MUHHUCTEPCTBO 3JIPABOOXPAHEHUS POCCUMCKOM ®EJIEPALINN

HNHCTPYKIUA
10 MeIUIMHCKOMY NPUMEHEHHIO JIeKAPCTBEHHOI0 Mpenapara

PABEIIPA30J1

PerncrpanuoHHblii HOMep:

Toprosoe HaumenoBanue: PaGenpazon

MesxkyHapoaHOe HEMATEHTOBAHHOE HAUMEHOBaHuUe: padernpason

JlekapcTBenHasi popma: TabIeTKU KUIIEYHOPACTBOPUMBIE, IIOKPBITHIE 000JI0YKOM

Cocras

1 TabneTka KMIIEYHOPACTBOPUMAS, IIOKPHITast 000J109KO0#i, 20 MI' COIEPIKHUT:

Cocmas siopa mabremxu:

Heticmeyrowee eewecmeo. pabdenpazon Hatpus — 20,0 Mr, cOOTBETCTBYeT pabenpazony —
18,85 wmr.

Bcnomoeamenvuvie geujecmea: MarHMs OKCHI, THUIPOJN03a (THAPOKCHIIPOIMIIIEILTION03A)
HU3K03aMeIlleHHAass, MAaHHUTOJI, THIIPOMEIJI03a, HAaTpHsl cTeapuil (hymapar.

Cocmas obonouku mabnremku 1: omanpait 6ecuserHbiii 03K19229 (runpomeniosa, TpualeTuH,
TaJIbK), MarHUsI OKCHI.

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

Cocmae obonouku mabnemxu 3: akpwins |l xxentsiit 4932220000 (MeTakpuioBOM KUCIOTHI U
sTunakpuiara cononumep (1:1), Tanbk, TUTaHa JUOKCHU[, Tojokcamep 407, KanbLus CUIIMKAT,
HaTpus OukapOoOHAT, HaTpUs JaypHIICYNb(]aT, KPaCUTENb jKeJe3a OKCHJL KEIITHIM).

Onucanue

Tabnemku 20 me: TaONETKU KPYTJIOW, JBOSKOBBINYKIOH (OPMBI, MOKPBIThIE O0OJOYKOM OT
CBETJIO-XKEJTOr0 JI0 JKEJITOTO LIBETA.

dapmakoTepaneBTHYeCKasi TPYNIA: CPEJCTBO, TMOHIIKAIONIEEe CEKPEIHIO JKele3 JKelyaKa —
MPOTOHHON TIOMIIBI HHTHOUTOP.

Kon ATX: A02BC04



dapmakoJIornyecKue cBoiicTBa

Dapmakoounamuxa

Mexanusm deticmsus

Pabenpazon HaTpusi OTHOCHTCA K KJIAcCy AaHTHUCEKPETOPHBIX BEIIECTB, MPOU3BOJIHBIX
Oensumuaazona. PaOempa3on HaTpus NONABISET CEKPEUHUIO KEIYyJAOYHOIO COKa IyTeM
crienuduueckoro uarubuposanus H'/K* AT®a3bl Ha CEKpPETOPHON MOBEPXHOCTH MAPUETATBHBIX
xieTok kenyaka. HY/K' AT®dasza mnpeacraBiaser co0oil OENKOBBIM KOMILIEKC, KOTOPBI
(GyHKIIMOHUPYET KaK IPOTOHHAs IIOMIIa, TakKUM o00pa3oM, palernpa3osl HaTpus SBIsSETCS
MHTHOUTOPOM HPOTOHHOM MOMIIBI B JKEIyJIKe W ONOKUPYET (UHAIBHYIO CTAIUIO0 MPOIYKIUU
KACIHOTHL. JlaHHBIA APQEeKT SBIIEeTCS M0303aBUCHMBIM M TNPHBOJUT K TMOJABICHUIO Kak
0a3anbHOM, TaK M CTUMYJUPYEMOM CEKpeUUU KHUCIOThl HE3aBUCHUMO OT pPa3ApakKUTEIs.
PaGenpazon Hatpus He 001a1aeT aHTUXOJIUMHEPTUYECKUMU CBOWCTBAMHU.

Anmucexpemoponoe oeticmsue

[Tocne mnepopampHOro mpuema 20 Mr pabemnpa3ojia HATpUS AHTHUCEKPETOPHBIA 3 dexT
pa3BuBaeTcs B TeueHue yaca. THrnbupoBanue 6a3aibHON M CTUMYJIUPYEMON CEKPELUU KUCIOTHI
yepe3 23 yaca mocie mpuema MepBoil 03kl pabernpa3ona HaTpus coctaBisieT 69 % u 82 %,
COOTBETCTBEHHO, W  mpojoibkaercas 1o 48 uacoB. Takas  mpoJOHKHUTEIHHOCTH
(dapMakoIMHAMUYECKOTO JEMCTBHSI HAMHOTO IPEBBIIACT MPEACKa3yeMyl0 Ha OCHOBAHHUH
nepuojia TOJyBbIBeACHUsT (MpuMepHO oAuH 4vac). Jauubii 3¢ddexT moxker ObITh O0BsSICHEH
IPOIOJDKMTEBHBIM CBA3BIBAHMEM JIEKApCTBEHHOTO BemecTBa ¢ HY/K® AT®a30ii napueTanbHbIX
KJIETOK JKelyAKa. BenmnuumHa MHTUOMpYOIIETo IEHCTBUS palempas3oiia HATpPHUs Ha CEKPEIHI0
KHUCJIOTHI JIOCTUTaeT IUIaTo Mocie Tpex JHel mpuema pabemnpasosna Hatpus. [Ipu npekpamenun
pHeMa, CeKPETOpPHAasi aKTUBHOCTh BOCCTAHABIIMBAETCS B TeueHUe 1-2 nHeil.

Brusnue na yposens cacmpuna 6 niazme

B xozxe xnumHMYecKUX uccienoBaHuil manueHTsl npuauManu 10 umu 20 mMr pabenpazonia 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 racTpuHa BO3BpallajiaCh K MCXOJHOMY YPOBHIO OOBIYHO B TEUECHHE
1-2 Henenp nmocie MpeKpaieHus JIe4eHusl.

Brusanue na sumepoxpomagunno-nooodHvle Kiemxu

[Tpu uccnenoBanny 006pa3loB OMOIICHUH JKETyAKa YelloBeKa U3 001acTH aHTPyMa M JIHA JKeITyaKa
500 mamueHTOB, TONy4YaBIIMX pabenpa3osl HATpUs WIM TpernapaT CpaBHEHUS B TeUeHUE
8 Henenb, YCTOHYMBBIE H3MEHEHHMs B MOP(QOJOTMUYECKOW CTPYKType SHTEpOXpoMaduHHO-

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



KHIIEYHOW MeTaluiasuu win pacrnpoctpanennn wuHbekiuun Helicobacter pylori we Obumm
O0OHapyXeHBbI.

B wuccrnenoBanum ¢ yuactuem Oonee 400 manmueHTOB, MOJyyaBIIMX pabenpas3on HaTpus
(10 mr/menp nnu 20 Mr/AeHB) MPOAOIKUTEIBHOCTBIO 0 | roma, 4yacToTa THIEPIUIa3uu Oblia
HU3KOH U CPaBHUMOM ¢ TaKOBOH Jutsi omenpasoia (20 mr/kr). He Ob11 3aperucTpupoBaH HA OJIUH
cilydail aIcHOMaTO3HbIX H3MEHEHUH WM KapIIMHOMIHBIX OMyXOJel, HaOII01aBIINXCS Y KPBIC.
Hpyeue 2¢hghexmut

Cucremubie 3¢ dexTsl padenpa3ona HaTpusi B OTHOIICHUU LEHTPaIbHOW HEPBHOM CHCTEMBI,
CEpJICYHO-COCYAUCTON WM ABIXaTEeIbHOW CUCTEM B HACTOSIIMI MOMEHT HE OOHapykeHbl. bblio
MOKa3aHo, YTO pabenpas3oil HaTpus MPpHU NMEpOpaTbLHOM npueMe B 1o03¢ 20 Mr B TeueHue 2 Helleb
HE OKa3blBaeT BIMAHUSA Ha (DYHKIMIO MIMTOBHIIHOW >KEJE3bl, YIJIEBOIHBIA OOMEH, ypOBEHB
NapaTUpeouHOT0O TOPMOHA B KPOBHM, a TakKKE Ha YPOBEHb KOPTU30JIa, ACTPOTEHOB,
TECTOCTEpPOHA, MPOJAKTUHA, TJIIOKaroHa, ¢GoiuMKynoctTumynupyomero ropmona (OCI),
moTenHu3upyrouero ropmona (JII'), penuna, anpaocTepoHa 1 COMaTOTPOIIHOTO TOPMOHa.
DapmakoKkunemuxa

Abcopoyus

PaGenpazon 6bicTpo abcopOupyeTcss U3 KUIIEYHUKA, U €r0 MUKOBbIE KOHIICHTPAIMU B IJIa3Me
JIOCTUTAIOTCSl TpUMEpHO depe3 3,5 4 mocie mpuema 103bl B 20 mr. M3meHeHWE MHUKOBBIX
KoHUeHTpauui B 1iasMe (Cmax) ¥ 3HAYEHMH IUIOMIAAU TOJ KPUBON «KOHIIEHTpAIUS-BPEMs»
(AUC) paGenpazosia HOCAT JUHEWHBINA XapakTep B Auanazone 103 oT 10 no 40 mr. A6comtoTHas
OMOMOCTYNMHOCTh TOCHE MepopaibHOro mnpuemMa 20 Mr (MO CpaBHEHUIO C BHYTPUBEHHBIM
BBeJIeHHEM) cocTaBisieT okoiao 52 %. Kpome Toro, OMOAOCTYHOCTH HE H3MEHSETCS INpHU
MHOTOKpPAaTHOM IpHeMe pabemnpaszofa. Y 310pOBbIX T0OpPOBOJIBIEB MEPHO/] MOJYBBIBEICHUS U3
IU1a3Mbl cocTaBisieT okoio 1 4 (Bapeupys ot 0,7 mo 1,5 9), a cyMMapHbIi KIMPEHC COCTaBIIsIET
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 MPOXOXKICHHS, a TIEPHUOJT TIOTYBBIBEICHHUS W3 TUTa3Mbl yBelU4eH B 2-3 pasza. 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 a0COPOIIMN HE H3MEHSFOTCHI.

Pacnpeoenenue

V 4enoBeKa CTEIEHb CBA3bIBAaHUS pa6enpa3ona ¢ OeIKaMu I1a3Mbl COCTaBIIsET 0K0JI0 97 %.



Memabonusm u evigedenue

Y 300poswix arooeii

Ilocne mpuema OJHOKpATHOH mepopanbHOH 10361 20 Mr 4C-meuenoro pabempasona HaTpus
HEU3MEHEHHOT0 IMpemnapara B Moye HaijaeHo He Obu10. Okono 90 % pabenpazona BHIBOAUTCS C
MOYOIl IJIaBHBIM 00pa3oM B BHJE JBYX METaOOJHMTOB: KOHBIOIaTa MEpPKANTypOBOM KHUCIOTHI
(M5) u xapOonoBoil kuciotel (M6), a Takxke B (hopMe ABYX HEU3BECTHBIX METaOOJIHTOB,
BBISIBJICHHBIX B X0JI€ TOKCHKOJIOTHUECKOro aHam3a. OcraBiiascs 4acTh IPUHATOrO pademnpasona
HATPUS BBIBOJUTCS C KaJIOM.

CymmapHoe BbIBeneHHE cocTaBisieT 99,8 %. DTu maHHBIC CBHAETEIBCTBYIOT O HEOOJIBIIOM
BBIBEJICHMH METa00JIIMTOB paberpas3oia HaTpus ¢ Kemdbio. OCHOBHBIM METa0OIUTOM SIBISIETCS
tHo3¢up (M1). ETMHCTBEHHBIM aKTHBHBIM METa00IUTOM siBiseTcs: necmetun (M3), oqHako oH
HAOMOIaICsT B HU3KOM KOHLIEHTPALMM TOJBKO Y OJHOTO YYAacTHHKA HCCIENOBaHUS TOCHe
npuema 80 Mr pabemnpa3zosna.

TepmunanvHas cmaoust nOYeYHOU HeOOCMAMOYHOCIU

VY nanueHToB co cTaOMIbHON MOYEYHOW HEIOCTATOYHOCTHIO B TEPMUHAIBHOW CTaIUU, KOTOPHIM
HEOOXOMMM MOIEPKUBAIOIMI reMoauanu3 (KIUpeHc KpeaTmHWHA < 5 wmu/mun/1,73 wm2),
BbIBE/ICHHE palernpa3oiia HaTpHUsl CX0XkKe ¢ TAKOBBIM Tt 3A0pOBbIX 100poBoibieB. AUC 1 Cmax Y
ATUX MAMEHTOB ObLIO MpUMEPHO Ha 35 % HIDKe, 4eM y 3J0pOBBIX J100poBoJbLEB. B cpennem
Mepuo/i MoJyBeIBeACHUST pademnpazona coctabisu 0,82 4 y 3m0poBbIX 100poBoIbIEB, 0,95 4 y
MalKMeHTOB BO BpeMs remMoavanusza W 3,6 4 mocie remonuanusa. KiupeHc npemapara y
NalMEeHTOB ¢ 3a00JI€BaHUAMHU MOYEK, HYKJIAIOIIUXCS B TeMoJuanu3e, ObUl IpUOIN3UTENIBHO B
JIBa pasa BbIIIE, YEM Y 37J0POBBIX I0OPOBOJIBIIEB.

Xponuueckuii KOMNEHCUPOBAHHBIU YUPPO3

[TanMeHThl ¢ XPOHMYECKUM KOMIIEHCUPOBAHHBIM IIMPPO30M II€UEHH NEPEHOCIT padenpa3oi
Hatpud B no3e 20 mr 1 pa3 B gesp, xots AUC ynBoeHa n Cmax yBenmueHa Ha 50 % mo
CPaBHEHHMIO CO 3/J0POBBIMHU JOOPOBOJIbIIAMU COOTBETCTBYIOIIETO MOJIa.

Toorcunvie nayuenmaol

VY NoXuIBIX TMAIlMEeHTOB JJIMMHUHALMS pabernpas3oia HEcKoidbKo 3amemneHa. Ilocne 7 aueit
npuema pabernpasona o 20 Mr B cytku y noxxuibix Jui; AUC Oblia mpuMepHO BABoe 00Jblie, a
Cmax moBbIIeHa Ha 60 % 10 CpaBHEHHIO ¢ MOJIOJBIMHU 3J0POBBIMHU JOOpOBOJBIIaMHU. OIHAKO
MPU3HAKOB KyMYJISIIMH pabenpazoia He 0TMEYalloCh.

CYP2C19 noaumopguzm

VY nanueHToB ¢ 3amemneHHbIM MeTabonuzmMom CYP2C19 nocne 7 nHelt npuema pabenpaszona B

nome 20 mr B cytku AUC yBennuuBaetrcs B 1,9 pasa, a nepuo nonyssiBeaeHus B 1,6 paza no



CPaBHEHUIO C TEMH K€ MapaMeTpaMy y «OBICTPBIX MeTabO0JIM3aTOPOBY», B TO K€ BpeMs KaK Cmax
yBenuuuBaetcs Ha 40 %.
IMoka3aHusi K NPpUMEHEHUIO
e SI3BeHHas 0OJIE3HB JKEITy/AKA B CTAIMU OOOCTPEHUS U s13Ba aHACTOMO3a;
e SI3BenHas 00JE3HB IBEHAAUATHIIEPCTHOM KUIIKU B CTAJAUU OOOCTPEHUS;
e DposuBHas W f3BEHHAs racrposs3odareanbHas pediiokcHas O0o0ye3Hb WIH pediIroKc-
a30¢arur;
e [lognepxuBaromias Tepanus racTpod3odareanbHoi pedIroKcHOI 601e3Hy;
e HesposuBHas ractpoazodareanabHas pedokcHas 00Ie3Hb;
e CunapoM 3oMHrepa-OJIMCOHA H  JPYTME  COCTOSHHSA,  XapaKTepPH3YIOIIUecs
[aTOJIOTHYECKOH HITepCeKpeIrei;
e B xoMOMHAIMM C COOTBETCTBYIOIIEH aHTHOAKTEPUAILHON Tepamueil s SpajuKaiiu
Helicobacter pylori y naiueHToB ¢ S3BeHHO# 00JIE3HBIO.
IIpoTuBoNOKa3aHus
e [loBbIICHHAs YYBCTBUTEIBHOCTh K Pa0empa3oiry, 3aMEIIeHHBIM OCH3UMHIa30J1aM HITH K
JTr000MY M3 BCIIOMOTATEIbHBIX BEIIECTB Mpenapara;
e bepeMeHHOCTS;
e [lepuon rpy1HOr0 BCKapMJIMBaHMUS,
e Bospacr 10 12 ner.
C 0CTOPOKHOCTHIO
e Jlerckuii BO3pacr;
e Tsxenas moueyHass HEIOCTATOUHOCTb.
IIpuMeHenune npu GepeMEHHOCTH M B IEPUO/] TPYAHOI0 BCKAPMJIUBAHUS
JlaHHBIX IO 6€30NacCHOCTH IPUMEHEHHUS paderpa3oiia BO BpeMsi 0epeMEHHOCTH HET.
HccnenoBanust perpoAyKTUBHOCTH Ha KpbhICaX M KPOJHMKAX HE BBIBUJIM NMPU3HAKOB HAPYIICHUS
(bepTHIIbHOCTH WK 1e(EKTOB pa3BUTHUS 1071, 00YCIOBICHHBIX pabenpazoyioM; OJJHAKO Y KPbIC
B HEOOJBIINX KOJMYECTBAX MpenapaT MPOHUKAET dyepe3 IJaleHTapHblid O6apbep. Pabenpaszon He
ClleflyeT TpPHUMEHSATh TP OEPEeMEHHOCTH 3a HCKIIOUEHHEM CIydaeB, KOTJa OXKHIAeMbIH
MIOJIOKHUTETBHBIN d(D(HEKT I MaTepy IPEBOCXOTUT BO3ZMOKHBINA BPET TS TUIOAA.
HeusBectHo, BeIgenseTcss s palempazosl ¢ TpyaHbIM  MOJOKOM. COOTBETCTBYIOIIHE
UCCIIEIOBaHMS Y KOPMSIIMX KEHIIUH He MPOBOIMINCE. BmecTe ¢ TeMm pabernpa3oi oOHapy eH B

MOJIOKE JIAKTHUPYIOIIUX KPBIC, U TTIO3TOMY palerpasoil HeJlb3sl Ha3Ha4YaTh KOPMSIIIIMM JKCHIIMHAM.



Cnoco0 npuMeHeHHsI U 103bI

Tabnerku mpemapara PaGemnpa3on Henb3si pa3KeBbIBaTh WIM HM3MeENb4aTh. TalieTku ciemyer
[JIOTaTh IIEJTMKOM. YCTaHOBJEHO, YTO HHU BpEMsS CYTOK, HM IpPHEM IHIIM HE BIUSAIOT Ha
aKTHBHOCTH palenpa3oia HaTpus

Ilpu a36ennou 6onesHu dcenyoka 6 cmaouu 060CMpeHus U A36e AHACMOMO3ad PEKOMEHIYeTCs
OpUHUMATh BHYTPb 10 20 Mr oauH pa3 B AeHb. OOBIYHO M3JICUEHUE HACTYMAET mociie 6 HeAenb
TEpanuy, OJHAKO B HEKOTOPBIX CIyYasiX JTUTEILHOCTh JICYEHUSI MOXKET OBITh yBEJIHUYCHA €Ile Ha
6 HeOelb.

Ilpu s36ennHoll Oone3HU 08eHAOYAMUNEPCMHOU KUWMKU 8 Cmaduu 060cmpeHust PEKOMEHTyeTCs
OpUHUMATh BHYTph 10 20 Mr OAMH pa3 B J€Hb. /IMTENBHOCTD JICYEHUSI COCTABISIET OT 2 JI0
4 nenens. B ciiyuae HEOOXOAMMOCTH JUIMTENFHOCTh JICUYCHHUS MOXKET OBITh YBEJIMYEHA eIle Ha
4 genenu.

Ilpu newenuu 3po3usHoll 2acmpo3zoghazeanvroll pedhuiokcHOU Oone3HU unu pegaroxc-3zogpacume
pEKOMEHAyeTCsT NMpUHUMATh BHYTph 1o 20 Mr oauWH pa3 B JeHb. JJITUTETHHOCTH JICUCHHS
cocraBisieT oT 4 10 8 Henmenb. B ciydae HEOOXOIUMOCTH JUIUTEIHHOCTD JICUCHUS MOXKET OBITh
yBEJIMYCHA elle Ha § He/Ieb.

Ilpu noooepoicusarouseti mepanuu 2acmposzopazeanvHotl peghitoKCHOU O0ne3HU PEKOMEHAYETCs
NPUHUMATH BHYTPH 10 20 Mr OJUH pa3 B JieHb. TMTENTFHOCTh JICYEHUS 3aBUCHT OT COCTOSHUS
MaIyeHTa.

IIpu neapo3usnoii cacmpoazogazeanvhoii peghniokcroul 6one3nu 6e3 330¢hazuma peKOMEHTyeTcst
OPUHUMATh BHYTPb 10 20 MI' OAMH pa3 B ieHb. Ecii mocie yeTsipex Heaelb JIeUeHNs: CUMITTOMBI
HE WCUYE3al0T, CIEeAyeT TIPOBECTH JONOJHHUTEIBHOE HCCieqoBaHue mnanueHTa. [locme
KYIIUPOBAaHUSI CHMIITOMOB ISl TIPEAYIPEXKICHHUSI UX TOCIEAYIONIET0 BO3ZHUKHOBEHHUS CIEIyeT
NPUHUMATh [Ipenapar BHYTPb OJIUH pa3 B IEHb 110 TPEOOBAHHUIO.

Hnsa nevenus cunopoma 301nuncepa-OnnucoHa u Opyeux COCMOSHUL, XapaKmepuzyouuxcs
namono2u4eckoll eunepcekpeyueli, 103y OJOUPAOT WHANBUAYaIbHO. HavanpHas mo3a — 60 mr
B JIEHb, 3aTEM JI03y MOBBIIAOT W Ha3HA4YarT mpenapar B go3e no 100 mMr B neHbp mnpu
OJTHOKpAaTHOM IpueMe win mo 60 Mr aBa pasza B JeHb. [|Jis HEKOTOPBIX MallMEHTOB JPOOHOE
JIO3MpPOBAaHUE Tperapara sBJSETCS NMPEANOUTUTENbHbIM. JledeHne MODKHO MpPOIOJIKATHCS IO
Mepe KIMHHYECKOW HEOOXOAWMOCTH. Y HEKOTOPBIX IalMeHTOB C CHHIPOMOM 30JUTHHTEpa-
DJTMCOHA UTUTEIBHOCTD JICUYSHHS Pa0epa3oioM COCTaBIISIIA IO OJTHOTO TOJIa.

s spaouxayuu Helicobacter pylori pekomenmyercst mpuHuMaTh BHYyTpb 10 20 Mr 2 pa3a B I€Hb
[0 OINpENETICHHOW CXEeME C COOTBETCTBYIOLIEH KOMOHMHanuedl aHTHOMOTHMKOB. /lnMTenbsHOCTh

JISUEHUS COCTABIISIET 7 JHEH.



Tayuenmuol ¢ noyeurol u NeUeHOYHOU HeOOCMAMOYHOCINBIO

Koppekuuu 10361 NalieHTaM ¢ TOYEYHON HEIOCTATOYHOCThIO HE TpedyeTcs.

VY mauueHToOB C JIETKOM M YMEPEHHOW CTENEHBIO NMEUYEHOYHOM HEIOCTaTOYHOCTU KOHUEHTPALMS
paberpa3oiia B KpOBH OOBIYHO BBIIIIE, YEM Y 3I0POBBIX MAIMEHTOB.

[Tpu HazHaueHuu pabernpazolia MalueHTaM C TSKENIOM CTeNeHbI0 IEYeHOYHOM HeI0CTaTOYHOCTH
cienyeT co0aoaaTb OCTOPOKHOCTD.

Toowcunvie nayuenmoi

Koppekuuu 10361 HE TpedyeTcs.

Jlemu

bezonacHocTh 1 3¢ (heKTUBHOCTE pabenpasoia HaTpus 20 MT Ui KpaTKOCPOYHOTO (10 8 Heelns)
JedeHust racTpods3odareaabHON pedIIIoKCHOM Oone3HM y neTeid B Boszpacte 12 ser u Ooiee
MOJATBEPXKJIEHA SKCTPANOJSIUell pe3yabTaTOB aJeKBAaTHBIX M XOPOLIO KOHTPOJIHUPYEMBIX
UCCIICIOBAaHMM, MOAKpEIUIonXx 3(h(eKTUBHOCTh pabemnpas3oia HATPUS A B3POCIBIX, U
UCCIICIOBAaHUSIMUA 0€30MacHOCTH M (apMaKOKHMHETUKW Ui MAIMEHTOB JIETCKOTO BO3pacTa.
Pexomennyemas mo3a aist mereit B Bo3pacte 12 met u Oosiee coctasiser 20 mr 1 pa3 B JeHb
MPOJOHKUTEILHOCTHIO 10 8 HEJEINb.

bezonacHocTh U 3¢ (eKTUBHOCTh pademnpaszona HATpusl [UIsl JIEYEHUS TracTpodsodareanbHOM
pedmrokcHol Oone3Hu y aeTei B Bo3pacte muianmie 12 jet He ycTaHoBieHa. be3omacHOCTh u
3¢ (eKTHBHOCTEL pabenpas3oiia HATPHs JUIS MPUMEHEHHSI TI0 JJPYTHM ITOKa3aHUSIM HE YCTaHOBJICHA
JUTSI TTAlIMEHTOB JIETCKOTO BO3pPacTa.

ITo6ounoe neiicTBHE

Jlist  ompeneneHUsT 4acTOThI BO3HUKHOBEHUS IMOOOYHBIX A(P(EKTOB Mpemnapara MPUMEHSIOT
CIeNyIoNyIo Kiaccudukamuioo: odeHb yacto (> 1/10); wacro (= 1/100 u < 1/10); Hewacto
(= 1/1000 u < 1/100); peaxo (> 1/10000 u < 1/1000); ouens peaxo (< 1/10000), BxmrOUas
eAMHUYHBIC CITy4aH.

Hapywenus co cmoponvl ummyHHOU cucmemvl. PEIKO — OCTPbIE CHCTEMHBIE AJJIEPTHYECKHUe
PEaKIHH.

Hapywenusa co cmoponvl Kposu u aumgamuyeckoll cucmembvi: PEAKO — TPOMOOIMTONEHUS,
HEUTPOIICHUS, JIENKOIICHUS.

Hapywenus co cmoponvl obmena eeujecme u numanus: peaKo — TAIIOMarHUEMHUSL.

Hapywenus co cmoponvl neuenu u o#cenyesvigooawux nymei:. TOBBIILIEHUE AKTUBHOCTH
MEYCHOYHBIX (PEPMEHTOB, PEIKO — FEMaTHT, )KeNTyXa, IeYeHOYHas dHIle(anonarus;

Hapywenusa co cmoponbl nouex u mMouegblg00awux nymeti. O4€Hb PEIKO — HHTEPCTUIIHATBLHBIN

He(dpHuT.



Hapywenus co cmopomnvi Kodcu U NOOKOJCHbIX MKAHel. PEAKO — OyIIe3Hble BBICHINAHUS,
KpalMBHUIA; OYEHb pPENKO — MYJIbTU(POPMHAS SpUTEMa, TOKCHUECKUH HSMUAepMabHBIN
HeKpoau3, cuHapoM CruBeHca-/[)KOHCOHa.

Hapywenus co cmopoHbl cKelemHo-MblueyHou U COeOUHUMENbHOU MKAHU . PEKO — MHUAJITus,
apTpajrus.

Hapywenus co cmopoHbl n0106bIX 0P2aH06 U MOIOYHOU Jicee3bl. OUeHb PEIKO — THHEKOMACTHSl.
W3menenuid apyrux nabopaTOpHBIX TOKa3aTeleld B XoJe mpuema pabempaszona HaTpus HE
HaOJIFOJAJIOCh.

CornacHo NaHHBIM MOCTMAPKETHHIOBBIX HAOIIOACHUHN NpU NpUeMe MHIMOUTOPOB IPOTOHHOMH
nomiiel (UI1IT) BO3MOXKHO yBenWYeHHE PHCKAa BOSHUKHOBEHHS TepesioMoB (cM. pazzaen «Ocobbie
yKa3aHUs»).

ITepexo3upoBka

Cumnmonmbi

JlanHble O HaMEpeHHOM WM ClIy4allHONW Nepeno3upoBKe MHUHHMMalbHbL. CilydyaeB CUJIbHOU
NepeI03uPOBKHU pabenpazonoM He ObLIO OTMEYEHO.

Jleuenue

Crienuduueckuil aHTUI0T Hen3BecTeH. Pabenpas3on XopoIio cBsA3bIBaeTCs ¢ OeIKaMU I1a3Mbl U
no3romMy ciabo BeIBOgUTCS npu auanuse. [Ipu nepeno3npoBke HEOOXOIUMO TMPOBOIUTH
CUMITOMATUYECKOE U MOJJIEPKUBAIOLIEE JICUCHHUE.

B3anmopeiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH IIPENapaTaMu

Cucmema yumoxpoma P450

PaGenpason narpus, xkak u apyrue UIIII, merabonusupyercs ¢ yyacTHEM CHCTEMBI LIUTOXPOMA
P450 (CYP450) B neuenu. B uccrnenoBanusx in Vitro Ha MEUKpocoMax MEYSHH Ye0BeKa ObLIO
MOKa3aHo, 4yTo padernpa3oi HaTpus Metabonusupyercs uzopepmentamu CYP2C19 u CYP3A4.
HccnenoBanust Ha 30pOBBIX J00OpPOBOJIBLIAX TOKA3alM, 4TO pabenpa3osl HaTpus HE HMEET
(bapMaKOKMHETHUECKUX WM KIMHUYECKU 3HAYUMBIX B3aUMOAECUCTBUN C JIEKQpCTBEHHBIMU
BEIIECTBAMH, KOTOpblE MeTaboIM3upyoTcs cuctemor 1mroxpoma P450 — BapdapunoM,
(deHUTOMHOM, TeOQWIMHOM M JHMa3ernaMoM (HE3aBUCUMO OT TOTo, METa0OJU3UPYIOT JIH
HalMEeHTHI AUa3ernaM YCHIIEHHO W cl1abo).

bbulo mpoBeneHo wHccnenoBaHWE KOMOWHHUPOBAHHOM Tepamuu C aHTHOAKTepUAIbHBIMU
npernapataMi. B JaHHOM 4YeTBIPEXCTOPOHHEM IEPEKPECTHOM UCCIIEJOBAaHUM Y4acTBOBAIU
16 310pOBBIX JOOPOBOJIBLIEB, KOTOPHIE Moxydanu 20 mMr padenpaszomna, 1000 M aMOKCHITMIUIMHA,
500 Mr kJIapuTpoMHIMHAa MM KomOuHammio »Tux mnpenapatoB (PAK — paGenpasomn,
amokcunwiiuH, kiaaputpomuiuH). [lokazatemmn AUC u Cmax A9 KIAPUTPOMUIIMHA U

AMOKCHIIWJIJIMHA OBbUIM CXO0KMMHU MPU CPaBHEHUM KOMOMHMPOBAHHON Teparnuy ¢ MOHOTEpaIueH.
8



[Toxazarenn AUC u Cmax utst pabernpa3zona ysenuumiuch Ha 11 % u 34 %, cooTBEeTCTBEHHO, a
st 14-ruppokcukinapurpoMuniuia (aktuBHOoro Meradonura xiaputpoMunvHa) AUC ' Cmax
yBesmmumiuch Ha 42 % u 46 %, COOTBETCTBEHHO, JJIsl KOMOMHUPOBAHHOW TEpAIMK B CPABHEHUH C
MoHOTepanued. JlaHHoe yBenuueHWe TOoKa3aTesled BO3JEHCTBUSA Uil  palempaszona U
KJIAPUTPOMHUIIMHA HE ObLIO MPU3HAHO KIMHUYECKU 3HAYUMBIM.

B3zaumooeticmsue ecnedcmesue uH2UOUPOBAHUSL CEKPeYUU HCEYOOUHO20 COKA

Pabenpas3on HaTpus OCYLIECTBISIET YCTOMYMBOE U INPOJOJIKUTEIBHOE IOAABICHUE CEKPELUU
KEIYA0YHOr0 coKa. TakuM 00pa3oM, MOXKET MPOUCXOAUTh B3aUMOJICHCTBUE C BEIIECTBAMH, JJIs
KOTOphIX abcopOuus 3aBucut oT pH. Ilpu ogHoBpemeHnHOM mpueme ¢ pabenpa3oyioM HATPHUS
abcopOuus keTokoHaszona ymeHbinaercs Ha 30 %, a abcopOmus AUTOKCHHA YBEIMYUBACTCS Ha
22 %. CrenoBarenbHO, JJIi HEKOTOPBIX MAIMCHTOB JOJDKHO IMPOBOTUTHCS HAOIONCHUE IS
pelieHuss BOImpoca O HEOOXOJUMOCTH KOPPEKTHPOBKU 03l HpPU OJHOBPEMEHHOM IIpHUeMe
pabempa3ona HaTpusi C KETOKOHA30JIOM, JWTOKCMHOM WM JPYTMMH JIEKapCTBEHHBIMU
npenapaTami, 1Jig KOTOpbIX abcopOuus 3aBucut ot pH.

Amasanasup

IIpu omHoBpemMenHoM mpueme arazaHaBupa 300 mr/putonaBupa 100 mr ¢ omenpasonom (40 mr
1 pa3 B aenp) mim atazanaBupa 400 mr ¢ mancompazosom (60 mMr 1 pa3 B J€HB) 30POBBIMH
n00poBOJIbIIAMM  HAOJIOJANOCh  CYIIECTBEHHOE CHIDKEHHE BO3JICHCTBUS — aTa3aHaBHpA.
AOcopOuust atazanaBupa 3aBucuT oT pH. XoTd ogHOBpEeMEHHBIN TpHeM ¢ pabemnpas3osioMm He
U3y4asucs, CXOXKHe pe3yibTaThl oxumarorcss Takxke ansg apyrux WIIII. Takum oGpasom, He
pEeKOMeHIyeTCsl OMHOBpEeMEHHBIN pueM ata3zanaBupa ¢ UIIII, Bkmtouas paGenpason.
Aumayuounsie cpeocmasa

B xiIMHMYECKMX WCCIENOBaHMSIX aHTAIUIHBIC BEIIECTBA MPUMEHSUIUCH COBMECTHO C
pabermnpa3onom Hatpusi. KnuHuueckn 3HauMMble B3aUMOACHCTBUS pabenpa3osia HATpUs C TelIeM
TUAPOKCUA aTFOMUHUS WM C TUIPOKCHUIOM MarHusi He HaOJt01aHCh.

Ilpuem nuwu

B knmHu4eckoM uccieoBaHUM B XO0j€ MpHema paberpa3ona HaTpus ¢ 00€THEHHOW XKUpaMu
MUIIeH KIMHUYECKH 3HAYUMBIX B3aMOJIEHCTBHI He Habmoaanock. [lpueM pabenpasona HaTpus
OJIHOBPEMEHHO C OOOTAIICHHOH KUpaMu THUIIEeH MOKET 3aMeJTUTh BCachIBaHUE pademnpasona 10
4 yacos u 6oitee, ogHak0 Cmax 1 AUC He n3meHsroTes.

Luxnocnopun

OKcrepuMeHTHl IN VILr0 ¢ HCHOJIb30BAaHWEM MHKPOCOM TICYCHHM YEJIOBEKa IOKA3ad, YTO
paberpa3on UHrHOUpyeT MeTaboau3M nukinocnopuna ¢ ICsg 62 MKMOIb, T.€. B KOHIIEHTPAIIUH, B

50 pa3 npebimaromeid Cmax U1 3I0pOBBIX A00poBoJibiieB mocie 20 mHeit mpuema 20 mr



pabermnpa3zona. CTeneHb HHIMOMPOBAHHUS CX0XKa C TAKOBOM Ui OMenpa3osia JijIsl SKBUBAJIEHTHBIX
KOHIIEHTPaLUM.

Memompexcam

CornacHO JaHHBIM COOOUICHHM O HEXKENaTEeNbHbIX SIBICHUAX, JaHHBIM OIMYyOJIMKOBAaHHBIX
(bapMaKOKMHETHUECKUX MCCIEAOBAaHUNH M JIaHHBIM PETPOCHEKTUBHOTO aHajin3a MOKHO
IIPENII0JIOKUTD, YTO oHOBpeMeHHbIN npuem UIIIT u meroTpekcara (mpee BCEro B BBICOKHX
J103aX) MOXET MPHUBECTH K MOBBIIICHUIO KOHIICHTPAIIMH METOTPEKCaTa W/WIM ero MeTraboimTa
TUAPOKCUMETOTPEKCaTa U YBEIMUYUTH MEPHOJ MOJIYyBbIBeJACHHUS. TeM He MeHee, CHelHalbHBIX
MCCJIEI0BAHMI JIEKapCTBEHHOT 0 B3anumoierctBus metorpekcara ¢ UIIII ne mpoBoamiiocs.
Oco0ble ykazanust

OTBeT manyeHTa Ha Tepanuio padernpa3oioM HATPHUS HE HCKIIF0YACT HATMYNE 37I0KAUYECTBEHHBIX
HOBOOOpA30BaHUH B KETyIKE.

Tabnetkn npenapara PaGempas3on Henb3s pa3KeBbIBaTh WIM H3MENbuaTh. [abJIeTKH ClieqyeT
IJI0TaTh LETUKOM. YCTaHOBJICHO, YTO HHM BpPEeMsI CYTOK, HH MPUEM NHUIIM HE BIHSIIOT Ha
AKTUBHOCTH padernpasoia HaTPHsl.

B cneuuanbHOM HCCIEIOBaHWU Yy TMAIMEHTOB C JIETKUMH WM yYMEPEHHBIMU HAPYHICHUSMU
GbyHKIIMM TIeYeHd He ObLTO OOHAPY)KEHO 3HAYMMOTO OTIMYMS YacTOTHI MOOOYHBIX 3PPEKTOB
pabemnpa3oyiia HaATpPUST OT TAaKOBOM Y MOJOOpaHHBIX MO TOJY M BO3PACTy 3J0POBBIX JIMII, HO,
HECMOTpPsI Ha JTO, PEKOMEHAYyeTCs COOJ0IaTh OCTOPOKHOCTh TPH TIEPBOM Ha3HAYEHUU
palenpazosia HaTpusl MalUMEHTaM C TOKEJIbIMU HapymeHusMu ¢yHkiouu nedenu. AUC
pabermnpa3onia HaTpUs y MALMEHTOB C TSHKEIBIM HapylleHueM (pYHKIIMM TIeYeHU MPUMEPHO B JBA
pasa BBIIIIE, YEM Y 3JIOPOBBIX 100POBOJIBIIEB.

[Taniuentam ¢ HapymeHUsIMU QYHKIIMH MTOYEK UITH TICYCHH KOPPEKTUPOBKA /1036l padernpaszosia He
TpebyeTcs.

T'unomacnuemus

[Tpu neuenun UIIII Ha mpotskeHuH, mo KpaiiHel Mepe, 3 MecslleB B PEIKHX Cllydasx ObLIN
OTMEYEHBl CIIydal CHMIOTOMATHYECKOM W  aCUMITOMATHYECKOM TUMOMarHuemMuu. B
OOJNBIIMHCTBE CIIy4aeB 3TH COOOIICHHS TMOCTYMATH 4Yepe3 TOJ IOCJe MPOBEICHUS TEpaIuu.
Cepbe3HbIMH TIOOOYHBIMH SIBJICHHSIMH OBUTH TETaHWs, apUTMHs U CYJOPOTH. BONBIIMHCTBY
MalMeHTOB TPeOOBaJIOCh JICUCHWE TUIIOMAarHUEMHUHU, BKJIOUYAIONICH 3aMeleHWe MarHus |
ormensl Tepanuu UIII. ¥V mamumenToB, KoTOphle OyAyT MOJMydYaTh UIMTEIBHOE JICYCHUE WU
kotopsie npuHuMaroT UIIII ¢ npenaparamu, TakKMMH KaK JUTOKCHH, WK MpenapaTaMu, KOTOpbIe
MOTYT BBI3BaTh THIIOMarHUEMHIO (HalpUMeEp, NUYPETUKH), METUIIMHCKAE PAOOTHUKH OJKHBI

KOHTPOJMPOBATh YPOBEHb Maruus 10 Havyana jeuenus: UIIII u B nepuon neuenus.
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[TarueHTsl HE MOJDKHBI MPUHUMATh OJHOBPEMEHHO C palempas3ojioM JpYyrue CpeacTsa,
CHUJKAIOILIME KUCIOTHOCTb, Hanpumep, 01nokatopsl Ho-penientopos niu UIIII.

Ilepenomul kocmet

CoriacHO TaHHBIM HAOJI0IaTeIbHBIX UCCICIOBAHUNA MOYKHO MPEANON0XKHUTH, 4To Tepanus WUIIIT
MOJKET TPUBECTH K BO3PACTaHMIO PHUCKA CBSI3aHHBIX C OCTEONOPO30M IeperoMoB Oexpa,
3amsICThsl WJIM TMO3BOHOYHUWKA. PHCK TepenoMoB ObLT YBENWYEH Yy MAIMEHTOB, MOTYYaBIIMX
BbIcokue 1036l UIIIT qmutenbHo (Toa u 6oee).

OonospemenHoe npumenerue padbenpasona ¢ MemompeKcamom

CormacHo JUTEpaTypHBIM JTaHHBIM, ogHOBpeMeHHbIH mpuem UIIIT ¢ meroTpekcarom (mpexiae
BCErO B BBICOKHX J103aX) MOXET IMPUBECTH K MOBBIIICHUIO KOHIIEHTPAIMH METOTPEKCaTa W/WIIN
ero MertaboyiuTa THIPOKCUMETOTPEKCATa W YBEJIHYUTH TICPUOJ IOJYBBIBEICHUS, YTO MOXKET
INPUBECTH K TMPOSIBICHUI0O TOKCHMYHOCTU MeToTpekcara. [Ipm HeoOXoauMocTH NpUMEHEHUs
BBICOKHX JI03 METOTpEKcaTa MOXKET ObITh pACCMOTPEHA BO3MOKHOCTh BPEMEHHOTO MPEKpaIleHuUs
tepanuu WUIIII.

Clostridium difficile

Tepanus UIIT moxeT mpUBOIUTH K BO3PACTAHUIO PUCKA >KEITYAOYHO-KHIICYHBIX WH(EKIHIA,
takux kak Clostridium difficile.

Bauanue na cnocoonocme ynpaenams mpancnopmHslMu CpeoCcmeamu U MeXanusmamu
Hcxons n3 ocobeHHOCTEW (apmakoIMHAMUKU pabenpazona M ero npo@uiis HekelaTeIbHbIX
3¢ (HeKkToB, MAIOBEPOSATHO, YTO OH OKA3bIBAET BIUSHHE HA CIIOCOOHOCTH BOJUTH aBTOMOOWIL U
paboTath ¢ TexHUKOH. OHAKO B cly4yae MOSBICHHs COHIMBOCTH CIENyeT U30erath 3TUX BHUJIOB
JeSATeTLHOCTH.

dopMa BbIIIYCKa

TabneTku KUIIEYHOPACTBOPUMEIE, TOKPBITHIE 000104K0i, 20 MT.

ITo 7, 10 unu 14 TabneTok B KOHTYPHYIO SSYEHKOBYIO ynakoBKy u3 miieHku [IBX u ¢onbru
amroMuHreBOM wiu 1o 14, 28, 30 wm 60 TabiaeTok B OaHKY U3 MOJMATUIIEHA HU3KOTO JaBJICHMUS,
YKYIMOPEHHYIO KPBIIITKON W3 MOJUATHIICHA HU3KOTO JaBJICHUS ¢ KOHTPOJIEM MEPBOTO BCKPHITHUS
(poKITaIKa-BKIIA GBI HA MOJTMMEPHON U KAPTOHHOW OCHOBE) WK 0€3 HETO.

[To 1, 2, 4 unu 8 KOHTYPHBIX SYCHKOBBIX YMAKOBOK MO 7 TabnmeTok, wiu mo 1, 2 wumm
4 KOHTYPHBIX STYEHMKOBBIX yIMaKOBOK Mo 14 Tabmetok, umu mo 1, 2, 3, 5, 6, 9 wim 10 KOHTYpHBIX
SYEHUKOBBIX yMakoBok mo 10 Tabmerok, wim 1o 1 OaHKe BMECTE C HWHCTPYKIMEH TIO
MEAUIIMHCKOMY MMPUMEHEHUIO TTOMEIIAIOT B MAYKy U3 KapTOHA KOPOOOYHOTO.

YciaoBus XxpaHeHUs

B 3amuiieHHOM 0T cBeTa MecTe Nmpu Temiieparype He Bbiie 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETE MECTE.
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Cpox rogHocTu

2 roza.

He npuMeHsTh MO HCTEYEHUU CPOKA TOTHOCTH.

YcaoBus oTnycka

ITo peuenry.

IIpousBoauTen

000 «M3Bapuno apmay,

142750, r. Mocksa, a. M3Bapuno, teppuropus BHIIMJI, ctp. 1.
Ilpemensuu nompebumerneti Hanpasiamsv No aopecy:

142750, r. Mocksa, 1. M3Bapuno, Tepputopust BHLIM L, ctp. 1.
Ten.: (495) 232-56-55, daxc: (495) 232-56-54
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