TIHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y

EILIIETOP

(EPLETOR)

Cknao:
0itoua pevoB8uHa: eIepPeHoH;
1 tabnetka mictuth 25 Mr abo 50 Mr emnnepeHoHy (y mepepaxyBaHHi Ha 100 % 6e3BOIHY PeYOBUHY);

0ONOMIJCHI PeUOBUHU: TAKTO3KW MOHOTIAPAT, I1eJTI0103a MIKPOKPHUCTAaJlidYHa, HaTPil0 KPOCKApMeIlo3a,
rimpoMesnosa, HaTpPilo naypuiacynbdat, TalbK, MarHilo cTeapar;

nniBkoBe MOKpuTTs: Opadry yellow 15 B220000 (rimpomerno3sa, monicopbaT 80, makporon (ITET" 400),
tutany piokcup (E 171), 3aniza okcup xkoBtuil (E 172)).

JIikapcbka popMma. TabneTkKy, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHogHi (i3uko-ximiyHi 81acmusocmi: TabIeTKH, BKPUTI IIIBKOBOIO 000JIOHKOIO, CBiTIIO-3KOBTOT'0
KOJIbOPY, KPYyTJI0l OpMH, 3 ABOOIYKJIOI0 MOBepxHEeI0. [ToBepxHs TablIeTOK MiCTUTh BinOuTOK «E9RN»
3 ogHOTO G6OKYy Ta «25» abo «50» 3 gpyroro 60Ky as TabneTok 1mo 25 Mr i 50 Mr BifmoBigHO.

dapmakoTepaneBTHYHA rpymna. Kaniiiabepiratoui giypeTuku. AHTaroHiCTH albIOCTEPOHY.
Ennepenon. Koo ATX C03D A04.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

EnnepeHoH € BiTHOCHO CEJIEKTUBHUM ITpEIapaToM IOA0 3B’I3yBaHHS PEKOMOiHAHTHUX
MiHEPaJIOKOPTUKOIIHUX PEleNTOPiB TIOAWHU ITOPIBHSHO 3i 3B’sI3yBaHHSIM PEKOMOiHaHTHUX
TTIIOKOKOPTHKOITHUX, IPOTECTEePOHOBUX Ta aHAPOTEeHHUX pelenTopiB. EnnepeHoH 3amobirae
3B’3yBaHHIO aJIbAOCTEPOHY - KIII0Y0BOT'0 TOPMOHY PeHiH-aHTi0TeH3UH-aIbA0CTEPOHOBOI CUCTEMH, 110
Oepe y4acTb y peryJsilii apTepiaqbHOTO TUCKY i PO3BUTKY CEPIIEBO-CYAUHHUX 3aXBOPIOBAHb.

EnnepeHoH cupuumHsie TpuBase 30i/bIeHHs PiBHIB PEHiHY Ta albIOCTEPOHY B IJIa3Mi KPOBI, 1110
TIOB’SI3aHO i3 PETyJIslielo CeKpellil peHiHy anbJ0CTePOHOM 3a MPUHIIUIIOM HETAaTUBHOTO 3BOPOTHOTO



3B’g13Ky. OfHaK MiBUINEHHS aKTUBHOCTI PEHIHY B IIJIa3Mi KPOBI Ta PiBHIB HUPKYIIOYOTO
aJIbIOCTEPOHY He II03HAa4Ya€eThCs Ha BIJIUBI €IJIePEHOHY Ha apTepialbHUM TUCK.

B xopi gmocnifgxKeHs emnyiepeHoH CYTTEBO 3MEHIIyBaB apTepialbHUM TUCK (IIPU BUMIPIOBaHHI y
TI0JIOKEHHI CUSTYM) MTOPiBHAHO 3 myanebo. [inoTeH3uBHUI epeKT MpernapaTy BUSBISBCS Yepes

2 TUXHI Ta JocAraB MakCUMyMy depe3 4 TUXKHI 3aCTOCYBaHHs. BupaKeHiCTh aHTUTIIEPTEH3UBHOTO
edekTy 36epiranace npotarom 8-24 THKHIB i He 3a7exaa Bif Biky, cTaTi abo pacu Malli€HTiB, Bif
OJHOYACHOT'0 3aCTOCYBaHHS 3 TAKMMU IIperapaTaMu sk iHribitopu AII®, anTaronictu anrioteHsus-I1
pelieniTopiB, 67I0KaTOPH Ka/bIlieBUX KaHalliB, TigpoxiopTia3un i f-61okaTopu.

[Ipu 3acTocyBaHHI Ipenaparty Bii3Ha4eHO 3HaUyllle 3MeHIIeHHs [I0Ka3HUKIB JIeTaJIbHOCTI Bif
CepleBO-CYAMHHUX 3aXBOPIOBaHb Ta YaCTOTH TOCIIiTali3allil 3 MeTO0 JIiKyBaHHS CEpLeBO-CYIUHHUX
3axBopioBaHb. OCOONIMBO 1€l BIJIUB MTPOSIBIABCS Ha MMOYATKY Tepallii y malieHTiB BikoM 10 75 POKiB.
EdekT npenapaty y XBOpPHUX BiKOM Bif 75 POKiB BUBYEHUM HEOOCTATHLO.

YacToTa po3BUTKY rinepkasieMii abo rimokamiemii mpu 3aCTOCyBaHHi eNJIEPeHOHY He BifpisHsIacs
Bif TaKoi Ipu 3acToCyBaHHi miare6o. EnnepeHoH He BIIMBAB Ha YaCTOTY CEPIIEBUX CKOPOUYEHD,
noBxkuHy inTepBaiiB QRS, PR abo QT.

dapmakoKiHemuxka.

Abcopbuis i poanodia. AbcomoTHa 6i0gOCTYIHICTh eTIEPEHOHY CTaHOBUTEL 69 % IIicis IepopaIbHOTOo
3actocyBaHHs 100 Mr. MakcuMabHa KOHIIEHTPAIIS mpenapaTy B mwia3Mi Kposi (C,,,,) DOCITaEThCS
yepe3 2 TOOUHY Micg 3acTocyBaHHs. C,,, i TII0Ia IMifl KPUBOIO CHiBBIIHOIIEHHS KOHI[EHTpAallis/4ac
(AUC) npomnopuiiigi 1o go3u y giana3oHi 7o3 10-100 mr i He npomnopiiiHi npu go3ax moxHan 100 mr.
PiBHOBaxXKHi KOHIIEHTPAIlil [O0CATAIOTLCA IPOTSATOM 2 OHiB. AGcopO1lis He 3aleXKUTh Bifl pUitoMy 1xXi.

3B’sI3yBaHHS eIJIepeHoHy 3 OiNkamMu nj1a3Mu KpoBi cTaHOBUTD mpuOnu3Ho 50 % mepeBaxkHO 3a
PaxyHOK 3B’sI3yBaHHS 3 a-1-KUCIUMU TIikKonpoTeinamu. [1pubnu3nuii 06’eM pO3MOminy Ipu
piBHOBaXKHUX KOHIIEHTpalisgx cTaHOBUTH 50+7 1. EnnepeHoH BUOipKOBO He 3B’I3Y€ETHCA 3
€PUTPOLUTAMH.

Memabonism i exckpeuis. EnnepesoH mepeBaxHo 6ioTpancopmyeThes 3 yuacTtio CYP3A4.
AxTUBHUX MeTa0OJIITiB eIIepeHOHY B IJIa3Mi KPOBi He ieHTu(iKOBaHO.

Mesnine 5 % [o3u emnyiepeHOHY BUMINAETLCI ¥ HE3MiHEHOMY CTaHi 3 cedelo Ta (pekamisamu. [Ipu
OTHOPA30BOMY IIPHUIOMi paflioaKTHBHO MideHOl m03u MpuOnMu3Ho 32 % m03u BUOINISIETHCS 3
dekanisiMu, a mpubau3Ho 67 % - i3 ceveto. [lepion HamiBBUBEIEHHS eIJIEPEeHOHY — 3-5 FOJKH.
Knipenc y mna3mi kpoBi cTaHOBUTH Tpubu3Ho 10 j1/roguHy.

dapmakoKiHemuka 8 OKpeMux 2pynax nayieHmia. Bik, cmamy i paca. PapMaKOKiHETHKa €TJIEPEHOHY
Y YOJIOBIKIB 1 KiHOK IPUHLIUIIOBO HE Bifipi3Ha€eThC. [Ipy piBHOBaXKHUX KOHLIEHTPALIiAX Y Ial[i€eHTiB
JITHBOTO BiKy crocTtepiraerbcst 30inpmenss C,,, Ha 22 %, AUC Ha 45 % MopiBHSIHO 3 TaKUMU B 0Ci0
BikoM 18-45 pokiB. I[Ipu piBHOBaXKHUX KOHIIEHTpAIisX CiocTepiraeTsca 3Menuenss C,.. (19 %) ta
AUC (26 %) y XxBopuX HETPOIHOI pacu.

Hupkosa Hedocmam+icmy. PiBHOBaxHi moka3uHuku C,,, Ta AUC 30inbiryBanucs BifmosigHo Ha 38 % i
24 % y mani€eHTiB i3 TAKKUMU MOPYIIeHHIMYU (QYHKIIl HUPOK i 3MEHIIyBaJIACs BigIoBiIHO Ha 26 % Ta
3 % y maIli€HTiB, SIKi 3HaXOAATHCA Ha reMopianisi. Hisikol Kopensuil MixkK KIipeHCOM eIJIepeHOHY Ta
KJIIpeHCOM KpeaTHHIiHY B IJIa3Mi KPOBi He BUABJIEHO. EIjiepeHoH He BUAAJISAETHCA LIJITXOM
reMofianisy.



ITeuinkosa HedocmamHicmb. PiBHOBaxkHi noka3Huku C,,, i AUC enepeHOHy y NaIli€HTIB 3
IIOMIPHUMU IOPYLIeHHAMHU (PyHKIIl edinku (knac B 3a YanngoM-I1'10) mOpPiBHSAHO 3 TAKUMHU Y
3M0POBUX NOOPOBOIIBLIB 30iNblTyBanucs BifmoBigHo Ha 3,6 % i 42 %. OCKimbKYM 3aCTOCYBaHHS
Ipenaparty HalieHTaM i3 TIKKOI [IeYiHKOBOI HEeJOCTATHICTIO He JOCIIAXKYBall|, elJIepeHOH
MIPOTUIIOKA3aHUU [JIS TAKUX Ialli€HTiB.

Cepuesa HedocmamHicmb. PapMaKOKiHETHKA elNJIepeHOHY B 1031 50 Mr mocmigxkKyBasacs y MallieHTiB
i3 cepieBoio HepocTaTHiCcTIO (knacudikarnis NYHA II-1V). PiBuoBaxk#ui AUC ta C,,, y Ialli€eHTiB i3
CeplieBoI0 HelocTaTHICTIO 36inmbIryBanucs BigmoBinHo Ha 38 % i 30 % mOpiBHSIHO 3 TAKUMHU
II0OKa3HMKaMH y 3[[0POBUX JOOPOBOJIBIIIB BiITIOBITHOTO BiKYy, cTaTi Ta pacu. KiipeHc nmpemnaparty y
NIAlli€HTIB i3 CepIeBOI0 HEJOCTATHICTIO aHAJIOTIUHUM KITIpEHCY Y 3T0POBUX JOOPOBOJIBIIB TiTHHOTO
BIKY.

KniniyHi xapaKTepHCTHKH.
Iloka3aHHs.

IIoTIOBHEHHS 0 CTAaHMIAPTHOTO JTiKyBaHHS i3 3aCTOCYBaHHSIM B-07I0KATOPiB 3 METOI0 3HUXKEHHS
PU3UKY 3aXBOPIOBAHOCTI Ta JIETAJIBHOCTI, II0B’I3aHUX 13 CEPLIEBO-CYAUHHUMU 3aXBOPIOBAHHAMY, Y
cTabinbHUX MallieHTiB 3 AUCPYHKINE TiBOTO LIMYHOYKa (Pppakiiis BUKUIY JIiBOTO IuTyHOuKa < 40 %)
Ta KJIiHIYHUMY O3HAKaMU CeplieBOol HeJJOCTATHOCTI ITic/ig HeI[ogaBHO ITepeHeCceHoro iHhapKTy
MioKapaa.

[JoTIOBHEHHS [0 CTaHAAPTHOI ONITHMaJIbHOIL Tepallil 3 MeTOI0 3HUKEHHS PU3UKY 3aXBOPIOBAHOCTI Ta
JIeTaJIbHOCTI, TTOB’I3aHO1 i3 CepIeBO-CyINHHUMY 3aXBOPIOBAHHSAMHY, Y OPOC/INX IALli€HTIB i3
cepieBoio HepocTaTHICTIO Il Kimacy (XpoHiuHOM) 3a Kinacudikariero NYHA Ta gucdyHKIIi€0 TiBOTO
IUTyHOYKa ((pakiiis BUKUAY J1iBoro myHodka < 30 ).

IIpomunoka3aHHA.
[TigBuIleHa YyTIUBICTh [0 eIIepeHoHy abo mo iHIIOr0 KOMIIOHEHTa IIpernapary;

KJIiHiYHO 3Ha4ylla rinepkasnieMis abo 1MoB’sg3aHi 3 Helo CTaHU (PiBeHb KaJlilo y CUPOBaTIi KpOBi
IIOHAA 5 MMOJTb/T (MEKB/IT)) Ha IT04YaTOK JIiKyBaHHS;

TSKKUH CTYIiHb HUPKOBOI HEJOCTATHOCTI (PO3pPaxyHKOBa MIBUAKICTH KIIyOOUYKOBOI
dinbrpamnii < 30 Mn/xs/1,73 M%);

TSIKKA IIeYiHKoBa HemocTaTHICTE (kiac C 3a YanngoM-I1'10);

OgHOYAaCHe 3aCTOCYBaHHS 3 iHIIMMU Kanii3bepiraiouuMu OiypeTukamu, IpelnapaTamMu
Kastito/kanieBMicHuME fobaBKaMu abo TakuMu NOTyKHUMY iHribiTopamu CYP3A4 K KeTOKOHA3017,
iTpakoHa30J1, pUTOHABIp, HeNldiHaBip, KIaPUTPOMILIMH, TETITPOMIIMH, Hepa30I0H;

moTpiiiHa KoMmOiHanis inribitropiB AII®, 6mokaTopiB penentopiB anrioten3uny (BPA) Ta
eIlJIepEeHOHY.



B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

dapMakKoOWHaMi4Hi B3aEMOil.

Kanitlizbepiearoui diypemuku ma npenapamu Ka.iw: 4epes MigBUINeHUH PU3KK Tinepkasiemii
eIIJIEPEHOH He CITif TpU3HaYaTH NallieHTaM, SKi OTPUMYIOTh iHII Kaniii30epiraioydi giypeTuku Ta
npernapaTy Kaito/kanieBmicHi mobaBku. Kamifiabepiraodi giypeTUKY TaKOK MOXKYTh IIOTEHIIIOBATH
eQeKT aHTUTINePTeH3UBHUX IIpenaparTiB Ta iHIIKUX AiypPeTHUKiB.

IH2i6imopu AII®, BPA: migBUIYEThCS PU3UK TinepKasieMii mpu koMOiHalii ernniepeHoHy 3 inribiTopom
ATI® Ta/abo BPA. Taka koM0iHallis noTpebye o06epexkHOCTi. PeKoMeHI0BaHUY pETeIhHUN
MOHITOPHUHT PiBHA KaJlilo CUPOBAaTKM KPOBi Ta (PyHKIII HUPOK, 0COBIMBO Y MAaIli€HTIB 3 MOXKJIMBUM
PU3UKOM TOPYIIeHHS (PYHKIII HUPOK, HAaIPUKaf, B 0Ci0 miTHBOTO BiKy. [ToTpifiHa KoMOiHaIlis
inri6iTopiB ATI® i BPA 3 enjiepeHOHOM IIPOTUIIOKA3aHa.

JIimiti: mocmigKeHb B3a€EMOI1 eJIEPEHOHY 3 JIiTiEM He MPOoBOAUIU. Pa3oM 3 TUM, OBIIOMIISIIIOCS IIPO
BUIIQ[IKY JIiTI€BOI IHTOKCHUKALil y MAI[i€HTIB, AKi OTPUMYBaIH JIiTiil OGHOYACHO 3 AiypeTUKaMHU Ta
inribitopamu AII®. Cnig yHUKATH 3aCTOCYBaHHS €IJIEPEHOHY Pa3oM i3 mitiem. fAKio Taka
kKoMOiHallisg HeoOxifiHa, CIi KOHTPOIIOBATH PiBEeHb JIiTii0 y M1a3Mi KpOBi.

L[uksaocnopuH, makpoaimyc: MOXKJIMBE MOPYLIeHHS (QYHKII HUPOK Ta MifBUILIEHHS PU3UKY
rinepkasniemii. Cyif yHUKaTH iX OMHOYACHOTO 3aCTOCYBaHHS 3 eIJIePeHOHOM. 3a HeoOXimHOCTi Takoi
KoMOiHallii peKOMeHI0BaHUY peTeIbHUN MOHITOPHUHT QYHKIIII HUPOK Ta PiBHA KaJlil0 CUPOBATKU
KPOBI.

Hecmepoioui npomusananvHi 3acobu (HI133): 3actocyBauus HII33 Moxke CITPOBOKYBAaTH PO3BUTOK
rOCTPOl HUPKOBO1 HEJOCTATHOCTI (MPsIMUii BIIUB Ha KIyOOYKOBY (inbTpallilo), rimepkamiemii,
0CO0JIMBO y Malli€eHTiB 3 TPYIY PU3UKY (MAllieHTH JIiTHBOTO BiKY, NALIEHTH i3 MOPYIIEHHSAM QYHKIII
HUPOK abo 3 Jerifparariieo). Y nauieHTiB, SKi oTpUMYyIOTh emnnepeHoH Ta HII33, mae 6ytu
ajeKBaTHUY piBeHb rigparaliii, HeoOXigHO OOCTIOUTH MTOKA3HUKYU (QYHKIIiI HUPOK Iepel I04YaTKOM
JiKyBaHHS Ta IPOBOAUTH MOMAbIINY PETEIbHUN MOHITOPHHT QYHKIIII HUPOK Ta PiBHA Kasliio
CHPOBATKY KPOBI.

TpumemonpuM: TIgBUIIYETHCS PU3UK TinepkasieMii. HeobximHO MOHITOPYBaTH pPiBEHb KaJliio
CHPOBATKM KPOBi Ta PYyHKIIiI0 HUPOK, 30KPEMaA ITalliEeHTaM i3 MOopylIeHHSIMU (YHKIII HUPOK Ta ocobam
JIITHBOTO BIKY.

Anvgpa-1-adpeHobaokamopu (npa3o3uH, anb@y303uH), mpulukaiuHi ahmudenpecaHmu,
Heliposienmuku, amipocmuH, 6aK10(peH: MOKITMBE MigBUINEHHS TiIOTEeH3UBHOTO eeKTy Ta/abo
PU3HUKY IIOCTypaIbHOI rinoTeH3il. [Ipu cyMicCHOMY Npu3HaYeHHI peKOMEeHAYETLCSI MOHITOPUHT CTaHy
TAIiEHTIB A7 3an00iraHHs UM YCKIaTHEHHSIM.

I'1toxokopmukoiou, mempako3akmuo: MOXK/INBe 3HUXKEHHS aHTUTINIEePTeH3UBHOTO e(PeKTy (3aTpuMKa
HaTpilo Ta piguHy).

dapMakoKiHEeTHYHI B3aeMOil.




HocmimkeHHS in vitro moKasaiH, 10 enepeHoH He npurHiuye isopepment CYP1A2, CYP2C19,
CYP2C9, CYP2D6 a6o CYP3A4. EnnepeHoH He € cyOcTpaToM abo inribiTopom riikomnpoTeiny P.

ITu2okcuH: KIIiHIYHUX MTPOSIBiB MEOUKaMeHTO3HOI B3aeMofIii He crocTepiranocs, xoua AUC OUTroOKCUHY
30inmbIyeThest Ha 16 % mpu KoMOiHallil 3 emnyepeHoHOM. Aje ciif 6yt 00epeKHUM, SKII0 TUTOKCHUH
N03YETHCS Ha BEPXHIiNM MeXi TepalneBTUYHOTO Jiala30HYy.

BapgapuH: kniHiYHO 3HAYYIIMX (papMaKOKiHETUYHUX B3aEMO/Iil eIJIepEHOHY Ta BapdapuHy He
croctepiranocst. O6epexkHIiCTL BUIIpaBaaHa, KO BapdaprH J03YEThCS OTM3bKO BEPXHBOI MeXKi
TepamneBTUYHOI'0 Jiala30HYy.

Cybcmpamu CYP3A4 (Hanpukaad, mida3onam, yusanpud): He BUSBIEHO CYTTEBUX
(hapMakKOKiHETUYHUX B3aEMOZIN IIPX OAHOYACHOMY 3aCTOCYBaHHI 3 eIJIEPEHOHOM.

Ineibimopu CYP3A4:

nomyoaicHi iHeibimopu (KemoKoHa30.1, impakoHas3o/, pumoHasip, HeagpiHaeip, KAapumpomiyuH,
menimpoMilyuH, He¢ha3o00H): MOXKJIBa CyTTEBa (hpapMaKOKiHETHYHa B3a€MOLisA. 3aCTOCYBaHHS
KeTOKOHa30:y y 7o3i 200 Mr [Biui Ha mo6y cupuuuHsno 30inbieHHs Ha 441 % AUC emniepeHoHY.
OnHouacHe 3aCTOCYBaHHA eIJIEPEeHOHY 3 NOTyXKHUMH iHTribiTopamu CYP3A4 mpoTunokasaHe;

cnabki ma nomipHi iHeibimopu CYP3A4 (epumpomiyuH, cakeiHasip, sepanami, ¢paykoHasoa,
amiodapoH, duamia3em): MOXKJIMBa CyTTeBa (hapMaKOKiHeTMYHA B3a€EMO[Iis, 110 IIPOSIBIIIETHCS
36inbmenHsaM AUC ennepenony Ha 98-187 %. [Jo6oBa go3a eniepeHoHy IPU 0GHOYAaCHOMY
3aCTOCyBaHHI 3 TaKUMHU IIpellapaTaMy He TOBMHHA IIEePEBUIIyBaTH 25 MT.

IHOykmopu CYP3A4: ogHOYacHe 3aCTOCYBaHHS IpemnapariB 3Bipo6oto (moTyxuuit ingykTop CYP3A4)
3 emiepenoHoM cupuunHsio 30 % 3Menmenss AUC ensepeHoHy. Binbul cyTTeBe 3HUKeHHST AUC
eIJIePeHOHY MOXKe CTaTHCS 3 Oinbin notyKHUMM iHgyKTOopamMu CYP3A4, TakuM SK pudaMITiiuH.
Yepes pusukK 3HUXKEHHSA e(PEeKTUBHOCTI eMJIEPEHOHY MOr0 OOGHOYACHUY MIPUIOM 3 NOMYHCHUMU
iHoykmopamu CYP3A4 (pupamniyuH, kapbamaseniH, peHimoiH, peHobapbiman, npenapamu
38ip006010) HE PEKOMEHOYETHCS.

AHmayuodu: He OUiKyeTHCS 3HAUHUX B3a€MOLIM IIpU OGHOYACHOMY 3aCTOCyBaHHI aHTAlU[IB Ta
elJIEPEHOHY.

Oco06.1ueocmi 3acmocyeaHHs1.
I'inepkaaiemis.

[Tpu 3acToCcyBaHHI €IJIEpEHOHY, BiIIIOBIIHO IO 10T0O MeXaHi3My [il, MOXKJIMBUU PO3BUTOK
rimepkaJsieMii. Pu3uk rimepkasieMil 3MeHIIYIOTh IUISIXOM BUKITIOYEHHS IOJIiIparMasil Ta MIpoBeeHHs
PEeTeNbHOr0 MOHITOPUHTY CTaHY IIallieHTa.

PiBeHn Kartito y cupoBaTLi KPOBi CJIif KOHTPOJIIOBATH B YCiX IAI[l€HTIB HAa MOMEHT [I0YaTKY JIIKyBaHHS
Ta P 3MiHi [03yBaHHS. B mogansiioMy peKOMEHAYETHCS NMEPiOAUYHUY KOHTPOJIb I[bOTO TOKA3HUKA,
0Cco0NIMBO MallieHTaM 3 pU3WKOM PO3BUTKY TillepKatiemil, HampuKiag, 3 IyKPOBUM HiabeToM,
mallieHTaM JIiTHBOTO BiKY, MalliEHTaM 3 HUPKOBOIO HEIOCTaTHICTIO.

3acTocyBaHHSA Ka/li€BMiCHUX J00aBOK IIiC/s MOYaTKy Tepallil enjaepeHoHOM IIPOTUIIOKA3aHo Y 3B 3Ky
3 MiIBUIIEHUM PU3UKOM PO3BUTKY TinepkasnieMil. 3HUKEHHS N03U eIJIePeHOHY IPU3BOAUTE 0



3HUKEHHS PiBHS KaJlilo y CUPOBaTLi KpoBi. [ToBigomsgmocs, 110 fogaBaHHS TiAPOXI0pTia3udy a0
Teparil enyepeHOHOM MOXkKe KOMIIEHCYBaTH MiIBUILIeHHS PiBHS KaJlilo B CHPOBATILi KPOBI.

Pusuk rinepkaniemii Moxe 30ibIIyBaTUCS IIPU 3aCTOCYBaHHi €JIEPEHOHY B IIOENHAHHI 3
inribiropamu AII® Ta/abo EPA. OmHo4yacHe 3acTocyBaHHs iHTiOiTOpiB AII® Ta EPA 3 emnepeHOHOM Y
NOTPiiHi# KoMOiHaIll TPOTHUIIOKAa3aHe.

ITopyweHHA pyHKUII HUDPOK.

[NTauieHTaM 3 nopymeHHAME (YHKIII HUPOK (Y T.4. 3 AiabeTUYHOIO MiKpoanb0yMiHypi€o) Cif
PETyJISIPHO KOHTPOJIIOBATH PiBEHb KaJlilo B CUPOBATI KPOoBi. PU3uK rimepkasnmiemii 36inpiryeTses 3i
3HUKEHHSIM (YHKIIII HUPOK. Y namieHTiB 3 miabeToM 2 Tumy Ta Mikpoanb0yMiHypi€lo criocTepiramu
IiABUINEHY YacTOTy BUHMKHEHHS TrinepKasiemil. EnmepeHoH ciig 3acToCOBYBaTH 3 00€pexkKHiCTIO
TaKUM IallieHTaM, [alieHTaM i3 KJlipeHCcoM KpeaTHHiHY < 50 MJI/XB Ta CepleBO HEJOCTATHICTIO
micrnst iHgapkTy Miokapaa. Takox OuB. MyHKT «[imepKasieMisi» 1IbOT0 PO3MiNy Ta PO3minu
«[Iporumnoka3anHsa», «Crnocib 3acTocyBaHHS Ta H03u». ENyiepeHOH He BUOASETHCS 3@ OOMIOMOI0I0
reMofianisy.

ITopyweHHA pyHKUII neviHKu.

Y malieHTiB 3 IETKMM Ta IIOMiIpHUM CTyIIeHEM MOPYyIIeHHS (yHKIII medinku (kiac A Ta B 3a
Yanmom-I1'10) He criocTepiranocst 30iIbIIeHHSI CHPOBAaTKOBOTO PiBHS KaJliio BHINE 5,5 MMOJIB/I.
TakuM IalieHTaM CJIil KOHTPOJII0BaTA CHPOBATKOBI PiBHI €JIEKTPOJIITIB. 3aCTOCYBaHHS €IJIEPEHOHY
IalieHTaM 3 TSXKKUMU IOPYIIeHHIMU QYHKIIII IeYiHKY He OL[iHI0BAJIOCsA i TOMY IPOTUIIOKa3aHe.

Inoykmopu CYP3A4.

OpHOYacCHe IpHU3HAUYEHHS elJIepeHOHY Ta MOTyKHUX iHayKTopiB CYP3A4 npoTtunoka3aHo.

Criig yHUKaTU 3aCTOCYBaHHSA /AiMIil0, LUKAOCNOPUHY, MAKPOAIMYCY TIif Yac JIiKyBaHHS €IlJIEPEHOHOM.
depmuabHiCMb.

[adopMmariii 1100 BIUIMBY €IJIEPEHOHY Ha (GEPTUBHICT JIIOAUHYU HEMAE.

[TpemapaT MiCTUTH 21aKMO3y, TOMY TallieHTaM i3 PigKiCHUMU ClIafKOBUMHU (hpopMaMu
HEeINepeHOCHMOCTi rajlakTo31, HeJOCTaTHICTIO JTakKTa3u abo CHHOPOMOM TJTF0K030-TalaKTO3HOl
MasibabcopOiiii He CItif 3aCTOCOBYBATH ITperapar.

IHgopmauis 014 nauienmis.

[TamieHTiB, sIKi TPUIMalOTh €NJIEPEeHOH, CIIif TPoiH(OPMYyBaTH IIPO Te, 11O Iif Yac JiKyBaHHS
eIJIePeHOHOM He MOXKHa 3aCTOCOBYBATH IpelapaTy Kasliio, KaieBMicHi mo6aBKY, 3aMiHHUKH COJIi,
SIKi MiCTATH Katiit, abo mpuiiMaTu Oyab-sKi mpemnapaTy 0e3 KOHCYIbTallil JiKaps, SKUi MPU3HAYUB
eIlJIEPEHOH.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.

BimomocTi, oTpuMaHi y xofi mociigxKeHb Ha TBapuHaX, He BKa3yloTh Ha 6e3mocepenHiit abo
OTI0CEepeIKOBAHUY HECIIPUSATINBUM BIIJIUB Ha Mepebir BariTHOCTI, pO3BUTOK eMOpioHa Ta IJIofa,



IIOJIOTHY Ta IIC/IANOJIOTOBUM PO3BUTOK. AIEKBaTHI [laHi 00 3aCTOCYBaHHS €IJIEPEHOHY [JIs
NMiKyBaHHS BaTiTHUX XKiHOK BifCcyTHi. TOMy eIJIepeHOH CJIifi 3aCTOCOBYBaTH 3 00EPEKHICTIO ¥ mepiof
BariTHOCTI, 3 ypaxyBaHHAM CIIiBBIHOIIEHHS KOPUCTH [JIg MaTepi/pUu3uK OJId IJIOAA.

HeBigoMo, Y1 IpOHUKAE E€IJIEPEHOH B I'PYAHE MOJIOKO JIOOUHY IIPU IIepopaibHOMY 3aCTOCYBaHHI.
MoXTHBICTh BUHUKHEHHS MOGIYHUX e(deKTiB y HEMOBIISAT, SIKi Iepe0yBaloTh Ha TPYIHOMY
BUTOJIOBYBaHHi, HE NOCIigXKeHa, TOMY pillleHHs PO MPUNUHEHHS TOOyBaHHS I'PyAIio abo BimMiHy
Impenaparty CIIif IpUUMaTHU 3a7eXKHO Bifi BaXKJIMBOCTI IIpenapaTty Ajs MaTepi.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocnifKeHb BIJIUBY €JIEPEHOHY Ha 3aTHICTh KepyBaTH aBTOTPAHCIOPTOM abo0 iHIIMMHU
MexaHi3MaMu He PoBOAUU. ENlepeHOH He CIPUYMHSE COHIUBOCTI a00 MOPYIIEHHS KOTHITUBHUX
GbyHKIIH, ane mig Yac KepyBaHHS aBTOTPaHCIOPTOM abo iHIMMMM MeXaHi3MaMu CJiif 6paTy [0 yBaru
MOZKJIMBICTh PO3BUTKY 3allaMOPOY€EHHS IIifi Yac JIiKyBaHHS IpernapaToM.

Cnoci6 3acmocyeaHHss ma do3u.
[TpemapaT MOXkKHa 3aCTOCOBYBaTH He3a/leKHO Biff IpuioMy 1xi.
Cepuesa HedocmamHicmb NicAA nepeHeceHo020 iHpapkmy miokapoa.

Tepamito npenapaToM 3a3BUYan CJlif PO3MOYMHATH IPOTAToM 3-14 [HIB micg rocTporo ingapKTy
Miokappa.

PekoMeH0BaHa MiATpUMYylo4a q03a IpemnapaTty cTaHoBUTh 50 Mr 1 pa3 Ha mo0y. JIikyBaHHS CIIif
PO3MOoYKHATH 3 103U 25 MT 1 pa3 Ha 100y 3 IoJaNblIIM TUTPYBaHHSIM NO3U NMPOTATOM 4 TUXKHIB [0
HOoCATHEHHS 1inboBoi mo3u 50 Mr 1 pa3 Ha #o0y Iif KOHTPOJIeM PiBHS Kalilo y CUPOBaTIli KPOBi, K
IIOKa3aHo y TabIuIri.

XpoHiuHa cepuesa Hedocmamuicmy (II @K no NYHA).

JIikyBaHHS CJlif IouYnHaTH 3 0o3u 25 Mr 1 pa3 Ha go0y i TUTpyBaTH Oo LinboBoi mo3u 50 Mr 1 pa3 Ha
no0y mpoTsaroM 4 TUXKHIB 3 ypaxyBaHHSM PiBHSA KaJlifo B CUPOBATII KPOBi (OUB. TabIUINO).

[TamienTaM, y AKUX piBeHB KaJlilo y CUPOBATL KPOBI IIEPEBHUILYE 5 MMOJIL/JI, HE CJIifi PO3I0YNHATHI
JIIKYBaHHS eIJIePeHOHOM (OUBUCH po3in «IIpoTunoka3anHg»).

PiBens Kartito y cupoBaTLi KPOBi CJIif BU3HAYATH [0 [I0YATKY JIIKyBaHHSA E€IJIEPEHOHOM, IIifi Yac
IIepIIOT0 TUKHS JiKyBaHHS Ta 4epe3 Micslb IMic/ig I0oYaTKy JIiKyBaHHS ab0 Kopekiiil mo3u. B
TIOJAJIbIIOMY 3a HeOOXimHOCTI Cllif mepioguyHo BU3HAYATH PiBEHDb KaJliio y CUPOBATI KPOBi IPOTSITOM
JIIKYBaHHS.

[Ticrs moyaTKYy JiKyBaHHS 03y IIpelapaTy CJlig KOPUTYBaTH 3 ypaxyBaHHSIM KOHIIeHTpaIlil KaJilo y
CHPOBATIIi KPOBi, IK BKa3aHO y TaOIuUIl HUXKYeE.



Kauiii y cupoBatii KpoBi |[is 3MiHa mo3u

(MMoIB/7T 260 MEKB/n)

<5 30iIbIIeHHES Bim 25 Mr 1 pa3 Ha 2 mobu mo 25 mr 1 pas
Ha 100y
Big 25 mr 1 pa3s Ha mo6y mo 50 mr 1 pas
Ha 100y

5-5,4 [ligTpuMaHHS [103a He 3MIHIOETHCS

5,5-5,9 3MEeHIIeHHS Big 50 mr 1 pa3s Ha mo6y mo 25 mr 1 pas
Ha 100y
Big 25 mr 1 pa3s Ha mo6y mo 25 mr 1 pas
Ha 2 nobu
Bim 25 Mr 1 pa3 Ha 2 mo6u o
IPUITMHEHHS

>0 TuM4yacoBa BimMiHa |

[Ticns TMMYacoBOl BiIMiHU NpeniapaTy y pa3i 3pocTaHHS KOHIIEHTpallil Kajlilo y CUpOBaTIi KpoBi
noHayn 6 Mmonw/n (MekB/n) Ennetop y mo3i 25 mMr 1 pa3 Ha 2 o061 MOKHa 3HOBY IPU3HAYUTHU IIPU
3HMKEHHi KOHIIeHTpallil Kasilo Hux4e 5 MMOJIb/I (MEKB/T).

I[MopyweHHA PYHKUII neviHKU.

Kopekuist mo9aTKOBOI f03YU OIS MAI[iEHTIB i3 MOPyIIeHHAMY (YHKIIil TeYiHKY JIETKOTO Ta IIOMipHOTO
CTyIeHs He MOTPiOHa (knac A Ta B 3a Yaitngom-I1'10). BpaxoBytouu migBUIIEHHSI CHCTEMHOTO BILIUBY
eIJIEPEHOHY y TaKWX Malli€HTiB, PeKOMEHOYETLCS PETYISIPHUM KOHTPOIb KOHIIEHTPAIlil Kaliio B
CHPOBATIIi KPOBi, 0COOMMBO MallieHTaM JIiTHHOTO BiKy. 3aCTOCYyBaHHS €IJIEPEHOHY IallieHTaM 3
TSAKKUMH TTOpyIIeHHIMU QyHKIil nedinku (knac C 3a YanngoM-I1'10) He BUBYAJIOCS i TOMY
IIPOTUIIOKA3aHe.

ITopyweHHA GYHKUII HUDOK.

[Tpu nerkomMy nopyuieHHi QyHKIII HUPOK KOPEKIIis IT0YaTKOBOI 03K He MOTPiOHa. PeKoMeHAyeThCS
mepioguyYHUY KOHTPOJIh PiBHS KaJlilo B CHPOBATIII KPOBi Ta 3a HEOOXIMHOCTI - KOPEKIIis mo3u (OuB.
TabJIHIIo).

[TamienTaM 3 TOMipHOI HUPKOBOK HENOCTATHICTIO (KiipeHC KpeaTuHiny 30-60 MJ1/XB) IiKyBaHHS CIIif
IOYMHATHU 3 25 MTI 4epes [JeHb, 03y NOTPiOHO KOPUTYBATH 3TigHO 3 pPiBHEM KaJlilo B CUPOBATIIi KPOBi
(muB. TaOMULO).

ITocBigy 3aCTOCYyBaHHS eIJIEPeHOHY IallieHTaM 3 KJIipeHCOM KpeaTuHiHy < 50 MJI/XB Ta 3 CepleBOl0
HeJoCTaTHiCTIO micns iHndapkTy Miokapaa HeMae. Ciif 3 00epekHiCTI0 3aCTOCOBYBATH €IJIEPEHOH
MM ITallieHTaM.

Ho3u Bute 25 Mr Ha fo0y He BUBYAJIM Y NALEHTIB 3 KlipeHCOM KpeaTuHiny < 50 mn/xB. [Ta1ientam 3
TS2KKOI0 HUPKOBOIO HEIOCTATHICTIO (KJlipeHC KpeaTuHiHy < 30 MJI/XB) 3aCTOCYBaHHS €IJIEPEHOHY
IPOTUIIOKA3aHe.

Ennepenon He giani3yeThcs.

ITauieHmu AiMHb020 BIKY.

Kopekiiisi mouaTKoBOi 103w A7id IIiel rpynu naiieHTiB He noTpibHa. Yepes BiKOBe 3HUKEHHS QYHKIII
HUPOK IigBUIIYETHCS PUIUK TinepKasieMii, 0co6IMBO P CYMYTHIN JIETKiM Ta MOMipHiN e4iHKOBIN



HEIOCTATHOCTi. PEKOMEHIYEThCSA EPIOAMYHMI KOHTPOJIb PiBHS KaJlilo B CUPOBATII KPOBi.

CynvmHe aiKy8aHHA.

[Tpu cynyTHBEOMY JiKyBaHHi crnabkuMu Ta noMmipHuMu iHribitopamu CYP3A4 (Hanmpukiaf,
aMiofapoHOM, AM/ITia3eMOM, BepalaMiioM, eEpUTPOMIIIMHOM, CaKBiHaBipoM, (hIyKOHA30JI0M)
Io4YaTKOBa PEKOMEH0BaHa [03a CTAaHOBUTH 25 MT 1 pa3/moly, SKy B IOJAJBIIOMY He CIIif
IIepEeBUIIYyBaTH.

Himu.

Hanux, mo ganu 6 MOXKJIMBICTh PeKOMEHIyBAaTH 3aCTOCYBaHHS eIJIePeHOHY [JIS JTiKyBaHHS HiTel,
HeMae. ToMy 3aCTOCyBaHHS IIpenapaTy Liil BiKOBill IPyIli He peKOMeHI0BaHe.

Ilepedo3yeanHs.

[Ipo BUnapKu mepeno3yBaHHS eMJIEPEHOHY MOBiIOMIEHb He Haaxoauso. HaliMOBIpHIIIIMY O3HaKaMu
nepeno3yBaHHsS MOXYTh OyTH apTepiasibHa TinoTeH3is Ta/abo rimepkanmiemis.

EnnepenoH 3Ha4YHOIO MipOI0 3B’I3YETHCA 3 aKTUBOBAHUM BYTULIAM. [IpenapaT He BUAANISETHCS
IIJIAXOM reMofiai3y.

[Tpu m0sIBi CUMIITOMIB Iepeno3yBaHHS HeoOXiMHO MPHU3HAYUTH CTAaHIAPTHY CUMIITOMATUYHY i
MiATPUMYIOUY Teparito.

ITo6iuni peakuii.

IHgpexuii ma iHeasii: indek1is, miemonedpuT, PapuHTIT.
Cucmema Kposgi ma aimpamuyHa cucmema: eo3uHodimis.
EHOOKpUHHA cucmema: TioTUPEO3.

MemaboiyHi po3sadu ma nopyweHHs mpogiku: TinepKaiieMis, rimoHaTpieMisi, merimpaTarris,
rinepxoyieCTepUHEMIis, TinepTpUriilepuneMis, JUCIinigemis.

ITcuxiuHi po3sadu: 6€3COHHS.
Hepesosa cucmema: 3ariaMOPOYEHHS, CHHKOIIE, TOJIOBHUY 0inb, TimecTesis.

Cepueso-cyOuHHa cucmema: apTepianbHa rinoTeH3is, Ghibpundiisa nepegcepas, TiBOIUIYHOYKOBA
ceplieBa HeIOCTaTHICTh, TaxiKapfis, MOCTypajbHa TillOTeH3is, apTepianbHi TPOMOO3U KiHIIIBOK.

HuxaavHa cucmema: Kallleb.
TpasHull mpakm: fiapes, HyOOTa, 3amop, O/II0BaHHS, METEOPU3M.

I'enamobiaiapHa cucmema: XOJIeIUCTHT.



IlIkipa ma nidwKipHa KAiMKOBUHA: BUCHI, CBepOixK, IifBHUIeHA MiTIKUBICTh, OyJIK MOBiIOMIIEHHS TIPO
BUTIAJKU aHTiI0HEBPOTUYHOTO HaOPSKY.

OnopHo-pyxoe8ull anapam ma cnoay4YHa MKAHUHA: M’SI30Bi clla3Mu, KiCTKOBO-M'130BuM 0inb, 6ifb y
CIIMHI.

CeuvosguodisbHa cucmema: OPyIIeHHS QYHKIIIl HUPOK, MiABUIIEHHS PiBHIB CEUOBMHU, KPEaTUHIHY B
CHPOBATIi KPOBI.

PenpodykmueHa cucmema ma MO104HI 3103U: TIHEKOMACTis.
3azanvbHi po3aadu: acTeHis, BifUyTTS He3OyXKaHHS.

IHwe: 3HUXKEHHS PiBHA PELIENITOPIB elifiepManbHOr0 (pakKTopa poCTy, HMiABUIIEHHS PiBHS I'/IIOKO3U
KPOBI.

Y xomi mocmipxkeHHS gitodol pedyoBruHu ennepeHoH (EPHESUS) y maijieHTiB BikoM 75 pokiB Oynu
3apeecTpoBaHi BUNIALIKY 1HCYIIBTY.

Tepmin npudamHocmi. 3 POKH.

He 3acTocoByBaTu micng 3akiH4eHHS TEPMIHY IPUOATHOCTI, BKA3aHOI'0 Ha YIIAaKOBII.

YmoBH 30epiranss. B opurinanbHiil ymakoBui mpu Temnepatypi He Bute 25 °C.

30epiratu y HeJOCTYIIHOMY OJIS1 OiTeU MiCIIi.

YnakoBka. ITo 10 ta6meTok y 6mictepi, mo 3 6micTepu B mayiii.

Kareropis Bigmycky. 3a peLenTom.

Bupoonuk. I1y6riyHe akijioHepHe TOBapHuCTBO «HayKoBO-BUPOOHUYUY 1IeHTP «BopinariBcbKui
XiMiKO-(papMalieBTUUHUM 3aBOM».

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOr0 aJpeca MicCIisi IPOBaKeHHsI Tisl/IbHOCTI.

Ykpaina, 03134, m. Kuis, Byn. Mupy, 17.

HHCTPYKIIUA



Mo MEAUITHHCKOMY IIPHMEHEHHIO JIEKAaPDCTBEHHOI' 0 CpeJaCTBa

IIUIETOP

(EPLETOR)

Cocmaa:
deticmaynujee sew,ecmaso: 3IJIePeHOH;
1 Tabnetka comepxkut 25 Mr wiu 50 Mr smnepeHoHa (B mepecuyete Ha 100 % 6e3BogHOE BEIECTRBO);

8CNOMO2ameibHble 8eu,ecmaed: 1akKTo3bl MOHOTUPAT, 1eJUII0JI03a MUKPOKPUCTAInYecKasi, HaTpus
KpOCKapMeJio3a, TUIIPoMesio3a, HaTpus JTaypuiacyibdaT, TajabK, MarHUs CTeapar;

nneHo4yHoe mokpeiTre: Opadry yellow 15 B220000 (rumpomerno3da, nmonucop6at 80, makporomn (I13T
400), Tutana muokcuyp (E 171), xxene3a okcup xkentwii (E 172)).

JlekapcTtBeHHasi (popMa. TabeTKY, MOKPHITHE MTJIEHOYHON 000I0YKOH.

OcHogHble (pu3uKko-xumuyeckue csolicmaa: TabNeTKH, MOKPHITEE IIEHOYHOH 0007I0YKOM, CBETIIO-
JKeJITOTO0 IIBETa, KPYTJI0# (OPMHI, C JBOSIKOBBIITYKJION IIOBEPXHOCTHIO. [I0BepXHOCTh TablieToK
comepxkut oTieyaTok «E9RN» ¢ ogHOU CTOPOHH U «25» unu «50» ¢ Opyroil CTOPOHHI AJIs TabIeTOK
1o 25 Mr u 50 MI' COOTBETCTBEHHO.

dapMmakoTepaneBTHUYECKas rpynna. Kanuiicoeperaiomye IUypeTUKUA. AHTarOHUCTHI
anbpocTtepoHa. dnneperod. Kog ATX C03D A04.

dapmako02uyeckKue ceolicmea.
dapmakoOUHaAMUKa.

OMNIePeHOH SIBISETCS OTHOCUTEIHHO CeJIeKTUBHALIM IIPernapaToOM OTHOCUTENTLHO CBSI3bIBAHUS
PEKOMOMHAHTHHIX MUHEPATIOKOPTUKOUIHEIX PEILIETITOPOB YeI0OBEKa IT0 CPAaBHEHHUIO CO CBSI3RIBAHMEM
PEKOMOMHAHTHAIX TJIIOKOKOPTUKOUIHEIX, TPOTECTEPOHOBHIX U aHIPOT€HHAIX PEIeNTOPOB. JIJIePEeHOH
IIpegoTBpallaeT CBS3bIBaHNUE albIOCTEPOHA — KJTI0YEBOI'0 TOPMOHA PEHUH-aHTMOTEH3UH-
arbOOCTEPOHOBOM CUCTEMEI, YUaCTBYIOLIEN B PETYISALNYA apTEPHaNbHOTO JaBIeHus U Pa3BUTUN
CEpHeYHO-COCYOUCTHIX 3a00IeBaHU.

SHHepeHOH BBISbIBAET OJIMTEIIbHOE YBEIIMYEHN e ypOBHefI PEeHNHa 1 albJO0CTEPOHA B IIJIa3Me KPOBH,
YTO CBSA3aHO C peTYJ'[HHI/IeI;I CeKpelru PEeHNMHa aJIbJOCTEPOHOM II0 IIPUHITUITY HeraTuBHOH OGp&THOfI
cBs13u. OOHAKO MOBHIIIIEHNE aKTUBHOCTH PeHKHa B IIJIa3Me KPOBU U ypOBHeﬁ OUPKYJIUPYIOIIET O



dJIbJOCTEPOHA HE 0TPAaXKaeTCA Ha BIIMAHUHU I3IIJIEPEHOHA HAd aPTE€PHAJIbHOE ONaBJIEHUE.

B xope uccnenoBaHui 3MIEPEHOH CYIECTBEHHO YMEHbBIIAJ apTepruaabHOe JaBiaeHue (Ipu
M3MEepEeHUH B MIOJI0KEHUU CU[S) 110 CPaBHEHUIO ¢ mianebo. [unoTeH3uBHEIN 3 (EKT mpemnapaTa
IIPOSIBJISLJICS Yepe3 2 Helle/Iu U OOCTUTral MaKCUMyMa depes 4 HefeNnu IpuMeHeHus. BEIpakeHHOCTh
aHTUTHUIIEPTEH3UBHOTO 3 PeKTa coxpaHsnach B TeueHue 8-24 Hefelnb U He 3aBHUCElIa OT BO3PacTa,
II0JIa UJIM PacChl IallMeHTOB, OT ONHOBPEMEHHOI'0 IPUMeHEHN C TAKUMU IIpellapaTaMu Kak
UHTUOUTOPH! AII®, aHTaroHUCTH aHTUOTEH3UH-II perenTopos, 6I0KAaTOPH KaIbIIMEBLIX KaHAJIOB,
TUAPOXJIOPTHA3UL U B-07I0KaTOPHI.

[Tpu npuMeHeHHUH TIperapaTa OTMEYEeHO 3HaYMMOe YMeHbIlIeHre TT0Ka3aTeslei IeTaJTbHOCTH OT
CepHOeyvHO-COCYOUCTHIX 3a00IeBaHUY U YaCTOTH TOCIIUTAIN3AalAHY C LIe/Ibi0 JIeUeHUS CephaedHo-
cocynucThix 3a6oeBanuii. OCOOEHHO 3TO BIMSHUE MPOSIBIISJIOCH B Hayajle Tepanuu y MalueHToB [0
75 net. AddekT mpemapaTa y 60IBHBIX ITOCIE 75 JTeT u3y4eH HeOOCTAaTOYHO.

YacToTa pa3BUTHUS TUNIEPKaIUEeMUN U TUIIOKaIueMUN IIpYU IPUMEHEeHNH SIJIepeHoHa He
OTJIMYanach OT TAKOBOW MPU MPUMEHEHUH I1ale60. JIepeHoH He BIIUSI Ha YaCTOTY CEPOeYHbBIX
cokpaieHnuy, giuuny uatepsanoB QRS, PR unu QT.

dapmakKoKuHemuxkda.

Abcopbyus u pacnpedeseHue. A6comoTHAsE OMOOOCTYIIHOCTE 3IJIEPEHOHA COoCTaBseT 69 % mocme
nepopanbHoro npuMenenus 100 Mr. MakcuManbHas KOHLIEHTpaLKs IIpelapaTa B IIJla3Me KPOBU
(C,..x) mocTUTaeTcs 4yepes3 2 4aca mocsue npuMeHenus. C . ¥ IIOMIAAb OO KPHBOM COOTHOIIIEHUS
KoHIleHTpauusi/BpeMs (AUC) mpornopLuuroHanbHb f03€ B Auana3oHne go3 10-100 mr u He
IIPOIIOPLIMOHAJIBHEI IPU J03aXx cBhIle 100 Mr. PaBHOBECHBIE KOHLIEHTPALUM OCTUTAIOTCI B TEUEHUE
2 mHew. AGcopOumst He 3aBHUCHUT OT IIPHUeMa IHIIH.

CBsi3bIBaHHE 3MJIEPEeHOHa ¢ OeIKaMy IIa3Mbl KPOBU COCTaBJIsgeT MpuOnmu3uTenbHo 50 %
IIPEUMYIIEeCTBEHHO 3a CYET CBSI3BIBAHUS C O-1-KHUCITBIMU TTIMKOIPOTeMHaMU. [1pr0Iu3uTenbHbIH
00BbeM pacupefesieHus IPY PAaBHOBECHBIX KOHIIEHTPALUAX cocTaBnsieT 50+7 1. dnmepeHoH
1n30upaTeNbHO He CBSI3HIBAETCS C 9PUTPOIUTAMMU.

Memaboausm u 3Kkckpeuus. JMIePeHOH IPEeUMYLIIECTBEHHO 6MO0TPaHCHOPMUPYETCS IPH YIaCTUU
CYP3A4. AkTuBHBIE MeTAOOIUTH 3TJIEPEHOHA B IIJIa3Me KPOBU He uaeHTuGUIUpPoBaHbl. MeHnee 5 %
IO3HI 3IIJIePEHOHA BBHIIENISETCS B HEU3MEHEHHOM COCTOSTHUM C MO4OM U dhekanusimMu. [1pu
OJHOPA30BOM IIpHeMe PAfHO0aKTHBHO MEUEHOM 03kl MPUONMU3UTEIbHO 32 % I03HI BHIIEIISIETCS C
bexkanusiMu, a nTpubIU3uTENbHO 67 % - ¢ Mo4oi. [Iepuon MOMTyBEIBEIEHUS ITIEPEHOHA —

3-5 yacoB. KnupeHc B mma3mMe KPOBH COCTaBIsIeT npubnu3utensHo 10 n/4ac.

dapmakoKkuHemuka 8 omoebHbIX 2pynnax nauueHmos. Bosapacm, noa u paca. dapMaKoKUHETHKA
3IJIepEeHOHA Y MYKYUH U XKEHIIWH IPUHIUINAIbHO He OTIn4YaeTcsa. [Ipu paBHOBECHBIX
KOHIIEHTPAIMIX Y MallieHTOB ITOXKHUJIOTO Bo3pacTa HabmogaeTcs yBenuuenue C, ., Ha 22 %, AUC Ha
45 % 110 CpaBHEHHIO C TaKOBbIMU Y u1l 18-45 net. [Ipu paBHOBECHBIX KOHIIEHTPAUUSIX HabmogaeTcs
ymenbinenue C,,. (19 %) u AUC (26 %) y 60JIbHBIX HETPOUTHOM PachI.

IToyeuHas HedocmamouHocmys. PaBHOBecHBIe nToOKa3aTenu C,,, 1 AUC yBenuuuBaauch
COOTBETCTBEHHO Ha 38 % u 24 % y NaIlMeHTOB C TSIXEIBIMU HapylleHuIMy QyHKIUY I0YeK U
YMEHBbIIaIuCh COOTBETCTBEHHO Ha 26 % u 3 % y nalueHTOB, HaXOOALIUXCSI Ha TeMOauause.
Hukakoii Koppensuuy MexXny KJIUPEeHCOM SIIJIEPEHOHA U KIIMPEHCOM KpeaTUHNHA B [IJIa3Me KPOBU HE
BBHISIBJIEHO. JIIJIEPEHOH He yhaaiseTcs yTeM reMoguanu3a.



ITeyeHouyHasa HedocmamoyHocmb. PaBHOBecHBIe oKa3aTenu C,,, 1 AUC snepeHoOHa y MallueHTOB C
yMEepeHHbIMU HapylleHuIMU QyHKIUM nedeHu (Kimacc B mo Yaiina-I1si0) Mo cpaBHEHUIO C TAKOBHIMU
Y 37OPOBBIX TOOPOBOJIBIIEB YBETMUUBAJIUCh COOTBETCTBEHHO Ha 3,6 % u 42 %. [I0CKOIBKY
IPUMEHEHUHU ITpellapaTa MallieHTaM C TSIXKeJoM TeYeHOUYHOM HeJOCTaTOYHOCThIO He UCCIIeN0Bally,
3IIJIEPEHOH MMPOTUBOIIOKA3aH [IJIs TaKUX Mal[ieHTOB.

CepdeuHas HedocmamoyHocmb. apMaKOKWHETHKA 3IIJIepeHOHa B fo3e 50 MI ucciengoBanach y
MaIlMeHTOB C CepeYHoN HemoCTaTOYHOCThIO (Knaccudukanuuss NYHA II-1V). PaBaoBecubie AUC u C,,,
y HallMeHTOB C CEPAEeYHON HeJOCTaTOYHOCThIO YBEIMYMBaIUCh COOTBETCTBEHHO Ha 38 % u 30 % 1o
CpPaBHEHUIO C TaKUMHU I10Ka3aTeIsIMU Y 3[0POBHIX TOOPOBOJIbLIEB COOTBETCTBYIOILIET0 BO3pACTa, II0jia
¥ pachl. KnupeHc npenapaTa y HalieHToB C CepAeYHON HeJOCTaTOYHOCThIO aHAIOTUYHBIA KIITUPEHCY
Y 3IOPOBBIX TOGPOBOJIBIIEB ITOKUIIOTO BO3PACTa.

Knunan4yeckne XxapaKTePHCTHKH.
IToka3anus.

IomonHeHNe K CTAaHIAPTHOMY JIEYE€HUIO C IIPUMeHeHueM B-6710KaTOPOB C IeNTbI0 CHUXKEHUS PHUCKa
3a0071eBaeMOCTH U JIETATbHOCTH, CBSI3aHHBIX C CEPAeYHO-COCYUCTHIMYU 3a00/IeBaHUSIMHU, Y
CTaOUIIbHBIX TTAIMEHTOB C OUChYHKIMEN 1eBOro Xenynouka (¢hpakuus BEIOpoca JIeBOT0 Kelyoouka
< 40%) v KIMHUYECKUMU MIPU3HaKaMU CEPAEYHON HefOCTaTOYHOCTH II0CIIe HEJaBHO IIepeHeCeHHOr 0
nH(papKTa MUOKapaa.

IomonHeHne K CTaHJapPTHOM ONTHMAJbHOM Tepalluu C Le/Ibl0 CHUXKEHUSs PHCKa 3a001eBaeMOCTH U
JIeTAIbHOCTH, CBSI3aHHOM C CEPOEYHO-COCYOUCTHIMY 3a0071€BaHUSIMHU, Y B3POCIIBIX MTAIlIEHTOB C
CceprevYHOM HemoCTaTOYHOCTHIO I Knacca (xporHudeckoi) o knaccudukauuu NYHA u puchyHKIuen
JIeBOTO XKeynouka (ppakuus BeiOpoca neBoro xkenynodka < 30%).

IIpomueonoka3aHus.
[ToBrILIIEHHAS YYBCTBUTEIBHOCTD K 3IIJIEPEHOHY WU K APYrOMYy KOMIIOHEHTY IIpelnapara;

KIMHAYECKY 3HaUYMMas TUIepKalueMus Ui CBsI3aHHBIE C HEW COCTOSIHUS (YPOBEHb Kalus B
CHIBOPOTKE KpoBHU 60yiee 5 MMOJIB/ (M3KB/1T)) Ha Ha4asio JIeYeHMUST;

TsXKenas CTeleHb I0YedHOl HeJOCTaTOYHOCTH (pacyeTHass CKOPOCTh KIyGO4YKOBOM GUIbTPALIIN
< 30 mn/mun/1,73 M%);

TsKeJas IeYyeHoYHas HegocTaToYyHoCTh (knacc C mo Yanng-ITeio);

OOHOBPEMEHHOe IIPUMEeHeHHue C IPYTrUMHU KanuicOeperanimMy IUypeTHKaMu, IIpernapaTaMu
KaJIKsI/KaauicogepKaiyMey fo0aBKaMy WIH TaKMMHU MOITHEIME HHTHOuTOpamu CYP3A4, Kak
KETOKOHA30JI, U“TPaKOHA30JI, PUTOHABUD, HeNI(hHUHABUD, KITaPUTPOMULINH, TEIUTPOMUIINH, Heda30[0H;

TpoitHass KoMOuHanus UHruOuTOpoB AII®, 6;10KaTOPOB pelenTopoB aHruoTeH3uHa (BPA) u
3MJIEPEHOHA.



B3auMoaeiCTBHE C IPYTHMH JIEKapCTBEHHLIMH CPeICTBAMHU H IPyrue BUIbI
B3aHMOJdEHMCTBHH.

da PMAKOIVMHAMUYIECKHNE B3aI/IM0ﬂeI‘/JICTBI/15L

Kanuticbepezarowue Ouypemuku u npenapamaul Kaaus: u3-3a MOBHIIEHHOT0 PUCKA IUIIePKaTueMUN
3MJIEPEHOH He clleyeT Ha3HayaTh MalreHTaM, TIoIy4YaoluM IpyTrie Kanuicbeperaolirme
OUYPETUKHU U IIperapaTh Kanus/Kanuiicogepxkaumme nobasku. KanuiicOeperaioliyie quypeTUuku
TaKXe MOTYT IIOTEHUUPOBaTh 9PPEKT aHTUTUTIEePTEH3UBHEIX IIPENAapaToB U APYTUX IUYPETUKOB.

Huezubumopvt AII®, 5PA: nOBHIIIAETCS PUCK TUIIEPKATUEMUY ITPU KOMOUHAINHY C 3IJIEPEHOHA C
unrubutopom AII® u/unu BPA. Takas koMmOuHanus TpeOyeT 0CTOPOKHOCTU. PeKOMeH0BaH
TIIATeIbHBIM MOHUTOPUHT YPOBHS KaJIus CEIBOPOTKY KPOBU U QYHKIMU IT0YEK, 0COOEHHO Y
IIallMeHTOB C BO3MOXHEIM HapylleHueM (QyHKIINY II04eK, HallpUMeD, y JIULL TOKUIIOr0 BO3pacTa.
TpoitHas koMOuHauus UHruOUTOPoB AII® u BPA c snyiepeHOHOM NIPOTHUBOIIOKa3aHa.

Jlumuti: uccnenoBaHul B3aMMOIENCTBUS SIJIePpeHOHa C TUTHEM He IIPoBoauu. BMecre ¢ TemMm,
€00011aIoCk 0 Cly4asx JUTHEeBOW UHTOKCHUKALMY Y alleHTOB, MOIy4YaBIIUX TUTHH OQHOBPEMEHHO C
muypetukamu 1 uHruoutopamu AII®. CnenyeT usberaTh MIpUMEHEHHUS SMIEPEeHOHA BMECTE C IUTHEM.
Ecnu Takas koMOuHanus Heo0X0OKUMa, ClIedyeT KOHTPOJIUPOBATh YPOBEHb JINTHS B IJIa3Me KPOBH.

LukaocnopuH, makpoaumyc: BO3MOXKHO HapylleHre QYHKIINY TOYeK U MOBHIIIIEHNe PUCKa
runepkanuemuu. CiaegyeT u3berath UX OMHOBPEMEHHOTO IPUMEHEHHUS C 3IyIepeHoHoM. [Ipu
HEe0OXOIUMOCTH TaKOM KOMOUHAIMK PEKOMEHIYeTCs TIIaTeTbHBIH MOHUTOPUHT (QYHKIIUU IOYEK U
YPOBHST KaJTUsI CHIBOPOTKHU KPOBH.

HecmepouodHsie npomusogocnaaumenvHule cpedcmsa (HIIBC): npumenenune HITBC moxeTt
CIIPOBOLIMPOBATH PA3BUTHE OCTPOI MIOYEUHONW HEOCTAaTOYHOCTH (IIPsIMOe BIUSIHNUE Ha KITyOOUYKOBYIO
GbuIbTpaLKio), TUIepKaauieMuy, 0COOEHHO Y allMeHTOB U3 TPYIIEL pHCKa (MalleHTh TOXKUIIOr0
BO3pPACTa, MAllMeHTH C HapyIIeHneM QYHKIUY IOYEK UITK C leruapaTalien). Y malrueHToB,
moJTy4arimx snnepeHon u HIIBC, nomkeH ObITh afeKBAaTHBIN YPOBEHb THAPATAINHN, HEOOXOOMUMO
MCCIIeoBaTh MoKa3aTeau (PyHKIKUU MOYEK A0 Havyasa JIeYeHUs ¥ IPOBOAUTLCS AalbHEUIINN
TIATENIbHBIM MOHUTOPUHT QYHKIMU ITOYEK U YPOBHS Kajius CHIBOPOTKH KPOBH.

TpumemonpuM: TIOBBILIIAETCS PUCK TUIIepKanueMun. Heo0X0morM0O MOHUTOPHUPOBATh YPOBEHD KaIus
CBIBOPOTKHY KPOBU ¥ QPYHKIIUIO TIOYEK, B HaCTHOCTH, ITAallieHTaM C HapyIIeHUSIMHU QYHKIIUU ITOYEK U
JIAIIaM ITOKUJIOTO BO3PacTa.

Anvgpa-1-adpeHobaokamopul (npa3o3uH, anbpy303uH), MpuuuKAUYecKue aHmudenpeccaHmul,
Heliposienmuku, amugocmuH, 6ak10(peH: BO3MOXKHO IOBHIIIEHHE THIIOTEH3UBHOT'0 3P (HEKTa /UK
PHCKa IOCTypPaJIbHOM TUIIOTEH3UM. [Ipyu COBMECTHOM Ha3HAaYeHUU PEKOMEHIYETCSI MOHUTOPUHT
COCTOSTHUS ITAIlMEeHTOB [JIS IPeNOTBPAlleHUs 3TUX OCJIOXKHEHUH.

I'1oKkokopmukoudbl, mempako3akmuo: BO3MOXKHO CHUXKEHUE aHTUTUIIEPTEH3UBHOTO 3hdeKTa
(3amepxkKa HATPHUS U KUTAKOCTH).

@aQMaKOKI/IHeTI/I‘-IeCKI/Ie BSaI/IMOEefICTBPIH.

ViccnmemoBaHus in vitro moKasau, 4To 3IJIepeHOoH He yrHeTaeT usopepments CYP1A2, CYP2C19,
CYP2C9, CYP2D6 unu CYP3A4. SnnepeHOH He SBISIETCSA CyOCTPATOM UM MHTUOUTOPOM
TJIMKOIIpoTenHa P.

HUu20KCUH: KTUHNYECKUX HpOHBJ’IeHI/If/i MEeOUKaMEHTO3HOT'O B3aHMOHeIZCTBHH HE Ha6mo;1anoc1>, XO0TA



AUC pgurokcusa yBenu4duBaeTcs Ha 16 % npu KoMOMHaALUWU C 31yiepeHoHoM. Ho cnenyeT OHITH
OCTOPOKHBIM, €CJIA OUTOKCUH JO3UPYETCS Ha BepXHeu IpaHulle TepaneBTUYeCKOro Auana3oHa.

BapgapuH: KITHHAYECKH 3HAYUMHIX (PapMaKOKMHETHYECKHX B3aUMOEHCTBUI SIIJIEPEHOHA 1
BapdapuHa He Habmomanock. OCTOPOXKHOCTH ONpaBgaHa, KOTHa BaphapuH HO3UPyeTcs 6IIU3KO0 K
BEpXHEH rpaHuUIle TepaneBTHYECKOr0 JHala30Ha.

Cybcmpamst CYP3A4 (Hanpumep, mudasonam, uusanpud): He BHISIBIIEHO CYIIeCTBEHHBIX
(hapMakKOKMHETHYECKUX B3aUMOJENCTBUY IIPU OGHOBPEMEHHOM IPUMEHEHHUH C STJIEPEHOHOM.

Hueaubumopvt CYP3A4:

MOUHble UH2ubumopsl (KemokKoHa30, UMPAKOHA30./1, PUMOHABUP, He/A(uHasup,
KAapumpoMuuuH, meaAumpoMul,uH, He¢pa3o0oH): BOSMOXKHO CYyIlIeCTBEHHOe papMaKOKMHETHYECKOE
B3auMopercTBue. [IpuMeHeHne KeTOKOHa301a B f03e 200 Mr ABaKAH B CYTKU BHI3BIBAJIO YBEJIMUEHUE
Ha 441 % AUC smnnepeHoHa. OmHOBpeMeHHOE TPUMEHEHNEe 3MJIEPeHOHa C MOUTHBIMUA HHTHOUTOpaMHU
CYP3A4 npoTHBOIIOKA3aHO;

caabvle u ymepeHHble uHeubumopwvt CYP3A4 (3pumpomut,uH, cCak8uHasup, epanamud,
pyKoHa304, aMuodapoH, duamuasem): BO3MOKHO CyIIeCTBeHHOe (hapMaKOKMHETHYECKOe
B3auMMOMIEXCTBUeE, YTO nposBisaeTrcs yenudeHnneM AUC smnepenoHa Ha 98-187 %. CyTouHas mo3a
3MJIepeHOHa IPU OJHOBPEMEHHOM NIPUMEHEHUY C TAKUMHU IIpenapaTaMy He JOJKHa IIPEeBHIIaTh 25
MT.

Huoykmopwel CYP3A4: omHOBpEeMeEHHOe NTPUMeHeHNe pernapaToB 3Bepo00s (MOIIHEIA HHAYKTOP
CYP3A4) c snnepenonoM Bri3eiBanio 30 % ymennimnenune AUC annepeHoHa. bonee 3HauuTENbHOE
cuuxenre AUC amepeHOHa MOXKET MTPOU30MTH ¢ 60yiee MOIIHKIMYU nHAYKTOpaMu CYP3A4, Takum
Kak pudamnunuH. M3-3a pucka CHuXKeHUSI 9pOEKTUBHOCTH SIJIEPEHOHA er0 OMHOBPEMEHHBIN IIPUEM
¢ Mow,HbiMu uHOyKkmopamu CYP3A4 (pupamnuyuH, kapbamaszenuH, peHumouH, peHobapbumasi,
npenapamul 38epo60s1) He PeKOMEHAYETCS.

AHmaU,UObl: He 0XKHJaeTCs 3HaUHWTEeIbHBIX B3aUMOEeCTBUM IIpY1 OOHOBPEMEHHOM IIPMMEHEHUHU
dHTAIIMOB U 3IIJIEPEHOHA.

OcobeHHOCMU NPUMEHeHUS.
TI'unepxaauemus.

HpI/I IIPUMEHEHHNHU 3IIJIEPEHOHA, COOTBETCTBEHHO €0 MEXaHU3MY ﬂeﬁCTBHﬂ, BO3MOXKHO Pa3BUTHE
TUIIEPKAJIUEMUMN. Puck TUIlepKaJIMEMUN YMEHBIIAIOT IIYyTeM UCKIIIOYEHUA IIOJIUIIPATMa3UU 1
IIpOoBeJEeHUA TIIaTEJIbHOIO MOHUTOPHUHI'a COCTOAHUNA ITallUEeHTa.

YpoBeHb Kaus B CBIBOPOTKE KPOBH CJIeAyeT KOHTPOJIHUPOBATD Y BCEX MAIlMEHTOB HAa MOMEHT Havdasa
Jle4YeHus ¥ IPU U3MEHEHUY NO3UPOBaHUs. B manbHelIeM peKOMeHIyeTCsS IepUOauYeCKU KOHTPOJIIb
3TOr0 IMOoKa3aTess, 0COOEHHO MalKreHTaM C PUCKOM Pa3BUTHUS TUIIePKATHEMUN, HallpuMep, C
CaXapHBIM TrabeToM, IMalMeHTaM I0XKUIIOr0 BO3pacTa, MalleHTaM C I0YeYHOM HEJOCTAaTOYHOCTHIO.

[TpuMeHeHUE KamuicomepKaiiux no0aBoK IOCIe Havala TePAUuU 3IIePEHOHOM ITPOTHUBOIIOKA3aHO B
CBSI3M C MTOBHIIIIEHHEIM PUCKOM Pa3BUTHS THIepKanueMuu. CHUXKEeHUE NO3kl SIJIEPEHOHA ITPUBOOUT K
CHUXEHUIO YPOBHS KaJlus B CHIBOPOTKE KpPoBU. Co001Ianock, 4To Jo6aBIeHre THOPOXIOPTHA3UOA K
TePaIy MJIePEHOHOM MOXKeT KOMIEHCHPOBATh IIOBHIIIEHE YPOBHS KaJus B CEIBOPOTKE KPOBH.



Puck runepkanveMun MOXKeT yBEIMYUBATLCA [IPU IPUMEHEHUY 3I1JIEPEHOHA B COYETaHUU C
unrubutopamu AII® u/unu BPA. OgHoBpeMeHHOe puMeHeHue HHIUOUTOPoB ATI® u BEPA ¢
3MJIEPEHOHOM B TPOMHOW KOMOMHAIIMY ITPOTUBOIIOKA3aHO.

HapyweHue ¢yHKuuU noyex.

[MTarmeHTaM C HapyImeHUsIMU QYHKIMY 1T0YeK (B T.4. ¢ fuabeTHYeCKOM MUKPOaIb0OyMUHYypuUeil)
CJenyeT PerynaspHO KOHTPOIUPOBATh YPOBEHb KaJlUs B CHIBOPOTKE KPOBU. PUCK runepKanneMuu
YBeIMUUBAETCS CO CHUXKeHNeM GYHKINY IT04YeK. Y NalueHToB ¢ fuabeToM 2 TUma u
MUKPOaIb0yMUHYpHel HaOMonany MOBLIIIEHHYI0 YaCTOTY BO3HUKHOBEHUS THIIEPKAIMEMUH.
OmepeHoH CIeAyeT IPUMEHSTH C OCTOPOXKHOCTLIO TAKUM ITAI[HEHTaM, TallieHTaM C KIIUPEHCOM
KpeaTuHuHA < 50 MJI/MUH U CEepAEYHON HEIOCTaTOYHOCTHIO IOCTe HHGApPKTa MUOKapaa. Takxke CM.
nyHKT «['umepkamueMusi» 3TOTO pa3felia u pasfensl «IIpoTuBonokasanusi», «Crnocod mpuMeHeHus U
[O3BI». JMJIEPEHOH He YAalsieTCs C OMOIIbI0 TeMoguau3a.

HapyweHue ¢yHKUUU neyeHu.

Y maiuueHTOB C JIETKOM ¥ YMePEHHOU CTeNeHbI0 HapyleHus: PyHKIY edyeHu (Kinacc A u B mmo
Yaiing-I1pi0) He HaOMOOAN0Ch YBEIMYEHNS CHIBOPOTOUYHOTO YPOBHS Ka/Ius BhIIIE 5,5 MMOJIb/1. Takum
nanyeHTaM cjiefyeT KOHTPOJIMPOBATh CEIBOPOTOYHEIE YPOBHU 3JIEKTPOIUTOB. [IpuMeHenue
3MIJIepeHOHAa NalyeHTaM C TSAXKeJIbIMU HapyLIeHUsIMU QYHKINY IIe4eHN He OLeHUBAJIOCh U II03TOMY
IIPOTUBOIIOKA3aHO.

HHoykmopur CYP3A4.

OpHOBpEMEHHOEe Ha3HaueHUe 31JIepeHoHa U MOIHBIX UHAYKTOpoB CYP3A4 npoTHBONIOKa3aHO.
Cnenyert u3berath IpUMEHEHUS AUMUSA, UUKAOCNOPUHA, MAKPOAUMYCA TIPYU JIeYEHUU SITIEPEHOHOM.
depmuabHOCMb.

VHdbopmaluy o BIUSHUY 31IepeHOHa Ha GepTUIbHOCTh YeJI0oBeKa HeT.

[Ipemapat COmepKUT A1aKMO3Y, I03TOMY MAllMeHTaM C PeIKOCTHRIMY HACIEICTBeHHHIMU (OPMaMu
HEIePEeHOCHMOCTH TalaKTO3bl, HEOCTAaTOYHOCTHIO JTAKTa3kl UJTM CUHIPOMOM TJTI0K030-TaTaKTO3HOMH
MasbabcopOuuu He claenyeT IPUMEHSTh ITpernapar.

Hnpopmauus 045 nayueHmos.

[TauxeHTHl, IPHHUMAIOIINE 3IJIEPEHOH, JOJIXKHEL OBITH TPOUH(POPMUPOBAHEI O TOM, YTO NIPHY JIEUEHUHU
3MJIEPEHOHOM HEJTh3sT IPUMEHSTh IIpelapaThl Kajus, Kaauicoaepkaliue 0o0aBK, 3aMEHUTETH
COJIH, comepKalue Kaaui, uid IPUHUMAaTh JTI00ke TpenapaTh 663 KOHCYIbTalluK Bpada, KOTOPHIN
Ha3HAYUJI SIJIEPEHOH.

HpI/IMeHeHI/Ie B IIepuong 6epeMeHHOCTI/I WIIN KOPMJIEHUS I'PYOBIO.

CBeHeHI/Iﬂ, IMONTy4YEHHEIE B XOI€ I/ICCJIeJIOBaHI/II;I Ha XKHWBOTHLBIX, HE YKA3bIBAKOT Ha HEIIOCPEACTBEHHOE
NI KOCBEHHOE HeGJ’[al"OHpI/IHTHOG BIINAAHUWE Ha TEYEHUE GepeMeHHOCTI/I, pa3BuTHe 3M6pI/IOHa u
I1JI0A4, POOHEI 1 ITIOCIIEPOO0OBOE PA3BUTHE. AfnekBaTHBIE TAaHHEBIE O IIPUMEHEHHNHN IIIJIEPEHOHA OJIA



JIEYEeHUsA 6epeMeHHBIX XKEHIMWH OTCYTCTBYIOT. HOC—)TOMY SIIJIEPEHOH ClieAyeT IIPUMEHSATE C
OCTOPO2KHOCTEIO B IIEPHUO[ 6epeMeHHOCTI/I, C Yy4eTOM COOTHOIIEHUS I10JIb3a OJIsA MaTepI/I/pI/ICK IN] S-S
mmiaomga.

HewnsBeCcTHO, IPOHUKAET JIM SIJIEPEHOH B TPYAHOE MOJIOKO YeJI0OBeKa IIpU IIepopaIbHOM
IpUMeHeHNUU. BO3MOXKHOCTh BO3HUKHOBEHHUS TOOOYHEIX 9PPEKTOB Y MIafgeHIIeB, HAaXOOAIIUXCSI Ha
TPyOHOM BCKapMJIMBaHUM, HE HCCIIeloBaHa, II03TOMY pellleHre 0 IpeKpalleHu KOPMIIEHUS TPYAbIO
WY OTMEHe IIpernapaTa cjieflyeT IPUHUMATh B 3aBUCUMOCTH OT BaKHOCTH IIperapaTa AJisi MaTepH.

CnocobHOCMb 81USAMb HA CKOPOCMb Pedkyuu Npu ynpasaeHuu asmompaHcnopmom uiu opyeumu
MexaHusmamu.

ViccrmemoBaHui BIUSHUS 3TJIEPEHOHA Ha CIIOCOOHOCTD YIIPABJISATh aBTOTPAHCIIOPTOM HJIM APYTUMHU
MeXaHH3MaMU He IIPOBOJUIIN. JIIJIEPeHOH He BLI3bIBA€T COHJIMBOCTH MJTH HapyIIeHUsS KOTHUTHBHBIX
(GYHKLKM, HO BO BpeMs yIIpaBlieHUs aBTOTPAHCIIOPTOM MM APYTUMM MeXaHu3MaMu cienyeT OpaTh BO
BHMMaHUE BO3MOXKHOCTb PA3BUTHS TOJIOBOKPYKEHUS BO BpeMs JIeUeHHU s IIpernapaToM.

Cnoco6 npumeHeHusi u 003bl.
[TpenapaT MOXHO MPUMEHSTL HE3aBUCHMO OT IIpHeMa IHUIIH.
CepodeuHaa HeAocmMamoyHOCMb NOC/e NepeHeceHH020 UHGpapkma muokapod.

Tepamnuio mpemnapaToM 0OBIYHO CIIEAyeT HAUMHATh B TedeHue 3-14 gHeil mocje ocTporo nHpapKTa
MHOKap[a.

PexoMmeHnyeMas nopgepkKuBarlas go3a npemnaparta cocrapnusgeT 50 mr 1 pa3 B cyTKuU. JledeHne
cllefyeT HauuHATh C A03H 25 MI 1 pa3 B CYTKYU C MOCIEAYIOLIKUM TUTPOBAHUEM 03l B TeUEHUE
4 Hemenb OO0 OOCTUXKEHUS LeaeBou 003kl 50 Mr 1 pa3 B CYTKH IO KOHTPOJIEM YPOBHS Kalus B
CBIBOPOTKE KPOBH, KaK II0Ka3aHO B TaOnule.

XpoHuueckas cepdeuHas HedocmamouHocmb (II ®K no NYHA).

JleyeHue cregyeT HaYMHATD C 03K 25 Mr 1 pa3 B CYTKU ¥ TUTPOBATH M0 IieeBoit no3kl 50 Mr 1 pa3 B
CYTKU B TeyeHUe 4 HeJesb C Y4ETOM YPOBHS KaJlus B CHIBOPOTKE KPOBHU (CM. TabIHIy).

[TareHTaM, y KOTOPBEIX YPOBEHB Kallus B CBIBOPOTKE KPOBU IPEBHIIIAET 5 MMOJIB/T, He CIIeNyeT
HAYMHATH JIeYEeHNUE MIEPEHOHOM (CM. pa3zmen «[IpoTUBOIOKa3aHUS»).

YpoBeHb Kaus B CEIBOPOTKE KPOBU CIIEAyeT OIPENesiTh 10 Hayasla JIeYeHUs 3IJIEPEHOHOM, BO
BpeMsI [IePBOY Hefle/Iu JIeYeHUST U Yepe3 MecsI] ITocjie Havasla JIeYeHUs UM KOPPEKIIUU NO3kl. B
ImanbHEeWIIeM Mpu HeoOXOIUMOCTH CJIelyeT IePUOOUYECKH OIIPEeNesaiTh YPOBEHDb KaJlis B CHIBOPOTKE
KPOBY B TeYEHUE JIeYEHHUS.

[Tocne Havama TeYeHUs J03Y IIperapaTa CiefyeT KOPPeKTUPOBATh C YIETOM KOHLIEHTPAIMY KaJlHis B
CBIBOPOTKE KPOBH, KaK yKa3aHO B Tabuile HUXKE.



Kanuii B CHIBOPOTKE [lelicTBHE H3MeHeHne D035

KPOBHU (MMOJIB/TT NN

MOKB/TT)

<5 YBenuyeHnue Ot 25 Mr 1 pa3 B 2 cyToK o 25 mMr 1 pa3 B
CYyTKHU
Ot 25 mr 1 pa3 B cytku 1o 50 mr 1 pa3 B
CYyTKHU

5-5,4 [logmepxKvBaHUe [To3a He U3MEHSIeTCSI

5,5-5,9 YMeHbIIeHNE Ot 50 Mr 1 pa3 B cyTku 1o 25 Mr 1 pa3 B
CYTKHU
Ot 25 mr 1 pa3 B cyTku 10 25 mMr 1 pa3 B
2 CyTOK
Ot 25 Mr 1 pa3 B 2 CyTOK [0 IpeKpalleHus

=0 BpeMeHHas OTMeHa |-

[Tocne BpeMeHHO OTMEHE IIpenapaTta B CIy4dae PocTa KOHLIEHTPAIUU KaJiis B CHIBOPOTKE KPOBU
6onee 6 MMOIB/1 (M3KB/T) J1IeTOpP B Jo3e 25 MT 1 pa3 B 2 CYyTOK MOXKHO CHOBa Ha3HAYUTh IIPU
CHUXKEHWY KOHIIEHTPalluy KaIusl HukKe 5 MMOJIB/ (M9KB/T).

HapyweHue HKUUU NevYeHu.

Koppekiivs HayanbHOM [O3HI A7 MallMeHTOB C HapyUIeHUIMU (PYHKINY IIeYeHU JIETKOW U YMEPEeHHOM
creneHu He Tpebyetcs (kimacc A u B mo Yaing-I1b10). YYuUTHIBaAs MOBHIIIIEHHE CUCTEMHOT'O BIUSTHUS
3IJIEPEHOHA y TaKUX MallueHTOB, PEKOMEHAYETCS PETYIIPHBEIA KOHTPOJIb KOHI[EHTPALUU Kajlus B
CBIBOPOTKE KPOBH, 0COOEHHO TallieHTaM MTOKUIIOTO Bo3pacTa. [IpuMeHeHMe 31/IepeHoHa alieHTaM
C TSXKeJIBIMU HapylleHuIMU QyHKUuU nedeHu (knacc C mo Yaunp-I1ei0) He u3ydanock ¥ I03TOMY
IIPOTUBOIIOKA3aHO.

HapyweHue ¢yHKUUU NOYeK.

[Tpu nerkoM HapyileHud GYHKIUY IIOYEK KOPPEKIUK HavaIbHOM NO3H He TpelyeTcs.
PekomeHayeTCs IepHOAUYeCKUN KOHTPOJIb YPOBHS KaJlisl B CHIBOPOTKE KPOBU U ITPU HEOOXOOUMOCTHU
- KOppeKuus 0o3H (CM. Tabmuiry).

[TaneHTaM C yMEPEeHHOUN IT0YEeYHOU HEJOCTAaTOYHOCTEIO (KNMUpeHC KpeaTuHuHa 30-60 MJ/MUH)
Jle4eHne ClleAyeT HauuHaTh C 25 MI Yyepes [eHb, [03a A0JIXKHA KOPPEKTUPOBAThCS COTJIaCHO YPOBHIO
KaJus B CHIBOPOTKE KPOBH (CM. Tabnu1ly).

OmnbiTa NTpUMEHEHUS SMJIePEeHOHA MMalleHTaM C KJIIMPeHCOM KpeaThHUHA < 50 MJI/MUH U C CEepOedYHOn
He0CTaTOYHOCTHIO NTOCIie MH(papKTa MUOKapaa HeT. ClefyeT ¢ OCTOPOXKHOCTHIO0 IPUMEHSATh
SIJIEPEHOH 3TUM TallieHTaM.

[I0o35I BRILIIE 25 MT B CYTKU He U3y4a/u y MaleHTOB C KJIIMPEeHCOM KpeaTUHMHA < 50 MJI/MUH.

[TarmeHTaM C TSXKeNIOM ITOYeYHOM HeIOCTaTOYHOCThIO (KMUpeHC KpeaTuHUHa < 30 MII/MUH)
IpUMeEHEHUe 3IJIePpeHOHa ITPOTHUBOIIOKA3aHO0.



SHHepeHOH He OUaJIN3UupPyeTCHd.

IlauueHmul NoJHCUA020 8BO3pACMA.

Koppek1us HauanbHOM 03I 9TOM I'PYIIe INaleHTOB He HyKHa. /3-3a BO3pacTHOI'0 CHUXKEHUS
GYHKUKY TTOYEK MOBHIIIAETCS PUCK TUIIepPKaIueMun, 0COOEHHO IIPU COMYTCTBYIOIIE!N JTIETKOU U
yMepPEeHHOU ITe4eHOYHOU He0CTaTOUHOCTU. PeKOMeHIyeTCs epuoan4eCcKru KOHTPOJIb YPOBHS
Kajus B CBIBOPOTKE KPOBH.

Conymcmsywuiee s1e4yeHue.

[Tpu comyTCTBYyIOIIEM IeYeHUN claObIMU U yMepeHHBIMU nHruOuTOopamu CYP3A4 (Hanpumep,
aMHOMIaPOHOM, IUJITHA3EMOM, BeparnaMuioM, SpUTPOMULIMHOM, CAKBUHABUPOM, (IIyKOHA30JI0M)
HavyajbHas peKOMeHAyeMas 4o3a COCTaBlsaeT 25 Mr 1 pa3/CyTKu, KOTOPYIO B AajIbHEUIIEM He
CllelyeT MPeBHIIIATh.

Hetn.

IaHHBIX, KOTOPHIE OBI AT BO3MOXKHOCTh PEKOMEHIOBATh IIPUMEHEHNE SIJIEPeHOHA U1 JTeYeHUs
netel, HeT. [loaTOMy IpUMeHeHUe MIpenapaTa 3TO# BO3PaCTHOU I'PyIIe He peKOMEHIOBAHO.

IIepedo3upoeka.

O cny4asix mepemno3upPOBKY 3IJIEPeHOHA Co00UIeHuH He mocTynano. Haubonee BeposSTHEIMU
IpU3HAKAMH IePeNO3UPOBKH MOTYT OBITh apTepHraabHas TUIIOTEH3US W/UTH TUIIEePKaTHeMHusI.

OmJIepeHOH B 3HAYUTENILHOM CTETIeHU CBSI3EIBAETCS C AKTUBHPOBAHHEIM yriieM. [IpemapaT He
yOansieTcs IMyTeM reMoguan3a.

HpI/I IMOABJIEHUH CUMIITOMOB II€EPEOO3UPOBKHU HeO6XOJII/IMO HA3HAYUTL CTAHOAPTHYIO
CUMIITOMAaTH4Y€CKYIO U ITIOOOEPZKHUBAIOIIYIO TEPAIINIO.

ITo6ouHble peakuuu.

HHpekuuu u uHeasuu: nHGEKITUs, MueIoHePPUT, GapuHTUT.
Cucmema Kposu u aumMpamuyeckads cucmema: 303uHODUIUS.
JHOOKPUHHASA cucmeMda: TUTIOTUPEO03.

Memaboauyeckue paccmpolicmeda u HapyweHusi mpoguKu: TUTIePKaIueMust, TUIIOHATPUEMUS,
[eTUApaTalys, TUTIEPX0TIeCTePUHEMHUS, TUTIEPTPUT TULIEPUIEMUS, TUCITUTUIEMUS.

IIcuxuyeckue HApyweHus: 0eCcCoHHMUIIA.
HepBHClﬂ cucmema: TOJIOBOKPYy2KeHne, CHHKOIIE, TOJIOBHAA 0071b, TUTIECTE3US.

CepOeuHo-cocyducmas cucmema: apTepuasbHas TUTIOTeH3UsI, QUOPUIIIALNS IpeiCePAnii,



JIeBOXKEJTYIOYKOBas CepaeyHast HeJoCTaTOYHOCTh, TAXUKAPOUS, TOCTYPaIbHas TUIIOTEH3US,
apTepuanbHble TPOMOO3bI KOHEYHOCTEH.

IIbixameibHasA cucmema: Kaiies.
ITuw,esapumebHbIll Mpakm: guapesi, TOITHOTA, 3a1I0P, PBOTA, METEOPU3M.
I'enamobuauapHas cucmema: XOJIeIUuCTHUT.

Kooica u no0KooicHaA Kaemyamka: Chillb, 3y, MOBHIIIIEHHAS TOTIUBOCTD, ObIIM COOBIIEHUS O ClIydasix
QHTMOHEBPOTUYECKOI'0 OTEKa.

OnopHo-0s8uz2amenbHbIll annapam u coe0uHUMeAbHAsA MKAHb: MBIIIIEYHBIE CITa3MbI, KOCTHO-
MBIIIIeuHsle 001, O0MIb B CIIUHE.

MouesbiOesumenbHasa cucmema: HapylieHUs: QyHKIIUY TOY€EK, TIOBHIIIeHNE YPOBHEN MOUYEBUHEI,
KpPeaTUHWHA B CHIBOPOTKE KPOBH.

PenpodykmueHas cucmema u Mo/104Hble Jice/ie3bl: THHEKOMaCTHS.
Obuwue paccmpoticmea: aCTeHUs, YYBCTBO HEIOMOTaHHUSI.

[Ipyeoe: CHUXEHME YPOBHS PEIeNTOPOB SMUAePMaIbHOTO (aKTOpa POCTa, MOBLIIIEHHE YPOBHS
TJIIOKO3bI KPOBH.

B xope uccnenoBaHus mencTByolero BemecTsa amneperHon (EPHESUS) y manueHToB B Bo3pacTe 75
7eT OBITTM 3apPEeTrUCTPUPOBAHEL CITydYau UHCYIbTA.

Cpok 200Hocmu. 3 ropa.

He IIPUMEHATE 110 NCTEYEHUHN CPOKA 'OJHOCTH, YKAa3aHHOT'O Ha YIIaKOBKE.

YcnoBusi XpaHeHHS.

B opurvHanbHOM ynakoBKe IIPU TeMIlepaType He Bhile 25 °C.

XpaHUTHL B HEIOCTYIIHOM [J151 IeTEN MecCTe.

YmakoBka. [To 10 Ta6neTok B 6iuctepe, mo 3 OucTepa B mayke.

KaTteropusi oTmycka. 1o perenry.

IIpousBoguTesnsb. [1y6nuyHOe akIMoHEpHOE 0011ecTBO «HayuHO-TPOM3BOICTBEHHBIH LIEHTD
«BopuraroBckui XuMUKO-(papMalieBTU4eCKII 3aBOM»>.



MecToHax0XKaeHHe MPOU3BOJUTEJIS H €T0 aJpec MeCTa OCYIeCTB/IeHHs NesATe/IbHOCTH.

YkpauHa, 03134, r. Kues, yi. Mupa, 17.



