HHCTPYKIINA

1o MeIuUMHCKOMY npuMeHenuio npenapara BUPACEIIT (VIRACEPT®)
(udopmanms 115 CIEUATUCTOB)

PerncrpanuoHHblii HOMep:
ITN 014816/01 (TabneTku, MOKPHITHIE 000TOYKOI)
ITN 012648/02 (mopo1ok AJist mpueMa BHYTPb)

ToproBoe Ha3BaHHe Npenapara
BUPACEIT (VIRACEPT®)

Me:kayHapogHOe HeIATEHTOBAHHOE Ha3BaHUe:
HesipunaBup (Nelfinavir)

JlekapcTBenHas popma
TabneTKu, MOKPHITBIE 000I0YKOM
ITopomok st npuémMa BHYTpb

CocraB u GopMbI BbIIIYyCKa

Oona mabaemka, nOKpolmasi 000J104KOU, COOEPHCUN.:

He(UHABUD 250 mr

(B Buae HenduHaBupa Me3unara 292.25 mr)

Bcnomocamenvuvie  6ewjecmeéa: KambIUsl CHIMKAT, KpPOCIOBHIOH, MAarHusi CTeapar,
unaurokapmu E132, runpomeruiosa

Obonouxa: Onagpaii Ys-2-19114-A (runpomensosa, TpUalleTHH)

Onucanue. TabneTky KarncylaoBUAHON (HOPMBI, TOKPBITHIE IIIEHOYHONH 000JI0UKOH, TOITYyO0r0o
(cuHero) 1Bera, MpaMOpPHBIE; Ha OJJHON CTOpOHE TabJIETKH MapKHpOBKa «viracept», Ha
Ipyro# cropone — «250 mgy.

O0oun epamm nopowka 0 npuema HYmpb COOEPAHCUNM.!

HenpuHABUP 50 mr

(B BUe HenduHaBUpa Me3miata 58.5 mr)

Bcnomoeamenvuvie 6ewjecmea: UEIUIION03a MUKPOKPUCTAJUIMYECKAsl, MAalbTOAEKCTPHH,
Kanus  ¢ochaT  ABy3aMEIIEHHBIH, KPOCHOBHMJOH, THAPOKCUIIPOMHIMETHUIEIUIION03a
(runmpomernio3za) 6mPas, acnaptaM, caxapo3bl NaJIbMHUTAT, HaTYpajJbHBIH U MCKYCCTBEHHBIN
apoMaTu3arop.

Onwucanue. [Topomrok oT mouTH OEOro 10 CBETIO-KOPUYHEBOTO IIBETA.
dapmakoTepaneBTHYECKas rpynmna

ITporuBoBupycHoe cpenctso [JOSAE04]

DapMaKoJIOrHYecKue CBOMCTBA

IIporuBoBHpYCHBIN Npenapat, ”HTHOUTOP MpoTeassl BUY-1



[Iporeaza Bupyca ummyHnoaeduiurta yenoreka (BUY) - depmenT, HEOOXOIUMBIHN 117151
MPOTEOTUTUYECKOTO PACIHICTUICHUST TIOJUIPOTCHHOBBIX NPEIIICCTBEHHUKOB BHpYyca Ha
oTIeNbHbIe Oenku, BXozsmue B coctaB BUY, criocoOHoro k nHduuupoBanuio. Pacuiennenne
OTHX BHUPYCHBIX MOJIMIIPOTEUHOB KpailHe BaXHO JUIsl cO3peBaHUsi Bupyca. HendunaBup
CBSI3BIBACTCS C AKTUBHBIM YYacTKOM mporeasbl BUY u mpensTcTByeT pacileruieHUuro
MOJIUTIPOTEUHOB, YTO MPUBOJAUT K 0OOPA30BAHHUIO HE3PENBIX BUPYCHBIX YaCTHUIl, HECIIOCOOHBIX
K WHQUIIMPOBAHUIO JIPYTHX KIIETOK.

Ilpomusosupycnas akmusrHocmo in vitro

[IpoTHBOBUpPYCHAs aKTUBHOCTb HEJI(HUHABHpPA in Vitro ObUIa MPOAEMOHCTPUPOBAHA B
yCIOBHSX OCTpoi W Xponudeckoih BUY-undexknum B smmumdobnactax, IumdonmuTax
nepudepuyeckoil KpoBH, MOHOLIMTAX M Makpodarax. HemndunaBup akTuBeH B OTHOIICHHH
IIUPOKOTO CIEKTpa J1abopaTOpHBIX IMTaMMOB M KIMHHUYEeCKHUX u3onsaToB BUU-1 m BUY-2,
mramma ROD. 95% sddexrunas konnentpanus (ECos) HenpunaBupa konebdiercs ot 7 10
111 HM (B cpemnnem, 58 HM). HenduuaBup okasbiBaeT aJJUTUBHBIA U CHHEPTUYECKHMA
apdext B orHOmeHun BMYU kak KOMIOHEHT IBOWHBIX M TPOHWHBIX KOMOWHUPOBaHHBIX
PEKHUMOB Tepanuu, B KOTOPbIE BXOISAT MHTUOUTOPHI OOPATHON TPaHCKPUMNTA3bl 3UIOBYIUH
(zDV), namuByaun (3TC), mumanosun (ddl), 3ampuurabun (ddC) u craBynun (d4T), 6e3
YCUJIEHUS] TUTOTOKCUYHOCTHU MOCJIEIHUX.

Ippexmusnocmo

Tepanust HenpUHABHPOM B KOMOMHAIMKM C JPYTUMH TPOTHBOPETPOBUPYCHBIMH
npenapataMM IMpOAODKUTEIbHOCThIO HE MeHee | rojga NpOJEMOHCTPUpPOBAAa CTOHKOE
camkenne yposHs PHK BHY-1 B miasme u yBenunuenue yncia CD4 kierok kak y paHee He
JIEYCHHBIX, TaK U y paHee JedeHHbIX BIY-1-nHpumpoBaHHbIX TallMEHTOB.

Tepanus HenduHaBUpoM B KOMOMHAmuM ¢ 3ugoByauHoMm u y BHY-1-
CEPONOJIOKUTENBHBIX ~ MMALIUEHTOB, paHee HE MOJY4aBIIMX IPOTUBOPETPOBUPYCHBIE
npenaparsl Co CpeTHUM UcxoaHoM unciiom CD4 knetok 288 B 1 MKII, W CpelHEN MCXOIHOU
kouneHTpanuu PHK BUY B mnazme — 5.21 log10 konuit/mn (160394 xonuii/mi) npuBoania K
camxkenunto yposas PHK BUY B mmazme (mo merony ITP) no 2.33 logl0, pocty cpennero
yuciaa CD4 KJeTok, yBEIMUYEHHIO MpoleHTa OonbHBIX (75%) cO CTOMKMM CHH)KEHUEM
koHnentpanuu PHK BUY B miazme nmke npenena onpeneneHus (< 400 komuii/mi).

He BeIABIEHO pasnuumii B (apMakoauHaMHuecKuX 3(@ekTax B 3aBHCHUMOCTH OT
cyrouHo no3bl mpemnapara. Cpemnee uwmcino CD4  kieTok, MNpOHEHT OONBHBIX C
koHueHntpauueit PHK BUY B mnazme < 400 xonuii/mMia NpakTHUECKH HE OTIMYAIUCH Y
nanueHToB nosydaBmux Bupacent B 1o3e 1250 mr 2 pa3a B cytku 1 750 Mr 3 pasa B CyTKH.

Boszmoorcnocms popmuposanus pesucmeHmuocmu u nepeKpecmHou pe3ucmeHmHocmu

In vitro Obu momydeHsl u30aATHE BUYU cO CHM)XKEHHOM 4YyBCTBUTENBHOCTBIO K
HenduHaBupy. ['eHOTMNUMpOBaHME BapUaHTa BHUpPYCa, YYBCTBUTEIBHOCTH KOTOPOIrO ObLIa
CHI)KEHa B 9 pa3, MoKa3ajlo YHHKaJIbHOE 3aMelleHue acnapToBoil kucioTsl (D) Ha acnaparun
(N) B mporeaze BUY y amuuokuciorHoro ocratka 30 (D30N). B coorBercTBHEH C
pe3yibTaTamMu in vitro, JOMUHHUPYIOIIUM U3MEHeHHueM reHoB mporeazbl BUY B kimHu4yeckux
u3osATax Bupyca Obuio 3amenienne D30N, koTopoe y psiia GONbHBIX COXPAHSIOCH 10 44-if
Helenu Tepanuu. Myranuu, ONHMCAHHBIE ISl APYTUX HMHTHOMTOPOB NpoTeasbl, JIMOO He
Habmonanuck Hukorna (G48V, V82F/T, 184V), nubo nabmroganuck odeHb peako (LIOM).
AHann3 aMUHOKHMCIOTHOM MOCJIEN0BAaTEIbHOCTH T€HOB MPOTea3bl, MOMYYEHHBIX OT OOJBHBIX,
B3STBIX METO/IOM CIy4aiiHOM BHIOOPKM U B T€UEHUE MeproAa 10 16 Heaenb MoTy4aBIInX JIU00
MOHOTEpanu HeaGUHABUPOM, MO0 HelndHWHABHp B KOMOMHAIIMM C 3UIOBYJWHOM H
JaMUBYJIUHOM, II0OKa3aJl JOCTOBEPHOE II0 CPAaBHEHUIO C MOHOTEpanveld YyMEHbIICHHE



TeHOTUITMYECKONW PE3UCTEHTHOCTU K Hel(UHAaBUPY B TOM ciydyae, €CIM OH Ha3Hayalcs B
KOMOHMHAIIMH C 3UJJOBYAMHOM U JJaMUBYIHHOM (56% 1 12%, COOTBETCTBEHHO).

[lepexkpecTHasi Pe3UCTEHTHOCTh MEXIy HeN(UHABUPOM M MHTUOUTOpaMHU OOpaTHOM
TPaHCKPUIITA3bl MAaJOBEPOSITHA, IIOCKOJIBKY O3TH Mpenaparbl JEMCTBYIOT Ha pa3HbIe
dbepmenTel-mutieHn. M3omatel BUY ¢ BBICOKOW CTENEHBIO YCTOWYMBOCTH K 3HJIOBYAHHY,
JaMHUBYJMHY, HEBUpAMHY M IHUPUAUOHY OCTAIOTCS IOJHOCTHIO UYYBCTBUTEIBHBIMH K
HenduHaBupy. In  vitro 4YyBCTBUTENBHOCTH INECTH KIMHUYECKHX M30JSTOB BHpYCa,
coJiepkalux 3aMenieHue B nojgoxkeHun D30N, Kk cakBUHABUPY, PUTOHABUDPY, UHJIUHABUPY U
aMIIPEeHaBUPY HE M3MEHsUIACh. Y OOJIbHBIX, MOTYYaBIIUX HEI(PUHABUP OKOJO 1 roxa u mociue
3TOr0 NEPEBEACHHBIX Ha JApPYrue HHTHOUTOPBI MPOTEa3bl, OTMEYAJCS CTOWKHHA OTBET Ha
HOBBIW BUJ| TEpaUH.

DapMaKOKHMHETHKA

He BbIsiBIeHO pa3nuuuii (hapMaKOKMHETUKH HEI(PUHABUPA Y 3A0POBBIX JOOPOBOIBIIEB
1 BUY-nH(umpoBaHHBIX OOJIBHBIX.

Bcacvisanue

[locne oOAHOKpaTHOrO WJIM MHOTOKpAaTHOro mnepopaibHoro mnpuema 500-750
HeluHaBUpa BO BpeMsl €Ibl MaKCHUMallbHble KOHLIEHTpallMM IIpernapara B IUla3Me
JIOCTUTAJIMCh, KaK IpaBuio, uyepe3 2-4 yaca. [locne mHorokpatHoro npuema 750 Mr kaxjable
8 yacoB B TeueHHe 28 nHEN (IOCTHKEHNE PaBHOBECHOM KOHIEHTpaluu - Css) MaKCUMaJIbHbIE
KOHIIEHTPAIlMU B TJIa3M€ COCTaBJsUIA 3-4 MKI/MJI, a MUHUMAaJIbHbBIE (B KOHIIE MEXKI030BOT0O
uHTepBana) - 1-3 mkr/mu. Ilocie oaHOKpaTHOro mnpuemMa pasHbIX 103 KOHIEHTpAlUuu
Hel(duHaBUpa B IJIa3Me BO3pacTald ObICTpee, YeM COOTBETCTBYIOLIME J03bl. AGcopOrus -
78%.

dapMaKOKMHETUYECKUE TMOKa3aTenu HelpuHaBUpa mpu mpueme 2 u 3 paza B CyTKH
onvHakoBbl. Ilpu wucnonb3oBaHMM O0OMX  PEKUMOB  JO3MPOBAHUS  MUHUMAJbHbBIE
KOHLEHTpalluu Ipenapata He MeHee, 4eM B 20 pa3 mnpesbimaror cpeanue IC95 Ha
IPOTSDKEHUM  BCETO  MHTEpBalla J103UpoBaHMs. KiMHHYeckass 3HA4MMOCTh IIEpeHOCca
MoKa3aTenell aKTUBHOCTH TMpernapara, MOMYYeHHBIX in Vitro, Ha KIMHHUYECKHE HCXOMIbI
Tepanuu, He yCTaHOBJICHA.

Brusanue nuwu na ecacvieanue nocie npuema 6Hympb

[Ipu nmpueme npenapara Bo BpeMsi €lbl €0 MaKCUMalbHble KOHIEHTPAIMH B IJIa3Me U
IJI0IIAab 1o KpuBoi “koHueHTpanus - BpeMs® (AUC) B 2-3 pasa Bbllle, 4eM Mocie npuemMa
HATOIIAK M HE 3aBHUCST OT COJCPKAHUS KUPA B TTHIIIE.

Pacnpeoenenue

O6mwem pacnpenenenus 2-7 JI/KT, IpeBbIIIaeT OOMUNA 00bEM BOJIBI B OpraHU3Me, 4TO
CBHUJICTEIILCTBYET O TOM 4TO TIpernapaTr XOpOIIO NPOHHWKAET B TKaHW opraHusma. llocie
OJTHOKPAaTHOTO MPHUMEHEHMs, €r0 KOHIEHTpalMs B TOJOBHOM MO3r€ HIXKE, YeM B JIPYIHX
TKaHAX, OJHAKO TIpeBbImaeT 95% addexTuBHy0 poTHBOBUPYCHYIO KOHIIEHTparmio (ECys)
in vitro. B ceiBopoTke HenpuHaBUp B 00JbI10M cTenenu (>98%) cBs3pIBaeTCs ¢ OeNKaMu.

Memabonuszm

MeTabonu3upyercst B MEUYSHH 01 BIUSHUEM H30(epMeHTOB uToxpoma P450, B Tom
grcne CYP3A, CYP2C19/C9 u CYP2D6, nmyrem okucieHHS ¢ OOpa3oBaHHEM OCHOBHOTO
AKTUBHOTO M HECKOJIbKMX JpYrux MmeTabonutoB. [lna3meHHble KOHIEHTpaluu aKTUBHOTO
METa0OoJIUTa COCTaBIAIOT OKoJMo 25% OT CcyMMapHOil MIa3MEHHOH KOHIEHTpaIuu



HedUHABUPA U €ro Mpou3BoaHbIX. [lociae ogHOKpaTHOTO MepopaibHoro npuema 750 mr Hc-
HenuHABUpa HEM3MEHEHHBIN HeJI(PUHABUDP cOCTABIST 82-86% paJOaKTUBHOCTH B ILIA3ME.
OcHOBHOM OKCHMETA0OIUT in Vitro 00JaaeT Takoi e MPOTUBOBUPYCHOW aKTUBHOCTBIO, KaK
Y UCXOJIHBIN Iperapar.

Buigeoenue

Knupenc mnocne OAHOKpaTHOrO M IOBTOPHOTO IMpHEeMa BHYTPb COCTaBJISET,
COOTBETCTBEHHO, 24-33 n/yac u 26-61 n/uac. Ilepuos moayBbIBeeHUS] TEPMUHAIBHON (a3bl
B IIJJa3Me, KaK IpaBujo, paBHsica 3.5-5 dacam. 87% BpIBoAMTCS C KajJOBBIMH MacCcaMH B
HEU3MCHCHHOM BHJIC, TOYKaMU — 1-2 % B HEM3MESHECHHOM BHJIC.

DapmakoKuHemuKa 6 0coObIX KIUHUYECKUX PYNRNAx

VY neteit B Bo3pacte oT 2 g0 13 nmer kinupeHc HenduHABUpa MOCIE MpHeMa BHYTPh
npuMepHO B 2-3 pasa BbIlIe, 4eM y B3pocibix. HazHaueHue HenduHABUPA B BUAC IMOPOIIKA
JUTSL TpUeMa BHYTPh WJIM TaOJIETOK B J03ax OKoyo 25-30 Mr/kr 3 pas3a B CyTKHU BO BpeMs €[Ibl
MO3BOJISIET JIOCTUYh PABHOBECHBIX KOHIIGHTpAlMd B IUIa3Me, AHAJOTHYHBIX TAKOBBIM Y
B3POCIIBIX OOJBHBIX, MOTYYAIUX M0 750 Mr Tpu pas3a B CyTKH.

[Ipu mopaxenuun neuenn (kinaccel A — C no Yaitna-Typkorry) AUC HendunaBupa
Bo3pactaeT Ha 49-69%. KoHkpeTHble peKOMEHIAIMH IO JO3MPOBaHHUIO HelduHaBHpa HE
IIPEJICTaBJICHBI.

IMoxa3zanus

Komb6unupoBannas tepanust BUU-1-uHpuimpoBaHHbIX B3pOCIBIX U AETel crapiue 2
JIET, BMECTE C IPYTUMH IPOTUBOPETPOBUPYCHBIMHU IIpEMapaTaMH.

IIporuBonokasanus

[ToBblIeHHast 4yBCTBUTEIBHOCTh K BupacenTy wuiam m11000My HamoJHHUTEINIO,
BXOJIALIIEMY B COCTaB Ipernapara.

OpnHOBpeMEHHBII TIPUEM INIPENapaToB C Y3KUM «TEPANEBTUYECKUM HHIEKCOM,
apisomuxcst cyocrparamu cucrembl nuroxpoma P450 (CYP) 3A (CYP3A4) (manpumep,
TepeHaAuHOM, acCTEeMM30JI0M, IU3ANPUAOM, MHMO3UAOM, aMHOAAPOHOM, XHHHUIUMHOM,
TpHa30jaMOM, MHUJA30JlaMOM U TPOU3BOJHBIMHM  CIOpPbIHBHM); HHAYKTOpoM CYP3A
pudamnuuHOM.

C 0CTOPOXXHOCTBIO - reMO(pUIIHS, TeYeHOYHAas! HeIOCTaTOYHOCTb, JETCKHI BO3pacT J10
2 net, 6epeMEeHHOCTD, TIEPHO/T JTaKTAIIUHU.

Cnocod npuMeHeHHs U 103bl

TabneTkn U MOPOIIOK HEJIPUHABHPA CIIETyeT MPUHIUMATEH BO BPEMSI €/IbI.

B3spocnvie u demu cmapue 13 nem: no 750 mr (Tpu Tabnetku mo 250 mr) Tpu pasa B
cytku uiu o 1250 mr (5 tabnerok no 250 mr) 2 pas3a B CyTKH, BHYTPb.

Hemu om 2 0o 13 nem: no 25-30 MI/Kr Macchl Teja TpU pas3a B CyTKHU. J{eTsiM, KOTopble
HE MOTYT TJIOTaTh TaOJETKH, HeN(UHABUP MOKHO HAa3HAYATh B BHUJIE MOPOIIKA Ui MpHEeMa
BHYTpb. PexoMeHJOBaHHOE Ui JeTe Yucino TabNeTOK WM KOJMYECTBO IOPOINKA
Hel(uHaBUpa A7 IpHEeMa TPU pa3a B CyTKH TaKOBO:

Macca Tena, kr Yuciio TableTok Yuciio MEpHBIX J0XKEK* Yuciio 4allHbIX JIOKEK
Ha 1 r mopoIka 0e3 Bepxa




7.5-<8.5 - 4 1
8.5-<10.5 - 5 1Y
10.5-<12 - 6 17
12-<14 - 7 1 %
14-<16 - 8 2
16 -<18 - 9 2
18 <23 2 10 27
>23 3 15 3%

[Topomok MOXXHO CMEHIMBAaThb C BOJOM, MOJOKOM, CMECSIMHU Jii HCKYCCTBEHHOTO
BCKapMJIMBaHud, B TOM 4YHCJIC COCBLIMHU, COCBBIM MOJIOKOM, IMYIWHIOM H T.O. HOpOH_IOK
Hell(pUHABUPA, CMEIIAHHBIA C 3TUMU MPOIYKTaMHU, PEKOMEHIYETCs MCII0JIb30BaTh HE IMO3KeE,
yem uyepe3 6 uvacoB. He pekoMeHayeTcsi cMelInMBaTh MOPOILIOK HEJN(UHABUPA C KUCIBIMU
cpeaaMu (anesbCUHOBBIN MM 0JIOYHBIN COK, sIOJIOUHBINA COYC), TOCKOJIBbKY B pe3yJibTaTe OH
npuobperaer TOpbkuil BKyc. J[00aBiaTh BOAy BO (IIaKOHBI C IOPOIIKOM HenduHaBUpa
HEJIb34.

HapymeHue (ﬁyHKl/;l/ll/l neyerHu u no4exk
B HACTOAICS BpEMA [JaHHBIX II0 O3THM KaTCropuim OOJILHBIX HCT, IO3TOMY
ClICOuaJdbHBIX peKOMeH,Z[aI_II/Iﬁ 110 103UPOBAHUIO AaTbhb HC IIPCACTABIIACTCA BO3MOKHBIM.

ITo0ouHbIe neiicTBUA

be3zonacHocTh HenduHaBUpPa OLIEHWBANACH Y OOJBHBIX, TOJyYaBUIMX MPEnapaT B BUC
MOHOTEpANlUM WM B COYETAaHMM C HYKJICO3WJHBIMH aHaJoraMu. bBOJIBIIMHCTBO U3
HaOJIOAABIINXCS HEXeNaTelIbHbIX SBJIEHUN ObulM BbIpaXeHbl cnabo. CaMbIM YacThIM
n0OOYHBIM JIEHCTBHEM IPU HCIOJIb30BAHUU HeN(HUHABHpPA B PEKOMEHIOBaHHbBIX J103aX Oblia
apest.

C yactoToif > 2% oTMeuanuch CiIenyIOINe HeXelaTeabHble IBICHHS (BO3MOXKHO WU
BEPOSITHO CBS3aHHbIE C MpUeMOM HelpUHaBUpa WIM TPH HEBO3MOXKHOCTH OLIEHKU
MIPUYHHHON CBSI3U C TIpEnapaTom):

Koorca u npuoamku: coib.

Kenyoouno-kuweunvie napyuienus: METEOPU3M, TOIIHOTA.

Jlabopamophnvle u3menenus: yMEHbLIEHHE 4YHCIa HEUTPO(QWIOB, IOBBIIICHHUE
aKTUBHOCTH kpeatuHkuHasbl, 1 AJIT/ACT.

Penxo OTMEYAJINCh CIIelyIoIINe o0OYHbIE peaxkuuu: peakuuu
TUIEPYYBCTBUTEIBHOCTH, BKJIIOYas OpPOHXOCMAa3M, YMEPEHHO WU CHUJIbHO BBIPAXKEHHYIO
CBIIIb, IUXOPAAKY M OTEKH; pBOTA, TAHKPEATUT, MOBBIIIIEHUE AKTUBHOCTH aMHJIa3bl, T€NaTHT.

Y HekoTOpbIX OONBHBIX KOMOWHUPOBAHHAs MPOTHUBOPETPOBUPYCHAS Tepamusi C
IPUMEHEHHEM MHTHOUTOPOB MPOTEa3bl MOKET COMPOBOXKAATHCS MepepacipeieieHueM Kupa,
B TOM YHCIIE YMEHBIIEHHUEM KOJUYECTBA MEpUPEPUUECKON >KUPOBON KJIETYaTKH U
YBEJIMYEHUEM JIENIO BUCLEPATIBHOIO JKHUpa, TUIEepTpodueil MOJOYHBIX XKelle3 U OTIOKEHHEM
KHpa M0 3a/IHeN MOBEPXHOCTH IIeu («ropouk»). IlpuMenenne MHruOUTOPOB MPOTEA3HI MOXKET
COIIPOBOXKIATbCS TaKXKe HAPYIICHUSMH OOMEHa BELIECTB B BHJIE€ T'MIIEPTPUIIHLIEPHIEMHH,
TUIIEPXOJIECTEPUHEMUH, UHCYJIMHOPE3UCTEHTHOCTH M THIEPIIMKEMHH, a TaKXKe YCHICHHEM
CTIIOHTaHHBIX KPOBOTEUEHUH y OOJIbHBIX TeMO(UITHEH.

Ilepeno3upoBka



JlanHble 00 OCTpOH mepeno3upoBKE HeN(pUHABUpAa Y YEIOBEKa OrPaHUYCHBI.
Crienmuduueckoro aHTUAO0Ta TNpH Tepeno3upoBke HenduuHaBupa HeT. llo mokazaHusM,
HEBCOCABIIMICS TpernapaT YAAIsioT, BbI3bIBasS PBOTY WIM [POMBIBAIOT  IKEITYAOK.
LlenecooOpa3Ho Takke Ha3HAYEHHWE AaKTHUBHPOBAHHOTO yris. [lockonbky HenduHaBUp B
BBICOKOH CTETIEHH CBS3bIBACTCS C OenkamH, 1uanu3 He 2P PeKTUBEH.

Oco0ble ykazaHus

Hendunasup merabonausupyercss U BHIBOIUTCS, B OCHOBHOM, IeueHbro. HeoOxoaumo
COOJIIO/IaTh OCTOPOKHOCTH MPH €r0 Ha3HAYEHUH OOJBHBIM C HapyHICHHEM (DYHKIMH MEUEHH.
C mouoii BeIBogUTCS auillb 1-2% 10361 HenbUHABUPA, CIEA0BATEIbHO, HApYyLIeHHE (YHKIIUU
MOYEK BPSJI JIU TMOBJIHUAET Ha KOHIICHTPAIMN HeJI(pHHABUPA B TUIa3Me.

bezonacHocts u 3¢¢exkTuBHOCTH HenduHaBUpa y JeTeil miagme 2 JIeT He
ycraHoBlieHbl. HenduHaBup cienyer Ha3HA4aTh JETSAM MIiajiie 2 JIET TOJIBKO B TOM Cllydae,
€CJIA BEPOATHBIE IPEUMYIIECTBA TEPAIIUH SIBHO ITPEBBILIAIOT BO3MOYKHBIM PUCK.

Hmerotcs cooOmieHust 00 yBEIMYEHHHM YacTOThl KPOBOTEYCHUH, B TOM YHCIE
CHOHTAHHBIX MOAKOXHBIX I'€MaTOM M I'eéMapTpo30B Yy OOJbHBIX reMOoGuMiInell, NoIydaronmx
MHTUOUTOPHI TpoTea3bl. HekoTopbM O0JIbHBIM MpUX0aMIoch HazHauaTh paxtop VIII. boree,
YeM B IOJIOBHHE OIMCAHHBIX CIIy4yaeB JIEYEHHUE MHITHMOMTOPOM MpOTeasbl MPOJOIKAIUA WIH
BHAyajle MpephIBaM, a 3aTeM Bo300HOBIsUIH. [Ipennornaraercs Hanu4yue NPUYUHHON CBS3H
MEXy IPUMEHEHUEM UHTMOUTOpaMH IPOTEas3bl U JTaHHBIM THUIIOM ITOOOYHBIX PEAKIMH, XOTS
ee MexaHu3M HesiceH. Cie1oBaTebHO, OOIBHBIX TeMO(HINe HE0OX0AUMO MTPETYITPEKAATE O
BO3MO>KHOM IIOBBILIEHUH PUCKA KPOBOTEUYEHHUH.

VY OONBHBIX, MOJIyYAIOIIUX HMHTUOUTOPBI MPOTEa3bl, OINKCAHBl Cllydyau BIIEpPBbIE
BBISIBICHHOTO CaxapHOro nauabera, TUNEPIIIMKEMUM U YXYIIICHHS KOMIICHCALUU YKe
MMEIOLIET0oCsl caxapHOro auadera. Y HEKOTOPBIX MAllMEHTOB TUIEPIIIMKEMUsI ObLia OYEHb
BBICOKOM, B psAJie ClIyyaeB €il COMyTCTBOBAJ KETOALU/03. Y MHOTUX M3 ATUX OOJBHBIX UMENN
MECTO COMYTCTBYIOIIME COCTOSIHUA U 3a00sieBaHUs, TpeOOBaBIINE MPUMEHEHHS MPENapaTos,
KOTOpbIE TaKXe MOIJIM CIIOCOOCTBOBATh Pa3BUTHIO CaXapHOTO JualdeTa WM THHepriIuKeMHH.
[IpyunHHas CBSI3b MEXJIYy MPUMEHEHHEM HWHTMOMTOPOB TMpOTEa3bl U Pa3BUTHEM
TUIEPIIMKeMUN U TuadeTa He YCTaHOBIICHA.

KoMOnHMpOoBaHHOW NMPOTUBOPETPOBUPYCHON TEpaNHH, BKIOYAsi CXEMBbI, COJEpIKaIIie
UHTUOUTOP MpOTeas3bl, y HEKOTOPBIX OOJBHBIX CONMYTCTBYET IepepaclpesiefieHHe >KUPOBOH
kjeTdyatku. [IpuMeHeHne MHrHOMTOpPOB MPOTEa3bl COMPSIKEHO TAKXKE C PAa3BUTHEM TaKHUX
METa0OJMUECKUX HApyIIEHHH, Kak TUIEPTPUINIMLEPUIEMHUs, TUIEPXOIeCTePUHEMHUS,
MHCYJIMHOPE3UCTEHTHOCTh U runepriaukemus. [Ipu ¢pusnkaasbHOM ocMOTpe OOJIBHBIX CIEAyeT
oOpamiaT BHUMaHUE Ha MPHU3HAKW IepepacrnperesieHuss >KUPOBOW KIET4aTKH (CM.
«[loOounsle neiicTBus»). HeoOXoauMo MOMHUTH 00 ONpEAENICHUU JIMIUIOB CHIBOPOTKU U
TJIIOKO3bI KpOBU. MexaHH3M pa3BUTHS 3TUX HEXKeNaTEeNbHbIX SBJIEHUN U UX OTAaJICHHbIE
MOCJIEJCTBHSI, B TOM YHCJIE TMOBBIIIEHHE PHUCKA CEPAEYHO-COCYIUCTHIX 3a00JeBaHMUM, MOKa
HESICHBI.

HeoGxomuMo  cobmiofath  OCTOPOKHOCTh  HpPUM  HA3HAUYEHUM  HeJI(PHUHABHUpaA
OJIHOBPEMEHHO C MHAYKTOpaMH, MHrHOuTOpamMu mwin cyoctpatamu uzopepmenta CYP3A4
CHCTEMBI IIUTOXPOMA; IIPU 3TOM MOXKET MOTPEOOBATHCSI KOPPEKIIUS 1035l PENapaToB.

HendunaBup Henp3si Ha3HauaTh BMeCTe ¢ pupamMnuuuHOM. PudaMmuuuH cHuxaer
AUC nendunaBupa Ha 82% (cMm. «B3aumoaeiicTBus»).

Nurn6utoper I'MI'-KoA-penykrassl (CTaTHHBI) MOTYT B3aUMOJICMCTBOBATH C
UHTUOMTOpAaMH TPOTea3bl U yBEIMYMBATH PHCK MHOIATHH, B TOM 4YHCIeE, pabIOMHOIIN3A.
OnHOBpEMEHHOE HUCIOIb30BAHNE MHIMOUTOPOB MpOTEa3bl U JOBACTATHHA WIM CUMBACTaTHHA
He pexkomenayercsa. Jlpyrue wuHrubutopsr I'MI-KoA-pemykrasbl  Takxke  MOTYT



B3aMMOJICHCTBOBATh C MHTUOUTOPAMH MPOTEa3bl U JOJDKHBI MPUMEHSATHCS C OCTOPOKHOCTHIO
(cm. «B3aumopeiticTBus»).

Oco0yto 0CTOPOXKHOCTh HEOOXOAMMO cOOJI0AaTh NMPU Ha3HAUYEHUU cuiiaeHaduia
OONBHBIM, TIONYYAIONIMM HWHTHOUTOpPHI  MpOTEa3bl, B TOM 4YHCIe, Hel(UHABHD.
OpnHoBpeMeHHOE MPUMEHEHHWE MHTUOMTOpa MpoTeasbl U CuijieHaduIa MOXKET 3HaYUTEIbHO
YBEJIMYUTH KOHIIGHTPAIMH TIOCTIEHETO U MPUBECTH K YCHICHUIO €r0 MOOOYHBIX JICHCTBHIA, B
TOM 4YHCJe, apTepUAIbHON TUIIOTOHUHM, HAPYIIEHUH 3peHus U mpuanudma (CM.
«B3anMoieicTBUS).

bepemennocms u nakmayua

B uccnenoBanusx penpoayKTUBHONW TOKCHYHOCTH Ha KpbICaX, B KOTOPBIX KMBOTHbBIE
MOJIyYyalIu J03bl, 00€CleuYrBaBIINE TAKYIO )K€ CHUCTEMHYIO 3KCIO3MIMIO K Ipernapary, Kak
UCIOJIb3yeMble B KIIMHUKE, HUKAKUX HEXKEIaTeNIbHBIX ABJICHUHN, CBI3aHHBIX C IIPENapaToM, He
Habroanock. KIMHUYECKHid ONBIT MPUMEHEHUSI y OEPEeMEHHBIX XEHIUH OTCYTCTBYeT. Jlo
HOSIBJICHUSI JONOJIHUTENbHBIX TaHHBIX HEJI(UHABUP CIEIyeT Ha3HayaTh NPU OEpeMEHHOCTH
TOJIBKO B UCKJIIOYMTENBHBIX CIIydasix.

JlanHple 1O DJKCKpeuuu Hel(pUHaBHUpa C IKEHCKMM MOJOKOM OTCYTCTBYIOT.
HccnenoBanust Ha JTAKTUPYIOMIUX KpPBICaX IMOKA3ajiH, YTO HEI(PHHABUD MONANACT B TPYJHOE
MOJI0KO. JKeHIIMHAaM PEeKOMEHIyeTCsl IPEKPaTUTh KOPMJIEHHE TPY/bI0, €CIM OHHU MOIYy4aroT
HeJlpuHaBHP.

B3aumopeiicTBus APYIrUMHU JEKAPCTBEHHBIMH CpEeACTBaAMHA

Henpunasup wmeraGonusupyercs yactuuHo cucremor CYP3A. Heobxonumo
co0JII0/IaTh  OCTOPO’KHOCTh TPU OJHOBPEMEHHOM Ha3zHaueHUM HHAYKTopoB CYP3A wmm
NOTEHLIMAJIbHO TOKCUYHBIX IPENapaToB, KOTOPbIE caMH METabONM3UPYIOTCS C MOMOILBIO
CYP3A. Ilo naHHbIM, MOJYYEHHBIM In Vitro, B TEpameBTUYECKHX KOHIIEHTPALUIX
Hen(pUHaBUP BPsJ JIU MOJABISIET aKTUBHOCTh APYTruX n3odepmeHToB nuroxpoma P450.

Jpyzue npomugopempogupycHvie npenapamsut

Hykneozuouvie ananocu - uneubumopvl obpammuou mpanckpunmaszvl. KinnHudecku
3HAYMMBIX B3aUMOJCHCTBUH MEXAYy HEI(PHUHABUPOM W HYKICO3HIHBIMH aHAJOTaMU
(0COOEHHO 3UI0BYJMHOM + JIAMUBYJMHOM, CTaByJMHOM U CTaBYJAMHOM + TUJIaHO3HMHOM) HE
HaOmonanock. IlockonbKy AuIaHO3WH B BHAE TaOJeToK ¢ OydpepoM pekoMeHAyeTcs
NPUHUMATD Ha ITYCTOM JKeNTy10K, HeJI(UHABUD cielyeT IPUHUMATh BO BpeMs eIbl uepe3 1 uac
nocJje JuIaHO3MHA WM OoJee, yeM 3a 2 yaca 10 IpueMa JuIaHO3HHA.

He-nykneozuonvie _uneubumopsl _obpammuou _mpanckpunmassl. be3onacHocTs u
3P PEKTUBHOCTh HUKETIEPEUHCICHHBIX KOMOMHAIMN TIpenapaToB HE YCTaHOBIICHBI.

Upasupeny. Kombunamus ¢ wudaBupeniem ypemnunBaer AUC HenduHaBupa Ha
20%, npu 3toMm AUC udasupenna He uzmensierca. Koppekuus 10361 IpU UX 0THOBPEMEHHOM
npueme He TpedyeTcs.

Henasupoun. OJHOBpEeMEHHOE Has3HaueHHWe NpuBoaAMio K yBenuuennto AUC
Henduuasupa Ha 107% u ymenpmenuto AUC nenaBupauna Ha 31%.

Hesupanun. KinHudeckn 3HAYMMOTO B3aUMOJCHCTBHS MEXIy HEI(PHUHABUPOM U
HEBUPAIIMHOM TIPH WX OJHOBPEMEHHOM TIpHEME HE OTMEYaeTcs, KOPPEKIUS 03bI He
Tpebyercs.

Apyeue uncubumopwl _npomeaswvl. bezonacHocTs U 3PHEKTUBHOCTh NEPEUNCIEHHBIX
HIDKE KOMOWMHAIMil mpenapaToB HE YCTAaHOBJICHBI. Pe3ynbTarhl, NpencTaBleHHBIC IS
pPUTOHABMpA, MHIUHABHPA M CAaKBUHABHPA, MOIYYEHbl B UCCIEIOBAaHUAX 10 B3aUMOJEHCTBUIO
IIpY OJTHOKPATHOM IIpHEME.




Pumonasup. OnnoBpeMeHHbIN nipueM npuBoAUT K yBenuueHutro AUC HenduHaBUpa
Ha 152% u Becbma HezHauuTenbHOMY n3MeHeHuto AUC putoHaBupa.

Hnounasup. OnHOBpeMeHHBIN npueM npuBoaui K yBenndeHuto AUC HenduHaBupa
Ha 83%, AUC unaunaBupa — Ha 51%.

Caxsunasup 6 maekux sxceramunoguvlx kancynax. OqHOBpEMEHHBIN MTPUEM MPUBOAMI K
yBenuuenuto AUC nendunasupa Ha 18%, AUC cakBuHaBupa — B 4 pasa.

Amnpenasup. OTHOBPEMEHHBIN MPUEM MPUBOIWI K HeOobIoMy yBennueHno AUC
Hen(duHaBUpa U aMIIpeHaBupa U MOBbIIEHUIO C,yy aMrpenaBupa Ha 189%. Koppekuuu 10361
3THUX IpenapaToB HE TpeOyeTcs.

Hnoykmoput hepmenmos memabonuzma

Pudamnmmn ymenpmaer AUC HendunaBupa Ha 82%. J[pyrue MOIIHBIE HHIYKTOPHI
CYP3A (nmanpumep, dpenobapburtan, kapOamasenuH, Mpenaparbl, COAEpKalllue pacTeHUE
Hypericum perforatum) TakXe MOTYT yMEHBIINTh KOHIIEHTpAlMH HEIX(PHUHABUpPA B IUIA3ME.
Ecnu 6onpbHOMY, mpUHHMMAaIONIEMy HEI(PUHABUP, HEOOXOAMMO JIEYCHHE BbIIICHA3BAHHBIMU
npernaparamM, Bpad JODKEH HCKaTh UM  anbTepHaTtuBy. OJHOBPEMEHHOE Ha3HAu€HUE
HendunaBupa B go3e 750 mr 3 pasa B cytku u pudadyruHa B noze 300 mr 1 pa3 B cyTku
npuBoauT K ymenbmeHno AUC nendunasupa Ha 32% u k yBenmuenuto AUC pudabyruna
Ha 207%. OnHOBpeMeHHOE Ha3HaueHue HenduHaBupa B Ao3e 750 Mr 3 pasza B CyTKH U
pudadyTrHa B BIOJOBUHY MEHbIIEH 03¢ - 150 Mr 1 pa3 B CyTKH - IPUBOIUT K YMEHBIIICHUIO
AUC mwnendunaBupa Ha 32% u k ysenuuenuto AUC pudalGyruna nHa 83%. Ilpu
OJIHOBPEMEHHOM TipueMe HenduraBupa B q03e¢ 750 Mr 3 pasza B cyTkd U pudadyTHHA, J03Yy
MOCIIEAHETO HY>)KHO YMEHbIIUTH 10 150 Mr 1 pa3 B cyTku (cM. «OcobOble yka3zaHus»).

OpnHoBpeMeHHBIN TpreM HelapuHaBupa B 103e 1250 Mr 2 pas3a B CyTKkU U (peHUTOHHA B
no3e 300 mr 1 pa3 B CyTKHM He M3MEHsUI KOHLEHTpaluu HelpuHaBupa B uiazme. OnHako,
AUC ¢ennTonHa u KOHLIEHTpaMU CBOOOJAHOrO (PEHUTOMHA MPH 3TOM CHIKAIUCh HAa 29% u
28%, cooTBeTcTBEHHO. [Ipy OIHOBpPEMEHHOM IpHEeMe KOPPEeKLMH /103bl Hel(uHaBUpa HE
TpeOyeTcs, 0IHaKO HE0OX0JUMO MOHUTOPHPOBATh KOHIIEHTpAIMK (PEHUTONHA.

Hneubumopul hepmenmos memabonuzma

OnHOoBpeMeHHOE Ha3HayeHHe HenpuHaBUpa M cuibHOro wuHruouropa CYP3A,
KETOKOHa30J1a, conpoBokaaioch yBenuuenueM AUC HendunaBupa Ha 35%. OT0 nu3MeHeHue
HE CUMTACTCAd KIMHUYECKH 3HAYUMBIM, TOITOMY KOPPEKIMS [03bl IIPH OJHOBPEMEHHOM
Ha3HAYCHUH STUX TpermapaTtoB He TpelOyercs. C yueTroM MeTabOJWYECKHX OCOOEHHOCTEH,
OKUJAaTh  KIMHUYECKH 3HAYMMBIX  JICKAPCTBEHHBIX  B3aUMOJEHCTBUH C  JIpYrMMHU
cneuupuyecKuMu MHTUOUTOpaMU CYP3A (prokoHaz0MI0M, UTPAKOHA30JI0M,
KJIQPUTPOMUILIMHOM, DPUTPOMHULIMHOM) HE MPUXOAMUTCA, OJHAKO HCKIIOYUTh TaKylo
BO3MOXKHOCTH HElb3sl (CM. «Oco0ble yKa3aHwus»).

Hueubumopor I'MI-KoA-pedykmasel. Ilpu oqHOBpeMeHHOM TIpueMe HelduHaBHpa B
no3e 1250 Mr 2 pasa B cyrku M cuMmBacratuHa B jo3e 20 mr 1 pa3 B cyrkm AUC
cuMBacTaThHa yBenumuuBaiachk Ha 506%. [Ipu ogHOBpeMeHHOM IIprieMe Hel(UHABUPA B J103€
1250 mr 2 paza B cyTku u atopBactathHa B 1o3e 10 mr 1 pa3 B cyrku AUC aropBacraTuHa
yBenuuuBaiach Ha 74%. XOTs MpueM BMECTE C JIOBACTAaTHHOM CIICIIMAILHO HE HM3ydalcs,
O’KU/IAeTCsl, YTO JIOBACTaTHMH MOJKET TaK K€ B3aWMOJICHCTBOBATh C HEI(PUHABUPOM, KaK U
cuMBacTaTHH. Bo n3bexxaHne BO3MOMKHBIX TOKCHUYECKUX SIBJICHHH, HeN(UHABUP HE CIEAyeT
Ha3HayaTb OJHOBPEMEHHO C CHMBACTaTUHOM MJIM JIOBacTaTUHOM. OJHOBpPEMEHHBIN NpuemM
aTopBacTaTHHA CleAyeT HAa4MHaThb C OCTOPOYKHOCTBIO, ¢ HaMMeHbIeH 103kl (cM. «Ocolble
YKa3aHUS»).

Memaoon. OgHOBpeMEeHHBIN npueM HenduHaBupa B Ao3e 1250 mr 2 pa3a B CyTKH H
metagoHa B fo03ax 80 £21 mr ogun pa3 B cyrku BUY-uHUIIMpPOBaHHBIMU MAl[MEHTAMH,



Y4acTBOBABLIMMU B METaJ0HOBOM nporpamme, cHuxan AUC meranona Ha 47%, npu 3TOM HU
Yy OJTHOTO M3 MAIMEHTOB B 3TOM HCCJIEIOBAHUM CUHIPOM OTMEHBI He pa3BuBaics. OgHako, u3-
3a (apMaKOKMHETUYECKUX HU3MEHEHUH CJelyeT OXKHUIaTh, YTO Yy HEKOTOPBIX MAI[MEHTOB,
OJIHOBPEMEHHO TMOJIYYaIOIIMX ATH MpenapaTrbl, MOTYT MOSBUTHCS CUMITOMBI OTMEHBI, YTO
noTpedyeT yBeInueHus J03bl METaI0HA.

Jpyzue 603moircuvle 63aumooeiicmeus

HendunaBup noBeimaeT KOHIEHTpAMK TepPeHaINHA B IJIa3Me, CIIEeOBATEIBHO, UX
HE clieflyeT Ha3HayaTb OJHOBPEMEHHO BO M30€XKaHUE TSDKENbIX WU YIPOXKAIOUIMX JKU3HU
aputMuii. [IOCKONBKY BEpOSTHBI aHAJIOTMYHBIE B3aUMOJICHUCTBUS C aCTEMHU30JIOM H
U3anpuaoM, Hel(UHABUP HE CleyeT Ha3HauyaThb OJHOBPEMEHHO M C 3TUMH IpenapaTami.
XoTs crennagbHbIX MCCIEI0BaHUN Ha 3Ty TEMY HE IMPOBOAMIOCH, CPEICTBA C BBIPAXKEHHBIM
cellaTUBHBIM jeicTBUeM, Merabonusupyromuecs CYP3A, nHanpumep, TpuasoiaMm WIH
MH/Ia30JIaM, TaK)Ke HE CIEAYeT IPHMEHSATh BMECTe C HeI()UHABUPOM, MOCKOIBKY HX
celaTUBHBIN 3D (HEKT MOKET yIUITMHATHCS.

HenpunaBup Moxer yBenuuyuBaTh IJIA3MEHHbIE KOHLEHTPALUU JAPYrUX BELIECTB,
apistomuxcst cyocrpatamu ans CYP3A (nampumep, OJ0KaTOpoB KajbIMEBBIX KaHAJOB,
cungeHaduiaa, HMMMYHOJEIPECCAHTOB,  BKIIOYAs  TaKpPOJIMMYC W LHKIOCIIOPHUH),
CJIEZIOBATENIbHO, B TAaKMX CiIydasX OOJIbHBIX HYXHO TIIATEIbHO HAOIIOAAaTh HA MpeaMeT
BBISIBJICHUSI IPU3HAKOB TOKCUYHOCTH 3TUX IpenapaToB (cM. «OcoOble yKazaHUm»).

Asumpomuyun. OMHOBpEeMEHHBIN npueM HenduHaBupa B go3e 1250 mr 2 pasa B cyTKu
U ofHOKpaTHbI mpueM 1200 Mr a3uTpoMHULIMHA MPUBOAMUI K HEOONBIIOMY YMEHBUICHHUIO
AUC wnendunasupa u ysenuuenutro AUC asutpomunmHa Ha 113%. Koppekius no3si
HelpUHaBUpa UM a3UTPOMUIIMHA HE pekoMeHayeTcs. OHaKo, IPU OJJTHOBPEMEHHOM IpUueMe
3TUX MpenapaToB HEOOXOIUMO TINATENbHO HaOIr0AaTh OOJIBHBIX HAa NPEAMET H3BECTHBIX
NOOOYHBIX JEUCTBUN a3UTPOMMIIMHA, TAKMX KaK YBEIMYEHHE AKTHUBHOCTH IE€YEHOUYHBIX
(epMEHTOB U HapyIIEHUs ClyXa.

Opanvhvle koumpayenmugvl. OJHOBpEMEHHBIH NpueM HenduHaBupa no 750 mr tpu
pasa B CyTKM M KOMOMHHMPOBAHHOTO OpaJbHOI'O KOHTpalenTuBa, cojepxasmero 0.4 wmr
HOPATUHJPOHA U 35 MKT 17-a-3TUHUIIACTPAAMOIA, HA MPOTSXKEHUHN 7 THEH COMpPOBOXKIAIOCH
camkenneM AUC stunmiactpaguona Ha 47%, a AUC nHopatunapona - Ha 18%. Cnenyer
paccMOTPETh BOIIPOC O MPUMEHEHUH JPYTUX MEP KOHTPALIEIILIMH.

®opMbl BBINYCKA U YIIAKOBKA

[To 270 wiu 300 Ttabnerok Bo ¢uIakoH W3 TONUATHIEHA BhICOKOH mmotHocTH (HDPE) ¢
3aBHHUYMBAIOILIEHCS KPBIILIKOH, oOecreunBarolieid KOHTPOJIb BCKPbITHS . Kaxaplii  QuakoH
BMECTE C MHCTPYKLHEH IO MIPUMEHEHHIO IOMEIIAIOT B A4YKy KAPTOHHYIO.

[To 144 r npenapaTa Bo (pJIakKOHBI U3 MOJHUITHIICHA BEICOKOM MJIOTHOCTH € 3aBUHYMBAIOLICHCS
KPBIILIKOM, oOecreunBaroeil KOHTpob BCKpbITUs. Kaxplil prakoH BMECTe ¢ MHCTPYKIUEH
10 IPUMEHEHUIO U MEPHOM JIOKKOM MOMEIIAIOT B KAPTOHHYIO MTAUYKY.

Cpoxk rognocTu

TalneTku, MOKPBIThIE 000I0UKON 3 roma

[Topomiok a1t mpueMa BHYyTPb 2 rona

IIpenapatr He cieqyeT HCHOIb30BaTh I10 HMCTEUEHUMM CpOKa TOJHOCTH, YKa3aHHOIO Ha
yIIaKOBKE.



YciaoBusi XxpaHeHust

Xpanuth npu TeMneparype He bime 30°C.
XpaHUTb B HEJIOCTYITHOM JUIsI IETE€H MecCTe.

YciaoBusa OTIIYCKA U3 alITEeK

ITo peuenry

IIpousBoaurenn

TabneTku, MOKPBIThIE 000IOUKON

“®. Xodpdbmann-Jls Pomr JItn.”, [lserinapus

“®. Xohdpmann-Jls Pomr JItn.”, mpousseneno “Pom Dapma C.A.”, Ucnianus
ITopomok st npuémMa BHYTpb

“@. Xohdpmann-Jlsa Pomr JItn.”, Hseitnapus

FOpuouueckuii aopec npoussooumens:
@& . Xopdmann-JIa Pom JIta, 'penszaxepmrpacce 124, 4070 bazens, [1IBetinapus
F.Hoffmann-La Roche Ltd, Grenzacherstrasse 124, 4070 Basel, Switzerland

Pomr ®apma C.A., Cesepo Ouoa 13, 28914 Jleranec (Manpun), Ucnanus
Roche Farma S.A., Severo Ochoa 13, 28914 Leganes (Madrid), Spain

Ilpemensuu nompedbumeneil nanpaeiams no aopecy Ilpeocmasumenscmea 6 Mockae:

125445, yn. CmounbHas, 1. 24]]
ten: 258 27 77, dake: 258 27 97

Hupexrop MIKIJI npod. B.B. UenbiioB

[TpencraBuTens GpupMel H.H. Hazaposa
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