MTYTEH

Yacmo: NOBbILLIEHHE AKTHBHOCTH acrnaprataMMHoTpaHchepasbl (ACT)*,
anannHamunotpancdepass (AJIT)* u ravma- rnyramuntpancdepassi (IT'T)*;

Hevacmo: octpsiit renatur.

Peoxo: nevenounas nedocmamounocmu™* *.

Hapyuienus co CTOPOHBI KOXKH U MOJKOMKHbIX TKAHEH

Ouenb vacmo: KoxHas cbinb (11,6 %)*:

Yacmo: KOXKHbIN 3y.1;

Heuacmo: muoropopMHas 3Kkccy1aTuBHas IpuTema, cunzipom CtuseHca- J[)koHcoHa*;
Peoro: pomoannepauveckuii oepmamum?® .

HapyiieHus co CTOpoHbI M0JI0BbIX OpPraHoOB ¥ MOJIOYHOM JKeJ1e3bl

Heuacmo: rusekomactus.

O61wue paccrpoiicTpa.

HYacmo: noBbllIEHHAS YTOMJISEMOCTb.
* - bonee noapo6GHOE ONUCaHUE CM. HUKE.

* - JlaHHble HexenaTenbHbie peaxin Oblan 3aUKCHMPOBaHBI B MOCTPErMCTPALIMOHHbIf
NMEpHOA  HAOMIOJACHMA; 4YacTOTy OJTUX peaKkuuii ONpeaensiv, WCnob3ys AaHHbIE,
MoJly4eHHbIE B X0J€ 16 KIMHMYECKMX MccaeaoBaHmit (ydacTBoBanu 3969 nauueHToB).

I1- Otu nexenatenbubie peakunn Gbinu 3aduKCHpOBaHBI B NOCTPErUCTPALIMOHHBIH Mepros
HaO/IIOACHMS, OIHAKO Y NALNEHTOB, MPUHUMABLINX d(DaBUPEH3 B X0j€e 16 KIMHHUECKUX
HCC/IEI0BAHMH, O HMX HE COOOWIANOCh KaK O SBJICHHSX, CBA3AHHBIX C NPUMEHEHHEM
npenapara. B cooTBeTcTBHM ¢ KiaccMMKauMed MO 4acTOTe 3TH MOGOUHBIE SABICHUS
Obliv pacueHeHbl KakK HaOMKOAABIIMECS «PEAKO» (HA OCHOBAHWUM OLEHKH BEpXHe#
rpanuubl 95% noBepuTenbHOrO MHTepBasa s 0 ABNEHMIT B pacueTe Ha KOJMYECTBO
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MaLHUEHTOB, INMPUHHUMABUIUX 3d)aBnpeH3 B XO0J€ YKa3aHHbIX KJIMHHUYECKUX UCCJIEJ0BAHU
(1 = 3969)).
OﬂHCﬂHHe OTACIbHLIX HEXKEJIATECJbHbIX ABJICHUHN

Koscnan coinb. B Xope KAMHMYECKMX MCCIENOBAHMI KOKHAS ChIMlb Habmonanace y 26 %
NMALMEHTOB, NPUHUMABLIKX dasupens B no3e 600 mr, no cpaBHeHuto ¢ 17 % naUMeHTOB B
KOHTPOJIbHBIX rpynnax. Y 18 % nauueHTOB KOXkHAs Chbinb Obl1a CBA3aHA C MpHeMoM
3baBupensa, npu s1om y 1,7 % naumeHTos npuem rnpenapara OblJ1 NpeKpallieH U3-3a NosBIEHMUS
KOXHOH Chinu. YacTota pasBUTHS MHOropOpMHON SKCCYHaTHBHOI SPUTEMBI M CHHAPOMA
Crusenca- Jlxxoncona cocrasuia npumepto 0,1 %.

Cnyuan KoxHO#H cbinu 3aperucTpupoBanbl y 59 u3 182 nereii (32 %), noayuaBUIMX JNeyeHHe
3haBHUPeH30M B 3 KJIMHUYECKUX MCCIEI0BAHUAX CPEaHEil NPOJAOIKHTENbHOCTBIO 123 Hegenu. YV
6 neteii chinb Gbina Tsxen0i. [lepea Hauanom Tepanuu 3(haBUpPEH3OM Y eTeil UM MOXKET ObITh
PEKOMEH/I0BAHAa COOTBETCTBYIOUIAS AHTUIHCTAMMHHAS TEpanus B Ka4yecTBe MpodHIaKTHUKY.
OGbi4HO  pasBuBalOTCs €1a60 WM YMEPEHHO BBIPAXKEHHbIE MaKyJjionanyJjie3Hble KOMXHble
BBICBINAHUA, KOTOPbIE MOABIAIOTCA B TEYEHHE MEPBLIX ABYX HEAE/b MOC/IE Hayana Tepanuu
3(aBupen3oM. Y GObLIMHCTBA NALMEHTOB KOXHAS Chillb MCYE3aeT MpH MPOAOIKEHUM Tepanuu
3}aBMpEH30M B TeueHWE OJHOrO Mecsaua. DaBUPEH3 MOKET GbITh MOBTOPHO Ha3Ha4yeH
NaUMeHTaM, KOTOPbIE MPEKPaTUIM €ro MpueM M3-3a MOABJCHUS KOXKHOM cbinu. [lpu
BO30OHOB/IEHMH Tepanuu 3)aBUPEH3OM PEKOMEHIYETCS TaKKe NMPHHUMATH COOTBETCTBYHOLUKE
610KkaTOpbl Hi-rucTaMMHOBBIX PELENTOPOB W/MIM KOPTUKOCTEPOU/IBI.

Mmeercst orpaHM4YeHHBIH OMBIT MpUMEHEHUs d(DaBUPeH3a y NALMEHTOB, KOTOPbIE MPEKPaTHIIH
TEpanui0 JApYyruMu aHTHPETPOBMPYCHBIMKH npenapatamu u3 rpynnsl HHUOT. Yacrora
PELMAMBA KOXKHOM CBIMH M0C/IE Mepexo/a ¢ Tepantu HeBUPATMHOM Ha Tepanuio 3paBUpeH3OM, B
OCHOBHOM OLICHEHHasi 110 Ony6IMKOBAHHBIM PETPOCNEKTUBHLIM JAaHHbIM, cocTaBuaa oT 13 % 10
18 %, u conoctaBuma ¢ 4acTOTOM, BIABICHHON y NALMEHTOB, MPUHUMABLIMX 3(haBUPEH3 B X0/€
KJIMHUYECKHUX uccienoBaHuit (cm. Ocobble ykaszaHus).

Cumnmomvr co cmoponsl ncuxuxu. Y HEKOTOPbIX MALMEHTOB, MPUHMUMABLIMX S(haBUPEH3,
Hab/II0/1A/MCh Cepbe3HbIE HEKeNaTe/bHbIe ABICHMUS CO CTOPOHbI MICUXUKK. B KOHTpOIHpPYeMBbIX
KJIMHHYECKMX HMCCJIC0BAHUSX HYAaCTOTA BOZHUKHOBEHHA OT/IE/bHBIX CEPbE3HBIX HEXKeJIaTe/bHbIX
ABJICHUH CO CTOpOHbI McuXMKM Oblna cienyroweit: Tsxenas aenpeccus 1,6 % B rpynne
MaUMEHTOB, MPUHUMABIIMX KOMOUHUpoBaHHylo APBT ¢ adasupensom u 0,6 % B KOHTPOALHO#
rpynne rnauuMeHToB, cynuuaanbHele Hamepenus 0,6 % u 0,3 %, cymumpanbHbie NONbITKH Oe3

neranpHoro ucxoxa 0,4% u 0%, arpeccusHoe nosegeHue 0,4% u 0,3%, napaHomaanbHbie
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peakuuu 0,4 % u 0,3 %, MaHuakaabHble peakuuu 0,1 % 1 0 % coOTBETCTBEHHO.

[TauuenTbl, uMelOlMEe B aHaMHe3e NCHXMYECKHE paccTporcTBa, HAXOAATCs B rpynne
MOBLILICHHOrO PUCKA MO Pa3BUTHIO AAHHBIX CEPbE3HBIX HEKENATeNbHbIX SBICHHIT cO CTOPOH bl
MCUXHKHK C YaCTOTOM BOZHUKHOBEHMS KaXKI10ro M3 BBILIENIEPEYUCTIEHHBIX ABNeHUH oT 0,3 % s
MaHWaKaJlbHbIX peakuuit 10 2,0 % ans TsKenoi ACTIPECCHH M CYMLHAAIILHBIX HAMEpPEHMH.
Takxe B moctperucrpannoHHOM CpUOAC TMOMY4EHbl COOOLIEHMS O CcaydasX cMepTH B
pe3ynbTaTe CyuLnaa, GpefoBbIX paccTPOICTBAX H NCHX030MOA0GHOM MOBEACHUH.

Cumnmomot co cmoponst nepenoii cucmemst. Y MalMEeHTOB, NPUHUMABIIUX 3(aBUPEH3 B J103€
600 Mr B pamKax KOHTPONMPYEMBIX KJIMHUYECKUX MCCCI0BAHUMI, YacTo Hab/IHOAANUCH
CICAYIOIIME  HeHENaTe/bHble  PeaKUMM:  TOJOBOKPYXKEHHE, GECCOHHMLA, COHJIMBOCT,
PaccTpOHCTBO BHMMaHMf, KOLIMApHbIE CHOBMAEHMS. TaKske Habmonanuch u  Jpyrue
HEXeNaTe/bHble ABACHUA. CpeaHETSKENble W TSHeble CUMNTOMBI CO CTOPOHbI HEpPBHOM
cucteMbl Habmonanucs y 19 % (Takensie —y 2 %) nauueHTos, TOrJa Kak y MalueHTOoB,
MOJTY4aBLINX KOHTPO/IbHYIO Teparuio, 3TOT MoKa3arelb cocTaBua 9 % (Tsxesble — yl %). B
XOAC KIMHHYCCKMX MCC/IEN0BaHUH 2% NaUMEHTOB, NMPMHUMABLIMX d(DaBUpeH3, MpeKpaTuIn
TEPanuio U3-3a BbILIEYKA3aHHBIX CUMITTOMOB.

CHMNTOMBI CO CTOPOHBI HEPBHOI CHCTEMbl OGBIYHO HAGMIONANHCH B TeueHHe MEPBOro WM
BTOpOro AHs Moc/ie Hauana Tepanuu 1 B 60/IbIIMHCTBE ClIy4aeB MCYE3aln B TeUYEHHe nepsbix 2-4
Heaesb. B nccnenoBanuu ¢ yyactueM HeMH(MUMPOBAHHBIX J00pOBOJIbLEB perpe3eHTaTUBHbIi
CHMIITOM CO CTOPOHbI HEPBHOM CHCTEMbI BO3HMKAl B CpeaHeM uepe3 | 4 nocie npuema
npenapara v Aauics B cpeHeM 3 4. CUMNTOMBI CO CTOPOHBI HEPBHOI CHCTEMBI pa3BUBaIUCh
Hauwe, ecnu 3(aBUpeH3 NPUHUMANKH BO BpeMs NpHeMa MM, Bo3aMokHO, 310 obycnoBneHo
MOBBIUICHUEM KOHUCHTpPAUMM d(aBupeH3a B Mia3Me KpPOBM B TakUX yCIOBHSX (c™.
®apmakokuHeTHKa). Jl1s  yjlyulwieHus nepeHoCHMOCTH npenapata B OTHOIUEHMM JIaHHBIX
CHMIITOMOB B TEHCHHE MEPBbIX HEIEIb TEPANUM PEKOMEH/YETCs NMPUHMMATb Mpenapar nepen
CHOM. OTOT pPEeXMM MpUEMA PEKOMEHIYETCS M TeM [alMeHTaM, Yy KOTOpBIX MPOAOIKAIOT
Hab/0AaTbCs AaHHble cUMNTOMBI (cM. Cnoco6 npumeHeHus M 103b1). CHUXKEHHE 03Bl MU
ApOGHBIA NPUEM CYTOUHOI 103bI 06BIYHO HE AAIOT 61ArONPHITHOrO sdpdekra.

AHaln3 JaHHBIX MO THTENLHOMY NPUMEHEHHIO npenapara nokasajn, 4To nocine 24 Heaelb
TEparuu 4acToTa BrepBbI€ BOSHUKIINX CHMIITOMOB CO CTOPOHbBI HEPBHOW CHCTEMBI Y MALIMEHTOB,
NMpHHUMABILKMX 3aBupeHs, Oblia B 11€710M CXOHOM ¢ TAKOBO# B KOHTPOJIBHOM rpynne.

lTeuenounan nedocmamounocms. B NOCTPerncTpaumoHHbiii nepuoa HabmoaeHus Gbiao
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3aperMCTPUPOBAHO HECKOJIBKO CIly4aeB NEYEHOYHOH HeA0CTATOYHOCTH, BKIIOYAS ciyuyaun Ges
yKazauuii Ha 3a00neBaHMs NeveHH B aHAMHE3e, a TakKe Ges APYrHX BbISIBJIEHHBIX (hakTOpOB
pUCKa. YKa3aHHbIE Cly4au XapaKTepU30BajMCh MOIHHEHOCHBIM TEYCHUEM; B psje Ciyyaes
noTpedoBanach TPAHCIIAHTALIMA NEYEHHN WK COOBLLANOCE O CMEPTH MalUeHTa.

Cunopom soccmanoenenun ummynumema. y BUY-uudpnunpoBaHHbIX nauueHToB ¢ THKEIBIM
HMMYHOACDULMTOM B Hayane npopeseHus komOuHupoBaHHOi APBT MOXeT MOBbICUTBCS pHCK
BOSHHKHOBEHUA  BOCMA/IMTE/IbHBIX — peaKuMii  Ha  HEAKTHBHBIE  WIM  OCTATOUHBIE
OnnopryHUcTHYECKHE HHDeKUUH (cM. Ocobble ykasaHus).

Junooucmpous u memabonuueckue Hapywenus. Kombuuuposannas APBT accouuupyercs
¢ Nepepacnpese/ieHueM KHUPOBOH TKaHW Tema (unmoaucTpodueii) y BHUY-unduumposannbix
MalMEHTOB, BKIIKOYAs UCTOLUEHHME nepudepruyeckoit u JnueBoii MOAKOXHO-)KMPOBOH KJI€TUATKH,
€€ HaKOMN/ICHHE BO BHYTPHOPIOLIMHHOM NPOCTPAHCTBE, BHYTPEHHNX opraHax, 3ajiHe# 4acTu Lieu
(«rop GyiiBonar) 1 runepTpodUIO rpyaHbIX Kees.

Kombunuposannas APBT moxeT Bbi3Bath MeTaboIMuecKHe HapylIeHHs, TaKue Kak
TUNEPTPUTITULIEPHAEMHUS, FMMEPXOECTePUHEM U, MHCY/IMHOBAS PE3UCTEHTHOCTh,
FUNIEprankemMus u runeprakratemus (cM. Ocobble ykazaHus).

Ocmeonexpos. Habaonanucs ciyuau OCTE€OHEKpO3a, MPEUMYLIECTBEHHO Yy MalUEHTOB ¢
XOpOWIO M3BECTHLIMH (haKTOPaMH pHUCKA, C JIHTEIbHOIN BUY-undexumeit, a Taxke y
MALHEHTOB, KOTOPBIE JUTMTEILHO NPUHUMAH KOMOHHMpPOBaHHYI0 APBT. OaHaKo 4acToTa 3Toro
OC/IO)KHEHHUs HE ycTaHOBIeHa (cM. Ocobble yKazanus).

JlabopamopHnsie nokazamenu

«lleyeHounbie» depmenTbl: nosbienne aktuBHocTH ACT u AJIT Gonee uem B 5 pa3 Bbiule

BEpXHeii rpatuubl Hopmbl (BI'H) nabmonanock y 3 % naumeHtoB M3 1008, npuHumaBnx
dpaBupens B noze 600 mr B cyrku (5-8% npu anurensHoit APBT ¢ adasupenzom).
AHa/IOrHYHOE MOBbIIEHHE HAGAI0AANOCh Y MALHEHTOB KOHTposbHOM rpynnbl (5 % npu
anutenpHoit APBT Ge3 adasupensa). [Tosbiwenue aktusHoctd I'TT Gosee uem B 5 pa3s Bbllle
BI'H nabmopnanocs y 4% Bcex nalueHTOB, npuHumaBwux 600 mr spasupensa, u y 1,5-2 %
MALMCHTOB U3 KOHTPOILHOH rpynnbl (7 % npu aautensHoit APBT ¢ adasupenzom u 3% npu
anutenpHoit APBT Ges adasupensa). MUsonupoBannoe nosbiwenue aktupHoctd [TT y
MALMEHTOB, MPUHUMAIOWMX 3(ABUPEH3, MOXKET yKa3blBaTh Ha MHAYKLHMIO depmenTos. B
KIMHHYCCKOM HCClefoBaHun npu intenbHoit APBT okono 1% nauueHTOB B Kakaoii

H3y4aeMOH Trpynne NpeKpaTWiv Tepanuio B CBA3M C HAPYIIEHUSMH CO CTOPOHBI MEYEHH H
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HKEJTYEBBIBOAALLMX MYTEH.

AMHJIA3a: aCHMIITOMATHYECKOE YBEJIHYEHHE aKTHBHOCTH amunasbl B ChIBOPOTKE KPOBH, Gonee
yeM B 1,5 pasa npeebiwaiowmee BI'H, 65110 BbisBIEHO y 10 % nauuentoB, npuHuMaBLIMX
opaBupens, W y 6% nauuenToB KOHTPOJIbHBIX  rpynn.  KiauHuueckoe 3HauyeHue
ACUMIITOMATHYECKOrO MOBBILIEHUS! aKTUBHOCTH aMM1a3bl B CbIBOPOTKE KPOBH HEU3BECTHO.
JIMnu/el: NOBBILEHHE KOHLUEHTPALMH OBIIEro xonectepuna (OXC) na 10-20 % nabmonanocs y
HEMH(QUUMPOBAHHBIX  106POBOBLEB, NPUHUMABLIKMX  3daBupeH3. B KIMHMueckux
HCC/ICN0BAHMAX NPUMEHEHUS pa3iMuHON  KomMOGuHMpoBaHHOH APBT ¢ s(paBupenszom y
NAaLUMCHTOB, paHee He noayyaBwux APBT, B Teuenue 48 wHenenb jeuyenus Habnoaanock
nosbilueHHe KoHueHTpauun OXC Ha 21-31 %, XOJIECTEPUHA JIMITONPOTEMHOB BBICOKOH
nnotHocTH (XC JIMBIT) Ha 23-34% u tpuranuepnios Ha 23-49%. Hons nauneHToB, y KoTopbIx
orHowenne OXC/XC JIMNBIT 6bito Gonbiie 5, He wuameHunach. Bennumua U3MEHeHus
KOHLEHTpaLHii JMNHA0B MOXeT ObiTh 06ycI0BIEHA TaKUMMU (axTopamu, kak AnMTENBHOCTD
TEpaNni H NpUEeM ApYruX NEKAPCTBEHHBIX CPECTB B COCTaBe KOMOGHHHpPOBaHHOH APBT.

B3aumoneiicteue Npy_NPOBEACHUH TeCTa HA KaHHAOMHOWIbI: 3Cl)aBMpeH3 HE CBA3bIBAETCA C

KaHHaOMHOMJHBIMU PELeNTOPaMH, OJHAKO MMEIOTCA COOBIIeHHs O JIOXKHOMOJIOKUTETbHbIX
PE3ybTaTax aHaIN3a MOYH HA KAHHAOMHOM/IbI Y HEMHPULMPOBAHHBIX nobposonbles u 'y BUY-
WHQULMPOBAHHBIX MALMEHTOB, MPHHUMABIINX dpaupens. [lonoxurenbHblii  pe3yabrar
CKPHHHMHI-TECTA HA KaHHAOMHOMIbI PEKOMEHIYEeTCSs NOATBEPKAATD, MCIOJIB3YSl  TaKue
CTCLUMANbHBIC METO/IbI, KaK ra3oBas Xpomarorpapus M Macc-CrieKTpOMETpHSL.

Jderu u noapocTku

Tun 1 yacToTa HexKenaTeNbHBIX ABNEHUH y AETeil B LETOM COMOCTABUMBI C HabmoaeMbIMK Y
B3POCJIbIX MALHUCHTOB, 32 HCKIIOUEHHEM KOXKHOI ChiNM, KOTOpas y AeTeli BCTpeuaeTcs uyalue (y
46 % neteii), yem y B3pocibix 1 Gosiee BbipaxeHa (Tskenas KoxHas chinb Habaoaanack y 5,3 %
aereit). C  wuenbl0 NPOPUAAKTHKM CHINH  MOMKET ObiTh LenecoobpasHbiM  Ha3HauYeHHe
COOTBETCTBYIOLIMX O0KAaTOPOB H|-rHCTaMMHOBBIX pPELENTOPOB AeTAM 10 Hauyaia Tepanuu
dpaBupen3om. XoTs CUMITOMBI CO CTOPOHbI HEPBHOH CHCTEMbI Y MaleHbKMX JeTeil TpyaHO
BBISABUTD, MMOJIAralOT, 4YTO TaKWe CHMNTOMBI y JeTel HabaloaaroTcs pexe M OOBIYHO GBIBAIOT
nerkumiu. Y 3,5 % nauneHTos Habm0AaNCh CUMITOMBI CPEAHEeH TSHKECTH CO CTOPOHbBI HEPBHOI
CHCTEMBI, TIPEHMYLUCCTBEHHO rOJIOBOKpYKeHHe. Hu y oaHoro pebenka He Habmoaanockh
TAKEJIbIX CUMIITOMOB M He noTpeboBanack OTMEHA TEpanuM M3-3a CUMIITOMOB CO CTOPOHbI
HEPBHOM CUCTEMBI.
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Hpyrue ocobble rpynmnbl nalMeHToR

AKmugHocmy «newenounvix» (epmenmos y nayuenmos, OOHOBPEMEHHO UHMUUUPOBAHHBIX

eenamumom B unu C

Cpenu naumeHToB, CEpONO3UTHBHBIX MO renatuty B w/mnu C, noswbiienue aktusnocty ACT
Gonee yeMm B 5 pa3 Beiwe BI'H Habmoaanocs y 13 % nauuentos, npunumMaBLnx shasupens, u y
7 % NaUHEHTOB M3 KOHTPONLHOMN IPYMNIbL, @ MOBbILEHHE aKTHBHOCTH AJIT Oonee yeM B S pa3
Boitle BI'H nabGmonanocs y 20 % u 7 % NaumMeHToB COOTBETCTBEHHO. Cpeaun naumeHToB ¢
coueTaHHOW MHpekuuein 3 % nauueHTOB, NMPUHUMABILKMX 3¢aBupen3, U 2% nNaLUEHTOB M3

KOHTPOJILHOM Ipynmbl NPEKpaTUIN Tepanuio M3-3a HapylueHuit GpyHKkuun nevenn (cM. Ocobbie

yKazaHus).

Ilepeno3nposka

Y HEKOTOPbIX MaLMEHTOB, Cy4aiiHo NpuHABLIKMX ddaBupeHs B a03e 600 Mr 2 pasa B CyTKH,
Hab/IOAA/I0Ch YCHIEHHE CUMIITOMOB CO CTOPOHbI HEPBHOH CHCTEeMbL. Y O1HOTO nalMeHTa
HabII01a/1MCh HEMPON3BOJIbHBIE MBILIEYHbIE COKPALLEHHS.

B ciydae nepenosupoBki ohaBMpeH3OM sieueHME JOMKHO  COCTOSTH W3 001wux
MOAACPKHBAIOIIMX ~ MEPONPHUATHH,  BK/IIOYAIOWINX KOHTPOJb OCHOBHBIX MOKa3aTeseit
KH3HEAEATE/IbHOCTH OpraHu3Ma u HabuioleHue 3a KIMHHYECKHM COCTOAHMEM nauueHTa. Jlis
BbIBECHUA HEaOCOPOMPOBAHHOTO Mpenapata MOXHO MCMONb30BATh AKTHBHPOBAHHBIH yrodb.
Crieunduyeckoro auTHaoTa IS J€YEHHs Mepeao3HpOBKHU 5(aBUPEH30M HE CYLIECTBYET.
[Tockosbky 3(aBUpEH3 aKTHBHO CBS3LIBAETCS C OenKamM, MaJIOBEPOSATHO, YTO C MOMOLLBIO
Auajn3a BO3MOKHO 3HAYUTE/ILHOE y/aleHHE Npernapara u3 KpoBH.

B3anmojeiicTBue ¢ ApyruMu JIeKapCTBEHHBIMH CpeICTBAMH

Odasupens in vivo sBnsercs uHaykropom uzopepmentos CYP3A4, CYP2B6 u YIO-I'TIAL
KoHueHnTpauns B njasMe KpOBH COEAMHEHMH, KOTOpbIE SBISIOTCS cybcTparamu  JaHHBIX
H30(EPMEHTOB, MOXKET CHUIKATLCS MPH OJHOBPEMEHHOM MPHMEHEHHH C 3¢asupenzom. B o
Ke Bpems in vitro 3(pasupen3s unrubuposan uzodepment CYP3A4. TeopeTHdeckun 3T0 MOKeT
MPHUBECTH K YBEAMYEHMIO dKcnosuuuu cyberpatoB CYP3A4, mostomy ciaeayer cobmoaath
OCTOPOXHOCThL Npu npumeHeHnu cydetpatoB CYP3A4 ¢ y3kuM TepaneBTHUYECKMM OKHOM.
Odasupens moxer 6biTh HHAYKTOPOM H30hepmentoB CYP2C19 u CYP2CY, oauako in vitro
Take Habmoaanoch uHruGMpoBaHue JaHHBIX M30depmenToB. J[0  KOHUa apdexr,
Hab/01aeMblit PU OJIHOBPEMEHHOM MpPUMEHEHUHU (aBUpeH3a ¢ COeAMHEHUAMHU -cyOCcTpaTamu

JlaHHbIX M30epMEHTOB, He AceH (cM. Papmakooruyeckue cBoiicTea, PapMaKkOKHHETHKA).

OKeno3uuns 3(haBupeH3a MOXKET YBEIUUUTBCS NPH PUMEHEHUH TIPENapaTa 0JHOBPEMEHHO ¢

HEKOTOPBIMH JIEKAPCTBEHHbIMM TMpenapartamMu (HanpuMep, PUTOHABMPOM) MM MHILEBBIMH
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MpOAYKTaMH (Hanpumep, ¢ rpeiindpyToBbIM COKOM), KOTOpbie MHIMOMPYIOT H30(pepMeHTbI
CYP3A4 wunu CYP2B6. Ilpenapatsi Ha ocHOBe okeTpakta ['uHkro bBunoGa, kotopbie
WHAYUMPYIOT JaHHbIE W30(EPMEHTBI, MOTYT NpPUBOAWTL K CHIKEHHIO KOHLEHTpaL1u

3(asupensa B niasme Kposu.

IIporusonokazannas kom6uunpoBanuas Tepanus

3sepoboit npodvipsenennsiii (Hypericum perforatum): NauneHTsbl, NPUHAMAIOLLIHE 3haBupens, He
AOJIKHBI  MPUHMMATL  MPEnaparthl/NPOAYKThl, COAEpXKAIUME  3BEPOBOIi MPObIPABIEHHbIN.
KoHuenrtpauus s¢asupenza B mnmasme KPOBH MOKET CHHMXKATBCA NPU  OJHOBPEMEHHOM
NPUMEHEHMH €O 3BepPOBOEM MPOBIPABICHHBIM, OCKOILKY OH BBI3bIBAET MHAYKUHKIO hepmMeHTOB
WK TPaHCIOPTHBIX GENKOB, OTBETCTBEHHBIX 32 MeTaGOIN3M JIeKapCTBEHHBIX cpeacTs. Ecau
MAUMEHT yKE NMPUHUMAET Npenaparbl/MpoayKThl, coaepxkalime 38epoGoil MPOAbIPABIEHHbIH, TO
MPUMEHEHHE MOCICHErO CACNYET OTMEHHTb, POBEPHTH KOH LIEHTPALIMIO BUPYCA B KPOBH U, €CJin
3TO BO3MOJKHO, KOHLEHTpaLuio s(asupersa B Kposu. [Tocne oTmeHbl npenaparos/npoayKToB,
CoAepXalyMX 3BepO0Oii NMPOABIPABICHHBIH, KOHUEHTpALIMS 3baBupeH3a MOXeT MOBBICHTLCH M
TOraa mnorpebyercs Koppekuus 103kl dhaBupeHza. Brusuue 3Bepo00s  MPOAbIPSBIECHHOrO,
CBA3AHHOE C MHAYKIMEH HEPMEHTOB, MOXKET COXPAHATLCA B TEYCHHE He MEHee 2 Helelb Mocie
€ro orMeHsi (cM. [IporuBonokasanus).

Odasupen3s NpOTHBONOKA3aHO MPUHUMATH O/THOBPEMEHHO ¢ TepdeHaTUHOM, acTEMH30JIOM,
UM3aNpHIOM, MH030/1aMOM, TPH30J1aMOM, MUMO3UIOM, GENPUAMIOM U a/IKAIOUAAMHU CIOPbIHbH
(Hanpumep, SproTamMMH, AMIHAPOIPrOTAMHH, IPrOHOBUH WM METHJIOPrOHOBUH), TMOCKOJIbKY
KOHKYPEHTHOE B3aumojeicTsue spasupensa ¢ uzopepmentom CYP3A4 moxer MPUBECTH K
MOJABNECHUIO  MeTabo/IM3Ma  JaHHLIX [PEnapaTtoB W MOSBIECHHMIO MPeANnoChIIOK st
BO3HUKHOBEHHS CEPbE3HBIX W/WJIM YrpOXKAIOIMX JKH3HH HEXeNaTelbHbIX SBJCHUI (Hanpumep,
CEpAEHHON apUTMHH, JUTMTENLHOrO CeaTHBHOTO 3 eKTa UK yrHeTeHus JIbIXaHUS).
IIpenapamer, svi3viéaowue yorunenue unmepeara OTc

[TpoTiBonokasaHo onHOBpeMeHHbIi npuem s¢aBupensa u MpenapaTroB, KOTOPbIE BbI3bIBAIOT
yanuHenne uutepsana QTc u MOryT NpUBOAMTL K BO3HUKHOBEHHMIO XKEJNYI04KOBOI TaxuKapanu
1o Tuny «nupyst». K Takum npenaparam oTHoCATCS !

- @HTHapUTMHYECKHE npenaparbl kiaccos IA u [11;

- HEHPONIENTHKHU, aHTHETIPECCAHTBI;

- HEKOTOpbI€ AHTMOMOTHKHM, BKJIIOYAS TNpEnaparbi, OTHOCALIMECS K CIACAYIOLMM KIaccam:
MaKpOJIMAbl, (TOPXMHONOHBI, MPOTHBOIPHOKOBBIE MpENapaThi MPOM3BOAHbIE MMHIA307a M
Tpuasona;

- HEKOTOpbIC HECEAaTHBHbIC AHTUIUCTAMUHHbIE MpenapaThl (TeppeHaauH, acTeMu3on);

- UM3anpui;
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- ¢nekauHua;

- HEKOTOpbIE NPOTUBOMAIISPHItHBIE MPenaparsl;

- METaJIOH.

I'pazonpesup/snbaceup

OnnoBpemeHHbIi npuem ¢ rpasonpeBupom/316acBUPOM NPOTUBONOKA3AH MOTOMY, YTO MOXKET
NPUBECTH K NOTEPE BUPYCOJIOIMMUYECKOH aKTUBHOCTH rpasonpesupa/andacsupa.

Jpyrue BzaumojeiicTeus

B3aumoseiicTeus  mexay 3daBupeHzom u MHrHOMTOpamMu  mpoteassl  BUY, ApYTHMH
aHTUPETPOBUPYCHBIMM Mpernaparamu, MoMMMO WHIHOMTOPOB mpoteassi BUY, a Taioke MEXy
3(paBupeH30M M JeKapCTBEHHBIMMU npenapatamu, He  OTHOCAWIMMUCH K  rpymnmne
aHTHPETPOBHPYCHBIX MpPENapaToB, yKa3aHbl B MPUBEAEHHON HWKe Tabauue 2. YBeanueHne
3HaYCHUs MoKasares 0D03HAYaeTCs CTPEKOH «T», YMEHblUEHHE 3HAYCHMUS— CTPENIKOU «|»,
CCJIM TOKa3aTe/lb OCTACTCs 0€3 M3MEHEHHH — CTPEKOM «—»»; eciu rnpenapar BBOAWJICA yepes
Kacapie 8 mam 12 4, 1o 310 0603HAuaeTCs KaK «K 8 4y MM «K 12 u». 90 % u 95 %
AOBEPUTE/ILHBIC HHTEPBA/IbI PE/ACTABICHBI B CKOOKAX, eCiin pUMeHnMO. OBbIYHO MCCIe10BaHMS
MPOBOAMJNCE HA 3/10pPOBBIX J10O6POBO/IbLIAX, €C/H TONBLKO CMELMAIBHO He OroBapuBaeTcs apyras

HHpOpMaLHs.

Tabauua 2. BzaumoneiictBust mexay 3(paBHPEH30M M IPYTHMH JIeKaPCTBEHHbIMH

cpeacTBamu

JlekapcTBeHHbIe npenaparsl,
pasjiejieHHbIe 110
(apmakoTepaneBTHYECKNUM
rpynnam (ao3am)

Bausinue na KoHueHTpauuio
npenapara B CbIBOPOTKe.
Cpennee u3ameHenue 3HaueHmii
AUC, Cmnx, Chin (OA)) H
AOBEPHTE/IbHbIE HHTEPBAJIbI,
€CJIH MPUMEHHUMO (MeXaHu3M)

Pexkomenaauun

[TPOTUBOMMKPOBHBIE ITPEITAPATBI

AHTHPETPOBUDPYCHbIE JIEKAPCTBEHHbIE CPeICTBA

Huruburoper nporeassi BUY

ATa3zaHaBup/pUTOHABUp/
3¢pasupens (400 mr 1 pas B
cytku/100  mMr 1 pa3 B
cytku/600 Mr 1 pa3 B cyTku,
BCE npernapatbl MPUHUMAIHCH
BO BpeMs [TpHEMa TMULLK)

ATta3zaHaBup (1ocie nosyaHs):
AUC: «* (o1 | 9- 1o 110),

Cmax: 117 %* (ot 18- 10 127),
Chmin: |42 %* (o1 [31- n0l51)

OnHOBpeMeHHOE pUMEHeHHe
sbaBupensa ¢ aTazaHaBUpOM/

PUTOHABHPOM He
peKOMEHyeTCs.
Ecau Tpebyercs

OHOBPEMEHHOE [PUMEHEHHE
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ATaszaHaBUp/pUTOHABHp/ ATtazanaBup (mocie nosyaHs): aTazaHasupa ¢  HHMOT,

ahasupens (400 Mr 1 pasz B|AUC: «*/** (ot |10 10 126), |HeoGxoammo  paccmoTpeTsb

cytkn/200 Mr 1 pa3  B|Cpax: <*/** (ot |5 10126), enecoobpazHocTh

cyTkn/600 Mr 1 pa3 B cyTku),|Cumin: 112 %*/** (ot |16 1o 149)|yBennuenus N03bl

BCE mpenapatbl npuHuManucs|(muaykuns CYP3A4), arta3aHaBupa M PUTOHaBHpa

BO BpeMSs MpHeMa Mnuiiu) *TTpu CpaBHEHHUH clno 400 mr u 200 wmr, B
aTa3aHaBUPOM KomOuHaumu ¢ sdasupensom,

300 mr/puronasupom 100 mr 1lc obecneyeHnem
pa3 B CyTkM BeyepoM 0e3|TLLATENBHOrO KJAMHMYECKOrO
dpaBupensa. Takoe CHHUIKEHHME|MOHHTOPHHTa.

Chnin araszaHaBMpa
OTpULATENILHO B/IUSATD
s¢pdexruBHOCTH aTazanaBupa.
**OCHOBaHO Ha HMCTOPUYECKOM

MOXKET
Ha

CpaBHEHHM.
Hapynasup/putonasup/ Hapynagup: OnHoBpemeHHbl it npuem
shaBupens AUC: |13 %, ahaBupensa "
(300 mr 2 pasa B cytku*/100|Cmin: |31 %, JlapyHaBupa/puToHaBupa
Mr 2 pa3a B cyTku/600 Mr 1 pa3|Cumax: |15% (800 mr/ 100 mr 1 pa3 B
B CYTKH) (nuaykuus CYP3A4) CYTKH) MOXET NPHUBECTH K
¥ HWKe peKoMeHI0BaHHOH [DdaBupens: cHUKEeHUIO Crin 1apyHaBHpa.
no3bl. [lonoGHbie pesynbratsi| AUC: 121 %, Ecau adaBupens neobxoanmo
0XKMJAI0TCA " npU|Crin: 117 %, MPUMEHATb OJHOBPEMEHHO ¢
MPUMEHEHU U B|Cmax: 115% JapyHaBUPOM/PUTOHABUPOM,
PEKOMEHI0BaHHBIX J103aX. (uHrubuposanne CYP3A4) caenyer MPUMEHSATD
KOMOMHaLKIO
JapyHaBUp/pUTOHABHP B

pexume 600 mr/ 100 mr 2
pa3a B cyTku. OHaKO TaKyio
KOMOMHaLIKIO caenyer
Ha3HayaTh C OCTOPOIKHOCTHIO.
Cwm. MHCTPYKLHIO no
MEMLIMHCKOMY MPUMEHEHUIO
napyHasupa/putonasupa. Cwm.
TaK)Ke H1Xe MHPOpPMALIUIO MO

PUTOHABUPY.
®ocamnpenaBup/putonasup/  |Kaunuyecku 3Haunmoro|Koppekuuu 103bl HH OHOTO
3(aBupens (apMaKkOKHHETHUYECKOTO M3  9THUX  JIEKAPCTBEHHbIX
(700 mr 2 pasa B cytku/100 Mr|B3auMoieHCTBHS He BbIABIEHO. CpeacTB He TpebyeTcs.

2 pasa B cytku/600 mr 1 pa3s B Cwm. TaKxKe HHKe
CYTKH) uHpopmaLHio no
PHUTOHABUPY.

®ocamnpenasup/nendunasup/ |Bzaumoseiicteue He n3yuanock. |[KOppeKUMH 4036l HH OAHOTO

20



3haBupens

u3 3THUX

JIEKapCTBEHHbIX
CpeacTB He TpebyeTcs.

®ocamnpenasup/caksunasup/ |B3anmoaeicTeye He usy4anoce. |Mcnonszosanue TaKo#
shaBupens KOMOUHaLMK He
PEKOMEH/yeTCsl,  MOCKOJIbKY
oXuaaercs 3HAYUMOe
CHWXKEHHE IKCMO3ULIMU 0O0UX
MHTUOUTOPOB npoTeasbl
BHY.
Wuaunasup/3dasupens Wuannasup: Xots KJIMHUYeCKas
(800 mr k84/200 mr 1 pas B|AUC: |31 % (ot 8 a0 47%), 3HAYUMOCTh CHUWXEHMUS
CYTKH) Chin: 140 %. KOHUCHTpAaUKH MHAMHABUpa
Cxo/1HOE CHMXKEHME IKCTOZULIMH |He YCTaHOBJIEHa,
MHaMHaBupa Habmonanoch BlHabmoaaBieecs
Ciydasix, Korja MHAMHaBHUp|hapMaKOKMHETHYECKOe
(1000 mr «84) BBOAMICH B|B3aUMOENCTBUE JIOJIKHO
KOMOMHAaUMKM ¢ 3(aBUPEH3OM|IPUHUMATBCS BO BHUMaHME
(600 mr 1 pa3 B cyrku).|npu BbiGOpe pexuma
(vHayxuus CYP3A4) Teparmu, BKJIIOYAKOLLEro
Ddasupens: OJHOBpeMEHHO 3(aBuUpeH3 u
KJIMHUYECKH 3HAYMMOTrO|MHAWHABHP.
(hapMaKOKHHETHYECKOTO Koppekuuu 10361 3¢aBupensa
B3aUMO/IEHCTBHS HeHe TpeOyercs, ecau OH
Hab1101a10Ch. Ha3HA4YaeTcs ¢ MHAWHABUPOM
WHanHaBup/puToHasup/ Wuaunasup: WK c
apasupens (800 mr 2 paza B/AUC: |25 % (or |16 1032)°,  [MHAMHABHPOM/PUTOHABHPOM.
cytkn/100  mr 2 pasa  B|Cma: |17 % (ot |6 10 [26)°, Cwm. TaKKe HWKE
cytku/600 mr 1 pa3 B cytkn)  |Cmin: 150 % (ot |40 10 |59)° MH(pOpMaL1IO 1no
DdaBupens: PHUTOHABHUPY.
KJIMHUYECKH 3HAYUMOro
(hapMaKOKMHETHYECKOIO
B3aMMOIEHCTBUS HE
Hab101a10Ch. Cpeanee

reomerpuyeckoe 3HayeHue Cpin
uHanHasupa (0,33 mr/n) npu ero
NPUMEHEHHH B KOMOMHAUMHU C
PUTOHABUPOM M 3 aBUpEeH3OM
Obuto  Gonblue, 4em MpuU €ro
MPUMEHEHUU KayecTBe
mMoHoTepanuu no 800 mr k8y
(Cmin 0,15 mr/n). ¥V naumeHTos,
BHY-1

noxasaresiu

B

MHOHULHUPOBAHHBIX
(n=6),
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(apMaKOKMHETHKM MHAMHABUPA
¥ 2haBupensa 0ObIYHO Oblau
COMOCTaBUMbl C TaKOBBIMH Y

HEMH(PULMPOBAHHbIX
J106pOBOJIbLIEB.

JlonuHaBup/puToHaBup B
MATKMX ~ Kancylax Wi B
pacTBope Ans

BHYTpb/3(aBuUpeHs

npuema

CyuiectBeHHoe
3KCIO3ULMHM JIONTMHABUPA.

CHHMIKCHHE

[Tpu OJIHOBPEMEHHOM
Ha3HauUeHUH ¢ SpaBUPEH3OM
crenyer paccMOTpeThb
eaecoobpazHocThb
YBEJIMUEHUS /103 JIOMMHABHUpA
M PHUTOHaBHpa B MATKHX
Kancynax WM pacTBope /s
npuema BHYTpb Ha 33% (o 4
Kancyabl/~6,5 ma 2 pasa B
CYTKM BMECTO 3 Kancysn/5 mi
2 paza B cytku). OnHako
caenyer cobntonare
OCTOPOJKHOCTb,  MMOCKOIBKY
Takas KOppeKUus A03bl /s
HEKOTOPBIX NaluMeHToB
MOXKET oKazaThes
HEZ0CTATOYHOHM.

JlonuHaBUp/pUTOHABHUP B
tabnerkax/adaBupens

(400/100 mr 2 paza
cytku/600 mr 1 pa3 B cyTKH)
(500/125 wmr 2 paza B

=]

KonueHTtpauus
130-40 %
Konuentpauuu

JIONMUHaBUpa:

JIONMUHaBUpa

Jlo3a JOMMHaBUpa H
puToHaBMpa B  TabneTkax
N0/KHA ObITh yBeaMYEHa J10
500/125 mr 2 pa3a B CyTKH

npu OJIHOBPEMEHHOM

cyTkn/600 mr | pa3 B CyTKM)  |[CXOAHBI €  TAKOBbIMM  MpPH|IPUMEHEHHH C I(aBUPEH3OM
MPUMEHEHUH 600 mr | pa3 B cyTku.
JI0NUHAaBUpa/pUTOHABUPA Cwm. TaKKe HUKe
400/100 mr 2 pasa B cyTku Ge3|uHpopmauuio no
spaBupen3sa. PHUTOHABUPY.

Hendunasup/apasupens Henduuasup: Koppekunu 103bl HU OHOTO

(750 mr x84/600 mr 1 pa3 B
CYTKH)

AUC: 120 % (ot 18- 10 134),
Cmax: 121 % (ot 110- g0 133)

JlanHas komMOuHauus 0OOBIYHO

XOpOouo nNepeHoCUTCH.

M3 JlaHHbIX JIEKAPCTBEHHbIX
cpeacTs He Tpebyercs.

PutonaBup/3daBupeHs
(500 mr 2 paza B cytku/600 mr
| pa3 B cyTKH)

PutonaBup:

AUC yrpom: 118 % (ot 16 no

133).
AUC BeyepoMm: <.

Cmax yTpoM: 124 % (ot 112 no

138).

[Ipn Ha3zHaueHuu 3¢daBupensa
C PUTOHAaBMPOM B HH3KHX
703aX CleAyeT Y4YMThbIBATh
BO3MOXKHOCTb  YBEJHYEHMS
4acTOTbl CBSA3aHHBIX c
3(paBupeHzom
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®

Cmax BeyepoM: <.

Cmin yTpom: 142 % (ot 19 a0
186)°.

Cmin BeuepoM: 124 % (ot 13 10
150)°.

Ddasupens:

AUC: 121 % (ot 110 no 134),
Cmax: 114 % (ot 14 a0 126),
Cmin: 125 % (ot 17 no 146)°
(uurubuposanue CYP-
OIoCPEI0BAHHOIO
OKHMCIIUTENILHOrO MeTabosin3ma).
[Ipn  npueme osdaBupensa s
KOMOMHALMK C PUTOHABUPOM MO
500 mr uam 600 mr 2 pasza B
CYTKH
HU3KOM

MEpeHOCUMOCTb  Oblna
(Hanpumep,
HabII01aIUCh TOJIOBOKPYIKEHHE,
TOLIHOTA,

MMOBBILLICHUE

napecresus,
aKTUBHOCTH
«IMEeYEHOYHBIX» (depMeHTOB).
JlaHHbIE 0
MEPEHOCUMOCTH 3(aBupeHsa B
KOMOMHALMK C PUTOHABUPOM B
HU3KHUX ao03ax (no 100 mr 1 uaum

2 pasa B CyTKH) OTCYTCTBYIOT.

Jloctatounsie

HEXKENATECAbHBIX SABJICHU M

BCJIE/ICTBHE BO3MOKHOIO
(bapmakoanHaMHYECKOrO

B3aUMO/IEMCTBHUS.

CakBuHaBup/puToHaBup/
s¢aBupens

B3aumoaeiicTBue He u3yuanocs.

OTCyTCTBYIOT
MO3BOJISIKOLLME

JlaHHble,
paspaborarb
PEKOMEHJALMK [0 PEKUMY
aosupoBanus. CM.  Takke
uHpopmaumM  no
putoHaBupy.  [lpumeHeHue
3(haBupeH3a B KOMOMHALMHM C

BbILIC

CaKBUHAaBUPOM B KayecTBe
€/IMHCTBEHHOro MHrubuTopa
npoTeasbl BHUY HE

PEKOMEHAYETCH.

AHTaroHUCThl XeMOKHHOBBIX peuentopos CCRS

Mapaupok/3dasupens
(100 mr 2 pa3za B cytku/600 mMr
| pa3 B cyTKH)

Mapagupok:

AUC2: |45 % (ot |38 1o [51),
Cmax: |51 % (ot |37- no |62).
Konuenrtpauun sdasupensa He
B3aMMOEHCTBUE

Cwm. MHCTPYKLUH 1o
MEULIHHCKOMY MPUMEHEHUIO
JIEKapCTBEHHBIX MpenapaTos,
B COCTaB KOTOPBIX BXOAMT

N3MEPSATTUCH,

MapaBHpoK.
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|He OXXHzaaercs.

Huruburop nurerpassi BUY

PanrerpaBup/aaBupens Panterpasup: Koppekuun 7103bl
(400 mr oanokpatHas no3a/-) |AUC: |36 % panterpasupa He Tpebyercs.

Ci2: |21 %,

Chnax: 136 %

(MHaykums  depmenta V]ID-

['T1A1)

Jlekapcersennsbie cpeacrsa us rpynn HUOT u HHUOT

HHUOT/adpaBupens Hccnenosanus B3anmozneicTuii| Koppekumnu 10361 HU OAHOMO

dhaBUpeH3a W NpenapaToB M3|M3 JaHHBIX JIEKAPCTBEHHBIX

rpynnel HUOT He|cpeacTB He Tpebyercs.

MPOBOAMIIMCE, 32 MCKIIKOYEHHEM

B3aMMOICHCTBUI c

JIAMUBY/IMHOM, 3WIOBYJAMHOM M

TeHopOoBHpa

U301 POKCHIIYyMapaToOM.

Knunnuecku 3Ha4YUMble

B3aMMOJIEUCTBUSA HE

MpearnoaararTcs, MOCKOJIbKY

MeTabo/iu3M  npenapatoB M3
rpynnet - HUOT  nporekaer
MyTAMH, OTJIMYHBIMH oT
TAKOBBIX 1 3daBupeH3a, U
MaJIOBEPOSATHO, 4TO OHU OyayT
KOHKYPHpPOBATb 3a OJIHH W TE XKe
meTabonusupyoumue hepmMeHTbl
U MYTH BbIBEICHMS.

HHHUOT/a¢pasupens B3aumosneictsue He usyuanocs ([Tockonbky NpUMEHEHHE
JIBYX HHHUOT HE
obecreynBaeT npeuMyiecTsa
c TOYKH 3peHUs
s pexkTuBHOCTH u
6e3omnacHocTH,
O/IHOBPEMEHHOE MpPUMEHEHHUE
shaBupeHsa M apyroro
71€KapCTBEHHOrO CPE/ACTBa M3
rpyMIbl HHUOT HE
PEeKOMEHyeTcs.

JlekapcTBennble npenaparsl NpoTHB BUpyca renatura C
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bouenpesup/ahasupens
(800 mr 3 pa3a B cytkn/600 Mr
| pa3 B cyTkH)

Bouenpesup:

AUC: & 19%*,

Crax: <> 8%,

Chmin: [44%.

DdaBupens:

AUC: & 20%,

Crmax: « 11%,

Cmin: [12% (0T 24% no 11%
(nupykuus CYP3A Bausier Ha

Oouenpesup), *0-8 u.
OrcyrctBue  addekra (<)
COOTBETCTBYET  YMEHbIIECHUIO

CPpEAHEro COOTHOLUEHHUS He >
yem Ha 20% wuan yBeauyeHHIO
He > yem Ha 25%.

Kinnuueckas  3nauummocts
YMEHBILIEHUS KOHLEHTpaLUK
Gouenpesupa B miame KpoBu
HE YCTaHOBJIEHa.

Tenanpesup/ahasupens
(1125 mr k84/600 mr | pa3 B

CYTKH)

Tenanpesup
750 mr k8y):
AUC: |18% (ot |8 mo |27),
Cmax: [14% (o1 |3 no |24),
Chnin: 125% (o1 14 10 [34)%
Ddasupens:

AUC: | 18% (ot |10-10 |26),
Cax: [24% (ot |15 no |32),
Chin: [10% (ot 11 0o [19%
(nuaykuus CYP3A)

(oTHOCUTENBHO

[Tpu COBMECTHOM
NPUMEHEHUH TelnanpeBupa M
aaBupeH3a pekomeHayercs
YBEJIMUYUTD 103y TejanpeBupa
10 1125 mr k8u.

Cumenpeup/sdhasupens
(150 mr 1 pa3 B cyrku/ 600 mr
| pa3 B cyTku)

Cumenpesup:

AUC: | 71% (ot | 67 a0 | 74),
Crmax: | 51% (ot | 46 10 | 56),
Chmin: | 91% (ot | 88 10 | 92)

OnHoBpeMeHHbIH npuem
cumenpesmpa ¢ 3haBUpeH3oM
MPUBOAMUT K CYUIECTBEHHOMY

CHWXEHHMIO  KOHLEHTpalluu
Ddasupens:
CUMENpeBUpa B [la3me
AUC: «
5 BCJIEJICTBHE MHAYKLHH
C"’“' % CYP3A s¢asupensom, uto
Neory
o MOJKET MPUBECTH K MoTepe
(vnaykuus CYP3A4)
TepaneBTuyeckoro sddekra
cumenpesupa.  CoBmecTHOe
NPUMEHEHHE CHMEINpeBUpa M
spaBupensa He
peKOMeHayeTcs.
['paszonpesup/3n6aceup ['pasonpeBup: OaHoBpeMeHHbIi npuem
AUC: |83%, c rpasonpeBupom/
Cinax |87%. 316acBUPOM MPOTHBONOKA3AH
3”6“3""; MOTOMY, YTO MOJKET MPUBECTH
ALIC: (545, K MoTepe BHUPYCOJOrMYECKOM
Cmax |45%.
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aKTUBHOCTH  rpaszonpesupa/
anbacBupa u3-3a
3HAYMUTELHOIO  CHHKEHMS
KOHUEHTpaUMKd B  nasMme
KpPOBH  rpasonpeBupa W
anbaceupa, BCJIC/ICTBHE
MHIYKLHK s(haBupeH3OM
uzopepmenta CYP3A4 wam

P-gp.

Bennaracsup/codocGysup
Bennaracsup/Bokcunanpesup/
codocOyBup (1125 mr k84/600
Mr | pa3 B CyTKH)

Bennaraceup:
AUC: |53%,
Cmax: [47%,

Crin: 157%.
Codocbysup:
Cmax: 1T 38%.
[Ipeanonaraercs:
|Bokcunanpesup

[Tpu COBMECTHOM
MPUMEHEHU U TeHo(oBHpa
JIM30MPOKCHI/
amTpuuMTabuna/adasuper 3a
c BEJINaTacBUpoMm/
codocbyBupom MITH c
BeJjInaracBUpom/
BOKCHJ1anpesupom/
cotocOyBrpom Ob110
MoKa3aHo, 3HAYMTENbHOE
CHWXEHHME KOHLEHTpalUK B
MJ1a3MEKPOBM BeJNaTacBupa
BCJIE/ICTBHE MHAYKLHH
spuBepeHzom usodepmenTa
CYP3A4, 4yTO MOXKET
MPHUBECTH K norepe
TepaneBTHueckoro addekra
Bennaracsupa.  Oxupaercs
aHaJlorH4yHoe CHUIKEHUE
KOHLEHTpaUMH B  [Jasme

['nekanpesup/nubpenraceup

| I'nexanpeBup
| Tln6bpenracsup

KPOBH BOKCHJIaNpeBupa.
CosmecTHOE NpUMEHeHHe
saBupensa c
BeJInaTtacBUpom/
codocOyBrpom UK c
BeJInaTacBUpoM/
BOKCHJIarnpeBupom/
coocOyBupom He
PEKOMEHYeTCH.
OnHoBpeMeHHbli npuem
riaekanpesupa/
nubpeHracBupa c

3(haBUPEH30M MPUBOAUT K

CYUIECTBEHHOMY CHHUIKEHUHIO
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KOHUEHTpALMK rieKanpesupa
/nubpeHTacBupa B naasme,

YTO  MOXET TpPUBECTH K
noTepe  TepaneBTHYECKOro
s dekra.
CoBmecTHOe npuMeHeHHe
rnekanpesupa/
nubpeHTaceupa "
saBupensa He
PEKOMEH1yeTCs.
AHTHOMOTHKH
A3UTpOMHULIMH/3(aBupens Knunuuecku 3HaunMoro|Koppekuuu a103bl HU OAHOrO
(600 mr B BMaE OAHOKPATHOI|papMaKOKHHETHYECKOTO M3 JaHHBIX JIEKAPCTBEHHbIX

103b1/400 Mr 1 pa3 B cyTkH)

B3aMMO/ICHCTBUS HE BbISBIICHO.

cpeacTB He Tpebyercs.

Knaputpomuimu/apasupens
(500 mr x 12 4/400 mr 1 pa3 B

CYTKH)

Knapurpomuumn:

AUC: [39 % (ot |30 1o |46),
Cmax: |26 % (ot |15 no |35)
14-ruspokcumerabonuT
KJ1apUTPOMHULIMHA:

AUC: 134 % (ot 118 mo 153),
Cmax: 149 % (ot 132 10 169)
O¢asupens:

AUC: &,

Cmax: 111 % (or 13 10 119)
(Muaykuus CYP3A4)

Koxnas cbinb HaGaioaanach y

Knuuuyeckas 3HAYUMOCTb

W3MEHEHU KOHUEHTpaLHUH
K/IIAapUTPOMHUILIMHA B [jla3Mme

KpPOBU HE YCTAHOBJIEHA.

Bmecto KJIapUTPOMHLIMHA
cneayer paccMOTpeThb
BO3MOXXHOCTb  NPUMEHEHHs
JIpyroro aHTUOHOTHKa,

Harpumep, a3uTPOMHULIMHA.
Koppekuuu 10361 3aBupensa
He TpebyeTcs.

46% HEMH(ULMPOBAHHBIX

J00pOBO/IBLLEB,  OAHOBPEMEHHO

NPUHUMABIUKMX  3(DaBUpeH3 U

KIapUTPOMHULIMH.
HApyrue  antubuotukn  u3|BiaumozeiicTBue He u3yuanock. |OTCYTCTBYIOT JlaHHble,
rpynibl MaKpOJIHI0B nosponstolme  paspaborarsb
(Hanpumep, PEKOMEHALMU [0 PEeKUMY

3PUTPOMHULIMH)/3(aBupeH3

JAO3UPOBAHUA.

IIpoTuBoTyGepKy./ie3Hble IeKapCTBEHHbIE

cpeacTsa

Pudabyrun/apasupens
(300 mr 1 pa3 B cyTku/600 mr 1
pa3 B CYTKH)

Pudabyrun:

AUC: |38 % (ot |28 no [47),
Cmax: {32 % (o1 |15 mo [ 46),
Cmin: 145 % (ot |31 g0 |56)
Ddasupens: AUC: <,

Crmax: <,

Cmin: |12 % (or [24 p011)

Cyrounas nosa pucpabytuna
JI0/DKHA OBbITh yBelMYeHa Ha
50%,
OJIHOBPEMEHHOE MpPUMEHEHHE
¢ a¢asupenzom. Cneayer
TaKxKe paccMOTpeTh
LenecoodbpasHoOCTb  YABOEHHMS

€CJIH [TJITAHUPYETCH

27



(Muaykuns CYP3A4)

A03bl  pudabytuHa  npu
npumMeHeHuu pudabytuna 2
MIM 3 pasa B Hememo B
KOMOMHALMK ¢ ddaBupeH3oM.
Knunnueckuit sddexr Takoii
KOPPEKLUMH /103bl HE M3Y4YeH.
[Ipn koppekumn 10361 TaKxKe
crenyer
MHAUBUAYATbHYIO
MePEHOCHMOCTh
BUPYCOJIOrHYECKU
(cm.

YUHTBIBATh

"
OTBeT
Dapmakoiornyeckue
CBOWCTBA,
DapMakOKMHETHKA).

Puamnuumun/sdasupens
(600 mr 1 pa3 B cytku/600 mr 1
pa3 B CyTKH)

Ddasupens:

AUC: |26 % (ot |15 no 36),
Cmax: 120 % (ot |11 no |28),
Cmin: 132 % (ot 15 mo |46)
(muaykuus CYP3A4 u CYP2B6)

Ecin s(aBupeHs
MPUMEHAETCH OJHOBPEMEHHO
c pubaMnULHHOM y
NaluMeHToB ¢ mMaccoit Tena 50
Kr 1 Gonee, CyTOUHYIO 103y
a¢asupensa creayer
yBeM4uThL 10 800 Mr, uToGbI
obecrneyuTsb 9KCMO3HULIHIO,
CXOJIHYKO C TaKOBOM rpu
npuMeHeHUH 3daBupeHsza B
cyro4yHoi jpo3e 600 mr Ges

pudamnuunna. Knuunueckuii

pdexr Takoit KoppekuuH
A03bl  He  u3yyeH. [lpwu
KOPPeKUMM  J103bl  TaKxkKe
creayer Y4YHMTbIBaTh
MHAUBUIYATbHYIO
MEePEHOCUMOCTh "
BMPYCOJIOrHUYECKH OTBET
(c™m. ®apmakosornyeckue
CBOWCTBA,
DapMaKOKMHETHKA).
Koppekuus J103bl

pudamnuumHa He Tpedyercs.

IIpoTuBOrpnGKOBbIE JIEKAPCTBEHHbIE CPEICTBA

Hrtpakonazon/aaBupens
(200 mr kaxasie 12 yacos/600
mr | pa3 B cyTKH)

Hrpakonazon:

AUC: |39 % (ot |21 n0]53),
Cmax: |37 % (o1 |20 o [51),
Cmin: |44 % (ot |27 no |[58)

[Tockonbky HENb3s
BbIpaboTaTh  peKoOMeH/alnu
N0  peKUMY  J03MpPOBaHMS
MTpaKoHa3o0/1a, cnenyer
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(cHwxkeHue
UTpaKoHazosa
uHaykuuen CYP3A4)
["'mapokcuurpakonason:
AUC: |37 % (ot |14 no |595),
Cmax: |35 % (ot |12 no |[52),

Chmin: |43 % (ot |18 mo |60)

KOHLIEHTpaL Ui
BCJIEACTBHE

paccMOTpeTb  BO3MOXKHOCTb
NpPUMEHEHHS
aJIbTePHATUBHBIX

MPOTUBOrPUOKOBBIX CPE/ICTB.

DdaBupeH3s:  He  BbIABIEHO

KJIMHHYECKH 3HAYUMBbIX

U3MEHEHH.
[To3akonazon/adasupens+400 |[TozakoHazon: Cnenyer u3beratb
Mr | pa3 B CyTKH AUC: |50%, OJIHOBPEMEHHOI0

Cmax: |45 % (uuaykuus V]P-

INPUMEHEHHU T03aKOHa30./1a "

FIIOKYPOHUPOBAHUS ). 3haBupeH3a, eciu  TOJbKO
oXujaemas  noiab3a s
NauMeHTa He  MpeBbllIaeT
BO3MOXKHbIH pUCK.
Bopukonazon/apasupens Bopukonazoun: [Tpu O/IHOBPEMEHHOM
(200 mr 2 pa3a B cytku/400 mr|AUC: |77 %, NpUMEHEHUU ddaBupeH3a ¢
1 pa3 B cyTkH) Cmax: 161 % BOPHKOHA30/10M
D¢aBupens: MO/ PKM BaroLLas n03a
AUC: 144 %, BOPMKOHa30/1a JI0JDKHA ObITh
Cmax: 138 % yBeauuena 10 400 mr 2 pasa
B CYTKH, a 032 ddaBupeH3a
BopukoHnazon/sdasupens Bopukonazon: cHukeHa 10 300 mr 1 pas B

(400 mr 2 paza B cytku/300 mr
1 pa3 B cyTkH)

AUC: |7 % (ot [23-m0 T13)*,
Cmax: 123 % (ot | 1- 1o 153)*
DdaBupens:

AUC: 117 % (ot 16- 1o 129)**,

Cmax: Aand

*Io cpaBHenuto ¢ 200 mr 2 pasa
B CYTKM MpPH NPUMEHEHHUH B

MOHOTEpAInuu

**[To cpaBHeHuto ¢ 600 mr 1 pa3
B CYTKM TMpPHU TPUMEHEHUH B

MOHOTEpAIriuu

(KOHKYpeHTHOE MHIMOMpOBaHHE

OKHMCJIUTEJIbHOrO MeTabonu3Ma)

cytku. Ecanm  npumenenue
BOpMKOHA30.1a Oyner
MpeKpaLleHo, TO no3a
spaBupensa o/KkHa  ObITb
BOCCTAHOBJIEHA 10
HayaJIbHOM.

DnykoHazon/a¢aBupens
(200 mr 1 pa3 B cyTkun/400 mr 1
pa3 B CYTKH)

Knuuuuecku
B3aUMO/IEWCTBUS HE BbISBJIEHO.

3HAYUMOro

Koppekuuu 10361 HU OHOTO
M3 JaHHbIX JIEKapCTBEHHBIX
CpeacTB He Tpebyercs.

Kerokonazon H apyrue
MpPOTUBOrpHOKOBBIE CpeCTBaA -

B3aumopneiicTBue He U3y4aaoch.

OTtcyTeTBYIOT JlaHHbIE,

no3posistolMe  paspaborarb
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NPOM3BO/HBIE HMKA30J1a PEKOMEHAALMN M0  pPeKUMY
J03UPOBAHUS.
IIporuBomansipuiinbie ekapcTBeHHbIE CpeICTBa
ATOBaxoH/mporyaHu/ ATOBaxoH: [lo Bo3moxHOCTH cneayer
3¢haBupeH3 (250/100 MrlAUC: |75% (ot |62 no|84), usberatb  OJHOBPEMEHHOrO
oaxokpatHas a03a/ 600 mr 1|Cmax: |44% (ot |20 10]61) MPUMEHEHUS
pa3 B CYTKH) [Tporyanu: aTOBaxoHa/mporyaHuia c
AUC: [43% (ot |7 10|65),[abaBupensom.
Cmax: «
Apremetep/niomedantpun/ Apremerep: Bo3moxHo CHUXKEHHE
a¢asupens  (20/120 wmr, 6| AUC: [51%, aHTUMasspuiinoro  s¢dekra
npuemoB no 4 Ttabnetku B|Cmax: [21% BCJIEICTBUH CHUIKEHMUS
TeueHne 3 aHeit/600 mr 1 pas B|[uruapoapreMusuHuH: KOHLEHTPALMUKW  apTemeTepa,
CYTKH) AUC: |46%, JIMrMpOapTeMU3HHHUHA u
Cmax: |38% nmoMedaHTpuHa npu
JlromedaHTpun: COBMECTHOM TPUMEHEHHH C
AUC: |21%, 3(aBupeHsom. Cnenyer
Crmax: « coboaTh  OCTOPOXKHOCTD
Ddasupens: npu COBMECTHOM
AUC: | 17%, NpUMEHEHUH 3(paBupeHsa ¢
Crax: © apremeTepom/
(Mupykumns CYP3A4) aoMedaHTpUHOM.
AHTaUH/IHbIE J1eKAPCTBEHHbIE CPEICTBA
AHTaUMAbIL, conepxkaume Kak — aHtaumael, comepxkauiue|ManoBeposTHO, 4TO  npM
ATIOMUHUS THAPOKCHA  -([alIOMHUHUS  TMAPOKCHA  WIM|IPUMEHEHWHM 3(aBupeH3a c
MarHus TMAPOKCH ] -|MarHus  TMAPOKCHI, TaK  M|JI€KApCTBEHHBIMHU
CUMETHKOH /3aupens (30 mi|pamMOTHAMH  He  OKa3bIBAIOT|CPEACTBAMH, KOTOpblE
OAHOKpaTHa  1103a/400  Mr|He6aaronpuaTHOrO BAMSHMA |BAMSIOT Ha pH skenyaouHoro
OJIHOKpaTHas 103a) Ha BcacbiBaHue 3(aBUpeH3a. COAEPIKUMOrO,  U3MEHHUTHCS
®amaruaun/sdasupens (40 mr BCaChIBAEMOCTh 3(haBUpeH3a.
OAHOKpaTHas jo3a /400 wmr
OJIHOKpaTHas 103a)
AHKCHOJHTHKH
Jlopasenam/spaBupens (2 wr|Jlopasenawm: Koppekuun 103bl HM OAHOrO
oaHokpatHas 103a/600 mr 1|/AUC: 17 % (ot 11 mo 114)|u3 naHHbIX JIEKapCTBEHHbIX
pa3 B CYTKH) Cmax: 116 % (ot 12 mo 132). CpeacTB He TpebyeTcs.
OTtH M3MEHEHHA He
pacLeHHBaroTCA, Kak
KJIMHUYECKU 3HAYMMBIE.

AHTHKOATYISIHTbI

Bapdapun/aasupens

JB3aMMOﬂeﬁCTBMC He u3yuyanoch. Moxer

norpedoBartbCs
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AueHokymapos/ahaBupens

Bo3moxHO kak yBennueHue, Tak
M YMEHbIUEHHE KOHLEHTpaLUH
BapdapuHa/aleHOKymapona B
njasMe  KpoBM  1oj
BJIMSIHHEM 3(aBUpEH3a.

noa

KOppeKLMs 103bl BapdapuHa/
alleHOKymapoJa.

HpOTH BOCY/10pO’KHbI€ JIEKAPDCTBEHHbIE cpeacraa

Kap6amaszenu/adasupens Kap6amazenun: OtTcyTcTBYIOT — faHHble, Ha
(400 mr 1 pa3 B cytkn/600 mr 1|AUC: [27 % (ot 120 no |33),/0CHOBaHHM KOTOPBIX MOXKHO
pa3 B CyTKH) Cmax: 120 % (ot |15 no |24),|paspaGorath pekomeHaaLmii

Chmin: |35 % (ot |24 no |44) N0  PEeXHUMY J103UPOBaHMS.

Ddasupens: Caenyer paccMoTpeThb

AUC: [36 % (ot |32 no [40),/BO3MOKHOCTE NPUMEHEH s

Cmax: 21 % (ot |15 po |26),|apyroro

Cmin: 147 % (ot |41 no |53)[npoTHBOCYA0POKHOIO

(cHMKEHHE KOHLIEHTPALMK|Cpe/ICTBa.

kapbamaszenuHa BeieAcTBHE|PeKOMeH1yeTCs  NPOBOAWTH

unaykumu CYP3A4; cHuKkeHnue|nepuoanyYeckuil MOHUTOPHUHT

KOHLEHTpaL1K 3(haBupeH3a|KOHLEHTPaLIMH

Beaeacreue MHaAykuuu CYP3A4|kapGamasenuHa B naasme

u  CYP2B6). PaBHOBecHOe| KpOBH.

3HaueHHe AUC, Cmax M Cmin

aKTUBHOTO metabonura

kapbamaszenuHa JMoKcHMaa He

u3MeHstoTes.  B3aumopeiicTeue

npu 0/IHOBPEMEHHOM

npuMeHeHUH Oonee  BBICOKHX

1103 3¢paBupensa "

KapbamazenuHa He U3y4asoch.
DenntouH, ¢enobapburan u|BianmoseiicTue He usyuanocs. |Ecau 3¢aBupens
Apyrue  MpoTHBOCYROpOXHbie|BO3BMOKHO  KaK  yMeHblueHue, NPUMEHSIETCS OJAHOBPEMEHHO
JIEKapCTBEHHbIE cpeacTsa,|TaK H YBEJIMUCHHE c MPOTHBOCYI0POKHBIMH
ABNSIOLIMECS cybeTparamu|KOHUEHTPALHi ennrouna, npenapaTtamu, fBSIOLIMUMHUCS
uzodepmertor CYP450 denoGapburana  u  apyrux cybctpatamMu  M3o(epMeHTOB

NPOTHBOCYAOPOIKHBIX CYP450, HEOOX0AUMO

JIeKapCTBEHHBIX CPECTB, | ocy1eCTBASTh

ABJIAIOLLMXCS cybeTpaTamMu|nepyoanyeckuii MOHHUTOPHHT

usodepmentos CYP450, ecau KOHLEHTpaLHii

TH  Mpenapatbl MPUMEHAIOTCH | poTHBOCYAOPOKHBIX

OJIHOBPEMEHHO ¢ 3(haBUPEH30OM. MpenapaTos B KPOBH.
Banbnpoesas Knunuyecku 3Hauumoro|Koppekuuu 103b1 3¢aBupeHsa
Kuciaora/ahaBupeHs BIIMSAHUS Ha (apMakoKMHETHKY|He TpeOyercs. [laumeHTsl
(250 mr 2 pa3a B cyTkn/600 Mr|adaBupeH3a  He  BBIABAEHO.|IODKHBI  HAXOAMTBHCS  MOJ
| pa3 B cyTKH) OrpaHuueHHble JlaHHble|HaOMI0IeHHEM U1 KOHTPOJIS
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MOKa3bIBAIOT, YTO KIMHUYECKH
3HaYMMOE BIMAHHE Ha
(papMakoKMHETHKY BasibIPOEBOI

KHACJIOTBI OTCYTCTBYET.

CY/IOPOXKHBIX MPUNAIKOB.

Burabarpun/adasupens
["abanenTun/3dasupens

B3aumoneiictBue He u3yyanocs.

KnuHuuecku 3HAYUMble

B3aUMO/IEHCTBUS

MaJIOBEPOATHBbI, MOCKOJIbKY
Burabatpus M rabaneHTHH
BbIBOJSATCS UCKITIOYUTEIbHO

MOYKaMMU B HEM3MEHEHHOM BHJIE
1 Bpsi M OYAyT KOHKYpHUpPOBaTh
c MeTaboIU3UPYIOLLIUMH
bepmenTamu " MyTAMH

BbIBE/IeHUS 3(aBUpeH3a.

Koppekuuu 1036l HH 0HOTO
M3 JIaHHBIX JIEKapCTBEHHBIX
cpeacTB He Tpebyercs.

AHTH/ENpeccaHThbI

CenekruBHble HHFHﬁHTOpbl oﬁpamoro 3axBaTa CepOTOHHHA

Ceprpanuu/apaBupens
(50 mr 1 pa3 B cytku/600 mr |
pa3 B CYTKH)

Ceprpanun:

AUC: |39 % (ot |27 no |50),
Cmax: |29 % (ot |15 no |40),
Chmin: 146 % (ot |31 g0 |58)
Ddasupens:

AUC: &,

Cmax: 111 % (o1 16 10 116),
Cmin: < (Muaykuus CYP3A4)

VBenuuenue
cepTpajivHa
MPOBOAUTLCS

N03bl
JLOJIKHO
C  yuyeTom

KJIMHUYECKOro OTBETA.

Koppekuuu 10361 a¢aBupensa

He TpebyeTcs.

[Tapokcernn/>paBupens
(20 mr 1 pa3 B cyTku/600 mr 1
pa3 B CYTKH)

Knununyecku 3HAYMMOT0
(apmakoknHeTHYECKOTO

B3aUMOJEHUCTBUS HE BBISBIIEHO.

Koppekunu 103bl HU OHOrO
M3 JaHHBIX JIEKApPCTBEHHbIX
cpeacTB He TpebyeTcs.

®nyokcerun/adaBupens

B3aumopzeiicTBue He u3yuanock.
[Tockoneky ans  ¢uyokcetuHa
XapakTepeH TOT Ke
meTtabonuueckuit npopuab, 4To
M JUIs NapoKCEeTHHA, T.€. OH
ABISETCS MOLLIHBIM
unruburopom CYP2D6, MoxHO

Koppekuuu 1036l HH OAHOrO
M3 JaHHbIX JIEKapCTBEHHbIX
CpeJcTB He Tpebyercs.

OXHMJaTh, 4YTO  (JIYOKCETHH
TaKxKe He Oyner
B3aMMOJIEHCTBOBATD c
s(paBupensom.
CenexkTnBHbie HHTHOHTOPLI 06PATHOrO 3aXBATA KATEXOJAMHHOB (HOPAApPEHAIHHA,
A0NaMHMHA)
Bynponuon/adasupens Bynponuon: VBenuuenue J103bl
(150 Mmr  oanokpatHas — 103a|AUC: 155% (ot |48 1o |62), Oynponuona JIOJIKHO
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C

(MpoNIOHrMpOBaHHOIO

Crmax: 134% (o1 |21 no [47) MPOBOAMUTLCS € yyeToM
aercteua)/600 mr 1 pas  B[I'mapokcuGynponuon: KJIMHHY4€ECKOro OTBETa,
cyTK) AUC: o, OHAaKO J03a He J0JKHa

Coni 150% (or 120 70 180)TPCHUETS  MarcHario

(unykuus CYP2B6) Koppexkuuu 10361 3¢aBupensa

He Tpebyercs.
baokartopst Hi-rucramuuoBbix peuenTopos
Lletupusun/apaBupens Lletupusun: Koppekuun 1036l HM oaHOrO
(10 mr oanokpatHo/600 mr 1|AUC: < M3 JIaHHBIX JIEKAPCTBEHHbIX
pa3 B CyTKM) Cmax: 124% (ot | 18% 110 |30%) Cpe/cTB He Tpedyercs.

Jlanubie U3MEHEHMUS He

pacLeHuBaloTCs Kak

KJIHHUYECKH 3HAYMMBbIE.

Ddasupens:

KIIMHUYECKH 3HAYMMOTO

B3aUMO/IEHCTBUS HE BBISBIIEHO.

Cepaeuno-cocyancroie npenaparsi

Baokatopel '"Mennennbix' KajibIHEBbIX KAHAIO0B

Huntnazem/>aBupens
(240 mr 1 pa3 B cyTku/600 mr 1

pa3 B CYyTKH)

Juntuazem:

AUC: |69 % (ot |55 no |79),
Cmax: 160 % (ot |50 10 |68),
Chmin: |63 % (ot |44 o |75)
JlesaueTunaunruazem:

AUC: |75 % (ot |59 no |84),

Cmax: 164 % (ot |57 no |69),
Cmin: 162 % (ot |44 no |75)
N-MoHOAeCMETHIAMITHAZEM:
AUC: |37 % (ot |17 no |52),
Cmax: |28% (ot |7 no |44),

Cmin: |37 % (ot |17 no |[52)

Ddasupens:

AUC: 111 % (ot 15 po 118),

Cmax: 116 % (oT 16 mo 126),
Cmin: 113 % (ot 11 10 126)
(vnaykuus CYP3A4)

VBenuueHue
(hapMaKOKMHETHYECKUX
napamMeTpoB  s(paBupeH3a  He
66110 pacLeHeHO KakK

KJIMHUYECKH 3HAYUMOE.

Bonpoc o HeobGxoaumocTu
KOPPEKLMH /103bl JUJITHA3EMa
peruaercs c y4eToM
KJIIMHHYECKOro oreera (cMm.
MHCTPYKLHIO 1no
MEMLIMHCKOMY TMPUMEHEHUIO
JWJITHa3zeMa). Koppekuunu
J103bl s¢aBupeHsa HE
Tpebyercs.

Bepanamua, HU(eaUHH,
HUKapIAMNHUH U (DEeNOaUNUH,

B3aumozeiictBue He M3yyanocs.
Ecnn sdaBupens npumensiercs
OJIHOBPEMEHHO ¢ Kakum-1ubo

npenapaTom 13 rpynsi

Bonpoc o HeobGxoaumocTu
KOppeKUuMH 103 610KkaTtopos
«MEJNIEHHBIX»  KaJblIMEBbIX
KaHajloB pELIaeTcs ¢ y4eToM
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610KkaTopoB «MEUIEHHBIX»

KaJIbLIMEBBIX KaHa/10B, KOTOPbIC

ABJISAIOTCS cybeTparamu
u3odepmenTa CYP3A4,
BO3MOKHO CHIKEHUE
KOHLIEHTpaL1ii Onokatopa

CMEJIEHHBIX» KaJIbLIMEBBIX

KaHa/l0B B IJIa3M€ KPOBH.

KIIMHMUYECKOro oTBeTa (CM.
MHCTPYKLIMH no
MEIMLMHCKOMY MPUMEHEHUIO
O10KaTOPOB  «MEJIEHHBIX»

KaJ1bIIUEBBIX KaHaJIOB).

IM'unoaunuaemuueckue JIEKApCTBEHHbIE CpeaACTBa

Huruduropsr 'MI'-KoA-peaykra3s

bl

ATtopBacTaTuH/3¢aBupeHs
(10 mr 1 pa3 B cytku/600 mr 1

pa3 B CYTKH)

ATOpBacTaTUH:

AUC: |43% (ot |34 no |50)
Cmax: |12% (ot |1 go |26)
2-ruapOKCHAaTOPBACTATHH:
AUC: [35% (ot |13 no |40)
Cmax: [13% (ot |0 g0 |23)
4-ruapoKcHaTOpBacTaTHH:
AUC: |4% (ot |0 no |31)
Ciax: | 47% (ot | 910 | 51)
O61as
MHIHOUTOPOB
penyKTasbl:
AUC: |34% (ot |21 no |41)
Cmax: 20% (ot |2 no |26)

aKTHUBHOCTh
['MI"-KoA-

Cnenyer OCYLLECTBATD
NepPUOAUUYECKUIH MOHUTOPUHI
KOHLUEHTpALMKU XOJiecTepuHa

B KPOBH. Moxer
noTpedoBaThcsi  KOPpEKUus
J103bl  aTopBacTaTUHa  (CM.
MHCTPYKLHIO 1no
MEIULIMHCKOMY MPUMEHEHHUIO
aTopBacTaTHHa).

Koppekunu 10361 3¢paBupensa

He TpebyeTcs.

[TpaBactaTun/aaBupeHs
(40 mr 1 pa3 B cytku/600 mr 1
pa3 B CYTKH)

[IpaBacTaTHH:
AUC: |40% (ot |26 no |57)
Cmax: | 18% (o1 |59 mo 112)

Cnenyer OCYLLUECTBIATh
NEPUOANYECKUIA MOHUTOPUHI
KOHLEHTpALUMUK XOJeCcTepUHa

B KPOBH. Moxer
notpeboBaTbcsi  KOppeKLHUs
103bl  npaBacTaTMHa  (cM.
MHCTPYKLHMIO 1no

MEIMLIMHCKOMY MPUMEHEHHIO
npaBacTaTHHa).

Koppekuunu 10361 3¢aBupersa
He Tpebyercs.

CumBactaTuH/3¢daBupeH3
(40 mr 1 pa3 B cytku/600 mr |
pa3 B CYTKH)

CumBacTaTuH:
AUC: |69% (ot |62 no |73)
Cmax: [76% (ot |63 10 |79)
CHUMBacTaTUH KMCJIOTA:
AUC: |58% (ot |39 no |68)
Cmax: [51% (ot |32 no |58)
O6was
MHIMOUTOPOB

aKTHBHOCTb
['MI"-KoA-

Cnenyet
NepUOANYECKHIT MOHMUTOPHUHT
KOHLEHTPaLMH XOJIeCTepUHA
Moxer

OCYLUECTBJIATD

B KPOBH.

norpeboBaTbcs  KOppeKuUus
103bl  cMMBactaTMHa  (cMm.
UHCTPYKLHIO no

MEOULIMHCKOMY TMPUMEHEHUIO
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peayKTa3sbl:

AUC: |60% (ot |52 no |68)
Cmax: 162% (ot |55 no |78)
(uuaykuus CYP3A4)

[Tpu 0JIHOBPEMEHHOM
NnpUMEHEHUH  ddaBupeHsa ¢
aTopBacTaTHHOM,
MpaBacTaTHHOM HITH
CHMBAcTaTMHOM 3HavyeHuss AUC
M Cmax  3¢aBupensa He
M3MEHSIOTCS.

CHMBaCTaTHHA).

Koppekuunu 10361 3¢aBupensa

He Tpebyercs.

Po3syBactatun/adasupens

B3aumoneiicTBue He u3yyanocs.
PosyBactatun  BbIBOAMTCS B
OCHOBHOM B HEU3MEHEHHOM
BUjIE uepes JKEJTY JOUHO-
KHLIEYHBIH TPaKT C IKeNIYblO,
NMO3TOMY  B3aUMOJEHCTBHE €
5(haBUPEH30OM He 0)KUAAeTCS.

Koppekuuu 1031 HU OAHOrO
M3 JIaHHBIX JIeKapPCTBEHHBIX
CpeacTB He TpebyeTcs.

r

OPMOHAJ/IbHbIE KOHTPAUENTHBbBI

Hns nepopajbHOro
NPUMEHEHUS:
DTUHUIIACTPAAKO /
HoprectumaTt/3aBupeHs
(0,035 Mmr+ 0,25mr 1pa3 B
cytku/ 600 Mr 1 pa3 B cyTku)

DTUHUIACTPAAMOIL:

AUC: &

Crmax: «

Cmin: |8% (ot 114 0 |25)
Hopanrectpomuu (aKTHUBHBIH
mMeTaboIuT):

AUC: |64% (ot |62 no |67)

Cmin: 182% (ot |79 no [85)
JleBoHoprectpen (aKTUBHBIH
meTabosuT):

AUC: |83% (ot |79 no |87)
Cmax: |80% (ot |77 no |83)
Cmin: [86% (o1 |80 10 |90)
(uHayKuMs merabonnsma)
Ddapupens: KIMHUYECKH
3HAYMMOrO B3aUMOJAEHCTBUS HE
BBISIBJICHO.

Knuuuveckas 3Ha4UMOCTb 3THX
3¢ dekToB He U3BeCTHA.

B JIOTIO/THEHUE K

rOPMOHAJIbHbIM
KOHTpauenTuBam
MCII0JIb30BATHCS
METOA
KOHTpalenuuu
[Tpumenenue

JIOJIKEH
Ha/IeXKHbIH
BapbepHoii

(cM™.
npu

Crax: [46% (ot |39 10 |52) OGepeMEHHOCTH W B MEpHoj

FPYAHOrO BCKapMJIMBAHMUS ).

[IponoHrupoBaHHoro jeicTeus
ans BHYTPUMBILLIEYHOTO
BBEACHMS:
Jleno-menpokcunporecrepoHa

B TeYeHUE 3 MecsLEB
Ucclie10BaHusl He Ob1110
BbISIBJIEHO 3HAYWUMBIX pa3iUymii
B OTHOLLIEHUH

B JI0TMOJIHEHHE K

rOpMOHa/IbHBIM
KOHTpauenTuBam
UCTI0JIB30BaTLCA

JIOJIKEH
HaJIeXKHbIH
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auerar (JIMITA)/ apasupens
(150 mr JAMITA B/M
OJIHOKPATHO)

¢apMaKOKHHeTquCKMX METOA

MEApOKCHIPOrecTepoHa
MoJly4aBLIUMU APBT,
cadaBupeH3om, H

OapbepHoii

KOHTpaLenu1u (M.
[Ipumenenue npu
OepemenHocTH M B mepuon

J0OPOBO/LUAMH,  KOTOPbIE  He|rPyAHOro BCKapMJIMBaHUs ).

nonyyann APBT. Bo Bropom
MCCIeI0BAHMM ObLTH MONYYEHbI
CXO/IHbIE

KOHUEHTpaLMH
MEpOKCHIpOrecTepoHa B
njasMe KpOBM pasz/idyajuch B
Gonbieit crenenn. B oboux
MCC/ICIOBAHUAX  KOHLIEHTpaLMH
NporecTepoHa B /a3me KpoBH y
N00pOBOJIbLEB,  NMPHUHUMABLLIKMX
3haBupens + zeno-
ME/IPOKCHUIIPOrecTepoHa alerar,
OCTaBaJIUCh

pe3ybTaThbl,XOTH

HU3KMMH,  YTO
COOTBETCTBOBA/IO  MMOJAABJICHUIO
OBYJIALIUH.

WUmnnanr:
OtoHorecTpen/3paBupens

B3aumoneiictBue He usyuanocs. B

JAOIOJIHEHHE K

MOKHO  OXKHMAAaTh  CHHIKEHHE|FOPMOHATBHBIM

IKCMO3ULIUK 3TOHOreCTpena KOHTpaLUenTHBam J10JIKEH
(MHAYKUMS CYP3A4). BlucnonbzoBarbcs  HamexHbli
MOCTPErHCTPALIMOHHBIH  MEPUO(METO BapbepHoit
Obiln  mosMyueHbl  OTAENbHbIE|KOHTPALEN LMK (cm.
coobuenns o6  orcyrcrBum|[Ipumenenme 1npH

KOHTPaLENnTUBHOIO

a¢dekraGepeMeHHOCTH W B nepuos

MpH NPUMEHEHHH STOHOTECTPEA|IPYAHOIO BCKAPMIMBAHHS ).

Yy TNaUWeHTOK, NPUHAMABLIMX
3(haBupens.

HUmmyHoaenpeccanTsl
MmmyHoaenpeccanThl, B3aumoneiictBue He usyuanock.[Mosxer norpedoBarbcs
KOTOpble  MeTaboaM3upyIOTCA MOXKHO — OXKHAATh  CHMIXKEHME |KOPpeKLUs 703bl
uzodepmeHTOM CYP3A4|3kcnosuumnu MMMYHO/IeMpeccaHTa.
(Hanpumep, UMKJIOCTIOPHH, MMMYHOA€NpeccanTa (MHAYKLUMs |PekomenayeTcs
TaKpOJIUMYC, CYP3A4). OCYILLECTB/AThL  TIIATEIbHbIH
cuponumyc)/sdaBupens MasioBeposTHO, YTO yKa3aHHbIEC|MOHUTOPUHI  KOHUEHTPALHil
MMMYHO/IENPECCAHThI OyayT[uMMyHOZIETIPECCAHTa B KPOBH
OKa3bIBaTh BJIMSAHUE Ha|B TEYEHHE HE MeHee 2 Heaellb

IKCMO3ULMIO IPaBUpeH3a.

(no YCTaHOBIIEHUS
CTabMIBbHBIX KOHLEHTpaLuit)
C MOMEHTa Havajla Teparuu
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3baBUpPEH30M MM ¢ MOMEHTa
€€ OTMEHBbI.

Onuounanl
Meranon/3hasupens MeraznoH: [IpoTuBonokaszano
(ctabunbHas AUC: [52% (ot |33 1o |66) OJIHOBPEMEHHbI npuem
noanepxusarowas  103a, 35-(Cmax: |45% (o1 |25 10 |59) 3haBupeH3a U MeTagoHa u3-
100 mr 1 pa3z B cyrku/600 mr((nuaykuns CYP3A4). 3a pHUcKa YUTMHEH U
| pa3 B cyTku) B uccaenoanun ¢ yyactuem|unreppana QTe, [Tpu
BUY-unduunposanubix HeobXoauMocCTH 03y
NalMeHTOB, MeTa/loHa cienyer
KOTOpbIe BBOJMJIH cebe|yBeIMYUTD, 4TOOBI
HapKOTUYeCKHe CPeICTBA|YMEHBIIUTD  BbIPAXKEHHOCTh
BHYTPUBEHHO, YCTAHOBJIEHO, YTO|CHMITTOMOB OTMEHBI.
O/IHOBPEMEHHOE  MPUMEHEHMUE
ahaBupensa " MeTajloHa
MPUBONIIO K CHUIKEHHIO
KOHLUEHTpAaUMH  MeTajgoHa B
njaasMe KpOBM M K MOSBJIECHHIO
CUMIITOMOB OTMEHbI OIMATOB.
Yrobwbl YMEHbLIHUTh
BbIPAXKEHHOCTh CUMITOMOB
OTMEHBI, 103y MeTaj0Ha
YBEIIMYMBAIW B  CpeHEM Ha
22%.
bynpenopdun/nanokcon/sdas [Bynpenopdun: HecmoTtps  Ha  cHukeHue
MpeH3 AUC: |50% aKenosuumu  GynpeHopduna,
Hop6ynpenopdun: ciayvaes NpOsiBICHUS
AUC: | 71% CUMIITOMOB OTMEHBI y
DdaBupeHs: NaLMeHTOB He HabM0Aa10Ch.
KJIMHUYECKH 3Hauumoro|He tpebyercs  Koppekuus
(apmMakoKHHETHYECKOrO J103bl HH OJHOrO
B3aUMO/ICHCTBHUS HE BBISB/IEHO. |NIEKApPCTBEHHOrO  CpejacTBa
npu O/IHOBPEMEHHOM

Ha3zHaueHuu OynpeHopdhuHa u
a¢aBupensa.

4 90% nosepuTenbHbIe MHTEPBabI,

®95% JIOBEPUTEJIbHBIC HHTEPBAILI.

YD — ypuaunandocdar.

€CJIM He YyKa3aHo Apyroe.

'MI'-KoA-peaykraza— 3-rupokcu-3-MeTHIArTy TapHI-KO3H3UM A peaykTasa.

Hdern

Hccnenosanus B3aMMOJCHCTBUS MPOBOJAMJIMCH TOJIBKO Y B3POC/IBIX.

Ocob6bie ykazanus

Odasupens He A0MKEH NPUMEHATHCA B KauecTBE €AMHCTBEHHOTO Mpenapara s JeueHus
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BHY-undexunn, a take He n0mKeH 106aBIsSThCS B KauecTRe €AMHCTBEHHOrO npenapara K
HeapdekTHBHON cxeme Tepanun. Kak u B ciysae apyrux HHHOT, npu npumenenuu
3(aBMpeH3a B MOHOTEpANuKM MOKET ObICTPO Pa3BUTHCS PE3UCTEHTHOCTh Bupyca. [Ipu BriGope
HOBLIX @HTHPETPOBUPYCHBIX MpENapaToB /Ul NMPUMEHEHHS B KOMOMHALMM ¢ 3haBupeH3om
C/ICAYET YUMTBIBATL BO3MOKHOCTb Pa3BUTHUS MEPEKPECTHON PE3IUCTEHTHOCTH BHpyca (cM.
DapmakoaMHAMHKA).

He pekomenayercs npumenenue spaBupenza oxHoBpemMeHHO ¢ TabIe TUPOBAHHBIMU
ICKapCTBEHHbIMH  npenapataMu ¢ (QUKCHPOBAHHBIMH  KOMOMHALIMSIMMU 3¢aBupensa,
IMTpULIMTAOMHA U TeHO(OBHpa AU30NPOKCHIpyMapaTa, €ciin TONbKO He TpeGyercs KOppeKLus
A03bl (HarnipuMep, Npu NPUMEHEHUH ¢ prudamnuunHom).

OxnHoBpemenHblit nipuem 3daBupensa c rJIeKanpeBUpoOM/MUOPEHTACBUPOM MOKET 3HAYUTELHO
YMCHBIINTE KOHLUCHTPALMK TIJIeKanpeBupa U NMUOPEHTacBUpa B IU1a3me KPOBH, 4TO MOJeT
MIPHBECTH K NOoTepe TepanesTHYeckoro s¢pdexra. CoBMECTHOE NpUMeEHEHHe riaexanpesupa/
nubpenTacsupa u spaBupensa He peKoMeHyerTcs.

He pexomenayercs oaHospemennoe npumenenue s(aBupeH3a ¢ npenapataMm Ha OCHOBE
sKcTpakTa ['mHkro bunoba.

[Tpn HaswauyeHuw mpenapaToB s OHOBPEMEHHOTO NMpUMEHEeHHs ¢ npenapatom Peract Bpay
JOMKEH  OOpaTHTBCS K MHCTPYKUMSM 110 MEAMLUMHCKOMY  TMPUMEHEHHI  JIaHHbIX
JIEKapCTBEHHBIX MpPenaparos.

Ha done nposenenns APBT Henb3s MCKIIOUUTSH puck nepenaun BUY apyrum nuuam Bo
BPEMA CEKCYanbHOrO KOHTAaKTa WM 4epe3 KpoBb. B cBA3M ¢ 3TuM creayer cobaionarh
COOTBETCTBYIOLUHE MEPbI NPEAOCTOPOKHOCTH.

Conymemeyrowan anmupemposupycnan mepanusn: eciu npuem Kakoro-nu6o
AHTHPETPOBHPYCHOIO CpeacTBa B coctaBe KOMOMHMpoBaHHOH APBT oTMeHseTcs B CBS3M C
MOAO3PEHUEM HA HENEPEHOCUMOCTD, HEOOXOAMMO PaCCMOTPETh BO3ZMOKHOCTH OAHOBPEMEHHOI
OTMEHbI BCEX aHTUPETPOBUPYCHBIX cpeacTB. [IpHeM Bcex OTMEHeHHBIX AHTHPETPOBUPYCHBIX
npenapaToB  J0/KeH ObiTb  BO30OHOBIEH Cpa3y [OCAE HMCYE3HOBEHMS CHMITOMOB
HenepeHocumMocTH. He pekomenayetcs npepbiBaemas MOHOTEpANMs M MOCHENOBATENbHOE
MOBTOPHOE  HAa3HAYCHUE AHTUPETPOBUPYCHBIX CPEACTB MW3-33 [OBBILIEHUS BEPOSATHOCTH
NOsABJICHUS PE3UCTEHTHOrO K Tepanuu BUpyca.

Koosicnas coinb: B KIMHUYECKUX MCCIE10BAHUAX (aBupensa HabmoOAANNCE JIETKO M yMEPEHHO
BLIPKCHHBIC BBICHINAHMA, KOTOPbIE OOBIMHO MCYE3anu NMPU NpoAOKeHUH Tepanuu. [Tpuem
COOTBETCTBYIOIMX 6rokaropos H-rucramunoBbix peuenTopoB W/unu
[TIOKOKOPTHKOCTEPOMI0B MOXKET yJyHIINTh NEPEHOCHMOCTb M CNIOCOBCTBOBATHL CKOpeiileMy

HCUC3HOBEHHIO KOXKHOM cbiny. Tsxenas Gpopma KOXKHOI ChIMH, CONPOBOXKAAEMas BONABIPIMH,
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A€CKBaMalMed SMUTEINS UK obpasoBaHueM 3B, HAGIIOAANACH MEHEE YeM y 1 % nauuenros,
NpUHAMABLIKMX dpaBupens. MHOroGopmHas sKccyaaTHBHAS spuTema uiim cuHapom CtuseHca-
Jbkoncona Betpeyanucs y 0,1 % nauuenrtos. Eciu Y NMAaUMEHTOB BO3HMKAET Tskenas dopma
CbIlH,  COMPOBOXKJaeMas  BOSHUKHOBEHHEM  BOJAbIPEH, JecKBamMauueidl  snutenus o
BOB/ICHCHHEM CJIM3UCTBIX 000/I0YEK WM JINXOPAAKOH, HEOBXOAMMO HeMeaIeHHO NPeKpaTHTh
npuem sbasupensa. IhaBUpeHs He PeKOMEHA0BAH NaLMEHTaM, y KOTOpbIX Obl1a yrpoxaroiias
KU3HU KOXKHas peakuus (Hanpumep, cuuapom Crusenca-Jxorcona). B Cllyyae npexpaiieHus
Tepanuu 3GaBupeH3oM HeOOXOAUMO paccMOTpeTh BOMPOC O NMPpeKpalleHnH MpuemMa Apyrux
AHTHPETPOBMPYCHBIX CPEACTB, YTOOBI H30XKATh MOABICHUS PEIUCTEHTHOIO K Teparnmu BUpYyca
(cMm. TToGounoe apeiicTaue).

Ciyyan KOXKHO# ChINM 3aperucTpUpOBaHbI y 59 u3 182 nereii (32 %), nonyuaBuwmx seyeHue
3(aBupeH3oM B 3 KIMHUYECKMX MCCIEI0BAHMAX CpeaHel MpoAOIKUTENbHOCTBIO 123 Hepenu.
Y 6 nereil chinb Gbina TaKenoi. MeanaHa BpeMeHH Hauana MOSBAEHHA ChiMM y Aerei
cocrauna 27 aueii (3-1504 nus). INepea nauanom Tepanum 3(haBUpPEH3OM y J€TEH UM MOKeT
ObITE  PEKOMEHIOBAHA  COOTBETCTBYIOILAS  AHTHUrHCTAMHMHHAS Tepanus B  Ka4yecTBe
npo(uIaKTHKH.

OnbiT npumeHeHus 3(aBupeHsa y MaLKEHTOB, KOTOPbIM ~ OBLIM  OTMEHEHbI Jpyrue
aHTHPETPOBUpYCHBIE cpeacTa u3 knacca HHUOT, orpanuuen (cm. IMoGounoe neiicTaue).
DaBupeH3 He PEKOMEHI0BaH NALMEHTAM, Y KOTOPBIX patee Ha ¢oHe npuema apyrux HHUOT
Pa3BHJINCh  YrpOXKAIOLUME JKM3HM KOXKHbIE peakuuu (Hanpumep, cuHapom CTHBeHca-
JIKOHCOHA).

Cumnmomst co cmoponsl nCUXUKU: VUMEIOTCS JaHHbIE O BO3HMKHOBEHMM HEXKeaTelbHbIX
SBJACHHA CO CTOPOHbI NCHXMKM Yy MALMEHTOB, NPUHMMABIIMX S(aBupeHs. [launeHTsl,
UMEIOLLIME B aHAMHE3€ MICHXMYECKHE PACCTPOHCTBA, HAXOAATCS B rPYIIe MOBBILEHHOrO PUCKA
M0 pa3sBUTHIO CEPbE3HBIX HEKENaTe/bHbIX ABJEHUH CO CTOPOHBI MCHXMKH. B yacTHocTH,
TAKenas aenpeccus Haubosee yacTo Habmoaanach y NaLUMEHTOB ¢ JeNpeccHell B aHaMHe3e.
Takske MMEIOTCS MOCTPErHCTPALMOHHBIE JAHHBIE O CAydasX THXKeNOH Aenpeccu, CMEpTH B
pesyabrate cyuumaa, O6peaa ¥ ncuxo3onogo6HoOro noseneHus. [lauMeHTOB HeoOGXOAMMO
MPEAYNpeAnTb O TOM, YTO MPU Pa3BUTHH TAKMX CHUMIITOMOB, KaK Ts)Kesas AenpeccHs, NcuxXo3bl
WITH CYMUMIAbHbIE MIACH, OHU JI0JDKHBI HEMEUIEHHO cO06IMTL 06 3TOM cBOoeMy Bpauy. Bpau
AOJIKEH OMPE/ETUTh BO3MOXKHYIO CBS3b 3THX CUMIITOMOB C NPUEMOM 3(aBupeH3a, U eciu 3ta
CBA3b MOATBEPKAAETCHA, OLUCHHTb COOTHOLIEHME PHUCKA /S MaUUeHTa MPU NPOAOIKEHUH
TEpanu1u M NOTEHLUHAILHOM M0JIb3bl OT Npuema npenapara (cm. [ToGounoe neiicTeue).
Cumnmomvlr co cmoponst Hepenoit cucmempl: y NAUNEHTOB, NPUHUMABIINX >(PaBUPEH3 B

Aose 600 Mr 1 pas B CyTKM B pamMKax KIMHHYECKHMX MCCIEN0BAaHMil, 4acTo Haboaanuch
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CACAYIOIUME  CHMNTOMbI:  TOJIOBOKPYXKEHHE, OECCOHHHMUA, COHJMBOCTb,  CHHIKEHME
KOHLCHTpAllMK W NaTonorus CHOBHIACHMH, a TaKxKe BCTPeva/lHCh JApYrue HexenareibHbie
apaenus (cM. IobGounoe paeitctBue). CuMnTomsl co CTOPOHBI HEPBHOW CHUCTEMBbI OOBIYHO
HabMoAANNCh B TEYeHHE MEpBOro WM BTOPOro AHA Tepanuu U B GONAbLIMHCTBE CilyyaeB
Hcuesanu nocie nepseix 2-4 Heaenb. [launeHTOB HEOOXOAUMO MpOMHPOPMHPOBATE O TOM, YTO
TaKME€ CUMNTOMBI, €C/IH OHH TOABJIAIOTCA, OOBIYHO HCYE3AKOT NPU TIPOA0IIKEH MU TEparnuM 1 He
ABJIAIOTCA MPU3HAKOM BO3MOKHBIX HApYILIEHHH CO CTOPOHBI MCHXHKH, KOTOpPbIE BCTpeyaroTes
pexe.

Cyooposcnsie npunadku: coobuanock o CyAoporax y nauMeHTOB, NPUHUMaBILKUX d(aBUpPeEH3,
0COOEHHO y MNAalMEHTOB C CyJOPOramMM B aHamHese. [Ipu oaHoBpemeHHOM mnpuMeHeHUN
MPOTHBOCYAOPOIKHBIX JIEKAPCTBEHHBIX CPEICTB, METAGONU3UPYIOLLMXCS B OCHOBHOM B MEYEHH,
TakMX Kak (eHuTomH, kapGamasenun u denoGapGurar, Cle/lyeT MEepUOAUYECKH MPOBOAUTH
OMpEe/CHUe  KOHUEHTpaLMii  3THUX npenapaToB B Miasme KpoBH. Mccienopanme
B3aHMOAEHCTBHII JIEKAPCTBEHHBIX CPEICTB MOKA3an0, YTO MpH OIHOBPEMEHHOM MpPUMEHEHUHU
kapbamasennha M 3(paBupeH3a KOHUEHTpalMM KapGamasenuHa B miasme KPOBM CHHIKAIUCh
(cM. B3aumozeicTBHE C ApYyrUMHU 1€KAPCTBEHHBIMH cpeacTBaMu). [auMEHTBI ¢ CYA0POKHBIMU
NpUnajkaMy B aHaMHe3e JI0JDKHbI HAXOAUTBLCS MO/ 0COOBIM HaBTIOAEHHEM.

Heoswenamenvnvie aenenus co cmoponsr newenu: s NOCTPEruCTPALMOHHBIH Nepuosa
Habmoaenus 6b10 momydeHo HeGOMBIIOE YMCAO COOBIIEHHH O pasBUTUM MEYEHOUHOM
HE/I0CTATOYHOCTH Y NalUMeHTOB 0e3 yKasaHuit Ha 3a00/ieBaHMA MeYeHu B aHAMHE3e, a TaKkKe
6e3 apyrux BbiABneHHbIX (akTopoB pucka (cm. [To6ounoe aeiicteue). B cBA3u ¢ aTum
PEKOMEHIYETCA OCYLUECTBAATL MOHUTOPUHI @KTHBHOCTH «TEYEHOUHBIX» GEPMEHTOB aake y
NaUMeHTOB Oe3 neYeHOUHOH AMCHYHKUMM B aHAMHE3e WM APYTUX (HAKTOPOB pucka.

Bausanue nuwu: npu npumeHenun npenapata PeracT BO Bpewms NnpuMemMa MUK MOKET
BO3pacTaTh 3Kcnosuuus sdasupenza (cM. DapMakoIOrHYECKHE CBOMCTBA), YTO MOXKET
MPUBOAMTL K YBCJIMYEHHIO HaCTOTBI HexkenaTenbHbIX peakuuit (cm. IToGounoe neiictBue). B
CBA3M C 3TUM PEKOMEHYeTCs NMpUHUMATh npenapat PeracT HaTolak, )xenaTelbHO HAa HOYb.
Cundpom eoccmanoenenus ummynumema: NanHblii CUHAPOM HabIOAANCH y MaluUeHTOB C
TAKEAbIM  UMMYHOACDUUMTOM B /11060  MOMEHT Mocie  Hauana  npoBeAeHHs
koMbunuposanHoit APBT. B pesysnbrare ycuneHus MMMYHHOTO OTBETa BCIEACTBHE Tepanuu B
TCUCHUE HECKOJILKHX HEACNb MM MECALEB OT Hayana JIeYeHWS MOKET pa3BUThCS
BOCTIA/INTE/IbHAA PEAKLMA HA HEAKTHBHBIE MJIM OCTATOYHbIE ONMOPTYHUCTHYECKHE MH(DEKLINH,
TaKHe KakK UWTOMErajJJoOBUPYCHBbIH  PETMHMT, TIE€HEPaJM30BaHHbIE W/MIM  OYaroBble
MHUKOOaKTepHanbHble HMH(EKUMHU, MHEBMOHMS, BbI3BaHHAs Pneumocystis jiroveci (npexHee

HasBaHue — Pneumocystis carinii). Takue BOCNATNTENbHbIE CHMITOMBI HYKIaKTCS B
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AabHEH1UeH OLEHKe U HA3HAYEHUH COOTBETCTBYIOLLETO JIeYeHHS.

AYTOMMMYHHbIE HapylleHus (Takue kak Gonesub I'peiiBca M AyTOMMMYHHbIH renaTur)
Habutofanuch Ha oHe BOCCTAHOBNEHHMS MMMYHUTETA, OJHAKO BPEMs Ha4yaJbHbIX MPOSBIIEHHUH
CHIbHO BapbMpOBano, W 3a60/eBaHWe MOTIIO BO3HUKAThH Yepe3 MHOrO MecsLeB Nocie Hayana
Teparnumu.

Junooucmpopua  u  memaboruueckue Hapywenusn:  kombunupoBanHas  APBT
acCouMHMpoBaHa  C  mepepacnpeje/ieHMeM  MNOAKOXKHO-)KMPOBOM  KJIeT4aTKM  Tena
(munomuctpodus) y BUY-unduumposanubix naumentoB. OTaajleHHbE MOCAEACTBUS 3TOrO
ABJICHUSA MOKA HEM3BECTHBI M MEXAaHM3M €ro Pa3BUTHA M3yueH HexocTaTouHo. [Ipeanonaraercs
CBA3b MEXIY BHMCLCPAIbHBIM JIMIIOMATO30M M TMPUMEHEHHEM MHIMOMTOPOB MNpoOTEasbl M
aunoatpopuu u npumenennem HUOT. [ToBblwEeHHbIH PUCK Pa3BHTHS JMNOANCTPOG UM MOKET
ObITh 06YCIOBIEH KaK MHAMBHAYATbHBIMM (DAKTOPAMH, TAKUMH KaK MOKHIOH BO3pacT, TaKk M
(hakTOpamu, CBA3aHHBIMM C IPUEMOM MpPENnapaToB, TAKMMH Kak npojoskutensHas APBT u
CBA3aHHbIC C Heii MeTabonMyecKMe HapylleHHs. B CBA3M ¢ 3TUM NpH  KIHHMYECKOM
obcriel0BaHMyM TaLMEHTa ClelyeT MpoBOAMTh (U3MKanbHOE obciea0BanHme, obparuas
BHHMAaHHE Ha MnepepacnpejeseHue MOAKOKHO-KHPOBOH KIETHATKH, @ TaKkKe ONpeaesaTh
KOHUEHTPALIMIO JIMITMIO0B B ChIBOPOTKE KPOBHM HATOLIAK M KOHLEHTPALMIO TIIIOKO3bI B KPOBH.
Hapywenus aunuasoro o6mMeHa 10/1KHBI KOPPEKTHPOBATHLCSA B COOTBETCTBHU C KIIMHMYECKUMH
nposisieHusmu (cMm. [TobGounoe aeiicTeue).

OcmeoneKpo3: XOTs 3THONOrUA JaHHOTO 3a60JIeBaHUS NPU3HAHA MHOrOMAKTOPHOI (BKII0Uas
NpUMEHEeHHe KOPTHUKOCTEPOHUI0B, 3noynotpebieHue aJIKorojem, TAKETYIO
MMMYHOCYNPECCHIO, MOBBILICHHbIH HHAEKC MacChl Tela), Clly4an OCTEOHEKpOo3a HabI0AaTHCh
MPEUMYLIECTBEHHO Y MNaUMEHTOB ¢ mwiutenbHOW BHY-undexuuneit u/mnm y naumeHtos,
JUTHTENIBHO MOJy4YaBliuX KoMOuHMpoBaHHy0 APBT. [lauueHThl A0/1KHBI He3aMEAIUTENIbHO
o0paTuTbCs K Bpady MpH nospieHun Goneil B cycTaBax, CHUKEHHM MOJBMKHOCTH CYCTABOB
WJIK TPYAHOCTAX MpH Xoasbe.

Yonunenue unmepeana QTc: ynnuuenne untepsana QTc Habmoaanoch y nauWeHTOB,
npuHUMaloWKX  s¢pasupens (cm. [IporuBonokasanus, BsaumopeiicTBue ¢ apyrumu
JIEKapCTBEHHbIMH CPEACTBAMH). Y NaLMEHTOB C PUCKOM yUIMHeHHUs uHTepBana QTc cinenyer
paccMOTpeThb ajlbTEPHATHBHYIO Tepanuio 6e3 npuMeHeHus 3paBupeHsa.

Ocobble rpynnbl nanHeHToB

Hayuenmot ¢ 3aboneganuamu nevenu: >)aBupeH3 NPOTUBONOKA3AH MALMEHTAM C THKEIOM
CTEMNEHbIO MneyeHOYHON HepocratouHoctn (knacc C  mo cucreme Yaitna-ITeio) (cm.
[TporuBonokasanus; dapmakonoruyeckne CBOMCTBA) M HE PEKOMEHAYETCS MalMeHTaM ¢

MOpaX€HUEM TMEYEHH cpenneﬁ CTECMEHU TSKECTH, T[OCKOJIbKY Ha [JaHHbIK MOMEHT
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HEJI0CTaTOYHO AAHHBIX, YTOObI YCTAHOBHUTBH, HYXKHA JIH B TaKMX Cllyyasx KOpPpEKLHS 103bl.
Beneacreue mHTEeHCHBHOrO MeTabGonM3ma d(aBupensa cucremoil umroxpoma P450 u
OTPaHMYCHHOTO OMBITA KITMHHYECKOrO NPUMEHEHHs NPenapaTa y nauueHToB ¢ XPOHHYECKMMH
3a00/I€BAHUAMM TEYEHH ClelyeT COBII0aaTH OCTOPOXXHOCTh MPH HAa3HAYEHMH TMpenapara
Peract naunentam ¢ 3a6oneBaHusMU MeueHM Nerkoil cTemeHH THKECTH. [Ipu atom naumenTs
AO/KHBI HAXOAMTBCA MOA HAOJIOAEHHEM IS CBOEBPEMEHHOIO BBIBIEHMS 10303aBHCHMBIX
HEXKCIATE/IbHBIX  pEaKUMii, OCOGEHHO CO CTOPOHbI HEpPBHOM cHCTeMbl. Takke uepes
ONPEIC/ICHHbIC HHTEPBA/bI BPEMEHH CIIElYET NPOBOAHTH 1a60PaTOPHBIE aHATM3BI A5 OLEHKH
cocTosinus neyeHu (cm. Cnocob npuMeHeHus U 103bl).

besonacHocTs u sddexruHocTs 3daBupensa ne MOATBEPAKACHBI Y MALMEHTOB CO 3HAYMM bIMU
HapylWeHUAMH QYHKUMK neyeHn B aHamHe3e. [TaluenTbl ¢ XpoHu4yeckum renatutom B unu C,
npuHUMalolMe KoMOuHupoBanHyww APBT, Bxoasr B rpynmny pucKa pa3BUTHUS THXKEIbIX
HEKEIATE/IbHBIX PEAKLMi CO CTOPOHbI MEYEHH, KOTOPblE MOTYT MpPHBECTH K JieTanbHOMY
MCXOMly. V MauMeHTOB ¢ HapylieHneMm (GyHKLMHM NeueHH B aHAMHE3e, BKIOYas XPOHUYECKH I
AKTHBHBIA TremaTuT, MOBBIIACTCA YACTOTA PA3BUTHS HAPYLICHMI] GyHkumu nevenu npu
koMOrHMpoBanHOi APBT, n03ToMy Takue naumeHTbl A0DKHBI HAXOAUTHCS MO HabmoaeH uem
B COOTBETCTBHH CO CTAHAAPTHOM CXeMOM. Y MaUMEHTOB C yXY/LIEHHEM TeYeHUs 3a601eBaHMS
MEYCHH MWK C YCTOHYMBBIM yYBEIMYEHHEM aKTHBHOCTH ChIBOPOTOUHBIX TpPAHCAMMHA3,
npesbiatoum Gosiee yem B 5 paz BI'H, noassa oT npomomkenus Tepanuu 3paBupeHsom
AODKHA  COMOCTABNATbCA € BO3MOXKHBIM ~ PUCKOM B OTHOLIEHHWH BO3HMKHOBEHHMS
renaToTOKCHYHOCTH. B OTHOWIEHWM TaKMX TNALMEHTOB ClEyeT paccMOTPeTh BOMPOC O
LenecoobpasHocTh npepbiBanus uin ormensl APBT (cm. [To6ounoe JeicTBue).

[lpn  oiHOBpeMEHHOM TNPHMEHEHWH JPYrMX J€KApCTBEHHBIX CPEACTB ¢  M3BECTHOI
FEMaTOTOKCHYHOCTBIO PEKOMEHAYETCS MPOBOAUTbL KOHTPOJIb AKTMBHOCTH «IEYEHOYHBIX)
depmenToB. [laumentam ¢ rematutom B uau C npu HasHaueHuw KOMOMHUPOBAHHOM
MPOTUBOBMPYCHOM — Tepanuu CleAyeT TakkKe PYKOBOJACTBOBATHCS MHCTPYKLMAMH 10
MPUMEHEHHUIO Ha3Ha4YaeMbIX NpenaparoB /s jeyenus renatuta B wnu C.

ITayuenmst ¢ noueunoii nedocmamounocmsio: GpapMakoKMHeTHKa 3(aBUPEH3a Y MALUEHTOB
C MOYEYHOH HEA0CTATOYHOCTBIO HE M3ydanach, OJHAKO B CBA3M C TEM, YTO B HEH3MEHEHHOM
BHJE MOYKaMM BBIBOAMTCS MeHee 1% mnpuHATOH 03Bl 3¢aBupeHsa, HapyuieHue (QyHKLUH
MOYEK HE MOJIKHO OKa3blBAaTh CYLIECTBEHHOTO BIMAHMS Ha BbiBeJeHHe 3daBupeH3a (oM.
®apmakonoruyeckue cBoicTea). OnbIT NpUMeHeHHs 3(paBUpeH3a y MALHEHTOB C TAKEOH
MOYEYHOH HEJOCTATOYHOCTHIO OTCYTCTBYET, B CBA3M C 4YeM y TAKMX NALUMEHTOB ClEAyeT
MPOBOAMTH TIATEIbHbIH MOHUTOPUHT 6€30MACHOCTH MPUMEHEHUS Mpernapara.

Hal(lleHMbl nOMCU020 603pacma: 1MOCKOJbKY B KIMHUYECKUE UCC/IC0BAHUS ObLIIO BKIKOYEHO
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Hebonbloe KOJIMYECTBO MMOXKHUIIbIX MalMEHTOB, HET OCHOBAHHM fpeanojaratb, 4YTO AEHCTBUE
fpenapata Ha MauUMEHTOB TMOXKUIOro BO3pacTa OTJIMHAETCHd OT TAaKOBOIo Yy Bonee MOJIOABIX

MalHEHTOB.

Aemu: npumenenne 3dasupensa y neteil miamie 3 Mec. WM ¢ BECOM MeHee 3,5 Kr He

HCCJIC10BAJIOCK.

Bimsinne ua cnocoGuocts ynpasasts TPAHCNOPTHBIMH CPEICTBAMH U MEXaHH3MAMHU.

He npoBoaunoce uccnenosauwmii, HAlpaB/ICHHbIX Ha M3YYEHHE BJIMAHMA Ha CNOCOBHOCTD
BOXACHHA aBTOMOOMJIS M paboThl ¢  ycTpoiicTBamu. OhaBupeH3 MOXET BbI3bIBATH
FO/IOBOKPY/KEHHE,  HapylUIeHHWe BHUMaHWs, W/uau Gecconuuuy. [laumeHToB cieayer
MPEAYNPEAUTD, HTO, €CH Y HUX MOABATCH JHOObIE M3 ITHX CHMITOMOB, MM cnenyer usberathb
BOXKICHHUS aBTOMOOM/IS W yrpaBlieHUs yCTPOHCTBAMM.

®opma BbinycKa

Tabnetku, noKpbITHIE MICHOYHOH o6on0ukoii, no 100,0 mr, 300,0 mr, 400,0 mr, 600,0 mr

[To 10 TaGnetok B KOHTYpHYIO AueiiKOBYyIO YNAKOBKY W3 TMJICHKM MOJMBUHUIXIOPHIHON M
dboabru antoMUHUEBOI.

[To 2, 3, 6 unu 9 KOHTYPHBIX AYEHKOBBIX YNIAKOBOK BMeECTe ¢ MHCTPYKUMEN 10 NMPUMEHEHHIO
MOMELLAIOT B MayKy U3 KapToHa.

[To 30, 60 unu 90 Tabnertok B Gamuky MOJIMMEPHYIO C KPBILUKOH HATArMBAEMO# C KOHTPOJIEM
nepBoro BCKpbiTHA. CBOGOAHOE MPOCTPAHCTBO 3amMONHSIOT BaTOH MeAMUMHCKON. Ha Gamky
HAKICHBAIOT JTUKETKH W3 OyMarn OSTHKETOMHON MM M3  MOJMMEpPHbIX MaTepUasos,
camoknetomuecs. Ilo 1 Ganke BMecTe ¢ MHCTPYKUMI NO NPUMEHEHHIO MOMELIAIOT B navky u3
KapToHa.

Cpoxk roguoctu

4 ropa. He npuMeHATH 10 MCTEYEHMM CPOKA FOAHOCTH.

YciaoBusi xpanenus

B 3alumuieHHOM OT cBeTa MecTe, npu Temnepatype He Boite 25 °C.

XpaHUTb B HEJAOCTYIHOM UIsl 1€Teil MecTe.

YcaoBusi oTnycka

OrnyckatoT no peuenry.

IIpousBoauTen:

AO «DapmacunTesy, Poccus.

lOpuanyecknii anpec: Poceus, 664007, r. Upkytek, KpacHorsapaeiickas 1.23, od. 3.

Azlpec npoM3BOACTBEHHO Muiowaaku: r. Upkyrek ya. P. JliokcemOypr, 1. 184

wim 000 «Dapmacuntes-Tiomenb», Poceus, 625059, r. TromeHnb, 7-0it kM BenuxkaHckoro
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TpaKTa, 1.2

Baageaen perucrpaumonnoro yrocrosepenusi/Opranuzaunsi, NPUHAMAIOWAS PETEH3HM
norpebure.iei

AQ «Dapmacuntesy, Poceus, 664040, r. HpxkyTcek, ya. P. JiokcemBypr, 1.184,
Ten: 8-800-100-1550

www.pharmasyntez.com

Buue-npesunent no kauectsy u Maneix H.1O.

<
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PeryJiaTOpPHLIM BOpocam

AO «DapmacuHTes»
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