Ckian

Oito4a pevyosuHa: aBaHadi;
1 TabneTka mictuth 50 Mr a6o 100 Mr aBaHadiny;

oonomiocHi peuosuHu: MaHiT (E 421), kucmnora GpyMapoBa, TiZpPOKCUIIPOMIiILEsI0I03a,
TiOPOKCUIIPOIIiJIIIe0I03a HU3bK03aMillleHa, Kajbllito KapOoHaT, MarHito creapar,
3aini3a okcup xkoBTui (E 172).

JIikapcbKa ¢opMma

TabneTku.

OcHoBHI (pi3uko-ximiuHi 81acmueocmi: TabieTKu Kpyriaoi ¢opMu, 3 ABOOMIYKIIOIO
TMOBEPXHEIO, CBITJIO-2KOBTOTO KOJIBOPY. [OMyCcKalThCs BKpaIlJIeHHS Maiixke 6iyioro
KOJILODY.

®dapMaKoTepalneBTHYHA Irpyna

3acobu [ JIiKyBaHHS YPOJIOTiYHUX 3aXBOpioBaHb. [IpemnapaTty, 110 3aCTOCOBYIOTHCS
IPY ePEeKTUIbHIN auchyHKIl. ABaHadi.

Kog ATX G04B E10.
®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

Mexani3M nail

ABaHadin € BUCOKOCEJIEKTUBHUM Ta ITOTYKHUM 0OOPOTHUM iHTi6iTOpOM
docdomiecrepazu tumy 5 (OIES), crienndivyHol 10 HUKITIYHOTO
ryaHo3uaMoHodochaTty (uI'M®). Konu cekcyanbHa CTUMYJISALIS CIPUYNHSAE MiClieBe
BUBUIbHEHHS OKCUAY a30Ty, iHrioyBanHsa ®IIES aBaHadinoM 00yMOBIIIO€ 30iTbIIEHHS
piBHS uI'M® B meuepuCTHUX Tijlax CTAaTEBOro 4ujeHa. Lle cnpusie po3cnabiieHHI0
rIIagKuX M’s3iB Ta IIPUTOKY KPOBl1 Y TKAHUHU CTAaTEBOI'0 YJIeHa, 110 BUKJIMKAE €PEKIIitO0.
ABanHadin He BUSIBISA€ ePeKTY 3a BiICyTHOCTI CEKCYyaJIbHOI CTUMYJISIIil.

dapMakoouHaMidHi edbekTu

3 mocmimKeHHs in vitro BimoMo, 1110 aBaHadin € BUCOKOoceNneKTuBHUM Iomo OIIEDS.
Horo edekT momo ®IIES € GifbIl MOTYKHUM, HiXK MO0 iHIIUX BimoOMHUX
dbocdomiectepas (y >100 paziB 6inbin motyxkHuH, Hixk mongo ®IE6; y >1000 pasis



Oinbin moTykHMM, HiXK mogo ®INE4, ®INE8 i ®OE10; y >5000 pa3iB 6iyibll ITOTYKHUH,
Hix momgo ®IOE2 i ®OE7; y >10000 pa3ziB 6inbir moTyxkuuM, Hixk mono ®IOE1, ®IOE3,
®IOE9 i ®OE11). ABanadin y >100 pasziB 6inbIn noTyxxHuu mono ®IEDS, HixK 1momo
®IIEG, sika BUABISETHCS y CiTKIBIII Ta BigmoBigae 3a ¢pOTOIEepPEeTBOPEHHS.
CenekTuBHICTh edekTy mono ®IES, skuit npubnu3no y 20000 pasiB MOTyXKHIIINH,
HiX edekT moao ®IE3 (pepMeHT, IKUM BUSIBISIETHCA B CEPIIi Ta KPOBOHOCHUX
CynuHax), BaXKJIuBa 3 orjiany Ha Te, 1m0 ®IIE3 Gepe y4yacTh y KOHTPOITi
CKOpOYyBaJIbHOl (PyHKIIil MiOKapaa.

dapmakoKiHemukKa.

ABaHa@in MIBUOKO BCMOKTYETBHCS MiC/Is MEePOPaJIbHOr0 IPUUOMYy, 3 MeOiaHO Tmax Bif
30 mo 45 xBunuH. Moro papMakoKiHeTHKa € JO30IIPONOPLIiNHOI ¥ PEKOMEHI0BAaHOMY
miama3oHi mo3. BiH BUBOOUTHLCS IMepeBaxkHO IIJISIXOM IIe4iHKOBOT0 MeTaboriaMy
(ro;IOBHUM YMHOM 3a mornoMmoroio ¢pepmeHTy CYP3A4). OpHO4YacHe 3aCTOCYBaHHSA
notyxkHuX iHridiTopis CYP3A4 (HampuKiaj, KETOKOHA30J1y i pUTOHAaBIpYy) acolliioBaHe
3 DigBUIIIEHHSIM IIJIOIII ITif (JapMaKOKiHETUYHOIO KPHUBOIO «KOHIIeHTpallisg-d4ac» (AUC)
aBaHa(iny B mia3Mi KpoBi (AuB. po3min «B3aeMopisi 3 iHIIUMU JTiIKaPCHhKUMU 3acobaMu
Ta iHII BUOM B3aeEMofii»). TepMiHabHUY Iepiof HalliBBUBEOEeHHS aBaHadimy

CTAHOBUTH MPUOIN3HO 6-17 roguH.

Abcopbuis. ABaHadin MBUOKO BCMOKTYEThHCSI. MaKcUMaJlibHa KOHIIEHTpAllisl y II1a3Mi
KpPOBi (Cmax) mocsraeTbcs BIIpomoBXK 0,5-0,75 rogvHU IiCis IepopaibHOTO IIPUUOMY
HaTIe. Y pasi npuiioMy aBaHadiny pa3oM i3 1kKei0 3 BUCOKUM BMiCTOM JKUPiB
IIIBUOKICTh BCMOKTYBaAHHS 3HUXKYETHCS, IIPU LIbOMY Tmax CIIOBIJIbHIOETHCS B
cepegHboMy Ha 1,25 rogunu, a Cmax 3MEHIIYETHCSA B cepegHboMy Ha 39 % (mpu
3actocyBaHHi mo3u 200 mr). IIpu uromy Brutus Ha AUC OyB BigcyTHil. HeBenuki 3Minu
Cmax aBaHa(}iny PO3LiHIOIOTHCA AK TakKi, 0 MalOTh MiHIMaJIbHY KJIIHIYHY 3HAQUYIIiCTh.

Po3nooin. ABaHa(in 3B’s13yeThCs 3 OinKaMu IyTa3Mu KPoBi mpubnu3Ho Ha 99 %.
3B’s13yBaHHS 3 OiTKaMU He 3aJIeKUTh Bifl 3arajibHOI KOHIIEHTpAIlil [1if040i peYOBUHH,
BiKy, QYHKIIil HUPOK Ta IedYiHKU. ABaHa(diy He TPOAEeMOHCTPYBaB KyMyJIsdLil y Ija3Mmi
KPOBi mpu 3acTocyBaHHi y mo3i 200 Mr 2 pa3u Ha go0Oy npoTsarom 7 OHiB. 3a
pe3ybTaTaMM BU3HAaYE€HHS BMICTYy aBaHadiny B CliepMi 3mOpOBUX JOOPOBOIBIIIB Yepe3
45-90 XBUJIUH IIiC/IA IPUNOMY IIperapaTy, B CIIepMi Halll€HTIB MOXKe 3HaXOOUTHUCH
MeHnIe Hixk 0,0002 % npuMHSATOL JO3MU.

BiompaHcpopmauisn. ABaHadin BUBOOAUTHECSA 3 OpraHi3aMy 34e0ibIIoro 3a JOTIOMOT 010
MiKpocoManbHUX i30pepMeHTiB neuiHku CYP3A4 (ocHoBHUU miisax) tTa CYP2C9
(mpyropsguui 1misx). KoHIleHTpalliss OCHOBHUX IIMPKYII0I0YUX MeTaboiTiB - M4 i
M16 - y ma3Mi KpoBi cTaHOBUTBL IPpUOIHU3HO 23 % i 29 % Big KOHIIeHTpallii BUXigHOl
CIIOJNIYKH BifmmoBigHO. MeTabosiT M4 mMae nnpodink CeTeKTUBHOCTI 1100
docdopmiecTrepas, mogibHUM OO TaKOTro B aBaHadisny, a #oro iHridyroua aKTUBHICTh



mopo ®IIES B ymoBax in vitro gopiBHioe 18 % Big akTuBHOCTI aBaHadiny. Takum
yuHOM, M4 3a6e3mneuye mpubnau3Ho 4 % Bim 3aranbHol papMaKoIoTiYHOI aKTUBHOCTI
npemnaparty. MeTtabosit M16 6yB HeakTuBHUM 1110710 OIIES.

BuseodeHHs. Y niopen aBaHadin 3HauHOIO Mipoio MeTaboti3yeTbcs. ITicns
IIepopaJbHOr0 MMPUIOMY aBaHa(dill eKCKPETYEThCS Y BUTJIAAI MeTa0oJIiTiB, mepeBaxkKHO
3 KaJioM (mmpubu3H0 63 % NPUHHSATOIL IepopabHO O03U), i MEHIIIOK Mipoio - i3 ceyero
(mpubnu3no 21 % npuMHSATOI IepopaabHO OO3HU).

IHIIi OKpEeMi KaTeropil nallieHTiB

Yosao08iKku cmapwoz2o 8iky. IlamieETu cTapmoro BikKy (BikOM Bif 65 pokiB) Manu
€KCIIO3MUIIiI0 IIperapary, IIOPIBHAHHY 3 €KCIIO3ULII€I0, IKa CIIOCTEPIra€ThCS y IAalllEHTIB
MoJioguioro Biky (18-45 poki). [IpoTe maHi mogo ocid BikoMm Bifg 70 poKiB goTenep
oOMezKeHi.

IMTopyweHHA ¢pyHKUIT HUPOK. Y TTALIIEHTIB 3 JIETKOIO (KIipeHC KpeaTuHiny =50-<80
MJI/XB) 1 HOMipHOIO (KiipeHC KpeaTuHiHy =30-<50 MI/XB) OUCHYHKIIIEIO HUPOK
(papmakokiHeTrKa aBaHadiny miciasa ogHOpa30Boro npuromy go3u 200 Mr He
3MmiHioBanacs. [loo nmalieHTiB 3 TIKKO0I0 AUCPYHKITIEI0 HUPOK Ta IMalli€HTiB i3
TEPMIHAJIBHOIO CTa[l€0 3aXBOPIOBAaHHSI HUPOK, K1 OTPUMYIOTH I'eMozfiai3, HaHl
BiICYyTHI.

ITopywenHa ¢pyHKyil neuiHku. [Ticiss omHOpa3oBoro npuiioMy go3u 200 Mr maijieHTu 3
JIETKOIO0 AMCQYHKITIEIO ITediHKU (Kmac A 3a kKnacudikanieo Yaunga-I1'10) manu
€KCIIO3UIIiI0 ITperapaTy, MOPiBHIHHY 3 €KCIIO3UIIi€l0, SiKa CIIocTepiranacs y ocib 3
HOpMaJIbHOIO QYHKITi€I0 nediHKu. [TallieHTH 3 MoMipHOIO AUChYHKIIEIO MeYiHKH (Kiac
B 3a knacudikarnieio Yannpma-I1'10) dyepe3 4 roouHU TiCIsI OOHOPA30BOT0 MIPUNOMY
aBaHadiny B go3i 200 Mr Masu eKCIIO3UIlil0 IpenapaTy, HOPiBHSIHHY 3 €KCIIO3HUIII€I0,
siKa CIocTepiranacs y oci6 3 HopMasibHOI0 QYHKITi€I0 MedyiHK1. MaKcuMallbHa
KOHIIEHTpallisd Ta eKCIo3ullig Oyu mogiOHMMU 00 TaKUX, SIKi CIlocTepiranucs y ocio 3
HOpPMaJIbHOIO (PYHKIII€I0 MeYiHKY Mic/Isa NpuromMy aBaHadiny B epekTuBHiN go3i - 100
MT.

IToxka3aHHSA

JIikyBaHHSI epeKTUJIbHOI OUCQYHKIIII Y JOPOCINX YOJIOBIKiB.

®

IInsa 3abe3neyeHHs epeKTUBHOCTI IIpenapaTy ABaHaJjiaB =~ NOTpiOHa cekcyasibHa

CTUMYJIALISA.

HpOTHHOKaSaHHH



[TigBuIeHa YyTJIUBICTh MO Hil0Y0l pe4YOBUHHU ab0 OO0 OyIOb-IKOI 3 IOIIOMiXKHUX PEYOBUH
npemnapary.

OnmHoYacHUY npuiioM OyOb-IKUX (GOPM OpraHiyHUX HiTpaTiB ab0 JOHOPIiB OKCUAY a30Ty
(Hammpukian, aMinHiTPUT) (OUB. po31ain «B3aemomisa 3 iHIMUMU JTiIKapChbKUMU 3aco0aMu
Ta 1HIII BUOW B3a€EMOMOIN»).

CynyTHe 3acTocyBaHHs iHTi6iTOpiB ®IIES, BKItouatouu aBaHadin, 3i cTumMynaTopaMmu
ryaHiTaTIUKIIa3u, TAKUMU K PioLUryaT, IPOTUIIOKa3aHe, OCKIJIBKY I1e MOXKe
MOTEHIIIMHO IPU3BECTHU OO PO3BUTKY CUMIITOMHOI apTepialbHOI TinoTeH3il (QUB. po3min
«B3aeMomist 3 iHmIMMU JTiKapChbKUMHK 3acoO0aMU Ta iHIII BUOW B3aEMOII»).

Jlikapi ITOBMHHI 3BaKyBaTU MOTEHIINHUN PU3UK CEKCyaJIbHOI aKTUBHOCTI [JIsI CepPIlieBOl
(yHKIIi]l y DalieHTiB i3 cepieBO-CYyINHHUMU 3aXBOPIOBAHHSAMMY, IIePII HiXK IpHU3HadYaTH

npemnapar ABananas®.

3acTocyBaHHs aBaHa(iny IpoTHUIOKa3aHe TaKUM KaTeropisiM Malli€HTiB:

e ITAITIEHTH, SKi IIPOTATOM OCTAHHIX 6 MicsIliB mepeHecnau iHQapPKT MioKapaa,
iHCynIbT ab0 HeOe3IeuHy O/ XKUTTS apuTMilo;

e TTAIIIEHTHU 3 apTepialbHOIO TinoTeHs3i€lo (aprepianbuuii TUCK <90/50 MM PT. CT.)
abo 3 apTepianbHOIO rinepreHnsieto (apTepianbauit TUCK >170/100 MM pPT. CT.) ¥
CTaHi CIIOKOIO;

e TIAITiEHTYU 3 HeCTabiTbHOIO CTEHOKAP/i€l0, CTEHOKAPOi€I0 IIPU CEeKCYyalbHil
aKTUBHOCTi ab0 3aCTiiHOIO CepPIIeBOI0 HEJOCTATHICTIO QYHKITIOHAIBHOTO KJlacy 2
abo BuiIle (3a Kiacudikaliiero Hbfo-PIopKCLKo'l' acolriallil Kapaiosoris).

TsxKe nopyiieHHsa QyHKIII nedinku (Knac C 3a Knacudikailiero Yarnga-I1'10).
TsxkKe nopylieHHsA QYHKII1 HUPOK (KimipeHc KpeaTuHiHy <30 MII/XB).

BTpaTa 30py B 0OmHOMY OIli BHACJIiIOK II€PEOHbO] iIlIeMidHOl HEUpOoIaTil 30pOBOT0
HepBa HeapTepianbHOro reHe3y (NAION), He3aneKHO Bil HaIBHOCTI 3B’ I3KYy IIbOTO
BUINIAJKYy 3 IOIlePeNHIM 3acToCcyBaHHAM iHTriOiTOpiB ®IIES (muB. po3gin «OcobauBOCTI
3aCTOCyBaHHS»).

CriagkoBe fereHepaTUBHE 3aXBOPIOBaHHSA CITKiBKHU.

OpmHouyacHUM npuiioM notyxkHux iHridiTtopiB CYP3A4, Takux sIK KETOKOHA3O0]I,
PUTOHABIP, aTa3aHaBip, KJIapUTPOMIIIMH, IHAWHAaBIP, iTpaKOHAa30J1, He(ha300H,
HendiHaBip, CakBiHABIP i TeMiTPOMIIIUH (OUB. po3ninu «B3aeMomisa 3 iHIIMMHU
JIiIKapChbKUMHU 3aco0aMu Ta iHIII BUOM B3a€MOfili», «OcoOIMBOCTI 3aCTOCYBaHHI» i
«Crmocib 3acTocyBaHHS Ta JO3U»).



IIporunnoka3aHHs

[TigBuIeHa YyTIUBICTh OO Hil0Y0l pe4oBUHHU ab0 g0 OyIOb-IKOI 3 IOIIOMiXKHUX PEYOBUH
Impernapary.

OnHoYacHUM npuiioM OyOb-IKUX (GOPM OpraHiyHUX HiTpaTiB ab0 JOHOPIB OKCUAY a30Ty
(Hampuknan, aMinHiTPpUT) (OUB. po3ain «B3aemomisa 3 iHIMUMU JTiIKapChbKUMU 3aco0aMu
Ta iHIII BUOW B3a€EMOMOIN»).

CynyTHe 3acTocyBaHHs iHTi6iTOpiB ®IIES, BKItouatouu aBaHadin, 3i cTumMynsaTopaMmu
ryaHiTaTIUKI/Ia3U, TAKUMU K PioLUryaT, IPOTUIIOKa3aHe, OCKIJIBKY I1e MOXKe
MOTEHIIIMHO IPU3BECTHU OO PO3BUTKY CUMIITOMHOI apTepialbHOI rinoTeH3il (QUB. po3min
«B3aeMomist 3 iHmIMMU JTiKapChbKUMHI 3acoO0aMu Ta iHIII BUOW B3aEMOII»).

Jlikapi IMOBHUHHI 3BaKyBaTU NOTEHIINHUN PU3UK CEKCyaJIbHOI aKTUBHOCTI [JIsI CepPIlieBOl
(¢yHKIIi1 y mallieHTiB i3 ceplieBO-CyAMHHUMHU 3aXBOPIOBAHHSIMU, IIEPII HiXK NprU3HadYaTU

npemnapar ABananas®.

3acTocyBaHHs aBaHa(iny IpoTHUIOKa3aHe TaKUM KaTeropisiM Malli€HTiB:

e ITAITIEHTH, SKi IIPOTATOM OCTAHHIX 6 MicsIliB mepeHecnau iHQapPKT MioKapaa,
iHCYynIbT ab0 HeOe3IeuHy [/ XKUTTS apuTMiio;

e TTAIIIEHTH 3 apTepialbHOIO TinoTeHsi€lo (aprepianbuuii TuCK <90/50 MM PT. CT.)
abo 3 apTepianbHOIO rinepTeH3i€lo (apTepianbHul TUCK >170/100 MM pT. CT.) ¥
CTaHi CIOKOIO;

e TTAIIEHTHU 3 HeCcTabiIbHOIO CTEHOKAP/i€lo, CTEHOKAPHi€lo IPU CEeKCyalbHil
aKTUBHOCTi ab0 3aCTiiHOIO CEepPIIeBOI0 HEOOCTATHICTIO QYHKITIOHAIBHOTO KJlacy 2
abo BuiIle (3a Kinacudikaliiero Hbfo-PIopKCbKo'l' acolriallil Kapaiosoris).

TsxKe nopyiieHHsa ¢yHKIII nedinku (knac C 3a kKnacudikailiero Yarnga-I1'10).
TsxKe nopylieHHSA QYHKII1 HUPOK (KimipeHC KpeaTuHiHy <30 MII/XB).

BTpaTa 30py B 0OmHOMY OIli BHACJIiIOK II€ePEeOHbO] illleMiYHOl HeUpoIaTil 30pOBOTO
HepBa HeapTepianbHOro reHe3y (NAION), He3aneKHO Bil HaIBHOCTI 3B’ 13Ky IIbOTO
BUINIAJKYy 3 IIOIlePeNHIM 3acTocyBaHHAM iHTiOiTOpiB ®IES (muB. po3gin «OcobmIuBOCTI
3aCTOCyBaHHS»).

CriagkoBe gereHepaTruBHE 3aXBOPIOBaAHHA CITKiBKH.

OpmHouyacHUM npuiiom notyxkHux iHridiTopiB CYP3A4, Takux sIK KETOKOHA3O0]I,
PHUTOHABIP, aTa3aHaBip, KJIapUTPOMIIIUH, iHOWHAaBIP, iTpaKoHa3011, Heda30do0H,
HendiHaBip, CakBiHABIp i TemiTpOMIlIUH (OUB. po3ninu «B3aeMomisa 3 iHIIMMU
JIiKapChKUMU 3aco0aMM Ta iHII BUAU B3aeEMOZi», «OcoOIUBOCTI 3aCTOCYBaHHSA» 1



«Crmocib 3acToCyBaHHS Ta JO3U»).
B3aemoaisi 3 iHIIMMH JTiKapChKUMH 3aco0aMH Ta iHIIi BHIH B3a€EMoOil

IToTeH1iiHa dapMakoguHaMidHa B3a€EMOisl 3 aBaHadiIoM

Himpamu. BigoMmo, 1110 y 300p0oBUX HOOPOBOJIBIIIB aBaHa(isl ITIOCUIIIOE TiMOTEH3UBHI
edekTn HiTpaTiB mopiBHSAHO 3 myaiedo. BBaxKaeThCs, 1110 11e 00YMOBJIEHO
KOoMOiHOBaHUM BIJIUBOM HiTpaTiB Ta aBaHadiy Ha MexaHi3M okcupgy aszory/ul’ M. ¥
3B’SI3KYy 3 IIUM NPU3HAYEHHS aBaHadily mallieHTaMm, sKi IpuiMaloTh Oyob-sKi popMmu
opraHiyHUX HiTpaTiB ab0 MOHOPIB OKCUAY a30Ty (HanmpuKJad, aMiTHITPUT),
IIPOTUIIOKa3aHe. Y mallieHTa, AKNUU IIpuiiMaB aBaHadin y octaHHi 12 roguH, npu
MeIOu4YHO OOI'PYHTOBAHOMY IIpU3HAYEHHI HiTpaTiB y BUMAAKy HEOE3MeYHOro MJIs
KUTTSA CTaHy 3POCTa€ iMOBIPHICTh 3HAYYIIOTO Ta MOTEHIIIHO HEOE3IEeYHOT0
3HMKEHHS apTepianbHOTro TUCKY. HaBiTh Impu Takux oOCTaBUHAX HiTpaTH CIIif
3aCTOCOBYBAaTH JIMIIIE 3a YMOBU PETEJILHOIO MEIUYHOI'0 CIIOCTEPEXKEHHSA Ta 3
HaJeKHUM MOHITOPMHIOM reMogrHaMiKu (OuB. po3min «IIpoTUioKa3aHHI»).

JIikapcoki 3acobu, sKi 3HUXCYIOMb cucmeMHull apmepiaavHull muck. Ak
Ba30auIaTaToOp, aBaHadisl MOXKe 3HNUKYBATU CUCTEMHUN apTepialbHUM TUCK. fAKIIIO

® 3aCTOCOBYIOTh Yy KOMOiHAIlil 3 iHIITUM JTiKapChbKUM 3aco00M, 10

npenapat ABaHaiaB
3HUIKYE CUCTEMHHUU apTepialbHUU TUCK, aOUTUBHI e(PEeKTH MOXKYTh IPU3BOOUTH OO
CUMIITOMATHUYHOI apTepianbHOl rinoTeH3il (Harmpukiaa, 10 3allaMOPOYeHHs, BiTuyTTs
MJIOCTi, CHHKOIEe abo cTaHy, 6JIM3bKOT0 10 CUHKOIIe). HasiBHa iH(popMallis, 1o y
IIPOIIeCi KIIIHIYHUX OOCIIIXKEHb He CIIOCTEepPIrajocs X KOOHOT0 BUIIAAKy PO3BUTKY
apTepianbHOI rimoTeH3sii, mpoTte Oyu 3adikcoBaHi OKpeMi enizoau 3arraMoOpPoOYeHHsT
(muB. po3pin «IToGiuHi peakirii»). ITig yac 1ux gociigxkeHb OyJI0 3apeecTpPOBaHO OOUH
eITi30 CMHKOIIe Yy T'PYyIIi nialebo i oOauH eIi3on CUHKOIIe y TPYIIi npuiioMy aBaHadimy
B 1o3i 100 mr.

[MamieHnTH 3 OOCTPYKIIi€I0 BUXIAHOTO TPAKTY JIIBOrO IUTYHOYKa (HanmpuKiag, 3i
CTEHO30M a0pTaJIbHOTO KJIallaHa, imiomaTUYHUM rineptpodivHuM cybaopTanbHUM
CTEHO30M) Ta Malli€HTH 3 TAXKKUMU IIOPYIIEHHSIMH BEereTaTUBHOIO KOHTPOJIIO
apTepianbHOT0 TUCKY MOXKYTb OyTH 0COOIMBO UyTJIMBUMU IO Ail Ba30OuIaTaTopiB, y
TOMY YHCJII 4O aBaHainy.

Aavppa-610kamopu. HasiBHa iHGoOpMaIlis mpo Te, 1110 reMoguHaMidHi B3aeMo/Iii
nmpemnapary 3 JOKCa303UHOM i TaMCYyJI03WHOM BUBYAJIH y 3TOPOBUX MOOPOBOJIBIIIB B
OJHOMY IIepexXpecHOMY OOCHiAXKeHHi 3 ABOMa IiepiogamMu. Y Malli€HTiB, SKi
OTpUMYyBaiu CTabibHY Teparllilo JOKCa303WHOM, CepeqHE MaKCUMallbHe 3HUKEHHS
CUCTOJIIYHOT' O apTePiaIbHOTO TUCKY Y IIOJIOKEHHI CTOSTYM 1 JIe2Ka4d¥ Ha CIUHI (3
ITOMIPaBKOIO Ha Ij1aliebo0) micisa mpuiiomMy aBaHadiny ctaHoBuiIo 2,5 MM PT. CT. i 6,0 MM



PT. CT. BigmoBigHO. B miiomy y 7 3 24 y4aCHUKIB OOCIIiOXKEHHS IIiCIIg IIPUNUOMY
aBaHaQiny cpocTepiraBcs TaKul piBeHb 3HU2KEHHS IIbOT0 MOKa3HUKA Bif BUXiOHOTO
3Ha4YeHHS$, IKUU MaB IIOTEHLIWHY KIIiHIYHY 3HAUYIIiCTh (OUB. po34in «OcoOIuBOCTI
3aCTOCyBaHHS»).

Bigomo, 1110 y maIieHTiB, SKi OTpUMyBaJiu cTabiJIbHy Tepalilo TaMCYJI03UHOM, CEPEIHE
MaKCHUMaJibHe 3HUXKEHHS CUCTOJIIYHOI0 apTepiaIbHOI O TUCKY y IIOJIOXKEHHI CTOAYH i
JIexKa4yu Ha CIIMHI (3 ITOIIPaBKO0 Ha I1alebo) Iicis npuiioMy aBaHadiny CTaHOBUIIO
3,6 MM pT. cT. 1 3,1 MM pT. CT. BIiOIOBIOHO, 1 y 5 3 24 yYaCHUKIB OOCIIOXKEHHS ITiCIIsd
NpUKMOMY aBaHa(ily CIOCTepiraBcsi TaKUl PiBEHb 3HUKEHHS 1IbOT0 ITIOKa3HUKa Bif
BUXITHOTO 3HAaYEHHS, SKUU MaB IOTEHIIWHY KJIIHIYHY 3HAUYYLIiCTh (OUB. PO3Iin
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

Y xKopHi¥ rpyIi y4acHUKIB OOCITimXKeHHs He OyJI0 MOBiOMJIeHb ITPO CUHKOIIe abo iHIri
TS2KKi HeOaXKaHi ABHUIIA, ITOB’I3aHi 31 3HUKEHHSIM apTepiaJbHOTO TUCKY.

THwi anmuzinepmeH3uB8Hi npenapamu, oKpim aavga-b610Kkamopis. Bimomo, m1o s
OLIIHKY BIIJIMBY aBaHa(dily Ha IMOTEHIiI0BaHHS €(PEKTiB OKPpEMUX aHTUTIIIEPTEH3UBHUX
JIiIKapChbKUX 3aco0iB (aMJIOOUITIHY Ta eHaalpuily) 3i 3HNKEeHHS apTepialbHOT0 TUCKY
OyJio IpoBefeHe KiiHiYHe mocimigKeHHs. Pe3ynbTaTy OOCTiIXXeHHS oKa3aJlly, 110 IIpU
OOHOYACHOMY 3aCTOCYBaHHI aBaHa(iny cepeqHE MaKCUMaJlbHE 3HUXKEHHS
apTepiaJbHOrO TUCKY V IIOJIOKEHHI JieXKayy Ha CIWHI CTaHOBUIIO 2/3 MM PT. CT.
MMOPiBHSHO 3 Iy1ame0o0 y TPymdi 3acCTOCYyBaHHS eHasnanpuny i 1/-1 MM pT. cT. - y rpymi
3aCTOCyBaHHSA aMJIOOUIIIHY.

CTaTUCTUYHO 3Hayyllla Pi3HUIIA ¥ MaKCUMaJIbHOMY 3HUXKEHHI [iaCTOJIiYHOT O
apTepiambHOTO TUCKY y MOJIOXKEHHI JIe’Kauyu Ha CIIMHI IOPiBHAHO 3 Iy1aiebo
CcIlocTepirasnacs yuile y rpyni KoMmOiHOBaHOT0O 3aCTOCYBAaHHS €HaIapPUIy Ta
aBaHadiny, IIpu IbOMY PiBEHb 3HUIKEHHS apTepiaJIbHOTO THCKY IIOBEPTABCS OO
BUXiOHUX 3HAYEHb Yepe3 4 TOOUHU MicJig IpuioMy 003U aBaHadiny. B 06ox rpymax
OyJi0 IO OMHOMY ITAlli€EHTY, Y IKUX CIIOCTEPiraaocs 3HUKEHHS apTepialbHOTO TUCKY
0e3 CUMIITOMIB apTepianbHOl TiNoTeH3il, III0 YCyBasoCsa IPOTIroM 1 rOOuHYU Micias
nmoyaTky. ABaHa(in He BOJIMBaB Ha papMaKOKiHETUKY aMJIOOUIIIHY, IPOTE aMJIOOUIIH
30imbITyBaB MaKCUMaIbHY i 3arajibHy eKCrno3uilito aBaHagdiny Ha 28 % ta 60 %
BITIOBIOHO.

AKo20ab. BXXUBaHHS alKOTroli0 ¥y KoM0OiHallil i3 3acTocyBaHHSAM aBaHadiny 30imblrye
PU3UK PO3BUTKY CUMIOTOMaTUYHOlI apTepianbHOl rinoten3sii. HasgBHa iHdopMaliis, 1110 y
OOHOMY TIepeEXPECHOMY OOCHIMKEeHHI, y IKOMY 300POBUM J0OPOBOIBIISIM OGHOPA30BO
3aCTOCOBYBAJIM [03Y IIpelapaTy, CepegHe MaKCUMalbHe 3HUKEHHS [iaCTOIiYHOT O
apTepiaIbHOrO TUCKY OYJI0 CTaTUCTUYHO 3HAUYINO OiNIbIINM ITiCIsI TPUNOMY
aBaHa(iny 3 aJIKOToJIeM, HixX Iicisa npuitioMy nuilie aBaHadiny (Ha 3,2 MM pT. cT.) abo
JIuIe ajakorosmto (Ha 5,0 MM pT. €T.) (OuB. po3main «Ocob6IMBOCTi 3aCTOCYBaHHS»).



THwWi 3acobu snikysaHHs epeKkmuabHOi OucgyHkuii. be3neka Ta epeKTUBHICTD
3acToCcyBaHHs aBaHadiny B KomOiHalril 3 iHmumu iHriditopamu ®IOES abo 3 iHmIMMU
3acobaMu [JIs JIIKYBaHHSI €epeKTUJIbHOI AUCYHKITII He BUBYANMUCS (OUB. PO3Min
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

BrnuB iHIIMX peYoBUH Ha aBaHadin

ABaHadin € cydbctpatoMm CYP3A4 i MmeTaboi3yeThCst mepeBakHo IIuM GpepMeHTOM. 3
OOCIiAXKeHb BigoMo, 1110 JTiKapchKi 3acobu, ski iHrioyrote CYP3A4, MOXKYTh
30inpiryBatu AUC aBaHadiny.

IHe2i6imopu CYP3A4. KetokoHna3oi (400 Mr Ha moby), SKUM € CEJIEKTUBHUM i IyXKe
notyxkHuM iHrioitopom CYP3A4, 36inbiryBaB Cmax i AUC aBaHaginy micas 1oro
OOHOPAa30BOro npuoMy y no3i 50 mr y 3 pa3u i y 14 pa3siB BigIOBigHO Ta IOOOBXKYyBaB
nepiop HalliBBUBeOeHHs aBaHadiny npubnu3Ho go 9 roguH. Putonasip (600 Mr 2 pa3u
Ha moOy), SKuM € nyxe notyxKHuM iHribitropom CYP3A4 i Takoxk iurioye CYP2C9,
30inbITyBaB CmaX i AUC aBaHa®iny micis 1oro ogHOPa3oBOro mpuioMy y go3i 50 Mr
npubIu3HOo y 2 pa3u i y 13 pasiB BiATIOBIAHO Ta MOJOBXKYBaB Mepiof HaliBBUBEOEHHS
aBaHa(iny npubnu3Ho go 9 roguH. O4iKyeThCs, 110 iHMIi TOTYKHi iHTri6iTopu CYP3A4
(HammpuKiam, iTpaKoHA30JI, BOPUKOHA30JI, KJIapUTPOMIillnH, Heda30moH, CaKBiHaBip,
HendiHaBip, iHAMHAaBIP, aTa3aHaBip i TenmiTpominuu) 6yayTh 0OyMOBIIOBAaTU MOMiOHI
eerTn. TakuM 4MHOM, OJHOYACHE 3aCTOCYBaHHSA aBaHa(dily 3 IOTYKHUMU
inridiTopamu CYP3A4 nipoTtunokasaHe (OuB. po3ainu «[IpoTUIIOKa3aHHS»,
«0OcobnuBOCTi 3acTocyBaHHS» i «Cmoci® 3aCTOCYBaHHS Ta JO3U»).

Eputpominus (500 Mr 2 pa3u Ha noOy), aKui € moMipHuM iHriditopom CYP3A4,
30imbIITyBaB Cmax i AUC aBaHa(iny micis #oro ogHOPa30BOro npuiioMy y mo3i 200 mr
nmpubIM3HO y 2 pa3u i y 3 pa3u BiANIOBiAHO Ta MOOOBXKYyBaB Mepion HaliBBUBEOEHHS
aBaHadiny npubnu3Ho go 8 roguH. O4UikyeThCs, 1110 iHmI moMipHi iHribitopu CYP3A4
(HammpuKJian, aMIIpeHaBip, apemniTanT, ouiatiadeM, QIyKoHa30J1, ¢(ocaMIpeHasip i
BeparaMisn) OyayTh 0OyMOBJITIOBAaTH MOAiOHI edeKTH. 3 ornsaay Ha e OJid MallieHTIB, AKi
OOHOYACHO IpUiMaloTh NMoMipHi iHriditopu CYP3A4, MmakcuManbHa peKOMEHI0OBaHa
mo3a aBaHadiny craHoBuTh 100 Mr KoxkHi 48 roguH (ouB. po3min «Cmocid
3aCTOCyBaHHS Ta JO3U»).

Xoya B3aeMOZil 3 KOHKPETHUMM IIpernapaTaMu He BUBYasy, inmii iuriditropu CYP3A4, y
TOMY YHUCJIi rpeundpyToBui Cik, iMoBipHO, OyOyTh 30inbinyBaTu AUC aBaHadimty.
ITamieHTiB CiIif 3acTeperTHy Bif BXKUBaHHSA I'PEUIIPPYTOBOTO COKY MPOTATOM 24 TOOUH
oo mpuiiomMy aBaHadiny.

Cybcmpam CYP3A4. Amnonumniu (5 Mr Ha go0Oy) 30inbIryBaB Cmax i AUC aBaHadiny
ITicJIst 0T0 OOMHOPAa30BOro mmpuiiomMy y mo3i 200 mr mpubnusno Ha 28 % i 60 %
BignosigHO. 11i 3MiHu AUC He pO3LiHIOITHCA K KIIiHIYHO 3Hauylli. OgHOpa30BUU



IpuiioM aBaHa(ily He BIIJINBaB Ha pPiBeHb aMJIOOUIIHY B IIJIa3Mi KPOBI.

Xoua B3aeMopil aBaHadiny 3 puBapokcabaHoM i amikcabanom (o6ugBa - cyocTpaTu
CYP3A4) cnenianbHO He BUBYAINCH, TaKi B3aEMOZI1 HE OYiKyIOThCH.

Inoykmopu ¢pepmermia yuumoxpomy P450. TToTeHLIMHNWY BIJIUB iHOYKTOPiB (DEPMEHTIB
CYP, ocobnuso ingykTopiB CYP3A4 (Hanpukiap, 603eHTaH, KapOaMa3selliH, edaBipeHil,
dbenobapbiTan i pudamrin), Ha papMakoKiHETUKY Ta eEKTUBHICTh aBaHadiny He
BuBUYaBcsi. OmHOYaCHEe 3aCTOCyBaHHS aBaHadiny Ta iHgykKTopiB ¢pepmeHTiB CYP He
PEKOMeHO0BaHe, OCKIIbKHY 1€ MOXKe 3HU3UTH e(PeKTHUBHICTh aBaHaimy.

BrmuB aBaHadiny Ha iHII JiKapchKi 3acobu

IH2i6yeaHHA (pepmernmis yumoxpomy P450. 3 mocnigxkeHHs in vitro BimoMo, 1110
aBaHa(in (Ha MiKpocoMax IeYiHKM TIOONHU) IPOAEeMOHCTPyBaB HE3HAUHUH ITOTEHIlial
JIIKapChbKUX B3aeEMOfil, onocepenkoBanux pepmentamu CYP1A1/2, 2A6, 2B6 i 2E1.
Kpim Toro, metabositu aBa"Hadiny (M4, M16 i M27) TakoK IIPOOEMOHCTPYyBaIu
MiHiManbHe iHriOyBaHHS (pepmenTiB CYP 1A1/2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 i
3A4. 3 ornsAny Ha 1i maHi He O4iKyeThCs, 11100 aBaHadi/l BUSABISAB 3HAYYIIIUN BIIJIMB Ha
iHIIi MiKapchKi 3aco0u, siKi MeTabo0mi3yl0ThCcsa UMY (pepMeHTaMu.

Xod4a fmaHi, OTpUMaHi y OOCHIAXKEHHSX in Vitro, BUSBUJIN IIOTEHIIIMHI B3aEMOZil
aBaHadiny, onocepenkoBaHi ¢pepmenTtamu CYP 2C19, 2C8/9, 2D6 i 3A4, momanbIii
OOCIIIOXKEeHHs 13 3aCTOCYBaHHSIM OMeIIpa30Jly, PO3UIJIITa30HY 1 Ie3ullpaMiny He
BUSIBUIM KJTIHIYHO 3HAYYIINX B3aEMOMIiN, ormocepeakoBanux ¢pepmentamu CYP 2C19,
2C8/91 2D6.

IHOyKuisn pepmeHmis yumoxpomy P450. O1iHKa moTeHIliany iHOyKyBaHHS (hepPMEHTIB
CYP1A2, CYP2B6 i CYP3A4 aBaHadinioM, SKa BUKOHyBajlacs Ha IEPBUHHUX
rernaTolyTax JIIOOWHU Y OOCIIIAXKEHHSX in vitro, He BUSABUIIA HISKOTO IIOTEHIiany
IHOYKyBaHHS IIUX (D€PMEHTIB Y KJTIHIYHO 3HAaYyIIUX KOHIIEHTPAIlisX.

TpaHcnopmepu. Pe3ynbTaTu OOCHIAXKEHD N Vitro MpoOgeMOHCTPYyBaJid IOMipHUU
MMOTeHIlian gil aBaHadiny gk cyoctpaty P-rnikonpoTeiny (P-gp) Ta inribitopa P-gp
pa3oM i3 AUTOKCUHOM SK CyOCTpaTOM y KOHIIEHTpAalligX, HUKYKUX 3a po3paxoBaHi
KOHIIeHTpallil B KUIlIeYHUKY. [ToTeHian aBaHadiny BIJINBATH Ha TPAHCIOPT iHIIIUX
JIiKapchbKUX 3aco0iB, ormocepenkoBaHui P-gp, HeBimomuii. 3a pe3yabTaTaMu
OOCIIiIZKEeHb in vitro aBaHa(diI IpyU 3aCTOCYBaHHI y KJIIIHIYHO 3HAYYIINX KOHIIEHTPAIisIX
MozKe BucTynaTu inriditopom BCRP (6iika pe3uCcTEeHTHOCTI 10 paKy MOJIOYHO1
3a/;103u). Y KJIiHIYHO 3HAYYIIUX KOHIIEHTpallisiX aBaHadin He € iHTibiTOpoM
TpaHcnopTHuX 6inkiB OATP1B1, OATP1B3, OCT1, OCT2, OAT1, OAT3 ta BSEP.

Bnnus aBaHa(iny Ha iHII TpaHCIOPTEPHU AOTENEP HEBIIOMUMN.



Piouuzyam. HasiBHa iHdopMallis, 110 OOKIIiHIYHI HOCTiAXKEeHHS IPOAEeMOHCTPYyBalIu
aOuTUBHUYN ePeKT 3HUKEHHSI CUCTEMHOTO apTepiaJIbHOT0 TUCKY IIPX 3aCTOCYBaHHI
inridiTopiB ®IIE5 y koMm0iHatrii 3 pionuryaTom. Y KITiHiYHUX OOCHiIXKEeHHSIX OyJI10
IMoKa3aHo, 10 piolUryaT IIOCUIIOE TinmoTeH3uBHi epekTu iHridiTopiBs ®IES5. He Gyno
OTPUMAaHO NOKa30BUX HJaHUX Ha KOPUCTh CHPHUATINBOTO KIIiHIYHOTO e(eKTy
3aCTOCYBaHHS TaKol KoMOiHaIlil y mocmimKyBaHUX MOMynsiisx. CynyTHE 3aCTOCYBaHHS
pionuryaty Ta iuri6itopis ®JJE5, y ToMy uucri aBaHadiny, mpoTuiokasaHe (OUB.
po3min «IIpoTUIIOKa3aHHI»).

Oc006/1MBOCTi 11070 3aCTOCYBaHHS

[Tepi HiK TpU3HaAUYaTH MeANKaAaMEHTO3He JIiIKyBaHHS, He00XimHO 3i6paTu MegUYHUN
aHaMHe3 Ta IPOBECTU 3arajilbHUW MEOUYHUU OTJIAL OJIS OiarHOCTUKU €PEeKTUIIbHOL
OnuCQYHKIII Ta BU3HAYEHHS 11 MOXKJIMBUX IIEPBUHHUX IPUYUH.

Cepueso-cy0uHHa ¢pyHKUisA. [lepen moyaTKoM OyOb-siKOl Teparlil 3 mpuBoOy
€pPEeKTUIbHOI AUCPYHKIIII JTiKap MOBUHEH OIIIHUTU CTaH CEePIeBO-CYOUHHOI CUCTEMU
CBOIX MAIli€HTIB, OCKiJIbKM CeKCyaJibHa aKTUBHICTh OOYMOBJIIOE IIEBHUM PU3UK IS
cepiieBol GyHKII1 (quB. po3gin «I[IpoTunoka3laHHsa»). ABaHadin Mae Ba3oauIaTaTOPHi
BJIACTHUBOCTI, III0 IPU3BOAUTH [0 JIETKOTO0 TUMYAaCOBOT0 3HUKEHHS apTepialbHOT O
TUCKY (OUB. po31in «B3aemopist 3 iHIIUMY JTiKapCbKUMHU 3aco0aMM Ta iHII BUOU
B3aEMO[Iii») i MOTEHIIIIOE TIMOTEeH3UBHUM e(DEKT HiTpaTiB (OUB. PO3Ois
«[TpoTunokasaHHg»). [1allieHTH 3 0OCTPYKIIi€I0 BUXiOHOTO TPAKTY JIiBOTO LIJTYHOYKA,
HaMpUKJaj 3i CTEHO30M aOpTaJIbHOTO KJlalaHa abo 3 ifiomaTUuYHUM TrinnepTpodgidHuM
cybaopTalbHUM CTEHO30M, MOXYTh OyTH YyTJIUBUMH [0 il BA30AUIATATOPiB, B TOMY
yucini go inribitopis ®IES.

IIpianiam. TTa1lieHTiB HEOOXiMHO MTPOIHCTPYKTYBaTU PO HEOOXiAHICTh HEraliHOTO
3BEPHEHHS 3a MeIUYHOIO JOIIOMOT0I0, SIKIIIO ePeKIlis TpuBa€ 4 roguHu i Oinbiie
(mpiamiam). AKIM0 y BUNIagKy IIpiani3aMy He IPU3HAYUTHU HajleXKHe HeBigKIagHe
JIIKYBaHHS, MOXX€ BUHUKHYTH VIIIKOOXKEHHS TKaHUHU CTAaTEBOTO YJjieHa Ta HeoOOpOoTHA
BTpaTa IoTeH1ii. ABaHadin cmig 3 06epexkHiCTIO 3aCTOCOBYBaTH MalliEeHTaM 3
aHaTOMI4YHOIO medopMalli€lo CTaTeBOTO YjieHa (TaKOI0 K aHTyJIsIlisd, KaBepPHO3HUU
(}ibpo3 abo xBopoba IlelipoHi) Ta MallieHTaM i3 3aXBOPIOBAHHSAMU, 110 MOXKYTh
CIIPUYHHSATHA PO3BUTOK IIpiami3aMy (TaKMMU K CEPIONOAiOHOKITITUHHA aHeMis,
MHOXKHWHHA MiejroMa abo JIeHK03).

ITopyweHHs 30py. Y 3B’sI3KY i3 3acTOCyBaHHSM iHINMUX iHTi0iTOpiB ®IIES moBimomMnsan
PO IMOPYILEHHS 30PYy Ta BUIIaAKU PO3BUTKY MIEPEOHBO] illIeMidHOl HEXPOIIaTil
30pOBOT'0 HEPBa HeapTepiaJlbHOTO reHe3y. llaliedTa Ciif IIOBIJOMUTHU IIPO Te, IO Y
pasi parToBOTO IMOTipIIeHH 30py HEOOXiMHO MIPUNUHUTY 3aCTOCYBaHHS IIpemnapary

®

ABaHajaB~ Ta HeraHO 3BEPHYTHUCH IO JIiKaps (OUB. po3min «IIpoTunoka3aHHS»).



Bnaue Ha 3ci0aHHA kposi. [JocnigxKeHHs in vitro Ha TpoMOoIIUTaxX TIOOUHU BKa3yIOTh
Ha Te, 1o iHriditopu ®IIES He BIIMBAIOThL Ha arperaliito TpoMOOIIUTIB caMi 1o co0i,
IpOTe y CylpaTepaneBTUYHUX J03aX BOHU MOTEHIIIOIOTh aHTUarperaiTHuM epekT
OOHOPa OKCUOY a30Ty HaTpiio HiTponpycuny. Y miopeu inriditopu ®IIES He BIIMBAIOTh
Ha Yac 3CifaHHS KPOBi aHi IIpy MOHOTePAIlil, aHi IpXU 3aCTOCYBaHHI pa3oM i3
alleTUJICAJIiLUIIOBOIO KUCJIOTOO.

BimomocTi mopmo 6e3meky 3aCTOCyBaHHSA aBaHadiny naiieHTaM i3 MopymeHHIMHU
dyHKI1il 3ropTaHHsa KPoBi ab0 3 aKTUBHOIO MENTUYHOIO BUPA3KOI0 HIJIYHKA BifCyTHIi. Y
3B’SI3KYy 3 IIUM aBaHais ciif npu3HavaTU TaKUM IalliEeHTaM JIMIIEe MiC/Isi PeTelbHOol
OLIIHKHY CITiBBIOHOIIIEHHS KOPUCTh/PU3HUK.

ITocipweHHsa abo panmosa empama cayxy. ITalieHTiB ciig moBimoMuTH PO
HeOoOXimHiCTh TpUNUHEHHS puiioMy iHribitopis ®E5, y Tomy uucii aBaHadiny, Ta
HeraHOT o 3BePHEHHS 3a MEIUYHOIO JOIIOMOT0I0 y pa3i palnToBOTO NOripieHHs abo
3HUKHeHH4 cnyxy. [Ipo 1i aBuilia, AKi MOXKYTh CYIIPOBOIXKYBATUCS IIIYMOM/O3BOHOM ¥
ByXax Ta 3allaMOpPOYEeHHSM, IIOBITOMIISIM SK PO IIOB’sI3aHi y Yaci 3 IpUuioMOM
inridiTopiB ®IIE5. HeM0OXKIMBO BCTAaHOBUTH, YU iCHYE MPSIMUM 3B’ I30K MiXK IIUMU
SIBUILIAMM Ta 3acTocyBaHHAM iHTi6iTOpiB ®IIES abo iHmmuMu pakrTopaMu.

O0dHouacHe 3acmocyeaHHs anb(ha-610kamopis. OgHOYACHE 3aCTOCYBaHHS anbda-
6s10KaTOpiB Ta aBaHadiny MoxKe IPU3BECTU V OESKUX IMAIlliEHTIB O CUMIITOMATUYHOI
apTepianbHOI TIIIOTEeH3il Yepe3 aguTHUBHI Ba3oguiaTaliiiHi edpeKTa (QUuB. PO3Oin
«B3aeMopmist 3 iHmIMMU JTiKapChKUMHU 3acoO0aMM Ta iHIINI BUOM B3aEMOik»). HeobxigHO
OpaTu OO yBaru Take:

®, CTaH IIAIllEHTa,

o [lepir HiXK pO3NIOYUHATHU JIIKYBaHHA IIpenapaToM ABaHajlaB
SIKUM TIPOXOOUTH Teparliio anbda-010KaTopoM, ITOBUHEH OyTu cTabinmizoBaHui. Y
Malli€eHTiB, SIKi MEMOHCTPYIOTh TeMOOUHaMiuHy HecTaOilbHICTh Ha TiTi
MOHOTeparrii anbda-6I0KaTOPOM, CIIOCTEPITaETHCS IMiABUIIIEHUN PU3UK PO3BUTKY
CUMIITOMATHUYHOI apTepiaabHOl riMOTeH3il Ipu 0OHOYAaCHOMY 3aCTOCYBaHHi
aBaHadiny.

e [Ins TUX IMAIi€HTIB, CTaH AKMUX € CTAaOIMBPHUM IIifl Yac Teparrii anbga-0I0KaToOpoM,
Teparlriio aBaHadiioM CIif po3noYMHATH 3 HalHUKYO01 103U - 50 MT.

e [l71s TUX MALIEHTIB, SIKi BXKe IPUUMalOTh OIITUMI30BaHy 03y IIpenapary

Asananas®

, Teparrito anb¢a-0JI0KaTOPOM CJIiJT PO3IMOYNHATY 3 HAMHUXKYOI TO3MU.
[MTocTymoBe migBUIIeHHS O03U allbda-010KaTopa Ha TJIi mpuiioMy aBaHadiny
MO2XK€e CYIIPOBOOXKYBaTHUCS OOOATKOBUM 3HUXKEHHSM apTepiaibHOTO TUCKY.

e Ha Ge3mneky KoMOiHOBAaHOTO 3aCTOCyBaHHS aBaHadiny i anbda-6710KaTOPIB
MOKYTh BIIJINBATH iHIII paKTOPU, B TOMY YHUCIIi 3HUKEHHS 00’ €My ITUPKYJITIOI0YO1

KPOBi Ta 3aCTOCYBaHHS iHITUX aHTUTINEPTEH3UBHUX JIIKapChbKUX 3aC00iB.



O0dHouacHe 3acmocyeaHHsi iHe2ibimopie CYP3A4. OgHo4yacHe 3aCTOCyBaHHS aBaHaimy
3 ToTyXHUMH iHribiTopamu CYP3A4, TakuMU SIK KE€TOKOHA30JI a00 pUTOHABIP,
IpoTHuIlOKa3aHe (OuB. po3minu «IIpoTunokalaHHa», «B3aeMomis 3 IHIITUMU
JIiIKapChbKUMHU 3acob0aMu Ta iHII BUAM B3aeMoOfili» i «Crnocib 3acTOCyBaHHS Ta OO3U»).

OOHouacHe 3acmMoCyB8aHHA IHWUX AiKAPCbKUX 3acobi8 045 AiKyB8aHHA epeKmuibHOoi
ouc¢pyHKuyii. be3neka Ta epeKTUBHICTh 3aCTOCyBaHHS IIpenapary ABananas® y
KoMOiHaririi 3 inmumu inriditopamu ®IES abo 3 iHIIMMU nperapaTaMy AJis JIIKyBaHHS
€pPEeKTUIbHOI OMCHYHKIIl He BUBYasIKCh. [1allieHTiB CiIif 3aCTeperTu Bif 3aCTOCYBaHHS
npemnapary ABananas® y KOMOiHalil 3 TaKUMH JIiIKapChbKUMU 3acobaMu.

OO0HouacHe 8x#CUBAHHSA A/1K020110. BXKUBaHHS alKOTroIi0 ¥ KoM0OiHaliil i3
3acTOCyBaHHSIM aBaHa(dimy 30ilbIlIye PU3HUK PO3BUTKY CUMIITOMATAYHOl apTepiaabHOL
rimoreHsii (OuB. po3[min «B3aemMomist 3 iHIIIUMHY JTIKAPChKUMU 3aco0aMU Ta iHII BUON
B3aeMofiii»). [1allieHTiB Ciig 3acTeperTH, 0 OOHOYaCHEe 3aCTOCYBaHHS aBaHadiny Ta
aJIKOT0JIi0 30i/bIlly€e MMOBIPHICTh PO3BUTKY apTepiabHOI TinmoTeH3il, 3amaMopo4YeHHs
abo cuHKore. Jlikapi TaKoK ITOBUHHI MPOIHCTPYKTYBaTH MalIliEHTIB PO Te, III0
MOTPiOHO poOUTH Yy pa3i BUHUKHEHHS CUMIITOMIB IOCTypasibHOI TiloTeH3il.

ITonyasauii, y aAkux 0ia npenapamy He suguaaacsA. [1ig aBaHadiny He BUBUYasacs y
MaIli€HTIB 3 ePEKTUJILHOI0 OUCPYHKIIIEI0, 00YMOBIEHOIO MMOIMIKOOXKEHHSIM CIIMHHOT O
MO3KY a00 iHIIIMM HEBPOJIOTiYHUM PO3JIafoM, Ta YV IAIiEHTIB 3 TIXKKUMU
MMOpYyIIeHHSAMHU GYHKIII HUPOK abo MeviHKu.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py0010.

®

BazimHicmy. JlikapchKuii 3aci6 ABaHasiaB~ He NPHU3HAYEHUU [JI 3aCTOCYBaHHS

XKiHKaM.

[aHUX 100 3aCTOCYBaHHSA aBaHadilly y BariTHUX XKiHOK HeMae. Pe3ynbTatn
OOCIiAXKeHb Ha TBapUHaX He BKa3yIOTh Ha iCHyBaHHS SIKOT0-HeEOyOb IpsiMoro abo
OIT0CepeaKOBaHOr0 IIKiJIMBOTO BIIJIMBY IIpenapaTy Ha mepebir BariTHOCTi, pO3BUTOK
eMOpioHa/1iofa, IMOJIOTU YU MOCTHATaJIbHUM PO3BUTOK ITOTOMCTBA.

Ilepiod 2o0ysaHHA 2py00. [laHuX IIOA0 3aCTOCYyBaHHS aBaHa(isly Iig 4ac rpygHOTO
BUTONOBYBaHHS HEMaE.

®epmuavHicmy. TTiciss ogHOPA30BOTr0 MEPOPAIbHOTO0 IpuiioMy aBaHadiny B mo3i 200
MT Y 3[00POBUX JOOPOBOIIBIIIB HE CIIOCTEPIrasioCcs HiSIKOro MOro BILJIMBY Ha PYXOMICTh
abo mopdororito ciepmMaTo30ifiB. [loTenep BiACYTHi JaHi 100 ciepMaToOreHe3y y
300POBUX OOPOCIIUX YOJIOBIKIB Ta y HOPOCJIUX YOJIOBIKIB 3 JIETKOI €PEKTUJIBHOI
OUCyHKITIETO.



30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuMu mMexaHiamamu.

® Ma€ He3HaYHUM BIIJIUB Ha 3[aTHICTb KepyBaTu

Jlikapcbkui 3acib ABaHanaB
TPAHCIIOPTHUMH 3acoO0aMu Ta ITpalfoBaTH 3 MexXaHi3mMaMu. HasiBHa iHdopMalris, 1110 B
IIpOoIleci KIiHIYHUX OOCHiAXKeHb aBaHa(ily IMOBiZOMIISAIM IIPO BUIAAKHA
3aIaMOpPOYEHHS Ta MOPYILIEHHS 30Py, TOMY IalliEHTH MOBUHHI 3HATH, IK BOHU

®

pearyioTh Ha JIikapChbKuil 3aci6 ABaHanaB ~ , IepII HiXK KepyBaTu aBToMo0inieM abo

IpaloBaTU 3 MexaHi3MaMu.

Cmocid 3acTocyBaHHs Ta I03H

Io3yBaHHA

PekoMeHpgoBaHa go03a cTaHOBUTH 100 MT, Ky IIpuMaioTh 3a NoTpedu npubau3Ho 3a
15-30 xBUIKH OO CEKCyaJIbHOI aKTUBHOCTI. 3 OTJIAOy Ha iHOWBiOyalbHY €(EeKTUBHICTh
Ta MEePEeHOCUMICTh, J03y MOXKHa 30iMbIINUTU [0 MakKcuManbHOI - 200 Mr ab0 3HU3UTHU
mo 50 mr. MakcumanbHa peKOMEHI0BaHa 4YaCTOTa 3aCToCcyBaHHSA - 1 pa3 Ha goOy. [ns
OTpPUMaHHSA BiIIOBiAi Ha JTIKyBaHHS NOTPiOHa ceKcyasjibHa CTUMYJISIIiS.

Oco6uBi KaTeropii maiieHTiB

Yos08iKku cmapwozo 8iKy (=65 pokig). [1715 nallieHTiB CTapLIOro BiKy KOPUTYBaHHS
no3u He moTpibHe. IIlomo 3acTocyBaHHS ITpelapaTy ImallieHTaM BikoMm Bifg 70 pokiB
Hapa3i JOoCTyIHi JaHi 0OMexXKeHi.

ITopyweHHs ¢yHKUil HUpoK. KOopeKIlisa mo3u OJis MallieHTiB 3 JTerKoi0 Ta IIOMipHOI0
HUPKOBOIO AUCHYHKIIIEIO (KIipeHC KpeaTuHiny =30 MJ1/xB) He moTpiOHa. JIikapChbKuu

® HpOTI/IHOKa3aHI/Iﬂ HaljieHTaM 3 TSIXKKOIO HUPKOBOIO JII/ICCI)YHKLIiGIO

3aci6 ABaHasaB
(kmipeHc kpeaTuHiny <30 MJi/xB) (DuB. po3minu «®apMaKOJIOTiUyHi BIaCTUBOCTI.
dapmakokiHeTuKa» i «IIpoTUoKka3aHHs»). Y IMallieHTiB 3 1erK0oi0 abo moMipHOIO
HUPKOBOIO OUCPYHKIIIE (KIipeHC KpeaTuHiny =30Mi1/xB, ane <80 MIi/xB)
CIIocTepirasnocsi 3HUKEeHHS e(peKTUBHOCTI IIpenaparTy IMOPiBHIHO 3 IalliEHTaMu 3

HOPMaJIbHOI0 (QYHKITI€I0 HUPOK.

® IIPOTUIIOKAa3aHUU

ITopyweHHs ¢pyHKUii nediHKku. JIlikapcbKuii 3aci6 ABaHanaB
nalieHTaM 3 TSIKKOIO IIe4YiHKOBOIO OuCcyHKIIi€O (Kimac C 3a Knacudikaili€io
Yaunga-I1'10) (ouB. po3minu «@apMaKoIoriyHi B1acTUBOCTI. PapMaKOKiHEeTHUKA» i
«I[TpoTunIOKa3aHHA»). Y Ialli€HTiB 3 JTeTK00 ab0 ITOMipHOI0 Me4YiHKOBOIO AUCHYHKIIIEIO
(kmac A a6o B 3a knacudikailiero Yarinma-I1'10) mikyBaHHS IIpenapaToM CJIif
PO3IMOYMHATH 3 MiHIiMaNIbHOl e(PEeKTHUBHOI 03U 3 IIOOAJILIINM KOPUTYBaHHSM,

BPaxOBYIOYU I1€PEHOCUMICTB.



3acmocysaHHs voaosikam i3 yykposum diabemom. IIs TallieHTiB i3 IIyKPOBUM
niabeToM KOPUTYBaAHHS JO3U He MOTpPiOHe.

3acToCcyBaHHs HallicHTaM, SKi IPUUMAaIOTh iHIIi JTiKapchbKi 3acobu

OO0HouacHe 3acmocyeaHHs iH2ibimopie CYP3A4. OmHOoYacHe 3aCTOCYBaHHS aBaHadimy
3 noTyKHUMH iHribiTopamu CYP3A4 (TakuMU SSK KETOKOHA30JI, pUTOHAaBIp, aTa3aHaBip,
KJIapUTPOMIIlMH, iHAWHAaBIp, iTpakKoHa30J1, Heda30a0H, HendiHaBip, cakBiHaBip i
TEJIITPOMIIIUH) IpOTUIIOKa3aHe (OuB. po3ginu «IIpoTunokasanusa», «Blaemonis 3
IHIIMMMY JTiKapChbKUMH 3aco0aMu Ta iHIIi BUOW B3aeEMOMi» i «OcobmuBOCTi
3aCTOCyBaHHS»).

II71a malieHTiB, SKi OTPUMYIOTh CYIIYTHE JIiKyBaHHSA noMipHUMH iHTiOiTopamu CYP3A4
(TakMMU SIK €PUTPOMIIIMH, aMIIpeHaBip, allpeIiTanlT, ouiTiazeM, GIyKOHA30JI,
¢do3zammpeHaBip Ta Bepalamin), MaKkCuMalbHa peKOMeHIOBaHa Jo3a aBaHainy
cta"HoBuTh 100 M, i Ipu ILOMY HEOOXiITHO JOTPUMYBATUCS iHTEPBAIy MiXkK
NpUroMaMH 03 y IoHauMeHIle 48 roguH (OuB. po3min «BlaemMopia 3 iHIIUMHT
JIIKAPCHKUMHU 3aco0aMU Ta iHIIN BUOU B3a€EMOMil»).

Cnocib 3acToCcyBaHHSA

I71s1 mepopaibHOTO 3aCTOCYBaHHS. Y pasi mpuiioMy J1iKapCchKOT0 3aco0y Asananas®

IIig 9ac 1Oy ImoYaToK [il MOKe HaCTaTHU Mi3Hillle MOPiBHAHO 3 MPUMOMOM HaTIIe (OuB.
po3min «®apMaKoIoridHi BlacTUBOCTI. PapMaKOKiHETHKA»).

Iimu.

He 3acTocoByOTh OiTaMm (BikoM 7o 18 pokiB).
Ilepeno3yBaHHs

Y Bumapgkax repeno3yBaHHS 3a HEOOXiTHOCTI CIif BXKMBAaTU CTAaHOAPTHUX
migTpuMyBaJibHUX 3axomdiB. He mepenbada€eThcs, 1110 TeMoiai3 IpucKopoBaTUMeE
KJIipeHC aBaHadiny, OCKibKM aBaHadinn 3HaYHOIO MipoI0 3B’I3YETHCS 3 OiTKaMu
IJIa3MU KPOBI 1 He BUBOOUTHCS 13 CeYelo.

3mopoBuUM O0OPOBOJIBIISIM aBaHadis IpUu3HaYaau B OQHOPa30BUX Ao3ax 1o 800 mr, a
nmaiieHTaM - y 6aratopa3oBux mo3ax go 300 mr Ha goOy. HebaxkaHi peaxiiii Oynmu
MONiOHMMU MO THUX, IO CIIOCTEPIraloThCS MPU 3aCTOCYBAaHHI HUXKYUX O03, IIPOTE
3pocTasia iXHS 4acToTa Ta TAXKKiCTh.

ITo0iuni epexTH



ITo6GiuHi peakIrii, HaBemeHi HUXKYe, KIacudikoBaHi 3a cucTeMaMu OpraHiB (BiIImoBimHO
no MedDRA) ta o 4acToTi BUHUKHEHHS: Ayke 9acTo (=1/10); yacTto (=1/100-<1/10);
HedacTo (=1/1000-<1/100); pinko (=1/10000-<1/1000); myxe pigko (<1/10000);
YacTOTa HeBimoMa (He MOzKHa OIIIHUTU Ha OCHOBI HAaIBHUX HAHUX).

3 60Ky iMyHHOI cucmemu: piOKoO - Ce30HHA alepris.
3 60Ky ncuxiku: pioko - 0e3COHHS, IepeaYacHa esKoJIsAIis, HeaJeKBaTHUM adeKT.

3 60Ky Hepsosoi cucmemu: 4acmo - TOJIOBHUM Oinlb; HeYacmo - 3arraMOpPOYEeHHS,
COHJIMBICTb, CHHYCOBUM I'OJIOBHUM 0iflb; pidKO - IICUXOMOTOPHA TillepaKTUBHICTb.

3 60Ky opeaaHie 30py: HE4acmo - HeYiTKiCTh 30DY.
3 60Ky cepusi: Heyacmo - IMoCuIeHe cepuedbuTTs; piOKo - CTEHOKaPis, Taxikapmis.

3 60Ky cyOuH: yacmo - TinepeMis; Heuacmo - rapsa4i TPUIINBYU, apTepiaabHa
rinepreHsid.

3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyo0HOi KaimKu ma cepedoCmiHHs: 4acmo -
3aKJIafeHuU HiC; HeuYacmo - 3aKjafeHi CUHYCH, 3afUllIKa IIpU Gi3ugHOMY
HaBaHTaXKeHHi; pi0KO - pUHOpes, 3aCTilHi ABUIIlA Y BEPXHIX AUXaIbHUX LIIAXaX,
emicTakcuc (HocoBa KpPpOBOTeYa).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMYy: He4acmo - OUCIIeIICisi, HymoTa, O/TI0BaHHS,
OUCKOMMOPT Yy IIIYHKY; Pi0KO - CyXiCThb Y POTi, racTpUT, Oinb Y HUKHIX Bimmginax
JKMBOTA, Oiapes.

3 60Ky wkipu ma niowKipHOI KAIMKOBUHU: PiOKO - BUCUTIaHHSI.

3 60Ky ONOPHO-PYX08020 anapamy ma CNoAYy4YHOI MKAHUHU: Hedyacmo - Ginb y CIIuHI,
HaIMpYyXeHIiCTh M’s3iB; pidko - 0inb y 60I1i, Miasnrisi, M’30Bi cma3Mu.

3 60Ky HUPOK i ceuosuBiOHUX W1sXi8: PiOKO - TTOJIaKiypis.

3 60Ky penpodyKmueHOi cucmemu ma MO/04HUX 3d/103: PiOKO - po3manu 3 60Ky
CTAaTEeBOTO 4JieHa, CIOHTAaHHA IeHiIbHa epekKllis, reHiTanbHuM cBepOixk.

IHgeKuitiHi ma napa3umapHi 3axXxe0pPrOBAHHA: PIOKO - TPUIl, Ha30(papUHTIT.
MemaboaiuHi ma asimeHmapHi po3aadu: pioko - momarpa.

3aezanvHi nopyweHHsA ma peakuil y micui eeedeHHs npenapamy: Heuacmo -
IigBUIIIeHa BTOMITIOBAHICTh; piOKO - 3arajibHa cabKicTh, Oinb y rpyaHif KT,
TpPUITONOAiOHEe 3aXBOPIOBAHHS, TepudpepudHui HabpsK.



JlabopamopHi NOKA3HUKU: Heuacmo - MiIBUILIIEHHS PiBHS ITeYiHKOBUX (DEPMEHTIB,
BiIXMJIEHHS Big HOPMH Ha eJIeKTpoKapaiorpami, 30iIbIIeHHS YaCTOTH CePIleBUX
CKOpPOY€Hb; pi0KO - MiABUIIEHHS apTepiaJbHOT0 TUCKY, HasIBHICTh KPOBIi B Cedi, IIIyM y
ceplli, IMiOBUIIIeHHS PiBHS ITPOCTAT- CIIelM(pivHOT0 aHTUTEHY, 30iIbIIIeHHS MacCH Tina,
MigBUIIEHHS PiBHA OinipyOiHy B KPOBi, MiIBUINIEHHS PiBHSA KpeaTUHIHY B KPOBI,
OigBUIIIEHHS TeMIlepaTypu Tina.

IToBigoMJIEHHS IIPO MifM03PIOBaHi MoOiuHi peakiril

[ToBimoMeHHs Mpo MOoOiIUHI peakiril mmicsis peecTpatiii TiKapcbKoro 3acody Mae
BaXKJIUBe 3HauyeHH. lle mae 3MOry IpOBOOUTHA MOHITOPUHT CIiBBIIHOIIIEHHS
KOPUCTBL/PU3UK IIPU 3aCTOCYyBaHHIi IIbOTO JTiKapChKOro 3aco0y. MeguyHuM Ta
(apMmalieBTUYHUM MIpalliBHUKAaM, a TAKOXK MallieHTaM abo IXHiM 3aKOHHUM
MIpefcTaBHUKAM CJIiJl TOBIHOMJISITH PO yCi BUIIQAKU ITif03pI0OBaHUX MTOOIYHUX peaKIlin
Ta BiACYTHOCTi e(peKTUBHOCTI JTikapChKOT0 3aco0y uepe3 ABTOMaTH30BaHYy
iHpopMaliiHy cucTteMy 3 (hapMaKOHArIAOy 3a ImocuinaHHsaM: https://aisf.dec.gov.ua.

TepMiH NpHIAaTHOCTI
2 POKH.
VYMoBHM 30epiranas

30epiraTtu B opuriHanbHil yIIaKoOBIIi ITpu TeMIiepaTypi He Buile 25 °C.

30epiraty y HeJOCTYIIHOMY AJIS OiTeU MicCIIi.
VYnakoBka

ITo 1 TaGnerti y 6micTtepi; mo 1 GricTepy B mayiii.

[To 4 TabneTtku y 6iicTepi; mo 1 6icTepy B mayiri.
Karteropis Bignycky

3a penenTomMm.

BupoOHUK

AT «KUIBCBKUM BITAMIHHUM 3ABO]I».



