IHCTPYKIIIA
IJIsI MEIHYHOT 0 3aCTOCYBaHHsI JIIKapCHLKOT0 3aC0o0y
€EBPO®EDB

(EUROFEB)

Cknao:
Oitoua pevosuHa: hebyKCOCTAT;
1 TabneTka, BKpUTA IIJIiBKOBOIO 000JI0HKOI0, MicTUTh hebykcocTaTy 80 Mr ab6o 120 mr;

donomidcHi peuoguHu: 1ENI0I03a MIKPOKPUCTAIIYHa; JITaKT03a, MOHOTiApaT; HaTPito
KPOCKapMeJi03a; TiIpOKCHUIIPOIIiIIeN0io3a; HaTpito Taypuncynbdart; 1akTo3a 6€3BOAHA;
KPEMHiI0 iOKCHI KOJIOIMHUY 0e3BOOHUM; MarHilo cTeapar;

naiekosa 06010Hka: oniBiHinosuu cnupt (E 1203), Tutany giokcup (E 171),
nomnieTuneHraikons (Mmakporon 3350) (E 1521), tansk (E 553b), 3anmiza okcup xkoBTHl (E
172).

JIikapcbKa ¢popma. TabneTku, BKPUTI ITiBKOBOIO 000JIOHKOIO.

OcHosHi (pi3uko-ximiuHi 81acmugocmi: TabIeTKY, BKPUTI IITiBKOBOIO 000JIOHKOIO, IOBracTol
dbopMu, OBOOIYKII, Bif 0JTif0-2KOBTOTO OO 2KOBTOTO KOJIbOPY, 3 rpaBitoBaHHSIM «80» abo
«120» Ha ogHOMY 0O011i Ta 3 TJIaIKOI0 IIOBEPXHEI0 Ha iHImoMYy 60I1i.

®apmakoTepaneBTHYHA rpyma. 3aCo0u [ JIiKyBaHHS MMofarpu. 3aco0u, SKi IPUTHIYYIOTh
yTBOPEHHS ce4yoBol kucnotu. Kog ATX M04A AO03.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.
Mexanism 0il.

CedoBa KHCJIOTA € KiHI[eBUM IIPOAYKTOM MeTab0Ji3My IYPHHIB y MIOOUHU ¥ YTBOPIOETHCS IIifT Yac
TAKOl peakilil: TiMOKCAaHTUH — KCAaHTHH — Ce4YoBa KKciaoTa. KcaHTMHOKCHIA3a € KaTaai3aTopoM 000X
eTariB mi€i peakirii. ®e6yKcocTaT € IOXiTHUM 2-apuIITia3ony, TepaneBTUYHa i AKOr'0 0B’ s3aHa
3i 3MeHIIIeHHSM KOHI[eHTpallil Ce40BO1 KMCJIOTH B CUPOBATII KPOBI IIJIIXOM CEJIEKTUBHOTO
IPUTHIYEHHS KCaHTHHOKCcHUa3u. ®eOyKcocTaT - 1e MOTYXKHUY i CeJIeKTUBHUN HEITYyPUHOBUM
inridiTop KcauTuHOKCcua3u (NP-SIXO), ioro Ki (KoHCTaHTa MPUTHIYEHHS) in Vitro CTaHOBUTH
MeHiIe 1 HaHoMosg. Bymo moka3aso, 110 pedyKcocTaT 3HAYHOI0 MipOI0 IIPUTHIUYE



aKTHUBHICTh SIK OKMCHEHOI, TaK i BifTHOBIEHOl (OPMU KCAaHTHHOKCHA3H. Y TepaneBTUYHUX
KOHIIeHTpallisx ¢ebykcocTaT He NMPUTHIUYeE iHII pepMeHTH, 1110 0epyTh y4acTh y
MeTabomi3mi mypuHiB abo MipUMifKHIB, TaKUX 5K 'yaHiHAe3aMiHa3a,
rimokcaHTUHTYyaHiHpocpopubozunTpanchepasa, oporaThochopubdo3unTpancdepasa,
opotupraMoHOo(pochaToekapbokcraza abo mypuHHYKIeo3uadochopuiasa.

KniHiuHa epekmusHicmb ma 6e3nexa.
ITodazpa

EdekTuHicTh PpebykcocTaTy Oyia migTBepaxeHa v ¢pasi 3 Tpb0X OCHOBHUX JOCIiKeHb (IBa OCHOBHI
pociimxenns APEX i FACT i gomaTtkoBe mocimigxentuss CONFIRMS, onucani HuxKYe), IKi BKIIOYAIA
4101 marienTa i3 rinepypukeMie€ro i mogarpoio. Y KoKHOMY 3 IIMX OCHOBHUX [JOCIiXKeHb (a3u 3
debykcocTat OinbIll e(peKTUBHO 3HUKYBAB CHPOBATKOBY KOHIIEHTPAIIiI0 CEYOBOI KHCJIOTH i
MiOTPHMYBaB 1l Ha HaJIe’KHOMY PiBHI MMOPIBHAHHO 3 aJIONyPUHONIOM. [IepBUHHOIO KiHIIEBOIO TOYKOIO
edekTuBHOCTi B mocnimxkenHsx APEX i FACT Oyna yacTKa IallieHTiB, y SKUX IIPOTITOM OCTaHHIX
TPHOX MiCSI1IiB KOHIIEHTpAallisi Ce40BOI KUCJIOTH B CHPOBATIIi KPOBi He nepeBuinyBana 6,0 mr/on (357
MKMOJIb/T). Y nogatkoBoMy pociimxkeHHi CONFIRMS ¢a3u 3, pe3ynbraTl SKOTO CTalu JOCTYIIHI
Iicys mepIol peectpariii pedykcocTaTy, IEPBUHHOIO KiHIIEBOIO TOYKOI0 e(PeKTUBHOCTI Oyia YacTKa
MAIliEHTIB, V SIKMX KOHIIEHTPALlisl CEeY0BO1l KMCJIOTH B CUPOBATIIi He IepeBuillyBasa 6,0 Mr/oi Ha
MOMEHT OCTaHHbOTO Bi3UTy. Y 1l AOCTIAXKEHHS He BKJII0YaIu MallieHTiB, SKi IepeHecIn
TPaHCIIaHTAallil0 OpraHiB (AuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

Hocaioaxcenus APEX. [TocnimxkeHHST e(eKTUBHOCTI (ebyKCcoCTaTy 3 KOHTPOJIEM Iinaiebo Ta
anonypuHony ¢as3u 3 (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat, APEX) 6ymno
paHoMi30BaHUM, [TOMBIMHUM CIinuM, 6araToleHTPOBUM TPHUBaicTIO 28 THXKHIB. Bchoro 0yio
panmomizoBano 1072 nauienTu: miaiebo (n=134), pebdykcoctat 80 Mr 1 pa3 Ha moby (n=267),
debykcocrat 120 mr 1 pa3 Ha go0y (n=269), hebykcoctaT 240 Mr 1 pa3 Ha goby (n=134) abo
anmonypuHoin (300 mr 1 pa3 Ha mo6y (n=258) miis maIieHTiB i3 BUXiTHOIO CHPOBATKOBOIO
KOHIIeHTpalli€lo KpeatuHiny < 1,5 mr/on a6o 100 mr 1 pa3s Ha moby (n=10) anis maifieHTiB i3 BuxigHo0
CHPOBATKOBOIO KOHIIEHTpalli€lo KpeaTuHiny > 1,5 mr/gn i < 2,0 mr/gmn). [In4 ominku 6e3meku
¢debykcocTat npusHavanu B f03i 240 Mr (y 2 pa3u Bullle MaKCHMalbHOI peKOMEHI0BAHOI I031).

Hocnipxenns APEX moka3asno CTaTUCTUYHO JOCTOBIpHY IepeBary 060X pekuMiB TiKyBaHHS
npemnapatoM ¢ebykcoctat 80 Mr 1 pa3 Ha goOy i pebykcoctaT 120 Mr 1 pa3 Ha o0y MOPiBHAHO 3
asionmypuHoiIoM y 3BudaiHii 1o3i 300 mMr (n = 258)/100 mMr (n=10) y 3MeHIIIeHHI CHPOBAaTKOBOI
KOHIIEHTPaIlil Ce40BOi KUCIIOTH HuxK4Ye 6 mr/mm (357 MkMonb/n) (quB. Tabm. 1 i puc. 1).

Hocnioxncenus FACT. [ocnimxeHHsT epeKTUBHOCTI ¢pedyKcocTaty 3 anonypuHoi-KouTposeM (The
Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 6yno paHIoMi30BaHUM, IOABIMHUM CITiUM,
OaraToIeHTPOBUM TPHUBAiCTIO 52 THXKHi. Bchoro Oymo panmomizoBano 760 marieHTiB: ¢pebykcocTat
80 mr 1 pa3 Ha 106y (n = 256), pebykcoctaTt 120 Mr 1 pa3 Ha fo6y (n = 251) Ta anonypuxon 300 Mr
1 pa3 Ha o6y (n = 253).

Hocnipxenus FACT moka3asio CTaTUCTUYHO JOCTOBIpHY IepeBary 060x pexumis - pebykcoctaT 80
mr 1 pa3 Ha o0y i pebykcoctaTt 120 mMr 1 pa3 Ha £00y - IOPIBHAHO 3 aJIONyPUHOJIOM Y 3BUYAUHIN
no3i 300 Mr y 3MeHIIeHHi i MATpUMIl CHPOBAaTKOBOI KOHIIEHTPAllil CEY0BOI KMCIIOTH HUXKYe 6 MT/mi
(357 MKMOJIB/TI).

YV Tabnumi 1 mpeacTaBiaeHO Pe3y/IbTaTH OLIHKY ITePBUHHOI KiHIIEBOI TOUKK e(eKTUBHOCTI.



YacTKa MaIli€eHTIB i3 KOHIIEHTPAIIEI0 CeY0BOl KUCIOTH B cCHpoBaTii < 6,0 Mr/mmn (357 MKMOJIB/T) i

Taoaunsa 1

4ac TPhOX OCTAHHIX IIOMICAYHUX Bi3UTIB

®ebykcoctaT 80 [PebykcocTaT  |ANOIypPHHOT
TlocmimXeHHs Mr 1 pa3 Ha 120 mr 1 pa3 Ha [300/100 mr 1 pa3 Ha K06y '
moby oGy
APEX 48 % 65 %" (n=269)[22 %
(28 TuXxHIB) (n=262) (n=268)
FACT 53 %" 62 % 21 %
(52 THXKHI) (n=255) (n=250) (n=251)
O6’enHaHi pe3yIbTaTh 51 % 63 %" * 22 %
(n=517) (n=519) (n=519)
' Pe3ynbTaTH y Hali€HTIB, ki orpuMysany 100 Mr 1 pa3 Ha goby (n = 10: mamieHTy 3
BUXiTHOIO CUPOBATKOBOIO KOHIIEHTpalli€lo KpeaTuHiny > 1,5 mr/gn i < 2,0 mr/mn) a6o
300 Mr 1 pa3 Ha go6y (n=509), y nporieci aHanisy 6ynu 06’ egHaHi.
*p < 0,001 mopiBHSAHO 3 anomypuHouoM, * p < 0,001 mopiBHAHO 3 03010 80 MT.

[Tpu 3acTocyBaHHi GpebyKcocTaTy 3MEHIIEHHS CUPOBATKOBOI KOHIIEHTPAllii ceuoBoi KuCI0TH 610
IIBUOKUM Ta YTPUMYBAJIOCh NOBr0. 3MEHIIeHHS KOHLIEHTPallii Ce40BOi KMCIIOTH B CUPOBATLI 10

< 6,0 mr/om (357 MKMOJTB/T) Bif3HaYasocs BxKe Ha IPYroMy TUXHI JocigxkeHHs i 36epiranocs
Hapai IpoTAroM nikyBaHHsa. Ha puc. 1 moka3aHo cepefHi KOHLIEHTpaIllil Ce40BOi KUCIIOTH B
CHPOBATIIi KPOBi 3aJIe’KHO Bifl Yacy [isi KOKHOI TeparneBTHYHOI I'PYIH JTiKyBaHHS B 000X OCHOBHUX
OOoCHimXKeHHIX pa3u 3.

PucyHok 1.

Cepe[nHi KOHIIEHTpaLllii Ce40BO1 KMCJIOTH B CHPOBATIII 3a JaHUMHU 00’ €THAHUX OMOPHUX MOCTiIKEHb
(daza 3)

(]

ITpumimka: 509 nauieHTiB oTpUMYyBau anonypuHon y mo3i 300 mr 1 pa3 Ha moby; 10 marrieHTis i3
CHPOBATKOBOIO KOHI[eHTpallielo KpeaTuHiny > 1,5 mr/mn i < 2,0 Mr/gn oTpuMyBay ajJonypuHOI
no3i 100 mr 1 pa3 Ha mo6y (10 i3 268 nauienTiB y gocmigxkenni APEX). ®ebykcoctaT y 0osi 240 mr
Ipu3Haydasay AJs OLiHKK Oe3MeKU MpHU [03i, [0 y 2 pa3u IepeBullyBajia MaKCUMalbHY
PEKOMEeH0BaHy.

Hocaiooxcennss CONFIRMS. Docnipxenuss CONFIRMS 6yro paHnoMi3oBaHUM, KOHTPOJIbOBAHUM



OOCIimKeHHAM (a3u 3 TPHUBAJIICTIO 26 THXKHIB, SIKe ITPOBOMUIIOCS I OLIiHKY Oe3IeKu Ta
edekTuBHOCTI PpedykcocTaTy B mo3ax 40 mr i 80 Mr mopiBHSHO 3 anmonmypuHoIoM B go3ax 300 mr i 200
MT [I71d TIALi€HTIB i3 mogarpoio i rinepypukemieio. Bcroro 6ymo pannoMizoBano 2269 marfieHTis:
debykcocrat 40 Mr 1 pa3 Ha goby (n=757), pebykcoctaTt 80 Mr 1 pas3 Ha moby (n=756) Ta
anonypunon 300/200 mr 1 pa3 Ha mo6y (n=756). [llonaiimeHIe 65 % mallieHTiB Maiu MOPYIIEHHS
GYHKIIII HUPOK Bif JIE€TKOT0 40 MOMipHOTO CTyTeH (i3 KinipeHcoM KpeaTuHiny 30-89 mi/xB).
[TpodinakTuka HamnafiB mogarpu 6ynaa 060B’I3KOBOIO IPOTATOM 26 THXKHIB.

YacTKa nalieHTiB i3 KOHIIEHTPAIIi€l0 CeYOBOI KUCIIOTH B cupoBaTii < 6,0 Mr/mn (357 MKMOIB/N) B
OCTaHHiN Bi3uT cTaHoBuNa 45 % mnsa ¢pedykcoctaty 40 mr, 67 % - mnsa ¢pedykcoctaty 80 mri 42 % -
niis anonypuHony 300/200 Mr BifmoBigHO.

ITepsuHHa KiHUeBa moyka 8 nidepyni nayieHmis i3 NOpyweHHAMU PYHKUII HUPOK

Y mocnipgxenni APEX orinioBanu e(eKTHBHICTh 3aCTOCYBaHHS IIpenaparty 3a y4acTio 40 maIfieHTis i3
TOPYIIeHHSIMHU GYHKIIII HUPOK (TOOTO 3 BUXiTHOIO CHPOBATKOBOIO KOHIIEHTPAIIIEI0 KpeaTuHiny > 1,5
mr/gn i < 2,0 mr/pin). TakuM mailieHTaM, paHAOMi30BaHUM Y TPYIy aJolypUHOIY, H03y IpemnapaTy
3meHIyBanu 1o 100 mr 1 pa3 Ha mo6y. [lepBrHHA KiHIleBa ToYKa e(peKTUBHOCTI Oyia DOCITHYTa Y
rpyti 3 pebykcoctaToM y 44 % nauieHTis (80 mr 1 pa3 Ha moby), 45 % (120 mr 1 pa3 Ha mo6y) i 60 %
(240 mr 1 pa3 Ha §o0y) nopiBHSHO 3 0 % y rpymnax anonypuHony 100 mMr 1 pa3 Ha mo6y i mnane6o.

[Tpu 11bOMY KJTiIHIYHO 3HAUYIIKUX BiIMiHHOCTeH y 3HMKEHHI CUPOBATKOBOI KOHIIEHTpallii ce40Boil
KHCJIOTH y BiICOTKax y 3[l0POBUX JOOPOBOJIBIIIB Bif3HAUeHO He OyJI0 He3alekHO Bif
(GYHKIIOHATIBHOTO CTaHy HUPOK (58 % y rpymi 3 HOpManbHOIO (QYHKITEI HUPOK i 55 % y rpymi 3
TSAKKUMU [IOPYIIEHHAMYU (QYHKIIil HUPOK).

[TpocnieKTUBHUY aHAai3, IPOBEEHU! 3a y4acTIO MAIli€HTiB i3 TOAarpolo i IOpymeHHAMET QYHKIL1
HUPOK 3a mornomoroo gociimkenas CONFIRMS, nokasas, 1mo ¢pebykcoctat 6yB 3HAYHO
e(eKTHUBHIIIMM: piBeHb CEY0BO1 KMUCJIOTH B CUPOBATIIi 3HUKYBABCA [0 PiBHA < 6,0 MI/mjI MOPiBHSIHO 3
TaKuM IIpU 3acTocyBaHHi anonypuHoiy 300 mr/200 Mr y naijieHTiB i3 nomarporo i MopyLeHHsI MU
(GYHKIIII HEPOK Biff IETKOT0 0 CEPETHBOTO CTYTEHS TAKKOCTI (65 % BUNPOOOBYBaHUX).

ITepguHHa KiHUe8a moyka y nidepyni nauieHmis i3 CUPOBAMKOBOK KOHUEHMpAuieo ce41osoi
Kucaomu = 10 me/on

BuxinHa crpoBaTKOBa KOHIIEHTpALlig ce40BOi KUCNIOTH = 10 Mr/m Bim3Havasnacs npubnusso y 40 %
nairienTiB (kom6iHoBaHi gocmimxkenus APEX i FACT). Cepepn uux malli€HTiB MepBUHHA KiHIIEBa TOYKa
e(eKTHBHOCTI (CHPOBATKOBA KOHIIEHTpaIlis ce4oBoi Kuciaotd < 6,0 MI/OJI B OCTaHHI 3 Bi3UTH)
Oyna mocsArHyTa B migrpymi i3 ¢pebdykcocraToM y 41 % martienTis (80 mr 1 pa3 Ha go0y), y 48
% marienTiB (120 mMr 1 pa3 Ha moby) i y 66 % marienTiB (240 mMr 1 pa3 Ha mo6y) MOPiBHSHO 3 9
% y rpymi anonypuHony 300 mr/100 Mr 1 pa3 Ha goOy i 0 % y rpymi mnarne6o.

3a ganumu gocnimxkenHss CONFIRMS, yacTka malieHTiB, SKi JOCSTIN TePBUHHOI KiHIIEBOl TOYKH
e(peKTUBHOCTI (CHpOBATKOBa KOHIIEHTPAIlid Ce40BOl KUCNIOTH < 6,0 MI/OjI B OCTaHHIX Bi3UT), ¥ TPy
TIAIliEHTIB 3 BUXiHOIO CHPOBATKOBOIO KOHIIEHTPALli€l0 Ce40BOil KUCIoTH = 10 Mr/m, SKi 0OTpUMYyBan
debykcocrat 40 Mr 1 pa3 Ha go0y, cTaHOBMIA BigmoBigHOo 27 % (66/249), debykcoctat 80 Mr 1 pa3
Ha 100y 49 % (125/254) i anonypunon 300 mr/200 mMr 1 pa3 Ha o0y

31 % (72/230).

KniHiuHi pe3ysbmamu: 8idcomok nayieHmis, siki nompebyrome mepanii Hanadis nodazpu



Hocaiooncenus APEX. ITpotsiroM 8-TukKHeBOr0 Npo¢iakKTUYHOTO NIePioAy MalieHTH 3 TepaneBTUYHOL
rpynu ¢pebykcocrary 120 mr (36 %), siki moTpeOyBanu Teparlii HamafiB Iogarpy, MOPiBHIOBAIUCS 3
nalieHTaMu, ki 3actocoByBanu pebykcoctat 80 Mr (28 %), anonypunon 300 mr (23 %) Ta manebo
(20 %). YacToTa HamapiB OyJia BUIIOIO Mics MpodinaKTUYHOTO Iepiofy i 3 4acoM II0CTYIIOBO
3HUXKYyBanacs. Big 46 go 55 % mallieHTiB IPOBOAUIIN JIIKyBaHHS HallafiB ofarpu 3 8 TUXKHA i 3 28
TUXKHSA. Hamagy nopgarpy, 10 BUHUKIIY IIPOTSATOM OCTaHHIX 4-X TUXKHIB BUNIpoOyBaHb (24-28 TUXKHI),
crioctepiranucs y 15 % nauienTis (hebykcocrat 80, 120 mr), 14 % nauienTiB (anomypunon 300 mr) i
20 % nauienTis (mane6o).

Hocaiooncennsa FACT. [IpotsiroM 8-TuKHeBOT0 IPO(DiTaKTUYHOTO NIePioAy MalieHT 3 TepaneBTUYHOL
rpynu ¢ebykcocraty 120 mr (36 %), siki moTpeOyBanu Teparlii HamafiB Iogarpy, MOPiBHIOBAIKUCS 3
nalieHTaMu 060X TepaleBTUYHUX I'PYII, e 3acTocoByBanu ¢ebdykcoctat 80 Mr (22 %) Ta anomypuHo
300 mr (21 %). ITicnsg 8-TuKHeBOro MPodiTaKTUYHOTO Nepiofy YacToTa HamafiB 30inbmuacs i 3
4acoM IIOCTYINOBO 3HU3uNacs (64 % i 70 % nauieHTiB, SKi OTpUMYyBay JIiIKyBaHHS 3 IIPUBOAY HallafiB
nofarpu 3 8-52 tuxHsA). Hanagy nogarpy NpoTATroM OCTaHHIX 4-X TUXKHIB BUNpoOyBaHb (49-52
TUXKHI) criocTepiranucs y 6-8 % nartienTis (bebykcoctat 80 mr, 120 mr) i y 11 % namienTiB
(amonypunon 300 mr).

YacTka malieHTiB, fKi moTpeOyBanu JiKyBaHHS 3arocTpenb nogarpu (mocnimxkenus APEX i FACT),
Oy/a HUXKYOI0 y TPyIaxX, e CepenHs: KOHIIEHTPAllisi Ce40BOIl KMCJIOTH B CUPOBATII Mic/Is JTiKyBaHHS
3MeHIyBanacs 0o < 6,0 mr/gn, < 5,0 mr/gn a6o < 4,0 M/, IOpPiBHSHO 3 TPyIaMH, V SIKUX CepenHi
piBEHBb CEYOBOI KMCIIOTH CTaHOBUB = 6,0 MT/mi B ocTaHHI 32 TuXHi nmikyBaHHS (3 20-24 TUXKHS I10
49-52 TUXKOEHD).

[Tig yac pocnipxkenuss CONFIRMS uacTka maijieHTiB, sKi motpeOyBaiu JTiKyBaHHS HamadiB Iofgarpu
(1 menb KoxkHi 6 MicsniB), cranoBuna 31 % i 25 % y rpymnax, SKi oTpUMyBaiH BifmnoBigHo pebykcocTaT
80 mr i anonypuHoi. BigmiHHOCTEM Y CliBBigHOIIEHH] MAIliEHTIB, sIKi moTpebyBany JTiKyBaHHS HalafiB
Tofarpy, Mix rpymamu, ski 3acrocoByBanu ¢edykcocrat 80 mr i 40 Mr, He Bif3Ha4danocs.

ITos2ocmpokoai po3wupeHi 8i0kpumi 0oCcAi0HCeHHA

Hocaiooncennsa EXCEL (C02-021). Oocnigxerasa EXCEL Oynio TpUpiYHUM, BiIKPUTUM,
MYJIbTULIEHTPOBUM, PaHAOMi30BAHUM, PO3IMUPEHUM, aJIONYPHUHOI-KOHTPOILOBAHUM AOCTiAKEHHIM
6e3neku $Ha3u 3, siKe MPOBOIUIIOCS sl OI[iHKY 6e3MeKu 3a y4acCTIO MAIli€HTiB, SKi MPOMIITH OCHOBHI
nocrimxenHs: ga3u 3 (APEX a6o FACT). Bcroro B mocmimxkeHHs 0yio BKmoueHo 1086 mairieHTis:
debykcocrat 80 Mr 1 pa3 Ha go0y (n=649), pebykcocraTt 120 Mr 1 pa3 Ha moby (n=292) Ta
anmonypunon 300/100 mr 1 pa3s Ha mo6y (n=145). [TpubnusHo ang 69 % malmieHTiB KOpeKIisa Teparii
11 HOCSTHEHHSI OCTaTOYHOTO CTabiIbHOTO JIiKyBaHHS He Oyna notpibHa. [TamienTy, piBHi
CHPOBATKOBOI KOHIIEHTPAIIil CE40BO1 KACJIOTH Y SKUX IIPU TPUPA30BOMY IIOC/IifOBHOMY BUMipIOBaHHI
cTaHoBWIX > 6,0 Mr/mm, Oyiu BUKIIIOYEHI 3 HOCTiIKEeHHS.

PiBHiI cupoBaTKOBOI KOHIIEHTPAIlil CeY0BOI KUCIOTH 3 IIJIMHOM 4Yacy He 3MiHunmucs (Hanpuknag, y 91
% 1 93 % martrieHTiB, IKi crIoYaTKy 3aCTOCOBYBanu ¢pebdykcocTat y mo3ax BigmosimHo 80 mr i 120 mr,
PiBHI CHPOBATKOBOI KOHIIEHTpALlii Ce40BOI KUCJIOTH CTaHOBUIM < 6,0 Mr/mm Ha 36-My Micsii).

3a MaHUMHU TPUPIYHOTO CIIOCTEPEeXKEHHS V MeHII HiX 4 % mallieHTiB, gKi moTpebyBanyu IiKyBaHHS
HalafiB, BiIMiYeHO 3MeHIIIeHHs YaCTOTH HamafiB nmogarpu Ha 16-24 micsi i 30-36 micsiri (To6To
Oinbin HiK y 96 % mallieHTiB HeoOXimHICTE Yy JiKyBaHHI HallafiB BifiCyTHS).

Y 46 % i 38 % natieHTiB, SIKi OTpUMyBaJii OCTaTO4YHe cTabinbHe niKyBaHHS PebykcocTaToM
BigmoBigHO B 103i 80 a6o 120 Mr 1 pa3 Ha go0y, criocTepiranocs noBHE 3HUKHEHHS IIEPBUHHOTO
IaJIbII0BaHOT0 TO(GYCY Biff MOYATKY A0 OCTAHHBOTO Bi3UTY.



Hocnipxenus FOCUS (TMX-01-005) Oymo ' ITUPiYHUM, BIIKPUTUM, MyJIbTUIIEHTPOBUM,
PO3MIUPEHUM [IOCTiIKeHHIM Oe3meku Gas3u 2, 0 TPOBOAMIIOCS 3a YYACTIO MAIEHTIB, AKi 3aKiHUMIH
4-tuxkHeBUM npuiioM pebykcocTaTy 3 MOABIMHUM CIiUM Ho3yBaHHSIM y BuIpoOyBanHi TMX-00-004.
HocmimxeHHs BKmo4asno 116 marmienTis, sKi oTpuMyBanu crodaTtky ¢pebykcocraT 80 mMr 1 pa3 Ha
no0y. s 62 % malieHTiB Ag DiATPUMKU PiBHS CUPOBATKOBOI KOHIIEHTpAllil Ce40BOl KMCIOTH MEHIIIe
6,0 Mr/oy Kopekiiisi go3u He Oyna moTpiOHa, a 38 % manieHTiB noTpebyBaau KOpPeKIii f03u s
OOCSITHEHHST 0CTAaTOYHOI CTabiTbHOI KOHIIEHTPallil.

YacTKa NalieHTiB i3 piBHEM CUPOBATKOBOI KOHIIEHTPAIlil Ce40BOI KUCIOTH MeHIIe 6,0 Mr/mn
(357 MKMOJIB/TT) HA MOMEHT OCTAHHBOT'O Bi3uTy cTaHoBuia Ginbire 80 % (81-100 %) mist KOXKHOI 3
T'PYI 3a 103010 hebyKcocTarty.

Y dasi 3 kniHIYHUX DOCTIAXKEHb V MaIl€HTIB, sKi oTpuMyBanu ¢peOyKcocTat, CliocTepiranucs
He3HayHi 3MiHU Ne4YiHKOBUX MOKa3HUKIB (5,0 %). YacToTa nanux 3MiH Gya cxoxka 3 Takow IIpu
3aCTOCyBaHHi anomypunony (4,2 %) (ouB. po3gin «Oco6IMBOCTI 3aCTOCYBaHHS»). Y MOBrOCTPOKOBUX
BiIKpUTUX PO3IMMPEHUX OOCITIIKEeHHAX Y MallieHTiB, SKi oTpuMyBanu ¢pedykcoctart (5,5 %) abo
anonypuHoi (5,8 %) IpoTAroM TpUBAJIOrO Yacy, Bif3Havanocs migsuiieHHs piBHA TTT (> 5,5
MKMO/mn) (muB. po3min «OcoGIUBOCTi 3aCTOCYBAHHS»).

ITicaapeecmpauitiHi 0o820CcMpPOK0B8i 00CAIOHCEHHA

Hocmimxennst CARES siBnsinio co60i0 OaraToIeHTPOBE PaHIOMi30BaHe IMOABIMHO CIIile JOCTimXKeHHSs
BiZICYTHOCTi MeHII01 e()eKTUBHOCTI, ITiff YaC SKOT0 MOPiBHIOBa/IM Pe3yJIbTaTH CEPIIEBO-CYIUHHUX
3aXBOPIOBAHb IIPH 3aCTOCYBaHHI (heOyKCOCTATy Ta aJOMyPUHOIY V HAlliEHTIiB 3 MOAArpoo Ta
OCHOBHHMM CEPILIEBO-CYIMHHUMY 3aXBOPIOBAaHHSIMHU B aHaMHe3i, BKITIIOYalo4ud iH(papKT MioKappaa,
rocriTajisailito 3 mpuBOaYy HecTabilbHOI CTeHOKaP/Aii, Mpoleaypy KOpoHapHoi abo 1nepebpaibHOi
peBacKysgpH3allii, iHCy/bT, rocIiTailallio 3 IPUBOAY TPAaH3UTOPHOI illIeMiYHOI aTakH,
3axBOpIOBaHHSA nepudepudyHUX CyaruH abo IyKpoBuii fiabeT i3 03HaKaMM MiKpoaHTionarTii 41
MakpoaHnrionarii. [Insa mocsruenHs piBHS sUA MeHIe 6 Mr/on mo3y dbebykcocTaty TUTpyBanu 3 40 Mr
no 80 Mr (He3anmexkHO Bif GYHKIII HUPOK), a O3y allonypuHONy TUTPyBanu 3 KpokoM 100 mr 3 300 mo
600 Mr {71 MallieHTIB i3 HOPMAaJIbHOI0 PYHKIII€I0 HUPOK Ta HUPKOBOIO HEOCTATHICTIO JIETKOTO
cryners ta 3 200 go 400 mr g4 mamieHTiB i3 HUPKOBOK HEJIOCTATHICTIO IIOMIPHOTO CTyIIeHs
TSAKKOCTI.

[TepBUHHOIO KiHIIEBOIO TOUKOIO B mochimxkenHi CARES 0yB uac mepioi nossBu MACE (BaxiuBi
no0iyHi ceplieBO-CYyAMHHI SBUINA), CKIIaf0BOi HeJleTaabHOTo iHhapKTy MioKapaa, HelleTalbHOT0
iHCYNbTy, CMEPTI Bifi CEpIIeBO-CyIMHHMX NIATOJIOTiN Ta HeCcTabiIbHOI CTEeHOKaP/il 3 HeBiIKIagHOIO
KOPOHAPHOI0 PeBaCKYIsIpHU3alli€o.

Kin1eBi moka3HuKY (MEepBUHHI Ta BTOPUHHI) aHaIi3yBalu BiiIOBIAHO A0 aHAalli3y HalliIeHHS Ha
nikyBauH (ITT), BKiItoyaouu BCix cy0'eKTiB, siKi Oy/IM paHmOMi30BaHi Ta OTpUMay NPUHANMHI OIHY
103y IIpenapary y XOAi IOABIMHOTO CIIIIOT0 JOCiAXKEeHHS.

3aranom 56,6% malieHTiB TPUIUHIIN TPOoOHE JTiKyBaHHS epefdacHo, a 45% nalieHTiB 3aBepIInIn
He BCI BI3UTU [OCIIiIXKEHHS.

3aranoM, 6190 narieHTiB 3HaXOOUIIUCH IIifi CIOCTePEeXKEHHAM IPOTATOM 32 MiCALIB, cepenHs
TPUBAJIICTh BIUIMBY CTaHOBWIIA 728 OHIB mis marieHTiB rpynu ¢pebykcoctaty (n=3098) ta 719 nHiB
[JIS MAllieHTiB rpynu anonypuHony (n=3092).

[lepBuHHa KiHlleBa Touka MACE criocrepiranacs 3 aHaJIOriYHUMU [TOKa3HUKAMU Y IPylax JIiKyBaHHS
debykcocraToM Ta anonypuHoiioM (10,8% npotu 10,4% malieHTiB BifMOBigHO; CIIiBBiAHOIIEHHS



pusuky [HR] 1,03; nBocToponHil moBTopHUM 95% moBipuuii inTepran [CI] 0,89-1,21).

[Tpu ananisi okpemux komnoHeHTiB MACE dacToTa CMEPTHOCTI Bifl CeplieBO-CyOUHHUX [TaTOJIOTIN
Oymna BuIiowo y rpymi pedykcocTaTy, Hixk anonypunony (4,3% mpotu 3,2% narienTis; YCC 1,34; 95%
1 1,03-1,73). Yacrota inmmux momit MACE Gyna cxoxa y rpymax ¢eOyKcocTaTy Ta alonypHUHOMY,
TOOTO HeJeTaabHOTr0 iHpapKTy Miokapaa (3,6% mpotu 3,8% marienTis; YCC 0,93; 95% 11 0,72-1,21),
HeJleTalabHOTOo iHCYbTY (2,3% npotu 2,3% mamienTis; YCC 1,01; 95% I 0,73-1,41) Ta TepmiHOBO1
peBacKynsgpu3allii yepe3 HecTabinbHy cTeHOKappio (1,6% mpotu 1,8% nauienTis; YCC 0,86; 95% [I
0,59-1,26).

YacToTa CMEPTHOCTI 3 yCiX IPUYMH TaKoXk Oysa BUIIO00 y TPyIi ¢pebdyKcocTaTy, HixkK aronyprHOILY
(7,8% mpotu 6,4% marienTis; YCC 1,22; 95% 01 1,01-1,47), 1110 B OCHOBHOMY 00YMOBITIOBAJIOCS OibII
BUCOKHUM PiBHEM CMEPTHOCTI Bifl CEpLeBO-CyIUHHUX MATOJOT#H v 1iKt rpymi (ouB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

Temnu npuiHATOI rocmiTanisariil 3 IPUBOAY CepLieBOl HENOCTATHOCTI, rocIiTani3anil 3 IpUBOAY
apuTMii, 1110 He TOB’s13aHa i3 ilmemielo, BeHO3HUMHU TPOoMO0eMOOTiYHUMHE TIOTiAMHY, i TocmiTamizarii 3
IIPUBOJY MEPEXiTHUX illleMiYHUX HamafiB Oynu mopiBHIHHUMY 015 PeOyKcocTaTy Ta ajJolnypruHOIY.

Hocnimxennuss FAST 6y10 mpOCIIeKTUBHUM, PAHIOMi30BaHUM, BiTKPUTHUM [OCTIIXKEHHSIM 3
MaCKyBaHHSIM KiHIIeBOi TOUKH, B IKOMY IIOPiBHIOBaJIU Mpodinb 6e3neku ¢pedyKkcocTaTy i
aJIOIyPUHOIIY AJISI CeplieBO-CYOUHHOI CUCTEMHU V TAlliEHTIB 3 XPOHIYHOIO TinepypuKeMieio (B yMOBax,
KOJIU BiKJlaieHHS ypaTiB BxkKe Bif0yocs) i pakTopaMu pU3UKY CepleBO-CyOUHHUX 3aXBOPIOBaHb
(CC3) (TobTo mamieHTH BikoM Bif 60 POKiB i mpuHaNMHi 3 OQHUM iHITUM (HAKTOPOM

pusuky CC3), ITamienTy, mo BiAIOBiganyu KpUTepiaM BKIIOUEHHS Y JOCTIIXKEHHS, OTPUMYyBasu
TMiKyBaHHS aJI0MyPUHOJIOM 10 PaHgoMi3alril i, sKimo 6yno moTpibHo, IM KOPUTYBaIX 403V 3
ypaxyBaHHSIM KJIiHIYHOI OLiHKH, PeKOMeHalli# €BpomeicbKoi mpotupeBMaTuyHoi niru (EULAR) i
3aTBePAXKEHO]l CXeMH N03yBaHHA. HanmpukiHIl migrotos4ol a3 3aCTOCYBaHHS alOMyPUHOY
MAIliEHTH 3 piBHEM CHUPOBATKOBOI KOHIIEHTPallil ceuoBol KuciaoTu (SUA) < 0,36 MMomnb/1 (< 6
Mr/01) abo malieHTH, sIKi OTPUMYBaJIM MaKCUMAaJIbHY ITIePEHOCHY 03y YU MaKCUMallbHY
IO3BOJIEHY MO3Y aJIONypPUHOIY, Oy paHmOMi30oBaHi y ciiBBimHOIIEHH] 1:1 oI OTpUMaHHS
nikyBaHHS abo ¢hebykcocTaToM, abo anomypuHonoM. [IepBUHHOIO KiHIIEBOIO TOYKOIO
pociimgxxeHHs FAST 6yB yac [0 mepuIoro HacTaHHs OyOb-SKOI MOIil, 1110 BXOOUTH [0

CKafoBol KiH1eBoi Touku Antiplatelet Trialists’ Collaborative (APTC), B ToMy uuchi:

- TocmiTanmi3alis 3 MpPUBOAY HelleTanbHOTOo iH(apKTy Miokapaa (IM) / ToCTPOro KOPOHAPHOTO
cuagpomy (I'KC) 3 mo3uTHBHOIO peakirieio Ha OioMapKepw;

- HeJIeTallbHUM IHCYIIBT;
- CMepPTh B pe3yNbTaTi CeplLeBO-CyIUHHOTOyCKIIafHEHHS.

[TepBuHHUY aHasi3 TPYHTYBaABCS Ha MiAX0Mi, KUK BpaXOByBaB [aHi MAI[i€HTiB, 10 OTPUMYBaJIl
JIiKyBaHHS.

B ninomy 6ynu paHgomizoBaHi 6128 namienTis, 3 sskux 3063 orpuMmyBanu ¢pebdykcocrat i 3065 -
aJIONyPUHOII.

Y nepBHHHOMY aHasli3i JaHUX MAIliEHTIB, IKi OTPUMYBAaJH JiKyBaHHS, PeOyKcocTaT He IOCTyIaBCsa
aJIOIypPHHOJIY 3a YaCTOTOI0 BUHUKHEHHS IIEPBUHHOI KiHIIEBO1 TOUKH, Ka CcrocTepiranacsa y 172
nauiesTiB (1,72/100 marmienTo-pokiB) B rpymi pebykcocTaTy mopiBHsHO 3 241 nauientom (2,05/100
MaIliEHTO-POKIB) B TPYIIi aJIONyPHUHOIY, 31 CKOpUTOBaHUM BifHOUmIeHHAM pu3ukis [BP] 0,85 (95%, II:



0,70, 1,03), p “0,001. AHami3 maHWX MALI€HTIB, SIKi OTPHMYBAIIU JIiKYBaHHS, [JIs IEPBUHHOI KiHIIeBOI
TOYKY B miarpyni namienTis 3 IM, incynsrom a6o 'KC B aHaMHe3i He TPOIeMOHCTPYBaB CyTTEBOI
pi3HuI Mix rpymamu ngikyBaHHS: 635 (9,5%) marienTiB 3 nomismu y rpymi ¢pebykcocraty i 83 (11,8%)
MAIEHTIB 3 MOMIIMU Y I'PYIIi aJIOIypPUHOIIy; CKOPUTOBaHe BigHOIIeHHS pu3ukis [BP] 1,02 (95 % [[:
0,74-1.42); p = 0,202.

JlikyBanHs1 pebykcoctaToMm He Oyi0 moB'si3aHe 3i 30inbineHHsIM cMepTHOCTI Bif CC3 abo 3 inmmmx
IIPUYHUH SK B IJIOMY, Tak i B migrpymi nanienTis 3 IM, incynsToMm ab6o 'KC B aHaMHe3i. 3aranoMm, y
rpyti ¢pebykcoctaTy Oyno MeHine cMmepTtel (62 cmepTi Big CC3 i 108 cMepTel 3 iHIMX IPUYNH), HiXK
y rpymi anonypuHony (82 cmeprti Big CC3 1 174 cMepTi 3 iHIIUX IPUYUHY).

[Tpu nixyBaHHI pebykcocTaToM crocTepiranocs 0inblile 3HUKEHHS PiBHS CEe40BO1 KUCJIOTH
TIOPIBHAHO 3 JIIKYBaHHAM @JIOIyPUHOJIOM.

CunOpom nizucy nyxauHu (CJIIT)

EdexTuBHicTh Ta Oe3meKy 3acTocyBaHHS (hebOyKcocTaTy And npodinakTuky i nikyBauus mpu CJIIT
ouintoBanu B gocuipxkenHi FLORENCE (FLO-01). ®ebykcocTaT npogeMOHCTPYBaB HalKparly i
IIBUALILY Ail0 00 3HUKEHHS PiBHS ypaTiB IIOPIBHAHO 3 aJIONyPUHOJIOM.

FLORENCE saBnsimo co6oio panmoMizoBaHe (1:1), momBiiiHe ciine, omopHe mociigxeHHs (asu III,
IpoBefieHe [Iyis MOPiBHSIHHS (hebykcocTaT y mo3yBaHHi 120 mMr 1 pa3 Ha mo0y i amonypuHoiy B
no3yBanHi 200-600 Mr Ha mo0y (cepenHs mo6oBa m03a aloNypPHHONY) [+ cTaHOapTHE BigXuneHH]:
349,7 £ 112,90 Mr) B yM0oBax KOHTPOJII0 KOHIIEHTpallii Ce40BO1 KMCJIOTH B CUPOBATIi KPoBi. Bubpawni
TallieHTH TOBUHHI Oynu OyTu KaHAUAaTaMHU OJ1s JIiKyBaHHS aJIONypPHHOIOM ab0 He MaTH JOCTYIIY [0
pacOypuka3su. [lepBUHHI KiHI[eBI TOYKM SBISAIN COOO0I0 IJIOMIY IIifi KpXBOI KOHILIEHTPAIlil Ce40BO1
kucsotu B cupoBatli (AUC sUA, ;) i 3MiHy piBHS KpeaTuHiHy B cupoBaTii (sC), 3 mepIoro mno
BOCBMUH MEeHb KOXKHA.

o mocmimxeHHS 0710 BKITI0OYeHO 346 TMaIlieHTiB i3 reMaTOIOTiYHUMU 3710SKiCHUMHU
HOBOYTBOPEHHSMH, SIKi OTPUMYyBaIM XiMiOTepallilo i Maiu CepenHili/BUCOKUN CTYIiHb PU3UKY
po3Butky CJIII. Cepenne 3HauenHs AUC sUA, ; (Mr X 4/m) 6yn0 3HaYHO HUKYUM IIPU NIPUAKOMi
debykcocraty (514,0 = 225,71 mopiasHo i3 708,0 £ 234,42; cepelHe HaMEHIIKX KBafIpaTiB s
pi3Humi: -196,794 [95 % pmosipuoro iHTepBany: -238,600; -154,988]; p < 0,0001). Kpim Toro, cepenHiu
CUPOBaTKOBUH PiBeHb Ce40BOI KUCIOTH OyB 3HAYHO HUKYUYU IIPU 3aCTOCYyBaHHi GpedykcocTary,
IIOYMHAIOYH 3 NepIux 24 roguH JIikyBaHHS i B OyOb-IKUM HaCTYIHUU MOMEHT 4acy. CTaTUCTUYHO
3HAYMMUX BiIMiHHOCTEY 3a cepefHiM BMICTOM CHPOBATKOBOT'0 KpeaTuHiny (%) Mix ¢ebykcocTaToM i
anmonypuHosoM He 6yio (-0,83 + 26,98 mopiBusHO 3 -4,92 + 16,70 BiOmoBigHO; cepeqHE HAWMEHIITHX
KBafpaTiB gy pizuuui: 4,0970 [95 % mosipyoro iHTepBany: -0,6467; 8,8406]; p=0,0903). 3
ypaxyBaHHSIM BTOPUHHUX KiHIIEBUX TOYOK, CTAaTUCTUYHO 3HAYUMUX BiIMIHHOCTEN 3@ 4aCTOTOI0
Po3BUTKY nabopaTopHo miaTBepaxeHnoro CJIIT #e 6ymo (8,1 % 19,2 % mns debykcocTaty i
aJIoNypUHOIY BiAmoBigHO; BitHOCHUY pusuk: 0,875 [95 % mosipuoro inTepsany: 0,4408; 1,7369];
p=0,8488) i knminiku curmpomy po3many myxnuHu He 0ymo (1,7 % i 1,2 % mns hebykcocTaty i
aJIONyPUHOIY BiANOBigHO; BigHOCHUM pu3uk: 0,994 [95 % mosipyoro intepBany: 0,9691; 1,0199];
p=1,0000). YacToTa BCiX 03HaK i CAMIITOMIB, 1110 BUHUKIIH IIifl Yac JiKyBaHHS, a TaKOXK M00iYHUX
peaxliiii craHoBUa 67,6 % nopiBHAHO 3 64,7 % i 6,4 % nopiBHAHO 3 6,4 % nna gebykcocTary i
anonypuHoiy BignosigHo. Y pocrnigxenHi FLORENCE ¢eOykcocTaT npogeMoHCTPYBaB HalKpaly i
MIBULIY Oif0 IION0 3HUKEHHS PiBHS C€Y0BOl KMCJIOTH B CUPOBATII KPOBi IOPIBHSHO 3 aJIOIyPHUHOJIOM.
Hawni mopmo nopiBasHHES pebykcocTaTy i pacOyprKasu Ha HaHUM Yac BigcyTHi. EGQeKTUBHICTE Ta
6e3neka 3acTocyBaHHs ¢ebykcocTaTy He Oyu BCTAHOBIIEH] [ NallieHTiB i3 rocTpuM TsxkkuM CJIII,
HaIpUKJIa[ MallieHTiB, ¥ SKUX iHII BUAU Tepalil [y 3HUKEHHS ypaTiB He OiloTh.



dapmakokiHemuka.

Y 3mopoBux m0GPOBOIIBINIB MaKCUMajIbHA KOHIIEHTpalis y mi1a3mi kposi (C,,,,) Ta oA i KPUBO0
(AUC) 36inblryBanucs IPOMOPIiMHO O03i Mic/Ig 0GHOPa30BOro Ta 6araTopa3oBoro 3aCTOCYyBaHHS
dhebykcocTaTy y mo3ax Big 10 mo 120 mr. [Tpu go3ax Big 120 go 300 mr 36ineinenns AUC Oyio
OinmbIiM, HiXK MpomopIifHO m03i. ITpu 3acTocyBanHi 103 10-240 Mr KOXHi 24 TOOWHU HAKOIUYEHHS
debykcocTaty He BimMiuanocs. [lepegbauyBaHuil cepeqHill TepMiHaIbHUY Iepiof HaIliBBUBENEHHS
(t,) bebykcocTaTy cTaHOBUB NpUOIU3HO 5-8 ronuH. ByB mpoBeneHu NONyIAiNHUN aHai3
dhapMakoKiHeTuKu/papMaKogrHaMiK{ 3a JAaHUMHU, OTPEMaHUMU 3a y4acTio 211 malrieHTiB i3
rinepypukeMmiero i mogarporo, siki 3actocoByBanu ¢pedykcocTat y mo3ax 40-240 mr 1 pa3 Ha go0y. B
I[iIOMY OTPHMaHi 3HaUYeHHS (papMaKOKiHEeTHYHHX [TapaMeTpiB BiATIOBialOTh TAKUM y 3MOPOBUX
noOPOBOJIBIIB, 5IKi, OTKE, € XOPOIIO MOMAEIIIIIO OIS OLiHKK (hapMaKOKiHETHKY/(hapMaKOOuHaMiKu
Ipernapary y Ialji€HTIiB i3 I0Jarpoxwo.

BcmoxkmyearHus. PebykcocTaT MBUAIKO (t,,., (Yac HOCATHEHHS MaKCHMaJbHOI KOHIIEHTpallil)
1,0-1,5 ropunn) i mobpe (mpunaiiMHi 84 %) BCMOKTYeThCs. [Ipu 0IHOPA30BOMY Ta
O6araTopa3oBOMY 3acToCyBaHHi peOykcocTaTy nepopanbHo y mo3ax 80 mr abo 120 mr 1 pas
Ha 06y C,,,, BidmoBigHO cTaHOBUTH 2,8-3,2 MKr/M1 Ta 5,0-5,3 MKr/Mi1. AOCONTIOTHY
6iomocTymnHicTh TabmeTok pedykcocTaTy He aHamidyBanu. [Ipu 6araropa3oBoMy
3acTocyBaHHi y mo3i 80 Mr 1 pa3 Ha go0y abo Impu 0gHOPA30BOMY 3aCTOCYBaHHi y 0o3i 120 mr
y TIO€HaHHI 3 KUpPHOIO 1Xkelo C, . 3MeHmyBanacs Ha 49 % ta 38 %, a AUC - Ha 18 % Ta 16
% BignosigHOo. OgHAK 1€ He CYIIPOBOAXKYBaIOCS KIIIHIYHO 3HAUYIIUMU 3MiHAMU CTYIIEHS
3MEHIIEHHS PiBHS C€Y0BOI KUCIIOTH Y CUPOBATIi KPOBi (Ipu 6araTopa3oBoMy 3aCTOCYBaHHi y
no3i 80 mr). Otxke pebyKkcocTaT MOKHa 3aCTOCOBYBATH HE3alIeKHO Bifl BAKHMBaHHS 1Xi.

Posnooia. [TepenbauyBaHuii 06°'eM po3nofiny B piBHOBaxkHOMY cTaHi (V/F) mmns
dhebykcocTaTy 3MiHIOETHCS Bif 29 mo 75 11 micys mepopanbHOTo 3acTocyBaHHS y m03i 10-300
Mmr. CTymiHb 3B’'sI3yBaHHA GebykcocTaTy 3 GiNlkaMu MIa3MU KPOBi (TOTOBHUM YHUHOM 3 albOyMiHOM)
cTaHOBUTH 99,2 % i He 3MiHIOETHCS IIpH migBuINeHH] 103U 3 80 go 120 mr. [ aKTUBHUX MeTa0O0JIiTiB
¢dbebyKcocTaTy CTYIiHb 3B'sI3yBaHHSA 3 OiNlkaMu Ija3Mu KPoBi KonuBaeThcs Big 82 mo 91 %.

Memaboaizm. ®ebykcocTaT aKTUBHO MeTab0Ii3yEThCS MIJISTXOM KOH Iorallii 3a y4acTio
ypupusaudocdaTriokypoHinTpaacdepasu (VI O-rnokypoHinTpancdepasn) Ta OKUCHEHHS 3a
y4acTio ¢pepmeHTiB cuctemu rutoxpomy P 450 (CYP). Yeworo imenTudikosaHo 4 ¢papmMaKoIoridyHo
aKTHBHUX TiPOKCUNIbHUX MeTabonitu GpedykcocTaTy, 3 3 HUX OyJIM BUSBIIEH] y I1a3Mi JTIONUHM.
HocmimkeHHS in vitro Ha MiKpocoMax MeYiHKyU JTIOOWHY 3aCBiqYUIH, IO I1i OKUCHeHi MeTabomiTu
YTBOPIOIOTHCS mepeBaxHo mif miero CYP1A1, CYP1A2, CYP2C8 a6o CYP2C9, Tomi sixk pebykcocTaTy
TJIIOKYPOHI YTBOPIOETHCS FOJIOBHUM YMHOM TIif fmieto Y @-rntokypoHinTpancdepasu 1A1, 1A8 Ta
1A9.

BusedenHs. ®PebyKcoCTaT BUBOOUTHCS 3 OPraHi3My uepes MeviHKy Ta HUpKaMu. [Ticns
TIepoOpasIbHOro 3acTocyBaHHsa ‘C-pebykcocTarty y mo3i 80 Mr npubnusso 49 % BUBOSUIOCH i3
cedelo y BUTTIAAI He3MiHeHOTro pebdykcocTaTy (3 %), aluaraioKypoHiny mitouol peuoBunu (30
%), BimoMux OKHCHeHHuX MeTaboJIiTiB Ta ix KoH'1orariB (13 %) Ta iHIKUX HeBimoMHX
MeTabomiTiB (3 %). KpiM HUPKOBOI eKcKpelil, mpubau3Ho 45 % mo3u BUBOAUIIOCS 3 KaJlloM y
BUTTIAAI He3MiHeHoro ¢ebykcocTaTy (12 %), arunrmokypoHiny mitouoi peuoBunu (1 %),
BiJOMHX OKMCHEHHX MeTa0oJIiTiB Ta iX KOH'1oraTiB (25 %) Ta iHIIMX HeBimoMux MeTaboJIiTiB (7
%).

Hupkosea HedocmamHicme.



[Tpu GaraTopa3oBoMy 3acTocyBaHHi (pebykcocTaTy B mo3i 80 Mr He Oyno BimMmiueHo 3min C,,
bebykcocTaTy y mallieHTiB 3 IerkKoi0, IOMipHOI0 a00 TSIKKO0I0 HUPKOBOIO HEJOCTATHICTIO TOPiBHSHO 3
nalieHTaM{ 3 HOpMaJbHOI0 QyHKIlielo HupoK. CepenHs 3aranbHa AUC ¢ebykcocTaTy 30inbiryBanacs
npu6bnu3Ho y 1,8 pasa: Bif 7,5 MKT X roguHa/Mi y NallieHTiB 3 HOPMaJIbHOIO QYHKIIi€I0 HUPOK f0 13,2
MKT X TOOVHAa/MJI y TallieHTiB 3 TAXKKO0I0 HUPKOBOW HepocTtaTHicT. C,,, Ta AUC aKTUBHUX
MeTabomiTiB migBuiyBanucs y 2 i 4 pa3u BigmosigHo. IIpoTe mallieHTaM i3 HUPKOBOIO HEIOCTATHICTIO
7erkoro abo MOMIpPHOTO CTYIIeHSI KOPEKIIis 003U JIiKapChbKoro 3acoby He moTpibHa.

ITevinKosa HedocmamHicme.

[Tpu 6araTopa3oBoMy 3acToCyBaHHi (pebykcocTaTy y no3i 80 mr He Oyy0 BigMiuyeHO CyTTEBUX 3MiH
C.x Ta AUC ¢ebykcocTaTy Ta #oro MeTaboJIiTiB y MaIlieHTIB 3 JIETKOO (KJ1ac A 3a IIKasoio
Yannpga-I1'10) Ta momipHO (kKy1ac B 3a mkanow Yaunga-I1'10) me9iHKOBOIO HEOOCTATHICTIO TOPiBHSIHO
3 mallieHTaMHU 3 HOPMaJIbHOI PYHKITiEI0 evinKku. [JocimKeHHs JTiKapCbKoro 3acofy y IallieHTiB 3
TSI2KKOIO ITIeYiHKOBOIO HefmocTaTHiCTIO (knac C 3a mkanow Yaunga-I1'10) He TpoBOAMIOCS.

Bik.

[Tpu 6araTopa3oBoMy IIePOPAIbHOMY 3aCTOCyBaHHi (hebyKcocTaTy He OYJI0 BiTMiueHO CYyTTEBUX 3MiH
AUC ¢ebykcocTaTy Ta #0oro MeTaboIiTiB y Mali€eHTiB TITHHOTO BiKYy ITOPIBHSIHO 3 MOJIOTUMU
3I0POBUME 10OPOBOIBLSAMH.

Cmameo.

[Tpu 6araTopa3oBoMy IIepopabHOMY 3acTocyBaHHi pebykcoctaty C,,, Ta AUC dpebykcocTaTy y
XkiHOK Oynu Ha 24 % Ta 12 % BUIMMU BiAIOBigHO, HiX ¥ YonoBikiB. OgHak C,,, Ta AUC, cKkopuroasi
3a Macoro Tina, Oynmu cxoxi ms 060X rpym, ToMy 3MiHa 103U ¢heOyKCcocTaTy 3ajlexkHO Bifl CTaTi He
moTpiOHa.

KiiniyHi XapaKTepHCTHKH.
IToka3aHHsA.
E€BPOOEF y mo3i 80 Mr ta 120 mr:

JIikyBaHHSI XpOHIYHOI riepypuKeMii Ipy 3aXBOPIOBaHHSAX, 1110 CYIIPOBOIKYIOTHCS BiIKIagaHHIM
KPUCTAJIiB ypaTiB, ¥ TOMY YHKCJIi IpX HasBHOCTi To(yciB Ta/abo mOoJarpuyHOro apTPUTy B HaHUU Yac
YU B aHaMHe3l.

E€BPOO®EE y mo3i 120 mr:

JlikyBaHHS Ta npodirlakThKa rinepyprkeMil y JOPOCIUX MAIliEHTIB, AKi Miggal0ThCd XiMioTeparii 3
IIPUBOMY TeMAaTOJIOTiYHUX 3JI0SKiCHUX HOBOYTBOPEHD 3 MTOMIPpHUM a00 BUCOKHAM PU3UKOM CUHAPOMY
nizucy nyxnuau (CJIII).

EBPOQ®ED noka3aHu#l JOPOCIUM MalliEHTaM.

IIpomunoka3aHHA.



linepdyTnuBiCTh IO aKTUBHOI pe4oBUHU ab0 [0 Oymb-sKOI iHIIO1 JOTIOMiXKHOI PEUYOBHHU IIpenapary,
3a3HayveHol y po3mini «Ckiag».

B3aemodin 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.
MepxanmonypuH/a3zamionpuH.

BipmoBimHO mo MexaHi3My CBoO€l mii pebyKcocTaT IPUTHIUYE KCAHTUHOKCHUIA3y, TOMY CYIIyTHE
3aCTOCYBaHHS He PeKOMeHAYeThCs. [IpUTrHiYeHHST KCAHTUHOKCHUAA3U MOXKe IPU3BOAUTHU 1O
TiABHUINEHHS KOHIIEHTPAIlil 000X IpemnaparTiB y maa3Mi, 110 MOXkKe BUKJIMKATH MiEJIOTOKCUYHY peakIlio.
Y pasi ogHOYacHOro BBeieHHs (HeOyKCOCTaTy N03U MepKalTONypPUHY/a3aTionpuHy JIif 3MEHIIUTH [0
20 % abo MeHIIIe Bif paHille mpu3HadyeHol o3u (OuB. po3ain «OcoO0MMBOCTI 3aCTOCYBaHHS»).
AneKBaTHICTh 3allpOTIOHOBAHOI KOPEKIIii 03H, dKa 6a3yBanacs Ha MOOeJioBaHHi Ta iMiTallitHOMY
aHaJi3i JOKJIiHIYHUX JaHUX Ha Llypax, Oyna HmifTBepAKeHa pe3ynbTaTaMy KJIiHIYHOTO AOCTiAXKeHHS
B3a€MO[Iii TiKapChbKuX 3ac00iB y 3M0poBUX H0OPOBOIIBLIB, SAKi 0TpuMyBanu a3aTtionpus 100 Mr okpemo
Ta 3HUKEHY [03y a3aTionpuny (25 mr) y kombinanii 3 pebykcoctaTom (40 abo 120 mr). [JocmigKeHHS
B3aeMorii peGykcocTaTy 3 mpemaparaMmu (Kpim Teodininy), 110 MeTabomi3y0ThCs
KCaHTMHOKCHa3010, He IIPOBOAUIUCS 3a Y4acCTIO JTI0Jeu.

Mopeniowouni Ta iMiTaliiHUM aHaIi3 faHUX AOKJIIHIYHOTO AOCTIgXXKEeHHS Ha IIypaX BKa3ye Ha Te, II0
y pa3i ogHOYacCHOTO BBefleHHs (peOyKcocTaTy [03M MEPKAINTOMyPUHY/a3aTiONPUHY CJIifi 3MEHIIUTH 0
20% abo MeHIIIe Bif paHillle mTpu3HadyeHol 03U (OuB. po3ain «Oco0MMBOCTI 3aCTOCYBaHHS»).

HocnimxeHHS B3aeMoii (eOyKcoCTaTy Iif 4ac UTOTOKCHAYHOI XiMioTeparii He TpoBogunucs. Y
IIPOIIEC] OITOPHOTO HOCimKeHHs narientaM i3 CJIII 3 gekinbkoMa pexXuMaMu XiMioTeparril
npu3HadaBcs pebykcocTaT y mo3i 120 Mr, BKII0OYa0Yd MOHOKJIOHAJIbHI aHTHTiNa. ToMy MOXKITUBICTh
B3a€EMOil 3 OyIb-IKUMU IIUTOTOKCHYHUMHY ITPerapaTaMH, 1[0 CYMiCHO ITPU3HAYAIOTHCS, BUKIIIOYATH
He MOXKHa.

PosuezaimasoHn/cybcmpamu CYP2C8.

®ebykcocTat € cnabkum inribitopom CYP2C8 in vitro. ¥ nporieci focnigXkeHHS Y 3T0POBUX
noOpOoBOJIBLIiB MMapasesibHe 3acTocyBanHs 120 Mr ¢pebykcoctaTy 1 pa3 Ha 106y Ta OIHOPa30BOi
IIepopabHO IPUUHSATOL O3 PO3UTIIITa30HYy 4 MTI He BIUIMBa/IO Ha (papMaKOKiHETHKY PO3UTIIITa30HY i
1oro MetabomniTy N-0e3MeTHuIpo3UrIiTa3oHy, 0 AEMOHCTPYE, 110 pebykcocTaT He IPUTHIYYE
depment CYP2C8 in vivo. Takum 4nHOM, OfHOYacHe BBefleHHS (eOyKcocTaTy i po3uriitTa3oHy abo
inmux cy6ctpatiB CYP2C8 He BuMarae KOpekIlil 031 OJ1s1 IIUX IIperaparis.

TeoiniH.

[TpoBenmeHO JOCifzKeHHS B3aeMomil peOyKcocTaTy 3a y4acTiO 3T0POBUX NOOPOBOJIBLIIB IJIs OL[iHKH
BIIJIUBY IPUTHIUEHHS KCAHTUHOKCUAA31 Ha 30ibIIeHHS PiBHSA T€O(iNiHy B IIUPKYII0I0Yill KPOBI, 110
crocTepiranocs 3 iHmKMY iHTi6iTOpAaMK KCAaHTHHOKCHUAA3U. Pe3ynbTaTu OOCTiIXKEeHHS T0Ka3ay, 1110
IIPY OJHOYACHOMY 3acToCyBaHHi ¢ebykcocTaty y mo3i 80 mMr ta Teodininy B no3i 400 mr He 6yo
XKoOHUX (hapMaKOKiHEeTMYHUX B3aeMOIiX ab0 BIIUBY Ha 6e3meKy Teodininy. Takum 4uHOM,
¢debykcocTat y mo3i 80 Mr MoxKHa 3aCTOCOBYBaTH OOHOYACHO i3 TeodiniHoM 6e3 0coOnMuBUX
3acTepexkeHb. [laHUX 070 H03u pedykcocTaTy 120 Mr HEMAE.

HanpoxceH ma iHwi iH2ib6imopu 2110KypoHi3auii.

MeTabori3aM hebyKcocTaTy 3aexkuTh Biff akTUBHOCTI pepmeHTy Y O-rmoKypoHinTpaHchepaswu.



JlikapceKi 3aco0u, 110 IPUTHIYYIOTH NIPOIleC III0KYPOHi3allil, HanpuKiiaZ HeCTePOiAHI TpoTH3anabHi
3acobu (HII33) Ta npobeHelus, TEOPETUYHO MOXKYTh BIIMBATH Ha BUBefeHHS debykcocTaty. Y
3M0POBUX MOOPOBOJIBLIIB ITPK OMHOYACHOMY 3aCTOCyBaHHiI (hebyKCcOCTaTy Ta HAPOKCceHy mo 250 Mr 2
pa3u Ha no0y crocTepiranocs nocuneHss aii pedykcocraty (C,,, cTaHOBUTD 28 %, AUC- 41 %, t,,- 26
%). YV mporieci KmiHiYHUX OOCITigXKeHb 3aCTOCYBaHHS HAMPoKceny Ta inmmx HI133/inribiTopis LIOT-2
He CYIPOBOMXKYBAJIOCS KIiHIYHO 3HAYYIIUM 30i/IbIIEHHSIM MOOIYHUX PeaKIiil.

debykcocTaT MOXKHa OOHOYACHO 3aCTOCOBYBATH 3 HAllPOKCeHoM 0e3 3MiHHU iX mo3Hu.
IHOyKmopu 2/110KypoHi3auil.

[TotyxHi iHOyKTOPU pepMeHTY Y @-TMI0KypOoHinTpaHcpepasu MOKYTh IIOCUIIOBATA MeTaboJ1i3M Ta
3MeHIIyBaTH e(peKTUBHICTh PeOyKcocTaTy. Y NallieHTiB, sIKi 3aCTOCOBYIOTh IIOTYKHi iHIYKTOPU
TJIIOKYPOHi3allil, pPEKOMEHYEThCS KOHTPOJIIOBAaTH PiBEHb CEY0BOI KMCJIOTH Y IJIa3Mi uepe3 1-2 TUXKHi
OfHOYacCHOI Teparil. [Ipu BigMiHi iHOyKTOpa TMIIOKyPOHi3allil MOXK/INBe IiABUIIEHHS PiBHS
bebykcocTaty y IaasMi.

KoaxiyuH/iH0oMemauuH/2i0poxaopomia3ud/8apphapuH.

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

Takox He IOTPiOHO 3MiHIOBATH HO3y (eOyKCOCTaTy MPU OOHOYACHOMY 3aCTOCYBaHHI 3
TiIPOXIOPOTia3uOOM.

OpHovacHe 3acTocyBaHHS (ebyKcocTaTy 3 BappapuHOM He BUMAra€ 3MiHU JO3W OCTAaHHBLOTO.
3acTocyBaHHS Yy 3m0poBux mo6poBobliB pebykcoctaTy (80 Mr abo 120 mr 1 pa3 Ha goly) 3
BapdapuHOM He BIIJIMBa€E Ha papMaKOKiHETHKY OoCcTaHHbOr0. OmHOYaCHE 3aCTOCYBAHHS 3
¢bebykcocTaToM TakoX He BinuBano Ha MHO Ta akTuBHicTh hakTopa VII.

Hesunpamin/cybcmpamu CYP2D6.

3a maHUMH, OTPUMAHUMM in Vitro, hebykcocTat € cnabkum inribitopom CYP2D6. ¥ mporeci
IOCTiIKEeHb 3a Y4acTIO 30POBUX N0OPOBOIIBLIB, gKi oTpuMyBanu 120 Mr pebykcocraTy 1 pa3 Ha
no0y, cnoctepiranocs 30inpmenHs AUC pe3unpaminy (cyoctpat CYP2D6) Ha 22 %, 110 CBigYUTh PO
cnabKy npurHidyBanbHy Aito pedykcocTtaty Ha hepmeHT CYP2DG6 in vivo.

Takum 4nHOM, IPU OMHOYACHOMY 3acToCyBaHHI pebykcocTaTy Ta cyocTpatiB CYP2D6 HeMmae
HeoOXiMHOCTi 3MiHIOBaTH IX J03H.

AHmauyuoHi 3acobu.

[Ipu ofHOYACHOMY 3aCTOCYBaHHI 3 aHTalaMy, 110 MICTATh MarHilo riIpoKCHUf, Ta altoMiHi0
rigpokcup, BifMidaeThCs 3aTPUMKa BCMOKTYBaHHS GeOyKcocTaTy (mpubnu3Ho Ha 1 romuHy) Ta
3meHmenHs C,,, Ha 32 %, ogHak AUC ¢hebyKcocTaTy CYyTTEBO He 3MIHIOETHCS, TOMY GhebyKcocTat
MOXHa 3aCTOCOBYBATH 3 @aHTALUTHUMU 3aC00aMH.

Oco6 1ueocmi 3acmocyeaHHsi.

Cepueso-cyO0uHHI 3aX80PHBAHHA.



JIikyBaHHSI XpPOHIYHOI rinepypukeMii

[Tig yac po3poOKY JTiKapChKOIro 3ac00y i B OMHOMY IiCIISIpEECTPAIIiNHOMY JOCTiAKeHHi
(CARES) y nali€eHTiB 3 yke HasIBHUMU OCHOBHUMH CEpIIeBO-CYIUHHUMH 3aXBOPIOBAHHIMHU
(HampuKian: iHpapKT Miokapmaa, iHCyIbT a0o HecTabibHa CTEHOKAPis) MPH 3aCTOCYBAHHI
dbebykcocTaTy crocTepiranacs 6inbIla KiTbKiCTh CEpPIIeBO-CYAUHHUX YCKIIafHEHb 3 JIeTAIbHUM
HAaCJIiIKOM IOPiBHSHO 3 aJIONYPHUHOJIOM.

[TpoTe B momanbioMy micnspeectpaninomy gocuimxkenHi (FAST) ¢pebGykcocTaT He MOCTyIaBCs
aJIONyPUHOJIY 3a YaCTOTOIO SK JIeTaIbHUX, TaK i HeJleTalbHUX CePIeBO-CYOUHHUX YCKIIagHEHD.
JIikyBaHHS 1Li€l rPyNHu MAI[iEHTIB CIIifi TPOBOAUTH 00€PEKHO Ta 3 PETYIIPHUM HarJIsgmaoM.

HeTanbHime mpo 6e3neky ¢hedyKcocTaTy s CeplieBO-CYAUHHOI CUCTEMHU OUB. po3minu «I1o6iuHi
peaxirii» i «®PapMakoguHaAMIKa».

[TanmieHTaM i3 nonepegHLO HAIBHUMY OCHOBHUMU CEPIEBO-CYOUHHUMY 3aXBOPIOBAaHHAMY (HaIpUKIIan
indapkTOM MioKappa, iHCynbTOM ab0 HecTabiIbHOIO CTEeHOKAPZI€I0) CIlifi YHUKATH JTiKyBaHHS
(bebykcocTaToM, 3a BUKJIIOUEHHSAM BUIIAMKIB, KOJIU HeMaE€ iHINX HaJleXKHUX BapiaHTiB Teparrii.

Y mocnipxernHax APEX ta FACT y 3aranpHill rpymi ¢peOykcocTaTy IOPIiBHSHO 3 TPYIIOI0 aJl0MypUHOITY
MTOBiHOMIISITIOCS TTPO 30i/bIIeHHS KiTbKOCTi IOPYIEHb 3 O0KY CepIeBO-CYOUHHOI cuctemu (Anti-
Platelet Trialists’ Collaboration (APTC)) (Bu3HaueHHS KiHIIEBUX TOYOK Yy TPYIIi CyMiCHOTO aHami3y
antutpoMOoruTapHoi Tepamnii (APTC), y T. 4. 3 TIeTaabHUM HACIiIKOM Yy 3B’I3KY 3 CepLEeBO-CyOUHHUM
3axXBOPIOBAHHAM, iHpapKTy MioKapaa 6e3 NneTarbHOr0 HACHifKy, iHCynbTy 6€3 NeTalbHOT0 HaCiKy)
(1,3 mopiBusaHO i3 0,3 BunagkiB Ha 100 nauieHTo-poKiB), Ha BigMiHy Bif mocnigxeHH CONFIRMS
(ouB. po3min «PapMakoguMHaMiKa» OIS OeTaJbHOTO OMHKCY JOCHiAXKeHH). YacToTa MopyiieHsb 3 60Ky
cepieBo-cynunHOl cucteMmu (APTC), mpo sKi moBigoMiisinocs y KoMOiHOBaHUX OOCHiIXKeHHAX a3 3
(mocnigxenus APEX, FACT ta CONFIRMS), crarnosuna 0,7 nopisasHO 3 0,6 Bunaakis Ha 100
MAIliEHTO-POKIB. ¥ paMKax MOBrOCTPOKOBHUX IMTMPOKOMACIITAOHUX HOCIIIXKEHbh YaCTOTa CePIeBO-
CYOVHHMX MOPYIIEHb, IPO fAKi MoBigomaiaocs, ctaHoBuia 1,2 ta 0,6 Bunaakis Ha 100 mauieHTO-poKiB
niist hebyKcocTaTy Ta aJlonypUHOITY BiANoBigHO. BinMiHHOCTI He Gy CTaTHCTUYHO OOCTOBIpHI,
MIPUYNHHO-HACTiITKOBUY 3B’SI30K MiXK BKa3aHMMMU IOPYIIEHHSIMH Ta 3aCTOCYBaHHSIM PpeOdyKcocTaTy
OyB BigcyTHiN. ®akTOpamMu ineHTU(IKOBAHOTO PU3UKY Y TAKUX TALiEHTIB OyTU BUSABIEH]
3aXBOPIOBAHHS, 1[0 BUHUKIIM B Pe3yJIbTaTi aTepoCcKiepo3y Ta/abo iHpapKTy Miokapma abo 3acTiliHOI
CeplleBOl HeMOCTATHOCTI (B aHaMHe3i).

Y nicnapeectpauinaomMy pociinkeHHI CARES (geTanbHy XapaKTepPUCTUKY AOCIIIIXKEHHS OUB. Y
po3mini «PapMakoguHamika») yacrora siButll MACE Gyra cxoxa y rpynax ¢pebykcocraTy Ta
anonypurony (HR 1,03; 95% 11 0,89-1,21), ane cnocTepiraBcs BUIINUHI PiBeHb YaCTOTU CMEPTEH Bif
CepIeBO-CYAUHHUX 3axBopioBaHb (4,3% npotu 3,2% manienTis; YCC 1,34; 95% [OI 1,03-1,73).

IIpoginakmuka i aikyeaHHA 2inepypukemii y nauienmis i3 pusukom posgumky CJITI

[TamienTy, sKi miggamThCA XiMioTeparllil 3 MPUBOAY reMaTOIOTiYHUX 37I0IKICHUX HOBOYTBOPEHD 3
noMipHUM abo BucokuM pusukomM CJIIT Ta 3aCTOCOBYIOTH (peOyKCOCTaT, IpX HasBHOCTI KITiHIYHUX
IMOKa3aHb 3HAXOASAThCA ITifl HArlIsgoM Kapaionora.

Asepeis/einepuymausicms Ha AikapcbKi 3acobu.

Y MexkaXx TOCTMapKeTUHTOBOT0 Harsaay Oyiau pifKicHi mOBimOMIEHHS PO CEPHO3Hi anepriyui
peaxiiil/peakiiil rinep4yyTauBOCTI, Y TOMY YHCIIi 3arPO3IUBOTO IJIS1 JKUTTS CUHAPOMY
CriBeHca-[[?KOHCOHa, TOKCUYHOTO ellifepMaIbHOT0 HEKPOJIi3y Ta TOCTPUX aHa(iTaKTUIHUX



peaxtiii/moKy. Y 0ilbIIoCTi BUNAagKiB TaKi peakllil CIIoCTepiraanucs MpoTATroM IepIIoro MicAls
3acTocyBaHHS ¢eOykcocTaty. Y KilbKOX, ajie He y BCiX MallieHTiB CIIOCTEPiranucs nopyueHHs
HUPKOBOI QYHKIIII Ta/abo rimepyyTnIuBiCTh [0 aJONMyPUHONY B aHaMHe3i. TsIxKKi peakirii
Tiep4YyTIUBOCTI, Y TOMY YHCIIi peakiiil, [0 CYIIPOBOAXKYIOThCS €03UHODIIIEI0 i CHCTEMHUMHU
cumntoMamu (DRESS-cuHopoM), ¥ meSKux BulafKax OyJid MOB’g3aHi 3 rapsgyKoio, reMaTOoJIOTiuHO}IO,
HHUPKOBOIO a00 MeYiHKOBOIO HENOCTATHICTIO.

[MTauieHTu MOBUHHI O0yTH MPoiHGOPMOBaHi IPO 03HAKHU Ta CUMIITOMMU TillepuyyTIUBOCTi/aneprii, a
TAKOXK 3a HUMHU CJIiJ CIIOCTepIiraTy 040 PO3BUTKY TaKuX peakiid. [Ipu mosiBi CEprO3HUX alepridHux
peakitiiii/peakiiiy TinepuyTauBocCTi, cuHapoMy CTiBeHCa-[[?)KOHCOHA B TOMY YMCJIi, 3aCTOCYBaHHS
bebykcocraty Tpeba HeralHO IPUIIMHUTH, OCKIJIbKY PaHHE MPUIIMHEHHS 3aCTOCYBaHHS MTOKPAIIYE
IIPOTHO3. fKIIO y NallieHTa PO3BUHYJIACA ajlepriyHa peaklilis/peakiis rinepyyTauBOCTi, Y TOMY YUCIIi
curppoM CriBeHca-JI2KOHCOHA, Ta rOCTPi aHA(iMaKTUYHI PeakIlii/IIoK, TO IOBTOPHE MPU3HAYEHHS
¢bebyKcocTaTy IPOTUIIOKA3aHO.

3azocmpeHHs (Hanad) nodazpu.

JlikyBaHHST (pebyKcoCTaTOM CIIif] PO3MOYNHATH TilbKU Y IEPIof Micisg 3aT0CTPEHHS XBOPOOH.
®ebykcocTaT MOXKe CIIPOBOKYBATU Halaf ITofarpy Ha MOYaTKy JIiKyBaHHS 3a PaxyHOK 3MiHU PiBHS
CedYO0BOI KHCJIOTH Y CUPOBATIIi Yepe3 BUXif yparTiB i3 meno. Ha moyaTky nikyBaHHS (heOyKcocTaToM
pexomeHOyeThcs npusHauuT HII33 abo KoNXillMH Ha TepMiH He MeHIIe 6 MiCAIliB A1 TPOQiTaKTHKN
HanapiB nogarpu.

[Tpu po3BUTKY HalaAy MOAArpu Ha TJIi 3aCTOCYBaHHS (eOyKcoCTaTy JTiKyBaHHS MTPOOOBXKYIOTh.
OnmHOYaCHO IPOBOIATH BiANOBIOHY IHAWBINyaNbHY Tepallilo 3ar0CTpeHHs noparpu. [Ipu Tpusanomy
3acTocyBaHHI (pebykcocTaTy YacToTa Ta TSIXKKICTh HAIAMiB ITOfArpy 3MEHIITYIOTHCS.

Bioksaa0eHHs KcaHmMuHis.

Y maiieHTiB i3 IPUCKOPEHUM YTBOPEHHSAM ypaTiB (HalpHUKJIa, Ha TIi 3JI0SKiCHUX HOBOYTBOPEHb Ta IX
nikyBaHHS abo mpu cuHapoMi Jlema-HixaHa) MoXKuBe CyTTEBe 36ibIIeHHs a0COTIOTHOL
KOHIIEHTpallil KCAaHTHHIB Yy Ccedi, 0 y PiAKICHUX BUIIafIKaX CyIPOBOMXKYETHCA 1X BigKIageHHIM y
CevyOoBUBIAHUX IUIAXaX. LIpOro He crocTepirasocs B OIIOPHOMY KIIIHIYHOMY OOCIIIAXKEHH]
¢debykcocraty npu CJIII. Yepe3 oOMexkeHiCTh IOCBiAy 3acTocyBaHHS (hebyKcocTaT He MOKa3aHUM
nanieHTaM npu cuHgpowmi Jlema-HixaHa.

MepkanmonypuH/azamionpuH.

debykcocTaT He peKOMEHYETHCS 3aCTOCOBYBATH TalliEHTaM, 5IKi OTHOYACHO OTPUMYIOTh
MepKalTOoypUH/a3aTiONpUH, OCKiIbKY iHTiOyBaHHS KCaHTHHOKCHAa3u (HeOyKCcoCcTaToM MoXKe
CIPUYMHUTHY MiBUILIEHHS KOHIIEHTpAallil MepKaNTONypHHY/a3aTiONpHHY B I1a3Mi KPOBi, III0 MOXKe
IIPU3BECTH [0 CUJIBHOI TOKCUYHOCTI.

fAkmo koMmOiHallii He YHUKHYTH, PeKOMEHIYETHCS 3MEHIITUTH 003y MEPKAITONYPHUHY/a3aTiONPUHY [0
20 % abo MeHIIIe TIOTIEPEOHBO MPU3HAYEHOI H03H, 100 3amo6irTd MOXKINBUM reMaTOIOTiYHUM
BIIJIMBAM (OUB. po3min «B3aeMopmis 3 iHIMMY JTiKapChbKUMK 3aC00aM¥ Ta iHIINI BUOYM B3aEMOIii»).

[TauieHTiB cnig peTenbHO KOHTPOJIIOBATH, a 103y MEePKaITONyPHHY/a3aTionpuHy MoTPiOHO 3rogoM
KOPUTYBaTH Ha OCHOBI OLIIHKM TepaIleBTHYHOI BifIMOBifi Ta HACTAHHA MOXKJIUBUX TOKCUYHUX €(PEKTIB.

Iauienmu, AKi nepeHecau MPAHCNAAHMAUII0 OP2aHis.

IocBiny 3acTocyBaHHs (pebyKcocTaTy Liif KaTeropil malieHTiB HeEMae, TOMy 3aCTOCYBaHHS IIpernapaTy



He [10Ka3aHo.
TeoiniH.

OpHOpa3oBe 0ffHOYACHE 3acTocyBaHHS (ebykcocTaTy y mo3i 80 Mr Ta Teodininy y mo3i 400 Mr He
II0Ka3aJio XKOOHUX papMaKoKiHeTHYHUX B3aeMofii. debykcocTaT y 1031 80 MIr MokKHa 3aCTOCOBYBaTH
OJHOYACHO 3 TeodiniHoM Oe3 pHU3UKY MigBUIIEHHS KOHIEHTpalil Teodininy y mia3Mi Kposi. [JlaHux
momo no3u pebykcocraty 120 Mr HEMAE.

3ax80prBaHHA NEYIHKU.

Y nporieci kom6iHOBaHOi (a3u 3 KIiHIYHUX gocigKeHs ¥ 5,0 % mallieHTiB, SKi 0OTpUMYBaIH
bebykcocTart, CriocTepiranucs He3HauHi 3MiHU NEeYiHKOBUX [TOKA3HUKIB, TOMy PEKOMEHIYETHCS
nepeBipATH QyHKIIOHAIbHI TeUiHKOBI TOKa3HUKYU [0 IPU3HaYeHHs (pebyKcocTaTy Ta Iig 4ac
JIIKyBaHHS IPU HAsIBHOCTI IIOKa3aHb.

3axeopto8aHHA WUMOBUOHOI 3a/103U.

YV 5,5 % mnatuieHTiB, fKi oTpuMyBanu pebyKcoCcTaT IPOTSATOM TPHUBAJIOTO Yacy, CIIOCTepiranocs
migBueHHs nmokasuuka TTT (> 5,5 MkMO/Mn) mif 9yac JOBrOCTPOKOBUX BiTKPUTUX PO3MUPEHUX
nocrimxkeHnb. ToMy nmikapcbKui 3acib ciif 3 06epeKHICTI0 3aCTOCOBYBATH IallieHTaM i3 IOpYIIeHHIMHU
GYHKII MU TOBUIHOI 3a7103H.

Jlakmoasa.

Jlikapcekui 3acib MicTuTh 1akTo3y. [1amieHTaM i3 pifKiCHUMM CIIagKOBUMM 3aXBOPIOBAHHSIMH,
TIOB’SI3aHUMH 3 HEIIePEHOCHMICTIO TallaKTO3U, HeOCTaTHICTIO NaKTa3u Jlanma abo mopyueHHsIM
BCMOKTYBaHHS I'/IIOKO3U/TajlakKTO3HU, IpernapaT He IOKa3aHuM.

Hartpiii.

Lle# mikapchKui 3aci® MicTHTh MeHIe 1 MMOIbL HaTpio (23 Mr) B 1 TabneTIi, To6To
IIPaKTUYHO BiIILHUM Bifl HATpit0.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BaeimHicmb

OOMexkeHUM [OCBiA 3acTOCyBaHHS (eOyKCcoCTaTy IMifl Yac BariTHOCTI CBiZYUTH IIPO BifCyTHICTh
HECIIPUSATIMBOTO BIJIMBY Ha mepeObir BariTHOCTI Ta 3M0POB’s MI04a/HOBOHAPOXKEHOT0. Y mpoteci
IOCTiIKeHb Ha TBAapUHaX He OyJI0 IOMiueHO #oro mpsiMoro abo HempsIMOro MoO0iYHOT0 BIIMBY Ha
mepeOir BariTHOCTi, PO3BUTOK eMOpioHa/miomga Ta mnepeobir mooris. IT0TeHIIHHNN PU3KK I TIOOUHN
HeBimomuii. ®ebykcocTaT He CIIiff 3aCTOCOBYBATH IIifi Yac BariTHOCTI.

ITepiod 200ys8aHHA 2py0010

Hesinomo, yu nponuKae ¢pebykcocTaT y rpygHe MOJIOKO JitonuHu. [loCTiiKeHHS Ha TBaprHaXx
nokasany, mo ¢ebykcocTaT IPOHUKAE Y IPYAHE MOJIOKO Ta BUSBJISIE HeTaTUBHUM BILIUB Ha PO3BUTOK
HOBOHapPOAXKEHUX, SKUX TOAYIOTH IIUM MOJIOKOM. PU3UK ITOTpaIgHHA IpelapaTy B IPy[iHe MOJIOKO He
Moxke OyTu BukmoueHui. ®ebykcocTaT He CJIifi 3aCTOCOBYBaTH Y II€piof TOAYyBaHHS TPYAAIO.



depmuabHicmb

HocninxkeHHs (GepTUNBHOCTI HAa TBApXHAaX IIPY 3aCTOCYBaHHi y 7031 48 Mr/Kr/mo0y He BUSBUIH
3aJ1exkHOCTI TOo0iYHUX peakiil Big gos3u. [1is pebykcocTaTy Ha PEIPOAYKTUBHY QYHKIIIIO JTIOOUHU
HeBifoMa.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHi3mamu.

Bynu noBimoMieHHs PO PO3BUTOK COHJIMBOCTI, 3allaMOpPOY€eHHs, TapecTe3id Ta MOPYLIeHHS YiTKOCTI
30py Ha T 3acTocyBaHHS (ebykcoctaTy. ToMy malieHTaM, sKi 3aCTOCOBYIOTH (peOyKCOCTaT,
peKoMeHayeThCs OyTu 06epeXHUMU IIPU KepyBaHHI aBTOTPAHCIIOPTHUMU 3aco0aMu Ta poOoTi 3
iHIMMMY MexaHi3MaMu [I0 TOTO Yacy, IIOKW BOHM He OyAyTh BIIEBHEHI y BiICYTHOCTI BUIlle3a3HaYEHUX
m0OIYHUX peakii.

Cnocib 3acmocyeaHHsi ma do3u.

Hos3 YBAHHA

ITodazpa.

PexomengoBaHa f1o3a EBPODEEBY cranosuts 80 Mr 1 pa3 Ha fo0y nepopaibHO, He3aleKHO Bif
BXKMBaHHS 1Ki. AKIIO KOHIIEHTPALIisl CEY0BOI KMCJIOTH B CUPOBATIIi KPOBi IIepeBUIy€E 6 MT/OI

(357 MKMOIb/1T) micig 2-4 THXKHIB JIIKyBaHHS, CHIif PO3TAAHYTH mifBulleHHS fo3u EBPO®EBY nmo
120 mr 1 pa3 Ha no0y. EpekT mikapchkoro 3aco0y BUSIBIISIETHCS HOCUTH MIBUOKO, II0 POOUTH
MOXKJIMBUM ITIOBTOPHE BH3HAYEHHS KOHIIEHTpallii Ce40BOl KUCIIOTH Yepe3 2 THXKHi. MeToo JIiKyBaHHS
€ 3MEeHILIeHHS KOHIIeHTpallil Ce40B0i KMCIOTH Y CUPOBATII Ta MigTPUMKa il Ha piBHI MeHIle 6 MT/m
(357 MKMOJIB/1).

TpuBamicTs TpodinakTUKX HalafiB mofarpu peKoMeHi0BaHa He MeHIIe 6 MiCsIIiB.
CunOpom nizucy nyxauHu (CJIII).

PexomenmoBaHa no3a EBPOPEBY cranosuth 120 Mr 1 pa3 Ha {00y mepopaibHO, He3alexkHO Bifl
BXKMBaAHHS 1XKi.

3actocyBanHg EBPODERY crig po3nounHaTy 3a [ABa OHI 40 MOYATKy OUTOTOKCUYHOI Teparril i
IIPOJOBXKYBATH IIJOHaMMeHIIe 7 Oib, OMHaK TPUBAJIICTh Tepallil MoXkKHa IMOAOBXKUTHU [0 9 mib
BiIIOBiOHO [I0 TPMBAJIOCTi XiMioTeparrii Ta KJTiHiYHOI OI[iHKH.

ITayieHmu AiMHbO20 BIK)Y.
Ilnst miel KaTeropii maIfieHTiB KOPeKIis ;03U He MOTPiOHa.
Hupkosa HedocmamHicme.

Y mauieHTiB i3 TIXKMMHU NOPYLUIEHHSIMU (QYHKII1 HUPOK (KJIipeHC KpeaTuHiny <30 MII/XB)
eekTUBHICTb Ta 6€3MeKy 3aCTOCYBaHHS JIiIKapChKOT0 3ac00y BUBYEHO HEIOCTATHRO. [lalieHTaM i3
IIOpYyIIeHHAMH QYHKIIII HUPOK JIETKOTO a00 MOMIPHOTO CTYIIeHS TSAXKKOCTi KOPEKIlis N03U He
noTpibHa.



ITeuiHkosa HedocmamHicme.

HocninxeHHs eheKTUBHOCTI Ta Oe3MeKU 3acToCyBaHHS (heOyKcocTaTy y MallieHTiB 3 TIKKOI0
IIe4YiHKOBOI HefmocTaTHICTIO (knac C 3a mkarnowo Yainaa-I1'10) He TpoOBOAUIOCS.

[Todaepa. [1pu opyileHHi GyHKII MeYiHKY TETKOT0 CTyIeHsI peKOMeHI0BaHa qo3a
CTAHOBUTb

80 mr. [TocBig 3acTOCyBaHHS JiKapChKOTr0 3aco0y NpH MOpYyIIeHHI GyHKII TeYiHK! ITOMipHOTO
CTyTIeHS 00MeXKeHUM.

CJII1. 13 onmopHoro pocnigxkenHs gas3u III (FLORENCE) 6ynu BUKITIOUEHi TiTbKU Cy0’€KTH i3
IIe4iHKOBOIO HEIOCTaTHICTIO TAXKKOTO0 CTymeHs. [I71s malieHTiB, SKi Oyau BKIIIOUEHi B
IOCTiIKEeHHS, KOPEeKIlis M03U Y 3B’S3KY i3 cTaHoM (yHKIIiM MeYiHKu He MOoTpiOHa.

Cnocib 3acmocyB8aHH s
I mepopaabHOTO 3aCTOCYBaHHS.

E€BPO®EF 3acTOCOBYETHLCS ITepOpaIbHO, He3aJIeXKHO BiJf BXKUBaHHS 1XKi.

Himu.

Beameka Ta e(eKTUBHICTh 3aCTOCYBaHHA (peOdyKcocTaTy miTIM BikoM 0 18 pokiB He BCTAHOBJIEHI.
[laHi 000 3aCTOCYBaHHSA BiCYTHI.

Ilepedo3yeanHsi.

Y pasi nepeno3yBaHHA IT0Ka3aHa CUMIITOMaTAYHA Ta MIATPUMYlO4Ya Teparlis.

ITo6iuni peakuii.
Pe3stome npoginio 6esnexu.

HaituacTimumy no6iYHUMY peakIlisiMy Y KTiHIYHUX focmigkeHHax (4072 malieHTH, o
3acTtocoByBanu fo3y Big 10 mr go 300 Mr), micmgpeecTpalitHuxX OOCTigXKeHHAX 6e3meKu
(mocnigxxenus FAST: 3001 cy6'ekT, skl OTpUMYyBaB IIprHalMHi 103y Big 80 mr go 120 Mr) Ta B
IIpolieci TOCTMapKeTHHTOBOTO HATJISAAY V HAlliEHTIiB 3 mogarpo Oyiiu 3aroCTPeHHS (Harmamu)
ToflarpH, MopyIneHHs GYHKIIII MeviHKH, miapesi, HY[OTa, TONIOBHUM Oilh, BUCUIIAHHS Ta HAOPSKHU,
3araMOpOYEeHHS, 3afiuilIKa, CBepOixk, Oinb y cyrnobax, 6inb y M'si3ax, 6inb y KiHI[iBKax, HaOpsSKu Ta
mifgBHUIeHa BTOMIIIOBaHiCcTh. Lli mo6iuni peakilili Manu y GinbIIOCTi BUMIQMKiB TeTKui abo cepenqHii
CTYMiHb TAXKKOCTI. [1if 4ac mOCTMapKeTUHTOBOT0 Harnaay Oyiu MOBiJOMJIEHHS IIPO PiAKiCHI BUNAgKU
CepHo3HUX peakIlil rimepuyTauBocTi Ha GebyKcocTaT, AesiKi 3 HUX CYIPOBOAXKYBAIUCSI CUCTEMHUMU
peaxIisiMy, Ta IIPO PiAKICHI sSIBUIA pPalTOBOL CEPLEeBOl CMEPTi.

Y HuXK4YeHaBeeHi TabauIl 3a3HayeHo mobiyHi peakilii, sKi BUHUKAIOTh IIPU 3aCTOCYBaHHI
¢debykcocTaTy nalieHTaMu Ta KjlacudikoBaHi TakuM YruHOM: YacTo (Big = 1/100 mo < 1/10), HewacTo



(Bim = 1/1000 mo < 1/100) Ta pigko (Big = 1/10000 go < 1/1000). YacToTa pO3BUTKY I'PYHTYETHCS Ha
OOCHIAXKEHHAX Ta MOCTMapKEeTHUHTOBOMY [JOCBIiAl 100 Malli€eHTiB i3 IoAarpoxo.

Y KoXHi} rpyIi 3a 4aCTOTO PO3BUTKY MOOiIUHI peakilil mpefcTaBlIeHO Y MOPSIAKY 3MEHIIEHHS
CTYIIEHS TAXKKOCTI.

Taoauna 2.

ITobiuHi peakuii 8 kombiHOBaHIl (pa3i 3, 0o820cMpPOKOBUX PO3WUPEHUX O0CAIOHCEHHSX,
nicaspeecmpauitiHux 0ocaioxiceHHsAx 6e3aneku ma 8 nepio0 NoCMmMapkemuHa208020 CNOCMepPetCceHHs
nauienmis i3 nodazporo.

3 60Ky KpoBi Ta mimbpaTtuyHoi |Pimko

CHICTEMU [TaHIKUTOIEHIsT, TPOMOOIUTOIIEHis, arpaHyI0IUTO3¥,
aneMmis”
3 00Ky iMyHHOI CUCTEMHU Pinko

AHadinakTU4HI peakuii*, rinepyyTnuBicTh [0 npenapary*
3 00Ky eHIOKpHHHOI cucteMu |HedacTo

[ligBUIllEHHS PIBHS TUPEOCTUMYJIIOIOYOr0 TOPMOHY KPOBI,
rinotupeos”

3 00Ky opraHiB 30py Heuacto

3aTyMaHeHU! 3ip

Pinko

Oxmo3isg apTepil ciTkiBKE *

3 60Ky xapuyBaHHS Ta 06Miny [JacTo***

PEYOBUH 3arocTpeHHs (Hamagu) momarpu

HeuacTo

LlykpoBuii miabeT, rimepimigemisi, 3HUXKEHHS alleTUTY,
30iNTBIIIEHHS] MACH Tina

Pigko

3HUXKEHHSI MaCH Tijla, MiABUILIEHHS alleTUTY, aHOPEKCis
3 OOKy IICUXiKU Heuacto

SHUXKeHHS 1i0igo, 0e3COHHSI

Pigko

HepBO3HICTL, IPUTHIYEeHNWH HAcTpii®, po3nap cay”

3 60Ky HEPBOBOI CHCTEMU YacTo

['omoBHUY 0iflb, 3aITaMOPOYEHHS

Heuacto

[TapecTesil, reminapes, COHIUBICTD, IeTaprisa’, 3MiHa
CMaKOBOT'O CIIPUUHSTTS, TilecTesist, mocnabieHHs HIOXY
Pinko

Aressis’, BimuyTTa nevinasa”®

3 60Ky OpraHiB CITyXy Ta HeyacTo

mabipuHTy [[Tym y Byxax

Pigko

Bepturo*




3 00Ky CcepIieBOl CUCTEMU

HeyacTo

®ibpunslia nepencepnb, BiT4yTTs cepuebuTTs,
BimxueHHs Bim HopMmu Ha EKT, 6;10Kafa TiBoi HiXKKH
nyyka ['ica (ouB. po3nin «CUHAPOM JIi3UCY MyXJIUHUY),
CHHYCOBa Taxikapais (gus. po3ain «CHHAPOM NTi3ucy
MyXJIMHA»), apATMisa®

Pigko

PanToBa ceplieBa CMEPTH*

3 60Ky CYAMHHOI CUCTEMU

Heuacto

ApTepiasibHa riepTeH3is, IPUIIUBY, IPUIJIUBY 3
BiMUyTTSAM XKapy,

KPOBOTEYi (IUB. P03 «CUHOPOM JIi3UCY MIYXJIUHU»)
Pigko

[upKynaTOpHUI Konanc’

3 00Ky muXalbHOI CHCTEMU

YacTo

SamuInKa

Heuacto

bponxiT, iHdeKIIil BepxHiX AUXaabHUX IIIAXiB, iHQeKIisa
HUXKHIX OTUXaTbHUX IUIAXiB#, Kalllelb, pUHOPea#

Pigko

[THeBMOHIS#

3 OOKY IITYHKOBO-KHIITKOBOT'O
TPAKTy

Yacto

[iapes**, HymoTa

HeuacTo

Binb y KUBOTI, 3MyTTS XKUBOTA, racTpoe3odareanbHa
pediokcHa xBopoOa, 611I0BaHHS, CYXiCTh y POTI,
MMCIIEIICis, 3a1op, YacTi BUTIOPOXKHEHHS, METEOPHU3M,
MMCKOMMOPT V IITYHKY a00 KUIIEYHUKY, Oi/Ib ¥ BEPXHiX
BiIliNax XUBOTA *, BUPAa3KH B AiAHIN POTi, HAOpsK ry6”,
[TAHKPEATUT

Pinko

[Tepdopallis NIIyHKOBO-KAIIKOBOIO TPAKTy", CTOMATUT"

3 00Ky MeviHKu Ta
PKOBYOBUBIMHUX HIISIXiB

YacTo

[lopyumeHHS PyHKII MegiHKu**

HeyacTo

2KoBuHOKaM' sTHa xBopoOa

Pimko

['emaTuT, XKOBTSIHUILI*, IeUiHKOBA HEOOCTAaTHICTH,

XOJTELIUCTHT




3 00Ky LIKipu Ta HiAIIKipHO-
PKMPOBOI TKaHUHU

Yacto

BucunanHs (y TOMY YKCIIi BUCUTIAHHS 3 OiNIbIII HU3BKOIO
JaCTOTOI BUHUKHEHHS, TUB. HUXK4Ye), CBepOixk
HevacTo

[IepMaTUT, KPOIIUB'THKA, 3MiHa 3a0apBiIeHHS IIKipH,
MTOITKOMXKEHHS IIKipH, IeTexii, ' ITHUCTI BUCHUIIAHHS,
MaKYJIONallyJIbO3H1 BUCUIIAHHS, [TallyJIb03H1 BUCUIIAHHS,
MigBUINeHa MiT/INBICTh, AJIONelisd, eK3eMa”®, epuTeMa,
HiyHa miTnusicTh”, mcopias®, ceep6nayi Bucum®

Pinko

TOKCUYHMY emifepMalbHUN HEKPOIi3*, CHHOpOM
CriBeHca-[I;kOHCOHa*, aHTi0HAOPSK*, peakilil Ha
Mpenapar, 110 CYIIPOBOAXKYIOTLCS €03UHOPINiE0 Ta
CACTEeMHUMHU CHMIITOMaMu*, TeHepai3oBaHi BUCUIIaHHS
(cepito3Hi)*, eputeMa, eKchomiaTUBHI BUCUIIAHHS,
(bomiKyIIpHi BUCUTIaHHS, BE3UKYIIbO3Hi BUCHUIIAHHS,
MyCTY/TbO3Hi BUCUIIAHHS, CBEPOJISIYUi BUCUTIAHHS*,
epUTEMATO3Hi BUCUIIAHHS, KOPEMOomiOHi BUCHUIIAHHS,
QJIoIellis, IigBuIleHa IiTINBICTh

3 00Ky OIIOPHO-PYX0BOTO
amapary Ta CIOJIyYHOI TKAHUHU

JacTto
Binb y cyrnobax, 6inb y M’si3ax, 6inb y KiHI[iBKax#
Heuacto

y M’si3aX, CyOOMH M’S13iB, CKyTiCTh M’s3iB, OypCcUT, HaOPSIK
cyrnoGis”, 6inb y CuHI#, CKeIeTHO-M 130Ba CKYTIiCTh”,
CKYTiCTh CyTJI00iB

Pigko

PaGmoMioni3*, CHHIPOM 3[aBlIeHHs poTaTopa meda’,
peBMaTHyHa MoJiMianrisa’.

3 60Ky HUPOK Ta CEYOBUBITHUX
MIISIXiB

Heuacto

HupkoBa HEIOCTATHICTh, CEYOKaM siHa XBOpoba,
reMaTypis, IoJlaKkiypisi, IPOTEIHypisi, HECTPUMHI II03UBH
10 CEYOBUITyCKAHHH, iHQEKIlis Ce4OBUBIMHNX MIIAXIB”
Pinko

TyOymnoiHTepcThIliaTbHUN HEQPUT*.

3 00Ky pelponoyKTHUBHOI
CHCTEMH Ta MOJIOYHHX 3aJ103

Heuacto
EpeKTunbHa OUCYHKIS

3 60Ky opraHi3amy 3arajiom

HacTo

Habpsiku, migBHIleHa BTOMTIOBAHICTh

HeyacTo

Binb y rpyasx, BiggyTTa AUCKOMOPTY Y IPyAsx, 6imb *,
He3myXKaHHA"

Pigko

Cnpara, Bif4yTTs Xapy”

ApTput, 6i71b y M’s13aX, CKeJIeTHO-M g30Bu# 6inb, c1abKicTh




JTomaTKOBI MeTOOM mocHigXkeHb |HedacTo

[linBUIlleHHA PiBHA aMijla3y y KPOBi, 3MEHIIEHHS KiJIbKOCTI
TPOMOOIUTIB, 3MEHIIIEHHS KilTbKOCTi TEUKOLUTIB ¥ KPOBI,
3MEHIIEHHS KiJIbKOCTI JTIiIM(OLHUTIB Y KPOBi, MiABUILLIEHHS
PiBHA KpeaTUHY B KPOBI, IiIBUIIIEHHSA PiBHSA KpPEaTHUHIHY ¥
KDOBi, 3HMKEHHS PiBHSA IreMOoTJI00iHy KPOBi, HiBUIIeHHS
PIiBHS CEYOBUHU B KPOBI, MABUIIIEHHS PiBHSA TPUTIIILIEPUMIIB
V KPOBI, MiIBUII[EHHS PIBHA X0JIECTEPUHY B KPOBI,
3HUKEHHS IeMaTOKPUTY, IMigBUIIeHHS PiBHA
makTatgerigporenasu (JIII') y KpoBi, MifABUIIEHHS PiBHSA
KaJIilo y KpPOBi, MiIBUIIIEHHS PIBHA MIXHApPOAHOIO
HOpMaJi3oBaHOro BimHomeHHsT (MHB)#

Pigko

[ligBUIleHHA PIBHSA TJIIOKO3U Y KPOBI, IIONOBXEHHSI
AKTHBOBAHOI'0 YaCTKOBOT'O TPOMOOIIaCTUHOBOTO Yacy,
3HUKEHHS KiJIBKOCTL EPUTPOLUTIB Y KPOBI, HiIBAIIEHHS
piBHA Ny2KHOI ¢ocdaTa3u y KPOoBi, MigBUIIEHHS PiBHA
KpeaTHH(OCHOKiIHA3U y KPOBi*

TpaBMU, iIHTOKCHKAIlil Ta Heuacto

YCKIIafHEeHHS IPOLEnyp 3aburTsa’

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

** Tliapes Ta BimxusieHHS pe3yJIbTaTiB QYHKIIOHATBHUX P06 MeYiHKM Bil HOPMH, SIKi BUMaraju
Tepartil, 10 crocTepiranucs B HOCTiAKeHHAX Ga3u 3, pO3BUBaIUCS YacTillle y MallieHTiB, IKi
OTPUMYBAJIX CYIIYTHIO TEPAIil0 KOJIXIIIUHOM.

***k TTus. po3pin «dapmMakogrHaMiKa» 1100 YaCTOTH 3aroCTpPeHsb (HamafiB) momarpu, 1o
crocTepiranucs y gasi 3 iHAuBiqyanbHUX PaHA0Mi30BaHUX KOHTPOIHOBAaHUX OOCIiIKEHb.

* TIo6GiuHi peaktil, IPo SKi HOBiOMIISIETECS B XO[i MiC/IAPEECTPALiHUX JOCIiIKEHb OE3IEeKH.

Onuc okpemux nobiyHUX peakuyil.

YV Mexkax MOCTMapKeTHHTOBOT'O HATJISIAY Oy/Iu IOBiIOMIEHHS PO PidKiCHI BUIAOKN CEPHO3HUX
peaxiiiit rimepuyTauBocTi Ha pebykcocTaT, y ToMy uucii cuagpoM CtiBeHca-[[2KOHCOHA, TOKCUYHUHN
emigepManbHUM HEKPOi3 Ta aHadimakTryHi peaknii/mok. CungpoM CriBeHca-[I;KOHCOHA Ta
TOKCUYHUM elliflepMaJbHUY HEKPOJIi3 XapaKTepPU3y€EThCA IIPOTPECYI0YUM IIKIDHUM BUCUIIAHHAM 3
Oy/IbO3HUM ypazkeHHSIM IMIKipu abo cI130BHUX 000JI0HOK Ta IMOApa3HEeHHSIM CIIM30B01 000I0HKY OUYel.
Peaxktiii rimepuyTnuBocTi Ha (peOyKCOCTAaT MOXKYTh IIPOSIBISITUCS TAKUMU CUMIITOMaMU: IIKipHUMHU
peakIliiMy, 110 XapaKTepU3yIThCsA iHDITbTPOBaHUMU MaKyI0-IalyIb03HUMU BUCUIIAHHSIMY,
reHepajizoBaHuMu ab60 ekCchomiaTHBHUMH BUCUIIAHHSIMY, @ TAKOXK YPaxKeHHSIMH IIKipH, HabpsKoM
0044, TapsTYKO0I0, TeMATOJIOTiYHUMHU TTIOPYIIEHHSIMU, TAKUMHU SK TPOMOOIIUTOIIEHIS Ta
€03uHODITis, Ta ypaxkeHHSIM OKpeMHUX opraHiB a0o KilbKOX OpraHiB (MediHKa Ta HUPKH, Y TOMY YHUCIIi
TyOyJIoiHTEpCTHLiaTbHUM HeQPUT).

3arocTpeHHs (Hamaay) mofarpy 3a3BUYay CIIOCTEpIiraaucs HeBOOB31 MMiC/Is M0YaTKy JIiKyBaHHS Ta
MIPOTSATOM MEePIINX MiCAIIB NTiKyBaHHSA. YacTOTa HalafiB Mofarpyu 3HKMXKyBanacsa 3 4acoM. [1pu
3acTocyBaHHi (pebykcocTaTy peKOMEHIYEThCS MPoQiTakKTHKA TOCTPUX HAIaMdiB IOJarpH.



Cunpgpowm misucy nyxaus (CJIIT)

Pe3stome npoginio 6esnexu

B mpor1ieci paHmoMi30BaHOTO, MMOOBIMHOIO CIIIMOro omopHOro mocigxkeHHs ¢a3u 3 FLORENCE
(FLO-01), y sixomy mopiBHIoBanu ebykcoctaT Ta anonypunon (346 maiieHTiB, sKi mifgamThCs
XiMioTeparil 3 IPUBOAY reMaTOJIOTiYHNX 37I0SKICHUX HOBOYTBOPEHD 3 TOMIpHUM a00 BUCOKUM
pusukom CJIIT), Tineku y 22 (6,4 %) mauieHTiB croctepiranucs nobiuxi peakuii, a came y 11 (6,4 %)
NaLEHTIB Y KOXHIN rpymi NikyBaHHS. BinbimicTs no6iuHUX peakuiit Oyiu 1erkoro abo moMipHOTO
CTyTIEHS.

Y ninomy B nponeci gocnigxerHs FLORENCE 6ynb-siKuX oOaTKOBUX IMigo3p om0 0e3meku
3acTocyBaHHS (pebyKcocTaTy malieHTaM i3 moparpoio He 0yJ10, 3a BUHATKOM HUXK4Ye3a3HaueHUX
TPLOX MOOIYHUX peakiii (quB. Tabm. 2).

[TopyuieHHs 3 60Ky CepIieBOl CUCTEMH.
Heuacro: 6;0kafa niBoi HiXKKH ITy4Ka ['ica, CHHyCcOBa TaxikKapmis.
[TopyureHHs 3 60Ky CyOUHHOI CUCTEMH.

HeuacTo: KpoBoTeui

[ToBigoMIIeHHS MPO Mimo3pioBaHi mo6ivHi peakiii

[ToBimomneHHS mpo Mo6iuHi peakiril micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IMBe 3HaYEHHS.
Ile mae 3MoOry IPOBOAUTH MOHITOPUHT CIIIBBIJHOLIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI
ITLOTO JTIiIKapChKOro 3acoby. MemuynuM Ta papMalleBTUYHUM MIPalliBHUKAM, a TaK0XK
nariestTaM abo X 3aKOHHUM IIPeICTaBHUKAM CJIifl TOBiJOMIISITH IIPO YCi BUTIAIKU
igo3proBaHUX MOGIYHMX peakIliil Ta BiACYTHOCTI e()eKTUBHOCTI JTiIKapChKOTO 3ac00y dyepes
aBTOMAaTH30BaHy iHpopMaliiHy cucteMy 3 (hapMaKOHArIsAoy 3a

ITOCHJIaHHSAM: https://aisf.dec.gov.ua/.

Tepmin npudamHocmi. 3 POKHU.

YmoBH 30epirannsi. CrielianbHi ymMoBY 30epiraHHs He BUMaramThCs. 30epiratu y
He[OCTYIIHOMY [JISl OiTey MicCLi.

YnakoBka. [To 14 tabneTox y 6iicTepi; mo 2 6iicTepu y KapTOHHIM KOPOOIIi.

Kareropis Bigmycky. 3a pelnenTom.

BupoOHHK.


https://aisf.dec.gov.ua/

Fenedapm CA.

Micue3HaxoaKeHHsI BHPOOHHKA Ta ajjpeca MicIsi MPOBaIKeHHsI HOT0 Tis/IbHOCTI.

18-it kM Mapadonoc ABenro, [Tanmini ATTiki, 15351, I'pemis.



