Ckian

Oito4a peyosuHa: NepKaHIouIIiH;

1 TabreTka MiCTUTD TepKaHiguniny rimpoxnopuny 10 Mr, 1110 eKBiBaJI€eHTHO
nepkaHiguniny 9,4 Mr, abo nepkKaHigumiHy rigpoxnopuny 20 Mr, 110 eKBiBaJ€HTHO
nepKaHiguminy 18,8 mr;

OONOMIJICHI pe4oBUHU: LIeJII0JI03a MIKpPOKPHCTalliuHa; JJaKTO03a, MOHOTiApaT; HAaTPiio
KPOXMabIJIKONAT (TUN A); MOBiMOH; KPEMHIi0 MiOKCU KOJOIOHUYM O0€e3BOOHMNM; MarHito
cTeapar;

IJIiBKOBa 000/10HKa TabseTku 10 Mr: rimpomenosa, Tutany miokcup (E 171), makporor,
TaJIbK, 3ai3a okcupn xkoBtuii (E 172);

IJ1iBKOBa 00010HKa TabneTku 20 Mr: rimpomernos3a tutany miokcun (E 171), makporon,
TaJIbK, 3aii3a okcupg depBoHuu (E 172).

JIikapcbKa ¢opma

TabmeTKyu, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OcHOBHI (pi3uKo-xiMiuHI 81aCcMuBOCMi:

tabrneTka 10 Mr: TabneTku Kpyriaol ¢opMu 3 IBOOITYKJIOIO ITOBEPXHEI0, BKPUTI
IJIiIBKOBOIO 00OJIOHKOIO Biff CBIiT/IO-3KOBTOTO [0 XKOBTOI'0 KOJILOPY;

tabseTka 20 Mr: TabieTKu Kpyriaol ¢GopMU 3 ABOOITYKJIOIO TTOBEPXHEI0, BKPUTI
TIJTIBKOBOIO 000JIOHKOIO Biff pO3KEBOTO A0 TEMHO-POXKEBOTO KOJILOPY.

dapMmakoTepaneBTHYHA I'pyna

CeJleKTUBHI aHTArOHICTU KaJIblil0 3 IlepeBaXHOM fieto Ha cyquHu. [loxigHi
purigponipununy. Kog ATX C08C Al13.

®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

JlepKaHIiOUIiH — Ile aHTaroHiCT KaJbllilo AUTiApOIipuaAnHOBOI rpynu. IHTiOye
TpaHCMeMOpaHHUM MOTIK KalbIlil0 BCepPeOUHYy KapaiOMioluTiB Ta I'JIagKoM’ I30BUX
KJIiTUH CyOuH. MexaHi3M aHTUTiIepTEeH3UBHOI [il IepKaHiguniHy 3yMOBIEHUU IPSIMUM
peslakcalliiHUM BIIJIMBOM Ha TJlafKi M's13U CyOWH, 382 PaXyHOK 4YOTr0 3MEHIIIYETHCA
3arajibHUU CyOMHHUUA nepudepuyuru omnip. He3Baxkaioum Ha KOPOTKUM IIEPIOL



HaliBBUBEOEHHS 3 IJIa3MU KPOBi, JIEPKaHIOUIIIH YMHUTE IIPOJIOHTOBaHy
AHTUTINEPTEH3UBHY [Iil0 3a PaXyHOK BHCOKOT0 KoedillieHTa MeMOPAHHOT 0 PO3IOIiny.
3aBOsiKU BUCOKiM CyOWHHINW CEIEKTUBHOCTI IIpernapaT He YMHUTh HEraTUBHOIL
iHoTpomHOl fii. [ocTpa apTepianbHa rimoTeH3is 3 pedIeKTOpHOI Taxikapmieo
BHHHUKAE PiIKO 3aBOSKM IIOCTYIIOBOMY PO3BUTKY Ba3oguiaTallil Ipy IpUiomi
JIepKaHiguminy.

4K i B iHIIUX acuMeTpU4HUX 1,4-OUTinpONipUaUHIB, aHTUTIIepTEeH3UBHA aKTUBHICTh
JIEPKAHIANMIiHY B OCHOBHOMY 00yMOBJIeHa MOT0 S-eHaHTiOMEepPOM.

Krniniuna epeKTUBHICTD i 6€3MeYHICTh 3aCTOCYBaHHS JIepKaHiauminy y mosi 10-20 mr
oOuH pa3 Ha Ao0y Oy BUBYEHI B IMMOABIMHO CIIIIIOMY NJ1alle00KOHTPOJIbOBAHOMY
KIIiHiYHOMY mocininxeHHi (B skoMy 1200 nanieHTiB oTpuMyBanu jepKaHinguiz, 603
MalieHTH OTPUMYBAJIH I1j1alled0) Ta B aKTUBHO KOHTPOJILOBAHUX i B HEKOHTPOJILOBAHUX
OOBrOTPHUBAIUX KIIIHIYHUX OOCHIAXKEHHAX 3 3arajibHOI0 KiIbKICTIO 3676 mallieHTiB 3
rinepTeHsi€lo.

Io 6inbiIocTi mocmigKeHb OyM 3aly4deHi mMalliEHTU 3 eCeHIlialIbHOIO TillepTeH3i€10
JIETKOTO0 ab0 ITOMiIpHOTO CTYIEHS TSIXKKOCTi (BKJII0Yal04YM IAlliEHTIB IiTHHOTO BiKy Ta
XBOPUX Ha LYKPOBU miabeT), siKi oTpuMyBasu IepPKaHigUIliH SK MOHOTepaIlrito abo y
KoMOiHairii 3 inribiTopaMu aHTiOTEeH3WHIIEPETBOPIOBAIBHOTO hepMeHTy (AIID),
oiypeTukaMu 4yu 6eTa-06710KaTOpaMU.

IHomaTKOBO OO KJIIHIYHUX OOCIIAXKEHb, IIPOBEAEHUX OJIS IIiATBEPAXKEHHS
TepaneBTUYHUX ITI0Ka3aHb, 10Jasbllle HEBEJIMKE HEKOHTPOJIbLOBaHe, ajle
paHaoMi3oBaHe OOCIIIXKEHHS IIpenapaTy 3a y4acTio [alli€HTiB 3 TIXKKOI0
apTepiabHOIO TinepTeH3i€ (CepegHe + CTaHOapTHE BiOXMIEHHS PiBHSA OiaCTOIIYHOTO
apTepianbHOro TUCKY 114,5 = 3,7 MM pT. CT.) IPOAEMOHCTPYBaJI0O HOpMaJli3allito
aprepianbHOro TUCKY V 40 % 3 25 nallieHTiB, sKi DpuMaliu JIepKaHIguIiH y o031

20 mr 1 pa3 Ha 100y, Tay 56 % 3 25 malieHTiB, AKi npuiManu TepKaHiguIil y go3i

10 Mr 2 pa3u Ha moOy. Y moABiHO CJIITOMY paHOOMi30BaHOMY
1a11e00KOHTPOJIbOBAHOMY HOOCIII?KEHHi y MalliEHTiB 3 i30JIbOBAHOIO CUCTOJIIYHOIO
rinepTeH3i€l0 IepKaHiouIliH epeKTUBHO 3HUXKYBaB CUCTOJIIYHUY apTepialbHUN TUCK i3
CepenHbOro II0YaTKOBOro 3HaueHHsa 172,6 + 5,6 mm pT. cT. o 140,2 + 8,7 MM pT. CT.

KriniuHi JOCHIOXKEHHSA y DUTSAYIU DOMYIsIlil He IPOBOOUINUCS.
dapmakoKiHemuka.

AGcopbiiist

JlepKaHIOUIIiH ITOBHICTI0O BCMOKTYETBCS ITiCIIA IepOpaibHOro npunomMy y gosi 10-20
MTI', MaKCHMaJlbHi KOHIIeHTpallil y ra3mi Kposi 3,30 ur/ma * 2,09 c.B. Ta 7,66 Hr/™MI +
5,90 c.B. BiITIOBiIHO PEECTPYIOTHCS MPUOIM3HO Yyepe3 1,5-3 roguHu.



IlBa eHaHTiOMepHU JIePKaHIAUIIIHY AeMOHCTPYIOTh IOAiOHUM Mpodinb PiBHIB y mna3mi
KPOBi: 4aC JOCSATHEHHS MaKCHMMaJIbHOl KOHIIeHTpaIlil y IJIa3Mi KPOBI TaKH¥ CaMUM,
MaKCuMaJibHa KOHIleHTpallisg Ta rnmoka3Huk AUC B cepenguboMy B 1,2 pa3a BuUlLi gia S-
€HaHTioMepa, a Iepiof HalliBBUBEOEHHS OBOX €HaHTiOMepiB, 110 CyTi, OTHAKOBUM.
B3aemoriepeTBOpeHHS €eHaHTIOMEPIB in Vivo He BigMidaoCh.

BHacmimok BuCOKOTo MeTaboi3aMy Ipu MEPBUHHOMY ITPOXOMKEHHI Uepes MediHKy
abcomoTHa 6i0IOCTYIIHICTh JIEPKaHIIUNIiIHY, IPUUHATOTO MMAlliEHTOM IIepPOPasbHO Mics
imu, ctaHoBUTh npubnu3Ho 10 %, xo4a BOHa 3MeHIITyBajacs A0 Y3 IbOTO 3HaYEeHHS,
SIKIIIO TTpeIlapaT 3aCTOCOBYBaJIM 3[I0POBi MOOPOBOJIBLII HaTIIe. AKII0 mpenapar
IIpUUMaTH He ITi3Hillle HiXK Yepe3 2 TOOWHU MiC/Is BXKUBaAHHS Oy2Ke XKMPHOI 1XKi, 1oT0
0iogoCTynHICTh 30iMbIIYETHCA ¥ 4 pa3u. ToMy JIepKaHiOuMOiH CIig MpuiMaTHa 00
BXKHBAHHS 1XKi.

Poz3nonin

Po3mnopin 3 mna3Mu KpoBl y TKAHUHU Ta OpPraHU € MIBUOKUM 1 mUpoKuM. CTyIiHb
3B’sI3yBaHHS JIepKaHiguITliHy 3 OinkaMu cupoBaTKu nepeBuilnye 98 %. OcKinbKu piBeHb
0inka y na3Mi KpoBi 3MEHIIIEHUN Y MAIli€EHTIB i3 TAXKKUMU NOPYLIEHHAMU (QYHKIII1
HUPOK Ta IIeYiHKU, BibHa (pakilis mpemapaTy Moxke 30iTbIIyBaTUCH.

BioTrpancdopmarris

JlepkaHigumiH eKCcTeHCUBHO MeTaboni3yeThes isopepmernToM CYP3A4, He3aMiHEeHUN
IIpernaparT y cedi 4u KaJli He BUSBJIAETHCS. BiH IIepeTBOPIOETHCA II€PEBAXKHO Y
HeaKTUBHiI MeTabositu, mpubnau3sHo 50 % MpuHHATOI 1031 BUBOJUTLCS 3 CEYEI0.

ExkcriepuMeHTH in Vitro 3 mOOCBKMMM MIKPOCOMaMU IMEeYiHKU CBig4aTh, 1110
nepkaHigunin pemo npurHiyvye CYP3A4 ta CYP2D6 nipu KOHIIEHTpAalligX, BiOIIOBIOHO Y
160 i 40 pa3iB BULIKX, HiXK UOr0 MaKCUMaJibHa KOHIIEHTpallis y IjIa3Mi KpoBi, sKa
OoCsATa€EThCA micnsa npuomMy mo3u 20 mr. KpiMm 1s0r0, HOCHTiaXKeHHS TiKapChKOl
B3aEMOil y Iomel IpoaeMOHCTPYBally, 10 JePKaHigUITiH y IJIa3Mi KPOBi He 3MiHIOE
piBeHb Mima3onamy, TurnoBoro cyocrtpaty CYP3A4, abo MeTOnposiony, TUIIOBOTO
cyoctpaty CYP2D6. TakuM 4MHOM, IPH 3aCTOCYBaHHI JIepKaHiOUIIHY y
TepaleBTUYHUX J03aX He o4ikyeTbcs OioTpaHcdopMalril mpemnaparis, 1110
MmeTabomnizyTbcst CYP3A4 a6o CYP2DG6.

BuBeneHHs

EnimiHalliga mpoxoauTh B OCHOBHOMY IIIJIsixoM OioTpaHcdopmMmariii. CepenHiit
TepPMiHaIbHUM II€Pion HalliBBUBEeOEeHHs CTaHOBUTH 8-10 roguH, a TepaleBTUYHA i
TpuUBa€ 24 TOOMHU BHACIIIIOK BUCOKOT'O CTYIIEHS 3B s13yBaHHS JIEePKaHIOUIiHY 3
ninmigaMu KIiTUHHUX MeMOpaH. [Ipu MOBTOPHOMY 3aCTOCYBaHHI KyMyIsSIlisi He
CIIoCTepirasachs.



JIiHiiHICTh/HEeIiHIHHICTD

[Ipu nnepopasibHOMY 3aCTOCYBaHHI JIEPKaHIOUIIIHY MOT0 KOHIIEHTpPAaLlisd y mja3Mi KpoBi
He € IIPSMO HNPOHOPIIINHOI0 00 IPUNHATOL HO3U (HesmiHiMHa KiHeTuka). [licnsa npuriomy
10 mr, 20 mr i 40 Mr MakcuUMaJIbHiI KOHIIEHTpAIlil y IJ1a3Mi KpPOBi, SKi CIiocTepiranucs,
MaJiu cIiBBigHOmeHHs 1:3:8, a mioli nig KpUBUMHU 3a/Ie?KHOCTI KOHIIEHTpallil y
I1J1a3Mi KpOBI Biff yacy Masu coiBBigHOIIeHHs 1:4:18, 110 BKa3ye Ha IOCTYIIOBE
Hacu4eHHS MeTaboJIi3aMy IIpHU IeplIoMy IIPOoXonXKeHHi. TakKuM 4YuHOM, 6i0IOCTYITHICTh
JIEPKaHIAUMIiHY 30iTbITYETHCS 3 MiABUINEHHSIM T03U.

OkpeMi Irpynu Malji€eHTiB

Bymno noka3zaHo, 110 (papMakKOKiHETHMKaA JIEPKaHIOUIIIHY Y Ialli€HTIiB JIITHBOTO BiKy Ta y
Mali€eHTiB 3 AUCPYHKITI€I0 HUPOK ab0 MeYiHKHU C1abKoro 4u CepegHbOT0 CTyNeHs
TAXKKOCTI CX0OzKa Ha TakKy, 10 CIOCTePIraeThCs y 3arajbHii rpyli namieHTiB. Y XBOpUX
i3 TAXKKUM cTyneHeM AucGYHKIIII HUPOK abo y fianizo3anekHUX XBOPUX KOHIIeHTpallil
JIiIKapChbKOT0 3aco0y O0ymnu Oinbit Bucokumu (mpubnusuo 70 %). Y xBopux i3 cepenHiM
ab0 TSAXKKUM CTyIleHeM MOpPYyIIeHH (QYHKIIIl MeYiHKY cucTeMHa 0i0JOCTYIIHICTh
JIepKaHiguMIiHy, iMOBipHO, 30iNMbITYETHCS, OCKIJIbKY BiH MeTab0/Ti3yETHCSA TOJIOBHUM
YYHOM Yy IIeYiHIi.

IToka3zaHHsA
EceHnianbHa rimepteH3sist merkoro abo moMipHOTO CTyeHS TIXKKOCTi.
IIporunnoka3aHHs

e [limBUIlleHa YYTIUBICTH OO JepKaHiguniny abo o Oyab-aKOTr0 KOMIIOHEHTa
JIiIKapChbKOTO 3aco0y.

e OOCTpPYKIIis BUBIiAHOTO Biffiy JIiBOTO IIITyHOYKaA.

e HenikoBaHa 3acTiliHa ceplieBa HeJOCTATHICTh.

e HecTabinbHa cTeHOKapis UM HelllogaBHiM (mpoTsarom 1 micsausa) iHpapkT
MioKapza.

e TsaxkKa Ne4YiHKOBa HEOCTATHICTE.

e Ts2kKa HUPKOBa HEJOCTaTHICTh (KJTipeHC KpeaTuHiHYy < 30 MJI/XB), BKIIOYal04HU
TAIliEHTiB Ha reMogiani3i.

e OgHOYacHe 3aCTOCyBaHHSA 3 MOTYyKHUMU iHTi6iTopamMu CYP3A4, IMKIOCIOPHUHOM,
rpeundpyToM 4u rpeun@pyToBUM COKOM.

B3aemonisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMHu

ITpomunoka3zaHo 00HOYACHe 3dCMOCYB8AHH




IHeibimopu CYP3A4

JlepkaHinumnin Mmetabomni3yeTbes min gieo pepmenty CYP3A4, Tomy iHridiTopu ta
IHOYKTOPH LIbOTO (PEePMEHTY, sIKi MIPUKUMaTh OQHOYACHO 3 JIEPKaHIAUIIIHOM, MOXKYTb
BILIMBATU Ha MeTabo0J1i3M Ta BUBEOEeHHS JepKaHiguniny. [JocnimKeHHs B3aEMOil
JIeEpKaHiguMIiHy 3 MoTyKHUM iHridiTopoM CYP3A4 KeTOKOHA30JI0M ITPOAEMOHCTPYBaIU
3HauyHe MigBUIIIEHHS PiBHA JIEPKaHIOUIIIHY y 1y1a3Mi KpoBi (15-KpaTHe HifgBUIlleHHS
noka3HuKa AUC Ta 8-KpaTHe IIiABUINIEHHS MaKCHMaJIbHOI KOHIIEHTpallil eyToMepa S-
JIepKaHIiguMIiHy).

Cnig yHUKaTH OOHOYAaCHOTO 3aCTOCYBaHHSA JiepKaHiguminy 3 inriditopamu CYP3A4
(KeTOKOHA30JI0M, iTPaKOHAa30JI0M, PUTOHABIPOM, EPUTPOMIIIMHOM, TPOJI€aHOOMIIITUHOM,
KJIAPUTPOMIIITUHOM).

IMukaocnopuH

[Tpu ogpHOYaCHOMY 3aCTOCYBAHHI JIEPKAHIOUITIHY 1 IIUKJIOCIIOPUHY ITiABUIITYETHCS
piBeHb 000X PEeYOBUH Yy IJ1a3Mi KPoBi. [loCimigKeHH 3a Y4acTi0 MOJIOOUX 3[IOPOBUX
moOPOBOMBIIB ITOKA3aslo, III0 3aCTOCYBaHHS LIMKJIOCIIOPUHY Yepe3 3 TOOUHU ITiCIs
IPUKUOMY JIEPKaHIAUIiHYy He 3MiHIOBaJIO PiBeHb JIEPKaHIAUIIIHY Yy IIJ1a3Mi KPOBI,
BogHouac nmokasHuk AUC 1muknocrnopuny 306inbiryBaBcs Ha 27 %. OgHak omHOYacHe
3aCTOCYBaHHS JIEPKAHIOUIIIHY 1 MUKJIOCIIOPUHY IPU3BOAUTE 00 3-KPaTHOTO
30inbIIeHHS PiBHS JIEPKAHIOAUMIIHY y n1a3Mi KpoBi Ta 30inbieHHs moka3d3Huka AUC
LUKJIoCcriopuny Ha 21 %.

LIukI0CIOPHUH 1 JIepKaHIOWIIIH HE CJIiZl 3aCTOCOBYBATU pa30oM.
I'petinppym uu epetingppymosuil cik

4K i B iHmux gurigpomipuanHiB, MeTabo0/Ii3M JIepKaHIIUIiHY YIOBITbHIOETHCS ITifT
BILIMBOM COKY rpeundpyTa 3 DOJasbIIuM MiIBUIIEHHSIM CUCTEMHOL JOCTYIITHOCTL
JIepKaHiOuIIiHy Ta IIiJgCUJIeHHAIM TilloTeH3uBHOI Ail. He ciig npuiiMaTy OJHOYaCHO
JIEPKaHIOUIIIH i Tpeun@pyT YU rpeundpyToBUU CiK.

He pexomeHO0B8aHO 0OHOYACHE 3aCMOCY8AHHS

IHoykmopu CYP3A4

Heo6xigHO 3 00epekHiCTIO 3aCTOCOBYBATH JIE€PKaHIOUITIH OHOYACHO 3 iHOYKTOpaMu
CYP3A4, TakuMM SIK IPOTUCYHOOMHi 3acobu (¢eHiToiH, heHoOapbiTasn, kapbaMasei)
Ta pudpaMITiIIUHOM Yepe3 MOKIINBE 3HUKEHHS aHTUTIePTEeH3UBHOI Iil TepKaHIgUuIIiHy.
Y nux BunagkKax peKOMeHOOBaHO YacCTilllni KOHTPOJIb apTepialbHOTO TUCKY.

AK0201b



Crig yHMKaTU BXKUBAHHS aJKOTOJII0 Yepe3 MOXKJIMBE MOTEHIIIOBaHHSI
Ba3oAMJIaTAIliMHOTO e(peKTy aHTUTiTePTEeH3UBHUX JTiIKapChKUX 3aco0iB.

B3aemo0ii, aKi nompebyromb Kopekuii 0o3u

Cybcmpamu CYP3A4

Cnig OyTu o6epeXHUM IPHU OJHOYACHOMY 3aCTOCYBaHHI JIEpKaHIOUNIHY 3 iHIIUMU
cyoctpatamu CYP3A4, Takumu siK TepdeHaanH, acTeMi30J, 3 aHTUAPUTMIYHUMU
3acob6amu III knacy, TaKUMU SIK aMiomapoH, KBiHiOWH, COTaJIOoJ.

Mioazonam

[Tpu ogHOYacCHOMY 3acToCcyBaHHi 20 MT jiepKaHiguniny i MigaszonaMy y JoOpPOBOJIbIIiB
JIITHBOTO BiKy aOcopO1lis TepKaHiouIliHy migBuIlyBanach (nmpubnu3uo Ha 40 %), a
IIBUOKICTH abCcopOIIil 3HUKyBalach (tmax nomoBxXKyBasnachk 3 1,75 o 3 rogus).
KonueHTpanisa Miga3osnaMy He 3MiHIOBaAjack.

Memonpoaon

OnmHOYacHe 3aCTOCYBaHHS JIEPKaHIAUIIiIHY 3 METOIIPOJIOJIOM — b-0J10KaTOpOM, SIKUM
BHUBOOUTHLCS IIepeBakKHO Yepe3 MediHKy, — He 3MiHI0€ 6i0IOCTYIIHICTh METOMIPOJIONY,
ajie MPU3BOOUTH OO 3MEHIIIEHHS 0i0gOCTYITHOCTI JiepKaHigumniny Ha 50 %. Lleit edekT
MO2KJIMBHY BHACJIJOK 3MEHIIIEHHS ITIeYiHKOBOTO KPOBOTOKY, 110 CIPUYMHSAETHCS b-
0JI0KaTOpaMH, TOMY MOXKe BUHUKATH Y Pa3i 3aCTOCYBaHHS 3 iHIMMMU ITpernapaTaMu
i€l rpynu. OTKe, JIepKaHIOIUIIIH MOXHa 3aCTOCOBYBaTH 3 b-agpeHo6I0KaTOpaMu, aje
IIPU IIbOMY MOKe OyTu MOoTpiOHEe KOPUTYBaHHS HO3U.

JIu20KCcuH

ITpu ogHOYacHOMY 3acToCcyBaHHI 20 Mr IepKaHIOUIIiHy IallieHTaM, sIKi IIOCTIMHO
MPUNMalOTh b-MeTHUIOUTOKCHUH, He 0yJI0 BUSBJIEHO I0Ka3iB (hapMaKOKiHEeTUYHOI
B3aeMmofil. [IpoTe crocTepiranocs migBUILIEHHS Cmax OUTOKCUHY B cepegHboMYy Ha 33
%, Toml aK moka3HUuK AUC 1 HUPKOBUU KJIIpEHC 3HAaYHO He 3MiHOoBanuchk. CtaH
MHAalli€HTiB, IKUM OOHOYACHO ITPHU3HAYEeHUU OUTOKCUH, CJIil peTeJIbHO KOHTPOJIIOBATH
IITOOO O3HAaK iHTOKCHKAIIil UTOKCUHOM.

O0HoYyacHe 3acmocy8dHHA 3 IHWUMU AiKapcbKUMU 3acobamu

dayokcemuH

BuB4YeHHs B3aEMO[Iii IpU OOHOYACHOMY 3aCTOCYyBaHHi 3 ¢yyokceTuHoM (iHribiTopom
CYP2D6 i CYP3A4) y noOpOBOJIBIIB BikoM 65 + 7 poKiB (cepenHii + C.B.) He BUSIBUJIIO
KJIiHIYHO 3HaA4ylI0l 3MiHY (papMaKOKiHETUKY JIEpKaHiOUIiHY.



IHumemuouH

OnmHoYacHUM npuiioM muMeTuauHy y 0o3i 800 Mr Ha 0o0y He CIIPUYUHSIE 3HAYHUX

3MiH KOHIIEHTpaIlil TepKaHIOUIIiHy y IIJ1a3Mi KpoBi, ane ciig 0yTu o6epexxHUM IpHU

3acTOCyBaHHi OiNTbIII BUCOKUX 03 Yepe3 MOXKIUBICTD 30ibllIeHHS 6i0mOCTYIHOCTI i
QHTUTINEPTEH3UBHOTO e(pEeKTY JIEPKaAHIOUMIIHY.

CumeacmamuH

Konu nepkanigumnin y go3i 20 Mr ogHO4YacCHO 3aCcToCOBYyBaiiu 3 40 Mr cuMBacCTaTUHY,
noka3HukK AUC jlepKaHIQUIIHY ICTOTHO He 3MIHIOBaBCs, TOAL K MoKa3Huk AUC
CUMBACTaTUHY 30inbITyBaBCcs Ha 56 % i 1el Ke IMOKa3HUK MOro aKTUBHOTO MeTaboIiTy
b-rigppokcukucnotu — Ha 28 %. ManoiMOBIpHO, II0 TaKi 3MiHM MalOTh KITiHIiYHE
3Ha4YeHHS. He 04iKyeThCS B3a€MOil MiXK IIUMHU NpelapaTaMy, K0 JTepKaHIOUIIiH
IpUur¥MaTy 3paHKy, a CUMBAacTaTUH — yBeudepi, sIK BKa3aHO [JIA [IbOr'0 Ipemnapary.

Liypemuku ma iH2ibimopu AIID

JlepKaHIiguIiH MOXKHa 3aCTOCOBYBAaTH OJHOYACHO 3 [iypeTUKaMHu Ta iHTribiTopamMu
QHTIOTEH3UHIEPETBOPIOBAJIBHOTO PEPMEHTY.

THwi nikapcvki 3acobu, sKi enausaroms Ha apmepiaavHull Muck

4K 1 Ipu 3aCcTOCYBaHHI BCiX aHTUTIIEPTEH3UBHUX IIpenapaTiB, MOXKJINBE [IOCUJIEHHSA
TrinoTEeH3UBHOTO epeKTy IIPU OOHOYAaCHOMY 3aCTOCYBaHHI JI€pKaHIOUIIIHY 3 iHIINMHA
JIIKapChbKUMHU 3aco0aMu, siKi BIJIMBAIOTh HA apTepialbHUM TUCK, TAKUX SIK K-OJI0KATOPHU
IJIA CUMIITOMATUYHOTI'O JIIKYBaHHSA 3aXBOPIOBAHb CEYOBOT'0 MiXypa, TPULUKITIYHI
aHTU[ENPECAHTU, HEVPOJIENITUKU.

HaBmaku, moxke CHOCTepiFaTI/ICH 3HUIKEHHS TiIIOTEeH3UBHOTO e(beKTy IIpu
OOHOYaCHOMY 3aCTOCYBaHHi 3 KOpTI/IKOCTepOIJIaMH.

Oco0/IMBOCTi 1010 3aCTOCYBaHHS

CuHOpom caabkocmi CuHyco8020 8y31a

JlepKaHIOUIIiH C/Iif 3aCTOCOBYBAaTH 3 00E€PEKHICTIO MalliEHTaM i3 CHHOIPOMOM
c1abKOCTi CHHYCOBOT'O By3ia (0e3 iMIIaHTOBAHOT'O KapOiOCTUMYJISITOPA).

HucpyHKuia niB020 WAYHOUKA cepus

Xoya reMoO¥HaMIYHO KOHTPOJIbOBaHI OOCHIAXKEHHS He BUSIBUJIN MOTIpPIIEeHHA
IIJTYHOYKOBO1 (QYHKIIil, 3 00epeKHICTIO IpU3HavaTy Ipu AUCHYHKIIII TiBOTO HIJTyHOYKa
cepis.



TwemiuHa xeopoba cepu,s

Byo BUCIIOBJIEHO MIPUNYIIEHHS, 110 AeSKi OUTIOPONipUaANHNA KOPOTKOIL il MOXKYTh
OyTHu IOB’sI3aHi 3 IMiABUIIEHUM CEePIIEBO-CYOIUHHUM PHU3UKOM Y ITAIliEHTIB 3 illIeMidyHOIO0

®¢ IIperapaToM OJOBTOTPUBAJIOI MIil, ITPOTEe TaKUM

XBOpo0Oo010 cepiisi. Xoua JlepkaHis
XBOPHUM i€} JIiKapChbKUH 3acib CIIig 3acToCOByBaTU 3 00epekHicTIo. [lesKi
OUTiOPOITiPUONHU PiTKO MOXKYThH ITPU3BOOUTHU [0 MPeKopaiambHOro 6010 abo
cTeHOKapmil. [ly>Ke pigKo y MaIliEHTiB 3 paHillle iCHyI040I0 CTEHOKapPOi€l0 MOXKIINBE
30iIbIIIeHHS YaCTOTU, TPHUBAJIOCTi ab0 TSAXKKOCTI IUX HamamiB. MoXKyTh Bil3Ha4YaTUCS

MMOOAWHOKI BUIIaOKU iHpapKTy MioKapha.
ITepumoHeaavHuli 0iani3

3acToCyBaHHS JIepKaHIOUIIIHY [IOB’A3YETHCS 3 PO3BUTKOM IOMYTHIHHA
IIepUTOHEaIbHOIO eKCyAaTy Yy Halli€HTiB Ha IIepuToHealbHOMY Aiani3i. [loMyTHiIHHS
00yMOBJIEHO MiIBUIIIEHOIO0 KOHIIEHTPAIlI€I0 TPUTJIIILIEPUAIB B €KCydaTi OuepeBUHU. X0o4ua
MeXaHi3M HeBimoMmui, 11ei e(pekKT Ma€ TeHIOEHITil0 3HUKaTH HeBOOB3i MiCJIs BimMiHU
JlepKaHigumniny. Bkazaauu eeKT CIifg B3ATHU 0 yBaru 3aljisd YHUKHEHHS BUNAKIB,
KOJIM TIOMYTHIHHS IEPUTOHEAJIbHOTO eKCyHaTy MOKe OyTH IIOMUJIKOBO TIPUUHSATO 3a
iHQeKUiMHMN TEePUTOHIT 3 ITOAAJIbIIIOI HETTOTPiIOHOIO rocmiTani3allielo Ta eMIIipUYHUM
BBEeOEHHSIM aHTHUOIOTHUKIB.

Jlakmosa

JlepkaHis ®

MICTUTE JIaKTO3Y. fAKIIO y MalieHTa BCTAHOBIIEHO HEIIEPEHOCUMICTh
OesIKUX ITyKPiB, MOMYy IOTPiOHO IMTPOKOHCYJILTYBATHUCS 3 JIiKapeM, MepIll HiXK IpuiMaTu

1el JTiKapChbKUM 3acio.
3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.

KniHiyHUM OOCBifg 3aCTOCYBaHHS JIEPKaHIAUIIIHY y IIePiof BariTHOCTI BiICYTHIMH.
[Mocnigu Ha TBapUHAaX He BUSIBUJIM TePATOTeHHOro e(PeKTy, aje BiH CIIOCTepiraBcs IIif
Yac 3aCTOCYBaHHS 1HIINX OUTIAPOIIPUOUHOBUX CIIOJIYK. He pekoMeHgoBaHO
3aCTOCOBYBaTH JIEPKAHIAUIIIH BariTHUM Ta XKIHKaM PENPOAYKTUBHOIO BiKy, SKIIIO BOHU
He 3aCTOCOBYIOTh €e(DeKTUBHY KOHTPALEIIIIil0.

TouyHO HEeBigOMO, YU MPOHUKAE NEePKaHiguITiH abo oro MeTabosiTH y rpyaHe MOJIOKO.
Tomy pU3UK 0I5 OUTUHU He MoxkKe OyTu BUKIIOUueHUM. He ciig 3acTocoByBaTH
JIEpKaHIAUIIIH i Yac roOgyBaHHs I'PYLOO0.

depmusibHiCMb

KriniuHi maHi 111040 BILJIMBY JIepKaHIAUNIHY Ha GepTUIbHICTD BiACyTHI. HasaBHI maHi
Ipo 000poTHI 6i0XiMiyHiI 3MiHU B I'OJIiBIli CIEpPMaTO3014iB, 110 MOXKYTh BIJIMHYTU Ha



MOZKJIMBICTD 3alTifHEHHS, V HAlli€eHTiB, SKi JTiKyBanucs 6JI0KaTopaMU KaJlbLiEBUX
KaHaJIiB. Y pa3i IOBTOPHOI'0 HEYCIIIIIHOTO 3allJIifHEeHH in vitro 1 3a BiACYTHOCTI IHIIINX
MMOSICHEHB MIOJI0 IILOT'O CJIiJl PO3TJISTHYTH 3aCTOCYBaHHS 0JIOKATOPiB KaJlbIliEBUX KaHalliB
SIK MO2KJIMBY IIPUYHUHY.

30amHicmb 8nausamu Ha weuodKicmb peakuii npu kepysaHHi asmompaHcnopmom abo
IHWUMU MexXaHi3Mamu.

BnnuB nepkaHigumiHy Ha 37aTHICTh KepyBaTHU TPAHCIOPTHUM 3aco6oM abo iHITUMU
MexXaHizMaMu He3HauyHUM. OgHaK HeOOXigHO B3SITH [0 YBaru MOXKJIUBICTh
3arraMoOpOYeHHs, Cl1a0KOCTi, MigBUIIIEHOI BTOMJIIOBAHOCTI, PillKO — COHJIMBOCTI.

Cmocid 3acTocyBaHHs Ta 03U

PekoMeHpOoBaHa A03a cTaHOBUTHL 10 Mr mepopanbHo 1 pa3 Ha moOy He MeHIlIe HiX 3a
15 xBunMH 00 IpUKXOMYy 1XKi. 3a/Ie’KHO Bif iIHOWBiAyaJIbHOl peakllil malfjieHTa Ha
JIIKyBaHHS 03y MOXHA HigBUIIUTU 00 20 MT.

[TinGip mo3u Mae OyTHU IMOCTYIIOBUM, OCKiJIbKM MaKCUMaJllbHA aHTUTINePTEeH3UBHA [is
PO3BUBAETHCSA IPOTATOM 2 TUXKHIB JIIKyBaHHS.

[MamieHTaM, TUCK SIKMX afileKBaTHO He KOHTPOJIIOETHCS MIPHU MOHOTEpaIrii
QHTUTINEPTEeH3UBHUMU ITpellapaTaMu, Moxe OyTHU 3allPOIIOHOBAHO [OOAaTH J'IepKaHiIo®
y CXeMHU JIiKyBaHHS 3 b-agpeHo6i0KaTopaMu (aT€HOJION), AiypeTUKaMu

(rimpoxmnopTia3um) abo inridiTopamu AII® (KanTtonpui abo eHaIaIlIpu).

OckinbKU KpHBa «go3a — epeKT» Mae€ IjaTo B IPpOMixkKy go3 20-30 mr,
MaJIOMMOBIPHO, 110 e(PEeKTUBHICTh IIpenaparTy 30iMbIIUTLCS IIPU 3aCTOCYBaHHI BUIIO1
003U, TOAi K PU3UK BUHUKHEHHS MO0iYHUX e(eKTiB MoxKe 30iIbIITUTUCS.

ITauieHmu AiMHBLO20 BIK).

3rigHo 3 maHMMHU (apPMaKOKIHETUYHHUX Ta KIIIHIYHUX OOCIIOXKeHb J'IepKaHifo® MOXKHa

3aCTOCOBYBATU XBOPHUM JIITHBOTO BiKy 0€3 cHellialbHOT0 KOPUTYBaHHS OO3U, aje
MMOYMHATH JIIKyBaHHS IalliEHTaM JIiTHBOTO BiKy HEOOXigHO IIif HaTJIsooM.

ITauieHmu 3 HUpko8ow abo nev4iHK0B80 HeOocmamHicmio.

XBOpPHUM 3 HUPKOBOIO a00 MEeYiHKOBOIO HEJOCTATHICTIO JIETKOTO Ta CEePEIHbOTO CTYIIEHS

® CJIiO MOYMHATHU IIig HaTJIsOooM. 3BUYaMHa

JIIKyBaHHS IpernapaToM JlepkaHis
pekoMeHaoBaHa go3a 10 Mr repeHOCUThCS NalliEHTaMU [UX IIIATPYII, K IIPaBUJio,

noOpe, migBuileHHs A03u 0o 20 Mr moTpebye 00epeKHOCTI.

Y nairienTiB 3 MeYiHKOBOIO HEOJOCTATHICTIO MOXKJINBE IIiNBUIIIEHH ST
AHTUTINEPTEeH3UBHOTO epeKTy IIperapary, 110 mMoTpedye KOpekKIiii mo3u.



[TpoTunokasaHe 3aCTOCYBaHHA JIEPKAHIOUIIIHY MalliEHTaM 3 TAXKKOI0 JUCPYHKITI€I0
MMEeYiHKHA Y¥ TAKKOI0 OJUCPYHKIIIEI0 HUPOK (KiTipeHC KpeaTuHiny < 30 MI1/xB),
BKJIIOYAIOUH MMalllEHTIB Ha reMomianisi.

Cnocib 3aCTOCyBaHHS.

HeoOxigHO B3ATU OO0 yBaru, Iio:

e 3aCTOCOBYBATH IIpenapaTt 60a*kKaHO BpaHIi, He MeHIIe HiX 3a 15 XBUJIUH A0
CHIJaHKY;
e I1e¥i JTiKapChKUM 3aciO He MOXKHa NPUHUMATH 3 TPEUINIPPYTOBUM COKOM.

Iimu.

Be3neuHicTh Ta epeKTUBHICTb 3aCTOCYBaHHS JTiKapChKOro 3aco0y miTsam (Bikom mgo 18
POKiB) He OOCIHIIOXKyBaIUCs, OaHl 1040 3aCTOCYBaHHS OiTSIM BiCYTHI.

Ilepeno3yBaHHA

[IpoTsiroM mepiony micasipeecTpaliiHOro 3aCTOCYBaHHSA ITOBIOOMIJISJIOCS IIPO AEesKi
BUIlagku nepepo3yBaHHs (Big 30-40 mr mo 800 Mr, y TomMy 4ucii cipoba cyiuuay).

CuMnToMu. 3a aHaJIOTi€0 3 IHIIMMU OUTIAPOIIIpUANHAMYU, IIPU IIepeno3yBaHHI
JIEPKaHIONIIHY CJIi O4iKyBaTH BUHMUKHEHHS HaAMipHOI mepudeprudHol Ba3oguaTallil i
SIBHOI apTepianbHOl rinoTeH3il Ta pediekTopHOol Taxikaphil. OgHaK Ipu Oy>Ke BUCOKHUX
no3ax nepudepuyHa CeIeKTUBHICTh MOKe OyTU BTpadeHa, 110 MOXKe CIPUYUHUTU
Opagukap[ito i HeraTuBHUY iHOTponHUY edekT. HaibinbIll momupeHi mobiyHi peaxirii,
MOB’sI3aHi 3 Mepego3yBaHHSIM, — Iie TillOTeH3isl, 3alaMOPOYEeHH S, TOJIOBHUM OiNlb Ta
ImocusieHe cepueOduTTs.

JIikyBauHs. [Tpu TSAXKKiM apTepianbHil rinoTeH3il He0OXimHO BXKUTU 3aX0[IiB aKTUBHOIL
KapOioBaCKyIspPHOI MiATPUMKH, BKJTIIOYAIO4YM PETEIbHUU MOHITOPUHT CEPIEBOI Ta
ouxanbHOl QYHKIIIM, HaJaHHS NaIlli€EHTY TOPU30HTAJIbHOT O ITOJIOXKEHHS 3 MiTHATUMU
HUZXKHIMU KiHIIIBKAMU, KOHTPOJIb PIOUHM, 110 MUPKYJIIOE, TA CEYOBUITYCKaHHSA. 3 OTJIALY
Ha IOA0BXKeHY (apMaKOIOTiyHy [ifo JIEpKaHIAUIIiHYy y pa3i mepego3yBaHHA €
HeoOXimHUM HarJIsAan 3a CTAHOM CEPLIEBO-CYAUHHOI CUCTEMM TaKUX MAlli€HTiB
IIOHAUMEHIlle IPoTAroM 24 roguH. 3 OrJIsIAY Ha BUCOKE 3B’sI3yBaHHS JIEPKAHIOUIIIHY 3
Oinkamu, miani3 moxke OyTu HeedeKTUBHUM. [lallieHTH 3 04iKyBaHOIO ITOMipHOIO abo
TSI2KKOIO iHTOKCHUKAIIi€I0 MaloTh OyYTH Mif HarJsiAoM B YMOBaX iHTEHCUBHOI Teparil.

ITo0iuni epexTH

3rigHo 3 JAaHUMU KIIIHIYHUX OOCIIiAXKEHb Ta IiCIapeecTpaliiHoro 3aCTOCyBaHH A
mobiuHi peakirii, SKi 3ycTpivanucs HaldacTiiie, — 11e nmepudepudHi HabpPsSIKH,



TrOJIOBHUM Oinb, MPUIMJINBYU, TaxXiKapAis i mocuneHe cepueOuTTs.

Y HuK4eHaBefeHil TabnuIli BKa3aHo mMoOiyHi peakiiii, ITpo sKi MOBigOMIISIIOCS ITim Yac

KJIiHIYHUX JOCTiAXKeHb Ta IIiCIsIpeeCTPallifiHOT0 3aCTOCYyBaHHS IIpenapaTry y KpaiHax

CBiTY Ta OJis SKuX OyB OOT'PYHTOBAHUM IIPUUYHMHHO-HACITIHKOBUY 3B’I30K i3
3acToCcyBaHHSM Ipemnapaty. [1o0iuHi peakilil HaBegeHO 3TigHO 3 Kjiacudikallieio
MedDRA [MeguuHu#i CIOBHUK AJIS PETYISATOPHOI OiSIIBHOCTi] Ta 4aCTOTOIO
BUHUKHEHHS: Oy2ke 9acTto (= 1/10), vacTto (= 1/100 mo < 1/10), HewacTo (= 1/1000 go
< 1/100), pigko (= 1/10000 go < 1/1000), opy=xe pigko (< 1/10000), HeBimoMo (He
Moxke OyTH BU3HA4UYEHO 3 HasABHOI iHdopMaliil). ¥ KoxKHil rpyni BigmOBiAHO 10 4YaCTOTH

BHHUKHEHHS pPeakliil 3a3Ha4eHO B ITOPSAAKY 3MEeHIIIeHHS IXHbOI CEPMO3HOCTI.

Cucremnu
oprasis 3a HeuacTto Pigko .
. ) YHacTto HeBimomo
Kiacudikailliero
MedDRA
3 60Ky iMmyHHOI MmigBHUIllEHa
CUCTEMHU Yy TJIUBICTH
3 60Ky HEPBOBOI [TOJIOBHUM COHJIUBICTB,
. 3amaMOpPOYEeHHS .

CUCTEMHU OB HEIIPUTOMHICTD

Taxikapmis,
3 60Ky cepiis IIoCHuJIeHe CTeHOKapmis

cepuedouTTs
3 60Ky CyOUHHOI ) )

IPUIIUBU rimoreH3sis
CUCTEMHU

, rimeptpodis sicen!
3 Goky OUCIeICis,
[IJTYHKOBO- HyRoTa, OJIIOBaHHA,
. " ; IIOMYTHIHHSA
KHUIIIKOBOT'O Girb y BepxHilt miapes
i IIEePUTOHEATBHOTO

TpakTy YaCTHHI XKHUBOTa

eKcy;[aTy1




3 OOKY IeYiHKHN ) )
ITiTBUINIEHHS PiBHS

Ta _

TpaHcaMiHa3

2KOBYOBHUBITHUX 1

. CUPOBATKU KPOBi
LIJISIX1B

3 OOKy IIKipu Ta BUCHIL,

. KpPONUB'STHKa |HaOpsK
il mpumaTKiB

cBepOix

3 60Ky OITOpPHO-
PyX0BO1
CUCTEMH, Mianrisa
CIIOJTY4YHO1
TKAaHMHU 1 KICTOK

3 OOKY HUPOK i
CE4YOBUBITHUX oJiypis IoJiakiypis
HUTAXIB

3aranbHi )
. |acTeHis,
MMOPYIIEHHSA Ta |HepudepuyHi | | )
L IigBUINleHA 0inb y rpymsax
peaxtii y micii  |HaOpsKu )

BTOMJIIOBAHICTh
BBeIeHHSA

M To6iami peaxiiii 3i CHOHTAaHHUX ITOBIOMIIEHD IIil YacC MiCIsIpeecTPalliiHoro
3aCTOCyBaHHS y KpalHax CBiTYy.

JlepkaHIOUIIIH He BILJIMBA€ HETaTUBHO Ha PiBEHBb ILIYKPY Y KPOBi Ta piBeHS JIMIfiB y
CHpPOBAaTIIi KPOBI.

Y nnaie0oKOHTPOIBOBAHUX KIIHIYHUX MOCIIIXKEeHHIX nepudepruyHi HabpsaKu
cranoBunu 0,9 % Ha ¢oHi npuioMy nepkaHigumniny y mo3i 10-20 mr ta 0,83 % npu
mputioMi niare6o. 11 wacTora mocsrana 2 % B 3arajbHil IMOMYJISIil JOCITiIXKeHHS,
BKJIIOYAlO4U¥ JOBrOTPUBAJI KITiHiYHi BUTIPOOYBaHHS.

3acToCyBaHHS OeAKUX OUTIOAPOMNIPUOUHIB MOXKe 1HOAI IPU3BOOUTH OO IIpeKapaiaIbHOI O
6010 abo cTeHOKapmil, y BUHATKOBUX BUIMAKaX y ITAIli€EHTIB 3i CTEHOKAPHi€I0 MOXKe
30iJILITUTUCS YaCTOTa, TPUBAJIICTh ab0 TAXKKICTh HallafiB, MOXKYTh Bil3HaYaTUCS
OKpeMi BuUIagku iHdpapKTy MioKapza.



TepMiH NpHIATHOCTI

2 POKH.

He 3acTocoByBaTu npenapar IIiCJig 3aKiHUYeHHsI TepMiHY IIPUOaTHOCTL, 3a3Ha4YE€HOI'0
Ha yIIaKOBIIi

VYMmoBHU 30epiranHs

He noTpebye ocobnuBux ymoB 30epiranHs. 30epiratu B OpUriHaabHiM YIIaKOBIII.
30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicIri.

YnakoBka

ITo 10 TabneTok y 6iicTepi. [To 3 abo 6 GmicTepiB y maytii.
KaTeropis Bignycky

3a peLienTomMm.

BupooHHK

AT «®apmak».

Micie3Haxo/dKeHHsI BHUPOOHHMKA Ta HOro aJpeca MiCIisi IpoBaJaXKeHHsI
IisITHLHOCTI.

Ykpaina, 04080, m. Kuis, Byn. Kupumisceka, 74.



