MHH3IPAB POCCHH

AN 004554300611

COTJACOBAHO
MHUHHUCTEPCTBO 3JIPABOOXPAHEHU ST POCCUNCKOM OEJNEPALIMH

i

HMHCTPYKLMA
10 MEIMLIMHCKOMY IMPUMEHEHUIO JIEKAPCTBEHHOI'O TTPEIIAPATA
PET'ACT

Perncrpaumnonnsiii nomep: JI1-002554

ToproBoe HaumenoBanme : Peracrt

MezkayHapoaHoe HenaTeHTOBAHHOE HJIM IPYNIHPOBOYHOE HAMMEHOBAHHE: shaBupeHs
JlekapcerBenHasi opma: TabaeTKH, MOKPLITBIE MIEHOYHOH 060104KOf

CocraB

JeiicTBy1011€€ BelecTBO:

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

BenomorarebHble Beuiecrnpa:

Kaxnas Tabnetka, nokpbitas nieHo4Hoi 060104KO#M COZIEPIKMUT:

Anpo: Geranexc (6eta-unknonekcrpun) — 2,0 mr/ 6,0 Mr/ 8,0 mr/ 12,0 Mr; kanbLus cTeapar —
1,0 mr/ 3,0 mr/ 4,0 mr/ 6,0 mr; kpocnoBuaon - 12,0 mr/ 36,0 mr/ 48,0 mr/ 72,0 mr; Hatpus
naypuncynedar — 3,5 mr/ 10,5 mr/ 14,0 mr/ 21,0 Mr; 1aKTo3bl MoHoruzapar — 62,0 mr/ 186,0 mr/
248,0 mr/ 372,0 mr; noBunou K 25 — 4,0 mr/ 12,0 mr/ 16,0 mr/ 24,0 mr; noaucop6ar-80 (TBuH-
80) — 1,5 mr/ 4,5 mr/ 6,0 mr/ 9,0 mr, uemnonosa MHUKpOKpucTasinyeckas — 9,0 mr/ 27,0 mr/
36,0 mr/ 54,0 mr.

O6ornouka nieHouyHas: ['otoBas BogopacTBopumas mieHouHas o6onouka — 5,0 mr/ 15,0 mr/

20,0 mr/ 30,0 mr (CocTaB 060J0YKM: TMAPOKCHUIPONHIMETHILENION03a (runpomenosa) -
74,2 %, noaumatuneHrankois 6000 (Makporon 6000) — 14,3 %, THTaHa AMOKCHI- 3,5 %, Tanpk-
2,3%, KpacuTenb xKele3a OKCH/ KpacHbli-1,4%, KpacuTenb xeje3a OKCHL xenTbiii-4,3%).
Onucanue

Hnst nosuposku 100 Mr: Kpyrible ABOSKOBBIMYK/IblE TaGJIETKH, C PUCKOH C OIHOIA CTOPOHBI,
MOKPBITbIE MJIECHOYHON 000/104KOH OT CBETJIO-KOPUUHEBOTO 10 KOPUYHEBOIO 1{BETA.

Anst nosuposok 300 mr, 400 mr, 600 Mr: oBasibHBIE JBOSKOBBIMYK/bIE TaGNETKH, MOKPBITHIE
TJICHOYHOM 000J104KO# OT CBETI0-KOPUYHEBOIO 10 KOPMUHEBOTIO L{BETA.

Ha nonepeunom paspese s1po 6e0ro niin 6eoro ¢ KeaToBaTbiM OTTEHKOM LIBETA.
PapmakoTepaneBTHYeCKasi rpynna: npotuBosupycHoe [BUU] cpenctro.

Kox ATX: JOSAGO3



®dapmako/iornyecKkue cBoiicTBa

DapmakoOuHamuka

Mexanusm  Oeiicmeus. Ddasupens npeicrasiaser coboii HEHYKJICO3U/IHbIH  MHTMOUTOP
obpatHoit Tpanckpunrazsl (HHUOT) BUY-1. OdaBupeHs  ABASETCH  HEKOHKYPEHTHbIM
uHruobuTopom BUY-1 obparkoit Tpanckpuntassi (OT) u CYLIECTBEHHO He MHrubupyer BUY-2
OT n IHK-nonumepassi (o, B, y 1 §) k1eToK YenoBeka.

IIpomugosupycrnaa axmuenocme. TlpotuBoBupycHas >((eKTHBHOCTD sdaBupeHsa in vitro
OLEHMBANaCh Ha  JMM(OOIACTHBIX  KIETOYHBIX JIMHUSX, MOHOHYK/IEapHbIX  KJEeTKax
nepudepuyecKoit KpoBH U KyJbTypax Makpo(haroB/MOHOLMTOB. MHurubupyrowmas KoHUEHTpaLus
(MK) aaupensa, neobxoanmas ais 90-95% nurubuposanus (MKo90.95) utaMmmoB aukoro tuna
WM J1aDOpaTOPHBIX KIMHUYECKHX H30JATOB, PE3UCTEHTHBIX K 3UJOBYIMHY, HAaXOIUTCS B
npenenax ot 0,46 10 6,8 HMoJB/11.

Pesucmenmnocme. TpoTuBoBupycHas 5 (GeKTMBHOCTh d(haBUpeH3a B KIETOUYHOI Ky/J1bType B
OTHOLUCHHM PA3HOBMAHOCTEH BHpyca ¢ 3aMmeHamMu amuHokucioT B OT B nonoxenusx 48, 108,
179, 181 wuan 236, a Tawke B OTHOWIEHMM PA3HOBMAHOCTEN C 3aMeHAMM aMHHOKHMCIOT B
npoTease, Oblia aHAIOrMYHA TAKOBOM B OTHOILUEHMM BHPYCHBIX IUITAMMOB JMKOFO THIIA.
ENMHCTBEHHBIMU 3aMEHAMH, KOTOpbIE MPUBEIM K MOSBIEHHIO HAaHGOMbIIEH Pe3UCTEHTHOCTH K
>aBupensy B KJIETOYHOM Ky/lbType, SABAAIOTCS 3aMeHa JeLMHA HA M30MEHLMH B MONOKEHHH
100 (L1001, 17-22-kpaTHoe yBenMueHHe PEe3UCTEHTHOCTH) U JIM3MHA Ha acraparvH B MOJ0XEHUH
103 (K103N, 18-33-kpaTHoe yBenuuyeHMe pe3UCTEHTHOCTH). Bonee uewm 100-kpaTHOE
YMEHBLIEHHE BOCIIPUMMYMBOCTH BUPYCOB K Mpernapaty HabJiOAanoch B OTHOLUEHHM
pasHoBuaHocrert BHY, oskenpeccupyrommx 3ameny K103N B gononHenme K - Apyrum
aMMHOKHMCIIOTHBIM 3aMeHam B OT.

3amena K103N sBnsnach HanGosee yacto Habiaoaaemoit 3amenoit B OT BUPYCHBIX LITAMMOB,
MOJYYEHHBIX OT MAaLMUEHTOB, Y KOTOPLIX HAOJIIOAANIOCH CYLIECTBEHHOE yBEIMYEHHUE KOJMUECTBa
BUPYCHBIX 4acTHL B Mja3Me KpoBM (BO3BpaTHasi BUPEMHS) B KIMHMYECKMX MCCIEAOBAHMSIX
NpUMEHEHNs dhaBUpeH3a B KOMOMHALIMK C MHAMHABUPOM MM B KOMOMHALIMH C 3U0BYAMHOM H
namuByaMHOM. [lanHas mytaums Habmonanack y 90 % mnauueHTOB ¢ HeI)(HEKTHBHOCTBIO
Tepanuu dpasupensom. Takke, XOTS M pexe, W 4acTo Toabko B KomGuuaumn ¢ K103N,
Habmonanuce 3ameHsl B OT B nosoxkenusx 98, 100, 101, 108, 138, 188, 190 u 225. Tun
aMMHOKMCIIOTHBIX 3aMeH B OT, CBA3aHHBIX C YCTOMYMBOCTBIO K 3()aBUpEH3y, HE 3aBHCEN OT

ApYruX NpOTUBOBUPYCHBIX MpPENaparos, NPUMEHsBILINXCSA B KOMOMHALIMK C 3 aBUPEH3OM.



Ilepekpecmnas  pesucmenmnocms. Wsyuenue npodunend nepekpecTHO pPe3sUCTEHTHOCTH
d(aBupeHsa, HeBUpaNMHA M AENABUPAMHA HA KIETOYHBIX KyJbTypax [OKa3ajno, YTO 3aMeHa
KI03N npuBoauT K mnortepe BOCIPMHUMYMBOCTH KO BCeM tpem HHHOT. JlBa u3 tpex
MCCICIOBAHHBIX YCTOMYMBBIX K J€NaBUPAMHY KIMHHYECKUX M30JISTOB 061a1au MEePEKPECTHOM
PE3UCTEHTHOCTBIO K 3(asupeHsy u copepxkanu 3ameny K103N. Tperuit uzonst, umerowuii
3ameHy B OT B nonoxennu 236, He o6nanan nepekpecTHoi PE3UCTEHTHOCTBIO K 3(aBUpPEH3Y.
BupycHble u30m9ThI, BblAENEHHbIE U3 MOHOHYKJI€apoB nepudepuvecKoil KpOBM MALMEHTOB,
BIJIFOYCHHBIX B KIIMHUYECKHE MCCeN0BaHMs d3(aBupeH3a, y KOTOpbIX Tepanus Obiia
HeahexTHBHA (BO3BpATHAS BUPEMHUS), ObIITM MCCIAEA0BAHB B OTHOLICH MK BOCIIPUMMYHMBOCTH K
HHHOT. TpunanuaTe u3014TOB, KOTOpblE NpeABAPUTENLHO ObLTH OXapaKTepU30BaHbl Kak
YCTOHYMBbIE K 3(haBUPEH3y, OKAa3aINCh TAKKE YCTOMYMBBLIMU K HEBUpANWHY W [ENaBUPAMHY.
OOGHapyKHn10Ch, YTO MSATh U3 3TUX YcTOMUMBLIX K HHUOT m3onstoB coaepxanu 3ameny K103N
WK 3aMEeHY BaJMHA Ha U3oseiLH B nosnoxennu 108 (V1081) 8 OT. Cpeau NPOTECTUPOBAHHBIX
M30JIATOB  mocne  HedpekTWBHOH  Tepanuu  daBUPEH3OM TPU  M3OMSATA  OCTATMCD
YYBCTBUTE/IbHBIMM KaK K 3(aBUpPeH3y, TaK M K HEBUPANUHY M JENaBUPAMHY, HA KIETOYHbIX
Ky/l1bTypax.

BeposiTHOCTb nepekpecTHOM Pe3sUCTeHTHOCTH MeXy d(haBUpPeH30M 1 MHIHOUTOpaMU NpoTeasbl
SABIACTCS HM3KOW BCNICACTBME pasiuuus (epmMeHTOB-MUlueHeid. Hanuume nepekpecTHOil
PE3UCTEHTHOCTH MEXy 3(haBUPEH30M W HyK/Ieo3MaAHbIMH MHruGuTOopamu OT (HUOT) Takske
MaJIOBEPOATHO BCJICJICTBUE pA3JIMUMS YYaCTKOB CBSA3BIBAHMS C MHIIEHBIO M MEXaHU3MOB
JIecTBUS.

PapmMaKOKHHETHKA

Bcacoviganue. 'V 310poBbIx 106poBO/bLEB MaKcHMalbHas KoHueHTpauus (Cmax) SbaBupeHsa B
nnasve Kposu 1,6-9,1 MKMOJIb/1 gocTHranach yepes 5 4 rocjie 0OAHOKPATHOrO MpHEMa BHYTPb
npenapata B go3ax ot 100 no 1600 mr. Jlozo3aBucumoe yBennueHue Cmax M MUIOWIAAM [OA
KpuBOH «KOHLeHTpauus-Bpems» (AUC) Habnmioganock npu npueme npenapara B 103ax /0
1600 Mr; mpu 3TOM He HabMOAANOCH J030MPONOPLUHOHANLHONO  YBEJIHUYEHHS JAHHBIX
TNoKa3aTesiei, MO3TOMY MOXKHO MpPEANONIOKHUTb, YTO MpU OOJiee BBHICOKMX 103aX BCAChIBAHHE
ymenbuiaercs. Bpemss noctmwxennss Cmax B miasme KpoBu (3-5 u) He M3MEHMIOCH Mociie
MHOTOKpaTHOro npHeMa rnpernapara, a pABHOBECHas KOHLEHTpALUs B M1a3Me KPOBH J0CTUIanach
yepe3 6-7 CyTOK.

Y  BHY-uHOUUMPOBAHHBIX MALMEHTOB TMpH JOCTMXKEHMM PaBHOBECHOI KOHLEHTpaLUH
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fpenapara B rjiasMe KpoBM cpeaHue 3HauyeHHst Cmax, MUHUMAIbHOM KOHUEHTpaUMu (Cmin) u
AUC Gbiny nuneiinel npu npueme 200 mr, 400 mMr 1 600 mr 3¢hasupensa 1 pas B cytku. V 35
NMallMCHTOB, NMPUHUMABLIKX 3(haBupeH3 B ao3e 600 mr | pa3 B CyTKH, Cmax NMpH AOCTHIKEHHH
PaBHOBECHOH KOHUEHTpaUMM cocTapasna 12,9 + 3,7 mxmonb/n, Cmax — 5,6 + 3,2 MKMoB/1,
AUC — 184 + 73 MkMonb/n*y.

Brusnue npuema nuwu na ecacwieanue. I1pn onnokparnom npueme 310poBbIMM J100poBOJIbLIAMH
s¢aBupensa B go3e 600 Mr B Buae TabJIETOK, MOKPHITBIX MIEHOYHOH 0GOI0UKOM, BMECTe ¢
MULIEH C BBICOKMM COZEPIKAHMEM KMPOB HABIIOAANOCH yBennyeHne AUC Ha 28% u Cpax Ha
79% B CPaBHEHUH C JAHHBIMHU T10KA3ATENAMHU NpU MpUEME NpenapaTa HaTOLIAK.

Pacnpedenenue. Ddasupens B BbICOKOH CTeneHH CBS3bIBACTCS ¢ Oenkamu miaasMbl KpoBH
(npubnusurenbHo  Ha 99,5-99,75%), rnaBHbIM obpazoM c¢ ansbymumHom. Y BUY-]
MHQUUMPOBAHHbBIX MALMEHTOB (n = 9), KoTOpble npuHUMaNKM 3haBupeH3 B n03ax or 200 110
600 Mr 1 pa3 B CyTKM B TeueHHe 110 MeHblueii Mepe | Mecsua, KOHUEHTpauus >haBupeHsa B
CMIMHHOMO3IOBOW JKUJIKOCTM COCTaB/A/Aa OT 026 no 1,19% (B cpeadem  0,69%) or
COOTBETCTBYIOLIEH KOHUEHTPALMU B I1a3Me KpoBH. JlaHHbIH Mokasatels NpUOIHU3UTENBHO B 3
pasa IpEBbILIACT KOHLUEHTPALMIO He CBS3aHHO# ¢ Genkamu (cBOGoHOI) dpakuuu s(aBupensa B
MnJa3mMe KpoBH.

Memabonusm. KnuHudeckue HCCNENOBAHMA M WMCCIENOBAHUS in vitro C MCIOJb30BaHHEM
MHKPOCOM NEUCHHM HeJIoBEKA MOKA3aIn, YTO 3(GaBUPEH3 METAbOTHIUPYETCS [1aBHbBIM obpazom
cucremor uuroxpoma P450 g0 FMAPOKCHIMPOBAHHBIX MMPOM3BOJAHBIX, KOTOpPbIE 3aTeM
CBASLIBAIOTCA C IVIIOKYPOHOBOH KMCIOTOH ¢ 06pa3soBaHMeM [IHOKYPOHMIOB. B OCHOBHOM,
laHHbIE METa0O0/INThl HEaKTHBHBI B oTHOweHMM BWU-1. MccnenoBanus in vitro MO3BOJISIOT
NpeanonokuTh, 4ro uzodepmentsl CYP3A4 u  CYP2B6  ABAAIOTCS  OCHOBHBIMM
u30(epMEHTAMH, OCYILECTBIAIOWNMU METabOoMU3M d(aBupensa, u 4To 3(paBupens MHrUGHpyeT
uzodpepmentsl 2C9, 2C19 u 3A4 cuctembl uuroxpoma P450. B wuccnenosauusix in vitro
saBupens He uurubuposan uzopepment CYP2E! u uHrubuposan usodpepmentsl CYP2D6 u
CYPIA2 TonbKO B KOHLEHTPALMSX, HAMHOIO NPEBBILIAIOIINX MPUMEHSIEMbIE B KJIMHUYECKOM
MpaKTHKe.

OKenosuuus 3(aBupeHsa B niazMe KpoBU MOXKeT YBEIMYMBATLCS Y MAaLMEHTOB, FOMO3UIOTHbBIX
no nonumopdusmy rena G516T nzodepmenta CYP2B6. Kiauuuueckas 3HAYMMOCTE TaKoro
MSMCHCHWS HEW3BECTHA, OJHAKO HEIb3sl HMCKIIOYAaTh BO3MOXKHOCTh BO3PACTAHUS PHCKOB

Pa3BUTHA W YBE/IMYCHHS BBIDOXKCHHOCTH HEKENATENbHBIX Peakiuii ahaBnpensa.



bbio nokasano, uto aasupens unayupyer n3opepmentol CYP3A4 u CYP2B6, uto npusoaut
K WHAYKUMM €ro CoOCTBEHHOrO MeTabo/M3Ma, YTO MONKET KIHHHUYECKH BbIpaXKaTbCs Y
HEKOTOPBIX MauueHToB. IIpn MHOrokpatHOM npueme 3haBupensa B 103e 200-400 Mr B CYTKH
310pOBbIMM 100poBOJIbLAMU B Teuenue 10 nHeil HaGmoganach MEHbIUAS CTEHeHk KyMyJIsiUH K
>baBupensa (Ha 22-42% HuKe MpeanoaraeMbIX 3Hau4eHUN) u Oonee KOPOTKMH mnepuon
nonysbiBefeHUst —40-55 u (nepuoa monyBbIBeaEHUS OZIHOKpaTHOM 103bl cocTaBiseT 52-76 u),
Taioke 6b10 nokazaHo, uyto 3daBupeH3 uHayuupyer usopopmy 1Al ypupunaupocdar-
rmokyporuatpancdepassl (YID-I'T1AL), nostomy KOHLEHTpaLUsi pajiTerpaBupa, KOTOPbIi
asagerca cy6erpatom YI®-I'TIAI, B nnasme KpoBH CHMKaeTcs NpH  OJHOBPEMEHHOM
NPUMEHEHHH € 3(DaBUPEH3OM.

Hecmotps Ha TO, 4TO B HccnenoBaHusx in vitro s(aBupen3s MHrMOMpOBan M30(epMEHTI
CYP2C9 u CYP2C19, B uccnenoBaHusx in vivo HabII01a10Ch KaK MOBBILIEHHUE, TAK U CHUIKEHHE
9KCMO3ULMK  CYOCTPAaTOB  AaHHBIX  (DEPMEHTOB MNPU  OAHOBPEMEHHOM NMPUMEHEHUH C
saBupensom. Koneunslit adekT 1aHHOrO B3anMoaeHCTBUS He YCTaHOBJIEH.

Boigeoernue. DdaBupeHs umeeT OTHOCHTENBHO GOJBIION NMEPUOA MOJIYyBbIBEAEHHS, KOTOPbIii
COCTaBJIET HE MEHee 52 4 nocie npuema OJHOKpPaTHO# 1036l U 40-55 4 noce MHOTOKpPaTHOIo
npumeHeHns. I1pubansurensio 14-34% ot npuHATON 103bI 3(baBUpeH3a BLIBOAUTCS MOYKAMH,
MeHee 1% 1031 5daBipeH3a BLIBOAMTCS MOYKAMH B HEM3MEHEHHOM BUJIE.

DapMaKoKuHeMuKa y 0cooblx 2pynn nayuenmos

Hapywenue gynxyuu nevenu. Ilpn ogHOKpaTHOM mpueme npenapara HabJIl0Aal0Ch IBYKPATHOE
YBCJIMYCHHUE MEPUOAA MOTYBbIBEAEHUA 3(aBUpeH3a y OJHOrO MalMEHTa C THKEIOH CTENEeHbIO
MEYeHOYHOM HenoctatoyHocTH (Kki1ace C mo cucteme Yaitna-Ileto0), 4to ykasbiBaeT Ha
MOBLIICHHYIO CTENCHb KYMYJIALMM B TaKUX ciyyasx. [Ipy MHOrokpaTHOM npueme npenapara He
ObLIO BBIABIEHO 3HAYUMOTO BJMSHHMS MOPAKEHHS MEYeHH Ha (apmakokuHeTHKy 3dasupensa y
NMAaUMEHTOB C JIErKOH CTEMEHbIO MEYEHOYHOM HEJ0CTAaTOYHOCTH (kMacc A 1o cucteme Yaitna-
[1pt0) Mo cpaBHEHMIO C NalMEHTaMH KOHTPOJBHOM rpymmbsl. B HacTosilee BpeMs HeT
AIOCTATOYHBIX JIaHHBIX, YTOOBI C€NaTh BBIBOA O TOM, BJIMSIOT JIM CPEHSS U TSKENas CTerneHb
Ne4YeHOYHOH HepoctaTouHoCTH (K1ace B u C no cucreme Yaitna-ITbio) Ha (apMaKOKMHETHKY
3¢aBupen3a (cM. C 0CTOPOKHOCTBIO).

Hapywenue gynxyuu nouex. ®apMakoKMHeTHKa 3(haBMPeH3a y MALMEHTOB C MOYEUHOI
HEJI0CTaTOYHOCTBIO HE M3y4asach, OJIHAKO B CBSI3U C TEM, YTO B HEM3MEHEHHOM BHJE MOYKAMH
BBIBOZMTCA MeHee 1% npuHaTod 103bl 3daBupeH3a, HapylieHue QYHKUHH MOYEK HE JOJKHO
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OkasblBaTh CYLIECTBEHHOIO BIIWAHNUSA Ha BbiBeeHHE dbaBupen3a (cM. Ocobble yKazaHus).

Ilon u pacosas npunadnescrocmo. v MYXKYUH W JKCHLIMH, a TAKXKe y MalKeHTOB pa3IuyHOlM
PacoBOM  MPUHAANEKHOCTH HAGMIOAATUCH  CXOHbIE (hapmakoKMHETHYECKHE  MapameTpsl
3aBupen3a.

Toxcunvie nayuenmor. Kakux-nn6o (hapMaKOKMHETHYECKUX pasIMumii y NaLMeHToB OT 65 et u
CTapwie M 0Oojiee MOMOABIX MALMEHTOB HE BbHISBIEHO, XOTH KJIMHHYECKHe MCCIIeI0BaH U
(aBupeH3a He BKIIFOYANN JOCTATOYHOIO KOJHYECTBA MaLMEeHTOB OT 65 JIeT u cTapiue.

Hemu. Dbapupens He usyuancs y nereil B BO3pacTe /10 3 MECALEB WM C BECOM MeHee 3,5 Kr.
DapMaKOKMHETHYECKHE TMOKa3aTeu d(aBupensa y netedl M B3pOCIBIX ObUIM CXOXKUMU. V
49 neteit, npuHUMaBLIKMX (aBUPEH3 B 103€, IKBUBATEHTHOH 600 Mr (no3a paccuuTbiBanach
MCXOMd M3 Macchl Tena), 3HaueHue Cmax cocTaBuio 14,1 MKMOJIb/1, Cmin,,— 5,6 MKMOJB/1T U
AUC— 216 mkmonb/n*y,

ITokazauusi k npumenenunio

B cocrase koMGMHMPOBaHHOI NPOTHBOBHPYCHOI TE€panuu AJist JIEYEHUs B3POCIbIX, MOAPOCTKOB
M JIeTeil, HHPULIMPOBAHHBIX BUPYCOM MMMYHOAEDULIMTA YeI0BeKa (BHUY-1).
IIpoTuBonokasanus

. ['unepuyBCTBUTENLHOCTD K 1I0G0MY KOMIOHEHTY Mpernapara.

o Tsxenas creneHb ne4yeHOYHOH HELOCTATOYHOCTH (knace C no cucreme Yaiina-Isio) (cM.

®apmakosoruyeckue cBoiicta, PapMakOKHHETHKA y 0COOBIX rpyII NauUeHTOB).
o Hetn mnanme 3 net uau ¢ Maccoii Tena menee 13 Kr.

. OnHoBpeMeHHOE — npuMeHeHHe ¢ TepdeHaAMHOM,  acTEMM30JIOM, LM3anpUaIoMm,
MHZIa3071aMOM,  TpUA30/laMOM, TMHMO3MAOM, OENpUIM/IOM, alKaJOMAAMH CHOPBIHbH
(Hampumep,  SproTaMuH, AMIHAPOIPrOTAMMH, JPrOHOBMH WM METHJIIPrOHOBHH),
MOCKOJbKY KOHKYPEHTHOE B3auMOAeHcTBUE d>aBupeHza ¢ usodepmentom CYP3A4
MOXET TMpPUBECTH K MOJABJICHHIO MeTabonM3Ma JaHHBIX MPENnapaTtoB M MOSBIEHUIO
MPEANOCkIIOK /11 BOSHUKHOBEHMS ~ CEPbE3HBIX  W/WIM  YrpOKAIOLIMX  IKH3HH
HeXKE/aTe/IbHbIX ABIEHUH (HAanpUMep, apuTMHH, JUTUTEILHOMY CelaTHBHOMY 3(bheKTy MK

YTHETEHUIO NIbIXaHus) (cM. BaaumoneiicTeue ¢ IpyruMu 1eKapCTBEHHBIMHM CPEACTBAMH).

. OnHoBpemeHHOe NPUMEHEHHE c npenapaTamu/npoayKTaMu PacTUTEILHOTO
NMPOUCXOKACHUS, COAEPKALMMU 3BepoDOi NpoabIpsaBieHHbl (Hypericum perforatum),
MOCKOJIBKY CHHMXKA€TCA KOHLEHTpauus >(aBUpeH3a B Mia3mMe KPOBH M, KaK CIICACTBHE,

KIMHUYECKUH S ekt (cM. B3aumoseHcTBHIE € APYriMH JIeKapCTBEHHBIMHU CPEICTBAMH).



L4 I[e(buum JIAKTa3bl, HEMEPEHOCUMOCTD JIAKTO3bI, MKOKO30-rajlakTo3Has Manba6cop6uml.

. OnHoBpeMeHHBIH  npuem ¢ rpas3onpeBUpomM/s16acBUPOM  W3-3a  OXKMIAAEMOrO
SHAYMTCILHOTO CHWXKCHUS KOHLUEHTPALMK B Ma3Me KPOBH IPasonpeBupa snbacBupa
(cM. BsaumoneiicTBue ¢ apyrumu JICKapCTBEHHBIMK ~ CpeACTBAMHU). ITOT 3¢ deKT
BO3HMKACT BCICACTBME TOro, YTO 3haBuUpeH3 MHAyLupyeT usodepment CYP3A4 miu
raukonporend P (P-gp), uto npuBoaut k norepe BUPYCOJIOTHYECKOH 3 PeKTUBHOCTH

(TepaneBTHuecKoro s dexra) rpasonpesupa/anbacsupa.
. Ha3snauenue a¢aBupensa naunenram:

— IIpU HAJUYMU B CEMEHHOM aHaMHe3e Clly4yaeB BHE3aIlHOM CMEPTU WJIK BPOXKAECHHOIO
YAJIMHEHUs HWHTEpBaja QTC Ha DJ3JICKTpOKapaUOrpaMMe HUJIU APYruxX KIWMHUYECKUX

COCTOAHUH, CONPOBOXKAAIOWIMXCS YTIMHEHHEM uHTepBana QTc;

— € KJIMHUYECKMMH TMPOSBICHUAMM apUTMHUU Cepiala MM C KIMHHYECKM 3HAYUMOM
Opaaukapaneit MM  XPOHMYECKOH CepAEUHON HEJOCTATOUHOCTBIO CO  CHUSKEHHOI

(paxuueii BbIGpOCa J1I€BOro KeNly10uKa B aHaMHE3e;

— C TSAXKEJIBIMU HApYyLUEHUSAMHU SJIEKTPOJIMTHOTO 6aJ1cha, HalnpuMep, runoKajimueMmen uiu

FMIIOMarHueMHuei.

. OnHoBpemeHHbIH NpHeM ¢ mpenapatamy, BbI3bIBAIOWMMHA YATHHEHUE uHtepBana QTc

(npenapathbl ¢ apUTMOreHHbBIM 3 heKToM):
— aHTHapUTMHUYECKHE npenapatbl KiaccoB A u 111;
— HEHpOJIENTHKH, aHTUETIPECCAHTHI;

— HEKOTOpbIe aHTHOMOTHKH, BKIOYAs Mpenaparhbl, OTHOCAIIMECS K CIEAYIOLMM KIaccam:
MaKpO/IH/bl, TOPXMHOJIOHBI, IPOTHBOrPUOKOBBIE MPENApaThl MPOM3BOAHBIE MMUAA30/1A

¥ TpHazoJa,

— HEKOTOPbIC HECENATUBHBIE aHTUIMCTAMUHHbIE rnpenaparsl (Tep(i)eHaIlMH, aCTeMM3OI1);

UM3anpUI;

brnekanHuz;

HEKOTOpbIE MPOTHBOMAJIAPHUITHBIE IPENapaThi;

METaJIOH.
C 0CcTOpPOKHOCTBIO
o [Maumentsl, Mmerowme B aHaMHe3e MCUXMATPUYECKME PACCTPOMCTBA, HAXOAATCS B rpymnrne

ITOBBIIIEHHOI'0 pUCKA 110 pPa3BUTUIO CEPLE3HBIX HEXKEJ1aTeJIbHbIX peaKum‘i] CO CTOPOHBI
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MCUXHUKH.

. [laumeHTsl ¢ NeYeHOUYHON HEIOCTATOUHOCTDIO JErKOM 1 CpelIHeH CTENneHM TsHKECTH (Kiiace
A 1 B no cucreme Yaitna-I1sio).

. [lauuenTel, uMerowwme cynoporu (B ToM uncie B aHaMHese).

. [Mauuentsl,  mosnyuwaiowme  comyTeTByKOLIME MPOTUBOCYIOPOXKHBIE  CPEACTBA ¢
NPEMMYLICCTBEHHbIM METabONM3MOM B TMEYEHH, TaKHe KakK (eHHUTOMH, kapbamasernuH,

(enobapburtan, BanbnpoeBas  KucioTa, BUrabaTtpuH  (HeoOXOAMMO  OCYIIECTBISTH

NEPUOMYECKUI KOHTPOJIb KOHLIEHTPALIUH B KPOBH).

. OanoBpemeHHOe NPUMEHEHHE ¢ JapyHaBUPOM, apTeMeTepoM/TyMedaHTPUHOM.

. He peKOMeHayeTcs OJITHOBpPEMEHHOE NPUMEHEHKE shaBupeHsa c
Be/naTtacBMpom/copocOyBrUpom WM ¢ BEJINAaTacBUPOM/BOKCHIIANIPEBUPOM/
codocOyBUpOM.

. OnHoBpemeHHoOe NpUMEHeHWe d(aBupeHsa ¢ rieKanpeBUpoM/mubpeHTacBUpOM.

ITIpumeHenne npu GepeMEeHHOCTH U B MePUOI FPYIHOIO BCKapMJ/IMBaHHUS

[Ipu neyennn sdasupensom crneayer uzbGeratsb HacTyrieHus GepemeHHocTH. Heobxoaumo
MCMONB30BATH HA/IEXKHBIC METO/IbI OapbepHON KOHTpALENLIMK B COYETAHMH C APYTUMH METOAAMH
(B TOM YHMCIle NepopaibHbIe HilM APYrHe FOPMOHAIbHbIE KOHTpauenTuBbl). [Tockoabky a¢asupens
UMEET JUIMTE/bHbIA MEPHOA MOJYBbIBECHUS, HEOOXOAUMO MCIONB30BATh HAJEKHBIE METOMbI
KOHTpauenu1n Ha NpoTsKeHHHM 12 Henenb nocne npekpaiienus jedenns sdasupensom. [lepen
HaYya/IoM Jie4eHUs: 3(haBUPEH30M JKEHILMHBI, CTIOCOGHBIE K AETOPOXKACHHIO, A0KHBI NPOUTH TecT
Ha OepeMeHHOCTb. OD(aBUpEH3 He CleAyeT NPUMEHATh BO BpeMs OepeMeHHOCTH, 3a
HMCKJTIOYCHHEM CITy4aeB, KOr/ia MOTeHLMANbHasl [10/1b3a 1711 MaTepU MPEBbILIAET BO3MOXKHbIH PHCK
ATA TJI0AQ M HET NpYruX ajbTEPHATHUBHBIX METOAOB JeueHMs. Ecin rkeHuMHa npuHHMaer
haBUpeH3 BO BPeMs MePBOro TpUMecTpa GEpeMEHHOCTH M BepeMeHHOCTD HacTynaeT BO BpeMs
NMpUMEHEHUs 3(haBUpeH3a, OHa JO/DKHA ObITh MpPEAyNpexaeHa O MOTEHLHAIbHOM Bpeae s
njioja.

He npoBoauiock anexBaTHBIX M KOHTPOJMPYEMbIX KIMHMYECKHUX MCCIEN0BAHMI C y4acTuem
GepemeHHbIX. B mocTperncTpalMoHHOM nepuosie GbIIM MOydeHbl COOGIIEHUS O MPUMEHEHUH
a(aBupeHsa B cocTaBe KOMOWHMPOBAHHOM aHTHPETPOBUPYCHOIA tepanud (APBT) B mepsom
TpumecTpe OepemeHHocTH. He coobuianoch 0 Haamumu crneuMduuecKuX 0CoGeHHOCTel
(YBeJMYEHUS YACTOThI) MOPOKOB PAa3BUTHUS y HOBOPOKAEHHBIX. TOMBKO HECKOIBKO COOBLIEHMIA
coaepxamd MHQOPMALMIO O ClyyasX pasBUTHS 1eeKTOB HEPBHON TPYOKM, BKIOUas
MEHHMHrOMHeolene. bBOJBIMHCTBO  aHHBIX COOOLIEHMH ObLIM  PETPOCHEKTUBHBIMU, M

NPUYUHHO-CJIEACTBEHHAs CBSA3b He Obliia U3Yy4CHa.



bbu10 nokasaHo, uto spaBupens Bbigensercs ¢ FPYAHBIM MOJIOKOM KOPMSILLIMX EHLIMH. He
HMEETCs 10CTaTOMHON HH(bOpMaUKMK 0 aeiicTBUM 3daBUpeH3a Ha HOBOPOX/IEHHBIX U MJIAJIEHLIEB.
JKenumHam, npuHUMaOLNM >(aBupeHs B nepuox nakTaluu, KOPMJIEHHE TPYAbIO HE
pekomennyercs. Bo wusbexanue nepenaum BUY uu npu Kakux obcrosrenscrax BUU-
MHQUUMPOBAHHBIM MaTepsIM He PEKOMEHAYETCS KOPMUTD FPY/bIO.

Cnocob npumeneHus u 103bl

BHyTpb, npenapar pexomenayercs npuHuMath fnepesl CHOM HaTollaK.

[Iprem sbaBupensa Bo Bpems npuema nuIM MOXKeT YBEJIMYUTb IKCNO3MUHMIO 3(aBupeH3a M
MPUBECTH K MOBBILIEHUIO YaCTOThI HEXKEATebHBIX PEaKLIHi.

Tepanuio sdaBupeH3omM n0/MKEH Ha3HauaTh Bpay, UMEoLMA oneiT nevenns BUY-undekumn.
Odasupens J0/mKeH Ha3HauaThCss B KOMOMHALMK  C APYTMMH  @HTHUPETPOBUPYCHBIMU

JICKapCTBEHHBIMU CPEACTBAMHU.

B3spocavie

D¢apupen3 HazHayaercs 1o 600 mr | pas B CYyTKM B COCTaBe€ KOMOMHMPOBAHHOW Tepanuu ¢
uHrubuTopamn  nporteasslt BUY  u/uam  HyK/I€O3WAHBIMH MHruOuTOpamMu  0OpaTHO
TpaHnckpunrassl (HUOT).

Koppexyus 0o3

Ecnn adasupens npumensercs oQHOBpeMEHHO ¢ BOPHKOHA30I0M, 1032 BOPHMKOHA30/1a JOJKHA
ObiTh yBenuueHa 10 400 mr 2 pasa B cyTku, a 103a >baBupeH3a 10/KHA ObITh YMEHbILIEHA /10
300 mr 1 pas B cyrku. [Tocsie mpekpalienns Tepanuu BOPMKOHA30JI0M JI0/DKHA MPUMEHSIThCS
nepBoHayanbHas 103a s¢asupensa (600 mr) (cM. B3aumoneiicteue ¢ apyriumu JIEKapCTBEHHbIMU
CpENCTBAMH).

Ecnu adaupens npumensercs 0HOBpeMEHHO ¢ pUGbaMIULUMHOM y MALMEHTOB ¢ MAcCoil Tea
50 kr u Gonee, no3a >haBupeHsa n0/KHA ObITh yBenuueHa 10 800 mr | pa3 B CyTKH (CM.
BzanmozeicTBue ¢ ApyruMu JIeKapcTBEHHBIMU CPEACTBAMH).

Hemu om 3 nem

[Ipenapar HazHauaeTcs B KOMOUHALMKM ¢ HHTMOMTOPOM TipoTeasbl BUY u/unu HUOT. s nereit
OT 3 JIeT 103bl MOAGMPAIOTCS B 3aBUCMMOCTH OT Macchl Tesa (CM. Tabnuuy 1). INpenapat moxer
Ha3Ha4aTbCsAd TOJbKO TEM JETAM, KOTOpPbleé MOIYT MporjaTeiBaTh TabneTku. bBesonacHocTs U
3¢ peKkTMBHOCTb MpUMeHeHHs npenapara y aAeTelt Miajue 3 JIeT WK Maccoi Teia MeHee 13 Kr He
YCTaHOBJIEHBI.

Tabnuua 1. Jlo3bl ans neteit npu Ha3HadeHnH npenapara babupensa | pa3 B cyTku

Macca Tena, kr Jo3a (mr)
or13-nmo<15 200




oT 15 - 10 <20 250
ot 20 - 10 <25 300
oT 25 - 10 <32.5 350
oT 32,5 - 10 <40 400
oT 40 u Gosee 600

ITayuenmur ¢ noveunoii nedocmamounocmoio

®apMaKOKMHETHKA 3(aBUpeH3a y NMaLMEHTOB ¢ MMOYEYHOH HEIOCTATOUHOCTBIO He u3yyanach,
OZHAaKO, B CBSI3W C TEM, YTO B HEW3MEHEHHOM BHMIE MOYKAMHM BbiAeaseTcs MeHee 1% 103bl
s(asupensa, HapyleHne QYHKUMM MOYEK HE JO0MKHO OKA3biBaTh CYLIECTBEHHOr'O BJMSHMS Ha
BbIBeZleHHe dhaBupensa (cM. Ocolble ykazauus).

Iayuenmo! ¢ nevenounoii nedocmamounocmoio

Y nmauuenToB ¢ 3a601€BaHUAMM MEYEHH JIErKOi CTENEHU TIKECTH KOPpEeKLMH 103bl 3P aBupeH3a
He TpeOyercs. [Ipu 3TOM NauMeHThl 10MKHBI TILATENBHO HAGMIONATHCS HA NpeAMET pa3BUTHS
HEXEIATe/IbHbIX PEaKLMH, 0COOEHHO CO CTOPOHBI HEpBHON cucTeMbl (cM. [TpoTHBONOKa3aHus,
OcoOble yka3zanus).

He pexomenayercs npumenenne sdaBupeH3a y NMalMEHTOB C MEYEHOYHON HEZOCTATOUHOCTBIO
CPE/IHEH CTEreHH TSDKECTH, NMOCKONbKY Ha JaHHbIi MOMEHT BPEMEHM HeI0CTATOUHO JTAHHBIX,
4TOOBI YCTAHOBHTB, HY)XKHA JIM B TAKMX CIly4asX KOPPEeKLus A03bl.

IToGouHoe neiicrBue

O61wmii npodusib 6e30nacHoOCTH

B uenom shasupens xopowo nepeHocuncs B KIMHHYECKMX MCCeA0BaHMSX. B noarpymnmne
MalMEeHTOB, NPUHUMABIUKMX ShaBupens B no3e 600 mMr | pa3s B CyTKH B KOMOHHALMH C
uHruouropamu nporeasst BUU w/unu HHUOT, Haubosee yacTbiMu (mo MmeHbluel Mepe y 5%
NMalMEHTOB) HEXENATENbHBIMU PEAKLIUSIMH KAK MHHUMYM CPEIHE TSXKECTH GblIM KOKHASA ChiMb
(11,6%), ronosokpyxenue (8,5%), townora (8,0%), rojoBHas 6o.b (5,7%) w noBblleHHas
yromJsiemocts (5,5%).

Haubonee 3aMeTHbIMM HeKeNaTeNbHBIMU SBICHUSAMH, CBS3aHHBIMU C npuemMom 3daBupeHsa,
AB/IATINCH KOXKHAs ChIMb W CUMIITOMBI CO CTOPOHBI HEPBHOM cHcTeMbl. CUMITOMbI €O CTOPOHBbI
HEPBHOM CHCTEMBbI OOBIMHO MOSBIAIMCH BCKOpPE MOC/IE Hayala Tepanuu M, Kak [paBHIIO,
Hecve3anu nocie nepsbix 2-4 Hepenb Tepanuu. Takxke y NalMEHTOB, MPUHUMABLIMX S(baBUPEH3,
Ha01I01aTMCh TSIKEIIbIE PEAKLIMM CO CTOPOHBI KOXKH, TaKHe KaK cuHapoM CTrBeHca- KOHCOHa U
MHOTro(OpMHas 3KCCyAaTHBHAS SPUTEMA; HAPYLIEHUS ICUXUKH, BKJIKOYAs TSKETYIO JAEMPEeCCHIO,
CMEpTb BCJIEACTBHE CYMLIM/IA U TICUX030M0100HOE MOBEIEHHE, @ TAKIKE CYAOPOKHBIE MPUMALKH.
[Ipu npumenenny npenapara 3(aBUpeH3 OJHOBPEMEHHO C MHILEH MOXKET yBEJIMYMBATHCS

CUCTEMHAsA JKCNO3ULUs 3(baBupeH3a, YTO MOXET [MPUBOAUTL K YBEJIHYEHUIO YaCTOThI
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HeXenaTebHbIX peakuuit (cM. Ocobble ykazaHus).

IIpodunb GesonackocTy npu AnuTeNbHOM Tepanuu, BKIOUYABILIEIH 3(haBUpPEH3, OLEHMBAIH B X0/
KOHTPOJIMPYEMOTO  MCC/I€A0BaHUS, B KOTOPOM MALMEHThl NMPUHUMAIK JMGO 3paBUpeH3 +
3UAOBYAUH + NaMUBYIMH B Teuenue 180 Henenb, 1160 pasupens + MHIMHaBUp B TevyeHue 102
Henenb, MO0 MHAWHABMP + 3MIOBYAMH + JAMMBYIMH B TeueHue 76 Heaellb. JnutenbHoe
npumMeHeHue sdaBuUpeH3a B XOJ€ NAHHOTO HMCCIIENOBAHMS He COMpPOBOXkKAAIOCh TMOSIBIEHUEM
KaKnX-1M00 HOBBIX JIaHHBIX 110 6€30MaCHOCTH.

Huxe npuBeneHbl cpeaHeTsKeNble M TsHKEble HeXKeaaTelbHble peaklu1, B OTHOLUEHHH
KOTOpBIX Oblia yCTaHOBJIEHA BO3MOXKHAs MPUYMHHO-CIEACTBEHHAS CBSA3b C NPUMEHSBLIMMCS
POXUMOM Tepanmuu (MO MHEHHMIO McclefoBaTeseil) M KOTopble HaGmoAaiuch B XOue
KJIMHAYCCKMX MCCIE/I0BaHUI d(aBUpeH3a, NPUMEHSBIIErOCS B PEKOMEHIOBAHHONW 103 B
coctaBe KoMOMHUpoBaHHON APBT.

KypciBom  BblieneHbl HexenarelbHble ABACHMS, KOTOpble ObiIH 3aperucTpUpoOBaHbl B
MOCTPErMCTPALMOHHDIH NEPUOA MPUMEHEHHs >(aBupeH3a B COCTaBe KOMOGHHMPOBaHHON
Tepanuu. HacToTa HexkenaTebHbIX ABIEHHMI NPUBEeHa N0 CeyIoLIei KiaccubUKaLMM: OueHb
qacto (= 1/10); wacto (>1/100, <1/10); mewacto (> 1/1000, < 1/100); peaxo (> 1/10000,
< 1/1000); ouens peaxo (< 1/10000).

Hapyuienus co CTOPOHBI UMMYHHOW CUCTEMBI

Heuacmo. ru NNEPUYYBCTBUTEJIbBHOCTD.

Hapyienus co CTOPOHBI OOMeHAa BEIECTB U MUTAHUS

Yacmo: runepTpurinuepuaeMus*;
Heuacmo. runepxosnectepuHeMus *.

Hapyienus ncuxuku

Hacmo: natonoruyeckue CHOBUACHMS, GECOKOICTBO, IenpeccHs, 6eccoHHuLa*;

Heuacmo: CKIOHHOCTb K ad(eKTy, arpecCHBHOCTb, CMYTAHHOCTb CO3HAHMS, HACTPOEHHE CO
CKJIOHHOCTBIO K SH(OpHH, ralIOUMHALMK, MaHHMs, NapaHOMAAIbHOE MOBEAEHHE, NCUXO3,
CYMUM/Ia/IbHAs MOMbITKA, CYHIUHMAATbHbIE HAMEPEHHS;

Peoko. 6ped™, neepost, cmepmo scredcmeue cyuyuoa’t”,

HapylieHuns co cTopoHbL HEPBHOM CUCTEMBI

Yacro: napywenus mosouceuxosoii xoopounayuu u pasnosecus?, pacCTpONCTBO BHUMAaHMS
(3,6%), ronoBokpyxeHue (8,5%), ronosusie 601 (5,7%), COHIMBOCTD (2,0%)*;

Heuacmo: TpeBoxHOe BO30YkKIeHHE, aMHE3Hsl, aTaKCHs, HapylIEeHHE KOOpJAMHALMK JBUXEHUH,
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CYIOPOrH, HapyLUEHHE MBILLIICHUS, mpemop?.

Hapyuienus co CTOPOHBI OpraHa 3peHus

Hevyacmo: HEYETKOCTb 3PUTEJIBHOTO BOCIIpHUATHS.

Hapyiuenus co CTOPOHBI OpraHa cjiyxa U JaOUPUHTHbIE HapYHIEHUs

Hevacmo: wym 6 ywax?, Bepruro.

Hapyienus co CTOPOHBI COCYAOB

Heuacmo: «NPUIUBbLL Y KPOBU K KOJHCE ﬂuz;af.

Hapyuienus co CTOPOHBI JKEIYJAOYHO-KMILIEYHOr'0 ThaKTa

Hacmo: 6011 B KMBOTE, AHApPEs, TOUHOTA, PBOTA;
Heuacmo: naukpearur.

Hapyuenus co CTOPOHBI MEYEHHU U KETYEBBIBOASLLIUX MTYTEN

Yacmo: MOBbILIEHHE aKTUBHOCTH acriapraTaMMHOTpaHchepasbl
anannHamuHotpancdepassl (AJIT)* u ravma- rnyramuntpanchepassi 310 ) e
Heuacmo: octpbiii renatur.

Peoko: nevenounas neoocmamounocmu®*:

Hapyiienus co CTOPOHBI KOXXH M MOAKOXHBIX TKAHE!

Ouenb wacmo: koxHas cbinb (11,6 %)*;

Yacmo: KOXHbIN 3y1;

Heuacmo: muoropopmHas sKkccyaTiBHas sputema, cuuapom Ciperca- JHKOHCOHa*:

Peoko. pomoannepeuueckuii depmamum?,

Hapymenus co CTOPOHBI MOJIOBBIX OPraHOB M MOJIOYHOM YKeJe3bl

Heuacmo: rusekomacTus.

OO011Ke paccTpoiicTBa.

Yacmo. noBbIlLIEHHAs YTOMJIAEMOCTbD.

* - bonee noapoGHOE ONUCAHUE CM. HIIKE.

(ACT)*,

- JlanHble HexenaTenbHble peakuMu ObLIM 3aMKCHPOBaHbl B TMOCTPErHCTPALIMOHHbIi

nepuoa Ha6J'l}OIleHI/IH; 4aCTOTy OTHUX peaKunﬁ Onpeac/isiiv, HUCMOAb3ys [daHHBIE,

MOJTy4EHHBIE B X0/€ 16 KIMHUYECKUX HCCIeIoBaHNMii (yqacTBOBaIK 3969 malneHTOB).

- Otu Hexenatenbubie peakunn Gbu 3adMKCHPOBAHBI B MOCTPErHCTPALMOHHBIH nepuoa

HaO/II0ACHMS, O/IHAKO Y MALHEHTOB, MPUHUMABIINX d(haBUPEH3 B X0€e 16 KIMHHUECKUX

HCCIIEAOBAHUM, O HUX HE co0011aJI0Ch KaK o SABJICHUAX, CBA3AHHBIX C NMPUMEHEHUEM

npenapara. B cooTBeTCTBUM ¢ KiaaccupuKaLMeld Mo yacToTe 3TH MOGOUYHbIE ABIECHUS

ObLH paCU€HEHbI KakK Habro1aBnecs «PEAKO» (Ha OCHOBAaHHWH OLEHKH BerHeﬁ

rpaHHULBbI 95% AOBEPUTEIILHOIO WMHTEpBaJia 1Jid 0 siBneHuit B pacye€Te Ha KOJIMYECTBO
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MalMEHTOB, [MPUHUMaBUIUX 3¢)aBHpeH3 B XO/1e YKa3aHHbIX KIIMHUYECKUX uccneaosanuﬁ
(11 = 3969)).
Onucaﬂue OTACJIBHBIX HEXKEJIATEJIbHbIX IBJIEHUN

Kootcnaa coine. B xone KIMHMYECKMX WMCCENOBAHMI KOXHAS Chillb Habmonanach y 26 %
MalMeHTOB, NPUHUMABLINX 3(aBupens B no3e 600 mr, no cpaBHeHUIo ¢ 17 % nNalHEHTOB B
KOHTPOJIbHBIX rpynnax. Y 18 % mnauMeHTOB KOXHAs Chbillb OblIa CBS3aHA C npUeMoM
ahaBupensa, npu 31oM y 1,7 % nauueHToB npuem npenapara Obl1 NpeKpalleH u3-3a MosBIeHUS
KOXKHOH ChimH. YacToTa pa3sBUTHs MHOrOQOPMHOM 3KCCYAAaTHBHOM SPUTEMBl M CHUHIpOMA
Crusenca- JlxoHcoHa coctasuia npumepHo 0,1 %.

Ciyqan KoxHOM ChINMK 3aperucTpupoBanbl y 59 u3 182 nereii (32 %), nonyuaBlKX JieyeHHEe
9haBUPEH30M B 3 KIIMHHYECKMX MCCIEN0BAHMAX CPEAHEN NPOJOJKHUTENIbHOCTBIO 123 Hegenu. YV
6 neteit cbinb Oblia Tskenoi. [lepea Hauanom Tepanuu 3(haBUPEH3OM Y JIeTeil UM MOXKET ObITh
PEKOMEH/10BaHA COOTBETCTBYIOIIAS AHTUIMCTAMMHHAS Tepanus B Ka4yecTBE MpPOQHIaKTHUKH.
OO6bIYHO  pa3sBHBAlOTCA C€Mabo0 WM yMEPEHHO BBIPAXKEHHbIE MaKyJjionamnyJjie3Hble KOXHbIe
BBICBINIAHUA, KOTOPbIC MOAB/IAIOTCA B TEYEHHE MEPBLIX JABYX HEAE/b [OC/IE Hayana Tepanuu
dbaBnpeH3oM. Y GObLIMHCTBA NALMEHTOB KOXKHAS Chilb MCUYE3AET MIPH MPOAOIKEHHH Tepanuu
9}paBMUPEH30M B TEYEHHE OJHOrO Mecsua. DaBUPEH3 MOKET GbITh MOBTOPHO Ha3Ha4yeH
MaLMEHTaM, KOTOpbI€ MpPEKPaTW/IM €ro MpHeM K3-3a MOABJIEHMS KOXKHOW chimu. [lpwu
BO30OHOBJICHMH Tepanuu 3)aBUPEH30M PEKOMEHIYETCS TaKKe MPHHUMATH COOTBETCTBYHOLLIHE
610KaTopbl Hi-rucTaMMHOBBIX PELENTOPOB H/MIM KOPTHKOCTEPOUIBI.

Mimeercss orpaHM4eHHBIA OMBIT NpUMEHEHUs 3(haBUPEH3a Y NALUMEHTOB, KOTOPbIE MPEKPATHIIM
TCpanuo JpYyruMH aHTUPETPOBUPYCHbIMU mnpenapatamu u3 rpynnel HHUOT. Yactora
PeLMAMBA KOKHOMH CBIMHU M0C/IE NEPEX0/ia ¢ Tepanuy HEBUPAITMHOM Ha Teparnuio 3(GaBUpeH30M, B
OCHOBHOM OLIEHEHHasi 10 OMyOIMKOBAaHHBIM PETPOCHEKTUBHLIM JaHHBIM, COCTaBMIa OT 13 % 110
18 %, 1 conocraBuma ¢ 4acToTOM, BBIABIEHHON y NALUMEHTOB, MPUHMUMABLINX 3DaBUPEH3 B XO/1€
KJIMHUYECKUX uccrenoBanuii (cM. Ocobble ykazaHus).

Cumnmomvr co cmoponst ncuxuku. V HEKOTOPbIX MALMEHTOB, NMPUHUMABLIMX d(aBUPEH3,
HabJIIOA/INCh Cepbe3HbIE HEKEaTe bHbIE SBICHUS CO CTOPOHbI MCHXHKH. B KOHTPOMMpyeMbIX
KJIINHAYECKUX MCCJICA0BAHMSX 4aCTOTa BOSHMKHOBEHMS OTAE/BHBIX CEPbE3HBIX HEXKENIATENbHbIX
SBICHUI CO CTOPOHbI NCUXMKM Oblna crnepyroweit: Tsxenas aenpeccus 1,6 % B rpynne
NaLUeHTOB, NPUHUMABLIKMX KOMOMHKMpoBaHHY0 APBT ¢ adaBupenszom u 0,6 % B KOHTPOJIBHOI
rpynmne rnauuMeHToB, cynuuaanbHele HamepeHus 0,6 % u 0,3 %, cymuupanbHble MONBITKU Oe3

neranbHoro ucxoxa 0,4% wu 0%, arpeccuHoe noseneHue 0,4% u 0,3%, napaHouaanbHble
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peakuuu 0,4 % u 0,3 %, MaHHaKaIbHbIE peakuuu 0,1 % u 0 % cOOTBETCTBEHHO.

[launentbl, uMelowMe B aHaMHe3e NCHXHYECKHeE paccTporcTBa, HAXOAATCS B rpynme
MOBLILIEHHOTO PUCKA MO Pa3BUTHIO AaHHBIX CEPbE3HBIX HEXKENaTeNbHbIX SIBICHHH cO CTOPOHBI
MICHXHKK € 4YaCTOTOM BO3HUKHOBEHMS KaXKIAOro M3 BBILIENEPEYUCTIEHHBIX siBNeHUH oT 0,3 % s
MaHUaKaIbHBIX peakuuid 1o 2,0 % ans Tsokenoit aenpeccun w CYMUMIATIbHBIX HaMEpPEHHii.
Taxxe B mocrperucrpannoHHOM MEPUOAC MONYHEHBI COOOLUEHHMS O ClydyasX CMEpTH B
pesysibTate Cynuuaa, OpeaoBbIX pacCTPOHCTBAX U MICHX030M0A06HOM MOBEACHUMU.

Cumnmomvt co cmoponst nepenoii cucmemsr. Y MauMeHTOB, MPUHUMABLIMX 3(DaBUPEH3 B 1036
600 mMr B pamKax KOHTPONMPYEMbIX KIMHHYECKHX UCCIICIOBAHMM, 4YacTO HaOIOAATUCh
C/ICAYIOIIME  HEKENAaTEe/NbHbIe  PeaKUMM:  TOJOBOKPYXKEHHE, OEeCCOHHMLA, COHJIMBOCTb,
PacCTpOACTBO BHMMAHMA, KOLIMapHble CHOBMAEHMS. Takike Habmoaanuce u  Japyrue
HEXKCNATE/IbHbIE ABNCHHUA. CpeaHeTsDKeNIble M TSKeNble CUMITOMBI CO CTOPOHbI HEpPBHOM
CUCTEMbI Habuoxanuch y 19 % (tsxkensie —y 2 %) NMauMeHTOB, TOrJa KakK y MNalUEeHTOB,
MOTY4aBLINX KOHTPOJIbHYIO TE€paruIo, STOT M0Ka3aTelb cocTaBun 9 % (Tsxkenple — y 1 %). B
XOAC KIMHMHYCCKMX HCCEN0BaHUHA 2% MauMeHTOB, NMPUHUMABLIMX 3(aBUPEH3, NpeKpaTHIu
TEPaIuIO U3-3a BbILUEYKAa3aHHBIX CUMIITOMOB.

CHMNTOMBI CO CTOPOHBI HEPBHOW CHCTEMBI OBBIYHO HaO/IIOANIMCh B TEYEHHME MEPBOrO MK
BTOPOro JHs Moc/ie Havala Tepanuu 1 B OOJIIIMHCTBE CIy4aeB MCYE3ald B TEUEHHE nepBbIx 2-4
Hele/b. B uccnenosanuu ¢ yyacteM HeMHGMUMPOBAHHBIX N00pOBOJIBLIEB Perpe3eHTaTHBHbIiA
CHMIITOM CO CTOPOHbI HEPBHOM CHCTEMbI BO3HMKal B CpeaHeM uepe3 | 4 rocie npuema
npenapara W Auica B cpeaHeM 3 4. CUMITOMbI CO CTOPOHBI HEPBHOM CHCTEMBI pa3BUBAIUCH
vaie, eciv 3aBupeH3 MPHUHUMAIM BO BPEMs MpHEMa UL, Bo3moxHo, 310 06ycnoBneHo
MOBBILUCHHEM KOHUEHTpAaUWH 5(aBupeH3a B [Ia3Me KPOBM B TaKuUX ycsoBusAX (cMm.
®apmakokuHeTHKa). JUIs yJydlieHus MepeHOCHMOCTH npernapara B OTHOILUEHMM JaHHbIX
CHMIITOMOB B TEUCHME MEPBBIX HE/CNb TEPANUNH PEKOMEH/YETCS MPUHMMATh Mpenapar nepex
CHOM. DTOT PeXMM MpHeMa PEKOMEHIAYETCS M TeM MalLHeHTaMm, Yy KOTOpPBIX MPOJ0IKAIOT
HabJIr0AaThCs NaHHble CUMNTOMBI (cM. Crioco6 NMpuUMeHeHHs 103b1). CHIXKEHHE A03bl MIIH
APOOHBIH NPUEM CYTOUYHO# 103bl OOBIUHO HE JAKOT OnaronpustHoro a¢dexra.

AHalu3 JaHHBIX MO IJIMTENLHOMY NPHUMEHEHHIO npenapara rnokasaj, yTo nocie 24 Hexenb
TEpaIuK 4acToTa BNEPBbIC BO3HUKIIMX CUMIITOMOB CO CTOPOHbBI HEPBHON CHCTEMBI Y MALMEHTOB,
NMPUHUMABLIKMX 3(aBUpeH3, Gblia B LIETIOM CXOAHOM € TAKOBO# B KOHTPOIBbHOM rpymrne.

Ileuenounaa nedocmamounocme. B nocTperncTpaLoHHbIi nepuos HabmoaeHus Oblao
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3aperucTpUupoOBaHO HECKOJBbKO CJIy4aeB MeueHOUYHOH HEJ0CTAaTOYHOCTH, BKIIIOYaAsi Cliyyau Oe3
yKazaHuil Ha 3a00/ieBaHMs MeveHu B aHAMHe3e, a TakKe 6e3 APYTHX BbISBJIEHHBIX (haKTOPOB
puCKa. VKasaHHbIE Cly4a XapaKTepU30BalMCh MOTHUEHOCHBIM TEYCHUEM; B psZe Ciyyaes
norpe6oBanach TPaHCIIAHTALIMS [IEYEHU WK C000Aanoch O CMEPTH MalMeHTa.

Cunopom eoccmanoenenusn ummyrnumema. Y BUU-uHOUUMPOBAHHDBIX MALMEHTOB ¢ THKENbIM
MMMYHOZC(hULMTOM B Hayajle NpoBeseHHs komMOuHMpoBaHHOH APBT MOMeT MOBbICUTBCS pUcK
BOSHMKHOBCHMA  BOCMIANMTENIBHBIX — peaKUMH  HA  HEAKTHBHBIE  WIM  OCTATOUHbE
OnnopTyHUCTHYECKHE MHDEKUUH (cM. Ocobble yKkasaHus).

JTunooucmpopus u memabonuyeckue Hapywenusa. Kombunuposannas APBT accouuupyercs
C nepepacrnpeae/ieHHeM XKUPOBOM TKaHU Teja (munopuctpodueit) y BUY-undpuumposanubix
MalMCHTOB, BKIIOYas UCTOLUEHHE NepUdepUIecKoil U IULEBOl MOAKOXHO-)XMPOBOH KJI€TUATKH,
€€ HaKOMICHHE BO BHYTPHOPIOLIMHHOM NPOCTPAHCTBE, BHYTPEHHHX opraHax, 3aJHei YyacTH Lieu
(«rop6 GyiBona») 1 runepTpoduIo rpyaHbIX HKees.

KomGunuposaunas APBT MoxeT BbI3BatTh MeTabO/IMUeCKHEe HapyLIEHHs, TaKWe Kak
TUNIEPTPUTTULEPUAEM S, TUNEPXOJIECTEPUHEM S, MHCYJIMHOBAS PE3UCTEHTHOCTD,
FHTICPIIIMKEMHUs W runepiakratemus (cM. Ocobble ykasanus).

Ocmeonexkpos. HabGmopannch cnyyan OCTE€OHEKpO3a, MPEUMMYIIECTBEHHO Yy TMalUeHTOB ¢
XOpOLIO M3BECTHbIMM (DaKTOpaMu puCKa, C AJMTEIbHOM BHUY-undekuneit, a Takke y
MaLACHTOB, KOTOPBIC NTMTEILHO NPUHUMAIM KOMOHHMpPOBaHHYI0O APBT. OHako yacToTa 3Toro
OC/IOXKHEHHUs HE ycTaHOBIIeHa (cM. Ocobble ykazanus).

Jlabopamopnsie nokazamenu

«lleyeHouHble» depmeHTbl: nosbienne aktuBHocTH ACT u AJIT Gonee uyem B 5 pa3 Bblle
BEpPXHEH rpanuubl Hopmbl (BI'H) HaGaionanock y 3 % naumeHtoB u3 1008, npunHumasinx
ohaBupens B noze 600 mr B cyrku (5-8% npu aautensHor APBT ¢ adasupenzom).
AHAJIOTHYHOE MOBBILIEHHE HAG/IOAANOCh Y MALMEHTOB KOHTpOJIbHOW rpynnbl (5 % npu
AnurensHoit APBT Ge3 sdaBupensa). Iosbienne aktusnoctu I'TT Gostee yem B 5 pa3 BblllIe
BI'H nabmonanoce y 4% Bcex mnauueHTOB, npuHuMaBiux 600 Mr sdasupensa, u y 1,5-2 %
NALMEHTOB U3 KOHTPOJIBHOH rpynnst (7 % npu anutensHoit APBT c adasupensom n 3% npu
anutenpHoii APBT 6e3 adaBupensa). M3onupoBaHHOe mMoBbiieHMe akTHBHOCTH [T'T y
MALMCHTOB, NPUHUMAIOIINX 3(ABUPEH3, MOXET yKa3blBaThb HA MHIYKLHIO (bepmenTos. B
KJIIMHUYCCKOM  MCCNICA0BaHMK npu  anutenbHoit APBT okono 1% nauueHTOB B Kaoii

M3y4aeMOH TpyMme NpPeKpaTWIN TEParuio B CBA3M C HAPYLICHHAMH CO CTOPOHBI MEYEHH H
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XKETYEBBIBOASALLMX MyTe.

AMUIIa3a: aCUMITOMATHYECKOE YBEIMYEHUE aKTUBHOCTH AMHIa3hi B CbIBOPOTKE KpoBH, Gojee
4eM B 1,5 pa3a mpeswiwaromee BI'H, 6610 BbisBIEHO y 10 % nauuenros, npuHuMaBLimnx
saBupens, u 'y 6% nauMeHTOB KOHTPOJIbHBIX  rpynn.  KnuHuueckoe 3HayeHue
ACHMITOMATHYECKOrO MOBBILIEHHS AKTHBHOCTH aMHI1a3bl B ChIBOPOTKE KPOBH HEU3BECTHO.
JIMIMABL: NOBBILIEHHE KOHUEHTPALIMK OB1Iero xonectepuna (OXC) na 10-20 % Habmonanocs y
HEMH(UUMPOBAHHBIX  106POBOJIBLIEB, NpUHUMaBWHX  3(aBupeHs. B  KiMHMYecKUX
MCCIICN0BAHMAX TPUMEHEHHS pa3NMYHON KoMOMHMpoBaHHOW APBT ¢ 5haBUpeH3om y
MalUMeHTOB, paHee He mnosydaBwnX APBT, B Teuenue 48 HEIC/Ib JIeYEHUS HabIr0aan0Ch
nosblliehne  koHueHTpauun OXC wna 21-31 %, xonecrepuna JIMMNONPOTEMHOB  BBbICOKOM
niaotHoctH (XC JITIBIT) Ha 23-34% u Tpurauuepnaos Ha 23-49%. Hoss nauneHToB, y KoTopbIX
otHoweHune OXC/XC JITIBI1 6buto 6onblie 5, He u3MeHunach. BenuuumHa wM3MeHeHus
KOHLEHTpaLUii JMIHAOB MOXeT ObiTh 06YCIOBIEHA TAKUMMU (axTopamMu, Kak MTMTENBHOCTD
TEpAIiH 1 PUEM IpYrUX JIEKAPCTBEHHBIX CPEICTB B COCTaBe KOMGMHMPOBaHHOM APBT.

Bzaumoaeﬁcmue [IPU_TNPOBEACHUU TECTa Ha KaHHa6l/lHOI/l,[lblZ 3¢>aBnpeH3 HE CBA3BIBACTCA C

KaHHAOMHOMIHBIMU PELENTOPaMH, OJHAKO HMMEIOTCA COOBIICHHS O JIOXKHOMOJIOXKHUTEIbHBIX
pe3yNbTaTax aHaln3a MOYM HA KAHHAOWHOM/IbI y HEMH(ULMPOBAHHBIX 106POBOJIBLEB M y BUY-
MHOULMPOBAHHBIX MALMEHTOB, NPHHUMABIINX d¢asupens. TTonoKUTENbHBIN  pe3ynbTar
CKPUHUHI-TECTA HA KaHHAOMHOMIbI PEKOMEHIAYETCs MOATBEPIKAATD, UCIIOJIB3YSl  TaKue
CTCLHMATbHBIC METO/bI, KaK ra3oBas Xpomarorpadus i Macc-crieKTpoOMETpHs.

et n noapocTkm

Tun 1 yacToTa HexenartenbHbIX ABNEHUI y €Tl B LETOM COMOCTABMMbI C HabI0JaeMbIMH
B3POCIIBIX MALIMEHTOB, 3@ UCKIKOUEHHEM KOXHOMH ChIMHM, KOTOpas y JeTeil BCTpeuaeTcs yaile (y
46 % neteit), ueM y B3pociibix M Gosiee BbipaxeHa (Tskeas KOKHAs Chillb Habntonanace y 5,3 %
pereit). C  wuenbl0 NPOPUIAKTHKM CHIK  MOXKET ObITb 11e1ec000pa3HbIM  Ha3HauyeHHe
COOTBETCTBYIOWIMX O/I0KAaTOPOB H|-rHCTAMMHOBBIX pPELENTOPOB AeTAM 10 Hauaia Tepanuu
dbaBnpen3om. XoTa CUMNTOMBI CO CTOPOHbI HEPBHOM CHCTEMBI Y MQIEHbKMX JEeTei TpyaHO
BBIIBUTD, MOJIAraloT, 4TO TaKWE CHMIMTOMbI y JAeTeil HabIOAAOTCs pexe M OGbIYHO GbIBAIOT
JerkumMu. ¥V 3,5 % nauueHnToB HabI0AaTMCh CUMITOMBI CPeHeil TSKECTH CO CTOPOHBI HEPBHOM
CHCTEMBI, TPEHMYIUCCTBEHHO TOJIOBOKpYXKeHHne. Hu y omHoro pefenka He Habmoaanoch
TAXKCIbIX CUMIITOMOB M He noTpeboBanach OTMEHA TepanuM M3-3a CUMIITOMOB CO CTOPOHbI
HEPBHOM CUCTEMBI.
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Hpyrue ocobbie pynibl NAaLMEHTOB

AKmusnocms «neuenounsix» (epmenmos y nayuenmos, 0OHOBPEMEHHO UH(PUUUPOBAHHBIX
cenamumom B unu C

Cpenu nauueHTOB, CEpONO3UTHBHBIX 10 renatuty B w/unn C, nosbiwenue aktusroctd ACT
Gonee yem B 5 pa3 Beiwe BI'H Habmoxanock y 13 % nauuentos, npunumasmx sdaBupens, u y
7 % NaUMEHTOB U3 KOHTPOIBHON IPYMNIIbL, @ MOBbILIEHHE aKTHBHOCTH AJIT fonee yeM B 5 pa3s
Beiie BI'H HaGmonanocs y 20 % u 7 % NaumMeHTOB COOTBETCTBEHHO. Cpenu nauueHToB ¢
CoYeTaHHOW uHGeKuueH 3 % nauMeHTOoB, NPUHUMABLIMX saBupens, u 2% nauUMEHTOB M3

KOHTPOJILHOH IPYNIbI MPEKPATHIN TEPaNMiO M3-3a HApYIIEHHH (YHKLMMA NeYeHH (cM. Ocobble

yYKa3zaHus).

Ilepeno3upoBka

Y HEKOTOPBIX MaLMEHTOB, Cy4ailHO NpUHABLIKX daBhpeHs B no3e 600 mr 2 paza B CyTKH,
Ha0/I0aI0Ch yCHIEHHE CHMIITOMOB CO CTOPOHBI HEPBHOW CHCTEMBL. Y OIHOIO nauueHTa
HabJII0a/IMCh HEMPOU3BOJIbHBIE MBILIEYHbIE COKPALLEHMS.

B cayuae nmepenosnpoBku 3daBupeH3OM JieyeHHe OMKHO COCTOSTH M3 o0umx
MOICPXKMBAIOIIMX  MEPOMPUATHIA,  BKJIKOYAIOLWIKMX  KOHTPOJb OCHOBHBIX  MOKa3zareseit
KH3HE/CATE/IBHOCTH OpraHu3Ma M HalJI0J€HHUE 32 KIIMHUYECKUM COCTOSIHMEM nauueHTa. Jlis
BbIBEICHHS HEaOCOPOMPOBAHHOTO MpernapaTa MOXHO MCIOJb30BaTh AKTUBMPOBAHH I yroJib.
Creunduyeckoro aHTHaOTa IS JI€YeHHS Mepeao3HPOBKHU 3(haBUPEH30M HE CyLIECTBYET.
[TockonbKy >(aBUpeH3 aKTHBHO CBS3bIBAETCS ¢ GENKAMHM, MalOBEPOSTHO, YTO C MOMOLLBIO
AMaIM3a BO3MOXKHO 3HAYMTE/IbHOE ylaleH e Npernapara u3 KpoBH.

BsaumopeiicTBuae ¢ ApyruMu JieKapeTBEHHBIMH CpeaCTBAMH

Odasupens in vivo sBnsercs uHaykropoM uzopepmentos CYP3A4, CYP2B6 u YIAD-I'TIAL.
KoHueHTpauns B nnasme KpoBH COeAMHEHMil, KOTOpble SBIAIOTCSA cyOcTpataMM AaHHBIX
H30(EPMEHTOB, MOXKET CHUIKATLCS MPH OJHOBPEMEHHOM MPUMEHEHHH C s¢asupenzom. B To
Ke Bpems in vitro s(aBupen3 nunrubuposan usodpepment CYP3A4. TeopeTHUECKH ITO MOKET
MPUBECTH K YBENMYEHHUIO dKcnosuuuu cyberpatoB CYP3A4, nostomy crneayer cobawoaaths
OCTOPOXXHOCTb MpH npuMeHeHun cybctpatoB CYP3A4 ¢ y3kMM TepaneBTHUECKUM OKHOM.
Odasupens moxer 6biTh HHAYKTOPOM M30depmenToB CYP2C19 u CYP2CY, oanako in vitro
Takke Habmoaanock MHrUOMpoOBaHME JaHHBIX M30depMeHToB. J[0 KOHLA sddexr,
Ha0JII0laeMblit IPU OJIHOBPEMEHHOM NPUMEHEHHHU 3aBUpeH3a ¢ COEAMHEHUAMHU-cyOcTpaTamu

JlaHHBIX H30(ePMEHTOB, He AceH (cM. Papmakosornyeckue cBoiicTBa, DapMaKOKHHETHKA).

OKeno3uuns dGaBupeH3a MOXKET YBEIHUUTBCS [PU IPUMEHEHUH TIPENapaTa OJHOBPEMEHHO ¢

HCKOTOPBIMH JIEKAPCTBEHHBIMHU IMIpernaparamu (Hanpumep, pMTOHaBMpOM) WK TNULEBLIMHU
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NMpOAYKTamMH (Hampumep, ¢ rpeindpyToBbIM COKOM), KOTOpble MHMMOMPYIOT H30(EPMEHTBI
CYP3A4 wnm CYP2B6. Tlpenapatsl Ha ocHOBe oKcTpakta ['mHKro bBunoGa, kotopbie
WHAYUMPYIOT NaHHbIE H30(EPMEHTBI, MOTYT MNPUBOAMT K CHIDKEHHIO KOHLIEHTpaL1u

3(aBupeH3a B riasme KpoBu.

IIporusonokasannas koMGHHHpOBaHHAs Tepanus

36epoboii npoovipsenennsiii (Hypericum perforatum): nauneHTbl, MPUHAMAIOLLHE 3haBupens, He
AOJDKHBI - MIPUHAMATBL  MpenapaTbl/MPOAYKThl, COAEpIKALLNE 3Bepo6Oi  MPOIBIPSBIEHHBIH.
Konuentpauns sdasupensa B mnnasme KPOBH MOMET CHHKAThC MpPH  OAHOBPEMEHHOM
NMPUMEHEHUH CO 3BePOOOEM MPOBIPABICHHBIM, IOCKOIBKY OH BbI3bIBAET MHIYKUHMIO (hepMEHTOB
W/ TPAHCTIOPTHBIX GENKOB, OTBETCTBEHHBIX 33 MeTaGoIM3M JIeKapCTBEHHbIX cpeacts. Eciu
MAUMEHT yXKe NPUHUMAET Npenaparb/MpoayKThl, coaepxkalire 38epoGoil MPOAbIPSABIEHHBIH, TO
HPUMEHEHUE NOCNCHEr0 C/IEAYET OTMEHHUTD, POBEPUTHL KOHLIEHTPALIMIO BUPYCa B KPOBH M, €CJn
9TO BO3MOXKHO, KOHUEHTPALWIO 3(aBupeH3a B kpoBu. [locie oTMeHbI NpenapaToB/npoayKToB,
coaepxalMx 3BepoOOA MpPOABIPABICHHbIHA, KOHUEHTpALKs 3(baBupeH3a MOXeT MOBBICHUTHCH M
TOraa mnorpebyercs Koppekuus A03bl 3haBupeH3a. Briusuue 3B€p0o00s MPObIPSBIIEHHOrO,
CBA3aHHOE C MHAYKLHKEH (EPMEHTOB, MOXET COXPAHATHCS B TEUEHHE HE MeHee 2 Heaeb nocne
ero otMeHsl (cM. [IpoTuBonokasanus).

Odasupen3 npoTHBONOKA3aHO NPUHUMATD OZHOBPEMEHHO C Tep(eHaAnHOM, aCTEMH30JIOM,
LM3aNpHIOM, MHI030J1aMOM, TPHU30JIaMOM, MUMO3UAOM, GENPUANIOM U alKaIOMAAMH CIHOPbIHBH
(HanpuMmep, 3proTamuH, AMTMAPOIPrOTAMHMH, SPrOHOBHH MWIIM METHJIOPrOHOBMH), MOCKOJBKY
KOHKYpEHTHOE B3ammojencTBue spaBupeHsa ¢ uzopepmentoM CYP3A4 moxer NPUBECTH K
MOJABNEHUIO  MeTabo/M3Ma JaHHBIX MPENapaToB W MOSABIEHHIO MPEANOCHIIOK /118l
BO3HWKHOBEHHS CEPbE3HBIX W/MIIM YrpOXKAIOWIMX KU3HU HEXelaTebHbIX SBICHUM (Hanpumep,
CEPACHHON apUTMMH, UTHTEBHOTO CEAATUBHOIO 3 (heKTa MK yrHeTeHus JbIXaHUS).
IIpenapame, svi3visaiowue yonunenue unmepsara OTc

[TpotuBonokasano onHOBpeMeHHbIH npuem >(aBupeHsa MpenaparoB, KOTOPbI€ BbI3bIBAIOT
yanuHenue uutepsana QTc 1 MOryT NpUBOAMTL K BOBHUKHOBEHHIO XKeNYA0YKOBOIA TaxMKapanu
1o TMny «nupyst™. K Takum npenaparam oTHocATCS

- AHTHApUTMHUYECKHE npenapaTbl kiaccos IA u Il1;

- HEHpOJIENTUKH, aHTUAETIPECCAHTBI;

- HEKOTOpble aHTMOMOTMKM, BKJIIOYAs MpenapaThl, OTHOCSIIMECS K CIIEyIOLUM  KJlaccaM:
MaKpOJIMABI, (TOPXMHOIOHBI, MPOTHBOrPUOKOBBIE Tperaparhl MPOU3BOJHBIE MMHAA30JIa U
Tpuazoa;

- HEKOTOPbIC HECCAATUBHBIC AHTUIUCTAMUHHbIE NPenapaThl (TepdheHaauH, acTeMu3on);

- LUH3anpuna;
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- (nexkauHuz;

- HEKOTOpbIE NPOTHBOMAIAPUIHBIE MIPENapaTsl;

- METaJIOoH.

I'pasonpesup/sn6aceup

OnHoBpeMeHHbIH npueM ¢ rpasonpeBHpoM/316aCBUPOM MPOTUBONOKA3AH MOTOMY, YTO MOMKET
MPHUBECTH K NOTEPE BUPYCOJIOTMUECKOH aKTMBHOCTH Ipa3onpeBupa/anbacsupa.

JApyrue B3aumoseiicTBus

B3aumopneiicTeus  mexny d(aBupeHsoM W uHrHGMTOpaMK nporeassl BUY, apyrumu
aHTMPETPOBUPYCHBIMK MpENapatamMu, MOMMMO MHIMOMTOPOB mpoteassi BUY, a Taioke MEXITy
3(QaBMpeH30M W JIeKapCTBEHHbIMMU npenapatamMi, He  OTHOCAIUMMHCS K  rpymmne
aHTHPETPOBUPYCHBIX MpPENaparToB, yKa3aHbl B MPUBENEHHON HIbKe Tabiauue 2. YBelnueHne
3HAYCHMs MoKasaressi 0003HAYaeTCs CTPEKOH «T», YMEHbLUEHHE 3HAYCHMS— CTPENIKOH «| »,
C€CJIM MOKa3aTe/lb OCTACTCs 6€3 M3MEHEHHH — CTPEKOM «»»; eciu rnpenapar BBOJMJICS Yepes
Kaxable 8 mau 12 4, To 310 0603HAYAETCH KaK «K 8 uU» WM «K 12 u». 90 % u 95 %
AOBEPUTE/ILHBIC MHTEPBA/IbI TPEACTABIEHBI B CKOOKAX, €CIIM NPUMEHNMO. OBbIYHO MCCIe10BaHMS
MPOBOAMJIUCE HA 3/I0POBBIX 100POBO/IBLIAX, ECM TONBKO CHELHAIBHO HE OroBapuBaeTCs Apyras

MHpOopMaLHs.

Ta6anua 2. BzaumoneiictBust mexay sdpaBupensom u APYTHMH J1€KapPCTBEHHbIMH

cpeacTBaMM
JlekapeTBeHHbIe npenapatel,| Biansinue Ha KOHLEHTpaLHI0 Pexomennauuu
pasje/jieHHbIe 10 npenapara B CbIBOPOTKe.

¢papmakorepanesTuueckum |Cpeanee H3MeHeHHe 3HAYCHHI
rpynnam (1o3am) AUC, Cmax, Cmin (%)
AOBEPHUTE/bHbIE HHTEPBAJIbI,
€CJIM NPUMEHUMO (MeXaHU3M)
ITPOTUBOMUKPOBHBIE ITPENTAPATHI
AHTHPETPOBUDPYCHBIE JIEKAPCTBEHHbIE CPeICTBA

Muruéurops! nporeassi BUY

ATasaHaBUp/pUTOHABHp/ Artazanasup (nocne nonyaus):  |OfHOBpeMEHHOE NPUMEHEHHE
s¢asupens (400 mr 1 pasz B|AUC: <* (ot | 9- 10 110), 3baBupeH3a ¢ arazaHaBUPOM/
cyrkn/100  mr 1 pa3  B|Cmax: 117 %* (o1 18- 10 127), PUTOHABUPOM He
cytku/600 mr 1 pas B cyTku,|Cmin: |42 %* (0T |31- 10]51) pEKOMEHAYeTCs.

BCE Ipenaparbl MPUHUMAIUCh Ecau Tpebyercs
BO BpEMs NpUeMa MULIH) OJIHOBPEMEHHOE MPUMEHEHHE
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ATazaHaBup/puTOHaBUp/

s¢asupens (400 mr 1 paz B

cytku/200  mMr 1 pa3

BO BpEMs MpHUemMa MUILH)

B
cytku/600 Mr 1 pa3 B cyTkw),
BCE MpenapaTbl NPUHUMAIUCh

AtasanaBup (rmocie nosyaHs):
AUC: «*/** (o1 |10 10 126),
Crnax: «*/** (ot |5 10126),
Cmin: 112 %*/** (o1 |16 10 149)
(nunykuust CYP3A4).

*[Tpu
aTa3aHaBUPOM

CpPaBHEHUHU

300 mr/putonasupom 100 wmr |
pa3 CyTKH Beyepom 0Oe3
spaBupensa. Takoe CHUKEHME
Crnin arazaHaBHpa
OTpULATENILHO

B

MOJKET
BIIUSIT Ha
s¢dexTuBHOCTD aTazanapmpa.

**OCcHOBaHO Ha MCTOPUUECKOM

atazaHasupa ¢  HHHOT,
HEOOXOAMMO  paccMOTpeETh
11es1eco00pa3HOCTh

YBEITMUEHHs N03bl

arasaHaBUpa M PUTOHABHpa
a0 400 mr wu 200 wmr,
KOMOMHaLMK ¢ 3¢aBupeH3oM,
c

B

obecrneyeHuem
TIIATEJBHOI0 KJIMHUYECKOrO
MOHMTOPHHrA.

CpaBHEHHH.
HapynaBup/putonasup/ HapyHaBup: OnHoBpemeHHbI i npuem
saBupens AUC: |13 %, saBupensa 1
(300 mr 2 pasa B cytku*/100|Cmin: |31 %, JapyHaBupa/pUTOHaBHpa
Mr 2 pasa B cyTkn/600 mr 1 pa3|Cmax: | 15% (800 mr/ 100 mr 1 pa3 B
B CYTKH) (nunykuus CYP3A4) CYTKM) MOXET TMpPUBECTH K
¥ HWKE peKoMeHI0BaHHO# |[DdaBupeHs: CHIWKEHHIO Crmin JapyHaBHpa.
Ao3bl. [logoGHble pesynbratsi|AUC: 121 %, Ecnu adpaBupens Heo6xoanmo
0XKMAAIOTCS u npu|Cmin: 117 %, NPUMEHSTb OJHOBPEMEHHO C
NPUMEHEHU U B|Cmax: T15% JapyHaBUPOM/PUTOHABUPOM,

PEKOMEHAOBAHHLIX J03aX.

(nurubupoanue CYP3A4)

crenyer MPUMEHSATh
KOMOMHaLKIO
JlapyHaBUp/pUTOHABUP B

pexume 600 mr/ 100 mr 2
pasa B cyTku. OHaKo TaKyro
KOMOMHALIKIO cienyer
Ha3Ha4yaTh ¢ OCTOPOIKHOCTHIO.
Cwm. MHCTPYKLHUIO

MEAHLUHMHCKOMY IPUMEHEHHUIO

no

JaapyHaBupa/puroHaBupa. Cwm.
TaKXKe HIXKe HHPOpPMALIKIO 110
PUTOHABHUPY.

®ocamnpeHaBUp/puTOHABUpP/
s(aBupeHs

(700 mr 2 pasza B cytkn/100 mr

2 paza B cytku/600 mr 1 pa3s B
CYTKH)

Knuuuvecku 3HaAYUMOTO
(bapmakoKMHETHUECKOTO

B3aMMOJEHUCTBUS HE BBISBJICHO.

Koppekuuu 1036l HU 0aHOTO
M3  OTUX  JIEKApPCTBEHHBIX

CpeACTB He TpebyeTcs.

Cwm. TaKxe HUWKE
H(pOopMal Ko no
PUTOHABUPY.

®ocamnpeHaBup/HeapuHaBUp/

B3aumoneiicTBue He U3y4anoce.

Koppekuuu 103bl HU opHOroO
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shaBupens

nu3 ITUX JIEKAPCTBEHHbIX

CpeactB He TpebyeTcs.

docamnpeHaBup/cakBUHaBUp/

B3aumoneiictBue He usyuanocs. |McnonssoBanue TaKou
shaBupens KOMOHHaLKK He
PEKOMEHYETCs,  MOCKOJIbKY
OXKHM1aeTCs 3HaYUMoe
CHW)KEHHE IKCMO3ULIMK 060MX
MHIMOUTOPOB npoTeasbl
BUY.
MupunaBup/adasupens WHauHaBup: Xots KJIMHUYeCKast
(800 mr k84/200 mr 1 pas B|AUC: |31 % (o1 8 10 47%), 3HaYUMOCTb CHUXKEHUS
CYTKH) Cmin: 140 %. KOHUEHTpaUUKW  WHMHABHpa
CXo1HO€ CHMIKEHHE IKCIOBULIMH |HE yCTaHOBJIEHa,
MHAMHaBUpa Habmopaanoch  B|HabG/IOAaBLIEECS
Cily4dasX, KOraa  WHAMHaBUP|papMakOKMHETHYECKOE
(1000 mr «84) BBOAMIICS B|B3aUMOJEHCTBME JIOJKHO
KOMOMHAUMK ¢ 9(aBUPEH3OM|IPUHUMATBCS BO BHHUMaHME
(600 mr 1 pa3 B cyrku).npu BbIOOpE pexuma
(vunykuus CYP3A4) Teparuu, BKJIFOUYAIOLIETrO
DdaBupens: OJJHOBPEMEHHO 3(aBUpeH3 u
KJIMHUYECKH 3HAYMMOIrO|MHAMHABHP.
(hapMaKOKMHETHYECKOTO Koppekuuu 10361 3¢aBupensa
B3aMMOJEUCTBHUS HelHe Tpebyercs, eciM OH
Hab01a10Ch. Ha3HAyaeTcsl ¢ WHIMHABUPOM
WHavHaBup/puroHasup/ Huannasup: WJIH e

3¢paBupen3 (800 mr 2 pasa B
cytku/100 Mr 2 pasa
cytkn/600 Mr 1 pa3 B cyTKH)

B

AUC: |25 % (ot |16 10]32)°,

Cmax: 117 % (ot |6 10 |26)°,
Cmin: 150 % (ot |40 10 |59)°
DdaBupens:

KIIMHUYECKH 3HAa4YUMOro
(apMaKOKMHETHYECKOTO
B3aWMO/IEHCTBUS HE
Hab0a10Ch. Cpennee

reoMetpuyeckoe 3HayeHue Cmin
uHauHasupa (0,33 mr/n) npu ero
NMPUMEHEHUM B KOMOMHALUMM ¢
PUTOHaBUPOM U 3(aBUpPEH30M
Obl10 Gonblue, 4YeM MpH €ro

NPUMEHEHUH B KayecTBe
moHotepanuu no 800 mr k8y
(Cmin 0,15 Mr/n). ¥ nauueHTos,
BUY-1

IokKasaTteJjiu

MHOULUMPOBAHHBIX
(n=06),

MHAMHABUPOM/PUTOHABUPOM.

Cwm. TaKxe HUXKE
MH(pOpMaLUIO no
PUTOHABUPY.
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(apMakOKMHETHKH WHAWHABMpa
¥ 3haBupeH3a OObIYHO OblIH
COMOCTaBUMBI C TaKOBBIMH Y
HEMH(DULMPOBAHHBIX

A06pOBOJIBLIEB.

JlonuHaBup/puTOHABUP B

MATKHUX KarncyJnax HITH B

pacTBope JUTS

BHYTpB/3(aBUpEH3

npuema

CyuiectBeHHOE CHHXKEHHe

SKCITO3ULUHU JIOIIMHABUpA.

[Tpu OZIHOBPEMEHHOM
Ha3HaYeHUU ¢ 3(DaBUPEH3OM
crenyer paccMOTpeTh
Les1ecoobpa3HoCTh

YBEJIMYEHHs 103 JOMUHABUpa
M PUTOHAaBUpPa B  MATKHX
Karcynax WM pacTBope s
npuema BHYTpb Ha 33% (mo 4
Kancyasl/~6,5 mMa 2 pasa B
CYTKM BMECTO 3 Karcys/S mi
2 paza B cytku). OnnHako
cnenyer

OCTOPOXHOCTb,

cobnroaarb
MOCKOJIbKY
Takas KOppeKUMs 103bl /s
NaluKueHTOB
0Ka3aThbCs

HEKOTOPBIX
MOXET
HEJIOCTATOYHOM.

JlonuHaBUp/pUTOHABUP
tabnerkax/3haBupeH3
(400/100 2  paza
cyTkn/600 mr 1 pa3 B CyTKH)
(5007125 2  paza
cyTku/600 mr 1 pa3 B cyTKH)

Mmr

=]

Mmr

o)

KoHueHTpauus
130-40 %
KoHueHTpauuu

JIONKMHaBUpa:

JIOIMKMHaBUpa

CXOJHbl C TAaKOBbBIMM  TpH
NPUMEHEHU U
JIONMHaBUpa/pUTOHABUPA
400/100 mr 2 pa3za B cyTku Ge3

s¢aBupensa.

Jloza

pUTOHaBHpa

JIOMMAHaBUpa u

B TabaeTkax
J0/DKHA OBITh yBeJMuYeHa 10
500/125 mr 2 paza B cyTKu
npu OJIHOBPEMEHHOM
MPUMEHEHUU C 3(aBUPEH3IOM
600 mr 1 pa3 B cyTkH.

Cwm.
MH(pOpMaLIHIO
pPUTOHABHUPY.

TAaKKE HHIKE

o

HendunaBup/adasupens
(750 mr x84/600 mr 1 pa3 B

CYTKH)

Hendunasup:

AUC: 120 % (ot 18- no 134),
Cmax: 121 % (ot 110- go 133)
JlanHas komOuHauus OOBIYHO
XOpOLIO NEPEHOCUTCS.

Koppekunu 1036l HU OHOTO
M3 JIaHHbIX JIEKapCTBEHHbBIX
CpeacTB He Tpedyercs.

PuronaBup/scaBupens
(500 mr 2 pa3za B cytku/600 mr
1 pa3 B CyTKH)

Puronasup:

AUC ytpom: 118 % (ot 16 no
133).

AUC Beyepom: <.

Cmax yTpoM: 124 % (ot 112 no

138).

[Ipu Ha3zHauyeHuu 3¢daBupeH3a
C pPHUTOHAaBMPOM B HHU3KHX
[03aX CleAyeT Y4YMUThIBAaTh
BO3MOXHOCTb  YBEJIMYEHMUS

4aCTOThbI CBA3aHHBIX C

s¢aBupeH3oM
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Crmax BEUEpOM: <>, HEXenaTeabHbIX SIBJICHU

Cmin yTpom: 142 % (ot 19 no|Bcnencrsue BO3MOKHOI0

186)°. (bapmakoMHaMHUECKOTO

Cmin BeuepoM: 124 % (ot 13 10|B3aUMOIEHCTBHS.

150)°.

DdaBupens:

AUC: 121 % (ot 110 mo 134),

Cmax: 114 % (ot 14 no 126),

Cmin: 125 % (ot 17 mo 146)°

(uHrubupoBanue €XP-

OIOCpPeI0BAHHOTO

OKHCIIMTEIbHOrO MeTabo/u3Ma).

Ilpy npueme >daBupenza s

KOMOMHALMU ¢ PUTOHABUPOM 1O

500 mr mmu 600 Mr 2 pasa B

CYTKH  MEPEHOCMMOCTb  Oblia

HU3KOH (Hanmpumep,

HaO/II0AIUCh TOJIOBOKPYIKEHHE,

TOLLUHOTA, napecresus,

MOBBILLIEHHE aKTUBHOCTH

«IEYEHOYHBIX ) (bepMeHTOB).

JloctaTtouHble JlaHHbIE 0

NEePEHOCUMOCTH  3daBUpeH3a B

KOMOMHALMK C PUTOHABUPOM B

HU3KKUX no3ax (no 100 mr 1 unm

2 pasa B CyTKH) OTCYTCTBYIOT.

CakBuHaBUp/pUTOHABHP/ B3aumozeiicTBue He uzydanoch. |OTCYTCTBYIOT JlaHHbIE,
a¢aBupeH3 no3pojisirolMe  paspaborarb

PEKOMEHIALMUU MO PeXRUMY
no3upoBaHusa. CM. Takke
Bbille  MHQOpMaUMIO 1O
putoHaBupy.  [lpumeHeHue

saBupeH3a B KOMOMHALIMK €

CaKBUHAaBMUPpOM B Kaye€CTBE

CAUHCTBCHHOI'O I/IHFM6HTOpa

npoTeasbl BHUY He
pPEKOMEHAYETCH.
AHTaroHucTbl XeMOKHHOBBIX peuentopoB CCRS
MapaBupok/adaBupens Mapagupok: Cwm. UHCTPYKLIUU no

(100 mr 2 paza B cytkn/600 mr
1 pa3 B CyTKH)

AUC12: |45 % (ot |38 no |[51),
Crmax: |51 % (ot |37- no |62).
KoHuentpauuu sdaBupensza He

U3MEPSATUCDH, B3aMMOJEHCTBUE

MEJMLIMHCKOMY MPUMEHEHUIO
JIEKapCTBEHHBIX TpenapaTos,
B COCTaB KOTOPbIX BXOAMT
MapaBUPOK.
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IHC 0XHAaeTCH.

Huruéurop nurerpasst BUU

Panterpasup/adasupens Panrterpasup: Koppekunn J103bl
(400 mr onHokpatHast no3a/-) |AUC: |36 % panrterpaBupa He Tpebyercs.

Ci2: |21 %,

Crmax: 136 %

(muaykums  ¢depmenta  Y]ID-

['T1A1)

JlexapcTBennbie cpeacrsa us rpynn HUOT u HHUOT

HHUOT/>¢asupens Wccnenosanus Bzanmozeiictsuii| Koppekunu 10361 HM OJHOTO

dbaBupeH3a W MpenapaToB M3[U3 JaHHBIX JIEKAPCTBEHHbIX

rpynmel HUOT He|CpeaCTB He TpebyeTcs.

MPOBOJAMJIMCE, 3a MCKIIHOYEHHEM

B3aUMOEHCTBUM c

JIaMUBYIMHOM, 3UJOBYIHMHOM U

TeHodoBUpa

JU30MPOKCHIIyMapaToM.

Knunnyecku 3HauYUMble

B3aHMOJEHCTBUS He

NpeanoaararTcs, MOCKOJIbKY

MeTabo/lu3M  mpenapatoB U3
rpynnel - HUOT  nporekaer
MyTAMH, OTJIMYHBIMU oT
TaKOBbIX Uil 3(daBupeH3a, u
MaJloBEPOSATHO, YTO OHHU OyayT
KOHKYpHpOBaThb 3a OZIHU U TE Ke
meTaboau3upyoue GepmMeHTbI
W IIYTH BbIBEICHMUSI.

HHHWUOT/>¢paBupens Bsaumoneitcteue He uzyuanoch |[Tockonbky NpUMEHEHHe
JBYX HHUOT He
obecrneynBaeT nNpeuMyIilecTa
C TOYKH 3peHUs
apdekruBHOCTH "
6e3omnacHoCcTH,

OJTHOBPEMEHHOE MpUMEHEHHE
sdaBupeHsa U Apyroro
JIEKapCTBEHHOTO0 CPeACTBa M3
rpyInimsl HHUOT He
PEKOMEHAYETCH.

JlekapcTBenHble npenaparbl NpoTHB BUpyca renatura C
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Bouenpesup/aasupens
(800 mr 3 pasa B cyTkn/600 mr
1 pa3 B cyTkH)

bouenpesup:

AUC: & 19%*,

Crax: <> 8%,

Chin: |44%.

OdaBupens:

AUC: & 20%,

Ciax: < 11%,

Cmin: [12% (oT 24% po 11%
(muaykuus CYP3A Bausier Ha

Oouenpesup), *0-8 4.
OrcytctBue addekra (<)
COOTBETCTBYET  YMEHBLIEHHUIO

CPEIHEro COOTHOLUEHHUS He >
yeM Ha 20% WM yBeIMYEHHIO
He > yem Ha 25%.

Knuunyeckas  3naummocts
YMEHbLIEHUSI KOHLEHTpaLUH
Gouenpesupa B riasme KpoBu

HE YCTaHOBJI€HA.

Tenanpesup/>hasupens
(1125 mr x84/600 mr 1 pa3 B

CYTKH)

Tenanpesup
750 mr k8y):
AUC: |18% (ot |8 mo |27),
Crmax: [14% (o1 |3 10 |24),
Chin: [25% (o1 14 10 |34)%
O¢aBupens:

AUC: [ 18% (ot | 10-10 |26),
Crnax: [24% (ot |15 n0 |32),
Cmin: [10% (oT 11 g0 [19)%
(mupykuus CYP3A)

(oTHOCHUTENBHO

[Ipu COBMECTHOM
MPUMEHEHNH TelanpeBupa M
shaBupeH3a pekoMeHayeTcs
YBEJIMYHTh 103y Tenanpesupa

10 1125 mr k8u.

Cumenpesup/adasupens
(150 mr 1 pa3 B cytku/ 600 mr
| pa3 B cyTku)

Cumenpesup:

AUC: | 71% (o1 | 67 no | 74),
Cmax: | 51% (ot | 46 10 | 56),
Chmin: | 91% (ot | 88 10 | 92)
Ddasupens:

AUC: &

Crmax: <,

Chin: ©,

(manykuus CYP3A4)

OnHoBpeMeHHbIH npuem
cumenpesupa ¢ 3haBUpeH30M
MPUBOAMUT K CYLIECTBEHHOMY
CHWXEHHUIO  KOHULEHTpalLuH
CUMEINpeBMpa B [la3zMe
BCJIE/ICTBHE
CYP3A
MOXET TNpPHUBECTH K MOTepe
apdekra
cumenpesrpa. CoBMecTHOE
NPUMEHEHUE CHUMEIpPEBUpa M
spaBupensa

PEKOMEHAYETCA.

MHAYKLWU

s(aBupeH3om, 4TO

TEPANEBTHUYECKOIO

HE

['pazonpesup/>n6acsup

["'pazonpeBup:
AUC: [83%,
Crmax |87%.
OnbacBup:
AUC: |54%,

Crnax |45%.

OnHoBpeMeHHbIH npuem
rpasonpeBupom/

3710acBUPOM MPOTUBONOKA3AH

C

MOTOMY, YTO MOXET NPHUBECTH
K MOTEpe BUPYCOJIOTHYECKOI

25



aKTUBHOCTH  rpasornpesupa/
snbacBupa u3-3a
3HAQYUTEJIBHOTO  CHMIKEHHS
KOHLEHTpaUMd B  [Ja3Me
KpOBH  rpasonpeBupa W
sn6acBupa, BCJIEICTBHE
MHIYKUUH saBrpeH3oM
uzopepmenta CYP3A4 unu

P-gp.

Bennaracsup/copocOysup
Bennaracsup/Bokcunanpesup/
coocOyBup (1125 mr k84/600
Mr 1 pa3 B CyTkH)

Bennaracsup:
AUC: |53%,
Crax: 147%,

Chin: 157%.
Cocdocbysup:
Cmax: T 38%.
[Ipennonaraercs:
| Bokcunanpesup

[Tpu COBMECTHOM
NPUMEHEHU U TeHodoBUpa
JIM30MPOKCHIT/
aMTpuuUTabuHa/3paBupeH 3a
c BeJInaTacBUpom/
copocOyBrpom WITH c
BEJINAaTacBUpOM/
BOKCHJIAIIpEBUPOM/
copocOyBrpom 6110
MoOKa3aHo, 3HaYMTEIbHOE
CHWXKEHHE KOHLIEHTpaUWH B
MJ1a3MEKPOBH BeJINaTacBupa
MHAYKLHH
3huBepeH3oM  u3odepmeHTa
CYP3A4, 4YTO MOXKET

NMPUBECTHU K oTepe

BCJICICTBUE

TepanesTuyeckoro 3ddekra
BeanaracBupa.  Oxuaaercs
aHaJoru4yHoe CHUXKEHUE

KOHLUEHTpauuu B rnjasme

['nexanpesup/nubpeHracsup

| 'nexanpeBup
| TInbpenraceup

KpOBU BOKCHJIaNpeBuUpa.
CoBmecTHOE NpUMEHEHHE
saBupensa e
BEJINnaTacBUpom/
copocOyBupom UK c
BeJINnaTacBUpom/
BOKCHJIarpeBUpoM/
codocOyBupom He
pEeKOMEHIyeTCs.
OaHoBpeMeHHbIt  npuem
riaekanpesupa/
nubpeHracBupa C

3(aBUpPEH30M MPUBOIMT K
CYILECTBEHHOMY CHWKEHHUIO
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KOHLEHTpaLKK rjeKanpeBupa
/nmubpeHTtacBupa B
uTo

riasme,

MOXET NPHUBECTHU K

norepe

spdekra.

CoBmecTHOE mpUMeHeHHe

TE€PaAneBTUYECKOro

riaexanpeBupa/
nuOpeHTacBupa
s¢aBupensa
pEKOMEHyeTCs.

HE

AHTHOMOTUKM

A3UTpPOMULIMH/3]aBrpen3
(600 mr B BMZE OZHOKPATHOI
103b1/400 mr 1 pa3 B cyTKH)

Knununuecku 3HAYUMOTIO
bapMaKOKMHETHYECKOTO

B3aMMOJIEHUCTBUS HE BBISBJIEHO.

Koppekuuu 10361 HU oaHOrO
M3 JIaHHBIX JIEKapPCTBEHHbBIX
CpeacTB He Tpedyercs.

Knaputrpomuumn/adasupens
(500 mr k 12 u/400 Mr 1 pa3 B

CYTKH)

Knaputpomuun:

AUC: |39 % (ot |30 mo |46),
Cmax: 126 % (ot |15 no |35)
14-ruapokcumeraboauT
KJIapUTPOMHULIMHA:

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

AUC: <,

Cmax: T11 % (ot 13 mo 119)
(Muaykuus CYP3A4)

KoxHnas cbinb Habntoaanach y

46% HEMH(PULIUPOBAHHbIX

Knuuuueckas 3HAYUMOCTh

U3MEHEHU I KOHUEHTpaL WU
KJIapUTpOMHULIMHA B [Jla3Me

KpPOBU HE YCTAHOBJICHA.

Bwmecto KJIApUTPOMHLIMHA
crnenyer paccMoTpeThb
BO3MOXHOCTb  MPUMEHEHMUS
ApYyroro aHTUOMOTHKA,

Hanpumep, a3uTPOMHULIMHA.
Koppekuuu 103b1 3¢paBupensa
He Tpedyercs.

J00pOBOJILLEB,  OAHOBPEMEHHO

NPUHMMABILUMX  3(aBUpPEeH3 U

KJIapUTPOMHULHMH.
HApyrne  autubuotnku  u3|BiaumozeiictBue He uzyuanock. |OTCYTCTBYIOT JlaHHbIE,
rpyMbl MaKpOJIHJ0B no3BosifoWue  pazpadborarhb
(Hanpumep, PEKOMEHJALMU [0 PEeKUMY

3PUTPOMULHKH)/3aBUpeH3

JO3UPOBAHUS.

IIpoTuBoTyGepKy./1€3Hble JIeKapCTBEHHbIE

cpeacrsa

Pudabyrun/adasupens
(300 mr 1 pa3 B cyTkn/600 mr 1
pa3 B CYTKH)

Pudabytun:

AUC: |38 % (ot |28 no [47),
Crmax: 132 % (o1 |15 no |46),
Cmin: 145 % (ot |31 no |56)
O¢asupens: AUC: <,

Crax: <,

Cmin: |12 % (ot [24 potl)

CytouHass no3a pudabyruHa
J0/DKHA OBITH yBe/IMY€Ha Ha
50%,
OZHOBPEMEHHOE MpPUMEHEHHE
¢ odaBupensom. Creayer
TaKKe paccMoOTpeThb

€CIM  TJIaHUpyeTcs

uenaecood Pa3HOCTb YJABOCHHA
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(Mupyxumns CYP3A4)

A03bl  pudabytuHa  mpu
npuMeHeHun pucdabytuHa 2
MIM 3 pa3a B HeIEN0 B
KOMOMHaLMKU ¢ 3(aBUPEH3OM.
Knunnueckuit addekr Takoii
KOPPEKLUMH 103bl HE M3YYeH.
[Ipn koppekuun 10361 TaKxke
cienyer YUYUTBIBATh
MHIUBUAYAbHYIO
NEPEHOCUMOCTh 1
BUPYCOJIOTHUYECKH OTBET
(cm. DapmakoJoruyeckue
CBOMCTBA,

DapMaKOKHHETHKA).

Pudamnuuun/adasupens
(600 mr 1 pa3 B cyTku/600 mr 1

pa3 B CyTKH)

Ddasupens:

AUC: |26 % (ot |15 o 36),
Crax: 120 % (ot |11 mo |28),
Cmin: 132 % (ot 15 mo |46)
(nuaykuus CYP3A4 u CYP2B6)

Ecnu s¢aBupeHs

NPUMEHSAETCS OJHOBPEMEHHO
C y
MauMEeHTOB ¢ Maccoit tena 50

pubaMnULHHOM

Kr ¥ 0oJiee, CyTOUHYIO 103y
s¢paBupeHsa cienyer
yBean4YuTh 10 800 Mr, 4yTOObBI
obecrneyuTs 9KCMO3HULHIO,
npu
NpUMEHEHUH >(daBupeH3a B

CXOJHYKO C TaKOBOM
cyTouHoi no3e 600 mr Ges

pudpamnuunHa. KnuHuueckuit

spdekt Takoi KoppekUHH
103bl  He  u3yueH. [lpu
KOPpPEKLMHM  J03bl  TaKKe
cnenyer YUYUTbIBATh
UHIMBUYATbHYIO
MEPEHOCUMOCTD "
BUPYCOJIOTMYECKH OTBET
(cm. Dapmakonoruyeckue
CBOMCTBA,
DapMaKOKMHETHKA).
Koppexuus J103bl

pudamnuunHa He TpebyeTcs.

IIpoTuBorpn6KoBBIE J1EKAPCTBEHHbIE CPEACTBA

Hrtpakonazon/aasupens
(200 mr xaxnasie 12 yacos/600
mr | pa3 B CyTKH)

Hrpakonazon:

AUC: |39 % (ot |21 nol53),
Crmax: {37 % (ot |20 1o |[51),
Cmin: |44 % (ot |27 mo |[58)

[Tockonbky Heb3s
BbIPabOTaThb  peKOMEeH/Ialnu
no  peXUMy  J103UPOBAHMS
MTpPaKOHa30/1a, crenyet
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(cHWXKeHHe KOHLIEHTpaL 1
UTpaKoHazoJja BCJIE/ICTBHE
nnaykumen CYP3A4)
['mapokcuurpakoHaso:

AUC: |37 % (ot |14 no |595),
Cmax: |35 % (ot |12 no |52),
Cmin: |43 % (ot |18 mo |60)

pacCMOTpPETH BO3MOXXHOCTb
[NPUMEHECHUSA
AJIbTEPHATUBHBIX

NPOTUBOrPUOKOBBIX CPEICTB.

Ddasupens:  He BbISIBJIEHO
KJIMHUYECKH 3HAUYUMBIX
M3MEHEHUH.
[Tozakonazon/aaBupens#400 ([TozakoHazon: Cnenyer u3berarb
mr | pa3 B cyTKu AUC: |50%, OJIHOBPEMEHHOI0
Cmax: |45 % (unaykuus YJI®-/npuMeHeHUs M03aKoHa3o0/a U
TJIFOKYPOHUPOBAHMUS ). >haBupeH3a, €ciu  TOJBKO
OXMjaemas  rojb3a Ui
MalMeHTa He  MpeBbIlUAeT
BO3MOXKHBIN PUCK.
Bopukonazon/adaBupens Bopukonazou: [Tpu OJJHOBPEMEHHOM
(200 mr 2 pa3a B cytkn/400 mr|AUC: |77 %, NpUMEHEHUH ddaBUpeH3a ¢
1 pa3 B cyTKH) Cmax: |61 % BOPHKOHA30J10M
D¢aBupeHs: MOJ1e KU BarOLLas n03a
AUC: 144 %, BOPMKOHa30J1a J0/KHA ObITh
Crmax: 138 % yBeanuena 10 400 mr 2 pasa
B CYTKH, a n03a 3daBupeHsa
Bopukonazon/adasupens BopukoHazon: cHwxeHa 10 300 mr 1 pa3 B

(400 mr 2 pasza B cytkn/300 mr
1 pa3 B CyTKH)

AUC: |7 % (ot |23-10 113)*,
Ciax: 123 % (ot | 1- 1o 153)*
D¢aupens:

AUC: 117 % (ot 16- 0o 129)**,
Chax: <>

*[lo cpaBHenuto ¢ 200 mr 2 pasa
B CYTKM 0OpU TPUMEHEHHUU B
MOHOTepanuu

**[To cpaBHeHuto ¢ 600 mr 1 pa3s
B CYTKM MpU TMPUMEHEHUM B
MOHOTepanuu

(KOHKYpeHTHOe MHIrMOMpOBaHHE
OKHMCJIMTENILHOrO MeTabo/M3ma)

cytku. Eciaum  npumenenue
Oyner
J103a
ObITh

a0

BOpHKOHa3oJ1a
MMpEKpalCHo, TO
3¢)aBnpeH3a J0JI>KHa
BOCCTAHOBJIEHA

HayaJlbHOM.

®nykoHazon/adaBupens
(200 mr 1 pa3 B cyTku/400 mr 1

KnuHnuecku 3HAYUMOTO

B3aUMOJAEHCTBHUS HE BbISIBJIEHO.

Koppekuuu 10361 HU OAHOIO
M3 JIaHHbIX JIEKAPCTBEHHbBIX

pa3 B CyTKH) CpeAcTB He Tpebyercs.
KerokoHazon 1 apyrue|BzaumoaeiictBue He udyuanoch. |OTCYTCTBYIOT JlaHHblE,
MPOTUBOrPpUOKOBBIE CPE/ICTBA - no3posifolMe  pa3paboTarh
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IMIPOU3BOAHBIE UMU1A30J1a

PEKOMEHJALMN 10  PeXUMY
JI03UPOBAHMUS.

IIpoTuBOMansipuiiHble leKapCTBEHHbIE ¢

peacrsa

ATOBaxoH/mporyanu/ ATOBaxoH:
shaBupens (250/100 MrlAUC: |75% (ot |62 no|84),

[lo Bo3moxHOCTH cneayer
uzberatb  OJJHOBPEMEHHOrO

oaHokpatHas 1033/ 600 Mr 1|Cmax: |44% (o1 |20 10/61) NPUMEHEHHUS

pa3 B CYTKH) [Tporyanun: aTOBaxoHa/mporyaHuia ¢
AUC: [43% (ot |7 1nol65),|adaBupenszom.
Cmax: &

Apremerep/nomedanTpun/ ApremeTep: Bo3moxHo CHUXKEHUE

sdaBupens  (20/120 wmr, 6

AUC: |51%,

npuemMoB no 4 Ttabnetku B|Cmax: |21%

TeueHne 3 1Hei/600 mr 1 pas B|JlurumpoapreMu3MHHH:
CYTKH) AUC: |46%,

Crmax: |38%
JlromedanTpuH:
AUC: |21%,

Cmax: >

O¢aBupeHs:
AUC: | 17%,

Chax: <«

(Munykuus CYP3A4)

aHTumalspuiinoro sddexra
BCJIEICTBUH CHUIKEHHs
KOHLIEHTpaLMKM  apTeMeTepa,
JUTMApOapTEMU3UHHUHA 1
nomedaHTpruHa npu
COBMECTHOM TpPUMEHEHHH C
s¢aBupeH3om. Cnenyer
co0JI0JaTh  OCTOPOXKHOCTh
npu COBMECTHOM
NpUMEHEHUH ddaBupeH3a ¢
apreMeTepom/
JroMehaHTPUHOM.

AHTAUUIHBbIE JIEKAPCTBEHHbIE CpeACTBa

AHTaHHﬂbI, coaepKamme Kak aHTalUuAbl, coAeprKalue

AJITOMUHUA F’MAPOKCHI

MarHus T'MAPOKCH =

AJIOMUHUA F'MAPOKCHUA

MarHus FMAPOKCHI, TakK

WJn
U

cUMEeTHKOH /3aBupen3 (30 Ma|paMOTUAMH  HE  OKa3bIBAIOT

ManosepostTHo, 4TO  mpM
NPpUMEHEHUHU ddaBupeH3a ¢
JIEKapCTBEHHbIMH

CpeacTBaMu, KOTOpbIe

ONHOKpaTHa  7103a/400  Mr|He6]aronpusTHOrO BIMSHMA |BAMAIOT Ha pH XKEJTyA0YHOTrOo
OJIHOKpaTHasi 103a) Ha BcacbiBaHUe dpaBUpeH3a. COAEPKUMOro,  HU3MEHUTHLCS
®amatuaun/sdasupens (40 mr BCAaChIBAEMOCTb 3(paBUpEH3a.
OIHOKpaTHasi no3a /400 wMr
OJIHOKpaTHas /103a)

AHKCHOJIUTHKH

Jlopazenam/aaBupens (2 wmr|Jlopasenawm:
onHokpatHas 103a/600 mr 1|AUC: 17 % (ot 11 go 114),

Koppexkuuu 1036l HH 0AHOrO
M3 JIaHHBIX JIeKapCTBEHHBIX

pa3 B CyTKH) Cmax: 116 % (o1 12 g0 132). CpeacTB He Tpedyercs.
Otn U3MEHEHMUS HE
pacLieHUBaKOTCH, KaK
KJIMHUYECKHU 3HAUUMBbIE.
AHTHKOATYJISIHTbI
Bapdapun/>dasupens B3aumoneiicTBue He usyuanocs.|Moxer norpeboBaThCs
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AueHokymapon/adasupens

Bo3moxHO Kkak yBennueHue, Tak
M yMEHbIUEHWE KOHLEHTpALUU
Bap(apuHa/aleHOKyMaposa
njasMe  KpoBH

B
rnoa noa

BIIMSIHMEM 3aBUpeH3a.

KOppeKLus 103bl Baphapuna/

alleHOKyMapoJia.

IIpoTuBOCY10pOKHBIE JIEKAPCTBEHHbIE CPEACTBA

Kap6amaszenun/a¢asupens
(400 mr 1 pa3 B cyTku/600 mr 1
pa3 B CyTKH)

Kap6amazenun:

AUC: [27 % (ot |20 mo |33),
Cmax: 120 % (ot |15 no |24),
Chmin: |35 % (ot |24 no |44)

OtcyTcTBYIOT

pazpaboTaThb
1no

JlaHHbIE,
OCHOBaHUHM KOTOPBIX MOXHO
peKoMeH1auui
pexumy  103MpOBaHUS.

Ha

O¢aBupens: Cnenyer paccMoTpeThb

AUC: |36 % (ot |32 no |40),(BO3MOKHOCT  MpUMeHEHHs

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

Cmin: 147 % (ot |41 m0 |53)|[mpoTHBOCYA0POXKHOrO

(cHMXKEHHe KOHLIEHTPaLMK|CPEACTBA.

kapbamasenuHa BCeACTBUE | PeKOMEHIyeTCs  MPOBOAMTH

unaykunn CYP3A4; cHukeHue|nepuoanyYecKuil MOHUTOPUHT

KOHLEHTpaLK1n 3(haBUpeH3a|KOHLIEHTPALIMK

BesieacTBue MHAYKUMM CYP3A4|kap6amaszenuHa B niazme

u  CYP2B6). PaBHOBecHOE|KpOBH.

3HayeHHe AUC, Chax M Chin

aKTUBHOTO meTabonuTa

KapbamazernuHa SMOKCHAA He

u3MeHstoTCes.  B3aumopeiicTue

npu O/IHOBPEMEHHOM

NpUMeHeHUU OoJiee  BBICOKHUX

1103 s¢aBupeHsa u

KapbamasenuHa He W3y4asoch.
®enntouH, ¢enobapburan u|B3aumozeicTBre He u3yuanock. |Eciu s¢aBUpeH3
Apyrue  MpOTHBOCYIOpOXKHble|BO3BMOKHO — Kak —yMeHblIeHHe, NPUMEHAETCS OJHOBPEMEHHO
JIEKapCTBEHHbIE cpeacrsa,|TaK H YBETUHCHUE ¢ MPOTUBOCYIOPOIKHBIMH
ABISIOLIMECS cyberpaTamu |KOHUEHTpALMi (enunTONHE, npenapatamu, SBJSIOILIMMHUCS
uzopepmerror CYP450 denobapburana  u  apyrux cybcTpatamu 30 epMeHTOB

NIPOTUBOCYIOPOIKHBIX CYP450, HE0OX0IMMO

NIeKapCTBEHHBIX CPEICTB, OeyIecTBS TS

ABJIAIOLMXCA cyberpatamu NEPUOJAMYECKUI MOHUTOPUHT

u3opepmentoB CYP450, eciu KOHLEHTpaLIHii

9TH Mpenapatbl MPUMEHSIOTCS [1poTHBOCY AOPOIKHBIX

OJJTHOBPEMEHHO ¢ 3(haBUPEH30M. MpenapaToB B KPOBH.
BanenpoeBas Knunuuecku 3Haunmoro Koppexkuuu 1036l 3daBupensa
Kuciaora/adaBupeHs BIMAHUA Ha (papMaKOKMHETHKY|He TpeOyercsa. IlauueHTsl
(250 mr 2 pa3a B cyTkn/600 Mr|odgaBupeHsa  He  BBIABJACHO.|JODKHBI  HAaXOAMTBHCS  MMOJ
1 pa3 B CyTKH) OrpaHuyeHHbIE JlaHHbIE|(HAOMIOAEHUEM 1Sl KOHTPOJIst
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[IOKa3bIBAKOT, YTO KIUHHUYECKHU

3HauYMMoe BJIUSIHUE Ha
(apMakOKMHETHKY BabIPOEBOIL

KHCJIOTBI OTCYTCTBYET.

CYIOPOXKHbIX MPUIIAAKOB.

Burabarpun/adasupens BzaumoneicTeue He usyuyanocs.Koppekiun 10361 HM OJHOMO
["abanenTun/acasupens Knuunvecku 3HAYMMbIC|U3 JIaHHBIX JIEKAPCTBEHHBIX
B3aUMOJEHCTBHS CpeacTB He Tpebyercs.
MaJIOBEPOSITHBI, MOCKOJIbKY
BUrabaTpuH W rabaneHTHH
BbIBOJSITCS MCKITIOUMTENbHO

MOYKaMH B HEM3MEHEHHOM BME
1 BpsZ M OyAyT KOHKYPHUpPOBaTh
¢ MeTaboIU3UPYIOLLIUMH
bepmeHTaMK

BbIBE/IEHUSA 3(aBUpEH3a.

" MyTSAMH

AHTHENpeccaHTbI

CeslekTHBHbIE HHTUGHTOPBI 0GPATHOIO 3aXBATA CEPOTOHHHA

Ceprpanun/adaBupens
(50 mr 1 pa3 B cytku/600 mr 1
pa3 B CYTKH)

Ceprpanu:

AUC: |39 % (ot |27 no |50),
Cmax: |29 % (o1 |15 no |40),
Chin: 146 % (ot |31 o |58)
Ddasupens:

AUC: &,

Cmax: 711 % (ot 16 10 116),
Cmin: « (Muaykuus CYP3A4)

VBenuuenue J103bI
cepTpajivHa JIOJIKHO
NPOBOJIUTHCS [ Y4ETOM

KJIMHHYECKOro OTBETA.
Koppekuuu 1o3e1 apaBupensa
He TpebyeTcs.

[Tapokcernn/acaBupens
(20 mr 1 pa3 B cytku/600 mr 1
pa3 B CYTKH)

Knunnvecku 3HAYUMOro
(bapMaKOKMHETHYECKOTO

B3aUMOJEHCTBHUS HE BBISBIIEHO.

Koppekuun 10361 HU OfHOTO
M3 JIaHHBIX JIEKApPCTBEHHbIX
cpeacTB He TpedyeTcs.

DnyokceTuH/adaBupeHs

B3aumoneiicTBue He M3y4anock.
[Tockonbky ans  dayokceTrHa
TOT

XapakTepeH xe

MeTaboau4YecKuit npodusb, 4To

Koppexkuuu 1036l HU 0AHOrO
M3 JIaHHBIX JIEKapCTBEHHbBIX
CpeacTB He TpebyeTcs.

M JUld [apOKCETHHa, T.€. OH
ABJSIETCS MOLLHbBIM
uaruéuropom CYP2D6, MoxHO
0XMJaTb, 4YTO  (JIYOKCETHH
TaKxe HE Oyner
B3aMMOJEHCTBOBATD c
saBupensom.
CeslekTHBHbIE HHTHGHTOPBI 06PATHOrO 3aXBaTa KATEX0JAMHHOB (HOPAJApeHAIHHA,
AONaMHUHA)
Bynponuon/adasupens Bynponuon: VBenuueHue J103bl
(150 mr  oaHoOKpaTHas — 103a|AUC: 155% (ot |48 1o |62), 6ynponuoHa JIOJDKHO
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(pOIOHrMPOBAHHOTO

Crmax: |34% (ot |21 no |47) MPOBOJAUTLCS € Y4eTOM
AeictBus)/600 Mr 1 pas B ['uapokeubynponuon: KJINHHY€ECKOro OTBETA,
cyTKH) AUC: &, OHAKO /032 HE J0JDKHA

Cmax: 150% (o1 120 g0 180) ggﬁg;’ify"wy}o“‘zg;;“a”"”O

(unnykumns CYP2B6) Koppekuuu n103b1 s¢paBupensa

He Tpebyercs.
baokaropbt Hi-rueraMuHoBbIX penentopos

Lerupusznn/adasupens Lletupusun: Koppexkuuu no3el Hu ogHoro
(10 mr oanokpatHo/600 mr 1|/AUC: < M3 JIaHHBIX JIEKAPCTBEHHbBIX
pa3 B CyTKH) Cmax: 124% (ot | 18% 10 |30%) CpeacTB He Tpebyercs.

JaHHble U3MEHEHHUS He

pacLeHUBaloTCs Kak

KJIMHAYECKH 3HAYMMBbIE.

DdaBupens:

KJIMHUYECKH 3HAYUMOro

B3aUMOJENUCTBUS HE BBISBJIEHO.

Cepaeuno-cocyaucroie npenaparni

baokaropel ""MeasieHHbIX'" KabLHEBbIX KAHAJI0B

Huntuazem/>haBupens
(240 mr 1 pa3 B cytku/600 mr 1
pa3 B CYTKH)

Juntuazem:

AUC: |69 % (ot |55 no |79),
Cmax: |60 % (ot |50 g0 |68),
Chmin: 163 % (ot |44 o |75)
Jle3aueTunaunrmasem:

AUC: |75 % (ot |59 no |84),
Crax: 164 % (ot |57 no |69),
Chin: 162 % (ot |44 no |75)
N-MoHOAECMETHIAMATHAZEM:
AUC: |37 % (ot |17 no |52),
Cmax: [28% (o1 |7 no |44),

Cmin: |37 % (ot |17 mo |[52)
DdaBupeHs:

AUC: 111 % (ot 15 no 118),
Cmax: 116 % (ot 16 mo 126),
Chmin: 113 % (ot 11 10 126)
(vunykumust CYP3A4)

VBenuueHue
(apMaKOKMHETHYECKHUX
napamMeTpoB  3daBupeH3a  He
ObL10 pacLeHeHo Kak

KJIMHUYCCKH 3HAYUMOE.

Bonpoc o Heob6xoaumocTu
KOPPEKLMHU /103bl AWUJITHA3EMA
periaercs y4eToM
KJIMHUYECKOrO OTBeTa (CM.

c
MHCTPYKLMIO 1o
MEIMLUMHCKOMY MPUMEHEHHIO
JIMITHa3eMA). Koppekuuu
J103bl s¢aBupeHsa

TpebyeTcs.

HE

Bepanamun, HUGeAUIHH,

HUKapAUNUH U HEOaUINHUH,

B3aumonelicTBue He M3y4asnock.
Ecnin sdaBupens npumensiercs
OJJHOBPEMEHHO C KaKHM-IHGO

npenapaTom 13 rpynrbl

Bonpoc o HeobxoaumocTu
KOppeKUMH 103 610KaTopoB
«KMEAJICHHBIX» KaJIbLIUEBbIX

KaHaJIOB pELIACTCs C Yy4YE€TOM
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610KaTopoB «MEJJIEHHBIX »

KaJbLIUEBBIX KaHAJIOB, KOTOpbIE
SABJISIFOTCS cybcTpatamu
u3opepmeHTa CYP3A4,
BO3MOKHO CHUXKEHUE
KOHUEHTpauuii 610katopa

(MEAJICHHBIX» KaJIbIITUEBbIX

KaHaJIOB B IJIa3M€ KPOBH.

KJIMHUYECKOrOo oTBeTa (CM.
MHCTPYKLIHMH no
MEAMLUHCKOMY MPUMEHEHHUIO
0J0KaTOPOB  «MEAJIEHHBIX»

KaJIbLIMEBBIX KaHAJIOB).

I'unosun

HAEMHUYECKHE JIEKAPCTBEHHbIE C

peacTBa

Huruéuropsl 'MI'-KoA-penykra3s

bl

ATopBacTaTuH/3haBupeHs3
(10 mr 1 pa3 B cytku/600 mr 1
pa3 B CyTKH)

ATOpBacTaTHH:
AUC: |43% (ot |34 no |50)
Cmax: {12% (ot |1 po |26)
2-rMIpOKCHATOPBACTATHH:
AUC: |35% (ot |13 no |40)
Cmax: | 13% (ot |0 no |23)
4-ruipoKCcHaTOPBACTATHH:
AUC: |4% (ot |0 oo |31)
Cmax: | 47% (ot | 9 1o | 51)
OO61was
MHIMOUTOPOB

AKTUBHOCTh
['MI"-KoA-
peayKTasbl:

AUC: [34% (ot |21 no |41)
Crmax: {20% (ot |2 no |26)

Cnenyet OCYLLECTBIATD
NepPUOJUYECKUA MOHUTOPUHI

KOHUCHTpAUWH XOJIECTEPHHA

B KPOBH. Moxer
noTpeboBaThCsi  KOPPEKLHUs
J03bl  aTtopBacTaTiHa  (cM.
MHCTPYKLHIO 1no
MEIMLMHCKOMY MPUMEHEHHUIO
aTopBacTaTUHa).

Koppekuuu 103b1 3¢paBupeHsa

He TpebyeTcs.

[TpaBactaTun/>daBupeHs
(40 mr 1 pa3 B cytku/600 mr 1

pa3 B CyTKH)

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

Cnenyer OCYLLECTBISTh
NEepUOANYECKUH MOHUTOPUHT

KOHUEHTpalUuuu XOJIECTEPpHHA

B KpPOBH. Moxert
noTpeboBaTbCsi  KOPPEKLHUS
03l [paBacTaTMHa  (CM.
MHCTPYKLMIO 1o

MEIMLMHCKOMY MPUMEHEHHIO
npaBacTaTHHA).

Koppekuuun 103b1 3¢paBrpeHsa
He TpebyeTcs.

CumBactatut/3¢haBupeH3
(40 mr 1 pa3 B cytku/600 mr 1

pa3 B CYTKH)

CuMBacTaTHH:
AUC: [69% (ot |62 no |73)
Cmax: 76% (ot |63 no |79)
CHUMBacTaTHH KHMCJIOTA:
AUC: [58% (ot |39 no |68)
Cmax: [51% (ot |32 po |58)
O6uas
MHIMOUTOPOB

AKTUBHOCTb
['MI"-KoA-

Cnenyer OCYLIECTBIATD
NEPUOAUYECKUIT MOHUTOPUHIT
KOHLIEHTpaUWU XOJIECTEpUHA
B

KPOBH. Moxer

notpeboBaTbcs  KOppeKUus

J103bl CHUMBaAacCTaTHHa (CM.

MHCTPYKLHIO no

MEANLMHCKOMY NMPUMEHEHHIO
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peAyKTa3bl:
AUC: |60% (ot |52 no |68)
Cmax: 162% (o1 |55 no |78)
(vunyxuus CYP3A4)

[Tpu OJIHOBPEMEHHOM
NpUMEHEHUU  3(daBupeHza ¢
aTOpBACTAaTHHOM,
NpaBacTaTHHOM WU
CHUMBACTaTUHOM 3HavyeHuss AUC
M Cmax  20aBupeHsza  He
M3MEHSIOTCS.

CMMBacCTaTHHA).

Koppekuuu 10361 3¢paBupensa

He TpebyeTcs.

PozyBacratun/adaBupens

B3aumoneiicTBue He U3y4anocs.
PosyBacratun  BbIBOAMTCS B
OCHOBHOM B  HEU3MEHEHHOM
BUJIE uepes KeJTyA04HO-
KUIIEYHBIH TPAaKT C IKENYbIO,
MO3TOMY  B3aUMOJEHCTBHE  C
5(aBMpPEH30M He OXkKHaaeTCs.

KoppeKunu A03bl HU OAHOI'O

W3  JaHHBIX JIEKApCTBEHHBIX

CpeAcTB He TpebyeTcs.

I &

OPMOHAJ/IbHBIC KOHTPAUENTHBbI

Hns nepopajbHOro
NPUMEHEHHUS:
DTUHMIIACTPAIKOI /
Hoprectumat/3aBupeHs
(0,035 mr+ 0,25 mr 1paz B
cytku/ 600 Mr 1 pa3 B cyTku)

OTUHUIACTPAIUON:

AUC: &

Cmax: ©

Chmin: |8% (ot 114 1o |25)
Hopanrecrpomun (aKTHUBHBIM
MeTaboIuT):

AUC: |64% (ot |62 no |67)
Crmax: [46% (ot |39 no |52)
Chin: 182% (ot |79 no |85)
JleBoHoprectpen (aKTUBHBI
MeTaboIuT):

AUC: |83% (ot |79 no |87)
Cmax: |80% (ot |77 no |83)
Cmin: |86% (o1 |80 10 |90)
(uHayKuus merabonnsma)
D¢aBupeHs: KJIMHUYECKH
3HAYMMOIO B3aUMOJEHCTBUS He
BBISIBJIEHO.

KinnHuueckas 3HaYMMOCTb 3THX
3¢ deKToB He U3BECTHA.

B JIOTOJTHEHUE K

rOPMOHaJIbHbIM
KOHTpauenThuBaM
MCII0JIb30BATHC
METOJ
KOHTpaLenuuu
[IpumeHeHue

JOJKEH
HaJEeXHbIH
OapbepHoii
(cMm.
npu

OEepeMEHHOCTH U B MEPHO.

rPYAHOrO BCKapMJIMBaHMUS ).

[TponoHrupoBaHHOro JAeicTBUS
Js BHYTPUMBILLEYHOIO
BBEJCHHUS:
Jlerno-menpokcunporecTepoHa

B TeUeHHe 3 MecsLeB
UCCIeI0BaHUs HE Ob1110
BbISBJIEHO 3HAUUMbIX pa3IUuMit
B OTHOLLUEHHH

B JIOTOJIHEHHE K

rOpPMOHAJIbHBIM
KOHTpaLenTHBaM
MCIIOJIb30BAThCS

JIO/IKEH
HaJ€XXHbIHI
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auerar (JIMITA)/ aasupens
(150 mr IMITA
OJIHOKPaTHO)

B/M

(bapmakokuHeTHYECKNX

MEZIPOKCHITPOrecTepoHa

APBT,
"

MOJIy4aBIIUMH
cahaBupeH3om,
A00pOBONBLAMH, KOTOpbIE —He
nonyyanu APBT. Bo Bropom
MCCICI0BAHMH OBLTH MOJyY€EHbI
CXO/IHbIE pe3yabTaThl,X0Ts
KOHLEHTpaLUuu

MEIpOKCUIPOrecTepoHa B
njasMe KpOBM pasjiv4yajuch B
Oonmbweit crenenn. B o6oux
MCCIICIOBAHUAX  KOHLIEHTpAL 1M
NPOrecTepoHa B 11a3Me KpOBH y
A06poBOJIbLEB,

3haBupens

NMPUHUMAaBIIHKX
= Jeno-
MEPOKCHUMPOrecTEPOHa alleTaT,
OCTaBaJIMCh

HU3KHMH, 4yTo

COOTBETCTBOBAJIO  I10J1aBJIEH UIO

OBYJISILIUH.

METOo.
KOHTpauenuuu
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C MOMECHTa Hayaja Teparnuu
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3(haBMPEH30M WJIM ¢ MOMEHTa

nojaAepXKuBarolas Jo3a, 35—
100 Mmr 1 paz B cyrku/600 mr
1 pa3 B cyTku)

Crmax: |45% (ot |25 10 |59)

€€ OTMEHBI.
Onuouant
Meranon/aasupens Meranon: [IpoTuBOMOKasano
(ctabunbHas AUC: |52% (ot |33 10 |66) OJIHOBpPEMEHHbI i npuem

>baBupeH3a ¥ MeTajioHa u3-

(nuayxumns CYP3A4). 3a pucka YIUIMHEHUS
B uccnenoBanun ¢ yuactuem MHTEpBasa QTec. [Tpu
BHUY-unduunposanusix HEO0OX0AUMOCTH 2103y
MaLMEeHTOB, MeTajloHa cienyer
KOTOpbIE BBOJIMJIH cebe|yBeMYHnTb, 4TOOBI
HapKOTHUYECKHE CPEICTBA|yMEHbLINTL  BBIPAXXEHHOCTh

BHYTPUBEHHO, YCTAaHOBJIEHO, YTO

OJJTHOBPEMEHHOE  MpPUMEHEHHE
3haBupeH3a " MeTal0Ha
NPUBONIIO K CHUXKEHHIO
KOHLEHTpaUMKM  MeTaioHa B

[IJIa3M€ KPOBHM M K IOSIBJIEHUIO

CUMIITOMOB OTMEHBI.

CUMIITOMOB OTMEHBbI OIHMATOB.
Y1061 YMEHbILUUTh
BbIPaKEHHOCTh CUMIITOMOB
OTMEHBI, 7103y MeTa/loHa
YBEIIMYMBAIIK B CpEeJHEM Ha
22%.
bynpenopdun/nanokcoun/sdas (Bynpenopdus: Hecmotps  Ha  cHMkeHue
UpEH3 AUC: |50% sKkcno3uuuu  OynpeHopduHa,
HopGynpenopdun: cilyvaeB MPOSIBJICHUS
AUC: | 71% CHUMIITOMOB OTMEHBI y
DdaupeHs: MaLKMEeHTOB He Ha001a10Ch.
KJIMHUYECKH 3Hauumoro/He Tpebyercs  Koppekuus
(bapMaKkOKHHETHUECKOTO J103bl HU OJHOro
B3aMMO/ICHCTBHUS HE BbIABIEHO. |1€KAPCTBEHHOTO  CPE/CTBa
npu O/IHOBPEMEHHOM

Ha3HauyeHuH OynpeHopduHa u
s¢aBupeH3a.

290% JIOBEPUTEJIbHBIE HHTEPBAIBI,

®95% JIOBEPUTEJIbHBIE UHTEPBAJIBI.
YD — ypuaunandocdar.

€CJIM He YKa3aHo Apyroe.

'MI"-KoA-penykra3a— 3-ruapokcu-3-MeTUIrTy TApHI-KOH3UM A penykrasa.

Hern

I/Iccneuoaaﬂm B3aUMOJEHCTBUS MMPOBOAUJIUCH TOJILKO Y B3POCJIbIX.

Ocobble ykazaHus

3(1)aBl/Ip€H3 HE NOJDKEH MNPUMEHATBCS B Kauye€CTBE €JMHCTBEHHOIO npenapara ajas JCYEHUs
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BHUY-nndexumy, a take He 0MKeH 106aBIATHCS B KAUecTRe €IMHCTBEHHOrO npenapara K
HeapekTHBHOM cxeme Tepamun. Kak u B cayyae apyrux HHHOT, npu npumenenun
3(baBupeH3a B MOHOTEPANUM MOXKET OBICTPO Pa3BUTBLCS PE3UCTEHTHOCTS Bupyca. [Ipu BoiGope
HOBBIX aHTHPETPOBUPYCHBIX MpENapaToB IS MPUMEHEHUs B KOMOMHALMK C 3(haBUpeH30M
C/ICAYET YHMTBIBATD BO3MOKHOCTb DPa3BUTUS MEPEKPECTHON PE3UCTEHTHOCTH BHpyca (cM.
dapmakoaMHAMKKA).

He pekomenayercs npumenenue 5baBupeH3a OJAHOBPEMEHHO ¢ TabJIeTUPOBAHHBIMU
JICKapCTBCHHbIMH  npenapataMu ¢ QUKCHPOBAHHBIMM  KOMOHHALIMSIMMU 3¢aBupensa,
SMTpULUTAOKHA 1 TeHO(GOBHMPa AM30ONPOKCUI(YMAPATa, ECIH TOIBKO He TpedyeTcst KoppeKLus
A03bl (HAapUMep, Mpu NPUMEHEHUH C prudamnuunHom).

OxnHoBpemeHHBIH npuem 3daBnpensa ¢ rJIeKanpeBUpOM/MUOPEHTACBUPOM MOKET 3HAYUTEILHO
YMCHBUIMTL KOHUCHTPAUMH IJIeKanpeBupa U MUOPEHTacBMpa B Muiasme KPOBM, YTO MOJXKET
MPUBECTH K noTepe TepanesTuyeckoro sgdekra. CoBMecTHOE NpUMeHEHHe rjaexanpeBupa/
nuOpeHTacsupa 1 3haBupeHsa He peKOMeHayeTCs.

He pexomenmyercs oaHospemennoe npumenenue sbaBupeH3a ¢ npenapataMH Ha OCHOBE
9KcTpakrTa ['MHkro bunoba.

[Ipn HasHaueHnn npenapaTos s OHOBPEMEHHOIO MpPUMEHEHHs ¢ npenapatom Peract Bpauy
AO/DKEH — OOpaTUTbCS K MHCTPYKLMSAM 110 MEIMLUMHCKOMY TMPUMEHEHHK  JaHHbIX
JIEKapCTBEHHBIX Mpenaparos.

Ha ¢one nposenenns APBT Henb3s MCKIIOUMTD puck nepenaun BHUY npyrum numuam Bo
BpeMs CEKCyaJbHOrO KOHTAKTa WM 4Yepe3 KpoBb. B cBf3n ¢ sTuM cieayer cobmromats
COOTBETCTBYIOLLME MEPhI MPETOCTOPOKHOCTH.

Conymemeyrowan anmupemposupycnan mepanusn: eciu npuem Kakoro-i1n6o
AHTUPETPOBUPYCHOrO CPEACTBA B cocTaBe KOMOMHMpOBaHHOW APBT oTMeHseTcs B CBS3M ¢
MOZO3PEHAEM HA HEMEPEHOCUMOCTD, HEOOXOAUMO PACCMOTPETh BO3MOXKHOCTb OJHOBPEMEHHOIA
OTMEHbI BCEX aHTHPETPOBHPYCHBIX CpeiCTB. [IpueM BceX OTMEHEHHBIX aHTHPETPOBHPYCHBIX
MpenapaToB  J0/KeH ObITh  BO30GHOBJIEH cpa3dy MOC/HE MCUYE3HOBEHHS CHMOTOMOB
HenepeHocumocTH. He pekomenmyetcss npepbiBaemas MOHOTEpanus M MOCHENOBATENbHOE
MOBTOPHOE  HAa3HAYCHWE aHTUPETPOBUPYCHBIX CPEACTB M3-3a [OBBIEHUS BEPOSTHOCTH
MOABJIEHUS PE3UCTEHTHOrO K Tepan1u BUpyca.

Koorcnan coino: B xnnuuyeckux ucene10Banuax s(haBupensa HaGTOAATUC JIErKO U YMEpPEHHO
BBIP2JKEHHDBIC BBICBINAHMA, KOTOPbIE OOBIMHO WCYE3aNM MPH MPOAOIKEHHH Tepamnuu. [Ipuem
COOTBETCTBYIOILIMX 610kaTOpOB Hi-rucramunossbix peuenTopos W/nunu
TTIFOKOKOPTHKOCTEPOHI0B MOXKET YJYULIMTh NEPEHOCMMOCTh M CHOCOGCTBOBATH CKOpeiiemy

MCYE3HOBEHHUIO KOXXHOM chInu. Tsxkenas ¢)0pma KOXKHOM CbIITH, COMpPOBOXAaeMas BOJIABIPSAMM,
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ACCKBaMalMel SnUTeNus UK 06pa3oBaHueM S13B, HABIIOAANACH MEHEe ueM y 1 % nauuenros,
NpUHUMABLIKX d(aBupen3. MHoropopmHas sKccyaaTHBHAS sputema uin cuiapom CtuseHca-
JbKoHcona Betpevanucs y 0,1 % naunentos. Eciu Y MAlMEHTOB BO3HMKAET Tskenas opma
CbIlK,  COMpOBOXKAAaeMas  BOSHHKHOBEHMEM  BOJAbIPEH, JecKBamauueil SmuTenus
BOBJICYCHHEM CIM3UCTBIX 0D0JIOYEK MM JIMXOPAAKOH, HEOBXOAMMO HEMEICHHO NPeKpaTUTh
npuem sdasupensa. IhaBnupeHs He peKOMeH 10BaH MalUMeHTaM, y KOTOpbIX Oblia yrpoxaroiuas
’KU3HU KOXKHas peakuus (Hanmpumep, CUHAPOM CruseHnca-J[xoncona). B cnyyae npeKpaueHus
Tepanuu 3haBUpeH3OM HEOOXOAUMO paccMOTpeTh BOMPOC O MPEKpalleH!H Mpuema Apyrux
AHTUPETPOBUPYCHBIX CPEACTB, YTOObI H30EKATh NOABIEHUS PE3UCTEHTHOrO K Tepanuu BUpYca
(cM. [To6ouHoe aeiicTBue).

Ciyuan KOXHO# CBITIM 3aperucTPUPOBaH b y 59 u3 182 nereit (32 %), nonyyaBwmx neyenue
3(haBUpEeH30M B 3 KIIMHMUYECKHX MCCIEN0BAHUAX CpeaHer MpOAOIKUTENBHOCTBIO 123 Hemelnu.
Y 6 nmereit chinb Gbita TsKes0H. MeauaHa BpeMeHM Hauana MOSBACHUS ChIMH y Zaetei
cocraBuia 27 aueit (3-1504 aus). Iepen Hauanom Tepanuu 3paBUPEH30M y J€Teil UM MOXKeT
ObITh  PEKOMEHIOBAaHA COOTBETCTBYIOIAS  AHTHIHCTAMMHHAs Tepanus B  KayecTBe
NpopHIaKTHKHY.

OnbiT  npumeHeHus 3¢aBupeH3a y MaLKEHTOB, KOTOPbIM ~ ObLIM  OTMEHEHbI JIpyrue
aHTUPETPOBHpYyCHBIe cpeacta u3 knacca HHUOT, orpanuuen (cum. IloGounoe naeiicTue).
O¢aBupeH3 He peKOMEHI0BaH NaLUEHTaM, Y KOTOpbIX paHee Ha ¢poHe npuema apyrux HHUOT
Pa3BUJIMCh  YrpOXKAIOWIME HKM3HM KOXKHbl€ peakuumu (Hanpumep, cuHapom CTHBeHca-
JIKOHCOHAa).

Cumnmomor co cmoponsl ncuxuku: UMEIOTCS [1aHHbIE O BO3HMKHOBEHMM HEXKeaTellbHbiX
SBJICHUH €O CTOPOHbI NCHXMKM y MALMEHTOB, NPUHMMABIIMX >(aBuUpeH3. [launeHTsl,
MMEIOLIME B aHAMHE3€ ICHXMYECKHE PACCTPOKCTBA, HAXOAATCA B IPYINE MOBBILIEHHOrO pUCKa
10 pa3sBUTHIO CEPbE3HBIX HEKENaTe/bHbIX SABJIEHUH CO CTOPOHBI MCHXMKM. B yacTHoCTH,
TAXKeNas nenpeccus Hanbosee yacTo Habal04anack y NMauMeHTOB C JENpeccHeil B aHaMHE3e.
Takke MMEIOTCS MOCTPEruCTPALMOHHBIE AaHHBIE O CIy4qasX TSKeIOM Aernpeccun, CMEpPTH B
pesyabTate cyuuuia, Opeaa M MCUMX030MOA0OHOrO MnoBeAeHHs. [lalMeHTOB HEOBXOAMMO
MPEAYNPENANTE O TOM, YTO MPH PA3BUTHH TAKUX CUMITOMOB, KaK TsKeslas JAENpeccHs, NCuXo3bl
WK CyMLIMJANIbHBIE WIEH, OHU JOJKHBI HEMEIEHHO COOBIIMTE 06 3TOM cBoeMy Bpauy. Bpau
AOJKEH ONMPENETUTb BO3MOXHYIO CBSI3b 3THX CMMIITOMOB € MPUEMOM 3(haBHpEH3a, U eClIi 3Ta
CBA3b MOATBEPXKIAETCS, OLUCHUTb COOTHOLUEHWE PMUCKA IS MaLMEHTa MpPU MPOAOIKEHHHU
TEpanu1u K MOTEHUHMAIbHOU MOJb3bl OT Npuema npenaparta (cMm. [To6ouHoe aeiicTue).
Cumnmomor co cmoponsl HepeHoOll cucmemsl: y NAUMEHTOB, NPUHUMABLIMX >(aBUPEH3 B

aose 600 mr 1 pa3 B CyTKM B paMKax KJIMHMYECKMX MCCIEIOBaHMi, 4acTo HabIonaluCh
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CACAYIOLIME  CHUMIITOMbI:  TONIOBOKPY)XXEHHME, OECCOHHMLA, COHJMBOCTb,  CHHUKEHHE
KOHLUCHTPalMK M MaTONOTUA CHOBMACHWMHM, a TaKKe BCTPeYalucCh ApYrue HexeaTelbHble
apiaeHus (cM. IlobGounoe aeiictBue). CUMOTOMBI CO CTOPOHBbI HEPBHOW CUCTEMBI OOBIYHO
Halb/IOAANNCh B TeYeHHE MEpBOrO WM BTOPOro JHA Tepanuu W B GONBIIMHCTBE Clyyaes
Hcuesanu nocie nepsoix 2-4 Henenb. [lauMeHTOB HEOGXOAUMO MPOUH(POPMUPOBATE O TOM, YTO
Takn€ CHMITOMBI, €C/IH OHM MOABIIAIOTCS, OOBIYHO MCYE3AOT MPU TIPOJOIIKEHUHU TEparnuu 1 He
ABJIAIOTCA IPU3HAKOM BO3MOMKHBIX HApYIIEHHH CO CTOPOHBI MCUXHKH, KOTOPbIE BCTpEYaroTCs
pexe.

Cyoopoxcnbie npunadku: coobanocs o Cyaoporax y nauMeHTOB, NPMHUMaBILKUX d()aBUpPEH3,
OCOOCHHO y MNalKMEHTOB C CyAOpOraMd B aHaMmHese. [Ipy onHOBpemeHHOM npUMeHeHMH
MPOTHBOCYIOPOKHBIX JICKAPCTBEHHBIX CPE/ICTB, META0OIM3UPYIOLMXCS B OCHOBHOM B MEUYeHH,
TaKMX Kak (eHWTOMH, kapbamasenuH u ¢eHobapbuTa, ClIEyeT MEePUOAMYECKH MPOBOIAMTH
ONMPEACCHHE  KOHUEHTpAUMH 3THX MpenapaToB B riasMe KpoBu. Mccnenoanue
B3aUMOJICHCTBHII JIEKAPCTBEHHBIX CPEACTB MOKA3a/10, YTO MPH OTHOBPEMEHHOM NPUMEHEHUU
kapbamaseniHa M dhaBMpeH3a KOHUEHTpaUMM KapOamasenuHa B Miasme KPOBH CHMXKaTUCh
(cM. B3aumopelicTBre ¢ ApyruMHU NeKapcTBEHHBIMHU cpeactBamu). ITauMeHTbI ¢ Cy10pOKHBIMH
NpuUnaakaMy B aHaMHe3e J0JDKHbI HAXOAUTBLCS MO 0COOBIM HaBTIOJEHUEM.

Heoswcenamenvnvie aenenus co cmopons neuenu: B MOCTPErUCTPALIMOHHBIH  Mepuo.
HaO/oAeHUs ObIIO MOMy4eHO HeBGONBIIOE YMCIO COOBIIEHHH O pasBUTHU MEYEHOUHOM
HE0CTaTOYHOCTH y MAUMEeHTOB 0e3 yKa3aHMii Ha 3a00JieBaHMs MEYeHH B aHAMHE3e, a TakKe
0e3 apyrux BbIABIEHHBIX (HAKTOPOB pHCKa (cm. TloGounoe peiicTBue). B cBsi3n ¢ 3Tum
PEKOMEHAYETCA OCYLIECTBIATL MOHMTOPUHI aKTMBHOCTH «MEYEHOYHBIX» HEPMEHTOB faxke y
NMaLMeHTOB 6e3 neyeHoUHOH AMChYHKLMM B aHAMHE3e MM APYTHX (baxkTopoB pucka.

Bausnue nuwu: npu npumeHeHuu npenapata PeracT Bo Bpewms npuemMa MUK MOXKET
BO3pacTaTh JKCMO3MLMA dSdaBupenza (cM. DapMakoIOrHYECKHE CBOMCTBA), YTO MOXKET
MPUBOAMTL K YBEJMYEHHIO HaCTOThl HEXKelaTeJbHbIX peakuuit (cM. [ToGouHoe neiicTBue). B
CBA3M C 5TUM PEKOMEHYETCsl MPUHUMATD npenapar PeracT HaTolak, kenareabHO Ha HOYb.
Cunopom eoccmanosnenun ummynumema: nanHblii CHHAPOM HabIOaaCA y MalUEeHTOB C
TAKENBIM ~ UMMYHOZe(QMUATOM B M0G0  MOMEHT [MOcle  Hayana  MpOBEAEHMS
komOuHupoBanHoit APBT. B pesynbrare ycuneHus MMMYHHOTO OTBETa BCJECTBHE Tepanuu B
TCUYCHUC HECKOJIbKMX HEICIb HIIM MECALEB OT Hayana JIeYeHUS MOXKET pa3BUTHCA
BOCTIAINTE/IbHAs PEAKLMs HA HEAKTUBHBIC MJIM OCTATOYHbIE OMMOPTYHUCTHYECKUE MH(DEKIINH,
Takue KakK LMTOMErajJloBUPYCHbIH  pPETHHUT, TEHEPAJM30BAHHBIE W/MAM  O4YaroBbie
MHUKOOaKTepHanbHble HHMEKL MK, MHEBMOHUS, BbI3BaHHAs Prneumocystis jiroveci (npexHee

HasBaHue — Pneumocystis carinii). Takue BOCHATUTENbHBIE CHMIITOMBbI HYXJIalTCsl B
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AallbHEHLUeH OLEHKE ¥ Ha3HAYEHWH COOTBETCTBYIOILETO JIeYeHH S,

AYTONMMYHHbIE HapylleHHs (Takue kak Gone3Hb ['peiiBca u ayTOMMMYHHBIH renatur)
Habmoaanucy Ha oHe BOCCTAHOBIEHHS UMMYHHUTETA, OHAKO BpeMsl HayaJIbHbIX MPOsBJIEHUMH
CWIBHO BapbMpOBaNO, M 3a00JI€BaHME MOTJIO BO3HMKATH Yepe3 MHOTO MECSLEB Mocie Hayana
Tepanuu.

Junooucmpogua  u  memabonuueckue  napywienus: KomOuHupoBaHHas ~ APBT
accoLMMpoOBaHa ¢  mepepacrpeae/ieHuem MOJAKOXHO-)KMPOBOM  KJeT4aTKM  Tena
(munomuctpodus) y BUY-uHduumpoBanubiX nauueHtoB. OTaajieHHbIE MOCIEACTBUS 3TOrO
ABJICHHUA TIOKA HCU3BECTHBI U MEXAHHU3M €ro pa3BUTHS U3ydeH HedocTaTouHo. [Ipeanonaraercs
CBA3L MEXIY BHMCLEPAIbHBIM JIMIIOMATO30M M NPUMEHEHMEM MHIUOMTOPOB MpoTeasbl M
nunoatpopun u npumenennem HUOT. [ToBbIlEHHBIH PUCK pPa3BHTHS JUIIOAUCTPODUU MOXKET
ObITh 00YC/IOBIEH KaK MHAMBUAYAIbHBIMH (AKTOPAMH, TAKUMH KaK MOMKHJION BO3pacT, TaK W
(hakTopamu, CBS3aHHBIMH C NPMEMOM MpPEnapaToB, TAKUMHM KaK Mpoao/xuTenshas APBT u
CBA3aHHBIE C Heil MerabonMyeckue HapylleHHs. B CBS3M ¢ 3TUM Npu  KIMHHYECKOM
00C/elOBAHMHM  MAlMEHTa CJeAyeT MpPOBOAMTh (DM3MKATbHOE ObCIe10BaHMUeE, oOpaiuas
BHUMaHHUE Ha Me€pepacrnpee/ieHne MOJAKOKHO-KUPOBOH KJIETYAaTKH, a TaKKe ONpeaensiTh
KOHLEHTPALMIO JINTIMIOB B ChIBOPOTKE KPOBHM HATOLIAK M KOHLEHTPALMIO [JIIOKO3bl B KPOBH.
Hapywenus nunuanoro o6MeHa J0MKHBI KOPPEKTHPOBATHCSA B COOTBETCTBUM C KIMHUUECKUMHU
nposBiaeHuamu (cm. [Tobounoe aeiictaue).

Ocmeonekpo3s: XOTs 3THOJIOTMA IAHHOTO 3a00J1eBaHMs NPU3HAHA MHOrO(GAKTOPHOIA (BKIHOUAS
NpUMEHEHHe KOPTUKOCTEPOUIOB, 3s0ynorpebiaeHue aJIKoroJsieM, TSAKENYIO
MMMYHOCYNPECCHIO, MOBBILICHHbIH HHAEKC MacChl Tela), Cllydan OCTEOHEKPO3a HabIII0AaTUCh
MPEUMYLIECTBEHHO y MNaUMeHTOB ¢ uutenbHoit BUY-undexkunedn w/mnm y naumeHToB,
AJIATENIBHO MOJTy4aBWIMX KOMOMHMpoBaHHY0 APBT. [TauueHThl AOMKHBI He3aMETUTENbHO
o0paTUTbCA K Bpauy MpH MOSBICHHM GOl B CycTaBaX, CHHKEHMM TOABMKHOCTH CYCTABOB
WJIM TPYIHOCTAX MPH X0ab0e€.

Yonunenue unmepeana QTc: ynnunenne untepsana QTc Habmomanoch y NalHEHTOB,
NpUHUMaOWKX  5aBupen3  (cm. [lpoTuBomokasauus, B3aumonmelcTBue ¢ Apyrumu
JIEKapCTBEHHBIMHM CPECTBAMH). Y MALMEHTOB ¢ PUCKOM yanuHeHus uHTtepBana QTc cienyer
paccMOTpeTh ajIbTEPHATUBHYIO Tepanuio 6e3 npuMeHeHus 3(paBupeHsa.

Ocobble rpynnbl nauueHToB

Hayuenmot ¢ 3a001e6anuamu nevenu: >paBUpeH3 MPOTUBONOKA3AH MALMEHTAM C TSXKENOi
CTEMNEHbIO MEeYEHOYHON HepocratoyHoctn (k1acc C mo cucreme Yaitna-Tleo) (cm.
[IporuBonokasanus; PapMakoJornueckue CBOWCTBA) M HE PEKOMEHAYETCS MalMeHTaM ¢

MNOpaX€HUEM TI€YEHHU cpeuﬂeﬁ CTCNCHU THAKECTH, TMOCKOJIbKY Ha JIaHHBIK  MOMEHT
41



HE/I0CTAaTOYHO NAaHHBIX, YTOOBI YCTAaHOBUTH, HY)KHA JIH B TAKMUX clly4asX KOPpEKLMs 103bl.
Benencreue mHTeHCMBHOrO MeTabonusma s(aBupensa cucreMoil wuutoxpoma P450
OTPaHMYCHHOTO OMBITA KTMHUYECKOrO MPUMEHEHHUs MPenaparTa y MaueHToB ¢ XPOHUYECKUMHU
3a00/I€BAHUAMM T€YEHU CNENYeT COBIIOAATh OCTOPOXXHOCTh MPH HA3HAYEHMW TMpenapara
Peract naunentam ¢ 3aGonepaHusiMM neueHu nerkoii creneHu TsOKECTH. [Ipu 3TOM mauueHTs
AOJDKHBI HAXOMMTBCS MO HAOIIOAEHHEM ISl CBOEBPEMEHHOIO BBISIBIEHUS 10303aBUCHMbIX
HEKENATC/IbHBIX  pEaKUMH, OCOOEHHO CO CTOPOHBI HEPBHOW CHCTeMbl. Takye uepes
ONPENC/ICHHBIC HHTEPBA/IbI BPEMEHHU CIIEYET NMPOBOAMTH 1a60PATOPHBIE aHATM3bI 1S OLEHKH
COCTOAAHMA neyeHu (cM. Crnocob npumMeHeHus 1 103b1).

besonacHocTs u s pexruHocTh 3daBupensa ne MOATBEPXKACHBI Y MALMEHTOB CO 3HAYUM bIMU
HapyLWeHUAMU QyHKLNM NEeYEHH B aHaMHe3e. [[alueHTh ¢ XPOHUYECKUM renatutoM B uiam C,
MpUHUMalOlME KOMOWHMpoBanHylo APBT, Bxoast B rpynmy pHCKa pa3sBUTHUS TSKEbIX
HEXEIATE/IbHBIX PEAKLMH CO CTOPOHbI MEYEHH, KOTOPbie MOTYT MPHBECTH K JieTanbHOMY
uexony. V MauMeHTOB ¢ HapylieHHeM QYHKLUMHM TEYeHH B aHaMHe3e, BKIIOYas XPOHHUYECKHU i
AKTUBHBIA TemaTuT, MOBBIIIAETCS YACTOTA PA3BUTHS HapyLICHMI GyHKkuMM nedyeHu npu
komOuHMpoBaHHOH APBT, no3tomy Takue nalmeHTbl A0DKHBI HAXOAMTHCS noa HabmoaeHneM
B COOTBETCTBHM CO CTAHAAPTHOM CXEMOM. Y MaLMEHTOB C yXYALIEHUEM TeYeHHs 3a60/1eBaHUs
MEYCHH MM C YCTOHYMBLIM yBEITMYEHHEM aKTHBHOCTH ChIBOPOTOYHBIX TpaHCAMHHa3,
npesbiaomnm Gonee yem B 5 pa3 BI'H, nosnbsa ot npomomkenus Tepanuu 3QaBUpeH3OM
AOJDKHA  COMOCTABJIATBCA C  BO3MOXKHBIM ~ PUCKOM B OTHOLIEHMM BO3HMKHOBEHMS
FeMaToTOKCMYHOCTH. B OTHOLIEHWH TakMX MALMEHTOB ClelyeT PacCMOTPETh BOMPOC O
Liesiecoobpa3HoCTH npepbiBaHus uin otMenbl APBT (cm. [To6ounoe JIeicTBHE).

[Ipn  opHOBpeMEHHOM mNpUMEHEHMH apYrMX —JeKapCTBEHHbIX CPEACTB € M3BECTHOM
FeNaToOTOKCHYHOCTBIO PEKOMEHAYETCS TMPOBOJUTbH KOHTPOJIb AKTHBHOCTH «IEUEHOYHBIX)
depmentoB. [laumentam ¢ remarutom B unu C npu HasHaueHuw KOMOUHMPOBAHHOIA
MPOTHBOBUPYCHOH — Tepanuu CIEAYeT TaKKe pPYKOBOJACTBOBATHCA MHCTPYKLMSIMU 110
NMPUMEHEHUIO Ha3HA4YaeMbIX MpenapaToB /s jedeHus renatura B unu C.

Hayuenmot ¢ noueunoii nedocmamounocmeio: GpapmMakokuHeTHKa 3aBUPEH3a y MALMEHTOB
C MOYEYHOM HEIOCTATOYHOCTBIO HE M3y4danach, OJHAKO B CBA3M C TEM, YTO B HEH3MEHEHHOM
BUJI€ TOYKAMM BBIBOAMTCS MeHee 1% mnpuHATOH 03Bl 3¢aBupeH3a, HapyuieHue (QYHKLIHUM
MOYEK HE JOJKHO OKa3blBAaTh CYLIECTBEHHONO BIMSIHMS Ha BbiBeJeHHe ddaBupeHsa (cM.
®apmakosiornyeckue CcBoicTBa). ONbIT NpUMeHeHHs 3(aBUpeH3a y MALHEHTOB ¢ TSAKeENOM
MOYEYHOH HENOCTATOYHOCTBIO OTCYTCTBYET, B CBA3M C 4YeM y TakuX [MalHEHTOB CIEAyeT
MPOBOJAMTH TILATE/IbHbIH MOHUTOPUHT G€30MAaCHOCTH NPUMEHEHHS Npernapara.

Hauuenmbl noJcuU1020 603pacma: NOCKOJbKY B KIIMHUYECKUE UCCIIENOBAHUS ObLJIO BKIIKOUEHO
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HebobLIOe KOJIMYECTBO MOXKHUIIbIX [TALlUEHTOB, HET OCHOBAHUM NpearnoaaraTe, 4To AeHCTBUE
fnpenapata Ha MalUMEHTOB IOXKUJIOrO BO3pacTa OTJIMYAETCS OT TaKOBOIO Yy Gonee MOJIOABIX

MNalUeHTOB.

HAemu: npumenenne sdasupensa y gereil miaame 3 Mec. WK C BECOM MeHee 3,5 Kr He

HUCCJICI0BAJIOCK.

Binsinne na cnioco6uocrs ynpasasts TPAaHCIIOPTHBIMH CPeICTBAMHM U MEXaHHU3MaAMHU.

He npoBoaunocs uccnenoauwmii, HalpaBJICHHBIX Ha M3YYEHHE BJIMSAHMUA Ha CIOCOOHOCTD
BOXACHMA  aBTOMOOM/IS M paGOTBI C  ycTpoHCTBamu. O(haBupeH3 MOXET BbI3bIBATH
TOOBOKPYKEHME,  HApylIEHHWe BHMMaHMsA, /WM GeccOHHMLy. [laumeHTOB crenyer
MPEAYNPEAUTD, HTO, €CIIM Y HUX MOSBATCS JIOObIE U3 3TUX CHMIITOMOB, MM cienyer usberathb
BOX/ICHUS aBTOMOOMIIS U yTpaBlieHUs yCTPONHCTBAMM.

®opma Bbinycka

Tabnetku, moKpbITHIE MIEHOYHOM 0007104KoiA, o 100,0 mr, 300,0 mr, 400,0 mr, 600,0 mr

[To 10 Tabnetox B KOHTYpHyIO sueiikoByio YNAKOBKY M3 IUICHKH IOJMBUHUIXJIOPUIHON M
(oabru anoMUHKEBOI.

[To 2, 3, 6 unM 9 KOHTYPHBIX SAYEMKOBBIX YIIaKOBOK BMECTe C MHCTPYKLHUEH MO MPUMEHEHHIO
MOMELIAOT B Na4Ky U3 KapTOHa.

ITo 30, 60 uan 90 rabnerok B GaHky monMMepHylo ¢ KPBILLIKOW HATAMBAEMOM C KOHTPOJIEM
MepBoro BCKpbITHSA. CBOOOAHOE MPOCTPAHCTBO 3aMOMHAIOT BATOW MeAMUMHCKON. Ha Ganku
HAKJICHBAIOT OTUKETKM M3 OyMmard OSTMKETOYHOW WM M3 MOJIMMEPHbIX MaTepuasos,
camokneromuecs. [1o 1 GaHke BMECTe ¢ MHCTPYKLMiA 1O NPUMEHEHHIO MOMEIIAIOT B navyKy u3
KapToHa.

Cpoxk rogsocru

4 rona. He npuMeHsTb M0 UCTEYEHHH CPOKA FOLHOCTH.

YciaoBusi Xxpanenust

B 3ammienHom ot cBeta Mecte, npu Temnepatype He Bbiue 25 °C.

XpaHUTb B HEJOCTYITHOM JUISl I€TEi MecTe.

YcioBus oTycka

OrnyckatoT no peuenty.

IIpousBoaunTenn:

AO «DapmacunTes», Poccus.

KOpunnuecknit anpec: Poceus, 664007, r. Upkytck, KpacHorsapaeiickas 1.23, od. 3.

AJpec Mpon3BOACTBEHHO# nuowmanku: r. Upkyrck ya. P. Jliokcem6ypr, 1. 184

umn OO0 «Dapmacuures-Tiomenb», Poccus, 625059, r. Tiomenb, 7-0if KM BemiKaHCKOro
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Tpakra, 1.2

B.ﬂa,ue.neu PErucTpauMoOHHOro yzxocmBepeHuﬂ/OpraHmaunn, NpUHHMAKOWAasl MPEeTeH3UH

norpeduTe.iei
AO «Dapmacunresy, Poccus, 664040, r. Upkytck, yi. P. Jlrokcembypr, 1.184,
Ten: 8-800-100-1550

www.pharmasyntez.com

Buue-npe3uaent no kauectsy u
peryJIsTOpPHBIM BOMPOCaM

AO «®apmacunres»

Maneix H.1O.
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