MUHUCTEPCTBO 3/IPABOOXPAHEHUSI POCCUIACKOV ®EJIEPALIN

NHCTPVYKINMA

110 MEAUITUHCKOMY NTPUMEHCHHIO JICKAPCTBECHHOTO IIpeIiapaTa

Dcom®
PerncTpannoHHbIii HoMep:
ToproBoe HanMeHoBaHue: Dcom™.
MexIyHapoaHOe HeNaTeHTOBAHHOE HANMEHOBAHHE: 30MENpa3oll.
JlexapcrBennas  ¢opma: JHoQHIM3AT JUIA  NPUTOTOBJEHHS pacTBOpa Ui

BHYTPHUBCHHOI'O BBEACHU .

CocraB

OnuH (1aKoH COAEPIKHUT:

oeticmeylowee ewjecmeo. 330Menpas3on Hatpus — 42,5 mr (B nepecdere Ha 30Menpason — 40,0
MI);

6cnomozamenvHble 6eujecmea: MHATPUS d/1eTaTa JUruapaT — 1,5 Mr, HaTpus THAPOKCHIA paCTBOP

1 M o pH 11,4-11,8.

Onucanne: mnoduIuznpoBaHHasg Macca OT 0€JI0ro 0 Mo4Tu Oesoro 1IBeTa.

CI)apmaKOTepaneBanecKaﬂ rpymma: XeJi€3 XEJIy/JKa CCKpECIHUIO ITOHMXaroniee CpeACTBO —

IIPOTOHHOTO Hacoca I/IHI‘I/I6I/ITOp.

Koa ATX: A02BCO05.

dapmakosiorniecKne cBoicTBa

DapmakoOuHamuka

J30Menpazon SBISETCA S-U30MEPOM OMENpa3zojia M CHUXKAET CEKPEIHIO COJISHOM KHCIOTHI B
KeyJIKe MyTeM CIeNU(PHUIECKOr0o HHIHOUPOBAaHHUS MPOTOHHON MOMITBI B NApHUETABHBIX KIIETKaX
Kelyaka. S- U R-u30Mephl oMerpazosia 00J1a/1al0T CXOIHOH (papMakoAMHAMUYECKOW aKTUBHOCTBIO.
Mexanusm Oeticmeus

D30Menpazoll ABISETCS CIabbIM OCHOBaHHUEM, KOTOPOE MEPEXOIUT B aKTUBHYIO (OpPMY B CHIBHO

KHCJION Cpe€ac CEKpPETOPHBIX KaHAJIBIEB IMAapUCTAIIBHBIX KIJIETOK CITU3UCTOH 000JIOUKH XEIIyaKa U



MHTHOUpYeT mpoTOHHYH mnoMiy — ¢Qepment H/K'- AT®dasy, npu 5TOM IPOHUCXOIUT
UHrUOMpoBaHue Kak 06a3albHOM, TaK M CTUMYJIMPOBAHHOM CEKPEIH COJITHON KHCIIOTHI.

Bnusnue na cexpeyuro consanoil KUciomsl 6 Jtcenyoke

[Tocie mpuema BHYTph 330Memnpazona B o3¢ 20 mr win 40 Mr B TeueHHe 5 JHEH ManueHTaMH ¢
ractpossodareansHol peduokcHoi OGonesHpo (I'DPB) ¢ HamuuWeM CHMIOTOMOB OTMEYaIoCh
CHHMJKEHHE CEKPEIIH COJITHOM KUCIIOTHI B XKeJTyIKe Ha IPOTSHKEHHH OoJbIel 4acT CyToK. Dddekr
ObUT OZIMHAKOB IIPY BHYTPUBEHHOM BBEJCHUH U NPH IPUEME BHYTPb.

Ananu3 papMaKOKUHETHYECKHX JAHHBIX IIO3BOJIAIT BEIIBUTH B3aUMOCBS3b MEXKIY HHTHOUPOBAaHHEM
CEKpEIMHU COJITHOM KHMCIIOTHI M KOHIIEHTpaIMel 330Menpa3oJa B I1a3Me 1ocie npuéMa BHyTpb (1s
OLICHKM KOHIIEHTpaluu Hcnoip3oBad napamerp AUC — miomaas 1oJ  KPHUBOM
«KOHIIEHTpaLUA—BPEMS» ).

Ha ¢one BHyTpHBeHHOTO BBeieHHs 80 Mr s30oMemnpasonia B TedeHue 30 MHHYT C IOCIIEXYIOIIEH
IPOJUIEHHOH BHY TpPUBEHHOU HH(]Y3He# 330Menpa3oa B 103e 8 Mr/4 B TeueHue 23,5 4acoB 3HAYECHHE
xemynounoro pH 6bu10 BhIe 4 B TeueHHe, B cpeaHeM, 21 daca, u Bbime 6 — B Tedenue 11—13 gacos.
Tepanesmuueckuii s3¢pghexm, Oocmuzaemviii 6 pe3yibmame UHUOUPOBAHUS CeKpeyuu CONIHOU
KUCI0mbl.

3axuBieHne pedirokc—a30(haruTa NpH NEpopabHOM HpUEMEe 330Memnpa3oia B jgo3e 40 mr
HacTylnaeTr NpuOIM3uTenbHO y 78% manueHToB yepes 4 Heeu Tepanun Uy 93% maiueHToB yepes
8 Henenb Tepanuu.

[loka3zana 3@@eKkTHBHOCTE 330Mempa3zoiia IpPH KPOBOTEYEHHH M3 MENTHYECKOH  SI3BBI,
TOATBEPXKICHHOM HJIOCKOITUYECKH.

Jpyzue s¢hghexmui, ceszannvie ¢ uH2UOUPOBAHUEM CEKPEYUU CONAHOU KUCTIOMDI.

Bo Bpems JiedeHus mnpenapaTaMH, HNOHMKAIOIIAMH CEKPEIHIO JKeJe3 JKeMyaka, KOHIEHTPAIHs
racTpUHa B IUIa3Me IOBBIIIAETCS B pe3yJIbTaTe CHUKEHUS CEKPEIIMH COJISTHOM KUCIOTHL. BenencTue
CHIMDKEHMSI CEKPELMH COJITHOM KHCJIOTHI MOBBINIAETCS KOHIEHTpamus XpomorpanuHa A (CgA).
[ToBpimenne koHneHTpanuu CgA MOXET OKa3bIBaTh BIUSHHE Ha Pe3yJIbTaThl 0OCIIEIOBAHUM IS
BBIABIICHHs HEHPOIHAOKPUHHBIX OIyXosieH. J[s mpeaoTBpaleHus JaHHOTO BIUSHUS HEOOXOAUMO
BPEMEHHO IIPEKpaTUTh IPHEM 330Memnpazoyia 3a 5—14 [gHeld 10 NpoBEIeHHS HCCIIeTOBAHUS
koHuentpauu CgA. Ecmu 3a 310 Bpems koHmeHTpamus CgA He BepHyJach K HOPMaJbHOMY
3HAYEHUIO, UCCIIEIOBAHUE CIIETyeT IIOBTOPHUTE.

V nereil U B3pOCIBIX NAlMEHTOB, MPUHUMABIIUX 330MENpa3oj BHYTPh B TE€YEHHE JUTHTEILHOTO
IIPOMEXYTKA BPEMEHH, OTMEYAJIOCh YBEIMYEHHE KOJMYECTBa HHTepoxpoMadHumomnogobmsx
KJIETOK, YTO, BEPOSITHO, CBSI3aHO C YBEIMUEHHEM KOHIICHTPALUU TacTpuHa B 1iazMe. KiimHudeckoi

3HAYUMOCTH JAaHHOC SABJICHHUC HC HMECCT.



VYV nanMeHToB, NPHHAMABIIMX IEPOPATHHO B TEUCHHE [UIMTEIBHOTO BPEMEHH IIpENapaThl,
MOHIKAIOIINE CEKPEIHIO JKeJle3 JKeJNy/Ka, Jalle OTMedanoch 0Opa3oBaHHE JKEJIE3HCTHIX KHMCT B
XKelaylke. OTH sBJIEHHS OOYCIOBJICHBl (PU3UOJOTMYECKUMH H3MEHEHHSIMH B De3yJIbTaTe
UHTHOUPOBAHUS CEKPEIMH COJSIHOW KHCIOTHL. KHCTBI J100pOKadecTBEHHBIE M II0JIBEPIalOTCs
00paTHOMY pa3BHUTHIO.

[TpuMeHeHHE IeKapCTBEHHBIX MPENapaToB, OJABIIIOIUX CEKPELHIO COJISHOM KHCIIOTHI B XKEIyIKE,
B TOM YHCJIe, HHTHOUTOPOB NPOTOHHOHM IOMIIBI, COIPOBOX/IAETCS YBEIMYEHHEM COJEP)KAHUSA B
Kemyake MHUKpOOHOW (iopsl, B HOpPME NPUCYTCTBYIOIIEH B KEIyJOYHO—KHMIIEYHOM TpaKTe.
[IpumMeHeHHe WHTHOUTOPOB IPOTOHHOW TOMIBI MOXET IPHUBOJAUTH K HE3HAYUTEIBHOMY
YBEJIMYSHHUIO pHCKa MHPEKIHMOHHBIX 3a00JieBaHUH KeTyJ0YHO—KHMIIEYHOITO TPAaKTa, BBI3BAaHHBIX
Salmonella spp., Campylobacter spp. W, Yy TOCHUTaJIA3UPOBAHHBIX ITALIUEHTOB, BEPOSTHO,
Clostridium difficile.

V nereit B Bo3pacte MeHee | Mecsia U B Bozpacte 1—11 mecsueB na ¢poHe npueMa nepopaabHOro
330Menpasona B go3e 0,5 mr/kr u 1,0 MI/Kr, COOTBETCTBEHHO, OTMEUEHO YMEHBIICHUE CPEIHErO
NpOIIEHTa BpEMEHH CO 3HaueHHWeM BHyTpukenynouHoro pH menee 4. Ilpoduns GezomacHocTn
330Merpasosia y AeTeH CXOXK C TAKOBBIM y B3POCIIbIX.

DapmakoKkunemuka

Pacnpeoenenue

Kaxcymmuiics o6beM pacnpeneneHus Npyd paBHOBECHOM COCTOSIHUHU Y 3[I0POBBIX JIFOAEH COCTaBIISIET
npubm3uTesHO 0,22 JI/KT Macchl Tejla. J30Menpasoll CBA3bIBaeTCs ¢ OelkaMu I1a3Mbl Ha 97%.
Memabonusm u evieedenue

D30Menpa3oll MOABEPraeTcs IMOJHOMY MeTaboNMM3My C Yy4acTHeM CHCTeMBbl nutoxpoma P450.
OcHOBHasl 4aCTh METa0OJIM3UPYETCS TPH YYACTHH CHEIU(PHUIECKOro MoIMMopdHoro nzohpepmeHTa
CYP2C19, npu sToM 00pa3yroTcsi THIPOKCHIMPOBAHHBIE M JI€3METUIMPOBAHHBIE METa0OIHMTHI
330Memnpasona. Merabomu3M ocraBiieiics dactu ocymectisiercs uzopepmentom CYP3A4; mpu
3TOM o0pasyeTcsi Cyb(OIPOU3BOTHOE 330MEINpaszojia — OCHOBHOM MeTabONIUT, ONpeAe/seMbli B
IIa3Me.

[TapameTpbl, NpHBEJEHHBIE HIDKE, OTPAXAIOT, B OCHOBHOM, XapakTep (apMaKOKHHETHKH Y
TIALIUEHTOB C MOBBIIIEHHOH akTHBHOCTHIO H3oepmenTa CYP2C19.

OO6muii TIa3MEHHBIH KIHPEHC COCTaBJIAET NMpUMepHO 17 11/4 mociie OJHOKPAaTHOTO BBEICHUS
npenapara u 9 /4 — mpu MOBTOPHBIX BBeAeHUX. [leproa moryBeIBeIeHHs cocTaBnseT 1,3 9aca npu
NOBTOPHBIX  BBEJCHHSX IIpemapara OJWH pa3 B CcyTkd. Ilnomazs 1nox  KpuBOWM
«koHnenTpanus—BpeMs» (AUC) yBenuuuBaeTcss IpH IOBTOPHOM BBEJICHUH. OTO YyBEIMYEHHE
SBJISIETCS. BPEMsS- M JI0303aBUCHMBIM, YTO SBJISETCS CIEJICTBHEM CHIDKEHHMsS METaboJIH3Ma IpH

«IIEPBOM IIPOXOXICHHUHN) 4YEPE3 IICUCHBb, a TAKXKEC CHHXXCHHUsS CUCTEMHOI'O KIHPEHCA, BEPOSATHO,



BBI3BAHHBIX TEM, YTO 330MENpPa30sl W/HIM €ro cyab(ONpOH3BOAHOE HHIHOMPYIOT H30(EPMEHT
CYP2C19.

[Ipu exxeHEBHOM IPUMEHEHHH OJIMH pa3 B CYTKH 330MEINPa30Jl MOJHOCTHIO BBIBOJUTCS M3 ILIA3MBI
B IIEPEPBIBE MEXK/y BBEACHUAMH, TEHACHIIMU K KyMYJISIIMU 930MEIpa3oia He 0TMeYaeTcs.

[Ipu moBTOpHOM BHYTPHBEHHOM BBEICHHH 330Memnpasoia B g03e 40 Mr cpeiHss MaKCHMajbHas
KOHLEHTpal¥s B IUIa3M€ COCTaBIseT npuOim3utensHo 13,6 MxMmonn/n. Ilpu mpueme BHYTpH
AQHAJIOTMYHBIX 103 CPEHss IUIa3MEHHas MaKCUMajibHasi KOHIIEHTpalMs COCTaBIseT 4,6 MKMOJIB/II.
Heckonpko MeHbIIEe yBenuuuBaercs oOmas oskcrnosuums (mpubmusurensHo Ha 30%) mpu
BHYTPHUBEHHOM BBEJICHUHU 330MEIPaA30J1a [10 CPAaBHEHUIO C EPOPATHHBIM IIPUEMOM.

IIpu BHyTpuBEeHHOM BBeJeHHH 330Memnpazoia B go3ax 40 mr, 80 mr u 120 Mr B Teyenune 30 MUH ¢
IOCJIEIYIOIUM BHYTPUBEHHBIM BBEJIEHHEM B 03¢ 4 Mr/4 umm 8 mr/4 B TedeHue 23,5 4 ObLia
nokasaHa JinHerHas 3aBUcuMocTh AUC oT BBOJMMO¥H JI03HI.

OcHoBHBIE METaOOIUTHI 330MENpa30Jia He BIUSIIOT Ha CEKPEIIUIO COJISTHOM KUCIIOTHI B eyake. [Tpu
nepopajbHOM IpuMeHeHuH 10 80% 10361 330Menpazoia BHIBOIUTCS B BHI€ METAOOIUTOB IOYKAMH,
JApyras 4acTh — KHIIEYHHKOM. B Mode oOHapysxuBaeTcs MeHee 1% HEM3MEHEHHOT0 330Merpasosia.
Ocobennocmu (papmaxkoKuHemuKy 6 HeKOMOPbLX 2PYNNAX NAYUEHMOS.

[larMeHTh CO CHIDKEHHOM aKTHBHOCTEIO n3odepmenta CYP2C19

[TpubmusurensHo y 2,9 + 1,5% Hacenenus cHmkeHa akTuBHOCTD u3opepmenta CYP2C19. V Takux
IallMEHTOB METab0JIN3M 30MeNpa3osia, B OCHOBHOM, ocymiecTBisercs ¢ nmomomsio CYP3 A4, u nipu
IIOBTOPHOM IIpHeMe BHYTph 40 Mr 330Memnpa3ojia OJHOKPAaTHO B CYTKH CPEIHSS IUIOMIAAb IOJ
KpHBOH «KOHLEeHTpanus—BpemMs» Ha 100% Bblle, 4eM y MAallUEHTOB C MOBBIIIEHHOW aKTHBHOCTBIO
m3odpepmerta CYP2C19. Cpennue 3HaYeHHSI MAKCHMAITBHBIX KOHIICHTPAIIMH B IIa3Me Y MAIlUEHTOB
CO CHMIXKCHHOH aKTUBHOCTBIO H30()epMeHTa MOBBIIIEHBI NpuOM3uTenbHO Ha 60%. CxomHbIe
pa3IMyus BBIABJICHBI IIPH BHYTPUBEHHOM BBEJICHUH 330Menpa3osia. OTMEeYeHHBIE 0COOEHHOCTH He
BJIMSIIOT Ha J103Y ¥ cII0co0 MpUMEHEHHs 330MeIpasoJia.

[JanueHTH TOXXUIOTro BO3pacTa

VY nanuentoB moxxmioro Bospacta (71—80 ner) merabomm3M 330Menpa3zoiia CYIIECTBEHHO HE
MU3MEHSETCS.

[lanueHTHI ¢ HapYIICHUEM d)VHKIII/II/I NCYCHHU

V nanueHToB ¢ JIETKUM U yMEPEHHBIM HapylIeHHeM (pyHKIMH NeueHH MeTaboJIH3M 330Merpasolia
MOXET HapylmaTtbCs. Y TMaIMEeHTOB C TDKEIBIM HapylleHHeM (YHKIUH Ie€YeHH CKOPOCTh
MeTaboJIn3Ma CHUXKEHA, YTO IIPUBOMT K Y IBOCHHIO TUTOIIA I 0] KPHBOM « KOHIIEHTPAI[UA—BPEMSI»
JUId 330Mernpa3zosia. TeHAeHIUH K KyMYJISIUU 330MeNpa3ojia H €ro OCHOBHBIX METa0OJIUTOB IPH

BBEJICHUH IIp€IiapaTa OJUH pa3 B CYTKH HE OTMEYACTCH.



ITarMeHTEI co CHUKEHHOU (hVHKIMEH ITOYeK

N3yyenne (hapMakoKMHETHKH y IALMEHTOB CO CHIKEHHOW (DYHKIMEH MOYEK HE MPOBOAMIIOCH.
Yepes nouky oCyIlIECTBISETCS BHIBEACHHE HE CAMOI0 330MEIpa3oJia, a €ro MeTaboIMTOB, MOKHO
nojararb, 4To MeTabOJM3M 330Menpa3ojia y MAlHMeHTOB C HapylIeHHEM (YHKIMH II0YEK HeE
H3MEHSETCS.

IIpumenenue y oemeii

M3y4enne papMakOKMHETHKH 30MeIpasosna y AeTeii B Bo3pacte ot 0 10 18 1eT nmpoBoauIocs nocie
3-X MUHYTHOHM BHYTPMBEHHOH MHBEKIMH OJMH pa3 B CYTKH B TeueHHe 4 aHed. MakcuMalbHyIO
PAaBHOBECHYIO KOHIICHTpAIIMIO npenapara B 1iasMe KpOBH (Cssmax) OLIEHUBAIN Yepe3 5 MHH IOCIE
BBE/ICHHS JI03bI Y JIETE€H BO BCEX BO3PACTHHIX IPYIINIAX, a Y B3POCIBIX NMAIIHEHTOB — Yepe3 7 MUHYT
nocie BBeJeHUs 10361 40 MI' ¥ 10 OKOHYaHHUIO HH(Y3uH 10361 20 MT.

B tabnuue mpeacTaBieHbl pe3yNbTaThl OLEHKH CHCTEMHOM SKCIIO3UIMH 330MEINpa3ojia B BHJE

F€OMETPUYECKUX CPEJIHUX (AHana3zoHa).

Bospactaas rpynna  |/loza AUC, Css,max,
MKM0JIb*4/J1 MKM0JIb/JI
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) 0,4 (4,4-17,2)
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) 10,1 8,8 (3,4-29.4)
20 Mr (n=6)** (7.2-13,7) 8.1 (3.4-294)
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)
B3pocnsie 20 Mr (n =22) 5,1(1,5-11,8) 3,9 (1,5-6,7)
40 mr (n =41) 12,6 (4,8-21,7) 8.5 (5.4-17,9)

* BospactHas rpynma or 0 ol Mecsma BKIOYaia MAlMEHTOB CO CKOPPEKTHPOBAHHBIM
BO3pacTOM (CymMMa BHYTPHYTPOOHOTO BO3pacTa M BO3pacTa IOCIIE POXKIEHHS B IIOJHBIX
HeJEeNX) > 32 NOJIHBIX HeJleb U < 44 OoNHBIX Hellelb. Bo3pacTHas rpymma ot 1 10 11 Mecsnes
BKJIK0YaJjia MalHEHTOB CO CKOPPEKTHPOBAHHBIM BO3PAcTOM > 44 MOJIHBIX HEJIEIb.

**]1Ba manmeHTa OBUTH HCKJIFOYEHBI — OJIHH B CBS3H CO CHUKEHHON aKTHBHOCTBIO H30(epMeHTa
CYP2C19, BTOpOH — B CBSI3U C COIYTCTBYIOUIUM NPUMEHEHHEM HHIHOWTOpa M30(pepMeHTa
CYP3A4.

Cornacno noctpoenHo# MoJemH Cssmax TOCTE B/B BBEACHHS 330Menpaszoia B Bujae 10-MHUHYTHOIH,

20-munyTHOH M 30-MHHYTHOH WH(]Y3UH yMEHBIIWTCH, B cpeaneM, Ha 37%—49%, 54%—66% u



61%—72%, COOTBETCTBEHHO, BO BCEX BO3PACTHBIX IPYIIIIaX U IPYIaX J03MPOBAHHS 110 CPABHEHHIO

co 3Ha4eHUEM Cssmax 1OCIE 3-MUHYTHOM HHBEKIIHH.

Iloka3zanus Kk NnpUMeHeHHIO

Bspocneie

- B KQUECTBE aJIbTEPHATHBEI IEPOPAILHOHN TEPAMK IPU HEBO3MOKHOCTH €€ IPOBE/ICHHS

* mpu racrpos3odareanbHOM pedIOKCHOM 00N€3HH y MAlMEHTOB ¢ 330()arMTOM H/MIH
BBIPAXKEHHBIMH CUMIITOMaMH peIIFOKCHOM 00JIe3HH;

* JUIA  32XKHMBICHHS  IENTHYECKHX 3B, CBA3aHHBIX C  OPUEMOM  HECTEPOHIHBIX
IPOTHBOBOCHANUTENBHBIX npenaparoB (HIIBIT);

* Uil NpoQHIAKTHKH MENTHYECKHX 53B, CBs3aHHBIX ¢ mnpuémoM HIIBII, y mnamnmeHTos,
OTHOCSIIIIUXCS K IPYIIIE PHCKa;

- U IpOQHIAKTUKH PELUIMBa KPOBOTEUECHHS M3 MENTHYECKOM S3BBI MOCIE HIOCKOMHYECKOTO
reMmocrasa.

Jemu (¢ eo3pacme om 1 200a 0o 18 nem)

- B Ka4€CTBE aJIbTEPHATHBBI IEPOPATILHON TepaIMy IPU HEBO3MOXKHOCTH €€ IIPOBE/ICHHS

* npu ractpod3odareaqbHON peUIIOKCHON O0Je3HH Yy TMAlMeHTOB C 3PO3MBHBIM pediIroKc-

330()aruTOM /MM BBIPOXXEHHBIMH CHMIITOMAaMH PeIIIOKCHOM GOJIE3HH.

IIporuBonoka3anus

- [loBBIIIEHHAs YyBCTBHUTEIBHOCTD K 330MEINPa30Ily, 3aMEIIEHHBIM OEH3UMUIa30J1aM WM JPyTHM
MHIPEMEHTaM IIpernapaTa.

- Jlerckuii BospacT mo 1 roga m jgerckmit Bo3pacT 10 18 ner mo ApyruM IOKasaHHsAM, KpoMe
racTpos3odareanbHON pedIIIOKCHOM 6oIe3HH.

- D30MeMpa3os He JOJDKEH IPUHUMATBCS COBMECTHO C aTa3aHABUPOM M HeJIGUHABUPOM (CM. pasjien

«B3aumoznencTBHE C IPYTHUMH JIEKAPCTBEHHBIMH CPEJCTBAME ).

C ocTopoxHOCTBIO

[TarueHTHI ¢ TSHKETOH TOYEeYHOM HEO0CTAaTOYHOCTBIO.

IIpumenenne Bo BpeMsi 6epeMeHHOCTH H FPYAHOr0 BCKAPMJIMBAHHSA
bepemennocme
B HacTosImee BpeMs JaHHBIE O IPHMEHEHHHU 330MeNpa3oJia B MepHo]] 6EPEMEHHOCTH OTPAHMYEHBI.

B UCCIIEIOBAaHUAX HA JKUBOTHBIX HE BBIIBJIEHO KaKOro-mbo IpsAMOro HJIH KOCBECHHOI'O



OTPHLATENIBHOTO BO3/EHCTBHS IIpenapara 330MeNpa3osia Ha pa3BUTHE SMOPHOHA WM ILIOJA.

Beezienne panemuyeckoil cMecH mpenapara Takke He OKas3bBalO KaKOro-IMb60 OTPUIATETHHOTO

BO3/ICHCTBUS Ha XMBOTHBIX B NEPHO]] OEPEMEHHOCTH, POJOB, @ TAKXKE B MEPHUOJ IOCTHATAIHLHOIO

Pa3BUTHSI.

Hasnavates npenapar B nepuoj 6epeMEHHOCTH CJIEIyeT TOJBKO B TOM ClIyyae, KOrjJa OKHAaeMas

T0J1b3a /11 MAaTE€PH IIPEBBIIAET BO3MOXKHBIN PHCK JUIA IIOIA.

Ilepuoo 2pyonozo eckapmnusanus

Her 1anHBIX 0 IpUMeHEHUH IpenapaTa XXeHIIHHAMH B IIEPHO/] JIaKTauu. HensBecTHO, BeIIEIAETCS

JIM 930MEINPa30Jl ¢ IPyTHBIM MOJIOKOM, II03TOMY He Cile/lyeT HasHauaTh npenapar Jcom® B mepuoa
®

KOPMJICHUSI TPY/IbI0. B cyyae HE0OX0AMMOCTH Tepanuu mpenapatoM DcoM” B IEPUOJ TaKTaluK

CICAYET paCCMOTPETh BOSMOXKHOCTE IIPEKPAILCHUS I'PYJHOT'O BCKapMJIUBAHUS.

Cnoco6 npuMeHeHHs U 103bI

B3pocnsie

B kauecmee anbmepnamusnl nepopanvHotl mepanuu npu He6O3IMONCHOCIU ee NPOBEOECHUA:

[Ipu HEBO3MOXKHOCTH IPOBEJICHHS NEPOPaTbHOM TepAluK MAlMEHTaM MOXKET OBITh PEKOMEH IOBAH
930MeNpa3osl napeHTepanbHo B 103e 20—40 mr 1 pa3 B CyTKH.

* Ilpu racrpossodareansroit pedmoKcHON G0JE3HH y MAMEHTOB ¢ 330(aruToM peKOMEH/IyeTCs
a3omenpason B o3¢ 40 mr 1 pas B cyrtku. Jna nedenus cumnromoB I'DPB a3omempason
npuMensercs B 103e 20 Mr 1 pa3 B CyTKH.

* Jlns 3aXuBlIeHHs NIENTHYECKHX 53B, CBA3aHHBIX ¢ puéMomM HIIBII, y manueHToB, OTHOCAIIUXCS
K TpyIIIe pUCKa, PEKOMEHIYETCs 330Menpa3ol B 103e 20 Mr 1 pa3 B CyTKH.

* Jlns npodunakTMKM TNENTHYECKHX s3B, CBsi3aHHBIX ¢ mpuemom HIIBII, pekomenmyercs
330Menpa3ost B 1o3e 20 Mr 1 pa3 B CyTKH.

Kak npaBuiio, mepuos iedenus BHY TPHBEHHOM (OPMOIi HENIPOI0JDKHUTENEH, TIAlMEHTA CIeIyeT Kak
MOXHO OBICTpEe IEPEeBECTH Ha MepOpabHBIN PUEM IIpenapaTa.

Hns npogunakmuxu peyuousa kpogomeuenus u3 NeNmMuYeckoll [A36bl NOCAE IHOOCKONUYECKO20
2emocmasa.

[locne »HIOCKONMMYECKOro TreMocTasa peKOMEHIyeTcs 330Menpazon B jgoze 80 Mr B Buue
BHYTPUBEHHOW HMH(pY3uM B TedyeHHe 30 MHHYT C IOCIEyIOLIEH MNPOIIEHHOH BHYTPHBEHHOM
uHdy3uei 330Menpasona B 103e 8 Mr/4 B TedeHue 3 cyTok (72 4aca).

[locie okoHYaHus MapeHTepaNbHOM Tepaluy IS OaBJICHUs CEKPELMH KUCIIOTHI PEKOMEHTyeTCs
AHTHCEKPETOPHAs Tepalus (Harpumep, 33oMenpaszon 40 Mr 1 pa3 B CyTKH B TeYeHHE 4 HE/IENb).

Nubekiun



Joza 40 me

[IpuroroBieHHBIH pacTBOp 330Memnpasona (5 mii, 8 MI/MII) BBOAUTCS BHYTPHBEHHO B TEUEHHE He
MeHee 3 MUHYT.

Joza 20 m2

[lonoBKMHa IPUTOTOBIIEHHOTO pacTBOpa 330Menpasona (2,5 mi, 8 Mr/Mi1) BBOAUTCS BHYTPUBEHHO B
TEYEHHE HE MEHEe 3 MUHYT.

Hewcnosp3oBaHHbIE OCTATKH PAaCTBOPA JOJDKHBI OBITH Y THIH3HPOBAHBL.

HUndysuu

Jloza 40 m2

[IpuroToBneHHBIi pacTBOp 730MeNpasosia BBOJUTCS B BHJE BHYTPHMBEHHOHW HUH(Y3HH B TEUCHHE
10—30 MunyT.

Moza 20 mz

[TonoBHMHA IPUTOTOBIEHHOTO PACTBOPA 330MEINpPa30Jia BBOJUTCS B BHJIE BHY TPMBEHHOM MH(Y3HH B
tedenue 10-30 munyT. Hencnosnp30BaHHBIE OCTAaTKH PAaCTBOPA JOJDKHBI OBITH Y THIX3MPOBAHBL.
Jloza 80 m2

IIpuroToBneHHBIH pacTBOp 330MeNpa3oia BBOAUTCS B BH/IE BHYTPHBEHHOM UH(Y3HMHU B TeueHHe 30
MUHYT.

Jloza 8 m2/y

[IpuroToBeHHBIH pacTBOP 330MeNpa3oia BBOJUTCS B BUIE POUICHHON BHY TPUBEHHOM HHPY3HH B
TeyeHue 71,5 gacoB (8 mr/u).

Jemu (8 éo3pacme om 1 200a 0o 18 nem)

B kauecmee anomepnamueuvl nepopanvroil mepanuu npu He603IMONCHOCMU €€ NPOEEOCHUSL:

* Ipu ractpods3odareanbHol peQIIOKCHON OOJNIE3HH y MAMEHTOB C 3PO3HMBHBIM pedIroKc-
530()aruTOM M/MIM  BBIPOKECHHBIMH CHMOTOMaMH pe(IIIOKCHOM OGOJ€3HH — 330Mepasol
napeHTepaabHo 1 pa3 B CyTKH, Kak 4acTh Kypca Tepanuu ['OPB (pekoMeHpamuu 1o 103MpOBaHHUIO
Ipe/ICTaBIICHEI B TA0JIHIIE).

Kak mpaBuiio, mepuos ledeHHs] BHYTPHBEHHOH (OPMOM I0/DKEH OBITH HENPOIOKHTEIBHBIM,

MalKEeHTa CIIEYET KaK MOXKHO OBICTpee IepeBECTH Ha NEPOPaTbHBIN MPUEM IIpernapara.



Pexomenjanmu no JIO3UPOBAHHUIO 330MENpa3oJia sl AeTer

Bospacr Jleuenue 3po3uBHOrO peduirokc-33oparura Cumnromarnyeckoe
Jedenue 'JPb
1-11 ner Macca tena menee 20 kr: 10 mr 1 pa3 B cyTku 10 mr 1 pa3 B cyTku

Macca Tena 20 xr u 6onee: 10 mr wu 20 mr 1 pas B

CYTKH

12-18 ner 40 mr 1 pa3 B cyTKH 20 mr 1 pa3 B cyTKHn
HUubeknun
Joza 40 m2

[IpuroToBieHHBIH pacTBOp 330Menpa3oa (5 Mi1, 8 MI/MiT) BBOAUTCS BHYTPUBEHHO

B TCUCHHE HE MEHEE 3 MUHYT.

Moza 20 m2

[los0BMHA IPUTOTOBJIEHHOTO PacTBOpa 30Merpasoia (2,5 MiI. 8 Mr/miT) BBOAUTCS BHYTPUBEHHO B
TEYeHHE HE MEHEee 3 MHHYT.

Heuncnosnp3oBaHHbIE OCTATKH PACTBOPA I0JDKHBI OBITH Y THIIM3UPOBAHBI.

Joza 10 m2

1,25 MJ1 IPUIrOTOBIEHHOTO PacTBOPa 330Merpa3oJia (8 Mr/Mir) BBOAUTCA BHYTPHBEHHO B TEYECHHE HE
MeHee 3 MUHYT.

Hewcnosnp3oBanHbIe OCTATKH PaCTBOPA IOJKHEI OBITH Y THIM3HPOBAHEL.

Undyzun

Joza 40 m2

[IpuroToBneHHbIH pacTBOp 330MeNpa3ojia BBOJAUTCS B BUJE BHYTPHBEHHOH MH(Y3MH B TeYEHHE
10—30 MunyT.

Hoza 20 me

[lonoBrHa IPUTOTOBJIEHHOTO PACTBOPa 30MENpa3ojia BBOJUTCS B BHJIE BHY TPUBEHHOH HH(Y3HH B
tedenue 10—30 MunyT.

Hewucnonp3oBanHbIe OCTATKH PacTBOpPA JOJIKHBI OBITh Y THIH3HPOBAHEI.

Josza 10 m2

YeTBepTh NIPUrOTOBJIEHHOTO PACTBOPA 330MEINpa3oiia BBOJUTCS B BHJIE BHYTPHBEHHON HH(DY3HH B
tedenue 10—30 MunyT.

Heuncnonp3oBanHbIE OCTATKH pacTBOpa JOJIKHBI OBITH YTUIIA3UPOBAHBI.



Hapywenue ¢pynxkyuu nouex

Koppekuus 1036 mpenapara 330MeNpa3oll y MalHWEHTOB ¢ HapylieHHeM (YHKIMH II0YeK He
Tpebyercs. B cBsA3M ¢ OrpaHHYEHHBIM OIIBITOM IIPUMEHEHHMS H30MEIPa30Jia y HAllEHTOB ¢ TKENOH
MOYEYHOM HEI0CTATOYHOCTBIO, CIEAYET COOMI0AATh OCTOPOXKHOCTD IIPH JIEYEHHH TaKHX NAlEHTOB
(cM. moapazaen « DapMaKOKHHETHKAY ).

Hapywenue ¢pynkyuu neuenu

I'SPB: xoppekuMs 1035l Ipenapara J30Mepa3oll y MalMeHTOB ¢ HapylleHHeM (YHKIHM IE€YeHH
JIETKO# U Cpe/IHEH CTENEHH THKECTH He TpebyeTcs. Y MalMeHTOB C TSHKEIbIM Hapy IeHHeM (yHKIUH
[ICYCHH MaKCHMallbHas CyTO4Has J103a cocTaBigeT 20 mMr (cM. noapazaen « DapMaKOKHHETHKAY ).
Kposomeuenue us nenmuyeckoii s136b1; KOPPEKUUs 03B Iperaparta JI30Mepa3oll y IalHueHTOB C
HapyIleHueM (yHKIMH IE€YEHH JIETKOH U CpeIHel CTEIeHH TSHKECTH He TpeOyeTcs. Y MalMeHToB ¢
TsDKEJIBIM HapyleHHeM QyHKIUM IIeYeHH PEKOMEH/TyeTCs CIIe/ Ty OIMi peXXUM BBEIEHHUS IIperapaTa
O30mepason: 80 mMr B BHIE BHYTPHBEHHOW HH(Y3uu B TedeHwe 30 MHHYT ¢ MOCIemyrome
IPOJUICHHON BHYTPUBEHHOH MH(QY3HeH B MaKCHMaIbHOU 03¢ 4 Mr/4 B TeyeHue 71,5 gacoB (cM.
nojpasen « PapMakOKUHETHKAY ).

Hayuenmet nosxcunozo éo3pacma

Koppekuus 10351 npenapaTa J30Mepa3ol y MAHEHTOB MOXHKIOTO BO3pacTa He TpeOyeTcs.
Ilpuzomoenenue pacmeopa

Jlerpajianus IpUroTOBIEHHOTO PacTBOpA INIABHBIM 00pa30M 3aBUCHT OT 3HaueHHs pH, B CBA3H ¢ ueM
JUIsL paCTBOPEHHS IIpeTapara JI0JDKEH OBITh HCIIO0NIB30BaH ToJIBKO 0,9% pacTBOp HAaTpHs XJIOpHIA IS
BHYTPHBEHHOT'O BBEJICHHUS.

[IpuroToBneHHBIH pacTBOp HE JOKEH CMEUIMBATHCS WM BBOJMTHCS COBMECTHO C JPYTMMH
JIEKapCTBEHHBIMH CPEJICTBAMH.

Ilepen mpuMeHEHHEM pacTBOp CIEAYET OLEHHTh BHU3YAIbHO HA IPEAMET OTCYTCTBHMS BHIMMABIX
MEXaHHYECKUX MPHMECE M H3MEHEHHs LBeTa. TOJbKO IPO3pavyHbId PAacTBOP MOXET OBITH
UCII0JIb30BaH. [IpUroTOBIEHHBIH pacTBOp pEKOMEHIYEeTCsl BBOAUTD Cpa3y IOCIIE MPUTOTOBJIEHHS (¢
MHKPOOHOIOTHYECKON TOUKH 3PEHHS ).

Hewucnonp3oBaHHBIE OCTATKH PACTBOPA JAOJDKHBI OBITH Y THJIH3HPOBAHBI B COOTBETCTBUH ¢ MECTHBIMH
TpeOOBaHHUSIMH.

Huvexyus 40 m2

PactBop mins mEbekuuit (8 mr/mi) rotoButcs myTteMm nobaenenus 5 mu 0,9% pacTBopa HaTpHs
XJIOpHU/ia JIIsl BHY TPMBEHHOTO BBEJIEHHUS BO (1akoH ¢ 40 Mr s3oMemnpasona. PazBe/ieHHEIH pacTBOp
330MeEIpa3oia MPeICTaBIsgeT COO0H MPO3paYHyIO KUAKOCTh OT OECIBETHOTO 10 OJIeHO-XKEITOro

IBETA.
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Hughysus 40 me

WHby3uoHHBI pacTBOp TOTOBUTCS IIYyTEM PACTBOPEHUS COJEPKUMOTro ogHOro ¢uiakoHa ¢ 40 mr
s30menpa3zosna B 100 ma 0,9% pacTBopa HaTpus XJIOpH/a A1 BHY TPUBEHHOTO BBEICHUSI.

Hugpysus 80 me

WHpyY3uOHHBIA pacTBOp TOTOBHTCS IIyTEM pPACTBOPEHUS COAEPKHUMOro JBYX (JIaKOHOB C
33omenpazosioM 40 mr B 100 mn 0,9% pacTBopa HaTpus XJIOpUAa A BHYTPUBEHHOTO BBEICHUS.
Pa3BenieHHBIN pacTBOP 30MeIpa30ia IPeACTaBIsAeT COO0H MPO3pPaYHyIO JKUAKOCTH OT OECIIBETHOIO

J10 OJIEHO-XKEJITOrO I[BETA.

IToGounoe eiicTBHe

Hwxe npuBeneHbl mnoGounsie 3¢ ¢eKThl, OTMEYEHHBbIE IpPU BHYTPUBEHHOM H IIEPOPAILHOM
IPUMEHEHHH 330MEIpa3oia B XOJ€ INPOBEACHUS KIMHUYECKMX HCCIEJIOBAaHUH W IpU
IIOCTMApKETHHIOBOM M3Y4YE€HUH IEPOPaAbHON JIEKapCTBEHHOU (hOPMBEI.

[To6ounble 3¢ dexTsI, KIacCHUIUPOBAaHHBIE 10 OpPraHaM M CHCTeMaM, B IOpsKe yOBIBaroIIe
4acTOTHI BBIIBJICHUSA: oyeHb yacmo (> 1/10); vacmo (ot > 1/100 mo < 1/10); newacmo (ot > 1/1000
1o < 1/100); peoxo (ot > 1/10000 go < 1/1000); ovens peoko (< 1/10 000).

Hapywenus co cmopoHsl Kpoeu u iumghamuyueckoi cucmemsl

Peoxo: nefikoneHusi, TPOMOOIIUTONICHHS;

Ouenb peoko. arpaHyJIOLUTO3, ITAHIIATONICHHS.

Hapywenus co cmopoHsl UuMMYHHOU cUCHmEMbl

Peoxo: peakuuy TUNEpPUYyBCTBUTEIBHOCTH (HAIPUMEpP, JIMXOpAIKa, aHTHOHEBPOTHYECKHH OTeK,
aHauIakTHYeCKas peakius/aHaQUIaKTHYECKHH 10K ).

HapyweHnus co cmoponsl 06MeHa eeuiecme u RUMAHUA

Heuacmo: nepudepudecKkue OTeKH;

Peoxo: runonarpuemus;

Ouenvb peOko: TUIOMAarHUEMHUs, THIIOKAJIbIIMEMHs BCIIEACTBHE TSDKEIOH THUIIOMAarHUEMHH,
TUIIOKATHEMHs BCIIEICTBHE THIIOMAarHAEMHUH.

Hapywenua ncuxuxu

Heuacmo: becconnuya,

Peoxko: nenpeccusi, BO30yX/I€HHE, 3aMEIIATEIHCTRO;

Ouenb peoxo. TAUTIOIMHAIINH, arPECCUBHOE TIOBE/ICHHE.

Hapywenus co cmopoHusl HepeHOll cucmembl

Yacmo. ronoBHas 6075,

Heuyacmo: ToOBOKPYXEHHE, TAPECTE3UH, COHIIUBOCTD;

Peoxo: HapymeHue BKyca.
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Hapywenus co cmoponsl opzana 3penus**

Peoko: HEYeTKOCTD 3pEeHHUS.

Hapywenun co cmoponst 0bixamenvHou cucmemsl, 0p2aHoe zpyOHOU KNemKU U CpedoCmeHUs
Peoko: 6GpoHxocmasm.

Hapywenus co cmoponsl scey0ouHo-Kume4Hozo mpakma

Yacmo: 601b B XKUBOTE, 3a110p, AUAPES], METEOPHU3M, TOIIHOTA/PBOTA;

Heuacmo: cyXocTh BO PTY;

Peoko: croMaTHT, KaHIUI03 XKETyA0UYHO-KHIIEYHOTO TPAKTa;

Ouenb peoko: MUKPOCKOTTUYECKHHA KOJHT (MOATBEPIKIEHHBIN IMCTOJIOIHYECKH).

Hapywenus co cmoponst neuenu u j#cen4eevle00Auux nymei

Heuacmo: noBbIIIeHNE aKTHBHOCTH «IIEYEHOYHBIX» (DEPMEHTOB;

Peoxko. renatut (¢ xentyxoi wim 6e3);

Ouenv peoxo. me4eHOYHass HEIOCTATOYHOCTH, JHIE(DAIONATUs y IMAlMEHTOB ¢ 3a00JIeBaHUSIMH
MICYCHH.

Hapywenua co cmoponst Kodcu u HOOKONCHbIX MKAHeN

Yacmo: peakuiuu B MecTe BBEJICHHUS IpenapaTa*;

Heuacmo: nepmarur, 3yJ, CbIllb, KpPaITABHHUIIA,

Peoxo: anonenusi, GporoceHCHOUTH3AINS,

Ouenv peoko: MynbTudOpMHas sputemMa, cHHApoM CTuBeHCca-J[PKOHCOHA, TOKCHYECKHH
AMUAEPMAIBHBIA HEKPOJIH3.

Hapywenusa co cmoponsl cKenemHuo-moluteHol U COeOUHUMEIbHOI MKAHU

Peoko: apTpanrus, MUAJITHS,

Ouenv peoko: MbIIIEYHAS CI1a00CTh.

Hapywenus co cmoponsl nouek u Mo4eebl800AuMUX nymeu

Ouenb peoko: UHTEPCTUIIHATBHBINA HEDPHUT.

Hapywenusa co cmoponst no1oesix opzanos u Mo104HbIX dHcele3

Ouenb peoKko: THHEKOMACTHSL.

Obugue paccmpoiicmea u HapyuieHUA 6 MeCme 66€0eHUA

Yacmo: peakliy B MeCTe BBEJICHUS IpenapaTa*;

Peoko: HenoMoranue, IOTIHBOCTE.

* Peaknuu B MecTe BBEJICHHS IIpeNapaTa, B OCHOBHOM, OTMEYAIHCh B KIMHUYECKOM HCCIIEI0BaHUA
IIpY Ha3HaY€HHH 330MENpasoia B BEICOKOH J103¢ B TeueHue 3 cyTok (72 gaca). [Ipu noximmauyeckom
U3yYEHHUH 330MEIpa3oia s BHYTPUBEHHOTIO BBEICHHUS pa3/pakarollero JeHCTBUS BBIIBICHO HE
Ob110, ofHaKO ObUIa OTMeueHa ciabas BOCHATHMTENbHAs PEakiMs HpPH IOJKOXHOM BBEIECHHH

[Ipelapara, 3aBUCAINasA OT KOHOCHTpPAIUHU 330MEIIpa3oia.

12



**Coobmanock 00 OTAETBHBIX CIIydasx HEOOpaTMMOTO HApYIIEHHUs 3pEHHUS NPH BHYTPUBEHHOM
BBEJICHUU OMeIpa3oJjia NallieHTaM B KPUTHYECKOM COCTOSHHM, OCOOCHHO IIPH BBEJICHHH BBICOKUX
7103, IPUYUHHO-CJIEZICTBEHHOM CBSI3U C IPHEMOM IIpenapara He yCTaHOBJIEHO.

JlanHble 1O 0€30NMaCHOCTH MPUMEHEHUS 330MeNpa3oiia y JeTeld cornacyloTcs ¢ HpoduieM
0€30I1aCHOCTH Y B3pPOCIIbIX.

Ilepeno3upoBka

Ha Hacrosimuii MOMEHT ONHCaHbl KpaiHEe peJKHe ClIydyad YMBIIUIEHHOH nepeno3upoBku. Ilpu
nepopaibHoM npueMe 280 Mr 330Memnpazolia ObUIM OMHCAHBI CIAOOCTh U CUMIITOMBI CO CTOPOHBI
KEITyJOYHO-KHIIEYHOro TpakTa. Pa3oBeii mpuem 80 Mr s3omenpasona BHYTPb U BHYTPUBEHHOE
BBejeHUe 308 Mr B TeyeHHe 24 4acoOB HE BBI3BIBAJIA KaKHX-IHOO OTPUIIATENILHBIX MOCTIEICTBUM.
AHTHIOT 330MeNpa3oyia HEU3BECTEH. D30MEINpPa30jl XOpOILIO CBS3bIBAECTCS C OElIKaMHU IUIa3MBl,
nostoMy auamu3  Manodddexruen. Ilpu  nepemo3upoBke  HEOOXOAMMO  IPOBOJHUTH

CHUMIITOMATHYECKOE U 00IIIee IOJZACPXKUBAKOIIEEC JICYUCHUC.

B3aumopneiicTBHe ¢ APYrHMH J1eKapPCTBEHHBIMH CPeICTBAMH

WccenenoBanus no U3y4eHHIO B3aUMOIEHCTBUN IIPOBOIMIINCEH C YYAaCTHEM TOJIBKO B3POCIIBIX
IallUEeHTOB.

Bnuanue 330menpazona na papmakokunemuky opyzux 1eKapcmeeHHbsIX nPenapanoe
CHMXeHHE CEeKpelMU COJSHOM KHUCIOTBHI B JKENyJKE INpPU JICYCHHH H30MENPA30JIOM H JIPYTUMH
HHTHOUTOpaMM NPOTOHHOM IOMIIBI MOXKET IMPUBECTH K CHIDKEHHIO WM IOBBIIIEHUIO abcopOiuu
JAPYTHX TpenaparoB, BCAChIBAHHE KOTOPHIX 3aBUCHT OT KUCJIOTHOCTH cpeabl. IlogoOHO npyrum
npenapaTaM, CHW)KAIOUIMM KHCJIOTHOCTH JKEITyJIOUHOTO COKa, JICYEHHE H30MENpPa30JIoM MOXKET
IPUBECTH K CHIDKCHHIO BCACHIBAHUS KeMOKOHA30d, UMPAKOHA301A U 3pIOmuHuba, a TakkKe
NIOBBIIIEHHUIO BCACBIBAHUS TaKUX IPENapaToB, KaK OUCOKCUH.

CoBmecTHBIM mpueM omenpasona B jo3e 20 Mr oauH pa3 B CyTKH M JMIOKCHHA IOBBIIAET
OMOAOCTYIMHOCTh JUrokcuHa Ha 10% (6M010CTyMHOCTh JUTIOKCHHA IOBBINANACh HAa BEJIMYHUHY 10
30% y 20% nanueHTOB).

Bbeo mokazaHo, 4YTO OMeENpa3oa B3aUMOIECHCTBYET C HEKOTOPBIMH AHTHUPETPOBUPYCHBIMU
npenaparaMid. MexaHu3MBbl U KIMHUYECKOE 3HAYEHUE ITUX B3aMMO/ICHCTBUI He BCerja M3BECTHBI.
VBenuuenne 3HadeHus pH Ha (oHe Tepamuu OMENpPa3olioM MOXKET BIMATH Ha BCACBIBAaHHE
aHTUPETPOBUPYCHBIX IpenapaToB. Takke BO3MOXXHO B3aMMOJICHCTBHE Ha YpPOBHE H30(epMEHTa
CYP2C19. Ilpu coBMECTHOM NpPHMEHEHHHM OMeEIpa3oja M HEKOTOPhIX aHTUPETPOBUPYCHBIX
IpenaparoB, TaKUX KaK amaszanagup u Heiganagup, Ha GOHE TEpallMd OMEIPA30JIOM, OTMEYAETCS
CHI)KEHME MX KOHIIGHTpPAllUH B CBHIBOpOTKe. [lo3TOMYy HX OJHOBpEeMEHHOE IPUMEHEHHE He

pexomenyercs. CoBMeCTHOE IpuMeHeHne omerpasosa (40 Mr oIuH pa3 B CyTKH) ¢ aTa3aHaBUPOM
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300 mr / puronaBupoM 100 Mr 370pOBBIMH J0OPOBOJIBIAMH THPHBOJUIO K CYIIECTBEHHOMY
YMEHBIIEHHIO OMOIOCTYIHOCTH aTazaHaBUpa (IUIOMIAJb MO KPUBOW «KOHIEHTPALUS—BPEMS),
MakcuManbHasd (Cmax) 1 MEHEMaNbHAs (Cmin) KOHIIEHTPAIWM YMEHBIIAIKMCH NPUOIU3UTENLHO Ha
75%). VBenuuenue 10351 aTazaHaBupa 10 400 MI He KOMIIEHCHPOBAJIO BO3JEMCTBHS OMEINpa3oia Ha
OMOI0CTYIIHOCT aTa3aHaBHpa.

IIpy oJHOBpPEMEHHOM INPHMEHEHHH OMelpa3ojia M CAaKBUHABHPA ObLUIO OTMEYEHO IIOBBHIIECHHE
KOHUEHTPALMK CAaKBUHABHpPA B CBHIBOPOTKE, IIPU IPUMEHEHHH C HEKOTOPHIMH JAPYTHMH
AQHTUPETPOBUPYCHBIMU IIpelapaTaMM HX KOHLEHTpAalMs He MEHsJIaCh. YUYHTHIBasg CXOJHBIE
(papmakokuneTHYecKHE M (apMaKOAMHAMHYECKHE CBOMCTBA OMENpa3oja M 330MENpa3ola,
COBMECTHOE IPUMEHEHHME 330MEIpa3ojla ¢ AHTUPETPOBHPYCHBIMH IpenapaTaMH, TaKHMH Kak
aTa3aHaBHp U HeJI(UHABUD, HE PEKOMEH/IYETCH.

93omenpaszon uarubupyer CYP2C19 — ocHOBHOM H30()epMEHT, YUaCTBYIOIIHI B €70 METab0IH3ME.
CoBmecTHOE NpHMEHEHME 330MeNpa3oyia ¢ APYTHMH IpernapaTaMd, B MeTabolHM3Me KOTOPBIX
npuHumaer y4yactue mzopepmeHT CYP2C19, TakuMu Kak auasenam, IUTAIONpaM, HMHIIPAMHH,
KJIOMHUIIPAMKH, (GEHUTOMH H JIp., MOXKET IPHBECTH K MOBBINECHHUIO KOHIEHTPALMI 3THX [IPenapaToB
B IUIa3M€ W NOTpeOOBaTh CHMXKEHHsA 03Bl [Ipu mepopanbHOM coBMeCTHOM mpueme 30 Mr
330MeIpa3o’ia | Juasenama Ha 45% CHMKaeTcs KIMPEeHC Aua3ernama, KOTOPbIi ABIseTcs cyocTpatom
u3opepmenta CYP2C19.

[Ipu coBmecTHOM mpueme 330Memnpa3oiia MepopaibHO B 03¢ 40 Mr ¥ (eHHTOMHA Y GOJIBHBIX
snuienicuen Ha 13% noBbImanachk ocTaToOuHast KOHIEHTpaIKs (EHUTOMHA B I1a3Me. B ¢Bs3H ¢ 3THM
PEKOMEH/TyeTCsl KOHTPOJIb KOHIIEHTpaluy ()eHUTOMHA B IUIa3Me B HaYaJle JICYCHHUs H30MENPa30IoM
U npu ero orMmene. Ilpumenenne omenpaszona B no3e 40 Mr oaumH pa3 B CYTKH HPHBOIMIIO K
YBEIMYCHHIO IUIOIMIAAN IOJ KPUBOH «KOHIEHTparus—BpeMs» H Cmax BOpUKOHa3ona (cybGcrpar
m3odpepmenta CYP2C19) Ha 15% u 41%, COOTBETCTBEHHO.

[Ipx mpruMeHeHnH 330Menpa3oia NepopaIbHoO B 03e 40 MI IAlMEHTaMH, TIOJTy YaroUMH Bap(apuH,
BpEeMsl KOAryJISIHHM OCTaBaJoCh B IIpeJieNiax JONMYCTUMBIX 3HaYeHHd. OJHAKO co0O0Imanochk o
HECKOJIBKUX  ClydasX  KIMHMYECKM 3HauuMmoro moBemueHus MHO  (MmexmyHapoaHOe
HOPMaJIM30BaHHOE OTHOINEHHWE) IIPH COBMECTHOM INPUMEHEHHH BapdaphHa U 330Melnpasona. B
CBSI3U C O3THM peKoMeHayeTcss MOHMTOpuHI MHO B Hayane W 1O OKOHYAaHHMH COBMECTHOTO
IPUMEHEHHS STUX IIpenaparosB.

[Io pesympraraM mHcclenoBaHHN OTMEYEHO (hapMaKOKHHETHYECKOE/(PapMaKoMHAMHYECKOE
B3aUMOJIEHCTBHE MEX/Ty KJIOIHMOTpesIoM (Harpy3ouHas go3a 300 Mr u o yiep>xuBaronias 103a

75 Mr/cyT.) U 330MenpazonoM (40 MI/cyT. BHYTph), KOTOPOE IPHBOAMT K CHHKEHHUIO SKCIIO3UIUH
aKTHMBHOIO MeTaboyMTa Kionujaorpena B cpenHeM Ha 40% W CHHKEHMIO MAaKCHMAaJIbHOTO

uHruOupoBanus AJIO-HHAYIMPOBAaHHON arperandd TPOMOOLUMTOB B cpeaHeM Ha  14%.
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KimHnueckas 3HaUMMOCTB 3TOTO B3aMMOJICHCTBUS HE sCHA. B NMPOCHEKTHBHOM HCCIIEIOBAHUM Y
NAlMEHTOB, I0JIyYaBIIUX IUIanedo MM oMenpasoln B jo3e 20 MI/CyT. OJHOBPEMEHHO C Tepanuei
KJIOMJIOTPEIOM M aneTuicamuiuuioBoi kucinoroi (ACK), u npu aHaimze KIMHHYECKHX HCXOJIOB
MacIITabHBIX pPaHIOMHU3HPOBAHHBIX MCCIEOBAHMHA He OBUIO IOKA3aHO IIOBBINIEHHS pPHUCKa
CEep/IEYHO-COCY AMCTHIX OCTI0KHEHUH IIPH COBMECTHOM NPUMEHEHUH KJIOIMHU0Tpelia i HHTHOMTOPOB
IPOTOHHOM IIOMIIBI, BKJIFOYasi 330Menpa3oi. Pe3ynpTarel psiga HaOMOAATENbHBIX HCCIIEIO0BAHUM
IPOTHBOPEYMBEI ¥ HE Ial0T OJTHO3HAYHOI'O OTBETA O HAJTMYMU WM OTCYTCTBHH IIOBBIIIEHHOTO PHUCKa
TpoMOO3MOOIHYECKUX CEPAEYHO-COCYAUCTBIX OCIOKHEHUM Ha ()OHE COBMECTHOIO IPHMEHEHHS
KJIONUJIOTpeia ¥ HHTHOMTOPOB MPOTOHHOM moMnbl. [Ipu nprMeHeHHH KIOMUAOrpeia COBMECTHO C
¢uxcupoBanHoi komOuHanmed 20 Mmr 33omenpazona u 81 mMr ACK 3Kkcnosunus akTHBHOTO
MeTabonHMTa KJIONMHJIOIpeNa CHU3MIach modTd Ha 40% 1o CpaBHEHHIO C MOHOTEpamuei
KJIOIMJOIPENIOM, IIPM 3TOM MAaKCHMallbHble YpPOBHH HHrubupoBaHus AJ[D-uHIynupoBaHHOM
arperanuy TpOMOOIIMTOB ObLUTH OIMHAKOBBIMH, YTO, BEPOSATHO, CBA3AHO C OJJHOBPEMEHHBIM IPUEMOM
ACK B HHU3KO#1 1103€.

[Ipumenenue omemnpasona B j1o3e 40 Mr OJWH pa3 B CYTKH IPHBOAWIO K YBETHYEHHIO Cmax H
IUTOIIA/IM 1101 KPUBOM «KOHIEHTpalusi—BpeMs» nunocrazona Ha 18% u 26%, cOOTBETCTBEHHO; JUIs
OJHOTO M3 aKTHBHBIX MeTa0OJIMTOB IMJIOCTa30Jia yBEIHYeHHEe cocTaBwio 29% u 69%,
COOTBETCTBEHHO.

VY 300pOBBIX JOOPOBOJIBIIEB COBMECTHBINM NMEPOPATBHBIA IpHEM 330Melnpasoia B jo3e 40 Mr u
nM3anpu/ia Ha 32% MNoBBIIIAI BEIMYUHY IUIOMAAN 0] KpUBO# «KoHIeHTpanusi—Bpems» (AUC) u
Ha 31% yBemuuuBan nepuoa noxxyeeiseieHus (T1/2) w1 nu3anpuaa; MakCHMaIbHBIE KOHIIEHTPAIIAH
qM3anpuja B IUIa3Me€ IIPU 3TOM 3HAUUTEIBHO HE HM3MEHSUINCh. He3HaunTenbHOE Y/UIMHEHHE
unrepana QT, koTopoe HabmoOIaNOCH NPU MOHOTEPANMH IU3ANPHIOM, TPH J00aBIEHUH
930MeNpa3osia He YBEIUYUBAIIOCH (M. pazzien « Ocolble yKa3zaHus» ).

IIpyn 0HOBpEMEHHOM NPHUMEHEHHH 330MEIpa3ojia ¥ TaKpOJMMyca OBUIO OTMEYEHO IMOBBIIICHHE
KOHLIEHTPALUH TaKpOJIMMYCa B CBIBOPOTKE KPOBH.

VY HEKOTOPBIX IAlMEHTOB OTMEYAIM IOBBIICHHE KOHIIEHTpAllMM MeToTpekcara Ha (oHe
COBMECTHOI'O IIPUMEHEHHs ¢ MHTHOMTOpaMHU NMPOTOHHOH momibl. [Ipn Ha3HaYeHHUHM BBICOKHX J103
METOTpEKCaTa ClIeIyeT paCCMOTPETh BOZMOXKHOCTh BPEMEHHOW OTMEHBI 330MeTpa3oJia.

IToxa3zano, 4To 330MeNpa3oy He BBI3BIBACT KIMHUYECKH 3HAYUMBIX U3MEHEHHH (apMaKOKHHETHKH
aMOKCHIIMJUTHHA U XUHH/IHHA.

HccneoBanuii 1Mo M3y4EHHIO B3aUMOJICHCTBHS 330MeNpasolia C JPYTHMH JIEKapCTBEHHBIMH
CPE/ICTBAMH IIPH €r0 BHYTPUBEHHOM IIPUMEHEHHMH B BBICOKHX J103axX (80 Mr ¢ mocieayrommm
BBEJICHHEM B 03¢ 8§ MI/4) HE NPOBOAWIOCH. BO3MOXHO, NMpH TaKOM peXHMe JI03UPOBAHHSA

330MENpa3o)l OKa3blBaeT Oojiee BBIPAKEHHOE BIUSHHE Ha (apMaKOKHHETHKY CyOCTpaToB
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uzopepmenta CYP2C19. IlosToMy mamMeHTH JOJDKHBI HaXOAUTBCA IO IPHCTAIbHBIM
MEMIUHCKAM HaOJII0OIeHUEM BO BpeMsi BHY TPHBEHHOTO BBEJIEHHS 930MeIpa3oia.

Bnusanue nexapcmeennsix npenapamos na gpapmakoxkunemuxy npenapama Icom®

B Mmerabom3me 33oMmenpaszona ydactByioT m3odepments: CYP2C19 u CYP3A4. CoBmecTHOE
IIepopaIbHOE IPUMEHEHHE 330Melpasoiia 1 nHruoutopa uzopepmenta CYP3 A4, kinapurpoMuipaa
(500 mr 2 pa3a B cyTKH) IPUBOAUT K ABYKpPaTHOMY yBenuueHHo 3Hadenuss AUC yis 930Menpasoia.
CoBmecTHOE NpHMEHEHHE 9330Melpa3oia W KOMOMHHPOBAHHOTO HHIUOMTOpPa H30()epPMEHTOB
CYP3A4 u CYP2C19, nanpumep, BOPHKOHA30J1a, MOXKET NIPUBOAUTE Gojiee 4eM K 2-X KpaTHOMY
yBenuyenuro 3HadeHus AUC i 33omenpasona. Kak mpaBuio, B Takux ciydasx He TpeOyercs
KOppeKIMH 036l 330Memnpasona. Koppekuus 103b1 330Menpa3oia MOXKET HOTpeOOBaThCs Y
NAlMEHTOB C TSKENIBIM HapyIleHueM (QyHKIIUY [I€Y€HH U IIPH JUTUTEIEHOM €r0 IPUMEHEHUH.
JlexapcTBeHHBIe npenapathl, uHAYIHpyoomue uzodhepmentet CYP2C19 u CYP3A4, Takue Xak,
pudaMIUIMH M IIpemnapaThl 3Bepo0O0si MPOJBIPSIBIEHHOIO, NPH COBMECTHOM IPHMEHEHHHM C
330MENPa30JIOM MOT'YT IPUBOAUTH K CHHIKEHHIO KOHIIEHTPAIIMH 330MeIpa3olia B IIa3Me KPOBH 3a
CUYET yCKOPeHHs MeTaboIM3Ma 330Merpasoia.

JIng pacTBOpeHHs IpemapaTa JOJDKHBI HCIIOJIB30BAaThCS TOJBKO JIEKAPCTBEHHBIE CPEJICTBA,

yIOMsHYyThIe B noapazaene «lIpurorosiaenue pacteopay.

Oco0ble ykazanus

IIpn HamM4My MOOBIX TPEBOXKHBIX CHMIITOMOB (HAaIlpUMep, TAKUX KaK 3HAYMTEJIbHAs CIIOHTaHHAs
IOTEPsl MacChl TeJa, IOBTOPSIOMAsCS pBOTA, AUC(arus, ppoTa ¢ KPOBBIO HIIH MEJICHa), a TAKXKe IPH
HaJIMYMH A3BBI XKeTy/Ka (WIH IIPU TO0I03PEHUH Ha SA3BY JKENIy/JKa), CIeAYEeT HCKIIOYUTEH HATHYHE
3JI0Ka4eCTBEHHOTO HOBOOOPA30BaHHsl, TIOCKOJIBKY JIEYEHHE MpernapaToM JcoM® MOXKeT IIPUBECTH K
CIJIaXKMBAHUIO CHMIITOMATHKH M OTCPOYUTH OCTAHOBKY JIMAarHO3a.

B penxux ciyuasx y DalUeHTOB, JUIMTEIbHOE BpeMs MNPUHUMABIIMX OMEINpPa3oj, IIpH
TUCTOJIOTHYECKOM HCCJIEIOBAHUM OMONTATOB CIM3UCTOM OOOJOYKM Tejla >KEeNyJKa BBISBIISIICS

aTpopUYECKHii TracTPHUT.

Biusinne Ha ¢cnocoOHOCTH YNPaBJIATH TPAHCHOPTHBIMH CPEACTBAMH, MeXaHH3MAMH
B cBsi3u ¢ TeM, 9TO BO BpeMs Tepanmuu mpenapatoM DcoM® MOTYT HabJIIOaThCA TOOBOKpPY KEHHE,
HEYETKOCTh 3PEHHSl M COIUIMBOCTB, CJIEAYeT COONIOAATh OCTOPOXHOCTH TIPH YIPaBICHUH

TPaHCIIOPTHBIMHU CPEACTBAMH H JIPYTUMHU MCXaHHU3MaMH.
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®opma BbINycKa

[To 40 mr »3omenpazona Bo ¢akoH H3 mpo3padHoro OeciBerHoro crekiaa tuma I (USP)
BMECTHMOCTBIO 5 MJ, YKYINOPEHHOM OpOoMOYTHJIOBOM MpoOKO#, 00)KaToM aJrOMHHHEBLEIM
KOJIIIAYKOM C 3aIIUTHOH I1acTUKOBOM Kpbikoi «flip-offy.

ITo 10 ¢pakoHOB BMeCTE ¢ HHCTPYKIUEH 10 IPUMEHEHHIO B [TAYKe M3 KApTOHA.

YcnoBus otmycka

OTmyckaroT 1o penenty.

YciaoBusi XxpaHeHust
B 3amuineHHOM OT cB€Ta MecTe B OPUTHHATILHOU yIakoBKe ((pJIakoH B Iavke) IMpH TEMIIEpaType He

BeI1e 30 °C.

Xpanmb B HEIOCTYITHOM IS JIETEH MecCTe.

Cpok rogHocT
2 roja.

He IIPUMEHATD IIOCJIC UCTECYCHHUS CPOKa I'OJTHOCTH, YKAa3aHHOI'O Ha YIIaKOBKE.

IIpousBoauTens/PacoBmuk (MepBUYHAS YIIAKOBKA)

Acnupo @apma Jlumumeo, uns

Anpec Mecta npousBozcTBa: Yuactok Ne 321, buotek Ilapk, ®aza-III, Kapkanarna (B), Mapkyk
(M), Cupauner (Juct.), Unaus.

YnakoBmuk (BTOPHYHAS YIIAKOBKA)

000 «MAKH3-DAPMA», Poccus

109029, r. MockBa, ABTOMOOWIBEHBIN IIpoe3 i, 1. 6, cTp. 5.

Aopec mecma npouzeoocmesa: 109029, r. MockBa, ABTOMOOHIBHBIH 11poe3, 4.6, ¢Tp. 4, cTp.6, cTp.8.
WIH

Acnupo @apma Jlumumeo, uus

Anpec Mecta npousBojcTBa: Yuactok Ne: 321, buorek Ilapk, ®aza-I1I, Kapkanaria (B), Mapkyk
(M), Cumunier ([Tuct.), Unaus.

HanmenoBanne n aapec IpHIANYECKOro JIHIA, HA HMA KOTOPOr0 BbIIAHO PErHCTPAIIHOHHOE
Y10CTOBEpeHHe

Xetepo Jlabc Jlumuren, Unaus

Anpec: «Xerepo Kopnopeiity, 7-2-A2, Unpactpuan Jcreiitce, Canat Harap, Xaiigapadbag — 500018,

Tenanrana, Unaus.
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A

Opranuzanus, NPHHAMAOMAs NPeTeH3HH

MockoBckoe npezncTaBuTenscTBO KoMmmnanuu « Xerepo Jlabe Jlumureny (Muaus).
Anpec: 109029, r. MockBa, ABTOMOOMIIBHBIH Ipoe3, 1. 6, cTp. 5.

Ten./bakc: +7 (495) 981-00-88

e-mail: DrugSafety-Russia@heterodrugs.com

['naBa npeacraBurenscTBa Komnanuu Zﬂiﬂ7 1 JxpyBan Kactypu Moxan Acypu
s
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