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MHWHUCTEPCTBO 3/IPABOOXPAHEHWA POCCI/H/ICKOI/I CDEIIEPALU/II/I

MHCTPYKLHA
[10 MEJIMLIMHCKOMY IMTPUMEHEHUIO JIEKAPCTBEHHOI'O ITPETTAPATA

IBHIIEpa
Perncrpannonnslii Homep — JII1-002324
ToproBoe HanmMeHoBaHHe — DBHILIEpA

MexaynapoaHoe HeNaTEHTOBAHHOE HJIM TPYNIHPOBOYHOE HANMEHOBAHHE — PUITTHBUPHH +

TeHO(HOBHP + IMTPULUTAOHH
JlekapcTBeHHast popma — TabsIeTKH, NOKPBITbIE MIEHOYHON 000104KOi

CocraB

Kaxcias Tabnerka coaepxur:

Heticmeyrowue eewgecmea: sMmtTpuuntadun 200 Mr, punnuBupuHa ruapoxiopua 27,5 mr (B
nepecyeTe Ha PUJIMUBUPHH — 25 Mr), TeHo(oBHp au3onpokcui pymapar 300 mr.
Bcnomozamenenvie 6ewjecmea (20po): uennono3a MUKpokpuctaaanyeckas 210,00 mr, 1akTo3sl
MoHoruzapar 269,80 mr, moBuaoH 3,25 Mr, Kpaxman npexeaardHusupoBaHHbiii 50,00 wmr,
nosucop6ar 20 0,35 mr, Hatpus kpockapmeriosa 76,10 mr, maraus creapat 13,00 mr.
Bcnomozamenvnuvie eeujecmea (obonouxa): runpomennosa 13,80 mr, kpacutenb HHAUTOKAPMHH
nak amomuHueBslil (E132) 0,093 mr, nakTo3el MoHoruapar 7,25 mr, makporoa 2,76 mMr, kpacuTellb
okcu xkenesa kpacHblit (E172) 0,11 Mr, kpacuTeb COMHEUHbIN 3aKaT KeThIi JIak allOMHUHHUEBBIH

(E110) 0,02 mr, tutana auokcua (E171) 8,40 mr, tpuauetun 2,07 mr.

Onucanue
Kancynoobpa3zuble TabnaeTku, MOKpbITbIE [UIEHOYHOH 000JOYKOM OT CBETIO-PO30BOrO 0
po3oBoro ¢ ¢uoseToBbIM OTTeHKOM LBera. Ha oaHoii cropone BeirpaBupoBaHo «GSI». Ha

MMOTNEPEYHOM paspese aApo TabneTky Oesioro uBeTa.

dapmakoTepaneBTHYecKasi rpynna — npotuBosupycHoe (BUY) cpencto



Kon ATX-JO5AR08

®apmakoJIOrH4YecKHe CBOHCTBA

DapmakoouHamuka

OBumiepa — 3T0 KOMOMHHPOBAHHBIM mpernapat ¢ (GUKCUPOBAHHON J/1030i PUINMUBUPHHA,
TeHO(OBHpa, IMTPULIUTAOHHA.

MexaHu3Mm J1elcTBUS

DMTpULMTAOMH SIBJISETCS HYKJICO3MHBIM aHAIoroM uutHauMHa. TeHodoBHUpa AM30MPOKCHIA
¢dymapar npeobpasyetcs in vivo B TeHO(OBHp, aHAIOr HykJIeo3uaMoHodochaTa (HykIeoTHIa)
ajzieHo3nHa MoHodocdara. Kak smTpuuntadbuH, Tak U TeHodoBHp, obragaioT crneunduyeckoi
aKTMBHOCTBIO B OTHOLUEHHMH BUpyca MMMyHoaeduuuta yenoeka (BHUY-1 u BUY-2) u Bupyca
renaruta B.

PunnuBupun npejcrasiaser coOoi  AMAPUINMPUMHUAMHOBBIA HEHYK/ICO3UJHbIH HHTUOUTOP
obparHoii TpaHckpunTassl BUY-1. AKTUBHOCTb pUJINMUBUPUHA ONMOCPEI0BAHA HEKOHKYPEHTHBIM
UHrubupoBaHueM obpaTHoii TpaHckpunTaszsl BUY-1.

OMTpuuuTadbuH 1 TeHodoBup dochopuaupyroTcs KIeTouHbIMU (pepmeHTaMu ¢ 0Opa3oBaHHEM
smTpuuMTabuHa Tpudocdara u reHodosupa audocdara, coorBeTcTBeHHo. McenenoBanus in vitro
noKa3aji, YTo Kak 3MTPULUHTAOMH, TaKk U TeHO(OBUP, MOTYT MOJHOCTBIO (ocdhopurnpoBaThCs
Npu OJHOBPEMEHHOM HAaxOXkJIeHMM B KieTke. DMTpuuutadbuHa tpudocdar u teHodoBupa
audocdar uHruOUpyOT oOpaTHyto TpaHckpuntazy BUY-1 mo KOHKYpeHTHOMY MeXaHH3MY,
MPUBO/JS K TEPMUHALMM CUHTEe3a Lenu BupycHoil JITHK.

Kak osmrpunuradbuna tpudocdar, tak u TeHodoBupa audocdar SBIAIOTCA CAa0bIMU
uHruouropamu JIHK-nonumepasbl miieKonuTarolux. In vitro M in vivo JaHHBIX 00 HX
TOKCHYHOCTH B OTHOLLEHUH MUTOXOHAPUH He uMeeTcsl. PUIINMBUPUH He HHTHOUPYET KIETOYHYIO
o u B JIHK-noaumepa3zy yenoeka 1 MUTOXOHApHaibHyto v JIHK-nonnmepasy.

[IpoTHBOBHpYCHAsi aKTUBHOCTE IR Vilro

KomOunauust smTpuuutabuHa, pUINMBAPUHA W TeHO(OBHpa MPOSBISET CHHEPTHYHYIO
MPOTHBOBUPYCHYIO aKTUBHOCTh B KJIETOYHOH KYJIbTYpe.

[IpoTuBOBHpYCHAs aKTUBHOCTH AMTPUIMTAOMHA B OTHOLIEHWH J1a0OpPaTOPHBIX M KIMHUYECKUX
uzoastoB BUY-1 ouenuBanach Ha JUHUM JUMOOIACTOMIHBIX KIETOK, TMHUK KieTok MAGI-
CCRS u Ha MOHOHYKJIeAapHbIX KieTKax nepudepuueckoil kpoBu. 3Hauenus 50% sddextuBHOi
kouueHtpauuu (ECso) amrpuuntabuna 6suu B auanazone ot 0,0013 1o 0,64 Mkmoub.
DMTPULMTAOMH MPOSBISET MPOTHBOBUPYCHYIO aKTHBHOCTh B KJIETOYHO# KyJbTYPE B OTHOLIEHHH
noarunos A, B, C, D, E, F, u G BUY-1 (qnana3ou 3xavenuii EC50 ot 0,007 no 0,075 MkMouib), a

Takke creur(ruueckyio akTHBHOCTb B OTHOLIeHNHH wTammoB BUY-2 (auanazon 3nayenuit ECso
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ot 0,007 no 1,5 MmkMoIB).

B uccrnenoBaHusXx KOMOWHALMHK SMTPUIMTAOMHA C HYKICO3UAHBIMH HHTHOMTOpamMHu 0OpaTHO
tpanckpunrtazsl (HWUOT) (abGakaBup, AMAAHO3WH, JaMHUBYAMH, CTaByJAWH, TeHO(OBUP H
3UJOBY/IMH), HEHYKJIeO3WAHbIMM HHruOuTOopamu obpatHoit  TpaHckpuntassl (HHHOT)
(menaBupauH, s¢aBUpeH3, HEBUpPANMH M PWINHBAPUH) W HHruOuTOpamu mnpoteazsl (MIT)
(amnpeHaBup, HedUHABHP, PUTOHABMP M CaKBHHABUP) HabMtOAancs aJAMTHBHBIA HMIH
CHHeprudyeckuit 3 exr.

PUANUBUPHH NpOsBISET aKTHBHOCTD B OTHOLIEHHH 1abopaTopHbIx witammoB BUY-1 aukoro Tuna
Ha ocTpo MHGHUUMpPOBaHHOH T-KJIeTOYHOM NuHUK ¢ MeauaHo# 3HaveHus ECso BUY-1/11IB 0,73
Hmoutb (0,27 Hr/mi). XoTs in vitro puIMABUPUH AEMOHCTPUPOBAJI OTPAaHUYEHHYIO aKTHBHOCTD B
otHowenun BUY-2 co 3navenusmu ECso B inanazone ot 2,510 no 10,830 umoss (ot 920 go 3970
HI/MJI), B OTCYTCTBUM KJIMHMYECKHUX JAHHBIX He pekoMeHayercs jedeHue uHpexuun BHUY-2
PUANUBUPHHA THAPOXJIOPHIOM.

PunnuBHpHH Takxke A€MOHCTPUPOBAI MPOTHBOBUPYCHYH) aKTMBHOCTb B OTHOLUIEHHH LIMPOKOTO
creKTpa nepBUYHBIX H3014TOB wTammoB BUY-1 rpynnet M (nmoatun A, B, C, D, F, G, H) co
3HaueHusimMu ECso B auanazone ot 0,07 xo 1,01 umons (ot 0,03 g0 0,37 Hr/min) U nepBUYHBIX
u3ossaToB rpymnmel O co 3Hadenusimu ECso B nnanaszone ot 2,88 no 8,45 umosns (ot 1,06 mo 3,10
HI/MIT).

[IpoTuBOBHpYCHAsi aKTUBHOCTb TEHO(OBHUPAa B OTHOLIEHWH JTaOOPATOPHBIX M KIMHHYECKUX
uzonstoB BUY-1 ouenuBanach Ha auMdoOIacTOMIHBIX KJIETOYHBIX JTHHHUSX, B OCHOBHOM Ha
MoHouuTax/makpodarax u Ha numdounTax nepudepuyeckoit kposu. 3navyeHus ECso TeHodoBHpa
Obutn B 1namnazone ot 0,04 10 8,5 MKMOJIb.

TenodoBUp AEMOHCTPUPOBAT MPOTHBOBUPYCHYIO aKTHMBHOCTH B KJIETOYHOW KyJIbType B
oTHoweHuu noarunoB A, B, C, D, E, F, G u O BUY-1 (auana3zon 3uauenuii ECso ot 0,5 go 2,2
MKMOJIB), @ TaKKe creurdpuUYecKkylo akKTHBHOCTb B OTHOWIeHWH wwTammoB BUY-2 (nnanazon
3HaveHuit ECso ot 1,6 MKkMOJIb 10 5,5 MKMOJIB).

B uccrnenoBanusx kombunauuu teHodosupa ¢ HUOT (abakaBup, AMaaHO3MH, SMTPULMTAOHH,
JaMHUBYAMH, cTaByauH W 3ugoByauH), HHWOT (nenaBupanu, s¢aBupeH3, HeBUpanuH H
punnuBupun) u MI1 (amnpenaBup, MHAMHABUp, Hel(UHABUP, PUTOHABUP M CAKBHHABHD)
Habro1a1cs aIMTUBHBINR UM CHHepruveckuii a(dexr.

Pe3ucTeHTHOCTD

Knemounas kynemypa

Pe3ucTeHTHOCTD K AOMTPpULIMTAOUHY WM TeHogoBUPY Habroaanack in vitro u'y Hekotopbsix BUY-
| HHUUKMPOBAHHBIX MALMEHTOB BCJIEACTBUE 3ameleHus B kogoHax M 184V uiau M 1841 oGpatHoii

tparckpuntasbl (OT) mis smTpuunTabuHa i B kogoHe K65R obpaTHoii TpaHckpunTasel A5
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teHodoBupa. Kpome toro, 3ameuienue B komone K70E oOpatHoii TpaHckpunTtazsl BUY-1
BbI3bIBAET HE3HAYMTENILHOE TMOHMXKEHWE YYBCTBUTEIBHOCTH K abakaBHpy, SMTPULUTAOHHY,
TeHO(OBHPY W JTaMUBYAUHY. J[pyrHX MEXaHW3MOB Pa3BUTHs PE3UCTEHTHOCTH K SMTPULIUTAOUHY
I TeHO(OBHPY BBIABICHO He ObLI0. DMTPULUMTAOMH-PE3UCTEHTHbIE BHPYCbl C MyTallHei
M184V/l neMOHCTpUpOBAIH MEPEKPECTHYIO PE3UCTEHTHOCTh K JIaMHBYIHHY, HO OCTaBaJIUCh
4YyBCTBUTE/IbHBIMU K AUJAHO3UHY, CTABYHHY, TEHODOBHPY, 3AIUUTAOHHY U 3UOBYAUHY.
MyTtauus B kogoHe K65SR Takke MO)KeT ObITh CBsi3aHa C PE3UCTEHTHOCTBIO K abakaBHpY WM
JAWJAHO3MHY M MPUBOJMTH K CHMIKEHHIO YyBCTBMTEJBHOCTM K ITHM Ipernaparam, a Takke K
JTaMHUBYAMHY, SMTpUUMTaOHHY, W TeHOodoBHpy. TeHODOBUp He HOKEH MPUMEHSTBCS Y
nauneHToB ¢ K65R myraumeit BUU-1. BUY-1 ¢ myraumsamu B komonax K65R, M184V wu
K65R+M184V ocraercs NoJIHOCTbIO YyBCTBUTEIbHBIM K PHIMUBUPUHY.

Pesuctenthble k puanuupudy 1 Kk HHUOT wrammbl Bbiiensinch Ha KIETOYHBIX KyJIbTYpax U3
aukux tvnoB BUY-1 pasnuunoit npupoabl u noarunos. HaubGonee yacto Habiaoaanuch takue
CBf3aHHbIE C pe3ucTeHTHOCThIO MyTauuu, kak L1001, K101E, V1081, E138K, V179F, Y18IC,
H221Y, F227C u M230I.

C yueToMm BCeX UMEIOUIMXCS in Vifro W in vivo JaHHBIX Yy B3pOCIBIX MalMEHTOB, paHee He
MoJTy4aBLUIMX aHTUPETPOBUPYCHYIO TEParuio, Ha AKTUBHOCTD Mpenapara DBUILIEpa MOTYT BIUSTh
cnenyromme myrauuu: K65R, K70E, K101E, K101P, E138A, E138G, E138K, E138Q, E138R,
VI79L, Y181C, Y181l Y181V, M1841, M184V, YI188L, H221Y, F227C, M230l, M230L u
coueranue mytauuit L100[+K 103N (npu ux BbISBIEHHH A0 Havyasa JieyeHus ). DTH, CBSI3aHHBIE C
PE3UCTEHTHOCTBIO, MYTAlMH JOJUKHBI YUHTBIBATbCS TOJILKO MPH HCMOJb30BAaHUM Mpenapara
DBuMaepa A5 JeueHus MaluueHToB, paHee He MoJlyYaBLIMX aHTHPETPOBUPYCHYIO Teparuio.

OTH CBA3aHHBIE C PE3UCTEHTHOCTHIO MYTALMH ObLIM BBISBIEHBI MO JAHHBIM i1 ViVO TOJBKO Y
MalMeHTOB, paHee He [MOJyYaBLUMX JIEYEHHE, M [O0ITOMY HE MOryT MCHOJb30BATHCS IS
MPOrHO3MPOBAHUS AKTHMBHOCTM TMpernapara DBHUIUIEpA Y MalLHUEHTOB C BHPYCOJIOTHYECKOi
Hed(peKTHBHOCTHIO AaHTHPETPOBUPYCHOM Teparii.

Kak 1 npu Mcnonb30BaHUM APYTrHX aHTHPETPOBHUPYCHBIX CPEJCTB, HA (OHE Mpuema npenapara
DBuMIepa A0/KHO MPOBOAUTHCSA HCCIIEA0BAHHE FTeHOTHITHYECKON pe3UCTEHTHOCTH.

BHY-1 unpuyuposannwvie nayuenmel, panee ne noayuasuiie aHmupemposupycHylo mepaniio

B ananuze pesucreHTHOCTH ObUIO  HCMOJB30BaHO  Oosee  IIMPOKOE  OnpeesieHHe
BHPYCOJIOTHYECKOM HeyJauHu, 4eM B MepBHYHOM aHanu3e 23 peKkTHBHOCTH. B oObeauHeHHOM 96-
He/Jle/IbHOM aHajlu3e Pe3UCTEHTHOCTH Y MallMeHTOB, MOJYYaBIINX PUJIMTHBUPUH B KOMOMHALIMHU C
SMTPULMTAOMHOM M TeHOdOBHpa AM3OMPOKCUIOM, Oosiee BBICOKMH PHUCK BHPYCOJOrMYECKOH
HeyJ1auu HaOmoaaics y NauMeHTOB B IpyIie puinuBUPUHA B TedeHHe MepBbIX 48 Hexenb 3THX

uccnenosanuit (11,5 % B rpynne punnuBupuna u 4,2 % B rpynmne a¢aBupeH3a), B TO BpeMs Kak
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Oonee HU3Kas BEPOATHOCTb BHPYCOJIOIHYECKON Heylau, cxoxkas B 00eMX rpyrnmnax Teparuu,
Habmoaanack ¢ Heenu 48 no Hexemo 96 (15 nauuentos, uiau 2,7 %, B rpynie puinuBUpHHA U
14 nauuentoB, uan 2,6%, B rpynne s¢aBupensa). M3 stux Bupycomoruveckux Heyaad 5/15
(punnuBupuH) u 5/14 (>daBupeH3) NaUMEHTOB MMENH H3HAYAIbHYIO BHPYCHYIO Harpysky
<100 000 konuii/m.

B oObeauHeHHOM aHann3e JaHHBIX PE3UCTEHTHOCTH, TMOJY4YEeHHBIX B Xxoae 96 Hexenb
knuHudeckux uccnepoBanuit Il daszer (C209 u C215) cpeau nauMeHTOB, MOJy4YaBLUIKX
IMTPULUTAOUH/TeHO(OBHPA IM30MPOKCHIT + PHINHBHPHHA THAPOXJIOPH/I, y 78 mauneHToB ObL1a
YCTaHOBJIEHA BHpPYyCOJIOrMYecKas Heyjaya Tepanuu, Npd 3ToM HH(opMauus M0 HAIHYHIO
FeHOTHITMYECKON pe3ucTeHTHOCTH Oblna goctynHa A 71 u3 78 nmauuentoB. B sTom ananuse
ObLIM YCTAHOBJIGHBI MyTaLWH, KOTOPbIE aCCOLMUPOBATUCH € pe3ucTeHTHOCThI0 K HHUOT 1 vaiue
Bcero BcTpevaauch y Takux naumenton: VOOI, K101E, E138K/Q, V1791, Y181C, V1891, H221Y
u F227C. Haubosnee yacto BcTpeuatoluecs MyTaliu ObITH OJJMHAKOBBIMH B aHain3e Ha 48-if u
96-ii Henensx. B uccnenoBanusax Hannuue takux myrtauuii kak VOOI u V1891 B Hayane Tepanuu
HE OKa3ajlo BAHsAHME Ha 3pdexTuBHOCTL NeveHus. 3amena E138K naubosnee yacto Bo3HuKala BO
BpeMsl JIEUEHHS PUIIMUBUPHHOM, 0COOGHHO B coueTaHuu ¢ 3ameHoil M1841. V 52% nauueHToB ¢
BUPYCOJIOTHYECKON HeyJaueil B rpymnmne pUINUBHPUHA COBMECTHO HAOMIOAINCh MyTalMH
pesucrentHoctH Kk HUOT u HHUOT. Mytauuu, cBs3aHHbie ¢ pe3ucreHTHOCThIO K HUOT u
BbISIBJIEHHbIE BO BpeMs Tepanuu y 3 u 6osiee nauuentoB: K65R, K70E, M184V/I u K219E.

Ha 96-it Henene konM4ecTBO MALMEHTOB C 3aMEHOM, CBSI3aHHOW C PE3MCTEHTHOCTBIO M/WIIH C
(EeHOTHNNYECKOH PEe3UCTEHTHOCTBIO K PUIIITUBHPHHY 0Ka3al0Ch MEHbILE B FPYIINe PHINMBUPHHA
¢ u3Ha4YaabHON BUpYycHO# Harpy3koil <100 000 konwuii /mi (7/288), no cpaBHeHUIO C MaLMEHTaAMU
C U3Ha4aIbHOI BUpycHO# Harpy3koii >100 000 konuii/mn (30/262). Cpeay nauMeHToB, y KOTOPbIX
MOSBUIACH PE3UCTEHTHOCTh K PUIMUBHPHHY, 4 W3 7 MAaLMEHTOB C M3HAYaJIbHOM BHUPYCHOM
Harpy3koit <100 000 xonuit/mn u 28 u3 30 mauHeHTOB ¢ W3HAYAIBLHON BHPYCHOH Harpy3Koil
>100 000 konuii/mMa UMeNH MepeKpecTHYIO pe3ucTeHTHOCTh K ApyrumM HHUOT.

IlepekpecTHas pe3UCTEHTHOCTD

[Tpu pasButuu ycroitunBoctu BUY-1 k punanuBupuHy He OTMeuYaeTcsi pa3BUTHUS MEPEKPECTHOH
YCTOHYMBOCTH K IMTPULMTAOMHY H TEHO(OBUPY U HAOOOPOT.

Pesucmenmnocms Ha K1emoyHoU Ky1bmype

Dmmpuyumabun: pe3nCTeHTHbIE K IMTPULMTAONHY LITAMMBbI C 3aMelleHHeM B kogoHe M184V/I
JIEMOHCTPUPOBAJIM  MEPEKPECTHYK  PE3UCTEHTHOCTb K JIAaMMBYJAMHY, HO  OCTaBalIHCh
4yBCTBUTE/IbHBIMH K AWAAHO3UHY, CTaBYUHY, TEHOGOBUPY U 3UI0BYAUHY.

[LITaMmmbl BHPYCOB C 3aMelleHUsIMM, O00YCIaBIMBAIOUIMMH CHHXKEHHE 4YYBCTBHTENBHOCTH K

CTaBYAMHY, H C MYTALUSAMH PE3UCTEHTHOCTH K aHasoram 3uaoByanHa-tumuanHa (M41L, D67N,
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K70R, L210W, T215Y/F, K219Q/E) unu auaanosuHa (L74V), octaBannch 4yBCTBUTENbHBIMH K
smtpuumtaduny. BUU-1, cogepkaiune 3amewedre K103N niu apyrue 3ameleHus, CBi3aHHbie
C pe3HCTeHTHOCTbIO K puanuBupuHy u apyrum HHMOT, ocraBanuch 4yBCTBUTENBHBIMH K
IMTPULUTAOHHY.

Punnusupun: B rpynne u3 67 pekoMOHMHaHTHBIX JaboparopHbix wtammoB BUY-1 ¢ myTtaumeii
pesucrentHoctd kK HHUOT B onHoMm konone RT, Bktovas Haubonee pacnpocrpanenubie K103N
1 Y181C myTtauuu, puinuBUpHH JEMOHCTPHPOBAJ MPOTHBOBUPYCHYIO aKTHBHOCTb B OTHOILEHHH
64 (96%) u3 31X WTaMMOB. MyTauusMH PE3UCTEHTHOCTH B OJHOM KOJOHE, CBSI3aHHBIMH C
notepeil 4yBCTBUTENbHOCTH K puianuBupuHy, Obimu: KI101P u Y181V/IL. 3amena KI103N
CaMOCTOATENbHO HE MPUBOAMIA K CHHXKEHHIO YYBCTBMTEILHOCTH K PHIMUBHPHHY, OIHAKO,
komOuHauus KI103N u L100I npuBoauna K 7-KpaTHOMY CHMIKEHHIO 4yBCTBUTEIbHOCTH K
punnuBupuHy. B apyrom uccaenoBanuu 3amena Y 188L npuBoauna k 9-kpaTHOMY CHHIKEHMIO
YyBCTBHUTEIBHOCTH K PHINUBHPHHY B KJIMHMYECKHX M30/ATaX M K O-KpaTHOMY Yy caiT-
creunpUYeCKHX MyTaHTOB.

Tenogosup: mytauun B kogoHax K65R u K70E BbI3bIBAlOT CHHKEHHE 4YBCTBUTENBHOCTH K
abakaBupy, AWJAHO3MHY, JaMHBYAMHY, SMTPHUUMTAOMHY M TeHO(OBHPY, NMPHU COXpPaHEHHH
4yBCTBUTEIbHOCTH K 3U/I0BYIHHY.

VY nauueHToB ¢ Tpems U Oosnee myrauusmu pesucreHtHocTd BUY-1 k ananoram 3ujoByauHa-
TUMUAMHA, BKIoyas M41L uan L210W, orMevanock CHU)KEHUE YPOBHSI OTBETHOM peakuuH Ha
TeHO(OBHP.

Bupycosnornueckuii oret Ha TeHo(oBUp He ObLI CHMKeH y nauuenToB ¢ BUY-1 undexuueii u ¢
myTauueit M184V, cBsizaHHOI ¢ pe3UCTEHTHOCTBIO K abakaBUPY/IMTPULIUTAOUHY/ITAMUBY IHHY .
[Taunentsr ¢ mytauuamu KIO3N wu YI8IC, wunm ¢ 3amelleHUSAMH, CBSI3aHHBIMH C
pe3ucTeHTHOCThIO K puianuBupuHy 1 HHUOT, Obu1i 4yBCTBUTENbHBI K TEHO(OBUPY.

BHY-1 unuyuposannvie nayuenmol, panee ne no1y4asuiue aHmupemposupychylo mepanuio
Mudopmanus o pe3ucTeHTHOCTH, BKJIIOYAst epeKpecTHYIo pesructeHTHOCTh K Apyrum HHUOT, y
MalMEeHTOB C BHPYCOJIOTHYECKOH Heyaauyed, MoiyyaBIIMX pPHINHBHPHHA THAPOXJIOPHI B
KOMOMHALMH C SMTPULIMUTAOMHOM M TeHO(OBHPA AW30MPOKCUIIOM, MOTy4YeHHAs B 00beIMHEHHOM
aHa/u3e JaHHbIX KinHuYeckux uccienosanuii 111 ¢gassl (C209 u C215), npeacrasieHa B Tabnuue
HUKE.

@eHOTHNHYECKAS] PE3HCTEHTHOCTH M MepPeKpecTHasi  Pe3HCTEHTHOCTb, COIJIACHO
00beIHHEHHOMY AHAJH3Y [AAHHBIX KJAHHHYecKHX HcciaexoBanuii C209 m C215 pas
NANHEHTOB, MOJYYaBIIHX PHJINHBHPHHA FHAPOXJIOPH] B KOMOHHAIHH ¢ SMTPHIHTAOHHOM
1 TeHo¢OBHPA IH30MPOKCHIOM HA Hegesle 96 (Ha OCHOBAHHH AHAJH3A PE3HCTEHTHOCTH).



Y nauumeHtoB ¢ | Y nauMeHToB C | Y MaUMEHTOB C
(eHOTUNMYECKUMH | H3HAYAIIBHOM M3HaYaIbHOM
JaHHbIMHU (n=66) BUPYCHOM BUPYCHOIH
Harpy3kom Harpy3kou
<100 000 >100 000
Konui/mn (n=22) | konui/ma (n=44)
PesucteHTHOCTD K | 31/66 4/22 27/44
pUANUBHPHHY'
[TepekpecTHas
PE3UCTEHTHOCTh K
3TPaBUPUHY 28/31 3/4 25/27
s¢daBupeH3y 27/31 3/4 24/27
HEeBHpANUHY 13/31 1/4 12/27
Pe3ucteHTHOCTD K | 40/66 9/22 31/44
SMTPULMTAOMHY/TAMUBY AUHY
(M1841/V)
Pe3uctenTHOCTD K | 2/66 0/22 2/44
teHodoBHpy (K65R)

! — denoTHNHMUYeCKas Pe3UCTEHTHOCTb K PUJINMMBUPHHY (M3MeHeHHe > 3,7 pasa 1o CPaBHEHHIO ¢
KOHTpOJIEM)
? — MdeHoTHNHYECKAS PE3UCTEHTHOCTH (Antivirogram).

BiusiHue Ha 31€KTPOKaApAHOrpaMMY

BausHue puanuBupuHaA B peKOMeHIyemoii ao3e 25 Mr oauH pa3 B JeHb Ha uHTepBan QTcF
OLIEHHBAJIOCH B PAHJAOMH3HPOBAHHOM, M1aLedo U akTHBHOM (Mokcuduiokcaunt 400 Mr oauH pas
B /IEHb) KOHTPOJMPYEMOM [EpPeKpPecTHOM HccnenoBaHuu y 60 310poBbIX B3pocibiX, ¢ 13
M3MEpPEeHHsIMH B TeYeHHe 24 yacoB B YCTOWYMBOM COCTOSIHMM. PHIIMMBHPHH B peKOMEHIyeMoii
J103€ 25 MT O/IMH pa3 B [IeHb HE CBA3aH C KIMHUYECKH 3Ha4uMbIM 3¢ dexkTom Ha QTc.

Koraa n03sl punnuBupHHa, npesbllatolie tepanesruueckue (75 Mr oauH pas B aeHb u 300 mr
OJMH pa3 B JeHb) ObLIM H3y4eHbl Yy 3J0pOBLIX B3POC/]bIX J00POBOJIbLEB, MaKCHMAbHbIE
cpenHekBaapaTHyHble (95% BepxHHUit mpejen 10cTOBEpPHOCTH) pa3nnuus B uHTepBaie QTcF or
nuauebo nocie 6a3zoBoit koppekuuu coctasiasin 10,7 (15,3) u 23,3 (28.4) Mc, COOTBETCTBEHHO.
[TocrosiHHOE BBeIeHHE PUINMBUPUHA B 7103€ 75 MTr 0uH pa3 B aeHb ¥ 300 Mr oauH pa3 B 1eHb
MPUBOAMIIO K YBEIMYEHHIO CPEIHEr0 3Ha4eHHsl MaKCHMalbHOH KOHUeHTpauuu B mia3me (Cmax)
npuMepHo B 2,6 pasa u 6,7 pasza, COOTBETCTBEHHO, MO0 CPAaBHEHHIO CO CpeIHUM 3HauYeHHEM Crmax B
CTaOUIILHOM COCTOSIHUM, HAOII01aeMbIM MPH PEKOMEH1yEeMOii 103€ pUJINUBUPUHA 25 MI O/IMH pa3
B CYTKH.

bepemeHHOCTD

PuanuBupun B komOuHaLiu ¢ 6a30Boit cxemoii Teparuu U3yqaics B KIMHHYECKOM MCCIIeI0BaHHH
y 19 OGepeMeHHBIX JXEHIUWH BO BTOPOM M TPETbeM TPHUMECTpax OEpeMEHHOCTH, a TaKkKe B

MNoCJEPpOAOBOM MEPUOIE. CornacHo JJaHHBIM (t)apMaKOKMHeTMKM KOHUEHTpalus B I1Jla3M€ KPOBH
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(AUC) punnuBHpUHA KaK 4acTH CXeMbl aHTHPETPOBHPYCHOMN Teparnuu Oblia npumepHo Ha 30%
HUXEe BO Bpemsi OEpeMEeHHOCTH 10 CPaBHEHHUIO C MOCIEPOJOBbIM nepuoaom (6-12 Henens). Ha
NPOTSKEHUH BCEro MepHo/ia UcclieJ0BaHUs COXpaHsJics BUpycoloruyeckuii oteer. Hu y oanoro
u3 10 neteit, poskAEHHBIX Y MaTepel, KOTOpble 3aBepILUHIM UCCIeJOBaHHE U JUIS KOTOPBIX ObLI
poctyned craryc BUY-undekunn, He nmpousouuio nepeaayd BUpyca OT Martepd K pedeHKy.
PuanuBupuH XOpolo nepeHocusics BO BpeMsi OepeMeHHOCTH M B IMOCIepo0BOM mepuoje. He
BBISIBIEHO HOBBIX HEXKENaTelbHbIX SBIEGHHI MO0 CpPaBHEHWIO C M3BECTHBIM MpodHIeM
©e30MacHOCTH pUIIMTMBHPUHA Y B3pOCbIX nauueHtoB ¢ BUY-1.

Dapmakokunemuxa

AbcopOuus

broskBHBaseHTHOCTB 0/1HOI TabaeTky npenapara DBHUIIEpa, MOKPBITOM MIEHOYHON 000I0UKOIA,
¥ KOMOMHALMK OJHOH KarcyJ bl SMTprLMTadbuna 200 Mr, 0HO# TabaeTKH, MOKPHITOMN MICHOYHOM
000/104KO#, pHANUBUpPHHA (B BUAE ruApoxjiopuaa) 25 Mr M oaHOH TabJeTKH, MOKPLITOM
NJIeHO4YHOH 00010uKOl, TeHOodoBHpa qu3onpokcuna (B Buae ¢ymapara) 245 Mr onpesensiach
NpH NPUMEHEHUH OJHOKPATHBIX /103 M0CI€ €/1bl 3710POBbIM 100pOBOJIBLIAM.

[Ipuem npenapara DBurnuiepa BMecte ¢ Jierkum npuemom nuuu (390 Kkan, 12 r xupa) unu co
crangaptHbiM npuemom nuin (540 Kkan, 21 r kupa) BbI3blBall yBe/lMYEHHE KOHLUEHTpaLHH
pUANMMBUPHHA M TeHopoBHpa B Mazme. Cmax M TUIOWIAAL MO/ KPHBOH «KOHLEHTpPALMsi-BPEMS)»
(AUC) punnuBupuHa yBennuuBaauch Ha 34 % 1 9 % coOTBETCTBEHHO MPH MPUMEHEHHH C JIETKUM
MpUEMOM MHULLUH, U Ha 26 % 1 16 % cCOOTBETCTBEHHO NMPH NPHUMEHEHHH CO CTaH/IaPTHBIM MTPUEMOM
nuud. Cmax 1 AUC TeHodoBupa ysenuuuBanuch Ha 12 % u 28 % COOTBETCTBEHHO MpH
MPUMEHEHHUH C JIEFKUM MTPUEMOM MHLLH, U Ha 32 % u 38 % COOTBETCTBEHHO MPH MPUMEHEHHH CO
CTaHJAPTHBIM MPUEMOM MHULLH. KOHUEHTpauus SMTpHLMTaOWHA He 3aBHCeIa OT MpUeMa MULLH.
[Tocne nepopanbHOro npuema npenapara DBHIiepa BMECTe € MULLEH, IMTPULMTAOUH OBICTPO U
MHTEHCHUBHO BcachlBajics B IkeldyaouHo-kuwedyHom Tpakte (OKKT) ¢ pmoctukeHuem
MaKCHMaJlbHON KOHLEHTpALMK B [J1a3Me B TeYeHHe 2,5 4acoB.

MakcumanbHas KOHUeHTpauus TeHogosupa B miazme (Cmax) HaOMIO1a€TCS B TeueHHe 2 4acoB, a
MaKCHMaJlbHas KOHLEHTpaLUs PUJIMTUBUPHHA B 1J1a3Me 00bIYHO JOCTUIAETCs B TeUeHUE 4-5 4acoB.
[Tocne nepopanbHoro npuema teHodosupa ausonpokcuia ¢pymapara BUY-unpuunpoBaHHbIMU
nauMeHTaMH, OH OBbICTPO BcachbiBaeTcs M mpeBpauiaercs B TeHOGoBUp. AOcCoIOTHAS
O61O0CTYNMHOCTH AMTpULIMTabuHa B 103e 200 Mr B BUIe TBepAbIX Karcyn coctanisia 93%. Her
JJaHHbIX 00 aOCOMIOTHOM OMOLOCTYHOCTH PUITNUBUPHHA.

Jlast onTUManbHOro ypoBHs abcopOuMu, mpenapat DBUIUIEpa J0KEH MPUHUMATBCS BMeECTe C
MULIEH.

Pacnipesnenenue



[locne BHYTPMBEHHOro BBEJIEHMS, O0OBEM pacrpeieseHHss OTACNbHBIX KOMIOHEHTOB
smTpuuuTabuHa u TeHodosupa npumepHo coctaBun 1400 ma/kr u 800 Mi/Kr, COOTBETCTBEHHO.
[Tocne nepopanbHOro npuema, SMTPUUMTAOMH W TEHO(GOBHP LIMPOKO pacHpeiessioTcs B
opraiusme. In vitro cBs3biBaHHe IMTpULIMTaOKMHA ¢ OeslkaMu M1a3Mbl YeloBeka cocraBiser < 4%
M HE 3aBUCHUT OT KOHLEHTpauuu B auanazone ot 0,02 1o 200 Mkr/mi.

In vitro cBs3pIBaHUE PUIANHBUPHHA ¢ OelTKaMH M1a3Mbl cocTaBisieT npuMepHo 99,7%, B OCHOBHOM
3a CYeT CBA3M C albOyMUHAMMU. [n vitro cBsi3biBaHUe TeHO(oBHUpa ¢ OelTkaMH M1a3Mbl U CBIBOPOTKH
KkpoBu ObL10 MeHee 0,7% u 7,2% coOTBETCTBEHHO, B AMANa30He KOHLEHTpalUHid TeHoGoBHUpa OT
0,01 mo 25 MKr/mi.

Merabonuzm

OMTpUUMTAOMH MojABepraeTcs HernojJHoMy merabonu3my B opraHusme. buotpancdopmarms
HMTPULMTAOMHA BKJIIOYAET OKHUCIIEHHWE THOJIOBOW pymmbl ¢ 0OpazoBaHueM 3'-Cynb(OKCHIHBIX
auactepeomepoB (npumepHo 9% oT 103bl) U KOHBIOTHPOBAHUE C [IFOKYPOHOBOH KHCIOTOH €
obpazoBanueM 2'-O-riatokypoHua (npumepHo 4% ot 103bl1). [n Vitro SKCnepuMEHTbI OKa3bIBAIOT,
YTO PHJNMMBHUPHUHA THAPOXJIOPHJ MOABEPraeTcss B OCHOBHOM OKHMCIUTEIBHOMY MeTaboIHu3My,
ornocpeaoBaHHOMY (epMeHTHOI cuctemoit uzodepmerta uutoxpoma P450 (CYP3A). In vitro
MCCNIEIOBAHUS  MPOJEMOHCTPUPOBAIM, YTO HM TeHodoBHpa Jau3onpokcuna Qymapar, HU
teHooBUp He sBistoTcs cybcerpatamu  u3opepmentoB CYP450. Hu smrtpuuntabun, HH
TeHO(OBUP HE UHTHUOMPYIOT in Vitro NeKapcTBEHHBIH METab0JIM3M, OMOCPE10BaHHbIH JHOOBIM U3
ocHoBHbIX H30(pepmeHToB CYP450, yuactByroux B OuorpaHchopmaunu. Kpome storo,
SMTPULUMTAOUH He HWHrubupyer ypuauH-S-audocdormokyponun Ttpanchepasy (hepmeHr,
OTBETCTBEHHBIH 3a MNIIOKYPOHHU3ALHIO).

BeiBenenue

DOMTpUUUTAOMH B OCHOBHOM 3KCKpeTHpyercsi nmovykamu (npumepHo 86%) M uepe3 KHLIEYHMK
(npumepro 14%). 13% ot no3bl sMTpuuMTaOuHa ObLIO OOHapykeHO B Moue B BHAE Tpex
metaboauToB. CHCTEeMHBII KIMpeHC SMTpULMTabuHa B cpeanem Obu1 paBed 307 mu/mun. [leproa
MOJ1yBbIBECHHUS MOC/IE MEPOPAILHOr0 NMPUMEHEHHs SMTpULMTaOMHA cocTasiser npumepHo 10
4acoB. .

KoHeuHblit nepuoa nojyBbIBeIeHUs PUJINMUBHPUHA cocTaBisieT npumepHo 45 uacoB. [locne
NpUMEHEHHs OHOKPATHOH nMepopaibHOil 103bl '*C-pUANHBUPHHA, PaIHOAKTHBHBIE 103bI ObLIH
oOHapy»eHbl B Kajie U Move B cpeaHeM B 85% u 6,1%, coorBeTcTBeHHO. B Kase Heu3MeHeHHbli
PUINMUBHPHH COCTaBIsLT B cpeaHeM 25% OT mpuHATOH 103bl. B Moue ObuH BbISBIEHBI JHLIb
He3HAuUTeIbHbIE KOHUEHTpaUuH puanuBuprHa (< 1% ot 103b1).

TenodoBHp B OCHOBHOM 3KCKpETHpYeTCs MOYKaMH, Kak B pe3yjbTaTe (HUIbTPALMM, TaK U C

[MOMOLIBIO CUCTEMbI AKTUBHOT'O KaHAJIbLIEBOT'O TpaHCopTa (TpchnopTep OpraHu4eCKux aHuoOHOB
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yenoseka | [hOATI1]). [Tpumepro 70-80% 0T NpUHATOMN 103bl SIKCKPETHPYETCS B HEU3MEHEHHOM
BMJE C MOYOH TMocie BHYTPMBEHHOro mnpumeHeHus. HaOmogaembiii kiupeHc TeHogoOBHpa
cocTapaa B cpeaHem npumepHo 307 mu/mun. IlovedHslit kaupeHc coctaBisil nmpumepHo 210
MJI/MHH, YTO HpEBbILIAET CKOPOCTh KIYOOUYKOBOH (UIbTpauuu. DTO yKa3blBaeT Ha TO, HTO
aKTHBHAas KaHaJblLEBas CEKPELMs sBJIAETCS BaXKHOM 4YacThIO Mpolecca BbiBeAeHHs TeHO(OBUPA.
[Tocne nepopasnbHOro npuema rnepuo/ nosyBbiBeieHUs TeHO(OBUpA COCTaBIsIET B CpeiHeM OT 12
n0 18 yacos.

Oco0ble rpyIbl NalueHTOB

Hoowcunvie nayuenmat

[TonynsauuoHHbli papmMakokHeTHYECKHUiT aHanu3 1aHHbIX BUY-1-uHGUUHPOBAHHBIX MaLUEHTOB
nokasaj, 4to apMaKOKHHETHKA PHIMUBUPUHA OCTAETCSl COMOCTABMMOM /Uil BCEX BO3PACTHBIX
rpynn (ot 18 go 78 ner).

Ion

He ormevasoch KIMHMYECKM 3HAYMMbIX pa3inuvii B (apMakOKHHETHYECKHMX Mapamerpax
PUIANMUBHPHUHA Y MYXKUUH M )KEHLIHH.

Paca

He ormeuanoch KJIMHMYECKH 3HAYMMBIX pa3ivuuii B (apMaKOKHHETHMYECKUX MapameTpax y
MaLKUEHTOB C Pa3IMYHbIM STHHUECKHM MPOUCXO0KICHHEM.

Jlemu

dapMakOKMHETHKA pPWJINMBHPUHA Yy JeTeid B Bo3pacte oT 12 g0 18 jer, mpuHUMAKOLIMX
puMMBHPHH | pa3 B CyTKH B 103e 25 Mr, Obl1a COMOCTaBUMA C TAKOBO# Y B3pOCIIbIX MAaLMEHTOB,
NpUHUMarOMX 25 Mr puanuBupuHa | pa3 B cyTkd. Macca Tena He oka3biBala BIMSHHUS Ha
(hapMaKOKMHETHKY PHJNHUBUPHHA Yy JIeTeH, YTO Takxke HaOII0AalIoch U Yy B3pOC/IbIX MalMEHTOB.
dapMakOKHMHETHYECKHE MapaMeTpbl pUJINTMBUPHHA Y JieTeil B Bo3pacTe MeHee 12 jieT B HacTos1Iee
BpeMSs U3y4aroTCs.

B uenom, dapmakoknHeTHHeCkHe MapaMeTpbl IMTPHLHTAOWHA Yy HOBOPOKAEHHBIX, AeTel M
MOAPOCTKOB (B Bo3pacTe oT 4 MecsueB 10 18 1eT) CX0kKH ¢ TeMH, YTO HabIHOAAKOTCS Y B3POCIBIX.
Konuentpauus teHodoBHpa mocie 0JHOKpaTHOro npuema BHYTphb B jao3e 300 mr y aereit B
Bo3pacte ot 12 10 18 net conocraBima ¢ TaKOBO# y B3pOCIIBIX, MONTyUaOLHX TeHOPOBUp | pa3 B
cyTku B 103e 300 mr.

Hapywenue ¢pynkyuu nouex

OrpaHuyeHHble JaHHbIE KIMHHYECKMX HCCIEJOBAHWUI MOATBEPIKAAIOT BO3MOXKHOCTb MNpHEMa
npenapata JBHUIJIEpa OJMH pa3 B [eHb MalMEeHTaMH C HapylleHHeM (YHKUMM MOYeK JIerkoi
crenenu (kaupeHc kpearnHuHa S0-80 ma/muH). OHAKO y MALKMEHTOB C HapyleHueM QyHKUHH

MOYeK JIErKOM CTENeHU He [MpOBOJAMUJIOCH OUEHKH 0€e30MacHOCTH IJTMTEJIbHOIO NPUMEHEHHUA
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OTZAENbHBIX KOMITIOHEHTOB Mpenapara: SMTpulUTabuHa U TeHodoBupa au3onpokcuna. [lostomy
npenapat DBUILIEPA J0/DKEH MPUMEHATHCS y MALMEHTOB C HapylueHneM QYHKLMU MOYeK JIETKO#
CTEMEeHH TOJBKO B TOM Cilyyae, €ClM TMOTEeHUHalbHas T[0Jib3a OT JIeYeHHs TPEBOCXOAUT
BO3MOXKHBII PHUCK.

[Ipenapat DBuniaepa He peKOMEHAYeTCsl IPUMEHSTh y MALMEeHTOB C HapylIeHHeM QYHKLHH MoYeK
Cpe/iHeil UK TSKeNoH cTeneHu (kiupeHe kpeatiHuHa < 50 Mii/MuH). JlaHHO# rpynne nauueHToB
Heo0X01MMa KOppPeKLUs HHTepBala J03UPOBAHHUS IMTPULIMTAOMHA U TeHO(OBUPA JU30MPOKCHIIA,
YTO HE OCYLIECTBMMO MPH MCMOJIb30BaHUH (PUKCHPOBAHHOM KOMOMHALIMK B OJJHO# TabseTke.
(dapmakoKMHETHYECKHE MapamMeTpbl  ONMpelesIiCb B OCHOBHOM  TMOC/IE MpPHMEHEHHS
OJIHOKPATHBIX 103 3MTpuuuTabuHa 200 mr uau TeHodoBupa ausonpokcuna 245 mr y BUU-
HEeMH(HULHPOBAHHBIX MALUEHTOB C MOYEYHON HEJOCTATOUHOCTHIO PA3IMYHON CTEMEHH THKECTH.
CreneHb TsKeCTH HapylleHus (GyHKUMM MOuyek orpejessjack B COOTBETCTBHM C HCXOHBIM
kaupeHcom kpeatuHuHa (CrCl) (HopmanbHas ¢pyHkius nouek npu CrCl > 80 mi/MuH; HapyleHHe
¢byukuuu nouek nerkoii crenenu mpu CrCl = 50-79 mu/muH; HapyuieHue (GyHKIHH MMOYeK
cpeaxeit crenenun npu CrCl = 3049 ma/MuH 1 HapylieHHe QyHKLUHMH MOYEK TSHKEION CTeneHH
npu CrCl = 10-29 ma/mun).

Cpeansis koHueHtpauus (% CV) smrpuuutadbuna nosbimanack ¢ 12 (25%) Mkrxu/mia y
naluueHToB ¢ HopMalibHO# hyHkuuel nouek 10 20 (6%) Mxrxu/mi, 25 (23%) mxrxu/min u 34 (6%)
MKIX4/MJ1 y MalUeHTOB C HapylleHHeM (YHKLHH MoYeK JIErKoi, CpeaHei U TsKesoi CTerneHu,
COOTBETCTBEHHO.

Cpennss konuentpauus (% CV) teHodoBupa nosbiwanack ¢ 2185 (12%) Hrxu/mi y nauneHToB
¢ HopManibHOH yHkumeii nmoyek 10 3064 (30%) urxu/mi, 6009 (42%) urxu/min u 15985 (45%)
HIXY/MJ Y MAaUMEHTOB ¢ HapylueHHeM (YHKLUHH MOYeK Jerkoi, cpeaHeil M TAKeMOH CTerneHu,
COOTBETCTBEHHO.

VY nauMeHToB C TEPMUHAIbHOW CTajuel MOo4YeyHOH HEeJ0CTaTOYHOCTH, KOTOPbIM TpeboBascs
reMojinann3, KOHUEHTPALU MEXK/Y AUATU3HBIMU CECCHSMHM YCTOWYMBO MOBBIIANACH B TEYEHHE
72 yacoB 10 53 mxrxu/ma (19%) y sMtpuuutabuHa, u B TeyeHue 48 yacoB 10 42857 Hrxu/miu
(29%) y TeHodoBupa.

Bbuio npoBeaeHo HebonblLIOE KIMHUYECKOE MCC/IEI0BaHHE, YTOOBI YCTAHOBUTH O€30MacHOCTb,
MPOTHBOBUPYCHYIO aKTUBHOCTb M (hapMaKOKHHETHKY TeHO(pOBUPA JU30MPOKCHIA B KOMOHHALIMH
¢ smtpuuuTtadbuHom y BUY-uH}UUMpPOBaHHBIX MalMEHTOB ¢ HapylieHHeM (yHKUUM moyek. B
MOArpynne MauMeHTOB C HW3HAYalbHbIM KJIMpeHcoM KpeaTuHMHa oT 50 no 60 mi/MuH,
MoJlyyaBLIMX OJHOKPATHYIO €KEIHEBHYIO 103y, Hal/loJaloch YBeIWYEHHE KOHLEHTpaLHH
TeHodoBupa B 2-4 paza v yxyaueHue GYHKIUHHU Moyek.

dapmMakoKMHETHKA PUJIMUBUPHHA HE M3y4dalach y MalMeHTOB C HapylleHHeM (YHKLMH TMOoYek.
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DKCKpelMs PWINMBUPUHA MMOYKAMM HE3HAYWTelbHA. Y MaUMEeHTOB C HapylleHHeM (yHKUHH
MOYeK TSKENOM WM TepMHUHAIbHOM CTaJMM KOHLEHTpauus Mpernapara B IUIa3M€ MOXKET
TMOBBIIATHCS W3-32 BTOPHYHOIO M3MeHeHMs abcopOuMu, pacripeaeneHus u/und meraboau3ma
BCJIEICTBHE HapylleHus GyHKUMH nouek. [TockoabKy pHIIMUBHPHH HMMEET BBICOKHH YpOBEHb
CBSI3bIBAHUA € OelkaMH I1a3Mbl, MAJIOBEPOSTHO, 4TO OH OyJeT B 3HAYUTENbHOH CTEerneHH
BBIBOJAUTECS U3 OpPraHW3Ma MpH reMOAHAIM3€e WK MIPU MePUTOHEeATbHOM JHATH3E.

Hapywenue ¢pynxkyuu nevenu

[TaurenTtam ¢ HapylieHueM (GYHKLUMHU MEYeHU CpeHel cTerneHu He TpedyeTcs KOpPpeKUUs 103bl
npenapata DBUIUIEPA, HO €ro CleayeT ¢ OCTOPOKHOCTbIO Ha3Ha4yaTh ATOW IpyMre MalHeHTOB.
[Ipenapar DBuniepa He W3yyalcs Yy MAUMEHTOB C HapyluleHHeM (YHKUHH MEYeHU TSKEeNoH
crenenu (xnacc C nmo wkane Yaiina-Ilsbio). [TosTomMy ero mpoTHBOMoOkKa3zaHO MPUMEHSATH Y
MaLUEHTOB C NEYEHOYHOI HEe0CTATOUHOCTBIO TAXKEIOM CTeNeHHU.

dapmakoKMHETHKA SMTpUUMTa0MHA He HW3y4yanach Y MaUMEHTOB C pPa3/U4HONi CTerneHbIo
HapyuleHus: GYHKLUUH MeYeHH.

PunnuBupuHa ruapoxnopua MetaboaM3upyeTcss M SJIMMHHUPYETCS B OCHOBHOM TMEYEHbIO.
YpoBeHb BO3/€HCTBUSI MHOTOKPATHBIX 103 PUINUBUPHHA Obll Ha 47% Bbllle Y B3pOCIBIX
MAlUEHTOB C MEYEHOUYHOH HEeJOCTATOYHOCThIO JIerkoit creneHu (kiaacc A no wkane Yanna-I1s10)
1 Ha 5% BbIlIE Yy B3pOC/bIX MALMUEHTOB C MEYEHOYHOH HEAOCTATOYHOCTHIO Cpe/lHel CTerneHH
(knacc B mo wkane Yaitna-[1et0) nmo cpaBHEHHIO € COOTBETCTBYIOLIMMH KOHTPOJIbHBIMH
rpynnamu. [IpuMeHeHue pHJINUBHUpPUHA HE M3y4aJloCh Y MALMEHTOB C TSIKENOH MEeYeHOUHOM
HepoctatoyHocThio (kinace C no wkane Yaitna-I1bio). OaHako HeNlb3s HCKIIOYUTH, YTO
BO3JeiCcTBUE  (DapMAKOJIOTHYECKH AaKTHBHOrO, He CBSI3aHHOTO  PHJNMUBUPUHA  3HAYUMO
TMOBBILIAETCS MMPU MEYEHOYHOH HEJOCTATOYHOCTH Cpe/IHe CTerneHH.

OpHokpaTtHas 1032 TeHogoBHpa au30onpokcuna 245 mr npumensnacs y BUY-uHpuumnpoBaHHbIX
MaUMEeHTOB C pa3IM4YHON CTeneHbl0 HapylleHus QYHKUMU [e4YeHH, OrpejelsBLIeHCs B
cooTBeTcTBMM co wikanoit Yaiina-Ilelo. ®apmakokuHeTHYECKHE MapaMeTpbl TeHO(oBHpa
CYLIECTBEHHO HE M3MEHSJIMCh Y MalMeHTOB C MeYeHOYHON HENO0CTaTOYHOCTHIO, yKa3biBas Ha
OTCYTCTBHE HEOOXOAMMOCTH KOPPEeKLHMH J03bl Y 3TUX nauueHToB. CpenHue 3HavyeHus (% CV)
Cmax 1 AUCo.», TeHodoBupa coctaBunu 223 (34,8%) ur/ma u 2050 (50,8%) Hrxu/mn,
COOTBETCTBEHHO, Y MALMEHTOB C HOPMalbHOH (yHKLHeH rnevyeHu, B cpaBHeHUH ¢ 289 (46,0%)
Hr/Ma 1 2310 (43,5 %) Hrxu/Ma y nalMeHToB C MeYeHOYHOH HEeJOCTATOYHOCTBIO CPe/IHel CTeneH
u 305 (24,8 %) wurxu /ma u 2740 (44,0 %) Hrxu/ma y nNaUMEHTOB C MEYEHOYHOM
HEJJOCTATOYHOCTBIO TSKENOH CTEereHH .

Conyrcryrouias nHbekuus renatuta B u/uau renatura C

B uenowm, qﬁ)apMaKOKHHCTH‘leCKHC napamMeTpbl 3MTpHLlMT36MHa Yy NauMUEHTOB C renaTuToM B ObL1n
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MOXOKH C TEMH, YTO HabaroJaNuCh y 310poBbIX A00poBosbleB U Yy BUU-uHduUMpoBaHHBIX
NalHeHTOB.

CornacHO JaHHBIM MOMYJAUMOHHOINO (hapMaKOKHHETHYECKOro aHali3a COMyTCTBYHOLLAs
vH(eKuHs, BbI3BaHHAs BUpycoM renatuta B w/unn C, He OKa3biBaeT 3HAUYMMOTO BIMSHHS HA
YPOBEHb BO3/I€HCTBUS pUITNIUBUPUHA.

bepeMeHHOCTh U MMOC/IEPOI0BbIi MEPHOJL

KonuenTpauus obuiero puinuBiHpHHa B Miia3Me KpoBH MOCIe MpuemMa puiinuBuprHa 25 mr 1 pa3s
B CYTKH B paMKaxX CXeMbl aHTHPETPOBUPYCHOH Teparnuu OblLla HUXkE BO BpeMsi O€peMEeHHOCTH
(onMHAKOBOI BO BTOPOM M TPEThEM TPUMECTpax) M0 CPaBHEHMIO C MOCIEPOJOBBIM MEPHOIOM.
CHWKEHHe KOHLEHTpauuu CcBOOOAHOro (TO €CThb aKTUBHOTO) PHJMHBHPUHA BO Bpems
OepeMEHHOCTH MO CPaBHEHMIO C MOCNEJOBBIM MEPUOAOM ObUIO MEHee BbIPAKEHHBIM, YeM s
o0LLIero puiInuBUpHHA.

V' OKEHIUMH, MOJy4aBLIMX DPUIMUBUPUH Mo 25 Mr | pa3 B CYyTKH BO BTOPOM TpPHMECTpE
OepeMeHHOCTH, cpeaHre HHAUBUAYalbHble 3HaYeHHS Cmax, AUC24 U Cpin 001LIET0 pHUIINHBHPHHA
OblIH, COOTBETCTBEHHO, Ha 21%, 29% u 35% Huxke, YeM B MOCIEPOAOBOM MEPHOJIE; B TPETHEM
TpumecTpe 6epeMeHHOCTH 3HaueHUSI Cmax, AUC24 ¥ Cpin ObLTH, cOOTBeTCTBEHHO, Ha 20%, 31% u

42% HuKe, 4eM B M0C/IEepPOI0BOM MepHOJIE.

Iloka3aHusi K NPHMEHEHHI0

Jleuenne wuHpeKUMH, BbI3BaHHOH BUpycoM uMmyHoaeduuurta 1 tuma (BUY-1) y B3pocibix
MauMeHToB U y aeTel B Bozpacte oT 12 1o 18 ner, umetomux nokazarenu PHK BUY-1 B npenenax
He 6onee 100 000 konuit/M U HE UMEIOLLMX H3BECTHBIX MYTAL[Hi, CBA3aHHBIX C PE3UCTEHTHOCTHIO

K HEHYKJICO3MJHBIM MHTHOUTOpaM 0OpaTHOit TpaHCKpHUIITa3bl, TEHOGOBUPY MM IMTPULIUTAOHHY.

IIpornBonoka3anus
1. TloBbllIeHHass YYBCTBMTENbHOCTb K PHIMHUBUPHHY, TEHO(POBUPY, SMTPHUHUTAOUHY

n/unu APYruM KOMIIOHEHTaAM Mpenapara;

2. Jlerckuii Bo3zpact a0 12 nert;

3. Hapywenue pynkunu neuenu tsxenoit crenexu (kaacc C no Yaiina-I1sto);

4. Tlepuoa rpyaHOro BCKapMJIMBaHHS;

5. Jlepuuut  nakTaspl,  HEMEPEHOCHMOCTb  JIAKTO3bl,  TJIIOKO30-TallaKTO3Has
MasibabcopOLus;

6. Ilpenapar Dpuruiepa He ciieyeT NPUMEHATb OJHOBPEMEHHO CO CJIEAYHOLHMMH
npenaparaMu, KOTOpble MOTYT MPUBECTH K 3HAYUTEbHOMY CHHKEHHIO KOHLIEHTPALIUH

pUINUBUPHHA B Tu1a3Me (BciieacTBrue HHAYKUUKM ¢pepmerta CYP3A Uiy noBblleHUs
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pH xenynouHoro coka), 4To MOXKET MPUBECTH K MOTEpe TepaneBTHYeckoro s¢dexra
npenapara JBUILIEPA:
e [IporuBocynopoxHble cpeacTBa — kapbamasenuH, OkckapOasenuH,
benobapbuTan, GpeHuTomH;
o [IporuBoTyOepky/e3Hble cpeaAcTBa — pudamMmuLnH, pudaneHTHH;
e MHruburopsl MNpPOTOHHOW MOMMNbBI — TaKWe Kak OMEMNpaso,
330MerNpasoli, TaHCOMpa3os, MaHTOMpas3os, pabenpason;
e [ 1IOKOKOPTHMKOCTEPOH/IHbIE MpenapaTbl CUCTEMHOIO JeHCTBHS —
JekcameTasoH (npu npueme 0oJjiee YeM OJHOIT 103bI penapara);
e [lpenapaTbl Ha OCHOBe 3Bepo0o0s mpoabipsiBieHHOr0 (Hypericum

perforatum),

C 0CTOPOKHOCTBHIO

1.
2

Hapyuienue ¢pyHkumun nevyeHu cpeaHeii crenenu (kiaace B no wkane Yaina-Ibio);
[Ipenapar DBumniepa He peKOMEHAYeTCS NPUMEHSTh y MalMeHTOB C HapylleHHeM
(byHKUMM NouYek cpeHet U TsoKeoit cTenenu (KiMpeHe kpeaTHHuHa < 50 MI/MUH);
Bo3spacr crapuie 65 nert;

[Ipenapar DBuniiepa He peKOMEH/YeTcs MPUMEHSTb OAHOBPEMEHHO CO ClEYIOLMMH
npenapatamu: apyrue HHUOT, nunanosun, npenapatel, coaepikauine SMTPULUTAOUH,
TeHo(OBUpa JU30MPOKCHIT UK TeHO(oBHpa anadeHaMu/I.

[Ipenapatr DBuniepa He clegyeT MPUMEHATh OAHOBPEMEHHO CO  CHEIYIOLIMMH
npenapaTaMmu: pWJINUBHUPUHA TUAPOXJIOPUA (32 MCKIKOYEHHEM CcllyyaeB, Korja
HeoO0X0AMMa KOppeKLHs 103bl), aHAJIOTH LMTHANHA (HarpuMep, JaMUBY I1H), agedoBupa
JMTHUBOKCHIL.

[lpenapat DOBuniepa He A0MKEH MPUMEHATHCS OAHOBPEMEHHO CO  CIEIYIOIIHMHU
npenapatamMi:  HeQpOTOKCHYHbIE  JIeKAPCTBEHHbIE  CpeacTBa  (AMHHOTIMKO3M/IBI,
amporepuuus B, pockapHeT, raHUMKIOBUP, MEHTAMUAMH, BAHKOMULMH, L10(DOBUD HIH
HHTepIeiKNH-2 (TakKe Ha3bIBAEMbIii alecIeiikiH)).

Cnenyer cobmoaaTh OCTOPOXKHOCTB MpH  NPUMEHEHHWHM [penapara JBHIIepa
OJTHOBPEMEHHO CO CIEAYIOIIMMH MOpenapaTaMu: aHTaroHMCTbl H>-rucramMMHOBBIX
peLenTopoB, aHTaUU/bl (HanpuMep, THAPOKCHJ MarHus WJIM allOMHUHUSA, kapOoHaT
KaabLKs), HMHrudutopsl u3zodepmeHtoB uurtoxpoma P450, mpenaparbl, crocoOHble
BbI3BaTh MOJUMOP(DHYIO XKEeTyJA0UKOBYIO TaXMKapAMIO THUMA «IUpY3T», cybctparsl P-

rIIMKONpoTenHa (Hanpumep, faburarpaH).



Ilpuvmenenne npu GepeMEHHOCTH H B MEPHOJ FPYAHOr0 BCKAPMJIHBAHHS

JKeHLMHBI C ICTOPOAHBIM MOTEHUNATIOM / KOHTPALENLUS Y MY>KYUH W HKEHLLHH

[Ipumenenne npenapara DBHIIEpa A0KHO COMPOBOXKIATHCSA HMCIOJB30BaHHEM (D (EKTHBHOI
KOHTpaLeMNuH.

bepemenHocThb

JlocTaTO4YHBIX W XOPOLIO KOHTPOJIHPYEMbIX HCCIEA0BaHUi PUMEHEHHUs npenapara JBUILIepa y
OepeMeHHBIX KEHLMH HeT. MiMeeTcs orpaHuueHHOe KOJIM4YecTBO AaHHbIX (MeHee 300 HCX010B
OepeMeHHOCTH) UCTIOJIb30BAHUS PUIINUBHPHHA Y OepeMeHHbIX keHIHH. Bo Bpems GepemeHHOCTH
ObIJI0 OTMEUYEHO CHHXKEHHE KOHLEHTPALMH PUINHBHPHHA, TAKHM 00pa3oM, BUPYCHAs Harpyska
JI0JDKHA KOHTPOJMpOBaThes Gosiee TuiaTeslbHO. Bonbliioe KOMMYECTBO AaHHBIX Y OepeMeHHbIX
KeHuH (6onee 1000 nexoaoB GepeMeHHOCTH) yKa3bIBaeT HA OTCYTCTBHE BPOXKAECHHBIX MOPOKOB
pasBuTHs 1noAa MM (eTaNbHOW/HEOHATANbHOW  TOKCHYHOCTH TMPH  MCIOJb30BaHHH
SMTpULHMTAOHHA U TeHO(OBUPA JU30MPOKCHIIA.

MccnenoBanus y KMBOTHBIX HE BBISBMIM TPAMbBIX MM KOCBEHHBIX BpeaHbIX 3(¢deKTos,
CBSI3aHHBIX C PENpPOAYKTHBHON TOKCHYHOCTBIO KOMITOHEHTOB IpenapaTa DBUILIEpa.

B ka4ecTBe Mephl MpeJOCTOPOKHOCTH MPEANOYTHTENLHO W30eraTh NpUMEHEHUs Mpernapara
DBHIIepa BO BpeMsi OepeMeHHOCTH.

[lepro/1 rpyIHOro BCKapMJIMBaHMsI

DMTpHUMTAOMH M TeHO(OBHpA JM30MPOKCUI BBIACIAIOTCSA C TPYAHBIM MOJOKOM Y JKEHLIHH.
JlaHHBIX 00 3KCKPELUH PUINMHBUPHUHA C TPYAHBIM MOJIOKOM Y JKEHILIMH HE MMEETCS.

He wumeercs pnocrarodHbIX AaHHBIX O BIWSIHUM KOMIIOHEHTOB [Mperapara JBHIJIEpa Ha
HOBOpOsKAeHHbIX/AeTeil. [Ipenapar DBurniepa He 10KeH MPUMEHSTHCS KEHIIHHAMH BO BpeMst
IPYAHOTO BCKApMJIMBAHHS.

Jna  uckmovenus nepenaud  BUY  HoBopokaeHHOMY pekomeHayercs, utoObl BUY-
MH(UUMPOBAHHbBIE JKEHIIMHBI OTKA3aJMCh OT TIPYJAHOr0 BCKApMJIMBAHMS MpPH  JIHOOBIX
00CTOsATENbCTBAX.

DepTHILHOCTD

HeT nocTynHbIX JaHHBIX O BAMSHUM Mpenaparta DBumiepa Ha ¢epTuibHOCTh. MccnenoBanus y
’KMBOTHBIX HE BbISIBUJIN BPeIHbIX 3P eKTOB SIMTPHLUTAOMHA, PUITMBUPUHA THAPOXJIOPHIA HITH

TeHO(OBHpa AU30MPOKCHIA HA HEepPTUILHOCTS.

Cnocod npuMeHeHHs H 1035l
BHyTpb.
JleyeHue 10JKHO NPOBOJUTLCS BpauOM, UMEIOLIUM onbIT Tepanur BUY-unpexunu.
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Bspocneie u oemu 6 6ospacme om 12 0o 18 nem u ¢ maccoi mena ne menee 35 ke:

[Ipenapar Dumniepa npuMeHsieTcsi TOJBKO MepOpalibHO, MO ONHOH TabneTke oauH pa3 B JeHb
BMecTe ¢ nueii. Tabnetky cieayer nporaarsiBath LEJIMKOM, 3anmuBas BoAoH. TabNeTku Helb3s
pa3KeBbIBATH WIIM Pa3jiaMbIBaTh, MOCKOJbKY 3TO MOKET MOBJIMATH HA BCAChIBAHHE Mpenapara.

B cayuae ecau tpebGyercs oTMeHa WM M3MEHEHHE J103bl OJJHOrO M3 KOMIIOHEHTOB Mpenapara
OBuriepa, cleyeT NPUMEHATh IPYrHe HMEIOLHECs Ha PbIHKE OT/AE/bHbIE JIeKapCTBEHHbIE POPMBI
SMTpUUMTAONHA, PUINMMBHPHHA THAPOXJIOpHIA H TeHO(oBHpa au30Mpokcuia (ymapara (CM.
MHCTPYKLMH MO MPUMEHEHHUIO 3THX Mpenaparos).

Ecnu onosznanune B npueme npenapara coctaBuo MeHee 12 4acoB, MpOMyIIEHHYIO 03y CleayeT
KaK MOYXHO CKOpee MpHHATh BMECTe C MUIIEH M BO30OHOBUTH OOBIMHBIH PEXHM J03MPOBAHHS
npenapara. Eciu ono3nanue B npueMe npenapara coctaBuiio 6onee 12 4acos, mpornyiieHHyo 103y
MPHHUMATh HE CIIe/lyeT; cleaytolas TabneTka NpMHUMAeTcs B 00bIYHOE BpEMS.

Ecau y 6o1bHOr0 Bo3HMKIa pBOTA B TeueHHe 4 4acoB MocJjie npueMa npernapara DBHUILIEpa, BMECTE
¢ nuuieil 1o/kHa ObITh MPHHATA elle oaHa TabieTka npenaparta DBuiuiepa. Eciau y GonabHoro
BO3HHMKJa pBOTa O0J1ee yeM yepes 4 yaca rnocie npruema npenapara JBUILIEpa, HeT HE0OXO0AMMOCTH
B NpHeme elle oAHOi TabiaeTku mnpenaparta DBUIIEpa O BPEMEHH MMOJydeHHs CleayoLeii
MJIaHOBO# 7103kl Npernapara.

Koppekiius 10361

B cnyyae HeoOX0AMMOCTH COBMECTHOrO MpHMeHeHHs rnpenapara DBuiepa W pudabyTHHa
PEKOMEH/1yeTCs JIOMOJHUTENBLHO MPUHUMATh 25 MI PUJINUBHPHHA B CYTKH B TE€YEHHE BCEro
nepuo/ia COBMECTHOTO MpUMeHeHHs ¢ pugadyTHHOM.

Oco0Bble rpyInkl MalieHToB

Loxcunvie nayuenmot

[lpumenenne npenapata DBuriepa He M3y4yaloch y MaUMeHTOB ctapiue 65 ser. [lpenapar
DBHILIEpa J0KEH MPUMEHATHCS C OCTOPOKHOCTBIO Y MOKHJIBIX MALHEHTOB.

Hapywenue ¢pynkyuu novex

Jleuenne mpenapatom DBHIUIEpa BbI3bIBAJIO HEOOJIbIIOE MOBBILIEHHE CpPelHEeil KOHLEHTpaLHH
KpeaTHHHHA B KPOBH Ha PaHHMX 3Tanax tepanuu. J[aHHbIi napameTp ocTaBajicsi CTAOMIbHBIM C
TE€YEHUEM BPEMEHH U HE CUUTAETCS KIMHUYECKH 3HAaYHMbIM.

OrpaHuueHHble JJaHHblE KIMHMYECKMX HCCIEI0BaHUN MMOATBEPIKAAIOT PEKHM JI03MPOBAHHS
npenapata DBuUIJiepa OJWH pa3 B JIeHb Y MalHEHTOB C HapylleHHeM (YHKLMH MOYEK JIErKOH
crenenu (kaupenc kpeatuHuHa 50-80 mu/mun). OgHAKO y MaUHEHTOB C HEAOCTATOYHOCTHIO
(GYHKUMHM [MOYeK JIerkoil CTerneHdh He MPOBOAMIOCH OLEHKH Oe30MacHOCTH OTAENbHbIX
KOMIIOHEHTOB Mpenapara (3MTpuunTabuHa U TeHodoBupa ausonpokcuna ¢pymapara). [Toatomy

npenapar BBnrmepa JIOJDKEH MCMOJIb30BaThCs Y MAaLUEHTOB C HEAOCTATOYHOCTBIO (i)yHKU.MH Mo4YeK
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JIETKOM CTEMEHH TOJIbKO B TOM Clly4ae, €Cc/iM MOTEHLUHaAlbHAs Mojib3a OT JIeYeHHs MPEBOCXOANT
BO3MOKHBIH PHUCK.

[Ipenapar DBuniiepa He peKOMEH1yeTcsl IPUMEHSTh Y MALMEHTOB C HapylueHHeM (QYHKIHH MoYeK
CpeiHel WM TsKenoH creneHu (KJAMpeHC kpeaTHHMHAa < 50 MIJI/MMH), MOCKOJBKY TaKHM
nalMeHTaM HeoOXoJMMa KOPpeKLHMs WHTepBala J03MPOBaHUS 3MTpHUMTAOMHA U TeHODOBHpa
AM30MpoKcuna  ¢ymapara, 4TO  HEBO3MOKHO  OCYLIECTBHTH  [PH  HCIOIb30BaHHH
KOMOMHMPOBAHHOTO Mpernapara.

Hapywenue ¢ynxkyuu nevenu

Mmeercs orpanuvenHas uHGOpMalMs OTHOCHTENBHO HCIMOJIB30BaHMs Mpernapara JBUILIEpA Y
MaUMEeHTOB C HapylleHneM QyYHKLHH NeYeHH JIerKoii u cpeaHeii crenenu (kiaacc A u B mo wmkane
Yaina-Tlero). TNauuentam ¢ HapyweHueM (GYHKUHHM ME4YeHH JIEKOH M CpeJHed CTeNeHH He
TpebyeTcs KoppeKuUus 103bl npenapara JBurepa. Tem He MeHee, npenapar DBHILIEpa CleayeT
MPUMEHSATH C OCTOPOKHOCTBIO Yy MALMEHTOB C HapyLIeHHeM (YHKLUHU MeYeHH CpeHe CTeneHu.
[Ipenapar DBunnepa He M3ydaics y MAlMEHTOB C HapylieHHeM (QYHKUHM MEYeHH TAKenoii
crenenu (kaace C no wkane Yaiina-Ieto). [Toatomy ero npumeHeHne y 3Toii rpyniibl NalHeHTOB
NPOTHUBOMOKA3aHO.

B ciy4ae ormensl npenapara y nauuentoB ¢ BUY-unpekuueit U ¢ conyTcTBYIOUKMM renaTuTom
B, cocrosHuMe nauMeHTOB AO/KHO TILATEIbHO KOHTPOJNHMPOBATHCS HA MPEAMET BbISBICHHS
NPHU3HAKOB 00OCTPEHHUS renaTuTa.

Jemu (8 8o3pacme menee 12 nem)

beszonacuocTs M a3 dexTHBHOCTL NPUMEHEHHs Mpenapara DBUILIepa y JeTeil B Bo3pacte MeHee 12
JIET M y JIeTel ¢ Maccoii Tena MeHee 35 Kr He YCTaHOBJIEHBI.

Bbepemennocme

[Ipy npumenenun Bo Bpems OepeMEHHOCTH OBUIO OTMEYEHO CHHKEHHE KOHUEHTpaLUU
puinuBUpHHA (OAHOrO M3 KOMIIOHEHTOB Npenapara DBHILIEepa), MOATOMY BHpyCHas Harpyska
JI0JKHA TLIATEJIbHO KOHTPOJMpOBaThCA. B KauecTBe albTepHATHBBI CleyeT PacCMOTPETh

Nepexo/1 Ha APYroil pexkuM aHTUPETPOBUPYCHOM TeparuHu.

ITo6ouyHoe aelicTBHE

Pestome npoduiis 6e30nacHOCTH

KomOunaumus smrpuuurabuHa, pujanuBupuHa U TeHOOBHpa AM30MPOKCHIIA MPH MPUMEHEHHUH
OT/E/IbHBIX KOMITIOHEHTOB M3y4alach Y MalMEHTOB, paHee He IPMHUMABLIHX aHTHPETPOBHPYCHYIO
Tepanuio (uccneaoBanus gasel 3 C209 u C215). Pesxum npuema «B 0HO# TabneTke» (DBUILIEpa)
U3yyacs y MaluMeHTOB C BUPYCOJIOTMUYECKOi cyrnpeccHeil, KOTopble ObUTH MepeBeeHbl C PEeKUMA,

coziepkalliero MHruOMTOp NpoTeasbl, yCHIEHHbIH pUTOHAaBUPOM, (HccrneaoBanue dasbl 3 GS-US-
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264-0106) nnu spaBupens / smtpuuntadbu / reHooBrpa au3onpokcu (nccieaosanue dasel 25
GS-US-264-0111). Haubonee wyacto perucTpupOBaBIUIMMUCS TMOOOYHBIMH pEAKLMAMH Y
MaluMeHTOB, paHee HE MPUHUMABILMX AHTHPETPOBUPYCHYIO TEPAIUIO H, BEPOSTHO, CBA3AHHBIMH C
MPHEMOM PHIINMMBUPHHA THAPOXJIOPHAA, IMTPULUTAOMHA, TeHO(OBHpA AM30MPOKCHIIA, ObLIH
TowHota (9%), ronoBokpyxkenue (8%), HeoObiuHbIe cHOBUAeHHS (8%), ronoBHas Gouab (6%),
auapes (5%) n Gecconnnua (5%) (oObeanHeHHble JaHHbIe HccaenoBaHuil 3-eil ¢asbl C209 u
C215). ¥V naumeHToB, HAXOAMBLIMXCSA B BUPYCOJIOTHYECKOM CYNPECCHH HAa aHTHPETPOBHPYCHOM
Tepanuu W MepeweJiuX Ha npenapar DBumiepa, Haubosee 4acTo coOOLIANOCh O Pa3BUTHH
CIelyFOLIMX MOOOYHBIX pPeaklnii, BO3MOXKHO, CBA3aHHBIX C MPUMEHEHHEM Mpernapara DBHILIepa:
yromasiemoctb (3%), auapes (3%), townora (2%) u Gecconnnua (2%) (naHubie 48 Henenn
uccnenoanus  ¢dasel 3 GS-US-264-0106). [lpoduab Ge3omacHOCTH HSMTpUUMTAOWHA M
TeHO(hOBHpPa IM30MPOKCHIA B 3TUX UCCIIEJOBAHHAX COOTBETCTBOBA MPE/ILIECTBYIOLIEMY OMBITY
MCMOJIb30BAHUS  OTHX TpEnaparoB, KOrja Kax/Iblii W3 HUX TMPUMEHSICS C JAPYTHMH
AHTHPETPOBUPYCHBIMH MpenapaTamu.

Coobuwianock 0 peakuxX ciay4yasx pasBUTHS HapylieHHs (QYHKUMM [0YeK M [0YEe4HOi
HEJ0CTaTOYHOCTH, HEYaCThIX Cily4asX MPOKCUMAlbHOH Tmo4YeqHoi TyOysnonatuu (BKiIKOYas
cuHapom DaHKOHM) y NalUMEHTOB, MOIyYaBLIMX TEeHO(OBHUPA AM3OMPOKCHI, YTO HHOr/AA
MPUBOAMIO K KOCTHBIM HapylleHHsAM (M3pelKa CrocoOCTBOBABLIMM Pa3BUTHIO MEPENOMOB).
Pexomenayercs BectH HabmoaeHHe 3a (yHKILHMEH MOYeK y MAlMEHTOB, MOJYyYaloUMX Npenapar
DBuIepa.

[Ipekpaiuenne npuema npenapata DBUIUIEpa y MauMeHTOB ¢ ko-uHpekuneit BUY u Bupycom
renatuTa B MoXeT ObITh CBA3aHO C TSXKENbIMH OCTPHIMU PELMIMBAMH FeMNaTHTa.

[ToGouHble peakunn, Kak MHHUMYM BO3MOJKHO CBSi3aHHBIE C IPUEMOM KOMITIOHEHTOB Mpenapara
OBuMIepa, COrJacHO KJIHHMYECKHM HCCIEJOBAHMAM M [OCT-MapKETHHIOBOMY  OIMbITY
MPUMEHEHHS, MepeyrcieHbl B TabluLe HUKE U CHCTEMATH3HPOBAHBI OTHOCHTENIBHO KaXIOH W3
CHCTEM OpraHoB B 3aBHCHMOCTH OT YacTOTbl BCTpe4aeMOCTH. B Kakoi rpyre 4acToTbi
nobouneie 3deKThl MpeacTaBieHbl B MOPAAKE CHUKEHHs CEPbe3HOCTH. KaTeropuu 4actoTsl
onpe/eneHbl Kak: oueHb 4acto (21/10); yacto (=1/100,<1/10); neuacro (>1/1000,<1/100) peako

(=1/10000,<1/1000).

Yacrora IToGounslii 3¢ dexT

Hapywenus co CMOPOHbL KPOBU U .mwd)amuuecxoﬁ cucmemaul.

Yacro: Heiitponenus', cHukeHHne KOIMUECTBA eHKOLUTOB, CHHKEHHE KOHLIEHTpaLUU
reMorj061uHa’>, CHIKEHHE YKcia TpOMGOuMTOB2
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Heuacro: | Anemns'*

Hapyweuwl CO CMOPOHBbL UMMYHHOU CUCEMDBL.

Yacro:

Aunnepruyeckue peakuuu'

Hewacro:

CHHL[pOM BOCCTAHOBJICHUS UMMYHUTETA

Hapyzaesz oomena sewiecms U NUMAaHuA.

OveHb [ToBblLIEHHE KOHLEHTPALMH 06LIEro XoaecTeprHa (HaTOIIaK)’, MOBbILIEHHE

4acTo: KOHLIEHTPALMK JHNONPOTeMHOB HU3KOo# ninotHoctH (JITTHIT) (Hatomak)?,
runodocdaremus’ >

Yacro: [uneprpuranuepuaemus’ 2, runeprankemus ', cHukenue annerura’

Heuwacto: | I'mnokamuemus’>

Peiko: Jlakrataun o3’

Hapywenus ncuxuxu:

OyeHb
4acTo:

Becconnuua' ?

Yacro:

Jlenpeccus’, nojaBIeHHOE HACTPOGHHE”, HAPYLIEHHS CHA’, HEOOBIUHbIE
cHOBHeHHS >

Hapywenus co cmoponut HEPBHOU CUCEMbL.

OueHb [onosuas 6oas" >3, ronopokpyskenne’ >3
4yacTo:
Yacro: CoHMBOCTS’

Hapyzuenuﬂ CO CMOPOHBL HCENVOOUHO-KUULEYHO2O mpakma.

OueHb [ToBblleHHe aKTHBHOCTH MAHKpeaTH4ecKkoil amuiasbl’, psota’ >3, nnapes'?,

yacTo: TowHora' > >

YacTo: [ToBbilLEHHE AKTHBHOCTH AMHJIa3bl, BKIIOYAs MOBBILICHHE AKTHBHOCTH
MaHKPeaTH4YEeCKOii aM11a3bl', OBBILIEHHE aKTHBHOCTH JMNa3bl ChiBOPOTKH 2, Gob
B kuBoTe >3, nuckoMdopT B KkMBOTE?, B3yTHE XKMBOTA®, AHcTencus ',
METEOPH3M>, CYXOCTh BO PTY >

Heuacto: | [Taukpeatut’

Hapywenwz CO CMOPOHbBL NEYEHU U HCENUEeBbIBOOAULUX NYMEU.

Ouenb [oBbiwenue aktuBHOCTH Tpancamuuas (ACT u/unu AJIT) 23

yacTo:

Yacro: TToBbllIeHHE KOHLIEHTpaUUK OuaMpyouHa'

Penko: [enaTtut’, cTearos neyeHu’

Hapyuenus co cmoponbl KOJCU u ROOKONICHbLX MKAHET:

Ouenb Coimp' %3

YacTo:

Yacro: Besuky106yae3Has Chilb', mycTysie3Has coinb ', kpanuBHULa', H3MeHeHue LBeTa
KoxH (ycunenue nurmentauuu) -4, makynonanysesuas ceinb', 3ya’

Heuacto: | AuruoneBpotHueckuii otek! >, TasKenble KOXKHbIE peaKLHH C CHCTEMHBIMH

CHMMNTOMaMH
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Hapywenus co cmoponbl ckeniemuo-muldeYHOU 1 COCOUHUMETbHOU MKAHU!

OueHb [ToBbilIeHHe aKTHBHOCTH KpeaTHHKHHA3bI'
4acTo:

Heuacto: | PaGnomuonuz® >, Mpleunas ciabocts >

Pexo: Octeomansuus (MposiBAIOLIAACS B BUE KOCTHOM 6OJH M MHOT/A CrIOcOOCTRYIOMAS
passutuio nepenomos)® > ¥, muonarus® >

Hapyzaeuwl CO CMOPOHbBL NOYEK U MOYEBLIBOOSAUUX NYMET.

Heuacto: | [IpokcumanbHas noyevnas TyOyaonartus, BKIoyas cuuapom Mankonn®,
MOBbILIEHHE KOHLEHTPALMH KPeaTHHHHA®, POTEHHYPUS®

Peako:  |[Todyednas HeOCTATOYHOCTH (OCTPas M XPOHHYECKAs) >, OCTPbIH KaHAMbLEBBIil
Hekpo3®, HedpHT (BKJIHOYAs OCTPbIil HHTepCTHLMANBHbIH HedpHT)™®, HedporeH It
HecaxapHblii 1uaber’

Hapywenus obwe2co cocmosimus u peakyuu 8 Mecme NPUMeHeHUs.:

OueHb Acrtenns '’
4acTo:
Yacro: Bons!, yeranocts?

'TloGounas peakius, onpe/eneHHas i SMTPHUUTAOUHA;

?TMo6ouHas peakuusi, onpee/eHHas Ais PUANHBUPHHA THAPOXJIOPHIA;

3 Tobounas peakuus, onpe/eieHHas 11 TeHOGOBHPA AH30NPOKCHIIA;

* AHemust HaG/TI01ATACk YACTO M M3MEHEHHE LIBETa KOKH (YCHIICHHE MTUIMEHTALMH ) HabTi0Aam0ch
OYeHb 4acTO NPH NPUMEHEHUH IMTpULIMTAONHA y AeTel (cM. noapasaen «/Jemuy);

3 JlaHHas moOo4Has peakunsi MOXKET BO3HHUKHYTh KaK OCJIOKHEHHE MPOKCHMAJIbHOMN MOYe4HOM
TyOyjaonatiu. B oTCyTCTBHHM AaHHOIO COCTOSIHUSI OHA HE CYUTAETCS CBA3AHHOM C MPUMEHEHHEM
TeHodoBHpa AU30MpOKCHIIa.

® Jlannas nobounas peakums Obina peakoil a1s TeHo(oOBHpa AM3ompokcuna. Takke mpw
MOCTMAapPKETHHIOBOM HalI0eHUN OHa Oblna MAeHTHULMPOBaHA KaK MOOOYHAs peakius s
SMTpULMTAOWHA, HO He perucTpupoBasach B PaHAOMHM3MPOBAHHBIX, KOHTPOJHPYEMBIX
KJIMHUYECKHX MCCIIeIOBaHUAX TMpHMeHeHust HsMmTpuuurabuHa y BUY-uHduuupoBaHHbIX
B3poCcabIX WM jeteid. Kareropuss uactoThl «HeyacTo» Oblla MPUCBOEHA MCXOASA U3
CTATUCTHYECKMX pACYETOB, OCHOBAHHBIX Ha OOLIEM KOJIMYECTBE MAalUEHTOB, MPUHUMABLIMX
OMTPULMTAOUH B 3THX KJIMHHYECKUX UcceqoBaHusaxX (n=1563).

7 JlanHas nobovHas peakius Oblia BbIsBIIeHA PH MOCTMAPKETHHIOBOM Ha0IIHOIEHHH Npenapara
OBumiepa (pukcupoBaHHas KOMOMHALMS 103), HO HE PErHCTPUPOBAACh B paHA0MH3HPOBAHHbIX
KOHTPOJHPYEMbIX KIMHHYECKUX MCCIE0BaHUAX Mpenapara DBurepa. YacToTHas kaTeropus
OLIEHMBAJAaCh HA OCHOBAHMM CTAaTUCTHYECKHUX pacyeToB, MCX0As M3 00Llero KojuyecTBa
MalKEeHTOB, MMOJABEPriIMXCS BO3ACHCTBUIO Mpernapara JBUILIEPA WIIM BCEX €ro KOMIOHEHTOB B
PaHAOMH3UPOBAHHBIX KOHTPOJIMPYEMbIX KIMHHYECKUX HCCleoBaHUuAX (n=1261).

% Jlannas noGouHas peakuus Oblla BbISBJEHA MpPH [OCTMApPKETMHIOBOM HaGMIOACHHH
TeHo(OBHpAa  JAM3OMPOKCHIA, HO HE  pEerucTpUpoBanach B  pPaHJOMHM3MPOBAHHBIX,
KOHTPOJMPYEMbIX KJIMHMYECKUX HCCIIEA0BAHUAX W B [pOrpamMme paclUMpeHHOro aocTyna
TeHodoBUpa An30npokcHaa. YacToTHas kaTteropus OLEeHHBalach HAa OCHOBAHMH CTaTHCTUYECKUX
pacueToB, HCXO/A U3 OOLLEro KoJIM4YecTBa NallMeHTOB, MOABEPriINXCs BO3/AeHCTBUIO TeHO(DOBHPa
JU30MPOKCHIA B PaHAOMHU3HPOBAHHBIX KOHTPOJIMPYEMbIX KJIMHMYECKUX HCCIEA0BaHUAX(N
=7319):

OTKJIOHEHHE OT HOPMbI Ja00PATOPHBIX MOKa3aTelei

JTunuowi
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CornacHo 0o0beqMHEHHbIM JaHHBIM Hegenu 96 wucciaegosanumii I ¢aser C209 u C215 vy
MalUUEHTOB, paHee He MOJy4YaBLIMX TEeparuio, B IpynIe pUINUBUPHHA CPEAHEe H3MEHEHHe
obwero xonectepuHa (HaTOLIAK) MO CPABHEHHIO C MCXOAHBIM ObLIO 5 MI/al, JMIONPOTEHI0B
BbIcOKO# mioTHocTH (JITIBIT) (HaTowak) 4 mr/an, aunonporenaoB HU3koii miaotHoctd (JITTHIT)
(Hatowak) 1 mr/an u TpurauuepuaoB (Harowak) -7 mr/wi. Ha neaene 48 uccnenoanus 111 dasei
GS-US-264-0106 y nauueHTOB ¢ MOJABIEHHON BHPYCHON Harpy3koi, MepeBeeHHbIX Ha
npenapar JBHILIEpPA C PEKUMA, COAEPKAILEr0 PUTOHABUP M YCHIIEHHBIH HHIHOMTOP MpoTeassl,
cpeaHee MW3MeHeHHe oOLIero xojiectepuHa (HATOLIAK) MO CPABHEHHIO C MCXOAHBIM OblI0 -24
mr/an, JITBIT (natowak) -2 mr/an, JITTHIT (Hatowax) -16 Mr/a, u Tpurivuepua0B (HaTowaK) -
64 mr/nn.

OnucaHue OTAeNbHBIX MOOOYHBIX PeaKLH i

Hapywenue ¢pynkyuu novex

[Tockonbky mnpenapar DBunaepa MOXET BbI3bIBATH [OBPEKIEHHE [0YEK, PEKOMEHIYeTCs
MPOBOJAMTL MOHMTOPHHI (yHKuUMM noyek. [TpokcumanbHas modevHas TyOysonatus 0ObIYHO
paspeluanach i yiy4uianack nocjie oTMeHbl TeHogoBHpa An3onpokcuia. OJJHaKo y HEKOTOPBIX
MalMeHTOB, HECMOTPA Ha OTMEHY TeHO(OBHpA AM30MPOKCHIA, OTKIOHEHHS B KIMpPEHCE
KpeaTHHHHA B KPOBH MOJIHOCTbIO HE KyNMUPOBAIMCH. Y MALUEHTOB C PUCKOM BO3HMKHOBEHHS
HapylweHns (QyHKUMH MoYeKk (Harmpumep, y MalMEHTOB C WUCXOAHbIMM (DAaKTOpaMH pHCKa CO
CTOPOHbI MOYeK, ¢ APKO BbipakeHHOH BWY-undexkumeid mam y nauueHToB, OAHOBPEMEHHO
NPUHUMAIOWIKX HEPPOTOKCHYHbIE Mpernaparbl) CyLIECTBYET [MOBBILEHHBI PUCK HEMOIHOrO
BOCCTaHOBJICHHMS (YyHKLMH MOYEK MOcie OTMEHbI TeHO(OBHPA AM30MPOKCHIA.

Bsaumooeiicmsue ¢ ouoanoszunom

CoBmecTHOe mpUMeHeHHe npenapaTta DBHIIEpPA H JUAAHO3MHA HE PEKOMEH/YETCs, MOCKOIBbKY
310 NpuBOAHT K 40-60% mMOBBILIEHUIO CHCTEMHOH KOHUEHTPAUMH JMAaHO3MHA, YTO MOMKET
MOBBICUTb PUCK PA3BUTHS CBA3aHHBIX C JMJAHO3MHOM HexenaTelbHbIX peakiuii. Coobuanocs o
PeAKMX CilyyasX pa3BUTHS MaHKPeaTUTa U JaKTaT-allu/103a, HHOTr4a CO CMEPTEbHBIM HCXOIOM.
Memabonuueckue napamempel

Bec, KoHueHTpauus JMMMAOB M [VIIOKO3bI B KPOBH MOTYT TMOBBILIATECS Ha (oHe
AHTUPETPOBUPYCHOMN TeparmH.

Cunopom 8occmanosieHus uMMmyHumema

Y nauuentoB ¢ BHY u Takenoit crenmeHpto MMMyHOAeMUMTA B MOMEHT Hauana
KOMOMHHPOBAHHOM aHTHPETPOBHPYCHOI TepanuK MOTYT BO3HHKATh BOCTIAJIMTEIbHBIE PEAaKLIMU Ha
0eccCMMNTOMHO MPOTEKAlOLIMe WM OCTaTOYHbIE OMMOPTYHUCTHUYeCKHe HHpekuun. Takxke
OTMEYaIMCh ayTOMMMYHHbIE peakuuu (Harnpumep, 6one3ns ['peiiBca U ayTOMMMYHHBIH renarur).

O/1HaKo BpeMsAa 0 Hadaja 3a00/1eBaHUs MOXKET BapbupOBaTbCsA, U TaKHUE 3aboseBaHus MOryT
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HAYMHATBCA CIIYCTS MECALbI [I0C/IE Havaia Tepanuu.
Ocmeonexpos

Cayyan ocTeOHEeKpOo3a PernCTpHpPOBATUCH OCOOEHHO YacTO Y MalMeHTOB ¢ 00LeNnpPU3HAHHBIMH
(axropamu pucka, ¢ nporpeccupytouieit BUY-uHpekunein u/umi npu JIMTeIbHOM BO3AEHCTBUH
KOMOHWHHPOBAHHOW aHTHUPETPOBUPYCHOM Tepanuu. YacToTa 3TOi HexenaTelbHOW peakUuH He
M3BECTHA.

Taxcenvie kodxcHble peakyuu

B noctpeructpauMoHHOM nepuoae OTMEYAIMCh TSKENble KOXKHbIe PEeaklHH C CHCTEMHBIMH
NPOsABJIEHUAMH, BKIIIOYAs ChIlb, COMPOBOXKAAEMYIO JIMXOPAAKOH, BOAAbIPIMU, KOHBIOHKTHBHTOM,
AHCMOHEBPOTHYECKUM OTEKOM, MOBBILIEHHEM 3HaueHUit (yHKUHOHAIBHBIX MPOO MevyeHu W/uiu
903UHOHITHEH.

Oco0ble rpynrbl MauneHToB

JHemu

[Tpodunp GesonacHocTH npenapara DBunepa Mpu NpUMEHeHUH y eTeii B Bo3pacte ot 12 10 18

JIET COMOCTaBUM C TaAKOBBIM Y B3POCIIbIX.
B uccnenoBaHusx npuMeHeHHs SMTpUUMTAOMHA Yy JeTei, HOMOJIHUTENILHO K HeXelaTelbHbIM
ABJIEHUAM, HaOJ110JaeMbIM Y B3pOCJIbIX MALUEHTOB, YacTo Habmoaanacs aHemus (9,5 %) 1 o4YeHb
4acTo — runepnurmentauus (31,8%).

Toxcunvie nayuernmol

[Ipenapar DBuruiepa He H3y4asics y NalMEHTOB B Bo3pacte ctapuie 65 net. Tak Kak y MOKHIbIX
MAaUUEHTOB YAaCTO OTMEYaeTCs CHIKeHWe (GYHKUHHU TMOYeK, cliefyeT coOoaaTh 0OCTOPOKHOCTD
MPY Ha3HAYEHUH Npenapara DBUILIEpA TAKUM NallUeHTaM.

Iayuenmot ¢ Hapywienuem GyHKyuu novex

B cBs3u ¢ Tem, uTo TeHO(OBHPa AW30MPOKCHIT MOKET BbI3bIBATH TOKCHUYECKOE MOPAKEHUE MOYEK,
JUI BCEX MalMEHTOB C HapylleHWeM (YHKLHMM TMOYeK W MPHHUMAIOLIMX Mpernapar DBHILIepa
PEKOMEH/1yeTCs TLATeIbHbIIf MOHUTOPHHT (PYHKLIHH MOYEK.

Ko-ungpexyus BUY/BI'B unu BUY/BI'C

[Ipodune Oe3zomacHocTH SMTpUUMTAOMHA, PWINMKMBUPHHA TUAPOXJIOpUAAa M TeHOodoBHpa
Ju30Mpokcuia y nauueHToB ¢ ko-unpekuueii BUY/BI'B u BUY/BI'C 6bin1 cxox ¢ npoduiem
6e30macHOCTH, KOTOpbIi HabnroaaNCs y nauueHToB, HHGHUKUpoBaHHbBIX BUY 6e3 ko-uHbekimn.
Tem He meHee, kak M oxuaanock, noseiwieHne akTUBHOCTH AJIT u ACT y paHHOW rpynmbl
MalHeHTOB BCTpevanoch yaile, 4yem B o0wei nomynsunin BUY-uHGHLHPOBAHHBIX MALMEHTOB.
Obocmpenue 2enamuma nocie OMMeHbl 1e4eHUs.

VY nauuentoB ¢ BUY, ko-uHuUMpOBaHHBIX BHpPYcOM rematuta B, mocie oTMeHbl Tepamuu

BO3HHKAJIH KIIMHHYECKHE H na6opaToprle [IPHU3HAKH remnaTrura.
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IlepenozupoBka

[Ipy  BO3HMKHOBEHHWM  MEpPeO3MPOBKUM  COCTOSIHHE  MalMeHTa  JO0DKHO  TIIATEIbHO
KOHTPOJIMPOBAThCS HA MpeAMeT BbISABICHUS [MPH3HAKOB TOKCHYHOCTH. Takxke, mpu
HEe0OX0AMMOCTH, JA0/DKHA MPOBOAUTHLCA CTAHAAPTHAS MOIEP)KUBAIOLIAS TEpPANHs, BKIOYAKOLIas
HaO/oeHHe 3a KIMHHUYECKHM COCTOSHHEM, KOHTPOJIb OCHOBHBIX [OKa3aTesel COCTOSHMS
opranusma u aanHelx DKI (an1uHa untepsana QT).

Cneunduueckoro antupora Het. J[o 30% po3bl smTpuuutabuHa u npumepHo 10% n03bl
TeHo(oBHpa MOKET ObITh BBIBEAEHO M3 OpraHu3Ma C MOMOLIbI0 remMojauann3a. Het gaHHbIX O
BO3MOKHOCTH BBIBEJEHUS SMTPULMTAOMHA WM TeHO(OBHpAa M3 OpraHu3Ma C MOMOLIBIO
MEepUTOHEATbHOro Ananu3a. [10CKoIbKy pUINUBUPHH XapaKTEpU3yeTCs BBICOKON CBA3bIBAKOLLEH
CrMOCOOHOCTBIO € OeNKamMH M1a3Mbl KPOBH, IHAIN3 B ClIy4ae Mepeao3upoBKH HeI(PEKTHBEH.

Jnsa ynanenus He BcocaBierocsi B JKKT puanuBupuHa ruApoOXJIOpHAa TaKKe MOXKET ObITh

MCIOJb30BaH aKTHBUPOBAHHBIN yTroJib.

B3aumojeiicTBae ¢ IPYrHMH JIeKAPCTBEHHBIMH CPeICTBAMH

[Tockoneky B npenapare DBHIiepa COACPKUTCS IMTPULMTAOMH, PHIMMBUPHHA THAPOXJIOPHI U
TeHooBupa aM3ompokcHnaa (dymapar, Bce Clyvyadm JIeKapCTBEHHOrO B3aMMOJEHCTBHS,
BbISIBJIEHHbIE JUI JTHX AaKTMBHBIX BELIECTB WM MX KOMOMHALMH, MOrYT BO3HHMKATh [pPH
NpUMEHEHUH npenaparta DBurepa. MccnenoBanus nekapcTBEHHOTO B3aUMOJEHCTBHS C 3THMH
npenapataM NpOBOJHINCH TOJILKO Y B3POC/IbIX MALUEHTOB.

PunnuBupun meraGonusupyercs, riaBHbIM 00pa3zoM, ¢ nomouibio uzopepmenta P450 (CYP3A).
[TosTomMy JekapcTBeHHbIE Mpenaparbl, WHIYLUHMPYIOLIME WM WHCHOMPYIOLIME aKTHBHOCTb
uzodepmenta CYP3A, MOryT BAMATH HA KIMPEHC PUITTHBUPHHA.

[Tpenaparhbl, IPOTUBOINOKA3AHHBIE JIJIi COBMECTHOIO [IPUMEHEHHUS

HaGmonanock CcHMKEHME KOHUEHTpPAUMW PUINMBUPUHA B [Ja3Me [pPU OJAHOBPEMEHHOM
NMPUMEHEHUH Mpenapara DBHUIIEpPAa W JIEKAPCTBEHHBIX BELIECTB, MHAYLMPYIOLIMX AKTHBHOCTb
u3odepmertoB CYP3A, 4TO MOKeT NPUBOAMTE K CHIDKEHHMIO TepareBTHYecKoro sddekra
npenapara JBUIuIepa.

HaGnonanoch CHW)KEHHE KOHLEHTpAUWH pHINMBHPHHA B [Ula3Me [PH  OJHOBPEMEHHOM
MpUMEHEHHH NpenapaTa JBHIUIepa C MHTMOMTOPaMH MPOTOHHON MOMIIbI (M3-3a noBbIleHUst pH B
JKeJyJIKe), 4TO MOXET MPUBOANTL K CHUIKEHUIO TepareBTHYeckoro 3¢ dexra npenapara DBuriepa.

[Ipenaparbl, COBMECTHOE MPUMEHEHHE C KOTOPbIMH HE PEKOMEHYeTCs

He pexkomeHnayercss coBMecTHOe TpHMEHEHHe T[pernapata DBuUIJlepa C Mpenaparamu,
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CoepKaLMMHU SMTPULIUTAOMH, TeHOPOBHpaA IU30MPOKCUIT MK TeHodoBHpa anadenamua. He
ClielyeT TMpHMEHSTh Mpenapar DBUIUIEpA COBMECTHO C PWJINMBUPUHA THAPOXJIOPHIOM, 3a
MCKITIOUYEHHEM TeX Clly4yaeB, Korja HeoOXoauMa KOppeKiHus 103bl (Hanpumep, Mpu COBMECTHOM
npueme ¢ pudadyTHHOM).

[Ipenapat DBuruiepa He cieayeT NPUMEHATh OJHOBPEMEHHO C APYTMMH aHAJOraMH LMTHAMHA,
Harpumep, ¢ namuByauHoM. [Ipemapar DBumiepa He cielyeT Ha3Ha4daTh OJAHOBPEMEHHO C
a/1e(h)OBUPOM JUITUBOKCHIIOM.

Jluoano3zurn: ofHOBpPEMEHHBIH MpUeM MpernapaTa JBHILIepa U AWJaHO3HHA HE PEKOMEH1yeTCsl.
Jlexapcmeennvie eujecmsa, KOmopwle 6bl8OOSIMCS NOYKAMU: TOCKOJIbKY SMTPULUUTAOUH M
TeHO(OBUP B OCHOBHOM 8b180051MCsL NOYKAMU, COBMECTHOE MPUMEHEHHE Npenapara DBuUriepa ¢
JIEeKapCTBEHHBbIMH BELIECTBAMH, CHIKAIOUMMU (YHKUHMIO MOYEK WM KOHKYPUPYIOLIMMHU 3a
AKTHBHYIO KaHANBLEBYIO CEKpeLHto (Hanpumep, UHA0(GOBHP), MOXKET MOBLICHTH KOHLEHTPALHIO
B CBIBOPOTKE SMTPHLUTAOMHA, TEeHO(DOBHPA W/WIIK COBMECTHO Ha3Ha4YaeMbIX MpernaparoB.
[Ipenapar DOBumiiepa He [JO/DKEH [MPUMEHSTbCS OAHOBPEMEHHO C  HE(PPOTOKCHUHBIMH
JIEKapCTBEHHBIMH CPE/ICTBAMH, MJIM BCKOpe nocsie ux otMeHbl. K TakuMm mpenaparam, Hapsay ¢
JAPYTMMH, OTHOCATCS aMHUHOrIMKO3uAbl, amdortepuundH B, dockapHer, raHuukiI0BUp,
MEeHTaMH/IMH, BAHKOMULMH, UHA0(OBUP WM HHTEPIeHKUH-2 (TaKkxke Ha3bIBAEMbIi all1eCIeiiKiH).
Jpyeue HHHOT: He pekOMeHyeTcsi COBMECTHOE NMpHUMEHEeHHe MpernapaTa DBHUILIEpa C APyrUMU
HHUOT.

[Ipenaparel, peKOMeH/1yeMble JIIi COBMECTHOIO MPUMEHEHHUSsI C OCTOPOKHOCTHIO

Hueubumopor uzoghepmenmos yumoxpoma P450: npu COBMECTHOM MpPUMEHEHMM Mpernapara
OBHIIEpa C IeKapCTBEHHBIMHU CPe/ICTBAMH, HHTHOUPYIOLIMMH akTHUBHOCTBb n3odepmerta CYP3A,
0TMEYaJ10Ch MOBBILICHUE KOHLUEHTPALUN PUIMUBUPHUHA B MJ1a3Me.

[Ipenapamui, yonunsowue unmepsan Q7T: npenapar DBuriepa A0MKEH MCHIOJIb30BATLC C
OCTOPOXKHOCTbIO [PU COBMECTHOM [PUMEHEHMM C JIEKApCTBaMM, HW3BECTHbIMU CBOEH
CMOCOOHOCTBIO BbI3bIBATH JKEIYJI0UKOBYIO TAXMKAPAUIO THA «ITUPYIT». MMeeTcst orpaHuyeHHas
MH(OpMALMS OTHOCHTEIBHO BO3MOXHOCTH (hapMaKOJAWHAMHUYECKOrO0 B3aMMOJICHCTBUS MENY
PUINUBUPUHOM W JIEKAPCTBEHHBIMM CpeACTBaMM, YAMMHsOWMMH HHTepBan QTc Ha
aNeKTpokapauorpamMme. B uccnenoBaHMM Ha 30pOBBIX J100pOBOJNBLAX, TMPHUMEHEHHE CBEPX
TepaneBTUYECKUX 03 puanuBupuHa (75 Mr oauH pa3 B jaeHb U 300 Mr oauH pa3 B 1€Hb)
COMpOBOXkAAOCH yaauHeHneM nurepBaia QTc na DKI.

Cybempamer P-enuxkonpomeuna: puliBUPUH MHTMOUPYET akTUBHOCTb P-riiukonporeuHa in vitro.
B KIMHHMYECKOM HCCIEeJIOBAaHUM PHINUBUPUH HE OKas3blBaJl 3HAYMMOrO BIMSHHUA Ha
(apMakoKMHEeTUKY JAMrokcuHa. OJHaKo, Henb3s [MOJHOCTBIO HMCK/IKOYaTh BO3MOKHOCTH

[MOBBILICHHUA KOHUCHTpALWKH MpernapaToB, TPAaHCIOPTUPYEMBIX P-FHHKOHPOTCHHOM, KOTOpbIE
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Gonee 4yBCTBHTENbHBI K MHrHOMpOBaHMIO P-rivkonporenHa B KHIUEYHHKE, HanpuMep,
naburatpaHa.

PunnuBupun uurubupyer aktuBHocTh TpaHcrnoprepa MATE-2K in vitro. Knunuueckas
3HAYMMOCTb JIaHHOTO 3 deKTa Heu3BeCTHa.

Hpyrue Bubl B3aMMOJIEHCTBUS

B3aumozeiicTBus Mex 1y KOMIOHEHTaMM Mpernapara DBUILIEpA U COBMECTHO MPHUMEHSEMBIMH
JIEKapCTBEHHBIMH Tpenapatamu onucbiBaloTcsi B Tabauue Huxke (MOBbILIEHHE KOHLEHTPALUH
npernapara rnoka3aHo CTpeskoi “1”, CHUKeHue — | U OTCYTCTBHE U3MEHEHHUs — “—"").

B3aumoneiicTBHe Mekay OT/AeJbHbIMH KOMIOHEHTAMH Npenapara JBHIUIEpA H APYTHMH

JIEKAPCTBEHHBIMH CpEACTBAMH

Bo3aeiicrBue Ha

Pexomenganuu no
(hapMaKOKHHEeTHYECKHe MapaMeTpbl

Jle: a‘l:::B:::lue (AUC, Cmax, MEHHMAIbLHAS l:m:::pecme"‘:_‘:l’ﬁ‘
petol KOHUeHTpauus B mjaa3me (Cmin) pueMy ¢ Apy
npenaparamu

APYI'HX npenapatos

ITPOTUBOBHPYCHBIE IIPEITAPATHI

Anmupemposupychsie cpedcmea

Hykneo3uousie  uau  Hyk1eomuoOHvle — UHZUOUMODPLI  OOPAMHOU  MPAHCKPUNMA3bL
(HUOT/H(m)HOT).

Junano3un/ B3aumozeiicTBue He U3y4anocs. OpHOBpeMeHHbIi  MpHem
OMTpuLMTaOUH npenapara DBumiepa M
Junano3un (400 mr 1 pa3 | JIugaHosuH: JIM/IaHO3MHA He
B f1eHb)/ Puinusupun’ AUC: 1 12% pPEKOMEH/yeTCs.

Chin: HE PUMEHUMO

Cma\: =

PunnuBupuH:

AUC: &

Cmm: -

Cma\': =
Hunano3un/ OpHOBpeMeHHBIH npueM TeHo(oBHpa
Tenodosupa JU30MPOKCHIIA U AWAAHO3MHA MPUBOIUT
JIM30MPOKCHIT Kk 40-60% yBenMUYEHHIO CHUCTEMHOrO

BO3/ICHCTBUS JIMIAaHO3HMHA, YTO MOXKET
NPUBECTH K  MOBBILIEHUI  pHUCKa
HE)KellaTe/bHbIX peaKlMil, CBA3AHHBIX C
auaaHo3uHoM. Coolmanoce 0 peakux
clyyasiX pasBMTHS NaHKpeaTHTa M
JIaKTaT-auM/103a, MHOrJa C JieTalbHbIM
HCXO0M.

CoBmecTHOe MpUMeHeHHe TeHO(pOoBHpa
JIM30MpPOKCUIA U M1aHo3uHa B 103e 400
MI B JIEHb CBSI3aHO CO 3HA4YUMBIM
cHUKeHueM kouu4vectBa CD4 kieTok,

BO3MOXKHO BCJICACTBHE
BHYTPUKJIETOYHOI'O B3aUMOJEHUCTBHUS,
MOBbIIAKOUICTO KOHUEHTpaLHKO
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JlekapcTBeHHbIE
npenaparbl

Bo3neiicrBue Ha
(hapMaKkoKHHeTHYeCKHe mapaMeTpbl
(AUC, Cmax, MEHHEMAJILHAS
KOHUeHTpauus B njaa3me (Cmin)
APYTHX NpenapaToB

PexkomMenganun mo

OHOBpPEMEHHOMY

npHeMy ¢ APYrHMH
npenapaTamMu

bocdopunupoBaHHoro (aKTUBHOTO)
auaaHo3uHa. CoBMecTHOe Ha3HaueHue
CHHIKEHHOH 103bl AuaaHo3uHa 250 mr ¢
TeHo(oBHpa JIU30MPOKCUIIOM
COMPOBOXKAANOCH  COOOIIEHUSAMH O
BBICOKOW 4acToTe BHPYCOJOMMYECKOM
HeI(EKTUBHOCTH MPH MCIOJIL30BAHHH
HECKOJIbKHX U3y4aemMbIX
KOMOMHHPOBaHHBIX JIeKapCTBEHHBIX
dopm st nevernss BUY-1-unHpekunm.

Hu2udoumopst npomeassr (HII) — ycunennsie HU3KOU 00300 pumoHasupa

ArtazaHaBup/ B3aumopeiictBue He n3y4anocs.
PutonaBup/

OMTpUUHMTAOMH

ArtazanaBup/ B3aumoneiicTBre He U3y4anoch.

PuToHaBup/ puinuBUpuH

Artazanasup (300 mr 1 pa3
B JeHb) Purtonasup (100
mr 1 pa3 B geHb)/
TenodoBupa AU30MpPOKCHIT
(245 mr 1 pa3 B j1eHb)

ATa3zaHaBup
AUC: | 25%
Crax: 128%
Coin: 126%

Tenodoup:
AUC: 1 37%
Chax: 134%
Cain: 129%

JlapynaBup/  PutonaBup/
OMTpULHTAOUH

BzaumozeiicTBre He H3y4anocs.

Hapynasup (800 mr 1 pa3 B

nenb)/ Putonasup (100 mr
1 pa3 B JIeHB)/
Punnusupun’

JlapyHaBup:
AUC: <
Chin: 111%
Cmax: =

PunnuBupuH:
AUC: 1 130%
Chin: 1178%
Cais 179%

Japynasup (300 mr 1 pa3 B
aenb)/ Putonasup (100 mr
1 pa3 B neub)/ TeHodoBupa
ausornpokenn (245 mr 1
pa3 B J1€Hb)

JapyHaBup:
AUC: &

Coin® <

Tenodoup:
AUC: 1 22%
Chin: 137%

JlonunaBup/putoHaBup/

B3anmojeiicTBre He M3y4aloCh.

OnHOBpeMeHHBIH  MpHeM
npenapata JBuIIEpa C
YCHJIEHHBIMH

PUTOHABUPOM UII
BBI3bIBACT MOBBILIEHHE
KOHLEHTpaLHH
pUWJINMBHPHHA B [UIa3Me
(uHrubupoBaHue

usodpepmentoB CYP3A).
Koppekuuss ~ no3el  He
TpebyeTcs.
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Bo3aeiicrBue Ha
(hapmMaKOKHHeTHYECKHE MapaMeTPhbl

PexkomMenaanuu no

JlekapcTBeHHbIE (ATIC, Cass, MERRMATEEY OIHOBPEMEHHOMY
fipenaparel KoHUeHTpanus B njazme (Cmin) RREER RN
npenapaTramu
JAPYTHX NpenapaToB
IMTPULIMTAOUH
Jlonunasup (400 mr 2 paza| JlonuHaBup:
B JieHb) /putonaBup (100 AUC: <
mr 2 pasa B jgeHb)| C...:111%
/punnuBupu’ Conac: <
(MArKHe KarcyJibl) PuanuBupuH:
AUC: 1 52%
Chin: T 74%
Crax: T29%
Jlonunasup (400 mr 2 pasa| JlonuHaBup/puTOHABUP
B JeHb) /putoHaBup (100 AUC: «
mr 2 paza B JeHb)| C,.: <
/TeHooBHpA AM30NPOKCHA | C, . - >
(245 mr 1 pa3 B neHb)
Tenodosup:
AUC: 1 32%
Cmax: 2
Chin: T 51%
Anmazonucmet peyenmopa CCR5
Mapasupox/ B3aumopeiicTBrie He H3y4aloCh. He 0)KHJaeTcs
OMTpULUTAOUH KJIMHUYECKH
Mapasupok/ B3aumozeiicTBue He H3y4anoch 3HAUYMMOTO
Punnusupus JIeKapCTBEHHOTO
Mapasupok (300 mr 2 paza| AUC: < B3aUMO/ICHCTBHUS.
B aenp)  Tenodoupa| C,,.: <
Auzonpokcu (245 mr 1 pa3| Kouuenrpauus TeHogoBHpa ne| Koppekuus 1o3el  He
B JIeHb) U3Mepsiiach, B3aUMO/IeHCTBHUS He | TpeOyercs.
0KHJaercs
Hnzubumopst unmezpasoi
PanrterpaBup/ B3aumo/eiicTBre He H3y4aloCh. He 0’KM/1aeTcs
OMTpULMTAOHH KJIMHUYECKH
Panrerpasup/ Punnusupun | Panterpasup: 3HA4YUMOro
AUC: 1 9% JIEKapCTBEHHOI0
Cmin: 1 27% B3aUMO/IEHCTBUS.
Cmu: T 10%
Punnusupu: Koppekuust 1036l He
AUC: & TpebyeTcs.
Cmin: <
Cinax: <

PanterpaBup (400 wmr 2

PanrerpaBup:

paza B neub)/ Tenodosupa| AUC: 1 49%
JIM30MPOKCHIT Cin: 1 3%
Cmax: T 64%
(MexaHu3M B3aMMO/ICHCTBHS
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Bo3neiicrBue Ha
papmakokuHeTHYECKHE MApPaAMeTPBI

Pexomenpanuu no

He:::)::;:::ue (AUC, Cmax, MEHEMAIbHAS ﬁg:::;’?:::;:"ﬁ;
KoHUeHTpanus B njaasme (Cmin)
npenapaTamu
APYTHX NpenapaToB
HEU3BECTEH)
Tenodosup:
AUC: | 10%
Cion: | 13%
Crax: l 23%
Jpyzue npomueogupycrsie npenapamsi
JleaunacBup/ Jleaunacsup: Koppekuust 1031 He
Codocoysup (90 Mr/400 mr | AUC: < PEKOMEHyeTCH.
| pa3 B neHb)/ Cmax: < [ToBbileHne
OMTpULMTaOUH/ Chin: © KOHLIEHTpaLUH
Punnusupus/ Tenodosupa TeHodoBupa MOKET
ausonpokeun (200 wmr/25 | CodocOysup: YBEIUYUTb  BEpPOSATHOCTH
mr/245 mr 1 pa3 B ieHb) AUC: & pa3BUTHS MoOOYHBIX
Crnax: < 3¢ eKToB, CBA3AHHBIX C
npUMeHeHHeM
GS-331007*: TeHo(oBHpa
AUC: & JM30MPOKCHIIA,  BKIIHOYas
Cmax: © HapylIeHHe GbyHKUMHK
Chin: < MoYex. Cnenyer
TwaTenabHO Habmoaath 3a
OMTpULMTAOUH: (yHKUHEH moYek.
AUC: &
Crmax: <
Chin: &
PunnuBupuH:
AUC: <
Crax: <
Chin: <
Tenodgosup:
AUC: 140 %
Crmax: <
Cmin: T 91 %
Codocdysup/ Codocoysup: Koppekuust ~ 1o3el  He
Bennatacsup (400 mr/100 | AUC: < peKoOMeHyeTcs.
mr | pa3 B aeHb)/ Cmax: < [ToBbieHHE
DMTpULUTAOUH/ KOHLIEHTPALUH
Punnusupus/ GS-331007* TeHo(oBUpa MOXeT
Tenodosupa AUC: & YBEJIHUYUTh  BEPOSTHOCTh
ausonpokcua (200 mr/25 | Cpax: <> pa3BUTHS noOOUHBIX
mr/245 mr 1 pa3 B JieHb) Cmin: © 3¢ ¢eKToB, CBS3aHHBIX C
npUMeHeHHeM
BennaracBup: TeHo(OoBUPA
AUC: & JIM30MPOKCHIIA,  BKJIKOYast
Cmax: © HapylleHHe byHKUMH
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Bo3paeiicrBue Ha
(apMakoKkHHEeTHYECKHE NapaMeTpbl

Pexomenganuu no

JlekapcTBeHHbIE (ATIC. 1 e, MR OTHOBPEMEHHOMY
fpenapaTht KOHUeHTpauus B mja3me (Cmin) WRHEMY ©IpyTHME
npenapaTamMu
APYTHX NpenapaToB
Chin: © noyex. Cnenyer
TwaTeabHO Habmoaath 3a
DOMTPULIMTAOUH: byHKUMEl noyek.
AUC: &
Cax: <
Chin: ©
PunnuBupu:
AUC: <
Crax: <
Chin: ©
Tenodosup:
AUC: 1 40 %
Chax: T 44 %
Chin: T 84 %
Coc¢ocOysup/ B3aumopeiicTre c npenaparom | Koppekuusi ~ 103sl  He
Bennaracsup/ DBHIIIepa He U3y4anoch. pEKOMEHYETCH.
Bokcunanpesup (400 wmr/ [ToBbienue
100 mr/ 100 mr+100 mr 1 | Oxcuoaemes: KOHLIEHTPALUK
pa3 B aeHb)’/ Punnusupus/ TeHohoBHpa MOJKeT
Omrpuuutabus (25 mr/200 | Codocbysup: YBEIUYHUTb  BEPOATHOCTh
mr 1 pas B neHsb)° AUC: < pa3BUTHS MOOOYHBIX
Crmax: < 3¢ dekToB, CBI3aHHBIX C
NMpHMEHEeHHEM
GS-331007*: TeHo(oBHpa
AUC: & JIM30MPOKCUIA,  BKJIIOYas
Cimax: © HapylueHHe byHKUHH
Chin: < Moyex. Cnenyer
TaTenbHO Habmoaath 3a
BennaracBup: (dyHKUMElR MoYeK.
AUC: &
Crax: ©
Cmin: <
Bokcunanpesup:
AUC: &
Cmax: ©
Cmin: <
PunnusupuH:
AUC: &
Chin: <
Crax: <
OMTPULMTAOMH:
AUC: <
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Bo3aeiicrBue Ha
(apMaKoOKHHETHYECKHE MapaMeTpbl

Pexomenganuu no

JlekapcTBeHHbIE (ATIC Ces, MR RT3 O/ITHOBPEMEHHOMY
npenaparsl npHeMy ¢ ApyruMH
KoHueHTpanus B mjiazme (Cmin)
npenapaTamu
APYTHX NpenapaTos
Cax: <
Cmin: <
Tenodoup:
AUC: 1
Cmax: )
Chin: T
CodocOysup/ B3aumojeiicTBie He H3y4anocs. Koppekuuss ~ no3e1  He
OMTpULMTaOUH Tpebyercs.
Codocbysup (400 mr 1 pa3 | CopocOysup:
B aeHb/ Punnuupun (25 | AUC: «
mr 1 pa3 B JieHb) Cmax: 121 %
GS-331007*:
AUC: &
Ciax: <
Punnuupu:
AUC: &
Crmax: <
Chin: ©
CodocoyBup/ BzaumozeiicTBre He H3y4anock.
Tenodosupa
JIM30MPOKCHII
Pubasupun/ Tenodosupa| Pudasupun: Koppexkuuss ~ 103bl  He
JIM30MPOKCHI AUC: & Tpebyercs.
Crmax: <>
Cmin: HE PaCCYMTAHO
Cumenpesup (150 mr 1 pa3| CumenpeBup: Koppekuusi 103b1  He
B JeHb) / PunnuBupun (25| AUC: < Tpebyercs.
mr 1 pa3 B ieHb) Cmax: 110 %
Cuin: ©
Punnuupun:
AUC: &
Cmax: ©
Chin: T 25 %
Cumenpesup (150 mr 1 pa3| Cumenpesup:
B JaeHb) / Tenodosupa| AUC: | 14 %
auzonpokcni (245 mr 1 pa3| Cmax: | 15 %
B JIEHb) Cmin: | 7%
Tenodosup:
AUC: &
Cma\': T 19 %
Chmin: T 24 %
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JlekapcTBeHHBIE
npenaparsbl

Bo3aeiictBHe Ha

APYTHX NpenapaToB

(hapMaKOKHHeTHYECKHE MapaMeTpbl
(AUC, Cmax, MHHHMAJILHAS
KoHueHTpauus B miasme (Cmin)

PexoMenaanuu mo

O/JHOBPEMEHHOMY

npHeMy ¢ ApyruMu
npenapaTamMu

ITPOTHBOI'EPITIETHYECKHE ITPEIIAPATHI

damuukioBup/
OMTpuLMTaOUH

DaMUUKIOBUP:
AUC: &
Crmax: <

Cmin: HE paccuUuTaHO

OMTPULUTAOUH:
AUC: &
Crmax: <

Chin: HE pacCYMTaHO

Koppekuus 10361 He
TpebyeTcs.

ITPOTHBOI'PUBKOBBIE ITPEIIAPATHI

Ketokonazon/
OMTpULUTAOUH

B3aumopeiicTBuie He U3y4anoch

Kerokonazon (400 mr 1 pa3| Ketokonasou:
B JieHb)/ Puanusupun’ AUC: | 24%
Cmin: l, 66%
Ciax: ©
daykonazon’
WUtpakounaszon’ Punnusupu:
[TosakoHazoun’ AUC: 1 49%
Bopukonaszon® Cumin: T 76%
Cmax: T 30%
Kerokonazon/ B3aumojeiicTBue He H3y4anocs.

TenodoBupa auzonpokcu

CoBmecTHOE
HCIOTb30BaHUE
npenapara JBurepa ¢
a30J1IbHBIMH
NPOTHBOrPUOKOBBIMH
npenapatamM  MOXeT
BbI3bIBATh MOBBILIEHHE
KOHLEHTpALUH
PUIIMTHBUPHHA B
niaasme

(uHrubuposaHue
130(epMeHTOB

CYP3A).

[lpu no3e punnuBHpHHA
25 MI KOppeKLHs 103bI He
TpebyeTcs.

AHTHMHKOBAKTEPHA/IbHBIE ITPEITAPATHI

Pudabyrun/ B3aumoneiictBue He H3y4anoch. [Tpu COBMECTHOM

OMTpuLMTAOUH NMPUMEHEHUH [penapara

Pucabytun (300 mr 1 pa3 B| Pudabyrun: DBHMIepa c

nenb)/ Punnusupun® AUC: & prupabyTHHOM BO3MOKHO
C iz €# pa3sBUTHE 3HaYUMOro
Coax: © CHU)KEHHUSI KOHLIEHTPaLHH

Pudabyrun (300 mr 1 pa3s
B JIeHb)/ Punnusupus (25
mr 1 pa3 B 1eHb)

25-0-pe3auetun-pudadyTuH:
AUC: &
len:

Cma\: <

«>

PunnuBupuH:
AUC: | 42%
Chin: 148%
Chax: 131%

PUINHMBUPHHA B MIa3me
(MHAYKUMS ~ aKTUBHOCTH
u3opepmenta CYP3A). B
ciyyae HeoOXO0AMMOCTH
COBMECTHOTO
NpUMEHEHUsl Tpernapara
DOBunnepa u pudabyTuHa
pexomeHayeTcs
JIOTOJTHUTEIBHO
NPUHUMATh 25 Mr
pWJINUBUPMHA B J€Hb B
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JlekapcTBeHHbIE
npenaparbl

Bo3jaeiicrBue Ha
(papmMaKkoOKHHeTHYECKHE MapaMeTpPhbl
(AUC, Cmax, MEHHMAJILHAS
koHueHTpauus B miasme (Cmin)
APYTHX NpenapaToB

Pexomenaanuu mo
O/ITHOBPEMEHHOMY
npuemMy ¢ ApyraMH
npenapaTamMu

Pudadyrun (300 mr 1 pa3
B eHb)/ Punnusupus (50
mr | pa3 B aeHb)

PunnuBupuH:

AUC: 1 16%

Chin: ©

Cmax: T 43%

(Mo cpaBHeHUIO C rMpuHeMoM 25 Mr
puanuBupuHa | pa3 B JeHb 0e3 Kakux-
1100 Apyrux npenaparos)

TeYeHHWe BCEro MnepHojaa
COBMECTHOIO
MpUMEHEeHHs ¢
pucpabyTHHOM.

Pudadbytun/ B3aumojeiicTBre He H3y4anock.

TenodoBupa AW30MPOKCHIT

Pudamnuun/ B3aumopeiictBue He U3y4anocs. [Ipenapatr DBuniepa He

OMTpULHUTAOUH JIOJDKEH MCIOJb30BaThCA

Pudamnuunn Pudamnuuu: B KOMOUHALUH c

(600 mr 1 pa3 B menn) | AUC: < pudamMuuuHOM,

Puinusupun’ Cpin: HE IPUMEHHMO MOCKOJIBKY npu
Ciusit + COMYTCTBYIOLIEM

NMPUMEHEHUH  BEPOSTHO

25-ne3aueTui-pudamMmuinH: PasBUTHE SEANHMALO

AUC: | 9% CHUKEHHUS KOHLUEHTpaLUuu
Chin: HE TIPUMEHUMO pUJINUBUPHHA B [Ja3Me
Crnax: © (MHAYKUMS ~ AKTUBHOCTH
usopepmenta CYP3A).
PunnuBupuu: DTO MOXKET MpPUBECTH K
AUC: | 80% CHH)KEHHUIO
Cumin: 189% TepaneBTUYECKON
Crmax: [69% 3¢ dekTuBHOCTH
Pudpamnuuun (600 mr 1 Pudamnuuuu: npenapara JBHILIepa.
pa3 B nens) | AUC: &
Tenodoupa Cra: <
AM30MpoKcH (245 mr | Tenohosup:
pas B J1€Hb) AUC: <
Cmu: =
Pudanentun’ B3aumoneiictBue ¢ komnoHeHtamu | [Ipemapar Dsumiepa He

npenapara JBHIUIEPA HE H3Y4allOCh.

JOJKEH MCIOJIb30BaThCS
B KOMOHHALUU c
pudaneHTHHOM,
MOCKOJIbKY npu
COBMECTHOM MPHMEHEHUH
BEpOSITHO pa3sBHTHE
3HAQYUMOTO  CHHIKEHHs
KOHLEHTpaLUH
PUINUBHPHHA B [U1a3Me
(MHAYKUMS — aKTHBHOCTH
u3opepmenta CYP3A).
DTO MOXKET MPHUBECTH K
CHUIKEHUIO
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Bo3paeiicrBue Ha
(hapmMaKkoOKHHeTHYECKHE MapaMeTphbl

PexkomeHnganun no

JlekapcTBeHHbIE O/IHOBPEMEHHOM
= Ena P (AUC, Cmax, MHHHMAJIbHAS u llneMpc 1 l“HM);l
penap KOHUeHTpanus B nja3me (Cmin) pROMY-CAPY
npenapaTamu
APYTHX NpenapaTos
TepaneBTHYECKOH
s¢dexTuBHOCTH

npenapara JBHILIepa.

AHTHBHOTHKH I'PYIIIIBI MAKPOJTH/IOB

Knapurpomuuuu
DPUTPOMHLIMH

B3aumoeiictBue c KakuM-JIn00
KOMIIOHEHTOM Mpenapara JBHUIliepa He
M3y4aaoch

OaHOBpeMeHHbIH
npuem npenapara
OBuniepa c

yKa3aHHbIMU
MaKpOJIMAHBIMU
AHTHOMOTHKAMU MOXKET
BbI3BaTb  [OBBILICHUE
KOHLIEHTPaLHH
PUINHBUPHHA B MIa3Me
(uHrHOMpoBaHue
aKTUBHOCTH
HN30()epMEHTOB
CYP3A).

Ecnu MMeeTcs
BO3MOYKHOCTB, ClieJyeT
obcynuTh Bompoc 00
MCIOJIb30BaHUH
aJIbTePHATHBHBIX
npenapaToB, HarpuMmep,
A3UTPOMHLIMHA.

ITPOTHBOCY/JJOPO/KHBIE ITPEITAPATHI

Kapbamazenun
OxkckapbazenuH
®enobapburan
DeHUTOUH

B3aumopeiictBue C KaKuM-1100
KOMITIOHEHTOM Ipernapara BBunnepa HE
H3y4aJloChb.

[Ipenapar DBuruiepa He
JIOJIKEH HMCIOJb30BaThCs
B KOMOMHALMH c
yKa3aHHbIMU
MPOTHUBOCYI0POKHBIMH
npenaparamu, MOCKOJIbKY

Mpu COBMECTHOM
[MPUMECHECHHUH BEPOATHO
pa3sBUTHUE 3HA4YUMOro

CHHI)KEHHS KOHLUEHTpaLUH
pPUINMUBHPHHA B [UIa3Me
(MHAYKUMS ~ aKTHBHOCTH
usopepmenta CYP3A).
DTO MOXET MpPUBECTH K
CHUIKEHHIO
TepaneBTHYECKOH

3¢ deKTUBHOCTH
npernapara JBUILIEpa.

ITTIOKOKOPTHKOCTEPOH/IbI
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JlekapcTBeHHbIE
npenaparbl

Bo3aeiicrBue Ha
(hapmMakoKHHETHYECKHE MapaMeTphbl
(AUC, Cmax, MHHHEMAJILHAS
KoHUeHTpauus B niaasme (Cmin)
JAPYrUX NpenapaTros

PexoMengauuu no

OJHOBPEMEHHOMY

npHeMy ¢ APYrHMH
npenapaTamMu

JlekcameTa3oH
(CUCTEeMHBIH, 3a
UCKJTFOYEHHEM
HCIOJIb30BaHHS
OJIHOKPATHBIX 103)

B3aumoneiictBue c KaKUM-JIHOO
KOMIIOHEHTOM Mpenapara JBuIjiepa He
M3y4aJoch.

[Ipenapatr DOBumniepa He
JIOJKEH HCIMOJb30BaThCA
B KOMOMHALUH c
CHUCTEMHBIM
JIeKCaMeTa30HOM (3a
MCKIIIOUEHUEM
O/IHOKpaTHOM J103bl),
MOCKOJIBKY npH
COBMECTHOM MPUMEHEHUH
BEPOSITHO pa3BuTHE
3HAYUMOT0 CHU)KEHUS
KOHLIEHTpaLUU
pUIMUBHPHHA B IMUIa3Me
(MHIYKUMS ~ aKTHBHOCTH
u3odpepmenta CYP3A).
DTO MOXeET MpPUBECTH K
CHHIKEHUIO
TeparneBTHYECKOi

3¢ PeKTUBHOCTH
npenapara DBUILIepa.

Cnenyer 00cyauTh
BOMpPOC 006
MCIOJIb30BaHHH
aJIbTePHATHBHBIX
npenapaToB,  0COOEHHO
npH JUTUTENIbHOM
JIeYCHUH.

HHTHEHTOPBI ITPOTOHHOH ITOMITHI

Owmenpazon/ BzaumozeiicTBre He H3y4anocs.
OMTPULHTAOUH
Owmenpazon Owmenpasou:
(20 mr 1 pa3 B jnenn) | AUC: | 14%
Puanusupun’ Cin: HE IPUMEHUMO
Conax: 114%
Hchonpa307n: Punnusupux:
PaGenpason” AUC: | 40%
I'laHTonpazoni Coin: 133%
D30Mmernpazon” Coont 140%
Owmenpason/ B3aumojeiicTBue He H3y4anoch.
Tenodosupa
JIM30TPOKCHIT

[Ipenapar DBuniepa He
JIOJDKEH HUCIOJIb30BaThCs
B KOMOUHALUH C
MHrHOMTOpaMH
MPOTOHHO MOMITBI,
MOCKOJIbKY npu
COBMECTHOM MPUMEHEHUH
BEPOSITHO pa3zBuTHE
3HA4YUMOro CHHIKEHHS
KOHLIEHTpALHH
pWINUBUPUHA B [UIa3Me
(cHM)KEHHMEe BCacChIBaHMS,
MOBbILIEHHE pH
Kenyjaka). DTO  MOXKeT
MPUBECTH K CHUKEHHIO
TepaneBTUYECKOM

s dexTuBHOCTH
npenapara JBHILIEpA.
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BosaeiicTrBHe Ha
(apmakoKHHeTHYECKHE MapaMeTPhbl

PexomeHganuu no

JlekapcTBeHHbIE O/IHOBpPEMEHHOM
npgnaparu (AUC, Cmax, MEHEMAaJIbHAS n[J)lneM)l')c Ilpyl"HM)l,l
koHuenTpauus B miaasme (Cmin)
npenapaTamu
APYTHX NpenapaToB
AHTAI'OHHCTBI H>-THCTAMHHOBBIX PELIEIITOPOB
®damoTuuH/ B3aumopeiicTBue He U3y4asnocs. [Ipenapat DBurmiepa
OMTpULUTAOMH JIOJDKEH  MCIOJIb30BaThCs
damoTuanH Punanusupu: ¢ 0c060i#i 0CTOPOKHOCTBIO
(onHokpatHas no3a 40 mr | AUC: | 9% B KOMOMHALMH c
3a 12 yvacoB no npuema | C,;,: He MTPUMEHHMO aHTarOHUCTaMU Ho-
punnuBUpHHA)/ Corax: © peLenTopoB, MOCKOJIBKY
Punnusupun’ npu COBMECTHOM
NMPUMEHEHUH  BEPOSTHO
Lliumeruaun’ 3HAUMTENbHOE CHUXKEHHE
Husaruaun’ KOHLIEHTPALIMHU
PauuTuanH’ PUJIMUBUPHHA B [U1a3Me
damotuanH PunnusupuH: (CHM)KEHUE BCaChbIBaHUS,
(onHOKpaTHas 1032 AUC: | 76% TMOBbILIEHHE pH
40 mr 3a 2 yaca 10 npuema | Cpin: He IPUMEHHMO KesyKa). JlonmxkHBl
pUInUBHpPHHA)/ Crax: |85% MCIO/Ib30BaThC  TOJBKO
Pusnusupun’ Te  aHTaroHuctsl  Ho-
damoTuaNH PunnuBupuH: peuenTopos, KOTOpbIE
(onHokpatHas po3a 40 | AUC: 1 13% MOKHO NPUMEHSATD | pa3 B
mr uepe3 4 yaca nociae | Cmin: HE IPUMEHUMO aewb.  Crenyer  ctporo
npuema puanuBupuHa) | Cmax: T 21% CIeAWTH 3@  CXEMOii
Puanusupun’ JI03UPOBaHUS
damoTuauH/ B3aumoseiicTBue He H3y4anoch. AHTaroHUCTOB Ho-
Teﬂoq;)ogupa pEUEnTOpOB, KOTOpbIE
JIU30MPOKCHIT JIOJDKHBI  Ha3Ha4aThes,
Kak MMHUMYM, 3a 12
4acoB /10 MJIH uepe3 4 yaca
rocJie rnpuema rnpernapara
DBuepa.
AHTAIIH/THBIE CPE/ICTBA
AnTtauuael  (Hanpumep, | BzaumoneiictBue ¢ kakum-nu6o | [pemapar DBuniepa

THAPOKCH MarHusi WM
ATIOMUHUS, kapOoHaT
KaJlbLUsl)

KOMITOHECHTOM IIpenapara SBunnepa HE
U3y4ajloChb.

JIOJDKEH HCIMOJIb30BaThCS
C  OCTOPOXXKHOCTBIO B
KOMOHMHALMH C
aHTaUu/JaMu, MOCKOJbKY
npu COBMECTHOM
NPUMEHEHWH  BEPOSITHO
3HAYMUTEJIbHOE CHHIKEHHE
KOHLEHTPALUH

pUIMUBUPHHA B Ta3Me
(CHMXKEHUE BCachbIBaAHMS,

MOBbILICHHE pH
Kenyaka). AHTALU 1B
JIOJKHBI Ha3Ha4aThbCs

MHHUMYM 3a 2 yaca J0
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JlekapcTBeHHbIE
npenaparbl

Bo3jaeiicrBue Ha
(apMakokHHeTHYECKHE TapaMeTPbl
(AUC, Cmax, MHHHMAJIbHAS
KOHUeHTpanus B njaa3me (Cmin)
APYTHX NpenapaToB

PexoMeHaanum no

OIHOBPEMEHHOMY

npHeMy ¢ APYrHMH
npenapaTamMu

uaM yepe3 4 yaca mocie

npuema npenapara
DBHILIEpA.
HAPKOTHYECKHE AHAJIBTETHKH
Mertanon/ B3aumopeiicTBue He U3yyanoch [Tpu OJIHOBPEMEHHOM
OMTpULUTAOUH npueMe  MeTajoHa U
Meranon (60-100 mr 1 | R(-) metanoH: npenapara DBuMiepa
pa3 B nenb, | AUC: | 16% KOppeKUMs  J03bl  He
UHIUBUAYaTu3UpoBaHHas | Cmin: [22% Tpebyercs.
J03a)/ PunnuBuput Cmax: [ 14% OjHaKo peKoMeHyeTcs
Punnusupu: HabaonaTh 3a
AUC: «* KJIMHUYECKUM
Cmin: ©* COCTOSIHUEM  MAallUeHTa,
Cmax: <* MOCKOJIbKY ~ HEKOTOPbIM
*Ha OCHOBaHHH MCTOPUYECKOTrO | DOJIbHBIM MOJKET
KOHTpOJIS notpedoBarTbcs
Metanon/Tenodosupa MetaznoH: KOppeKuHs
JIM30MPOKCHIT AUC: < MO/IEPKUBAIOILEH  103bI
Chin: © METaJ0Ha.
Crmax: ©
Tenodosup:
AUC: &
Cmin: <
Cinax: <

HEHAPKOTHYECKHE AHA/TBI'ETHKH

[Tapaueramon/ BzaumoneiicTBue He U3y4anocs. Koppexkuun 1031 He
OMTpULMTAOHH Tpebyercs.
[Tapaueramon [Tapaueramonn:
(omHokpaTHas jo3a 500 | AUC: <
mr)/ Puanusupun’ Chin: HE TPUMEHUMO
Crnax: ©
PunnusupuH:
AUC: &
Cmin: 126%
Crmax: <
[Tapaueramon/ B3aumopeiictBie He H3y4aloCh.
Tenodosupa
JIM30MPOKCHII
ITEPOPAJ/IBHBIE KOHTPALIEIITHBbI
DTUHMIICTpaano/ B3aumozeiicTBue He H3y4anoch. Koppekuun 1031 He
Hopatunapon/ Tpebyercs.
DMTpPHIIMTAOWH

Orununacrpaauon (0,035

o1H HUJIDCTPAAHOIT:
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Bo3aeiictBae Ha
(hapmMakoOKHHETHYECKHE MapaMeTpbl

Pexomenaanuu no

JlekapcTBeHHbIE TAXIC, Cals sesmBMBnENnS O/IHOBPEMEHHOMY
SRR S KoHUeHTpanus B miasMe (Cmin) WRRERL), BARYORHN
npenapatamu
APYTHX NpenapaToB
mr 1 pa3 B JeHsp) | AUC: <
Punnusupuu Cmin: ©
Cmax: 117%
Hopatunapon (1 mr 1 pa3
B JIeHb)/ PunnuBupun Hopatunapon:
AUC: &
Cmin: ©
Ciax: <
PunnuupuH:
AUC: «*
Cuin: <*
Crnax: ©*
*Ha OCHOBAHMU HUCTOPHYECKOrO
KOHTpOJIst
DTUHUIICTpaaHO/ DTUHUIACTPAAUOI:
Hopatunapon/ AUC: &
Tenodosupa Crmax: <«
JIM30MPOKCHI
Tenodgosup:
AUC: &
Crax: <>
Hoprectumar/ Hoprecrumar: Koppekuun  1o3bl  He
DTUHUAICTpAN O/ AUC: & Tpebyercsi.
Tenogosupa Cmax: ©
JIM30MPOKCHI Cuin: HE pacCUYUTAHO
DTUHUIICTPAAUOIL:
AUC: <
Crnax: <
Chin: ©
AHTHAPUTMHYECKHE IIPEITAPATBI
Jlurokcun/ B3aumojeiicTBue He H3y4alloch. Koppekuun  1o3bl  He
OMTpULUHTAOMH TpedyeTcs.

Jlurokcun/ Punnusupun

JIMrokcuH:
AUC: <
Chin: HE TIPUMEHUMO

Cinax: ©

Hurokcun/ Tenodoupa
JAH30MPOKCHII

B3aumojeiicTBue He H3y4anoch.

AHTHKOATI'YJIAHTBI

Jlaburarpana sTekcuiat

BsaumoielictBue c KaKuM-JIM00

Jlaburarpan crneayer c

KOMITOHEHTOM Mpernapara DBHIJepa He | OCTOPOXKHOCTBIO
H3y4asoCh. HazHa4yaTb  BMeCTe C
npenaparom  DBHIIEpa,
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BosaeiictBue Ha
hapMakoKHHETHYECKHE MapaMeTpbl

PexomeHaanuu no

JlekapcTBeHHbIE (AUC, Canax, MHHHMATbHAS O/IHOBPEMEHHOMY
fipenapaTbl xonuenrpauus B njaasme (Cmin) UPHCMy'S ARyrRME
npenapaTamH
APYTHX NpenapaToB
MOCKOJIBKY
npezrnoaraercs
MOBbILLIEHHE
KOHLEHTpaLHH
naburatpaHa B a3me
KpoBH  (MHruOMpoOBaHHE
P-rnukonporenHa B
KHMLUEYHHUKE).
HMMYHOIEIIPECCAHTBI
Takponumyc/ Takponumyc: Koppekuun 10361 He
Tenodosupa AUC: & Tpedyercs.
AN30MPOKCHIT/ Cmax: «
DOMTpUUHMTAOUH Chin: HE pacCYUTAHO

OMTpULUTAOUH:!
AUC: &
Crmax: <

Cmin: HE PaCCUUTAHO

Tenodosup:
AUC: <
Crmax: <

Chin: HE pacCYuTaHo

THIIOTTTHKEMHYECKHE CPE/[CTBA

Merdopmun/ B3aumoeiicTBue He U3y4aoch. Koppekuun 103el  He
OMTpULHMTAOUH TpebyeTcs.
Metpopmun MetdopmuH:
(oaHokpatHas no3a 850 | AUC: «»
mr)/ PunnuBupuH Chin: He IPUMEHUMO
Ciax: «
Metdopmun/ B3aumojeiicTBue He H3y4alloCh.
Tenodosupa
JM30MPOKCHII

JIEKAPCTBEHHBIE ITIPEITAPATBI PACTHTE/IBHOI' O ITPOUCXOKJIEHHA

3Bepo0oi
NPOAbIPABIEHHbIH
(Hypericum perforatum)

He MPOBOUIIOCH HUCCIe10BaAHU I
B3aUMOJEUCTBUM HHU C OJHUM U3
aKTHUBHBIX KOMIIOHEHTOB Mpenapara
DBurIepa.

[Ipenapatr DBumniepa He
JO/DKeH TMPUMEHATbCS B
KOMOMHALUU c
npenaparam,
cojepkauuMu  3BepoOoii
PO bIPSIBIIEHHBIH,
MOCKOJIBKY npH
COBMECTHOM Ha3HAYeHUU
BEPOSITHO 3HAYUTEIbHOE
CHHYKEHHE KOHLIEHTpALUH
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JlekapcTBeHHbIE
npenaparsl

Bo3aeiicTrBue Ha
($hapMaKOKHHeTHYECKHE NapaMeTpbl
(AUC, Cmax, MHHHMAJILHASA
KoHueHTpauus B miaasme (Cmin)
APYTHX NPenapaTos

Pexomenaauuu no

OJHOBPEMEHHOMY

npHeMy C IpyruMH
npenapaTamMu

PUINUBUPHHA B IUIa3Me.
DTO MOXET MPUBECTH K
CHIKEHHUIO
TeparneBTUYECKON

3¢ eKTUBHOCTH
npenapara JBuILIepa.

HHI'UBHTOPBI 'MI'-KoA PE/JYKTA3bI

ATtopBacTaTuH/ B3aumopeiicTBre He M3Yy4aloCh. Koppekuun  1o3el  He
OMTpULHTAOUH TpebyeTcs.
ArtopsactatuH (40 Mr 1 | ATopBacraTuH:
pa3 B 1enb)/ Puinusupun' | AUC: <
Cuin: | 15%
Cmax: 1 35%
PunnuBupuH:
AUC: &
Chin: ©
Cmax: | 9%
ATtopBactaTuH/ B3aumopeiicTBre He U3y4aiocCh.
Tenodosupa
JIM30MPOKCHII
HHIUBUTOPBI ®OCPOTUICTEPA3BI 5 THIIA (®13-5)
Cunpnenadun/ B3aumopeiicTBre He H3y4aloCh. Koppekuun 1036l He
OMTpULUTAOUH TpeOyeTcs.
Cunaenadun Cunpnenadun:
(onHOKpaTHas 103a 50 | AUC: &
mr)/ Puanusupun’ Cmin: HE TIPUMEHUMO
Crax: <
PunnuBupuH:
Bapaenadun’ AUC: &
Tananapun’ Cnin: <
Cax: «
Cunpenagpun/ B3aumozeiicTBue He U3y4anoch.

TenodoBupa AM30MPOKCHII

!'B uccredosanuu nexapcmeennoo 63aumooeicmeus ucnoib308anack 003da, NpeeblulasuLds
PEKOMEHOOBAHHYIO OJISL OYEHKU MAKCUMATbHO20 3hdhexma puinusupuna 2udpoxiopuod Ha
KOHYeHmpayuio COBMeCMHO HA3HAYAeM0o20 JNeKapCmeenHo20 npenapamd. Yxazanus no
003UPOBAHUIO NPUMEHUMbL K PEKOMEHO08AHHOU 003¢ puinusupuna 25 me 1 pas é oeHo.

? [Ipenapamei 001020 K1GCCA, Y KOMOPBIX MOICHO NPOHOZUPOBANT NOXONCEE IEKAPCMBEHHOE

g3aumooeticmaue.

’ B uccredosanuu 1ekapcmeennozo 63aumo0eiicmeus ucnolb308andacs 003d, npesblulasuids
PEKOMEHOOBAHHYIO OJISl OYEHKU MAKCUMAIbHO20 dGhhexma punnusupuna 2uopoxiopuda Ha
KOHYeHRmpayuio COBMeCmMHO HA3HAYaAemMo20 1eKapcmeeHH020 npenapamd.

* IIpeobradarowuil yupkynupyiowuii mematonum cogocoysupa.
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3 Hceneoosanue npoeodunocs ¢ dobasnenuem 100 me 6oxcuranpegupa, wmobvl docmuyb
KOHYeHmpayuu 8oKcuianpesupa, oxcuoaemotl y BHY-unguyuposannvix nayuenmos.

% Heenedosanue npoeoounocs ¢ hukcuposanoti kombunayueti smmpuyumatun/ punnusupun/
menogosupa araghenamuo.

Oco0ble ykazaHus

[TauueHTsl A0MKHBI OBITh MPEAYNpPeXkAeHbl, YTO COBPEMEHHBIE AaHTHPETPOBHUPYCHBIE Mpenaparhl
He u3neyuBaoT o BUU-uHdekumu, a Takke Henb3s npeaynpeants 3apakenne BUY-undekuneit
yepe3 KpoBb MJIM MOCPEACTBOM MOJOBOro KoHTakTa. ClieflyeT npuHUMaTh HeOOXOAMMblE MepbI
MPe0CTOPOKHOCTH /1 NpeloTBpalleHus 3apaxerus BUY-undekuueii.

Bupyconoruyeckas HeahheKTHBHOCTh T€paruu ¥ Pa3BUTHE PE3UCTEHTHOCTH

[Ipenapat DBuniepa He OLEHUBAICSA y MAlMEHTOB, UMEBIIUX B aHAMHe3€ BHPYCOJIOTHYECKYIO
HedpdexkTHBHOCTL NpU  Tepanuu  KaKUM-THOO  aHTHPETPOBHUPYCHBIM  cpeacTBoM. Her
JIOCTATOYHBIX JaHHbIX, 0O0CHOBBIBAIOLIMX MCIO/IB30BAHKE Mpenapara JBUIIEpa Y MallUeHTOB C
npeasiayueii HeappexkTuBHocThIO npenaparoB kiacca HHUOT. Ilepex Hauanom Tepanuu
npenapaTom DBHILIepa CledyeT MPOBECTH TECT Ha Pe3UCTEHTHOCTh W/UITH OLEHUTh HCTOPHUYECKHE
JJaHHbIE M0 PE3UCTEHTHOCTH.

VYV yuacTHMKOB JByX wuccienoBaHuit ¢aszbl IlI, monyuaBumx smrpuuutabuH+TeHO(OBHpPa
Jau3onpokcun B kombuHauun ¢ puianuBupuHom ¢ PHK BUY-1 cBeie 100 000 komuit/mia B
TeyeHne 96 Heaenb Ha MOMEHT Hayajla TepanmuM dYallle OTMevyaloCh OTCYTCTBHE
BHpYycosiornyeckoro orsera (B 17,6 % ciyuaeB npu Mcnosib30BaHWH pUINMBUPUHA U B 7,6 %
Clly4aeB MpH UCMOJb30BaHUH 2(aBUPEH3a), 10 CPABHEHHIO C MALMEHTaAMHU, Y KOTOPbIX HA MOMEHT
Havyana tepanuu nokazarenu PHK BUY-1 Obiin He Gosnee 100 000 konwuii/ma (B 5,9 % ciaydaes
MpH HCMONB30BAHUM PHINUBUPUHA U B 2,4 % ciydyaeB Mpu HCMOIL30BaHUM d(aBUpeH3a).
OtcyTcTBHE BHpPYCOJOrHYECKOro OTBeTa HaOMIOAanoch Yy MAlMEHTOB, MPUHUMABIINX
IMTPULMTAOUH+TEHO(OBUPA JHU30MPOKCHIT B KOMOMHALIMH C pUINMUBUPUHOM Ha 48 1 96 Henene B
9,5 % u 11,5 % cnyuaes, cooTBeTcTBeHHO, U B 4,2 % u 5,1 % ciyyaeB npu UCMOJIb30BAHUH
KOMOMHALMK SMTPULMTAOUH+TEeHO(DOBUPA AU30MPOKCHI ¢ daBupeH30M. PazHuua B KoJauyecTBe
HOBBIX CJIy4aeB OTCYTCTBHUS BUPYCOJOIMUYECKOr0 OTBETA MpH aHaiu3e ¢ 48 no 96 Hexeno Mexkay
rpynnaMi, MOJyYyaBUIMMH PHJIMMBHPUH WM 3(haBUpeH3 ObLla CTaTHCTHYECKH HE3HAYMMOI.
Habmoaemas Bupyconoruueckas HeaddexkTHBHOCTb y nauneHToB ¢ nokasarensmu PHK BUY-1
cebiie 100 000 konuii/Ma Ha MOMEHT Hayala Tepanuu MpH JIeYeHHH KoMOMHauueit
smTpulTabuH+TeHoOBHpPa AU30MPOKCHIT H PUITTHBHPHH MPUBOANIIA K Oosiee BBICOKOI YacToTe
(dopMHpOBaHHs pe3UcTeHTHOCTH K npenapatam kiacca HHHUOT. V nauuenToB ¢ Habnoaaemoit

BMPYCOJIOTHUYECKO# Heyaauel Tepanuu pUJIMMBUPHHOM, Halle pa3BHBAlach PE3MCTEHTHOCTb K
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NIaMUBYIMHY/3MTPULMTAOHHY, 110 CPABHEHUIO C MAllMeHTaMu ¢ Ha0Jr01aeMoil BHPYCOJIOTHYECKOi
Hed(pGeKTHBHOCTBIO, MOTyUYaBLIMMHU Mpenapar 3haBUpeH3.

BausHue Ha cep/IeYHO-COCYIUCTYIO CHCTEMY

Hasnauyenue punnuBupuHa B cBepxTtepaneBTideckux n03ax (75 mr u 300 Mr oquH pa3 B JIeHb),
CompoBoKaaercs  yaauHenuem  uHTepBana QTc Ha  snekrpokapauorpamme  (DKI).
Ucnonp3oBaHne peKOMEHJ0BAaHHOW [03bl pPHJIMMBHPHHA 25 Mr OAMH pa3 B JIeHb He
COMpPOBOKAAETCA KIMHUYECKH 3HAYMMBIM BiAMsHHEeM Ha JiuuHy uHTepBana QTc. [lpenapar
DBHIUIEpa JO/KEH MCMOJIb30BaThCs C OCTOPOXKHOCTBIO TMPH COBMECTHOM MPUMEHEHHH C
npenapaTamH, M3BECTHBIMU CBOEH CMOCOOHOCTHIO BBI3bIBATH XKEMYJI0UKOBYIO TAXMKAPIUIO THIA
«ITUPYITY.

CoBMeCTHOe Ha3HaYeHHeE C JAPYTUMH JICKAPCTBECHHBIMHU ITpernapaTamMu

[Ipenapatr Dpuniepa He J0/KeH Ha3HA4aTbCs COBMECTHO C JPYIMMH JIEKapCTBEHHBIMH
CPEICTBAMHM,  COJEPKALIMMH ~ SMTPULUTAOWH, TeHOodoBUpa AM30MPOKCHI, TeHO(DOBHpa
anadeHaMH] WM Apyrue aHaIOTH UMTHIMHA, HampuMep, JNamuByauH. [Ipenapar DBurepa He
Clie/lyeT NPUMEHATb OJHOBpeMeHHO ¢ anedoBupa aunuBokcuiom. [Ipenapar DBumiepa He
ClIE/IyeT MPUMEHATh COBMECTHO C PUJIMMBUPHHA THAPOXJIOPHIOM, 32 HCKIIFOUEHHEM TeX ClIyYaes,
KOraa HeoOX0MMa KOppeKLUs 103kl (HanpuMmep, MpH COBMECTHOM MpHeme ¢ pHpadyTHHOM).

CoBMecTHOe Ha3Ha4YeHHe npenaparta JBUILIEpA U AWJIaHO3HHA

COBMECTHOE Ha3zHa4YeHHe ITHX npenapaTtoB HE pPEKOMEHAYETCHA, IMMOCKOJIbKY CHCTEMHOE
BO3/IEHCTBHE IMAaHO3MHA 3HAYMMO MOBBIIIAETCS MOCIE COBMECTHOTO IMMPUMEHEHHUS C TCHO(bOBHpa
AU3O0INPOKCHIIOM, HYTO MOXKET IMOBbLICUTbL PUCK pa3BUTHUSA NoOOYHBIX peaxum‘z’l, CBA3aHHBIX C
nuaano3uHoM. Coobuianock o PEAKHX CliydasX pa3BUTHA MaHKpeaTHuTa U JlakTaT-aluua03a, HHoria
C JICTAJIbHBIM HCXO/10M.

Hapyuienue dyHKLHH [10YeK

[Ipenapar DBuIIepa He peKOMeH1yeTcsl Ha3HayaTh MalHeHTaM C HapylleHHeM (YHKLHH MoYeK
cpeHel MM TshKenod creneHu (kiavpeHc kpeaTuHuHa <S50 ma/muH). JlaHHBIM MauMeHTam
TpebyeTcs KOpPpeKTHpOBKAa MHTepBaja peXMMa J03MPOBaHHs IMTPULMTAOMHA M TeHodoBUpa
JM30MPOKCHIA, YTO HE MOXKeT ObITh OCYIIECTBJICHO MPH MCMOJIb30BAHHH KOMOMHHPOBAHHOIO
npenapata. [Ipenapar DBuniepa He A0MKEH NMPUHUMATHCS COBMECTHO C HE(DPOTOKCHUYHBIMH
JIEKAPCTBEHHBIMH CPEACTBAMH, WJIM BCKOpE Mocie WX OTMeHbl. B ciydae, eciu COBMeCTHOro
Ha3HaueHMs rMpenapara DBUIUIEpA W  HEPPOTOKCHYHBIX JIEKAPCTBEHHBIX CPEACTB HEb3s
u30exkarh, CJASAyeT eKeHeAeNbHO KOHTPOINPOBATh (QYHKLHIO MOYEK.

VY nauMeHToB ¢ PMCKOM pa3BUTHS HapyuleHHs (QYHKLUMH MOYeK COOOLIANOCh O cilyyasX OCTpoi
MOYEYHOH HEJ0CTAaTOYHOCTH MPU HCHOJb30BAHHUH TEHO(POBHUPA AW3ONPOKCHIA COBMECTHO C

BbICOKHUMH 103aMH MJIM HECKOJIbKUMH HECTECPOUAHBIMH MPOTHUBOBOCIIAJIMTE/IbHBIMU IpENapaTaMu
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(HIBC). B cayuae, ecau npenapar Duriepa ucnosnbsdyercs comectHo ¢ HIIBC, tpebyertcs
TIIATEIbHbIH MOHUTOPUHT YHKLHH MOYEK.

[Ipy ucnonp3oBaHWM B KIMHMYECKOH MpakTHKe TeHO(oBHUpa AM3OMPOKCHIA COOOLIANOCH O
HapylleHuH (YHKUUM TOYeK, MOYeUHOH HeJOCTaTOYHOCTH, TOBBILIEHHH KOHLEHTpaLHH
KpeaTHHHHa, runodochareMuu 1 NPOKCMMaIbHOU TyOynonartiu (Bkto4as cuHapomM DaHKoHH).
PexomeHnayercss oueHMBAaTh KJIMPEHC KpeaTMHHWHA y BCeX MNAlMeHTOB 0 Hayaua JIeueHMs
npernapatoM DBHIUIEpa, a TakkKe OLEHHBATh (YHKUMIO ToYeK (KIMpeHC KpeaTHMHHHA H
KOHUeHTpauuo ¢GochaTtoB B miazme) yepes 2-4 Helend W yepe3 3 Mecsua Mocie Hayaaa
NpUMEHEHHUs Mpernapara, a 3areM Kaxjble 3-6 mecsiueB y nauueHToB 0e3 (akTopoB pucka
pa3BUTHs HapyleHUs QYHKLUHUHU NMoYeK. Y MalHeHTOB ¢ PUCKOM pa3BUTHS HapylueHUs QyHKUUU
NoYeK cleIyeT Yalle KOHTPOJIMPOBaTh (PYHKLHUIO MOYeK.

Ecnu y kakoro-nu0o nauueHTa, nojay4arowiero npenapar DBUIuiepa, KoHUueHTpauus ¢pocharos B
cbiBOpoTke cocTtaBnseT < 1,5 mr/mi (0,48 MMOJIB/T) WM KIMPEHC KpeaTHHUHA CHHKEH J10 <
50 ma/MuH, GyHKUMS MOYEK J0KHA OLLEHHBATHCS MOBTOPHO B TEUEHHE OHOM HeJeNH, BKIIoYas
ornpe/aeeHne KOHLEHTPaLUii ITI0KO3bl U Kalus B KPOBH U IJ1I0K03bI B Moye. [TockonbKy npenapar
DBUIUIEpa ABAsETCS KOMOMHMPOBAHHBIM JIEKAPCTBEHHBIM CPEACTBOM, H HHTEPBAJIbI 103HPOBAHHMS
ero OTJe/IbHbIX KOMIIOHEHTOB HE MOryT ObITb H3MEHEeHbl, JedeHHe MpenapaTtoMm DBHILIEpa
clielyeT MpeKpalarh y nauueHToB ¢ MOATBEPkK/ICHHBIM CHHKEHHEM KJIMPeHca KpeaTHHHHA 10 <
50 MA/MHH UM CHU)KEHHeM KoHLeHTpauuu docdaros B ceiBopotke < 1,0 mr/an (0,32 mmous/1).
Taioke crneayer paccMOTpeTh MpeKpalleHHe Tepanuu MpernapatoM DBHIJepa B clyyae
MPOrpecCUPYIOLLEro CHUKEeHHs (QYHKLMM TOYeK, ecli He BbIBIEHO Apyroi npuuuHbl. Ecin
MoKa3aHa OTMEHa OJHOr0 M3 KOMITIOHEHTOB Mpernapara DBUIUIEpa MM HeoOXoJauMa KOppeKLHus
J103bl, MOKHO MCHOJIb30BaTh HMEIOLIMECsl Ha pbIHKE OT/e/bHble JIeKapCTBEeHHbIe (OPMbI
OMTPULMTAOMHA, PUITMBUPHHA TMAPOXJIOpHIA U TeHO(DOBHPA AW3OMPOKCHIA.

BunsiHMe Ha KOCTHYIO TKaHb

B aByx wuccnenoBanusx ¢asel Il ¢ nomouipio ABYXOHEpreTH4ecKoil peHTreHOBCKOM
abcopbunometpun (JIPA) uccnenopaicsi 3hpexT puanuBUpUHA 10 CPABHEHUIO ¢ KOHTPOJIbHOM
TPYNMoi, B UEJOM U M0 (JOHOBOMY pEeKUMY, Ha H3MEHEHUS] MUHEPATbHOH MIOTHOCTH KOCTHOM
tkanu (MIIKT) u conepxanusi munepanoB B koctHoi TkaHu (CMKT) na 48 u 96 Henensix
tepanuu. C nomouysto JIPA ObL10 BbIsiBIEHO HEOOIbLIOE, HO CTATHCTUYECKH 3HAYMMOE CHUIKEHUE
MIIKT u CMKT Ha 48 u 96 Henensx, Kak B rpyne puinvMBUPUHA, TaK U B KOHTPOJILHOI rpymnre,
10 CpaBHEHHIO C UCXOAHbIM 3HaueHueM. M3menenune ypoBHs MITKT u CMKT no cpaBHeHuUto ¢
MCXOHBIM YPOBHEM 0Ka3aJ0Ch OJIMHAKOBBIM ISl TPYIIbI PUIMMBUPHHA H KOHTPOJIbHOMH IPYMITbI
KaKk B oOuledl MomyJsuMH, TaK M y MAUUEHTOB, NMPUHUMABLIMX KOMOHMHALMH, BKIIOYABLIME

TeHodoBHpa au3onpocuia Gpymapar.
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B kontponupyemom 144-HenenbHOM KIMHHYECKOM HCCIIEOBAaHHH CpaBHEHHS TeHO(OBHpa
JIM30MPOKCHIIA CO CTaBYJHMHOM B KOMOMHAUMH C TaMHUBYIMHOM M 3(aBHPEH30M Yy MalHEHTOB,
paHee He MNpPUHMMABIUMX AHTHPETPOBUPYCHYIO Tepanuio, B 00euXx rpynnax Hab1oaanoch
Hebonboe cHikenne MITKT B GeapeHHoil KOCTH U KocTsX mo3BoHouHHKa. CHuxkenne MITKT B
MO3BOHOYHHMKE U U3MEHEHHE YPOBHS OMOMapKepoB KOCTHO#H TkaHu Ha 144 Hezene B CpaBHEHHH C
MCXO/IHBIM 3HaYeHHeM ObLIO 3HAYMTENbHO BBIIE Y MALMEHTOB, MOJYyYaBIIHX JIeYeHHe
teHooBupa ausonpokcunom. Chmkenne MITIKT B GeapenHoii koctd B 3Toil rpymnme 6GbuL1o
3HAYMTENBLHO BbIlIE 10 96 HeleaH, 0OJHAKO He OTMEYalOCh MOBBILIEHUS PUCKA MEPEOMOB MM
MPHU3HAKOB KJIMHUYECKH 3HAYMMBbIX KOCTHBIX HapylIeHUii nocie 144 Henenu.

B apyrux uccnenoBaHusx (NMpOCNeKTHBHBIX C MCMOIb30BaHHEM METOJA MOMEPEYHBIX CPE30B),
Haubosbee cuuwxenne MIIKT nabaonanoce y nauumeHToB, mnonydyaBliMx TeHO(OBHpa
JM30MPOKCHIT KaK 4acTh Teparuu, cojeprkaiieil ycuieHHblii HHrMOUTOp npoTeassl. Y nalueHToB
C OCTEOINOPO30M CJIEAYET PACCMOTPETh AJIbTEPHATUBHbIE PEXKUMbI TEPAlUU B CBS3H C BBICOKHM
PUCKOM TEPEIOMOB.

KocTHele HapylieHns (MHOrAa CrnocoOCTBYOLINE Pa3BUTHIO MEPETOMOB) MOTYT OBITh CBS3aHbI C
MPOKCHMaIbHO# moveyHoi TyOynonarueii. [Ipu noao3peHun Ha HainuMe KOCTHBIX HapyLIEHHI
cieayeT oOpaTHTLCS 3a COOTBETCTBYIOLIEH KOHCYJ/IbTALHeH K Bpayy-CrelHaaucTy.

[Maumentel ¢ BUY u conyrcTByrowei nHdeKLHe. BbI3BaHHOM BUpycom renatuta B uau C

Y nauMeHToB ¢ XpoHHYeckuM renatutoM B nam C, nosyyaiomux aHTHpEeTPOBHPYCHYIO TEparuio,
OTMEYAETCsl MMOBBLILIEHHBIH PUCK PpPa3sBUTUS TAXKENBIX M MOTEHUHAIbHO CMEpTEelbHbIX
HEXKeNlaTe/IbHbIX PEaKLnii, CBA3aHHbBIX C HapyLIeHHEeM (DYHKLMH MEUeHH.

Jlns BbIGOpa ONTUMAILHOIO MeTO/a JieyeHus nauneHToB ¢ BUY-undekuueit u conyTcTByrommm
renaTuTom B, Bpaun Jo/kHBI 00palathCs K COBPEMEHHBIM PYKOBOJACTBaM Mo JiedeHuio BUY-
MHpEKLHH.

[Ipy oaHOBpeMEHHOM Ha3HAYEHWH MpenaparoB Ajs JedeHus remaruta B wnm C cMm. Takke
MHCTPYKLMH MO MPUMEHEHHIO 3THX MperapaToB.

besonacHocTb M 3hexTHBHOCTD MpenapaTa DBUILIEpA MPHU JIEYSHHH XPOHHYECKOro renarura B
HEe OLEHHMBaIaCh. DMTPHUMTAOMH M TEHO(MOBHP MO OTAECIBHOCTH M B KOMOHMHALMH
JEMOHCTPHPOBAJIM aKTMBHOCTb B OTHOLIEHMW BUpyca rernatuta B B ¢apmakognHamuuecKux
MCClIeI0BAHUSAX.

[Ipn oTmene npenapara DBuruiepa y naudeHToB ¢ BUY-uHdekuueid ¥ conyTcTByrOLIUM
rernatuTomM B MoeT BO3HUKHYTb Tshkenoe o0ocTpeHue renatuta. KinHuveckue u tabopatopHble
nokasarenu nauueHtoB ¢ BUY-undexuueit u conyrctBytowum renatutom B, y koTopbix Obu1
OTMEHEH Mpenapar DBUIUIEpa, CledyeT TUATEeIbHO KOHTPOJIMPOBATh Kak MHHUMYM B TeYeHHE

HECKOJIbKMX MECSLEB Toce MpeKpalleHus JedeHus. B momoOHbIX ciyvasx MoxeT ObITh
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000CHOBaHO BO300HOBJIEHHE JieueHHs renatuta B. Y nauueHToB ¢ TskenbiM 3abojeBaHHEM
Me4YeHH WM LHUPPO30M HE PEKOMEHIYeTCs MpeKpallaTh Tepartio, MOCKOIbKY 000CTpeHHe
rernaTuTa rnocje OTMEeHbI Npernapara MoKeT MPUBECTH K JA€KOMIIEHCALHH.

3a00.1eBaHUs MIEYEHU

be3onacHocTb 1 3¢ ekTHBHOCTD Mpenapara DBHIIepa y MalUEHTOB CO 3HAYUMBIMH (POHOBBIMH
3ab0sIeBaHUAMM ME€YEHH HE OLIEHMBAIUCH. Y MALMEHTOB C HEAOCTATOYHOCTbIO (PYHKLHUH TEeYeHH
(apMaKOKMHETHKA HMTPULUMTAOMHA He H3ydasack. OMTPUUMTAOMH He [oJBepraeTcs
CYLIECTBEHHOMY MeTaboiu3My (GepMeHTaMH [Me4YeHH, MOITOMY HalIW4yhe HEeJOCTaTOYHOCTH
(GYHKUHM MEYeHH He JO/IKHO CYLIEeCTBEHHO BIMATH HA aKTHMBHOCTH Mpernapara. [lauueHTtam c
HEJ0CTaTOYHOCTbIO (DYHKLMU MEeYeHU JIerkoil uiau cpeaHeit crenenu (kinacc A u B no wkane
Yaitna-I1eto) He Tpebyercs Koppekuus [103bl PHINUBHPUHA THApoxJopuaa. [lpumeHeHue
PUINUBUPHHA TMAPOXJOPHAA HE M3Y4aloch Yy MalHEHTOB C TKEIOH HeJ0CTaTOYHOCTHIO
¢Gynkunu nevenn (knace C no wkane Yaitna-I1eto). U3ydenne papmakoknHeTHKH TeHO(DOBUPA Y
MalUMeHTOB C HEJOCTATOYHOCTHbIO (YHKUMH ME4YEeHH M0Ka3ano, 4YTO KOPPEKLHs M03bl Y ITHX
MalHeHTOB He TpedyeTcs.

ManoBeposATHO, YTO MalLMEHTaM C HEJOCTATOYHOCTHIO (YHKLHM [EYeHH JIErKOM M cpejHei
CTENMEHH MOKET nmoTpedoBaThCs KOPpEeKLHs 103bl Mpenapara DBumiepa. [Ipenapar DBuniepa
JIOJIKEH MCIMOJIb30BATHCS C OCTOPOIKHOCTBIO Y MALIUEHTOB C HEIOCTATOYHOCTHIO (PYHKLIHH MeYEeHH
cpeaneii crenenu (kiace B no wkane Yaiina-I1bio) 1 npoTuBonokasas A1s Ha3HaueHHs 00bHBIM
C HEZI0CTaTOYHOCTBIO (DYHKIUMHU neveHu Tsokenoi crenenu (knace C no wkane Yaitna-ITsio).

Y nauueHToB ¢ HapyllieHHeM (yHKLHMH MeYeHd B aHaMHe3e, BKJIoYasi XPOHHYECKUH aKTHBHbIH
renaTuT, TaKKe OTMEeYaeTcs MOBBbIIEHHAs 4YacTOTa HapylleHWi (YHKUMHM MeYeHH BO Bpems
KOMOMHHPOBAHHON AHTHPETPOBUPYCHOH Tepanuu. DTH OOJIbHbIE IOJUKHBI HAXOAMTHCS TOJ
TIATEIbHBIM HaOJIIOEHHEM B COOTBETCTBHM CO CTAHAAPTHOW mnpakTHkoil. Ecau y Takux
MaluMeHTOB UMEIOTCS MPU3HAKK YXY/IIeHUs 3a00/IeBaHUs TeYeHH, ClielyeT pacCMOTPETh BOIPOC
0 MPUOCTAHOBIEHUU HIIH OTMEHE JICUSHHUS.

Cepbe3Hble KOKHbIE peaKluu

B nocr-mapkeTHHroBOM mnepuoje NMpUMEHEHHs Mpernapara DBUILIEpa COOOLIANOCh O Ciayyasx
BO3HUKHOBEHHMS CEPbE3HbIX KOKHBIX peaklUuit C CHCTEMHbIMU CUMIITOMAMH, TAKUMH KaK Chillb B
COYETaHUH C JUXOpaaKoil, Oyine3Hoe nopaxeHue, KOHbIOHKTUBUT, aHTHOHEBPOTHUECKUI OTEK,
MOBbILIEHHE YPOBHS ()EPMEHTOB MEYEHH W/HIK 03HHOPHIIUSA. DTH CHMIITOMBI MPEeKpallaTHCh
noclie OTMeHbl npernapara JBurniepa. B ciyuyae nosBieHus cepbe3HbIX peaklnid CO CTOPOHbI KOXKH
W/WIIM CAU3UCTBIX 000/I0YeK, CleAyeT HeMeAJeHHO OTMEHMThb MpernapaTr JBUILIepa W HayaTb
COOTBETCTBYIOLLYIO Teparuro.

Bec u meTaboMyeckue napameTpbl
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VY nauMeHToB, MONyYaloUHMX aHTHPETPOBUPYCHYO Teparnuio, MOKeT HaOM0AaTbCs yBEInYeHUe
Macchl Tesa, a TaK)Ke MOBBILIEHUE YPOBHS JTUMUIAOB U IIIOKO3bl KPOBU. Takue U3MEHEHUs MOTyT
OBITh YaCTHYHO CBSI3aHbI C KOHTpOJIeM 3a0osieBaHusl U 00pa3oM KH3HU. B HEKOTOpBIX ciyyasx
ObLIO 10KA3aHO, YTO MOBBILIEHUE YPOBHS JIMIIHI0B KPOBH CBA3aHO C MOCJIEACTBUAMH JICUCHHUS,
0JIHaKO, He ObLIO JOKa3aHO, YTO YBENMYEHHE MacChl Tela KaK-TO CBS3aHO C MPOBEACHHEM
AHTUPETPOBUPYCHOM Tepanuu. 1 MOHMTOpWUHra YpPOBHS JMMNMAOB M TJIIOKO3bl KpPOBH
HeoOXO0MMO Clie[JoBaTh COOTBETCTBYIOLIMM pEKOMEHAALMUAM MO JeuyeHuto nauueHtoB ¢ BUY-
uHpexkuueit. Hapywenus nunuaHoro oOMeHa HeEOOXOAMMO JIYHTb COOTBETCTBYIOLIMMH
npenaparamu.

MUTOXOHAPHAJIbHBIE HAPYLIEHUS MPU MUCMOJIb30BAHUM in utero

AHalloru HyKJIEO3MJ0B M HYKIEOTHIOB CINOCOOHBI BIMATb Ha (YHKUMIO MUTOXOHIAPHH B
pa3nu4HOM cTerneHu. DTo Haubosee XapaKTepHO IS CTaByAMHA, JUJAHO3WHA M 3UOBYIHHA.
CoobOwmanoc 0  pa3BUTHM  MMTOXOHJApPU&IbHBIX  HapyweHudt y  BHY-neratuBHbIX
HOBOPOJK/IEHHbIX, MOJBEpPriIMXCcs BO3JACHCTBUIO aAHAJIONOB HYKJIEO3MIOB in utero W/WIN
MOCTHATAJILHO, MPEUMYLIECTBEHHO 3TO HAOJ0AANOCh MPU MCHOJIB30BAaHUH CXEM, COJAepKalLMX
3ua0BYAMH. Cpead OCHOBHBIX 3aperdCTPUPOBAHHBIX MOOOYHBIX peaKUHil OTMeYarTCs
reMaTo/IorH4yecKue HapyuleHus (aHeMus, HeHWTpomeHus) M MeTaboJMyecKue HapylIeHHUs
(runepiakraTeMus, UNepauna3emMus). ITH W3MEHEHHMs 4acTO UMEIOT NPeXOALUid XapakTep.
Bbiiu 3aperucTpupoBaHbl HEKOTOPbIE OTAAJCHHbIE HEBPOJIOTHUECKHE HapyLIEeHUs (TUIIEPTOHMS,
CYJ0OpOrH, MOBe/eHUeCKHe HapylleHus). B Hacrtosliee Bpems HEM3BECTHO, SBISAIOTCA 1M 3TH
HEBPOJIOTHYECKHE HAPYLUEHHUS MNpPeXOJSALMMH HJIH TMOCTOSHHBIMU. DTH JaHHBIE JOJIKHbI
MPUHUMATBCS BO BHUMAHUE Y BCeX JeTei, MOJABEPriinXcsi BO3/JCHCTBHIO aHAIOrOB HYKJIC03U10B
WM HYKJIEOTHAOB in ufero B Cilydyae MpPOSIBIEHUS CEPbE3HbIX KIMHMUYECKMX HapyLUeHUH
HEW3BECTHON ITHOJOrUH, OCOOEHHO HEBPOJIOrHYECKHX HapyLIeHHi. DTH JaHHbIE HE BIUSIOT Ha
aKTyallbHble HallHOHAJIbHbIE PEKOMEHIAL[MK MO UCMOIb30BAaHUIO aHTHPETPOBUPYCHOI Tepanuu y
OepeMeHHBIX KEHIIMH U1 TPeA0TBpalleHUs BepTHKaIbHOH nepeaaun BUY.

CHHAPOM BOCCTAHOBJIEHUS HMMYHHUTETA

C HayamoM aHTHpeTpoBHUpYcHOH Tepanuu y BUY-uHOUUMPOBAHHBIX MALUEHTOB C TSAKEIBIM
MMMYHOAE(DUIIUTOM MOXET Pa3BUTbCSA BOCMAIUTENbHbIH OTBET HAa HalMyMe OECCHMNTOMHBIX
OMMOPTYHUCTHUECKUX MH(DEKLINIi B BU/IE MOSBIEHUS WM 000CTPEeHHs CHMITOMOB 3a00/1eBaHHs,
paHee npoTekasiuero 6eccuMnToMHo. OOBIYHO TakHe peakluy HabMoaloTCsl B TEUEHHE MepBbIX
He/IeNTb MM MECSLIEB Moc/ie Havasa JeyeHus. [IpumepaMu MOryT C1yKMTh LLUTOMEral0BUPYCHBIH
PETHHHT, TeHepaJu30BaHHbIE W/WJIM  OYaroBble  MUKOOAakTepualbHble HH(EKUHH H
MHEBMOLIMCTHYIO MHEBMOHMIO. CllelyeT OUEHUTH JII0Oble CUMITOMbI BOCMAJECHHUS W, B Clly4ae

He0OX0IMMOCTH, CBOCBPEMEHHO Ha3HAYUTH JICHEHHE.
45



AyTtoummyHHble 3aboneBaHus (Takue kak Oone3Hb ['peiiBca) Tarke OTMeYalIuCh TMpPH
BO3HHUKHOBEHHUH BOCMAIMTEILHOIO CHHJIPOMA BOCCTAHOBJIEHUS MMMyHHUTeTa. OHAKO Bpems 10
Hayasa 3a00/1eBaHHs MOXKET BapbUpPOBATHCS, U Takue 3a00/eBaHUs MOTYT Ha4MHATHCS CIYCTS
MeCSLbI 110C/IE Havasa TeparnuHu.

OcreoHekpos

XoTd 3THOJIOTHSL OCTEOHEKpO3a CUHMTAaeTcsi MHOro(akTOpHOH (BKJIIOYas MCIOJb30BaHHE
[IIOKOKOPTHKOCTEPOUAOB, YNOTpebleHHe ajaKkorosis, HalMude TsKeI0iH HMMYHOCYTNPECCHH,
Gosiee BHICOKMH MHAEKC MacChl TeJla), Cly4yan OCTEOHEKpPO3a PerncTpUPOBAIHCH OCOOEHHO Y4acTo
y nauuMeHToB ¢ mporpeccupytouieii BUY-undekuneid u/wnm npu AJIUTENbHOM BO3AEHCTBUH
KOMOMHUPOBAHHOH AHTUPETPOBMPYCHON Tepanuu. [launMeHTam creayeT peKOMEHI0BaTh
obpaiarbcsi 3a KOHCYNIbTaluMeld K Bpady MpH TMOSBIEHHH JIOMOTBI WiIM 0OOJM B CycTaBax,
CKOBaHHOCTH B CYCTaBaX WJIH 3aTPYJHEHHH B IBHIKEHHAX.

[ToKHJIbIE MALMEHTBI

[Ipenapat DBuniepa He HW3ydvajics y MaUMEHTOB cTapiie 65 jerT. Y MOKWIbIX MalHeHTOB
oTMeyaercs 0oJbluas BEPOSATHOCTb HAJIMYMS CHWKEHHOM (DYHKLUHMM MOYeK, MO3TOMY Mpenapar
JIOJKEH HAa3HA4YaThCsl C OCTOPOKHOCTHIO B 3TOM rpyrire nauueHTOB.

bepemeHHOCTb

[Tpu npueme 25 mMr punnuBipHHa | pa3 B CyTKH BO BpeMsi OepeMeHHOCTH HabJIi01a10Ch CHHKEHHE
KOHUEHTPALMK PUINUBHPHHA B ruiasMe. B uccnenosanusx ¢asel 1l cHukeHHe KOHUEHTpaLUu
PUIIMMBHPHHA, CXO0KEE C TaKOBBIM BO BpeMmsi O€peMEeHHOCTH, COMPOBOKAAIOCH MOBbILIEHHEM
pHCKa BUPYCOJOrMYECKOH HeyJdauyM, B CBSI3M C YeM CleJyeT BECTH TLIATeJbHbIi MOHMTOPHHT
BUPYCHOI Harpy3ku. MoxeT ObITh PaCCMOTPEH Mepexo/ Ha APYry0 CXeMy aHTHPETPOBHPYCHOM
TeparnuH.

Hudopmaius 0 HEKOTOPbIX BCIOMOrarejbHbIX BECUICCTBAX, BXOAALIMX B COCTAB Ipernapara

Dunuiepa

B npenapare DBuniepa coaepKUTCS J1aKTO3bl MOHOTHPAT, MOITOMY NaLMEHTaM C AepULUTOM
JIaKTa3bl, HENepeHOCHMMOCThI JIaKTO3bl MM C TJIFOKO3HO-TalaKTO3HOH ManbabcopOuueit
MPOTHBOMNOKA3aHO MPUHUMATh JaHHBIH npenapar.

B npenapare DBuruiepa COAepKHTCS KpacuTesb, HA3bIBaeMblil aJIOMHUHUEBBIH /1aK "KenTblii
conHeyHblit 3akar" (E110), koTopelif MOKET BbI3bIBaThb AJIEPrUYECKUE peakLUU Yy HEKOTOpbIX

MNalMueHTOB.

BinsiHHe JleKapCTBEHHOro mpenapaTa Ha CHOCOOHOCTH YNPABJISATH TPAHCHOPTHBIMH
CpeacTBaMH, MEXaHH3MAMH

[Ipenapar DBurepa He BIUSET UM OKa3blBaeT He3HAYUTENbHOE BO3/IeHCTBHE HA CMIOCOOHOCTH
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yNpaBJeHHs TPaHCIIOPTOM M paboTy ¢ mexaHuzmamu. MccnenoBaHuil 1Mo M3y4eHHIO BIMSHHS
npernapata Ha CHOCOOHOCTb YNpaBJIEHWUS TPAHCIOPTOM M paboTy ¢ MeXaHW3MaMH He
npoBoAK10Ck. OHAKO MALMEHTOB ClIEAYET MPOHH(POPMUPOBATH O BO3MOKHOCTH BO3HUKHOBEHHSI
YCTaJIOCTH, FOJIOBOKPYXKEHHS M COHJIMBOCTH BO BpeMs JIeYeHHUs MpenapaToM DBuIiepa. ITo
JIOJKHO YYHUTBIBATHCS MPH OLIEHKE CMOCOOHOCTH OOJILHOTrO YNpaBIsiTh TPAHCIIOPTOM U paboTaTh
¢ MexaHu3mamu. [Ipu nosBieHUH OMUCAHHBIX HEXeNaTebHbIX SBJICHHH CleayeT BO3/AepKaThCs

OT BbINMOJIHEHHS YKa3aHHBIX BH/I0B JICSATCJIBHOCTH.

®opma BbINyCKa

TabneTku, NOKpbIThIE MIEHOYHOM 000/04KO0#, 25 Mr + 300 mr + 200 mr; mo 30 tabieTok BO
(1aKOHBI M3 MONMITUIIEHA BBICOKOH MIOTHOCTH, YKYMOPEHHbIE MOJUITPONUIEHOBOI KPBILIKO# ¢
CUCTEMOH 3alIMThl OT BCKPBITHS JIETbMH M KOHTPOJIEM MEPBOr0 BCKPLITHS. DIakoH Takke
COJEPKUT OCYLIMTENb (CHIMKAre/b B MaKeTUKAX WM B MJIACTUKOBBIX KOHTEHHEpax) 1 BaTy.

[To 1 ¢nakoHy BMecTe ¢ HHCTPYKLIMEH MO MPUMEHEHHIO B KAPTOHHYIO MauKy.

Cpok rogHocTu

3 rona. He MPUMEHATH MOCJIE€ HCTEYEHHUA CPOKA NOJHOCTH.

YciaoBusi XxpaHeHHs
Xpauutb npu Temneparype He Bbite 30 °C.

XpaHUTb B OPUTHHAIBLHON ynakoBKe. XpaHUTh B HEIOCTYITHOM /sl IeTeil MecTe.

YciaoBus oTnycCKa

OTnycKaroT 1o peuenty

IIponsBoauTenn

[Ipouzeoocmeo u nepguunas ynakoska

[Tareon Uuk., 2100 Cunrekc Kopt, Muccuccora, Ourtapuo, L5SN 7K9, Kanana

HITH

['unean Caitencus Aitemdna FOCu, Aii/luDit busnec sua Teknonomxku Ilapk, Kappurroxumn,
['pachctBO Kopk, Upnanaus

Bmopuunas ynakogka u 8bINyCKarowuil KOHMpoib Kauecmasa.

SAuccen-Cunar C.n.A.

Daxmuueckuii aopec npouszsoocmsa: yn. C. Sluccen, 04100 bopro C. Mukene, Jlatuna, Utanus.

FOpuouueckui aopec: yn. M. Byonappotu 23, 20093 Kononbo-Monuese, Munan, Uranus.
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Ilep)lcarenb PErucTpayHoOHHOroO ynoc'ronepennn/opraﬂmauuﬂ, NPpHHHMAKLIAs NPETEH3HH:

000 «JIxoncon & Jlxoncon», Poceus, 121614, r. Mocksa, ya. Kpeuiarckas, a. 17, kopr. 2.

KonTakTHble TenedoHbI:
Ten.: (495)755-83-57
Dakc: (495)755-83-58

Crneuuanuct rno perucrpaunu

000 «/IxoHcoH & J[KOHCOH»

Jlazapea A.C.

48



