MUHHUCTEPCTBO 3JIPABOOXPAHEHUS POCCUMCKOM ®EJIEPALINN

HNHCTPYKIUA
10 MeIUIMHCKOMY NPUMEHEHHIO JIEKAPCTBEHHOI0 NMpenapara

PABEIIPA30J1

PerncrpanuoHHblii HOMep:

Toprosoe HaumenoBanue: PaGenpazon

MesxkyHapoaHOe HEMATEHTOBAHHOE HAUMEHOBaHuUe: padernpason

JlexapcTBeHHas opma: TaOIETKU KUILIEYHOPACTBOPUMBIE, TOKPHITHIE 000I0UKOM

Cocras

1 TabneTka KMIIEYHOPACTBOPUMAS, IIOKPHITast 0005109K0#, 10 MI coepKuT:

Cocmas siopa mabremxu:

Heticmsyrowee eewecmeo. pabdenpazon Hatpus — 10,0 Mr, cooTBeTcTByeT pabemnpazony —
9,24 wmr.

Bcnomoeamenvuvie geujecmea: MarHMs OKCHI, THUIPOJIo3a (THIPOKCHIIPOIMIIIIEILTION03A)
HU3K03aMeIlleHHAast, MAaHHUTOJI, THIIPOMEIJI03a, HaTpHs cTeapui (ymapar.

Cocmas obonouxku mabnemku 1: omanpait 6ecusernbiii 03K19229 (runpomennosa, TpualeTHH,
TaJIbK), MarHUsI OKCHI.

Cocmas obonouku mabnremxu 2: mypenus oecuetHbiii E-7-19040 (atumnmemnitono3a, aMMOHUS
THJIPOKCHUJI, TPUTIUIICPUIBI CPETHEIICTIOUETHBIE, OJICMHOBAs KHCIIOTA).

Cocmae obonouku mabaemxu 3: akpunu3 |l pozossiit 3932240000 (MeTakpuiIOBOM KHCIOTHI U
sTunakpuiara cononumep (1:1), Tambk, TUTaHa IUOKCH], nojokcamep 407, KanblMs CHUJIMKAT,
HaTpus OuKapOOHAT, HATPUS JaypuiCyiabpaT, KpacuTedb Kele3a OKCUJA KPACHBIM, KpacuTelb
Kele3a OKCUJI JKEIThIN).

Onucanue

Tabnemku 10 me: TabIeTKU KPYIJIOW, ABOSKOBBITYKJION (OPMBI, MOKPBIThIE O0OJOYKOM OT
PO30BOTO 710 KOPUIHEBATO-PO30BOTO I[BETA

dapmakoTepaneBTHYeCKasi TPYNIA: CPEICTBO, TMOHIKAIONIEEe CEKPEIHIO JKele3 JKelmyaKa —
IPOTOHHON MOMITBI UHTUOUTOP.

Kon ATX: A02BC04



dapmakoJIornyecKue cBoiicTBa

Dapmakoounamuxa

Mexanusm deticmsus

PaGenpazon HaTpusi OTHOCHTCA K KJIAacCy AaHTHCEKPETOPHBIX BEUIECTB, IPOU3BOIHBIX
Oensumuaazona. PaOempa3on HaTpus NONABISET CEKPEUHUIO KEIYyJAOYHOIO COKa IyTeM
crienuduueckoro uarubuposanus H'/K* AT®a3bl Ha CEKpPETOPHON MOBEPXHOCTH MAPUETATBHBIX
xieTok okenyaka. HY/K' AT®asza mnpeacraBiaser co0oii OENKOBBIH KOMILIEKC, KOTOPBIi
GyHKIIMOHUPYET KaK MPOTOHHAs TOMIIAa, TakuM o0pa3oM, palempa3oil HaTpusl SBISETCS
MHTHOUTOPOM MPOTOHHOW MOMIIBI B XKeENyAKe U OJOKUpYeT (UHANBHYIO CTaJUI0 MPOIYKIUH
KACIHOTHL. JlaHHBIA A(QQEKT SBIAETCS M0303aBUCHUMBIM W TPHBOAWT K TIIOJABICHHUIO Kak
0a3anbHOM, TaK M CTUMYJUPYEMOM CEKpeLUMU KHUCIOThl HE3aBUCHUMO OT pa3ApaxKUTeNs.
PaGenpazon Hatpus He 001a1aeT aHTUXOJIUMHEPTUYECKUMU CBOWCTBAMHU.

Anmucexpemoponoe oeticmsue

[Tocne mnepopampHOro mpuema 20 Mr pabemnpa3ojia HATpUS AHTHUCEKPETOPHBIA 3 dexT
pa3BuBaeTcs B TeueHue yaca. IHrubupoBanue 6a3aibHON U CTUMYJIAPYEMOU CEKPELUU KUCIOTHI
yepe3 23 yaca mocie mpuema MepBoil 03kl pabernpa3ona HaTpus coctaBisieT 69 % u 82 %,
COOTBETCTBEHHO, W  mpojoibkaercas g0 48 uacoB. Takad  MOpoOAOIKUTENBHOCTH
(dapMakoIMHAMUYECKOTO JEMCTBUSI HAaMHOTO IIPEBBIIIACT IPEACKAa3yeMyl0 Ha OCHOBAaHUU
nepuojia TOJyBbIBeAeHUsT (MpuMepHO oauH yac). Jlauuwii s¢ddext moxker ObITh O0BsSCHEH
IPOIOJDKMTEBHBIM CBA3BIBAHMEM JIEKApCTBEHHOTO BemecTBa ¢ HY/K® AT®a30ii napueTanbHbIX
KJIETOK JKelyAKa. BenmnumHa WHTUOHMpYOIIETo OEHCTBUS padempaszoia HaTpHUs Ha CEKPEIHUIo
KHUCJIOTHI JIOCTUTaeT IUIaTo Mocie Tpex JHel mpuema pabemnpasosna Hatpus. [Ipu npekpamenun
pHeMa CeKpeTOopHasi akTUBHOCTh BOCCTaHABIIMBAETCS B TeueHue 1-2 nHen.

Brusnue na yposens cacmpuna 6 niazme

B xozxe xnumHMYecKUx uccienoBaHuil nanueHTsl npuHuManu 10 wiun 20 Mr pabenpasona HaTpus
€XeJIHEBHO MpHU MPOAOLKUTEIBHOCTH JIeeHHs 10 43 MecsieB. YPOBEHb racTpuHa B IUIa3Me
OBLT TIOBBIIICH TIEPBbIE 2-8 HENENTb, YTO OTPaKaeT HHTHOMpPYIOIIee EWCTBHE HA CEKPEIHI0
KucnoThl. KoHIIeHTpanus racTpyMHa BO3Bpallajiach K MCXOJHOMY YPOBHIO OOBIYHO B TEUEHUE
1-2 Henenp nmocie MpeKpaieHus JIe4eHusl.

Brusanue na sumepoxpomagunno-nooodHvle Kiemxu

[Tpu uccnenoBanny 006pa3lioB OUOTICHH KelyAKa YelloBeKa U3 00JIacTH aHTpyMa U JTHA JKeNyIKa
500 mamueHTOB, TONy4YaBIIMX pabenpa3osl HATpUs WJIM Tpernapar CpaBHEHHS B TEUCHHE
8 Henenb, YCTOHYMBBIE H3MEHEHHMS B MOPQOJOTMUYECKOW CTPYKType H3HTEpOoXpoMaduHHO-

MOJOOHBIX KJIETOK, CTENEHU BBIPAXKEHHOCTH TacTPUTA, YacTOTE aTpo(HUUecKOro racTpura,



KHIIEYHOW MeTaluiasuu win pacrnpoctpanennn wuHbekiuun Helicobacter pylori we Obumm
O0OHapyXeHBbI.

B wuccrnegoBanum ¢ yuactuem Oonee 400 manmueHTOB, IMOJy4yaBIIMX pabempas3on HaTpus
(10 mr/menp nnu 20 Mr/AeHB) MPOAOIKUTEIBHOCTBIO 0 | roma, 4yacToTa THIEPIUIa3uu Oblia
HU3KOH U CPaBHUMOM ¢ TaKOBOH Ju1si omenpasoia (20 mr/kr). He Obu1 3aperucTpupoBaH HA OJIUH
cilydail aIcHOMaTO3HBIX U3MEHEHUI MM KapIUHOUIHBIX OIyXOJIeH, HaOI01aBIINXCS Y KPBIC.
Hpyeue 2¢hghexmut

Cucremubie 3¢ dexTsl padenpa3ona HaTpusi B OTHOIICHUU LEHTPaIbHOW HEPBHOM CHCTEMBI,
CEpJICYHO-COCYIUCTON MM ABIXaTEeIbHOW CHCTEM B HACTOSIILIUKA MOMEHT HE OOHapyKeHbI. bblo
MOKa3aHo, 4TO pabenpas3osl HATPUS MPU MEPOPATILHOM Mpueme B 103¢ 20 Mr B TeueHHE 2 HEIeIb
HE OKa3blBaeT BIMAHUSA Ha (DYHKIMIO MIMTOBHIIHOW >KEJE3bl, YIJIEBOIHBIA OOMEH, ypOBEHB
NapaTUpeouHOT0O TOPMOHA B KPOBHM, a TakKKE Ha YPOBEHb KOPTU30JIa, ACTPOTEHOB,
TECTOCTEpPOHA, MPOJAKTUHA, TIIIOKaroHa, ¢Goiukynoctumyiupyomero ropmona (DOCI),
moTenHu3upyrouero ropmona (JII'), penuna, anpaocTepoHa 1 COMaTOTPOIIHOTO TOPMOHa.
DapmakoKkunemuxa

Abcopoyus

PaGenpazon ObicTpo abcopOUpyeTcs U3 KUIIEUHUKA, U €ro MHUKOBBIE KOHIEHTPALMU B IIa3Me
JIOCTUTAIOTCSl TpUMEpHO depe3 3,5 4 mocne mpuema 103kl B 20 mr. M3mMeHeHue MHKOBBIX
KoHUeHTpauui B 1iasMe (Cmax) ¥ 3HAYEHMH IUIOMIAAU TOJ KPUBON «KOHIIEHTpAIUS-BPEMs»
(AUC) paGenpazona HOCAT JTUHEHHBINH XapakTep B Auana3zone 103 ot 10 no 40 mr. AGcomtoTHas
OMOMOCTYNHOCTh TOCHIE MepopaibHoro npuemMa 20 Mr (o0 CpaBHEHHIO C BHYTPHUBEHHBIM
BBeJIeHHEM) cocTaBisieT okoiao 52 %. Kpome Toro, OMOAOCTYHOCTH HE H3MEHSETCS INpHU
MHOTOKpPAaTHOM IpHeMe pabemnpaszofa. Y 310pOBbIX T0OpPOBOJIBIEB MEPHO/] MOJYBBIBEICHUS U3
T1a3Mbl cocTaBisieT okono 1 9 (Bappupys ot 0,7 mo 1,5 4), a cyMMapHBIi KIUPEHC COCTaBISET
3,8 MiI/MMH/KT. Y NallMEHTOB ¢ XpOHUYECKUM nopaxeHueM neuyeHn AUC yBennueHa BJIBOE I10
CPaBHEHHIO CO 370POBBIMHU JTOOPOBOJIBIIAMH, YTO CBHICTEIHCTBYET O CHH)KCHHU MeTaboimM3Ma
NIEPBOTO MPOXOXKIICHHS, a TIEPHUOJT TIOTYBBIBEICHHS U3 TUIa3Mbl yBeIH4YeH B 2-3 paza. Hu Bpems
npuema Ipernapara B T€UEHHE CYTOK, HM aHTalUIbl HEe BIMAIOT Ha abcopOiuio pabempasona.
[Tpuem mpenapata ¢ >kUpHON NuUILeH 3ameanseT abcopOuuio pabenpasona Ha 4 yaca u Oosee,
oHaK0 HU Cmax, HU CTETICHb a0COPOIINMHN HE H3MEHSFOTCSI.

Pacnpeoenenue

V 4enoBeKa CTEIEHb CBA3bIBAaHUS pa6enpasona ¢ OeIKaMu IIa3Mbl COCTaBIsET 0K0JI0 97 %.



Memabonusm u evigedenue

Y 300poswix arooeii

Ilocne mpuema OJHOKpATHOH mepopanbHOH 10361 20 Mr 4C-meuenoro pabempasona HaTpus
HEU3MEHEHHOT0 IMpemnapara B Moye HaiijieHo He O0bu10. OKoso 90 % pabemnpaszosia BRIBOIUTCS C
MOYOIl IJIaBHBIM 00pa3oM B BHJE JBYX METaOOJHMTOB: KOHBIOIaTa MEpPKANTypOBOM KHUCIOTHI
(M5) u kap6onoBoii kucnotel (M6), a Takke B (opme ABYX HEU3BECTHBIX METaOOJIUTOB,
BBISIBJICHHBIX B X0JI€ TOKCHKOJIOTHUECKOTo aHam3a. OcTaBiiascs 4acTh IPUHATOrO padernpasona
HATPUS BBIBOJUTCS C KaJIOM.

CymmapHoe BbIBeneHHE cocTaBisieT 99,8 %. DTu maHHBIC CBHAETEIBCTBYIOT O HEOOJIBIIOM
BBIBEJICHMHM METa00JIMTOB paberpa3oia HaTpus ¢ Kerdbio. OCHOBHBIM META0OJIUTOM SIBIISIETCS
tHo3¢up (M1). ETMHCTBEHHBIM aKTHBHBIM MeTaboiuToM siBisercs necmetwi (M3), onHako oH
HAOMOIaICsT B HU3KOM KOHLIEHTPALMM TOJBKO Y OJHOTO YYAacTHHKA HCCIENOBaHUS TOCHe
npuema 80 Mr pabemnpa3zosna.

TepmunanvHas cmaoust NOYEYHOU HeOOCMAMOYHOCIU

VY nanueHToB co CTaOMIbHON NMOYEYHOM HEIOCTATOYHOCTHIO B TEPMUHAIBHON CTa U, KOTOPHIM
HEOOXOMMM MOIEPKUBAIOIMI reMoauanu3 (KIUpeHc KpeaTmHWHA < 5 wmu/mun/1,73 wm2),
BbIBE/ICHHE palernpa3oia HaTpHUsl CX0XkKe ¢ TAKOBBIM It 3A0pOoBbIX 100poBoibieB. AUC 1 Cmax Y
ATUX MAMEHTOB ObLIO MpUMEpHO Ha 35 % HMXKE, 4eM y 370pOBbIX 0OpOBOJbIEB. B cpenHem
Nepuo/i MoJyBeIBeACHUsT padenpazona coctaisul 0,82 4 y 3m0poBbIX 100poBOIbIEB, 0,95 4 y
MalMeHTOB BO BpeMsl remoiuanus3a u 3,6 4 mocine remoauanusa. KimpeHc mpemapara y
NAalMEeHTOB C 3a00JI€BaHUAMHU MOYEK, HYKJIAIOIIMUXCS B TeMojuanu3e, ObUl NpUOIN3UTENBHO B
JIBa pasa BbIIIE, YEM Y 3/J0POBBIX 100POBOJIBIIEB.

Xponuueckuii KOMNEHCUPOBAHHBIU YUPPO3

[TanMeHThl ¢ XPOHMYECKUM KOMIIEHCUPOBAHHBIM IIMPPO30M II€UEHH NEPEHOCIT padenpa3oi
Hatpud B no3e 20 mr 1 pa3 B nmeHp, xoTa AUC ynBoeHa U Cmax yBenmueHa Ha 50 % mo
CPaBHEHHIO CO 3/JOPOBBIMHU JOOPOBOJIbIIAMU COOTBETCTBYIOIIETO IOJIA.

Toorcunvie nayuenmaol

VY NoXuIBIX TMAIlMEeHTOB JJIMMHUHALMS pabernpas3oia HEcKoidbKo 3amemneHa. Ilocne 7 aueit
npuema pabernpasona o 20 Mr B cyTku y noxkuibix aun AUC 6bu1a mpuMepHo BABOE Oouiblile, a
Cmax moBbIIeHa Ha 60 % 10 CpaBHEHHIO ¢ MOJIOJBIMHU 3J0POBBIMHU JT0OpoBOJIbIIaMU. OIHAKO
MPU3HAKOB KyMYJISIIMH pabenpazoia He 0TMEYalloCh.

CYP2C19 noaumopguzm

VY nanueHToB ¢ 3amemneHHbIM MeTabonuzMoM CYP2C19 nocne 7 nHelt npuema pabernpaszoia B

no3e 20 mr B cytku AUC yBenumuuBaercs B 1,9 pasa, a nepuon nosiyBeiBeneHus B 1,6 pasza no



CPaBHEHMIO C TEMH XKe MapaMeTpamu y «OBICTPhIX MeTab0In3aTOpOBY», B TO ke BpeMs Kak Cmax
yBenuuuBaetcs Ha 40 %.
IMoka3aHusi K NPpUMEHEHUIO
CHUMINITOMBI JAMCTIETICUU, CBSI3aHHOW C MOBBIIMIEHHOW KHCIOTHOCTHIO KEITYJOYHOrO COKa, B T.U.
CHUMIITOMBI racTpod3odareabHON pedIrOKCHONW 00JIe3HU (M3KO0Ta, KHCIIas OTPBIKKA).
IIpoTuBONOKa3aHMSA

e [loBbllieHHAst YyBCTBUTEIHHOCTh K palernpa3oiy, 3aMeIIeHHbIM O€H3UMH1a301aM UJIH K

JTr000My M3 BCIIOMOTATEIbHBIX BEIIECTB Mpenapara;

e bepeMeHHOCTS;

e [lepuoxa rpyaHOro BCKapMIIMBaHUS;

e Bospacr 1o 18 ner.
C 0CTOPOKHOCTHIO

e Tspkenas moyeuHasi HEOCTATOYHOCTb.
IIpumeHeHnne npu 6epeMEHHOCTH M B NIEPHO/ TPYIHOT0 BCKAPMJINBAHUS
JlaHHBIX 110 6€30MMacHOCTH IPUMEHEHHUS paderpa3oiia BO BpeMsi 06peMEHHOCTH HET.
HccnenoBanus penpoAyKTUBHOCTH Ha KPbICaX M KPOJIMKAX HE BBISIBUIM MPU3HAKOB HAPYIICHUS
bepTunpHOCTH U AePEKTOB Pa3BUTHUS I1J10/1a, O0YCIOBIEHHBIX pabenpa3zoyioM; 0OJHAKO Y KPbIC
B HEOOJIBIIINX KOJIMYECTBAX Mperapar MPOHUKAET uepe3 IIaleHTapHblil Oapbep. Pabenpaszon He
clefyeT NPUMEHATh IpU OEpEeMEHHOCTH 3a HCKIIOUEHHEM CIIy4aeB, KOI/la OXKUAAeMbI
HOJIOKUTEIbHBIN 3(h(EeKT 1151 MaTepu MPEBOCXOIUT BO3ZMOKHBIN Bpe[ IS IUI0AA.
HeusBectHo, BblAEHseTCS JU  pabemnpa3onl ¢ TpyaHbIM  MojokoM. CoOTBEeTCTBYOIIME
HCCJIEIOBaHMS y KOPMSIINX JKEHIIMH HE MPOBOIMINCh. BMmecTe ¢ TeM pabenpazon oOHapyKeH B
MOJIOKE JIAKTUPYIOIIUX KPBIC, U TO3TOMY palberpa3oil Hellb3sl Ha3HA4aTh KOPMSIIUM KEHIIUHAM.
Cnocod npuMeHeHus U 103bl
BHyTps, B 103¢ 10 Mr oauH pa3 B CyTKH.
Tabnetkn npenapara PaGenpas3on Henb3s pa3zKeBbIBaThb WM M3MeIbdaTh. 1abNETKU cliedyeT
rJI0TaTh LEIUMKOM. PexkomeHayeTcss mnpuem mpemnapara YTpOM, IepeA MPUEeMOM IUIIH.
VYcTaHOBIIEHO, YTO HU BpeMsl CYTOK, HM NpPUEM IUIIM HE BIUSAIOT Ha aKTUBHOCThH palempasofa
HaTpHsi, HO PEKOMEHJIyeMOe BpeMs Ipuema Ipernapara CliocOOCTBYET JIydlIeMy COOIIOIEHUI0
HalMeHTaMH CXEMBbI JICUCHHS.
[Ipu otcyrcTBUM 5>(dekTa B TeueHUEe MNEepBbIX TpeX MAHEH JeueHUs HEeOOXOIAUM OCMOTP
cnenuanucra. MakcuManbHbIN Kypc JedeHus 6e3 KOHCYIbTalluu Bpada — 14 1Hel.
IToGouHoe neiicTBHE
Jnis ompeneneHus YacTOThl BO3HUKHOBEHMS IMOOOYHBIX 3((EKTOB Npernapara MNPUMEHSIOT

CIemyIoNmylo Kinaccudukamuio: odeHb 4yacto (> 1/10); wacro (> 1/100 u < 1/10); Hewacto
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(> 1/1000 u < 1/100); penko (> 1/10000 u < 1/1000); ouenp penxo (< 1/10000), BxIrOUas
€MHUYHBIE CIy4aH.

Hapywenus co cmoponvl ummyHHOU cucmemvl: PEAKO — OCTPbIE CUCTEMHbIE aJIEPTUYECKUE
pEaKIHH.

Hapywenus co cmoponvl Kposu u aum@amuyeckou cucmembvi: PEAKO — TPOMOOLMTONEHUS,
HEUTPOIICHUS, JICUKOIICHMUS.

Hapywenus co cmoponvl obmena sewyecms u numarnus: peaKo — THIIOMarHueMUs.

Hapywenus co cmopoubl neyenu u cenuesbleoOsuyux nymeti. TOBBILIEHHE aKTUBHOCTH
NIEYEHOYHBIX (DEPMEHTOB, PEIKO — FeNaTUT, XKeJITyXa, IeUeHOYHas SHIe]anonaTus;

Hapywenus co cmoponst nouex u mMouegoleo0saujux nymei: O4€Hb PEIKO — MHTEPCTUIIMAIbHBIM
HepHuT.

Hapywenus co cmoponbl Kodcu u NOOKOJICHbIX MKaHel. PEAKOo — OyIIe3Hble BbICHINAHUSA,
KpalMBHUIA; OYEHb pPEIKO — MYJbTU(GOPMHAS 3pUTEMA, TOKCHUECKUH 3NuiepMalbHbIN
HeKkpoJu3, cuHapoM CruBeHca-/[)KOHCOHa.

Hapywenus co cmoponsl ckenremuo-mvluledHou U COeOUHUMENbHOU MKAHU: PEAKO — MHUAITHS,
apTpaTus.

Hapywenus co cmopoHbl no108bIX 0p2anos u MOI04HOU Jicene3bl. OUeHb PEIKO — THHEKOMAaCTHsl.
W3menenuit apyrux nabopaTOpHBIX MOKa3zaTened B Xoje Mpuema pabernpa3osia HaTpus He
HaOJIFOJAJIOCh.

CornacHo JaHHBIM MOCTMAPKETHHIOBBIX HAOIIOACHUN NpU MpUEME WHTMOUTOPOB IMPOTOHHOM
nomisl (UITIT) BO3MOXXKHO yBenHUYeHHE pHCcKa BOSHUKHOBEHHS epenoMoB (cM. paszzaen «Ocobble
YKa3aHUS»).

Ilepeno3supoBka

Cumnmonmbi

JlaHHbBlE O HaMEpPEHHOM WIM CIy4YaliHONW NEpeNo3UpOBKE MHUHHMMalbHBL. CilydaeB CUIBHOU
nepe03upPOBKH pabenpazonoM He ObLIO OTMEYEHO.

Jleuenue

Criermuduueckuii aHTUIOT Hen3BecTeH. Pabenpas3on XopoIo cBA3bIBaeTCs ¢ OenKkaMu IMIa3Mbl U
no3TOMy ciabo BbIBOAUTCA mpu auanuze. [Ipu mepeno3upoBke HEOOXOAMMO IPOBOAUTH
CUMITOMATUYECKOE U MOJJepKUBAIOLIEe JICUCHHUE.

B3aumopneiicTBHe ¢ APYTrMMH J1eKAPCTBEHHBIMH NIpenapaTaMu

Cucmema yumoxpoma P450

Pabenpaszon narpus, kak u npyrue UIIII, merabonusupyercs ¢ y4acTHEM CHUCTEMbI LIUTOXpOMa
P450 (CYP450) B meuenu. B ucciaemoBanusx in Vitr0 Ha MUKpOCOMax MEYEHH Yea0BeKa OBLIO

MoKa3zaHo, 4yTo pademnpa3oi HaTpusi Metabonuzupyetcs uzopepmenramu CYP2C19 u CYP3A4.
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HccnenoBanust Ha 370pOBBIX JOOPOBOJBIAX TMOKa3alid, 4yTO pabenpa3osl HAaTpuUs HE HMEET
(hapMaKOKMHETHUECKUX WM KIMHWUYECKH 3HAYUMBIX B3aUMOACUCTBUN C JIEKAPCTBEHHBIMH
BEIIECTBAMH, KOTOpPbIE META0OIM3UPYIOTCA cHcTeMol 1mroxpoma P450 — Bapdapunom,
beHuTOnHOM, TEOPWIIMHOM U JAMa3enaMoM (HE3aBUCUMO OT TOTO, METaOOJM3UPYIOT JH
MAIMEHTHI AUa3ernaM YCHJIEHHO Ui cl1abo).

bouto mpoBeseHo wuccienoBaHHE KOMOMHHPOBAHHOW Tepamuu C aHTHOAKTEpUAIbHBIMU
npernapataMi. B J1aHHOM 4YeTBIPEXCTOPOHHEM IEPEKPECTHOM HCCIIEJOBAHUM Y4acTBOBAIU
16 310pOBBIX T0OPOBOIIBIIEB, KOTOpHIE Momydanu 20 mMr padenpasoina, 1000 Mr aMOKCHITMIIIIMHA,
500 Mr kmapuTpoMHMIMHAa WM KoMmOuHamuio dtux npemnaparoB (PAK — pabGemnpazou,
amokcunwiiuH, kiaaputpomuiiuH). Ilokazatemn AUC u Cmax A1 KIAPUTPOMUILIMHA U
AMOKCHIWJIJIMHA OBLIM CXOKUMH TPU CPAaBHEHUH KOMOMHHPOBAHHOW TE€pAIMU ¢ MOHOTEPAIHEH.
[Tokazarenn AUC u Cmax utst pabemnpa3zona yBenuumiuch Ha 11 % u 34 %, cooTBEeTCTBEHHO, a
st 14-ruapoxcukiaputpoMuniuia (aktuBHoro Merabonura kinapurpomuniHa) AUC 1 Cmax
yBeUIMIHCh Ha 42 % 1 46 %, COOTBETCTBEHHO, JUIsI KOMOMHUPOBAHHOM TEPAITUU B CPABHEHUH C
MoHOTepamnuei. JlaHHoe yBeluWuYeHue T[oKaszarened BO3ACHCTBUA i palemnpaszona U
KJIAPUTPOMHUIIMHA HE ObLIO MPU3HAHO KIMHUYECKU 3HAYUMBIM.

Bzaumooeticmsue ecnedcmeue uneubupo8anus cekpeyuu Heeiy0ouHo20 coKd

PaGenpa3on HaTpusi OCyLIECTBISIET YCTOMYMBOE U TMPOJOJIKUTENBHOE IOAABIEHUE CEKPELUu
JKEIIYZ0YHOTro coka. TakuMm o0pa3oM, MOXKET MPOUCXOAUTH B3aUMOJIEHCTBUE C BELLIECTBAMH, JJIS
KOTOpbIX abcop6ums 3aBucut ot pH. IIpn ogHOBpeMeHHOM mpueme ¢ pabenpa3ojioM HaTpHUs
abcopOuusa KeTokoHaszona yMeHbinaercsa Ha 30 %, a aGcopOuus AUTOKCHHA YBEIWYUBAETCS Ha
22 %. CnenoBaTenbHO, JJII HEKOTOPBIX MAIMEHTOB JOJDKHO MPOBOJIUTHCS HAONIOACHHUE ISt
pelieHns BOIpoca O HEOOXOIMMOCTH KOPPEKTHPOBKU J03bl IPU OJHOBPEMEHHOM IIpHUEME
pabempa3ona HaTpusi C KETOKOHA30JI0M, JWTOKCMHOM WM JPYTUMH JIeKapCTBEHHBIMU
mpenapaTami, i KOTOPIX abcopOius 3aBUCUT OT pH.

Amaszanasup

[Tpu onHoBpemeHHOM npueMe atazaHaBupa 300 mr/putronasupa 100 mr ¢ omenpazonom (40 mMr
1 pa3 B nenn) nnm arazanasupa 400 mr c jancompaszosnom (60 mr 1 pas B J€HB) 310pOBBIMH
NOOpOBOJIBIIAMU  HAOJIIOJANIOCh  CYIIECTBEHHOE  CHIDKEHHE  BO3JCHCTBHUS  aTa3aHaBHpA.
AOGcopOuust atazanaBupa 3aBucHT oT pH. XoTa ogHOBpeMEHHBIM TpueM C pabemnpa3ojioMm He
M3YyJayCs, CXOXKHE€ pe3yJbTaThl okumarorcs Takke s apyrux WIIIT. Takum oGpasom, He

peKoMeH1yeTcsl OTHOBpEMEHHBIH npueM atazanaBupa ¢ UIIII, sxmrouas pabemnpaso.



Aumayuonsie cpeocmea

B knauHMuYecKMX HCCIEOBaHMSX AaHTALUUIHBIE BEUIECTBA NPUMEHSJIUCh COBMECTHO C
pabernpa3osiom Hatpus. KnnHuueckn 3HauMMble B3aUMOAEUCTBUSI paberpa3osia HaTpus ¢ TeIeM
THJIPOKCUA AITFOMUHUS WU C THIPOKCUIOM MarHus He HaOJI0JalluCh.

Ilpuem nuwu

B knuHHUYECKOM HCCIEOBaHMM B XOJ€ IpueMa padernpaszona HaTpusi ¢ 0OOCAHEHHOW KHpaMH
NUIIeH KIMHAYECKH 3HAYMMBIX B3aMMOJACUCTBHUI He Habmoaanock. [Ilpuem pabenpazona HaTpus
OJIHOBPEMEHHO ¢ 000TaIlleHHON XKUpaMH MUIIEH MOXKET 3aMeUINTh BcachlBaHUE pabdenpasoiia 10
4 yacoB u 6onee, oqHako Cmax 1 AUC He n3MeHsroTcs.

Luxnocnopun

DKcnepuMeHThl N VItr0 ¢ HMCIOJb30BAHUEM MHKPOCOM IICYCHH 4YEJIOBEKa IOKa3ald, 4TO
paGenpazos nHrHOMpyeT MeTaboau3M Huknocnopruta ¢ ICsp 62 MKMOJIb, T.€. B KOHLIEHTPALUH, B
50 pa3 npebimaromeid Cmax U1 3I0pOBBIX A00poBoJiblieB mocie 20 mHer mpuema 20 mr
pabenpa3zona. CTeneHb HHTHOMPOBAHMS CXO0XKa C TAKOBOM JJIsl OMeIpa3oJa JUisl SKBUBAJIEHTHBIX
KOHIIEHTpalUM.

Memompexcam

CorinacHo JaHHBIM COOOIIEHUH O HEKENaTeIbHBIX SBICHUAX, JAHHBIM OIYOJIMKOBAHHBIX
(apMaKOKMHETHUECKUX MCCIEJIOBaHUNM U JIaHHBIM PETPOCHEKTUBHOIO aHajiu3a MOKHO
MPENIOJIOKUTh, YTO oHOBpeMeHHbIH npuem UIIIT u meroTpekcara (mpexae BCEro B BBICOKHUX
J103aX) MOYKET NPUBECTH K MOBBIIICHUIO KOHIIEHTPALMU METOTpEeKcaTa W/WIM ero MeTaboauTa
TUAPOKCUMETOTPEKCATa M YBEIMYUThH INEPHUOJ] MOIYBbIBEACHHUS. TeM He MeHee, CHEelMaIbHBIX
WCCIIEIOBAHUH JIEKApCTBEHHOT0 B3auMoencTBus Metorpekcara ¢ NI ne mpoBoauiocs.
Oco0ble ykazanust

OTBer manueHTa Ha Tepanuio padenpa3zoyioM HaTpUs He UCKIIIOYaeT HAJMUUE 3JI0KaueCTBEHHBIX
HOBOOOPA30BaHUI B KemyKe.

Tabnetkn npenapara PaGemnpa3on Henb3s pa3zKeBbIBaThb WM H3MeNbuaTh. [alJIETKH ClleqyeT
[JIOTaTh LIETUKOM. YCTaHOBJIEHO, YTO HHM BpeMs CYTOK, HM IPUEM MHIIUM HE BIUAIOT Ha
aKTUBHOCTH paberpa3oia HaTpusl.

B cnenmanbHOM HCCIE€NOBAHMM Yy MAUMEHTOB C JIETKUMU MM YMEPEHHBIMH HApYyLIEHUSMU
GyHKIIMM TIeYeHW He ObLI0 OOHApY)KEHO 3HAYMMOTrO OTIMYMS YacTOThl MOOOYHBIX 3PPEKTOB
pabernpa3oyia HaTpUsl OT TAaKOBOHM y MOJOOpaHHBIX MO MOJY M BO3PACTy 3JO0POBBIX JIHII, HO,
HECMOTpsL Ha 3TO, PEKOMEHAyeTcs COOII0aTh OCTOPOKHOCTh IpPHU IEPBOM Ha3HAYEHUHU
palenpa3zosia HaTpusl TalMEHTaM C TsOKENbIMU HapymeHusMu ¢yHkiuu nedeHu. AUC
pabenpasosia HaTpUs y MALUEHTOB C TSXKEJIBIM HapylIeHHeM (DYHKIUHU [IeYeHU IPUMEPHO B JIBa

pa3a BBIIIE, YEM Yy 3I0POBBIX JOOPOBOJIBLIEB.



[TaruenTam ¢ HapyIHIeHUSIMH (PYHKIIMH [TOYEK UITU MIEYeHU KOPPEKTUPOBKA J103bl pabenpasonia He
TpeOyercs.
T'unomacnuemus
[Tpu neuenun UIIIT Ha mpoTsokeHHMH, MO KpaliHeH mepe, 3 MecsIeB B PEAKUX CIIy4asX ObLIN
OTMEYEHbl ClIydal CHMIOTOMAaTHYECKOM W  aCMMITOMAaTHYECKOM rumnomMarauemMuu. B
OOJBIIMHCTBE CIIy4aeB 3TU COOOIIEHMS IOCTYNAIM Yepe3 Toj I0CIIE IMPOBENEHUS TEPaIUU.
Cepbe3HBIMH TIOOOYHBIMH SIBIICHUSIMH OBLITM TETAaHHS, apUTMHUS U CYIOPOTH. BONBIIMHCTBY
MAIMEHTOB TPeOOBajIOCh JIEUEHHE TUIOMArHUEMHH, BKJIIOYAIONICH 3aMellleHue MarHus u
orMmenbl Teparnuu UIIIL. V manueHToB, KOoTOpble OYAyT MONy4aTh JJUTENbHOE JICUEHUE WITU
kotopsie npuHumaroT UIIII ¢ npenaparamu, TakuMu Kak JUTOKCUH, WIM NpenapataMu, KOTOpbIe
MOTYT BbI3BaTh I'MIIOMarHUEMHIO (HalpUMeEp, IUYPETUKU), MEIULMHCKAE PAOOTHUKH JOJIKHBI
KOHTPOJINPOBATh YPOBEHb MarHus 10 Haudana jieuenus UIII u B nepuon neuenus.
[TarueHTsl HE [OJDKHBI MPUHUMATh OJHOBPEMEHHO C palempas3ojioM JpYyrHe CpeacTBa,
CHIKAIOIIIME KUCIOTHOCTbD, Hanpumep, o6iokaropsl Hz-penenropos mmm UIIIL.
Ilepenomur kocmeti
CornacHo 1aHHBIM HaOIIOJATENbHBIX UCCIEIOBAHUI MOKHO IIPEANONOXKUTh, 4yTo Tepanus WUIIIT
MOJKET MPHUBECTH K BO3PACTAaHMIO PHUCKA CBSI3aHHBIX C OCTEOMOPO30M IMEeperoMoB Oexapa,
3arsiCThsl WJIM IO3BOHOYHHMKA. PHCK mepenoMoB ObLI yBEJNWYEH Yy MAlMEHTOB, MOJy4YaBIIMX
Bbicokue 70361 UIIIT amurensHo (rox u Goiee).
OonospemenHoe npumenerue pabenpazona ¢ Memompekcamom
CornacHo aMTEpaTypHBIM JaHHBIM, oaHOBpeMeHHbIN nmpueM UIIII ¢ meroTpekcarom (mpexnie
BCEr0 B BBICOKHUX J/103aX) MOXKET NPUBECTH K MOBBIIIECHUIO KOHIEHTPALUU METOTpeKcaTa W/Win
ero MmeradoyiuTa THIPOKCUMETOTPEKCcaTa W YBEJIMYUTh MEPUOJ IMOJIYBBIBEIEHUS, YTO MOXKET
IOPUBECTH K MPOSBICHUIO TOKCHMYHOCTH MeToTpekcaTta. [Ipy HeoOXOoIMMOCTH NpUMEHEHUs
BBICOKHUX J]03 METOTPEKCaTa MOXKET ObITh PACCMOTPEHA BO3MOXXHOCTh BPEMEHHOT'O MPEKPAICHUS
tepanuun WUIIII.
Clostridium difficile
Tepanus UIIII mMoxeT MPUBOAWUTH K BO3PACTAaHUIO PHUCKA JKEITYIOYHO-KHIIEUHBIX HMHQEKIHH,
takux kak Clostridium difficile.
[TaruenTam, NpUHUMAIOIINM pabenpas3oi A KpaTKOBPEMEHHOTO CUMIITOMATHYECKOT O JIeUeHuUs
nposisnenuit I'OPb u HOPB (manpumep, uzxoru) 6e3 peuenta, cienyer oOpaTUThCS K Bpady B
CIIEYIOIINX CIIydasx:

® [PUMEHEHHUE CPEJCTB JUIsl CHATHUSI CUMITOMOB H3)KOTM W HapyIICHUS MUILIEBAPEHUS B

TedyeHue 4 HeAeab U 00JIeE;



® T[IOSBJICHHWE HOBBIX CHMITOMOB MJIM M3MEHEHHE paHee HAOIIOJABIIMXCS CHUMIITOMOB Y
MalMEeHTOB B Bo3pacte Ooiiee 55 jerT;
e cClydad HEHAaMEPEHHOIO YMEHBIIEHUS Macchl Tella, AaHeMHH, KpPOBOTEUCHHI B
KEITYJ0YHO-KUIIIEYHOM TpakTe, Aucharuu, 6011 Ipu riI0TaHUU, TOCTOSTHHONW PBOTHI MU
PBOTHI C KPOBBIO U COAEPKUMBIM IUTACTPHUsL, CIIy4au SA3BbI JKEyJKa WIM ONepaluil Ha
KeNyaKe B aHaAMHE3€, KEJITYXH U T.J. (B T. 4. HapyIIeHUE (PYHKIIUH TEYESHU U MTOYEK).
[TarueHTsl, UIMTENbHOE BpEMS CTPAJAIOLIUME OT MOBTOPSIOMIUXCS CHUMITOMOB HapyLICHHS
MUIIEBAPEHUS] WIM U3KOTH, TOJDKHBI PErylsipHO HaOmtogaThest y Bpada. [lanmeHTsl B Bo3pacte
Oosee 55 neT, eXXeIHEBHO MPUHUMAIONINE Oe3pelenTypHbIe MPEnapaThl s CHATHS CUMIITOMOB
U3KOTH M HapyIIECHUs MHIIEBAPEHHUs, TOJDKHBI MPOUH(OPMHUPOBATE 00 STOM CBOETO JIeUaIlero
Bpaua.
[TarueHTsl HE JMOJDKHBI MPUHUMATh OJHOBPEMEHHO C pPalempas3ojioM JpYyrHe CpeacTBa,
CHIKAIOIIIME KUCIOTHOCTbh, Hanpumep, 6sokaropsl Hz-penenropos mmm UIIIL.
[Ipy npuMeHeHMM JApPYrUX MpenapaToB MaleHTaM CJIEAYeT MPOKOHCYJIbTHUPOBATHCS C
dapmalieBTOM HIIM BpaduoM IMepel] HayaloM Tepanuu mpenaparoM Pabemnpazosn, oTmyckaeMbIM
0e3 perenTa.
[TarueHTH! AOKHBI COOOLIUTH Bpady Iepe]] HayajioM IpUMeHeHus npenapara PabGenpason 0e3
peuenTa, eciv UM Ha3Ha4eHO HH/I0CKOIMYECKOE UCCIe0BaHNUE.
Crnenyer n3Oerarh mpuema pabemnpaszona mepea NPOBEICHHMEM MOYEBHHHOTO JIbIXaTeIbHOIO
TEeCTa.
[TarueHTsl ¢ TAXKENBIMU HapyIIEHUSIMU (PYHKIIMU TEYEHH JOJKHBI OOpAaTUThCSA K Bpauy mepen
HayajoM Tepamuu mpenaparom  PaOempaszon, ormyckaemblM — 0Oe3  peuenrta, U
KpPaTKOBPEMEHHOTO  CHUMIITOMAaTHYECKOTO  JIeYeHHMs]  MPOSBICHUH  ractpolssodareabHON
pedroKcHOM 00JI€3HN M HEAPO3UBHOM racTpos3odareanbHol pedrokcHON 601e3HH (Hanpumep,
U3KOTH).
Bauanue na cnocoonocms ynpasname mpancnopmuosimMu cpeocmeamu U Mexanumamu
Ucxons u3 ocobeHHocTeil (papmakomnHaMuKku paderpasosna U ero npoduis HeKelaTeTbHBIX
3 PEeKTOB, MATIOBEPOATHO, YTO OH OKAa3bIBACT BIUSHHE HA CIIOCOOHOCTH BOAMUTH aBTOMOOWIIb U
pabotath ¢ TexHUKOH. OIHAKO B ciiy4yae MOSBJICHUS COHJIMBOCTHU CIIeyeT u30eraTtb 3TUX BUIOB
JESITEIbHOCTH.
dopma BbIIIYCKA
TalneTku KUIIEYHOPACTBOPUMBIE, TOKPHITHIE 0001104KO0H, 10 MT.
[To 7, 10 wnu 14 TabneTrok B KOHTYPHYIO SYEHKOBYIO ymakoBky u3 ruieHku [IBX u ¢oabsru
amroMuareBor i o 14, 28, 30 wim 60 TabiieTok B OaHKY U3 MOJUATUIICHA HU3KOTO JaBJICHUS,

YKYTMOPEHHYIO KPBIIIKOW M3 MOJUATHIIEHA HU3KOTO JaBJICHHSI C KOHTPOJIEM MEPBOTO BCKPBITHUS
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(MpokJIaIKa-BKIAABIIT HA TIOJTUMEPHON U KAPTOHHON OCHOBE) MJIH O€3 HEro.

[To 1, 2, 4 unmu 8 KOHTYPHBIX SYCHKOBBIX YIAKOBOK 1O 7 TabneTok, wim 1o 1, 2 wumm
4 KOHTYPHBIX STYEHKOBBIX YMAaKOBOK 1o 14 Tabnetok, wim o 1, 2, 3, 5, 6, 9 wnn 10 KOHTYypHBIX
SYEHKOBBIX yMakoBok mo 10 Tabmerok, wim 1o 1 OaHKe BMECTE C HWHCTPYKIMEH 1O
MEAMIIMHCKOMY MPUMEHEHUIO TOMEUIAI0T B MauKy U3 KapTOHAa KOPOOOYHOTO.

YciaoBust XxpaHeHUs

B 3amumierHom ot cBera Mecte npu Temneparype He Boiie 25 °C.

XpaHUTh B HEJAOCTYITHOM JIJIs IETE MECTE.

Cpox rogHocTu

2 roja.

He npuMeHsTh MO MCTEYEHUN CPOKa TOTHOCTH.

YcaoBus ornycka

be3 penenra.

IIpousBoaurenn

000 «M3Bapuno Dapmay,

142750, r. Mockaa, a. M3Bapuno, tepputropus BHIIMJI, ctp. 1.

Ilpemensuu nompebumerneii Hanpasiams no aopecy:

142750, r. Mocksa, 1. M3Bapuno, Tepputopuss BHLIM I, ctp. 1.

Temn.: (495) 232-56-55, daxc: (495) 232-56-54
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