Ckian

0it04i peyo8UHU: YMEKIIIOUHIyM, BiTaHTEPOJI;

1 mo3a, 110 MOCTaBJISAETLCS, MICTUTh 55 MKT yMeKJITinuHiymy (y ¢dopmi Opominy) i 22
MKT BintaHTepony (y ¢opwmi TpudeHartary);

1le BiiTloBifa€ MmomnepeaHbO PO3NOAiNeHiN 1031 74,2 MKT yMeKIinuHiymy 6pominy i 25
MKT BinaHTepony (y ¢popmi TpudeHaTtary);

OONOMIJICHI peuoBUHU: TaKTO3a, MOHOTiapaT; MarHiio cteapat.12 0D], United
Kingdom.

JIikapcbKa ¢opMma

[Topo1ok Ojist iHransaiu.

OCHOBHI (pi3uKO-XiMIiUHI 8/1aCMUBOCMI: TIJIACTUKOBUM IHTaIsATOP 31 CBITJIO-CipuM
KOPIyCOM, YePBOHUM KOBIIaYKOM PO3INUJIIOBaYa Ta JIIYUJIBHUKOM 103, yIaKOBAaHUY B
JIOTOK 3 (POJIbIY, 10 MiCTUTH ITAKETUK 3 BOJIOTOIIOTINHaYeM. JIOTOK 3amasHuM
BiIPUBHOIO KPUILKOW. [HransaTop MiCTUTH OBi CTPiuku 110 30 piBHOMIPHO PO3MOAiIIEHUX
OJTicTepiB, KOXKEH 3 SIKUX MIiCTUTD Oillnii IMOPOIIOK.

dapMaKoTepalneBTUYHA Ipylna

JIikapchbKi 3aco0u, 1110 3aCTOCOBYIOTHCS ITPU OOCTPYKTUBHUX 3aXBOPIOBAaHHSX
OUXaIbHUX LIISXiB. AIpeHepriuli nmpenapaTtu B KOMOiHallil 3 aHTUXOJIIHEPTiYHUMHU
nmpemnapaTtaMu. BimanTepon Ta ymMeKkIiguHiymy Opomif.

Kog ATX RO3A L03.Operations UK Ltd, Priory Street, Ware, SG
dapMakogHHaMiKa

MexaHism 0ii

YMekmiguHiyM/BitanTepon € KoMbOiHaIli€l0 iHTamsAIiiHOTO aHTAaroHicTa MyCKapuHOBOT'O
pelieniTopa TpuBasoi mil Ta 6eTa2-ampeHepPriyHoOro aroHicrta Tpusasnoi mii. ITicns
IepopabHOI iHransIlil 0OUaBi CIIOIYKH [Oil0Th MiClIeBO Ha OUXallbHi IIJITXYU, BHACITIIOK
40oro BimOyBa€eThCs PO3IMIUPEHHS OPOHXIB y pe3yJbTaTi pi3HUX MeXaHi3MiB ii.

YmexaiouHiym

YMeKIianHiyM € aHTaroHiCTOM MyCKapUHOBUX PELIENITOPiB TPHUBaIol Oil
(anTUXOJNiHEPTiYHUM 3acib). BiH € moxigHUM XiHYKIIOUHY 3 aKTUBHICTIO IIIOI0



YUCJIEHHUX MIATUIIIB MyCKapUHOBUX PeLeNTOPiB. YMEKIIIOUHIYyM YUHUTH
OPOHXOPO3MINPIOBAIbHY Ail0 HIIIXOM KOHKYPEHTHOTO IIPUTHiIYeHHS 3B’ I3yBaHHS
alleTUJIXOJIIHY 3 MYCKapPXMHOBUMU peLielITOpaMU I'IagKux M’ s131B OUXaJIbHUX LIJISAXIB.
BusiBneHa moBisibHa 000POTHICTh Ha MiATUIli M3 MyCKapUHOBUX PEIETITOPIB TIOOUHU in
vitro i TpuBana gis in vivo npu 6e3mnocepegHbOMY BBENEHHI B JIETE€HI B JOKJTIHIUYHUX
MOJesisiX.

Binanmepon

BimaHTepoJ € cesIeKTUBHUM aroHicToM 6eTa2-aipeHepriyHux penenTopiB TpuBasoi gii
(beTa2-ampeHepriuyHui aroHict). ®apMaKoIOTiYHUM BILIUB OeTa2-agpeHepTrivHux
aroHICTiB, BK/IIOYAIO4YH BiJTaHTEPOJI, IPUHAWMHI 4aCTKOBO MOSCHIOETHCS CTUMYJISLIIEIO
BHYTPIIIHBbOKITITUHHO] afjeHinaTiIuKIa3u, GepMeHTy, SKUM KaTali3ye NepeTBOPEHHS
ageHo3uHTpudochary (ATP) Ha nuknivyuamii-3',5'-ageHo3uEMoHOopochaT (TAMO).
[TigBuiieHi piBHI TAM® BUKINKAIOTL PO3CiIabeHHs IIIagKux M’ s13iB OPOHXIB i
[IPUTHIYYIOTH BUBLJIbHEHHS MeOiaTOPiB rillepuyTIUBOCTI HETauHOT O TUILY 3 KJIITUH,
0COOJIMBO 3 OMACUCTUX KITiTHH.

dapmakoOuHamiuHi epekmu

Y 6-micssunux pocnimxkenHsax 111 ¢pa3u koMmOiHallisgs yMeKTiguHiyM/BinanTepon
MIPOIEeMOHCTPYyBaJsa KIIiHiYHO 3HaYyIIle IMOiNmIeHHa (QYHKIIi] IeTeHb ITOPiBHSHO 3
maie6o (BuMiproBaBcst 06’eM ¢popCcCOBaHOTO BUOMXY 3a mepiry cekyHny (O®B1))
MIPOTSATOoM 24 TOOMH IIiC/Is IIPUNOMY OOWH pa3 Ha AeHb, 110 0y1o 3adikcoBaHO Uyepe3

15 XBUJIMH ITiC/Is1 3aCTOCYBaHHS MEPIO] H03U (ITOJINIIIeHHS ITOPiBHAHO 3 m1anebo
cta"HoBusio 112 mn (p < 0,001*). MakcumanbHe nokpaineHHI O®PB1 npoTsaromMm nepiiux
6 TOOUH ITic/st IpPUMOMY ITOPIBHSHO 3 MJalle00 B cepegHbOMY CTAHOBUIIO 224 M (p <
0,001%*) Ha 24 TuxHIi gocnimxeHHs. He oTpuMaHO fOKa3iB pO3BUTKY Taxi(inakcil
BHACJIIOOK IpuiioMy npenaparty Anopo™ EmminTta™ 3a 4ac gOCIIOXKEHb.

Kapodioeaekmpodgiszionozais

Bonus ymekniguHiymy/BinmanTepoiy Ha QT-iHTepBai oliiHIoOBasnu y Ijaiebo- Ta
MOKCH(IIOKCAllMH- KOHTPOJIbOBAaHOMY HOCHiXKeHHi 3a ydacTio 103 3mopoBux
noOpOBOJIBILIB, AKi MpoTsiroM 10 OHIB mpuiiMany yMeKJIiguHiyM/BilaHTEPOJI OOUH pa3
Ha moOy y mo3i 113/22 Mkr a6o 500/100 MKr (mmorepenHbOo BigMipsiHa go3a
YMEKJIIIWHIYMY y BiCiM pa3iB BUIlla 3a PEKOMEHAO0BaHY 003y Ta BiJIaHTEPOJIy Y YOTUPU
pa3u Bullla 3a PEeKOMeHIOoBaHy Oo3y). MakcuMaJsibHa CepeHs Pi3HUIISA Yy IPOJIOHTaIlil
inTepBany QT (ckopurosaHa 3a meTomoM ®pepepika, QTcF) mopiBHsHO 3 mIamebo
Iicys nmonpaBKU Ha BUXiOHUY piBeHb cTaHOBuUIIA 4,3 (90 % 11 2,2-6,4) MminicekyHau
yepe3 10 XBUIHUH MOicNg iHransdIlil yMeKIiguHiyMy/BitauTepoiny y go3i 113/22 MKr Ta
8,2 (90 % I 6,2-10,2) minicekyanu dyepe3 30 XBUJIMH MiCIs iHTramsIil
yMeKIiguHiyMy/BinmaunTepony y go3i 500/100 mkr. OTxKe, IpHu iHramsil



YMeKJIiOuHiIyMy/BitlauTeposy y 0o3i 113/22 MKT KOOHOTO KJIIHIYHO 3HA4yIoro
IPOapUTMOTEHHOTO edeKTy, II0B’I3aHOT0 i3 MposoHrali€w iHTepsany QT, He
CIIOCTEepirasaocs.

CriocTepiranoch TaKoXK H0303ajieskHe 30iIbIIIeHHSI YaCTOTH CEePIEBUX CKOPOYEHb.
MaxkcruMarsibHa CepelHs Pi3HUIA 4aCTOTU CepPLeBUX CKOPO4YEeHb BinMivanacsa yepe3 10
XBUJIUH ITiC/Is iHTaJIAIil MOPiBHSAHO 3 TPYIIOI0 mialebo i micsis mompaBKU Ha BUXITHUN
piBeHb cTaHoBuUIa 8,4 (90 % OI 7,0-9,8) yo/xs ta 20,3 (90 % OI 18,9-21,7) yo/xB onsa
yMeKJIiguHiyMy/BinauTtepoiy y go3i 113/22 mkr i 500/100 MKr BignoBigHO.

Kpim Toro, He crnocTepirajocs KJIiHIYHO 3HAQUYILIOTO BIJIUBY Ha CEPLIEBUM PUTM IIPU
1itogo6oBoMy X0nTepiBChKOMY MOHITOpPYBaHHI y 53 marienTiB i3 XO3JI, ki
OTPUMYBa/Id YMEKJIIAUHiyM/BijlaHTEePONI ¥ 4031 55/22 MKTr oguH pa3 Ha A00y B OHHOMY
6-MiCAYHOMY HOOCJIiAXKEHHI, K 1 B 55 IallieHTiB, AKi OTpUMYyBaJu
yMeKJIiouHiyM/BitauTepos y 0o3i 113/22 MKr oguH pa3 Ha OeHb B iHIIIOMY 6-
MICAYHOMY OOCJIiOXKEeHH], Ta 226 manieHTiB, gKi oTpuMyBanu go3y 113/22 MKr ogus
pa3 Ha geHb y 12-MicaYyHOMY OOCIIIOXKEHHI.

KaiHiuHa epekmusHicmos ma b6e3neka

Kniniuna epekTuBHiCTh KOMOiHalIll yMeKITigUuHiyMy/BilaHTEPOMy, 1110 3aCTOCOBYETHCS
OOUH pa3 Ha moOy, olliHIoBasacs Y BOCbMU KITiHiuHUX mocrigxkeHHsax I1I da3u y 6835
OOPOCIIMX IaIli€HTIiB 3 KIiHIiYHUM giarHo3oM XO3JI: 5618 malfieHTiB - B I1’ITH 6-
MiCIYHUX IOCIIXKeHHIX (OBa maaedo-KOHTPOIbOBaHI Ta TPHU 3 TIOTPOMIEM SIK
aKTHBHUM MpemnapaToM NOPiBHSAHHS), 655 Malli€HTiB - B IBOX TPUMICAYHUX
OOCITiIKEeHHSIX Ha BUTPUBaJiCTh/ QYHKIIiIO TereHb Ta 562 malieHTiB - B 12-MicssaHOMY
nigTBepOXKyBaJIbHOMY OOCIIIOXKEHHI.

Bnaue Ha nezeHesy (pyHKUIIO

Y pexinbKOX JOCIiaXKeHHsX npemnapaT AHopo™ Eminta™ npogeMOHCTPYBaB
noJjlinmeHHsA QyHKIIil 1ereHs (110 olliHOBanacs 3a 3MiHo O®PB1 Big moyaTKOBOTO
piBHs). B omHOMY 6-MicssuHoMy gocaigxkeHHi 11l ¢pas3u y rpyni 3acTocyBaHHA
npenapaty AHopo™ Ejurinta™ npogeMOHCTPOBAHO CTaTUCTUYHO 3HAYYIIE
nomninmenHsa O®B1 (rmepBuHHa KiHIleBa TOYKa) Ha 24-My TUXKHI MOPiBHSIHO 3 I'PYIIOIO
m1aiedo Ta KOXKHOIO IPyIoio MoHoTeparrii. KpiMm toro, npemnapat AHopo™ Emnminra™
IIPOOEMOHCTPYBaB KJIIHIYHO 3HAYYINUK Ta CTaTUCTUYHO AOCTOBipHUHU npupict OOB1
ITOPiBHSHO 3 TIOTPOIIIEM y IBOX i3 TPHOX 6-MiCAYHUX AOCIiOKeHb (OuB. Tabmuiro 1). He
criocTepirasnocs nocnabieHHsa OPOHXOMITUYHOTO e(PEeKTy B OUHAMIIII.

BniuB Ha CUMIITOMU

3aduwka



[Ipenapat Aropo™ Ennminrta™ OpomeMOHCTPYyBaB CTaTUCTUYHO OOCTOBIpHE Ta
KJIIHIYHO 3Hauyllle 3MEHIIeHHS 3aUllIKY, siKe OL[IHIOBAJIU 3a IOIIOMOI 00
TPaH3UTOPHOTO iHAeKcy 3aguitku (TDI) Ha 24-My THXKHI (KJIF040OBa BTOPUHHA KiHIIEBa
TO4YKa) MOPiBHSAHO 3 mianebo (muB. Tabnuilto 1). ITominmeHnHs nmoka3Huka TDI
IIOPiBHSAHO 3 rpylaMyu MOHOTeparmil Ta rpymnoro, 10 IpuiiMasa TioTpomii, He 0yyo
CTAaTUCTHUYHO 3HAYYHIUM (OuB. TabmuIzo 1).

YacTKa mali€eHTiB, y SKUX 3MiHa nmoka3Huka TDI cTaHoBUIIa npuHaWMHi 1 OOUHUILTIO
(minimanbHa KimiHigyHO 3Hauvymla pisuuiss (MK3P) ons TDI) Ha 24-My TuxkHi, Oyna
Oinbira y rpymni npenapaty AHopo™ Enminta™ (58 %) nopiBusHO 3 nnanebo (41 %) ta
MOHOTeparti€ew (53 % gng ymekniguuiymy ta 51 % 051 BimaHTepoILy).

Sxicmb scumms, noe’si3aHa 3i 300po8’ aAmM

[Ipenapat AHOopo™ Ennminta™ TakK0oXK NPOOEeMOHCTPYBaB IIOJINIIEHHSA AKOCT1 XKUTTH,
BUMIipIOBaHe 3a JOIOMOrow PecripaTopHOTro onuTyBajlbHUKa rocIitanto CBATOro
Teoprist (SGRQ), mpo 110 CBiguYUTh 3MeHIIeHH KiTbKoCTi 6aniB SGRQ Ha 24-My THUXKHI
MMOPiBHSAHO 3 IJ1alebo Ta MoHOTepamnieio (muB. Tabnuirio 1). I[Tpenapat AHopo™
EnnintTa™ npomeMOHCTPyBaB CTaTUCTUYHO 3Hauyllle 3HUXKEHHS noka3dHuka SGRQ
MMOPiBHAHO 3 TIOTPOIIiEM B OOHOMY 3 TPHOX AOCHI[AXKEeHb 3 aKTUBHUM IIpenapaToM
MOopiBHSHHS (OMB. TaOmuIo 1).

YacTka mali€eHTiB, y IKuX IMoKasHuK SGRQ 3HU3UBCA NpuHaAKWMHI Ha 4 oguHUti (4
ogunuili - MK3P pns onutyBanbHrKa SGRQ) Ha 24-My TuXKHIi, Oyna OinbIlla y rpymi
npemnapaty AHopo™ Enminta™ (49 %) nopiBHsHO 3 mianebo (34 %) Ta MOHOTepaIli€io
(44 % pnsa ymekniguHiymy Ta 48 % noyis BitaHTeposly). B omHOMY OOCHiaXKeHH] 3
aKTUBHUM ITpenapaToM IOPiBHIHHS OiNbININM BiICOTOK MAIli€HTIB, IKi OTPUMYyBaIu
npenapat Aropo™ Ennminrta™, BiAIOBIB KJIIHIYHO 3HAQUYIIUM MOJIMNIIIEHHSIM [I0OKa3HUKa
SGRQ Ha 24-my TuxHi (53 %) MOPIBHSAHO 3 IMalliEHTaMH, SIKi OTPUMYyBaId TiOTPOIIii
(46 %). B iHmmMx OBOX AOCIHIAXKEHHSIX 3 aKTUBHUM IpernapaToM HOPiBHAHHSA
aHaJIOTiYyHa YacTKa MallieHTiB gocsria npuHaiiMHi MK3P 3 nmpenapatom AHOpO™
Enninta™ Tta TioTpomieMm: 49 % i 54 % - 3 npenapatoMm AHopo™ Emminta™ y mosi
55/22 MKT, 52 % 1 55 % - 3 TioTpomieM.

BukopucmaHHA npenapamis 014 nojsie2ueHHA CUMNMoMia

ITpu 3acTocyBaHHi npenapaty AHopo™ Eminta™ 3MeHIINWI0CA BUKOPUCTaHHSA
IIperaparTiB [AJisd MOJETIIeHHSI CUMIITOMIB (cambO0yTaMoi) mpoTsarom 1-24 THUXKHIB
OOCITiIKEeHHS ITOPiBHSAHO 3 mialnebo Ta yMeKnianHiymMoM (guB. Tabnuilio 1) Ta 6yso
IIPOAEMOHCTPOBAHO 30ibIIIeHHS KiTbKOCTI JHIB, KOJIX He MOTPiOHO OyJ10
3aCTOCOBYBATHU IpelapaTH [OJis MOJIeTIIeHHsT CUMIITOMIB (B cepegaboMy Ha 11,1 %)
MMOPiBHSHO 3 TPYIIOI0 mialedo, y siKiii 3MeHNIIuIacsa KijIbKiCTh TaKUX OHIB B
cepegaboMy Ha 0,9 %.



Y Tprox 6-MiCAYHUX OOCIIOXKEHHSIX, KOHTPOJIbOBAHUX 3a aKTUBHUM IIpelapaToM
IIOPIBHSAHHSA, 3aCTOCYBaHHA IIpenapaTty AHopo™ EmminTa™ 3MeHIIINIIO BUKOPUCTaHHSA
pernapariB OIS MOJIETIIeHHI CUMIITOMIB IIOPiBHSIHO 3 TIOTPOIIEM 31 CTATUCTUYHO
3HAYYIIUMU 3HUKEHHSIMH y IBOX OOCIiIXKeHHsX (guB. Tabnuino 1). [Npemnapat
Anopo™ EnminTa™ TaKOX NPOAEeMOHCTPYBaB 30iNbIlIeHHS YaCTKU OHIB, KOIU HE
moTpi6HO OyJI0 BUKOPHUCTOBYBATU MpeIapaTH OJIsd MOJETrIeHHsI CUMIITOMIB, Y BCix
TPHOX OOCIIIIXKEHHAX (CepenHill MOKa3HUK B MexKax Bim 17,6 % mo 21,5 %) mopiBHSAHO 3
TioTpomieM (cepenHii MOKa3HUK B Mexkax Bifg 11,7 % go 13,4 %).

Tabnuuga 1. JlereHeBa GyHKIIiSI, CAMIITOMM Ta SKiCTb JKUTTS, ITOB’si3aHi 31 3OpPOB’SIM,

Ha 24-My TUXKHI

_ PisHunsa Mixk nmoka3Hukamu nikyBaHHA1 (95 %
[TopiBHAHHSA . o .
_ OOBipuMi iHTEpPBa, 3HAaUYEHHS D)
JIIKyBaHHSA
IpenapaToM . BukopucraHusa
AnOpO™ Buxigne .
rmpemnapariB
EmnminTa™ y go3i [3HaueHH: [loka3HUK| [Toka3HUK —
55/22 MKT O®B1 TDI SGRQ
IOJIETIIIeHHS
(1) .
CUMIITOMIiB3
™ 167 -5,51
AHOpO 1.2 0.8
Enminta™ (N =
™ (128, (-7,88, -
413) nOopiBHSHO 3 (0,7, 1,7) (-1,3, -0,3)
207) 3,13)
amneodo (N =
< 0,001 0,001*
280) < 0,001 < 0,001%*
AHOpo™ -0,82
Ennminta™ (N = |92 0,3 -0,6
413) DOpiBHSAHO 3 -2,90,
) mopier (17,87) (0,2,0,7) | (-1,0, -0,1)
YMEKIIITUHIYMOM Yy 1,27)
031 55 MKT 0,004 0,244 0,014*
_ 0,441
(N =418)




AHopo™

; ™ = -0,32
EnninTa™ (N 95 0,4 0.1
413)
: (-2,41,
ITOPiBHSIHO 3 (60, 130) |(-0,1, 0,8) 1.78) (-0,3, 0,5)
BiJIaHTEPOJIOM y ’
11031 22 MKT < 0,001 |0,117 0,767 0,675
(N =1421)
AHopo™
Enninta™ (N = 2210
454) NOpPiBHSHO 3 112 ’ -0,5
i i i -3,61, -
TIOTPOIIiEM y m03i /o ( 0.7, -0.2)
18 MKr (81, 144) 0,59)
(N = 451) < 0,001
T — < 0,001 0,006
ZEP117115)
AHopo™
Enminta™ (N = 0,75
207) mopiasHO 3 |90 -0,7
loTpoIie 03i -2,12,
TIOTPOMEM Y ROSL |39 141) ( (-1,2, -0,1)
18 MKT 3,63)
(N = < 0,001 0 607 0,022
203)(mocnigzxeHHsa ’
DB2113360) 0,12
(-0,4, 0,5)
AHopo™
Enminrta™ (N = 0,817
217) nopiBHSIHO 3 |g() 0,17 -0,6
TiOTPOIIIEM y [O31 (-2,85
10, 109 S -1,2, 0,0
18 MKr ( ) 2.52) ( )
(N = 215)
0,018* 0,069
0,904
(mocnim>xeHHS

DB2113374)




N - uncenbHicTs monynsiil ITT (ITT - momynsALisa BCiX MalliEHTIB, paHOOMi30BaHUX O
JIIKyBaHHSI), MKT - MiKporpaM, H/O - He OL[iHIOBaJINCH.

1CepenHbOKBaIpaTUYHE CEPEIHE.
200’emHaHi maHi gociainxenus DB2113360 ta nocimimxxeunnss DB2113374.

3Pi3HuLsA cepemHbOoi KiTbKOCTi 3aCTOCYBaHHS MpemnapaTy Ha OeHb IIPOTATOM THUXKHIB
1-24.

Bimpmr BUCOKy [o3y yMekniguHiymy/Binautepony (113/22 MKr) Takox BuB4anu y 24-
TUKHEBOMY IJ/1alle60-KOHTPOJIbOBAaHOMY KITIHIYHOMY AOCIIiIXKEHHI Ta Y OBOX 3 TPhOX
24-TUXKHEBUX OOCIIIXKEHHAX, KOHTPOJIbOBAaHUX 3a aKTUBHUM IIpenapaTtoMm. Pe3ynbraTt
Oynu aHaJIOTiYyHi pe3ynbTaTaM AJid npemnapaty AHopo™ Emnminta™ y mo3zi 55/22 MKT Ta
OOOaTKOBO MiATBepOunu ePeKTUBHICTD nIpenaparty Amopo™ Emminta™ .

3azocmperHsa XO3J1

Y 24-tuxHeBOMYy Naleb0-KOHTPOIOBAaHOMY OOCIIiMXKEHHI MalliEHTIB i3 CUMOITOMHUM
nepebirom XO3JI 3acTocyBaHHA npenapaTty AHopo™ EmminTa™ 3HUKYBaJio pU3UK
rnmomipHoro/Tsxkkoro 3aroctperas XO3JI Ha 50 % mopiBHsHO 3 11aredo (Ha OCHOBI
aHaJIi3y Yacy [0 PO3BUTKY IEePIIOro 3aroCTpeHHs: BimHoIlIeHHs pu3ukis (BP) 0,5; 95
% 01 0,3, 0,8; p = 0,004*); Ha 20 % nopiBHsAHO 3 yMekniguHiymom (BP 0,8; 95 % [1
0,5, 1,3; p = 0,391) Tta Ha 30 % nopiBHsHO 3 BinanTeponom (BP 0,7; 95 % 111 0,4, 1,1;
p =0,121).

B ogHOMY 3 TPHOX OOCHIAXKEHb y MalliEHTIB 3 CUMOTOMHUM nepebirom XO3JI
3aCTOCyBaHHA IIpenaparty AHopo™ EmnminTa™ y IOpPIBHAHHI 3 TIOTPOIIIEM 3HUXKYBAJIO
PU3UK IOMIpHOTO/TAKKOro 3aroctpeHHs XO3JI Ha 50 % (BP 0,5; 95 % 101 0,3, 1,0; p =
0,044). Y gBOX iHIINX OOCIiAXKEHHSIX PU3UK ITOMIPHOTO/TSAKKOT0 3aroctpeHHs XO3J1 y
nauieHTiB 3 cuMmnToMHuM nepebdirom XO3JI O0yB BignoBigHo Ha 20 % Tta 90 % BUIIUM
(BP1,2;95% 10,5, 2,6; p=10,709 Ta BP 1,9; 95 % 1 1,0, 3,6; p = 0,062
BiamoBigHO). [IM3aliH LIUX OOCIiOXKEeHb He OyB pPO3p0o0JieHn OJid OLiHKU BIIJIMBY
JIiKyBaHHS Ha 3aroctpeHHsa XO3Jl, i nalieHTH Iiciigd PO3BUTKY 3arOCTPEHHS
BUKJIIOYAJIUCh 3 OOCIIIIXKEeHHS.

IlocaidoceHHA, wo nidmeepoicyoms epeKmueHicmb

Y pasrmomizoBaHOMY MOABIUHO CIinoMy 52-TuxKHeBOMY gociaimxkeHHi (CTT116855,
IMPACT) B 10355 mopocnux IalieHTiB i3 cuMmnToMHuM nepebdirom XO3JI, ki
nepeHecnu 1 4u KinbKa MOMipHUX a00 TSAXKKMX 3arOCTPEHb NPOTATOM HollepenHix 12



MICALB, IIOPIBHIOBAJIOCH JIIKyBaHHSA YMeKJIiguHiyMoM/BinanTeposoM (YMEK/BI 55/22
MKT), (prmroTuKa30Hy pypoaTtoM/ yMeKniguHiymom/BinaaTeponom (OO/YMEK/BI
99/55/22 MKr) uu GIIOTUKA30HY PypoaToM /BinmaHnTteposioMm (PD/BI 99/22 MKr) oguH
pa3 Ha moby B ogHOMY iHTransTopi. [lepBUHHOIO KiHIIEBOIO TOYKOIO B [MOCIiAXKeHHi Oyna
IIOpiYHa YaCToTa MOMIpHUX YU TAXKKHUX 3arOCTPEHb Y TUX, XTO npuriMaB ®O/YMEK/BI,
nopiBHSHO 3 ®P/BI a6o YMEK/BI. CepenHs piuyHa 4acToTa 3aroCTpeHb CTaHOBUIIA
0,91; 1,07 ta 1,21 gna ®O/YMEK/BI, ®®/BI ta YMEK/BI BignosigHO.

[TopiBEHsiHHESA ®O/YMEK/BI 3 ®®/BI Ta YMEK/BI nmoka3ano CTaTUCTUYHO 3HAUYIIE
3HUIKEHHS PU3UKY IOMiPHOTO/TS2KKOT0 3aroctpeHHs Ha 14,8 % (Ha OCHOBIi aHami3y
4acy A0 PO3BUTKY Iepioro 3aroctperss) (BP 0,85; 95 % OI 0,80, 0,91; p < 0,001) Ta
Ha 16 % BigmoBigHO (Ha OCHOBI aHaJli3y 4acy OO PO3BUTKY IIE€PILIOro 3aroctpeHHs) (BP
0,84; 95 % 010,78, 0,91; p <0,001).

Bumpueasicmb ma 06’emM snez2eHb

B ogrOMY 3 IBOX gocigzKeHb npemnapaty AHopo™ Emminta™ y mo3si 55/22 MKr
MMOKPAIIUBCSA YaC BUTPUBAJIOCTI MOPIBHSHO 3 TAKUM IIPU 3aCTOCYBaHHi naiebo, 1110
OLIiHIOBAJIOCS 3a [AOIMOMOTO0I0 CTYITIH4aCTOT0 TECTY YOBHMKOBOI X0OAb0H (11aTi-TeCTy). B
000X DOCHIiOKEeHHSIX CIIOCTepiranock 30iNbIIeHHS T0OKa3HUKIB 00’'€My J1ereHb
MMOPiBHSHO 3 mianebo y mopocnux namienTiB i3 XO3JI 3 rinepindnsaiieio
(byHKIIiOHanbHa 3anuIinKoBa eMHICTE (P3€) > 120 %). V nepiioMy gocuigKeHHi
npemnapat AHopo™ Emnminta™ y po3i 55/22 MKI IpoaeMOHCTPyBaB CTaTUCTUYHO
OOCTOBipHE Ta KIIiHIYHO 3Hay4yllle MOKpallleHHs YaCcy BUTPUBAJIOCTI IIpU pi3ugyHOMY
HaBaHTaxeHHi (69,4 cekyugu, p = 0,003) nopiBHSHO 3 malebo, 10 OIiHI0OBaJIOCh Ha
12 TuXKHI OociiaKeHHS Yepe3 3 TOOUHU MHiCIsA 3aCTOCYBaHHA mperapaTty (MiHiManbHa
KIiHiYHO 3HauyuMa pisauisa (MK3P) onsa miatn-tecty cTaHOBUTH 45-85 C).
[TokpallleHHST 4YaCy BUTPUBAJIOCTI ITpU (Pi3MYHOMY HaBaHTaXKEHHI IIOPIBHSIHO 3 TaKUM
IIPY 3aCTOCYyBaHHI manebo crmocTepiraaock Ha 2 IeHb Ta 30epiranocs Ha 6-my Ta 12-
My TUXKHSIX OOCJIIOXKEHHS. Y OPpyroMy OOCIIIOXKEHH] PI3HUIA MiX ITOKa3HUKaMU 4acy
BHUTPUBAJIOCTI ITpu QisMYHOMY HaBaHTaXKeHHI AJig npenapaty AHopo™ Emnminta™ y
no3i 55/22 MKr Ta nnanebo Ha 12 TuxkHi craHoBumna 21,9 cexkyunu (p = 0,234).

[Ipenapat Aropo™ Enminta™ y go3i 55/22 MKI TaKOXK IIOKa3aB CTaTUCTUYHO 3HAUyllle
MIOJTITIIIIEHH ST BUXITHUX MTOKA3HUKIB 00’€My ereHb MOPiBHSAHO 3 mJalebo. B mepimomy
OOCJII?KEeHHI BUMIpIOBaHHs IIPOBOAUIIM Ha 12-My TUXKHI Iepel 3aCTOCYBaHHAM
mmpernapaTy Ta Yepe3 3 TOOUHU MiCig iHransIlil: EMHICTh BOUXY CTaHOBUia 237 MII i
316 M1 BigmoBigHO, 3aJIUIIKOBUI 00'eM - 466 M1 Ta 643 MJI BigIIOBigHO Ta
(dyHKIIiIOHaIbHA 3aIMIIKOBa EMHICTh - 351 M i 522 M BigmosigHo (Bcip < 0,001). Y
OPYTrOMY OOCHIAKEeHHi BUMipIOBaHHS TaKOXK IMPOBOOUNIU Ha 12-My THMZKHI JO iHramsiil
npenapaTy Ta 4yepe3 3 TOOWHU MHiCIs iHTassllil: EMHICTh BOUXy cTaHOBUIa 198 mi i
238 M7 BigmoBimHO, 3aJIUIIKOBUM 00°eM - 295 M1 i 351 M1 BigmoBimHO Ta



dyHKIIiIOHaIPHA 3aIMIIKOBa EMHICTD - 238 M i 302 M BigmosigHo (Bcip < 0,001).
dapMaKOKiHEeTHKA

Konu koMbiHalito yMEKJIiINHIyMy Ta BiJlaHTEpPOIy BBOOWUIU iHTAJAIINHO,
(bapMakokiHeTHKa KOKHOTO KOMIIOHEHTa Oya nofiOoHa (apMaKOKiHETHL, 110
CIIOCTepirasacs IIpu 3aCTOCyBaHHI KOXKHOI aKTUBHO1 pe4OBUHU Hapi3Ho. OTXkKe, 3
(bapMakOKiHETMYHOIO METOIO KOXKEH KOMIIOHEHT MOXKHa PO3TrIsagaTH OKPeMo.

AGcopbiris
YmeknaiouHiym

[Ticns BBeOeHHS YMEKIIIAUHIYMY y BUTTISAOL iHTansgaii 3opoBUM A00OpPOBOIbIIAM Cmax
mocsiranacs yepes 5-15 xBunuH. A6comtoTHa 6i0O0CTyIHICTD YMEKITiAUHIyMY,
BBEEHOI'0 Yy BUTJIAML iHTamsALiN, cTaHOBUIA B cepenubomMy 13 % Big mo3u, Oe YacTKa,
IOB’sI3aHa 3 IepopaabHoI0 abcopOirieto, He3HauHa. [1icyia MOBTOPHOI O03uU
YMEKJIIAWHIYMY, BBEOEHOI'0 Y BUTJISAAL IHrasidalii, piBHOBaXKHUU CTaH JOCATaBCS
npotsarom 7-10 guiB 3 1,5-1,8-KpaTHUM HaKOIIUYEHHSIM.

Binanmepoan

[Ticnst BBeIEeHHS BiTaHTEPOJIY y BUTJISAAI iHTaALiM 3M0poBUM A0OPOBOIbIIsIM Cmax
pocsranacs yepes 5-15 xBunuH. A6conmtoTHa 6i0J0CTYyIHICTh BiTaHTEPOJILY, BBEIEHOT O
y BUIJIAAL iHTandaniu, ctanosusna 27 %, Oe 4yacTka, OB’ d3aHa 3 IIepopaIbHO
abcopO1iero, He3HayHa. [licig DOBTOPHOI [03M BiJIaHTEPOJIY, BBEIEHOT0 Y BUTTIA1
IHranAaIiv, piBHOBaXKHUM CTaH OOCATABCS NPOTATOM 6 OHIB 3 2,4-KpaTHUM
HaKOIINYEHHSIM.

Poz3nonin
YmekniouHiym

[Ticnss BHYTPIIIHBOBEHHOTO BBEAEHHS 3[OPOBUM IOOPOBOJIBIISAM CepenHili 06’eM
po3nofiny ctaHoBuB 86 miTpiB. In vitro 3B’s3yBaHHs 3 O6iTKaMu I1J1a3MU KPOBi JTIOOUHUT
CTaHOBUJIO B cepegHboMy 89 %.

Binanmepoan

[Ticnss BHYTPIIIHBOBEHHOTO BBEOEHHS 3[M0POBUM IOOPOBOJIBIISIM CepenHiit 06’eM
PO3MIOAiTy B PIBHOBaXKHOMY CTaHi CTaHOBUB 165 miTpiB. In vitro 38’s13yBaHHA 3
O0inkaMu IJ1a3MU KPOBi JIIOOWUHU CTAHOBUIIO B cepemuboMy 94 %.

BioTpaHcdopmMmaliisa




YmekniouHiym

In vitro gocrigXeHHSs MOKa3aJliy, 110 YMEKJIIAUHIYM I'OJIOBHUM YMHOM MeTab0J1i3yeEThCS
nmToxpomom P450 2D6 (CYP2D6) i € cybcTpaToM [is TepeHOCHUKA P-TiKompoTeiny
(P-gp). [lepBuHHI MeTabOiYHI HIJIIXU OIS YMEKIIOUHIyMY € OKMCHUMU
(rippokcuntoBaHHs, O-OeanKilyBaHHS) 3 IOOAJIbIIOI KOH torallieto (IIIoKypOoHi3allis
TOIII0), 110 IPU3BOOUTE 0 YTBOPEHHS HU3KH MeTaboJIiTiB abo 3i 3HMKEHOI0
dbapmMakoIoriuHOI0 aKTUBHICTIO, a00 3 HEBCTAaHOBJIEHOIO (hapMaKOJIOTi9YHO0
AKTHUBHICTIO. CHCTEMHHUN BIIJIUB MEeTAOOJIiTiB € HU3LKHUM.

Binanmepoan

In vitro gocrmigXkeHHSs TOKa3aJliy, 110 BiJlaHTEepPOJI TOJIOBHUM YMHOM MeTaboIi3yeEThCS
nuToxpomom P450 3A4 (CYP3A4) i € cyOGcTpaToM Ojis repeHocHuKa P-gp. OCHOBHUMU
MeTabOoTiYHUMU IIJITXaMU OIS BilanTepony € O-meanKiyBaHHS 3 ITOOAbIINM
YTBOPEHHAM POy MeTaboIiTiB 31 3HaYWHO 3MEHIIIeHOI0 aKTUBHICTIO o0 6eTal- i
OeTa2-agpeHopenenTtopis. [TnasmoBuit MetaboniyHuM MPodine micas mepoparbHOTO
3aCTOCYBaHHS BiJIaHTEPOJIy B Pafioi30TOIIHOMY OOCIIIAZKEHH] y JIIOOUHM BiflIOBigae
BHCOKOMY MeTabo0/1i3aMy mepuoro nmpoxoaxeHHs. CuCTeMHUYN BILJIMB MeTa0OOJIiTiB €
HU3BKUM.

BuBepgeHHs
YmekniouHiym

[Irma3zMoBU KIIipeHC MicjIA BHYTPIMIHEOBEHHOI'O BBEleHHs CTaHOBUB 151 miTp/roguny.
[Ticnss BHYTPIIIHEOBEHHOTO BBeAeHHS Mpubiau3Ho 58 % BBeOeHol MiueHol go3u (abo 73
% BHUSBJIEHO] PaJiOaKTUBHOCTI) BUBOOUINUCS 3 OpraHi3aMy 3 ¢ekasismu yepe3 192
TOOMHU ITiCJIsi BBEeOEHHS Mo3HU. I3 ceuero BUBOOUTHCS 22 % BBe[eHOl MidyeHOl 103U
yepe3 168 roguH (27 % BUSABIEHOl padiOaKTUBHOCTI). BUBeOeHHsI PeYOBUHY,
ITOB’sI3aHO1 3 JTiKapChKUM 3aco00M, 3 heKaslisiMu ITiciIsi BHYTPIIlTHbOBEHHOT'O BBEIEHHS
CBIJUUTH IIPO CEKPELIi0 Y KOBY. Y pasi mepopajbHOI0 3aCTOCYBaHHS y 300POBUX
Y0JIOBiKiB-IOOPOBOJIBIIIB 3arajbHa pagioaKTUBHICTh BUBOAMIIACS 3 OpTaHi3My
rnepeBaxHo 3 pekanisimu (92 % BBemeHOl MideHO1 003U abo 99 % BUsSBIEHOI
panioakTUBHOCTI) yepe3 168 roguH micns npuriomy no3u. Menuie 1 % nepopaibHO
BBemeHOl no3u (1 % BHUSABIIEHOl PadiOaKTUBHOCTI) BUBOAMIIOCS 3 OpPraHi3My i3 cedelo,
III0 CBiOYUTH PO He3HaYHy abCcopOIliio ITicsisg mepopasibHOTO 3aCTOCyBaHHsA. Ilepion
HalliBBUBEOEHHS YMEKIIIIUHiyMy IIic/lsl BBeOeHHs y BUTIAOi iHTrangimil mpoTtsarom 10
OHIB CTaHOBUB y cepenHboMy 19 roguH y 3mopoBux OOOPOBONBIIB, Tpudyomy 3-4 %
BUBOOUJIOCS 3 OPraHi3My y HE3MIHEHOMY BUIJIALL i3 CeYel0 y PiBHOBAXXKHOMY CTaHi.

Binanmepon



[Ima3MoBUU KJIipeHC BUIAHTEPOJIY IiCIsI BHYTPIIIHBOBEHHOT' 0 BBEeOEeHHA cTaHOBUB 108
miTpiB/roguny. ITicnst mepopansbHOr0 BBEAEHHS Mi4YeHOT0 BillaHTEepPOoIy 0yJi0 BUSBJIEHO
70 % migenol mo3u y cedi i 30 % - y dekamisax. [lepBuHHEUM BUBEIEHHSIM BLIaHTEPOIIY
€ MeTaboIIi3M i3 HaCTyIHUM BUOIJIEHHSIM MeTalomiTiB i3 cedelo i pekanisimu. ITepion
HalliBBUBEOEHHS BiJlaHTEPOJIy MiCJig BBEIeHHS Y BUTJIALL iHransmil nporsarom 10 gHiB
CTaHOBHUB y cepegHboMy 11 rogus.

Ocob6nuBi rpynu namiesTid

ITauienmu aimHvo20 BiKy (> 65 pokis)

dapMaKOKiHETUYHUM aHalli3 MONysllil ImoKa3as, 1110 (papMaKOKiHEeTHUKa
YMEKJIiAuHiyMy i BimaHTeposy Oyia cxoxa y naifieHTiB 3 XO3JI BikoM Bif 65 poKiB i
MalieHTiB BIKOM 0 65 pOKiB.

IMopymienHs: GYHKIII HUPOK. Y IMAIiEHTIB 3 TSIXKKOI0 HUPKOBOIO HEOOCTATHICTIO He OyII0
BUSIBJIEHO XXKOMHUX O3HAK 30iTbIIIeHHSI CUCTEMHOTO BIIJIMBY YMEKIIinuHiyMy abo
BinaaTepony (Cmax i AUC) micns BBeOeHHs YMeKJIIiONHIyMy/BiTaHTEpPOIy, Oe Oo3a
YMEKJIIIWHIYMY IIepeBuUlllyBajla peKOMEeHJ0BaHy J03Y V ABa pa3u, a BUIaHTEePOII
3aCTOCOBYBaJId Y peKOMeHOOBaHi no3i, 0e3 XKOOHUX 03HAK 3MiHEHOTO0 3B'sI3yBaHHS 3
OinmKkaMu I1J1a3MU ITOPIBHSHO 3i 3MOPOBUMU TOOPOBOIBIISIMU.

[MopymieHHsA QYyHKII] HeYiHKK. Y NAILi€HTIiB 3 IIOMipHUMHU MOPYIIEHHAMU QYHKIIi1
neyvinku (knac B 3a knmacudikaiiiero Yannga - I1°10) He cnocTepiranocs }KOOHUX 03HAK
30ilbIIIeHHS CUCTEMHOI'O BIIJIUBY YMeEKIIinuHiyMy abo BinmanTepony (Cmax i AUC) micnsa
BBEEHHS YMEKJIIANHIYMY/BiJIaHTEPOJIYy, e 003a YMEKJIIANHIyMy IIepeBUlIllyBasa
pPEeKOMEeH0BaHy [03Y Y OBa pa3u, a BUIaHTepOJI 3aCTOCOBYBall¥ y peKOMeHOOBaHil
no3i, 6e3 XKOOHUX 03HAK 3MiHEHOTrO 3B’sI3yBaHHS 3 OiTKaMu IJIa3MU ITOPiBHSHO 3i
3MOPOBUMU AOOPOBOIBIISIMHU. 3aCTOCYBaHHS YMEKIIIINHIyMYy/BiTaHTEPOILy HE
OLIIHIOBAJIM y IALlIEHTIB 3 TAXKKOIO I€YiHKOBOIO HEOOCTaTHICTIO.

THwi ocobausi epynu

dapMaKOKiHETUYHUM aHalli3 MOMNyJIsAllil IToKa3aB, III0 He TOTPiOHO KOIHOT O
KOPUTYBaHHS 03U YMEKIinuHiyMy ab0 BiJlaHTEepOJy 3aJeXKHO0 Bifl BiKy, pacH, CTarTi,
BUKOPUCTAHHS IHTaNaiMHUX KOPTUKOCTEPOIiNiB ab0 MacHu Tija mallieHTa.
IocnimxeHHsI, MpoBeOeHe MJisi MOBiMbHUX MeTabosizaTopiB CYP2D6, He BUSBHUIIO
KOOHUX O3HAaK KJIIHIYHO 3HaYymoro epekTy reHeTU4YHOoro nojaimMmopgizmy CYP2D6
100 CUCTEMHOI'O BIIJIUBY YMEKJIIIUHIYMY.

IToxa3aHHSA



s migTpuMyiodol OPOHXOJIITUYHOI Tepalrii 3 MeTOI0 MOJIeTIeHHSI CUMIITOMIB y
OOPOCJINX IAIliEHTIB 3 XPOHIYHUM OOCTPYKTUBHUM 3aXBOPIOBaHHSAM JiereHb (XO3JI).

IIporunnoka3aHHs

[TigBuIlleHa YyTIUBICTh JO aKTUBHUX PEYOBUH ab0 Mo OyAb-sIKOI 3 TOIIOMiXKHHUX
PEeYOoBUH.

B3aemogisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIIi BHOH B3a€EMoOIin

Bema-adpeHobiokamopu

JIikapchbKi 3acobu, 110 MiCTATh OeTa-aapeH007I0KaTOPH, MOXKYTh ITOCTabuTH abo
aHTaroHidyBatu edekT OeTa2-agpeHePrivHUX aroHiCcTiB, TaKux K BimaHTepon. Cifg
YVHUKATH OOQHOYACHOTO 3aCTOCYyBaHHS SIK HECEJIeKTUBHUX, TaK i CeTeKTUBHUX OeTa-
agpeHo06I0KaTOPiB, AKIIO TiIbKU HEMa€ BaroMux IIPUYMH [JI5 1X 3aCTOCyBaHHS.

B3aeMmoqil Ha 0CHOBi MeTab0Ii3My i TPAHCIIOPTYBAHHSA

Binanmepoa € cypcmpamom uumoxpomy P450 3A4 (CYP3A4). OoHO4YacHe
3aCTOCYBaHHS cunbHOmitoumx iHTi6iTOpiB CYP3A4 (TaKMX SIK KETOKOHA3O0JI,
KJIapUTPOMILIMH, ITpaKOHa30JI, pUTOHABIP, TEJIITPOMIIINH) MOXKe IIPUTrHiYyBaTu
MeTabo0I1i3M i 30iIbIITyBaT CUCTEMHUM BIJIMB BilaHTeposiy. OgHOYaCHEe 3aCTOCYBaHHS
3 KeToKOHa30s10M (400 Mr) y 3mopoBUX IT0OPOBOJIBIIIB 30iIbIITyBaI0 CEPEOHi
noka3Huku AUC(0-t) i Cmax BinaHTepony Ha 65 % i 22 % BignoBigmHo. [TocuneHHs AOil
BiJIaHTEPOJIy HE acollitoBasocs 3i 30ibIIEHHSIM CUCTEMHUX BIIJIUBIB, IOB’I3aHUX i3
OeTa-agpeHO0I0KaTOPaMHu, He BIIJIMBAJIO Ha YaCTOTY CeplieBUX CKOPOUYEHb, PiBeHb
Kasiio y KpoBi ab6o iHTepBan QT (KopuroBaHui iHTepBaa po3paxoBaHo 3a ¢GOPMYII00
®penepika). Cnig OyTu 06epeXKHUM NPU OJHOYACHOMY 3aCTOCYBaHHI
YMEKJIIIVHIYMY/BUIAHTEPOJIY 3 KETOKOHA30JIOM Ta IHIIKWMU BiJOMUMU CUJIBHOOIIOYMMU
inridiTopamu CYP3A4, oCKinbKY € TOTeHIliasn aJisg 30iIbIlIeHHS CUCTEMHOTO BIIJIUBY
BiJITaHTEPOIy, III0 MOXKe IMPU3BECTH A0 IMiABUILEHHS PU3UKY PO3BUTKY HeOaxKaHUX
peakuii. Bepanawmin, momipuuii inri6itop CYP3A4, icTOTHO He BILJIMBAE Ha
(bapMaKOKiHETUKY BiJIlaHTEPOITY.

YmexaiduHiym € cypcmpamom yumoxpomy P450 2D6 (CYP2D6). PapMaKOKiHETUKY
YMEKJIIAUHiIyMYy y piBHOBa:KHOMY CTaHi OIIiHIOBA/IA y 3TOPOBUX MOOPOBOJIBIIIB, AKi
MaioTh medinuT CYP2D6 (mmoBinbHI MeTabosizaTopu). He cmocTepiramocst 2KOIHOTO
BriuBYy Ha AUC a6o Cmax yMeKIiguHiyMy IIpu Oo3i, 10 IepeBUIlye HOpMY V 8 pa3iB.
[MTpu6nu3Ho 1,3-kpaTHe 306inbieHHss AUC yMeKJiguHiyMy cIiocTepirasaocs Ipu mo3i,
I1I0 IIepeBUITyE HOPMY V¥ 16 pa3iB, 6e3 BuiuBy Ha Cmax yMeKIIinuHiyMmy. 3 oriasigy Ha
BEJIMYMHY LIUX 3MiH He OYIKY€ETHCS KIIIHIYHO 3HAQUYIIUX JIIKAPCHKUX B3aEMOMIN IIPU
OOHOYACHOMY BBeeHHi yMeKITinnHiyMy/BinaHnTepony 3 iHriditopamu CYP2D6 a6o npu



BBE[E€HHI IallieHTaM 3 TeHeTUYHO OediumTHOI aKTuBHICTIO CYP2D6 (moBinbHI
MeTaboJrizaTopu).

AK yMekmiguHiyM, Tak i BilaHTepoJ € cy0CcTpaTaMu IepeHOCHUKa P-rimikonpoTeiny
(P-gp). Bonus nnomipuoro P-gp inri6iTopy Bepanaminy (240 Mr onuH pa3 Ha no0Oy) Ha
(apMakoKiHETUKY YMEKIIIUHIyMYy i BiJlaHTEPOJIy Y PiBHOBA;KHOMY CTaHi OILIiHIOBaJIN y
3mopoBux oOpoBoObIliB. He Oysio BigMiueHO Oyab-IKOTO BIIIMBY BeparnaMminy Ha Cmax
yMeKIiguHiymy abo BimanTeposny. Cnoctepiranocs npubnausHo 1,4-KpaTHe 30iIbIIeHHS
AUC ymekiiguHiyMy 3a BincyTHOCTI BunuBy Ha AUC BitaHTepoily. 3 OIJIAny Ha
BEJIMYMHY IIUX 3MiH He O4iKy€ThCS KJIIHIYHO 3HAYYIIUX JIiIKapChKUX B3aEMOMIN IPU
OOHOYAaCHOMY BBeleHHiI YMeKITinuHiyMy/BinaHTepony 3 iHribitopamu P-gp.

IHITi aHTUMYCKAPHHOBI 3aCc00M i CUMIIaTOMIMETHKU

OpHOo4YacHe 3aCTOCYyBaHHS YMEKIIINWHIYMY/BUTaHTEPOIIY 3 IHIIUMU MyCKapUHOBUMU
aHTaroHicTamMu TpuBasoi gii, 6eTa2-agpeHepriyHUMHU aroHicTaMu TpHUBasoi mii abo
JIiIKapChbKUMHU 3aco0aMu, 1110 MiCTSITh OyOb-siKUM 3 IIUX 3aco0iB, He gociimKyBasnu. Take
3aCTOCYBaHHS He PeKOMEHOYETHLCS, OCKIJIbKY 1le MOXKe IMOCUJIUTHU BimoMi mobiuHi
peaxiiil iHraaaIiiHNX MyCKapUHOBUX aHTAroHiCcTiB abo OeTa2-agpeHeprivHuX
aronictiB (guB. po3ainu «Oco6IUBOCTI 3aCTOCYBaHHA» Ta «Ilepemo3yBaHH»).

I'inokaniemis

CymyTHe rinokajsieMiyHe JIiKyBaHHA i3 3aCTOCYBaHHSM IIOXIIHUX METUJIKCAHTUHY,
cTepoifiB abo He Kai3bepirarounx OiypeTHUKiB MOXKe ITOCUIIOBATH MOXKJIUBUU
rinokaniemiunuii epekt OeTa2-agpeHeprivHUX aroHIiCTiB, TOMY
YMEKJIIAUHiyM/BiJITaHTEPOJI CJIil 3aCTOCOBYBaTHU 3 00epexkHicTio (quB. po3min «Crocid
3aCTOCyBaHHS Ta OO3U»).

IHImi miKapchKi 3acobu mns smikyBaHHS XO3J1

Xo4a XKOOHUX TPAOUIIIMHUX in Vivo JociigXKeHb B3aEMO/Iii TiKapCchKuX 3acobiB He OyI10
ITPOBEeNEeHO, iHTaMALINHNYN 3aci0 YMeKITiguHiyM/BijlaHTEPOJI 3aCTOCOBYBaIu OOHOYACHO
3 iHmMMU TiKapcbKuMHu 3acobamu npotu XO3JI, BKI0Yaloyd CUMIaTOMIMEeTHYHI
OPOHXOJIITUKK KOPOTKOI [il Ta iHTanALiiHi KOPpTUKOCTEepOoiau, 6e3 KITiHiYHUX MPOsIBiB
JIIKapChKOl B3aeMO[il.

Oco006/1MBOCTi 3aCTOCYBaHHS

Acmma

YMekmianHiyM/BilaHTEPOJI He CJIif 3aCTOCOBYBATHU MalliEHTaM 3 aCTMOI0, OCKiJIbKHU LIen
JIiKapchKUM 3acib He MOCIiAKyBaBCs [ Ii€l IPynu MallieHTiB.



ITapadokcaavHuli 6poHxO0CNA3M

4K i mpu 3acTOCyBaHHI iHIINX BHUAIB iIHTaJIAIIMHO]L Tepallil, 3aCTOCyBaHHS
YMEKJIiAUHiyMYy/BiTaHTE POy MOKe IIPU3BECTU [0 MapamoKCcaIbHOTO OPOHXOCHIa3My,
SIKUU MO2Ke OyTH HeOe3MeuHuM [OJi XKUTTS. Tepamnito yMeKIiguHiyMoM/BiTaHTEPOJIOM
CIIii Hera’HO MPUIIMHUTH y pa3i pO3BUTKY NapafoKCcaibHOT0 OpOHXOCHa3My Ta
poO3MoYaTy anlbTEPHATUBHY TEpaIlito, SIKIIO Iie oTPiOHO.

He 025 sukopucmaHHA nid yac 20cmpoz20 CmMmaHy

YMexkniguHiyM/BiJITaHTEPOII HE TIOKa3aHUU [OJis JIIKyBaHHS TOCTPUX €Mi304iB
OpoHXO0CIIa3Mmy.

ITozipweHHs nepebizy 3ax80pPHOBAHH

[TigBUIlleHHS YaCTOTU BUKOPUCTAHHS KOPOTKOMiIIOUNX OPOHXOJIITHUKIB OJIsI ITOJIETIIIEHHS
CHMIITOMIB BKa3y€ Ha IOTipIIeHHS KOHTPOJIIO 3aXBOPIOBaHHA. Y pa3i NOripileHHS
nepebiry XO3JI Ha Tai niKyBaHHS YMEKIiIUHIyMOM/BijlaHTEPOIOM HEOOXiTHO
IIOBTOPHO OLIIHUTHU CTaH IallieHTa 1 TaKTUKY JIIKyBaHHS.

Bniue Ha cepuego-cyOuHHYy cucmemy

Bonus Ha cepleBO-CyIUHHY CUCTEMY, TaKUU K IIOPYLIEHHS CEPLIEBOTO PUTMY,
HaOpuKjag MUTOTJ/IMBA apUTMIis Ta TaXikapmis, MOXKJIMBUM IIiCJId BBEOEeHHS
QHTATrOHICTIB MyCKapUHOBUX PELENITOPIB i CUMIIaTOMIMETHUKIB, BKIIIOUAIO4YU
yMeKJIiauHiyM/BinanTepos. [lamienTy 3 KIiHIYHO 3HaYyILIUM HEKOHTPOJIbOBAHUM
CepLeBO-CYIUHHUM 3aXBOPIOBAHHAM OYyJIM BUKJIIOYEHI 3 KJIIHIYHUX OOCHiaXKeHb. ToMy
YMEKJIIAUHiyM/BiJITaHTEPOJI CJIi IpU3HavaTy 3 00epeKHICTIO MalliEHTaM 3 TSIXKKUM
CepLEeBO-CYOUHHUM 3aXBOPIOBAHHSIM.

AHMUMYCKApuUHOB8Ad dKMu8HiCcmb

3 orysigy Ha aHTUMYCKapUHOBY aKTUBHICTh YMEKJIIIVHIYM/BIJTaHTEPOJI CIIif
3aCTOCOBYBATHU 3 00ePEkKHICTIO IMallieHTaM i3 3aTPUMKOIO cedi ab0o 3aKpUTOKYTOBOIO
IJ1ayKOMOXO.

I'inokaniemis

BeTta2-agpeHepriyHi aroHiCTu MOXKYTh CIPUYMHSATHA 3HAYHY TilTOKaIIEMIIO y OeIKUX
Mali€eHTiB, 1110 MOXKe 00yMOBUTH PO3BUTOK ITOOIYHUX peakiliii 3 60Ky ceplieBO-CyIUHHOL
CUCTeMU. 3MEHIIIEeHHS KaJlit0 B CUPOBAaTIIi KPOBi, K IIpaBUJIO, € TPAH3UTOPHUM.

KopgHux KiIiHIYHO 3HAUyLIUX e(eKTiB rilloKaJlieMil He CIIOCTepiraaocs y KIIiHIYHUX
OOCHIAKEeHHSX i3 3aCTOCYBaHHSAIM yMEKIIIIUHIyMYy/BiIaHTEPOIY Y PEKOMEHOOBaHIi
TepaneBTUYHIN 003i. Ciig mposBIsATH 00epeXKHICTh, KOJTA YMEKITIAUHIyM/BiTaHTepOI



3aCTOCOBYIOTH 3 iHIITUMM IiKapChbKUMM 3aco0aMu, SIKi TaKOXK MOXKYTb CIIPUSATH
PO3BUTKY Timokasniemii (muB. po3min «B3aemopist 3 iHIMMY JTiKapCbKUMHU 3aco0aMu Ta
IHIIIi BUOU B3aEMOMIN»).

I'inepeaikemis

BeTraZ-agpeHepriyHi aroHiCT¥ MOXYTh COPUYUHATH TPAH3UTOPHY TilleprilikeMiio y
OesIKUX Ialli€HTiB.

KopHux KIIiHIYHO 3HAQUYIIUX BIIJIUBIB Ha PiBEHHb IJIIOKO3U B I1JIa3Mi He CIIOCTepiranocs
Y KJIIHIYHUX OOCHIOXKEHHIX 13 3aCTOCYBaHHAM YMEKIIIAUHIYMY/BiIaHTEPOILY Y
PEKOMEHO0BaHiu TepaneBTUYHIN fo3i. [liciia noyaTKy JTiKyBaHHA
YMEKJIIAUHiIYyMOM/BilTaHTEPOJIOM HEOOXiTHO OiNbIll PETEIbHO KOHTPOJIIOBATH PiBEHB
TJIIOKO3U B IIJIa3Mi KPOBi y allieHTiB, XBOPUX Ha LyKPOBUU Hiaber.

CynymHi 3axXx80prHOBAHH A

YMekmiguHiyM/BisTaHTEpPO CJli 3aCTOCOBYBaTU 3 00EPEKHICTIO IalliEHTaM i3
CYOOMHUMHU po3nafgaMu abo 3 TUPEOTOKCUKO30M, a TaKOXK IalliEHTaM, siKi HE3BUYHO
pearyioTh Ha OeTa2-agpeHepTridHi aroHiCcTH.

IIonomidCHI peyo8uHuU

Lle# mikapcbKu# 3acid MicTuTh nakTo3y. [lalieHTaM i3 pigKiCHUMU CIIaJlKOBUMU
bopMaMu HemepeHOCUMOCTi rajlaKTO3Hu, HeIOCTATHICTIO JIJaKTa3u ab0 CUHIPOMOM
TJII0KO30-TaJIaKTO3HO1 MaJibabcopO1lil He CIil 3aCTOCOBYBaTH Liel IiKapChbKUM 3acio.

3maTHiICTHh BIUTMBATH HA HNIBHIKICTH Peakilil mpu KepyBaHHIi aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

YMekninnHiyM/BinaHTEepOIJI He BIIMBA€ ab0 Ma€ He3HAYHUM BIUJIMB Ha 3[IaTHICTh
KepyBaTU TPAHCIOPTHUMU 3acobaMu Ta IpalfoBaTH 3 iHIIMMU MeXaHi3MaMHu.

3acTocyBaHHSA y nepioa BariTHoCTi a00 romyBaHHs IPpyaaio

Baeimuicmu. Hapa3si BiACyTHI OaHi PO 3aCTOCYBaHHS YMEKIIIOUHIYyMY/BiITaHTEPOITY
BariTHUM XiHKaM.

YMmexkniguHiyM/BiIaHTEPOII CJIil 3aCTOCOBYBATH IIiff YaC BariTHOCTI, TiJIbKU SIKIIO
O4UiKyBaHa KOPUCTbD OJIS BariTHOI ITIepeBUIIYE MMOTEHIIMHNUYN PU3UK [OJIS IJI00a.

Ilepio0 2o0ysaHHA 2py0dor. HeBimomo, 4y MMOTpaIIsi€e yMeKIianHiyM abo BilaHTEPO Y
rpynoHe MoJioKo. IIpoTe iHII GeTa2-agpeHepriyHi aroHiCTH BUSBIISAIOTECSA Y TPYIHOMY
MOJIOIL. PU3UK 711 HOBOHAPOOXKEHUX/HEMOBIIAT HE MOXKHA BUKJIIOUATHU. PillleHHS Mae€



OyTH MPUNHSTO OO0 IIPUNNHEHHS TOIyBaHHS IPyOai0 a00 IpUITMHEHHS Teparrii
YMEKJIIIWUHIYMOM/BiJIaHTEPOJIOM 3 ypaXyBaHHSIM KOPUCTI TPYOHOI0 BUTOAOBYBaHHS OJIS
OUTUHU 1 KOPUCTI Teparil Ojisd KiHKH.

depmusibHiCMb

BincyTHi maHi Ipo BONIMB YMEKIIIANHIYMY/BiIaHTEPOJIy Ha PEIPOAYKTUBHY QYHKIIIIO
JIIOOWHY.

Cmoci6 3acTocyBaHHS Ta I03H

o3u
Ilopoci

PekomMmeHpOoBaHa m03a - ogHa iHranauis AHopo™ Emminta™ 55/22 MKr oguH pa3 Ha
no0y.

Jlikapcekuit 3aci6 AHopo™ EmminTta™ ciim 3acTOCOBYBaTU OOWH pa3 Ha 400y B OOUH i
TOM K€ YacC KOXHOTO0 [OHS, 100 IMiATpUMyBaTH PO3MIUPEeHH OpoHXiB. MakcuMasibHa
m03a CTAaHOBUTH OOHY iHTansALio npenapaty Asopo™ Enminta™ 55/22 MKr oguH pa3
Ha 1o0y.

Oco6uBi rpynu MallieHTiB

ITauieHmu AiMHBLO20 BIKY

KopuryBaHHs 0034 He OTPiOHO OJIs IMAIlieHTiB BiKkOM ITOHam 65 poKiB.
ITauieHmu 3 nopyweHHAM pYHKUII HUPOK

KopuryBaHHs 0034 He OTPiOHO AJIA MAIliEHTIB 3 MOPYILIEeHHAM (QYHKIIil HUPOK.
INauienmu 3 nopyweHHAM pYyHKUIl neviHKu

KopuryBaHHS 103U He NOTPiOHO OJIA MallieHTiB 3 MOPYIIeHHAM QYHKIII mediHKu
JIETKOT'0 Ta MOMipHOro cryneHsa. He gocinigKyBasiocss 3aCTOCOBYBaHHSA JIIKAPCHKOT O
3aco0y AHopo™ EnminTa™ maifieHTaM 3 TSKKOI0 IIe4iHKOBOIO HEJIOCTATHICTIO, TOMY
MOTO0 CJIi 3aCTOCOBYBaTH 3 00epPeXkKHICTIO.

Iimu

Jlikapcekuit 3aci6 Anopo™ EmnninTta™ He 3acTocoByBanu OiTSM (BikoM mo 18 pokiB)
s j1ikyBaHHsS XO3JI.

Cnocib 3acmocyeaHHsA



Jlikapcbkuit 3aci6 AHopo™ Emnninta™ npusHadyeHUM TibKU OJIS iHTaISAIliN.

Incmpykuin 015 3acmocy8aHH A

Iaransatop Eninta MiCTUTE IOIlepeHbO PO3IIOAiNIeHI 403U 1 TOTOBUM [0
BUKOPUCTaHHS.

IHranaTop yrmakoBaHUU Y JIOTOK, 110 MICTUTH BOJIOTONIOTJIMHAIOYUY ITaKETUK.
BonoronornuHaioouynii makKeTUK CJIig BUKUHYTH, HOTO BMICT HEe MOKHa KOBTaTu abo
BOouxaTHu. [lallieHTa BapTO IIOIIEPEOUTH, 110 JIOTOK 3 IHraJIsiTOPOM CJIif BidKpUBATU
TOMi, KOJNU BiH OyZe rOTOBUU [0 iHTasALil JO3U.

[HTansATOP B JIOTKY IepebyBa€ B MOJIOKEHHI «3aKpuTo». [Ticis Toro, K I0TOK Oyne
BIIKPUTO, UOTr0 MOXKHA BUKUHYTU. [laTa KiHIIeBOTI0 3aCTOCYBaHHS IHransaTopa
CTAaHOBHUTH 6 TUZXKHIB 3 JaTU BIOKPUTTA JIOTKa. [laTy KiHII€BOTO 3aCTOCYBaHHS CJIif
BIIKCATH y CIlelliaJIbHO BiiBeJeHOMYy MicClli, To3HaueHoMYy «He BUKOpPUCTOBYyBaTU
micnd:». He ciifg 3aCTOCOBYBaTH IHrajIgTOP IHIC/IA gaTu KiHIEBOIO 3aCTOCYBaHHA.

YmnakoBKa JTikapchKoro 3aco0y Anopo™ Emminta™ Ta ii BMiCT:
[HCTpYyKIIil 3 BUKOPUCTAHHSA IHTraasAaTopa:
1. IIpouynTaTHu nepeq MOYaTKOM 3aCTOCYBaHHSA

AKIo KpUIIKy iHransTopa Oyae BiOKpPUTO i 3aKpuTo Oe3 iHrasslil mpenapary, TO J03y
Oyme BTpadeHO. BTpaueHa go3a HafiliHO 30epiraeThcs B iHranasiTopi, ajle BXKe He €
OOCTYITHOIO [OJIS iHTassIil.

HeMo0XKTMBO BUNIAQIKOBO IIPUUHSITYU HAJIMIIKOBY a00 IOABiMHY 03y IIperapary 3a
OJHY IHTaJsALio.

JIivunvHUuK 003

Bin noka3sye, CKIJIBKY [03 IIpenapary 3aJUIINJIOCS B IHTaIsaTOPi.

Ilo 3acToCcyBaHHS IIePIIOl JO3U 3 iHraasATopa JIYUIbHUK IToKa3dye TouHO 30 [o3.

Bin BigpaxoBye o 1 0o3i B 3BOPOTHOMY ITOPAOKY ILIOpa3y, K BIIKPUBAETHCS KPHUIIIKA.
Konu 3anumiaetscsa meHie 10 0o3, II0JI0BMHA JIIYUJIBPHUKA CTA€ YEPBOHOTO KOJILOPY.

[Ticst BUKOPUCTAHHS OCTAaHHBOI JO3U II0JIOBMHA JiYNIbHUKA 103 3a0apBiieHa
4yepBOHUM i BimoOpaxkaeTbcs ynucio 0. Ternep iHraasiToOp IOPOXKHIH.



AKIMO BIAKPUTHU KPULIKY HIC/IS BOTO, TO JIIYUJIBHUK 03 CTaHe [IOBHICTIO YEPBOHUM.

Kpuwka
[Mlopa3y npu BiOKPUTTI BU T'OTYETE OOHY A03Y IIperaparty
2. Ik migroTyBaTH JO3Y

He BigkpuBaliTe KpUILKY, HOKU He OymeTe rOTOBi IPUUHATHA H03y. He cTpyryiite
IHTaIsaTop.

I[ToTsarHiTh KPUIIKY BHU3, JOKHW HE ITOYYETE «KJIAIl».

Tenep npemnapaT rOTOBUMU [0 iHranslil. JIiYMIbHUK 103 Bifpax0OBy€ B 3BOPOTHOMY
OOopSAOKy Ha 1, 110 MiATBEPOXKYE TOTOBHICTS.

AK110 micisg TOro, siK BU MOYYIM «KJlall», TiYUJIbHUK 003 He BigpaxXxyBaB 403y B
3BOPOTHOMY IIOPSIAKY, TO iHTansiTOp He Ipalitoe. HeoOximHO 3BepHYTUCS 3
iHraJIsITOPOM B alTeKy 3a Iopafoio. Y Oyob-IKOMY BUIIAAKY CTPYIIyBaTH iHTAISATOP He
ciinm.

3. Ik BUKOHATH iHrajasAmiio npenapary

YTpumyiiTe iHTaasTOP Ha BimcTaHi Bim poTa i 3po0iTh BUOAUX HACTIIbKY ITUOOKUH,
HACKIJIbKY IIe [IJI1 BaC KOMQOPTHO.

He BupguxauTe B iHraasTop.
Po3MicTiTh MyHAIITYK MiXK rybaMu i IIiTbHO IPUTUCHITH 1X HAaBKOJIO MYHIIITYKa.
He nepekpuBaiiTe naablIMU IOBITPSAHI KJIallaHU.

3po0iTh OOMH OOBTrUM, PiBHUM, TIMUOOKUM BOUX, IIiC/IST YOT0 3aTPUMaWTe NUXaHHS
sIKOMOTa JoBIIe (ImoHauMeHIIe 3-4 CeKyHOH).

BuiimiTs iHTansaTop 3 poTa.
IMToBinbHO i 06epe)KHO BUAUXHITE.

HasBiTh npu nipaBUIIBPHOMY BUKOPUCTAHHI iHTransaTopa Bu MoXkeTe He BinuyTU
IIpernapar, 30KpeMa HO0ro CMak.

4. 3aKpuHTe iHraaIsiTop

AKII0 € HeOOXigHICTh B OYUCTIII MYHAIITYKa, BUKOPUCTOBYUTE CyXy TKAaHUHY OO
3aKPUTTS KPUILIKU.



[ITo6 HaKPUTHU MYH[OIITYK, IOBEPHITH KPUIIIKY Ha MicClle, pyXaluH ii BBepX 10 YIOpY.
itk

Jlikapcbkui 3acido AHopo™ Enminta™ He 3acTOCOBYBalu HOiTSAM (BikoMm A0 18 pokiB)
s jtikyBaHHS XO3JI.

Ilepeno3yBaHHsA

[lepemo3yBaHHSA YMEKIIIOUHIYMOM/BiIaHTEPOJIOM, UMOBIpHO, MaTUMe O3HaKH i
CHMIITOMH, II0B’s13aH1 3 OiAMU OKpPEeMHUX KOMIIOHEHTIB, 110 Y3roaXYyIThCA 3 BIIOMUMU
MOOIYHUMM peaklisIMM iHTalsaIiiHUX MYCKapUHOBUX aHTAroOHICTiB (HampuKJafg,
CYXiCTBb ¥ POTi, TOPYILIEHHS 30POBOI akoMofallii Ta Taxikapzis) abo peakIlisiMu, 110
CIIOCTepiranucs IIpu Imepeno3yBaHHi iHmMMu 6eTa2-agpeHeprivHuMU aroHicTaMu
(HampuKIial, apuTMisi, TpeMop, TOIOBHUM Oinb, TOCUIeHEe CeplebuTTs, Hya0Ta,
rimepriikemis Ta rimokamaieMis).

Y pasi nepeno3yBaHHS JTiKyBaHHS IalliEHTa Ma€ OyTH CUMIITOMaATUYHUM 3
BiITIOBiMHUM MOHITOPHHTOM Yy pa3i moTpeodu.

IToOiuni peakmii

Ornsap npodinio 0e3nexu

Ha1i6inbIir yacTo 3apeecTpoBaHO0 ITOOIYHOI0 peaklli€elo Py 3aCTOCyBaHHI
yMeKJinuHiyMy/BinanTepony O0yB Ha3dodapuHriT (9 %).

TabauuHul nepeik nobivHuUX peakuyiu

[Tpodins 6e3meku mikKapcbKoro 3acody AHopo™ Emminta™ r'pyHTYETHCS Ha OOCBimi
Oe3meKu 3aCTOCyBaHHSA KOMOiHallil yMEKIiInHiyMy/BiTaHTEPOJIy Ta OKPEMUX 11
KOMIIOHEHTIB Ha OCHOBI IIporpaMu KJIIHIYHUX OOCJIIAXKEHb, 1110 BKJIt04Yasa 6855
nartieHTiB i3 XO3JI, Ta maHUX ITOCTMaAPKETUHTOBOTO CIIOCTepexkeHHs. [Iporpama
KJIIHIYHUX OOCIIiAXKeHb BKJIro4asa 2354 nalieHTy, IKi OTpuMyBaslu
YMEKJIiOuHiyM/BiJITaHTEPOJI OOUH pa3 Ha o0y y KITIHIYHUX MOCIIiIXKEeHHIX Ha eTalri
¢as3u 3 TpuBamicTio 24 TuXHi i O6inbine, 3 sKkux 1296 MalieHTiB OTPUMYBaIU
PEKOMeH0BaHy 003y 55/22 MKr y 24-TUXKHEBOMY OOCIIOXKeHH], 832 nanieHTu
OTpUMYyBau BUCOKY 03y 113/22 MKr y 24-THUKHEBOMY OOCIiAXKEHHi 1 226 narieHTiB
orpuMmyBanu 113/22 MKr npoTsaromM 12-mMica4HOTO OOCHIOKEHHS.

YacToTa nobOiYHUX peaklliyi, BU3HAUYEHUX y TabuIli 2, BKIII0YA€E TOKa3HUKU
3arajibHOTO KoedillieHTa 3aXBOPIOBAHOCTi, BU3HAYEHi npu 006’emHaHHi 'ty 24-
TUKHEBUX AOCIIAXKEHb i 12-MicIYHOTO OOCIigXKeHHS O€3IeKn.



3aCTOCOBYETHCS TaKa Kiacudikallisi 4aCTOTH BUHUKHEHHS Mo0iYHUX e eKTiB:
oyxe 4yacto 3 1/10;

gacTo 3 1/100 Tta < 1/10;

HeuacTo 3 1/1000 ta < 1/100;

pinko 3 1/10000 Ta < 1/1000;

oyxe pigko < 1/10000;

HeBimoMo (He MOzKHa BU3HAUYUTHU 3 HAIBHUX JAaHUX).

Tabnuisa 2

Cucremu Ta .
HebaxkaHa peakilis YacTtoTa
opraHu

IHdeKIIis
CEe4YOBUBIOHUX
IIIJISIX1B, CHHYCHT;
Indexiril Ta _
Ha30(papuHTIT YacTto
,bapuHriT, iHpeKIia

BEPXHIX OUXaJIbHUX

iHBa3il

HITISAXiB

Peaxkiril

rinepyyTINBOCTI,
[TopyiieHnHs 3 HeuacTo

: . BKJIIOYalO4Y¥ BUCHII,
00Ky iMyHHOI

aHaginakciio
CUCTEMHU

QHTiIOHEBPOTUYHUU .
, Pigko
HaOPSK, KPOIIUB' THKY




I'onoBHU# 6inb YacTto
IlopylieHHs 3 Tpemop
00Ky HEPBOBOI1 HeuacTto
CHCTEeMH Ilucres3is

3arnaMoOpoOYeHH Hesigomo
[TopyiienHa 3

] Tpusora Heuacto

00Ky MCUXiKHU

[Topy1iieHHA YiTKOCTI

30py
[lopyiieHHA 3

) ['maykoma )

OOKy oprasis Pioko
30py [TigBuNMIieHHA

BHYTPIIMIHLOOYHOTO

TUCKY

[TopyiieHHd 3
OOKy cepIieBo-
CYOWHHOI
CUCTEMU

MurotivBa apuTMisa

CynpaBeHTpPUKYISApHA
Taxikapmisa

[HiOBEHTPUKYIIAPHUYU
PUTM

Taxikapgisa

CynpaBeHTPUKYJIIPHI
€KCTPacCUuCTOJIN

Ilocunene
cepueduTTs

HeuacTo




Kartuesnb Jacro
Ilopy1ieHHs 3
60Ky Opramis Porornorkosuii 6ine |HacTto
OVXaabHOL
CHCTeMH, TPYAHOI [TapagokcansHuil
KJIITKH Ta

' OpoHXOCIasM Pinko

cepenoCTiHHA

Hucdonia
IlopylueHHs 3
00Ky LIJIyHKOBO- 3amop

YHacrto
TPaKTy
IlopymeHHs 3
00Ky IIKipH Ta
. _ Bucun HeuacTto

IIiAKIPHUX
TKaHUHU
Ilopy1ieHHs 3
OOKy CKeJIeTHO-
M’s1I30BOi Ta Cra3Mm M'sa3iB Heuacro
CIIOJIy4YHO1
TKaHUHU

3aTpuMKa ceui
[lopyiieHHs 3 .

Hu3ypis
OOKy HUPOK Ta .

. . Pigko

CEYOBUJUIBHOL  |OfCTPyKIist
CUCTEMU

BUXIOHOT'O OTBOPY
Ce4YoBOTro Mixypa




ITogidomaeHHs1 npo nido3prosaHi NObiUHI peakuii

3BiTyBaHHS IIPO IIigo3pioBaHi MoOiUHi peakilil Ha MiKapchbKuM 3acid y
ImicJisspeecTpaliiHul Iepion Ma€ BaxkiuBe 3HaueHHs. lle 3abe3neuye 6e3rnepepBHUN
MOHITOPUHT CIIiBBiAHOIIIEHHS PU3UK/KOPUCTh 3aCTOCYBaHHS JIIKapChKOT0 3aC00y.
daxiBi y cepi 0XOPOHU 3TOPOB’S, @ TAKOXK IMAIlIEHTU MOXKYThb IIOBIHOMIISATH IIPO
mimo3pioBaHi nobiuHi peakirii go TOB «I'makcoCMmiTKnsaitn ®apMackioTikanc YkpaiHa»
3a inogobosum tenedonoM (044) 585-51-85 abo Ha email 0ax70065@gsk.com.

TepMiH NpHIAaTHOCTI

2 POKH.

TepMiH NPUOATHOCTI MiCJISg BiOKPUTTS JIOTKa - 6 TUXKHIB.
VYMoBH 30epiranus

30epiratu nipu Temnepatypi He Bunle 30 °C. 3a yM0oB 30epiraHHs y XOJIOOUIbHUKY
IHTaJIsITOP CIIiJ IIOBEPHYTH [0 KiMHATHOI TeMIIepaTypHu llIOHAaWMEHIIIe 3a TOOUHY [0
BUKOPHUCTAHHS.

30epiraTtu y HeQOCTYIIHOMY [JIs1 OiTeW MicIii.
30epiraTtu B opuriHajabHiN YIIAKOBIIi AJI1 3aXUCTY Bif BOJIOTH.
3acTOCOByBaTH HNPOTATOM 6 TH2KHIB MiC/IA BIOKPUTTS JIOTKA.

Y cnenianbHO BigBemeHOMY MicCIIi malliEHTy HEOOXiMHO 3a3HAYUTH KiHIIEBY OATy, HiCIs
SIKO1 iHransIToOp HeoOXimHO BUKUHYTH. [laTa Ma€e OyTH 3a3Ha4vYeHa oapa3ly XK Micis
OicTaBaHHS IHTrajsATOpPa 3 JIOTKa.

YnakoBka

ITopouIok i iHransaLin, 0o30BaHUuu, 1o 55 MKr/22 Mkr/go3y, no 30 o3y
IOPOLIKOBOMY iHTansaTopi Ne 1.

[HransaTop mMictTuTh ABi OnicTepHi cTpiuku o 30 pPiBHOMIPHO PO3MOMiIeHNX YapyHOK,
KOXKHa 3 IKMX MICTUTh 110 1 7031 KOXKHOI Aif040l PEYOBUHH, III0 JOCTABJISIOTHCS
OOHOYAaCHO.

[InacTukOBUM IHTaIATOP 3i CBIT/I0-CIpUM KOPIIyCOM, YEPBOHMUM KOBIIAYKOM
po3mnuioBayda Ta JTiYUJIbHUKOM O03 YIIaKOBAaHO B JIOTOK 3 (DOJIBIH, III0 MiCTUTh HaKEeTUK
3 BOJIOTOIIOTJIMHa4YeM 3 cujlikareinto. JIOTOK, 3amassHuM BiZPUBHOIO KPHUIIKOIO,



ITOMIIIIEHO ¥ KapTOHHY KOPOOKY.
Karteropis Bignycky

3a penemnTomM.

BupooHHK

I'makco Onepeumnc FOK JlimiTen.

Miciie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MiCIisi IPpoOBaaXKeHHSI
IisTIBHOCTI

I'makco Onepeumnc FOK Jlimiten, [Ipanopi Ctpit, Bea, SG12 0D], Benuka bputanis.
[Ixepeso iHCTPYKIIil

[HCTPYKIIito TiKapCchKOro 3aco0y B35ATO 3 odiIlifHOro gxkepena — JlepKaBHOIO PEECTPY

JIiKapCchKUX 3ac00iB YKpaiHu.



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