MUHHCTEPCTBO 3/IPABOOXPAHEHUS POCCUHMCKOM ®EJIEPALIUA

NHCTPYKIUSI
O MEJJMIIMHCKOMY IIPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA
Arazop-P

Perncrpaunonnbiii Homep:

Toprosoe nanmenoBanue: Arasop-P

Me:xkayHapoanoe HenaTeHTOBAHHOE WJIHM IPYNIHPOBOYHOE HAUMEHOBAHHWE: ATA3aHABHD +
PUTOHABHUD

JlekapcrBennasi popma: TaGleTKH, MOKPBITHIE IJIEHOYHOM 060I04YKO#M

Cocras:

Kaznas Tabierka, nokpeITasi IJIeHOYHOIT 000,109KO0M, COMEPKUT:

Jeiicmeyrouue eéeuecmea

Arazanasup 300,00 mr (B Buze atasanaBupa cyiabdara 341,69 mr), puronasup 100,00 mr
Bcnomozamenvhvie seuwecmea

JIAKTO3bl MOHOTHIPAT 164,36 Mr, KpocoBUIOH 45,43 Mr, LEJUI0JI03a MUKPOKPUCTAIIHYECKAs
205,00 Mr, kpeMHUSI AHOKCUI KOJUTOMHBI 28,00 Mr, Maruus creapaT 25,52 Mr, KOIOBHIOH
650,00 mr, copéurana monomaypar 60,00 mr, nonucop6ar 80 20,00 Mr, HaTpus creapui pymapar
10,00 mr.

IInenounas obonouxa: onanpaii xenteiii 15882855 41,25 mr (runnpomernosa 3 cll 28,184 %,
runpomeriiosa 6 cll 28,184 %, turana nuoxeun (E171) 27,831 %, maxporon 400 7,547 %, tanbk
5,660 %, kpacuTess xeie3a okcu xenteiii (E172) 1,650 %, nosmcopOar 80 0,944 %).
Onucanue

[IpontonroBarsie 1BOSKOBBINYK/IBIE TAONETKH, ITOKPBITBIC IUIEHOYHOH 0GOJOYKON KPeMOBATO-
JKEJITOro LBETa, ¢ rpaBUpoBKoi «EM» Ha onoii cropone u «149» Ha apyroit cropose.

Ha nonepeunom paspese TaGieTok: 0AHOPO/HAS Macca OT IOYTH OEJIOro 10 GJIeHO-XKEITOro
1[BETA, OKPYKEHHasl [{BETHOM IJIEHOYHOM 000JIOUKOM.

(dapmakoTepaneBTHYECKAsI IPYIIIA

IIpotuBoBupycnoe (BUY) cpencrso

Kon ATX: JOSAE

dapmako/IoruuecKne cBoicTBa

Dapmakoounamuka:

Amazanasup

111182



AtazaHaBup ABJSETCS a3aleNTHAHBIM HMHrHOMTOpoM mporeassi BUY-1. Drto  Bemiectso
CEJICKTHBHO MHITMOMpYET BHpYC-CelMpUUecKuii npoueccudr Bupycusix Gag-Pol nporernos B
BWY- nnduuuposannpIX KJIeTKax, IpeaoTBpanias o0pa3oBaHKue 3pesibiX BUPHOHOB U 3apakeHHe
ApYTruX KJIETOK. B nporecce iedeHns y HEKOTOPBIX MAIIHEHTOB MOXKET Pa3BUTHCS PE3UCTEHTHOCTD
(ycToH4MBOCTD) K IEHCTBHIO Ipenapara (criennduyeckas pe3suCTeHTHOCTD) UK K JeHCTBHIO KaK
arazaHaBHpa, TaK U JIpyruX MHruouTopos nporeassl BUY (nepekpecTHas pe3sucTeHTHOCTD).

Pumonagup

Ipumenenue pumonasupa 6 xaiecmee d)apMal\'OKunemuqecmzo ycuiumeis

JleiictBue puToHaBUpa KakK (hapMAaKOKMHETHYECKOrO YCHJIMTENIS OCHOBAHO HAa AKTUBHOCTH
PUTOHABUpA, KaK MOIIHOrO HHrHOMTOpa MeTabosIM3Ma, ONOCPEJIOBAHHOIO H30(EepPMEHTOM
uuroxpoma CYP3A. Crenenp ycuiieHHs CBsi3aHa ¢ METabOJIU3MOM COBMECTHO MPHMEHSIEMOTO
uHruouTopa nporeassl BUY u Bimsuus naruGuropa nporeasst BUY Ha MeTaGommsm putonasupa.
MakcumanbHoe MHrHOMpoBaHME MeTabo/M3Ma [PH COBMECTHOM NPMMEHEHHH HMHIHOHTOpA
nporeassl BUY, kak nmpaBuiio, 1octuraercst npy 103e putonasupa ot 100 Mr oJiuH pa3 B CyTKH 110
200 Mr J1Ba pa3a B CyTKH, M 3aBUCHT OT COBMECTHO IPUMEHSEMOro MHruOuTOpa npoteassr BUY.
JlonoyuTenbHyi0  MHQOPMAIMIO O BIMSHUM pPHTOHABMpPAa HAa MeTa0OIM3M COBMECTHO
NpUMEHSeMOro HMHruburopa mnporeassl BUY cm. pasmen «BsaumopeiictBue ¢ apyrumu
JIEKApCTBEHHBIMH CPEJICTBAMU ».

[pumenenue PumonHasupa 6 Kavecmee anmupemposupycHo2co cpeocmaed

Puronasup npexcrasisier coboit naruburop acmaprui-nporeas BUU-1 u BUY-2 s npuema
BHYTpb, aKTUBHBIH nentuiomMumeTuk. Murubuposanue nporeasst BUY npenstcTByer paspbisy
noyMnporenHa-npemecrsennuka Gag-Pol, uto npuBomut k oOpasoBanmio wactuiy BUY ¢
He3pesioil MOphOJIOrker, KOTOphle He CHOcOOHbI K HH(HUMPOBAHHMIO KJIETOK. PHTOHABHP
oOJaiaeT  CeNEKTHBHBIM CPOJCTBOM K mpotease BWY W nposBiseT He3HAUMTEIBHYIO
MHTHOMPYIONIYIO aKTUBHOCTD B OTHOIICHHH aclapTH/I-IIPOTEa3hbl YeI0BEKa.

Puronasup Obul mepBbIM MHrHOHTOPOM mpoTeass! (0100peH B 1996 roay), sddekruBHOCTL
KOTOpOro Oblla JI0Ka3aHa B HCCJIE/IOBAHHHU ¢ KIIMHHYECKUMHU KOHEYHBIMHU ToukaMu. OJTHAKO H3-3a
MeTabOJIMYECKMX MHIHOMTOPHBIX CBOMCTB pPHTOHABHpA €ro INPMMEHEHHE B KauyecTBE
(papMakOKMHETHYECKOTO  YCHJIMTENS JIPpyIHX HHIHOMTOPOB INpoTeasbl SBJSETCS  OoJiee

PacpOCTPAaHCHHBIM B KIIMHUYECKOM IpakTHKe (cM. paszaen «Crocod npruMeHEHHs ¥ J10351»).
Brusinue na OKI°

Uurepsan QTCF onenuBanu B paHIOMU3UPOBAHHOM, MUIale60- U aKTUBHO- (MOKCH(pIOKCAIMH
400 mMr omuH pa3 B JIeHb) KOHTPOJIHPYEMOM IE€PEKPECTHOM HCCIIEN0BAHUM y 45 310pOBBIX
B3pocibiX ¢ 10 u3mepenusmu B Teuenue 12 gacos Ha Jlenb 3. Makcumanbias cpenuss (95 %

BEPXHsist JoBepUTeIbHas rpanuna) pasuuna B QTcF or muanebo cocrasnsia 5,5 (7,6) mis 400 mr
2
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2 paza B CyTKM NpPMMEHEHMS PUTOHABHpa. YPOBeHb puToHaBHpa Ha Jlenb 3 Habmopaics
npuMepHo B 1,5 pasa Bbiue, yeMm npu npumeneHnd 600 mMr 2 pasa B CYTKH B CTAallHOHAPHOM
cocrossuuu. Hu y ojHoro ucneiryemoro He Hadimoaanocs ysenuuenus QTcF B Teuenne Gosee 60
Mc oT 0azoBoi auHUM win uHTepBaia QTCF, mpesBblmarOmEro MOTEHIMANILHO KIMHHYECKH
3Ha4uMbli niopor B 500 mc.

HesnaunrenpHoe mnpoxanenue uHTepBajia PR Takke oTMevanoch y HAalMEHTOB, MOJy4aBIIMX
pUTOHABHP B TOM e uccienoBanun Ha Jlenp 3. Cpennue usMeHeHHs OoT 0a30BOW JIMHMM B
unrepsasie PR Bapbeuposamucs ot 11,0 1o 24,0 mMc B 12-4acoBoit uHTEpBaI MOCIE NPUMEHEHHUSI
no3bl. MakcumansHbii naTepBai PR cocrasisut 252 Mc, 1 610K 1b1 cepiiia BTOpOH Witk TpeTheii
creneHu He Habmoaanoch (eM. paszien «OcoOble yKa3aHus»).

Pezucmenmmuocme u nepekpecmuasn Pe3UCMEHMHOCHb

Amazanasup

Pe3ucTenTHOCTL M epeKpecTHast pe3HCTEHTHOCTh K HHruOuTOpaM nporeassl HUY nabmonanach
B Pa3JIMYHON CTEIIEHU €€ IpOsBJICHHs. Pe3HCTEeHTHOCTh K ara3aHaBHpY HE BCEraa SBISETCS
IPENSITCTBUEM JUIS [TOCJIE/I0BATEILHOIO IIPUMEHEHHUS IPYTUX HHIHOUTOPOB TpoTeassl BUY.
Peszucmenmnocmy in vitro (6 kyremype kiemox)

UyBCTBUTENLHOCTD K aTa3aHaBUPY M3y4alld HAa KyJIbTYpe KJIETOK, BBUIEJEHHBIX y HAlMEHTOB,
NpeXK/Ie He TOTyYaBIIUX aTa3aHaBup.

BoisiBiieHa 4YeTKas TEHJEHIMS K CHIDKCHHMIO YyBCTBHTEIBHOCTH K ara3aHaBHpy IITAMMOB,
00HapYKMBIIMX BBICOKUH YPOBEHb MHOYKECTBEHHOH PE3MCTEHTHOCTH K JIPYTHMM MHIHOHTOpAM
nporeassl BUY. HanpoTuB, 4yBCTBHUTENBHOCTH K aTa3aHABHPY COXPAHsACh y IITAMMOB,
PE3MCTEHTHBIX TOJIBKO K 1-2 uHrudéuropam nporeazsr BUY.

Pesucmenmnocmo in vivo

McenenoBanys nokasainm 4eTKyrO 3aBUCUMOCTD Pa3BUTHS PE3UCTEHTHOCTH OT TOTO, IOIydall JIu
MAlMCHT paHee AHTUPETPOBHPYCHYIO TEpANUIO, M, €CJIM Ja, NPUMEHSUICS JIM ara3aHaBUp B
KayeCTBE €IMHCTBEHHOr0 MHruOuTOpa npoteassl BUY wiu B KoMOMHALMY ¢ pATOHABHPOM.
Ilayuenmoi, panee ne nonyuaguiue anmupemposUpyCHyIO mepanuio:

Hccnenosanve sddextuBHOCTH KOMOMHANMK — ara3aHaBUp/pUTOHABHDP (B  CPaBHEHHH C
KOMOMHaIMeN JTONMHABUP/PUTOHABUD) Y HAI[MEHTOB, paHee He MOJTyYaBIInX aHTUPETPOBUPYCHOM
TEpaIuH, I0Ka3ajo, 4yTo yepes 96 HeJielb 110cie Hayasa Tepariy TOJIBKO B OJTHOM CiIyvae Hey/1auu
Tepanuy pa3Buiiach PEHOTUITHYECKAsT YCTOMYMBOCTD K aTa3aHaBHUpYy.

Iayuenmol, panee nonyuasuiue aHmupempoGUPYCHYI0 mepanuio

B GonbmuHCTBE ciay4yaeB Heyaaud Tepanuud Ha 48-0if Hexele y NAIMEHTOB pa3BHBAIach
MHOXXECTBEHHAsl PE3UCTEHTHOCTh K pa3iMuHbiM uHruOutopam mnporeazsl BHUY, a me

cneumpnqecxaﬂ yCTOﬁqHBOCTb K ara3daHaBupy.



Pumonagup

Wsomsrer BUY-1, pesucTenTHBIE K PUTOHABHPY, OBUIM BBIIEJIEHBI in Vifro W Y HALUCHTOB,
HOJIyYaBIINX TEPANEBTUYECKUE J103bl PUTOHABHPA.

CHMKeHHEe aHTHPETPOBUPYCHOM aKTHBHOCTH pnTOHaBnpa CBSI3aHO, NPEXKJIE BCETO, C MyTALUSME
npoteasbl V82A/F/T/S n 184V. Hakoruienue pyrux MyTanuii B reHe mpoteasbl (B TOM 4HCIE B
nonoxenusax 20, 33, 36, 46, 54, 71 u 90) Taxke MOXKET CrOCOOCTBOBATH PE3UCTEHTHOCTH K
puroHaBupy. [lOCKOJbKY HaKamIMBAaIOTCS MYyTAllWH, CBS3aHHBIE € DE3UCTEHTHOCTBIO K
PUTOHABHPY, BOCIPHUMYHUBOCTH JPYIHM HMHIHOMTOpAM IpOTea3bl MOXKET YMEHBIIAThCS H3-3a
NEPEKPECTHOH Pe3UCTEHTHOCTH. CliellyeT NPOKOHCYILTUPOBATHCS ISl [OJyYeHHsI KOHKPETHOM
MH(pOPMAIMK O MYTAIUSAX IPOTEaskl, CBI3aHHBIX C YMEHBIIEHUEM PeaKIluK Ha JaHHbIC BELIECTBA
B COOTBETCTBHH € MHCTPYKUHMEH I10 NPHUMEHEHMIO APYTHX HHIHOMTOPOB IpOTEasbl WIIHU
oUIHMATBHBIMA OOHOBJIEHUSIMH.

Dapmakoounamuyeckue Kiunudeckue OanHole

Brusinue purtonaBupa (pM MOHOTEpAIMM HIIM B COYETAHHH C JPYTMMM HPOTHBOBHPYCHBIMH
nperapaTamMu) Ha OMOJIOTMYECKHe MapKepbl aKTHBHOCTH 3a00JI€BaHMUs, TaKHe KaK KOJIHYECTBO
CD4 xnerox u BupycHoit PHK, oneHuBainch B MHOrOYHCIIEHHBIX KIMHHYECKUX HCCIIEI0BAHMAX

¢ yyactueM BUY-unuunpoBanHbIX nanueHTos.

DapmaKkoKunemuka:

Ama3zanagup

DapMaKOKMHETHYECKUE CBOMCTBA aTa3aHaBHpa OLCHUBAIMCH Ha 30POBBIX JI0OPOBOJIBIAX M
BUY-un(puumupoBaHHBIX MallHEHTaX.

Bcacvieanue: 'V BUY-uHQUIMPOBAHHBIX NALMEHTOB IIPH COBMECTHOM MHOTOKPATHOM
NpUMEHEHUH ara3zanaBupa B j1o3e 300 Mr B komOuHaIuu ¢ putoHaBupom 100 Mr oM pa3 B JeHb
C NHMINEH MakCHMalbHasg KOHUEHTpanus ara3aHaBUpa (Cmax) 4466 HI/MII, BpeMsl JOCTHKEHHUS
MakcuMalbHOM KOHIEHTpAUuH (Tmax) cocTaBuio npuOIM3HTENBHO 2,5 yaca; MHHMMAaIbHAs
KoHueHTpauust arazaHasupa (Cmin) M mIomanas 1ox  (GapMaKOKHHETHYECKONW KPHUBOM
«xkonuenTpauus — Bpemsi» (AUC) cocraBmmm 654 ur/mit u 44185 Hr-4/Mi1 COOTBETCTBEHHO.

[Ipu jutarenbHOM pueme aTazanasupa B J1o3e 400 M OiMH pa3 B JI€Hb OJJHOBPEMEHHO C IPHEMOM
JIETKOYCBOSIEMOM IIHMINM MaKCHMaJIbHas pPaBHOBECHAs KOHIIEHTpALMs aTa3aHaBUpa B ILIa3Me
YCTaHABJIMBAETCs IPUMEPHO depe3 2,7 dYaca mocjie npueMa. YCTOHYMBAs paBHOBECHAs
KOHLIEHTPAIUs aTa3aHaBUpa JIOCTUIACTCSI MEXK/LY 4-bIM U 8-bIM JIHSAMHU IIpHUEMa.

Bnusnue nuwju: npuMeHeHHe arazaHaBUpa BMECTE C IHIICH yJIydInaeT ero OMOJ0CTYIHOCTh U
yMEHbIIaeT  (papMaKkOKMHETHYECKYl0  BapuabeIbHOCTb. IIpumenenne  xkomOMHALUH

aTa3aHaBUpP/pPUTOHABUP C NMUIIECH yiIy4maeT OHOJOCTYITHOCTh aTa3aHaBHpPa.



Y BUY-unuuupoBaHHEIX B3POCIIBIX MALKEHTOB [IPH COBMECTHOM NMPUMEHEHHH aTa3aHaBUpa B
nose 300 mr B kom6uHanuu ¢ puronaBupoM 100 Mr oMl pa3 B J€Hb ¢ JIErKOYCBOAEMOM MUIIEH
CpeIHUHI TIEPUO/T TIOJIYBBIBEICHUS aTa3aHaBHpa COCTABUII B PABHOBECHOM COCTOSHHH 12 .
Pacnpeoenenue: arazanaBup Ha 86 % cBsi3pIBaeTCst ¢ OEIKAMHU CBIBOPOTKH KPOBH, MPH ITOM
CTENEHb CBA3bIBAHMs ¢ O€JIKAMU HE 3aBHCUT OT KOHIIGHTpAlMH. ATa3aHaBUP CBS3bIBAETCS C
anb(dal -KuCITBIM TIMKONPOTEUHOM H aJIbOYMHUHOM B PABHOM CTENCHU. ATa3aHaBUP ONpPE/Ie/IseTcs
B CIIMHHOMO3TOBOM U CEMEHHOM JKHUIKOCTSIX.

Memabonusm: arazanaBup MeTaboIM3UPYETCs B OCHOBHOM ItocpeicTBoM nzodepmenta CYP3 A4
¢ 0o0pazoBaHHEM OKHUCJIEHHBIX MeTab0aHTOB. MeTaboJIUThl BBIACISIOTCS B JKEI4b B CBOOOIHOM
BHUJIC WM B BUJIE KOHBIOIaTOB C TUIIOKYPOHOBOM KucioTol. HeznauurenbHas yacte atazaHaBupa
merabonusupyercs myTeM N-Je3aIKWIHPOBAHUS M THJIPOJIN3A.

Boisedenue: mnocne opHokpatHoro BeejeHus '‘C-arazamaBupa (400 Mr), B Kajge H Moue
OIIpEeJEIISAIOCh, COOTBETCTBEHHO, 79 % u 13 % o0me#t paguoakTuBHOCTH. 10151 HEM3MEHEHHOTO
arazaHaBHpa B Kajle 1 MOY€ COCTaBJIsIa, COOTBETCTBEHHO, 0K0JIO 20 % u 7 % BBEeJICHHOH JI035I.
Cpennuit mepuojl NOJYBBIBEJACHHUS ara3aHaBUpa Yy 3J0pPOBBIX Jgo0poBonbieB u BHUY-
HMHQHUIHPOBAHHBIX B3POCIIBIX COCTABJISUI OKOJIO 7 4acoB mpu npueme B o3¢ 400 Mr B JicHb ¢
JIErKOYCBOSIEMOM NHULIEH.

Ocoobie epynnost nayueHmos

Hayuenmeoi ¢ neyeHoUHOU HEOOCMAMOYHOCMbIO

Ata3aHaBUp MeTA0OJIM3UPYETCS M BBIBOJUTCS IPEUMYIIECTBEHHO II€YEHBIO. BiusiHue
HapyueHu! (pyHKLIMHU IIeYeHH Ha (papMaKOKHMHETHYECKUE [TapaMeTphl IIOCIIe IIpUeMa ara3aHaBupa
B 7103¢ 300 Mr He U3y4aJloCh.

Hayuenmol ¢ noyeuHoll HEOOCMAMOYHOCMbBIO

Y 3/10poBbIX 10OPOBOJIBLIEB BBIBEICHHBINH ¢ MOYOH HEM3MEHEHHBIH aTa3aHaBUpP COCTABIISLI OKOJIO
7 % npUHSTON HO3BI.

[TanenTaM ¢ TSDKEIONH MOYEYHON HEJOCTATOYHOCTHIO, HAXOMSIIAMCS Ha TeMOJIHAIN3e U paHee
II0JIy4aBLIMM aHTHPETPOBUPYCHYIO TE€PAIUIO, aTa3aHABUP IPUMEHSATH HE PEKOMEHIyETCSsl.
Bospacm/non

He oTMe4eHO KJIMHHUYECKH 3HAUUMBIX OTJIMUUN (papMaKOKHHETHUECKHMX IapaMeTpoB B
3aBUCUMOCTH OT BO3pacTa UJIH I10J1a IalluEHTOB.

bepemennvie scennujunot

3HayeHUs] MAKCUMAJIbHO pPaBHOBECHOM KoHIeHTparuu (Cmaxs) M IUIOLaJM 110/ KPUBOH
«xonuenrpauusi-spemsi» (AUCs) juist arazanaBupa Obuiv Bble Ha 26-40 % y KeHIMH B
nocnepoaoBoM mepuoye (4-12 wemenn), yem y BUY-unduumpoBanHplx He OepeMeHHBIX

ManueHToK. MuHuMabHAas KOHIICHTpalusa arasaHaBupa B I[IOCICPOJOBOM II€PUOILC Obuta
5
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npuOIM3UTENILHO B 2 pasa BhIlIe TOM, KoTopas Haboaanack 10 31oro y BUU-unduimposannbix
He OepeMEHHBIX JKEHIIUH.

Jemu

Bemuuna aGcopOuuum arazanaBHpa y JIeTel BBIIIE, YEM y B3POCIBIX MAIMEHTOB. Y MaleHbKUX
JIeTeil CyHIECTBYET HE3HAUMTENIbHAS TEHJEHIMs K Oojiee BBICOKOMY KJIMPEHCY Ipenapara mpu
HOPMHUPOBAHHH 110 BeCy Teja. BapuabenbHOCTh (papMaKOKMHETHYECKHX MapamMeTpoB Y JeTeil
TAK)KE BBILIE, YEM Y B3POCIIBIX.

Paca

HcenenoBanus He Moka3aay Kakoro-aubo BIIMSIHHS Pachl MAMEHTOB Ha (papMaKOKMHETHYECKHE
rapamMeTphbl aTa3aHaBHPA.

Pumonagup

Bcacwvieanue

AGcomoTHas OHOOCTYIIHOCTD M CTENICHb BCACBIBAHUSI PUTOHABUPA HE YCTAHOBJIEHA, TOCKOJILKY
OTCYTCTBYET JIEKapcTBeHHass (opMa Uil HapeHTepaIbHOro BBeJcHHs. (DapMakOKHHETHKA
pUTOHABUpA IIpH MHOIOKPAaTHOM IIPUMEHEHMH He Haromak Oputa wu3ydena y BHY-
MH(QUIMPOBAHHBIX B3POCIBIX J0OPOBOJIBLEB HE HATOWIAK. IIpH MHOrOKpaTHOM IpHeme
KyMYJISIMs PUTOHABMPA HECKOJIBKO MEHBILE, YeM PACCUUTAHHAS HA OCHOBAHUH OIHOKPATHOM
J03bI, ¥ 3aBHCUT OT BPEMEHH JICYECHHUS U JI0303aBHCUMOI0 YBEIMYECHHS KaXKYIIErocs KIHpeHca
(C1/F). Bbuio o6HapykeHO, 4TO OCTaTOYHAsI KOHIEHTPALUS PUTOHABUPA HEMHOIO YMEHbIIAIACH
C TEYEHHUEM BPEMEHH, BO3MOXKHO, U3-3a MHAYKIUHU (PEPMEHTOB, OJHAKO, CTAOMIN3UPOBAIACH K
OKOHYAHHUIO JBYX HEJENb. Tmax IPU YBEJIHMYEHUHU 03Bl OCTABAJIOCH IOCTOSHHBIM Ha YPOBHE
npumepHo paBHOM 4 dacam. [lodeunblit kinupeHc cocraBisier B cpeaneM menee 0,1 /4 u
OTHOCHUTEJIBHO ITOCTOSHEH IPH IPUMEHEHUH PA3IMYHBIX JIO3UPOBOK.

Bnusnue nuwu na nepopanvnoe écacoléanue

[Ipn nmpumeHeHuu npenapara BO BpeMsl IpHEMa IHUINUA IIPOUCXOJUT HEOOJIBINOE CHHUIKEHUE
Oro0cTynnHOCTH TabJIETOK PUTOHABUPA.

Pacnpeoenenue

Kaxymwiics oobem pacnpenenenus (Vp/F) puronasupa cocrasisier npumepHo 20-40 i1 nocie
oHOKpaTHOH 10361 600 Mr. CBsi3pIBaHKE pUTOHABHPA C OEJIKaMHU TIa3MBbl Y YeJIOBEKA COCTABIISCT
0K0J10 98-99% u siBIsIeTCS MOCTOSIHHBIM B uana3zone konuentpauui 1,0-100 mxr/mi. Putonasup
CBSI3BIBACTCS KaK ¢ ayib(ha|-KUCIIBIM IIIMKonporen oM uenoBeka (AAG), Tak u ¢ albOyMHHOM
CBIBOPOTKH KpoBH yesioeka (HSA) co cpaBHUTEBEHO OMHAKOBBIM CPOJICTBOM.

VccnenoBanus pacnpe/iesieHus B TKauax ¢ *C-MeueHbIM PUTOHABHPOM Y KPBIC MOKA3a/IH, YTO B
[ICYCHH, HAIIOYEUHUKAX, TODKETYI0YHOM Kele3e, MoYKax U IIMTOBHIHON XKeJle3e CoAepKaTcs

HanOOJIbIIHE KOHIEHTpAllMkd pHUTOHABHpA. CooTHOILIIEHHE pacnpeaciiCHus TKaHI:/HJIaBMa,
6
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M3MEPEHHOE B IMM(ATHIECKUX Y3J1aX KPBIC, COCTABISICT IPUOIN3UTENBHO | U IIpe/Ioaraer, 4ro
PUTOHABUD PACHpPOCTPAHSETCS B TKaHW JUMQpATHUECKOH cHCTeMbl. PHTOHABHP MHHUMAIBLHO
IPOHUKAET B MO3T.

Memabonuzm

BbUI0 0OTMEUEHO, YTO PUTOHABHP HHTEHCHBHO MeTa0OJIU3MPYETCst ¢ yyacTueM nuroxpoma P450
NeYeHH, B OCHOBHOM, ¢ yuyactueM u3odepmenta muroxpomMa CYP3A u, B MeHbIIEH CTElEHH,
CYP2D6. UccnenoBanus Ha )KHBOTHBIX, @ TAK)KE IKCIIEPUMEHTBI iR Vilro ¢ MUKPOCOMAMH T1€YEHH
4eJIOBEKa I0Ka3alid, YTO PUTOHABHP B IIEPBYIO OYEpe/b IOJIBEPraJicsi OKHUCIMTEILHOMY
MeTabou3my.

VY uenoBeka HaijeHo 4 Merabonura puroHaBUpa. OCHOBHBIM SIBISIETCS OKHCIMTEILHBIN
MeTaboJIUT H30MpPONHIATHA30] (M-2), IPOTUBOBUPYCHAsI AKTUBHOCTH KOTOPOT'O OJIMHAKOBA C
rcxonueiM coequHenneM. Onako AUC meraGonura M-2 cocrasinsiet Beero 3 % or AUC camoro
UCXOJHOTO COE/IMHEHHUSI.

Huskue 1036l pHUTOHABHpA OKA3bIBAIOT CHJIBHOE BIUSIHHE Ha (DApMAKOKMHETHKY JIPYIUX
MHIHOMTOPOB IpoTeasbl (M JApyrux BemectB, Merabosmsupyembix CYP3A4), a apyrue
MHIMOMTOPBI IIPOTEa3bl TaK)Ke MOTYT BIHSTH Ha (PapMaKOKHHETHKY PUTOHABHpa (CM. pasiel
«B3aumozelicTBUE C IPYTUMH JICKAPCTBEHHBIMH CPEJICTBAME ).

Buvigeoenue

Hcenenosanns yenoBeka ¢ pajMOAKTHBHO MEYEHBIM PUTOHABHPOM IOKA3aJid, YTO PHUTOHABUP
BBIBOJIMTCS, TJIaBHBIM 00pa3zoM, uepe3 renaroOMIMapHYIO cuctemy; npubiausutensHo 86 %
PaJMOaKTHBHOW METKM OBUIO BBIIEJIEHO W3 Kaja, 4acTh KOTOPOH, BEPOSITHO, COOTBETCTBYET
HeaOCOpOMPOBaHHOMY PUTOHABUPOM. B 9THX HCCIIeIOBaHUSIX BBIBEJCHHE Yepe3 MOYKH He ObLIO
Oo0Hapy»KeHO KaK OCHOBHOM crnoco0 BBIBEJACHHSI PUTOHABHpA. DTO COOTBETCTBOBAIO
HaOJIIOZICHUSIM B UCCIIC/IOBAHUSX HA JKHBOTHBIX.

Ocoobvie zpynnsl nayuenmos

[ayuenmuol noorcunozo 6o3pacma

Puronasup B nazme kposu y nanueHToB 50-70 et npu npumenenuu B J1o3e 100 Mr B coueranun
C JIONMHABUPOM HJIK B O0J1€e BBICOKUX J103aX, HO 6e3 mHruOutopos rnporeassl BUY e otinnyaercs
OT TaKOBO# y manueHToB 00jiee MOJIOAOro BO3pacTa.

Hayuenmol ¢ napywenuem ynkyuu novex

(PapMakOKHHETHYECKHE IapaMeTpbl PUTOHABHUPA HE M3YYEHbI y MALMEHTOB C HApyLUICHUSIMHU
Gyukuun mouyek. OJIHAKO, MOCKOJIbKY IMOYEUHBIH KIMPEHC PUTOHABHpPA OYEHb Majl, HUKAKHUX
M3MEHEeHHH 00IIIero KIMpeHca Teia He 0XKH/IAeTCsl Y HAllMeHTOB ¢ HapyICHUSIMH (YHKIIHH [IOYEK.

[layuenmol ¢ Hapywenuem QynKyuu nevexu
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[Tociie MHOTOKpPATHOTO JO3UPOBAHMS PUTOHABUPA 370pOBLIM a00poBoiblaM (500 mr 2 pasa B
CYTKH) M TIALIMEHTAM C JICTKMMH WJIH YMEPEHHBIMU HApyIICHUIMU QyHKIMHU 11edeHu (kinacc A u B
o mkaye Yaitna-I1st0, 400 mr 2 paza B CyTKH) pUTOHABUP IOC/IE HOPMAJIU3ALUHU 0361 HE ObLI
CYIIECTBEHHO PA3JIMYCH MEXLY STUMH JIByMsl IPYTITIAMHU.

Ocobvie zpynnsl nAYUEHMOE8 KOMOUHAUUA AMA3AHAGUD/PUMOHABUD

Iayuenmoi ¢ neueHouHOl HEOOCMAMOYHOCbBIO

VY NalMeHTOB ¢ HApyIIEHUSIMH (YHKIHH IEYCHH JICTKOM CTeneHu TsuKecTd (Kimace A 110
kiaccupukauu Yaina-I1p10) arazanaBup/puToHaBUP CIIEAYET IPUMEHATH C OCTOPOKHOCTBIO.

V NanueHToB ¢ HapyUIEHUsIMU (YHKIIMK [I€UYCHU CPEIHEH U TsDKEIIoH cTeneHu TshkecTH (kiaacce B
1 C no kinaccudukaruu Yaina-I1p10) npumenenne atazaHaBupa B KOMOMHAIMKY ¢ PUTOHABUPOM
IPOTUBOIOKA3aHO.

Hayuenmeot ¢ noueyHoll HEOOCMAMOUYHOCHIBIO

OTCyTCTBYIOT (hapMaKOKMHETHYECKUE JAHHBIC /UL MMAIMEHTOB ¢ MOYEYHON HEJI0CTaTOYHOCTbIO,
[PUHAMABIINX aTa3aHaBHp C pUTOHAaBUpOM. JUIs NAlMEHTOB Ha reMoJMaliu3e, paHee He
MOJIyYaBIIMX AHTHPETPOBUPYCHOH Tepanuu, arazanasup 300 Mr HasHayaeTcs TOJIBKO B

KoMOuHarmu ¢ puroHasupom 100 mr.

IMoka3zanust K NPUMEHEHHI0
Jleuenne BUU-1 undexuu, B KOMOMHAIIMH C JIPYTMMHU aHTUPETPOBUPYCHBIMHM IIpenapaTamu, y

IMAIMEHTOB, paHee MOJIyYaBIIUX UK HE I0JIyYaBUINX aHTHPETPOBUPYCHYIO TCPAITHIO.

IIporuBonokazanus

e [loBblIEHHAs YyBCTBUTEILHOCTH K aTa3aHABUPY, PUTOHABHPY WM JIOOOMY JIpyromy
KOMIIOHEHTY Ipernapara;

e Hapymenus (yHKUMH TedeHH cpejiHed W Tspkenod crenmeHu (kimacc B m C mo
kiaccupukanuu Yana-11s10);

e [Jankpearur;

e YV NAIMEHTOB C TSHKEJION MOYECYHOH HEOCTATOYHOCTHIO, HAXOIAIIMXCS Ha FEMOIMAIN3E U
paHee MOJY4aBIIMX aHTUPETPOBHPYCHYIO TEPAIHUIO;

e [Ilpenapar Atazop-P B KOMOMHAIMM C acTeMH30J0M, TePHEHAIMHOM, IH3AMPHJIOM,
MUMO3MIOM, OENpPH/IMIIOM, XHHHIMHOM, TPHA30JaMOM, MHUJAa30jaMoM (Ui IpHeMa
BHYTpb), QJIKaJOHJaMH 3proraMuHa (0COOEHHO 3proTaMHHOM, JUTHIPO3PrOTAMHHOM,
JPrOMETPUHOM, METHJIIPIOMETPHHOM), Ipenaparamu 3Bepo0ost TIPOJIBIPSIBIICHHOTO,
unruéuropamu ['MI'-KoA-pemykrassl (CHMBACTaTHHOM, JIOBACTATHHOM), KBETHAIIMHOM,

pudamnuuuHom, andy303uHOM, cuiieHaduIoM (P €ro HasHAYCHUH JUIL JICUCHMA
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JICTOYHOM apTepHabHON TMIIEPTEH3UH), aMHUOAAPOHOM, JPOHEIAPOHOM, SHKAUHHUJIOM,
GnexannuaoM, npomadeHoHOM, aBaHaUIOM, (Y3UIAMEBOH KHUCIOTOH, IETHIHHOM,
NHUPOKCHKAMOM,  NPONOKCH(EHOM,  KJIO3alMHOM,  BapJeHaQUIOM, JHa3ernaMoM,
5cTa30jaMoM, (ulypasenamoMm, KJIOpa3ernaToM, KOJXHUIIMHOM. PaHosa3suH, BeHETOKIIAKC,
Jlypa3uioH.

Jletu 10 6 €T ¥ ¢ Maccoii Teia MeHee 35 Kr.

[lepuo rpy/1HOro BCKapMIIMBaHUSI.

HCQ)HHHT JIAKTa3bl, HCIICPCHOCHUMOCTD JIAKTO3bI, INTIOKO30-raJIaKTO3Has MaﬂbaGCOPGIII/IH.

C 0CTOpPOKHOCTHIO

CaxapHblii quaber

['mnepriavxkemust

Jlucaunuaemus

['unepOumupyOuneMust

Hedponurunasz

BupycHslie renatutsl

XpOHHYECKHUH aKTUBHBIH rernaTuT

Hapymenus QyHKIMH neyeHH JIerkoi CTeneHu TshKecTH (Kjace A mo Kiaccuukanuu
Yaitna-11s10)

Jlpyrue conyterByronue 3a00eBaHus IEYECHN

IloBbIIeHHE AKTUBHOCTH «IIEUYEHOYHBIX)» ()ePMEHTOB

I'emodmius A u B

[TaurenTsr ¢ opraHMuecKUMH 3a00JICBAHUSIMH CEp/lla, U CYUIECTBYIOIIMMH paHee
paccTpoiCTBAaMM IPOBOJSIICH CHUCTEMBI CepjAlla WM IAlUEeHThI, PUHUMAIOIINE
npenapatel, yumHsiomumu P-R u P-Q uuTepBan (Harnpumep, aTeHOJION, JIAITHA3EM,
BEpanamuI)

CunApOM BpOXKJIEHHOrO yuiuHeHust uaTepBaia P-R u P-Q

CuHIpPOM BpOKJIEHHOTO y/UIMHEeHUs uHTepBaia Q-T

[ToHnxeHHast KHCJIIOTHOCTD JKEJIYIOYHOTO COKa (MOBbIIIeHHe 3HaYeHust pH xeny1ounoro
coKa)

CoBMeCTHOE IPUMEHEHHUE C HHIMHABUPOM, HPHHOTEKAHOM, HEBUPAITUHOM, 3(DaBUPEH30M,
IJIIOKOKOPTUKOCTEPOH/IaMH,  BOPUKOHA30JI0M,  CAJIMETEPOJIOM,  KJIIAPHTPOMHUIIMHOM,
OonenpeBupoM,  TeHodoBHpa  Jau3oNpokcHia  (ymaparom, — KapOama3enmuHOM,

(GenuTonHoM, QenodbapOUTATIOM, JIAMOTPUIDKUHOM, LHUKIOCIIOPHHOM, TaKpOJIHUMYCOM,



CHPOJIMMYCOM, JIMJOKaWHOM (Ul NapeHTepaIbHOrO MPHMEHEHHUs), CHIACHADHIOM,
TajanaguioM  (Uis  JICYCHHS  OPEKTHJIBHOW  JUCYHKLMH), aTOpPBACTATHHOM,
IpaBacTaTUHOM, (IIyBaCTaTHHOM, pO3yBacTaTHHOM, OyrnpeHopduHOM, cyGcTparamu
npyrux usopepmenroB muroxpoma P450 (CYP), Tpa3osoHOM, JMIOKCHHOMOM,
KETOKOHA30JI0M, BJIbIXa€MbIMU HJIM BBOJMMBIMH Y€pe3 HOC TIIIOKOKOPTHKOCTEPOUIAMH
(manpumep,  ¢GuyTHKa3oH, OyJeCOHHJ, TPHAMIMHOIOHOM), MHIA30JaMoM  (JU1s
MapeHTEePaIbHOrO0 INPUMEHEHHUs), OelaKBHIMHOM, pHBApoOKcabaHOM, BOpArakcapom,
pUOLIMIYaTOM,  CHMENpeBUpOM,  adaTMHUOOM,  LEPUTHHHUOOM,  AJIIPA30JIAMOM,

OelaKBEeIMHOM.

IIpuvenenne npu 6epeMEHHOCTH H B IIEPHO/I FPY/AHOI0 BCKAPMJIHBAHUS

bepemennocme

IIpenapar Atazop-P no/mkeH npuMeHsIThCs IpH OepeMEHHOCTH, TOJBKO €CIM MOTEHIMAIbHAsS
0J1b3a MPUMEHEHHUS Y MaTepy IPEBBIIIAET OTEHIIHAIBHBIA PUCK JUTS TUIOA.

YMepennslit 00beM faHHbIX y OepemeHHbIX xeHIuH (o1 300 1o 1000 nexomoB 6epeMeHHOCTH)
MOKa3aJl OTCYTCTBHE TOKCHMYHOCTH aTa3aHaBUpa B BHUAEC IOPOKOB pa3BUTHS Yy IUIOJA.
HcenenoBannus Ha JKMBOTHBIX HE T[I0Ka3aid IPHU3HAKOB TOKCHYHOCTH B  OTHOIICHUH
PENpOyKTHBHONU CUCTEMBI.

B Hacrosmiee Bpemsi HET JOCTAaTOYHBIX JIAHHBIX 110 OIBITY IPUMEHEHHS PHTOHABHpa Y
OepeMEeHHBIX JKEHIIHH.

I pyonoe eckapmnusanue

AtazaHaBup 0OHapYXHUBAJICS B IPYIHOM MOJIOKE, YTO IOATBEPIK/ICHO JJAHHBIMU MCCIIEIOBAHUS Ha
Kpbicax. Her naHHBIX O BJIMSHUHM aTa3aHaBUpa HAa CEKPEIMIO IPYJHOro MoJioka. JlaHHble 00
IKCKPELMH PUTOHABUPA C IPYIHBIM MOJIOKOM Y JKEHIIHH OTCYTCTBYIOT.

B cBs3u ¢ BO3MoxHOCTBIO niepeaun BUY ot matepu peGeHKy ¢ MOJIOKOM, a TakyKe BBHJLy pHCKa
pPa3BUTUS CePbe3HBIX NMOOOYHBIX 3(dekToB y pebeHka, KOPMUTH IPYJbIO IPH NPUMEHEHUU
npernapara He PeKOMEH/1yeTCsl.

DepmunvHocms

B J0KJIMHUYECKUX HCCIICIOBAHUSX BIMSHUS aTa3aHaBupa Ha (GEepTUILHOCTh M dSMOpPHOHAIBLHOE

pPa3sBUTHUEC, aTa3aHaBUP U3MCHSJI 3CTpaﬂbeIﬁ UKJI, HC BJIVS IIPHU 5TOM Ha (bepTH.I]bHOCTb.

Cnocod npuMeHeHus ¥ 103bI
[IpenapaT mpUHAMAIOT BHYTPb, LIEJIMKOM, HE Pa3’KEBbIBAs, B COCTaBE KOMOMHUPOBAHHOMH Teparuu.
Penienre 0 Havase Tepaniy NPHHAMAET Bpad, UMeton i onbIT edenus BUY-undexuun.

B3pocnvie
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PexxuM  103UpoBaHMsl _ JUIS MarucHTOB, paHee noJiydyaBinux )41 HC MOoJIy4aBIInuX

AHTHPETPOBUPYCHYIO TEPAIIUIO:

BHyTpb, BO Bpems eJipl, 110 1 TabieTke OJuH pa3 B /I€Hb.

Jlemu om 6 nem u cmapwie u ¢ maccou mena 6onee 35 xe.

BHyTps, BO BpeMs e/ipl, 110 1 TabieTke oJMH pa3 B I€Hb.

Iayuenmeot ¢ noweuHoil HedOCMamo4HOCmMblO

Koppekuus 10361 He TpeOyeTcst ISl MalUeHTOB, He HaXOASIIUXCsl HAa TeMOIHaIn3e.

JUis nmanuMeHTOB HA TreMOJUalM3e, paHee HE I0JIy4YaBIIMX AHTUPETPOBUPYCHOW Tepaluu,
Ha3HA4Yal0T KOMOMHUPOBAHHEIH npenapat ATta3op-P 6e3 KoppeKiuu 103b1.

[TanenTaM ¢ TSOKENIOM MOYEYHOH HEJIOCTaTOYHOCTBIO, HAXOSAIIMXCS HA FeMOJAMAIU3e U paHee
IOJIy4aBIIMM aHTHPETPOBUPYCHYIO TE€paIuio, npernapaTt Atazop-P npuMeHsITs IPOTHBOIIOKA3aHO.
Iayuenmol ¢ neueHoYHOU HEOOCMAMOYHOCMbIO

[Ipenapar Atazop-P cienyer NpUMEHSATh ¢ OCTOPOXKHOCTBIO y MAIlMEHTOB C HapyLICHUSAMH
(GyHKIMH MeYeHH JIerkoil crenmeHu TspkecTd (kiace A mno xiaccupukanmu Yaina-I1eo0), u
IIPOTHBOIOKA3aHO IPUMEHSTH Y IMAlUEeHTOB C HapymIeHHsSMH QYHKIHH IIEYEHH CPEIHEH U
TsoKeson crenern TsokecTH (kinace B u C no kiaccudukanuu Yaina-I1s10).

Toorcunvie nayuenmeol

Kimnuyeckue MCCiieIoBaHus Mpernapara He BKJIIOYAIM JOCTATOUYHOE KOJIMYECTBO IAIMEHTOB B
Bo3pacte 65 et u crapiie. OCHOBBIBasCh Ha (JapMAKOKMHETHYECKUX JIAHHBIX, KOPPEKIIMS 1035l
B 3aBHCHUMOCTH OT BO3pacTa He Tpebyercs.

Kombunuposannas mepanus

Tenodosupa au3onpokcuia ¢ymapar: peKOMEHIyeTcss NpUMeHeHue mpenapara ATtazop-P
COBMECTHO ¢ TeHodoBupa ausonpokcuia Gpymaparom 300 mr (mpenaparel CiIeayeT INPUHUMATD
OJIMH pa3 B JIEHb BO BpeMsi IIpHEMa IHIIH).

bepemennocmo

Bo Bpemst 2 u 3 TpuMecTpa GepeMeHHOCTH IIPUMEHEHHs nipenapaTta Atazop-P (arazanaBupa B J103¢
300 mr u putoHasupa B j1o3e 100 mMr) 1 pa3 B CyTKH MOXKET OBITh HEIOCTaTOUHO, OCOOEHHO KOT/Ia
AKTHBHOCTH BCEr0 PeXUMa MOXKET OBITh CKOMIIPOMETUPOBAHA JIEKAPCTBEHHOM yCTONYHBOCTBIO.
TepaneBTHyecKuil JIEKaPCTBEHHBIH MOHHUTOPHHI MOMKET OCYLIECTBIISATHCSA IPH I[POBEICHUH
TepaIuH.

Puck CHM)KEHHS KOHIIEHTpAIlMM aTa3aHaBUpa MOXET OXKHIAThCs B Cilydae, €ClId Iperapar
Artazop-P Ha3zHauaeTcsi COBMECTHO ¢ TeHO(OBHPA JIM30IPOKCHIA (yMapaToOM MM aHTAarOHUCTAMU
H,-rucTaMHHOBBIX penenTopos. PekoMenayercst mpuMeHeHue npenapara Ata3op-P COBMECTHO ¢
nornonHuTeIbHbIME 100 Mr arazaHaBupa OJIMH pa3 B JIeHb. TepaneBTHYECKHUH JIEKapCTBEHHbIN

MOHHUTOPHHI MOXET OCYHICCTBIATHCS IIPH IPUMCHCHHUHA npenapara ATa30p-P COBMECCTHO C
11
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TeHo(oBUpa JM30NMpoKcuIa Gpymaparom wim G1okaropamMu Ha-rHCTaMHHOBBIX PELENTOPOB IS
ofecrieuenns aeKBaTHOrO pexuMa JIo3upoBanusi. He cymiecTByeT 10CTaTouHO JaHHBIX VIS TOTO,
4TOOBI MOKHO OBUIO PEKOMEHJIOBATh OJHOBPEMEHHOE NpUMEHeHHe mnpenapara ATtasop-P ¢
TeHO(OBHpa JIU30MPOKCHIA (ymMapaToM M aHTaroHUCTaMH Hi-THCTAMHHOBBIX PELENTOPOB Y
OepeMEHHBIX JKEHILUH, paHee IOJIyYaBIIMX aHTHPETPOBHPYCHYIO TEPAIIUIO.

Beien 3a BO3MOXKHBIM CHMJKGHHEM KOHLEHTDAIlMHM aTa3aHaBUpa BO 2 M 3 TpUMeCTpax
OEpeMEHHOCTH BO3MOJKHO IOBBIIIEHHE €r0 KOHIEHTPALMH B TECUYCHHE IMEPBBIX JBYX MECSIEB
II0CJI€ POJIOB, IIO3TOMY ClieflyeT O0ECHEeuMTh TINATEIbHOE MEIUIMHCKOe HaONoeHHe 3a
MALMEHTKON Ha IPeJIMET BBISBICHUs NOOOYHBIX peakiuid. B nmocnepo10Bom nepuo/ie naiueHTKu
JOJDKHBI TI0JIy4aTh T€ JK€ caMble JI03bl, YTO M HeOepeMeHHbIe, BKJIIOYasi T€X, KTO COBMECTHO
TOJIy4yaeT Mpernaparhl, CHHKAIOIIUE KOHIICHTPAIMIO aTa3aHaBUpa B KPOBH.

M3-3a BO3MOKHOIO pHCKa Pa3BUTHUS TsDKEJION runepOMIMpyOMHEMHUH M NMOTEHIIHAIBHOTO PHCKA
Pa3BUTHUS AIEPHOH KEITYXH y HOBOPOXKICHHBIX HEOOXOUMO HAOJIIOJECHHE 32 HUMHU B TEYCHHE
NEPBLIX JHEH JKM3HU; B HPEAPOJIOBOM IEpHOJE CleJyeT O0eCneqYuTh JIONOTHUTEILHbIN

MOHHMTOPHHTI IIJIOJA.

ITo6ounoe xeiicrBue

B3spocuvie

Cpenu mManueHTOB, IIOJy4YaBIIMX KOMOMHHMpOBAHHBIM mpernapar arazaHaBupa 300 Mr wu
puronaBupa 100 mr, mambosiee yacToi moOOYHON peakuuei sBisuiach xenryxa (19 %). B
OOJIBILIMHCTBE CJIy4aeB JKeJITyxXa 0TMedasach CIyCTs] HECKOJIBKO JIHEH WIIM MEcCsIIEB 1OcIIe Havasa
JICUCHUS U Yy MeHee, yeM 1% nmanueHToB pUBO/IMIa K OTMEHE Ipernapara.

[To nanaeiM BceemupHoit opranuszamuu 3jpaBooxpanenuss (BO3) HexenarenbHble sBICHHUS
KJIacCU(HUIIMPOBAHBI B COOTBETCTBUH C UX YACTOTON pa3BUTHS CJIECAYIOLIMM 00pa3oM: O4eHb 4acTo
(> 1/10), gwacro (> 1/100, < 1/10), mewacro (> 1/1000, < 1/100), penko (> 1/10000,
< 1/1000), ouens peako (< 1/10000).

Ama3zanasup

Hapywenus co cmopoHbl UMMYHHOU cUCmeMbl. HEYaCTO — aAJUIEPTUYECKHE PEAKIIHH.

Hapywenusi co cmoponel yyeHmpanibHoll HepeHOU cucnmembl. 4acTo — rojoBHas 00Jb; HEYacTo —
o0MOpok, mnepudepuyeckas HeHponarusi, IOJIOBOKPYKEHHE, IOTEPs IaMATH, COHJIMBOCTD,
0eCIOKOMCTBO, JIENPecCus, HapyIIeHUsl CHA, U3MEHEHHE XapakTepa CHOBHJICHUH, OeCcCOHHUIA,
HapyIIeHUEe OPUEHTALIUH.

Hapywenusi co cmoponbl Jiceny004Ho-KuuleyHo20 mpakma: 4acto — 00jb B JKMBOTE, JMapes,
JUACTIETICHSI, TOIIIHOTA, PBOTA; HEYACTO — CYXOCTb BO PTY, U3BpAILEHUE BKYCa, METEOPH3M, FaCTPHT,

IaHKpeaTHT, aQTO3HBIA CTOMATHT.
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Hapywenus co cmoponsl Koty u NOOKOICHOU KAeMYAMKU; YaCTO — ChIllb; HEYACTO — 00JIBICEHHE,
3yJ1, KpalMBHUIA, MyJIbTU()OPMHAS IPUTEMA, JIEKAPCTBEHHAS ChIITb C 203UHO(UIINEN B CHCTEMHOM
cumnrromatukod (DRESS-cunznpom), Tokcuyeckasi KOXKHasi Chlllb, aHIHOHEBPOTHYECKHH OTEK
(IOCTPEruCTPallMOHHBIE JIAaHHBIC); PEJKO — Ba30JMJIATALMS, BE3UKYJIE3HO-OYJUIC3HAsS ChIIlb,
sk3eMa, cuHapom CtuBeHca-/[KoHCOHA (IIOCTPEruCTpaliuOHHbIE JaHHBIE).

Hapywenus co cmoponer onopno-0gueamensnozo annapama u coeOUHUmMeIbHblX MKAHeIL:
HEYacTO — apTpajIrus, MbllIeYHas aTpo(usi, MHAITHUSL; PEJIKO — MHOTIATHS.

Hapywenus co cmoponvt mouegvioeumenvHou cucmempl: HEYaCTO — IeMarypus, y4alieHHOe
MOYEUCIyCKAHUE, nporeuHypusi,  HedponutHaz  (MOCTPErHCTPALMOHHBIE  JIAHHBIC),
MHTEPCTHIHAIBHBIN HeQpHT; pesiko — 6oy B 00J1acTH OYEK.

Hapywenus co cmoponul opeana 3penus. 4acTo — JKeJITYIHOCTh CKIIep.

Hapywenus co cmoponvr obmena 6ewjecms. He4acTO — AHOPEKCHUs, NMOBBINICHHBIA AIIETHUT,
CHHIKEHHME MacChl Tejla, YBEJIMYEHUE MacChl Tejla, IMOCTPErHCTpallMOHHbIE JaHHbIe (4acToTa He
YCTaHOBJIEHA) - TUIIEPIIIMKEMUs], CaXxapHbli uaber, runepiaakTaTeMusl.

Hapywenus co cmoponvl penpodykmuenou cucmemoi: HeUaCTO — FTHHEKOMACTHSL.

Hapywenus co cmoponbl  cepoeuno-cocyoucmou  cucmemvl. HEYACTO - IOBBIIICHUE
apTepHATbHOIO JaBJICHHs, Taxukapaus tuna «torsades des pointes» (IOCTperucTparoHHbIC
JAHHBIE); pPEIKO - OTEKH, yualleHHoe cepauebuenue, ymaiuHenue uHrepana Q-Tc
(mocTperucTpalMoHHblie JaHHble). [locTperncrpanonnbie JaHHbIE (YacTOTa HE YCTAaHOBJICHA) -
aTproBeHTpuKysipHas (AV) 6nokana Il u III crenenu.

Hapywenus co cmoponul pecnupamophoii cucmembl. HEYacTO — OJIBIIIKA.

Hapywenus co cmoponvl nevueHu u Jicenqesvbl800Auux nymet: 4acTo - JKENTyXa; He4acTo —
remaTuT,  XOJeJUTHa3,  Xojecrad  (IIOCTPErHCTpAllMOHHBIE  JIaHHBIE);  pPEAKO -
renaToCIUICHOMEraJlusl, XOJICHUCTHT (IIOCTPErUCTPALMOHHBIC JAHHBIE).

Paccmpoiicmea obwjeeo xapakmepa: 4acTo - yCTAJIOCTh; HEYacTo - 00JIb B IPyAH, JIUXOpaJKa,
HeJoMoranue, ciabocTh, nepepacrpe/ielieHie KUPOBOH KieTdaTtku (IunoaucTpodus); peako -
HapylICHUE MTOXO/IKH.

Hab:mo1auce oT/elbHbIe Cilyd4an KpOBOTEYEHUH, CIOHTAHHBIX KOXKHBIX PEaKIMi ¥ reMapTpo30B
y HAIMeHTOB ¢ reMouineid Tuna A 1 B npu npuMeHeHnr UHTHOUTOPOB IIPOTEA3kl.

HaunGonee wuacto (6Gosee 10%, «o4yeHb YaCTO») OTMEUYAIMCH CIEAYIOIIMUE OMKIOHEHUS
nabopamopusix nokazameneil y MallMEHTOB, MOJIyYaBIIUX JICUYEHHE, B COCTAB KOTOPOI'O BXO I
aTazaHaBHp U OJMH WK 00Jiee HYyKJICO3U/IHBIX, HYKJICOTH/IHBIX M HEHYKJICO3UIHBIX HHTHOUTOPOB
00paTHOW TPAaHCKPHIITA3bl: MOBBILIEHHE ob0mero Ouampyouna (87%), 0coOEHHO HENPAMOIo

(HecBsi3aHHOTO) OMIIMPYOHHA B CHIBOPOTKE KPOBH.
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Jlpyrue 3HayMMble OTKJIOHEHHs JTabOpaTOPHBIX IapaMeTpoB OTMEYAIUCh Y >2% OOJIBHBIX
(«gacTo»): MOBBINIEHHE AKTUBHOCTH KpeaTuH(pochokunassl (7%), MOBHINIEHHE AKTUBHOCTH
aJlaHMHAMUHOTpaHchepasbl (AJIT)/cpiBOpOTOUYHOM IJIyTaMUHO-IIMPOBHHOTIPAIHOM
TpaHcamMuHa3sbl (5%), CHM)KEHHE KOJIMYeCTBAa HEUTPOQMIBHBIX JICHKONUTOB (5%), MOBBIIIEHHE
AKTUBHOCTH acrlapraraMUHOTpaHchepasbl (ACT)/cpiBOpOTOYHOMU 71y TAMHHO-
IIaBEJIEBOYKCYCHOM TpancamuHasbl (3%), mnoBblmieHHe akTUBHOCTH Jmnasel (3%). Ortmena
JIeYeHUsT BBUIY pas3BUTH 10004HBIX 3¢dekroB mnorpedoBasack y S5 % NAlMEHTOB, Kak
IOJIy4aBIIMX, TAK ¥ HE IOJIYYaBIIUX aHTUPETPOBUPYCHYIO TEPAITHIO.

YV 2 % nanueHToB, NOJYYaBUIMX aTa3aHaBHpP, OTMEUeHO KOHKypeHTHOe noBbimenue AJIT/ACT u
obmero OunmupyOuna 3-4 cTeneHu.

Onucanue omoesibHblx noOo4HbLX 2¢hhexmos

- Y BUY-uuduuupoBaHHbIX HALMEHTOB € TSOKEJIBIM HMMYHOAE(DHUIIMTOM B Havalle IIPUMEHEHHUS
KOMOMHHMPOBAHHON aHTHPETPOBUPYCHOM TE€PAITMU MOTYT Pa3BUBATHCS BOCIAIMTEIBHBIE PEAKIIMU
B OTBET Ha OECCHMMIITOMHBIE WJIM OCTATOYHBIE ONMOPTyHHCTHYeckHe HHpexkumu. Taxke
OTMEYAJIUCH CJIy4au ayTOMMMYHHBIX 3a0oiieBaHuil (Harpumep, 6osie3Hs ['peiiBca), 0HaKO Bpems
Hayajla pa3sBUTHS TaKUX 3a00JIeBaHHI BapbUpPOBAJIOCH Y pa3HBIX MAIMEHTOB M MOIJIO HACTYIATh
4epe3 MHOTO MECSILEB I10CTIe Havyalla Teparuu aTa3aHaBUpPOM.

- Ilpy npumeHeHUH KOMOMHHPOBAHHON AHTUPETPOBUPYCHOU TEPANUU B TEYCHUE JUTUTEIHHOIO
1eprojia BPEMEHH OTMEYAIHUCh CIy4Yau OCTEOHEKpO3a, OCOOEHHO y MalMeHTOB ¢ (akTopamu
pucka (BBICOKMH HMHJEKC Macchl Tejla, HMMYHOCYIpECCHs, YHOTpeOJeHHEe aKOrois,
COILYy TCTBYIOLIEE IPUMEHEHHE KOPTUKOCTEPOUIOB).

- Merabonuueckue mapameTpel - COOTHOUIEHHE U COJEp)KAHHME JIMIIUIOB M IJIIOKO3bI B KPOBU
MOYKET IOBBIIIATLCS BO BPEMSI aHTUPETPOBUPYCHOM TEpaIuy.

- CpInb ¥ aCCOLMMPOBAHHBIE CUHIPOMBI - ChIIIb B BHJI€ MAKYJIONAIYJIE3HBIX KOJKHBIX BBICHITTAHUN
OT JIErKOH JI0 CpeJIHEH CTENEHH TsHKECTH OOBIYHO MOJXKET IOSIBISTBHCS B TEUEHHE MEPBBIX 3-X
HeJleNb C Havyalla Tepalliy aTa3aHaBupoOM.

- Cungpom Cruenca-/[xoHcona, MyibTH(OpPMHAsE dpUTEMA, JIEKAPCTBEHHAs Chllb ¢
so3uHOBuaMel 1 cucteMHoit cumnromarukoit (DRESS-cunapom), Tokcuyeckas KoxHasl Chlllb
OTMEYaJIUCh IIPHU IIPUMEHEHUHU aTa3aHaBUpa.

[TaruenTsl ¢ renatutom B u/wim C

[TaruenTs! ¢ COYeTaHHBIM XPOHHUYCCKHM I'€lIaTUTOM B u/umu C Gonee IMOJIBCPIKCHEI ITOBBIIICHHUIO
AKTHBHOCTH II€YCHOYHBIX TpaHCaMHHa3 110 CPaBHCHHIO C HCHH(i)HHHpOBaHHbIMI/I nanueHTamu. He
OTMEYAJIOCH pasHUIBI B 4aCTOTE IMOBBLIICHUS 6nnnpy6m{a Yy NAalUCHTOB C IrenaTuToOM B w/unu C

H HCPIH(bPII.[HpOBaHHbIX nanuenToB. Yacrora pasBuTHs Tre€naruTa BO BpEMA JICHCHHS WK
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TOBBILICHHS] AKTUBHOCTH TPaHCAMHMHA3 y MAIlUEHTOB ¢ COYETAaHHBIM XPOHHYECKUM renaTtutom B
w/unu C, OpU1a cormocTaBuMa Ipu IprueMe arazaHaBUpa U peXKUMOB CPaBHEHHS.

[TaruenTs! ¢ coyeTaHHBIM XpoHUYecKUM renatutoM B u/wiu C B Gosbilei cTeneHu noiBepiKeHsl
PUCKY pa3BUTHSI TSHKEJIBIX ¥ MOTEHIIMAIBHO (aTaIbHBIX MOOOYHBIX PEAKIHHA CO CTOPOHBI IIEYCHH.
Pumonasup

HauGonee yacThIMM 3aperucTpHUpPOBAHHBIMH HEXKEIATEIbHBIMH PEAKLHUAMU CPEIM IAlUEHTOB,
MOJIyYaIOIUX PUTOHABHP B KOMOMHAIIMH C APYTUMH aHTUPETPOBUPYCHBIMHU IIperapaTamMmu, Obuiu
HapyIIeHHs CO CTOPOHBI ITHIIEBAPUTEIHHON CUCTEMBI (BKIIIOUAst IHapelo, TOIHOTY, PBOTY, 00JIb
B )KMBOTE (B BEpXHUX M HI)KHHUX OT/IENaX)), HAPYIIEHHs CO CTOPOHBI HEPBHOM CHCTEMBI (BKJIIOYast
IapecTe3vy ¥ MApeCcTE3UI0 CIU3UCTOH OOOJOYKU pPTa), a TAKIKE yTOMIIIEMOCTH/aCTEHHYECKUM
CUHPOM.

Coo01aioch 0 pa3BUTHH CIEAYIOMIUX HEXKENATEIbHBIX PEaKIUil OT Cpe/IHeN J10 TKEIOH CTEICHN
TSDKECTH, BO3MOKHO MJIM BEPOSTHO CBA3aHHBIX C IPHEMOM PUTOHABHPA.

HexenaTtenpHble peaklMy B KIMHUYECKUX MCCIIEIOBAHUSAX U IIOCTPErHCTPALIMOHHOM IEPUOJIE Y
B3POCJIBIX MAIlMEHTOB!

Hapywenusi co cmoponvl Kpoeu u Jum@amudecko cucmemvpl. 4acTo - CHIKCHHE YHCIIA
JIEWKOLMTOB, CHHIKEHHE KOHIEHTpALMH TeMOrJIo0MHA, CHWJKEHHE 4YHCIa HEeHTpoduiios,
MOBBIIICHHE 4YHCIA Y03HHO(GHIOB, TPOMOONMTONEHMS; HEYacTO - IIOBBIIIEHHE 4YHCIIA
HeHTpoPHIIOB.

Hapywenus co cmoponel UMMYHHOU CUCMeMbl: 4aCTO - PEAKIUH TUIEPUyBCTBHTEIBHOCTH,
BKJIIOYAsi KPAMBHHUILY M OTEK JIMLA; PEJIKO - aHa(HIIAKTHUECKHE PEAKIIUK.

Hapywenuss — numanusi u  obmena  6éewjecme.  4YaCTO  —  TUIIEPXOJICCTCPUHEMHUS,
TUNEPTPUTIIHIICPUIEMHES, I0Jarpa, OTEKH, B TOM 4YHUcie INepudepudeckue, 00€3BOKUBAHHE
(0OBIYHO CBSA3aHO C CUMIITOMAMH CO CTOPOHBI ITHIIEBAPUTEIILHON CHCTEMBI); HEYACTO - CaXapHbIid
JadeT; pe/Iko — FMIEePriIuKeMusl.

Hapywenus co cmoponbl HepeHOUl cucmeMbl. OUEHb 4aCTO — JIUCIE€B3HUs, IAPECTE3NH CIIU3UCTON
000jlouKK pra W nepudepHyecKHe IapecTe3uH, ToJoBHas 00Jb, TOJOBOKPYKCHHE,
nepudepuyeckas HelponaTus, 4acto — OeCCOHHMIA, BO30YXKJIEHHE, CIYTAHHOCTb CO3HAHUSL,
HapylleHHe BHUMAHMsl, CHHKOIIAJIbHBIE COCTOSHM S, SIHJIENITHYCCKUE ITPUTTAIKH.

Hapywenus co cmoponul op2ana 3penus: 4acTo — HEYETKOCTD 3PEHUSL.

Kapouonoeuyeckue napywenus.: He4acTo - HHPApPKT MHOKap/a.

Hapywenus co cmopoubl cocyoucmou cucmembpl. 4YacTo — apTephabHas I'MIIEPTEH3HA,
aprepuaibHas TUIOTEH3Usl, BKJIIOYas OPTOCTATHYECKYIO aApTEPHAIbHYIO  THIIOTEH3HIO,

nepmbepuqecxax TUITIOTCPMHUSL.
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Pecnupamopnvie, mopaxanvhvie u meouacmunaibHvle HApyulenus: OYeHb 4acTo - (HapUHTUT,
00Jib B pOTOIJIOTKE, KaIlleJb.

Hapywenus co cmoponul nuwesapumenvHoi cucmembl. 04EHb 4acTo - 00JIb B )KUBOTE (BepXHHE
¥ HWKHHE OTJENBl), TONIHOTA, IMapest (BKIIOYas TsDKEIYI0 (GOpMYy € 3JIEKTPOTUTHBIMH
HapyIIEHHUsAMH), PBOTA, PacCTPOMCTBA IHMIIEBAPEHHUS; YACTO — AHOPEKCHUSl, METEOPH3M, SI3BbI
pPOTOBOH  IOJIOCTH,  KPOBOTEYEHHME M3  OPraHOB  JKEIYJOYHO-KHUIIEYHOIO  TPaKTa,
ractposs3ogareanbHas pedurokcHas 00Jie3Hb, TAaHKPEATUT.

Hapywenus co cmoponel eenamobunuapnoii cucmemyl, 4acTo - renatuT (BKJIIOYAs MOBBIIICHHE
aktuBHocTh ACT, AJIT, I'T'T), noBeineHne KoHUeHTpanuu OuIMpyOMHA B KPOBH (BKJIIOYAs
KENTYXY).

Hapywenus co cmoponl Koducu u NOOKOICHO-JCUPOBOU KNeMYAMKU. OUYE€Hb 4acTO — 3y/Ji, ChIllb
(BKJIFOYAsi DPUTEMATO3HYIO M MAaKyJIONAINyJE3HYIO CBIIb); YacTO — aKHe, PeAKO — CHHIPOM
Crusenca-J[»xoHcoHa, TokcHueckuit snuaepMainbueii Hekpoius (TEN).

Hapywenus co cmoponvl KOCMHO-Mblute YO CUCmeMbl U COCOUHUMENbHOU MKAHU: 0YEHb 4aCTO
- apTpairus U OOJM B CIIMHE; YacTO - MHO3HT, pabIOMUOIIN3, MUAJITHS, MHUOIIATHUS/TIOBBIILIEHHOE
coaepkanne KOK.

Hapywienus co cmoponvl Mo4egbloenumenvHou Cucmembl. 9acTo - yJallleHHOE MOYEHCITy CKaHHe,
HapyueHue (QyHKIMHK 1oYek (Harpumep, OJMIYpHs, MOBBILICHHE KOHLIEHTPALUN KpeaTHHHHA);
HEYacTOo - OCTpasi 0YEeYHAasl HeJIOCTATOYHOCTb.

Hapywenus co cmopoHvl penpoOyKmueHol cCucmemol U MONOYHBIX Jicese3. 4aCTO — MEHOPParusl.
Cucmemnvle Hapywenus u 0CN0NCHEHUA 6 Mecme 66edeHus. OYEHb YacTo - cJaboCThb, BKIIOYast
ACTCHUYECKUH CHHIPOM, IIPHIIMBBI, YYBCTBO JKapa; 4acTo - JINXOpaJika, II0Teps Beca.
OmrnoneHus om HOpMbl, 8bls6IeHHbIE 8 1A00PAMOPHBIX U UHCMPYMEHMANLHBIX UCCICO06ANHUX!
YacTo - MOBBIIIEHHE AKTHMBHOCTH aMWJIa3bl, CHH)KEHHE KOHIIEHTPALUH CBOOOJHOIO M 00uIero
THUPOKCHHA; HEYACTO - MOBBIIIEHHE KOHIICHTPAIIUHU IIIOKO3bI, IIOBBIILICHUE KOHLIEHTPALUK MarHus,
MOBBIILIEHHE aKTHBHOCTH I1EJI04HO# (ocdarassl.

OmoesibHble HedcelamenbHble PeaKyuu

[IoBbIIIEHHE AKTUBHOCTH IE€UYEHOYHBIX TpaHCaMHHa3, B IIFAITb pa3 H Oonee IIPEBLIIIAIOIICE
BCPXHIOK TI'PaHHUIly HOPMaJIbHBIX 3HAYCHUH, KIMHUYECKas KapThHa renarura " OKeJITyXa
pasBUBAIMCH Y IMMALMCHTOB, ITOJYYaKOMIUX PAUTOHABUD B KAYE€CTBE MOHOTECPpAITMH WJIA PUTOHABUD B
KOMOMHAIUHU C JPYrdMH aHTHPETPOBUPYCHBIMH IIpE€IIapaTaMiu.

ITokazarenu meraboau3ma

VBenuyenne Macchl Tella, a TaK)Ke MOBBIIICHHH KOHLIEHTPALMU JHIUIO0B U TIIIOKO3bI B KPOBU
MOIyT HaOMI0JaThCss BO BpeMs IIPOBEJEHHs AaHTHPETPOBHpYcHOW Ttepanuu. Y BHY-

MHQHUIMPOBAHHBIX ~MAIMEHTOB C TSDKEJIBIM HMMYHOJC(GHMUIMTOM Ha MOMEHT Havasa
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KOMOMHHPOBAHHOW aHTUPETPOBUPYCHON TEPAITUK MOTYT pa3BUBATHCs BOCIIAIUTEIbHbIE PeaKIIuu

Ha IpoTeKalomue OeCCUMIITOMHO HJIM OCTATOYHBbIE ONIOPTYHHUCTHUYecKue UHpekuuu. Taxke

co00IIATIOCH O CITyYasiX pa3BUTUs Ay TOMMMYHHBIX HapylIeHHi (Takux Kak Oosie3nb [ peiisca); rem

HEe MEHee, BpeMsi MX Pa3BUTHS CHJIBHO BApBHUPYETCS, U OHU MOTYT pa3BHBATHCS YEPE3 MHOIO

MECSLEB I10CJIe Hayalla TeparyHu.

VY NanueHToB, IOJy4YaBIIUX TEPANUI0 PUTOHABHPOM, BKJIIOYAs TeX, Y KOro pa3BUBajlach

TUIEPTPUTITHLEPUIEMES, HAOTIONATUCH CITy4ad pa3BUTHSI NMAaHKpeaTHTa (B HEKOTOPBIX CIydasx

co cmepTelbHbIM HexojioM). [lanmenter ¢ BUY-undexnueil Ha nos3anel crajuu MoryT ObITh B

rpyIIIe pUCKa MOBBIIEHHOTO COAEPIKAaHHs TPUTTHLEPUIOB KPOBH U PA3BUTHS TAaHKPEATUTA.

Takkxe perucTpUpOBAIKCH CIIYYan OCTEOHEKPO3a, B YACTHOCTH, Y NAIIMEHTOB C O0IEH3BECTHBIMH

daxropamu pucka, ¢ BUY-undexkuueid nHa mnoszaHed craiud WIK JUIMTENILHO I0JIy4YaroIuX

KOMOMHHPOBAHHYIO aHTHPETPOBUPYCHYIO Tepanuio. VX yacToTa BCTpeyaeMOCTH HEM3BECTHA.
emu

Ama3zanasup

[Tpo¢uis Ge3omacHOCTH arazaHaBUpa y J€TeH 6 JeT U cTaplle COIOCTABUM C TAKOBBIM Y

B3pOCJIBIX MAllUEHTOB.

Hau6osee yacteiv (6osee 10%, «0yeHb 4acTo») OTKJIOHEHHEM J1abopaTOPHBIX ToKa3aTenen 3-¢ii

¥ 4-0¥ cTenenu y aeteit ObU10 nosbimenue obuero Owmpyouna (> 2,6 x BI'H; 45%).

HauGosee yacteivMu o604HbIME ¢ dexramu 2-4 cTeneHn oTMedanuch Kameins (21 %),

TnoBbIIEHUE TeMieparypsl Tena (18 %), xenryxa/moxenrenue ckiep (15 %), coub (14 %),

psota (12 %), muapest (9 %), ronosnas 6oib (8 %), nepudepuueckue orexu (7 %), 601m B

KOHEUHOCTAX (6 %), 3a1105KeHHOCTh HOca (6 %), 60JIe3HEeHHOCTS NpH II0TaHuHK (6 %), O/bIIIKa

(6 %), xuakue BpyieeHus U3 Hoca (6 %). B penkux ciayyasx orMevasiach aCHMITOMAaTHYECKast

arpuoBeHTpukyssipuas (AV) 6nokana I u I crenenn (<2 %).

Pumonasup

[Tpo¢uib Ge30MacHOCTH PUTOHABUPA Y J€TEH B BO3pAcTe OT 3 JIET M CTAaplie CXO/ICH ¢ TAaKOBLIM

Y B3pOCIIBIX.

Ilepenosuposka

Cumnmomol. OKUIAEMBIMM CHMIITOMAMH II€PEI03MPOBKH IIperapara sABJIAIOTCA Kelryxa Oe3
M3MEHEHHH pe3yJIbTaTOB IMEYCHOUYHBIX TECTOB (M3-3a IOBBIIICHHUS KOHIEHTPALUH HENPAMOIro
OwmpyOuHa) M HapylleHWe cepjedHoro putMma (yumHenue uutepsana P-Q). Puronasup
XapakTepU3yeTcss HU3KKM IOTEHIHAIOM OCTPOH TOKCHYHOCTH TIPH NEPOPaTbHOM IIPUMEHEHHH.

Jleuenue: CHCIIH(bPI‘ICCKOFO AHTHA0Ta HET.
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[Ipu  mepemo3upoBKe  IpenapaTroM  CIEAYeT  OCYIIECTBISATH  KOHTPOJIb  OCHOBHBIX
(Gu3MOTOrHYeCKHX TIOKa3aTeNei, BecTH HaOIIo/IeHHe 3a OONIMM COCTOSIHHEM IallueHTa,
KoHTpospoBath DKI', HA3HAYMTE IPOMBIBAHHUE YKEJTYIKA, BEI3BATh PBOTY JUISL YAAJICHHUS OCTATKOB
fpernapara; peKOMEHIyeTCs IPHeM aKTHBUPOBAHHOTO YIS,

Jluanu3 HespdeKTUBeH JUIs BBIBEJICHUS Ipernapara W3 OpraHu3Ma, TaKk Kak aTra3aHaBUp U
PUTOHABHD XapaKTEPH3YIOTCS HHTEHCHBHBIM MeTa0O0JIM3MOM B IE€YEHH U BBICOKOH CTENEHBIO

CBA3BIBAHUSA ¢ OeJIKaMu.

B3anmopaeiicTBue ¢ ApYyruMH JICKaAPCTBEHHBIMH CPEICTBAMH

Amasanasup

AtazanaBup MeTaOOJIM3UPYETCs B IEYEHU C ydyacTUeM cucTeMbl rurToxpoma P450; on Takxke
siBisiercst KHruouTopom u3odepmenta CYP3 A4, BXxoasiero B JaHHYIO CHCTEMY.

CoBMecTHOE MPUMEHEHHE aTa3aHaBUpa U JPYrHX [PernapaToB ¢ TEMHU JKe IyTAMH MeTaboau3Ma
(6s10xaTopbI «MEJJICHHBIX » KaJIbIIUEBBIX KaHaJIOB, HEKOTOPbIE UHTHOUTOPBI
3-TUAPOKCH-3-METHIITIY TAaPHII-KOOH3UM-A-peyKTa3bl (I'MI'-KoA-penykrassl),
UMMYHO/JICTIPECCaHThl, UHruOMTOpBl (ochoamdcTepazpl) MOKET IPUBECTH K YBEIHYEHHIO
KOHILIEHTPAIIMH OJTHOT'O M3 HUX B IUIa3M€ KPOBH, YTO MOKET IPUBECTHU K YCHIICHUIO BBIPAKEHHOCTH
WJIH IIPOJIOHT LMK €0 TepareBTHUECKUX U MOO0UYHBIX () (HEKTOB.

CoBMecTHOE TIPUMEHEHHE aTa3aHaBUpa U IpernaparoB, uHAynupyromux usopepment CYP3A4
(pupamMIMIMH), MOXKET NPHUBECTH K 3HAYUTEIBHOMY IaJECHHIO KOHIEHTpALMU ara3aHaBupa B
IJ1a3Me KPOBH M CHHIKEHHIO BCJICJICTBUE HTOIO €ro TepaneBTUYECKHH akTUBHOCTH. COBMECTHOE
NpUMEHEHHEe arazaHaBupa W IpenapartoB, HHruOupyromux usodepment CYP3A4, moxer
IPUBECTH K YBEJIMYCHUIO KOHI[CHTPAIIMH aTa3aHaBUpa B IIJ1a3Me KPOBU.

BeipaxxeHHocts u3zopepment CYP3A4-onocpeoBaHHBIX B3aMMOJICHCTBHH ara3aHaBHpa C
JApyrumu Inpenaparamu (u3meHeHue d¢QQekra arazaHaBupa WIM H3MeHeHHe sQdekra Jpyroro
mpernapara) MOXKET M3MEHSThCS IpU IIPUEME aTa3aHaBupa C pPHTOHABHPOM, MOIIHBIM
uHruouTopoM u3odepmenta CYP3A4.

st NPHUBEACHHBLIX HHMKE IpenaparoB MOKET nmorpedoBaTLCs  M3MEHEHHE pEeKHMA

J03UPOBAHUA B CBA3H € OKH/IACMbIMH BSaHMOIIeﬁCTBl!_S!MH:

Anmupemposupychusie cpedcmea ona newenus BUY

Hyxneoszuonvie uneubumopol 00pamuou mpancKkpunmasot.

Jluoanosun: NPUMEHEHUE KarcyJl JHIAHO3MHA, MOKPBITBIX KHIIEYHOPACTBOPUMON 000JI0UKOM
(400 mr) Bmecte ¢ arazanasupom (300 mr) u/uimm putonasupom (100 Mr) u nuiiei yMeHbIIaeT
GMOJOCTYIIHOCTD JMIaHO3MHA. J{MIaHO3MH ClieIyeT MPUHMMATh 4Yepe3 2 yaca Iocie mpuema

arasaHaBupa WA aTa3aHaBHpa/pm0HaBHpa. He oTmedyeHO 3HAYUTENILHOI'O BIIMSHHS Ha
18
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KOHICHTpAIlMIO aTadaHaBhpa Ipd COBMECTHOM I[PUMCHCHUH C JUJIAHO3WHOM, IIPpUEM
OJHOBPEMECHHO C [MUIIECH CHUXKAET KOHICHTpAIUIO JTUIaHO3HWHA.

Hykneomuonuvie uneubumopwt 0b6pammoit mpaHcKkpunmaswl.

Tenogposupa ouszonpoxcuna gymapam: TeHODOBHpA AU3ONPOKCHIA (ymapar CHUXKAET
aKTHBHOCTh aTa3aHaBHpa IIpU OJHOBPEMEHHOM IPUMEHEHUH, AaTa3aHaBUp YBEJIUYHUBACT
KOHUEHTPALHIO TeHO(OBHpa JU30MpoKcHiIa (ymapaTa B 1jia3Me KpoBH. BbICOKHE KOHIIEHTpAIHH
TeHO(OBHpa JU30NPOKCHIIA pymMapara MOTYT yCHIHBATh 0O0UYHBIE 3()(EKThI, CBA3aHHBIE C €ro
IIPUEMOM, B TOM 4YHCIE JeHCTBHE Ha (YHKIHMIO IOYEK, MOITOMY CJIEJIYyeT OCYIIECTBISTE
MOHUTOPHHT 11000YHBIX 2 PeKxToB TeHOPOBUpa AU30IIPOKCHIA pyMapara y naueHToB. B ciydae
COBMECTHOI'O IIpuema ¢ TeHo(oBupa AU30mpokcuia hyMmapaToM ciieyeT Ha3HayaTh KOMOMHAIMIO
arazanaBup (300 mr)/puronasup (100 mr), go3a Tenodosupa au3onpokcuia gpymapara - 300 mr
(1151 BCexX mpenapaToB pa3oBbIe J03bl, C UIIEH).

Henyxneosuouwie uneubumopvt 06pamuoi mpaHcKkpunmasol.

Ipasupenz: KOMOMHUPOBAHHAS TEpAIUs aTa3aHaBUpP M A(PABUPEH3 MPUBOJUT K YMEHBIICHUIO
sddexra aTazaHaBupa, MOITOMY ee cieayer uzderats. Eciin npumeHenne ganHoi KoMOMHAIIMU
abcoMIOTHO HEOOXOJMMO, pa3peliaeTcss €€ MPUMEHSATh TOJIBKO Yy IallMEHTOB, paHee He
MOJIyYaBIIMX aHTUPETPOBUPYCHOM Tepanuu. [Ipu 3Tom arazanasup B 103¢ 400 Mr 1 puTOHABUD B
no03e 200 Mr Ha3HAYalOT B BUJIE OJIHOKPATHOM JI03bI BO BpeMs €/1bl, @ 3()aBUPEH3 — HATOLIAK, [IEpe/l
CHOM.

Hesupanun: weBWpanuH, sBissich umHAYKTOpoM H3odepmenta CYP3A4, cumxaer jeiicrBue
atazanasupa. Kpome Toro, m3-za yBeJIMUYCHHs] KOHIEHTpAIlMM HEBUpAlMHA BO3pAcTaeT €ro
TOKCUYHOCTb, [T03TOMY JIaHHAasi KOMOHUHAIMSI HE PEKOMEH/Ty€eTCsl.

Hneubumopwvl npomeaswi.

Boyenpesup: coBmecTHOE npuMeHenue npenapara Artazop-P (1 pa3 B nens) ¢ 6onenpeBupom B
noze 800 mr (3 pa3a B J€Hb) NPUBOAMT K CHHKEHHUIO KOHIEHTpPALMH aTa3aHaBUpa B KPOBH,
KOTOpOE, B CBOIO OUepe/ib, MOXKET OBITh IPUIUHOHN CHUKEHHS 2()(HEKTUBHOCTH TEPAMU U OTEPU
KoHTponst Hax uHbekuued. Takylo KoMOMHANMIO BO3MOXKHO Ha3Ha4yaThb TOJBKO B
MCKJTIOYMTENIBHBIX CIIy4asX MalMeHTaM C HeomlpezensieMoi BupycHoi Harpyskoi BUY u y
naieHToB co mraMmmamu BUY Ge3 mopo3penust Ha pe3sUCTEHTHOCTh K BHIOpDAHHOM Teparuw.
JloiokeH ObITh 00ECHEeUYeH YCUJICHHbBIH KIMHUYECKHH M 1a00paTOpHBIA MOHUTOPUHI BHPYCHOM
Harpy3KH MallueHTOB.

Cakeunasup (maekue ocenramunogvle Kkancyiol): 3QQEKT CaKBUHABUpAa BO3pacTaeT IIpu
COBMECTHOM IpHEME C ara3aHaBUpPOM. JlaHHBIX, MNO3BOJIIONIMX JaTh COOTBETCTBYIOLIHE

PEKOMEHAAIIMH 110 JTO3UPOBAHHIO JIAHHOM KOM6I/IHaHI/IH, HCT.
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Pumonasup: npu COBMECTHOM IIPUMEHEHHMH C aTa3aHaBUpPOM KOHIIEHTpalUsi arazaHaBHpa
YBEJIMYUBACTCS.

Hpyeue  uneubumopvr  npomeasvi BHY: 0JHOBpeMEHHOE INpPUMEHEHHE KOMOMHAIIUK
aTa3aHaBUpP/pPUTOHABUP C ApyruMHU uHruburopamu nporeassl BUY ne pexomenyercs.

Jlpyzue npenapamuoi

Anmayuovt u Oyghepnvie npenapamel. TPA COBMECTHOM IPUMEHEHHUH C AHTALMIHBIMH U
Oy(epHbIMU IIpenapaTaMy CHHKACTCSI KOHIEHTpAIlMsl aTa3aHaBUpa B TUIa3Me KPOBU. ATazaHaBHP
clle/lyeT IPUMEHSTh 3a 2 Jaca JI0 Wi yepe3 | yac mocie npueMa Takux Ipernaparos.

Aumuapummuyeckue npenapamol.

Amuodapon, nudoxaun (npu napeHmeparoHOM 66e0eHUU), XUHUOUH: TIPU OJHOBPEMEHHOM
IPUMEHEHUH C aTa3aHaBUPOM BO3MOXKHO yBEJIMUEHHE MX KOoHHeHTpauui. [lpuem B Takmx
coyeTaHusiX TpeOyeT MOBBILICHHONH OCTOPOXKHOCTH, PEKOMEH/IYETCs CIIE/INTh 3a KOHLEHTpaIuen
3TUX mpenapatoB B 1uiazme. KomOuHanwsi ara3aHaBupa/pUTOHABUpPA MPOTHBONOKA3AHA JUIS
COBMECTHOI'O NPUMEHEHHUS C XUHUIAUHOM H3-32 BO3MOKHOCTU BO3HUKHOBEHHS CEPHE3HBIX HIIU
YIpOXKAIOLIUX KU3HU peakluil (apuT™Mus).

bema-adpenobiokamopul:

Amenonon: Inpu OJHOBPEMCHHOM IIpUMCHCHUH ara3daHaBupa C 6€Ta-aﬂpCH06HOKa’I‘OpaMI/I
KIIMHUYCCKH 3HAYHUMBbIX Q)apMaKOKHHCTH‘{eCKI/IX B3aMMOJICCTBUI HE O0XKHIACTCA, IO3TOMY
KOPPCKIUH peXXHUMa JO3UPOBAHUS HE TpeGyeTcx.

broxamopbl «medneHnblxy Kanlbyuesblx Kanaios:

Junmuazem: COBMECTHOE INPUMEHEHHE C aTa3aHAaBUPOM IPUBOJUT K YCHIICHUIO JIEHCTBUS
JUUITHa3eMa U ero meraboiura — Je3aleThianiiTiaeMa. PeKkoMeHyeTcss CHHXKEHHE J03bl
qrtaazeMa Ha 50 % u koutposs IKI'

Jlpyeue 6r0kamopul «MeONeHHbIX» KANbYUEBLIX KAHAN08, MAKue KAaK (eloOunuH, Hugheounum,
HUKAPOUNUH U gepanamui. Ciaexyer co0o/1aTh OCTOPOKHOCTh IIPU COBMECTHOM IPHUMEHEHHH,
HEOOXO0IMMO TUTPOBAHHE JI03bI 0JIOKATOPOB «MEUICHHBIX ) KAJIBIUEBBIX KaHAJIOB, KOHTPOJIb DKI'.
Anmazonucmer  peyenmopoe  snoomenuna  (6ozewman):  003eHTaH  MeTabOIU3UPYETC
nocpenictBoM uzodpepmenta CYP3A4, sBisisick ero unykropoM. KonuenTpanus arazaHaBupa B
IJ1a3Me MOYKET CHHIKATBCS IIPH OJJHOBPEMEHHOM ITPUMEHEHHH aTa3aHaBupa ¢ 603eHTaHOM, HO Oe3
putoHaBupa. B cBs3M ¢ 9THM KOMOHMHAIUs aTa3aHaBUP/O0O3EHTaH MOKET IIPUMEHATHCS TOJIBKO €
putoHaBHpoM. HuKe npuBOISTCS PEIKUMBI JJ03UPOBAHHUS:

1. Ha3nauenue Go3eHTaHa Mai@eHTaM, MPUHUMAIONIMM KOMOUHALMIO aTa3aHaBUp/PUTOHABUD B
teuenne He MmeHee 10 cyrok: GosenTaH B j03e 62,5 Mr 1 pa3 B CyTKM MM 4epe3 JeHb (B

3aBUCUMOCTH OT HHI{HBHﬂyaﬂbHOﬁ nepenocnmocm).
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2. Hasnayenne komOMHanMM aTa3aHABUP/PUTOHABUD MALMCHTAM, IPHHAMAIOIIAM OO3CHTAH:
NpPEKpaTUTh IpueM Oo3eHTaHa HE MeHee 4YeM 3a 36 4YacoB JO IpHeMa KOMOHHAIMH
arazanaBup/puToHaBup. He panee, yem no mpomectBuu 10 cyTok mociie Havana mpueMa
KOMOMHAIIMK ara3aHaBHp/pPUTOHABUP, BO30OHOBHUTH mpreM Oo3eHTaHa B J03e 62,5 mMr 1 pa3s B
CYTKH MJIM Yepe3 JCHb (B 3aBUCUMOCTH OT HHIUBU/IyaJIbHOM MEPEHOCHUMOCTH).

Hneubumoper I'MI -KoA-peoykma3zol:

Amopeacmamun: TIpH COBMECTHOM IPUMEHEHUH C ara3aHaBUPOM JICHCTBUE aTOpBacTaTHHA
MOKET yCHIMBaThCs. PUck MuonaTuu, BKimovast pabioMHOJIN3, MOXKET Bo3pactaTh. HeoOxoaumo
co0JII01aTh  OCTOPOJKHOCTH M OCYIIECTBISITH MOHHUTOPUHI' 1M0O0YHBIX 3¢ dekToB. Crexyer
IPUMEHATh HauMeHblIIMe 3 PeKTuBHBIC J103bl aTOpBAcCTaTHHA B KOMOMHAIIMAX C aTa3aHaBHPOM
WJIM aTa3aHaBUPOM/PUTOHABHPOM.

Posysacmamun: no3a po3yBacTaTHHa IIPY COBMECTHOM IPHMEHEHHH C aTa3aHABUPOM HE JIOJDKHA
npepbimath 10 mr/aens. Ilpu oxHOBpeMEeHHOM NPHUMEHEHHH pPO3yBacTaTHHA M ara3aHaBUpa
TIOBBIIIAETCS PUCK PAa3BUTUSI MHOIIATHH, BKIIIOYAsi pabJIOMUIIMO3.

IIpasacmamun, ¢rysacmamun: MOTEHIIMAT B3aUMOJCHCTBUN B KOMOMHAIMAX C aTa3aHaBUPOM
WJIM aTa3aHaBUPOM/PUTOHABHPOM HEU3BECTEH.

Hnzubumopsl npomonnoti nomnel: BO BPEMsl JICYCHUS aTa3aHaBUPOM HHIHOUTOPBI MPOTOHHOM
MIOMIIBI HA3HAYAIOT TOJIBLKO B TOM CJIydae, €CJIM UX IPUMEHEHHE KpaiHe OKa3aHo.

IIpu coBmecTHOM npuMeHeHHH aTta3aHaBupa B j03e 400 mMr wim komOunanuu arasanasup 300
mr/puronasup 100 mMr ¢ omenpazonom 40 mr (Bce npenaparsl - OJHH pa3 B JICHb) KOHIIEHTPAL[HH
azaTaHaBUpa B IIa3M€ KPOBH 3HAYMTEIBHO CHIDKAIHCh, YTO MOJXKET IPUBECTH K CHI)KCHHIO
TepareBTUYECKON aKTUBHOCTH IIperapaTa U K pa3BUTHIO PE3UCTEHTHOCTH.

[Taupentam ¢ BHY 1npum  oTcyTCTBHHM  BO3MOXKHOIO HWJIM  BBISIBJIEHHOIO — CHHIKEHUS
qyBCTBUTEJIbHOCTH K aTa3aHaBHpPy PEKOMEHJIyeTCsi MpUMEHsTh KomOuHanuio atasanasup 400
mr/putonasup 100 mr (mpenapar Atazop-P u arazamasup 100 Mr) ¢ omemnpaszosnom B
MakCUMaJIbHOM J103€ 20 MI OZIMH pa3 B JIeHb (WJIM APYTUM IIperapaToM U3 IpyIibl HHIHOUTOPOB
IPOTOHHOM IMOMIIBI B 9KBUBAJIEHTHOM J103€).

He pexomeHnayeTcst npuMeHsITh oMenpasoi B 1o03e 6onee 20 Mr B jieHb (W1 Apyrod npenapar u3
IPYIIIEI MHTHOMTOPOB MPOTOHHOM MOMIIBI B 9KBUBAJICHTHOH J103€).

brokamopur Hr-cucmamunoswoix peyenmopos.: arazanasup 300 mr ¢ puronasupoM 100 mr mosxer
IPUMEHSATHCS O/JIMH pa3 B JIEHb BO BpeMs €/1bl, 3a 2 yaca JI0 ¥ He MeHee yeM depe3 10 yacos nocie
TpuMeHeHHs 6710KaTopoB Ha-rHCTaMHHOBBIX PELENTOPOB B OJHOKPATHOI J103€, CpaBHUMO# ¢ 40
MI ()aMOTHIMHA.

Ilpu nevenuu nayuenmos, pamee nONY4AGUIUX mepanuio, €XeAHEBHas 103a Oinokaropos Ha-

IF’MCTAMUHOBBIX PCHENTOPOB HE JIOJDKHA MNPEBbBINIATE 03y, COOTBETCTBYHOIIYIO 40 wmr
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(amorununa. Y Takux nanmenToB komOunauus arazanasup 300 mr/putonasup 100 mMr cieayer
NPUMEHATH OJIMH pa3 B JICHb C NHMINEH 3a 2 yaca 0 U HEe MeHee 4yeM yepe3 12 4acoB mocie
npuMeHenus GsiokaTopoB Hp-rucraMuHOBBIX penentopoB (0AMH pa3 B JIeHB) B 03¢,
coorBerctBytomei 40 Mmr QamoruauHa. AJbTepHaTHBHO, KomOuHarms arasaHasup 300
mr/puToHaBup 100 M MOXET MPUMEHSTHCS OJHH pa3s B JICHb BO BPeMs €/bl OJHOBPEMEHHO C
Osoxaropamu Ho-rucTaMHHOBBIX PELIEIITOPOB, 3a 2 Yaca JI0 ¥ He MeHee YeM yepes 10 yacos nocie
npuMeHeHUs 00KaTopoB H)-rMCTaMHHOBBIX pELENTOPOB B JI03€, HE MpPEBBINIAOMIEN 103y,
KoTopas coorBeTcTByeT 20 Mr pamoTuauHa. DTa 1032 MOXKET OBITH PHHATA OJMH WK J(BA pa3a
B JeHb. llpy npUMEHEHMHM TAKMMH IAlMEHTAMH KOMOMHAIMM aTa3aHaBUP/PUTOHABUD U
TeHo(poBupa au3onpokcuia Gymapar ¢ 6okaropoM Ha-THCTaMHHOBBIX PELENTOPOB ClEAyeT
IPUMEHATH CIEIYIONMH PEXUM JI03MpOBaHus: arazaHaBup B 03¢ 400 mr u puronasup 100 mr
OJIMH pa3 B JieHb (npenapat ATta3op-P u arazanasup 100 mr).

He cymecTByeT m0CTaTOYHO MAAHHBIX JUIL TOTO, YTOOBI MOMKHO OBUIO PEKOMEHI0BATH
OJIHOBPEMECHHOE IPUMMEHEHHE ara3aHaBHpa, TEHO(OBHpa JM30NMPOKCHIa (ymapara WU
QHTArOHMCTOB H>-rMCTaMMHOBBIX peLenTopoB y OEpeMEHHBIX JKCHIIMH, paHee MOJIyYaBIIMX
AHTUPETPOBUPYCHYIO TEPAIIHIO.

Hmmynooenpeccanmot (Yukaocnopum, makpoiumyc, CUpoauMyc): TIpu COBMECTHOM IIPUMEHEHUH
[HUKJIOCIIOPHHA, TAKpOJIMMyca, CUPOJIMMYCa M aTa3aHaBHpa BO3MOJYKHO IIOBBIIIEHHE B KPOBH
KOHIIEHTPALHUKX KIMMYHOEIIPECCAHTOB, I0ITOMY PEKOMEH/IyeTCSI MOHUTOPUHT X KOHIIEHTPAIHH.

Anmuoenpeccanmeol:

Tpuyuxnuueckue anmudenpeccanmul. TPHA COBMECTHOM IIPUMCHEHHH ara3aHaBHpa ¢
TPULUKIMYECKUMH  aHTHJENPECCAHTAMM  BO3MOXKHO  BO3HHMKHOBEHHE CEPBE3HBIX  W/WIN
YIpOXKAIONMX JKU3HM MOOOYHBIX peaklui, CBSI3aHHBIX C aHTHJENpeccaHTaMH. PekomeHmayercs
KOHTPOJIMPOBATh KOHLEHTpAIlMK ITHX I[IpenaparoB Ipd COBMECTHOM IPUMEHCHHH C
aTa3aHaBUPOM.

Tpa3zo0on: 1pH COBMECTHOM IPHMEHEHUH TPa30/I0HAa C aTa3aHaBUPOM WM ¢ KOMOHMHanuei
arazaHaBHp/PUTOHABUDP BO3MOXKHO YBEJIMUYEHHUE KOHIIEHTPALUK TPA30/I0Ha B I1a3Me kKposH. [Ipu
COBMECTHOM IPUMEHEHHH TPa30l0Ha U PUTOHABHPA COOOIIAIOCH O BO3HUKHOBEHUH TOLIHOTEHI,
IOJIOBOKPYKEHHsI, CHUP)KEHUH apTEpUAJIbHOIO JABJICHUS U KPATKOBPEMEHHOH MOTEPH CO3HAHUSI.
IIpu coBMeCTHOM NpUMEHEHHH Tpa3ozoHa ¢ uHruoburopamu uodepmenrta CYP3 A4, rakumu kax
aTa3aHaBUp, CJIElyeT IPUMEHSATh MEHbIIKE J103bI TPA30/10HA.

benzoouaszenunor:

Muoaszonam metabonusupyercs uzodpepmenrom CYP3A4. HecmoTpst Ha TO, YTO HCCieI0BaHUMI
HE MPOBOJIMIIOCH, IIPM COBMECTHOM IPUMEHEHHMH aTa3zaHaBHpa U MHUA30JaMa MOXKHO OXKHJaTh

3HAYUTCJIbBHOI'O YBCIIMYCHHA KOHUCHTpAIIUH ITOCIICIHETO. le/l 9TOM YBCJIHMYCHHUEC KOHIICHTPAllUHU
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MHJa30jlaMa I[Ipy  [EpOpaJbHOM IpPUMEHEHHH OyJeT 3HAYUTEJIbHO BBINIE, YeM IIpU
napeHTepaibHOM BBeJeHUH. [IpumMenenne ata3anaBupa COBMECTHO ¢ MHJIA30JIaMOM JUIS [TpUeMa
BHYTPb, NPOTHBONOKAa3aHO. JlanHple 00 OJHOBPEMEHHOM HCIIOJIL30BAHUH aTa3aHaBHpa C
MH/Ia30/1aMOM B BHJIE MHBEKIMHA OTCYTCTBYIOT; Ha OCHOBAaHMM JaHHBIX 00 OJHOBPEMEHHOM
MCIIOJIb30BAHUM JPYIHX MHIHOMTOpOB npoTeassl BUY ¢ MuiazonaMoM MOXKHO MPEAIooKUTh
BO3MOJKHOE YBEJIMYEHHE KOHIIEHTpAlMM MHJa3ojiama B IuiazMe B 3-4 pasa. Ilpu coBmecTHOM
NPUMEHCHHUH aTa3aHaBUpa ¢ HHBEKLIMOHHBIM MH/1a30J1aMOM CJIeJlyeT co0JII0/1aTh OCTOPOKHOCTD,
KOHTPOJMPOBATH JIBIXaTEIbHYIO (QYHKIMIO M JUIUTEIBHOCTD ceaTuBHOTO 3 dekra. B HekoTopbIxX
clrydasx HeoOX0/1MMa KOPPEKIIUS peKHMa JIO3UPOBAHHS.

IIpomusosnunenmuyeckue npenapamsl.

Kapbamasenun: 1pm OJHOBPEMEHHOM IIPHMEHEHMHM KapOaMaselMHa M aTasaHaBupa 0e3
pUTOHABHpAa KOHIICHTpAllMsl aTa3aHaBUpa B IIa3Me€ KPOBHU MOXKET CHHIXKAThCs. B CBSI3H ¢ 9THM
OJHOBPEMEHHOE IpUMEHEHHe KapbamaszenmuMHa M ara3aHaBupa Oe3 pHUTOHaBMpa He
pekomenyercs. [IockonbKy pUTOHAaBUp MOXKET YBEJIMYMBATH KOHIICHTPALMIO KapOamasenuHa B
IIa3Me KPOBM, Yy IIAlMEHTOB, IPUHMMAIOIIMX KapOaMma3enuH M HAYMHAIOIIMX JIeYCHHE
aTa3aHaBUPOM M PUTOHABHUPOM, HEOOXOAMMO cOOIIONATh OCTOPOKHOCTH TIPH COBMECTHOM
IIPUEME THX IPENapaToB, a TAKIKE MOKET MOTpeOOBaThCs CHIKEHUE JI03bl KabamMa3enuHa.
Denumoun, gpenobapbuman: Ipu OJJHOBPEMECHHOM NTPUMEHEHHH (peHUTOMHA WK penobapOuTana
1 arazaHaBupa 0e3 pUTOHABUpPA KOHUEHTpAIMs aTa3aHaBUPA B IJIa3Me KPOBU MOXKET CHHIKATHCS.
B cBsi31 ¢ 9TUM 01HOBpeMEHHOE IpuMeHeHue pennTouna wim Gpernodbapburana u arazanasupa 6e3
puTOHaBUpa He peKoMeHayeTcsl. [IOCKOIbKY PHTOHABUP MOXKET CHIKATh KOHICHTPALIUIO
¢dennronna u Qenobapburana B miazMe KpoBH, HEOOXOAUMO COOIIOAATE OCTOPOKHOCTDL TPH
COBMECTHOM IpueMe (eHuTouHa. wid (enobapOUTal COBMECTHO C aTa3aHaBUPOM U
PUTOHABUPOM, a TAKKE MOXKET OTPeOOBATHCS KOPPEKLIUs 10361 eHHuTOMHA WK GeHobapOuTaa.
Jlamompudoicun:  TIpH  COBMECTHOM  IPUMEHEHHHM  JIAMOTPH/DKMHA M KOMOHMHAaUUH
aTa3aHaBUP/PUTOHABHP KOHIIGHTPALUS JIAMOTPH/DKHHA B IUIA3M€ KPOBH MOXET CHIDKAThCs. B
CBSI3M C 3THM MOXeT HoTpe0OBaThCcs KOPPEKLMs J03bl JaMOTpHkHHA. [Ipn coBMecTHOM
NPUMEHEHUH JIAMOTPHDKHHA M ara3aHaBupa Oe3 pPUTOHABUpA CHH)KEHHE KOHIEHTpALlUH
JaMOTPHJDKHHA B IUIa3Me€ KPOBH HE OTMEUYEHO, IO3TOMY KOPPEKIMH J103bl JIAMOTPU/DKUHA HE
Tpebyercs.

Maxkpoaudnuvie aHmuOUOMuKU.:

IOlapumpo.MuuuH: IIpu COBMECTHOM IIPUMCHCHHUMU KIApUTPOMHIHHA C aTa3aHaBUPOM
KOHICHTpALUA KJIapUTPOMHUIIMHA YBCIMUYUBACTCSA, YTO MOXET BBI3bIBATH Y UJIMHCHUC HHTEpPBAJIA

QT; OTCYTCTBYIOT PEKOMCHIAIMU I10 CHHIKCHHIO J03bl KIIApDUTPOMHIIMHA, B CBSI3H C HYCM
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HEOOX0MMO COOII0IaTh OCTOPOKHOCTH [IPH COBMECTHOM MPUMEHEHMH KIIADUTPOMHIMHA C
aTa3aHaBUPOM.

Ilepopanbhbie KoHmpayenmuebl.

Omununscmpaouon u HopImucmepon uiu Hopzecmumam. TIPH COBMECTHOM NPHMEHEHHH C
aTa3aHaBUPOM KOHLEHTpALlUs STUHMJIICTPAZMOJIa U HOPITHCTEpOHA Bo3pacraroT. COBMECTHOE
NPUMCHEHHE KOMOMHAIMM AaTa3aHaBUP/PUTOHABHD C STUHUIICTPAIMOIOM M HOPreCTHMATOM
CHHMIKACT CPEJHIOI0 KOHICHTPALMIO STUHUIICTPAZMOJIA U MOBBIIACT CPEIHIOI KOHIEHTPAIMIO
17-neaneruanoprecTumMaTa, akTHBHOr0 MeTaboJIuTa HOPreCTUMaTa.

B ciydae COBMECTHOrO TNpPHUMEHEHHS MEPOPAIbHBIX KOHTPALENTHBOB M KOMOHHAIUM
aTa3aHaBUp/PUTOHABUP  PEKOMEHJYETCSs [PUMEHSTh KOHTPALENTHBBI C  COJEpKaHHEM
STUHWIDCTpaanona He Menee 30 mkr. Ecim BMecTe ¢ KOHTpanenTHBaMH HCIOJIB3YETCs
arazaHasup 0e3 pUTOHABHPA, COJEPIKAHUE FTUHHIICTPAINOIA B IEPOPAILHBIX KOHTPALEHTHBAX
He J0JDKHO TipeBbimarh 30 Mkr. [Ipy coBMeCTHOM NpUMEHEHHH ara3aHaBHpa W MEPOPAIbHBIX
KOHTpPAICNITHBOB ~ CJIEAYEeT COONIONATh OCTOPOKHOCTB, IOCKOJIBKY 3()(heKT yBeauuyeHus
KOHUCHTPALMK IIPOreCTareHOB HEU3BECTECH; PUCK pa3sBUTHUs aKHEe, JUCIUIMIEMUH H
PE3UCTEHTHOCTH K HHCYJIMHY MOXeT yBenuuuBarthes. Ilpu  yBennueHnM KOHIEHTpaUu
HOPAITHCTEPOHA BO3MOXKHO CHUKeHHe KoHLeHTparuu JITIBII unu noBeiienne pe3sucTeHTHOCTH K
MHCYJIMHY, 0COOEHHO Y KEHILHH C COIYTCTBYIOIINM CaXapHbIM AHabeToM.

Pexomennyercs npuMeHATh HauMmeHbliHe 3(QEKTHBHBIE JO3bI KaXJAOr0 KOMIOHEHTA
NEePOPATLHOrO KOHTPAIEIITHBA, 1[EJIECO00Pa3HO TAKIKE UCIIOIB30BATh JAPYTHE HAJEIKHBIE METO (b
KoHTpanenuuu. CoBMECTHOE NPUMEHEHHE aTa3aHaBUpa MIIM KOMOUHAIIMH aTa3aHaBUD/PUTOHABUD
¢ Japyrumd  (GOpMaMHM TOPMOH&IBHBIX KOHTPAIENTHUBOB (KOHTpPAIENTUBHBIE IUIACTBIPH,
KOHTPALENITHBHBIE  BJIArajJMIIHBIE  KOJIbIA, WHBEKIMOHHBIE KOHTPAIENTHBBI) WM ¢
nepopaabHBIMU KOHTPAENTHBAMHU, COJIEPIKAILUMHU IIPOreCTareHpl, OTIIMYHBIE OT HOPITUCTEPOHA
WJIM HOpPrecTuMara, a TakxKe ¢ npernaparamu, CoAepKaliuMU MeHee 25 MKT STHHHJIICTPAHO0IIa, He
U3y4ajioch, I03TOMY JaHHbIE METObI KOHTPALEIIIUK HE PEKOMEHIYETCs IPUMEHSTh B COYCTAHUH
C aTa3aHaBHPOM.

Ilpenapamel 015 1eyenus nooazpol

Konxuyun: xonxunuu ssisiercss cyobcrparom usopepmenta CYP3A4, ero sddext moxer
YCHJIMBATBCS TP €r0 INPHUMEHEHMH OJIHOBPEMEHHO ¢ aTa3aHaBupoM. OJHOBpEMEHHOE
IPUMEHEHHUE C IperapaToM aTazaHaBHp/PUTOHABUP MPOTHBOIOKA3AH.

[IpoTuBOMHKOOAKTEpHAIbHBIE IIPEIIAPATHI:

Pugpabymun: axtuBHOCTH pH(pAOyTHHA I[PH COBMECTHOM IIPUMEHEHHH C aTa3aHaBUPOM
yBennuuBaetcs. [pu oJHOBpeMEHHOM IIpUeMe ITUX IPernapaToB PEKOMEH/IYETCs] CHH)KEHHE J103bl

pudabyruna no 150 mMr uepe3 JeHb WM TpU pa3a B Hexemro. HeoOXxoaum TiaTenbHbINA
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MOHUTOPHHTI II0OOYHBIX PeaKIUii y NALHeHTOB (BKIIIOYast HEMTPOTICHHIO M YBENT), IIPUHUMAIOLIMX
puabyTiH M ara3aHaBUp WM KOMOHMHAIMIO ara3aHaBUP/PUTOHABUDP B CBA3ZM C BO3MOMKHBIM
TNOBBIIICHUEM KOHLEHTpauK pudabyTHHa; MOKET 0TpeOOBaTLCS JabHEHIIas KOPPEKIHs J103bI
puabyruna 10 150 Mr 2 pasa B HEJIEIIO Y NAIKMEHTOB ¢ HEMEPEHOCUMOCTLIO 103HpoBKH 150 Mr/3
pasa B Henemo. OHaKo cielyeT UMeTh B BUJLY, 4TO J03upoBka 150 Mr 2 pa3a B HEJEIIO MOKET
HE 00eCrneyuTh ONTUMAIBHOM KOHUEHTpauuu pudabyTHHA W TPUBECTH K BO3MOKHOCTH
PE3UCTEHTHOCTH U Hed(dexTuBHOCTH JeueHus. Koppekiust 10361 atazanaBupa He Tpebyercs.

Hueubumopwt hochoouscmepazvi-5 (OID-5):

IIpumenenue npu spekmunorou ouchynxyuu

Cunoenaghun, maoanaghun, éapoenaghun; npx COBMECTHOM HPHUMEHEHUH MHTHOUTOPOB MPOTEA3bI

BUY ¢ wunruburopamu  docdommscrepasbl-5  BO3MOKHO — 3HAUMTENHLHOE — yBEIMYEHHE

KOHLCHTPAMK HMHIHOUTOPOB (ocdoauscTepaspl-5 U ycuieHHe HX MM000YHBIX 3¢ HeKTOoB.

Pexomennyiorcss yMeHbleHHe 103: cuigeHadut — 25 Mr He yaiie, 4yem Kax/sie 48 yacoB mpu

NPUMEHCHHUH ¢ PUTOHABUPOM MM Oe3 Hero; Taganadui — 10 Mr He vamie, yeM Kaxaple 72 yaca

IpY IPUMEHEHUHU C PUTOHABHPOM MM Oe3 Hero; BapaeHadml — 2,5 Mr He yalle, 4eM Kakable 72

Jaca Ipu NpUMEHEHUU ¢ PUTOHABUPOM H 2,5 MI' He Yallle, 4eM Kaxk/ible 24 Jaca Ipyu NpUMEeHEHHH

0e3 puroHaBHpa; HEOOXOAMM MOHUTOPHHT TOOOYHBIX PEaKIUii.

Taoanaghun:

— JUIs NAIMEHTOB, NPUHMMAIOIIMX aTa3aHaBUp B TCUCHHE HE MEHee CeMH JHeW: Tamamadui
HazHayaioT B 1103¢ 20 mr 1 pa3 B cyTku. J{0o3y MoxHO noBbicuTh 710 40 Mr 1 pa3 B cyTku (B
3aBUCUMOCTH OT UH/IMBUYAIbHOH IEPEHOCUMOCTH);

— JUId MAlMEHTOB, IPUHUMAIONINX Tajana@uil: NPEeKpaTUuTh NpueM Tajaaduia He MEHee uem
3a 24 yaca /10 HavaJla IpueMa atazaHasupa. He panee yem yepe3 ceMb CYTOK IM0CII€ Hayasa
IpyeMa aTra3aHaBupa, BO300HOBHTH npueM Tajanapuia B no3e 20 mr 1 pa3 B cytku. /o3y
MOXHO HOBBICUTL 10 40 Mr 1 pa3 B cyrku (B 3aBHCHMOCTH OT WHIMBH/IyaJIbHOM
HIEPEHOCUMOCTH).

IIpomusoecpubrosvie npenapamol.

Kemoxkonazon, umpaxkonason: M3y4ajloch TOJILKO COBMECTHOE INMPHMEHEHHE KaTOKOHA3oJla ¢
arazaHaBHpoM Oe3 pHUTOHABHpA; KOHLEHTpPAIMS ara3aHaBUpa IPH MCIOJL30BAHMU JIAHHOU
KOMOWHAIMH HE3HAYUTEIIHHO MOBBIIIACTCS.

KeTokoHa30J1 1 UTPAKOHA30J MOTYT YBEJIMUMBATH KOHIIEHTPAL[MH aTaHa3aBUpa ¥ PUTOHABHpA B
mwiasmMe KpoBu. Crienyer coOofaTh OCTOPOXKHOCTH IIPH IPHUMEHEHHH KETOKOHA30Ja U
WTpPAaKOHAa30Jla B CYTOYHBIX Jo3ax Bbime 200 Mr COBMECTHO ¢ KOMOMHAIHei

ara3aHaBUp/pUTOHABUP.
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Bopuxonason: coBMecTHOE NpUMEHeHHEe BOpHKOHa30/a (200 mMr 2 pasa B ieHb) ¢ KOMOMHALHEH
arasaHaBUp/PUTOHABHDP Y MNALMEHTOB C, KAK MHHHUMYM, OJHMM (DYHKIMOHAJIBHBIM ajliesieM
usopepmenta CYP2C19 npuBoaHiIO K CHIKEHHIO KOHIIEHTPALMI BOPUKOHA30/1a U aTa3aHaBHpa
B 1a3me KpoBH. COBMECTHOE TpUMeHeHHe BopukoHasoa (200 mr 2 pa3a B JIeHb) ¢ KOMOHHAIMEH
arasaHaBMp/PUTOHABHMP y MalMeHToB Oe3 (yHKumoHatbHOro amiens usodepmenta CYP2C19
NPUBOJUIO K TIOBBINICHHIO KOHUEHTPAlMH BOPHKOHA30JIa M CHIDKEHHIO KOHICHTpAIUK
aTazaHaBUpa B IUIa3Me KPOBH.

CoBMeCTHOE IIPUMEHEHHE BOPUKOHA30J1a U KOMOHHAIIMHA aTa3aHaBUpP/PUTOHABAP PEKOMEHTyETCs
TOJIKO B TE€X CJIy4asX, KOrJa MOTEHLHAIbHAs 110JIb3a IPUMEHEHHs BOPHKOHA30JIa MPEBBIIACT
puck. llpn HeoOXOAMMOCTH NPHUMEHEHHs BOPHKOHA30Jld COBMECTHO C Aara3aHaBHpOM, II0
BO3MOJKHOCTH, HEOOXOIMMO IPOBEACHUE I'CHOTHUIIMPOBAHMS MAIMEHTOB Ha IPEAMET HAIMYUS
(ynxmuonansHoro amwtenst uzopepmenta CYP2C19. Ecim wusbexars NpUMEHEHHsS TakKoif
KOMOWHHUPOBAHHON Tepanuy HEBO3MOXKHO, HEOOXOMMO IPOBOIMTH TIIATEILHBIA MOHUTOPHHI
110604HBIX 3¢ (hexToB BopHKOHa30a (y nanueHToB 0e3 (QyHKIHOHATBLHEBIX ajulesel u3odepmenTa
CYP2C19), a taxxe >((eKTHBHOCTH BOPHKOHA30JIa U ara3aHaBupa (y MAlMEHTOB MHHAMYM C
oZHUM QyHKIMOHAIBHBIM ajtesieM uzodepmerra CYP2C19), koTopsie MOIYT CHHUKATHCH.

Anmuxoazynsnmet.

Bapgapun: wm3-3a  ycmiieHumss aKkTHBHOCTH BapdapuHa OJHOBPEMEHHOE IPUMEHEHHE C
aTa3aHaBUPOM MOXKET BbI3BATh TSDKEIOE M/WIM  Yrpo’Kalollee JKU3HH KPOBOTECYCHHE.
PexomentyeTcss KOHTPOJIMPOBATh MEX/[yHapOAHOE HOpMaM30BaHHoe oTHomenne (MHO).

Kopmuxocmepouowt:

Hueansyuonnvie/nazanvuvie 2110KOKOPMUKOCMePouobl (63aumo0eticmeue ¢ pumoHasupoMm):

Ipd COBMECTHOM IIPMMEHEHHH pPHUTOHABHpa C (IIyTHKa30HA IPOINUOHATOM 30POBBIMHU
J00pOBOJIBIIAMU KOHI[EHTPALUSl KOPTH30J1a 3HAYUTEIbHO CHIDKAIACh 3a CYET 3HAYMTEILHOIO
TMOBBILIECHHS KOHLEHTpanuu (uyrukazona B miazme. COBMECTHOE NpPUMEHEHHE KOMOWHAIIMH
aTazaHaBUp/pUTOHABUP C (IyTHKA30HA POITHOHATOM MOXET IIPUBECTH K MOK0OHOMY 3 dekTy.
[Ipy COBMECTHOM IpPUMEHEHMH PHUTOHABUPA M MHTABIMMOHHBIX (WM HMHTPaHA3aJIbHBIX)
npenaparos (ryTHKa3oHa MPONHOHATA OTMEYAJIOCh Pa3BUTHE CUCTEMHBIX MOO0YHBIX 3(dekToB
TIIOKOKOPTUKOCTEPOUI0B (cuHpoM HMuenko-Kymunra, yrHeTeHue KOpbl HaIIOYEYHHKOB).
[TonoOubie  3ddexkTsl  BO3MOXKHBI M IPU  COBMECTHOM  TPUMEHEHHH C  JIDYTUMH
IIIOKOKOPTHKOCTEpouaaMu, Merabonusupyomumucs usodpepmentom CYP3A4, nanpumep, ¢
OynecoHuI0M. B CBSI3U ¢ 3TUM NpUMEHEHHE KOMOMHALMU aTa3aHaBUP/PUTOHABUP COBMECTHO ¢
(I1yTHKa30HA TPOIMOHATOM HIIH JIPYTUMH TJIFOKOKOPTHKOCTEPOUIAMHU, METAOOIHU3UPYIOIIUMHCS
n3opepmentom CYP3 A4, onpaBiano TOIBKO B TOM ClIy4yae, €C/Ii IOTEeHIMaIbHasl I10J1b3a Teparuu

NpeBbIIIaCT pPUCK CHCTEMHBIX 3(1)(1)€KTOB FTIIOKOKOPTHUKOCTECPOUIOB. HpH COBMCCTHOM
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NPUMECHEHNH aTa3aHaBupa (Oe3 puTOHaBMpa) M (IyTHKa3oHAa MNPONMOHATA KOHLEHTpAIUS
IIOCIICTHErO B IJIa3Me KPOBH MOKET yBeau4yuBaThes. Cienyer colmoaarh OCTOPOKHOCTD U, 110
BO3MOKHOCTH, IIPUMCHSATH IPEIIapaThl, He coziepiKaiie (iryTuka3oHa MpOMHOHAT, 0COOEHHO NPy
JUINTEIIBHOM IIPUMEHEHHH.

Cybcmpamer Opyaux usoghepmenmos yumoxpoma P450 (CYP):

KIMHUYECKH ~ CYHICCTBCHHBIX — B3aUMOJICHCTBMH MeXJy aTa3aHaBUpOM u  cyOcTpaTamu
usodepmento CYP2C19, CYP2C9, CYP2D6, CYP2B6, CYP2A6, CYP1A2 i CYP2E] ne
oXuaeTcs. ArazaHaBup - cialblit uarnéuTOp u3opepmenta CYP2CS.

Cienyer cobmoiaTh OCTOPOXHOCTH IIPH COBMECTHOM HCIOJIB30BAHMM aTa3aHaBupa (Oe3
PUTOHABHpA) M IpenaparoB, B OONbIIOH cTeneHu 3aBucsiux ot uzopepmenta CYP2CS u
MMEIOIHMX Y3KHH TepaneBTHYECKui npoduip (HampuMmep, MakiuTakces, penariuuun). llpu
MCII0JIP30BAHMH KOMOWHAIIMU aTa3aHaBHP/PUTOHABUP COBMECTHO C cyOcTpataMu u3odepmeHTa
CYP2C8 xiMHHYECKH 3HAYUMBIX B3aMMOJICHCTBHI HE 0KUIACTCS.

Hapi\'omuqecr\'ue AHANLCeMUKU.

bynpenopgun. B cBsizu ¢ unrubuposanuem nzodepmentos CYP3A4 u UGT1A npu coBMeCTHOM
NPUMEHEHHM —aTa3aHaBUpa WM KOMOMHALMM aTa3aHaBUP/PUTOHABHP ©  OynpeHoppuHa
KoHUeHTpanuu Oynpenoppuna u  HopOynpeHoppuHa mnoBbImIATMCH. [lpn  npuMeHeHHH
KOMOMHALMK  aTa3aHaBUP/PUTOHABHP ¢  OympeHOPOHHOM  CYIIECTBEHHOTO  H3MEHEHHS
KOHICHTPAIMK aTa3aHaBUpa B I1J1a3Me KPOBU HE BBIABJICHO; IPUMEHEHHE TOM jK€ KOMOMHAIIMHU, HO
0e3 puToHaBUPa, MOXKET IPUBOIUTH K 3HAYMTEILHOMY CHH)KEHHMIO KOHIIEHTPAIMK aTa3aHABHpPA B
miasme.  Ilpp  ojHOBpeMEHHOM —NpUMEHEHMH KOMOMHALMM — aTa3aHaBUD/PUTOHABHD U
Oynpenoppuua HEOOXOMMM  TINATENbHBIH MOHHTOPHHI COCTOSHHMSI —MalMeHTa (OIEHKa
CEIAaTUBHOTO JICHCTBUS M KOTHHUTUBHBIX (QYHKIWMI). MoxeT moTpeGoBaThCsl CHHIKEHHE 03Bl
Oynpenopduna.

Hpunomexan: arazanasup unHrubupyer VJ1O-rimokyponosuiarpancdepasy (YI'T) u moxer
OKa3bIBaTh BJIMAHME HAa MeTab0JIM3M HMPHHOTEKAHA, BBI3bIBAas IOBBLIIIEHHE €r0 TOKCHYHOCTH,
I03TOMY IIPH COBMECTHOM IIPUMEHEHMH ara3aHaBHpa C HPUHOTEKAHOM HEOOXOIMMO
KOHTPOJIMPOBATL COCTOSIHME MAIlMEHTOB Ha MIPEMET Pa3BUTHUS TOOOYHBIX peaKIliii, BEI3BAHHBIX
IIPUEMOM MPUHOTEKAHA.

Hnounasup: atazaHaBup ¥ MHIMHABUDP MOTYT OBITh HPHYMHOMN Pa3BUTHS THIEPOUIHMPYOHHEMIH,
[I09TOMY €0 COBMECTHOE IIPUMEHEHHE C aTa3aHaBUPOM HE PEKOMEHIOBAHO.

Hneanayuonnvie  6emaz-aopenomumemuxy  (caimemepon): TOBBILCHHBI DPUCK  Pa3BUTHs
110604HBIX 3G HEKTOB CO CTOPOHBI CEPJEYHO-COCYTUCTOM CUCTEMBI, CBOMCTBEHHBIX CATIMETEPOILY,
B TOM uucie yuimHenue uHrepBaita Q-T, omymenue cepauebuenus, CUHycoOBas TaXUKapIus.

CoBmecTHOE IIPUMCHCHHUC CaJIMETEPOJIa U aTa3aHaBupa HE pCKOMEH/I0OBAHO.
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st NPUBEACHHBIX HHKE NPENnaparoB KJIMHUYECKH 3HAYMMbIe B3aHNMO/1eHCTBUS He

OKHIAIOTCH, B CBA3H C YE€M He TDCﬁVCTCg KOPPEKIMS JI03bI NIPpEapaToB:

Jlamueyoun (150 me 0sasicovl 6 0env) + 3uoosyoun (300 me 08axicObL 6 OeHb): IPH COBMECTHOM
NPUMEHEHMH ¢ aTazaHaBUpoM B 03¢ 400 MI 3HAYMMBIX M3MEHEHHH KOHLIEHTPALUil TAMUBYIHHA
¥ 3UJI0BY/IMHA He HaOo1a10ch. Takke He 0)KUAAETCS 3HAYUMOTO H3MEHEHHUS
(apmMaKOKMHETHYECKHX I1apaMeTPOB HYKJICO3H/IHBIX HHTHOUTOPOB 00PAaTHOM TPAHCKPUIITA3BI
TI0/1 BIMSIHUEM PUTOHABUPA. Y UUTHIBAS OTHU JIAHHBIE, HE OJKUIACTCS 3HAYMMOT0 U3MEHEHHS
KOHIEHTPAIMH JJaMUBY/IMHA U 3U10BY/IMHA [TPY COBMECTHOM IIPUMEHEHHH C MpernapaTom
Atazop-P.

Abakasup: ipy COBMECTHOM IIPUMEHEHHH C IperapaToM ara3aHaBUpP/PUTOHABUD HE OXKHIAETCs
3HAUYMMOI'0 U3MEHEHUs KOHIIEHTpaIMu abaKaBHpa.

Panmezpasup.: npu COBMECTHOM IPUMEHEHHH C IIPENApaToM aTa3aHaBHp/pUTOHABHD
Ha0JII01aJI0Ch YBETHMUYCHUE 3HAYECHHHN IIJIOIIA I [0 KPUBOM «KOHIEHTparus-BpeMs» (AUCs)
JUis panrerpasupa Ha 41%, MakcUMaIbHOM paBHOBECHON KOHIEHTpanuu painterpaBupa (Cmax)
Ha 24%, paBHOBECHOM KOHLIEHTpaluu payiterpasupa uepes 12 1 (C1249) na 77%. Koppexuus
JI03b1 pajiTerpaBupa He Tpedyercs.

Dnykonaszon: IpU COBMECTHOM IIPUMEHEHHH C IPerapaToM atazaHaBUp/pUTOHABHP 3HAYUMBIX
U3MEHEHHMH KOHLIEHTpalMi arazaHaBupa u ¢iiykoHaszona He HalOmoaanoch. Koppekius 10361 He
Tpelyercsi.

Memaoon: y naniueHTOB, IIOCTOSIHHO MIPUHUMAIOLIMX METAJIOH, HE 0)KH/IACTCsl Pa3BUTHS
KJIMHUYECKH 3HAYMMBIX B3aHMMOJICHCTBUI ITPU COBMECTHOM IIPUMEHEHHH C aTa3aHaBUPOM.
Hancon, mpumemonpum/cynvhamemoxcason, azumpoMuyut, 3pumpomMuyun. He 0XXKUIaeTcs
Pa3BUTHsI KIMHUYECKH 3HAYUMBIX B3aUMOJICHCTBHIA IIPU COBMECTHOM IPUMEHEHUH C

ara3aHaBUPOM.

Pumonagup

[Ipumenenue  pumonasupa 6  xasecmee — (PAPMAKOKUHEMUYECKO20 — YCUNUMeNs — il
anmupemposupycHo2o cpeocmea

PuronaBup 0061aaeT BBICOKUM CPOACTBOM K HECKOJIbKUM H3o(hopMam nutoxpoma P450 (CYP) u
UHIrubupyet okucieHue B cieayromeM nopsake: CYP3A4 > CYP2D6. [lpumenenue putonaBupa
OJTHOBPEMEHHO C JICKAPCTBEHHBIMHU IIpernapaTaMu, MeTaOOJIM3UPYEMBIMU IPEHMYIIECTBEHHO
CYP3A, MOXeT NpUBECTH K YBEJIHMYEHUIO KOHIEHTPALMU OJIHOBPEMEHHO IPUMEHSIEMOIO
JIEKapCTBEHHOTO IpernapaTa B IUla3Me KPOBHU H, KaK CJIEJCTBUE, K YCHJIEHUIO HIIU IIPOJUICHHIO €ro
TepaneBTHYECKOro 3(pdexra u HexenareabHbIX sBICHHH. [Ipy OAHOBpEMEHHOM IPHUMEHEHUHU

OT/ICJIbHBIX JIEKAPCTBEHHBIX IIpErapaToB (HalpuMep, ajlpasosiama) HHIHOupyromee AeHcTBUe
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puronasupa Ha CYP3A4 MoxeT cHUXKATBCs CO BpeMeHeM. Putonasup Taxske 06J1a1aeT BHICOKHM
CPOJCTBOM K P-TIIMKONMpOTEMHY M MOXXET OKa3blBaTh WHTHOMpYyOLlee BO3JEHCTBHE Ha ITOT
nepeHocurk. MHrubupyromee jeicTBUE pPUTOHABHpPA, HCIOJIB3YEMOTO OTJAEILHO HIH B
KOMOMHAIMK C JIPYTMMH MHTHOUTOpaMH MpOTeashbl, Ha aKTHBHOCTH P-IJIMKOIPOTEMHA MOMKET
CHIDKATBCS CO BPEMEHEM (B KayecTBE NMPUMEpPA CM. CBEJICHUS JUIS IMTOKCHHA U (ekcodenanuna
B Tabiune «pdeKTs pUTOHABHPA Ha HEAHTHPETPOBUPYCHBIE Mpenaparbly HUKe). Putonasup
UHAYIHPYET IIIOKYpoHu3anuio 1 okucienue yepes CYP1A2, CYP2CS8, CYP2C9 u CYP2C19,
4TO CONPOBOXK/IACTCS YCHIICHHEM OMOTpaHc(opMaIiu HEKOTOPBIX JIEKAPCTBEHHBIX IIPENaparos,
METabOJIM3UPYEMBIX C yJaCTHEM 3THX H30()ePMEHTOB. DTO MOKET IPUBECTH K CHUIKEHHIO YPOBHSI
CHCTEMHOI'0 BO3JICHCTBHS OIHOBPEMEHHO IIPHMEHSIEMbIX JICKAPCTBEHHBIX IIperaparoB M,
COOTBETCTBEHHO, YCTPAHEHHIO HIIM COKPAIIEHHIO JUIMTEIbHOCTH MX TEPANeBTHYECKOTO 3(deKTa.
Baxuble CcBeIeHMS O B3aMMOJCHCTBHUSX PHUTOHABHpA, MCIOJIL3YEMOIO B  KadecTBe
(apMakOKMHETHYECKOrO YCHIIHTENS, C JICKAPCTBEHHBIMU IIpeIlapaTaMH Tak)Ke IIPUBEJICHBI B
WHCTPYKIUH OJHOBPEMEHHO IIPUMEHSIEMOr0 HHIHOUTOPA IPOTEa3Bl.

JlekapeTBeHnbIe NpeNapaTel, BJAHSIONHE HA KOHUEHTPAUMIO PUTOHABHPA B KPOBH
YpoBeHb PUTOHABUPA B CBIBOPOTKE KPOBH MOXKET CHHIKATHCSI IIPH OJIHOBPEMEHHOM IIPUMEHEHUH
PAaCTUTEIbHBIX JICKAPCTBEHHBIX IIPENaparoB, coJepiKallux 3BepoOoit (Hypericum perforatum).
OTO CBA3aHO ¢ MHAYLHUPYIOUM JeHCTBHEM 3Bepo00osi HAa (epMEHTBI, MeTabOIU3UPYIOIIHE
JIEKapCTBEHHBIE TpenapaThbl. PacTuTe/bHbIe JIEKapCTBEHHBIE IIPENaparkl, Co/iepIKalye 38epodoii,
HEJIb3sl HCIIOJIB30BaTh OJIHOBPEMEHHO C PUTOHABHpOM. Ecium Ha MOMEHT Hayajga JieYeHHs
PUTOHABHPOM MANMEHT YK€ IPUHMMAECT PACTUTENILHBIC IpernapaTsl, COJepXkaliue 3BepoOoif,
HEOOX0MMO IPEKPATUTh JICYCHHE UMU U IIPH HEOOXOMMOCTH NPOBEPUTH YPOBEHH BHPYCHOM
Harpysku. Ilocie mnpekpamienust jedeHHs JI€KapCTBEHHBIMHU IIperapaTaMe, COJIepiKaliMu
3Bepo00H, ypOBEHb PUTOHABHPA MOXKET BO3pacTu. MOXKeT moTpeOoBaThCst KOPPEKTHPOBKA JI03bI
putonasupa. Muaaynupyromee aelicTBue MOXKET COXPAHATHCS Ha MPOTSHKCHHH KaK MUHHMYM 2
HeJIeJIb T10CIe NIPEKPAIEHHs JICUEHUS! PaCTUTEIbHBIMU IIperapaTaMu, CoAep)KaliuMu 3Bepo0oit
(em. paznen «IIpoTuBonokazaHusy).

YpoBeHb PUTOHABHUPA B CHIBOPOTKE KPOBH MOXKET MEHSTHCS IIPU OJIHOBPEMEHHOM IIPHMEHEHHH
OT/JEJIbHBIX JIEKAPCTBEHHBIX IIpEnapaTroB (HanpuMmep, JAejlaBupauHa, 3daBupensa, GeHUTOUHA U
pudpamnuimHa). DTH B3aUMOJICHCTBUS ONKCAHBI B TAOJIMIAX B3aMMOJICHCTBUMN JIEKAPCTBEHHBIX
IpernapaToB HHXe.

JlekapcTBenHbIe npenaparbl, HA KOHIEHTPALMIO KOTOPLIX BJIMSIET PUTOHABHD

B rtabiumax HH)KE pacCMOTPEHbI B3aUMOJEHCTBHS MEXJly PUTOHABHPOM M HHIHOMTOpaMU
poTeaspl, JAPYIMMH aAHTUPETPOBHUPYCHBIMH IIperiapataMd U  HEAHTHUPETPOBHPYCHBIMH

npernapaTtamy.
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B3aumo/ielicTBHS JIEKADCTBEHHBIX MPENAPATOB: PUTOHABHP H HHIHOHTOPBI IPOTEA3bI

Ipumensiemplii
O/IHOBPEMEHHO
JIEKAPCTBEHHbII
npenapar

Jlo3za AUC Cmin
O/ITHOBpPEMEHHO
NPHMEHSIEMOr0

JIEKAPCTBEHHOI'0

npenapara (mr)

OuenunBaembIit
JIEKAPCTBEHHBIH
npenapar

Jlo3a

PHTOHABHPA

(mr)

AM1npeHaBup

100 xaxxpIe 1 Ha 1BS

3
iy AMIipeHaBUp 64% .

600 xaxapie 12 4

PuToHaBup mNOBBIIAET ypPOBEHb AaMIIPEHABHpPA B CBHIBOPOTKE KPOBH
BesiectBue MHruOuposanuss CYP3A4. B kIMHMUYECKUX HMCCIIENOBAHUAX
HOATBEPXK/IeHbl  Oe3zomacHOCT ¥ 3QGEKTUBHOCTL  IPUMEHEHUS
amripenasupa B J103e 600 Mr 2 pa3a B CyTKH OJIHOBPEMEHHO ¢ PHTOHABUPOM
B 103¢ 100 mr 2 pa3za B cyTku. Jist mosrydeHHst JOMOJIHUTEILHBIX CBEICHHIA
00 aMmIIpeHaBUpe CM. HHCTPYKIIHUIO 110 PUMEHEHHMIO.

ATtazaHaBup

300 xaxnple 24 u | 100 kaxple | ATazaHaBUp
244

1 Ha
86%

1811
pa3

182 | 1837
pasa pa3

Ata3zanapup’

PuronaBup mnoBBIIAET YPOBEHb aTa3aHaBHpPa B CBIBOPOTKE KPOBH
Benejacreue  uHruOupoBanuss CYP3A4. B xome  KIMHHYECKHX
UCCIICIOBAHUM  MOATBEPKJAEHbI  Oe3omacHOCTh H  3((PEKTHBHOCTD
IIpUMEHEHHUs artazaHaBupa B J103e 300 Mr OJIMH pa3 B CYyTKH OJHOBPEMEHHO
¢ puroHaBupoM B 03¢ 100 Mr omMH pa3 B CyTKM y paHee JICUSHHBIX
HAIMEHTOB.

JlapynaBup

100 kaxipie 1814

600 oxHOKpaTHO 12 4 Jlapynasup pas

PuToHaBHp MOBBIIAET YPOBEHb JIapyHaBHpa B CBHIBOPOTKE KPOBH
Benieacrue  uHruOuposanuss  CYP3A.  JlapynaBup  HeoOX0auMO
UCII0JIL30BATh OJTHOBPEMEHHO C PUTOHABUPOM C I1€JIBIO TapaHTHPOBAHHOTO
JOCTHKEHHMs TepaneBrudeckoro s¢¢exra. [Ipuvenenue papyHaBupa
OJIHOBPEMEHHO ¢ PUTOHABUPOM B J103ax Bbimie 100 Mr 2 p/cyT. u3ydeHo He
6bu10. JloNOHUTEIEHBIC CBEACHHS O IapYHABUPE CM. B COOTBETCTBYIOLIEH
UHCTPYKIMH 110 IPUMEHEHHIO

®ocamnpeHaBup

100 xaxxpie 1824 |18l

700 xaxknapie 12 4 2% i s

AmrnpeHaBup

PuronaBup noBelmaer ypoBeHb amipeHaBupa (oOpasyiomerocss u3
(ocamnpenaBupa) B CBHIBOPOTKE KpPOBH BCIICACTBHE WHTHOMPOBAHUS
CYP3A4. ®docamnpenaBup He0OXOJAUMO HCIOJIB30BaTh OIHOBPEMEHHO C
PUTOHABHUPOM C LIEJIBIO FAPAaHTHPOBAHHOIO JIOCTHIKEHUSI TEPAIIEBTHYECKOTO
spdexra. B Xxone KIMHHYECKHX HCCIICIOBAHMM  IOATBEPIK/ICHbI
OezonacHOCTh ¥ (QPEKTUBHOCTh IpPHMEHEHUs (ocamrpeHaBupa B J103€
700 mr 2 pasa B CyTKH OJJTHOBPEMEHHO C pUTOHAaBUPOM B J103e 100 mr 2 pasa
B cyrku. [Ipumenenme ¢QocammnpenaBupa OJHOBPEMEHHO C JI03aMH
puroHasupa Beime 100 mr 2 p./cyr. uzydeno He Obu10. JIOMOIHATEIBHEIE
cBeZIeHUs O (pocamIpeHaBHpE CM. B COOTBETCTBYIOLICH HHCTPYKIHH 110
IPUMEHEHHIO

WuunaBup

1 Ha H/O

178%

100 kaxapie | Mngunasup’®

12 4

800 xaxpie 12 4

1 Ha H/O

72%

Purtonasup
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400 xaxuple 12 gy 0wz WUnjnasup’ & T84
124 pasa
PurtonaBup “— -

PuToHaBMp NOBBINIAET YPOBEHb MHJMHABUPA B CHIBOPOTKE KpPOBU
Beieacteue  uHrubuposanuss CYP3A4. Jlns ostolt komMOMHAmmu He
YCT@HOBJIEHBl ~ONTUMAJIbHBIE € TOYKH 3peHHs d3(QeKkTuBHOCTH MU
OezomacHoCTH J103bl. MHHHMaIbHas MOJb3a (HapMaKOKHHETHYECKOTO
YCHJICHHSI, OIIOCPEYEMOI0 PUTOHABUPOM, MOJKET OBITH JOCTHTHYTA IPU
ero npuMeHenuu B jo3ax soime 100 mr 2 pasza B cyTku. [Ipu npumeHeHuu
puronasupa (100 mr 2 p./cyt.) ogHoBpeMeHHO ¢ uHAHHABAPOM (800 Mmr 2
pasa B CyTKH) He00X0AUMO co01101aTh 0COOYIO0 OCTOPOIKHOCTD BCIIEACTBHE
IOBBIIIEHHOIO pHCKa pa3BUTHs HepoauTHa3a

Hendunasup

1250 xaxxnpie 12
q

100 xaxpie
124

Hendunasup

T nHa 20-
39%

H/O

750 oHOKpaTHO

500 xaxpie
124

Hendunasup

1 Ha
152%

H/O

PurtonaBup

<«

>

PutonaBup mnoBblmaer ypoBeHb HeJN(UHABHpPAa B CHIBOPOTKE KPOBH
Beneacreue uHruOuposanuss CYP3A4. Jlns osroit komMOMHanuu He
YCTQHOBJIEHBl ONTUMAJbHbIE C TOYKH 3peHHst d3(P(eKTUuBHOCTH U
Oe3omacHocTH J03bl. MHUHHMMaIbHAs MOJb3a (HapMAKOKHHETHYECKOTO
YCHIICHHSI, OIOCPEYEMOI0 PUTOHABUPOM, MOXKET OBITH JIOCTUTHYTA IMPH
ero npuMeHeHuH B J103ax Bbie 100 mr 2 pas3a B CyTKH.

CakBunaBup

1000 xaxnpie 12
q

100 xaxmeie
124

Cakpunapup’

1815
pas

85
pa3

Putonasup

>

>

400 xaxapie 12 9

400 xaxapie

Caxsunasup*

1817

H/0

12 4 pa3

PuronaBup > >

PuToHaBUp INOBBIIAET YPOBEHb CAaKBMHABMpPA B CHIBOPOTKE KPOBH
BeneacrBue  uHruOupoBanuss CYP3A4. CakBunaBup HeoOX01UMO
UCIIOJIB30BaTh TOJBKO B KOMOMHAIMU ¢ puTOHaBUpOM. [Ipu npumenenuu
putoHaBupa B 1o03e 100 Mr 2 pasza B CyTKH OZJHOBPEMEHHO ¢ CAKBUHABUPOM
B J103e 1000 Mr 2 p./cyT. ypOBEHb CUCTEMHOI'O BO3/ICHCTBUS CaKBHHABHpa
Ha HPOTSHKEHHUH 24 4 CXOJIEH € COOTBETCTBYIOLIUM YPOBHEM IIpH
npuMeHeHur cakBuHaBupa 1no 1200 mr 3 p./cyT. 6e3 pUTOHaBUpA HIIH
IIPEBBIIIACT €ro.

B ximHUYecKOM Uccie/[0BaHiK B3auMoercTBus pudamnununa (600 mr 1
pa3 B cyTtkH) U cakBuHaBupa (1000 mr) ¢ puronasupom (100 mr 2 pasa B
CYTKH) Y 3J0pOBBIX J0OpOBOJIbLIEB HAOMIOAAIUCH CIIydau TsDKEJION
renaToLe/UIOISPHOM TOKCHYHOCTH C IOBBIIIIEHUEM YPOBHS TpaHCaMMHa3
Oosnee yem B 20 pa3 OTHOCHUTEJILHO BEpXHEH IpaHMIlbl HOPMBI crycTs 1-5
JIHEH COmyTCTBYIOUIEro IpuMeHeHus. Takum oOpa3om, KOMOMHAIUIO
CaKBHHABUPA M PUTOHABUPA HE CIIE/YET UCIOJIb30BaTh OJJHOBPEMEHHO C
prdaMITUIIMHOM B CBSI3U C PUCKOM TSDKEJION IenaroTOKCUYHOCTH.
JIOTIOJIHUTENIbHBIE CBEIEHUS O CAKBUHABHUPE CM. B COOTBETCTBYIOLIEH
HUHCTPYKIMH 110 IPUMEHEHHIO

Tunpanasup

500 xaxple 12 4

200 xaxiable
124

Tunpanasup

181l
pa3s

1829
pa3

Puronasup

| Ha
40%

H/0




PuronaBup mOBBIIAET YPOBEHb THUIPAHABHPAa B CBHIBOPOTKE KPOBH
senencreue  uHrubuposanuss CYP3A.  TumnpanaBup  HeoOX0uMO
UCIIOJIE30BaTh OJIHOBPEMEHHO C HM3KHMHU JI03aMH PUTOHABHpA C IIEJIBIO
rapaHTHPOBAHHOIO JIOCTH)KEHHs TepaneBtudeckoro s¢dekra. Ilpu sTom
PUTOHABHP HE CJIEAYET MCIOJIb30BaTh B Jo3ax menee 200 mr 2 p./cyr.,
IIOCKOJIBKY 9TO MOXET MOBJIHATh Ha 3QGEKTUBHOCTh KOMOHMHAIMH.
JlomoIHUTE/IbHBIE CBEAEHHST O THIIPAHABHPE CM. B COOTBETCTBYIOLICH
UHCTPYKIMH 10 IPUMEHEHHIO

H/0: HE OIPEIEIICHO.

1. Ha ocnoBanuu cpaBHeHMsI ¢ MOHOTeparnuei atazanaBupoM B 1o3e 400 Mr 1 pa3 B CyTKH 110
JIAHHBIM Pa3HBIX MCCIICI0BAHHH.

2. Ha ocHoBaHMu cpaBHEHHsI ¢ MOHOTEpanuel aMrnpeHasupoM B j1o3e 1200 Mr 2 pasa B CyTKu
T10 JIAHHBIM Pa3HBIX UCCIIEIOBAHUH.

3. Ha ocHoBaHMu cpaBHEHMs ¢ MOHOTepanueil nHauHaBUpoM B 03¢ 800 Mr 3 pasa B cyTKH,
110 JIaHHBIM PA3HBIX UCCIIEIOBAHUH.

4. Ha ocHOBaHMM CpaBHEHHSI ¢ MOHOTEpAIUel cakBUHABUPOM B J103e 600 Mr 3 pasa B CyTKH
110 JJAHHBIM Pa3HbIX MCCIIEIOBAaHHH

B3anmojeiicTBUsI JIeKaPCTBEHHBIX NPENAapaTOB: PUTOHABUP U AHTUPETPOBHPYCHbIE

npenaparbl, OTJIMYHLIC OT HHFHGHTO[)OB nporeasbl

[Ipumensiemprii
0/IHOBPEMEHHO
JIEKAPCTBEHHbIH
npenapar

Jlo3za Jlo3a OuennBaembli AUC Cmin
O/THOBPEMEHHO |PHTOHABHPA | JIEKAPCTBEHHbIMH
NPUMEHSIEMOT0 (mr) npenapar

JICKAPCTBEHHOI' 0

npenapara (mr)

Jlunano3un

600 xaxapie
12 y/yepe3 2 4
[TockonbKy puroHaBHp HEOOXOIMMO IPUHUMATE BO BPEMs €J1bl, a
JIM/IaHO3UH — HATOIIAK, 9TH IIpernaparbl HeOOX0MMO IIPUHUMATS C
mHTEpBAJIOM B 2,5 4. KoppekTHpoBKa J103 He TpedyeTrcs

200 xax/pie 12 4 Jlnano3un | Ha 13 %|—

Jlenagupaun

400 kaxapie 8 u 600 kaxapie |[Jlenasupaun’
124

PuronaBup 1 Ha 50% |1 HA 75%

CpaBHeHHe ¢ paHee [0JIyYeHHBIMH JIAHHBIMH I10Ka3aJ10, YTO PUTOHABUD HE

BIMSET HA (JapMAaKOKUHETUKY JieaBupAuHa. [Ipu npuMeHeHrnn puToHaBUpa

B KOMOMHALIUH C JICIIABUPHHOM MOJKET NOTPeOOBaTHCS CHHIKEHHUE JI03bI
UTOHABUPA

D¢aBupens

500 xaxkapie
124

600 kaxpie 24 9 Ddasupens T Ha2l %

PuronaBup 1 Ha 17%
[Tpu npumenenuu rpaBupen3a OJHOBPEMEHHO ¢ PUTOHABHPOM B KaYeCTBE
AQHTHPETPOBUPYCHOTO Npenapara Habmroaanack 0oJiee BbICOKasi 4acToTa
HE)KeJlaTeJIbHBIX peakiuil (HarpuMep, roJIOBOKPYIKEHHUsI, TOIIHOTHI U
[apecTe3n ) U OTKJIOHEHHH J1Tab0opaTOPHBIX MOKa3zaTesieil OT HOPMBI
(rMoBBIIIEHHE AKTUBHOCTH IIEYEHOUHBIX (DEPMEHTOB)

Mapasupoxk

100 xaxxapie 12y 100 xaxasieMapaBUpOK 1 Ha
12y 161%
PuTOHABHD NOBBIIACT yPOBEHb MapPaBUPOKa B CBIBOPOTKE KPOBH
BeiieacTBre uuruouposanust CYP3A. MapaBupok MOXKHO HCII0JIB30BaTh
0JIHOBPEMEHHO C PUTOHABHPOM C IEJIBIO MTOBBIICHUS YPOBHS 9KCIIO3HLIUH.

T Ha 28
%
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JIOHOJIHPITCJILHLIG CBCJICHUS O MapaBUPOKE CM. B COOTBCTCTBy}OI.Hef:I
IMHCTPYKIUH IO IIPUMCHCHHUIO

Hesupanun 200 xaxxapie 124 600 kaxsle |HeBupamun > —
124
PuToHaBup — —
[TpumeHeHue puTOHABHPA OJHOBPEMEHHO C HEBHPAITUHOM HE
COMPOBOKIAETCS KIMHUYECKH 3HAYMMbIM H3MEHEHUEM (hapMaKOKHHETHKH
[IpernapaToB
PanrerpaBup 400 omnokpatHo {100 kaxple [PanterpaBup | Ha 16% || Ha 1 %
124
I Ipumenenne puTOHaBUPa OHOBPEMEHHO C PAJITErPABUPOM BEJIET K
HE3HAYUTEILHOMY CHH)KEHHIO YPOBHS paJITerpaBipa
3UI0BYIUH 200 xaxzapie 8 u 300 xaxapie 6 3u0BYAUH | Ha 25 %H/0

&
PuTonaBup MOKET MHIMOMPOBATH MIIOKYPOHU3AIIUIO 3U/I0BYIHHA, YTO
COIIPOBOJK/IAETCS HE3HAYMTEIILHBIM CHUIKEHHUEM YPOBHSI IIOCIIE/IHETO.
KoppekTupoBka 103 He TpedyeTcs.

H/0: He onpeneneno
1. Ha ocHoBanuu cp

ABHCHHS B IApAJLJICJIbHBIX I'pYyIIIax.

Biausinue PUTOHABHPA HA O/THOBPEMEHHO NPHMEHAECMbIC HCAHTHPETPOBUPYCHBIE

JIEKAPCTBCHHBIC NIPpenaparTbl

[IpumensiembIit
0/ITHOBPEMEHHO
JIEKAPCTBEHHBIN
npenapar

Jlo3a Jloza Bausinne na AUC| Bausinue Ha Cmax
0/IHOBPEMEHHO |PHUTOHABHPA | OJXHOBPEMEHHO 0/IHOBPEMEHHO
NPUMEHSIEMOT0 (mr) NpPUMEHSIEMBIX NpPUMEHSIEMBIX

JIEKAPCTBEHHOI'0 JIEKADCTBEHHBIX | JIEKAPCTBEHHBIX
npenapara (Mr) Npenaparos npenaparos

AHTAroHucTh! aab@pa 1-agpeHopenenTopon

Andy3o3uH

OJIHOBpEMEHHBIH IPHEM PUTOHABHPA MOKET IIPUBECTH K MOBBIICHUIO
KOHLIEHTpAIMU aj1(y303uHa B [J1a3Me KPOBH, B CBSI3H C YEM OH
poTHBONOKa3aH (cM. pa3zen «IIpoTuBonoka3anus»)

IIpousBoanbie amderamuna

Amperamun

[ Ipumenenne 0THOBPEMEHHO ¢ PUTOHABUPOM, UCTIOJIB3YyEMbIM B Ka4€CTBE
AHTHPETPOBUPYCHOIO IPENapara, MOXKET BeCTH K HHTHOUPOBaHHUIO
CYP2D6 u, xak cieacTBue, K HOBBIIICHUIO KOHIIEHTPAIIUK B KPOBH
amdeTamuHa 1 ero Mpou3BoAHLIX. [Ipy MpUMEeHeHUH STHX JIEKapPCTBEHHBIX |
[IperapaToB OJJHOBPEMEHHO ¢ PUTOHABHUPOM B KaUeCTBE
@HTHPETPOBUPYCHOIO Ipernapara peKOMEH/1I0BaH yCUICHHBI MOHUTOPUHT
TepaneBTHYeCKOro () (eKTa 1 HeXKeaTeIbHbIX SIBICHUH (CM. paszen
«Ocobble yKazaHus»)

O0e300/MBaOIINE NPENAPATHI

bynpenopdun 16 xaxaple 24 4 100  xaxxabie[f Ha 57 % THa 77 %
124

HopOynpenopdun 1 Ha 33 % 1 Ha 108 %

[ MOKypOHUHBIE r —

MeTabOJIUTEI
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[loBpnenue ypoBHst OynpeHop(hHHa ¥ €ro aKTHBHOrO MeTaboJINTa B IJIa3Me
HC  CONpPOBOXKJIACTCA  KIMHMUYECKHM  3HAYMMBIMM  HM3MEHEHHSIMU
(papmakoZMHAMMKH B TpyIIie I[TAlMEHTOB, YCTOWYMBBIX K OIHOM/IHBIM
aHanpreTukaM. Takum oOpazom, npu mnpumeHenun OynpeHOpdHUHA
OJTHOBPEMEHHO ¢ PUTOHABMPOM KOPPEKTHPOBKA HX /103 He Tpedyercs. [Ipu
[IPUMEHCHUY PUTOHABUPA B KOMOMHALIUY C IPYTUM HHTHOHUTOPOM IIPOTEA3b
1 OynpeHopduHOM, 0coOble yKa3aHus 10 MoA00PY 1036l Ul NALMEHTOB U3
JIAHHOM TPYIIBI CM. B MHCTPYKIMHU JJISI OJHOBPEMEHHO IPHUMEHSIEMOIO
MHTHOMTOPA ITPOTEashl

[leTuuH,
MUPOKCHKAM,
pornokcuden

OIlHOBpeMeHHbe;I I[IpUEM pPHUHTOHABHUPA MOXKET IIPHUBECTH K ITOBBILICHHUIO
IKOHIOCHTpALlUHU IICTHAWHA, ITMPOKCHKaMa U nponoxcmbeﬂa B IIJIa3M€ KpPOBH,
B CBS3H C YEM OH NPOTHBOIIOKA3aH (CM. pasacii ((HpOTI/IBOHOKaSaHHﬂ)))

DenTanui

[Tpumenenue puToHaBHpa B KadyecTBEe (papMaKOKHHETHYECKOTO YCHIIMTEs]
MJTH aHTHPETPOBUPYCHOTO mpenapara Befer Kk unruouposanuio CYP3A4 u,
KaK CJI€JICTBHE, IOBBLILCHHIO KOHIEHTPALUH (eHTaHWIa B IUIa3Me KPOBH.
Ilpy  npumenenun  (QeHTaHWIa  OJHOBPEMEHHO C  PHUTOHABUPOM
PEKOMEH/IOBAH YCHJICHHBIH MOHHTOPHHI TepareBTHYecKoro sddexra u
HEKEJIATEIbHBIX SBJICHHUMH (B TOM YUCIIE YTHETCHHUS JIbIXAHHsI)

Merajon’

5 OAHOKPATHO 500  xaxzelel| Ha 36 % l Ha 38 %
124

[Ipy npuMeHEHHM OJHOBPEMEHHO C PHTOHABHPOM, HMCIOJL3YEMbIM B
KayeCTBE AHTHPETPOBUPYCHOIO Ipenapara wWid (HapMaKOKHHETHYECKOIO
YCHITMTEIs, HEOOXOAMMO HCIIOJIB30BATh IOBBIIICHHBIE JI03bI METAJ0HA B
CBA3M C MHJIYKIMEH TIoKypoHu3anuu. KoppekTHpoBKa J03bl JI0JDKHA
[IPOBOJIMTBLCS] MCXO/I51 U3 KIIMHHYECKOI'0 OTBETA Ha METAJIOH

Mopdun

[Ipy npuMeHEHHMH OJIHOBPEMEHHO C PUTOHABUPOM, HCIIOJIB3YEMBIM B
KayeCTBE AHTHUPETPOBUPYCHOIO Ipenapara Hid (HapMaKOKHHETHYECKOIO
YCHUIIMTEIIs, YPOBEHb MOpP(QHHA MOXET CHHXKATBCS B CBSA3U C HHJYKIUEH
[JIIOKYPOHH3AIUH

AHTHAHTHHAJIbHDIE npenaparbl

Panosasun

I3-3a uaruduposanuss CYP3A puTOHaBUPOM HpEIIoaracTcsi YBEIMYCHHUE
KOHIICHTpalMu  paHojasviHa. COBMECTHBIH INpUEM C  PaHOJIA3UHOM

NpOTHBONOKA3aH (cM. paszzen «IIpoTuBonmoKa3zanus»)

AHTHADUTMHYECKHE NPenapaThbl

AMMOJIapOH, OJIHOBpEMEHHBIN IPHEM PUTOHABUPA MOXKET IIPUBECTHU K ITOBBIIICHHIO
oerpuan, KOHLIEHTPALMK aMUolapoHa, Oenpuiuia, IpoHeapoHa, SJHKanHH /I,
JIPOHEAPOH, (iexannua, nponad)eHOHA ¥ XUHUINHA B IUIA3ME KPOBH, B CBSI3U C YEM OH
OHKAUHM]L, nporusonokasan (cM. pasen «lIpotuBonokazanus»)
(bnexanHu I,
nponageHoH,
XMHUJIMH
Jlurokcun 0,5 onnokpatno B/B 300 kaxeie |1 Ha 86% H/0
12 4B Teu. 3
ITHEH
0,4 oaHokpatHOR00 kaxaele |1 Ha 22% >
BHYTPb 12 uBTeu. 13
ITHEen
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DTO B3aUMO/IEHCTBHE MOXKET OBITH CBS3aHO ¢ MOAH(DUIUPYIOIHM
BIIMSIHUEM PUTOHABHMPA, UCIOJIB3YEMOT0 B KQUECTBE AaHTUPETPOBUPYCHOTO
rpernapara Wi (apMakOKHHETHYECKOTO YCHIUTENs, Ha 3P DIIOKC
JIUTOKCUHA, orocpeyeMblid P-riukonporenHoM. CTeneHb MOBBIICHHS
YPOBHSI IMTOKCHUHA Y TIALIUEHTOB, MOJYYalOIUX PUTOHABUD, MOXKET
CHMDKATBCSl CO BPEMEHEM 110 Mepe pa3BUTHS HHIYLIUPYIOLIETO ACHCTBHS
(cm. paznen «OcoOble yKa3aHus»)

HpOTHBOﬁCTMaTH‘IeCKHe npemnaparbl

Teopummn'

3 mr/kr xaxabie 8 4500
124
[Ipy npuMEeHEHHH OJHOBPEMEHHO C PHUTOHABHPOM MOXET HOTPeOOBATHCS
MOBBIILIEHHE J03b] TeOpHUINHA B CBsi3U ¢ uHaykiuein CYP1A2

Kaxple|| Ha 43 % | Ha 32 %

HpOTﬂBOOl’lyXOJleBblC npemnaparbl

Adarnaud

20 mr
0JTHOKPATHO
40 mr
OTHOKPATHO

200 xaxuabie|l Ha 48 %
124/3a 1y
200 kaxpie
12 9/
0JITHOBPEMEHH
0

200 xaxzabiel Ha 11 %
12 u/gepe3 6 4

1 Ha 39 %

THa 19 % THa4 %

40 mr
0JIHOKPATHO

THaS %

KonueHTpanust B CHIBOPOTKE KPOBH MOJKET IIOBBICUTECSI BCIIEJICTBHE
WHIHOUPYIOIIEro  JCHCTBUST pUTOHABHpa Ha O€NoK JIeKapCTBEHHOM
yYCTOWYMBOCTH  paka MosoyHod xkene3sl (BCRP) wu  3maummoro
mHruoupoBanust P-rimkonporenna. Crenedb noBbimieHUss AUC U Cpay
BaBHCHUT OT pe)KUMa IIpUMEeHEeHUs: puToHaBupa. [Ipu npumenennn adparnauda
OJITHOBPEMEHHO € PUTOHABHPOM HEoO0XoaumMo cobiogaTe  0co0yro
OCTOPOXKHOCTD (CM. HHCTPYKIHUIO Jyist adaTunnba). TpebyeTcss MOHUTOPHHI
HE)KeJIaTeIbHBIX peakiiid, CBsI3aHHBIX ¢ ahaTUHHUOOM

[leputunud

[Ipy npuUMEHEHMH OJHOBPEMEHHO C PUTOHABUPOM MOXET BO3pacTaTh
KOHLICHTpAIUs B CBIBOPOTKE KPOBH BCIICACTBHE MHTUOMPYIOIMIErO ACHCTBHUS
putonaBupa Ha CYP3A u P-rnukonporeun. [1pu npumenennn neputuHuoa
OJIHOBPEMEHHO C PUTOHABHPOM HeoOXoaumo cobmoaarb 0colylo
OCTOPOJKHOCTb. PeKoMeH1aliuy 10 KOPPEKTUPOBKE JI03bI CM. B HHCTPYKLIHMHU
juis  neputuHuOa. TpeOyercss MOHUTOPHHI HEXKEJIATENIbHBIX —peaKiuii,
CBSI3aHHBIX C IIEPUTHHUOOM

JlazaTuHuO,
HUJIOTHHUO,
BUHKPUCTHH,
BHUHOJIACTHH

lefl INPpUMCHCHUH OJHOBPEMCHHO C PHUTOHABUPOM MOXKET BO3paACTaATh
[KOHOCHTpALus 3TUX IIpelapaToB B CBIBOPOTKE KPOBH H, KaK CJICJACTBHC,
MOJKET ITOBBIIIATHCA YaCTOTA Pa3sBUTUSA HCKEIATCIIbHBIX peaxunﬁ.

Benerokiiakc

Benencreue uHruOupyromiero aedcrBust purtoHasupa Ha CYP3A moxer
MPOU30MTH TOBBIIIEHHE KOHIICHTPALlUH B CBIBOPOTKE KPOBH H, Kak
CJIEZICTBUE, TOBBIIICHHE PUCKA pa3BUTUS CHUHApPOMA JIM3MCA OIYXOJIH B
Havajle JICYCHHUS] U Ha NMPOTsHKEHHH (a3bl HApaLMBaHMs 103BI (CM. paszell
«[IpoTHBONOKA3aHUS» U UHCTPYKIHIO 110 IPUMEHEHUIO Ha BEHETOKIIAKC)

Y nanMeHToB, 3aBepIIMBIIUX (ha3y HapalMBaHUS J103bl M IIPUHUMAIOIIUX
MIOCTOSIHHYIO CYTOYHYIO J103y BEHETOKJIaKca, /03y I[pernapara Cieayer
CHU3UTb MHHUMYM Ha 75 % IIpH OZIHOBPEMEHHOM IIPUMEHEHUH C MOIIHBIMH
uHruouTopaMu CYP3A (cM. HHCTPYKIIMK HA BEHETOKJIAKC)

AHTHKanYJIHHTbl
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PuBapokcaban

600
124
BenencrBue unrubuposanuss CYP3A u P-rimkonporerHa BozpacTaion
ypPOBEHb pHBapokcabaHa B I1a3mMe U ero (hapMakoJuHaMudeckue dQQPeKTol,
4TO CONPOBOXKIAETCS NOBBIIIEHUEM pHCKa KpoBoTeueHUH. Takum odpazom,
[IPUMEHEHHE PUTOHABMpA Yy MAIMEHTOB, IOJIYyYalOMMX puBapokcabaH, He
€KOMEH/IOBaHO

10 ogHOKpaTHO kaxpie| T Ha 153 % 1 Ha 55 %

Boparakcap [lpy npUMeHEHHH OJHOBPEMEHHO C PUTOHABHPOM MOXKET BO3paACTaTh
KOHLICHTpALUsl B CHIBOPOTKE KPOBH BCJIEJICTBUE HHIHOUPYIOIIETro AeHCTBUS]
putonaBupa Ha CYP3A. OnHOBpeMEHHBIH IpUeM Bopamakcapa H
pUTOHaBUpa He pekomenayercs (cM. pasgen «OcoOble ykazaHusi» |
MHCTPYKIIHIO 110 IIPUMEHEHHUIO Boparakcapa)

Bapdapun 5 OJTHOKPATHO 400  kaxzble

12 4

S-aHaHTHOMEP THa9 % L Ha 9 %

Bapdapuna

R-sHanTHOMED | Ha 33 % >

BapdapuHa

Bcenencrteue unayunupyiomero jgedctBus purtoHaBupa Ha CYPIA2 wu
CYP2C9 cumxaercst ypoBeHb R-sHanTHOMEpa BapdapuHa B 1miazme, TOraa
KaK BIIMSHAE PUTOHABUpA Ha (papMaKOKMHETHUKY S-dHaHTHOMEpa BaphapuHa
HezHayuTeIbHO. CHMKeHHe ypoBHS R-sHaHTHOMEpa BapdapuHa B IU1a3Me
CONPOBOXKIAAETCS CHUIKEHUEM AKTHBHOCTH AHTHKOATrYJISIHTHOW CHCTEMBI, B
CBSI3M C YeM IIpU MPUMEHEHUH Bap(papuHa OJJHOBPEMEHHO ¢ PUTOHABUPOM,
MCIIOJIL3YEMbIM B KayeCTBE AaHTUPETPOBHPYCHOIO Ipernapara MM
(apMaKOKMHETHYECKOTO  YCHJIMTENS,  PEKOMEHJOBAaH  MOHHMTOPHHI]
[10Ka3aTesiel CBEPThIBAEMOCTH

IIpoTHBOCY10pOKHBIE NPENaPaThI

KapOamazenun PuTOHABHp, UCIOJIBb3YEMbli B KauecTBe (papMaKOKHHETHUECKOTO YCHIIUTEIs
WM aHTUpPETpOBHpYcHOro mnpenapara, unrubupyer CYP3A4 wu, kak
CJICJICTBHE, MOBBILIACT KOHIEHTPAIMIO kapbamasenuHa B riazme Kposu. [Ipu
pUMEHEHHH KapOaMa3ernuHa 0JIHOBPEMEHHO C PUTOHABUPOM PEKOMEH/I0BAH
TIIATeJIbHBIH MOHUTOPHHI TEpPAIleBTUYECKOro 3 deKTa M HexKelaTeIbHBIX]
SIBJICHU I

JluBanmpoexkc, PuToHaBHp, KCIIOIB3yEMBIil B Ka4eCTBE (PapMaKOKUHETUYECKOTO YCHIIUTE]IS

ITaMOTPHUIKUH, MM QHTUPETPOBUPYCHOIO  Ipernapara,  HHAYIHUPYET  OKHCJICHHE,

(beHuTonH onocpenyemoe CYP2C9, u rnokypOHHM3aUUIO H, KaK CIEICTBHE, CHHKACT
KOHIICHTPAIMIO IIPOTHBOCYAOPOKHBIX MpenapaToB B Iuiasme Kposu. Ilpu
IPUMEHEHUH HSTUX JIEKAPCTBEHHBIX IMPENapatoB  OIHOBPEMEHHO ¢
PUTOHABHPOM pPEKOMEHJOBaH YCHJEHHBIH MOHHMTOPMHI HMX YPOBHS B
CBIBOPOTKE KpPOBM M TepaneBTHYecKuX JeiictBuil. [lpu mnpumenenuu
(heHUTOMHA OJIHOBPEMEHHO C PHTOHABUPOM CHHKAETCSl yPOBEHD ITOCIIE/IHETO
B CBIBOPOTKE KPOBH

AHTHIENPECCAHTDI

AMUTPUIITUIINH, PuTOHABHp, HCIIOJIB3YEMbI B KadyecTBE aHTHPETPOBHPYCHOIO Iperapara,

biyokcerun, marubupyer CYP2D6 wu, kak ciaeAcTBHE, IOBBINIAET KOHLEHTPALMIO|

MMUITPAMUH, MMUIIpaMHIHA, aAMHUTPHUIITUIIMHA, HOPTPHUIITHJIMHA, ¢dyokceTHHa,

HOPTPUIITUIIHH, MapoKceTHHa M cepTpainvHa. [Ipy NpUMEHEHMM OSTHX JIEKapCTBEHHBIX

MapOKCETHUH, [pernapaToB 0JIHOBPEMEHHO c PUTOHABUPOM B Ka4yecTBe

CepTpaIHH AHTHPETPOBUPYCHOI'O Ipenapara PeKOMEHJI0BaH YCHUJICHHBI MOHHMTOPUHI]
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TepareBTUYecKoro >GQekTa u HexelaTeIbHbIX SBJICHUH (CM. pasjel
«Oco0ble yKkazaHus»)

Jle3unpamMux 100 oxHOkpatHO[S00 Kaxkasie |1 Ha 145 % T Ha22 %
BHYTPb 124
Bemnunubl AUC U Crax 2-THAPOKCHMETA00IMTA CHUKAIUCH Ha 15 U 67 %)
COOTBETCTBCHHO. IIpu npuMEHEHHMH OJHOBPEMEHHO C PHTOHABHPOM B
Ka4eCTBE aHTHPETPOBUPYCHOIO IIpernapara pPeKOMEH/IYETCs HCIOJIb30BaTh
CHHMJKEHHBIE JI03bI JIe3HIIPAMHHA

Tpazonon 50 ogHOKpaTHO 200 xaxxasie (T B 2,4 paza 1 Ha 34 %

124

[Ipy npuMeHeHMH OJHOBPEMEHHO C PHTOHABHPOM, HCIOIB3YEMBIM B
KQ4eCTBE aHTHPETPOBUPYCHOrO Ipernapara wid (apMaKOKHHETHYECKOIO
yCHJIUTENs, HaOJII01AJIOCh TOBBIMICHHE YaCTOTHI Pa3BUTHS HEXKeJaTeIbHBIX
PeaKIuii, CBA3aHHBIX C IIPHEMOM Tpa30j0Ha. Kcrmonib30BaTh KOMOMHAIMIO
Tpa30/l0Ha U PUTOHABUPA CIEAYET ¢ OCTOPOKHOCTHIO: HAYMHATH JICUCHHE
TPa30J0HOM HYXXHO C MHMHHMAQJBHOH JI03bI M IPOBOJHUTH MOHUTOPHHI]
KJIMHHYECKOTO OTBETA U MEPEHOCHMOCTH

IIpornBOnOAarpHYecKne npenaparnl

Kosxunux

[Ipp  npuMeHEeHHMH OJHOBPEMEHHO C
KOJIXMIIMHA MOJKET MOBBIIIATHCS

[Ipu mpuMeHEHHMH KOJIXMIMHA OJJHOBPEMEHHO C PHTOHABMUPOM (MHIUOHTOD
CYP3A4 u P-riukonporenHa) y NalMEHTOB C HApyUIEHUAMH (QYHKIHH
0YEK M (MJIH) IEYeHH co00IaIoch 00 YIpOIKAIOLIMX JKH3HH JIEKAPCTBEHHBIX]
B3aMMOJICHCTBUAX, NPHUBEALIUX K CMEPTEILHOMY HCXOAY (CM. pasJielbl
«lIpotuBonokasanusty u  «OcoOble  ykazaHus»). JIONOJHUTEILHYIO
MH(QOPMALUIO CM. B MHCTPYKIIMH 110 IPUMEHEHHIO KOJIXMIMHA

PUTOHABUPOM  KOHICHTpAIusl

AHTUTHCTAMHHHBIE Inpemnaparbl

IACTEMH301JI,
repdena ny

OILHOBpeMeHHbIﬁ IpUEM PUTOHABHUPA MOXKET IIPUBECTHU K ITOBBIIICHUIO
KOHIICHTPAIUK aCTEMHU30J1a U Tep(beHadea B IJIa3M€ KPOBH, B CBSA3H C YEM
OH INPOTHBONOKA3aH (CM. pa3aci «HpOTHBOI‘IOK%&HHﬂ»)

Dexcopenaaun

PuToHaBMp, MCIOJB3yeMbIH B KauecTBE AHTHPETPOBHPYCHOIO IIperapara
MM (apMaKOKMHETHYECKOrO  YCHIMTENs, BiHseT Ha  3(QImokce
(pexcodenanuna, onocpeyemMslii P-riMKOIPOTEHHOM, YTO COIPOBOIK/IAETCS]
[OBBIIEHHEM KOHIEHTpauuu (excopenanuna. [ToBbIIEHHBI ypOBEHD
(excodenanuna MOXKET CHHIKATBCS CO BpPEMEHEM [0 MEpEe pa3BUTHS
MHJ1yLIUPYIOILEro JeHCTBHSI

Jlopataaun

PyroHaBup, HCIIOJIL3yeMbli B Ka4ecTBe (hapMaKOKHHETHYECKOTO YCHITUTEJIsI
WM aHTHPETPOBUPYCHOro mpemnapara, uHruoupyer CYP3A wu, kak
CJIEJICTBHE, IOBBIIAET KOHUEHTPALMIO JIOpaTaguHa B IiazMe Kposu. [Ipu
[PUMCHCHUH JIOpaTa/JiMHa OJHOBPEMEHHO C PHUTOHABUPOM DPEKOMEHIOBAH
TINATEIbHBI MOHUTOPUHI TepaneBTHYeckoro 3(dekra u HexenarelbHBIX
SIBJICHH

AHTHOAKTEPHAIBbHBIE NIPEenapaThbl

Dy3u0Bas KUCI0TA

OﬂHOBpeMCHHbIﬁ IIPpHEM PHTOHABHPpa MOXKET IIPUBECTHU K ITOBBIIICHUIO
KOHICHTpAIUH (l)y3I/IIIOBOI7I KHCJIOTBI © pUTOHABHPA B IIJIa3ME KPOBH, B
CBSI3H C YEM OH HPOTHBOIIOKAa3aH (CM. pas3zacii «HpOTI/IBOHOKZBaHI/IH»)

Pudabyrun’ 150/ cyr. 500 xkaxapie |1 B 4 pasza 1B 2,5 paza
124

25-0- 1 B 38 pa3 1816 pa3

e3aleTUIIOBBIHN
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MeTaboJIuT
udadbyTrHa

B cBa3su  co 3HaumtenbHeIM - yBenmuenuemM AUC  pudabyruna ero
IIPUMEHEHHE OJHOBPEMEHHO C pPUTOHABUPOM KaK AaHTHPETPOBHPYCHBIM
nperaparoM  nporusonokasano (cm. «lIporuBomnokaszanusi»). Ilpy
IIPUMEHEHUM  OTJEJIBbHBIX MHIHOMTOPOB IpOTE€a3 OJHOBPEMEHHO ¢
[PUTOHABMPOM, HCIIOJIB3YEMBIM B  KadecTBe (hapMaKOKHHETHYECKOro
YCHIJIMTEJIS, TI0Ka3aHO CHMKEHHE 1036l pupabyruna no 150 mr 3 p./uen.
OtTaenbHbIE PEKOMEHJAIMU CM. B HHCTPYKUMH [0 [PUMEHEHHIO HA
COOTBETCTBYIOIIMH MHruburop mnporeaszpl. HeoOXoaumo mnpuHHMATL BO
BHUMaHHE O(QHLIUAIBHBIE PEKOMEH/IALUH 110 JIeYeHHIO TyOepkynesa y BUY-
MH(ULIHPOBAHHBIX MAI[MEHTOB.

Pudammumms

HecmoTpst Ha TO, 4TO pUpaMIUIMH HHAYIHPYET MeTaOOJH3M PUTOHABHPA,
OrpaHMYE€HHBIC JAHHBIE YKa3bplBalOT Ha TO, YTO I[P IPUMEHEHUY
pudaMnuIMHa 0JIHOBPEMEHHO C BBICOKHMH J03aMH putoHasupa (600 mr 2
pasa B CyTKH) JONOJHHUTEIbHOE MHIYLUpYIOllee JAeicTBUe pr(aMIUIInHA
(JIOIIOJTHUTEIBHOE 110 OTHOLICHMIO K JICUCTBHIO PUTOHABUPA) HE3HAUUTEIILHO
M HE OKas3plBaeT KIMHHYECKH 3HAUYUMOIO BIIMSHHMS Ha KOHILIEHTPALHUIO
PUTOHABUpPAa B paMKaX BBICOKOJO3HOM Tepalud pUTOHABUPOM. Biusnue
[PUTOHABUPA HA pU(pAMITULIUH HE YCTAHOBJICHO.

Bopukonazoin

[ Ipumenenue npenapara Atazop-P ¢ pudamMnuimHOM NpoOTHBONOKA3ZAHO.
200 xaxapie 12y 400  xaxawie|] Ha 82 % | HA 66 %

124
200 kaxcapie 12 100 xaxnaeie|| HA 39 % | Ha 24 %

12 4

[Ipumenenne puTOHaBHpPa B Ka4yeCTBE aHTHPETPOBUPYCHOIO Ipenaparal
0JTHOBPEMEHHO ¢ BOPUKOHA30JIOM ITPOTUBOIIOKA3aHO 110 IPUYHHE CHIIKCHHUS
KOHLIEHTpAIMK BOpuKoHa3oua. [Ipumenenne BopruKoHa30ia 0THOBPEMEHHO
C PUTOHABHPOM, HCIIOJIB3YEMBbIM B KadecTBe (HapMaKOKHHETHYECKOTO
YCHJINTENs, HE pPEKOMEHOBAHO, 3a MCKIIOYCHHEM CJIy4yaeB, KorJa
npejroaraemMas 1oJjib3a TaKoro JICYCHHsl IMPEBOCXOJIUT IMOTEHIUAIBHBIH
pUCK Ui manuenTta. [Ipy OXHOBPEMEHHOM HPUMEHEHHH C IpernapaToM
Ata3zop-P HeoOX0auMO cO0JII0IaTh OCTOPOIKHOCTD.

ATOBaxXoH

PUTOHABHP, UCIOJIB3YEMBbI B KauecTBe (hapMaKOKHHETHYECKOTO YCHITHTEIIS]
VUIA QHTUPETPOBUPYCHOT'O IperapaTa, MHYyHUPYET INIIOKYPOHH3AIHIO H, KaK
CJICJICTBHE, CHMIKACT KOHIIGHTpAIMIO aToBaxoHa B IuiazMe KpoBH. [lpy|
[PUMEHEHHH aTOBAXOHA OXHOBPEMEHHO C PHUTOHABHPOM DPEKOMEH]IOBAH
YCHUJIEHHBIH MOHHUTOPUHI KOHLIEHTPALIUH TIEPBOIO B CHIBOPOTKE KPOBU U €0
repaneBTuYecKoro ¢ dexra

benakBuinH

ViccnenoBanust B3aMMOJCHCTBUSL € OJIHUM TOJBKO PUTOHABUPOM HE
[POBOJMINCE. B HccienoBaHuM B3aMMOICHCTBUS OJIHOKPATHOH J103bl
Oe/lakBHJIMHA W MHOTOKPATHBIX JI03 JIONMHABHpa B KOMOMHAIMU C
puroHaBupoM Habmoxanocek yBennyenue AUC GenakBuinuna Ha 22 %. 910
MOJKHO OOBSICHUTH JICHCTBHEM pPHTOHABHPA, W IPH IIPOJOJDKATEIHLHOM
COIYTCTBYIOILIIEM TNPUMEHEHHUH IIpernaparoB MOXeT Haliojarbes 0olee
BbIpKeHHBIH 3(Q¢pexT. OIHOBPEMEHHOI0 NPUMEHEHHUS HTHX Iperaparos
cieayer u3derarb B CBSI3U C PUCKOM DPA3BUTHS HEXKEJATENbHBIX SIBICHUH,
CBSI3aHHBIX C TpHeMoM OerakBmiMHA. TeM He MeHee, €CIH OKuaaemas
[0JIb3a NpPUMEHEHHs Oe/laKBUJIMHA OJHOBPEMEHHO C PHUTOHABHUPOM
[IPEBOCXOIMT PHCK, TO OHO JIOMYCKAeTCs IpPH COOJIOACHUH OCOOBIX MEp)
MpeI0cTOpOoXkKHOCTH. K 9THM MepaM NpeJoCTOPOXKHOCTH OTHOCSATCS Ooliee

YacThIi ~ MOHHTOPHHI  JIEKTPOKAPAMOIPAMM M KOHTPOJb  YPOBHS
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TpaHcaMHMHa3 (CM. pazzen
[IPUMEHEHHIO Oe/lakBUIINHA)

«OcoOble yka3aHHUsS» M HHCTPYKIMH IIO

KiiapuTpoMHIIMH

200 xaxaple 8
q

500 xaxapie 12 g T Ha 77 % 1T Ha 31 %

14-
HIPOKCUMETA00IUT
KJIApPUTPOMHUIIMHA

| na 100 % | Ha 99 %

B CBsA3M ¢ IIMPOKUM TEpaNeBTHYECKUM JIMAIa30HOM KJIAPUTPOMHUIIMHA IPH|
€ro NMPUMEHEHHH Y MAlMEHTOB C HOPMAJIbHOM (YHKIMEH IOYeK CHUXKATh
o3y He TpeOyercs. [Ipy npuMeHEHHH OJHOBPEMEHHO C PUTOHABHPOM,
MCIIOJIB3YEMBIM B KauyecTBE AaHTHUPETPOBHPYCHOrO Iperapara W
(hapmMakOKHHETHYECKOTO YCHIIUTEIIS, KJIApPUTPOMHUIIUH crenyern
MCIIOJIB30BaTh B Jl03ax He Bbime 1 r/cyr. Kiapurpomuims ciemyer
HCII0JIb30BaTh B CHUIKEHHBIX J103aX Y MAIMEHTOB C HapyHIIeHUSIMH (yHKIHH
10YEeK; MallMeHTaM C KJIMpeHcoM kpeartHHuHa 30-60 MiI/MUH 703y cleyer
cHu3uTh Ha 50 %, ¢ knupeHcoM KpetuHuHa Menee 30 mi/mun — Ha 75 %

Jlenamanu

MccnenoBanust B3auMOJEHCTBHS C  OJIHUM TOJBKO PHUTOHABUPOM HE
IPOBOJMINCHE. B HCClIeIOBaHMM  JIEKAPCTBEHHOTO  B3aUMOJICHCTBUSI
nenamanuaa B jo3e 100 mr 2 p.J/cyr. W KOMOMHAIMH JIONMHABHpA H
putonaBupa B ao3ze 400/100 mr 2 p./cyTr. JuiHTeNbHOCTBIO 14 1HEH |
3JIOPOBBIX J00OpPOBOJIBIIEB OTMEYAJIOCH IOBBIICHHE YPOBHS CHCTEMHOTO
Bo3zeicTBUsL MeTtabonuta jaenamanuaa DM-6705 na 30 %. B cBs3u c
[OBBIIICHHBIM pUCKOM yutMHeHus: uHTepBaia QTc mox nedictBuem DM-
6705 npu HEOOXOAMMOCTH IPHUMEHEHHUS JellaMaHuJa OJHOBPEMEHHO ¢
PUTOHABHPOM pEKOMEHJI0BaHO O4yeHb 4acroe mnoxydeHue OKI Ha
MPOTSDKEHUM BCEro MEepHoja JIeHeHUs JieaMaHu/IoM (cM. paszen «Ocobdble
Ka3aHMs» ¥ UHCTPYKIHMIO JUIS JIeJIaMaH#/1a)

DPUTPOMUIIMH,
NTPaKOHA301

PuTOHABUD, HCIIOJIB3YEMBIH B Ka4ecTBE (PapMaKOKHHETHYECKOTO YCHIIUTEILs]
WIM aHTUPETPOBHpYCHOro mpemnapara, uHrubupyer CYP3A4 u, kax
CJICJICTBHE, INOBBIIIACT KOHIEHTPAIMIO SPUTPOMHIIMHA M HMTpPAaKOHa30Jia B
uiasMe  KpoBH. [lpu npUMEHEHHM SPUTPOMHUIMHA OJHOBPEMEHHO ¢
PUTOHABUPOM PEKOMEHJIOBAH YCHJICHHBIH MOHHTOPUHI TEpareBTHYECKOTO
b dekra 1 HeXKeaTeIbHBIX SBJICHHMA

KeToxoHazo

200 /cyr. 500 kaxnaeie[l B 3,4 pasa
124
PutonaBup MHruHOuUpyer MeTabOIMYECKHE IIPEBpAILEHUsl KETOKOHA30I1a,
ornocpeayembie CYP3A. B cBsi3u ¢ NOBBIIEHHOW YacTOTOH pa3BUTHs
HEeXeJIaTeJbHbIX PEaKIMi CO CTOPOHBI JKEIyJI0YHO-KHUIIEYHOTO TpakTa |
[EYCHU IMPU IMPUMEHEHUH KETOKOHA30Ja OJHOBPEMEHHO C PUTOHABUPOM,
MCIIOJIB3YEMbIM B KAauyecTBE AHTHPETPOBHPYCHOIO IIpernapara  HJH
(hapMaKOKMHETHYECKOTO YCUIIMTEISI, CIeIyeT paCCMOTPETh HEOOXO0AMMOCTH
CHMKEHHUS JI03bI KETOKOHA30J1a

1 HA 55 %

Cynbhameroxcaszon/t
puMeTonprM’

800/160 500 xaxmeie|| Ha 20 % /
OJHOKPATHO 1249 1 Ha 20 %
KoppekTupoBKa J103bl CyJIb(paMeToKca30J1a/TPUMETOIIPHMA BO BPEMsI
CONMYTCTBYIOLIETO JICUEHUSI PUTOHABUPOM He TpeOdyeTcst

AHTHIICHXOTHKH/HEHPOJIeNTHKH

IKimo3anuH, mUEMO3K ]

OJIHOBpEMEHHBIN INPHEM C PHTOHABUPOM NPOTHBONOKA3AH, T.K. MOXET|
[PUBECTH K IMOBBIICHUIO KOHIIEHTPAIMH KJIO3AlIMHA M IIMMO3HU/1a B IIJIa3Me
(cM. paszzen «IIpoTHBONIOKA3aHH »)
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["anonepunon,
PHUCIIEPUIOH,
THOPH/IA3UH

PUTOHABUD, NPHHUMAEMBIH B KQUeCTBE aHTHPETPOBUPYCHOI'O IIperapara,
uHruoupyer CYP2D6 u, kak ciencTBUe, MOBBIIIACT KOHIIEHTPAIUIO
rajiorepu/10J1a, pUCIIEPH/IOHA ¥ THOPUIa3HHa B I1a3Me Kposu. [Ipu
[IPUMEHEHUH ITHX JIEKAPCTBEHHBIX IPENapaToB OHOBPEMEHHO C
[PUTOHABMPOM B KaYE€CTBE aHTUPETPOBUPYCHOIO IperapaTa peKOMEH/I0BaH
TIIaTEeIbHBIA MOHMTOPHHT TEPANIeBTUYECKOro A (eKTa U HexKeTaTeTbHbIX
SIBJICHUIH

Jlypazuion

Beuy narubuposanust CYP3A puronaBupom npemosiaraeTes
YBEJIMYEHHE KOHLIEHTpaLuH Jypa3uoHa. COBMECTHBIH ITPUEM C
UIypasu10HOM NPOTHBONOKAa3aH (cM. pa3zaein «[IporuBonokazanus»)

KBernanun

B cBs3u ¢ uHruOupyonmm aeicrsueM putonasupa Ha CYP3A
[IPE/II0JIAraeTCsl yBEJIMYCHUE KOHLIEHTPpALUU KBeTHanuna. [I[pumenenue
PUTOHABHPA OJIHOBPEMEHHO C KBETHAITMHOM MPOTHBOIOKA3AHO,
IMOCKOJIBKY 9TO MOKET IIPHBECTU K MOBBIIIEHHOMY TOKCHYECKOMY
JIeiCcTBHIO KBeTHanuHa (cM. pazzaen «lIpoTuBonokazanus»)

B2-agpeHoMHMETHKH (THTEILHOTO JeiCTBHS)

Canmerepon

B cBs3u ¢ unrubupyrommm geiicreuem putonasupa Ha CYP3A4 oxwuaercs
BLIPA)KEHHOE TIOBBILIECHUE KOHLIEHTPALUU OJHOBPEMEHHO IPHUMEHSIEMOIO
caJIMETEpOJIa B IUIa3Me KpOBU. B CBSI3U C 3TUM OJIHOBPEMEHHOE IPUMEHEHHE
JTaHHBIX IIPErapaToB HE PEKOMEHI0BAHO.

BJIOKaTopbl KaJbIHECBbBIX KAHAJIOB

AMJIOJTMITHH,
JTHJITHA3EM,
HUDeUITHH

PuTtoHaBup, MCHOIB3yeMBbIi B KayecTBe (hapMaKOKUHETHYECKOTO YCHITUTEIIs]
WM aHTHpETpoBHpycHOro mnpenapara, uHrubupyer CYP3A4 wu, xax
CJIE/ICTBHE, MOBBINACT KOHIEHTPALMIO AaHTArOHUCTOB KaJbIMEBBIX KaHAJIOB
B 1asMe kpoBu. [Ipu npuMeHEeHMHM STHX JIEKapCTBEHHBIX IpernapaTos
0JIHOBPEMEHHO ¢ PUTOHABHPOM PEKOMEHOBAH TIIATEJIbHBI MOHUTOPHUHI]
TepaneBTHYeCKOro 3 GeKra U HexKeaTeIbHbIX SBICHHH.

AHTArOHHCThHI YHA0TEJIMHOBBIX penenTopon

bo3zenTan [Ipumenenne Go3eHTaHa OJHOBPEMEHHO C PUTOHABUPOM COIPOBOKIACTCS
TOBBIIIEHUEM MaKCUMaIbHOM KOHUEHTpanuu 6o3eHTaHa B miasMe (Cpax) H
MUIOIAH 11071 (PapMaKOKMHETHYECKOW KpUBOi 0O3€HTaHa B PaBHOBECHOM
coctrosinuu (AUC)

Puonuryar [Ipy npuMeHeHHH OJHOBPEMEHHO C PHTOHABHPOM MOXKET BO3pacTarh

KOHIICHTPALUsl B CHIBOPOTKE KPOBH BCJIEJCTBUE HHIMOUPYIOILETro JeHCTBUS
putoHaBupa Ha CYP3A wu P-rimukonporenH. OJHOBPEMEHHBIH IpHEM
pUoLMIyaTa ¢ PUTOHABUPOM He pekoMeHjyercst (cM. paszzgen «OcoOble
yKa3aHUs1» U MHCTPYKILIUYU 110 IPUMEHEHUIO PHOLIUTYaTa)

HPOHBBOHHBIC AJIKAJTOHA0B CIIOPbIHbH

Jluruaposproramut, (OAHOBPEMEHHBIH INPHEM C PHTOHABUPOM MPOTHBOMOKA3AH, IOCKOJIBKY
HPrOHOBHUH, MOJKET BECTH K IOBBINICHUIO KOHIEHTPALMU IPOM3BOJHBIX AJIKAIOHJIOB
HProTaMuH, CIIOPBIHBH B IU1azme (cM. paszen «[IpoTuBonoka3anus»)

METHUJIDPIrOHOBHH

Crumyasitopsl moropuxu ZKKT

[{u3anpua

OIHOBPEMEHHBIN IPUEM C PUTOHABUPOM MPOTHBONOKA3AH, T.K. MOXKET
IPUBECTH K IOBBIIICHUIO KOHIIEHTPAIIMK [IU3aNIpU/a B IJ1a3Me KPOBH (CM.
azzien «IIpoTuBonokazanus»)

Nuruduropsl nporeassr BI'C
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CumenpeBup

100 kaxpre
124
PUTOHABUP MOBBILIAET KOHLEHTPALUIO CUMEIIPEBUPA B IIJIa3Me BCIIEICTBHE
unruduposanus CYP3A4. OxHoBpeMeHHOE IPUMEHEHUE PUTOHABHPA U
CUMenpeBHpa HEe PEKOMEH/I0BAaHO

200 /eyT. 1872 pa3za 1 B 4,7 paza

Nurnéuropsr peaykrasst FMI-KoA

ATOpBacTaTHH,
(dayBacraTuH,
JIOBACTaTUH,
NpaBacTaTHH,
pO3yBacTaTHH,
CHMBAcCTaTHH

[Ipy npuMeHEHUH OIHOBPEMEHHO C PUTOHABUPOM, HCIOJIb3yEMbIM B
Ka4yecTBE aHTUPETPOBUPYCHOIO IIpenapara Wid (papMaKOKHHETHYECKOrO
YCHJIUTENS], 05KUJIACTCSI BHIPAXKEHHOE MOBBILICHUE B IIa3ME€ KPOBH YPOBHS
uHrudbutopoB  peaykrazpl ['MI-KoA, Takux Kkak JIOBacTaTUH U
CUMBACTaTUH, I[IOCKOJIbKY MX MeTa0oJiu3M B  BBICOKOH CTEICHH
onocpenosan CYP3A. [Ipu noBelllIeHUM KOHLICHTpAIMH JIOBACTaTHHA H
CUMBACTaTHHA  BO3pacTaeT  IpeJpacloiOKEHHOCTh  MAIMEeHTOB K
MHUOIATUSAM, BKJIIOYasi pabAOMHOJN3, B CBSA3H C 4YEM IIPUMEHEHHE ITHX
JICKapCTBEHHBIX  IpernaparoB  OJHOBPEMEHHO  C  PUTOHABUPOM
nporuBonokasano (cm. pasyen «lIporuBonokaszanus»). Merabonuszm
aTopBacTatuHa B MeHpuiel creneHu omnocpeaosan CYP3A. BriBenenue
posyBactaruHa He 3aBucHUT OT CYP3A, oaHako npu ero IpuUMEHEHUH
OJITHOBPEMEHHO ¢ PUTOHABHPOM COOOINANIOCH 00 YBEIMYECHUH IKCIIO3ULIUH
po3yBacTaTiHa. MexaHHU3M 3TOro B3aMMOJICHCTBUSI HE BBIICHEH, OIHAKO
9TO MOXeT OBITh CclieJACTBUEM MHruOMpoBaHUs nepeHocyuka. [lpu
IPUMEHEHUH PUTOHABUpA B KayecTBe (apMaKOKHHETHYECKOIO YCHIIUTEIIs
WIM aHTUPETPOBUPYCHOI'O Ipernapara OJHOBPEMEHHO ¢ aTOpBaCTaTHHOM
WJIA PO3YBAaCTATHMHOM IIOC/IEHHE HEOOXOJMMO Ha3HAyaTb B KaK MOJXKHO
Oonee HU3KUX J03ax. MeraGoim3Mm npaBactaTiHa M (ulyBacTaTuHa HE
onocpenoBan CYP3A, B cBsA3H ¢ ueM B3aUMOZEHCTBHUS C PUTOHABUPOM HE
npexanonaraercs. [Ipu HeoOX0MMOCTH JIeUeHUSI HHTHOUTOPOM PElyKTa3bl
I'MI'-KoA pekomen 1yeTcsi BBIOUpATh MpaBacTaTUH WK (IIyBacTaTHH

FOpMOHaJleble KOHTpauenTHBbI

OTUHHIIICTPATUOIT

50 MKr 500 xaxapie 12
OJIHOKPATHO q

| Ha 40 % lHa 32 %

[Ipy MpUMEHEHHUH STUHHIICTPA/IHOJIA OJTHOBPEMEHHO C PUTOHABUPOM,
UCIIOJIb3YEMBIM B KQU€CTBE aHTUPETPOBUPYCHOIO IIperapaTa i
(hapMaKOKHHETHYECKOT0 YCHIIUTEIs, HEOOXOAMMO UCIIOJIb30BaTh
OappepHbIC WK JPYTHe HErOPMOHAJIBHBIE METOIbI KOHTPALIEIIIIHH.
PuroHaBup u3MeHsieT Npo(uiIb MaTOYHOTO KPOBOTECUYEHHS M CHUIKAET

9 PEKTHBHOCTD ICTPATUOI-COAEPIKAUX KOHTPALIETITHBOB (CM. pa3/iel
«Oco0ble yKazaHusi»)

I/Immyﬂonenpeccaﬂ'rbl

[{uknocnopus,
TaKpOJIUMYC,
IBEPOJIUMYC

PuroHaBup, HCIOJNB3yeMbli B  KauecTBe  (hapMaKOKMHETHUECKOI'O
YCHIIUTEJISE WIIK aHTHPETPOBUPYCHOTo npenapara, unrubupyer CYP3A4 u,
KaK CJIeJICTBHE, IMOBBIIIACT KOHIEHTPAIMIO LUKJIOCIOPUHA, TAKPOJIUMYyca
WM 9BEPOJIUMYca B IU1a3Me KpoBH. [Ipy npuMeHeHuH 9THX JIEKapCTBEHHBIX
IpernapaToB OJHOBPEMEHHO ¢ PUTOHABUPOM PEKOMEHOBaH TINATEJIbLHBINA
MOHHMTOPHHI TepareBTUYeCKoro a¢dexra u HexenaTeIbHBIX SBICHUM

Huruduropsr pocoamicrepasel (O/1I-5)

Asanadui

600 xaxpie 12
q

50 o1HOKpaTHO 1813 pa3 1 B 2,4 pasa
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OHOBpeMeHHOE IPUMEHEHUEe aBaHauIa ¥ PUTOHABHPA
NpPOTHBONOKAa3aHo (cM. paszen «lIpoTuBonokasanus»

Cunpnenadun

100 oxnokparno | 500 kaxwie 12 |1 B 11 pa3
q

1 B4 paza

Ilpn npumenenuu cuiieHaduia ¢ [EIBIO  JICYCHUS IPEKTHIBHOM
JUCOYHKIUH OJJHOBPEMEHHO C PUTOHABUPOM, HMCIOJIb3YEMbIM B KaueCTBe
AHTUPETPOBUPYCHOIO Npernapara Wi GapMaKOKHHETHYECKOTO YCUITUTEIIS,
HeoOX0 Mo co0Im01aTh 0CO0YI0 OCTOPOIKHOCT, a J103a cuiieHaduia He
JIOJKHA IpeBbImath 25 Mr 3a 48 4 (taioke cM. pa3aen «Ocolble yKazaHus»).
ConyrcTBylomee — npuMeHeHHe — cwiieHadwia W pUTOHABHpa
NPOTHBOINOKA3AHO IMAIMEHTaM C JICTOYHOH apTepHaIbHON T'MIIEpTEH3UEeH
(cm. paznen «IIpoTuBonokazanusi»)

Tanmanagun

20 oaHOKpaTHO 200 kaxzapie 12
q

T Ha 124 %

Ilpu npumenenun Ttajanapuia ¢ I[EIbIO  JICUEHHUS OIPEKTHUIILHOM
JUC)YHKIIMH OJTHOBPEMEHHO C PUTOHABUPOM, HCIIOJIB3YEMBIM B KauecTBE
AHTHPETPOBUPYCHOTO IpernapaTa Uik GapMaKOKUHETHIECKOTO YCUITHTEIIS,
HEoOX0MMO  coOimoate  0co0yI0  OCTOPOXKHOCTh, a  Tamajiauil
HeoOXOMMO Ha3HAa4YaTh B CHUIKEHHBIX J103aX He Oosiee 10 Mr ¢ uHTEpBaJIIOM
B 72 4 IpH YCHJIEHHOM MOHHTOPHUHI'€ HEXKEJIaTeIbHBIX PeaKLUi (CM. pa3zen
«Oco0ple ykazaHus»)

[Ipu npumeHenun Ttagasapuia OIHOBPEMEHHO C PHTOHABUPOM Y
MAIUEHTOB C JIETOYHOW apTepHalibHOM TUIEpTEeH3HeH HeoOXoauMo
coOII0aTh YKa3aHUsI U3 HHCTPYKIIMHU 10 IPUMEHEHHIO Tajlasiaduiia

Bapnenadpun

5 OIHOKpATHO 600 xaxxapie 12 |1 B 49 pa3 1813 pa3
q

OnHOBpeMEHHOE TPUMEHEHHE BapieHa(uIa i pPUTOHABUPA
NpOTHBONOKA3aHO0 (cM. pasjeln «[IpoTuBonokasanus»)

CeaTHBHbBIE H CHOTBOPHBIE IIPeNapaThbl

Knopasenar,
Jasenam,
3CTa30J1aM,
(bypazenam,
npeJHa3HAYEeHHbIH
JUISL TIpUeMa BHYTPb
WIM NapeHTepabHO
MH/1a30J1aM

OHOBpPEMEHHBIH ITPUEM C PUTOHABHPOM MPOTHBOMOKA3AH, IIOCKOIBKY
MOJKET IPUBECTH K MOBBIIICHUIO KOHIIGHTPALMU KJIOpa3ernara, Jia3ernama,
scTazosiama U uiypasenama B IU1a3Me KpoBH (CM. paszzen
«IIporuBonokazanus»)

Meraboym3Mm Mu1a301aMa B BEICOKOU crenenu onocpenosad CYP3A4.
[TpuMeHeHne 0JIHOBPEMEHHO C PUTOHABUPOM MOXKET COIIPOBOKIAATHCS
CYILIECTBEHHBIM ITOBBIIIEHHEM KOHLEHTpaluKu OeH30iua3enuHa.
HccnenoBanus B3auMOICHCTBHSI pUTOHABUPA U O€H30/IMA3€IIHHOB HE
poBOIMIIMCH. Ha ocHOBaHMM JTaHHBIX 11 ApyruX uHruoutopos CYP3A4
KOHIIGHTpaIMs MU1a30J1aMa B IJIa3Me IIPU €ro IPUMEHEHUH BHYTPb Oyier
3Ha4YUMO BbIlIe. Takum 0O6pazoM, puTOHABUP IPOTUBONOKA3AHO
HPUHUMATH OJHOBPEMEHHO C MH/1a30J1aMOM (BHYTpPb) (CM. pasjien
«[TpoTuBOIIOKA3aHUs»), @ IPH €r0 MPUMEHEHHH OJTHOBPEMEHHO C
MH/1a30J1aMOM, BBOJIMMBIM [TapEHTEPAIIbHO, Clie/lyeT co0moaTh 0co0yIo
OCTOPOXKHOCTD. JlaHHBIE 00 OJTHOBPEMEHHOM IIPUMEHEHUH MHU/1a30J1aMa,
BBOJIMMOTO ITAPEHTEPATIBHO, H IPYTUX HHIMOUTOPOB NIPOTEA3bl YKa3bIBAIOT
Ha BO3MOYKHOE TOBBIIICHHE YPOBHS MUa30/1ama B I1j1a3Me KpoBH B 3-4
pasa. [1pu HeoOX0AMMOCTH TPUMEHEHHUS! PHTOHABUPA OJTHOBPEMEHHO C
MH/Ia30J1aMOM, BBOJIMMBIM TTapEHTEPAJIbHO, 3TO CJIEAYET OCYIIECTBIATh B
OTJC/ICHHH peaHUMaIu 1 uHTeHcHuBHOM Tepanuu (OPUT) unu B
AQHAJIOTMYHBIX YCJIOBUSX JUISL YCHJICHHOIO KJIMHMYECKOIr0 MOHUTOPHHIA U
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HaJUICKAILErO JICYUCHUS B CIlydae pa3BUTUSl YTHETCHHS JAbIXaHus ¥ (HJIH)
JUIATEJIHOM celanu. MoskeT noTpe6oBaThCsi KOPPEKTUPOBKA JI03bI
MH/J1a3071amMa, 0COOEHHO ITPU MHOT'OKPATHOM BBEJICHUU

Tpuazonam

0,125 ognokparno |200, 4 10361 1> B 20 pa3 THa 87 %

OJIHOBpEeMEHHBIH I[pHEM pPHTOHABHpPA NMPOTHBOMOKA3AH, T.K. MOXKET
IIPUBECTH K MOBBIMIECHUIO KOHLIEHTPAIIMU TpHa30jiaMa B Iia3Me KPOBH (CM.
pazzen «lIpoTuBonokazanus»)

[letnauu

50 oaHokpatHo | 500 kaxaepie 12
BHYTPb q

| HA 62 % l Ha 59 %

HoprieTu1inHOBBbI#
MeTadOoJIUT

1 Ha 47 % 1 1a 87 %

OHOBpeMEHHOE IPUMEHEHHE NIETHANHA U PUTOHABUPA POTHBOIIOKA3AHO
B CBS3M C BO3MOJMXHBIM IIOBBIIICHUEM KOHLIEHTPALUU HOPIETHIHHOBOI'O
MetaboiauTa, KOTOphId oOjamaer 00e300/MBAIOIMM  JCHCTBHEM U
oaHoBpemenHo crumynupyer LIHC. Ilpu noBeimeHHOW KOHIEHTpalUu
HOPIIETH/IMHA BO3PACcTaeT PUCK pa3BUTUS OOOYHBIX PEaKIMil CO CTOPOHBI
IIHC (mampumep, osnuiaentuOpPMHBIX IPHUIIAJKOB), CM. pasjel
«[IpoTuBonokaszanus»

Annpa3zosiaMm

1 onHOKpaTHO 200 xaxzapie 12
Y B Te4. 2 JHEH

1 B2,5 paza —

500 xaxapie 12
y B Te4. 10 quei

lHa 12 % lHA 16 %

BBenenne B cxeMmy  JleYyeHMsT ~ PUTOHABHpa  COIPOBOXKIAIOCH
uHrubupoBanueM Mmerabonu3ma anmpazosnama. [locne npumeHeHwus
puTOHaBHpa Ha npoTsKeHuH 10 qHel nHrudupyloee JeHCTBIE HCUE3alo.
B nepBble HECKONBKO JAHEH NMPUMEHEHMs ajllpazoiama OJHOBPEMEHHO ¢
PHTOHABUPOM, HCII0JIE3YEMbIM B KAUY€CTBE AHTUPETPOBUPYCHOTO IIpernapara
WK (papMaKOKMHETHYECKOTO YCHIIUTEIS, JI0 Pa3BUTHS WH/YIHPYIOLIETO
JIeHcTBHSL HAa MeTab0JIM3M ajpasosiama, HeoOX0auMOo co0II01aTh 0CO0YIO
OCTOPOKHOCTD

bycnupon

PutonaBup, ucrons3yemslii B kauecTBe (hapMaKOKMHETHYECKOTO
YCUJTMTEIIS WIIM aHTHPETPOBUPYCHOTrO npenapata, mHruoupyer CYP3A u,
KaK CJIEZICTBUE, IIOBBIIIAET KOHIEHTPALMIO OyCIHPOHA B [1J1a3M€ KPOBH.
[Ipn npumenenuu OycnupoHa OJHOBPEMEHHO ¢ PUTOHABHPOM
PEKOMEH/I0BaH YCUJICHHBI MOHUTOPUHT TepareBTHYecKoro 3¢ dexra u
HEXKeJIATeJIbHbIX SIBJICHUH

CHoTBOpHBIE NIpEna

parThbl

SonmueM

5 200, 4 no3s1 1 Ha 28 % THa22 %

anMCHeHHC 30JIIHAEMa OTHOBPEMECHHO C PUTOHABUPOM JIOITYCKACTCs ITPpU
YCHJICHHOM MOHUTOPHUHIC U30BITOYHBIX CEIaTHBHBIX 3(1')(1)CKTOB

IIpenaparsel AJst 0TKA3a 0T KypeHust

bynponuon

150 100 xaxnawie 12 || Ha 22 % lHa21 %
q

150 600 xaxnawie 12 || Ha 66 % | Ha 62 %
q
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bynponmon  meraGonmsupyercss npeumymectBenHo CYP2B6. [Ilpwu
IPUMEHEHUH OyNmponMOHAa OIHOBPEMEHHO C MHOTIOKPAaTHBIMH JI03aMH
PUTOHABHpPAa MOXET CHHIJKATBCS €ro YpPOBEHb. IJTOT 3PPEKT MOKHO
OOBSACHUTD HHAYIHUPYIOIIUM JCHCTBUEM PpPUTOHABHpa Ha MeTabosmu3M
Oynponuona. Tem He mMeHee, puroHaBup Takxke uHrubupyer CYP2B6 in
Vitro, B CBSI3U ¢ 4yeM OyINpOIHMOH CJIEyeT MCIIOJIb30BaTh B JI03aX HE BBINIE
pexkoMmeHayeMplx. B orauume or 3G (deKToB NpH MPOJOKHUTEIHLHOM
IPUMEHEHUH PHTOHABHpA, IMOCIE €ro NMPUMEHEHHs B HH3KUX J03aX Ha
HPOTsKEHUU KopoTkoro nepuoja (200 mr 2 paza B CyTKH B TeYEHHE 2 JTHEH)
3HAYUMBIX B3auMOJICHCTBUH ¢ OynponuoHOM He HabmoAanoce, Ha
OCHOBAHHUH YEro MOXHO IPEINOJIOKUTh, YTO KOHLEHTpaus OynponuoHa
HAQUMHAET CHIKATBCS  CIYCTS  HECKOJIBKO JHEHW 1ocie  Havajia
COIIYTCTBYIOIIEI0 NPUMEHEHHSI pUTOHABUPA

Creponabi

QdiyTukazona
IIPOIMOHAT,
[IPUMEHSEMbIH
UHTAJSIMOHHO,
MHTpaHa3aJIbHO UIIN
[I0CPEJ/ICTBOM
WHBEKIUH,
OynecoHus,
TPHUAMIIMHOJIOH

[Ipy npuMeHEHUMH  PUTOHABUpPA  OJIHOBPEMEHHO ¢  (uIyTHKa30Ha
IPOMUOHATOM,  BBOJMMBIM  HMHTAISLMOHHO  WJIM  HHTPAHA3aJbHO,
CoO0MmAJIOCh O Pa3BHUTUU CHCTEMHBIX 3(P(PEKTOB KOPTUKOCTEPOH/IOB,
BKiIrodass  cuHapoM  Mnenko-Kymmnra u  yrHerenue — QyHKIUH
HAIIMOYECYHUKOB (B BBILICYIIOMSIHYTOM HCCJICIOBAHUM YPOBEHb KOPTH30J1a
B IU1a3Me CHU3MICS J10 86 %). AHasornysble 3 GeKTh Takke HaOIo1aIiuCh
Ipd  TNPUMEHEHHH  PUTOHABHpPA  OJHOBPEMEHHO €  JAPYTHMH
KopTukocTepounamu,  merabonmszupyembiMu  CYP3A,  nampumep,
OyHecOHHZIOM M TpUAMIMHOJIOHOM. Takum oOpa3oMm, NpPUMEHEHHE
pPUTOHABHpa B  KayecTBE AHTUPETPOBHUPYCHOIO  IIpernapara WM
(bapMaKOKMHETHYECKOr0  YCHJMTENsS  OJHOBPEMEHHO C  JIaHHBLIMH
IJIIOKOKOPTUKOMIHBIMM ~ I[IperapaTaMd  HE  PEKOMEHJIOBaHO,  3a
UCKJIIOYCHHUEM CJIyyaeB, KOTJa IMOTCHIMAJbHAs I0JIb3a TAKOIro JIEYEHHs
IPEBOCXOUT MOTCHIHMAIBHBI PUCK PA3BUTHUS CHCTEMHBIX 3(Q(EKTOB,
CBSI3aHHBIX C IIPHEMOM KOPTHKOCTEpouIoB (cM. paszgen «OcobOble
yKazaHusi»). B nociennem ciyyae He0OX0IMMO UCIIOJIB30BaTh CHUKEHHBIE
JI03bl  [IIOKOKOPTHKOMJHOIO —Ipernapara M IIPOBOJUTH  YCHIJICHHBIN
MOHHUTOPHHI MECTHOT'O H CHCTEMHOIO JEHCTBHsA, JIMOO NEpexoJuTh Ha
JIPYroi TJIIOKOKOPTUKOWIHBIA Ipernapar, He SBJSIOLMICS cyOcTparoMm
CYP3A4 (manpumep, Oexinomera3oH). boiee Toro, B ciiyyae OTMEHBI
IJIIOKOKOPTHKOM/IHBIX IIPENapaToB MOXKET NOTpeOOBaThCs IOCTENEHHOE
CHIDKEHHE JI03b] Ha NPOTSHKEHUHU JUIMTEIILHOIO BpEMEHHU

JlekcameTra3oH

PurToHaBMp, HCIOJB3YeMbId B  KadecTBE  (PApMaKOKMHETHYECKOIO
YCHJINTEJISI WJIK aHTHPETPOBUpPYCHOro npenapara, uarudupyer CYP3A nu,
KaK CJICJICTBHE, MOBBIIIAET KOHIEHTPAIMIO JeKCaMeTa30Ha B I1J1a3Me KPOBH.
[lpy mnpuMeHeHMH JeKcaMeTa3oHa OJHOBPEMEHHO C pPHUTOHABHPOM
PEKOMEH/IOBAH YCHJICHHbI MOHHTOPHHI TepaneBTHdeckoro sGddekra u
HE)KeJIaTeIbHbIX SBJICHUH

[Ipennusonon

20 200 xaxpie 12 |1 Ha 28 % THA9 %
g

[lpy npUMEHEHWH MpPEIHU30JI0HA OJIHOBPEMEHHO C PUTOHABHPOM
PEKOMEH/IOBAaH YCHJICHHBIH MOHHUTOPHHI TeparneBTH4eckoro sddekra u
HeKeJlaTeJIbHBIX  sipjienuit. Yepez 4 u 14 jaHeld  COIMyTCTBYIOIIErO
IpUMEHEHHs MpeHU30JI0Ha 1 puToHaBupa BeauunHa AUC merabonmra
npeIHn3010Ha Bo3pocsia Ha 37 u 28 % COOTBETCTBEHHO

H/0: He onpeneneno

1. Ha ocHoBanuu CpaBHCHH: B IlapaJlJICJIbHBIX I'PYIIIIax.
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CynbhameTokca3os IPUMEHSUICS OJHOBPEMEHHO ¢ TPUMETOIIPUMOM

Ilpy npuMeHEHMH pHUTOHABHpAa OJHOBPEMEHHO C JIM30IIMPAMHIOM, MEKCHIETHHOM M|
Heda3o10HOM co00IIATIOCH O PA3BUTHH HEXEJIATeIbHBIX ABJICHHI CO CTOPOHBI CEp/IIa U HEPBHOM
cucteMbl. Hesb3s HCKITIOUNTH BO3MOXKHOCTD B3aUMO/ICHCTBUS ITUX JIEKAPCTBEHHBIX [IPENAPaTOB.
[ToMuMO  BBIIENIEPEYUCIICHHBIX  B3aUMOJICHCTBHH  CYHIECTBYET BEPOSTHOCTH  YCHJICHUSI
TEPANEBTHYECKUX M TOKCHYECKUX JICHCTBHI, YTO CBS3aHO C BBICOKOH CTENEHBIO CBSI3BIBAHUS
puTOHaBHpa ¢ OeJKaMM IUIa3MBbl M, KaK CJIC/ICTBUE, BHITECCHEHUEM OJHOBPEMEHHO MPUMEHSIEMbBIX
JIEKApCTBEHHBIX IIPENapaToB U3 CBSI3U C HUMH.

IHlpumenenue pumonasupa 6 Kauecmee PapmMaKkoOKUHEMUUECKO20 YCUTUMEA

Baxxuple cBeleHHMsT O  B3aMMOJICHCTBUSIX PHUTOHABHpA, HMCIIOJIB3YEMOTO B  KAueCcTBE
(apMaKOKMHETHYECKOTO YCHUIJIUTEINS, C JIGKAPCTBEHHBIMU IperapaTaMH Tak)Ke MPUBEICHbLI B
MHCTPYKLIMH JUIsl OJTHOBPEMEHHO IPUMEHSIEMOr0 HHIHOUTOpa MPOTeaskl.

Hnzubumoper npomonnoeo nacoca u 6aokamopuvt Ha-eucmamurnoswix peyenmopos

Ilpy npumeHeHMn HMHrHOMTOPOB IIPOTOHHOrO Hacoca M 0J0KaTOpoB Hz-rHCTaMHHOBBIX
peLenTopoB (Hampumep, OMerpasojia WM pPaHUTHIUHA) MOMKET CHIKATHCS KOHIICHTPALIUS
OJTHOBPEMEHHO IIPUMEHSEMBIX MHIHOUTOpOB mpoTeas3bl. [logpoOHblEe CBeleHHS O BIMSHUU
OJITHOBPEMEHHOI'0 IIPUMEHEHHUS JICKApCTBEHHBIX IPENapaToB, CHHKAIOMIMX KHUCIOTHOCTD,
IPUBE/ICHBI B MHCTPYKIIUHU JUTSL OJTHOBPEMEHHO IPUMEHSIEMOro HHIuOUTOpa MpoTeassl.
CorylacHO pe3yibTaTaM UCCIIEI0OBAHUI B3aUMOJCHCTBHI ¢ MHIMOMTOpAMH MpPOTEasbl, JICHCTBHIE
KOTOPBIX YCHJIMBAET PUTOHABUDP (JIONMMHABUP B KOMOMHAIIMK C PUTOHABUPOM, aTazaHaBHP), IPH
OJIHOBPEMEHHOM IIPUMEHEHUH OMEIpa30Jjia WK paHUTHIMHA C PUTOHABHPOM, UCIIOIB3YEMbIM B
KadecTBe (apMaKOKHHETHYECKOro YCHIUTENs, 3(PQPEKTHBHOCTh IIOCJIEJHEr0 3HAYUMO HE

MEHSETCs, HeCMOTPsI Ha HEOOJIBIIOE H3MEHEHUE YPOBHSI CHCTEMHOI'O BO3/ICHCTBHS (IPUMEPHO Ha
6—18 %).

Oco0bie ykazanusi

[Ipenapar Artazop-P He usneunBaer or BUU-1 undexun u CITN/a.

Ha3nauenue arasanaBupa HelenecooOpa3Ho MAlMEHTaM ¢ MHOXKECTBEHHON PE3UCTEHTHOCTHIO K
unruburopam mnporeazsl BUY (Gonee 4-x myranuit). BeiGop arazaHaBupa sl JICUCHHS
NAIlMEHTOB, paHee IIOJyYyaBIIMX AHTHPETPOBUPYCHYIO TEpaluIo, J0JDKEH Oa3upoBaThCsi Ha
JAHHBIX MHIUBUIYAIBHON PE3UCTEHTHOCTU U PE3yJIbTATOB IPE/IIECTBYIOIIETO JICYEHHUS.

Xors 5QGdeKTHBHOE I0JIaBJICHUE pPEIUIMKAIMK BUpyca aAHTHPETPOBUPYCHOW Tepanuei

3HAYUTCIIbHO CHHMIXKACT PUCK IEpCaavdun BHUY Bo BpEMs IIOJIOBOTO KOHTaKTa, IMOJIHOCTBIO PUCK
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repe/layd UCKIIOYUTh HEJb3s, B CBSI3M C Ye€M CIEAyeT cO0JII0aTh Mephl MPeJI0CTOPOKHOCTH
(ucrosnb3oBaHue 0APbEPHOTO METO/IA).

D¢ dexTuBHOCTS U 0E30MACHOCTh NPUMEHEHUS aTa3aHaBUpa B KOMOMHALMHM C PUTOHABUPOM B
cyTouHOH s103e Oosiee 100 Mr He U3yuyeHa; UCII0JIL30BAHUE JI03 PUTOHABHpa, peBblmaromux 100
MI' B CyTKH, MOXET M3MEHHTh Nnpopwmip Oe3omacHOCTH aTta3aHaBupa (rmoOounbie 3pQeKTsr co
CTOPOHBI ~ CEpACYHO-COCYAUCTOM CHCTEMBI, THIepOMIUpYyOMHEMHS), [O3TOMY OHO HE
pexomenayercs. TOJNBKO IPU COBMECTHOM IPHUMEHEHHH KOMOWHALMK aTa3aHaBUpP/PUTOHABHD U
s¢aBupeH3a BO3MOXKHO yBeIHUYeHHE /1036l puToHaBupa J10 200 mr 1 pa3 B cyTku, obecredus 1pu
9TOM KJIIMHHYECKUH MOHUTOPUHT MAIMEHTA.

Caxapubiii JnadeT/runepriuKeMus

Ha ¢oune neuyenuss unruburopamu mnporeassl BUY y nexoropsix BHUY-undunmpoaHHbIX
MaIMEHTOB OTMEYEHBI THIIEPIIIMKEMHsl, BOSHUKHOBEHHE caxapHoro auadera uiu 000CTpeHHe yxkKe
MMEIOLIerocst caxapHoro juabera. B HEKOTOpBIX clydasX oTMmevalcs AuaOeTHUeCKuit
KeToanu103. [IpHanHHO-CIIe/ICTBEHHAs! CBSI3b MY Tepanueit uuruburopamu nporeassl BUY n
TUMH CIIy4asisMH HE yCTAHOBJICHA.

Iemopuius

V nanueHtoB ¢ remoduimeit tuna A U B Ha ¢one neyenuss marubutopamu nporeazsl BUY
OTMEUYAIIMCh KPOBOTEYEHHUS, B TOM YHCJIE CIIOHTAHHBIE KOKHBIE KPOBOM3JIMSIHUS U Fe€MapTPO3bl.
HekoTopbIM M3 3THX HalMEeHTOB TpeboBasioch BBeaeHue (akropa ceprbiBanus kposu VIII. B
OOJILIIMHCTBE CliyyaeB JiedyeHue HHruburopamu mnporeazslt BUY Obuto mpopoinkeHo Him
BO300OHOBJIGHO IOCie  mepepbiBa. [IpHYMHHO-CIENCTBEHHAs  CBA3b  MEXJY  Tepanuei
uHruouropamu nporeassl BUY u stMu ciyyasmu He ycTaHOBJICHA.

[TanuenTs! ¢ remodunueit A uinu B 10/0KHBI OBITH OCBEJOMIIEHBI O BO3MOYKHOCTH ITOBBIIIEHHOM
KPOBOTOYHUBOCTH.

Ilepepacnpeaesienne ;KUPOBOH KJIETYATKH (JIUNOAHCTPOpHs)

OTMeYaIich €IMHHYHBIE CIIlydau Iepepacipe/ie/IeHUs )KUPOBOH KJIETYATKH, YTO IPOSBIIATIOCH
OXKHPEHHEM I10 LIEHTPAJILHOMY THILY, YBEJIMYEHHUEM KHUPOBOH KJIETYATKH B JIOPCOLEPBUKAIBLHOM
30He («OyHBOJMHBIA rop0»), MNOXyJaHHE KOHEYHOCTEH M JIMIA, YBEIHYEHHE TIpY/IH,
«KYHNIMHTOUIHOE JIHIO». [IpUYMHHO-CJIC/ICTBEHHAS CBsI3b MEXJy Tepanueil MHruOMTOpaMu
npotea3sl BUY u aTuMHM ciyyasiMu HE yCTaHOBJIEHA.

[TanpenTs! ¢ GakTOpaMu pHCKa OTHOCHTEIHLHO Pa3BUTHS JIMNOAUCTPOGHU (IIOKHION BO3pAcCT,
JUIMTEJIBHBIA TIPUEM HPOTHBOBHUPYCHBIX IPEIapaToB, HApyIIEHUs OOMEHa BELIECTB) JOJDKHBI
II0JUIEXKAaTh KIMHUYECKOMY OOCJI€IOBAHUIO, BKJIIOYUAs BHEIIHIOI OLICHKY Ie€pepacipe/Ie/ieHus
JKUPOBOM KJIETYATKH.

Merabomyeckue napaMerpbl/Bec TeJ1a
46

-y
o0
N



Bec tena, a Takyke COOTHOLICHUE U COIEPIKAHUE JIUITHJIOB U IVIIOKO3bI B KPOBH MOXKET ITOBBIILIATHCS
BO BpeMs AaHTHPETPOBUPYCHOH Tepanmuu. Takue H3MEHEHHMs MOTYT OBITH 0OYCIIOBJICHBI
IIPOBE/ICHMEM TepalMi OCHOBHOIro 3aloJieBaHusi, a Takxke oOpa3om xwu3Hu. KoHTponb 3a
JMIIMAAMHU U TIIOKO30#M KpoBM oOecrneyuBaeTcsi COrlacHO peKoMeHaauusM 1o sedenuto BHUY-
uHpexumii. Hapymenust o6MeHa XHMpOB JOJDKHBI KOHTPOJIMPOBATHLCS COIIACHO KJIMHHYECKOMH
npaktuke. [Ipu npumenennn KOMOMHUPOBAHHON aHTUPETPOBUPYCHON TepaIMH, BKIIOYAs TAKKe
COBMECTHOE IPUMEHEHHE C IEepOpabHBIMU KOHTPALEITUBAMH, OTMEUYAJIUCh Cllydau pa3BUTHUS
JICITHITHIEMHH.

CHnapom BOCCTAHOBJICHUS] HMMYHHTETA

Pa3Butie cHHIApPOMa BOCCTaHOBJIEHMSI MMMYHHTETa OTMEUAJOCh y IALMEHTOB, IOJTy4YaBILUX
AQHTHPETPOBUPYCHYIO Teparuio, BKIovas arazaHaBup. Y BUY-unpHIMPOBaHHBIX NMAlMEeHTOB B
pe3ynpTare OTBETa MMMYHHOW CHCTEMbl B Hayajge KOMOMHMPOBAHHOH aHTHPETPOBHPYCHOM
Teparnuy MOTYT IOSIBUTHCS NPU3HAKH BOCHAIMTEILHON peaklM¥ B OTBET HA IPOTEKAIOLLUE
0ECCUMIITOMHO WJIM OCTATOYHbIC ONIOPTYHHUCTHYECKHE HH(EKIHH (LUTOMETaJOBUPYCHBIN
PETHHHT, TeHEepaTU30BaHHBIC W/WIM JIOKaJbHble MHKOOAKTepHaibHble HMH(GEKIMHU, BbI3BAHHbIE
Mycobacterium avium, THeBMOHUS, BbI3BaHHAs Pneumocystis carinii, Pneumocystis jiroveci nim
TyOepKyJie3), KOTOpbIe MOTYT IIPUBECTH K Pa3BUTHIO CEPHE3HBIX KIIMHUUYECKHUX MOCIECICTBUN HIIH
YXYAUIEHUIO COCTOSIHUS 00sbHOr0. OOBIMHO TaKHe pEeaklUH pa3sBUBAIOTCA B TE€YECHHE IEPBBIX
HECKOJIBKUX HeJIeJIb HJIH MECAIEeB ¢ Havyasla JieueHus. JIoyoKkHO OBITh poBeeHO 00CIe/10BaHuE U
COOTBETCTBYIOLIEE JICUCHHE.

OrMmevanuch cliydan ayTOMMMYHHBIX 3a0oJieBanuii (Harpumep, 6ose3ns ['peiiBca), Bo3HUKaBIIME
IIp¥ BOCCTAHOBJICHHHM HMMYHHUTETa, OJHAKO BpeMs Hauyajla pa3BHTUsS TakuX 3aboseBaHui
BapbHPOBAJIOCH Yy Pa3HBIX MAIMEHTOB M MOIJIO HACTYIATh Y€pe3 MHOIO MECALEB [10C/Ie Havaja
Teparuy arazaHaBUpPOM.

Ileyeno4yHasi HEOCTATOYHOCTH

AtazaHaBUp MeTabOJIM3UpYEeTCs, IJIaBHBIM 00pa3oM, B IE€YEHH, II0ITOMY Yy IALUEHTOB C
MIEYEHOYHOH HEJ0CTAaTOYHOCTBIO Ipernapar CleAyeT IPUMEHSTh € OCTOPOXKHOCTBIO H3-3a
BO3MOJKHOTO YBEJIMYECHUS €r0 KOHLEHTPALUH.

VY NalnueHToB ¢ yXe CYIIECTBYIOUEH MUCchyHKIUEH NTeYeHH, BKII0Yasi aKTUBHBIA XPOHUYECKHUH
reraruT, IOBBINIACTCS YacTOTa Pa3BUTHS HapylUIeHUH (QYHKUIMH II€YEHH IpPH IIPOBEICHUH
KOMOMHHPOBAHHON aHTHPETPOBUPYCHON Tepanuu. B cBA3M ¢ 5TUM HEOOXOAUMO pPErylsipHO
HaOJIIO/IaTh 38 COCTOSHHEM TaKHX IAlMEHTOB. B cilydae yXy/JIICHUS COCTOSHUS MOXKET ObITh
IIPUHSATO PEIICHUE O PHOCTAHOBKE WM IPEKPAILIEHUH TEPAIIMU aTa3aHaBHPOM.

VY man@eHToB ¢ BHPYCHBIM rematutoM B mwim C uMiaM OTMEYEHHOH J0 Hayaga JICYCHHs

MOBBIIIEHHOW aKTHUBHOCTBHIO TpaHCaMuHa3 IPUCYTCTBYET PHUCK JAJIbHEUIIIETO ITOBBIIIICHUS
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AKTMBHOCTH TpaHCAMHHA3 WJIM JIEKOMIIEHCAUMH (QYHKUUH I€YeHH. Y TaKUX IIalMEeHTOB
1abOpaTOPHBIH MOHHUTOPUHI (DYHKIIMH NEYEHH JIOJDKEH OCYIIECTBIATHCS IEPEl HaYaIoM U BO
BpEMsI [IPOBEJICHHSI Tepaluy rpenapaTom Arazop-P.

IToyeunast HEAOCTATOYHOCTD

JUuis manMeHToB, HE HAXOSIIUXCS Ha TeMOIHaIn3e, He TpeOyeTcst KOPPEKIMH O3B

JUis manMeHTOB Ha TeMOJMaiM3e, paHee He IM0JIyYyaBIIMX AHTHPETPOBHPYCHOW TEpaluy,
aTazaHaBHp HA3HAYAETCs TOJIBKO B KOMOMHALMK ¢ PUTOHABUPOM.

[TarenTam ¢ TsDKEJIOW MOYEYHOI HeJ0CTaTOYHOCTBIO, HAXOMAIIMMCS Ha TeMOJIMAJIN3e U paHee
TIOJTy4aBIIMM aHTHPETPOBUPYCHYIO TE€pAIuIo, npernapat Ata3zop-P npyuMeHsTs IPOTHBOIOKA3aHO.
IM'mneponampyounemus

V nan@eHTOB, IOJYy4YaBIIMX AaTa3aHaBHp, OTMEYAIMCh Ciydaun OOpaTHMOIO YyBEJIWYECHHUS
Henpsmoro  (cBobojaHoro) — OwnupyOuna, cBs3aHHOro ¢  uHruOuposanuem Y JID-
rimokyporoswirpancpepassr  (YI'T). Cremyer ydecTh, 4YTO  yBEJIMYEHHE AKTHBHOCTH
TpaHCAMHHA3, OTMEYAIOIIEecss IPU IOBBINCHHOM OMIMpPYOMHE y NALMEHTOB, IOJIYYarOIUX
aTa3aHaBUp, MOJXKET OBITH BBI3BAHO JPYrMMH 3a00JIEBaHHMAMHU, TAKKE COIPOBOKIAIOMIMMHUCS
runepOmwmpyOuHemMueil. AnbTepHATHBHAsS AHTUPETPOBUPYCHAs TepalMs aTa3aHaBUpPy MOXKET
OBITH pacCMOTpEHA, €CIH JKEITyXa WM IOXKEITEHHE CKIIEP SBJISIOTCS HEIPHEMIIEMBIMH JUIs
narenta. CHUKEHHE J03bI aTa3aHaBUPA HE PEKOMEHYETCsl, IIOCKOJIBKY 9TO MOXKET IPUBECTH K
IOTEpe TepaneBTUUECKOro 3dexra u pa3BUTUIO PE3UCTEHTHOCTH.

HeT J10JArocpoYHbIX JIaHHBIX 0 0€3011acHOCTH IPHUMEHEHHs Y MAalMEHTOB, UMEIONIMX [UIMTEILHO
COXPaHSIOUIYIOCS KOHI[EHTpaluio OmmpyOuna, 6osiee 4eM B 5 pa3 NpeBbILIAIONIYIO HOPMY.
WuMHaBHp TaK)Ke MOKET OBITH MPHYMHOM yBeIHYeHUS HenpsiMoro (cBoboHoro) Onmmpyouna,
cBs3anHoro ¢ wmHruOmposanueM Y JI®-rmokyponoswirpancdepassr (YI'T). Ilostomy ero
COBMECTHOE IMPUMEHEHHeE ¢ npenapatoM Arta3zop-P He peKOMEH10BaHO.

Yumuenue P-Q unrepsana

AtazaHaBup/pUTOHABUpP MOXeT yAIuHATE P-Q u P-R MHTEpBay y HEKOTOPBIX MAIMEHTOB.
Criestyet co0moaTh OCTOPOKHOCTD IIPU IMPHUMEHEHHHU IIperapara y NalueHTOB ¢ HapyIIeHUsIMHU
CepeYHOM MPOBOJAMMOCTH (HampuMep, aTpHo-BeHTpHKyJsipHas Onokama II u III cremenn).
Cnenyer co0ioaTh OCTOPOXKHOCTH IIPH COBMECTHOM IIPUMEHEHHMHM Ipenapara Atasop-P ¢
npernaparamu, yUIMHsIomuMH P-Q uaTepBail (HarpuMep, aTeHoI0, IHITHA3EM, BEpariaMui).
Yuumuaenue Q-T nnrepsana

OrMeyanuch ciydan yutuHeHus Q-T uHTepBana y HEKOTOPBHIX NALMEHTOB B 3aBUCHMOCTH OT
036l atazaHaBupa. Creayer coOJOAAaTh OCTOPOXKHOCTH IIPU IIPUMEHEHHMM IIperapara y
[ALMEHTOB C HAPYIIECHUSIMH CEpJACYHON NPOBOAMMOCTH (HANpUMEP, aTPHO-BEHTPHKYIISPHAsS

onokana II u Il crenmenn miau Gokana mydka ['mca), 1 HasHAyaTh €ro TOJILKO B CJIydae, eCiiu
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NOTEHIMATbHAsL T10JIb3a TPEBBIIACT BO3MOXKHBIH pPHCK OT NpUMeHeHHs mpenapara. Ciexyer
cobmonarh 0co0yl0 OCTOPOKHOCTH IPU COBMECTHOM IIPUMEHEHHHM npernapara Atasop-P ¢
npenaparam, yudHsSIomMMUA Q-T wHTEpBan (Hampumep, KJIAPUTPOMUIMUH, CAJIMETEPON), a
TaKOKe y MaMeHToB ¢ pakropamu pucka (Opaaukapaus, BpoxkaeHHoe yanunenue Q-T unrepsaia,
HapyLIEHHUS JIEKTPOJIMTHOTrO Oananca).

Cpimnp

Makyionarysie3sasi Colllb, OOBIMHO OT JIETKOHM /10 CpeJHEH CTerneHH, MOXKET Had/oJaThes B
TEUEHHE NEPBLIX 3 HEJIE)Ib OT Havyajla TEPAIluU aTa3aHaBUPOM.

OtmeueHo Takxke pasBurue curjgpoma CruBeHca-J/DKOHCOHA, MYJILTH(OPMHOH IPUTEMBI,
TOKCHYECKOW KOXXKHOM CBIIA ¥ JICKAPCTBEHHOH CHIIM C 203MHO(DMIMEH W CHCTEMHON
cumnromatukoi (DRESS-cunapom). [ManueHTs! 10I0KHBI ObITH HPEAYNPEKIEHBI O BOZMOKHbBIX
IpU3HAKaX ¥ CHUMIITOMAX Pa3BHTHUS CHITH. BO3MOXKHbBIE KOJKHBIE PEaKLMU CIEIYeT TIIATEIBHO
MOHUTOPHPOBaTh. [IpuMenenue npenapara 10KHO ObITH MPEKPALIEHO IPU Pa3BUTHH TSKEIOH
CTENEHH CHIMH. TIaTeNbHBIH KOHTPOIIb 3a COCTOSHUEM KOXKHBIX IOKPOBOB I1O3BOJISET IIPOBECTH
PaHHIOIO JIMArHOCTHKY ¥ HEMEJUICHHO IPUOCTAHOBUTD IIPUEM I10/103PHTEIBHOIO JIEKAPCTBEHHOIO
cpexncta. IlanmeHTsl, y KOTOpBIX paHee ObUIO OTMEYEHO pa3BUTHE cuHApoma CTHBEHCa-
Jlxoncona u DRESS-cunpoma, acconuupoBanHoe ¢ aTa3aHaBUPOM, HE MOT'YT CHOBA IIPUMEHSATD
€ro MocJje NPUOCTAHOBKH JICYEHHUSI.

Hedposunruas u xoneanruas

B X0/i¢ MOCTPEruCTPAIMOHHBIX HCCIeOBaHUNH MO 0e30MacHOCTH INPUMEHCHMs aTa3aHaBHpa y
BUY-uHpHUIHPOBAHHBIX MAIIMEHTOB OTMEYAIUCH CIydad HepoIMTHA3a W/WIIM XOJEIUTHA3a.
HekoTopelM manueHTam notpe0oBajiach TOCIHUTAIM3AIMS Ul [POBEICHUS HEOOXOIMMOM
TepaIuy, y HEKOTOPBIX MAIHEHTOB HAOJIOAATHCh OCIOKHEHHS. B HEKOTOPBIX Cllyyasix pa3BUTHE
HepoJIMTHA3a CONMPOBOKAATOCH OCTPOH MOYEUHOH HEJ0CTAaTOYHOCTBIO M HApyIUEHHEM padOThl
nouek. [lpu Hayu4yuum cUMNITOMOB HedpoiIMTHA3a W/MIM XOJEIUTHA3a CIEAYET BPEMEHHO
IPepBATh TEPAIHIO HJIM IIOJTHOCTHIO IPEKPATUTH IIPHEM IIpenapara.

IMonmkeHHasi KHCJIOTHOCTD JKEJIYI0UHOro coka (mosbimenue 3Havenusi pH xeayaounoro
coKa)

KoHieHTpamus ata3aHaBupa MOXKET CHYJKATbCs IPH yBEIMYCHHMHM 3HaveHus pH xemymodnoro
COKa, He3aBUCUMO OT IPUYHH, BBI3BABIIUX 3TO yBEIUYEHHUE.

JlakTo3a

[TanpenTaM ¢ JeUIUTOM JIaKTa3bl, PEAKOW HACIIEACTBEHHOM HENEPEHOCHMOCTBIO JIAKTO3bI,
IJIFOKO30-TaIaKTO3HOU MasibabcopOIuei npuMeHeHe atazaHaBupa IIPOTHBOIIOKA3aHo.
Ocreonexpos

B PEAKHX CIydasaX MpHU NIPUMEHCHUH KOM6I/IHI/IpOBaHHOﬁ aHTPIpeTpOBPIp)ICHOﬁ TCpaluy B TCUCHUEC
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JUIUTEJIBHOTO TIEPHO/ia BPEMEHH OTMEYAIUCHh ClIyyau OCTEOHEKpO3a, OCOOEHHO y MALMEeHTOB
(baxropamu pucka (BBICOKHI HHIEKC MACChI TeJla, HMMYHOCYIIPECCHSI, YIIOTpeOIeHHE aIKOTOJIs,
COIYTCTBYIOLIEE IPUMEHEHHE KOPTUKOCTEPOUIOB).

[Ipn nosiBneHuu y namueHta OOJE3HEHHOCTH B CyCTaBax WM 3aTPyJHEHHSX IIPU JBHIKCHHU
CJIEZYeT YUUTBIBATH BOBMOXKHOCTb Pa3BUTHs OCTEOHEKPO3a.

Jern

OTCyTCTBYIOT PEKOMEHIALMHU 110 PEIKUMY JIO3UPOBaHUs aTazaHaBupa B 1o3uposke 300 Mr y erei
¢ Maccoii Tena meHee 35 Kr.

[Ipopmis Ge3onmacHOoCTH arazaHaBupa y JeTei ¢ Maccoi Tesna 35 Kr M BBIINIE CONOCTaBHM C
TAKOBBIM Y B3POCIIBIX IMAIlUEHTOB.

Acumnromatuueckoe yuinHenue P-R unTepBasa Oosnee wacro HaOmopanoch y Jaereil B
CPaBHEHHMH C B3POCJIBIMU IAllHeHTaMH. ACUMIITOMAaTHYECKas aTpHOBEHTPUKY sipHas Osiokana 11
u III crenenn raxke ormeuanace y aereit. Ciemayer cobio1aTh OCTOPOKHOCTD IIPU COBMECTHOM
IPUMEHEHHUH C TIpenaparamMy, BBI3BIBAIONMMH y/uiMHeHue P-R uHTepBana, a Takxke Ipu
IPUMEHEHUH IIpenapaTa y HAlMeHTOB C HAPYLICHUSMU CEPACYHOM IPOBOJUMOCTH (HaIpumep,
arpuoBeHTpuKyJsipHas Oinokazna Il u III crenmenn mim Gnokana mydka I'uca), ¥ Ha3HayaTh €ro
TOJILKO B CJIyuyae, €ClId NMOTeHUHUAIbHAs 10J1b3a MPEBHILACT BO3MOXKHBIA PUCK OT IPUMEHEHUs
npenapata. PekoMeH10BaH MOHUTOPHHT pabOThl CepAEYHO-COCYIUCTON CHUCTEMBI IIPU HATHMYUU
KJIMHAYECKUX CUMIITOMOB (Hanpumep, OpajiukapIun).

Puronasup

PutonaBup He wuszneunBaer or BUYU-1 mndexumu u ClIM/la. ¥V nanueHToB, moxydaromiux
PUTOHABUP HIIH JIIOOYIO APYTYIO aHTHPETPOBUPYCHYIO TEPAIIUIO, MOTYT IIPOJOIIKATH Pa3BUBATHCS
ONNoOpTyHUCTHYECKHE HH(ekuun u apyrue ocnoxHenus BUY-1 nndexuun.

[Ipn npumMeHeHHH pPUTOHABHUpA B COCTaBe KOMOMHMPOBAHHON aHTHPETPOBHPYCHOW Tepaluu
JI0KazaHo 3¢ eKTHBHOE MMOIaBJICHUE BHPYCa, YTO 3HAUUTEIBHO CHHIXKAET puck nepenaun BHUY
II0JIOBBIM ITyTEM, OJIHAKO, IIPH 3TOM IOJHOCTBIO prcK nepenaun BUY uckimoueH ObITh HE MOXKET.
[TanuenTH! JODKHBI COOIIOIATE COOTBETCTBYIOMUE MEphl 0€30IaCHOCTH IS IPEA0TBPAICHUS
nepenaun BUY-undexmu.

[Ipy mnpUMEHEHHWH pPUTOHABHpPA B KOMOMHALMHM C JpYyruMuM HHrubutopamu mnporeas BHUY
(Harmpumep, B Cllydasx, KOIJa PUTOHABUDP HCIIOJIB3YeTCsl B KadecTBe (hapMaKOKHHETHYECKOIO
YCUJIMTENS Jpyrux HMHrubutopoB mnporea3 BHY) ciexayer yduThBaTh HH(POpPMALHMIO,
COJIEPYKANIYIOCS. B MHCTPYKIHSX II0 IPHMEHEHHIO COOTBETCTBYIOLUIMX MHTHOMTOPOB IIpOTEa3
BUY.

Ipumenenue pumonasupa 6 Kadecmee anmupemposupycHozo cpeocmea uniu

hapmakoKkunemuyecKko20 ycuiumes
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[layuenmor ¢ xponuyeckou ouapeei uiu maroadbcopbyueti

PexomenayeTcst JOMOJHUTEIbHBIH MOHUTOPUHI MPH BO3HUKHOBEHUHU Juaper. OTHOCHUTENIBLHO
BBICOKAsl 4acTOTa JIMAped BO BpeMs JICUCHHUS PUTOHABHPOM MOKET IPUBECTU K HapyILIECHHUIO
BCACBIBAHUSI M  CHIDKEHHIO 3(QQEKTHUBHOCTH (BCJIEACTBHE CHH)KEHHUSI KOMIUIAEHTHOCTH)
PUTOHABUPA WJIM JPYTUX OJIHOBPEMEHHO IMPUMEHSEMBIX JIEKAPCTBEHHBIX cpejcTB. CepbesHast
IIEPCUCTUPYIOIIASI PBOTA U/UJTH AUAPEs], CBSI3aHHAsSI C HCII0JIb30BAHUEM PUTOHABHMPA, TAKIKE MOKET
IPUBECTH K HAPYIICHHIO (QYHKIMHU 10YeK. PEKOMEH [yeTcsl KOHTPOJIIUPOBATh (QYHKIMIO MOYEK Y
MAlMEHTOB C HapyIIeHHeM (YHKIIUH [T0YEK B aHAMHE3E.

Temoghunus

VY nanuentoB ¢ remoduiaueit Tuna A wim B, mosydarommx jeyeHrne HHrHOUTOpaMu BHPYCHBIX
nporeaz BUY, ormeuanuce ciyyaun ycuiieHHsi KpOBOTEUEHHSI, BKJIIOYAsi CHOHTaHHOE 00pa30BaHue
KOXKHBIX TeMaToOM M reMapTpo3a. HekoTopbiM nanuenTam ObUI JOMOJTHUTENIBHO Ha3HAueH (aKTop
VIII. Bonee yeM B MOJIOBHHE ONMCAHHBIX CIy4aeB JICYEHUE MHIMOMTOpPAMM BUPYCHBIX IIPOTEa3
BHUY 6bu10 mpojioipkeHo win Bo300HOBIEHO. MIMeroTess yTBEpKACHHUS O HAIMYUU IPUYMHHO-
CJIC/ICTBEHHOMU CBSI3U, XOTSI MEXaHH3M JICUCTBUS ycTaHOBJIEH He Obul. [lanuenTs! ¢ remoduimeit
JOJDKHBI OBITH IPOUH()OPMUPOBAHBI O BOBMOKHOCTH YCUJICHUs] KDOBOTEUEHUH.

Macca mena u noxazamenu obmena éewyecme

Bo Bpemsi aHTHPETPOBHPYCHON TEpaluu MOJKET IPOUCXOAMUTH YBEJIMYEHHE MAacchl Tela,
MOBBIIIEHHE KOHIIEHTPALIMHU JIUITH/IOB H IITIOKO3bI B IJIa3Me KpoBH. Takue n3MeHEeHUs MOryT ObITh
YaCTHYHO CBSI3aHBI C KOHTPOJIEM 3a00JieBaHusl M 00pa3oM xU3HH. [{Jisl IOBBIIIEHHS KOHIEHTPALMU
JIMIIUIOB B HEKOTOPBIX CIIyyasiX CYIIECTBYIOT CBHJIETEJILCTBA BO3JACHCTBHS Tepalku, B TO BpeMs
KaK CBUJIETEJILCTB CBSI3H MPUPOCTA MACCHI TeJIa ¢ KAKUM-JIMOO KOHKPETHBIM JieueHHeM HeT. [lpu
OTCJIC)KMBAHUM KOHIICHTPAIIMM JIMIIUJOB M TJIIOKO3bl B KPOBH CIEIYyEeT OPUEHTHPOBATbCS Ha
paszpaboraHHble pPyKoBoJCTBa 110 Jieyenuto BUY-undexuuun. Hapymenus nunuanoro odMena
HEOOXOIMMO KOPPEKTHPOBATH B 3aBUCUMOCTHU OT KJIMHUYECKOW CUTYyallHH.

HeoOXomumo WMeTh B BHJY BO3MOXHOCTH IAHKpeaTHTa IIpH IOSBJIEHUU KIMHHYECKUX
CHMIITOMOB (TOLIHOTA, pBOTA, 0OJb B )KUBOTE) U OTKJIOHEHHH JIaDOpaTOPHBIX IOKa3aTeleH oT
HOPMBI (ITOBBIILICHHE YPOBHS JIMIIA3bl MM AMUJIA3bl B CBIBOPOTKE). ITallneHThI ¢ IepeyrcIeHHBIMH
IpU3HAKAMH WM CHUMIITOMaMH JIOJDKHBI IIPOHTH JIOMOJHUTEIbHOE 00CHE0BaHUE, @ B Cllydae
MOJITBEPK/ICHHsI IMarH03a MaHKpeaTHTa JIeYeHHEe PUTOHABUPOM CJIEYET IIPEKPATUT.

Cunopom eocemanognenus ummyHumema

YV BUY-uHOUUUPOBAHHBIX MAIMEHTOB C TSDKEJIBIM HUMMYHOAC)UUIMTOM HAa MOMEHT Hadaia
KOMOMHHPOBAHHOM aHTHpeTpoBUpYCcHOH Tepanuu (KAPT) Moxer pasBuThCs BOCHAIUTEIbHAS
peakis Ha OECCHMITOMHBIC WIIH OCTATOYHBIC ONIIOPTYHHCTHYECKHE MH(EKIMH, YTO BEIET K

CCPbE3HBIM KJIMHUYCCKUM COCTOAHHUAM HJIM YXYAIICHHIO CHMIITOMOB. Takue PpCaKunu 00BIYHO
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HaOJII01AI0TCS B IIEPBbIE HECKOJIBKO Heslelb Wi MecsiueB oT Hadyana KAPT. B kayectse npumepa
MOXKHO IPHUBECTH I[MTOMETAJIOBUPYCHBI PETUHHT, IeHepalu30BaHHBIC U (WiIH) (QOKalbHbIE
MHKOOaKTepUaJibHble HMH(pEKIMH M IHEBMOHMIO, BBI3BaHHYIO Pneumocystis jiroveci. Bce
CHMIITOMBI BOCIIQJICHUS JIOJKHBI OBITH JIOMOJIHUTEIBHO OLEHEHBI, a IIPH HEOOXOMMOCTH CIIEyeT
HAy4aTh JICUCHHE.

Taxke Ha (¢GoHe CHHIPOMA BOCCTAHOBJICHHSI HMMMYHHTeTa CcOOOIIAIOCh O Pa3sBUTHU
ayTOMMMYHHBIX 3a00sieBaHui (Takux kak Oose3Hb ['peiiBca), 0JHAKO 3TO IPOUCXOIUT B Pa3HbIE
CPOKH, JIa)Ke CITyCTsI MHOTO MECSILIEB [10CJIE Havajla JICUYCHHUS.

3abonesanus nevenu

PuToHaBHp He Cle/lyeT Ha3HA4YaTh MAIMEHTaM C JIEKOMIIEHCUPOBAHHBIM 3a00JIEBAaHUEM IICUECHH.
Ilpy npumeHeHMM KOMOMHHPOBAHHOH AHTUPETPOBUPYCHOW TepalvuM Yy IalUeHTOB C
XpoHudeckuM rematuroM B wim C cymiecTByeT MOBBIIIEHHBIH PHUCK pPa3BUTHA TSKEIBIX M
IOTEHIMATBHO ONACHBIX JUIS JKU3HH HEXETAaTeNbHBIX peakiMid cO CTOPOHBI nedeHH. B ciydae
CONYTCTBYIOIICH MPOTHBOBUPYCHOM Tepanuu renatura B uian C HE0OX0AMMO 03HAKOMHTBCS €
HHCTPYKIMEH 110 MPUMEHEHHIO COOTBETCTBYIOIIMX IIPENapaToB.

V nanuMeHToB ¢ MMEIOIIMMCS B aHAMHe3e HapylIIeHueM (DYHKIUHU [1€YE€HH, BKIIOYask XPOHHYECKHH
AKTUBHBINA IeNaTUT, P KOMOMHUPOBAHHON aHTHPETPOBUPYCHON Tepariui MOKET HaOJII01aThCs
MOBBIIIEHHAs YaCTOTA Pa3BUTUs HAPYUICHUH (YHKIMH [I€YEHH; 3a TAKMUMH ITALlMEHTAMHU ClIe/lyeT
TIIATEILHO HAOMI0aTh B COOTBETCTBUH CO CTAHAAPTHBIMHU IIPOTOKOJIAMH JieueHus. Eciu y stux
IAIIUEHTOB IOSBJISIOTCS CHMIITOMBI YXYIICHHS 3a00J€BaHMsl IEUEHH, CIEAYET PAacCMOTPETh
BOIIPOC O NPEPhIBAHUH HJIM IIPEKPALLEHUH JICUCHHS.

3abonesanus novex

He oxuaercss CHUKEeHHE 00IIEro KJIMPEeHca PUTOHABUPA Y MALMEHTOB ¢ HapylIeHHeM (yHKIUH
[IOYEK B CBS3HM C HE3HAYMTEJIbHBIM ITOYEUHBIM KIMPEHCOM PUTOHABHPA.

Ha ¢one npumeHenus ¢ TeHO(pOBHpa JU30MpOKCHIApyMapaToM B KIMHHUYECKOH IPAKTHKE
CO00IIAIOCH O Pa3BUTHH ITOYEUHO HEJOCTATOYHOCTH, HAPYIICHUH (DYHKIMU [10YEK, OBBIIECHUH
ypOBHsS KpeaTHHHHa, runodocharemMun u TyOyJIOmaTHM HPOKCHMAJIBHOrO THIA (BKIIOYas
cunipomM DaHKOHM).

Ocmeonexkpos

Coobmanoch 0 ciaydasiX OCTEOHEKpO3a, 0COOCHHO Yy MalMEHTOB C IPOrPECCUPYIONIEH CTauCi
BUY u/nimm npu 10JIrocpoYHOM NPHUMEHEHUH KOMOMHUPOBAHHOM aHTHPETPOBUPYCHON Teparn,
XOTSI OTHOJIOTUS 9TOIO OCJIOKHEHHS CYMTACTCS MHOTO(DaKTOPHOH ((pakTropaMu pUCKa B TOM YHCIE
ABJIAIOTCS  NPUMEHCHHE TIIFOKOKOPTHKOCTEPOUIOB,  YNOTPEOJCHHE — QJIKOroJisi, — TsDKeJias
MMMYHOCYIIPECCHS, BHICOKUIT HH/IEKC Macchl Tena). Ecim namuenT outymaer 60Jb B CycTaBax, ux

TYTONOABHIKHOCTD, TPY/AHOCTH IIPH JBHIKEHHH, EMY CJIEAyeT 0OpaTUTHCS K Bpady.
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Yonunenue unmepeana PR

Ha ¢one npuema puroHaBHpa y HEKOTOPBIX MAIMEHTOB OTMEYAIOCH YMEPEHHOE OECCHMIITOMHOE
yuumiHenue unrepBasa PR. [lpu npueme puToHaBupa cooOmajoch O pEAKUX —Cllydasx
aTpuOBeHTPUKYIIIpHOM Osiokazs! I u 11l crenenn y nmanuenToB ¢ opraHMuecKuM 3a00JIeBaHUEM
ceplllla M CYUIECTBYIOLIMMH paHee paccTpoHCTBaMHM IPOBOSLICH CHCTEMBI Cepilla WM Y
MALKMEHTOB, IPUHUMAIOIIMX IIpenaparsl, y uiMHsomue uarepsas PR (Takue kak BepanaMui uiu

aT%aHaBHp). VY Takux IMAITHCHTOB PUTOHABUP CJICAYET NPUMEHATHL C OCTOPOIKHOCTBIO.

Binsinue Ha cnoco0HOCTH YIPABJSTH TPAHCHOPTHBIMH CPeICTBAMH, MeXaHH3MAMHU
CrienMaibHBIX HCCIIEOBAHUN 110 M3YYCHHIO BIIMSHHUS Iperapara Ha CIIOCOOHOCTH YIPaBISThH
TPAHCIIOPTHBIMHU CPEJICTBAMH U pabOTaTh ¢ MEXaHM3MaMH HE IIPOBO/IMIIOCE.

B nepuoj neuenuss HeoOX0AUMO COOIOAATH OCTOPOXKHOCTD IIPU YIPABJICHUU TPAHCIIOPTHBIMU
CPEJICTBAMH U 3aHATHHU JAPYTUMH TOTEHIIMAILHO OIIACHBIMU BUIAMH JIESATEIbHOCTH, TPEOYIOIMMH
MOBBIIICHHON KOHI[EHTPAllMd BHUMAHUS ¥ OBICTPOTHI IICHXOMOTOPHBIX PEAKLHH, TaK Kak
Ipernapar MOJKET BBI3BIBATH COHJIMBOCTH, TOJIOBOKPY)KCHHE H JpYrue INoOOYHBIE SBJICHMS,

KOTOPBIC MOT'YT BJIMATH Ha YKa3aHHBIC CITOCOOHOCTH.

®opma BbINyCKa

Tabnemku, nokpoimuie nienounou o6onrouxou, 300 me + 100 me

ITo 30 TaGyeToK BO (pJIaKOH U3 MOJHITHIICHA BHICOKOM IIOTHOCTH, YKYIIOPEHHBIH HABUHYHBAEMOMH
KPBIIIKOM, CHaOXKeHHOM MeXxaHu3MoM Uit 3amuTel or gered. [lo 1 duakony Bmecte ¢

UHCTPYKIUEH 110 IPUMEHEHHIO B KAPTOHHYIO IIAUKYy.

YejoBust XpaHneHust
[Ipu Temneparype He Boime 25 °C.

XpaHUTh B HEJOCTYIIHOM JUls JieTeil mecre!
Cpox rognocrn
3 rona.

He IPUMECHATD ITOCJIC UCTECUYCHU S CPOKA T'OITHOCTH.

YcnoBust oTnycka

OTnyckaroT 1o peuenry.
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IOpuanyeckoe 10, HA HMSI KOTOPOI0 BHIIAHO PErHCTPALMOHHOE Y/10CTOBEpEeHHE
Dmkrop Papmacerotukan3 Jita., Unaus

Omkiop Xaye, T-184, M.I.D.C, Bocapu, [lyne - 411026, Unjus

IIponsBoauTenn
Omkiop ®apmacerotukan3 Jita., Uuaus

Vuactok Ne P-2, ®aza-II, I.T.B.T. ITapx, M.1.D.C., Xunmxsanu, [lyne - 411057, Unaus

Uudopmanus st oopamennii norpeduresiei
117292, r. Mockga, yi1. JImutpus YibsiHOBa, 1. 16, kopi. 2, oduc 547
Ten.: +7 (499) 124 - 07- 78

YI0JIHOMOYEHHBIH IIpeICTaBUTEb

Dmkrop @apmacsiotukans Jlita, Muaus Kopotkosa O.B.

M3 PO
SKCIEPTHAIN OTYET
TENCTBUTENEH UL JAHHOLM]
BEPCHY AOKYMEHTA
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