IHCTPYKIIA
OJI METUYHOI'O 3ACTOCYBAHHA IIPEITIAPATY

ABAHAJIAB®

IHCTPYKIIIA gns MeguuHOTO 3aCTOCYBaHHS ikapchkoro 3aco6y ABAHAJIAB® (AVANALAV)

Cxian: ditoua pevosuHa: aBaHadin; 1 tabmerka mictutk 50 Mr abo 100 Mr aBanadiny; donomidxcHi
peuvosuHu: MaHiT (E 421), kucnota pyMapoBa, FifpOKCUIPOIINIIEN0I03a, TigPOKCUIIPOIIIIEN0I03a
HU3bKO3aMillleHa, Kaslbllito KapboHaT, MarHilo cteapart, 3aii3a okcup x)oBtuit (E 172).

JlikapcbKka ¢popma. TabneTKku.

OcHoBHi ¢i3ukKo-xiMiuHi B1acTUBOCTI: TaGneTKu Kpyrioi GopMu, 3 IBOOIMYKIION IIOBEPXHEO,
CBIiTJI0-2KOBTOT'0 KO/IHOPY. [IOMyCKAIOThCS BKPAIJIEHHST Malxke 6i710T0 KOJIbopYy.

dapMmakoTepaneBTHYHA rpyna. [Ipemnapatu s NiKyBaHHS epeKTUNIbHOI aucdyHKIil. Kog ATX
G04B E10.

dapMaKoI0riyHi BJ1aCTHBOCTI.

®dapmakoduHamika. MexaHi3Mm [ii ABaHa(is € BUCOKOCEIEKTUBHUM Ta IOTYKHUM 000POTHUM
inri6itopoM docdomiectepasu Tuny 5 (®IE5), cneludivyHol [0 IUKIIIYHOT0 T'yaHO3UHMOHOGOChATy
(ul'M®). Konu cekcyasnibHa CTUMYJISIS CIPUYNHSE MiCIleBe BUBITbHEHHSI OKCUAY a30Ty, iHriOyBaHHS
OJIES aBanadimom 06yMoBioe 30inbineHHs piBHSA Ul M® B meyeprCTUX Tilax CTaTEBOro 4ueHa. Lle
CIpusie Po3ciabIeHHIO TIafKUX M’SI3iB Ta MPUTOKY KPOBi y TKAHUHU CTATEBOT0 YJIeHa, III0 BUKIUKAE
epekuito. ABaHa(in He BUSBIISIE ePeKTy 3a BIICYTHOCTI CeKCyanbHOL cTUMyANil. PapMakKogMHAMIUHI
edbexTu 3 moCmimKeHH in vitro Bimomo, 1110 aBaHadin € BucokocenekKTuBHUM 1ono OIIES. Horo
edekT mopmo OIIES € Oinbll MOTYKHUM, HiXK Iofo iHImmMX BimoMux gocdomiectepas (y >100 pasis
Oinbin moTyxkHUM, HiXK mopo OIEG6; y >1000 pagis 6inbin noTyxkHUM, HiX mono OIE4, ®IES i
®IIE10; y >5000 pasiB Ginbur notyxuui, Hixk mongo ®IOE2 i ®IE7; y >10000 pa3ziB Ginbll TOTYKHUH,
Hix momgo ®IE1, ®OE3, ®IE9 i ®IE11). Apanadin y >100 pagzis Oinbir notyxkuui momo OIES, Hixk
mono OJIEG, sika BUSBINISETHCA Y CITKIBII Ta BifmoBifa€ 3a ¢poTonepeTBOpPeHHS. CeeKTUBHICTh
edekTy mopno ®IES, sikuit mpubnusno y 20000 pasiB noTyxkHimui, Hixk edekT mongo ®IE3
(pepMeHT, 9KuY BUABIAETHCS B CEPLi Ta KPOBOHOCHUX Cy[IMHAX), BaXKJ/IMBa 3 orjaay Ha Te, mo OIE3
Oepe y4acThb y KOHTPOJIi CKOpO4yBa/IbHOI QyHKIIII MioKapaa.

®dapmakokiHemuka. ABaHadin MBUIKO BCMOKTY€ETHCS MiCNIS IePOPAIbHOTO IPUUOMY, 3 MeiaHO0
Tmax Bim 30 mo 45 xBumuH. Moro (hapMakOKiHeTHKa € JO30IPOIOPLiHOI ¥ PEKOMEHI0BAaHOMY
miama3oHi mo3. BiH BUBOOUTHCS ITepeBaXkKHO IIJITXOM ITeYiHKOBOr0 MeTabo01i3My (TOJIOBHUM YHHOM 3a
nomomoroio pepmenTy CYP3A4). OgHo4yacHe 3aCTOCYyBaHHS MOTYKHUX iHribiTopis CYP3A4
(HampuKiaf, KETOKOHA30JIy i pUTOHaBIPY) acolliioBaHe 3 MiABUIIEHHSIM IIJIOII ITif
(bapMaKOKiHeTUYHOI0 KPUBOIO «KOHIeHTpalig-yac» (AUC) aBaHadiny B mi1a3Mi KpoBi (IUB. po30in
«B3aeMopmis 3 iHIMMH JTiKapChbKUMHK 3ac00aMM Ta iHIII BUAKM B3aeMOfii»). TepMiHanbHUN mepiof
HalliBBUBEMeHHS aBaHa(diy cTaHOBUTEL Mpubnu3Ho 6-17 rogun. A6copOuis. ABaHaisn MBUAKO
BCMOKTYETHCS. MakcuManbHa KOHI[eHTpalis y maa3mi Kposi (Cmax) gocsaraetscsa Brupoposx 0,5-0,75
TOOUHY TiCIIS TepopabHOTO IPUHOMY HaTile. Y pasi mpuiioMy aBaHadiny pa3oM i3 iKeio 3 BUCOKHAM
BMICTOM XKUPiB MIBUAKICTh BCMOKTYBaHHSI 3HUKYETHCS, IIPU LIbOMY Tmax CIIOBITbHIOETHCS B
cepenHboMy Ha 1,25 roguny, a Cmax 3MeHIIYETLCS B cepelHbOMY Ha 39(mipu 3acTocyBaHHi fo3u 200
mr). [Tpu mpomy BB Ha AUC 6yB BifcyTHiN. HeBenuki 3minu Cmax aBaHadiny po3LiHIOITHCS SK
Taki, 110 MalTh MiHiMaIbHY KIIiHIYHY 3HauylIicTs. Po3nopin. ABaHadin 3B’s3yeThcs 3 Oinkamu



na3Mu KpoBi npubau3Ho Ha 99 3B’s13yBaHHS 3 OiIkaMu He 3a/IeXXUTh Bif] 3arajbHOl KOHIIEHTpallil
[i040l PEYOBUHHY, BiKy, QyHKIIl HUPOK Ta NediHKY. ABaHa(]isl He IPOAEMOHCTPYBaB KyMyJIsLil y
T71a3Mi KPOBi Ipu 3acTocyBaHHi ¥ mo3i 200 Mr 2 pa3u Ha mo0y npoTsaroMm 7 gHiB. 3a pe3yibTaTaMu
BHM3HAYEHHS BMiCTy aBaHadiny B criepMi 3m0poBuX 00OPOBOILINB Yepe3 45-90 XBUIMH TTiCIs
IIPUHOMY IIperapary, B CIiepMi MallieHTiB MoXke 3HaxomuTucs MeHIie Hixk 0,0002npuitHATOl HO3H.
BioTpancdopmariisi. ABaHadin BUBOOUTHCS 3 OpraHi3My 3[e0i/IbIIoro 3a AOIOMOT0i0 MiKpOCOMalbHUX
isopepmenTiB neuinku CYP3A4 (ocHoBHuY miax) Ta CYP2C9 (mpyropsiguuit mnsx). KonieHTpanis
OCHOBHUX IIMPKYJTIOI0UNX MeTabomiTiB - M4 i M16 - y mima3Mi KpoBi cTaHOBUTB pubu3Ho 23i 298in
KOHIIeHTPallil BUXigHOI crionyKu BifgmoBigHo. MeTabomiT M4 Mae npodinbk ceJIeKTUBHOCTI 00
docdomiecTepas, momibHUM 0O TaKOro B aBaHadiny, a #oro iHridyodya akTuBHiCTS mono ®JES B
yMoBax in vitro gopiBHioe 18Big akTuBHOCTI aBaHadiny. TakuM yrnHOM, M4 3abe3neyye npubInu3HO
4Bipm 3aranbHOI (papMaKOIOTiYHOI aKTUBHOCTI IpemnapaTty. MeTtabonit M16 OyB HeaKTHBHUM IIOZI0
OJIES. BuBemenHns. Y miomedt aBaHadin y 3HauyHi# Mipi MeTabomi3yeTbces. [Tics mepopanbHOTO
npuiioMy aBaHadin eKCKPeTYETLCS Y BUTTIALI MeTaboJIiTiB, TepeBaxHO 3 KajoM (Mpubiu3Ho
63IPUKHSTOI IePoPaIbHO MO31), i MEHIIOI Mipoo - i3 ceuero (mpubnu3HO 21 MPUAHSITOI IePOPaIbHO
mo3u). IHII okpeMi Kateropil nauieHTiB YomoBiku cTapiioro Biky. [TalieHTH cTapIinoro BiKy (BiKOM Bif
65 pOKiB) May €KCIO3UIIiI0 IIpenapaTy, NOPiBHAHHY 3 €KCIIO3ULi€0, IKa CIIOCTePiraeTeCs y
malfieHTiB Mosnopioro Biky (18-45 poki). IIpoTe maHi oo oci6 BikoM Bifm 70 pokiB moTemep
obmexeHi. [TopymeHHs GyHKINI HUPOK. Y malieHTiB 3 IeTKo (KitipeHc KpeaTuHiny =50-<80 my/xB) i
OMipHOIO (KJipeHC KpeaTuHiny =30-<50 mn/xB) pucdyHKIIi€0 HUPOK (papMaKOKiHeTHKa aBaHadimy
micnis omHOpa30Boro mpuiiomy go3u 200 Mr He 3MiHIOBanacs. 11100 maieHTiB 3 TAKKOIO
IUC(HYHKIIE0 HUPOK Ta IAIli€HTIB i3 TepMiHANBbHOK CTAHi€l0 3aXBOPIOBAaHHS HUPOK, SKi OTPUMYIOTh
reMmopianis, fani BigcyTHi. [Topymenns QyHKil neuinku. [Ticns ogHopasoBoro npuiiomy no3u 200 mr
NallieHTH 3 JIETKOI0 OUCQYHKINE IediHKY (Kiac A 3a Knacudikaniero Yaunma-I1'10) Mmanu
eKCITO3UIIiI0 IIpelapaTy, MOPiBHSIHHY 3 eKCIIO3UIIi€l0, TKa CIocTepiranacs y ocié 3 HopMaIbHOO
¢byHKIi€ nevinky. [TalieHT 3 moOMipHOIO AUCHYHKITEIO NTevYiHKy (Knac B 3a Knacudgikamieio
Yaunpa-I1'10) yepes 4 roguHM mMic/Isi OGHOPA30BOT0 IMpuiioMy aBaHadiny B fo3i 200 Mr manu
€KCITO3UIIiI0 IIpemnapary, MOPiBHAHHY 3 €KCIIO3UIII€I0, IKa CIIOCTEPIraeThCs y 0Ci0 3 HOPMabHOIO
GbyHKLi€0 MevyiHku. MakcrManbHa KOHIIEHTPAllisd Ta eKCIOo3ullisa Oy MOgiOHUMU 0 TaKuX, IKi
crocTepiranucs y oci 3 HOpMalbHOIO QPYHKIIIEI0 EeYiHKY Micsg npuitoMy aBaHadiny B eeKTUBHIN
mo3i- 100 mr.

Kniniuni xapakKTepuCTHKH.

Iloka3anHs. JlikyBaHHS epeKTUILHOI OUCPYHKIIII V¥ JOPOCIKX YONOBIKiB. [[115 3a0e3neyeHHs
e(heKTUBHOCTI npenapaTy ABaHanaB® moTpibHA ceKcyanbHa CTUMYJISLIS.

IIporunoka3anHs. [ligBuIlleHa YyTIUBICTE A0 Aif040i pedyoBHUHU abo [0 Oymb-sIKOi 3 JOTIOMiKHUX
pedoBHH npenapaty. OgHOYacHUM puiioM OyOb-IKUX (GOpPM OpPraHiYHUX HiTpaTiB abo JOHOPIB OKCHUOY
a30Ty (HampuKiaf, aMiHITpUT) (IKUB. po3hin «B3aeMofiig 3 iHIIMMY JTiKapChKUMM 3acob6aMu Ta iHIIIi
BUOY B3aeMogili»). CynyTHe 3acTocyBaHHS iHTiOiTOpiB @I ES, BKItoYaoun aBaHadin, 3i
CTUMYIATOPaMU I'yaHiaTUKUKIIa3U, TAKUMHU K PIOIUTyaT, IPOTUAIOKa3aHe, OCKIJIbKU 11e MOXKe
IOTEHIINHO IPU3BECTH [0 PO3BUTKY CUMIITOMHOL apTepianbHOl rinoTeH3il (IuB. po3nin «B3aemMomia 3
iHImMMY TiKapchKUMU 3acobaMu Ta iHIIi BUOM B3aeMOfiii»). JIikapi MOBHHHI 3BaXKyBaTH MOTEHITIMHUN
PHU3HKK CEKCyaIbHOI aKTUBHOCTI [i7i ceplieBoi GyHKIIII y MaIlieHTiB i3 ceplieBo-CyAUHHUMU
3aXBOPIOBAHHSMH, TIEPII HiXK IpU3HadaTH Ipenapat ABaHanaB®.3acTocyBaHHS aBaHadiny
MIPOTUIIOKa3aHe TaKUM KaTeropisiM MallieHTiB: [| Malli€eHTH, AKi IPOTITOM OCTaHHIX 6 MiCSLiB
nepeHecny iHGapKT Miokapma, iHCynbT abo HeOe3MmeyHy oJIs XKUTTS apUTMIilo; [] allieHTH 3
apTepianbHOIO TimoTeH3ie0 (apTepianbHuil TUCK <90/50 MM PT. CT.) ab0 3 apTepiaabHOI0
rineprensielo (apTepianbHuii TcK >170/100 MM pT. CT.) Y CTaHi CIOKO10; [] mallieHTH 3 HeCTabiTbHOIO
CTeHOKapHi€lo, CTeHOKapAi€lo TPy CeKCyalbHil aKTUBHOCTI ab0 3aCTiHOIO CEPIIEBOI0 HEJOCTATHICTIO



byHKITIOHaIBHOT0 KiTacy 2 abo Buile (3a Kimacudikallieio HbIo-I;IopKCBKo'l' acotiialii Kapaionoris).
Taxke nopyureHHs pyHkil nevinku (knac C 3a knacudikarieto Yainga-I1'10). TsxKe TOpymIeHHS
GbyHKII1 HUPOK (KiIipeHc KpeaTuHiHy <30 Mi/XB). BrpaTa 30py B OMHOMY O1Lli BHACITIIOK II€peaHbO1
imeMidyHOl HeXpomaTil 30pOBOro HepBa HeapTepianbHOro reHedy (NAION), He3aneXHO Bifl HAIBHOCTI
3B’3KY IIbOT'0 BUIIAOKY 3 IoNepegHiM 3acTocyBaHHAM iHTiOiTOpiB ®IES (ouB. po3min «OcobnuBoCTi
3acTocyBaHHS»). CllaikoBe JereHepaTuBHE 3aXBOPIOBaHHA CiTKiBKU. OQHOYACHUYU IIPHUUOM IMOTYKHUX
inri6iTopie CYP3A4, Takux SIK KETOKOHA30JI, pUTOHABIp, aTa3aHaBip, KJIaPUTPOMIIIMH, iHIWHABID,
iTpakoHa3011, Heha3omoH, HeNndiHaBip, cakBiHaBip 1 TemiTpoMiuvH (OUB. po3ninu «B3aemonis 3
iHmMMY miKapchKUMM 3acobaMu Ta iHII BUAYM B3aeMomii», «OcobmuBoOCTi 3acTocyBaHHs» i «Cmoci
3aCTOCYBaHHS Ta JO3MU»).

B3aemojis 3 iHIIMMH JTiKapCLKUMH 3aC00aMH Ta iHNIi BUaH B3aemomin. [ToTeHIiiHi
dbapmakoguHaMiyHi B3aemofii 3 aBaHadinom HiTpatu. Bimomo, 1110 y 3m0poBUX 0OOPOBOIIBIIB
aBaHa)is MOCUITIOE TiMOTEeH3UBHI e(eKTH HiTpaTiB MOPiBHIHO 3 male6o0. BBaxkaeThcs, 110 11e
00yMOBJIeHO KOMOiHOBaHMM BIIJIMBOM HiTpaTiB Ta aBaHadiny Ha MexaHi3M okcuay a3oty/ul Mo. ¥
3B’3Ky 3 IIUM IIpU3HauYeHHs aBaHadiny maiieHTaM, sSKi MIpuiMaloTh 6ymb-sKi GopMu opraHigHUX
HiTpaTiB ab0 MOHOPiB OKCUAY a30Ty (HalpUKiIa, aMiIHITPUT), MIPOTUIIOKa3aHe. Y NallieHTa, SKUi
mpuiiMaB aBaHadin y ocTaHHi 12 roguH, Ipyd MEOUYHO OOT'PYHTOBAHOMY IIpU3HAYEHHI HiTpaTiB ¥
BUITIQMIKy HeOe3MeUHOro /sl XKUTTS CTAHY 3POCTa€ iMOBIPHICTL 3HAYYIIOTO Ta IMOTEHINHHO
He0e3MMeYHOro 3HUKEHHS apTepianbHOro TUCKY. HaBiTh Mpu Takux o0CTABUHAX HITpaTH CIIif
3aCTOCOBYBATHU JIMIIIE 3a YMOBU PETEIbHOI0 MEIUYHOI'0 CIIOCTEPEXKEHHS Ta 3 HaJleXKHUM
MOHITOPHHTOM TeMOfrHaMiKu (OuB. po3fin «I[IpoTunoka3aHHs»). JIikapchKi 3ac00H, IKi 3HUKYIOTh
CHUCTEeMHUY apTepianbHUN TUCK. fK Ba3oguiaaTtaTop, aBaHadin MoxKe 3HUKYBATH CUCTEMHUN
apTepianbHUM THCK. fAKIIO nMpemnapaT ABaHamaB® 3aCTOCOBYIOTH Y KOMOiHAMil 3 iHIIUM JTiKapChKUM
3aco00M, III0 3HUXKYE CUCTEMHUI apTepialbHUM TUCK, afUTUBHI eeKTH MOXKYTh IPU3BOOUTH [I0
CHMIITOMaTUYHOl apTepianbHOl rinoTeH3il (Hanpukiag, A0 3allaMOPOYEeHHS, BITUyTTs MJIOCTI,
cuHKorte abo ctany, 611u3bK0ro go cuHkone). HasiBHa iHGopMaliis, 1o y mpoiieci KiiHigHuX
IOCTiIKeHb He CIIOCTepiranocs XKOOHAX BUIAagKiB PO3BUTKY apTepianbHOI TinoTeHsii, mpoTe 0yau
BigMiueHi okpeMi emnizomu 3armaMopodeHHs (OuB. po3min «ITo6iuni peakirii»). ITig yac 1uX mHOCTiAXKeHb
OyJ10 3apeeCcTPOBAaHO OOUH €I1i30[ CHHKOIIe YV TPy m1ae6o i omuH emi3of CUHKOIIE Y TPYIIi MpUHoMy
aBaHadiny B 1o3i 100 mr. ITamienTn 3 06CTPYKIIi€l0 BUXiZHOTO TPAKTY JIiBOTO IITyHOYKA (HAIpUKIIaf,
3i CTEHO30M a0pTaIbHOTO KJlalaHa, ifionaTuYHuM TinepTpodiuHuM cy0aopTaabHUM CTEHO30M) Ta
TALiEHTH 3 TSXKKUMU IIOPYIIeHHSIMHI BereTaTUBHOT'0 KOHTPOJIIO apTepiabHOT0 TUCKY MOXKYTh OyTH
0CO0NIMBO YYT/IUBUMHU [0 [il Ba30AUIaTaTOPiB, Y TOMY YHUCJIi 10 aBaHadiny. Anbda-010KaTopH.
HasiBHa iHpopMaLis mpo Te, 110 reMOgMHaMIiuHiI B3aEMOIil mpemnapaTy 3 JOKCa303WHOM i
TAMCYJI03MHOM BUBYAJIU y 30OPOBUX NOOPOBOJIBIIB B OQHOMY II€PEXPECHOMY OOCITIKEeHHi 3 IBOMa
nepiomaMu. YV Malli€HTiB, SKi OTpUMYyBaju CTabiIbHY Tepalilo JOKCa303UHOM, CepelHE MaKCUMaJlbHe
3HUKEHHS CHCTOJIIYHOTO apTePiallbHOTO TUCKY Y MOJI0KEHHI CTOSYH 1 JIe’kKayy Ha CIuHi (3
IIOTIPaBKOIO Ha I1alie0o) micsa mpuiioMy aBaHadiny cTaHOBUIIO 2,5 MM PT. CT. i 6,0 MM pT. CT.
BigmoBigHO. B 1inoMy y 7 3 24 y4aCHUKIB JOCigXKeHH IIiC/s MpuiioMy aBaHadiny BigMidanucs Taki
PiBHI 3HMXKEHHS LIbOT'0 IT0Ka3HKKA Bifl BUXiIHUX 3HA4Y€Hb, IKi MaJid MOTEHIIMHY KITiHIYHY 3HAUYIIiCTh
(ouB. po3min «OcobmuBOCTI 3acTOCyBaHHS»). Bimomo, 1110 y mallieHTiB, SKi oTpuMyBanu cTabibHY
Tepariln TaMCYyJI03UHOM, CEpefHE MaKCHUMaJlbHe 3HUKEHHS CUCTOJIIYHOI0 apTePiabHOT0 TUCKY Y
TI0JIOXKEHHI CTOSTUH i JlexKauu Ha CIIKHI (3 TIOMPaBKOIo Ha Italebo) micis npuiioMy aBaHadiny
CTaHOBUJIO 3,6 MM PT. CT. i 3,1 MM PT. CT. BifoOBigHO, 1 ¥ 5 3 24 y4aCHUKIB AOCTIXKEHHS MiCIII
npuioMy aBaHadiny BigMidanmucs Taki piBHI 3HUXKEHHS I[bOT0 TOKAa3HMKA Bifl BUXiIHUX 3HAaYeHb, AKi
MaJy TIOTEeHUiNHY KIiHIYHY 3Ha4yIIicTh (AUB. Po3ain «Oco0nMMUBOCTI 3aCTOCYBaHHS»). Y XKOAHIN rpymi
y4acHUKIB IOCTiXKeHHs He 0YyJI0 OBiIOMIIEHb NP0 CUHKOIIE abo iHIIi TsSXKKi HeOaxkaHi SBHUIIIA,
IIOB’sI3aHi 31 3HUXKEHHSAM apTepiabHOTO TUCKY. [HIN aHTUTiIIEePTEeH3UBHI IIperniapaTy, OKpiM anbda-
6rokaTopiB. BimoMo, 1110 {74 OLiHKY BIIJIUBY aBaHa(diny Ha mMOTeHIil0OBaHHSA e()eKTiB OKPEMUX
AHTUTINEPTEeH3UBHUX JTiKapChKUX 3ac00iB (aMJIOAUIIHY Ta eHalanpuiy) 3i 3HUKEHHS apTepialbHOTO



TUCKY OyJI0 IpOBefieHe KITiHiuHe AOoCTiaXKeHHs. Pe3ynbTaTi HOCTiAXKEHHS [T0Ka3aslH, 110 IpU
OJHOYACHOMY 3aCTOCYBaHHI aBaHadiy cepelHe MaKCUMaJlbHe 3HUKEHHS apTepialbHOT0 TUCKY Y
TI0JIOKEHH] JIexkauy Ha CIIMHI CTaHOBUJIO 2/3 MM PT. CT. IIOPiBHSAHO 3 IyIanebo y rpyIi 3aCTOCYBaHHS
eHananpuiy i 1/-1 MM pT. CT. - B IpyIli 3aCTOCYyBaHHS aMJIOgUIiHy. CTaTUCTUYHO 3HAUYIA Pi3HULA Y
MaKCHUMaJIbHOMY 3HUKEHHI AiacTOIIYHOr0 apTepiaJibHOr0 TUCKY Y II0JI0KEHH] JleXkayy Ha CIUHI
IIOPiBHSHO 3 Male00 crocTepiranacs aullle y rpymni KoMOiHOBaHOTO 3aCTOCYBaHHS eHaJalpuiy Ta
aBaHa(iny, Ipu IbOMY PiBeHb 3HUKEHHS apTepiaTbHOr0 TUCKY ITOBEPTABCA [0 BUXiAHUX 3Ha4YEHb
yepes 4 TONUHY Micas npuiioMy f03u aBaHadiny. B 060x rpymnax 6yIo mo ogHOMY MallieHTy, V IKUX
BigMivasocst 3HUKEHHST apTepialbHOT0 TUCKY 03 CUMIITOMIB apTepialbHOI TimoTeH3il, 1m0 ycyBamocs
IpOTATOM 1 TOAMHY Mic/is mo4aTKy. ABaHa(dis He YMHUB HisIKOTO BIUIMBY Ha (papMaKOKiHETUKY
aMJIOOUIiHY, IPOTe aMJIOAUIIIH 30ibIlyBaB MaKCUMaJbHY i 3aranbHy eKCIO3UIlil0 aBaHadiny Ha 28Ta
60BinmoBimHO. ATTKOTOJIb. B:XKMBaHHS akoOroJiio y KoMOiHallil i3 3acTocyBaHHSIM aBaHadinmy 306inmbiIye
PU3UK PO3BUTKY CUMIITOMATUYHOI apTepianbHOI rinoteHsii. HasiBHa iHdopMaliis, mo y ogHOMY
IIepEXPECHOMY HOCIIXKEeHH], y IKOMY 300pOBUM J0OPOBOJIBISIM OTHOPA30BOT0 3aCTOCOBYBAIU NO3Y
IIpernapary, CepeHe MaKCUMaslbHe 3HUKEeHHS [iacTOJIiYHOT0 apTepiaabHOTO TUCKY OyI10
CTaQTUCTUYHO 3HAUYIIO GiNIbIINM ITiC/Is MpUitoMy aBaHa(iy 3 alKorojeM, HixX Iics NpuiioMy Juiie
aBaHadiny (Ha 3,2 MM pT. cT.) abo nuire ankorono (Ha 5,0 MM pT. cT.) (guB. po3gin «Oco0auMBOCTI
3acToCyBaHHS»). [HIII 3aco0u nikyBaHHS epeKTunIbHOL guchyHKil. be3neka Ta e(peKTUBHICTD
3aCTOCyBaHHS aBaHadiny B KoMmOiHamii 3 inmumu inriéitopamu ®IIES abo 3 inmmmmu 3aco6aMu ojist
JiKyBaHHS ePeKTUIbHOI MuCYHKINI He BUBYanuCs (OuB. po3ain «OcoO6IMBOCTI 3aCTOCYBaHHS »).
BrnnuB iHmux pe4oBuH Ha aBaHadin ABaHadin € cy6cTpaTom CYP3A4 i MeTabo0i3yeThCs TepeBaxkHO
UM (hepMeHTOM. 3 OOCIigKeHb BioMo, 1110 JTiKapchKi 3aco0u, siki inribyioTe CYP3A4, MOXKYTh
36inbimyBaTi AUC aBaHadiny. Iuriditopu CYP3A4. Ketokonaszon (400 mr Ha 1o0y), IKUM €
CEJIEKTUBHUM i yKe noTykHUM iHribiTopom CYP3A4, 36inbiryBaB Cmax i AUC aBaHadiny micius #oro
OIHOPa30BOro npuroMy y mo3i 50 mry 3 pa3u iy 14 pasiB BiAIOBiAHO Ta IIOA0BXKYBaB Iepiof
HaliBBUBe[eHHs aBaHadiny npubnusno 10 9 roguH. PutoHasip (600 Mr 2 pa3u Ha fo0y), IKUM €
nyxke notyxHuM iHriditopom CYP3A4 i takox iuribye CYP2C9, 36insmyBas Cmax i AUC aBaHadiny
micys 10r0 OAHOPA30BOT0 mpuioMy y 7o3i 50 Mr npubnusHo y 2 pa3u i y 13 pasiB BigmoBifgHO Ta
IIOMIOBXKYBAaB IEPiof HalliBBUBeOeHHS aBaHadimy mpubnusno mo 9 rogut. OUiKy€eThCS, 10 iHIII
notyxHi inribitopu CYP3A4 (Hanpukiap, iTpakoHa30J, BOPUKOHA30J1, KIIaPUTPOMIIMH, Heda30/0H,
cakBiHaBip, HespiHaBip, iHOWHABIP, aTa3aHaBip i TemiTpoMiluH) 6yayTh 00YMOBIIOBATH MOMiIOHI
eekTu. TakuM YMHOM, OHOYACHE 3aCTOCYyBaHHS aBaHadiny 3 noTykHUMHU iHTibiTopamu CYP3A4
IpoTUIOKa3aHe (AuB. po3pinu «[IpoTtunokasanus», «OcobnuBoCTi 3acTocyBaHHs» i «Crocid
3aCTOCyBaHHS Ta [03u»). Eputpomituu (500 Mr 2 pa3u Ha fo0y), AKUi € IOMipHUM iHTiOiTOpOM
CYP3A4, 36inpmyBaB Cmax i AUC aBaHadiny micns #oro oqHOpa3oBoro npuiomy y mo3si 200 mr
npubIN3HO Y 2 pa3u i y 3 pa3u BiANOBIIHO Ta IOOOBXKYBaB [Iepiof] HaMiBBUBeIeHHS aBaHadimy
npubnu3Ho o 8 roguH. O4ikyeThcs, 110 iHim moMipHi inribiTopu CYP3A4 (Hanpukiaj, aMIpeHasip,
amnperniTaHT, gunTiaseM, ¢GayKoHa307, ocaMipeHaBip i Bepamamin) 6yayTs 00yMOBITIOBATH OTiOHI
edekTu. 3 oSNy Ha Iie AJIS MallieHTiB, SKi 0MHOYACHO MpUKMaloTh IoMipHi iHribiTopu CYP3A4,
MaKcuMaJbHa PeKOMeHIoBaHa fio3a aBaHadiny ctaHoBuTh 100 Mr KoxHi 48 roguH (OQuUB. po3min
«Cmocib 3acToCyBaHHS Ta [H03W»). X04a B3aEMOil 3 KOHKPETHUMU IIpenapaTaMy He BUBYAJIH, iHIIII
inri6itopu CYP3A4, y ToMy 4KCIli rpedndpyToBui CiK, iiMoBipHO, 6ymyTh 36inbimyBatu AUC
aBaHainy. [TamieHTiB Cif 3acTeperTy Bifl BAKUBaHHS I'PEUNIPPYTOBOTO COKY MPOTATOM 24 TOOUH [0
npuiiomy aBaHadiny. Cyoctpar CYP3A4. Amnopunin (5 mMr Ha fo6y) 36inburyBaB Cmax i AUC
aBaHa(iny micms #oro ogHOPa30BOTro mMpuiiomy y mo3i 200 mr mpubnau3Ho Ha 28i 60BigmoBigHo. 1Ii
3minu AUC He PO3LIHIOIOTHCS AK KITiHIYHO 3Hauymli. OqHOPa30BUl IPUIOM aBaHa(iny He BIIJIUBaB Ha
piBeHb aMJIOUITIHY B IIa3Mi KpoBi. Xo4ya B3aeMopil aBaHadiny 3 puBapokcabaHoM i amikcabaHoM
(o6upmBa - cyoctpatu CYP3A4) cnemianbHO He BUBYAJIKUCS, TaKi B3aEMOIii He 04iKyIOThCS. [HIYKTOpHU
dbepmenTiB rutoxpomy P450. [ToTeHuiiHuit BuB iHAYKTOPiB hepmeHnTiB CYP, 0c00MMBO iHOYKTOPIB
CYP3A4 (manpuknap, 603eHTaH, KapbaMas3eliH, edaBipenn, pernobapbiTan i pudammin), Ha
(dapMaKoOKiHETUKY Ta e(eKTHUBHICTh aBaHa(inmy He BuBYaBcsa. OgHOYAaCHEe 3aCTOCYyBaHHSA aBaHadiny Ta



ingykTopiB pepmenTiB CYP He peKOMEHI0BaHe, OCKiIbKY 11e MOXKe 3HU3UTH e(PEeKTHUBHICTD
aBaHadiny. BB aBanadiny Ha iHmi nikapchki 3acobu Iuri6yBanHs GepmenTiB nutoxpomy P450. 3
OOCIiXKEeHHS in vitro Bigmomo, 110 aBaHadin (Ha MiKpocoMax IeYiHKY JTIOOUHN) IPOAEMOHCTPYBaB
He3HaYHUY MOTEHITiaN TiKapChKUX B3aEMO[Iii, omocepenkoBanux ¢hepmentamu CYP1A1/2, 2A6, 2B6 i
2E1. Kpim Toro, metabomnitu aBaHadiny (M4, M16 i M27) TakoxX NMpofeMOHCTPYBalu MiHiMasbHe
inribyBanHs depmenTis CYP 1A1/2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 i 3A4. 3 ornsany Ha I maHi
He O4iKy€eTbCs, 1100 aBaHadin BUSABISIB 3HAUYIIUM BIIJIUB Ha iHIII JTiKapchKi 3aco0u, ki
MeTabommi3yoThes UMy pepMeHTaMu. X0o4a JaHi, OTPUMaHi y HOCTiAKEHHSX in vitro, BUSBUIU
IIOTEHIIINHI B3aeMogil aBaHadiny, onocepenkoBaHi pepmentamu CYP 2C19, 2C8/9, 2D6 i 3A4,
IIOAAJIbIIIl JOCIIIAKEHHS 13 3aCTOCYBaHHAM OMEIIpa30Jly, PO3UIJIITA30HY 1 Ae3ullpaMiny He BUSBUIIU
K/IIHIYHO 3HAYYILIUX B3aeMOfi, orocepenkoBanux ¢pepmentamu CYP 2C19, 2C8/9 i 2D6. Iugykuis
bepmenTiB rutoxpomy P450. Ominka noteHmiany iHgykyBaHHs ¢pepmeHTiB CYP1A2, CYP2BG6 i
CYP3A4 aBanadinoM, sika BUKOHyBajacs Ha IEPBUHHUX reNaToUTax JIIOOUHY Y HOCTIIXKEHHIX in
vitro, He BUSIBUJIA HISIKOTO MOTEHLiaNny iHAYKyBaHHS IIUX (PEPMEHTIB ¥ KIIiHIYHO 3HAYYIIUX
KOHIleHTpaLlisax. TpancnopTepu. Pe3ynbTaTy DOCIiAXKEHb in vitro IpogeMOHCTPYBaId IIOMipHUY
noTeHIlian gil aBaHadiny sk cydctpaty P-ruikonporeiny (P-gp) Ta inribitropa P-gp pa3om i3
IUTOKCUHOM $IK CyOCTpaTOM y KOHIIEHTPAIlisfX, HUKYKX 3a PO3paxoBaHi KOHI[EHTPAIlil B KUIIEUHUKY .
[ToTtentian aBaHadiny BIIMBaTH Ha TPAHCIOPT iHIIKX JIiIKapChKUX 3aco0iB, omocepenKoBaHuii P-gp,
HeBifoMul. 3a pe3ynbTaTaMy OOCHIAXKEHb in vitro aBa"adin Ipy 3aCTOCYyBaHHI y KJTIHIYHO 3HAUYIIAX
KOHIIEHTPaIligx Moxke BUCTymaTH iHribitopom BCRP (6inKa pe3ucTeHTHOCTI 10 paKy MOIOYHOI
3as103u). Y KJIiHIYHO 3HAUYIIUX KOHIIEHTpAIlisix aBaHa(in He € iHriGiTOpOM TpaHCIIOPTHUX OiNKiB
OATP1B1, OATP1B3, OCT1, OCT2, OAT1, OAT3 ta BSEP. Bunus aBaHadiny Ha iHIII TpaHCIOPTEPH
nmoTemnep HeBimoMuii. PionuryaT. HasiBHa iHbopMalis, 1110 JOKTiHIYHI JOCTiIXKeHHS
IIPOIEMOHCTPYBAIN afUTUBHUM e(PEKT 3HUKEHHS CUCTEMHOTO apTePianbHOTO TUCKY IIPU
3acTocyBaHHi iHri6iTopiB ®IES y kom0inatii 3 pioruryaToM. Y KiTiHIYHUX HOCTIIXKEHHIX OYI10
II0Ka3aHo, 1110 PioIuryaT IMOCUITIOE TimoTeH3uBHi edekTu iHribiTopis ®IES. He 6yno oTpumMaHo
IOKa30BUX NAaHUX Ha KOPUCTh CIIPUSATIIMBOTO KIiHIYHOT0 e(heKTy 3aCTOCYyBaHHS Takol KoMOiHaIlil y
[OCIigXyBaHUX nonynamniax. CylyTHE 3aCTOCyBaHHS piouuryaty Ta iHribitopis ®IE5, y Tomy uucii
aBaHa(iny, mpoTunoka3aHe (IUB. po3nin «IIpoTUIOKa3aHHSI»).

Oco6/1HBOCTi 3acTOCYyBaHHsI. [1epI HiXK MpU3HaYaTH MeIUKaMEeHTO3He JIiKyBaHHs, He00XigHO
3i0paTi MEOUYHUN aHAMHEe3 Ta IIPOBECTH 3araJIbHUN MeOUYHUM OTJISH [JIS OiarHOCTHUKH ePEeKTUIILHOI
nucGyHKII Ta BU3HaYeHHS 11 MOXKJIMBUX IEPBUHHUX Npu4uH. CeplieBo-cynuHHa ¢yHK1ig. [Tepen
o4YaTKOM OyIb-IKOl Teparlil 3 IpUBOAY epeKTUIbHOI AUChYHKIII JTikap IOBUHEH OI[IHUTY CTaH
CepIIEBO-CYAUHHOI CUCTEMHM CBOIX IAIliEHTIB, OCKiIbKKM CEKCyalibHa aKTUBHICTh 00YMOBIIIOE ITEBHUM
PU3UK A cepueBol pyHKIil (1uB. po3pin «[IpoTunokasanHa»). ABaHadin Mae Ba30gUIaTaTOPHI
BJIACTHBOCTI, 1110 IPHU3BOOUTH 0 IETKOTO TUMYACOBOI'0 3HMUKEHHS apTepialbHOT0 TUCKY (OUB. PO3Min
«B3aeMopmis 3 iHIMMMY JTiKapChKUMHK 3ac00aMu Ta iHIi BUAKM B3a€EMOIil») i HOTEHIIOE TiTOTEH3UBHUM
edekT HiTpaTiB (IUB. po3nin «IIpoTHUoKa3aHHsA»). [TallieHTH 3 00CTPYKIIi€l0 BUXIMHOTO TPAKTY JIiBOTO
IIJTyHOYKa, HaIIPUKJIaZ 31 CTEHO30M aopTasIbHOTO KjanaHa abo 3 ifionaTu4yHUM TinepTpodidHum
cy6aopTambHUM CTEHO30M, MOXKYTh OYTH YYTIUBUMHU [0 [ii BA30AUIATATOPIB, B TOMY YKCIIi IO
inribiTopis ®IES5. TIpiani3m. [TarieHTiB HE0OXiIHO MPOIHCTPYKTYBATH PO HEOOXiNHICTH HETAMHOTO
3BEpHEHHS 3a MEeIMYHOI0 MOITOMOT0I0, SIKII0 epeKIlist TpuBa€ 4 ronuH i Oinbie (mpiamizm). AKio y
BUTIA[IKY IIpialli3My He IPU3HAYUTH HajleKHe HeBiAK/IagHe JIIKyBaHHSA, MOXE BUHUKHYTU
VIIKOIKEeHHS TKaHWHU CTAaTEeBOTO 4jieHa Ta HeoO0pPOTHa BTpaTa MOTeHIil. ABaHadin cmig 3
00€epexkKHiICTI0 3aCTOCOBYBATH IAallieHTaM 3 aHAaTOMIYHOIO fedopMalli€lo CTaTeBOTO YieHa (TaKok 5K
aHTYIISLisg, KaBepHO3HU Hidpo3 abo xBopoba ITeipoHi) Ta malieHTaM i3 3aXBOPIOBAHHSIMH, 110
MOXKYTb CIIPUUMHSATH PO3BUTOK IIPiami3aMy (TaKUMHU SIK CEPIIONOAiOHOKITITUHHA aHeMisl, MHOXWHHA
Mmiesoma abo neiko3). [TopyiieHHs 30py. Y 3B’43KYy i3 3acTOCyBaHHSIM iHINUX iHri6iTopis ®IES
TIOBiIOMJISINIM TIPO TIOPYILIEHHS 30PY Ta BUIAAKU PO3BUTKY IEPEIHbO] illleMiuHOl HeliponaTii 30poBOro
HepBa HeapTepianbHOTo reHedy. [larienTa Ciif TOBITOMUTH IIPO Te, 110 Y pa3l parToBOro



IOTipIIeHHS 30py HEOOXigHO MPUIMHUTY 3aCTOCYBaHHS IpenapaTy ABaHanaB® Ta HerauHO
3BEPHYTHUCH [0 niKaps (AuB. po3gin «IIpoTunokasaHHsg»). BiiuB Ha 3cigaHHS KpoBi. [JoCHiagXKeHHS in
vitro Ha TpoMOoIMTaX TIOOUHY BKA3yIOTh Ha Te, 110 iHribiTopu ®IIE5 He BIIMBAOTh Ha arperatiio
TPOMOOUUTIB caMi 110 co0i, ITPoTe y CynpaTepaneBTUUYHMUX [03aX BOHU MTOTEHIIII0I0Th
aHTHarperaHTHUM eeKT JoHOpa OKCUAY a30Ty HaTpilo HiTponpycuny. V miopen inribitopu O®ES He
BIIJIMBAIOTH Ha Yac 3CilaHHS KPOBi aHi pu MOHOTEpaIii, aHi Ipu 3aCTOCyBaHHI pa3oM i3
alleTUICATIIMIOBOI0 KMCIO0TOI0. BigoMocTi mono 6e3meku 3aCTOCyBaHHS aBaHa(diny maljieHTam i3
TIOPYILIEHHIMY (QYHKIIii 3ropTaHHs KPoBi ab0 3 aKTUBHOIO MENTUYHOI0 BUPA3KO0I0 LIIYHKA BiICcyTHi. ¥
3B’SI3KY 3 IIUM aBaHa(is CIlif mpu3HavYaTh TaKUM MallieHTaM JIUIIE MiC/Is peTeNlbHOl OL[iHKU
CIiBBigHOIIEHHST KOPUCTL/PU3MK. [loripimieHHs abo panToBa BTpaTa ciyxy. [lamienTiB cuin
TIOBIIOMUTH IIPO HEOOXigHICTh IPUNIMHEHHS IpuiioMy iHribitopis ®IIE5, y ToMy ducli aBaHadiny, Ta
Hera’HOT0 3BEPHEHHS 3a MeJUYHOIO JOIIOMOT0I0 ¥ Pa3i parnToBOTO MOTipIneHHS a00 3HUKHEHHS
ciyxy. [Ipo 1i sBuUIa, IKi MOXYTb CYIIPOBOLXKYBATUCS IIIyMOM/I3BOHOM Yy ByXaX Ta 3allaMOpPOYEHHSM,
TIOBIIOMJISINIM SIK IIPO TOB’sI3aHi y 4aci 3 mpuiiomoM iHribiTopis ®IES. HeMoXIMBO BCTAHOBUTH, YU
icHye mpsiMuii 3B’I30K MiX IUMH SBUIAMU Ta 3aCTOCYyBaHHSIM iHTib6iTOpiB ®IES abo iHmMUMM
¢daxropamu. OmHOYaCcHE 3aCTOCYBaHHS anbda-61okaTopiB. OgHOYaCcHe 3aCTOCYBaHHS abda-
6710KaTOPiB Ta aBaHadiNly MoxKe IIPU3BECTH Y OeSIKUX MallieHTiB [0 CUMIITOMaTUYHOI apTepiaabHOl
rimoTeH3il Yepe3 afUTUBHI Ba3oaunaTtalivHi ehekTu (OuB. po3min «B3aemofist 3 iHIIUMY TiKapChbKUMHU
3acobaMu Ta iHII BUgM B3aeMofiii»). HeoOximHo GpaTu mo yBaru take: * Ileplm HiXK po3moYyuHaTH
JiKyBaHHS IpenapaToM ABaHanmaB®, CTaH MallieHTa, KU MPOXOAUTh Tepallilo anbda-610KaTopoM,
noBUHEH OyTu cTabinizoBaHuil. Y maiieHTiB, SKi IEMOHCTPYIOTh TeMOAUHAMIUHY HecTaOiNbHICTh Ha
TJIi MOHOTeparil anb¢a-610KaTOPOM, CIIOCTEPITAaETHCS MiABUIIIEHNY PU3UK PO3BUTKY CUMIITOMATUYHOI
apTepianbHOI TimoTeH3ii TPy 0MHOYACHOMY 3aCTOCYBaHHi aBaHadiny. ¢ [I71s THUX Malli€HTiB, CTaH SKUX
€ cTabinbHUM mif yac Tepamil anbda-610KaTOopoM, Teparito aBaHadisioM cilif po3noYrHATH 3
HaMHWXK4Y01 1034 - 50 Mr. * [I714 TUX Malli€eHTiB, IKi BXKe IPUIMal0Th ONITUMi30BaHy 03y IIpenapaTy
ABananaB®, Tepariio anbdha-6710KaTOPOM CIIif] PO3MOYNHATH 3 HAWHUAKYOI 103H. [TocTyoBe
IiABUINEHHS 03U anbda-6710KkaTopa Ha TJIi MpuioMy aBaHadiny MoxkKe CYIpPOBOOKYBaTUCS
NONaTKOBUM 3HUKEHHSIM apTepianbHOro TUCKY. * Ha Oe3mneky KoMOiHOBaHOTO 3aCTOCYBaHHS
aBaHadiny i anbda-6710KaTOPiB MOKYTH BIUIMBATHU iHII ()aKTOPH, B TOMY YUCIi 3HUKEHHS 00’'eMy
IIUPKYJTI0I0Y0]l KPOBi Ta 3aCTOCYBaHHS iHIINX aHTUTINEPTEH3UBHUX JTiKapChKuX 3aco0iB. OmHOYacHe
3actocyBaHHs iHTi6iTOopiB CYP3A4. OmHOYacHe 3aCTOCYBaHHS aBaHa(iny 3 MOTYKHUMU iHTiGiTOpaMu
CYP3A4, TakuMu SIK KETOKOHA30J1 a0 PUTOHABIP, TPOTUIIOKa3aHe (OuB. po3minu «IIpoTHIOKa3aHHI»,
«B3aemogis 3 iHIIUMY JTiKapCbKMMHU 3aco0aMu Ta iHII BUAX B3aeMOfin» i «Crocib 3acTocyBaHHS Ta
no3u»). OmHOYacHe 3aCTOCYBaHHS iHIIKUX TiKAPCHKUX 3aC00iB [JIs JTiKyBaHHS €PEKTUIIbHOL
nucdynkuii. Be3neka Ta eeKTUBHICTb 3aCTOCYBaHHS Npenaparty ABaHanaB® y koMOiHallii 3 iHmmMu
inribiTopamu ®IES5 abo 3 iHIIMMYU IpenapaTaMy [AJis JIiKyBaHHS €pEeKTUIbHOI AuChYHKIII He
BHBYaIKCh. [1allieHTiB CITig 3aCTeperTy Bif 3aCTOCyBaHHS IpenapaTy ABaHanaB® B KoMmOGiHalii 3
TaKHMHU JIiKapChbKUMHU 3acobamu. OgHoYacHe BXKHUBaHHS aJIKOT0JIi0. BXKUBaHHS ajikOTOJII0 Y
KoMOiHal1ii i3 3acTocyBaHHSIM aBaHadiny 30i/blIye pU3UK PO3BUTKY CUMIITOMaTUYHOI apTepiaabHOI
rimoTeHsil (IuUB. po3min «B3aemofisa 3 iHIIMMHU JTiIKapCbKAMM 3acO0aMy Ta iHII BUAW B3aEMOMIiM»).
[TarienTiB cnig 3acTeperTy, 10 ONHOYACHE 3aCTOCYBaHHS aBaHadiny i amkoromo 36inbiye
MMOBIPHICTh PO3BUTKY apTepiasibHOI TinmoTeH3il, 3arraMmopodyeHHs abo cuHKore. Jlikapi TakoX MOBUHHI
IIPOIHCTPYKTYBATH NAlli€HTIB IIPO Te, 110 MOTPIOHO POOUTH ¥ pa3i BUHMKHEHHS CHMIITOMIB
IIOCTYpaJibHOI TinmoTensii. [Tonynaiil, y AKuUX [igd npenapaTy He BuB4Yanacs. [lig aBaHadiny He
BHBYaJIacs y Malli€HTiB 3 epeKTUIIbHOI0 IUCHYHKIIIEI0, 00YMOBIEHOIO MOMKOIKEHHIM CIIHHHOTO
MO3KY a00 iHIITMM HEBPOJIOTiYHUM PO3JIafioM, Ta y MAIiE€HTIB 3 TIXKKUMHU IMOPYLUIEHHIMY QYHKITI
HUPOK ab0 MeYiHKU.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHs 2pydoio. BazimHicmb. JlikapchbKuii 3acib
ABaHanaB® He MpU3Ha4YeHUU I 3aCTOCYBaHHS XKiHKaM. [JlaHUX 100 3aCTOCYBaHHS aBaHaQiny y
BariTHUX XKiHOK HeMae. Pe3ynbTaTul HOCTiIKEHb Ha TBApPUHAX He BKa3yIOTh Ha iCHyBaHHS SKOTO-



HeOymb mpsiMOTo ab0 OIOCEePeIKOBAHOTO MIKIAIMBOT0 BIIJIUBY IIpernapaTy Ha rnepebir BariTHOCTI,
PO3BUTOK eMOPioHa/III0a, MOJIOTH UM MTOCTHATAIbHUN PO3BUTOK ITOTOMCTBA. [Iepion romyBaHHS
rpyamio. [laHUX OO0 3aCTOCYBaHHS aBaHa(iny mif 4ac TpygHOTO BUTONOBYBaHHS HEMAE.
®eprunpHicTh. [Ticns ogHOPa30BOTO ITEePOPaIbHOIO0 MPUKNOMY aBaHadiny y mo3i 200 Mr y 3m0poBUX
noOpPOBOJIBLIIB HE CIIOCTEPIrasocs HisIKOTO MOTo BIJIMBY Ha PyXoMicTk abo MopdoIioriio
cIepMaTo30ifiB. [JoTemep BiACyTHI [aHi MO0 cliepMaTOreHe3y V 3MOPOBUX TOPOCIMX YOJIOBIKiB Ta y
OOPOCTIUX YOJIOBIKiB 3 JIETKOI0 €PEKTUIIBHOI0 TUCOYHKIII€TO.

3maTHiCTH BIUIMBATH Ha MIBHIKICTH peakiil MpH KepyBaHHiI aBTOTPAHCIOPTOM a00 iHIIUMHU
MexaHi3Mamu. Jlikapchkuii 3aci6 ABaHanaB® Mae He3HaYHUY BIIJIMB Ha 3[aTHICTh KepyBaTH
TPaHCIOPTHUMH 3acobaMu Ta IpalltoBaTH 3 MexaHidamamu. HasBHa indopMaris, 1110 B mpotieci
KJTIHIYHUX [OCTigXXeHb aBaHa(iny MOBiJOMIISAIN PO BUMAAKKM 3allaMOPOYEHHS Ta MOPYIIEHHS 30Dy,
TOMY IAlliEHTH IIOBUHHI 3HATH, K BOHU pearyloTh Ha TiKapchbKui 3aci0 ABaHanmaB®, mepir Hixk
KepyBaTu aBToMO06inieM abo mpalifoBaTé 3 MexaHi3MaMH.

Cnoci6 3acTocyBaHHsI Ta TO3M. [103yBaHHS PeKoMeHoBaHa /103a CTaHOBUTL 100 Mr, IKy
IPUIMalOTh 3a oTpedu npubnu3Ho 3a 15-30 XBUIUH 10 CEKCYyaIbHOI aKTUBHOCTI. 3 OTJISIAY Ha
iHmuBinyanbHy eQeKTUBHICTh Ta IEPEHOCUMICTh, 103y MOXKHA 30iIBIINTY 10 MaKcUManbHOol - 200 Mr
abo 3uu3uTH Ko 50 Mr. MakcuMasibHa peKOMeH0BaHa YacTOTa 3aCTOCyBaHHS - 1 pa3 Ha go0y. [Ins
OTpUMaHHS BiATIOBifi Ha NTiKyBaHHS IOTPi0HA CeKcyalsibHa cTUMYyslisg. OcobmuBi KaTeropii naiieHTiB
YonoBiku cTapuIoro Biky (=65 pokis). [I715 mallieHTiB cTapuIoro BiKy KOPUTYBaHHS 03U He MOTpiOHe.
[Ilomo 3acTocyBaHHA IIpenaparty malieHTaM BikoM Bif 70 pokiB Hapasi JOCTYIHI gaHi oOMexXeHi.
[MopymenHs QyHKI HUPOK. Kopekuia mo3u Ajis Mali€eHTiB 3 JIerKO0 Ta IOMipHOI HUPKOBOIO
mchyHKIiE (KmipeHc KpeaTuHiny =30 M/xB) He moTpibHa. Jlikapchkuit 3aci6 ABaHanmaB®
IIPOTUIIOKA3aHUM TNallieHTaM 3 TSIKKOI0 HUPKOBOIO AUCPYHKIi€ (KIipeHc KpeaTuHiHny <30 M/XB)
(muB. po3mginu «PapMakonoriufi BnacTuBocTi. PapmMakokiHeTuKa» i «[IpoTunoka3anHsa»). Y Nalli€eHTiB
3 71erKoi0 abo MOMipHOI0 HUPKOBOIO AuChYHKIi€0 (KiIipeHc KpeaTuHiny =30mMi1/xB, ane <80 Mii/xB)
CIiocTepiranocs 3HUKeHHs e(eKTUBHOCTI ITpenapaTy MOPiBHSHO 3 MallieHTaMu 3 HOPMaIbHOI0
dyHk1ieo HupoK. [Topymenns ¢ynkuii nevinku. Jlikapcbkuil 3aci6 ABaHanaB® npoTUNIOKa3aHUH
malfieHTaM 3 TSXKKOI0 NMeYiHKOoBOI0 auchyHKIieo (knac C 3a knacudikaiieio Yaunga-I1'10) (gus.
po3minu «®apMaKonoriyHi BnacTuBocTi. PapMakokiHeTuKa» i «IIpoTunoka3aHHsa»). Y Malli€eHTiB 3
nerkoio abo MoOMipHOIO TediHKOBOI0 auchyHKIieo (knac A abo B 3a knacudikarieio Yannga-I1'10)
JIiKyBaHHS IIPerapaToM CJIifl po3MOYMHATH 3 MiHiManbHOI e(PeKTHBHOI 03U 3 MTOAAbIINM
KOPHUTYBaHHSM, BPaXOBYIOUU [TEPEHOCUMICTh.3aCTOCYBaHHS YOJIOBiKaM i3 IyKpoBuM fiabeTom. [ns
Tmallie HTiB i3 yKpoBUM Aia0eTOM KOPUTYBaHHS 03U He MOTpibHe.3acTOCYyBaHHS MallieHTaM, SKi
IpUUMalOTh iHIIi JTiKapchkKi 3 acobu OpHoYacHe 3acTocyBaHHS iHTri6iTopiB CYP3A4. OnHouyacHe
3acToCyBaHHS aBaHadiny 3 noTykHUMHU iHribiTopamMu CYP3A4 (TakuMM SIK KETOKOHA30JI, PUTOHABID,
aTalaHaBip, KJIapUTPOMIIIMH, iHAWHABIP, iTpakoHa30, Heda300H, HelndiHaBip, cakBiHaBip i
TeNITPOMILIMH) IPOTUIIOKa3aHe (OuB. po3ainu «IIpoTunokasaHHa», «B3aemMonis 3 iHIIUMU
TMiKapCbKUMU 3aco0aMu Ta iHII BUAU B3aeMOMiN» i «OcoOIMBOCTI 3aCTOCYBaHH»). [ Malli€HTiB,
SIKi OTPUMYIOTh CYIIYTHE NTiKyBaHHS moMipHUMU iHTi6iTopamMu CYP3A4 (TakUMU SK ePUTPOMIIIUH,
aMIIpeHaBip, alpemniTadT, AunTia3eM, GpIyKoHa3oJ, (o3aMIpeHaBip Ta BepanaMiyi), MaKCHMalbHa
peKoMeHJoBaHa fio3a aBaHadiny craHoBuTh 100 Mr, i Ipu bOMYy HEOOXiZHO JOTPUMYBaTHUCS
iHTepBasny MixX MpUKAOMaMu [03 Y lIoHalMeHIe 48 roguH (OuB. po3ain «B3aemMopis 3 iHIIKUMU
nMiKapChbKUMU 3aco0aMu Ta iHIIm BUgu B3aeMofin»).Croci6 3acTocyBaHHs [ Iep OpaabHOTO
3aCTOCyBaHHS. Y pasi mpuiiomy nikapchkoro 3aco0y ABaHanaB® Immim 4ac igy moYaToK Aii MoxKe
HaCTaTH IIi3HiIlle MOPiBHSIHO 3 TPHMOMOM HaTIe (AuB. po3min «dapmMakKoIoriuyHi BIaCTUBOCTI.
dapmakOKiHETHKA»).

Himu. He 3acToCcoByIOTH fiTsIM (BikOoM 10 18 poKiB).

Ilepemo3yBaHHsA. Y BUIagKax epeno3yBaHHS 3a HEOOXiTHOCTI CITifl BXKWBATH CTaHOAPTHUX



migTpUMyBaIbHUX 3axofdiB. He nepenbavaeThes, 10 reMofiiai3 IpUCKOPIOBAaTUME KITipeHC
aBaHadiny, ockinbku aBaHadin y 3HauHiN Mipi 3B’A3y€ThCs 3 OiTKaMu M1a3MU KPOBi i He BUBOTUTHCS
i3 ceuero. 3mopoBUM HOOPOBOJIBIISIM aBaHadia IpHU3HaYaId B OMHOPA30BUX J03ax mo 800 Mr, a
natieHTaM - y 6aratopa3oBux mo3ax mo 300 mr Ha moby. Hebaxani peakirii 6ynu mogibHUME 10 THX,
II0 CIIOCTEPIraloThCs MPX 3aCTOCYBaHHI HUKYHUX [103, IPOTE 3pOCTasia IXHSA 4aCTOTa Ta TAXKKICTE.

IMoGiuni peakmii.[To6iuHi peakmii, HaBegeHi HUXKYe, Kacu(piKoBaHi 3a CUCTeMaMK OPraHiB
(BipmoBigHO 0 MedDRA) Ta mmo 4acTOTi BUHUKHEHHS: {yXKe 4acTo (=1/10); gacTo (=1/100-<1/10);
HevacTo (=1/1000-<1/100); pigko (=1/10000-<1/1000); myxke pigko (<1/10000); yacToTa HeBigoMa
(He MOXKHa OITIHMTY Ha OCHOBI HAsIBHUX aHMUX). 3 00Ky iMyHHOI CUCTEMH: PidKO - CE30HHA ayeprisi. 3
00Ky ICHXiKH: pigko - 6e3COHHS, IepeiuyacHa esKOoAllis, HeafleKBaTHUM adeKT. 3 60Ky HEPBOBOI
CHCTEMHU: 4acTO - TOJIOBHUM 6iib; HEYACTO - 3allaMOPOYeHHS, COHIUBICTh, CHHYCOBUM T'OJIOBHUU Oillb;
PiAKO - ICUXOMOTOPHA TinepakTUBHICTE. 3 00Ky OpraHiB 30py: HEUACTO - HEUIiTKIiCTh 30py. 3 GOKy
Ceplsi: HeyacTo - IIOCUJIeHe CepLeOuTTs; pPidko - CTeHOKapHis, Taxikapmis. 3 60Ky CyauH: 4acTo -
rinepemisi; He4acTo - Tapsiyi MIPUILIUBY, apTepiaibHa rinepreHsis. 3 60Ky peclipaToOpHOI CUCTEMH,
OpraHiB IPy[HOI KJIITKK Ta CEPEOCTIHHSA: 4acTo - 3aKJIafieHuH HiC; He4acTo - 3aKJIafieHi CHHYCH,
3apuIlKa Ipu HisMYHOMY HaBaHTaKEHHI; PiIKO - puHOpes, 3aCTilHi SBUIlla Y BEPXHIX AUXaIbHUX
IIgXax, emicTakcuc (HocoBa KpoBoTeda). 3 60Ky IMUIYHKOBO-KMIIKOBOT'O TPAKTy: HEYACTO -
[UCIIeTICisl, HygoTa, 6/10BaHHs, DUCKOMOOPT Y IITYHKY; PifKO - CYXiCTh ¥ POTi, racTput, 6inb y
HUKHIX Bifginax xKuBoTa, Aiapes. 3 60Ky IIKipy Ta MiAMKipHOI KIITKOBUHU: PigKO - BUCUIIAHHS. 3
00Ky OTIOPHO-PYXOBOTO allapaTy Ta CIOJIyYHOI TKAHWHU: He4acTo - Oifib y CIIuHi, HapyKeHiCTh
M’s13iB; pifKo - 6inb y Ootii, Mianrisg, M's30Bi crta3Mu. 3 00Ky HUPOK i CEYOBMBIOHUX IIISXiB: PigKoO -
noJiakiypisi. 3 60Ky penpoayKTUBHOI CUCTEMHU Ta MOJIOYHHUX 3aJI03: PiiKO - po3naau 3 00Ky CTaTeBOTO
4YJieHa, CTIOHTaHHa MeHibHa epeKIlisl, reHiTanbHul cBepbixk. [H(dekUiiiHi Ta napa3uTapHi
3aXBOPIOBAHHS: PifiKO - TpuUIl, Ha3opapuHTriT. MeTaboniuHi Ta aliMeHTapHi po3nagu: PigKo - moparpa.
3arasbHi IOPYIIEHHS Ta peakllil y MicClli BBeJeHHS IIpenapaTy: He4acTo - MiABUIIeHa BTOMJTIOBaHICTE;
pimko - 3aranbHa cnabkicTh, 6i7b y TPYAHIN KIiTI, rpunonofioHe 3aXBOpIOBaHHS, TepudepuIHun
HaOpsK. JTabopaTOpHi MOKA3HUKYU: HEYACTO - MiIBUINEHHS PiBHS MEYiHKOBUX (ePMEHTIB, BiTXUIIEHHS
Bifl HOpMU Ha eJIeKTpoKaphiorpaMi, 30isbIIIeHHS YaCTOTH CEPIEBUX CKOPOYEHb; PIfKO - MiABUIIEHHS
apTepiaybHOrO TUCKY, HAsIBHICTh KPOBI B Cedi, IIIyM y Ceplli, MiABUIIeHHS PiBHA IPOCTAT-
cnenupivyHOr0 aHTUTeHY, 30iNbIIeHHS MacCH Tila, MifBUIIEHHS piBHA Oinipy0iHy B KpOBi, MigBUIIEHHS
PiBHA KpeaTHHIHY B KPOBI, MiIBUIIIEHHS TeMIepaTypu Tina. [loBigoMIeHHS Ipo migo3poBaHi
HeOaxkaHi peakilii [laHui NMiKapchbKuil 3acib mignsarae fogaTkoOBOMy MOHITOPHUHTY. Lle J03BOIUTD
MIBUIKO imeHTUGIKyBaTH HOBY iH(popMalrito 3 6e3mneku. [ToBimomMIeHHS PO Migo3pioBaHi HebaxaHi
peaxilil micisi cXBaJIeHHS JTiKapChKOTro 3aco0y M03BiTbLHUMU OpPraHaMHU € BaXKJIMBOIO Ipoleaypoto. Lle
[03BOJIS€ 3IMCHIOBATY [TOCTIMHUY MOHITOPUHT CIIBBIHOIIEHHS KOPUCTh/PU3UK 3aCTOCYBAHHS LIOTO
JiKapchbKOro 3aco6y. MeguyHUX MpalliBHUKIB ITPOCSTh MOBIIOMISATH IIPO YCi Mimo3pioBaHi HebaxaHi
peaxtiii yepe3 HallioHAJIbHY CUCTEMY ITOBiIOMJIEHD.

TepMiH NpuUgaTHOCTI. 2 POKH.

YmMmoBH 30epiranHs. 30epiraTv B OpuriHaNbHiN YIAKOBII IPU TeMmepaTtypi He utie 25°C.
30epiratu y HEJOCTYIIHOMY IJIST OiTeH MicCIIi.

YnaxkoBka. [To 1 ta6metui y 6mictepi; mo 1 6micTepy B mauti. [To 4 tabnetku y 6mictepi; mo 1
OricTepy B mayiii.

Kareropis Bigmycky. 3a perenTom.
Bupo6uuk. AT «KUIBCbKUI BITAMIHHUM 3ABO/I».

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MicClisi MpoBaJXKeHHs HOro aisutbHocTi. 04073,
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