MHUHHUCTEPCTBO 3/IPABOOXPAHEHU S POCCUIICKOII OEJIEPALIMH
MHCTPYKLIUST -
I10 MEJIMIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O [TPETIAPATA
PUTOHABUP-®C

Perucrpaunounnsiii nomep:

ToproBoe HaumenoBauue: Puronasup-®C

Mexnynapoanoe HenaTeHTOBAHHOE HIIH TPYNITHPOBOYHOE HAMMEHOBAHME: PHTOHABH]
Jlexapcrsennas dopma: tabnerky, MOKPBIThIE [JIEHOYHOH 060/104KOi

Cocras:

Kasxnas Tabnetka coaepkur:

[eiicTBytoliee BelecTBo: putoHasup 100 mr.

BcnomorarenbHble BelecTna:

A0po: konoBuaoH (Konnumon VA 64) - 4931 mr. copOuTana faypar - 66.7 MI, KpeMHUS THOKCH,1
KOJIonaHbli - 13,8 Mr, HaTpus creapundymapar - 2,3 Mr, KajbLus rujapodocdar 6e3801Hbl -
89,6 mr;

nieHounas obonoyka. runpomeiosa ES - 12,7688 wmr. runpomesiosa E15 - 1,2672 mr, makporon
400 -1,9800 wmr, runponosa (Klucel) - 1,2672 wmr, tanbk - 0.9020 wmr. KPEMHHUS JIHOKCH,1
KosutonaHbii - 0,0330 mr, makporon 3350 - 0,3542 wmr. nosnucopdar 80 - 0.0330 mr, Trrana
AHOKCHJ - 3,3946 mr.

Onucanme: osanbHble TabreTKH, MOKPLITbIE [JICHOYHONH 00o0s0uKOit, Ocnoro usera. Ha
NONepeyHOM paspese sApo OT 6e10ro 10 CBET/I0-KOPHYHEBOIO LBETA.
@apmakoTepaneBTHYeCKAas FPyNNa; npotuBosupycHoe [BUY] cpeacrso

Kox ATX: JOSAEO3

DdapmMaKo/10rH4yecKue cBoiicTpa

Dapmakodunamurka

Hpuueuemw pumonasupa 8 Kayecmee dmp.wai\'()/\‘mmnuw('(‘/\'o.’() Vvauume s

HeiictBue putoHaBMpa Kak (DAPMAKOKMHETHUCCKOTO YCHIMTEIS OCHOBAHO HA aKTHBHOCTH
PUTOHABMPA KaK MOLUHOTO HMHIHMOMTOpa MeTabonM3Ma, ONOCPEeaOBAHHOIO H30(epMEHTOM
untoxpoma CYP3A. Crenens ycuiaeHus cBsi3aHa ¢ MeTaboIM3MOM COBMECTHO MPUMEHAEMOr0
uHrubuTopa nporeasst BUY u Biamsitus unrubnropa nporeassi BUY Ha MeTabo1i3m PUTOHABHPA.
MakcumanbHoe MHrMOMpOBaHHe MeTabonM3Ma [PU COBMECTHOM NPUMEHEHUH HMHIHOMTOpa
nporeassl BUY, xak npasuio, nocturaercs npu 103e purtonasupa ot 100 mr oams pa3 B CYTKH J10
200 mr aBa pasa B CYTKH, M 3aBUCHT OT COBMECTHO NPUMEHSAEMOro uurnburopa nporeass BUY.
JononuurensHyio  MHGOPMALMIO O  BAMSIHMM PHTOHABMPA Ha  MeTabO MM  COBMCCTHO

npUMEHsieMoro  uHruburopa mnporeasst BUY cm. pasgen «Bsaumojciictie ¢ APYIrUMu
!



NIEKapCTBEHHBIMU CPEACTBAMU», TAKKE CIEAYET 03HAKOMUTBCS ¢ HHCTPYKLIMEH M0 NPUMEHEHHIO
COOTBETCTBYIOLIMX MHTHOUTOPOB npoTeassl BUY.

IIpumenerue PUMOHABUPA 8 KAUECINBE AHMUPEMPOBUPYCHO20 CPEeOCMEd

PutonaBup npeacrasnser co6oit uuruburop acnaprua-nporeas BUU-1 u BUY-2 a1 npuema
BHYTpPb, aKTHBHBIH NenTuaoMumeTHK. Murubuposanue nporeasst BUY npenstersyer paspbiy
noaunpoTenHa-npeawecTseHHuka Gag-Pol, uyro npuoant k oOpaszosannio uactun BHUY ¢
He3penoi Mophonoruer, KoTopble He CHOCOOHbI K MHPHUMPOBAHMIO KICTOK. Putonasip
00/IafaeT CeNeKTHBHLIM CPOACTBOM K mporease BUY u  nposiBaser HE3sHAYMTCIbHYIO
HHIMOMPYIOLLYIO AKTHBHOCTb B OTHOLLUEHMM aCTapTHII-NPOTEasbl Yel0BeKa.

PuronaBup Obin mepeiM MHrMOGMTOpOM nporeasbl (0x06pen B 1996 roay). 2ddekTHBHOCTS
KOTOpPOro Oblja 10Ka3aHa B HCCIEA0BAHMH C KIMHHYECKMMU KOHEYHbIMU Toukamu. OHAKO H3-3a
METabOIMYECKHX HMHIMOMTOPHBIX CBOKMCTB PHUTOHABHMPA €r0  HPUMEHCHHE B  Kauecise
(apMaKOKMHETHYECKOT0  YCHIMTE/IS JAPYIMX MHIMOMTOPOB  HPOTCA3bl  SBIAACTCH  00.1CC
pacnpoCTpaHEHHbIM B KJIMHHMYECKOH npaxktuke (cMm. pasjen «Clocod npumencHus u 103bi»).

Brausnue na IKI°

Wntepsan QTcF ouennBanu B paH10MH3HPOBAHHOM, M1aLeb0- U aKTUBHO - (MOKCH(IOKCALIMH
400 Mr oauH pa3 B [I€Hb) KOHTPOJMPYEMOM IEPEKPECTHOM HCCIEAOBAaHMH y 45 310pOBbIX
B3pocibiX ¢ 10 u3mepennamu B TeyeHue 12 yacos Ha [eus 3. Makcumanshas cpeausis (95 %
BEPXHAs J0BepHTeIbHas rpaHuua) pasiuua B QTcF ot nnauebo cocrasnsiaa 5,5 (7.6) aas 400 mr
2 pasa B CYTKM NPHUMEHEHMS PHUTOHABHUpa. YpoBeHb pUTOHABMpA Ha Jlenb 3 HadIH01a/1CH
npumepHo B 1,5 pasa Beiwie, yeM npu npumeHenun 600 Mr 2 pasza B CYTKHM B CTallHOHAPHOM
coctosinuu. Hu y ogHoro ucnsiryemoro He Habonan0¢ch yBennuenns QTckF 8 reuenue 60.iee
60 Mc ot 6a3oBoit nMHMM MM MHTepBasa QTCF, NpeBbIIAIOIIEr0 NOTEHIMATLHO KIMHUYECKH
3HayuMbIi opor B 500 mc.

HesnauntenbHoe npoaneHue uHrepBana PR Takke oTMeyasoch y MALMEHTOB, MO1y4aBILMX
PUTOHABMP B TOM e HcciaenoBaHuu Ha [lenb 3. Cpeanue uszMeHenus ot 0a30BOMH 1MHMN B
untepsaie PR Bapbuposanucs ot 11,0 10 24,0 mc B 12-4acoBOil MHTCPBAL 110C.IC HPHMCHCH S
n03sl. MakcumanbHblit uHTepBan PR coctasnsn 252 mc, 1 6:10Kaabl cepiila BTOPOi WIlH TPETbei
creneHy He Habmoaanoch (cM. pazaen «Ocobble yKazaHUs»).

Pesucmencmuocmeo

Usonarer BUY-1, pesucrenTHble K pUTOHABUpY, ObUIM BbiACNCHBI iN VItr0O M y nauMeHToB,
NOTy4YaBIIMX TEPANeBTHYECKHE 103bl PUTOHABHPA.

CHMKEHNE aHTUPETPOBUPYCHON AKTUBHOCTH PUTOHABUPA CBS3AHO, 1IPEK/IE BCLIO, ¢ MYTAllMSIMH
npoteassl V82A/F/T/S u 184V. HakoruieHue Apyrux MyTauuii B reHe nporTeassl (B TOM 4HCIIC B
nonoxeuuax 20, 33, 36, 46, 54, 71 u 90) rakxke moxer ClOCOOCTBOBATL PE3UCICHTHOCTH K
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puToHaBupY. [lOCKONBKY HaKanIMBAIOTCS MYTAalMM, CBSI3aHHBIE C PE3HUCTEHTHOCTBIO K
PUTOHABHPY, BOCIPHUMYHMBOCTH JIPYTUM HHIHOMTOpAM MPOTEa3bl MOKET YMEHBIIATHCS HM3-3a
TIEPEKPECTHOH Pe3UCTCHTHOCTH. CIe/1yeT MPOKOHCYILTHPOBATLCS LISl 1101VHCHIIS KOHKPCTHOI
HHDOPMALMK O MyTALMAX POTEA3bl, CBA3AHHBIX C YMEHbIICHHEM PeaKLMK HA J1aHHBIC BEILECTRA
B COOTBETCTBHM € HMHCTPYKLHEH [0 NPUMEHEHHIO APYTMX MHIMOMTOPOB MpOTeasbi WIM
O(hHUMATBHBIMH OOHOBJICHHSIMH.

Dapmarkoounamuieckue KIuHuYeckue OaHHble

Bnusnne putoHaBupa (npH MOHOTEPAIIMM MM B COYCTAHMM C JPYIMMM MPOTHBOBUPYCHBIMM
nperniapatamMu) Ha OMOJOrHUYECKHE MapKepbl aKTMBHOCTH 3a00/1€BAHMS, TAKME KAK KOIHUCCTBO
CD4 knetok u BupycHoit PHK, oleHMBaIMCh B MHOrOUMCIICHHBIX KIAMHHYSCKHX HCCICI0BAHHSAX
¢ yyactueM BUY-unduunpoBanusix nauuesTos.

DapmakokuHemuxa

Bcaceigarue

ABcosoTHas GMO0CTYITHOCTh M CTENeHb BCAChIBAHMS PUTOHABMPA HE YCTAHOBIIEHA, MOCKOJbKY
OTCYTCTBYET JIGKapCTBeHHas (opma s NapeHTepalbHOro BBedeHus. DapMakoKHHETHKA
PHTOHABHpA [PH MHOIOKPATHOM [PUMCHCHUM HC Hatowak Oblsa wu3ydena y BHY-
HHOHUMPOBAHHBIX B3POCIBIX A00POBOJIBLUEB HE HATOWAK. [IpH  MHOFOKPalHOM  I1pHeMe
KYMYJISILIMS PUTOHABHPA HECKOJILKO MEHBILE, YEM PACCYUTAHHAS HA OCHOBAHMM OJHOKPATHOI
A03BI, U 3aBUCUT OT BPEMEHH JIEYCHHS M 10303aBHCHMOrO YBETHYECHHS KaXyLIErocs KJInpeHca
(CVF). bbio o6uapyxeHo, 4To 0CTAaTOYHash KOHLEHTPALMA PUTOHABUPA HEMHOIO YMEHbLLANACH
C TEYCHUEM BPEMEHH, BO3MOKHO, H3-3a HHAYKUMH (EPMEHTOB, OHAKO, CTaOMIM3MPOBATIACh K
OKOHYaHMIO 1BYX Hedeab. Bpems aoctuxkenus makcumanbHoil KoHueHtpaumu (Toa) npu
YBEJIMYEHHH [103bl OCTABA/IOCH MOCTOAHHBIM Ha YPOBHE [IPUMEPHO paBHoM 4 uyacam. TToucuiibiii
KJIMPEHC COCTaB/IsAeT B cpeaHeM meHee 0,1 j1/4 M OTHOCUTCIBHO [HOCTOSHCH [IPH HPHMCHCH I
PasIHyYHbIX 103UPOBOK.

(DapMaKkOKMHETHYECKUE TapaMeTphbl, HaGMoJaeMble C Pa3MYHBIMH CXEMaMM J103MPOBAHHUS

TOJIBKO pPUTOHABHPA, MTOKA3aHbI B TabiuLe HUKe.

Cxema 103MpoBaHNsi pUTOHABHPA
100 mr 100 mr 2 paza 200 mr 200 mr 2 pasa B |600 mr 2 pasa B
| pa3 B CYTKH B (:y'r](p[l 1 pa3 B CYTKH CYTKH CYTKH
Crmax 0,84 £ 0,39 0.89 3413 45+13 11,2+£3.6
(MKr/™Mi1)
Ctrough 0,08 = 0,04 0,22 0,16£0,10 [ 06+02 | 37:26
(MKr/man) i
AUCi2 w24 6,6x24 6,2 20,0+ 5,6 21,92+ 6,48 775 £31,5
(MKreu/M1)




Cxema 103MpoBaHusl PUTOHABUPA
ty; () ~5 ~5 ~4 ~8 ~3t05

CI/F (n/4) 17,2+ 6,6 16,1 10,8 + 3,1 10,0 + 3,2 8,8+3.2

" 3nauennus BbIpakeHsl B BUE FeOMETPHYECKHX 3HaueHui. [Ipumenanue: puronasup BBoMIN
1noce eIbl U1l BCeX MepeyncIeHHbIX CXeM.

Bausanue nuwu na nepopanvbnoe scacwiganue

Ilpy npumenenun npenapata Bo Bpems npuema (i IPOHCXOAMT HEOOJIbUIOE CHHAKCHIME
OHonOCTYNMHOCTH TabIeTOK PUTOHABHPA

Pacnpedenenue

Kaxymuitcs o6bem pacnpeaeneuns (Va/F) pUTOHaBMpa coctasiser npumepho 20-40 1 nociie
OAHOKpaTHOH 103bl 600 Mmr. Cs3biBaHME PHTOHABMPA C OejKAMM 11/1a3Mbl y ues0BeKa
cocTaBiseT 0koio 98-99% u sBASETCA NOCTOAHHBIM B AMANA3OHe KOHUeHTpaumii 1.0
100 MKr/m1. PUTOHABHD CBSA3bIBACTCS Kak C ajlbha | -KHCIIbIM FIMKONPOTCHAOM HeitoBeka (AAG).
TaK M C anbOYMHHOM CbIBOPOTKM KpoBM uernoBeka (HSA) o cpaBHMTEIBIO OAMHAKOBbIM
CPOJICTBOM.

HcenenoBanms pacnpenenenus B Tkausx ¢ '*C-MeueHBIM pHTOHABHPOM Y KpbIC [10Ka3aJH, 4TO
B MEYCHH, HAANMOYECUHHKAX, MOKENYJIOUHON jKenede, MNOYKAX M IUMTOBMIAHON Kenese
copepkarcs HauOOIbUIME KOHUGHTPAUMM puUTOHaBMPA. COOTHOWICHME —PACIPE/ICICHUS
TKaHb/1/1a3Ma, U3MEPEHHOE B AMMPATUUECKUX Y371aX KPbIC, COCTABIAET NPHOAM3IHTEIbHO | 1
NPEANoIaraeT, 4YT0 pPHUTOHABUP PACIPOCTPAHACTCS B TKAHM JIMMDATHUECKOH CHCTEMbI.
PuToHaBUp MHHMMAJIBHO POHUKACT B MO3T".

Memabonusm

bbis10 0TMeu€HO, YTO PHTOHABMD MHTEHCHBHO METaBOIM3NPYETCS ¢ yuacTHeM uuroxpoma P450
MEYCHH, B OCHOBHOM, C y4yacTueM u3odepmenta uuroxpoma CYP3A u, B McHbIUCH CTENCHH,
CYP2D6. UccnenoBanus Ha JKMBOTHbIX, a TAKKe IKCIEPHMMEHTBI iN Vitro ¢ MHKPOCOMaMH
NEYCHHU YC/IOBEKA M10KA3AIH, YTO PHTOHABUP B MEPBYIO 0YCPE/1b MOABCPralics OKUCINTCILHOMY
mMeTaboau3my.

Y 4enoseka HaiizieHo 4 MeraGonnta purToHaBMpa. OCHOBHBIM SBJSETCH OKMCIAMTEIbHbIIL
MeTaboIHT M30mpOnuATHa30 (M-2), MPOTHBOBHPYCHAS AKTHBHOCTH KOTOPOIO OJAMHAKOBA C
ucxoaHbiM coeauHenuem. Onnako AUC merabonura M-2 cocrasasier Bcero 3 % or AUC
CaMOro MCXOHOIO COeAMHEHHUS.

Huskue 103bI PUTOHaBHPAa OKa3bIBAIOT CHIILHOC BIMSHMC Ha (DAPMAKOKHHCTHKY JPYIHX
MHIMOMTOPOB Mnpoteassl (M JAPYrux BeulecTs, MeTabonusupyembix CYP3A4), a pyrue
MHTHOMTOPBI MPOTEa3bl TAKXKE MOTYT BIMATL Ha (PAPMAKOKMHETHKY PUTOHABMPA (CM. pasici

«B3anmopeicTaue ¢ ApYrumu J1eKapCTBEHHbIMU CPEICTBAMMY),




Buigeoerue

HccnenoBanns yenoBeka ¢ paiMoakTHBHO MEUYEHBIM PUTOHABUPOM TOKA3a/IH, YTO PHTOHABHPA
BBIBOJIMTCS, I'TaBHBIM 00pa3oM, uyepes renatobHINHapHyl0 CHCTeMy: HpHOaM3MTCIbHo 86 %
PalMOAKTHBHOH METKH OblIO BbIAENEHO M3 Kajid, 4acTh KOTOPOil, BEPOATHO, COOTBEICTRYC
HeabCopOHPOBAHHOMY PUTOHABMPOM. B 3THX HCC/Ie10BAHMAX BbIBEICHUE YEPE3 [TOUKH HE ObLIO
0OHAapy)Xe€HO KakK OCHOBHOH Croco0 BbIBeJeHHS PHTOHABHPA. DJTO COOTBETCTBOBAIO
Ha0JII0/IEHHAM B UCCIIEIOBAHUSAX HA KUBOTHbIX.

Ocobvie 2pynnvt nayuenmos

Jlemu

YcraHoBieHHble (hapMaKOKMHETHYECKHE MapaMeTpbl PUTOHABMPA ObLIM OLECHEHbI Yy JleTell ¢
BUY-undexumeit crapue 2 et, nosyuasiinx 103s1 ot 250 mMr/m? 10 400 Mr/m? s18a pasa B cyTKiL.
KoHuenTpauus putonasupa B KpoBu nocsie npuema 103 ot 350 mr/ m? 10 400 mr/ m* 21Ba pasa B
CYTKH Yy JeTeH CpaBHMMa C KOHIEHTpalMell PUTOHABHPA y B3POCIbIX, MPUHUMABIIMX 600 MK
(ox0110 330 Mr/m?) 1Ba pasa B CYTKH.

Bo Bcex rpynnax 103 knupesc npu nepopaibHoM npueme putonasupa (CL/F/m?) 6bia
npuMepHo B 1,5-1,7 pa3 6bicTpee y nereii crapiue 2 JeT, 4eM Y B3pOCIbIX.

CrabuibHble (apMaKOKHHETHYECKHE MApaMeTpbl PUTOHABMPA OleHMBAIN y eteil ¢ BIHY-
undexuuneir Mnamme 2 e, noayyaBwmux 103l ot 350 mMr/m? 10 450 mr/m® aBa pasa B CYTKM.
KoHuenTpauuu putoHaBupa B 5TOM HCCIEA0OBAHMH ObUIM OueHb BapHabesbHbl M HECKONbKO
HHOKE, YeM y B3pOCibIX, noayyasuux 600 mr (npubausutenso 330 mr/m?) 1Ba pasa B CyTKH.
Bo Beex rpynnax 103 kmupenc puronasupa (CL/F/M?) yMeHbIIaCs ¢ BO3PACTOM CO CPeIHNMHU
3Hauenusamu 9,0 1/u/m? y nereii B Bo3pacte 10 3 Mecsues, 7,8 1/u/m? y Aereit B BO3pacte ot 3 j10
6 mecsues 1 4,4 n/u/M* y neteii B Bozpacte ot 6 710 24 MecsLes.

Tayuenmsr nosxcunozo eozpacma

Putonasup B mnasme kposu y nauuentoB 50-70 ser npu npumesenuu B 03¢ 100 mi B
COYETaHHH C JIONMMHABUPOM MM B Gosiee BBICOKMX /103aX, HO 6e3 uHrubuTopos nporeassl BUY
HE OTJIMYAeTCs OT TAKOBOH y MauMeHToB DoJsiee M0JI0/10r0 BO3pacTa.

[Tayuenmu! ¢ napywenuem ghynxkyuu nouvex

DapMakOKMHETHYECKHE MapaMeTpbl PUTOHABUPA HE M3YYECHBI Y MALMEHTOB C HAPYLICHUAMH
¢Gynxuun noyex. OAHAKO, MOCKOIBKY MOYEUHbIH KIMPEHC PUTOHABUPA O4EHb Masl, HUKAKHX
M3MeHeHHH 0611ero KIMpeHca Tesla He 0/KH/IaeTCs Y MAUHEHTOB C HapylueHusMu QYHKIMM
TNoYex.

[Tayuenmet ¢ napywenuem @ynxyuu nevenu

[lociie MHOTOKpaTHOrO 103MPOBaHMA PHTOHABHMPA 370POBbIM 106poBobLUamM (500 mr 2 pasa B
CYTKM) ¥ MALMEHTAM C JIETKUMH MJIM YMEPEHHBIMH HapylEeHUsAMU QYHKLUMM eueHH (knace A u
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B no wkane Yaiina-Isio, 400 mr 2 pasa B CYTKH) PUTOHABUP TOC/E HOPMATH3ALMM J103b] He

Dbl CylLECTBEHHO Pa3UYeH MEKIY ITHMH ABYMS IPYIIIAMH.

[Tokasanus k npumenenuio

Jleuerne BUY-1 nndexumn (y B3pOC/IBIX M JIeTeH cTapuue 3 n1eT) B cocrase KOMOMHUPOBaAIHHOI

TEPAIHH.

IIporuBonokazanus

* VYCTaHOB/NEHHAs MOBBILEHHAS YyBCTBHTEIbHOCTD K PHTOHABMPY HaM 0DOMY pyromy
KOMIIOHEHTY Mpenapara.

* Ecau puronasup npumensercs B kauecrse apmakokuHEeTHUCCKOIO yen e s APYIHX
MHIHOMTOPOB mpoteassl BUY neobxo01mMmo YUUTBIBATE HHOOPMALIMIO, COACPKAUIVIOCH B
MHCTPYKLHAX 10 MPUMEHEHHIO COOTBETCTBYIOMIMX MHIHOMTOPOB npoTeassl BUY.

* PuronaBup mporuBOmOKazaH B KauecTBe (bapmakoKMHETHYECKOrO  yCHIMTeNs  Wim
aHTHPETPOBUPYCHOTO Npenapara y MaUMEHTOB C JEKOMIICHCHPOBAHHBLIM 3a00JeBaHUEM
MeYeHH.

* [Ilepuon rpynxoro BekapmiumuBanus.

* Jlerckuit Bospacr 10 3 ser.

* B uccnenosanuax in vitro u in vivo 6bi0 yeranosieno, uro PHTOHABHD ABISCTCH MOLULHBIM
MHIHOMTOPOM MeTabo/aMYecKUX peakiiuii, onocpeayemslx CYP3A u CYP2D6. Huxke
MEPEUUCACHEL  JICKAPCTBEHHbIC MPENApaThl, NPUMEHEHHE KOTOPHIX OIHOBPEMEHHO ¢
PHTOHABMPOM IPOTHBOMOKa3aHO. Eciau He yka3aHo MHOE, TO 9TM [POTHBONOKA3AHMS
OCHOBAHbl Ha MHIMUOMpYIOWIEM JCHCTBHH PHTOHABMpPa Ha METabOMM3M O/IHOBPCMECHHO
MPUMEHACMBIX JICKApCTBEHHbIX npenapatos. Murubupyiowee aeiictane conposoxkiaercs
TTOBBILLICHHEM YPOBHS CHCTEMHON JKCIIO3MUMH M PHCKA PA3BUTHUS KIAMHHUCCKH 3HAYMMBIX
N0OOYHBIX IPPEKTOB yKa3aHHBIX TCKAPCTBCHHBIX 1npenaparos.

Mozyinupyiolee AeHCTBHE PUTOHABHPA HA AKTHBHOCTH (epMEeHTOB 3aBUCMT OT J103bl.

[IpoTHBOMOKA3aHMS K NPUMEHEHHIO HEKOTOPBIX JICKapCTBEHHBIX IIPENapaToB OJHOBPEMEHHO

PMTOHABHPOM 0oJlee akTyaslbHbI /U1 PUTOHABUPA B KAYECTBE AHTHPETPOBUPYCHOrO Npenapara,

a He (PapMaKOKMHETHYECKOr0 YCHINTEA (Hanpumep, JUls pudabyTHHa U BOPHKOHA301a):

Knace rekapersennnix ) i
IlpeacraBuresn kiacca ObocnoBanue
npenapaTos |
[loBbIeHHe MK CHIZKEHHE YPOBHS 0HOBPEMEHHO NIPHMEHSIEMOT0 JIEKAPCTBEHHOI 0 lIpenapata
AHTaroOHUCTBI Andy3o3un [Tosbiwenue koHueHTpaunn andyy3osiua B |
- aAPEHOPELENTOPOB 71a3Me, HTO CBA3AHO C PHCKOM TMIOTOHMM |
BBICOKOH CTEICHH THKECTH (CM.  pasies
«B3aumoseiictue c APYIruMu
7I€KaPCTBEHHBIMH CPEACTBAMM )
O6es6onuBaioume [Ternann, [ToBbrenne  koHueHTpauun Hopneruamia,
npenaparsl THPOKCHKAM, MHPOKCHKaMa M nponokcudeHa B Iu1azme
nponokcugex KpoBH. Bospactaer puck 1siAenoro yruerenis |

4]



Kaace nekapersennbix
npenaparos

[IpeacraBurenn kaacca

Ob6ocHoBanue

AbIXaHHUsA, reMaToJOIMYECKHX OTKIOHEHUI H
APYTUX CEPLE3HBIX HEMXKeIaTeIbHbIX ABJICHHIH,
CBOMCTBEHHBIX ITHM [ipenaparam

AHTHaHIMHANbHbIC
npenaparsi

Panonasun

[ToBbilieHne KOHUEHTpauMK paHojasuHa B
niaasme MoXKeT MOBBICHTh pHcK

BO3HUKHOBCHHMS  CCPLC3HLIX W (Mim) |
YIPOKQOUINX KM3HM peakumnit (cm. pasicn |

«Bsaumoeiictane c APYIHMM
JIEKAPCTBEHHBIMHU CPE/ICTBAMMY)

[IpotuBoonyxonessie
npenaparsi

Beneroknakc

[ToBblleHHe KOHUEHTPALMH BEHETOKIaKea B
[1a3Me KPOBH. YBe/IMYCHHE PUCKA Pa3BUTHS

CHHJIpOMa JTH3uca OITYyXOJIH B HAvas1e 1eyeHus |

H Ha NPOTSIKCHMM (Pasbl THIPOBAHUS 036
(cm. pasaen «Bsaumoseiictaue ¢ apyriam
ICKAPCTBCHHBIMHU CPE/ICTBAMIY)

Hepatunu6

[Tosbiwenue KoHueHTpaUMi HepatuinGa 8

[1asMe.  YBEAMYMBACTCH  PUCK  Pa3sBHTM
CEPLE3HBIX  M/WIIM  OMACHBIX  JUIS  KH3HH
HEKENATCALHLIX  peakuuit  (cM.  pasien
«B3aumoeiicraue (& ApYruMu
JIEKAPCTBEHHBIMU CPEACTBAMHY)

Ananyramun

AnanyTamul ABIS€TCS yMEPEHHbIM/CHIbHBIM
uHAyKTOpoM wu3odepmenta CYP3A4, uro
MOXET MPHUBECTH K CHWKeHUI0 s(dekra
PHTOHaBHpPAa M NOTCHUMAILHOH  noTepe
BHpycosioruyeckoro orsera. Kpome toro,
MOBbILIEHUE KOHUEHTPAUMM anajlytamMuia 8

IJ1a3Me KPOBH MOXKET [IPHBCCTH K CCPLL3HBIM |

HCKCIIATC/IbHBIM  SBJICHUAM, B TOM YHC.IC
cyaoporam (cm. pasaen «Bsaumoneiicrsue ¢
APYTUMMU JICKAPCTBCHHBIMH CPEICTBAMMY ).

AHTHapUTMHYECKHE
npernaparsi

AMHO1aPOH,
Genpuam,
APOHEIAPOH,
SHKaHHU],
dbaekantunz,
nponadeHoH,
XHHUMH

[loBblieHne KOHLEHTpaLUMy aMHoJapoHa,
Oenpuamia,  ApoHesapoHa,  IHKaMHMIA,
¢rekannnaa, nponadenona M XUHUAMHA B
nnasme kposu. Ilpu 3TOM BO3pacTaer puck
APUTMHH " APYTuX CePbE3HbIX
HEXKEJIATEeJIbHbIX  SABNCHMH, CBOHCTBEHHBIX
ITHUM lIpenaparam -

AHTHOMOTHKH

Dy3unosas kuciora

[osblenne  konueHTpaunn  Qy3i1080i
KHCII0ThI H DUTOHABUPA B 11-1A3ME KPOBI!

ITporuBorpubkoBbIC
npenaparsbi

Bopukonazosn

[Ipumenenne puronasupa (400 mr 2 pasa s
Cyrku M 60/€e)  OAHOBPEMCHHO ¢
BOPHKOHA30/I0M NPOTHBONOKA3aHO B CBS3M
co CHH)XKEHHEM KOHLEHTPaLHK
BOPHKOHa30/1a B IUla3M€ KpPOBM H
BO3MOXHBIM CHHIKEHHEM ero
TepaneBTH4Yeckoro sddexra (cMm. pasnen
«B3aumoteiictsue c JAPYI'HMH
JIEKAPCTBEHHbIMU CPEACTBAMM»)

AHTHUIHCTaMHHHbIE
npenaparbl

Actemuson,
TepdeHaanu

[ToBblienue KoHUEHTPAaUMK acTeMM30a W
TeppenHaanHa B rtame kposu. Bospacract
PHCK PASBHTHS CEPLE3HBIX APHTMUIL

[TpotuBononarpuyeckue
npenaparsi

Konxuuun

Bosmoxio PASBHTHE CePLC3IbIX M (HIIH)
YIPOXKAKOLINX KH3HH PCAKUHH Y 1HALUMCHTOB
C HapyweHHUAMH (YHKUMH 104eK M (1)

-



Kunace ekapersennbix
npenaparos

[IpeacraBurenn kaacca

Ob6ocHoBauue

.
neyeHu (cm. pasiennl «Ocobble yKasaHns» i

«B3anmo,1eiictrie ¢
JICKAPCTBCHHBIMH CPCICTBAMH»)

JPYIHMB

AHTHMHKODaKTEpHaA/IbHbIC
npenaparsi

Pucabyrun

| QJapmuxoxnnc THYCCKOTO

[pumenenne putonasupa (500 mi 2 pa a8
CYTKH) B Ka4yeCTBE aAHTUPETPOBUPYCHOIO
fpenapara OAHOBPEMEHHO ¢ pHabyTuHoMm
MPOTUBOINOKA3aHO B CBA3M C MOBbILLCHUEM
KOHLEHTpauun pudalbyTiHa B ChIBOPOTKE
KPOBH M PUCKOM Pa3BUTHS HEXKeE/aTebLHbIX
peakumii, BKIOYAas yBEHT (CM. paser
«Ocobble  ykazauus»). Pekomeniatmun no
MPHMEHCHHUIO  PHTOHABHPA B KauyeCIBe
yCHanens
O/IHOBPEMEHHO ¢ pU(ADY IHIOM HPHBC b
B pasiacie «Bsaumoaeitcrsue ¢ apyrumu
JIEKAPCTBEHHBIMH CPE/ICTBAMM»

AHTUIICHXOTHKH/
HEHPOJIeNTHKH

Jlypasunon

[ToBbiuieHne KOHUEHTPAUMK JypasnaoHa B
M1asMe KpPOBM MOXKET [OBBICHTb PHCK
BO3HMKHOBEHHMS  CEPbE3HbIX M (HJM)
YrPOXKAIOWIKNX KU3HU peakuuit (cM. pasaen
«B3aumoneiicteue c JPYTruMH
JICKaPCTBEHHBIMH CPC/ICTBAMM»)

Krnosanus,
MUMO3H/1

nOBbIUJCHHC KOHUCHTpAalMK  KI03dmHa ¢
MUMO3H/1a B nz1asme Kposu. Bospactaer puck
Pa3sBUTHA  CCPLE3HBIX  I'CMATONOIHYCCKHX
OTKJIOHEHHMH M APYrHX CEPbE3HbIX 0004 HbIX
3¢ dexToB 3THX npenapartos

Kseruanuu

[ToBbllIeHHE KOHUEHTPAUMH KBCTHAIIMHA B
N71a3Me  MOXKET  HPUBECTH K KOME.
[TpuMeHeHe PUTOHABHPA O HOBPEMEHHO ¢
KBCTHAIIMHOM [1POTHBOIOKA3AHO (CM. pasie:
«B3aumoieiictsue c APYrUMi
JIEKAPCTBEHHBIMU CPEACTBAMMY)

ITpousBoHbIE
AJIKAJION10B
CIIOPbIHbH

Jluruaposproramu,
9PrOHOBHH,
IProTaMmH,
METHIIIPrOHOBHH

[Tosbiuienue KOHUEHTPAIMH TPOUIBOTHBIX
AIKUIONI0B CHOPbIHBLI B 111a3MC BCICT K
OCTPLIM TOKCHYCCKUM HPdeKiam, BKIOYas
BA30CIa3M H MILIEMHIO

CTHMyYIATOPBI MOTOPHKH
KKT

Huzanpun

[loBbllueHne KOHUEHTpaUMM UM3anpuaa B
nnasMe kposu. Bospacraer puck passutus
CEPbE3HBIX aDUTMHUH

Wuruburops! peaykrassl
['MI'-KoA

JloBacTaTuh,
CHMBACTaTHH

[ToBbIlIEHHE KOHUEHTPAlMM 10BACTATHHA U
CHMBACTATHHA B IJIa3Me KPOBH, 4TO BE/ICT K
MOBbILIEHHUI) PHCKA MHONATHI, BK/IKYAs
pad10MHO/IH3 (cwm. pasiaen
«B3aumozeiicrsue c APYIHMH
JICKAPCTBEHHBIMM CPEACTBAMMY)

|

|

Wuruburop

MHKPOCOMAaIBLHOTO OeJiKa-

[IepeHOCYHKa
MTJIMLEPUIOB

Jlomuranua

[ToBblieHHe KOHUCHTpPAIHH JIOMHTANKH/1A B
njaasme KpPOBH (cMm. pasien
«B3aumozeiicrsue C JAPYIHMH
JIEKAPCTBEHHBIMH CPE/ICTBAMMUY)

Huruburopst
docdoanscrepass 5-ro
THIA

ABaHadun

[loBbienne KOHUEHTpauuu aBaHaduia B
nnasme (em. pasaessl «Ocobbie yKazaHusi» 1
«Bzaumoneiictaue c JIPYTHMH
NICKapCTBEHHBIMHU CPEJACTBAMMY)

Cunaenadui

flpo’rusonom‘;uu' TOJBKO 1pH




Kunace nexapersennbix

npenapaton [IpeacraBurenn knacca O6ocHoBaHHe

HCMONb30BAHUK U1 JIEYEHMS  J1€rOYHOMN
apTepHanbHoi FHIIEPTEH MK (JIAT).
[ToBbluieHme KoHUeHTPaLIH cuiacHaduIa B i
naasme kposu. Bospacraer BepostHoCTh |
pa3BUTHS HEXKeJ1aTebHbIX ABJIEHUH,
CBA3AHHBIX C MPUMEHEHHEM CcHieHaduna,
BKJIIOYAs  TMIIOTEH3MI0O W OOMOpOKH.
Vkazanuus 1o O/IHOBPEMEHHOMY
[IPUMCHEHHIO CHILICHADUIa YV 1TALUNMCHTOB ¢
IPEKTHILHON JMCYHKIMEH cM. B pasieiiax
«Ocobble yxkasanua» u «Bianmoseiicrame ¢
APYUMMH JICKAPCTBCHHBIMIt CPCICTBAMMY
Bapaenadun [loBbiwenne KoHUeHTpauMy BapieHadiia
naasme (cM. pasjeibt «Ocobble ykasanus» u
«Bsaumoneiictaue c JAPYTHMH
JIEKAPCTBEHHBIMHU CPEICTBAMMY)

CenatusHble u Knopasenar, [ToBbllienne  KoHUEHTpauMK Kiaopasenata,
CHOTBOpHbIE Mpenaparhl AMasenam, AWasenama,  scTtasonama,  ¢uypasenama,

5CTa3o/iaMm, NpeHA3HAYCHHBIX  [UIS  [pMeMa  BHYTPb
duypaszenam, MHIa30/1aMa M TpHa3olama B MU1a3Me KPOBM.
npe/iHa3HauYeHHbIE /1S Bospacraer puck u3bbITounoii coHnMBOCTH M
[pHemMa BHYTPb YrHeTeHHs abiXxaHus. Ocolble ykazanus no
MHJ1a30/1aM ¥ TPHA30/1aM | MHIA30/1aMYy,  BBOIMMOMY  [TAPEHTEPAIbHO.
cM. B pasiene «B3aumoaeiictane ¢ apyrusu
JICKAPCTBCHHBIMHU CPEACTBAM»

Cuuzkenue ypoBHsi pHTOHABHPA

Pacturenbhbie 3Bepoboii
JIEKapCTBEHHbIE Npenaparos, coaepKaumx 3BepoboH
npenapars (Hypericum perforatum), oanospemenno ¢

anMCHCHHe PACTUTE/IBHBIX JIEKAPCTBEHHbIX

PHTOHABMPOM [IPOTHBOINOKA3aHO B CBH3M C
pPHUCKOM CHHIKECHUS KOHIUCHTPALMH
pUTOHaBMpa B I1uasme W ociabieHus ero
KAnHU4Yeckux  HhdextoB  (cm.  pasnen
«B3anmoneiictue C APYrUMH
JeKapci BCHHblMHEPL‘.’lC IBaAMM»)

C ocTopokHOCTBIO

["enartur;

ApyTHE CONMYTCTBYIOLME 3a00/1€BAHMUS [1€YEHH;

TMOBBIIICHHE AKTUBHOCTH «I1€YEHOYHBIX» ()EPMEHTOB;

NeYEeHOYHAs HEI0CTATOYHOCTDb CPEIHEH CTENEHH TSIKECTH;

TSKeNas CTeNeHb MeYeHOYHOH HemocTaToyHoCTH (Kiace C no wkane Yaita-Isio) Ges
NIPU3HAKOB  JCKOMICHCAUMK  (NIPM  NPUMEHCHWM  PUTOHABMPpZ B KAuCCTBC
(hapMaKOKMHETHYECKOrO yCHanTes);

MAUMEHTbl € OPraHMYECKMMM 3a00JCBAHMAMM CEPALA, M CYWECTBYIOUIMMH  panee
paccTpOHCTBAMM MPOBOASIIEH CHCTEMbI CEpALA MM  NALMEHTbI, NPUHUMAIOLILHE
lipenapatsl, yAnMHsAOmMe HHTepBai PR (Takue Kak Bepanamuil UM atasaHaBup);

COBMECTHOC [IPUMEHEHHE HE PEKOMEHAYETCS CO CICAYIOUIHMH npenapatamMmu (cM. pas/aciibl
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«Ocobble ykazauus» u «B3aumoneiicTsue ¢ ApYTHMH JIEKapCTBEHHBIMU CPEICTBAMMY):
(ocamnpenasupom (103b1 puTOHaBHpa Bbiwe, Yem 100 Mr 2 pasa B cyTkn), ataanasupow,
uHaHHaBUPOM (800 Mr 2 pasa B CYTKH COBMECTHO ¢ putonasuposm 100 mr 2 pasa 8 cviki),
pHBapoKcabaHOM, BOpanakcapoM, —cajiMerepo:IoM, PHOLMIYATOM,  CHMEIPEBHPOAL.
bayTHkasoHa POIHOHATOM, OyaecoHu10M, TPHAMUHHOI0HOM,
riekanpesupom/nudpentaceupom. Ciefyer NpUMeHSTh ¢ OCTOPOXHOCTBIO €O
Cleayroummu npenapatamu (cMm. pasaen «Ocobble ykasanus» u «Biaumoneiicrame ¢
APYTMMH JICKAPCTBCHHBIMM CPEICTBAMIY): aaTMHUGOM, UEPHTHHUOOM, TPA3010HOM,
/INpasoaMOoM, IMFOKCHHOM, CHILICHA(QUIIOM H Taianaduiom (L1 JeUeHs IPEKTH b O
AMCHYHKIMM), MHAA301aMOM (11pH MAPEHTEPAILHOM [IDUMCHEHUH), aTOPBACTATHHOM,
PO3YBaCTaTHHOM, KeTOKOHa3on0M. CreayeT M3berate COBMECTHOIO HPUMEHCHIS CO
CACAyOlMMH npenapataMu (cM. paszeibl «Ocobble ykaszauus» u «B3aumoneiicTsue ¢
APYTHMH JIEKaPCTBEHHBIMU CPE/ICTBAMMY): GeIaKBUIMHOM, aBeMaLMKIHOOM.
Ilpumenenue npu GepemennocTn u B nepuos IPYAHOI0 BCKaPpMJIMBAHMS
bepemennocms
Bombwoe konnuectBo GepemenHbIX keHumH (6100 CIlyHacB POKICHUA KHMBOIO pedeHKa)
[OTy4alnn PUTOHABHP BO BpeMs OepemeHHOCTH; M3 HUX B 2800 Cayuasx pokIACHMS KIHBOIO
peOeHKa KEHLUMHBI MOJTY4ald MPenapaT B [epBoM Tpumectpe. B GosbummherBe 910 coyuan
MPUMEHEHHS PUTOHABHMPA B COCTaBE KOMOMHHPOBAHHOI TEPANMH U B HETEPANEBTHYECKHMX 103X,
TO €CTh B 60JIee HU3KMX /103aX B KA4ecTBe (hapMaKOKHHETHHECKOrO YCHINTEs 118 apyrux HUI1.
OTH JJaHHbIC T0KA3bIBAIOT OTCYTCTBUC MOBBILCHUS YaCTOTbI MOPOKOB Pa3BUTHS OTHOCHTEILHO
HacTOThI, 3apPErHCTPUPOBAHHOH CHCTEMaMH MOHMTOPHHIA [IOPOKOB PA3BMTHS B [ONYIALNM.
Pe3ynbTaThl HCCIe10BAHUI Y SKHBOTHBIX YKA3bIBAIOT HA HATHUME PENpOAYKTUBHOH TOKCHUYHOCTH,
B uccie10BanuaX Ha KMBOTHBIX PErucTpHpOBAINCEH clydan IMOpHOPETANbLHON TOKCHYHOCTH
npenapara y Kpbic (paHHss pe3opOuns KOCTHOM TKaHHM, CHUKEHHE MacChl Te/a /1014, 3a/1epKKa
OCCH(DMKALMK M IPYTHE OTKIOHEHHS B PA3BUTHHM) IPOMCXOIMIIA MpH 103aX, [PUMEHACMBIX Y
OepemeHHbIX KpbIC 75 MI/KI/CyT (CpeaHsis KOHLUEHTPALMS B M1a3Me KpoBu 45 Mkrxu/mi). Takxe
Hab.I01a710Ch He3HAYNTEIILHOE yBeMyeHMe 3a60/1eBaeMOCTH KPHIITOPXH3MOM Y KPbIC MPH /103aX
35 mr/kr/cyT (34 Mkrxu/mn).
B nccnenoBanmnax Ha KMBOTHBIX PErHCTPHPOBATHCH Ciyuan IMOpHOGETAILHON TOKCHUHOCTH
npenapara y KpOJHKOB (pe3opOums KOCTHOH TKaHM, yMEHbLICHHE HHCICHHOCTH MoMeTa M
YMCHBLICHHE MacChl Tela I10[1a) MPOMCXOAMAA [PH [103aX, MPHHUMAEMBIX OepeMeHHbIMH
kponukamu 110 mr/kr/cyT (34 Mxrxu/mn).
B cBs3u ¢ Tem, 4TO MCCle10BaHMA PenpoOaYKTHBHOM (YHKLMHM JKMBOTHBIX HE BCEIIa MOKHO

IKCTPAroNMpoBaTh Ha JIIOACH, PUTOHABUP NMPH GEPEMEHHOCTH BO3IMOKHO NPUHMMATH TOJILKO B
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TOM Cilytae, ec/iv npeanonaraeMas nosb3a s MaTepH NMPEBOCXOANT MOTEHUHATbHBINH PUCK 1S
mioaa.

I'pyonoe eckapmausanue

CylecTBYIOT OrpaHHYeHHbIE JIMTEPATYPHbIC AAHHbIE O BbIACICHUM PUTOHABUPA C IPYIHbLIM
MosIokoM. OTCyTCTBYeT MH(OPMALMS O BIAMAHMM DUTOHABUPA HA JIeTeil, HAXOAALMXCH Ha
TPYIHOM  BCKAapMIIMBAaHWM, WIIM BIMSHHM [penapata Ha BbIpaloTKy Mosoka. Bsuay
NOTEHLHMANLHOTO pucka nepeaayn BUY BUY-otpuuatenbubiM MiiaieHIaM 1 pasBuTs BUPYCHOI
PE3UCTEHTHOCTH y BUY-NONOKHTEIBHBIX MIIQICHLUEB, @ TAKKC CCPbCIHBIX HOKCIATCIbHbIX
peakKLMii y 1eTeH, HaXOAALIMXCS HA FPYAHOM BCKAPMIMBAHMM, rpyasoe sekapsimsatme BIHY-
HHQHULMPOBAHHBIMHU JKEHILMHAMHU [IPOTHBOIOKA3AHO.

Depmunvrocne

JlaHHble 0 BIMSAHUM PUTOHABMPA HA (PEPTHILHOCTH YeIOBEKA OTCYTCTBYIOT. B ccienoBanmsx y
KHBOTHBIX HEOJIArONPUATHOTO BIMAHUS PUTOHABUPA HA (DEPTHIBHOCTb HE OTMEYaJIOCh.

Cnoco® npumMeHeHUst H 103bl

BHyTpb BO Bpemst ejibl.

TabneTkn HEOOGXOAMMO MPOIIATHIBATL LEJINKOM, MX HEIb3% PAaBKCBBIBATb, PA3IAMbIBATH H.IH
M3MEebYaTh.

llpumenenue pumonasupa 6 Kauecmee hapMaKoKuHeMuecKo20 YCuIume,is

[Ipn Ha3HAYeHHH CHIKEHHBIX 103 PUTOHABMPA B KOMOMHALIMH C APYTUMH HHTHOHTOPaMH MPOTeas
BUY  (nmanpumep, B  ciydasx, KOIAa DHUTOHABMP  MCIOAB3YeTCH B KauyecTse
(hapMaKOKHHETHYECKOTO YCHIIMTEIS APYriX HHIrMGUTOpoB npoteas BUY) cieayer, B ToM 4mcie
PYKOBOACTBOBATLCA MH(POPMaLIMEH, CoACPKALLEHCS B HHCTPYKLMAX 110 IPUMEHEHHIO W J1aHHbIMH
KIMHUYECKHX MCCIIEI0BAHMH COOTBETCTBYIOIMX MHIHOUTOpOB npoteas BUY. [Mepeuncientibie
HIKE MHTMOMTOPBI npoTeassl BUY-1 paspelucHbl K IpUMeHeHMIO B KOMOMHALINK ¢ PUTOHABHPOM
B KauecTBe (apMaKOKMHETHYECKOrO YCHIIUTES.

B3pocible

Ammnpenasup 600 Mr 1Ba pa3a B cyTku ¢ putoHasupom 100 Mr 1Ba pa3a B CyTKH.

Atazanasup 300 Mr oauH pa3 B CyTKM ¢ puTOHaBHpoM 100 MI 0JMH pa3 B CYTKH.
®ocamnpenasup 700 Mr aBa pasa B cyTku ¢ putoHaBupom 100 Mr 1Ba pasa B CyTKH.
Jlonunasup/putonasup (komGunuposantas Gopma) 400 mr/100 mr uan 800 mr/200 mr.
CaxBunaBup (y NaUMEHTOB, KOTOPbIE paHee MOJy4aln aHTUPETPOBMPYCHYIO Teparinio): 1000 mi
ABa pasza B CyTKH ¢ puToHaBupoM 100 mr j1Ba pa3za B CyTKH.

CakBunaBup (y MauMeHTOB, KOTOPbIE paHee He MOJY4aln AHTUPETPOBMPYCHYIO TEPAIHIo):
cakBuHaBup 500 Mr aBa pa3a B cyTku ¢ putoHaBupom 100 Mr 1Ba pa3a B CyTKH B TCUCHHE [1EPBbIX

7 nueit, 3atem cakBuHasup 1000 mr aBa pasa B cyTku ¢ putonasupom 100 mr asa pasa B CyTKH.



Tunpanasup 500 mMr 8a pasa B cyTku ¢ putoHasnupom 200 Mr 1Ba pasa B CyTKH (TMnpanaBup B
KOMOHHALMK C PATOHABUPOM HE CIIE1YeT PUMEHATH Y NALMEHTOB, KOTOPbIE PAHEE HE [10:1y4a I
AHTHPETPOBHPYCHYIO TEPAIHIO).

Jlapynasup (y nauneHToB, KOTOpbIE paHee 1ojy4ain aHTHPETPOBHUPYCHYIO Tepaiiiio): 600 i 18a
paza B CyTkH ¢ purtoHasupom 100 mr aBa pasa B C)"TKH. Taxxe BO3MOKHO npuUMeHeHHe
napynasupa 800 Mr oauH pa3s B cyTku ¢ putoHaBupoM 100 Mr onu pas B cytku. [l nonyuenns
bonee nmoapo6Holi MHGpOpMaLMK, BKIIOYAA NPUMEHEHHE Npenapata OIMH Pa3 B CyTKM y
[MALKEHTOB, KOTOPbIC paHee MPUMEHSIM aHTUPETPOBUPYCHYIO TCPAIIUIO, CIICAYCT BHUMATCILHO
M3YYHTh MHCTPYKLMIO MO PUMEHEHUIO 1apyHaBHPa.

JapyHaBup (y naluneHTOB, KOTOpPbIE paHee He MoJyqaid aHTUPETPOBUPYCHYIO Tepaninio): 800 s
OAMH pa3 B CYTKH ¢ puToHaBHpom 100 Mr 0MH pa3 B CYTKH.

deru

[Ipumenenne npenapara y aereit miaauwe 3 jieT npoTHMBONoka3aHo. Heo6XoamMo cienoBaTh
MHCTPYKLHMHM 110 TNpPUMEHEHHI0 HMHrubuTopos nporeasbi BWY-1, koropbie pa3speluens k
MPUMEHEHHIO B KOMOMHALIMM C PUTOHABHPOM.

[loueyHas He0CTATOUHOCTh

PutoHaBHp B OCHOBHOM Merabonusupyercs B nedeHd. Bo3MmoxkHO —npumenenie (¢
OCTOPOXKHOCTBIO) PUTOHABMPA KaK (hapMaKOKMHETHUYECKOTO YCHIMTEIS Y NALMEHTOB ¢ 11044 HOI
HEJO0CTATOYHOCTBIO B 3aBUCHMOCTH OT KOHKPETHBIX MHrHOHTOpOB nporeas BUY, ¢ koTopsimu
NpUMEHSETCs pUTOHABUP. OIHAKO, MOCKO/bKY [10Y€UHBII KIMPEHC PUTOHABUPA HHUTOKHO MAl,
TO YMEHbLIEHHE 00LIEro KIMPEHca He 0XKMAACTCA Y MALMEHTOB C MOYEHHOM HEA0CTATOUHOCTHIO,
st nonyyenus noapobHoi MHGOPMAUMKM O PEKUME A03UPOBAHMUSA Y HALUMEHTOB C [0YEUHOI
HEIOCTATOYHOCTBIO  ClIENyeT OOpaTHTBCS K HHCTPYKUMH (10 [IPUMEHEHHIO COBMECTHO
NPUMEHsAeMOro HHruéuTopa nporeassi BUY.

[leyeHOYHAs HEIOCTATOYHOCTh

PUTOHaBHp NpOTHBOMOKA3aH B KauecTBe (papMAKOKMHETHYECKOTO YCHJIMTENS y MALMEHTOB C
JAEKOMIIEHCUPOBAHHBIM 3a00JIEBAHUEM MEUEHH.,

OTCyTCTBYIOT NaHHblE O NpPHUMEHEHMH PHTOHABUPA Y MAUMEHTOB CO CTAOMILHO THKEI10i
CTENEHBIO MEYEHOYHOM HenoctatoyHocTn (kiaace C no wkaie Yaina-Ilsio) 6¢3 npusnakos
AEKOMIICHCALWH, MOITOMY Clle/lyeT CO0JII0/1aTh OCTOPOKHOCTD [1PH PUMEHEHMH PUTOHABHPA B
KayecTBe (apMaKOKMHETHYECKOrO YCHIIMTEs y JAAHHOH IPYIIibl ALMEHTOB B CBA3M C PHCKOM
MOBBILICHUS KOHUEHTPALMK COBMECTHO IIPUMEHSAEMOro HHrubuTopa nporeasst BUY.

Hns nonyyenns noapo6bHoi MHpOPMALMK O PeXKUME J03MPOBAHUS Y MALMEHTOB C IE€YEHOYHOI
HEJIOCTaTOYHOCTbIO  CJIeAyeT OOpaTUTbC K MHCTPYKUMM [0 TIPUMECHEHHIO COBMECTHO

npumeHsemMoro uHruburopa nporeassi BUY.



ngmenenue punonasupa 6 Kauecmee anmupemposupycHozo CQGOCMBG

B3pocibie

[To 600 mr (6 Tabnerok) aBa pasa B cytku. CyTtouHas j103a cocras:aser 1200 wr.

[ocrenenHoe yBenuueHne [103bl PUTOHABMPA B  HAYAILHAbI IEPHO  JICYEHUSI  MOKEI
CrocOOCTBOBATH YIyULICHHIO EPEHOCHMOCTH npenapata. HauaibHas 1032 1071KHA COCTABIATD
He Menee 300 Mr Ba pa3a B CyTKH B TeUEHHE NEPBBIX 3 JIHEi, faee 103y yBeIHUHBAIOT (KaXK10e
yBeanuenue 10361 — Ha 100 mMr 2 pasa B cytku) 10 600 Mr 2 pa3a B CyTKH B TeUEHUE [IEPHOLA, HE
npesbiluatollero 2 Heaenb. He cieayer npojosmkars jieuetme putonasupom s 103¢ 300 w2 pasa
B CyTkH Oosiee 3 aHei.

Kombunuposannvie cxemvr newenusn ¢ 0eyms unzubumopamu npomeaznr BHY (HII)
KnuHuyeckuit  onmpIT  KOMOMHHMPOBAaHHOIH  Tepamum, NpeayCcMaTpUBaIOLLE  NpPUMEHEHHE
TEPANEBTHYECKUX /103 PUTOHABMPA B COYETAHMH C APYrMM HHrubuTOpoMm mnporteassl BUY,
OrpaHMYeH. PUTOHABUP B 3HAYHTE/IBLHOM CTENEHH CHHXKAET MeTabou3M GOMBIIMHCTBA APYHX
HHrMOMTOPOB BUPYCHBIX poTeas. Cre10BaTebHO, IPH HA3HAYEHHH KOMOHHHPOBAHHOI Tepanuu
C NPUMEHEHHEM pPHUTOHABHpA Clie/lyeT [PHHUMATL BO BHHUMAHME (HAPMAKOKMHETHUCCKOE
B3aHMO/ICHCTBHE U JaHHBIE 10 6C30MAaCHOCTH MPUMCHACMBIX JICKAPCTBCHHBIX (peiapatos. s
3TOr0  Kjacca [penapaToB  XapakTepHa BbIPAKCHHAS  [EPEKPECTHAS  PE3HCTEHTHOCTD.
[IpeanourutensHo cnenyer ucnonb3osars kKomouHaLMIo AByX UIT ¢ HanMenbLeit [IEPEKPECTHOM
pe3ucTeHTOCThIO. [IpH HCMOB30BaHNMM PUTOHABHPA B COCTABE JaHHBIX CXEM CIEIYeT YYHTHIBATH
BC€ BBbILLENPHBEAECHHbIE (HaKTOPHI.

Hemu (3 200a u cmapue)

Cnenyer HazHauaTh PUTOHABMP B KOMOMHALMK C APYTMMH [POTHBOBUPYCHBIMH [IPCIAPATAMM.
Pexomen10BaHHas 103a pUTOHABHPA 15 AeTeil cocTasiser 350-400 mMr/m” noepxuocti rea 2
pasa B CyTKH, U OHa He J10/kHa npesbiiath 600 Mr 2 paza B cyTku. HavanbHas ;103a cocTaBisel
250 Mr/M’ MOBEPXHOCTH Tena, ee CcleayeT YBEJIM4HBATh ¢ MHTepBagoM 2-3 aus Ha SO mr/m’
TNOBEPXHOCTH TeJ1a 2 pa3a B CyTKH. EC/i mauueHTh! He IepeHoCAT MaKCUMAIIbHYIO CYTOUHYIO 103y
B CBSA3M C N1000YHBIMH SABIEHUAMH, HA3HAYAIOT MAKCUMAJIBHO MEPEHOCHMYIO 103y PUTOHABHPA B
KOMOMHALMK C IPYTUMH aHTUPETPOBHPYCHBIMM [IperiapaTamH.

[lnourans nosepxuoctu Tena (IIT) moxer ObITh paccuuTana 110 cieayroweii Gopmyiie:

IIIT (%) = ‘j([POCT (cM) x Macca tena (kr)]/3600).

[Tayuenmoi noscunoco 6ozpacma

Koppexuus 103b1 He TpebyeTcs.

[Tayuenmoi ¢ noveunot HedocmamouHoCmbio

JlaHHbIE O IPUMEHEHNH PUTOHABHUPA Y NALIMEHTOB C MOYCYHOH HEJ0CTATOMHOCTBIO OTCYTCTBYIOT,

Hpuunmax BO BHUMaAHHE, YTO NMOYEYHbIN KIIMPEHC PUTOHABHUPA HUYTOXHO MaJl, CJIe10BATEIIbHO,
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MajIoBEpOATHO YMEHbUIECHHE OOIIEero KJIMpEeHca Y MalMeHTOB ¢ NMOYEYHOH HEeA0CTATOYHOCTHIO.
PUTOHaBMp B BBICOKOH CTENEHM CBA3LIBACTCH C OCIKAMM I171a3Mbl KPOBH, MA/I0BEPOSITHO
CYUICCTBCHHOC CHUXXCHHE €I0 KOHLCHTpAUHH B pPE3yiIbTATC I'eMO IHaIN3a WK HECPHTOHCAILHOT'O
AHanu3a.

[layuenmul ¢ nevernounoi Hedocmamounocmoio

PUTOHaBMp B OCHOBHOM MeTaGONM3MpYETCSs B MeEUEHH. DapMakOKMHETHYECKHE JIaHHbIE
YKa3bIBAKOT Ha TO, YTO KOPPEKLMS [103bl y MALMEHTOB € JIErKOH M Cpe/iHeil CTeNeHbIO [eYeHOYHOI
HEJIOCTaTOYHOCTH  He  Tpebyercs.  PuToHaBMp  npoTHBONOKa3aH Y HAUMCHTOB ¢
AEKOMITIEHCHMPOBAHHBIMH 3a00/1EBAHUAMM [1€UEHH.

JHemu

[Ipumenenue putonaBupa y aeteii 10 3 €T NPOTHBONOKA3AHO.

IToGounoe 1eiicTBue

[Ipumenenue pumoHasupa 6 kauecmee (i)ap,‘uak'ommemwecxozo ycuiumens

Hexenarenbhble  peakuuu, CBA3aHHbIE C [PUMEHEHHEM PUTOHABMPA B  KA4yeCTBE
(hapMaKOKHHETHYECKOr0 YCHJIMTENS, 3aBUCAT OT BBOAMMOIO COBMECTHO CHELM(DHYECKOro
unruburopa nporeas BHUY. Jlng nonyueHus HHOOPMALMH O HEKEIATCIbHBIX PCAKIHSAX
obpaTuTech K MHCTPYKUMHM [0 [PUMEHEHHIO KOHKPETHOIO COBMECTHO [PHMCHNCMOIO
uHruburopa nporeas BUY.

HIJM.MEHEHUE PUMOHABUPA 8 KAHECMBE AHMUPEMPOBUPYCHOCO CPEOCMEA

Heoicenamenvnvie  peaxkyuu, — noayuennvie 6 — KWMHUYCCKUX — UCCICOO6AMUAN U 6
nocmpe2ucmpayuoOHHOM NepuUooe y 63poCiviX NAYUCHMOE

Haubonee yacThiMu 3aperuCTpUpOBAHHBIMM HEKEIATEAbHBIMM PEAKUMAMM CPE/IM [1ALUNEHTOB,
MOJYy4aIOIMX MOHOTEPAHI0 PUTOHABHPOM MM DPHUTOHABHP B KOMOMHALUMM € JIPYrHMH
AHTUPETPOBHPYCHBIMU Npenapatamu, ObUTH HapyLICHUS CO CTOPOHBI MTUILEBAPHTEILHONH CHCTCMBbI
(BKIIIOYasi 1Mapero, TOLIHOTY, PBOTY, 60/1b B )HMBOTE (B BEDXHUX W HUKHUX OT/E/aX)), HApYLIEHHS
CO CTOPOHBI HEPBHOM CHCTEMBI (BK/IIOYAS MAPECTE3UH U MAPECTE3NI0 CIIM3UCTON 060/104YKH pTa),
a TAKXKE€ YTOMJISEMOCTb/aCTEeHHYECKUM CHHAPOM.

Coob1manock 0 pa3BUTHH CIIEAYIOLUIMX HEXKeIaTeIbHbIX PeaKLHil OT cpesiHeit 10 TkKeN0i cTerneHH
TAKECTH, BO3MOXKHO MJIM BEPOSATHO CBA3AHHBIX C IPUEMOM pUTOHaBMpa. B rpejeiax kax 10ii
rpymnbl pacrnpeae/ieHus Mo YacTOTe BCTPEYAEMOCTH HexelaTelbHble YQHEeKTbl PACIOI0OKEHL! B
nopsjake yobiBarouiei 3Ha4MMOCTH: 0¥eHb yacTo (> 1/10); yacto (ot > 1/100 g0 < 1/10); HewacTo
(or > 1/1000 go < 1/100); peako (> 1/10000 go < 1/1000); uacTora HensBecTHa (HEBO3MOKHO

YCTAaHOBUTH 4YaCTOTY 10 UMEHOLLMMCH ﬂaHHblM).



HexenareibHble PeaKUHH B KIIMHHYECKHX HCCJIeIOBAHHAX M NMOCTPErHCTPALIHOHHOM

nepuojae y B3pocCjbIX NallHEHTOB

Knacce cucrem OpraHoB Yacrora Hexenarenbnas peakuus ‘
Hapywenns co cropous! | Yacro CHIKEHHE uMCia ICHKOLMTOB, CHIKEHIC |
KPOBH M nuMdaTHYECcKOi KOHLEHTPALMK  FeMOrIo0MHA,  CHUKCHME |
CHCTEMBI YMClA HEHTPO(HIOB, TMOBBILEHHE YMCIA
303MHO(UIOB, TPOMOOLUTONEHUS
Heuacto [Tobimenue yncna HeiTpodu108 ;
Hapymenns co  cropous! | Yacto Peakumu runepuyBCTBHTEILHOCTH, BKIIOYAs |
UMMYHHOMH CHCTEMbI KPAruBHUILY H aHIHOHEBPOTHUCCKMH OTCK
Peako AnaduiakTuueckue peakumn
Hapymenns  nuranus  u | Yacro ['unepxonecrepuHemus, '
obOMeHa BellecTB THICPTPUITIMUEPUACMHS, 1101arpa, OTCKH, B
TOM 4HciIe nepudepuycckue, 00e3BoKHBaHHE
(06BIYHO CBSI3aHO C CUMIITOMAMH CO CTOPOHBI
MULLEBAPUTEIBHON CHCTEMBI)
Heuacto Caxapublit quaber
Peniko ['mnepravkemus
Hapyweuns co  cropons! | Ouenb yacto | Jlucressus, napectesun Can3ucToii 000104KH
HEPBHOMN CHCTEMbI pTa u repudepuieckue NapecTesii, ro108Has
00/1b,  I'OJIOBOKPYKEHHE, Hepudepuueckas
Helponarus
Yacro becconnuua, Bo3OyxaeHMe, CHYTAHHOCTH
CO3HaHHA, HapylleHue BHUMaHUS,
CHHKOIAJIbHBIC COCTOSHUS,IMHIICIITHYCCKHE
NpUNaaKu
Hapymwenus co cropons | Yacto HeuetkocTb 3peHus
opraHa 3peHus
Hapymenns co croponsl | Heuwacrto Undapkr rwnmkaprzf 7
cepaua
Hapywenns co cropous! | Yacto AprepuabHas runepTeH'sm;,‘ aprepuaiibHas

COCYAMCTOH CHUCTEMBI

FUIIOTEH3HUS,
apTepuabHyI0
nepudepuyeckas runoTepMus

BKJIIOYAs  OPTOCTATHYECKYIO

IHIIOTCH3HIO,

Pecniuparophble,
TOpaKaJibHbIe H
MeHacTHHAJIbHbIE
HapylUIEeHHs

OueHb yacTo

®apunrut, 60J1b B pOTOIOTKE, Kalle/lb

|

Hapywenns co  cTopoHbl
MHUILEBAPUTEIILHON CHCTEMbI

QueHb 4yacTo

Bonb B KuBoTE (BEpXHHUE M HHAKHHE 0'1,'101151).71
TOUIHOTA, JAMapes (BK/ovas Tsakely Gopmy
C JJICKTPOJIMTHBIMH HApyLICHUAMM), PBOTA,
paccTpOHCTBA IUILIECBAPCHUS

Yacto

AHOpPEKCHS, MCTEOPH3M,
M0JIOCTH,  KPOBOTECYCHHE M3

A3Bbl  POTOBOI

OpraHos
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HexenarenbHble pPeaKUMH B KIMHHYECKHX MCCJIeIOBAHHAX H NHOCTPErHCTPAIIHOHHOM
|
Inepuoae y B3pocibIX IMMaUMEHTOB

renatoOMINapHOi CHCTEMBI

Knace cuctem opranos Yacrora Hexenarenbnas peakuus
KEYA0UHO-KHILICHHOTO IpaKta,
ractpodsodareasbHas pediokcHas 60/1€3Hb,
NaHKpeaTUT |

Hapymenus co cropowus! | Yacto ['enatur (BK/IOYAs MOBbILIEHHE AKTMBHOCTH

ACT, AJIT, FI'E), MOBbILIEHHE
KOHUEHTpaUMH  OuiaupyOMHa B KpPOBHM |
(BKJIKOYAs KEJITYXY)

Hapymenus co  cropoHsl
KOXH M TMOAKOXKHO-KUPOBOI
KJIETYaTKH

OyeHb yacTo

3yA. Chlllb  (BKJIKOYAS IPHTCMATOZHYIO 1
MaKy./10M1aMnyJe3H Y Cblllb)

YacTo

AKHE

Penko

Cunapom CtuBeHca-/[)KoHCOHA, TOKCHUYECKHIT |
anuaepmaabHblid Hekpoaus (TEN)

PenpoayKTHBHOH CHCTEMbI M
MOJIOUHBIX KeJe3

Hapywenus co  cropons! | Ouens yacto | Aprpaiarus u 60/ B ClinHe
KOCTHO-MBILICUHOH CHCTEMbI [ Yaerg Muosur, pab10MHOIH3, MHaJITHs,
1 COEMHUTENLHOM TKaHHU MHOMaTHA/MOoBbILIEHHOE cojiepkanne KDK
Hapymwenns co  cropous! | Yacto YyauleHHOE  MOUCHCIYCKAHME, HapYLICHHE
MOUYEBBIIE/IUTEIbHOM GYHKUMH  novek  (Hanpumep,  OJAMIypHs,
CHCTEMBI MOBbILLIEHUE KOHLEHTPALIMK KPeaTHHHMHA) ‘
Heuvacto OcTpas noyeyHas HeA0CTaTOUHOCTh |
Heussectho | Hedponuruas
Hapyweuus co  cropossl | YacTto Menopparus

CucteMHble HapyleHUs ¢

OueHb 4acTo

Cnaboctb, BK/IIOYAs aCTCHUYCCKUIT CHHIPOM,

OCJIO)KHEHH S B mecTe «TIPUIIHBbI», YYBCTBO XKapa
BBE/ICHUA Yacto JInxopazka, noreps seca ]
OtknoHeHuss oT  Hopwmbl, | Yacto [ToBbllIeHME AKTHBHOCTH aMMJIa3bl, CHUKCHHE
BbISIB/IEHHbIE B KOHUEHTpauun  cBoboxHoro u  obuiero
n1abopaTopHBIX " THPOKCHHA
HHCTPYMEHTAIBHBIX Heuacto [ToBbllIeHHE ~ KOHUEHTPALUMH  [JIHOKO3bI,
HCCIIENA0BAHIAX [OBbILLIEHHE KOHUEHTpPaLHK Martms,
[OBbILIEHHE AKTHUBHOCTH LLe04HOI |
docdarazbl

Peaxuuu, OTMCYCHHBIC KaK MMEIOILHUE HEU3BECTHYIO HaCTOTY BCTPLHACMOCTH, OblIIM OTMEUEHBI B

IIOCTPErHCTPALIMOHHBIH MEPUOL.

Omoenvhbie nexcenramensule peaxkyuu

[ToBbiLIEHWE AKTUBHOCTH I1EUEHOYHBIX TpaHCaMHHa3, B MATbL pa3 H doee [IpeBbILIAKOILCE

BEPXHIOKO TIpaHULy HOPMa/IbHBIX 3HAYEHUH, KIMHHYECKas KapTHHA renaruta “ KEJITYXH

Pa3BUBAIMCH Y NMNAUMEHTOB, MOJIYy4YalOLIUX PUTOHABUD B KAYECTBE MOHOTEPAIIHH HIIH PUTOHABHUD B
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KOMOMHALMH € APYTUMH aHTHPETPOBUPYCHBIMH MperapaTamH.

Iloxkazamenu memabonusma

YBenHueHHe MacChl TeNla, a TAKKE MOBBILCHHE KOHLCHTPALMH JHINAOB H TJIOKO3bl B KpOBH
MOTyT Habni01aThCi BO BpeMs [POBEACHMS AHTUPETPOBUPYCHOM Tepanuu. Y BHUY-
MHQUUMPOBAHHBIX NAUMEHTOB C TOKEJAbIM HMMYHOACDUUMTOM HA  MOMEHT Hauala
KOMOMHHPOBAHHOM aHTHPETPOBHPYCHOIT TEPAITHKM MOTYT PA3BHBATHCSH BOCHAINTE IbHbIC peaxumm
Ha MpOTeKaKolue OECCHMITOMHO MM OCTATOYHbIE OMMOPTYHHCTHYECKME uHdexunu. Takxke
CO00WAIOCH O C/yyasX pa3sBUTHS AyTOMMMYHHbIX HapyLICHHIT (TAaKUX Kak 60s1e3Hb I peiiBca); Tem
HC MCHEE, BPEMs MX PasBUTHS CHIIBHO BapbUPYETCs, M OHM MOTYT Pa3sBMBATHCH YEPE3 MHOIO
MECSLIEB [10C/1e Havasla TeparuH.

Y NauMeHTOB, MOMYYABIIMX TEPAMMIO PHTOHABMPOM, BKIIOUAA TeX, Y KOIO PA3BHBAIACH
THIEPTPUITIMUEPUIACMHA, HADMIOAANNCH C1yYan PA3BUTHA [IAHKPEATHTA (B HEKOTOPBIX C/1yHasX
o cMepTenbHbM uexonom). Ilaunenter ¢ BUY-undekumeii Ha nosaHeit cragun MoryT 6bith B
Fpynne puCKa MOBBILUEHHOrO COACPKAHWS TPHUIIHLEPHIOB KPOBM W Pa3sBUTHA MaHKPEaTUTA.
Taxxe perucTpUpOBaIMCH Clly4an OCTEOHEKPO3a, B YACTHOCTH, Y MALMEHTOB C OBLIEH3BECTHBIMH
(axtopamu pucka, ¢ BUY-unpekumell Ha Mo3aHeil CTaguH MM JUIMTEIBHO NOJIyHaroLuX
KOMOMHMPOBAHHYIO aHTHPETPOBUPYCHYIO Teparnuio. UX 4acToTa BCTPEHaeMOCTH HEH3BECTHA,
Hemu

[Tpodune GesonacnocTu putonasmpa y aeTeii B Bo3pacte 0T 3 A€T H CTaPILE CXO/ICH ¢ TAKOBBIM Y
B3pOCIIbIX.

Ilepepo3npoBka

Haunbie 06 0CTPOIt nepea03npoOBKe NP NPUMEHEHHH PUTOHABMPA Y YEIOBEKA OrPAHWYEHSDI.
OmuH nauMeHT, NPUHWMABIIMHA y4acTHE B KIMHHYECKOM HCCHIEAOBAHMM, [IPHHAI 103y
putoHaBupa 1500 mr/cyT B Teyenne 2 aueil, nocie 4ero HabI0AAIUCH HPOSBICHUS IAPECTEINM,
KOTOpBIE MCYE3/IH M0C/Ie CHHKEHHUs 103bl. B nocrperucTpatunoHiom mepuoie Obl10 HoayueHo
COOOLICHHE O MOYEYHOH HEAOCTATOUHOCTH M IO3MHOGUIAMM [IPH [EPEA0IHPOBKC PHTOHABMPA.
PUTOHABHp XapakTepu3yeTcs HM3KMM MOTEHLMAIOM OCTPOIl TOKCHUHOCTH 1IPH HEPOPaibHOM
[IPUMEHEHHH.

Jlevenue

Creunduueckuii aHTHAOT 115 pUTOHABMPA OTCYTCTBYET. JleueHne nepeo3upoBKH PUTOHABHPOM
AOJDKHO BKI/IIOYATh OOLIME CHMNTOMaTHYECKME Mepbl, B TOM HYHC/IE KOHTPOJb OCHOBHbIX
roKasarenei KH3HEeAEsTEIbHOCTH M KJIHHHYECKOrO COCTOsHMS naunenta. Ilpeiaraercs rakxke
BKIIOYAaTh B CXEMY JICYEHMs [€PEA03MPOBKM [POMbBIBAHME JKeIYAKd M [IPUMEHEHME
AKTHBUPOBAHHOIO yriis. Tak Kak pUTOHABUP MHTCHCMBHO METabOIM3MPYCTCS B IICUCHM i B

BbICOKOH CTEMEHH CBA3bIBAETCH ¢ OenKaMu [J1a3Mbl KPOBH, AHAIH3, BEPOSTHO, HE MO3BO.IH1
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MPOHM3BECTH BBIBEICHNE MPEMapaTa u3 OpraHu3Ma Ha A0CTaTOYHOM YPOBHE.

B3aumoneicTeue ¢ ApYrumMH J1eKapCTBEHHBIMH CPEACTBAMH

Ilpumenenue pumonasupa 6 Kawecmee HapmMaKOKUHEMUYCCKO20 yeuwsuments  wiu
AHMUPEMPOBUPYCHO20 npenapama

Putonasup 06:1a1a€T BEICOKMM CPOACTBOM K HECKO/ILKUM M30(hOpMam uuroxpoma P450 (CYP) u
MHrHOHpYeT okuciIeHne B cieayiowem nopsake: CYP3A4 > CYP2D6. [IpumMenenue putoHaBupa
OIHOBPEMEHHO C JIEKapCTBEHHBIMM [pernapaTaMH, MeTaboIM3MPYyeMbIMH [PEUMYIIECTBEHHO
CYP3A, MOXeT npuBeCTH K YBCAMYCHHIO KOHLCHTPALMK OAHOBPCMCHHO [IPUMCHICMOT0
JIEKAPCTBEHHOTO Nperapara B 11/1a3Me KPOBH M, KaK CJCACTBHE, K yCHICHHIO MM 1IPOLICHIIO €10
TepaneBTHYecKoro >pdexra u HexenaTeNbHbIX ABICHMIT. [IpH OAHOBPEMEHHOM HPUMEHEHIH
OTAC/bHBIX JIEKAPCTBEHHBIX MPEnapatos (Hanpumep, aanpasonama) HHIHOMpYIOlee eiiCTBIe
putonasupa Ha CYP3A4 MokeT CHHXKATbCS €O BpeMeHeM. PUTOHaBHp Takoke 06/1a1aeT BBICOKHM
CPOACTBOM K P-IIMKONPOTEHMHY M MOXET OKa3blBaTh WHTHOMpYIOLIEE BO3JACHCTBHE HA ITOT
nepeHocunk. MHrubupyrouiee neicTBHe PHUTOHABMPA, MCMOB3YEMOrO OTAENbHO WM B
KOMOMHAUMM C APYTMMM MHIHOMTOpaMH MpOTeasbl, HA AKTMBHOCTb P-IJIMKONPOTEHHA MOWKET
CHHXKAaTbCA CO BPEMEHEM (B Ka4eCTBE MMPUMEPA CM. CBEACHMS LIS JIMIOKCHHA M (hekcodeHa i
B Tabiuue «I(GeKThl PUTOHABUPA HA HEAHTUPETPOBUPYCHBIE MPENAPaTh» HiKe). PHTOHABUP
MHIYLUHMPYET IIIOKYPOHHU3aUuIo U okucienue yepes CYPIA2, CYP2C8, CYP2C9 u CYP2C19.
YTO COMPOBOKIAACTCSA YCHICHHEM OHOTpaHC(HOPMAIMK HEKOTOPBIX J1€KapCTBEHHBIX MPENapaTos,
MeTab0IM3HPYEMBIX C Y4ACTHEM ITHX H30(hEPMEHTOB. DTO MOKET NPHBECTH K CHUAKCHHIO YPOBHS
CHCTEMHOTO BO3JCHCTBHMS OJHOBPEMECHHO MPUMCHSACMBIX JICKAPCTBCHHBIX PCHApaTos i,
COOTBETCTBEHHO, YCTPAHEHHIO HJIM COKPALUCHHIO /UIMTEIILHOCTH X TEPANEeBTHUYCCKOI0 Y dekia.
BaxkHble CcBeaeHHMs O  B3aMMOICHCTBUSIX  PHTOHABMPA, MCIHOIB3YEMOI0 B  KAauecTBe
(hapMaKOKMHETHYECKOTO YCHJIMTENs, C JICKAPCTBEHHBIMM MpErnapaTaMu Takke NPUBEICHBI B
MHCTPYKLHMH OZAHOBPEMEHHO MPUMEHAEMOr0 HHIMOUTOpA MPOTEa3sl.

Jlexapcmeennvie npenapamol, 61usiouue Ha KOHKEHMPAKUIO PUMOHABUPA 6 KPOBU

YpoBeHb pUTOHABHPA B CbIBOPOTKE KPOBH MOXKET CHHIKATBCS MPH OHOBPEMEHHOM NPUMEHEHHH
PacCTUTE/IbHBIX JIEKAPCTBEHHBIX Mpenaparos, cojepxaiux 3sepoboit (Hypericum perforatum).
OTO CBA3aHO C MHAYUMPYIOIMM JCHCTBHEM 3Bepob0s Ha (GCPMCHTBI, METabOAMIMPYIONLHC
JIeKapCTBEHHbIE Npenaparbl. PacTUTEbHbIC IEKAPCTBEHHbBIC NPENAPAThl, COACPAKAUIME 3BEPODOIL.
Heb35 MCIO/Ib30BaTh OJHOBPEMEHHO C PUTOHABHPOM. EciaM Ha MOMEHT Hauana JeuyeHus
PHTOHaBHPOM TMAaLMEHT YK€ NPUHUMACT PacTUTE/IbHBIE NpEnaparhl, coiepikaliue 3Bepodoii,
HEOOX0AMMO NPEKPATHTh JI€YEHHE UMM M NPH HEOOXOAMMOCTH MPOBEPUTH YPOBEHb BUPYCHOI
Harpy3ku. Ilocie mnpekpalieHus JiedeHHMs JIGKAPCTBCHHBLIMM [Iperapatamu, CojcpKallliMi
38epo00ii, ypOBEHb PUTOHABHPA MOKET Bo3pacTH. MoXeT noTpefoBaThes KOPPEKTHPOBKA J103b
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putonasupa. MHayunpyiouee feicTBiHE MOXKET COXPAHATBCS HA MPOTSIKEHMM Kak MUHUMYM 2
HECJIb NOC/IC NPEKPAICHHS JICYCHUS PACTUTE/IbHBIMU NIPEnapaTaMu, CoAepKalluMH 3Bepoboi
(cMm. paszen «IIpoTHBOMOKA3aHMAY).

YpOBeHb PUTOHABMPA B CHIBOPOTKE KPOBM MOMKET MEHSATHCS [PH OIHOBPEMEHHOM PUMEHEHHH
OTAC/IBHBIX JICKAPCTBEHHBIX NpPENapaToB (HaNpuMep, AeNaBUpAMHA, dQaBUpeH3a, PEHUTOMHA
pudamMnuumHa). DTH B3aUMOJEHCTBUS ONMCaHbl B TaGIMUAX B3aNMOJIeHCTBHIl JIEKapCTBEHHbBIX
[penapaToB HHUXKeE.

/lexapcmeennvie npenapamsot, na KOHKEHMPAUUIO KOMOPBIX 61UsEM pumonasup

B rtabnuuax Huke paccMOTpeHbl B3aMMOAEHCTBMS MEKy PUTOHABUPOM 1 HHIHOHTOPAMI

MpoTeasel, APYrMMH  AHTHPETPOBUPYCHBIMH  MpenapataMM M HEAHTUPETPOBUPYCHbBIMM

npenapaTtam.

B3aumoaeiicTBus 1eKAPCTBEHHBIX IPENAPATOB: PUTOHABUP U WHITHGHTOPBI IPOTEA3bI

IIpumensiemblii
01HOBPEMEHHO
JIeKapCTBEHHbIH
npenapar

Ho3a oqnoBpemenno | JJoza OuenuBaempiii | AUC Cuumn

IpHMEHsIEMOTo PMTOHABHPA  l1€KAPCTBEHHbIH
JIEKAPCTBEHHOT 0 (mr) npenapat
npenapara (mr)

AMIpeHaBup

N

TuHa64% | 185 pd:s

600 kaxzapie 12 4 100 kaxasie | AMnpeHasup’
124

PUTOHABMD MOBBILIAET yPOBEHb AMIIPEHABMPA B CHIBOPOTKE KPOBH BCICICTHIC
uHrubuposanns CYP3A4. B KIMHMYECKHX HMCC/CAOBAHMAX  [10ATBCPAICHDI
besonacHocTb 1 YpdhexTHBHOCTL NpUMEHEHNs amnpeHasupa B 103e 600 mr 2 pasa B
CYTKH OIHOBPEMEHHO C puTOoHaBHpoM B j103e 100 mr 2 pasa B cyTku. s nonyyenus
AOTIOTHUTE/IbHBIX CBEACHUH 00 aMIpeHaBUpe CM MHCTPYKLUHIO 110 TPUMEHEHHIO.

ATta3zaHaBup

300 kaxbie 24 4 100 kaxabie | ATazaHaBup THa86% | 181! pa3
24 y

Araszanasup' TB2pasa | 18B3-7

pas

PUTOHaBMp MOBBIIACT YPOBEHb ATAa3aHABMPA B CHLIBOPOTKE KPOBH BCICACTBHC
uHrubuposanns CYP3A4. B xozme KIAMHHYECKMX HCCACAOBAHMIT MOATBEPAICHD! |
GesonacHocTh M I PeKTHBHOCTL MPUMeHeHHs aTasanasupa B j103e 300 mr | pas B
CYTKH OJIHOBPEMEHHO C pUTOHAaBHPOM B J1o3e 100 MI" | pa3 B CYTKH y paHee J1eUcHHbIX |
nauneHToB. Jlononnurtenbubie cBeaeHus 00 artazaHaBUpe CM. MHCTPYKIMIO 110
NPUMEHEHHUIO.

JapyuaBup

600 oaHOKpaTHO 100  xaxasie | [lapyHaBup
124

1B 14 pa3

PUTOHABMP NOBBIIAET YPOBEHb AapyHABHPA B CHIBOPOTKE KPOBM BCIIEACTBHE
unrubuposanus CYP3A. JlapyHaBup HeoOX0AMMO MCIO/b30BaTh OHOBPEMEHHO ¢
PHUTOHABUPOM C LEJIbKO TAapaHTUPOBAHHOIO IOCTHIKEHHMSI TCPAIICBTHUYECKOIO
3¢ dekra. [pumeHerHe 1apyHaBUpa OAHOBPEMEHHO C PUTOHABUPOM B J03aX BbIILIC
100 mr 2 pa3a B cyTky u3yueHo He Gb110. JlONONHHTE IbHBIE CBEACHHS O JlapyHABHPC
CM. B COOTBETCTBYIOLEH MHCTPYKLIMH 110 IPUMECHEHMIO.

docamnpeHaBup

700 xaxzpie 12 4 100 kaxuable | AmiipeHaBup T B 24|18l p;ﬁ
12y pasa

|
—

Puronasup  nossiaeT  ypoBewb  amipeHasupa  (oOpasylouerocs 3 |
(ocamnpenasupa) B cbiBOpoTKe KpoBM Beneactue uurubuposanus CYP3A4,
docamrpeHaBUp HEOOXOAMMO HCIOIIL30BATE OAHOBPEMEHHO € PUTOHABUPOM c,'
Le/IbI0  [ApPAaHTUPOBAHHOIO JOCTHAKEHMA TepaneBTuyeckoro “pdexkra. B xoue
KIMHUYECKHX MCC/IC0BAHMH NOATBEPXkK/IEHbl Ge30rmacHocTh M IPHEeKTHBHOCTH
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npuMeHeHns (ocamnpenasnpa B 03¢ 700 Mr 2 pasa B CyTKH O/IHOBPEMEHHO ¢
putonasupom B no03e 100 mr 2 pasa B cyrtku. [lpumenenne docamnpenasupa
OZHOBPEMEHHO € 103amMu puToHaBupa Beiwwe |00 Mr 2 pasa B CyTKu U3y4eHO He 6b10.
JlononHuTeNbHbIE  CBEICHMA O (ocaMNpeHaBHpe CM. B COOTBETCTBYHOLLICH
MHCTPYKLIMH 110 IPHUMEHEHHUIO.

HuaunnaBup

800 kaxable 12 4 100 kaxasie | Unaunasup’ T ua 178 ’ H/0
12y %

Putonasup 1 THa72% [ wo

400 kaxasic 12 4 400
12y

Kaxabie | Muaunasup’ o t 84 pasa

Putonasup — >

PUTOHABHD nOBbILIAET ypOBeHb WHAMHABMPA B CHIBOPOTKE KPOBM BCIEACTBHE
unrnbuposanus CYP3A4. [1ns 310it KOMOMHALMM HE YCTAHOBICHBI ONTUMA/ILHBIE C
TOYKH 3peHHst dPPeKTHBHOCTH M 0€30MacHOCTH J103bl. MUHMMAIbHAS 1101b3a
(hapMaKOKMHETHYECKOrO YCHIICHHS, OMOCPEAYEMOr0 PUTOHABUPOM, MOKCT ObITi
JOCTUTHYTA [PH €ro NpUMEHEeHHH B J03ax Bbiwe 100 mr 2 paza 8 cyrku. lpu
npuMeHeHnn putoHasupa (100 Mr 2 pasa B CyTKH) 0HOBPEMEHHO € HHMHABHPO
(800 mr 2 pa3a B cyTkH) HE0GX0ANMO COB1H01aTH OCOOYIO OCTOPOKHOCTH BE1CICTBHE
TMOBBILICHHOIO PUCKA PAa3BUTHS He(poIMTHA3A,

Henduunasup

1250 kamzasie 12 y 100 kaxuabie | Hendunasup T wa 20- | wo
124 39 %

750 0aHOKpaTHO 500  kaxasle | Hendunasup 1 Ha 152 | wlo
12y %

Puronasup o> o

PUTOHaBMp MOBbIIAET ypoBeHb HEN(DHHABUPA B CHIBOPOTKE KPOBH BCIEACTBHE
unrubuposanus CYP3A4. [1ns 970l KOMOMHALMM HE YCTAHOBIICHBI ONITHMAIbHBIC C
TOYKHM 3peHHust PPEeKTHBHOCTH W 6e30nacHOCTH 103bl. MUHMUMANbHAS [10/1b3a
(papMakOKMHETHYECKOTO YCHIICHUS, OMOCPEYEMOr0 PHTOHABHPOM, MOKET OhiTl
JIOCTHTHYTA [PH €ro NpUMEHEHHH B 03ax Bbitie 100 M1 2 pasa B cyTki.

CakBuHaBup

1000 kaxnapie 12 4 100
12y

kaxable | Cakuuasup' | 18 15pas | 185 pa3

Putonasup R >

400 xaxasie 12 4y 400  kaxkiabie

12y

Caksunasup' | 1817 pas | wo

PutoHasup “ >

PUTOHaBMp MOBBILIACT YPOBCHL CAKBHHABMPA B ChIBOPOTKC KPOBH BCICICTBIC

unrnbuposanus CYP3A4. CakBuHaBup HEOOXOAMMO MCIO.Ib30BATL [0.1bKO B
KoMOuHauuK ¢ putoHasupom. [1pu npumeHenun putonasupa B 103¢ 100 mr 2 pasa 8

CYTKH OHOBPEMEHHO ¢ cakBMHaBHpOM B j103e 1000 Mr 2 pasa B CyTkM ypoBeHb |

CHCTEMHOIO BO3/EHCTBMA CAKBMHABMpA Ha npoTskenuu 24 4 cxojien ¢
COOTBETCTBYIOLUUM YPOBHEM [PH NPUMEHEHWH cakBUHaBupa no 1200 mr 3 pasza B
CyTkH 6e3 pUTOHABUPA WIIK IIPEBBILLACT €ro.

B KkiIMHMYECKOM HCCIe/I0BaHUMM B3auMOJeHCTBHA pudamnuumna (600 mr | pas B
cyTkn.) U cakBuHasupa (1000 mr) ¢ puronaupom (100 mr 2 pasa B cyTkH.) y
310pOBbIX 100pOBO/IbLEB HAGMIOAANNCH CAyYaH TSHKENOH renaToLeIospHoil
TOKCHYHOCTH C TOBBILIEHUEM YPOBHS TpaHcamuuasz Goinee uyem B 20 pa3s
OTHOCHTEJIbHO BEpPXHEH IpaHHlbl HOPMbI crycTs -5 aueil conyrersyiouiero
npumeHenus. Takum 00pazom, KOMOHHALIMIO CAKBHHABHPA H PHTOHABHPA HE CIC. Ve
MCI10/1b30BATh  OIHOBPEMEHHO ¢ PHAAMITHIIMIHOM B CBS3H C PHCKOM  THACI0i!
renaToTOKCHYHOCTH.

JlononHuTeNbHbIE CBECHNS O CAKBMHABMPE CM. B COOTBETCTBYIOULEH HHCTPYKLMK
110 PUMEHEHHIO.

Tunpanasup

500 kaxapie 12 y 200
124

kaxaele | Tunpanasup T8llpas|1B29pas
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] | Putonasup | | Ha 40 % | wo

PHUTOHABHP noBbILACT ypOBEHb THIPAHABMPA B CHIBOPOTKE KPOBH BC/CACTBHC
nrrubuposanns CYP3A. Tunpanasup HeoGX0AMMO HCTONBIOBATH OHOBPEMEHHO ¢
HHU3KUMH  103aMH  DUTOHABHPA C  LEbI0  FapaHTHPOBAHHOIO  10CTHKEIHHS
TepaneBTHYECKOro dexra. IIpn ITOM pUTOHABMP HE CleayeT HCIOIB30BATL B
nosax medee 200 mMr 2 pasa B CyTKM, MOCKOJLKY 7TO MOKET MOBAMATH Ha
sdpdextuBHOCT KOMOMHALMK. [IONOAHUTE IbHBIE CBEIECHHS O THIIpaHaBHpE CM. B
COOTBETCTBYIOLIEH HHCTPYKIHHU 110 IPUMEHEHHIO.

H/0: He Onpejie/eHo.
1 Ha ocHoBanuy cpaBHeHMs ¢ MOHOTeparieii atazaHasupom B 03¢ 400 mr |
pa3 B CYTKH 110 JaHHBIM Pa3HbIX HCC/ICI0BAHNIT.

2 Ha ocnosanuu cpasuenns ¢ monorepanueii amipenasupon 8 103¢ 1200 a1 2
pasa B CyTKH 110 JI@HHBIM Pa3HbIX HCCACI0BAHMIL,

3 Ha ocHoBanuu cpaBHeHMs ¢ MOHOTEpaTIMCit HHAMHABHPOM 8 /103¢ 800 M1 3
pasa B CYTKH, 10 AaHHbIM Pa3HbIX UCCIICAOBAHHUI,

4. Ha ocroBanuu cpaBHenus ¢ MoHOTepanueil cakBUHaBUPOM B j103¢ 600 mr 3

pa3a B CyTKH MO AAHHBIM PAa3HbIX MCCIIE10BAHU.

B3aumo/ieicTBIS IEKAPCTBEHHBIX NPENApPaTOB: PHTOHABHD M AHTHPETPOBHPYCHBIE MpenapaTsl,

OT/IHYHBIE OT HHI‘HGHTOPOB 1poreasnbl

Onuospemenno | Jloza ogHoBpemMeHHO | Jlo3a OuenuBaeMbli AUC Cunn
MPUMEHSAEMbIii | PHMEHAEMOrO pUTOHaBMpa | JIEKAPCTBEHHbI
JIEKApCTBEHHBIA | JIEKAPCTBEHHOI'O (mr) npenapar
npernapar npenapara (mr) - .
JnaaHosux 200 kaxabie 12 4 600 kaxibie Jniaanosun lHa 13 % | &
12 4/yepes 2y
[lockobKy pUTOHaBMP HEOOXOAMMO NPUHMMATh BO BPEMs C/bl, d JAMAAHOIMH —
HaTOLIAK, JTH Mpenapatbl HEOOXOAMMO MPHHMMATL C HMHTEpPBAjIOM B 2,5 4.
KoppekTnpoBka /103 He Tpebyercs.
Jenasupauu 400 xaxasie 8 u 600 xaxasle | [enmaBupaun' |« >
124
Putonasup 1HaS0% | THa75% |
CpaBHenue ¢ paHee n01y4eHHbIMU JaHHBIMU TTOKA3AN10, YTO PUTOHABUD HE BAMSCT HA |
(apmakokuHeTHKy aenaBupauna. [Ipu npuMeneHus puToHaBupa B KOMOMHALMM ¢
AC/IaBHPAMHOM MOXKET N10TPEOOBATLCA CHUKCHIE [103bl PHTOHABHPA. |
Ddaupens 600 kaxable 24 4 500 kaxable Dasupens T Ha2l % ‘
124 |
Putonasup T Ha 1 7%
[Ipy npumenenun dhaBupeH3a OAHOBPEMEHHO C PHUTOHABUPOM B KA4YECTBC
AHTUPETPOBMPYCHOrO  npernapara Habmopanach  Oosee  BbicOKas — 4acToTa
HEXeJIaTe/IbHbIX PEAKUHH (HanpuMep, roJI0BOKPYKEHHS, TOLIHOTBI M apecTe3uu) 1
OTK/IOHEHHH J1abOpaTOpHBIX MOKasarteseil OT HOPMbI (IIOBBILIEHHE YPOBHS
NEYEHOUHbIX HepMeHTOB).
Mapasmpox 100 xaxsbie 12 y 100 kaxnble |  MapaBupok T Ha 161 T Ha28 %
124 %
PUTOHaBMp nNOBbIIACT YPOBEHb MapaBUPOKAa B ChIBOPOTKE KPOBM BC/ICACTBUC
nHrubuposanns CYP3A. MapaBupok MOXKHO HCIO/Ib30BAaTh OAHOBPEMEHHO C |
PHTOHABHPOM C ULE/BIO MOBLILIEHHS YPOBHS IKCMO3MUMK. Jlonoanurensbie
CBEJICHHSA O MAPABUPOKE CM. B COOTBETCTBYIOILCH MHCTPYKLIMH 110 IIPUMCHECHHIO,
Hesupanuu 200 kaxzabie 12 4 600 kaxable Hesupanuu — -
124
Putonasup “— -
IIpumeHeHne pUTOHABHMPA OJHOBPEMEHHO C HEBMPAMHOM HE CONPOBOKIACTCS
KIIMHUYECKH 3HAYUMbIM H3MEHEHHEeM (hapMaKOKHHETHKH [1perapaTos.
Panterpasup 400 oxHOKpaTHO 100 kawnawie | Panrterpasup | | Ha 16% | | nal %
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I

l

l

[IpumeHenue  puTOHaBHpa

OJJHOBPEMCHHO
HE3HAYHTEIbHOMY CHHKECHUK YPOBHS

C  paiTerpaBupom  BeleT K
pajTerpaBupa

3ua0BYAMH

200 xaxzable 8 u 300 kaxable 3uaoByaun L Ha25% | wo

64 | .
PuTOHaBMp  MOXeT  MHrHOMPOBATHL  IVIIOKYPOHM3ALMIO  3MIOBYAMHA, 410 |
CONMPOBOXKAACTCS ~ HE3HAYMTE/IbHBIM ~ CHHKCHHMEM  YPOBHS  [IOCIC/IHCIO.

KoppekTHpoBka 103 He Tpebyercs.

H/o: He onpeneneto

1. Ha ocHOBaHMM CpaBHEHHS B MapajuIe/ibHbIX FPYMIax.

Biusinue puTonaBupa Ha 0AHOBPEMEHHO IPUMEHSEMbIE HEAHTHPETPOBUPYCHbLIE J1EKAPCTBEHHbIC

npenaparsi
OHOBPEMEHHO Jo3a Hosa putonasupa | Bnusuue Ha E”“"””e Hi
- max
pUMEHseMble OJIHOBPEMEHHO (mr) AUC 0/IHOBPEMCHHO
JIEKapCTBEHHbIE MPUMEHAEMbIX OAHOBPEMEHHO | 1yyvenseMbiIX
npernaparsbl JIEKapCTBEHHbIX MPUMEHACMBIX | ekapCTBEHHbBIX
1penaparos JICKapCTBEHHBI | nipenapaTtos
(mr) X npernapaTos

AHTaroHucTs! aabga 1 -aapeHopeunentopos

Andy3o3uH

OnHOBpEMEHHDIH TMpPHEM PHUTOHABHPAa MOXKET [PUBECTH K [OBbILICHHIO
KOHUEHTpalMK andy3o3uHa B rUla3Me KpPOBH. B CBSI3H € 4eM  OH
npoTHBOnokKasat (cMm. paszaen «llporuBonokasanmsi»).

ITpon3Boanble ampeTamuua

AmperamuH

[IpumeHeHHe OJHOBPEMEHHO ¢ PHTOHABMPOM, MCIIO/Ib3YEMbIM B Ka4YeCTBC
AQHTUPETPOBHUPYCHOI'O NpenapaTa, MOXKeT BeCTH K MHruduposanuio CYP2D6
H, KaK CIIEJICTBUE, K MMOBbIIIEHHIO KOHUEHTPALIMMU B KPOBHM aMmdeTaMuHa 1 ero
npou3BoAHbIX. [IpM NpUMEHEHMH ITHX JICKAPCTBEHHBIX MPENapaTos
O/ITHOBPEMEHHO C PUTOHABHPOM B KaUECTBE AHTUPETPOBHUPYCHOIO IIperapata
PEKOMEH/I0BAH YCHJIEHHBIH MOHWTOPHHI TepareBTH4eckoro hdexia u
HEXeJIaTeIbHbIX ABJICHUI (cM. pasien «Ocobble yKazaHus»).

Obe360auBaomue npenaparhbl

bynpenopun 16 kaxabie 24 u 100 kaxcapie 124 | t Ha 57 % T ua77 %
Hopbynpexopdun THaldl % T Ha 108%
[moKypoHHHBIE - PN
MeTabOoINThI [Tosbiuterue ypoBHs 6ynpeHophuHa 1 ero akTHBHOIo MeTabo/MTa B [1a3Me
HE  COMpOBOX/JAETCS  KIMHMYECKH  3HAYMMBIMH  M3MEHEHMAMM
bapMakoaMHAMHMKM B TpYINE MAUMEHTOB, YCTOMYMBBIX K OMHOMIHBIM
aHaneretukam. Takum obpasom, npu npumeHeHuu OynpeHopduua
O/IHOBPEMEHHO C PUTOHABUPOM KOPPEKTUPOBKA MX 1103 He Tpebyercs. [1pu
MPUMEHEHHH PUTOHABMPA B KOMOMHALIMHK C JIPYrHM HHIHOHTOPOM 1poTeashl
1 6ynperopduHoM, 0cobbie yKazaHus no 10400py 103bl 18 HALUNCHTOB 113
JAQHHOM IPyNMbl CM. B MHCTPYKLHM /18 OAHOBPEMEHHO npumensienoro HIL
[Metnaus, OnHoBpeMeHHbIH  [IpHEM PHUTOHABHPA MOKET [IPHBECTH K [HOBLILIECHHIO
MIHPOKCHKAM, KOHLEHTPALMHK METHANHA, TMPOKCHKAMA H [IPONOKCH(ECHA B [11a3MC KPOBH,
nponokcupeH B CBAI3M C YEM OH MPOTHBONOKA3aH (cM. pa3jesn «[IpoTuBOOKazaHus»).
denrannn [IpumeHeHue puToHaBMpa B KauecTBe (HapMaKOKMHETHHYECKOIO YCHIIMTEs

HJIM aHTHPETPOBHPYCHOTO npernapata Beaet kK uHrubuposanuio CYP3A4 u,
KaK CJICJICTBHE, MOBBILEHHUIO KOHLUECHTPAUMK (eHTaHWIA B [U1a3ME KPOBH.
[Ipy  npumeHenuu  eHTAHMIA  OJHOBPEMEHHO ¢  PHTOHABHPOM
PEKOMEHI0BAH YCHJICHHBIH MOHMTOPHHI TepareBTHyeckoro shdexra u
HEXKE/ATE/IbHbIX ABJICHHUI (B TOM YMCIIC YIHETCHMS /IbIXaHNA).

il




Meranon'

5 oHOKpATHO 500 kaxnabie 124 | Ha 36 % | Ha 38 %

[Ipn npUMEHEHHH OJHOBPEMEHHO C PHUTOHABMUPOM, HCIOJb3yeMbIM B
KayecTBe AHTHPETPOBUPYCHOrO Mpenapara WM (HapMakOKHHETHHECKOIo
ycunuTens, HeoOX0AMMO HCNOMb30BaTh MOBBILICHHbLIC [103bl MCTAJ0HA B
CBS3M C MHAYKUMEH rOKypoHusaunu. KoppekTupoBka /103bl 10/KHA
MPOBOAMTBLCS MCXOMS M3 KIMHHYECKOr0 OTBETA HA METAI0H.

Mopdun

[Ipn npumeHeHHHM OAHOBPEMEHHO C PHUTOHABHPOM, HCHONIbL3YEMbIM B
KauecTBe AHTHPETPOBHUPYCHOIO npenapara uian HapMaKOKMHCTHHCCKOLO |
YCHIIMTENS, YpOBEHb MOP(HHA MOXKET CHMKATBCH B CBS3M C MHAYKUMell
TIIIOKYPOHH3ALIMH.

AHTHAHTHHAJIbHbIE npenaparsl

Panonasun

U3-3a uuruduposanus CYP3A puToHaBMpOM Mpejronaraercs yBejiuyeHne
KOHUEHTpauuMu paHosaznHa. COBMECTHbIH 1IpHEM € PaHO/1a3MHOM
NpoTUBONOKa3aH (cM. pasjen «lIpoTuBonokasanmus»).

AHTHAPHTMHYECKHE NIPENnaparThbl

AMHOZIapOH, OaHoBpeMEHHbIH MPHEM PHTOHABHPA MOKET [PUBECTH K OBbIICHHIO |
Genpuan, KOHUEHTpPaUUKM aMmuodapoHa, Oenpuaumia, JIpoHeAapoHa, IHKAMHWA,
APOHEARPOH, drexannuaa, npornageHoHa 1 XMHH/IMHA B [171a3Me KPOBH, B CBS3M C YeM OH
;‘Lﬁi‘;ﬁﬁi}]‘ npoTHBonokasan (cM. paszaen «lIpotuBonokazanus»).
nponageHoH,
XMHHAMH
Jlurokcux 0,5 oanoxkparHo | 300 kaxzele 12y | 1 Ha 86 % H/0

B/B B Tey. 3 aHeil

0,4 oaHokpaTHO | 200 kaxasie 12u | T Ha22 % -

BHYTpb B Tey. 13 aueit

10 B3aMMOIEHCTBHE MOKET ObITh CBA3AHO C M().'l”(.l)llllllp_\'l()lllll.\l BIIHAHNCM ‘
PHUTOHABHPA, MCIIOJAb3YEMOI0 B KAYECTBE aHTHPETPOBHPYCHOIO Hperapara
WM (GapMAKOKMHCTHYECKOIO  yCuiauTeas, Ha dddoke  AHrokenta, |
onocpeayembiit  P-riumkonporenHom.  CrelieHb  1OBbILWIEHHA  YPOBHS
JIMTOKCHHA Y MAlMEHTOB, MOJYYAIOUIMX PUTOHABHP, MOKET CHHKATLCS CO
BpPEMEHEM [10 Mepe pa3BUTHUS HHAYLMPYIOLIEro AeHCTBUS (CM. pasaed
«Ocobble ykazaHus»).

[TpoTHBOacTMATHYECKHE NPeNapaThbl

Teopuus'

3 mr/kr Kaxabie 8 | 500 kaxabie 124 | | Ha 43 % | | Hal32%
Y ‘

1

[Ipy NMPUMEHECHUH OIHOBPEMCHHO C PHTOHABUPOM MOKCT HOTPCOOBATLCH
M0BbILLEHHUE 103bl TeOQHLIMHA B CBA3H ¢ uHaykumneid CYPIA2,

ITpoTuBoonyX0/eBbIe Npenaparhbl

Adarunubd

20 mr 200 xaxzabie 12 T Had8 % tHa 39 %
OJIHOKPATHO u/3aly

40 mr 200 xaxasie 12 1 Ha 19 % tHad %
OJIHOKPATHO 4/0IHOBPEMEHHO

40 mr 200 xaxasie 12 tHall % tHaS %
OJIHOKPaTHO u/yepes 6 4

KoHueHTpauuss B CbIBOPOTKE KPOBH MOMKCT [OBBLICHTLCH BCJICICTBHC
MHIMOMpYIOLWEro  JCHCTBUS  pUTOHABMpa Ha  OCIOK  JICKApCTBCHHOIN |
YCTOWYHMBOCTH  paka  MosnouHoit  xenesblt  (BCRP)  w  3nauumoro
uHrubuposauns P-raukonporenna. Crenedb nosbiicHus AUC 1 Ciu
3aBMCHMT OT peXXUMA NpUMeHeHus putoHasupa. [lpu npumenenun adarununda
OJIHOBPEMEHHO C pHTOHABMpPOM HeoOxoauMo  codnoaath  ocobyio
OCTOPOXHOCTH (CM. MHCTPYKLUHIO 15 adhaTunuba). Tpebyercs MOHHTOPHHT
HEe)KeNaTebHbIX pPeaKUHii, CBs3aHHbIX ¢ ahaTuHubOM.

(3]
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Abemauuknub

B cBasu ¢ wunrubuposanuem CYP3A4 puToHaBUpOM KOHUEHTpalMs B
CBIBOPOTKE MOXET BO3pacTaTh.

Cnenyer wu3beratb OJHOBPEMEHHOrO INpUMeHeHHst abemaumkiuda w
pHTOHABHpa. B cilydae, cCCJH  OJHOBPCMCHHOIO [IPHMCHCHHA 1adHHbLIX
npenaparos  u30exarb He  yiactcs, HCOOXOAMMA  KOPPCKUMs | 103bl
abemauukauba B COOTBETCTBMM C €0 MHCTPYKUHMEH [0 NPHMEHEHHIO.
Heo6X01MM MOHHTOPHHI HEXeaTe/NbHbIX SB/ICHHH, KOTOPblE MOI'YT ObITh
BbI3BaHbl IPUMEHEHHEM abemaumnksinba.

Lleputuuud

[Ipy npuMeHeHMH OAHOBPEMEHHO C PHUTOHABMPOM MOXET BO3pactalhb
KOHLIEHTPALIHA B CbIBOPOTKE KPOBH BCJIEACTBME HHIMOMPYIOLIEro /1eiCTBUS
putoHasupa Ha CYP3A u P- rnukonporent. [pn npumenennm ueputunnda
OJHOBPEMEHHO €  PHTOHABMPOM  HEOOXOAMMO  COOMIath  0CO0YIO
OCTOPOKHOCTb. PeKOMEH/1altHH 110 KOPPEKTHPOBKE /103bl CM. B HHCTPYKILHK
s ueputuHuba. Tpebyercs MOHHUTOPMHI HEKEIATCIAbHBIX  PCAKILHil,
CBSI3aHHBIX C UEPUTHHHOOM,

Jlazatunuo,
HHUJIOTHHHO,
BUHKPHUCTHH,
BHHOJIACTHH

[Ipy npuMeHEHHMM OJHOBPEMEHHO C PHUTOHABMPOM MOXET BO3pacTaTh
KOHLEHTPALHs 3THX [PernapaToB B CbIBOPOTKE KPOBM M, KaK CJICICTBHC,
MOJKET MOBBILATBHCS YACTOTA PA3BUTHS HEXKEJIATe bHbIX PEaKLHii.

U6pyTnHub

[Ipy COBMECTHOM MpPHUMEHEHHH C pHTOHABHPOM MOXKET [POH30HTH
IOBBIIICHHE KOHLEHTPALMIA 11pernapaToB B cbiBopoTke Kposu. CoBmecTHOE
npuMeHeHue HOPYTHHMOA W PUTOHABMpPA MOXET YCWINTb JeHCTBHE
uOpyTHHHOA, 4TO MOKET MPUBECTH K CEPbE3HOMY PUCKY Pa3BUTHS CHHpOMA
JIM3KCa OMYXOJIH.

Heparnuubd

B cBasu ¢ unrubuposanuem CYP3A4 puTOHABMPOM KOHUCHIpAlMs B |

CBIBOPOTKE MOXKET BO3pacTarh.

OnHoBpeMeHHOE NPUMEHeHNne HepaTHHIOA W PUTOHABHPA POTHBOIIOKA3AHO
N0 MNPUYMHE PHUCKA Pa3BUTUS CEPbE3HBIX H/MIM YIPOKAIOWIMX IKHU3HM
HEXeNaTebHbIX PEAKIHi, B TOM YHCIe rernaToOTOKCHYHOCTH (CM. pasjel
«[IpoTHBONOKa3aHUSA»).

Beneroxiakc

Beneacrsue uurubupytoutero ueiicrsust puronasupa na CYP3A moxel
NPOU30MTH MOBbIILEHHE KOHUEHTPALMK B CbIBOPOTKE KPOBM M, KaK
CJIEZICTBHE, MMOBBILICHHE PHUCKA Pa3BMTHS CHHJAPOMA JIM3MCA ONYXOIH B
Hayasle JICHCHMS M Ha LPOTSKCHNUM (a3bl HAPALWMBAHMS [103bI (CM. pasICcl
«ﬂpomaonoxa’sanuﬂ» H HHCTPYKUHIO 110 NIPHUMEHEHHIO Ha BCHETOKIIAKC).

VY nauueHToB, 3aBepluMBIIKX a3y HapallMBaHUA 103bl W [PHHUMAIOLLNX
MOCTOSIHHYIO CYTOYHYIKO /103y BEHETOK/1aKca, /03y Hpenapara cieiyer
CHU3HUTh MHHMMYM Ha 75 % rpu 0IHOBPEMEHHOM MPUMEHEHUN C MOLLHbIMH
unruburopamu CYP3A (CM. MHCTPYKLIMH HA BEHETOKJIAKC).

Oukopadenuo,
MBOCHIEHHO

OnHoBpemeHHOe mpuMeHeHue SHKopadeHnuba wuam uBocuaeHuba u
PHTOHABHPA MOXKET YBEIMYHUTh CHCTEMHOE BO3/IeiicTBHE SHKOpadeHuda uiu
MBOCH/IeHHOa, YTO MOXET [OBBICHT PHCK Pa3BHTHUS  CEPbE3HBIX
HEe)KelaTe/IbHbIX PeaKiuil, TAKUX Kak yuiHHenne uatepsaia QT.

Ananyramua

[TockosbKy ananyTaMuj SBJASETCS YMEPEHHbIM / CHIbHBIM HHIYKTOPOM
CYP3A4, 510 MOXKeT MPUBECTH K CHHKEHHIO CHCTEMHOIO BO3ICHCTBIS
puroHasupa. Kpome Toro, pu 0AHOBPEMCHHOM HIPHMCHCHMI Q1Y TaMIL 1A
C PHTOHABMPOM KOHLUEHTPALMKM anajyTamMuia B  CbIBOPOTKE MOIVI
BO3pacTaThb, HTO  MOKET [OBBICHTL  PUCK  PABUTHH  CCPbE3HBIX
HEXENATe/IbHbIX ~ peakuui, Takux Kak cyzaoporu. OaHoBpemeHHoe
NMpHUMEHEHUE anajJyTamMuaa M PUTOHABUPA MPOTHBONOKA3aHO (CM. pasjeln
«[TpoTHBOMOKA3aHUSAY).

AHTHKOIII')’JHIHTI:I

PuBapokcaban

10 onHokpatHo | 600 kasbie 124 | 1 Ha 153 % | 1Ha55%

Beneacreue uurubuposanuss CYP3A u P-ramkonporenHa BO3pacTaior
ypOBeHb puBapokcabaHa B riazme u ero hapmMakoaMHaMuueckue yhhekTbl,
YTO CONPOBOKIACTCS [OBbILLUCHHEM pUCKa KpoBoTeueHuit. Takum obpasom,
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NPUMEHEHHE PUTOHABHPA Y MALMEHTOB, MOMYYAIOUWIMX pUBapokcabaH, He
PEKOMEHI0BAHO.

Bopanakcap [Ipn npuMeHeHMH OJAHOBPEMEHHO C PUTOHABMPOM MOXKET BO3PACTaTh
KOHLIEHTPALUs B ChIBOPOTKE KPOBH BCIIEACTBHE HHIHOMPYIOLIEro AEHCTBUS
putoHaBupa Ha CYP3A. OpaHoBpeMeHHbIH npueM Bopanakcapa u
pUMTOHaBMpa He pekomenayercs (cM. pasgen «OcoOble yKazanus» M
MHCTPYKLUHMIO 110 MPUMEHEHHIO Bopanakcapa).

Bapdapun S 0AHOKpPaTHO 400 kaxabie 12 4

S-sHaHTHOMED THa 9% lHa9%

BapapuHa

R-3nanTHOMED lHa3l3% -

Bapdapuna

Beneacreue  muayuupytoutero aeiictsus putonasupa Ha CYPIA2 w
CYP2C9 cuunxaercs yposenb R-snanTHOMEpa BapdapuHa B 11asme, Toria
KaK B/IMsHHE PUTOHABMPA Ha (DapMaKOKMHETHKY S-IHaHTHOMEepa Baphapuua
He3HauuTeabHO. CHUKEHHE YPOBHS R-3HanTHOMEpa BapdapiHa B 1U1a3Me
COMPOBOKAACTCA CHHKCHHEM AKTHUBHOCTH 'dH'lHK(){!["\'.'IHHlHUl“! CHCICMbI, B
CBA3K C YEM MPH NPUMEHEHUH BAPhApHHA OLHOBPEMECITHO ¢ PHIOHABHPOM,
MCIIOJIb3YCMbIM B KAUYECTBE  AHTHPCTPOBHUPYCHOIO  Hpenapata i
(GapMaKOKMHETHYECKOr0  YCHJIMTE/s,  PEKOMEHAOBAH  MOHHTOPHHI
nokasareseil CBEpThIBAEMOCTH.

IIpoTHBOCYA0POKHBIE NPENAPATHI

Kapbamazenun

Putonasup, ucrnosnb3yemsblii B kauecTBe (apMakOKHHETHYECKOTO YCHIUTENS
MM aHTHPETPOBUpYCHOro mpenapara, HHrubupyer CYP3A4 u, kak
CJICJICTBHE, MOBBILIAET KOHLIEHTPALIMIO KapbamasenuHa B niasme kposu. [Tpu
NpUMEHEHHH  KapbamasenuHa  OJHOBPEMEHHO  C  PHUTOHABHPOM
PEKOMEH/I0BaH TIUATE/IbHbIA MOHMTOPUHI TepaneBTHuyeckoro Jpdexra u
HEXeNaTe bHbIX SIBJICHHIL,

JuBannpoexc,
JIAMOTPHJUKHH,

(eHuTonH

PutonaBup, Hcronb3yemplit B kauecTBe (HPapMakOKHHETHUECKOTO VCHIHTC I

MIM  aHTHUPETPOBUPYCHOrO  mperapara.  MHAVIHMPYCT  OKHCICHIC,
onocpeayemoe CYP2CY, 1 ritoKypOHH3ALMIO M, KAK CACACTBHE, CHHAUCT
KOHUEHTPALHIO MPOTHBOCY/0POXKHbBIX IPENapaToB B ruasme Kposu. llpu
NPUMEHEHUH OTHUX JIEKAPCTBEHHBIX [PENapaToOB  OAHOBPEMEHHO ¢
PUTOHABUPOM pPEKOMEH/0BAH YCHJIEHHbIH MOHMTOPHUHI MX YPOBHS B
CbIBOPOTKE KpPOBM M TepaneBTHYECKHX JeicTBuil. [lpu npumenenuu
(peHMTOHHA OJIHOBPEMEHHO C PUTOHABHPOM CHIKACTCS YPOBEHb MOCICAHEI0
B CbIBOPOTKE KPOBH.

AHTH/IeNpeccanThl

AMHUTPHITHIINH,
(h1yOKCeTHH,
UMHIIPAMHH,
HOPTPHUIITHIIHH,
MApPOKCETHH,
CepTpasuH

PuTonaBup, Mcrosb3yemblii B KayecTBe alTHPETPOBHPYCHOIO [peiapatd,
unrubupyer CYP2D6 u, kak clejACTBHC, [MOBLILACT KOHUCHTPALHIO
MMHIIPAMMHA, AMUTPUIITHIIMHA, HOPTPHITTHIIMHA, tiryokeetina,
napokceTHHa M ceprpanuua. [lpn npumMeHeHHH ITHUX JIeKApCTBEHHbBIX
Tnpernaparos OJIHOBPEMEHHO c PHTOHABHPOM B KayecTBe
AHTUPETPOBUPYCHOIO Ipernapara peKOMEH/0BaH YCHICHHbIH MOHHUTOPUHI
TepaneBTHYecKoro sddexra M HexenaTenbHbIX SBIEHMH (CM. pasaen
«OcoObble yKa3aHus»).

Je3unpaMun

100 ognokpatHo | 500 kaxzsle 12y
BHYTPb

T Ha 145 % T Ha22 %

Benunuunbl AUC n Ciay 2-rusipokeumerabosinra cHuKaIeh Ha 15 u 67 %

COOTBCTCTBCHHO. ﬂp;l [PUMEHCHHH  OJHOBPEMCHHO C PHTOHABHPOM B |

KayecTBe aHTHPETPOBMPYCHOIO HperaparTa PeKOMEeHyeTcs MCH0/Ib30BaTh
CHHIKEHHbIE /103bl jIe3HIIPAMHUHA.

Tpazonon

50 oIHOKpaTHO 200 kasabie 124 | 1 82,4 pa3a 1 Ha 34 %

l'lpu IMPUMCHCHUHN OJHOBPEMEHHO C PHTOHABHPOM, HCIIO/IB3YCMBIM B
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KayeCTBE aHTHPETPOBHPYCHOrO mpenaparta WiIM (hapMaKOKHHETHYECKOTO
yCUIMTENs, HabMoAaM0Ch NOBBILICHHE YAaCTOThl PA3BUTHS HEXe/IaTelbHbIX
peakumii, CBA3aHHBIX C NpueMom TpaszoaoHa. Mcnonbsosars kombGuHaumio
TPa30/l0Ha ¥ PUTOHABHPA CIACAYET C OCTOPOKHOCTHIO: HAYMHATDL JICHCHHMC
TPa30/l0HOM HYHHO C MHHMUMAJILHOH J103bl M IIPOBOAMTL MOHHTOPHHI
KJIMHUYECKOr0 OTBETA M MePeHOCUMOCTH.

IIpoTuBoONOarpuyecKue npenaparThbi

Konaxuuux

[Ipy  npuUMEHEHNHM OIHOBPEMEHHO €  PUTOHABMPOM  KOHLCHTPALINS

KOJIXHIIHHA MOJKET IMOBBILLIATLCA.

[Ipn npuMeHeHNN KOJXHMIUMHA OJHOBPEMEHHO C PHTOHABMPOM (MHIHOUTOP
CYP3A4 u P-rauMkonpoTenHa) y MAUMEHTOB C HAPYUICHMAMM (YHKUMH
TMOYEK H (KJIK) NIe4eHH co0011aN0Ch 00 YIPOKAKLLMX KU3HU JICKAPCTBEHHBIX
B3aUMOJIEMCTBHAX, MPHUBEIIIMX K CMEpPTEIbHOMY MCXO4Y (CM. pasieibl
«[lpotuBonokasauus» n  «Ocobble  yKazanus»). JlONOaHMTC ILHYIO
MHPOPMALMIO CM. B MHCTPYKILMH 110 HPUMEHEHHIO KOJIXHIHHL,

AHTHTHCTAMHHHbBIE npenaparsl

AcTeMu3o,

TepdeHannH

OnHOBpEMEHHbIH NpPUEM PUTOHABUPA MOXKET MPUBECTH K [OBbILICHUIO
KOHLIEHTPALMK acCTEMH30/1a U TepdeHaanHa B 1aa3me KpoBH, B CBA3H C YeM
OH IIPOTHBOIIOKA3aH (cM. pasaen «IIpoTuBoNnoKa3aHus»).

4

®ekcodpeHaant

PutoHasup, ucnosb3yemblii B KauecTBe aHTHPETPOBMPYCHOIO IIperapara
MIH  HapMAKOKMHETHYECKOrO  ycuiuTens, Bauser Ha  ddduoke
dexcodenannna, onocpeayeMblit P-riMKONPOTEHHOM, YTO CONPOBOKIACTCS
IIOBBIIUICHHEM KOHUEHTpaunu (ekcodenaanna. [loBbilicHHbI ypoBeHb
dexcodeHanuHa MOXET CHHXKATBCS CO BPEMEHEM [0 Mepe pa3BUTHS
MHAYUHPYIOLIET O 1eHCTBHSA.

JloparaamnH

Puronasup, ncnosbsyemslii B kauecrse GapMaKOKHHETHYECKOIO YCHINTCIA
WIH  aHTHPETPOBUPYCHOro npenaparta, uurubupyer CYP3A n, kax
C/ICACTBHE, OBbILIACT KOHUEHTPALMIO JIOpaTaJniHa B iasMe Kposu. [lpu
NPUMEHCHHUH JIOpATA/IMHA O/IHOBPEMEHHO C PUTOHABMPOM PEKOMEH/10BaH
TILATE/IbHBIH MOHHTOPHHI TEPANeBTHYECKOro PdeKra n HexenaTebHbIX
SIBJICHHH.

AHTHOAaKTEepHAJIBbHbIE IPENnapaThl

Ddy3ugoBas KuciaoTa

OnHOBpEMEHHBIH NPHEM PHUTOHABMPA MOKET [IPHBCCTH K [TOBBILICHHIO
KOHUEHTpaUMH Py3u10BOIt KHCIOTbI M PHTOHABHPA B 11123MC KPOBIL. B CBA 311
C 4eM OH IPOTHBOMNOKA3aH (CM. pasaen «lIpoTuBoNnoKasaHms»).

Pucabyrun’

150 /cyT. 500 kaxabie 124 | 184 pasa T B 2,5 pasa

25-0-ne3aueTni0Bbli
metabonut pudabyruna

T B 38 pa3 7816 pas

B cBasu co 3HauutensHbiM yBenuuenuem AUC  pudabyrnsa ero
NPUMEHEHHE OJHOBPEMEHHO C PHTOHABUPOM KaK aHTHPETPOBHPYCHBIM
npenapatoM — npoTtusBonokazaHo  (cM.  «[IportuBonokxasanus»). Ilpu
npuMeHeHuH  otaeabHbix  MII  0ZHOBpEMEHHO € PUTOHABUPOM,
MCIOJIb3yEeMbIM B KayecTBe (apMaKOKMHETHYECKOTO YCHIIMTEIs, MOKa3aHo
CHWKeHHe 7103kl pudabyruHa 1o 150 Mr 3 pasza B Hememo. Otaenbubie
PEKOMEHIAALUMH CM. B MHCTPYKLHH [0 NPUMEHEHHUIO HA COOTBETCTBYIOMIMIL
uHrubuTop  nporeasbl.  HeoOxoammo  npuuumars  BO  BHUMAHME
obuuManbHbIC pPEKOMEHJAUMK 110 JedeHuio  Tybepkyicsa v BHY-
MH(bMquOBaHHle MNAalMHCHTOB.

Pudamnuunn

Hecmotps Ha 1o, 4To pudaMnuumy MHAYUHPYET MeTaboaM3M PHTOHABHPA,

OFpPaHHYECHHbIC JlaHHblE YKa3blBAlOT HA TO, YTO MNPH IPUMCHCHHH
pudamMnuUKMHA OZHOBPEMEHHO C BBICOKMMHM J103amMu putoHaBupa (600 mr 2
pa3a B CYTKH) OMOJHUTEIbHOE MHAyUMpYlIOlUlee AeHcTBHe pudamnuimHa
(10MOTHUTETILHOE 10 OTHOLIEHHIO K JICHCTBHIO PUTOHABHPA) HE3HAYMTEILHO
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H HC OKa3bIBA€T KIWHHYECKH 3HAYHUMOIO BJIMAHHA HA KOHLIEHTPALHIO
PHTOHaBHpa B paMKax BBICOKO/I03HOi TEpANHUHU PHUTOHABHPOM. Bausiune
PHTOHABHpA HA PUPAMITHLUHMH HE YCTAHOBJICHO.

Bopukonazon

200 kaxaste 124 | 400 kaxabie 124 | | na 82 % | na 66 %

200 kaxzabte 124 | 100 kaxasie 124 | | na 39 % L ua2d4%

[IpuMeHenne pUTOHABMpPa B KayecTBE aHTUPETPOBUPYCHOIO [Iperiapata
OJIHOBPEMEHHO C BOPHKOHA30/10M MPOTHBOINOKA3AHO 110 HPHUMHE CHHKCHUS
KOHLEHTPALMKH  BOpHKOHA3ona (cM. pasaen  «lIporuBonokasanus»).
[Ipumenenne  BOPHUKOHA30J1a  OJAHOBPEMCHHO € PHTOHABHPOM,
MCIOJIB3YEMbIM B KayecTBe (D ApMAKOKMHETHHYECKOIO YCHJIMTE/Is, He
PEKOMEH/I0BAaHO, 3a UCK/IIOYEHHEM CilyyaeB, KOr/aa npejro/araemas nob3a
TAKOr'o JICYEHHs NPEBOCXOJANT NOTEHUHAIBHbIH PUCK /1S NALMEHTa.

ATOBaxoH

Puronasup, ucnosb3yemslit B kauecTBe HapMaKOKHHETHYECKOTO YCHANTES
HJTH AHTHPETPOBUPYCHOTO MPEnapaTa, MHAYUHPYET MIHOKYPOHHIAIHIO H, KAK
CJICACTBHE, CHHXKACT KOHUCHTPALMIO aTOBAXOHa B Iuiasme kposi. [lpu
[PUMEHEHHH ATOBAXOHA OJAHOBPCMCHHO € PHIOHABHPOM PCKOMCHIOBA
YCHIIEHHbIH MOHHTOPHHT KOHUEHTPALIMH [IEPBOIO B CbIBOPOTKE KPOBH H €10
TepaneBTH4ecKoro ahdekra,

Benaksuaux

MccnenoBanus B3aWMOICHCTBHA C  OJHMUM TOJBKO PHTOHABHPOM HE
NpOBOAMINCHL. B mccnenoBaHuM B3aMMOAEHCTBMS OAHOKPATHOH [103bl
OenakBMIMHA M MHOTOKPaTHBIX /03 JIONMMHABMpA B KOMOMHALMH C
puTOHaBHpoM Habmoaanocs yBennuenue AUC Gepaxksuiauna Ha 22 %. 1o
MOXHO OOBACHMTH NEHCTBMEM PHMTOHABMPA, W INPH MNPOAOKHUTEILHOM
COIMYTCTBYIOLIEM NPUMEHEHHH [PEnapaToB MOkeT HabmaoaaThes Gonee
BbIp@XKEHHBIA (dext. OAHOBPEMEHHOr0 NPUMEHEHHS ITHX [IpenapaToB
cneayer u3beratb B CBA3M C PUCKOM PA3BUTHS HEXEIATETbHbIX ABICHMIL,
CBA3aHHBIX € npueMoM OeiakBMIMHA. TeM HE MEHEE. €C/M OkKM/acMas
noJib3a NPUMEHEHUS OCAAKBMIMHA  OIHOBPEMCHHO € PHTOHABHPOM
NPEBOCXOANT PUCK, TO OHO JIONYCKACTCA MPH COOIOACHHN 0COObIX Aep
MpeIoCTOPOKHOCTH. K 3THM Mepam npeiocTopoKHOCTH OTHOCHTCH Dollee
YaCTbli  MOHHTOPHMHI  YIEKTPOKAPAMOIPAMM M KOHTPOIb  YPOBHS
TpaHcamuHas (cM. pasgen «OcoOble yKazaHWs» M MHCTPYKUMH 10
NpUMeHeHHIO Oe/JakBHIIHHA).

Knapurpomuuun

500 kaxkasie 12 4 | 200 kaxasie § u tHa 77 % T Ha3l %

14-rugpokcuMeTabonuT
KJIAPUTPOMHLIMHA

| Ha 100 % | L Ha 99 %

|

B cBs3M ¢ WIMPOKUM TepaneBTHYECKHUM JIHANA30HOM KIAPUTPOMHIIMHA [1PH
€ro MPUMEHEHHH Y MALMEHTOB C HOPMANbLHOH (BYHKLHME 10YEK CHIKATH
ao3y He tpebyercsa. [IpH npuUMEHEHMM OAHOBPCMCHHO € PHTOHABHPOM,
MCIOJIBL3YEMbIM B KAQueCTBE aHTHPCTPOBMPYCHOIO — Hpeliapata  wiu
dbapmakokuHeTHYECKOIO yCHIHTeNs, KJIAPUTPOMUUMH caesyel
MCII0/1B30BaTh B J03ax He Bbiue | r/cyr. Knapurpomuuud cieayer
MCI10/1b30BATh B CHUIKEHHBIX /103X y NAUMEHTOB C HAPYLUCHUAMH QYHKLUHM
MOYeK; MalMueHTaM ¢ KiaupeHcom kpeatununa 30-60 mia/Mun go3y creayer
cHU3UTb Ha 50 %, ¢ KIMpeHcoM KpeTuHHHa MeHee 30 Mi/MuH — Ha 75 %.

Jenamanua

HUccnenosanust B3aMMOAEHCTBMA C OAHMM TOJNBKO PHTOHABMPOM HE
MPOBOAMINCL. B MccnenoBaHMM — 1€KApCTBEHHOrO  B3aMMOAEHCTBMS
Aenamanuaa B gose 100 mr 2 pasa B cyTku M KOMOMHALIMM JIONMHABHPA H
putoHasupa B 103¢ 400/100 mr 2 pasza B CyTKH UIMTCIBHOCTbIO 14 1t v
3710pOBBIX J100POBOJIbIEB OTMEYAIOCH MOBbILIEHHE YPOBHA CHCTEMHOIO

BO3/ICHCTBUA MeTabosnuta jeinamanujaa DM-6705 ua 30 %. B cesizm ¢ |

[OBBILIEHHBIM PUCKOM YUIHHEHMs uuTepBasza QTc noxa Jeiicrsuem DM-
6705 npu HeoOXOAMMOCTH NpPUMEHEHHs Je/laMaHMAd OJAHOBPEMEHHO ¢
PHUTOHAaBHPOM PEKOMEH/J0BAaHO O4eHb 4actoe nojyudende K[ Ha

NMPOTAKEHHM BCEIO NMEPHO/A JICHCHHMA Jielamanuiom (em. pasien «Ocobbie

27



yKa3aHus» U HHCTPYKLMIO JUIS le/iaMaia).

—_—

DPUTPOMHLIMH, PutoHnaBup, HCIob3yeMbli B KauecTBE apMaKOKHHCTHUECKOIO YCHIHTCIIA

MUTPAKOHA301 MK aHTHpeTpoBUpycHoro npenapata, uHrubupyer CYP3A4 u, wax |
CNe/ICTBUE, MOBBILIACT KOHUEHTPALMIO IPUTPOMHILMIE M HTPAKOHA30:1d B
miasme KpoBu. [Ipu  [PUMEHEHMM IPHUTPOMMUMHA  OJHOBPEMCHHO ¢
PUTOHABUPOM PEKOMEH/0BAH YCHJICHHbII MOHHTOPUHI TEPANeBTHUYECKOIro
ahdekTa H HeKenaTeNbHbIX ABICHUH,

KeTokoHazos 200 /cyT. 500 kaxapie 124 | 1834 pasa | 1 Ha55%
PuronaBup MHruOMpyer mertabosiMuecKue MpeBpalleHHs KeTOKOHA30/1a,
onocpeayembie CYP3A. B ¢Bs3M C NOBBLILEHHOH HacTOTON pa3BuTus
HeXeNaTeNbHbIX Peaklnii CO CTOPOHbI KEIYA0UHO-KHIICYHOIO TPAKTA I
MEYCHH [IPH MPHUMCHCHHH KCTOKOHA30/1a OJAHOBPCMCHHO C PHTOHUABHPOM,
HCHOJIB3YEMbIM B KAQUECTBC  AHTHPCTPOBHMPYCHOIO  HIpeliapala i
(hapMaKOKMHETHYECKOI0 YCHIIMTEIS, ClIeyeT PACCMOTPETh HEOOXOAMMOCTD |
CHIKEHMS /103b] KETOKOHA30J1.

Cynshamerokcason/ 800/160 500 kaxabie 124 | | Ha 20 %/ >

TPUMETONPHM® OJIHOKPATHO THa20%

KoppexkTupoBka 1036l CynbaMeToKcazona/TpUMeToNnpumMa  BO  BpeMs
COMYTCTBYIOLIEro JIeYeHHs PUTOHABUPOM He TpebyeTcs.

AHTHICHXOTHKH/HEHPOJIeNTHKH

Kno3zanus, O/1HOBpeMeHHbIH MpHeM ¢ PUTOHABMPOM MPOTHBOMNOKA3dAH, T.K. MOXKET
MUMO3H ] MPHBECTH K MOBBILIEHHIO KOHLEHTPALIMKM KJ103alMHa M MUMO3MK/1a B 11a3me
(cM. paszen «lIpoTHBONOKa3aHUs»). ]
["anonepuion, PutonaBup, npuHuMaeMmblii B KauecTBe aHTHPETPOBUPYCHOIO Hpeliapala,
pHCTIEpH/IOH, unrubupyer CYP2D6 u, Kkak cleiacTBHe, [MOBBILACT KOHUEHTPALMIO
THOPUAA3UH rajonepuaoia, pUCHepHIOHa M THOpWAA3MHA B IU1a3Me Kposu. [lpu
NPUMEHEHUH  3THUX  JIEKAPCTBEHHBIX [PENapaTtoB  OJHOBPEMEHHO ¢
PHTOHABHPOM B KayeCTBE aHTHPETPOBUPYCHOrO Mpernapara pekoMeH10BaH
TINATEJIbHBI MOHMTOPHHI TepaneBTHUECKOro hQeKTa M HeKeIaTe/IbHbIX
ABJICHHUA.
Jlypasunon Beuay nuruduposanust CYP3A puToHaBUpOM NPe/Lionaractcs Ve IMUeHe
KOHUEHTpauuu JypasujaoHa. COBMCCTHLIH  [PUCM ¢ JIVPA3II0HOM
NpOTHBOIIOKa3aH (cM. paziei «llporuBoniokalanms»). I B
Ksernanuu B cBasu ¢ unrubupyrowmm aeicrsuem  puronasupa Ha CYP3A

npeanojaraceTcs YBC/IMYCHHUE KOHUEHTpALMH KBETHAIIMHA. anMCHCHHe
PHTOHAaBHpa OJHOBPEMEHHO C KBETHAIIHHOM IMPOTHBOIOKA3aHO, MMOCKOJILKY
3TO MOXKET IMPUBECTH K I[IOBBIIUIEHHOMY TOKCHYECKOMY I.IC;ICTBHK)
KBeTHanuHa (cM. paszgen «[IpoTHBONOKa3aHus»).

p2-aapeHOMHMETHKH (VTHTEILHOTO JeilicTBHS)

Canmerepon

B cBs3u ¢ uHrubupyowmm aeicreuem puronasupa Ha CYP3A4 oxuznaercs
BBIPAXKEHHOE MOBBIIIEHHE KOHLEHTPALMH OJHOBPEMEHHO MPUMEHIEMOro
casMeTepoia B Ij1a3me KpoBH. B CBSI3M ¢ ITHM 0/IHOBpEMEHHOE ITPHMEHEHHE
JIAHHBIX [PENapaToB HE PEKOMEH/10BAHO.

BiokaTopbl KajiblUHEBbIX

AMJTOAUNHH,
JIUJITHA3EM,
HUbeAMNHH

KaHAJI0B I |
Puronasup, ucnosnbiyemblii B kauecTse HapMAKOKHHETHYECKOIO YCHINTE s
MM aHTHperpoBupycHoro npenaparta, unrubupyer CYP3IA4 . kak

ClIEICTBHE, MOBBILACT KOHLUECHTPALUMIO AHTArOHUCTOB Ka/IbLUMEBBIX KaHA/I0B
B ruasMe Kposu. [IpM NpUMeHEHMHM THUX JIEKApCTBEHHBIX IperapaTtoB
O/IHOBPEMEHHO C PUTOHABHPOM PEKOMEHJIOBAH TILATEIbHbIA MOHMTOPHHT
TepaneBTHYECcKoro 3pexrTa 1 HexelaTeIbHbIX SBICHUH.

AHTarOHMCTbI IHAOTEIHHOBBIX peuenTopos

Bosenran

[IpuMeHeHHe 603eHTaHA OZIHOBPEMEHHO C PHTOHABUPOM COIPOBOKIACTCH
MOBbILIEHHEM MAKCHMMaIbHOM KOHUEHTpauny 6o3eHTana B niuasme (Couy) 1
MJI0LaAHM nojl GapMakoKHHETHHECKOH KPUBOIH O03elTalia B paBHoOBECHOM
coctosinun (AUC).

n



Puoumryar

[Ipy npuMeHEHHH OJIHOBPEMEHHO C PHTOHABHPOM MOXET BO3pacTaTh
KOHLEHTPALUS B CBIBOPOTKE KPOBU BCJIEACTBHE MHTMOMPYIOLIErO AeHCTBHUS
putonaBupa Ha CYP3A wu P-rnukonporend. OaHOBpeMeHHbIH npuem
puouMryata ¢ pHTOHABUPOM HE peKOMeHayercs (cm. paszjel «Ocobbic
YKa3aHHMs» U MHHCTPYKLMH 110 HPUMECHEHUIO PUOLIMIYaTa).

ﬂpOIﬂBOIlele AJIKAJIOHA0B CNOPLIHBbH

JMruapo3proTaMuH, OnHOBPEMEHHbIH MPHEM C PUTOHABHPOM IIPOTHBOMNOKA3aH, [OCKOILKY
IProHOBMH, MOXET BECTH K IOBbILICHHIO KOHLEHTPALMH NPOM3BOIHBIX AJIKAI0MIOB
IProTaMHH, CropbIHbH B r1asme (cM. pazaen «lIpoTuBonokasanus»).

METHJIIPrOHOBUH

Crumyasitopsl motopuku KKT

Lusanpun

OnHOBpEeMEHHBIH MpHEM € PHUTOHABMUPOM MPOTHBOIMOKA3aH, T.K. MOXKeT
NPUBECTH K [10BbIILEHNIO KOHLEHTPALUMK LUM3AIPHIA B [1J1a3ME KPOBH (CM.
pazaen «[IporuBonokasanus»).

AHTaroOHMCThI peuenTopo

B I'uPI

D1arojiuke

OHOBpPEMEHHOC  [IPUMCHCHUC  IAIOJUMKCA € PHIOHABHPOM  MOACI
YBE/IHYHTL KOHUEHTPALHIO d1aroaukea nyrem uuruouposanmns CYP3IA n P-
rIMKonpoTerMHa. M3BecTHbie cepbe3Hble HEkKeNaTe/bHbIC PeakilMH [IpH
IIPUMEHEHHH J1ar0JIMKCa — CYMUMAAIbHBIC MbICIM U [1OBBILCHHE YPOBHEH
Ne4YeHOYHbIX TpaHcamuHas. Kpome Toro, anaronmkc sBiasercs ciaabbiM /
yMmepeHHbIM HHAYKTOpoM CYP3A, KOTOpBIH MOXET yMEHbIIATh CHCTEMHOE
BO3/eiicTBME puTOHaBMpa. HeoOxoauMo oOpaTHTbCs K MHCTPYKLUMM 110
MEIMLIMHCKOMY MPUMEHEHHIO J1arojiMKca s MosydeHus HHpopMaumu o
[103aX 3J1arojJMKca Ui MoJydeHHs MHQOpMaLUMK O /103aX J1arojMKca Mpu
NPUMEHEHHH C CHiIbHbIMKM MHIHOUTOpamu CYP3 A4,

IIpoTHBOBHpYCHBIE NpenapaThl NPAMOro AeicTBHs A3 Jevennst BI'C

["'nexanpesup/
nubpeHTacBup

B cBa3u ¢ unrubuposanuem P-raukonporenna, BCRP u OATPIB
PUTOHABHPOM KOHUCHTPALUMH B CbIBOPOTKE MOTI'YT YBCIHYHBATHLCSH.
OaHoBpeMeHHOE NPUMEHEHHE PUTOHABUPA M [IIeKANpPEBUPA THOPCHTACBHPA
HEe PEKOMEH/1yeTCs M3-3a MOBBLIIIEHHOrO pHUCcKa nosbitenus yposus AJIT,
BbI3BAHHOI'O POCTOM KOHLCHTPALIMM IJIEKalpeBupa.

Huruburops! nporeasst BI'C

CumenpeBup

200 /eyr. 100 xaxzasie 124 | 1 87,2 paza 1 B4,7 paza

PutoHaBup 1nosblaeT KOHUCHTPALHMIO CHMEIIPCBHPA B [UIA3ME BC/ICACTBHE
unrubuposanus CYP3A4. OaHoBpeMEHHOE [PUMCHCHHC PUTOHABHPA M
CHUMEIPEBMPA HE PEKOMEH10BAHO.

HHrHOHTOpPSLI peayKTasbi

I'MTI'-KoA

ATOpBacTaTHH,
¢dnyBacTaTuH,
JI0OBaCTaTHH,
NpaBacTaTHH,
pO3yBaCTaTHH,
CHMBACTaTHH

[lpy npUMeHEHWH OIHOBPEMEHHO C PHTOHABHPOM, MCIIOIb3YCMbIM B

YCHIIMTENS, OKH/IAETCA BbIPAKEHHOE MOBbILIEHHE B [J1a3Me KPOBH YPOBHS
uHruéutopos peaykrasst [MI'-KoA, Takix kak JloBacTaTHH U CHMBACTaTHH,
NOCKOJbKY MX MeTabosin3M B BbICOKO# cTenenu onocpeaoBad CYP3A. [pu
MOBBILEHHH KOHLEHTPALMM J10BACTaTHHA M CHMBACTATHHA BO3pacTaeT
NpepacosIoKeHHOCTb MalMEeHTOB K MHONATHSIM, BK/IIOYas pabIoMHOIN3, B
CBS3M C YEM [IPUMEHEHHME THX JIEKAPCTBEHHBIX 1IPENapaToB OJHOBPEMEHHO
C PHTOHABMPOM MPOTHBOMOKA3aHO (cM. pasjen «[IpoTHBONOKazaHus»).
Mera6oau3m artopBactaTHHa B MEHblCH creneHu onocpeaosad CYP3A.
BeiBesenne posyBactatuHa He 3aBucut ot CYP3A. ojanako npu cro
[IPUMEHEHHN OZHOBPEMEHHO ¢ PUTOHABUPOM cO00IIATOCH 00 YBCIHYCHIH
3KCMO3MUMM  po3yBacTaTHHA. MeEXaHM3M  ITOro B3aMMOACHCTBMS  He
BbISICHEH, OIHAKO 9TO MOXeT OblTb CJeACTBHEM HHIHOMPOBaHMS
MepeHoCcYHKa. [Tpu MPHUMEHEHHH  PUTOHABMpPa B KauyecTBe
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OJTHOBPEMEHHO C AaTOPBACTATHHOM MJHM PpO3yBaCTaTMHOM TOCJEAHHE
HeobX0AMMO Ha3zHA4YaTh B Kak MOKHO Oosiee HM3KMX H03aX. MeTaboausm
npaBacTaTMHa M QuysactaTiHa He onocpeaosad CYP3A, B cBssu ¢ yem
B3aUMO/ICHCTBHSA C PUTOHABUPOM He npeanosaraercs. [Tpu neobxoanmocTy
neyenus uHruburopom peayxrasel 'MI-KoA pekomenayercs sbibGupars

NHrnouTopsl KHHA3LI

NpaBacTaTHH WK (J1yBACTATHH. |

docramatunubd

1
OnanoBpemeHHoe npuMeHenue QoctaMatuiuba M pUTOHABHPA  MOKCI

YBEJIHUYHUTBL CHCTEMHOE Bo3AeicTBHE MeTaboimta octamarnunba R406, vio
MOXET MPUBECTH K HEXKEJIATC/IbHbIM PEAKIHAM, 3aBUCHMbIM OT /103bl, TAKHM
KaK rernaToToOKCHYHOCTb M HEHTPOIICHHS.

I'opMoHaibHbIe KOHTPALENTHBbI

DTUHUIIICTPAAHOI 50 mxr onnokpatno | 500 kaxavle L Had0% lHal32%
124

[Ipn npUMEHEHHH ITHHHIICTPAAMONA OAHOBPEMEHHO € PHTOHABHPOM,
MCMOJIb3YEMbIM B KAYECTBE  AHTHPETPOBHPYCHOIO  LIPCHAPATA  HIIN
(papMaKOKMHETHUYECKOrO  yCHIMTERs,  HCOOXOAMMO  HCIHOIb30BATH
OapbepHble WJIM JpYyrHe HEropMOHA/bHbIE METOAbl  KOHTPALENILHH.
PuroHaBup u3MeHsieT npoduib MaTOYHONO KPOBOTEYEHHMS M CHHXKAeT
30 (HEKTHBHOCTh ICTPAAMOI-COACPXKALLMX KOHTPALENTHBOB (CM. pasjel
«Ocobble ykazaHus»).

HmmyHozenpeccaHTbl

LlukstocnopuH, Putonasup, ucnons3yemslit B kauecTBe HapMaKOKHHETHYECKOTO YCHIMTE

TaKpOJIUMYC, WM  aHTUPeTpOBUMpycHOro npenapara, uHrubupyer CYP3A4 u, kak

IBEPOIUMYC CIIE/ICTBHE, MOBBIILIAET KOHLEHTPALMIO LIMKIOCIOPHHA, TAKPOJIUMYCa HIIH

IBEposiMMyca B IulasMe Kposu. IIpM NpUMEHEHMH ITHX JICKAPCTBEHHBIX
NpenapaTos OJHOBPEMEHHO C PUTOHABUPOM PEKOMEH0BAH TLIATE/bHbI
MOHHTOPHHI TEPANEBTHYECKOT0 IPPEKTa ¥ HEKENATELHBIX ABICHUI.

[Ipenapamei, nonusxcarowue KOHYEHMpPayuio Auntoos

Jlomutanua

JloMuTanua sBaseTcs YyBCTBUTCIbHbIM CyOcTpaToM s Merabosiu3ma ¢
nomowbro CYP3A4. Uurubutopsl CYP3A4 yBenunBaOT KOHUEHTPALIMIO
JIOMHTANKHAa B [J1a3Me, a MOLIHbIE MHTHOMTOpPbI  YBEIHYMBAIOT
KOHLEHTPALMIO MpuMepHo B 27 pa3. OaHOBpeMEHHOE TMpPHUMEHEHHE
JIOMMTANMAa € PUTOHABUPOM  MPOTHBOINOKA3aHO  (CM.  pasier
«ITpOTHBONOKa3aHHS» W HHCTPYKIIMIO 110 IPUMEHEHHIO JTOMHTAINA).

Huruéurops! pochoandcrepassi (O/13-5)

AaHadun 50 oaHOKpaTHO 600 kaxible | T8 13 pas T 82,4 pasa
12y
OnHoBpeMeHHOE NMpUMeHeHHe aBaHapuIa U PUTOHABMPA MPOTHBOINOKA3AHO
(cM. pasgen «IIpoTHBONOKa3aHMUAY).
Cunpenadpun 100 oanokpatHo | 500 kaxzabie t 81l pa3 1 B4 pasa
12y
[Ipn npumeHenun cungeHaduia C UEABIO JIEYEHHS IPEKTHIBHOM
AUCYHKUMH OQHOBPEMEHHO C PUTOHABUPOM, MCIOJb3yeMbIM B KayecTBe
AHTUPETPOBHPYCHOI'O Iperapara win GapMakOKHHETHYECKOro yCHINTeNs,
HeobxoanMo cobmonate 0coby0 OCTOPOKHOCTD, @ J103a CHlleHaduIa He
JI0JDKHA npeBblaTh 25 Mr 3a 48 4 (Takke oM. pas/en «Ocobble yKazaHus»).
Conyrersytouee HPUMCHCHMEC cuiacHadma i PHIOHABHPA
NPOTHBOMOKA3AHO MAIMEHTAM € JICFOYHOH apTepHAIbLHOI THICPICHHCH
(cM. paszgen «[IpoTHBOIIOKA3aHUS»).
Tananadun 20 0AHOKpPATHO 200  xawuasle | T Ha 124% —
124

[Tpu npumMeHeHnu Tananaduia ¢ Uesbio JeUeHUs IPEKTHILHON AHCHYHKIMHU
OJIHOBPEMEHHO  C  PHTOHABHPOM,  MCMOJNL3YeMbIM B Ka4ecTBe
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aQHTHPETPOBHPYCHOTO Mpernaparta wiu hapMaKOKMHETHYECKOTO YCHUITHUTENS,
HeobxoanMo coboaaTh 0coby0 0CTOPOKHOCTB, @ Tazanadui HeoOX0AUMO
Ha3HayaTh B CHIDKEHHBIX J03ax He Oosnee 10 Mr ¢ uHTepBanom B 72 4 npu

YCHJICHHOM MOHHTOPHHIC HEKEJIATe/IbHbIX peakuuit (cM. paszien «Ocobbic

YKa3aHUA»).

[Tpn npumenennu Taaanaduia 0 HOBPEMEHHO C PUTOHABUPOM Y NALMEHTOB
C JISrOYHOM apTepHaIbHOM runepTeHs3ueii HeoOXoAMMO cobI0AaTh YKa3aHHs
U3 HHCTPYKLIMM N0 NPUMEHEHHIO Tajanaduia.

Bapaenagun 5 0ZIHOKpATHO 600  kaxasie | T 849 pas 1813 pa3
12y
OnHoBpeMeHHOE NpUMEHeHHe BapaeHaduna H pUTOHABHPa
NPOTUBONOKAa3aHO (cM. pasaesn «[IpoTuBoIIOKa3aHMS»).
CeaaTuBHbBIC H CHOTBOPHbIE NPENapaThbi
Knopasenar, OnuoBpeMeHHbI [IPUEM ¢ PUTOHABHPOM [IPOTHBOMOKA3AIL, [TOCKOILKY
Anasernam, MOYKET MPUBECTH K MOBBILICHUIO KOHICHTPALMM KIOPA3CHATd, IHAICHaMa,
2CTa30/1aM, ctazonama  u duypasenama B LIasMe  KPOBIL (CMl putac
¢nypasenam, «ITpoTuBonokasamus»).

rnpeHa3sHaYeHHbIN U1

npHema BHYTPb WK
napeHTepanbHO
MHUa3071aM

Metabonu3m Muaazonama B BbICOKOH crenenu onocpeiosan CYP3A4.
[IpuMeHeHHe OJHOBPEMEHHO C PHUTOHABHPOM MOXET COIPOBOKAATHCS
CYLIECTBEHHBIM NOBBILLIEHUEM KOHLIEHTPaLUK GeH30ua3enuHa.
HccnenoBanus B3aMMOZEHCTBUS pUTOHaBHpa W OeH30[Ma3eNMHOB He
npoBoauIHch. Ha ocHoBauuu aaHHbIX Anst Apyrux uHrubutopos CYP3A4
KOHLIEHTpALMA MHAA30/1amMa B I1J1a3Me [IPH €ro IPUMEHEHUH BHYTpb Oyzer
3HAYMTEIbHO Bbllle. Takum 0Opa3om, PUTOHABMP HE CredyeT NPHUHUMATH
OIHOBPEMEHHO c MU/1230,1aMOM (BHYTPb) (cM. pasjaen
«[lporuBorokasanus»), a HpPH €ro I[PUMCHEHHH OJHOBPEMCHHO C
MM1330]1aMOM, BBOJIMMbBIM TapeHTepanbHo, cieayer cobmoaars 0codyio
OCTOPOXKHOCTL. JlaHHble 00 OJHOBPEMCHHOM [PUMCHCHHHN MMIA30.1aMa,
BBOJMMOIO MAapeHTEPATIbHO, H APYIHX MHIHOMTOPOB POTCA3bl YKA3bIBAIO]
Ha BO3MOKHOE MOBbILLIEHHE YPOBHA MH/1a30/1aMa B raasme Kposu B 3-4 pasa.
[Ipy  HeoOXOAMMOCTH MNPUMEHEHMS PUTOHABHPA OJHOBPEMEHHO ¢
MM/1a30/1aMOM, BBOJMMBIM MAPEHTEPAIbHO, 3TO ClEAyeT OCYLIECTBIATh B
OTAENEHHH peaHuMauuMu W MHTeHCHBHOH Tepanun (OPUT) wim B
AHAJOrMYHBIX YC/IOBHAX [UIS YCHIEHHOTO KIMHHYECKOrO0 MOHMTOPHHIA M
HAJUIEKALLEro JICYEHHUs B C/yyae pa3sBUTHS YIHETEHMs AbIXaHus W (M)
JUIHTENnbHOM  ceptaumu.  Moxer norpeboBarhes
MK/1a30/1aMa, OCOOCHHO MTPH MHOIOKPAaTHOM BBC/ICHHH.

Tpuazonam

0,125 oaxokparto | 200, 4 103bl 1 >820 pa3 l 1 Ha 87 %

KOPPEKTHPOBKA  /103bl |

OZHOBpEMEHHbIH [PHEM pHTOHABMPA MPOTHBONOKA3aH, T.K. MOKET
NPUBECTH K MOBBILIEHHIO KOHLEHTPALIMM TPHA30/1aMa B NJ1a3Me KPOBH (CM.
pasjen «IIpoTHBOnoKazaHHs»).

[Tetnann

50  opnokpartHo | S00  kaxasle | | Ha 62 %

BHYTpb 124

| Ha 59 %

HopnetuauHoBbli
MeTabonuT

T Had7 % T Ha 87 %

OaHOBpeMeHHOE NPHMEHEHHE NMeTHANHA U PUTOHABUPA ITPOTHBOINOKA3AHO B
CBS3M C BO3MOXHBIM I1OBbILUGHUEM KOHLEHTPAUHK HOPNETHAHHOBOIO
meTabonuTa, KOTOpbiii obnazaer 00e300NMBAIOWIMM  JIeHCTBHEM M
oaHoBpeMeHHo ctumyaupyer I[HC. [lpu noBbILICHHOH KOHUCHTPALIMK

HOPIETH/IMHA BO3PACTaeT PUCK PA3BUTHA NOOOUHbBIX PEAKIMIT CO CTOPOHbI |

HHC  (nanpumep,
«[1poTuBoOnOKa3aHUs».

IMUAENTUHOPMHBIX  MPUMAJKOB),  CM.  pasjiel

Aunnpa3zonam

| osHOKpaTHO 200 xaxabie
12 4y B Teu. 2
JIHEH

1825 pasa «

[inal6%

500 kaxable | Ha 12%
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12 4B Tey. 10 '

JIHeHn +
BBenenne B cxeMy  sieueHMs  DUTOHABHPA  CONPOBOAKIAIOCH
uurubuposaunem  merabonusma  annpasonama.  Ilocie npUMenenns |

puTOHaBMpa Ha npoTsHkeHun 10 AHelt HHrHOHpyIoLice ACHCTBIEC HCYE3L10. |
B nepBbie HECKOJIBKO HEH NPUMEHEHHS AINPA307aMa OJAHOBPEMEHHO ¢
PUTOHABHPOM, HCIIOJIb3YEMbIM B KAYECTBE aHTUPETPOBHPYCHOIO lIpernapata
WM (papMaKOKHHETHYECKOrO YCHIMTEIIS, 10 Pa3sBUTHS HHAYUMPYIOLICTO
AelicTBHA Ha MeTabonu3M anpasonama, HeobXxoauMo cobioaath 0cobylo
OCTOPOKHOCTb.

Bycnupon

PuTOHaBHp, HCIIO/IB3yeMblil B KayecTBe (hapMaKOKMHETHUCCKOTO VCHIMTE S
WIH  aHTHPETPOBUPYCHOro npenapara, uurubupyer CYP3A . kak |
CAJICTBUE, MOBBILACT KOHUEHTpauu Oycrnupona B iasme kposu. lpu
MpUMEHEHHH OyCrMpoHa OJHOBPEMEHHO C PUTOHABMPOM PEKOMEH/10BaH
YCHIICHHbIH MOHMTOPMHI TEPaneBTHYECKOro IPQeKTa M HexenaTesbHbIX
ABJICHUH.

CHOTBOpHBIE NpeNnapaThbl

3onnuaem

5 200, 4 no3w1 T Ha 28 % THa22 %

[Ipumerenue 301nn1EMa 0AHOBPEMEHHO ¢ PUTOHABMPOM J0MYCKAETCA NpH
YCHIICHHOM MOHHTOPHHIE H30bITOUHBIX CEIAaTUBHBIX 3D (EKTOB.

IIpenapatbl 17151 0TKA3a OT KypeHusi

Bynponuon

150 100 kaxable lHa22% lna2l %
12 4

150 600 xax/ble | Ha 66 % L Ha 62 %
12y

bynponuon  meraGonusupyercs  mpeumymectsenno CYP2B6. [lpu
NPUMEHEHHH OynponMoHa OJHOBPEMEHHO C MHOTOKPATHBIMH 103aMH
PUTOHABHPA MOXKET CHWXKATbCA €ro ypoBeHb. ITOT HPPEeKT MOKHO
OODBACHUTL MHAYLUMPYIOUIMM JICHCTBHEM pPHUTOHABHpa Ha MeTabosn3M
Oynponuouna. Tem He MeHee, puToHaBup Takxke uHrudupyer CYP2B6 in
Vitro, B cBsi3u ¢ yem OyNpOIMOH Ciedyetr UCHONBL30BATL B J103aX HEe BbillC
pekomenayembix. B orimune or addiexkTor npu npooiakiebiom
MPUMEHEHHH PHTOHABMPA, MMOCIC €ro HNPUMCHCHHS B HHIKHX 103aX 1
NPOTSHKEHUH KOPOTKOIo nepuoa (200 mr 2 pasa B cyTku B revueHue 2 J(Heil)
3HAYMMBIX B3aMMOJIEHCTBHI ¢ OynponuoHoM He Habdaw0an0Cch, Ha
OCHOBaHHMH YEro MOXHO MPEANOI0KHTb, YTO KOHLEHTPaUHs OynporoHa
HaYMHAET  CHMXKATbCA  CIYCTS  HECKOJBKO  JHeH  Iocjie  Hayaia
COIYTCTBYIOLLErO MPUMEHEHUS PUTOHABHPA.,

Crepoubl

>
[}



®nytrkasona nponuouar, | [lpy  npumeHennn  puTOHaBMUpa  OHOBPEMEHHO ¢ (hayTHKA30HA

NPHMEHAeMbIH MPONHOHATOM, BBOJMMbIM HHTAIALIMOHHO MIIH HHTPAHA3a:1bHO, COOOLIAIOCH
HHTISALIHOHHO, 0 PasBUTHH CHCTEMHBIX IQPEKTOB KOPTUKOCTEPON/IOB, BKIIOUAS CHHAPOM
HHTPAHa3a1bHO WIIH HMuenko-Kywmnura u  yruerenne  (QyHKUMM  HaJIOYCHYHMKOB (B
NOCPEACTBOM MHBEKLMH, | BbILLECYNIOMAHYTOM HCC/ICI0BAHUM YPOBEHb KOPTH30:1a B [171a3ME CHH3HJICH
Oyneconu, a0 86 %). Ananoruunble ddeKTbl Takke HabMOAATUCH PU NPUMEHEHHH
TPHAMLMHOJIOH PHTOHaBHpPa  OJHOBPEMEHHO €  JAPYTMMH  KOPTHKOCTEPOMAMH,

MeTaboIH3npyeMbIMU CYP3A, Harnpumep, OyecoHmnom "

TPHAMUMHONOHOM. Takum 06pa3oM, nmpuUMeHeHHe PHTOHABMPA B KauecTre
AHTHPETPOBUPYCHOIO Mpenapara uan (apMakOKMHETHYCCKOIO YCHINTENS
OAHOBPEMCHHO C JlAHHbIMH JIHOKOKOPTHKOM IHBIMH Hperaparasmy  He
PEKOMEH/I0BAHO, 3a HCKIHOYEHHEM CIAYHACB, KOITIA HOTCHIHA ILHAN 110 1h i
TAKOI'o JIEYEHHS MPEBOCXOAHT MOTCHUMAILHBIA PHCK PA3BHTHSA CHCTCMHLIX
3¢ PeKTOB, CBAIAHHBIX C IPUEMOM KOPTHKOCTEPOM,108 (CM. pasiei «Ocobbie
yKasanus»). B nocneanem ciayyae HeoOX0/AMMO MCMONBL30BATh CHUKEHIIbIE
A03bl  [IIOKOKOPTHKOMIHONO — Mperapata M  [POBOAMTbL  YCHJIEHHBIN
MOHMTOPHHI MECTHOIO M CHCTEMHOro JAeHCTBHsA, 100 NepexoAuTh Ha
ApYrod TIIOKOKOPTHKOM/IHBIH Mpenapar, He sBISOWMiCS cybcTpaTtom
CYP3A4 (nanpumep, Gewiomera3on). Bosee Toro, B ciyyae OTMEHbI
FIIOKOKOPTUKOMAHBIX MPENapaTtoB MOXKeT MoTpeboBaThCs MOCTENneHHoe
CHH)KEHHE J103bl Ha NMPOTSHEHUU JUTHTEIbHOIO0 BPEMEHH,

JlekcameTa3zoH Putonasup, ucnosb3yemblii B kauecTBe hapMaKOKMHETHYECKOIO YCHIANTES
WIH  aHTHPETPOBUPYCHOro npenapara, uHrubupyer CYP3A u., kak
CJIEICTBHE, MOBBILLACT KOHLEHTPALIMIO IeKCAMETA30Ha B 111a3me kposu. [lpu |
MPUMEHEHHH JIEKCAMETA30Ha O/IHOBPEMEHHO C PHTOHABHPOM PEKOMEH I0BAH

YCHJICHHbIH MOHHMTOPHHI" TEPAIEBTHYCCKOIO IYDDCKTa M HEAKCIATCIbHBIN |
SIBJIEHUH.

[Tpeauuzonox 200  kax/ble Ha 28 % Ha 9 %
20 124

[Ipy npUMEHEHMM NpPEIHM30J0HA OLHOBPEMEHHO C PHTOHABMPOM
PEKOMEH/IOBAH YCHJIEHHBIH MOHMTOPHHI TepaneBTHYeckoro hdexra u
HexenatenbHbix  sABiaeHuit. Yepes 4 w14 aueit  conyrersylouiero |
[PUMEHECHHUA 1PEAHU30/10Ha ¥ pHTOHasupa Bejanynda AUC meraboimnia
Mpe/IHN30/10Ha BO3poca Ha 37 u 28 % COOTBETCTBEHHO.

H/0: He onpeesneHo
L Ha ocHoBanuM cpaBHeHMs B napajiieibHbiX rpyIinax.
2. CynbhameTokcas’on NpUMEHSIICS OAHOBPEMEHHO C TPUMETONPHUMOM,

[lpy npuMeHeHMM pHTOHABMpa OJHOBPEMEHHO C /U30MMPAMMIOM, MEKCHIETHHOM H
He(a30/10HOM CO06IIANOCH O PA3BUTHH HEXKEJIATE/IbHBIX ABJIEHHUH CO CTOPOHbI CEp/Lia ¥ HEPBHOI
cucTeMbl. Helb3st HCKITIOUMTh BO3MOKHOCTD B3aHMO/IGHCTBHIS ITHX JIEKAPCTBEHHbIX [1PENapaTos.
[IoMUMO  BBILIENEPEUYNCICHHBIX  B3aUMOIEHCTBHI  CYIIECTBYET BEPOSTHOCTb  YCHJIEHHS
TEPANEBTHYECKUX U TOKCHYECKMX JCHCTBMH, UTO CBA3aHO C BbICOKOH CTCICHBIO CBS3bIBAHMSA
pUTOHABMpPa ¢ OENKAMM M/1a3Mbl M, KaK C/IEJCTBUE, BITECHEHHEM OIHOBPEMEHHO [PHMEHSHCMbIX
JIEKapCTBEHHBIX IIPENapaToB M3 CBA3H C HUMH.

Ilpumenenue pumonasupa 6 Kauecmee YapmMaKoOKUHEMUYECKO20 YCUTUNENA

Bakuple cBeaeHMs O  B3aMMOJEHCTBMAX  PUTOHABMPA, MCIO/IL3YEMOIO B KauecTse
(apMaKOKMHETHYECKOr0 YCHJIMTEIs, C JICKAPCTBEHHLIMM [IperapaTaMi TakKe [PUBCICHLI B
MHCTPYKUMH Ul OJIHOBPEMEHHO NMPUMEHAEMOI0 HHIMONTOPA 1POTEasbl.

Hrneubumopst npomonnoco nacoca u 6:1okamopsl Ha-eucmasunossix peyenmopos

s
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[Ipn mpumeHeHMH MHTHOUTOPOB NPOTOHHOrO Hacoca M G0KaTOPOB Ha-rHCTAMHHOBBIX
PEeLenTopoB (HANPUMEP, OMENpas’ona WM PAHMTHIMHA) MOXKET CHUKATLCS KOHLEHTPALUMS
OZIHOBPEMEHHO NPHMEHSAEMbIX HMHIHOMTOpPOB r1poTeasbl. [10apoOHbIC CBEACHHS O BIMSHHM
ONHOBPEMEHHOTO TPHUMEHEHHMs JIEKAPCTBEHHBIX [PENapaToB, CHUKAIOUIMX KHCIAOTHOCTD,
TNPHUBE/ACHBI B UHCTPYKLUHH U1 OJHOBPEMEHHO NIPUMEHAEMOIo MHIMOUTOpa 1poTeasbl. CoriaacHo
pe3y/IbTaTaM HCC/IeI0BAHNH B3aUMOJEHCTBUI ¢ HHIHOMTOPaMK [1pOTeasbl, JeiCTBHE KOTOPbIX
YCHJIMBACT DHTOHABHMD (ONMWHABMUP B KOMOMHAUMM C PHTOHABMPOM, atasaHaBup). Mpu
OTHOBPEMCHHOM NPUMEHCHHUH OMEIpPa30/1a WM PAaHUTH/AMHA C PUTOHABUPOM, HCIO/b3YEMbIM B
Kayectse (hPapMAKOKMHETHUECKOr0 ycHiauTens, 3(QPEeKTUBHOCTL MOCHEAHEr0 3HAUMMO HE
MEHSAETCS, HECMOTPS Ha HEOOJIbIIOE H3IMEHEHHE YPOBHS CHCTEMHOIO BO3/EIICTBHIA (IPUMEPHO Ha
6-18 %).

Ocobbie ykazauus

Putonaup ne usneunsaer or BUY-1 undexuun u CIIMJla. Y naumeHToB, momyyarommx
PUTOHABHP MJIK JIIOOYIO APYTYIO aHTPETPOBUPYCHYIO TEPAINIO, MOTYT IPOAOIKATH PA3BUBATHCS
ONIOPTYHUCTHYECKHE HHEKLUMHU K Apyrue ocnoxkHenus BUY-1 undeximn.

Ilpy npuMeHeHMM PHTOHaBHMpA B COCTaBe KOMOMHMPOBAHHON aHTHPETPOBUPYCHOI Tepalii
Z0Ka3aHO 3G PeKTUBHOE MONABIEHHE BUPYCA, YTO 3HAYMTENLHO CHMXKAET pUCK nepeiaun BUY
TMOJIOBBIM ITyTEM, OJJHAKO, [IPH 3TOM ITOJIHOCTBIO pUCK nepeaaun BUY uckinouen 6biTh He MOXKET.
[TaunenTsl 20/KHBI €06.1101aTh COOTBETCTBYIOLNE MePbl GE30MACHOCTH 18 NPEA0TBPALLESHIIS
nepenaun BUY-undexunn.

[Ipn HasHayeHnu puTOHAaBMpa B KOMOMHALMM C JAPYrMMHM MHruGMTOpamMu mnporeas BUY
(Hampumep, B Ciyyasx, KOrjaa PUTOHABUP HMCIMOJIb3yeTCs B KauecTBe (hapMaKOKMHETHUYECKOro
ycuauteas Apyrux uHruburopos nporeas BHY) caeayer yumrhiBars  mndopmaiutio.
COZIEPXKALLYIOCA B MHCTPYKUHAX [10 [PUMCHCHHUIO COOTBCTCTBYIOLMX HHIMOHTOPOB 11POTCas
BHUY.

[Ipumenerue pumoHasupa 8 Kavecmee aHmupemposupycHo2o cpeocmeda uiau

Gapmakokuremuyecko2o ycuaumenn

[Tayuenmeu! ¢ xponuueckou duapeet uiu marbabcopbyuen

PekomeHayeTcss J0MOJHUTENbHBIE MOHUTOPHHT NpPH BO3HUKHOBEHHHM auaped. OTHOCHTEIBHO
BbICOKAs 4acTOTa AMaped BO BPeMs JIEYEHHUS PUTOHABMPOM MOJKET MPUBECTH K HAPYLLEHMIO
BCAChIBAHMS W CHWXEHHIO JI(G(GEKTUBHOCTH (BCIEACTBHE CHHKEHMS  KOMILIACHTHOCTH)
PUTOHABHpa WJIM JIPYTHX OJHOBPEMEHHO MPUMEHSEMbIX JIEKapCTBEHHbIX cpelcts. Cepbesnas
EPCUCTUPYIOLLAs PBOTA W/MIJIM IMapest, CBA3aHHAs C UCII0JIb30BAHHEM PUTOHABUPA, TAKKE MOKET
PUBECTH K HapyleHUIO GyHKUMH noyek. PekoMeHayeTcst KOHTPOIMPOBaTh (YHKLHMIO OYEK Y

MAUUECHTOB C HAPYLUIECHHEM Q))IHKHHM MOYEK B aHAMHE3E.



Temopunus

Y naumenTtoB ¢ remoduaneit Tuna A win B, noaydaioumx aedeHue HHruOUMTOpaMH BUPYCHbIX
npoteas BUY, otmevanuce ciyuan ycHaeHUst KPOBOTEYEHMS, BKIIHOYAs CIIOHTAHHOE 00pa3oBaHne
KOXHBIX 'eMaTom U remaptpo3a. HekoropbiM naunentam Obu1 10M0MHUTEILHO Ha3HAYEH (AKTOP
VIIIL. Bosee yeM B NoJOBMHE ONMUCAHHBIX Clly4aeB JieyeHUe HHIHONTOPaMH BUPYCHBIX MpOTEa3
BUY 66110 npoaomkeHo win Bo300HOBIEHO. MMEIOTCS yTBEpKIACHHS O HAJIHYUMU [IPUYHHHO-
CJICZICTBEHHOM CBA3M, XOTA MEXaHM3M JIEUCTBUS yCTaHOBIEH He Obl1. [Tauuentsl ¢ remoduiiuei
JI0JIKHBI ObITH TPOMHAOPMHUPOBAHBI O BOZMOMKHOCTH YCHIICHUS KPOBOTCUCHHIT,

Macca mena u nokazameau obmena eewjecme

Bo BpeMs aHTMpPETPOBMPYCHOM Tepamuu MOXKET MPOMCXOANTb YBEJIMYEHME MACChl Tejla,
TMOBBILIEHNE KOHIIEHTPALHH JIMITHIO0B U TIIOKO3BbI B I1a3Me KpOBH. Takue H3MeHEHHs MOTyT ObITh
YaCTMYHO CBf3aHbl C KOHTposieM 3aboseBaHus W oOpazom ku3HM. i MOBBILIEHHMS
KOHLUEHTPALIMK JIMIIMIOB B HEKOTOPBIX Cly4asiX CYLIECTBYIOT CBHAETE/ILCTBA BO3ACHCTBHS
Tepanuu, B TO BPEMSs KaK CBUETEJIbCTB CBSA3M MPUPOCTA MACChI T€1A ¢ KAKUM-TMOO0 KOHKPETHbIM
neyenuem Her. Ilpu oTcrnexMBaHMM KOHLEHTPAUMM JIMIIMAOB M IJIIOKO3bl B KPOBH Cle/lyeT
OpPMEHTHPOBATHLCA Ha pa3paboTaHHbIC PYKOBOJACTBA 110 JjevyeHutio BUY- undexunn. Hapyuenns
JAMNHIHOro 0OMeHa HeOOX0AMMO KOPPEKTHPOBATH B 3aBUCHUMOCTH OT KIMHMYECKOMH CHTYaLMHK.
Heob6xoauMo uMeTh B BHMIAY BO3MOMKHOCTb [aHKpeaTHTa [PU [MOSBICHUH KIMHUYECKHUX
CHUMITOMOB (TOLIHOTA, pBOTa, 0OJb B JKHBOTE) M OTKIOHEHHH 1abOpaTOpHBLIX MOKaszartenei OT
HOPMBI ([TOBBILLIEHHE YPOBHS JIMNa3bl M AMUIIa3bl B CbIBOPOTKE). [TaumeHTs! ¢ nepeyncieHHbIMHU
NpU3HAKaMH MJIM CUMIITOMaMH JI0/KHBI MPOHTH JIOMOJHUTEIbHOE 00C/Ie/10BaHmne, a B ciyyac
MOATBEPKAECHHUS AMAarH03a MaHKPeaTuTa JeYeHWe PUTOHABUPOM CIICAYyeT MPEKPATHTh.

Cunopom 6occmanosienus uMmyHumema

Y BUY-uHQUUHPOBAHHBIX MALMEHTOB C TSKEIBIM MMMYHOAEDHUUMTOM Ha MOMEHT Hayaja
KOMOMHHMpOBaHHOW aHTHpETpPoBHpYCHOH Tepanuu (KAPT) Moxker pa3BuTbcs BOCHaIMTEIbHAs
peakuus Ha OECCHMNTOMHBIE WJIM OCTATOYHbIE OMMOPTYHMCTHYECKHE MH(EKUMH, YTO BeeT K
CEepbe3HbIM KIMHMYECKUM COCTOSHHMAM WM YXYALIEHUIO CMMNTOMOB. Takue peakuuu oObIYHO
HaOII01al0TCA B [EPBbie HECKOJIBLKO He/leNb MM MecsueB oT Havyaina KAPT. B kauectse npumepa
MOXXHO TNPHUBECTH LHUTOMETaJOBHUPYCHBIH PCTHHHUT, ICHEpaInM30BaHHblC M (MaM) (okaibHbIC
MuKobakTepuaibHble MH(EKUNM M TMHEeBMOHMIO, Bbi3BaHHyl0 Pneumocystis jiroveci. Bcee
CUMIITOMBI BOCIIAJIEHHUs I0/KHbBI ObITh JOIMOJHUTEILHO OLICHEHBI, @ TPY HEOOXOAMMOCTH ClIeayeT
Hayarh JIeYEeHHeE.

Taxke Ha ¢doHe CHHAPOMA BOCCTAHOBJIEHMA HMMMYHMTETa COOOILANOCH O  PaA3BHTHM
ayTOMMMYHHBIX 3a0601eBaHui (Takux Kak 6os1e3Hb ['peiiBea), 01HAKO ITO NPOUCXOUT B pasiibic

CPOKH, Aaxe CITyCTss MHOIO MECSALIEB I10CJIC Havala JICHCHHA,
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3abonesanus nevenu

PuTOHaBHp He ClelyeT Ha3HAuaTh MaLMEHTaM C JAeKOMIIEHCHPOBAHHBIM 3a00/1CBAHHEM [1CUCHH.
[Ipy Ha3HaueHUH KOMOMHUPOBAHHOI AHTUPCTPOBMPYCHOM TEPAMTMH Y IALMEHTOB C XPOHHUCCKIM
renatitom B uau C cyliecTByeT MOBLILIEHHBIH PUCK PA3BUTHA THKEIbIX M MOTCHUHAILHO
OMAacCHBIX UL )KU3HU HEXKENATe/IbHbIX PEaKLMH CO CTOPOHbI 1eueHu. B ciyyae conyrersyromeit
NPOTUBOBHPYCHOM Tepanuu renatuta B mian C HeoOX0AMMO 03HAKOMHMTBCS € MHCTPYKIMEi 110
NIPUMEHEHHIO COOTBETCTBYIOLLIMX IPENapaTos.

Y NauMeHTOB C UMEIOLIMMCA B aHAMHE3C HAPYIICHUCM DYHKLMH [ICUCHH, BKIIOUAS XPOHIUCCKIHT
aKTHBHBIH FENaTUT, NP KOMOMHUPOBAHHON AHTUPETPOBUPYCHOM TEPAIHM MOKET HabJ1101aThes
TOBBILICHHAS YaCTOTA Pa3BUTUS HAPYLIEHUH QYHKUMM NEYEHN; 32 TAKUMH [AUHEHTAMHU CIIeyeT
TLIATEIbHO Ha0/II0aTh B COOTBETCTBUM CO CTAHAAPTHBIMU MPOTOKONAMHU JeueHHs. Eciu y 9THX
NALKEHTOB MOABJIAIOTCS CHMITOMbBI YXY/AlleHMs 3ab0neBaHMs NEYeHH, ClelyeT PacCMOTPeTh
BOIIPOC O MPEpbIBAHUU MJIU MPEKPALLCHUU JICYCHHUS.

3abonesanus nouex

He oxunaercs cHuxenne o01Iero KIMpeHca PUTOHABUPA Yy MALMEHTOB ¢ HapylieHHeM (QyHKIMM
TOYEK B CBA3M C HE3HAYMTEIbHBIM IOYCUHBIM KIIMPEHCOM PUTOHABHPA.

Ha ¢one npumenenns ¢ teHopoBHpa AM30NPOKCHIA (DyMapaTtoM B KIMHHYECKOH [PaKTHKE
€00011a10Ch 0 Pa3BUTHH TOYEYHOH HEAOCTATOUHOCTH, HAPYILEHHH QYHKLMHU M0YEK, MOBbILIEHUH
YPOBHSI KpeaTHHHHa, runodocdareMun u TyOy/lomaTHH MNPOKCHMAILHOTO THMA (BK/IKOYas
cuHApOM DAHKOHH).

Ocmeorekpos

Coobmanoch 0 ciayyasx OCTEOHEKPO3a, 0CODEHHO y MAUMEHTOB ¢ NPOIPECCHPYIOLLCH CTajnei
BUY u/unu npu 101rocpouyHOM NPUMEHEHHH KOMOMHMPOBAHHOM aHTUPETPOBUPYCHOM Teparuu,
XOT$ 9THOJIOTUS 3TOTO OCI0XKHEHUSA CYUTACTCA MHOTO(DaKTOPHOM ((pakToOpaMu puUcKa B TOM HUCIIE
ABJIAIOTCA  [PUMEHEHHE IIIOKOKOPTHMKOCTEPOMAOB, YNOTpeOJIeHHe  ankoross, TsxkKenas
MMMYHOCYIIPECCHsl, BLICOKUI MHAEKC Macchl Tena). Eciu nauueHT ouryiaeT 60716 B cycTaBax, X
TYrOMOABHKHOCTb, TPYAHOCTH NMPH ABHIKEHUH, EMY clieayeT 00paTUTbCs K Bpauy.

Vonunenue unmepsanra PR

Ha ¢one npuema puroHaBupa y HEKOTOPBIX MALUCHTOB OTMEYAI0Ch YMCPCHHOC DCCCHMITTOMHOC
yanuHenwe uutepsana PR. Ilpu npueme puroHaBupa cooOlWIAIOCH O PEAKMX  CIYHASX
aTpuoBeHTpHUKYIApHOM 610kaas! II u 11l crenenu y nauueHTOB ¢ OpraHnyeckuM 3aboseBaHneM
cep/ila M CYLECTBYIOILMMHM paHee pPacCTPOHCTBAMM TMPOBOAALICH CHCTEMbl cepala MM Y
[MaLMEeHTOB, NPUHUMAIOILMX [Ipenaparsl, yAIMHsomMe uutepBan PR (Takue kak Bepanammui miu
aTa3aHaBHp). Y TaKUX NaLMUEHTOB PUTOHABUP CIICAYCT MPUMECHATL € OCTOPOKHOCTBIO.

Bzaumoodeticmsue ¢ Opyaumu 1ekapcmeeHubIMU CPeoCmedmil




[Ipumenenue pumonasupa 6 Kauecmse aHMuUPemposUPYCHO20 CPEOCMEA

Cnenyromue mnpeaynpexaeHus M Mepbl MPeJOCTOPOKHOCTH CJIJyeT YUMTbIBATh, KOIJ1a
PUTOHABUP MCIIOIB3YeTCS B KayecTBE AaHTHPETPOBMPYCHOro cpexactsa. Eciau puronasup
MCIONB3yeTCs B KauyecTBe (apMakoKkuHeTnyeckoro ycuiuurens B ao3e 100 mr u 200 mr, Heb3s
CYMTaATh, YTO CJEAYIOILHE TMPEAYNPEKAEHUS M Mepbl IPEAOCTOPONKHOCTH Takxke Oyayr
npuMeHsaThes. Koraa puToHaBup HCnosb3yercs B KayecTBe hapMakOKHHETHYECKOro YCHIIUTEs,
HEOOXOMMO  y4YMTBIBATb  MMOJHYID  MHPOPMALMIO O  [PEAYIPEAICHUAX W Mepax
MPEe0CTOPOKHOCTH U1l COOTBETCTBYIOUICIO MHrMOMTOpa npoteasst BUY. nosyromy cueiycel
03HAKOMMTBCS ¢ MHCTPYKLIMEH [0 NPUMEHEHHIO COOTBETCTBYIOLLETO Mperapata.

Hnzubumopwvr ©3-5

Crnenyer nposBasTh 0c00YI0 OCTOPOKHOCTD NPH Ha3HAYEHUH CHIAeHaduna nim Taganaduaa ans
JIe4eHHs IPEKTHIBHOH IMCHYHKUMM Y MALMEHTOB, MPUMEHAIOIMX pUTOHABHDP. O)KKaaeTcs, uTo
OJTHOBpPEMEHHOE MPUMEHEHHE PUTOHABHPA C ITUMH JICKapCTBECHHBIMHU MTpenapaTaMu 3HaUMTEIbHO
MOBBICUT MX KOHLEHTPALMIO B IJIa3Me KPOBU M MOXKET NMPUBECTH K PAZBUTHIO HEXeNaTe/bHbIX
peakuuii, TAKMX KaK apTepuaabHas FMIIOTEH3USA U NPOJIOHrMpOBaHHas dpekuns. OaHoBpeMeHHoe
npuMeHeHHe aBaHaduiaa uiaM BapaeHaduiaa ¢ pUTOHaBUPOM IPOTHBOINOKaA3aHO. O IHOBPEMCHHOC
NpUMEHEHHE CcuiaeHaduaa ¢ PUTOHABUPOM [POTHBOINOKA3AHO Yy [AUMEHTOB € JICIOYHOM
apTepHUaIbHON THIIePTEH3HEH.

Hneubumopwor I'MI™-KoA-pedyxmaswi

HUurunburopsr 'MI'-KoA-peaykrasbl CUMBAacCTaTHH M JIOBACTATHH B 3HAYMTENbHOH CTENEHH
merabonusupytorest  usopepmentom  uutoxpoma CYP3A4,  nosromy  0iHOBpEMCHHOC
MCMOJIb30BAHME PUTOHABMPA C CHMBACTATHHOM MJIM JIOBACTATHHOM MPOTHUBOINOKA3aHO BC/E/1CTBHC
TOBBILIEHHUS PUCKA PA3BHUTHs MUOIATHH, BK/IIoYas pabaomuonns. Heobxoammo takke cob:1101at1h
OCTOPOJKHOCTb M CHMXKAaTb [03bl [PM  OJHOBPEMEHHOM Ha3Ha4€HWM pUTOHABMpa ¢
aTOpPBAaCTAaTHHOM, KOTOPBIH B MEHbLIEH CTeNeHH MeTaboIn3upyeTcss H30)EPMEHTOM LIMTOXPOMa
CYP3A4. HecmoTps Ha TO, YTO IMMHHALMS PO3YBACTaTHHA HE 3aBMCHT OT H30(epMeHTa
uutoxpoma CYP3A, onucaHo MoBbIlIEHHE DKCMO3ZMLUMHM PO3yBaCTaTHHA MPH OJHOBPEMEHHOM
[IPUMEHEHHH C PUTOHABMPOM. MeXaHM3M JTOro B3aMMOJEHCTBMS HE sCEH, HO MOXKeT ObITh
pe3yJbTaTOM MHrHOMpOBaHHUs nepeHocurka. [1pu 01HOBPEMEHHOM HA3HAYCHHM C PUTOHABHPOM
B KauecTBe apMaKOKMHETHYECKOr0 YCHIMTES WIIM B KAYECTBE aHTHPETPOBUPYCHOIO CPE/ICTBA
JI0JKHBI MCIOJIb30BAaThCA HAMMEHbLIME BO3MOMKHbIE [103bl aTOPBACTATHHA WJIM PO3yBacTaTHHA.
Merabonu3m npasacraTiHa U iiyBacTaTHHA He 3aBUCHT OT n3odepmenTta untoxpoma CYP3A4,
M MX B3aUMOJEHCTBUS C PUTOHABMPOM He okujaercs. Eciim nokaszano sneueHue HHIMOMTOPOM
['MI"-KoA-peaykTasbl, peKOMEHAYeTCs IIPUMCHATB PABACTATHH WM (JyBaCTaTHH,

Koaxuyun



Cpenu nauneHToB, NPUHUMABIIMX KOJIXHIMH U MOLIHBIE HHTHOHTOPBI H30(EPMEHTa LIMTOXpOMa
CYP3A, Takue Kak PHUTOHABMP, BBIABICHBI CIy4ad YIPOXKAIOLIErO JKU3HM M CMEPTENBLHOTO
B3aUMOJCHCTBUs  npenapaToB. COBMECTHOE [PHUMECHCHHME KOJIXMIMHA M pHUTOHaBUpa
MPOTHUBOIMOKA3aHO.

Juzokcun

Crnenyer mnposiBIsTh 0COOYI0 OCTOPOKHOCTH [IPH  HA3HAYEHHM DPUTOHABHPA  [allHeHTaM,
MPUHUMAIOLMM  JIMFOKCHH, II0CKOJIbKY ~OXHWI4€TCH, YTO OJHOBPEMEHHOE [IpUMEHEHHE
PUTOHABHpa C JAMIOKCHHOM MPHBEIET K YBEIMYCHUIO KOHUCHTPALMU AMIOKCHHA. YBe/IHUCHHUE
KOHLEHTPALIMH JAMTOKCHHA MOXKET YMEHbBLLIATHCS C TEYEHUEM BPEMEHH.

Y NauueHTOB, KOTOPbIE YK€ NPUHUMAIOT JANTOKCHH, CJEAyeT YMEHBUINTh €ro /103y BJBOE HpH
HayaJie Tepanuy PUTOHABMPOM, H 3a MauMeHTaMH HEOOX0MMO Ha0/1101aTh 00.1€¢ BHUMATC 1bHO,
yeM OObIYHO, B TEYEHHME HECKOJbKMX HEJe/lb MOC/Ie Hayauad OAHOBPEMEHHOIO IPHMEHEHHS
PUTOHABUpA U JUTOKCHHA.

Y nauuMeHToB, yXe NPUHUMAIOLINAX PUTOHABUP HA MOMEHT HA4asla JIEYEHHUs ANTOKCUHOM, JIeYeHHe
JAMTOKCHHOM JI0JDKHO BBOAMThCA 6osiee nocreneHHo, yeM o0ObyHO. B 3T0T nepuoa Heobxoammo
NpOBOAMTS 60/1€€ HHTEHCHBHBIN MOHUTOPHHI YPOBHS JAMTOKCHHA, @ [TPH HEOOX0AUMOCTH ClIeayeT
MPOBOAMTL KOPPEKTHPOBKY /103bl, MCXOAS M3 KIMHHYECKHX M DICKTPOKapAMOIpaduueckux
JIAHHBIX U YPOBHS JUTOKCHHA.

Smununsempaduon

Crenyer ucnonb3oBath 6apbepHble WM HHbIE CPEACTBA KOHTPALIEIILMH, KPOME FOPMOHATLHbIX
NpenaparoB, MpU MCMOJb30BAHUM PUTOHABMPA B TEPANeBTUYECKUX MJIM HU3KHUX 103aX, TaK Kak
PUTOHABUD MOXKET CHHXaTh (Q(HEKTUBHOCTb TFOPMOHAIbHBIX KOHTPALENTHBOB M HM3MEHSTh
npopuiib  MAaTOYHBIX KPOBOTEUEHHH [IPH  OJHOBPEMEHHOM Ha3HAYEHMH ¢  ICTPALHOI1-
COZIepKalLMMH KOHTpaLCITHBAMH.

I'niokokopmukocmepoudsl

He pexomeHayeTcsi 0AHOBPEMEHHOE NMPUMEHEHHE PUTOHABUPA C (IIyTHKA30HOM WM APYTMMH
FIIOKOKOPTHKOCTEPOUIAMH, KOTOPbIE METabOIM3UPYIOTCS CUCTEMOH M30(epMeHTa LUTOXpoMa
CYP3A4, xpome ciyuyaeB, KOT/1a MOTEHLHAIbHAS [10/1b3a JICYEHHUS TIPEBBILIAET PUCK CHCTEMHOIO
NEHCTBUS KOPTHKOCTEPOMIOB, BKIOYas cuuapoMm Muenko-KyuHra u nopasieHue GyHKUMH
HAJAIMOYEYHHUKOB.

Tpazooon

Cneayer mnposiBisTh 0COOYH OCTOPOXHOCTH [IPH  HA3HAYCHHM  PHUTOHABHPA  HALHCHTAN,
IIPMHUMAIOLLIMM TPa3010H. Tpaszonon saBiasercs cybcTparom uzodepmenta uutoxpoma CYP3A4,
M OXKH/IAeTCHA, YTO O/JIHOBPEMEHHOE IIPUMEHEHHME pPHUTOHABMpAa MpPHUBEACT K YBEIHUYECHHUIO

KOHLIEHTPALIMK Tpa3oaoHa. B nccnenoBanusx B3auMoaeHCTBHUS (MPU OAHOKPATHOM MPUMEHEHHH)
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y 310pOBbIX A00pOBOJbLEB HAOMIOAANMCh TAKHE HEKENATEIbHbIC PEAKUMM, KaK TOUIHOTA,
rOJIOBOKPY)XEHUE, apTepHabHas FTHIOTEH3MS U 0OMOPOK.

Pusapokcaban

He pexomeHayercsi MNPUMEHATb PUTOHABMP Yy MALMEHTOB, [OJy4alOUMX pHUBapokcadaH,
BCJIC/ICTBHE YBETMUEHHUS PUCKA KPOBOTEYEHHSI.

Puoyuzyam

CoBMeCTHOE MpPUMEHEHHE He pPEKOMEH/YeTcs H3-3a BO3MOKHOIO YCHICHHUS BO3ICHCTBHS
puouuUryara.

Bopanakcap

CoBMecTHOE MpPUMEHEHHE HE PEKOMEHIYeTCS H3-3a BO3MOXHOIO YCHJIEHHUsS BO3JEHCTBUSA
BOparnakcapa.

beoaksunun

Cunbuble uHrnbuTOpHl M30depmenta uuroxpoma CYP3A4, Takue Kak MHIMOMTOPBI 1POTEa3bl
BUY, MoryTt yBenuuuBaTh KCNO3MLUMIO OENaKBUIMHA, YTO B CBOK OYEPE/1b MOKET MOBbILIATH
PHMCK Pa3BUTHA CBA3AHHBIX ¢ O€1aKBUIIMHOM HexennaTellbHbIX peakuuit. Takum oOpasom, cieayer
u3berath Ha3Ha4YeHUA OeaKBUIMHA B KOMOMHALIMK C pUTOHABUPOM. Tem He MeHee, CCiin 110J1b34
epeBeLIMBaeT MOTEHUHAIbHBIA PUCK, 0OJHOBPEMEHHO Ha3HauyaTh O€JaKBMIIMH C PUTOHABMPOM
HEOOXOIMMO € OCTOPOXKHOCTbIO.  Pekomenayercs  Oonee  yacTblii  MOHUTOPMHI
3MEKTPOKAPAMOrPaMMBl M KOHTPOJIbL AKTMBHOCTH TpaHCaMHMHa3 (CM. MHCTPYKUHIO 110
IIPMMEHEHHIO /1151 OeaKBHIMHA).

Jlenamaruo

OaHOBpEMEHHOE NMPUMEHEHHE Je/IaMaHK/1a ¢ CHIIbHBIM MHIHOMTOPOM M30(pepMeHTa LLMTOXPOMa
CYP3A (pUTOHaBHPOM) MOXKET YBEIMYMBATh IKCIIOZHLIMIO META00/INTA Ae/IaAMAaHMA, YTO MOXKET
NPUBOAUTE K y/uTHHeHHIO uHTepBana QTc. Takum obpa3oM, eciii 0THOBPEMEHHOE ITPUMEHEHUE
AenaMaHuaa U pUTOHABUPa HEOOXOAUMO, PEKOMEH/1yeTcs O4YeHb YacTo KoHTpoauposaTh JKI Ha
MPOTSKEHUH BCEro Mepuoaa JeYeHHs AeNaMaHMI0M (CM. MHCTPYKUHMIO MO NMPHMEHECHHIO IS
JenaMaHuaa).

Pumonasup npu npumenenuu 6 kauecmse (bap.uwaxor\'unemuueckoeo ycuaume.isd

[Ipodunu B3aumoneicTBUs ¢ HHrHOMTOpamu npotreasst BUY, npumMeHsieMbIx 0HOBPEMCHHO ¢
HHU3KOMH 10301 PUTOHABHPA, 3aBUCAT OT KOHKPETHOI0 OAHOBPEMEHHO NPUMEHSAEMOI0 HHIMOUTOpa
npotea3sl BUY.

OnucaHue MeXaHM3MOB M BO3MOXHBIX  MEXaHHM3MOB, crocoOcTByOWMX — npoduino
B3aumozenctBus ¢ UIT cMm. pasaen «B3zaumozeicTBue ¢ ApyruMu J1eKapCTBEHHBIMU CPE/ACTBAMI.
Taxoke cieayer 03HaKOMHTBCA € MHCTPYKLMCH 110 IPUMEHEHHUIO cooTBeTcTBYIOICro ML

Caxeunasup
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He cneayet Ha3sHauaTh puTOHaBUp B A03ax Bbiwe 100 mr aBa pasa B cytku. [lokazano, uto 6osee
BBICOKHME J103bl PUTOHABMpA CBA3aHbl C [OBBILIEHHON YAacTOTON pPa3BUTHA HEKeNATeIbHbIX
peakuuit. OIHOBpEMEHHOE NMPUMEHEHHE CAKBUHABHPA M PHUTOHABMPA MPHBOINIO K PA3BHTHIO
TAKEIIbIX HEKEATENbHbIX PEaKLMi, B OCHOBHOM 1MabeTHUECKOr0 KeToalm /103a H HapyleH it co
CTOPOHBI N€4€HH, 0CODEHHO Y MALMEHTOB C YXKe UMEIOLUMMHCS 3a00/1eBAHUAMH [1CUCHH.
BenepcrBue pucka TSKeNOH renaTOTOKCHYHOCTH (MPOSBASHOLULEHCS B BHE [MOBbILICHUS
aKTMBHOCTH TPAHCAMHMHA3) CAKBMHABUP/PUTOHABMP He CJe€JyeT Ha3HayaTb BMecTe ¢
pubaMIHLIMHOM.

Tunpanasup

MMeloTcss CBeAEHMS, YTO OJHOBPEMEHHOE IpPUMEHEHME THIIpaHaBUpa B COYETAHMH C
puToHaBupoM B 03¢ 200 Mr compoBOXIANOCh pa3zBUTHEM TreraThTa ¢ KIMHHYECKUMH
NPOSBJIEHUAMH U [1€YEHOYHOH AEKOMIIEHCALMH C JIETAIbHBIMH HCXO/1aMU B HECKOJIbKUX ClTyYasiX.
Ocoby10 0CTOPOKHOCTE HEOOXOAMMO MPOSBIATH B OTHOLICHUHM MALMEHTOB C CONYTCTBYIOUIMM
XpoHuyeckuM renatutoM B uan C, MOCKONbKY y HHUX [OBBILLIEH PUCK ENAaTOTOKCHYECKOIO
JNEHCTBUA ITUX NPENapaTos.

Jlo3bl puToHaBupa MeHee 200 Mr [1Ba pasza B CYTKH HE C/Ie/1yeT HCII0/Ib30BaATH BMECTE €
TUIIPAHABUPOM, TaK KaK 3TO MOKET yXYALHUTb npoduib 3GdHeKTHBHOCTH KOMOMHALIMY,
Docamnperasup

Putonasup B nosax Bbiue, uem 100 Mr saBa pasa B CyTKM, HE H3y4yascs MPH OJAHOBPEMEHHOM
NPUMEHEHHH C (OCaAMIIPEHABMPOM B KIMHMYECKHX HccienoBanusx. Mcnonssosanune Goee
BBICOKHMX /103 PUTOHABHPA MOXKET YX YALINUTDL HPOdHIIb OC301ACHOCTH KOMOHHALIHIL, 1 TTOYTOMY 1L
PEKOMEHYETCH.

Ama3zanasup

OnHoBpeMeHHOE IPUMEHEHHE aTa3aHaBupa ¢ PUTOHABUPOM B J103aX BbIuie, yeM 100 Mr oauH pa3
B CYTKM, HE M3y4aj0oCch B KJIMHMYECKMX MccienoBaHusx. Vicrnonp3oBaHue 6osee BBICOKHMX /103
PUTOHaBMpa MOXKET YXYAUMTb Mpoduib 6e30macHOCTH arazaHaBUpa (KapaAMOIOTHUYECKHE
¢ dekTs, runepdunupybnuHemus), u MO3ITOMy COBMECTHOE MMPUMEHEHHE He pekoMeHayeTcs. B
Clly4yae €C/IM aTa3aHaBUp C PUTOHABMPOM I[PHUMEHAIOTCH OJHOBPEMEHHO ¢ YhaBUpPEH3OM, 103y
pUTOHAaBHpa MOXHO yBEaHuMTb A0 200 mr oauu pa3 B cyrku. B orrom ciayuac HeoOXo,
TILATEAbHbIH KIMHUYECKMH MOHMTOpHMHI. Jlis nosydeHus A0MoJHMTENbHOH uHGOpMaLmu
CM. MHCTPYKLIHIO 10 IPUMEHEHHUIO aTazaHaBHUpa.

Bausinue Ha ¢cnoco6HOCTL YNPaB/SiTh TPAHCNOPTHBIMH CPEJACTBAMM, MeXaHU3MAMHU

B nepuoa neyenns Heo6XxoaMMO cobi101aTh OCTOPOKHOCTL MPU YIPABICHUH TPAHCIOPTHBIMH
CpeACTBaMHM M 3aHATHH APYTHMMH MOTCHIMAIBLHO OMACHBIMM BH1aMH JACHTCIILHOCTH, TPCOYIOLUIMMH

MOBBIILIEHHON KOHUEHTpaUHUHX BHHUMAHUS U 6blCTp0Tbl [ICHUXOMOTOPHbIX pCﬂKllHﬁ. IdK  KdK
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TnpenapaT MOXKET BbI3bIBATb COHJIMBOCTb, TOJIOBOKPYXKEHHE M Jpyrue nobouHble SBIACHUS,
KOTOpPbIE MOT'YT BJIMATH Ha YKa3aHHbIE CIOCOOHOCTH.

WccnenoBanus crnocoOHOCTH K BOXICHHIO aBTOTPAHCIIOPTa M YNPABJICHHS MEXaHH3MaMH He
MPOBOAMIIUCE.

®opma BbINyCcKa

TabneTku, NOKpLITHIE MIIEHOYHOM 000J104K0M, 100 Mr.

«Hu bank» na npeonpuamuu AO «@apmacunmesn.

[To 100, 200, 500 uau 1000 TabneTok B OaHKY MOJMMEPHYIO W3 HOJAMITHICHA HIIKOIO TAB.ICHHS
C KPBILIKOH HaTATMBAEMOM C KOHTPOJIEM MEPBOr0 BCKPBITHS U3 10JIMITUIIEHA BLICOKOIO J1dBJICHMS,
CBo60aHOE POCTPAHCTBO 3AMOHAIOT BaTOM MEAMILIMHCKOM. Ha GaHKy Hak/IeuBalOT STHKETKY.
Ha npeonpusmuu AO «@apmacunmes»/ 000 «@apmacunmes-Tiomenoy.

Ilepsuunas ynakosexka nexapcmeennozo npenapama:

[To 30, 60 nu 90 TabneTok B GaHKy MOIMMEPHYIO H3 ITOJMITHIICHA HU3KOTO 1aBICHHUS C KPBILIKOJi
HATACMBAEMOMH C KOHTPOJIEM MEPBOr0 BCKPbITHS U3 MOJUIPONMIIEHA MM 10IMITHIEHA BbICOKOIO
napienus. CBo6oHOE NPOCTPAHCTBO 3AMOJHAIOT BaTOH MeAMLIMHCKON, Ha Oanky Hakieusaior
ITHUKETKY.

[To 10 Tabnerok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 ILUIEHKHM MOJMBUHWIXIOPHIHOH M (O/IbIH
TIOMHHHEBOH 11€YaTHOMN JIAKUPOBAHHOH.

Bmopuunas ynakosxa nexapcemeennozo npenapama:

[To 1 6anke no 30, 60 unu 90 TabneTok BMeCTe ¢ MHCTPYKUHEH 110 NPUMEHEHHIO OMEUIAIOT B
MaykKy U3 KapToHa 1St NOTPeOUTEIbCKOI Tapbl. [1auku MoMeuIatoT B IpyIinoByio yIIAKOBKY,

[1o 3 KOHTYPHBIX SYEHKOBBIX YNAKOBKM BMECTE C MHCTPYKUMEH M0 NPUMEHEHHIO [TOMELLAIOT B
NayKy M3 KapToHa s notpebuTenbckoit Tapel. Ilauku M3 KapTOHA MOMELIAKOT B IPYIINOBYIO
YIIaKOBKY.

YcioBusi XxpaneHus

Xpauute npu temneparype He Bbite 30 °C.

XpaHUTh B HEIOCTYIHOM /ISl AeTeH MecTe.

Cpok roanoctu

2 roza.

He npuMeHATb MO MCTEUEHHUH CPOKA FOAHOCTH.

YcaoBus oTnycKa

OrnyckaloT no peuenty.

ITpousBoauTenn

IHpoussodumens nexapcmeennozo npenapama, ynakoGUUK U SbIHYCKAOWUL KOHMPO.1h

Kavwecmea
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AO «Dapmacuures», Poccus

FOpuoduueckuti adpec: 664007, r. Upkyrck, ya. KpacHorsapaeiickas, 1. 23, od. 3
Aopec npouzeoocmeennou niowaoku: r. Upkyrek, ya. P. Jliokcembypr, 1. 184
Ynakoewiux u eptnyckarouiuit KOonmpoas Kauecmea

000 «®apmacunres-Tiomenb», Poceus

625059, r. TromeHs, 7-0# kM Benuxanckoro Tpakra, . 2.

Baajesien perucTpaumoHHoro yaocroepenus/ Oprannsauusi, NPUHUMAKOUIAS PETEH3UMU
norpebuTeei

000 «Papmacuntes-Tromenby», Poccus,

625059, r. Tromens, 7-0# kM Bemkanckoro Tpakra, . 2.

Ten.: 8-800-100-1550

www.pharmasyntez.com
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[Ipeacrasurens

000 «®PapmacunTes-TroMeHb» Mansix H.1O.



