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MHCTPVYKILIMA
[10 MEJIUIIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O IPEITAPATA
PABEJIOK®

PerncrpanmonHblil HOMEp:

Toprosoe HaHMeHOBAHHE NIpenapara: PaGenox®

Me:kIyHAPOIHOE HENATEHTOBAHHOE HAUMEeHOBaHHe: pabenpaso
JlekapcrBennasi popma: TabiIeTKH, HOKPHITBIE KHIIEYHOPACTBOPHMO# 000JI04KO#
Cocras:

B 1 TabneTke copepxutces:

AKTHBHOE BelIecTBO: pabernpasosn Hatpus 10 mr.

BenomorarenpHble BemecTBa: MaHHUTON 44,50 mr; maruust okcua 40,0 Mr; rumnpomennosa

2,5 Mr; nenmono3a mukpokpucrainueckas 10,0 mr; xkpaxman 10,0 mr; xapmemnosa 10,0 mr;
tanek 1,5 Mr; maraus creapart 3,0 Mr; KpeMHES THOKCHJT KOJUIOUAHBIN 1,5 Mr.
O6os0uka: runpomeiosa 4,75 Mr; IponuiaeHrankoas 0,75 mr;

KumeynopactBopuMasi 000JI0YKa: MCTaKpHHOBOﬁ KHCJIOTBI M OSTHJIIAKpUJIaTa COIIOJIUMED

(tun C) (1:1) 6,975 wmr; monucop6ar 80 0,1045 mr; aubyrundranar 1,0450 mr; Harpus
rugpokcua 0,0595 mr; kpacurens xenesa okcua keatbid 0,3915 mr; tanek 2,815 Mr; TuTaHa
quoxeu 0,605 mr.

Onucanue

Kpyriibie JBOSKOBBITYKIIbIE TAOJIETKH, MOKPBIThIE 000JI0UYKOH OT CBETJIO-XKENTOrO JIO JKEJITOro
I[BETA, TJIAJIKHE ¢ 00EUX CTOPOH.

dapmakoTepaneBTHYECKAsi IPYNIA: CPEJACTBO MOHMKAIOUIEE CEKPELMIO JKEIe3 IJKEIyJIKa —

IIPOTOHHOI'O HAacoca I/IHFH6HTOp.

Kox ATX: A02BC04

PapmakoI0rHYecKHe CBOHCTBA

Dapmarkoounamuka

Mexanusm oevicmeus

PabGernpa3onn HaTpuss OTHOCHTCS K KJIAcCy aAHTHCEKPETOPHBIX BEIIECTB, IPOM3BOJIHBIX
Oenzumuyazona. Palenpa3on HaTpusi NOAABISIET CEKPELHUIO JKEIYAOYHOIO COKa IIyTeM
creruuueckoro nunruduposanus H/K™ AT®a3bl Ha CeKpeTOPHOI MOBEPXHOCTH ITapHETaTbHbIX

kietok okenyaka. H'/K® ATdasa npexacraiser co0Ooil OeIKOBBIH KOMIUICKC, KOTOPBIH



(GyHKIHOHHPYET Kak IPOTOHHAS IOMIA, TAKUM oOpa3oM, palenpasosl Harpus SBISETCS
MHTEOUTOPOM TIPOTOHHOM TMOMIIBI B JKeNIyAKe U OJOKHpyeT GHHAIBHYIO CTaJIO MPOMYKIHH
KUCOTHL. JlaHHbI 5Q(EKT sBIIseTCs J10303aBHCHMBIM M TPUBOIUT K 110/1aBJIEHUIO Kak 0a3aIbHOM,
TaK ¥ CTUMYJIMPYEMOM CEKPEIMH KUCIOThI HEe3aBHCHMO OT paspaxkuress. Pabenpa3son narpus He
o0JaaeT aHTUXOJMHEPTUYSCKUMU CBOMCTBAMH.

AnmucexkpemopHoe oeiicmeue

[locne nepopanbHoro mnpuema 20 wmr pabenpasojia HaTpus aHTUCEKPETOPHBIA d(dexr
pa3BuBaeTcs B TeueHue yaca. Minrubuposanue 0a3aabHON M CTUMYIUPYEMOM CEKPELIHH KHCIIOTBI
yepe3 23 wyaca TOcCie MpueMa MepBoi [03bl pabenpaszoiia HaTpusi coctasisier 69% u 82%
COOTBETCTBEHHO, ¥  mpojovkaercss a0 48  wvacoB. Takag  IPOJODKHTENIBLHOCTD
(bapMakoIMHAMUYECKOTO JEHCTBHS HAMHOIO IIPEBBILACT IIPEJICKA3yeMOe [0 TEPUOIY
noyyBeiBe/IcHuss  (npumepHo oxauH  yac). Jlawaeni  oddexkr Moxker ObITH  00BACHEH
IIPOJIOJKUTEIILHBIM CBS3bIBaHKEM JiekapeTBenHoro Bemectsa ¢ H'/K" AT®a3oit napueTaabHBIX
KJIETOK JKenyaka. Bennuuna wHruOupyromero AeHcTBHsl padernpaszosia HaTpHs Ha CEKPELHMIO
KHCJIOTHI JIOCTUIAeT IUIATO MOCje Tpex JiHeH mpuema paberipa3ona Hatpus. [Ipu npexpaiienuu
npuemMa, CeKpeTopHasi ak THBHOCTH BOCCTAHABIIMBAETCS B TeUeHUe 1-2 JqHeH.

Bnusanue na YPOBEHb 2aAcCmMpuUHa 6 njiasme

B xoJ1e KIMHHYECKUX HCCeoBaHui narueHTs! npuauManu 10 uim 20 mr pabenpasosia HaTpus
©KEJHEBHO MPH MPOI0JDKUTEIBHOCTH JICUSHHs 10 43 MecsiieB. Y poBeHb racTpUHa B IU1a3Me Obul
HIOBBIIIEH IepBbIe 2-8 Heelb, YTO OTpaXKAeT HHIHOUpYIoLIee 1eiCTBHE Ha CEKPELUIO KHCIIOTHI.
KoHIeHTpalys racTpuHa BO3Bpallajach K UCXOJAHOMY YPOBHIO OOBIYHO B TeueHue 1-2 Hexenb
10CJI€ IPEKPAIICHHUSI JICUEHHUSL.

Bnuanue na snmepoxpomapuuno-noo0odHvie Kiemxku

[1Ipu uccnenoBanuu 00pa3oB OUOIICHH JKeJIy IKa YesloBeKa U3 00J1acTh aHTpyMa M JIHa JKeIyAKa
500 marueHToB, MoJIydyaBIIKuX pabernpa3osl HaTpUs UK [pernapaT CPaBHEHUs B TeYEHUE 8 HEe/eb,
YCTONYHBBIE H3MEHEHHUS B MOP(POJIOrHYECKOU CTPYKTYPE IHTEPOXPOMA(GUHHO-110100HBIX KIIETOK,
CTENEHH BBIPQKEHHOCTH TaCTPUTA, YacTOTe aTpOpHUECKOro racTpura, KMIIEUHOH MeTaruia3uu
WM pacripoctpaHenuu undexuuu Helicobacter pylori ne Obuin 00HApPYIKEHBI.

B wuccrnenoBanuu ¢ yudactuem Oosiee 400 nanmeHTOB, MOJy4aBIIMX pabenpa3osl HaTpus
(10 mr/menp wmu 20 Mr/neHs) MPOJIOJDKUTEIBHOCTBIO 0 1 roja, yactora runepriiazud Obuia
HHU3KOM U CPaBHUMOI ¢ TakoBOM uist omernpasoia (20 mr/kr). He Obut 3apeructpupoBad HU OJIUH
cilydaid aZIeHOMaTO3HbIX H3MEHEHUH MJTM KapUUHOM/IHBIX OIyXO0Jiei, HaOII0aBIINXCsl Y KPBIC.

Hpyzue s¢ppexmoi
Cucremuble 3ddextbl pabenpaszona HATpUs B OTHOLICHWW LEHTPAJIbHONW HEPBHOM CHCTEMBI,

CepJIEYHO-COCYAUCTON WIIHM JBIXATEIIbHOM CUCTEM B HACTOSALIUNM MOMEHT He 0OHapykeHbl. bbio



II0Ka3aHo, Y4TO pabenpasost HATPHsl [IPH epopabHOM Mpueme B 103e 20 Mr B TeyeHHe 2 HeJENb
HE OKasbIBaeT BIIMSHHSA Ha (QYHKIMIO IIUTOBUIHON >KeNe3bl, YIJICBOAHBIA OOMEH, ypOBEHb
MapaTHPEOUTHOTO TOPMOHA B KPOBH, @ TAK)KE HAa YPOBEHb KOPTH30J1a, 5CTPOr€HOB, TECTOCTEPOHA,
IPOJIAKTHHA, TIIIOKaroHa, GoumkynoctuMyupyiomero ropmona (OCIY), moTeHHU3UpPYIOIIETro
ropmona (JII'), peHurna, abJ0cTEpOHA U COMATOTPOIIHOIO TOPMOHA.

DapmakoKuHemuka

Abcopoyusn

PaGenpason ObicTpo abcopOupyeTcst U3 KUIIEUHHKA, U €r0 IMMKOBbIC KOHIIEHTPALMH B ILIa3Me
JOCTHTAIOTCS TPUMEPHO uepe3 3,5 9 mocie npuema o036l B 20 mr. M3MeHeHue NHKOBBIX
KoHueHTpanuii B 1iazme (Cmax) B 3HAYEHHUH IUIOIIAAM I10J] KPHBOM «KOHILIEHTPAIHs-BPEMSI)
(AUC) pabemnpa3zosia HOCST JTHHEHHBIM XapakTep B auana3one 103 ot 10 1o 40 mr. AGcomoTHas
OMOIOCTYIIHOCTh TIOCie repopaibHOro mpuema 20 Mr (110 CpaBHEHHMIO C BHYTPUBEHHBIM
BBEJICHHEM) coOcCTaBisieT okono 52%. Kpome Toro, OMOAOCTYNHOCTH HE H3MEHSETCS IIpH
MHOTOKpPAaTHOM Ipueme pabernpazoiia. Y 3/10pOBBIX 100pOBOJIBLEB NEPHUOJL MTOJTYBBIBEICHHS M3
IUTa3MBI cocTaBisieT okoso 1 4 (Bapeupys ot 0,7 1o 1,5 4), a cyMMapHbIi KIIMPEHC COCTaBIISET
3,8 mu/mMuH/KT. Y manueHToB ¢ XpoHuueckuM nopaxenueM nedeHun AUC yBenuyeHa BIABOE IO
CPaBHEHHUIO CO 3/I0POBBIMHU J100POBOJIBIIAMH, YTO CBHJIETENILCTBYET O CHHIKEHHM MeTaboin3Mma
IIEPBOTO MPOXOKICHHUSI, a MIEPUOJL TTOTYBBIBEACHUS U3 IJ1a3Mbl yBeauueH B 2-3 pasza. Hu Bpemst
npueMa npenapara B T€YEHHE CYTOK, HM aHTAIlMJbl He BIMSIOT Ha abcopbumio paberpasoia.
[Ipuem npenapara ¢ xupHON nuieit 3amensier abcopbuuio pabenpasona Ha 4 yaca u Oosee,
0JHaKO HU Cmax, HY CTEIIEHb a0COPOLMM HE U3MEHSIOTCSI.

Pacnpeoenerue

VY uenoBeka cTeneHb CBA3bIBaHUs padernpazosa ¢ 0ejKaMu 1a3Mbl COCTaBIsieT 0K0J10 97 %.
Memabonuszm u evigedenue

Y 300poewix nooeii

[Toce nprema oHOKpATHOM nepopaitbHoit 10361 20 Mr '*C-meuennoro paGenpasona HaTpus
HEM3MEHEHHOr0 Ipernapara B Moue HaijeHo He Obu1o. Oxono 90% pabemnpasona BEIBOAMTCS C
MOYOH I'JIaBHBIM 00pa30M B BHJIE IBYX METAOOIHTOB: KOHBIOTATa MEPKAnmyposoil kuciomot (M5)
1 KapOoHOBOH KHCI0TH (M6), a Takke B OpME IBYX HEM3BECTHBIX META0OIUTOB, BBISBICHHBIX
B XOJI¢ TOKCHKOJIOTHYECKOro anainusza. OcTaBIuascs 4yacTh IPHHATOrO padernpaszosia HaTpHs
BBIBOZIUTCSA ¢ KajioM. CymmapHoe BbiBezieHHe coctaBisieT 99,8%. DTH 1aHHbIe CBUICTEIBCTBYIOT
0 HeOOJIBIIOM BBIBEACHHHM MeTabouTOB pabenpaszona HATpus ¢ Kenublo. OCHOBHBIM
MerabonuToM sBisiercss THOA(Gup (M1). EXMHCTBEHHBIM aKTHBHBIM META0OIMTOM SBISETCS
necmer (M3), onnako oH HaOMIOAAICS B HU3KOM KOHIEHTPAIMH TOJIBKO Y OJHOTO y4aCTHHKA

uccienoBanus nocie npuema 80 mr pabenpazona.



Tepmunanvras cmaousi NOYeYHOU HedOCMAMOYHOCMU

VY nauueHToB o CTAOMIBHOM MOYeUHON HEJ0CTATOUHOCTBIO B TEPMUHAIBHOM CTaHH, KOTOPHIM
HEOOXOMM MOINEP)KUBAIONINIT reMoauann3 (KIMpeHc KpeaTHHHHA <5 wmiu/mun/1,73m%),
BBIBEZICHUE pabernpazosia HaTpHs CX0xkKe ¢ TaKOBBIM s 3/10pOBbIX 100poBobLeB. AUC U Crax y
9TUX MALMEHTOB ObLIM NpUMepHO Ha 35% HuUKe, YeM y 370pOBbIX J100poBOJbIEB. B cpeanem
IepHoJ| NoJTyBbIBeieHus: pabenpasona cocrasisut 0,82 4 y 370poBbIX J100poBosbIeB, 0,95 Uy
IAIMEHTOB BO BpeMsi reMo/iann3a u 3,6 u nocie remoauanuza. Kiupenc npenapara y naldeHTOB
¢ 3a00JIeBaHUSIMH [TOYEK, HYKIAIOIIUXCS B TeMo/Inain3e, OblT IPUOIN3UTEIIBHO B /[Ba pa3a BhILIE,
4eM Y 37I0POBBIX J0OPOBOJIBIIEB.

Xponuueckuii KOMNEHCUPOBAHHBIL YUPPO3

[TanueHTsl ¢ XPOHMYECKUM KOMIICHCHPOBAHHBIM [IMPPO30M TEUeHH IepeHOCAT pabernpasol
Hatpus B 103e 20 mr 1 pa3 B senb, xotss AUC yaBoeHa u Ciax yBeMueHa Ha 50% 1o cpaBHEHHIO
CO 37I0POBBIMHU JOOPOBOJIBIIAMH COOTBETCTBYIOIETO 110J1a.

Tooicunvie nayuenmot

VY 0XHMIIBIX NAUEHTOB IMMUHALNS paderpa3oiia HeCKOJIbKo 3ame yieHa. [locie 7 qHel npuema
pabenpasona mo 20 Mr B cyTku y noxuibix i AUC Obuta npumepHo BJBoe Gosbine, a Cmax
noseiieHa Ha 60% 110 CpaBHEHUIO € MOJIOJABIMH 3JI0POBBIMH J100OpoBoJibIiaMu. OaHAKO,
IPHU3HAKOB KyMYJISIIIUU pabemnpas3olia He 0TMEYaIoCh.

CYP2C19 nonumopgusm

Y nauuentos ¢ 3ameanennbM Metabommsmom CYP2C19 nocse 7 aueii npuema pabGenpaszona B
noze 20 mr B cytku AUC yBenuunpaercst B 1,9 pasa, a nepuos nosyBbiBejieHus B 1,6 pasa 1o
CPaBHCHHUIO C TEMH )K€ MapamerpaMu y «OBICTPHIX METaboJIM3aTopOBY», B TO BpeMs Kak Crmax

yBesmunBaetcst Ha 40%.

IMokazanusi K NpUMEHEHHIO
CHMITOMBI IMCTIETICUH, CBS3AHHOI C MOBBILICHHOH KHCIOTHOCTBIO JKETyI0YHOrO COKa, B T.4.

CHMIITOMBI racTpod30gareanbHoi pediokcHoi Goe3nu (3Kora, KHCTas OTPhDKKA).

IIpoTuBonokasanus
VnauBuayanbHas —MOBBINIEHHAS —YyBCTBHTEIBHOCTH K pabenpasony, 3aMelleHHBIM
OeH3MMHAa3071aM MM K BCIOMOTATENbHBIM KOMIIOHEHTaM [Iperapara, GepeMeHHOCTD,

IEPHOJ IPYAHOI0 BCKapMIIMBAHUS, IETCKUH BOo3pacT 10 18 ser.



C 0CTOPOKHOCTBHIO

Tspxenas moyeuHast HeJIOCTATOYHOCTb.

IIpumenenue npu 6epeMEeHHOCTH U B IIEPHO/ IPYAHOI0 BCKAPMJIHBAHHSA

Jlanupix 10 0E30MACHOCTH TMpPUMEHEHHs paberpaszoyia BO BpeMsi OEpEeMEHHOCTH HET.
WccnenoBanus perpoyKTUBHOCTH Ha KpbICaX M KPOJIMKAX HE BbIABHIIM IIPU3HAKOB HAPYIICHHUS
(GepTHIbHOCTH WK JIeGeKTOB pa3BUTUS IUI0/A, 00YCIOBICHHBIX padenpa3oioM; OJHAKO ¥ KPbIC
B HeGOJIBIIMX KOJMYECTBAX Iperapar MPOHHKAeT dyepe3 IialeHTapHbli Gapbep. PabGenok®™ me
ClielyeT TPUMEHSITh Ipu OEpeMEHHOCTH 33 MCKIIIOYEHHUEM CIy4aeB, KOIZa OXKHMIaeMbIH
TIOJIOXKUTENBbHBIN 3 (EKT U1 MaTepu PEBOCXOIUT BO3MOXKHBIH Bpes1 [Uls TII0/1a.

HeussectHo, BbImeNseTcss U  palenpa3on ¢ IpyaHbIM  MOJIOKOM. COOTBETCTBYIOIIUE
HCCJIEIOBAHUS Y KOPMSIIMX JKEHIIUH He MpoBoaAMIMCh. Bmecte ¢ Tem pabernpaszon oOHapykeH B

MOJIOKE JIAKTUPYROIIUX KPBIC, U [I0O3TOMY Pa6en01<® HEJIb3sl Ha3HA4YaTb KOPMSIIUM KCHIITHHAM.

Cnocob npuMeHeHHus! U 103bI
BHyTpb, B 103¢ 10 Mr ouH pa3 B CyTKH.

Tabnerkn npemapara PaGenok®

HeJIb3sl Pa3)KeBbIBATH WJIM H3MejbuaTh. TabneTku ciemayer
rJoTaTh LEJMKOM. Pexkomenayercss mnpueM mpernapara yTpoM, I€pell [PHEMOM  ITHIIH.
YCTaHOBJIEHO, YTO HM BpEMsi CYTOK, HU IPUEM IHIIK HE BJIMSAIOT HA aKTHBHOCTH pabemnpasolia
HATPHs, HO pPEKOMEH/yeMoe Bpems mnpuema Tabnetok PaGenok™ crmocoGerByer mydrmemy
COOJIIOICHUIO ITAIIUEHTAMH CXEMBbI JICYCHHSI.

IIpu orcyrctBum sddexra B TeueHHe IEPBBIX TpeX JHEH JieueHHs HEOOXOIUM OCMOTP

crnienuanucTa. MakcuManbHbIH Kype sieueHust 6e3 KOHCYJIbTallui Bpaya - 14 qHei.

IToGounoe neiicrBue

Mcxops U3 onbiTa KIIMHUYECKUX UCCIIEIOBAHUI, MOJKHO C/Ie/IaTh BHIBOI, YTO paGerpasonn 00bIYHO
XOpoUIo MepeHoCHTest nanueHTamu. [loGouynbie s dexrsr, B 1enom cnabo BBIpaKEHHBIE WK
YMEpPEHHBIE, HOCAT mpexondiui xapaktep. Ilpu npueme pabGernpaszonia B X0J€ KIMHUYECKUX
UCCIICIOBAHUH OTMEYAIUCh CIIE/IyIOIIUe MOOOYHbIe JICHCTBUS: TOJI0BHAs 00Jb, 00JIb B HKHBOTE,
Auapest, METEOPH3M, 3a110p, CyXOCTh BO PTY, FOJIOBOKPYIKEHHUE, ChIllb, IepUPEPUIESCKHN OTEK.
Hexenarenbuble peakiuy CHCTEMATH3UPOBAHBI OTHOCHTEIBHO KaXKJIOH W3 CHCTEM OPraHoB C
MCTIOJIE30BAHUEM CIICAYIONIEH Kiaccu(pUKallMM 4acTOTHl BCTPEUaEeMOCTH: O4eHb 4acTo (>1/10);
gacto (>1/100 u <1/10); newacro (>1/1000 1 <1/100); penko (>1/10000 u <1/1000); oueHb peKo

(<1/10000), BK;1IOYast €IMHUYHBIE CITyYaH.



Hapywenusi co cmoponvl uMMyHHOU cucmembsl. PEAKO - OCTPbIE CUCTEMHBIE aJIEPrUYECKUe
peaxiuu.

Hapywenus co cmoponvl Kpoeu u numpamuyeckoil cucmemvl. PEeIKO - TPOMOOLUTOIEHHS,
HEUTPOIICHHUS], JICUKOTICHUS.

Hapywenus co cmoponvl oomena éewyecms u numanus: peiko - TAIIOMarHueMHsl.

Hapywenus co cmoponvt nevenu u icenuesbi6oosuux nymeu. TOBBIIIEHHEe aKTHBHOCTH
MIEYEHOYHBIX (PEPMEHTOB, PEKO - FEIIATUT, KEITyXa, IeYeHOYHas SHIe(aIonaTus.

Hapywenusi co cmoponbl novex u Mo4esbl600sAuux nymeil: 04€Hb PEIKO - HHTEPCTHLIHATBHBINA
Hepurt.

Hapywenus co cmoponvl kodicu u NOOKOJUCHbIX MKAHel: PeaKo - OyJUIe3Hble BBICHINAHMS,
KpaluBHUIIA, OUYEHb PEJIKO - MYJIbTU(OPMHAS SpUTEMA, TOKCUUECKUIH ATH/ICpMaIbHBIH HEKPOJIH3,
cunapom Crusenca-/lxoncona.

Hapywenus co cmoponvl ckenemno-molule 4ol U cOeOUHUMeNbHOU MKAHU, PEAKO - MHAITHS,
apTpaJIrusl.

Hapywenus co cmoponst nonogeix opeanos u MoioyHoU diceie3bl. O4eHb PEAKO - THHEKOMACTHSL.
M3menenuii apyrux 1abopaTOpHBIX IOKaszaTeneil B xojae npuema pabenpaszojia HATpHUs HE
HabJII01aJI0Ch.

CoryiacHO 1aHHBIM IOCTPErUCTPALMOHHBIX HAOIIIOICHHUI IPU NpHeMe MHrUOUTOPOB MPOTOHHOM
nomnbl (MIIIT) Bo3MOXKHO yBennueHNH prcKa BOSHUKHOBEHHUS MEPEIOMOB, MOIOCTPOM KOXKHOM
KpPaCHOW BOJIYAHKH U JKEJIE3UCTHIX MOJUIOB JHa keiyjka (cM. paszaen «OcoOble yKasaHusy).

Penkue coolOmenus o neyeHouHoi sHnedanonaTiu ObUIH MOJTy4Y€HbI Y MAIMEHTOB C UPPO30M.

Ilepenosuposka

Cumnmomebr. Cenenus 0 nepeno3upoBke MUHUMAaIBHBL. Co0bmIIaIocH 0 IpremMe pabenpasona B
nose 60 mr 2 pasa B cytku u 160 Mr oguokpatHO. [To6ounbIe 3 GeKTH ObIIM MUHUMATBHEL M HE
TpeOOBaJIM MEUIIMHCKOTO BMEIIATE IbCTBA.

Jleuenue. Cnennduyecknii aHTHI0T Hews3BecTeH. PaGenpasosn XopoIo cBA3bIBacTCs ¢ OGelKkaMu
TUIA3MBI U TIO9TOMY €J1a00 BBIBOJIUTCS TIPH JIHAJIH3E.

HpH IEePEeaO3upPOBKE H€O6XOI[I/IMO [IPOBOAUTH CHMIITOMAaTHUYCCKOEC JICUCHHUE.

B3aumojelcTBae ¢ APYruMH JIeKapCTBEHHBIMH CPEICTBAMH

Cucmema yumoxpoma 450

Pabenpason Hatpus, Kak W Jpyrue HHIHOHTOPBI IPOTOHHOH MOMIIBI, MeTaGONM3MPYETCS ¢
ydactueMm cuctembl nuroxpoma P450 (CYP450) B newenn. B uccnenoBanusx in vitro Ha

MHUKpOCOMAx MEYEHH YesIoBeka OBUIO MOKa3aHO, 4TO pabenpa3oi HATPUS MeTaboIM3HpyeTcs

n3odpepmentamu CYP2C19 u CYP3A4.



UccnenoBanus Ha 370pOBBIX J0OpOBONIBIAX IMOKa3aad, 4To palenpas3osl HATpusi He HMEET
(bapMaKOKHHETHYECKUX WM KIMHHUYECKM 3HAUUMBIX B3aUMOJICHCTBHH C JIEKAPCTBEHHBIMU
BEIIECTBAMM, KOTOphIE MeTaboIM3upyloTess cuctemMoi nuroxpoma P450 - BapdapuHOM,
(GeHUuTOUHOM, TEOGHUIUIMHOM M JHa3ernamMoM (He3aBHCUMO OT TOro, MeTabOoIM3UpYIOT JIH
MAlMEHTHI IMa3eraM YCUIEHHO WK ¢1a0o0).

Bbuto TpoBeleHO HCCleOBaHHE KOMOMHHUPOBAHHOW —Tepanuu ¢ aHTHOAKTEpHaIbHBIMU
npenapatamu. B JIAHHOM YeTBIPEXCTOPOHHEM IEPEeKPECTHOM HCCIICJOBAaHUM y4yacTBOBaIM 16
37I0pPOBBIX J1I0OPOBOJIBIIEB, KOoTOpble nostyudanu 20 mr pabenpazona, 1000 Mr aMOKCHIMILIMHA,
500 Mr kIapuTpOMHIIMHA WK KoMOMHanuio 3Tux Tpex mnpenapatoB (PAK - paGenpasou,
amokcuiuinH, KiapurpoMuiut). [lokazatemn AUC u Cpax A8 KIAPUTPOMUIMHA H
AMOKCHIHIUTHHA OBUTH CXOXKHMH TPH CPaBHEHHH KOMOWHMPOBAHHOM Tepalnuy ¢ MOHOTepanue.
[Tokazarenu AUC u Cax Ui pabenpasosna yBennuuiauch Ha 11% u 34% coOTBETCTBEHHO, a JUls
14-runpokcu-xinapurpomunuta (aktuBHoro wmerabonura wiaputpomuuuHa) AUC # Chax
yBeauumIuch Ha 42% u 46% COOTBETCTBEHHO JUIsi KOMOMHUPOBAHHON TEpaniy B CPaBHEHUU C
MOHOoTepanuei. JlaHHoe yBenuyeHWe 10Kasaresned BozjeicTBus Juis  palenpasosa |
KJIApUTPOMHUIIMHA HE ObUIO NPU3HAHO KJIMHUYECKH 3HAYMMBbIM.

Bzaumooeiicmeus 6ciedcmeue uneubuposanus cexpeyuu Jdceny00uno20 cokd

Pabenpa3zosn HaTpusi OCYLIECTBISICT YCTOMUMBOE M IPOJODKHUTENILHOE IOJABJICHHE CEKpPEeIHH
KEJTyIOUHOro coka. Takum oOpazom, MOXKET IIPOUCXO/IUTh B3AaUMO/ICHCTBHE ¢ BELIECTBAMM, IS
KOTOpBIX abcopbuust 3aBucut ot pH. Ilpu oxHOBpemeHHOM mnpueme ¢ pabernpa3zoioM HaTpHs
abcopbuust keToKkoHaszosa ymenbiaercss Ha 30%, a abcopOriusi AMIOKCHHA YBEJIMYHUBACTCS HA
22%. CnenoBaTenbHO, JJISi HEKOTOPBIX IMAIMEHTOB JO/DKHO IMPOBOIUTHCS HAOIIOJECHHE IS
pelieHys BOIpoca O HEOOXOAMMOCTH KOPPEKTHPOBKHM JO3bI HPU OIHOBPEMEHHOM IIPUEME
pabenpa3sona HaTpusi € KETOKOHA30JIOM, JIUTOKCHMHOM WM JIDYTHMMH  JIEKAPCTBEHHBIMU
IpenaparamMu, Uit KOTOpbIX abcopOiiust 3aBUcUT OT pH.

Amaszanasup

[Ipu omHoBpemenHom npueme atazanasupa 300 mr / puronasupa 100 mr ¢ omenpaszonom (40 Mr
1 pa3 B nenb) uiam ¢ arazanasupa 400 mr ¢ nanconpasoioM (60 Mr 1 pa3s B JieHb) 370pOBBLIMH
106poBoIBLAMH HAabIIOIATIOCh CYIIECTBEHHOE CHIKEHHE BO3/IeHCTBHS atasanaBupa. AGcopOrms
arasaHaBupa saBucuT oT pH. XoTa onHOBpeMeHHbI npuem ¢ pabenpasosjom He H3ydacs,
CXO0XKHE PEe3yJIbTAaThl 0XKMJIAKOTCS TAKKE Ul JPYTUX MHIMOUTOPOB MPOTOHHOM momibl. Takum

00pa3om, He PEKOMEHJIYETCsl O/THOBPEMEHHBIN [IPHEM aTa3aHaBUpa ¢ HHIUHOMTOPAaMH TIPOTOHHOM

IIOMIIBI, BKJTIOUasi pabernpaszol.



Anmayuonwvie cpeocmea

B KIMHHYECKHX HCCICJOBAHUSX AaHTAllMJHBIE BELIECTBA IIPUMEHSIMCE COBMECTHO C
pabernpa3sosioM HaTpusi. KIIHHHUeCKH 3HaYMMble B3aMMOJIeHcTBHA pabenpasoiia HATpust ¢ rejieM
TUJIPOKCH/IA ATFOMHHUS WIH C THAPOKCH/IOM MAarHus He HaOJIoIauch.

IIpuem nuwju

B KJIMHMYECKOM MCCIIEJIOBAHMM B XOJ€ IpHema padenpaszojia HaTpusi ¢ 00eIHEHHOH KHpaMH
nuIel KIMHAYECKH 3HAaUMMBIX B3auMoieiicTBril He Habmoaanock. [lpuem pabenpasosa HaTpust
OZIHOBPEMEHHO ¢ 0OOraleHHON KUpaMH TUIIEH MOXKET 3aMeJUIHTh BcackiBaHKe pabenpasoia 10
4 gacos u 6oJiee, 0JHaKO Cmax ¥ AUC He U3MEHSIIOTCSI.

Luxnocnopun

DKCIIEPUMEHTBI i1 Vilro ¢ WCIOJIB30BAaHUEM MHUKPOCOM II€YEHM 4YEJIOBEKa IT0Ka3alld, 4YTO
pabernpazon uHrHOMpyeT MeTabomu3M 1uKiiocnoputa ¢ ICso 62 MKMOJIb, T. €. B KOHIIEHTPAIlUH, B
50 pa3 mpesbimaromeid Cmax U 340pOBBIX J00poBOJbLEB nociae 14 auei mpuema 20 Mmr
pabernpazosia. CreneHb HHrHOMPOBAHUS CXOKa C TAKOBOM JUIsl OMENpa3ojia Julsd SKBUBAJICHTHBIX
KOHLICHTPALUH.

Memompexcam

CorlacHO JaHHBIM COOOIICHHUH O HEXKEIATeIbHBIX SBJICHUSX, JTaHHBIM OIyOJIMKOBaHHBIX
(hapMaKOKHHETHYECKUX HMCCICJOBAHMM M JaHHBIM PETPOCIIEKTHBHOIO aHAJM3a MOXKHO
IPEIOIOKUTh, YTO oJHOBpeMeHHbIi npuem MIIIT n meroTpekcara (mpexzae BCEro B BEICOKHX
J103aX) MOJKET TIPUBECTH K TOBBIICHHIO KOHIIEHTPALMK METOTpeKcara U / Win ero Metadbosiura
THJIPOKCHMETOTPEKCaTa M YBEJIUYUTh NEPUOJI MOJTyBBIBEJCHHUS. TeM He MeHee, CIelHalbHbIX
HCCIIeIOBAHUM JIeKapCTBEHHOTO B3aumoeiictBus metotpekcata ¢ UIIIT ne npoBoauiiocs.
Brusnue na pesynomamoi 1a60pamopHuix uccieoosanuil

[Tpumenenue WUIIII npuBoAMT K CHMIKEHHIO KHUCIOTHOCTH JKEIYJIOYHOIO COKa, YTO MOXKET
MPUBECTH K YBEJIUYECHHIO cojepkaHusi xpomorpaHuHa A (CgA) B ChBIBOPOTKE KpOBH.
[ToBbieHHbI ypoBeHb CgA MOXKET NPUBECTH K OIMMUOOYHONH HHTEPIPETALUU pPe3yIbTaToB
7ab0paTOPHBIX MCCIICIOBAHMH HA HAJIMYME HEHPOIHIOKPUHHON ornyxoyin. Bo nzbexanue 31oro
BJIMSHHS TpUMeHeHue npernapara Pabenok®™ 10mKHO GbITh BPEMEHHO IPEKpaIleHo, 10 KpaiHel
Mmepe 3a 14 nHeit 10 ouenku ypoBHst CgA; IOBTOpEHHE TECTa CJe/yeT pacCMOTPETh B Cilyyae,

€CJIM UCXOIHBIH ypoBeHb CZA SBISICTCS BHICOKHM.

Oco0bie ykazanusi
OtBeT manuenTa Ha Tepanuio pabernpasoyioM HaTPUsl He UCKIIIOYAET HAJIMYUS 3JJ0KaYeCTBEHHBIX

HOBOOOpazoBaHuil B skeinynke. TaGnerku npemapata PaGenok™ Hemb3s paskeBbIBaTh MM



u3Menbyarh. TabIeTKu cielyeT rIoTaTh HEeIUKOM. Y CTAaHOBJIEHO, YTO HU BPEMS CYTOK, HH IIPHEM
UK He BIIMSIOT Ha aKTUBHOCTDH padernpasosia HaTpusl.

B cneuuasbHOM HCCIENOBAHUH Yy TAIMEHTOB C JIETKUMHM HJIM YMEPEHHBIMH HapyIICHUSIMU
dyHKUME TleyeHH He OBUIO OOHAPY/KEHO 3HAYMMOrO OTIMYMS YacTOThl MOOOYHBIX d(dexToB
npenapata Pabenok® oT TakoBo#l y MOZOOpPAaHHBIX 10 MOy W BO3PACTY 3/0POBBIX JIHL, HO
HECMOTPSI Ha 3TO, PEKOMEH/TyeTCst cOOJII0/IaTh OCTOPOKHOCTD IIPH IIEPBOM Ha3HAYCHUH ITperapara

PaGenok®

MaLyMeHTaM ¢ TSKeIbIMU Hapyenusmu Gynkuun nevern. AUC pabenpasona HaTpus y
INAIMEHTOB ¢ TSHKEJIBIM HapylieHHeM (YHKIMH [eYeHH NPUMEPHO B JIBA Pa3a BbIIE, YeEM Y
3JI0pOBBIX MALUEHTOB.

[lanuenTamM ¢ HapylmIeHMSMH (YHKIHM [OYEK WM MEYCHH KOPPEKTHPOBKA J03bl IIperapara
Pa6enok® ue Tpebyercs.

T'unomaznuemus

[Ipu jleyeHHH HHIHOUTOPAMH TIPOTOHHOI IIOMIIBI Ha IIPOTSHKEHHH 10 KpaiHel Mepe 3 Mecsles B
PEIKHMX CilydagxX ObUIM OTMEYEHBI CIydad CHMIITOMATHYeCKOH WM aCHMITOMAaTHYECKOH
TUIIOMArHHEMHH. B GONBIIMHCTBE CllydyaeB 5TH COOOIIEHHS TMOCTYNAIM dYepe3 TojJ IOcie
nposejenus Tepanud. Cepbe3HbIMH MOOOYHBIMH SIBJICHUSAMH ObUIM TETAHUS, APHTMHSI U
CyJIOpOrd. BOJBIIMHCTBY MAMEHTOB TpeOOBAIOCH JEYCHHE THIIOMArHHEMUH, BKIIOYAIOIICH
3aMEIEHHE MarHus M OTMEHBI Tepalmuu MHIHOMTOpAMH IPOTOHHOW MOMITBL. Y IalMEHTOB,
KOTOpBIE OyAyT MOJydYaTh JUIMTENIbHOE JIEYCHHE MM KOTOpbIE NPUHUMAIOT HHIHOMTOPBI
IIPOTOHHOM TIOMIIBI ¢ IpernaparaMi, TAKUMU KaK JIMFOKCHH HMJIM IIperapaTtaMu, KOTOpbIe MOTYT
BBI3BAThL TMIIOMAarHUEMHUIO (HAalpuMep, JUYPETHKH), MEJUIUHCKHE paOOTHUKH JIOJDKHBI
KOHTPOJIMPOBATh YPOBEHb MarHus J0 Hayajla JIeYeHHUs MHIHOUTOPaMH MPOTOHHOMN TOMITBI U B
IIEPHOJL JICYEHHS.

TTanuenTs! He JOJKHBI IPUHUMATh OJHOBPEMEHHO ¢ npenapatom Pabenok® npyrue cpenctsa,
CHIDKAIOIME KUCIOTHOCTD, HANpUMep, 6J10KkaTopbl Ha penentopos uiim HHrHOUTOPBI TPOTOHHOM

IIOMIIBI.

Ilepenomul kocmeil

CorynacHO JaHHBIM HAOJIOATENBHBIX HCCICIOBAHHNM MOXKHO MPEINOJIOKUTh, YTO TEpAIus
MHIHOMTOpAaMH TPOTOHHOM IIOMIIBI MOXET IPUBECTH K BO3PACTAHUIO PHCKA CBS3aHHBIX C
0CTEOIOPO30M IIEPEIOMOB Oe/pa, 3asiCThsl WK MO3BOHOYHKKA. PHUCK miepeioMoB ObLUT YBEJIHYEH
y HMalMeHTOB, mosy4aBuiux Beicokue 10361 UIIIT qnurensuo (rog u Gosee).

Oonospemennoe npumenenue pabenpasona ¢ MemompeKcamom

CoryacHo JIMTEpaTypHBIM JTaHHBIM, OjHOBpeMeHHbIH mprem WITIT ¢ mMerorpekcarom (mpexie
BCETO B BBICOKHMX J103aX) MOJKET IPUBECTH K TOBBIIICHUIO KOHLEHTPALMH METOTpEKcaTa 1/uim

ero merabosuTa FHAPOKCHMETOTPEKCATA W YBCIHMYHUTH [CPUO/I TIOJYBBIBEJACHUSI, YTO MOXKET



TIPUBECTH K MNPOSABJICHUIO TOKCHYHOCTH MeToTpekcara. Ilpu HeoOXOIMMOCTH NPUMEHEHHS
BBICOKHX JI03 METOTpEKcaTa MOJKeT OBITh PACCMOTPEHA BO3MOKHOCTE BPEMEHHOTO IIPEKpalCHHs
tepanuu UIIIT.

Clostridium difficile

Tepamust VT[T MOKeT MPHBOAMTH K BO3PACTAHHIO PHCKA JKEJTYJOYHO-KUIIEUHbIX MHEKIWH,
takux Kak Clostridium difficile.

ITooocmpas koxcnas kpacuasn éonvanxa (IIKKB)

Unmerorcst coobmenuss o ciaydasx [IKKB npu tepamum UIIII Ecnm mopakeHus KOXH
HOSBJIAIOTCS, 0COOEHHO Ha y4acTKaX KOXKH, MOJBEPrUIMXCs BO3JECHCTBHIO MPSAMBIX COJHEUHBIX
Jydeii, ¥ CONPOBOMKJIAIOTCS apTpairuei, manueHTy HeoOX0JMMO HEMEUICHHO O0paTHThCs 3a
MEMIMHCKON TTOMOIIBIO, MEIUIUHCKUN paOOTHUK JI0JKEH IIPUHATH PELICHHE O IPEKpaIleHuN
tepanuu pabenpaszonom. Bosuuknosenue [TKKB npu npenpytymei tepamun WIIIT moxer
yBennunTh puck BosHuKHOBeHUs [IKKB npu npueme npyrux UIIIL

JKenesucmole nonunvt Ona dcenyoka

JlmatensHoe ucnonb3oBanue WIIN, Bimouas paberpazosn, 1o Bced BHJIMMOCTH, CBS3aHO C
[OBBIIIEHHBIM PHUCKOM BO3HHMKHOBEHHS JKEJIC3HCTBIX IOJIMIIOB JIHA JKEJyJKa. BonbImMHCTBO
)KEJIe3MCTBIX TIOJIMIIOB JIHA OKelyjaka OeccUMNTOMHBL. [lallMeHTBl ¢ KPYNHBIMH WM
U3BSI3BJICHHBIMU IIOJIUIIAMU MOTYT I1OJABEPIaThCsl PUCKY KEITYJ0YHO-KUIIEUYHBIX KPOBOTEYEHUI
WM TOHKOKHIIIEYHON HempoxoauMocTH. Jlo3upoBka u mpojokutensHocts Tepanuu WITIT s
TaKUX MAUEHTOB JOJDKHBI ObITH MUHUMAJIbHBIMH.

INanuentam, puEUMAalOmUM npenapat Padenok® /uis kpaTKOBPEMEHHOTO CHMITOMATHYECKOTO
neuenus nposigieruit ['OPb u HOPB (nanpumep, usxorn) 6e3 perenra, cieayeT oOpaTuThCs K
Bpauy B CJIEAYIOLIUX CIIydasx:

* IPUMEHEHHUE CPEJCTB /Ul CHSATHS CUMIITOMOB M3)KOI'M M HApyIICHUs NHUIICBApEHHS B
Teyenue 4 Henenn u OoJiee,

* TOSIBIICHHE HOBBIX CHMIITOMOB WJIH M3MEHEHHE paHee HaOIIOABUIIMXCS CHMIITOMOB Y
MAIMEeHTOB B Bo3pacTe Ooiee 55 e,

*  CJIy4ad HEeHAMEPEHHOI'0 YMEHBIICHUS MAacChl TeJla, aHeMHH, KPOBOTEUSHHH B ey J0YHO-
KUIIEYHOM TpakTe, aucharuu, 00U NpU TIOTAHUM, TIOCTOSHHOM PBOTBHI HJIM PBOTHI €
KPOBBIO U COJICPXKMMBIM KeJly/iKa, CIydyau sI3BbI JKeJTy/IKa MM Ollepaluii Ha KelyJKe B
aHaMHe3€, KEITYXH U T.J. (B T. Y. HapylleHHe QyHKIUHU [IEUEHH U TIOYCK).

[TanmenTsl, JUIMTEIBHOE BpeMs CTPAJAIOLIHE OT MOBTOPSIOIIMXCS CHMIITOMOB HapyIICHHS
IMUILEBAPEHHS MM M3)KOTH, JIOJDKHBI PeryJisipHo HaOmoathes y Bpava. [lanuenTsl B Bo3pacre

Gonee 55 seT, exeHEBHO NPUHUMAIOLIHE Oe3pelenTypHBIE PErapaTthl ISl CHATUS CHMIITOMOB
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M3KOTH M HapyIIEHHUs MUIIEBAPEHHs, JODKHBI IPOUH(POPMHUPOBATL 00 3TOM CBOCTO JIeYAIIEero
Bpaya.

[TanueHTsl He JA0JDKHBI IIPHHUMATh OJJHOBPEMEHHO C IIPENapaToM PaGenok® npyrue cpeicrsa,
CHIYKAIOIIHE KUCIOTHOCTD, HanpuMep 610katopsl Ha-penenTopoB MM HHTMOMTOPBI IPOTOHHOM
TIOMITBI.

[Ipd mnpUMEHEHWH JPYIHX MpernapaToB IalMeHTaM CIEAyeT I[POKOHCYJIbTHPOBATHCA C

® ormyckaeMbM Ge3

(apMaleBTOM MM BpauoM Iepeji HauyajloM Tepanuu npenaparoM Padenok
penenrta. [larmMeHTl JOJDKHBI COOOIIMTH Bpady [epe]l HA4yajioM IPUMEHEHHs Iperapara
PaGenok® 6e3 perenTa, €CliM UM Ha3HAYEHO YHIOCKOIIHYECKOE HCCIIeI0BAHHE.

Crenyer w3berarh mnpuema mpenapata PaGenok®™ mepes NpOBEJCHHEM MOYEBHHHOTO
JIBIXaTEJILHOTO TECTa.

[TaiueHTsl ¢ TSHKENBIMA HAPYIICHUAMH (DYHKIIMU MEYEeHH JIOJKHBI 00paTHTLCS K Bpady Iepes
HAYAJIOM Tepanuyu npenaparom Pabenok®, ormyckaembivM Ge3 pelenta, /Ui KPaTKOBPEMEHHOTO
CUMIITOMATHUYECKOTro jieuenust npossienuii ' OPb u HOPB (Hanpumep, u3xoru).

BJiusinue Ha croco0HOCTH YIPABJISITH TPAHCIIOPTHBIMH CPEJACTBAMH H MEXaHHU3MAMH
Ucxons u3 ocobeHHocTed (apMakojauHaMuku padenpasona W ero npoduis HeXelaTelbHbIX
>(dexToB, ManoBeposTHO, uTo mnpenapar Palenok® okasblBaeT BIMAHHE HA CIOCOOHOCTH
YIPABISATh TPAHCHOPTHBIMH  CPEACTBAMM, MexaHusmMamu. OJHako B Cliydae MOSBJICHUS
COHJIMBOCTH CJIEAYET U30eraTh 3TUX BUJIOB JICATEIIBHOCTH.

®opma BbIITyCKA

TabeTKu, MOKPBITHIE KHIIIEUHOPACTBOPUMOIT 00010uK0i, 10 Mr.

14 TabneTok B GJIMCTEp WM B KOHTYPHYIO 0€3bsUeHKOBYIO YIIAKOBKY M3 (DOJIBIU AIIFOMHHUEBOM
Al/Al Tlo 1 unu 2 6amcrepa, Uik KOHTYPHOU Oe3bsa4eiikoBOil yrakoBke U3 (hosibru altOMMHUEBOM
Al/Al momemnaroT B nMayky M3 KapToHA BMECTE ¢ HHCTPYKLUEH 110 MEJMIIUHCKOMY ITPUMEHEHHIO.
YeaoBusi XxpaHeHH st

B cyxoM 3amuineHHOM OT cBeTa MecTe IpH Temiieparype He Boie 25 °C.

XpaHUTh B HEJOCTYITHOM J1s AeTeif mecte!

Cpok roanoctu

2 ropa.

He npuMeHSITE MOCIie UCTEUEHUS CPOKA MOJIHOCTH.

YeaoBus ormycka

Ormyckatot 6e3 penenra.

[IpoussoauTeanb

«Kammna ®apmacrotuxans JItay

1389, JIxonka — 387810, paiton Axmenaban, mrar I'ypkapar, Mujaus.

11



Iperensuu norpeduresieii Hanpasasth B aapec [pencrabureascrsa ¢pupmol B PO:

119571, r. Mocksa, Jlenunckuit mpocrekt 148, opuc 205.
Ten.: (495) 937-57-36, daxc: (495) 937-57-38.

Y10JIHOMOYEHHBIH [TpeICTaBUTE b
KOMITaHUH
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]
MHUH3 JIPA] POCCHH
200490010

MUWHUCTEPCTBO 3JIPABOOXPAHEHNS POCCUNCKOUW GEAEPAILIUN
COTJACOBAHO

UHCTPYKLIMA
[10 MEJUITUHCKOMY [TPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
PABEJIOK®

Perucrpannonubiii Homep:

Toprosoe HauMenoBanue npenapara: PaGenox®

MexayHapoaHoe HeNaTeHTOBAHHOE HAMMEHOBaHue: pabernpaszol
JlekapcrBennasi popma: TabIeTKH, MOKPBITHIE KHIIEUHOPACTBOPUMOM 000J109KON
Cocras:

B 1 tabneTke conepxutcs:

AKTHBHOE BellecTBO: pabernpa3on HaTpust 20 mr.

Bcenomorarenbueie Bemiectsa: mManHuTosN 89,0 mr; maruus oxcuja 80,0 mr; rumpomerniosa
5,0 mr; nennronosa Mukpokpuctainueckas 20,0 mr; kpaxman 20,0 mr; kapmesiosa 20,0 mr;
taibk 3,0 Mr; maraus creapar 6,0 Mr; KpeMHUS THOKCH/I KOJUTOUAHBIH 3,0 mr.

O6onouka: runpomesniosa 9,5 Mr; mponuIeHrIuKoIb 1,5 Mr;

KumeynopactBopuMasi  000JI0UKa: MCTaKpHJIOBOﬁ KHCJIOTBI W OSTHJIAKpHJIaTa COIIOJIUMED

(tun C) (1:1) 13,95 mr; nonucop6at 80 0,209 mr; qubyrundranar 2,090 Mr; HaTPHUSI THIPOKCHL
0,119 wmr; kpacutenn xenesa okcuja keiarTelid 0,783 Mr; Tanpk 5,63 Mr; THTaHa JHOKCH/I
1,210 mr.

Onucanue

Kpyriible JBOSIKOBBINYKIIbIe TabJIETKH, MOKPBITbIE 000JOYKONH OT CBETIIO-XKEITOrO JIO JKEJITOr0
1[BETa, [JIaJKue ¢ 00eUX CTOPOH.

(dapmakoTepaneBTHYECKasi IPYNIA: CPEICTBO MOHIKAIOUICE CEKPEIMIO JKEIe3 JKeMyjKa —
IPOTOHHOT'O HacOCa HHIHOUTOP.

Kon ATX: A02BC04

PapmakoornyecKne cBoOHCTBA

Dapmakoounamuka

Mexanuszm oevicmeust

Palenpasonn HaTpusi OTHOCHTCS K KIAacCy aHTUCEKPETOPHBIX BEIIECTB, IPOM3BOIHBIX
Oensumuiasona. Pabempason HaTpusi MOJABISET CEKPEIHIO JKEIYJIOYHOIO COKA IIyTeM
crenuduyeckoro uarubuposanus H'/K™ AT®a3p1 Ha ceKpeTOpHOIi TOBEPXHOCTH MapHETaTbHBIX

wietok kemynka. H'/K® ATdasa npexcrasiser coGoi  GeIKOBBIA KOMILIEKC, KOTOPBIN



(GYHKIIMOHMPYET KaK IIPOTOHHAs IIOMIIa, TakuM oOpa3oMm, pabenpaszosl HaTpus SBIAETCS
HHIHOMTOPOM TMPOTOHHOM TOMIBI B JKeJIyJKe U OJOKHpYeT (pUHAIBHYIO CTaJuiO NPOAYKLIUHU
KUCIIOTHI. JIaHHBIA 3 (eKT SBISETCS J0303aBUCUMBIM M IIPUBOJIUT K MI0/IaBJICHUIO Kak 0a3albHOM,
TaK ¥ CTUMYJIHPYEMOM CEKpEIH KUCIIOThI HE3aBUCHMO OT paszipakutesisi. Pabenpa3on natpus He
o0JaaeT aHTUXOJMHEPrHYECKUMH CBOMCTBAMM.

AnmucexkpemopHoe oelicmeue

[Tocie mepopansHOoro mnpuema 20 Mr pabenpa3ona HATpUs AHTUCEKPETOPHBIH addekT
pa3BHBaeTcs B TedeHue yaca. Inrubuposanue 6a3aabHON U CTUMYJIUPYEMOM CEKPELIUH KHCIIOTBI
yepe3 23 dyaca mociie Ipuema IepBoM J103bl paberpazona Hartpusi coctaBisier 69% u 82%
COOTBETCTBEHHO, M  mpojosukaercs g0 48 wacoB. Takas  NIpOJOKMTENBHOCTD
GapMakoIMHAMUYECKOTO JCHCTBHS HAMHOTO TIPEBBINIACT IIPE/ICKAa3yeMoe [0 IEPUOIY
MOJIyBbIBeACHUsT (mpuMepHO oauH 4yac). Jlauubni os¢dexkr Moxker ObITh 00BACHEH
IIPOJIOJDKHTENLHBIM CBSI3bIBAHHEM JiekapeTBeHHOro BemecTa ¢ H'/K™ AT®a30ii napueTaabHbIX
KJIETOK Jkenyjaka. Bemuuumna uHruOupyromiero aeictBus pabenpaszolia HaATpPUsi HA CEKPEIUIO
KUCJIOTHI JIOCTUTAET IUIATO IOCje Tpex JHeH nmpuema palernpaszona Hatpus. [lpu npexpamienuu
npHeMa, CeKpeTOpHasl akTHBHOCTh BOCCTAHABIIMBACTCS B TeUeHHUe 1-2 JTHEi.

Bausanue na YPO6EHb 2acmpuHa 6 njasme

B xozne xnmuHuYeckux uccienoBanuil namuents! npuHuMaid 10 umu 20 mr pabenpasona HATpUst
€XKEJTHEBHO IIPH ITPOJIOJDKUTEIBHOCTH JICUSHUS 110 43 MecsleB. Y pOBEHb racTpyHa B I1azMe ObLT
IOBBIIIEH IepBbIe 2-8 He/elb, YTO OTpaKaeT HHIHOUpPYIOIee JICHCTBHE HA CEKPEIHIO KHCIIOTHI.
Konnenrpamus ractpuHa Bo3Bpaliaiachk K HCXOJAHOMY YPOBHIO OOBIYHO B TeueHHe 1-2 Helelb
T0CJIE IPEKPALICHHUS JICUCHHUS.

Bhuanue na snmepoxpomagpunno-noooonvie Kiemxku

[Ipu uccnenoBanun 00pas3oB OHONICHHU XKeTy/IKa YesloBeKa U3 00J1acTi aHTpyMa ¥ JIHA JKeJTyjIKa
500 naiueHToB, MoJIy4aBLUIUX pabenpa3o HaTpys KK Ipernapar CpaBHEHHs B TeUeHHe 8 HeJlelb,
YCTOHYMBBIE U3MEHEHHUS B MOP(POIOrHYECKOM CTPYKTYpe SIHTEPOXpoMahUHHO-TT0100HBIX KIETOK,
CTENEHH BBIPA)KEHHOCTU TacTPUTA, YacTOTe aTpO(HUUECKOro racTpura, KHIICUHOW MeTaria3uu
WK pacnpocTtpaHenun uHdexuuu Helicobacter pylori He 6bu1H 0OOHAPYIKEHBI.

B wuccinenoBanuu ¢ ywactuem Oosiee 400 manmeHToB, MOJMydaBIIMX pabenpasos HaTpus
(10 mr/mens ummu 20 Mr/meHs) MPOJODKUTENBHOCTBIO 0 | roja, yacToTa rHIepIuiasuu Obuia
HHU3KOH M CPaBHUMOM ¢ TakoBOH Juist omenpasona (20 mr/kr). He Obu1 3aperucTpupoBal HE OJJMH
Cllydaii aJlcHOMaTO3HBIX U3MEHEHMH MM KapLUHOMTHBIX OIIyXO0JIei, HaOIFOIaBIIHXCS Y KPBIC.
Hpyzue r¢hghexmui

Cucremuble a¢dexTsl pabenpasona HaTpHs B OTHOIICHHH [EHTPAIbHON HEPBHOW CHCTEMBI,

CepIICQHO-COC)’ﬂPICTOﬁ WJIA JbIXATEJIbHON CHCTEM B HACTOSIIIMH MOMEHT HE 06Hapy)KeHbI. bruto
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II0Ka3aHo, 4TO pabernpa3osl HATPust IIPH MepopabHOM rpueme B j03e 20 Mr B TedeHHE 2 HEeJENb
HE OKa3blBaeT BIIMSHHS Ha (YHKIMIO IIUTOBUIHON >KeJe3bl, YIJICBOAHBIA OOMEH, YpOBEHb
apaTHPEOUTHOTO TOPMOHA B KPOBH, & TAK)KE Ha YPOBEHb KOPTH30J1a, 5CTPOr€HOB, TECTOCTEPOHA,
IpOJIaKTHHA, TIIOKAaroHa, Goiumkynoctumyaupytomero ropmona (OCI'), moTeMHU3UPYIOMEro
ropmoHa (JII'), peHuHa, anp10CTEpOHA U COMATOTPOIIHOIO FOPMOHA.

DapmaKkoKuHemuKka

Abcopoyusn

PaGemnpa3zon ObicTpo abcopOupyercs: U3 KUIIECUHHKA, U €ro IMMKOBble KOHIEHTPAUH B ILIa3Me
JIOCTHTAIOTCSL TPUMEPHO uepe3 3,5 4 mocie mpuema Jo3bl B 20 mr. M3meHeHue NMHKOBBIX
KoHIeHTparui B miazMe (Cmax) U 3HAYCHHUH IUIOMIAAM IO KPHUBOH «KOHLIEHTPAIHSA-BPEMS)
(AUC) pabemnpa3zoia HOCAT JUHEHHBIM XapakTep B auanasone 103 ot 10 1o 40 mr. AGcostoTHast
OMOMOCTYIMHOCTh TOCie MepopajibHoro mpuemMa 20 Mr (10 CpaBHEHHMIO C BHYTPHUBEHHBIM
BBEZICHUEM) cocTaBisieT okoyio 52%. Kpome TOoro, OMOJOCTYNHOCTH HE H3MEHSETCS IpU
MHOTOKPAaTHOM Iipreme palernpa3zoiia. Y 3/0pOBBIX J00POBOJIBIEB NEPHO IOJYBBIBEACHUS W3
IUIa3MBbl cocTaBisieT okosio 1 9 (Bapbupyst ot 0,7 10 1,5 4), a cymMmmapHbIi KIMPEHC COCTABIAET
3,8 m/MuH/Kr. YV nanueHToB ¢ XpoHHUYeckuM nopakenueM neyeHu AUC yBesnndeHa BABOE 110
CPaBHEHHUIO CO 3J0POBBIMU J00pPOBOJIBLIAMH, YTO CBUIACTENILCTBYET O CHM)KEHHUU MeTaboinu3ma
IIEPBOI0 MPOXOXKACHHUS, @ TIEPUO/I NIOJTYBBIBEICHHUS U3 IJIa3Mbl yBeIHUeH B 2-3 pas3a. Hu Bpems
[puemMa Ipernapara B TEYEHHE CYTOK, HM aHTAIM/bl HE BIUSIOT Ha abcopOumio paberpasona.
[Ipuem npenapara ¢ >xupHOH nuieit 3amemnsier abcopOiuio pabdenpasona Ha 4 yaca u Ooee,
0JiHaKO HU Cmax, HU cTENEHb a0COPOIIUN HE H3MEHSIOTCS.

Pacnpeoenenue

VY uenoBeka CTeNeHb CBI3bIBaHUs pabernpa3oiia ¢ OeIKaMu IJ1a3Mbl COCTaBIISIET 0K0JI0 97 %.
Memabonuszm u évigeoernue

Y 300poewix niooet

Iloce mprema OHOKpaTHOM mepopatbHoit 10361 20 Mr '*C-meuennoro pabenpasona HaTpus
HEM3MEHEHHOI0 Ipernapara B Mo4e HailjieHo He Obu1o. Oxono 90% paberipa3osia BEIBOJUTCS C
MOYOH IJIaBHBIM 00pa30M B BUJIE IBYX MeTaOOIHUTOB: KOHBIOTATa MEpKanmyposoi kuciomoi (M5)
¥ KapOoHOBOH KHCI0THI (M6), a Takike B (hOpMe JIBYX HEH3BECTHBIX META00IUTOB, BBIBICHHBIX
B XOJI€ TOKCHKOJIOTHYECKOro aHaiu3a. OcraBluasics 4acTh NPHHATOrO padenpasoiia HaTpus
BBIBOJUTCA ¢ KajioM. CymmapHoe BbiBeJieHHE cocTaBisieT 99,8%. DTH TaHHBIC CBUIACTEIBCTBYIOT
0 HeOOJBIIOM BBIBEJICHMHM MeTaboJIuTOB pabernpaszolia HATpust ¢ Keaubio. OCHOBHBIM
MerabonutoM sBisiercss THOA(GUp (M1). EJMHCTBEHHBIM aKTHBHBIM META0OIHTOM SBISIETCS
necmerut (M3), oqHako oH HaGIIOAAICS B HU3KOM KOHIEHTPALMK TOJIBKO Y OJIHOTO YYaCTHUKA

uccienosanus nocie npuema 80 Mr pabernpaszoia.



Tepmunanvras cmaous NOYeYHOU HeOOCMamo4HoOCmu

VY manueHToB cO CTAOMIIBHOM MOYeUHOU HEJI0CTATOUHOCTHIO B TEPMUHAIBLHON CTaJUH, KOTOPBIM
HEOOXOMUM  IIOIEPXKUBAOIINI reMOoJHaIn3 (KJIMpeHC KpeaTHHHHAa <5 Mi/MuH/ 1,73m3),
BBIBEJICHUE paberpasolia HaTpHst CX0Ke ¢ TaKOBBIM st 310poBBIX 100poBosibleB. AUC U Cmax y
STUX MAIMEHTOB ObUIM MpPUMEpPHO Ha 35% HuKe, 4eM Yy 3JI0pOBBIX J00poBoJbLEB. B cpeanem
IIepUOJI MOJIyBBIBe/IeH sl pabernpasoia coctapisii 0,82 4 y 310poBbIX 100poBobLEB, 0,95 4y
MAIMEHTOB BO BpeMs reMo Iiain3a 1 3,6 4 nocie remouanu3a. Kimmpenc npenapara y naldeHToB
¢ 3a00JIeBaHUSAMH TOYEK, HY)K/IAFOIIUXCSI B TeMOIHain3e, OblT pUOIM3UTEIBHO B /IBA Pa3a BhIILIE,
YeM y 3I0POBBIX JI0OPOBOJIBIIEB.

Xponuueckuit KoOMneHcuposaHHbolll YUppo3

[TareHTsl ¢ XPOHHYECKUM KOMIICHCHPOBAHHBIM IIMPPO30M IIEUCHH MEPEeHOCIT pabernpasolt
Hatpus B o3¢ 20 mr 1 pa3 B ieHb, xoTst AUC ynBoeHa U Cmay yBesinyeHa Ha 50% 1o cpaBHEHHIO
CO 3ZI0POBBIMHU JIOOPOBOJIBIIAMH COOTBETCTBYIOIIETO 110J1a.

Tooicunvie nayuernmol

VY MOXKUIIBIX MAMEHTOB dTUMUHAIMS paberpa3olia HeCKOJIbKO 3ameuieHa. [locne 7 nueit npuema
pabenpasona no 20 mr B cytku y noxmisix guig AUC Oputa npumepHo BaBoe Oounbiie, a Chax
noseiieHa Ha 60% 1O CpaBHEHHUIO C MOJIOJBIMH 3J10pOBbIMH J1I0OpoBOJbIiamu. OHAKO,
IPU3HAKOB KYMYJISIIUU paberpa3olia He 0TMEYaIoCh.

CYP2C19 nonumopghusm

VY nauuenTos ¢ 3ameyieHHbIM MeTabosmamoM CYP2C19 nocie 7 aneit npuema pabenpaszosa B
nose 20 mr B cytkn AUC ypenuuuaetcs B 1,9 pasa, a nepuoa mosyBeiBeeHus B 1,6 pasa mo
CPaBHEHHIO C TEMH K€ IapamerpaMmu y «ObICTpbIX MeTaboyn3aropoBy, B TO BpeMs Kak Cmax
yBesinunBaercst Ha 40%.

Iloxazanusi K NpUMeHEHHIO

- I3BeHHast O0JIe3Hb XKeJly/IKa B CTaUU 00OCTPEHHUS U sI3Ba aHACTOMO3a;

- A3BEHHas 00JIe3Hb JABEHA/IIATUIICPCTHOM KHUIIKH B CTaIUH 000CTPEHHUS;

- 9pO3UBHAA U A3BEHHas racTpods3odareanbHas pedrokcHas 00e3Hb WM pedoke-330(arur;

- IIOJUIEP)KUBAIOIIAs Teparyst ractpod3odareabHoN pedIroKCHON 00Je3HH;

- HEDPO3MBHAs ractpossodareanbHas pedrokcHas 60J1e3Hb;

- CHHJIpOM 30JUIMHIepa-DIIMCOHA U JIPYTHe COCTOSHHUS, XapaKTePH3YIOIUECs MaToI0rHYeCKO
THIIEPCEKPELUEH.

B cocraBe KOMOMHMPOBAHHOMN TEpaIUy:

- spanukanus Helicobacter pylori y naueHTOB C SA3BEHHOMN 0OJIE3HBIO.



[IporuBonokaszanus

WujpuBuayanbHas TOBBIIEHHAs YyBCTBHTEIBHOCTh K  pabenpasoiy, 3aMELICHHBIM
OeH3MMH1a30J1aM MJIM K BCIIOMOTaTeIbHBIM KOMIIOHEHTaM Ipernapara, OepeMEeHHOCTD,
IIEPUOJI IPYAHOTO BCKapMIIMBaHU, IETCKH Bo3pacT 10 12 jer.

C 0CcTOpPOKHOCTHIO

Tsokenas mouedHas HEAOCTATOUHOCTD, TsDKEIasi NeUeHOYHast HEeJ0CTaTOYHOCTD, JIETCKHH BO3PAcT
ot 12 no 18 ner.

IIpumenenue npu GepeMeHHOCTH M B MEPHO/L IPYAHOI0 BCKAPMJIHBAHHS

Jlanupix 1O 0€30macHOCTH INpHMeHeHHsi palenpas3oia BO Bpemsi OEpEeMEHHOCTH HET.
WccnenoBanus pernpoayKTHBHOCTH Ha KPbICAX W KPOJIMKAX HE BBISBUJIM IPU3HAKOB HapyLICHHS
bepTrIbHOCTH WK J1e(DEKTOB Pa3BUTHUS I1J10/1a, 00YCIOBICHHBIX pabenpa3ojioM; 0JIHAKO Y KPBIC

® He

B HEOOJBIIUX KOJIMYECTBAX IpernapaT MPOHUKAET uepe3 IuianeHTapHbli Gapbep. Pabenok
CJIEyeT TPUMEHSATh MpH OEpeMEHHOCTH 3a MCKIIOYEHHMEM ClIy4yaeB, KOI[a OXKH/aeMbIi
MOJIOXKHTEIbHBIN 3 (EKT U1 MaTepH MPEeBOCXOAUT BO3MOXKHBIN Bpe1 /Uis IUI0/a.

HewusBectno, Bwigensiercs u  pabenpa3on ¢ TpyAHBIM  MOJOKOM. COOTBETCTBYIOLIUE
MCCIIEIOBAHUSL Y KOPMSILIUX JKEHIIUH He MpoBOAUINCh. BMecTe ¢ TeM paberpa3osn oOHapykeH B
MOJIOKE JJAKTHPYIOIIUX KPBIC, H 1103ToMy Pabenok® Henp3s HazsHAYaTh KOPMSIIUM JKEHIIHHAM.
Cnoco® npuMeHeHHs ¥ /103b1

Tabnerku npenapata PaGenox™ Henbssi paskeBbIBaTh WM H3MedbuarTh. TaGneTku ciemyer
[JI0TaTh LETUKOM. Y CTAHOBJICHO, YTO HU BPEMSI CYTOK, HU IIPUEM ITHILH HE BIUSIOT HA aKTUBHOCTD
palenpa3oia HaTpHUs.

IIpu a3zeennoii bonesnu gncenyoxa 6 cmaouu 0b0cmpeHus U s36e aHdAcmomMo3d PEKOMEHYeTCs
IPUHUMATE BHYTPh 110 20 Mr ofuH pa3 B JieHb. OObIYHO U3JICUEHHE HACTYIAET Iocje 6 Hellelb
TEpaIMy, OJHAKO B HEKOTOPBIX CIIyHasiX JUIMTEIbHOCTD JICUEHHUSI MOKET OBbITh YBEIMYEHA elle Ha
6 Hezens.

IIpu a3eennoii bonesnu 06enadyamunepcmuol KUK 6 cmaouu 060cmpenuss PEKOMEHIYeTCs
IPUHUMATh BHYTPH 110 20 MI OZMH pa3 B JieHb. JIMTEIBHOCTD JICUECHHSI COCTABIsIeT OT 2 10 4
HeJenb. B cirydae HEOOXOAMMOCTH JUIMTENIBLHOCTD JICYEHHsI MOJKET ObITh YBEJIMYeHa elne Ha 4
HEeJICIIH.

IIpu nevenuu sposusnoil cacmposzopazeanvroi pegriokcrnoi 6oresnu (I'9PB) unu peghnioke
930¢hazume PEKOMEHIYETCSI MPUHUMATh BHYTPhH MO0 20 MI' OJMH pa3 B JeHb. J[IMTEIBHOCTH

JICYEHHs COCTaBIISIET OT 4 J10 8 HeJenb. B ciiydac HEOOXO0AMMOCTH JUTUTEILHOCTD JICUEHHS] MOJKET

OBITH yBEeIHYEHA CIIIEe Ha § HE/IElIb.



IIpu noodepoicueaioweii mepanuu 2acmposzopazeanvhol  pegnioxcnol  6oresnu (1'9Pb)
PEKOMEH/IyeTCsl IPUHUMATh BHYTPB 110 20 MI' O/IMH pa3 B [€Hb. [IUTEIbHOCTD JICUCHHS 3aBUCHT
OT COCTOSIHMSI ITallUEHTA.

Ilpu mnesposueHoil 2acmposzopazeanvroi pegaiokcnoii oonesnu (HOPbB) 6e3 s30pazuma
PEKOMEH/IyeTCsl IPHHUMATh BHYTPb 110 20 MI' OZIMH pa3 B JICHb.

Ecnu mocje deThlpeX HEHETb JICUCHHMs] CHUMIITOMBI HE HCYE3aroT, CIEIYeT IPOBECTH
JIOTIOJTHUTEIBHOE MCCIIeI0BAaHKE MTAIlMEeHTA.

[Tocre KynmupoBaHHsI CUMIITOMOB JUISL IPEAYNPEkKICHHsS MX IOCIEAYIOMIEr0 BO3HHKHOBEHHSI
clielyeT IPHHUMATh IIpenapaT BHYTPh OJIMH Pa3 B JIeHb 110 TPEDOBAHMIO.

s newenus cunopoma 3041uUH2EPA-INUCOHA U OPY2UX COCMOAHUU, XAPAKMEPUIVIOUWUXCS
Namono2u4ecKkoll 2unepcexpeyueti, 103y moA0UparoT HHUBKAyatbHo. HauanpHas qo3a - 60 Mr B
JICHb, 3aT€M /103y MOBBIIIAIOT M Ha3HAYAIOT Ipenapar B go3e 10 100 Mr B IeHb ITpH OTHOKPATHOM
npueme win o 60 Mr aBa pasa B JieHb. Jis HEKOTOPBHIX MAlMEHTOB ApPOOHOE J03MPOBAHHE
mperapara  SIBJISETCS IPEANOYTUTEIbHBIM. JleueHue JIOJDKHO IPOMOIDKATECS IO Mepe
KJIMHHYECKON HEOOXOIUMOCTH. Y HEKOTOPBIX MAHEHTOB C CHHIPOMOM 30JUIMHIepa-IIMCOHa
JUINTENILHOCTE JICYEHUsI pabenpa3osioM COCTaBIIsiIa 10 OAHOIO roja.

s spaouxayuu Helicobacter pylori pexoMeH1yeTcs IpUHUMAaTh BHYTPb 110 20 Mr 2 pasa B JICHb
[0 OIpEJIeJICHHOW CXeMe C COOTBETCTBYIOIIEH koMmMOMHanuel aHTHOMOTUKOB. J[IHUTEIBHOCTH
JICYEHHUS COCTABIISIET 7 JTHEH.

Iayuernmol ¢ noueyHoU U ne4eHOYHOU HEOOCMAMOYHOCMbIO

Koppekiuu 103561 NalMeHTaM ¢ MO4YeYHOH HEeJI0CTaTOYHOCTHIO HE TpedyeTcs.

VY HanueHTOB C JIETKON U YMEPEHHOU CTENEeHBIO MeYeHOYHON HEJ0CTaTOYHOCTH KOHLEHTpaLys
pabernpa3oiia B KpoBU OOBIYHO BBILIE, YEM Y 3/I0POBBIX MAIIHEHTOB.

[Ipu HasHaueHumwm npenapata PaGenok® namueHTam ¢ TSKEJIOH CTENEHBIO NEYEHOUHOM
HEJIOCTAaTOYHOCTH CJIejlyeT COo0JII0/1aTh OCTOPOIKHOCTb.

Iooicunvie nayuenmol

Koppekuuu 10361 HE TpeOyeTcs.

Jemu

BesonacHocTh 1 3 pexktuBHOCTH pabernpaszosia Hatpust 20 MI JUIsl KPATKOCPOUYHOTO (10 8 Heslelb)
neuenusi 'OPB y nereit B Bo3pacte 12 sier u 60s1ee MOATBEPAKICHA IKCTPANIOJISILIUEH Pe3yIbTaTOB
QJICKBaTHBIX M XOPOIIO KOHTPOJMPYEMBIX HCCIIECIOBAHUM, MOAKPEIISIOmUX 3)GEeKTUBHOCTD
pabernpa3oiia HATPHsI JUIst B3POCIIBIX U UCCIIeI0BaHUSIMHU 0€30I1aCHOCTH U apMaKOKMHETHKH JUIs
MAlMEHTOB JIETCKOTO Bo3pacta. Pekomenyemast j1o03a Juist jereit B Bo3pacre 12 jer u Oonee

coctapisieT 20 Mr 1 pa3 B JIeHb IIPOJAOJIKUTEIBHOCTBIO J10 8 HE/EIb.



BesomacHocTs U a3 dexTrBHOCTH paderpasona HaTpus Juist nedenus ['OPb y nereit B Bo3pacte
witagme 12 ner He ycraHosieHa. besomacHocTh U d(GeKTHBHOCT pabenpasonia HaTPUs UL
IpPYMEHEHHS 110 IPYTUM TOKa3aHHSAM He YCTAHOBJIEHA JUIS MAlUCHTOB JIETCKOI0 BO3pacTa.
IMoGouHoe eiicTBHE

Mcxost M3 ONbITa KIMHUYECKUX MCCIIEM0BAHMM, MOYKHO C/ENATh BBIBOJ, UTO pabenpasos 00bIYHO
XOpoIIo TmepeHocutes nanuneHTaMu. [loGounsie 3ddexTsl, B LeIOM €1ado BbIpaXKEHHbBIE HIIA
YMEpEHHBIE, HOCAT Ipexosmuii xapakrep. IIpu npueme pabenpasona B X0J€ KIMHUYCCKUX
HCCIIEIOBAaHUN OTMEYAIHMCH CIIEAYIolHe M000YHbIE JICUCTBUS: T0JI0BHAsA 00Jb, 00JIb B JKUBOTE,
Japesi, METEOPU3M, 3a1I0p, CYXOCTb BO PTY, TOJIOBOKPYIKEHHUE, ChIIlb, IEpUEPUIECKHI OTEK.
HexenarenpHbIe peakilMd CHCTEMATH3UPOBAHBI OTHOCUTENIBHO KAKIOH M3 CHCTEM OpPraHoB C
HCIIONIB30BAHUEM CIIEAYIONIEl KiaccH()UKAIMKU 4acTOThl BCTPEYAEMOCTH: OYeHb uacto (>1/10);
gacto (>1/100 u <1/10); meuacto (>1/1000 u <1/100); pexxo (>1/10000 u <1/1000); ouens peaxo
(<1/10000), BKJIIOYAs €IMHUYHBIE CJIyYaH.

Hapywenusi co cmoponvl UMMYHHOU cucmembsl. PEAKO - OCTPbIE CHCTEMHBIC aJlJIEPrHYeCKue
peaKuu.

Hapywenuss co cmopoHvl Kposu u Jumpamuyeckou cucmembsl. PeiKO - TPOMOOLUTOIEHHS,
HEUTPOIIECHHUS, JICHKOIICHUS.

Hapywenusi co cmoponvl obmena eewyecms u numanus: peaKo - THIIOMarHueMHusl.

Hapywenus co cmoponvl neueHu u iCeiuesbi800AUUX nymeil. TOBBIIIEHHE AKTHUBHOCTH
MEYCHOYHBIX (PEPMEHTOB, PEJIKO - TeNATHT, JKEJITYXa, IeYeHOYHas HIedaronaTus.

Hapywenus co cmopoHvl novex u Moue6bl800iuux nymeu. 04eHb PeJIKO - HHTEPCTHIHAIBLHBIN
Hedpurt.

Hapywenus co cmopoHbl KOJMCU U NOOKOJICHLIX MKaHeu. PEeaKo - OyJUIe3HbIe BBICHITAHUS,
KPallUBHUIIA, OYEHb PEJIKO - MYJILTH(OPMHAS IPUTEMA, TOKCHUCCKHI ATH/IEPMaJIbHBIA HEKPOJIU3,
cunapom Crupenca-JxoHcoHa.

Hapywenus co cmopoHnvl ckeiemuo-moluleyHol U COeOUHUMENbHOU MKAHU. PEJIKO - MHAJITHS,
apTpajrusi.

Hapywenus co cmoponl no106uix 0peanoe u Moio4HOU diceie3bl. OYCHb PEJKO - THHEKOMACTHS.
W3menenuii apyrux 1abopaTOpHBIX IOKaszaTesedl B xoje Ipuema pabenpaszosia HATpHsS HE
Ha0JII01aJI0Ch.

CoriacHO JaHHBIM NOCTMAPKETHHIOBBIX HAOIIOJCHUN MPH NPHEME WHTHOUTOPOB IIPOTOHHOM
nomisl (MIIIT) Bo3MOXHO yBelM4eHUM pUCKA BO3ZHUKHOBEHMS MEPEIOMOB, MOIOCTPOM KOXKHOM
KPAaCHOW BOJYAaHKHM M JKEJIE3MCTHIX MOJMIIOB JHA KeayaKa (cM. pasaen «Ocolble yKazaHHsS»).

Penxue cooOmenus o nedyeHouHoM sHIedanonaTni ObUIH MOTYUSHBI Y ALKEHTOB C APPO30OM.



Ilepenosuposka

Cumnmomur. CBeJIeHHS 0 Iepe1o3upoBKe MUHUMaIbHBL. CoolImanock o mpueme padenpasoiia B
no3e 60 mr 2 pasza B cyTku U 160 Mr ogHoKpaTHO. [ToGounble 3¢ (ekTh ObUIM MUHHMAJILHEI H HE
TpeOOBaIM MEIUITMHCKOTO BMEIIATE/IbCTBA.

Jleuenue. CiennuuecKuii aHTHIOT HensBecTeH. Pabenpas3on Xopoluo cBs3bIBaeTCs ¢ OelKaMu
IUIA3MBI U TIO9TOMY CJIa00 BBIBOJUTCS IPU JIHATIH3E.

[Ipu nepero3upoBke HEOOXOAUMO NTPOBOAUTE CUMIITOMATHYECKOE JICYEHHUE.

B3aumopeiicTBHE ¢ APYIrHMH JIEKAPCTBEHHBIMH CPeICTBAMH

Cucmema yumoxpoma 450

Pabenpa3on HaTpus, Kak W Apyrue HHTUOUTOPHI MPOTOHHOH NOMIIBI, METabOIM3HPYETCS C
yuactieMm cucteMbl muroxpoma P450 (CYP450) B neuenu. B uccnenoBanusix in vilro Ha
MHUKpOCOMaxX IIe€UeHH 4YesloBeka ObUIO IMoka3zaHo, 4TO pabernpaszos HaTpus MEeTadOoIM3HpYEeTCs
uzodpepmentamu CYP2C19 u CYP3A4.

WccnenoBanus Ha 310pOBBIX JOOpPOBOJBIIAX IMOKAa3ald, 4YTO pabenpa3osl HAaTpusi HE HUMEeT
(bapMaKOKMHETHYECKUX WM KIMHAYECKH 3HAYMMBIX B3aUMOJCHCTBHM € JI€KapCTBEHHBIMU
BEIIECTBAMHU, KOTOpble MeTaboM3upyroTcsi cuctemoi uuroxpoma P450 - Bapdapunom,
(beHuTOMHOM, TEOQWUIMHOM M JHMa3enaMoM (HE3aBHCHMO OT TOTo, MeTaOOTH3HPYIOT JIU
MAIMEHTHI IMa3enaM yCHJICHHO WK ¢1abo).

Beuto  nmpoBeneHo ucciieoBaHMe KOMOMHUPOBaHHOM —Tepanuu ¢ aHTHOAKTEpHAIBHBIMH
npenaparaMu. B 1aHHOM 4YETBIPEXCTOPOHHEM IEPEKPECTHOM MCCIICIOBAHMM Y4acTBOBAIUA 16
3JI0pOBBIX J100pOBOJIBLIEB, KOTOpble nostydainun 20 mr pabemnpasosa, 1000 Mr aMOKCHIIMJUIMHA,
500 Mr kmapuTpoMHIMHA WM KoMOuHammio 3THX Tpex mnpemnaparoB (PAK - pabempasou,
aMOKCUIIWJUIMH, KiapurpoMuuuH). [lokazatemn AUC u  Cpax IS8 KIAPUTPOMMIIMHA |
AMOKCHLIMJITMHA OBUIM CX0KUMHU IIPU CPABHEHUH KOMOWHMPOBAHHOMN TEPAIHK ¢ MOHOTEPAIIHEH.
[Mokazatemn AUC u Cmax utst pabernipasona yBennuuinch Ha 11% u 34% COOTBETCTBEHHO, a ISt
14-runpoxcu-kinapurpomuninHa (aktuHoro werabonura iaputpoMuiaa) AUC u Crax
yBenuYMIHCh Ha 42% u 46% COOTBETCTBEHHO, UIi KOMOMHMPOBAHHON Teparii B CPABHEHHH C
MoHOTepanuei. JlaHHoe yBelnMueHHE IOKazaTeleil Bo3jeicTBHS ist  pabempasona U
KJIApUTPOMHUIIMHA HE ObUIO MPU3HAHO KJIMHUYECKHA 3HAYMMBIM.

Bsaumooeiicmsus eécnedcmsue unzubuposanus cexpeyuu Jceiyoouno2o cokd

PaGenpa3osn HaTpust OCYIIECTBIISIET YCTOHYMBOE M IIPOJODKUTENLHOE MOJIABIECHHE CEKPEIMH
XKEJIyT0YHOTO coKa. TakuM 0Opa3om, MOKET MPOMUCXOIUTH B3aUMO/ICHCTBHUE ¢ BEIIECTBAMM, JUIS
Kotopbix abcopOums 3aBucut ot pH. Ilpu oaHOBpeMEeHHOM npueme ¢ paGenpazonoM HaTpHs
abcopOuus KeTokoHas3osa ymeHbluaercst Ha 30%, a aGcopOIMs JTMrOKCHHA yBEIHYHBACTCS HA

22%. CnemoBarenpHO, JUISI HEKOTOPBIX MAIMEHTOB 0JUKHO IPOBOJMTBCS HAOIIONEHHE s



pelieHust BOmpoca O HEOOXOIMMOCTH KOPPEKTHPOBKH JIO3bI IPH OJHOBPEMEHHOM IPHEME
pabempasosia HATpusi C KETOKOHA30JIOM, JHMIOKCHMHOM WM JIPYTMMH JIEKapCTBEHHBIMH
npenaparamu, JUis KOTOpbIX abcopOrrust 3aBUCUT OT pH.

Amazanaeup

IIpu oaHOBpeMeHHOM Tpueme arazanasupa 300 mr / putonasupa 100 mMr ¢ omenpasosnom (40 mMr
1 pa3 B jenb) wiu ¢ arasanasupa 400 mMr ¢ nanconpasosiom (60 mMr 1 pas B 1€Hb) 310POBBIMH
N06POBOJIBIIAMHE HABJIIOAIOCH CYLIECTBEHHOE CHIKEHNE BO3/IeiiCTBHS aTazanaBupa. AGcopOuust
arazanasupa 3aBucutT oT pH. XoTs onHOBpeMeHHBIH IpHeM ¢ padenpas’ojoM He H3ydalcs,
CXO)KHE PE3YJILTAThl OXKUJIAIOTCS TAKXKe JUIS APYTHX WHIHOMTOPOB NMPOTOHHOM moMIbl. Takum
00pa3oM, He PEKOMEH/IyeTCsl OJHOBPEMEHHBIH IIPUeM aTa3aHaBUpa ¢ HHTHOUTOPaMM IIPOTOHHOM
IIOMIIBI, BKJTFOUast pabernpasot.

Anmayuonwvie cpeocmea

B KJIMHHYECKHMX HCCJICIOBAHMSX AaHTAIM/IHblE BELECTBA IPHUMEHSINCL COBMECTHO C
pabenpazosioM Hatpus. KIIMHUYECKH 3HAYMMBIE B3aUMOJIeicTBUS paldenpas3osia HaTpUs ¢ rejaeM
THAPOKCH/IA ATFOMUHUS WK C THIPOKCUIOM MarHusi He HaOJIt0/1aluch.

IIpuem nuwju

B xi1MHHYECKOM HCCIIeIOBaHMM B XOJe npuema padernpas3osa HaTpusi ¢ 00€AHEHHON JKHpaMH
NUIIeH KIMHUYECKH 3HAYUMBIX B3auMoeicTBuii He Habmoaanock. [Ipuem pabenpasona HaTpus
OJIHOBPEMEHHO ¢ 000ralieHHO )KupaMH MUIIEH MOXKET 3aMeIJTUTh BcachlBaHUe padernpasosa J10
4 yacoB u Oosee, 01HAKO Cmax 1 AUC He U3MEHSIOTCSL.

Luxnocnopun

DKCHEPUMEHTBI in Vilro C HCIOJIB30BAaHHEM MHUKPOCOM II€UEHH YeJIOBEKa I0Ka3ald, 4To
pabenpazon uHruOupyer Metabou3m muKiiocroputa ¢ ICso 62 MKMOJIB, T. €. B KOHIIGHTpAIlUH, B
50 pa3 npeBbimaomed Cmax UIS 370pOBBIX JI00pOBOJIBIEB Mocie 14 nHei npuema 20 mr
pabenpasona. Crenenp HHrHOMPOBAHUS CX0XKa C TAKOBOM JUIsi OMeNpa3oia Ul SKBHBAICHTHBIX
KOHIICHTPAIUH.

Memompexcam

CornacHO HaHHBIM COOOIICHHH O HEKelaTebHbIX SIBJICHUSAX, JAHHBIM ONyOJIMKOBAHHBIX
(bapMaKOKHHETHUECKHX MCCIIEJIOBAHMH W JIAHHBIM  PETPOCIIEKTHBHOTO aHaIM3a MOKHO
IPEIOI0KUTE, YTO oHOBpeMeHHbIH npuem UIIIT u meroTpekcara (nmpex/ie BCEro B BBICOKUX
J103aX) MOXKET MPUBECTU K IOBBIIIEHUIO KOHIIGHTPAIIMKH METOTpeKcaTa U / WK ero MetaboauTa
THJIPOKCUMETOTPEKCATa ¥ YBEIMUUTH NEPHUOJ MOJIYBbIBEJACHUS. TeM He MeHee, ClelHaIbHBIX

MCCIIEIOBAHUH JIEKAPCTBEHHOTO B3aumoeiicTBus metorpekcata ¢ MIIIT ne mpoBouiiocs.



Bnusnue na pezynomamoi 1a60pamopHuix uccie006aHu

[Tpumenenne MIIII mpuBOIUT K CHMIKEHUIO KHMCJIIOTHOCTH JKEIYJAOYHOIO COKa, YTO MOXKET
NPUBECTH K YBEJIWYEHHIO cojepxkanus xpomorpanuHa A (CgA) B CBIBOPOTKE KPOBH.
[ToBbimennbiii ypoBeHb CgA MOKET HPUBECTH K OMUOOYHON MHTEPIpPETAlMd pe3yIbTaToB
1a6OpPaTOPHBIX MCCIENO0BAHUM HA HAIHYHE HEHPOIHTOKPHHHON omyxond. Bo uszbexanue storo
BJIMSIHHS IPUMeHeHue npenapata Pabenok™ 10/kHO OBbITH BpeMEHHO NPEKPAIIEHO, 110 KpaiHel
Mepe 3a 14 qHeii 10 oneHk# ypoBHs CgA; HOBTOPEHHE TECTA CIIEAYET PACCMOTPETD B CJTydae, eClin
UCXOHBIN ypoBeHb CgA SBISIETCS BHICOKUM.

Ocodble ykazanust

OTBeT man@eHTa Ha Teparnuio padenpazosoM HaTpUs HE UCKIIIOYAET HAJIMYHS 3JI0KaYeCTBEHHBIX
HOBOOOpasoBanmii B skedymke. TaGnerku mnpemapata PaGenok® Heb3s pasKeBbIBATH MM
U3MeNb4aTh. TableTKu Clie/lyeT IJI0TaTh LEJIUKOM. Y CTaHOBIICHO, YTO HH BpEMsl CYTOK, HH IIPHEM
IHIOY HE BIUSIOT HA aKTUBHOCTH palbernpasosa HaTpusl.

B cneuuasbHOM HCCIIEIOBAHUU Yy IMALMEHTOB C JIETKUMH WIM YMEPEHHBIMH HapyIICHUSAMH
byHKIMU TIeueHH He ObUIO OOHApY)KEHO 3HAUMMOIO OTJIMYUS 4acTOThl MOOOYHBIX 3((HEKTOB

npenapara Pa6enox®

OT TAKOBOHM y MMOJOOpAaHHBIX MO IOJYy M BO3pAacTy 3/0POBBIX JIHI], HO
HECMOTPSI Ha 3TO, PEKOMEH/1yeTCst COOII0/1aTh OCTOPOIKHOCTD IIPH IIEPBOM Ha3HAYECHUH IIperapaTa
PaGenok® nmanmenTaMm ¢ TsoKeIbIMM HapyuieHusMu GyHkimu neyenu. AUC paGenpasona HaTpus
y NMAIUEHTOB C TSDKEJIBIM HapylieHHeM (DYHKI[HH MeueHW NMPUMEPHO B JIBAa pa3a BBILIE, YeM Y
3JIOPOBBIX MAIIUEHTOB.

[Tarmentam ¢ HapymeHUsMH (QYHKIUH T[10YEK WM IEYEHM KOPPEKTHPOBKA JI03bI Ipernapara
PaGenok® ue Tpebyercs.

l'unomazrnuemus

ITpu neyenun HHrUOUTOPAMH IIPOTOHHOM IMOMIIBI HA MPOTSDKEHUH 110 KpaiiHel Mepe 3 MecsIeB B
pelIKuX ciaydasX ObUIM OTMEUEHBI Cllydad CHMITOMATHYECKOW WM aCHMIITOMATHYECKON
runoMariieMuu. B OoJbIIMHCTBE cCliydaeB 3TH COOOIIECHHS [MOCTYMAJId dYepe3 ToJ IOoce
nposeieHUst Tepanud. Cepbe3HbIMM MOOOYHBIMU SIBJICHHSMH OBUTH TETAHHS, ApUTMHUS U
CyZ0oporu. BoNBIIMHCTBY ManueHToB TpeOOBAJIOCH JICUEHHE TMIIOMArHHEMMH, BKIIIOYAIOIICH
3aMEIEHHe MarHus M OTMEHBl Tepaluu HHIUOMTOpPaMH NPOTOHHOW MOMIIBL. Y TalUEHTOB,
KOTOpple OyAyT mOJIyyaTh JUIMTEIbHOE JICYCHHE WM KOTOPBIC MPUHHMAIOT HHTHOHUTOPHI
IPOTOHHOM TOMIIBI C IIpenapaTaMu, TAKUMH KaK JIMTOKCHH WM Tperapatamu, KOTOpble MOTYT
BBI3BATH T'MIIOMArHUEMMIO (HarpuMep, JAUYPETHKH), MEAMIMHCKAE pPAOOTHUKH JIOJDKHBI
KOHTPOJIMPOBATH YPOBEHb MAarHus JI0 Havyajla JICUCHHUsS] HHIHOMTOPAMHU MPOTOHHON MOMIIBI U B

IIEPUO/ JICHCHHU .
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[TaupeHTs He I0JDKHBI MPHHMMATh OJHOBPEMEHHO ¢ mnpenapatom PaGenok™ apyrue cpenctsa,
CHHIKAIOIIHE KUCIOTHOCTD, HArpuMep, 0JiokaTopsl Ha perenTopoB WM HHIHOUTOPEI IIPOTOHHOM
TIOMIIBI.

Ilepenomver kocmeti

CoracHO JaHHBIM HaOJIOJIATE/IbHBIX MCCIICIOBAHUH MOXKHO IPEAINOJIOKUTh, 4TO TEpaIusl
UHrUOUTOpAMHM IMPOTOHHOM IOMITBI MOXET MPUBECTH K BO3PACTAHMIO PHCKA CBS3aHHBIX C
OCTEONOPO30M TIEPeSIOMOB Oe/Ipa, 3arsiCThs M MO3BOHOYHUKA. PUCK r1epeoMoB ObL1 yBeInYeH
y HaIMeHTOB, moJiyyaBiux Beicokue 10361 UIIIT pmmrenso (roa u 6onee).

Oonospemenroe npumeHenue pabenpazona ¢ Memompexkcamom

CornacHo nUTEpaTypHBIM JaHHBIM, oJHOBpeMeHHbIH mpuem UIIIT ¢ meTorpekcaTtom (mpexie
BCEro B BBICOKHX J103aX) MOYET IIPUBECTH K MOBBIIICHUIO KOHLIEHTPALUH METOTpeKcaTa U/ UiH
ero MerabojuTa I'MJIPOKCHUMETOTpEKcaTa W YBEIMYUTh MEPUOJ IOJTYBBIBEICHHS, YTO MOXKET
IPUBECTH K IPOSIBICHUIO TOKCHYHOCTH MeToTpekcara. [Ipm HeoOX0IMMOCTH NpHMEHEHHUS
BBICOKHX /103 METOTpeKcaTa MOKeT ObITh pacCMOTPEHA BO3MOKHOCTH BPEMEHHOT'O ITPEKpaIlCHHS
teparnuu UITIT.

Clostridium difficile

Tepanust UITIT moxeT npUBOANTH K BO3PACTAHHIO PUCKA JKEITYTOUHO-KHIICUHBIX HH(EKIHH,
taxux kak Clostridium difficile.

llooocmpas kodxcnas kpacnas eonvarnxa (I1KKB)

Nmerores coobmenuss o ciydasx [IKKB npu rtepanuu HUIII. Ecnm nopaxenus Koxu
HOSIBIISIFOTCS, OCOOCHHO Ha ydacTKaX KOXH, MOIBEPIrIIMXCs BO3ACHCTBUIO MPSIMBIX COJHEYHBIX
JTyded, U CONPOBONKAAIOTCS apTpaIruei, MarueHTy HeoOXOAMMO HEeMEeUIEHHO Oo0paTHThCs 3a
MEJIMLMHCKON MOMOIIBIO, MEUITMHCKUN paOOTHHUK JIOJKEH MPUHSTH PEIICHHE O MPEKpaIleHUN
tepanuu pabenpaszonom. Bosuuknosenue [IKKB npu npeasiaymeit tepanmuu UIIIT moxer
yBeJIMUUTh puck Bo3HUKHOBeHUst [IKKB npu npueme npyrux MUIIIL

Kenesucmule nonunvl Ona dcenyoka

JimrensHoe ucnoaws3zoBanue MIIII, Bruouast paGenpa3on, 1o Bceil BHIMMOCTH, CBS3aHO C
IOBBIUIEHHBIM PHCKOM BO3HHUKHOBEHHUS JKEJIE3UCTBIX IOJIMIIOB JHA Kelyjaka. boJbImMHCTBO
JKEJIC3UCTBIX IIOJIMIIOB JIHA oKejlyaka OecCUMOTOMHBL. [lanMeHThl ¢  KpyNHBIMH — MIIH
U3BS3BICHHBIMU IOJUIIAMHU MOTYT ITOJABEPIraThCsl PUCKY XKEJTyI0UYHO-KUIICUHBIX KPOBOTCUCHHN
WJIM TOHKOKMIIEYHOH HernpoxoauMocTH. Jlo3upoBka u nponomkurensHocts Tepanuu UITIT s

TaKUX MAIUEHTOB JOJDKHBI OBITh MUHHUMAJILHBIMH.
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Bimsinne Ha cniocoOHOCTH yHupasJjsiTb TPAHCIIOPTHBIMH CpPeICTBAMH, MEXaHU3MaMH

Ucxons u3 ocobeHHOCTEH (apMakoIMHAMKUKHA paderpasoia U ero mpoduis HexelaTelbHbIX

3¢ eKToB, MaTOBepOATHO, YTO mpemapar PabGenok® oOkasblBaeT BIMAHHE HA CIOCOOHOCTH

YIpaBJSATh TPAHCIOPTHBIMH CPEJACTBAMH, MCEXaHU3MAMU. OjHako B ciydyac TIOsBJICHUS

COHJIMBOCTH CJIe/IyeT U30eraTh THX BHJIOB JESITEIbHOCTH.
®opma BbIITyCKA

Tabnerku, MOKPBITHIC KUIIIEYHOPACTBOPUMOH 0060510uK0H, 20 MT.

14 TabneTok B OHMCTEp WM B KOHTYPHYIO 0€3bSYEHKOBYIO YIIAKOBKY U3 (DOJIBI'M aIFOMHHUEBOM

AV/AL Tlo 1 unm 2 6riuctepa, HiId KOHTYPHO#M 0e3bYeHKOBON yIIaKOBKe U3 (OJIbIH ATFOMUHHEBOM

Al/Al momemaroT B Mayky U3 KapTOHA BMECTE C HHCTPYKIHEH 110 MEAUIIMHCKOMY IIPUMEHEHHIO.

YcaoBusi XxpaHeHHs

B cyxoM 3amuIneHHOM OT cBeTa MecTe IpH Temreparype He Bbie 25 °C.
XpaHUTh B HEJOCTYITHOM JUIsl IeTeit mecre!

Cpox roanocru

2 rozxa.

He npuMeHsITh oclie HCTEYEeHUs CPOKa FOAHOCTH.

YciaoBus oTnycka

Otmyckaercs o peLenty.

IIpousBoauTenn

«Kanuna ®apmacrorukan3 JIta

1389, JIxonka — 387810, paiton Axmenabay, mrar ['ymxapar, Muaus.
IIperensun norpedureseii HanpasasiTh B aapec [IpexcraBurensersa pupmel B PO:
119571, r. Mocksa, Jlennnckuii mpocriekt 148, oduc 205.

Ten.: (495) 937-57-36, axc: (495) 937-57-38.

//// Q\'UAHU‘{E;:“:\Q_‘

VY TI0THOMOYEHHBIH ITPeCTaBUTEb
KOMITaHUH

Mopenkosa M.A.
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