IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

ATTEHYPIK® 80 MI/ATEHYPIK® 120 MT

(ADENURIC® 80 MG/ADENURIC® 120 MG)

Cknao:

ditoua pevosuHa: febuxostat;

1 TabneTKa, BKpHUTa ILTiIBKOBOIO 000710HKOI0, MicTuTh pebykcocTtaTy 80 mMr a6o 120 mr;

O0ONOMIJCHI PeY0BUHU: TaKTO3¥W MOHOTIAPAT, TiHPOKCHUIIPOIIIIIIEITI0N03a, [e/I0I03a
MiKPOKPHCTAJTiYHa, HaTPil0 KPOCKapMesi03a, MarHilo cTeapaTt, KpeMHII0 TiOKCUM KOJIOIMHUY BOOHUM,

IOJIiBiHITOBUY ciupT, TuTaHy Aiokcup (E 171), momieTuneHrnikonb, Tanbk, 3a1i3a oKcup KoBTuu (E
172).

JIikapcbKa ¢opma. TabrneTku, BKPUTI ITiBKOBOI 000JIOHKOIO.

tabyieTKa, BKpUTa IIiBKOBOIO 000J10HKOM0, 10 80 MT: KamcysnononioHi TabmeTky, BKPUTI ITiBKOBOIO
000JI0HKOI0, Bifi 6JTi0-2KOBTOT0 [0 JKOBTOT'0 KOJIbOPY, 3 TUCHEHHSM «80» 3 omHOTr0 60Ky Ta PHUCKOI0
[JIS TIOMiTy 3 iHIIOTO GOKY.

Pucka pns nominy npu3HadeHa JIuiile s po3JaMyBaHHS 3 METOIO IOJIeTTIeHHSI KOBTAHHS TabeTKH,
BOHA He IpU3HayeHa OJIs oAy TableTKu Ha PiBHI HO3H.

TabmeTKa, BKpUTa IIiBKOBOIO 000JI0HKOIO, 10 120 Mr: KancynonomioHi TabneTku, BKPUTI MITiBKOBOIO

000JI0HKOI0, Biff 6JTi0-K0OBTOT0 [0 JKOBTOT'0 KOJIbOPY, 3 TUCHEHHSAM «120» 3 omHOr0 60Ky Ta
rJafieHbKi 3 iHIoro 60Ky.

dapMakoTepaneBTHYHA Irpyma.

Jlikapceki 3acobu st mikyBaHHS mogarpu. JIikapchKi 3aco0u, 110 TPUTHIYYIOTh YTBOPEHHST CEYO0BOi
kucnotu. Kog ATX M04A A03.

dPapmakonoziuHi e1acmueocmi.
dapmakoduHamika.

MexaHizm Oil.



CedoBa KHCJIOTA € KiHI[€eBUM IPOAYKTOM MeTab0/1i3My IypHHIB y TIOAWHU i yTBOPIOETHCS i Yac
TAKOl peaxilil: TiMoOKCaHTUH — KCAaHTUH — CcevoBa KucioTta. KcaHTUHOKCHUa3a € KaTanizaTopoM 000X
eTamniB 1iel peakuii. ®ebykcocTaT € IOXiTHUM 2-apHUITia30iy, TepaneBTUYHA [Iis SKOTr0 OB’ s3aHa 3i
3MEHIIIeHHSIM KOHIIEHTpallil Ce40BOI KMCJIOTH B CUPOBATII KPOBi IIISIXOM CEJIEKTUBHOTO IIPUTHIYEHHS
KCaHTUHOKcuOa3u. PedyKcocTarT - Iie IOTYKHUM i CeJIeKTUBHUM HENTypUHOBUH iHTi0iTOD
KcaHTuHOKcuma3u (NP-SIXO), rioro Ki (KoHCTaHTa MPUTHIYEHHS) in Vitro CTaHOBUTDH MeHIIe 1
HaHoMos1s. Byso nmokasaHo, 1o pebykcocTaT 3HAUHOIO MipOI0 IPUTHIUY€E aKTUBHICTH SIK OKHCHEHOI,
Tak i BigHOBNIEHO1 GOPMU KCaHTUHOKCHUA3H. Y TepameBTUUHUX KOHIIEHTpalisx ¢pebykcocTaTt He
npurHiuye ixur ¢pepMeHTH, 1110 6€PyTh y4acTh Y MeTabosi3aMi mypuHiB a0 mipuMiguHiB TaKUX K
ryaHiHme3aMiHa3a, rimokcauTuHryaHindochopubosunTpancdepasa, oporatdhochopudosuntpanche-
pasa, opoTuguHMOHOGOChaTHeKapbokcuiala, abo nypuHHyKeo3ughochopuiasa.

KniHiuHa e¢pekmusHicmbv ma 6e3nexa.
ITodazpa

EdektupHicTs npenapaty AIIEHYPIK® Gyna minTeepnxeHa B $pasi 3 TPbOX OCHOBHUX JOCIIIIXKEHb
(mBa ocuoBHux gociuimxenus APEX i FACT i nogatkoBe gocaimxkenuss CONFIRMS, onmcaHi HuXUe),
ski Bkimovyanu 4101 nanieHTa i3 rinepypukeMi€ro i mogarpo. Y KOKHOMY 3 IIUX OCHOBHUX
nochimkeHb ¢a3u 3 AIIEHVPIK® 6inmbm e(eKTUBHO 3HMKYBaB CUPOBATKOBY KOHIIEHTpallil0 Ce40BO1
KMCJIOTH i MigTPUMYBaB il Ha HaJleKHOMY PiBHi B IIOPiBHSHHI 3 aJloNyprHOI0M. [IepBUHHOIO KiHIIEBOIO
TO4KOI0 epekTuBHOCTI B fochimxkeHHIX APEX i FACT Gyna 4acTka Nalli€HTiB, y IKUX MPOTATOM
OCTaHHIX TPbOX MiCSIIiB KOHIIEHTPAIlisI CeY0BOl KHCJIOTH B CHPOBATIIi He MepeBuiyBasa 6,0 Mr/min
(357 mxmomw/n). Y pogatkoBoMy mocaimxeHHI CONFIRMS ¢a3u 3, pe3ynbratu IKOTO CTany OCTYIHI
micnis nepiuol peectpanil mpenapary AIIEHYPIK®, mepBHHHOIO KiHIIEBOIO TOYKOK eeKTUBHOCTI Oya
YyacTKa MallieHTiB, y IKUX KOHIIEHTpAllisl Ce40BOl KMCJIOTH B CUPOBATIIi He epeBuinyBasa 6,0 Mr/mn
Ha MOMEHT OCTaHHbOT'O Bi3UTY. Y Iii HOCIIIAXKEHHS He BKJII0YaJIH Talli€HTIB, AKi IepeHecIn
TPaHCIIaHTAallil0 OpraHiB (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

LlocaioanceHHs APEX: MocninxkenHs: eheKTHBHOCTI (heOyKcocTaTy 3 KOHTPOJIEM Ianedo Ta
anmonypunony ¢asu 3 (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat, APEX) 6ymno
paHoMi30BaHUM, ITOMBIMHUM CIinTuM, 6araTolleHTPOBUM TPHUBaIiCTIO 28 THXKHIB. Bchoro 6yio
pargoMizoBano 1072 mamienTu: mnane6o (n=134), ATEHYPIK® 80 mr 1 pa3 Ha 706y (n=267),
AJEHYPIK® 120 mr 1 pa3 Ha go6y (n=269), ATEHYPIK® 240 mr 1 pa3 Ha 106y (n=134) a6o
anomypusroin (300 mMr 1 pa3 Ha mo6y (n=258) mis malieHTiB 3 BUXiTHOI0 CUPOBATKOBOIO
KOHIIeHTPalli€o KpeatuHiny < 1,5 mr/mn a6o 100 mr 1 pa3 Ha moby (n=10) mis mamieHTiB 3 BUXigHOO
CHPOBATKOBOIO KOHIIEHTPALi€0 Kpeatudiny > 1,5 mr/mn i < 2,0 mr/mn). s ominku 6e3meKu
debykcocTat npudHadanu B f03i 240 mr (y 2 pa3u BUIlle MaKCUMalbHOI PEKOMEH0BaHO1
oo3n).

Hocnipxenns APEX moka3ano CTaTUCTUYHO JOCTOBIpHY epeBary 000X pekuMiB JTiKyBaHHS
npenapatoM AITEHYPIK® 80 mr 1 pa3 Ha go6y i ADIEHYPIK® 120 mr 1 pa3 Ha f00y DOpPiBHSAHO 3
anonypuHoioM y 3BudaiHii 1o3i 300 mr (n = 258) / 100 mMr (n=10) y 3MeHIIIeHHi CHPOBAaTKOBO1
KOHIIEHTpAIlil Ce40BOi KHCIOTH HUXKYe 6 Mr/min (357 mkmonb/n) (muB. Tabm. 1 i puc. 1).

LlocnidaceHHs FACT: HocnigxeHHs: e(eKTUBHOCTI pebyKcocTaTy 3 anonypuHon-KouTposeM (The
Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 0yno paHgoMi30BaHUM, TOOBIMHUM CIIIIIUM,
GaraToLEHTPOBMM TPHBAICTIO 52 THKHi. Bchoro Gyno pargoMizosarno 760 namientis: ATEHYPIK® 80
Mr 1 pa3 Ha go6y (n = 256), ADEHYPIK® 120 mr 1 pa3 Ha go6y (n = 251) Ta anonypuson 300 mr 1
pas Ha moby (n = 253).



Hocnimxenss FACT mokasaso CTaTECTUYHO JOCTOBIpHY Iepesary 060x pexuMis - ATEHYPIK® 80 mr
1 pa3 Ha go6y i AIEHYPIK® 120 Mr 1 pa3 Ha 100y - IIOPIiBHAHO 3 aJIONyPUHOJIOM Y 3BHYalHiM [03i
300 Mr y 3MeHINeHHi i TiATPUMII CHPOBaTKOBOI KOHIIEHTpallil Ce40B0l KMUCI0TH HUXKYe 6 Mr/oj (357
MKMOJIb/I).

Y Tabn. 1 mpencTaBieHO Pe3y/IbTaTH OLIHKY [IEePBUHHOI KiHI[€BOI TOUKU €(eKTUBHOCTI:

Taoaunsa 1

YacTKa namicHTiB 3 KOHIEHTPAIi€I0 CeY0BOi KHC/IOTH B cupoBatii < 6,0 mr/ma (357
MKMOJIb//T) i 4ac TPhOX OCTAHHIX MIOMiCSIYHHUX Bi3HUTIiB

AIIEHVPIK®80 |ADEHYPIK® |AmomypuHOT
[locnigxeHHsa mr 1 pa3 Ha go6y (120 mr 1 pa3  [300/100 mr 1 pa3 Ha f00y
Ha 100y '
APEX 48 % 65 % " * 22 %
(28 THXKHIB) (n=262) (n=269) (n=268)
FACT 53 % 62 % 21 %
(52 THXKHI) (n=255) (n=250) (n=251)
O6’enHaHi pe3ynbTaTy 51 %" 63 %" * 22 %
(n=517) (n=519) (n=519)

1Pe3yanaTI/I y maIrieHTiB, gki orpuMyBanu 100 mr 1 pa3 Ha mo6y (n = 10: marienTu 3

BUXiTHOIO CHPOBATKOBOIO KOHIIEHTpAlli€lo KpeaTuHiny > 1,5 mr/an i < 2,0 mr/gn) a6o
300 mr 1 pa3 Ha go0y (n=509), B xoxi aHani3zy 6ynu 06’emHaHi.

*p < 0,001 mopiBHAHO 3 anomypuHonoM, * p < 0,001 mopiBHAHO 3 [03010 80 MT.

IIpu 3actocyBanni AIIEHYPIKY® 3MeHIIeHHS CHPOBATKOBOI KOHIIEHTpaIlil Ce40BOI KUCIIOTH OYII0
IIBUIKKAM Ta YTPHMYBaJIOCh IOBro. 3MEHIIIEHHST KOHIIEHTpallil ce40BOl KMCIOTH B CUPOBATIIi [10

< 6,0 mr/on (357 MKMOJIB/TT) Bifl3HaYasocs BX&Ke Ha APYroMy THXKHI JOCTigKeHHs i 30epiranocs
Hajasi IpoTAroM iikyBaHHsS. Ha puc. 1 moka3aHo cepefHi KOHIIEHTpallil CEe40BOi KMCJIOTH B
CHPOBATIII 3aJIeXKHO Bifl Yacy Oyt KOXKHOI TeparneBTUYHOI I'PYIIHU JTiKyBaHHS B 000X OCHOBHUX
mocmimxkenusx (asu 3.

PucyHnoxk 1. CepenHi KOHIIeHTpaIlil Ce40BOi KHCJIOTH B CHPOBATIIi 3a JAaHUMH 00’ €THAHHUX
OMOPHUX Hociaimkenb (pa3a 3)

IIpumimka: 509 narienTiB oTpuMyBanu amonypuHon B 1o3i 300 Mr 1 pas Ha go0y; 10 mamieHTiB 3
CHAPOBaTKOBOIO KOHIIEHTpalli€l0 KpeaTuHiny > 1,5 mr/on i < 2,0 Mr/on oTpuMyBaiud ajlonypuHOI B
no3i 100 mr 1 pa3 Ha mo6y (10 3 268 mattienTiB y mocnigxkenHi APEX). ®ebykcocTat B m03i 240 Mr
IpU3HAYaJIU OJIS OIiHKK 0e3MeKu IIPH [03i, 110 B 2 pa3u MepeBUIIyBajla MaKCUMaJIbHY



PEKOMEHIOOBAHY.

HocaioaxceHHs CONFIRMS: Nocnimxentuss CONFIRMS 6yr0 paHIoMi30BaHUM, KOHTPOJILOBAHUM
OOCImXKeHHIM (a3u 3 TPHUBAJIICTIO 26 THKHIB, K€ IIPOBOMMIIOCS s OIIHKY Oe3MeKH Ta
edekTuBHOCTI PpebdykcocTaTty B mo3ax 40 mr i 80 Mr mopiBHSAHO 3 anonyprHOIOM B fo3ax 300 mr i

200 Mr anis maifieHTiB 3 Iofgarpoio i rimepypukeMieio. Bcroro 6yno paHgoMizoBaHo 2269 mallieHTiB:
AJIEHYPIK® 40 mr 1 pa3 Ha mo6y (n=757), ADEHYPIK® 80 mr 1 pa3 Ha 5o6y (n=756) Ta alomyprHOI
300/200 mr 1 pa3 Ha £o0y (n=756). llonaimeH1Ie 65 % MaIlieHTiB Maiu NOPYyLUIeHHS (PYHKII1 HUPOK
Bifl IETKOTO [0 IOMIPHOTO CTyIeHs (3 KiipeHcoM KpeaTuHiHy 30-89 mi/xB). [IpodinakTika HamazgiB
nopgarpu 0ysia 060B’I3KOBOIO IIPOTSITOM 26 THXKHIB.

YacTKa nalieHTiB 3 KOHIIEHTPAIIi€l0 CeY0BOl KUCIIOTH B cCUpoBaTii < 6,0 Mr/mmn (357 MKMOIB/MN) B
OCTaHHi! Bi3uT cTaHoBuna 45 % mnsa dedykcoctaty 40 mr, 67 % mns hebykcoctaty 80 mr i 42 % mns
anonypunony 300/200 Mr BifmoBigHO.

ITepsuHHa KiHUeB8a mo4Ka 8 nid2pyni nayieHmie 3 NOpyweHHAM (PYHKUil HUPOK

Y pmocnigxenni APEX oniHoBanu e(peKTUBHICTh IpenapaTy 3a ydacTio 40 malieHTiB 3 MOPYyLIeHHIM
GbyHKILiI HEPOK (TOOTO 3 BUXiIHOIO CHPOBATKOBOIO KOHIIEHTPAIli€l0 KpeaTuHiny > 1,5 mr/on i

< 2,0 mr/gn). TakuM nauieHTaM, paHIOMi30BaHUM B IPYIy aJIONypPUHOILY, AO3Y IIpemnapaTy
3meHIryBanu go 100 mr 1 pa3 Ha mo0y. IlepBuHHa KiHIIeBa TouKa epeKTUBHOCTI Oyia MOCATHyTa B
rpynax ATEHYPIKY® y 44 % namnienTis (80 mMr 1 pa3 Ha 1o6y), 45 % (120 Mr pa3 Ha go6y) i 60 % (240
Mmr 1 pa3 Ha go0y) B nopiBHsHHI 3 0 % y rpymax amonypunony 100 mr 1 pa3 Ha go06y i nmare6o.

[Ipu ubOMY KITiIHIYHO 3HAUYILIUX BiIMiHHOCTEH Y 3HMKEHHI CHPOBAaTKOBOI KOHIIEHTpAIlil Ce40BO1
KMCJIOTH y BiICOTKaX y 3[I0POBUX MOOPOBOJIBIIIB Bif3HauUeHO He OyJI0 He3aleKHO Bif
(GYHKITIOHANIBHOTO CTaHy HUPOK (58 % y rpyIi 3 HopMaabHOK (QYHKITIE0 HUPOK i 55 % y rpymi 3
TSAKKUM MIOPYIIeHHIM (QYHKIIii HUPOK).

[TpocnieKTUBHUY aHAali3, IPOBEEeHN 3a YYacTIO Malli€HTiB 3 MOAArpolo i mopyIieHHIM GYHKIIiI HUPOK
3a gonoMoroio pocrigxkenass CONFIRMS, nokasas, mo ¢pedykcocTaT OyB 3HaUHO e(peKTHUBHILINM:
piBeHb CEYOBOL KMCJIOTH B CUPOBATI]i 3HMKYBABCS 0 PiBHA < 6,0 Mr/gn y MOPiBHSAHHI 3 TAaKUM IIPU
3actocyBaHHI anonypusrony 300 mr/200 Mr y marieHTiB 3 TOJarpolo i mopyureHHSIM (QyHKII1 HUPOK Bif
JIETKOTO [I0 CEPEHbOT0 CTyneHs (65 % BUIPOOOBYBAHUX).

ITepsuHHa KiHUeB8a mo4Ka 8 nidepyni nayieHmia 3 Cupo8amMKo080K KOHUEHMpAauiewn cevyosoi
Kucaomu = 10 me/on

BuxigHa cupoBaTKOBa KOHI[EHTpallisg ce4oBol KucaoTu = 10 mMr/mn Bin3uadanacs npubnusso y 40 %
narfienTiB (komOiHoBaHi gocmimxkenus APEX i FACT). Cepen nux maIfi€HTiB IepBUHHA KiHIIEBa TOYKaA
eekTUBHOCTI (CUpOBATKOBA KOHIIEHTpALlisT Ce40BO1 KUCIOTH < 6,0 Mr/mi B octaHHi 3 Bisutu) Oymna
nocsirHyTa B mifrpynax AIIEHYPIKY® y 41 % narnienTis (80 mr 1 pa3 Ha go0y), y 48 % maiieHTiB
(120 mr 1 pa3s Ha go0y) i y 66 % nauienTiB (240 mr 1 pa3 Ha fo0y) B OpiBHSAHHI 3 9 % y rpymi
anmonypunony 300 mr/100 mr 1 pa3 Ha go0y i 0 % y rpymi mnaie6o.

3a manumu gocrnimxeHHsI CONFIRMS, yacTka maifieHTiB, SIKi IOCSTIM IIePBUHHOI KiHIIEBOI TOUKH
eekTUBHOCTI (CUpOBaTKOBA KOHIIEHTpALlisl Ce40BOI KUCNIOTH < 6,0 MT/OjI B OCTaHHiM Bi3UT), y IpyImi
TAllieHTIB 3 BUXiAHOIO CHPOBATKOBOIO KOHIIEHTPALli€l0 Ce40BOl KUCHIoTH = 10 Mr/m, SKi 0OTpUMYyBaIn
dbebykcoctat 40 mMr 1 pa3 Ha mo0y, cTaHOBUIIA BigmoBigHO 27 % (66/249), pebykcoctaTt 80 Mr 1 pas
Ha 100y 49 % (125/254) i anomypuron 300 mr/200 mr 1 pa3 Ha goby 31 % (72/230).



KniHiyHi pe3ysivmamu: gidcomok nauieHmis, ki nompebytomb mepanii Hanadie nodazpu

Hocnipxenus APEX: [IpoTsrom 8-TuKHEBOTo Ipo(diTakTUYHOTO EPiofy MallieHTH 3 TepaleBTUYHOL
rpymnu pebykcoctaty 120 Mr (36 %), ki moTpeOyBanu Teparii HamagiB moJarpu, MOPiBHIOBAIUCS 3
nalieHTaMu, SKi 3acTocoByBanu pebykcoctaTt 80 Mr (28 %), anonypunon 300 mr (23 %) Ta nnane6o
(20 %). YacToTa Hamapis OyJia BUILIOIO Micis MPodinaKTUYHOTO Iepiofy i 3 4acoM IIO0CTYIIOBO
3HUXKYyBasnacs. Big 46 % 1o 55 % mallieHTiB IPOBOAUIIOCS JTiIKyBaHHS HamlafiB mogarpu 3 8 TUXKHA i 3
28 tuxHs. Hamagu momarpw, 10 BUHUKIIM IIPOTSITOM OCTAHHIX 4-X THKHIB BUITPOOyBaHb (24-28
TUXKHI), criocTepiranucs y 15 % nanienTis (pebykcocrat 80, 120 mr), 14 % nauieHTiB (aJomypuHO
300 mr) i 20 % mamnienTis (mamebo).

Hocnigxennuss FACT: [IpoTsarom 8-TuxKHeBOro MpodiTaKTUYHOTO MEPiofy MalliEHTH 3 TEPANeBTUYHOI
rpynu pebykcoctaty 120 Mr (36 %), siki moTpeOyBanu Teparii HamagiB mofarpu, MOPiBHIOBAIUCS 3
naiieHTaMu 060X TepaleBTUYHUX I'PYII, e 3acTocoByBanu ¢ebdykcoctat 80 Mr (22 %) Ta anomypuHo
300 mr (21 %). ITicns 8-TuxkHEBOro MpodinTakKTUYHOTO MEePioly YacToTa HamadiB 30inbimutacs i 3
yacoM nocTynoBo 3Hu3unacs (64 % i 70 % nauieHTiB, 9Ki OTpUMYyBaJIX JIIKyBaHHA 3 IPUBOAY HallafiB
nogarpu 3 8-52 tTuxHs). Hamagu nogarpu npoTsAroM OCTaHHIX 4-X THKHIB BUIpoOyBaHb (49-52
TUXKHI) criocTepiranucs y 6-8 % martienTiB (pedykcoctat 80 mr, 120 mr), iy 11 % marrieHTis
(amonypunon 300 mr).

YacTka manieHTiB, siki moTpebyBanu JiKyBaHHS 3arocTpeHb noparpu (mocmimxkennst APEX i FACT),
Oy/a HHXKYOIO B IpyIlax, ie CepefHs KOHIIeHTpPallid Ce40BOI KUCJIOTH B CUPOBATII IiCIs JTiKyBaHHS
3MeHIyBanacs 0o < 6,0 mr/gn, < 5,0 mr/gn abo < 4,0 Mr/an, B IOPiBHSIHHI 3 TPyNIaMy, B SKUX
cepenHil piBeHb CEY0BOI KMCIIOTH CTaHOBUB = 6,0 Mr/my B ocTaHHi 32 TUXHI JiKyBaHHS (3 20-24
THXKHS 110 49-52 THXIEHD).

ITig vac mocnigxenass CONFIRMS uvacTka marfieHTiB, sKi motpeOyBaiu JTiKyBaHHS HalagiB mogarpu
(1 menb KoxkHi 6 MicsniB), ctanoBuna 31 % i 25 % y rpymnax, sKi oTpuMYyBaIH BifmoBigHo pebykcocTaT
80 mr i amonypuHon. BigMiHHOCTEM y CHIiBBigHOIIIEHH] MAIiEHTIB, AKi MoTpeOyBaiy TiKyBaHHS HalagiB
noflarpu, MixK TrpynaMu, siki 3actocoByBanu pedykcoctaT 80 mr i 40 Mr, He Big3Ha4anocs.

Ilos2ocmpokosi po3wupeHi 8i0kpumi 00CAi0HCEHHA

Hocnipxenns EXCEL (C02-021): Hocnigxenus EXCEL 6yno TpupigyHuM, BifKpUTUM,
MYJIbTUIIEHTPOBUM, PaHOOMi30BaHUM, PO3MUPEHUM, aJIONyPUHOII-KOHTPOJILOBAHUM OOCiIKEHHIM
6e3neku Ba3u 3, sKe MPOBOAMIIOCS AJIs1 OLIHKY Ge3MeKU 3a y4acTIO MallieHTiB, sIKi MPOUIIIN OCHOBHI
nocrimxenHs: ga3u 3 (APEX a6o FACT). Bcroro B mocmimxeHHs 0ymo BkmoueHo 1086 marrieHTis:
AIEHYPIK® 80 mr 1 pa3 Ha go6y (n=649), ATIEHYPIK® 120 mr 1 pa3 #a 1oy (n=292) Ta
anmonypunon 300/100 mr 1 pa3 Ha o6y (n=145). [TpubnusHo ang 69 % malieHTiB KOpeKIisa Teparii
JIsT HOCSTHEHHST OCTATOYHOTO CTabibHOTO JTiKyBaHHS He Oyna notpibHa. [TamienTy, piBHi
CHPOBATKOBOI KOHIIEHTPAllil CEY0BO1 KMCJIOTH Y SIKUX IIPU TPHPA30BOMY ITOCTiHOBHOMY BUMipIOBaHHI
ctaHoBunu > 6,0 Mr/mm, Oynu BUKITIOUEHi 3 HOCTiIXKEeHHS.

PiBHi cupoBaTKOBOI KOHIIEHTPAIlil CeY0BOI KUCIOTH 3 IIJIMHOM 4Yacy He 3MiHumucs (Hanpuknam, y 91
% i 93 % marieHTiB, sIKi cmoyaTKy 3acTocoByBanu GpebykcocTaT y mo3ax BigmosigHo 80 mr i 120 mr,
PiBHi CHPOBATKOBOI KOHIIEHTpAIlil Ce40BOl KMCIOTHU CTaHOBUIM < 6,0 Mr/mi Ha 36-My Micsii).

3a JaHUMU TPUPIYHOTO CIIOCTEPEXEHHS Y MEHII HiX 4 % malieHTiB, sKi moTpebyBanu JTiKyBaHHS
HaIafiB, BiIMiuyeHO 3MeHIIIeHHs YaCTOTH HamafiB mogarpu Ha 16-24 micsmi i 30-36 micsiri (To6To
6inbin HiXK y 96 % mallieHTiB HeoOXimHICTh Y MiKyBaHHI HalafiB BiCyTHS).

Y 46 % i 38 % marienTiB, gKi oOTpUMyBaIu ocTaTOYHe CcTabinbHe NiKyBaHHS (hebyKcocTaToM



BigmoBigHO B mo3i 80 abo 120 mr 1 pa3 Ha go0y, cIocTepiranocst MOBHE 3HUKHEHHS IIEPBUHHOTO
IaIbIIOBAHOT0 TOPYCY Bif TOYATKY OO OCTAHHBOTO Bi3UTY.

Hocnipxenus FOCUS (TMX-01-005) Oy7o n'aTUpiYHUAM, BITKPUTUM, MYyJIbTALIEHTPOBUM,
PO3MIMPEHUM [OCTiIKeHHSIM Oe3meku Gas3u 2, 0 ITPOBOAMIOCS 3a YYaCTIO MAIEHTIB, AKi 3aKiHUMIH

4-TxHeBUM mpuiioM pebyKcoCcTaTy 3 MOABIMHUM CIIiUM 03yBaHHSAM y BunpoOyBanHi TMX-00-004.
HocnimxeHHs BKIo4asno 116 marmieHTis, ki oTpuMyBanu crodaTtky ¢hebykcocraT 80 mMr 1 pa3 Ha
no0y. [Ins 62 % malieHTiB AJg DifTPUMKU PiBHS CHPOBATKOBOI KOHIIEHTpALllii Ce40B0l KUCIOTH
MeHIIIe 6,0 Mr/oy Kopekiiis go3u He Oyna moTpiOHa, a 38 % marieHTiB noTpebyBany Kopekiii
MO3H [JIST JOCSATHEeHHS 0CTAaTOYHOI CTabinbHOI KOHIIEHTPALi.

YacTka malieHTiB 3 piBHEM CHPOBATKOBOI KOHIIEHTpALllil Ce40BO1 KUCIOTH MeHIe 6,0 Mr/m
(357 MKMOJIB/T1) HA MOMEHT OCTAHHBOT'O Bi3uTy cTaHoBua Ginbirre 80 % (81-100 %) mist KOXKHOI 3
T'PYI 3a m03010 hebykcocTaTy.

Y dasi 3 kniHIYHUX DOCTIAXKEHb V MaIlieHTIB, sIKi oTpuMyBanu ¢eOyKcocTat, CliocTepiranucs
He3Ha4Hi 3MiHU MTeYiHKOBUX MOKa3HUKIB (5,0 %). YacToTa gaHux 3MiH OyJia cx0Xka 3 TaKOIO IIPU
3aCTOoCyBaHHi anomyputony (4,2 %) (ouB. po3gin «OcoO6IuBOCTi 3aCTOCYBaHHS»). Y JOBrOCTPOKOBUX
BiIKpUTUX PO3IMMPEHUX OOCIIKEHHAX Y MallieHTiB, SKi oTpuMyBanu ¢pedykcoctart (5,5 %) abo
anonypuHon (5,8 %) IpoTAroM TpUBAJIOTO Yacy, Bif3Hayvanocs migsuiiesHs piBHa TTT (> 5,5
MKMO/mn) (muB. po3ain «OcoGIUBOCTi 3aCTOCYBAHHS»).

ITicaapeecmpauitiHi 00820CMpPOK08i 00CAIOHCeHH A

Hocnigxenuss CARES siBnsno co6oio 6araToneHTpoBe paHI0Mi30BaHe MOABIMHO CIlille JOCTiIXKeHHS
BiICyTHOCTiI MeHII0l e()eKTUBHOCTI, ITiJl YaC SKOT0 IIOPiBHIOBAJIK pe3yJIbTaTH CEPLIEBO-CYAUHHUX
3axBOPIOBaHb IIPU 3aCTOCYBaHHi (heOyKCOCTATy Ta aJoNypUHOIY V NallieHTiB 3 MOAArpoo Ta
OCHOBHUMH CepILIeBO-CYIUHHUMY 3aXBOPIOBaHHSAMY B aHaMHe3i, BKIII0Yalo4y iHbapKT Miokapaa,
rocrmiTaisaliio 3 IpuBOAYy HecTabibHOI CTEHOKaPAil, Mporeaypy KopoHapHol abo iepebpaibHol
peBacKyngapu3allil, iHCy/IbT, TOCHiTai3allilo 3 IPUBOAY TPAH3UTOPHOI ilMeMiYHOl aTakH,
3aXBOPIOBAHHS nepudepuyHUX CyauH abo IyKpoBuii miabeT i3 03HaKaMu MiKpoaHTionarTii uu
Makpoanriomnarii. [Insg mocsaraeHHs piBHg SUA MeHIIe 6 Mr/mi o3y ¢debykcocTaTty TUTpyBanu 3 40 mMr
no 80 Mr (He3anexkHO Bif QYHKIIil HUPOK), @ HO3y alonypuHoIy TUTpyBanu 3 KpokoM 100 mr 3 300 mo
600 Mr A marmieHTiB i3 HopManibHOIO (QYHKIII€I0 HUPOK Ta HUPKOBOIO HEJOCTATHICTIO JIETKOTO
ctyness Ta 3 200 go 400 Mr [yig malieHTiB i3 HUPKOBOX HEOOCTATHICTIO IOMIPHOTO CTYIIEHS
TAKKOCTI.

[TepBUHHOIO KiHIIeBOIO TOUKOI0 B mociimkeHHi CARES 0yB yac nepuroi nosisu MACE (BaxuBi
no6iyHi ceplieBO-CYOMHHI SBUINA), CKIIaJ0BOI HeJIeTalbHOTo iHhapKTy MioKapaa, HeleTalbHOI 0
iHCYNbTy, CMEpTIi Biff cepIleBO-CyIMHHMX IATOJIOTiM Ta HeCTabiIbHOI CTEHOKAP/Ail 3 HeBiIKIagHOIO
KOPOHapHOI0 PEBAaCKYIsIpU3ali€io.

KiHueBi moka3HUKY (IIEPBUHHI Ta BTOPKHHI) aHali3yBaly BigIIOBIAHO [0 aHAasi3y HalliIeHHS Ha
nikyBaHHs (ITT), BKiTIoYarouu BCix cy0'eKTiB, SKi Oynu paHmoMi30BaHi Ta OTpUMau IPUHAWMHI OIHY
[03y IpenapaTy y XOAi IOABIMHOTO CIIIOro JOCTiAKEeHHS.

3aranom 56,6% mallieHTiB IpUNUHUIN TPo0HE JTiKyBaHHS epegdacHo, a 45% mnallieHTiB 3aBepLInIn
He BCi Bi3UTH JOCIHiIXEHHSI.

3aramoM, 6190 mamieHTiB 3HAXOOUIKCH ITi[l CIIOCTEPEKEHHIM MPOTATOM 32 MiCAIliB, CEpeqHs
TPUBAJIiCTh BIUIMBY CTaHOBUIIa 728 OHIB A matieHTiB rpynu ¢pebykcocraty (n=3098) ta 719 nHiB
[J15 MAllieHTiB rpynu anonypunony (n=3092).



[lepBuHHa KiHlleBa Touka MACE cnocrepiranacs 3 aHaJIOTiYHUMY TOKA3HUKAMHU Y IPyax JIiKyBaHHSI
dbebykcoctaToM Ta anomnypuHoioM (10,8% mpoTtu 10,4% marieHTiB BiIMOBigHO; CITiBBiIHOIIIEHHS
pusuky [HR] 1,03; gBocToponHi moBTopHuM 95% moBipuuii inTepsan [CI] 0,89-1,21).

[Ipu ananisi okpemux komnoHeHTiB MACE 4acToTa CMEPTHOCTI Bifl CepLeBO-CYOUHHUX I1aTOJIOTIN
Oyna BuIIow y rpymi ¢pedykcocTaTy, HixK amonypunony (4,3% mnpotu 3,2% marnienTis; YCC 1,34; 95%
II1,03-1,73). Yacrota inumux mopmiit MACE 6Gyna cxoxa y rpymax ¢peOyKcocTaTy Ta aJlonypHHOMY,
TOOTO HeJeTanbHOTro iHpapKTy Miokapaa (3,6% mpotu 3,8% mnarienTis; YCC 0,93; 95% IO1 0,72-1,21),
HeJleTaJabHOTOo iHCYNbTY (2,3% npoTu 2,3% mnamienTis; YCC 1,01; 95% 11 0,73-1,41) Ta TepMiHOBOI
peBacKysgpu3allii yepe3 HecTabinbHy cTeHOKapmito (1,6% mpotu 1,8% nauienTis; YCC 0,86; 95% [II
0,59-1,26).

YacToTa CMEPTHOCTI 3 yCiX MPUYUH TaK0XK Oysa BUIIOK Y TPyIi ¢pedyKCcoCcTaTy, HiXk alomypHuHOIY
(7,8% mpotu 6,4% marientis; YCC 1,22; 95% 11 1,01-1,47), 1110 B OCHOBHOMY 00YMOBJTIOBAIOCS GisTbII
BHCOKUM PiBHEM CMEPTHOCTI Bifl CepleBO-CYOUHHUX MTATOJIOTi# v 1i#l rpymi (quB. po3min «Oco6auBOCTi
3aCTOCYBaHHS»).

TeMnu npuKHATOI rocmiTanilamil 3 MPUBOAY CePIeBOl HeMOCTAaTHOCTI, TOCIiTai3allil 3 IPUBOAY
apuTMii, IT110 He ITOB’sg3aHa i3 ilmemieo, BeHO3HUMH TPpoMO0oeMOOTiYHUMY MOMAisiMHY, i rocmiTamizartii 3
IPUBOY MEPEXifHUX illleMiYHUX HamafiB Oyniu MOPiBHAHHUMY O PeOyKcocTaTy Ta ajJolypruHOINY.

Cundpom nisucy nyxauru (CJIII)

EdekTusHicTh Ta Ge3neka 3actocyBanHs ADEHYPIKY® mnsa npodinakTuky i nikysanss npu CJIIT
oninmoBany B gocuimxensi FLORENCE (FLO-01). ATEHYPIK® npogeMoHCTpyBaB HaiKpaly i Gibm
IIBUAKY Oi0 BITHOCHO 3HUXKEHHS PIBHS ypaTiB y IIOPIBHAHHI 3 @JIOIyPUHOJIOM.

FLORENCE saBnsimo co6oio panmoMizoBaHe (1:1), mofBiiiHe ciine, omopHe mociigxeHHsS (a3u III,
nposefieHe s nopisHsaHHsA AITEHYPIKY® B no3ysansi 120 Mr ofuH pa3 Ha 700y i alonyprHOIy B
mo3yBanHi 200-600 mMr Ha mo0y (cepemus mo6oBa [03a aJIONYPUHONY [+ CTaHOApPTHE BiIXUIIeHHS]:
349,7 £ 112,90 Mr) B yMoBax KOHTPOJII0 KOHIIEHTpallii Ce40BO1 KUCJIOTH B CHpoBaTili. Bubpani
NallieHTH OBUHHI Oynu OyTu KaHAUAaTaMHU OJ1s JIiKyBaHHS aJIONypPHHOIOM ab0 He MaTH [OCTYILY [0
pacOypuka3su. [lepBUHHI KiHI[eBI TOYKM SBISAIN COOO0I0 IJIOIIY IIifi KPXBOIO KOHILIEHTPAIlil Ce40BO1
kucsotu B cupoBatli (AUC sUA, ;) i 3MiHy piBHS KpeaTuHiHy B cupoBatii (sC), 3 mepIoro mno
BOCBMUH NEeHb KOXKHA.

o mocmimxeHHS 0y710 BKITIOYEeHO 346 MAaIlieHTiB 3 reMaTOJIOTiYHUMU 3710SKiCHUMHU
HOBOYTBOPEHHSMH, SIKi OTPUMYyBaIM XiMiOTepallilo i Manu CepenHiii/BUCOKUN CTYIiHb PU3UKY
po3BuTtky CJIII. Cepenne 3Hauenus AUC sUA, ; (Mr X 4/m) 6yn0 3HaYHO HUKYUM TIPU TIpHAoMi
AJIEHYPIKY® (514,0 + 225,71 y nopiusiaHi 3 708,0 + 234,42; cepefiHe HaliMEHIINX KBAAPaTIB [JIs
pisHumi: -196,794 [95 % mosipuoro iHTepBany: -238,600; -154,988]; p < .0001). Kpim Toro, cepenHiu
CHPOBATKOBHII PiBeHb CEY0BOi KMCIOTH OYB 3HAUHO HUX4YHMI IpH 3acTocyBanHi ATTEHYPIKY®,
[IOYUHAIOYHY 3 IIEePIIUX 24 ropvH NiKyBaHHS i B OyIb-IKUN HACTYIIHUM MOMEHT 4acy.
CTaTUCTHYHO 3HAYMMHUX BiIMIHHOCTEH 3a CepegHiM BMiCTOM CUPOBATKOBOTO KpeaTHHIHY (%) MixX
AIEHYPIKOM"® i anonypuHoioM He 6yI10

(-0,83 = 26,98 nopiBHsAHO 3 -4,92 + 16,70 BigNmOBigHO; CepegHe HaMEHIIMX KBagpaTiB /IS Pi3HUIL:
4,0970 [95 % posipyoro inTepBany: -0,6467; 8,8406]; p=0,0903). 3 ypaxyBaHHSIM BTOPUHHHUX
KiHIIeBUX TOYOK, CTaTUCTAYHO 3HAUMMUX BiIMiHHOCTEH 3a 4aCTOTOI0 PO3BUTKY 1a00paTOPHO
nigTBepaxKenoro CJIIT He 6y1no (8,1 % 19,2 % mgna AIIEHYPIKV® i aJIONyPUHOIIY BigIIOBigHO;
BigHOCHUM pu3suk: 0,875 [95 % mosipuoro iHnTepBamny: 0,4408; 1,7369]; p=0,8488) i kniniku cugpOMY
posnapy nyxuunu He 6yno (1,7 % i 1,2 % ana ATIEHYPIKY® i anonyprHOy BifIOBIHO; BiTHOCHUM



pusuk: 0,994 [95 % mosipuoro iHTepBany: 0,9691; 1,0199]; p=1,0000). YacToTa BCix 03HaK i
CUMIITOMIB, II0 BUHUKJIU Iifl Yac JIiKyBaHHS, a TAKOXK MOoOiYHUX peakiii, cTaHoBuna 67,6 %
TOPiBHSAHO 3 64,7 % i 6,4 % mopiBHAHO 3 6,4 % mnsa AIIEHYPIKY® i anonypuHony BigmoBigHO. Y
nocnimxenni FLORENCE ATEHYPIK® IIPOIeMOHCTPYBAB HaWKpaIIy i 6i/bI MBUAKY MHif0 IIOMI0
3HUKEHHS PiBHS Ce4Y0BOI KMCJIOTH B CHPOBATIIi ITOPiBHSIHO 3 aJIONypuHOIOM. [laHi Iog0 mopiBHAHHS
AJIEHYPIKY® i pac6ypuKka3u Ha faHui d9ac BifcyTHi. EQexTuBHiCTh Ta Ge3neka GebyKcocTaTy He
Oynu BCTAHOBJIEHI [JIs MAIliEHTiB 3 TocTpuM TskKUM CJIII, HanpuKIaf MallieHTiB, y IKUX iHII BUAK
Teparil A7 3HUKEeHHS YpaTiB He Ail0Th.

dapmakoKiHemuka.

Y 3mopoBux m0OGPOBOJIBINIB MaKCUMajIbHA KOHIIEHTpalis y mia3mi (C,,,) Ta mioira mig kpusoio (AUC)
30inbIIyBaNIuCs MPOMOPLIMHO A03i micasg ogHOPa30BoOro Ta 6araTopa3oBOro 3aCTOCYBaHHS
¢debykcocraty y go3ax Big 10 mr go 120 mr. [Ipu gosax Big 120 mr mo 300 mr 36inbimenHss AUC 0yio
OinpIIvM, HiXK MPOMOpPIiKHO 0o3i. ITpu 3acTocyBanHi 103 10-240 Mr KoXHi 24 TOOUHY HaKOTUYEHHS
dbebykcocraty He BimMiuanocs. [lepenbauyBaHuil cepefHiil TepMiHaIbHUM epion HalliBBUBENEHHS
(t,) bebykcocTaTy cTaHOBUB NpUOIM3HO 5-8 ronuH. ByB mpoBeneHu NOMyNALiNHUN aHai3
dhapMmakokineTuku/papMakogiHaMiK{ 3a HAaHUMHU, OTPUMAHUMHU 3a y4acTio 211 malfieHTiB 3
rinepypukKeMiero i mogarporo, sxi sactocosysanu AIEHYPIK® B mo3ax 40-240 mr 1 pa3 Ha go06y. B
I[iJIOMy OTpMMaHi 3HaYeHHS (papMaKOKiHETUYHUX TapaMeTpiB BiATIOBifal0Th TAKUM Y 30OPOBUX
nOOPOBOJIBIIB, SIKi, OTKE, € XOPOIIO MOMEJIIIIO OIS OLiHKK (hapMaKOKiHEeTHKY/(hapMaKOOuHAMIKH
Iperapary y Mali€HTiB 3 I0Aarpoxw.

BemokmysaHHA. PebykcocTtat mBUAKO (L., (4ac MOCITHEHHS MaKCHMaJbHOI KOHLEHTpaii) 1,0-1,5
roguHu) i mobpe (mpuHaliMHi 84 %) BCMOKTYeThCS. [Ipy oqHOPa30BOMY Ta HaraTopa3oBOMY
3acTocyBaHHi ¢pebdyKkcocTaTy nepopanbHo y mo3ax 80 mr abo 120 mr 1 pa3 Ha go0Oy C,,,, BiIOBiTHO
CTaHOBUTH 2,8-3,2 MKr/™Mn Ta 5,0-5,3 MKr/mi. AGcomoTHY GiofocTynHicTs TabneTok pebykcocTaTy He
aHanizyBanu. [Ipu 6araTopa3oBoMy 3acTocyBaHHi y mo3i 80 mMr 1 pa3 Ha o6y abo IIpu 0IHOPA30BOMY
3acTocyBaHHI y [03i 120 Mr y moefgHaHHi 3 XXKUpHOIO 1kelo C,,, 3MeHmyBanacs Ha 49 % ta 38 %, a
AUC - Ha 18 % Ta 16 % BignosigHo. OgHAaK Iie He CYIPOBOAXKYBAJIOCS KIIIHIYHO 3HAUYIIUMU 3MiHaMU
CTyTIeHs 3MeHIIEeHHS PiBHS Ce40BOl KMCJIOTH Yy CUPOBATIIi KPOBi (IIpu 6araTopa3oBOMYy 3aCTOCYBaHHi y
no3i 80 mr). Takum yusHoM AITEHYPIK® moxHa 3aCTOCOBYBaTH He3aJIeKHO Bif] BXKWBaHHS 1XKi.

Po3nodi. TepenbauyBauuii 06'eM po3mnominy y piBHoBaxkHomy cTaHi (V. /F) mis pebykcocrary
3MIHIOETHCA Bif 29 10 75 11 micns nepopanabHOro 3acrocyBanHs y fo3i 10-300 mr. Ctymisb
3B’s13yBaHHS (eOyKcocTaTy 3 OiTKaMu IJITa3MK KPOBi (FOJIOBHUM YMHOM 3 aJIbOYMiHOM) CTAaHOBHUTD
99,2 % i He 3MiHIOETHCS IpH migBuIeHHI o3u 3 80 Mr mo 120 mr. [I71g akTUBHUX MeTaboiTiB
¢dbebyKcocTaTy CTYIiHb 3B’sI3yBaHHS 3 OiNlKaMu Ia3Mu KPoBi KonuBaeThes Big 82 mo 91 %.

Memab6oai3am. ®ebykcocTaT aKTUBHO MeTaGOTi3yEThCS IIISIXOM KOH 'IOTallii 3a y4acTIo
ypunungudocdarrimokypoHinTpancdepasu (VI O-raokypoHinTpancdepasm) Ta OKMCHEHHS 3a
y4acTio ¢hepmeHTiB cuctemu mutoxpomy P 450 (CYP). Yceboro imenTudikoBano 4 ¢hapMaKoIoTiqHO
AKTHBHUX TiTPOKCUIIbHUX MeTabonitu ¢pedykcocTaTy; 3 3 HUX Oy BUSIBIIEH] Y IJ1a3Mi JIIOOUHHU.
HocmigxeHHs in vitro Ha MiKpocoMax IMeYiHKY TIOOUHK 3aCBiIUMIIH, ITI0 IIi OKMCHEHi MeTabomiTH
yTBOpPIOIOThCS mepeBaxHo mif mieto CYP1A1, CYP1A2, CYP2C8 a6o CYP2C9, Toxi sixk pebykcocTaTy
TJIIOKYPOHI YTBOPIOETHCS TOJIOBHUM YMHOM Tif mieto Y ®-rmokypoHinTpancdepasu 1A1, 1A8 ta
1A9.

BugedenHs. ®eGyKcocTaT BABOMUTLCS 3 OPraHi3My uepes MediHKy Ta HUpKaMu. ITicis
TIepopaIbHOTO 3acTocyBaHHs ‘C-pebykcocTaTy y 7o3i 80 Mr npubnusso 49 % BUBOAKUIOCS i3 cedero
y BUTTISAI He3MiHeHOTro PpebykcocTaTy (3 %), auuIrIioKypoHiny nitogoi peuoBunu (30 %), BimoMux



OKMCHEHUX MeTaboIiTiB Ta iX KoH'toraTiB (13 %) Ta iHmwux HeBimoMux MeTabomiTiB (3 %). Kpim
HUPKOBOI eKCKpellil, mpubmu3Ho 45 % mo3u BUBOOUIOCS 3 KAJIOM Y BUTJISII HE3MiHEHOTO
debykcocTaty (12 %), auunriaoKypoHiny mitouoi pedoBunu (1 %), BigoMux OKMCHEHUX MeTaboIiTiB Ta
Ix KoH'toraTiB (25 %) Ta iHImIK“X HeBigoMux MeTaboiTis (7 %).

Hupkosa HedocmamHicmv.

IIpu 6araTtopasoBomy 3acrocysanHi ATEHYPIKY® y nosi 80 mMr He Gyno BimmiueHo 3min C,,
bebykcocTaty y HallieHTiB 3 JIETKOI0, TIOMipHOI0 a00 TAKKOI0 HUPKOBOIO HEOCTATHICTIO TIOPIiBHSHO 3
malieHTaMy 3 HOPMaJbHOIO QyHKIliElo HUpPoK. Cepenus 3aranbHa AUC dpebykcocTaTy 30imbiryBanacs
npubnusHo y 1,8 pasa: Bif 7,5 MKr X roguHa/Mi y NallieHTiB 3 HOPMaJIbHOIO GQYHKIIi€l0 HUPOK 10 13,2
MKT X TOOWHAa/MJI y TallieHTiB 3 TSAKKO0I0 HUPKOBOI HepocTaTHicTio. C,,, Ta AUC aKTUBHUX
MeTabo7iTiB migBuiTyBanucs y 2 i 4 pa3u BignosigHo. [TpoTe malieHTaM 3 HUPKOBOIO HEOCTATHICTIO
7erkoro abo MOMIpPHOTO CTYIIeHST KOPEKIIisl 403U JTiKapChbKOro 3acoby He moTpibHa.

ITeyiHKoB8a He0ocmamHicmeo.

IIpu Gararopa3osoMy 3actocyBanHi AIIEHYPIKY® y go3i 80 mr He Gyno BigMiueHo cyTTeBuX 3MiH C,
ta AUC ¢ebykcocTaTy Ta 10ro MeTabo0MIiTiB ¥ alieHTiB 3 1erko (knac A 3a mkasnow Yaunga-I1'10)
Ta noMipHOW (k1ac B 3a mxkanor Yainga-I1'10) me4iHKOBOIO HEAOCTATHICTIO MOPIBHSAHO 3 NallicHTaMU
3 HOpMabHOW QyHKITEI0 nevyinku. [JocmimKeHHs TiKapCcbKoro 3aco0y y MallieHTiB 3 TSIXKKOIO
IIeYiHKOBOIO HefmocTaTHiCcTIO (knac C 3a mkarnoi Yainna-I1'10) He IpOBOOUIIOCS.

Bik.

IIpu 6araTopa3oBoMy mepopanbHoMy 3actocyBaHHl ATEHYPIKY® He 6y70 BifMiueHO CyTTEBHX 3MiH
AUC ¢ebykcocTaTy Ta 1#0oro MeTaboIiTiB ¥ MalieHTiB TITHHOTO BiKy IOPIiBHSIHO 3 MOJIOTUMU
300POBUMU NOOPOBOIIBILISIMHU.

Cmame.

IIpu GaraTopa3oBoMy mepopanbHoMy 3actocyBanHi ATEHYPIKY® C,.. Ta AUC deGykcocTaTy y XKiHOK
O6ynu Ha 24 % Ta 12 % BUIIMMU BiAMOBigHO, HiX y YonoBikiB. Oguak C,,, Ta AUC, cKopurosaHi 3a
Macoio Tina, 6ynu cxoxi fysg 060X Tpym, ToMy 3MiHa 1031 GebyKcocTaTy 3ajieXKHO Bifi cTaTi He
moTpiOHA.

KniniuHi XxapakKTepHCTHKH.
Iloka3zanus.
AJIEHYPIK® 80 mr ta AIIEHYPIK® 120 mr:

JIikyBaHHSI XpPOHIYHOI riepypuKeMii Ipy 3aXBOPIOBaHHSAX, 1110 CYIIPOBOIKYIOTHCS BiKIagaHHIM
KPUCTAJIiB ypaTiB, Y TOMY YHKCJIi IpX HasBHOCTI To(yciB Ta/abo mOJarpuyHOro apTPUTy B aHUU dac
Yy B aHAMHe3l.

ATIEHYPIK® 120 wmr:

JlikyBaHHS Ta npo(inlakTKa rinepyprKeMil y IOPOCIUX MAlliEHTIB, AKi MiggaloThCd XiMioTeparii 3
IIPUBOMY TeMAaTOJIOTiYHUX 3JI0SKiCHUX HOBOYTBOPEHD 3 TOMIPpHUM a00 BUCOKHAM PHU3UKOM CUHAPOMY



nisucy nyxnauau (CJIII).

ANTIEHYPIK® moka3aHwuit OOPOCINM IallieHTaM.

IIpomunoka3aHHs.

linepuyyTnuBIiCTh N0 aKTUBHOI pe4yoBHUHU ab0 [0 Oymb-sIKOI iHIIIOI JOTIOMiXKHOI PEUYOBHHHU IIpernapary,
3a3HaveHoi y po3mini «Ckmam».

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.
MepkanmonypuH/a3zamionpuH.

BigmoBimHO Mo MexaHi3My cBOE€] fii hebyKcocTaT MPUTHIUYE KCAHTUHOKCHUIA3Y, TOMY CYITyTHE
3aCTOCYBaHHSI He PEKOMEHAYeThCs. [I[pUrHiueHHA KCAaHTUHOKCHa3U MOXKE IIPU3BOOUTH [0
IiABUINEHHS KOHI[EHTPaIlil 000X IpemnaparTiB y Ia3Mi, 110 MoXKe BUKJIMKATH TOKCUYHY Peakiiio.
HocnimxeHHs B3aeMofiii hebyKcocTaTy 3 npenapatamu (KpiM Teodininy), mo MeTabomi3yoTbcs
KCaAHTHMHOKCHa3010, He IPOBOAMINCS 3a Y4acTIO JII0JEeN.

Mopenowuni Ta iMiTal[iiHAN aHaIi3 faHUX AOKJIIHIYHOTO AOCTIIXXKEHHS Ha I[ypaxX BKa3ye Ha Te, II0
y pa3i ogHOYaCHOTO BBefleHHS (peOdyKcocTaTy f03W MePKANTONypPUHY/a3aTiONPUHY CJIifl 3MEHIITUTH [0
20% abo MeHIIe Bif paHille Tpu3HaYeHOi J03u (OuB. Po3ain «OcoOMMBOCTi 3aCTOCYBAHHS»).

HocmimxeHHsT B3aemofii peOykcocTaTy ITif Yac iHIIOI IIMTOTOKCUYHOI XiMioTeparlii He TPOBOIUIUCS.
Y xogi onopHOro mocnifxeHHS narierTaM i3 CJII 3 gekinbKoMa pexXuMaMHu XimMioTeparil
npu3HavaBcs ¢edykcocrat y go3si 120 Mr, BKII04al0Yy MOHOKJIOHAJIbHI aHTUTINA. OgHaK mif yac
IIbOT'0 MOCITIMKEeHHST B3a€EMO/Iil TIKapChKUY MTPenapaT-TiKapChKUY Mpemnapar i TiKapChbKuu
IperapaT-3axBOPIOBaHHS He AOCTiAKyBaaucs. ToMy MOXKIUBICTb B3aEMOIil 3 OyIb-IKUMHU
[IUTOTOKCUYHUMU IIpenapaTaMy, 1[0 CYMiCHO IPU3Ha4Yal0ThCs, BUKJIIOUATH HE MOXKHaA.

Posuezaima3soHn/cybcmpamu CYP2C8

debykcocTat € cnabkum iuribiTopom CYP2C8 in vitro. B xofi gocnifKeHHs Y 3MOPOBUX NOOPOBOJIBIIB
napasenbHe 3actocyBaHHs 120 Mr ¢pebykcocTtary 1 pa3 Ha o0y Ta OGHOPA30BOl IEPOPATBHO
IPUUHATOL 03U PO3UTIIITa30HY 4 MT He BIIJIMBaJIO Ha papMaKOKiHETUKY PO3UTIIITa30HY i HOTO
MeTabommiTy N-Ie3MeTUIPO3UurIiTa3oHy, 0 JeMOHCTPYE, 110 peOyKcocTaT He MPUrHiuye GepMeHT
CYP2C8 in vivo. TakuMm 4MHOM, OfHOYacHE BBeieHHS (eOyKcocTaTy i po3urniTa3oHy abo iHIIKX
cyoctpatis CYP2C8 He BuMarae KOpexkliii 03U OJIs LKX IIpenaparTis.

TeoiniH.

[TpoBeneHO moCTimKeHHS B3aeMOfil pebyKcocTaTy 3a y4acTIO 3[0POBUX H0OPOBOJIBLIB A OL[iHKH
BIUIMBY IPUTHIYEHHS KCAHTUHOKCHA3! Ha 30ibIIeHHS PiBHS TeodiniHy B IUPKYIIOI0Yiil KPOBI, 1110
crocTepiranocs 3 iHIIUMY iHTi6iTOpaMu KCAaHTHHOKCHUA3U. Pe3ynbTaTH OOCTigXKeHHS II0Ka3alH, 110
IIpY OJHOYACHOMY 3acToCcyBaHHi ¢pebykcocTaty y no3i 80 mMr Ta Teodininy y mo3i 400 mr He Oymo
JKOMHUX (DapMaKOKiHEeTUYHUX B3a€MOLiN abo BIIUBY Ha Oe3neky Teodininy. TaKuM 4MHOM,
dhebykcocTaT y 0o3i 80 Mr MoxkHa 3aCTOCOBYBATH OHOYACHO i3 TeodiniHoMm 6e3 0coOIUBUX
3acTepexeHsb. [JaHux mono no3u ¢edykcocrary 120 Mr HeMae.



HanpokceH ma iHwi iH2i6imopu 2410KypoHIi3auyii.

Metabomni3M ¢pebykcocTaTy 3aleXuTh Bifi akTUBHOCTI pepmenTy Y O-rirokypoHinTpancdepasu.
JlikapceKi 3aco0u, 1110 IPUTHIYYIOTH MPOIIeC IIIOKYPOHi3allii, Hanpukian HITI33 Ta npobenenun,
TEOPETUYHO MOXKYTh BIJIMBATH Ha BUBefeHHS (peOdyKcocTaTy. Y 3M0poBUX HOOPOBOIIBLIIB IIpH
OJHOYAaCHOMY 3aCTOCyBaHHi ¢peOyKcocTaTy Ta HanmpokceHy mo 250 Mr 2 pa3u Ha go0y criocTepiranocs
nmocusneHnHs il pedykcoctary (C,,,, (MaKkCuManbHa KOHIIEHTpPallist) cTaHOBUTH 28 %, AUC (mnoia mif
kpuBow) - 41 %, t,,, (mepiox HaniBBUBeneHHS) - 26 %). Y X0[i KITIHIYHUX HOCTIAXKEHb 3aCTOCYBaHHS
Hampokceny Ta iHmux HI133/ inri6iTopis IIOI'-2 He cympoBOAKYBanOCs KIiHIYHO 3HAYYIUM
30i/IbIIeHHSIM MOOIYHUX PeaKIIii.

®eOyKCOCTAT MOKHA OHOYACHO 3aCTOCOBYBATH 3 HAIIPOKCEHOM (e3 3MiHu iX 103u.
IHOyKmopu 2A10KypoHi3ayii.

[TotyxHi iHOyKTOPH pepMenTy VI ®-TmoKypoHinTpaHchepasu MOKYTh IOCUITIOBATA MeTabo1i3M Ta
3MeHIIyBaTH ePpeKTUBHICTh PebyKcocTaTy. Y NallieHTiB, sIKi 3aCTOCOBYIOThH MOTYKHi iHIYKTOPH
TJIIOKYPOHi3allii, peKOMEeHyEThCS KOHTPOJIIOBAaTH PiBEHb CEYOBOI KUCIIOTH Yy Iy1a3Mi yepe3 1-2 TUXKHI
omHOYacHoI Teparil. [Ipu BigMiHi iHAyKTOpa TIIOKYpOHi3allil MOXK/IMBe MigBUIIIEHHS PiBHS
dhebykcocTaTy y mnasmi.

KosxiuuH/iHOomemauuH/2i0pox.s10pomia3ud/eappapuH.

®ebykcocTaT MOXKHA OHOYACHO 3aCTOCOBYBATH 3 KONXIIMHOM abo iHmoMeTauuHoM 6e3 3MiHM 03U
Ipernaparis.

Takox He OTPiOHO 3MiHIOBATH HO3y (eOyKCOCTaTy P OOHOYACHOMY 3aCTOCYBaHHI 3
TiIPOXIOPOTia3uIOM.

OpHovacHe 3acToCcyBaHHS (ebyKcocTaTy 3 BappapuHOM He BUMAara€ 3MiHU JO3W OCTAaHHBLOTO.
3acTocyBaHHS y 3m0poBuX moOpoBoibliB pebykcoctaTy (80 Mr a6o 120 Mr oguH pas Ha moby) 3
BapdapuHOM He BIIJIMBa€E Ha papMaKOKiHETHKY OocTaHHbOr0. OmHOYaCHE 3aCTOCYBAHHS 3
¢bebykcocTaToM TakoX He BruBano Ha MHO Ta akTuBHicTh hakTopa VII.

Iesunpamin/cybcmpamu CYP2D6.

3a maHWMU, OTPEMAHUMH in vitro, hebykcocTat € cmabkum inribitopom CYP2D6. V xomi mocnimxkeHb
3a y4acTIO 3[J0POBKX NOOPOBOJILIIB, AKi oTpuMyBamy 120 mr ATEHYPIKY® 1 pa3 Ha mo0y,
cnocrtepiranocs 36ineimennss AUC pesunpaminy (cybectpat CYP2D6) Ha 22 %, 1110 CBiTYUTE IIPO
cnabKy npurHiuyBanbHy Oito pedykcoctaTy Ha pepmeHT CYP2D6 in vivo.

Takum 4mHOM, ITPU OMHOYACHOMY 3acToCyBaHHi pebykcocTaTy Ta cyOcTpaTiB CYP2D6 HeMae
HeoOXimHOCTI 3MIHIOBATH IX MO3H.

AHmMauuoHi 3acobu.

[Ipu ofHOYACHOMY 3aCTOCYBaHHI 3 aHTal[aMy, 110 MICTATh MarHiloo riIpoKCHUz Ta ajltoMiHit0
TifpoKcup, BigMidaeThCsA 3aTPMMKa BCMOKTyBaHHS (ebyKkcocTaTy (mpubnau3Ho Ha 1 roguny) Ta
3menmeHnHs C,,, Ha 32 %, omHak AUC ¢ebyKcocTaTy CyTTEBO He 3MiHIOETHCS, TOMY pedyKcocTaT
MOXHa 3aCTOCOBYBATH i3 aHTAUUOHUMU 3ac0OaMHu.



Oco06.1ueocmi 3acmocyeaHHs1.
Cepueso-cy0uHHI 3aXB0PIHOBAHHS.

JIikyBaHHS XPOHIYHOI rinepypukeMil

[TamienTaM i3 momepegHbO HasSsBHUMM OCHOBHUMHU CEPLIEBO-CYIUHHUMY 3aXBOPIOBAHHAMU (HaAIpPUKIa
indapkToM Miokappa, iHCynbTOM ab0 HecTabiIbHOIO CTEHOKAPI€I0) CIliff YHUKATH JTiKyBaHHS
¢debykcocTaToM, 3a BUKJTIOUEHHSAM BUIAMKIB, KOJIM HeMaE iHINX HaJle2KHUX BapiaHTiB Teparrii.

Y mocnipxkennsx APEX ta FACT y 3aranbHii rpymi ¢peOyKcocTaTy IOPiBHSIHO 3 TPYIIO0 aJIONyPHUHOILY
II0BimOMIISNIOCS IIPO 30iNbIIeHHS KiTbKOCTI TOPYyIIeHb 3 60Ky CeplieBO-CyAUHHOI cucTeMu (Anti-
Platelet Trialists’ Collaboration (APTC)) (Bu3HaueHHS KiHIIEBUX TOUOK Yy I'PYIIi CyMIiCHOTO aHami3y
aatutpoMOboruTapHoi Tepamnii (APTC), y T. 4. 3 TeTaabHUM HACTIIKOM Yy 3B’I3KY 3 CepLEeBO-CyOUHHUM
3aXBOPIOBaHHSM, iH(bapKTy Miokapza 6e3 J1eTalbHOTO HACiKY, iHCynbTy 6e3 JIeTalbHOTO HaCiIKY)
(1,3 mopiBHsHO i3 0,3 BunagkiB Ha 100 mauieHTO-poOKiB), Ha BigMiHy Bif mocmigxeHHST CONFIRMS
(ouB. po3min «PapMakoguHaMiKa» OIS JeTaJbHOTO OMHKCY AOCHiXKeHH). YacToTa mopyineHsb 3 60Ky
cepueBo-cyauHHOL cucteMu (APTC), mpo siki moBifomsnocs y KOMOiHOBaHUX JOCHTigXKeHHIX dha3u 3
(mocnmigxenus APEX, FACT ta CONFIRMS), cranosuna 0,7 nopiBusHO i3 0,6 Bunaakis Ha 100
NalieHTO-POKiB. B paMKax JOBrOCTPOKOBUX IIMPOKOMAacCIITaOHUX IOCTigXKeHb YacTOTa CepLEeBO-
CYOVHHMX MOPYILIEHb, IPO fAKi MoBigoMaaocs, ctaHoBuia 1,2 ta 0,6 Bunaakis Ha 100 mauieHTO-poKiB
miist hebyKcoCcTaTy Ta aJomypUHOITY BiAMoBigHO. BinMiHHOCTI He Gy CTaTHCTUYHO OOCTOBIpHI,
IPUYHUHHO-HACTITKOBUM 3B'130K MiXK BKa3aHUMH MIOPYIIEHHSIMHU Ta 3aCTOCYBaHHAM (ebyKcocTaTy
OyB BigcyTHiY. PakTOpaMu ineHTH()IKOBAHOTO PU3UKY Y TaKUX Mali€HTiB Oy1u BUSBIEHI
3aXBOPIOBaHHS, 110 BUHUKIIK B PE3YJIbTATi aTepoCKIIepo3y Ta/abo iHdapkTy Miokapma abo 3acTifiHoi
CeplleBOl HeMOCTATHOCTI, B aHaMHe3i.

Y nicnapeectpauinaomMy pociigxeHHI CARES (geTanbHy XapaKTepPUCTUKY AOCIIIIXKEHHS OUB. Y
po3mini «®apmMakonuHaMmika») yactora sBuil MACE Oyna cxoxka y rpynax ¢ebykcocTaTy Ta
anonypunony (HR 1,03; 95% M1 0,89-1,21), ane cnocTepiraBcs BUIIUM PiBeHb YaCTOTU CMEPTEH Bif
CepIeBO-CYAMHHUX 3axBOPIoBaHb (4,3% npotu 3,2% mnamienTis; YCC 1,34; 95% [OI 1,03-1,73).

IIpodinakmuka i AiKY8AHHSA 2ine UkKeMii y nauieHmis i3 pusukom po3sumky CJII1

[MamieHTy, sKi miggarOTHCS XiMioTeparil 3 TPUBOAY reMaToIOTiYHUX 37T05KiCHUX HOBOYTBOPEHD 3
noMipHEM a60 BECOKMM pu3ukoM CJIII Ta 3acTocoByroTh A[JEHYPIK®, npy HasgBHOCTI KIiHIYHAX
ITOKa3aHb 3HAXOMAThCA IIif HAriIsgoM Kapgionora.

Asepeisi/ezinepuymaugicmb Ha Aikapcvki 3acobu.

Y Mezkax ITOCTMapKeTHHTOBOTO HATISAAy Oyiau pimKicHi moBimoMIeHHS PO CepHo3Hi anepriuni
peaxiiil/peakiiil rimep4YyTIUBOCTI, Y TOMYy YHUCJIi 3aTPO3JIUBOTO AJISI KUTTS CUHOPOMY
CriBeHcCa-[]2KOHCOHA, TOKCUYHOTO eMilepMaJbHOT0 HEKPOJIi3y Ta TOCTPUX aHa(iTaKTUYHUX
peaxtiii/moky. Y O6inbIIoCcTi BUNAagKiB TaKi peakilili CIiocTepiraanucs MpoTSATroM IepIIoro MicsAls
3acTocyBaHHS (pebyKcocTaTy. Y KiIbKOX, ajie He y BCiX IallieHTiB CIIOCTePiraaucs nopymeHHs
HUPKOBOI QYHKIII Ta/abo TrinmepuyTnuBiCTh OO aJIOMyPUHOIY B aHaMHe3i. TsaxKKi peakii
Timep4YyTNIUBOCTI, Y TOMY YHCIIi peakiiil, [0 CYIPOBOAXKYIOTbCS €03UHOMIIIEI0 i CHCTEMHUMHU
cumntomMamu (DRESS-cuHOpoM), B IesKUX BUIagKax OyJIy MOB'sI3aHi 3 IMXOMAaHKOIO,
reMaToJIOTiYHOI0, HUPKOBOI a00 MeYiHKOBOIO HEeIOCTATHICTIO.

[MTauieHTu MOBUHHI O0yTH MPoiHGOPMOBaHi IPO 03HAKHU Ta CUMIITOMMU TillepuyyTIXBOCTi/aneprii, a
TAKOXK 3a HUMHU CJIiJ] CIIOCTEepIiraTyl o040 PO3BUTKY TaKuX peakiid. [Ipu mosiBi CEpUO3HUX alepridHux



peakitiiii/peakiiiyi Tinep4yTnuBOCTi, cuHapoMy CTiBeHCa-[[?)KOHCOHA B TOMY YMCJIi, 3aCTOCYBaHHS
dbebykcocTaTy Tpeba HeralHO MPUITMHUTH, OCKITbKY PAHHE MMPUITMHEHHS 3aCTOCYBAHHS ITOKPAIIYe
IIPOTHO3. fKIIO Yy NallieHTa PO3BUHYIACA ajlepriuda peakilisg/peakiis rinepyyTaAuBOCTi, Y TOMY YUCIIi
curapoM CriBeHca-/I2KOHCOHA, Ta TOCTPi aHadiTaKTAYHI pPeakIil/IIoK, TO MOBTOPHE IIPU3HAYEHHS
¢debyKcocTaTy IPOTUIIOKA3aHO.

3azocmpeHHAa (Hanad) nodazpu.

JlikyBaHHS (pebyKCcoCTaTOM CIIif PO3NOYMHATH TiIbKU Y IEPIOf Micig 3aT0CTPEHHS XBOPOOHU.
debykcocTaT MOXKe CIIPOBOKYBATU Halaf ITOfarpy Ha MOYaTKYy JIiKyBaHHS 3a PaXyHOK 3MiHU PiBHSA
CEYO0BOI KUCJIOTH V¥ CUPOBATIL Yepe3 Buxif ypaTiB i3 gemo. Ha movaTky nikyBaHHs pebykcocTaToM
PEKOMEHIYEThCS MPU3HAYUTH HECTePOiNHi mpoTulananbHi 3acobu (HI133) abo KonxinuH Ha TepMiH
He MeHIIle 6 MiCSIiB Oy MpodinakTUKY HalafiB IOomarpu.

[Tpu PO3BUTKY Hallafly IMOOArpy Ha TJi 3aCTOCYyBaHHS PeOyKCOCTaTy JTiKyBaHHS IIPOIOBXKYIOTh.
OpHOYaCcHO IIPOBOIATH BiAIOBINHY IHOAUBINyaJIbHY Tepallilo 3aroCTpeHHs noparpu. [1pu TpusasoMy
3acTocyBaHHI (pebykcocTaTy YacToTa Ta TSIXKKiCTh HallafiB IOfarpu 3MEHIIYIOThCS.

Bioks1a0eHHA KcaHmMuHis.

Y malieHTiB 3 IPUCKOPEHUM YTBOPEHHSAM ypaTiB (HalmpHUKIIaf, Ha TIi 3JI0SKiCHUX HOBOYTBOPEHb Ta IX
nikyBaHHs abo npu cuHapoMi Jlema-Hixana) MoXuBe CcyTTeBe 30inbieHHs abCOMOTHOI
KOHILIEHTPAIlil KCAaHTHHIB y Cedi, 10 y PifKiCHUX BUIIafKaX CYyIIPOBOOXKYETHCS 1X BiIKITafeHHAM Y
Ce4yOoBUBIAHUX IIIAXaX. LIpOro He crocTepirasocs B OIIOPHOMY KJIiHIYHOMY OOCIIAXKEHH]
AJIEHYPIKY® mpu CJIII. Yepes o6MexeHiCTh fOCBiAy 3acTocyBaHHS GebyKcocTaT He IOKa3aHuM
malieHTaM npu cuuapoMi Jlemra-HixaHa.

MepkanmonypuH/a3zamionpuH.

debykcocTaT He peKOMEHIYETHCS 3aCTOCOBYBATH MAlliEHTaM, IKi OTHOYACHO OTPUMYIOTh
MEPKaITONyPUH/a3aTiONPUH, OCKiNbKY iHTi0yBaHHS KCaHTUHOKCHAA3u GheOyKCoCTaToM MOXKe
CIPUYVHUTH MiBUILIEHHS KOHIIEHTpAallil MepKaNnTOIypHHY/a3aTiONpUHY B IIa3Mi KPOBI, IO MOXKe
IIPHU3BECTH [0 CUJIBHOI TOKCUYHOCTI. HigKuX mocmifKeHb B3a€EMOZI1 y JTI0fei He TPOBOAUIIOCS.

Ao koMmOiHalii He YHUKHYTH, PeKOMEHIYETHCS 3MEHIIUTH 003y MEPKAITONypHUHYy/a3aTionpuny. Ha
OCHOBI MOJIeJII0OBaHH Ta IMITAl[iMHOr0 aHali3y JaHUX OOKJIIHIYHOTO HOCIIIIXKEeHHS Ha Llypax IIpu
OJHOYaCHOMY 3aCTOCYyBaHHi ¢peOyKcocTaTy 103y MepKalTOIypruHY/a3aTionpuHy Cllif 3MEHIIUTH 10
20% abo MeHIIe TONEpeNHBO IPU3HAYEHOI J03H, 100 YHUKHYTH MOXKJ/IMBUX IeMaTOJIOTiYHUX BIJIUBIB
(muB. po3min «B3aeMogmis 3 iHIMMMHU JTiKapChbKUMU 3aco0aMu Ta iHIII BUAM B3a€EMOMiit»). [TaIlieHTiB
CJIi[T peTeIbHO KOHTPOJIIOBATH, a H03y MEPKAINTONyPHUHY/a3aTiONPUHY MOTPIOHO 3romoM KOPUTYBATH
Ha OCHOBI OIIIHKYM TepaleBTUYHOI BifIMOBiAi Ta HACTAHHS MOXKJIMBUX TOKCUYHUX €(hEKTiB.

IlauieHmu, AKi nepeHec/a1u MPAHCNAAHMAUiK OpP2daHis.

Iocsiny 3acTocyBaHHs (pebykcocTaTy 1iii KaTeropil nalieHTiB HEMae, TOMy 3aCTOCYBaHHS IIpenapaTy
He [10Ka3aHo.

TeodiniH.

OpHopa3oBe 0fHOYACHE 3acTocyBaHHS (pebykcocTaTy y 7o3i 80 Mr ta Teodininy y mo3i 400 Mr He
TI0KAa3aJio0 KOOHUX apMaKoKiHeTUYHUX B3aemofiin. debykcocTaT y mo3i 80 M MoXkKHA 3aCTOCOBYBATH
OOHOYACHO i3 TeodininoM 6e3 pU3UKY MifIBUILIEHHS KOHIIEHTPalil Teodininy y nna3wmi. [laHUX 1010



no3u ¢pebykcoctaty 120 Mr HEMAE.
3axeopro8aHHA NeviHKU.

YV xomi komOiHOBaHOI pa3u 3 KiHiYHKUX mocuimkeHb y 5,0 % malieHTiB, sKi orpuMyBanu pedykcocrar,
CIIOCTepiranucd He3HauHi 3MiHU IeYiHKOBUX ITIOKAa3HUKIB, TOMYy PEKOMEHYETHCS MIEPEBIPATU
GyHKIIOHAIbHI Te4YiHKOBI TOKa3HUKY [I0 IIpU3HaueHHs ¢eOyKcocTaTy Ta IIif 9ac JIiKyBaHHS IIPH
HasBHOCTI II0Ka3aHk.

3axeopto8aHHA W, UMOBUOHOI 3d/103U.

Y 5,5 % natuieHTiB, sKi oTpuMyBanu GpebykcocTaT IPOTSATOM TPUBAJIOTO Yacy, CIIOCTEPIiramocs
migBuIeHHs nmoka3uuka TTT (> 5,5 MkMO/Mn) mif 9ac JOBrOCTPOKOBUX BiIKPUTUX PO3IMUPEHUX
nochigxenb. ToMy nikapcbKuit 3acib cif 3 00epekHiCTI0 3aCTOCOBYBATH MallieHTaM 3 IOPYIIEeHHIM
GYyHKIIL MUTOBUTHOI 3a7103U.

Jlakmoa3a.

Jlikapceku# 3acib mMicTuTh makTo3y. [1alieHTaM i3 pifKiCHUMM CIIagKOBUMM 3aXBOPIOBAHHSIMH,
II0B’SI3aHMMH 3 HETIIePEHOCHMICTIO TallaKTO31, HeOCTaTHICTIO TaKTa3u Jlamma abo mopyuieHHsIM
BCMOKTYBaHHS TJIIOKO3K/TalakKTO3M IIpernapaT He IT0Ka3aHuu.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py000.
BazimHicmb

OOmezkeHMM JOCBig 3acToCcyBaHHS GeOyKCcOoCTaTy Mmif 4ac BariTHOCTI CBiMYUTH MPO BiACYTHICTh
HECIIPUSTIIMBOTO BIJIUBY Ha mepedir BariTHOCTI Ta 3MOPOB’S MJI0[la/HOBOHAPOAKEHOT0. Y X0[i
IOCTiIKeHb Ha TBapuHax He OyJI0 IOMiueHO #oro nmpsiMoro abo HempsMoro mo0iYHOro BIUIMBY Ha
mepeOir BariTHOCTI, pO3BUTOK eMOpioHa/mnona Ta rnepebir monoris. ITI0TeHIINHNN PU3UK IS TIOOUHA
HeBimomuii. ®eOyKcocTaT He CIIifi 3aCTOCOBYBATH IIiJ Yac BaTriTHOCTI.

I'o0ysaHHA 2py00to

Hesimomo, yu nponukae ¢pebyKcocTaT y rpygHe MOJIOKO JtonuHu. [TOCTiXKeHHSsT Ha TBaprHaX
nokasasny, mo ¢ebyKcocTaT IPOHUKAE Y IPYAHE MOJIOKO Ta BUSIBJISIE HETaTUBHUM BIIUB Ha PO3BUTOK
HOBOHAPOIKEHUX, SKUX FONYIOTh IIUM MOJIOKOM. PU3UK MOTpaIISHHS IIpenaparty B rpyoHe MOJIOKO He
Moxke OyTu BUuKnoueHui. ®ebyKcocTaT He CIIifi 3aCTOCOBYBATH y I1ePiof rogyBaHHS IPYALIIO.

depmubHicMb

HocninxeHHs (GepTUNBHOCTI Ha TBApXHAaX IIPY 3aCTOCYBaHHI y 7031 48 Mr/Kr/mo0y He BUSBUIH
3aJIeXKHOCTI MOGiYHKX peakii Bix nosu. Jis ATEHYPIKY® Ha penpoayKTUBHY QYHKIIO TOAUHNA
HeBifoMa.

30amuicmb enausamu Ha weudKicmb peakuii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3mamu.

Bynu nosimoMieHHs PO PO3BUTOK COHJIMBOCTI, 3allaMOpPOY€eHHs, IapecTe3id Ta MOPYLIeHHs YiTKOCTI



30py Ha TIi 3acTocyBaHHA pebykcoctary. ToMy malieHTaM, siKi 3acTocoByoTh ATEHYPIK®,
pPeKoMeHOyeThCsa OyTH 00epeKHUM IIPH KepPyBaHHI aBTOTPAHCIIOPTHUMU 3acobaMu Ta PoOOTi 3
iHIMMMY MexaHi3MaM¥u [I0 TOTO Yacy, IIOKW BOHU He OyAyTh BIIEBHEHI Y BiICYTHOCTi BUIle3a3HAYEHUX
m0OiYHUX peaKIli.

Cnoci6 3acmocyeaHHsi ma do3u.

Llo3ysaHHsA
ITodaepa.

Pekomenpmosana fo3a AIIJEHYPIKY® cranosuts 80 Mr 1 pa3 Ha 700y IepopasibHO, He3alexkHO Bifl
IpUoOMYy 1Xi. fAKIIO KOHIIEHTPallisi Ce40BOl KUCIOTH B CHPOBATIIi KPOBi MMEPEBUIITYE 6 MT/mJT

(357 MKMOIb/1T) micig 2-4 TUXKHIB JIIKyBaHHS, CHi PO3T/ISAHYTHU MiABUILEHHS [03U AIIEHYPIKY® no
120 mr 1 pa3 Ha no0y. EpekT mikapchkoro 3aco0y BUSIBIISIETHCS HOCUTH MIBUOKO, III0 POOUTH
MOXKJIMBMM IIOBTOPHE BH3HAUYEHHS KOHI[EHTPAallil CE40BO1 KMCJIOTH Yepe3 2 TUXKHi. MeTolo JIiKyBaHHSA
€ 3MEeHILIeHHS KOHIIeHTpallil ce40BOi KMCJIOTH Y CUPOBATII Ta MigTPUMKa il Ha piBHI MeHIle 6 MT/m
(357 MKMOJIB/N).

TpuBamicTs mpodinakTUKY HalaiB MOJarpu peKOMeHI0BaHa He MeHIIle 6 MiCAIIiB.
Cundpom nisucy nyxauru (CJIII).

Pekomenpmosana fo3a AIIJEHYPIKY® cranosuts 120 Mr ofuH pa3 Ha 700y IepopaibHO, He3alexkHO
Bif IpuiioMy 1xi.

3acToCcyBaHHS AIIEHYPIKV® cnin PO3MOYKHATH 3a OBa [JHi A0 M0YaTKy IMUTOTOKCUYHOI Teparil i
IIPOJOBXKYBaTH I[OHaNMeHIIe 7 Oi6; omHaK TPUBAJIiCTh Tepallii MOXkKHa IOOOBXKUTHU 10 9 mib
BiIIOBIOHO 10 TPHBAJIOCTI XiMioTeparril Ta KJIiHiYHOI OI[iHKH.

ITauieHmu AimMHb020 BIKY.
Ilnst 1iel KaTeropii maIfieHTiB KOPeKIist ;03U He OTPiOHA.
Hupkosa HedocmamHicmb.

Y malii€eHTiB 3 TSIXKUM MOPYLIEHHSIM (PYHKI1 HUPOK (KiipeHC KpeaTuHiHy <30 MJ/XB) e(peKTHUBHICTh
Ta 6e3meKy IiKapchKoro 3acoby BUBUEHO HeOCTaTHLO. [larieHTaM i3 mopymeHHsaM QyHKIIT HIPOK
7erkoro a0o MOMIpPHOTO CTYIIeHST KOPEKITisl 103U He ToTpifHa.

ITeyiHKoB8a HeOdocmamHicmeo.

HocnimxeHHs epeKTUBHOCTI Ta Oe3neku peOyKcoCTaTy y HallieHTiB 3 TSIXKKOIO II€YiHKOBOIO
HepocTaTHicTIO (Knmac C 3a mkanow Yaunga-I1'10) He TPoBOAMIOCS.

[Toparpa. IIpu nopyieHH] QyHKII1 IEeYiHKY IETKOT0 CTyIIeHsI PeKOMEeHI0BaHa [103a CTaHOBUTh 80 M.
IocBin 3acTocyBaHHS JTiKapChKOro 3aco0y IpH MOpPYyIIeHHI QyHKIIii TeYiHKY ITOMipHOTO CTYTIEHS
o0MeXKeHUH.

Cunpnpowm mizucy nyxnauuu (CJIII). I3 onopHoro gocnigxkenHs ¢as3u [II (FLORENCE) Oynu BUKITIOYEHi
TiNbKY CY0’€KTHU i3 TeYiHKOBOIO HEJOCTATHICTIO TSKKOTO CTyIeHs. [[7ig NallieHTiB, sSKi Oyn1u BKIIIOYeHi



B IOCITiI>KEHHS, KOPEKIIis [03H Y 3B’sI3KY i3 cTaHOM (QYHKIIiM TeYiHKK He MOoTpiOHAa.

Cnocib 3acmocy8aHHs

s IIepopaJibHOTO 3aCTOCYBaHHA.

AJIEHYPIK® 3aCTOCOBYEThLCS IIePOPANbHO, HE3aIeXKHO Bifl IPUIAOMY IXKi.

Himu.

Besneka Ta e(peKTUBHICTh 3aCTOCYBaHHSA AJIIEHYPIKY® miTsiM BikoM 70 18 pOKiB He BCTAHOBJIEH.
[laHi m0g0 3aCTOCYBaHHS BiACYTHI.

Ilepedo3yeaHHsi.

Y pasi mepemo3yBaHHS IOKa3aHa CUMIITOMAaTUYHA Ta IiATPUMYO4Ya Teparris.

ITobiuni peakuii.
Pe3stome npoginio 6e3neku.

HaityacTtimumy no6iyHUMY peakiisMu y KTiHIiYHUX gocmigxkeHHsax (4072 malieHTH, 110
3actocoByBanu 0o3y Big 10 mr go 300 Mr) Ta B IpoOIieCi MOCTMapKETHHTOBOTO HATJIAAY Y MALli€eHTiB 3
nofarporo Oyny 3aroCTpeHHs (Hanany) mofarpy, nopyieHHs GyHKIil nedinky, giapes, HyIOTa,
roJioBHUY 0inb, BUCUTIIAHHSA Ta HAOpsAKHU. Lli mobiuHi peakuii Manu y 6i/bIIIOCTi BUNlaAKiB JieTKuii abo
CepenHiii CTymiHb TIKKOCTI. I1if Yac mOCTMapKeTHHIOBOTO HATIsAAy OyJX MOBiOMJIEHHS NIPO PifKicHi
BUIIAJKU CePHO3HUX peaklliii rinepyyTauBocTi Ha GpebyKcocTaT, AesiKi 3 HUX CYIIPOBOIKYBaIUCS
CHCTEMHUMH peakllisiMH, Ta PO PiAKiCHi SBUIla PalTOBOl CePIEBOl CMEPTI.

Y HuXK4YeHaBeeHil TabauIl 3a3HayeHo0 nMob6iyHi peakilii, sKi BUHUKAIOTh IIPU 3aCTOCYBaHHI
dbebykcocTaTy nalieHTaMHu Ta KilacugikoBaHi TakuM YrHOM: YacTo (Big = 1/100 mo < 1/10),

HeYJacTo (Big = 1/1000 mo < 1/100) Ta pigko (Big = 1/10000 mo < 1/1000). YacToTa pO3BUTKY
I'PYHTYETHCS Ha OOCIIIIXKEHHIX Ta IOCTMAapKETUHI0OBOMY [OCBIAL OO MALi€HTIB 13 ITOJarpozo.

Y KOXKHiii TpyTIi 3a YaCTOTOI0 PO3BUTKY MOOiIUHI peakilii MpefCcTaBIeHO y MOPSAAKY 3MEeHIIIeHHS
CTYIIEHS TAXKKOCTI.

Tabauus 2. [TobiuHi peakuii, u,o cnocmepieaaucs y ¢pasi 3 KombiHOBAHUX PO3WUPEHUX
0o820cmpoKosux 00C1i0#CeHb Ma 8 nepiod0 NOCMMAPKeMuUH208020 CNOCMEPEHCEHHA Y
nauyieHmis i3 no0azpo.

3 00Ky KpoOBi Ta niMdaTuyHol cucTeMu |Pinko
[TaHIIMTONEHIsT, TPOMOOIIMTOIIEHIS, aTPaHYJIOIUTO3*




3 00Ky iMyHHOI CUCTEMHU

Pigko
AHadinakTU4Hi peakuii*, rinep4yyTauBiCTh [0 npenapaTy*

3 00Ky eHIOKPUHHOI CUCTEMHU

Heuyacto
[ligBUIIEHHS PIBHS TUPEOCTUMYJIIOI0YOr0 TOPMOHY KPOBI

3 60Ky opraHiB 30py

Pigko
3aTymMaHeHUH 3ip

3 00Ky Xap4yyBaHHS Ta 00MiHy
PEYOBUH

YacTo***

3arocTpeHHd (Hamaau) mogarpu

HeyacTo

LlykpoBuii miabeT, rimepnimifgeMisi, 3HUKEHHS alleTUTY,
301/TBIIIEHHS MacCH Tija

Pigko

3HUXKEHHS MaCH Tifla, MABUIIEHHS alleTUTY, aHOPEKCis

3 OOKY IICUXiKH

HeuacTo

SHUXKEeHHY /1i0ino, 6e3CoHHSA
Pigko

HepBo3HICTh

3 60Ky HEPBOBOI CHCTEMU

YacTo

["ostoBHUH 0inb

Heuacto

3armamMopoyYeHHs, ITapecTeail, reMinapes, COHIUBICTD, 3MiHa
CMaKOBOTO CIOIPUUHSTTS, TinecTtesisi, mocnabneHHs HIOXY

3 60Ky opraHy Ciyxy Ta JIabipuHTy

Pigko
[IIyM y Byxax

3 00Ky CepIieBOi CUCTEMH

HeuacTo

®ibpunsiis mepencepnb, BiTUYTTS CepLeOUTTS, BiTXUIeHHS
Bim HOopMU Ha EKT,

Or1okafa miBoi HiXkKuY my4ka ['ica (guB. po3gin «CuHapoM
Ti3UCy MyXJIMHU»), CHHYCOBa TaxikapAisa (IUB. pO34in
«CUHOPOM JTi3UCY NMyXJIUHU»)

Pimko

ParToBa ceplieBa CMePThH*

3 00Ky CyAMHHOI CUCTEMHU

HevacTo

ApTepiasibHa TillepTeH3is, IPUIIIUBY, IPUILIUBY 3
BIIUYTTAM XKapy,

KpOoBOTedi (IUB. po30in «CHHAPOM JIi3UCY MYXJIUHU»)

3 00Ky muXalbHOI CHCTEMHU

Heuacto
3aguika, OPoHXIT, iHdeKIlil BepXHiX quXaIbHUX IISIXIB,
KallleJIb

3 OOKy IIJTYHKOBO-KUIITKOBOT'O TPAKTY

YacTto

[liapesa**, HymoTa

Heuacto

Binb y XKUBOTI, 30yTTS XKUBOTA, FacTpoe3odareanbHa
pedniokcHa xBopoOa, 61I0BaHHS, CYXiCTh V¥ POTi, MUCIIEIICis,
3a1op, 9acTi BUIOPOXKHEHHS, METEOPU3M, TUCKOMGMODT Y
MITYHKY a00 KUIIEYHUKY

Pigko

[TaHKpeaTuT, BUPA3KHU B OUIGHIIL pOTa

3 00Ky ITe4iHKHU Ta )KOBUOBUBITHUX
MIISIXiB

HacTo

[lopyueHHS PYyHKII MeginKu**
HeyacTo

2KoBuHOKaM’ siHa XBopoOa
Pigko

['emmaTHUT, XKOBTSIHULST*, IIeYiHKOBa HeJOCTaTHiCTh*




3 00Ky LIKipu Ta MiAIIKipHO-KUPOBO1
TKaHUHU

JacTo

BucunaHHs (Y TOMY YKCIIi BUCUTIAHHS 3 Oi/IbII HU3BKOIO
JaCTOTOI0 BUHUKHEHHS, JUB. HUXYE)

HeuacTo

IlepMaTHUT, KPOIIKB'THKA, CBepOixk, 3MiHa 3abapBiIeHHS
MTKipH, TOIIKOMXKEHHS MKipH, meTexil, I’ STHUCTI
BUCHUIIaHHS, MaKyJIONanyab03Hi BUCUIIaHHS, [Tally/1b03Hi
BUCHUIIaHHS

Pigko

TOKCUYHMY emigjepManbHUN HEKPOIi3*, CHHOIpOM
CriBeHca-[I;)kOHCOHa*, aHTi0HAOPSK*, peakilil Ha Mpemapar,
110 CYIIPOBOMAXKYIOTHCS €03UHO(DITI€I0 Ta CUCTEMHUMU
cUMIITOMaMu*, reHepasi3oBaHi BUCUIIaHHA (CepHo3Hi)*,
epuTeMa, eKCGoTiaTUBHI BUCUIIaHHS, QONIKYIIPHI
BUCHUIIaHHS, B€3UKYJIbO3HI BUCUIIAHHS, IYCTYIbO3Hi
BHCHUIIAHHS, CBepOIIsiui BUCUIIAHHSY, epUTEMATO3Hi
BUCHUIIAHHS, KOpenomiOHi BUCHIIAHHS, aoMNellis, MigBuIlleHa
[iTIHUBICTD

3 OOKy OIIOPHO-PYXOBOT'O amapaTty Ta
CIIOJTy4HOl TKaHUHHU

Heuacto

Binb y cyrnobax, apTpurt, 6inb y M’si3aX, CKEJIETHO-M SI30BUMI
6inb, c1abKiCTh ¥ M'g3ax, CyIOMHU M’'3iB, CKYTiCTh M’s3iB,
Oypcur

Pigko

PabmoMionis*, cKyTicTb Ccyriio6iB, CKeleTHO-M sI30Ba
CKYTICTb

3 60Ky HUPOK Ta CEYOBUBITHUX LINSAXiB

Heuacto

HupKoBa HEIOCTATHICTh, CeYOKaM siHa XBopobOa, reMaTypis,
0JIaKiypisl, IpoTelHypis

Pigko

TyOymnoinTepcTULiaTbHUN HeQPUT*, HATIONETIUBI TO3UBU [0
Ce4YOBUITYCKAHHS

3 00Ky PEepOIyKTUBHOI CHCTEMHU Ta
MOJIOYHUX 3aJ103

HeuacTto
EpekTuibHa IUCHYHKIIIS

3 00Ky opraHiaMy 3arajiom

YacTo

Habpsiku

HeuacTo

[limBullleHa BTOMJIIOBAHICTh, Oib y TPYASX, BigUyTTS
N1CKOMGOPTY Yy IPYOAIX

Pigko

Crpara




JTomaTKOBI METOIM MOCIHiIXEHb HeuacTo

[linBUIeHHSA PIBHA aMijla3¥ y KPOBi, 3MEHIIIEHHS KiJIbKOCTI
TPOMOOLUTIB, 3MEHIIIEHHS KiTbKOCTi JIEUKOLUTIB V¥ KPOBI,
3MEHIIEeHHS KiJIbKOCTI JIIM(OLUTIB Y KPOBi, MigBULIEHHS
PiBHA KpeaTUHY B KPOBI, [IiIBUILIEHHS PiBHSA KpPEaTUHIHY ¥
KDPOBi, 3HUKEHHS PiBHA reMorJIo0iHy KpPOBi, MiiBUILIEHHS
PIBHS CEYOBUHU B KPOBI, IMiABUIIIEHHS PiBHSA TPUTITIILIEPUMIIB
V KPOBI, IMiIBUII[EHHS PIBHS X0JIECTEPUHY B KPOBI,
SHUKEHHS reMaTOKPUTY, MiIBUIIeHHS PiBHSA
makTatgerigporenasu (JIII') y KpoBi, mifABUINEHHS PiBHSA
KaJIilo y KpPOBi

Pigko

[ligBUIlEHHSA PIBHA IJIIOKO3U Y KPOBI, IIONOBXEHHS
AKTHBOBAHOT'0 YaCTKOBOT'0 TPOMOOIIJIACTMHOBOIO Yacy,
SHUKEHHS KiJIbKOCTi epUTPOLUTIB Y KPOBI, IMiBUIIIEHHSA
piBHA Ny2KHOI ¢ocdaTasu ¥ KPOoBi, MigBUIIEHHS PiBHA
KpeaTHH(POCHOKiHA3U y KPOBi*

* [ToGiuHi peaxiiii, 10 CIIOCTEPiraaucs B MexKax IIOCTMapPKETUHTOBOT'0 CIIOCTEPEXKEHHS.

** Tliapes Ta BimxuiieHHS pe3yIbTaTiB QYHKIIOHATbHUX P06 MeYiHKM Bil HOPMH, SIKi BUMarasu
Tepartil, 10 crocTepiranucs B HOCTiIKeHHAX Ga3u 3, pO3BUBaIUCS YacTillle y MallieHTiB, IKi
OTPUMYBAJIX CYIIYTHIO TEPAIilo KOJIXIIIUHOM.

***k [Tus. po3pin «dapmMakogrHaMiKa» 1100 YaCTOTH 3aroCTPeHsb (HamafiB) momarpu, 1o
crioctepiranucs y ¢a3si 3 iHauBigyaTIbHUX PAaHIOMi30BaHUX KOHTPOJIbOBAHUX AOCIIiIXKEHD.

Onuc okpemux nobivyHux peaxuitl.

Y Mexkax TOCTMapKeTUHTOBOTO HaTJIsaAy Oyau IOBiMOMIEHHS IIPO PidKiCHI BUNIAgKM CEPUO3HUX
peaxilil rinepyyTnuBOCTi Ha ¢pebyKcocTat, y ToMy 4ucyi cuaapoM CtiBeHca-IKOHCOHA, TOKCUYHUM
elnigepMaIbHIN HEKPOJIi3 Ta aHadinakTuyHi peakuii/mok. Cuaapom CriBeHca-[[2KOHCOHa Ta
TOKCUYHUMU emifiepMaibHUN HEKPOJIi3 XapaKTePU3yEThCS IIPOrPeCy0YUM IIKIPHUM BUCUATIAHHIM 3
Oy/IbO3HUM ypazKeHHSIM MKipu abo clIu30BHUX 000JI0HOK Ta IOpa3HEeHHSIM CIIM30B0O1 000IOHKY OYeH.
Peakiii rimepuyTnuBocTi Ha ebyKcoCcTaT MOKYThb MPOSBIISTHACS TaKUMHU CUMITOMaMHU: IIKipHUMHI
peaxIisiMu, 110 XapaKTepU3yI0ThCA iHPIIbTPOBAaHUMEU MaKy/10-alyIb03HIMYU BUCUIIAHHSIMY,
reHepajsizoBaHuMu a00 eKCc(hOoTiaTUBHUMH BUCUIIAHHSIMH, @ TAKOXK YPaXKeHHIMH IKipu, HabpskoM
00IMYYst, TapPsSTYKOI0, TeMATOJIOTiYHUMHY TTOPYIIEHHSIMY, TAKUMU SK TPOMOOIIUTOIIEHIs Ta
€03uHOQITis, Ta ypaxKkeHHSIM OKpeMHUX OpraHiB a00 KilbKOX OpraHiB (MedyiHKa Ta HUPKH, Y TOMY YHUCIIi
TyOyJoiHTEpCTULIIaNbHUN HeQPUT).

3arocTpeHHs (Hamaay) mogarpy 3a3BUYay CIIOCTePIiraaucs HeBOOB3i MMiCIs MOYaTKy TiKyBaHHS Ta
IIPOTATOM IepIINX MiCALIB JIiKyBaHHA. HYacToTa HalafiB ofarpy 3HUXKyBanacs 3 4acoM. [1pu
3acTocyBaHHI (pebykcocTaTy peKOMeHIY€eThCS NMpodinakTHKa rOCTPUX HalafiB IogarpHu.

Cunpnpowm misucy nyxnaud (CJIIT)

Pestome npoginto 6e3nexu



B xopi pangomizoBaHOr0, MOABIMHOTO CIIiTIOro omopHoro gocuimxkenHs ¢a3u 3 FLORENCE
(FLO-01), y sikomy mopiBHioBanu pebykcocTaT Ta amonypunosn (346 nmauieHTiB, SKi miagaoThCS
XiMmioTeparii 3 MpUBOAY reMaTOJIOTiYHUX 37I0SKICHUX HOBOYTBOPEHD 3 TOMipHUM a00 BUCOKHM
pusukom CJIII), Tinbku y 22 (6,4 %) maiiieHTiB criocTepiranucs mobiuHi peakiii, a came y 11 (6,4 %)
TAllieHTIB Y KOXKHiM rpymi nikyBaHHS. BinburicTs moGiyHUX peakiiili 6ynu 1erkoro abo moMipHOTO
CTyIEHS.

Y ninomy B xoxi mocnigxkenus FLORENCE Oyap-IKAX JOJaTKOBUX Iigo3p 100 Oe3MeKu
3acTocysanasg AJJEHYPIKY® narienTaMm i3 moparpomo He 0yy10, 3a BUHATKOM HUXK4Ye3a3HaueHUX TPhOX
mo6iYHUX peakiliit (ouB. Tab. 2).

[TopyuieHHs 3 00Ky CepiieBOl CUCTEMH.

Heuacro: 670Kafia niBoi HiXkKKHY Iydka ['ica, cMHyCcOBa TaxikKapmis.
[TopyuieHHs 3 60Ky CyOUHHOI CUCTEMH.

HeuacTo: KpoBoTeui

[ToBimomIeHHs PO Mimo3poBaHi mMo6iYHI peakirii

[ToBimoMneHHs PO MMigo3pioBaHi mobiyHi peakii micis peectpatii mikapcbkoro 3acoby BigirpaimoThb
BaXX/IMBY poJib. Lle mae 3Mory mpogoBXKyBaTH CIIOCTEPEKEHHS 3a CIiBBIAHOIIEHHIM KOPUCTh/PU3UK
CTOCOBHO [AHOTO JiKapchKoro 3aco0y. [IpaniBHUKIB 0XOPOHHU 300POB’SI IPOCSTH IOBIIOMIISATH IIPO
Oynmb-siKi mimo3pioBaHi moOiuHi peakiril.

Tepmin npudamHocmi. 3 POKW.
He 3acTocoByBaTu npemnapar Iicjisl 3aKiHYeHHS TEPMiHY IPUAATHOCTI, 3a3Ha4YEHOr0 Ha yIIaKOBII.
YMoBH 30epiraHHsi.

Crnerianbai yMoBY 30epiraHHs He BUMaralThcs. 30epiraTi y HeJOCTYIIHOMY AJIS [iTei MicIii.

YnakoBka.

[To 14 TabneToK, BKPUTHUX IIJIIBKOBOIO 0060/I0HKOM0, Y GiticTepi; mo 2 abo mo 4, a6o 1o 6 6micTepiB y
KapTOHHIi# KOpOoO1Ii.

KaTteropisa Bigmycky.

3a pelLemnToM.

BupoOHHUK.

Memnapini-®on Xenigen I'moX.



Micue3HaxoIKeHHsI BUPOOHHKA Ta MOr0 ajJpeca MicCIsi IPOBaIKeHHsI Tis/IbHOCTI.

Jleunirep mrpace 7-13, 01097 [Ipe3nen, HimeuunHa.

3asIBHHUK.

Menapini [HTepHemonan Onepeiimonc Jliokcembypr C.A.

Micue3HaxoaKeHHsI 3asiBHHKa.

1, Asenio me na I'ap, JI-1611 JlrokcemOypr, JItokceMOypr.



