COOQTBETCTBYET 3KCMEPTHOMY OTYETY
ot 11.09.2024 N=19333
MUHUCTEPCTBO 3/IPABOOXPAHEHM S POCEHHEKOT GEREPAT T2

HUHCTPYKIUA
10 MeIUIMHCKOMY NPUMEHEHHIO JIEKAPCTBEHHOI0 NMpenapara

PABEIIPA30.1

PerncrpanuoHHblii HOMep:

Toprosoe HaumeHoBaHue. PabGernpazon

Me:kayHapoaHOe HeIATEHTOBAHHOE HAMMEHOBaHue  padenpas3on

JlexapcTBeHHas popma: TaOIETKU KUIIEYHOPACTBOPUMBIE, TOKPHITHIE 000I0UKOI

Cocras

1 TabneTka KHILIEYHOPACTBOPHUMAs], TOKPBITask 000JI0UKOM, 10 MI COZIEPKUT:

Cocmas sopa mabnremxu:

eticmeytowee sewjecmeo: padernpazon Harpus — 10,0 mr.

Bcnomoeamenvuvie 6ewjecmea: MaHHUTON, THIPOKCHUIPONMIIEIUIION03a HU3KO3aMeIleHHasl,
MarHusi OKCUJl, THIIPOMEII03a, HATPUs cTeapuidymapar.

Cocmas obonouxu mabaemku 1: KOMIIO3UIMS IS OOOJOYKH (THIIPOMEIIO3a, TPHAICTHH,
TaJbK), MArHUS OKCH/I, TAJIbK, TPHALICTHH.

Cocmas obonouxu mabaemku 2: KOMIIO3UIHUS IS OOOJOYKH (ITHIIEIUIION03a, AMMOHHUS
TUAPOKCHUJ, TPUTITULIEPUIBI CPEAHEIICTIOUeYHbIC, OJIEMHOBAsI KMCIIOTA).

Cocmae obonouxku madremxu 3: KOMIOO3ULHUS JUIsI 00OJIOYKH PO30BOTO I[BeTa (METaKpHIOBOM
KHCJIOTHI ¥ 3TUilakpuiiata conosmmep (1:1), Tanpk, THTaHa TUOKCU, ojokcamep 407, kanbIus
CUWJIMKAT, HaTpusi OuMKapOOHAT, HATpHs JIaypuiCylb(aT, KpacUTellb Xejle3a OKCHUJ KpacHbIH,
KpacHUTelb kKelle3a OKCUJI KEIThIN).

Onucanue

Tabnemxu 10 me: TabneTKU KpPYrjoW, NBOSIKOBBIMYKJIOW (OPMBI, MOKPBITHIE OOOJIOYKON OT
PO30BOTO 10 KOPUYHEBATO-PO30BOTO [[BETA

dapmakoTepaneBTHYecKass TIPYNma: CpeacTBa Uil JICYEHUS  KHUCIOTO3aBHCHMBIX
3a00JeBaHN; MPOTUBOSI3BEHHBIE CPEJICTBA M CPENCTBAa Ui JIEYEHUS TracTpo33o¢areanbHO
pedmroxcHoit 60e3uu (['IPB); nHrHOUTOPHI TPOTOHHOTO HAcoca.

Koa ATX: A02BC04

DapMaKoJIOrHYecKue CBOMCTBA

Dapmaxoounamuka

Mexanuzm deticmeus

PaGenpazon HaTpusi OTHOCHTCA K KJAacCy AaHTHUCEKPETOPHBIX BEIIECTB, IPOU3BOIHBIX
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COOTBETCTBYET 3KCMEPTHC
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OeHzummmazona. Palempa3zon HaTpus MOJABIsSET c'&betrﬂ%‘l ;énﬁiﬂhd*ﬁ'- Lo e

MY OTHETY

crienuduueckoro uarubuposanus H'/K* AT®as3bl Ha CeKpPETOPHON MOBEPXHOCTH MAPUETATBHBIX
xieTok okenyaka. HY/K' AT®dasza mnpeacraBiaser co0oii OENKOBBIM KOMILIEKC, KOTOPBIM
GyHKIIMOHUPYET KaK MPOTOHHAs TIOMIIa, TakKUM o00pa3oM, pabenpa3osn HATpusi SBISETCS
MHTHOUTOPOM TPOTOHHOM HOMIIBI B JKEIyAKE U OJOKHpYeT (UHAIBHYIO CTAIUI0 MPOIYKIHH
KACIHOTHL. JlaHHBIA A(QQEKT SBIAETCS A0303aBUCUMBIM M TPHBOAUT K TOAABICHHUIO Kak
0a3anbHOM, TaK M CTUMYJUPYEMOM CEKpELUUU KHUCIOThl HE3aBUCHUMO OT pPa3ApakKUTEs.
PaGenpazon Hatpus He 0071a1aeT aHTUXOJIMHEPTUYECKUMU CBOWCTBAMHU.

AHnmucexpemophoe oeticmeue

[Tocne mnepopanmpHOro mnpuema 20 Mr pabemnpa3oiia HATpUs AHTHUCEKPETOPHBIA 3¢ dexT
pa3BUBaeTcs B TeueHHe yaca. IHrnbupoBanue 60a3aibHOM U CTUMYITUPYEMOM CEKpEIH KUCIOTHI
yepe3 23 yaca mocie mpuema MepBoil 1036l paberpa3onia HaTpus coctaBisieT 69 % u 82 %,
COOTBETCTBEHHO, W  mpojoibkaercas g0 48 uacoB. Takad  NOpoOAOIKUTENBHOCTH
(dapMakoIMHAMUYECKOIO JEMCTBUSI HAMHOIO IIPEBBIIIACT IPEACKa3yeMyl0 Ha OCHOBaHHUHU
neproaa TONyBbIBEAEHUST (IpUMEpPHO OauH 4Yac). JlaHHbIM 3QQdeKT MOXKeT ObITh OOBSICHEH
IPOIOJDKMTEBHBIM CBA3BIBAHMEM JIEKApCTBEHHOTO BemecTBa ¢ HY/K® AT®a30ii napueTanbHbIX
KJIETOK JKelyAka. BemnumHa MHruOMpyomero AecTBus pabempaszona HATpUs HA CEKPELHIO
KHCJIOTHI JIOCTUTaeT IUIaTo Mocie Tpex JHEeH mpuema pabemnpaszona HaTpus. [Ipu npekparienun
IIpUeMa CEKPETOpHasi aKTUBHOCTh BOCCTAHABIIMBAETCS B TeueHue 1-2 Hel.

Bausinue na yposens cacmpuna 6 niazme

B xone knmuHMUYeCKUX MccienoBaHuil nanuenTs! npuHuManu 10 unu 20 Mr pabenpaszosia HaTpHUs
€XKETHEBHO TPU MPOAOHKUTEIBHOCTH JICUeHHsS 10 43 MecsieB. YPOBeHb TaCTpUHA B IUTa3Me
OBLT TOBBIIIEH TEpBbIe 2—8 HEIeNb, YTO OTpakaeT WHTUOUpYIoIlee ACHCTBHE Ha CEKPEIHIo
kucinoTsl. KoHleHTpanus racTpuHa BO3Bpallajach K MCXOJHOMY YPOBHIO OOBIYHO B TE€UYEHUE
1-2 "enenp nocie mpeKkpameHus JeueHHs.

Brusanue na sumepoxpomagunno-nooobHvle Kiemxu

[Tpu uccnenoBannu 00pa3lioB OUOIICHH XKeNlyAKa YelloBeKa U3 00IacTH aHTpyMa U JTHA JKeyIKa
500 manueHTOB, MOJIyYaBIIMX pabenpas3on HaTpUsl WM MpernapaT CpaBHEHUsS B TEUYECHHE
8 Henenb, YCTOHYMBBIE H3MEHEHHMs B MOP(QOJIOrMUECKOW CTPYKType 3HTEpOXpoMaduHHO-
MOJOOHBIX KJIETOK, CTENEHU BBIPAXKEHHOCTH TacTpUTa, 4YacTOTe aTpo(HUUecKOro racTpura,
KUIICYHOW MeTaruia3ui WinM pacnpocTpanenun uHpekuuu Helicobacter pylori He Obutn
0OHapyKEHBI.

B wuccrnegoBanun ¢ yuactuem Oonee 400 mamueHTOB, MOJy4yaBIIMX pabempas3on HaTpus
(10 mr/penp nnm 20 Mr/aeHb) NPOAOIKUTENBHOCTRIO A0 1 roja, yactoTa rumnepuiazuu Oblia

HU3KOW U CPaBHUMOM ¢ TakoBOU Jutst oMenpaszona (20 mr/kr). He Obu1 3apeructpupoBaH HU OJUH
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MY OTHETY

Hpyeue 2¢hghexmut

Cucremubie 3(hdexTsl padenpa3ona HATPUS B OTHOIICHHU IEHTPAIbHOW HEPBHOW CHCTEMBI,
CEpJICYHO-COCYIUCTON MM ABIXaTeIbHOW CHCTEM B HACTOSILIUA MOMEHT HE OOHapyKeHbI. bblio
MOKAa3aHo, YTO pabemnpa3oi HaTpus MPHU NepopaabHOM IpueMe B 1o3e 20 Mr B TeueHue 2 Helemlb
HE OKa3bIBAaeT BIUSHUSA HA (YHKIUIO IMUTOBHIHOMN KeNe3bl, YIICBOJHBI OOMEH, ypOBEHB
[apaTUpPEOUHOTO TOPMOHA B KpOBM, a TaKXE Ha YPOBEHb KOPTH30JIa, ACTPOIEHOB,
TECTOCTEPOHA, IMPOJAKTUHA, TJIOKaroHa, ¢GoiUMKyaocTuMmynupyomero ropmona (OCI),
moTenHu3upyomero ropmona (JII'), penuna, anpaocrepoHa 1 COMaTOTPOITHOTO TOPMOHa.
DapmakoKunemuxa

Abcopbyus

Pabenpazon ObicTpo abcopOUpyeTcs U3 KUIIEUHUKA, U €r0 MHUKOBBIE KOHIEHTPALMU B IJIa3Me
JOCTUTAIOTCS TpuUMepHO uepe3 3,5 4 mocie mpuema 103bl B 20 Mr. M3MeHeHne MUKOBBIX
KoHIeHTpauil B mia3mMe (Cmax) U 3HAYCHUHN IUIOIIAIM TOJ] KPUBOM «KOHIICHTPAIMSI — BPEMS»
(AUC) pabenpa3osia HOCUT JIMHEHHBIN XapakTep B Auana3zone 103 oT 10 go 40 mr. AGcomoTHas
OMOJOCTYIMHOCTh MOcie mepopaibHoro mpuemMa 20 Mr (IO CpaBHEHUIO C BHYTPUBEHHBIM
BBEJICHUEM) cocTaBisieT okoio 52 %. Kpome TOoro, 6MOAOCTYyNMHOCTh HE HU3MEHSAETCS NpHU
MHOTOKpPaTHOM IpueMe pabemnpaszoia. Y 310pOBbIX 10OpPOBOJIBLEB MEPHOJ] MOJIYBBIBEICHUS U3
I1a3Msbl coctapisieT okoio 1 9 (Bapsupys ot 0,7 1o 1,5 4), a cymMMapHBIi KIMPEHC COCTaBIsAET
3,8 Mi/MUH/KT. Y MalMEHTOB C XpOHUYECKUM mnopakeHueM nedeHu AUC yBennueHa BABOE IO
CPaBHEHMIO CO 3JI0POBBIMU JOOPOBOJIBIIAMH, YTO CBHJAETEIHCTBYET O CHIIKEHUH MeTabonmn3ma
NIEPBOTO TPOXOKICHHUS, a IEPUO/T TTOTYBBIBEICHUS U3 IJIa3Mbl yBeNlu4eH B 2—3 pa3a. Hu Bpems
npueMa IpernapaTa B TEYEHHME CYTOK, HU aHTAaLUbl HE BIMSIOT Ha abcopOuuio pabenpaszoa.
[Tpuem mpemnapara ¢ kupHOU muIIeH 3amenysieT abcopOiuio pabemnpasona Ha 4 yaca u Oonee,
o/1HaKO HU Cmax, HU CTENIEHb a0COpOLIMU HE U3MEHSIOTCSI.

Pacnpeoenenue

VY yenoBeka CTeNeHb CBA3BIBAHUS pabenpasosia ¢ 6eIKaMu TIa3Mbl COCTaBIAET 0K0JI0 97 %.
Memaboauszm u evigederue

Y 300poswix arodet

I[Tocie mprema OJHOKpATHON mepopanbHO# 10361 20 Mr 4C-medeHoro pabemnpasona HaTpHs
HEU3MEHEHHOro INpenapara B Moye HaijaeHo He Obu10. Okono 90 % pabenpazona BHIBOAUTCS C
MOYOH TJIaBHBIM OOpa3oM B BHUJE JIBYX METaOOJMTOB: KOHBIOTaTa MEPKANTYypPOBOH KHUCIOTHI
(M5) u xap6onoBoit kuciotsl (M6), a Takke B (opMe JABYX HEHU3BECTHBIX METAa0OJIHMTOB,
BBISIBIICHHBIX B X0JI€ TOKCHKOJIOTHUECKOT0 aHam3a. OcTaBiiascs 4acTh MPUHATOTO pademnpazona

HaTpuA BBIBOJUTCA C KAJIOM.
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MY OTHETY

BBIBEJICHMM METaboJIIMTOB paberpa3oia HaTpus ¢ kemnublo. OCHOBHBIM META0OJIUTOM SIBISIETCS
tHo3¢up (M1). ETMHCTBEHHBIM aKTHBHBIM MeTa00IUTOM siBiseTcs: aecmetuin (M3), oqHako oH
HaOJIr0AaICsl B HU3KOM KOHIIEHTPALMU TOJIBKO Y OJHOTO YYaCTHMKA MCCIEJOBAaHUS IOCIHE
npuema 80 Mr pabemnpaszona.

DapmakokuHemuxa y 0co0ObIX cpynn nayuernios

Tepmunanvras cmaoust NOYEYHOU HeOOCMAMOYHOCU

VY nmanueHTOoB CO CTa0MJIbHOM MOYEYHON HEJOCTaTOUHOCTHIO B TEPMUHAIBHON CTaJUH, KOTOPHIM
HEOOXOMM TOJJICPKUBAOIIMK TreMoauanu3 (KIupeHc KkpeatrmHuHa < 5 wmi/mun/1,73 MZ),
BBIBEJICHHE pa0denpa3oiia HaTpHsL CX0XKE C TAKOBBIM 151 3710pOBbIX 100poBobleB. AUC 1 Cmax Y
ATHX MAIMEHTOB OBLIM MpUMEpHO Ha 35 % HIKe, 4eM y 3J0pOBBIX T0OpPOBOJIBIEB. B cpenHem
nepuoj MmonyBbIBeeHUs padernpa3ona coctaBisn 0,82 4 y 3m0poBbIX 100poBobIeB, 0,95 4 y
MAlMEeHTOB BO BpeMsl remojuanusza u 3,6 4 mocne remoauanusa. KiupeHc mnpemnapara y
NAIMEHTOB C 3a00JICBaHUAMHU TOYEK, HYKIAIOIIUXCS B TEMOIUaNN3e, ObUT MPUOIM3UTEIEHO B
JIBa pa3a BBIIIE, Y€M Y 37I0POBBIX JT0OPOBOJIBIIEB.

XpoHuueckuil KOMNEHCUPOBAHHBIU YUPPO3

[TarueHTBl ¢ XPOHUYECKUM KOMIIEHCHPOBAHHBIM ILUPPO30OM TMEYEHH MEePEHOCAT padenpaszon
HaTpus B no3e 20 mr 1 pa3 B aenb, xoTts AUC ynBoeHa U Cmax yBenuyena Ha 50 % mo
CPaBHEHHIO CO 3I0POBBIMHU JT0OPOBOJIBLIAMH COOTBETCTBYIOIIETO TOJA.

Toowcunvie nayuenmoi

VY noXuibIX MAIMEeHTOB JJIMMHUHALMS pabenpas3oia Heckoidbko 3ameimieHa. Ilocne 7 auei
npuema padernpaszosna 1o 20 mr B cyTku y noxuibix Juy AUC Oblta mpuMepHO B/iBO€ O0JIbIIE, a
Cmax moBbIitieHa Ha 60 % 10 CpaBHEHHIO ¢ MOJIOJBIMH 3J0POBBIMHU J10OpoBOJbIIaMu. OIHAKO
NPU3HAKOB KyMYJISILIMU paberpas3osa He OTMEYaoch.

CYP2C19 noaumopguzm

VY nanuenToB ¢ 3amemneHHbIM MeTabom3mom CYP2C19 mocne 7 mHelt mpuema pabemnpasona B
no3e 20 mr B cytku AUC yBenuuuBaercs B 1,9 pasa, a nepuos noisyBsiBesieHus: B 1,6 pasza no
CPaBHEHMIO C TEMH e MapaMeTpamu y «OBICTPHIX METab0IM3aTOPOB», B TO ke BpeMs Kak Cmax
yBenuuuBaetcs Ha 40 %.

Iloka3zaHus K NIPUMEHEHHIO

PaGenpazon nokasan K NPUMEHEHHIO Y B3pOCIIBIX B Bo3pacTe oT 18 jerT.

CHUMIOTOMBI JUCHENCHH, CBA3aHHOW C MOBBIIIEHHONW KHCIOTHOCTBIO JKETYJO0YHOTO COKa, B T.U.
CHUMIITOMBI TacTpo330dareanbHO pedIiokCHOM 601e3HH (M3K0ra, KUCHIask OTPbIKKA).
IIporuBonokazanus

L4 FHHCp‘IYBCTBI/ITeHBHOCTL K pa6enpa30ny, 3aMCIIICHHBIM 6CH31/IMI/II[a3OJ'IaM WA K J'IIO60My
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MY OTHETY

M3 BCIIOMOTI'aTCJIBHBIX BCHICCTB IIpIiapala,

e bepeMeHHOCTh;

e Ilepuoa rpylHOrO BCKapMJIMBaHMSL.
C 0CTOpPOXKHOCTHIO

e Tsxenas moyeyHas HEOCTATOUYHOCTb.
IIpumeHenne npu 6epeMEHHOCTH M B IEPUO/L TPYAHOI0 BCKAPMJIUBAHUS
JlanHbIX 0 6€301acCHOCTH PUMEHEHHUs padernpa3oiia BO BpeMsi 0epeMEHHOCTH HET.
HccnenoBanust penpoAyKTUBHOCTH Ha KpbICaX M KPOJHMKAX HE BBISBUJIM NPU3HAKOB HAPYILICHUS
(GepTUIIBHOCTU WIH Je(EKTOB pa3BUTH IU10/1a, O0YCIOBIEHHBIX pabenpa3oioM; OAHAKO Y KPbIC
B HEOOJBIINX KOJIMYECTBAX IpenapaT MPOHUKAET 4yepe3 IaleHTapHblid O0apbep. Pabenpas3on He
clelyeT NPUMEHATh IpU OEPEMEHHOCTM 3a HCKIIOUEHUEM CiIydaeB, KOIZIa OXKUAAEMBbII
MOJIOKHUTETBHBIN 3()(HEKT I MaTepy PEBOCXOTUT BO3ZMOKHBIN BpE VTS TUIOAA.
HeusBectHo, BblAEnseTcs U pabenpa3oil ¢ TIpyaHbIM  MoJokoM. CoOTBETCTBYOIIME
UCCIIEIOBaHMs Y KOPMSALIMX KEHIIUH He IPOBOIMINCE. BmecTe ¢ Tem pabernpa3oi oOHapy eH B
MOJIOKE JJAKTHPYIOUINX KPBIC, U TIOATOMY pabernpa3oil Helib3s Ha3HAuaTh KOPMSIIIM KCHITTHAM.
Cnocod npuMeHeHHs U 103bl
BuyTps, B 103¢ 10 Mr ouH pa3 B CyTKHU.
[Ipu orcyrctBuM >¢dexTa B TeUueHUE MEpBbIX TpeX IHEH JIeYeHUs HEOOXOIUM OCMOTP
cnenuanucra. MakcuManbHBIN Kypc JedeHus 0e3 KOHCYIbTalluy Bpaua — 14 nHel.
Tabnerku mpemapara PaGemnpa3on Henb3si pa3KeBBIBATh WIM HM3MeENb4aTh. TalieTku ciemyer
[JI0OTaTh LEJIMKOM. PexkomeHIyeTcss mpueM Mpemapara YTpoM, Iepea NpPUEeMOM IHIIH.
VY CTaHOBIIEHO, YTO HHU BpeMs CYTOK, HM IIPUEM IHILM He BJIUSAIOT Ha aKTUBHOCTH palemnpasosa
HaTpus, HO PEKOMEHJIyeMoe BpeMs IpHeMa IperapaTa CIIOCOOCTBYET JIydllleMy COOIIOJCHUIO
HNalUEHTaMH CXEMBbI JICUEHUSI.
Jemu
bezonacHocTs 1 3¢ (hekTHBHOCTS MPUMEHEHHUs Npernapara y aereil B Bozpacte ot 0 1o 18 sner Ha
JAaHHBI MOMEHT HE YCTaHOBJIEHBI. /laHHBIE OTCYTCTBYIOT.
ITob6ouHoe neiicTBue
Jis ompezneneHus 4YacTOThl BO3HUKHOBEHMs MOOOYHBIX 3((EeKTOoB mpenapara MPUMEHSIOT
CIIEAYIONIYI0 Kiaccudukanuio: odeHb yacto (= 1/10); wacto (= 1/100, Ho < 1/10); HeuacTo
(= 1/1000, O < 1/100); penxo (= 1/10000, vHo < 1/1000); ouens peako (< 1/10000), Bxarouas
€MHUYHBIE CIy4aH.
Hapywenus co cmoponvl umMmyHHOU cucmemvl: PEAKO — OCTPHIE CUCTEMHBIE aJIEPTUYECKUE

pCaKkmuu.
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MY OTHETY

HEUTPOIICHUS, JICUKOIICHHUS.

Hapywenus co cmoponvl memabonusma u numanus: pPeIKo — TAIOMarHueMHUsL.

Hapywenus co cmopoubl neuenu u dHcenyesbleoosawyux nymeil: TOBBIIIEHHE aKTUBHOCTH
NIEYEHOYHBIX (DEPMEHTOB, PEIKO — FeMaTUT, XKeJTyXa, IeueHOYHas HIedasonaTus.

Hapywenusa co cmoponvl novex u MoOuYegbleOOAWUX nymeil: OYEHb PEIKO — OCTPBIN
TyOyJOUHTEPCTHIMANBHBIA HEQPUT (C BO3MOXXHBIM IPOrPECCHUPOBAHUEM JIO TIOYCYHOU
HEI0CTaTOYHOCTH); YaCTOTA HEU3BECTHA — SPEKTHIIbHAS TUCHYHKLHUS.

Hapywenus co cmopomnvi KodcU U HOOKOJCHbIX MKAHel. PEAKO — OyIIe3Hble BbICHINAHUSA,
KpalMBHUIA; OYEHb pPEIKO — MYJIbTU(POPMHAS SpUTEMA, TOKCHUECKUH HSMUAepMabHBIN
HeKpoJu3, cuHapoM CruBeHca-/[)KOHCOHa.

Hapywenus co cmoponvl MbluieyHol, ckeiemuol u coeOUHUmenNbHou mKany. PeKo — MUaJITus,
apTpajrus.

Hapywenus co cmoponvl penpooyKmueHoU Cucmemvl U MOJOYHLIX DJicese3. OYeHb PEAKO —
TUHEKOMAaCTHS.

W3meHenuit npyrux naOopaTOpHBIX IOKa3arenedl B XoJe Ipuema palempaszona HaTpus He
HaOJIFO JAJIOCh.

CornacHo NaHHBIM TOCTMAPKETHHTOBBIX HAOIIOACHUN TPU MpUEME WHTHOUTOPOB IMPOTOHHOM
nomnsl (WUITIT) Bo3MOXKHO yBenuueHHE pUCKa BOSHUKHOBEHMSI IIEperoMoB (cM. pasnen «Ocobbie
YKa3aHUS»).

Ilepeno3upoBka

Cumnmomwi

JlanHble 0 HaMEpeHHOM WIM CIy4yailHOW mepero3upoBKE MHHHMMaibHBL. CiydaeB CHIIbHOM
nepeo3UpPOBKU pabenpa3zoioM He ObIJI0 OTMEUEHO.

Jleuenue

Crenuduyecknii aHTUIOT HEeU3BeCTeH. Pabenpas3on Xopoiio CBsA3bIBAETCS ¢ OJIKaMu TUIa3Mbl U
no3romMy ciabo BeIBOgUTCS npu Juanuse. [Ipu mnepeno3npoBke HEOOXOIUMO TMPOBOJIUTH
CUMIITOMAaTUYECKOE U NOJAECPKHUBAIOLIEE JICUECHHUE.

B3anmopeiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH IIPENapaTaMu

Cucmema yumoxpoma P450

PaGenpazon Harpus, kak u apyrue UIIII, metabonausupyercs ¢ ydacTHEM CHUCTEMBI IIUTOXpPOMaA
P450 (CYP450) B nmeuenu. B uccnenoBanusx in Vitr0 Ha MUKpOCOMax TEUCHH YeJIOBEKa ObLIO
MoKa3aHo, 4yTo padernpas3oin HaTpus Metabonusupyercs nzopepmentamu CYP2C19 u CYP3A4.
HccnenoBanus Ha 3J0pOBBIX JT0OpPOBOJIBIAX MMOKA3aJIM, YTO pabenpas3osl HATpUsl HE BCTYMaeT B

Q)apMaKOKI/IHeTI/I‘-IeCKI/I Win KINHUYECKU 3HA4YHUMBIC BSaHMOHeﬁCTBHH C JICKapCTBCHHBIMU
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(dbeHuTONHOM, TEOPHUTHHOM | Jra3enamMoM (HE3aBUCHMO OT BBICOKOU WM HU3KOW aKTUBHOCTH
dbepmeHTa, MeTabOIM3UPYIOIIETO JUa3enam).

Kombunuposannas mepanus ¢ anmubaxmepuanibHulMu npenapamamu

bbulo mpoBeneHo wHccnenoBaHWE KOMOMHHUPOBAHHOM Tepamuu C aHTHUOAKTepUAIbHBIMU
npernapataMy. B JaHHOM 4YETBIPEXCTOPOHHEM IEPEKPECTHOM HCCIIEJOBAHUM Y4acTBOBAIU
16 3m0poBBIX 1OOPOBOJIBIIEB, KOTOPBIE ToMydanu 20 mr pademnpasona, 1000 Mr aMOKCHIIMIUINHA,
500 Mr KIapuTpPOMHUIIMHA WU KOMOWHaIuio 3Tux Tpex mnpenaparoB (PAK — paGemnpazou,
amokcuiuinH, kinaputpoMutuH). Ilokazatrenn AUC u Cmax g KIapUTPOMUIIMHA U
AMOKCHIIMJIJIMHA OBLTH CXOKUMH TPU CPABHEHUU KOMOWHUPOBAHHOM Tepanuy ¢ MOHOTEPAITHEH.
[Tokazatenun AUC u Cmax 17st padenpasona yBennuuiuch Ha 11 % u 34 %, COOTBETCTBEHHO, a
st 14-ruapokcu-kinapurpoMuiinia (akTuBHoro merabonuta kinaputrpoMuinHa) AUC u Cmax
yBenmuuminch Ha 42 % u 46 %, COOTBETCTBEHHO, JIsi KOMOMHUPOBAHHOM TE€paruy B CPAaBHEHHUH C
MOHOTeparnued. JlaHHOe  yBeNMYEeHHME  OJKCHO3WIuH  padenpazona u  14-THAPOKCH-
KJIApPUTPOMHIIMHA HE OBUTO MPU3HAHO KIIMHIUYECKU 3HAYNMBIM.

Bzaumoodeticmeus ecnedcmaue uneubuposanus cekpeyuu Hcery00yHo20 coKa

PaGenpaszon HaTpusi OCYHIECTBIIIET yCTOMYMBOE M IMPOJOJIKUTEIHLHOE MOJaBICHUE CEKpelUuu
KEIyJOYHOTO COKa. TakuM 00pa3oM, MOXET NPOHMCXOJUTHh B3aWMOJICHCTBHE C BEIIECTBAMH,
abcopbums koTopeix 3aBucuT oT pH. Ilpum ogHOBpeMeHHOM mpuemMe ¢ padenpa3oyioM HATPHS
YPOBHU KeTOKOHa3zoia ymeHbmatorcss Ha 30 %, a ocTaToyHble YPOBHH JUTOKCHHA
yBenuuuBatorcs Ha 22 %. CnegoBarenbHO, 3a ONPEACTCHHBIMU TMAallMEHTaMH MOKET
noTpedoBaThCs HAOJIO/IEHUE /ISl PELIEHUs] BONpPOca O HEOOXOJUMOCTH KOPPEKTUPOBKHU J103bI
IpU OJHOBPEMEHHOM IIpueMe palbenpas3oja HAaTpusi € KETOKOHA30JI0M, TUTOKCHHOM WU
JIpYTMMH JIEKapCTBEHHBIMH MpernaparaMu, abcopOIust KOTOPBIX 3aBUCUT OT pH.

Amasanasup

[Tpu ogHOBpeMeHHOM npueme atazaHaBupa 300 mr / putonaBupa 100 mr ¢ omenpazonom (40 mMr
1 pa3 B nenp) mim arazanaBupa 400 mr c jmancomnpazonoM (60 mr 1 pa3 B JieHb) 340POBBIMU
J0OpOBOJIBIIAMU HAOIIOATIOCH CYLIECTBEHHOE CHIDKEHUE DKCIIO3UINH aTta3aHaBupa. AGcopOuus
aTazaHaBupa 3aBUCHUT OT pH. XoTs ogHOBpeMeHHBI TpHeM ¢ pabenpa3oiioM He H3ydancs,
CXOXHE Pe3yNbTaThl OXKUAAIOTCS TAKXKE JUISl IPYTUX UHTHOUTOPOB MPOTOHHOIO Hacoca. Takum
o0pa3oM, HE PpEKOMEHIYeTCs OJIHOBPEMEHHBI IpueM aTa3aHaBUpa C HWHTHOUTOpaMHU
IPOTOHHOT'O Hacoca, BKII0Yas pabenpaszol.

Aunmayuonvie cpedcmea

B KIMHWYECKMX WCCIIEIOBAHUSIX aHTAIWIHBIE BEIIECTBA IMPHUMEHSUINCh COBMECTHO C

pabenpazosniom HaTpus. KiimHudeckn 3HauMMble B3auMoJIeHCTBUA pabenpa3oiia HaTpUs ¢ rejieM
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COOTBETCTEBYET ZKCNEPTHC
ot 11.09.2024 N2 18
TENEHOCTE 0002)

MY OTHETY

TUAPOKCH/IA ATFOMUHUS WM C TUAPOKCHIOM MafHUS HE kﬂbhfo—ﬁgﬂ%&eg'“

Ipuem nuwu

B knuHMuYECKOM HCCIeOBaHMM B XOj€ Ipuema palempazosia HaTpHUst ¢ OOCIHEHHOW >KHpaMu
NUIIeH KIMHUYECKU 3HAYUMBIX B3aUMOJeHCTBHII He Habmonanock. [Ipuem pabenpasona HaTpus
OJIHOBPEMEHHO C 00OTaIIeHHOM KUpaMH IUILENH MOKET 3aMeJUINTh BCachlBaHUE pademnpasona 10
4 gacoB u 6onee, ogaako Cmax 1 AUC He n3MeHstoTcs.

Huxnocnopun

DKcnepuMeHThI N VItr0 ¢ HCIOJb30BAHUEM MHKPOCOM TI€YCHH 4eIOBEKa IMOKA3ajid, 4TO
paberpa3os UHrHOUpyeT MeTabonu3M rukiocnopuna ¢ ICso 62 MKMOIIB/II, T.€. B KOHIICHTPAIUH,
B 50 pa3 mpeBbimaronieid Cmax y 3I0pOBBIX T0OpoBosbIeB mocie 14 nuedr mpuema 20 mr
pabenpazona. CTerneHb MHTUOMPOBAHUS CXOXa C TaKOBOHM JUIsl OMemnpa3oja B SKBUBAJCHTHOU
KOHIIEHTPAIUH.

Memompexcam

CormacHO  JaHHBIM ~ COOOLIEHMM O  KJIMHHUYECKUMX  CIIy4asX,  ONYyOJMKOBAaHHBIX
(apMaKOKMHETUUECKUX HCCIIEIOBAaHUI M PETPOCIIEKTUBHBIX aHAJIM30B MOXKHO HPEIOJIOKUTH,
yto ogHoBpeMeHHbIH npueM UIIIT u metoTpekcara (mpexae BCEro B BBICOKHX J103aX) MOXKET
OPUBECTH K  TOBBIIICHUIO KOHIEHTPAllMM  METOTpeKcaTa W/MIM ero  MeradoiuTa
TUAPOKCUMETOTPEKCaTa U YBEIMUYUThH MEPHUOJ] MOJIyBbIBEJACHHUS. TeM He MeHee, CHelMalIbHbIX
HCCIIEIOBAHUY JIEKAPCTBEHHOIO B3auMozencTeust Merorpekcara ¢ I e nmpoBoauiocs.
Knonuooepen

OnHOBpeMeHHOE MpHUMEHEHHE pabenpa3oiia U KIOMHMIOTpena y 370pPOBBIX JTOOPOBOJBIEB HE
OKa3bIBAJIO KJIMHUYECKH 3HAUMMOIO BIUSHHUS Ha OSKCIO3MIMIO AaKTUBHOTO MeTadosuTa
kionunorpena. [Ipu ogHOBpeMEHHOM TNPUMEHEHUMH C OJOOpeHHOM 103011 palempaszona
KOPPEKIHs 1036l KIOMUI0rpesa He TpedyeTcs.

Bausinue na pezynomamoi 1a60pamopHuIX uccie008anull

IIpumenenne MIIII mpuBOAMT K CHMXKEHHMIO KHUCIOTHOCTH JKEIIYAOYHOTO COKAa, YTO MOXKET
NPUBECTH K YBEIWYEHMIO cojepkaHusi xpomorpannHa A (CgA) B CBIBOPOTKE KpOBH.
[ToBbieHHBIN ypoBeHh CZA MOXKET NMPUBECTH K OIMMOOYHON HMHTEpIpeTaludl pe3yabTaToB
71a00paTOPHBIX MCCIIEeIOBAaHUN HAa HaJM4ue HeHPOIHJIOKpUHHON onmyxoiu. Bo uzbexxanue 3Toro
BIIMSIHUSI IPUMEHEHNE pabemnpa3oa JOKHO OBITh BPEMEHHO TIPEKPAIIeHoO, 10 KpaitHel Mepe 3a
14 pgueit no omeHku ypoBHA CgA; MOBTOPEHHE TeCTa CIEAYET PAacCCMOTPETh B Clydae, €Cliv
UCXOIHBIN ypoBeHb CZA SBIISETCS BBICOKHM.

Oco0ble ykazanus

OTBeT mainyeHTa Ha Tepanuio pabenpazonoM HATPHUs HE MCKIIIOYAeT HAJTUYKe 3710KaueCTBEHHBIX

HOBOOOPA30BaHM B JKEITyJIKE.



COOTBETCTEBYET 3KCNEPTHC
o7 11.09.2024 N2 19333
Tabnetkn npenapara Pabenpason Henbss pas eBbIBaTh | Wi | nshrenbtaTs, CTAG ekt efyer

MY OTHETY

[JIOTaTh LIEJTMKOM. YCTaHOBJIEHO, YTO HU BpEMs CYTOK, HU IpPUEM MMILM HE BIHAIOT Ha
AKTUBHOCTH padenpasoia HaTpHsl.

B cnenmanbHOM HccneAOBaHUM y NMALUKMEHTOB C JIETKUMU WM YMEPEHHBIMU HAPYIICHUSIMHU
GYyHKIMM TIEYeHH He ObUIO OOHApPYKEHO 3HAYMMOTO OTJIMYMS YacTOTHI MOOOYHBIX 3((HEKTOB
pabenpa3zosia HaTpUs OT TAaKOBOH y MOAOOpPAaHHBIX MO IOy M BO3PACTY 3IOPOBBIX JIHI, HO,
HECMOTpSL Ha 3TO, PEKOMEHAYeTCs COONI0aTh OCTOPOKHOCTh IIPH TEPBOM HAa3HAYECHUU
pabemnpas3oyia HATpus MalMeHTaM C TsOKEIbIMH HapymeHusMu ¢yHkuuu nedenn. AUC
paberpa3oiia HATPUS y MALUEHTOB C THKEIBIM HapylleHueM (PYHKIMH NEUYeHU MPUMEPHO B JBa
pasa BBIIIIE, YEM Y 3I0POBBIX T0OPOBOJIBIIEB.

[TarmenTam ¢ HapymeHUIMHU GYHKIIMK TOYEK MITH ITEYeHN KOPPEKTUPOBKA 710361 pabernpasona He
TpeOyercs.

T'unomacnuemus

[Tpu neuenun UIIII Ha npoTskeHuu, o KpailHe Mepe, 3 MecslEeB B PEIKUX clydasx ObLIu
OTMEUEHB! CIIy4al KIMHUYECKH IMPOSBIIAIOIIEHCS WIK OECCUMITOMHOM Trumnomarsuemuu. B
OOJIBIIMHCTBE CIIy4aeB OSTH COOOILIEHHS TMOCTyMajau mocie rojga tepanuu. Cepbe3HbBIMU
NMOOOYHBIMHU SBIICHUSIMU OBLTU TETaHHUS, APUTMUS U CYIOPOTH. BOJBIIMHCTBY MallMEHTOB
TpeOOBaNIOCh JICYEHUE TUIIOMAarHUEMUH, BKJIIOYAIOIEE 3aMEIllEHUe MarHusi U OTMEHY Tepaluu
UIIII. ¥V nanueHToB, KOTOpbIE OyAyT MOJMy4YaTh JUIMTEIBHOE JICUEHUE WM KOTOPbIE IPUHUMAIOT
UIIII ¢ nmpenapaTtamMu, TakKMMHU KakK JUTOKCHH, WK IpernapaTamu, KOTOpPble MOT'YT BbI3BaTh
TUMIOMarHUeMHIo (HalpuMep, TUypEeTUKH), METUITTHCKHUE paOOTHUKH JOJHKHBI KOHTPOIUPOBATH
ypoBeHb Maruus 10 Havana jieuenus: U1 u nepuoguyecku BO BpeMs JICUCHHUSI.

[TarueHTsl HE [OJDKHBI MPUHUMATh OJHOBPEMEHHO C pademnpaszosioM JApyrue CpeacTBa,
CHIDKAIOIIME KHUCJIOTHOCTb, Hampumep, Onokatopel Hz-pernentopoB wiM UHTUOUTOPHI
IIPOTOHHOT'O Hacoca.

Ilepenomolr kocmeti

CornacHo 1aHHBIM HaOJIIOJATENbHBIX UCCIEI0BAaHUN MOKHO IIPEANON0XKUTh, yTo Tepanus WUIIIT
MOKET TPUBECTH K BO3pPACTAaHUIO PHCKA CBS3aHHBIX C OCTEONOpPO30M IEperIoMoB Oenpa,
3aMsAcThsl WJIM TNO3BOHOYHHMKA. PHCK mepenoMoB ObUI yBETHMYEH Yy MAlMEHTOB, MOJTYYaBIIMX
Bbicokue 70361 UIIIT gmutensHo (rox u Gosee).

Oonospemennoe npumenerue padbenpasona ¢ Memompekcamom

CornacHo nauTepaTypHBIM AaHHBIM, ogHOBpemeHHBbIN npueM UIIII ¢ mMerorpexcarom (mpexne
BCET0 B BBICOKHX J[033aX) MOKET NMPHUBECTU K MOBBIIMIEHUIO KOHIIEHTPAIIMM METOTpeKcaTa H/1iu
ero metaboyiMTa THUIPOKCUMETOTPEKCAaTa B CHIBOPOTKE U YBEJIUYUTH MEPUOJ MOJYBBIBEICHUS,

YTO MOYXET MPUBECTH K Pa3BUTHIO TOKCHYECKHUX 3(PPekToB MeToTpekcata. [Ipu HeoOxoaumocTu
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MY OTHETY

COOTBETCTBYET 3KCMEPTHC

ot 11.09.2024 N= 19311
MPUMEHEHHUS BBICOKHX JI03 METOTpEKcaTa MOXKAT ObITh bgéémgll%&%a%bgﬁ&k "é{%TB_p'elI\'ié'H:ﬁoro

npekpauienus tepanuu UIIII.
Clostridium difficile
Tepanuss UIIIT MoxeT NMPUBOAUTH K BO3PACTAHUIO PHUCKA JKEIYJAOYHO-KUIICYHBIX HH(EKIIHUH,
takux kak Clostridium difficile.
Ilooocmpas xoacnas kpacnas éonuanxa (I[IKKB)
Nmerorcs coodbuienuss o ciaydasx [IKKB mpu tepanuu UIIL. B ciayyae pa3BUTHS KOMXKHBIX
M3MEHEHUH, 0COOEHHO Ha yYacTKax KOKH, MOJBEPrUIMXCS BO3JACHCTBUIO MPSIMbBIX COJHEYHBIX
Jy4yeill, KOTOpble COMPOBOXKIAIOTCS apTpajrueil, MNanueHTy HeoO0XOAUMO HEeMEeIJICHHO
00paTUThCS 3a MEAMIMHCKOM TOMOIIBIO, MEAWIUHCKOMY pPa0OTHHKY CIEAYyeT pPacCMOTPETh
HEOO0XOIMMOCTh OTMEHBI pabernpaszona. BosnuknoBenwe IIKKB mpu mpensigymeill tepanuu
NIIIT moxet yBennunth puck Bo3HukHOBeHMs [IKKB npu npueme npyrux UIIIIL.
Kenesucmule nonunsi OHa d1cenyoxa
HnutenbHoe ucnonb3oBanue WIII, Bxmrowass pabGempazon, 1Mo Bcel BUIUMOCTH, CBSI3aHO C
NOBBILICHHBIM PUCKOM BO3HMKHOBEHHS >KEJIE3UCTBIX IIOJIMIIOB JIHA JKEIyAKa. BonbIIMHCTBO
JKEJIE3UCThIX TMOJIUIIOB JHA KelyAka OeCCUMNTOMHBI. Y TAIMEHTOB C KPYIMHBIMH WU
W3bSI3BJICHHBIMU TOJUIIAMUA BO3MOXEH PHUCK JKEITYJIOYHO-KUIIEUHbIX KPOBOTEYEHUH WU
TOHKOKHUIIIEYHOM HenmpoxoaumocTu. [lo 3Toil mpuunMHe [03UpOBKAa M IPOAOKUTEIHHOCTH
teparuu UIIIT 10mKkHB ObITh MUHUMATHHBIMHU.
[TaruenTam, NPUHUMAIOIINM pabenpason A KPaTKOBPEMEHHOTO CUMIITOMATUYECKOTO JICYEHUS
nposienenuit 'OPb u Hespo3uBHON ractposszodareanbHoil pedirokcHoi Oonesnun (HOPB)
(HampuMep, U3KOTH) 0e3 perenTa, ClieyeT 00paTUTHCS K Bpauy B CICIYIONIUX CIydasX:
® NPUMEHEHHUE CPEICTB Ul CHATHUSI CUMITOMOB HM3)KOTM W HapyIIECHUs IHILIEBAPEHUS B
TeueHue 4 Henenn U 0olee;
® [IOSBJICHUE HOBBIX CUMITOMOB MJIM M3MEHEHUE paHee HaOIIOJaBUIMXCS CHUMIITOMOB Yy
MAIMEeHTOB B Bo3pacte Ooiiee 55 JeT;
e Clyyad HEHAaMEPEHHOIO YMEHBIIEHUS Macchl Tella, AaHEMHMM, KpPOBOTEUEHHH B
HKEITyJ0YHO-KUILIEYHOM TpaKTe, nucharuu, 6011 Ipu rI0TaHUHU, TOCTOSTHHOW PBOTHI UITU
PBOTBHI C KPOBBIO U COACPKUMBIM KEIIYAKa, CIy4dau SI3BbI JKEIyJKa WM ONepanuil Ha
KeNyJIKe B aHaMHE3€e, KEJITYXH U T.J. (B T. 4. HapylIeHHe QyHKIIMH IEYEeHU U MOYEeK).
[TarueHTsl, JUIUTENbHOE BpEMS CTPAJAIOLIUME OT TMOBTOPSIOMIMXCS CHUMITOMOB HapyUICHHS
MUIIEBAPEHUsT WIM U3KOTH, TOJDKHBI PErylsspHO HaOdroAaThbest y Bpada. [lanmeHTsl B Bo3pacrte
6osee 55 net, exxeIHEBHO MPUHUMAIOIINE Oe3pelenTypHbIe MPenaparTsl s CHATHS CUMIITOMOB
U3KOTH M HapyIeHUs MHIIEBapeHHs], TOHKHbBI MPOUH(OPMHUPOBATH 00 3TOM CBOETO Jeyallero

Bpaua.
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COOTEBETCTEYET 3KCNEPTHC
ot 11 ':IE:::IE-'i W= 19333 B
TTarMeHTs He MOMKHBI MPHHMMATH OnHOBpeMenHO | & paGenpasonom Capyrue” eperersa,

MY OTYETY

CHIDKAIOIINE KUCIOTHOCTb, Hanpumep, ookatops! Ha-petentopos mnu UIIII.

[Ipy mnpuMeHeHHH JpPYrUX MpenaparoB MalUEHTaM CIeAyeT MNPOKOHCYJIbTHUPOBATHCS C
dapmalieBTOM HWJIM BpauoM Iepej] HayaloM Tepanuu mnpernaparoM Pabemnpazosn, oTmyckaeMbIM
0e3 perenTa.

[TarueHTH! AOKHBI COOOMINTH Bpady Iepe] HadajaoM MpUMEHEeHHs npernapaTta Pabempaszon 6e3
pelenTa, €clii UM Ha3HAYE€HO 3HJOCKOIIMYECKOE UCCIIEI0BAHUE.

Cnenyer wusberaTh mnpuema mnpenapara Pabempaszon mnepen NpOBEACHHEM MOUYEBHUHHOTO
JIbIXaTEJIbHOIO TECTA.

[TarueHTsl ¢ TSKENBIMU HapyIICHUSMUA (DYHKIIMU TEYSHH JOJDKHBI 0OpaTHThCS K Bpady Hepen
HAYaJoOM Tepamuu  mpenaparom  Pabempaszon, ormyckaembiM — Oe3  pemenrta, IS
KPaTKOBPEMEHHOTO CHMIITOMAaTHuecKoro nedenusi mnpossieHuit ['OPb u HOPB (mampumep,
H3KOTH).

Bauanue na cnocoonocms ynpaename mpancnopmuoiMu cpeocmeamu u Mexanusmamu
Hcxons n3 0coOCHHOCTEH (apMaKoIWHAMUKHA padernpaszona M ero mpoduiisd HEeKeIaTeIbHBIX
3¢ (exToB, MaTOBEPOATHO, UTO OH OKA3bIBACT BJIUSHHE HA CIIOCOOHOCTH BOJIUTH aBTOMOOWIIb U
paboTath ¢ TexHUKOH. OHAKO B ciy4yae MOSBJICHHS COHIMBOCTH CIENyeT U30erath 3TUX BUJIOB
JIeSATeTLHOCTH.

dopMa BbIIIYCKa

TabneTku KUIIEYHOPACTBOPUMBIE, TOKPBIThIE 0005104K0i, 10 MT.

[To 7, 10 unu 14 TabneTok B KOHTYPHYIO SYEHKOBYIO YMAKOBKY W3 (DOJBIH AJS XOJOTHOTO
dopmoBanus OITA/An/TIBX u ponbru antoMUHIEBON MEYaTHOMN JIAKUPOBAHHOM.

ITo 1, 2, 4 win 8 KOHTYPHBIX SYEHKOBBIX YIMAKOBOK IO 7 Tabnerok, wiau mo 1, 2 wim 4
KOHTYPHBIX SYEMKOBBIX YHNaKoOBOK Mo 14 tabmerok, wmu mo 1, 2, 3, 5, 6, 9 unu 10 KOHTYpHBIX
SAYEHKOBBIX YIaKkoBOK 1o 10 TabmeTok BMecTe ¢ MHCTPYKIUEH 10 MEIUIIMHCKOMY MPUMEHEHHIO
MOMEINIAIOT B AYKy U3 KapTOHA KOPOOOUHOTO.

YciaoBust XxpaHeHust

B 3amuieHHoOM OT cBeTa MecTe mpH Temneparype He Boie 25 °C.

XpaHUTh B HEIOCTYITHOM JUJIsI IETEH MecCTe.

Cpoxk rognocTu

2 roza.

He npuMeHsTh O HCTEUEHUU CPOKA TOJHOCTH.

YcaoBus ornycka

bes peuenra.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 11.09.2024 N= 19333
(NMOCNEOOBATENEHOCTE 0002)

IIpousBoauTen

000 «M3Bapuno ®apmay, Poccust

108817, r. MockBa, kM BrykoBckoe mocce 5-it (1. Buykosckoe), nsia. 1, ctp. 1.
IIpemen3suu nompedbumeneii Hanpaeiims 6 A0pec NPoU3BOOUMeIs:

000 «M3Bapuno ®apmay, Poccust

108817, r. MockBa, km BrykoBckoe mocce 5-it (. Buykosckoe), neia. 1, ctp. 1.
Ten.: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54
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