COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 22.03 2023 N2 5458

OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFO TIPERAPATA 1002

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPETTAPATA

330menpa3zon, 40 Mr, TMOGUIN3AT 171l IPUTOTOBIICHUS PACTBOPA JJIsi BHYTPUBEHHOTO BBEJICHUS.

2. KAUYECTBEHHbBIN U KOJJMYECTBEHHBII COCTAB

JleiicTByroIIIEE BEMIECTBO: 330MENPa30JL.

Kaxnprit prnaxon copepxut 40 Mr 330Menpasosna (B BUIE HATPUSA).

BcenomorarenbHbple BeliecTBa, HAIMYKME KOTOPHIX HAZ0 YUYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: Hatpui (cM. pazaen 4.4).

[ToHBIN TepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBENICH B pasnene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
JInodunuzar s NpUroTOBIEHUS paCTBOpA /Il BHYTPUBEHHOT'O BBEACHHUS.

HI/IO(i)I/IJII/I?»I/IpOBaHHLIﬁ IMMOPOIIOK UJIN ITOPpUCTasd MaCCa 0e10r0 WM IOYTH OEIoro OBETA.

4. KJIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusl K IPMMEHEHUIO
D30Menpa3oll IOKa3aH K IPUMEHEHUIO y B3pOCIbIX U AeTel B Bo3pacTte ot 1 roza.

Bspociursle crapiie 18 ger

— B KQUECTBE AJIbTEPHATUBBI [IEPOPATIBbHON TEPANNUU IIPU HEBO3MOXKHOCTH €€ IPOBEICHUS:
e 1pu racrpodzodareanbHoi pedurokcHor 6onesnu (I'DPB) y mammenTtoB ¢ 330darutom
U/WIIN BBIPAKEHHBIMHM CUMIITOMaMHU pedIroKCHON O0sIe3HH;
e Ui 3@XKMBIECHUS MENTUYECKUX 53B, CBSA3AHHBIX C NOpUEMOM  HECTEPOUTHBIX
POTUBOBOCTIATUTENbHBIX Ipenapatos (HIIBID);
e i NPOPWIAKTUKM NENTHYECKUX 3B, CBA3aHHbIX ¢ mpuémom HIIBII, y mauuenTos,
OTHOCSIIIUXCS K IPYIIE pUCKA.
— Ui IpO(UITAKTUKY PEeIUIMBAa KPOBOTEUEHHUS U3 NENTHUUECKOH SI3BBI MOCIIE HHAOCKOINYECKOTO
remMocTasa.

Jletu B Bo3pacte ot 1 roga go 18 jer

— B KaueCTBE aJIbTEPHATHBHI IEPOPATHHON TEPANUU IPU HEBO3MOXKHOCTH €€ TPOBECHHUS:
e npu ['DOPB y mnanueHToB C 3po3uBHBIM pedatoKc-330()aruToM HW/WIM BBIPAXKEHHBIMU

CUMITTOMaMU PeITIOKCHOM 00JIE3HHU.
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4.2. PexuM 103MpoBaHMs U CIOCOO MpuMe

PexxuM 103upoBaHusd

Bspocnvie

B kauecmee anomepnamuest nepopanibHol mepanuu npu He803.MOICHOCIIU ee npoeedeﬂuﬂ:

[Ipy HEBO3MOXXHOCTHM TPOBEACHMSI MNEPOPAIbHOM Tepanmuu MalMeHTaM MOXeT ObITh
PEKOMEH/IOBaH 330MeMpa3olt naperrepaibHo B go3e 20 — 40 mr 1 pa3 B cyTKH.

e [Ipu I'OPB y manuenToB ¢ 330(¢arutoM peKoMeHAyeTcs 330Menpa3oi B 1o3e 40 mr 1 pa3 B
cytku. [ng neuenus cumnromos I'OPb D30omenpazon npumensiercsa B no3e 20 mr 1 pa3 B
CYTKH.

e Jlna 3aXUBICHHMS TNENTUYECKUX 3B, CcBA3aHHbIX C¢ npuémom HIIBII, y mnanueHnTos,
OTHOCSILIIMXCS K IPYIIIE PUCKA, PEKOMEHIYETCs 330Menpason B f1o3e 20 mr 1 pa3 B CyTKH.

e Jlns mpoduIaKTUKH MENTHYECKUX 53B, cBsizaHHBIX ¢ mpuémom HIIBII, pexomenmyetcs
330Menpasoi B go3e 20 mr 1 pa3 B CyTKHu.

Kak npaBuiio, nepuoji jiedeHus: BHyTPUBEHHOM (HOpMON HENpPOMOIKHUTENEH, MallueHTa CIeayeT
KaK MOXHO ObICTpee IEPEBECTU Ha NIEPOPAIbHBIN ITPUEM IIpernapara.

s npodmﬂakmuku peuuduea KDOBOMEYEHUA U3 Nenmuyeckoll 36bl_NOCie IHOOCKONUYECKO20

eemocmasa:

[Tocne »HIOCKONMMYECKOr0 IeMocTa3a peKoMeHAyeTcs 33oMemnpaszon B jgo3ze 80 Mr B Buze
BHYTPUBEHHOW MH(Y3uu B TedeHne 30 MHHYT C TOCIEOYIOUMEH MpPOIJICHHOW BHYTPHUBEHHOU
uHdy3uel 330menpasonia B o3¢ 8§ MmMr/d B TeueHue 3 cytok (72 uwacos). Ilocie oxoHuaHHs
NapeHTepaIbHOM Tepanuy 1JIs MOAABJICHUS CEKPELIUU KHCIOThl PEKOMEHIyeTCsl aHTUCEKPETOpHAas
Tepanus (Hanpumep, 33omenpaszon 40 mr 1 pa3 B CyTKH B TeUEHHUE 4 HENETD).

Oco0ble TPVIIIBI TAIUEHTOB

Iayuenmol ¢ napywenuem @yHKyuu nodex

Koppexkuust 10361 mpenapata 230MeNpas3oi y NalMeHTOB ¢ HapylleHHeM (YHKLUUHU MOYeK He
TpeOyercsi. B CBs3u ¢ OrpaHMYEHHBIM ONBITOM IPUMEHEHUS Ipernapara D30Menpaszon y
MNAIMEHTOB C TSDKEJIOW MOYEYHOM HEIOCTaTOYHOCTBIO, CIENYEeT COONI0AATh OCTOPOKHOCTh MPHU
JICYCHUU TAKUX TMAIMEHTOB (CM. paszen 5.2).

Iayuenmoi ¢ HapyweHuem hyHKyuu nevyenu

I'DPb: xoppekuus 1035l IpenapaTa I30Menpa3oll y HalueHTOB ¢ HapylIeHueM (QyHKIIUH TeYeHU
JIETKOW M CpeAHEH CTENeHU TKECTH He TpeOyeTcsa. Y MalKMeHTOB C TSKENbIM HapylleHHeM
GYHKINU TIEYCHH MaKCUMaJIbHast CyTouHas j103a coctapisietr 20 mr (cum. pasnen 5.2).

Kposomeuenue uz nenmuyeckoti s136bi. KOppCKIUA O03bI IIpCIiapara 93OMera3OH Yy MalfuCHTOB C

HapyHuICHUEM (I)yHKI_[I/II/I IIE€YEHU JIETKOH U CpC,Z[HCﬁ CTCIICHU TAXKCCTH HE Tpe6yeTc;L V nanueHToB

C TAKCIIbIM HApyYUHICHUEM (bYHKI_H/II/I MNEYCHU PCEKOMCHIAYCTCA cne)]y}omm‘/i PEXUM BBCIACHUA
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npemnapara J3oMenpaszon: 80 Mr B BHJE BHY TpHBeHﬁGI‘k;':;ragy—js';ﬁi’iBT%gec 30 Wiyt ¢

MOCIEAYIONIEH MPOIJICHHONH BHYTPUBEHHON MH(Y3HEH B MaKCUMATbHOU J103€¢ 4 MI/4 B TCUCHHE
71,5 gacoB (cm. paszen 5.2).

Tlayuenmul nodicunoco 6ospacma

Koppexkius 10361 mpenapaTta 930Menpa3oli y NaleHTOB MOKUIOT0 Bo3pacTa He TpeOyeTcs.

Jletu B Bo3pacte oT 1 roga go 18 jet

B kauecmee anbmepnamusblt nepopanbHou mepanuu NPu HEGO3IMONCHOCMIU €€ NPOBEOEHUs:

e npu ['DOPb y mnauueHToB C 3p03uUBHBIM pedItoKc-330()aruToM HW/WIN BBIPAXKEHHBIMU
cuMnTOMaMu pedIroKCHON O0JIe3HH — 330MeMNpa3oil mapeHTepaibHo 1 pa3 B CTYKH, Kak
yacTh kypca tepanuu ' OPb (pekomeHnnanuu no 103MpoBaHUIO IPEICTABICHBI B TAOIHIIE).

Kak mpaBuio, mepuoj Jie4eHUss BHYTPUBEHHON (POPMOM JTOIKEH OBITH HEMPOJOKHTEIBHBIM,
MaIueHTa ciaeayeT Kak MOXKHO ObICTpee MEepEeBECTH Ha MepOpaNIbHBIN MpUEM mpernapara.

Pexomendayuu no 003uposanuio 330Menpasond 0isa oemei

Bospacr JleyeHue 3po3UBHOIO peduiroKc-330(parura CumnroMmaTuveckoe
Jedyenune 'IPb
1-11 ner Macca tena menee 20 xr: 10 mr 1 pa3 B cyTku 10 mr 1 pa3 B cyTku

Macca tena 20 kr u 6onee: 10 mr unu 20 mr 1 pa3

B CYTKH

12-18 mer | 40 mr 1 pa3 B cyTKHn 20 mr 1 pa3 B cyTku

Crrocob nmpuMeHeHu s

Bspocnvie

Huvexkyuu

Jloza 40 me

[TpurotoBneHHBINH pacTBOp 330Menpasoia (5 mil, 8§ MIr/mi1) BBOAUTCS BHYTPUBEHHO B T€UEHUE HE
MeHee 3 MUHYT.

Jloza 20 me

[TosloBMHA IPUTOTOBJIEHHOI'O pacTBOpa 330Mernpaszoa (2,5 mii, 8§ Mr/mit) BBOJUTCS] BHYTPUBEHHO
B TeYeHWe He MeHee 3 MuHyT. Hewucronb3oBaHHbIE OCTaTKHM pacTBOpa JOJKHBI OBITH
YTWJIN3UPOBAHBI.

Hudhysuu

Jloza 40 me

[IpuroroBieHHBIN pacTBOpP 330MEMNPA30Jia BBOJUTCS B BUAEC BHYTPUBEHHOW MH(Y3UU B TCUCHHE
10 — 30 MunyT.

Jloza 20 me

[TosloBMHA MPUTOTOBIEHHOTO PacTBOPA A30MENpa3oia BBOJUTCS B BUJE BHYTPUBEHHON MHDY3UU
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B Teuenue 10 — 30 munyT. Hencnosnb3oBaHHbIE OCTATKH ﬂ%%%g%kﬁl%ﬂht' %gﬂz%];g;%m.

Jloza 80 me

[TpuroToBneHHBIA PacTBOP I30OMENPaA30iia BBOAUTCS B BUJE BHYTPUBEHHOW MH(Y3UU B TEUCHUE
30 MUHYT.

Jloza 8 me/u

[TpuroTOBIEHHBII PaCTBOP I30MEIPa30Jia BBOJUTCS B BUJIC MPOAJICHHONW BHYTPUBEHHOW HH(Y3HH
B TeueHue 71,5 dacoB (8 mr/u). (YcimoBUS W CPOK XpaHEHHS IPUTOTOBIEHHOTO pacTBOpa
cMm. B paszerne 6.3).

Hemu 6 6o3pacme om 1 200a 0o 18 nem

Unvexyuu

Jloza 40 me

[TpuroToBneHHBIN pacTBOp 330Memnpazona (5 mil, 8§ Mr/mit) BBOAUTCS BHYTPUBEHHO B TEUCHUE HE
MeHee 3 MUHYT.

Josza 20 me

[TonmoBMHA IPUTOTOBICHHOTO pacTBOpa 330Menpazona (2,5 mi, 8 Mr/mir) BBOJUTCS BHYTPUBEHHO
B TeueHHWe He MeHee 3 MuHYT. Heucnonp3oBaHHBIE OCTAaTKM pacTBOpa JOJDKHBI OBITH
YTUJIN3UPOBAHBI.

Josza 10 me

1,25 MI1 IpUTOTOBIIEHHOTO PAacTBOpA I30Mernpa3zoia (8 Mr/mir) BBOIUTCS BHYyTPUBEHHO B TCUCHHE
He MeHee 3 MUHYT. Hencrnonp30BaHHBIE OCTATKH PacTBOpa JOJKHBI OBITh YTUIU3UPOBAHEI.
Hnpysuu

Josza 40 me

[TpuroToBneHHBIH PacTBOpP I30MENpPa3oja BBOAUTCA B BUJE BHYTPUBEHHONW MH(Y3UU B TEUECHUE
10 — 30 munyT.

Jloza 20 me

[TosoBHMHA IPUTOTOBIEHHOT'O PacTBOPA 330MEMpa30Jia BBOAUTCS B BHJI€ BHYTPUBEHHON HHPY3UH
B TeueHue 10 — 30 munyT. Hencnosnb30BaHHbBIE OCTAaTKH PACTBOPA AOJKHBI OBITh YTHIIM3UPOBAHBI.
Jloza 10 me

YeTBepTh NMPUTOTOBIEHHOIO PAaCTBOPA 330MeENpa3oiia BBOAUTCS B BUE€ BHYTPUBEHHON HH(Y3UH
B TeueHue 10 — 30 MunyT. Hencnonb30BaHHbIE OCTaTKHU PACTBOPA JAOJKHBI OBITh YTHIIN3UPOBAHBI.
VY CII0BHS M CPOK XPaHEHUS IIPUTOTOBJIICHHOTO PacTBOpa cM. B paszene 6.3.

WHeTpykuMM 1O NPUTOTOBIIEHUIO  JIEKAPCTBEHHOI'O —IIpenapara Iepell IPUMEHEHHEM

cM. B pazfene 6.6.
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4.3. TlporuBomoxka3aHus

CMEPTHOMY OTYETY

[ToBeIIeHHAs YyBCTBUTEIHLHOCTH K 330MENPA30IIy, 3aMEIIEHHBIM OCH3UMU/Ia30J1aM WU JPYTHM
WHIPEIUEeHTaM Ipernapara.

Herckuii Bo3pacT 10 1 roga u nerckuii Bo3pact 10 18 jget mo aApyrum nokaszanusim, kpome ['OPb.
D30Memnpa3osl HE JOJDKEH TMPUHUMATBCS COBMECTHO C aTa3aHaBUPOM M HeJI(pUHABUPOM
(cm. paznen 4.5).

4.4. OcoOble yka3aHusi H MepbI IPeIOCTOPOKHOCTH NPH IPUMEHEHUH

[Tpu HanMuMy TIOOBIX TPEBOKHBIX CUMIITOMOB (HalIpUMEp, TAKUX KaK 3HAYUTENIbHAs CIOHTaHHAs
MOTEPsl MACChl TeJa, MOBTOPSIONIAsACS PBOTA, JUCcGarus, pBoTa ¢ KPOBbIO UM MEJICHA), a TaKXKe
MpU HAJIMYMU SI3BBI KEMyJKa (WM MPU TMOAO3PEHUM Ha SI3BY JKEYJZKa), CIEAYEeT HCKIIOYUTH
HAJIMYUE 3JI0KQa4eCTBEHHOTO HOBOOOPA30BaHMSI, MIOCKOJIbKY JICUEHUE TIPerapaToM I30Mernpa3ol
MO>KET MPUBECTHU K CIIIAKUBAHUIO CUMITOMATHKU U OTCPOYHUTH MOCTAHOBKY AHArHO3a.

B peakux cay4asx y MallMEHTOB, IJUTENBLHOE BpeMs MNPUHUMABIIUX OMEMNpPAas3ol, IMpU
TUCTOJIOTHYECKOM HCCIICIOBAHUU OHMOMNTATOB CIM3HCTON OOOJIOUKH Tella KEIyJKa BBISBIISIICS
aTpo(UICCKUI TaCTPHT.

[To pesynbpTaram wHcCCIENOBaHUN OTMEUEHO (apMaKOKHMHETUYECKOe/(papMaKoIMHAMHYECKOe
B3aMMOJICHCTBHE MEXAy KiomuaorpenaoM (Harpy3odHas no3a 300 Mr u mojaep:KuBaromias 103a
75 mr/cyT.) u 330Merpa30yioM (40 MI/CyT. BHYTPE), KOTOPOE MPUBOJIUT K CHIDKEHUIO DKCITO3UITUN
K aKTUBHOMY MeTaboyuTy Kiomnuaorpena B cpeaneM Ha 40 % M CHMIKEHUIO MaKCHMAaJIbHOTO
uHruOupoBanusa AJld-uHAyHMpPOBaHHOI arperaiiui TpoMOOIMTOB B cpeaHeM Ha 14 %. [losTomy
cienyer  u30eratb  OJHOBPEMEHHOTO  NPHUMEHEHHs  230MeNpa3oyia H  KIOMHUIOorpena
(cMm. pasnen 4.5).

OtnenpHBIC HAOMIOATETBLHBIE MCCICIOBAHMS YKA3bIBAIOT HA TO, YTO TEpamusi WHTHOUTOpaMHU
MPOTOHHOM MOMIIBI MOXET HE3HAYUTEJIbHO IMOBBIIMIATh PUCK CBS3aHHBIX C OCTEONOPO30M
MEePeTIOMOB, OJTHAKO B IPYTUX MOJAOOHBIX HCCIEIOBAHUSIX MOBBIIICHUE PUCKA HE OTMEYEHO.

B paHmomMu3npoBaHHBIX, TBOWHBIX CIIETIBIX, KOHTPOJHMPYEMBIX KIMHHUYECKUX HCCIICTOBAHUIX
OMENpa3ojia U I30MEMNpaszoja, BKIIOUYAs JBa OTKPBITHIX HCCIIENOBAHUS JTUTEIHHOM Tepanuu
(6onee 12 net), He ObLIa OATBEPIKIEHA CBSI3b IEPEIOMOB Ha (POHE OCTEONOpo3a ¢ MPUMEHEHUEM
WHTHOUTOPOB MPOTOHHOM MOMIIBI.

XOTsl MPUINHHO-CIIEJICTBEHHAS CBSI3b MPUMEHEHHS OMETPa30J1a/330Mernpasofia ¢ mepeioMaMu Ha
¢ oHE ocTeonopo3a He YCTAHOBJICHA, TTAIMEHTHI C PUCKOM Pa3BUTHS OCTEONOPO3a WU TIEPETOMOB
Ha ero oHe JOKHBI HAXOAUTHCS MOJI COOTBETCTBYIOIIUM KITMHUYECKIM HAOIIOICHUEM.

BcrnoMorarenbHBIE BEIIECTBA

Jannslii npenapat coaepKUT MeHee | MMoiib (23 MT) HaTpHsl B OJHOM (IaKOHE, TO €CTh, [0 CYTH,

HE COJICPKUT HATpPHS.
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45. BzaumojeiicTBHe ¢ JPYrMMH JIeKa TBeHHﬂM;i::Hngﬂ'ﬁiﬁmblﬁcﬁﬂ_ﬁﬂé':';imbl

B3aMMO/EHCTBUA
HccenenoBanuss 10 M3yYEHHUIO B3aMMOJEHCTBUHM IPOBOJWIMCH C YYaCTHEM TOJBKO B3POCIBIX
MalHUEHTOB.

BansHue 330Menpasoiia Ha (baDMaKOKI/IHeTI/IKV APYTHUX JICKAPCTBCHHBIX MTPCIIapaToOB

CHM)KEHHUE CEeKpelUH COJITHOM KHMCIOTHI B JKEIYJIKE IPU JICUEHUHM 330MENPa30IoM U APYTUMU
MHTUOUTOPAaMH MPOTOHHON MOMITBI MOXKET MPUBECTH K CHIXKEHUIO WIIM MOBBIIIEHUIO a0COpOIum
JpYyTUX TMpenapaTroB, BCAChIBAHUE KOTOPBIX 3aBUCUT OT KUCIOTHOCTU cpeabl. [logo6Ho apyrum
npenaparaM, CHHKAIOIIUM KHUCIOTHOCTbD JKEIYJOYHOI'O COKa, JICUEHHE H30MENPA30JI0M MOXKET
NPUBECTH K CHIDKCHHMIO BCACBIBAHUS KETOKOHA30JIa, UTPAKOHA30JIa W JPJIOTHHHOA, a TaKxKe
MOBBILICHUIO BCACBIBAHMS TAKUX MIPENApaTOB, Kak JUrOKCUH. COBMECTHBIN ITPUEM OMEIpa3oJia B
no3e 20 Mr oJMH pa3 B CYTKH U JIUTOKCHHA MOBBIIIAET OMOMOCTYMHOCTh AUrokcuHa Ha 10 %
(OMOIOCTYITHOCTh TUTOKCHHA TOBbIIIaNack Ha BenudyuHy A0 30 % y 20 % namueHTos).

bbulo mokaszaHo, YTO OMeEIpa3oyl B3aUMOJEHUCTBYET C HEKOTOPHIMH aHTUPETPOBHPYCHBIMU
npenapatamMu. MexaHu3Mbl U KIMHUYECKOE 3HAYE€HUE ITUX B3aUMO/ICHICTBUI HE BCEr/1a U3BECTHBI.
VBenuuenue 3HaueHuss pH Ha QoHe Tepamuum OMeNnpa3zoyioM MOXKET BIUATh HA BCAaChIBaHUE
AHTUPETPOBUPYCHBIX IpenapaToB. Takke BO3MOXKHO B3aMMOJEHCTBHE Ha YPOBHE M30(epMeHTa
CYP2C19. Ilpu coBMECTHOM INPUMEHEHUH OMEINpPa30jia U HEKOTOPhIX AHTUPETPOBUPYCHBIX
IpenapaToB, TAKMX KaK ara3aHaBUp U HeI(PHUHABUD, HA (JOHE TepallK OMEIPA30JI0M, OTMEYAETCS
CHIDKEHME MX KOHIIEHTpAalUuu B CbIBOpoTKe. [103TOMy MX OJHOBpEMEHHOE IMpUMEHEHHE He
pekomenayercs. CoBMecTHOe MpHUMeHeHHe omemnpazona (40 Mr oguH pa3 B CYyTKH) C
atazaHaBupoM 300 mr / puronaBupom 100 Mr 370pOBBIMH J100pOBOJBLAMH MPHUBOAUIO K
CYLIECTBEHHOMY YMEHBIICHHUIO OMOJOCTYIHOCTH aTa3aHaBupa (IUIOIIAAb IOJA  KPUBOM
«KOHLIEHTpalnus — Bpemsa», MakcuManbHass (Cmax) M MuHHUMaibHAA (Cmin) KOHIEHTpALUH
YMEHbLIAUCh NPUOIM3UTENbHO Ha 75 %). YBenuuenue 103bl atasaHaBupa 1o 400 mr He
KOMIIEHCUPOBAJIO BO3/IEHCTBHSI OMENpa3oia Ha OMOI0OCTYITHOCTh aTa3aHaBUpa.

[Ipy ogHOBpEMEHHOM NPHUMEHEHUU OMEIpa3oyia U CAKBHHABUpa ObLIO OTMEUEHO IOBBIIEHUE
KOHLEHTpAallUM CaKBUHABHpa B CBIBOPOTKE, IIPU IPUMEHEHHHU C HEKOTOPBIMU JApPYTUMU
AHTUPETPOBUPYCHBIMU TpenapaTaMd HUX KOHIIEHTPALUs HE MEHSIAach. YUHUTHIBas CXOJHbIE
dbapmMakokHETHYECKHEe W (apMaKOJWHAMUYECKHE CBOWCTBA OMeEIpa3zoja M 330MENpasoda,
COBMECTHOE TNPUMEHEHHE H30MENpaszoja ¢ aHTUPETPOBUPYCHBIMU IIperapaTaMmy, TaKUMHU Kak
aTa3aHaBUp U Hell(PUHABHUP, HE PEKOMEH Iy ETCSl.

O3omenpazon unrudupyer CYP2C19 — ocHOBHOH u30(epMEeHT, ydYacTBYIOUIMH B €ro
MeTtabonu3me. CoBMECTHOE MPUMEHEHHE 330METpa3oia ¢ IpYTruMU IpernapaTamMmu, B MeTabonn3me

KOTOpBIX mpuHuUMaeT ydactue uzopepMmeHT CYP2C19, Takumm kak auaszenam, IUTaJoNpam,
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UMUIIPAMUH, KIOMHUIIPAaMUH, GEHUTOUH U Ap., MOXKET ﬁ%écqg%r T 'KJ}FHJ ﬁ{:'p—lcfunﬁ

3THUX TPENapaTroB B IUIa3Me M MOTpeOOBaTh CHIDKEHHS J03bl. [Ipy mepopalbHOM COBMECTHOM
npueme 30 Mr s3oMernipaszoia U Auasenama Ha 45 % CHMKaeTcs KIMPEHC Jha3enama, KOTOpPbId
sBisieTcs cyoctparom uzodepmenta CYP2CI9.

[Ipu coBMecTHOM MpHeMe 330Menpasoia nepopanbHo B a03¢ 40 Mr U eHUTOMHa y OOJIBHBIX
smwtericuedt Ha 13 % moBkIanack ocTaTouHas KOHIICHTpalws (JeHUTOWHA B TuTa3Me. B cBsi3u ¢
3TUM PEKOMEHAYETCS KOHTPOJIb KOHIICHTpauuu (EHUTOMHA B IUIa3Me€ B Hadaue JICUCHUS
330MENpa3ojoM U Mpu ero orMmeHe. [Ipumenenue omernpaszona B 1o3e 40 Mr oauH pa3 B CyTKU
MPUBOJIUIIO K YBEJTMYCHUIO TUIOIIA/IU MO KPUBOM «KOHIEHTpalus — BpeMs» U Cmax BOPUKOHA30J1a
(cyoctpat m3odepmenta CYP2C19) Ha 15 % u 41 %, COOTBETCTBEHHO.

[Ipu mpumMeHeHHMH 330Mempa3oyia MepopaibHO B 103¢ 40 Mr mamMeHTaMu, IONyYaloluIiMU
BapdapuH, BpeMsl KOarylsllMd OCTaBajoCh B IMpeaenax IOMyCTHUMBIX 3HaueHui. OmHako
co0o0IaIoch O HECKONbKMX CIOydyasX KIMHUYEeCKH 3Hauumoro mosblimienus MHO
(MeXIIyHapOJHOE HOPMAJIM30BAaHHOE OTHOIICHUE) NIPU COBMECTHOM NMpPHUMEHEHHWH BapdapuHa u
s3oMerpasonia. B cBsa3u ¢ atuM pekomenayercss MoHutopunr MHO B Havasie 1 Mo OKOHYaHUU
COBMECTHOT'O IPUMEHEHUS ITHX IPeraparos.

[To pesynbTaram wHCCIEAOBAaHUN OTMEUEHO (apMaKOKHMHETHYECKOe/(papMaKoJMHAMHYECKOE
B3aUMOJICCTBUE MEXIY KIOMUAOrpesioM (Harpy3ouHas no3a 300 Mr u mojajep KuBaroias J103a
75 mr/cyT.) u 330Merpa30yioM (40 MI/CyT. BHYTPE), KOTOPOE MPUBOJIUT K CHIDKCHUIO SKCITO3UITUU
aKTUBHOTO MeTaboiuTa kiomugorpena B cpenHeM Ha 40 % U CHIDKEHUIO MaKCHUMAallbHOTO
uHruOupoBanus AJld-uHIyIMPOBAaHHOMN arperaiuu TpoMOOIIUTOB B cpeaHeM Ha 14 %.
Knuanyeckast 3Ha4MMOCTB 3TOTO B3aMMOJAEUCTBUS HE SICHA. B IPOCTIEKTUBHOM MCCIIEIOBAaHUU Y
MaIMEeHTOB, MOJYYaBIINX IUIale00 I OMEIpa3oi B 03¢ 20 MI/CyT. OHOBPEMEHHO C Tepanuen
KIIOMHJIOTPENIOM M aneTuiIcanuimioBoit kucnotoi (ACK), u nmpu aHann3e KIMHUYECKUX UCXOI0B
MacCIITa0HBIX PaHIOMHU3WPOBAHHBIX HCCIEAOBAaHUNW HE OBUIO TMOKa3aHO TMOBBIIICHUS PHCKa
CepACYHO-COCYTUCTBIX ~OCIOXKHEHHUH TMPH COBMECTHOM MPHUMEHEHHHM KJIONHIOTpena |
WHTUOUTOPOB NMMPOTOHHOM MTOMITBI, BKITFOYAst 330MEIPa3ol.

PesynbTaThl psaa HaOMIOAATEIBHBIX UCCICOBAHUM MPOTHBOPEYMBHI U HE JAIOT OJIHO3HAYHOTO
OTBETa O HAJUYMUU WJIM OTCYTCTBHM IOBBIIIEHHOTO PHCKA TPOMOOIMOOJIMUYECKUX CEepJeUHO-
COCYIIUCTBIX OCJIOXHEHWH Ha ()OHE COBMECTHOTO MPUMEHEHHUS KIIOTHIOTpEeNa M WHTHOMTOPOB
MIPOTOHHOM MOMIIBI.

[Ipy npumMeHeHMH KIONMUAOIpEsia COBMECTHO C (UKCHUpOBaHHON KomOuHamumeir 20 mr
s3omernpaszona u §1 mr ACK skcrno3unus akTHBHOTo MeTaboJinTa KJIOMUA0Tpeia CHU3HIIACh ITOUYTH

Ha 40 % 1o cpaBHEHHUIO ¢ MOHOTeparnued KIOMUIOTPEIOM, MPU ITOM MaKCUMaJIbHBIE YPOBHU
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uHrnoupoBanus AJ[D-MHIYyIMPOBaHHON arpelanuu Tﬁ%;fa%; %‘E&%ﬂéﬁﬁéﬁgﬁbﬁﬁﬁ: :l‘lTO,

BEPOATHO, CBSI3aHO ¢ 0JTHOBpeMeHHbIM npuemMoM ACK B HU3KOM A03€.

[Ipumenenue omepazona B no3e 40 Mr oAuH pa3 B CYTKH HPHUBOAUIO K YBEIMUECHUIO Cmax U
TJTOIIAAM TOJI KPUBOM «KOHLEHTpALMS — BpeMsD» 1uiiocTaszosia Ha 18 % u 26 %, COOTBETCTBEHHO;
JUIS OJTHOTO M3 aKTUBHBIX META0OJUTOB IMJIOCTA30JIa yBEeIWYeHHE cocTaBmio 29 % u 69 %,
COOTBETCTBEHHO.

VY 310pOBBIX JOOPOBOJIBIIEB COBMECTHBIN TMEPOpaIbHBIA MpUeM d30Memnpaszona B ao3e 40 Mr u
ru3anpuaa Ha 32 % moBblIIial BEJTMYMHY TUTOMIAIHU 0] KPUBO# «KoHIeHTpanus — Bpemsd» (AUC)
u "Ha 31 % yBenmuuuBan mnepuoi mnonyBbiBeaeHus (t12) UId LuU3anpuaa; MaKCUMajbHbIE
KOHLEHTpAllUU IU3anpuia B IUIa3Me IpU STOM 3HAUUTENBHO HE U3MeHsUMch. He3HauuTenbHoe
ynnuHenue wuHTepBana QT, koropoe HaOMIONANOCh MPH MOHOTEPANUU LU3AMPUIOM, IPH
J00aBJICHUH 330MeMpa3oiia He YBEIUUUBAIOCH (CM. pasaen 4.4).

[Tpu 0THOBPEMEHHOM MPUMEHEHHH H30METNPa30iia U TAKPOIUMyca ObLIIO OTMEUEHO MOBBIIICHUE
KOHLEHTPALUU TAKPOJIMMYCa B CBIBOPOTKE KPOBH.

Y HEKOTOpHIX MAIMEHTOB OTMEYaJHM IOBBIIICHHWE KOHIEHTPAIlMM METOTpeKcara Ha (oHe
COBMECTHOT'O MMPUMEHEHHSI C UHTUOUTOpaMH IPOTOHHOM nomiibl. [Ipyu Ha3HaAUEHUU BBHICOKHX 103
METOTpeKcaTa CIeAyeT pacCCMOTPETh BO3MOKHOCTh BPEMEHHOM OTMEHBI 330Mepa3oa.

[Toka3zaHo, 4TO 330MeNPa30Jl HE BBI3BIBACT KIIMHUYECKU 3HAYMMBIX U3MEHEHHH (papMaKOKHHETHKU
aMOKCHUIIWIJIMHA U XUHU]IUHA.

HccnenoBanuii mo M3y4eHUIO B3aMMOJCUCTBUSA 330MEIpa3ojia ¢ JAPYTUMHU JIEKaPCTBEHHBIMU
CpPEICTBaMU IIPU €r0 BHYTPUBEHHOM INPUMEHEHHMM B BBICOKHX N03ax (80 Mr ¢ mocienyrommm
BBEJICHUEM B J103€ 8§ MI/4) HE MPOBOAMIOCh. BO3MOXHO, NMPU TaKOM pexXHUME IO3UpPOBAHUS
730MENpa3oil OKa3blBaeT 0oJiee BBIPAKEHHOE BIUSHUE Ha (PapMaKOKMHETHUKY CyOcTpaTroB
uzopepmenta CYP2CI19. IlosToMy mnamueHThl [OOJDKHBI HAXOJUTHCA IMOJ HPUCTAIBHBIM
MEIUIUHCKUM HaOJI0JIEHHEM BO BpeMsi BHYTPUBEHHOT'O BBEJICHHSI 330MeTpa3oJa.

BansHme JIeKapCTBEHHEIX IIPEenapaToB Ha (baDMaKOKI/IHeTI/IKV npeérapara 330MCHD330H

B merabonusme 330Mernpazona ydactByroT uzopepmentel CYP2C19 u CYP3A4. CoBmecTHOE
HepopalibHOE  TPUMEHEHHE 330Mempaszoia M uHruouropa wuszodpepmenra CYP3A4,
kiaaputpomuinHa (500 mMr 2 paza B CyTKH) IPUBOJMT K ABYKpaTHOMY yBenanueHuto 3HaueHuss AUC
Ju1st 330Menpasoiia. COBMECTHOE TIPUMEHEHHUE I30MeIpa3oiia 1 KOMOMHHUPOBAHHOTO HHTHOUTOPA
nzopepmentoB CYP3A4 u CYP2C19, nanpumep, BOpuKOHAa30I1a, MOXKET MIPUBOJUTE O0Jiee ueM K
2-x xpatHoMy yBenuueHuto 3HaueHuss AUC i 330menpazona. Kak npaBuiio, B TakKuxX CiIydasx
He TpeOyeTcss KOpPpeKIMM J03bl 330Menpasosia. Koppekius J03bl 330MENpas3oia MOXKET
noTpedOBaThCS y MAIIMEHTOB C TSHKENBIM HapylieHueM QyHKIUU II€YeHU U MIPU JJIUTEIbHOM €ro

MMPUMCHCHHUH.
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JlexapcTBeHHBIE MpenapaThbl, UHAYLHUPYIOIIKE 30d)engﬂ'1:L1:&@%%@Tgwéfﬁlf‘rdxﬂc' :'KaK,

CMEPTHOMY OTYETY

pudaMuIiH U Tpenaparsl 3Bepo00si MPOIBIPSBICHHOTO, TPU COBMECTHOM NPUMEHEHUHU C
930MENPa30JI0M MOTYT MPUBOJANTH K CHIKEHUIO KOHIICHTPAIIMH 330METPa30Jia B I1a3Me KPOBH 32
CYET YCKOpPEHHUs MeTa00IM3Ma 330MeIpasoJia.

Jlns pacTBOpeHMS TMpernapaTa JOJDKHBI HCIIOJIB30BAaThCS TOJBKO JIEKAPCTBEHHBIC CPEJICTBA,
YIOMSIHYTBIC B pazzene 6.6.

4.6. @epTUWIBLHOCTDH, 0ePEMEHHOCTH U JAKTANMUS

bepemeHHOCTD

B HacTosiiee Bpemst JaHHBIE O TPUMEHEHUHT 330METPa3oJia B IEPHO]T OEPEMEHHOCTH OTPAaHUYCHBI.
B wuccnenoBaHMsX Ha JKMBOTHBIX HE BBISIBJICHO KAaKOTO-THOO TPSIMOTO WM KOCBEHHOTO
OTPUIATEIILHOTO BO3JICUCTBUS TpermapaTa D30MEmpazo Ha Pa3BUTHE SMOpPHUOHA WIH ILUIOJA.
BBenenue parieMuueckoil cMecH mpernapara Takke He OKa3bIBaJI0 KaKOro-Tu00 OTPULIATEIHHOTO
BO3/ICHICTBUS HA )KUBOTHBIX B MEpUOJ OEPEMEHHOCTH, POJIOB, a TAKXKE B IEPHUOJ ITOCTHATAILHOTO
pa3BHUTHSL.

Haznavats npenapart B mepuo1 6epeMeHHOCTH CJIEIYET TOJBKO B TOM CiIy4ae, KOT/1a OXujaaeMmas
0JIb3a ISl MaTePH MPEBBIIIACT BOSMOYKHBIN PUCK JJIA IIO/1A.

JlakTanus

Her nmaHHBIX O TpPHMEHEHHWH TIperapara >KCHIMMHAMU B IEPUOJ JIaKTaud. HewsBecTHO,
BBIJICJISIETCSI JIM 330METPa30J1 C TPYAHBIM MOJIOKOM, IIO3TOMY HE CIIeyeT Ha3Ha4YaTh D30Menpa3o
B MEpUOJl KOPMJICHHS TpyAbl0. B ciiydae HEOOXOAUMOCTH TEpanuu MpernaparoM D30Menpason B
NEepUOJ JTAKTAIlUU CIEAYET pACCMOTPETh BO3MOXKHOCTD MPEKPAILIEHUS TPYTHOTO BCKAPMIUBAHUSI.
4.7. BausiHHe HA CMOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPEeICTBAMHU W padoTaTh C
MeXaHU3MaMHu.

B cBs3u ¢ Tem, 4TOo BO BpeMs Tepaluu MpenapaToM I30MENpa3oil MOTYT HaOIIoAaTbCs
TOJIOBOKPY>KEHHE, HEUYETKOCTh 3PEHHUS U COHJIHMBOCTB, CIEAYyeT COOMI0IaTh OCTOPOXKHOCTH MpPHU
YIPaBJICHUU aBTOTPAHCIIOPTOM M IPYTUMHU MEXaHU3MaMHU.

4.8. HexeaaTeJbHble peakIuu

Tabauunoe DPE3IOME HEXKENATEIbHBIX PEaKIINN

Hwoke npuBeIcHbI HeXeTaTeIbHbIC PEaKIIUU, OTMEUCHHBIC B KIIMHUYSCKUX UCCIICAOBAHUSIX U ITPH
MIOCTMApKETHHTOBOM IIPUMEHEHHH Tperapara.

YacToTa HEXENaTeNbHBIX PEaKIHil MPUBEAECHA B BHJEC CICAYIOIICH Tpajallii. OYCHb YacTo
(>1/10); gacro (>1/100, HO <1/10); Hewacto (>1/1 000, mo <1/100); penxo (>1/10 000, HO
<1/1 000); ouensn peaxo (<1/10 000); yacTora Hen3BecTHa (HA OCHOBAHWU UMEIOIIUXCSI JAHHBIX

OIICHUTH HEBO3MOIKHO).
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Hapywenus co cmoponwl | IeKONECHHUS, (MO E:*Bét&’é'TEnE'H"" CTE0002]
Kposu u JaumM@amuyeckol | TPOMOOIIMTONICHUS
cucmemul arpaHyJIOIHMTO3, OUYEHb PEIKO
MAHIUTOIICHUS
Hapywenus co  cmoponsi | peakuuu penko
UMMYHHOU cucmembl TUTEPIYBCTBUTEIHLHOCTH
(mampumep, JTUXOpPAIKa,
QHTMOHEBPOTUYECKUI  OTEK,
aHaUITaKTHIeCKast
peakiusi/anaQUIaKTHICCKUI
110K )
Hapywenua memabonusma u | nepudepruieckue OTeKH HEYacTo
numaHus TUTIOHATPHCMHS penko
TUTIIOMarHueMus; OUYEHb PEIKO

THIIOKAJIbLHHUEMUA BCJIICACTBHC
TSKEIION TUIIOMAarHucMHmum,
TUIIOKAJIMEMU S BCJIICACTBHEC

T'MIIOMarHucMHmumn

Icuxuueckue Hapywernus

OecCOHHMIA

HEYaCTO

Jenpeccusi,  BO30YXKICHHE,

3aMCIIaTCIbCTBO

penko

raJunroquHanu, arpeCCUuBHOC

OYEHB PE/IKO

MOBE/ICHUE
Hapywenus co cmoponul | TONOBHas 00Jb 4acTo
HEepeHOU cucmeMbl rOJIOBOKPY’KEHUE, HEYacTo
IIapecTe3UH, COHJINBOCTh
HapylIeHHe BKyca penxo
Hapywenuss co  cmopoHbl | HEUETKOCTb 3pEHUS penko
opeana 3penust
Hapywenus co cmoponwl | GpoHXOCTIa3M penko
ovIxamenvbHou cucmembl,

op2ano8 2pyOHOU KIemKu U

cpedocmenist
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Kenyoouno-kuuieunvie

HapyweHus

00Jb B  KHBOTE, 'Elcllr}op,lt

AL TENEHOCTE 0002)

nuapes, METEOPU3M,

TOIITHOTA/pBOTA

CYXOCTb BO PTYy

HEYacTo

CTOMATHUT, KaHIu 103
JKCIIY JOYHO-KHUIICYHOI'O

TpakTa

penko

MHKPOCKOIIMYECKUN  KOJUT
(moTBEepPKIACHHBIHN

FI/ICTOHOFI/I‘IGCKI/I)

OYCHb PEIIKO

Hapywenuss co cmoponwl
neueHu U JiCenyuegbl8o0AUUX

nymet

ITIOBBIIIICHHUEC AKTHBHOCTH

«TEYEHOYHBIX» (PEPMEHTOB

HEYaCTO

renatuT (C KEITyXOW WIIH

0e3)

penko

MeYCHOYHAs
HEJI0OCTaTOYHOCTb,
sHIEedaANoNaTHs y MalueHTOB

¢ 3a00JIeBaHHEM II€UEHU

OYCHb pCAKO

Hapywenusa co cmopoHnul

KOHCU U NOOKOIICHBIX MKAHEU

p€akiuu B MCECTC BBCIACHHA

npemapara*

qacTo

JEpMAaTHUT, 3yn, CHhIIb,

KpaltMuBHHULIA

HCYaCTO

aJIoTeIIus,

(dhoToceHcOMIU3AIUS

penko

MYyJbTU(QOPMHAs  SpUTEMA,

CUHJIpOM CrtuBeHca-
J>xoHCOHa, TOKCHUYECKHU I
SNUICPMAIBHBI  HEKPOJIU3,
OCTPBI  I€HEepaJIu30BaHHbBIN

SK3aHTEMATO3HBIN IIyCTYyJES,

JIEKapCTBeHHAs]  CHIIlb  C
203uHOGUITHEH u
CUCTCMHbBIMU CUMIITOMaMH

(DRESS-cunpom)

OYCHb PEIIKO

11
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Hapywenuss co cmoponwl | apTpanrus, MUJICUs (MOCT E:*Bét&’(.i'TEni:'H"-' CTE0002]
MbIUEYHOU, CKelemHou U
COCOUHUMENbHOU MKAHU
MBIIIEYHAs CJIa00CTh OYEHb PEIKO

Hapywenus co cmoponbl | ”HTEpCTUIIMAIBHBIN HEQPUT | OUEHB PEIKO

novyex u MOU66b1600}11/1/;ux

nymeii
Hapywenuss co cmoponvl | THHEKOMACTHS OYEHb PEIKO
PenpoOyKmuGHoll cucmemyvl U | SpeKTUIIbHAS TUCHYHKIIUSL 4acTOTa HEU3BECTHA

MOJIOYUHbIX JHcenes3

061/141/18 Hapyuierus u peakyuu | HCAOMOTaHuEC, IOTINBOCTb pPEaAKO

6 Mecme 66e0eHUs

* Peakuiuu B MecTe BBeEICHUS npciiapara, B OCHOBHOM, OTMCYAINCh B KIMHHYCCKOM

UCCIIEIOBaHUHU ITPU HA3HAUEHHUH 330MeNpa3oiia B BEICOKOH 103¢€ B TeueHue 3 cyTok (72 vaca). [Ipu
JOKJIMHUYECKOM H3yYeHMM 330MENpa3osia s BHYTPUBEHHOI'O BBEJEHHS pa3ipakaroliero
JIEICTBUS BBIABIEHO HE ObUIO, OJHAKO OblIa OTMEuYeHa ciadas BOCHAJIMTENbHAsl peakuus Hpu
MOJIKOYKHOM BBEJICHUU Mpernapara, 3aBucsiias OT KOHIEHTPAIMH 330MeIpa3oJia.
Coobmanoch 00 OTAENBHBIX CIydasx HEOOpaTUMOIrO HapyIIECHHs 3pEHUs NMPH BHYTPUBEHHOM
BBEJICHUU OMETpa30Jia NallMeHTaM B KPUTHUECKOM COCTOSTHMM, OCOOCHHO IIPY BBEJIEHUH BBICOKUX
7103, IPUYMHHO-CJIEICTBEHHOM CBA3M C MPUEMOM Ipenapara He yCTaHOBIIEHO.

€TH
JlaHHble 1O 0€30IIaCHOCTH NPUMEHEHUS 330MEIpa3oya y AEeTed COMIacyloTcs ¢ NpoduieM
0€30MacHOCTH Y B3pOCIIBIX.

Coo011eHne 0 mMoJ03pEBAEMBIX HEXKEIATEIbHBIX PEAKIIHIX

BaxxHo coo01ath 0 1o/103peBaeMbIX HEXKENATEIbHBIX PEAKIUAX II0CIIE PErUCTpaLMY IIpernapara ¢
HeNnpl0  00eCreyeHuss HEeNpPEepbIBHOIO MOHUTOPMHIA COOTHOUIEHHs 'MoOjb3a — pHUCK"
JIEKapCTBEHHOTO Tpemnapara. MeIuIMHCKUM pabOTHUKAM PEKOMEHIYeTCs COOOIaTh O JFOOBIX
MO/I03PEBAEMbIX HEXKEJIATENIbHbIX PEaKIUAX JIEKAPCTBEHHOrO Mpernapara 4yepe3 HallMOHAJIbHbIE
CUCTEMBl COOOILEHUS O HEXKEeJaTeJIbHbIX pPEaKIUsAX TrocyAapcTB — ujIeHOB EBpasuiickoro
HKOHOMUYECKOTO COI03a.

Poccuiickas ®@enepanus

DenepanbHas cityx0a 1o Haa30py B cdepe 3ApaBOOXpaHEHHUS

Anpec: 109012, Mocksa, CnaBsiHCKas 11011aib, 1. 4, cTp. 1

Tenedon: + 7 (800) 550-99-03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Wnrepuer-cait: https://www.roszdravnadzor.gov.ru
12
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(NOCNEQCBATENEHOCTE 0002)

4.9. Tlepeno3dupoBka

Ha Hacrosmuii MOMEHT ONKMCAaHbI KpaliHEe PEAKUE CIIyYau YMBIIUICHHONW MEPEeI03UPOBKH.
CuMnTOMBI

[Tpu nepopanbHoM mpueme 280 Mr 33oMenpasona ObUIM ONMMUCAHBI CIAOOCTh U CHUMIITOMBI CO
CTOPOHBI JKEIYJOYHO-KMIIEYHOro Tpakra. Pa3oBelii mpuem 80 Mr s3omMemnpasonia BHYTPb U
BHYTpHBEeHHOE BBesieHHe 308 Mr B TeueHue 24 4acoB HE BBI3BIBAIH KaKUX-THOO OTPUIIATEIBHBIX
IOCIIEACTBHUM.

Jleuenue

AHTHIOT 330MeNpa3osia HEU3BECTEH. D30MENpa3oil XOpPOUIO CBS3bIBAETCS € O€JIKaMU IIa3MBl,
nostoMy auanu3  manoddpgextuBeH. Ilpu  mepeno3upoBke  HEOOXOAMMO  MPOBOAUTH

CHUMIITOMAaTH4YCCKOEC U 06]].[66 MOoAACPIKUBAIOIICC JICHCHUC.

5. ®APMAKOJIOTMYECKHUE CBOVMCTBA

5.1. ®dapmakoamHaMHU4YecKHe CBOICTBA

dapMakoTepareBTUYECKass TPYIIa: JKele3 JKeIyIKa CEKPEIHMI0 TOHWKAIIIee CPEICTBO —
MIPOTOHHOTO HAacOca MHTUOUTOP.

Kon ATX: A02BCO05.

D30Memnpa3ol SBIAETCS S-HU30MEPOM OMENpa3oja U CHUXKAET CEKPEIUIO COJITHOW KHCIOTHI B
KEITYAKE yTeM CIenu(pUIeCKOro HHrHOMPOBAHUS TIPOTOHHOM TTOMITHI B TTAPUETATBHBIX KJIETKAaX
Kemyaka. S- u R-uzomep omenpasoia 00Jagar0T CX0HOM (hapMaKOTUHAMUYECKONH aKTHBHOCTHIO.

MexaHN3M e CTBUS

D30Menpa3ot ABISIETCs CIa0bIM OCHOBAHUEM, KOTOPOE EPEXOAUT B aKTUBHYIO (POpMY B CUIIBHO
KHCJION Cpe/ie CEKPETOPHBIX KaHAJIbLIEB MAPUETAIBHBIX KJIETOK CIM3UCTON 0OOJIOUKH KelyaKa U
MUHTHOUpYET MpOTOHHYI0 momity — ¢epment HY/K™-AT®a3zy, npd 5TOM MPOUCXOIUT
UHTUOMpOBaHUE KaK 0a3ajabHOM, TaK U CTUMYJIMPOBAHHONM CEKPELIUHU COJITHOM KUCIIOTHI.

dapmakogngamuyeckue 3P HeKToI

Brnusanue na cekpeyuio consiHou KUCI0mul 8 JcenyoKe

[Tocne mpuema BHYTpb 330Menpa3zosna B 103¢ 20 mr win 40 Mr B TeueHUe 5 AHEH MalleHTaMu ¢
['OPB ¢ HanuyreM CHMITOMOB OTMEYAJIOCh CHU)KEHUE CEKPELIUU COJITHON KMCIIOTHI B XKETyIKe Ha
HPOTSDKEHUH O0JbIIel yacT cyToK. D¢ dekT OblT 0IMHAKOB IPY BHYTPUBEHHOM BBEJICHUH U IIPU
IIpUEME BHYTPb.

Anamm3  (papMaKOKMHETHYECKUX  JAHHBIX  IMO3BOJMJI  BBISIBUTH  B3aMMOCBSI3b  MEXITY
MHTUOMPOBAHUEM CEKPEIMU COJITHOM KUCIIOTHI M KOHIIGHTpaluei 330Menpa3oiia B mia3Me nocie
npuéma BHYTpPb (A1 OLEHKM KOHLIEHTpAlMM ucnoib3oBainu mapamerp AUC — muomanb 1moj
KPUBOU «KOHIICHTPAILIHS — BPEMSD»).
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Ha ¢one BHyTpuBeHHOTO BBeACHUS 80 MT 330N enpasoﬂﬂ;“l:elgéi; 'OTMISII# ¢ oEne 3'7'1!6h1e171

CMEPTHOMY OTYETY

NPOJJICHHON BHYTPHBEHHOW HMH(QY3MeH 330Memnpaszoia B no3e 8§ Mr/d B TeueHue 23,5 yacoB
3HauUeHUE KenyouHoro pH ObuTo BhIIE 4 B TeUeHUE, B cpeHeM, 21 Jaca, U BhIllie 6 — B TCUCHHE
11 — 13 yacos.

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Tepanesmuueckuii 3¢ghgpexm, oocmueaemvlii 8 pe3yivmame UHSUOUPOBAHUSL CeKpeyuu COJISIHOL
KUCI0Mmbl

3axxuBneHue pedirokc-330paruta Mnpu mepopaibHOM MpuEMe 330Mernpaszona B goze 40 mr
HACTYyIaeT NpuOIM3UTENnbHO y 78 % marueHToB uepe3 4 Heaenu Tepanuu u'y 93 % nanueHToB
yepe3 8§ Hellenb TeparmH.

[Toxazana 3¢ ¢deKkTHBHOCTH Mpenapara I30Menpa3oll Ipyu KPOBOTCUCHUH U3 MENTHUECKON S3BBHI,
MOJTBEPKICHHOM SHIOCKOMTUYECKH.

Hpyeue a¢hghexmul, ceazannvle ¢ uHeUOUPOBAHUEM CEKpeyUlU CONAHOU KUCIOMbL

Bo Bpewms nedeHus npenapaTamMy, NOHMKAIOLIUMH CEKPELUIO JKeJle3 Kelly/Ka, KOHLIEHTpalus
racTpyHa B IIJJa3M€ IIOBBIIIAETCS B PE3YyJbTaT€ CHUKEHMSI CEKPELUUH COJISIHOM KHUCIIOTHI
BcnenctBue  CHMDKEHHST — CEKpPELIMM  COJSHOM — KHUCJOTHI  TMOBBIMIACTCS  KOHIEHTpALUs
xpomorpanuHa A (CgA). Ilosbiuenne koHueHTpaun CgA MOXET OKa3blBaTh BIMSHHUE Ha
pe3ynbTarthl  OOClIeOBaHMM  JIsl  BBISIBJICHUS  HEHPOIHAOKPUHHBIX  omyxonei. Jlng
IPEIOTBPALICHHS JAHHOTO BIUSHUS TEPANNI0O MHTMOMTOpaMH MPOTOHHOM MOMIIBI HEOOXOAMMO
MPUOCTAaHOBUTH 3a 5 — 14 nHeil 1o nmpoBeneHus uccineaoBanus konuentpauun CgA. Ecnu 3a 310
Bpems KoHLeHTpauus CgA He BepHyslach K HOPMaJIbHOMY 3HAUEHUIO, MCCIEAOBAHUE CIEHAYET
MOBTOPHTb.

VY nereii u B3pOCIHBIX NALMEHTOB, IPUHUMABLIMX 330MENPa30il BHYTPb B TEUEHUE JIUTEIHHOIO
IPOMEXYTKa BPEMEHH, OTMEYaloCh YBEIMUYEHHE KOJMYecTBa 3HTEepoxpoMadGuHOnogoOHbIX
KIJIETOK, YTO, BEPOSTHO, CBA3aHO C YBEJIMYEHHEM KOHLEHTPALIMM TacTpUHA B ILIa3Me.
KimHM4Yeckol 3HaUMMOCTH JAHHOE SIBJICHUE HE UMEET.

VY mnanueHToB, NMPUHUMABIIMX IE€POPAIBHO B TEUEHHE JIUTEIBHOIO BpPEMEHH IIpernaparsl,
MOHMXKAOINE CEKPELUIO JKeJle3 JKelyAKa, Jalle 0TMeYaloch 00pa30BaHUE JKENE3UCThIX KUCT B
Kenmynke. OTH  sSBJIEHHS OOYCIIOBJIEHBl (DM3MOJIOTUYECKUMH HM3MEHEHUSIMH B pe3yJibTaTe
MHTUOMPOBAHUS CEKpEIUU COJISHOW KHUCIoThl. KHCTBI 100pOoKayecTBEHHbIE M IOABEPTatOTCs
00paTHOMY pa3BUTHIO.

[IpumeHeHne JIeKapCTBEHHBIX IPENapaToB, MOJABIISIOMIUX CEKPELUI0 COJISHOM KHCIOTHI B
KeNmyJIKke, B TOM 4YHCJIE, MHTUOUTOPOB MPOTOHHOW IOMIIBI, COMPOBOXKIACTCA YBEIHMUCHHEM
CoJIepKaHus B )KellyIKe MUKPOOHOM (10pbl, B HOPME MPUCYTCTBYIOLIEH B JKEITYJOYHO-KUILIEYHOM

Tpakte. [IpumeHeHre HHrMOUTOPOB MPOTOHHOW MOMITBI MOXET MPUBOJUTH K HE3HAUUTEILHOMY
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YBEITUYCHUIO PUCKAa WH(MEKITMOHHBIX 3a00JIeBaHMI men}gmgﬁglg%@ﬁgwgéfﬁtggQ&}l{oro

Salmonella spp., Campylobacter spp. u, y TrOCHHTaIM3UPOBAHHBIX MAIIMEHTOB, BEPOSTHO,
Clostridium difficile.

eTH
VY nereii B Bo3pacTe MeHee 1 Mecsia u B Bo3pacte 1 — 11 mecseB Ha poHe mprema nepopajibHOTO
a3omemnpasona B 1o3e 0,5 mr/kr u 1,0 MI/KT, COOTBETCTBEHHO, OTMEUEHO YMEHBIICHUE CPETHETO
MPOIIEHTa BPEMEHH CO 3HadyeHHWEeM BHyTprkenynouHoro PH menee 4. I[Ipodwmins 6e3omacHocTH
330Menpasofa y AeTel CX0XK ¢ TAKOBBIM Y B3POCIBIX.
5.2. dapMakoKkMHeTHYeCKHe CBOIiCTBa

Pacnopenenenne

Kaxymuiics 00beM pacpeesieHns Ipyu paBHOBECHOM COCTOSTHUY Y 3/J0POBBIX JIFOJI€H COCTABIISET
npubsmsutensHo 0,22 j1/Kr Macchl Tenna. D30Menpas3oi CBI3bIBaeTcs ¢ Oenkamu mia3msl Ha 97 %.

BI/IOTDaHC(bODMaHI/IH

D30Menpa3oil MOABEPraeTcsl MOJHOMY METaboiIM3My C yyacTHEM CHCTeMbl Lnutoxpoma P450.
OcHOBHasT 4YacTh METAa0ONM3UPYETCSs NPU YYACTHH  CHEHU(PHYECKOrO MOJIUMOPPHOTrOo
uzodpepmerta CYP2C19, nmpu 3T0M 00pa3yroTcst TMIPOKCUINPOBAHHBIE M JECMETHINPOBAHHbIE
MeTa0OoIUThI 330Menpa3zona. MeTaboau3M ocTaBlIeics YacTH OCYLIECTBISAETCA M30(hepMEHTOM
CYP3A4; npu stom 00pazyercsi Cyab(ONpPOU3BOIHOE I30MEINpPa3ojia — OCHOBHOM MeTaOouT,
OIpeEIsAEMBbIH B IUIa3Me.

OIUMUHAIMA

[TapameTpsl, NpHUBEIEHHbIE HIXKE, OTPAKalOT, B OCHOBHOM, Xapakrep (apMaKOKUHETUKU Y
MAIMEeHTOB C MTOBBIIIEHHON aKTHBHOCTHIO n3odepmenta CYP2C19.

OO0muii niaasMeHHbIH KIMPEHC COCTaBIIAET MpUMEpHO 17 Ji/4 mocie OJHOKPATHOTO BBEICHUS
npenapata ¥ 9 J1/4 — npu NOBTOPHBIX BBeJAeHUAX. [lepros momyBbiBeeHus coctasiseT 1,3 yaca
IpY TIOBTOPHBIX BBEJICHUSAX ITperapara OAUH pa3 B CyTKu. [1nomaas moa KpuBoi «KOHIIEHTPALUs
— Bpemsi» (AUC) yBennumBaeTcst pu MOBTOPHOM BBEJICHHH. DTO YBEINUCHUE SIBIISICTCS BPEMsi-
JI0303aBUCUMBIM, UTO SIBJIIETCS CJEACTBHEM CHIDKEHHS MeTabonu3ma IpU  «IEpPBOM
IIPOXOXKACHUN» YEPE3 NIEUYEHD, a TAKXKE CHUKEHHUSI CHCTEMHOT'O KIIMPEHCA, BEPOSITHO, BBI3BAHHBIX
TEM, YTO 330MENPa30Jl U/HIHU ero Cyab(pornponu3BoaHoe HHInoupyoT nzopepment CYP2C19.
[Ipu exenHEBHOM MNPUMEHEHUU OJMH pa3 B CYTKH 330MENpPa30jl MOJTHOCTHIO BBIBOJUTCS U3
IJIa3MBbl B IIEpEPbIBE MEX Y BBEICHUSIMHU, TEHACHIINN K KyMYJISIIUU 330MENpa30Jia He OTMEYaeTCsl.
[Ipy moBTOPHOM BHYTPHMBEHHOM BBEJIEHUU 330Menpaszoia B 103e 40 Mr cpeaHsss MakCUMallbHas
KOHIIGHTpalusi B IJIa3Me cocTaBisieT npuOnusurensHo 13,6 mxmons/n. Ilpu mpueme BHYTph

AHAJIOTUYHBIX 103 CPCAHAA IUIa3MEHHAasd MaKCUMaJiIbHasl KOHOCHTPALUA COCTABIISICT 4,6 MKMOJIB/JI.
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HeckoibKkO MEHbIIE YBEIUUMBAETCS 0O0IIas bkerosutis (MPHEmEsHTenoRo’ 1a | 307 94y mpu

BHYTPUBEHHOM BBEJICHHH 330MENPa30Jia 0 CPABHEHUIO C IEPOPATBHBIM MPUEMOM.

[Ipu BHYTpHBEHHOM BBeJIeHMU A30Menpa3zona B 1o3ax 40 mr, 80 mr u 120 mr B Teuenue 30 MUH ¢
MOCIIEAYIONUM BHYTPUBCHHBIM BBEJIEHUEM B J103¢ 4 Mr/4 win 8 Mr/d4 B TedeHue 23,5 4 Oblia
nokasaHa JuHenHas 3asucuMoctb AUC OT BBOAMMOM /103bI.

OcHoBHBIE METa0OJIUTHI A30MENPaA30iia HE BIUAIOT HA CEKPELUIO COJISTHOM KHUCIOTHI B KEIyAKE.
[Tpu nepopansHOoM npuMeneHun 10 80 % 103bI 330Menpa3oiia BEIBOJUTCS B BHJIE METaOOIUTOB
MOYKaMHU, Jpyras 4acTb — KUIIEYHUKOM. B Moue oOHapyxuBaercs meHee 1 % HEM3MEHEHHOTO
330Menpasoa.

OcobeHHocTr (hapMaAKOKUHETUKY B HEKOTODBIX IPYIINAX HAMEHTOB

[Tpubnuzutensuo y 2,9+1,5 % Hacenenusi cHmkeHa akTUBHOCTh u3opepmenta CYP2C19. ¥V
TaKUX MAIMEHTOB METa0O0IU3M 330MENpa3ojia, B OCHOBHOM, OCYIIECTBISIETCS C IOMOIIBIO
CYP3A4, u npu noBTOopHOM IipreMe BHYTpb 40 MI 330Mernpa3oiia OJHOKPATHO B CYTKH CPEIHSsSA
IJIOIIAb TOJ KpHMBOM «KOHLEHTpauus — Bpemsi» Ha 100 % Bpllle, 4eM y MalHUEHTOB C
MOBBINICHHONW aKTHBHOCTRIO m3odepmernta CYP2C19. Cpennume 3HaueHUS MaKCHUMAaTbHBIX
KOHIIEHTpAllMi B IJ1a3Me y MAIMEHTOB CO CHIDKEHHOM aKTHMBHOCTHIO M30(hepMEHTa MOBBIIICHbI
npubnu3utenbHo Ha 60 %. CxonHble pa3iuuus BBISBICHBI MPU BHYTPUBEHHOM BBEICHUU
s3oMerpazona. OTMedeHHbIE OCOOEHHOCTHM HE BIMSIOT Ha JI03y W CIOCOO MpUMEHEHUs
330Menpasoa.

Jluya noosicunozo ospacma

VY mamuenToB noxwuioro Bo3pacta (71 — 80 mer) meraboim3M 330Menpas3olia CYIIECTBEHHO HE
MU3MEHSETCS.

lleuenounas nedoocmamoyrnocmeo

YV narnueHToB ¢ JITKMM U YMEPEHHBIM HapyleHneM (QyHKIIMH TeYeHNU METa00IM3M 330Menpa3oia
MOKET Hapymarbcs. Y TMAalKUEeHTOB C TsDKENbIM HapylieHueM (QYHKIUH TI€YeHU CKOPOCTh
MeTaboiM3Ma CHIKEHA, YTO MPUBOAUT K YIBOEHHUIO TIJIOIMIAIN TOJI KPUBOW «KOHIICHTpAIMUS —
BpeMs» I 330Merpasoia. TeHAEHUMH K KyMyJSIQUU H30MEnpa3oia U €ro OCHOBHBIX
MeTaboNIUTOB IIPU BBEJICHUU Tperapara OJUH pa3 B CYTKA HE OTMEYAETCH.

lloueunas nedocmamounocms

Wzydenne papMakOKMHETUKU y TAIIMEHTOB CO CHIDKEHHOW (PyHKIMEH MOYeK He MPOBOIUIOCH.
[Tockonpky Yepe3 IMOYKH OCYIIECTBIISIETCS BBIBEICHHE HE CaMOro 230MENpas3oyia, a ero
MeTaboIMTOB, MOKHO IOJIaraTh, YTO META0OJIU3M 330MEINpa3oia y MAalMEeHTOB C HapylIeHUEM
(YHKLINU OYEK HE U3MEHSETCS.

Jlemu

Wzydenne papMakOKMHETUKH d30MeENpasoia y aereir B Bo3pacte ot 0 go 18 ner mpoBoaminock

nocie 3-X MUHYTHOW BHYTPUBEHHOW NHBEKLIUU OJIMH pa3 B CYTKU B T€UEHUE 4 THEH.
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MakcumanbHYH0 PaBHOBECHYIO KOHIIEHTPAITHIO npenapé@:ﬁ:h-!ﬁ%lzk%ggg lftls's:rﬁaﬁ:bt{eﬁ'ﬁéann

yepe3 5 MUH IOCJIE€ BBEIEHUS J103bl y JAETEH BO BCEX BO3PACTHBIX Ipylax, a y B3pOCIBIX
NAIMEeHTOB — Yepe3 7 MUHYT NOocie BBEACHUs 1035l 40 MI' ¥ IO OKOHYAHUIO HH(DY3UH 10361 20 MT.

B Ta6J'II/II_[e MpEACTABJICHBI PE3YJIbTAThBI OLUCHKH CHCTEMHOM OKCIIO3MIMK 530M€IIpa3ojia B BUIC

TEOMETPUUECKUX CPEAHMX (JIManazoHa).

Bo3pacTtHas rpynna Ho3a AUC, mkMoab * 4/ | Cssmax, MKMOJIb/JT
0-1 mec* 0,5 mr/kr (n=6) 7,5 (4,5-20,5) 3,7 (2,7-5,8)
1-11 mec* 1,0 mr/kr (N=6) 10,5 (4,5-22,2) 8,7 (4,5-14,0)
1-5 ner 10 mr (n=7) 7,9 (2,9-16,6) 9,4 (44-17,2)
6-11 ner 10 mr (n=8) 6,9 (3,5-10,9) 5,6 (3,1-13,2)
20 mr (n =8) 14,4 (7,2-42,3) 8,8 (3,4-29,4)
20 mr (n =6)** 10,1 (7,2-13,7) 8,1 (3,4-29,4)
12—-17 ner 20 mr (n=6) 8,1 (4,7-15,9) 7,1 (4,8-9,0)
40 mr (n=8) 17,6 (13,1-19,8) 10,5 (7,8-14,2)
B3spocisie 20 mr (n=22) 51(15-11,8) 3,9 (1,56,7)
40 mr (n=41) 12,6 (4,8-21,7) 8,5 (54-17,9)

* — BospactHas rpynma oT 0 mo 1 Mecsina BKIIIOYala MAIl[MEHTOB CO CKOPPEKTUPOBAHHBIM
BO3pacToM (CyMMa BHYTPHUYTPOOHOTO BO3pacTa U BO3pacTa MocCiie POXKACHUS B IOJHBIX HEJIEIIX)
> 32 nosHbIX Henenb U < 44 nonHeIxX HeAenb. Bo3pactHas rpynna ot 1 go 11 mecsnes Bkiroyana
MAIMEHTOB CO CKOPPEKTUPOBAHHBIM BO3PACTOM > 44 MOJHBIX HEJEIb.

** — JIBa manyeHTa ObUIA UCKITIOYECHBI — OJTMH B CBSI3M CO CHUKEHHOM aKTHBHOCTHIO N30(epMEHTA
CYP2C19, BTOpoil — B CBSI3M C COITyTCTBYIOIIMM IPUMEHEHHEM HMHTHOUTOpa H30(pepMeHTa
CYP3AA4.

CornacHo noctpoeHHONH MoJenu Cssmax 1OCIE BHYTPUBEHHOIO BBEACHHUS 330MEMpasosia B BUJE
10-munyTHOH, 20-MHuHYTHOU ¥ 30-MHUHYTHOM MH(QY3UHU YMEHBIIUTCS, B cpeaHeM, Ha 37 % — 49 %,
54 % — 66 % u 61 % — 72 %, COOTBETCTBEHHO, BO BCEX BO3PACTHBIX TPYMIAX M TPyMmax

AO3UPOBAaHUS 1O CPABHCHUTIO CO 3HAYCHUCM Css,max IOCJIC 3-MI/IHYTHOI7I NHBCKINU.

6. ®APMAIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/bHbIX BellleCTB

Junatpus snerar

Hartpus ruapokeun (i koppexuuu pH)

6.2. HecoBmecTHMOCTH

JlaHHBIA JIeKapCTBEHHBIN TpenapaT He CIEAyeT CMENIMBAaTh C JIPYTMMHU JIEKapCTBEHHBIMU
npernapaTami, 3a UCKJIFOUYCHHEM YITOMSHYTHIX B pazjene 6.6.

6.3. Cpox rogHocTH (CPOK XpaHEeHUsl)

3 roja.

IIpurotoBIJIEHHBII PacTBOP

[Tocie BoccTaHOBIIEHUS PACTBOP XpaHUTh pu Temmneparype Hrke 30 °C ne 6onee 12 gacos.
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1 xpaneHm C/1IELOBATENBHOCTS 0002)

6.4. OcoOble MepbI NPEIOCTOPOKHOCTH NP

CMEPTHOMY OTYETY

Xpanuth mipu Ttemmeparype Hmwke 30 °C B opurmHajgbHOM yrakoBke ((IakoH B Madyke WA
KOpoOKe).

VY cnoBUs XpaHEeHHUs OCIIE BOCCTAHOBIICHHUS JIEKAPCTBEHHOTO Mpernapara cM. B pasaene 6.3.

6.5. XapakTep U coaep:KaHHe MEPBUYHOI YIAKOBKH

ITo 40 mr 330Menpazona Bo (hIakoHbI U3 OECIBETHOTO MIIM TEMHOTO CTEKIIA.

@akoH TEPMETUYHO YKYIOPUBAIOT PE3MHOBOW MPOOKOW M3 OyTHIKaydyyka M O0XHMMAIOT
ATIOMUHHUEBBIM KOJITTAYKOM HJIM KOMOMHUPOBAHHBIM KOJIIIAYKOM U3 aJTFOMUHUS U 1acTMacchl. Ha
KOJIAYOK JIOMYCKAETCS HAHECEHHE JIOTOTUIIA TPOU3BOAUTEIA.

Ha xaxxapiii prakoH HaKJIEHBAIOT STUKETKY W3 OyMaru STUKETOYHOM WM MUCYEH, NI STUKETKY
CaMOKJIESLIYIOCS.

[To 1 ¢pnakoHy BMECTE € TMCTKOM-BKJIQJIBILIIEM ITIOMENIAIOT B MTaYKy U3 KapTOHA.

ITo 10, 50 ¢pnakoHOB MOMENIAIOT B KOHTYPHYIO IUIACTUKOBYIO YITaKOBKY (TIOJIZIOH).

| KOHTYpHYIO TUIACTHKOBYIO YIAKOBKY (IIOJ/IOH) C (pJIaKOHAMU BMECTE C JINCTKOM-BKJIA IBIIIIEM
MOMEINIAIOT B MAYKy U3 KapTOHA.

Y1akoBKa JUISL CTallMOHAPOB

I[To 50 ¢1akoHOB OMEIIAIOT B KOHTYPHYIO IIACTHKOBYIO YITAKOBKY (TIOJIIOH).

| KOHTYpHYIO IUIACTHKOBYIO YHaKOBKY (MOMIOH) ¢ ¢uiakoHamMu BMecTe ¢ 5 — 10 ymcTkamu-
BKJIAJIBIIIIAMH ITOMEIIAI0T B KOPOOKY M3 KapTOHA.

Ha xopoOKy HaKJIEMBAalOT STUKETKY W3 OyMaru STHUKETOYHOW WM IMHUCYCH, WIH STUKETKY
CaMOKJIESIIIYIOCH.

He Bce pa3zmepsl ymakoBOK MOTYT OBITh JOCTYIIHBI JIJIsl peaTU3alliH.

6.6. Oco0Oble Mepbl NPEIOCTOPOKHOCTH NPH YHUYTONKEHHH HCHOJb30BAHHOIO
JIEKAPCTBEHHOT0 mMpenapaTra WJIH OTXO0A0B, TMOJYYEHHbIX TIOCJde NPHMEHEHUs!
JIEKAPCTBEHHOTO Mpenapara, u Apyrue MaHUMyJIsIHU ¢ MPenapaTom

[IpuroroBiieHre pacTBOpa

Jerpananus mpuroTOBICHHOTO pacTBOpa TJIaBHBIM 00pa3oM 3aBUCHUT OT 3HaueHus pH, B cBs3u ¢
4yeM JUIs PacTBOPEHHs IMpemnapara JOoJbKeH ObITh HCmonb3oBaH Tosubko 0,9 % pacTBOop Hatpus
XJIOpUJA Jisi BHYTPUBEHHOI'O BBE/ICHMUSI.

[IpuroToBiIeHHBI PacTBOp HE JIOJKEH CMEUIMBATHCS WM BBOJMUTHCS COBMECTHO C APYTUMU
JIEKapCTBEHHBIMHU CPEICTBAMH.

Ilepen npuMeHEHUEM PacTBOp CIEAYET OLEHHUTHh BU3YaJIbHO HAa IPEIMET OTCYTCTBUS BUAMMBIX
MEXaHUYECKUX NpUMeced U HU3MEHEeHMs I[BeTa. TOJbKO MpO3pauHblil pacTBOp MOXKET ObITh
HCIIOJIb30BaH.

[TpuroToBNEHHBIH PACTBOP PEKOMEHAYETCS BBOJUTH Cpa3y IMOCIE€ TPUTOTOBJICHHUS (C

MI/IKpO6I/IOJ'IOI“I/I‘-ICCKOI71 TOYKH 3P eHI/I}I) .
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Heucnonb3oBaHHbIE OCTaTKHM pacTBOpa JOKHBI 6blfgl%f;ﬂmﬁ£gﬂh3Hg&0¥§é&|C{%ﬁH C

MECTHBIMU TPEOOBAHUSIMH.

HUnvexyus 40 me

PactBop miia unbekuuit (8§ Mr/mi) roroButcs myteM aobasinenus 5 ma 0,9 % pactBopa Hatpus
XJIOpUJIA AJIs BHYyTPUBEHHOTO BBeAIeHUs BO (iiakoH ¢ 40 Mr 330Menpasoda.

BoccranoBieHHBIN pacTBOp MpeNCcTaBiIseT co00i MPO3pavyHyro KUAKOCTh OT OECIIBETHOTO [0
CBETJIO-)KEJITOrO 1[BETA.

Hnghyszus 40 me

WH¢y3uoHHBIN pacTBOP TOTOBUTCS ITyTEM PAaCTBOPEHUS COIEPKUMOr0o oAHOro (prakona ¢ 40 mr
s3oMmeripazona B 100 mut 0,9 % pactBopa HaTpus XJjopuaa ik BHYyTPUBEHHOTO BBEIACHUSI.
Hughysus 80 me

WHu(y3uoHHBI pacTBOpP TOTOBUTCS IyTEM pPACTBOPEHHS COAEPKUMOTO JBYX (DIaKOHOB C
33omenpaszonaoM 40 mr B 100 M1 0,9 % pactBopa HaTpust XJIO0pHUIa AJI BHYyTPUBEHHOT'O BBEACHHUS.
BoccranoBieHHBIN pacTBOp MpeNCTaBisieT co00#l MPO3padHyro >KUAKOCTh OT OECIIBETHOTO [0

CBCTJIO-KCJITOT'O IIBE€TA.

7. JAEPKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUS
Poccuiickas dpeneparnus

000 «AnpTpo»

107078, r. Mocksa, yi. HoBopsizanckas, a. 18, ctp. 21, atax 1, mom. 14A.
Tenedon: +7 (909) 906-28-04

Onektponnas noyra: I.farmakonadzor@yandex.ru

7.1. IlpeacraBuTeNb AepKaTe/Isi PEricCTPAMOHHOIO yYI0CTOBEPEHUA

[Iperen3un norpedUTENEH HAIPABIATH 110 aIPECY:

Poccuiickas dpenepauus

000 «AnpTpo»

107078, r. Mocksa, yi1. HoBopsizanckas, 1. 18, ctp. 21, atax 1, mom. 14A.
Tenedon: +7 (909) 906-28-04

OnekrponHas nourta: I.farmakonadzor@yandex.ru

8. HOMEP PETHCTPALIMOHHOI'O YAOCTOBEPEHUSA
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9.  JIATA NEPBUYHOI PETMCTPALINM (MOAFBEPKARHET PEFHCTPAHNMN,

INEPEPETUCTPALINN)

JlaTa nepBoi perucTpanuu:

10. JATA HEPECMOTPA TEKCTA

OO0miass  xapakTepuCTHKa JIGKQpCTBEHHOTO  Mpernapara DJ30Menpazon  JIOCTylHA  Ha
UHPOPMALIMOHHOM TopTaie EBpa3suiickoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHUKaIMOHHO# cetn «HTepHe» http://eec.eaeunion.org/.
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