Ckian

Oito4a pevyosuHa: aBaHadi;
1 TabneTka mictuth 50 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

[TpemapaTu A4 JTiKyBaHHS €PEKTUIILHOI OUCQHYHKIIII.

Komg ATX G04B E10.
dapMakogHHaMiKa

MexaHism 0ii

ABaHadin € BUCOKOCEJIEKTUBHUM Ta MOTYKHUM 000POTHUM iHTiGiTOpOM
dochomiectepasu tumy 5 (PIOES), crienmudivyrol OO0 IUKIIIYHOTO
ryaHo3uHEMoHOdocdhaTty (uI'M®). Konu cekcyanbHa CTUMYIISIIS CIIPUYNHSIE MiClieBe
BUBLIbHEHHS OKCUAY a30Ty, iHrioyBanHsa ®IIES aBaHadinoMm 00yMOBIIiO€ 30iTbIIEHHS
piBHS HI'M® B rmeyepuCTHUX TillaX CTAaTEBOrO 4JjieHa. Lle cripusie po3ciabieHHIO
rIagKuX M’sI3iB Ta IPUTOKY KPOBi y TKAHWHM CTAaTEBOTO YJieHa, IIJ0 BUKJIMKAE €PEKITii0.
ABaHa(in He BUABIAE e(PEKTY 3a BiICYTHOCTI CEKCyalbHOl CTUMYJISIIl.

dapmakoOuHamiuHi epekmu

3 mocimKeHH in vitro Bimomo, 1110 aBaHadis € BUCOKOCeneKTuBHUM I1omo OIIES.
Horo edekT momo ®IIES € GinbIl MOTYKHUM, HiXK HIOO0 iHIIUX BiMOMUX
docdomiecTrepas (y >100 paziB 6inbin notyxkHMM, HixK mogo ®IOE6G; y >1000 pasis
Oinbin moTyxkHMM, HixK mogo ®IIE4, ®INE8 i ®IE10; y >5000 pa3iB Oiblll TOTYKHUH,
Hix momgo ®IOE2 i ®IOE7; y >10000 pa3ziB Oinbir moTyxkHuM, Hixk momo ®IE1, ®IOE3,



®NE9 i ®OE11). ABanadin y >100 paziB 6inbir noTyxkHUuM momo OIES, HixK 11010
®IIEG, sika BUSABISIETHCS y CiTKIBIII Ta BigmoBigae 3a ¢OTOIIEPETBOPEHHS.
CenekTuBHiCcTh edekTy mono ®OES, skuit npubnu3no y 20000 pasiB MOTYXKHIIINH,
HixK edekT mono ®IIE3 (bepMeHT, siKuli BUSABIISIETLCSA B CEPIIi Ta KPOBOHOCHUX
CyOouHax), BaXKJiMBa 3 ornsaay Ha Te, mo OJIE3 6epe y4acTh Yy KOHTPOJIi
CKOpPOYyBaJIbHOI (PYHKIIil MioKapza.

dapMaKkoKiHEeTHKA

ABaHa@in MIBUOKO BCMOKTYETHCS MiC/Is IepOpaJbHOro IpUuiioMy, 3 MeiaHoo Tmax Bif
30 mo 45 xBunuH. Horo ¢hapMaKkoKiHeTHKa € MO30IPOIOPIIiiHO0 ¥ PEKOMEHI0BaHOMY
miama3oHi mo3. BiH BUBOOUTHLCS IMepPeBaxkKHO IIJISIXOM IIe4iHKOBOT'0 MeTaboriaMy
(ro;1oBHMM 4MHOM 3a mornoMoroio ¢pepMmeHTty CYP3A4). OgpHOYacHe 3aCTOCYBaHHSA
notyxkHuX iHridiTopis CYP3A4 (HampuKiaj, KETOKOHA30J1y i pUTOHABIpPYy) acolliioBaHe
3 MiABUILEHHSM ILJIOLII i PapMaKOKiHETUYHOIO KPUBOIO «KOHIIeHTpallisg-dac» (AUC)
aBaHa(iny B mia3Mi KpoBi (AuB. po3min «B3aeMopist 3 iHIIUMU JTiIKaPChKUMU 3acobaMu
Ta iHII BUOM B3a€EMOfi»). TepMiHalbHUY Mepiof HalliBBUBeOEeHHS aBaHadiTy
CTAHOBUTH MPUOIN3HO 6-17 roguH.

Abcopbuis. ABaHadin MIBUIKO BCMOKTYEThHCSI. MakKcUMaJlibHa KOHIIEHTpAIlis y I1a3Mi
KpoBi (Cmax) mocsraetbcsa BupoagoBxkK 0,5-0,75 roouHu Iicis IepopaabHOro IPUUOMY
HaTIe. Y pasi nmpuiioMy aBaHadiny pa3oM i3 iKei0 3 BUCOKUM BMiCTOM JKUPiB
INBUIOKICTH BCMOKTYBaHHSI 3HUXKYETHCS, IIPU IbOMY Tmax CIIOBIIBHIOETHCS B
cepenHboMy Ha 1,25 rogunu, a Cmax 3MeHIIyEThCS B cepefHboMy Ha 39 % (ipu
3actocyBaHHi mo3u 200 mr). IIpu uromy BrtuB Ha AUC OyB BigcyTHil. HeBenuki 3Minu
Cmax aBaHa(iy pO3LiHIOIOTECA K TakKi, 10 MalOTh MiHiMaJIbHYy KJIiHIYHY 3HA4YYIIiCTh.

Po3nooia. ABaHagin 3B’s13yeThCs 3 OinKaMu IJTa3Mu KPoBi mpubnu3Ho Ha 99 %.
3B’s13yBaHHS 3 OiTKaMU He 3aJIeKUTh Bifl 3arajibHOI KOHIIEHTpAIlil [1if040i peYOBUHHY,
BiKy, G YHKIIIl HUPOK Ta IediHKu. ABaHa(din He IpOJeMOHCTPyBaB KyMYyJIsllil ¥ Ija3Mmi
KPOBi mpu 3acTocyBaHHi y mo3i 200 Mr 2 pa3u Ha go0y npoTsarom 7 OHiB. 3a
pe3yJbTaTaM¥ BU3HAaYE€HHS BMICTYy aBaHadiny B criepMi 3mopoBUX JOOPOBOIBIIIB Yepe3
45-90 XBUJIUH IIiC/IA IPUNOMY IIperapaTy, B CIIepMi Halll€HTIB MOXKe 3HaXOOUTHUCH
MeHmIe Hixk 0,0002 % npuBHSATOL JO3MU.

BiompaHcpopmauisn. ABaHadin BUBOOUTHCSA 3 OpraHi3aMy 34e0ibIIoro 3a JOIIOMOT 010
MiKpocoManbHUX i30pepmenTiB neuinku CYP3A4 (ocHoBHUu muiisax) ta CYP2C9
(mpyropsguui 1msx). KoHIleHTpalliss OCHOBHUX IIUPKYIIOIOYUX MeTabosmiTiB - M4 i
M16 - y ma3Mi KpoBi cTaHOBUTBL IPuOIHU3HO 23 % i 29 % Big KOHIIeHTpallii BUXigHOil
CIIONTYKH BimmoBigHO. MeTabosiT M4 mMae nmpodink CeTeKTUBHOCTI 110I0
docdomiecTrepas, mogibHUM OO TaKOro B aBaHadisny, a #oro iHribyroua akKTUBHICTb
mono ®IIES B yMmoBax in vitro mopiBHIOE 18 % Bim aKTMBHOCTI aBaHadiny. Takum



ynHOM, M4 3abe3neuye npubnusHo 4 % Bim 3aranbHOl (papMaKOoJIOTigYHOI aKTUBHOCTI
npemnaparty. Metabosit M16 6yB HeakTuBHUM 1110710 OIIES.

BuBenenus. Y nmonment aBanadin y 3HauHi#M Mipi MmetabonisyeTncs. ITicns mepopanbHOTO
mpuiioMy aBaHadill eKCKPEeTYEThCS Y BUTJIAAI MeTabO0IiTiB, TepeBaxkKHO 3 KaJioM
(mpubnu3HO 63 % IMPUUHSATOI IepOopPaIbHO O03U), i MEHIIIOI0 MipoIo - i3 ceuero
(mpubnu3Ho 21 % mpUMHSTOL ITIepopaabHO OO3H).

IHwWwi okpemi kameezopii nauieHmis

Yosao8iKku cmapwozo 8iky. IlamieETu cTapmioro Biky (BikoM Bif 65 pokiB) Manu
€KCIIO3MUIIil0 ITpernapary, IIOPIBHAHHY 3 €KCIIO3ULII€I0, sIKa CIIOCTEPIra€ThCs y IalllEHTIB
MoJioguioro Biky (18-45 pokiB). [IpoTe maHi momo ocid BikoM Bifg 70 pokiB goTenep
oOMezKeHi.

INopyweHHsAa ¢pyHKUIl HUPOK. Y TIAILIIEHTIB 3 JIETKOIO (KiIipeHC KpeaTuHiny =50-<80
MJI/XB) 1 TOMipHOIO (KiIipeHC KpeaTuHiHy =30-<50 M1/XB) AUCPYHKITIEI0 HUPOK
(bapmakokiHeTrKa aBaHadiny miciasa ogHOpa30Boro npuromy go3u 200 Mr He
3MiHOBanacs. lIlomo maiieHTiB 3 TIKKOI0 AUCHYHKIIIEI0O HUPOK Ta Malli€HTiB i3
TEPMIiHAJIBHOIO CTa[l€l0 3aXBOPIOBAaHHSI HUPOK, K1 OTPUMYIOTH I'eMofiai3, HaHi
BiICYyTHI.

IMopywenHa ¢pyHKYil neuiHku. [Ticiss omHOpa3oBoro npuiioMy no3u 200 Mr maifieHTu 3
JIETKOIO OUC(QYHKIII€IO ITeYiHKH (K1ac A 3a Kinacugikarmieio Yaunga-I1'10) manu
€KCIIO3UIIiI0 ITperapaTy, IMOPiBHIHHY 3 €KCIIO3UIli€10, siKa CIIocTepiranacs y ocib 3
HOpPMaJIbHOIO (PYHKII€I0 MevYiHKuU. [TallieHTH 3 TOMipHOIO AUCOYHKIIIEIO ITeYiHKHU (Kiac
B 3a knacudikarnieio Yannpma-I1'10) yepe3 4 roOuHU TiCIIsI OOHOPA30BOTO MPUNOMY
aBaHadiny B go3i 200 Mr Masiy eKCIIO3UIlilo IpemnapaTy, IOPiBHSIHHY 3 €KCIIO3UIIIi€I0,
siKa CIIOCTepiraeThcs y ocib 3 HopMaJibHOIO (PyHKIIi€Io TeyiHKu. MakcuMalibHa
KOHIIEHTpaAIlisg Ta eKCIo3ullisa 0ynu mogiOHMMU 00 TaKUX, SIKi CIlocTepiranucs y ocio 3
HOPMaJIbHOIO (PYHKIII€I0 MTeYiHKY MiC/Is NpuromMy aBaHadiny B epekTuBHiM g03i - 100
MT.

IToxa3aHHSA

JIikyBaHHSI €epPEeKTHUJIbHOI JUCPYHKIIIl Y JOPOCIINX YOJIOBIKiB.

7151 3ab6e3nedyeHHsT e(eKTUBHOCTI IpenapaTty ABaHanaB® nmoTpiOHa cekcyaibHa
CTUMYJIALISA.

IIporunoka3aHHs



[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
npemnapat ABaHaslaB®.

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»).



B3aeMmopisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIH B3a€EMOIIiH

IMoTeH1ilHi dhapMakoguHaMiyHi B3aEMoil 3 aBaHadizoMm

Himpamu. Bimomo, 1110 y 300pOoBUX I00POBOJIBIIIB aBaHa(isl ITOCUIIIOE TilTOTEeH3UBHI
edekTu HiTpaTiB mOpPiBHSAHO 3 IJale60. BBaxKaeThCs, 1110 11e 00YMOBJIIEHO
KOoMOiHOBaHMM BIJIMBOM HiTpaTiB Ta aBaHadiny Ha MexaHi3M okcupgy a3oTy/ul’ Mo. Y
3B’SI3KYy 3 IIUM NPHU3HAYEHHS aBaHadily mallieHTaMm, sKi IpuiMaloTh Oyaob-sKi popMu
opraHiyHuX HiTpaTiB ab0 JOHOPIB OKCUAY a30Ty (HaIpUKIIaMd, aMiTHITPUT),
IpOTHUIIOKa3aHe. Y mallieHTa, AKMUU IpuiiMaB aBaHadin y octaHHi 12 roguH, npu
MeOu4YHO OOI'PYHTOBAHOMY IIpU3HAYEHHI HiTpaTiB y BUMTAAKy HeOE3MeYHOro s
KUTTS CTaHy 3pOCTa€ iMOBIPHICTh 3HAYYILIOTO Ta NOTEHIIINHO HEOE3IeYHOT 0
3HUKEHHS apTepianbHOTO TUCKY. HaBiTh Mpu Takux oOCTaBUHAaX HiTpaTH CIIif
3aCTOCOBYBaTH JIUIIE 3a YMOBU PETEJIBHOIO MEOUYHOI'0 CIIOCTEPEXKEHHS Ta 3
HaJle’XKHUM MOHITOPUHTOM reMogvHaMiKu (OuB. po3ain «IIpoTuroka3daHHsI»).

JIikapchKi 3aco0H, 5IKi 3HUKYIOTh CUCTEMHUM apTepialbHUM TUCK. K Ba3oauiIaTaTop,
aBaHa(in MOXKe 3HMXKYBaTH CUCTEMHUU apTepialbHUM THUCK. AKIIIO mpenapar
ABaHanaB® 3aCTOCOBYIOTH ¥ KOMOiHallil 3 iHIIMM JTiKapChbKUM 3aC000M, II10 3HUKYE
CHUCTEMHUU apTepialbHUU TUCK, afUTUBHI €e(peKTU MOXKYTh IIPU3BOOUTHU OO0
CUMIITOMATHUYHOI apTepiaabHOl TinoTeH3il (HanpuKia, A0 3allaMOPOY€eHHs, Bi4yTTs
MJIOCTi, CHHKOIe abo cTaHy, 6JIM3bKOT0 [0 CuHKoIe). HasiBHa iHdopMallis, 1110 y
IIpoLecCi KIIIHIYHUX OOCIIiAXKEHb HEe CIIOCTEPIranocs XKOOHUX BUIIALIKIB PO3BUTKY
apTepianbHOI rinoTeH3ii, mpoTe Oyu BimMideHi okpeMi enizonu 3arraMoOpoYeHHs (OUB.
po3min «ITobiuHi peakiii»). [1ig 4yac mux gociigKeHb OyJI0 3apeeCcTPOBaHO OOUH €Mi30[
CUHKOIIE Yy T'PYyIIi naiebo i OAuH e300 CUHKOIIE y TPYIIi npuiioMy aBaHadiny B Ho3i
100 mr.

[TamieHTH 3 OOCTPYKIIi€I0 BUXiIOHOTO TPAKTY JIiBOTO HITYHOYKA (Haopukiafd, 3i
CTEHO30M aOpPTaJIbHOIO KJlalaHa, imionaTuyHuM rineprpodivynuM cybaopTaabHUM
CTEHO30M) Ta Mali€HTH 3 TAXKKUMU [IOPYIIEeHHSIMU BereTaTUBHOIO KOHTPOJIIO
apTepiarbHOT0 TUCKY MOXKYTh OyTH 0COOJIMBO UyTJIMBUMU IO Ail BAa30OuIaTaToOpPiB, y
TOMY YHUCIIi O aBaHadiny.

Anvpa-610kamopu. HasiBHa iHpoOpMallist mpo Te, 1110 reMoguHaMidHi B3aeMoIii
Ipenaparty 3 JOKCa303WHOM i TaMCY/I03MHOM BUBYAIU Y 3OPOBUX MOOPOBOJIBIIIB B
OJHOMY IIepexXpecHOMY OOCIiAXKEeHH] 3 JBOMa IiepiogamMu. Y mallieHTiB, SKi
OTpUMYyBaiu CTabiJIbHY Teparlilo JOKCa303WHOM, CepeqHE MaKCUMajlbHe 3HUKEHHS
CHUCTOJIIYHOT'O apTepialbHOTO TUCKY Yy IIOJIOKEHHI CTOSIYH 1 JleKayu Ha CIIHHI (3
IMOMpaBKOIO Ha Ijalebo) micisa mpuiiomMy aBaHadiny cTaHOBUIIO 2,5 MM PT. CT. i 6,0 MM
PpT. CT. BigmoBigHO. B miiomy y 7 3 24 y4aCHUKIB OOCIIIOXKEHHS IIiCIIg IIPUNOMY
aBaHaQiny BigMidasucs TakKi piBHI 3HMKEHHS IIbOT0 ITOKAa3HMKA Bill BUXiOHNUX 3HA4YEHB,



sIKi MaJjiu TMOTEHITINHY KITIHIYHY 3HAUYIIiCTh (OUB. po3min «Oco6IuBOCTi
3aCTOCyYBaHHS»).

Bigomo, 1110 y maIieHTiB, siKi oTpuMyBasiu CTabiIbHY Tepamniio TaMCYJI03UHOM, CEPEHE
MaKCUMaJlbHe 3HUXKEeHHS CUCTOJIIYHOI0 apTepiaJbHOIO TUCKY y IOJIOKEHH] CTOAYH 1
Jie’kKayy Ha CIUHI (3 IONPaBKOIO Ha Iylanebo) miciasa npuiioMy aBaHadisly CTaHOBUIIO
3,6 MM pT. cT. 13,1 MM pT. CT. BiflIOBIOHO, i y 5 3 24 y4YaCHUKIB OOCIIOXKEHHS ITiCIIsd
npuiioMy aBaHadiny BigMidanucs Taki piBHI 3HU2KEHHS IIbOT'0 ITOKa3HUKA BiJl BUXiJHUX
3Ha4eHb, AKi Maju NOTEHIINHY KIiHIYHY 3HaYyUIiCTh (OUB. po3min «OcobImMBOCTI
3aCTOCyBaHHS»).

Y XKopHi¥ rpyIli y4aCHUKIB OOCIiIXKEeHHS He OyJI0 MOBiOMIIEeHDb ITPO CUHKOIIE abo iHITi
TSI2KKi HeOaXKaHi SIBUIIA, OB sI3aHi 31 3HUKEHHSIM apTepPialbHOTO THUCKY.

[H1Ii aHTUTINEPTEH3UBHI IpenapaTy, oKpiM anbda-610KaTopiB. Bigomo, 110 mns
OLIIHKM BIJIMBY aBaHa(diIy Ha IIOTEHIiIOBaHHA e€()EeKTiB OKPEMUX aHTUTIIEPTEH3UBHUX
JIiIKapChbKUX 3aCc00iB (aMJIOOUITIHY Ta eHaJlallpuily) 3i 3HUKEeHHSI apTepialbHOT0 TUCKY
OyJi0 mpoBedeHe KITiHiYHe JociigKeHHs. Pe3ynbTaTu HOCTigXKEeHHS MoKa3aJsiu, 110 Ipu
OOHO4YaCHOMY 3aCTOCYBaHHI aBaHa(iny cepeqHe MaKCUMalbHEe 3HUKEHHS
apTepiaJbHOI0 TUCKY Y IIOJIOXKEHHI JIe’Kayu Ha CIUHI CTAHOBUJIO 2/3 MM PT. CT.
MMOPiBHSHO 3 manebo y rpyIli 3acTocyBaHHS eHamanpuiy i 1/-1 MM pT. CT. - B rpy1mi
3aCTOCYyBaHHSA aMJIOQUIIIHY.

CTaTUCTUYHO 3HAUyllla Pi3HUIA ¥ MAKCUMAJIbHOMY 3HUZXKEHHI [1aCTOIIYHOT O
apTepialbHOTO TUCKY Y IOJOXKEHHI T1exkayy Ha CIIUHI MOPiBHSIHO 3 Ijaiebo
CcIocTepiranacs jullle y rpymi KoMOiHOBaHOT 0 3aCTOCYBaHHS eHaJIallpUily Ta
aBaHa(iny, Ipu IbOMY PiBEeHb 3HMKEHHS apTepiaJbHOT0 TUCKY IIOBEPTABCS IO
BUXiOHUX 3HAYEHb Yyepe3 4 TOOUHU MicJisa IpuioMy 03U aBaHadiny. B 060ox rpymax
OyJi0 IO OMHOMY TAlE€HTY, YV IKUX BiIMidanocs 3HMKEHHS apTepialbHOT0 TUCKY 0e3
CUMIITOMIB apTepianbHOI rinoTeH3il, 110 yCyBajiocs NPOTIroM 1 roquHu Imicns
noyaTtky. ABaHadisl He YMHUB HiIKOT'O BIIJIUBY Ha (papMaKOKiHETUKY aMJIOOUIIIHY,
IIPOTe aMJIOOUMiH 30i/bIllyBaB MaKCUMallbHY i 3arajibHy €KCIIO3UIIif0 aBaHadiny Ha 28
% ta 60 % BigmOBIOHO.

Ankoz0ab. BXXVBaHHS alKOT0JII0 ¥ KOMOiHallii i3 3acTocyBaHHAM aBaHadiny 30imbIrye
PHU3UK PO3BUTKY CUMIOITOMATHUYHOl apTepianbHOl rinoteH3il. HasgBHa iHdopMalis, 1m0 y
OOHOMY IIepeXpeCcHOMY OOCIIiAXKEeHHi, ¥ SKOMY 30POBUM JOOPOBOJIBIISIM OJHOPA30BOTO
3aCTOCOBYBaJId OO3Y IIpenapaTry, CepeaHe MaKCUMaJibHe 3HUXKEHHS [iaCTOJIiYHOT O
apTepiagbHOTO TUCKY OyJI0 CTaTUCTUYHO 3HAUYYIIO OiNbIINM ITiCIIA TPUNOMY
aBaHa(iny 3 aJIKOroieM, Hix micnas nputioMy nuitie aBaHadiny (Ha 3,2 MM pT. cT.) abo
JIuIIe ajakorosmto (Ha 5,0 MM pT. cT.) (OuB. po3min «OcobIMBOCTI 3aCTOCYBaHHS»).



THwWi 3acobu snikysaHHs epeKkmuabHOi OucgyHkuil. 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

AsaHagin € cypcmpamom CYP3A4 i memaboai3yemuvbCsi nepesaxcHo yum pepMeHmom.
3 mocrmigKeHb BimoMo, 110 JTiKapchbKi 3acobu, skKi iurioyiots CYP3A4, MOXYyTh
30inpiryBatu AUC aBaHadiny.

IHe2i6imopu CYP3A4. KetokoHna3oi (400 Mr Ha moby), SKUM € CEJIEKTUBHUM i IyXKe
notyxkHuM iHrioitopom CYP3A4, 36inburyBaB Cmax i AUC aBaHadiny miciasa uoro
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,
36inbiryBaB Cmax i AUC aBaHaginy micast 10ro 0HOPa30BOT0 NpUoMy 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,
306inmbiryBaB Cmax i AUC aBaHadiny micsst #0ro ogHOPa30Boro nputiomy 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. Amnonunin (5 Mr Ha go0y) 36inbnryBaB 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 BIOJIUB 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 (pepmermis yumoxpomy P450. 3 mocnimxkeHHs 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.

Xodya fmaHi, OTpUMaHi y OOCHIAXKEeHHX in vitro, BUSBUJIM 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.

IHOyKuisa pepmeHmis yumoxpomy P450. O1iHKa IoTeHIliany iHOyKyBaHHS (hepPMEHTIB
CYP1A2, CYP2B6 i CYP3A4 aBaHadinioM, SKa BUKOHyBajlacs Ha IEPBUHHUX
rernaTolyTax JIIOOWHHU Y OOCIIIAXKEHHAX in vitro, He BUSBUIIA HISKOTO IIOTEHIIiany
IHOYKyBaHHS IIUX (D€PMEHTIB Y KJTIHIYHO 3HAaYyIIUX KOHIIEHTPAIlisX.

TpaHcnopmepu. Pe3ynbTaTy OOCHIAXKEHD in vitro mpogeMOHCTPyBaid 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 aBaHadi Ipu 3aCTOCYBaHHI y KJIIHIYHO 3HAYYIINX KOHIEHTPAIisIX
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.

BB aBaHadiny Ha iHII TPAaHCIOPTEPH OOTENep HEeBiHOMMIMA.




Pionuryat. HasiBHa iHopMatis, 1110 JOKIIiHIYHI AOCITIOXKEeHHSI IIPOAEeMOHCTPYBallu
aOUTUBHUU e(PEeKT 3HUKEHHS CUCTEMHOTO apTepiaJbHOTI0 TUCKY IIPY 3aCTOCYyBaHHI
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 3aCTOCYyBaHHSA

[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-siKOI 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 roguH 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
ABaHanmaB® Ta HeraHO 3BEPHYTUCH [0 JIiKaps (OUB. po3min «IIpoTUIIOKa3aHHI»).



Bnaue Ha 3cidaHHsA kpoei. [JocnimxkeHHs in vitro Ha TpoMOoIIMTaxX 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.

O0HouacHe 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:

o [lepir HiXK PO3NIOYUHATHU JIIKYBaHHSA IIpenapaToM ABaHanaB®, CcTaH IIalll€HTa,
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.

o [l71s TUX MALIEHTIB, sIKi BXKe IPUUMalOTh OIITUMI30BaHy 03y Ipenapary
ABaHanaB®, Teparrito anabpa-67I0KaTOPOM CJIii pO3MOYMHATH 3 HAaMHUKYOI TO3H.
[MTocTymoBe migBUIIeHHS O03U allbda-010KaTopa Ha TJIi mpuiioMy aBaHadiny
MOXKe€ CYIIPOBOIXKYBATUCA OOOATKOBUM 3HUXKEHHSIM apTepiaJlbHOIO 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.



OnmHouacHe 3acTtocyBaHHs iHTi6iTOpiB CYP3A4. OgHOoYacHe 3aCTOCYBaHHS aBaHadiny 3
notyxkHuMH iHridiTopamu CYP3A4, TakKuMHU SIK KETOKOHA30JI ab0 pUTOHABIp,
IpoTHuIlOKa3aHe (OuB. po3minu «IIpoTunokalaHHa», «B3aeMomis 3 IHIITUMU
JIiIKapChbKUMHU 3acob0aMu Ta iHII BUAM B3aeMoOfili» i «Crnocib 3acTOCyBaHHS Ta OO3U»).

OmHOYacHe 3aCTOCyBaHHS iHIIIMX TiKapChKUX 3aC00iB OIS JTiKyBaHHS €PEKTUIIBHOI
nucdyHKIli. be3neka Ta e(eKTUBHICTh 3aCTOCYyBaHHS ITpenapaTy ABaHanaB® y
KoMOiHaririi 3 inmumu inriditopamu ®IES abo 3 iHIIMMU nperapaTaMy AJis JIIKyBaHHS
€pPEeKTUIbHOI OMCHYHKIIl He BUBYasIKCh. [1allieHTiB CiIif 3aCTeperTu Bif 3aCTOCYBaHHS
npemnapaTty ABaHanaB® B KoMOiHallil 3 TaKUMH JIiIKapCbKUMU 3aCO0aMM.

OnmHOYacHe BXKMWBaHHS aJKOT0Ii0. BXKUBaHHS alKoTro/Io y KoM0OiHalril i3
3acTOCyBaHHSIM aBaHa(dimy 30ilbIlIye PU3HUK PO3BUTKY CUMIITOMATAYHOl apTepiaabHOL
rimoreHsii (OuB. po3[min «B3aemMomist 3 iHIIIUMHY JTIKAPChKUMU 3aco0aMU Ta iHII BUON
B3aemopin»). [TamieHTiB Ciif 3acTeperTy, M0 OQHOYaCHEe 3aCTOCYBaHHSA aBaHadiny i
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.

[MonynAwil, y AKUX [Ois IpemapaTy He BuB4Yasnacs. [lig 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.

3maTHiCTh BIUDIMBATH Ha IIBHIKICTH peakiIlili mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

Jlikapcbekuii 3aci6 ABaHanaB® Mae€ He3HAUYHMU BIIJIUB Ha 3[0aTHICTh KepyBaTU
TPAHCIIOPTHUMH 3aco0aMu Ta ITpallfoBaTH 3 MexXaHi3mMaMu. HasiBHa iHdopMalris, 1110 B
MIpoIleci KIiHIYHUX OOCHiAXKeHb aBaHa(ily IMOBIZOMIISAIM PO BUIAOKN
3allaMOpPOYEeHHs Ta NOPYIIEeHHS 30Py, TOMY HallieHTU IIOBUHHI 3HATHU, 1K BOHU
pearyioTh Ha JIiKkapCchbKuii 3aci6 ABaHanaB®, nmepiI Hik KepyBaTu aBToMo0OisieM abo
IpaloBaTU 3 MexaHi3MaMu.

3acTocyBaHHs y nepioa BaritTHocTi a00 rogyBaHHs IrPyaaio

Bazimuicmy. JlikapcbKkuii 3aci6 ABaHanaB® He MpuU3HAYEHUU OJIT 3aCTOCYBaHHSA
XKIHKaM.

[laHUX 100 3aCTOCYBaHHSA aBaHa(dilly y BariTHUX XKIiHOK HeMae. Pe3synbratn
OOCITiIKeHb Ha TBaApHWHAaX He BKa3yIOTh Ha iCHYBaHHS SIKOT0-HEOyOb MPsAMOro abo
OIToCepeaKOBaHOI 0 HIKiJIMBOTO BIJIMBY IIpenapaTy Ha nepebir BariTHOCTi, pO3BUTOK
eMOpioHa/IIona, MOJIOTH UM ITOCTHATAIbHUM PO3BUTOK IIOTOMCTBA.



ITepiod 200yB8aHHA 2py0010. [laHuX OO0 3aCTOCYBaHHS aBaHadily mig 4ac rpygHOTO
BUT'OJIOBYBaHHS HEMaAE.

®epmuavHicms. ITiciss OogHOPA30BOr0 IePOPAIbHOr0 IpuoMy aBaHadiny y go3i 200
MT Y 3[0POBUX JOOPOBOIBIIIB HE CIIOCTEPITaioCcs HiSIKOro MOro BILIMBY Ha PYXOMICTh
abo mopdororito ciepmaTo30ifiB. [loTenep BiACYTHi JaHi 1100 ciepMaToreHe3y y
300POBUX OOPOCIIUX YOJIOBIKIB Ta y JOPOCJINUX YOJIOBIKiB 3 JIETKOI €PEKTUIBHOIO
OnCQYHKITIETO.

Cmocid 3acTocyBaHHsSI Ta I03H

Llo3ysaHHA

PekoMeHpgoBaHa Ao03a cTaHOBUTHL 100 MT, Ky IIpUNMaiOTh 3a NOoTpedu npubIu3Ho 3a
15-30 xBUIKMH OO CEKCyaJlbHOl aKTUBHOCTI. 3 OTJIAOy Ha iHOWBiOyaabHY €(EeKTUBHICTh
Ta MePEeHOCUMICTh, 03y MOXKHa 30iMbIINTU 10 MakKcuMaabHOI - 200 Mr ab0 3HU3UTHU
no 50 mr. MakcuManbHa PeKOMeEHOBaHa YacToTa 3aCTOCyBaHHA - 1 pa3 Ha goOy. s
OTPUMaHHS BiTIOBiAi Ha JTiKyBaHHSA NOTPiOHa cekcyasjibHa CTUMYJISIIiS.

Oco011Bi KaTeropil maIieHTiB

Yosa08iKu cmapwozo 8iky (=65 pokig). 17151 nanieHTiB CTaplIoro BiKy KOPUT'YBaHHS
no3u He noTpiOHe. [Ilomo 3acTocyBaHHS IIpelnaparTy nalieHTaM BikoM Bif 70 pokis
Hapasi mocTymnHi gaHi oOMezKeHi.

ITopyweHHs ¢pyHKUii HupoKk. KopekIlisa mo3u Ojis MallieHTiB 3 J1erKoi0 Ta IIOMipHOI0
HUPKOBOIO AUCHYHKITiE€IO (KIipeHC KpeaTuHiny =30 MJ1/xB) He moTpiOHa. JIikapChbKuu
3aci6 ABaHanaB® mpoTUIIOKa3aHUU NaIliEHTaM 3 TSI2KKOI0 HUPKOBOIO AUCHYHKIIIEIO
(knmipeHnc kpeaTtuHiny <30 mii/xB) (ouB. po3ninu «PapMakoKiHeTUKa» i
«I[TpoTUNOKa3aHHg»). Y IAlli€HTiB 3 JTeTK0i0 a00 ITOMipHOI0 HUPKOBOIO OUCPYHKITIEIO
(kmipeHc kpeaTtuHiny =30mi/xB, ane <80 MII/XB) CIIOCTEPIranocs 3HUKEHHS
e(eKTHUBHOCTI ITpelnapaTy NOPiBHAHO 3 NalliEHTaMX 3 HOPMaJbHOIO (PYHKIIIEI0 HUPOK.

IMopyweHHs ¢yHKuil neviHKu. JlikapcbKuii 3acidé ABaHanaB® IIPOTUNIOKaA3aHUM
MalfieHTaM 3 TSIKKOIO0 ITe4iHKOBOIO nucyHKIli€o (Kimac C 3a Knacudikailieio
Yannpa-IT'10) (guB. po3ginu «®apMaKoKiHeTuKa» i «[IpoTunoka3laHHsa»). Y Halli€EHTIB 3
JIerKoio abo IMOMipHOI0 IMeYiHKOoBOIO aucdyHKITiero (Kimac A a6o B 3a knacudikailiero
Yannga-I1'10) mikyBaHHS OperapaToM CJIif pO3MOYHMHATH 3 MiHiMalbHOl e()eKTUBHOI1
003U 3 MOJaJIbIINM KOPUTYBaHHSAM, BPaxOBYIOYM II€EPEHOCUMICTh.

3acmocyeaHHsA Yyoaosikam i3 yykposum diabemom. [Is TalliEHTIB i3 IIYKPOBUM
niabeToM KOPUTYBaHHS 03U He MOTpPiOHe.

3acTocyBaHHs IMAlliEHTaM, SIKi IPUMMaIOTh iHIm JTiKapchKi 3acobu




O0dHouacHe 3acmocyeaHHsi iHe2ibimopie CYP3A4. OgHo4yacHe 3aCTOCyBaHHS aBaHaimy
3 moTyXHUMH iHribiTopamu CYP3A4 (TakuMU SIK KETOKOHA30JI, pPUTOHABIpP, aTa3aHaBip,
KJIapUTPOMILIMH, iHOUHAaBIP, iTpakKoHa30J1, Heda30moH, Hesl(iHaBip, CakKBiHaBIp i
TEJIITPOMIIIMH) IPOTHUIIOKa3aHe (OuB. po3ninu «IIpoTunoka3laHHsa», «B3aemomis 3
IHIIMMU TiKapChbKMMH 3aco0aMu Ta iHIIi BUOU B3aEMoMili» i «OcobmuBOCTi
3aCTOCYBaHHS»).

I71s1 malieHTiB, Ki OTPUMYIOTh CYIIYTHE JIiKyBaHHS IoMipHUMU iHTibiTopamu CYP3A4
(TakuMM SIK €epUTPOMIILIMH, aMIIpeHaBip, alpeniTanT, OuiaTiazeM, QIyKOHA307I,
(ozammnpeHaBip Ta Bepalamin), MaKkCuMaJlbHa peKOMeHIOOBaHa J03a aBaHainny
ctaHoBuTh 100 Mr, i Ipu IbOMYy HEOOXiMHO JOTPUMYyBaATUCS iHTEPBAITY MiXK
IpuroMaMU 03 y IoHauMeHIle 48 roguH (ouB. po3nin «BlaemMopia 3 iHIIUMHU
JIIKapChbKUMHU 3aco0aMu Ta iHIM BUOM B3aEMOIiN»).

Cnocib 3acTOCyBaHHSA

II71s1 mepopalbHOTO 3aCTOCYBaHHS. Y pa3i mpuiomMy JiKapchKoro 3acody ABaHasaB®
IIig 9ac 1Oy ImoYaToK [il MoXKe HaCTaTH Mi3Hillle MOPiBHSIHO 3 IPUMOMOM HaTIe (OuB.
po3min «®apMaKOKiHETHUKA»).

it
He 3acTocoByiOTh OiTaMm (Bikom 7o 18 pokiB).
Ilepego3yBaHHA

Y Bunagkax repeno3yBaHHs 3a HEOOXiMHOCTI CIifl BXKUBAaTU CTaHOAPTHUX
MigTpuMyBalbHUX 3ax0fdiB. He mepenbada€eTncs, 10 TeMofiai3 MpUuCcKOpPIoBaTUME
KJlipeHC aBaHadiny, oCcKinbKM aBaHadin y 3Ha4Hi#M Mipi 3B’13y€eThCs 3 OiTKaMu I1a3MU
KPOBI 1 He BUBOUTHCH 13 Ceyelo.

3m0poBUM O0OPOBOJILIISIM aBaHadi ITpU3HaYaau B OHOPa30Bux go3ax go 800 mr, a
naiieHTaM - y 6aratopa3oBux go3ax Ao 300 mr Ha goOy. HebGaxkaHi peaxkiiil Oynu
MOJiOHUMHU OO TUX, 110 CIIOCTEPIraloThCs MPU 3aCTOCYBaHHI HUXKYUX 03, IPOTE
3pocTasa IXHS 4acToTa Ta TAXKKIiCThb.

IToGiuni peakii

IToGiuHi peakilil, HaBefeHi HUXKYe, KiacudiKoBaHi 3a cucTeMaMu OpTraHiB (BiAIIOBIgHO
no MedDRA) ta o 4acToTi BUHUKHEHHSs: Ay2Ke 9acTto (=1/10); wacTto (=1/100-<1/10);
HedacTo (=1/1000-<1/100); pioko (=1/10000-<1/1000); omyxe pigko (<1/10000);
YacToTa HeBimoMa (He MO3KHa OIIIHWUTU Ha OCHOBI HasiBHUX JaHUX).



3 60Ky iMyHHOI cucmemu: piTKo - Ce30HHA aJiepris.
3 60Ky ncuxiku: pigko - 6e3COHHS, IepeaYacHa essKoJIsAlisl, HeaJeKBaTHUM adeKT.

3 60Ky HepB8osoi cucmemu: 9aCTO - TOIOBHUY 0iflb; HEYACTO - 3aITaMOPOYEHHS,
COHJIMBICTb, CHHYCOBUU T'OJIOBHUY Oi/lb; PilKO - ICUXOMOTOPHA TillepaKTUBHICTh.

3 60Ky opeaaHie 30py: HEYACTO - HEUITKICTDb 30pYy.
3 60Ky cepus: He4acCTO - IOCUJIeHe CcepleOUTTs; PigKo - CTeHOKapmis, TaXikapmis.

3 60Ky cyOuH: 4acCTO - TilepeMisi; HeuacTo - rapsAdi IpUNanBU, apTepianbHa
rinepTeH3sid.

3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyOHOI KAimKu ma cepedoCmiHHA: 9acCTo -
3aKJIaJleHUuU HiC; He4acCTo - 3aKJIafeHi CUHYCH, 3aAuIlIKa Ipu Pi3SUuIHOMY
HaBaHTaXXeHHI; PIAKO - pUHOpeEs, 3aCTilHi ABUIIlA Y BEPXHIX OUXaJIbHUX LIIAXaX,
emnicrakcuc (HocoBa KpOBOTeYa).

3 60Ky WAYHKOBO-KUWKOB020 MPAKmMYy: HeYacTO - NUCIEeNCiss, HymoTa, O7TI0BaHHS,
OuCKOM@POPT Yy IIIYHKY; PiIKO - CyXiCTb y pOTi, racTpuT, 6iyTb ¥ HUXKHIX Bigmimax
JKUBOTA, Oiapes.

3 60Ky wKipu ma niowkKipHOI KAIMKOBUHU: PiTKO - BUCUIIAHHSI.

3 60Ky OnopHO-pyXx08020 anapamy ma cnoAy4YHoi MKaHUuHU: He4acTo - OiIb y CIIHHI,
HaIpyzKeHiCTb M’A3iB; pioko - 6inb y 0Oo11i, Mianriss, M’s130Bi cria3mu.

3 60Ky HUPOK i ceuo8uBiOHUX W1sXi8: PITKO - MOJIaKiypis.

3 60Ky penpodyKmueHOi cucmemu ma MO/A04YHUX 3d/103: PIIKO - po3janu 3 00Ky
CTATEeBOTO YJjieHa, CIIOHTAaHHAa MeHiJIbHA epeKIlisi, TeHiTalbHUM CBepOixK.

IHpekuitliHi ma napa3umapHi 3axXx80pPHBAHHA: PIOIKO - TPUII, Ha30(apPUHTIT.
MemaboaiuHi ma asimeHmapHi po3saadu: pigKo - momarpa.

3azanvHi nopyweHHsA ma peakuil y micui eedeHHA npenapamy: HedacTo - HigBUIlleHa
BTOMJIIOBAHICTh; PiAKO - 3arajibHa CclabKicTh, Oifb y TPyOHIiN KIIiTLi, rpUronogicoHe
3aXBOPIOBaHHS, MepudepudHuil HaOpsK.

JlabopamopHi NOKa3HUKU: HeYacTO - MiIBUIIIeHHS PiBHSA MeYiHKOBUX (PepPMEHTiB,
BiIX1JIEHHS Biml HOPMU Ha eIeKTpoKapaiorpami, 30i/IbIIIeHHS YaCTOTH CEePIIEBUX
CKOPOYEeHb; PIOKO - MiABUILlEHHS apTepiaJbHOr0 TUCKY, HasgBHICTh KPOBI B cedi, IIIyM y
ceplli, IMiOBUIeHHS PiBHS ITPOCTAT- CIieln(pivyHOT0 aHTUTEeHY, 30iIbIIIeHHST MaCH Tina,
IMigBUIIIEeHHS PiBHSA OinipyOiHy B KPOBi, MimBUIIIEHHS PiBHSA KPeaTUHIHY B KPOBI,



ITiIBUIIIEHHSI TeMIIepaTypH Tina.

IToBigoMJIEHHS IIPO MMifmO3pIoBaHi HebaxkaHi peakiil

Ianuit nikapchbKuM 3acib Imignsirae mogaTKOBOMY MOHITOPHUHTY. Lle J03BOMUThH MIBUKO
imeHnTU(giKyBaTH HOBY iH(popMaIiito 3 6e3neku. [IoBimoMsieHHS PO Nim03pIoBaHi
HeOaxkaHi peaxliil IMicas cXBaJeHHS JIIKapChKOT0 3aco0y J03BiJIbHUMU OpraHaMu €
BazKJIMBOIO IIPOLeayporo. Lle mo3BoJsisi€ 30iMiCHIOBATH MOCTIMHUKA MOHITOPUHT
CIIiBBigHOIIEHHS KOPUCTh/PU3UK 3aCTOCYBAHHS IIbOT0 JIiIKAaPCHKOTr0 3aco0y. MennuHux
ITPAIliBHUKIB MPOCSATH ITOBIIOMIISITH IIPO yCi Mifo3pioBaHi HebaxaHi peakiiii uepes
HalllOHAJILHY CUCTEMY II0BiIOMJIEHE.

TepMmin npuagaTHOCTI
2 POKH.
VYMoBH 30epiranus

30epiraTty B OpuUTiHaIbHiN yIIaKOBIIi ITpu TeMIrepaTypi He Buile 25°C.

30epiraTtu y HeQOCTYIIHOMY [JIsI OiTeM Miclii.
YnakoBka

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

3a penemnTomMm.

BupoOHUK

AT «KUIBCbKUH BITAMIHHUU 3ABO[I».

Micie3Haxo/dKeHHsI BHUPOOHHKA Ta HOro aJgpeca MicIisi IpoBaJaXKeHHSI
IisIITBHOCTI

04073, Ykpaina, M. Kuis, Bysn. KonumiBceka, 38.
[Ixepeso iHCTPYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesia — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3aCc00iB YKpalHH.



http://www.drlz.com.ua/
http://www.drlz.com.ua/

