NHCTPYKUWNA
Mo NPMMEeHeHNI0 NeKkapcTBEeHHOro npenapaTa Ana MeaUUMHCKOro NpuMeHeHns

HEKCUYM®
HanMeHOBaHWe NekapCcTBEHHOro npenapaTa

PeructpaumoHHbin Homep: JIC-000920

Toprosoe Ha3BaHue: Hekcnym® (Nexium®)

MexayHapoaHoe HenaTeHTOBaHHOE HazBaHMWe: 330Menpason (esomeprazole)
NekapcTBeHHas opma: nvodunusaT [aOna  NPUroToBMeHus pacTBopa  AOns
BHYTPVMBEHHOIO BBEAEHNS

COCTAB

OauvH hnakoH coaepXxnT:

AKTMBHOE BELLECTBO:

Q3omenpason Hatpumr 42,5 mMr, akBMBarneHTHbIn 40 Mr azomenpasona.
BcnomoratenbHble BellecTBa:

OuHaTtpusa agetat gurngpat 1,5 mr, Hatpus rngpokeng 0,2-1 mr.

OMUCAHUE
JInodpunmaar 6enoro nnm no4vtn 6enoro LBeTa B BUAE CNPECCOBAHHON MacChl.

dapmakoTepaneBTUYeCKasas rpynna: >Xene3 Xenyaka CeKpeuuio MoHWxKawLee
CPeacTBO — NPOTOHHOIO Hacoca UHMIMBUTop
Kog ATX: A02BCO05

®APMAKONOIMYECKUE CBOUCTBA

dapmakoguHammKa

O3omenpason sBnseTcs S-M30MEPOM OMENpPasofia U CHWXKAET CEKPELMIO COINSHOW
KUCMNOTbl B »Kenyake nyTeM cneuuguyeckoro UHrMOMpoBaHUs MPOTOHHOW MOMMbl B
napveTanbHbIX KrneTkax >enygka. S- u R-usomep omenpasona obragaloT CXOAHOW
dhapmakoaMHaMM4ecKon aKTUBHOCTbIO.

MexaHu3m deticmeusi

J3omenpason saBnaeTca cnabbiM OCHOBaAHWEM, KOTOPOE NEPEXOOUT B aKTUBHYIO dOpMYy
B CUITbHO KUCNOW Cpefe CEeKPeTOPHbIX KaHamnbLeB napueTanbHbiX KNeTOK CIM3UCTOM
000noukn xenygka u MHrMbupyeT NPOTOHHYO nomny — depmeHT H*/K*- AT®asy, npu
39TOM NpoucxoamnT UHrMbupoBaHMe kak BasanbHOW, Tak U CTUMYNMPOBAHHOW Cekpeuun
COJISTHOWN KMCNOTHI.

BriusiHue Ha cekpeyuro consiHoU KUCIombl 8 XeJlyoke

lMocne npuema BHyTpb 330Menpasona B Ao3se 20 mr unm 40 mMr B TedeHue 5 gHen
naumeHTammn c ractpoasocpareancHon pedntokcHon GonesHbto (FOPB) ¢ Hanuuunem
CAMNTOMOB OTMEYasniocb CHWXEHUE CeKpeLuu COSIAHOM KUCMOTbl B JXenyake Ha
NPOTSHKEHMM Bornbluern 4actm CyTok. OdpekT Obin OAMHAKoB NPU BHYTPUBEHHOM
BBELEHMM M NPU NPUEME BHYTPb.

AHann3 dapmMakoKMHETUYECKNX AaHHbIX MNO3BOSMUM BbISBUTb B3aUMOCBSA3b MeEXAy
WHIMOMPOBAHMEM CEKPELIMN COSIIHOM KUCNOTbl U KOHLEHTpauuen a3somenpasona B
nnasme nocrie npuMéma BHYTPb (ANA OUEHKM KOHUEHTpauuu MCnonb3oBanu napameTp
AUC — nnowjagb nog KPMBOMW «KOHLIEHTPALUUS — BPEMSY).



Ha doHe BHyTpuBeHHoOro BBegeHus 80 mr a3omenpasona B TedyeHue 30 MUHYT C
nocrneayLien NpoaneHHon BHYTPUBEHHOW MHGY3nen asomenpasona B 4o3e 8 mMr/y B
TeyeHne 23,5 yacoB 3HayeHue xenyaovHoro pH 6bino Bhiwe 4 B Te4eHne, B CPEAHEM,
21 vaca, n Bblwe 6 — B TeveHne 11-13 yacos.

Tepanesmu4yeckul aghgpekm, docmueaemblil 8 pe3yribmame uHaubuposaHusi cekpeuuu
coJsisiHoU Kucsiomal

3axusneHue pedriokc-a3ogarnta npu nepopanbHOM NpuMEMe 330Mmenpasona B o3e
40 Mr HacTynaeT npubnuantensHo y 78% naumeHToB Yepes 4 Hegenu Tepanuu 1y 93%
nauneHToB Yepes 8 Hefenb Tepanuu.

MokasaHa adpdekTUBHOCTL npenapata Hekcuym® npu KpoBoTeYeHUM M3 MENTUYECKON
S13Bbl, NOATBEPXOAEHHOM 3HAOCKOMNYECKM.

Lpyaue aghgbekmel, cesi3aHHbIe ¢ UH2ubuposaHUeM ceKpeyuu COMISIHOU KUCIoMbI

Bo Bpemsi neyeHuss npenapatamu, MNOHWKAKLMMM CEKPELMIO >Kenes Xenyaka,
KOHLIEHTpauuMs racTpuHa B Mfasme MOBbIWAETCs B pe3ynbTaTe CHWXKEHUS Cekpeuuu
CONSAHON KUCNOTbl. Bcneactene CHMXKEHUSI CEKPEeLUM CONSIHOM KMUCIOTbl MOBbILIAETCS
KOHUeHTpaums xpomorpaHmHa A (CgA). loBblweHne KoHueHTpauum CgA MoxeT
oKasblBaTb  BAMAHME  Ha  pes3ynbTaTbl  obcnefoBaHMi  ONA  BbISIBMIEHMWS
HEMPO3HOOKPUHHBIX onyxonen. Ona npegoTBpalieHMsl OAHHOro BAWSAHWS Tepanuio
WHrMOMTOPaMKM MPOTOHHOW MOMMNblI HeobxoaMmo npuocTtaHoBUTb 3a 5-14 gHen Oo
npoBeAeHNst nccneaoBaHusa KoHueHTpaumm CgA. Ecnm 3a 3TO Bpems KOHUEeHTpauus
CgA He BepHynacb K HOpMarbHOMY 3HA4YEHUI0, UCCregoBaHWe creayeT NOBTOPUTD.

Y peten n B3pOCHbIX MaLMEHTOB, MPUMHMMAaBLUMX 330MENpas3osl BHYTPb B TeYeHue
ANUTENBbHOrO  MNPOMEXYTKa  BPEMEHM, OTMEeYanoCb YBENMYEeHME  KONmMyecTBa
9HTEpPOXpOMadPPUHONOAOOHBIX KMETOK, YTO, BEPOSATHO, CBS3AHO C YBENIMYEHUEM
KOHUEHTpaumMm ractpuvHa B nnasme. KnvHMYecKkom 3HaA4YMMOCTW OaHHOE SIBMEHWE He
nmeer.

Y naumeHToB, MNPUHUMABLUMX NepoparibHO B TEYEeHWe [OANTENbHOMO BPEMEHU
npenapaTbl, NOHWXKaOLLME CEKPELMIO XXenes Xenyaka, Yalle oTmedanocb obpasoBaHme
XKEenesncTbliX KACT B Xenyake. OTU sBneHuss 00ycrnoBneHbl ¢U3MONorndeckumm
N3MEHEHUAMN B pe3ynbTate WHIMOMpOBaHMA CeKpeuum CONAHOM KUCIOTbl. KucTbl
AobpokayecTBEHHbIE U NOABEPraTcs 0O6paTHOMY pasBUTULO.

MprMeHeHe nekapCTBEHHbIX NpenapaToB, NOAABNSAIOLLNX CEKPELMIO CONAHOM KACMOTbI
B Kenygke, B TOM 4ucCne, WHrMOMTOPOB NPOTOHHOM MNOMMbI, COMPOBOXAAETCHA
yBENMYEHNEM CoAdepKaHNA B Xenyake MUKPOOHOW ¢hnopbl, B HOPME MPUCYTCTBYHOLLEN
B XKenygo4HO-KULWEYHOM TpakTe. [MpuMeHeHne MHrmbmnTopoB NPOTOHHOW MOMIMbI MOXET
NPUBOANTL K HE3HAYMTENbHOMY YBENMYEHUI0 puUCKa WHMEKUMOHHbIX 3abonesaHui
XernyagodHo-KMLWeYHoro TpakTa, BbidaBaHHOro Salmonella spp., Campylobacter spp. u, y
rocnnTannanpoBaHHbIX NauneHToB, BeposaTHo, Clostridium difficile.

Y peten B Bo3pacte meHee 1 mecsua u B Bo3pacte 1 — 11 mecsueB Ha dpoHe npnema
nepopanbHoro asomenpasona B gose 0,5 mr/kr n 1,0 Mr/kr, COOTBETCTBEHHO, OTMEYEHO
YMEHbLUEHNE CpeaHero npoueHTa BpEeMEHUM CO 3HaYeHMeM BHyTpwkenygodHoro pH
MeHee 4.

Mpodunb 6Ge3onacHOCTM 330Menpasosna y AeTen CXOX C TaKOBbIM Y B3POCHbIX.



PapMaKkoOKMHeTHKa

PacnpedeneHue

Kaxywuncs obbem pacnpegeneHsi Nnpu paBHOBECHOM COCTOSIHUW Yy 300POBbIX N0gen
cocTtaBnsaeTt npubnuauntenbHo 0,22 n/kr maccbl Tena. 330Menpasosi CBA3bIBAETCS C
6enkamu nnasmbl Ha 97%.

Memabonu3sm u ebieedeHue

J3omenpason noasepraeTcs NosIHOMY MeTabonmamy € y4acTUEM CUCTEMbI LMTOXpOMa
P450. OcHoBHas 4acTb MeTabonumaunpyetrca npuM  yyacTum  cneundunveckoro
nonumopdHoro nsodepmeHta CYP2C19, npmn atom 06pasytoTcs rmapoKCUMpoBaHHbIe
N gecMeTunupoBaHHble MeTabonuTel 33oMmenpasona. Metabonuam octaBllenca 4YacTu
ocyLecTBnsaeTcs N30hepPMEHTOM CYP3A4; npu 3TOM obpasyeTtcs
Cynbconpon3BoAHOE 330Menpas3osia — OCHOBHOW MeTabonuT, onpegensemMmbin B
nnaswve.

MapameTpbl, nNpuBEOEHHbIE  HWXe,  OTpaxawT, B  OCHOBHOM,  Xapaktep
dapMaKoOKMHETUKN Yy NaLMEHTOB C NOBbLILLEHHOW aKTUBHOCTbLIO n3ogepmeHta CYP2C19.
O6wnin NnasmMeHHbIA KNMPEHC cocTaBndeT npuMmepHo 17 n/4 nocne oOOHOKpaTHOro
BBeAeHusA npenapata n 9 n/y4 — nNpy NOBTOPHbIX BBeAeHUsX. MNepunog nonyebiBeaeHUS
coctaBnsieT 1,3 yaca npu NOBTOPHbIX BBEAEHUSIX MNpenapata OAMH pa3 B CYTKMW.
Mnowaab nog KpuMBOM «KOHUEHTpaums — Bpems» (AUC) yBenunuuBaetcs npu
NMOBTOPHOM BBeAEHMU. JTO yBeENUYEHME SABMSIETCS BPEMSA- U A0303aBUCMMbIM, 4YTO
ABNAETCA CNeaCcTBMEM CHUXEHUS MeTabonuama npu «nepBoM MPOXOXOEHUU» Yyepes
MeYeHb, a TaKKe CHWKEHUSI CUCTEMHOrO KMMPEHCa, BEPOSITHO, Bbl3BAHHbLIX TE€M, 4TO
330Menpason u/unu ero cynbgonponssogHoe nHrMbnpytot nsogpepmeHt CYP2C19.
Mpwn exxeqHEBHOM NMPUMEHEHMM OONH pa3 B CyTKM 330MeNpasosl NOSIHOCTbIO BbIBOAUTCA
n3 Nnasmbl B NepepbiBe MeXAy BBEOAEHUAMWU, TEHOEHUMN K KyMynauum 33omenpasona
He oTMeYaeTcs.

Mpn NOBTOpPHOM BHYTPUBEHHOM BBeAeHUW 330Menpasona B fo3e 40 mr cpegHada
MakcumarbHasi KOHLUEeHTpaumna B nrasme coctasnseT npubnmsantensHo 13,6 MKkMonb/n.
Mpyn nprveme BHYTPb aHaNoOrM4YHbiX [03 CpedHdAs nnasMeHHas MakcumarbHas
KOHUEeHTpauus coctaBngeTt 4,6 MKMornb/n. Heckonbko MeHbLue yBenudmnsaeTcs obuias
akcnosuums (npmbnusntensHo Ha 30%) npu BHYTPUMBEHHOM BBEAEHUWN 330Menpasona
Mo CpaBHEHMIO C NepoparnbHbIM NPUEMOM.

Mpwn BHyTpMBEHHOM BBeLeHUM 330Menpasona B gosax 40 mr, 80 mr n 120 Mmr B TeyeHue
30 MMH C nocnegywwmMm BHYTPUBEHHbIM BBeAeHMEM B [o3e 4 mr/y4 unn 8 mr/y B
TeyeHue 23,5 4 Obina nokasaHa nNuHenHasa 3asncumocts AUC oT BBOAVMMOW O03bl.
OcHoBHble MeTabonUTbl 330Menpasona He BAUAIOT Ha CEeKpeLuto CONSIHOW KUCIOThbl B
xenygke. Npu nepopanbHoM npumeHeHnn 0o 80% [03bl 330Menpasofia BbIBOAUTCS B
BMAe MeTabonnTtoB noykamu, apyras 4YacTb — KuwevyHukom. B moye oBHapyxuBaeTtcs
mMeHee 1% HeM3MeHeHHOro a3omenpasona.

OcobeHHOCMU (hapMaKOKUHEMUKU 8 HEKOMOPbIX 2pyrnnax nayueHmos
MpubnusntensHo y 2,9+1,5% HaceneHnss CHWXEHa akKTUBHOCTb W30depMeHTa
CYP2C19. VY Takmx nauvMeHToB MeTabonmam 330Menpasona, B OCHOBHOM,
ocyuwectensaetca ¢ nomowpbio CYP3A4, n npu NoBTOpHOM npueme BHyTpb 40 wmr
330Menpasona OAHOKPaTHO B CYTKW CpefHss nrolwiagb Nod KPUBOW «KOHLEHTpauusa —
Bpems» Ha 100% Bbllwe, YeM Y NaLMEHTOB C NOBbLILLEHHON aKTUBHOCTLIO M3odepmeHTa
CYP2C19. CpegHue 3Ha4YeHUA MakCUMarsibHbIX KOHUEHTpauun B nnasme y nauveHToB
CO CHWXEHHOW aKTMBHOCTbK W30odepMeHTa noBblWeHbl NpnbnuantensHo Ha 60%.
CxogHble pasnuuns  BbiSIBfiEHbl NpPU  BHYTPUBEHHOM BBeAEHMM 330Menpasona.
OTmeyeHHble 0COBEHHOCTM HE BNMUAIOT Ha 403y U CnOCob NpMMEHeHUs a3omenpasona.



Y nauueHTOB noxwunoro Bo3pacta (71-80 net) wmeTtabonu3am 33omenpasona
CYLLIeCTBEHHO HE U3MeHseTcs.

Y naumeHToB C NErkum u yMepeHHbIM HapylleHnem QyHKLMM nevyeHun metabonusm
330Menpasona MoXeT HapylwaTtbCs. Y nauueHToB C TSXKemNbIM HapylleHnemM dyHKUum
MeyYeHn CKOpPOCTb MeTabonmama CHUXeHa, YTO NPUBOAUT K yABOEHWMIO nnowiagn nopg
KPMBOWM «KOHLIEHTpauus — BpemMsi» ANna 33oMenpasonia. TeHO4eHUMW K KyMynsauum
330Menpasona M ero OCHOBHbIX MeTabonMToB NMpu BBEAEHWUW NpenapaTta OAWH pa3s B
CYTKM HEe OTMeyvaeTcs.

M3ydyeHne apMakOKUHETUKM Y MaUMEHTOB CO CHMXXEHHOW (QYHKUMEN TMOoYeK He
npoBoaunock. [lockonbKy 4Yepe3 MOYKM OCYLIECTBNAETCA BblBEAEHME He CaMoro
33omenpasona, a ero MetabonuToB, MOXHO nonaraTtb, YTO MeTabonmam 33omenpasona
y MaUMEHTOB C HapyLleHNeM OYHKUUN NOYEK HE N3MEHAETCA.

lMpumeHeHue y demel

N3yyeHne papmMakoKMHeTUKM 3d30oMmenpasona y geten B Bospacte oT 0 go 18 net
npoBoAunoCL nocrie 3-X MWHYTHOW BHYTPMBEHHOW MHBLEKLUMW OAWH pa3 B CYTKM B
TeyeHne 4 gHen. MakcnmanbHy0 paBHOBECHYHO KOHLEHTpauMio npenapaTta B nrasme
KpoBU (Cssmax) OueHMBanNM 4epes 5 MUH nocre BBeAeHUS O03bl Y OeTel BO BCeX
BO3pacCTHbIX rpynnax, a y B3pOoCrblX NauMeHToB — Yyepes3 7 MUHYT Nnocrne BBeJeHUS JO03bl
40 Mr 1 No OKOHYaHWUIO MHAY3UKM J03bl 20 Mr.

B tabnuue npeacTtaBneHbl pesynbTaTbl OLEHKM CUCTEMHOM 3KCMO3MLMKM 330Menpasona
B BMEe reoMeTpu4ecKknx cpegHux (auanasoHa).

Bo3pacTtHas Odo3za AUC, mkmonb-4/n | Cssmax, MKMONb/N
rpynna

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 net 10 mr (n=7) 7,9 (2,9-16,6) 94 (4,4-17,2)
6-11 net 10 mr (n=8) 6,9 (3,5-10,9) 56 (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 net 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)

B3pocnble 20 mr (n=22) 51(1,5-11,8) 39(1,5-6,7)
40 mr (n=41) 12,6 (4,8 —21,7) 8,5(5,4-17,9)

*BospacTtHas rpynna ot 0 0o 1 mecsua BkoYyana nauueHToB CO CKOPPEKTMPOBAHHLIM BO3pacToM (CyMma
BHYTpUyTpOOGHOro Bo3pacTta v Bo3pacTa Nocne poXxaeHus B NOSMHbIX Heaensix) = 32 NosfHbIX Heaenb
n < 44 nonHeix Heaenb. BospacTHas rpynna ot 1 go 11 mecsueB Bknoyana naunueHToB co
CKOPPEKTMPOBAHHbLIM BO3PACTOM = 44 norHbIX HeJerb.

**[1Ba nauneHTa ObINy UCKMIOYEHBbI — OJMH B CBSA3M CO CHUXKEHHOWN akTUBHOCTLIO N30hepMeHTa
CYP2C19, BTOpOW - B CBSA3M C CONYTCTBYIOLUM NPUMEHEHEM UHIMGUTOopa nsogepmeHta CYP3A4.

CornacHo noctpoeHHon mogenn Cssmax Nocrne B/B BBeAeHUst 33omenpasona B suge 10-
MUHYTHOM, 20-MUHYTHON M 30-MUHYTHOW WUHY3UN YyMEHbLUUTCS, B cpeaHeM, Ha 37%-
49%, 54%-66% n 61%-72%, COOTBETCTBEHHO, BO BCEX BO3PACTHbIX rpynnax v rpynnax
[031MPOBaHUS MO CPaBHEHUIO CO 3HAYEHNEM Css max NOCNe 3-MUHYTHON MHBEKLINM.




NMOKA3AHUA
B3pocnble
- B KayecTBe anbTepHaTMBbl MepopanbHON Tepanuu MNpu HEBO3MOXHOCTUM eé
npoBeaeHus:
e npu ractpoazodareanbHon pedrtoKCHOM BOMEe3HN y NaunMeHToB C 330harnTomM
n/vnn BblipaXk€HHbIMK cUMNTOMamMu pedniokcHon 6onesHn
e ONA 3aXMBMEHUS NENTUYECKUX $3B, CBA3AHHbIX C MPUEMOM HECTEPOUAHbIX
npoTuBoBoOCnanuTenbHbIX Npenapatos (HIMBIM)
e NS NPOUNAKTUKA MEenTUYECKUX 3B, CBA3aHHbIX C npuémom HIIBIM, vy
NnaumeHToB, OTHOCALLMXCS K rpynne pucka
- Ana  npodunakTMkM peumauBa  KpOBOTEYEHUS U3  MEenTMYECKOW A3Bbl nocne
9HOOCKOMMYECKOoro remocTtasa.
Hetu (B Bo3pacTte ot 1 rona no 18 ner)
- B KayecTBe anbTepHaTMBbl MepopanbHOW Tepanuu Npu  HEBO3MOXHOCTM eé
npoBeaeHus:
e pu ractpoasodareanbHon pedsitoKCHON 60MNe3Hn y naumeHToB C 9PO3UBHBLIM
pednitokc-a3odarnToM  U/MNU  BbIPAKEHHbIMM  CUMMTOMaMn  pepnoKCHOM
bonesHun.

NMPOTUBOIOKA3AHUA

lMoBbileHHas 4YyBCTBUTENBbHOCTb K 330MeEnpasosly, 3aMelleHHbIM OeH3nmuaasonam
NN OpyrMm UHrpeaneHTam npenapara.

Hetckun Bospact fo 1 roga u getckmn Bospact o 18 net no ApyrMm nokasaHUAM,
KpoMe racTtpoasodharearnibHon pedtoKCHON BonesHu.

O30Menpason He JOMMKEH NPUHUMATLCS COBMECTHO C aTazaHaBMpOM U HeNdMHaBMPOM
(cm. pasgen «Bsaumopenctsume C gpyrumm nekapCTBEHHbIMW cpeacTBamu U gpyrue
BUObl B3aUMOOENCTBUA»).

C OCTOPOXHOCTDBHIO: naumeHTbl C TSXenon no4eyHon HegoCTaTOMHOCTbIO.

BEPEMEHHOCTb U NEPUOA NAKTALUU

B HacTosiLiee BpemMsi gaHHble O NPUMEHEHUM 330Menpasona B nepuon 6epeMeHHOCTU
orpaHu4yeHbl. B nccrnegoBaHMsiX Ha XUBOTHBLIX HE BbISIBIIEHO KAKOro-nMbo NpsiMoro uUnu
KOCBEHHOrO OTpuLaTeNnbHOro BO3dencTeus npenapata Hekcuym® Ha pasButue
aMbpuoHa unu nnoda. BeegeHue pauemuyeckoin cmecu npenapaTta Takke He
OKasblBano Kakoro-nMbo OTpuuaTeNnbHOrO BO3AEWCTBUS Ha XXMBOTHbIX B Nepuoa
GepeMeHHOCTU, POJOB, a Takke B Nepunom NocTHaTanbHOro pasBuTHS.

HasHauaTb npenapat B nepvon G6epeMeHHOCTM crneayeT TONbKo B TOM cry4ae, korga
oXxugaemasi nonb3a Ans MaTepu npesbilaeT BO3MOXHbINA PUCK A4S nnoaa.

HeT aaHHbIX O NpUMeHeHUM npenapaTa XeHLWuHamMu B nepuog naktauun. He nssecTHo,
BblENsieTCs NN 330Menpasosl C rpyaHbIM MOJIOKOM, NO3TOMY He crneayeT HasHavaTb
Hekcnym® B nepuog kopmneHuss rpyabto. B cnyyae HeoBGxoaumoctn Tepanuu
npenapatom Hekcuym® B nepuoa naktauum crnegyeT pPacCMOTPETb BO3MOXHOCTb
npeKpaLleHns rpyaHoro BCKapMIvBaHus.

Cnocob NPUMEHEHUA U O03bl

B3pocnble

B kayecmee arnbmepHamuebl repopasibHoOU mepanuu rpu Heeo3MOXHOCmU ee
rnpogedeHus:.

Mpn HEBO3MOXHOCTU MPOBEAEHUS MepopanbHOM Tepanuu nauueHTam MOXET ObiTb
pekoMeHa0BaH 330Menpason napeHTepansHo B fo3e 20-40 mr 1 pa3 B CyTKu.



e [lpu ractpoasocareanbHon pednitokCHON 60Mne3Hn y NaumeHToB C 330harnTom
pekoMmeHayeTca 33omMenpason B fo3e 40 mr 1 pas B cyTku. Ona nedeHus
cumnTomoB FOPB Hekcnym® npumensieTcs B fo3se 20 Mr 1 pas B CyTKW.

o [1na 3axusneHuns nenTn4eckmx 3B, CBsA3aHHbIX ¢ npuémom HIBI, y nauneHToB,
OTHOCSALLMXCA K rpynne pucka, pekoMmeHngyeTtcsa azomenpason B gose 20 mr 1 pas
B CYTKW.

e [InAa npodunaktmkm nenTuyeckux $3B, CBA3aHHbIX ¢ npuémom HIIBIM,
pekoMeHayeTcsa 33oMenpason B gose 20 mr 1 pas B CyTKMW.

Kak npasuno, nepuon neyvyeHnsa BHYTPUBEHHON (POPMON HEMPOLOSMPKUTESEH, NaUNeHTa
crnefyeT Kak MOXHO BbiCTpee nepeBecTn Ha nepoparbHbIN NPUEM NpenaparTa.

Ans  npocunakmuku peyudusa KposomeyeHUs U3 [ernmuyeckol £3ebl rocre
3HOOCKOMUYECKO20 2emocmasa:

lMocne aHOockonNUYecKkoro remocrasa pekoMeHayeTcs 3somenpason B fose 80 mr B
BMUae BHYTPMBEHHOW WHGY3uMM B TeyeHne 30 MUMHYT C nocneaylowen npoasieHHON
BHYTpPUBEHHOMN MHGY3Men azomenpasona B fo3e 8 Mr/J4 B TedeHue 3 cyTok (72 4acos).
[Mocne okoOHYaHWSA napeHTepanbHOW Tepanuu ANA NOLAaBIIEHUS CEeKPeuun KUCNOThl
pekoMeHAOyeTCA aHTUCEKpeTopHas Tepanua (Hanpumep, 33omenpason 40 mr 1 pas B
CYTKWN B TeyeHue 4 Hepenb).

NHBEKUUU
[os3a 40 me

MpuroToBneHHbIN pacTBop 33omenpasona (5 mn, 8 mr/mn) BBOAUTCA BHYTPMBEHHO B
TeYeHne He MeHee 3 MUHYT.

Ho3za 20 me

MonoBuHa NpUroTOBNEHHOrO pacTtBopa 33omenpasona (2,5 mn, 8 mr/mn) BBOAUTCSH
BHYTPMBEHHO B TeyeHMe He MeHee 3 MUHYT. Heucnonb3oBaHHble OCTaTKM pacTBopa
AOMMKHbI BbITb YTUNM3MPOBAHDI.

UHy3uu
[lo3a 40 me

[MpuroToBneHHbIN pacTBOp 330Menpasosna BBOAMUTCA B BUAE BHYTPUBEHHOM NHAY3UN B
TeyeHne 10-30 MUHYT.

Ho3sa 20 me

lMonoBMHa NPUroTOBNEHHOrO pacTBopa 330Menpasona BBOAUTCHA B BUAE BHYTPUBEHHOM
MHPy3mm B TedeHne 10-30 MUHYT. Hemcnonb3oBaHHble OCTaTKM pacTBOpa LOSMKHbI
ObITb YTUNN3NPOBAHSI.

Ho3sa 80 me

[MpuroToBneHHbI pacTBOp 330Menpasorna BBOAUTCA B BUAE BHYTPUBEHHOW WHY3UnN B
TeyeHue 30 MUHYT.

[losa 8 ma/u

[MpuroToBneHHLIN  pacTBOp  330Menpasofna BBOAMTCA B BuAae  NpoarieHHowm
BHYTPUBEHHOW WHY3nn B TeyeHne 71,5 yacos (8 mr/4). (YcnoBus n Cpok XpaHeHusi
NPUroTOBIEHHOrO pacTBopa CM. B pasgene «[llpurotosneHne pacteopan.)



Oetu (B Bo3pacTte ot 1 roga ao 18 ner)
B kadecmee anbmepHamuebl epopasibHolU mepanuu rnpu Heeo3MOXHOCMU ee
rnposeodeHUs.

e npu ractpoasochareanbHOn pedioKCHON 60Mne3Hn y nauMeHToB C 3PO3UBHbLIM
pedritokc-a3oaruToM  U/WUNU  BbIPaXXEHHbIMKM  CUMMTOMamMu  PedItOKCHON
GonesHn — 330Menpason napeHTepanbHO 1 pa3 B CyTKM, Kak 4YacTb Kypca
Tepanun N'OPb (pekomeHaaummn No 4O3MPOBaHMIO NpeacTaBneHbl B Tabnmue).

Kak npaBuno, nepuoa  neyeHna  BHYTpMBEHHOM  bopMon  OOMmKeH  ObITb
HeNnpoOAOIMKUTENbHBIM, NauMeHTa cnegyet Kak MOXHO ObicTpee nepeBecTn Ha
nepoparbHbIN NPUEM NpenaparTa.

PekomeHaauMmu no Ao3MpPoOBaHUIO 330Menpasona ana gereun

BospacT INeyeHne apo3uBHOro pecnrokc- | CumMnTomaTruvyeckoe neyvyeHue
a3odharnTa rNPB

1-11 net Macca tena meHee 20 kr: 10 mr 1 10 mr 1 pas B cyTKn
pa3 B CyTK/

Macca tena 20 kr n 6onee: 10 mr
nnv 20 mMr 1 pas B CyTKK

12-18 net 40 mr 1 pas B CyTKK 20 Mr 1 pas B CyTKu

NHBEKUUU
[osa 40 me

MpuroToBneHHbIN pacTBop a3omenpasona (5 mn, 8 mr/mn) BBOAUTCSH BHYTPUBEHHO B
TeYyeHne He MeHee 3 MUHYT.

Lo3za 20 me

lMonoBuHa NpUroTOBNEHHOrO pacTBopa 33omenpasona (2,5 mn, 8 mr/mn) BBOAMTCSA
BHYTPMBEHHO B TeyeHne He MeHee 3 MUHYT. Hemcnonb3oBaHHble OCTaTKM pacTBopa
AOMMKHbI BbITb YTUNM3MPOBAHDI.

Loza 10 me

1,25 Mn NpUroToBNEHHOro pacTeBopa 33omenpasona (8 mr/mn) BBOANTCA BHYTPUBEHHO B
TeyeHne He MeHee 3 MUMHYT. Heucnonb3oBaHHble OCTaTKM pacTBopa OOSKHbl ObITb
YTUNN3NPOBaHbI.

UHy3uu

Ho3za 40 me

[MpuroToBneHHbIN pacTBOp 330Menpasosna BBOAMTCSA B BUAE BHYTPUBEHHOM NHAY3UN B
TeyeHune 10-30 MUHYT.

Ho3sa 20 me

[MonoBuHa NPUroTOBNEHHOIO pacTBopa 330Menpasofia BBOAUTCS B BUAE BHYTPUBEHHOM
MHPy3mm B TedeHne 10-30 MUHYT. Hemcnonb3oBaHHble OCTaTKM pacTBOpa LOSMKHbI
ObITb YTUNIN3NPOBAHBI.

Loza 10 me

UeTBepTb NPUroTOBIEHHOrO pacTBOpa 330Mernpasosia BBOAUTCHA B BUAE BHYTPUBEHHOW
NHyY3mm B TedeHne 10-30 MUHYT. Hemcnonb3oBaHHblE OCTaTKM pacTBopa AOSMKHbI
ObITb YTUNN3NPOBAHBI.

YcnoBuss U CPOK  XpaHEHWA MPUrOTOBFIEHHOrNO pacTBopa CM. B pasgene
«lMpuroToBrneHne pacteopay.

HapyweHue ¢pyHKUYuUu novyek
Koppekuus nosbl npenapata Hekcnym® y naumeHTOB ¢ HapyLleHUMEM (YHKLUUKU MoYek
He TpebyeTcs. B CBA3M C orpaHnYeHHbIM OMbITOM NpUMeHeHus npenapata Hekcnym® y




MauMeHToOB C TSXKernouW MNOYEeYHOW HedoCTaTOYHOCTbIo, cregyeT cobniogatb
OCTOPOXHOCTb MPU fleYeHUn Takux nauneHToB (cM. pasgen «PapmakoKMHeTMKa»).

HapyweHue ¢pyHKyuu nevyeHu

FOPB: koppekums Oos3bl npenapata Hekcnym® y naumMeHTOB ¢ HapylleHneM yHKLMK
NnevyeHn Nerkom n cpegHemn CTeneHn TKecTn He TpebyeTcd. Y naumeHToB C TsKenbiM
HapyLleHeM OYHKUUM NeYyeHn MakcumarnbHas cyToyHas fgosa coctasnseT 20 mr (cwm.
pasgen «PapmMakoKMHETUKa» ).

KposomeueHue u3 nenmuyveckoli si38bl: KOppeKuMs O03bl npenapata Hekcuym® y
NauMeHToB C HapylleHueM OYHKLMU NeYvYeHn Nerkon U cpefiHen CTENneHn TSHKEeCTU He
TpebyeTcsa. Y nauneHToB C TSHXKENbIM HapyleHnemM yHKUUU NeYeHU pekoMeHayeTcs
crieqylomnin pexxum BBedeHus npenapata Hekcuym®: 80 mr B BMae BHYTPUBEHHOM
NHQY3uKM B TeyeHne 30 MUHYT C nocreyowen npoareHHon BHYTPMBEHHOW UH(pY3nen
B MakcumarbHon gose 4 mr/d B TedeHue 71,5 yacos (cM. pasgen «PapMakoKMHETUKa» ).

MayueHmsl Nnoxuno2o eo3pacma
Koppekuma pnOosbl npenapata Hekcnym® y naumeHTOB MNOXWUNOrO Bo3pacTa He
TpebyeTcs.

MpurotoBneHue pacTtBopa

Herpagaumnsa NnpuroToBNEHHOro pacTeopa rnaBHbIM 06pa3om 3aBUCUT OT 3Ha4eHnsa pH,
B CBSI3M C YeM ANisl paCTBOPEHUS Npenaparta AosmkeH ObiTb ncnonb3oBaH Tonbko 0,9 %
pacTBOp HaTpua xnopuaa ansg BHyTPMBEHHOIO BBELAEHUS.

MpuroToBneHHbIN pacTBOp He AOSMKEH CMeluMBaTbCsA WU BBOAUTBLCS COBMECTHO C
APYrMMU NEKapCTBEHHBbIMU CpeaCcTBaMM.

Mepen npuMeHeHWeM pacTBOp criedyeT OUeHUTb BM3yarbHO Ha npegMeT OTCYTCTBUSA
BUOUMbIX MEXAHUYECKUX NPUMECEN U U3MEHEHNSA LBETA. TOMNBbKO NpO3padvHbli pacTBOp
MOXeT ObITb UCMONb30BaH. [MPUroTOBNEHHbIN PacTBOP pekoMeHayeTCa BBOAUTL cpasy
nocne NpuroToBneHus (C MMKpOBMONOrM4eCKOM TOUKN 3PEHNS).

MpuroToBnNeHHLIN pacTBOp crnefyeT Ucnonb3oBaTh B TeyeHne 12 4yacoB. XpaHuTb npu
TemnepaTtype He Bbiwe 30°C.

Hewncnonb3oBaHHbIE OCTATKU pacTBopa AOMMKHbI ObiTb YTUNN3NPOBAHbLI B COOTBETCTBUM
C MeCTHbIMK TpeboBaHMsIMU.

UHbekuyus 40 me

PactBop ansa vHbekumn (8 mr/mn) rotosutca nytem gobasneHna 5 mn 0,9 % pacteopa
HaTpua xnopuga Ons BHYTPUBEHHOro BBedeHUs BO (priakoH ¢ 40 mMr a3omenpasona.
PasBefeHHbIN pacTBOp 330Menpasona npeacraBnget cobor Npo3padHyo XnaKkocTb OT
OecuBeTHOro Ao GnegHo-XenToro uBeTa.

UHy3us 40 me

NHDY3MOHHbIN pacTBOp roTOBUTCA NyTEM PacTBOPEHUS COAEPKMMOro ogHoro dornakoHa
¢ 40 mr asomenpasona B 100 mn 0,9 % pacTtBopa HaTpusa xnopuaa Anst BHYyTPUBEHHOMO
BBELEHMS.

UHby3us 80 me

NHMY3NOHHBLIN pacTBOpP rOTOBUTCSA MyTEM PacTBOPEHUS COAEPXMMOro ABYX (PriakOHOB
c 93omenpasoniom 40 mr B 100 mn 0,9 % pactBopa HaTpua xnopuga gns
BHYTPUBEHHOIO BBEAEHMS.



Pa3BeaeHHbIN pacTBOp 330Menpasona npeacraBnseT cobon Npo3payHyro XNOAKOCTb OT
OecuBeTHOro Ao 6neaHo-XenToro uBeTa.

NOBOYHOE AEUCTBUE

Huwke npuBeOeHbl HexenaTenbHble peakuun, OTMEYEHHble B  KIMHUYECKMX
nccnegoBaHUsX U Npy NOCTMapPKETMHIOBOM NPUMEHEHUN npenaparTa.

YacToTa HexenaTenbHbIX peakuui npuBedeHa B BMAE Creaylowen rpagaumn: OYeHb
yacTto (=21/10); yacto (21/100, <1/10); HeuvacTo (=1/1000, <1/100); peako (=1/10000,
<1/1000); oyeHb peako (<1/10000).

Co cmopoHbI _KOXU U MOOKOXHbIX MKaHeu

Hacmo: peakumn B MecTe BBeAeHUs npenapaTa’;

Heuacmo: pepmatut, 3ya, Cbifnb, KPANMBHULA,;

Pedko: anoneuus, potoceHcnbunmsauus;

OyeHb pedko: MmynbTudopMHasa aputema, cmHapom CTuBeHca-[)KOHCOHA, TOKCUYECKNIA
anuaepmarbHbIi HEKPOSM3, OCTPbIN reHepanM3oBaHHbIN 3K3aHTEMAaTO3HbIN NyCTynes,
nekapcTBeHHasi CbiNb C 303MHOUANEN U CUCTEMHbIMM cumnToMamu (DRESS-
CUHAPOM).

Co cmopoOHbI cKkerniemHO-MblIlUeYHOU U coeduHUmMenbHoU mKaHu
Pedko: apTpanrusi, Mmanrusi;
OyeHb pedko: MbllieyHas cnabocTb.

Co cmopoHbI HeEp8HOU cucmeMsb|

Yacmo: ronoBHas 60onb;

Heuyacmo: ronoBoKpyXeHue, napecTe3nn, COHNIMBOCTD;
Pedko: HapyLleHune BKyca.

HapyweHusi ncuxuku

Heyacmo: 6eccoHHMLa;

Pedko: penpeccus, Bo3byxaeHne, 3ameLlaTenbCTBO;
OyeHb pedko: rannioumHaunn, arpeccuBHoe noeseaeHme.

Co cmopoHbI XXesyOo4YHO-KUWEeYHO20 mpaKkma

Yacmo: 6onb B XUBOTE, 3anop, Anapes, METEOPU3M, TOLLHOTA/pBOTa;
Heuyacmo: cyxocTb BO pTY;

PeOdko: cToMaTuT, KaHOWOO03 XKenya04YHO-KULLIEYHOro TPaKTa;

OyeHb pedKo: MUKPOCKOMUYECKMI KONUT (MOATBEPXKAEHHbIN MMCTONOMMYECKN).

Co cmopoHbI NeYeHuU U xendyeebieodsawux nymeu

Heyacmo: noBbllLEeHNEe aKTUBHOCTM «NEYEHOYHbIX» (PEPMEHTOB;

Pedko: renatut (c »xentyxon unm 6e3);

O4eHb pedKo: neYeHo4YHass HeOoCTaTOYHOCTb, 3JHUedanonatma y mnauneHToB C
3aboneBaHUAMN NeYeHN.

Co cmopoHbI M0/108bIX 0P2aHO8 U MOTIOYHOU XKes1e3bl
O4eHb pedKo: rMHeEKOMacTus.

Co cmopOHbI Kposu U uMgamu4eckKol cucmemabl
Pedko: nenkoneHns, TpoOMOoUUTONEHUS;
OyeHb pedko: arpaHynounTos, NaHUNTOMNEHNS.




Co cmopOoHb!I UMMYHHOU cucmembl
Pedko: peakuunm rMnepvyBCTBUTENBHOCTH (Hanpumep, nmxopagka,
aHIMOHEBPOTUYECKNI OTEK, aHadunakTuyeckas peakumsi/aHapmnakTm4eckui LWok).

Co cmopoHb! ObixamesibHOU cucmeMbl, 0p2aHo8 2pyOHOU Knemku U cpedocmeHusi
Pedko: bpoHxocnasm.

Co cmopoHbI MoYeK U MoYesbigodsauwux nymed
OyeHb pedKo: UHTepCTULNAIbHbIN HEQPUT.

Co cmopoHbI op2aHa 3peHuUs]
Pedko: HEYETKOCTb 3PEHUS.

Co cmopoHbl 0bmMeHa sewecms U numaHusi

Heyacmo: nepudepnyeckmne oTeku;

Pedko: runoHaTpnemMums;

OyeHb  peoKo: rMnomMarHMeMums; rmnokanbuuemms BCneacTeune TSHXKENomn
r’MNnoMarHMemMmm, runokanmeMmnst BcrneactTeme runomarHuemMmn.,

Ob6uwue paccmpoticmsa
Pedko: HegomoraHue, NoTNMBOCTb.

* Peakuun B MecTe BBeAEeHUs1 npenapaTta, B OCHOBHOM, OTMEYanuCb B KIMHUYECKOM
nccnegoBaHU NpU Ha3HaA4YeHUN 330Menpasora B BbICOKOM [03€ B TedeHne 3 cyTok (72
yaca). Npn OOKNMMHMYECKOM M3y4eHMM 33oMmenpasona And BHYTPUBEHHONO BBeOEHUS
pasgpaxaroLlero AencTBusi BbiIBNEHO He Obino, ogHako Obina oTmeyeHa cnabas
BOCNanuTenbHas peakuus npu MNOAKOXHOM BBeOEeHMM Mnpenaparta, 3aBucslas oT
KOHLUEHTpaumn 33oMenpasona.

Coobuwanoce 006 oTAenbHbIX crydasax HeobpaTUMOro HapylieHUs 3pEeHUs npu
BHYTPMBEHHOM BBEAEHMM OMenpasofia nauMeHTaM B KPUTUYECKOM COCTOSIHUM,
OCOOEHHO NpW BBEAEHMU BBLICOKUX 003, MPUYUHHO-CIELACTBEHHOM CBA3M C NPUEMOM
npenapaTa He YCTaHOBIIEHO.

[aHHble no 6Ge3onacHOCTM NPUMEHEHMS 330Menpasona Yy [AeTen COrnacylTess C
npoduriem 6e30nacHOCTM y B3pOCHbIX.

NMEPEOO3UPOBKA

Ha HacTtoAwmnm MOMEHT OnucaHbl KpanHe pedkue  crnyyYaum  yMbIlreHHOW
nepenosupoBkn. MNpu nepopanbHoMm npueme 280 Mr 33omenpasonia Obinn onucaHbl
cnaboCTb U CUMNTOMbI CO CTOPOHBbI XeNya04YHO-KNLWEYHOro TpakTa. PasoBbin npuem 80
MI 930Menpasonia BHYTpPb U BHyTpMBeHHoe BBeaeHne 308 mr B TeyeHune 24 4acoB He
BbI3bIBanu Kakmx-nmbo oTpuuaTenbHbIX NOCNEeACTBUN.

AHTUOOT 930Menpasonia HeM3BeCTEH. D30Menpas3osl XOpOoLWo cBA3bIBaeTcs ¢ benkamm
nnasmbl, No3ToMy Ananud ManoaddektmseH. [lpyu nepenosmpoBke HeobxoauMo
NpPOBOAUTbL CUMNTOMATMUYECKOE N 0bLLee NoaaepXKmBatoLLee NneyeHune.

B3AMUMOOEUCTBUE C [OPYrMMU NEKAPCTBEHHbIMW CPEOCTBAMU U
OPYIME BUObl NEKAPCTBEHHOINO B3AMMOOEUCTBUA

WccnepoBaHus no M3yyeHWio B3avMOAEWUCTBUW NPOBOOUMUCH C Yy4aCTUEM TOSbKO
B3POCSIbIX NALMEHTOB.

BniusiHue azomenpa3sosia Ha hapMakOKUHEMUKY Opyaux fiekapCmeeHHbIX rpernapamos



CHWXeHne cekpeuumn CONAHOWM KUCIOTbl B XXENnyake Mpu nevyeHun 330MenpasosioMm U
APYTUMU  MHTMOMTOpPaMM MNPOTOHHOW MOMMbl MOXET MPUBECTU K CHWDKEHUIO UIK
noBblWeHN0 abcopbumm aApyrMx npenapatoB, BCacbiBaHWE KOTOPbIX 3aBUCUT OT
KMCNOTHOCTU cpefpbl. [logobHo ApyrMm npenapataM, CHWKaKLWMM  KUCIIOTHOCTb
XenygoyHoro Coka, JedyeHue 330Mernpas’ofioM MOXeT TMPUBECTUM K CHUKEHMIO
BCaCblBaHWUsl KETOKOHa3oma, uTpakoHasona W apnotuHuMba, a Tak e MNOBbILEHUIO
BCaCblBaHWsl Takux npenapatoB, Kak AUrokcuH. COBMECTHbIM MpueM omenpasona B
pose 20 Mr oauH pas B CYTKM M AWFOKCMHA MOBbIWaeT 6MoA0CTYNHOCTb OUIOKCMHA Ha
10% (6buopoCcTynHOCTb AWroKkCMHa noBblwanacbk Ha BenuunHy o 30% y 20%
nauneHToB).

Bbino nokasaHo, 4yTO omenpasorn B3anmMogencTeyet C HEKOTOPbIMK
aHTUPETPOBUPYCHbIMK nNpenapataMmn. MexaHu3mbl W KIWMHUYECKoe 3HavyeHue ISTUX
B3aMMOAENCTBUM He Bcerda M3BeCTHbl. YBenunyeHve 3HadveHust pH Ha oHe Tepanun
OMenpa3orioM MOXET BfUATb Ha BCacbiBaHWE aHTUPETPOBUPYCHbIX NpenapaToB. Takxke
BO3MOXHO B3ammopencteume Ha ypoBHe usodepmeHTta CYP2C19. lNpu coBmecTHOM
NPUMEHEHNN omenpasofla U HEKOTOPbIX aHTUPETPOBUPYCHbLIX NpenapaToB, TakMX Kak
atasaHaBup W HenduHasmp, Ha oHe Tepanuu OMenpasosioM, OTMeYaeTCsl CHUXeHue
MX KOHLEHTpaumm B cCbiBOpOTKe. [1O3TOMYy WX OLHOBPEMEHHOE MpPUMEHEHNE He
pekomeHayeTcd. CoBMecTHOe npumeHeHue omenpasona (40 mMr oguH pas B CyTKM) C
atasaHasmpom 300 mr / putoHasmpom 100 Mr 3gopoBbiMU JOBPOBOMbLAMM NPUBOAMUIIO
K CyLLeCTBEHHOMY YMeEHbLUEeHUIO BMOOOCTYNHOCTMN aTtasaHaBupa (nnowagb nog Kpueom
«KOHUEHTpaumss — Bpems», MakcumanoHad (Cmax) wn mMuHumanbHas (Cmin)
KOHUEHTpauMmM yMeHbllanucb npubnuantenbHo Ha 75%). YBenuyeHve [Oo03bl
atasaHasupa o 400 mMr He KOMNeHCUpOBano BO3OENCTBUA OMenpasona Ha
BMOA0CTYNHOCTL aTa3aHaBupa.

Mpyn opoHOBpPEMEHHOM MNPUMEHEHUU oOmenpasona U CakBUHaBMpa ObIO OTMEYEHO
MOBLILWEHNE KOHLUEHTpauun CcakBMHaBMpa B CbIBOPOTKE, MpU MPUMEHEHUM C
HEKOTOPbIMM OPYrMMU  aHTUPETPOBMPYCHBIMW MNpenaparamnm KX KOHUEHTpauusa He
MeHsinacb. YuuTbiBas CxogHble (apMakoKMHeTMYeckne u hapmakognHammyeckme
CBOWCTBa OMenpasona u 33omenpasona, COBMECTHOE NMpUMeHeHue 33omenpasona C
aHTUPETPOBMPYCHbIMK MpenapaTamu, TakMMM Kak aTtasaHaBup W HenduHasup, He
pekoMeHayeTcs.

J3omenpason uHrmbnpyet CYP2C19 — oCHOBHOM M30(hepMEHT, y4acTBYIOLWNA B ero
meTabonuame. CoBMeCTHOE NpUMeHeHMe 330Menpasona Cc ApyrMMn npenapatamu, B
mMeTabonmame KOTOpbIX NpUHUMaeT yyactue wusodepmeHt CYP2C19, Takumum kak
avasenam, uutanonpamMm, WMUNPAMWUH, KIOMUMNPAMWH, (PEHUTOUH W  Op., MOXeT
NPMBECTM K MOBLILEHWIO KOHLIEHTpauuMn 3TUX npenapaToB B nnasme v notpeboBaTtb
CHWXeHua pnosbl. [Npy nepopansHom coBMecTHOM rnpueme 30 Mr 3asomenpasona wu
Aanasenama Ha 45% cHwkaeTcsa KNMpeHC guasenama, KOTOpbli sBfsieTca cybcTpaTomM
nsodepmerHta CYP2C109.

Mpn coBMecTHOM Mpueme 33omenpasona nepopanbHo B Ao3e 40 Mr n oeHuTomHa y
6onbHbIX anunencunen Ha 13% noBbIanacb OCTaToMHas KOHUEHTpaums oeHUTonHa B
nnasmve. B cBA3M C 3TUM peKOMEeHOYeTCHA KOHTPOSib KOHUEHTpauum ¢eHMTouHa B
nnasMe B Hayane nevyeHus 930MenpasorioMm U npu ero oTMmeHe. [lpumeHeHue
omenpasona B fose 40 Mr ogvH pas B CyTKWM NPUBOAMIO K YBENUYEHUIO Nrowaan nog
KPMBOW «KOHLEHTpaumsi — Bpemsa» n Cmax BopukoHasona (cybctpaT m3odepmeHTa
CYP2C19) Ha 15% 1 41%, COOTBETCTBEHHO.

Mpn npumeHeHun 33oMenpasona nepopanbHo B go3e 40 ™Mr  nayweHTamu,
nonyyawwmmn BapapuH, BpeMsa Koarynsauum octaBanochb B npegenax AonycTUMbIX
3HavyeHun. OpgHako coobwanoCb O HECKOMbKMX Chyvasix KIMHUYECKM 3HAYUMMOro
nosbiweHns MHO (mMexayHapogHOe HopManu3oBaHHOE OTHOLLEHME) MPU COBMECTHOM



npuMmeHeHun BapdapuHa U 33omenpasona. B cBA3M C 3TMM  pekomeHayeTcs
MOHUTOpUHr MHO B Hayane M NO OKOHYaHWW COBMECTHOrO MPUMEHEHUS 3TUX
npenapaTos.

Mo pesynbTaTtam nccnenoBaHnn OTMEeYeHO
drapmakoknHeTn4eckoe/papmakoguHaMmmnyeckoe B3anmMoaencTene Mexay
knonugorpenom (HarpysodHasa gosa 300 Mr n nogaepkuBatowiasi gosa 75 mr/cyT.) m
a3omenpasonom (40 mr/cyT. BHYTpb), KOTOpPOE MNPUBOAMUT K CHWKEHWUIO 3KCMO3ULMN
aKkTMBHoOro Metabonuta knonugorperna B cpegHemM Ha 40% W CHWKEHWUo
MaKCMManbHOro uHrnbmpoBanna AQP-mHOyUMpoOBaHHOM arperauum TpomMOGoOuMTOB B
cpeaHeM Ha 14%.

KnuHuyeckass 3HaA4YMMOCTb 3TOr0 B3aMMOLEWCTBMA He scHa. B npocnekTMBHOM
nccnegoBaHuM y naumeHToBs, nony4vaswmnx nnauebo nnu omenpason B gose 20 mr/cyT.
O[HOBPEMEHHO C Tepanuen knonugorpenom n avetuncanuumnoson kucnoton (ACK), n
npwu aHanuse  KIMHUYECKMX  UCXOOO0B  MacwTabHbIX  paHOOMU3MPOBAHHbBIX
nccnenoBaHMi He ObiNO  MOKAa3aHO MOBbLIWEHMS pUCKa CcepaeYHO-COCYAUCTbIX
OCNOXHEHUA NPU COBMECTHOM MPUMEHEHUN Krnonuaorpena n MHMbUTopoB NMPOTOHHOW
noMmnMbl, BKNOYast 33o0menpasorn.

PesynbTaTtbl psga HabniogatenbHbIX MCCREeAOBaHUW MPOTUBOPEYUBBI M He [atoT
OAHO3HA4YHOrO OTBETAa O HaMUuMM UMM OTCYTCTBUM  MOBBLILEHHOrO  puUcka
TPOMBO3IMBONUYECKNX CepAeYHO-COCYOUCTbIX OCIIOXHEHMM Ha (POHEe COBMECTHOro
NPUMEHEHNa Knonuaorpena u MHIMGMTOPOB NPOTOHHOW NOMMbI.

Mpyn NpMMeHeHUM Knonmgorpena COBMECTHO C MKCMpoBaHHOM KombuHauuen 20 mr
a3omenpasona m 81 mr ACK 3kcnosvuma akTuBHOro Metabonuta knonumgorpena
CHM3unacb noytn Ha 40% No cpaBHEHWIO C MOHOTEpPanuen KNnonuaorpenom, nNpu aTom
MakCcMMarnbHble  YPOBHM  UHMMOUpoBaHnust  AOP-mHOyuUMpOBaHHOM  arperaumm
TpoMboOUUTOB OblIM OOUHAKOBLIMW, YTO, BEPOHATHO, CBSA3AHO C OLHOBPEMEHHbIM
npuemom ACK B HM3KOM Oo3e.

MpumeHeHne omenpasona B gose 40 Mr oguH pas B CYTKM MPUBOOUIMO K YBENUYEHUIO
Cmax v nnowagm noa KpMBon «KOHUEHTpaumst — Bpemsi» uunoctasona Ha 18% wn 26%,
COOTBETCTBEHHO; ANS OOHOrMO M3 aKTMBHbIX MeTabonuToOB UMNOCTa3ona yBennMyeHune
coctaBuno 29% n 69%, COOTBETCTBEHHO.

Y 300p0oBbIX 4OOPOBOSbLEB COBMECTHLINM NEpoparnbHbIi NpUeM 330Menpasona B Ao3e
40 mr v umsanpmga Ha 32% noBbilwan BeNMYMHY Nnowaam nog KpUBOM «KOHLEHTpaums
— Bpemsa» (AUC) n Ha 31% yBenuumBan nepuog nonysbiBeaeHus (ti2) ana umsanpuaa;
MakCMMarbHble KOHUEeHTpauuMM uu3anpuga B nnasme npuM 3TOM 3HAYUTENbHO He
N3MeHANUCb. HesHaunTenbHoe yanuHeHne nHtepsana QT, KoTopoe Habnoganocek npu
MOHOTEepanun uusanpugom, npu gobasneHun asomenpasona He yBenumyusasnochb (CM.
pasgen «Ocobble ykazaHusay).

Mpn ogHOBPEMEHHOM MNPUMEHEHUN 330Menpasona u Takponumyca 6biNo OTMEYEHO
NOBbILIEHME KOHLEHTPaUUnN Takponmmyca B CbIBOPOTKE KPOBW.

Y HEKOTOpbIX NALMEHTOB OTMEYanu NoBblEHNEe KOHLEHTpaLmMM MeToTpekcaTa Ha ooHe
COBMECTHOrO MNPUMEHEHUA C MHIMOMTOpaMuM NPOTOHHOW nomnbl. [lpyM HasHayeHun
BbICOKMX [03 MeTOTpeKcaTa crieayeT pacCMOTPETb BO3MOXHOCTb BPEMEHHON OTMEHbI
33oMenpasona.

lMokasaHo, 4TO 330Menpas3ofyl He BbI3bIBAET KIMHUYECKM 3HAYMMbIX W3MEHEHUI
PapMakoKMHETUKN aMOKCULIMANINHA N XUHUOMHA.

WccnepoBaHMin  No  U3yYeHUKO  B3aMMOOEWCTBMA  330Menpasonia  Cc  Apyrumu
NeKapCTBEHHbIMU CpeacTBaMM MPU €ro BHYyTPUBEHHOM NMPUMEHEHUN B BbICOKUX [03axX
(80 mr c nocneayrowmm BBEAEHMEM B A03€ 8 Mr/4) HE NpPoBOAMMOCL. BO3MOXHO, npwm
TakoM pexvme J03NPOBaHMSA 330MenNpasos oka3biBaeT bonee BbipaeHHOE BNsHME Ha
dapmakoknHeTnky cybctpaTtoB nsodepmeHta CYP2C19. MNoatoMy naumeHTbl JOTKHbI



HaxoguTbCA nog npuctaribHbiIM MeauLUUHCKUM HabnogeHMem BO BpemMA BHYTPUBEHHOIO
BBeEeHNA 33o0Mernpasorna.

BrniusiHue nekapcmeeHHbIX rpernapamos Ha chapMakoKuUHemMUKy rpenapama Hekcuym®
B metabonuame 33omenpasona ydacTtByloT wusodepmeHTol CYP2C19 n CYP3A4.
CoBMecTHOe nepoparnbHoe NpUMeHeHue 330Menpasona U MHrMbuTopa msodepmeHTa
CYP3A4, knaputpomuumHa (500 Mr 2 pasa B CyTKM) NPUBOAUT K [ABYKPaTHOMY
yBenuyeHutio 3HadveHns AUC pgns  a3omenpasona. CoOBMeCTHOe npuMeHeHue
a3omenpasona M KOMOMHMPOBAHHOrO uMHrMbutopa wu3odepmeHtoB CYP3A4 nu
CYP2C19, Hanpumep, BOpMKOHa30Ma, MOXeT NpuBoauTb BOoree 4em K 2-X KpaTHOMY
yBenuyeHunto 3HadveHus AUC ana asomenpasona. Kak npaBuno, B Takux criydasx He
TpebyeTca koppekunn 003bl 330Menpasona. Koppekums [o3bl 330Mernpasosia MoxeT
notpeboBaTbCA y MNAUMEHTOB C TSKENMbIM HapylleHneM QYHKUUMN MNeYeHn u npu
ANUTENBHOM €ro NPUMeEHEHUMN.

JlekapcTBeHHble nNpenapaTtbl, nHayuupyowme wunsodepmeHtol CYP2C19 n CYP3A4,
Takue Kak, pudamnuumH 1 npenapatbl 38epobosa NpoabIPSBAEHHOrO, NpY COBMECTHOM
NPUMEHEHNUN C 330MeNpPasofsioM MOryT MpPUBOOUTbL K CHWKEHWUIO KOHLEHTpauuu
330Menpasona B nrasmMe KpoBu 3a CHET YCKopeHust MeTabonunama azomMmenpasona.

[Ana pacTBopeHus npenapata [OOMMKHbI UCMOMNb30BaTbCHA TOJSIbKO JIeKapCTBEHHbIE
cpeacTtea, ynomsiHyTble B pasgene «[1purotoBneHune pacresopay.

OCOBbIE YKA3AHUA

Mpy Hannuum nOObIX TPEBOXHbLIX CMMMATOMOB (Hanpumep, TakMX Kak 3HavyuMTenbHas
CMOHTaHHagA NoTeps Macchl Tena, NOBTOPSALLAACS pBoTa, Aucdarus, psota C KpoBbiO
UNU MeneHa), a Takke MNpU HanNUuMM A3Bbl Xenygka (MNu Npu Nogo3peHun Ha s3BY
Xenygka), crnegyeT UCKIYUTb  Hanuume  3roKayecTBEHHOro  HOBOOOpasoBaHuS,
MOCKOMbKY redveHne npenapatoMm Hekcuym® MoXeT npuBecTU K CrhakMBaHUIO
CMMMNTOMATUKM U OTCPOYNTL NOCTAHOBKY AnarHosa.

B pegkmx cnyydasx y nauveHToB, ANUTENbHOE BPEMS MPUHMMAaBLUMX OMenpason, npu
TMCTONOMMYECKOM UCCrefoBaHUM OuonTaToB CAM3UCTON OBOMOYKM Tena kenyaka
BbIABNANCA aTPOUYECKMIA racTpuT.

Mo pesynbTaTtam nccnenoBaHnn OTMEYEHO
dhapMakoknHeTnyeckoe/papmakognHammyeckoe B3aMMogencTene Mexay
knonugorpenom (HarpysodHasa gosa 300 mr n nogaepkuBatrowasi gosa 75 mr/cyT.) m
a3omenpasonom (40 mr/cyT. BHYTPb), KOTOpOE MPUBOAUT K CHWKEHWUIO IKCMO3ULNKU K
aKkTMBHoMy MeTabonuTy knonugorpena B cpegHeM Ha 40% W CHWXEHWUIo
MaKCMManbHOro uHrnbmposanna ALOP-mHOyUMpOBaHHOM arperauum TpomMbGouUTOB B
cpegHem Ha 14%. [loatomy cnepyet wu3beraTb OAHOBPEMEHHOIO MNPUMEHEHUS
a3omenpasona wu knonugorpena (cm. pasgen «BsaumopgencteBne ¢ gpyrumu
neKkapCTBEHHbIMU CPEACTBaMU N Apyrve BUabl NEKapCTBEHHOIO B3aMMOLENCTBUSAY).
OTaenbHble HabniogaTenbHble UCCNegoBaHWSA YyKasblBaldT Ha TO, 4TO Tepanus
NHIMBUTOPaMMN NPOTOHHOW MOMMbl MOXET HE3HAYUTENBHO MOBbLIWATL PUCK CBA3AHHbIX C
OCTEOnopo3oM NepesioMoB, O4HAKO B APYrnx NogobHbIX UccnegoBaHUsiX MOBbILEHWE
puycka He OTMEYEHO.

B  paHaOMM3NPOBaHHLIX, [AOBOWHbLIX  CRenbiX, KOHTPONMPYEMbIX  KIMHUYECKMX
nccnegoBaHMsiX oMenpasorna n 33omenpasona, BKovas ABa OTKPbITbIX UCCnegoBaHNS
anuTtensHon Tepanuu (bonee 12 net), He Oblna NOATBEPXAEHa CBA3b NEPEerioMOB Ha
doHe ocTeonopo3a ¢ NPUMEHEHNEM MHIMOUTOPOB NPOTOHHOW NOMIbI.

XOoTs NpPUYUHHO-CNEeACTBEHHaa CBA3b MPUMEHEHUs omenpasona/asomMmenpasona c
nepenomamu Ha boHe OCTeonopo3a He YCTAHOBMEHA, MaLMEHTbl C PUCKOM pPa3BUTUS



ocTeonoposa WM nepersiomMmoB Ha €ro CbOHe OOJTXHbI HaxoOouTbCA nopg
COOTBETCTBYHOLLNM KITMHNYECKNM HabnogeHneMm.

BIIMAHUE HA CIMNOCOBHOCTb YNPABNATb ABTOMOBWUIIEM WU OPYIMMU
MEXAHU3MAMMU

B cBsiau ¢ Tem, 4To BO Bpemsi Tepanuu npenapatom Hekcnym® moryT HabnogaTbes
FONOBOKPY)XEHME, HEYeTKOCTb 3PEeHMS U COHNMBOCTb, creayeT cobnogaTb
OCTOPOXXHOCTb MPW yNpaBneHnn aBTOTPAHCNOPTOM M APYrMMU MEXaHU3MaMMW.

®OPMA BbINMYCKA

JInodpunusat ana npurotoBrieHnUss pacteopa ANa BHYTPUBEHHOro BBegeHus 40 wmr.

Mo 40 mr a33omenpasona B MpPO3payHOM CTEKNssHHOM dnakoHe obbemoMm 5 wmn,
YKYNOpeHHOM OpomOyTMNOBON pPEe3nMHOBOM NPOOKONW, 3akaTaHHOM  aritoMUHUEBBLIM
0B6XXMMHbBIM KONbLOM C NSIaCTUKOBOW KPbILLIKOWN.

10 cbnakoHoB B OyMakHOM LUTATUBE C MHCTPYKUMEN MO MPUMEHEHUID B KapTOHHOM
nayke C KOHTPOSIEM NEPBOro BCKPLITUS.

ycnoBuAa XPAHEHUA

XpaHUTb B 3alLMLLEHHOM OT CBETa MeCTe B OPUrMHAaNbHOMW YrakoBKe npu TemnepaTtype
He Bblwe 30°C. XpaHuUTb B MecTax, He4OCTYMNHbIX ANdA AeTeMN.

dnakoH 6e3 KapTOHHOW MaykyM NP KOMHATHOM OCBELLEHUN MOXHO XpaHUTb He Bonee
24 vacos.

CPOKIoaHOCTHU
2 roga. He NnpMMeHsTb MO UCTEYEHUM CPOKa roAHOCTH, YKa3aHHOro Ha ynakoBKe.

yCcnoBusda OTNyCKA
Mo peuenTy.

HAMMEHOBAHMUE U AOPEC HOPUOUYECKOIO NUUA, HA UMA KOTOPOIO
BbIOAHO PEFTMCTPALUWOHHOE YOOCTOBEPEHUE

Actpa3eHeka Ab, SE-151 85 CoaepTanse, LBeuus

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

NMPOU3BOOUTENDb, PACOBLUUK (MEPBUYHAA YINIAKOBKA)
Actpa3eHeka Ab, MNapTtyHaBareH, 151 85 CogepTtanbe, LBeyus
AstraZeneca AB, Gartunavagen, 151 85 Sodertalje, Sweden

YMNAKOBLLUUK (BTOPUYHAA (MOTPEBUTENBCKAA) YMAKOBKA) n
BbIMYCKAIOLLUA KOHTPOJIb KAYECTBA

00O «Actpa3eHeka NIHgacTpua»

249006, Poccua, Kanyxckas obnactb, bopoBckun panoH, gepesHs [ob6puHO, 1-bin
BocTouHbI Npoeaa, BnageHue 8
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