MUHHCTEPCTBO 3[JPABOOXPAHEHU S POCCUIMCKOM ®EJIEPALINU

NMHCTPYKLUA

10 MEAUIIMHCKOMY ITPUMCHCHUIO JICKAPCTBCHHOT'O IIpCIiapara

Pa6uer®

PerncrpanuonHnblii HoMep

Toprosoe Ha3BaHMe NpenapaTa

Pa6uer®

MHH

pabenpazo

JlekapcTBenHnas popma

KaIlCyJibl KHIIIEYHOPACTBOPUMBIE

Cocras

1 kancyna kuweunopacmeopumasn cooeprcum:

paberpa3oi, cyoctannus-nesiets 8,5 % - 118 mr

Oelicmsyrowee geujecmso. pabdernpaszon Harpus - 10 mr;

scnomozameinvhvle seujecmed: caxapHble cdepbl (caxaposa, MOBHIOH), HATPUS KapOOHAT, TAaJbK,
TUTaHa JUOKCHUJI, TUIIPOMEILI03a;

gcnomoamenvhvle gewecmaa 0isk 000104KY nejiem: THIPOMEIIIO3b! (Tajat, HEeTUIOBBIH CIIHPT;
Kkancyia meepoas diceiamunogasi Ne3: KOpIyC KarcCyJjbl - THTaHA JUOKCHUJ, JKCIATHH; KPBIIICYKa
Kamncysipl - THTaHA JTUOKCH], KPAacUTElIb CHHUI IaTeHTOBAHHBIM, KpacHUTEIb OPHIUIMAHTOBBI
YEPHBIi1, KEJIATUH.

Onucanue

TBepbie xkenaTnHOBbIE Karcysbl Ne 3 ¢ KopiycoM 0Gesoro 1BeTa U KpbIIledKoi roy0oro mseTa.
Conepxxumoe Karcya — chepruiecKue MeJUIeThl OT MOYTH 0eIoro 10 0er1oro ¢ KpeMOBAaThIM WU
JKEJITOBAaThIM OTTEHKA LIBETA.

dapmakoTepaneBTHYECKAs IPynna

CpencTBo, MOHMKAIOIIEE CEKPEIUIO Kelle3 KeNlyaKa — IPOTOHHOT0 Hacoca MHTHOUTOp.

Kon ATX: A02BC04

DapMaKoJIOrHYecKHe CBOMCTBA

Dapmarkoounamuka

Mexanusm oelicmeus



PaGenpazon HaTpus NpUHAANIEKHUT K KIACCY AHTHCEKPETOPHBIX COEAMHEHUM, MPOU3BOIHBIX
Oensumugazona. Pabempa3on HaTpusi TMOAABISET CEKPELHUIO JKEIYAOYHOTO COKa IyTeM
cnenuduueckoro  uHruOupoBanust H/K'  AT®a3el Ha CEKPETOPHOW  MOBEPXHOCTH
napueTalbHbIX KieTok kenyaka. HY/K® ATdasa npenacrasiuser co0o0il GEIKOBBIA KOMILIEKC,
KOTOPBI (PyHKIMOHUPYET KaK MPOTOHHBIM HacoC, TAKUM 00pa3oM, pabenpa3o HaTpusl SIBIISAETCS
MHTUOMTOPOM IMPOTOHHOI'O HAcoca B XKeNyJKe W OJOKHpYyeT (UHAIBHYIO CTaIUI0 MPOIYKIHU
KACIHOTHL. JlaHHBIA A(QQEeKT SBIAETCS MA0303aBUCHUMBIM M TNPHUBOJUT K TOAABICHHIO Kak
0a3anbHOM Tak M CTUMYJHPYEMOH CEKpPEeIMH KHUCIOThl HE3aBUCUMO OT pa3ipakKuTels.
PaGenpazon Hatpus He 0071a1aeT aHTUXOIMHEPTUYECKUMU CBOMCTBAMU.

AHnmucexpemopHoe oeticmeue

[Tocnme mpuema BHYTPH pabemnpaszona HATpuss B jgo3e 20 MI' aHTHUCEKPETOPHBIA A QdeKT
pa3BuBaercs B TeueHue | yaca. MHruOupoBaHue Oa3albHOM U CTUMYJIHPYEMOH  CEKpelHH
KHUCTIOTHI uepe3 23 yaca Imociie mpremMa nepBoil A03bl pabemnpasoia HaTpusi coctapiseT 69 % u
82 % cooTBeTcTBeHHO M Tpomoipkaercss 10 48 wdacoB. Takas NPOJOIKUTENHEHOCTH
(apMakoJMHAMUYECKOIO JEHCTBUS HAMHOI'O IMPEBBILIAET MpPEACKa3yeMoe IO IEepUOLy
nonyBeiBenieHuss (T12) (mpumepHo 1 wac). JlanHbiii 3G¢ekT MoxeT ObITh OOBSICHEH
POJIOJKUTEILHBIM CBA3BIBAHUEM JIeKapcTBEHHOTO BentectBa ¢ H/K™ AT®a30i nmapueranbHbIX
KJIETOK J>Keinynka. BenwmunHa MHTHOMpYOIIETo NEWCTBHUS palenpaszosia HATpHUs HA CEKPEIHI0
KHUCJIOTHI JIOCTUTaeT IUIaTo MOcie TpexX JHEeH mpuema pabemnpasona Hatpus. [lpu npekpamenun
npremMa, CeKpeTopHasi aKTUBHOCTb BOCCTAHABIIMBAECTCA B TeueHHe 1-2 mHei.

Brusnue na ypogens cacmpuna 6 niazme Kpogu

B xozne knmuHu4eckux uccaenoBaHuil nanreHTsl npuHuManu 10 umm 20 mr pabenpazona HaTpus
€XKEJIHEBHO NpU MPOJODKUTENbHOCTH JeueHus 10 43 mecsaueB. KoHueHTpauus ractpuHa B
IU1a3Me KpoBU ObLIA MOBBIIIEHA MepBble 2-8 He/elb, UTO OTpakaeT MHTHOUpYrollee JAeiicTBUE Ha
CeKpeLuIo KUCIoThl. KoHleHTpalys racTpiHa BO3Bpalalach K UCXOJJHOMY YPOBHIO OOBIYHO B
TeueHue 1-2 Henenb Mocie NPeKpaeHNs JISYEHUSI.

Brusanue na sumepoxpomagdunrno-nooodbHwvle Kiemku

[Tpu nccrnenoBanny 00pa3oB OMOICHUH KeNyIKa YeJIOBeKa U3 00JIACTH aHTPyMa U JHA KellyIKa
500 mamueHToB, MOJYYaBIIMX paOenpas3on HaTpHs WIM Mpernapar CpaBHEHUS B TeYeHHE 8
He/leNb, YCTOMYMBBIE HW3MEHEHUS B MOP(OJOTHYECKOW CTPYKType SHTEpoXxpoMaduHHO-
MOJOOHBIX KJIETOK, CTENEHU BBIPAKEHHOCTH TaCTPHUTA, YAacTOTE aTpoPHUUECKOro racTpura,
KUIICYHOW MeTaruia3uu wim pacrpocrpanennn nHdekuu Helicobacter pylori ve oOHapyxeHBI.
B wuccnenoBanum ¢ yuactuem Oonee 400 manmueHTOB, MOJyYaBIIMX pabenpas3on HaTpus

(10 mr/nenp nnu 20 Mr/AeHB) TPOJOIKUTEIBPHOCTBIO 10 | roma, 4acToTa TUIepIUia3uu Oblia



HU3KON U CPaBHUMOM ¢ TaKOBOH Jij1si omenpa3oiia (20 mr/kr). He Obu1 3apeructpupoBaH HU OJIUH
CITydYaii aJlecHOMaTO3HBIX U3MEHEHUH WM KapIIMHOUIHBIX OIyXOJIeH, HAOIFOaBIIUXCS Y KPBIC.
Hpyeue 2¢hghexmut

Cucremubie 3¢hdexTsl padempa3osia HaTpuss B OTHONICHMH LEHTPAJbHON HEPBHOM CHCTEMBI,
CEpJICYHOCOCYAUCTON WM ABIXaTeIbHOM CUCTEM B HACTOSIIMI MOMEHT HEe OOHapy»eHbl. bbuio
MIOKa3aHo, 4TO padernpas3on HaTpHsl MPH IepopaibHOM npueMe B 03¢ 20 Mr B TeueHHE 2 HeNlelb
HE OKa3bIBACT BIUSHUS HA QYHKIUIO ITUTOBUTHON KEJIe3bl, YIIICBOIHBIA 0OMEH, KOHIIEHTPAIIUIO
MapaTUpPeoOuTHOTO TOPMOHA B KPOBHM, a TaKXKe KOHILEHTPALMIO KOPTH30JIa, 3CTPOrEHOB,
TECTOCTEPOHA, TMPOJIAKTUHA, TJIFOKaroHa, (OJUIMKyJIoCTUMYMpytomero ropmona (®CT),
mroTenHusupytomiero ropmona (JII'), peHnna, anpaocTepoHa ¥ COMaTOTPOITHOTO TOPMOHA.
DapmakoKunemuka

Bcacvieanue

PaGenpazon ObicTpo abcopOupyeTcs M3 KUIIEYHUKA, U €r0 MaKCHUMajlbHbIe KOHIICHTpPAIMH B
ma3Me KpPOBHM JOCTUTAIOTCS MpUMepHO 4epe3 3,5 4 mocne mpuema 110361 20 mr. V3MeHeHue
MaKCUMAJIbHBIX KOHIIEHTpanuid B Iwia3Me KpoBH (Cmax) 3HAYCHMH IUIOMIAM IO/ KPHBOH
«xoH1eHTpanusa-spems» (AUC) pabenpaszoiia HOCAT JMHEHHBIN XapakTep B Auara3one 103 oT 10
10 40 mr. AGconoTHast GMOJOCTYITHOCTH Mociie nepopaibHoro npueMa 20 Mr (1o CpaBHEHUIO C
BHYTPUBEHHBIM BBEJIE€HHEM) cocTaBisieT okono 52 %. Kpome Toro, OMOAOCTYNHOCTH HeE
U3MEHSEeTCS MPHU MHOTOKPAaTHOM TpueMe padempazonia. Y 3I0pOBBIX JOOPOBOJBIEB IMEPUON
MOJTYBBIBEJICHUS U3 TJIa3MbI cocTaBisieT okono 1 4 (Bapeupys ot 0,7 mo 1,5 4), a cymMapHbIi
KIIUPEHC COCTaBIsieT 3,8 Mi/MUH/KT. Y MalMEHTOB ¢ XPOHUYECKUM MOpakKeHHUEM
neuenn AUC yBenwueHa BABOE IO CpPaBHEHUIO CO 3JOPOBBIMH JIOOPOBOJIBLIAMH, YTO
CBUJICTEJICTBYET O CHIDKEHHH METa00IM3Ma TIEPBOTO MPOXOXKACHUS, @ IEPUO]T TTOTyBBIBEACHUS
U3 TUIa3bl KpOBU yBenuwdeH B 2-3 pasza. Hu BpeMms mpuema mpemapaTa B T€YCHHE CYTOK, HU
aHTaIMIbl He BIMSIOT Ha abcopOruio pademnpaszona. [Ipwem mpemapaTta ¢ KUpPHOW THINEH
3ameisier abcopOnmio pabernpasosia Ha 4 daca m Ooiyee, ogHakO HU  Cmax, HU CTEIICHB
abcopOIy HE U3MEHSIOTCA.

Pacnpeoenenue

Y denoBeka CBsI3bIBaHUE padenpasoa ¢ OelKkaMHu MIa3Mbl KpOBU COCTaBIsieT 0koio 97 %.
Memab6onusm

V 300poewix modeii. Tlocne mpruema OJHOKPATHOH mepopanbHO# 1036l 20 Mr *C-meueHHOTO
pabempa3ona HaTpusi HEM3MEHHOTO Tpernapara B Moue Haiaeno He Obuto. Oxomo 90 %
paberpa3oiia BEIBOJUTCS Yepe3 MOYKHU TJIABHBIM 00pa3oM B BUE IBYX METa0OJIMTOB: KOHBIOTATa

MepKanTypoBoil KucioTel (MS5) u kapOboHoBoil kuciotel (M6), a takxke B (opme ABYX



HEU3BECTHBIX META0O0JIUTOB, BBIBICHHBIX B XOJI€ TOKCHKOJOTHYeckoro aHanusza. OcraBuiasics
9acTh MPUHATOTO pabernpas3oiia HATPHUS BEIBOJUTCS Yepe3 KUIICUHUK.

CymmapHoe BbiBeZieHHE cocTaBisieT 99,8 %. DTu JaHHbBIE CBUAETENBCTBYIOT O HEOOJBIIOM
BBIBEICHUU METa0OJIUTOB palemnpaszoiia HaTpUs C keaubto. OCHOBHBIM METaOOJIUTOM SBIISETCS
tod¢up (M1). EnnHCTBEHHBIM aKTHBHBIM METaOOIUTOM siBisieTcst AecMeTua (M3), ogHako oH
HaOroaacss B HU3KOM KOHIIGHTPALMU TOJIBKO Y OJHOTO YYacTHUKA MCCIIEJOBAaHUS MOCTE
npuema 80 Mr pabemnpaszona.

TepmuHnanvnas cmaous noyeyHol HedocmamoyHocmy. Y TAIUEHTOB CO CTa0MIBHON MOYEUHOM
HEJOCTAaTOYHOCTHIO B TEPMHUHAIBHOM CTaguM, KOTOPHIM HEOOXOAMM IOJJIEPKUBAIOIINN
reMoauanu3 (KIMpeHc KpeaTMHumHa < 5 mi/mumn/1,73 M%), BhIBenmeHme paberpasona HaTpHs
CXO0Xe ¢ TakoBBIM s 37M0pOBBIX JOOpOBOJNBIEB. AUC u Cmax y 3THX TaIMEHTOB ObUIH
npuMepHo Ha 35 % Hibke, 4eM y 37J0pOBbIX 100poBOIbLEB. B cpeqHem nepuos noayBbIBEICHUS
pabermpazona coctasimsui 0,82 4 y 310poBbIX n00poBobLEB; 0,95 4 — y MalMeHTOB BO BpeMs
remojguanm3a u 3,6 4 — mocie remoamanusza. KimpeHC mpemapara y TMamMEHTOB C
3a00JIeBaHUSAMU TTOYEK, HYKJIAIOMIUXCS B TEMOIUAN3e, ObUT MPUOIM3UTENIBHO B JIBa pa3a BHIIIE,
4YeM y 37J0POBBIX T0OPOBOIIBIIEB.

Xponuueckuil kKomnencupoganuwlii yuppo3. IlalueHTsl ¢ XPOHHMYECKHM KOMIIEHCHPOBAHHBIM
IIUPPO30M TEYEHHU MEepeHocAT paderpa3on Hatpus B goze 20 mr 1 pa3 B menp, xots AUC
yaBoeHa U Cmax yBenmueHa Ha 50 % 10 CpaBHEHHIO CO 3JI0POBBIMH J0OpPOBOJIBIIAMU
COOTBETCTBYIOILETO T10JIA.

Hoowcunvie nayuenmovl. Y TOXWIBIX TAIIMEHTOB OHIMMUHALMSA pabenpa3oyia HECKOIbKO
3ameierHa. [locie 7 muel nmpuema padernpa3zona mo 20 mMr B cyTku y moxmisix ui; AUC Opta
npuMepHO BABOe Ooibiie, a Cmax mossimeHa Ha 60 % 10 CpaBHEHHIO C MOJIOIBIME 3JJOPOBBIMHU
noOpoBoibiiamu. O HAKO MPU3HAKOB KYMYJIISAIIMU padernpa3oiia He 0TMEUaoch.

CYP2C19 nonumopghusm. Y manueHToB ¢ 3amemneHHbIM MeTabonusmoM CYP2C19 mocne 7
mHel npuema paberpasonia B go3e 20 mr B cytkm AUC yBenmuuBaercs B 1,9 pasa, a mepuon
NOJYBBIBEIEHUS — B 1,6 paza 1O CpaBHEHHIO C TEMH K€ IMapaMeTpaMu y «OBICTPBIX
MeTab0IM3aTOPOBY, B TO BpeMs Kak Cmax yBennuuBaetcs Ha 40 %.

Iloxka3zaHus K NIPUMEHEHHIO

CuMITOMBI JUCIETICUU, CBA3aHHOW C TMOBBIIIEHHOW KUCIOTHOCTBIO JKEIYJAOYHOrO COKa, B T.4.
CHMITTOMBI racTpo330(areanbHOi pedIIroKCHOI 6oe3Hu (M3Kora, KHCas OTPhDKKA).
IIporuBonokasanus

- TUNEPYYBCTBHTENHHOCTH K pabempa3ony, 3aMelleHHBIM O€H3WMHIa30jdaM WU K
BCIIOMOTaTeNIbHBIM KOMIIOHEHTaM Ipernapara;

- 0EpEMEHHOCTH;



- IEPHOJ] TPYTHOTO BCKapMJIUBAHUS;

- Bo3pacrt 110 18 ner;

- JepuIHUT caxapasbl/M30MajbTa3bl, HENEPEHOCHUMOCTh (PYKTO3BI, TIFOKO30-TaJaKTO3HAs
MajbaObCcopOITus.

C 0CTOpPOXKXHOCTHIO

Tspkenas mouedHas HE0CTaTOUYHOCTb.

IIpuMeHenune npu 6epeMEHHOCTH M B MEPHO I'PYIHOr0 BCKAPMJIMBAHUS

bepemennocms

JlanHbIX 10 6€30MacHOCTH MPUMEHEeHUs pabernpa3olia BO BpeMsi OEpeMEeHHOCTH HeET.
HccnenoBanust penpoAyKTUBHOCTH Ha KpPbhICaX M KPOJMKAX HE BBISBUIM MPU3HAKOB HAPYIICHUS
depTunpHOCTH WK Ie(hEeKTOB Pa3BUTHUS TUIOA, OOYCIIOBICHHBIX pabemnpa3oyioM; OJTHAKO Y KPBIC
mnpernapar B HEOOJBIIMX KOJMYECTBAaX IPOHMKAET uepe3 IUlaneHTapHblii Oapbep. I[Ipemapar
Pabuer® He cremyeT NPUMEHAThL NPH OEPEMEHHOCTH 3a HCKIIOUEHHMEM CIIydaeB, KOria
0’KUJAEMbIN TIOJIOKUTENbHBIN d3PPEKT A1 MaTEPU IPEBOCXOJUT BO3MOXKHBIA PUCK /TS TUIOAA.
I'pyonoe eckapmnusanue

HeusBectHo, Bblmensiercss au  pabempa3oil ¢ TrpyaHbiM  MOJOKOM. COOTBETCTBYIOIINE
UCCIIEIOBaHMs y KEHIUH B TepUOJ] IPyJAHOr0 BCKapMJIMBaHMs HE MPOBOAMINCE. BmecTe ¢ Tem
pabernpaszon oOHapyKeH B MOJIOKE JIAKTHPYIOIIMX KPBIC, M T03TOMY npenapar Pabuer® Henb3s
PUMEHSTH KEHITUHAM B TIEPUOJI TPYIHOTO BCKAPMIIMBAHUSI.

Cnocod npuMeHeHHus U 103bl

BayTps, B 03¢ 10 MI 0uH pa3 B CyTKH.

Kamcynbl Henb3st pa3xkeBbIBaTh WM H3MeNbyaTh. Karmcynbl clieqyer TIioTaTh LEIUKOM.
Pexomennyercs mpuHUMarTh mpenapar yTpoM, Nepe] MPUEMOM IHUIMU. YCTaHOBJIEHO, YTO HU
BpeMs CYyTOK, HM TpUeM NHUIIM HE BIUAIOT HA aKTUBHOCTh pabemnpasona HaTpHs, HO
peKoMeHIyeMoe BpeMsl Ipuema IpenapaTta padenpa3osl cocoOCTBYET JydiieMy COOIOACHUIO
MalUeHTaMH CXEMBbI JICUEHUSI.

[Ipu otcyrcTBUM 3(dekTa B TeueHHEe MEepBbIX TpeX MAHEH JeueHus HEeoOXOIUM OCMOTpP
cnenuanucta. MakcuManbHBIN Kypc JieueHus 0e3 KOHCYJIbTalluy Bpaya — 14 nHeil.

ITo6ouHoe neiicTBHE

Hcxonss U3 ombplTa KIMHUYECKUX HCCIIEIOBaHUM, MOXXHO clejaTh BBIBOJ, 4YTO pabernpa3on
00BIYHO XOpoIIOo MepeHocuTcs nanueHTamu. [Tobounbie 3¢ (eKThl B 11e70M cl1ad0 BhIpaKEHHbIE
WIA YMEPEHHBIE U HOCST MPEXOSIIUI XapakTep.

[Ipu mpueme pabemnpas3ona B XOA€ KIMHUYECKHX HCCIICAOBAaHUN OTMEYAIHNCH CIIEAYIOIIHNE
nmo6ouyHbie AP(DEKTHI: TOJOBHAS 00JIb, OOJL B KUBOTE, AMAPEs, METCOPU3M, 3arop, CyXOCTh BO

PTY, TOJIOBOKPYKEHHE, ChIMb, EPUPEPUUECKUI OTEK.



B xoze nmoctperucTpaliMOHHOrO MpUMEHEHMsI IIpenapaTa coo0IIaaoch O ClIeIyOMUX MTOO0YHbBIX
s deKTax: NOBHIIIEHUE AKTUBHOCTH «IIEYCHOYHBIX» (PEPMEHTOB, PEIKO — FENaTUT U JKenTyXxa. Y
NAIMEHTOB C LIUPPO30M MEYEHHU PEIKO COOOIATIOCh O Pa3BUTHH MEYCHOYHOU SHIE(aTonaTHH.
Takke B peakMx ciydasX OTMEUYaJIUCh TPOMOOLMTONEHUS, HEUTPONEHMs, JEUKONEeHMs,
OyJu1e3Hble BBICHIIIAHMS, KPAlMBHULA, OCTPbIE CUCTEMHBIE AJJIEPIHYECKUE PEaKLUU, MUAITHs,
aptpanrus, runomarauemus. OueHb penKko coOOINATOCh O Pa3sBUTHH HMHTEPCTUIHAIBLHOTO
HeppuTa, TUHEKOMACTHH, MYJIbTH(QOPMHON SPUTEMBI, TOKCHYECKOTO SIUAECPMAIHLHOTO
HeKposn3a, cunapoMa CruBeHca-JlxoHcoHa. Vi3MeHeHMi Ipyrux 1abopaTopHbIX MOKa3arene B
XoJie IpreMa paberpas3osa HaTpusl He HabJI0AAIO0Ch.

CorymacHO JaHHBIM IOCTMapKeTHMHroBoro HaoOmoneHuss npu npueme WIIT Bo3MoxkHO
YBEITUYCHUE PUCKA BOZHUKHOBEHUS MEPEIIOMOB (cM. pazzaen «Ocolbie yKa3aHus»).
ITepexo3upoBka

Cumnmonmbi

JlanHble 0 HaMEpEeHHOM WM Ciay4yailHOW Iepeno3upoBKe MUHUMAabHbL. CiyyaeB CUIbHOU
Nepe103uPOBKHU pabenpazonoM He ObLIO OTMEUEHO.

Jleuenue

Crieruduueckuil aHTHUIOT A pabenpa3onia Heus3BecTeH. Pabenpas3on XOpolio cBS3bIBAaeTCs C
OenkaMM MJa3Mbl KPOBH, UM TO3TOMY cia00 BBIBOAWTCS Npu auanuse. Ilpu nepenoszupoBke
HE00X0JUMO MTPOBOJUTH CHUMIITOMATUYECKOE U MOJEPKUBAIOILIEE JICUCHHE.

B3anmopneiicTBHae ¢ APYTMMH JI€KAPCTBEHHBIMH CPEeACTBAMH

Cucmema yumoxpoma 450

PaGenpason HaTpus, Kak u 1pyrue HHruOuTopsl nporoHHoro Hacoca (UITH), metabonusupyercs
¢ yuyactueM cuctembl utoxpoma P450 (CYP450) B medyenu. B ucciemoBanusix in Vitro Ha
MHUKpPOCOMaxX TE€YEHHM YeJOBeKa OBbLJIO MOKa3aHO, YTO pabenpas3on HaTpHus MeTaboIu3UpyeTcs
uzopepmentamu CYP2C19 u CYP3A4.

HccnenoBanust Ha 370pOBBIX JOOPOBOJIbIIAX IMOKa3alid, 4yTO palernpa3osl HaTpus HE HMeEEeT
(bapMaKOKMHETHUECKUX WM KIMHUYECKH 3HAUMMBIX B3aMMOJECHCTBHUI € JeKapcTBEHHBIMU
BEIIECTBAMH, KOTOpble METa0OIM3UPYIOTCS cucteMoil 1uroxpoma P450 — Bapdapunom,
(deHuTOMHOM, TeOQWTMHOM M JHa3ernamMoM (HE3aBHCUMO OT TOrOo, MeTaboJIM3UPYIOT JIU
MAIMEHTHI IMa3enaM yCHICHHO UM CJ1a0o).

boulo mpoBeneHo wHccnenoBaHWE KOMOMHHMPOBAHHOM Tepamuu C aHTHOaKTepHUaIbHBIMU
npernapataMi. B TaHHOM YETBIPEXCTOPOHHEM HCCIIEJOBaHMM Y4YacTBOBAJIM 16 310pOBBIX
n00poBONIbIIEB, KOoTOpble moiydanu 20 mr pabempasomna, 1000 mMr amokcummummaa, 500 mr
KJIApUTPOMHIIMHA WJIM KoMOuWHammio »TuxX Tpex mnpemapatoB (PAK — paGempason,

amokcunwiiuH, kiaaputpomuiiuH). [lokazatemmn AUC u Cmax A9 KIAPUTPOMUIIMHA U



AMOKCHIWJIJIMHA OBbUIH CXO0XKMMH IPU CPAaBHEHUU KOMOMHHPOBAHHOW Tepanuy ¢ MOHOTEparuen.
[Tokazaremn AUC u Cmax Ut pabenpazona yBemmumiuch Ha 11 % u 34 % COOTBETCTBEHHO, a
st 14-ruppokcukinapurpomMuiiiaa (aktuBHoro Merabonura kinapurpomunnHa) AUC U Crax
yBenmuuminch Ha 42 % u 46 % cOOTBETCTBEHHO 11 KOMOMHUPOBAHHOM Tepanuu B CPAaBHEHUU C
MoOHOTepanuei. JlaHHoe  yBenWuYeHHMe  TOKa3arejaed  BO3JIeWcTBUS — pabempaszoja U
KJIApUTPOMHLIMHA HE ObLTO MPU3HAHO KIIMHUYECKU 3HAUUMBIM.

B3zaumooeticmsus ciedcmeue uHeUOUPOBAHUS CEKPeYUU HCETYOOUHO20 COKA

PaGenpazon HaTpusi OCYLIECTBISET YCTOMYMBOE M TMPOJOJDKUTENIHHOE IOJABICHUE CEKpeluu
KEIYA0OYHOr0 coKa. TakuM 00pa3oM, MOXKET MPOUCXOAUTh B3aUMOJICHCTBUE C BEIIECTBAMHU, IS
KOTOpbIX abcopbums 3aBucut ot PH. Ilpum ogHOBpeMeHHOM mpueme ¢ pademnpazoyioM HaTpus
abcopOuus KeTokoHazona yMmeHbimaercs Ha 30 %, a abcopOIus JUTOKCHHA yBEIIMYUBACTCS Ha
22 %. CnepoBarenbHO, IJs HEKOTOPBHIX MAIMEHTOB JOJDKHO IMPOBOJUTHCS HAONIOJIEHUE IS
pelieHuss BOmpoca O HEOOXOJUMOCTH KOPPEKTUPOBKU J03bl IPU OJHOBPEMEHHOM IIpHUeMe
pabenpa3ona HaTpusi C KETOKOHA30JI0M, JAWFOKCMHOM WM JPYIMMH JIEKApCTBEHHBIMU
npenapaTam, sl KOTOphIX abcopOuust 3aBucut ot pH.

Ama3zanasup

[Tpu ogHOBpemenHOM npueme aTtazaHaBupa 300 mr/putonaBupa 100 mr ¢ omemnpaszonom (40 mr
1 pa3 B genn) wiu atazanasupa 400 mr ¢ mancompaszonom (60 mMr 1 pa3 B J€HB) 30POBBIMH
n00poBOJIbIIAMM  HAOJIOJANOCh  CYIIECTBEHHOE CHIDKEHUE  BO3JCHCTBUS  aTa3aHaBUPA.
Abcopbuus arazaHaBupa 3aBUCUT OoT pH. XoTs olHOBpeMEHHBIN mpueM ¢ pabenpas3onoMm He
U3yyasucs, CXOXHe pPe3yJbTaThl OXKUAAIOTCS TaKXKe Uil MHTMOMTOPOB IMPOTOHHOIO Hacoca.
TakuM oOpa3oMm, HE PEKOMEHAYEeTCS OJHOBPEMEHHBIM MpHEM aTa3aHaBUpa C MHTMOMTOpaMu
IIPOTOHHOI'O Hacoca, BKJIK0Yas pabenpaszolt.

Aunmayuonvie cpedcmea

B xiIuHMYECKMX HCCIEOBaHUAX AaHTALMJHBIE BELIECTBA NPUMEHSJIUCh COBMECTHO C
pabernpa3oniom Hatpusi. KinHMueckr 3HaYMMble B3aMMOJEHCTBHS padenpas3osa HATPUs C rejieM
TUAPOKCUA ATFOMUHUS WM THJIPOKCHIOM MarHusi He HaOIroJalnCh.

Ipuem nuwu

B kimHHMuYecKOM HCCNeoBaHMM B XOj€ Ipuema padenpaszona HaTpus C 0OCTHEHHOM >XKHpaMH
NUIIeH KIMHUYECKU 3HAYMMBIX B3aUMOJIEHCTBUI He Habmonanock. [Ipuem pabenpasona HaTpust
OJIHOBPEMEHHO C 00OTaIIeHHOM KUpaMH NUIENH MOKET 3aMeUINTh BcachlBaHUE pabemnpasoia 10
4 yacos u 6oiee, 0qHaK0 Cmax 1 AUC He n3MeHsroTes.

LHuxnocnopun

DkcnepuMeHThl N VItr0 ¢ HMCMONb30BaHUEM MHKPOCOM IMICUCHHM YeNIOBEKA [MOKA3ajiH, YTO

pabenpazon MHTHOUpPyeT MeTabonu3M nukiaocnopuHa ¢ 1Csp 62 MKMOJIB, T.€. B KOHIICHTPAIIUH, B



50 pa3 npesbimaromeid Cmax UIS 3M0pOBBIX A00poBOJbieB mocie 20 muei mpuema 20 Mmr
pabenpazosia. CTerneHb HHrHOMPOBAHUS CX0Ka C TAKOBOM JUIsl OMENpa3osia JUisi SKBUBAJIECHTHBIX
KOHIIEHTPaLUM.

Memompexcam

CorinacHo JaHHBIM COOOIIEHUH O HEXKeJIaTeNbHbIX SBJICHUAX, JAHHBIM OIyOJIMKOBaHHbIX
(apMaKOKMHETUYECKHX HCCIEOBAaHUH W JaHHBIM PETPOCIEKTHBHOTO aHAIMW3a MOXKHO
IIPEIII0JIOKUTh, YTO oHOBpeMeHHbI npuem UIIIT u meroTpekcara (mpexae BCEro B BBICOKHUX
7103aX), MOKET INPUBECTH K IMOBBIIICHUIO KOHIEHTPALlUU METOTpeKcaTa W/WIN ero MeTadoauTa
TUAPOKCUMETOTPEKCAaTa W IPOJJIMTh BpPEMsS €ro BbIBEICHUA. TeM He MeHee, CrenuanbHbIX
WCCIIEIOBAHUH JIEKAPCTBEHHBIX B3auMojercTBuii Metorpekcara ¢ UIIIT e npoBoauiocs.
Oco0ble ykazanust

OTBer nauueHTa Ha Tepanuio padenpa3zoyioM HaTpHs HE UCKII0YAeT HAIMYME 3I0Ka4eCTBEHHbBIX
HOBOOOPA30BaHUI B XKelyIKe.

Kancysel npenapara Pabuet® Henb3st pasKeBbIBATh WM U3MENIbUaTh, Karcyiisl cIeayer rioTarh
LEIUKOM. Y CTAHOBJIEHO, YTO HU BpEMsl CYTOK, HM IPUEM MHILNM HE BIMUSIOT HAa AKTUBHOCTh
paGenpazosia HaTPHsL.

B cnenmanbHOM HCCIENOBAHMM Y MALMEHTOB C JIETKUMU WJIM YMEPEHHBIMH HapylICHUSIMHU
GyHKIMM TeYeHW He ObUI0 OOHApyXEHO 3HAYMMOIO OTJIMYHUS 4YacTOThl MOOOYHBIX 3((EKTOB
pabemnpazona OT TaKOBOM y MOI00paHHBIX O MOy M BO3pacTy 3/0POBBIX JIUI, HO, HECMOTPS Ha
5TO, PEKOMEHJYETCS COOJII0IaTh OCTOPOKHOCTH TPH MEPBOM Ha3HAYeHWH mpenapara Pabuer®
HalMeHTaM C TSDKEIBIMH HapyIIEHUSIMHU (DYHKIIUH [TEYEHH.

[TaruenTam ¢ HapylmeHUSIMHM (QYHKIMM NOYEK WJIM TEUYEHU KOPPEKTHPOBKA J03bI Ipernapara
Pa6uer® ne tpebyercs. AUC pabempasona HaTpus y MAlMEHTOB C TSOKEIBIM HAPYIIEHUEM
(GYHKIMY TIEYeHH TPUMEPHO B J[BA pa3a BHIIIE, YEM Y 3/J0POBBIX NAIIUEHTOB.

T'unomazcnuemus

[Tpu neyennr UHTrKOUTOPAMU MPOTOHHOM MOMITBI HA MPOTSKEHUH, IO KpaiiHel Mepe, 3 MecsleB
B PEIKHUX Ccllydasx ObUIM OTMEYEHbl Cllydal CHUMITOMAaTHYECKOW WJIM acCMMITOMAaTHYECKOU
THUIIOMarHueMuyd. B OONBIIMHCTBE Cy4aeB 3TH COOOIIEHUHM IOCTyHald dYepe3 Toj Mocie
npoBesieHUsT Tepanuu. Cepbe3HbIMM TOOOYHBIMHM SIBJCHUSMHU OBIIM TETaHUs, apUTMUS,
CyJIOpord. BoNbIIMHCTBY MalMEHTOB TPeOOBAIOCH JIEUEHHWE TUIIOMAarHWEMHUH, BKIIIOYAOILIEH
3aMelIeHNe MarHusi 1 OTMEHbI HHTHOUTOPOB MPOTOHHOM MOMIIBI. Y MalMeHTOB, KOTOpble OyayT
NOJy4aTh JIUTEIbHOE JICUCHHE WM KOTOpble MPUHUMAIOT MHTUOMTOPHI MPOTOHHOW MOMIIBI C
npernapaTaMM, TAaKUMU Kak JUIOKCMH WM [penaparaMd, KOTOpble MOTYT BBI3BaTh

TUIIOMarHUEeMHIO (HarpuMep, TUypeTUKH), MEIUIIUHCKAE paOOTHUKH JOJDKHBI KOHTPOJIUPOBATH



KOHIIGHTPALlMI0 MarHus 10 Hayaja JEeYeHHs] MHTUOUTOpaMHM NMPOTOHHOM INOMIBI U B IEPUOJ
JICYCHUSL.

[TanmeHTsl HE JOJKHBI IPUHUMATH OJHOBPEMEHHO ¢ npenaparoM Pabuer® npyrue cpencrsa,
CHIDKAIOIIME KHUCIOTHOCTb, Hampumep, Ojokaropbl H2-THCTAMHHOBBIX PELIENITOPOB WM
MHTUOUTOPBI IPOTOHHOI'O HAacoca.

Ilepenomul kocmetl

CornacHo naHHBIM HaONIOAATENBHBIX HMCCIEIOBAHUNA MOXHO MPEANONOKUTh, YTO Teparus
uHruouropamu nporoHHoi nommnsl (MIIIT) Moxer npuBecTH K BO3PACTAHUIO PUCKA CBSI3aHHBIX C
OCTEOIIOPO30M NEPEIOMOB Oeipa, 3aIsACThs UM MO3BOHOYHUKA. PUCK mepesioMoB ObUT yBeTUYEH
y HalUeHToB, noiydaBmux Bbicokue no03bl UIII mmurensHo (rox m Gonee). Ilox BeicOkuMHU
JI03aMH CIEAYET IOHUMATh, J03bI IPEBBIIIAIOIINE PEKOMEH/IOBAHHBIE B NHCTPYKLIUN JO3bI.
Oonospemennoe npumenenue pabenpasona c MemompeKcamom

CornacHo nuTEpaTypHbIM JaHHBIM, ogHOBpeMeHHbIH npuem UIIII ¢ meroTpekcatom (Ipexnae
BCETO BBICOKHX J103), MOXET MPHUBECTH K MOBBIIICHUIO KOHIICHTPALMN METOTPEKCaTa M/MIU €ro
MeTa00INTa THIPOKCUMETOTPEKCATa M MPOUTHTH BPEMS €T0 BBIBEICHUS, YTO MOXKET MIPUBECTH K
IPOSIBIIEHUIO TOKCHUYHOCTH MeToTpekcaTa. [Ipy HeoOXOOUMOCTH NPUMEHEHHs BBICOKHMX 103
METOTpeKcaTa, MOXKET OBITh PAaCCMOTPEHAa BO3MOXKHOCTb BPEMEHHOTO NpeKpalleHHs Teparnuu
UIIII.

Clostridium difficile

Tepanus WIIII MoxeT NpUBOAWUTH K BO3PACTAHUIO PHCKA JKENYJA0YHO-KHIIEYHBIX HMHQEKIUH,
takux kak Clostridium difficile.

[TaruenTam, NpUHUMAIOIINM pabenpasoi A KpaTKOBPEMEHHOI'O CUMIITOMATUYECKOTO JICUEHUs
nposisnenuii I'OPb u HOPB (manpumep, uzxoru) 6e3 peuenta, cielyeT oOpaTUThCS K Bpady B
CIENYIOIIUX CIIyYasx:

- IPUMEHEHHUE CPEJCTB Il CHATHUS CUMIITOMOB U3)KOTH U HAPYLICHUS MUILEBAPEHUs B TCUCHUE
4 genens u Oolee;

- TOSIBJICHHME HOBBIX CHUMITOMOB WJIM HW3MEHEHHE paHee HaOJIOAaBIIUXCS CHUMIITOMOB Y
MAIMEHTOB B Bo3pacTe Ooree 55 neT;

- CIydyad HEHaMEpPEHHOI'0 YMEHBIICHMS MacChl Te€ld, aHEMHH, KPOBOTCYEHHH B JKEIyI0YHO-
KHUILIEYHOM TpakTe, Aucdaruu, 60U MpH INIOTAaHUU, IOCTOSTHHON PBOTHI UJIM PBOTHI C KPOBBIO U
COJIEPKUMBIM JIUTACTPUsA, CIydad SI3BbI JKEIyAKa WM OINEepallid Ha XKEIyJKe B aHAMHE3e,
KENTYXH U T.1. (B T.4. HapyIIeHUe (PyHKIUH IEYSHUH U TTOYCK).

[TarueHTs!, ¢ MOBTOPSAIOIIMMUCSA CUMIITOMaMH HapyLIEHHs UIIEBAPEHUS WU U3KOTH, TOJIKHBI

peryiaspHo HaOmonmatbes y Bpada. [lanmmeHThl B Bo3pacte Oosiee 55 J€T, €XeTHEBHO



IpUHUMaKIUe Oe3pelenTypHble NpenapaTsl JUIsl CHATHS CHUMIITOMOB M3)KOTM U HAapyLIEHUS
NUIIEBAPEHUS TOJKHBI POUH(OPMUPOBATH 00 3TOM CBOETO JICUAILlEro Bpaya.

[TatmenTsl HE JOJDKHBI NPUHUMATh OJHOBPEMEHHO C pabemnpa3ojioM JApyrue CpeacTsa,
CHIDKAIOIIME KHUCJIOTHOCTh, Hampumep Ojokatopsl H2-THCTaMHMHOBBIX pPELENTOPOB WM
MHTUOUTOPBI IPOTOHHOI'O HAacoca.

[Ipy npuMeHeHUM JApYrux M[penaparoB NAUEHTaM CJIEAYeT IPOKOHCYJIbTUPOBAThCA C
(papMaIeBTOM WJIM BpPauoM IEPEel HAYalloM Tepanuu npenapatrom Paduer®, ormyckaembiM 6e3
penenra.

[TanMeHThl TODKHBI COOOLIMTL Bpady IIEpe]l HauajaoM MpUMEHeHus mnpernapara Paduer® Ges
peuenTa, eciiv UM Ha3Ha4YeHO HH/I0CKOIMYECKOE UCCIIEI0BAHNUE.

Cnenyer wusberatb npueMa mpemapata PaOuer® mepen  NPOBEIEHHEM MOYEBHHHOIO
JBIXaTEJIbHOTO TECTA.

[TatMeHTh! ¢ TSHKEIBIMU HApyLIEeHUAMHU (DYHKIMU MEYEHU JOJDKHBI 00paTUThCSA K Bpady mepen
HauajIoM Tepanuu npenapatoM Pabuer®, ormyckaeMbiM Ge3 peuenta, s KPaTKOBPEMEHHOIO
cUMIITOMaTuyeckoro jgeduerus npossienuit ' OPb u HOPb (manpumep, uszxorn).

Bunsinne Ha CIOCOOHOCTH YIIPABJISATH TPAHCIIOPTHBIMHU CPEACTBAMH M MEXaHHU3MaMH
Hcxons u3 ocoOeHHOCTEW (papmMakoguHAMUKKM pabemnpas3ona M ero mpoduis HexeaaTeabHbIX
(b (PEeKTOB MaNOBEPOSTHO, YTO palerpa3oil OKa3bIBaCT BIWSHHE HAa CIOCOOHOCTh K BOXICHHIO
aBTOTpPAHCIIOpPTa U YMpaBieHUIO MexaHu3MaMu. OJIHAaKO B clydyae TIOSBIIEHUS COHJIMBOCTU
cienyeT u30eratb 3TUX BUJOB JESATEIBHOCTH.

dopMa BbINIYCKa

Karncynb! kumeynopactBopuMsbie 10 mr.

ITo 5, 7, 10, 14, 15, 20 wnu 30 xamncyl B KOHTYPHYIO SYEHKOBYIO YIMAaKOBKY W3 IJICHKU
MNOJMBUHUIIXJIOPUIHON U (DOJIBIH aTFOMHUHUEBOM MEUYaTHOM JIAKUPOBAHHOM.

ITo 1, 2, 3 KOHTYpHBIX SYEHKOBBIX YNAKOBKM BMECTE C MHCTPYKLUHUEH IO IPHUMEHEHUIO
MOMEIIAIOT B TAUKy U3 KapTOHA.

YciaoBust XxpaHeHust

[Tpu Temneparype He Boie 25 °C. XpaHUTh B HEJOCTYITHOM JUIs A€TEH MecTe.

Cpoxk rognocTu

3 roga. He ncnonb30BaTh O UCTEYSHUH CPOKA TOJJHOCTH, YKa3aHHOTO HA yITaKOBKE.

YcaoBust ormycka

OTtnyckaroT €3 peLenra.

IIpon3BoanTe/b/0pranu3anusi, NPUHAMAOIIAS PETEH3NH

AO «®DIT «O6onenckoe», Poccuiickas deneparus

142279, Poccumiickass ®eneparusi, MockoBckas 007., CepmyxoBckuid M.p-H, T.I. OOOJICHCK,
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pn. O6oneHck, paiion pm O00JIEHCK POMBINIUICHHAs 30Ha, CTp. No7§;
142279, Poccwmiickass Penepamms, MockoBckas o0s., CepryXoBCKMH M.p-H, T.1. OOOJEHCK,
pr. O6oneHck, paiion pn O60IeHCK MPOMBIIUICHHAS 30Ha, BT, Ne39, c1p.1

Temn./bakc: (4967) 36-01-07.

www.obolensk.ru

JAMpeKTOop 1Mo perucTpanuu I'.Y. CernexoBa
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