MUHUCTEPCTBO 3JIPABOOXPAHEHHS POCCUNCKOUN ®EJIEPALINA
UHCTPYKIUA

MO MEJUIIMHCKOMY INPUMEHEHUWIO IEKAPCTBEHHOI'O IIPEITAPATA
BUKTAPBU™
PerncrpanmnoHHbIii HOMeEp:
Toprosoe nanmenoBanue: bukrapsu™

Memynaponﬂoe HEMATCHTOBAHHOC HJIH IPYNMmHUpPOBOYHOEC HAUMCHOBAHHUE:

buxrerpasup + Tenodoupa amadpenamuy + IMTpULUTAOHH
JlekapcrBennasi popma: TabIeTKH, TIOKPBITHIE INIEHOYHOH 000J104UKO¥
COCTAB

1 TabyieTka COAEPIKHUT:

oelicmeyiowjue sewecmsa: OukTerpaBup Harpus 52,45 mr (B mepecuere Ha OukrerpaBup S50 mr),
tenoosupa anadenamun pymapar 28,04 mr (B nepecuere Ha TeHo(oBHpa anapeHamu 25 Mr) U

smrpurutadbun 200,00 mr;
6CNOMOCAMENbHBIE GeUeCMEBA:
A0po mabaiemky. NEJTI0N03a MUKPOKPUCTAJUTHYECKas, KpOCKapMeJlio3a HaTpHs, MarHus cTeapar;

obonouxa mabremxu: Onanpaii [ Kopuunesiii 85F165072, conepxamuii NOJIMBHHUIOBBIN CIIUPT,
THTaHA JMOKCHJI, MAKPOTOJI, TAJIbK, KPACUTENb JKele3a OKCHJI KPACHbIH M KpacUTENb JKeIe3a OKCUJL

YEpHbIH.
OINUCAHUE

KarncynooGpasHble TabJIeTKH, MOKPHIThIE IUICHOUYHOH 000J104KOH (pHOJIETOBO-KOPUYHEBOTO 1(BETA €

rpasupoBkoit «GSI» Ha oxHol cTopone n «9883» Ha pyroi.

DOAPMAKOTEPAIIEBTUHYECKASI I'PYIIIIA: npotuBoBupycaoe (BUY) cpencrso



Kox ATX: JOSAR20

®APMAKOJIOTMYECKUE CBOUCTBA

dapmakoIHHAMHKA

MexaHu3M AelCcTBUS

bukrerpaBup SBJISETCS WMHIMOMTOPOM TepeHoca IEeMH MHTErpa3od (MHrMOMTOp HHTErpasbl),
KOTOPBI CBSI3bIBAETCS ¢ AKTUBHBIM YYaCTKOM HHTErpaszbl M OJOKHpYeT JTall NepeHoca LEend B
Mpolecce HWHTErpaluu PeTPOBUPYCHOHN Jie3okcupuboHykinennoBoi kucinotsl (JIHK), koTopsrii
MMEeT KJIOYeBOE 3HAUCHHWE B IMKJIE pPEIUMKAIMM BUpyca MMMyHoneduuuta dvenoseka (BUY).
bukrerpasup obnanaer akruBHocTbio mpotus BUU-1 u BUY-2.

OMTPUIUTAOMH TpeJCTaBiseT CcOOOH HYKJICO3WJHBIH HMHIUOMTOP 0OpaTHOM TpaHCKPUITA3bI
(HUOT) wu ananor 2°-1€30KCHIMTHAMHA. IMTpULUTAOUH (dochopuaupyeTcss KIeTOUHBIMH
depmentamu 10 smTpunurabuna Tpudocdarta. IDMmTpunmradbuna Tpudochar momaBiseT
permnkanuio BUY nyrem BerpamBanus B Bupycnyio JIHK ¢ momombio o6parnoit TpancKpunTassl
(OT) BHUY, uro npuBoaut k tepmunanuu nenu JIHK. Dmrpunmrabun obnajaer akTHBHOCTBIO
nporus BUY-1, BUY-2 u Bupyca renarura B (BI'B).

TenodoBupa anadpenamuji SBISETCS HYKICOTHAHBIM HHIHOMTOPOM OOPAaTHOW TpaHCKPUITA3bI
(HTtUOT), npencraBnennsiit pochoHaMuIaToM, KOTOPBIA SIBISIETCS MPOJIEKApCTBOM TeHO(DOBHpa
(ananor 2’ ne3zokcuasieHosuHMoHopochara). TenodoBupa anadeHamMu] CHOCOOEH TMPOHUKATH
B KJIETKH M, Onarojaps TOBBIIIEHHOM CTaOWJIBHOCTH B IIa3Me€ KPOBH M BHYTPHKJIETOYHOM
aKTHBALMK [1OCPEJICTBOM THAPOJM3a KaTtencuHoM A, teHodoBupa anadenamuy Oonee 3¢ pexTUBeH,
uyeM TeHo(oBHpa JAU30MPOKCHIA (hymapar, MpH KOHIEHTpAIMU TEHO(MOBUPA B MOHOHYKJIEAPHBIX
ietkax nepudeprueckoit kposu (MKIIK) (Bkitodas muMQpOUUTH U Ipyrue KICTKH-MHIIEHH IS
BUY) uB makpodarax. Buyrpuxierounsiii TeHodoBup BrociegacTBuu Qochopunupyercs 1o
(apmMakoJIOTHYeCKH aKTUBHOTO Mmertabonura TeHodosupa aupocdara. Tenodorupa mudocdar
uHruoupyer permkanuio BUY nyrem BerpanBanus B Bupycnyto JIHK ¢ momousio OT BUY, yto
npuBout K oOpeiBy 1enu JIHK. Tenodosup obnazaer npoTHBOBHPYCHOH aKTHBHOCTBIO B

otnouienuu Bupycos BUU-1, BUY-2 u BI'B.

[[poTUBOBUPYCHAS AKTUBHOCTD 11 Vilr0

[IpoTuBOBHpYCHAs AKTHBHOCTL OWKTErpaBMpa B OTHOHICHUH JIADOPATOPHBIX M KIMHUYECKUX

mrammoB BUY-1 omnenuBanace B JnuMmpoOnactaeix kiaetounblx JguHusIX, MKIIK, nepBuynHbIX
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makpogarax/mMonorutax 1 CD4 mamdonnrax. 3uavenus 50% s dexruBHoi KoHneHTpanuu (DKso)
OuKTerpaBupa HaxoAwIuch B auanasone ot < 0,05 no 6,6 HMosb. CKOppeKTUpOBaHHASA MO OENIKY
95% s¢dextusnas konrentparms (DKos) Oukrerpasupa cocrasuia 361 umons (0,162 mxr/mi) B
orHoumtenun Jjukoro tuna BUY-1. buxrterpaBup mnoxasan NIpPOTHBOBHPYCHYIO aKTHBHOCTH B
orromennu rpynn BUY-1 (M, N, O), B Tom uucne cydorunst A, B, C, D, E, F u G (OKs0 ot <0,05
70 1,71 umoub), u aktuBHOCTh TpoTB BUY-2 (DKs0 = 1,1 amMob).

[IpoTuBOBHpYCHAsT aKTUBHOCTH SMTPUIMTA0MHA B OTHOIIEHWH Ja0OPATOPHBIX M KIMHUYECKHX
mrammoB BUY-1 onenuBanach B aMM(OOIACTHBIX KIETOYHBIX JIMHUAX, KJIETOYHOH JIMHUH
MAGI CCRS u MKIIK. 3nayenust 9Kso smTpunmrabuna Haxoauauck B auanazone ot 0,0013 no
0,64 MKMOJIb. DMTPUIMTAOMH TOKa3ajl MPOTHBOBUPYCHYIO AaKTHBHOCTh B KYJBTYpe KIETOK B
ornomenun cydrunoB A, B, C, D, E, F u G BUU-1 (DKso or 0,007 mo 0,075 Mmkmonb) u
akTuBHOCTH B oTHOIEHUH BUY-2 (DKs50 o1 0,007 10 1.5 MKMOJIB).

[IpoTuBOBUpYCHAs aKTUBHOCTH TeHO(OBUpa anadeHamujia B OTHOILIEHHH JIaDOPATOPHBIX U
kanHuueckux mrammoB BUY-1 noaruna B onenuBanack Ha 1uM¢poOIaCTHBIX KJICTOYHBIX JTUHUSIX,
MKIIK, nepBuunbix makpodarax/moHouutax 1 CD4 mumdonurax. 3nauenuss IKso teHodoBupa
ajapeHaMu1a HaxXoAMJMCh B auanaszone ot 2,0 jo 14,7 umosb. [IpoeMoHCTprUpOBaHA aKTHBHOCTD
TeHo(oBHpa anadeHamuia B KyJbType KIeToK B oTHomeHuH Beex rpynn BUY-1 (M, N, O), B Tom
yucie B otHommenuu cyotunos A, B, C, D, E, F u G (ECso B quanazone ot 0,10 g0 12.0 HmMoib) U

akTUBHOCTH B oTHOIeHun BUY-2 (DKso B inanazone ot 0,91 10 2.63 HMOIIB).

Pe3ucTeHTHOCTE

In vitro

B kynbrypax kietok Obumd BbiaeneHbl mTammbl BUY-1 co cHMXKEHHONW 4yBCTBUTEIBHOCTBIO K
OukrerpaBupy. B ojHOM u3 BblZENEHHBIX TaMMOB OOHapyxeHnl 3ameHbl MSOI u R263K ¢
COKpaIleHHeM YyBCTBUTEILHOCTH K OukTerpaBupy B 1.3-, 2,2- u 2.9 pa3 ans 3amen M501, R263K u
MS501+R263K, coorBercTBeHHO. BO BTOpPOM BBIJEICHHOM ILITaMME OBLTH OOHApy>KE€HbI 3aMEHbI
T661 u S153F co cHmkeHreM (EHOTHUITMUYECKONH YyBCTBUTEIBHOCTH K OukTerpaBupy B 0.4-, 1,9- n
0,5 pa3 s 3amen T661, S153F u T66I+S153F, cooTBeTcTBEHHO.

CHUXKEHHE YyBCTBHTEIBHOCTH K SMTPUIMTAOMHY cBsizaHO ¢ 3ameHamu M184V/I 8 OT BUY-1 B
KYJIbTYpPE KJIETOK.

3amena K65R B OT BUY-1 npuBoauia K CHHYKEHUIO YYBCTBUTEILHOCTH H30siToB BUY-1



K TeHo(oBUpa anadeHamuly; Kpome Toro, BpemenHo nabmonanach 3amena K70E B OT BHUY-1.
3amena K65R nmpuBoiiia Kk ciabomMy CHIIKEHHIO 4yBCTBUTENIbHOCTH H30siToB BUY-1 k abakaBupy,
SMTpULIUTAOUHY, TeHODOBUPY U JaMUBYAMHY. B in vitro wccnenoBanusx otdopa JieKapcTBEHHON
PE3UCTEHTHOCTH K TeHodoBupa anadeHamuy pa3BUTHUS PE3UCTEHTHOCTH BBICOKOTO YPOBHS IPU
MPOJUIEHHOM KYJIbTHBUPOBAHUU 00OHAPYKEHO HE OBLIO.

Cpenn manumeHtoB uccienoBanus Paspl 3, paHee He MMOJYyYaBIIMX JICUCHMs, M MAIUEHTOB C
BUPYCOJIOTHYECKON Cynpeccueit uceienoBanus (assl 3, mojy4yaBimux npenapar bukrapsu, He 0b110
obnapyxeHo BUY-1 ¢ Bo3HUKIIMMH Ha (HOHE JICUCHHS TCHOTHITHYECKUMH WIH (EHOTHITHYECKUMU
3aMEHAMH, TIPUBOJISIIMMH K PE3UCTEHTHOCTH K OMKTErpaBUpy, SMTPULIUTAOUHY WK TeHO(DOBHpa
aapeHaMHU/Iy B MOMYJISIIIMM OKOHYATEJIBHOI0 aHajiu3a Ha pe3ucteHTHocTh (n=10 ¢ ypoBHem PHK
BUY-1 > 200 xonuii/Mi1 Ha MOMEHT MNOJTBEPXJICHHOW BHUPYCOJIOTHYECKOW Heyaauu, Hejens 48,
Henens 96 (uccnenoBaHHe paHee HE IMOJIYYABIIMX JICUCHHS) MJIM Ha MOMEHT IPEXKJICBPEMEHHOTO
npeKpaleHust mpuemMa rnpenapara). Ha MOMEHT BKIIFOYEHHsSI B MCCIIEIOBAHUE Y OJIHOTO paHee He
MOJIy4aBUIEro JICYEHUs MAllMEeHTa MMEJIMCh MYTAllMH PE3UCTEHTHOCTH WHTHOMTOpA WHTErpasbl C
myrtanueit Q148H + G1408S u yposens PHK BHY-1 6bu1 < 50 xonuii/mi ¢ 4-o0# o 96-yio Hezelo.
JlonosnHuTenbHO, 6 NAIMEHTOB HMMEJIHM MYTAIUI0 PE3UCTEHTHOCTH WHTMOMTOpa MHTErpasbl ¢
myrtanueit T97A); y Becex yposenb PHK BUU-1 6bu1 < 50 xomwuii/mi1 Ha mocieiHeM BU3HTE - Ha 96-

Oo#l HeJelie.
llepexkpecmuas pezucmenmuocms

UyBCTBUTENBHOCTh K OMKTErpaBUpy OLEHUBAIN Ha 64 PE3UCTEHTHBIX K MHTHOMTOpAM WHTErpasbl
(MN) knuanyeckux u3onstax (20 ¢ exmHuyHoM 3ameHoi u 44 ¢ 2 u Oonee 3amenamu). M3 Hux Bce
MYTAHTHbIE U30JISITHI C OJIHOM M JIByMst MyTanusimu ¢ otcyrerBreM Q148H/K/R u 10 u3 24 uszonsros
¢ mytauueit Q148H/K/R ¢ 10MOJHUTEIBHBIME 3aMEHAMH PE3UCTEHTHOCTH WHTHOMTOpPA MHTETpa3bl
XapaKkTepU30BAJIUCH COKPAIIEHUEM YYBCTBUTEILHOCTH K OMKTErpaBupy B < 2.5 pasa; COKpalleHue
4yBCTBUTEIBHOCTH K OUKTErpaBupy Oosee, uem B 2,5-paza Obuto oOHapyxeHo B 14 u3 24 u3015T0B,
conepxkanmx 3amensl G140A/C/S u Q148H/R/K B rene unrerpassl. M3 Hux B 9 u3 14 usonsaros
UMEJINCh JIOTIOJTHUTENIbHBIE MyTanun B perumoHax L74M, T97A wu EI38A/K. B apyrom
UCClie/IOBaHMM  caiT-cnenupuyeckue wmytantel ¢ myraumsmu  G118R  w T97A+GI18R
XapaKTepU30BAJIUCh CHUIKEHHEM UyBCTBUTEJIBHOCTH K OukrterpaBupy B 3.4 u 2.8 pazsa,
COOTBETCTBEHHO. 3HAYEHHWE ITUX JAHHBIX OTHOCHTEIBLHO MEPEKPECTHON pPE3UCTEHTHOCTH elle

NPEACTOUT YCTAHOBUTDL B YCIIOBHUSAX KJIMHAYECKOMN IIPAaKTHKH.



BukrerpaBup MpOJEMOHCTPUPOBAT SKBUBAJICHTHYIO I[POTUBOBHPYCHYH) AaKTHBHOCTH ITPOTHB
5 Henykseo3uHble HHruouTOphl 0OpatHoit Tpanckpuntazel (HHUOT)-pesncrentrrix, 3 HUOT-
pesrcteHTHbIX ¥ 4 uHruourops! nporeassl (MII)-pesucrentunix BUY-1 MyTaHTHBIX KIOHOB, 110

CpaBHCHUIO C JHUKHUM ITAMMOM.

PesucrentHple K SMTpUIMTaOMHY BHpYChl C 3ameHoii M184V/I mposBisuin  1mepekpecTHyIo
YCTOMUYMBOCTH K JIAMUBYJIMHY, HO COXPaHSUIM YyBCTBHTEIBHOCTH K JUJIAHO3MHY, CTaByJHUHY,
TeHO(OBUPY U 3UJIOBYJIMHY.

3amennl K65SR u K70E npuBOIMIM K CHHKEHUIO YYBCTBUTEIBHOCTH K abakaBUpy, JUIAHO3UHY,
JTAMUBYJIMHY, SMTPULIUTAOUHY U T€HO(OBUPY, C COXPAHEHHEM UyBCTBUTEIBHOCTH K 3MJIOBYJIUHY.
BUY-1 ¢ pe3uCTeHTHOCTHIO K HECKOJIBKMM HYKJICO3U1aM U JBOWHOI BcTaBouHOM MyTanuei T69S u
KoMIiekcHo# myTtanuei Q151 M, Brmovaromeit K65SR, mokazanu CHUKEHHYIO UyBCTBUTEIBHOCTD K

TeHo(oBupa anapeHaMmuy.

dapMaKoOKHHETHKA

Beacwvisanue

[locne mnpuema BuHyTphb B/F/TAF (OukrerpaBup/smrpunmrabun/reHopoBupa anadpeHamuaa
¢dymapar, buktapBu) MakCUMaibHash KOHIEHTpaIusi OMKTEerpaBHpa B IUIa3Me JOCTUraeTcs uepes
2,0-4,0 yaca. Ilo orHomeHMIO K TnpueMy Haromiak, npuem npenapara B/F/TAF ¢ numeit c
ymepeHHbiM (~600 kxai, 27% sxupa) wim BbicokuM (~800 xkan, 50% sxupa) conepkaHueM Kupa
npuBoaui kK nosbimeHuto AUC OukrerpaBupa (24%). YMepeHHbIE W3MEHEHMs] HE CUMTAIOTCS
KJIMHAYECKH 3HaYMMbIMHU, ¥ niperiapat B/F/TAF moxer npuHuMaThCs, Kak HAaTOIIAK, TAK U BO BpeMs
eJIbl.

Ha ¢one mHorokparHoro mpuema BHYTph npemnapara B/F/TAF naromak wnu BO Bpems elsl y
BUY-1 unduumpoBannbix B3pocibix cpeauue (KB%) mapamerps! hapmMakoKMHETUKH OUKTErpaBUpa
cocTaBysin: Cmax = 6,15 Mxr/mit (22.9%), AUCau = 102 Mxreu/mi (26,9%), 1 Cirough = 2,61 MKI/™Mi
(35,2%).

ITocne npuema npenapara B/F/TAF BHyTpb sMTpuiiuTaObun 0b1CTpO aOCOPOUPYETCS C IOCTHIKEHUEM
MaKCUMaJlbHOM  KoHueHTpauuu dvepe3 1,5-2,0 yaca. Cpeanss aOcomoTHas OHOJOCTYIIHOCTh
svTpunMTabuna u3 TBepAbIX karcyn 200 mr cocraBisina 93%. Ilpuem numm He Biausl Ha
CHCTEMHYIO OKCHO3MIMIO AMTpuumTabuna, u mnpenapar B/F/TAF wmoxer npuHUMarbcs, Kak

HaATOIAaK, TaKk U BO BPEMS €/IbI.



Ha ¢one muorokpatnoro mpuema BHYTpb mpenapata B/F/TAF natomaxk wiu Bo Bpems elbl y
BUY-1 undunupoBannpix  B3pocibix  cpeanue  (KB%)  mapamerpsl  apMakOKMHETHKH
smrpurradbuna coctaBisuin: Cmax = 2,13 mxr/mn (34,7%), AUCu = 12,3 Mxrew/ma (29,2%), u
Cirough = 0,096 mxr/mi (37,4%).

[Tocne npuema BHyTpb npenapara B/F/TAF tenodoBupa anapenamua Opictpo abcopOupyercs ¢
JOCTH)KEHHEM MaKCUMallbHOM KoHueHTpanuu 4vepe3 0,5-2,0 vaca. [lo oTHomeHuio k npuemy
HATOIIAK, npueM TeHooBupa anadenamuaa ¢ numei ¢ ymepenusM (~600 kkan, 27% xupa) Wi
BhicokuM (~800 kxai, 50% >xupa) conepikanuem xupa nmpuBoaul K noBbIeHnI0 AUC s Ha 48% 1
63%, COOTBETCTBEHHO. DTH yMEpEHHBbIE M3MEHEHHWS HE CUMTAIOTCS KIMHUYECKH 3HAYMMBIMHU, U
npenapat B/F/TAF moxeT npuHuMaThCs, Kak HATOIIAK, TaK U BO BPEMS €/Ibl.

Ha ¢one MHoroxparHoro npuema BHYTpb mnpenapara B/F/TAF Hatomak wim BO Bpemst €Ibl y
BUY-1 unduuupoBanHblx B3pocibix cpeanue (kodpduuuent papuanmu, KB%) mnapamerps
dapmakokuHeTuku TteHodoBupa anadpenamuga coctaBisUIM: Cmax = 0,121 mxr/ma (15,4%) wu

AUCu = 0,142 mxreu/mi (17.3%).

Pacnpeoenenue

Casi3piBaHMe OuKTEerpaBupa ¢ OelkaMH IJ1a3Mbl YeJIoBeKa in vifro coctaBiisiio > 99% (cBoboiHas
¢paxiust ~0,25%). CooTHOLIeHHE KOHIGHTpAllMH OWKTEerpaBUpa B KPOBH W IUIA3ME in Vilro
cocrasssiio 0,64.

Casi3pIBaHKME SMTpULIMTAOMHA ¢ OeJIKaMu TIa3Mbl YeJIOBEKa in Vitro cocTaBiisiio < 4% u He 3aBUCENIO0
oT KoHueHTpauuu B auanazone ot 0,02 no 200 mMxr/miu. B MOMEHT JOCTH)KEHUS MaKCUMaIbHON
KOHIIEHTPAIMK B IJIa3Me CPeHEee COOTHOILIEHHE KOHLEHTpalMii B miasme u kposu Obuia ~1,0, a
cpeJiHee COOTHOIIEHUE KOHIIEHTPAIMHA B CIIEpME U T1a3Me cocTaBisuio ~4.,0.

Casi3piBaHKe TeHO(OBUPA ¢ OeTKaMU TUIa3Mbl YesioBeKa in vitro coctaisiio 0,7% u He 3aBUCENO OT
KoHUeHTpauu B Auanazone ot 0,01-25 mxr/mi. CessbiBanue TeHo(oBHpa anadenamuia ¢ deaxamu
MIa3Mbl YeJioBeKa ex vivo B oOpaslax, MOJYYEHHBIX BO BpeMsl KJIMHHYECKHUX HCCIICTOBAHUH,

cocTagiisiio npudimsuressHo 80%.

Memabonuzm

Bosbinas dYacth OWKTErpaBUpa B OpraHu3Me uejoBeKa mojBepraercs wmeradonmusmy. B
UCCIIC/IOBAHUSX C W3ydeHHeM (¢eHotuna in vitro Obul0 OOHApyXkKEHO, uTO OMKTErpaBUp
merabosm3upyercsi npeumyinectBeHHo ¢ nomoisio CYP3A u UGTI1AL. Ilocne oaHOKpaTHOrO
npuema BHYTpb ['*C]-6Gukrerpasupa, ~60% 103bl, MOTYYEHHON U3 Kalla, CONEPIKAIH HEU3MEHEHHOE
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MCXO0JHOE BemecTBo, JjechTroprujpokcu-BIC-nMcTenH-konblorar, u JIpyrue BTOPOCTENEHHbIE
OKHCIIUTENIbHBIE METa0OMUTEL. TPH/IATh MATH MPOLEHTOB OT MPUHSTON J03bI OBLIO BBIIEIEHO M3
MOYM M TPEACTaBsIo  coOOM  IIOKypoHMJ OMKTErpaBupa M JIpYrde BTOPOCTENEHHBIC
OKHMCIIUTENIbHBIE MEeTa0OIUuThl U MX KoHbioraThl Il ¢asbl. [loueunslii KIMpeHC HEM3MEHEHHOIO
MCXOJIHOTO BEIecTBa ObLIT MUHUMAJIBHBIM.

[Tocne npuema ['“C]-amTpuimTabuna, npenapar BbLIENSICS MOJHOCTBIO ¢ MOYOH (~86%) 1 KajnoMm
(~14%). 13% 036l OOHApYy)KHBAJIK B MO4YE B BHJE TpEX MPEANOIaraéMblXx MeTa0O0IUTOB.
brotpancdopmartus sMTpuliiTabuHa BKIIOYAET OKHCIEHHE €ro THOJIBHOH YacTH ¢ 00pa3oBaHUEM
3'-cynbhoKCHAHBIX auacTepeoMepoB (0kosio 9% OT 103bl) U KOHBIOTHPOBAHUE C TIIIOKYPOHOBOM
KUCJI0TOM ¢ oOpazoBanueM 2'-O-rmokyponu/a (0koio 4% ot 103b1). HoBbIX MeTaboauTOB HE OBLIO
BBISBJICHO. MeTaboIM3M SIBJISCTCS OCHOBHBIM ITyT€M 3JIMMHHAIMK TeHodoBupa anadeHamuna y
yesioBeKa, COCTaBIsT MpUOI3UTETbHO 80% OT MPUHATON BHYTPh 103bl. B uccnenoBanusx in vitro
ObUIO TOKa3aHo, 4TO TeHodoBHpa anapeHamul MeTaboIM3upyercss 10 TeHO(OoBUPa (OCHOBHOIO
merabosurta) ¢ nomoineto karencuHa A B MKIIK (B Tom ymcne numdonnrtax U Apyrux KieTKax-
mutnensx BUY) um makpodarax; a takke ¢ MoMombio kapOOKcwidcTepasbl-1 B remaronurax.
In vivo, TtenodoBupa amadeHaMuI THAPOIM3MPYETCS B KiETKax 0 TeHohoBHpa (OCHOBHOIO
mMetabosuTa), KoTopbiit Gochopunupyercs 10 akTuBHoro Merabonuta, TeHoposupa mudocdara. B
KJIMHUYECKUX HCCIIE0BAHUAX MpueM TeHooBUpa anadeHamua B 03¢ 25 MI' BHYTPb IPUBOJIMII K
noctikeHuio konnentpanun TeHodosupa B MKIIK B 4 pa3za Beie u B tuiazme Ha 90% Huxke, yem
npueM BHYTpb 300 Mr TeHOdOBUPa TU30MIPOKCHIIa (pymapara.

Buigeoenue

bukrerpaBup BbIBOJUTCS IPEUMYIIECTBEHHO 3a cueT MeTadoiu3ma B nedeHu. [loueunas sxckpenus
HEW3MEHEHHOro OWKTerpaBupa sBiseTcs He3HauuTeldbHOH (~1% ot mnpuuaToi no3el) Ilepmon
IMOJIyBBIBEJICHUSI U3 TUIa3Mbl cocTapisier 17,3 vaca.

DMTPULIUTAOMH BBIBOJMTCS,, B OCHOBHOM, ITOYKAMH 3a CUeT KJIyOOUYKOBOH (hMIIbTpAllUM U aKTHBHON
KaHAIbIEBOW cekpennu. [lepuos mosnyBbIBeeHUS HSMTpULMTAOMHA U3  IUIa3Mbl  COCTaBIISLI
npubausurensHo 10 yacos.

Tenodosupa anadenamui BBIBOJUTCS U3 OpraHu3Ma rocie ero Ouorpancdopmanuu B TeHO(OBHP.
Meuana mepuoja TOJyBbIBeJeHUST TeHodoBUpa anadeHamuga W TeHO(OBUpA M3  IJIa3Mbl
cocrasisior 0,51 vacoB u 32,37 yacoB, COOTBETCTBEHHO. TeHO(POBUP BBIBOJAMUTCS MOYKAMH, KakK C

MOMOIIBIO KJIYOOUKOBOW (DUIBTpAIlMM, TAaK WU IOCPEJACTBOM AKTHMBHOM KaHAJIBLEBOW CEKPEIMH.



[Toyeunass dKCKperys HEM3MEHEHHOro TeHo(poBHpa anadeHamMua SIBJISIETCS HE3HAUUTEIbHOH H
cocraBiisieT MmeHee 1% oT BBIBOJIMMO# ¢ MOYOH J103b1.

Jluneunocms

dapMaKOKMHETHYECKUE MapaMeTpbl OUKTErpaBHpa IpH MHOIOKPaTHOM IIpHEME  SIBJISIOTCH
MPONOPUHOHATBHBIME B Juana3zone 103 ot 25 go 100 mr. dapmMakOKHHETHYECKHE MapameTphbl
IMTpUIIUTAOMHA TP MHOTOKPATHOM TPHEME SBJISIIOTCS MPONOPIUOHATBHBIMY B JIMANIA30HE /103 OT
25 no 200 wmr. Dxcno3uims TeHodoBupa amadeHamuia SBISETCS MPOMOPIMOHATIBHON /03¢ B

Jianasone 103 ot 8 g0 125 mr.

Dapmakoxunemuxa y 0CO0bIX 2PYNN NAYUCHINOG

Iayuenmol ¢ napywenuem dynkyuu novex

Knunudeckn 3HAuUMON  pa3HMLBI B (apMaKOKMHETHYECKHX MapameTrpax OMKTerpaBupa,
teHo(oBupa anadpenamua U TEHOPOBHPA MENKIAY 30POBBIMH JIUIIAMH U OOJBHBIMH C TSDKEIION
MOYeyHOH HeocTaTouHOCThIO (pacueTHbll KK < 30 mur/Mun) BoisiBIeHO He ObU10. Ha ceropnsmunii
JICHb OTCYTCTBYIOT JIaHHbIE OTHOCHTEIbHO (hapMaKOKMHETHKH OWKTerpaBupa M TeHO(OBUPA
anadeHaMuIa y MAUEHTOB C KJIMPEHCOM KpeaTuHuHA MeHee 15 mu/muH. CpenaHsisi cucteMHas
IKCTIO3ULMUS  SMTPULUTAOMHA Yy TAIMEHTOB €  TSDKEJIOM  IMOYEYHOH  HEZOCTaTOYHOCTHIO
(KK <30 ma/mun) Obi1a Beime (33,7 MKreu/mit), 4eM y HAllMEHTOB ¢ HOPMAJIBHON (DYHKIMEH MoueK
(11,8 MKreu/mi).

Hayuenmsi ¢ napywenuem ynxkyuu nevenu

VY ManueHToB ¢ NeYCHOYHON HEeI0CTaTOYHOCTBIO CPE/IHEH CTENEHH TSKECTH KIIMHMUECKH 3HAYUMBbIE
M3MeHeHUs (apMaKOKUHETHKH OMKTerpaBupa OTCYTCTBOBAIH. Y OOJIBHBIX € TMEYEHOYHOM
HEJIOCTATOYHOCTHIO  (papMAaKOKHHETHKA AMTPUIIMTA0MHA HE W3ydyajach, TEeM HE MEHee,
HMTPULUTAOUH HE T[0/BEPraeTcsi 3HAYUTEIBbHOMY METa0O0JU3My B IE€YEHH, IOITOMY BIHMSHUE
IEYEHOYHOH HEJ0CTATOYHOCTH Ha €ro MeradojM3M OrpaHHuYeHO. Y TMAlUEHTOB C IEeYEHOYHOM
HEJI0OCTATOYHOCTBIO JIETKOHM, CpeaHed M TSHKEIOH CTeneHH He ObLIO BBIIBICHO KIMHHYECKH
3HAYUMBIX H3MEHEHUH (hapMaKOKHHETHKU TeHO(oBUpa anadeHamuaa.

Bospacm, non u pacosas npunaoiesdcHocms

dapmakoKHHETHKA OUKTerpaBupa, IMTpUIIMTAOUHA U TeHO(OBUPA MPAKTHUECKH HE OIIEHUBAIACH Y
MalMeHTOB TOKHUIIOro Bo3pacta (> 65 ner). B monynsuuoHHOM aHamu3e, B KOTOPOM ObUIM

O6"b€III/IHCHI>I JIQHHBIC, TMOJIYUYCHHBIC B UCCJICAOBAHHUAX Y B3POCJIBIX, HE OBUIO BBISIBIICHO KaKHX-THOO



KIIMHHYCCKHX pa3ny1qm71, CBs3aHHBIX C BO3pacTOM, IOJIOM HJIHA paCOBOﬁ MPUHAJIC)KHOCTBIO, TIPH

OLICHKE DKCIIO3UIIMH OUKTErpaBupa, IMTPUIINTa0HHA WK TeHO(oBUpa anadeHamua.

IMOKA3AHUSA K IPUMEHEHUIO

Jleuenne BUY-1 uHdexnuu y B3pOCHBIX NMPH OTCYTCTBUU KaKUX-THMOO MyTalMi, CBA3aHHBIX C

PE3UCTEHTHOCTBIO K TMpernaparaM Kjacca WHTHOMTOPOB HWHTErpasbl, SMTPUILMTAOUHY WIIU

TEHO(POBHPY.

INPOTUBOIIOKA3AHUA

[loBbillieHHAss ~ YYBCTBUTEIBLHOCTL K OWKTerpaBupy, TeHodoBupa  anadeHaMHUiy,
IMTPUIUTAOMHY WK JTIOOOMY JpYyroMy KOMIIOHEHTY TpernapaTa.

Jlerckuii Bospact j0 18 ner (3¢pdexkTuBHOCT, M O€30MaCHOCTh HE YCTAaHOBJIEHA y JaHHOM
MOMYJISIIUN).

[leprosa rpyIHOr0 BCKapMIJIMBAHUSI.

[lanmenTel ¢ TsDKENIONW mNeueHOYHOH HeaocTaTouHocThio (Kinacc C 1o kiaccupukanun
Yaiing-I1s10) (3¢ pexTuBHOCTD U 0€30MAaCHOCTD HE YCTAHOBIICHBI).

[TanmenThl CO 3HAUUMBIMH COMYTCTBYIOUIMMHU 3a00JI€BaHUAMHU T1eyeHH (9()(HEKTHBHOCTL H
0e301acHOCTh HE YCTAHOBJICHBI).

[Toyeunas HemocraroyHocTh Tspkenoi crenenu Tsokeetn (KK<30 mi/mMuH) (MMeroTcs
OrpaHUYEHHBIC JaHHbIe 00 MCIIONBL30BAHUM IpenapaTa bUKTapBu y JaHHON MOMYJISIIHN).
CoBMecTHOE TPUMEHEHHE CO CIEIYIOIUMH JICKApCTBEHHBIMH Ipernaparamu (CM. pasJeln
«B3aumojielicTBHE C IPYTUMH JIEKAPCTBEHHBIMU CPEACTBAMU »):

- pudaMnuuH U 38epo0oii NpobipsaBiaeHHbIN (Hypericum perforatum).

C OCTOPOKHOCTBIO

VY nanuMeHToB ¢ HapylmeHueM (YHKIUH MEYeHH, B TOM YHCIEe — XPOHUYECKHUM aKTHBHBIM
renaTHTOM.
CrneayeT TPUMEHSTH C OCTOPOIKHOCTBIO CO CIEAYIOIIMMH TpenapaTaMu (CM. pasjel

«B3aumoeiicTBrE ¢ IPYrUMH JIEKAPCTBEHHBIMHU CPEJICTBAMM»):



- Jlpyrue nexapcTBeHHBIE npenapaThl, UHruOupytomue P-rioukonporenn (P-gp) w/umm 6emox
pPE3UCTEHTHOCTH  paka  MosnouyHod  kenessl  (BCRP):  Bepamamumn, — apoHenapos,
rieKanpeBup/muOpeHTacBup;

- AHTHOMOTHKM I'pyMNIbl MAaKPOJIH/IOB: a3UTPOMHIIMH U KJIAPUTPOMHUIIMH;

- Ilepopanbuble npoTHBOAMAOETHYECKHE TpernapaThl: METPOPMHH Y MAIHEHTOB C MOYCHYHOM
HEJI0CTATOYHOCTBIO CPEIHEH CTEIECHHU TSIKECTH.

e (CoBMecTHOE NMPUMEHEHHE HE PEKOMEHIYETCs CO CIEAYIOIIMMH MpernapataMu (CM. paszel
«B3aumozeiicTBue ¢ APyruMH JICKapCTBEHHBIMH CPEJICTBAMU»):

- Ilpenaparsr norennmansuo unrubupyromue kak CYP3A, tak u UGT1A1: arazanasup;

- AntumukoOakTepuanbHble npenapatsl: pudadyTHH, pudaneHTHH;

- IlporuBocynopoknbie  mpenaparbl:  kapOamazenuH, okckapOazenuH, ¢eHobapOuTal,
(eHUTOUH;

- Cyxkpanbdart;

- WmMmyHozenpeccanThl: HUKJIOCHOPUH (Ul BHYTPUBEHHOTO TPUMEHEHHS WM [pHEMa
BHYTPb);

- IIporuBoBupycHbie npenapatbl anst Jedenuss BUU-1 (cm. pasgen «BsaummojeiictBue ¢
JPYTUMH JIEKaPCTBEHHBIMHU CPEJICTBAMK»).

e Cuenyer u3berarb COBMECTHOIO NMPHUMEHEHHs CO CIEAYIOIMMHU MpernapaTamu (CM. pasjen
«B3aumoneicTBre ¢ IPyrUMHU JIEKaPCTBEHHBIMHU CPEJICTBAMHK»):

- AHTalUM/IHBIC JICKAPCTBEHHBIE MPENapaThl, COAEpIKAIMe MArHHK WM aFOMHHHMNA, a TakKe
COJIEp KALIME JKEJIe30 IMHILEBbIe JOOABKU MM JIEKAPCTBEHHBIE CPEJICTBA, NMPUMEHSIEMBbIE
HATOLIAK:

- JlexapcTBeHHBIE Ipenaparel, coAepikaimime TeHodoBupa amadeHamuia, TeHODOBHPA
JIM30IIPOKCUII, JIAMHBYAMH MM ane(OBUpA JUMMBOKCHI, MPUMEHSEMbIE JUIS JICYEHHS

ek BI'B (eMm. pasnen «B3aumojieiicTBiE ¢ IpyrUMH JIEKapCTBEHHBIMU CPEJICTBAMHE ).

INPUMEHEHHUE IPU BEPEMEHHOCTH u B NEPHOJA  I'PYJAHOI'O
BCKAPMJIMBAHUSA

bepemeHHOCTB

Ha ceroausimmuuii J€Hb OTCYTCTBYIOT WJIM HMEIOTCS OrpaHUYeHHblC JaHHbIe (MeHee uyem 300

cooOmeHnit 06 wucxogax OepeMEHHOCTH) O NpUMEHeHMHM OuKTerpaBupa Wid TeHO(DOBHpa
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anaeHamMua y OepeMeHHBIX. BoJbIoe KONMYecTBO JaHHBIX M0 OepeMEeHHBIM KeHIMHaM (Ooiee
1000 ucx010B) AEMOHCTPUPYET OTCYTCTBHE BPOIKIEHHBIX MOPOKOB WJIM TOKCUYECKUX SABJICHUHN Y
11012/ HOBOPOK/IEHHOT' 0, CBS3aHHBIX C IPUMEHEHUEM IMTpHUIIUTAOUHA.

B #ccre/10BaHUAX HA )KUBOTHBIX HE OBUIO BBISIBJICHO MPSMbBIX WA KOCBEHHBIX BpPeIHBIX 3((HeKToB
IMTpULIUTAOUHA B OTHOIIECHHH (EPTHIBLHOCTH, OEpEeMEHHOCTH, pPa3BUTHs IUI0AA, POJOB H
MOCTHATAILHOTO Pa3BUTUsA. B HccieoBaHUAX HA JKUBOTHBIX C pa3/iefbHBIM IPUMEHEHUEM
OukrterpaBupa u TeHopoBupa anadenamuga He ObBUIO OOHAPYKEHO MPU3HAKOB BPEIHOTO
BO3/ICHCTBUS NTPENapaToB HA apaMeTpbl (PePTUILHOCTH, OEPEMEHHOCTH WIIA PA3BUTHS T1J10/1A.
[Ipenapar bukrtapBu ciejlyeT NpuMEHSThL BO BpeMsi OEPEMEHHOCTH TOJILKO B TOM CJIydae, €CIH

OXKuJiaeMas 1oJib3a InpeBbIlacT MOTEHIHATBHBIN PHCK I 1J1014a.

[lepyoa rpyIHOTO BCKApMJIMBAHUS

CaesieHHst 0 TOM, BBIICINSIIOTCS JIH, OMKTErpaBUp WM TeHO(OBUpa anadeHamMH] B YETOBEUECKOE
MOJIOKO, OTCYTCTBYIOT. DMTPHUIMTAOWH BBIJCISETCS B IPyJHOE MOJIOKO. B wuccienoBaHusx Ha
’KMBOTHBIX OBUIO TPOJEMOHCTPUPOBAHO, YTO OUKTErpaBUp OMPEACISUIN B IJIa3Me HOBOPOKICHHBIX
KpbIC, BEPOSATHO, M3-3a €ro MPUCYTCTBUS B MOJIOKe, 0€3 BIMSHHUS Ha COCTOSIHME KpblcsaT. B
MCCJIE/IOBAHUSAX HA JKUBOTHBIX OBLIO MPOJEMOHCTPUPOBAHO, YTO TEHO(MOBUP BBLIEISETCS C

IPYHBIM MOJIOKOM.

Ha ceropnsimHuii IeHb HEAOCTATOYHO MH(MOPMAIMM OTHOCHTEIBHO BIMSHHUS BCEX KOMIIOHEHTOB
npernapara bUKTapBM Ha HOBOPOKICHHBIX/JAETEH paHHEro BO3pacTa, B CBS3M C ITUM, Ipenapat
bukrapBu npoTHBONOKa3aH K MPUMEHEHHUIO B TIEPUO/I IPYAHOTO BCKAPMITHBAHHSI.

Bo usbexanue Beprukanbhoi nepenaun BUY mnanenny BUY-unUIMpOBaHHBIM JKEHIIWHAM HE

PEKOMECHAYCTCA OCYHIECTBIIATL I'PY/IHOC BCKAPMIIMBAHUE HHU ITPHU KaKHUX 00CTOSITEILCTBAX.

Biusinue Ha penpoAyKTUBHYIO (bVHKHI/I}O

Jlanuble o BIMSIHMU Tpeniapata bUKTapBu Ha pPenpoyKTUBHYIO (YHKIIHIO YEIIOBEKa OTCYTCTBYIOT.
B wuccnenoBaHusX Ha JKMBOTHBIX BIMsHHE OUKTerpaBupa, SMTpULUTAOMHA WM TeHO(pOBUpPA

anapenaMuIa Ha ciapyBaHUE WK TIOKa3aTesd (EepPTUILHOCTH OTCYTCTBOBAIO.

CIHOCOb IPUMEHEHHUS U 103bl

Jleyenue M0DKHO HAYMHATHCS BPAuOM, UMEIOIIUM OMbIT jiedenust BUY-undpeximu.
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Pexomenyemast n03a npenapara bukrapsu — 1 Tabnerka B CyTku (Juisi IpueMa BHYTPb) BO BpeMsl

€JIbI UJIM HATOIIaK. TabneTku He PEKOMCHAOYETCs pa3’KEeBbIBATh, H3MEJIbYATh WJIN Pa3JIaMbIBATh.

Eciau mponyck mpuema 03kl npenapara buktapBu coctaBisieT MeHee 18 yacoB OT OOBIYHOTO
BPEMEHH ITPHEMa, MAIUEHT JI0JDKEH KaK MOYHO CKOpee MPUHSTH rpernapar bukrapBu u npo10JKUTh
00bIuHYI0 cxemy JiedeHusi. Ecium npuem j103bl npenapara buxrtapeu mpomnyimeH Oosiee yem Ha
18 yacoB, NalMEHTy HE HYKHO NPUHUMATL 3Ty 03y, a CIEAYET MPOCTO IMPOJOIKUTH MPUEM
npenapara 1o oObIYHOM cXeMe.

B ciiyuyae BO3HHMKHOBEHHSI PBOTHI B TEUEHHE 4Yaca IOcje Mpuema rnpenapara buxrtapBu cieayer
MPUHATH emle oaHy TabsneTrky. B ciydae BO3HMKHOBEHHSI PBOTHI MO3KE, YEM Hepe3 uac Mocie
npuema npenapara bHKTapBH, B JIONOJHUTEIBLHOM [pPHEME €IIe OJHOW TalJeTKH HeT

HEOOXO/IMMOCTH.
Iayuenmor nodxxcunozo eospacma

Jlanuble OTHOCUTEIIBHO MPUMEHEHHUS Ipenapara bukTapBu y naiieHToB B Bo3pacte crapiie 65 Jiet
orpannyensl. Koppekuus 103bl npernapara bBuKTapBu y NalMEHTOB MOXKHIJIOTO BO3pacTa He

Tpebyercst (M. pazaen « DapMakOKHHETHKAY).

Hapywenue ¢hynkyuu novex
Koppekuun 10361 nipenapara bukrapeu y naigeHToB ¢ pacyeTHbIM Kiupencom kpeatuHuHa (KK)
> 30 mun/muH He TpeOyercs.
Ilpuem npenapara bukrapBu He cieayer HaumHaTh narueHtTaMm ¢ pacuetHbiM KK < 30 mur/muH,
IIOCKOJIbKY HMMEIOIIMECs JIaHHbIE OTHOCUTEIbHO HPUMEHEHHs Mpernapata buUKTapBu B JaHHON

HOIYJISILIMKA OTPaHUYEHBI (CM. paszen «PapMakKOKMHETHKA).

Hapywenue ¢pynkyuu nevenu

Huxakoii Koppekuuu 03bl mnpernapara bukTapBu s MallMEHTOB ¢ JIETKO#M (kiace A 1o
kinaccudukanun Yaiinpa-I1e10) u cpeaneit (kiace B no wiaccupuxamun Yainba-I11e10) crenensio
TSOKECTH [I€YEHOYHOH HejoctaroyHoctd He TpeOyercs. JledictBue mnpenapata buxrapsu 'y
MAalMEHTOB C TSKEJION neyeHo4YHoH HejocrtarouHocThio (kiacca C mno mkane Yaiinpa-11bi0) He
MCCJIEZIOBAHO, TIOATOMY IIpHEM Tpenapara bukTapBu nanueHTam ¢ TSHKEIOH CTENEHBIO MEYeHOYHON

HEJIOCTATOYHOCTH MPOTHBOIIOKA3aH (cM. pazzenbl «DapMakokuHeTHka» U «OcoOble yKa3aHUs»).
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Jlemu

besonacHocth U 3¢ dexTuBHOCT Npenapara bukrapeu y nanueHToB B Bo3pacte Miajme 18 et He

JIOKa3aHblI. }laHHbIe OTCYTCTBYIOT.

NMOBOYHOE JIEUCTBUE

CBoJIHbIE JIaHHBIE 110 TPODUITIO 0€301MacCHOCTH

OneHka HeXelnaTeIbHbIX peaKuuﬁ OCHOBaHa Ha JaHHBIX 1O 0€30MacCHOCTH Ha OPOTSAKCHUHU BCCX

uccnegoBanuii @a32u3 M B NOCTPErHCTPAIIMOHHOM [EpPHOjIe C TPUMEHEHHEM mpernapara

Bl/IKTapBl/I. Haubonee wacto PETUCTPUPYEMBIMH  HEXKECIIATCJIbHBIMU  PEAKIUAMU B KIIMHHYCCKUX

MCCIIEe/IOBAHUSAX HA NpoTsukeHuH 48 Henenb Obltv rosioBHast 6ok (5%), nuapes (5%) u TomHOTa

(4%).

Cropnas TabauIIa HEXKEIATEIbHBIX peaKIui

HexenaTtenbHble peaKiuu B Tabnure 1 NMEPEUUCIICHBI COTJIACHO KJIACCY CHCTEM OPraHoOB U 4aCTOTEC

BCTpeyaeMocTH. KaTeropun 4actoTsl onpe/iesieHsl cieayromum oopazom: yacto (ot >1/100 mo

<1/10) u neyacro (ot >1/1000 no <1/100).

Tabumua 1: TabamuHbIil CIHCOK HEKeNATELHBIX peaKimii!

Yacrora I Hexenareabnan pPeaKIus

Hapywienus co cmoponvi kKposu u 1um@pamuyecko cucmemvl

Heuacro: | aHeMusi>

Hapywenus ncuxuxu

Yacro Jienpeccus, HeOObIYHbIE CHOBHICHHUSI

Heuacro: CYMIIMJIATBbHOE TIOBEICHUE, TPEBOTra, HAPYIIECHUS CHA
Hapywenus co cmoponvl nepeHot cucmemul

Yacro rOJIOBOKPYIKEHHUE, TOJI0BHAs OOITb

Hapywenus co cmoponwi dicenyoouno-kuuieyno2o mpakma

Yacro Jiapesi, TOLIHOTa

Heuacro: pBOTa, 60 B 007aCTH JKUBOTA, JIUCTICTICHS, METEOPU3M

Hapymenuﬂ CO CMOPOHbL ne4eHu u .)ICeJllleGblGOO}lu{ux nymez?

Heuacro: | runepOuIupyoOuHEMust

Hapywenus co cmoponst Kodicu u NOOKOICHOU KI1emyamru

34

Heuacro: I AHIHOHEBPOTUYECKMIT oTek™ ™, Chinb, 3y/1, KpanupHua®

Hapymeuuﬂ CO CMOPOHbL CKeNeMHO-MbIUEYHOU CUCMEMbL U COCOUHUMENbHOL MKAHU

Hewacro: ‘ apTpajirus

Obwgue paccmpoiicmsa u HapyuieHusi 6 mecme 86e0eHus npenapama
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Yacrora Hexenarenbnas peaxkuus

Yacto yCTaJIOCTh

I 3a uckMOUCHHEM aHIHMOHEBPOTHYECKOTO OTEKA, aHEMHUH M KPalMBHUILI (CM. Npumedanue 2, 3 1 4), Bce HexXeNnaTelbHble Peakiiuu
OblIM BBISIBJICHBI B KJIMHUYECKMX MCCICAOBAHMAX C NPUMEHEHHEM rpenapara bukrapsu. YacTora BOZHUKHOBEHHUS ONpeEensiach B
KIMHUYECKHX HcenenoBannax Pasbl 3 ¢ npumeHeHueM rpenapata BUKTapBH Mpv ydyacTWH paHee HE MOIy4aBLIMX JIEUECHHS
NALMEHTOB B TeueHue 96 Helelb.

2 Dra HekKenarelbHas PEAKIMs HE BBIABIANACH B KIMHMYECKMX HMCCIEJIOBAHMAX C TMPHUMEHEHHEM NpPEnaparoB, COJEpKallux
IMTPULNTAOUH+TEHODOBUP, HO OOHApyXMBAlacCh B KIMHUYECKMX MCCICAOBAHUAX WM TOCTPETMCTPAIIMOHHBIX YCIOBHSX MPH
NPUMEHEHUM IMTPULIUTAOMHA C JIPYTMMH aHTHPETPOBUPYCHBIMHU MTperapaTam.

¥ Ora HexenarelbHas peakis ObUla BBIABISICHA B XOJAE [MOCTPErMCTPAIMOHHONO HAGMOACHHS NPH NPUMEHEHWH TMPENapaToB
COJIepPIKALLINX IMTPULIUTAONH.

4 Dra uexenarenbHas peakuus ObUla BbISBACHA B XOJ€ [OCTPErMCTPAIMOHHOTO HAO/IONEHUS TIPH MPUMEHEHMH MPENapaToB
coJlepKalinx TeHo(oBUp.

Onucanue OT/IeIbHBIX HEKeIaTeIbHBIX peakiuit

Ilapamempur memabonuzma

Macca Tena, KOHICHTpAluK JIMITUJA0OB U TJIFOKO3bI B KPOBH MOI'YT YBCIHMUYMBATLCI B XOHIE

AHTUPETPOBUPYCHOM Tepanuu (cM. pasjen «Ocolblie yKa3aHus»).
Cunopom eoccmanosnenus umMmynumema

Y  BWY-uHOUUMPOBAHHBIX MNALMEHTOB C TSOKEIBIM HMMMYHOJC(GHIIMTOM BO BpeMsi Hadvaja
KOMOMHMPOBAHHOW aHTUPETPOBUPYCHOH Tepanmuu (KAPT) MoeT BO3HHMKATh BOCHAIMTE/ILHAS
peakiuss Ha OeCCHMNTOMHBIE MJIM OCTaTOYHBIC YCJIOBHO-atoreHHble uHpekunu. Takxke
coo0Iasoch O cloy4asx ayTOMMMYHHBIX HapyuieHuit (Takux Kak OojiesHb [peiiBca u
aAyTOMMMYHHBIE T€MaTUTh); OJIHAKO, JAHHbIE O BPEMEHHU Hayalla TAKUX SIBJICHUH CHUJIBHO pa3HATCS,
W OTH SIBJICHHS MOIJIM BO3HHMKATh Y€pe3 MHOIO MeCsLEB IOCIe Havala JIedeHHs (CM. paszen

«Oco0ble ykazaHUs»).
Ocmeonexpos

CooOmanoch 0 ciaydasx OCTEOHEKPO3a, OCOOCHHO Y MAIMEHTOB ¢ OOIENpH3HAHHBIMU (akToOpaMu
pucka, no3aHei cragueit BUY mudexumn nmm npu ammrensHoit kKAPT. Yacrora Takux ciydaes

HensBecTHa (eM. pazzen «Ocolble yKa3zaHus»).
Hsmenenus yposHs kpeamununa 6 cbleOpomke

OOHnapy:keHo, 4TO OMKTErpaBUp MOBBIIIAET KPEATHHUH B CHIBOPOTKE KPOBHU 3a CYET HHTHOMPOBAHUS
KaHAJIBIIEBONH CEeKpelur KpeaTMHWHA Oe3 BO3JCHCTBHMsI Ha MOYEUYHYIO (YHKIUIO KITyOOYKOBOI

(bympraunu, OZIHAKO 5TH U3MCHCHHS HC CHUTAIOTCA KIIMHUYCCKH 3HAYUMBIMHU, IMOCKOJIBKY OHH HE
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OTPaXKAKOT M3MEHEHHUs] CKOPOCTH KIyOoukoBoW (uibrpanuu. [ToBbllieHHE YPOBHS KpeaTHHHHA B
CBIBOPOTKE KpPOBH BO3HHUKAJIO K 4-i HeJele JIeueHHsS W OCTaBaJIOCh CTAOMJIBLHBIM B TEYEHHE
96 nenenb. B aBYX paHIOMH3WPOBAHHBIX, JIBOHHBIX CIENBIX KIMHUYECKHUX HCCIIECIOBAHHSIX,
mejmana (Q1, Q3) ypoBHsI kpeaTHHHHA B ChIBOpoTKe noBbimaiack Ha 0,09 (0,01:0,16) mr/mn (8,0
[0,9; 14,1] mxmoub/1), 0,09 (0,03; 0,17) mr/mn, (8,0 [2,6; 15,0] mxmons/) u 0,11 (0,04; 0,18) mr/m,
(9,7 [3.5; 15.9] mxmonb/n) k 96 Henene, MO CPaBHEHUIO € HCXOJHBIM YPOBHEM, B TpyIIax
npernapara buxrapsu, abakaBupa/ 107y TerpaBupa/IaM1By IMHA u
JI0JIyTerpaBupatamMrpunMrabuna/renopopupa anapeHaMuaa, COOTBETCTBEHHO. B KIMHHYECKHX
MCCIIEIOBAHUSIX HE 3a(PUKCUPOBAHO CITyYaeB NMPEPBIBAHUS JICUCHUS M3-3a PA3BUTHS HEKEIATEILHBIX
SIBJICHUH CO CTOPOHBI MOYEK M MOYEBBIBOSIIMX IyTeH B TPYIIE MalHEHTOB, MPUHUMABIINX

bukrapsu, Ha npotskeHuun 96 Henenb.
Hzmenenus ypoeus ounupyouna

B ByX paHIOMU3MPOBAHHBIX ABOHHBIX CIIEMBIX KIMHUYECKUX MCCIICIOBAHUSX TOBBIIICHHE YPOBHS
obero Ounupybuna Habmonanoch y 15% panee He mosiyyaBIIMX JICUCHHs ITAlMEHTOB Ha (oHE
Tepanuu npenapatoM bukrapsu B TeueHue 96 nenenn. [lopbiuenue Obuto, kak mpasuio, 1 (11%)
wm 2 (4%) creneun (>1,0 - 2,5 x BepxHsis rpanuna HopMmbl [BI'H]), u He ObLIO CBsi3aHO ¢
HEKEJIATEIbHBIMU PEAKIMAMU WM JPYTUMH JJADOPAaTOPHBIMU MATOJIOTHYECKUMHU U3MEHEHUSIMH CO
CTOPOHBI NIeueHH. YeTBepo nanueHToB, npuHuMaBiuX bukrapsu (1 %), ©MesH MOBBILICHHE YPOBHS
obuiero OwimpyOuHa 3 cTeneHu, yTo He OBLUIO YYTEHO, KaK OTHOCSIIEeCs K MCCleA0BaHuio. B
KJIMHAYECKUX MCCIIEJOBAHUSIX He ObUIO CiIydyaeB TMpEephIBaHUS JICYCHUS M3-3a PA3BUTHUS

HEKEJIaTeNIbHBIX SBJICHUI CO CTOPOHBI NeYeHH B rpymre bukrapsu 10 96 Henenu.

Jlpyrue ocoOble rpyIbl MarueHToB

Iayuenmuol ¢ koungexyueti cenamuma B u BUY

Y 16 B3pocabix ¢ kounpexmueit BUU/BI'B, nonyuaBmmx mnpenapar bukrapsu (8 panee He
MOJIy4aBIIMX JIeueHue B3pocaslx ¢ konHpeknueir BUY/BI'B B uccnenoBanun ®aszer 3; 8 B3poCibix
¢ xounpexkuueit BUY/BI'B ¢ Bupycnoit cymnpeccueit B wuccinenoanuu ®@azpl 3), npouiib
Oe3onacHocTy npenapara bukrapBu Obul aHAJTOrMYEH TAKOBOMY Y TMAIMEHTOB ¢ MOHOWH(EKIHEH

BUY-1 (cm. pazaen «@apMakouHaMUKaY).
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INEPEIO3UPOBKA

B ciydae nepe1o3upoBKH MAIMEHT J0KEH HAXOAUThCs 101 HAOIIOACHUEM Ha NIPEIMET MOSBJIEHUS
MPU3HAKOB TOKCHYHOCTH (cM. pazgen «[loGounoe neiictBue»). Jleuenuwe mepeo3upoBKH
npenapaToM BUKTapBH BKIOYAET B ceOst 001IMe MO/ UIePKUBAIOIINE MEPBI, B TOM YHCIIE, KOHTPOJIb
nokKasareJieif JKU3HEHHO BaKHbBIX (DYHKIUN 1 HAaOOIeHHE 3a KIIMHUYECKUM COCTOSTHUEM TalleHTa.

CrienualibHBIi aHTHIOT B CIy4ae Tepeo3upoBKY rpernaparta bukrapBu oTrcyTcTByeT. bukrerpasup
00J12/1aeT BBICOKOH CTENEHBIO CBSA3BIBAEMOCTH C O€KaMU MU1a3mMbl KPOBH, MAJOBEPOSITHO, YTO OH
OyzeT B 3HAUUTENILHOW CTENEHW BBIBEJCH IyTEM TeMOJMaN3a WIM NEPUTOHEAIBLHOrO JIHaIN3a.
OMTPUIUTAOMH MOYKHO YIAIUThH MOCPEJACTBOM TI'€MOJIHAIN3a, KOTOPbIA yJaaiseT nprOIU3UTEIbHO
30% 10361 SMTpUIIMTAOMHA 32 IEPUOJ JHAJIN3A JTUTEIBHOCTBIO 3 Yaca, €ClIM OH HayaT B Ipejesiax
1,5 yacoB ot mpuema smrTpunTabuna. Tenopoup pPexTHBHO yaansercs MyTeM reMoauain3a
¢ ko3 durenTom dKcTpakuuu npubauzuTenbHo  54%. HewzBecTHO, MOXHO 1M YAQJIUTh

BMTpI/lLlI/ITa6HH HJIA TCHO(bOBHp C MOMOMIBIO MEPUTOHCAIBHOI'O JUajIh3a.

B3AUMO/JIEMCTBHUE C JIPYTUMHU JEKAPCTBEHHBIMU CPEJICTBAMMU

UccnenoBanus B3auMOJICHCTBUS npernapara BHKTpaBI/I C JIpYIruMHu JICKApCTBEHHBIMU CPEJACTBAMHU

MPOBOIUJIN TOJIBKO € YHaCTHEM B3POCJIBIX JIIOJIeH.

[Ipenapatr bukrapBu He ciieayeT NMPUMEHSTH OJHOBPEMEHHO C JICKApPCTBEHHBIMH MperapaTtami,
cojiepkaiMu TeHogoBupa anadenamusi, TeHOGOBUPA JAU3ONPOKCUIL, JIJAaMUBYAUH WK anedoBUpa

JIAITMBOKCHIL, JUIst Jiedenust undexuun BI'B.

bukrerpasup

buxrerpaBup sBasercs mnon aedictBuem mmroxpoma CYP3A u UGTIAL. OanoBpemeHnHOE
npuMeHeHne OWKTerpaBuUpa ¥ JICKApCTBEHHBIX CPEACTB, MOTEHIHAIBHO HHIYLUPYIOMIMX KaK
CYP3A, tak u UGTIAI, takux kak pupamMmuidH HIA 3Bepo0Oi MpOJBIPSBICHHbBIN, MOXET
MPUBECTH K CYIIECTBEHHOMY CHMI)KEHUIO KOHIIEHTpAlMM OMKTErpaBHpa B ILIA3MeE, YTO MOXKET
COIPOBOJKIATHCS CHM)KEHUEM TepaneBThueckoro s¢¢ekra npenapata bukrapsu u pa3BUTHEM
PE3UCTEHTHOCTH K HEMY, TOITOMY OJHOBPEMEHHOE IPUMEHEHHME STHX JIEKAPCTBEHHBIX CPEICTB
npotuBonokasaHo  (cm.  pazzgen  «lIpormBonokazanusi»).  OZHOBpPEMEHHOE  IPUMEHEHHE
OMKTEerpaBMpa ¢ JICKapCTBEHHBIMH TIperapaTaMu, MoTeHIHanbHo nojaasisiomumu kak CYP3A, rak
u UGTIAIl, Ttakumu, Kak arazaHaBUp, MOJKET IIPUBECTH K 3HAYUTEIILHOMY ITOBBIIICHUIO
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KOHIIEHTpauu OuKTerpaBupa B Iiazme. B cBs3u ¢ 3TUM, OJHOBPEMEHHOE HA3HAUYEHHWE HTUX
JIEKapCTBEHHBIX CPEJICTB HE PEKOMEH/IyeTCsl.

buxrerpasup siBisercst cyocrparom kak P-gp, tak 1 BCRP. Knunnueckoe 3Hauenune 21oro cBoicTBa
HEM3BECTHO. B CBSI3U ¢ 9TUM clie/lyeT ¢ OCTOPOIKHOCTHIO MPUMEHSTh OUKTErpaBUp ¢ MpernapaTamu,
koropble nojamisitor P-gp w/mim BCRP  (Hanpumep, aHTUOMOTHMKAMM TIpYIIbI MaKpOJHUIOB,
[IMKJIOCTIOPUHOM, BEparaMuIoM, JIPOHEJAPOHOM, TJIEKaIpeBUPOM/MTUOPEHTACBUPOM) (CM. TaKxKe
MPUBEACHHYIO HHKE TaOIuILy 2).

bukrerpaBup mnojasisier TpaHcrnoprep opranudeckux karuonoB 2 (OCT2) wm Ttpancnoprep
MHOKECTBEHHON PE3UCTEHTHOCTU U BbIBeJIeHUs TOKCHHOB 1 (MATEL) in vitro. OnnoBpemeHHoe
npumMenenue npenapara bukrapsu ¢ cyocrparom OCT2 u MATE] MeThopMHUHOM HE MPUBOJIUT K
KJIMHAYECKH 3HAYUMOMY MOBBIIIEHUIO 3Kcro3uiinu merdopmunHa. [Ipenmapar BukrapBu MOXKHO
Ha3zHavath 0/IHOBpeMeHHO ¢ cybcerparamu OCT2 u MATEL.

bukrerpaBup He siBisieTcss HU UHTUOUTOpOM, HU uHIyKTOpoM CYP in vivo.

OMTPULIUTAOUH

WccnenoBanust in vifro W KIMHUYECKHE HUCCIEIOBaHUS (HAapMaAKOKMHETHYECKHX B3aMMOJICHCTBHIA
MEXJy [pernaparaMd II0Ka3ajiu, 4YTO BEPOSITHOCTh OMNocpeaoBaHHbIX I1uToxpomoM CYP
B3aUMO/ICHCTBUI SMTPUIMTAOMHA C JPYTUMH JIEKaPCTBEHHBIMH TIperiapaTaMu SIBJISIETCS HU3KOM.
CoBMecTHOE NPUMEHEHHE SMTPUIUTAOMHA C JIEKAPCTBEHHBIMHU IpenapaTtaMu, KOTOPbIE BBIBOJISTCS
IyTeM aKTUBHOW KaHAJIbIEBOW CEKPELMU, MOXKET MOBBIIIATH KOHIEHTPALUU SMTPULIUTAOMHA W/WIIH
COBMECTHO NIPHUHUMAEMOI'0 JIEKAPCTBEHHOrO Ipenapara. JlekapcTBeHHbIE Mpenaparhl, CHUKAIOIIHNE

(YHKIIMIO TOYEK, MOTYT YBEJIMYMBATH KOHIIEHTPAIIMH SMTPUIIMTAOHHA.

Tenodosupa astadhenamu g

Tenodorupa anadenamua nepenocurcst P-rimmkonporentom (P—gp) u 6e1KoM pe3ucTeHTHOCTH paka
mosnoynoit  kene3sl  (BCRP).  OnnoBpemenHoe mnpuMmeHeHue rmnpernapara bukrapBu ¢
JICKapCTBEHHBIMHM IIpENapaTtamMy, OKa3bIBAIOUIMMHU BBIPAKEHHOE BIUSHHE HA aKTUBHOCTH P-gp u
BCRP, moxer npuBectn k u3meHeHuto abcopdbuun Tenodopupa anadenamuna. Oxumaercs, 4ro
JIeKapCTBEHHbIE Ipernaparbl, KOTOPblE CTUMYJIMPYIOT aKTUBHOCTH P-gp (Hampumep, pudadyrtuH,
kapbamaszenus, QenobapOutan), Oyayr cHwxkaTh abcopbumio TeHodoBUpa anadeHamuga, 4TO
MOXET MpPHUBECTH K TOTepe TepaneBTuyeckoro sddexra mnpenapara bukTapBu W pa3BUTHIO

PE3UCTCHTHOCTH K HEMY. OIIHOBpCMCHHOG IIPUMCHCHUEC TIperiapaTa BHKTapBI/I ¢ JApYIruMu
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JICKapCTBECHHBIMH ITpEIIapaTaMu, KOTOPLIC MOJAABIIAIOT aKTHBHOCTH P-gp H BCRP, MOJKET MPUBECTHU

K IMOBBIIICHHUIO a6c0p6upm " KOHIICHTpAIUH B IJIa3ME TCHO(bOBHpa anad)eHaMHﬂa.

Tenogosupa anapenamuy He siBisiercst ”HrUOMTOpoM MK uHyKTopoM CYP3A in vivo.

Jpyrue B3aumMoaencTBus

B3aumoielicTBus MEX/TYy TIIperapaToM BHKTapBH HJIW €ro OTACIbHBIMH KOMIIOHCHTAMH H

IMPUMEHACMBIMHU OJIHOBPEMEHHO JICKAPCTBCHHBIMU TIpEnaparaMy IpeJACTaBICHbI HUKE B Tabnumie 2

(noBbIIeHHE 0003HAYEHO CUMBOJIOM «|», CHUKEHHE - CHMBOJIOM «|», @ OTCYTCTBHE M3MEHEHHUH -

CHUMBOJIOM «<=»; TPAHUIIbI OTCYTCTBUS Y dekTa HaxoasTes B auanazone 70%-143%).

Tabauua 2: B3aumopeiictBusi Mexay npenapatoM bBHKTapBH WIH €ro 0TAeJIbHBLIMH

KOMIIOHCHTAMH H APYI'HMH JICKADCTBCHHBIMH IpenaparaMmu

JlexkapcTBeHnHblii npenapar
(TepaneBTHYeCcKasi rpynna)/

Binsinne Ha KOHIEHTpPaANHN
npenapara.

Pexomenganuu no COBMECTHOMY
NPHMEHECHHIO C npenapaTom

Bo3MokHBIH MeXaHU3M Cpeanee npouenTHoe bukrapsu
B3aHMOeHCTBHS usmenenne AUC, Chax, Chin
JIEKAPCTBEHHBIE ITPEITAPATbBI PACTHTEJIBHOI' O ITPOHCXOKJAEHHA
3Bepoboii NpobIpsBIEHHBIN | B3aumoneiictBue ¢ kakuM-n6o | CoBmecTHOE NPUMEHEHHE co
(Hypericum perforatum) KOMMOHEHTOM npenapara bukrapsu | 3Bepoboem NPO/IbIPSBIECHHBIM
HE U3y4EHO. MPOTUBONOKA3aHO M3-32 BJIMSAHUS Ha
(Mupykuns - CYP3A, UGTIAL # | ComecTHOoe —npumeHeHMe  MOMKET | GUKTErpaBup, BXOAAIIMI B COCTaB
P-gp) NpUBECTH K CHWXKEHHMIO | npenapata Bukrapsu.
KOHLEHTpauuii  OukrerpaBupa W

TeHo(oBupa anadeHamuaa B rasme.

ITPOTHBOHH®EKI[HOHHBIE I[IPEITAPATbI

A umumukommmepu(mbele npenapambol

Pudpamnuuun (600 mr oaun pa3 B
JeHb), OukTerpasup’

(Mupykuus  CYP3A, UGTIAL wu

P-gp)

bukrerpasup:
AUC: | 75%
Cimax: | 28%

B3aumoneiicteue ¢ TeHooBUpa
anadeHaMHIOM He U3yUEHO.

CoBmecTHOE NpUMEHEHne c
pUGAMIULMHOM MOKET MPUBECTH K
CHUIKEHUIO KOHLEHTpaLUn

TeHo(oBUpa anadeHamu/ia B riazme.

CoBmecTHOE npyUMeHeHne
MPOTUBOMNOKA3aHO M3-3a BJIMSHUS Ha
OuKTerpaBmp, BXOJAIIMN B COCTaB
npenapara bukrapsu.
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JlekapeTBeHHbIi mpenmapar
(TepaneBTHYECKAs rpynna)/

Bimsinne Ha KOHIEHTpAUUH
npenapara.

Pexomenpanuu no COBMECTHOMY
NPHMEHCHHIO ¢ IpenapaTomMm

Bo3mozkHbIi MexaHH3M Cpeanee npoueHTHoe bukrapsn
B3aHMO/IEHCTBHSA nsmenenne AUC, Chpayy Chin
Pupabytun (300 mr oaun pa3z B | bBukrerpasup: CoBmecTHOE NpUMEHEHUE He
J1eHb), Gukrerpasup’ PEKOMEHyeTCs M3-3a  0XKHIAeMOro
AUC: | 38% CHUKEHMUS! KOHLIEHTPALMH
(Munykuns CYP3A u P-gp) TeHodoBMpa anapeHamuaa.
Chin: | 56%

Conax: | 20%

B3aumoneiicteue ¢ teHodoBupa
anaeHaMHu10M He U3yUEeHO.

Pudanentun

(Mupykumns CYP3A u P-gp)

CoBmecTHOE npUMeHeHue c
pupabyTHHOM MOXKET MNPUBECTH K
CHWKEHUIO KOHLEHTpaLUK
TeHodoBHpa anadeHaMuaA B Mja3Me.
B3aumoneiictBue ¢ KakuM-11n00o
KOMIOHEHTOM rpenapata bukrapsu
HE U3YYEHO.

CoBmecTHOE NpUMEHEHHE c
puANEeHTHHOM MOXKET MNPUBECTH K
CHUIKEHUIO KOHLIEHTpaLMK
OukTerpaBupa " TeHo(oBMpa

anadeHamuza B miasme.

CoBMecTHOE
peKOMeH/IyeTCsl.

NMPpUMEHEHHNE HE
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JlexkapcrBennslii npenapar
(TepaneBTHYeCKas rpynmna)/

Binsinne Ha KOHIEHTPAUUK
npenapara.

Pelcomennaunn 0 COBMECTHOMY
NPHMEHEHHIO ¢ NIpenapaTom

Bo3MoxKHBIH MeXaHH3M Cpennee nponenTHoe Bukrapsu
B3aHMO/IeHCTBHS usmenenne AUC, Cnax, Chin
[MpoTHBOBHpYCHBbIE NpenapaThl 445 Jevennss BUY-1
Atazanasup (300 Mmr oauH pa3 B | bukrerpaBup: CoBmecTHOE NpUMEHEHNE He
nenb), koouuucrat (150 Mr oaun pas PEKOMEHyeTCsl.

B JIEHb), OUKTErpaBup’

AUC: 1 306%

(Mnrubuposanne CYP3A, UGTIAL | Cmax <
u P-gp)
AtazaHasup (400 Mr oauH pa3 B | bukrerpaBup:
JieHb), Onkrerpasup’

AUC: 1 315%
(Murubuposanue CYP3A "
UGTIAL) Cinax: <

JlekapcTBeHHbIE NpenapaThl AJst JieyeHHsi BUpycHoro renatuta C

Jlennnacsup/codocOyBup

(90 Mr/400 Mr oxmH pa3 B JI€Hb),
OukrerpaBsup/ TeHo(oBrpa
anaeHamMu 1/ SMTpULMTaOH>

bBukrerpasup:
AUC: &
Cmin: «

Cmax: «

OMTpULUTAOUH:
AUC: &
Chin: <

Crnax: ©

Tenogosupa anadenamu:
AUC: &

Crmax: <

Jlennnacsup:
AUC: &
Cmin: =

Crmax: <

CodocOysup:
AUC: &

Cmax: «

MetaGonut copocOyBHpa
GS-331007:

AUC: &

Chin: ©

Conax: ©

Koppekuun 103bl NMpH COBMECTHOM
NPUMEHEHUH He TpelyeTcs.
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JlekapeTBeHHbBIH npenapar
(TepaneBTHYeCKAas rpynna)/
Bo3moxkHbIH MexaHu3mM

Binsinne Ha KOHHEHTpAHH
npenapara.
Cpennee nponeHTHoe

PexkomMeHIanHN 1O COBMECTHOMY
NPHMEHEHHIO C IPenapaTom
bukrapsn

B3aHMO/IeHCTBHS n3menenne AUC, Cnaxy Chin
Bennaracsup/ BokcuianpeBup | Bukrerpasup: Koppekuun 1036l Mpu COBMECTHOM
copocOysup (100/100/400+ 100 mr® | AUC: <> NMpUMEHEHUU He TpeOyeTcs.
OIMH pa3 B JeHb), OukrerpaBup/ | Cpin: <>
TeHodoBupa anapenamul/ | Cpax: <>
IMTPULIUTAOUH
DOMTpULUTAOUH:
(Murubuposanune P-gp/BCRP) AUC: <
Chin: ©
Cmax: =

Tenodosupa anadenamu:
AUC: 1 57%
Cmax: T28%

CodocOyBup:
AUC: <

Cmax: <

Metabonut copocdyBupa
GS-331007:

AUC: &

Cuin: <

Crmax: <

Bennaracsup:
AUC: <
Chin: <

Crax: ©

Bokcunanpesup:
AUC: &
Cmin: 2

Cmax: «

ITporuBorpudkoBbIe cpeacTBa

Bopukonason (300 Mmr nBa pasza B
JleHb), OGukrerpasup’

(Muruduposanue CYP3A)

Bukrerpasup:
AUC: 1 61%

Cmax: aad

Hrpakonazon
[To3zakoHazon

(Murubuposanue P-gp/BCRP)

B3aumosneiictBue ¢ Kakum-1ubo
KOMIIOHEHTOM rmpenapata bukrapsu
HE U3Y4eHO.

CoBmecTHOE NpUMEHEHHE c
UTPAKOHA30JIOM WJIM T03aKOHA30JI0M
MOXKET TPUBECTH K TMOBBILICHHIO
KOHUEHTpauuu  OWKTerpaBupa B
nasme.

Koppekuu 10361 py  COBMECTHOM
NpUMEHEHUH He TpedyeTcsi.
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JlexapceTBeHHbli npenapar
(TepaneBTHYeCKas rpynna)/
Bo3MoKHBIH MeXaHH3M
B3aHMO/IeiCTBUS

Biansinne Ha KOHUEHTpaUUK
npenapara.
Cpeanee npounenTHoe
usmenenune AUC, Cpaxy Cin

PexomMenanuu no coBMeCTHOMY
NPHMEHEHHIO ¢ NPenapaTom
Buxkrapsu

AHTHOMOTHKH IPYNNbI MAKPOJINI0B

A3UTPOMULIH B3aumopneiictue He uzydeHo. | Cnenyer cob0aaTth OCTOPOKHOCTD
Knapurpomuuus CoBmecTHOE npUMeHeHue C | M3-32 MOTEHLMAILHOTO BIMSHUS ITHX
A3UTPOMULIMHOM WM | mpenapaToB Ha OuKTerpaBup,
(Ionasnenue P-gp) KJIAaPUTPOMULIMHOM MOKET MPUBECTH | BXOMAWMI B  COCTaB  mperapara
K MOBBILLIEHUIO KOHLeHTpauuu | bukrapsu.
OukTerpaBupa B razme.
ITPOTHBOCY/IOPOKHBIE ITPEITAPATBI
Kap6amasenun (tutpyembiii ¢ 100 mr | TeHogoBupa anadpenamun: CoBmecTHOE NpUMEHeHHe He
no 300 mr ngBa pasa B aeHsw), | AUC: | 54% PEKOMEHYETCS.
TeHo(oBUpa anapenamu/ | Cpax: | 57%
SMTpULMTAOHH
BzaumoneiictBue ¢ OuKTErpaBupom
(”HﬂyKul/lﬂ CYP3A, UGTIAI U | He H3YUE€HO.
P-gp) CoBmecTHOE npuMeHeHme
kapOama3zerniHa MOXKeT TPUBECTH K
CHUKEHMIO KOHLIEHTpaLM
OGukTerpaBupa B rjasme.
Oxkckap0azenut B3aumoneiictBue ¢ kakuM-m6o | CoBmecTHOE MpUMEHEHHE He
®enobdapOuTan KOMIIOHEHTOM npenapata bukrapBu | peKkoMeHayercs.
DeHUTOnH HE U3YYEHO.
(Munyxkuua CYP3A, UGTIAL un CoBmecTHOE NpUMEHEHHe c

P-gp)

okckapbasenuHom, (enodapOuranom
WM (PEHUTOMHOM MOJKET MPUBECTH K
CHUKEHUIO KOHLIEHTpaLuii
OukTerpaBupa " TeHo(oBUpa
anadeHamuzia B riasMme.
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JlekapcTBeHHbIii npenapar
(TepaneBTHYecKasi rpynna)/
Bo3moKHbBII MeXaHH3M
B3auMMO/eHCTBHS

Binsinne HAa KOHIIEHTPAHH
npenapara.
Cpennee npoueHTHoe
u3menenne AUC, Chax, Chin

Pexkomenanum no coBMeCTHOMY
NPHMEHEHHIO C IPenapaTom
bukrapsn

AHTALH/JHBIE ITPEIIAPATbI, BHOJIOT'MYECKH AKTHBHBIE ITUIIEBBIE IOBABKH U IIPETTAPATBI,
COUAEPKALIUE BY®EPHBIE KOMITOHEHTbI

AHTaluHbIE CYCMEH3HH,
coJieprkatime MarHuii/anoMHuHHit
(20 mn OJIHOKpaTHas! nosa®),
OuKTEerpaBup

(ObpaszoBanue xenatHbix (opMm ¢
NOJMBAJICHTHBIMU KaTHOHAMM)

Bukrerpasup (npuem aHTauMaHOM
CyCreH3uM 3a 2 yaca, HaTollaK):
AUC: | 52%

Cmaxs| 58%

Bukrerpasup (npuem aHTaLMaHOM
CYCMEeH3MH uepe3 2 yaca, HaTOLAK):
AUC: &

Conax: <

bBukrerpaBup (01HOBpeMeHHOE
NpUMEHEHHE, HATOLLAK):
AUC: | 79%

Crmax: | 80%

BukrerpaBup (01HOBpeMeHHOE
NPUMEHEHHE BO BPEMS eJIbl):
AUC: | 47%

Crnax: | 49%

[lpenapatr bukrapsu He cuenyer
NpUHUMATh OJIHOBPEMEHHO c
MUIIEBBIMU noGaBKamMu Wi
JIeKapCTBEHHBIMU Cpe/cTBaMHu,
coaepKaluMu MarHui w/unu
ANOMHMHHWIL,  W3-332  OKHMIAEMOro
3HAUUTEIILHOTO CHU)KEHUS
IKCMO3ULMH OukrerpaBupa

(cMm. pazzen «Ocolble yKazaHUua»).

[Tpenapar bukrapsu crenyer
NpUHUMATh HE MEHee, YeM 3a 2 yaca
710 €bl, WM BO BpeMs €/ibl uepe3 2
yaca [nocjie TpHeMa aHTALMIHbIX
npenapaToB, COAEpKalMX MarHuii
W/ MU JTFOM MHU.

Keneza ¢dymapar (324
OJIHOKPATHO), OUKTErpaBup

MI

(OOpaszoBanue xenatHblX (opm ¢
MOJIMBAJIEHTHBIMU KATMOHAMM)

BukrerpaBup (01HOBpEMEHHOE
MPUMEHEHHE, HATOLLAK):
AUC: | 63%

Cmax: | 71%

bukrerpasup (01HOBpEMEHHOE
TNPUMEHEHHE BO BPeMSs e/lbl):
AUC: <

Cmax: | 25%

[Tpenapar Bukrapsu cienyer
MPUHUMATh HE MEHee, 4YeM 3a 2 vaca
70 MpueMa MUIIEBbIX J00aBOK WIN
JIEKapCTBEHHBIX CpeJCTB,
COZIepIKallMX JKeJe30, WM BO BpeMs
eJibl.

Kanbuus  kapbonar (1200
OJIHOKPATHO), OUKTErpaBup

MTI

(OOpazoBanue xenatHbIX (OpM €
MOJIMBAJIEHTHLIMU KaTHOHAMU)

bukrerpaBup (01HOBpEMEHHOE
NPUMEHEHHE, HATOLLAK):

AUC: | 33%

Cmax: | 42%

bukrerpaBup (01HOBpeMEHHOE
MPUMEHEHHE BO BPEMSI €/Ibl)

[lpenapatr bukrapBu W mnuiueBble
no6aBku WK JIEKapCTBEHHbIE
CpeACTBa, COAEpXkALIME  KaJbLMIA,
MO)KHO TMPHHUMATh OJHOBPEMEHHO,
BHE 3aBUCHMOCTH OT MPHUEMA MHIIH.

AUC: &
Clnax:H
Cykpaibdar Bsaumoneiicteue ¢ kakum-nu6o | CoBmecTHOE NpUMEHEHHE He
KOMIIOHEHTOM npenapata BuKTapBu | peKOMEHI1yeTcs.
(OGpasoBanue XenaTHbIX (OPM € | He M3yueHO.
MOJINBATICHTHBIMU KaTHOHAMH) COBMECTHOE  NMPUMEHEHHE  MOXKET
MPUBECTH K CHIDKEHUIO
KOHLeHTpaunii  OukrerpaBupa B
niaasme.
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JlekapcTBeHHbIH npenapar
(TepaneBTHYecKAasi rpynmna)/
Bo3mokHbIH MexaHu3M

Buinsinne Ha KOHUEHTPANHH
npenapara.
Cpennee nponeHTHOE

Pexomenaanun no coBMecTHOMY
NPHMEHEHHIO C penapaToM
Bukrapsu

B3aHMO/IEHCTBHS uimenenne AUC, Chax, Chin
AHTHAEINIPECCAHTbBI
Ceprpanun (50 mr  onHokpatho), | TenodoBupa anadpenamun: Koppekuuu 103bl npu COBMECTHOM

TeHodoBupa anapenamun’

AUC: &

Crnax: <

Ceprpanu:
AUC: &

Cmax: bz d

B3aumozaeiicTBus ¢ GUKTErpaBUpoM u
IMTPULIUTAOMHOM HE OXKHM/IAETCSl.

NpUMeHeHnH He TpedyeTcs.

HMMYHO/IEIIPECCAHTbI

Linkyocrnopux (B/B WK BHYTPb)

(Murubuposanue P-gp)

B3aumoneiicteue ¢ KaKuM-nuoo
KOMMOHEHTOM TipenapaTta bukrapsu
HE U3Y4EeHO.

Oxupaercs, 4yTO COBMECTHOE

NPUMEHEHHE C LMKIOCTOpHHOM (B/B
WM BHYTpPb) NPUBEJET K MOBBILLEHUIO
KOHLIEHTpaLMK Kak OMKTerpaBupa, Tak
u  TteHodoBupa anadenamupa B
nasme.

CoBmecTHOE NpUMEHEHHE c
LMKJIOCTIOPUHOM (B/B MM BHYTpPb) He
PEKOMEHIYETCS. [Tpu
HEeo0X0IMMOCTH Ha3HaueHuUs
KOMOMHALIMK npernaparon
peKomeHyeTcs NpoBeAeHNE
KIMHUYECKOrO U OUOIIOrM4ecKoro
MOHHTOPHHTA, 0c00eHHO B
OTHOWIEHHH  (QYHKLUMM [OYeK U

MOYEBBIBOIALLMX MyTEH.
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JlexkapcTBeHHbIii npenapar
(TepaneBTHYeCKas rpynna)/
Bo3moskubIii MexaHu3m
B3aHMO/1eHCTBHS

Binsinne Ha KOHIEHTpANHH
npenapara.
Cpeanee npoueHTHoe
uzmenenne AUC, Chax, Cuin

Pexomenaanuu no cOBMeCTHOMY
NPHMEHEHHIO ¢ PenapaTom
bukrapen

ITEPOPAJIBHBIE ITPOTHBO/JHABETHYECKHE ITPEITAPATbI

Merdopmun (500 Mmr sBa pasza B
JieHb), OukrerpaBup/  TeHo(oBHpa
anadeHamu/IMTpULUTAOUH

(Muruduposanne OCT2/MATEL)

Metpopmun:

AUC: 1 39%
Conin: 1 36%

Cinax: ©

[Ipy COBMECTHOM MNPHUMEHEHUH Y
NaluMeHTOB C HOPMaJIbHOI (yHKLMEH
noyeK KOPPeKLHH 103 He Tpebyercs.

VY GoJbHBIX ¢ HapylueHueM (yHKUUU
MoYeK CpeiHel CTEMeHH THKECTH

Heo0X0MMO TLIATEIbLHOE
HaOl0eHHe  Npu  COBMECTHOM
MpUMEHEHUH OuKTerpaBupa "

MeT(pOpPMHHA U3-3a  TOBBILIEHHOTO
pHCKa pa3BUTHA JIaKTaTauuao3a y
TaKUX NaLUEeHTOB. [Tpu
HEOOXOMMOCTH CJIEYET BbIMOJHHUTD
KOPPEKLMIO 103l MET(GOPMHHA.

ITEPOPAJ/IBHBIE KOHTPAIIEIITHBbI

Hoprectumar (0,180/0,215/0,250 mr

OJIMH pa3 B JIeHb) 3THHUJIACTPAIHOI
(0,025 mMr  oauH  pa3 B JI€Hb),
OukTerpasup’

Hoprectumat (0,180/0,215/0,250 mr
OJIMH pa3 B JI€Hb), STHHWIICTPAAHOI

(0,025 mMr onmH pa3 B JIEHBb),
TeHo(OBUpa anadenamun/
MTpULHTadUH*

Hopanrectpomun:
AUC: &
Chin: ©

Crax: <

Hoprecrpen:
AUC: &
Cmin: >

Cinax:

3THHHH3CTpaﬂHOH:
AUC: &
Chin: «

Cmax: =

Koppekuun 1036l NpH COBMECTHOM
NpUMEHEHNH He TpelyeTcs.

CEJJATHBHBIE/CHOTBOPHBIE ITPEITAPATbI

Muzazonam (2 mr, cupon st npyema | Munazonam: Koppekuun 10361 MpH COBMECTHOM
BHYTPb, OJHOKpaTHO), OukterpaBup/ | AUC: <> NPUMEHEHUU He TpelyeTcs.
TeHo(oBUpa anapeHaMu/ | Cpax: <>

SMTPULIUTAOUH

Mupnasonam (2 Mr, cupon ans npuema | Muaazonam: Koppekuun 1036l MpH COBMECTHOM
BHYTPb, OJIHOKpaTHO), Oukterpasup/ | AUC: < NpUMeHeHuu He TpedyeTcs.
TeHo(oBHpa anapenamul/ | Cpax: <

IMTPULUTAOMH
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1 Dro uccneaoBanue ObLI0 BLINOJIHEHO € TPUMEHEHHEM OMKTErpaBupa 75 M 0OIHOKPATHO.

2 Dr0o uccienoBanne ObUIO BBITIOJHEHO ¢ NpUMeHeHneM Oukrerpasupa/ TeHopoBupa atadenamuaa/smrpunmraduna 75/25/200 mr
OJIMH Pa3 B JICHb.

3 HccienoBanue, BBINOJIHEHHOE C JIOTIOJHUTENbHBIM pUMeHeHremM 100 Mr BokcuianpeBupa JUisl JIOCTHIKEHHS DKCIO3HIIMH
BOKCHIanpeBupa. oxkunaemoit y BUY-unpuumMpoBaHHbIX MallMEeHTOB.

4 Dro uccnenroBanne ObUIO BLINOIHEHO C IPUMEHEHHEM dMMTpULMTabuna/renodosupa antaperamuia 200/25 Mr oMH pa3 B JICHb.

5 AnraumaHeli npenapar ¢ MakCMMalbHOM aKTHBHOCTBIO cojieprkai 80 Mr amomuHust ruapokcuia, 80 Mr MarHus rHApokcHIa U
8 mMr cumeTHkoHa Ha | mu.

6 Dr0 uccaenoBanue ObLIO BBIMOJIHEHO C NMPUMEHEHHEM KkoOucrata/TeHo(oBHpa anadeHamMua/2IBUTErpaBUpa/IMTPUIIMTAOUHA
150/10/150/200/ Mr oMt pa3 B J€Hb.

Ha ocHoBaHumM pe3ysbTaToOB MCCIICIOBAHUI MEKIIEKAPCTBEHHBIX B3aUMOJICHCTBHMN, TPOBEICHHBIX C
NPUMEHEHHUEM Tperapara bUKTapBu MM KOMIIOHEHTOB rnpenapara bukrapsu, He ObUIO BBIABICHO
M HE O0XM/IAJIOCh HUKAKUX KIMHUYECKH 3HAUYMMBIX MEXKJIEKAPCTBEHHBIX B3aUMOIECHCTBHH MEXY
KOMIOHEHTAaMM  TIpernapara  BHKTapBM ¥ CIEAYIOIMMU  JISKQPCTBEHHBIMH  TIpernapaTaMu:
aMJIOJIMITMHOM, ~ aTOpBacTaTMHOM,  OynpeHOpGHHOM,  JPOCITUPEHOHOM,  (haMIIMKIOBUPOM,
GamoTHIMHOM, (ITyTHKA30HOM, METAIOHOM, HAJIOKCOHOM, HOPOYNpeHOPHUHOM, OMENPA30JIOM HITH

PO3yBacTaTHHOM.

OCOBBIE YKA3ZAHUSA

HCCMOTpﬂ Ha TO, 4YTO JOKa3aHO, 4YTO 3(1)(b€KTI/lBHOC NoJaBJICHUEC BHpyCa C IMOMOIIBIO
aHTHpeTpOBprCHOﬁ TEpalliu 3HAYUTCIIBHO CHHUIXACT PHUCK €ro Inepeaayd II0JIOBBIM ITYTEM,
OCTATOYHBIN PHUCK HCKIIFOYHUTH HECJIb34. Heobxoamumo IpuHUMaTh HOPEAOCTOPOIKHOCTH IS

NPEAYNPEKACHUA NIEPEJAYN COTJIACHO MECTHBIM PECKOMECHIAIUAM.

[larenTsl ¢ couetannoi nHbekmen. ooyeinosinenno BUY u Bupycom renarura B wiu C

[Tonyyaroue aHTHPETPOBUPYCHYIO TEPAINUIO MAIMEHTHI ¢ XpoHHUYecKHUM rematutoM B wmmm C
MO/IBEPralOTCsl MOBBIIICHHOMY PHUCKY TSDKEIbIX WM MOTEHIMAIBHO TPHBOJASAIIMX K JIETAIBHOMY
MCXO/1y HeOIaronpusTHBIX Peakiuii Co CTOPOHBI EYEHH.

Jlanuple oTHOCHUTENBHO Oe3omacHOCTH M APPEeKTUBHOCTH Tpenapara BUKTapBH y MalMEHTOB C
coderanHoi uHpeknuei, Ber3sanHoit BUY-1 u Bupycom renarurta C (BI'C), orpanuyeHs.
[Ipenapat bukrapsu copepxut TeHoGoBUpa anadeHamu 1, KOTOPbIH 00J1a/1aeT aKTHBHOCTHIO MPOTUB
Bupyca renatuta B (BI'B).

[IpepbiBanue Tepanuu npenaparoM bukrapsu y nmanuenToB ¢ coyetannoi nndexnueit BUY u BI'B,
MOXKeT OBITh CBSI3aHO € TSHKEJIBIMU 000CTpeHUsIMH renatuTa. Heo6XxommMo npoBOANTE TIIATEIbHBIH

MOHUTOPHHT TAIIMEHTOB ¢ covertaHHoi uH(pekiueir BUY u BI'B, npepraBmmx npuem npenapara
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BHKTapBH, IIPpHU IMMOMOMIX MOCJICAYIOMIETO KAK KIIMHUYECKOI'o, Tak U naﬁopaTopHoro HaOTI0/ICHNS B

TEUEHHE XOTs Obl HECKOJIBLKUX MECSIIEB MTOC/IC OTMEHBI JICUCHHUSI.

Hapyuienue GYHKIIMH TTeYEeHH

besonacHocts ¥ 3¢ dekTuBHOCTh npenapata bukrapBu Ul NAIMEHTOB € CEPhE3HOH HCXO/HOM
MaTOJOTUEH NEYEHHU HE J0Ka3aHbl.

[TanmeHTsl ¢ yXe HMMEIoIecs NeueHOYHON TuchYHKIUeH, BKIIOYas XPOHHUUECKHH aKTHBHBIHN
renaTtuT, MMEIOT TMOBBIIIEHHYIO YacTOTy HapylleHWd (yHKIMM Te4eHH B  Mpolecce
KOMOMHHUPOBAHHON  aHTHUpeTpoBUpYcHOH Tepanuu (KAPT) wu  J0/KHBI HaXOAUTBCS  TOX
HAOJIIOJICHUEM COTJIacHO OOIIENpPUHATOH TpakTuke. B ciyuae mosBieHHs MPU3HAKOB 00OCTPEHUS
3a00JIeBaHUsl TEYEHM Y TaKUX T[alUEHTOB HEOOXOJMMO pacCMOTpPETh IpEephIBAaHHE HIIH

MPUOCTAHOBJICHUEC JICUCHHU .

Macca Tejia 1 MeTaboJIrMYecKue rnapaMmerpbl

B Xozme aHTHPeTpPOBHPYCHOH Tepanuu MOXKET MPOUCXOJUTH YBEIHYEHHE MAcChl Teja, YPOBHS
JIMIIAJIOB ¥ KOHLUEHTPALUH TIIOKO3bI B KPOBH. DTH M3MEHEHUS MOTYT YaCTHYHO OBITH CBSI3aHBI C
OopnOoit ¢ 3aboseBaHMeM W CTHIEM KW3HM. YTO Kacaercs JMIUIOB, B HEKOTOPBIX CIIy4asx
TMOBBIIIEHHE MX YPOBHS CBHIETEILCTBYET 00 A(pPeKTUBHOCTH JeueHus, Torjaa Kak yoeauTe bHbIe
JI0Ka3aTesIbCTBA, CBA3bIBAOLINE HAOOP Beca ¢ KakoH-1u00 0co00H cXeMoii JieueHUsl, OTCYTCTBYIOT.
Jlnst KOHTPOJISt YPOBHS JIMIIUJIOB U TJIIOKO3bl B KPOBU ClIEAyeT 00pamarhesi K PeKOMEHIAUSIM T10
neyenuto BHY. PaccrpoiictBa smnuaHoro oOMmMeHa HEOOXOAMMO JIEYMTH TPHHATHIMH B

KJIMHUYECKOM MMPaKTUKEC METOIaMH.

MuToXOHApHATbLHAS ﬂHC(bVHKHHﬂ B PE3YJIbTaTe BHYTPUYTPOOHOTO JIEHCTBHS

AHaJIOrM HYKJIEO3(T)UJIOB MOTYT OKa3blBaTh BO3JCHCTBHE HA MHUTOXOHIPUATBHYIO (YHKIHIO B
pa3IM4HOM cTeneHu, 4ro Haubosee sIPKO BBIPAKEHO TMPU MPUMEHEHHMH CTaBYJWHA, THJIaHO3MHA U
3ujoByMHa. MIMerorcst cooOmeHuss 0 MUTOXOHApHaIbHOU auchyHkimn y BUY-orpunarebHbIX
MJIQJICHIIEB, MOJIBEPraBUIMXCS BO3JCHCTBHIO HYKJICO3HMJHBIX AQHAJIOTOB 6 ympobe W/WIH B
MOCTHATAJILHBIN MEPUO/I; 9TO IIaBHBIM 00pa30M KacaeTcs CXeM JICYEHHSI, BKITIOYAIOIIUX 3UI0BYINH.
K OCHOBHBIM ONHCAHHBIM TOOOYHBIM pEAKIUSM OTHOCSTCS TEMATOJIOTMYECKHE 3a00JieBaHUS
(anemusi, HEUTPONEHUsI) U METa0OIMUECKUE pacCTPOHCTBA (TMIIEpIAKTATEMUs], THIIEPININIA3EMHUS).
OTH  OCIOKHEHMs 3a4acTyl0 HOCAT BpeMEHHBIH xapakrep. M3peaka peructpupyrorces
HEBPOJIOTMUECKHE HApYIIEHUS € TO3JHUM HayaloM (TUIEPTOHMS, CYAOPOTH, aHOMAIbHOE
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noseueﬂue). Hocsar m HEBPOJIOTHYCCKHE HaApYHICHHUSA TaKoro pojaa BpeMeHHbII\:I WA CTOMKHUHA
XapakTep B HACTOAIICEC BPEMs HEU3BECTHO. HonyquHHe JIAHHBIC HEOOXO0JIMMO INpHHUMATbL BO
BHUMAHUEC JUISA KaXXJI0ro IoABECPraBHICTroOCs 6 ymp06e BO3JICUCTBUIO HyKJIeO3(T)I/I£[HbIX aHaJIOroB
peGeHKa, Y KOTOpOro 06Hapy)KHBa}OTCﬂ CEPLE3HBIC KIIMHUYCCKHUC TMPOABICHUS HEU3BECTHOM
9THOJIOI'HH, 0coOEHHO HEBPOJIOTHYCCKOTO XapakTepa. HOHy‘IeHHI:-Ie JAHHBIC HEC 3aTparuBarOT
ﬂeﬁCTBy}OLHHC HallTUOHAJIbHBIE PEKOMECH/IAIIUU 110 UCIIOJIB30BAHUIO aHTI/IpCTpOBprCHOﬁ TEpaluu y

OepeMEeHHBIX JKEHIIMH JJIS IPeIyTpeK/IeHUs BEPTUKATbHOH nepeaun BUY.

CHHJIPOM BOCCTAHOBJICHUSI UMMYHHUTETA

YV BUY-uHQUUHAPOBAHHBIX TMAMEHTOB € TSHKEIBIM MMMYHOJC(GHUIMTOM BO BpeMs Ha3HAUCHUs
KOMOMHHMPOBAHHOM aHTUpeTpoBUpYCHOU Tepanuu (KAPT) MoeT BO3HMKaTh BOCHAIMTEIbHASA
peakiusi Ha 6€CCUMITTOMHbBIE WIH OCTATOYHBIE YCIOBHO-MATOT€HHBIE MUKPOOPTaHU3MbI M BBI3bIBATH
TsDKEJIbIe KJIIMHUYECKHUE COCTOSIHUSL WM oOocTpeHue cuMnTomMoB. OOBIMHO Takue peaKiuu
HaOJIOJIAIOTCSL B TEYEHHWE IMEPBBIX HECKOJbKMX HeJIeNb WM MecsueB mnocie Havyama KAPT.
COOTBETCTBYIOLIME MPUMEPHI BKIIOUAIOT [IUTOMETAJOBUPYCHBIH PETHHUT, T'€HEpPaN30BaHHBIC
/MM 04aroBble MHUKOOaKTepualibHble WHQEKIUH | BBI3BAHHYIO Pneumocystis  jirovecii
nHeBMOHHUIO. JltoOble BocmanuTeIbHBIE CUMITOMBI HYKHO OIICHMBATh M Ha3HA4aTh JICUCHHUE TPU
HEOOXOMMOCTH.

Taioke cooOmanock 0 ciydasx ayTOMMMYHHBIX HapylmieHud (Takux kak Oone3nb ['peiiBca u
AyTOMMYHHbIE TeNaTUThl) Ha (OHE BOCCTAHOBJIEHWUS MMMYHHUTETA, OJHAKO OTMEUYEHHOE BpeMs
Havyayia 3a00JeBaHUs CUJIBHO OTJIMYAJIOCh, M ATU CJIy4au MOIJIM BO3HMKATh YEPe3 MHOTO MECSLEB

ITOCJIC HavaJia JICHCHHA.

OnmnopryHuctTuyeckne HGEKIu

VYV nanueHToB, MOJYYalOUIMX TMperapaT bukTapBu uiaM 0OyI0 JApYryi0 aHTHPETPOBUPYCHYIO
TEPaIuio, MOTYT MPOIOJDKATh PA3BUBATHCS ONIOPTYHUCTHYECKHE HH(PEKIIUH U TIPOYHE OCIIOKHEHHS
BUY-undexunn, mo3ToMy OHH J0JDKHBI OCTABaTHCS MO TIATEIbHBIM KJIMHHUYECKUM HAOII0AeHHEM

Bpaveii, MMEIONINX OTIBIT JICUEHHs MAIMEeHTOB ¢ conyTcTByomumu BUY 3aboneBanusimu.

OcTeoHeKpo3

Xorst  otHonorus  3a00JIeBaHUS  CUMTAETCs  MHOTO(GAKTOpHOH  (BKIIOYass — NPHUMEHEHUE
KOPTHKOCTEPOM/IOB, YIMOTpeOJIeHHE aJIKOrojisl, BbIPQXKEHHYI0 HMMYHOCYIIPECCHUIO, IOBBIIIEHHBIN
MHJIEKC MacChl Telsa), cooOIaoch 0 CliydasiX pPa3BUTHSI OCTEOHEKPO3a, OCOOCHHO Yy NAlHEHTOB C
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nporpeccupytomei craguein BUY u/mimm npu nonrospemennom npumenennn KAPT. Tlanuentam
HEOOX0MMO MOPEKOMEH/I0BAaTh 0OPATUTHCS 3a MEAMLMHCKON MOMOIIBIO, €CIIH OHH T0YYBCTBYIOT

00JIb U JIOMOTY B CyCTaBax, CKOBAHHOCTL B CyCTaBaxX WJIM 3aTPYAHEHHS ITPU IBUKCHHUH.

HedporokcHuHOCTH

Henb3st uckioyaTh MOTEHIIMATIbHBIN PHUCK pa3sBUTUSA HC(I)pOTOKCI/I‘IHOCTH B pE3yJIbTATE JTJIUTECIIBHOI'O

BO3JICHCTBHS HU3KUX YPOBHEH TeHO(DOBHpA MPH IPUMEHEHHH TeHO(OBUpa allageHamua.

Ha3HnayeHrue COBMECTHO C JIDYTUMHU JIEKAPCTBEHHBIMH MpenapaTaMmu

[lpenapar bukrapBu He ciexyeT INPUMEHSATh HATOMIAK OJHOBPEMEHHO C  aHTallM/IHBIMU
npernapatamMu, COJEpXKAallUMH MarHui WM QTIOMHHHH, WJIM C OHIIEBBIMH J00aBKaMM WX
JIEKApCTBEHHBIMU CPEJICTBAMHU, B COCTAB KOTOPBIX BXOIMT kene3o. lIpenapar buxrapsu ciexyer
MPUHUMATh He MEHee, 4eM 3a 2 yaca JI0 MJIM BO BpeMsl e/1bl uepes 2 qaca 1ocie npueMa aHTalu/HbIX
NpenaparoB, coJAepikalmMx Maruui u/umm amomunuii. [Ipenapat bukrapsu cieayer npuHuMarTh He
MeHee, YeM 3a 2 yaca JI0 NpHeMa IMHIIEBbIX 100aBOK MM JIEKAPCTBEHHBIX CPE/CTB, COAEPKALIMX
JKene3o, WIM BO BpeMs eabl (cM. paszaen «BsammopnelTcuBe ¢ JIpyrMMM  JI€KapCTBEHHBIMH
CpeJ/ICTBaMM »).

Hekoropble J1l€eKapCTBEHHbIE Mpernaparbl HE PEKOMEHJYETCs HPUMEHSTh OIHOBPEMEHHO C
npenapatom bukTtapBu: arazaHaBup, kapOamazenuH, IMKJIOCIIOPUH (Ui  BHYTPHBEHHOIO
IPUMEHEHUs] WJIM TIpUeMa BHYTph), OKckapOaszernuH, ¢enobapOutan, ¢enuroun, pudalbyruH,
pudanenTHH, cykpaib@ar.

[Ipenapar bukrtapBu He cieayeT Ha3HayaTh OJHOBPEMEHHO C APYIMMH aHTUPETPOBUPYCHBIMHU

npernaparami.

BJIUSSHUE HA CIIOCOBHOCTb YHPABJIATH TPAHCIIOPTHBIMU CPE/ICTBAMM,
MEXAHU3MAMMU

[TarmenToB cieayer nponH(GOPMUPOBATH O BO3MOKHOM BO3HUKHOBEHHH T'OJIOBOKPYIKEHHS HA (OHE

MPUMEHEHHUs] KOMIIOHEHTOB npenapara bukrapsu (cMm. pazaen «Ilobounoe neicTBue»).

®OPMA BbBIITYCKA

Tabnerku, MOKpeITHIE MIEHOYHOH 000104K0#, S50 M + 25 Mr + 200 mr
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[To 30 Tabnetok Bo (¢uakoH Oenoro mpera, BMecTUMOCTBIO 100 MJI M3 TMOIMATUIIEHA BBICOKOH
mwiotHocty  (I[I9BI), 3amasHHbIl  amOMUHUEBOH (POJIBrOM, YKYNOPEHHBIH MOIMIIPOIIHIEHOBON

KPBILIKOW ¢ CHCTEMOH 3alUThI OT BCKPBITHSI IETHMH.
BHyTph (pirakoHa moMeIarT KOHTeHHep WM callle ¢ MOTJIOTUTENIeM Biaru (CuiMkKaresb) 3 rpaMmma.
CB00O/IHOE TPOCTPAHCTBO BO (hIIaKOHE 3aMOJIHAIOT BaTOH U3 MOJIMACTEpA.

[To 1 ¢makony BMeCTE ¢ HHCTPYKLUEH 110 IPUMEHEHHIO B TAYKEe KapTOHHOM.

YCJOBUS XPAHEHUS

IIpu remneparype ne Boite 30 °C.

Xparme B MECTax, HEAOCTYITHBIX JIJIA JIETEH.

CPOKT'OIHOCTH

2 roja.

He IPUMECHATH MO UCTCYCHHUH CPOKA 'OTHOCTH.

YCJIOBUS OTITYCKA
OTrycKaroT 1o perenty.
BJIAJIEJIELL PETUCTPAIITMOHHOI'O YIOCTOBEPEHUS

I'unean Caiiencus Uurepuensn Jlta., BenukoOpuranus
Gilead Sciences International Ltd, UK
Flowers Building, Granta Park, Great Abington, Cambridge, CB21 6GT, UK

MNPOU3BOJUTEJIb

IIpouze00cmeo 20mogoil iekapcmeenno popmoi:

I'nnean Caiiencus Aemua FOCu, Upnanaus
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Gilead Sciences Ireland UC, Ireland
IDA Business and Technology Park, Carrigtohill, Co. Cork, Ireland

Porrennopp @apma I'm6X, I'epmanus
Rottendorf Pharma GmbH, Germany
Ostenfelder StraBle 51-61 59320 Ennigerloh, Germany

[lepsuunas ynaxosxa:

I'mnean Caitencus Aitemnn KOCu, Upnanus

Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, Co. Cork, Ireland
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Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, Co. Cork, Ireland

Ilonyuums  dononrnumenvuyilo ungopmauuio o npenapame, a makyice HANPAUMb CE0U
nPEemeH3Ul U UHPOPMAYUIO 0 HEIHCENAMENbHBIX AGTEHUAX MONCHO NO aAdpecy:

00O «'unean Caitencus Pammay

Poccus, 115114, ropox Mocksa, yi. JlernukoBekas, jiom 2, crpoenue 1

Ten.: +7 (495) 641 18 04

E-mail: drugsafety.russia@gilead.com
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