COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 22.08.2024 N= 17591

(NOCNEQCBATENEHOCTE 0002)

NMHCTPYKIMA
11O MEAMINHCKOMY ITPUMEHEHUMIO JIEKAPCTBEHHOI'O IIPEITAPATA

PuronaBup

PerucrpanoHHbId HOMEP:

TOpI‘OBOC HAaUMCHOBaAHHC: PI/ITOHaBI/Ip

Me:xayHapoaHoe HeNaTeHTOBAHHOE WMJIHM TPYNNMPOBOYHOE HAMMEHOBAHHE:

PUTOHABUDP
JlekapcTBeHHas (popma: KarcyJibl
CocraB

Ha | kamncyiy:

[eticmeyrowee gewjecmeo.
PurtonaBup

Bcnomozamenvhvie ewgecmea:
Kpaxman kykypy3HbIi

JlakTO3BI MOHOTHAPAT

Tanbk

Marnus creapar

Macca coaepKKumoro KarcyJbl
Karnicyna tBepaas sxenatuHoBast:
Kopnyc xancynoi:

Twurana quokcuyg

Kenatun

Kpvuwuxa xancynoi:

Turana quoKcuI

Kenatuu

Onucanue

100,0 mr

77,0 Mr
50,0 mr
5,0 mT
3,0 mr
235,0 mr

2%

1o 100 %

2%
1o 100 %

TBepapie xenaTuHOBBIE Karcyabl Ne 2, 6enoro 1BeTa MUIHHAPUIECKON (HOPMBI ¢




nonychepudeckumu kKonamu. Coaepxumoe Kanjawr HT—JIDO'HIOK BeH6t0 votir o

OeJioro mBeTa.

dapmakoTepaneBTH4YeCKasl IPyIIa: NPOTUBOBUPYCHBIE CPEICTBA CUCTEMHOTO
JEeWCTBUS; POTUBOBUPYCHBIC CPEJICTBA MPSMOTO JACHCTBUSI; MHTHOUTOPHI ITpOTEa3
Kox ATX: JOSAEOQ3

dapMakoJ0ru4ecKue CBOMCTBA

dapMaKOAMHAMHUKA

prweHeHue puniornaeupa 6 Kkauwecmee d)aDMaKOKMHemulleCKOZO ycuaumeJii

JlelicTBue puTOHaBUpa Kak (papMaKOKMHETHUYECKOrO YCHJIUTEIS OCHOBAaHO Ha
aKTUBHOCTH  PUTOHAaBHpa Kak  MOIIHOIO  MHrHOMTOpa  MeTaboJn3Ma,
onocpenoBanHoro uszodepmentom 1mroxpoma CYP3A. CreneHu ycuieHus
CBSI3aHbI C META00JIM3MOM COBMECTHO IPUMEHsAEeMOro uaruoutopa npoteassl (UI1)
BUY u BausHus uHruOuropa nporeassl BUY Ha mertabonu3M puUTOHABHpA.
MaxkcumanbHOE€ HMHrHOMpOBaHHE MeTa0oJM3Ma IpPU COBMECTHOM NPUMEHEHUU
unrubutopa mporeazsl (MII) BUMY, kak mnpaBwiio, JIOCTUraeTcs NpU J03€
puroHaBupa ot 100 mr oguH pa3 B cyTku 10 200 Mr gBa pas3a B CyTKH U 3aBUCUT OT
comectHo mnpuMmensemoro HWII  BHUY. [onoaHuTenbHy0  HMHPOPMAIIUIO
O BIIMSIHMM pUTOHaBUpa Ha MeTabonu3M coBMecTHO npumensemoro UIT BUY cwm.
pazznen «B3aumonelcTBUE C JIPYTMMHU JIEKAPCTBEHHBIMU CPEIACTBAMU», TaKKe
CIENYET O3HAKOMUTBHCA C MHCTPYKLUHMEN MO NPUMEHEHUIO COOTBETCTBYrommx UII
BUY.

IIpumenenue pumonasupa 8 Kayecmee aHmupempo8UPYCHO20 cpedcmea

PutonaBup mpencrasisieT co0oil nHruouTop acmnaptuwi-nporeas BUY-1 u BIUY-2
JUTSI TIpUeMa BHYTPb, aKTUBHBIN nentuioMuMeTuk. Murubuposanue npoteazst BUY
HPEISITCTBYET pa3pbIBy MOJUIIPOTEHHA-TIpeaecTBeHHrKka Gag-Pol, uro npuBoaut
K oOpazoBanuto yactul, BUY c He3penoit Mopdosiorueil, KOTopble HE CIOCOOHBI K
UHOUIUPOBAHUIO KIETOK. PuUTOHaBUp 00MagaeT CEJNEeKTUBHBIM CPOJCTBOM K
nporeaze BUY u mposiBisieT HE3HAYUTENbHYI0 WHTHOMPYIOUIYI0 aKTUBHOCTH B

OTHOIICHHH aCIIapTHUII-TIPOTCAa3bl YCJIOBCKA.



PutonaBup ObLT TIEPBBIM HHTHOUTOP
3G (HEKTUBHOCTH KOTOPOTO Obla J0Ka3aHa B HUCCJIEIOBAHUM C KIMHUYECKHUMHU
KOHEYHBIMH ToukamH. OJHAKO H3-3a META0OMUYECKMX WHTUOUTOPHBIX CBOWCTB
pUTOHABUpa €ro MPUMEHEHHE B KadecTBe (HapMaKOKHMHETHYECKOTO YCUIIUTEINS
JIpYruX WHTHUOMTOPOB TMpoTea3bl SBISETCS Oojee pachpOCTpaHEHHBIM B
KJIIMHUYECKOU MpakTuke (cM. pazaen «Crnocod NpuMeHEeHUs U JO3bD»).

Brusanue na KI°

WNurtepBan QTCF omneHuBamM B paHIOMU3UPOBAHHOM, IUTAe00- W aKTHBHO-
(Mmokcudnokcanua 400 Mr onuMH pa3 B JIEHb) KOHTPOJMPYEMOM MEPEKPECTHOM
uccie0BaHut y 45 310poBbIX B3pocibiX ¢ 10 u3mepenusiMu B TeueHue 12 yacoB Ha
Henb 3. MakcumanbHas cpeassis (95 % BepxHsis JoBEpUTEIbHAS TPaHUIA) pa3HULIA
B QTcF ot mnane6o cocrasmnsina 5,5 (7,6) must 400 mr 2 paza B CyTKU NPUMEHEHHUS
puTOHaBUpa. YpoBeHb puTOHaBHUpa Ha Jlenb 3 HaOmomancs npuMepHo B 1,5 paza
BbILIE, yeM IpHU npuMeHeHnn 600 Mr 2 pa3a B CyTKH B CTAlIMOHAPHOM COCTOSIHUU.
Hu y onHoro ucnbiTyemoro He Habmonanoch yBennuenus QTCF B Teuenue Goiee
60 Mc ot 6a3zoBoif nuHUM WK uHTepBaia QTCF, mpeBbImaoIero NOTeHIHAIBHO
KJIIMHAYECKH 3HAaUUMbIX Ttopor B 500 Mc.

He3nauutensHoe npojjieHue uHTepBaja PR Takke OTMeUanoCch y MalMEeHTOB,
ITOJTY4YaBIINX PUTOHABHUP B TOM K€ UccaenoBannu Ha Jlens 3. CpegHue n3MeHeHHs
ot 6a3oBoii TnHKU B uHTEpBasie PR BapsupoBamucs ot 11,0 no 24,0 mc B 12-yacoBoit
WHTEpBAJI MOCJe MpUMEHEHHUs A03bl. MakcuManbHbli uHTEpBand PR cocrtapisin
252 Mmc, u Onokajabl cep/illa BTOPOM WU TPEThed CTENEeHH He Habo1aioch (CMm.
paznen «OcoObie yKa3zaHUs»).

Pesucmenmuocme

N3zonsater BUY-1, pe3sucTeHTHBIE K PUTOHABHUPY, OBLIM BBIACICHBI IN VIr0 u y
MAIMEHTOB, MOJy4YaBIINX TEPANEBTUUECKUE JO3bI PUTOHABUPA.

CHIKEHUE aHTUPETPOBUPYCHOM aKTMBHOCTH PUTOHABUPA CBS3aHO, IPEXKJIE BCETO,
¢ myTtarusamu npoteasbl V82A/F/T/S u 184 V. Hakonnenue npyrux MyTanuii B TeHE
npoTeasbl (B TOM 4ucie B nojoxeHusix 20, 33, 36, 46, 54, 71 u 90) Taxxe MOXeT

CIT0cOOCTBOBATh PE3UCTCHTHOCTH K PHUTOHABHUPY. HOCKOHBKy HaKaIlJIMBAaKOTCs
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MyTallH, CBA3aHHBIC C PE3HMCTCHTHOCT

JpYTMM HWHTHOMTOpaM MpoTea3bl MOXKET YMEHbBIIAThCA U3-3a IEPEKPECTHOU
pe3ucTeHTHOCTU. ClenyeT MPOKOHCYJIBTUPOBATHCA JJIA MOJYYEHHS] KOHKPETHOU
uHpOpMallMl O MyTalUsX MpOTEeasbl, CBA3AHHBIX C YMEHBIICHHMEM pPEAKIUH Ha
JTAHHBIE BEIIECTBA B COOTBETCTBHM C HHCTPYKUMEH MO NPUMEHEHHIO APYTUX
UHTUOUTOPOB MPOTEA3bl WIH OPUIIHATBHBIMH OOHOBICHUSIMH.
Dapmakoounamuyeckue KIuHu4eckue OanHvle

Bnusnue putoHaBupa (IpH MOHOTEpAMM WM B COYETAHUU C JIPYTUMHU
IPOTUBOBUPYCHBIMU IIperapaTamMM) Ha OWOJIOTUYECKHME MapKepbl aKTHUBHOCTHU
3a0osieBaHus, Takue kak konnuectBo CD4 knerok u Bupycnoit PHK, onenuBanuce
B MHOTOYMCIIEHHBIX HcCCleAoBaHUsX ¢ ywyactueM BUY-unpuuupoBaHHBIX
HALMEHTOB.

PdapMaKOKMHETHKA

Bcacvisanue

AGcomoTHass OMOJOCTYIHOCTh M CTENEHb BCAaChlBAHWA PUTOHABUpPAa HE
YCTAaHOBJIEHA,  MOCKOJBKY  OTCYTCTBYEeT  JIeKapCTBEeHHas  ¢opma i
NAPEHTEPAIBHOTO BBeACHU. PapMaKOKMHETHKA PUTOHABUPA IPU MHOTOKPAaTHOM
npuMeHeHuu Obuta n3yueHa y BUY-unduiumnpoBaHHbBIX B3pOCIbIX JOOPOBOJIBLIEB HE
HaTomak. Ilpy MHOTrOKpaTHOM NpUEME KyMYJISLHS PUTOHABUpPA HECKOIBKO
MEHBIIIE, YEM pacCUMTAHHAs HAa OCHOBAaHWUM OJHOKPATHOM M03bl, U 3aBUCUT OT
BPEMCHHM JICUCHUS M J0303aBUCHUMOIO yBeIWYeHHs Kaxyinerocs kiaupenca (C1/F).
bbulo 0OHapyXeHO, 4YTO OCTaTOYHas KOHIIEHTpAlUsi PUTOHABHpPAa HEMHOIO
yMEHbIlIaJach C TEYEHHEM BPEMEHHU, BO3MOXKHO, U3-3a MHAYKUUHU (PEpMEHTOB,
OJIHAaKO, CTAOWIM3MpOBANach K OKOHYAHMIO JIBYX HeEJeNb. Bpems IOCTHXKEHUS
MaKCUMaIbHOW KOHUEHTpauuu (Tmax) TpPH yBEIMYEHHH JA03bI OCTABAIOCH
NOCTOSIHHBIM Ha YypOBHE, NpuUMepHO paBHOM 4 uacam. IloyeuHblii KIHpEHC
coctaBisieT B cpenneM Menee 0,1 J1/94 1 OTHOCUTENLHO MOCTOSIHEH MPU IPUMEHEHUH
pPa3IUYHBIX JTO3HPOBOK.

dapMaKOKMHETUYECKUE TapaMeTpbl, HaOIIoJaeMble C pPa3IM4YHbIMU CXEMaMH

AO3UPOBAHUA TOJIBKO PHUTOHABHPA, IIOKA3dHELI B Ta6J'II/II_[e HHMIKCE.



COOTBETCTBYET 3KCINEPTHOMY OTYETY
ot 22 08.2024 Nz 17591
CxeMma 103upoBdHus puTomasupa - - | =/ EAUL TS UULL]
100 mr 100 mr 200 mr 200 mr 600 mr
1 pa3 B cyTkun 2 pazaB 1 pa3 B cyTku 2 pazaB 2 pa3a B
cyTKn® CYTKH CYTKH
Crmax 0,84 + 0,39 0,89 34+1,3 45+13 11,2+3,6
(MKT/MJ1)
Ctrough 0,08 + 0,04 0,22 0,16 +0,10 0,6 £0,2 3,7+26
(MKT/MJ1)
AUC 12 wm 24 6,6 +2,4 6,2 20,0 £ 5,6 2192+6,48 | 775+315
(MKT*4/mu1)
ti2 (9) ~5 ~5 ~4 ~8 ~3 105
(C1/F) (n/9) 17,2+ 6,6 16,1 10,8 + 3,1 10,0+ 3,2 8,8+3,2

! 3HauCHUS BBIPpAXKCHBI B BUAC I'COMCTPHUYCCKUX 3HAYCHU. HpI/IMe‘-IaHI/IeI PUTOHABUP BBOIAWJIN
IMOCJIC €1bl AJIA BCEX NNEPECUHUCICHHBIX CXEM.

Brusanue nuwu na nepopanvroe écacviéanue

[Ipn mpuMeHEHNN TpemapaTa BO BpeMs IMpUeMa MU TPOUCXOIUT HEOOJBIOe
CHIYKEHHME OMOJIOCTYITHOCTH TaOJIETOK pUTOHABHUPA.

Pacnpeoenenue

Kaxymuiics o0bem pacnpenencaus (Vs/F) puroHaBHpa COCTaBISET IMPHUMEPHO
20-40 1 nocne ogHokpatHOM 0361 600 Mr. CBsI3pIBaHME PUTOHABUPA C OEJIKaMU
IIa3Mbl y 4YeJoBeKa cocTaBisieT okojdo 9899 % wu sBiseTcss MOCTOSHHBIM B
nuarna3one koHueHtpanuii 1,0—100 mxr/mii. PutoHaBup cBsi3bIBaeTCs Kak ¢ aybdai-
KHCIIBIM TiMKonpotenoM uenoBeka (AAG), Tak ¥ ¢ albOyMHHOM CBHIBOPOTKH
yenoBeka (HSA) co cpaBHUTEIBHO OJIMHAKOBBIM CPOJICTBOM.

UccnenoBanust pacrpesie/icHus B TKaHAX ¢ *C-MeueHbIM PUTOHABUPOM Yy KPBIC
MOKa3aJld, 4YTO B TMEYEHM, HAANOUYCYHUKAX, MOJHKEIYAOYHON Keje3e, MoYKax |
IIUTOBUIHON JKeJe3e CoJepKarcs HauOONbIINEe KOHIICHTPAIlMd PHUTOHABHPA.
CooTHoleHUE pacrpeielieHdss TKaHb/TUIa3Ma, U3MEPEHHOE B JIMMQaTHYECKUX
y37aX KpBIC, COCTaBISET MPHUOJM3UTEIBHO | W Tpeamojaraer, 4To PUTOHABHUP
pacmpocTpaHseTcs B TKaHW JUM(PATHYECKONW CHUCTEMBbl. PUTOHABUP MUHUMAIHHO
MIPOHUKAET B MO3T.

Memabonusm

bbI0 OTMEUEHO, YTO PUTOHABUP HMHTEHCHUBHO METAOOJIU3UPYETCS C Y4YaCTHUEM
nmutoxpoma P450 medeHu, B OCHOBHOM C ydacThueM HU30(epMEeHTa IHUTOXpoMa

CYP3A u, B menbiueit crenienn, CYP2D6. VccienoBanus Ha )KMBOTHBIX, a TaKKe
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BATENEHOCTER

JIOBEKa HOKaS'aJ'IPI

LRGAERQ

PHUTOHABUP B IICPBYIO OUCPCAb ITIOABECPTaAJICA OKUCIUTCIIbBHOMY MCTa6OHH3My.

9KCIIEPMMEHTHI 1IN VIO ¢ MHKPOCO

Y 4yenoBeka HailigeHo 4 wMerabonuTta putoHaBUpa. OCHOBHBIM  SIBISICTCS
OKUCJIHUTENbHBIH  MeTabonuT  u3onponuwiatuazon (M-2), nOpoTUBOBHUpYCHAs
aKTUBHOCTh KOTOPOTO OJMHAKOBAa C MCXOAHBIM coeanHeHrneM. OJIHaKO MIIOIIAIb
O]l KPHWBOM 3aBUCHMOCTH KOHIIGHTpanuu BemectBa ot BpemeHn (AUC)
MeTtabonuta M-2 coctasisieT Bcero 3 % or AUC caMoro ucxofHOTO CO€TMHEHUS.
Huzkue 10361 pUTOHaBUpPA OKA3bIBAIOT CHIJIBHOE BIMSHHE HAa (PapMaKOKHMHETUKY
JIPYTUX HMHTUOUTOPOB TpoTea3bl (M JPYTruX BEHIECTB, METa00IU3UPYEMBIX
CYP3A4), a jgpyrue UHTHOUTOpBHI MpOTEa3bl TakKe MOTYT BIHMATH Ha
(dbapMakOoKMHETHKY pHUTOHaBUpa (cM. pazgen «BzamMmopaeicTBue ¢ IpyrHUMH
JIEKapCTBEHHBIMU CPEACTBAMM).

Buviseoenue

HccnenoBanus yenoBeka ¢ paJloaKTUBHO MEUEHBIM PUTOHABUPOM TOKA3aJH, YTO
PUTOHABUP BBIBOJUTCS, IJIaBHBIM 00pa3oM, uepe3 IenaToOUIHMapHyH CUCTEMY;
npuOIM3UTENBHO 86 % pPagMOaKTUBHON METKH ObUIO BBIAEIEHO M3 Kalla, 4acTh
KOTOpOM, BEPOSITHO, COOTBETCTBYET HEaOCOPOMPOBAHHOMY PHUTOHABUpPY. B »THx
UCCIICJIOBAHUSIX BBIBEJACHUE 4Yepe3 MOUYKU HEe ObLJI0O OOHApY>KEHO KaK OCHOBHOM
crioco® BBIBEJCHHS PUTOHABHpPA. OTO COOTBETCTBOBAIO HAOMIOACHHUSIM B
UCCJIEJOBAaHUSIX HA )KUBOTHBIX.

Ocoobie cpynnbl nayuenmoes

Jlemu

YcraHoBieHHbIE (PapMaKOKMHETUYECKUE TapaMeTpbl pUTOHABHPA ObLIIN OLIEHEHBI Y
nereii ¢ BUU-undexnueii crapure 2 neT, mOaydaBIIUX 036l oT 350 mr/m? 1o
400 mr/m? nBa pasa B cyTku. KOHIEHTpanyss pUTOHABMPA B KPOBHU IOCIE IPHEMA
103 or 350 mr/m®> go 400 mr/mM? nmBa pasa B CyTKM y JeTell CpaBHUMa C
KOHLIEHTpALMEil pUTOHABUPA Y B3POCIBIX, TpuHuMaBIIuX 600 mr (okos0 330 mr/m?)
JIBa pa3a B CyTKH.

Bo Bcex rpymmnax g03 KIMPEHC IpH epopatbHoM npreme putonasupa (CL/F/m?)

o611 mpumMepHo B 1,5—1,7 pasa ObicTpee y nerei crapiie 2 JIET, 4eM Y B3POCIIbIX.




COOTBETCTEYET :-_' KCTEPT I-t:' MY OTUETY

ot 22.08.2024 N= 17591
BOTERRBATET-HOGTe 108y

MHQpeKIMeH Maazamie 2 JIeT, ModydaBInux 10361 oT 350 Mr/m? 1o 400 mMr/m? nBa pasa

CrabunbHble (apMaKOKMHETHYECKHE NapameT

B CyTkd. KoHIlEHTpanmuy pUTOHABHUpPA B OSTOM HWCCICIOBAHWU OBLIM OYCHBb
BapuaOebHbl U HECKOJIBKO HIDKE, 4YeM Yy B3pOCHbIX, mHoiydaBmmx 600 Mr
(npubmusuTensHo 330 Mr/M?) 1Ba pasa B CyTKH.

Bo Bcex rpynmax 103 kiupenc putonasupa (CL/F/m?) yMeHbIIancs ¢ BO3pacToM co
cpesHMMHM 3HaueHusamu 9,0 1/4/M? y zeTeii B Bo3pacTe 10 3 Mecaues, 7,8 n/4/M? y
neTeil B BospacTe oT 3 10 6 Mmecaues u 4,4 n/u/M? y nereil B BozpacTe oT 6 10
24 Mecs1EeB.

Ilayuenmul nodxcunozo sozpacma

PuronaBup B mnasme y nanueHtoB 50—70 ner npu npumenenuu B no3ze 100 mr B
COUETAaHUHU C JIOTIMHABUPOM WJIM B 00Jiee BBICOKUX J03aX, HO 0€3 MHTMOUTOPOB
npotea3bl BUY He oTiim4aeTcst OT TAKOBOM y MAIlMEHTOB 00J1ee MOJIOJIOTO BO3pacTa.
Tayuenmwi ¢ Hapywenuem Qyukyuy novex

dapMaKOKMHETUYECKUE TMapaMeTphl PUTOHABUPA HE HM3YyUYECHBI y MAIUEHTOB C
HapymeHusMA  GyHKOuA T1odek. OpHaKo, TOCKOJBKY TOYCYHBIM KIHUPEHC
pUTOHABUPA OUYE€Hb MaJl, HIKAKMX U3MEHEHUM O0IIEro KIMpPEeHca Tella He 05KU1aeTCs
y TAIUEHTOB ¢ HAPYIICHUSIMU (QYHKIIUU TTOYCK.

Tayuenmwi ¢ Hapywenuem Qyukyuu neueHu

[Tocne MHOTOKPATHOTO JO3WPOBAHUS PUTOHABHPA 3O0POBBIM JTOOPOBOJIBIIAM
(500 mr 2 pa3a B CyTKH) ¥ IMAMEHTaM C JISTKUMH WM YMEPEHHBIMU HapYIICHUSIMA
bynkuun nedenu (kiace A u B nmo mkane Yaina-Ilsto, 400 mMr 2 pa3za B CyTKH)
dbapMaKOKMHETHYECKHE TMapaMeTpbl PUTOHABUPA IOCJIE HOPMAJM3AIMU JO3bI HE
OBLITM CYIIIECTBEHHO PA3IMYHBI MEXKTY dTUMH JIBYMSI TPYTIITAMH.

IHoka3aHus K NPUMEHECHUIO

Jleuenne BUY-1-undexuun (y B3pOCHbIX M JeTed cTapiie 3 JieT) B COCTaBe
KOMOMHUPOBAHHOW Tepanuu.

IIporuBonOKa3aHus

— YcTaHOBJICHHAS TIOBBIIICHHAS YYBCTBUTEIIBHOCTh K PHTOHABHPY WIIH

J000My IpyroMy KOMIIOHEHTY Ipenapara



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 22.08.2024 N2 175591

10 DL HOC TR 0002
— Ecmn pUTOHABHUpP IIPUMCHSCTCSl B Kg:I-IECT%%J Lap%nngm%cﬁoro

YCWINTENSL IPYTUX UHTUOUTOpOB mporea3sl BUY, HEoOX0IUMO yYUTHIBATH
uH(OpMAIHIO, COACPXKAIIYIOCS B  HWHCTPYKIUSAX IO  MPUMEHEHHUIO
COOTBETCTBYIOIIMX HHTMOUTOPOB npoTeazsl BUY

- PutonaBup npoTuBONOKa3aH B KaueCcTBE (DAPMaKOKMHETHIECKOTO YCHITUTEIS
WJIA AaHTUPETPOBUPYCHOTO MpenapaTa y MaiueHTOB C JEKOMIICHCUPOBAHHBIM
3a00s1€BaHUEM TICYCHU

- [Tepuona rpyAHOTO BCKapMJIIMBAHUS

- Jerckuii Bo3pacT A0 3 jeT

- B wuccrnenoBanumsx in Vitr0 m in ViVO OBUIO YCTaHOBJICHO, YTO PHUTOHABHP
SIBIISIETCS MOLTHBIM MHTUOMTOPOM META0OIMYECKUX PEAKIIMiA, OTOCPeTyeMbIX
CYP3A u CYP2D6. Humxe mnepeyucieHbl JEKapCTBEHHbIE Ipenaparsl,
MPUMEHEHUE KOTOPHIX OJTHOBPEMEHHO C PUTOHABUPOM MPOTHUBOIIOKa3aHo. Eciu
HE YKa3aHO HMHOE, TO 3TW MPOTHUBOIOKA3aHMSI OCHOBAHBI HAa MHTUOHMPYIOIIEM
JICCTBUM pPUTOHABHpPAa HAa METabOJIM3M OJHOBPEMEHHO IPUMEHSEMBIX
JIEKapCTBEHHBIX TmpenapaTtoB. HHrubupytomiee aeiicTBre COMpPOBOXKAACTCS
MOBBILICHUEM YPOBHSI CHCTEMHOM HKCIO3UIIMK U PUCKA Pa3BUTHUSL KIMHUYECKU
3HAYUMBIX HEXKENaTeIbHBIX PEaKIuil YKa3aHHBIX JIEKAPCTBEHHBIX MIPErapaToB

- HemnepenocumocTh 71aKTO3bI, OeDUIMT JaKTa3bl, TIFOKO30-TaJaKTO3HAS
MaibabcopOIus

Monynupytoiiiee elCTBUE PUTOHABUpPAa Ha AKTMBHOCTH (DEPMEHTOB 3aBUCUT OT

1036l [IpoTrBONOKa3aHUs K MPUMEHEHUIO HEKOTOPBIX JIEKAPCTBEHHBIX MPENAPATOB

OJIHOBPEMEHHO C PUTOHABUPOM OOJiee aKTyaJibHBI JJII PUTOHABHpAa B KaueCTBE

aHTUPETPOBUPYCHOTO TMpenapara, a He (apMaKOKMHETHUUECKOTO YCUIUTENS

(Hanpumep, g pupadyTHHA U BOPUKOHA30J1a):

Kunacc IpencraBurenu Ob6ocHoBaHue
JIEKApPCTBEHHBIX KJjacca
npenapaTon

IloBbllICeHNE WJIM CHM:KEHHE YPOBHSI OJHOBPEMEHHO NPHMEHSIEMOI0 JIEKAPCTBEHHOIO
npenapara

AHTaroHuCTHI Andyzozun [ToBblieHNEe KOHIEHTpauuu andy3o3uHa B
01-aIpEHOPELENITOPOB IiasMe, 4YTO CBSI3aHO C PHCKOM THMIIOTOHUU
BBICOKOM CTENEHM TKECTH (CM.  pasfien
«B3aumoencTBre ¢ APYTMMU JIEKAPCTBEHHBIMHU
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ot 22.08.2024 N= 1755
.

Kunacce
JIeKaApCTBEHHBIX
npenapaToB

IpeacraBurenu
KJacca

(MOCTT G RO C TE 0002]

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

CpEJICTBAMMY)

O06e300nmuBaroImue
mpernapaTsl

Iletnnun,
MIUPOKCUKAM,
nponokcupeH

[loBblllIeHHE  KOHUEHTpPAUMU  HOPIIETHU/MHA,
MUPOKCHKaMa M MPONoKCcH(eHa B I1a3Me KPOBH.
Bo3pacraer puck TSKENOro yrHeTeHus AbIXaHus,
reMaToJIOTUYECKUX OTKJIOHEHHH U JAPYyrux
CEPBbE3HBIX HE¥KEJaTEIbHBIX SBJICHUU,
CBOMCTBEHHBIX 3THM IMpernapaTam

AHTHAHTUHAIBbHBIE
npenaparsl

Panonasun

[loBbIlIEHHE KOHIIGHTPALlMU pPaHOJA3MHA B
IJ1a3M€ MOXET MOBBICUTh PUCK BO3HHUKHOBEHUS
CEpbe3HBIX M (WIM) YIPOXKAIOLMUX IKU3HU
peakumii  (cMm. pasmen «BzammonercTBHe ¢
JIPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMMY)

[IpoTuBOOMYyXO0JIEBBIE
npenapaTsl

Benerokiakc

[ToBpIIEHME KOHLEHTPAlMUd BEHETOKJIAKCAa B
I1a3Me KpOBU. YBEIMYEHHE pPHUCKA pa3BUTHUSA
CHUHJpOMa JIM3UCa OIyXOJM B Hayalle JICUCHUs U
Ha TPOTSDKEHUHM (a3bl TUTPOBAHHUSA O3Bl (CM.
pasznen «B3anmopneiicteue c JpYTUMH
JIEKaPCTBEHHBIMU CPEACTBAMU)

HepaTunu6

[ToBpillIeHHE KOHIIEHTpAlMK HepaTHHHOA B
asMe.  YBEIUYMBACTCS  PUCK  Pa3BUTHSA
CEpbE3HBIX W/WIM  OMACHBIX M  JKU3HU
HEXENAaTeNbHBIX  peaknuii  (cM. paznen
«BzaumopeiicTBue ¢ IpyruMH JIeKapCTBEHHBIMU
CpEJICTBAMU»)

Ananmytamuzg

AnamytamMuz SIBISIETCS  YMEPEHHBIM/CHIIBHBIM
unaykropoM uzodepmenta CYP3A4, uto moxkeT
IPUBECTH K CHIDKEHUIO (P eKTa puTOHABUPA U
MOTEHIMATFHON TIOTEpEe  BUPYCOJOTHYECKOTO
OTBETA.

Kpome Toro, TmoOBBIIEHHE KOHIEHTPAINH
anagyTaMu/a B IIa3Me KpOBU MOKET IPUBECTH K
CephE3HBIM HEXKEJIATeIbHBIM SBICHHUSM, B TOM
qucie cygoporam (cM. pasaen «B3aumoneiictaue
C JIPYTHIMH JICKAPCTBEHHBIMHU CPEACTBAMUY)

AHTHapUTMUYECKHE
npenapaTsl

AMHOJAPOH,
oenpuan,
JPOHEIapOH,
SHKAWHUI,
baexanHu,
npornadeHoH,
XUHUIUH

[ToBplIEHME  KOHLEHTpAallMM  aMHOJAapoHa,
oenpuauna, JpOHEIapOHa, SHKaMHUA,
¢nekanHuaa, nponadeHoOHa W XHMHUAMHA B
mwiasmMe KpoBu. [lpum 3TOM BO3pacraer pHCK
ApUTMHUU U JIPYTMX CEPHE3HBIX HEXKEJIATEIIbHBIX
SIBJICHHUM, CBOMCTBEHHBIX ITUM IIpernapaTram

AHTUOMOTHUKU

®y3unoBas
KHCJIOTa

[ToBbiIEHME KOHLEHTpaLluu ¢by3unoBoit
KHMCJIOTHI M pUTOHABHpA B IJIa3Me KPOBU

[TpoTuBOrpUOKOBEIE
npenapaTsl

BopukoHnason

ITpumenenne putonasupa (400 mr 2 pa3a B cyTKH
u Oosiee) OAHOBPEMEHHO C BOPHKOHA30JI0M
IPOTHBOIIOKA3aHO B CBA3M CO CHIKEHHEM
KOHIICHTPAIlMi BOPUKOHA30JIa B TIa3Me KPOBU U
BO3MOYKHBIM CHHKEHHEM €ro TepaneBTHYECKOTO
abdexra (cm. pasmen «BzammonercTtBue ¢
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ot 22.08.2024 N= 1755
.

Kunacce

JIEKAPCTBCHHbBIX

npenapaTros

IpeacraBurenu
KJacca

(MOCTT G RO C TE 0002]

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

JPYTHUMH JIEKAPCTBEHHBIMU CPEACTBAMI)

AHTUTHCTAMHUHHBIE

npenapaTsl

AcrtemMusoun,
TepdeHaTuH

[ToBpllIEHME KOHIEHTpPALMM acTeEMM30Jla U
TepdeHarnHa B mia3Me kpoBu. BozpacTaer puck
pa3BUTHUS CEPbE3HBIX APUTMUI

[IpoTtuBo-
nojarpuyecKue
npenapaTsbl

Komxumuu

Bo3MOXHO pa3BUTHE CEpbe3HBIX W  (WIH)
YIPOXKAIOMIUX KU3HH PEAKLUUN Yy MalUEHTOB C
HapylmeHUsIMH (YHKIMHM TOoYeK U (W) MCYCHH
(eM.  pazmenst  «OcoOble  yKazaHuUs» U
«B3aumojeiicTBue ¢ IPYrUMHU JICKApCTBECHHBIMH
CpE/ICTBaMuY)

AHTUMHUKO-
OakTepuaIbHbIC
npenaparsbl

Pudabytun

[Ipumenenue purtonaBupa (500 mr 2 pasza B
CyTKM) B  KauecTBE aHTUPETPOBUPYCHOIO
mpernapata OJHOBPEMEHHO ¢ pudabyTHHOM
IIPOTUBOMNOKA3aHO B CBS3M C IIOBBIIIEHUEM
KOHIIEHTpauuu pudadyTuHa B CHIBOPOTKE KPOBU
U PUCKOM pa3BUTHsI HEXKENATEJIbHbIX DPEaKIHii,
BKItouass  yBeuT (cM. pazgen  «OcoObie
yKazaHus»). PexkomeHpanumu 1o HPUMEHEHUIO
pUTOHABHpa B KadecTBe (PapMaKOKMHETUYECKOTO
YCWINTENSI OJHOBPEMEHHO ¢ pupadyTuHOM
npuBeleHbl B pazaene «BzaumoneiictBue ¢
JPYTMMH JIEKAPCTBEHHBIMU CPEACTBAMM

AHTHIICUXOTUKH /
HEUPOJIENTUKN

Jlypasunon

[ToBpillIeHHE KOHIEHTpPAIlMU JIypa3suioHa B
Ia3me KpOoBU MOKET IIOBBICUTH PHUCK
BO3HUKHOBEHUS CepbE3HBIX u (umm)
YIpOXKAIOIIUX JKU3HU peakiuid (CM. paszzien
«BzaumopeiicTBue ¢ IpyrMMH JIeKapCTBEHHBIMU
CpEICTBaMMY)

Knozanums,
ITUMO3U/T

[ToBplIEHME  KOHLEHTpAlMM  KJIO3alMHA U
NMMO3HMJIa B IUIa3Me KpoBU. Bospacrtaer puck
pa3BUTHSA CEPBE3HBIX reMaTOJIOTMYECKUX
OTKJIOHEHU I 51 Ipyrux CEpPBE3HBIX
HE)KEJIATEJIbHBIX PEAKIUI 3TUX NPENnapaToB

KBsetnanuna

IToBeITIIEHHE KOHIOCHTpAallMKM KBCTHUAIIMHA B
IUIa3Me MOXKET IpHUBECTH K Kome. [Ipumenenune
puTOHaBUpa OJHOBPEMCHHO C KBETHAIIMHOM
IIPOTUBONOKA3aHO (cm. pasznen
«B3aumonelncTBre ¢ ApyruMu JEKapCTBEHHBIMU
CPEJICTBAMUY)

[IpousBoaHbIe
aJIKaJIONJI0B
CIIOPBIHBU

Hurunpospro-
TaMUH,
JPrOHOBUH,
SproTaMuH,
METUIIIPrOHOBUH

[ToBpIIEHHE KOHICHTpAlluH IMPOU3BOJHBIX
AJIKAJIONJOB CIIOPBIHBU B IJIa3M€ BCJCT K OCTPBIM
TOKCHUYCCKUM 3(1)(1)CKT8.M, BKJIrO4as Ba30CIlla3M U
5800(\%05030)

Crumynsaropsl
Motopuku JXKKT

Hu3zanpun

IToBbIIIEHNE KOHIIEHTPALMU IA3ANPH/IA B IIJIa3Me
KpoBU. Bo3pacraer puCK pasBUTHsS CEPHE3HBIX
apUTMUH

Wuruburopsl
PEIYKTa3bl

JloBacTaTuH,
CHMMBACTaTHH

IloBeImICHHE KOHICHTpAlMK JIOBACTaTUHA U
CHUMBACTAaTHHA B IIJIa3MC KPOBH, YTO BCIACT K
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 22.08.2024 N= 1755
.

Kiaacc IIpencraButesiu T Tggocopmie == 12 WUl

JIEKAPCTBEHHBIX KJacca
npenapaTros

I'MI'-KoA MOBBIICHUID ~ PUCKA  MHUONATUM,  BKJIIOYAs
pabgomuonu3 (cM. paszgen «BzammopeiicTBue c
JPYTHUMH JIEKAPCTBEHHBIMU CPEACTBAMI)

WNuruburop Jlomuranug IloBbIlIEHME KOHILICHTPALMM JIOMHUTANMAA B
MHUKPOCOMaJIBHOTI'O 1a3Me KpoBH (cM. pasnen «Bsaumoneiictue ¢
Oenka-nepeHoCunKa JPYTMMHU JIEKAPCTBEHHBIMU CPEICTBAMM)

TPUTIULECPUIOB

Nuruduropst ABanadun [ToBblIeHMEe  KOHIIEHTpAalMM  aBaHauia B
dbochoamdcrepazsr  5- miasme (cM. pazgensl «OcoOble yKazaHus» H
ro TUIa «B3aumonencTBue ¢ IpYyruMu JIEKapCTBEHHBIMU
CpEJICTBaAMMY)

Cunnenadun [IpoTHBOMOKa3aH TOJBKO MPH HCIIOIB30BAaHUU
JUIsL  JIeYeHHUs ~ JITOYHOM  apTepHalibHOM
TMIIEPTEH3UU (JIATL). [ToBbl11IEHNE
KOHIIEHTpalluu cuifieHaduia B Ija3Me KPOBH.
Bo3spacraer BEPOSATHOCTh pa3BUTHS
HEKeNaTeNIbHbIX  SIBICHUH,  CBA3aHHBIX C
pPUMEHEHUEM cuinaeHaguia, BKJIIOYast
TUIOTEH3UI0 U OOMOpOKH. YKazaHus IO
OJTHOBPEMEHHOMY NPUMEHEHUIO CHieHaduIa y
MAIUEHTOB C PEKTHJILHOW AUCPYHKIMEH CM. B
pazzenax «Oco0sb1e YKa3aHUs u
«BzaumopeiicTBue ¢ IpyruMH JIeKapCTBEHHBIMU
CPEICTBAMM)

Bapaenadun [ToBpillICcHNE KOHIIEHTpAallMK BapieHa(umia B
miazme (cM. pazgensl «OcoOble yKazaHus» Hu
«B3aumogeiicTBue ¢ IpyruMu JeKapCTBEHHBIMU
CpEICTBaMMY)

CenatuBHBIC U Knopasenar, [ToBbIlIeHWE  KOHIICHTpAllMM  KJIOpa3erara,
CHOTBOPHBIE ra3ernam, nuaserama, JCTa30J1aMma, ¢dypasenama,
npernapaTsl 3CTa30I1aM, npeJHa3HAYeHHBIX  JUIS  TpUeMa  BHYTPb
¢ypazemnawm, MHUa30jlaMa W TpHa3ojamMa B IUTa3Me KPOBH.
npeaHa3HauCH- Bospacraer puick H30BITOUHOW COHJIMBOCTH H
HbIe JUIS TpueMa | yrHeTeHus jbixaHus. OcoOble yKa3aHUs 10
BHYTPb MU/1a30J1aMy, BBOJIMMOMY MapeHTEPAIbHO, CM. B
MU/1a30J1aM u | pasaene  «B3ammopeiicTBue ¢ APYTUMH
TpHa3oJiaM JICKApCTBCHHBIMH CPEJICTBAMM)

CHuKeHHe YPOBHSI pUTOHABHPA

PacturensHbie 3Bepoboit IIppuMeHeHne pacCTUTENBHBIX JIEKAPCTBEHHBIX
JIeKapCTBEHHbIE npenapaToB, coaepkaiux 3sepodoit (Hypericum
TpernapaTsl perforatum), OZHOBPEMEHHO C PHTOHABHPOM
MPOTHBOIIOKA3aHO B CBSA3H C PUCKOM CHUKEHUS
KOHIICHTPAallMd  PUTOHAaBUpa B IUIA3Me U
ocnalieHuss ero KIMHUYeCKuX 3((eKToB (cM.
pazzen «B3aumonericteue c JpYTruMU
JIEKapCTBEHHBIMH CPEJICTBAMMU)
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C 0CTOPOKHOCTHIO

- I'ematut

- Hpyrue conyTcTByONME 3a00J€BaHUS TIEYEHU

- [ToBbIlIeHNE aKTUBHOCTH MEYEHOYHBIX ()EPMEHTOB

- [leyeHOUHAsA HEOCTATOYHOCTh CPEJHEN CTENEHU TSHKECTH

- Tsokemass  cTemeHb  MeYeHOYHOM  HemoctatrouHoct (kmacce C mo
kinaccuduxanuu Yaitna-I1et0) 6e3 npus3HaKoB JeKOMIIeHCAUU (P TPUMEHEHUN
PUTOHABUPA B KaYeCTBE (PapMAKOKMHETHYECKOTO YCUIIUTEIS)

- [TaneHThl ¢ OpraHMYeCKUMU 3a00JIEBAaHUSIMU CEPJLIAa U CYIIECTBYIOIIMMHU
paHee paccTpoWCTBaMHM IPOBOJSINEH CHUCTEMBI CEpALllA WIM  IALUEHTHI,
PUHUMAIOILME MpenapaThl, yUIHHIoIuMe nHTepBal PR (Takue kak Bepamamu Win
aTazaHaBHP)

- CoBMecTHOE MPUMEHEHUE HE PEKOMEHAYETCS CO CIAEAYIOIUMHU MTpenapaTamMmu
(em.  pazmensl  «OcoOble  ykazaHus» U «B3aumopeiictBue ¢ Japyrumu
JIEKapCTBEHHBIMHU CpEACTBaMU»): (hocaMnpeHaBUPOM (J03bl PUTOHABUPA BBHIIIIE,
yeMm 100 mr 2 pa3a B CyTKH), aTazaHaBUpoM, HHAUHABUPOM (800 Mr 2 pasa B CyTKH
COBMECTHO ¢ puToHaBupoM 100 Mr 2 paza B CyTKH), pHUBApOKCaOaHOM,
BOparnakcapoM, CaMeTepoJiOM, PUOLUTIYaTOM, TJIE€KanpeBUPOM/TUOPEHTACBUPOM,
CUMENpPEBUPOM, (IIyTHKAa30HA MPOMNUOHATOM, OYIECOHHIOM, TPUAMLHUHOIOHOM.
Crnenyer NpUMEHATh C OCTOPOXKHOCTBIO CO CIEIYIOIIMMM Mpenaparamu (CM.
paznensl «OcoOble ykazaHus» U «B3aumonencTBie ¢ IpyruMu JIEKapCTBEHHBIMU
cpenctBamu»):  aGatuHUOOM, I[EPUTUHUOOM, TPA30JOHOM, AIMPA30JIAMOM,
JUTOKCUHOM, cuigeHadmwioM H TagagapuioM (s JI€YEHUS HPEKTUIILHOU
TUC(hYHKIINH), MH/1a30JIaMOM (npu NapEHTEPAIbHOM MIPUMEHEHUN),
aTOpBacCTaTMHOM,  pO3YBAacTaTUHOM, KeTokoHazojoM. Crenyer  u3beratb
COBMECTHOT'O MPUMEHEHUS CO CIEAYIOMMUMU IpenaparamMu (cM. pazzaeibl «OcoOble
yKkazaHus» u «B3aumoneicTBue C JPYrUMHU JIEKAPCTBEHHBIMHU CPEICTBAMMY):
0€MaKBUITMHOM.

IIpumeHeHnune npu GepeMEeHHOCTH U B MEPUOJ TPYIHOT0 BCKAPMJIMBAHMS

bepemennocmo
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Bonbiioe koim4ecTBO OEPEMEHHBIX Ke
pebeHKa) noryyaiu pUTOHABUP BO BpeMsl OepeMeHHOoCTH; 13 HUX B 2800 cioyuasx
POXKACHUS KUBOTO peOeHKa KEHIMHBI IOMydYaln MpernapaT B IEPBOM TPUMECTPE.
B  OonbmmHCTBE 3TO  Cciayyau [PUMEHEHHMs  pPUTOHaBUpa B COCTaBe
KOMOMHHPOBAHHON TE€PANNU U B HETEPANIEBTUUECKHX J103aX, TO €CTh B 00JIee HU3KUX
7103ax B KauecTBe (hapMaKOKHHETHYeCKOTo yeunutesst ans apyrux UI1. Dtu nanusie
MOKa3bIBAIOT OTCYTCTBHE MOBBIIIEHUS YaCTOThI IOPOKOB Pa3BUTHUSL OTHOCUTEIIBHO
YacTOThI, 3aPETHCTPUPOBAHHONW CHUCTEMaMH MOHUTOPUHIA IMOPOKOB DPAa3BUTHUS B
nonyysiiuy. Pe3ynpTaThl MCCHEOBAaHUM Yy JKMBOTHBIX YKa3blBalOT Ha HaJIWYME
PEnpOAYKTUBHOM TOKCUUHOCTH.

B uccnenoBaHMsX Ha KMBOTHBIX PETUCTPUPOBAIUCH ClIydan >MOpHO(]eTanTbHON
TOKCUYHOCTH IpernapaTa y KpbIC (paHHss pe30pOuus KOCTHOM TKaHH, CHUXKEHUE
Macchl Tena IUIofa, 3aJepKKa OCCU(UKAIUU U IpYyTrue OTKIOHEHUS B Pa3BUTHH),
KOTOpasi MPOUCXOIUIIA P 103aX, IPUMEHIEMBIX y O€peMEHHBIX KPBIC 75 MI/KT/CyT
(cpenHssi KOHILIEHTpamusl B Iia3Me KpoBu 45 MKrxu/mun). Taxke HaOmr0maoch
HE3HAUUTEIBHOE YBEJINYEHNE 3a0071€Ba€MOCTH KPUIITOPXU3MOM Y KPBIC MPH 103aX
35 mr/kr/cyT (34 MK xu/mi).

B uccnenoBaHMsX Ha KMBOTHBIX PETMCTPUPOBAIUCH Cilydau 3MOpHOdeTaribHON
TOKCUYHOCTH TIpernapara y KpPOJMKOB (pe30pOIusi KOCTHOM TKaHH, YMEHbILIECHUE
YHCJIEHHOCTU MOMETa U YMEHbILIEHUE Macchl Telsa IIofa), KOTopas MPOUCXOouIa
opyu  J03aX, [pPUHUMAeMbIX OepeMeHHbIMU  Kponukamu 110 mr/kr/cyt
(34 MKrxu/m).

B cBsi3u ¢ TeM, 4TO Hccaea0BaHus peNpOIYKTUBHON (DYHKIIMH )KMBOTHBIX HE BCEria
MO>KHO SKCTpaIoJIMpoOBaTh Ha JtoJeH, npenapat PuToHaBup npu OepeMEHHOCTU
BO3MOXKHO NMPUHUMAaTh TOJBKO B TOM Cllydae, €CiM IpeanojiaraeMas mojb3a s
MaTepH MPEBOCXOIUT MOTEHIIMANBHBIA PUCK IS TIIOAA.

I pyonoe eckapmnusanue

Cy1ecTBYIOT OrpaHUYEHHbBIE JINTEPATYPHBIE TaHHBIE O BBIJACIICHUU PUTOHABHPA C
TPYAHBIM MOJIOKOM. OTCYTCTBYET MH(GOpMAIMs O BIUSHUNA PUTOHABHPA HA JETEH,

Haxoosmuxcsa Ha TPyYyAHOM BCKApMIIMBAHWHW, WM BJIUAHUKU IIpCIIapara Ha
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BbIpa0OTKY MOJOKa. BBHIYy NOTEHUHAIBHOL
OTpULIATEIbHBIM MIJIAJICHIIAM W Pa3BUTHs BUPYCHOM pe3ucTeHTHocTH y BIMY-
ITOJIOKATENIBHBIX MIIAJICHIIEB, 4 TAKXKE CEpPbE3HBIX HEKENATEIbHBIX PEaKIUN Yy
JeTe, HaXONSAIIMXCS Ha IPYJHOM BCKapMIIMBaHUU, IPyJHOE BCKapminBanue BIY-
UHGUIIUPOBAHHBIMH KEHIIIMHAMU TPOTUBOIIOKA3aHO.

DepmunvHocmy

JlanHble O BIUSIHUM PUTOHABHpa Ha (PEPTUIBHOCTH YEJIOBEKAa OTCYTCTBYIOT. B
UCCJIEIOBAHUSX Yy JKMBOTHBIX HEOJIArONpUATHOIO BIUSHUA PUTOHABHpPAa Ha
($epTUIBLHOCTD HE OTMEYAJIOCH.

Cnocod npumMmeHeHMsI ¥ 103bI

BHyTpb, BO Bpems e1bl.

Karncynbl npenapata PuronaBup HE0OXOAMMO MPOTIATHIBATH LIETUKOM, UX HENb3s
pa3:KEBBIBATH, PA3JIAMBIBATh WJIN U3MEIBYATH.

Ilpumenenue pumonasupa ¢ Kauecmee PapmaKOKUHEMUUECKO20 YCUIUmMen
[Ipy Ha3Haue€HUU CHIKEHHBIX J103 PUTOHABUpa B KOMOMHAIIMM C JIPYTUMH
uHruouropamu nporeassl BUY (manpumep, B ciyyasx, KOrja pPHUTOHABHP
UCIOJIB3yeTCsl B KadecTBe  (PApMAKOKMHETUYECKOTO  YCHUIIMTENs  JPYIHx
uHruouTopoB mporeassl BUY) cregyer B TOM 4uciae PYKOBOJACTBOBATHCS
uH(popmalumen, cojaepkameics B MHCTPYKLUMSIX O NPUMEHEHUI0 W JaHHBIMU
KIIMHUYECKUX HCCIICIOBAaHUI COOTBETCTBYIOIIUX WHTHOMTOPOB mpoteasbl BIY.
[lepeunciennble HUXe HTHIUOUTOPHI ITpoTea3sl BUY-1 pa3periensl K NpUMEHEHHUIO
B KOMOMHAIIUY C PUTOHABUPOM B KaueCcTBE (DapMaKOKHHETHUYECKOTO yCUITUTEIS.
B3pocnvie

Awmnpenasup 600 mr 2 pasza B cyTku ¢ putoHaBupom 100 mr 2 pa3a B CyTKH.
ArazanaBup 300 mr 1 pa3 B cytku ¢ putoHaBrpoM 100 mr 1 pa3 B cyTku.
®ocammpenasup 700 mr 2 pasza B cyTku ¢ putoHaBupoM 100 mr 2 pa3a B CyTKH.
JlonunaBup/putonaBup (koMOuHupoBaHHasi Qopma) 400 wmr/100 mr wmm
800 mr/200 mr.

CakBuHaBup (y NAIMEHTOB, KOTOpbIE paHEE MOJydYadd aHTUPETPOBHUPYCHYIO

tepanuto): 1000 mr 2 pa3a B cyTku ¢ putoHaBupoM 100 Mr 2 pasza B CyTKH.
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CakBuHaBup (y MalMEHTOB, KOTOPHIE

Tepanuio): cakBuHaBup 500 mr 2 pasza B cyTku ¢ putoHaBupoM 100 mr 2 paza B CyTKU
B TEUCHHME MEpBbIX 7 pAHEH, 3arem cakBuHaBup 1000 mMr 2 pa3za B CyTKH C
putoHaBupoMm 100 Mr 2 pa3za B CyTKH.

Tunpanasup 500 mr 2 pa3a B cytku ¢ putroHaBupom 200 mr 2 pa3a B CyTKH
(TUnpaHaBUp B KOMOMHAIIMU C PUTOHABUPOM HE CJEIyEeT NPUMEHSTh y NallUE€HTOB,
KOTOpbIE paHee HE MOIyYall aHTUPETPOBUPYCHYIO TEPAIIHIO).

JapyHaBup (y mHalMeHTOB, KOTOpbIE paHee MOJy4YaId AHTHPETPOBUPYCHYIO
tepamnuio): 600 mr 2 paza B cyTku ¢ putoHaBupoMm 100 mr 2 pasa B cyTku. Takxke
BO3MO>XHO Ha3HaueHue aapyHasupa 800 mr 1 pa3 B cyTku ¢ putoHaBupom 100 mr
1paz3 B cyrku. s mnomyuyeHuss Ooisiee MoApoOHOM HHGPOpPMALMH, BKIIOYas
IIpUMEHEHUE npenapara | pas B CyTKH y NalMEHTOB, KOTOPBIE paHEE NMPUMEHSIIN
aHTUPETPOBUPYCHYIO TEPANUIO, CIEAYeT BHUMATEIbHO HU3YyYWUTh MHCTPYKLHIO IO
PUMEHEHUIO JapyHABHPA.

JapyHaBup (y NAUMEHTOB, KOTOPBIE paHee HE IOJIy4YaJd AHTHUPETPOBUPYCHYIO
tepanuto): 800 mr 1 pa3 B cyTku ¢ puroHaBupom 100 mr 1 pa3 B cyTKH.

Jlemu

[Ipumenenue npenapara y geteil muaame 3 jieT npoTuBonokasaHo. Heo6xoaumo
CJIEI0BAaTh UHCTPYKIIMH 110 NPUMEHEHHIO0 HHTUOUTOpOB nipotea3sl BUY-1, kotopbie
pa3pelieHbl K IPUMEHEHUIO B KOMOMHALIMU C pUTOHABUPOM.

Iloueunas nedocmamounocms

PuToHaBHp B OCHOBHOM MeTa0OIM3UpYyETCs B MeueHUu. Bo3MoxkHO npuMeHeHue (¢
OCTOPO’XKHOCTbIO) PUTOHAaBHpa Kak (PapMaKOKMHETHYECKOTO YCHIUTENS Yy
NAlMEHTOB C IOYEYHOM HEIOCTATOYHOCTHIO B 3aBUCUMOCTH OT KOHKPETHBIX
uHruouTopoB mporeazsl BUY, ¢ kortopbimMu npumensiercss putroHasup. OnHako,
MOCKOJIbKY TOYEYHbIH KIUPEHC PUTOHABUPA HUYTOKHO Majl, TO YMEHBIIECHUE
OOILIEro KIMPEHCa HE OKUIACTCS y TAMEHTOB C MOYEUHOM HEIOCTATOYHOCThIO. J1J1s
MOJyuyeHHUs] MOApOOHOM HMH(OpPMAIMM O PEXKHMME TO3UPOBAHUS y MALMEHTOB C
MOYEYHON HEJOCTATOYHOCTBIO CIEAYET OOPATUTHCS K UHCTPYKIMHU MO NPUMEHEHHIO

COBMECTHO NMPUMEHSIEMOTr0 HHruouTopa nporeassl BIY.

15




Tleuenounas neoocmamournocme

PutoHaBUp TpOTHBOIIOKa3aH B KauecTBE (PApMAKOKMHETUYECKOTO YCHIMTENS Y
NALMEHTOB C JIEKOMIIEHCUPOBAHHBIM 3a00JI€BAHUEM TEUEHHU.

OTCYTCTBYIOT JaHHbIE O NMPUMEHEHUU PUTOHABUpPA y MAIMEHTOB CO CTAOMIILHO
TSKEJION CTEMEeHbI0 MEYEHOYHON HegocTaTouHocTh (kiacc C mo kimaccupukanuu
Yaiina-I1pr0) 6€3 mpU3HAKOB JAEKOMIIEHCAIIMH, IOATOMY CIEAyeT COOII0AaTh
OCTOPOKHOCTH MIPU MIPUMEHEHUU PUTOHABHPA B KauecTBe (hapMaKOKMHETHUYECKOTO
YCWIHTEN Yy [aHHOW TPYIIbl IMAIIUEHTOB B CBSI3M C PUCKOM TMOBBIIECHUS
KOHIIEHTpAaIlMd COBMECTHO NpHUMEHseMOro HHruburtopa mporeazsi BUY. lns
HOJy4yeHUsl MoJApOoOHOM HMH(OpPMAIMM O PEXHUME JO3UPOBAHUS y MALMEHTOB C
NEYEHOYHON HEAOCTAaTOYHOCTBIO CleAyeT OOpaTUThCA K HHCTPYKUUHU IIO
IPUMEHEHHUI0 COBMECTHO IPUMEHAEMOT0 MHruouTopa nporeassl BUY.
Ilpumenenue pumonaseupa 6 Kauecmee aHMUPEMPOSUPYCHOZ0 npenapama
B3pocnvie

[To 600 mr (6 kancyn) 2 pa3a B cyTku. CyTouHas go3a coctasisier 1200 mr.
[TocTenenHoe yBeIMYEHHE A03bI PUTOHABUPA B HAYAJIBHBIN IEPUO/T JICUEHUST MOKET
CI0cOOCTBOBATH YIIyUILIEHUIO IEPEHOCUMOCTH Tpenapara. HauanbHas n03a 1oykHa
cocTaBysATh HE MeHee 300 Mr 2 pa3a B CyTKH B TEUEHHE NIEPBBIX 3 THEH, Aaee 103y
YBEIMYMBAIOT (Kaxa0e yBennueHue 103bl — Ha 100 mr 2 paza B cytku) g0 600 mr
2 pa3a B CyTKM B TEUEHHE NEpUOJa, HE MpeBblIaromero 2 Henenb. He crnemyer
POJI0JKATH JedueHue npenapatom Putonasup B 1o3e 300 Mr 2 pa3a B cyTku Ooliee
3 nHen.

Komobunuposannsie cxemol 1eueHus ¢ 08yma unzuoumopamu npomeasvt BU4
Knuaudeckuit  onmpIT KOMOMHUPOBAHHOM  Tepamuu, MpeaycMaTpuBaroien
IPUMEHEHUE TEPANEBTUYECKUX JI03 PUTOHABHpPAa B COYETAaHWH C JAPYIHUM
uHruouropom nporeassl BUY, orpannden. PutoHaBup B 3HAYMTENBHOW CTENEHU
CHIYKaeT MeTaboJiM3M OOJIBIIMHCTBA JIPYTUX HWHTHOUTOPOB BUPYCHBIX MpPOTEa3.
CrnenoBaTenbHO, IPU Ha3HAUEHUH KOMOWHUPOBAHHOM Tepanuu ¢ MpUMEHEHHEM
pUTOHaBUpa CcleAyeT NpUHUMATh BO BHUMaHue (apMaKOKMHETHUYECKOE

BSaHMOHeﬁCTBHe n JaHHBIC IIO 0e301acHOCTH MNMPUMCHACMBIX JICKAPCTBCHHBIX
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 22.08.2024 N= 17591

npenaparoB. Jlns 3Toro  kiacca 1p€Hap£1,|:1L|('J|]:3'"-|EX% EKJ%H" IBIIIﬁa)KIB‘H‘HaS[

MEPEKPECTHAsI PE3UCTEHTHOCTh. [IpenmnoyTuTenbHO CHEAYET HCMNOJb30BaTh
KOMOWHAIIMIO JBYX WHTHOWTOPOB TIPOTEa3bl C HAWMEHBIIEH MepeKpeCcTHOM
pe3ucTeHTHOCThIO. [IpH WCMONB30BaHMM PUTOHABHMPA B COCTABE JAHHBIX CXEM
CJIEyeT YUYUTHIBATh BCE BHIICIPUBEICHHbBIC (DAKTOPHI.
Jlemu (3 2co0a u cmapuie)
Cnenyer Ha3HayaTh PUTOHABUP B KOMOHWHAIIMU C APYTUMH MPOTUBOBHPYCHBIMU
npenapatamMu. PexkoMeHJ0BaHHasi J03a pUTOHAaBUpa [JIsl JETEl COCTaBIsET
350400 mr/mM? mOBEPXHOCTH Teja 2 pa3a B CyTKM, U OHA HE JIOJKHA IIPEBbINIATh
600 Mr 2 pasa B cyTku. Hauanenas no3a cocrasnser 250 Mr/m? OBEpXHOCTH Tella,
ee CleqyeT yBEeIMIUBaTh ¢ MHTEPBAIOM 2-3 1HA Ha 50 MI/M? MOBEPXHOCTH TeNa
2 pa3za B cyTkd. Eciy manueHTsl He MEepeHOCAT MaKCUMAIbHYIO CYTOUHYIO 103y B
CBSI3U C HEXKEJIATCJbHBIMU PEAKIUSIMU, HA3HAYAIOT MAaKCUMAJIbHO MEPEHOCUMYIO
703y PUTOHABHpPA B KOMOMHAIIMU C IPYTUMH aHTUPETPOBUPYCHBIMHU MpeErapaTamu.
[Tnomans moepxunoctu tena (IIIIT) moxeT ObITH paccuMTaHa MO ClETyIOUIEH
dbopmye:

TIIIT (m2) = V([pocr (cM) x Macca Tena (kr)]/3600)
Ilayuenmul nodicunozo o3pacma
Koppekuuu 10361 He TpeOyeTcs.
Iayuenmoi ¢ noueunoli HeOOCMamMoOYHOCMbIO
JlaHHbBIC O IPUMEHEHUU PUTOHABHUPA Y MAIIUEHTOB C MOYEYHON HEJIOCTATOYHOCTHIO
OTCYTCTBYIOT. I[IpuHMMass BO BHUMaHHE, YTO IOYEYHBIN KIMPEHC PUTOHABUpA
HUYTOXKHO MaJjl, MaJOBEPOSTHO yYMEHBIIIEHHE OOIIEro KIMPEHCa Yy MAIMeHTOB C
MMOYEYHOM HEAOCTATOYHOCTHbIO. PUTOHAaBUP B BBICOKOW CTENEHU CBSI3BIBACTCS C
OenkamMu TUIa3Mbl KPOBH, MOATOMY MajOBEPOSITHO CYIIECTBEHHOE CHIKCHHE €Tro
KOHIICHTPAIIMU B PE3yJIbTaTe reMouaan3a Wik NePUTOHCATHHOTO JUAIHN3a.
Iayuenmul ¢ neuenouHol HeOOCMAMOYHOCBIO
PutoHaBup B OCHOBHOM MeTaOOIM3UpyeTCs B meueHu. DapMakOKMHETUUYECKHUE

JAaHHBIC YKa3bIBAOT HA TO, YTO KOPPCKIHUHU 103bl Y IMAIMUCHTOB C JIETKOU U CpeI[Heﬁ
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MPOTHUBOIIOKA3aH Y MalIMEHTOB C JJEKOMIIEHCUPOBAHHBIMU 3200JICBAHUSIMU TICUCHH.
Jlemu (0o 3 1em)

[Ipumenenue putoHaBupa y ete 10 3 JieT IPOTUBOINOKA3aHO.

Ilo6o4yHoOe nelicTBHe

Ilpumenenue pumonasupa 6 Kauecmee PapmMaKOKUHEeMUYeCK020 ycuaumens
HexenarenbHble peaklivy, CBS3aHHbIE C MPUMEHEHHUEM PUTOHABUpPA B KAUECTBE
(bapMaKOKMHETUYECKOTO  YCHUJIUTENs, 3aBUCAT OT BBOJAMMOIO COBMECTHO
cnenuduyeckoro uHruduTopa mnporeazsl BUY. [Insg nonydenuss mnHdopmanuu o
HEXEJATeNbHbIX peakluusX oOoOpaTUTECh K HMHCTPYKIHMH IO TMPUMEHEHUIO
KOHKPETHOT'O COBMECTHO MPUMEHSIEMOro MHruouTopa nporeassl BUY.
Ilpumenenue pumonasupa ¢ Kauecmee AHMUPEMPOSUPYCHOZ0 CPEOCmEa
Heoicenamenvnvie peaxyuu, nonyuenHvie 6 KIUHUYECKUX UCCIEO008AHUAX U 8
HOCMPe2UCmMpayuoOHHOM Nepuooe y 83pOCablX NAYUEHMO8

HauGosnee yacThIMU 3aperucTpUPOBAHHBIMU HEKENATEIbHBIMU PEAKIIUSMU CPETU
NAlMEHTOB, TOJYYAOIIUX MOHOTEpANMI0 PUTOHABUPOM WM PUTOHABUDP B
KOMOUMHAIIMU C IPYTUMU aHTUPETPOBUPYCHBIMU MIpenapaTaMu, ObUTH HApYIICHUS CO
CTOPOHBI MUILEBAPUTEIBHON CUCTEMBI (BKJIIOYAs AUAPEI0, TOIIHOTY, PBOTY, OOJIb B
XKUBOTE (B BEPXHMX M HIKHUX OTJAENax)), HapyUIeHUs CO CTOPOHbI HEPBHOMU
CUCTEMBI (BKJIIOYAsl MAPECTE3UN U MapeCTE3nI0 CIU3UCTON 000JI0UYKU PTa), a TaKXKe
YTOMJIIEMOCTH/aCTEHUUECKUI CUHIPOM.

Coo0mianoch 0 pa3BUTUU CIEAYIOIIMX HEKEIATeIbHBIX PEaKkUUi OT cCpeaHel 1o
TSDKEJIOW CTENEHU TSKECTH, BO3MOYKHO WM BEPOSITHO CBS3aHHBIX C IPUEMOM
putoHaBupa. B mpemenmax Kaxmol Tpynmbl paclpenesieHUus IO YacToTe
BCTPEYAEMOCTH HEXKeJaTeNbHbIe d(D(PEKThI paclonoKeHbl B TIOPSAIKE YObIBAIOIEH
3HAYMMOCTH: O4eHb 4acTo (>1/10); wacto (ot >1/100 mo <1/10); mewacto (OT
>1/1000 mo <1/100); penko (ot >1/10000 mo <1/1000); yacToTa HEM3BECTHA
(HEBO3MOXXHO YCTAaHOBHUTH YacTOTy MO MMEKOIMMCA AaHHbIM). HexenarenpHbie
peakMy B KIMHUYECKUX HCCIEAOBAHMSIX MU TMOCTPETUCTPALMOHHOM IEpUOJE Y

B3POCJIBbIX MMAIMCHTOB IIPUBCACHLI B Ta6nnue 1.
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Tabauuya 1 Heowcenamenvnvlie peakyuu 6 KIUHUUECKUX UCCACO08AHUAX U

nocmpezucmpayuoOHHOM nepuO()ey 63pOCjiblX nAUUEeHmoe

Kuacc cucrem opranos Yacrora HexenarenbHas peakuusi
Hapymenust co ctopoHnsl Yacro CHIKeHHME 4Yucia JICMKOIIUTOB, CHI)KEHHE
KpOBH U JTUM(paTHIECKON KOHIIEHTPAllMU TeMOTI00MHa, CHI)KEHUE Yncia
CUCTEMBI HeHTpoduioB, MIOBBILICHUE qucia
703WHO(MUIIOB, TPOMOOIIMTONICHHUS
Heuacto [ToBplIeHNE YKCIIa HEUTPOPHIIOB
Hapymenust co ctopoHbl Yacto Peaknuy runepuyBCTBUTENIBHOCTH, BKJIHOYAs
MMMYHHOW CHCTEMBbI KpalMuBHUIY U AHTHOHEBPOTHUECKUHN OTEK
Penko AHadunakTuyecKkue peakiuuu
Hapyuenns Yacto I'unepxonecrepunemMus,
MeTabonu3mMa U MUTaHus TUNEPTPUTIIMLIEPUSIEMHUS], MOJArpa, OTEKH, B
TOM 4YHCIe nepudepudeckue, 00e3BOKUBAHHUE
(0OBIYHO CBSI3aHO C CUMIITOMAMH CO CTOPOHBI
MUIIEBAPUTEIHLHON CHCTEMBI)
Heuacto CaxapHblii 1uadeT
Penxo ['unepriukemus

Hapymenust co ctopoHsl
HEPBHOM CHUCTEMBI

OueHp 9acTo

JlucreB3usi, mapecTe3un CIM3UCTOW OOOJIOUKU
pTa u nepudepudecKkue NapecTe3nu, roJIoBHas

001b, TOJIOBOKpYXEHHE, mepudepudeckas
Helponatus
Yacto becconnunia, BO30yXAeHUE, CIYTaHHOCTh

CO3HaHMA, HapyllIeHHE BHHMaHMS,
CUHKONAJIbHBIE COCTOSIHMSI, SMUJIENITUYECKUE
MPUNIAJIKU

Hapymenust co ctopoHsl Yacto HeuerkocTs 3peHus

Oprasa 3peHust

Hapymennst co ctopoHbl Heuacto WupapkT muokapaa

cepaua

Hapymenust co cTopoHsl Yacro AprepuanbHas THNEPTEH3Us, apTepuagbHas

COCYI10B TUINOTEH3UsA,  BKJIOYas  OPTOCTATUYECKYIO

apTepHalibHyI0 THIOTEH3UI0, Iepudepruueckas
TUIIOTEPMHUSI

Hapymenust co ctopoHsl
JBIXaTE€JIbHON CHCTEMBI,
OpPraHOB I'PYJHOU KJIETKH
U CPENOCTEHUs

OueHb 4acTo

®apuHrut, 6016 B pOTOIJIOTKE, Kallledh

XKenynouHo-kuieyHbIe
HapyLIECHUs

OueHp 4acTo

bonb B %uBOTE (BEepXHHE W HIDKHUE OTHETBI),
TOIIHOTA, uapest (BKIII0Yas TsHKEIyo GopMy ¢

ANIEKTPOJINTHBIMM ~ HapyUIEHMSIMHM),  PBOTAa,
pPacCTpOKCTBA MMILEBAPECHUS

Yacro AHOpEKCHsl, METEOpU3M, SI3BBl  POTOBOH
MOJIOCTH,  KPOBOTEYEHHWE M3  OpraHoB
JKEITyA0YHO-KUIIEYHOT O TpaKTa,

ractpod3odareansHas pediarokcHas 00ye3Hb,
MaHKPEaTUT
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Kuacce cucrem oprasos

YacTora

MR AT AHIGRE0002

Hapymenust co cTopoHbl
IICYCHU n
KEITYEBBIBOISAIINX MTyTEH

Yacto

l'ematut (BKJIIOYash TMOBBIIIEHWE AKTHUBHOCTHU
acrapTaTaMHHOTpaHC(epasbl (ACT),
amannHamMuHOTpancdepassl  (AJIT), ramma-
riytamuatpancnentyuaassl (I'TT), noBeienue
KOHIICHTpalluy OMIMpyOrHa B KPOBH (BKJIFOYAs
HKENTYXY)

PENpOAYKTUBHOMN
CHUCTEMBl ¥ MOJOYHBIX
Keles

Hapymenust co ctopoHbl Ouens yacto 3yn, cbinb  (BKJIIOYAsh DJPUTEMATO3HYIO U
KOKH U TOJAKOXHBIX MaKyJIONanyJIe3HYIO ChIIlb)
TKaHen Yacto AkHe
Penko Cunnpom Crusenca-/[>xoncona (CCp),
TOKCHUYECKMI  SMUIECPMAIbHBIA  HEKpPOJIH3
(TBH)
Hapymienust co ctopoHbl Ouensp yacto ApTtpanrus u 601 B CIIUHE
MBIIIEYHOH, CKEJIETHOH U Yacto Muo3ur, paboMuoNH3, MHAJITHS,
COEJIMHUTEJIbHON TKaHU MUOTIATHS/TIOBBIIIEHHOES coJiepKaHue
kpeatuHdochokunaspl (KOK)
Hapymenust co ctopoHbl Yacto VYyanieHHOE MOYEHCIyCKaHUE, HapyLICHUE
MOYEeK u byHKIMM  1MOoYeK  (Hampumep,  OJIUTYpHS,
MOYEBBIBOISIIIUX MyTEH MOBBIIICHUE KOHIICHTPAIIMY KPEaTHHUHA)
Heuacto OcTtpast noueyHasi HEAOCTATOYHOCTh
HewussectHO Hedponurnas
Hapymenust co ctopoHsl Yacto Meunopparus

OOmme HapymieHuss U Ouenb yacto CnabocTb, BKJIIOYAs aCTCHUYECKUH CHUHAPOM,
peakuumn B MecTe IIPUJIMBBI, YYBCTBO JKapa
BBEJICHUS Yacto JInxopanka, morepst Beca
JlabopaTopHbie 51 Yacto [ToBblllIeHHE aKTUBHOCTH aMHJIa3bl, CHUKECHUE
WHCTPYMEHTAJIbHBIE KOHIIGHTpallud  CBOOOJHOTO M 0OOIIero
JTAHHBIE THPOKCHHA
Heuacro IToBbI1IEHNE KOHILICHTPALUH TJIFOKO3BI,
MTOBBIILICHHE KOHIIEHTpalUH MarHus,
MOBBILLICHUE AKTUBHOCTH LICJIOYHOU
docdarassl

Peakiiun, oTMe4eHHbIE KaK UMEIOIIME HEM3BECTHYIO YACTOTY BCTPEUAEMOCTH, ObLIN

OTMCUYCHBI B HOCTpeFI/ICTpaHI/IOHHblﬁ IICPHUO.

OmoenbvHble HedicelamebHble peaxkuuu

IToBbIIIEHME AKTUBHOCTH I€YCHOYHBIX TpaHCaMHWHa3,

B 5 pa3 u Oonee

IMPCBBIMIAIOIICES BEPXHIOIO I'PAHUITY HOPMAJIbHBIX 3H3‘-I€HPII>1, KIMHUYCCKaA KapTUHa

rematTura M OKCITYyXW pPa3sBUBAJIMCh Y IAOMCHTOB, IIOJYy4YarOllMX PHUTOHABUP B
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aHTUPETPOBUPYCHBIMU IpeniapaTaMu.
Ilokazamenu memaodonuma

YBenuueHue Macchl TeNa, a TAKYKE MOBBIIICHUE KOHIIEHTPALUU JIMITUAOB U TIIFOKO3bI
B KPOBHU MOT'YT Ha0OJI0JaThCsl BO BpeMs IPOBECHHSI aHTUPETPOBUPYCHON TEpaInu.
Y BUY-nn(UUIMPOBaHHBIX MAIUEHTOB C TSXKEJIBIM UMMYHOACPHUIIUTOM HA MOMEHT
Hayajia KOMOWHHPOBAaHHOW AaHTUPETPOBUPYCHOM Tepamuu MOTYT pPa3BUBATHCS
BOCTHAJIMTENBHBIC PEAKIMU Ha MPOTEKAIOIUE OECCUMIOTOMHO HWJIM OCTATOYHBIC
ONMMOPTYHUCTUYECKHE HHPeKuuu. Takke cooOIalIoch O CIydasX pa3BUTUA
ayTOMMMYHHBIX HapylIeHUH (Takux Kak 00je3Hb ['peiiBca); TeM He MeHee, BpeMms
UX Pa3BUTHS CUJILHO BapbHPYET, U OHU MOTYT Pa3BUBATHCSA YEPE3 MHOIO MECALIEB
II0CJIE HayaJla Tepanuu.

VY nanueHToB, MOJYYaBIIMX TEPAaNWi PUTOHABUPOM, BKIIOYAs TEX, y KOro
pa3BUBajach  TUNEPTPUINIMLIEPUIIEMHUs, HAOMIONATUCh  CIy4ah  Pa3BUTHS
naHKpeaTuTa (B HEKOTOPBIX CIIydasX CO CMEPTEIbHBIM HCX0/0M). IlanmeHTsl
BNY-undeknueil Ha No3AHEN cTaguu MOTYT ObITh B IPYIINE PUCKA MOBBILIEHHOTO
COJIEp>KaHUs TPUTIIULIEPUIOB B KPOBU M PA3BUTHS IAHKPEATUTA.

Takke perucTpUpoOBaJIUCh CIIy4al OCTEOHEKPO3a, B YAaCTHOCTH, Yy MAIlMEHTOB C
oOmren3BecTHBIMU (pakTopamu pucka, ¢ BUY-undekuen Ha mo3aHel craauu uiu
JUIUTEIBHO MOJIyYaIOIUX KOMOMHHPOBAHHYIO aHTUPETPOBUPYCHYIO Tepanuio. Mx
4acTOTa BCTPEYAEMOCTH HEU3BECTHA.

Jlemu

[Tpoduns 6e30nmacHOCTH pUTOHABUPA Y AETEH B BO3pacTe OT 3 JIET U CTapllie CXO/IEH
C TAKOBBIM Y B3POCJIbIX.

Ilepeno3upoBka

JlanHbie 00 OCTpoO#l Nepefo3upoBKE MPU MPUMEHEHUH PUTOHABUpPA y YeJIOBEKa
orpaHudeHbl. OJIWH TAUUEHT, TMPUHUMABIIUKA Yy4YyacTUE€ B  KIMHUYECKOM
WCCJICIOBAHNUH, TIPUHAI 03y putoHaBupa 1500 Mr/cyT B TedeHue 2 JHEH, mocie
4Yero HaONIOAAINCh MPOSIBICHUS MMAPECTE3UH, KOTOPbIE MCUE3JIN MOCEe CHUKEHUS

10361, B mocTpeructpanroHHoM nepuoie ObUT0 MOMYyYeHO COOOIICHUE O MTOYSUHON
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XapaKTepU3yeTcsl HU3KUM MOTEHIUAIOM OCTPOM TOKCHUYHOCTU MPU MEPOPATHHOM
MIPUMEHEHUH.

Jleuenue

Crnenmduieckuii aHTUAOT JUIsl pPUTOHABHUPA OTCYTCTBYET. JIeueHne nepe1o3upoBKH
PUTOHABUPOM JIOJDKHO BKIIFOYATH OOIIHE CHMITOMATHYECKHE MEPHI, B TOM YHCIIC
KOHTPOJIb OCHOBHBIX IMOKa3aTeNeH )KU3HEAEATEIbHOCTH U KIIMHUYECKOTO COCTOSTHUS
nanuenTa. lIpennaraercss Takke BKJIOYaTh B CXEMY JIEUEHHS MEPEAO3UPOBKHU
MIPOMBIBAHUE JKEIIyJKa U Ha3HAUYCHHUE aKTUBUPOBAHHOTO yriisl. Tak Kak pUTOHABHP
WHTEHCUBHO METa0OJIM3UPYETCs] B MEUEHU M B BBHICOKON CTETEHH CBSI3bIBACTCS C
OeJikaMHM TIJ1a3Mbl KPOBH, JTUAJIA3, BEPOATHO, HE MO3BOJIUT MPOU3BECTH BBIBEICHUE
npenapara u3 opraHnusma Ha JOCTaTOYHOM YPOBHE.

B3aumopeiicTBue ¢ APYruMu JIeKAPCTBEHHBIMH CPeICTBAMU

Ilpumenenue pumonasupa 6 Kauecmee PapmaxoKUHemMuueckKo20 ycuaumens
U GHMUPEmMpPoOBUPYCHOZ0 npenapama

PutonaBup 0051a1ae€T BBICOKMM CPOJCTBOM K HECKOJBKUM M30(hopMaM LIUTOXpoMa
P450 (CYP) wu uHrubupyer OKHUCJIEHHE B  CJICAYIOIMIEM  MOPSIIKE:
CYP3A4 > CYP2D6. [Ipumenenue pUTOHABUpPA OJIHOBPEMEHHO C
JIEKApCTBEHHBIMU  TIpenapaTaM, METa0OJIM3UPYEMbIMUA  MPEUMYIIIECTBEHHO
CYP3A, MOXeT MpUBECTH K YBEIUYEHUIO KOHIEHTPAlUU OJHOBPEMEHHO
PUMEHSEMOT0 JIEKAPCTBEHHOI'O Tpernapara B IJ1a3Me KPOBHU U, KaK CIEICTBHE, K
YCUJICHHIO WJIU TIPOJJICHUIO €Tr0 TepamneBTUYECKOTro d(Ppdexra u HexelaTeabHbIX
peakiuii. Ilpu OJAHOBPEMEHHOM NPUMEHEHHH OTAEJIbHBIX JIEKAPCTBEHHBIX
npenaparoB (HampuMmep, ajanpazojiaMa) MHrMOUpyIollee ASCTBUE pUTOHABHpA Ha
CYP3A4 MoxeT cHIKATbCsl CO BpeMeHeM. PutoHaBup Takxke 00JagaeT BICOKUM
CPOJICTBOM K P-TJIMKONIPOTEMHY ¥ MOKET OKa3blBaTh MHTHOUPYIOIEee BO3EHCTBUE
Ha 3TOT mnepeHocuuk. MHrubupyromiee ACHCTBUE PUTOHABUPA, HCIIOJIb3YEMOIO
OTJICJILHO UM B KOMOMHAITUY C IPYTUMU UHTHOUTOPAMH MPOTea3bl, HA aKTUBHOCTh
P-rinukonpoTenHa MOXXET CHIXKAThCS CO BpeMeHeM (B KauyecTBE IMpUMEpa CM.

CBeJIeHUS JUTsl TUrokcuHa U ekcodenaanna B Tabmuie «3hPexTsl puToHaABUpa HA
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rioKyponusamuto u okucienue yepe3 CYPIA2, CYP2CS8, CYP2C9 u CYP2C19,
YTO COMPOBOXKIAETCS YCHIICHHEM OMOTpaHC(POopMaud HEKOTOPHIX JICKAPCTBEHHBIX
penaparoB, METa0OIM3UPYEMbIX C Y4acTHEM A3THUX H30(EepPMEHTOB. DTO MOXKET
MPUBECTH K CHIDKCHUIO YPOBHS CHCTEMHOTO BO3JCHCTBUS OJHOBPEMEHHO
MPUMEHSEMBIX JICKAPCTBEHHBIX MPENapaToB U, COOTBETCTBEHHO, YCTPAHECHUIO WITH
COKPAIIIEHUIO IJTUTEILHOCTH UX TEPaNeBTUUECKOro P deKTa.

BaxHble cBeeHHS O B3aMMOJICHCTBHUSIX PUTOHABUPA, UCIOJB3YEMOTO B Ka4eCTBE
(bapMakOKMHETHYECKOTO YCUJIMTENA, C JIEKQPCTBEHHBIMU IpenaparamMu TakxkKe
MPUBECHBI B MHCTPYKIIUUA OJJHOBPEMEHHO TPUMEHSIEMOTO HHTHOUTOPA MPOTEa3bl.
Jlekapcmeennvle npenapamul, é1uAOUUE HA KOHUEHMPAUUIO PUMOHABUPA 8
Kpoeu

YpoBeHBb pUTOHABHPA B CBIBOPOTKE KPOBU MOYKET CHIDKATHCS PU OJTHOBPEMEHHOM
MPUMEHEHUHU PACTUTENIBHBIX JIEKAPCTBEHHBIX MPENapaToB, COACPKAIIUX 3BEPOOO
(Hypericum perforatum). DTo cBA3aHO ¢ HHAYIUPYIOIIUM JCHCTBHEM 3BEpO00s Ha
dbepMeHThl, MeTa0ONM3UPYIONINE JICKAPCTBEHHBIC TIpenaparbl. PacTuTenbHbIC
JIEKapCTBEHHBIE TIpernaparthl, CcoJiepKaliue 3Bepo0Ool, HeNb3sl HCIOIb30BaTh
OJIHOBPEMEHHO C pUTOHAaBUpPOM. Eciii Ha MOMEHT Hauaja JIeYeHUsS] PUTOHABUPOM
MalMeHT YK€ MNPUHUMAET PACTUTENIbHBIC Mpemnapartbl, COAEpKallre 3BEpOoOOH,
HE0OXOMMO MIPEKPATUTH JICYCHUE UMU U ITPU HEOOXOIUMOCTH MPOBEPUTH YPOBEHB
BUpyCcHOM Harpy3ku. Ilocie mpekpamieHds JICUCHHS  JICKapCTBEHHBIMU
npenaparaMmu, COACPKAIIMMHU 3BepOOOH, YpOBEHb PUTOHABUPA MOXKET BO3PACTH.
Mosker moTpebOBaThCSI KOPPEKTHUPOBKA 03Bl pUTOHaBUpa. WHayuupyroriee
JIEHCTBUE MOXET COXPAHATHCS HA MPOTSHKCHUH, KaK MUHUMYM, 2 HENEIb IOCIe
MPEKpAIICHHs JICUCHUS PACTUTEIBHBIMU TpenapaTamMu, COJEPKaIIUMU 3BEpPOOOit
(cm. pazaen «IIpoTHBOMOKA3aHUN).

YpoBeHb pUTOHABHPA B CHIBOPOTKE KPOBH MOXKET MEHATHCS TIPH OJHOBPEMEHHOM
MPUMEHEHUHU OTCIBHBIX JIEKAPCTBEHHBIX TMpernapaToB (HampuMep, ACIaBUPIUHA,
sadaBupensa, peHuTomHa W pudaMnuiHa). ITH B3aUMOJEHCTBHUS OMHCAHBI B

TabNHIax B3auMOICHCTBUH JICKAPCTBEHHBIX MTPENapaToB HUKE.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 22.08.2024 N= 1755

Jlexapcmeennvie npenapamal, Ha KOHYE
B Tabnumax HMXKE paccMOTPEHBbl B3aUMOJCHCTBUS MEXKIAY PUTOHABUPOM U
WHTUOUTOpaMu TMpOTeasbl, JAPYTMMH aHTUPETPOBHPYCHBIMHM IpenapaTtamu MU

HEAHTUPETPOBUPYCHBIMU MTpeNapaTaMH.

B3aumopeiicTBuUS 1eKapPCTBEHHBIX MPENAPaTOB: PUTOHABHP U MHTHOMTOPHI MPOTEa3bl

TIpumeHsieMblii Ho3a Ho3a OueHuBaeMblii AUC Crin
O/ITHOBPEMEHHO 0/ITHOBPEMEHHO puTOHaBHpA (M) JIeKaApCTBEHHbIH
JIeKapCTBEHHBIH NpUMeHSeMOro npenapar
npenapar JIeKapCTBEHHOT0
npenapara (Mr)
AMmpeHaBUp 600 kaxaele 12 | 100 xaxmsle 12 | AMmnpenasup? tTHa64% |1 B S
4acoB 4acoB pa3

PuroHaBHp MOBBIIAET YPOBEHh aMIpPEHABHpPAa B CHIBOPOTKE KPOBH B pE3yibTaTe
uarubupoanus CYP3A4. B KIMHHUYECKHX  HUCCICAOBAHHAX  IOATBEPKICHBI
6e3omacHoOCTh 1 3 PEKTUBHOCTD MPUMEHEHHS aMpeHaBupa B 1o3e 600 Mr 2 pasa B CyTKH
OJIHOBPEMEHHO C puTOHaBHUpoM B no3e 100 Mr 2 pasza B cyTku. Jyisg moidydeHus
JTOTIOJTHUTEJIBHBIX CBEICHHI 00 aMIIPEHABUPE CM. HHCTPYKIIMIO TI0 IPUMCHEHHIO.

ATazaHaBHp 300 xaxnple 24 yaca | 100 xaxnaele 24 ATta3zaHaBup THa86% | 1B11
yaca pas3
Arazanasup! TB2pasa | 1B3-
7 pa3

PuToHaBHp TOBBIIIAET YpPOBEHb aTa3aHaBHpPa B CHIBOPOTKE KPOBH BCIIEACTBHE
narubupoBanns CYP3A4. B xome KIMHHUYECKHX MCCICAOBAHUN TIOATBEPKICHBI
6e3omacHoCTh U 3¢ (HeKTHBHOCTH MPUMEHEHUS aTtazaHaBupa B no3e 300 mr 1 pa3 B cyTkH
OJTHOBPEMEHHO C pHUTOHaBMpoM B no3e 100 mr 1 pa3 B cyTkum y paHee JIC€UEHHBIX
ManMeHTOB. JIOMOJHUTENbHBIE CBEIACHUS 00 ara3aHaBUpE CM. MHCTPYKIHIO IO
MPUMEHEHHIO.

HapyHnaBup 600 o1HOKpaTHO 100 kaxngele 12 HapyHaBup 1 B 14 pa3
4acoB
PutoHaBup mMOBBIIAET YPOBEHb JapyHaBUpa B CBHIBOPOTKE KPOBH BCIEJICTBHE
unrubuposanus CYP3A. JlapyHaBup HEOOXOAMMO HCIIONIb30BaTh OJHOBPEMEHHO C
PUTOHABMPOM C LIENBIO0 TapaHTUPOBAHHOIO JIOCTIDKEHHUSI TepareBTHyeckoro sddexra.
IIpumeHeHre napyHaBHpa OJHOBPEMEHHO C pUTOHABUPOM B f03ax Bbime 100 mr 2 pasa B
CYTKM H3y4eHO He Obuio. JlOmoNHMTENbHBIE CBENEHUS O JapyHaBUpe CM. B
COOTBETCTBYIONIEH MHCTPYKLUH 110 MPUMEHEHHIO.

®docaMIpeHaBUp 700 xaxgele 12 | 100 xaxgele 12 | AMmmpeHaBup tB2,4pa3a | 1811
4acoB 4acoB pa3
PuroHaBup NoBBIMIACT ypOBEHb amIIpeHaBupa (oOpasyromierocs u3 GpocaMnpeHaBupa) B
CBIBOPOTKE KpoBHU BclencTBue nHrnoupoBanus CYP3A4. docammnpeHaBup HEOOX0IUMO
UCIIOJIb30BaTh OJHOBPEMEHHO C PUTOHABHPOM C IIEJIbI0 TapaHTUPOBAHHOTO JIOCTHIKEHUS
TepaneBTHyeckoro sddekra. B Xone KIMHUYECKHX WCCIEIOBAHUNA MOATBEPIKICHBI
6e3omacHoOCTh 1 3G PEKTUBHOCTH IpUMEHeHHs Gocamnpenasupa B jo3e 700 mr 2 pasa B
CYTKH OJIHOBPEMEHHO ¢ puToHaBHpoM B no3e 100 mr 2 pasa B cytku. [IpumeHeHue
(hocaMIrpeHaBUpa OJHOBPEMEHHO C J03aMHU puToHaBupa BbImie 100 Mr 2 pasa B CyTKH
n3ydyeHo He Obuto. JlOMOJNHWTENBHBIE CBEJEHHS O (ocammpeHaBupe CM. B
COOTBETCTBYIONIEH MHCTPYKLUH IO IPHUMEHEHHIO.

Wnaunasup 800 kaxapie 12 | 100 xkaxapie 12 | Muaunasup® 1 Hal78 % | w/o
4acoB 4acoB
PutonaBup THa72% | Ho
400 xaxaele 12 | 400 xaxgele 12 I/IH]II/IHaBI/Ips > T B4
4acoB JacoB pasa
Puronasup > >

PuToHaBMp TOBBIIAET YPOBEHb WHAWHABHpPA B CHIBOPOTKE KPOBH BCIEJCTBHE
nnruouposanuss CYP3A4. Jlng sTolf KOMOMHAIMKM HE YCTAHOBJICHBI ONTHMAJIBHBIE C
TOYKM 3peHHs APPEKTUBHOCTH U O€30MacHOCTH J103bl. MUHHMMalbHAs —I10JIb3a
(hapMaKOKMHETHYECKOTO  YCHJICHHS, OIIOCPEIlyeMOro pPUTOHABUPOM, MOXET OBbITh
JIOCTUTHYTA IPH €ro NpuMeHeHn! B 103ax Boime 100 mr 2 pasza B cytku. [Ipu npumeHenuu
puronasupa (100 Mr 2 pasa B CyTKH) OJIHOBpeMEHHO ¢ nHanHaBupoM (800 mr 2 pasa B
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ot 22.08.2024 N= 1755

B3anMoieiicTBHS JIeKAPCTBEHHBIX NPENapaATOB: pnf@;h;.ﬂ Eﬁhﬁwﬁﬂﬂhﬁkwmﬂa 0002

IIpumensiemMblii
OJHOBPEMEHHO
JIEKAPCTBEHHBI
npenapar

Ho3a AUC Crin
O/IHOBPEMEHHO
MNPUMEHAECMOT 0

JICKAPCTBEHHOI'O

Ho3a
puToHaBHpa (M)

OnennBaeMblii
JIeKapCTBEHHBIT
npenapar

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

npenapara (Mr)
CYTKH) HEOOXO0AMMO COOJTI0/IaTh OCOOYIO OCTOPOIKHOCTH BCJIEICTBHE TIOBBIIIICHHOTO PHCKA
pas3BuTHs HeppoIHUTHA3A.
Hendunasup 1250 xaxngsre 12 | 100
4acoB 4acoB
750 omHOKpATHO 500
4acoB

kaxaple 12 | Hendunasup 1T na 20 — | H/O
39 %

1 Ha 152 % | w/o

kaxnele 12 | Hendunasup

PutonaBup <~ —
PurtoHaBHp TOBBIIIAET YPOBEHb HEN(HHABHPA B CHIBOPOTKE KPOBU BCIIEICTBHE
narnoupoBanust CYP3A4. [Ing 1ol KoMOWHAIMK HE YCTAaHOBJICHBI ONTHUMAIBHBIC C
TOYKHA 3peHus dJ(PPEKTHBHOCTH W OE30IMacHOCTH JO3bl. MUHUMaJbHAS —II0JIB3a
(hapMaKOKMHETHYECKOTO  YCHJICHHUS, OIOCPEIyeMOI0 pPUTOHABHPOM, MOXKET OBITH
JIOCTUTHYTA IIPHU €ro MpUMEHEeHNH B J103ax Bbimie 100 mr 2 pa3a B CyTKH.

1000 xaxnmeie 12 | 100 xaxngeie 12 CaKBHHaBHp4 1B 15 pa3 T BS
4acoB 4acoB pas3
Puronasup > <~
CaxBunasup” tB17pa3 | wo

CakBuHaBUp

400 kaxaeie 12 | 400
4acoB 4acoB

Kaxaple 12

Puronasup > <~
PuToHaBUp TOBBINIAET YpPOBEHb CAKBHHABHpPA B CBIBOPOTKE KPOBH BCIIEJACTBHE
nnrubuposanuss CYP3A4. CakBuHaBUp HEOOXOAMMO HCIOJB30BaTh TOJBKO B
KOMOMHAIIMU C pUTOHAaBUpOM. [Ipu mpumenennn putoHaBupa B 1o3e 100 mr 2 paza B CyTKH
OJTHOBPEMEHHO ¢ cakBMHaBHUpOM B 103e¢ 1000 Mr 2 pasa B CyTKH ypOBEHb CHCTEMHOIO
BO3/ICHCTBYSI CAKBHHABMPA Ha MPOTSHKEHUH 24 4YacOB CXOJCH C COOTBETCTBYIOIINM
YpOBHEM TIpU IPUMEHEHNH cakBuHaBHpa 1mo 1200 mr 3 pasa B cyTKku 03 pUTOHABHpA WIH
MPEBBIIIACT €TO.

B ximHIYecKOM HCcllefoBaHIH B3auMoieiicTBus pudammuimaa (600 mr 1 pa3 B cyTkn) u
caksuHaBupa (1000 mr) c purtonaBupom (100 Mr 2 pasa B CyTKH) Y 3IOpPOBBIX
J0OpOBOJIBIIEB HAOMIOMANNCE CIyYad TSDKEJOW T'eNaTOLEIUIIONIIPHON TOKCHYHOCTH C
MOBBILIEHUEM YPOBHS TpaHCcaMuHa3 Ooiiee 4eM B 20 pa3 OTHOCUTENILHO BEpXHEW IPaHHIIbI
HOPMBI cIycTs 1-5 mHel comyTCTBYOImEro npuMeHeHus. TakuM o6pa3oM, KOMOWHAIIHIO
CaKBMHABHpa M PUTOHABHPA HE CIIEAYET UCIOIB30BATh OJTHOBPEMEHHO ¢ PU(aMINIIMHOM
B CBSI3U C PHCKOM TSDKEJION TeNaTOTOKCUIHOCTH.

JloTIONTHUTEIbHBIE CBEJICHHMSI O CAaKBHHABHPE CM. B COOTBETCBYIOIIEH WHCTPYKIMH II0
MIPUMEHEHHIO.

TunpanaBup 500 xkaxnaele 12 | 200 kaxnaele 12 | TunpanaBup tTBllpaz | 1829
4acoB 4acoB pa3
Purtonasup | Ha40% | w/o
PuroHaBup mMOBBINIAET YpPOBEHb THIIPAHABHpPa B CBIBOPOTKE KPOBH BCIICICTBHE
narnoupoBanus CYP3A. TunpanaBup HE0OXOAMMO WCIIOJIE30BaTh OJHOBPEMEHHO C
HU3KMMH  JI03aMH  DUTOHABHpa C  [EJNBI0  TapaHTHPOBAHHOIO  JOCTHOKCHHMS
TepaneBTryeckoro 3ddexra. [Ipn 3TOM pUTOHABUp HE CIIEAYET HMCIOJIB30BAaTh B 03aX
menee 200 Mr 2 pasza B CyTKH, MOCKOJBKY 3TO MOJKET IOBIMATH Ha 3(P(PEKTUBHOCTH
KoMOnHanuu. JlOMOJHWUTENBHBIE CBEACHHSA O THIPAHABUPE CM. B COOTBETCTBYIOUICH
MHCTPYKIUH 110 IPUMEHEHHIO.

H/0: HE OIPEIEIICHO.

1. Ha ocHOBaHMM cpaBHEHHS ¢ MOHOTepamuel artazaHaBupoM B fo3e 400 mr 1 pa3 B CyTKM IO JaHHBIM Pa3HBIX
UCCIIETOBaHM.

2. Ha ocHOBaHWM CpaBHEHHS ¢ MOHOTepamnuell aMmipeHaBupoM B go3e 1200 Mr 2 pas3a B CyTKH IO JaHHBIM Pa3HBIX
UCCIIETOBaHMI.

3. Ha ocHOBaHUU CpaBHEHMs ¢ MOHOTepanued MHAUHABUpPOM B 1o03e 800 Mr 3 pas3a B CyTKH 1O JAHHBIM Pa3HbBIX
UCCIIE0BaHUMH.

4. Ha ocHOBaHUU cpaBHEHHUs C MOHOTepamnuei cakBuHaBHUpoM B go3e 600 Mr 3 pa3za B CyTKU IO JaHHBIM Pa3HBIX
UCCIIEIOBaHUH.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 22.08.2024 N= 1755

B3anMoieiicTBHS JIeKapCTBEHHBIX MPeNapaToB pnTOHadH';';;ﬁg@T&ﬁJ]Eyah;H 'nye;l-a-_p'i;"rﬂ;,: !

OTJIUYHBIC 0T HHFI/IﬁI/ITOPOB mporeasbl

OnxHOBpEMEHHO Jo3a Jo3a OueHnBaeMblit AUC Chin
NPHUMeHsleMbIii OJJHOBPEMEHHO PMTOHABHPA (MI) | JIeKAPCTBEHHBII
JIEKAPCTBEHHBI MPUMEHSIeEMOT0 npenapar
npenapar JICKAPCTBEHHOI 0
npenapara (Mr)
Junano3un 200 xkaxaesle 12 | 600 xkaxapie 12 | JlumaHno3uH lHa 13 % >
4acoB JacoB 4epes 2 Jyaca

ITockonbpKy pUTOHABUP HEOOXOJMMO NPUHUMATH BO BPEMS €7Ibl, @ JUJAHO3MH — HATOIIAK,
9TH TIperapaThl HEOOXO0ANMO IPHHUMATH C HHTEPBAIOM B 2,5 daca. KoppekTupoBka 103 He

TpedyeTcs.
HenaBupana 400 xaxmoele 8 | 600 xaxmeie 12 I[enaBHpm/IHl — —
4acoB 4acoB

PuronaBup 1 Ha 50 % THaA75%
CpaBHeHHE ¢ paHee IMOJyYCHHBIMH JaHHBIMU IIOKa3ajo, YTO PHTOHABHP HE BIMSACT Ha
(bapMaKOKMHETHKY JeJaBUpAWHA. [IpM NpPUMEHEHWH pPHTOHABUpa B KOMOMHAIUH C
JIeTIAaBUPIMTHOM MOXKET IOTPeOOBaThCS CHIKCHHUE 1036l PUTOHABHPA.

D¢aBupens 600 xaxmere 24 | 500 xaxapeie 12 | DdaupenH3 THa21 %
Jaca 4acoB

PurtonaBup T1Hal?%
Ilpn npumenennn oddaBupeHsa OIHOBPEMEHHO C PUTOHABUPOM B  KayecTBe
AQHTUPETPOBUPYCHOTO Ipenapara HalJroaack 0oJjiee BBICOKAs YacTOTa HEXENATEIbHBIX
peakiuii (HampuMep, TOJIOBOKPYXKEHHME, TOIIHOTa M MapecTe3ud) U OTKIOHCHHH
71a00paTOPHBIX MTOKa3aTeliel OT HOPMBI (TIOBBIIICHHE YPOBHS IIEYCHOYHBIX (epMEHTOB).
MapaBupox 100 kaxnmele 12 | 100 xaxasle 12 | MapaBupok 1 Ha 161 % 1 Ha 28 %
4acoB 4acoB
PuToHaBUp TMOBBINIAET YpPOBEHb MapaBHpPOKa B CBIBOPOTKE KPOBHM  BCIEACTBHE
narnouposanus CYP3A. MapaBrupok MOJKHO HCIIONTB30BATh OJJHOBPEMEHHO C PUTOHABHPOM
C LIEJIBIO MTOBBIIICHUS YPOBHSI SKCIIO3UIINH. [IONOIHUTENBHBIE CBEICHHS O MapaBUPOKE CM. B
COOTBETCTBYIOIIECH HHCTPYKIIMH IO TPHMECHEHHIO.

Heupanun 200 xaxapie 12 | 600 xkaxnaele 12 | HeBupanun — -

4acoB 4acoB

PutonaBup — —
[IpuMeHeHNE pUTOHABHPA OTHOBPEMEHHO C HEBHPAITMHOM HE CONPOBOXKIACTCS KIIMHUIECKU
3HAYMMBIM H3MEHCHHEM (papMaKOKHHETHKH MPETapaToB.
Panterpasup 400 o1THOKpATHO 100 xaxnele 12 | Panrerpasup | Ha 16 % lHal %
4acoB
[IpuMeHeHHEe pUTOHABHpPA OJHOBPEMEHHO C PAITETPABHPOM BEAET K HE3HAUYUTCIHLHOMY
CHIDKCHMIO YPOBHS PaJITErpaBUpa.
3u0ByIMH 200 xaxnmeie 8 | 300 kaxaple 6 | 3umOBYIMH lHA25 % H/0
4acoB 4acoB
PuTtoHaBUp MOXXET MHTHOMPOBATH TIIOKYPOHU3AIMIO 3UAOBYAMHA, YTO CONPOBOXKIACTCS
HE3HAYUTEJIbHBIM CHIDKEHUEM YPOBHs mocieaHero. Koppekiwms 103 He TpedyeTcs.

H/0: HE OIPEIEIICHO.
1. Ha ocHOBaHMHM CpaBHEHMSA B MapajieIbHBIX IPyMIax.

Buusinue pUTOHAaBHUPA HA OAHOBPEMECHHO NPUMEHAECMbIC HEAHTUPETPOBUPYCHBIC JIEKAPCTBEHHbLIC

npenaparsl
OnHoBpeMeHHO Jo3a Ho3a Bausinue na AUC Bausinne Ha
NpUMeHsieMble OHOBPEMEHHO pUTOHaBHUPA (MT) OJHOBPEMEHHO Crnax
JIeKapCTBEeHHbIE NPHMeEHSeMbIX NPHMeEeHSeMbIX O0HOBPEMEHHO
npenaparsl JIeKapCTBEHHBIX JIEKapPCTBEHHBIX NPHUMEHsSIeMbIX
npenaparos (Mr) npenaparos JIEKAPCTBEHHBIX
npenaparos

AHTaroHucT ajgb(al-agpeHopenentopon

Andyzo3uH OJHOBpPEMEHHBII MPUEM PHUTOHABHPA MOXKET MPUBECTH K IMOBBILMICHHUIO KOHIEHTPALMU
andys3o3uHa B IUIA3ME KPOBH, B CBS3M C 4YEeM OH IPOTHBONOKA3aH (CM. paszen
«I[IpOTHBOMOKA3AHHSY).

ITpousBoaHble aM(peTaMHHa

AMdperamun [IpumeHeHre  OJHOBPEMEHHO C  PUTOHABHPOM, HCIOIB3YEMBIM B  KadecTBE
AHTUPETPOBUPYCHOTO TIpernapara, MoxkeT BecTH K wmHruompoBanmio CYP2D6 wu, kax
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 22.08.2024 N= 1755

Bausine pUTOHABHPA HA 0THOBPEMEHHO NpUMeHsieMble dﬂi;k;q;@p%@y&ﬁﬂg E&'&ﬂeiﬁ}g{b{b_— !

npenaparbl
OnHoBpeMeHHO Jo3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble O/IHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JleKapCTBEHHbIE NpUMeHseMbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKapPCTBEHHBIX JIeKapPCTBEHHBIX NPUMeHsIeMBbIX
npenaparos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTron

CJIE/ICTBHE, K MMOBBIIICHUIO KOHIIGHTPALIUU B KPOBU aMm(peTaMHiHa U ero Mpou3BoaHbIX. [Tpn
MPUMEHEHNUH ITHX JIEKAPCTBEHHBIX MPENapaToB 0JJHOBPEMEHHO C PUTOHABUPOM B Ka4eCTBE
AHTUPETPOBUPYCHOTO npenapara PEKOMEHI0BaH YCHJICHHBIH MOHHUTOPHUHT
TepaneBTHYECKOr0 2P (deEKTa M HEXKENATENbHBIX peakimid (cM. pasaen «Ocolble YKa3aHusD»).

O6e3001uBaOIINE PENAPATHI

Bynpenopdun 16 xaxnsle 24 gaca 100 xaxmeie 12 | 1HaAS57 % THaT77 %
4acoB

Hopb6ynpenopdun THa33 % 1 Ha 108 %

I'mokypoHuaHbIC > >

MeTabOIUTHI

[ToBeimenne ypoBHS OymnpeHOppHHA M €ro AaKTUBHOTO MeTadoimTa B IUIa3Me HE
COTIPOBOXKIAETCA KIMHUYECKH 3HAUMMBIMH H3MCHEHMSAMH (papMakoJMHAMHUKH B TPYIIIE
MAMEHTOB, YCTOMYMBBIX K OMMONAHBIM aHAJIBTeTHKaM. TakuM oOpa3om, pu MPUMEHEHHN
OynpeHopdHHa OJHOBPEMEHHO C PUTOHABUPOM KOPPEKLUsl MX 103 He Tpedyercs. [lpu
IIPUMEHEHUH pPHUTOHABHpa B KOMOMHALMKM C JAPYIMM HHTCHOUTOPOM MpOTeassl MU
OynpeHoppuHOM 0coObIe yKa3aHUs 10 TOAO00PY J03bI JJIsl MALMEHTOB U3 JJAHHOW IPYIIIBI
CM. B MUHCTPYKUMH /U1l OJHOBpEeMEHHO mpumMensiemoro MIT.

Iletunus, O/HOBpEMEHHBIM NpUEM PHUTOHABUPA MOXKET MPUBECTH K MOBBIIICHUIO KOHIEHTPAIUH
NIUPOKCHUKAM, NEeTHAMHA, TNHPOKCHKaMa M NpOonoKcudpeHa B IJIa3Me KPOBH, B CBS3M C YeM OH
nponokcudeH MPOTHBOMOKA3aH (cM. pazaen «[IpoTHBOMOKA3aHHUS).

DeHTaHuI [lpumeHnenne puTOHaBHpa B KayecTBE (PAPMAKOKMHETHYECKOTO YCWIUTEIS WM

AHTHPETPOBUPYCHOTO TIpermapara BeaeT K mHrHOnpoBaHmio CYP3A4 u, xak ciencTBue,
TIOBBIIICHUIO KOHIEHTpanuu (eHTaHWIA B IU1a3Me KpoBH. [Ipu mpumeHeHnn ¢eHTaHmia
ONHOBPEMEHHO €  PUTOHABHPOM  PEKOMCHIOBAaH  YCHWJICHHBII  MOHHUTOPHHT
TEpaNeBTHUECKOTO 3(deKkTa M HEXKEeNaTeIbHBIX pEaKIUid (B TOM 4YHCIE YTHETCHHS
JIBIXQHUS).

Metanont 5 OAHOKpaTHO 500 xaxaple 12| | Ha36% 1 Ha 38 %
4acoB
I[Ipy mnpumMeHeHWH OJHOBPEMEHHO C PHUTOHABUPOM, HCIONB3YeMbIM B KadeCTBE
AHTUPETPOBUPYCHOTO Mperapara Win (PapMaKOKHHETUYECKOTO YCHIUTENsS, HEOOXOIUMO
HCTIOJIb30BaTh TIOBBIIICHHBIE JI03bl METAJIOHA B CBSI3M C HMHAYKIMEH TIIOKYPOHU3AIHMH.
KoppekTupoBka /10361 I0JDKHA MPOBOUTHCS HCXOJIs U3 KIIMHUYECKOTO OTBETA HA METAJIOH.

Mopdun IIpy npumeHeHMM OJHOBPEMEHHO C PUTOHAaBUPOM, HCIOJIb3yEMBIM B KadeCTBE
AHTUPETPOBUPYCHOTO Tpemapara i (HapMaKOKWHETHYECKOTO YCHUINTENs, YPOBEHb
MOp(hHHA MOYKET CHIJKAThCSI B CBS3U C MHAYKIIMEH TTIIOKYPOHHU3AINH.

AHTHAHIHHAJILHbIE nmpenapartbl

Panonasun Wz-3a  unrubupoanus CYP3A4  puToHaBHpOM  NpeArojaraercs  yBEIWYCHHUE
KOHLEHTpalMK paHosa3uHa. COBMECTHBIM NPHEM C PaHOIA3MHOM MPOTHBOMOKA3aH (CM.
pasnen «[IpoTHBomoOKa3aHus»).

AHTHApUTMHYECKHE Mpenaparsbl

AwMuonapos, OHOBpEMCHHBI TPUEM PHUTOHABHPA MOXKET MPUBECTH K TOBBIIICHHIO KOHIICHTPAIUH
OerpuIu, amMHofapoHa, Oempuimia, JpPOHENapoHa, JHKAaWHWIA, (UieKanHuaa, mnpomadeHoHa W
JPOHENIapOH, XMHUJIMHA B IIJJa3M€ KPOBH, B CBSI3M C 4YeM OH HNPOTHBOMOKAa3aH (cM. paszen
SHKAWHH], «[IpoTHBOMOKA3aHU»).
¢dexanHUm,
mponadeHoH,
XUHUIMH
JluroxcuH 0,5 onHokpatHo | 300 kaxasie | T Ha 86 % H/0
BHYTPUBEHHO 12 yacoB B TeyeHUe
3 mHei
0,4 ogHOKpaTHO BHYTph | 200 kaxnaple | T Ha 22 % —
12 yacoB B TeyeHuUe
13 nueit
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npenaparbl
OnHoBpeMeHHO Jo3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble O/IHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JleKapCTBEHHbIE NpUMeHseMbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKapPCTBEHHBIX JIeKapPCTBEHHBIX NPUMeHsIeMBbIX
npenaparos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTron

DTO B3aUMOJCHCTBHE MOXKET OBITh CBA3aHO ¢ MOAU(DUIMPYIONM BIMSHAEM PUTOHABHPA,
HCIIONB3YyEMOT0 B KAUECTBE aHTUPETPOBUPYCHOTO IIpenapaTa Wik (papMaKOKHHETHIECKOTO
ycunmuTens, Ha A(QIIOKC TUTOKCHHA, OIocpexyeMblii P-rmukomporenHom. CremneHb
MOBBIILICHUS YPOBHS TUTOKCHHA Y NAL[HEHTOB, IIOJIyYaIOIHX PUTOHABUD, MOJKET CHUIKATHCS
CO BpPEMEHEM II0 Mepe pa3BHTHS HHAYIHUPYIOMEro neicTBus (cM. pasmen «OcoObie

YKA3aHUS»).
IIpornBoacTMaTHYeCKHE MPeNnapaThl
Teocbnmmﬂl 3 MI/KT KayKIbIe 8 4acoB 500 xaxgele 12 | | Ha43 % lHA 32 %

4JacoB

[Tpu npuMeHeHNH 0THOBPEMEHHO C PUTOHABHPOM MOXKET TOTPEOOBATHCS TIOBBIIICHHE 03B
TeomiunHa B cBsizu ¢ nHaykuueit CYP1A2.

HpOTHBOOl’[yXOJ’l €BbIC MpemapaTbl

Adarunn6d 20 MTI OJTHOKpaTHO 200 xaxgele 12 | 1Ha48 % 1T Ha39 %

yacos/3a 1 uac

40 Mr OJTHOKpaTHO 200 kaxgeie 12 | T1HA19% THa4 %
4acOB/0THOBPEMEH
HO

40 Mr OJTHOKpaTHO 200 kaxgele 12 | tHAll % THAS %
gacoB/depe3 6
4acoB

KoHIeHTpanys B CHIBOPOTKE KPOBH MOJKET ITTOBBICHTBCS BCIEICTBHE WHTHOMPYIOIIETO
JICUCTBHSI PUTOHABHPA HA OEJIOK JIEKAPCTBEHHOW yCTOWYMBOCTH pPaka MOJOYHON JKEJIE3bl
(BCRP) u 3naunmoro mHrnbmpoBanus P-rmukonporenna. Crenenp moBeimeans AUC u
Cmax 3aBHCHT OT peXHMa NpUMEHEHUs putToHaBupa. Ilpm npumeHenmn adatmnHmda
OJHOBPEMEHHO C PHUTOHAaBHPOM HEOOXOIMMO COOMI0AaTh OCOOYI0 OCTOPOXKHOCTH (CM.
MHCTpYKUMIO Juis  adaruHnba). TpeOyeTcs MOHHMTOPHMHI HEXKENaTeNbHBIX pEaKLUi,
CBSI3aHHBIX ¢ a)aTHHUOOM.

Abemannknnb B cBsa3u ¢ unrubuposanneM CYP3A4 pHUTOHaBHPOM KOHIIEHTPAIMS B CBIBOPOTKE MOJKET
BO3pacTaTs.

Cnenyer u30eraTb OHOBPEMEHHOT0 IPUMEHEeHHUs abeManuKinba 1 puToHaBupa. B ciyuae,
€CIIM OJHOBPEMEHHOTO TIPUMEHEHHUs MHaHHBIX [permapaToB wu30exaTe He yaaercs,
HEoOX0AMMa KOPPEeKIHMs 103bl adeMalMKiIn0a B COOTBETCTBHU C €ro HMHCTPYKLHMEH IO
npuMeHeHno. HeoOXouM MOHUTOPUHT HEXeNaTeIbHBIX PEaKIUi, KOTOpPbIe MOTYT OBITh
BBI3BaHBI IPIMEHEHNEM a0eMaIuKIInoa.

Leputnan6d [Ipn mpyMeHEeHNH OJHOBPEMEHHO C PUTOHABUPOM MOJKET BO3pacTaTh KOHIICHTpAIMs B
CBIBOPOTKE KPOBHU BCICICTBHE HMHIHOMpYFOIIero neiictust puronaBupa Ha CYP3A u P-
IIMKONpoTenH. [lpy  mnpuMeHeHMHM NEepUTHHHOA OJHOBPEMEHHO C PHUTOHABUPOM
HEoOX0ANMO COOII0IaTh 0COO0YI0 OCTOPOKHOCT. PekoMeH1aIuy 1o KOPPEKTUPOBKE 03Bl
CM. B MHCTPYKIMHU Ui nepuTuHHOa. TpedyeTcs MOHUTOPHHT HEXETaTeIbHBIX PEaKINH,
CBSI3aHHBIX C IIEPUTHHUOOM.

Jazatuauo, ITpu npuMeHeHNH OTHOBPEMEHHO C PUTOHABUPOM MOXET BO3PACTaTh KOHIIEHTPAIIHS ITUX
HHJIOTHHUO, MIpernapaToB B CHIBOPOTKE KPOBU U, KaK CIEJACTBHE, MOXKET MOBBIIIATHCS YaCTOTA PA3BUTHUS
BUHKPUCTHH, HEeXeJIaTeTbHBIX PEaKIui.

BUHOJIACTHH

No6pyTuHN6 IIpy COBMECTHOM TIPUMEHEHHWHW C PHUTOHABUPOM MOXKET TMPOU3OWUTH TIOBBIIIICHHUE

KOHIIEHTPAIMi IPerapaToB B CHIBOPOTKE kKpoBH. COBMECTHOE MTPUMEHEHHE HOpyTHHNOA 1
PHUTOHABHpPa MOXET YCWINTh JCHCTBHE NOPYTHHHOA, YTO MOXKET MPUBECTH K CEPHE3HOMY
PHUCKY Pa3BUTHUSI CHHAPOMA JIM3HCA OMYXOJIH.

Heparnuu6 B cBs3u ¢ uarn6uposanuemM CYP3A4 puToHaBUPOM KOHIIGHTpALHS B CBIBOPOTKE MOXKET
BO3pACTaTh.

OpHOBpEMEHHOE NPUMEHEHHE HEpaTHHNOA M PUTOHABUPA ITPOTHBOIIOKA3aHO 110 TPUYUHE
pHCKa pa3sBUTHUS CEPHE3HBIX W/MIIM YTPOXKAIOMINX JKU3HHU HEXEIaTeIbHbIX PEaKIHii, B TOM
YHCIIe TeNAaTOTOKCHYHOCTH (cM. pazjen «[IpoTHBOMOKa3aHHUM»).
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npenapartsl
OnHoBpeMeHHO Jo3a Ho3a Bausinue na AUC Biausinne Ha
NpHUMeHsieMble OJHOBPEMEHHO pUTOHaBHUpAa (MT) OJHOBPEMEHHO Crnax
JIeKapCTBEHHbIE NpHUMeHseMbIX NPHUMeHs eMbIX O0HOBPEMEHHO
npenaparsl JIEKapPCTBEHHBIX JIEKapCTBEHHBIX NPUMeHsIEMBIX
npenaparos (Mr) NpenaparoB JIEKapCTBEHHBIX
npenapaTos
Beneroxakc Benencreue wHTHOMpYtomero neiicTBus putoHaBupa Ha CYP3A MoxeT mpou3oiTh
MIOBBIIICHNE KOHLEHTPALMH B CBIBOPOTKE KPOBU M, KaK CIICACTBHE, NOBBINICHUE PHCKA
Pa3BUTHS CHHAPOMA JIM3WCA OIyXOJIW B HaJale JICUCHHS M Ha NPOTSHKEHHM (has3bl
HapamyBaHus 1036l (CM. pa3zen «[IpoTuBonokazaHus» 1 HHCTPYKIHUIO 10 IPUMEHEHHUIO Ha
BEHETOKJIAKC).
VY nmanweHToB, 3aBEpIIMBIINX (a3y HapaIIUBaHUS O3Bl M NPHHUMAIOIINX ITOCTOSHHYIO
CYTOUHYIO 103y BEHETOKJIaKca, 03y IpenapaTa clefyeT CHU3UTh MUHUMYM Ha 75 % npu
OJTHOBPEMEHHOM IMPUMEHEHHH ¢ MOIIHbIMU uHruouTopamu CYP3A (CM. HHCTPYKLIUIO Ha
BEHETOKJIAKC).
OukopadeHuo, OpHOBpEMEHHOE NMPUMEHEHHE SHKOpadeHnOa WM UBOCHJICHHOa W PUTOHABHPA MOXKET
HBOCHJICHHUO YBEJIMYUTh CHUCTEMHOE BO3JEHCTBHE OHHKOpaeHnOa WM HBOCHICHHOA, YTO MOXKET
MOBBICUTh PHUCK Pa3BUTHS CEPbE3HBIX HEXKEJATENbHBIX PEaKIMH, TaKUX KakK yJIMHEHHE
natepBana QT.
Ananytamup IMockonbKy amajxyTamuj sBIseTCs yMepeHHbIM / cuinbHbIM uHAYKTOpoM CYP3A4, 310
MOXET IPUBECTH K CHIKCHHIO CHCTEMHOTO BO3/eiCTBHUsS puTOHaBHpa. Kpome Toro, mpu
OHOBPEMEHHOM NPHMEHEHUH analyTaMH/ia C PUTOHABIPOM KOHIIEHTPALWH analyTaMuaa
B CBIBOPOTKE MOTYT BO3pacTaTb, 4YTO MOJKET IIOBBICUTH PHCK Pa3BUTHS CEPbE3HBIX
HEXKENATeNbHBIX PEaKUWH, Takux Kak cyaopord. ORHOBPEMEHHOE IPHMEHEHHE
anayyTaMuaa ¥ pUTOHABHPA IPOTHBOIIOKA3aHO (CM. pasznen «IIpoTHBOIOKa3aHUs»).
AHTHKOAryJSIHTBI
Pusapokcaban 10 onHOKpaTHO 600 xaxaeie 12 | 1 Ha 153 % THaS55 %
4acoB
Benencteue wunrnbupoBanus CYP3A wu  P-riomkompoTenHa BO3pacTaloT  yYpOBEHb
puBapokcabaHa B IJIa3Me U ero QapmakoauHaMuyeckue 3(PQGeKThl, YTO CONPOBOKAACTCS
MOBBIIIEHUEM pHUCKAa KpoBOoTeueHHH. Takum o0pa3oMm, NPUMEHEHHE pPHUTOHABHUPA Y
MAIMEHTOB, NOTYYAIOUINX pUBapokcabaH, He pEeKOMEHIOBAHO.
Bopamnaxkcap IIpu mpuMeHeHHH OJHOBPEMEHHO C PUTOHABMPOM MOKET BO3pacTaTh KOHIIEHTpalHs B
CBIBOPOTKE KPOBH BCIEACTBHE HWHruHOMpylomero naeictsus putoHaBupa Ha CYP3A.
OnHOBpEMEHHBI MpHEM BoOpamaxkcapa M PUTOHABHpa HE peKOMeHAayeTcs (CM. pasjen
«Oco0ble yKazaHWs» W MHCTPYKIHIO 110 IPUMEHEHUIO BOpanakcapa).
Bapdapun 5 OAHOKpaTHO 400 kaxnaele 12
4acoB
S-3HaHTHOMEP THa9 % lHa9 %
BapdapuHa
R-3HanTHOMED lHa33 % >
BapdapuHa

Benencreue nnayuupyromero aevicrsus puronaBupa Ha CYP1A2 u CYP2C9 cuumxaercs
ypoBeHb R-aHaHTHOMepa BapdapuHa B IUIa3Me, TOTra KaK BIHMSHAC PUTOHABHpa Ha
(apMakOKMHETHKY S-’HaHTHOMepa BapdapuHa He3HaunTedbHO. CHIKeHue YpoBHS R-
SHaHTHOMEpa BapdapuHa B TUIa3M€ COMPOBOXKAAETCS CHUIKEHHEM AaKTUBHOCTH
AQHTUKOATYJISTHTHOM CHCTEMBI, B CBS3HM C YeM MpU NMPUMEHEHHH BapdapruHa 0JTHOBPEMEHHO
C PUTOHAaBHPOM, HCIIOJNB3yeMbIM B KAadeCTBE AHTHPETPOBHUPYCHOTO Tpernapara WiId
(apMaKOKHHETHYECKOTO  YCHJIMTENsl, PEKOMEHIOBAH  MOHHTOPHHI  ITOKa3aTesei
CBEPTHIBAEMOCTH.

IIpoTuBOCYI0pPOKHBIE IPENapPaThl

Kapbamazenun PutonaBup, wucmomb3yemblii B KadecTBE (DapPMAKOKHHETHYECKOTO YCHIINTENS WIH
aHTUPETPOBUpYCHOTO mpenapara, uHruoupyer CYP3A4 u, xak cieacTBHe, IMOBBIIIAET
KOHLICHTPAILMIO KapOaMasenuHa B Iula3Me KpoBH. lIpu mpuMmeHeHMn kapOamasernuHa
OJIHOBPEMEHHO  C  PUTOHABUPOM  DPEKOMEHJOBAH  THIATENbHBI  MOHHUTOPUHT
TepaneBTHYECKOro A deKTa 1 HeXKeIaTeIbHBIX PeaKIUil.

JuBanbnpoekc, PuronaBup, wucnonb3yeMbli B KadecTBe (HapMAKOKMHETHYECKOTO YCHUIIMTEINS  HIIH

JIAMOTPUJIKUH, aHTUPETPOBUPYCHOTO Mpenapara, UHAyLUpyeT okucieHue, onocpenyemoe CYP2CY, u

(eHnTONH [NIIOKYPOHM3ALUI0 M, KaK CJEACTBUE, CHIKAET KOHLEHTPAIMIO MPOTUBOCYIOPOKHBIX

npenapaToB B Iula3Me KpoBu. IIpu npUMEHEHHMH S3TUX JIEKapCTBEHHBIX IpenapaTroB
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npenaparbl
OnHoBpeMeHHO Jo3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble O/IHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JleKapCTBEHHbIE NpUMeHseMbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKapPCTBEHHBIX JIeKapPCTBEHHBIX NPUMeHsIeMBbIX
npenaparos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTron

OJIHOBPEMEHHO C PUTOHABHPOM PEKOMEHIIOBAH YCHJICHHBII MOHHTOPHHI HMX YPOBHS B
CBIBOPOTKE KPOBH W TEpaleBTHYCCKUX JAeWcTBUH. I[Ilpm mnpumeHeHnn QeHuTONHA
OJIHOBPEMEHHO C PUTOHABHPOM CHIKAETCS YPOBEHb IOCIIEIHETO B CHIBOPOTKE KPOBH.

AHTHIENIPECCAHTBI
AMUTPHUNTHINH, PuTtonaBup, WCIONB3yeMbIii B KauyeCTBE AaHTHPETPOBHPYCHOTO TIperapara, MHTHOHUpPYeT
(bayokceTHH, CYP2D6 wu, kak ciencTBHE, MOBBIMIACT KOHIICHTPAIWIO WMHUIPAMIHA, aMHTPUIITHIINHA,
AMUIPaMUH, HOPTPUNTHINHA, (DIyOKCeTWHA, MApOKCeTHHA W cepTpanuHa. [IpHM NpHMEHEHHWH >STHX
HOPTPUITHIIVH, JICKApCTBEHHBIX  TPEMapaToB  OJHOBPEMEHHO C  pPHUTOHAaBHPOM B KadecTBe
MapOKCETHH, AQHTUPETPOBUPYCHOTO npenapara PEKOMEH/IOBaH YCHJICHHBIN MOHUTOPHHT
CepTpaIvH TepaneBTHUECKOro A deKTa U HeXKEeNaTeNbHbIX peakiui (cM. pasuen «Ocoldble yKazaHus»).
JesunpamMun 100 onHokpaTtHO BHyTph | 500 kaxaele 12 | T Ha 145 % T Ha22 %
4acoB
Bennunubt AUC u Ciax 2-THIPOKCHMETA00IMTa CHIKAIUCH Ha 15 1 67 % COOTBETCTBEHHO.
IIpu mpuMeHeHHH OJHOBPEMEHHO C PHUTOHABUPOM B KadyeCTBE AHTHUPETPOBHPYCHOTO
Ipenapara peKOMEHAyeTCs UCIOIb30BaTh CHIDKEHHBIC JI03BI AC3UIIPAMUHA.
Tpazonon 50 0HOKpATHO 200 xaxapie 12 1 B2,4 paza 1 Ha 34 %
4acoB

IIpy nDpUMEHEHWH OIHOBPEMEHHO C pPUTOHABHPOM, WCIIOJIb3YEMBIM B KauecTBE
aHTUPETPOBUPYCHOTO Tpemnapara Wik (apMaKOKHHETHYECKOTO YCHIIMTENs, Ha0I0qanoch
TIOBBIIICHUE YacTOTHl PA3BUTHS HEKEJNATEIBbHBIX PEAaKIMi, CBA3AHHBIX C IPHEMOM
Tpa3onoHa. lcmonp30BaTh KOMOWHALMIO Tpa3oJOHA U PHUTOHABHpA CIEAyeT C
OCTOPOXKHOCTBIO: HAUWHATH JICUCHHWE TPA30JJOHOM HYXXHO C MHUHHMAIbHOM /03Bl H
MIPOBOANTH MOHUTOPHHT KJIMHUYECKOTO OTBETA U IEPEHOCHMOCTH.

IIpoTHBONOJATPHYECKHE NPENAPATHI

Konmxumma [Ipn mpuMeHEeHWH OJHOBPEMEHHO C PHUTOHABMPOM KOHICHTPAIMS KOJXHIMHA MOXKET
MIOBBIIATHCS.

[Ipu mpuMeHEeHNH KOJXMIMHA OJHOBPEMEHHO ¢ puToHaBupoM (uHrudutop CYP3A4 u P-
IJIMKOIIPOTEMHA) Y MAlMeHTOB C HapyUIeHUsMH (YHKIMU To4Yek W (WIK) MeYeHH
c0001IaI0Ch 00 YrpoXKaIOIIUX JKM3HU JIEKAPCTBEHHBIX B3aUMOJICHCTBUSIX, TPUBE/IIINX K
cMepTesnbHOMYy ucxony (cM. pasmens! «lIpotnBomokazanus» u «OcoOble yKa3aHUN).
JIOTIOJIHUTENIbHY0 MHPOPMAIIMIO CM. B MFHCTPYKIMH 110 IPUMEHEHHIO KOJIXHUIIMHA.

AHTHTHCTAMHHHBIE nmpenaparbl

Actemusonn, OpHOBpPEMEHHBI NPHEM PHUTOHABHPAa MOXKET NPHUBECTH K IOBBIMICHUIO KOHLEHTPALH

TepheHaanH acremu3ona M TepdeHaauHa B IUIa3Me KPOBH, B CBSI3M C YeM OH IPOTHBOIOKa3aH (CM.
paznen «[IpoTHBoOKa3aHus»).

dexcodenaann PurtonaBup, WCIONB3yeMBId B KadecTBE AaHTHPETPOBHUPYCHOTO Tpernapara WM

(hapMaKOKHHETHIECKOTO YCHIIUTENS, BIHsET Ha a(dirtokc pexkcodenammna, onocperyemblit
P-rnmkonpoTenHoM, Y4TO COINPOBOXKIAETCS IOBBIILICHHEM KOHIEHTpAnun (excodeHaanHa.
[ToBbIIIEHHBIH ypOBEHb (eKCOPEHANHA MOXKET CHIDKATBCS CO BPEMEHEM 110 Mepe
Pa3BUTHSI MHAYIMPYIOLIETO JeHCTBUS.

Jloparagun PutoHaBup, uUCHONB3yeMblii B KadecTBe (DaPMAKOKHHETUYCCKOTO YCUJIUTENS WM
aHTUPETPOBUPYCHOTO mpenapara, uHruoupyer CYP3A wu, kak cienctBue, MOBBIIMIAET
KOHIIEHTpAIIMIO JIOpaTaJiHa B TUla3Me KpoBU. [IpM TIpUMEHEHUW JIopaTaJrHa
OJHOBPEMEHHO C  PUTOHABHPOM  PEKOMEHJOBAaH  TINATENbHBIH  MOHUTOPHHT
TepaneBTUUECKOTo dGdeKTa U HEKETATSIbHBIX PEeaKIIHA.

AHTHOAKTepHAJIbHbIE NpenapaThl

dy3unoBas OJHOBpPEMEHHBII MpPUEM PUTOHABUpPA MOIXKET MPUBECTH K MOBBINICHHIO KOHICHTpAIUU
KHCJIOTa (by31I0BOM KHUCIIOTHI M PUTOHABHPA B IJ1a3Me€ KPOBH, B CBSI3M C YeM OH MPOTHBOINOKA3aH
(cM. pazzen «IIpoTHBOIIOKA3aHHS).
Pudabyrun’ 150 B cyTkn 500 xaxaele 12 | B4 pasa 1B 2,5 paza
4acoB
25-0- 1 B 38 pa3 1B 16 pa3
JIe3aLe TUIIOBBIH B cBmu co 3HaunrtenbHbIM yBenanueHueM AUC pudalOyTuHa ero npuMeHEHHE

OAHOBPEMCHHO C PUTOHABUPOM KdK aHTUPETPOBUPYCHBIM IIPEIapaTOM HPOTUBONOKA3aHO
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

npenaparsl

OnHoBpeMeHHO
npuMeHsieMble
JIeKapCTBEHHBIE
npenaparsl

Bausinue Ha
Cmax
OTHOBPEMEHHO
TNPUMEHsSeMbIX
JIEKAPCTBEHHBIX
npenaparoB

Biausinue na AUC
OTHOBPEMEHHO
MPUMeHSeMbIX

JIEKapCTBEHHBIX
npenapaTron

Jo3a
OJHOBPEMEHHO
NpHUMeHseMbIX

JIeKapCTBEHHBIX
npenaparos (Mr)

Ho3a
puTOHABHpa (M)

MeTaboIHuT
pudabytrnHa

(em.  «IIpotmBomokazanus»). Ilpm npumenennn otaenbHEIX UII omHOBpeMEHHO C
PUTOHABHPOM, HCIIOIH3YyEMBIM B KaueCTBE (papMaKOKHHETHUECKOTO YCHIIUTENS, TOKa3aHO
cHIDKeHHe 1036 prudadyTura 1o 150 Mr 3 pasa B Hememro. OTOenbHBIC pEKOMEHIAIINN CM.
B MHCTPYKITUH IO TPUMEHEHHUIO HAa COOTBETCTBYIOIINI HHTHONTOP TpoTea3sl. HeoOxoammo
MIPUHUMATH BO BHUMAaHNE O(pHUIHATbHBIC PEKOMEH IAIIHN TI0 JIeUeHUIo TyOepkyneza y BUY-
MH(GUIIMPOBAHHBIX MAIMSHTOB.

Pupamnumnz

Hecmotps Ha TO, 4TO praMIUIMH HHAYIHPYET METa00JIM3M PUTOHABHPA, OTPAHIMUCHHBIE
JIAaHHBIE YKa3blBAIOT HA TO, YTO IIPH NPUMEHEHHH pU(aMIMINHA OJHOBPEMEHHO C
BBICOKUMHU Jj03aMu puToHaBupa (600 Mr 2 pa3a B CyTKH) IONOJHUTEIbHOE HHAYIHPYIOLIEe
JelicTBue pudamnuiyHa (JIOMOJHUTEIBHOE MO OTHOLICHUIO K AEHCTBUIO PUTOHABHPA)
HE3HAUUTEIbHO U HE OKAa3bIBAaeT KIMHMYECKH 3HAYMMOTO BIIUSHHS Ha KOHILEHTPALMIO
pPUTOHABHpa B paMKaxX BBICOKOJIO3HOM Tepamuu pUTOHABHPOM. BrusHMe pHTOHaBHpa Ha
puaMIMIMH HE YCTaHOBJICHO.

Bopukonason

400
4acoB

kaxnple 12 | | Ha 82 % | Ha 66 %

200 xaxxapie 12 gacos

100
4acoB

200 xaxxapie 12 gacos kaxnple 12 | | Ha 39 % 1l Ha24 %

[IpumeHeHne pUTOHABHpA B KayeCTBE aHTHPETPOBHPYCHOTO Mperapara OJHOBPEMEHHO C
BOPHKOHA30JIOM IPOTHUBOIOKA3aHO 10 MPUYNHE CHU)KEHHS KOHICHTPAIIMN BOPUKOHA30Ja
(em. paszgen «IIpotuBomokaszanusi»). [IpuMeHEeHHE BOPHMKOHA307a OIHOBPEMEHHO C
PUTOHABHPOM, HCIIOIB3YEMbIM B KadecTBE (apMAKOKMHETHYECKOTO YCHIIMTEINS, He
PEKOMEHJIOBAHO, 3a MCKIIOUCHUEM CIydaeB, KOrja IpejnonaraeMas I0Jb3a TaKoro
JICUEHUsSI TPEBOCXOIUT MOTEHINAIBHBIN PUCK JUISI MAIMEHTA.

ATOBaxoH

PuroHaBup, WCIONB3yeMbIii B KadecTBe (HapMAKOKHHETHYCCKOTO YCHIMTES HIIH
AHTHPETPOBUPYCHOTO TIperapara, WHAYIHUPYET TIOKYPOHM3AIMIO M, KaK CICICTBHE,
CHM)KACT KOHIICHTPAIIMIO aTOBaXOHA B IUIa3Me KPOBH. [IpW MPUMEHEHHH aTOBaxoHa
OJTHOBPEMCHHO C PUTOHABHPOM PEKOMEHIOBAH YCHUIICHHBI MOHHTOPHHT KOHICHTPAI[HH
[IEPBOI0 B CBIBOPOTKE KPOBHU M €r0 TePaNeBTUIECKOro 3 dexTa.

benakBuinn

HccnenoBanust B3aUMOJIEHCTBUSL C OJIHAUM TOJIBKO PHUTOHABUPOM HE NPOBOAMINCH. B
WCCIICIOBAHUH B3aMMOJCHUCTBHSI OJHOKPATHOW J103BI OCNAKBHJIMHA W MHOTOKPATHBIX 103
JIOTTMHABHPA B KOMOMHAIINY C PUTOHABUPOM Habmoanock yeennueHne AUC OenakBruiTiHa
Ha 22 %.

3TO MOXHO OOBSCHUTH JCHCTBHEM pPHTOHABHpa, ¥ TPH HPOJOIIKHTEIEHOM
COITyTCTBYIOIIEM MNPUMEHEHUU IMPErnapaToB MOXKET HAOM0IaThCs 0oJiee BBIPAKCHHBIH
s¢pext. OTHOBPEMEHHOTO MPUMEHEHHs 3THX MPEMapaToB cleayeT u3derarb B CBSI3H C
PHCKOM pa3BUTHSI HEXKeENATEIbHBIX PeaKIluii, CB3aHHBIX C IpUeMoM OeakBUINHA. Tem He
MEHee, eCJIM 0XKHUIaeMast oJIb3a MPUMEHEHHS OeJaKBIIIMHA OJTHOBPEMEHHO C PUTOHABUPOM
MPEBOCXOJUT PHUCK, TO OHO JOMycKaeTcs MpH COOJIOACHHH OCOOBIX  Mep
MPeIoCTOPOXKHOCTU. K 3THM MepaM TpeqoCTOPOKHOCTH OTHOCSTCS 0ojiee 4YacThlil
MOHHUTOPHHT 3JEKTPOKAPAMOTPaMM M KOHTPOJIb YPOBHS TpaHcaMuHa3 (CM. pasfen
«Oco0ble yKa3aHUsD» W MHCTPYKIUH [0 MPUMEHEHHUIO OCTaKBHIIIHA).

Knapurpomuuyn

500 xaxxnapie 12 yacoB 200 xaxaple 8 | THa77 %
JacoB

tHa31 %

14-
THIPOKCUMETa00IHuT
KJIApUTPOMHMIIUHA

| Ha 100 % | Ha 99 %

B cBsA3M Cc MMPOKMM TEpaNeBTHYECKMM JIMAIa30HOM KIAPUTPOMHIMHA TIPH  €ro
NIPUMEHEHNH y TAlMEHTOB ¢ HOPMaJIbHOW (PYHKIIMEH MOYEK CHIDKATh JI03y He TpeOyercs.
[Ipn npUMEHEeHWH OIHOBPEMEHHO C pPHUTOHABHPOM, MHCIIOJIB3yeMbIM B KauyecTBE
AQHTUPETPOBUPYCHOTO  mperapara Wik (HapMaKOKUHETHYECKOTO  YCHIIUTEJS,
KJIAPUTPOMHUIIMH CIIe/lyeT HCIIOJb30BaTh B jJ03ax He Bbime 1 r/cyr. Kiapurpomuimx
ClJIe/IyeT UCTIOJIhb30BaTh B CHUIKEHHBIX J103aX y MAI[MEHTOB C HAPYIIECHUIMH ()yHKIINH TTOYEK;
MaIeHTaM ¢ KimpeHcoM kpeatnHuHa 30—60 Mu/MuH 103y ciemyeT cHU3UTH Ha 50 %, ¢
KIHUpeHCcoM KpeTuHnHa MeHee 30 mi/mMuH — Ha 75 %.

Jemamanu

HccnenoBanust B3aUMOJEHCTBUSL C OJHUM TOJIBKO PUTOHAaBUPOM HE NPOBOAMIMCH. B
HCCIICIOBAHNH JICKAPCTBEHHOTO B3aUMOACHUCTBHS AeTaManua B 1o3e 100 mr 2 pasa B CyTKH
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

npenaparsl

OnHoBpeMeHHO
npuMeHsieMble
JIeKapCTBEHHBIE
npenaparsl

Bausinue Ha
Cmax
OTHOBPEMEHHO
TNPUMEHsSeMbIX
JIEKAPCTBEHHBIX
npenaparoB

Biausinue na AUC
OTHOBPEMEHHO
MPUMeHSeMbIX

JIEKapCTBEHHBIX
npenapaTron

Jo3a
OJHOBPEMEHHO
NpHUMeHseMbIX

JIeKapCTBEHHBIX
npenaparos (Mr)

Ho3a
puTOHABHpa (M)

U KoMOWHAIWM JIOMMHABHpa H puToHaBmpa B moze 400/100 mr 2 pasa B CyTKH
JUTUTENBHOCTBIO 14 1HEH y 340pOBBIX AOOPOBOJIBLEB OTMEYATIOCH MOBBIIICHHE YPOBHS
CHCTEMHOI'O BO3AeHCTBUA Meraboaura nenamannma DM-6705 ma 30 %. B cBsasu ¢
TIOBBIIICHHBIM PHUCKOM yanmHeHus wuHTepBanma QTc moxm neiictBuem DM-6705 mpu
HEOOXOAMMOCTH  TNIPUMEHEHHs  JelaMaHWJa  OJHOBPEMEHHO C  PHUTOHABHPOM
PEKOMEHIOBaHO OuYeHb yacTtoe nomyuenne DKI' Ha mpoTsKeHHM BCEro Meproza JIeUeHHs
JenaMaHuaoM (cM. pazzaen «Oco0Oble yKa3aHus» M MHCTPYKLMIO JUIS JIeJIaMaHu1a).

OPUTPOMHUIIVH,
UTPAKOHA301

PuronaBup, wucnonb3yeMblli B KadecTBEe (hapMAKOKMHETHYECKOTO YCWINTEIS WIN
aHTUPETPOBUpYCHOTO mpenapara, uHruoupyer CYP3A4 wu, xak cieacTBHE, MOBBIIIAET
KOHLICHTPALMIO 3PUTPOMHUIIMHA M WTpPaKoOHa3oJla B IUIa3Me KpoBH. [Ipu mpuMeHeHuu
SPUTPOMHIIMHA OJHOBPEMEHHO C PUTOHABUPOM PEKOMEHIOBAH YCHJICHHBIH MOHHUTOPHUHT
TEpaneBTHUECKOT0 A eKTa U HeXKEeIaTSIbHBIX PEaKLHUil.

Kerokonazon

200 B cyTKH 500 xaxapie 12 | 1B 3,4paza
4acoB

T HA 55 %

PutoHaBup MHrHOMpyeT MeTabONMYEcKHE NMPEBPAIICHUs KETOKOHA30Ia, ONOCPEAyeMble
CYP3A. B cBsi31 ¢ NOBBIIEHHOH 4YaCTOTON Pa3BUTHUSI HEXKENATEIbHBIX PEAKIUI CO CTOPOHBI
KEJTyI0YHO-KHUIIETHOTO TPAKTa U IEYCHH TPH TPUMEHEHUN KETOKOHA30J1a O JHOBPEMEHHO
C PUTOHABUPOM, HCIOJB3YEeMbIM B KauecTBE AHTHUPETPOBHPYCHOTO Mperapara WiH
(hapMaKOKHHETHIECKOTO YCHIJINTENS, CIEAYEeT PaccMOTPETh HEOOXOAMMOCTH CHIDKCHUS
JI03bI KETOKOHA30J1a.

CynbhameToKcaszon
/ TpuMeTonpUM?

500
4acoB

800/160 omHOKpATHO kakaple 12 | | Ha 20 %/ “—

1T Ha20 %

KoppextupoBka 1035l Cyib(haMeToKca301a/TPUMETONPIMa BO BPeMsl COILyTCTBYIOIIETO
JICUCHUs] PUTOHABHPOM He TpeOyeTcsl.

AHTHIICHXOTHKH/HEHpoJIeNnTHKH

Kiozanus, OIHOBPEMEHHBII INIPHEM C PHUTOHABHPOM IMPOTHBOIOKAa3aH, T.K. MOXET INPHBECTH K

TTUMO3H T MOBBILICHUIO KOHIGHTpAllMK  KJIO3alMHa M [UMO3MJa B Iula3Me (CM. pasjen
«I[IpOTHBOMOKA3AHHS).

lanonepupon, PutoHaBup, NpHHUMAaeMblil B KayecTBE aHTHPETPOBHPYCHOIO Ipenapara, WHrHOUpyer

PUCHEPUJIOH, CYP2D6 wu, xak CleJCTBHE, MOBBIIIAET KOHIEHTPAIMIO TaJoNepHI0ia, PUCIIEPUIOHA U

THOPUAA3NH THOpHAA3MHAa B IUIa3Me KPOBHU. [IpM TNpPUMEHEHHMHM ATHX JICKApCTBEHHBIX IPENapaToB
OJHOBPEMEHHO C pPHTOHaBHPOM B KadeCTBE aAHTHUPETPOBUPYCHOTO  IIperapaTa
PEKOMEH/IOBaH TIIATENILHBIM MOHUTOPHUHT TE€PANIEBTUYECKOTO 3P PEeKTa N HeKeJIaTEeIbHBIX
peakuui.

Jlypazunon Beuny warumbupoBamms CYP3A  puroHaBHpOM  IpenmoiaraeTcs — yBEIHYCHHE
KOHLEHTpALMK Jypa3unaoHa. COBMECTHBIH NMpHEM C JIypa3uIOHOM IIPOTHBOIIOKA3aH (CM.
paszen «I[IpoTHBONOKa3aHKSY).

Ksetnanun B cBs3u ¢ uHrHOupyrommum nedictBueM putoHaBupa Ha CYP3A mnpennonaraercs

yBEIMUEHHE KOHIEHTPAIMH KBeTHAnMHA. [IprMeHeHWe pHUTOHaBHpa OJHOBPEMEHHO C
KBETHAIIMHOM TIPOTHUBOIIOKA3aHO, MOCKOJBKY 3TO MOJXKET MPHUBECTH K IOBBIIIEHHOMY
TOKCHYECKOMY JICHCTBUIO KBeTHANHHA (CM. pasaen «[IpoTHBOMOKa3aHUS»).

B2-aapeHOMUMETHKH (IJIMTEILHOTO 1€l CTBHUS)

CanmeTtepou

B cBs13u ¢ marHONpYIomuM aeiictBueM putoHaBupa Ha CYP3A4 oxunmaeTcs BEIpaKeHHOE
MTOBBIIIIEHUE KOHIICHTPALNH OJHOBPEMEHHO IPUMEHIEMOT0 caIMeTeposia B IIa3Me KPOBH.
B cBsi3M ¢ 3TUM 0IHOBPEMEHHOE NMPUMEHEHHE TAHHBIX MTPENapaToB HE PEKOMEHIOBAHO.

BJ’[OKaTOp])I KaJbIIMECBbIX KAHAJIOB

AMIT0IMIINH,
JIAIITHA3EM,
HU(ETUTTIH

PutonaBup, wucmomb3yemblii B KadecTBE (DapPMAKOKHHETHYECKOTO YCWINTENS WIH
aHTUPETPOBUpYCHOTO mpenapara, uHruoupyer CYP3A4 u, xak cieincTBUe, ITOBBIILACT
KOHIIEHTPAL[MI0 aHTarOHUCTOB KaJIbLUEBBIX KaHAJOB B Ma3Me KpoBu. [Ipu npuMmeHeHUH
9TUX JIEKApCTBEHHBIX IPENapaToB OJHOBPEMEHHO C PUTOHABUPOM PEKOMEHI0BaH
TIIATEIbHBIH MOHUTOPHHT TEPANEBTUYECKOT0 d((PeKTa 1 HeKeNaTeIbHbIX PEAKIHH.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

npenaparbl
OnHoBpeMeHHO Jo3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble O/IHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JleKapCTBEHHbIE NpUMeHseMbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKapPCTBEHHBIX JIeKapPCTBEHHBIX NPUMeHsIeMBbIX
npenaparos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTon

AHTaroHUCTBI FHAOTEJIMHOBBIX peuenTopon

Bosenran [Mpumenenne G6o3eHTaHa OJHOBPEMEHHO C PHUTOHABHPOM COIPOBOKAACTCS MOBBIIICHHUEM
MaKCHMallbHON KOHIEHTparun Oo3eHTana B 1iasMe (Cmax) ¥ IDIOMAOM  TIOT
(hapMaKOKHHETHUECKOH KpHBOM O03eHTaHa B paBHOBecHOM coctostann (AUC).

Puonuryat [Ipu mpyMEHEeHUH OJHOBPEMEHHO C PUTOHABUPOM MOJXKET BO3pacTaTh KOHICHTpAIHs B

CBIBOPOTKE KPOBH BCJICIICTBHE MHIHOMpYTOIIEro neiictus purtoHaBupa Ha CYP3A u P-
rukonpoTerH. OTHOBPEMEHHBI TIPUEM PHOLUTYaTa C PUTOHABHPOM HE PEKOMEHIYETCS
(cm. paznen «OcoOble yKa3aHWsDy M MHCTPYKIIMU 110 MPUMEHEHHIO PUOITUTYAaTa).

IIpou3BoaHbIE AJKAJOUAOB CIOPHIHbH

Jurupposprotamut, | OZHOBPEMEHHBI NPUEM C PUTOHABUPOM MPOTHUBOIOKA3aH, MOCKOJIBKY MOXET BECTH K
9PrOHOBHUH, MOBBIIIEHUIO KOHIIEHTPALUU NIPOU3BOIHBIX aJIKAJIOUJO0B CIOPBIHBY B IIa3Me (CM. pasjen
3proTaMuH, «[IpOTHBOMOKA3AHUS).

METHJI3PrOHOBUH

Ctumyasitopsl MoTopuku JKKT

Huzanpug OIHOBpPEMCHHBII TIPHEM C PHTOHABUPOM TMPOTHUBOMOKA3aH, T.K. MOYKET TMPUBECTH K
MOBBINICHUIO ~ KOHIICHTPAIlMM  IM3alpHaa B [Ula3Me  KpoBH  (CM.  pasmedn
«[IpOTHBOMOKA3AHHS).

AHTArOHHCTHI PELENTOPOB FOHAAOTPONUH-pUIH3HHT-ropMona (T'uPT)

Dnaroyiuke OnmHOBpEeMEHHOE MPUMEHEHHE JJIarojMKca C PHTOHABUPOM MOXKET  YBEIHYHUTH

KOHIIGHTpalio dJjarojukca myteM wuHruomposannss CYP3A wu P-rmukomporenna.
W3BecTHBIE Cephe3HBIE HEXKENATENbHBIE PEaKIWM NPH IMPUMEHCHHH JJIarojiMKca —
CYWIMIAJbHBIE MBICIH ¥ TIOBBIIICHHE YPOBHEH NEYCHOUYHBIX TpaHcamHuHa3. Kpome Toro,
JNAroNHMKC sBisieTcss cina0biM / ymepeHHbiM uHAYKTOpoM CYP3A, KOTOpBI MOXKET
YMEHBIIIATh CHCTEMHOE BO3AeHCTBHE puToHaBupa. Heo0xo1mmo o0paTuThes K MHCTPYKINU
[0 MEAWIMHCKOMY TPHMEHECHHIO 3JIarojIMKca Ul TOJydeHUs HH(OpPMAUH O [103aX
9JIAr0JIMKCa MPH NPUMEHEHUH ¢ CHiIbHbIMU nHruouropamu CYP3A4.

IIpoTHBOBHpYCHBIE penapaThl NPAMOrO AelcTBHS A JedyeHus: Bupyca renatuta C (BI'C)

I'nexanpesup/
MTUOPEHTACBUP

BCRP u
PUTOHABUPOM

B CBsI3U c HHTUOMPOBAaHUEM P-rnuxomnporeunna,
MOJUIIETITH A, TPAHCTIOPTHPYIoIero oprannueckue annoHs (OATP1B)
KOHIICHTPAIMH B CBIBOPOTKE MOTYT YBEIUYIHBATHCS.

OnmHOBpeMeHHOE TPUMECHCHHE PHTOHABHpAa W  TIICKalpeBHpa/muOpeHTacBupa He
PEKOMEHIyeTCsI M3-3a TOBBIIIEHHOTO PUCKA MOBBIICHHUs! YpOBHs AJIT, BBI3BAHHOTO POCTOM
KOHIICHTPALIMH TJICKalPeBHpA.

HNuruéurop nporeasnsl BI'C

CumernpeBup

10 mr xaxnaele 12
4acoB

200 mr 1 pa3 B cyTKH 1 87,2 paza 1 B4,7 paza

PutoHaBHp NOBBIIIACT KOHIEHTPALMIO CHMENIPEBUPA B ITa3Me BCIICICTBUE HHTHOMPOBAHHS
CYP3A4. OgaoBpeMeHHOE MPUMEHEHIE PUTOHABUPA U CHMENPEBUpPa HE PEKOMEH/IOBAHO.

HMHruouTopsl peyKTa3bl THAPOKCH-METHILIYTapui-Ko3u3umM A-penykrassl (TMI'-KoA)

AropBacTaTuH,
¢ryBacTaTuH,
JIOBAaCTaTHH,
npaBacTaTuH,
pO3yBacTaTHH,
CHUMBAaCTaTHH

[Ipy TpuUMEHEHWH OJHOBPEMEHHO C pPHTOHABHPOM, WCIOIB3yEeMBIM B KadecTBE
AHTHPETPOBUPYCHOTO Tperapata Wid (papMaKOKHHETHYSCKOTO YCHIIUTENS, OKUIACTCS
BBIPQ)KEHHOE ITOBHIIICHUE B TUIA3ME KPOBH YPOBHS MHTHOUTOPOB pemykTa3sl ['MI'-KoA,
TaKWX KaK JIOBACTATHH W CHMBACTATHH, MTOCKOJBKY WX METAa00JHM3M B BBICOKOW CTETICHU
onocpenoBan CYP3A. Tlpu TOBBINIEHWN KOHIIEHTPAIMM JIOBACTATHHA M CUMBACTaTHHA
BO3pacTaeT MpeIpacloIOKEHHOCTh MAIleHTOB K MUOTMATHAM, BKIIOYas padJIOMHONN3, B
CBSI3M C YeM NMPUMEHEHHE STUX JIEKAPCTBEHHBIX IIPEMapaToB OTHOBPEMEHHO C PUTOHABHPOM
npotuBomnokasano (cM. pazaen «IIportuBomokazanusi»). MeTtabosm3m aTopBacTaTWHA B
MeHblIe crenenu omnocpenoBan CYP3A. BeiBeneHue po3yBacTaThHa HE 3aBUCUT OT
CYP3A, ogHako mpH €ro MpUMEHEHUH OJHOBPEMEHHO C PUTOHABHUPOM COOOINAIOCh 00
YBEIUYCHUH SKCIIO3UIIMY PO3yBacTaTHHA. MeXaHH3M 3TOr0 B3aHMMOJICHUCTBHSI HE BBISICHEH,
OJIHAKO 3TO MOXKET OBITh CIICJICTBUEM WHTHOMPOBaHUS IepeHocurKa. [Ipyu mpuMmeHeHuH
pUTOHaBHpa B KadecTBE (DapMAKOKMHETHYCCKOTO YCWIHMTENS WM aHTUPETPOBUPYCHOTO
mpenapata OJHOBPEMEHHO C aTOPBAaCTATHHOM HJIM  PO3YBAaCTATUHOM  IOCIICTHUE
HE00XOIMMO HA3HAYATh B KAK MOYKHO 0oJiee HU3KHX Ji03aX. MeTabonm3M mpaBacTaTHHA U
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npenaparbl
OnHoBpeMeHHO Jo3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble O/IHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JleKapCTBEHHbIE NpUMeHseMbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKapPCTBEHHBIX JIeKapPCTBEHHBIX NPUMeHsIeMBbIX
npenaparos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTron

¢yBactatiuHa He ormocpenoBad CYP3A, B cBs3M ¢ 4eM B3aUMOJCHCTBUS C PUTOHABHPOM
He npexamnonaraetrcs. [Ipu HeoOXoamMocTh nedeHnus nHruouropoMm peaykrassl [ MI-KoA
PEKOMEHIyeTCs BRIOMPATh MPAaBaCTATHH WM (DITyBaCTaTHH.

NHruouTOpbl KHHA3BI

docramaTHHUO OmHOBpeMeHHOE TIpUMEHeHHe (ocTaMaTHHHOAa W PHUTOHABHPA MOXKET YBEIUIHUTH
CHCTEMHOE BO3JelicTBHe MeTabonuTa ¢ocramatnHnOa R406, 94TO0 MOXET NMPUBECTH K
HEKENaTeIbHBIM PEaKIUsIM, 3aBUCHMBIM OT J03bl, TAKHM KaK TIeNaTOTOKCHYHOCTh U

HEUTPONEHUSI.
T'opMoHaJibHbIE KOHTPAIlENTHBbI
OTHHAIACTPAIION 50 MKT OJTHOKpaTHO 500 xaxgele 12 | | Ha40 % lHA 32 %

4acoB
HpI/I NMPUMEHCHUN 3THUHUIDCTPAAUOIa OJHOBPEMEHHO C PUTOHABUPOM, UCIIOJIL3YEMBIM B
KayecTBE AHTHPCTPOBHPYCHOIO IMperapara MM (HapMaKOKHHETHUYCCKOTO YCHIUTEI,
HEOOXOJMMO HCIOJIB30BaTh OaphepHBbIC WM JAPYTHEe HETOPMOHAIBHBIC METOJIBI
KOHTpauernuu. PI/ITOHaBI/Ip U3MCHSICT l'[pO(bI/IJ'H) MAaTO4YHOT'O KPOBOTCYCHHUA U CHHUKACT
3G GEKTUBHOCTh  ICTPAAUOJ-COACPKAIINX KOHTpalenTtuBoB (cM. pasgen «OcoObie

YKa3aHUs»).
HNmMyHoaenpeccanTbl
[Muxnocnopus, PutonaBup, wucCHONB3yeMbli B KadecTBEe (HapMAKOKMHETHUECKOTO YCHUIIMTEINS MM
TaKpOJIUMYC, AHTHPETPOBUpPYCHOTO mpemnapara, nHruoupyer CYP3A4 mu, kak ciencTBHe, IOBBIIIACT
9BEPOINMYC KOHILICHTPAIMIO LUKJIOCIOPHHA, TaKpOJIMMYyCa WM 3BEpolMMyca B Iuiasme Kposu. Ilpnm

NPUMCHCHUN OTHUX JICKAPCTBCHHBIX MNPCIApaTOB OAHOBPEMCHHO C PUTOHABUPOM
PEKOMCHAOBAH TIIATSIBHBIN MOHHUTOPHUHT TEPAINICBTUYCCKOT'O 3(1)(1)GKT8. 1 HEKCJIATCIIbHBIX

peaKkIuii.
[IpenapaTbl, NOHUKAIOIINE KOHIIEHTPALUIO JHIIUI0B
JlomuTanmg JloMuTanun sSBISETCS WYBCTBHTENBHBIM CYOCTpaTOM Ui MeTaboimu3Ma C IOMOIIHIO

CYP3A4. Uuruduropst CYP3A4 yBennuuBaloT KOHIEHTPALUIO JIOMUTAIIUA B IJIa3Me, a
MOII[HBIE HHTHOUTOPHI YBETNUNBAIOT KOHIICHTPALIMIO TIPUMEPHO B 27 pa3. OnHOBpEMEHHOE
IIpUMEHEHWEe  JIOMUTAaNuIa C  PUTOHABUPOM  IPOTHBONOKa3aHO (CM.  pasmen
«I[IpOTHBOIOKA3aHHs W MHCTPYKITHIO TI0 MPHUMEHEHHIO JUTS IOMHUTAITHIA).

Huru6urops! pochoanicrepasnl 5-ro tuna (OA3-5)

ABanadun 50 omHOKpATHO 600 kaxgele 12 | 1B 13 pas 1B 2,4 paza
4acoB
OpHOBpeMeHHOE NMpUMEHeHHe aBaHaduia ¥ pUTOHABUpA MPOTHUBOIIOKA3aHO (CM. pasjeln
«I[IpoTHBOIIOKA3aHHS).

Cunnenadun 100 ogHOKpaTHO 500 xaxaple 12| 7B11 pa3 1 B4 paza
4acoB
Ilpn npumenennn cuinaeHadmia ¢ LEIbIO  JICYEHHUS SPEKTWIBHON AUCOYHKIMN
OJTHOBPEMEHHO C pPHTOHaBHUPOM, HCIOJIB3YEMBIM B KadeCTBE AHTUPETPOBHUPYCHOTO
npenapara Wik (papMaKOKHHETHYECKOTO YCHIIMTEINsl, HEOOXOIUMO COOIIOaTh 0CO0YI0
OCTOPOXKHOCTB, a 103a CHJIieHa(MIa He TOJDKHA PEBBIIATh 25 MT 32 48 yacoB (TakKe CM.
pasnen «Oco0ble ykazauus»). ComyTcTByolIee NpUMEHEHNE CrilieHadiIa 1 pUTOHaBHpa
MIPOTUBOTIOKA3aHO TMAIMEHTaM C JIETOYHOW apTepuaNbHOW TUMEpTeH3We (cM. paszzen
«I[IpOTHBOMOKA3AHHSD).

Tamanadun 20 opHOKpaTHO 200 xaxgele 12 | THa 124 % —

4acoB
I[Ipu npumenenun Tamanaduiaa C [ENBIO  JEUCHHWS DPEKTHIBHOH JTUCOYHKIUH
OOTHOBPEMEHHO C PHUTOHABUPOM, HCIIOJIB3YEMBIM B Ka4€CTBE AHTUPCTPOBUPYCHOI'O
mpenapata Win (papMaKOKHHETHYECKOTO YCHIINTENS, HEOOXOTMMO COOM0AaTh 0co0yro
OCTOPOKHOCTB, a TajanaduiI HeoOX0ANMO Ha3HAYATh B CHIKEHHBIX j103aX He Oonee 10 mr
C MHTEpBAJOM B 72 yaca IpH YCWJICHHOM MOHHUTOPHHIE HEKEJIATEIbHBIX PEaKIHui (CM.
pazaer «Ocolble yKazaHus»).
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npenaparbl
OnHoBpeMeHHO Jo3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble O/IHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax

JleKapCTBEHHbIE NpUMeHseMbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKapPCTBEHHBIX JIeKapPCTBEHHBIX NPUMeHsIeMBbIX
npenaparos (Mr) npenaparon JIeKapCTBEHHbIX

npenapaTron

[Ipu npumeHeHnn Tajanaduia OJHOBPEMEHHO C PUTOHABUPOM Yy MAIUEHTOB C JICTOYHOM
apTepHaNbHON THUMEPTeH3UeH HEoOXOAMMO COONIOMATh YKa3aHHs W3 HHCTPYKLHUH MO
MIPUMEHECHHIO Tananadma.

Bapnenadun 5 OTHOKpATHO 600 xaxgeie 12 | 1B49 pa3 1813 pa3
4acoB

OnHOBpeMEHHOE MpPHUMEHEHHE BapAcHadumiIa ¢ PUTOHABHPOM MPOTHBOIOKA3aHO (CM.
pazzen «[IpoTHBOIOKAa3aHUsY).

CenaTuBHbIE H CHOTBOPHbBIE ITpenapaThl

Kiopazemnar, OIHOBpPEMEHHBIH TIPHEM ¢ PUTOHABHPOM MPOTHBOIIOKA3aH, MOCKOIBKY MOKET MPHBECTH K
Jirazernam, TIOBBIINICHAIO KOHIICHTPAIIMK KJopaserara, auasernama, 5cTasojama W (Quypasernama B
9CTa30J1aM, wiasme KpoBH (cM. pasjen «I[IpoTuBomnokasanus).

¢bnypasemnam,

npeaHa3Ha4YeHHbI | Metabonu3m Mua3onama B BBICOKO# crenenu onocpenosad CYP3A4.

JUId TipueMa BHYTph | [IpuMeHeHHe OJHOBPEMEHHO C PUTOHABHPOM MOXKET COMPOBOXKIATHCSA CYIIECTBECHHBIM
WM NapeHTEepabHO | MOBBIIIEHUEM  KOHIIGHTpauuu  OeH3oauazenuHa. lccienoBaHuss — B3aMMOJCHUCTBHS
MH/1a3071aM pHUTOHAaBHpa M OCH30MA3CITMHOB HE MPOBOIMINCHE. Ha OCHOBAaHMM MaHHBIX AT APYTHX
narnouropo CYP3 A4 koHIIEHTpAIHsI MIIa30J1aMa B IIa3Me IPU €ro MPUMEHEHUH BHYTPh
Oyner 3HAYWTENbHO BbImE. TakuM 00pa3oM, PHUTOHABHP HE CIEAyeT IPHUHUMATh
OJHOBPEMEHHO ¢ MHIa307aMOM (BHYTpB) (cM. paznen «IIpoTHBOMOKa3aHUs»), a IPH €ro
MIPUMECHEHUH OJHOBPEMEHHO C MHAA30JaMOM, BBOJMMBIM MapeHTEPAIbHO, CIEIyeT
coOmoaTh  0COOYI0  OCTOPOKHOCTh. JlaHHBIE 00 OZHOBPEMEHHOM IPUMEHEHHH
MUJ1a3051aMa, BBOAUMOTO NAPEHTEPAIIbHO, U JIPYTUX HHIMOUTOPOB MPOTEa3bl YKa3bIBAIOT HA
BO3MOJKHOE TMOBBIIIEHHE YpPOBHA MHJa3ojamMa B I1asMe KpoBu B 3—4 pasza. Ilpu
HEOOXOAMMOCTH TPUMEHEHHUS PUTOHABHPA OJHOBPEMEHHO C MHIA30JaMOM, BBOIMMBIM
MapeHTEePaIbHO, 3TO CJIEAYeT OCYIIECTBIIATh B OTJACICHUM PEaHHMMAIMH U MHTCHCHBHOM
tepanuu (OPUT) unm B aHAJOTMUHBIX YCIOBUSX JUIi YCHJICHHOTO KJIMHHYECKOTO
MOHUTOPHHIA U HAJJIEXKAIETO JICUCHUS B CIydae pPa3BUTUS YTHETCHMS AbIXaHUS U (WIIN)
JUTUTEIIEHOH ce/lalym.

MosxeT oTpedoBaThCsl KOPPEKTUPOBKA J03bI MU/1a301aMa, OCOOCHHO NMPH MHOTOKPaTHOM
BBEJ/ICHHU.

Tpuazomam 0,125 onHOKpaTHO | 200, 4 no3s1 | 1>820 pa3 | 1 Ha 87 %
OJHOBpPEMEHHBII IMPUEM PHUTOHABUpA IPOTHBOIOKAa3aH, T.K. MOXET MPUBECTH K
NOBBIILICHUIO ~ KOHLEHTpAaLMKM  TpHazojamMa B  IUla3Me  KpoBH  (cM.  paszen
«[IpoTHBOIIOKA3aHUSY).

[etnann 50 OOHOKPATHO BHYTPb 500 xaxmele 12 | | Ha 62 % 1 Ha 59 %
9acoB

HopnetuanHoserit 1T Ha 47 % 1 Ha 87 %

METaboIuT

OJHOBpEMEHHOE NPUMEHEHHE TNETHIMHA W PUTOHABHPA IMPOTHBOINOKA3aHO B CBS3U C
BO3MOXKHBIM TIOBBIIICHHEM KOHLEHTPALMM HOPIETHAMHOBOTO METabo0JMTa, KOTOPBIN
obnamaer obez0onmBaromuM JAeHCTBHEM U ogHOBpeMmeHHO ctumynupyer LIHC. Ilpu
TMOBBILIEHHON KOHIIEHTPALMK HOPIIETHANHA BO3pAcTaeT PUCK Pa3BUTHS HEXeJaTelIbHbIX
peakuuit co croponsl [IHC (Hanpumep, snuiienTU(QOPMHBIX NMPUIAIKOB), CM. pasjel

«ITpoTHBOINIOKAa3aHUSY.
Anmpaszonam 1 ogHOKpaTHO 200 xaxgere 12 | 1B2,5pasza o
4acoB, 2 IHI
500 xaxamele 12| |Ha12% lHa 16 %

qacoB, 10 nHe#
BBeznenue B cxemy JIe4eHHsI pUTOHABUPA COIIPOBOXKJAJIOCh HHIMOMPOBAHHEM MeTaboI3Ma
anmpasosama. [locie npuMeHeHus: puTOHaBUpa Ha NMpoTspKeHnu 10 aHelt nHrudupyomnee
JIeWCTBHE Hcue3allo. B repBbie HECKOIBKO JHEH MPUMEHEHHS AJIIPa3ojaMa 0JTHOBPEMEHHO
C PUTOHABUPOM, WCIOJb3YeMbIM B KauyecTBE AHTHUPETPOBUPYCHOTO IIpernapara HWiu
(hapMaKOKMHETHYECKOTO YCHJIMTEJNs, 10 pPa3BUTHS HWHIYLHUPYIOIIEro JEeHCTBHS Ha
MeTa0oJIM3M ajmpa3oiama, Heo0X0IMMO COOIIOAAaTh 0CO0YI0 OCTOPOYKHOCTB.
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Biausinne puToHAaBMpPa HA OJTHOBPEMEHHO NMpUMeHsieMble déiir&‘npk‘ip%h-l'ﬁﬁch’iﬂe' E‘&'a-ﬂdn_é}iﬁﬁéﬁ !
npenaparbl
OnHoBpeMeHHO Jo3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble O/IHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax

JleKapCTBEHHbIE NpUMeHseMbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKapPCTBEHHBIX JIeKapPCTBEHHBIX NPUMeHsIeMBbIX
npenaparos (Mr) npenaparon JIeKapCTBEHHbIX

npenapaTron
Bycrmpon PutonaBup, wucmonb3yemblii B KadecTBe (DAapMAKOKWHETHYCCKOTO YCWIHNTENS WIIH

AaHTHPETPOBUPYCHOTO TMpemapara, uHrHONpyer CYP3A u, Kak clencTBHE, MOBBIIIACT
KOHIICHTpAIHMIO OycrupoHa B 1ua3me kposu. [Ipn npumenennn OycnupoHa 0THOBPEMEHHO
C PUTOHAaBHPOM PEKOMCHJIOBAH YCHWJICHHBIH MOHHUTOPUHI TEpareBTHIECKOro 3¢h¢pexTa u
HEKENIaTeIbHBIX PEaKIHi.

CHOTBOpHBIE TIpena

aThbl

3onmmaeM

5 | 200, 4 10381 | 1Ha28 % | 1Ha22 %

[IpumeHeHne 30imuaeMa OJJHOBPEMEHHO C PUTOHABHPOM JOIMYCKACTCS MPH YCHUICHHOM
MOHHUTOPHHTE H30BITOUYHBIX CETATHBHBIX A (HEKTOB.

IIpenapaTpl IJIsl 0TKA3a 0T KypeHHUst

Bynponuon

100
4acoB

kakaple 12 | | Ha 22 % lHa21 %

150

600
4acoB

Kaxnaele 12 | | Ha 66 % 1 Ha 62 %

150

bynponmon  merabonmsupyercsi npeumyinectBenno CYP2B6. Ilpu mnpumenenun
OynponroHa 0THOBPEMEHHO C MHOTOKPATHBIMH JI03aMHU PUTOHABHPA MOXKET CHHIKATHCS €r0
ypoBeHb. DTOT 3(PPEKT MOXKHO OOBSICHUTH MHAYLUPYIOIIMM JISHCTBHEM PUTOHABHpa Ha
Mmertabonusm Oympomrona. Tem He MeHee, puTOHaBUp Takke nHrubupyer CYP2B6 in vitro,
B CBSI3M C YeM OYIPOITHOH CJIEAYET HCIOIb30BaTh B 103X HE BBIIIC PEKOMEHIyeMbIX. B
orinure OT 3(P(HEeKTOB MPH TMPOAOILKUTEIHPHOM NPUMEHEHHH PUTOHABHpA, IIOCIE €ro
MIPUMCEHEHHMSI B HU3KHX J103aX Ha MPOTSDKEHNH KOpoTkoro nepuoaa (200 mr 2 pas3a B CyTKH
B TEUCHHE 2 JHEH) 3HAYMMBIX B3aHUMOJCHCTBHI C OyNpONMOHOM HE HAOIIONAIOCH, HA
OCHOBAaHMM YEro MOJKHO IIPEIIOJIOKUTh, YTO KOHIIEHTpalus OyNponroHA HAYMHACT
CHIDKATBCSI CITyCTSI HECKOJNBKO JHEH I0Ciie Hadaja COMYTCTBYIOIIETO IPUMEHCHHMS
pHUTOHABHpA.

Crepouanbl

diyTHKa30HA
MIPONHOHAT,
NIPUMEHSEMBIN
HHTAJSIHOHHO,
HHTPaHA3aJIbHO WU
MIOCPEICTBOM
HHBEKIUH,
OyznecoHup,
TPUAMIUHOJIOH

[Ipu mpuMEeHEHUN PUTOHABHPA OJHOBPEMEHHO C (DIIyTHKa30HA IPOITHOHATOM, BBOJAUMBIM
WHTAJISAIMOHHO WA WHTPaHA3aJbHO, COOOMIANIOCH O PAa3BUTHH CHUCTEMHBIX 3((eKToB
KOPTUKOCTEPOHIOB, BKJIIOuas cuHApoM Miuenko-KymmHra u yraereHue QyHKIUH
HA/MOYCYHHUKOB (B BBIIICYTIOMSHYTOM HCCICIOBAaHUHM YpPOBEHb KOPTH30JIAa B IIIa3Me
camsmwics 10 86 %). Anamoruunbie 3(P(EKThl TaKKe HAOIIOJAIKUCH MPH MPUMEHCHHH
PUTOHABHpa OJHOBPEMEHHO C JPYTUMH KOPTHKOCTEPOHIAMH, METa00IM3UPYyEeMBbIMU
CYP3A, nanpumep, OyJeCOHHIOM M TPHAMIMHOIOHOM. TakuM 00pa3oMm, MpHUMEHEHHE
pUTOHAaBHpa B KAauyeCTBE aHTHUPETPOBHUPYCHOTO Tpemapara wid (apMaKOKHHETHISCKOTO
YCUIUTENS OJHOBPEMEHHO C JAHHBIMH TJIIOKOKOPTHKOMIHBIMU IIperapataMu  He
PEKOMEHIOBAHO, 33 MCKIIFOYCHUEM CITyYaeB, KOTIa MOTEHIHAIbHAS 032 TAKOTO JICYCHUS
MIPEBOCXOIUT TOTCHIMATIBHBIA PHUCK PAa3BUTUS CHUCTEMHBIX 3((}EKTOB, CBSI3aHHBIX C
MIPUEMOM KOPTHUKOCTEpOuIOB (cM. pazmen «OcoOble ykazaHWs»). B mocnmemHem ciryuae
HEOOXOJMMO WCIIONB30BaTh CHW)KCHHBIC JIO3BI TIOKOKOPTHKOWIHOTO IIperapara H
IIPOBOJIUTH YCUIIEHHBI MOHUTOPHUHT MECTHOT'O 1 CHCTEMHOTO ACHCTBHSL, TNOO MEePEX0TUTh
Ha JIpyroil TIIOKOKOPTHKOWJHBIA Tpemnapar, He sBistonmiics cybcrpatom CYP3A4
(mampumep, OexinomeTa3oH). boiee Toro, B ciaydae OTMEHBI TIIOKOKOPTHUKOMIHBIX
IIpPernapaToB MOXKET IMOTPeOOBaThCA MOCTETIEHHOE CHIDKEHHE J03bI Ha MPOTSDKECHHH
JUTHTEIIFHOTO BPEMEHH.

JlexcameTazoH

PutonaBup, wucHonb3yemblii B KadecTBE (DapPMAKOKHHETHYECKOTO YCWIINTENS WIH
aHTHPETPOBUpPYCHOTO mpemnapara, uHrHONpyer CYP3A u, Kak cieicTBHE, MOBBIMIACT
KOHIIGHTpAlMI0 JEeKcaMeTa3oHa B IUla3Me KpoBHU. llpum mnpuMeHeHMM JekcamMeTa3oHa
OJIHOBPEMEHHO  C  PHUTOHABHPOM  PEKOMEHIOBAaH  YCUJIEHHBIH  MOHHUTOPUHT
TepaneBTHIECKOTo AP deKTa N HeXKeIaTeIbHBIX PeaKIUil.

[Ipeanuzonon

20 200 xaxgele 12 | T1Ha28 %
4acoB

THA9 %

[lpn mnpuMeHEHMM TIPETHH30JIOHA OJHOBPEMEHHO C pPHUTOHAaBHPOM pPEKOMEH/IOBAaH
YCHIJICHHBI MOHUTOPHUHT TepaneBTHIeckoro 3¢ dexra 1 HexenaresbHbIX peakuuii. Yepes 4

36




-
T =
el

BiIMsIHHE DHTOHABHPA HA 0HOBPEMEHHO MPUMeHsieMble HéaHTHD CTPOBHDYCHEIE HEKAPeTBEMTEIE: |
npenaparhbl
OnHoBpeMeHHO Jo3a Ho3a Bausinue na AUC Biausinue Ha
NpUMeHsieMble 0JIHOBPEMEHHO puToHaBHpa (Mr) 0JIHOBPEMEeHHO Crmax

JeKapcTBeHHbIe NPUMEHsIeMBbIX NPUMEHsIeMBbIX OJIHOBPEMEHHO
npenaparb JIeKapCTBeHHbIX JeKAPCTBEHHbIX | NPHMEHSeMbIX
npenapaTos (Mr) npenaparos JIeKapCTBEHHbIX

npenaparos

u 14 gHE# ComyTCTBYIOIIETO MPUMEHEHHUs MPEJHU30I0Ha U puToHaBupa BenrmunHa AUC
MeTa0oINTa IpeaHU30JI0Ha Bo3pocia Ha 37 1 28 % COOTBETCTBEHHO.

H/0: HE OTPECIICHO.
! Ha ocHOBaHUM CpaBHEHHs B IapajlledbHbIX TPYIIIaX.

2 Cynb(paMeTOKCa30J1 IPUMEHSIICS OJTHOBPEMEHHO € TPUMETOIIPHMOM.

[Ipy npuMEeHEeHNH PUTOHABUPA OJHOBPEMEHHO C AU3O0NMUPAMHUIOM, MEKCUIETUHOM
U He(a30J0HOM COOOLIAIIOCh O Pa3BUTUHU HEKENATEIbHBIX PEAKLIUN CO CTOPOHBI
cepAla U HEPBHOM cHUCTEMBI. Henp3si HCKIIOYUTHh BO3MOKHOCTD B3aUMOJEHCTBHS
ATUX JIEKAPCTBEHHBIX ITPENApPaTOB.

[IoMHUMO BBIIENEPEYUCICHHBIX B3aUMOJCHCTBUN CYLIECTBYET BEpPOSATHOCTH
YCUJICHUs TEPANEBTUYECKUX M TOKCHYECKUX IEUCTBUM, YTO CBA3AHO C BBICOKOU
CTEIICHbIO CBS3bIBAHUS PUTOHABUpa C O€JNKaMM IJIa3Mbl M, KaK CIIEJCTBUE,
BBITECHEHUEM OJTHOBPEMEHHO IPUMEHAEMBIX JIEKAPCTBEHHBIX IIPENIapaTOB U3 CBS3U
C HUMH.

Ilpumenenue pumonasupa 6 Kauecmee PapmMaKOKUHEMUUECKO20 yCUuaumens
BaxxHple cBeleHUS O B3aMMOJECUCTBHUIX PUTOHABUPA, UCIOJIb3YyEMOIO B Ka4eCTBE
(apMaKOKMHETUYECKOTO YCWJIUTENs, C JIEKAPCTBEHHBIMU IpenapataMyd TaKxke
OpUBEIECHbl B HMHCTPYKUUHU [UIsI OJHOBPEMEHHO IPUMEHSEMOro HWHIHOuTOpa
IpOTEA3bl.

Huzubumopol npomonnozo nacoca u 6aokamopuvl Ho-2ucmamunoswix peyenmopos
[Ipy mnpuMeHeHHH UWHTHOUTOPOB MPOTOHHOTO Hacoca U OjokaTtopoB Ho.
TUCTAMUHOBBIX PEUENTOpPOB (HAampuMep, OMerpasoia WIA PaHUTUAMHA) MOMKET
CHIJKAThCS KOHLEHTPALKs OAHOBPEMEHHO MPUMEHSIEMbIX HHTUOUTOPOB MPOTEA3hI.
[TonpoOHble cBeEHUS O BIMSHUU OJJHOBPEMEHHOTO MPUMEHEHUS JIEKAPCTBEHHBIX
IIPENapaToB, CHWXAIOIIUX KUCIOTHOCTb, IIPUBEACHBI B HWHCTPYKLIMM IS
OJTHOBPEMEHHO NPHUMEHSIEMOro HMHruouropa mporeasbl. CoOrylacHO pe3yJsbTaTam
UCCJIEIOBAHUM B3aUMOJACUCTBUN C MHTMOMTOpAMU NPOTEA3bl, IEUCTBUE KOTOPBIX

YCUJIMBAET PUTOHABHP (JIOMMMHABUP B KOMOWHAIIMK C PUTOHABUPOM, aTa3aHaBUD),
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IpY OJITHOBPEMEHHOM NMPUMEHEHUH OME
UCIIOJIb3yeMbIM B KauecTBE (DapMaKOKMHETHYECKOTO YCUIIUTENs, 3((HEKTUBHOCTh
MOCJIETHEr0 3HAYMMO HE MEHSIETCS, HECMOTPsI Ha HEOOJbIIOE U3MEHEHUE YPOBHS
CHCTEMHOI'0 BO37eicTBHs (IIprMepHO Ha 6—18 %).

OcoOble ykazanus

PutonaBup ne wuzneunBaer or BUY-l-undexkumm u CIIMa. VYV mnamueHTos,
MOJIyYaIOUIMX PUTOHABUD WIM JIIOOYI0 JIPYTyl0 aHTUPETPOBUPYCHYIO TEparwuio,
MOTYT TPOJOJDKATh Pa3BUBATHCS OIMMOPTYHUCTUYECKUE HHPEKUUU U JPYTHUE
ocioxuenuss BUY-1-undexiun.

[Tpu npuMeHeHUN PUTOHABUPA B COCTaBE KOMOMHHUPOBAHHON aHTHUPETPOBUPYCHOM
Tepanuu J10Ka3aHo 3(hPEeKTUBHOE MOJIaBIIEHUE BUPYCA, YTO 3HAUUTEIBHO CHHUYKAET
puck nepenaun BUY monoBbIM IyTEM, OJHAKO IPU 3TOM IOJHOCTBIO PHUCK
nepenaun BIY uckitoueH ObITh HE MOXKET.

[TaneHThl OJKHBI COOJIOJATh COOTBETCTBYIOIIME MEphl 0O€30MaCHOCTH IS
npenorspauieHus nepenayn BUY-ungexkunn.

[Ipn Ha3HaYeHUU PUTOHABHPA B KOMOMHAIMU C APYTMMH MHTMOUTOPAMHU MPOTEA3
BUY (nampumep, B ciydasX, KOIJIa PUTOHABUP MHCIIOJNB3YETCS B KAauyecTBE
(apMaKOKMHETHYECKOTO YCWIINTENS APYTUX UHruouTopoB npoteas3 BUY) cnenyer
YUYUTBIBATh HMH(POPMALIUIO, COJAEPKALLYIOCS B HMHCTPYKUHUAX IO HPUMEHEHHUIO
COOTBETCTBYIOIIUX UHTHOUTOPOB npoTea3 BIY.

Ilpumenenue pumonagupa 6 Kauecmee AHMUPEMPOSUPYCHO20 CPEOCHEA UU
dapmakoxunemuueckozo ycunumens

Tlayuenmul ¢ xponuuecxoi ouapeeil uiu marbabcopoyuetl

PekomeHyeTcss AOMONHUTENIbHBIH MOHHMTOPUHI MpPU BO3HUKHOBEHUH JIHAPEU.
OTHOCHUTENIBHO BBICOKASI YACTOTA JUAPEH BO BPEMS JICYEHUSI PUTOHABUPOM MOXKET
MPUBECTU K HAPYIICHUIO BCACBIBAHUS M CHIDKEHHIO 3()(PEKTUBHOCTHU (BCIEACTBHUE
CHW)KEHUS KOMIUIAGHTHOCTH) PUTOHABUpA WM  JPYTUX  OJHOBPEMEHHO
IIPUMEHSEMBIX JIEKapCTBEHHBIX INpenaparoB. Cepbe3Has NepCUCTHPYIOLIas pBOTa

W/ Min Anapesa, CBA3aHHAA C UCITOJIB30BAHUEM PUTOHABHUPA, TAKKE MOXKCT ITPUBECTU
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y MallMEHTOB C HapyUIEHUEM (PYHKIIUU [TOYEK B aHaMHE3E.

I'emogpunus

VY nanueHnToB ¢ remoduiinelt Thna A win B, noigyyaronmx jeueHue UHTrHOUTopaMu
BUpPYCHBIX nporea3 BUY, orMeuanuch cirydan yCWICHHS] KPOBOTEUYEHUS, BKIKOYAs
CTIOHTAHHOE 00pa30BaHKE KOKHBIX FeMaTOM U reMapTpo3a. HekoTopsiM mannenTam
ObLT momosiHUTENbHO HazHaueH ¢aktop VIII. bosnee yeM B mosioBUHE OMUCAHHBIX
CIIy4aeB JICYeHHEe UHTMOUTOpaMu BUPYCHBIX npoTea3 BUY Obl10 mpo1omKkeHo uitn
BO300HOBJIEHO. VIMEIOTCS yTBEp)KIEHUS O HAJIWYUM TNPUYMHHO-CIIEJICTBEHHOU
CBSI3U, XOTS MEXaHU3M JEHCTBHUS yCTaHOBJIEH He Obul. IlanueHts! ¢ remodunueit
JOJKHBI OBITh TPOMH(OPMUPOBAHBI O BO3MOKHOCTH YCHIIEHUS KPOBOTEUEHUM.
Macca mena u napamempwi oomena eujecms

Bo BpeMs aHTUPETPOBUPYCHOW TEPAIIMA MOXKET IPOUCXOAUTH YBEIUYEHNE MACCHI
T€JIa, MIOBBIIICHUE YPOBHS JIMIIUIOB U IJIFOKO3bI B KPOBH. Takne U3MEHEHUsI MOTYT
ObITh YaCTMYHO CBSI3aHBI C KOHTpOJieM 3aboieBaHMsl U 00pazoM >ku3HU. [lns
MOBBIIIEHNS KOHLEHTPAMM JIMIUAOB B HEKOTOPBIX CJIy4YasX CYIIECTBYIOT
CBUJICTEIILCTBA BO3JCHUCTBUSA TEpallMd, B TO BpeMs KakK CBUJACTEIBLCTB CBS3U
IpUPOCTa MacChl Tela C KaKUM-IHMOO KOHKpPETHbIM JieueHuem HeT. llpu
OTCIIC)KMBAaHUMA KOHUEHTpPAlWHW JIMIIUIOB W TJIOKO3bl B KPOBH  CIIEIyET
OpUEHTHUPOBAThCS Ha pa3pabOoTaHHBIC PYKOBOJICTBA 10 JieueHUt0o BUY-undexnuu.
Hapyuienusa nunuaHoro oOMeHa HeoOX0AUMO KOPPEKTUPOBATH B 3aBUCUMOCTH OT
KJIMHUYECKOW CUTYalHH.

HeoOxoqumMo uMeTh B BHUAY BO3MOXHOCTh TAaHKpEaTWTa NpPU MOSBICHUU
KJIIMHWUYECKUX CHUMIITOMOB (TOIIHOTAa, PBOTa, 0O0JIb B >KMBOTE) M OTKJIOHEHUU
1abOpaTOPHBIX TIOKA3aTeNeH OT HOPMBI (IIOBBIIIICHUE YPOBHS JIUTIA3bl HIIH aMHJIa3bl
B CBIBOPOTKE). [lallueHTHI C TEpPEYMCICHHBIMUA TMPH3HAKAMH WU CHUMIITOMAMHU
JOJDKHBI TIPOMTH JTOMOJIHUTENbHOE OOCJEeIOBaHME, & B CIydyae MOATBEPKIACHUS
JIMarHo3a IMAaHKPEaTuT JIeYeHUe IpenapaToM PUToHaBUp CleayeT NpeKpaTuTh.
Cunopom 6occmanosieHus UMMYHUmMema

Y BUY-unduimpoBaHHbIX MAIMEHTOB C TSHKEIIBIM UMMYHOIe(DUIIMTOM HA MOMEHT
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Pa3BUTBHCS BOCMAIUTENbHAS peEaKIusl Ha OECCUMIITOMHBIE WM OCTaTOYHBIE
ONMIMOPTYHUCTUYECKHE WH(PEKIIUHA, YTO BEAET K CEPHhE3HBIM KIMHHUYCCKUM
COCTOSIHUSIM WJIH YXYJIIEHUIO CUMITOMOB. Takue peakiuu 00bIYHO HAOII01at0TCs
B IIEPBBIE HECKOJIBKO HEAEIb WM MecsALeB oT Hadasia KAPT. B kauecTBe mpumepa
MOXHO TPUBECTH IUTOMETAJOBUPYCHBIM PETUHUT, I€HEpaau30BaHHbIE W (WJIK)
dbokanpHble MHUKOOAKTepuajdbHble WH(GEKIMU W [HEBMOHHUIO, BBI3BAHHYIO
Pneumocystis jirovecii. Bce cuMIToMbl BOCIaJICHHUS TOJDKHEBI ObITh JOTIOJHUTEIHLHO
OLICHEHBI, a PU HEOOXOAUMOCTHU CJIEAYyEeT HayaTh JICUCHUE.

Taxoke Ha oHE CUHAPOMA BOCCTAHOBJIECHUS UMMYHUTETA COOOIIAIOCH O PAa3BUTUU
ayTOUMMYHHBIX 3a0oJjeBaHMid (TakuX Kak Ooie3Hb ['peiiBca), OIHAKO 3TO
IIPOMCXOIUT B Pa3HbIE CPOKH, TAKE CIIyCTS MHOTO MECSLIEB IIOCIIE HAayaja JICYCHHUS.
3abonesanus neuenu

PutonaBup He cienyeT Ha3HA4aTh MAalMEHTaM C JACKOMIIEHCUPOBAaHHBIM
3a0oseBanueM nedeHu. [Ipu Ha3HaUeHUH KOMOMHUPOBAHHOW aHTUPETPOBUPYCHOMN
TEpallMid y NAaUUMEHTOB ¢ XpoHHYeckuM renmatutoM B wmimm C  cymectByer
MOBBIIIEHHBIA PHUCK Pa3BUTHUS TSKEIbIX U MOTEHUHAIBHO OMACHBIX IS KHU3HU
HE)KEJIATEIbHBIX PEaKUUMid CO CTOPOHBI IE€YEeHH. B cilyyae ComyTCTBYIOLIEN
NPOTUBOBUPYCHOW Tepanuu remaruta B umm C HE0OOXOAMMO O3HAKOMHUTBHCA C
MHCTPYKLIMEHN 11O IPUMEHEHNUIO COOTBETCTBYIOIIUX IIPENApaTOB.

VY nanueHToB ¢ UMEIOIIMMCS B aHAMHE3€ HapylIeHHEeM (PYHKIMU NEYEHH, BKII0Yas
XPOHUYECKUM aKTUBHBIM TeMaTuT, P KOMOMHMPOBAHHOW aHTHUPETPOBUPYCHOM
TEpanmuu MOKET HaOJIOAaThCs TOBBIIIEHHAS YacTOTa pPAa3BUTHSA HapYIICHUN
GyHKIMM TI€YEeHM; 32 TaKUMHM TNAlUMEHTaMU CIIEAyeT TIIaTeIbHO HaOI0JaTh B
COOTBETCTBHM CO CTAHAAPTHBIMHU MPOTOKOJIAMHU JieueHUs. Eciu y 3TUX MauueHTOB
NOSIBJISIFOTCSI CUMIITOMBI YXYIIIEHUST 3a00JI€BaHUsI TIEYEHH, CIIETyET PACCMOTPETh
BOIIPOC O MPEPHIBAHUH WIIH MPEKPAIICHUY JICUCHUS.

3abonesanus novek

He oxwupaerca CcHWXKEHHS OOIIEr0 KIMPEHCA pUTOHABUMpa Yy TMALKUEHTOB C

HapyImICcHUCM (I)YHKI_II/II/I IIOYCK B CBA3M C HC3HAYMUTCIIbHBIM ITOYCYHBIM KIIMPCHCOM
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pUTOHABUPA.

Ha ¢one npumenenus ¢ TeHodoBHUpa Iu3oNpokcuia pymMapaToM B KIMHUYECKOU
IPaKTUKE COOOIIATIOCh O PA3BUTHH IOYEYHOM HEZOCTATOYHOCTH, HAPYLIEHUU
GyHKIMM TIOYEK, TIOBBIIIEHWHM YPOBHS KpeaTMHWHa, TunodochareMun u
TyOyJIONAaTUH MPOKCUMAJILHOIO THMA (BKJItOYasi CUHAPOM DaHKOHU).
Ocmeonekpos

CooOmanocb 0 ciaydasgXx OCTEOHEKpO3a, OCOOCHHO y  TMAalKUEHTOB C
nporpeccupytomeii craguedr BUY w/winm mpu  I0JTOCPOYHOM TPUMECHEHHH
KOMOMHUPOBAaHHOM aHTUPETPOBUPYCHOW TEpamuM, XOTS JTHOJOTUS ITOTO
OCIIO)KHEHHSI CYMTaeTcsi MHOrodakTtopHoit (¢dakTopamMu puCKa B TOM YHUCIE
ABJIAIOTCS TNPUMEHEHHE TIIIOKOKOPTUKOCTEPOUIOB, YIOTPEOJIEHUE aJKOIOJIs,
TSDKENIass MMMYHOCYIPECCHUsS, BBICOKMH HWHIEKC Macchbl Tena). Ecnu manueHt
OLLyIIAaeT 00JIb B CycTaBaX, UX TYTOMOJABUKHOCTh, TPYAHOCTHU MPU ABUKEHUU, EMY
CJeayeT 00OpaTUThCA K Bpauy.

Yonunenue unmepeana PR

Ha ¢one mpuema putoHaBHpa y HEKOTOPBIX MAIlMEHTOB OTMEYAIOCH YMEPEHHOE
oeccuMinToMHoe yuinHeHue uarepBaia PR. [Ipu npueme putonasupa cood1anocs
O PEAKHUX CIy4dasiX aTpHOBEHTPUKYJsipHOM Ookans! I u 111 ctenenu y nauneHToB ¢
OpraHMYEeCcKUM 3a00JIEBAaHUEM CEPJILIA U CYIIECTBYIOIIMMH PaHEe PacCTPOMCTBAMHU
MPOBOMASIIEH CHCTEMBI CepAlla WIM y NAlUEHTOB, MPUHUMAIOUIMX IPENaparsl,
yuHHsomKe uHTepBasl PR (Takme Kak BepamaMuJl WJIM aTa3aHaBHUp). Y TaKHUX
NALMEHTOB PUTOHABHP CJIEAYET IPUMEHATH C OCTOPOKHOCTBIO.

Bzaumooeticmeue ¢ 00)/21/!]1/!1/{ JeKApCcmeerHHbvliMU CDQOCMGCZMM

Ilpumenenue pumonasupa 6 Kavecmee aHMUPEMPOBUPYCHO20 HNpenapama
Crnenyromuye npeaynpexIeHUs U MEpbl MPEIOCTOPOKHOCTU CIEAYET YUYUTHIBATh,
KOTJ]a pUTOHABUP UCIIOJIB3YETCS B KaU€CTBE aHTUPETPOBUPYCHOTO Tipenapara. Eciu
PUTOHABUP HUCIOJIB3YyETCS B KadecTBE (hapMaKOKUHETHYECKOTO YCHIIUTEIS B J103€
100 mr u 200 mr, HEnB3sl CUMTATh, YTO CICAYIONIUME MPEAYNPEKIACHUS U MEPhI
MPEAO0CTOPOKHOCTH TaKKe Oy IyT MpUMEHAThCs. Korga puToHaBUp UCTIONB3YETCS B

KauecTBe (hpapMaKOKMHETHUYECKOTO YCHUIIUTENS, HEOOXOMMO YYHUTHIBATH MOJHYIO
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COOTBETCTBYIOIIETO MHTHOUTOpa npoTeazbl BUY, moatoMy cieyeT 03HaKOMUTHCS
C MHCTPYKLIMEH 110 TPUMEHEHUIO COOTBETCTBYIOIIETO Npenapara.

Hneubumopor @J[3-5

Crnenyet mposBISITH 0COOYIO OCTOPOKHOCThH MPU HA3HAYECHWU CHIICHadwIIa mim
Taganaduia Juist JeUeHus SPEeKTUILHON TUCHYHKINN Y TAIIHEHTOB, TPUMEHSIOITIX
putoHaBup. Oxumaercs, YT0 OJHOBPEMEHHOE NMPUMEHEHUE PUTOHABUPA C ITUMU
JIEKapCTBEHHBIMU IIpenaparaMd 3HAYUTENIBHO IOBBICUT HMX KOHIICHTPALMIO B
11a3Me KPOBHU U MOKET MPUBECTH K PA3BUTHIO HEXKEIATEIbHBIX PEAKIIUM, TAKUX KaK
apTepuaibHasi TUIMOTEH3Ws M TNPOJOHTrUpoBaHHas Hdpekuus. OIHOBPEMEHHOE
NpUMEHEHUE aBaHauiia WM BapAcHApUIa C PUTOHABUPOM IMPOTHUBOMNOKA3AHO.
OnHOBpeMEHHOE PUMEHEHUE CHIIeHa(puIa ¢ PUTOHABUPOM MIPOTUBOIOKA3aHO Y
MTAIMEHTOB C JIETOYHOU apTEpUAIBHON TUIIEPTEH3UEH.

HUneubumopwr I' MI-KoA-pedyxkma3zwi

Nurubutopsl 'MI'-KoA-penykTa3bl CHMBACTaTUH U JIOBACTATUH B 3HAYUTEIILHON
cTreneHu Metabonm3upyroTcs m3odpepmenTom 1uroxpoma CYP3A4, mostomy
OJTHOBPEMEHHOE UCIOJIb30BaHUE PUTOHABUPA C CHMBACTaTUHOM HJIM JIOBACTATUHOM
MPOTHUBOIIOKA3aHO BCJIEACTBUE IMOBBIIICHUS PUCKA Pa3BUTUS MHUOIATUH, BKIIOYAs
pabaomuonu3. Heobxoanmo takxke coO01aTh OCTOPOKHOCTD U CHUXKATh J03bI PU
OJIHOBPEMEHHOM Ha3HAYCHUH PUTOHABHPA C AaTOPBACTATUHOM, KOTOPBIM B MEHBIIICH
creneHu MeTtabommsupyercs n3odepmentom muroxpoma CYP3A4. Hecmotps Ha
TO, YTO DJIMMHHAIMS PO3yBacTaTHMHA HE 3aBHCHUT OT M30()epMEHTa IHUTOXpOoMa
CYPS3A, omnucaHo MOBBIMICHUE HKCIIO3UIIMKA PO3YBACTATUHA TPU OJHOBPEMEHHOM
IMPUMEHEHUU C pUTOHABUPOM. MeXaHM3M 3TOT0 B3aUMO/ICHCTBUS HESICEH, HO MOKET
ObITh  pe3yJbTaTOM HWHIUOMpOBaHMs mepeHocuuka. [Ipu ogHOBpeMeHHOM
HA3HAUYEHUU C PUTOHABUPOM B KauecTBe (PapMaKOKHUHETUYECKOTO YCUIIUTENS WU B
KaueCTBE aHTUPETPOBUPYCHOIO CPEACTBA JOJKHBI UCIOIb30BATHCS HAWMEHbIINE
BO3MOYKHBIE JI03bI aTOPBACTATUHA UK po3yBacTaTHHA. MeTaboim3M mpaBacTaTiHa
u (¢rayBacTtaTuHa He 3aBUCUT OT wu3odpepmeHTta muroxpomMa CYP3A4, u wux

BSaHMOHeﬁCTBHH C PHUTOHABHPOM HC OXKHIAACTCA. Ecau mnokazaHo JieueHue
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ot 22 08.2024 Nz 17591
uaruoutopom I'MI'-KoA-penykrassl, DYMETHTD - MpaBACTATHH
WK (IIyBacTaTHH.

Konxuyun

Cpeau mMmanMeHTOB, NPUHUMABIIMX KOJXWUIMH W  MOIIHBIE HMHTUOUTOPHI
uzopepmenta mutoxpoma CYP3A, Takue Kak pPUTOHABUP, BBISBJICHBI CIydau
YTPOKAIOIIETO )KU3HU U CMEPTENHHOTO B3aUMOIeHCTBUS nipenapaToB. CoBMeCTHOE
MPUMEHEHUE KOJIXUIIMHA U PUTOHABHPA MTPOTUBOIOKA3AHO.

J{ueokcun

Cnegyer mposBIATH OCOOYI0O OCTOPOXKHOCTh TIPU HA3HAYECHUM PUTOHABUPA
NalUeHTaM, [PUHUMAIOLIUM  JIMTOKCHH, TIOCKOJBbKY  OXKHMJAEeTCs,  4YTO
OJTHOBPEMEHHOE MPUMEHEHHE PUTOHABUPA C TUTOKCHHOM MPUBEIET K YBEITUICHUIO
KOHIIEHTpAllUU JWTOKCHHA. YBEJIWYEHHE KOHLEHTPALUU JUTOKCHHA MOKET
YMEHBIIIATHCS C TEYCHUEM BPEMEHHU.

Y manueHToB, KOTOpbIE YK€ MPUHUMAIOT IUTOKCHH, CIeAYET YMEHBIIUTH €r0 A03Y
BJBOC IpU Hayaje Tepaluy PUTOHABUPOM, W 3a MAlUEHTaMH HEOOXOIUMO
HaOmogaTh OoJiee BHUMATENbHO, YeM OOBIYHO, B T€UCHHE HECKOJIBKUX HEAETh
nocJjie Hayaaa OJAHOBPEMEHHOI'O IPUMEHEHHUSI PUTOHABUPA U AUTOKCHHA.

Y manueHToB, yX€ NPUHUMAIOIIMX PUTOHABHUP HA MOMEHT Hayaia JIeYeHHUs
JTUTOKCUHOM, JICUEHHE IUTOKCHHOM JIOJDKHO BBOJUTHCS OoJjiee TIOCTENEHHO, YeM
00bI4HO. B 3TOT nepro1 He06X0AUMO MPOBOAUTH OOJIe€ MHTEHCUBHBI MOHUTOPHHT
YpOBHSI JUTOKCHHA, a TPU HEOOXOJUMOCTU CJEAYyEeT MPOBOJIUTH KOPPEKTUPOBKY
J103bl, UCXO/Sl U3 KIMHUYECKUX M 3JIEKTPOKapAHOrpauyecKux JaHHBIX U YPOBHSA
JUTOKCHHA.

IMUHUAICMPAOUON

CrnenyeTr ucnoisib30BaTh OapbepHblEe WM HHBIE CPEACTBA KOHTPALEMLUHU, KpPOME
TOPMOHAJIBHBIX TPENapaToB, IPHU UCIIOIH30BAHUH PUTOHABHUPA B TEPAIEBTHUECKUX
WIM HU3KUX J03aX, TaK KaK pPHUTOHAaBUP MOXKET CHUXaTh 3((PEKTHBHOCTH
TOPMOHAJIBHBIX KOHTPALENTHUBOB M U3MEHATh NPO(GUIb MAaTOYHBIX KPOBOTCUECHUMN
IpU OJTHOBPEMEHHOM Ha3HAYCHHUHU C ICTPAAUOJICOACPKAIIUMU KOHTPALICTITUBAMH.

[ niroxoxopmukocmepouost
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o 22082024 N2 17591
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WM IPYTUMH TIFOKOKOPTUKOCTEPOUIAMHU, KOTOPhIE META00IU3UPYIOTCSI CUCTEMOM
uzodpepmenta utoxpoma CYP3A4, kpome ciyyaeB, KOoraa MOTEHIIMAIbHAS MOJIb3a
JICYCHHS TPEBBIIIAET PUCK CUCTEMHOTO JIEUCTBHS KOPTUKOCTEPOUJIOB, BKIIOUAs
cuaapom Unenko-Kymuara u mogaBneHue GyHKIIUA HAITOYCIYHUKOB.

Tpazooomn

Cnegyer mposBIATHL OCOOYIO OCTOPOXKHOCTh IPU HAa3HAYECHUM PUTOHABUPA
nmaryMeHTaM, NPWHUMAIONIUM  Tpa3oMoH. Tpa3ofoH SBIAETCI CyOCTpaTom
nzodepmenta 1uroxpoma CYP3A4, u oxugaercs, dYTO OJHOBPEMEHHOE
MPUMEHEHUE PUTOHABHUPA MPUBENIET K YBEIMUYCHUIO KOHIICHTpAIlUU TpazojoHa. B
WCCJICIOBAHMSIX B3aWMOJCHCTBHUS (IIPH OJHOKPATHOM TPUMEHECHHH) Y 3J0POBBIX
JOOpPOBOJIBIIEB HAOMIOAAINCH TAaKUE HEXKENATeNbHbIE PEakIMK, KaK TOIIHOTA,
TOJIOBOKPY’KCHHE, apTepruaabHas THIOTCH3US U OOMOPOK.

Pusapoxcaban

He pexomenayercs TPUMEHSATh PUTOHABUP Yy TMAIMEHTOB, MOJYyYarOIIMX
puBapoKcabaH, BCICACTBUE YBEIUUEHUS PUCKA KPOBOTCUCHHSI.

Puoyueyam

CoBmecTHOE TIPUMEHEHHE HE PEKOMEHAYETCS U3-32 BO3MOXKHOTO YCHUJICHUS
BO3JCHCTBUS pUOLIUTYAaTA.

Bopanaxkcap

CoBmecTHOE TIPUMEHEHUE HE PEKOMEHAYETCS U3-32 BO3MOYKHOTO YCHUJICHUS
BO3JICHCTBHSI BOparakcapa.

beoaxsunun

CunbHble HHTHONTOPHI H30(depMenTa nutoxpoma CYP3A4, Takue Kak MHTHOUTOPHI
nporeassl BUY, MoryT yBenuM4MBaTh HKCIO3UIMIO OCTaKBUIMHA, YTO, B CBOIO
ouepenb, MOXET TMOBBIIIATh PHUCK Pa3BUTHSA CBS3aHHBIX C OCIaKBUIMHOM
HEXeNnaTelbHbIX peaknuii. Takum oOpa3oMm, cieayeT wu30eraTh Ha3HAUCHUS
OemakBUIMHA B KOMOWHAIIMM C PUTOHABUPOM. TeM He MeHee, €CIM T0Jib3a
MEPEBEITNBACT MOTEHIIMAIBHBIN PUCK, OJHOBPEMEHHO Ha3HA4YaTh OCTAKBWIIMH C

PUTOHABUPOM HEOOXOJIMMO C OCTOPOKHOCTBHIO. PekoMeHmyercsi Oosee 4acThiid

44



MOHUTOPHUHT 3JIEKTPOKAPAUOTPAMMBI U OHTDOJJI-IL a'K-’IFPI'EHGCTI/I' Tbiﬁcawnaq"( CM.

WHCTPYKIIUIO 10 MPUMEHEHHIO O€/IaKBUJIMHA).

Jlenamanuo

OaHOBpEMEHHOE MPUMEHEHHUE JIeTTaMaHu/Ia C CUIIbHBIM HHTMOUTOPOM H30(pepMeEHTa
utoxpoma CYP3A (puToHaBUPOM) MOKET YBEJIMYMBATH SKCIIO3UIIUIO META00IUTa
JeaMaHuia, YTO MOKET MPHUBOAUTH K yuiMHeHuio uHTepBana QTcC. Takum
o0pa3oM, €clii OJIHOBPEMEHHOE TMPUMEHEHHE JeJlaMaHuJla M PUTOHABUPA
HEO0XO0MMO, PEKOMEHIYETCsl 0U4eHb 4acTo KoHTpoaupoBaTh DKI' Ha mpoTshkeHun
BCEr0 TMEpHoJia JICYEHUs JIeJTaMaHUuJOM (CM. HWHCTPYKIHUIO 1O TPUMEHEHUIO
JeJIaMaHn/1a).

Pumonaeup npu npumenenuu ¢ kauecmee GapmaKoOKUHEMUUECKO20 yCuiumens
[Ipodunu B3aumonelcTBUsl ¢ UHrUOMTOpamMu mnpoteazsl BUY, mpumenseMbiMu
OIHOBPEMEHHO C HHM3KOW JI030M pPHUTOHABUPA, 3aBUCAT OT KOHKPETHOTO
OJIHOBPEMEHHO MPUMEHSIEMOro HHruouTopa nporeassl BIUY.

Onucanve MEXaHU3MOB U BO3MOXKHBIX MEXaHU3MOB, CIIOCOOCTBYIOIIMX MPOPUITIO
B3aumogencteuss ¢ MII, cm. B pasgene «B3ammopneinctBue ¢ aApyrumu
JIEKapCTBEHHBIMU CpeACTBaMm». Takxke cieayeT 03HAKOMUTBCS ¢ MHCTPYKLIHUEH 110
IIPUMEHEHUIO cOoOoTBeTCTBYIOEro MII.

Cakeunasup

He cnenyer Ha3HayaTh puTOHaBUpP B n03ax Bhimie 100 mr aBa paza B CyTKH.
[TokazaHo, 4TO 0O0J€e BBICOKHE J03bl PUTOHABHpPA CBA3aHBI C IOBBILIEHHOM
4acTOTOM pPAa3BUTHsI HEXKEJATEIbHbIX peakuuil. OIHOBpPEMEHHOE IPUMEHEHUE
CakBUHaBUpa W PUTOHABUPA MPUBOJIWIO K Pa3BUTHIO TSKEJIBIX HEXEIATEJIbHBIX
peakiyii, B OCHOBHOM JUA0ETHYECKOro KETOAlMI03a U HapyUIEHUH CO CTOPOHBI
NEYEeHHU, OCOOEHHO Yy MAalMEHTOB C YK€ MMEIOIIMMUCS 3a00JI€BaHUSIMHU TICUYEHHU.
BcenenctBue pucka TSDKENOM TemaTOTOKCUYHOCTH  (MPOSBISIONIEHCS B BUIE
MOBBIIICHUS AKTUBHOCTU TpPAaHCAMHMHA3) CAKBUHABUP/PUTOHABUP HE CJEAyET
Ha3Ha4yaTh BMECTE C pU(haMIULIUHOM.

Tunpanasup

HNmerotcs CBCACHU, YTO OJHOBPCMCHHOC IIPUMCHCHHUC TUIIPpaHaBHPpa B COYCTAHHNHN
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c putoHaBupoM B pa03¢ 200 Mr c
KIIMHUYECKUMH TMPOSBIICHUSMUA M IEYEHOYHOM JIEKOMIICHCALIMU C JIETaIbHBIMU
UCXOJaMH B HECKOJBKUX ciaydasx. Oco0yro 0CTOpOKHOCTh HEOOXOIUMO MPOSBIISATH
B OTHOUIEHWHU MAIIMEHTOB C COMYTCTBYIOIIUM XpPOHHUYECKUM renatutom B mium C,
MIOCKOJIBKY Y HUX MOBBIIIEH PUCK F€NaTOTOKCHYECKOTrO AEHCTBUS 3THX MPENapaToB.
Jo3b1 puToHaBrpa meHee 200 Mr 1Ba pa3a B CyTKH HE CIIETyET UCTIOIb30BaTh BMECTE
C THUIPAHABUPOM, TaK KaK 3TO MOXET YXyAWUTh Npoduib 3¢PpGHEeKTUBHOCTH
KOMOWHAITHH.

Docamnpenasup

PuronaBup B posax Beime, yeM 100 mr nBa pa3a B CyTKHM, HE W3yd4ascs NpHU
OJTHOBPEMEHHOM  MpPUMEHEHMH C  (OCaMIPEHABUPOM B  KIMHUYECKHUX
uccienoBanusx. lcnonp3oBaHue 0osee BBICOKMX 03 PUTOHABUpPAa MOMKET
YXYAWHTH NpoduiIs 6€301aCHOCTH KOMOWHALIUY U TIO3TOMY HE PEKOMEH Ty EeTCH.
Ama3zanasup

OnHOBpEMEHHOE NIPUMEHEHUE aTa3aHaBHpa C PUTOHABUPOM B J103aX BBILIE, YEM
100 Mr omMH pa3 B CYTKH, HE H3y4alOCh B KIMHHYECKHUX HCCICIOBAHUAX.
Hcnonp3oBanue 0Oojiee BBICOKMX /103 PUTOHABHpPA MOXKET YXYIUIUTh HPOQUib
0e30macHOCTH aTa3zaHaBHUpA (KapAMOJOTNYECKHE 3¢ exThl,
runepOunupyOruHeMus), ¥ TO3TOMY COBMECTHOE MPUMEHEHUE HE PEKOMEHIYETCH.
B ciywae eciu arazaHaBHp C PUTOHABUPOM IPUMEHSIOTCS OJHOBPEMEHHO C
a(haBUPEH30M, 03y PUTOHABUPA MOKHO yBeIU4YuTh 10 200 Mr oivH pa3 B CyTKU. B
ATOM Clly4ae HEOOXOAUM TIIATEIbHbIA KIMHUYECKUI MOHUTOPUHT. /{7151 mosrydenus
JIOTIOJTHUTEIBHON HH(POPMALIMU CM. HHCTPYKLHUIO 110 MPUMEHEHHIO aTa3aHaBUPA.
Biausinue Ha CcHOCOOHOCTH YHPABJIATHL TPAHCHOPTHBIMM CpPeACTBAMHU,
MeXaHM3MaMH

B mnepuon neueHus HeoOXOIMMO COOMIOAATh OCTOPOKHOCTH MPH YIPaBICHUU
TPAaHCHOPTHBIMU CPEJICTBAMM W 3aHATHM JPYTUMU TOTEHIMAIBHO OIMACHBIMU
BUJIAMH JIEATEIBHOCTH, TPEOYIOIIUMH MOBBIIIEHHON KOHIIEHTpPAllMM BHUMaHUS U
OBICTPOTBI TCHUXOMOTOPHBIX pEAKIUH, TaK Kak IMpenapar MOXET BbI3bIBAThH

COHJIMBOCTD, 'OJIOBOKPYIKCHHUC U APYTIUC HCIKCIIATCIIbHBIC pCaKINH, KOTOPBIC MOT'YT
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COOTBETCTEYET 3_' KCTEPT I-t:' MY OTUETY

ot 22.08.2024 N= 17591

(NMOCNEOOBATENEHOCTE 0002)

BJIMATH HAa YKAa3aHHBIC CITOCOOHOCTH.

HccnenoBanusi CHOCOOHOCTH K BOXKIEHHUIO AaBTOTPAHCIOPTa W YHPABICHUIO
MEXaHU3MaMH HE MMPOBOIUIIUCE.

dopma BbINyCKA

Kancynst, 100 mr.

[Io 10 xkamcyn B KOHTYPHYIO SYEHKOBYIO  YIAKOBKY M3  IUIEHKHU
MOJIMBUHWIXJIOPUAHON U (POJIBIH aFOMUHHUEBOM.

[To 30 xamcyn B OaHKy U3 TMOJHMATHJICHA BBICOKOW MIIOTHOCTH, YKYMOPEHHYIO
KPBIIKOW W3 MOJIAMPOIUAIIEHA C KOHTPOJIEM MIEPBOTO BCKPBITHUA.

CBOOOJHOE TMpPOCTPAaHCTBO B 0OaHKE  3alOJHAIOT  BAaTOM  MEIMLMHCKOU
TUTPOCKONTUYECKOM.

Opnny 6anky wim 1, 3, 6, 9 unu 10 KOHTYpPHBIX SYEHKOBBIX YIaKOBOK BMECTE C
MHCTPYKIUEN 0 MEIUIMHCKOMY IPUMEHEHHUIO MIOMENIAIOT B MaYKy U3 KapTOHA.
Cpok rogaocru

2 ropa.

He npumeHsTh 10 UCTEYEHUH CPOKA TOJHOCTH.

YcioBusi XxpaHeHus

He xpanute nipu temneparype Bbiue 25 °C. XpaHUTh B OPUTHHAJIBHON yIAKOBKE
(mauke).

XpaHUTh B HEAOCTYITHOM IS IETEN MECTE.

YcaoBus oTmycka

OTIycKaroT 1o peuenty.

Jlep;kaTesb perucTPALMOHHOI0 YI0CTOBEPEHHUA

000 «ITPOMOME]I PYCy», Poccus

129090, r. MockBa, npocriekT Mupa, 1om 13, ctpoenue 1, oduc 13
IIpousBoauresb

AO «buoxumuky, Poccus

FOpunnueckuii aapec: 430030, Pecmyonmka Moppaosus, r. Capanck, yi. Bacenko,
a. 15A

Anpec wmecra mpomsBojacTBa: 430030, Pecmy6mmka Mopnosus, r. CapaHck,
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 22 08.2024 N= 17591

(NMOCNEOOBATENEHOCTE 0002)

yi. Bacenko, 1. 15A

Tenedon: +7 (8342) 38-03-68

Anpec 3neKTpoHHO# mouTsl: biohimic@promomed.pro

AJpec B ceTH HHTEpHET: promomed.ru

Opranuzanus, NPUHUMAIOIIAS PETEeH3UU MOTPeduTeIei

000 «ITPOMOME/] PYC», Poccus

129090, r. MockBa, npocrniekT Mupa, 1om 13, ctpoenue 1, oduc 13

Tenedon: +7 (495) 640-25-28

Kpyrnocyrounsiii tenegon ropsueid nunuu ¢apmakonamzopa: 8-800-777-86-04
(OecriaTHO)

Anpec 3JIeKTpOHHOM MOYTHL: reception@promomed.pro
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