\ MUH3APAB POCCHH

AN-004993-021110

MUHUCTEPCTBO 3/IPABOOXPAHEHHS POCCHIICKON ®EJEPALINA
COTJTACOBAHO

WHCTPYKIUS
MO0 MEJUIIMHCKOMY IPUMEHEHHIO JIEKAPCTBEHHOI'O IIPEITAPATA

J¢asupens - [xenedppuxc

PerucrpaunoHHblii Homep:
Toprosoe naumenoBanue: Ddasupens - [kenedure
MesKkayHapoAHOE HeNATEHTOBAHHOE HIIM TPYIIIIHPOBOYHOE HAaHMeHoBaHHe: D(haBUpeH3

JlekapcerBennasi popma: TaGIeTKH, MOKPHITHIE MIIEHOUHOH 000J104KOM

Cocras:
1 Tab/eTKa COAePKHT:
JIEMCTBYIOLIEE BELIECTBO:

spaBupens — 200,00 mr u 600,00 mr;

BCIIOMOTaTebHEIE BELIECTBA (S/IPO):

nakto3sl MoHoruapatr — 100,00 mr / 300,00 mr, kpaxman KyKypy3uslit — 24,00 mr / 72,00 mr,
Kpockapmesnoza Hatpus — 20,33 mr / 60,00 mr, kpocnosuaon XL-10 — 18,67 mr / 56,00 wmr,
nosuaoH K-30 — 13,33 mr / 40,00 mr, Hatpus naypuicyiabgar — 5,67 mr / 17,00 mr, maruus
creapat — 4,00 mr/ 12,00 mr;

BCIIOMOTIaTEJIbHLIC BEIICCTBA (060H0‘1Ka)1

MJIEHOYHOE MOKPHITHE JKENTOro lBeTa (MOJMBHMHUIOBEIN cupt — 7,00 Mr / 11,50 mr, TuTaHa
avokenn (E171) — 2,80 mr / 4,60 mr, Tansk — 1,68 Mr / 2,76 Mr, NOJIMITUJIEHTIUKOJIb 3350 —

1,40 mr /2,30 mr, kpacutesib XUHOMMHOBBIH xentoiil (E104) — 1,12 mr/ 1,84 mr).

OIIMCAHHME

Jo3uposka 200 mr

prl‘ﬂble ABOSAKOBBIITYKJIBIE TaGHCTKI/I, TMOKPBITHIC TUIEHOYHOM 000JI0YKOM JKEITOro LIBETA. Ha
MOMNMEPEYHOM paspese AApo TabseTKy 6€I0ro WK MouTH OesIoro 1BeTa.

Jo3uposka 600 mr

[TposoroBaThie ABOSKOBBIMYKIIbIE TaOIETKH, MOKPBITHIE TIIEHOYHOH 0600YKOM OT XKeITOro 10
KOPUYHEBATO-XKEJITOr0 1IBETa, ¢ PUCKOW Ha OAHOW cTopoHe. Ha momepe4yHoM paspese AApo

TabseTky Oesoro Wi nodty Oesoro LBeTa.
OAPMAKOTEPAITEBTUYECKAS I'PYIIIIA: nporuBosupycHoe [BUY] cpenctro.

KO/l ATX: JOSAGO3



®APMAKOJIOTAnMYECKOE JENCTBUE

DapmakoOuHamuKka

MexaHu3M JeicTBUSA

DdaBupens TNpeacTaBiseT CO0OM CENEKTHBHBIA HEHYKICO3HIHBIH MHTHOUTOp 0OpaTHOM
tpanckpuntassl (HHUOT) Bupyca mmmyHoneduuuTa 4YenoBeKa THII 1 (BUY-1). SIBnsercs
HEKOHKYPEeHTHBIM HHru6uTopoM BUY-1 o6parHoit tpanckpunrassl (OT), ne unruoupyer BUY-

2 o6pathylo TpanckpunTasy u JIHK-nommmepassi (a, B, ¥ 1 §) KICTOK YeoBeKa.

IpornBOBHpYCHAsA AKTHBHOCTD

IIpotuBoBHpycHas >(QQeKTUBHOCTE d(aBupeHsa in Vilro ONEHHBAIACH Ha M} OoOITaCTHRIX
KJICTOUHBIX JIMHHAX, MOHOHYKJIEAPHBIX KJIETKax mHepu(epuyeckoil KpOBH M KYJIbTypax
makpodaros/mMononuToB. Uurubupyromas xonnentpamus (MK) s(aBupeH3a, HeoOXoauMast JUIs
90-95% wunrubuposanus (MKop.os) MITAMMOB JMKOTO THIA WA JIAOOPATOPHBIX KIMHAYECKAX

M30JITOB, PE3UCTEHTHBIX K 3UI0BYIMHY, HAXOAUTCS B MPEJeax OT 0,46 10 6,8 HMOJIB/II.

Pe3ucTreHTHOCTD

IIpoTuBoBUpycHas 3GGeKTHBHOCTE dhaBUpeH3a B KICTOYHOH KyJbType B OTHOMICHWH
Pa3sHOBHIHOCTEN BHpYyca ¢ 3aMCHaMH aMHHOKHCJIOT B OT B nonokenusix 48, 108, 179, 181 umu
236, a Takke B OTHOINEHWHM PAa3HOBUIHOCTEH C 3aMEeHaMH aMHHOKHMCJIOT B MpoTease, ObL1a
AHAJIOTMYHA TAKOBOM B OTHOLICHHM BHPYCHBIX [ITAMMOB JIHKOro THMA. EIHHCTBEHHBIMU
3aMEHaMH, KOTOpBIE TPHBEIH K TOSBJIEHHIO HAHOONBIIEH PE3MCTEHTHOCTH K S(QaBUPEH3Y B
KJIETOUHOH KyJIbTYpe, SBISIIOTCS 3aMEHa JIeHIMHa Ha U30JICHIIMH B T10JI0XKEHHHA 100 (L1001, 17-
22-KpaTHOE YBEJIHYECHHE PE3UCTEHTHOCTH) | JIM3MHA HA aclaparu B MOJOKCHUH 103 (K103N,
18-33-kpaTHoe yBeiMueHHe pesucTeHTHOCTH). bonmee wem 100-kpaTHOE yMEHBLICHHE
BOCIIPUMMYMBOCTH BHPYCOB K IpernapaTy HalJIFo[aoch B OTHOIIECHUH pasnoBuaHocTet BUY,
skcnpeccupyrommux 3ameHy K103N B omo/iHeHHe K APYTMM aMHHOKHCIIOTHBIM 3aMEHaM B T
3amena K103N sBisinacs Haubonee dacto HabogaeMoii 3ameHol B OT BHPYCHBIX IITAMMOB,
TOTy4YeHHBIX OT MAIMEHTOB, Y KOTOPBIX HAOJI0AI0Ch CYIIECTBEHHOE yBEIUYCHUE KOINYCCTBA
BUPYCHBIX YacTHIl B IUIa3Me KPOBU (BO3BpaTHas BMPEMHs) B KIMHHYECKHMX MCCIICOBAHHUAX
NpUMeHeHHs >GaBhpensa B KOMOHHALMH C HHIMHABUPOM I B KOMOMHAIIMH C 3UJIOBY IMHOM H
namuByaMHOM. JlanHas Mytauus HaOmonamack y 90% mamueHToB ¢ HedPHEeKTUBHOCTHIO
tepanuu ddasupeH3oM. Tak e, XOTs W pexe, U 4YacTo TOJIBKO B xombunammu ¢ K103N,
naGmonanuch 3amensl B OT B mosnoxenusix 98, 100, 101, 108, 138, 188, 190 u 225. Tun
AMHHOKHCJIOTHBIX 3aMeH B OT, CBA3aHHBIX C YCTOWYHBOCTBIO K d(aBUpPEH3y, HE 3aBUCEN OT

JPYTHX MPOTHBOBUPYCHBIX TIPENAPATOB, IPUMEHSBIINXCS B KOMOUHALMH € 9)aBHPEH3OM.



IlepexpecTHasi pe3HCTEHTHOCTD

M3yuenue npoduieil mepeKpecTHOH Pe3NCTEHTHOCTH d(aBUpeH3a, HEBUPAIUHA U JCTIaBUPANHA
Ha KJIETOYHBIX KyJIbTypax mokasaio, 4ro 3aMena K103N npuBouT K MoTepe BOCIPUAMYHBOCTH
ko BceM TpeM HHUOT. [[Ba u3 TpeX HCCIENOBAHHBIX JIEJABUPINH-YCTONYMBBIX KIMHHICCKHX
M30JITOB 00JIafaif TepeKpPeCTHON PEe3UCTEHTHOCTHIO K 3(haBUpeH3y M COIACPKAIH 3aMCHY
K103N. Tperuit u3onar, umeromuii 3avery B OT B mosumuu 236, He obnazan MEPEKPECTHON
PE3UCTEHTHOCTBIO K d(aBUPEH3Y.

BHpyCHBIE M30IAThI, BBIIEIEHHBIC W3 MOHOHYKIEApOB MEPU(EPHIECCKOH KPOBH NALHUCHTOB,
BIJTIOYCHHBIX B KJIMHMYECKHE WCCICIOBAaHMS >(aBupeH3a, y KOTOpBIX Tepanus Oblia
Hea(pexThBHA (BO3BpaTHAS BHPEMHs), ObLIM UCCIIEIOBAHBI B OTHOMIEHWH BOCIPHUMYHBOCTH K
HHUOT. Tpumaauath H30JSTOB, KOTOPbIE IIPEIBAPUTENHHO OBUIM OXapaKTEPU3OBAHBI KaK
ycToluMBbIE K 3(haBUPEH3y, OKA3aIUCh TAKXKE YCTOWYMBBIMU K HEBMpANWHY W JCTaBHPJIAHY.
O6HapyXuiIoch, 4To math u3 31ux ycroiuumeix Kk HHUOT wusonsaros conepain 3ameHy
KI103N wiu 3ameHy BadiHa Ha wu3oneduun B nosumum 108 (V108I) B OT. Cpenu
[IPOTECTHPOBAHHBIX H30JATOB rocie Hedh(heKTHBHOH Tepann 3(haBHPEH30M TpH H30JTa
OCTaJIMCh YyBCTBUTEILHBIMU K 9()aBHpPEH3Y Ha KIIETOYHBIX KyJIbTYpaxX.

BeposTHOCTh MEPEKPECTHON PE3UCTEHTHOCTH MEXTY I()aBUPEH30M 1 HHTHOMTOPAMH IPOTEa3bl
BUY sBasercss HU3KOM BCIEACTBHE pA3IMYHBIX YYacTKOB CBSI3bIBAaHMA C MHIICHBIO H

pa3JInYHbIX MEXaHNU3MOB JICUCTBUSL.

DapmMaKoKuUHemuKka

BcacbhiBanne

Y 370poBBIX 106POBONIBIEB MakckuMaribHas KoHIeHTpaus (Cmax) dpaBupensa B I1a3Me KpoBH
1,6-9,1 MKMOJIB/JI JOCTHrazach 4epe3 5 4 Mocje OJHOKPATHOro NpHeMa BHYTpPh Mpernapara B
noszax or 100 mo 1600 mr. Jo3o3aBucumoe yBenudeHHe Cmax M IUIOMAIM TOJ KPHUBOH
«xonnenrpanusa-spems» (AUC) Habmonanock Ipy npremMe npenapara B 103ax J10 1600 mr; ipu
3TOM He HaGIIOaNoch J030MPONOPIHOHATBLHOIO YBEIMUCHUs JaHHBIX MOKa3aTeseH, M0ITOMY
MOYXHO IIPEIIONOKNTh, YTO TIpH GoJlee BBICOKMX J03aX BCACHIBAHHE YMEHbLIAeTCs. Bpems
noctrkeHuss Cmax B ITa3Me KpoBH (3-5 4) HE H3MEHSJIOCH IOCJIE MHOIOKPAaTHOIO IMpHeMa
TperiapaTa, a pPaBHOBECHAs KOHIIEHTpALWUsI B ILIa3Me KPOBH JIOCTUTANIACH Yepe3 6-7 CyTOK.

V BUY-uHOUMUMPOBAHHBIX MALMEHTOB MPH JOCTHKEHMH pPABHOBECHOH KOHLEHTPAIUH
mpenapata B ITa3Me KpoBH cpejaHue 3HaueHHS Cmax, MHHUMTbHOH KOHUEHTPALUH (Cmin) ¥
AUC 6bumn nuneiins! npu npueme 200 mr, 400 mr u 600 Mr s¢aBupensa 1 pas B cyTku. ¥ 35

TalMeHToB, NpuHUMaBIUX d¢asupens B 103e 600 Mr 1 pa3 B CyTKH, Cmax IPU JOCTHXXCHUH



PaBHOBECHO#H KOHIEHTpauuy coctassna 12,9 + 3,7 MkMois/11, Cmin — 5,6%3,2 Mkmons/1, AUC

— 184473 MxMoIB/1* 4.

Biusinne nuImM Ha BcachbIBaHHE

I[Ipy OJHOKpPAaTHOM TIpHeMe 3J0POBBIMH T0OpOBONBIAMH 3(aBupensa B jgo3e 600 Mr B BHJE
Ta0JIETOK, TIOKPBITBIX MJIEHOYHOH 000I04KOH, BMECTE C MHUILEH C BBICOKMM COJICp)KaHUEM XKUPOB
na6monanock yseanderne AUC Ha 28% U Cmax Ha 79% B CpaBHEHHH C JaHHBIMH [10Ka3aTEIAMH

IIPH TIpHEMe Ipenapara HaToIlak.

Pacnpenesienue

DdaBUpeH3 B BHICOKON CTENEHU CBA3BIBACTCS ¢ OEIKAMH IUIa3Mbl KPOBU (MPUOIU3UTEIBHO HA
99,5 - 99,75%), raBHEIM 06pazoM ¢ ansOymuHoM. Y BUY-1 HHQHUIMPOBAHHEIX MAMEHTOB (N =
9), xoTopble MpuHUMaIH 3aBupen3 B no3ax ot 200 mo 600 mr 1 pa3 B CyTKH B TEYECHHE IO
MeHbIIeH Mepe 1 Mecsa, KOHIEHTpamus dS(aBHpeH3a B CIHMHHOMO3TOBOM JKHIKOCTH
coctaBimsiia or 0,26 mo 1,19% (B cpemnem 0,69%) OT COOTBETCTBYIOIIEH KOHIEHTPAUUH B
miasme KpoBu. J[aHHBIN MOKa3aTesb MPUOIM3UTENBHO B 3 pa3a MPEBbIIIACT KOHIEHTPALHKIO HE

CBsI3aHHOM ¢ Genkamu (cBoOOaHOM) ppakimu 3daBupensa B 1Ia3Me KpPOBH.

MeTabouzm

KiuHuueckre UCCIeI0BaHUS U MCCIICIOBAHUS in Vilro ¢ MCIOIb30BAHHEM MHKPOCOM IICUCHH
Ye/oBeKa IOKa3ald, dYTo 3(aBUpeH3 MeTaboIM3UpyeTcs TIJIaBHBIM 00pa3soM CHCTEMOH
murtoxpoma P450 10 THAPOKCHIMPOBAHHBIX IPOU3BOJHBIX, KOTOPBIE 3aTEM CBS3BIBAIOTCA C
ITIOKYPOHOBOM KHCIIOTOH ¢ 06pa3oBaHUeM IVIIOKYPOHHIOB. B OCHOBHOM, JJaHHBIE META0OIUTHI
HeakTuBHBI B oTHomeHnun BUU-1. WccnenoBanus in vitro MO3BOJIAIOT IPEANOIOKUTH, YTO
miodepmentst  CYP3A4 u  CYP2B6  sBusiioTcss  OCHOBHBIMH  M30(epMEHTaMH,
OCYIIECTBIIAIOMMH MeTabou3M 3(haBupeH3a, U 4To d(aBHPEeH3 MHTHOMPYET M30(EPMEHTHI
2C9, 2C19 u 3A4 cucrempl nuroxpoMa P450. B wucciemoBaHusx in vitro sdaBupeH3 He
uaru6buposan m3opepment CYP2E1 u wunruGuposan usodepmentsl CYP2D6 n CYP1A2
TOJILKO B KOHIIEHTPALKSX, HAMHOTO MPEBBIIIAIOINX TPUMEHAEMBIE B KIIMHHYECKOH MPaKTHKE.
DKcno3uius 3haBupeHsa B IIa3Me KPOBH MOKET YBEIHMUMBATHCA Y MAIIMEHTOB, TOMO3UTOTHBIX
no nomumopdusmy resa G516T uzodepmenta CYP2B6. Kimnuyeckas 3HaAYMMOCTH TaKOTO
U3MEHEHHs] HEM3BECTHA, OJIHAKO HEJb3sl HCKII0YaTh BO3MOMKHOCTh BO3PacCTaHHs PHUCKOB
Pa3BUTHS M YBEJIMUEHHs BRIPAKEHHOCTH HEXeNaTeIbHBIX peakuui s(aBupensa.

Beuto mokaszano, uro sdasupens wunayrupyer uzopepmentsl CYP3A4 u CYP2B6, uyro
MIPUBOJIUT K HHIYKIHUH €ro COOCTBEHHOTO MeTa00IM3Ma, YTO MOXKET KIIMHHYECKH BBIPAXKATEHCS y
HEKOTOPHIX nanueHToB. [Ipu MHOrokpaTHoMm mpueme 3¢asupensa B no3e 200-400 Mr B CyTKH

310POBBIMH I[O6p0BOJILHaMI/I B TeueHue 10 nuew Ha6n10)1ana01> MEHbIIas CTCIICHb KYMYJISAIIUU
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spaBupensza (Ha 22-42% HIKe NpEANoaraéMplX 3HAueHWH) M Oojiee KOPOTKHM TEPUOX
nonyBbIBeieHus - 40-55 4 (mepuojt TOJTyBBIBEICHHS OHOKPATHOM J103bI cocTaByseT 52-76 ).
Taxxke O6bUIO TOKa3aHoO, 4TO ddaBupeH3 HHAYHpyeT wuzohopmy 1Al-ypunuamudocdar-
rimokyporuntpanchepassl (YID-I'TIAL), mostoMy KOHUEHTpalMsl pajiTerpaBUpa, KOTOPBIH
spiseTcs cybcrpatom YIO-I'T1Al, B miasme KpOBH CHHXKAETCS IIPH OJHOBPEMEHHOM
IIPUMEHEHHH C 3(aBUPEH30M.

HecMOTps Ha TO, 4TO B HMCCIENOBAHUSAX N Vitro 3(aBUpeH3 HHTHOMpPOBaT H30(PEPMEHTHI
CYP2C9 u CYP2C19, B wuccinenoBaHusax in vivo HaOMIOJATOCh Kak I[OBBIIIEHUE, TaK H
CHIDKEHHE IKCIIO3MIMK CyOCTPaTOB JaHHBIX (PEPMEHTOB IIPU OJHOBPEMEHHOM NPUMEHEHUH C

s¢aBupenzom. Koneunslii 23 ext 1aHHOro B3aUMOJIECHCTBHS HE YCTAHOBJICH.

BriBenenne

DdaBupeH3 UMeeT OTHOCHTEIILHO OOJBIION MEPHO MOTyBBIBEAECHHS, KOTOPBIH COCTABIIAECT HE
MeHee 52 9 mocjie mpuemMa OJHOKpaTHOH 103kl U 40-55 4 1mociie MHOTOKPAaTHOIO IPUMEHEHHS.
[Tpu6musutensro 14-34% or npuHATON 103bI 3(haBHpeH3a BBHIBOAUTCS MOYKaMH, MeHee 1%

J1O3bI 3(1)aBHpeH3a BBIBOJIUTCS ITOYKAaMH B HCU3MCHCHHOM BHU/IC.

PapMaKOKHHETHKA y 0CO0BIX FPYII MALHEHTOB

Hapyienue d)VHKIII/Iﬁ MNEYCHU

[Ipu oJgHOKpaTHOM TMpHeMe Ipenapara HaOMIOAATOCh JBYKPaTHOE YBEJIMYEHHE IepHoJa
NOJIyBEIBENIEHHs O(aBUpeH3a y OJHOTO TMalMeHTa C THKEIOW CTENEHBIO IE€YCHOYHOM
nenocrarounoctH (kiaace C mo cucreme Yaitna-11pt0), 4T0O yKa3biBaeT Ha NMOBBIIIEHHYIO CTEICHD
KYMYJIIIIMM B TaKUX clydasx. [Ipy MHOrOKpaTHOM IIpHeMe IIpenapara He ObLIO BBISBJICHO
3HAYMMOTO BJIMSAHHUS MOPAKEHHs IeYeHH Ha (papMakOKMHETHKY 3(aBMpeH3a y NALMEHTOB C
JIETKOH CTEMeHBI0 INEeYeHOUHOW HexocTaTouHocTH (kKiacce A mo cucteme Yaitna-ITero) mo
CPaBHEHMIO C TAIl[MeHTaMU KOHTPOJIBHOM TIpynmel. B HacTosiee BpeMs HET JOCTATOYHBIX
JIAHHBIX, YTOOBI C/IEJIaTh BBIBOJ O TOM, BIIHSIOT JIM CPEIHSS U TsDKeas CTENEHb NEYEHOYHOU
Henocrarounocty (kinaccsl B u C mo cucreme Yaitnn-ITei0) Ha apMakoKuHETHKY d(daBUpEH3a
(em. paznen C ocmopooicHocmyio).

Hapymenne dyHKIMH moyex

dapmakokuHeTHKA 3(aBUpEeH3a Y MAIMEHTOB C MOYEYHOW HEJIOCTaTOYHOCTHIO HE H3ydallach,
OJIHAKO B CBSI3M C TEM, YTO B HEM3MEHEHHOM BHJE MOYKAMH BHIBOJUTCS MeHee 1% IpUHATON
036l ddaBupeH3a, HapylmieHHe (YHKIMH IOYEK HE JO/DKHO OKa3blBaTh CYIIECTBEHHOTO
BJIMSIHUS Ha BBIBeZICHUE ddaBupensa (cM. pasznen Ocobvie ykasanus).

[Tos1 1 pacoBast IPUHAICIKHOCTD

Y MyXudH M OKEHIIWH, a TaK)Ke Yy MalHMeHTOB pa3IMYHOH pacoBOH NPHHAIICKHOCTH

HaOJTFOIANTUCh CXO/IHBIe (hapMaKOKHHETHYECKUE ITapaMeTphbl d(aBUpEH3a.



[Toyxuable malueHThl

Kakux-m60 (hapMakOKMHETHUECKHX pa3ivduii y MalMeHToB oT 65 yer u crapme u Goiee
MOJIOJIBIX IAIMEHTOB HE BBIABICHO, XOTS KIMHMYECKHE HCCIeoBaHus dS(aBupeH3a He
BKJIFOYAJIH JIOCTATOYHOTO KOJMYECTBA MAIIUEHTOB OT 65 JIET U CTaplle.
eTH

DdaBupens He u3yyaucs y AeTedl B BO3pacTe 10 3 MeCANEB WM C BECOM MeHee 3,5 KI.
dapMaKOKHHETHYECKHE TOKa3aTen d3QaBUpen3a y AeTel ¥ B3pOC/IbIX ObUIH CXOKHMH.

V 49 nereit, npuHUMaBIIKX (QaBUpeH3 B 103¢, SKBUBaIeHTHOH 600 Mr (71032 pacCYUTHIBAIACH
HCXO/IS U3 Macchl Tena), 3HaueHne Cmax cocTaBmiio 14,1 MkMOIb/1, Cmin — 5,6 MEMOJIB/TT 1 AUC

— 216 MKMOJIB/T*4.

IMOKA3AHUS K IPUMEHEHUIO
B cocraBe KOMOMHMPOBAHHOW TEpaluM Ul JIEYCHHS B3POCIBIX, MOJPOCTKOB W JCTEH,

MH(QUIMPOBAHHBIX BUPYCOM UMMYyHOzeduIuTa uenoseka (BUY-1).

IMPOTUBOITIOKA3AHUSA

e THIEPYYBCTBUTEIBHOCTD K JIOOOMY M3 KOMIIOHEHTOB IperapaTa;

e JleDHIHUT TaKTa3bl, HEEPEHOCHMOCTD JIAKTO3bI, TIOK030-TaIaKTO3HAas MallbabcopoLus;

e [eyeHOYHas HEJOCTaTOYHOCTDH Tskenoi crernenn (knace C no kinaccupukanuu Yai-
IT610) (cM. pasnen Papmaxonozuyeckue céoiicmsa, Papmakokunemuxa y 0cobvlx epynn
nayueHmos);

e JieTH ¢ Maccolt Tena MeHee 32,5 kr (s no3upoBkd 200 Mr), 1€TH ¢ Maccoi Teja MeHee
40 xr (s mo3upoBku 600 mr);

e OJIHOBPEMEHHBIH TpUeM ¢ TepHeHaANHOM, aCTEMU30JIOM, [IH3ATIPUIOM, MHIA30J1aMOM,
TPHA30/1aMOM, [THMO3UIOM, OCNPHAMIOM M aJKalOMJaMH CIOPBIHBM (HampuMep,
SPrOTaMHH, JUTHAPO3PrOTAMUH, OPrOHOBHH WM METHJIDPIOHOBHH), IOCKOJIBKY
KOHKYPEHTHOe B3auMojeiictBue ds¢asuperza ¢ usopepmentom CYP3A4 wmoxer
NPUBECTH K TMOJABJICHUIO MeTaboaM3Ma JaHHBIX IIpernapatoB U IMOSBJICHHIO
NPEANOCHUIOK  JUIss  BO3HAKHOBEHHs CEPBE3HBIX HW/MIM  yIPOXKAIOMMX  JKH3HH
HEXeJIaTeNIbHBIX ABJICHUN (HarpuMep, CepIeYHON apUTMHUH, JUIMTEILHOTO CEIaTHBHOTO
s>bpdexTa MM yYrHeTeHHs IbIXaHus) (CM. pasgen Bsaumooeiicmeue ¢ Opyeumu
JIeKapCmeeHHbIMU CpeoCcmeamu) |

e OJHOBPEMEHHBIN MpHEM ¢ MpernaparaMy/IpoayKTaMHU PacTHTEIBHOTO MPOUCXOKICHHUS,
CoZIepIKalMMHU 3Bepo0Oi MPOBIpsBICHHBIN (Hypericum perforatum), TOCKOJBKY TIpH

9TOM BO3MOXXHO CHM)KCHHUEC KOHIICHTpAalluH 3¢)aBI/IpCH3a B IIJIa3M€ KPOBH U CHHIKEHHUE €T0



KnuHAYeckoro shdekra (cM. pasmen Bsaumooeiicmsue ¢ Opy2umu JieKapcmeeHHbIMU
cpedcmeamu);

ONHOBPEMEHHBIH  IPHEM €  TPa3oNpeBHPOM/I0ACBHPOM  H3-3a  OXKHJAEeMOro
3HAQUMTENIHPHOTO CHUKEHHMS KOHIIEHTPAIMK B IJa3Me KPOBHU I'pa3olpeBHpa U 3j10acBupa.
10T (KT BOHUKAET BCIEACTBUE TOTO, YTO (PaBHPEH3 MHIYLHPYET H30pEPMEHT
CYP3A4 wunu riuukonporeun P (P-gp), 4TO NMPHBOAMT K IOTEPE BHPYCOIOTHYECKON
aKTUBHOCTH (TepaneBTHyeckoro 3¢ dekra) rpasonpesupa/sndacBupa.

Ha3nauenue npenapara nanueHTam:

— [pd HAIMYAH B CEMEHHOM aHaMHe3e CIy4aeB BHE3AHOM CMepTH WM
BpOXIEHHOrO yuiHeHust uHTepBana QTc Ha snekTpokapauorpamMme HIH
JIPYTHX KIMHHYECKUX COCTOSHHMH, COMPOBOXKIAIOIMXCS yUTHHCHHEM HHTEepBala
QTc;

— ¢ KIMHMYECKUMH ITIPOSBIEHUSIMH apUTMHH Cep/illa WM C KIMHHYECKH 3HAYUMOH
OpajvKapavel WM XpOHHYECKON CepaedHON HeJ0CTaTOYHOCTHIO CO CHHKCHHON
dbpaxmmeit BEIOpoca JIEBOTo JKelly1I04Ka B aHAMHE3E;

— ¢ TOKEIBIMH  HApYIICHHAMH  3JIEKTPOJIMTHOro  OajaHca,  Hampumep,
THIIOKIHEMHUEH WM THIIOMAarHUEMHEH.

O/IHOBPEMEHHBIH TIPHEM ¢ MpernapaTaMy, BbI3BIBAIOIIMMHE yJiHHeHHe uHTepBana QTc
(penapaThbl ¢ apUTMOT€HHBIM 3 HEKTOM):

— aHTHapUTMHYECKHe mpenapaThbl kiaaccos IA u IIT;

— HEWpOJIENTHKHU, aHTUICTIPECCAHTBI;

— HEKOTOpble AHTHOMOTHKH, BKJIIOYAs IIpernaparbl, OTHOCSLIMECS K CIICTYIOIIUM
KjaccaM:  MakpoJIMbl, (DTOPXMHOJOHBI, IPOTHBOTPHOKOBHIE  IIPETIapaThl
IIPOU3BO/IHBIE UMU/IA301a U TPHUA30J1a;

— HEKOTOpBlE HECEJaTHBHBIE aHTHIUCTAMHHHBIE Ipernapartbl  (TepdeHanuH,
acTEMH301);

—  [M3aNpumI;

— dekauHum;

— HEKOTOpbIe MPOTHBOMAJISIPUITHBIE ITPENapaThl;

— MCTallOH.

C OCTOPOXHOCTBIO

MMarMUEeHThI, UMCIOIHUE B aHAMHE3C IICUXHUATPHYCCKUEC paCCTpoﬁCTBa, HaXoJsATCs B IPYIIIC
MOBBIIICHHOTO pHUCKAa IO PasBUTHUIO CEPBE3HBIX HEKEIIATCIIBHBIX pCaKHI/Iﬁ CO CTOPOHBI

IICUXUKH,



® [AIMEHTHI C IEYCHOYHOU HEJ0CTATOYHOCTBIO JIETKOH M CPE/IHEH CTEIEHH TSXKECTH;

e [IAl[MEHTHI, IMEIOIIHE CY0POTH (B TOM YUCIIE B aHAMHE3E),

e [AIMEHTHI, IOJyYalONMe COMYTCTBYIOLIME IPOTHBOCYIAOPOXKHBIC —MpemapaTrbl ¢
IPEeMMYIIECTBEHHBIM METa00IM3MOM B IIEYCHH, TaKkHe Kak (EHUTOMH, KapbamasenuH,
(benobapburan, BaiblipoeBas KHCIOTa, BUrabaTpuH (HEOOXOIUMO OCYUIECTBIIATH
HePHOIUIECKHI KOHTPOJIb 38 KOHIIEHTpALUEH B KPOBH);

® OJHOBPEMEHHOE IPUMEHEHHUE C JapyHABUPOM, apTeMeTepoM/TyMe)aHTPHHOM;

* HE pPEKOMEH Ty eTCs COBMECTHOE pPUMEHEHUE s¢aBupensa ¢
BeJmaTacBUpom/cohocOyBUpPOM WIH v BEJINIaTaCBUPOM/BOKCHJIAIIPEBUPOM/
codocOyBHpOM;

® COBMECTHOE MpUMEHEeHHe 3(aBUpeH3a C TIeKapeBUPOM/THOPEHTACBUPOM.

BEPEMEHHOCTD U ITIEPUO/] I'PYIHOI'O BCKAPMJIMBAHUSI

[Ipu neuenuu sdaBuUpeH3oM cleayeT u3derath HacTyIUleHHs OepemeHHocTH. HeoOxommmo
MCIIOJIB30BaTh HAJEKHBIE METOJbl OapbepHON KOHTpALENIMM B COYETAHHH C APYTUMH
MeToJaMM (B TOM 4HCJE IIEpOpalbHble MM JpPyrHe TOPMOHAIBHBIE KOHTPAIIEIITHBEI).
[Tockonbky 3(GaBUpeH3 HWMeEeT JUIMTEJbHBIH MEpHOJ  TIOTyBBIBENEHHUS, HEOOXOIUMO
MCIIOJIb30BAaTh HAJIEKHBIE METOAbl KOHTpAIENIIMA Ha TPOTSDKEHHMHM 12 Hexenb Mocle
TpeKpaleHus Jiedenus hasupensoM. [lepen HavyanoM JjeueHHs 5(QaBUPEH30M IKCHIIHHBL,
CIIOCOOHBIE K JIETOPOIKAEHHUIO, JODKHBI TPONTH TECT Ha OEPEeMEHHOCTh. D(aBUPEH3 HE CIIEIYET
IIPUMEHSTH BO BpeMsi OEPEMEHHOCTH, 32 UCKJIIOUEHHEM CIIy4YaeB, KOrja MoTeHIHaIbHas M0JIb3a
JUIS. MaTepH MPEBBINACT BO3MOXKHBIA PUCK JUIS TUI0/Ia U HET APYTUX albTEPHATHBHBIX METOJIOB
nevenus. Ecau jKeHIMMHA MPUHAMAET 3()aBUpeH3 BO BpeMs [IEPBOro TpEMeECTpa OEPEMEHHOCTH
WM OGepeMEHHOCTh HACTYIaeT BO BpeMs MpPUMEHeHHs d(aBHUpeH3a, OHA JOKHA OBITh
IpeIYIPEekKACHA O TOTEHIIHATIEHOM Bpee UIs II0/A.

He mpoBOIHMIOCH aIeKBATHBIX M KOHTPOJHPYEMBIX KIMHUYECKHUX HCCIIEOBAHHMH C y4aCTHEM
OepeMeHHBIX. B mocTperucTpaiioHHOM Iepro/ie ObUTH TOJYy4YeHb! COOOIIEHUs O NPUMEHEHHH
s(aBupenH3a B cocTaBe KOMOMHHPOBaHHOM aHTHpeTpoBHpycHOU Tepanuu (APBT) B mepsom
TpumecTpe OepeMeHHOCTH. He coo0masoch 0 HaIW4uH CcrHenuuyeckux 0ocoOeHHOCTEH
(YBEJIMYEHHsI YaCTOTHI) TIOPOKOB PA3BHUTHS Y HOBOPOXKICHHBIX. TOIBKO HECKOJIBKO COOOIIEHHH
colmepaitd HWHGOPMALMIO O ClIy4yasX pa3BUTHS He(EeKTOB HEpBHOW TpyOKH, BKIIOYas
MEHHHIOMHUEJIONeNe. DBOJBIIMHCTBO JaHHBIX COOOIMIEHUH OBUTH pPETPOCIEKTUBHBIMH, H
IPUYUHHO-CJICICTBEHHAS CBS3b HE ObLIa H3yUYeHa.

Beu10 MOKa3aHO, 4TO 3haBUPEH3 BBIAEISETCS C TPYAHBIM MOJIOKOM KOpMSAIIMX JXeHIMH. He
UMeeTcsl JocTaTovyHoW uWH(opManmuu o JedcTBuM 3(daBUpeH3a Ha HOBOPOXKICHHBIX H
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mutasieHneB. JKeHIrHaM, TPUHUMAIOINM 3(haBUPEH3 B NEPHOJ JIAKTAILIMH, KOPMJIEHHE I'PYIbIO
He pekoMenayercs. Bo m3bexanue mepemaun BMY nu mpu kakux oOcrosTensctBax BUY-

UHOHUIMPOBAHHBIM MATEPSM HE PEKOMEH/1yeTCs KOPMUTD TPy ABIO.

CITOCOB ITPUMEHEHMUSA U 103bI

BHyTpb, mpenapar peKoMeHIyeTCsl IPUHUMATh IIEPe]l CHOM HaTOIIAK.

[Tprem s¢daBupeH3a BO BpeMs MpHEMa IHIIH MOXKET YBEJIHYHTH HKCIO3HIHUIO 3(haBHpeH3a H
MIPUBECTH K MMOBBIIIEHUIO YaCTOThI HEXKEJIATEIbHBIX PEAKLIHUHI.

Tepanuro 2daBupeH30M JI0JKEH Ha3Ha4YaTh Bpad, HMeroluit onbIT nedenns BUY-undexmn.
D¢aBupeH3 [OUKEH Ha3HAyaTbCsl B KOMOMHALMU C  JPYTHMH  aHTHPETPOBUPYCHBIMU

JICKAPCTBECHHBIMHU CPEICTBAMHU.

B3pociasbie

Ddasupens HazHayaeTcs Mo 600 Mr 1 pa3 B CyTKH B cOCTaBe KOMOMHHUPOBAHHOM TEPAIHH C
uHrHOUTOpamu poteassl BUY n/umm HyKI1€03uIHBIMH HHTHOMTOPaMK 00OpaTHOM TpacKpHIIashl
(HHUOT).

Koppekuus 103

Eciu 3¢daBupeH3 nmpuMeHsieTcsl OJHOBPEMEHHO ¢ BOPHKOHA30JI0M, 11038 BOPHKOHA30JI1a JIOJDKHA
ObITh yBenuueHa 10 400 mMr 2 pasa B CyTKH, a 7032 3¢daBUpeH3a A0/DKHA OBITh yMEHBLIEHA JI0
300 mr 1 pa3 B cytku. [locie mpexpaineHusi Tepaliiid BOPUKOHA30JI0M JIOJDKHA ITPUMEHATHCS
nepBoHavaibHas jo3a shasupenza (600 wmr) (cMm. pasgen Bszaumooleticmeue ¢ Opyeumu
JIEKapCMBEHHbIMU CPeOCMBAMU).

Ecnu ahaBupeH3 npuMeHsieTcsl 0IHOBPEMEHHO ¢ pU(aMIHIIMHOM Y ALMEHTOB ¢ MacCou Telia
50 kr u Gosee, 103a d¢aBupeH3a J0DKHA OBITH yBeauueHa 10 800 mr 1 pa3 B cyTku (M. pasjen

Bsaumooeticmeue ¢ Opy2umu 1eKapcmeeHHbIMU CPeOCmEamu).

IMoapocTkn u 1eTn ¢ Maccoii Tesia 40 kr u GoJiee
Dodasupen3 HazHayaeTcs 1o 600 Mr 1 pa3 B CyTKH B cOCTaBe KOMOMHMPOBaHHOW TEpaluH C

uHruouropamu nporeassl BUY w/wim HUOT.

Jern ot 3-x J1eT ¢ Maccoii Tesia ot 32,5 no 40 kr*
PexomeHanuu 1Mo npuMeHEHHUIO d(aBupeH3a B KOMOWHAIMKA ¢ HHrHOUTOpoM mpoTeass: BUU
w/umi HUOT npencrasiens: B Tabmuie 1. DdaBupen3 MoxkeT Ha3HAYaThCs TOJIBKO TEM JIETSM,

KOTOPBIE MOTYT IPOTJIaThIBATh TAOJIETKH.

Ta6smua 1. lo3bl A5 neTeii npu Ha3HAYeHUH Y(aBHpPEH3a O/IHH Pa3 B CyTKH*

Macca Tena (kr) Jo3a 3¢aBupensa (Mr)
32,5-40 400
Ot 40 u Gostee 600




ITanueHTHI ¢ MOYe4HON HEI0CTATOYHOCTHIO

dapMakoKkrHETHKA 3(aBUpeH3a y MAIMEHTOB C MMOYEYHOH HEIOCTATOUYHOCTHIO HE M3ydaslach,
OJIHaKO, B CBSI3H C TE€M, YTO B HEM3MEHEHHOM BH/E NOYKaMH BbLIeisieTcs MeHee 1% 03Bl
s¢aBupen3a, HapyleHue QyHKIMU MOYEeK HE JOKHO OKa3bIBaTh CYLIECTBEHHOIO BIIMSHHS Ha

BBIBeICHHE ddaBupensa (cM. paznen Ocobble ykazanus).

ITanmeHTHI ¢ IEYEeHOYHOH HEI0CTATOYHOCTHIO

V manueHToB ¢ 3a00JIeBaHUSMHE [IEUYCHHU JIETKOM CTEIICHU TSHKECTH KOPPEKIHHU 1036l 3daBUpeH3a
He TpeOyetcs. [Ipu 3TOM mamMeHTHI JOJKHBI THIATEIbHO HAOMIONATHCS HA MPEAMET Pa3BHTHS
HEKENATEIbHBIX peakiui, OCOOEHHO CO CTOPOHBI HEPBHOW CHUCTEMBI (CM. pa3JIelibl
IIpomuseonoxazanus u Ocobvie yKazanus).

He pexomenayeTcs nmpuMeHeHHE d(aBUpeH3a y MAlMEHTOB C IEYEHOYHOHW HEI0CTaTOYHOCTHIO
Cpe/HEe# CTeNeHH TSHKECTH, MOCKOJIbKY Ha JaHHBIH MOMEHT BPEMEHHU HEIOCTaTOYHO JaHHBIX,

YTOOBI YCTAaHOBHUTH, HY)KHA JIM B TAKUX CJTy4dasaX KOPPEKIHUS A03bI.

INOBOYHOE JENCTBUE

O6muit npoduan 6e3onacHocTH

B menoM sdaBupeH3 XOpouo MepeHOCHINICS B KIMHHYECKHUX HCCIeoBaHUAX. B moxarpymme
NalMEeHTOB, NPUHUMABIIKMX d(aBupen3 B jgo3e 600 mr 1 pa3 B cyTkM B KOMOMHALMH C
uHruduropamu nporeassl BUY w/wm HUOT, nauGonee yacteivu (1o MeHbled mepe y 5%
MAlMEHTOB) HEXKEIATeIbHBIMK PEAKIIUSIMHA KaK MUHUMYM CpeIHEH TsHKECTH ObLIM KOJKHAsl ChIITb
(11,6%), ronoBokpyxenue (8,5%), Tomnuora (8,0%), ronoBHas Gosb (5,7%) ¥ MOBHIICHHAS
yTOMJIsIeMOCTh (5,5%).

Haunbosnee 3aMeTHBHIMH HEXKeNaTeIbHBIMH SIBJICHHSIMH, CBS3aHHBIMH C IPHEMOM 3(aBHpEH3a,
SIBJISUTUCH KOJKHAsl CHINTb ¥ CHMIITOMBI CO CTOPOHBI HEPBHOM cHcTeMbl. CHMIITOMBI CO CTOPOHBI
HEpBHOW CHUCTEeMBI OOBIMHO TMOSBISLUTUCH BCKOpE IIOC/IE Hayajla TepalMy M, KaK IPaBUIIO,
MCUe3ali TOoCIIe NMEePBBIX 2-4 Helelb Tepanuu. Takke y MalieHToB, IPUHUMABIINX d(QaBUPEH3,
HaOJTIOIAIMCh TSOKENbIE PEaKIU| CO CTOPOHBI KOXH, Takue Kak cuHapoMm CtuBeHca-/[koHCOHA
U MHOroOpMHasi SKCCyJaTUBHAs OJpUTEMA; HAPYIICHHS IICHXHUKH, BKIIOYAs TOKEIYIO
JIETIPECCHI0, CMEpPTh BCJICJACTBHE CYHMIIMJIAa M IICHXO030M0A00HOE IOBEJICHHE, a TaKKe
CYZIOPOIKHBIE TTPHITAIKH.

[Ipn npumeHeHnu >¢aBUpeH3a OJHOBPEMEHHO C THINEH MOXKET yBETMYMBATHCS CHCTEMHAs
9KCHO3MLHUs 3haBUpPEH3a, YTO MOXET IPUBOJUTH K YBEJIMYEHUIO YAaCTOTHI HEXKEJIaTebHBIX
peakuuii (cM. pazaen Ocodvie ykazanus).

[Tpoduns GezomacHOCTH TPH UTMTETBHOW TepanuH, BKIIOYABIIECH 3(paBHPEH3, OIEHHBAIH B

X0Ze KOHTPOJIUPYEMOTO HUCCIIEIOBAHMS, B KOTOPOM MAI[MEHTHI IPUHAMATH JTUO0 dhaBUpeH3 +
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3UIOBY/IMH + TamMuByMH B Tedenue 180 Henenn, mubo spaBupens + HHANHABAD B TEUCHUE 102
HesleNb, MO0 WHIAMHABHD + 3WJIOBYAMH + JaMMBYIHH B TeueHne 76 Henmenb. JMTeNnbHOE
npuMeHeHHe S(aBUpeH3a B XOJe JAHHOIO MCCIICJIOBaHHs HE CONPOBOXKAAIOCH NMOSBICHHEM
KaKUX-TM00 HOBBIX JaHHBIX IO O€3011aCHOCTH.

Huke nNpHMBEIEHBI CPEIHETSDKENbIE M TsDKENble HEXeNaTelIbHpIE PEaKlud, B OTHOMICHHH
KOTOPBIX OblIa YCTaHOBJIEHA BO3MOJXKHAs IPUYMHHO-CIIC/ICTBEHHAS CBA3b C NMPUMCHSBIINMCA
peskiMoM  Tepamuu (10 MHEHHMIO HMCCle[oBaTeneil) M KOTOpble HabIIONAlUCh B XOJ€
KIMHAYECKUX WCCIEOBaHUH d(aBupeH3a, IPUMEHSBIIETOCS B PEKOMEHIOBAHHOM 03¢ B
cocraBe komOuHUpoBaHHOH APBT.

Kypcusom 6bi0enenbl HEXelATelbHble SBICHUS, KOTOpble OBUTM 3aperMCTPUPOBAHBI B
MOCTPETUCTPALMOHHBIN [IepHO TpHMEHeHHs >(paBUpeH3a B COCTaBe KOMOWHUPOBAHHOM
TEparuy.

YacToTa HEXeNaTeNbHBIX SBICHUH NpHUBEIEHA M0 Cieayromei KiaccupuKkainuu: 04eHb 4acTo
(>1/10); wacro (>1/100, <1/10); mewacto (>1/1000, <1/100); peaxo (>1/10000, <1/1000); oueHb
pexaxo (<1/10000).

HapyeHusi co CTOpOHBL HMMYHHOW CUCTEMBL:

® HEYacTO: rHIepyyBCTBUTECIIBHOCTD.

HapyiieHusi co CTOpOHBI oOMeHa BEIIECTB U MUTAHUSA:

e 4aCTO: PHIIEPTPUIIMIEPHIEMHS ;

® HCYaCTO: I‘I/Il'IerOJ'ICCTepPIHeMI/ISIl.

HapyiieHus NCUXUKM:

¢ YACTO: MATONOrMYECKUE CHOBH/ICHHS, GECIIOKOHACTBO, IeTIpeccHst, GeCCOHHHIA ;

e HEYaCTO: CKIOHHOCTH K a(eKTy, arpecCHBHOCTb, CIlyTAHHOCTh CO3HAHMS, HACTPOCHHE
CO CKJIOHHOCTBIO K SH(OpPHH, TAUTIONMHALKMHA, MAHHs, apaHOHMIATbHOE IOBEICHHE,
ncuxo3*, CyMIMIaNbHAS TOMBITKA, CyHIMAAIbHbIC HAMEPEHHS;

e pelko: Gped’, Heepoz’, cuepmy 6credcmeue cyuyuoa’’.

Hapy1eHusi co CTOpOHBI HEPBHOM CUCTEMBI:

®  YaCTO: HAPYULeHUS. MO3JICEUKOBOU KOOPOUHAYUU U pasrosecus®, PaccTPOMCTBO BHIMAHHS
(3,6%), ronosokpyxkenue (8,5%), ronoBusle 6omu (5,7%), COHIMBOCTD (2,0%)";

e HEYacTO: TPEBOKHOE BO3OYIXKICHHE, AMHE3Ws, AaTaKchs, HapyIICHHEe KOOpIHHALUH
JIBHYKEHHUIA, CYI0OPOTH, HAPYIIIEHHE MBIILIEHUS, mpemop”.

HapymeHusi co CTOpOHBI OpraHa 3peHus:

® HEYacTO: HEYCTKOCTH 3PUTEIIBHOTO BOCIIPUATHS.

HapylieHus: co CTOPOHBI OpraHa ciyxa U JTaOMPHUHTHBIC HAPYILICHUS:

e HEYACTO: WiYM 6 YULaX>, BEPTHTO.
11



HapylieHue co CTOPOHBI COCY/IOB:

® HEYACTO: «NPUIUBbL) KPOBU K KOIHCE Jzuuaz.

HapyleHust co CTOPOHBI XKETYI0YHO-KUIIIEYHOr'0 TPaKTa.

e yacTo: 00JIH B JKUBOTE, n1Uapes, TOIIHOTa, PBOTA,
® HCYACTO: ITAaHKPCATHUT.

Hapyienust co CTOPOHbBI IEYEHH Y KEJTYEBBIBOIAIINX IyTEH:

® y4acTo: TOBBIIEHHE aKTHBHOCTH acriapratamusotpancdepasst  (ACT)',
anannaamunotpancdepasbl (AJIT)! i ravma-rmyrammirpancdepasst (ITT)';

® HEYACTO: OCTPBIN TEMATHT;

o DEJIKO: neyeHOuHas HedOCMamoYHOCmb™ .

Hapymienusi co CTOPOHBI KOYKU U ITOJIKOKHBIX TKAHEH:

e 04YeHb 4acTo: KoxkHas chimb (11,6%)1;

® YaCcTO: KOKHBIN 3y,

e HeyacTo: MHOroopMHast KCCyaTUBHAs dSpUTEMA, CHHIAPOM Crusenca-J[xoHcona';
® penKo: homoaniepudecKkull Oepmamum?.

HapyieHus: co CTOPOHBI ITOJIOBBIX OPraHoB U MOJIOYHOM JKEeJIE3bl:

® HEYACTO: TMHCKOMACTHS.

OO011Me paccTporCTBA:

® YaCTO: MOBBINICHHAS YTOMIISIEMOCTb.

' — Bonee noapo6HOE ONMMCAHHUE CM. HUKE.

2 _ JlaHHBIE HeXeaTeIbHbIe PEaKIMK ObUIH 3aUKCHPOBAHBI B IIOCTPEIUCTPALIMOHHBIA TIEPHO
HaOJIIOJICHNUS; YacTOTy 3THX PEaKLHUi OINpeelsli, UCIIOIb3Ysl JaHHbIe, TIOTy4YeHHbIE B X01e 16
KJIMHHYECKUX MCClIeI0BaHuit (yuyacTBoBaIU 3969 mannueHToB).

3 — DT HexelaTeldbHblE PEaKIUM ObUIM 3a(MKCHPOBAHBI B IOCTPETHCTPALIMOHHBIA IEPHOJ
HaOIIOJIEHHs, OJHAKO y TMAIWEHTOB, NPHHMUMABIIMX 3(aBUpeH3 B Xole 16 KIMHMYECKHX
HCCIIEI0BaHM, 0 HUX HE COO0INAIOCh KakK O SBJICHUSX, CBSI3aHHBIX C IPUMEHEHHUEM IIperapara.
B cooTBeTCcTBHHM ¢ KiacCH(UKAIUEH 110 YaCcTOTE 3TU MOOOYHBIE SBICHUS OBUIM PAaclEHEHBI KaK
HaOJIIOJaBIIAeCs «PeKo» (Ha OCHOBAHMM OIIEHKH BEepXHEH rpaHuubl 95% I0BEpHTEIHHOTO
uHTepBana Juia 0 SBJICHHI B pacyeTe Ha KOJMYECTBO MAI[MEHTOB, MIPHHHUMABIINX 3(aBHpeH3 B

XO0/JIe YKa3aHHBIX KJIMHUYECKUX UcciieoBaHui (n = 3969)).

OnucaHue 0TAeJIbHBIX HeKeJlaTeJIbHbIX peammﬁ

KoHas cbinb

B Xoxe KIMHHMYECKHX MCCIEIOBAaHUN KOXHAs ChIlb HaOmoganach y 26% mNanueHToB,

npuHUMaBIIUX 3¢aBupen3 B go3ze 600 Mmr, mo cpaBHeHHIO ¢ 17% NanMeHTOB B KOHTPOJIBbHBIX
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rpynmnax. Y 18% NanueHToB KOXkHas CHINb ObLIa CBA3aHA C MPUEMOM d(haBUpeH3a, IIPH 3TOM Y
1,7% TalMeHTOB IpHeM IIpenapara ObUI IPeKpallleH W3-3a MOsBIECHUs KOXHOH chiy. HacToTa
pasBUTHA MHOrOGOPMHOM 9SKCCyJaTHBHOM sputeMbl M cunjapoma Cruenca-/DkOHCOHA
cocraBmiia npumepHo 0,1%.

Cry4au KOXHOM CHIIK 3apeructpupoBaHbl y 59 u3 182 nereii (32%), monydaBiiuX JCYCHHE
3(aBUPEH30M B 3 KIMHMYECKUX MCCIIEI0BAHUAX CPEIHEH IPOOIKUTENbHOCTRIO 123 Henenu. Y
6 nmeteii ceImb ObUIa TsHKenoi. Ilepen HauanoM Teparuy 3GaBUPEH30M y JeTell UM MOXET OBITh
PEKOMEH/IOBAHA COOTBETCTBYIOIIAs AHTUIUCTAMHHHAS Tepanus B KayecTBE IPO(HIAKTHKA.
O6BIuHO pa3BUBAIOTCS €1a00 MM YMEPEHHO BBIPOKEHHBIE MAaKyJIOTAIyJIC3HBIC KOMKHBIC
BBICHINIAHKSI, KOTOPBIE TOSIBIISAIOTCS B TEYEHHE IEPBBIX JBYX HEIENIb IOCIE Hayajla Tepanuu
>(haBupen3oM. Y OOJBIIMHCTBA MAIMEHTOB KOKHAs ChIITb HCYE3aeT MPH MPOJIODKECHHH TEPaAIHH
3}aBUpPEH30M B TEYEHHE OJHOro Mecsa. D(paBUPeH3 MOXKET ObITh MOBTOPHO HAa3HAYCH
MalMeHTaM, KOTOpble NPEKpaTHIM ero IpUeM W3-3a TOSBICHHS KOXHOH cpim. Ilpu
BO300HOBIICHHH Tepanuy 3()aBUPEH30M PEKOMEH/YETCs TakKe MPUHUMATh COOTBETCTBYIOMINE
610KaTopbl Hi-rucTaMHHOBBIX PELENTOPOB U/MIH KOPTHKOCTEPOHU/IBL.

MMeeTcst OrpaHUYEHHBIH OINBIT MPUMEHEHHs d(aBUpeH3a y MAIMCHTOB, KOTOPbIC NPEKPATHIIH
Tepanmuio JPYrMMH aHTHPETpOBUpYCHbIMH mpemapatamu 13 rpynmel  HHMOT. Yacrora
PEIM/INBA KOKHOM CBIIH MOCIIE TIepexo/ia ¢ Tepartiy HEBUPAITMHOM Ha TEPAIHIO 9()aBUPEH30M, B
OCHOBHOM OIICHEHHAs 110 OIyOIHKOBAHHBIM PETPOCIIEKTUBHBIM JaHHBIM, cocTaBua oT 13% 1o
18%, M COTIOCTaBHMA C YaCTOTOM, BBIABJIEHHOW y MAlMEHTOB, IPHHAMABIINX 3(aBUpPEH3 B XO/IE
KJIMHWYECKUX MCCIIeI0BaHui (cM. pasnen Ocobvle ykazanus).

CHUMITOMBI CO CTOPOHBI ICUXUKH

VY  HEKOTOPBIX MAlWEHTOB, NPUHAMABIIKX  3(aBupeH3, HaOMIOJATNCH  CEPbE3HBIC
HEKeJaTeIbHbIE SBJIIEHHS CO CTOPOHBI TCHUXUKU. B KOHTpOJIMpPYEMBIX KIHMHUYECKHX
HCCIIeIOBAaHHUSIX YAaCTOTa BO3HMKHOBEHHMS OTEJIBHBIX CEPhE3HBIX HEXKENIATEIbHBIX ABJICHHH CO
CTOPOHBI TICHXHKHM ObLTa CJIEAYIOINel: Tshkenas jenpeccus 1,6% B rpymme MalHeHTOB,
npuHuMaBmux Kombuuuposanuyio APBT ¢ sdasupensom u 0,6% B KOHTPOJIBHOM Tpyrmme
NAalMEHTOB, Cyuluaaibable Hamepenus 0,6% u 0,3%, cyunuaaabHbIe TONBITKH 0€3 JIETATbHOTO
ucxona 0,4% u 0%, arpeccusHoe nosenerue 0,4% u 0,3%, napaHounansHele peakuud 0,4% u
0,3%, manunaxanbuble peakuu 0,1% u 0% cOOTBETCTBEHHO.

[TaruenTsl, MMEIOIME B aHAMHE3e IICHXHYECKHE pacCTpOWCTBA, HAXOIATCA B TpyIIe
MOBBIIIEHHOTO PUCKA MO Pa3BUTHIO JAHHBIX CEPHbE3HBIX HEXKEJIATEIbHBIX SABJICHUH CO CTOPOHBI
MICUXUKH C 9aCTOTON BO3HHMKHOBEHHMs KaXXJIOTO M3 BHINIENEPEUHCIICHHBIX sSBIeHUH oT 0,3% s

MaHHaKaJIbHBIX peakuuit 10 2,0% Ui TsDKEeION JeNpeccMd M CyMIHJAILHBIX HaMEpPEeHHH.
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Takke B MOCTPEruCTpalMOHHOM IIEPUOJE IOJYHYEHbI COOOLIEHHS O CIydasx CMEpTH B
pe3yibTaTe CyuImaa, OpeloBBIX pacCTPONUCTBAX U NMCHX030I0J00HOM ITOBE/ICHUH.

CUMIITOMBI CO CTOPOHBEI HEPBHOM CHCTEMEI

VY nanueHToB, NpuHUMAaBIIMX HdaBupeH3 B g03e 600 Mr B paMKax KOHTPOJIHMPYEMBIX
KJIMHUYECKUX HCCIE0OBAaHUN, 4YacTo HAONIOJATNCh CIEAyIOIIHEe HeXeTaTe/bHble pPeaKIMu:
rOJIOBOKpY)KE€HHE, OECCOHHHMIIA, COHJIMBOCTh, PACCTPOWCTBO BHUMAHHS, KOIIMapHBIE
cHoBU/leHMs. Taxke HaOMIOZaMMCh W JpyTHe HexXenareslbHble sBiIeHUS. CperHeTsKenble U
TSDKEJTIble CUMIITOMBI CO CTOPOHBI HEpBHOM cucTteMbl Habmogamucs y 19% (tsoxensie - y 2%)
MAllMEHTOB, TOrJa KaK y MAaIlMeHTOB, MOJYYaBIIMX KOHTPOJBbHYIO TEpaNuIO, 3TOT IOKa3aTellb
cocraBusl 9% (Tsokenbie - y 1%). B Xome KiIMHMUYECKHX HCcaeloBaHUNH 2% MalUEHTOB,
IPUHUMABIIUX 3(aBUpPEH3, IPEKPATHIN TEPAITHIO W3-3a BHIIIEYKA3aHHBIX CHMIITOMOB.
CHUMITOMBI CO CTOPOHBI HEPBHOM CHCTEMBI OOBIYHO HAOMIOJATHCh B TEYEHHE IIEPBOIO HIIHA
BTOPOTO JIHs IIOCJIe Havasa Teparniy U B OOJIBIIHHCTBE CIIy4aeB HCUe3ald B TEUEHHE NePBhIX 2-4
Helenb. B uccnenoBanuu ¢ yyacTueM HEeMH(DUIMPOBAHHBIX T0OPOBOJIBLEB PENPE3CHTATUBHBIA
CHMIITOM CO CTOPOHBI HEpBHOH CHCTEMbl BO3HHKal B CpelHeM uepe3 | 4 mocie mnpueMa
npenapara U JUIHICS B cpefHeM 3 4. CUMIITOMBI CO CTOPOHBI HEPBHOH CHCTEMBI Pa3BUBAIUCH
yaie, ecyii 3(haBUpeH3 NMPUHUMATIM BO BpeMs IpHeMa MUIH. Bo3MOXHO, 3TO 00yCIOBIEHO
TIOBBIIIEHUEM KOHIIEHTpaluK 3(paBUpeH3a B IUIa3Me KPOBH B TAaKUX YCJIOBUSX (CM. pasaena
Dapmakoxunemuxa). JIns yaydlieHWs TEPEHOCUMOCTH Iperapara B OTHOLICHHH JIaHHBIX
CHMIITOMOB B TEUEHHUE IEPBLIX HEJENIb TEPANUM PEKOMEHAYeTCsl IPUHUMATH IIpernapaT mepej
CHOM. DTOT pPEeXUM IIpHeMa pPEeKOMEHJIYeTCS W TeM ITallHeHTaM, y KOTOPBIX IPOIOJIKAIOT
HaOJTI01aThCs TaHHBIE CUMIITOMBI (CM. pazniest Cnocob npumeHeHus u 003bl).

CHukenue 103bI WM JpOOHBIA HpUEM CYTOYHOH [103bI OOBIYHO HE JAKOT OJIAarONPHITHOTO
s dexra.

AHanu3 JaHHBIX M0 JUIMTEIBHOMY NPHMEHEHHUIO Iperapara IMokaszajl, 4To mnocie 24 Helelb
TEpallMM YacTOTa BIEPBBIE BO3HUKIIMX CHMIITOMOB CO CTOPOHBI HEPBHOM CHUCTEMBI Yy
NalMEHTOB, IPUHUMABIINX 3(aBUpeH3, ObUla B 1IEJIOM CXOJHOH C TaKOBOH B KOHTPOJBHON
rpymnrme.

[leyeHOYHAss HEOCTATOYHOCTE

B mocTperucrpanuonssii nepuoa HabMrOAeHHS OBUIO 3aperHCTPHPOBAHO HECKOJBKO CITydYaeB
NICYEHOYHON HEI0CTaTOYHOCTH, BKJIIOYasi ciiydyan Oe3 ykasaHWi Ha 3a00JIeBaHUs TEYCHH B
aHaMHese, a TaKke 0e3 IpyTuX BBIIBIEHHBIX (PaKTOPOB PUCKA.

VKa3aHHBIE CllyyaW XapaKT€PU30BAIUCh MOJHHEHOCHBIM TEYEHHEM; B DA€ CIIy4aesn

HOTpC6OBa.HaCI> TpaHCIIaHTAIlUA IMCYCHU UIIH coo01manoce o CMEPTH MMallUCHTA.
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CI/IH}IDOM BOCCTAHOBJICHUSI HMMVYHHUTETA

Y BUY-uHQUIMPOBAaHHBIX NMAIMEHTOB C TSUKEIBIM UMMYHOIC(HHIIMTOM B Hayase MpPOBEIEHHS
xoMOuHHpoBaHHOH APBT MOXeT MOBBICHTBCS PUCK BO3HHKHOBEHHS BOCHIAJIUTELHBIX PEaKIUii
Ha HEAaKTHUBHBIE WJIM OCTATOYHBIE ONINOPTYHHUCTHYeCKHEe HHpeKkimu (cM. pazmen Ocobbie
VKa3anus).

Jlunoguctpodus U MeTaboIHIYECKHE HAapYIICHUA

Kombunuposannas APBT acconmmpyercst ¢ mepepacnpeeneHHeM >XHPOBOW TKaHHM Tela
(mumomuctpoduert) y  BUY-uHuuuMpoBaHHBIX — MAIMEHTOB,  BKJIKOYAsd  MCTOINEHHE
nepupepuueckoil M JIMLIEBOW  TOIKOXKHO-)KMPOBOM  KJIETYAaTKHM, €€ HAKOIUIEHHE BO
BHY TPUOPIOIIMHHOM IIPOCTPAHCTBE, BHYTPEHHUX OpraHax, 3aJHell 4acTH meu («ropd OynBosiay)
U THIEPTPO(HIO IPYIHBIX KeJIe3.

KomOunupoBannas APBT wMmoxer Bb3BaTh MeTabo/MMUYeCKHe HapyUIEHHs, TaKHe Kak
TUINIEPTPUTITULIEPUICMHUS, TUIIEPXOJIECTEPUHEMUS, UHCYJTMHOBAs PE3UCTEHTHOCTb,
THIIEPIIIMKEMUS ¥ THIIEpIaKTaTeMus (cM. pasaen Ocodvle ykazanus).

OcteoHekpos

Habmonanuck ciryyan oCcTeOHEKpo3a, IMPEUMYIIECTBEHHO Y MAIMEHTOB ¢ XOPOIIO M3BECTHHIMH
(akTopamu pucka, ¢ JmTensHoi BUU-undexuueit, a Takxke y MalueHToB, KOTOPBIE JUIATEILHO
npuHUMaIM KoMOuHupoBaHHYI0 APBT. Oxnako wactoTa 3TOro OCIO0KHEHHS HE YCTAHOBIIEHA
(cM. pazzen Ocobvie ykasanus).

JlaGoparopHsble moka3areiau

«llevenounvien epmenmol

[Toseimenue axtuBHocTH ACT m AJIT Gonee 4yem B 5 pa3 Bbllle BEpXHEH IPAHMILI HOPMBI
(BI'H) mabmonanocs y 3% mnamuentoB u3 1008, npurumasmux >¢pasupens B n03e 600 Mr B
cytku (5-8% mnpu mrensHoii APBT ¢ adaBupensoMm). AHaJOrHYHOE MOBBIIICHUE
HaOMoaloch y TAMEHTOB KOHTPOJBHOW rpymmsl (5% mnpu umrensHoii APBT  Ges
s¢asupensa). [Tosbmenne akruroct I'TT Gonee yem B 5 pas Beimte BI'H naGmonanocs y 4%
BCEX MalUEeHTOB, npuHUMaBmux 600 Mr sdaBupensa, u y 1,5-2% nanneHToB U3 KOHTPOJIBLHOM
rpynmsl (7% npu jumrensHoit APBT ¢ adaBupensom u 3% npu umrensHoir APBT Ges
sbasupensa). M3ommposanHoe nosbimeHre aktuBHOCTH [TT y manuMeHTOB, MPUHMMAIOIIMX
3(haBUpeH3, MOXKET yKa3hlBaTh HA HHIYKIHIO PEPMEHTOB. B KIMHHUECKOM HCCIIEI0BAHMH TIPH
amatensHo APBT okono 1% manmeHToB B KaXI0i H3yd4aeMoii IpyIine NpeKpaTHId TEPAITHIO B
CBSI3H C HAPYIIECHUSIMHU CO CTOPOHBI IEUSHHU M KEITYEBBIBOIAIIMX Ty TEH.

Amunasa

ACHMIITOMaTHYECKOE YBEIHYEHHEe aKTHBHOCTH aMHJIa3bl B CBIBOPOTKE KPOBH, Gosiee yeM B 1,5

pasa npebnuatomee BI'H, 6bu10 BbIABIEHO y 10% manueHToB, MpUHUMABIIAX 3(GaBUPEH3, H Y
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6% TaAIMEeHTOB KOHTPOJBHBIX rpymm. KiuHMuYeckoe 3HaueHHe acCHMIITOMATHYECKOro
TIOBBIIIEHUS] AKTUBHOCTH aMHJIa3bl B CBIBOPOTKE KPOBU HEU3BECTHO.

JTunuowi

[ToBeimienne kouieHTpanuu obmero xonectepura (OXC) na 10-20% nabmopanoch y
HeMH(QUIMPOBAHHBIX  IOOpOBOJIBLIEB, TNPHHUMABIIUX  3(aBupeHs. B KIMHHYECKHX
WCCICIOBAaHUAX TPUMEHEHUs pa3auyHoil komOmHMpoBanHOW APBT ¢ adasupensom vy
nanueHToB, paHee He nonydaBmux APBT, B Teuenue 48 Henenp jedeHus HaOIIOIAIOCh
nosbiieHne KoHneHTpanuu OXC wHa 21-31%, XosecTtepuHa JUNONPOTEHHOB BBICOKOM
wiotHocTH (XC JITIBIT) Ha 23-34% u TpuriuuepuioB Ha 23-49%. Jons malueHTOB, Y KOTOPBIX
otHomenue OXC/XC JITIBIT Opwto Oonplnme S5, He H3MEHWIAch. BelWuynHa HW3MEHEHHS
KOHIIEHTpALUi JIUIHIOB MOXeT OBITh 0OYCJIOBJIEHa TaKUMH (akTopamu, Kak JUIMTEIbHOCTH
Teparuy ¥ IpUeM JAPYTHX JIEKapCTBEHHBIX CPEACTB B cocTaBe komOuHupoBaHHO# APBT.
B3zaumooeticmeue npu npogedenuu mecma Ha KaHHAOUHOUObL

DdaBupeH3 He CBA3BIBACTCS ¢ KAHHAOMHOUIHBIMH PELENTOPAMH, OHAKO UMEIOTCS COOOIIEH s
0 JIOJKHOTIOJIOXKUTEILHBIX pe3yibTaTaX aHaIM3a MOYH Ha KAHHAOMHOM/Ib! Y HEMH(DHUIUPOBAHHBIX
nobpososibiieB ¥y BUY-MHOUIMPOBAHHBIX MAIIMEHTOB, IPUHAMABIIUX 3(aBHPEH3.
[TonoXuTenpHBIA  pe3ysibTaT  CKPHHHMHT-TECTAa  HA  KAaHHAOMHOMIBI  PEKOMEHIYETCs
MOJITBEPXKIATh, HUCIOJB3Ysl TAKHE ClEIHaTbHBIE METOMbl, KaK rasoBas XpomaTorpadus Hiu

MacCC-CIICKTPOMETPHSI.

JleTH ¥ MOAPOCTKH

Tun u yactora He)KeTaTeIbHBIX SBJICHUH y JIeTel B 1IEJIOM CONOCTABUMBI C HAOMIOIaeMBIMH Y
B3POCJIBIX MMAIIMEHTOB, 3a HCKITIOYEHHEM KOXKHOM CBINH, KOTOopas y AeTedl BcTpevaeTcs yae (y
46% neTeit), yeM y B3pOCIIBIX U OoJiee BhIpakeHa (Tshkesas Ko)KHasl Chlllb HaOmoaanacek y 5,3%
nereif). C wmenpro TPOQWIAKTHKHA CBHITA  MOXET OBITh Iesleco0Opa3sHbIM — Ha3HAYEHHE
COOTBETCTBYIOIMX Os0KaTopoB H1-rHCTaMHHOBBIX pELENTOPOB NETSAM JO Hayajga Tepanuu
s¢aBupenzoM. X0Ts CHMOTOMBI CO CTOPOHBI HEPBHOH CHUCTEMBI Y MaJICHBKUX AETEH TpPyIHO
BBIBUTH, I0JIAral0T, YTO TaKWe CHMIITOMBI y JeTeil HaOsrojaroTcst pexke U OObIMHO OBIBAIOT
nerkuMu. Y 3,5% nanueHToB HaOII0JaIMCh CUMIITOMBI CPEHEN TSKECTH CO CTOPOHBI HEPBHOM
CHCTEMBI, NPEUMYIIECTBEHHO TOJOBOKpYXeHHe. Hu y omHoro pebGeHka He HaOIIONANoch
TSOKEIIBIX CHMIITOMOB M HE NoTpefoBaslaCh OTMEHA TEpaluu H3-3a CUMITOMOB CO CTOPOHBI

HEPBHOU CUCTEMBL.

Jpyrue ocoObie rpynnbl NaHEHTOB

AKTHUBHOCTDL _«II€YEHOYHBIX) d)eDMeHTOB Y HanuMeHTOB, OJHOBPEMCHHO I/IHd)I/IHI/IDOBaHHBIX

rernatutoM B i C
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Cpenn manmeHTOB, CepONO3UTUBHBIX 10 renatuty B w/mwmu C, nosbimenue aktuBHocTH ACT
6ostee yem B 5 pa3 Beire BI'H wHabmoganocs y 13% nanueHToB, MPUHUMABIINX YQaBUPEH3, U Y
7% manueHToB W3 KOHTPOJBHOW IpyMIibl, a moBbiieHue akTuBHOCTH AJIT Gonee yem B 5 pa3
Beiie BI'H nabmonmanoce y 20% u 7% mnamueHTOB COOTBETCTBEHHO. Cpelu MalHeHTOB C
coyetaHHOW wuHOpeknuedr 3% mnmanueHTOB, MPUHUMABIIUX 3(aBupeH3, u 2% MalUEeHTOB W3
KOHTPOJIBHON TPYIIIBI IPEKPATHIA TEPaNUi0 W3-3a HapyIIeHUH (QyHKIMM NEYeHH (CM. pasfien

Ocobvie ykasanus).

MEPEJO3UPOBKA

VY HEKOTOpBIX MAaIMeHTOB, CIydaifHO MpuHSABIIKX ddaBupen3 B jpo3e 600 mr 2 pasa B CyTKH,
HaOJIFOIaJIOCh YCUJIEHHE CHMIITOMOB CO CTOPOHBI HEPBHOM CHUCTEMBL. Y OJHOIO IallMeHTa
HaOJTI0JaJTHCh HETTPOU3BOJIBHBIC MBIIIEYHBIE COKPALICHHUS.

B ciayyae mepemo3dpoBKH 9()ABUPEH30M  JIEYEHHE JODKHO  COCTOSATh M3 00muX
MOJICP)KUBAIOIINX ~ MEPONPUSATUH, BKJIIOYAIOIIMX  KOHTPOJIb  OCHOBHBIX  IIOKa3aTelsiei
JKU3HEJIESATEIBHOCTH OpraHu3Ma ¥ HaOJ0/IeHHe 3a KIMHUYECKUM COCTOsSHHMeM nanueHTa. Jls
BBIBEJICHUST HeaOCcOpOMPOBAHHOTO Ipernapara MOYKHO HCIOJIb30BATh aKTMBUPOBAHHBIA YTrOJib.
Crnenupuyeckoro aHTHAOTA JUIs JICUCHHs IepelO3MPOBKU 3(haBHPEH30M HE CYIIECTBYET.
[TockonbKy 3¢daBHpeH3 aKTHBHO CBS3bIBA€TCA C O€IKaMH, MaJlOBEPOATHO, YTO C IMOMOIIBIO

Juajii3a BO3MOXHO 3HAYUTEJIBHOC YAAJICHUEC ITpeTiapaTa U3 KpOBH.

B3AMMOJIENCTBUE C IPYTUMU JIJEKAPCTBEHHBIMU CPEJICTBAMHU
Ddasupens in vivo sBusiercst uaaykropom usopepmentoB CYP3A4, CYP2B6 n YI®-T'T1AL
KoHlleHTpaluss B IUIa3Me KpPOBH COEIMHEHHH, KOTOpBIE SBISIOTCS CyOCTpaTaMH JaHHBIX
130(epPMEHTOB, MOXKET CHIIKATHCS IIPH OJHOBPEMEHHOM IPHMEHEHUH ¢ 3daBupeH3oM. B 1o xe
BpeMs in vitro 3¢aBupen3 uHrubuposan uzopepmenT CYP3A4. TeopeTHueckn 3TO MOKET
MPUBECTH K YBeJIWYeHHIO sKcro3unuu cybctpatoB CYP3A4, mostomy ciemyer coOaronaTh
OCTOPOXKHOCTH MpH puMeHeHHH cyocTpatoB CYP3A4 ¢ y3kuM TeparneBTHYECKHM OKHOM.
Ddasupen3 moxer ObITh HHAYKTOpOoM H30pepmentoB CYP2C19 u CYP2CY9, oxnako in vitro
TakKe HaOMONaNoCh WHrHOMpoBaHWEe HaHHBIX H3odepmeHToB. Jlo KoHma 3ddexr,
HaOJII01aeMbIif TIPH OJTHOBPEMEHHOM IPHUMEHEHUH 3(haBHUpeH3a ¢ COeIHMHEHUAMHU-CYyOCTpaTaMu
NaHHBIX  u30(epMmeHTOB, He sceH (cM. pasgen  Dapmakono2uveckue — ceoucmeda,
DapmakokuHemuka).

DKcno3unus 3(aBUpeH3a MOXKET YBEIHYUTHCS MPU MIPUMEHEHHHU IIperapara OJHOBPEMEHHO C
HEKOTOPBIMM JIEKAPCTBEHHBIMU IIperapaTaMy (HampuMep, PUTOHABUPOM) MIIM IIHMIIEBBIMH
NPOJYKTaMH (HalpHMep, ¢ TpeHndpyTOBBIM COKOM), KOTOpble HWHTHOUPYIOT H30(pEpMEHTHI

CYP3A4 umun CYP2B6. Ilpenaparei Ha ocHOBe »5Kcrpakta ['mHKro bunoba, kotopsle
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UHAYUUPYOT JaHHBIC I/I30(1)epMCHTBI, MOIryT IIpUBOJUTH K CHH)KCHHIO KOHICHTPAIUH

a(baBpIpeH3a B IJIa3M€ KPOBH.

IIpornBonoka3sanHasi KOMOHHHPOBAHHAS TepaNus

3Bepoboit mpoasipsiBiennsii (Hypericum perforatum): manueHTsl, npuHUMaromue 3¢aBHpEH3,
He JO/DKHBI NPUHUMATH IPenapaThl/IpOIyKThl, COJAEep)Kallue 3BepoOOil INpOABIPSBICHHBIMH.
Konnenrpanuss s¢aBupeHsa B I1a3Me KPOBH MOXKET CHHKATbCS IIPU  OJHOBPEMEHHOM
IIPUMEHEHHH CO 3Be€pOOOEM TTPOIBIPSIBICHHBIM, TOCKOIBKY OH BBI3BIBACT HHIYKIHIO (PEPMEHTOB
W/WIH TPAHCIIOPTHBIX OEJIKOB, OTBETCTBEHHBIX 32 META0OJIU3M JIEKapCTBEHHBIX CPelCTB. Eciu
MAlMEHT YK€ MPUHUMAET IpernapaThl/IIPOIyKThl, COIEepHKaIIUe 3BepoOO0H IPOABIPSABIEHHBIN, TO
IPUMEHEHHUE MOCTIETHEr0 CIeAyeT OTMEHMTh, IPOBEPUTh KOHLEHTPALMIO BHpyCa B KPOBHU H,
€CIM  9TO  BO3MOXKHO, KOHIIEHTparmio ddaBupensa B  kpoBu. Ilocie  oTMeHBI
IpenaparoB/IPOIyKTOB, COAEPIKAIINX 3BepOOOi MPOABIPSBICHHbIN, KOHIIEHTpalMs 3daBupeH3a
MOKET IIOBBICHTBCSA M TOTJa MoTpebyercst Koppekuus 036l ddaBupensa. Biusuue 38epobos
TIPOJIBIPSIBJICHHOTO, CBSA3aHHOE C MHIYKIUEH (EepMEHTOB, MOKET COXPAHATHCA B TECYCHHE HE
MeHee 2 HeJlesb 10CjIe ero OTMEHBI (eM. pasnen [Ipomugeonoxkazanus).

DdaBupeH3 MPOTHBOMOKA3aHO MPUHUMATh OJHOBPEMEHHO C Tep(eHaaMmHOM, acTEMH30JIOM,
[U3AMPHIOM, MHJI030JIAMOM, TPU30JIAaMOM, IHMO3HIOM, OCHPUAMIOM M  aJIKaJloHIaMHu
CIIOPBIHBM (HAIlpUMep, 3ProTaMHH, IUTHIPOIPrOTaMHH, SPrOHOBUH WM METHJISPrOHOBHH),
IIOCKOJIBKY KOHKYPEHTHOEe B3amMojeiictBue s¢asupensa ¢ uzopepmentom CYP3A4 moxer
IIPUBECTH K TOJABJICHHIO MeTa0O0JU3Ma JaHHBIX MIPENapaToB M IMOSBICHUIO MPEANOCHIIOK JUIs
BO3HHKHOBEHHS CEPhE3HBIX H/MIIM YTPOXKAIOIIMX JKHU3HU HEXeaTelIbHBIX SBJICHUH (HanpuMmep,
CeplIeuHOM apUTMHH, JUTUTEIIBHOTO CeIaTUBHOTO 3G ¢eKTa UiIn yTHETCHHS JAbIXaHHs).

[Ipenapathl, BBI3bIBAIONINE VUTHHEHHE HHTEpBata QTc

[TpoTHBOMOKAa3aHO OJHOBPEMEHHBIH MpUeM 3(haBUPEH3a M IPEnaparoB, KOTOPHIE BBI3BIBAIOT
ymuHenue uHTepBaia QTc u MOryT IpUBOAUTH K BOSHUKHOBEHHMIO JKEITY JOYKOBOM TaXHKapIUH
0 TUIy «Upy3T». K TakuM npenapaTaM OTHOCATCS:
— aHTHapUTMHUYecKue npenapatsl KiaccoB [A u III;
— HEHPOJIENTUKH, aHTUAETIPECCAHTBI;
— HEKOTOpble aHTUOMOTHKH, BKJIIOYas IIPENnaparbl, OTHOCAIIMECS K CIIETYIOLINM
KjlaccaM:  MaKpoJM[Ibl, (TOPXUHOJIOHBI, IMPOTHBOrPUOKOBBIE  IpenapaThl
IIPOM3BOIHBIE UMHUIA30]1a U TPUA30JIa;
— HEKOTOpble HeCeJaTHBHbIE AaHTHTHCTAMHHHBIE IperapaTsl  (TepdeHaavH,
acTeMH30J1); LHU3AIPUI;
— ¢uexkauHum;

— HEKOTOpbIE IPOTHBOMAJISIPUITHBIE ITpeTrapaThl;
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— MCTaJ0H.

["pazonpeBup/a16acBup

OIHOBpEMEHHBIN NPHEM C Ipa30MpPeBUPOM/T0ACBUPOM MPOTHBONOKA3aH MMOTOMY, YTO MOXKET

IIPUBECTH K NTOTEPE BUPYCOJIOTHYECKOH aKTUBHOCTH Ipa3oIpeBrpa/3i0acBupa.

JApyrue B3aumoaeiicTBus

BsaumoneiictBus mexay adaBupeHzoM U uHruOWTtopamMu mpoteazsl BUY, apyrumu
AQHTUPETPOBUPYCHBIMHU IIPEMapaTtaMy, IOMUMO MHrHOHTOpOB mpoTeazsl BUY, a Taioke Mexmy
5}aBUpeH30M M  JIEKAPCTBEHHBIMH  IIperapaTtaMi, HE OTHOCAINMMHCS K  TCpYyIIe
AQHTHPETPOBHPYCHBIX IIPENapaToB, yKa3aHbl B IPUBEICHHOM HIke Tabiuue 2. YBenudeHue
3Ha4YeHHs IoKa3aress 0003Ha4YaeTcs CTPENKOH «T», YMEHbIIEHHE 3HAUYCHHS - CTPEIKOH «|»,
€CIIM TI0Ka3aTeIb OCTaeTcsl 0e3 M3MEHEHUH - CTPEIKOH «<>»; €CIIM IIpenapaT BBOAWIICS 4epes3
Kax/aple 8 uam 12 4, To 310 0003HAYaeTCs Kak «k84» uiu «k124». 90% u 95% noBepUTEIbHBIE
MHTEPBAJIbI IIPEJICTaBIEHbl B CKOOKaX, eciau mpuMeHUMO. OOBIYHO HCCIIeI0BAHUS IPOBOAUIUCH

Ha 310pOBBIX I[O6p0BOHLLIaX, €CJIM TOJIBKO CIICHUAJIBHO HE OrOBAPUBACTCA ApyTras I/IH(i)OpMaI_II/IH.

Tabamna 2. B3aumoelicTBHsI MexKTy 3(paBHPEH30M U APYTHMHU

JIEKAPCTBEHHBIMH CPpEeACTBAMH

JlekapcTBeHHbIE penaparsl,
pas/ieieHHbIE M0
(hapMakoTepaneBTHYECKHM
rpynnam (103a)

Binsinne Ha KOHIEHTPANMIO Mpenapara B
coiBopoTKe. Cpennee usmenenue 3Havenuiit AUC,
Cmax, Cmin (%) 1 10BepHTe/IbHBbIE HHTEPBAJIbI, €CJIH
NPHUMEHUMO (MeXaHH3M)

NNPOTUBOMUKPOBHBIE IMTPEITAPATBI

Anmupemposupychole 1eKapcmeeHHble Cpedcmea

Hneubumopwr npomeasvrt BUY

ATa3zaHaBup/pUTOHABUP/3haBUPEH3
(400 mr 1 pa3 B cytku/100 mr 1 pa3
B cyTkn/600 Mmr 1 pa3 B CyTKH, Bce
npernaparsl

ATtazaHaBup (1OCI€e MOy IHS):

AUC: «&* (ot |9 no 110), Cmax: 117%* (ot 18 mo 127),
Chmin: 142%%*, (o1 |31 mo |[S1).

NPUHUMAIUCE  BO
BpeMsl IIpUEMa ITHUIIH )

ATa3zaHaBup/puTOHABUP/3haBUPEH3
(400 mr 1 pa3 B cytkn/200 mr 1 pa3
B cyTkn/600 Mr 1 pa3 B cyTkH, Bce
npernaparbl  NPUHAMAIACH  BO
BpeMsI IIpUeMa ITHIIH )

ArtazanaBup (11ocie moyaHs):

AUC: &*/** (ot |10 o 126), Cmax «>*/** (o1 |5 no
126), Cmin: 112% */** (or |16 no 149) (MHmyKuus
CYP3A4).

* IIpu cpaBHeHuH ¢ aTazaHaBupoM 300 Mr/pUTOHABHPOM
100 mr 1 pa3 B cyTku BeuepoMm 6e3 3daBupensa. Takoe
camkeHne Cmin aTa3aHaBUpPa MOXET OTPHIATETHHO
BJIMSATH Ha 3 PEeKTUBHOCT aTa3aHaBUPA.

** OCHOBAaHO Ha UCTOPUYECKOM CPaBHEHHUH.
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JlekapcTBeHHbIE Mpenaparsl,
pasaejieHHbIe 10
(papmakoTepaneBTHYECKHM
rpynnam (103a)

BimmsiHHe Ha KOHIIEHTPALMIO NIpenapara B
ceiBopoTke. Cpennee usmenenne 3Havenuit AUC,
Cmax, Cmin (%) 1 noBepHTeIbHbIe HHTEPBAJIbI, €CJIH
NpUMEeHUMO (MeXaHH3M)

OnHOBpeMeHHOE TpUMeHeHHe 3(aBUpeH3a ¢ aTa3aHaBUPOM/PUTOHABUPOM HE PEKOMEH]TyETCH.
Ecmu TpeOyeTcs oaHOBpeMeHHOe TmpuMeHeHWe arasaHaBupa ¢ HWOT, HeoOxommumo
pPaccMOTpeTh 1eJIecO00pa3HOCTh YBEIMUEHHs 1036l atazaHaBupa 10 400 Mr u puTOHABHUpA N0
200 mr, B xomOuHauuu ¢ 3(haBUPEH30M, C OOEClEeYeHUEeM TIIATEIbHOTO KIMHHYECKOTO

MOHHUTOPHUHTIA.

JlapyHaBup/puToHaBUp/3(paBUpeH3
300 mr 2 paza B cytku*/100 mr 2
pa3a B cyTku/600 Mr 1 pa3 B cyTKH)
* HMXKE PEKOMEHJOBAaHHOW 03Bl
[TonoOHnbIe pe3yIbTaThl

OXHUIAKTCAd W IIpU NNPUMCHCHHU B

JlapyHnaBup:
AUC: |13%, Cmin: [31%, Cmax: [15%, (MHIYKUIHS
CYP3A4).
DdaBupeHs:
AUC: 121%, Cmin: 117%, Cmax: 115% (unrubupoBanue
CYP3A4).

PEKOMEHJOBAHHBIX H03aX.

OnHOBpeMeHHBIH preM 3(daBupen3a U gapyHaBupa/putoHasupa (800 mr/100 mr 1 pas B
CYTKH) MOXET IpHBeCTH K CHWXKEHHIO Cmin HapyHaBupa. Ecim sdaBupens HeoOX0auMO
IPUMEHSTh OJHOBPEMEHHO C J[apyHaBUPOM/PUTOHABHUPOM, CIEIYET MPUMEHATh KOMOHHAIHUIO
napyHaBup/putoHaBup B pesxume 600 Mr/100 mr 2 pasa B cyTku. O1HaKO Takyt0 KOMOHHALHKIO
ClielyeT Ha3Ha4yaTb C OCTOPOXXHOCTBIO. CM. MHCTPYKLHIO MO0 MEIUIHHCKOMY IPHMEHEHHIO
napyHaBHpa/puToHaBupa. CM. Takke HUKe HHYOPMALMIO TI0 PHTOHABUDY.

®ocamnpenaBup/puToHaBUp/ Knuauuecku
a¢haBupeH3
(700 mr 2 paza B cytku/100 mr 2

pasa B cyTku/600 mr 1 pa3 B CyTKH)

3HA4YUMOTI' O (bapMaKOKI/IHCTI/I‘{CCKOFO

B3aUMOJICHCTBUSI HE BBISIBJICHO.

Koppekuuu 10361 HU OTHOTO M3 3THX JIEKAPCTBEHHBIX Cpe/ICTB He TpedyeTcs. CM. TakxkKe HIKE
HH(OPMAIIHIO TI0 PUTOHABHPY.

®ocamnpenaBup/HeapuHaBUp/
sdaBupen3

B3aumoelicTBie He H3y4aloCh.

Koppexum/l J03bI HU OTHOT'O U3 3THUX JICKAPCTBEHHBIX CPEACTB HE Tpe6yeTc91

®docamnpeHaBup/cakBUHABUP/
s¢paBupens

B3aumojelicTBie He U3y4anoch.

Hcnonp3zoBanue Takoil KOMOMHAIMU HE PEKOMEHIYETCs, MOCKOJbKY OXKHAAeTCS 3HAUYMMOE
CHHMJKEHHE KCIIO3UIUN 000MX MHIHOUTOPOB npoTea3sl BUY.

WununaBup/3daBupens Wuaunasup:
(800 mr x84/ 200 mr 1 pa3 B cytkun) | AUC: |31% (ot |8 no |48), Cmin: |40%.
CxXoIHOE  CHIDKGHHE  OKCIO3HLIWH  WHIMHABHPA

Habmo1anock B ciydasx, korjga waanHaBup (1000 x8u)
BBOJWIICS B KoMOMHauu ¢ 3¢asupenzoM (600 mr 1 pas
cyTkn) (uaaykuus CYP3A4).

D¢aBupeHs:
KJIMHUYECKH  3HAUUMOro  (apMakOKHMHETUYECKOTO

B3aUMOJICHCTBHS HE HAOJII01aI0Ch.
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JlekapcTBeHHbIE MPeNaparkl,
pasejieHHbIE 10
(papmakoTepaneBTHYECKHM
rpynnam (103a)

Biinsinne Ha KOHIEHTPALMIO Npenapara B
ceiBopoTke. Cpeanee nzmenenne 3Hadennii AUC,
Cmax, Cmin (%) ¥ 10BepHTe/IbHBIE HHTEPBAJIbI, €CJIH
NPUMEHHMO (MeXaHH3M)

WuuHaBup/putoHaBup/3dhaBupeHs3
(800 mr 2 pasza B cytku/100 mr 2
paza B cytku/ 600 mMr 1 pa3 B
CYTKH)

WuuuaBup:

AUC: [25% (ot |16 10 |32)°, Cmax: [17% (0T |6 1O
126), Cmin: 150%, (ot |40 10 |59)".

DdaBupens:
KJIMHUYECKU 3HAYUMOT0 B3aUMO/JICHCTBUS HE
Habmoaanock. Cpearee reomerpryeckoe 3Ha9€HUE Crin
unguHaBupa (0,33 Mr/m) npu ero NpUMEHEHHH B
kauectse MoHoTepanuu 1o 800 mMr k84 (Cmin 0,15 Mr/m).
6),
WHJIWMHABUpAa U

s(aBupen3a 0ObIMHO OBUIM COMOCTABUMBI C TAKOBBHIMH Y

V manuentos, uHduimpoBanHbix BUY-1 (n =

ITOKa3aTejiu ¢)apMaKOKPIH€TI/IKI/I

HeHH(HUIIMPOBAHHBIX J0OPOBOJIBLIEB.

XOTsl KJIMHHYECKAss 3HAYUMOCTh CHHIKECHUS KOHIICHTpAallMXM WHJWHABHpa HE YCTAHOBJICHA,

HaOmoaBmeecss (apMakOKMHETHYECKOE B3aUMOJEHCTBHE  JOJDKHO NPHHAMATBCS — BO
BHHMAHHE IpH BHIOOpE DEXHMA TEpPAIllMH, BKIIOYAIOIIEr0 OJHOBPEMEHHO 3(aBUpPEH3 U
wHauHaBup. Koppekunu 1036l 3¢aBupeH3a He Tpedyercs, eclaM OH Ha3Hadaercs C

WHIWHABUPOM HUJIH C I/IH,III/IHaBI/IPOM/pI/ITOHaBI/IpOM.

CM. Takxe HIKe HHPOPMAILIHIO 110 PUTOHABUPY

HOI’II/IHaBI/Ip/pI/ITOHaBI/Ip B MITKHUX C}’I_IICCTBCHHO€ CHUI)KEHHE SKCIIO3UIIUH JIOITHHABHPaA.
KamncyJjiax HWJihn B pacTBOpE JJIsd

npuemMa BHyTpb/3(aBUpeH3

[Ipy OJHOBPEMEHHOM Ha3HAueHHH C 3(aBUPEH30M CIIEyeT PacCMOTPETh LENeC000pasHOCTh
YBEJIHUYCHHUS 103 JIONWHABUPA U PUTOHABUPA B MATKHX KalCyJlaX WM B pacTBOpe Ui IIpHUeMa
BHYTpb Ha 33% (mo 4 xancynsl/ ~ 6,5 mi 2 pa3a B CyTKH BMeCTO 3 Kamcyi/5 mi 2 pasa B
cytku). OmHAKO cieayer coO0AaTh OCTOPOXKHOCTD, IOCKOJIBKY Takash KOPPEKIHs J103bl I
HEKOTOPBIX TMAIMEHTOB MOKET 0Ka3aThCsl HEJOCTATOYHOM.

JlonuHaBup/puTOHABUp B TabieT-
Kax/ a(aBupeH3

(400/100 mr 2 pa3a B cyTku/600 Mr
1 pa3 B CyTKH)

(500/125 mr 2 pasa B cytku/ 600
Mr 1 pa3 B CyTKH)

Konnenrtpanuu nonuxasupa: |30 —40%.
KoHIIeHTpallu| JIONMUHABUPA CXOIHBI C TAKOBBIMH IIPH
NpYMEHEHUH JlonuHaBupa/putonasupa 1o 400/100 mr 2
pasa B cyTkH 06e3 3(haBHpeH3a.

Jlo3a JonMHaBHpa U PUTOHABUPA B TabIeTKax J0JDKHA ObITh yBenuueHa Jo S00/125 mr 2 pasa
B CYyTKH IIPH OJHOBPEMEHHOM NpUMeHeHHH ¢ 3¢daBupensoM mo 600 mr 1 pa3 B cyTku. Cm.
TaKKe HIKe HHPOPMALHUIO 10 PUTOHABHPY.

Hendunasup/sdasupen3
(750 mr k84/600 Mmr 1 pa3 B cyTKH)

Hendunasup:
AUC: 120% (ot 18 o 134), Cmax: 121% (ot 110 mo
133). JlanHas  komOuHamus  OOBIYHO  XOPOIIO
TIEPEHOCUTCSI.

Koppekuuu 10351 HE OJJHOTO U3 3THX JIEKAPCTBEHHBIX CPEJICTB HE TpeOyeTcs.
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JlekapcTBeHHbIE Mpenaparsl,
pasaejieHHbIE 10
¢papmakoTepaneBTHYECKHM
rpynnam (J103a)

Biusinne Ha KOHIEHTPALHIO NIpenapara B
ceiBopoTke. Cpennee m3menenue 3Havennii AUC,
Cmax, Cmin (%) 1 10BepHTEIbLHbIE HHTEPBAJIbI, €CJIH
NpPUMEHNUMO (MeXaHH3M)

Purtonasup/3¢haBupeH3
(500 mr 2 pasa B cytku/600 mr 1
pa3 B CyTKH)

Purtonasup:

AUC ytpom: 118% (16 — 133), AUC BeuepoM: «<>; Crax
ytpoMm: 124% (112 — 138), Cmax BeUE€pOM <

Cmin yTpoM: 142% (19 — 186)°,

Cumin BeuepoM: 124% (13 — 150)°.

DdaBupens:
AUC: 121% (110 — 134), Cmax: 114% (14 — 126), Cmin:
125% (17 - 146)°  (unrubupomanme CYP-

OTIOCPEIOBAHHOTO OKUCIUTEIFHOIO METab0Iu3Ma).

[Ipn sdaBupeH3a B  KOMOMHAIMHU C
putonaBupoM 1o 500 mr wimm 600 Mr 2 pasa B CyTKH
TIEPEHOCHMOCTE ObLITa HU3KOH (Harpumep, HaOIroJalIuCh

npueme

rOJIOBOKPYIKEHHUE, TOIIHOTA, ApeCTe3Hsi, IMOBBIIIEHUE
AKTHBHOCTH «II€UYEHOYHBIX» (PEPMEHTOB).

JlocTaTrouyHble JaHHBIE O MEPEHOCUMOCTH 3(aBUPEH3a B
KOMOHMHAIIMK C PUTOHABUPOM B HU3KUX jao03ax (mo 100
Mr 1 unum 2 pasza B CyTKH) OTCYTCTBYIOT.

HpH Ha3Ha4YCHHUHU 3q)aBHpeH3a C PUTOHAaBAPOM B HHU3KHX J03aX CJICAYCT YYHUTHIBATH
BO3MOXXHOCTb YBCJIMYCHHUSA YaCTOTHI CBA3AHHBIX C 3¢)aBI/IpeH30M HEXXeJIaTEJIbHBIX SBJIICHUN
BCJICJICTBHE BO3MOXKHOI'O (bapMaKOIKI/IHaMI/I‘-ICCKOI‘O B3aUMOJICHCTBHS.

CakBuHaBHp/pUTOHABHP/3(haBUpEH3 l B3anmoeiicTBre He U3y4atocCh.

OTCyTCTBYIOT AaHHBIE, MO3BOJISIONINE pa3paboTaTh PeKOMEHIAUH 110 PEKUMY TO3UPOBAHUS.
Cwm. Takxe BbIe HHGOpMAIMIO 110 pUTOHABUPY. [IpuMeHeHne s¢paBupeH3a B KOMOMHAIIMY C
CaKBHHABUPOM B KauecTBe €JIMHCTBEHHOro MHruouropa nporeassl BUY He pekomenayercs.

Anmazonucmer xemoxunogwvix peyenmopoé CCRS

MapaBupox/3dhaBupeH3
(100 mr 2 paza B cytku/600 mr 1
pa3 B CYTKH)

Mapasupok:

AUC2: |45% (138 — |51), Cmax: {51% (137 — |62).
KonnenTpauus s¢aBupensa HE
B3aUMO/ICHCTBHE HE 0XKHUIAETCS.

HU3MEPSIACh,

KonnenTpanus s¢asupensa He U3MepsIach, B3aUMO/ICHCTBUE HE 0XKUIACTCS.

Hneubumop unmezpazer BUY

PanrerpaBup/adaBupen3
(400 mr ogHOKpaTHast 103a/—)

Panrerpasup:
AUC: |36%, Ci2: |21%,
depmenta YID-I'T1AL).

Cmax: [36% (MHIYKUIHS

Koppexiun 10351 panterpasupa He TpeOyeTcst

Jlexapcmesennwvie cpeocmesa us epynn HUOT u HHUOT

HUOT/>daupens

UccnenoBanust  B3aumoneicTBuii  3¢daBupeH3a U

npenapatoB u3 rpynnel HUOT He mnpoBoaumuce, 3a
UCKJTIOYEHUEM

B3aMMOJIEHCTBUN C  JIAMHUBYJHHOM,
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JlekapcTBeHHbIE NIpenaparhbl,
pasjiesieHHbIe M0
(apMakoTepaneBTHYECKHM
rpynnam (103a)

Binsinne Ha KOHIEHTPALHIO NpenaparTa B
ceiBopoTke. Cpeanee nsmenenne 3Havenuit AUC,
Cmax, Cmin (%) 1 10BepHTe/IbHbIE HHTEPBAJIbI, €CJIH
NMPUMEHHUMO (MeXaHH3M)

3UJIOBYIMHOM U Te€HO(OBUpA IU30MPOKCUI(ymMapaTom.
Knunnvecku B3aHMO/IeHCTBUS HE

mpeamnojararoTCs, MOCKOJIbKY MeTaboIu3M nmpenapaTtoB

3Ha4YHUMBIC

n3 rpynnel HUOT nporekaer myTsMu, OTIMYHBIMH OT
TaKOBBIX U 3(aBUpeH3a, U MaJOBEPOATHO, YTO OHH
OyayT KOHKYypUpOBATh 3a OJHU M T€ ke MeTabosIH3HU-
pytommue GepMeHTHI U ITyTH BBIBEICHHUS.

Koppekiun 10361 HY 0JTHOTO U3 TAaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE Tpedyercs.

HHUOT/>dasupen3 B3auMopelicTBre He H3y4aioCh.

[Tockonbky npumenenue nByx HHUOT ne obecneunBaer mpeumyiecTBa ¢ TOYKH 3PEHHUS
>ddexTrBHOCTH M 0€30MaCHOCTH, OJHOBPEMEHHOE INpUMEHEHHe 5(aBUpeH3a U APYroro
cpeacrsa u3 rpynnel HHUOT ne pexomenayercs.

Jlexapcmeennvie cpeocmea npomue eupyca cenamuma C

Bouenpesup/>dhasupens AUC: < 19%*, Chax: <> 8%, Cumin: [44%.
(800 mr 3 pasa B cytkn/600 Mr 1 | DdaBupeHns:
pa3 B CyTKH) AUC: < 20%*, Cnax: < 11%, Cmin: 112% ({24 - 11)

(vaaykuus CYP3A Biusier Ha Gouenpesup), *0 - 8 4.
OtcyrtcrBHe 3¢ dekTa («>) COOTBETCTBYET YMEHBIICHHIO
CpeIHero cooTHOIIeHHs He > yem Ha 20% wim
YBEJIMUEHHUIO HE > yeM Ha 25%.

Knunuueckass 3HaYMMOCTH YMEHBIICHHS KOHICHTpPAIluH 60nenpeBHpa B IIIa3M€ KPOBH HE
YCTaHOBJICHA.

Tenanpesup/3dhaBupens Tenanpesup (oTHOCUTENBHO 750 Mr K84):
(1125 mr x84/600 mr 1 pa3 B | AUC: |[18% (|8 — [27), Cmax: [14% ({3 — |24), Cuin:
CYTKH) 125% (114 —|34).

D¢daBupens:
AUC: [18% (110 — [26), Cmax: {24% ({15 = |32), Cnin:
110% (11 = 19) (uanyxuus CYP3A4).

IIpy coBMECTHOM NMPHMEHEHMH TeNANpeBUpa U dhaBUpeH3a PEKOMEHIYETCsl YBEIUYUTH 03y
TenanpeBupa 10 1125 mr k8u.

CumenpeBup/3¢haBupens Cumenpesup:

(150 mr 1 pa3 B cytkn/600 mr 1 pa3 | AUC: |71% (167 —]74), Cmax: |51% (146 — |56),

B CYTKH) Cmin: 191% (188 —192).
Ddasupens:
AUC: &, Chax: <, Cmin: <> (MHAYKIMS H30(pepMeHTa
CYP3A4).

OIHOBpeMEHHBIH IpHeM CHMenpeBHpa ¢ 3(GaBUPEH30M TPUBOJIUT K CYIIECTBEHHOMY
CHI)KEHHMIO KOHIIEHTPALIMH CHUMENpPEBHpa B ILJIa3M€ BCIEACTBUE UHAYKIMH H30(epMeHTa
CYP3A »>daBupeH3omM, YTO MOXKET WPUBECTH K T[OTEpe TepaneBTHYecKoro sdhdexTa
cumenpesrpa. CoBMeCTHOE PUMEHEHHE CUMENPeBHpa U daBUpEeH3a HE PEKOMEHTYETCS.
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JlekapcTBeHHbIE Mpenaparsl,
pasaesIeHHbIE 10
(apmakoTepaneBTHYECKHM

BinsiHue Ha KOHIEHTPANHIO NIpenapara B
ceiBopoTke. Cpeanee nsmenenne 3HaveHuit AUC,
Cmax, Cmin (%) 1 10BepHTe/IbHbIE HHTEPBAJIBI, €CJIH

rpynnam (j1o3a) NPUMEHHMO (MeXaHH3M)

I"'pazonpeBup/>n06acBup I"'pasomnpeBup:
OnbacBup:

AUC: |54%, Cmax: |45%.

OHOBPEMEHHBIH IIPHEM C IPa30INPeBHPOM/II0ACBHPOM MPOTHBONOKA3aH II0TOMY, YTO MOXKET
NPUBECTH K IMOTEPE BUPYCOJOTHYECKOH aKTHBHOCTH TIpa3olpeBHpa/sjibacBupa H3-3a
3HAYUTEILHOTO CHH)KEHHS KOHLEHTpAllMM B IUIa3Me KpPOBH TI'pa3olpeBHpa W 3J10acBUpa,
BCJIEJICTBUE HHAYKIHMHU d(aBupen3oM u3odepmenta CYP3A4 uu P-gp.

Benmnaracsup/copocOyBup Benmaracsup:
BenmnaracBup/BokcunanpeBup/ AUC: |53%, Cmax: |47%, Cmin: |57%.
codocOyBup (1125 mr k84/600 mr | CodocOyBup:
1 pa3 B cyTkH) Cmax: T 38%.

IIpennonaraercs:

| Bokcunanpesup

[Ipy coBMecTHOM nNpuUMeHEHWH TeHOGOBUpPA AU3OMPOKCHI/IMTPUIMTaOMHA/>paBUpEn3a ¢
BEJIATacBUPOM/coGocOyBUPOM MM C  BeJIIaTaCBHPOM/BOKCHIANPEBHPOM/cOPOCOYBUPOM
OBLIO II0KA3aHO, 3HAUMTENBHOE CHIKEHHE KOHIEHTPAllMH B IIa3ME KPOBH BeJaTacBHpa
BCJIEAICTBUE MHAYKIMHU dduBepenzoM nzopepmenta CYP3A4, 4o MOXKET MPUBECTH K TOTEPE
TepaneBTHyeckoro s dexra  BenmartacBupa.  OKHIAe€TCSs — AHAIOIMYHOE  CHH)KEHHE
KOHLIEHTpALlMK B IUIa3Me KpOBM BOKcuianpeBupa. CoBMECTHOe NMpUMeHeHHe d(aBuUpeH3a ¢
BEJIIIATaCBUPOM/cOPocOyBUPOM HIIH C BeINaTacBHPOM/BOKCHIIAIIPEBHPOM/COPOCOYBUPOM HE
PEKOMEH Ty eTCsl.

['nexanpeBup/nubpeHTacBup | I'nexanpeBup

| TIu6penracup

OnHoBpeMEHHBIH TNpueM IieKanpeBHpa/muOpeHTacBupa ¢ 3()aBUPEH30M MNPHBOIUT K
CYLIECTBEHHOMY CHH)KEHMIO KOHIIEHTpAIlMM TJIeKalpeBUpa/MHOpeHTacBHpa B ILIa3Me, UTO
MOX€T TMpPHUBECTH K T[OTEpe TeparneBTHYeCKoro 3ddexTa.

rJieKanpeBrpa/muOpeHTacBupa U 3(haBUpeH3a He PEKOMEH Y ETCH.

CoBmecTHOE IIPUMECHCHHUE

AHmuouomuru

Kinangecku 3HAYUMOTI' O
B3aUMO/ICHCTBUS HE BBISBIICHO.

AzuTpoMunMH/3(aBupeHs3
(600 Mr B BHIE OIHOKpATHOM
10361/ 400 mr 1 pa3 B CyTKH)

(apMaKOKHHETHYECKOTO

Koppexunu 10361 HE 0JJHOTO U3 JaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TpeOyeTcs.

Knaputpomunun/>dasupens
(500 mMr x 124/ 400 mr 1 pa3 B

Knapurpomunus:
AUC: [39% (130 —|46), Cmax: 126% (|15 — |35).

CYTKH) 14-ruapoxcuMeTabouT KIIapUTPOMHUIIMHA:
AUC: 134% (118 —]53), Cmax: 149% (132 -169).
DdaBupens:
AUC: &, Cnax: 111% (13 =119) (uanykuus CYP3A4).
KoxHas CBIITb Halmo1anacky y 46%
HEMH(QUIMPOBAHHBIX JOOPOBOJIBIIEB, OJHOBPEMEHHO
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ﬂeKapCTBeHHble npemnaparbl, Bausinue Ha KOHIHECHTPAUMI0 npenapara B

pasaejieHHbIE M0 ceiBopoTKe. Cpeanee usmenenue 3Havenuit AUC,
(hapmakoTepaneBTHYECKHM Cmax, Cmin (%) 1 10BepHTe/IbHbIE HHTEPBAJIbI, €CJIH
rpynmnam (03a) NPUMEHHMO (MeXaHH3M)

ITPUHUMAaBIIUX B(I)aBI/IpCH3 U KITApUTPOMHUIIUH.

KiHuyeckas 3Ha4MMOCTh M3MEHEHHMH KOHIEHTPAIWK KJIAPUTPOMHIMHA B IIa3M€ KPOBH He
yCTaHOBJICHA. BMeCTO KiIapuTpOMHIIMHA CllelyeT pacCMOTPETh BO3MOXKHOCTH MPUMEHEHHUS
ApYyroro aHTUOMOTHKA, HampuMep, asuTpoMmuiHa. Koppekuuu 10361 >(daBuUpeH3a He
Tpebyercs.

Jpyrue antubuoTHKHM U3 rpymmsl | B3aumomeicTBre He H3ydanoch.
MaKpOJIHUI0B (Hammpumep,
SPUTPOMHUIIMH)/ 3paBUpeH3

OTcyTCTByI-OT JIAHHBIC, ITO3BOJIAIOIIHEC pa3pa60TaTb PEKOMEHAAIUHU I10 PEKUMY TO3UPOBAHHUA.

IIpomusomybepkynesnvie nekapcmeennsie cpedcmea

Pudabytun/adasupens Pudalytun:
(300 mr 1 pa3 B cytkn/600 mr 1 pa3 | AUC: [38% (|28 —[47), Cmax: |32% ({15 — |46), Cnmin:
B CYTKH) 145% (131 -]56).
DdaBupeHns:
AUC: <, Cnax: <>, Cmin: [12% (|24 — 11) (uHOyKUIHS
CYP3A4).

Cyrounas no3a pupabyTuHa Jo/DkHA ObITh yBenuueHa Ha 50%, ecloM IUTaHHUPYETCS
OHOBPEMEHHOE  IpuUMeHeHue ¢  ddaBupenzom. Creayer  Takke  pacCMOTPETh
1es1eco00pa3sHOCTh YABOCHUS 1036l prudabyTuHa npu npuMeHeHnu pudabytuna 2 M 3 pasa B
Hezlemo B KomOuHaimu ¢ 3¢dasupenzoM. Kimuudecknit 3QGekT Takoil KOPpPEKIHH 03Bl HE
usydeH. [Ipy KoppeKkuuu 1036l TaKXKe ClIeTyeT YYHUTHIBATh WHIWBHIYAIBHYIO EPEHOCHMOCTD
¥ BUPYCOJIOTHYECKHH OTBET (CM. paszaen Papmaronozuueckue ceoticmea, Papmakokunemuxa).

Pudamnunmn/>dasupens DdaBupens:
(600 mr 1 pa3 B cytkn/600 mr 1 paz | AUC: [26% (|15 — |36), Cmax: $20% ({11 — |28), Cmin:
B CYTKH) 132% (J15 — |46) (unayxuus CYP3A4 u CYP2B6).

Ecimu sdaBupens npuMensieTcst 0THOBPEMEHHO ¢ pUGaMITHIMHOM Y MAIMEHTOB C MACCOM Tesa
50 xr u Gosee, cyToUHYyIO 103y ddaBupensa cieayeT yBeauduTsb 10 800 Mr, 4ToObI 06eCIeYnTh
9KCIO3MIINIO, CXOIHYIO ¢ TAKOBOM IIPH NPUMEHEHUH d(aBupeH3a B cyTouHoH n03e 600 mMr Ge3
pudamnuimna. Kinuaudeckuit a¢ ekt Takoi KOppeKIud 1036l He u3ydeH. [IpH KOppeKIuu
J03bI TAKXke CIECIYeT YYUTHIBATH MHIMBUIYAIBHYIO MEPEHOCHMOCTh U BHPYCOJOTHYECKHI
oTBeT (cM. pasaen Papmaxonocuveckue ceoticmsa, Papmakoxurnemuxa). KOppeKIUH 10351
pudamnunuHa He TpedyeTcs.

ITpomueozpubkoesie nexapcmeennsvie cpeocmea

Wrpaxonazon/>darupens Wtpaxonazo:

(200 mr x124/600 mr 1 pa3 B | AUC: [39% ({21 — |[53), Cmax: 137% (120 — |51), Crmin:

CYTKH) 144% (127 - |58) (cHWKeHHe KOHICHTpAIHi
Beienacteue Ak CYP3A4).
['mapokcuuTpakoHa3oI:
AUC: |37% (114 - |55), Cmax: 135% ({12 = |52), Cmin:
143% (] 18 — | 60).
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JlekapcTBeHHbIE Mpenaparel,
pa3ae/ieHHbIe 10
(apmakoTepaneBTHYECKUM
rpynmnam (103a)

BimmsiHHe Ha KOHIIEHTPANMIO NIpenaparTa B
ceiBopoTKe. Cpennee uzmenenue snavennii AUC,
Cmax, Cmin (%) 1 10BepHTe/IbHbIE HHTEPBAJIBI, €CJIH
NMPUMEHHMO (MeXaHH3M)

DdaBupens:
HE BBISBJICHO KJIMHUYECKH 3HAYUMBIX H3MEHEHHH.

[Tockonbky Henb3st BbIpaboTaTh PEKOMEHJAIMH T10 PEXHUMY JI03MPOBAHHS HTPAKOHA30JIa,
CJIEyeT paccMOTpPeTh BO3MOXHOCTh IPUMEHEHHUS aJbTEPHATHBHBIX MPOTHBOIPUOKOBBIX

JICKapCTBCHHBIX CPEACTB.

[To3akonazon/ahaBupenH3
(= /400 mr 1 pa3 B CyTKH)

[To3akonazomn:
AUC: [50%, Cmac [45% (uanyxkuaus Y O-
TJIIOKY POHUPOBAHHUSA ).

Cnenyet u3beratb 0JJHOBPEMEHHOTO
OKHMaeMasl I10Jib3a JUIs MaljienTa He

IIPUMEHCHHUA T103aKOHa30Jia U 3(baBnpeH3a, €CJIM TOJIBKO
ITPEBBIIIACT BO3MOXKHBIHI PHCK.

Bopukonazon/ahasupens Bopukonasou:
(400 mr 2 paza B cytku/300 mr | AUC: |77%, Cmax: |61%.
1 pa3 B cyTKH) D¢aBupeHs:

AUC: 144%, Cmax: 138%.
Bopukona3zon/adasupens Bopukonazon:
(400 mr 2 paza B cytku /300 mMr AUC: |7% ({23 = 113)*, Cmax: 123% (}1 - 153)*.
1 pa3 B cyTKH) DdaBupeHs:

AUC: 117% (16 — 129)**, Cmax: «>**.

* mo cpaBHenuto ¢ 200 Mr 2 pasa B CYTKH IIpH
IIPUMEHEHUH B MOHOTEPAINH;

** mo cpaBHenuto ¢ 600 Mr 1 pa3 B CyTKH IIpH
IPUMEHEHUH B

MOHOTepanuu  (KOHKYPEHTHOE

WHTHOMPOBAHHUE OKUCIUTEILHOTO METa00IM3Ma).

[Ipu onHOBpeMEHHOM MpUMEHEHHH 3(haBUPEH3a ¢ BOPUKOHA30JIOM IOUIEpP/KUBAIOIIAs J103a
BOPHUKOHA3071a JODKHA ObITh yBenwuena 1o 400 mr 2 pasa B CyTKH, a J03a 3(aBuUpeH3a
camwkena 10 300 mr 1 pa3 B cyTku. Eciu nmpuMeHeHHe BOpuKOHA301a OyIeT MpeKpamieHo, To
no03a 3(aBupeH3a J0DKHA OBITH  BOCCTAHOBJIEHA JI0 HAYaIbHOM.

Cnenyer wumers B BHIy, uTo TaOJeTKH ¢ HU3KOM 10308 d¢paBupenza B PO He
3aperUCTPUPOBAHBI.

dnykonazon/a¢aBupeH3
(200 mr 1 pa3 B cytku/400 mr 1 pa3
B CYyTKH)

KnuHnuyecky 3HaYUMOT0 B3aUMOJIEHCTBUS HE BBISIBJICHO.

Koppexunn J03bI HU OHOI'0 U3 JaHHBIX JICKAPCTBEHHBIX CPEJICTB HE Tpe6yeTc;1.

KerokoHna3on u japyrue mpoTHBO-
rpuOKOBBIE

B3aumojeiicTBre He U3y4anoch.

CpeACTBa
IMPOU3BOJHBIC UMH1A30J1a

OTC}’TCTBy}OT JIJAHHBIC, ITO3BOJIAOIIHEC pa3pa60TaTb PEKOMEHIAINUHU I10 PEXXKUMY JO3UPOBAHUS.

MMPOTUBOMAJISIPUMHBIE JIEKAPCTBEHHBIE CPEJICTBA

ATOBaxoH:
AUC: |75% (162 — |84), Cmax: |44% (120 - [61).

ATOBaxoH/mporyaHui1/3haBupeH3
(250  mr/100 Mr ogHOKpaTHast
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JlekapcTBeHHbBIE Npenaparsl,
pa3jiejieHHbIe 10
(papmakoTepaneBTHYECKHM
rpynnam (j103a)

Bimsinue Ha KOHIIEHTPANMIO Npenapara B
ceiBopoTke. Cpeanee usmenenne 3HaveHuit AUC,
Cmax, Cmin (%) 1 1oBepHTeIbHbIE HHTEPBAJIbI, €CJIH
NPUMEHHMO (MEeXaHH3M)

103a/600 Mr 1 pa3 B CyTKH)

[Iporyanun:
AUC: |43% (17 — |65), Cmax: ©.

[To BO3MOXHOCTH CJIIEAYET uzberarh OIHOBPEMEHHOI'O IMMPUMEHCHU A aTOBaXOHa/HpOFyaHI/IHa C

3¢ aBUPEH30M.

Apremerep/nmymedantpun/3paBu-
peH3

(20 mr/120 wmr, 6 npuemoB 1o 4
TabneTky B TeueHue 3 aHei/600 mr
1 pa3 B cyTKH)

Aptemerep:

AUC: |51%, Cmax: |21%.
JlurupoapTeMU3HHUH:

AUC: |46%, Cmax: |38%.

JlymedantpuH:

AUC: |21%, Chax: <.

DdaBupens:

AUC: | 17%, Cmax: <> (uaaykuuu CYP3A4).

B03MOXHO CHHXEHHE aHTHMAIIpUHHOro 3(p(eKTa BCIEACTBHE CHIDKCHHS KOHIIEHTpPAIHU
apremerepa, AMTHAPOAPTEMU3MHUHA WM JIyMe(aHTpUHA TPH COBMECTHOM IPUMEHEHHHU C
sadasupensom. Cieayer coboaTh OCTOPOKHOCTD ITPU COBMECTHOM IPUMEHEHUH IIpernapara
O¢aBupens ¢ apremerepoM/TymMmehaHTpUHOM.

AHTAIIUIHBIE IEKAPCTBEHHBIE CPEJICTBA

AHTaIU B, cozepxamue | Kak aHTanmabl, copepiallue allOMHUHHS THIAPOKCHIL
QIIOMHUHMS THAPOKCHJ — MarHusl | WIM MarHus THIPOKCHI, Tak H (amMoTHIMH He
TUPOKCH] — | OKa3BIBAIOT HEOJIArONPHUATHOIO BIUSHUSA HA BCAChIBAHUE
CUMETUKOH/3(haBUpeH3 s¢aBupeHsa.

(30 mn ogHOkpatHas m03a/400 Mr
OJIHOKpaTHasl /103a)
®damoruaun/>daBupens

(40 mr — onHokpaTHas 103a/400 mr
— OJIHOKpaTHas 7103a)

Manoaepoamo, 4TO IIpHU MPUMCHCHHUHU 3(1)aBp1peH3a C JICKapCTBEHHBIMH CPEIACTBAMHU, KOTOPHIC
BJIUAIOT Ha pH KEITYTOYHOI'O COACPIKUMOTI0, UBMEHUTCS BCACBIBAEMOCTD 3(1)aBI/IpCH3a.

AHKCHOJIMTUKHA

Jlopazenam/>daBupeHns
(2 Mr ogHOoKkpaTHas 103a/600 mr 1
pa3 B CYTKH)

Jlopazenam:

AUC: 17% (11 — 114), Cmax: 116% (12 - 132).

OTH U3MEHEHHs] HE PpACIEHUBAIOTCS KakK KIMHHYECKH
3HAYMMBIE.

KOppeKIII/II/I JI03bI HU OJTHOT'O U3 JaHHBIX JICKAPCTBEHHBIX CPEJICTB HE Tp€6yeTC$I.

AHTUKOAT'YJISIHTBI
Bapdapun/>dasupens B3anmopeiictBue He M3ydanoch. Bo3MOXHO, Kak
AneHOoKyMapo/3¢aBupeH3 YBEJIUYEHHE, TaK M YMEHBIICHHE KOHIICHTPALUHU

Bap(dapuHa/alieHoOKyMaposia B IUIa3Me
BITUSIHHEM 3 aBUpEH3a.

KPOBU IO
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JlekapcTBeHHbIE MpenapaThbl,
pasaesieHHbIE 10
dapmakoTepaneBTHYECKHM
rpynmnam (1o3a)

BimmsiHHe Ha KOHIIEHTPANMIO NIpenapara B
ceiBopoTKe. Cpennee uamenenue 3Hauennii AUC,
Cmax, Cmin (%) m 10BepHTe/IbHbIE HHTEPBAJIbI, €CJIH
NPUMEHUMO (MeXaHH3M)

MokeT notpebGoBaThest KOPpPEKLUS 10361 BapdaprHa/alleHoKyMapoia.

INPOTUBOCYJAOPOKHBIE JIEKAPCTBEHHBIE CPEJCTBA

Kap6amazenun/adaBupens
(400 mr 1 pa3 B cytku/600 mr 1 pa3
B CYTKH)

Kapbamazenun:

AUC: [27% (120 — |33), Cmax: 120% (115 — |24), Chin:
135% (124 — | 44).

DdaBupens:

AUC: [36% (132 — |40), Cmax: {21% (}15 — |26), Chin:
147% (l41 — |53) (cHumxeHue
kapOama3enuHa BCJICACTBHE HWHIYKIIHU
CYP3A4; cHumxeHue
BCJIC/ICTBHE
CYP2B6).
PasuoBecHble 3HaueHUS AUC, Cmax ¥ Cmin aKTHBHOTO
MeTabosiuTa KapbaMasenuHa SMOKCHIa HE U3MEHSIOTCS.

KOHIIEHTpaIUH
3o epMeHTa
s¢daBupensa
CYP3A4 u

KOHIIEHTpaIuu
UHAYKIMH  u30(epmenTa

B3aumopeiicTBie INpH OJHOBPEMEHHOM IPHMEHEHUH
Gosee BBICOKHX /103 d(haBUpeH3a WK KapOamMa3enuHa He
M3y4aoch.

OTcyTCTBy}OT JaHHBIE, Ha OCHOBAHHHU KOTOPBIX MOXHO pa3pa60TaTL PEKOMEHOAIIUHU 110

pexxumy noszupoBaHus. CreayeT paccMOTpeTh BO3MOXHOCTH —IIPUMEHEHHUS  JIPYroro
IIPOTHUBOCY IOPOIKHOTO JIEKapCTBEHHOTO CpezcTBa. Pexomenayercs IIPOBO/IUTH
NepHOANYECKUI MOHUTOPHHT KOHIIEHTpAaMU KapOama3enuHa B I1a3Me KPOBH.

@enutonH,  Qenobapburan  u | BaumozelictBue He u3yudasock. Bo3MOXHO, Kak
ApyTHe IIPOTUBOCYZIOPO’KHBIE | YMEHBIIIEHHE, TaK M YBEJIMYCHHE KOHICHTpalUh
JIeKapCTBEHHBIE cpezacTBa, | peHuTOMHA, denobapburana U IPYTHX
SIBJISTFOIIIHECS cyOcTpatamu | IPOTUBOCY OPOKHBIX JIEKapCTBEHHBIX CPEICTB,
nzodepmentoB CYP450 aBisronMxcst  cyocrparamu  uzopepmentoB  CYP450,

€CITM 3TH Tperaparbl MPUMEHSIOTCS OJHOBPEMEHHO C
3¢ aBUPEH3OM.

Ecnu a¢daBupeH3 mnpuMeHsieTcss OJHOBPEMEHHO C IPOTHBOCYIOPOKHBIMH IIperapaTaMy,

SABJIAIOIIUMHUCSH C}’GCTpaTaMI/I

n30(GepMeHTOB

CYP450, HeoOX0aUMO  OCYIIECTBISTH

NEepHOANYECKUAI MOHUTOPHHT KOHIIEHTPAIMH IIPOTHBOCYJOPOKHBIX TIPENapaToB B KPOBH.

BanbnpoeBass kuciota/sadaBupeH3
(250 mr 2 paza B cyTtku/600 mr 1
pa3 B CyTKH)

KimHuyeckn 3HaYMMOro BIUSHHS Ha GapMAaKOKHMHETUKY
sdaBupenza He BbIABIeHO. OrpaHHYEHHbIE [AHHBIE
MOKa3bIBAIOT, YTO KJIMHUYECKU 3HAUMMOE BIIMSHHE Ha
(apMaKOKUHETHKY BaIbIIPOEBON KUCIOTHI OTCYTCTBYET.

Koppexkuuu 103e1 3daBupeHza He TpeOyercs.

[TarueHTBl  JOJDKHBI  HAXOJMTBCS  T10J

HaOJTIOICHUEM JUIS KOHTPOJIA CYyAOPOIKHBIX IIPHUITAIKOB.

Burabatpun/>dasupens
["aGanenTun/>dasupens

B3aumopericTBue He HU3y4aJioChb. Knuauyecku 3HaUUMBbIe
B3aUMO/ICHCTBUSA MaJIOBCPOSATHBI ITOCKOJIBKY

BI/II‘aﬁanI/IH U rabaneHTUH BBIBOIATCS HCKIIOYUTEIHHO
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JlekapcTBeHHbIE Penaparsl,
pasejieHHbIE 110
dpapmakoTepaneBTHYECKHM
rpynnam (103a)

BiMsinve HAa KOHIEHTPALMIO NIpenapara B
ceiBopoTke. Cpennee n3menenne 3nagennit AUC,
Cmax, Cmin (%) ¥ 10BepHTeIbHBIE HHTEPBAJIbI, €CJIH
NpHMEHHMO (MeXaHH3M)

MOUKaMHM B HEM3MEHEHHOM BHAE W BpAA JH OyayT
KOHKYpPHMPOBaTh ¢ METa0ONTH3UPYIOMUMHI HepMEHTAMHU U
Iy TAIMH BbIBEJICHUS d(aBHPEH3A.

KoppeKuml J03BI HU OJTHOT'O U3 JAHHBIX JICKAPCTBEHHBIX CPEACTB HE Tpe6yeTc;1.

AHTUAEINNPECCAHTBI

CenekmueHbvle UHZUOUMOPBI 0OPAMH 020 3AX6aMa CePOMOHUHA

Ceprpanun/>¢aBupeH3
(50 mr 1 pa3 B cytku/600 mr 1 pa3
B CYTKH)

CeprpanuH:

AUC: [39% ({27 — |50), Cmax: 129% ({15 — |40), Crin:
146% (131 - ]58).

DdaBupens:

AUC: &, Cmax: 111% (16 — 116), Cnin: <> (MEIYKIUH
CYP3A4).

VBenuueHue J103bl CEpPTPaMHa JODKHO IPOBOJMTBCS C YYETOM KJIHHHYECKOrO OTBETA.
Koppekuuu 10361 3¢aBupeH3a He Tpedyercs

[TapokceTun/3¢aBupeH3
(20 mr 1 pa3 B cytku/600 mr 1 pa3
B CYTKH)

Kimanuecku 3HA4YUMOTI'O (bapMaKOKI/IHCTI/I‘-ICCKOFO

B3aUMO/ICHCTBUS HE BBISBIIEHO.

KOppeKI_II/II/I J03bI HU OTHOTO M3 JaHHBIX JICKAPCTBEHHBIX CPE/ICTB HE Tpe6yeTcsI.

dnyokcetrn/3aBupens

B3aumojeiictBue He M3ydanoch. [lockonbky Ui
(iyokceTHHa XapakTepeH TOT K€ MeTabOoJIUYECKUi
npoduiib, YTO U JUIS TApOKCETHHA, T.€. OH SBISETCS
mMouHbeM uHrHOHTOpOoM CYP2D6, MOKHO 0XHMIATh, YTO
¢GryokceTrH Taioke He OyJaeT B3aMMOJEHCTBOBATH C

3¢aBUPEH30M.

KOppeKHI/II/I JI03bI HU OTHOT'0 U3 JAaHHBIX JICKAPCTBEHHBIX CPEJICTB HE TpeGyeTc;I.

CenekmuegHble UHZUOUMOPBI 0OPAMHO20 3AX6AMA KAMEXOIAMUHOE
(Hopadpenanuna, 0OnamuHna)

Bynponuon/3¢haBupens
(150  ™Mr onHOkpaTHas — J03a
(MTPOJIOHTHPOBAHHOTO  JEHCTBUS )/

600 mr 1 pa3 B cyTkH)

bynponuon:

AUC: |55% (148 — 162), Cmax: |34% (121 - |47).
[M'uapoxcuOynponuoH:

AUC: o, Cmax: 7150% (120 — 180) (MmmyKuuu
CYP2B6).

VBenuueHue J103bl 6pr0HI/IOHa JOJDKHO MPOBOJUTHCS C YYETOM KIMHHYECKOro OTBETA,
OJIHAKO J03a HE JO0JIKHA IIPEBBIIATh MAKCUMAJIBHO PEKOMEHIYEMYIO 103Y. KoppeKuI/m J103bI

a¢aBupen3a He Tpedyercs.

BJIOKATOPBI HI-TUCTAMHWHOBBIX PEIHEIITOPOB

[letupusun/>daBupens
(10 mr oxHoKpaTHas 103a/600 mr 1
pa3 B CyTKH)

[letupusun:
AUC: >, Cmax: 124% (|18 - |30).
JlaHHBIE ~ WM3MEHEHHS  HE  PaCIEHMBAIOTCI  Kak
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JlekapcTBeHHbIE Ipenaparhl, BimmsiHHe HA KOHIIEHTPALMIO NIpenapara B

pasaejieHHbIE 110 coiBopoTke. Cpennee n3menenne 3navennii AUC,
¢papmakoTepaneBTHYECKHM Cmax, Cmin (%) 1 10BepHTeJIbHbIE HHTEPBAJIbI, €CJIH
rpynnam (1o3a) npuMeHnMo (MeXaHH3M)

KJIMHHYECKH 3HAYUMBIE.
D¢aBupeHns:
KJIMHUYECKH 3HAYUMOT0 B3aMMOJICHCTBHS HE BBIABICHO.

KOppCKHI/II/I J03BI HU OJTHOT'O U3 JAHHBIX JICKAPCTBEHHBIX CPEACTB HC Tpe6yeTcsL

CEPJIEYHO-COCYAUCTBIE ITPEITAPATDBI

EJIOKdmOpbl «MEOJICHHBIX» KAIbYUEBbIX KAHAI08

Jluntuazem/3haBupeH3 Jluntuazem:
(240 mr 1 pa3 B cytkn/600 mr 1 pa3 | AUC: [69% (155 — 179), Cmax: 60% (150 — |68), Cin:
B CYTKH) 163% (144 — |75).

Jleane T TUITHAZEM

AUC: |75% (159 — |84), Cimax: 164% (157 — 169), Cuin:
162% (144 - 175).

N-MOHOIEMETUIIUITHAZEM:

AUC: |37% ({17 = |52), Cmax: 128% (17 — |44), Cnin:
137% (117 - | 52).

DdaBupeHs:

AUC: 111% (15 — 118), Cmax: 116% (16 — 126), Cmin:
T13% (11 - 126),

(uaaykuust CYP3A4).

VBenuyenne  (GapMakOKHHETHYECKMX  I1apaMeTpoB
shaBupeHsa He OBUIO pPAcHEHEHO KaK KIHHAYECKH

3HA4YUMOC.

Bonpoc 0 HEOOXOAUMOCTH KOPPEKIIHH 03Bl IMIITHA3EMA PEIIAeTCs ¢ YUeTOM KIMHHYECKOro
oTBeTa (CM. MHCTPYKIHMIO 110 MEIUIIMHCKOMY IPUMEHEHHMIO aunTHasema). Koppekuuu 1035l
a¢aBupensa He TpebOyeTcs.

Bepanamun, denomunun, Hudenu- | Bsanmoneiicteue He u3ydanoch. Ecim  adasupens
IIMH ¥ HUKap/UITHH PUMEHSETCS OZTHOBPEMEHHO (¢ KaKuM-T100
IpernapaToM W3 TPyHNbl OJIOKATOPOB «MEICHHBIX)
KaJbI[MEBBIX KaHAJIOB, KOTOPHIE SIBISIOTCS cyOcTparaMu
m3opepmenta  CYP3A4,  BO3MOKHO  CHIDKCHHE
KOHIIEHTPAIMHU 3TOro 6JI0KaTopa B I1a3Me KPOBH.

BOHpOC 0 HEOOXOJIUMOCTH KOPpPEKIUHU 103 6J10KaT0pOB «MEJIEHHBIX» KaJIbIIUECBBIX KaHAJIOB
pemaeTcs ¢ Y4€TOM KIIMHUYECKOTO OTBETA (CM. HHCTPYKIHUHU 10 MCIUIIUHCKOMY ITPUMEHEHHIO
6J’IOKaTOp0B «MEJICHHBIX» KaJIBIITUCBBIX KaHa.HOB).

TUIOJUIMAAEMUYECKUE JJEKAPCTBEHHBIE CPEJICTBA

Huzuoumopwvr 'MI'-KoA-pedykmasbi

ATtopBacTaTHH/3(haBUpPEH3 ATOpBacTaTuH:
(10 mr 1 pa3 B cytkn/600 mr 1 pas | AUC: |43% (134 — |50), Cmax: | 12% ({1 - |26).
B CYTKH) 2-TUAPOKCHATOPBACTATHH:
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JlekapcTBeHHbIE MIPENapaThl, Bansinue HA KOHIIEHTPALMIO Npernapara B

pa3zjiejieHHbIE 110 ceiBopoTKe. Cpennee nsmenenne snavenuii AUC,
(papmMakoTepaneBTHYECKHM Cmax, Cmin (%) 1 10BepHTEIbHbIE HHTEPBAJIbI, €C/IH
rpynnam (103a) NPUMEHHMO (MeXaHU3M)

AUC: |35% ({13 — |40), Cmax: {13% (10— {23).
4-ruIpOKCHATOPBACTATHH:

AUC: [4% (10— |31), Cmax: {47% ({9 — |31).

O6mass  axtuBHOCT,  mHruOmTopoB  ['MI-KoA-
peayKTasbl:

AUC: |34% ({21 — |41), Cmax: 120% ({2 — |26).

CretyeT OCYyIIECTBIIATH MEPHOAMYECKUI MOHUTOPHHI KOHIECHTPALMHK XOJIECTEPHHA B KPOBH.
MoskeT noTpe6oBaThes KOPPEKIHs 103bI aTOPBACTATHHA (CM. HHCTPYKIMIO 10 MEIUIIHHCKOMY
pHMEHEHHIO aTopBacTaTiHa). Koppekiu 10351 (aBrpensa He TpedyeTcs.

[TpaBacraTun/>¢aBupens [IpaBacTaTHH:
(40 mr 1 pa3 B cyTkn/600 mr 1 pa3 | AUC: [40% (126 — |57), Crmax: 118% (159 —112).
B CYTKH)

CrietyeT OCyIIECTBIIATH MEPHOIMYECKUH MOHHTOPHHI KOHIEHTPALMH XOJIECTEPHHA B KPOBH.
MoskeT moTpeGoBaThesl KOPPEKIHUst 1035l PaBacTaTUHA (CM. HHCTPYKIHIO 110 METUIUHCKOMY
MPHMEHEHHIO MpaBacTaThHa). Koppekimu 10361 dpaBupensa He Tpedyercs.

CumBacTaTtuH/3¢aBUpeH3 CuMBacTaTUH:
(40 mr 1 pa3 B cytkn/600 mr 1 pa3 | AUC: [69% (162 — |73), Cmax: | 76% (163 -179).
B CYTKH) CuMBacTaTUH KUCIIOTA:

AUC: |58% ({39 — |68), Cmax: {51% ({32 - |58).
O6mast  axtuBHocTh  mHruouropoB  I'MI-KoA-
peIyKTa3bl:

AUC: |60% (152 — |68), Cmax: 162% ({55 — [78)
(uaaykius CYP3A4).

[Ipy  OJHOBPEMEHHOM IPHMEHEHHH O(haBupeH3a ¢
aTOpBACTaTHHOM, HPAaBAaCTaTUHOM HIIM CHMBAaCTaTHHOM
3naueHuss AUC U Cnax 2paBupeH3a HE H3MEHSIOTCS.

Cneayer OCyIIECTBIISATh MEPUOANYECKHH MOHMTOPHHI KOHIEHTPALMU XOJIECTEPHHA B KPOBH.
MosxeT nmoTpeGoBaThesi KOPPEKIHMS 103bl CHMBACTATHHA (CM. HHCTPYKIHIO 10 MEIUIIMHCKOMY
IPYMEHEHHUIO CHUMBAcTaThHa). Koppekuuu 10351 3haBupensa He TpedyeTcs.

PosyBactaTun/a¢aBupens BzauMojeiictBe  He  HM3ydanochk.  Po3yBacTaTHH
BBIBOJIUTCSI B OCHOBHOM B HEM3MEHEHHOM BHIE 4epes
KENYJI0YHO-KUIIEYHBIH TPakT C JKEIYbIO, IMOITOMY

B3aMMOJIEHCTBHE C 3()aBUPEH3OM HE OKHUIACTCS.

KOppeKHHI/I JI03bI HU OJTHOT'O U3 JaHHBIX JICKAPCTBEHHBIX CPEJICTB HE Tpe6yeTc;1.

IT'OPMOHAJIBHBIE KOHTPAIEIITUBBI

J1st mepopajIbHOrO MPUMEHEHU: DTHUHUIACTPAIUOIN:

drunumacrpaauon + Hoprectumatr/ | AUC: <>, Cmax: >, Cmin: |8% (114 — |25).

s aBUpeH3 HopoarecTpoMuH (aKTUBHBIA METaOOIIHUT):

(0,035 mr + 0,25 mr 1 pa3 B cytku/ | AUC: |64% (162 — |67), Cmax: {46% ({39 — |52), Cin:
600 mr 1 pa3 B CyTKH) 182% (179 — | 85).
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JlekapcTBeHHbIE NIpenaparhl,
pasae/ieHHbIE 10
(papmakoTepaneBTHYECKHUM
rpynnam (103a)

BiiMsinne Ha KOHIEHTPALHIO Npenapara B
ceiBopoTke. Cpennee n3menenne snavennii AUC,
Cmax, Cmin (%) H 10BepHTeJIbHbIE HHTEPBAJIbI, €CJIH
NpUMEHNMO (MEeXaHH3M)

JleBoHOprecTpes (aKTUBHBIH METaOOIIHT):
AUC: [83% (179 — |87), Cmax: 180% ({77 — |83), Cnin:
186% (180 — |90) (uuaykius MeTaboIn3Ma).

DdaBupens:
KITMHHYECKH B3aMMO/ICHCTBUSA

BBISIBIIEHO. KMHMYecKas 3HAYMMOCTH STHX 3(dekToB

3HAYUMOI'O HEC

HEHU3BCCTHA.

B [0MOJTHEHHE K TOPMOHATLHBIM KOHTPAIENTHBAM JI0JDKEH MCIIOJIb30BaThCs HaIKHbIH METO/L
GaphepHOii KoHTpanenuuu (cM. pasaen [Ipumenenue npu 6epemenHOCmU U 6 nepuoo 2pyoH020

BCKAPMIAUBAHUSL).

[IpOoJIOHTHPOBAHHOTO JICHCTBUS

[UTs. BHY TPUMBIIIEYHOTO
IPUMEHEHHUS:
Jleno-MeIpOKCHITPOTreCcTepOHa
anerat (JIMITA)/adaBupens

(150 mr IMITA B/M 0THOKpATHO)

B teuenue 3 MecsieB UCCIEIOBAHUS HE OBLIO BBISIBJIEHO

3HAYUMBIX pazuuui B OTHOIIEHUHU
(GapMakOKHHETHYECKUX  [apaMeTPOB  MEIPOKCHUIIPO-
recTepoHa MeXIy J00poBOJbLAMH, IOJIy4aBIIUMHU

APBT, ¢ adaBupen3om, U 100pOBOJILIAMH, KOTOPBIC HE
nonysamn APBT. Bo BTOopoM HccieoBaHMH ObUIH
IOJIyYEeHBbI CXOJHBIE PE3yJbTaThbl, XOTsS KOHIEHTPALHH
MeJIPOKCHUIIPOrecTepoOHa B IJ1a3Me KPOBH pa3IM4yaInCh B
Gonpmiel  crermeHn. B 000MX  HCCIIEIOBaHHSX
KOHI[EHTpPAIIMK IIPOrecTepoHa B ILIa3Me KpPOBH Y
700pOBOJIBLIEB, TPHHUMABIIMX 3(haBUpeH3 + Jemo-
MEIPOKCHUIIPOreCTepOHa aleTaT, OCTABAIUCH HU3KHMH,

YTO COOTBETCTBOBAJIO MOAABJICHHAIO OBYJIAINH.

B nomnonnenue x TOPMOHAJIBHBIM KOHTpalenTuBaM J0KCH WCIIOJIB30BAThCS HAJACKHBINA METO

GapbepHoOil KoHTpanenuuu (cM. paszaen IIpumenenue npu GepemenHocmu u 6 nepuoo 2pyoHo20

BCKAPMAUBAHUSA).

WmnnanTar:
STOHOTECTpe/3paBUpeH3

MOXXHO OXHIATh
CHIDKEHHUSI  OKCIIO3UIUH (MHIY KU
CYP3A4). B MOCTPErUCTPAHOHHBIN MIEPHOJ
HaOMOeHNs OBUIM IMOJIyYEHBbI OTIETbHBIE COOOLIECHHS
00 apdexra npH
MIPUMEHEHUH MaIUEHTOK,

B3aumojieiicTBHE HE H3y4alloCh.
3TOHOTECTpea

OTCYTCTBHH KOHTPALENITHBHOTO
ITOHOTECTpela y
IIPUHUMABIINX 3(aBUPEH3.

B nonosHeHye K ropMOHATBLHBIM KOHTPAIIENTHBAM J0DKEH HCIIOIb30BaThCs HAIEKHBIH METOJ
GapbepHON KOHTpawenuuy (cM. pasaen IIpumenenue npu 6epemenHoCmu U 6 nepuoo0 2pyoHo20

BCKAPMIUBAHUSL).

NUMMYHOJIEINPECCAHTBI
MMMyHOZIEIpECCanTh,  KOTOphle | B3anmopeiictBue He u3ydanock. MOXHO —OXKHIAaTh
MeTabOIU3UPYIOTCS CHMIKEHHMs SKCIIO3UIIMH MMMYHOIETIPeccaHTa (MHIy KLU
U30(epPMEHTOM CYP3A4 | CYP3A4). MasoBeposTHO, 4TO yKa3aHHBIE
(Hampumep, [MKJIOCIIOPHH, | IMMYHOJEIIPECCAaHThl OyIyT OKasblBaTh BIIHMsSHHE HA
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JlekapcTBeHHbIE NPenaparsl,
pas/iejieHHbIe 10
dhapmakoTepaneBTHYECKHM
rpynnam (103a)

BiiMsinne Ha KOHLIEHTPAIMIO NIpenapara B
ceiBopoTke. Cpennee namenenne 3Hauennii AUC,
Cmax, Cmin (%) ¥ 10BepHTeIbHBIE HHTEPBAJIbI, €CJIH
NPUMEHHMO (MeXaHH3M)

TaKpOJIUMYC,
sdaBupeH3

CHPOJIIMYC) /

SKCIIO3UIIUIO 3(1)aBHpCHSa.

MoskeT nmoTpeGoBaThesi KOPPEKIIHs 1036l IMMYHO/IeTIpeccanTa. PeKoMEHyeTCst OCYIEeCTBIIATh

TINATEIbHBIN MOHUTOPUHT KOHHGHTpaHHf/i HUMMYHOJICIIPECCAHTA B KPOBHA B TEYEHUE HE MCHEC 2

HECIIb (L[O YCTaHOBJICHU A CTaOMIIBHBIX KOHHCHTpaHHﬁ) C MOMCHTaA Hayajla TEparuu
3(1)aBI/IpeH3OM HJIX C MOMCHTA €€ OTMCHBI.

OIMUOU/IbI
Meranon/a¢aBupens Meranon:
(crabunpHas  mommepxumBaromas | AUC: [52% (|33 — [66), Cmax: 145% (125 — [59)
no3a, 35-100 mr 1 pa3 B cytku/600 | (namyxuus CYP3A4).

Mr 1 pa3 B CyTKH)

B wuccnenosanuu ¢ yvactuemM BUY-nHOHIMPOBAHHBIX
MalMEHTOB, KOTOpble BBOJIWIM ceOe HApKOTHYECKHE
CpeacTBa
OJJHOBPEMEHHOE NpUMeHeHHe 3(haBUpeH3a U METaJ0Ha
MPUBOJUIIO K CHIDKEHUIO KOHIEHTPAllMM MeTaJoHa B
Ila3Me KpPOBH M K IIOSBICHHUIO CHMIITOMOB OTMEHBI
OTIMATOB. Yr1oOmt BBIPAKEHHOCTh
CHUMIITOMOB OTMEHBI, 103y METaJoHa YBEIUYMBAIH B
cpenHeM Ha 22%.

BHYTPHUBEHHO, YCTaHOBJICHO, 4TO0

YMEHBUIUTh

HpOTI/IBOIIOKaSaHO OIIHOBpCMCHHBIf/'I I[IpueM a(baBnpeHaa U METaJ0Ha H3-3a pUCKa yIJIMHCHUS

unTepBasa QTc.

bynpenopdun/nanokcon/>¢aBupens

Bbynpenop¢un:
AUC: |50%.

HopOynpenopdun:
AUC: | 71%.
D¢aBupeHs:
KJITMHUYECKU

3HAa4YUMOT O q)apMaKOKI/IHeTI/I‘{CCKOFO

B3aMMO/ICHCTBHUS HE BBISIBJICHO.

HecmoTpss Ha CHMXKEHHE OSKCIO3UIMH OynpeHopduHa, ciydaeB IPOSBIECHHS CHMIITOMOB
OTMEHBI Yy TAIUEeHTOB He Habmonanock. He TpebGyercs KOpPpeKIHM 103kl HH OJHOTO H3
JIEKApCTBEHHBIX CPEJICTB TPH OJHOBPEMEHHOM Ha3HaYeHHH OynpeHopduHa 1 3daBUpeH3a.

a—90% noBepUTeNIbHbIC HHTEPBAJIBI, €CITH HE YKa3aHO APYroe;

b — 95% noBepuTeIbHBIE HHTEPBAJIBI;
VP — ypuaunandocdar;

I'MTI"-KoA-pemykTasa — 3-THIpOKCH-3-METUIITITY TApUII-KOIH3UM-A-pe Iy KTa3a.

Jletn

HccnenoBanus B3auMOI€HCTBHS IIPOBOAUIIUCH TOJIBKO Yy B3POCJIBIX.
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OCOBBIE YKA3AHUS

DdaBupeH3 He TODKEH MPUMEHATHCS B Ka4eCTBE €IMHCTBEHHOTO Npenapara ais jedenus B1Y-
UHPEKIUH, a TaKKe He JOJDKeH M00aB/IAThCS B KayecTBE E€IMHCTBEHHOIO IIpernapara K
HeaddexTuBHOM cxeme Tepanmuu. Kak w B cimydae apyrux HHUOT, npu npumenenun
s(aBuUpeH3a B MOHOTEpAIUH MOXET OBICTPO Pa3BUThCS PE3UCTEHTHOCTH BUpyca. [Ipu BIOOpE
HOBBIX aHTHPETPOBHPYCHBIX TpPEMapaToB Ui MPUMEHEHHs B KOMOMHAIUHM C 3(aBUPEH3OM
ClIelyeT YYUTHIBATH BO3MOXKHOCTH Da3BUTUSI MNEPEKPECTHOM PE3UCTEHTHOCTH BHpYyca (CM.
paznen PapmakoOuHamuka).

He pexomenayercs mnpuMeHeHHe dS(paBHpeH3a OJHOBPEMEHHO C TalJIeTHPOBAHHBIMH
JIEKapCTBEHHBIMH  TIperapaTaMu ¢ (QUKCHPOBAaHHBIMH  KOMOHMHAnusMH  3(haBHpeH3a,
SMTpHIUTA0MHA U TeHO(OBHpa AU3OMPOKCcUI(ymapara, €Cii TOIBKO He TpeOyeTcs KOPPEKIHU
710361 (HaIIpUMep, TP IPUMEHEHHH ¢ pudaMnunuaom). OJHOBpeMeHHBIH pueM 3¢haBupeHsa ¢
TJIeKapeBUPOM/IIMOPEHTACBUPOM ~ MOJKET ~ 3HAYMTENBHO  YMEHBUIMTh  KOHIEHTPAIMH
rJIeKanpeBupa M NHOpeHTacBUpa B IJIa3M€ KpPOBH, 4YTO MOXET IIPUBECTH K IOTEpe
tepaneBTHYeckoro s¢dekra. CoBMECTHOE NPUMEHEHHE TIJIeKalpeBHpa/MUOpeHTacBupa |
s¢aBupeH3a He PEKOMEH Ty eTCsl.

He pexomeHmyeTcss OJHOBpeMEHHOE NpUMeHeHHe 3(paBUpeH3a C IpernaparaMd Ha OCHOBE
sKkcTpakra ['uHkro bunoba.

[Tpu Ha3HAYEHUH MpenapaToB Ul OJHOBPEMEHHOIO IPUMEHEHHS ¢ 3(aBUPEH30M Bpay JIOJKEH
0o0paTUTbC K HUHCTPYKIUSM [0 MEIUIIMHCKOMY IPUMEHEHHMIO JaHHBIX JIEKApCTBEHHBIX
Ipenaparos.

Ha ¢one nposenenus APBT nHenb3s uckmounts puck nepenaun BUY npyrum aunam Bo BpeMst
CEeKCYaJbHOTO KOHTAaKTa WJIM 4Yepe3 KpoBb. B CBI3M ¢ 3TUM cieayeT coOmoaaTh

COOTBETCTBYIOIIHUE MEPBI IMTPEJOCTOPOIKHOCTH.

ConyTcTBYIOMAast AHTUPCTPOBHUPYCHAs TEpAITUs

Ecnu nprem kakoro-nubo aHTHPETPOBUPYCHOTO Cpe/ICTBa B cocTaBe KoMOuHUpoBaHHOH APBT
OTMEHSIETCSI B CBSI3M C IOJ03PEHHEM Ha HENEepeHOCUMOCTb, HEOOXOIMMO pPaccCMOTPETh
BO3MOXKHOCTb OJHOBPEMEHHOH OTMEHBI BCEX AHTHPETPOBUPYCHBIX cpelacTB. [Ipuem Bcex
OTMEHEHHBIX AHTHPETPOBHPYCHBIX IIpENapaToB [ODKEH ObITh BO30OHOBIEH cpa3y Iocie
MCYE3HOBEHHs CHUMIITOMOB HenepeHocuMocTH. He pekoMenyeTcst mpepbiBaeMas MOHOTEPAIHs
U ITI0CJIeI0BATENIHOE ITOBTOPHOE HAa3HAYEHHE aHTHPETPOBUPYCHBIX CPEICTB M3-3a MOBBIICHUS

BEPOATHOCTH IOSIBJIICHUS PE3UCTEHTHOTO K Tepaliuu BUpYyCa.
KosxHas cbinb

B xiuHMYeckux HCCJICIOBAHUAX 3(1)aBHpeH3a HaOJIFOTAJTMCE JIETKO U YMEPEHHO BBIPAXXCHHBIC

BBICBINIAHKS, KOTOpbIE  OOBIMHO  MCYE3aJM NpPH  NPOJODKeHHMHM  Tepamuu. [lpuem
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COOTBETCTBYIOIIUX 61okaTtopoB H1-rucraMruHOBBIX penenTopoB W/vmm
TITIOKOKOPTHKOCTEPOU/IOB MOXKET YJIYUIIMTh MEPEHOCHMMOCTh M CIIOCOOCTBOBATH CKOpEHIIEMy
MCUE3HOBEHMIO KOKHOH chimu. Tspkenas ¢opma KOKHOU CBINH, CONPOBOXKAaeMasi BOJIBIPSIMA,
JIeCKBaMallMel SMUTeNus WM o0pa3oBaHUEM 3B, Haboganach MeHee yeM y 1% ManueHTos,
IPUHUMABIIUX 3¢aBupeH3. MHorogopMHas SKCCyqaTUBHAs dpUTeMa MM cHHIpoM CTHBEHCa-
Jlxoncona Bcrpeuanuch y 0,1% mnanuentoB. Ecnu y manueHTOB BO3HUKAET Tspkenas (dopma
CBIITH, CONPOBO’KIaeMasi BOSHUKHOBEHHEM BOJIJIBIPEH, JeCKBaMalliel SIUTENNs ¢ BOBJICUEHHEM
CIIM3UCTBIX O000JOYEK MM JIUXOPAAKOHW, HEOOXOJMMO HEMEUICHHO IIPeKpaTHTh IPHEM
s¢paBupensa. DpaBupeH3 He PEeKOMEH/IOBAH IMAIHEHTaM, Y KOTOPBIX ObLIa yrpojKaroIas KU3HU
KOXKHas peakuus (Hanpumep, cuaapoM CruBeHca-/[)koHcoHa). B cityyae npexpalieHus Tepanuu
s(aBupeH3oM HEOOXOAUMO pPaccMOTPETh BOMPOC O MPEKpalleHHH IMpHeMa JApyTHX
AHTHPETPOBHUPYCHBIX CPEICTB, YTOOBI M30€KaTh MOSBICHUS PE3UCTEHTHOIO K TE€pallUU BUpPYcCa
(cMm. pasgen Ilobounvie Oeticmsus). Ciydyan KOXHOH CBHINK 3aperucTpupoBaHbl y 59 u3 182
nerert (32%), nomy4aBimx JedeHue 3(paBUpPEeH30M B 3 KIMHUYECKUX HCCIIEOBAHUAX CpEeIHEH
IIPOJOJIKUTENBHOCTBIO 123 Henenn. Y 6 neteif cbinb Obuta TspKenoi. Mennana BpeMeHH Hadasa
NOSIBJICHUsI ChIMU y gaeredt cocraBuia 27 pauei (3-1504 nus). Ilepen HauvanoM Ttepanuu
5(aBUpPEeH30M y JeTel UM MOXKeT ObITh PEeKOMEHJIOBaHA COOTBETCTBYIOINAS aHTUIMCTAMHHHASL
Tepanus B Ka4ecTBe NPOQHIaKTHKH.

OnbIT  npumeHeHHst d¢aBUpeH3a Yy MAIMEHTOB, KOTOPHIM OBUIM OTMEHEHBI JApYIue
aHTHpeTpoBHUpYCcHBIe cpeactBa w3 kinacca HHUOT, orpanumyen (cm. pasgpen Ilobounvie
Oeticmsus). D(haBUpeH3 HE PEKOMEHJIOBAH ITallACHTaM, Y KOTOPHIX paHee Ha (OHE Ipuema
apyrux HHUOT pas3Buiucek yrposkaroiiye KU3HH KOXKHBIE pEaKklIMU (Halpumep, CHHIPOM

Crusenca-J[>koHCOHA).

CHUMIITOMBI CO CTOPOHBI IICHXUKH

Wmerorcst naHHble O BO3HMKHOBEHHH HEXEJIATEIBHBIX SBJICHHH CO CTOPOHBI IMCHXHKH Y
NAlMeHTOB, NpPUHUMABIIMX 3(aBupen3. [lanueHTH, HMEIOIIME B aHAMHE3€ IICHUXMYECKHE
paccTpoOMCTBa, HAXOMATCS B TIPYIIE IMOBBIIIEHHOTO pPUCKAa M0 pa3BUTHIO CEPhE3HBIX
HEKEJIATEIbHBIX ABJICHUH CO CTOPOHBI TICUXHMKH. B yacTHOCTH, TsDKenasi jenpeccus Hambosee
4acTo HaOmojatach y [AIMEHTOB C JIeNpeccHedl B aHamHe3e. lakke HMMEIOTCS
IIOCTPErHCTPALIMOHHBIE JAHHBIE O CITydasX TSHKEIOH JeTPECcCUH, CMEPTH B pPe3yJIbTaTe CyHIIH/Ia,
Opena ¥ 1cuxo30mo0100HOTO MOBeAeHUs. [lallneHTOB HEOOXOIUMO TMPEIyNpPEeUTh O TOM, 4TO
DY Pa3BUTHH TaKUX CUMIITOMOB, KaK TsDKeJasi JETPECCUsl, ICHXO03bl MM CYUIUIaTbHbIE HJIEH,
OHM JIOJDKHBI ‘HEMEUIEHHO COOOLMTH 00 3TOM cBOoeMmy Bpauy. Bpau J0/KeH OmpenenuTh

BO3MOXHYK CBA3b OTHX CHMITOMOB C IIPHEMOM 3(1)aBI/Ip€HSa, H, €CJIHn DJ5Ta CBiA3b
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IMOATBEPIKIAACTCS, OHEHUTh COOTHOIMICHUE PHUCKA I IMAllUCHTA ITPpU IPOAOJDKECHUM TEpallud MU

MOTEHIUATHHOM T0JB3BI OT pHeMa npenapara (cM. paszen Ilobounvie deticmeus).

CHUMIITOMBI CO CTOPOHBI HEPBHOU CUCTEMBI

VY nanueHToB, NpHHAUMAaBIIHX 3daBupen3 B qo3e 600 mr 1 pa3 B CyTKU B paMKax KIMHUYECKHX
HCCIIEIOBAaHHM, 4acTO HaAOJIOJATHCh CIIEAYIOIIHE CHUMITOMEL: OJOBOKPY)KE€HHE, OECCOHHHUIA,
COHJIMBOCTH, CHH)KEHHE KOHIICHTPAI[MH U MTATOJIOTHs CHOBHJICHHH, a TAK)KE BCTPEYAIUCH APyTHe
He)XeJaTesIbHbIe SBIeHUs (cM. paznen Ilobounvie Oeticmeus). CAMIITOMBI CO CTOPOHBI HEPBHOM
cucTeMbl OOBIYHO HaAOMIOJATMCh B TEYEHHE II€PBOrO MM BTOPOrO [HsA TEpalvd U B
OOJIBIIMHCTBE CIIy4aeB HCYe3aId Tocie mepBbIX 2-4 Henxenb. [lanueHTOB HEOOXOAUMO
IpOUH(OPMHUPOBATE O TOM, YTO TAKHE CHMIITOMBI, €CIIH OHH MOSBIAIOTCS, OOBIYHO HUCUE3AIOT
P MPOJODKEHUH TEPANMU M HE SIBJISIOTCS TPU3HAKOM BO3MOXKHBIX HApyLIEHHH CO CTOPOHBI

ICUXHUKH, KOTOPBIC BCTPEYAKOTCS PEIKE.

CyanoporKHble IPUITAIKHA

Coo06manocs 0 Cyaoporax y MalueHTOB, IPHHAMABIINX 3(aBUpeH3, 0COOEHHO y NAallMEHTOB C
cynoporamMu B aHamHe3e. [Ipy OJHOBpPEMEHHOM NPUMEHEHHMH IPOTHBOCYIOPOIKHBIX
JIEKAPCTBEHHBIX CPEJICTB, METAOOIM3UPYIOIIMXCS B OCHOBHOM B NEYEHHU, TAKUX KaK (DEHUTOMH,
kapbamazenwuH ¥ ¢eHoOapbuTan, cieayeT NEPHOAMYECKH IPOBOIAMTL  ONpPE/CIICHHE
KOHIIEHTpAIlMii 9THX [permapatoB B Iuia3Me KkpoBH. MccienoBanue —B3aMMOIEHCTBHI
JIEKAPCTBEHHBIX CPEJCTB MOKA3al0, YTO MPH OJHOBPEMEHHOM IPUMEHEHHM KapOamaselnuHa |
5haBUpeH3a KOHIEHTpAIMK KapOamaselmiHa B IUIa3ME€ KPOBH CHHJKAIHCh (CM. paszien
Bzaumooeticmeue ¢ Opyeumu nekapcmeenHvimMu cpeocmeamu). IlanMenTsl ¢ CyJI0pOKHBIMA

IpyunagKaMi B aHAMHE3€ JTOJKHBI HAXOAUTHCA 110/ 0CcOOBIM HaOJTIOICHUEM.

HesxenarelbHbIE SIBJIEHUS CO CTOPOHbI TEYEHHU

B mocTperucTpaiMoHHbIi epro HabIoAeHUS ObLUIO MOTy4YeHO HeOObIIOe YUCI0 COOOIIEHUH
0 Pa3BUTHHM II€YEHOYHON HEJOCTATOYHOCTH Y MAIMEHTOB 0e3 yKa3aHUH Ha 3a00/IeBaHUs II€UECHH
B aHaMHe3e, a TaKke 0e3 JPYruX BBIABJICHHBIX (akTopoB pucka (cM. paszmen Ilo6ounvie
Oeticmeusi). B CBA3W ¢ 3TUM PEKOMEHJYETCSl OCYIIECTBISATH MOHHMTOPHHI aKTHBHOCTH
«TIEYEHOYHBIX» (PEPMEHTOB JaXe y MalueHTOB 0e3 MeYyeHOYHO! TUC(HYHKIMU B aHAMHE3E WIIU

JpyTux (akTOpOB pUCKa.

Bimmsinue nunm

[Ipy npumeHeHWH >¢aBUpeH3a BO BpeMsl IpHeMa MHUIIM MOXKET BO3pacTaTh OSKCIIO3HMIIMS
sdaBupenza (cM. pasgen Dapmaxonozuyeckue CcOUCMEA), YTO MOXKET IPHUBOIHUTH K
YBEJIMYECHHUIO YaCTOThI HEXeIaTeIbHBIX peakiuil (cM. paznen [lobounvie Oelicmeus). B cBs3u ¢

3TUM PEKOMEH]IyeTCsl IPUHUMATh dpaBHpPEH3 HATOIIAK, XKeJIaTeIbHO Ha HOYb.
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CHUHIpOM BOCCTAHOBJICHUSI HUMMYHHUTETA

JlaHHBIA CHHIPOM HAOJIIONANCS Y MAI[MEHTOB C TSKEIBIM UMMYHOAE()HUIIUTOM B 1000 MOMEHT
nocje Havaia npoBefeHus kKoMOuHuMpoBaHHOW APBT. B pesynbrare ycHiIeHHS MMMYHHOTIO
OTBETa BCJIEJCTBHE TEpAIlMU B TEUCHHUE HECKOJIBKUX HEJENb WM MECALEB OT Hayaja JICYCHHUS
MOXET  pa3BUTbCS  BOCHATUTEIbHAs  peaknus Ha  HEaKTHBHbIE WM  OCTAaTOYHBIC
ONIMOPTYHUCTHYECKHE  HMH(EKIUH,  TakWe  KaKk  IUTOMETAJIOBUPYCHBIA  PETHHHT,
reHepaTM30BaHHBIE /WM OYaroBble MHUKOOAKTEepHaTbHble HWH()EKIHNU, THEBMOHHUS, BBI3BaHHAs
Preumocystis jirovecii (npexHee Ha3BaHHe - Pneumocystis carinii). Takue BOCIAIUTEIbHBIE
CHUMIITOMBI HYXKJIAIOTCsl B aJIbHEHIIIEH OLIEHKE U Ha3HAYCHUH COOTBETCTBYIOIIErO JICYEHHU.

AyTOUMMYHHBIE HapyIleHus (Takue Kak AudQy3HbIl THPEOTOKCHYECKUH 300) HabIo1aIuCch Ha
(GoHEe BOCCTAHOBJIEHMS HWMMYHUTETa, OJHAKO BpPEMsl HAYalbHBIX IIPOSABICHHH CHIIBHO

BapbHUpoOBajo, U 3a00JIeBaHKHE MOTJIO BO3HUKATh 4yepe3 MHOI'0 MECALIEB I10CJIE Ha4YaIa TEPaITHH.

HPIHO}II/ICTDOd)I/ISI U MeTab0JIMYECKHE HAPYIICHUS

KomOunupoBanuas APBT accoummpoBana ¢ mepepacrnpeaeIeHHeM —IO0IKOXKHO-KHPOBOM
kieTyatku Tena (mmomuctpodus) y BUY-unduunmpoBanHbXx nanueHToB. OTIaNeHHBIE
MIOCJIEJCTBHSL 3TOTO SBJCHUS TI0KAa HEU3BECTHBI M MEXaHW3M €ro pa3sBUTHSI H3Y4YCH
HemoctatouHo. [Ipeamonaraercst CBA3b MEXIY BUCHEPAIBHBIM JIMIIOMATO30M H NMPHUMEHECHHEM
uHruduTopoB npoteassl BUY u munoarpoduu u npumenerneM HUOT. IToBplmeHHBIH pHCK
Pa3BUTHs JIMIIOJMCTPOPUH MOXKET ObITH OOYCIOBJICH KaK WHIMBUIYyalIbHBIMH (paKTopamu,
TaKUMH KaK MOXKHJIOW BO3pacT, Tak U (pakToOpaMu, CBSI3aHHBIMU C IIPUEMOM IIPETapaToB, TAKUMU
Kak rpojonkutenbHas APBT u cBszanHbIe ¢ Hell MeTaboanveckue HapyuieHus. B cBs3u ¢ aTum
IpH KJIMHAYECKOM 00C/IeI0BAaHHH TTal[MeHTa ClIe/lyeT MPOBOAUTL (pU3HKaIbHOE 00C/IEI0BAHHKE,
oOpamiass BHHMaHHE Ha Iepepaclpee/ieHue I0JKOKHO-)KHPOBOM KIIETYaTKH, a TaKke
OTIpeJIeNISITh KOHIEHTPALUIO JTUIUJOB B CBIBOPOTKE KPOBH HATOLIAK M KOHIIEHTPAIIUIO TIFOKO3bI
B KpoBH. Hapymenus mumuaHoro oOMeHa MOJDKHBI KOPPEKTHPOBAThCS B COOTBETCTBUH C

KJIMHHYECKUMHU TTPOSIBIICHUSIMHU (CM. pa3zaen [lobounbie Oeticmeus).

OcteoHekpo3

XOTsl 9THOJIOTHs JaHHOTO 3a00JeBaHWs IMpU3HAHA MHOTO(aKTOpHON (BKIKOYas NMPUMEHEHHE
KOPTHKOCTEPOUIOB,  3JI0yNOTpeOJeHHe  aJKoroyieM,  TSDKEIYI0  HMMYHOCYIIPECCHIO,
TIOBBIIICHHBIA MHIEKC MAcChl TeJia), CIIy4au OCTEOHEKpOo3a HabII0AAINCh IPEUMYIIECTBEHHO Y
MalMeHToB ¢ aiuTeabHo BUY-uHbekumed W/Mau y NalUMEHTOB, JAJUTEIBHO IOJIy4YaBIIHX
komOuHupoBaHHyr0 APBT. IlanueHTsl JT0JDKHBI HE3aMETHTEIbHO OOpaTHThCsS K Bpady INpH

MOSIBJICHUH OOJIE B CyCTaBax, CHU)KCHUH MOJIBHIKHOCTH CYCTAaBOB HJIM TPYIAHOCTSAX IPH XOb0E.
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VY umnenue uarepsasia QTc

Vanmuenue uatepBaia QTc HabMOANOCh y MAIMEHTOB, NPUHAMAIOMHKX 3(aBuUpeH3 (CM.
pasens «[IpoTuBonokazanus», «B3aumoeiicTBIE ¢ IPYTHMH JI€KapCTBEHHBIMU CPEICTBAMMUY).
VY manueHToB ¢ pUCKOM yumuHeHHs uHTepBasa QTc ciemyer paccMOTpeTh ajlbTepHATHBHYIO

Tepanuio 6e3 mpuMeHeHus 3aBUpeH3a.

OCOBBIE I'PYIIIIbBI TAIIMEHTOB

ITanueHTsI ¢ 3200/1eBAHHAMH NEYEHH

DdaBupeH3 MPOTUBOINOKA3aH MAllUeHTaM C TSKEJIO0H CTENEHBIO NEUYCHOYHOM HEJOCTaTOYHOCTH
(xmacc C mo cucreme Yaina-Ileo) (cMm. pasnpen I[lpomusonokaszanus, Papmakono2udeckue
C60CMBa) W HE PEKOMEH/TIYEeTCs TTAl[HeHTaM C IIOPaKCHUEM IIEYEHH CPEIHEH CTEIICHU TSIKECTH,
IIOCKOJIbKY Ha JTaHHBI MOMEHT HEJOCTATOYHO JIaHHBIX, YTOOBI yCTAHOBHUTH, HY)KHA JIX B TaKHX
ClTydasiXx KOPPEeKIHs JO3bI.

BeneicTBHe  MHTEHCHMBHOro Merabonmsma ddaBupeHsa cucreModt nuroxpoma P450 wu
OrPaHUYEHHOTO OMNbITA KIMHHYECKOrO IMPUMEHEHHUs Ipenapara y IMalueHTOB ¢ XPOHUYECKHMH
3a00JICBaHUSAMH TIEYEHH CJIEAyeT COOI0IaTh OCTOPOXKHOCTh NpPH HAa3HA4YEeHHMH d(aBHpeH3a
ManMeHTam ¢ 3a00JIeBaHUSIMK TT€YEHH JIETKON cTerneHH TspkecTH. [Ipu 3ToM manueHTs! T0DKHBI
HAXOJMUTBCA TOJ HAOMIOAEHHWEM JUII  CBOEBPEMEHHOIO  BBIABICHHS  J10303aBUCHMBIX
HE)KENaTe/bHBIX PeaKimi, OCOOEHHO CO CTOPOHBI HEpBHOM cucTeMbl. Takxke uepes
ompe/ie/ieHHbIe HHTEPBAIBI BPEMEHH CJIeyeT IPOBOAMTD J1Ia00OPAaTOPHBIE AHAIU3BI UL OLCHKH
cocTostHus niedenu (cM. paszaen Cnocob npumenenus u 003bol).

be3onacHocTh U 3 PeKTUBHOCTE AaBUpeH3a HE MOATBEPKIACHBI Y MAMEHTOB CO 3HAYMMbBIMU
HapyleHusMH QYHKIHMHU TI€YeHH B aHamHese. [lamuenTsl ¢ XpoHndeckuM renaturoM B umm C,
npuHUMaromue KoMOuHUpoBaHHyr0 APBT, BXomar B rpymnmy puCKa pa3BUTHS TSKENBIX
HE)KEeNIaTebHBIX PEaKIWii CO CTOPOHBI IEYEHH, KOTOPHIE MOIYT IIPHBECTH K JICTAIBHOMY
MCXOQy. Y MAlMEHTOB ¢ HapylleHHeM (YHKIMH MEeYeHH B aHAMHE3€, BKJIIOYas XPOHHYECKHH
AKTHBHBIM T€NAaTHT, [OBBIIACTCS YaCTOTa Pa3BUTHS HApyUIIEHHH (QYHKUMH MEYEHH IpH
xKoMOuHUpoBaHHOW APBT, mosroMy Takue MalMeHThI JODKHBI HAXOJUTHCS MO HAOJIIOIEHHEM
B COOTBETCTBHM CO CTAHJAPTHOM CXeMOW. Y MAalHEHTOB C yXY/AIICHHEM TeYeHHs 3a00/IeBaHUS
NEYEeHH WJIH C YCTOHYMBBIM YBEJIHMYEHHEM AaKTHBHOCTH CBIBOPOTOYHBLIX TpaHCaMHHa3,
npeBbIIamM Gosee ueM B 5 pa3 BI'H, mosnb3a oT npoaokeHus: Tepanud 3(paBUpPEH30M
JOJDKHA  COMOCTABJIATBCS € BO3MOXHBIM  PHUCKOM B OTHOIIEHHMM  BO3HHKHOBEHHS
rernaToTOKCMYHOCTH. B OTHOIIEHMM TaKMX TMAIMEHTOB CJIEIYeT pPacCMOTPETH BOIPOC O

nenecoobpasHocty npepsiBanus Wik otMeHsl APBT (em. pasnen ITob6ounvie Oeticmeust).
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[Ipy  ONHOBPEMEHHOM TPMUMEHEHHH JPYTHX JIEKapCTBEHHBIX CPEICTB C  H3BECTHOH
reNaTOTOKCHYHOCTBIO PEKOMEH/IYeTCs TPOBOAUTH KOHTPOJb AKTHBHOCTH «IEYECHOUHBIX)
depmentoB. Ilanmentam ¢ remarutoM B wm C mpH Ha3sHauYeHHM KOMOMHHPOBAHHOWU
NPOTHBOBUPYCHOM  Tepamuy  CIeAyeT TaKKe pPyKOBOJACTBOBATHCS ~HHCTPYKIMSAMH IO

IIPUMEHCHHUIO Ha3HAYAaCMbIX MMpErapaToB JJIs1 JICUCHUS I€llaTuTa B umu C.

IMauueHTHI ¢ MOYEYHOH HEOCTATOYHOCTHIO

dapmakoknHeTHKa 3(aBUpEeH3a y MAIlMEHTOB ¢ IOYEYHON HEIOCTATOYHOCTHIO HE M3ydanach,
OJIHAKO B CBSI3M C TEM, YTO B HEM3MEHEHHOM BH/E IIOYKAMH BBIBOAHUTCS MeHee 1% TpUHATOM
n036l d(aBupeH3a, HapylleHHe (YHKIMHM IOYEK HE JO/UKHO OKas3blBaTh CYIIECTBEHHOIO
BIMSIHUSL Ha BBIBeJeHHME ddaBupensa (cMm. pasaen @Papmaxonoeuveckue ceovcmsa). OmbIT
npyMeHeHus 3haBUpeH3a y MalMeHTOB C TSHKEION MOYEUHOM HEI0CTAaTOYHOCTBIO OTCYTCTBYET,
B CBSI3M C YeM y TaKHX TAIMEHTOB CJIEyeT IPOBOIUTH TIIATEIBHBIH MOHUTOPHUHT 0€30MIaCHOCTH

IIPUMCHCHUS IIpeIiapara.

ITanueHTHI MOKUIOT0 BO3pacTa
HOCKOHBK}’ B KJIMHUYCCKHE HUCCIICJOBAHHS OBUIO BKJIFOYEHO HEOOJIBIIOE KOJUYECTBO IMOKHUIIBIX
IMAalfM€HTOB, HET OCHOBaHUH npeamnoJiaratb, 94TO JICHCTBUE [pernapara Ha IMalueHTOB ITOXKHJIOrO

BO3pacTa OTJIM4YacTCsa OT TAKOBOI'O Y 0oJ1ee MOJIOIBIX MAllUEHTOB.

Jdern

[Ipumenenue s¢asupensa y aeteil Miiajame 3 Mec. MM ¢ BECOM MEHEE 3,5 KT He HCCIIeI0BAIOCk.

BJIMSITHUE HA CITOCOBHOCTD VYIIPABJIATDH TPAHCIIOPTHBIMH
CPEJACTBAMU, MEXAHU3MAMHU

He mnpoBOAMIOCH HCCIEIOBAHUN Ul OLEHKH BIMSHUS Ha CIHOCOOHOCTH  YNpPaBIIATH
TPAHCIIOPTHBIMK CPEACTBAMH M paboTaTh ¢ MeXaHu3MaMu. O(aBUPEH3 MOXKET BbI3BIBATH
rOJIOBOKpPY)KEHHWE, HapyIIeHHE BHUMAHHUsS, OECCOHHHMIly M  Jpyrue HEXeJlaTeIbHbIC
nekapcTBeHHble peakuuu co croponsl [[HC. [lanuenToB ciexyer mpemynpeauThb, 4TO €CIH Yy
HUX MOSIBATCS JIIOOBIE M3 3THX CHMIITOMOB, MM CIIe/TyeT u30eraTh ylnpaBjIeHUs] TPAHCIIOPTHBIMA

CpeIACTBaMHU U pa6OTbI C ME€XaHU3MaMHu

®OPMA BBIITYCKA
TabneTku, MOKPHITHIE MIIEHOYHOH 06omoukoit, 200 Mr u 600 mr.
[To 10 TabneTok B OMCTEp U3 ATFOMUHUEBOI (DOJIBIY U IIJIEHKHU ITOJMBUHUIIXIIOPUIHOM.

[To 3 umu 10 GnucTepoB BMecTe C MHCTPYKIHUEH MO NPUMEHEHHIO MOMENIAIOT B IMA4YKy H3

KapToHa.
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[lo 30 TabneTok B TOIAMEPHYIO OaHKy W3 IMOJHMITHIEHTepedTanara,

YKyTIOPEHHYIO

[1JIACTUKOBOM KpBIHlKOﬁ W3 TIOJUATHIIEHA BBICOKOW IUIOTHOCTH M HHU3KOTO JaBJICHUA C

KOHTPOJIEM IIEPBOTO BCKPLITHA.

Ha GaHKy HaKJIE€HBaIOT STHKETKY.

OIIHy 6aHKy BMECTEC C I/IHCprKHHCﬁ 10 NPUMECHEHHIO MOMEIIAT B MaYKy M3 KapTOHA.

CPOK I'OJHOCTH
3 roxa.

He ucrnonp30Barth 110 UCTEYSHUH CPOKaA F'OTHOCTH.

YCJOBUS XPAHEHUSA
Xpauuth npu Temneparype He Bpiue 25 °C.

XpaHI/ITL B HEAOCTYITHOM JUIA JIETeH MecCTe.

YCJOBUS OTITYCKA

OTITyCKaloT 110 PELENTY.

MPOU3BOJAUTEJIb

000 «Dnsanca ®apmay, Poceus,
Benropojckas 0611., benropoackuit paiios,
nrt CeBepHbli, yii. bepe3osas, 31anue NS
WK

000 «PO3JIEKC ®APM», Poccus
Tsepckas 06:1., KonakoBckuit paioH,

nrr. Pexxuno, yi1. 3aBoackas, .1

Opraﬂmaunn, NpUHUMAKmasi NPETCH3HH OT l'lOTpeﬁl/lTeJlei;lt

000 «DnBanca ®apmay, Poccus,

308519, Benropockas 06:1., benropoackuit paiioH,
nrt CesepHblii, yi1. bepe3osas, 3nanne Nes

Ten.: +7(4722)202319

WIIN

000 «PO3JIEKC ®APM», Poccus

171261, Teepckast 0611., KoHakOBCKHI paioH,

nrt. Peaxuno, yi. 3aBojckas, 1.1
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®

O pa3BUTHH HeKeJIaTeJIbHBIX PeaKIuii, CBA3AHHBIX ¢ IPHEMOM INpenapara, coo0marhb:
Ten.: 8 800 333 0435
®axkc: +7 (499) 638 23 00

e-mail: pv@pharmrussia.com

HpeIICTaBI/ITCJIB KOMIIaHHUH

000 «JIxenedduxcy, Poccus
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