COOTBETCTBYET 3KI
ot 13.07.

(Bxogmwmia M3 N24238564)

MUHVCTEPCTBO 3/IPABOOXPAHEHMS] POCCUNCKON OEEPAITAN
VHCTPYKIVS

10 MCANIIUHCKOMY IIPUMCHCHUIO JICKAPCTBCHHOTO IIpCIIapaTa

Iapuer® (Pariet®)

Perucrpauuonnsiii Homep — [T N011880/01

Toprosoe Ha3BaHHE: HapHeT®

MezxayHapogHoe HeIATeHTOBAHHOE Ha3BaHUe: paberpa3oln

JlekapcTBennas popma: TabiIeTKH, IOKPHIThIE KAIIEYHOPACTBOPUMOH 0O0IOYKOH.

CocraB
Axmuenoe eewecmeo: pabenpaszon HaTpuif, 10 Mr, yro B mepecuere cOOTBETCTBYeT 9,42 Mr
pabenpa3oia, COOTBETCTBEHHO.

- Bcnomozamenvhvie sewgecmea (014 0osuposxu 10 mz): MaHHUT (MAHHUTON) - 26,0 MI, MATHHS OKCH
- 447 w™r, THIPOKCHIPONWINEIUION03a cinabo3amemenHas (rumponosa) - 13w,
THAPOKCUIIPOIIMNIEIUTION03a (runpososa) - 4,0 Mr, Margus creapar - 1,0 mr, stunnenmonosa - 0,7
MT, THIIPOMeJUI03EI ranar - 8,5 Mr, quaneTunuporanHblii MoHormuepus - 0,85 mr, tanek - 0,80 mr,
tataHa auokcux (E171) - 0,43 mr, xene3a okcun kpacHslid (E172) - 0,02 mr, xapHayOCKuit Bock -
0,0015, mr, yepHmna numeBsle cepble F6 (Oenblif Imeymak, »Keme3a OKCHZ YEpHBIH, 3TaHON
nernﬁﬁémpomnamﬁ, 1-6yTanoux).

Onncalmem

{ pul

Po30BEIE ABOSIKOBBIMYKIIEIE TaOJIETKH OKPYTJIOH (POPMEL, TOKPEITEIE 060JI09KOM, Ha OJHOI CTOpOHE
MapKUpOBKa 4epHEIMH YepHMIaMu «E241». I{geT TabneTku Ha IOMEPEYHOM cpe3e OT Genoro a0
[IOYTH OEeJIoro 1BeTAa.

(IJapmaKOTepaneBanecKaﬂ rpynmna: cCpeacTBO IIOHIIKAIOIIEES CEKPCIMIO- JKCIIC3 JKCEIydKa —

IPOTOHHO# IOMIIEI HHTHOUTOP.

Koa ATX: A02BC04

@apmaxojgoraueckue cBoiicTea

DapMaKoIHHAMHKA
Mexanuzm oeiicmeus

PaGernpa3on HATPUS OTHOCUTCS K KJIACCy aHTHCEKPETOPHEIX BeIl[eCTB, POU3BOHBIX OEH3MMUIA30a.
PaGenpa3on HaTpus IIOJABNSET CEKPEIHIO JKETYyJOYHOrO COKa IIyTeM CHEeHU(UIECcKOro
unrubuposanrs H/K* AT®a3el Ha CeKpeTOPHOM MOBEPXHOCTH NMAPUETANBHEIX KIIETOK XKeTyIKa.
H*/K* AT®a3a npeacrariseT coboit GeKOBBIA KOMILIEKC, KOTOPEIH (PYHKIMOHUPYET KaK IPOTOHHAS
HOMITa, TAKUM 00pa3oM, pabenpaszol HaTpys SABISETCS HHTHONTOPOM HPOTOHHOM IOMIIBI B JKEITyAKe
1 OJIOKHpYeT QUHATBHYIO CTAHIO POAYKIMHU KUCIOTHL. JlaHHBIH 5 eKT SBIsSeTCS J0303aBUCHMBIM
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H INPABOJUT K NNIOJABJICHUIO KaK OazaipHOM Tak U CTHMYJIPIpyCMOﬁ CCKpEIIHH KHCIIOTBI HC3aBHCHUMO
OT pa3sapaXUTEIIA. Pa66npa30n HaTpusi HE o6na11aeT AHTHXOJIMHCPTHYCCKHUMH CBOHCTBaMH.

Anmucexpemopnoe oelicmeue

ITociie mepopansHoro npuema 20 Mr pabenpasolia HATPUs aHTHCEKPETOPHBIH 3G deKT pasBUBaeTCS B
TeyeHne vaca. MHruOupoBanue 0azanpbHON M CTHMYNHPYEMOH CEKpelMM KHCIOTHI depe3 23 yaca
nocie mpueMa mepBoit 1o3bl pabenpasona HaTpus cocTaBiseT 69 % u 82 % COOTBETCTBEHHO, H
npopomkaercss 10 48 wacoB. Takas NpORODKUTENBHOCTE (hapMaKOAHMHAMHUYECKOrO ZeiCTRIS
HAMHOTO IIPEBBIIIAET NpeacKa3yeMoe 10 NepHoy ITONyBEIBeIeHUs (IPHMEPHO OAUH 4ac). JlaHHBIN
addext MoxkeT OBITE OOBICHEH IPOJOIDKUTENBHBIM CBS3bIBAHHEM JIEKapPCTBEHHOIO BEILECTBA C
H'/K* AT®a3oii mnapueTansHBIX KIETOK JKeNyAka. BennumHa KHrHOUpyIomero neiicTBuA
pabernpa3ona HaTPUA Ha CEKPEIHIO KACIIOTHI JOCTUraeT IJIaTo IIocye TpeX AHeH mpueMa pabernpasona
Hatpus. [Ipy npekpameHuM IpUeMa CEKpEeTOpHas aKTHMBHOCTh BOCCTaHABIMBACTCS B TeYeHUe 1-2
JHEH.

Bnuanue na ypoeens 2acmpuna ¢ cble0pomKe

B xofe KIMHMYECKHX ¥ccieloBaHMM manueHThl npunuMamd 10 mwm 20 mr paGenpasona HaTpus
€XeJHEeBHO IIPU IPOJIOJDKUTENEHOCTH JIeYeHUs 40 43 MecsleB. YpOBEHb IaCTpHHA B CHIBOPOTKE ObLI
IOBBIIEH IepBBIe 2-8 Heenb, YTO OTpakaeT MHIHOMpYIolee AeHCTBHE HA CEKPEIMIO KHCIOTHL
Konnenrparys racTpisa Bo3BpaInaiach K HCXOAHOMY YPOBHIO OOBIYHO B TeueHHe 1-2 Helenkb mocie
IPEeKPAIIEeHHs TeYECHHUA.

Bnuanue na snmepoxpomadpurnonooodnvie knemku

[Ipu uccrenoBaHUM O0Opa3NOB GUOICHY JKeNyIKa 4YelloBeKa M3 00JacTH aHTPAIbHOTO (HMDKHErO)
OTJIENIA XKEeTyJIKa ¥ JHa Xxenyaka 6onee yeM 500 manueHTOB, MOTy4aBIIMX ‘pa6enpa30n HaTpHs WK
Ipernapar CpaBHEHHS B TeyeHHe 8 Helemnb, yCTONYMBEIE H3MEHEHHS MOP(OIOTHUECKOH CTPYKTYpHI
sHTepoxpoMadPHUHONOJOGHBIX KIETOK, CTENICHH BEIPOXKEHHOCTH FaCTPUTA, YaCTOTHI aTpoduyecKoro
racTpuTa, KHIIEYHOM MeTala3uy Wik pacnpoctpanenun uHdexkuuu Helicobacter pylori He GputH
0OHapyKEHHL.

B uccnenosanuu ¢ ydactueM 6onee 400 manpeHToB, noy4yaBmux pabenpason Hatpus (10 mr/nens
unu 20 Mr/IeHs) IpoAOIDKHTENBHOCTEIO 10 1 rofa, yacToTa runepIiasuy Obliia HU3KOM H CpaBHUMOM
¢ TakoBoi 1 oMenpasona (20 mr/kr). He ObI1 3aperucTpupoBaH HU OJIMH CiIy4ail afeHOMAaTO3HEBIX
H3MEHEHMH WIH KapIIMHOMIHEIX OIMyXoiel, HabmogaBIIuXcs y KpEIC.

Jpyzue 3¢hpexmut
Cuctemusle 3(dextsl pabempazona HATpUs B OTHOLIEHMH IEGHTPATLHOH HEPBHOH CHCTEMEL,

CEpP/IEYHO-COCYIUCTOM MM JBIXaTeNbHON CHCTEM B HACTOAIIMN MOMEHT He oOHapyxeHbl. Bhino
[I0Ka3aHo, YTO pabempaszon HaTpHs IIPU IEepPOpabHOM NpueMe B 1o3e 20 Mr B TEUCHHUE 2 HENENIb He
OKa3BIBA€T BJIMAHHUA HAa (QYHKUHMIO IIATOBHIHOM KeNe3bl, YIVIEBOAHBIH OOMEH, YpPOBEHb
HapaTHPEOUTHOTO TOPMOHA B KPOBH, a TAKXKe HA yPOBEHb KOPTH30JIa, 3CTPOTEHOB, TECTOCTEPOHA,
IpOJIaKTHHA, TJIIOKaroHa, QommikynoctuMmyiupytomero ropmona (PCI), mOTeMHH3HPYIOIIETO
ropmoHa (JII'), peHnHa, anbI0CTEPOHA ¥ COMATOTPOIIHOIO TOPMOHA.

PapMaKOKHMHETHKA
Abcopoyun
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PaGenpason OpicTpo abcopOupyeTcss M3 KHINEYHHKA, M €ro MUKOBBIE KOHLEHTpallMH B IUIa3Me
JOCTUTraloTCs IpuMepHO dYepe3 3,5 1 mociae npuema o036l B 20 Mr. M3meHeHME NHKOBBIX
KOHLeHTpauuit B mia3Me (Cmax) U 3HAYCHUH IUIOIMAAM O] KpUBOK «KoHUEeHTpanus-Bpems» (AUC)
pabempa3oia HOCAT JHMHEWHBIH Xapaktep B auamazoHe 103 oT 10 mo 40 wmr. AGcomoTtHas
OHOJOCTYIIHOCTh HOCIIE epopanbHOro npuema 20 Mr (1o CpaBHEHMIO ¢ BHYTPUBEHHEIM BBEICHHUEM)
COCTaBIAET OKOIO 52 %. KpoMe Toro, GHOOCTYHOCTS He H3MEHSETCS P MHOTOKDATHOM IIPHEMe
pabenpasona. Y 310pOBBIX JOOPOBOIBLER IIEPHUO] IOITYBHIBEACHHUS M3 INIa3Mbl COCTABIAET OKOJIO 1
y (Bapsupys ot 0,7 1o 1,5 4), a cyMMapHEIi KIHpeHC cocTaBaseT 3,8 MI/MHH/KT. V NalHEHTOB ¢
XpoHuyeckum 3abonepanneM nedeHHn AUC yBennyeHa BJBOE IO CPaBHEHUIO CO 3JO0POBBIMU
NOOpOBONBIAMHU, HTO OTPAKAECT CHIDKEHHE MeTaboJM3Ma IIEPBOrO IPOXOXKICHUS, a IEPUOX
NONYBBIBEACHH U3 IL1a3Mbl yBeIMYeH B 2-3 pa3a. Hu Bpems nprema npenapara B T€4E€HUE CYyTOK, HU
aHTaLUAB! He BIUSIOT Ha abcopOuuio paGenpasona. [Ipuem npenapara ¢ )XUPHOM MALIEH 3aMeiseT
abcopbuuro pabenpasona Ha 4 vaca u Goiee, ogHako HU Cyax, HU cTeneHs abcopbumu (AUC) ve
HU3MEHSIOTCA.

Pacnpedenenue

V 4yenoBeka cTeneHb CBA3BIBaHMA pabernpa3ona ¢ GeKaMu I1a3Msl COCTaBIseT 0Koio 97 %.
Memabonusm u evleedenue

Y 300posuix mooeii

Ilocne mpuema OHOKpaTHOM mepopambHoit A03s1 20 Mr '“C-meuennoro paGempasona HaTpus
HEM3MEHEHHOTO Ipenapara B Moye Haiineno He 65110. Okoso 90 % pabenpasoina BEIBOIUTCS ¢ MOYOH
IJIaBHBIM 00pa3oM B BHE IBYX METabOJMTOB: KOHBIOraTa MepKalTypoBOi kuciotel (MS) u
Kap6oHoroi kucioTH (M6), a Taroke B opMe JBYX HEU3BECTHBIX METa00JIUTOR, BBIABIICHHBIX B X016
TOKCHKOJIOrHYecKoro aHanm3a. OcraBmascs 4acTh NPUHATOro pabenpasofia HaTpUs BHIBOAUTCA C
KaJIOM.

CymmapHoe BhiBeieHHne cocTaBiusteT 99,8 %. OTH [OaHHBIE CBHJETENBLCTBYIOT O HeOOJBIIOM
BBIBEJCHUH METa0OJIMTOB padempa3ona HaTpus ¢ xemybto. OCHOBHBIM MeTa0ONMHUTOM SBIAETCS
TtHO3¢up (M1). EAHHCTBEHHBIM aKTUBHEIM METa00INTOM ABIAETCA JeCMETIIBHEIM MeTabomuT (M3),
OIHAKO OH HaOJIOancs B HU3KOM KOHIEHTPALMH TOJIBKO Y OJHOTO YYaCTHUKA HCCIIEIOBaHMA [IOCHIE
npueMa 80 Mr pabenpasona.

Tepmunanvras cmaous noyeyHou HeOOCMAmoOYHOCHU

V nmanueHTOB €O cTabMIIBHOM IOYEYHOW HENOCTATOYHOCTHIO B TEPMHHANBHOH CTaJuM, KOTOPHIM
HEeoOX0IUM TOAICPKABAIOIINI reMoanu3 (KIUpeHe KpeaTuHuHa <5 mi/mun/1,73 Mz), BEIBEJICHUC
palbenpazona HaTpUs CXOXe C TaKOBBIM Y 370poBbIX 100poBoibLEeB. AUC U Cmax Y 3THX IALMEHTOB
ObLTH IPUMEPHO Ha 35 % HIDKe, 4eM Y 30POBHIX 10OpOBOIIBIEBR. B cpenHeM nepuos noyBEIBENCHUS
pabenpaszona cocraBmsan 0,82 4 y 3mopoBeIX nobGpoBoibueB, 0,95 W y namueHTOB BO BpeMs
remozauanusa u 3,6 4 mocie remMoauanu3sa. KimupeHe npenapara y naideHToB ¢ 3a00/IeBaHUSAMHU MTOYEK,
HY)XIAIOIMUXCAd B TeMOAWamu3e, ObUl NPUOIM3UTENHHO B [iBa pa3a BBINE, YEM Y 3AO0POBHIX
IOOPOBOIEIIER.

Xponuyeckuii KOMNEHCUPOBAHHbIY YUpPO3 .
V NaUUeHTOB ¢ XPOHMYECKMM KOMIIEHCHPOBAHHBIM IMPPO30M IEUEHW HAGITIONAIach NpHeMIEMAst
IIepEeHOCHMOCTh Tepanuu pabenpa3onoM HaTpus B fo3e 20 mr 1 pa3 B aens, xota y HuX AUC 65112 B
2 pasza Beime, a Cpax yBenmueHa Ha 50 % 10 CpaBHEHMIO €O 3OPOBBIMH A0OpOBOIBLIAMH
COOTBETCTBYIOIIETO MOJNA.
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Hoorcuneie nayuenmer

V HOXHIBIX MAlMEHTOB DIIMMHHALMS pabernpaszona HECKONBKO 3aMenneHa. Ilocne 7 mHelt mpuema
paGenpasona mo 20 Mr B cyTku y noxunsx jun AUC 6puta npuMmepHo BaBoe Gonbmie, a Crmax
MOBBIIIEHa Ha 60 % 10 CPAaBHEHHIO ¢ MOJIOJIBIMH 3/J0POBBIMH H0OpoBosbLIaMu. OqHAKo, IPU3HAKOB
KyMYJLILMH pabernpa3oia He 0TMEYanock.

CYP2C19 nonumopghuzm

V nmamuenTos ¢ 3amenieHHsIM MeTabommsmom CYP2C19 mocne 7 aueit mpueMa pabenpasona B 103e
20 mr B cytku AUC ygpemmuuBaercs B 1,9 pasa, a nepuoj nonyBsiBefeHHs — B 1,6 pasa mo
CPaBHEHMIO C TEMM € ITapaMeTpaMH y «OBICTPHIX MeTaboiH3aTopoB», B TO BpeMs KaK Cmax
yBenumuuBaetcs Ha 40 %.

Iloxazanne K IIPUMEHEHHIO
CuMnToMbI JUCIEIICHUH, CBA3aHHOM C IOBBILIEHHON KHUCIOTHOCTBIO XKEIIyJOYHOTr'O COKa, B T.4:

CHMIITOMBI TacTpod30dareansHoi pedokcHol 601e3HH (M3K0ra, KUCIas OTPBDKKA).

Hp OTHBONOKA3aHUHA

TUIEPUYBCTBUTENBHOCTE K pabenpasofly, 3aMEIeHHBIM OeH3MMMAaszonaM HIH K
BCIIOMOTaTeIbHBIM KOMIIOHEHTaM IIpenapaTa; '

- OepeMEeHHOCTS;

- TEpUOJ JIaKTaluH;

- Bo3pact jo 18 ner.

C oCTOpOXKHOCTHIO
- TSDKelas HO4e4Has HeJOCTATOYHOCTb.
IIpnMeHeHue Npu GepeMEeHHOCTH M IAKTANHH

JlaHHEIX 110 6€30IIaCHOCTH IPUMEHEHHUS pabenpasoia Bo BpeMsa 6€peMEHHOCTH HET.

HcenenoBanus BIHSHAS HA PEIPOAYKTHBHYIO (DYHKIHIO Y KPBIC ¥ KPOJIMKOB HE BBIABHMIIM IIPU3HAKOB
HapylIeHus GpepTUIEHOCTH WK Ae(EKTOB Pa3BUTHA IUIOAA, 00YCIOBIEHHBIX pabenpa3osioM; OQHaKO
y KpBIC B HEOOJIBINMX KOJIMYECTBAX MpenapaT IIPOHKKAET Yepe3 MaleHTapHEIi Gapsep. [Tapuer® me
ClIelyeT TIPUMEHATH NpH OEPEeMEHHOCTH 33 HCKIIOUYEHHEM CIIy4aeB, KOILAa OXKHIaeMBIi
IIOJIOKUTENBHEIA 5PQEKT A1 MaTepy PEBOCXOIUT BOMOXKHBIN Bpe I IUIO/A.

HeussecTHO BEIIEISETCS JIM pabenpasoll ¢ IpyIHEIM MOIOKOM. COOTBETCTBYIOIIME UCCIEOBAHUS Y
KOpMALIMX JKEHIIMH He IIPOBOAMIMCE. BMecTe ¢ TeM palenpa3on OOHAapy:eH B MOIIOKe

JIAKTUPYIOMIHIX Kphic, 1 mo3ToMy ITapuer® Helb3s Ha3HAYATH KOPMSLMM JKEHIUHAM.

Cnoco6 npaMeHeHns B 10351

BuyTps, B no3e 10 Mr oguH pa3 B CyTKH.
Ta6nerxu npenapara Ilapuer® Henb3st pasKeBLIBATh WM M3MeNbYaTh. TaGleTKH CleqyeT roTaTh
neaukoM. PexoMeHayeTcs mpueM mpenapara yTpoM, Mepef MpHeMOM IHIIM. Y CTaHOBJIEHO, YTO HU

BpEMiA CYTOK, HA IIPUEM ITHIIH HE BIMAIOT HA AKTUBHOCTH pa6enpa30na HaTpHuda, HO pCKOMCHAYEMOC
4



BpeMs mpuema Tabnerox. Ilapuer® cmoco6cTByeT Mydimemy COGMIONECHHMIO NAIMEHTAMH CXEMEI
JIEYEHHU .

IIpu otcyTcTBUM 3ddekTa B TeUeHHE NEPBHIX TPeX AHEH JieueHHs HeoOX0JUM OCMOTP CHELHAHCTA.
MaxkcuMaNnbHBIN Kypce JedeHns 6e3 KOHCYJIbTaluy Bpada — 14 nHeii.

ITIoGounoe neiicTBue

HcXof W3 ONBITA KIMHMYECKHX MCCIEOBAaHMH, MOXHO CHAeNaTh BEIBOJ, uTo Ilapuer® o6BryHO
XOpowo IepeHocuTes nanueHTaMu. [loGoynble 3¢¢exThl, B LenoM ciabo BBIPXEHHBIC I
YMEpeHHBIE, HOCAT NPEeXOISIIIUiA XapaKTep.
Ipu npueme npemapara Ilapuer® B Xofe KIMHMYECKHX HCCIIENOBAHUN OTMEYATHCH creyromue
noGoYHbIe IeiCTBHA: TONOBHAs 60k, 6OJIb B XXHBOTE, AHapesi, METEOPH3M, 3aIl0p, CYXOCTh BO PTY,
TOJIOBOKPYKEHNeE, CHIb, Hepudepuueckuil oTek.
HexenatenbHple peakMyd CHCTEMATH3MPOBAHBl OTHOCHTENBHO KaXJOH M3 CHCTEM OpraHOB C
HCIIONB30BAHUEM ClieyIoIel Kiaccu(UKali YacTOTHl BCTPEYaeMOCTH:

Ouens vactrie (>1/10)

Yacrsrie (>1/100, <1/10)

Heuactsrie (>1/1000, <1/100)

Penkue (>1/10000, <1/1000)

Ouens penxue (<1/10000), Bkmoyas edunuinsie Cryuau.
Hapywenus co cmoponsl umMMmyHHOU cucmembl.
PEIKO ~ OCTPEIE CUCTEMHEIE AJIEPrUYCCKHE PeaKIuu;
Hapywenus co cmoponvl Kposu u Mum@pamuieckol cucmembi.
peAKo - TPOMOOLUTOIIEHUSI, HEHTPOIIeH!S, JICHKOIEHHS;
Hapywenus co cmoponvl 06Mmena seugecms u NUMaHusL:
PEAKO - THIIOMarHHEMHUS,
Hapywenus co cmopownvi zenamobunuapHoii cucmemvl: TIOBBIILICHHE AKTHBHOCTH II€YEHOYHBIX
(epMEeHTOB, PEIIKO - TETIATHT, XKEeNITyXa, IeYeHOYHas SHieaIonaTus;
Hapywenus co cmoponsl nouex u Mouesul800Auux nymeii.
OY€HB PEAKO - HHTEPCTUIMANBHEIA HepuUT;
Hapyuienus co cmoponwl K0Jict U NOOKOXCHBIX mMKaHeill: peiko - GyIiie3Hble BEICHIIAHMS, KPalBHUIIA,
OYeHb PEAKO - MyIETH(OpPMHAs SPUTEMa, TOKCHYECKHI BSIUAepManbHBI HEKPOIM3, CHHAPOM
Crusenca-Jl)xoHcoHa.
Hapyuenus co cmoponvl KOCIHO-MblUeYHOU CUCIEMbl. PEAKO - MUAJITHS, apTPalTys;
Hapywenusi co cmoponsl penpoOyKmueHol cCmeMel.: O4€Hb PEIIKO - THHEKOMAaCTHS;
Hamenenuit apyrux abopaTOpHBIX IIOKa3aTellell B Xoje npueMa pabemnpa3ona HaTpus He
Ha0JIOIAJIOCE.
CoryacHo JaHHBIM IIOCTMAPKETHHIOBEIX HAOIOJeHUI IpH IpHEME HHTHOUTOPOB IPOTOHHOM TOMIIBL
(UIII) BO3MOXHO YBEIUYSHHE PHCKAa BO3HUKHOBEHHs MEPENOMOB, MOAOCTPOi KOXXHOM KpacHOH
BOMYaHKA M JKEJNE3UCTHIX IIOJHMIOB JHHAa JKemyaka (cM. pasgen «OcoOble  yKa3aHHm»).
3aperncTpupoBaHbI PeIKUE CITyUal IedeHOYHOU 3HIedaoNaTHH y MAl[MeHTOB C LIUPPO3OM.
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Ilepeno3mpoBka

Cumnmomu!

JlanHble O HaMepeHHOM MM Ciy4ailHOM mepefo3upoBKEe MHHUMaNbHEL CilydaeB CHIIBHON
IIepeRO3MPOBKH paberpa3osioM He OBIIIO OTMEYEHO.

Jeyenue

Crenududeckuit anTHAOT AN nipeniapata [apuet® HemsBecTeH. PaGenpason X0poIo CEA3EBAETCS ©
GeslkaMy IJIa3MBI, M MO3TOMY cabo BBIBOOMTCA IpH Auamuse. IIpu nepemo3upoBke HEOOXOAUMO
MIPOBOAUTE CHMITOMATHYECKOE U IOANEPKUBAIOIIEE JIEYCHHME.

B3aumopeiicTBHe ¢ IPYruMH NpenapaTaMmu

Cucmema yumoxpoma 450

PaGenpason Hatpus, kak u apyrue UIII, metabonusupyercs ¢ ydacTueM cucTeMsl iuToxpoma P450
(CYP450) B neyenu. B uccnenoBaHusX in vitro Ha MUKPOCOMaXx IE€YeHH YelIoBeKa OBLIO II0Ka3aHo,
yTo pabenpaszon HaTpus MeTabomusupyetcs uzodepmentamu CYP2C19 u CYP3A4.

HccnenoBanus Ha 3ZOPOBBIX AOOPOBOJBIAX MOKa3ald, YTO pabenpa3ol HATpHUA HE BCTYNAET B
(apMaKOKMHETHYECKH WM KIWHWYeCKM 3HAYUMbIe B3aUMOJEHCTBUSA C JIEKApCTBEHHBIMHU
BeILeCTBAMH, KOTOpEIE MeTaboNu3upyeTcs cucTeMoii uroxpoMa P450 - pappapuroM, peHUTOMHOM,
TeopWIIMHOM U AuazernaMoM (HE3aBUCHMO OT BBICOKOH WM HU3KOH aKTHBHOCTH (pepMeHTa,
MeTaboIM3UPYIOLIETo JHa3eam).

Kombunuposannas mepanus ¢ anmubaxmepuansHoimu npenapamamu

BBUTO IIpoBeIeHO KeccieloBaHe KOMOWHAPOBAHHO Tepaliy ¢ aHTHOaKTepHaIbHEIMU IIperapaTaMy.
B [n1aHHOM 4YeTHIPEXCTOPOHHEM TIEPEKPECTHOM HCCIECAOBAHUM Y4YacTBOBAIM 16 3J0pOBBIX
nobpoBoneleB, Kotopsle momydand 20 mr. paGempasona, 1000 mr amoxcummimvHa, 500 mr
KITapUTPOMMIINHA WIH KoMOMHaumio 3tux Tpex npenapatoB (PAK - paGenpason, aMOKCHIHUIUINH,
wiapurpomunus). Ioxazarent AUC u Cax U1 KIIAPUTPOMHLITHA ¥ AMOKCHIMIITMHA OBLUTH CXOMHUMH
IpH CpPaBHEHHWH KOMOMHHUpOBaHHOH Tepamun ¢ MoHoTepauued. Ilokazaremu AUC m Cmax AIA
pabenpasona ypenuuminuch Ha 11 % u 34 %, cOOTBETCTBEHHO, a I 14-ruApOKCU-KIapUTPOMHLIKHA
(aktuBHOro Metabomura KiaputpoMuiiHa) AUC U Crax yBeymummuchk Ha 42 % u 46 %
COOTBETCTBEHHO M KOMOWHUDOBaHHOH Tepamud B CpaBHEHMH ¢ MOHoTepanueil. JlaHHoe
yBeIMYEHNe SKCIO3MUMK pabempa3zona W 14-THAPOKCH-KIAPUTPOMHLMHA He OBUIO IPU3HAHO
KJIMHUYECKU 3HAYUMBIM.

B3zaumooeticmeus 6cnedcmeue uH2uOUPOBAHU CeKpeyull JCceny00YHO20 COKA

PabGenpazon HaTphsd OCYINECTBISET YCTONYMBOE W IPOJODKMTENBHOE IOAABICHHE CEKPELUH
XKeTymqo9HoOro coka. TakuM o0Opa3oM, MOXET IPOUCXOJUTH B3aUMOJEICTBHE C BEIIECTBAMH,
abcopOius koToprix 3aBUCHT oT pH. Ilpn ogHOBpeMeHHOM NpueMe ¢ pabelpa3onoM HaTpUsA YPOBHH
KeTOKOHa30/1a yMeHbIaoTes Ha 30 %, a ocTaToYHbIe YPOBHM AUTOKCHHA YBEIMUUBAOTCS Ha 22 %.
CliemoBaTeNbHO, 32 ONpe/Ie/IeHHBIMY Hal[MeHTaMU MOXKET OTpeOoBaThes HabMoieHre AT peIeHNs
BOIPOCa O HEOOXOAMMOCTH KOPPEKTUPOBKH O3B! IPU OJHOBPEMEHHOM NpreMe pabenpas3ona HaTpys
C KETOKOHAa30JI0M, JTUTOKCHHOM MM IPYTHMH JIEKapCTBEHHBIMU NpenaparamMy, abcopOnus KOTOphIX
3aBucut oT pH.

Amazanasup

IIpu oxHOBpeMeHHOM mprieMe aTazanaBupa 300 mr / putonasupa 100 Mr ¢ omenpasonom (40 mr 1
pas B JeHp) mm ¢ arazaHasupa 400 mr c mancompasonoM (60 Mr 1 pa3 B JeHB) 3M0pOBBIMH
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JoOpoBoIbLAMH HabmoAanoch CyIECTBEHHOE CHIDKEHHWE SKCIO3UIMH ara3aHaBhpa. AGcopOuums
aTasaHasupa 3aBUCUT oT pH. XoTa ogHOBpeMeHHEIN MpHeM ¢ pabernpazonoM He M3Y4alcs, CXOXKUe
pe3ynbTaThl OXKUAAIOTCS TAKOKe AJI JpYTMX MHTHOMTOPOB MPOTOHHOrO Hacoca. TakuM oOpaszoM, He
pPEKOMEHyeTCsl OAHOBPEMEHHBIH IIpHeM aTa3aHaBUpa C MHTHMOMTOpPaMM IIPOTOHHOIO Hacoca,
BKJIIOYas pabenpazol.

Aumayuonwvie cpedocmsa

B xIMHHYECKHX HCCIECAOBAHUAX aHTAIMAHBIC BEIIECTBA IIPUMEHSUIACH COBMECTHO C pabemnpazonoM
HaTtpus. KimHM4Yeckd 3HadMMBle B3auMOACHCTBUS pabemnpasosia HATpUS C TeleM THAPOKCHUAA
AJIFOMUHMSA HITH C THAPOKCHIOM MarHus He HaOMIOAauCh.

Ipuem nuyu

B xi1mMHHIYECKOM HCCIE0BAaHUHU B X0/Ie IpHeMa pabernpa3orna HaTpHs ¢ 00eIHEHHOH KIpaMK MU
KIMHUYECKH 3HAauYUMMBIX B3aMMOJEHCTBHMHM He Habmopanocs. IlpueMm paGempazona HaTpus
OZIHOBPEMEHHO ¢ 00OralleHHOH JXHpaMy IHIIEH MOXET 3aMe[TUTh BcackiBaHue pabemnpasona 1o 4
4yacoB 1 6oiee, ogHako Cpax 1 AUC He H3MeHIoTCo.

Luxnocnopun ,

OKCTIEpHMEHTEI i1 Vitro ¢ UCIIONB30BaHUEM MUKpPOCOM IIEYEHH YeJIOBeKa IOKAa3alH, 4YTo pabenpas3ol
uHrubupyer MerabonusMm muiiocnopusa ¢ ICso 62 MkMonb/n, T. €. B KOHUeHTpauuu, B 50 pas
npeBblmarmeit Cmax Y 310pOBEIX 10OpoBoIBLEB Nocie 14 nxeil nprema 20 Mr pabemnpasona. CreneHb
HMHIHOMpPOBAHUS €X0XKa C TAKOBOH IJI OMENpa3olia B SKBUBAJIEHTHOM KOHIIEHTPAIHH.
Memompexcam

CornacHo AaHHBIM COOOIIEHHH O KITHHUYECKHX CITydasX, OIyOIHKOBaHHEIX (hapMaKOKHHETUYECKHX
HCCIEIOBAHUI M PETPOCIIEKTHUBHBIX aHAM30B MOXHO IPE/IIONIONKHTE, YTO OXHOBPEMEHHBIH IpHEM
HWIIIT u MmetoTpekcara (Ipexae BCEro B BHICOKUX Z03aX) MOXKET NPUBECTH K HOBBILIEHHUIO
KOHLIEHTPAIIMK METOTPEKCcaTa W/UiK ero MeTabolIuTa rHIpOKCUMETOTPEKCAaTa B YBEIMYHUTE TICPHOST
HOJIyBBIBEICHVS. TeM He MeHee CHELMANbHBIX MCCIECAOBAHHI JIEKAPCTBEHHOTO B3aHMOJIEUCTBUS
MmetoTpekcara ¢ UIIIT He mpoBOAMIOCE.

Knonuodoepen

OnHoBpeMeHHOEe NpHMeHeHHe pabempaszona M KIONUAOTpena y 3JOpOBBIX JOOpPOBOJIBIIER He
OKa3bIBAJIO KIIMHUYECKH 3HAYUMOTO BIIUSHUSA Ha SKCIIO3UIUIO aKTHBHOTO MeTaboIUTa KIIOMUOoTpena.
Ilpp onHOBpeMEHHOM TMPHMEHEHHMH C OAOOpeHHOW Jo30if pabenpaszosia KOPpPEKIHS O3B
KJIonugorpesa He TpedyeTcs.

Bnusanue na pezynsmamul 1a60pamopHeix Uccaeo008aHull

Ipumenenue Y11 npuBOAUT K CHWXKEHUIO KUCIIOTHOCTH JKEJIYAOYHOTO COKA, YTO MOXET IIPHBECTH
K YBEIIMYEHHUIO cofepkanus xpomorpanuHa A (CgA) B chIBOpoTKe KpoBHU. IIOBBIIEHHEI YPOBEHB
CgA MOXeT IPUBECTH K OIMMO0YHOM MHTEpIpeTalK pe3yIbTaTOB Tab0paTOPHEIX UCCIEJOBaHUH Ha
HaJIMYMe HEHPOSHIOKPUHHON omyxomd. Bo u3bexxanue 3TOro BIMSAHUS NPUMEHEHHE IIperapaTa
[apuer® fomKHO GHITH BpEMEHHO IIPEKpaIeHo, o KpaifHeil Mepe 3a 14 AHel 0 OLEHKH yPOBHS
CgA; HOBTOpEHHE TecTa CllefyeT paccMOTpETh B CIIydae, €clId HCXOAHEIN ypoBeHs CgA sBIseTCS
BBICOKHM.

OcoGb1e ykazanus

OTBeT maupeHTa Ha TEpamuio pabempa3oioM HaTpus He HCKIIIOYaeT HallM4dHs 3JIOKa4eCTBEHHBIX
HOBOOOPa30BaHMUIl B JKEITYIKE.
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TaGnerxu npenapara [lapuet® Hemb3s pasKeBbIBATH MM H3MENbYaTh. TablIeTKH CIEAYeT IIOTATh

LEIMKOM. YCTaHOBIIEHO, YTO HM BpeMsS CYTOK, HA IpHeM NUIIA He BIMSAIOT HA aKTUBHOCTH
pabemnpa3ona HaTpus.

B cnenuansHOM MCCIIE0BAHMH Y TALUEHTOB C JISTKUMH MM YMEPEHHBIMH HapyieHusIMu (yHKIMH
neyeHu He ObLIO OOHApYXKEHO 3HAYMMOIrO OTIHYMA YacTOTHl MOGOYHBIX 3()(eKTOB Mpemapara

Iapuet® oT TaKoBOH y MONOGPAHHBIX N0 IOy M BO3PACTy 3AO0POBHIX JIAL, HO HECMOTPS Ha 5TO,

PeKOMeHyeTCs COBII0AATH OCTOPOKHOCTS IIPH IEPBOM HasHayeHHH npenapata [apuer® nanpentam
C TSDKENBIMH HapymeHusMu GyHkuuu nedenn. AUC pabGenpa3zona HATpUS y MAHEHTOB C TSHKEIBIM
HapyHIeHHeM QYHKIMH IeUYeHH IPUMEPHO B JIBa pa3a BHILIE, YeM Y 3[J0POBEIX MAIHEHTOB.
ITanpeHTaM ¢ HapymeHHAMH QyHKIMU oYK Ml [IeYeHH KOPPEKTHPOBKA 035! ITpenapata [Tapuer®
He TpebyeTcs.

Tunomaznuemun

Hpn JICYCHUH MHTHOMTOpaMy NPOTOHHON IIOMIIBI Ha NPOTSDKEHHH IO KpaifHelt Mepe 3 MecsleB B
pefKuX ciydasx OBUIM OTMEYEHBI Ciydau KIMHWYECKH MNpOSBILIOLIEHCS WM OecCHMITOMHOM
THIIOMAarHueMuy. B GONBIIMHCTBE CITydaeB 3TH COODIEHMA MOCTYNANM TOCTE Troja TEepamuu.
CeppesHBIMH TOOOYHBIMH SIBJICHMSAMY OBUIM TETaHHs, apUTMUS M CYAOPOTH. BOJBIUMHCTBY
IallUeHTOB TPeOOBAJIOCH JICYEHHE T'MIOMarHUEMUH, BKIIOYAIOIIEE 3aMELIEHHEe MarHusi U OTMEHY
Tepaly MHrHOMTOpaMy IPOTOHHOM IMOMITEL. Y NAIlHEHTOB, KOTOpEIE OYIyT HONyYaTh AMMTEILHOS
JIeYeHHe WIH KOTOpHIe MPUHUMAIOT MHrUOUTOPEl MIPOTOHHOM ITOMIIBI C MperapaTaMy, TAKUMH KaKk
JUIOKCHH MM NpENapaTaMH, KOTOpPBIE MOTYT BBI3BaTh FMIIOMarHHUEMMIO (HarpuMmep, JUYPETHKH),
ME[ULUHCKAE PAaOOTHUKH MOJDKHBI KOHTPONMPOBAaTh YPOBEHb MarHHMsA JO Hadaua JIEYeHHS
HHI'AOUTOpaM¥ IIPOTOHHOM IOMIIB! M EPHOJMYECKH BO BPEMS JICUCHHU.

[auyenTsl He JOJDKHB NPUHUMATh OHOBPEMEHHO ¢ mpemapaToM Ilapmer® mpyrme cperctra,
CHIDKAIOIIHE KHUCIOTHOCTh, Hampumep Onokatopsl Hz-penenTopoB WM MHTHOUTOPHI IPOTOHHOLO
Hacoca.

Ilepenomut kocmeii

CornacHo AaHHBIM HaOJIIOAATENbHBIX HCCIEAOBAHUIN MOXHO NPEANOJIOXUTH, YTO Tepamnus MIIIT
MOXKXET IPUBECTH K BO3paCTaHHIO PUCKA CBA3aHHBIX C OCTEOIIOPO30M IepeSIOMOB Gepa, 3amsCThs MK
[I03BOHOYHHKA. PHCK mepenoMoB ObUT yBeNMMYEH Yy MAlMEHTOB, IIONy4YaBIIMX BEICOKHE n03b1 HIIII
JUIHTENBHO (o | Oonee).

OoHoepemenHoe npumeHeHue padenpazona c MEmompeKcamom

CornacHo nuTepaTypHBIM JAaHHBIM, ofHOBpeMeHHbIi npuem UIIII ¢ MmeToTpekcaToM (IIpexxae Bcero
B BBICOKMX [103aX) MOXET IPHUBECTH K HOBBIIICHHUIO KOHIEHTpallMd METOTpeKcara H/UIM ero
MeTaboiTa FrHAPOKCUMETOTPEKCATa B CHIBOPOTKE U YBEJTUIHUTE IIEPHUOA HOTYBEIBEACHMS, YTO MOXKET
IPUBECTH K Pa3BUTHIO TOKCHYecKHX 3¢ dexTor meroTpekcara. IIpu HEOOXOAUMOCTH PUMEHEHHSA
BBICOKHX JI03 METOTpEKcaTa MOXET OBITE pacCMOTpPEHa BO3MOXKHOCTH BPEMEHHOTO MpEKpaleHHsT
tepanuu MUIIII.

Clostridium difficile

Tepanus UIIII MoxxeT NpHBOAUTE K BO3PAaCTAHHIO PHCKA JKEJTyJOTHO-KAIIEYHEIX HHPEKIHH, TaKuX
kak Clostridium difficile.

Ilodocmpan koxucnaa kpacuaa eéonvanxa (IIKKB)

Nwmerotes coobmenns o cirydasx [TIKKB npu tepanuu UITII. B ciyyae pa3sBUTHS KOXKHBIX H3MCHEHHIHA,
0co0EHHO Ha y4acTKaX KOXH, HOJABEPIIIMXCS BO3AEHCTBUIO MPSMEBIX CONMHEYHBIX Jy4del, KOTOpHIE
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COIIPOBOXKAAIOTCS APTPANTHEH, aMeHTy HeoOX0OMMO HEMEIEHHO OOpaTHThECS 3a MERMIMHCKOM
IOMOIIBIO, MEJUIMHCKOMY pabOTHHKY CIelyeT paccMOTpeTs HeoOX0QUMOCTh OTMEHEI pabenpasona.
Bosuuknosenue IIKKB npn npeapiaymeit tepamuu I MoXeT YBENIUINTE PUCK BO3HUKHOBEHHUS
ITIKKB npu npueme apyrux WIIII.
Kenezucmote nonunvi ona scenyoxa
HmurensHoe ucnoneszoBande HIIII, Bkmodas paGempason, 1O BCell BHAMMOCTH, CBA3aHO C
MOBBILICHHBIM PHCKOM BO3HMKHOBEHHS JKEJIE3UCTBIX IIOJHMIIOB [JHA JKEMyAKa. DBOJBIIHHCTBO
JKEJIC3UCTHIX IOJMIIOB IHA XKeTy1Ka OECCHMITOMHEI. Y NallMeHTOB ¢ KPYIHBIMU WA U3BA3BICHHLIMH
NOJIMIIAMA  BO3MOXKEH pHCK JKENIYHOYHO-KHIIEYHBIX KPOBOTCUEHHIA WM TOHKOKMINEYHOM
HenpoxoauMocTH. Ilo 3Tolt npuuMHe HO3UPOBKA M MPONODKATENHLHOCTE Tepamuu I momKHbl
OBITh MUHUMAJIBHEIMH.
ITauuentaM, NpUHUMAOMUM Mpenapat Ilapuer® s KpaTKOBPEMEHHOrO CHMITOMATHYECKOIO
neyenus npossiennit 'OPb u HOPB (ranpumep, u3xoru) 6e3 pelenta, ciegyet 00paTUTHCA K Bpady
B CIEAYIOIUX CITydasx:
¢ TPUMCHEHHE CPECTB JULA CHATHUSA CUMITOMOB H3KOTH ¥ HapyIIEHUs IUIIEBAPEHNS B TEUCHUE
4 »enens u Golee,
® IIOSBJICHAC HOBBIX CHMIITOMOB HJIM M3MEHEHHE paHee HaOMIONaBIIMXCS CHMIOTOMOB Y
NaMeHToB B Bo3pacte 6onee 55 ner, }
® Clyvau HCHaMEPEHHOIO YMEHBHICHHs MacChl Te€Jla, AHEMUH, KPOBOTECUEHHH B JKEITYIOYHO-
KHIIEYHOM TpaKTe, Aucharuy, 6011 pHU ITI0TAHHH, IIOCTOSHHOM PBOTHI HIIA PBOTHI C KPOBBIO
M COICPKUMBIM JKENy/IKa, CIIyYad si3BBI XKeNyAKa MIIH ONepandil Ha XKeNyJaKe B aHaMHE3e,
XKEINTyXH4 H T.J. (B T.4. HapylueHHe QYHKIHHA IeYSHH U II0YEK).
ITanmeHTsl, ANMTENBHOE BpeMsl CTPAJAIOIMEe OT IOBTOPSIOMMUXCS CHMIITOMOB HapyIIEHHS
IHULIEBAPEHMs MU U3KOTH, TOJDKHBI PETYJLIpHO HabmoaaTees y Bpaya. [lanueHTs! B Bo3pacTte Goiee
55 net, exXeJHEBHO NIPUHHUMAIOIMKe Oe3pellenTypHBIE IpenapaThl A CHATHSA CHMIITOMOB M3XKOTH U
HapyIIeHNs NUINEeBapeHUs JODKHEI IPOHMH(GOPMUPOBATE 06 TOM CBOETO JICUAIlero Bpava.
[lanueHTs! He MOJDKHBI NPHHMMATH ONHOBPEMEHHO ¢ mpemapatom Ilapuer® apyrme cpenctea,
CHIDKAOIIUE KHCIOTHOCTh, HampuMmep OJoKaTophl Ha-penentTopoB MM MHrHGHTOPHI MPOTOHHOM
TIOMIIEI.
IIpu npuMeHeHHH JpyruX MIPENapaToB NaleHTaM CIeAyeT IPOKOHCYIETHPORATECS C (hapMaLeBTOM
WM BPavoM Iepe]] HayaioM Tepanuu npenaparoM Ilapuet®, oTmyckaeMsiv Ge3 perenTa.
[TanuenTs! JOIDKHEL COOBIIUTE Bpady Nepejl HadanoM NpuMeHeHHs npenapata [Tapuet® 6e3 penenta
€CJIM MM Ha3HAUYeHO SHJOCKOMIMYECKOE MCCIICIOBAHHE.
Crenyer usberats npuema npenapara Ilapuer® nepes npoBeIeHHEM MOYEBMHHOTO JBIXATEIBHOTO
TecTa.’
IlanMeHTsl ¢ TSOKENBIMM HapyIIEHWSIMH (DYHKIUH I€4e€HH JIOJDKHBI OOpaTHTBECS K Bpady Iepen
HavaoMm Tepanum Tpemapatom Ilapuer®, oTmyckaemsM 6e3 penenTa, i1 KpaTKOBPEMEHHOTO
CHMIITOMaTH4IeCKOr0 JiedeHus nposasneHuid ['OPb n HOPB (nanpumep, uzxorn).

Bansinne Ha BoxAeHuE aBTOMOOHIA N PaGoTy ¢ TeXHHKO#

Hcxons u3 ocobeHHocTell (apmakomuHamuku pabempasona W ero Npodmis HeXelaTelbHBIX

3¢ deKToB, ManoBepoATHO, 4To [TapneT® OKasEIBaET BIMAHIE HA CIIOCOOHOCT BOJUTE aBTOMOGHIIE ¥
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(Bxogmwmin M3 N24238564)

COOTBETCTBYET SKCNEPTHOMY OTUYETY

pabotate ¢ TexHHKOHW. OJHAaKO B Cllyyae MOSBIIEHHsS COHJIMBOCTH ClENyeT M30eraTb THX BHOB
JeATeTbHOCTH.

®opma BbIIyCKA

Tabnetku, MOKPHIThIE KMILIEYHOPACTBOPUMOI 0607109KOH, 10 M.

Io 7 wnu 14 TaGnetok B 6mucTepe u3 2-X crnoes amomunus. [To 1 6ructepy BMecTe ¢ MHCTpYKIHeit
N0 MEIULUHCKOMY IIPUMEHEHHIO B KapTOHHOW mayke. Ha KapTOHHBIX Maykax MOXET OBbITh
IPEAYCMOTPEH KOHTPOJIb BCKPBITHS.

YcaoBusi xpaHeHust
IIpu Temnepatype He Bbie 25°C B HEAOCTYITHOM U AeTeii MecTe. He 3aMopaskuBaTs.
Cpok rogsoctn

2 rona.
He npumeHsATh noCie MCTEYEHUs CPOKA FOTHOCTH.

YcaoBus oTnmycka U3 antek
be3 penenra.

Hep:kaTe/ib perucTPANHOHHOIO YIOCTOBEPEHHS H OPraHU3alHsl, IPHHAMAIOIIAS NPeTeH3HH:
000 «JIxoncon & Jxoncon», Pocens, 121614, r. Mocksa, yi. Kpsutatckas, a. 17, kopi. 2

Ten.: (495) 755-83-57

®akc: (495) 755-83-58

IIponsBoauTean
bymy ®apmaceiotukan3 JIta. Mucaro ¢akropu
950, Xupoxkn, Oxanza, Mucaro-matu, Konama-ryn, Cautama-kas, SInonus.

Ynalconlca, BI:IIIyCKalOlllHﬁ KOHTPOJIb Ka4YeCcTBa

Cunar AT
Xoxmrpacce 201, 8200 [addxayzen, Ilseiinapus

WU
Jlyzomenukamenta Cocbennazie Texnuka @apmaceyTuka, C.A.
Ourpana Koncunsepu Ilenposy, Ne 66, 69-b, Kepyra=e=Baidury, 2730-055 Bapkapena, [Toptyranus

MeHemxep 1Mo perucTpauuu

000 «2660tT JIa6opaTopus» M. lymkuna
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MUHHCTEPCTBO 3J[PABOOXPAHEHUS POCCUMCKOU ®EJEPAIIUU
MHCTPYKIIAS

110 MEINIIHHCKOMY IIPUMCHCHHUIO JICKAPCTBCHHOI'O IIpCIIapara

Hapuer® (Pariet®)

Perucrpannonnsiii Homep — [IN011880/01

Toproeoe Ha3BaHuUe: HapHeT®
MexaynapoaHoe HeaTeHTOBaHHOe Ha3BaHHe: pabenpason

JlexapcTBenHas fopma: TabIETKH, IOKPHITHIE KAIIEYHOPACTBOPUMOI 060I09KOI.

Cocras

Axmuenoe gewgecmeo: pabernpazon Hatpuii, 20 Mr, 9TO B niepecyere cootBeTcTByeT 18,85 Mr pabenpasona
COOTBETCTBEHHO.

Bcnomozamenvuvie eewjecmea: MaHHUT (MamEMTOoNM) - 40,0 Mr, MmarHus okcux - 63,0 wr,
THAPOKCHIIPONIMIIIEIUTION03a cnabo3amemenHas (rumponos3a) - 19,5 Mr, IugpoKCHNpONHIINENIIONO03a
(runpostosa) - 3,0 Mr, MarHus creapar - 1,5 Mr, sTunesnmonosa - 1,0 Mr, runpomerniossl ¢ranart - 12,0 Mr,
JHANETHITMPOBAHHEIA MOHOTIMIEPHN - 1,2 mr, Tayek - 1,13 mr, Turana auoxcun (E171) -'0,6 mr, xenesa
OKCHT JKeNTHIH - 0,07 Mr, xapray6ckuii Bock - 0,002 Mr, YepHuIa mameBsle kpacHble Al (6emsiit memnax,
JKene3a OKCH/I KPACHBIH, KapHayGCKUH BOCK, CIOXHBIH 3(up IVIMUEPHHOBON KHMCIOTHI, STaHON
nernnpampozanﬂsm 1- 6yTaHon)

AN

Onucanue

CBeTJ10-XKeNIThIe JBOSKOBHITYKIIBIE TaONeTKH OKpYTIION GopMBI, TOKPHITEIE 000I0UKOM, Ha OHOH CTOPOHE
MapKupoBKa kpacHbeIMH 4yepHuiamu “E243”. IIger TabneTku Ha IOMEPEYHOM cpe3e OT Oenoro Jo Io4TH
Genoro nBera.

PapMaKoTepaneBTHYECKAsl IPYNNA: CPEICTBO IOHIDKAIONIEe CEKPELHIO JKele3 JKellyIKka — IPOTOHHOM
MTOMIIBI HHTHOHUTOD.

Kon ATX: A02BC04

dapmaxojornyeckue cBoiicTBa

DapmaKoOUHaAMUuKa

Mexanuzm oeiicmeus

PaGenpaszon HATpUs OTHOCHUTCS K KJacCy aHTHUCEKPETOPHBIX BEINECTB, NMPOM3BOJAHBIX OGeH3MMMAA3oa.
PaGenpazon HATpHUs [OAABJISET CEKPENHMIO JKEIYAOYHOTO COKa IyTeM creuudpHuIeckoro MHruOupoBaHus
H+/K+ AT®a3sl Ha CEKpeTOPHON IMOBEPXHOCTH MapHeTaNbHBIX KkieTok >xemyaka. H+/K+ AT®asa
npeacTaRifeT coboi OeNKOBBI KOMIUIEKC, KOTOPBIH (YHKIMOHHPYET KaK IIPOTOHHAs IIOMIIA, TaKUM
o0pasom, pabempa3on HaTpus SBJIAETCS HHrHOMTOPOM IPOTOHHOH IOMIIEI B JKEIyJKe W OIIOKHpyeT
($UHANEHYIO CTafMIO MPOMYKIMH KUCIOTHL JIaHHBIH 3(ddeKT sBiIieTcs 0303aBUCHMBIM M IPHBOIMT K
MOAABJICHHUIO KaK 0a3albHOM, TaK U CTUMYJHPYEMOll CeKpeluy KUCIOTEI HE3aBHCHUMO OT pasfpaKHUTels.
Pabenpason HaTpusa He 00/1a1a6T aHTHXONUHEPTHYECKUMHE CBOMCTBaMA.

Anmucexpemopnoe oevicmeue
ITocne mepopanbHoro mpuema 20 Mr paGempasonia HaTpHUs aHTHCEKpETOPHBIH 3((EKT pa3BMBAcTCA B
TeyeHue yaca. MHrubupoanne 6a3anbHON M CTHMYJIMpPYEMOM CEeKpellH KHCIIOTEI Yepe3 23 Yaca 1ocie




COOTBETCTBY E_ﬂ._' IK(

ot 13.0

npreMa nepBoii 103sl pabenpasona HatpHs cocTaBiseT 69 % u 82 % cOOTBETCTBEHHO, H IPOAODKAETCA 10
48 wacoB. Takasi NPOJOIDKATENBHOCTE (HapMaKOAMHAMAYECKOTO MEHCTBHS HAMHOrO MpEBEILACT
npejcKasyeMoe MO NEepHOAy IOJYBBIBEAEHHS (IpUMepHO ofuH 4Yac). JlanHbld addexr moxer OHITH
00BSICHEH IPOXODKUTEIEHEIM CBA3BIBAHNEM JieKapcTBeHHOTo BemecTsa ¢ H+/K+ AT®aszoii napueTansHbx
KJIETOK JXKenyaka. Benuuuna mHruGupyromero geiictBusa padenpaszonia HaTpHsA HA CEKPELMIO KHCIIOTHI
HOOCTHIaeT IUIaTo ToCie TpeX JHeit mpuema pabenpasona HaTpus. IIpyu npexpanieHuy MpueMa CeKpeTopHas
aKTUBHOCTH BOCCTaHABIMBAETCS B TeueHHe 1-2 nHeil.

Bnuanue na ypoeens 2acmpuna é csl60pomxe

B xo/1e KJIMHHYECKUX HCCIeA0BaHu namuenTs! nprauMay 10 win 20 Mr pabenpasoiia HaTpHUs €XEAHEBHO
TP IPOOJDKUTENLHOCTH JISYeHHs 10 43 MecseB. YpoBeHb racTpHHA B CHIBOPOTKE ObLT MOBBIIEH NIEPBHIE
2-8 Hemenb, YTO OTpakaeT UHIHOUpYoIee AeHCTBHE Ha CEKpEIMIO KMCIOTHL. KoHIEHTpalus ractpusa
BO3BpaIaach K HCXOJHOMY YPOBHIO OOBIYHO B Te4eHME 1-2 HeNeNb MOCe MPEKPALICHHS JIEYEHHMS.

Bnusanue na snmepoxpoma)gpurono0odnvie kKnemku

Ilpu ucciexoBaHuH 0Opa3LoB GHOICHY XKENy/IKa YeNOBeKa M3 00IacTH aHTPalbHOro (HIDKHErO) OT/Aena
Xelyaka M jJHa xenmysaka OGonee yeM 500 manueHTOB, NOMyYaBINMX pabenpasosl HATPMs MIM Ipenapar
CpaBHeHMs B TedeHHe 8 Helenb, YCTOWYMBEIE W3MEHEHHMA MOPQOIOTHYECKOH  CTPYKTYpHI
3HTEpPOXpoMadPUHONONOOHBIX KIIETOK, CTENEHH BBIPOKEHHOCTH TaCTPUTA, YacTOTHl aTPOGHIECKOro
racTpuTa, KUIIEYHOM MeTallla3ud WIM DPaclpOCTPaHEHHs nH(beKupm Helicobacter pylorz He ObUin
00HapyKEeHBL.

B uccnenosanuu ¢ yuactueM 6onee 400 nmanueHToB, HOIyYaBIIMX pa6erlpa30n Hatpus (10 Mr/oess wim 20
MI/JIeHb) IPOJO/DKUTENEHOCTBIO 10 1 rofia, 4acToTa runepIuiasuy Obliia HU3KOM M CPaBHHMOM ¢ TaKOBOH
ans omenpasona (20 mr/xr). He 65UT 3aperiucTpupoBas HH OJMH CIIydaif aieHOMaTO3HBIX H3MEHEHHH MK
KapIMHOMAHBIX OIyXOJIe, HaOMIOaBIIUXCS Y KpPBIC.

Jpyzue 3¢ppexmot
CucremHusle 3(dekTsl pabenpaszoyia HaTpUs B OTHOIIEHUM HEHTPAILHOM HEPBHOH CHCTEMEI, CEpAEYHO-

COCYIUCTOM HIM ABIXaTeNbHOM CHCTeM B HACTOSAUIMA MOMEHT He OOHapy>KeHBl. BBUIO IOKa3aHo, 4TO
paGeripa3oil HaTpus NpU HepopabHOM IpreMe B fo3e 20 MI B TeUeHHE 2 HE/IENb He OKa3hIBAET BIMAHUS Ha
(GYHKIMIO IMTOBUAHON JKENe3s!, YITeBOIHbIN OOMEH, YpOBEHb IapaTUPEOUIHOTO rOpMOHA B KpOBH, a
TaKKe - Ha  YpPOBEHb  KOPTH30Nla,  OCTPOT€HOB, TECTOCTEPOHAa,  IPOJAKTUHA,  IJIFOKAroHa,
dommakynoctamymupytomero ropmoHa (®CI'), moremHmsupyromero ropmona (JII), peHuHa,
aJIJOCTEPOHA M COMATOTPONHOTO FTOPMOHa.

DapmaKoKuHemuKa
Aébcopoyua
PaGenpa3zoin GbIcTpo abcopOupyeTes U3 KMIIEYHUKA, H €ro MMKOBBIE KOHIEHTPAIUH B I1J1a3Me JOCTHI AKOTCS
NpUMepHO Yepes 3,5 4 mociie npueMa o036l B 20 Mr. Mi3sMeHeHHe MUKOBBIX KOHLEHTpanui B riasme (Cmax)
1 3HAYEHHUI ITOIAIM ITOX KpHBoi «koHuenTpanusi-BpeMs» (AUC) pabenpasoia HOCAT IMHEHHBIN XapaKTep
B AuanasoHe Jio3 oT 10 g0 40 Mr. AGcomoTHas GHOAOCTYIIHOCTE MOCIe IlepopaibHoro npuema 20 mr (1o
CPaBHEHHIO C BHYTPHBEHHEIM BBeJCHHEM) cOCTaBIsieT okono 52 %. Kpome Toro, GHOAOCTYNHOCTH HE
M3MEHSETCS [P MHOTOKPAaTHOM IpreMe pabernpa3oina. ¥V 310poBBIX 10OPOBOIIBLEB IIEPHO IOy BEIBEACHHS
{3 IIa3MBl COCTAaBISET oKojlo 1 ¥ (Bapbupys ot 0,7 mo 1,5 4), a cyMMapHHIH KIMpEHC COCTaBjseT 3,8
MI/MUHE/KT. VY IalueHToB ¢ XpoHudeckuM 3abonepanneM neueHn AUC yBenuyeHa BABOE IO CPABHEHUIO CO
3J0pOBBIMH JOGPOBOJIBLIAMH, UTO OTPKAET CHIDKEHHE METabonM3Ma IIEPBOrO MPOXOXIECHWS, a HEPUOX
HIOJTYBEIBEICHHS U3 IUIa3Mbl yBenuueH B 2-3 pasa. Hu BpeMs mpuema mnpenapara B TEYCHHE CYTOK, HU
aHTaUUALl He BIMAIOT Ha abcopOuuio pabempaszona. Ilpumem mpenapara ¢ >XKMPHOH IMINEH 3aMeLieT
abcopbumio paGenpasona Ha 4 yaca H Goxee, omHako HE Cmax, HH cremens aGcopOuun (AUC) He
H3MEHAIOTCS.

Pacnpedenenue



V yYesoBeka cTeNEHb CBA3BIBaHUA padenpasona ¢ GenkaMu 1a3Mbl CocTaBiieT okono 97 %.
Memadonusm u evieedenue

V 300poswix nrooeit

Tocne mpueMa OTHOKpaTHOH mepopaibHOM 103bl 20 Mr 14C-meuennoro paGempasona HaTpus
HEM3MEHEHHOro Ipemapara B Mode HaiiaeHo He Obuto. Oxono 90 % pabenpa3ona BEIBOAMTCA ¢ MOYOM
I7IaBHBIM 06pa3zoM B BHJIE ABYX METabONMTOB: KOHBIOraTa MepKanTypoBoi kuciaotel (M5) u kapGoHOBOH
xkuciotel (M6), a Takke B (opMe [BYX HEH3BECTHBIX METabOJMTOB, BEIABICHHBIX B XO/€
TOKCHMKOJIOTHYECKOro aHanu3a. Ocrapluasics 9acTh NPUHATOro pabelpas3olia HaTpHs BEIBOAUTCS C KalloM.
CyMMapHO€e BhIBeJEHHE COoCTaBieT 99,8 %. OTH HaHHBIE CBHACTENLCTBYIOT O HEGOJLIIOM BEIBEASHHU
meTabonuToB pabemnpasona HATpHs ¢ keqdpro. OCHOBHEIM MeTabonuToM sBiseTcs THOO(up (MI).
EOMHCTBEHHBIM aKTHBHBEIM METaGOMMTOM SABISETCS IECMETHIBHBEIM MeTabomut (M3), oxmako OH
HaOmo/iaicd B HU3KOM KOHLIEHTPAIMH TOJIBKO Y OIHOrO YYacTHHKA MCCIEJJ0BaHMA mocie npuema 80 mMr
pabenpazosa.

Tepmunansuaa cmadus NOYEYHOU HEOOCMAMOYHOCIY

V DaumeHToR co CTabUILHOM I0YEYHOH HEIOCTATOYHOCTHIO B TEPMHHAIBHOM CTa Uy, KOTOPBIM HEOOXOAUM
HoAIepKUBAOLIMI reMoanany3 (KIMpeHc KpeaTWMHHHA <5 mu/mun/1,73 M?%), BeIBeleHUE paberpasona
HaTpHs CX0XKe C TAKOBEIM Y 310poBEIX HoOpoBonble. AUC u Cmax y 5THX NanueHToB OBUIH IPEMEPHO Ha
35 % HKeE, YeM y 3I0POBBIX A0OpOBONBLEB. B cpeHeM nmepro/ MoyBhIBEAEHUS pabenpasona COCTaBIsI
0,82 4 y 310pOBBIX 10OpOBOIIBLEB, 0,95 Y y MaLHEHTOB BO BpeMs reMOAUanu3a u 3,6 1 1ocjIe reMOIuau3a.
Kmipesc mpemapata y NAauMeHTOB C 3a00NEBAaHMAMHM IIOYEK, HYXXIAIOUXCS B reMoAdanuse, Obul
NpUGIM3UTENBHO B IBA pa3a BHIIE, YeM Y 310POBLIX J0OPOBOIIBIIEB.

Xponuueckuii KOMNEHCUPOBARHBII YUPPO3

V NalnMeHTOB ¢ XPOHMYECKHM KOMIICHCHPOBAaHHEIM IHPPO30M IedeHH Habmojanack NpuemieMas
IIEPEHOCUMOCTE Tepanuu pabernpasonoM HaTpus B fo3e 20 mr 1 pa3 B fAeHp, XoTa y HuX AUC 6pinia B 2 paza
BhIlIE, a Cmax yBenuyeHa Ha 50 % [0 CpaBHEHHIO CO 3JOPOBHIMH JOOPOBOJIBIIAMH COOTBETCTBYIOIIEIO
nona.

Ioocunvie nayuenmuot

V noxuielX NalMeHTOB JJIMMHUHAIMA pabenpasona HecKoJbKo 3amemncHa. Ilocme 7 nued mnpuema
paGenpasona o 20 Mr B cyTkd y moxmisx nun AUC 6bi1a npumepHo Bagoe Gompire, a Cmax MoBbIIIEHa
Ha 60 % [0 CpaBHEHMIO C MOJIOJBIMH 3I0pPOBBHIMH H0OpoBonblaMy. OQHAKO, NPU3HAKOB KyMYJLIIMU
pabenpasona He OTMEYaNIOCh.

CYP2C19 nonrumopgpusm

V nanueHToB ¢ 3amenieHHEIM MeTabomusmom CYP2C19 mocne 7 gueit mpuema pabenpazona B fo3e 20 Mr
B cytku AUC ysenuunBaetcs B 1,9 pasa, a mepHos NoyBEIBE/IcHHA B 1,6 pasa 110 CPaBHEHHUIO C TEMH Xe
napaMeTpaMH Y «ObICTPEIX MeTaboIM3aTopoBY, B TO BpeMs Kak Cmax yBenuuupaetcs Ha 40 %.

IMoxa3zanusa K NnpuMeHEHHIO

- SI3BeHHas OOMe3HB HKENMYAKA B CTaAUH 0OOCTPEHHS M 53Ba aHACTOMO33,

- SI3BenHas GOe3HB JBEHAAUATUNICPCTHOM KUIIKU B CTAZIMH 000CTPEHHS;

- DposuBHAas U A3BEHHAsA racTpodsodareansHas pedurokcHas 6one3Hp M pedmokc-330Qarur,

- TloamepsxuBaroinas Tepamus racrpossodareansHoi pedroKcHoi Gone3nu;

- HesposusHas ractpo3zodareansHas pedirokcHas 60ne3Hs;

- CungpoMm 30IUHHrepa-OIIMCOHa M APYTHE COCTOSHMSA, XapaKTEPU3YIOLIMECs MaTOJOrHYecKon
THNepceKpenueii;

- B xoMOMHanuu ¢ COOTBETCTBYIOLIEH aHTHOAKTEepHAIBHOM Tepanueil s spagukanuu Helicobacter
pylori y naliueHToB ¢ A3BE€HHOH 6ONE3HBIO.

Hpornnonoxasamm



- THIEPYYBCTBHTENBHOCTH K pabenpasolly, 3aMeIeHHbIM O€H3MMHI1a3071aM FIIH K BCIIOMOTaTeIEHBIM
KOMIIOHEHTaM IIpernapara;

- OepeMeHHOCTS;

- Iepuoj JIaKTaLluu;

- jperckuit Bospact o0 12 ner.

C 0cTOpOKHOCTBIO
- JICTCKUH BO3paCT;
- TSDKelNlas Mo4edHas HeJJOCTaTOYHOCTb.

IIpumeHenue npu GepeMEeHHOCTH H JAKTAIMH

JaHHBIX 10 6€30I1acHOCTH NPUMEHEHHs pabernpa3osa Bo BpeMs OepeMEeHHOCTH HeT.

HccnenoBaHus BIMAHUS Ha PENPOAYKTUBHYIO (GYHKIMIO Y KPHIC H KPONMKOB HE BHISBHIIM IPHU3HAKOB
HapylleHUs GepTUIEHOCTH UK e EeKTOB Pa3BUTHSA ILUI0a, 00YCIIOBIEHHEIX pabenpa3ooM; 0THAKO Y KPBIC

‘B HEOONBINMX KOJMYECTBaX IpenapaT MpPOHHKAET 4epe3 IUIaleHTapHEBI Oapeep. Hapner® He Cliefyer
IPUMEHATH pH 6€peMEHHOCTH 32 HCKITIOYEHUEM CITy4aeB, KOrJa 03KUAaeMBblii IIOMOKUTENbHBIH S ekt 1s
MaTepu NPEeBOCXOIUT BO3MOXKHBIN Bpe A IUIOAA.

HemsBecTHO, BBIAEIACTCS M pabemnpa3on ¢ IpyAHBIM MosokoM. COOTBETCTBYIOLIHE HMCCIIEHOBaHHUS Y
KOpMSINUX >KeHINUH He MpOBOAWIMCHE. Bmecte ¢ Tem pabenpa3on oGHapyxeH B MOJIOKE JTAKTHPYIOHIHUX
KpHIC, U T03ToMy ITapreT® Henmb3s Ha3HAYATE KOPMAIUM JKEHIHHAM.

Croco6 npaMeHeHHs H J03bI
Tabnerku npenapata HapneT® HEJIb3s pa3)KeBLIBATH WM H3MENbYaTh. TalIeTKH ClIeAyeT IIIOTAaTh HEeTMKOM.

Vcraﬂonneno, YTO HHU BPEMs CYTOK, HH IIPAUEM ITAIIHU HE BJIUAIOT Ha aKTUBHOCTD pa6enpa30na HaTpusd.

IIpu sa36ennoii bonesny Jcenyoxa 6 cmaouyu 0bocCmpenus U 136e_ aHacmomosa PEKOMCHAOYETCS IIPUHUMATD
BHYTPB IIO 20 Mr O/JUH pa3 B ICHb. OOBIYHO H3JICYECHHE HaCTynacrT IocJie 6 HEAC/Ib TCpPAIIMH, OJHAKO B
HCKOTOPBIX ClIydasaX NJIATEIIBHOCTE JICUCHUA MOXET OBITE YBCIUYEHA CIIC Ha 6 Hellenb.

Ilpu a36ennoil Gone3nu 0geHAOUAMUNEPCIMHOU KUMWIKY 6 cmaduu 06ocmperus peKOMEHTyeTCsl IPUHIUMATh
BHyTph 10 20 Mr oJuH pa3 B ACHb. J[MUTENLHOCTH JIEYEHUs COCTaBJIIET OT 2 0 4 Henmenb. B ciydae
HEOOXOAMMOCTH JIUTENIFHOCTD JICYSHU MOXKET OBITH YBEJIHYEHA elue Ha 4 Helemu.

Ipu nevenuu spo3usoil 2acmposzogazeanvroil peduioxcroi bonesnu (I'OPF) unu pedaioxe 330pazume
peKoMeH/yeTcs HpUHAMATh BHYTPb 110 20 MI' OJJUH pa3 B ieHb. J[IUTEeNEHOCTE T€YEeHU COCTABIIIET OT 4 10
8 nHenens. B ciyyae HEOOXOMMMOCTH IUTENILHOCTE JICUSHHST MOXET OBITH YBEIHYEHA ele Ha 8 Helels.

IIpu noddepaicusaroweti mepanuu zacmposzogazeansroii pegpmoxcroil 6onesnu (I'9PE) pekoMeHIyeTcs
MPUHUMATh BHYTph 110 20 MI OKH pa3 B JeHb. JUIUTENFHOCTD JIE€YSHHUS 3aBHCUT OT COCTOSIHUS MaLUSHTA.

IIpu nesposuenoii zacmpossopazeanvroii pegniokcroti 6onesnu (HOPB) be3 330hazuma peKOMEHAYETCA
IPUHAMATE BHYTpb N0 20 MT OJTMH pa3 B JCHb.

Eciu mocse 4eTslpex HENeNnb JICYCHHS CHMITOMBEI HE HCYE3alOT, CIICAYeT NPOBECTH AOIOIHHTEIBHOE
UCCIIeOBaHHE TallUeHTa.

ITocne KynmupoBaHWS CUMIITOMOB JUIS IIPERYNMpPEXIEHHS HUX IOCIEAYIOUIero BO3HUKHOBEHHS CIIEIYeT
HPUHHMATE MperapaT BHYTPh OJHH pa3 B JeHb N0 TpeOOBaHUIO.

Hna nevenus cunopoma 30inunzepa-Inucona u Opy2ux cOCmosSHull, XapaKkmepu3VIouuxcs RaAmonosuyecko
2unepcexpeyueti, 103y NMOAOHPAOT MHAMBHAyaTbHO. HawanmbHas nmo3a — 60 mMr B JeHb, 3aTeM 03y
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COOTBETCTBY

NOBHIINAIOT M Ha3HAa4aroT npenapart B Ao3e Ao 100 Mr B AeHb NpH OZHOKPATHOM MpueMe Uiy mo 60 Mr aBa
pasa B fieHb. [l HEKOTOPHIX TALMEHTOB ApOOHOE I03UPOBaHUE IIperapaTa SBIIeTCA MPeANOUTHTEILHEIM.
JleyeHue MODKHO IPORODKAThCA IO Mepe KIMHUYECKOH HeoOXOAMMOCTH. Y HEKOTOPBIX OOJBHEIX ¢
CHHIPOMOM 30JUIMHIepa~DIMCOHA [UTATENBHOCTS JIEYeH s pabenpa3oioM COCTABIIAIA 0 OIHOTO TO/A.

Hna_spaduxayuu Helicobacter pylori pekoMeHIyeTcss NpUHUMATh BHYTph IO 20 Mr 2 pasa B A€HB IO
olIpeNieJIeHHOH cxeme ¢ coome'rcmylomen KoMOuHanMe#f aHTHOMOTHKOB. JIIUTENEHOCTH JICYECHHS
cocrapiseT 7 JHel.

Ilayuenmul ¢ nOYeyHOU U NEYEHOYHOU HeOOCIMAMOYHOCHbIO

Koppexkiyu 1036 TalUeHTaM € II0YEYHOH HeJOCTaTOYHOCTBIO He TpedyeTcs.

V nanyeHToB ¢ JIerkoi 1 yMEpeHHO! CTENEHBIO IEYeHOYHOH HEJOCTATOUHOCTH KOHLIEHTpalHs paberpasona
B KPOBM OOBIYHO BHIIIE, YEM Y 3/10pOBBIX: IIAIUEHTOB.

Ilpn Ha3zHaveHuu mnpenaparta HapHeT® TalUeHTaM C TOKeJIOH CTEIEHBIO IEYEHOYHOM HEAOCTATOYHOCTH
cllefyeT cobIoaTh OCTOPOIKHOCTD.

Hoowcunvie nayuennol
Koppexumu 10351 He TpebyeTcs.

gemu

bezonacHocTh U 3¢ dekTHBHOCTE pabenpa3ona HaTpus 20 Mr U1 KpaTKocpoyHoro (1o 8 Hexels) jeueHus
I'OPB y neteii B Bo3zpacTe 12 ser u Goiee NMOATBEpIKIEHA SKCTPAIONALMENH Pe3yIbTaTOR aleKBATHEIX U
XOpOIIO KOHTPOIHPYEMBIX MCCIEHOBaHHMN, NOAKpEILLTIOMUX 3(¢deKTHBHOCTE pabenpasona HaTpus Iis
B3POCIBIX M HCCICAOBAHUAMU O€30MacHOCTH M (HapMaKOKUHETHKH AJIs IALUEHTOB AETCKOTO BO3pacTa.
PexomeHmyemast no3a ans Aereit B Bospacte 12 ner u Gomee cocraBmser 20 mr 1 pas B JeHs
MIPOJOJDKUTENBHOCTBIO 10 8 Hesiels.

BesonacHocTs 1 3¢ dekTHBHOCTE pabenpa3zona HaTpus ais Jiedenust I'IPB y nereit B Bo3pacte miaamre 12
JeT He ycTaHoBIIeHa. besonacHocTh M 3¢)(eKTMBHOCTE pabenpasona HATpUs ISt IIPUMEHEHHS 110 JPYTHM
MOKa3aHUAM He YCTaHOBJEHA AJI NAllUEHTOB JAETCKOrO BO3pacTa. '

IloGounoe nelictene

Hcxons U3 onbiTa KIMHUYECKAX MCCIEN0BAHAN, MOXKHO CAeNaTh BEIBOJ, uto Ilapuer® o6BYHO XOpommo
MEPEHOCUTCS MAIleHTaMHU. HO60‘-IHBIG a¢dekTrl, B IenoM ciaabo BEIPAXKEHHBIE WM YMEPEHHBIE, HOCAT
NpeXoAIuiA XapaKTep.

IIpu npreme npenapata [Tapuet® B X0/le KITMHMUECKUX MCCIEAOBAHMI OTMEHATHCE CIEIYIOIHE IT0GOYHEIE
JelcTBUA: TONOBHAs 60k, GOJIb B )KUBOTE, AUAPEs, METEOPU3M, 3al0pP, CYXOCTh BO PTY, I'OJIOBOKPY)KEHHE,
ChIIb, EpUGPEPUIECKHUIT OTEK.

HexenarenpHble peakiud CHCTEMATH3HPOBAHBI OTHOCHTENIBHO KAXKAOM M3 CHCTEM OpraHoB ¢
HICHIONIB30BaHUEM ClIeyIOIel KilacCu(HKAIIUN YaCTOTHI BCTPEYaeMOCTH:

Ouens yacteie (>1/10)

Yacteie (>1/100, <1/10)

Heuactsie (>1/1000, <1/100)

Penxue (>1/10000, <1/1000)

Ouens penkue (<1/10000), Bxinroqas edunuynsle cyuau.

Hapywenus co cmoponvt umMmyHHO1 cucmemul:

PEIKO — OCTPHIE CHCTEMHBIE AJUIEPIHIECKHE PEaKIIHY;

Hapywenus co cmoponel kposu u numgamuneckoi cucmemul:

penKO — TPOMOOLMTONIEHH, HEHTPONeH!, JIeliKONeHH S,




COOTBETCTBY

Hapywenua co cmoponvr obmena seupecme u numanus:

peKo — rUNOMarHueMus;

Hapywenus co cmoponvl 2enamoounuapHoti cucmembyl. NTOBBIIEHAE aKTHBHOCTH NEYSHOYHBIX EPMEHTOB,
PEAKO — IeMaTUT, JKeNTyXa, IeYeHOYHas SHIedanonaTus;

Hapywenus co cmoponst nouex u Moueul800auux nymei.

OYeHb PEKO — HHTEPCTULIMANLHEIN HeDpUT;

Hapywenua co cmoponvt kodxcu 1 noOKOICHbIX MKAHEU. PEAKO — 6YJIJICSHBIC BBICHIIIAHUS, KPAITHBHHULIA,
OYeHb peKO — MYJIbTUGOPMHAs SpUTEMa, TOKCHIECKHH SNUAepMalbHbII HeKponus, cuHapoM CTHBEHCa-
JlxoHCOHa.

Hapywenusa co cmoponst KOCHO-MbluleyHOot Cucmembyl: PEAKO — MHAITHS, apTparus;

Hapywenua co cmoponst penpoOykmugrotl cucmembsl: O4eHb peIKO — TMHEKOMacTHS;

Hzmenenuit apyrux n1abopaToOpHBIX MOKazaTeNel B Xoie mpreMa pabenpasona HaTpUs He HabNoaIoCh.
CornacHO JaHHBIM IOCTMAapKETHHTOBBIX HaOMONEHMI IpH NpHeMe HHTHOHTOPOB IPOTOHHON IMOMIEI
(HIIIII) BO3MOKHO yBEJIHMYEHHE PUCKA BO3HUKHOBEHMS IIEPEIOMOB, IIOJOCTPOH KOXKHOM KpacHOH BOIHaHKH
M OKeNEe3UCTHIX NOJMIOB JHA Xemyjaka (cMm. pasjen «OcoOple ykazaHHA»). 3aperdCTPUpPOBAHBI peIKUe
CITy4ay NEeYSHOYHOM 3HIedanonaTiy y NaueHToB ¢ UPPO30M.

Mepenozuporka

Cumnmomul

JlanHele 0 HaMepeHHOM MK CIy4aifHOM IepeNo3npoOBKe MUHAMAIEHEL CIly4aeB CHIIBHOM MePeaO3UPOBKH
pabenpa3onoM He GBLIO OTMEYEHO.

Jleuenue
®

CHGHH@H‘!CCKI/IYI AHTHOOT OJiA IIpenapara HapHeT HCHU3BCCTCH. Pa6enpa30n XOpo1mo CBA3BIBACTCA C

OenKaMu IIa3MBbl, A IIOSTOMY cnabo BBIBOIUTCA IPHU THAJIUSE. HpPl IIEPECAOSHUPOBKE H606X011HMO IIPOBOJIUTH
CHUMIOTOMATHYCCKOC U IMMOANCPKUBAIOIICE JICUCHUE.

Bzaumooeiicmeue ¢ opyzumu npenapamamu

Cucrema nquroxpoma 450

PaGenpason HaTpus, KaK U Apyrue HHruouTopsl npotoHHoH noMnsl (UIIII), meTabonusupyeTcs ¢ y4acTHeM
cuctembl 1uToxpoma P450 (CYP450) B neuenn. B uccnenoBaHMsX in vitro Ha MHKpocoMaX II€YCHH
yenoBeka OBLIO IMOKa3zaHO, 4TO pabempaszon Hatpus Metabomusupyerca uzopepmentamu CYP2C19 u
CYP3A4.

HccnenoBaHuss Ha 340pOBBIX JOOPOBONBIAX MOKa3and, 4To pabenmpa3ojl HATpUS HE BCTYHaeT B
(hapMaKOKUHETUYECKA WIM KIMHHYECKH 3HAaUYUMBbIE B3aUMOICHUCTBHS C JIEKApCTBCHHBIMU BEIIECTBaMH,
KOTOpEIe MeTabonmu3upyeTcs cucteMoil nuroxpoma P450 - Bapdapunom, peruronHoMm, TeopummuHOM H
auazenamoM (HE3aBHCUMO OT BBICOKOM HIM HM3KOM aKTUBHOCTH (EepMEHTa, MeTa6onn3npyxomero
Zrasernam).

Kombunuposannas mepanus ¢ anmubaxmepuansHuIMU npenapamamil

Bruto mpoBeseHo uccIeoBaHME KOMOHMHHPOBAHHOM TepanuM ¢ aHTHOAaKTepHaNBHBIMH IIpernapatamu. B
OaHHOM YETHIPEXCTOPOHHEM IIEPEKPECTHOM MCCIIEJOBAHMM YYacTBOBAIH 16 3HOpOBBIX JOGPOBOJBLEB,
Kotoprie momyyamu 20 Mr pabempazoma, 1000 mr amokcuummmea, 500 Mr KIapuTpOMHLMHA HIIH
KoMOHHanuo 3THX Tpex npenapatos (PAK — pabenpazos, aMOKCHIHILTHH, KnapuTpoMuluH). ITokazatenu
AUC u Cmax 1)1 KIIapATPOMHUIAHA ¥ aMOKCHIMILUTHHA OBUIH CX0XKHMH IIPH CpaBHEHNH KOMOHMHUPOBaHHOIA
Tepanuu ¢ MoHoTepanuei. [Tokasarenu AUC u Cmax ansa pabenpasona ypenuumiuck Ha 11 % u 34 %,
COOTBETCTBEHHO, a JUisl 14-TrHApOKCH-KIapUTPOMHUIHA (aKTUBHOro Metabonuta knapurpoMuuuna) AUC u
Cmax yeenmuunuck Ha 42 % u 46 % COOTBETCTBEHHO, A KOMOMHUPOBAHHOM Tepanyy B CPaBHEHHH C
MoHoTepanueit. JlaHHOe yBeYeHHe SKCIo3UIMH pabenpaszona ¥ 14-ruipoKcH-KIapUTPOMHILIIHA He OBLI0
NPU3HAHO KIMHUYECKH 3HAYHMBIM.




B3zaumooeiicmeus ecnedcmeue unzubUpoBanus ceKkpeyuu Henyo0ouHo20 COKa

Pabenpa3on HaTpHst OCYIIECTBIISET YCTOHYHUBOE U IPOJOJDKUTENBHOE ITOJAaBIICHUE CEKPEIIMHU HKEITYLOUHOro
coka. TakuM 06pa3zoM, MOXKET MIPOUCXOUTE B3aHMOECTBHE ¢ BEIECTBAMH, aOCOPOLIHA KOTOPHIX 3aBUCHT
ot pH. IIpu ogHOBpeMeHHOM npueMe ¢ pabenpa3oyioM HaTpUs YPOBHU KETOKOHa30J1a yMEHbIIATCH Ha 30
%, a OCTaTOYHBIC YPOBHHM AUIOKCHHA yBenu4uBarotTcs Ha 22 %. CnenoBaTenbHO, 3a ONpedesICHHBIMU
HaleHTaMH MOXeT NoTpeboBaThCs HaOMoIeHUE [T pelIeH1s BOIpoca 0 HEOOXOAUMOCTH KOPPEKTHPOBKH
J035! TIPH OJHOBPEMEHHOM IIpueMe pabenpas3ona HaTpHsA ¢ KETOKOHA30JIOM, AUTOKCHHOM HIIM JPYFUMH
JIeKapCTBEHHBIMH MpernapaTtaMu, abcopOIus KOTOpBIX 3aBUCHT OT pH.

Amazanasup

Ilpn ogHOBpeMeHHOM npHeMe atasaHaBupa 300 mr / putonasupa 100 mMr ¢ omenpasonom (40 mr 1 pa3 B
JeHp) uin arasaHasupa 400 mr ¢ nanconpaszonoMm (60 mr 1 pa3 B JeHB) 30pOBBIMH ‘AOOPOBOJIBIIAMU
HabIoanochk CYIECTBEHHOE CHIDKEHME KCIO3UIMY aTa3zaHaBupa. AGcopOuus aTazaHaBUpa 3aBHCHT OT
pH. XoTs ogHOBpEMEHHBIH npreM ¢ pabenpa3oioM He U3y4alcs, CXOXKUE Pe3yJIbTATHl OXKUIAIOTCS TAKKe
IS IpYyTWX MHTHOMTOPOB MPOTOHHOrO Hacoca. TakuMm o6pa3oM, He PEKOMEHIYeTCS OJHOBPEMEHHBIH
IIpYeM aTa3aHaBUPa ¢ MHTHOUTOPaMM IPOTOHHOTO Hacoca, BKIOYask pabenpaso.

Aumayuonvie cpeocmsa '

B KIMHIYeCKHX UCCIIENOBaHUAX aHTALU/IHBIE BEIECTBA IIPUMEHSIUCH COBMECTHO ¢ pabenpa3onoM HaTpHs.
Knunudeckn 3HaunMBble B3aMOAeiicTBHA pabemnpaszonia HaTpUs ¢ releM T'HAPOKCHIA aIOMHHHUS WIH C
THPOKCHAOM MarHus He HaOJIOauCh.

Ipuem nuwyu

B xmMHMYecKOM MCCIeIOBaHMH B Xoie IpueMa pabemnpasona HaTpusa ¢ OOCHHEHHON >KHUpaMu MUIei
KIMHUYECKU 3HAUMMBIX B3anMozeiicTeuii He Habmoznanock. Ilpuem paGenpasona HaTpUs OZHOBPEMEHHO €
oboraieHHo# XuUpaMu nuIeil MoXeT 3aMeJUTMTh BcackiBaHMe pabenpasona o 4 yacoB U Goliee, OXHAKO
Cmax u AUC He u3MeHAI0TCS.

Luxnocnopun A

OKcnepUMEHTH in Vitro ¢ MCIONB30BaHHEM MHKPOCOM II€YEHH 4YeloBeKa IOKaszaid, 4to pabempason
HHrHOMpyeT MeTabonusM nukiocmopuHa ¢ IC50 62 MkMoms/l, T. €. B KoHIeHTpauuw, B 50 pa3
npepsnnarommeii Cmax y 370poBEIX H00poBobleB nocne 14 nueit npuema 20 mr pabenpasona. CteneHb
MHI'HOMPOBAHUS CX0XKa C TAKOBOU JIsi OMEIIpa3olia B SKBUBAJIICHTHOH KOHIIEHTPAIVH.

Memompexcam

CornacHO [JaHHBIM COOOIIEHHM O KIMHMYECKUX CydasX, OIyOJMKOBaHHBIX (hapMaKOKHHETHYECKUX
HCCIIEIOBaHMI M PETPOCTIEKTUBHBIX aHAIU30B MOXKHO IPEIONIONKUTE, YTO OZHOBpeMeHHEBIN npuem UIII u
MeToTpeKcara (TpeXae BCEr0 B BHICOKMX J103aX) MOXKET IPHUBECTH K IOBBINICHUIO KOHLEHTPAIlHMH
METOTpeKcaTa H/WIK ero MeTabouTa THAPOKCHMETOTPEKCATa U YBEIUYUTh IIEPUO MOIyBHIBEACHNU. TeM
He MeHee CIIELHANbHBIX HCCIICOBaHUM JIEKapCTBEHHOro B3auMojeiictBus MetoTpekcata ¢ WIIII ne
HPOBOJUIIOCK.

Knonudozcpen

OpnHoBpeMeHHOE IpUMeHeHHe pabenpasona M KIOIMMAOrpesa ¥ 340pOBBEIX AOOPOBOJBIEB HE OKA3BIBAIO
KIMHAYECKA 3HAYMMOrO BIMSHHS Ha OSKCIO3MIMIO aKTHBHOro Merabomuta wionuporpena. Ilpu
OZHOBPEMEHHOM IIpUMEHEHUHM C Of00peHHOH no30i paberpa3zona KOpPpEeKNIUsA N03bl KIONHMOTpena He
Tpebyercs. '
Bruanue na pesynsmamet 1a60pamopHuix ucciedo8anuil

IIpumenerne WIIII npuBOAUT K CHHXKEHHMIO KUCIOTHOCTH JKEJyJOYHOIO COKa, YTO MOXET IPUBECTH K
yBeNM4eHUIO coflepxanus Xpomorpanuna A (CgA) B ceiBopoTke KpoBd. lloBbieHHBIA ypoBeHs CgA
MOJXKET MPUBECTH K OMUOGOTHON UHTEPIPETAMH Pe3yNbTATOB JabOpaTOPHBIX MCCISJOBAHUH Ha HAIMYHe
HelpoSHIOKpHHHON omyXomd. Bo u3bexanue 3Toro BiusHHA npuMeHenue Ilapuera® momkHO 6HITH
BpPEeMEHHO MpEeKpalleHo, o KpaitHeit Mepe 3a 14 nHeit no oueHku ypoBHs CgA; NOBTOpEHUE TECTA CIEAYET
PaccMOTPETH B CIIy4ae, €ClY MCXOIHbIH ypoBeHb CgA ABNIAETCSA BEICOKHM.




Oco0ble ykazanus

OTBeT nanMeHTa Ha Tepanuio pabenpa3oioM HATphs He MCKIIOYAaeT HAMYMA 3JI0Ka4eCTBEHHBIX
HOBOOOPa30BaHUIM B JKeITy IKe.

Ta6neTky npenapata [apuer® Henb3s paskeBEIBATE MM H3MENBYATh. TaGNeTKH ClieqyeT INI0TaTh LETUKOM.
VCcTaHOBIIEHO, YTO HU BpeMs CyTOK, HY IIPHEM MY He BIUAIOT Ha aKTHBHOCTh pabenpasoia HaTpHs.

B crienpansHOM HCCIT€IOBAHHMH Y TIAIIUEHTOB C JISTKMMHU WM YMEPEHHBIMH HApYIEHUAMU (YHKIMH [IeYeHH
He 65110 06HApYKEHO 3HAYMMOTO OTVIMYHS YaCTOTH 0GOYHEIX 3ddexToB nmpenapata [lapuet® o TakoBOH
y MomoOpaHHBIX 10 IOy ¥ BO3PAcTy 3[0POBBIX JIUL, HO HECMOTPs Ha 3TO, pEKOMEHAYyeTcA coOMonaTh
OCTOPOXKHOCTS TPH IIEPBOM Ha3HAYEHHMM Ipenapata IlapueT® manueHTaM ¢ TSKENBIMH HApYIIEHHAMH
¢dynknuu neyenn. AUC paGenpaszornia HaTpUs y NAlHUEHTOB C TSDKEIBIM HapylueHHeM (GyHKUHM IedeHH

INPHAMEPHO B IBA pasa BEIIIEC, YEM Y 3AOPOBLIX ITAITUCHTOB.

IanuenTaM ¢ HapylleHHAMH (DYHKIMM TOYEK WM TIeYeHH KOpPEKTHpOBKa 103k mpenapara Ilapuer® ne
TpebyeTcs.
T'unomaznuemun

Ipu ne4eHHH MErMOUTOPaMHU MPOTOHHOM ITOMITBI Ha MPOTSDKEHHH 110 KpaiiHeit Mepe 3 MecsILeB B PeIKIX
cly4asx GbLIM OTMEUEHBI CITy4aH KIHHUYECKH MPOSBILIONIelics MM OecCUMIITOMHOM runoMaraueMun. B
GOMNBIIMHCTBE CIIyYaeB 3TH COOOLIEHHUS MOCTYIAH ITociie rofa tepanuy. Cepbe3HBIMH OG0YHBIME
ABJIEHHUAMH OBLTM TETaHUA, APUTMUS U CYOpOTrd. BoNbIIMHCTBY naleHTOB TpeboBanoch JeUeHHe
THIIOMarHAeMHUH, BKIIIOYAIOIIee 3aMellleHHe Mardus ¥ OTMEHY Tepaliy UHIHOUTOpaMHy MIPOTOHHOM
HOMIIBL. Y DaIMEeHTOB, KOTOpBIe OYYT NOTyYaTh IIMTEIRHOE JICUCHHE HITH KOTOPBIe IPHHUMAIOT
MHrEOUTOPE! IPOTOHHOM MOMIIEI C IpenapaTaMy, TAKUMHK KaK JAUTOKCHH HJIH NIperiapaTaMu, KOTOphIE
MOTYT BBI3BaTh FHIIOMarHUEMHIO (HApUMep, JUYPETHKH), MEULITHCKIE PACOTHIKY TOJDKHEL
KOHTPOJIMPOBATh KOHIIEHTPALIMIO MarHus 10 Havala JIeUeH s HHTHOUTOPaMy IPOTOHHOM ITOMITEL U

- ICPHOAHUYCCKHA BO BPEM: JICUCHUA.

TTanueHTs He HOIDKHBI IPHMHIMATEH OAHOBpeMeHHO ¢ npenaparoM Ilapuer® npyrue cpecTsa, CHIKAIOIIUE
KHCJIOTHOCTB, HarpuMmep GiiokaTtopsl Hz-penenTopoB WM HHIMOUTOPHI IPOTOHHOMN TTOMIIBI.

Ilepenomst kocmelii

CornacHO JaHHBIM HaOIOAATENbHBIX HCCACAOBAHMI MOXHO IIPEAONIONKUTE, UTO Tepariis HHIMOUTOpaMu
npotorHo# moMsl (UIIIT) Mo>keT IpUBECTH K BO3PaCTaHHIO PHCKa CBA3aHHBIX C OCTEONIOPO30M IIEPEIOMOB
Oexpa, 3amACThs WM IIO3BOHOYHHKA. Prck nepenoMoB ObUT YBETHYEH Y MAHEHTOB, NIOy4aBIIUX BEICOKHME
no3e1 UIIIT piurensHo (rox u Gonee).

OonospemenHOe RpUMEHeHUe pabenpazona ¢ MEMOmpeKcamom

CornacHo JIATEpaTypHBIM JaHHBIM, ogHoBpeMeHHbIH npueM UIIII ¢ meToTpekcaToM (npexkae BCEro B
BBICOKMX [[03aX) MOXET IIPMBECTH K IOBEHIIICHHIO KOHIEHTPAlMd METOTpeKcaTa M/Wid ero MetabonuTa
IHAPOKCHMMETOTpPEKCaTa B CHIBOPOTKE UM YBENHYHMTH NEPUOA IONYBHIBEAECHHs, YTO MOXET IIPMBECTH K
pasBUTHIO TOKCHYeckHX 3¢dekToB MeroTpekcara. IIpy HEoOXOAMMOCTH NPHUMEHEHHS BBICOKHMX /103
MeTOTpeKcaTa MOXKET OBITh pacCMOTpPEHa BO3MOXKHOCTh BPEMEHHOT0 NpekpameHus Tepamuu MIIIL
Clostridium difficile

Tepanus UIIII MoxeT IpHBOAUTH K BO3PACTAHHIO PHCKA KENYAOYHO-KUIIEYHBIX MHEKIMHA, TaKUX KakK
Clostridium difficile.

ITooocmpaa kosxcnan kpacnaa eéonuanka (IIKKB)

Hmerotcs cooGenus o cnydasx [IKKB npu tepanuu UIIII. B cmydae pa3sBHTHSA KOXHEBIX M3MEHCHUH,
0COOEHHO Ha Yy4YacTKaX KOXH, NOABEPrIUIMXCS BO3JEHCTBHIO MNpPSAMBIX COJHEYHBIX JIy4eH, KOTOpEIE
CONPOBOXKAAIOTCA apTpairueif, MalUeHTy HEOOXOAMMO HEMENIEHHO OOpaTMThCA 33 MEIUIMHCKOR
IIOMOIIBIO, MEIUIMHCKOMY paGOTHHKY CIEAyeT paccMOTpETh HEOOXOAUMOCTE OTMEHBI pabempasola.
Bosuukuosenne ITIKKB npu npeasiaymeit Tepanuu AT MoxeT yBenuuuTs pack BosHHKHOBeHMA IIKKB
npu npueme apyrux UIIIL.
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

Kenezucmoie nonunst Ona ycenyoka

JmurensHoe ucnons3oBanue UIIII, Bkmoyas pabGenpasosn, mo Bceit BUAUMOCTH, CBA3aHO C MOBHILIEHHBIM
PUCKOM BO3HHUKHOBEHHS JKENE3UCTBIX IMOJIMIIOB JHA JKENTyJKa. BOJNBIIMHCTBO XKENEe3UCTHIX MOJMIIOB JHA
Kemyaka 6eccMMNTOMHBI. Y MAalLMEHTOB C KPYNHBIMH WJIM U3BSA3BICHHBIMU MOJIMIIAMH BO3MOXKEH PUCK
KEYAOYHO-KUIIEYHBIX KPOBOTEYEHHH WM TOHKOKMIIEYHOW HempoxoauMocTd. [lo 3Toi mnpuuuHe
J03UPOBKA U MPOAODKUTENbHOCTD Tepanuu UIIIT qomkHbl ObITh MUHMMAJIBHBIMU.

Biusinne Ha BoJKAeHHe ABTOMOOHIA H paboTy ¢ TEXHHKO#

Hcxons uz ocobeHHocTelt dapmakoguHaMuku pabenpaszona U ero npoduis HexenaTenbHbIX 3¢ deKToB,
MasoBepoATHO, 4to Ilapuer® okasblBaeT BIMAHME HA CHOCOGHOCTH BOJMTH aBTOMOOMIL M PaboTaTh C
TeXHUKOH. OHAKO B CiTyyae MOSABICHUS COHIUBOCTH ClIeyeT W30eraTh TUX BUIOB AEATETBHOCTH.

®opma BbIyCKA

TabneTku, MOKPHIThIE KMLIEYHOPACTBOPUMO# 060104KOM, 20 Mr.

[To 7 wnu 14 Tabnerok B 6nucTepe U3 2-x cnoep amoMunus. [1o 1 niu 2 6nuctepa BMecTe ¢ HHCTpYKIHeH
M0 MEIULIMHCKOMY NPUMEHEHHUIO B KapTOHHOM nayke. Ha kKapTOHHBIX MaykaX MOXET OBbITh MPeayCMOTPEH
KOHTPOJIb BCKPBITHS.

YcnoBus xpaHeHus

ITpu Temnepatype He Boie 25 °C B HelocTynHOM A7 aeteilt mecte. He 3amopakuBath.
Cpok rogHocTa

2 ropa.

He npuMeHSATE 1ocie HCTEYESHHUs CpOKa FOJHOCTH.

YcaoBus 0TIYCKA H3 aNITEK
ITo peuenTy.

JlepkaTe/ib perucTPallHOHHOIO YAOCTOBEPEHHS H OPraHu3anus, IPHHAMAOLIAS IPEeTeH3HH:
000 «JIxxoncon & JxoHncon», Poccus, 121614, r. Mockga, yn. Kpeinarckas, a. 17, kopi. 2

Ten.: (495) 755-83-57

®dakc: (495) 755-83-58

IIpon3BoguTean

Byury ®apmacerotukans JIta. Mucaro ¢akropu

950, Xupoku, Oxanza, Mucaro-mati, Kogama-ryn, Caurama-kaH, Snonus.
YnakoBka, BbINYCKAIOMHI KOHTPOJIb KayecTBa

Cunar AT’

Xoxmtpacce 201, 8200 Iladpxaysen, 1lIBeiinapus

WITH

Jly3zomenukamenTta Cocrenane Texnuka ®apmaceytuka, C.A.

Dutpaga Koncunsepu Ileaposy, Ne 66, 69-b, Kenym-ae-baitury, 2730-055 bapkapena, Iloptyranus

Meneqxkep no perucTpanuy
000 «3660TT JI360paTopns»




