THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

JIEPKAHIA®

(LERCANIA)

Cknao:
ditoua pe4yosuHa: TepKaHiouIIiH;

1 TabneTka MiCTUTH TepKaHigumIiHy rigpoxmopuny 10 Mr, mo eKBiBaJIEHTHO JIepKaHiguminy 9,4 mr,
a0o nepkaHiguminy rigpoxnopugy 20 Mr, 110 eKBiBaJIeHTHO JiepKaHiguminy 18,8 wmr;

0ONOMIdCHI peuosuUHU: 1IeJII0JI03a MiKPOKPHUCTAIiYHa; JIaKT03a, MOHOTIIpaT; HATPilo
KPOXMAJIbIIIiKOIAT (THI A); TIOBiOH; KPeMHi0 TiOKCHM KOJIOIMHUY 0e3BOOHMIM; MarHiio cTeapar;

niBKoBa o0ojtoHKa Tabnetku 10 Mr: rimpomesnosa, Tutany miokcun (E 171), Makporo, Tanbk, 3ajisa
okcuyp xoBtuii (E 172);

miBKOBa 00010HKa TabmeTku 20 Mr: rimpoMesio3a tutany miokcup (E 171), Makporosn, Taek,
3aniza okcup yepBouui (E 172).

JIikapcbKka ¢popma. TabmeTKy, BKPUTI ITIBKOBOIO 000JI0HKOIO.
OcHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

tabneTka 10 Mr: TabmeTKu Kpyrioi ¢opMHU 3 IBOOIMYKJIOI ITOBEPXHEI0, BKPUTI IJTiBKOBOIO 000JI0HKOIO
Bifl CBITJIO-2KOBTOI'0 10 2KOBTOI'0 KOJILOPY;

tabnetka 20 Mr: TabneTKu Kpyrioi ¢GopMu 3 IBOOIYKIIOK IIOBEPXHE0, BKPHUTI IIJTiIBKOBOIO 000JIOHKOIO
BiJl PO2KEBOTO [I0 TEMHO-POKEBOT0 KOJILOPY.

dapmakoTepaneBTHUYHA rpyna. CeleKTHBHI aHTArOHICTU KaJbIli0 3 TIepeBakKHOIO [Ii€l0 Ha CYOUHU.
[Moxigni puripponipuguny. Kog ATX CO8C A13.

dPapmako102iuHi e1acmusocmi.
dapmakoOuHamika.

JlepKaHIiguIiH — Ile @HTArOHICT KaJbI[il0 UTiOPONipuANHOBOL rpynu. [Hribye TpaHCMeMOpaHHUN
IIOTIK KaJIblil0 BCepeouHy KapaioMiOIUTIB Ta IriIafkoM g30BUX KIIITUH CyauH. MexaHi3M



AQHTUTINIePTEH3UBHOI il NTepKaHIIUIIiHY 3yMOBIIEHUY MIPSIMUM pelaKCalliilHUM BIIJIMBOM Ha T'JIafKi
M’SI31 CYOUWH, 3a PaXyHOK YOTO 3MEHIIYEThCS 3aralbHUM CYOUHHUY ITepudepuyHuil omip.
He3sBaxkarwuy Ha KOPOTKHUM IIepiof HaliBBUBEOEHHS 3 MJ1a3MHU KPOBI, JIEPKaHIAUIIIH YUHUTD
IIPOJIOHTOBaHY aHTUTINEPTEH3UBHY [Iil0 3a PaXyHOK BUCOKOTO KoedilieHTa MeMOpPaHHOT'0 PO3IOIiNy.
3aBASKY BUCOKIiM CyOUHHIN CelIeKTUBHOCTI IIpelapaT He YNHUThL HeTaTUBHOI iHOTPoOMHOi Ail. 'ocTpa
apTepianbHa rinoTeH3id 3 pedIeKTOPHOIO TaXikapAiceio BUHUKAE PiAKO 3aBOIKU IIOCTYIIOBOMY
PO3BUTKY Ba30oAwIaTalil Ipy NpUUoMi JepKaHIiguIiHy.

4K i B iHIIMX acCUMeTPUYHUX 1,4-AUTiIPONipUANHIB, aHTUTIIePTEH3UBHA aKTUBHICTh JIEPKaHIIUIIIHY B
OCHOBHOMY 06yMOBJIEHA MOTO S-€eHAaHTiIOMEPOM.

Kniniyna epekTHUBHICTH i 0€3MeYHICTh 3aCTOCYBaHHS JiepKaHifguminy y go3i 10-20 Mr oguH pa3 Ha
no6y Oynu BUBYEHi B IIOABIHHO CrinmoMy miane60KOHTPOIbOBAaHOMY KITiHIYHOMY HOCTiXKeHHi (B
skoMy 1200 mamieHTiB oTpuMyBasu nepKaHigumid, 603 malieHTH OTPUMYBaIH I1ale60) Ta B aKTUBHO
KOHTPOJILOBAHUX i B HEKOHTPOJILOBAHUX NOBrOTPUBAJIAX KITIHIYHUX JOCIIAKEHHIX 3 3arajlbHO0
KinbKicTio 3676 Mali€eHTiB 3 TiepTeH3i€lo.

o 6inmbIocTi gocmigKeHs OyIu 3alydyeHi MallieHTH 3 eCeHIlialbHOIO TilepTeH3ielo 1erkoro abo
IIOMIpPHOT'0 CTYIEHS TSIKKOCTI (BKJTI0Yal04M Ialli€HTiB JIITHHOTO BiKYy Ta XBOPUX Ha I[yKPOBUH fiabeT),
SIKi OTpUMYBaJIu JepKaHIgUIIiH 9K MOHOTepariio abo y kombiHarii 3 iHribiTopamu
aHTi0TeH3UWHIIEPETBOPIOBAILHOTO hepMeHTy (ATID), miypeTukamu uu OeTa-0110KaTOpaMU.

I[TomaTKOBO [0 KITiHIYHUX JOCIiAXKeHb, TPOBEIeHUX A/ MiATBEPAXKEHHS TepalleBTUYHUX IM0Ka3aHb,
Iofabllle HEBEJIMKEe HEKOHTPOJIbOBaHe, ajle PaHOMi30BaHe [OCHiAXKeHHS IpenapaTy 3a y4acTio
NallieHTIB 3 TSAXKKOI0 apTepianbHOIO TillepTeH3i€lo (CepefHe + cTaHOapTHE BiOXUIEHHS PiBHA
[iaCTOJIiYHOT0 apTepianbHOro TUCKY 114,5 + 3,7 MM pT. CT.) IPOAEMOHCTPYBAJIO HOpMaJTi3allito
apTepianbHOro TUCKY Y 40 % 3 25 maIfieHTiB, SKi NpuiiMany JepKaHigumid y po3i 20 mr 1 pa3 Ha
no0y, Ta'y 56 % 3 25 maillieHTiB, fKi mpuiiMany nepKaHigumnid y go3si 10 Mr 2 pa3u Ha go0y. Y
MIOMIBIMIHO CIIIITOMY paHOOMi30BaHOMY IIIalle00KOHTPOILOBAHOMY HOCITIIXKEHH] y MaIlieHTiB 3
i30JIbOBAHOI0 CHCTOJIIYHOIO TiepTEeH3I€I0 IePKaHIiAUIiH e()eKTUBHO 3HNKYBaB CUCTOJIIYHUN
apTepianbHUM THCK i3 CEPETHBOT0 II0YAaTKOBOI0 3Ha4YeHHA 172,6 £ 5,6 MM pPT. CT. 10

140,2 = 8,7 MM pPT. CT.

Kniniyni gocnifxKeHHS y OUTSAYiN MONYJAIil HEe IPOBOOUINCS.

dapmakokiHemuxka.

AGcopbiris

JlepKaHIAUIIiH ITOBHICTI0O BCMOKTYETHCS ITiCIId ITEPOpabHOro npuiomy y go3si 10-20 Mr, MmakCcuMaJsbHi
KOHIIeHTpallil y mia3mi Kposi 3,30 ur/mn = 2,09 c.B. Ta 7,66 Hr/™M1 + 5,90 c.B. BigmoBigHO
peecTpyloThcsa Tpubnu3Ho yepes 1,5-3 rogunum.

IIBa eHaHTiOMEPH NEPKaHITUIIiHY IeMOHCTPYIOTh ofiOHMUM nTpodink piBHIB y ma3Mi KpoBi: yac
MOCATHEHHST MaKCUMaJIbHOI KOHIIEHTpallil y IJla3Mi KpOBi Takuil caMuii, MaKCMMaJibHa KOHILIeHTpallis
Ta moka3HuK AUC B cepemHboMy B 1,2 pa3a BUllli AJI S-eHaHTiOMepa, a Iepiof HamiBBUBEOEHHS OBOX
€HaHTIOMeDIB, 10 CyTi, OHHaKOBUY. B3aeMonepeTBOPEeHHSI €HAHTIOMEDIB in Vivo He BigMidasocCs.

BHacnimok BuCoKOro Metaboni3aMy Ipu epBUHHOMY ITPOXOMIXKEHHI yepes MmeviHKy a0CoMoTHA
0iomoCTyIHICTE NepPKaHIgUIiHy, MPUHHSATOrO MAI[iEHTOM IIePOPAIBHO MiCIs I, CTAHOBUTH
npu6nu3no 10 %, Xoya BOHA 3MEHIITyBaJlacs [0 ¥s bOro 3HAaYEHHSI, SKIIO ITperapaT 3aCTOCOBYBaIH
300pOBi MOOPOBOJIBIN HaTIIE. SAKIO MpemnapaT IPUMMaTH He Mi3Hille HiX yepe3 2 TOTUHMU IIiCIIs



BXKMBAHHS AyXKe XKUPHOI 1XKi, 10r0 6i0f0CTyNHICTE 36imbIyeThea ¥ 4 pa3u. ToMy JTepKaHigUIiH CIlif
IpUUMATH [0 BXKUBaHHS 1Xi.

Po3nonin

Poamnopin 3 nna3Mu KpoBi Yy TKAHUHU Ta OPTraHU € MIBUAKUM i IKUPOKUM. CTYIiHb 3B'A3yBaHHSA
JepKaHiguminy 3 6inkaMu cupoBaTKu nepeBuiye 98 %. Ockinbky piBeHb GinKa y m1a3mi KpoBi
3MEHILEeHNH y Malli€eHTiB i3 TAXKKUMU MOPYIIeHHIMY QYHKIIII HUPOK Ta MeYiHKH, BibHa Qpakiis
npernapaTty Moxe 30i/IbIIyBaTUCS.

BioTpaHcdopmarris

JlepKaHigumiH eKCTeHCHBHO MeTabomi3yeThes i3odpepmenToMm CYP3A4, He3MiHeHUI Ipenapar y cedi
YM KaJli He BUSBJISETHCS. BiH MepeTBOPIOETHCS MTepeBakHO Y HeakKTUBHI MeTabomitu, mpubmusuo 50 %
IPUUHATOL JO3U BUBOLUTHCS 3 CEUEIO.

ExcnepumenTH in vitro 3 MIOOCHKUMU MIKPOCOMaMU II€YiHKY CBifUYaTh, 10 JIEPKAHIOUIIIH Jelo
npursiyye CYP3A4 ta CYP2D6 nipu KoHIleHTpaligx, BianoBigHo y 160 i 40 pa3iB BUIIKX, HiX KOT0
MaKCuMaJibHa KOHILIEHTpallisl y IIJla3Mi KPOBi, SIKa AOCATAEThCS micasa npurioMy po3u 20 mr. Kpim
IIbOT0, MOCITiMI?KEeHHS JTiKapChKOi B3a€MO{il ¥ JIIofiel MPOIeMOHCTPYBAJIH, 110 JIepKaHIgUIIiH y 1a3Mi
KPOBi He 3MiHIO€E piBeHb Mifa3oaMy, TUoBoro cyoctpaty CYP3A4, a6o MeTOIpPOIIony, TUTIOBOTO
cyoctpaTty CYP2D6. TakuM YMHOM, IIPU 3aCTOCYBaHHI JIePKaHIgUIIHY Y TepaneBTUYHUX 03aX He
ouikyeThcs GioTpaHchopMatiii mpemaparis, 1o MetabonisyiTscst CYP3A4 a6o CYP2D6.

BusBegeHHsa

EnimiHaliis mpoxomuTh B OCHOBHOMY IIIsixoM GioTpaHcdopMarii. CepenHiit TepMiHanbHUM epiof
HalliBBUBEJeHHS CTaHOBUTEL 8-10 romuH, a TepaneBTUYHA Oisd TpUBA€ 24 TOOWHU BHACIIIOK BUCOKOTO
CTyTIeHs 3B’A3yBaHHS JIePKaHIAUIIHY 3 JinigaMy KIiTUHHUX MeMOpaH. [Ipu OBTOpHOMY
3aCTOCYBaHHI KyMyJILis He CIIOCTepiraaach.

JIiHIMHICTH/HENiHINHICTD

[Ipu nepopaibHOMY 3aCTOCYBaHHI JIEPKaHIOUIIIHY UOr'0 KOHLIEHTpAllisl ¥ [IJIa3Mi KPOBI He € IIPSAMO
IIPOTIOPIIMHOIO [0 MPUUHATOI 03U (HemiHiliHa KiHeTuka). [Ticina npuiiomy 10 mr, 20 mr i 40 mr
MaKCHMaJlbHi KOHIIEHTpallil y I1a3Mi KPOBi, IKi CIIOCTepiranucs, Manu CliBBigHomeHHS 1:3:8, a
TIJIONII Tifi KpMBMMHU 3aJIe3KHOCTi KOHIIEHTpallii y Myia3Mi KpoBi Bif 4acy Manu criBBigHOmeHHS 1:4:18,
110 BKa3ye Ha IIOCTYIIOBe HaCHUyeHHs MeTab0/i3My IIpy eplIoMy IPOX0oaKeHHi. TakKuM 4YUHOM,
OiomoCTymHICTE NepPKaHiguIiHy 30iIbIIyETHCS 3 MABUIIEHHSIM J03H.

OKpeMi rpymy Nali€eHTiB

Byno nokasano, mo (¢hapMaKoKiHeTHKa JIePKaHIOUIIHY y Halli€HTiB JIITHBOTO BIiKYy Ta y Ialli€HTIB 3
nucyHKIiel0 HUPOK abo meviHky c1abKoTo 4 CEPeNHbOT0 CTYIEHS TAXKKOCTI CX0XKa Ha Taky, 110
CIIOCTEPIraeThCsl y 3arasbHill IPYIIi MallieHTiB. Y XBOPHUX i3 TIKKHAM CTyIeHeM AUChYHKIIii HUPOK abo
y miasnizo3ajiekKHUX XBOPUX KOHIIEHTPallil TikapchKoro 3aco0y Oy OifibI BUCOKUMHU (IPUOIU3HO

70 %). YV xBopux i3 cepengHiM ab0 TSXKKUM CTylleHEM NOPYyLIeHHS QYHKII Ie4iHKU CUCTEMHA
6iomocTymHICTE NepKaHigumiHy, iMoBipHO, 30iNMbIIYETHCS, OCKINMBKY BiH METa00I1i3yETHCS TOJIOBHUM
YWHOM Y IIeyYiHIi.



Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

EceHIlianbHa rinepTeH3is 1erkoro abo MoMipHOTO CTYIIeHS TSKKOCTI.

IIpomunoka3aHHs.

- TlipgBuilleHa YYTNIUBICTH [0 JNIepKaHigumIiHy abo [0 6ymb-sIKOro KOMIOHEHTA JTiKapChKOro 3aco0y.
- O6CTpyKIisi BUBIHOTO Biffily /1iBOTO IITyHOUKA.

- HernikoBaHa 3acTiliHa ceplieBa HeOCTaTHICTE.

- HecrabinbHa cTeHOKapHisa 4u HellogaBHiu (mpoTsaroM 1 micsist) iHpapkT MioKappa.

- Tsaxka nediHKoBa HEJOCTATHICTB.

- TsXKKa HUPKOBa He[OCTaTHICTh (KIipeHC KpeaTuHiHy < 30 MJI/XB), BKJIIOUAlO4M ITAlli€HTIiB
Ha reMofiami3i.

- OpHouacHe 3aCTOCYBaHHA 3 MOTyXKHKUMM iHTi6iTopamu CYP3A4, IUKIIOCIIOPHHOM,
rpeunpyToM 4Yu IPEeUNnPpPyTOBUM COKOM.

B3aemodia 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

Hpomunoxasal-lo 00HOYdCHe 3dCMOCYBAHHA

IHz2i6imopu CYP3A4

JlepkaHigumin MeTa0oi3yeThes mif mieio pepmerty CYP3A4, ToMy iHTiOiTOpY Ta iHOYKTOPH IIHOTO
bepMeHTy, SKi MpUAMaTh OJHOYACHO 3 JIePKaHigUIiHOM, MOXYTh BIUIMBATH Ha MeTabos1i3M Ta
BUBEJEHH JlepKaHiguniny. [JocmigkeHHs B3a€MOil TepKaHiguniny 3 noTyxHuM inribiropom CYP3A4
KeTOKOHA30JI0M IIPOIeMOHCTPYBa/IN 3Ha4YHe MiABUIIEHHS PiBHA JepKaHiAUIiHY y m1a3Mi Kposi (15-
KpaTHe migBuineHHs mokasHuka AUC Ta 8-KpaTHe MigBUIIeHHS MaKCHMaIbHOI KOHIIEHTpAIlil
eyToMepa S-IepKaHifuMiny).

Cnip yHMKaATH OHOYACHOT'0 3aCTOCYBaHHS JiepKaHiguminy 3 iuribitopamu CYP3A4 (KeTOKOHA30710M,
iTPaKOHa30JI0M, pUTOHABIPOM, €PUTPOMIIIIHOM, TPOJIE€aHOOMIIIMHOM, KJITADUTPOMIIIUHOM).

LukaocnopuH

[Tpu ogHOYACHOMY 3aCTOCYBaHHI IepKaHiAUIIHY i IUKIOCIIOPUHY MigBUIIYETHCS PiBeHbL 000X
PEUYOBHH Y I1a3Mi KpoBi. [JoCIifiKeHHS 3a y4acTiO MOJIOAXX 3J0POBHX JOOPOBOJIBIIB II0Ka3aJlo, 0
3aCTOCYBaHHS LIUKJIOCIIOPUHY Yyepe3 3 TOOUHMU IIiC/isa NPUMOMY JIePKaHIgUIIiHY He 3MiHI0BAJIO PiBeHb
NepKaHifuminy y m1a3Mi KpoBi, BogHOoYac nmoka3Huk AUC mukiocnopuHy 36inbpiryBaBcs Ha 27 %.
OnHak ofHOYaCHe 3aCTOCYBaHHS JIEPKAHIOUIIIHY I HUKJIOCIIOPUHY IPU3BOAUTH OO 3-KPATHOIO
30inbINIeHHS PiBHA JepKaHiguIiHy y m1a3Mi KpoBi Ta 30inbineHHs nokasHuka AUC IIUKIOCIIOPUHY Ha
21 %.



LI¥KIOCTIOPUH i JIepKaHIgUIIiH He CIIiT 3aCTOCOBYBATU Pa30M.
I'petingppym uu epeungpymosul cik

4K i B iHmux gurigpomnipuauHiB, MeTab01i3M TepKaHigUIiHy YIOBIIbHIOETHCS Mif] BIIJTUBOM COKY
rpeundpyTa 3 MofanbIIkM MigBUALIIEHHSIM CUCTEMHOI JOCTYIHOCTI JIePKaHIAXIIIHY Ta MigCUIEHHIM
rimoTeH3uBHOI Oil. He cmipg mpuiiMaTy OMHOYACHO JIEPKAHIOUITIH i TPeUnpyT uu rperundpyToBui Cik.

He pexomeH008aHO 00HOYACHE 3ACMOCYBAHHA

Inoykmopu CYP3A4

Heo06xigHo 3 00epeKHICTI0 3aCTOCOBYBATH JIePKaHIOUIIiH OMHOYaCHO 3 ingykTopamu CYP3A4, TakuMu
K IPOTUCYIOMHI 3acobu (beHiToiH, heHobapOiTan, KapOaMasemnin) Ta pudbaMITilIuHOM Yepes
MOXKJIMBE 3HUKEHHS aHTUTIEePTEeH3UBHOI il IepKaHiguIiny. Y X BUIajfKaXx PeKOMeHI0BaHO
YaCTIIUU KOHTPOJIb apTepiaibHOTO TUCKY.

AKo2010b

Crip yHUKaTH BXKUBaHHS aJIKOTOJII0 Yepe3 MOXKJ/IMBe IOTEHIII0BAaHHS Ba30qUIaTalliitHOTO e(PEKTY
AHTUTIePTEeH3UBHUX JIIKaPChKUX 3aC00iB.

B3aemodii, sxi nompebyomb Kopekuii 0o3u

Cybcmpamu CYP3A4

Cnig 6yt 06epexXHUM IIPU ONHOYACHOMY 3aCTOCYBaHHI TIepKaHiguminy 3 iHmuMu cyocTpaTaMu
CYP3A4, Takumu 5K TepdeHaguH, aCTeMi30J1, 3 aHTHapuTMiyHuMU 3acobamu 111 kyacy, TakuMu siK
aMioJapoH, KBiHIOWH, COTAION.

Miodasonam

[Tpu omHOYacHOMY 3acToCcyBaHHi 20 MI lepKaHigumniny i Mifazonamy y 4oOpOBOJIBIIB JIiTHBOTO BiKY
abcopOiris nepKaHiguminy migBuimyBanack (mpubnau3no Ha 40 %), a mBUAKiCTb abcopOIril
3HMXKYBanacs (t,,, mogoBxkyBanach 3 1,75 go 3 roguH). KoHIleHTpalLis Mifa30/1aMy He 3MiHIOBaIach.

Memonpoaon

OpHOYacHe 3aCTOCYBaHHS JIEPKAHITUIIIHY 3 METOIIPOJIONIOM — b-6710KaTOpPOM, STKUM BUBOTUTHCS
IepeBaxkKHO Yyepe3 MediHKy, — He 3MiHioe 0i0JOCTYIIHICTh METOIIPOJIONY, aje MPU3BOAUTH [0
3MeHIIeHHSs 0i0goCTYIHOCTI nepKaHiguminy Ha 50 %. Llel eeKT MOXKIIMBUM BHACTIOOK 3MEHIIEHHS
Ie4iHKOBOrO KPOBOTOKY, II[0 CIIPUYHKHSIETLCS b-07I0KaTOpaMu, TOMY MOXKe BUHUKATH Y pPa3i
3aCTOCYBaHHS 3 iHIIMMMU IIpenapaTaMu Iiel rpynu. OTxKe, TepKaHiOuIliH MOXKHa
3aCTOCOBYBaTH 3 b-ampeHo610KaTOpaMHu, aje Ipu LbOMY MOXKe OyTH MOTpiOHe KOPUTYBaHHS JO3H.

Huz2oKkcuH

[Tpu ogHOYacHOMY 3acTocyBaHHI 20 MT JIepKaHiAUMIIHY NallieHTaM, SKi MOCTiMHO MPUKUMAaIOTh b-



MEeTUJITUTOKCUH, He OyJI0 BUSIBIIEHO NOKa3iB (papMaKoKiHeTHYHOI B3aeMopil. [IpoTe crocTepiranocs
nigsuiienHss C,,, JUTOKCUHY B cepenHboMy Ha 33 %, Toxl aK noka3HUK AUC i HUPKOBUY KJTIpEHC
3HAYHO He 3MiHIOBanuCh. CTaH Malli€HTiB, SKUM OJHOYACHO IIpU3HAYEHUM OUTOKCHH, CJIill PEeTEeIbHO
KOHTPOJTIOBATH II0J0 O3HAK iHTOKCHUKAIIil IUTOKCUHOM.

O0HoYacHe 3acmMOoCYB8AHHA 3 IHWUMU AiKAPCbKUMU 3dcobamu
@ 1yoKCemuH

BuB4yeHHS B3a€EMO[Iii TPX OHOYACHOMY 3aCTOCYBaHHi 3 ¢iyokceTrHOM (iHribiTopom CYP2D6 i
CYP3A4) y no6poBobIiiB BikoM 65 + 7 pokiB (cepefHii *+ C.B.) He BUSBUJIO KJTiHIYHO 3HAYYIIO] 3MiHH
(hapMakKOKiHETUKY JIePKaHIOUIIiHY.

IHumemuodun

OpHovacHUM MpuiioM HUMeTUAUHY y 1031 800 Mr Ha no0y He CIPUYUHSE 3HAUHUX 3MiH KOHIIeHTpaIlil
JIepKaHigUIiHY Y IJ1a3Mi KpoBi, ane ciif 0yTu 06epekHUM IIPU 3aCTOCYyBaHHi OibIll BUCOKUX 03
yepe3 MOXKJIUBICTh 30inbIneHHS OI0MOCTYIIHOCTI i aHTUTINEePTEH3UBHOT0 e(eKTy JTepKaHiIUIiHY.

CumsacmamuH

Komnu nepkanigunid y 1o3i 20 Mr ogHO4YacHO 3acToCcoByBaiu 3 40 Mr cuMBacTaTuHy, noka3Huk AUC
JIepKaHigUIiHy iCTOTHO He 3MiHIOBaBCS, TOMi IK mokasHuK AUC cuMBacTaTHHY 36ibIIyBaBcs Ha 56 %
i 1e#t XKe TMOKa3HUK MOT0 aKTUBHOTO MeTabomiTy b-rimpokcukucnotd — Ha 28 %. MamoiMOBipHO, 1110
TaKi 3MiHM MalOTh KJTliHiuHe 3HaueHHS. He o4iKyeThCsT B3a€EMOil MiX MMM IIpernapaTamMu, SKIIo
JIepKaHIOUIiH IPUUMaTH 3paHKy, @ CUMBaCTaTUH — yBedepi, IK BKa3aHO IJIs [IbOr0 Ipenapary.

Liypemuxu ma iHeibimopu AII®

JlepKaHigumiH MOXKHa 3aCTOCOBYBaTH OOHOYACHO 3 [liypeTuKaMu Ta iHribiTopaMu
aHTi0TEH3WHIIEPETBOPIOBAILHOTO (DEPMEHTY.

THwi nikapcvki 3acobu, siKi enauearomev Ha apmepianbHUll Muck

fK 1 Ipy 3aCTOCYBaHHI BCIX aHTUTINIEPTEH3UBHUX [IPerapaTis, MOXKIIUBE IIOCUJIEHHS IIIOTEH3UBHOTO
eekTy mpu 0OMHOYACHOMY 3aCTOCYBaHHI JIepKaHIOUMiHY 3 iHITUMU JIiIKapCbKUMU 3aco0aMu, IKi
BIUIMBAIOTh Ha apTepiaTbHUM TUCK, TAKUX K A-0JI0KQTOPH [AJIT CUMIITOMATUYHOTO JTiKyBaHHS
3aXBOpIOBaHb CEYOBOr0 MiXypa, TPULUKIIIYHI aHTUAENIPECAHTH, HEUPOJIEIITUKH.

HaBmaku, MoXke CIIOCTepiraTucst 3HUKEHHS TiMOTEH3UBHOTO e(PeKTy IIPKA OMHOYAaCHOMY 3aCTOCYBaHHI
3 KOPTUKOCTEPOITaMU.

Oco06.1ueocmi 3acmocyeaHHs1.
CuHOpom caabkocmi cuHycoso20 8y3.1a

JlepKaHiguIiH CJIif 3aCTOCOBYBATH 3 00€PEeXKHICTIO MallieHTaM i3 CHHIPOMOM CJIa0KOCTi CHHYCOBOTO
By3Ja (0e3 iMIIJTaHTOBAHOTO KapAiOCTUMYIISITOPA).

[uceyHkuia nieo20 wayHo4YKa cepys

Xo4ya reMOIMHAMiYHO KOHTPOJIOBAHI JOCTIIXKeHHS He BUSBUIIM MOTiPIIeHHS MITYHOYKOBOI QYHKIIiI, 3



00epexXHICTIO IPU3HAYATH IIPHU AUCOYHKIIII JIBOTO IITYHOYKA CEPIIs.
TwemiuHa xeopoba cepuys

Bymno BUCIOBIEHO IPUMYIIEHHS, 110 AesKi AUTiAPOMipUANHN KOPOTKOI [Iil MOXYTh OyTH IIOB’s13aHi 3
IiABUIIEHNM CepLieBO-CYOUHHUM PHU3UKOM y NallieHTiB 3 illleMiuHOI0 XBOPo0oio cepis. Xoda
JlepkaHisi® € mpemnapaToM JOBrOTPHBaoi fiil, IPOTe TAaKUM XBOPHUM Lieii JTiKapChKuil 3acif ciif
3aCTOCOBYBaTH 3 006epexHicTio. [lesdKi AUTigponipuanHu PiIKO MOXKYTh IPU3BOAUTH [0
npexkopmianbHoro 6osio abo creHokapmii. [IyxKe pigko y MallieHTiB 3 paHille iCHYI049010 CTeHOKapIieto
MOXKJIMBe 30ilbIIeHHS YaCTOTH, TPUBAJIOCTI ab0 TSIKKOCTI ITUX HamamiB. MoXyTh Bifl3Ha4aTHUCS
IIOOJMHOKI BUNAgKY iH(PapKTy MioKapaa.

ITepumoHeanvHul Oiani3

3aCTOCYyBaHH JIePKaHIAUIIHY 0B’ A3YE€THCA 3 PO3BUTKOM IIOMYTHIHHSA IEPUTOHEAJIBHOT0 €KCYy[aTy y
TalliEHTiB Ha ITepUTOHeaIbHOMY Aiasisi. [loMyTHiHHS 00yMOBIEHO MiIBUILIEHOI0 KOHIIEHTPALli€l0
TPUTJILIEPUAIB B €KCYHaTi OuepeBUHU. X04a MeXaHi3M HEeBiOMUY, el e(peKT Ma€ TeHEHI[II0
3HMKATU HEBOB3i Mic/g BigMiHM nepKaHiguniny. Bkazanuii eekT Ciiif B3ITH OO yBaru 3ajis
VHUKHEHHS BUIQMIKiB, KOJIM TOMYTHIHHS IEPUTOHEAIbHOT0 eKCyIaTy Moxke OyTH IIOMHUIIKOBO
IPUMHSATO 3a iHPEKUiNHUY MEePUTOHIT 3 MOJAJIBIIOI HeMOTPiOHO0 rocmiTani3alielo Ta eMIipuYHUM
BBEOEHHIM aHTUOIOTUKIB.

Jlakmo3sa

JlepkaHis® MiCTHUTE JIaKTO3Y. fKIIO y naljieHTa BCTaHOBJIEHO HEIIEPEeHOCUMICTD JeIKUX
IIYKpPiB, 1OMYy IIOTPiOHO MTPOKOHCYIbTYBATHUCS 3 JIiKapeM, IepIl HiXK ITpuiMaTy 1ei
nmikapchbKuUM 3acio.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

KriHiyHUY 0OCBiA 3aCTOCYBaHHS JIePKaHIOUIIIHY y IIepiof BariTHOCTI BiACYTHIN. [locigy Ha TBapuHaxX
He BUSBUIIM TEPATOTEHHOT0 e(eKTy, aje BiH CIIOCTepiraBcs IMif 4ac 3aCTOCYBaHHS iHIIUX
OUTIOPOIIpUANHOBUX CIIONIYK. He peKoMeH0BaHO 3aCTOCOBYBATH JIEPKaHIOUIIIH BariTHUM Ta XKiHKaM
PENPOAYKTUBHOIO BiKY, SKIIIO BOHU HE 3aCTOCOBYIOTh €(DEeKTHBHY KOHTpPAIEMLi0.

TouyHO HEeBimOMO, UM IIPOHUKAE JIepKaHigumIiH abo oro MeTaboJIiTH y TPyAHE MOJIOKO. TOMY PU3UK
IJIsT OUTUHY He MoxKe OyTu BUKII0YeHu. He cif 3acTocoByBaTu JIepKaHIAUIIIH IIifl Yac TOAyBaHHS

TPYALIO.
depmuabHicmb

Kniniyni mani mopmo BIOIKUBY NepKaHigumiHy Ha GepTUIbHiCTh BigcyTHi. HasBHi maHi mpo 060poTHi
GioxiMiuHi 3MiHU B T'OJTiBIIi CIIEPMATO30iIfiB, III0 MOXKYTh BIUIMHYTHA Ha MOXKJIUBICTh 3aIlJiTHEHHS, Y
TallieHTiB, SKi JTiKyBanucs 6I0KaTopaMH KaslblieBUX KaHAaJIiB. Y pa3i HOBTOPHOTO HEYCHIITHOTO
3amIifHEeHHS in vitro i 3a BiCYTHOCTI IHIINX MOSICHEHb 1IOA0 LBOT0 CIIi PO3IJISHYTU 3aCTOCYBaHHS
6710KaTOPiB KaJbI[iEBUX KaHaMiB SIK MOXKJIUBY IPUYUHY.

30amuicmb eniueamu Ha weudKicmb peakuii npu kepysaHHi asmompaHcnopmom abo iHwumu
MexdaHismamu.



BnnuB nepKaHigUIiHY Ha 30AaTHICTh KePYyBaTH TPAHCIOPTHUM 3aco60M abo iHIMMMU MexaHi3MaMu
He3HayHuU. OmHAK HeoOXigHO B3SITH 0 YBAaru MOXKJIMBICTh 3allaMOPOYEHHS, CJ1a0KOCTi, MigBUIIEHOI
BTOMJIIOBAHOCTI, PiAKO — COHJIUBOCTI.

Cnoci6 3acmocyeaHHss ma do3u.

PekoMeHpoBaHa no3a cTaHOBUThL 10 Mr nmepopasnbHo 1 pa3 Ha moby He MeHIle HiX 3a 15 XBUIUH [0
IPUIOMY 1XKi. 3a/eKHo Bif iHOWBIAyalbHOL Peakllil malieHTa Ha JIIKyBaHHS N03y MOXHA NiABUIIUTH
oo 20 mr.

[TinGip mo3u Mae OyTH MOCTYIOBUM, OCKiJIbKM MaKCHUMaJlbHa aHTUTIIePTEH3UBHA il PO3BUBAETHCS
IIPOTATOM 2 TUXKHIB JIIKYBaHHS.

[TamieHTaM, TUCK SIKUX aJ€eKBaTHO He KOHTPOJIIOETLCS IIPXM MOHOTEPaIllil aHTUTiIepTEH3UBHUMHU
npenapaTaMy, Moxe OyTH 3aIpOIOHOBAHO [AofaTH JlepKaHilo® y CXeMu JiKyBaHHS 3 b-
agpeHob6I0KaToOpaMu (aTeHOJION), fiypeTuKaMmu (rimpoxnopria3up) abo inribitopamu AII®
(kanTompui abo eHamanpuI).

OckinbKY KpuBa «Ho3a — e(eKT» Mae I1aTo B MPOMixKy 003 20-30 Mr, MamoiMOBIpHO, 1110
e(peKTUBHICTD IpenapaTty 30iMbIIUTHCS IPYU 3aCTOCYBaHHI BUIIOI AO3H, TOMI SK PU3UK BUHUKHEHHS
n00iYHUX e(eKTiB MOXKe 30iTbIIUTHUCS.

ITayieHmu AiMHbO20 BIK).

3rigHo 3 maHuMM (HapMaKOKIHEeTHUYHHUX Ta KITiHIYHUX JOCIiIXeHb J'IepKaHiIo® MOXKHa 3aCTOCOBYBaTH
XBOPHUM JIITHLOTO BiKy 6e3 crelialbHOr0 KOPUTyBaHHS NO3H, ajie IOUNHATH JIiKyBaHHSA MallieHTaM
JIITHBOTO BiKY HEOOXiTHO ITif HaTIsI0M.

ITauieHmu 3 HUPKOBOW abo neuiHKo8o Hedocmamuicmio.

XBOpUM 3 HUPKOBOIO ab0 Ie4iHKOBOIO HEOCTATHICTIO JIETKOT0 Ta CEPEeIHbOT0 CTYIEHS JIiKyBaHHS
npenapaToM JlepKaHis® CJIif MOYKMHATY IIifl HATIAA0M. 3BAYaiiHa peKOMeHoBaHa fo3a 10 mMr
IIepeHOCUTHCS MAlliEHTaMy IUX HiATPYI, K IpaBuiio, fobpe, miaBuilleHHS go3u A0 20 Mr moTpebye
00epexKHOCTI.

Y mairieHTiB 3 MeYiHKOBOIO HEIOCTATHICTIO MOXKJIMBE MiABUIIEHHS aHTUTIIEPTEH3UBHOTO eDEKTY
IIpenapary, 1o noTpebye KOpeKIil fo3u.

[TpoTunokasaHe 3aCTOCYBaHHS JIEPKaHIAUIIIHY allieHTaM 3 TIKKO0I0 AUCQYHKITEIO IEeYiHKY YU
TAKKOI0 OJUC(HYHKITIEI0 HUPOK (KIipeHC KpeaTuHiHy < 30 MJI/XB), BKII04YalOUU MAI[iEHTIB Ha
reMopiamisi.

Cnoci6 3aCTOCYyBaHHSI.

Heo0xigHOo B35TH [0 yBaru, Lio:
- 3aCTOCOBYBaTH IIpernapar 0akaHO BpaHIli, He MeHIIe HiXK 3a 15 XBUINH [I0 CHiIaHKY;

- el JIiKapChKuY 3acib He MOXXHa IPUUMAaTH 3 TPeUn(PyTOBUM COKOM.



Himu.

BeameuHicTs Ta e(peKTUBHICTh 3aCTOCYBaHHS JTiIKapChKOro 3aco0y miTsaM (BikoM o 18 pokiB) He
OOCIIIAKYBAJIACS, faHl 00 3aCTOCYBaHHSA AiTAM BifICyTHI.

Ilepedo3yeanHsi.

[IpoTsarom nepiopy micnsipeeCTPaIiiHOr0 3aCTOCYBaHHS MTOBIfOMIISIOCS IIPO AesKi BUTAgKU
nepeno3yBaHHd (Big 30-40 mr mo 800 Mr, y ToMy yuci cripoba Cyinuny).

CuMnTomu. 3a aHaJIOTi€0 3 IHIIUMY OUTIAPONipUANHAMHY, IIPU NTepef0o3yBaHHl IepKaHIIUIIHY CIIif
OUiKyBaT{ BUHMKHEHHS HafMipHOI nepudepudHol Ba3oguaTallil i IBHOI apTepianbHOI TrinoTeH3il Ta
pedekTopHOi Taxikapmil. OgHaAK IpHU AyKe BUCOKUX J03aX IepudepruyHa CeIeKTUBHICTL MoXe OyTH
BTpPAyeHa, 1[0 MOXe CIPUYMHUTY OpaguKapmiio i HeraTuBHUM iHOTpoHUY edekT. HanOinbir
nomupeHi mobiuHi peakiril, MoB’si3aHi 3 Mepego3yBaHHSAM, — Iie TillOTeH3is, 3allaMOpPOYeHHS,
TOIoBHUY Oih Ta MmocuneHe cepreduTTs.

JlikyBanus. [Ipu TSXKKil apTepianbHii rinoTeH3ii HeoOXiMHO BXKUTH 3aXO0[IiB aKTUBHOI
KapAioBacKyISPHOI MiATPUMKHU, BKITIOYaOUM PeTeNTbHUM MOHITOPUHT CEPIEBO] Ta AUXalbHOI QYHKIIIH,
Ha[laHHS TMallieHTy TOPU30HTAIbHOTO MOJI0XKEHHS 3 MiAHATUMU HUXKHIMU KiHI[IBKAMU, KOHTPOIb
piguHuU, 10 IIUPKYIIIOE, Ta CEYOBUITYCKAaHHS. 3 OTJIIAY Ha ITOM0BXKEHY (papMaKOJIOTiyHy [ii0
JIePKaHITUIiHY y pa3i mepeno3yBaHHS € HeOOXimHUM HarJIs[I 32 CTAHOM CepLeBO-CYAUHHOI CUCTEMU
TaKUX Mal€HTIB [[OHaUMEHIIIEe IPOTAroM 24 roguH. 3 OTJIsINy Ha BUCOKE 3B’g3yBaHHS JIepKaHIOUIIIHY
3 6imkamu, miasni3 Moxke OyTu Hee@eKTUBHUM. [1allieHTH 3 04iKyBaHOIO IIOMipHOIO @00 TSIKKOI0
iHTOKCHKaIli€lo MaloTh OyTH IIif HArjs[oM B yMOBaX iHTEHCUBHOI Teparrii.

ITo6iuni peakuii.

3rigHo 3 JAaHUMM KJIiIHIYHUX [OCiXKEeHb Ta IMiCIsSpeecTPaliiHOro 3aCTOCyBaHHs MoOiuHi peakiril, AKi
3yCTpidanucs HaldacTime, — 1ie mepudepuyHi HabpsSIKY, TOJIOBHUM Oinb, TPUIINBY, TaxiKapmid i
TIOCUJIEHE CepLebuTTS.

Y HUXK4YeHaBeneHil Tabauili BKa3aHo Mo0iYHi peakilii, Mpo SKi MOBiTOMIISIIOCS Iif Yac KITiHIYHUX
IOCTiAKEeHb Ta MiCITPeeCTPaliitHoOro 3aCTOCYBaHHS IIpelapaTy y KpaiHax CBIiTY Ta [js SKuX OyB
0OTr'PyHTOBAHUM MPUYNHHO-HACITITKOBUY 3B’SI30K i3 3aCTOCYBaHHSM mpenapaty. [1o6iuHi peakiii
HaBeeHO 3rigHo 3 Kinacudikairiero MedDRA [MenuyuHui CJIOBHUK IJIs1 PETYISTOPHOI MistIbHOCTI] Ta
YacTOTOI BUHUKHEHHS: fyXKe 4yacTo (= 1/10), gacto (= 1/100 mo < 1/10), Hewyacto (= 1/1000 mo

< 1/100), pigko (= 1/10000 mo < 1/1000), my=xe pigko (< 1/10000), HeBimoMO (He MoxKe OyTH
BM3Ha4YE€HO 3 HAagBHOI iH(popMariil). ¥ KoXKHii TPyIi BigIOBiIHO A0 YaCTOTU BUHUKHEHHS pPeakilil
3a3Ha4Y€HO B MOPSIOKY 3MEHIIEeHHS IXHbO1 CEPUO3HOCTI.

Cucremu opratiB 3a [JacTo HeuacTo Pinko HeBizmoMmo
Knacu@ikaliieio
MedDRA




3 00Ky iMyHHOI migBHUILIEHA
CUCTEMU UYTJIUBICTH
3 60Ky HEpPBOBOI rOJIOBHMH Oilb  [3aITaMOpPOYEHHST |COHJIMBICTBD,
CHCTEMU HEMIPUTOMHICTh
3 60Ky cepIist Taxikapmis, CTEeHOKapmis

TOCHUJIEHE

cepuebuTTs
3 00Ky CyAMHHOI1 [IPUIIINBY rinoTeH3id
CHCTEMU
3 00Ky LIIYHKOBO- MUCIIEICis, O11i0BaHHS, rinepTpodis scen’,
KUIIIKOBOI'O TPAKTy HY[OTa, niapest [IOMYTHIHHS

0inb y BepxHil [IepUTOHEaTIbHOT O
4acTHUHI XKUBOTa eK(;yJ;[aTy1

3 OOKy IeYiHKu Ta MiOBUINEHHS PiBHSA
PKOBYOBUBIOHUX TpaHCaMiHa3
IITIXiB CHPOBATKM KDPOBi'
3 OOKy WIKipH Ta il BUCHUII, KPONUB SHKa HaOpsK'
PUATKIB cBepOiK
3 0OKY OIIOPHO- Mianris
PYXOBOI CUCTEMH,
CITOJIyYHOI TKaHUHHU i
KiCTOK
3 00Ky HUPOK i [oJ1iypis [10JIaKiypis
CEeUYOBUBIOHUX IIISAXIB
3arasnbHi IOpyIIeHHS [nepudepuyHi ACTeHid, 6inb y rpymsax
Ta peakiiil y Micri HaOpPSIKK [IigBUILeHA
BBEICHHS BTOMJIIOBAHICTh

Tlo6iyni peaxiiii 3i CIOHTAHHUX IIOBIOMJIEHb IIifl Yac MiCIIpPeeCcTPallifHoro 3aCTOCyBaHHS Y KpaiHax

CBITY.

JlepKaHIAWIIIH He BIIJINBa€ HEraTUBHO Ha PiBEHb LIYKPY Y KPOBI Ta PiBEHb JIiMifIiB y CUPOBATII KPOBI.

Y nnane60KOHTPOILOBAHUX KITIHIYHUX OOCTigXKeHHIX nepudepuyHi Habpsku ctaHoBunu 0,9 % Ha
¢doHi npuiiomy nepkariguniny y mo3si 10-20 mr ta 0,83 % mpu nputiomi nnarebo. g gactoTa
mocsrana 2 % B 3arajibHiil OMyILil JOCTiAKEHHS, BKITI0Yaloun JOBrOTPHBai KITiHiuHi

BUIIPOOyBaHHS.

3acTocyBaHHS [eSKUAX OUTIAPONIPUANHIB MoXKe iHOMi IPHU3BOAUTH [0 IpeKapaiaabHOro 605110 abo
CTEeHOKapAil, Y BUHATKOBUX BUMAKaX Y MAIli€HTIB 3i CTEHOKAPAIE MOXe 30iMbIIUTUCS YaCTOTa,
TPUBAJICTh a00 TSKKICTh HAMaMdiB, MOXKYTb Bif3HAYATHUCS OKpPeMi BUIAOKK iHGAPKTy MioKapaa.

Tepmin npudamHocmi. 2 POKHU.

He 3acTocoByBaTu npemnapart IIic/isl 3aKiHYeHHS TEPMiHY IPUOATHOCTI, 3a3HAUYEHOr'0 Ha yIIaKOBIli.

YmoBu 36epirannas. He notpe6ye ocobmuBux yMoB 30epirants. 36epiratu B opuriHanbHii

ymakosifi. 36epiraTv y HeIoCTYIIHOMY [Jis OiTel MicIri.




Ynakogka. [To 10 ta6netok y 6mictepi. [To 3 abo 6 GricTepiB y mayiri.

Kareropis Bignmycky. 3a penentom.

Bupo6uuk. AT «®apMak».

Micue3HaxomKeHHsI BAPOOHHKA Ta MO0 ajipeca MicCIlisi IPOBa XKeHHs Jisi/IbHOCTI.

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



