IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

E3AHTAIJI

(EZANTAL)

Cknao:
ditoua pevosuHa: lercanidipine;

1 TabneTka mictuth 10 Mr a6o 20 Mr nepkraHiguminy rigpoxiopuny (y BUTIISAL TepKaHiAUIiHY
TiApOXJIOpUAY TeMirigpary);

donomidcHi peyoguHU: JIAKTO3a, MOHOTIOPAT; LIe/I0JI03a MIKPOKPUCTAJIiuHa; HaTPio
KpPOCKapMeJio3a; MOBifloH; moiicopbaT; MarHito cTeapart; TilpoMesno3a; MoieTUIeHT TiKOIb
6000 (makporon 6000); Tutany gmiokcup (E 171); Tanek; 3amiza okcup xKoBtuu (E 172).

JIikapcbKa ¢opMma. TabreTky, BKPUTi ITiBKOBOIO 060IOHKOIO.

OcHo8Hi (pi3uKo-XiMiuHi 81aCMUBOCMI: MBOOMYKIIi TabIETKY KPYTII0i (DOPMH JKOBTOT'O KOJILOPY,
BKPUTI ITIBKOBOIO 000JIOHKOIO.

dapMakoTepaneBTHYHA rpyma.

bnokatopu KanbiiieBux KaHaiB. CeIeKTUBHI aHTarOHICTU KaJbllilo 3 IIepeBaXHO0 [Ii€10 Ha CYOUHM.
[ToxigHi purigponipupuny. Jlepkanigunid. Kog ATX C08C Al3.

dPapmakono2iuHi e1acmusocmi.
dapmakoOuHamika.

JlepKaHiguIiH - 1le aHTATOHICT KaJblilo AUTiIpomipuaNHOBOi rpymu. IHribye TpaHCMeMOpaHHMM MOTIK
KaJIbI[il0 BCepPeOUHY KapOiOMiOLMTIB Ta IJIaAKOM S30BUX KIIITHH CyouH. MexaHi3M
QHTUTINEePTEH3UBHOI [il TepKaHIAUIiHy 3yMOBJIEHUN IPSIMUM pelaKCYyOYUM BIIJIMBOM Ha I'JIafleHbKi
M’'g34 CyAUH, 3a PaXyHOK 4Or0 3MEHIIY€EThCS 3arajlbHUN CYOUHHUY ITepudepuyHuil Omip.
He3Baxkarwuy Ha KOPOTKHM IIepiof HaliBBUBEOEHHS 3 Ma3MU KPOBi, TepPKaHIAUIIH YUHUTD
IIPOJIOHTOBaHY aHTUTINEPTEH3UBHY [il0 3a PaXyHOK MOTr0 BUCOKOTO KoedilieHTa MeMOpaHHOTO
PO3MOoAiny. 3aBAsSKY BUCOKIN CyOUHHIYM CEJIeKTUBHOCTI IpenapaT He YNHUTh HeTaTUBHOI iHOTPOIHO1
mii. I'ocTpa apTepianbHa TrinoTeH3is 3 pedIeKTOPHOIO TaXiKap/ielo BUHUKAE PigKO 3aBOIKHU
IIOCTYIIOBOMY PO3BUTKY Ba3ofujaTallil IpU IPUKAOMI JIePKaHIgUIIiHY.



4K i gnd IHIMX acUMeTpUUHUX 1,4-OUriAponipuaNHIB, aHTUTIEPTeH3MBHA aKTUBHICTh
JIePKaHIgUIiHy B OCHOBHOMY 00yMOBJIeHa HOT0 S-eHaHTiOMepoM.

KniniuHa eheKTUBHICTH i 6e3meKa 3aCTOCYBaHHS JiepKaHiguminy y mo3i 10-20 mr 1 pa3 Ha go0y Oynu
BUBYEHI B IOABIHOMY cIlimoMy Iiarie60-KOHTPOIbOBAHOMY KITiHiYHOMY fJociigxkeHHi (v skomy 1200
MAIliEHTiB OTPUMYBAJY JIepKaHigumiH, 603 malieHTr oTpuMyBaju maiebo) Ta B aKTUBHO
KOHTPOIbOBAHUX i B HEKOHTPOIbOBAaHUX JOBrOTPUBAJINX KITIHIYHAX MOCITIMKEHHIX i3 3araibHOI0
KinbKicTio 3676 Mali€eHTiB i3 rinepTeHsi€lo.

o 6inmbIocTi gocmigKeHs Oynu 3alydyeHi MallieHTH 3 eCeHIlialbHOIO TimepTeH3ielo 1erkoro abo
IIOMIpPHOT'0 CTYIEHS TSIKKOCTI (BKJTI0Yal04y Malli€eHTiB JIITHHOTO BiKYy Ta XBOPUX Ha I[yKPOBUH fiiabeT),
SIKi OTpUMYBaJIu JepKaHIguIIiH 9K MOHOTeparniio abo y kombiHarii 3 iHribiTopamu AII®, miypeTukamu
abo B-6rokaTopaMu.

I[TomaTKOBO [0 KITiHIYHUX JOCIiXKeHb, IPOBEIEHUX A/ MiATBEPAXKEHHS TepalleBTUYHUX IT0Ka3aHb,
Iofasblile HEBeJIMKe HEKOHTPOJIbOBaHe, ajle paHIOMi30BaHe NOCIiIKeHHd IIpernaparTy 3a y4acTo
MAIlEHTIB 3 TAKKOIO apTepialbHOIO TiepTeH3i€l0 (CepeqHe + CTaHJapTHE BiIXUIeHHS PiBHS
[iaCTOJIiYHOTr0 apTepianbHOro TUCKY 114,5 + 3,7 MM pT. CT.) IPOAEMOHCTPYBAJI0 HOpMaJti3allito
aprepiansHOro TUCKY ¥ 40 % i3 25 mamieHTiB, ki npuiiManu npemnapat y gosi 20 mr 1 pa3 Ha o0y, Ta
y 56 % i3 25 marienTiB, fKi mpuiiManu nepKaHigumnid y gosi 10 Mr 2 pa3u Ha go0y. Y nogsiiHOMY
CIIiTOMY paHAOMi30BaHOMY IINTalle00-KOHTPOJIbOBAHOMY OOCIIiI2KEHHi y MallieHTiB 3 i3071b0BAaHOI0
CUCTOJIIYHOIO TinepTeH3i€l0 TepKaHiguIiH e()eKTUBHO 3HNUKYBaB CUCTOJIIYHUAY apTepialbHUM THUCK i3
CEepPemHBOTO II0YATKOBOTO 3HaUueHH 172,6 £ 5,6 MM pT. ¢T. 1o 140,2 £ 8,7 MM PT. CT.

imu
KniniuHi mocmigXeHHS y OUTAYiN MOMYy ALl HE TPOBOUIUCS.

dapmakoKiHemuxka.

AGcopbirist

JlepKaHIiAuUIIiH MOBHICTI0O BCMOKTYETHCS IICJI IPUUOMY BHYTPIIIHEO ¥ 4031 10-20 Mr, MakCcuMabHi
KOHIIeHTpallil y mima3mi kposi (C,,,) 3,30 ar/mn = 2,09 c. B. Ta 7,66 ur/mn x 5,90
C. B. BiITIOBigHO peeCTPYOThCS MpubnIu3Ho yepe3 1,5-3 rogunmu.

IBa eHaHTiOMepHU JIepPKaHIAUIIIHY IeMOHCTPYIOTh OAiOHUYM Tpodink piBHIB ¥ m1a3Mi KpoBi: yac
nocsruenHs C, . Takui camui, (C,.,) Ta AUC (rmnoma mig papMakOKiHETUYHOI0 KPUBOIO
«KOHIIEHTpallifg-4yac») B cepeqHboMy y 1,2 pa3a Bullli Ajisg S-eHaHTioMepa, i Iepiof HalliBBUBEIEHHSI
IBOX €HaHTiOMeDiB, 10 CyTi, OqHaKOBUYU. B3aeMonepeTBOPEHHSI €HAHTIOMEDIB in Vivo He BigMidaiocCs.

Bracnigok BUCOKOro MeTabos1i3My IpU IEPBUHHOMY IIPOXOMXKEHHI yepe3 MediHKy aOCOo0THa
6iomoCTYIHICTD JTepPKaHigUIIiHy, 3aCTOCOBAHOTO MMAIliEHTOM ITiC/Is BXKHUBAHHS 1XKi, CTAHOBUTD
npubnu3no 10 %, Xoya BoHA 3MeHIIyBaiacs a0 1/3 1boro 3HaueHHs, SKIIO ITperapaT 3aCTOCOBYBAJIU
300pOBi MOOPOBOJIBIN HaTIIE. SAKINO MpernapaT IPUMMaTH He Mi3Hillle HiXK 4yepe3 2 TOTUHMU IIiCIIs
BXKMBaAHHS AyzKe XKUPHOI 1XKi, 100 6i0f0CTYHICTE 36imbIIyeThCS ¥ 4 pa3u. ToMy JTepKaHifUIIiH CIlif
IPUUMATH [0 BXKUBAHHS 1Xi.

Po3nopin

Po3smnogin i3 nma3mMu KpoBi y TKAHUHYU Ta OPTaHH € MIBUAKUM Ta OOIIMPHUM. CTYIIiHb 3B’ SI3yBaHHS
JepKaHiguminy 3 6inmkaMu cUpoOBaTKX KpoBi nepesuiye 98 %. Ockinbku piBeHb Ginika y myia3Mi KpoBi
3MEHILEeHNH Y Malli€eHTiB i3 TAXKKUMU NOPYIIeHHAMY (QYHKIIiI HUPOK Ta MediHKH, BiTbHa Ppakiisi



Ipernapary Moxe 30i/bITyBaTHCS.

BioTpancdopmariris

JlepKaHiguIiH eKCTeHCHBHO MeTabomi3yeThcs i3odepmernToM CYP3A4, He3miHeHU Tpenapar y cedi
YU KaJli He NPOSIBISEThCS. BiH IepeTBOPIOETHCS ITePeBaXKHO ¥ HeaKTHUBHI MeTa0oJiTi, mpubnu3Ho 50
% TPUUHSTOL JO3U BUBOOUTHCS i3 CEUEIO.

EkcnepumeHTH in vitro 3 MIOOCHKUMU MiKPOCOMaMU IIE€YiHKYU CBi4aTh, 110 JIEPKAHIAUIIIH Aello
npurHiuye CYP3A4 ta CYP2D6 nipu KoHIeHTpanisax BianosigHo v 160 i 40 pa3iB BUIIUX, HiX HOTO
MaKCHMaJlbHi KOHIIEHTPAIlil y IIJ1a3Mi KPOBi, SIKi JoCATAIThCA micis npurioMy po3u 20 mr. Kpim
IIbOTO, NOCIIiI2KEeHHS TiKapChKOl B3aEMOI1 Y I0fell MPOAeMOHCTPYBAJIH, 110 IePKaHIAUIIIH y I1a3Mi
KPOBi He 3MiHIOE pPiBeHb Mifa3onamy, TunoBoro cyocrpaty CYP3A4, a6o MeTOIPosIony, TUIIOBOTO
cyoctpary CYP2D6; TakuM YMHOM, IIPX 3aCTOCYBaHHI JIepKaHIAUIIIHY y TepalleBTUYHUX J03aX He
ouikyeThcs OioTpaHCchopMalii mpemnaparis, 1o MetabonisyioTscss CYP3A4 abo CYP2D6.

BuBeneHHsa

EniMiHalris mpoxomuTh B OCHOBHOMY IIIsixoM GioTpaHcdopMartii. CepenHiit TepMiHanbHUM epiof
HalliBBUBEJeHHS CTaHOBUTEL 8-10 romuH, a TepaneBTUYHA Oid TpUBA€ 24 rOOWHU BHACIIIOK BUCOKOTO
CTyTIeHs 3B’A3yBaHHS JIEPKaHIAUIIHY 3 JinifaMy KIITUHHUX MeMOpaH. [Ipu mTOBTOPHOMY
3aCTOCYBaHHI KyMyJILisl He CIIOCTepiraaach.

JIiHIFHICTL/HeMHINHICTE

[Ipu nmepopabHOMY 3aCTOCYBaHHI JIepKaHIOUIIIHY UOr0 KOHLIEHTpAllis ¥ [IJIa3Mi KPOBi He € IIPIMO
IIPOTIOPIIiHOI0 OO0 MPUMHSATOL N03U (HesiHiliHa KiHeTuka). [licns npuiomy 10 mr, 20 Mr i 40 mr
MaKCHUMaJIbHi KOHIIEHTPAIlil ¥ IIJIa3Mi KPOBi, SIKi criocTepiranucs, Many chiBBigHomeHHS 1:3:8, a
IJIOLIi IMifi KPUBUMH 3aJIe3KHOCTI KOHIIEHTpalil y y1a3Mi KPOBi Biff 4acy Manu ChiBBigHOmeHHS 1:4:18,
110 BKa3y€e Ha IIOCTYIIOBe HaCHYeHHs MeTaboIi3My IIpy ImepuIoMy IpoxXoakeHHi. TakKuM YuHOM,
6iomoCTymHICT NepKaHiguminy 30iNbIIyETHCSA 3 MiABUILIEHHSIM JO3H.

[TomaTkoBa iH(OpMaIlid I0O0 OKPEMUX I'PYII Nalli€HTiB

Byno nokasano, mo (¢hapMaKOoKiHeTHKa JIePKaHIOUIIIHY y Halli€HTiB JIITHBOTO BIiKYy Ta y Ialli€HTIB 3
nuchyHKIIE0 HUPOK abo medyiHKku c1abkoro abo cepeHbOr0 CTYIEHS TSIKKOCTiI cx0Xka Ha Taky, I
CIIOCTEpPIraeThCsl y 3arasbHill IPYIIi MaIlieHTiB. Y XBOPHUX i3 TIKKHAM CTyIeHeM AuChYHKIIii HUPOK abo
y miasnizo3amexKHUX XBOPUX KOHIIEeHTpallil TikapchbKux 3aco6iB Oynu Oinbil BUCOKUMU (mpubau3uo 70
%). YV xBopux i3 cepegHimM ab0 TSKKUM CTyIIeHEM MOPYLUIEHHS QYHKII MeYiHKN CUCTEMHA
OiomocTymHICTE NepKaHiguminy, iMOBipHO, 30iMbIIYETHCS, OCKINTBKY BiH MeTa00I1i3yETHCS TOIOBHUM
YUHOM Y IIeYiHIIi.

KrinigHi xapaKTepHCTHKH.
IToka3zanHus.

EceHnirianmbHa rinmepTeH3is nerkoro abo moMipHOTO CTYTIEHS TSXKKOCTI.



IIpomunoka3aHHs.

[TigBullleHa YyTIUBICTh [0 JIePKaHiguIiHy abo g0 O0yab-IKOT0 KOMIIOHEHTA JTiIKapCchKOTo 3acoly;
- o6CTpyKIIis BUBIZHOTO BifIiny JIiBOTO IITYHOYKA;

- HejiKOBaHa 3acTiilHa ceplieBa HEIOCTATHICTE;

- HecTalbinbHa CTeHOKapMis 4M HellomaBHiM (mpotsiroM 1 Micsns) indapKT MioKapaa;

- TsSXKa [IeYiHKOBa HeMOCTATHICTh;

- TsXKKa HUPKOBA HE[OCTATHICTH (KIipeHC KpeaTuHiny <30 MJI/XB), BK/II0YalO4y IIAIliEHTIB Ha
reMomianisi;

- ogHOYacHe 3acTocyBaHHA 3 iHribitopamu CYP3A4, nMKIOCIIOPUHOM, TperndpyToM Ta
TPEUn@pyTOBUM COKOM.

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

HQOTTIUTIOK(13GHO 00HOYdCHe 3dCMOCYBAHHA

IH2i6imopu CYP3A4

Jlepkanigumnin metabomnisyeTbes min mieto depmenty CYP3A4, Tomy iHTiGiTOpPH Ta iHAYKTOPH I[HOT'O
bepMeHTy, SKi TpuiMaTh OMHOYACHO 3 JIEPKAHIAUITIHOM, MOXKYTh BIIMBATHA Ha MeTaboIi3M Ta
BUBe[IeHHS JiepKaHigumniny. [locmigkeHHs B3a€MOil TepKaHiguminy 3 moTyKHUM iHribiTopom CYP3A4
KETOKOHA30JI0M IIPOIeMOHCTPYBa/IM 3Ha4YHe MiABUIIEHHS PiBHA JepKaHiAUIiHY y m1a3Mi Kposi (15-
KpaTHe migBuiieHHs oka3Huka AUC Ta 8-kpaTHe migsuiienHs C,,, eyToMepa S-IepKaHiguMiny).

Cnig yHUKATH OOHOYACHOTO 3aCTOCYBaHHS NepKaHiguminy 3 inribitopamu CYP3A4 (3 KETOKOHA30JI0M,
iTPaKOHa30JI0M, PUTOHABIPOM, €PUTPOMIIIMHOM, TPOJIEaHOOMIIIMHOM, KIIaPUTPOMIIIUHOM).

LukaocnopuH

[Tpu ogHOYACHOMY 3aCTOCYBaHHI IepKaHiAUIIHY i IUKIOCIIOPUHY MigBUIIYETHCS PiBeHbL 000X
PEUYOBHH Yy 11a3Mi KpoBi. [loCifiKeHHS 3a y4acTiO MOJIOAXX 3J0POBKX JOOPOBOJIBIIB II0Ka3ao, 10
3aCTOCYBaHHS LIUKJIOCIIOPUHY Yepe3 3 TOOUHMU IIiCIs NPUMOMY JIePKaHIqUIIiHY He 3MiHI0BAJIO PiBeHb
TepKaHifuminy y m1a3Mi KpoBi, BogHoYac noka3Huk AUC nukiocnopuHy 36inbiryBaBcs Ha 27 %.
OpHak ogHO4YaCHe 3aCTOCYBaHHS JIEPKaHIOUIIIHY 1 IUKIIOCIIOPUHY IIPU3BOAUTH [0 3-KPaTHOTO
30inbIIIeHHS PiBHA JepKaHiguIiHy y m1a3Mi KpoBi Ta 30inbineHHs nokasHuka AUC IIUKIOCIIOPUHY Ha
21 %.

[I¥KJIOCTIOPUH Ta JIEPKaHIOUIIIH HE CIIiJl 3aCTOCOBYBaTU Pa30M.

I'petlingppym abo 2petinppymosutl cik



4K i gng iHmMuUX OUTigponipuanHiB, MeTaboIi3M IepKaHigUIIiHy YIOBIIbHIOETHCS Tif] BIIJTUBOM COKY
rpeundpyTa 3 MoganbIIuM IiABULIIEHHIM CUCTEMHOI JOCTYIIHOCTI JIePKaHIOUITIIHY Ta HiACUIeHHIM
rinoTeH3uBHOI fii. He cniig mpuitMaTi 0oqHOYACHO JIEePKaHigUIiH Ta rpeindpyT abo rpeindpyToBuit
CiK.

He pexomeH008aHO 00HOYACHE 3ACMOCYBAHHA

Inoykmopu CYP3A4

Heo0xigHo 3 00epekHICTIO 3aCTOCOBYBATH IEPKAHIAUIIH omHOYaCHO 3 iHgyKTOpaMu CYP3A4, TakuMu
K MIPOTUCYNOMHI 3acobu (beHiToiH, heHobapOiTan, KapOaMasernin) Ta pudbaMITiliuHOM Yyepes
MOXKJIMBE 3HUKEHHS aHTUTINEPTEeH3UBHOI il IepKaHiguIiny. Y X BUIagKaX PeKOMeHI0BaHO
YaCTIiUU KOHTPOJIb PiBHSA apTepialbHOTO TUCKY.

AKo201b

Crnip yHMKaTH BXKUBAHHS aJIKOTOJII0 Yepe3 MOXKJINBE OTEHIII0BaHHS Ba30AUIaTALlilHOTO e(PEKTY
AHTUTIEePTEeH3UBHUX JIIKaPChKUX 3aC00iB.

B3aemodii, axi nompebyomb Kopekuii 0o3u

Cybcmpamu CYP3A4

Cnip 6yTy 06epeXHUM IIPU OOHOYACHOMY 3aCTOCYBaHHI JIepKaHIIUMIHY 3 iHIMMME cyOcTpaTaMu
CYP3A4, Takumu 5K TeppeHanuH, acTeMi30J1, aHTHapUTMiyHUMHU npenapaTtamu III knacy, TakuMu 9K
amiofapoH, KBiHIOWH, COTaOI.

Miodasonam

[Tpu omHOYacHOMY 3acTocyBaHHiI 20 MI JIepKaHigumiHy Ta Miga3ojgaMy y J0OPOBOJIBLIB TITHHOTO BiKy
abcopOirist nepKaHiguminy migBuImyBanack (mpubnau3Ho Ha 40 %), a mBUAKiCTb abcopOIril
3HMUXKYBasnacs (t,,, mogoBxKyBanach 3 1,75 go 3 roguH). KoHIleHTpalis Mifa301aMy He 3MiHIOBaIach.

Memonponaon

OpHOYacHe 3aCTOCYBaHHS JEePKaHITUIIIHY 3 METOIIPOJIONIOM - B-6JI0KaTOPOM, SIKUY BUBOOUTHCS
nepeBaxkKHO Yyepe3 MeduiHKy, He 3MiHI0e 0i0g0CTyIHICTh METOIIPOJIONY, aje IPU3BOAUTD [0
3MeHIIeHHSs 0i0g0oCTYHOCTI nepKaHiguminy Ha 50 %. Llel edeKT MOKe BUHHKATU BHACIIIOK
3MEHIIEHHS TeYiHKOBOT'0 KPOBOTOKY, IO CIIPUYUHSETHCS B-0/10KaTOpaMu, TOMY MOXKEe BUHUKATH 3
iHmMUMY npenapaTamiu 1iel rpynu. OTxke, TepKaHIOUIIIH MOXKHa IPU3HAYaTH 3
B-ampeHoOI0KaTOPaMH, ajie Py IIbOMY MoxKe OyTH MOTPiOHe KOPUTYBAHHS [O3H.

HueokcuH

[Ipu opHOYaCHOMY 3acToCyBaHHI 20 MI JIepKaHIOUMIiHY nalieHTaM, Ki OCTiHHO

IPUUMAIOTh B-MeTUNIAUTOKCUH, He OyJI0 BUABIIEHO NOKa3iB (hapMaKOKiHETUYHOI
B3aeMopil. [Ipote crocrepiranocs migeuiesHs C,,, IUTOKCUHY B cepenHboMy Ha 33 %, Tomi gk AUC i
HUPKOBUY KIIipEHC 3HAYHO He 3MiHIOBaIUCh. [1allieHTiB, IKUM OOHOYACHO NMPU3HAaUYEHUN QUTOKCHH,
CJIifl peTenbHillle KOHTPOIIOBATH IOO0 O3HAK iHTOKCHKAIll IUTOKCAHOM.

OdHouacHe 3acmocy8aHHA 3 iIHWUMU AIKAPCbKUMU 3dcobamu

d1yokcemuH



BuBueHHS B3a€EMO[Iii IpK OMHOYACHOMY 3aCTOCYBaHHi 3 (yokceTrHOM (iHribiTopom CYP2D6 i
CYP3A4) y no6poBobIliB BikoM 65 + 7 pokiB (cepemHiit + c. B.) He BUSBUJIO KIiHIYHO 3HAYYIIO] 3MiHK
(hapMakKOKiHETUKY JIePKaHigUIIiHY.

IHumemuoun

OpgHoYacHUM MpUoM HHMeTUANHY y f03i 800 Mr Ha go0y He CIPUYMHSE 3HAUHUX 3MiH KOHLIEHTpaIlil
JIepKaHiguIiHy y IJ1a3Mi KpoBi, ane ciif 0yTu 06epekHUM IIPU 3aCTOCYyBaHHi Oi/IbIll BUCOKUX [03
yepes3 MOXKJIUBICTh 30ibIeHHST Oi0MOCTYIIHOCTI Ta aHTUTiNePTeH3UBHOT0 ePEKTy JIepKaHIOUIIiHY.

CumsacmamuH

Konu nepkanigunid y go3i 20 Mr ogHO4aCHO 3aCcTOCOBYBanu 3 40 Mr cuMBacTaTUHY, TOKa3HUK AUC
JepKaHifuMiHy iCTOTHO He 3MiHIOBaBCS, TOAi K moka3HuK AUC cuMBacTaTuHY 306imbinyBaBcs Ha 56 %
i 1e¥ e TOKa3HUK [JI HOTr0 aKTUBHOTO MeTaboJIiTy B-TiTpoKCUKUCIIOTH - Ha 28 %. ManoiMoBipHO,
II0 TaKi 3MiHM MalOTh KJIiHiYHe 3HauYeHHs. He 04iKyeThCs B3a€EMOil MixK LIMMU IIpernapaTaMy, SKIIO
JIEPKaHIAUIIiH IpUu3HavyaTy 3paHKy, a CUMBACTaTUH - BBeYepi, K BKa3aHO [JIA LbOT0 IIpernapary.

Lliypemuxku, iH2ibimopu aH2iomeH3uHNnepemaopsabHo20 pepmenmy (AI1P)
JlepkaHigumiH MOXKHa 3aCTOCOBYBATH OJHOYACHO 3 fliypeTuKaMu Ta iHribitopamu AIID.
THwi nikapcvki 3acobu, siKi enauearome Ha apmepianbHUll muck

4K i gns BCiX aHTUTIMEPTEeH3UBHUX MIPeIlapaTiB, MOXKJIMBE ITOCUIIEHHS TilTOTEeH3UBHOTO e(PEKTy Ipu
OJHOYACHOMY 3aCTOCYBaHHi JIepKaHiOUIiHY 3 iHIIUMU JIiKapCbKUMHU 3aco0aMH, SKi BIJIMBAIOTh Ha
apTepianbHUM THUCK, TAKUX SK -0JI0KATOPU [JIT CUMIITOMATUYHOTO JIIKyBaHHS 3aXBOPIOBAHb
Ce4O0BOT0 MiXypa, TPUIMKIIIYHI aHTULETIPECaHTH, HEUPOIENTUKY.

HaBnaku, MoXkKe CIIoCTepiraTucsl 3HUKEHHS TIIOTEeH3UBHOTO e(EeKTy IIPA OAHOYaCHOMY 3aCTOCYBaHHI
3 KOPTUKOCTEPOITaMH.

Ocob.1ueocmi 3acmocyeaHHsi.
CuHOpom caabkocmi cuHycoso20 8y3/1d

JlepkaHiguMmiH cyif 3 060epekHICTIO 3aCTOCOBYBATH NallieHTaM i3 CHHOPOMOM CJIa0KOCTi CHHYCOBOTO
By3na (6e3 iMIIaHTOBaHOTO KapAioCTUMYIISITOPA).

LucpyHkuisa n1i8020 WaAYyHOUKA cepyA

Xo4a reMofiiHaMiYHO KOHTPOJIbOBaHI JOCTi?KeHHS He BUSBUIIM NOTIiPIIeHHS IIITYHOYKOBOI QYHKIIiI, 3
00epexkHiCTIO0 IpU3HAYaTy NPU TUCQYHKIII JTiBOTO IMITYHOUKA CEPIA.

TwemiuHa xeopoba cepys

Bymno BUCIOBIEHO IPUMYIIEHHS, 110 AesKi AUTioPOmipuANHN KOPOTKOI [Iii MOXKYTh OyTH IOB’s13aHi 3
IiABUIIEHUM CeplieBO-CYOUHHUM PHU3KWKOM y IallieHTiB 3 illleMiuHOI0 XBOpo0oio cepisi. Xoda
E3AHTAIJI € npenapaToM HOBrOTpUBaol Iil, IPOTe TaKUM XBOPHUM IIpelapar CJIifi 3aCTOCOBYBaTH 3
obepexHicTio. [lesKi qurinponipuauHu PimKo MOXYThH IPU3BOIUTH [0 IIPEeKOopAianbHOro 60110 abo



cTeHoKappmil. [Iy>Ke pigko y mallieHTiB 3 paHillle iCHYI0U0I0 CTEHOKAPIi€l0 MOXKINBe 30i/bIIeHHS
YaCTOTH, TPHUBAIOCTi ab0 TAXKKOCTI IMX HamamiB. MoXyTh Bil3HAYATHCS MTOOIUHOKI BUTIATKU
indapkTy MioKappaa.

ITepumoHeaavHul Oianis

3aCTOCyBaHHA JI€PKaHIAUIIHY 0B’ A3YE€THCA 3 PO3BUTKOM IIOMYTHIHHS IEPUTOHEAIBHOT0 €KCyHaTy y
Nali€HTIB Ha IepUTOHeambHOMY mianizi. [ToMmyTHIHHS 00yMOBIEHO MiABUILEHOI0 KOHIIEHTPAIIi€0
TPUTJILIEPHUAIB B €KCYHaTi OuepeBUHU. X04a MeXaHi3M HeBiOMUY, Liel e(peKT Ma€ TEHIEHIIiI0
3HMKATH HEBOOB3I IIiCJIs BigMiHM NepKaHigumniny. Lleit B3a€M03B 30K CIIif B3STH [0 yBaru 3apjis
YHUKHEHHS BUIIAOKiB, KOJIU IIOMyTHIHHS II€PUTOHEAIbHOT0 eKCyNaTy Moxke OyTH IIOMUTIKOBO
IPUUHATO 3a iH(GEeKUiMHNY TIEPUTOHIT 3 IOAAJIBIIOI HeOTPiOHOI0 rocIiTai3allielo Ta eMIipUYHUM
BBEIEHHSM aHTUOIOTHKIB.

Jlakmosa
Lleit nmikapchbKu# 3acib MiCTUTH TaKTO3Y.

[MTamieHTaM i3 pigKicCHUMM CTagKOBUMHU IpobiieMaMy HEIIepPeHOCUMOCTi rajlakTO3H, 3arajabHoi
JIaKTa3HOI HeJOCTAaTHOCTI abo I'/II0K030-TalaKTO3HOi MayibabcopO1ii He CJIil 3aCTOCOBYBaTH 1el
JiKapChKUH 3acio.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
BaeimHicmb

KriniuHM#I 0OCBiA 3aCTOCYBaHHA JIEPKaHIOUIIIHY y IEepPiof BariTHOCTI BiACYTHIN. [locigyu Ha TBapuHaX
He BUSIBUJIM TEPATOTeHHOT0 ePeKTY, ajie BiH CIlocTepiraBcs Iif Yac 3aCTOCYBaHHS iHIIUX
OUTIIPOMIpUAXHOBUX CIONYK. He peKoMeHI0BaHO 3aCTOCOBYBATH JIEPKAHIIUIIIH Y TePiof BariTHOCTI
a0o0 XiHKaM PempooyKTUBHOIO BiKy, SIKIIIO BOHU He 3aCTOCOBYIOTh €(PEKTUBHY KOHTPALEIMIIi0.

ITepiod 200ys8aHHA 2py0010

TouHO HEBiIOMO, Y¥ TPOHUKAE JEPKaHIiAUIIiH a00 #oro MeTaboMiTH y TPYOHE MOJIOKO, TOMY PU3UK
I IUTHHY He Moxke OyTHu BUKIIoYeHuH. He Crifl 3acTOCOBYBaTH JIepKaHiguUIIiH il Yac rogyBaHHS
TPYLAIO.

PepmuabHicmb

Kniniyni maHi mopo BIOKBY epKaHiAUIIHY Ha (GepTUIbHICTh BigcyTHi. HasBHI maHi mpo 060poTHI
6ioximMiuHi 3MiHU B TOMiBLI CIIEpMAaTO30iMiB, 1110 MOXKYTh BIUIMHYTH Ha MOXKJIMBICTb 3allIiIHEHHS, Y
TallieHTiB, SKi MiKyBanucs 610KaTOpaMHU KaslbllieBUX KaHaJIiB. Y pa3i HOBTOPHOTO HEYCIHIIIHOTO
3alJIigHEHHS in vitro Ta 3a BiACYTHOCTI iHIIUX IOSICHEHD LIOA0 L[LOTO CJIii PO3IJIAHYTU 3aCTOCYBaHHS
6710KaTOPiB KasbllieBUX KaHAJIiB SK MOXKJIUBY IPUYKHY.

30amHicmb enaueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.



BnnuB nepKaHigUIiHY Ha 30AaTHICTh KePYyBaTH TPAHCIOPTHUM 3aco60M abo iHIMMMU MexaHi3MaMu
He3HauyHuU. OmHAK HeoOXigHO BPaX0OBYBATH MOXK/IUBICTh 3allaMOPOYeHHSs, CJIabKOCTi, migBuIeHOol
BTOMJIIOBAHOCTI, PIAKO - COHJIUBOCTI.

Cnoci6 3acmocyeaHHss ma do3u.

PexomeHfoBaHa fio3a cTaHOBUTHL 10 Mr mepopasnbHo 1 pa3 Ha go0y, MpHMalOTh He MeHIIe HixX 3a 15
XBUJIMH IO BXKMBAHHS 1XKi. 3alI€KHO Bifl iHIUBiAyanbHOI peakiii maiieHTa Ha JIiKyBaHHS 103y MOXHa
migBUITUTH 10 20 MT.

[TinOip mo3u Mae OyTU MOCTYIOBUM, OCKiJIbKM MaKCHMMaJibHa aHTUTiIePTEeH3UBHA Oil PO3BUBAETHCS
IiCJIs 2 TUXKHIB JIIKyBaHHS.

[TarmienTaM, apTepianbHUN TUCK SKUX afleKBAaTHO HE KOHTPOIIOETLCS ITPU MOHOTEpPAaIil
AHTUTIEePTeH3UBHUMHU IIperapaTaMu, Moxe OyTH 3aIIPOITOHOBAHO OMATH JIiKapChKHUH 3aci0
E3AHTAJI y cxemu nikyBaHHS 3 b-ampeHo610KaTopaMu (aT€HOJIOMN), OiypeTuKaMu (TigpoxyiopTia3um)
abo iariditopamu AII® (kamTompuit a00 eHaaAIpPHUII).

Ockinbku KpuBa «go3a-edeKT» Ma€ IIaTo B MPOMixKKY 003 20-30 MT, MaJI0iMOBIpHO, 110
eekTUBHICTD Ipenaparty 30iMbIIUTHCS IPYU 3aCTOCYBaHHi BUIIOI HO3H, TOMI SK PU3UK BUHUKHEHHS
mo6iuHNX eheKTiB MOXKe 30i/TbIIUTHUCE.

ITayieHmu AiMHbO20 BiKY

3rigHo 3 maHUMHK (PapMaKOKiHETUYHHUX Ta KIiHIYHUX MOCIiIXKeHb JTikapchkui 3aci6 E3AHTAJI moxkHa
3aCTOCOBYBATH XBOPHM JIITHROTO BiKy 6€3 CIellialbHOro KOPUTyBaHHS NO3H, ajie IOUMHATH JIiKyBaHHS
nalieHTaM JIiTHBOTO BiKy HeOOXiIHO il HarIsigoM JliKaps.

ITauieHmu 3 HUPK0BOW abo NeyviHKo8ow HedocmamHicmio

XBOpUM 3 HUPKOBOIO ab0 Ie4iHKOBOIO HEIOCTATHICTIO JIETKOT'0 Ta CEPEeIHbOT0 CTYIEHS 3aCTOCyBaHHS
npenapaty E3AHTAJI cnig moYyrHATH i HATIAA0M JliKapsi. 3BM4YaliHa peKOMeH0BaHa fo3a 10 mr
IIepeHOCUThCS MalliEHTaMy IIUX HiATPYyT 3a3BKUYali mobpe, mifBuiieHHs 7031 [0 20 Mr moTpedye
00epeKHOCTI.

Y nani€eHTiB 3 NE€4iHKOBOI HELOCTATHICTIO MOXKI/INBE MiIBUINIEHHS aHTUTIIEPTEeH3UBHOTO eEKTY
mpernapary, 110 1oTpeldye KOpeKIil 103Mu.

[TpoTunokasaHe 3aCTOCYBaHHS JIePKaHIAUIIIHY MallieHTaM i3 TIKKO0I0 AUCQPYHKITEIO TIeYiHKN YU
TAKKOI0 JUCHYHKITI€I0 HUPOK (KIipeHC KpeaTuHiHy < 30 MJI/XB), BKII0YalO4U MAI[iEHTIB Ha
remopiamisi.

Cnocib 3acmocysdaHHA

[Tepeqn 3acTocyBaHHSM JliKapchkoro 3aco0y E3AHTAJT HeoOximHO BpaxoByBaTH, IIIO:
- 3aCTOCOBYBAaTH IpemapaTt 6axkKaHOo BpaHIl, He MeHIle HiX 3a 15 XBUJIUH 0O CHiTaHKY;

- ey nikapchKui 3acid He MOXKHA IMPUMMATH 3 TPEeRNGpPyTOM Ta rpeundpyToOBUM COKOM.



Himu.

Beamneka Ta eeKTUBHICTh 3aCTOCYBaHHS JIiIKapChKOTO 3aco0y AiTsiM BikoM fio 18 pokiB He
OOCIIIAKYBAJIACS, faHl 00 3aCTOCYBaHHSA AiTAM BifICyTHI.

Ilepedo3yeanHs.

[IpoTsiroM mepiomy micnsipeecTpalivHOT0 3aCTOCYBaHHS JIEPKaHIAUITIHY MOBIAOMIISIOCS PO AesKi
BUNAOKU nepeno3yBaHHs (Big 30-40 mr mo 800 Mr, y ToMmy uuci crpo0a cyiruny).

Cumnmomu

3a aHAaJIOri€ro 3 IHIMKUMY AUTIOPONipUAVNHAMHY, IIPYU [lepef03yBaHHi JIEPKaHIAUIIIHOM CJIifi O4iKyBaTU
BUHUKHEHHS HaAMipHOI Tepu(pepryHOl Ba30AuIaTalil i 4BHOI apTepiaibHOI TinoTeH3il Ta
pednekTopHOi Taxikapmil. OgHaAK IpH AyKe BUCOKUX [03aX IepudepryHa CeTIeKTUBHICTL MoxKe OyTH
BTPaYeHa, II[0 MOXKe CIPUYMHUTH OpafuKapmiio i HeraTUBHUY iHOTponHuM edekT. Hatmommpeninri
no0iyHi peaktii, TOB’A3aHi 3 Iepef03yBaHHIM, - TilIOTEH3is, 3allaMOPOY€eHHS, TOJIOBHUM Oinb Ta
TIoCHUIeHe CepleOuTTs.

JIiky8aHHA

[Tpu TAXKKil apTepianbHil rinoTeH3ii He0OXigHO BXKUTH 3aX0MiB aKTHBHOI KapAioBaCKyISPHOL
MiATPUMKHU, BKITIOYA04Y¥ YaCTUM MOHITOPUHT CEPIEBOl Ta OuXalbHOI QYHKIIIN, HaflaHHS NallieHTy
TOPHU30HTAIBHOTO MONOXKEHHS 3 IPUMIAHATUMY HUXKHIMY KiHIIBKaMU, KOHTPOJIb PiAWHHU, 110
IIUPKYJIIOE, Ta CEYOBUNYCKAHHSA. 3 OTJIANY Ha ITONOBXKEHY (papMaKoJIOTiyHy Ailo TepKaHiAuminy y pasi
nepeno3yBaHHs € HeOOXiTHUM HATJISA 3@ CTAHOM CEPIIeBO-CYIMHHOI CHCTEeMH TAKUX IMAIliEHTIB
IIOHAMMeHIIe MPOTAToM 24 ronguH. bepy4u mo yBaru BUCOKe 3B’sI3yBaHHS JIepKaHiAuMIiHy 3 Oinkamu,
mianiz Moxe 6yTy HeeheKTUBHUM. [1allieHTH 3 0YiKyBaHOIO ITOMipHOIO ab0 TSAXKKOI0 iHTOKCHUKAIIi€0
MaioTh OyTHU IIifi HaTrJIsAOM B YMOBaX iHTEHCUBHOI Teparii.

ITob6iyHi peakuii.

3rigHo 3 JAaHUMMU KJIIHIYHUX [OCIifIKeHb Ta MiCIsSpeecTpaliiHOro 3aCTOCyBaHHs 1Mo0iuHi peakiril, AKi
3ycTpidanucs HaWdacrTille, - Ije nepudepruydHi HaOPSIKY, TOJIOBHUM 6iflb, IPUIIIUBY, TaXikapmis i
IOCHUJIeHe CepLeOUuTTs.

Y HuxK4ueHaBedeHil TaOnuIli BKa3aHo M0o0iYHi peakiiii, Ipo sIKi MOBigoMIIsIOCS IIif Yyac
KJIIHIYHUX JOCTIIXKEeHb Ta MiCIsSPeeCcTPaliiHOr0 3aCTOCyBaHHS MMpenapaTy y KpalHax CBIiTy Ta
ISt IKUX OyB OOT'PYHTOBaHUM MTPUYMHHO-HACITIIKOBUY 3B’SI30K i3 3aCTOCYBaHHSIM IIpemapary.
[To6iuHi peakiiii HaBemeHO 3rigHO 3 Knacudikaiiero MedDRA Ta 4acTOTOI0 BUHUKHEHHS:
nyxe 4dacto (= 1/10), gacro (= 1/100, < 1/10), HewyacTo (=1/1000, < 1/100), pigko (= 1/10000,

< 1/1000), myxe pigko (< 1/10000), gacToTa HeBimoMa (He MOXKHAa BU3HAYUTHU 3TiTHO
3 HasgBHOIO iH(pOpMalli€er0). Y KoxkHil rpymi BifIoBigHO 10 YaCTOTH BUHMKHEHHS Peakilii 3a3HauyeHo
B IIOPSAZKY 3MEHIIEeHHS 1X CEepHO3HOCTI.



MedDRA L[
Knacudikaiis cucteM [JacTo HeudacTo Pinko acToTa HeBigoMa
Ta OpraHiB
3 60Ky iMyHHOT i i [TinBuieHa i
cucmemu Uy TIUBICTH
3 60Ky Hepesosoi . COHJIUBICTB,
[onoBHUY Oink  [3amaMopodeHHS ; -
cucmemu HEIIPUTOMHICTh
Taxikapmis,
3 boky cepus [TOCUJICHE - CTeHOKapmis -
cepueOuTTs
3 60Ky cyOuH [Tpunnusu [inoTeHsisa - -
. [inepTpodis
Tucnoerncis, Ii pod
. sIcen*,
3 60Ky W.ayHK0BO- HynoTa, 0inib y . .
™ . |brtoBaHHSA, miapes|IOMyTHIHHS
KUWEKO0B020 Mpakmy BEPXHil YaCTUHI
[IepUTOHEaIbHO-TO
PKMBOTA <
eKCynarTy
[TigBUILIEHHS
3 boky ABHIT
.y . PiBHS
2enamobisiapHoi - - - .
TpaHcaMiHas
cucmemu -
CHPOBATKM KPOBi
3 6oky wkipu ma BucumnaHHs,
DOKY WKIp - : BucunaHHs Habpsik*
niOWKipHOi MKAHUHU cBepbOix
3 60Ky cKesiemHo-
M’ A30801 cucmemu .
. - Mianris - -
ma cnoayyHoi
MKAHUHU
3 60Ky ceuoaudinbHoi . o
- [Tomiypis [Tomakiypis -
cucmemu
3a2a1bHI NOPYWeHHA . |AcTeHis,
Lo T MepudepuyHi . .
ma peakuii y micui MigBUIlIeHA binb y rpymsax -
HaOpsIKH .
BBe0eHHA BTOMJTIOBaHICTh

*T1oOiuHi peaxiiil 3i CHOHTaHHUX ITOBIOOMIJIEHb IIifl Yac IiCIsgpeeCcTpaliiftHOr0 3aCTOCYBaHHA Y KpaiHax

CBITY.

JlepKaHIWIIiH He BIJIMBa€ HETaTUBHO Ha PiBEHb I[YKPY B KPOBi Ta PiBEeHb JIiMifIiB y CUPOBATIL KPOBI.

Y nnane60-KOHTPOIEOBAHUX KITIHIYHUX OOCITIIXKEHHIX mepudepudHi HaOPSKKY CTAHOBUIN

% Ha T mpuiioMy nepkaHigumniny y mo3i 10-20 mr ta 0,83 % - npu npuiiomi nnaue6o. LIs yacTora

mocsarana 2 % y 3araibHil TOmynslii JOCTigXKeHHs, BKII0Yal04y JOBrOTPUBAJIi KITiHIUHI

BUIIPOOYBaHHS.

3acTocyBaHHS [eSKUAX OQUTIAPONIPUANHIB MOXKe iHOMI IPHU3BOAUTH [0 IPEKOpHianbHOro 605110 abo
CTEHOKapil, y BUHATKOBUX BUIQMIKAX y MAIli€HTiB 3i CTEHOKapP/i€lo MoxKe 30iMbIINTHICS YaCcTOTa,

TPUBAJCTh a00 TAKKICTh HAIMaMAiB, MOXKYTh Bif3HaYaTUCS i30/IbOBaHi BUMTAAKK iHPapKTy MioKapaa.

Tepmin npudamuocmi.

2 POKH.



YMoBu 30epiranssi.
30epiraTu npu TemneparTypi He Buile 25 °C B OpuTiHaIbHiM yIaKOBII.

36epiraté y HEOOCTYIIHOMY IJIST OiTeH MiCIIi.

YnakoBka.

[To 10 Tabnetok y GiicTepi, o 3 abo 6 GiicTepiB pa3oM 3 iHCTPYKIi€0 OIS MEAUYHOTO 3aCTOCYBaHHS
y Haulli 3 KapTOoHY.

ITo 30 a6o 60 TabneTok y O6aH1i, Mo 1 GaHIi pa30oM 3 iHCTPYKINEO O METUYHOTO 3aCTOCYBaHHS Y
mayvlli 3 KapTOHY.

Kareropis Bigmycky.

3a pelLemnToM.

3asABHHK.

TOB HB® «MIKPOXIM».

Micue3HaxoaKeHHsI 3asiBHHKa.

Ykpaina, 01013, m. Kuis, Byn. Bymiugycrpii, 6ya. 5.

BupoOHHK.

TOB HB® «MIKPOXIM» (BignoBiganbHUM 3a BUIYCK CePil He BKITI0Yal0YU KOHTPOJIL/BUIPOOyBaHHS
cepil).

Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca MicIsi MpoBaIXKeHHS HOTr0 Tis/TbHOCTI.

Ykpaina, 01013, m. Kuis, Byn. Bymiugycrpii, 6ya. 5.

[ToBimomuTH PO HebaXkaHe SIBHUIIE IIPU 3aCTOCYBaHHI JIiIKApChKOTO 3aco00y MoxKHa 3a TejepoHoM 38
(050) 309-83-54 (11imomo060B0).



IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

E3AHTAIJI

(EZANTAL)

Cknao:
ditoua pevosuHa: lercanidipine;

1 TabneTka mictuth 10 Mr a6o 20 Mr nepkaHiguminy rigpoxnopuny (y BUTTISAL TepKaHIAUITiHY
TiApOXJIOpUAY TeMirigpary);

donomidcHi peyoguHU: JIAKTO3a, MOHOTIOPAT; LIe/I0JI03a MIKPOKPUCTAJIiuHa; HaTPio
KpPOCKapMeJio3a; MOBifloH; moiicopbaT; MarHito cTeapart; TilpoMesno3a; MoieTUIeHT TiKOIb
6000 (makporon 6000); Tutany gmiokcup (E 171); Tanek; 3amiza okcup xKoBtuu (E 172).

JIikapcbKa ¢opMma. TabreTky, BKPUTi ITiBKOBOIO 060IOHKOIO.

OcHo8Hi (pi3uKo-XiMiuHi 81aCMUBOCMI: MBOOMYKIIi TabIETKY KPYTII0i (DOPMH JKOBTOT'O KOJILOPY,
BKPUTI ITIBKOBOIO 000JIOHKOIO.

dapMakoTepaneBTHYHA rpyma.

bnokatopu KanbiiieBux KaHaiB. CeIeKTUBHI aHTarOHICTU KaJbllilo 3 IIepeBaXHO0 [Ii€10 Ha CYOUHM.
[ToxigHi purigponipupuny. Jlepkanigunid. Kog ATX C08C Al3.

dPapmakono2iuHi e1acmusocmi.
dapmakoOuHamika.

JlepKaHiguIiH - 1le aHTATOHICT KaJblilo AUTiIpomipuaNHOBOi rpymu. IHribye TpaHCMeMOpaHHMM MOTIK
KaJIbI[il0 BCepPeOUHY KapOiOMiOLMTIB Ta IJIaAKOM S30BUX KIIITHH CyouH. MexaHi3M
QHTUTINEePTEH3UBHOI [il TepKaHIAUIiHy 3yMOBJIEHUN IPSIMUM pelaKCYyOYUM BIIJIMBOM Ha I'JIafleHbKi
M’'g34 CyAUH, 3a PaXyHOK 4Or0 3MEHIIY€EThCS 3arajlbHUN CYOUHHUY ITepudepuyHuil Omip.
He3Baxkarwuy Ha KOPOTKHM IIepiof HaliBBUBEOEHHS 3 Ma3MU KPOBi, TepPKaHIAUIIH YUHUTD
IIPOJIOHTOBaHY aHTUTINEPTEH3UBHY [il0 3a PaXyHOK MOTr0 BUCOKOTO KoedilieHTa MeMOpaHHOTO
PO3MOoAiny. 3aBAsSKY BUCOKIN CyOUHHIYM CEJIeKTUBHOCTI IpenapaT He YNHUTh HeTaTUBHOI iHOTPOIHO1
mii. I'ocTpa apTepianbHa TrinoTeH3is 3 pedIeKTOPHOIO TaXiKap/ielo BUHUKAE PigKO 3aBOIKHU
IIOCTYIIOBOMY PO3BUTKY Ba3ofujaTallil IpU IPUKAOMI JIePKaHIgUIIiHY.



4K i gnd IHIMX acUMeTpUUHUX 1,4-OUriAponipuaNHIB, aHTUTIEPTeH3MBHA aKTUBHICTh
JIePKaHIgUIiHy B OCHOBHOMY 00yMOBJIeHa HOT0 S-eHaHTiOMepoM.

KniniuHa eheKTUBHICTH i 6e3meKa 3aCTOCYBaHHS JiepKaHiguminy y mo3i 10-20 mr 1 pa3 Ha go0y Oynu
BUBYEHI B IOABIHOMY cIlimoMy Iiarie60-KOHTPOIbOBAHOMY KITiHiYHOMY fJociigxkeHHi (v skomy 1200
MAIliEHTiB OTPUMYBAJY JIepKaHigumiH, 603 malieHTr oTpuMyBaju maiebo) Ta B aKTUBHO
KOHTPOIbOBAHUX i B HEKOHTPOIbOBAaHUX JOBrOTPUBAJINX KITIHIYHAX MOCITIMKEHHIX i3 3araibHOI0
KinbKicTio 3676 Mali€eHTiB i3 rinepTeHsi€lo.

o 6inmbIocTi gocmigKeHs Oynu 3alydyeHi MallieHTH 3 eCeHIlialbHOIO TimepTeH3ielo 1erkoro abo
IIOMIpPHOT'0 CTYIEHS TSIKKOCTI (BKJTI0Yal04y Malli€eHTiB JIITHHOTO BiKYy Ta XBOPUX Ha I[yKPOBUH fiiabeT),
SIKi OTpUMYBaJIu JepKaHIguIIiH 9K MOHOTeparniio abo y kombiHarii 3 iHribiTopamu AII®, miypeTukamu
abo B-6rokaTopaMu.

I[TomaTKOBO [0 KITiHIYHUX JOCIiXKeHb, IPOBEIEHUX A/ MiATBEPAXKEHHS TepalleBTUYHUX IT0Ka3aHb,
Iofasblile HEBeJIMKe HEKOHTPOJIbOBaHe, ajle paHIOMi30BaHe NOCIiIKeHHd IIpernaparTy 3a y4acTo
MAIlEHTIB 3 TAKKOIO apTepialbHOIO TiepTeH3i€l0 (CepeqHe + CTaHJapTHE BiIXUIeHHS PiBHS
[iaCTOJIiYHOTr0 apTepianbHOro TUCKY 114,5 + 3,7 MM pT. CT.) IPOAEMOHCTPYBAJI0 HOpMaJti3allito
aprepiansHOro TUCKY ¥ 40 % i3 25 mamieHTiB, ki npuiiManu npemnapat y gosi 20 mr 1 pa3 Ha o0y, Ta
y 56 % i3 25 marienTiB, fKi mpuiiManu nepKaHigumnid y gosi 10 Mr 2 pa3u Ha go0y. Y nogsiiHOMY
CIIiTOMY paHAOMi30BaHOMY IINTalle00-KOHTPOJIbOBAHOMY OOCIIiI2KEHHi y MallieHTiB 3 i3071b0BAaHOI0
CUCTOJIIYHOIO TinepTeH3i€l0 TepKaHiguIiH e()eKTUBHO 3HNUKYBaB CUCTOJIIYHUAY apTepialbHUM THUCK i3
CEepPemHBOTO II0YATKOBOTO 3HaUueHH 172,6 £ 5,6 MM pT. ¢T. 1o 140,2 £ 8,7 MM PT. CT.

imu
KniniuHi mocmigXeHHS y OUTAYiN MOMYy ALl HE TPOBOUIUCS.

dapmakoKiHemuxka.

AGcopbirist

JlepKaHIiAuUIIiH MOBHICTI0O BCMOKTYETHCS IICJI IPUUOMY BHYTPIIIHEO ¥ 4031 10-20 Mr, MakCcuMabHi
KOHIIeHTpallil y mima3mi kposi (C,,,) 3,30 ar/mn = 2,09 c. B. Ta 7,66 ur/mn x 5,90
C. B. BiITIOBigHO peeCTPYOThCS MpubnIu3Ho yepe3 1,5-3 rogunmu.

IBa eHaHTiOMepHU JIepPKaHIAUIIIHY IeMOHCTPYIOTh OAiOHUYM Tpodink piBHIB ¥ m1a3Mi KpoBi: yac
nocsruenHs C, . Takui camui, (C,.,) Ta AUC (rmnoma mig papMakOKiHETUYHOI0 KPUBOIO
«KOHIIEHTpallifg-4yac») B cepeqHboMy y 1,2 pa3a Bullli Ajisg S-eHaHTioMepa, i Iepiof HalliBBUBEIEHHSI
IBOX €HaHTiOMeDiB, 10 CyTi, OqHaKOBUYU. B3aeMonepeTBOPEHHSI €HAHTIOMEDIB in Vivo He BigMidaiocCs.

Bracnigok BUCOKOro MeTabos1i3My IpU IEPBUHHOMY IIPOXOMXKEHHI yepe3 MediHKy aOCOo0THa
6iomoCTYIHICTD JTepPKaHigUIIiHy, 3aCTOCOBAHOTO MMAIliEHTOM ITiC/Is BXKHUBAHHS 1XKi, CTAHOBUTD
npubnu3no 10 %, Xoya BoHA 3MeHIIyBaiacs a0 1/3 1boro 3HaueHHs, SKIIO ITperapaT 3aCTOCOBYBAJIU
300pOBi MOOPOBOJIBIN HaTIIE. SAKINO MpernapaT IPUMMaTH He Mi3Hillle HiXK 4yepe3 2 TOTUHMU IIiCIIs
BXKMBaAHHS AyzKe XKUPHOI 1XKi, 100 6i0f0CTYHICTE 36imbIIyeThCS ¥ 4 pa3u. ToMy JTepKaHifUIIiH CIlif
IPUUMATH [0 BXKUBAHHS 1Xi.

Po3nopin

Po3smnogin i3 nma3mMu KpoBi y TKAHUHYU Ta OPTaHH € MIBUAKUM Ta OOIIMPHUM. CTYIIiHb 3B’ SI3yBaHHS
JepKaHiguminy 3 6inmkaMu cUpoOBaTKX KpoBi nepesuiye 98 %. Ockinbku piBeHb Ginika y myia3Mi KpoBi
3MEHILEeHNH Y Malli€eHTiB i3 TAXKKUMU NOPYIIeHHAMY (QYHKIIiI HUPOK Ta MediHKH, BiTbHa Ppakiisi



Ipernapary Moxe 30i/bITyBaTHCS.

BioTpancdopmariris

JlepKaHiguIiH eKCTeHCHBHO MeTabomi3yeThcs i3odepmernToM CYP3A4, He3miHeHU Tpenapar y cedi
YU KaJli He NPOSIBISEThCS. BiH IepeTBOPIOETHCS ITePeBaXKHO ¥ HeaKTHUBHI MeTa0oJiTi, mpubnu3Ho 50
% TPUUHSTOL JO3U BUBOOUTHCS i3 CEUEIO.

EkcnepumeHTH in vitro 3 MIOOCHKUMU MiKPOCOMaMU IIE€YiHKYU CBi4aTh, 110 JIEPKAHIAUIIIH Aello
npurHiuye CYP3A4 ta CYP2D6 nipu KoHIeHTpanisax BianosigHo v 160 i 40 pa3iB BUIIUX, HiX HOTO
MaKCHMaJlbHi KOHIIEHTPAIlil y IIJ1a3Mi KPOBi, SIKi JoCATAIThCA micis npurioMy po3u 20 mr. Kpim
IIbOTO, NOCIIiI2KEeHHS TiKapChKOl B3aEMOI1 Y I0fell MPOAeMOHCTPYBAJIH, 110 IePKaHIAUIIIH y I1a3Mi
KPOBi He 3MiHIOE pPiBeHb Mifa3onamy, TunoBoro cyocrpaty CYP3A4, a6o MeTOIPosIony, TUIIOBOTO
cyoctpary CYP2D6; TakuM YMHOM, IIPX 3aCTOCYBaHHI JIepKaHIAUIIIHY y TepalleBTUYHUX J03aX He
ouikyeThcs OioTpaHCchopMalii mpemnaparis, 1o MetabonisyioTscss CYP3A4 abo CYP2D6.

BuBeneHHsa

EniMiHalris mpoxomuTh B OCHOBHOMY IIIsixoM GioTpaHcdopMartii. CepenHiit TepMiHanbHUM epiof
HalliBBUBEJeHHS CTaHOBUTEL 8-10 romuH, a TepaneBTUYHA Oid TpUBA€ 24 rOOWHU BHACIIIOK BUCOKOTO
CTyTIeHs 3B’A3yBaHHS JIEPKaHIAUIIHY 3 JinifaMy KIITUHHUX MeMOpaH. [Ipu mTOBTOPHOMY
3aCTOCYBaHHI KyMyJILisl He CIIOCTepiraaach.

JIiHIFHICTL/HeMHINHICTE

[Ipu nmepopabHOMY 3aCTOCYBaHHI JIepKaHIOUIIIHY UOr0 KOHLIEHTpAllis ¥ [IJIa3Mi KPOBi He € IIPIMO
IIPOTIOPIIiHOI0 OO0 MPUMHSATOL N03U (HesiHiliHa KiHeTuka). [licns npuiomy 10 mr, 20 Mr i 40 mr
MaKCHUMaJIbHi KOHIIEHTPAIlil ¥ IIJIa3Mi KPOBi, SIKi criocTepiranucs, Many chiBBigHomeHHS 1:3:8, a
IJIOLIi IMifi KPUBUMH 3aJIe3KHOCTI KOHIIEHTpalil y y1a3Mi KPOBi Biff 4acy Manu ChiBBigHOmeHHS 1:4:18,
110 BKa3y€e Ha IIOCTYIIOBe HaCHYeHHs MeTaboIi3My IIpy ImepuIoMy IpoxXoakeHHi. TakKuM YuHOM,
6iomoCTymHICT NepKaHiguminy 30iNbIIyETHCSA 3 MiABUILIEHHSIM JO3H.

[TomaTkoBa iH(OpMaIlid I0O0 OKPEMUX I'PYII Nalli€HTiB

Byno nokasano, mo (¢hapMaKOoKiHeTHKa JIePKaHIOUIIIHY y Halli€HTiB JIITHBOTO BIiKYy Ta y Ialli€HTIB 3
nuchyHKIIE0 HUPOK abo medyiHKku c1abkoro abo cepeHbOr0 CTYIEHS TSIKKOCTiI cx0Xka Ha Taky, I
CIIOCTEpPIraeThCsl y 3arasbHill IPYIIi MaIlieHTiB. Y XBOPHUX i3 TIKKHAM CTyIeHeM AuChYHKIIii HUPOK abo
y miasnizo3amexKHUX XBOPUX KOHIIEeHTpallil TikapchbKux 3aco6iB Oynu Oinbil BUCOKUMU (mpubau3uo 70
%). YV xBopux i3 cepegHimM ab0 TSKKUM CTyIIeHEM MOPYLUIEHHS QYHKII MeYiHKN CUCTEMHA
OiomocTymHICTE NepKaHiguminy, iMOBipHO, 30iMbIIYETHCS, OCKINTBKY BiH MeTa00I1i3yETHCS TOIOBHUM
YUHOM Y IIeYiHIIi.

KrinigHi xapaKTepHCTHKH.
IToka3zanHus.

EceHnirianmbHa rinmepTeH3is nerkoro abo moMipHOTO CTYTIEHS TSXKKOCTI.



IIpomunoka3aHHs.

[TigBullleHa YyTIUBICTh [0 JIePKaHiguIiHy abo g0 O0yab-IKOT0 KOMIIOHEHTA JTiIKapCchKOTo 3acoly;
- o6CTpyKIIis BUBIZHOTO BifIiny JIiBOTO IITYHOYKA;

- HejiKOBaHa 3acTiilHa ceplieBa HEIOCTATHICTE;

- HecTalbinbHa CTeHOKapMis 4M HellomaBHiM (mpotsiroM 1 Micsns) indapKT MioKapaa;

- TsSXKa [IeYiHKOBa HeMOCTATHICTh;

- TsXKKa HUPKOBA HE[OCTATHICTH (KIipeHC KpeaTuHiny <30 MJI/XB), BK/II0YalO4y IIAIliEHTIB Ha
reMomianisi;

- ogHOYacHe 3acTocyBaHHA 3 iHribitopamu CYP3A4, nMKIOCIIOPUHOM, TperndpyToM Ta
TPEUn@pyTOBUM COKOM.

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

HQOTTIUTIOK(13GHO 00HOYdCHe 3dCMOCYBAHHA

IH2i6imopu CYP3A4

Jlepkanigumnin metabomnisyeTbes min mieto depmenty CYP3A4, Tomy iHTiGiTOpPH Ta iHAYKTOPH I[HOT'O
bepMeHTy, SKi TpuiMaTh OMHOYACHO 3 JIEPKAHIAUITIHOM, MOXKYTh BIIMBATHA Ha MeTaboIi3M Ta
BUBe[IeHHS JiepKaHigumniny. [locmigkeHHs B3a€MOil TepKaHiguminy 3 moTyKHUM iHribiTopom CYP3A4
KETOKOHA30JI0M IIPOIeMOHCTPYBa/IM 3Ha4YHe MiABUIIEHHS PiBHA JepKaHiAUIiHY y m1a3Mi Kposi (15-
KpaTHe migBuiieHHs oka3Huka AUC Ta 8-kpaTHe migsuiienHs C,,, eyToMepa S-IepKaHiguMiny).

Cnig yHUKATH OOHOYACHOTO 3aCTOCYBaHHS NepKaHiguminy 3 inribitopamu CYP3A4 (3 KETOKOHA30JI0M,
iTPaKOHa30JI0M, PUTOHABIPOM, €PUTPOMIIIMHOM, TPOJIEaHOOMIIIMHOM, KIIaPUTPOMIIIUHOM).

LukaocnopuH

[Tpu ogHOYACHOMY 3aCTOCYBaHHI IepKaHiAUIIHY i IUKIOCIIOPUHY MigBUIIYETHCS PiBeHbL 000X
PEUYOBHH Yy 11a3Mi KpoBi. [loCifiKeHHS 3a y4acTiO MOJIOAXX 3J0POBKX JOOPOBOJIBIIB II0Ka3ao, 10
3aCTOCYBaHHS LIUKJIOCIIOPUHY Yepe3 3 TOOUHMU IIiCIs NPUMOMY JIePKaHIqUIIiHY He 3MiHI0BAJIO PiBeHb
TepKaHifuminy y m1a3Mi KpoBi, BogHoYac noka3Huk AUC nukiocnopuHy 36inbiryBaBcs Ha 27 %.
OpHak ogHO4YaCHe 3aCTOCYBaHHS JIEPKaHIOUIIIHY 1 IUKIIOCIIOPUHY IIPU3BOAUTH [0 3-KPaTHOTO
30inbIIIeHHS PiBHA JepKaHiguIiHy y m1a3Mi KpoBi Ta 30inbineHHs nokasHuka AUC IIUKIOCIIOPUHY Ha
21 %.

[I¥KJIOCTIOPUH Ta JIEPKaHIOUIIIH HE CIIiJl 3aCTOCOBYBaTU Pa30M.

I'petlingppym abo 2petinppymosutl cik



4K i gng iHmMuUX OUTigponipuanHiB, MeTaboIi3M IepKaHigUIIiHy YIOBIIbHIOETHCS Tif] BIIJTUBOM COKY
rpeundpyTa 3 MoganbIIuM IiABULIIEHHIM CUCTEMHOI JOCTYIIHOCTI JIePKaHIOUITIIHY Ta HiACUIeHHIM
rinoTeH3uBHOI fii. He cniig mpuitMaTi 0oqHOYACHO JIEePKaHigUIiH Ta rpeindpyT abo rpeindpyToBuit
CiK.

He pexomeH008aHO 00HOYACHE 3ACMOCYBAHHA

Inoykmopu CYP3A4

Heo0xigHo 3 00epekHICTIO 3aCTOCOBYBATH IEPKAHIAUIIH omHOYaCHO 3 iHgyKTOpaMu CYP3A4, TakuMu
K MIPOTUCYNOMHI 3acobu (beHiToiH, heHobapOiTan, KapOaMasernin) Ta pudbaMITiliuHOM Yyepes
MOXKJIMBE 3HUKEHHS aHTUTINEPTEeH3UBHOI il IepKaHiguIiny. Y X BUIagKaX PeKOMeHI0BaHO
YaCTIiUU KOHTPOJIb PiBHSA apTepialbHOTO TUCKY.

AKo201b

Crnip yHMKaTH BXKUBAHHS aJIKOTOJII0 Yepe3 MOXKJINBE OTEHIII0BaHHS Ba30AUIaTALlilHOTO e(PEKTY
AHTUTIEePTEeH3UBHUX JIIKaPChKUX 3aC00iB.

B3aemodii, axi nompebyomb Kopekuii 0o3u

Cybcmpamu CYP3A4

Cnip 6yTy 06epeXHUM IIPU OOHOYACHOMY 3aCTOCYBaHHI JIepKaHIIUMIHY 3 iHIMMME cyOcTpaTaMu
CYP3A4, Takumu 5K TeppeHanuH, acTeMi30J1, aHTHapUTMiyHUMHU npenapaTtamu III knacy, TakuMu 9K
amiofapoH, KBiHIOWH, COTaOI.

Miodasonam

[Tpu omHOYacHOMY 3acTocyBaHHiI 20 MI JIepKaHigumiHy Ta Miga3ojgaMy y J0OPOBOJIBLIB TITHHOTO BiKy
abcopOirist nepKaHiguminy migBuImyBanack (mpubnau3Ho Ha 40 %), a mBUAKiCTb abcopOIril
3HMUXKYBasnacs (t,,, mogoBxKyBanach 3 1,75 go 3 roguH). KoHIleHTpalis Mifa301aMy He 3MiHIOBaIach.

Memonponaon

OpHOYacHe 3aCTOCYBaHHS JEePKaHITUIIIHY 3 METOIIPOJIONIOM - B-6JI0KaTOPOM, SIKUY BUBOOUTHCS
nepeBaxkKHO Yyepe3 MeduiHKy, He 3MiHI0e 0i0g0CTyIHICTh METOIIPOJIONY, aje IPU3BOAUTD [0
3MeHIIeHHSs 0i0g0oCTYHOCTI nepKaHiguminy Ha 50 %. Llel edeKT MOKe BUHHKATU BHACIIIOK
3MEHIIEHHS TeYiHKOBOT'0 KPOBOTOKY, IO CIIPUYUHSETHCS B-0/10KaTOpaMu, TOMY MOXKEe BUHUKATH 3
iHmMUMY npenapaTamiu 1iel rpynu. OTxke, TepKaHIOUIIIH MOXKHa IPU3HAYaTH 3
B-ampeHoOI0KaTOPaMH, ajie Py IIbOMY MoxKe OyTH MOTPiOHe KOPUTYBAHHS [O3H.

HueokcuH

[Ipu opHOYaCHOMY 3acToCyBaHHI 20 MI JIepKaHIOUMIiHY nalieHTaM, Ki OCTiHHO

IPUUMAIOTh B-MeTUNIAUTOKCUH, He OyJI0 BUABIIEHO NOKa3iB (hapMaKOKiHETUYHOI
B3aeMopil. [Ipote crocrepiranocs migeuiesHs C,,, IUTOKCUHY B cepenHboMy Ha 33 %, Tomi gk AUC i
HUPKOBUY KIIipEHC 3HAYHO He 3MiHIOBaIUCh. [1allieHTiB, IKUM OOHOYACHO NMPU3HAaUYEHUN QUTOKCHH,
CJIifl peTenbHillle KOHTPOIIOBATH IOO0 O3HAK iHTOKCHKAIll IUTOKCAHOM.

OdHouacHe 3acmocy8aHHA 3 iIHWUMU AIKAPCbKUMU 3dcobamu

d1yokcemuH



BuBueHHS B3a€EMO[Iii IpK OMHOYACHOMY 3aCTOCYBaHHi 3 (yokceTrHOM (iHribiTopom CYP2D6 i
CYP3A4) y no6poBobIliB BikoM 65 + 7 pokiB (cepemHiit + c. B.) He BUSBUJIO KIiHIYHO 3HAYYIIO] 3MiHK
(hapMakKOKiHETUKY JIePKaHigUIIiHY.

IHumemuoun

OpgHoYacHUM MpUoM HHMeTUANHY y f03i 800 Mr Ha go0y He CIPUYMHSE 3HAUHUX 3MiH KOHLIEHTpaIlil
JIepKaHiguIiHy y IJ1a3Mi KpoBi, ane ciif 0yTu 06epekHUM IIPU 3aCTOCYyBaHHi Oi/IbIll BUCOKUX [03
yepes3 MOXKJIUBICTh 30ibIeHHST Oi0MOCTYIIHOCTI Ta aHTUTiNePTeH3UBHOT0 ePEKTy JIepKaHIOUIIiHY.

CumsacmamuH

Konu nepkanigunid y go3i 20 Mr ogHO4aCHO 3aCcTOCOBYBanu 3 40 Mr cuMBacTaTUHY, TOKa3HUK AUC
JepKaHifuMiHy iCTOTHO He 3MiHIOBaBCS, TOAi K moka3HuK AUC cuMBacTaTuHY 306imbinyBaBcs Ha 56 %
i 1e¥ e TOKa3HUK [JI HOTr0 aKTUBHOTO MeTaboJIiTy B-TiTpoKCUKUCIIOTH - Ha 28 %. ManoiMoBipHO,
II0 TaKi 3MiHM MalOTh KJIiHiYHe 3HauYeHHs. He 04iKyeThCs B3a€EMOil MixK LIMMU IIpernapaTaMy, SKIIO
JIEPKaHIAUIIiH IpUu3HavyaTy 3paHKy, a CUMBACTaTUH - BBeYepi, K BKa3aHO [JIA LbOT0 IIpernapary.

Lliypemuxku, iH2ibimopu aH2iomeH3uHNnepemaopsabHo20 pepmenmy (AI1P)
JlepkaHigumiH MOXKHa 3aCTOCOBYBATH OJHOYACHO 3 fliypeTuKaMu Ta iHribitopamu AIID.
THwi nikapcvki 3acobu, siKi enauearome Ha apmepianbHUll muck

4K i gns BCiX aHTUTIMEPTEeH3UBHUX MIPeIlapaTiB, MOXKJIMBE ITOCUIIEHHS TilTOTEeH3UBHOTO e(PEKTy Ipu
OJHOYACHOMY 3aCTOCYBaHHi JIepKaHiOUIiHY 3 iHIIUMU JIiKapCbKUMHU 3aco0aMH, SKi BIJIMBAIOTh Ha
apTepianbHUM THUCK, TAKUX SK -0JI0KATOPU [JIT CUMIITOMATUYHOTO JIIKyBaHHS 3aXBOPIOBAHb
Ce4O0BOT0 MiXypa, TPUIMKIIIYHI aHTULETIPECaHTH, HEUPOIENTUKY.

HaBnaku, MoXkKe CIIoCTepiraTucsl 3HUKEHHS TIIOTEeH3UBHOTO e(EeKTy IIPA OAHOYaCHOMY 3aCTOCYBaHHI
3 KOPTUKOCTEPOITaMH.

Ocob.1ueocmi 3acmocyeaHHsi.
CuHOpom caabkocmi cuHycoso20 8y3/1d

JlepkaHiguMmiH cyif 3 060epekHICTIO 3aCTOCOBYBATH NallieHTaM i3 CHHOPOMOM CJIa0KOCTi CHHYCOBOTO
By3na (6e3 iMIIaHTOBaHOTO KapAioCTUMYIISITOPA).

LucpyHkuisa n1i8020 WaAYyHOUKA cepyA

Xo4a reMofiiHaMiYHO KOHTPOJIbOBaHI JOCTi?KeHHS He BUSBUIIM NOTIiPIIeHHS IIITYHOYKOBOI QYHKIIiI, 3
00epexkHiCTIO0 IpU3HAYaTy NPU TUCQYHKIII JTiBOTO IMITYHOUKA CEPIA.

TwemiuHa xeopoba cepys

Bymno BUCIOBIEHO IPUMYIIEHHS, 110 AesKi AUTioPOmipuANHN KOPOTKOI [Iii MOXKYTh OyTH IOB’s13aHi 3
IiABUIIEHUM CeplieBO-CYOUHHUM PHU3KWKOM y IallieHTiB 3 illleMiuHOI0 XBOpo0oio cepisi. Xoda
E3AHTAIJI € npenapaToM HOBrOTpUBaol Iil, IPOTe TaKUM XBOPHUM IIpelapar CJIifi 3aCTOCOBYBaTH 3
obepexHicTio. [lesKi qurinponipuauHu PimKo MOXYThH IPU3BOIUTH [0 IIPEeKOopAianbHOro 60110 abo



cTeHoKappmil. [Iy>Ke pigko y mallieHTiB 3 paHillle iCHYI0U0I0 CTEHOKAPIi€l0 MOXKINBe 30i/bIIeHHS
YaCTOTH, TPHUBAIOCTi ab0 TAXKKOCTI IMX HamamiB. MoXyTh Bil3HAYATHCS MTOOIUHOKI BUTIATKU
indapkTy MioKappaa.

ITepumoHeaavHul Oianis

3aCTOCyBaHHA JI€PKaHIAUIIHY 0B’ A3YE€THCA 3 PO3BUTKOM IIOMYTHIHHS IEPUTOHEAIBHOT0 €KCyHaTy y
Nali€HTIB Ha IepUTOHeambHOMY mianizi. [ToMmyTHIHHS 00yMOBIEHO MiABUILEHOI0 KOHIIEHTPAIIi€0
TPUTJILIEPHUAIB B €KCYHaTi OuepeBUHU. X04a MeXaHi3M HeBiOMUY, Liel e(peKT Ma€ TEHIEHIIiI0
3HMKATH HEBOOB3I IIiCJIs BigMiHM NepKaHigumniny. Lleit B3a€M03B 30K CIIif B3STH [0 yBaru 3apjis
YHUKHEHHS BUIIAOKiB, KOJIU IIOMyTHIHHS II€PUTOHEAIbHOT0 eKCyNaTy Moxke OyTH IIOMUTIKOBO
IPUUHATO 3a iH(GEeKUiMHNY TIEPUTOHIT 3 IOAAJIBIIOI HeOTPiOHOI0 rocIiTai3allielo Ta eMIipUYHUM
BBEIEHHSM aHTUOIOTHKIB.

Jlakmosa
Lleit nmikapchbKu# 3acib MiCTUTH TaKTO3Y.

[MTamieHTaM i3 pigKicCHUMM CTagKOBUMHU IpobiieMaMy HEIIepPeHOCUMOCTi rajlakTO3H, 3arajabHoi
JIaKTa3HOI HeJOCTAaTHOCTI abo I'/II0K030-TalaKTO3HOi MayibabcopO1ii He CJIil 3aCTOCOBYBaTH 1el
JiKapChKUH 3acio.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
BaeimHicmb

KriniuHM#I 0OCBiA 3aCTOCYBaHHA JIEPKaHIOUIIIHY y IEepPiof BariTHOCTI BiACYTHIN. [locigyu Ha TBapuHaX
He BUSIBUJIM TEPATOTeHHOT0 ePeKTY, ajie BiH CIlocTepiraBcs Iif Yac 3aCTOCYBaHHS iHIIUX
OUTIIPOMIpUAXHOBUX CIONYK. He peKoMeHI0BaHO 3aCTOCOBYBATH JIEPKAHIIUIIIH Y TePiof BariTHOCTI
a0o0 XiHKaM PempooyKTUBHOIO BiKy, SIKIIIO BOHU He 3aCTOCOBYIOTh €(PEKTUBHY KOHTPALEIMIIi0.

ITepiod 200ys8aHHA 2py0010

TouHO HEBiIOMO, Y¥ TPOHUKAE JEPKaHIiAUIIiH a00 #oro MeTaboMiTH y TPYOHE MOJIOKO, TOMY PU3UK
I IUTHHY He Moxke OyTHu BUKIIoYeHuH. He Crifl 3acTOCOBYBaTH JIepKaHiguUIIiH il Yac rogyBaHHS
TPYLAIO.

PepmuabHicmb

Kniniyni maHi mopo BIOKBY epKaHiAUIIHY Ha (GepTUIbHICTh BigcyTHi. HasBHI maHi mpo 060poTHI
6ioximMiuHi 3MiHU B TOMiBLI CIIEpMAaTO30iMiB, 1110 MOXKYTh BIUIMHYTH Ha MOXKJIMBICTb 3allIiIHEHHS, Y
TallieHTiB, SKi MiKyBanucs 610KaTOpaMHU KaslbllieBUX KaHaJIiB. Y pa3i HOBTOPHOTO HEYCIHIIIHOTO
3alJIigHEHHS in vitro Ta 3a BiACYTHOCTI iHIIUX IOSICHEHD LIOA0 L[LOTO CJIii PO3IJIAHYTU 3aCTOCYBaHHS
6710KaTOPiB KasbllieBUX KaHAJIiB SK MOXKJIUBY IPUYKHY.

30amHicmb enaueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.



BnnuB nepKaHigUIiHY Ha 30AaTHICTh KePYyBaTH TPAHCIOPTHUM 3aco60M abo iHIMMMU MexaHi3MaMu
He3HauyHuU. OmHAK HeoOXigHO BPaX0OBYBATH MOXK/IUBICTh 3allaMOPOYeHHSs, CJIabKOCTi, migBuIeHOol
BTOMJIIOBAHOCTI, PIAKO - COHJIUBOCTI.

Cnoci6 3acmocyeaHHss ma do3u.

PexomeHfoBaHa fio3a cTaHOBUTHL 10 Mr mepopasnbHo 1 pa3 Ha go0y, MpHMalOTh He MeHIIe HixX 3a 15
XBUJIMH IO BXKMBAHHS 1XKi. 3alI€KHO Bifl iHIUBiAyanbHOI peakiii maiieHTa Ha JIiKyBaHHS 103y MOXHa
migBUITUTH 10 20 MT.

[TinOip mo3u Mae OyTU MOCTYIOBUM, OCKiJIbKM MaKCHMMaJibHa aHTUTiIePTEeH3UBHA Oil PO3BUBAETHCS
IiCJIs 2 TUXKHIB JIIKyBaHHS.

[TarmienTaM, apTepianbHUN TUCK SKUX afleKBAaTHO HE KOHTPOIIOETLCS ITPU MOHOTEpPAaIil
AHTUTIEePTeH3UBHUMHU IIperapaTaMu, Moxe OyTH 3aIIPOITOHOBAHO OMATH JIiKapChKHUH 3aci0
E3AHTAJI y cxemu nikyBaHHS 3 b-ampeHo610KaTopaMu (aT€HOJIOMN), OiypeTuKaMu (TigpoxyiopTia3um)
abo iariditopamu AII® (kamTompuit a00 eHaaAIpPHUII).

Ockinbku KpuBa «go3a-edeKT» Ma€ IIaTo B MPOMixKKY 003 20-30 MT, MaJI0iMOBIpHO, 110
eekTUBHICTD Ipenaparty 30iMbIIUTHCS IPYU 3aCTOCYBaHHi BUIIOI HO3H, TOMI SK PU3UK BUHUKHEHHS
mo6iuHNX eheKTiB MOXKe 30i/TbIIUTHUCE.

ITayieHmu AiMHbO20 BiKY

3rigHo 3 maHUMHK (PapMaKOKiHETUYHHUX Ta KIiHIYHUX MOCIiIXKeHb JTikapchkui 3aci6 E3AHTAJI moxkHa
3aCTOCOBYBATH XBOPHM JIITHROTO BiKy 6€3 CIellialbHOro KOPUTyBaHHS NO3H, ajie IOUMHATH JIiKyBaHHS
nalieHTaM JIiTHBOTO BiKy HeOOXiIHO il HarIsigoM JliKaps.

ITauieHmu 3 HUPK0BOW abo NeyviHKo8ow HedocmamHicmio

XBOpUM 3 HUPKOBOIO ab0 Ie4iHKOBOIO HEIOCTATHICTIO JIETKOT'0 Ta CEPEeIHbOT0 CTYIEHS 3aCTOCyBaHHS
npenapaty E3AHTAJI cnig moYyrHATH i HATIAA0M JliKapsi. 3BM4YaliHa peKOMeH0BaHa fo3a 10 mr
IIepeHOCUThCS MalliEHTaMy IIUX HiATPYyT 3a3BKUYali mobpe, mifBuiieHHs 7031 [0 20 Mr moTpedye
00epeKHOCTI.

Y nani€eHTiB 3 NE€4iHKOBOI HELOCTATHICTIO MOXKI/INBE MiIBUINIEHHS aHTUTIIEPTEeH3UBHOTO eEKTY
mpernapary, 110 1oTpeldye KOpeKIil 103Mu.

[TpoTunokasaHe 3aCTOCYBaHHS JIePKaHIAUIIIHY MallieHTaM i3 TIKKO0I0 AUCQPYHKITEIO TIeYiHKN YU
TAKKOI0 JUCHYHKITI€I0 HUPOK (KIipeHC KpeaTuHiHy < 30 MJI/XB), BKII0YalO4U MAI[iEHTIB Ha
remopiamisi.

Cnocib 3acmocysdaHHA

[Tepeqn 3acTocyBaHHSM JliKapchkoro 3aco0y E3AHTAJT HeoOximHO BpaxoByBaTH, IIIO:
- 3aCTOCOBYBAaTH IpemapaTt 6axkKaHOo BpaHIl, He MeHIle HiX 3a 15 XBUJIUH 0O CHiTaHKY;

- ey nikapchKui 3acid He MOXKHA IMPUMMATH 3 TPEeRNGpPyTOM Ta rpeundpyToOBUM COKOM.



Himu.

Beamneka Ta eeKTUBHICTh 3aCTOCYBaHHS JIiIKapChKOTO 3aco0y AiTsiM BikoM fio 18 pokiB He
OOCIIIAKYBAJIACS, faHl 00 3aCTOCYBaHHSA AiTAM BifICyTHI.

Ilepedo3yeanHs.

[IpoTsiroM mepiomy micnsipeecTpalivHOT0 3aCTOCYBaHHS JIEPKaHIAUITIHY MOBIAOMIISIOCS PO AesKi
BUNAOKU nepeno3yBaHHs (Big 30-40 mr mo 800 Mr, y ToMmy uuci crpo0a cyiruny).

Cumnmomu

3a aHAaJIOri€ro 3 IHIMKUMY AUTIOPONipUAVNHAMHY, IIPYU [lepef03yBaHHi JIEPKaHIAUIIIHOM CJIifi O4iKyBaTU
BUHUKHEHHS HaAMipHOI Tepu(pepryHOl Ba30AuIaTalil i 4BHOI apTepiaibHOI TinoTeH3il Ta
pednekTopHOi Taxikapmil. OgHaAK IpH AyKe BUCOKUX [03aX IepudepryHa CeTIeKTUBHICTL MoxKe OyTH
BTPaYeHa, II[0 MOXKe CIPUYMHUTH OpafuKapmiio i HeraTUBHUY iHOTponHuM edekT. Hatmommpeninri
no0iyHi peaktii, TOB’A3aHi 3 Iepef03yBaHHIM, - TilIOTEH3is, 3allaMOPOY€eHHS, TOJIOBHUM Oinb Ta
TIoCHUIeHe CepleOuTTs.

JIiky8aHHA

[Tpu TAXKKil apTepianbHil rinoTeH3ii He0OXigHO BXKUTH 3aX0MiB aKTHBHOI KapAioBaCKyISPHOL
MiATPUMKHU, BKITIOYA04Y¥ YaCTUM MOHITOPUHT CEPIEBOl Ta OuXalbHOI QYHKIIIN, HaflaHHS NallieHTy
TOPHU30HTAIBHOTO MONOXKEHHS 3 IPUMIAHATUMY HUXKHIMY KiHIIBKaMU, KOHTPOJIb PiAWHHU, 110
IIUPKYJIIOE, Ta CEYOBUNYCKAHHSA. 3 OTJIANY Ha ITONOBXKEHY (papMaKoJIOTiyHy Ailo TepKaHiAuminy y pasi
nepeno3yBaHHs € HeOOXiTHUM HATJISA 3@ CTAHOM CEPIIeBO-CYIMHHOI CHCTEeMH TAKUX IMAIliEHTIB
IIOHAMMeHIIe MPOTAToM 24 ronguH. bepy4u mo yBaru BUCOKe 3B’sI3yBaHHS JIepKaHiAuMIiHy 3 Oinkamu,
mianiz Moxe 6yTy HeeheKTUBHUM. [1allieHTH 3 0YiKyBaHOIO ITOMipHOIO ab0 TSAXKKOI0 iHTOKCHUKAIIi€0
MaioTh OyTHU IIifi HaTrJIsAOM B YMOBaX iHTEHCUBHOI Teparii.

ITob6iyHi peakuii.

3rigHo 3 JAaHUMMU KJIIHIYHUX [OCIifIKeHb Ta MiCIsSpeecTpaliiHOro 3aCTOCyBaHHs 1Mo0iuHi peakiril, AKi
3ycTpidanucs HaWdacrTille, - Ije nepudepruydHi HaOPSIKY, TOJIOBHUM 6iflb, IPUIIIUBY, TaXikapmis i
IOCHUJIeHe CepLeOUuTTs.

Y HuxK4ueHaBedeHil TaOnuIli BKa3aHo M0o0iYHi peakiiii, Ipo sIKi MOBigoMIIsIOCS IIif Yyac
KJIIHIYHUX JOCTIIXKEeHb Ta MiCIsSPeeCcTPaliiHOr0 3aCTOCyBaHHS MMpenapaTy y KpalHax CBIiTy Ta
ISt IKUX OyB OOT'PYHTOBaHUM MTPUYMHHO-HACITIIKOBUY 3B’SI30K i3 3aCTOCYBaHHSIM IIpemapary.
[To6iuHi peakiiii HaBemeHO 3rigHO 3 Knacudikaiiero MedDRA Ta 4acTOTOI0 BUHUKHEHHS:
nyxe 4dacto (= 1/10), gacro (= 1/100, < 1/10), HewyacTo (=1/1000, < 1/100), pigko (=

1/10000, < 1/1000), myxe pigko (< 1/10000), yacToTa HeBigoMa (He MOXKHa
BU3HAYUTH 3TiAHO 3 HAagBHOIWO iH(MOpPMaIlli€er0). Y KoxkHi# rpymi BifoBigHO 10 YaCTOTH
BUHUKHEHHS peakilil 3a3Ha4eHO0 B IOPSIAKY 3MEHILIEeHHS 1X CEPHO3HOCTI.



MedDRA L[
Knacudikaiis cucteM [JacTo HeudacTo Pinko acToTa HeBigoMa
Ta OpraHiB
3 60Ky iMyHHOT i i [TinBuieHa i
cucmemu Uy TIUBICTH
3 60Ky Hepesosoi . COHJIUBICTB,
[onoBHUY Oink  [3amaMopodeHHS ; -
cucmemu HEIIPUTOMHICTh
Taxikapmis,
3 boky cepus [TOCUJICHE - CTeHOKapmis -
cepueOuTTs
3 60Ky cyOuH [Tpunnusu [inoTeHsisa - -
. [inepTpodis
Tucnoerncis, Ii pod
. sIcen*,
3 60Ky W.ayHK0BO- HynoTa, 0inib y . .
™ . |brtoBaHHSA, miapes|IOMyTHIHHS
KUWEKO0B020 Mpakmy BEPXHil YaCTUHI
[IepUTOHEaIbHO-TO
PKMBOTA <
eKCynarTy
[TigBUILIEHHS
3 boky ABHIT
.y . PiBHS
2enamobisiapHoi - - - .
TpaHcaMiHas
cucmemu -
CHPOBATKM KPOBi
3 6oky wkipu ma BucumnaHHs,
DOKY WKIp - : BucunaHHs Habpsik*
niOWKipHOi MKAHUHU cBepbOix
3 60Ky cKesiemHo-
M’ A30801 cucmemu .
. - Mianris - -
ma cnoayyHoi
MKAHUHU
3 60Ky ceuoaudinbHoi . o
- [Tomiypis [Tomakiypis -
cucmemu
3a2a1bHI NOPYWeHHA . |AcTeHis,
Lo T MepudepuyHi . .
ma peakuii y micui MigBUIlIeHA binb y rpymsax -
HaOpsIKH .
BBe0eHHA BTOMJTIOBaHICTh

*T1oOiuHi peaxiiil 3i CHOHTaHHUX ITOBIOOMIJIEHb IIifl Yac IiCIsgpeeCcTpaliiftHOr0 3aCTOCYBaHHA Y KpaiHax

CBITY.

JlepKaHIWIIiH He BIJIMBa€ HETaTUBHO Ha PiBEHb I[YKPY B KPOBi Ta PiBEeHb JIiMifIiB y CUPOBATIL KPOBI.

Y nnane60-KOHTPOIEOBAHUX KITIHIYHUX OOCITIIXKEHHIX mepudepudHi HaOPSKKY CTAHOBUIN

% Ha T mpuiioMy nepkaHigumniny y mo3i 10-20 mr ta 0,83 % - npu npuiiomi nnaue6o. LIs yacTora

mocsarana 2 % y 3araibHil TOmynslii JOCTigXKeHHs, BKII0Yal04y JOBrOTPUBAJIi KITiHIUHI

BUIIPOOYBaHHS.

3acTocyBaHHS [eSKUAX OQUTIAPONIPUANHIB MOXKe iHOMI IPHU3BOAUTH [0 IPEKOpHianbHOro 605110 abo
CTEHOKapil, y BUHATKOBUX BUIQMIKAX y MAIli€HTiB 3i CTEHOKapP/i€lo MoxKe 30iMbIINTHICS YaCcTOTa,

TPUBAJCTh a00 TAKKICTh HAIMaMAiB, MOXKYTh Bif3HaYaTUCS i30/IbOBaHi BUMTAAKK iHPapKTy MioKapaa.

Tepmin npudamuocmi.

2 POKH.



YMoBu 30epiranssi.
30epiraTu npu TemneparTypi He Buile 25 °C B OpuTiHaIbHiM yIaKOBII.

36epiraté y HEOOCTYIIHOMY IJIST OiTeH MiCIIi.

YnakoBka.

[To 10 Tabnetok y GiicTepi, o 3 abo 6 GiicTepiB pa3oM 3 iHCTPYKIi€0 OIS MEAUYHOTO 3aCTOCYBaHHS
y Haulli 3 KapTOoHY.

ITo 30 a6o 60 TabneTok y O6aH1i, Mo 1 GaHIi pa30oM 3 iHCTPYKINEO O METUYHOTO 3aCTOCYBaHHS Y
mayvlli 3 KapTOHY.

Kareropis Bigmycky.

3a pelLemnToM.

3asABHHK.

TOB HB® «MIKPOXIM».

Micue3HaxoaKeHHsI 3asiBHHKa.

Ykpaina, 01013, m. Kuis, Byn. Bymiugycrpii, 6ya. 5.

BupoOHHK.

TOB HB® «MIKPOXIM» (BupoOHUYA TiTbHULIS).

Micue3HaxoIKeHHsI BUPOOHHKA Ta aipeca Micls MpoBaIXKeHHs HOro Tis/IbHOCTI.

Ykpaina, 93400, JIlyraucrka o01., M. CeBepOfOHeIbK, By1. [Ipomuciosa, 6ym. 24-B.



