Ckian

Oitova peuosuHa: lercanidipine;

1 TabneTka mictuth 10 Mr a6o 20 Mr sepkaHiguminy rigpoxmopuny (y BUTIsSmOi
JIepKaHIiOUuIIiHYy TigpoxJIopuay reMirigpary);

OONOMIJNCHI peuoB8uHU: JTaKTO3a, MOHOTIApaT; 1eJIi0I03a MiKPOKpUCTalidHa; HaTpilo
KpOCKapMei03a; IOBiJIoH; moicopbaT; MarHilo cTeapart; TilmpoMesio3a;
nonietunedriikonb 6000 (makporon 6000); Tutany miokcup (E 171); Tanbk; 3amisa
okcupn xoBtuii (E 172).

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcHOBHI (pi3uKo-xiMiuHi 81acmuBoCcmi: OIBOOIYKJIi TabIeTKN KPYTJiol GOPMU KOBTOTO
KOJIbOPY, BKPUTI IJIiBKOBOIO 000JIOHKOIO.

®dapMaKoTepalneBTHUYHA Irpyna

BrnokaTopu KanblieBrux KaHasliB. CeleKTUBHI aHTAarOHiCTU KaJibllilo 3 IIepeBaxkHOI0
miero Ha cyauHu. [loxinHi gurigponipuauny. Jlepkanigumid. Kog ATX C08C A13.

®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

JlepKaHIiOUIIiH - 116 aHTaroHiCT KaJbllil0 OIUTiAponipuanHOBOI rpynu. IHTiOye
TpaHCMeMOpaHHUM MOTIK KalbIlil0 BCePeOUHYy KapaioMioIuTiB Ta I'JIagKoM’ I30BUX
KJIiTUH CyOuH. MexaHi3M aHTUTiNepTEeH3UBHOI [il TIepKaHiouniHy 3yMOBIEHUU IPIMUM
pelaKCyl4YuM BIJIMBOM Ha IjIafeHbKi M 31 CyOUH, 3a PaXyHOK 4Or0 3MEHIIYEThCS
3arajbHUY CyOMHHUN nepudepuyunui omnip. He3Baxkaiouum Ha KOPOTKUM IIE€Piof
HalliBBUBEOEHHS 3 IIJIa3MU KPOBI, IepKaHIOUMIiH YMHUTH IPOJIOHTOBaHY
aHTUTITIEPTEH3UBHY [il0 3a PaXyHOK MOT'0 BUCOKOTO KoedillieHTa MeMOPaHHOT O
po3nofiny. 3aBASAKKW BUCOKIM CyOWHHIN CEJIEKTUBHOCTI IIpenapaT He YUHUTH
HeraTHWBHOI iHOTpOMHOI Oil. 'ocTpa apTepianbHa rimoTeH3sis 3 pedrieKTopHOo
TaxXiKaphi€eio BUHMKAE PiIKO 3aBOsSKM ITIOCTYIIOBOMY PO3BUTKY Ba3oAusaTallil Ipu
[IPUUOMIi JIEpKaHIOUIIIHY.

4K 1 og iHIMUX acCUMeTpUYHUX 1,4-OUrifgponipuauHiB, aHTUrinepTeH3UWBHA aKTUBHICTh
JIEPKAHIANTiHY B OCHOBHOMY 00yMOBJIeHa MOT0 S-eHaHTiOMEpPOM.



Kniniuna epekTuBHICTS i 6e3eKa 3aCTOCyBaHHS IepKaHiguiriny y go3i 10-20 mr 1 pa3s
Ha moOy Oynu BUBYEHi B ITIOABIMHOMY CIIilToMy I1J1a11e00-KOHTPOIbOBAHOMY KITiIHiYHOMY
pocaigxkeHHi (y skomy 1200 maiieHTiB OTpuMYyBaiu JiepKaHigumnida, 603 namieaTu
OTpUMYyBasu MJjaiedo) Ta B aKTUBHO KOHTPOJILOBAHUX i B HEKOHTPOJIbOBAHUX
OOBrOTPHUBAIUX KIIHIYHUX OOCIIAXKEHHIX i3 3arajabHOI0 KiIbKiCTI0O 3676 IaIli€HTIB i3
rinepreHsi€ro.

ITo 6inbirocTi mocmigkeHb OyIu 3aly4deHi MallieHTU 3 eCeHIliaIbHOIO TillepTeH3ie1o
JIETKOT0 ab0 IOMIpHOT'O CTyIIEeHS TSAXKKOCTI (BKJII04Yal04yM IalliEHTIB JIiTHLOTO BiKy Ta
XBOPHUX Ha LYKPOBUH miabeT), IKi oTpuMyBaIu JepKaHIOUIIiH IK MOHOTepaItio abo y
KoMOiHartril 3 iHribiTopamu AII®, miypeTukamu abo B-6710KaTOpaMu.

ITomaTKOBO OO KIiHIYHUX OOCIIiIXKEeHb, ITPOBEIeHUX [JIS MiATBEPOKEHHSI
TepaleBTUYHUX IOKa3aHb, II0JaJIbIlle HEeBEJINKE HEKOHTPOJIbOBaHeE, aje
paHIOoOMi30BaHe OOCIIXKEeHHS IIpelapaTy 3a y4acTIO HalliEHTIiB 3 TSIKKOI0
apTepiarbHOIO TinepTeH3i€ (cepegHe = CTaHOapTHE BiOXMIIEHHS PiBHS OiaCTOIIYHOTO
apTepianbHOro Tucky 114,5 + 3,7 MM pT. CT.) IPOAEMOHCTPYBaJIO HOpMaIi3alliio
apTepianbHOro TUCKY y 40 % i3 25 mamieHTiB, sKi npurMany npemnapat y 0o3i 20 mr 1
pa3 Ha moby, Ta y 56 % i3 25 mallieHTiB, siKi npuiiManyu nepKaHigumid y mo3i 10 mr 2
pa3u Ha moOy. Y moaBitHOMY CITiIOMY paHO0Mi30BaHOMY I1/1ae00-KOHTPOJILOBAHOMY
OOCJIIA?KEeHH] y Ialli€eHTIiB 3 130/IbOBAHOIO CUCTOJIIYHOIO TillepPTEeH31€10 JIepKaHIOUIIIH
e(peKTHBHO 3HNZKYBaB CUCTOJIIYHUHN apTepialbHUU TUCK i3 CepegHbOr0 MOYaTKOBOI'O
3HayeHHs 172,6 £ 5,6 mM prt. cT. go 140,2 = 8,7 MM PT. CT.

IHimu
KnixiuHi gocnigKeHHS y DUTSAYIA DOMYIsilil He IPOBOOUINUCS.

dapmaKoKiHemuKa.

AGcopbiris

JlepKaHIOUIIIH TOBHICTIO BCMOKTYETHCA MIiCJIA IPUUOMY BHYTPIMIHLO ¥ 1031 10-20 mr,
MaKCHMallbHi KOHIIEHTpallil ¥ IjIa3Mi KpoBi (Cmax) 3,30 uar/mn + 2,09 c. B. Ta 7,66
Hr/M = 5,90 c. B. BIiIOBIAHO PeECTPYIOThCS MPUOIN3HO Yepe3 1,5-3 roguHU.

IlBa eHaHTiOMepHU JIePKaHIAUIIIHY AeMOHCTPYIOTh IOAiOHUM Mpodinb PiBHIB y mna3mi
KPOBi: YacC JOCATHEHHS Cmax TaKUM CaMUH, (Cmax) Ta AUC (momia ming
(bapmMakOKiHETMYHOIO KPUBOIO «KOHIIEHTpAIlis-4yac») B cepegHboMy y 1,2 pa3a BuIIi
OJIs1 S-eHaHTioMepa, i mepiof HalliBBUBEOEHHS OJBOX €HaHTiOMepiB, IO CyTi, OMHAKOBUMH.
B3aemoriepeTBOpeHHS €eHaHTIiOMEPIB in Vivo He BiaMidaocCh.

Bracnigok BuCOKOro Metaboi1i3aMy Ipy MEePBUHHOMY IIPOXOAXKEHHI dyepe3 MeYiHKY
a6comroTHa 0i0OOCTYITHICTh TePKaHIAUITIHY, 3aCTOCOBAHOT0 MAIliEHTOM MiCIIs



BXXUBaAHHS 1XKi, cTaHOBUTHL npubnu3no 10 %, Xxoya BoHa 3MeHIyBajacsa 0o 1/3 uporo
3HAYEeHHS, SIKII0 IIpenapaT 3aCTOCOBYBAaIU 3MO0POBi JOOPOBOIIBII HATIIE. AKIIO
npenapaT IpuMaTH He IIi3Hillle HiXK dyepe3 2 TOOWHMU ITiCJISI BXKUBAHHS OyzKe KHUPHO1L
1XKi, oro 6iogOCTYyIHICTh 30iNMbIIYETHCSA V 4 pa3u. ToMy JIepKaHiOuMIiH Caig mpuiiMaTH
OO0 BXKUBaAHHS 1XKi.

Poznonin

Po3nopin i3 mma3mMu KpoBi Yy TKAHUHU Ta OPTaHU € IIBUAKUM Ta OOmupHUM. CTYyIiHb
3B’sI3yBaHHS JIepKaHIAUIIiHy 3 OiTKaMu CUPOBATKU KPOBi nepeBumiye 98 %. OckKinbku
piBeHb OinKa y mja3Mi KpOBi 3MEHIIIeHUN V MAIliEHTIB i3 TAXKKUMU ITOPYIIEHHSIMU
(yHKIIIl HUPOK Ta MediHKHU, BilbHa (Qpakilis mpernapaTy MoxKe 30i/TbITyBaTHUCH.

BioTrpancdopmailris

JlepKaHiouIiH eKCTEHCUBHO MeTabomi3yeTbest isodhepmernTom CYP3A4, He3aMiHeHUM
Ipernapar y cedi 4yu KaJjii He IPOsBIAETLCA. BiH IepeTBOPIOETHCA IIepeBaxKHO Y
HeaKTUuBHi MeTaboitu, npubnu3no 50 % MpuiHSTOI 03U BUBOOUTHCS i3 ceuero.

ExkcriepuMeHTH in Vitro 3 mOOCBKMMM MIKPOCOMaMU Me4YiHKU CBig4aTh, 1110
nepkaHigunin gemo npurHiyvye CYP3A4 ta CYP2D6 nipu KOHIIEHTpAalligX BiAMIOBIOHO ¥
160 i 40 pa3siB BuIIUX, HiZK 10T0 MaKCHMaJIbHiI KOHIIEHTpAallil y IJ1a3Mi KpOBi, SKi
HocsararThCs micisg npuiiomy go3u 20 mr. KpiM 11s0ro, OOCIigKeHHS TiKapChKOol
B3a€eMOil y Ioaei IpogeMOHCTPYBaIH, 110 JepKaHIiguIIiH y n1a3Mi KpoBi He 3MiHIOE
piBeHb Mima3omnamy, TumnoBoro cyocrtpaty CYP3A4, abo MeTOnposiony, TUIIOBOTO
cyoctpaty CYP2D6; TakuM YMHOM, IPU 3aCTOCYBaHHI JIEpKaHIOUMIIHY y
TepaneBTUYHUX [J03aX He 04YiKyeTbCcsa OioTpaHCcdopMallil mpemnaparis, 110
MeTabomnizyoTbcss CYP3A4 a6o CYP2DG6.

BusegenHga

Enimizallisga mpoxoauTh B OCHOBHOMY IIIsixoM OioTpaHcdopmMmariii. CepenHiit
TePMiHaIbHUM II€Pion HalliBBUBEOEHHs CTaHOBUTh 8-10 roguH, a TepareBTUYHA [Oisd
TpuBa€ 24 TOOWHU BHACIIIOOK BUCOKOI'0O CTYIIE€Hs 3B A3yBaHHS JIEPKaHIOUIIIHY 3
JTimigaMu KJIiTUHHUX MeMOpaH. [Ipu mOBTOPHOMY 3aCTOCyBaHHI KyMYyJISLis He
CIIOCTepirasnachs.

JIiHiNiHICTh/HEeIIHIUHICTD

[Ipu nnepopasibHOMY 3aCTOCYBaHHI JIEPKaHIOUIIIHY MOT0 KOHIIEHTpAaLlisd y mj1a3Mi KpoBi
He € IPSIMO ITPOIIOPIIiNHOIO A0 IPUUHSTOI Mo3u (HeniHiliHa KiHeTuKa). [Ticns npuiiomy
10 mr, 20 mr i 40 Mr MakcuMaJIbHiI KOHIIEHTPAllil y IJ1a3Mi KpPOBi, SKi CIiocTepiranucs,
MaJiu cliBBigHOmeHHs 1:3:8, a mioli nig KpUBUMH 3aJIe?KHOCTI KOHIIEHTpallil y
I1J1a3Mi KpOBI Bifl yacy Masu coiBBigHOIIeHHs 1:4:18, 110 BKa3dye Ha IOCTYIIOBE



Hacu4eHHS MeTaboJ1i3aMy IIpHU IepLIIoMy ITPOXOaXKeHHi. TakKuM 4YuHOM, 6i0IOCTYITHICTh
JIEPKAHIAUMIiHY 30iTbITyETHCS 3 MiABUINEHHSIM T03U.

IJopmaTkoBa iHdopMallisg I110g0 OKPeMHUX I'PVII MAIliEHTIB

Bymno noka3zaHo, 110 (papMakKOKiHETHMKA JIEPKaHIOUIIIHY Y MAlli€HTIB JIiTHBOTO BiKy Ta y
namieHTiB 3 UCHYHKIIIEI0 HUPOK a0 nediHKu c1abKoro abo cepegHbOro CTyIeHs
TAXKKOCT1 CX0OzKa Ha TakKy, 10 CIOCTEPIraeThCs y 3arajbHii rpyli namieHTiB. Y XBOpUX
i3 TAXKKUM cTyneHeM AuCcGYHKIIII HUPOK abo y fianizo3anekHUX XBOPUX KOHIIeHTpallil
JIiKapchbKuX 3aco0iB O0ynu Oinbir Bucokumu (mpubnusuo 70 %). YV xBopux i3 cepenHim
ab0 TIXKKUM CTyIeHeM MOPYIIeHHs PyHKIil me4iHKu cucTeMHa 0i0g0CTyIHICTh
JIepKaHiguMIiHy, iMOBipHO, 30iNbIITYETHCS, OCKIJIbLKY BiH MeTab0/i3yETHCSA TOJIOBHUM
YYHOM Yy IIeYiHIIi.

IToxka3zanHus
EceHilianbHa rinepTeH3ia 1erkoro abo IIoMipHOTO CTYIEeHs TSIKKOCTI.
IIporunoka3aHHs

e TlimBUIllEeHa YYTIMUBICTH OO JepKaHiguniny abo o 6yab-aKOT0 KOMIIOHEHTa
JIIKapChbKOT0 3aco0y;

e OOCTPYKIIisI BUBIIHOTO Bigminy JIiBOTO IIIJTyHOYKA;

e HeJIiKOBaHa 3acCTiliHa ceplieBa HeJOCTATHICTh;

e HecTabiTbHA CTEHOKAPMisa YU HeIllomaBHiM (mpoTsaroMm 1 micsiis) iHpapKT
MiOoKapmaa;

e TSIJKKa II€4YiHKOBA HEJOCTATHICTh;

e TS2KKa HUPKOBA HEOCTATHICTh (KiTipeHC KpeaTuHiHy <30 MJI/XB), BKIIIOUAl04YN
IAIlEHTIB Ha reMogiami3i;

e OJHOYACHe 3acTocyBaHHA 3 iHribiTopamu CYP3A4, IMKIOCIOPHUHOM,
rpeundpyToM Ta rpeundpyToBUM COKOM.

B3aemoaisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMu

ITpomunoka3aHo 00HOYACHE 3dCMOCYBAHH

IHeibimopu CYP3A4

JlepkaHigunin Metabomni3yeThces min gieo pepmenty CYP3A4, Tomy iHribiTOpHU Ta
IHOYKTOPY LILOTO EepPMEHTYy, SIKi MPUNUMAalOTh OOHOYACHO 3 JIEPKAHIANUIIIHOM, MOXKYTh
BIIJIUBATU Ha MeTaboJ1i3M Ta BUBEEeHHS JiIepKaHiguminy. [JocigkeHHs B3aeMoii
JIEPKaHIaAuMIiHy 3 MoTyKHUM iHridiTopoM CYP3A4 KeTOKOHA30JI0M ITPOAEMOHCTPYBaIU
3Ha4YHe MiABUIIEHHS PiBHA JI€PKaHIOUIIIHY y I1a3Mi KpoBi (15-KpaTHe HigBUILlEHHS



noka3HukKa AUC Ta 8-KpaTHe IIiABUIIEHHS Cmax eyToMepa S-IepKaHiguIIiHy).

Crnim yHMKaTH OOHOYACHOTO 3aCTOCYBaHHSA JiepKaHiguminy 3 iuriditopamu CYP3A4 (3
KEeTOKOHAa30JI0M, iTpaKOHa30JI0M, PUTOHaBIpOM, EPUTPOMILIMHOM, TPOJIEaHAOMIILIMHOM,
KJIAPUTPOMIIITUHOM).

IMukaocnopuH

[Tpu omgHOYAaCHOMY 3aCTOCYBaHHI JTePKaHIOUITIHY i IIMKJIOCIIOPUHY ITiABUITYETHCS
piBeHb 000X PEYOBUH Yy IJ1a3Mi KPoBi. [locigKeHHs 3a Y4acTi0 MOJIOOUX 3[IOPOBUX
noOpOBOJIBIIIB ITOKA3aso, 1110 3aCTOCYBaHHS LIMKJIOCIIOPUHY Yepe3 3 TOOUHU Mics
NPUKMOMY JIEPKaHIAUNiIHYy He 3MiHIOBAJIO PiBeHb JIEPKAHIOUIIIHY y IJ1a3Mi KPOBI,
BomHoYac nmoka3HukK AUC nukiocnopuny 30inbiiryBaBcsa Ha 27 %. OgHak ogHOYacHe
3aCTOCyBaHHS JIEPKaHIOUTIHY i IUKIOCIIOPUHY IIPU3BOOUTH A0 3-KPaTHOTO
30inbIlIeHHS PiBHSA JIepKaHIgUIIiHY y IIa3Mi KpoBi Ta 30inbiieHHs nmokasuuka AUC
LUKJIOCIIOpuHY Ha 21 %.

LIuknocnopuH Ta JIEpKaHIAUIIIH He CJIi 3aCTOCOBYBAaTU pa3oM.
I'petingppym abo 2epetinppymosuti cik

AK i g iHmuX gUTigpomnipuanHiB, MeTabo0Ti3M TepKaHigUITiHy YIIOBiIbHIOETHCS ITif
BILIMBOM COKY rpeundpyTa 3 HoJasbIIiM ITigBUIIEHHSIM CUCTEMHOI JOCTYITHOCTI
JIepKaHiOUuIIiHYy Ta IIiJgCUIeHHIM TilloTeH3uBHOI Ail. He ciig mpuiiMaTy 0gHOYaCHO
JIepKaHiaumiH Ta rpeindpyTt abo rpeundpyToBUil Cik.

He pekomeHO08aHO 00HOYACHE 3aCMOCYB8AHHS

Inoykmopu CYP3A4

Heo0xigHO 3 00€peXHiCTIO 3aCTOCOBYBATH JIE€PKAHIAUIIIH OMHOYACHO 3 iHAyKTOpaMu
CYP3A4, TakuMHM SIK IPOTUCYHOOMHi 3acobu (¢eHiToiH, heHoOapbiTasn, kapbamMasermin)
Ta pupaMIIiITHOM Yepe3 MOXKJINBE 3HUIKEHHS aHTUTINEePTEeH3UBHOI Ail JIEPKaHIAUIIHY.
Y unux BUNagKax peKOMEHOOBaHO YacCTIlIUi KOHTPOJIb PiBHS apTepiaJbHOr0 THUCKY.

AK0201b

Crninm yHUKaTU BXKUBAHHS aJIKOT'OJII0 Yepe3 MOXKJIMBE IIOTEHIIiII0OBaHH S
Ba3oauIaTalliiHOTO e(PeKTy aHTUTITIEPTEH3UBHUX JIIKapChKUX 3aco0iB.

B3saemo0ii, ski nompebyromb Kopekuii 0o3u

Cybcmpamu CYP3A4

Cnig 6yTu 00epeXKHUM IIPU OOHOYACHOMY 3aCTOCyBaHHi JIepKaHiAuNOiHY 3 iHIIUMHT
cyoctpatamu CYP3A4, TakuMu K TepdpeHaguH, acCTeMi30JI, aHTUaPUTMiYHUMU



npenapatamu III kjiacy, TakKMMU K aMiogapoH, KBiHIIWH, COTaJIOIN.
Midazonam

[Tpu ogHOYaCHOMY 3acToCyBaHHi 20 MT JTepKaHiguniHy Ta Mima3onamMy y moOPOBOJIBIIIB
JIITHBOTO BiKy aOcopOilis TepKaHiguIliHy migBuityBanach (mpubnusuo Ha 40 %), a
IIBUOKICTH abCcopOIIil 3HUKYyBalach (tmax nomoBxXKyBasnachk 3 1,75 o 3 rogus).
KoHueHTpanisa Miga3onaMy He 3MiHIOBaAjack.

Memonpoaon

OnmHOYacHe 3aCTOCYBaHHS JIEPKAHIOAUTIiIHY 3 METOIIPOJIOJIOM - B-0JI0KATOPOM, STKUM
BHBOOUTHLCS ITepeBakKHO Yepe3 MediHKy, He 3MiHI0€ 0ioJOCTYIIHICThF METOIIPOJIONY, ajle
MMPU3BOOUTH OO 3MEHIIIEeHHS 0i0gOCTYITHOCTI NepKaHiguminy Ha 50 %. Lle#t epekT Moxke
BHHMKATH BHACJIJOK 3MEHIIIEHHS Me4YiHKOBOTO KPOBOTOKY, 110 CIPUYNHSAETHCS B-
0JI0KaTOpaMH, TOMY MOXKe BUHUKATH 3 iHIIIUMHU OperapaTtaMu i€l rpynu. OTxe,
JIEPKaHIOUIiH MOXHa ITpu3HavyaTu 3 B-agpeHo0IoKaTopaMHu, ajie IIPpu IIbOMY MOXKe
OyTu nmoTpibHEe KOPUT'yBaHHS [O3U.

JIu20KCcuH

ITpu ogHOYacHOMY 3acToCcyBaHHI 20 MTI' TepKaHIOUITIHY TallieHTaM, sIKi IOCTIMHO
MIPUUMAaIOTh B-METUIOUTOKCUH, He OyJI0 BUSIBIIEHO MOKa3iB (hapMaKOKiHETUYHOI
B3aeMmofil. [IpoTe crocTepiranocs MmigBUIEHHS Cmax OUTOKCUHY B cepegHbOMYy Ha 33
%, Tomai sk AUC i HUPKOBUH KJIIPEHC 3HAaYHO He 3MiHIOBAJIXCh. [IallieHTiB, SKUM
OOHOYACHO NpuU3HaYeHUHN OUTOKCHUH, CJIiO peTeJibHillle KOHTPOJIIOBATHU 100 O3HaK
iHTOKCHUKAIIil TUTOKCHUHOM.

O0HoYyacHe 3acmocy8dHHA 3 IHWUMU AiKapcbKuMUu 3acobamu

dayokcemuH

BuB4eHHs B3aEMO[Iii TpU OOHOYACHOMY 3aCTOCYyBaHHi 3 ¢yyokceTuHoM (iHribiTopom
CYP2D6 i CYP3A4) y noOpOBOJIBIIiB BikoM 65 * 7 poKiB (cepenHii + C. B.) He BUSIBUIIO
KJIiHIYHO 3HA4yIlI0l 3MiHM (papMaKOKiHETUKY JIEpKaHiOUMIiHYy.

IHumemuouH

OpHOYacHUU NpurioM muMeTuauHy y 003i 800 Mr Ha fo0y He CIIPUYUHSIE 3HaYHUX
3MiH KOHIIEHTpallii TepKaHiguIiHy y nia3mi KpoBi, ajne ciig 6yTu o6epexkHuM Ipu
3aCTOCYBaHHi OiTbIIT BUCOKUX 103 Yepe3 MOKJIUBICTh 30inbIlleHHsT 6i0MOCTYIHOCTI Ta
QHTUTINIEPTEH3UBHOT0 e(eKTy JIepKaHIgUuIiHy.

CumsacmamuH



Konu nepkanigunin y no3i 20 Mr ogHO4YacHO 3acTocoByBaiu 3 40 M cuMBacCTaTUHY,
noka3HukK AUC jlepkKaHIgUNIIHY ICTOTHO He 3MIHIOBaBCs, TOAL K mokKa3Huk AUC
cuMBacCTaTUHY 30iibITyBaBcsa Ha 56 % i 11eil Ke IMOKa3HUK AJIA M0Tr0 aKTUBHOTO
MeTabomiTy B-TifPOKCUKUCIIOTH - Ha 28 %. MamoiMoBipHO, 110 TaKi 3MiHM MalOTh
KJIiHiYHe 3Ha4YeHHs. He o4iKyeThCsd B3a€EMOil MiK IIMMHU IpelapaTaMiu, SKIII0
JIepKaHIOWIIiH IpH3HadYaTU 3paHKy, a CUMBacTaTUH - BBeYepi, 1K BKa3aHO [Jis LIbOT0
mnpemnapary.

Iiypemuku, iH2ibimopu aHziomeH3uHnepemaeop8aibHo20 pepmeHmy (AIIP)

JlepKaHIiguIiH MOXKHa 3aCTOCOBYBAaTHU OJHOYACHO 3 [IiypeTUKaMHu Ta iHTibiTopamMu
ATI®.

THwi nikapcvki 3acobu, sKi enausaroms Ha apmepiaibHull Muck

AK 1 grs BCiX aHTUTINIEPTEH3UBHUX IIpellapaTiB, MOXKJIUBE IMIOCUJIEHHS TIIIOTEH3UBHOI'O
e(eKkTy Ipu OJHOYAaCHOMY 3aCTOCyBaHHI JIEPKaHIOUIIIHY 3 IHIIUMU JIIKapChbKUMU
3acobamu, SKi BIIJIMBAIOTh Ha apTepialbHUM TUCK, TAKUX SIK A-0JIOKATOPH I
CHUMIITOMaTUYHOI'O JIIKyBaHHS 3aXBOPIOBaHb CE€YOBOI'0 MiXypa, TPULIMKIIIYHI
aHTHUOENIPECAHTH, HEUPOJIEIITUKHA.

HaBrniaku, Mo2Ke CIIOCTepiraTucs 3HUKEHHS TIIOTEH3UBHOTO e(PEKTY IIpU
OOHOYACHOMY 3aCTOCYBaHHI 3 KOPTUKOCTEPOldaMHu.

Oc006/1MBOCTi 11100 3aCTOCYBaHHSI

CuHOpom caabkocmi CuHyCco8020 8y3/1a

JlepkaHiguMiH ciif 3 00epeKHICTI0O 3aCTOCOBYBATU HalliEHTaM i3 CHHOIPOMOM
cnabKOCTi CHHYCOBOTO By3ia (6e3 iMIIJTaHTOBAaHOT'O KapaioCTUMYJIsITOPA).

HucpyHKuia nieo20 wWAYHOUYKA cepus

Xoya reMoO¥HaMIYHO KOHTPOJIbOBaHI OOCHIAXKEHHS He BUSIBUJIN IIOTIPIIEeHHA
IIJTYHOYKOBO1 (DYHKIIil, 3 00epeKHICTIO IpU3HavaTy IIpu AUCHYHKIIII TiBOTO HIJIyHOYKa
cepis.

TwemiuHa xeopoba cepus

Byno BUCIOBIEHO IPUNYLIEHHS, IO OeSKi OUTiApOnipuaANHYA KOPOTKOI Ail MOXKYTh
OyTHu IMOB’sI3aHi 3 IMiIBUIIEHUM CEPIIeBO-CYIMHHUM PHU3UKOM Y IAIliEHTIB 3 illlIeMidyHOI0
xBopo6oio cepisi. Xoua E3AHTAJI € mpenapaToM OOBroTPUBaIol [il, IpoTe TaKUM
XBOPHUM ITpelapaT CJIiJl 3aCTOCOBYBaTU 3 00epekKHicTI0. [lesdKi JUTIIpOIipUANHYT PigKO
MOXKYTh IPHU3BOOUTH A0 IIpeKopaianbHOro 60110 abo cTreHoKaphil. [lyxKe pigkKo y
MalieHTiB 3 paHille iCHYI0Y0I0 CTeHOKaPAi€l0 MOXKIIMBE 30i/IbIIIEHHS YaCTOTH,



TPUBAJIOCTi @00 TSAXKKOCTI ITUX HaMaaiB. MoXKYyTh Bifl3HAYATHUCS IIOOOWHOKI BUIIAIKU
iHpapKTy MioKapaa.

ITepumoHeaavHuli 0ianis

3acToCcyBaHHS JIEPKaAHIAUIIIHY II0B A3YETHCS 3 PO3BUTKOM IIOMYTHIHHSA
IIepUTOHEAaJIbHOI'O eKCyAaTy Yy Ialli€HTiB Ha IIepUTOHeaJIbHOMY Aiasi3i. I[loMyTHIHHS
00yMOBJIEHO MiIBUIIEHOIO0 KOHIIEHTPAIII€I0 TPUTIIILIEPUAIB B €KCyIaTi OuepeBUHU. Xo4da
MexXaHi3M HeBigoMuiu, e epeKT Ma€ TEeHOEHIIil0 3HUKaTH HEeBOOB3I ITiCJIA BiAMiHU
JlepKaHiguIminHy. Lleid B3a€eMO3B 130K CJIif B35TH [0 yBaru 3afjis YHUKHEHHS BUIIAOKIB,
KOJIM IIOMYTHIHHS IIEPUTOHEAIbHOTO eKCyAaTy MoxKe OyTH OMUJIKOBO IPUUHATO 3a
iH(pEeKITINHUYN IIePUTOHIT 3 ITOOaIbIIO HENOTPiOHOI rocHiTali3allielo Ta eMIOipUuYHUM
BBEIeHHSIM aHTUOIOTHUKIB.

JIlakmosa
Lle# mikapcbKui 3acib MiCTUTH JIaKTO3Y.

[MamienTaM i3 pigkKicHUMHU CITagKOBUMU ITpoOieMaMy HelTepeHOCUMOCTi raJlaKTO3H,
3arajbHOI JJaKTa3HOl HeJOCTATHOCTI ab0 I'JII0K030-TajlaKTO3HOo1 MatbabcopOilil He citif
3aCTOCOBYBATH 1ieH JIiKapChbKUM 3acio.

3acmocysaHHsA y nepiod eazimHocmi abo 200y8aHHA 2py0010.

BaeimHicmb

KniniyHUM OOCBifg 3aCTOCYBaHHS JIEPKaHIAUIIIHY y IIePiof BariTHOCTI BiICYTHIMN.
[ocnigu Ha TBapUHaX He BUSIBUJIM Te€PATOTeHHOro e(PeKTy, aje BiH CIIOCTepiraBcs IIif
Yac 3aCTOCYBaHHS 1HIINX OUTIAPOIIIPUOUHOBUX CIIOJIYK. He pekoMeHgoBaHO
3aCTOCOBYBATH JIePKaHIAUIIIH y mepiof BariTHOCTi abo XKiHKaM pPenponyKTHUBHOTO BiKy,
SIKIITO BOHU HE 3aCTOCOBYIOTh e(PEeKTHBHY KOHTpPAIEIIIIiio.

ITepio0 200yB8aHHA 2py00t0

TouyHO HeBigOMO, UM IPOHUKAE IePKaHigUIIiH abo 1oro MeTaboIiTH Y TPyOIHE MOJIOKO,
TOMY PU3UK IOJIs OUTUHU He Moxe OyTHU BUKIIOUYeHUM. He ciig 3acTocoByBaTH
JIEPKaHIOUIIIH IIi1 Yac rogyBaHHSA IPYOIO0.

depmusibHiCMb

KnixiuHi maHi 110mo BIIMBY IepKaHIOWUIIIHY Ha GepTUIbHICTh BicyTHI. HasgBHI gaHi
mpo 060poTHi 6ioxiMiyHi 3MiHYM B T'OJIiBIli CIepMaTO30ifiB, 1110 MOXKYTh BIJIMHYTHU Ha
MOKJIUBICTD 3alIifHEeHH, V MAlli€HTiB, sIKi TiKyBanmucs 6J10KaToOpaMu KalbIliEBUX
KaHaJIiB. Y pa3i IOBTOPHOI'O HEYCIIIIIHOTO 3allJIifHEeHH In Vitro Ta 3a BifCYTHOCTI
IHIIIMX TTOSICHEHbD IIIOAO0 IIOTO CJIif PO3TJISHYTU 3aCTOCYBaHHS OJI0KATOPIB KaIbIliEBUX



KaHaJliB K MOZKJINBY IIPUYHHY.

30amHicmb 8nausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuUMU MexaHi3amamu.

Bronus nepKaHiouniHy Ha 30aTHICTh KEPyBaTH TPAaHCIIOPTHUM 3aco00M abo iHIIUMU
MexaHi3MaMu He3HauHul. OgHaK HeoOXiTHO BpaXOByBaTU MOKIIUBICTh
3amaMOpOYeHHs, CI1abKOCTIi, ITigBUIIIEHOI BTOMJIIOBAHOCTI, PiAKO - COHJIUBOCTI.

Cmoci6 3acTocyBaHHS Ta I03H

PekoMeHpoBaHa f03a cTaHOBUTH 10 MT mepopanbHO 1 pa3 Ha go0y, NTpUKUMalOTh HE
MeEHIIIe HiXK 3a 15 XBUJIMH OO0 BXKUBaHHS 1Ki. 3a7Ie?KHO Bif iHOUBiAyaIbHOl peakiiil
raljieHTa Ha JIIKyBaHHS 003y MOXHa MigBUIIUTU 10 20 Mmr.

[Tin6ip mo3u Mae OyTH ITOCTYIIOBUM, OCKiJIbKM MaKCHUMaJlbHA aHTUTINEePTEeH3UBHA [Iist
PO3BUBAETLCA MIiC/IA 2 TUXKHIB JIIKYBaHHS.

[MamieHTaM, apTepianbHUM THUCK SIKUX aileKBaTHO He KOHTPOJIIOETHCS IPU MOHOTEepaIrii
QHTUTINEPTEH3UBHUMU ITpellapaTaMu, Moxke OyTH 3alpOIIOHOBAHO A0daTH JTiKapChKUM
3aci6 E3AHTAJI y cxemu JiikyBaHHS 3 b-agpeHo6moKaTopaMu (aTe€HOJIO0J),
niypetukamu (rigpoxmopTia3um) abo inridiTopamu AII® (kanTompun abo eHamampul).

OCKinbKH KpUBa «Oo3a-e(peKT» Ma€ maaTo B IPOMiKKY 703 20-30 Mr, MaJI0uMOBIpHO,
1110 epeKTUBHICTD ITpemnapaTy 30iMbIINTHCSA IPU 3aCTOCYBaHHI BUIIOI MO3U, TOOI IK
PU3UK BUHUKHEHHS MO0iYHUX e(PeKTiB MoxkKe 30iTbIIUTHUCS.

ITauieHmu AiMHBLO20 BIKY

3rigHo 3 maHuMU papMaKOKIHETMYHUX Ta KIIIHIYHUX OOCIiIXKeHb JTiKapChKUl 3acid
E3AHTAJI MoXkHa 3aCTOCOBYBaTH XBOPUM JIiITHBOTO BiKy 0€3 CIIeliaibHOTO
KOPUTYBaHHS 03U, ajie TOYUHATHU JIIKYBaHHS MalliEHTaM JIiITHLOTO BiKy HEOOXimHO ITif
HarjasgoM JIiKaps4.

ITauieHmu 3 HUPKOBOI abo neviHKko8ow HeOoCmMAamHicmioo

XBOpUM 3 HUPKOBOIO a00 IMe4iHKOBOIO HEJOCTATHICTIO JIETKOTO Ta CEPeOHbOT0 CTYIIEHS
3actocyBaHH4 npenapaty E3AHTAJI ciig moYynHaTH i HarasgaooM JiKaps. 3Bu4YarHa
pekoMeHaoBaHa mo3a 10 MIr mepeHOCUTHLCS IMalliEHTaMU IUX HMigrpyn 3a3Bu4ai goope,
migBuIIeHHs go3u no 20 Mr noTpebye 06epekHOCTi.

Y marieHTiB 3 IEe4YiHKOBOIO HEOOCTATHICTIO MOXKJIMBE IIiABUIIIEHHSA
AHTUTINEPTEH3UBHOTO eeKTYy IIperapary, 110 MoTpedye KOPeKIlil Jo3u.



[TpoTunokasaHe 3aCTOCYBaHHSA JIEPKAHIAUIIIHY MalliEHTaM i3 TSIKKOI0 OUCQPYHKIIIEIO
MMEeYiHKHA Y¥ TAKKOI0 OJUCPYHKIIIEI0 HUPOK (KiTipeHC KpeaTuHiny < 30 MI1/xB),
BKJIIOYAIOUH MMalllEHTIB Ha reMomianisi.

Cnocib 3acmocy8aHHA

[Tepen 3acTtocyBaHHAM Nikapcbkoro 3aco0y E3AHTAJI HeoOximHO BpaXxoByBaTH, III0:

e 3aCTOCOBYBATH IIpenapaTt 60a*kKaHO BpaHIi, He MeHIIe HiX 3a 15 XBUJIUH A0
CHIJaHKY;

e IIe¥ JTiKapChKUM 3acib He MOXKHa NPUHUMATH 3 TPEeUNnPyTOM Ta rperundpyToBUM
COKOM.

Himu.

Be3neka Ta e(eKTUBHICTh 3aCTOCYBaHHA JIIKapChKOTO 3aco0y AiTsM BikoM 1o 18 pokiB
He OOCIIinXKyBasucs, JaHi 1000 3aCTOCYBaHHS OiTAM BiICYTHI.

Ilepeno3yBaHHA

[IpoTsarom nepiony micasspeeCcTpaliiHOro 3aCTOCYBaHHS JIEPKaHIAUIIHY
IIOBIOMIIAINIOCS IIPO AesiKi BUllagku nepenol3yBaHHs (Big 30-40 mr go 800 mr, y Tomy
yucii cupoba cyinumy).

Cumnmomu

3a aHaJIOri€ 3 IHIIWMMU OUTIAPOIipUAYHaMY, IIPU [Iepeno3yBaHHl JIepKaHIgUIIiHOM
CIIii OYiKyBaTHW BUHUKHEHHS HaAMipHOI nnepudepuyHol Ba3oauaaTallil i ABHOI
apTepianbHOI rinoTeH3il Ta pedekTopHOI Taxikapmii. OgHaK IIpu OyKe BUCOKUX I03ax
nepudeprudHa CEIeKTUBHICTh MOXKe OyTH BTpadeHa, 110 MOXKe CIPUYNHUTHU
OpapuKap[ito i HeraTUBHUM iHOTpoOnHUM edeKT. HalimomupeHrini mobiyHi peakiiii,
ITOB’sI3aHi 3 Mepeno3yBaHHSIM, - TiIOTEH3is, 3alTaMOPOYeHHsI, TOJIOBHUM Ointb Ta
ImocusieHe cepueduTTs.

JIiKy8aHH A

IMpu TsIKKiM apTepianbHil rimoTeH3il HeOOXiHHO BXKUTH 3aX0MiB aKTHUBHOI
KapHaioBaCKyIspHOI IMiATPUMKH, BKJIIOYAl0YM YaCTUUW MOHITOPHUHT CePIEBOl Ta
ouxajibHOl PYyHKIIiM, HafaHHA NalliEHTy TOPU30HTAIbHOTO ITOJIOXKEHHS 3
NPUNIOHATUMY HUXKHIMU KiHI[IBKaMK, KOHTPOJIb PiAUHMY, 110 IUPKYJIIOE, Ta
CEe4YOBUNYCKaHHA. 3 OTJISIAy Ha MOOOBXKEHY (papMaKOIOTiYHY Hif0 TepKaHIguIIiHy y pa3i
repeno3yBaHHS € HEOOXiMHMM HarJIs[ 3a CTAHOM CEPLIEBO-CYOMHHOI CUCTEMM TaKUX
MalieHTiB IIIOHAUMeHIIe IpoTiaroM 24 roguH. bepy4yu mo yBaru BUCOKe 3B’ a3yBaHHS
JiepKaHiguniny 3 6inmkamMu, gianis Mmoxke 0yTu HeeekTuBHUM. ITallieHTH 3 04iKyBaHOIO



MMOMipHOI0 ab0 TAXKKOIO iIHTOKCHUKAIIi€l0 MaloTh OyTH ITif HaArIsioM B yMOBax
iHTEHCHUBHOI Teparil.

IToGiuni epexkTn

3rigHo 3 JaHUMMU KIIIHIYHUX OOCIIiAXKEeHb Ta IiCIsapeecTpaliiHoro 3aCTOCyBaHH
nmo6iyHi peakiii, AKi 3ycTpivanucs HanWdacTille, - e nepudeprndHi HaOpPSIKH,
TrOJIOBHUM Oinb, MPUIJINBYU, TaxXiKapAis i mocuieHe cepueOuTTs.

Y Hux4YeHaBedeHil TaOnuIli BKa3aHo N0oOiYHi peakilil, IIpo sIKi moBimoMIIsIIOCS i yac
KJIiHIYHUX JOCIiAXKEeHb Ta IIiCISIPeECTPalliiHOT0 3aCTOCYyBaHHS IIpenapaTry y KpaiHax
CBiTy Ta O AKuUX OyB OOT'PYHTOBAHUM IIPUUYHMHHO-HACIIIHKOBUY 3B’I30K i3
3acToCyBaHHSM Ipemnapaty. [1o6iuHi peakirii HaBegeHo 3rigHO 3 Ki1acudikallieio
MedDRA Ta 9yacTOTOI0 BUHUKHEHHS: OyKe 9acTo (= 1/10), gacTto (= 1/100, < 1/10),
HedacTo (=1/1000, < 1/100), pigko (= 1/10000, < 1/1000), oy=xke pigko (< 1/10000),
4acToTa HeBimoMa (He MOXKHa BU3HA4YMUTH 3TiTHO 3 HasIBHOIO iHpopMalli€io). Y KoXKHin
Tpymi BiAMOBIAHO 0 YaCTOTH BUHUKHEHHS peakilil 3a3HaueHO B MOPSOKY 3MEHIIIeHHS
1IX Cepro3HOCTi.

MedDRA
. - ) YacTtoTa
Kacudikaris YacTo HeuacTto Pinko }
CUCTEM Ta HeslaoOMa
oprasis
3 60Ky iMyHHOT [TigBuIlleHaA
cucmemu Yy TJIUBICTH
3 60Ky Hepeosoi |['onmoBHUM COHIUBICTD,
) 3armaMOpOYeHHS . -
cucmemu Oinb HEIIPUTOMHICTh
Taxikapmid,
3 60Ky cepus IIOCUJIeHEe - CreHoKapmist |-
CcepleouTTs
3 60Ky cyOuH [Tpunnusu [imoTen3isa - -




lmepTpodis

3 60Ky Iucnerncis,
_ siceH*,
W /1yHKOBO- HynoTa, 60inby  |biioBaHHS, ,
- oo . IIOMYTHIiHHS
KUWKOB020 BEPXHill YacTUHi |giapes
IIepUTOHEeaIbHO-
mpaxkmy KHBOTA
ro ekcygmarty*
[TigBuIIeHHA
3 60Ky piBHSA
eenamobiaiapHoi |- - - TpaHCaMiHa3
cucmemu CUPOBaTKHU
KPOBi*
3 60Ky wKipu ma
. . . Bucunanus,
NiOwWKIpHOI - ] Bucunauusa Habpsak*
cBepOix
MKAHUHU
3 60Ky
CKe/emHo-
M’ 530801 L
- Mianrisa - -
cucmemu ma
Cnoay4yHoi
MKAaHUHU
3 60Ky
cevyosulinibHOI - [Tomiypis [Tomakiypis -
cucmemu
3aeanvHi AcreHis,
nopywexHHsa ma |[lepudepuuxi | . .
L IMigBUIIleHa Binb y rpyosax |-
peakuii y micui  |HaOpsSKu
88e0eHH A BTOMJIIOBaHICTh

*TTo6iuHi peakiii 3i CHOHTAaHHUX IMOBIiHOMJIEHD ITiJl YaC MiCIsIpPeeCcTPallifHOTro

3aCTOCyBaHHS y KpalHaX CBITY.

JlepkaHIOUIIIH He BIJIMBA€ HETAaTUBHO Ha piBEeHb LIYKPY B KPOBI Ta PiBEHH JIHIAIB ¥

CUPOBATIIi KPOBI.




Y nnane60-KOHTPOIbOBAHUX KITIHIYHUX AOCTIIXKEHHAX mepudeprnyHi HaOpsIKu
ctanoBunu 0,9 % Ha Tl npuioMy nepkaHinumniny y no3si 10-20 mr ta 0,83 % - npu
npuiioMi nmnare6o. 11 wacTota mocsrana 2 % y 3arajabHi¥ DOMYJISIlil HOCTiIXKEeHHS,
BKJIIOUAlO4YX OJOBTOTPUBAJI KJIiHiYHI BUTpOOyBaHHS.

3acToCyBaHHS OEeAKUX OUTIOPOMIpUAMHIB MOXKe 1HOAI IPU3BOAUTHU OO0 IIPEKOPAiaJIbHOT O
60110 a60 CTEHOKapP[il, Y BUHSITKOBUX BUIIaKaX y Malli€eHTiB 3i CTeHOKap/ielo Moxke
30iMBIIUTUCS YaCTOTa, TPUBAIICTh ab0 TAXKKICTh HalafgiB, MOXKYTh Bil3HaUYaTUCS
i30/1bOBaHI BUIIAAKM iHpapKTy MioKapaa.

TepMiH NpHIAaTHOCTI
2 POKH.
VYMoBH 30epiranas

30epiraTu nipu Temnepartypi He Buile 25 °C B OpUTiHaIbHIA YIIaKOBIIi.

30epiraty y HeIOCTYIIHOMY AJIS OiTE€W MicCIIi.
Ynakoska

ITo 10 TabneTok y 6iicTepi, mo 3 abo 6 GiicTepiB pa3oM 3 iHCTPYKIIi€IO OJIT MEOUYHOT O
3aCTOCYBaHHS y MaYlli 3 KAPTOHY.

ITo 30 a6o 60 TabneTok y Oanili, Mo 1 6aHIli pa30oM 3 iHCTPYKIIIE€IO OJIT MEOUYHOTO
3aCTOCYBaHHS Y ITaylli 3 KapTOHY.

KaTeropis Bignycky
3a peLienTomMm.
BupooHHK

TOB HB® «MIKPOXIM>» (BupoOHMUYA OiTbHUIISN).



