IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

ATEHYPIK® 80 MI/AODEHYPIK® 120 MTI

(ADENURIC® 80 MG/ADENURIC® 120 MG)

Cknao:
Oitoua pevosuHa: febuxostat;
1 TabneTka, BKpUTA IJIiIBKOBOIO 000JI0HKOI0, MicTUTh pebykcocTaTy 80 mMr ab6o 120 Mmr;

O0ONOMINMCHI peyoBUHU: TAKTO3KW MOHOTIIPAT, TiMPOKCUIPOIIIIIIEITI0N03a, 1IeIi0103a
MiKpPOKpPHCTallidYHa, HaTPilo KpocKapMeo3a, MarHilo cTeapaTt, KPEMHIIO TiOKCH[ KOIOIIHUN
BOOHUM, TIOMIiBiHINIOBUY ciupT, TUTaHy Aiokcup (E 171), mosieTUNIeHTIiKOb, TalbK, 3aji3a
okcup xoBtuil (E 172).

JIikapcbKa ¢opma. TabneTku, BKPUTI MTiBKOBOIO 000JIOHKOIO.

OCHoB8HI (i3uko-ximiuHi 81acMuBoCmi:

tabneTKa, BKpUTa IUTIBKOBOIO 000710HKOI0, 110 80 MT: KancynonofioHi TabneTku, BKPUTI MITiBKOBOIO
000JI0HKOI0, Bifi 6JTi0-KOBTOT0 [0 JKOBTOT'0 KOJIbOPY, 3 TUCHEHHAM «80» 3 omHOT0 00Ky Ta PHUCKOI0

OJIST IOy 3 iHIIOT0 OOKY.

Pucka pgms mopiny npu3HadeHa JIMIIE U1 PO3JIaMyBaHHS 3 METOIO IOJIETTIEHHS] KOBTAHHS TaOlIeTKH,
BOHA He MpU3HaYeHa OIS Mofiny TabneTKy Ha piBHI 03H.

TabneTka, BKpUTa IIIiBKOBOIO 000JI0HKOI0, 110 120 Mr: KancynonopnioHi TabmeTky, BKPUTI IIiIBKOBOIO

000JI0HKO10, Bif 671i0-2KOBTOT0 [I0 JKOBTOT'0 KONILOPY, 3 TUCHEHHSM «120» 3 omHOT0 GOKY Ta
T7afeHbKi 3 iHIIoro 60Ky .

®apMmakoTepaneBTHYHa rpymna.

Jlikapceki 3acobu myist mikyBaHHS nogarpu. JIikapchki 3aco0u, 10 IPUTHIYYIOTh YTBOPEHHS CEYOBOI
kuciotu. Kog ATX M04A A03.

®Papmako.102iuHi 8 1acmueocmi.

®apmakoOuHamika.



MexaHizm Oil.

CeuoBa KHCJIOTa € KiHI[€BUM IIPOOYKTOM MeTab0J1i3My IIypHHIB Y JIIONWHY i YTBOPIOETHCS TIif] Yac
TAKOl peakxilil: FiMOKCAaHTUH — KCAaHTHH — Ce4Y0Ba KKCIoTa. KCaHTMHOKCHIA3a € KaTajai3aTopoM 000X
eTarmiB miei peakuii. Pe6yKCoCTaT € NOXiTHUM 2-apuiTia3oiy, TEpalleBTUYHA [id SKOI'0 II0B’3aHa
31 3MEHIIIEHHSIM KOHIIEHTpallil Ce40BO1 KMUCJIOTH B CHPOBATI] KPOBI LIIAXOM CEJIEKTUBHOTO
IPUTHIYEHHS KCaHTHHOKcHa3u. ®ebyKcocTaT - 1ie IOTYXKHUY i CeJIEKTUBHUN HENTYPUHOBUU
inridiTop KcauTuHOKCcuma3u (NP-SIXO), ioro Ki (KoHCTaHTa MPUTHIYEHHS) in Vitro CTaHOBUTH
MeH1Ie 1 HaHoMonsi. Byso mokasaHo, 110 ¢pebyKcocTaT 3HaYHOIO Mipoio IPUTHIYYe
aKTHUBHICTh SIK OKMCHEHOI, TaK i BifTHOBIEHOl (OPMU KCAaHTHHOKCHA3H. Y TepaneBTUYHUX
KOHIIeHTpallisax ¢ebykcocTaT He MPUTHIUYeE iHII pepMeHTH, 1110 OepyTh y4acTh y
MeTabomni3mi nypuHiB abo MipUMigKUHIB TaKUX SIK I'yaHiHIe3aMiHa3a,
rimokcaHTuHTyaHiHPocpopubozunTpanchepasa, oporaThochopubdo3untparncde-pasa,
opotupraMoHOpochaTaekapbokcriasa, abo mypuHHYKIeo3uadochopuiasa.

KniniuHa e(pekmusHicmb ma 6e3nexa.
ITodazpa

EdekTusnicTs npenapaty AIJEHYPIK® Gyna minTepaxeHa B Gasi 3 TPHOX OCHOBHUX [OCIiKEHb
(mBa ocuoBHuX mociaigmxenHs APEX i FACT i momatkoBe pgocnimxkenus CONFIRMS, omucaHi HUXUe),
gKi BKiodanu 4101 mauieHTa i3 rinepypukeMieio i mogarpoo. Y KoKHOMY 3 IIUX OCHOBHUX
nocrinxens ¢pasu 3 ADEHYPIK® 6inbin epeKTUBHO 3HMAKYBaB CHPOBATKOBY KOHIIEHTPAIIII0 CEY0BOi
KHCJIOTH i MigTPUMYBaB il Ha HaJleKHOMY PiBHi B IOPIiBHSHHI 3 aIoNyprHOIOM. [IepBUHHOIO KiHIIEBOIO
Touko10 epexTuBHOCTI B gocnimxkenHsx APEX i FACT Oyna yacTka MallieHTiB, ¥ SKUX IPOTSITOM
OCTaHHIX TPhOX MiCSAIIiB KOHIIEHTPAIli Ce40BOl KHCIIOTH B CHPOBATII He MmepeBulyBasa 6,0 Mr/min
(357 mrmomw/n). YV momatkoBoMy mocuimkeHHI CONFIRMS ¢a3u 3, pe3ynbraTu IKOTO CTaly gOCTYIIHI
micIis mepinol peectpaiii mpenapaTy AIIJEHYPIK®, mepBHHHOIO KiHIIEBOI TOYKOK e(eKTHBHOCTI Oya
YacTKa MallieHTiB, y SKWX KOHIIEHTpAallisl Ce40BOl KUCJIOTH B CUPOBATIIi He TepeBuinyBasna 6,0 Mr/mn
Ha MOMEHT OCTaHHBOTO Bi3uTy. Y IIi HOCTIAXKEHHS He BKIII0YaIu IMallieHTiB, SKi IepeHecIn
TPaHCIIaHTAallil0 OpraHiB (QuB. po3nin «OcobIUBOCTI 3aCTOCYBaHHS»).

IocnidaceHHss APEX: MocmimxeHHs: eheKTUBHOCTI (heGyKcocTaTy 3 KOHTPOJIeM Itanedo Ta
anonypuHony ¢asu 3 (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat, APEX) 6ymno
paHaoMi30BaHUM, ITOABIMHUM CIinuM, 6araToleHTPOBUM TPUBAiCTIO 28 THXKHIB. Bchoro 0yio
panpomizoBano 1072 namienTu: nnaiebo (n=134), AIIEHYPIK® 80 mr 1 pa3 Ha goby (n=267),
AJIEHYPIK® 120 mr 1 pa3 Ha 706y (n=269), ATEHYPIK® 240 mr 1 pa3 Ha no6y (n=134) a6o
amonypuHoin (300 mr 1 pa3 Ha mo6y (n=258) miis mamieHTiB 3 BUXiAHOI CUPOBATKOBOIO
KOHIIeHTpauieo kpeatuiny < 1,5 mr/mm abo 100 mr 1 pa3 Ha moOy (n=10) ms maiieHTiB 3
BUXITHOI0 CUPOBATKOBO KOHIIEHTPALi€n KpeaTuHiny > 1,5 Mr/mn i < 2,0 mr/mgn). 75 OLiHKY
6e3neku ebykcocTaT mpu3Haydanu B f03i 240 Mr (y 2 pa3u BHUIlle MaKCUMaJIbHOI peKOMEeHI0BaHO1
OO3H).

Hocnipxenns APEX moka3asno CTaTUCTUYHO JOCTOBIpHY epeBary 060X pekuMiB TiKyBaHHS
npenapatoM ATTEHYPIK® 80 mr 1 pa3 Ha go6y i ATIEHYPIK® 120 mr 1 pa3 Ha [006y DOpPiBHSAHO 3
asionmypuHoioM y 3BudaiiHii 1o3i 300 mMr (n = 258) / 100 Mr (n=10) y 3MeHIIIeHHI CHPOBAaTKOBOI
KOHIIEHTPaIlil Ce40BOI KUCIIOTH HuxK4e 6 mr/mm (357 MkMonb/n) (guB. Tabm. 1 i puc. 1).

LocaioxncenHs FACT: DocninxkeHHsT epeKTUBHOCTI pebykcocTaTy 3 anonypuHon-KouTponeM (The
Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 6yo paHgoMi30BaHUM, TIOOBINHUM CITiIIUM,



OaraToIeHTPOBUM TPUBAICTIO 52 THXKHi. Bchoro 6yno panpmomizoBaHo 760 maiieHTiB: AIIEHYPIK® 80
Mr 1 pa3 Ha go6y (n = 256), ATEHYPIK® 120 mr 1 pa3 Ha 5o6y (n = 251) Ta anonypuson 300 mr 1
pas Ha moby (n = 253).

Hocnimgxenss FACT mokasaso CTaTUCTUYHO JOCTOBIpHY Iepesary 060x pexuMis - ATEHYPIK® 80 mr
1 pa3 Ha go6y i AIEHYPIK® 120 Mr 1 pa3 Ha 100y - IOPIiBHSAHO 3 aJIONyPUHOJIOM Y 3BHYalHiM [03i
300 Mr y 3MeHINeHHi i MiATPUMII CUPOBATKOBOI KOHIIEHTpallil Ce90B0l KMUCI0TH HUXKYe 6 Mr/aj (357
MKMOJIb/TI).

Y Tabn. 1 mpencTaBaeHO Pe3y/bTaTH OLIHKY [IEePBUHHOI KiHIIEBOI TOUKU €(eKTUBHOCTI:

Taounsa 1

YacTKa namieHTiB 3 KOHIEHTPAIi€I0 CeY0BOi KHCJIOTH B cupoBatii < 6,0 mr/ma (357
MKMO/JIb/T) i 4ac TPhOX OCTAHHIX MIOMiCSIYHHUX Bi3UTIiB

AIEHYPIK® 80 [|AODEHYPIK® |AnonmypuHon
[locmimxeHHs Mr 1 pa3 Ha 0o6y [120 mr 1 pa3  [300/100 mr 1 pa3 Ha go0y
Ha 100y '
APEX 48 %" 65 % " * 22 %
(28 TMXHIB) (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)

1Pe3YJ'H;>TaTI/I y maIrieHTiB, ki orpuMyBanu 100 mr 1 pa3 Ha mo6y (n = 10: marienTu 3

BUXiTHOIO CHPOBATKOBOIO KOHIIEHTpAIli€lo KpeaTuHiny > 1,5 mr/mn i < 2,0 mr/gn) a6o
300 mr 1 pa3 Ha go0y (n=509), B xoxi aHani3sy 6ynu 06’emHaHi.

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

IIpu 3actocyBanHi AIIEHYPIKY® 3MeHIIeHHS CHPOBAaTKOBOI KOHIIEHTpaIlil Ce40BOI KUCIIOTH OYII0
IIBUIKKAM Ta YTPHMYBaJIOCh IOBro. 3MEHIIIEHHST KOHIIEHTpallii ce40BOl KMCJIOTH B CUPOBATIIi [10

< 6,0 mr/gn (357 MKMOJIB/TT) Bifl3Ha4asocs BxkKe Ha APYyroMy THXKHi HOCTigxKeHHs i 30epiranocs
Hajasi IpoTAroM NikyBaHHs. Ha puc. 1 moka3aHo cepefiHi KOHIIEHTpallil Ce40BOi KUCIIOTH B
CHPOBATIII 3aJIeXKHO Bifl Yacy Ojist KOKHOI TePaleBTUYHOI I'PYIIHU JTiKyBaHHS B 000X OCHOBHHUX
mocmimxkenusx (asu 3.

PucyHnoxk 1. CepenHi KOHIIeHTpaIlil Ce40BOi KHCJIOTH B CHPOBATIIi 3a JAaHUMH 00’ €THAHUX
ONOPHUX HociaimxkeHb (Ppa3a 3)



ITpumimka: 509 namieHTiB oTpuMyBanu anonypuHoi B fo3i 300 mr 1 pa3 Ha mo0y; 10
[IalliEHTiB 3 CUPOBATKOBOIO KOHIIEHTpali€lo KpeaTuHiny > 1,5 mr/oni < 2,0 mr/gn
OTpPUMYBasu anonypuHoy B 0o3i 100 mr 1 pa3 Ha moby (10 3 268 maIfieHTiB y moCTigKeHHi
APEX). ®ebOykcocTaT B 703i 240 MT mpu3Hayvasnu AJg OLiHKY 6e3meKu Ipu A03i, 10 B

2 pa3u ImepeBulllyBajia MaKCUMalIbHy PEKOMEHOBaHY.

HocaioanceHHs CONFIRMS: Nocnimxentuss CONFIRMS 6yr0 paHIoMi30BaHUM, KOHTPOJILOBAHUM
OOCITimXKeHHIM (a3u 3 TPHUBAJIICTIO 26 THKHIB, K€ IIPOBOMUIIOCS I OIIIHKY Oe3IeKH Ta
eekTuBHOCTI PpebdykcocTaTty B mo3ax 40 mr i 80 Mr mopiBHSAHO 3 anonypruHoIoM B go3ax 300 mr i 200
MT [i71g TIallieHTiB 3 MOAarpoio i rinepypukemieio. Bcroro 0ymo pannoMizoBaHo 2269 maliieHTiB:
AJIEHYPIK® 40 mr 1 pa3 Ha mo6y (n=757), ADEHYPIK® 80 mr 1 pa3 Ha go6y (n=756) Ta al0mypHHOI
300/200 mr 1 pa3 Ha po0y (n=756). llonalmeH1Ie 65 % MaIlieHTiB Maiu NOPYyLUIeHHS (PYHKII1 HUPOK
Bifl IETKOTO [0 IOMIPHOTO CTyIeHs (3 KiiipeHcoM KpeaTuHiHy 30-89 mi/xB). [IpodinakTika Hamazgis
noparpu 0yia 060B’I3KOBOIO IIPOTITOM 26 THXKHIB.

YacTKa nalieHTiB 3 KOHIIEHTPAIli€l0 CeY0BOl KUCIIOTH B cupoBaTii < 6,0 Mr/mmn (357 MKMOB/N) B
OCTaHHi Bi3uT cTraHoBuna 45 % mnsa gpedykcocraty 40 mr, 67 % mns hebykcoctaty 80 Mr i 42 % mns
anonypunony 300/200 Mr BifmoBigHO.

ITepsuHHa KiHUeB8a mo4Ka 8 nidepyni nayieHmia 3 NOPYyweHHAM (PYHKYil HUPOK

Y pmocnigxenni APEX oniHoBanu e(peKTUBHICTh TpenapaTy 3a ydacTio 40 malieHTiB 3 MOPYyLIeHHIM
¢byHK1il HEPOK (TOOTO 3 BUXIIHOI CHPOBATKOBOIO KOHIIEHTpallielo KpeaTuHiny > 1,5 mr/gni < 2,0
mr/oi). TakuM nalieHTaM, paHIOMi30BaHUM B IPYIy ajloIypHUHOIY, HO3Y IIpenapaTy 3MeHIIyBaIu A0
100 mr 1 pas Ha go0y. [lepBuHHA KiHlleBa TOuKa e(peKTUBHOCTI OyJia JOCATHYTA B Ipymax
AIEHYPIKY® y 44 % nauienTis (80 mr 1 pa3 Ha f006y), 45 % (120 Mr pa3 Ha [o0y) i 60 % (240 mr 1
pa3 Ha mo6y) B nopiBugHHI 3 0 % y rpynax anomyputnosny 100 mr 1 pa3 Ha go0y i nname6o.

[Tpu ubOMY KITiHIYHO 3HAUYIIUX BiIMIHHOCTEH Y 3HMKEHHI CHPOBAaTKOBO1 KOHIIEHTpAaIlil CE40BOl
KMCJIOTH y BiICOTKaX y 3[l0POBUX [OOPOBOJIBIIIB BifdHaUeHO He OyJI0 He3alIeKHO Bif
(YHKITIOHANIBHOTO CTaHy HUPOK (58 % y rpyIi 3 HopMaabHOK (QYHKIE0 HUPOK i 55 % y rpymi 3
TSAKKUM [OPYIIEeHHIM (YHKIIii HUPOK).

[TpocnieKTUBHUY aHAali3, IPOBEEHN 3a YYacTIO MallieHTiB 3 MMOAArpolo i MOpyIIeHHIM (YHKIIiI HUPOK
3a gonoMoroio pocrigxkenass CONFIRMS, nokasas, mo ¢pedykcocTaT OyB 3HaUHO e(peKTHUBHILINM:
PiBEHB CEYOBOL KMCJIOTH B CUPOBATI]i 3HUKYBABCS 00 PiBHA < 6,0 MI/On y MOPiBHSHHI 3 TAKUM IIPU
3acrtocyBaHHi amonypunoiy 300 mr/200 Mr y maiieHTiB 3 TOAarpoio i mopymeHHAM GYHKII HUPOK Bif
JIETKOTO [I0 CEPeHbOT0 CTymeHs (65 % BUIPOOOBYBAHUX).

ITepsuHHa KiHUeB8a mo4Ka 8 nid2pyni nayieHmia 3 Cupo8aAmMK080K KOHUEHMpAuiewn cevyosol
Kucsiomu

> 10 m2/0n

BuxinHa cupoBaTKOBa KOHIIEHTpaLlig ce40oBOi KUCNIOTH = 10 Mr/mn Bim3Havasnacs npubnusso y 40 %
nairienTiB (kombiHoBaHi gocmimxkenus APEX i FACT). Cepeqn nux malli€HTiB IepBUHHA KiHIIEBa TOYKaA
e(eKTUBHOCTI (CUpOBaTKOBa KOHIIEHTpAllisl Ce40BOl KUCNOTH < 6,0 Mr/mj B octanHi 3 Bisutu) Oymna
OOCATHYTa B MiArpymnax ATIEHYPIKVY® y 41 % nauienTis (80 mMr 1 pa3 Ha mo6y), y 48 % nallieHTiB

(120 mr 1 pa3 Ha moby) i y 66 % namienTis (240 mMr 1 pa3 Ha mo6y) B mopiBHSHHI 3 9 % y rpymi



anomypurony 300 mr/100 mr 1 pa3 Ha moby i 0 % y rpymi nnameb6o.

3a manumu gocnimxkenHss CONFIRMS, yacTka mallieHTiB, SKi JOCSTIH TEePBUHHOI KiHIIEBOI TOUKHU
e(eKTUBHOCTI (CUpOBaTKOBA KOHIIEHTpAllisl Ce40BO1 KUCIOTU < 6,0 MI/Oj1 B OCTaHHIM Bi3UT), y IpyIi
NallieHTiB 3 BUXiAHOI0 CHPOBATKOBOI KOHIIEHTpPALli€l0 Ce40BOl KUCI0TH = 10 Mr/mom, SKi 0OTpUMyBaIn
debykcoctat 40 mr 1 pa3 Ha go0y, cTaHOBHIIA BigmoBigHO 27 % (66/249), hbebykcoctat 80 Mr 1 pa3
Ha 700y 49 % (125/254) i anonypunon 300 mr/200 Mr 1 pa3 Ha goby 31 % (72/230).

Kniniuni pedyabmamu: gidcomok nayieHmis, siki nompebyroms mepanii Hanadie nodazpu

Hocnipxenus APEX: [IpoTsiroM 8-THKHEBOTO IPO(]iTaKTUYHOTO IePiofy MallieHTH 3 TepaleBTUYHOI
rpynu dpedykcocraty 120 mr (36 %), siki noTpeOyBanu Tepallil HallafiB Iogarpy, MOPiBHIOBAIUCS 3
malieHTaMu, ki 3actocoByBanu pedykcocrat 80 mr (28 %), anomypunoin 300 mr (23 %) Ta mmamnedo
(20 %). HacTora Hanazis Oyia BUILIOIO Micig MPodilaKTUYHOTO Iepioay i 3 4acoM MOCTYIIOBO
3HMXKYyBasacs. Big 46 % mo 55 % malieHTiB IPOBOAUIIOCS JIIKyBaHHS HalafiB ogarpu 3 8 TUXHA 1 3
28 tuxHs. Hamapgy momarpw, 110 BUHUKIIM IIPOTSITOM OCTaHHIX 4-X THKHiB BUIIPoOyBaHb (24-28
TUXKHI), criocTepiranucs y 15 % nanienTis (pebdykcocrat 80, 120 mr), 14 % nauieHTiB (alomypuHO
300 Mr) i 20 % marienTis (mmanedo).

Hocnipxenus FACT: [IpoTsiroM 8-TuKHEBOTO IPO(}iTaKTUYHOTO NePiofy MallieHTH 3 TepaleBTUYHOI
rpynu pebykcoctaty 120 mr (36 %), sKi moTpeOyBanu Teparii HanagiB Iofarpy, MOPiBHIOBAIUCS 3
narieHTaMu 060X TepaleBTUYHUX I'PYII, e 3acTocoByBanu ¢pebdykcoctat 80 Mr (22 %) Ta anomypuHOI
300 mr (21 %). ITicnsg 8-TuKHeBOro MPODITAKTUYHOTO MepioAy YacToTa HamafiB 36imbmuiacs i 3
yacoM nocTynoBo 3Hu3unacs (64 % i 70 % nauieHTiB, SKi OTpUMYyBasIU JIiIKyBaHHS 3 IPUBOAY HalafiB
noparpu 3 8-52 TuxkHA). Hanmagy nogarpy mpoTsATroM OCTaHHIX 4-X TUXKHIB BUNIpoOyBaHb (49-52
TUXKHI) criocTepiranucs y 6-8 % marienTiB (pedykcoctat 80 mr, 120 mr), iy 11 % margieHTiB
(amommypunon 300 wmr).

YacTka naiienTiB, sKi moTpeOyBanu JTiKyBaHHS 3arocTpeHb noparpu (gocnigxenns APEX i FACT),
Oy/a HUXKYOI0 B IPyIax, e CepemHs KOHIIeHTpPallis CeY0BOi KUCJIOTH B CUPOBATII IiCIs JTiIKyBaHHS
3MmeHmIyBanacs f1o < 6,0 mr/on, < 5,0 Mr/on a6o < 4,0 Mr/nn, B IOPiBHSHHI 3 TpylnaMy, B IKUX
cepenHil piBeHb CeY0BOi KUCTIOTH CTAHOBHUB = 6,0 MT/mJ B ocTaHHi 32 THUXKHI NiKyBaHHSs (3 20-24
THUXKHS 110 49-52 TUXKEHD).

[Tig vac mocmigxennss CONFIRMS uacTka malfieHTiB, sKi motpe0yBaiu JTiKyBaHHS HamagiB Iogarpu
(1 menb KoxkHi 6 MicsiniB), cranoBuina 31 % i 25 % y rpymnax, sSKi oTpuMyBaIH BifmnoBigHo pebykcocTaT
80 mr i anonypuHoi. BigMiHHOCTE! y CIiBBigHOIIEHH] NAI[i€HTIB, SKi oTpeOyBany iKyBaHHS HalafiB
noflarpy, MixXK TrpymnaMy, siKi 3actocoByBanu gpedykcoctaT 80 mr i 40 Mr, He Big3Ha4anocs.

Ilos2zocmpokosi po3wupeHi 8iokpumi 00CAI0HCEHHA

Hocnimxennss EXCEL (C02-021): Hocnigxenuss EXCEL 6yno TpupiyHUM, BiDKpUTHM,
MYJIbTULEHTPOBUM, PaHOOMi30BaHUM, PO3LIKUPEHNM, aJIONyPHUHOJI-KOHTPOIbOBAHUM AOCIIAXKEHHAM
6e3neku (a3u 3, siKe MPOBOIUIIOCS s OI[iHKY 6e3MeKu 3a y4acTio MallieHTiB, SKi MPOMUIIIHA OCHOBHI
nocrimxkenHs pa3u 3 (APEX a6o FACT). Bcroro B mocmipxeHHs 0yio BKmodeHo 1086 maiiieHTis:
AJIEHYPIK® 80 mr 1 pa3 Ha mo6y (n=649), ATEHYPIK® 120 mr 1 pa3 Ha go6y (n=292) Ta
anomypuron 300/100 mr 1 pa3 Ha moOy (n=145). [Ipubnusno ons 69 % malieHTiB KOpeKIlis Tepamil
71 IOCSITHEHHSI 0CTAaTOYHOTO cTabinbHOrO TiKyBaHHS He Oyna moTpibHa. [TamienTy, piHi
CHPOBATKOBOI KOHI[EHTPAllil CEY0BO1 KMCJIOTH Y SIKAX IIPU TPHPa30BOMY IIOCIIifOBHOMY BUMipIOBaHHI
cTtaHoBunu > 6,0 Mr/mm, 6ynu BUKITIOYEHi 3 HOCTiIXKEeHHS.

PiBHiI cupoBaTKOBOI KOHIIEHTPAIlil CEY0BO1 KUCIOTH 3 IIJIMHOM 4Yacy He 3MiHumucs (Hanpuknag, y 91



% 1 93 % marlieHTiB, 9Ki CIOYaTKy 3aCTOCOBYBanu ¢pebdykcocTat y mo3ax BigmosigHo 80 mr i 120 mr,
PiBHI CHPOBATKOBOI KOHIIEHTpALlil Ce40BOl KUCJIOTU CTaHOBWIH < 6,0 Mr/mn Ha 36-My Micsri).

3a maHUMMU TPUPIYHOTO CIIOCTEPEekKEHHS V¥ MeHII HiX 4 % mallieHTiB, 9Ki noTpeOyBaayu TiKyBaHHS
HallafiB, BifMiueHO 3MeHIIIeHHs YaCTOTH HamnapiB mojarpu Ha 16-24 micsmi i 30-36 micsiri (To6To
6inbi HiX y 96 % nauieHTiB He0OXiHICTD Y JIiKyBaHHI HamafiB BiICYTHS).

Y 46 % i 38 % marienTiB, sKi OTpUMYyBaIu ocTaToOYHe CcTabinbHe NiKyBaHHS (hebyKcocTaToM
BigmoBigHO B 03i 80 a6o 120 Mr 1 pa3 Ha go0y, criocTepiranocs noBHE 3HUKHEHHS IIEPBUHHOTO
IIaJIbII0BAHOI0 TOMYCY Biff IOYATKY L0 OCTAHHBOI'O Bi3UTY.

Hocnipxennss FOCUS (TMX-01-005) 6y7o n'aTUPiYHUM, BITKPUTUM, MYJIbTUIIEHTPOBUM,
PO3LIMPEHUM [IOCTiIXKEeHHSAM Oe3meku Ga3u 2, 10 TPOBOAMIOCS 3a y4acCTIO MAIliEHTIB, AKi 3aKiHUMIN

4-tuxHeBUM npuiioM pebyKkcocTaTy 3 MOABIMHUM CIiUM Ho3yBaHHSIM y BunpoOyBanHi TMX-00-004.
HocmimxeHHs BKIo4asno 116 marmieHTis, sKi oTpuMyBanu crodaTky ¢ebykcocraT 80 mMr 1 pa3 Ha
no0y. s 62 % malienTiB Ag DiATPUMKU PiBHS CUPOBATKOBOI KOHIIEHTpAllil Ce90BOl KMCIOTH MEHIIIe
6,0 Mr/mnn Kopekiis no3u He Oyna moTpibHa, a 38 % malieHTiB moTpebyBany KOpPeKil 103U Ois
MOCSATHEHHS 0CTATOYHOI cTa0iIbHOI KOHIIEHTPAIIil.

YacTka mauieHTiB 3 piBHEM CHPOBATKOBOI KOHIIEHTpAllil Ce40BO1 KUCIOTH MeHIe 6,0 Mr/m

(357 MKMOJIB/T) HAa MOMEHT OCTAHHBOTO Bi3uTy cTaHoBuia Ginbire 80 % (81-100 %) gns KoXKHOI 3
TPyI 3a 703010 pedyKcocTaTy.

Y ¢asi 3 kniHiYHUX [OCTiAXKEeHb Y Malli€HTiB, IKi oTpuMyBanu pebykcocTaT, cocTepiramucs
He3HAYHi 3MiHU MTeYiHKOBUX MOKa3HUKIB (5,0 %). YacToTa maHux 3MiH OyJla CX0Xka 3 TaKOI IPU
3aCTOCyBaHHi anomypuHony (4,2 %) (ouB. po3min «OcoO6IuBOCTi 3aCTOCYBaHHS»). Y MOBrOCTPOKOBUX
BiIKPUTUX POIIMIMPEHUX OOCITIIKEHHSIX Y Malli€eHTiB, fKi oTpuMyBanu ¢pedykcoctart (5,5 %) abo
aJIOIypPUHOJI

(5,8 %) mpoTsiroM TpUBAJIOTO Yacy, Big3Havasnocs nmiguieHHs piBHA TTT (> 5,5 MKMO/Mn) (guB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

ITicasapeecmpauitiHi 00820CMpPOK08I 00CAIOHCeHH A

Hocmimxenust CARES siBnsinio co60i0 OaraToeHTPOBe PaHI0Mi30BaHe MOABIMHO CIIie JOoCTimXKeHHs
BiICyTHOCTI MeHII0i e()eKTUBHOCTI, ITiJl YaC SKOT0 ITOPiBHIOBAJIK Pe3yIbTaTH CEPIIEBO-CYIUHHUX
3aXBOPIOBAHb IIPH 3aCTOCYBaHHI (heOyKCOCTATy Ta aJOMypPUHOITY V HAlli€EHTiB 3 MOAArpoo Ta
OCHOBHHMM CEPIEBO-CYIMHHUMY 3aXBOPIOBAaHHSIMHU B aHaMHe3i, BKITIIOYalo4yX iH(papKT MioKappaa,
rocriTaisallito 3 ITpuBOaYy HecTabibHOI CTEHOKAP/Ail, mpoienypy KopoHapHol abo 1epebpabHol
peBacKygpH3allii, iHCybT, rocIiTai3allio 3 IPUBOAY TPaH3UTOPHOI illleMiYyHOI aTakH,
3axBOpIOBaHHS nepudepudyHUX CyaruH abo IyKpoBuii giabeT i3 03HaKaMu MiKpoaHTionarTii 41
MakpoaHriomnatii. [Ins mocsirHenHs piBHsA sUA MmeHIIe 6 Mr/mn go3dy ¢hebykcocTtaTy TUTPYBaiu 3 40 Mr
no 80 Mr (He3anexkHO Bif GYHKIIl HUPOK), a O3y alonypUHOIy TUTPyBanu 3 KpokoM 100 mr 3 300 mo
600 Mr [A71g MallieHTIB i3 HOPMAabHOIO (PYHKIII€I0 HUPOK Ta HUPKOBOI HEIOCTATHICTIO JIETKOTO
crynerd ta 3 200 go 400 Mr g4 malieHTiB i3 HUPKOBOK HEIOCTATHICTIO IIOMIPHOTO CTyIIeHS
TSAKKOCTI.

[TepBUHHOIO KiHIIEBOIO TOUKOIO B mochimxkeHHi CARES 0yB uac mepioi nossBu MACE (BaxuBi
no0iyHi ceplieBO-CYyAMHHI SBUINA), CKIIaf0BOi HeJleTaabHOTo iHhapKTy MioKapaa, HelleTalbHOT0
iHCYNIbTy, CMEPTI Bifi CEpIIeBO-CYyIMHHMX NATOJIOTiX Ta HeCcTabiIbHOI CTEeHOKaP/il 3 HeBiIKIagHOIO
KOPOHAPHOI0 PeBaCKYIsIPHU3alli€o.



Kin1eBi moka3HWKY (MIEepPBUHHI Ta BTOPUHHI) aHaIi3yBalu BiiIOBIAHO A0 aHalli3y HalliIEHHS Ha
nikyBauHg (ITT), BKtoyaouu BCix cy0'eKTiB, siKi OyM paHmoMi3oBaHi Ta OTpUMay NPUHANMHI OIHY
103y IIpenapary y XOAi IOABIMHOTO CIIIOT0 JOCIiAXKEeHHS.

3aranom 56,6% malieHTiB TPUIUHIIN TPpo0HE NTiKyBaHHS IepefdacHo, a 45% nalieHTiB 3aBepIInIn
He BCI BI3UTU [OCIIiIXKEHHS.

3aranoM, 6190 narieHTiB 3HaXOOUIIUCH IIifi CIOCTePEeXKEeHHSAM IPOTATOM 32 MiCALIB, cepenHs
TPUBAJIICTH BIUIMBY CTaHOBMIIA 728 OHIB miist marieHTiB rpynu ¢pebykcoctaty (n=3098) ta 719 nHiB
[JIS TAllieHTiB rpynu anonypuHony (n=3092).

[IepBunHa KiHLeBa Touka MACE cnocrepiranacs 3 aHaJIOTIYHUMU ITIOKa3HUKaMU y Ipylax JIiKyBaHHSA
debykcoctaToM Ta anonypuHoioM (10,8% nportu 10,4% maiieHTiB BifmoOBigHO; BiMHOIIEHHS PU3UKIB
[BP] 1,03; nBocTopouHi# moBTopHu 95% mosipuuii intepsan [[II] 0,89-1,21).

[Tpu ananisi okpemux KkomnoHeHTiB MACE 4acToTa CMEPTHOCTI Bifi CEPIIeBO-CYOUHHUX IaTOJIOTIN
Oyna BUIIOI0 y rpymi pedykcocTaTy, HixK anmonypunony (4,3% npotu 3,2% mnanienTis; YCC 1,34; 95%
I 1,03-1,73). HacroTa inmux nomiit MACE 6Gyna cxoxa y rpymnax ¢gedyKcocTaTy Ta aJlolypUHOIY,
TOOTO HeJeTaIbHOTrO0 iH(papKTy Miokapaa (3,6% mpotu 3,8% martienTis; YCC 0,93; 95% 11 0,72-1,21),
HeJleTalabHOTOo iHCYbTY (2,3% npotu 2,3% maienTis; YCC 1,01; 95% I 0,73-1,41) Ta TepmiHOBOI1
peBacKymsgpu3allii yepe3 HecTabinbHy cTeHOKappio (1,6% mpotu 1,8% nauientis; YCC 0,86; 95% I
0,59-1,26).

YacToTa CMEPTHOCTI 3 yCixX MPUYMH TaKoXk Oysa BUIOI0 y TPyIi ¢pebdyKcocTaTy, HixkK aronypruHOIY
(7,8% mpotu 6,4% mamientis; YCC 1,22; 95% 11 1,01-1,47), 1110 B OCHOBHOMY 00YMOBJTIOBAIOCS OisTbII
BHCOKUM PiBHEM CMEPTHOCTI Bifl CeplieBO-CyOAUHHUX MTaTOJIOTi# y 1iHl rpymi (guB. po3min «Oco0auBOCTi
3aCTOCYBaHHS»).

Temnu npuiHATOI rocmiTanisaliil 3 IPUBOAY CeplieBOl HeIOCTATHOCTI, rocHiTani3anii 3 IpUBOAY
apuTMil, 1110 He MOB’sI3aHa i3 imeMielo, BeHO3HUMHU TPOMOOeMOOIiYHUMY TOAIsIMY, i TocTiTanizarii 3
IIPUBOY MEPEXiTHUX illleMiyHuX HamafmiB Oynu mopiBHIHHUMY 01t PeOyKCcoCcTaTy Ta ajJomypPUHOIY.

Hocmimxennss FAST Gymo mpoCeKTUBHUM, PAHIOMI30BaHUM, BiIKPUTUM OOCIIAKEHHAM 3
MacCKyBaHHSM KiHIIEBOI TOUKH, B IKOMY IIOPiBHIOBanu mpodinsk 6e3mneku ¢pebykcocTaty i
aJIONyPHUHOIY OIS CepIeBO-CyANHHOI CUCTEMH y TAIli€HTIB 3 XPOHIYHOIO TiIepypUKEMI€Io (B
yMOBaX, KOJIU BigKJIaJeHHs ypaTiB BxkKe Bim0ysocs) i pakTopaMu PU3UKY CEPIIeBO-CYOTUHHUX
3axBopioBaHb (CC3) (ToOTo marrieHTH BikoM Bif 60 pokiB i mpuHaMHI 3 OIHUM iHIITUM
(dhakTopom pusuky CC3). IlamienTy, M0 BiAMOBiAanyu KPUTEPiAM BKIIIOUEHHS Y HOCTIAKEHHS,
OTPUMYBAJIY JIiKyBaHHS aJIOIYPHUHOJIOM [0 paHmoMi3allii i, Ko 6yio moTpiobHo, iM
KOPUTYBaJM 103y 3 YpaxyBaHHSIM KJTiHIiYHOI OIIiHKY, peKOMeHAallii €BPOIerCchKol
npotupeBmaTtnyHol iru (EULAR) i 3aTBepakKeHO1 cxeMu J03yBaHHS. Hanpukinmi
migroToB4ol (ha3u 3aCTOCYBaHHS aJONyPHUHOIY MalliEHTH 3 PiBHEM CHPOBaTKOBOI
KOHIeHTpalril ceuoBol Kucynotu (SUA) < 0,36 MMonb/n (< 6 mr/mn) abo HaIiesuTH, sgKi
OTPUMYBaJId MaKCUMaJbHY IEPEHOCHY O03y Yh MaKCUMaJIbHYy [J03BOJIEHY 403y aJIONyPUHOIY,
Oynu paHmoOMi30oBaHi y criBBigHOIIEHHI 1:1 gns oTpuMaHHS NTiKyBaHHSA ab0 ¢pedyKcocTaToM,
abo amonypuHosioM. [TepBUHHOIO KiHIIEBOIO TOYKOIO HociigxkeHHss FAST OyB uac mo mepioro
HacTaHHs Oymb-SKOI MOMii, 1110 BXOAUTH M0 CKJIaI0BOI KiHIIeBOI TOYKM Antiplatelet Trialists’
Collaborative (APTC), B ToMy 4uchni:

— rocrmitani3alis 3 IPUBOAY HeleTalabHOTo iHpapKTy Miokapaa (IM) / rocTporo KOpoHapHOTO
cuagpomy (I'KC) 3 mo3uTuBHOO peakilieio Ha OioMapKepy;



— HeNeTaabHUHU IHCYNbT;
— CMepTh B Pe3yJIbTaTi CEPLEBO-CyIUHHOTO YCKIagHEHHS.

[TepBUHHUY aHali3 I'PYHTYBaBCS Ha IMifxomdi, SKMW BPaXOBYBaB AaHi MAIi€HTIB, IIJ0 OTPUMYyBaIu
JIIKyBaHHS.

B ninomy O6ynu pangomizoBaHi 6128 namienTis, 3 skux 3063 orpumyBanu ¢pebykcocrat i 3065 —
aJIONyPUHOI.

Y nepBHHHOMY aHasli3i JaHUX MAIliEHTIB, SKi OTPUMyBaJH JiKyBaHHS, PeOyKcocTaT He IOCTyIaBCs
aJIoTypPHHOJY 3a YaCTOTOI0 BUHUKHEHHS IIePBUHHOI KiHIIeBOl TOUKH, Ka crocTepiranacsa y 172
nauienTis (1,72/100 mamierTo-pokiB) B rpyii (pebykcocTaTy MOPiBHSAHO 3 241 marieHToM

(2,05/100 ma1rieHTO-pOKiB) B I'PYIIi aJOMyPHHOY, 3i CKOPUTOBaHUM BifmHOLIeHHSIM pu3ukis [BP] 0,85

(95 % OlI: 0,70, 1,03), p < 0,001. Arani3 faHUX NAIi€HTIB, IKi OTPUMYBAJHU JTiKyBaHHS, OIS
IIepPBUHHOI KiHI|eBOI TOUKY B migrpymi nanienTis 3 IM, iHcynbToM abo 'KC B aHaMHe3i He
IIPOJEMOHCTPYBaB CYTTEBOI Pi3HUIN MiX IpynaMu JiKyBaHHS: 65 (9,5 %) nauieHTiB 3 mOQiiMu y Ipymi
dbebykcocraty i 83 (11,8 %) mallieHTiB 3 MOIisIMHU Y TPYIIi aJIOMyPUHOY; CKOPUTOBaHE BiTHOIIEHHS
pu3ukis [BP] 1,02 (95 % [I: 0,74-1,42); p = 0,202.

JlikyBauust pebykcoctaToMm He Oyo mMoOB’'s13aHe 3i 30inbimenHsIM cMepTHOCTI Bim CC3 abo 3 iHmmx
IIPUYHUH SK B IJIOMY, TakK i B migrpymi nanienTis 3 IM, incynsToMm ab6o 'KC B anaMHe3i. 3aranoMm, y
rpyi ¢pebykcoctaTy 6yno MeHie cMmepTtel (62 cmepTi Bim CC3 i 108 cMepTel 3 iHIIMX IPUYUH), HiXK
y rpyni anonypusony (82 cmepri Big CC3 i 174 cmepTi 3 IHINUX IPUYUH).

[Tpu nixyBaHHI pebykcocTaToM crocTepiranocs Oinblile 3HUKEHHS PiBHS CEe40BOI KUCJIOTH MTOPiBHSAHO
3 JIIKyBaHHAM aJIOIypPUHOJIOM.

Cundpom nisucy nyxauru (CJIII)

EdextuBHicT Ta 6e3neka 3actocysBanss ADEHYPIKY® mnsa npodinaktuky i nikysaaus npu CJIIT
oninoBany B gocuigxensi FLORENCE (FLO-01). ATEHYPIK® npogeMoHCTpyBaB HaiKpaly i Gibi
IIBUAKY Oi0 BITHOCHO 3HUXKEHHS PIBHS ypaTiB y IIOPIBHAHHI 3 @JIOIyPUHOJIOM.

FLORENCE saBnsinmo co6oio panmoMizoBane (1:1), momBiiiHe ciine, omopHe mociigxkeHHs (asu III,
nposefieHe s nopisHsaHHsA AITEHYPIKY® B no3ysansi 120 Mr ofuH pa3 Ha 7o0y i alonyprHOIY B
mo3dyBanHi 200-600 Mr Ha mo0y (cepemHs 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 [OCTYIIY [0
pacOypuka3su. [lepBUHHI KiHI[eBI TOYKH SBISAIN COOO0I0 IJIOIIY IIifi KPXBOIO KOHILIEHTPAIlil Ce40BO1
kucsotu B cupoBatli (AUC sUA, ;) i 3MiHy piBHS KpeaTuHiHy B cupoBaTii (sC), 3 mepIoro mno
BOCHMUH NEeHb KOXKHA.

o mocmimxeHHS 0y710 BKITIOYEeHO 346 MAaIlieHTiB 3 reMaTOJIOTIYHUMU 3710SKICHUMHU
HOBOYTBOPEHHSMH, SIKi OTPHMYyBaIM XiMiOTepallilo i Majlu CepenHili/BUCOKUM CTYIiHb PU3UKY
po3Butky CJIII. Cepenne 3Hauenus AUC sUA, ; (Mr X 4/m) 6yn0 3HaYHO HUKYUM TIPU TIpHAoMi
AJIEHYPIKY® (514,0 + 225,71 y nopiusnHi 3 708,0 + 234,42; cepefiHe HaliMEHIINX KBAAPaTIB [JIs
pisHuti: -196,794 [95 % mosipuoro iHTepBany: -238,600; -154,988]; p < .0001). Kpim Toro, cepenHi
CHPOBATKOBHM PiBEHb CEYOBOI KHCIOTH OYB 3HAYHO HUKYMI IpHU 3acTocyBanHi ATEHYPIKY®,
TIOYMHAIOYHY 3 TIEPIINX 24 ronouH MiKyBaHHS i B Oy[b-sIKAU HACTYIIHUM MOMEHT 4acy.
CTaTHCTUYHO 3HAYMMMX BiIMIiHHOCTEN 3a CEpegHiM BMiCTOM CHPOBATKOBOT0O KpeaTuHiny (%)



Mix AITEHYPIKOM® i anonypusonoM He GyI1o

(-0,83 £ 26,98 mopiBHsaHO 3 -4,92 + 16,70 BiANOBIAHO; CepeHE HaMEHIIINX KBaApaTiB A/ Pi3HULL:
4,0970 [95 % moBipuoro iHTepBany: -0,6467; 8,8406]; p=0,0903). 3 ypaxyBaHHSIM BTOPUHHUX
KiHIIEBUX TOYOK, CTaTUCTHYHO 3HAUMMUX BiIMiHHOCTEH 3@ YaCTOTOI PO3BUTKY 1a00pPaTOPHO
nigTBepaxkenoro CJIIT ve 6y1o (8,1 % 19,2 % mnsa AIEHYPIKV® i aJIONyPUHOJIY BiAIIOBITHO;
BigHOCHUM pu3uk: 0,875 [95 % mosipyoro inTepBany: 0,4408; 1,7369]; p=0,8488) i kKniHiKM CUHOPOMY
posmnany myxnuau He 0ymno (1,7 % i 1,2 % pns AIIEHYPIKV® i aJIONyPUHOJIY BifIIOBIOHO; BiTHOCHUMU
pusuk: 0,994 [95 % mosipuoro iHTepBany: 0,9691; 1,0199]; p=1,0000). YacToTa BCix 03HaK i
CHMIITOMIB, IT[0 BUHUKJIH IIif] Yac JIiIKYBaHHS, a TAKOXK MOGIYHUX peakirili, ctaHoBua 67,6 %
TIOPiBHSAHO 3 64,7 % i 6,4 % mopiBHAHO 3 6,4 % mnsa AIIEHYPIKY® i anonypuHony BigmosigHO. Y
nocnimxenni FLORENCE ATJEHYPIK® IIPOIeMOHCTPYBAB HaWKpaIIy i Oi/bII MBUAKY Hif0 MO0
3HUKEHHS PiBHS Ce4Y0BOI KMCJIOTH B CHPOBATIIi ITOPiBHSIHO 3 alloNypuHOIOM. [laHi Iog0 mopiBHAHHS
ATIEHYPIKY® i pac6ypuka3u Ha faHui 9ac BincyTHi. EQekTuBHiCTh Ta Ge3neka GebyKcocTaTy He
Oynu BCTAHOBJIEHI [JIs MAIli€HTiB 3 TocTpuM TskKUM CJIII, HanpuKIaf MallieHTiB, y IKUX iHII BUAK
Teparil A7 3HUKEeHHS YpaTiB He Ail0Th.

dapmakoKiHemuka.

Y 3mopoBux m0OPOBOJIBIIIB MaKCUMallbHa KOHIIeHTpalis y nna3mi (C,,,) Ta mnomia mig Kpusow (AUC)
30inbIIyBaIuCs MPOMOPLIMHO A03i micIg 0gHOPa30BoOro Ta 6araTopa3oBoOro 3aCTOCYBaHHS
¢debykcocraty y go3ax Big 10 mr mo 120 mr. [Ipu go3sax Big 120 mr mo 300 mr 36inbimenHss AUC 6yro
OinbIIvM, HiXK MPOMOPIIiKHO 0o3i. ITpu 3acTocyBarHi 103 10-240 Mr KoxXHi 24 TOOUHY HaKOITUYEHHS
dbebykcocraty He BimMiyasnocs. [lepenbauyBaHuil cepefHiil TepMiHaIbHUM EPion HalliBBUBENEHHS
(t,,) bebykcocTaTy cTaHOBUB pubIM3HO 5-8 ropuH. ByB mpoBegeHu NOMyNIALiNHUN aHasi3
(dbapMakoKiHeTUKY/papMaKOAUHaMIKU 3a JaHUMH, OTPHMaHUMH 3a y4acTio 211 maiieHTis 3
rinepypukeMiero i mogarporo, sxi sactocosysanu AITEHYPIK® B mo3ax 40-240 mr 1 pa3 Ha go0y. B
I[iJIOMy OTpMMaHi 3HaueHHS (papMaKOKiHETUYHUX TapaMeTpiB BiATIOBifal0Th TAKUM Y 30OPOBUX
moOpOBOJIBLIIB, SIKi, OTKE, € XOPOIIIOI0 MOJEIITI0 IJIsT OIIiHKK (papMaKOKiHEeTHKYU/DapMaKOgUHAMIKH
Iperapary y Mali€HTiB 3 I0Aarpoxw.

BcmokmyeaHHa. ®ebykcocTtaT mBUAKO (t,,, (4ac mOCATHEHHS MaKCUMaIbHOI KOHIIeHTpallii)
1,0-1,5 rogunn) i mobpe (mpuHaiiMHi 84 %) BCMOKTY€EThCS. [Tpu 0HOPA30BOMY Ta
O6araTopa3oBoMy 3acTOCyBaHHi (peOykcocTaTy nepopajabHo y go3ax 80 mr abo 120 mr 1 pas
Ha 106y C,,, BidnoBimHO cTaHOBUTH 2,8-3,2 MKr/M1 Ta 5,0-5,3 MKr/MJ1. AOCONTIOTHY
OiogocTymHicTh TabmeTok pedykcocTaTy He aHamidyBanu. [Ipu 6araropa3oBoMy
3acTocyBaHHi y mo3i 80 Mr 1 pa3 Ha foOy abo Ipu 0OQHOPa30BOMY 3aCTOCyBaHHi ¥ 0o3i 120 Mr
y IOEQHAaHHI 3 KUPHOIO 1kKemw C, . 3MeHITyBanacs Ha 49 % ta 38 %, a AUC - Ha 18 % Ta 16
% BignoBigHO. OgHAaK e He CYIPOBOAXKYBaI0CS KITIHIYHO 3HAUYIIUMU 3MiHAMHU CTYIIEHS
3MeHIIIeHHS PiBHS CEY0BOl KMCJIOTH ¥ CUPOBATIIi KPOBi (pu 6araTtopa3oBOMy 3aCTOCYBaHHI y
no3i 80 mr). Takum unnoM ATEHYPIK® moxHa 3aCTOCOBYBATH He3a/leKHO Bil BXXUBaHHSI
1Ki.

Posnodia. TlepenbauyBanuii 00’eM po3nofiny v piBHoBaxkHOMY cTaHi (V. /F) mns
dbebykcocTaTy 3MiHIOETHCS Bif 29 mo 75 11 mics mepopanbHOTo 3acTocyBaHHS y mo3i 10-300
Mmr. CTymiHb 3B’sI3yBaHHA debykcocTaTy 3 GiNikaMu IIa3MU KPOBi (TOIOBHUM YHUHOM 3 albOyMiHOM)
cTaHoOBUTH 99,2 % i He 3MIHIOETHCS IpHU HigBuineHHi 703u 3 80 Mr g0 120 Mr. [I71 aKTUBHHUX

MeTabomiTiB hebyKcocTaTy CTYIiHb 3B’ sI3yBaHHS 3 OiIkamMu I1a3MU KPOBi KONMUBA€EThCS Big 82 mo 91
%.



Memab6oaizam. ®ebykcocTaT aKTUBHO MeTabOIi3yEThCS IIISIXOM KOH 'Iorallii 3a y4acTIo
ypupusaudochaTriokypoHinTpaacepasu (VI O-rnokypoHinTpancdepasn) Ta OKUCHEHHS 3a
y4acTio ¢pepmeHTiB cuctemu rutoxpomy P 450 (CYP). Yeboro imenTudikoBaHo 4 ¢papmMaKoIoridyHo
aKTHBHUX TiIPOKCUNILHUX MeTabonitu GpedykcocTaTy; 3 3 HUX Oy/id BUSIBIIEH] y IJ1a3Mi JIIOAUHMU.
HocmimkeHHS in vitro Ha MiKpocoMax MeYiHKU JTIOIWHY 3aCBiqYUIH, IO I1i OKUCHeHi MeTabomiTu
YTBOPIOIOTHCS mepeBaxHo mif miero CYP1A1, CYP1A2, CYP2C8 a6o CYP2C9, Tomi sixk pebykcocTaTy
TJTIIOKYPOHI YTBOPIOETHCS FOJIOBHUM YMHOM TIif fmiero Y @-rntokypoHinTpancdepasu 1A1, 1A8 Ta
1A9.

BusedeHnHsa. ®ebykcocTaT BUBOOUTLCS 3 OPraHi3My yepes MediHKy Ta HUpKaMu. Ilicns
TIepopasIbHOro 3acTocyBaHHsa ‘C-pebykcocTaty y mo3i 80 Mr npubnuszo 49 % BUBOFUIOCH i3
cedelo y BUTTIAAI He3MiHeHOro gpebdykcocTaTy (3 %), aluaraioKypoHiny mitouoi peuoBunu (30
%), BimoMux OKHCHeHHuX MeTaboJIiTiB Ta ix KoH'1orariB (13 %) Ta iHIKUX HeBimoMUX
MeTabomiTiB (3 %). KpiMm HUPKOBOI eKcKpelil, mpubau3Ho 45 % mo3u BUBOAUIIOCS 3 KaJlioM y
BUTTIAAI He3MiHeHoro ¢ebykcocTaTy (12 %), arunrmokypoHiny mitouoi peuoBunu (1 %),
BiJOMHX OKMCHEHHUX MeTa0OoIiTiB Ta iX KOH'1oraTiB (25 %) Ta iHIIMX HeBimoMux MeTaboJIiTiB (7
%).

Hupkoea HedocmamHicmeb.

IIpu GaraTropa3osoMy 3actocyBanHi ATTEHYPIKY® y go3i 80 mr He Gyno BigMiueHo 3miH C,
(beOyKcocTaTy y MallieHTiB 3 JIETK0I0, IOMipHOI0 a0 TSIKKO0I0 HUPKOBOIO HELOCTATHICTIO TOPiBHSAHO 3
malieHTaMy 3 HOPMaJbHOI0 PyHKIliEo HUPOoK. Cepenus 3aranbHa AUC ¢pebykcocTaTy 30imbIiryBanacs
npubnu3Ho y 1,8 pasa: Big 7,5 MKT X TofuMHa/MI y MallieHTiB 3 HOpMabHOIO (QyHKIIiE HUPOK 1o 13,2
MKI X TOAVHA/MII Y Hali€HTIB 3 TAKKOI HUPKOBOIO HegocTaTHiCTo. C,,, Ta AUC aKTUBHUX
MeTabomiTiB migBuIyBanucs y 2 i 4 pa3u BignosigHo. [IpoTe marieHTaM 3 HIPKOBOI HENOCTATHICTIO
7erKoro abo MOMipHOTO CTYIeHs KOPeKIis J03U JIiKapchKoro 3aco0y He moTpibHa.

ITeyiHKoB8a HedocmamHicmeo.

IIpu Garatopa3osoMy 3actocyBanHi AIIEHYPIKY® y go3i 80 mr He Gyno BigMiueHO cyTTeBHX 3MiH C,
ta AUC ¢ebykcocTaTy Ta 1#0oro MeTaboIiTiB ¥ malieHTiB 3 1erkoi (knac A 3a mkasnoi Yaunma-I1'10)
Ta ITOMipHOI0 (knac B 3a mkamnoio Yannma-I1'10) me9iHKOBOO HEJOCTATHICTIO ITIOPIBHSAHO 3 MallicHTaMu
3 HOpMaJIbHOI0 GYHKINE0 medinku. [ocmigKeHHs TiKapCchKoro 3acofy y MallieHTiB 3 TIKKOI0
IIeYiHKOBOIO HefmocTaTHiCTIO (knac C 3a mkanoi Yainna-I1'10) He IpoOBOOUIIOCS.

Bixk.

IIpu GaraTopa3oBoMy IepopanbHoMy 3actocyBanHi AIIEHYPIKY® He Gy70 BifMi4eHO CYTTEBUX 3MiH
AUC ¢ebykcocTaTy Ta #0ro MeTaboiTiB ¥ MallieHTiB TITHHOTO BiKYy IIOPIBHSIHO 3 MOJIOTUMU
300POBUMU NOOPOBOIIBIISIMH.

Cmame.

IIpu GaraTopa3oBoMy mepopansHoMy 3actocyBanHi ATEHYPIKY® C,., Ta AUC deGykcocTaTy y XKiHOK
Oynu Ha 24 % Ta 12 % BUIMMU BiAMOBigHO, HiX y YonoBikiB. Oguak C,,, Ta AUC, cKopurosaHi 3a
Macolo Tina, 0ynu cxoxi s 000X Tpym, TOMy 3MiHa go3u GebdyKcocTaTy 3a/eKHO Biff CTaTi He
notpibHa.



KitiHiuHi XapaKTepHuCTHKH.
Iloka3aHnHus.
AIIEHYPIK® 80 mr ta ATEHYPIK® 120 Mmr:

JIikyBaHHSI XpOHIYHOI riepypuKeMii Ipy 3aXBOPIOBaHHSAX, 1110 CYIIPOBOIKYIOTHCS BiiKIagaHHIM
KPUCTAJIiB ypaTiB, ¥ TOMY YHKCJIi IpX HasBHOCTI TodyciB Ta/ab0 mogarpuyHOro apTPUTY B MaHUU Yac
YU B aHaMHe3l.

ATIEHYPIK® 120 wmr:

JlikyBaHHS Ta npodinakTKa rinepyprkeMil y JOpOCIUX MAalliEeHTIiB, AKi MiggaoThcs XiMioTeparii 3
IIPUBOJIY TE€MATOJIOTiYHUX 3JI0KiCHUX HOBOYTBOPEHD 3 MTOMIPpHUM a00 BUCOKHM PHU3UKOM CUHAPOMY
nizucy nyxnunu (CJITI).

ANTIEHYPIK® moka3aHuit OOPOCIUM IallieHTaM.

IIpomunoka3aHHs.

linepuyTnuBiCTh N0 aKTUBHOI pe4yoBHUHU ab0 [0 Oymb-sIKOI iHIIOI JOTIOMiKHOI PEUYOBHHHU IIpenapary,
3a3HaveHoi y po3mini «Ckmam».

B3aemodisa 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu é3aemoditi.
MepkanmonypuH/a3zamionpuH.

BigmoBigHO Mo MexaHi3My cBOE€] fii hebyKcocTaT MPUTHIUYE KCAHTHHOKCHUIA3Y, TOMY CYITyTHE
3aCTOCYBaHHS He PEKOMEHAYeThCs. [IpUrHiueHHA KCAaHTUHOKCHAa3U MOXKe IIPU3BOOUTH [0
IiABUINEHHS KOHI[eHTpallil 000X IpemnaparTiB y Iaa3Mi, 110 MOXkKe BUKJIMKATH MiEJTOTOKCUYHY peakIliio.
Y pasi ogHO4YacHOro BBeieHHS (eOyKCOCTaTy N03U MepKalTONypuHY/a3aTionpuHy CJlif 3MEHIIUTH [0
20 % abo MeHIIIe Bif paHilie npu3HadeHol o3u (OuB. po3ain «Oco0MMBOCTI 3aCTOCYBaHHA»).

AneKBaTHICTh 3allpOTIOHOBAHOI KOPEKIIii 03K, SKa I'PyHTyBajacsl Ha MOJeJ/II0BaHHi Ta iMiTaliiHOMY
aHasi3i JaHuX AOKIiHIYHUX AOCTiAKEeHb Ha IIypax, 0yja migTBephKeHa pe3yabTaTaMy KIiHI9YHOTO
MOCITiXKeHHS B3aeMOfii Tikapchbkux 3ac06iB ¥ 3mOPOBUX HOOPOBOJIBIIB, SIKi OTPUMYBAJIU a3aTiONPUH Y
mo3i 100 Mr okpeMo Ta 3MeHIIIeHy 03y a3aTionpuHy (25 Mr) y kombiHarii 3 hebykcoctaTom (40 abo
120 mr).

HocnimxeHHs B3aeMofii hebyKcocTaTy mmif 4ac iHIoi MUTOTOKCHYHOI XiMioTepartii He ITPOBOAUIIUCS.
Y xomi omopHoOro mochimxkeHHs naiieHTam i3 CJIIT 3 gekinbkoMa pexxuMaMu XiMioTeparil
npu3HadaBcs ¢pebykcocTtaT y mo3i 120 Mr, BKI04alouyd MOHOKJIOHAJIbHI aHTUTiNa. OgHaK Imig 9ac
IILOTO JTOCITiMI>KEHHS B3a€MO/il TiKapChKUM TpenapaT-liKapChbKril Ipenapar i TiKkapChbKun
IIpernapaT-3axXBOPIOBAHHS He JOCITigXKyBanucs. ToMy MOXKIUBICTh B3aEMOil 3 Oyb-IKUMU
LATOTOKCUYHUMHU IIpeliapaTaMy, 110 CYMiCHO IIpU3Ha4Yal0ThCs, BUK/IIOYATHA HE MOXKHaA.

Po3sueaimasoHn/cybcmpamu CYP2C8

debykcocTat € cnabkum iHribitopom CYP2C8 in vitro. B xofmi mocmigkeHHs y 3M0POBUX T0OPOBOIIBIIIB



nmaparsnenbHe 3acTocyBaHHs 120 mr ¢pebykcocTtaty 1 pa3 Ha 7oOy Ta 0OHHOPa30BOI IIEPOPAIBHO
IPUUHATOL 03U PO3UTIIITa30HY 4 MT He BIIJIMBaJIO Ha PapMaKOKiHETUKY PO3UTIIITa30HY i HOTO
MeTabommiTy N-Ie3MeTUIPO3UrIiTa30Hy, 0 JEMOHCTPYE, 110 peOyKcocTaT He MPUrHiuye GepMeHT
CYP2C8 in vivo. TakuM 4MHOM, OfHOYaCcHE BBefieHHs ¢heOyKcocTaTy i po3uriiTa3oHy abo iHIIuX
cyoctpatie CYP2C8 He BuMarae KOpexkliii 031 OJIs LMX IIpernaparTis.

TeodiniH.

[TpoBeneHO HOCiKeHHS B3aeMomil peOdyKcocTaTy 3a y4acTiO 3T0POBUX NOOPOBOJIBLIIB IJIs OL[iHKH
BIIJIBY IPUTHIUEHHS KCAHTUHOKCHUA3U Ha 30ibIIeHHS PiBHSA TEO(iNTiHY B IIUPKYII0I0Yill KPOBI, 110
crocTepiranocs 3 iHmKMY iHTi6iTOpaMK KCAaHTHHOKCHUAA3U. Pe3ynbTaTu OOCTiIKEeHH T0Ka3ay, 1110
IIPU OMHOYACHOMY 3aCToCyBaHHi ¢pebykcoctaTy y mo3i 80 mr Ta Teodininy y nosi 400 mr He Oyiio
XKOoOHUX (hapMaKOKiHEeTMYHUX B3a€MOIiN ab0 BIIUBY Ha Oe3meKy Teodininy. Takum 4uHOM,
¢debykcocTat y mo3i 80 Mr MoxKHa 3aCTOCOBYBaTH OOHOYACHO i3 TeodiniHoM 6e3 0coOMuBUX
3acTepexkeHb. [laHux 1mo70 fo3u pedykcocTtaty 120 Mr HEMaAE.

HanpokceH ma iHwi iH2i6imopu 2410KypOoHIi3auii.

Mertabomni3M GpebykcocTaTy 3aleXuTh Bif akTUBHOCTI pepmenTy Y O-rnrokypoHinTpanchepasu.
JlikapchbKi 3aco0w, 1110 IPUTHIYYIOTH IIpOLieC III0KypoHi3arlii, Hanpuknan HI133 ta npoGeHenus,
TEOPETUYHO MOXKYTh BIUIUBATH Ha BUBeJeHHS GebykcocTaTty. Y 3M0poBUX T0OPOBOJIBLIB IPK
OJHOYaCHOMY 3aCTOCYyBaHHi ¢eOyKcocTaTy Ta HanmpokceHy mo 250 Mr 2 pa3u Ha go0y crocTepiranocs
nocuneHHd gii pebykcocrarty (C,., (MaKkcHManbHa KOHIIEHTpPALlis) CTaHOBUTD 28 %, AUC (moia mif
kpuBomw) - 41 %, t,,, (mepiox HaniBBUBeneHHS) - 26 %). Y X0l KJTIHIYHUX HOCTIAXKEHb 3aCTOCYBaHHS
HanpokceHy Ta inmux HI133/ inribitopis LIOT-2 He cynpoBOAXKyBaiocs KIIiHIYHO 3HAUYIIUM
30inbIIIeHHSIM MOOIYHUX PeaKIlii.

®ebyKCcocTaT MOXKHA OHOYACHO 3aCTOCOBYBATH 3 HAIIPOKCEHOM 63 3MiHH X [03H.
IHOyKmopu 2A10KypoHi3auyii.

[MotyxHi iHgyKTOpU hepmenTy Y -TmoKypoHinTpaHcdhepa3u MOXKYTh IIOCUTIOBATH MeTab01i3M Ta
3MeHIIyBaTy epeKTUBHICTH heOyKcocTaTy. Y nauieHTiB, SKi 3aCTOCOBYIOTh IOTYXKHi iHIYKTOpH
TJIIOKYPOHi3allil, pPEKOMEHAYEThCS KOHTPOJIIOBAaTH PiBEHb CEY0BO1 KMCJIOTH Y IJIa3Mi uepe3 1-2 TUXKHI
opmHOYacHoI Teparii. [Ipu BigMiHi iHAyKTOpa IMIOKYpOHi3allii MOXK/IMBe MifBUIIEHHS PiBHS
bebykcocTaty y maa3Mi.

KoaxiuyuH/iHOoMemauuH/2i0poxaopomia3ud/eappapuH.

debykcocTaT MOXHA OOHOYACHO 3aCTOCOBYBATH 3 KOJXIIMHOM ab0 iHgoMeTanuHoOM Oe3 3MiHU 03U
npenaparis.

Takox He noTpiOHO 3MiHIOBaTH 03y hedyKCcocTaTy IpX OOJHOYACHOMY 3aCTOCYBaHHI 3
TiAPOXJIOPOTia3umOM.

OmHouacHe 3acTocyBaHHS ¢ebykcocTaTy 3 BapdapuHOM He BUMAarae 3MiHU I03U OCTAHHBOTO.
3acTocyBaHHS y 3M0poBuX m0OpoBobliB pebykcoctaTy (80 Mr abo 120 Mr oguH pas Ha moby) 3
BaphaprHOM He BIIMBAE Ha (hapMaKOKiHETHKY OCTaHHBOT0. OfHOYACHE 3aCTOCYBAHHS 3
bebykcocTaToM TakoX He BuBano Ha MHO Ta akTuBHicTh hakTopa VII.

[e3unpamin/cybcmpamu CYP2D6.



3a maHWMH, OTPUMAHUMH in vitro, hebykcocTat € cmabkum inribitopom CYP2D6. V xomi mocmimxkeHb
3a y4acTIO 3[J0POBHX NOOPOBOJILIIB, AKi oTpuMysamy 120 mr ATEHYPIKY® 1 pa3 Ha o0y,
cnoctepiranocs 36ineimennss AUC pesunpaminy (cybectpat CYP2D6) Ha 22 %, 1110 CBiTYUTE IIPO
cnabKy npurHiuyBanbHy Oito pedykcoctaTy Ha pepmeHT CYP2D6 in vivo.

TakuMm 4uHOM, NP OMHOYACHOMY 3acToCyBaHHI pebykcocTaTy Ta cyOcTpatiB CYP2D6 HeMae
HeoOXimHOCTI 3MIHIOBATH IX MO3H.

AHmMauuoHi 3acobu.

[Ipu ogHOYACHOMY 3aCTOCYBaHHI 3 aHTalaMy, 1110 MICTSATh MarHilo riIpoKCHU Ta ajlloMiHit0
TiIpoKcup, BigMidaeThCsa 3aTPMMKa BCMOKTyBaHHS (ebyKkcocTaTy (mpubnau3Ho Ha 1 roguny) Ta
3menmeHnHs C,,, Ha 32 %, omHak AUC ¢pebyKkcocTaTy CyTTEBO He 3MiHIOETHCS, TOMY pedyKcocTaT
MOXHa 3aCTOCOBYBATH i3 aHTAUUOHUMU 3ac06aMHu.

0Oco6.1ueocmi 3acmocyeaHHsi.
Cepueso-cyOuHHI 3aX80PHOBAHHSI.

JIikyBaHHS XpPOHIYHOI rinepypukeMii

ITig vac po3pobku mikapchKoro 3acoly i B omHOMY micisipeecTpatiinomy gociigxkenHi (CARES) y
MAIliEHTIB 3 YK€ HaSBHUMU OCHOBHUMMU CEPIEBO-CYAMHHUMY 3aXBOPIOBAaHHAIMHU (HalpUKiIam: iHGpapKT
MioKappa, iHcynbT abo HecTabinbHa CTeHOKApis) MpU 3acTOCyBaHHI ¢pebyKcocTaTy crocTepiranacs
OinbIa KinbKiCTh CepIieBO-CyOAUHHUX YCKIaAHEHD 3 JIeTaJIbHUM HACIIiJKOM MTOPiBHSHO 3
aJIOTyPHUHOJIOM.

[TpoTe B nmoganbioMy micnspeectpauitnomy gocnimxkenHi (FAST) ¢pebykcocTaT He OCTyIaBCs
aJIoIypPHHOJIY 3@ YaCTOTOIO K JIeTaJlbHUX, TaK i HelleTalbHUX CePIeBO-CYINHHUX YCKIagHEeHb.

JIikyBaHHS 1i€l IPyNHU MAI[iEHTIB CIIifi TPOBOAUTH 00€PEKHO Ta 3 PETYIIPHUM HarJIsamaoM.

HeTanbHime mpo 6e3meky ¢hedyKcocTaTy [AJis CepleBO-CYAMHHOI CUCTEMHU OUB. po3minu «ITobiuni
peaxtii» i «PapMakKoguHaMiKa».

IIpodisakmuka i 1iKy8aHHA 2inepypukemii y nauieHmis i3 pusukom possumky CJITT

[TamienTy, sKi miggamThCA XiMioTeparlil 3 MPUBOAY reMaTOIOTiYHUX 37T0AKICHAX HOBOYTBOPEHD 3
noMipHEM a60 BruCcOoKuM pu3ukoM CJIIT ta 3actocoByots ATEHYPIK®, mpu HasgBHOCTI KIIiHIYHUX
ITIOKa3aHb 3HAXOOAThCS Mif HATMAmOM Kapaiosora.

Asnepeis/einepuymaugicmbs Ha AiKapcvki 3acobu.

Y MexkaXx ITOCTMapKeTUHTOBOTO HarsaAy Oyiu pifKicHi mMOBimOMIEHHS PO CEPHO3Hi anepriyxi
peaxiiii/peaxkiiil Tinep4yTAUBOCTI, Y TOMY YHCJIi 3aTPO3/IUBOTO [JI KUTTS CHUHIPOMY
CriBeHca-[]?KOHCOHa, TOKCUYHOTO elifepMaIbHOT0 HEKPOJIi3y Ta TOCTPUX aHa(imaKTUIHUX
peaxtiit/moky. Y 0inblIocTi BUNagKiB TaKi peakilii CrrocTepiraaucs MpoTsATroM IepIIoro Micsis
3acTocyBaHHS (ebyKkcocTaTy. Y KiJbKOX, ajie He y BCiX IallieHTiB CIloCcTepiraaucs mopymeHHs
HUPKOBOI GYHKIIil Ta/abo rinepyyTIuBiCTh 0 aJONypPHUHONY B aHaMHe3i. TSIXKKi peakiril
rinepyyTAMBOCTi, y TOMYy YHCJIi peakiiil, II0 CYyIIpOBOOKYIOTLCS €03nuHO(DIsTi€l0 i cCHCTeMHUMU
cumnromamu (DRESS-cuHmpoM), B mesIKUX BUIIafiKax OyJy MMOB'sg3aHi 3 TUXOMaHKOIO,



reMaToJIOTiYHOI0, HUPKOBOI a00 MeYiHKOBOIO HEeIOCTATHICTIO.

[MTauieHTu MoBUHHI OyTH MPoiHGOPMOBaHi PO 03HAKHU Ta CUMIITOMMU TillepuyyTIXBOCTi/aneprii, a
TaKOXK 3a HUMHU CJIiJ] CIIOCTEepIiraTy 040 PO3BUTKY TaKuX peaklid. [Ipu mosiBi CeprO3HUX alepridHux
peakitiiii/peakiiiy rinepuyTauBocCTi, cuHapoMy CTiBeHCa-[[?)KOHCOHA B TOMY YKCJIi, 3aCTOCYBaHHSI
bebykcocraty Tpeba HeralHO IPUIIMHUTH, OCKIJIbKY PaHHE MPUMIMHEHHS 3aCTOCYBaHHS MOKPAIIYE
IIPOTHO3. fKIIO Y NallieHTa PO3BUHYIACA ajlepriyHa peaklilis/peakiis rinepyyTauBOCTi, Y TOMY YUCIIl
curpgpoM CriBeHca-JI2KOHCOHA, Ta rOCTPi aHA(iMaKTUYHI PeakKIlii/IIoK, TO IOBTOPHE MPU3HAYEHHS
¢bebyKcocTaTy IPOTUIIOKA3aHO.

3azocmpeHHAa (Hanad) nodazpu.

JlikyBaHHs pebyKCOCTAaTOM CJIifi PO3MOYMHATH TilIbKYU ¥ IEepiof IMicisi 3ar0CTPEHHS XBOPOOH.
debykcocTaT MOXKe CIIPOBOKYBaTH Hallal MOAArpy Ha IMOYaTKY JiKyBaHHS 3a PaXyHOK 3MiHU PiBHS
CeY0BOI KHCJIOTH Y CUPOBATIII Yepe3 BUXig ypaTiB i3 merno. Ha mouyaTky nikyBaHHS (hebyKcocTaToM
PEKOMEHOYEThCS MPU3HAYUTH HECTEPOINHI mpoTu3ananbHi 3acobu (HI133) abo KonxinuH Ha TepMiH
He MeHIIle 6 MiCAIiB Oyg NpodinakTUKY HamafiB Iofarpu.

[Tpu po3BUTKY HamaAy INofarpu Ha TJIi 3aCTOCyBaHHS (eOyKcocTaTy JIiKyBaHHS IPOLOBXKYIOTh.
OpHOYaCHO IPOBOMSATH BiANOBIAHY iHOWBINyaNbHY Tepallilo 3aroCTpeHHd noparpu. [Ipu Tpusanomy
3acTocyBaHHI pebykcocTaTy YacToTa Ta TSXKKIiCTh HalafiB IIOfarpu 3MEHIIYIOThCS.

Bioksna0eHHA KcaHmMuHis.

Y malieHTiB 3 IPUCKOPEHUM YTBOPEHHSAM yparTiB (HaIpHUKIIaf, Ha Tl 3JI0SKiCHUX HOBOYTBOPEHb Ta 1X
nikyBaHHs abo mpu cuHapoMi Jlema-HixaHa) MoXKuBe CyTTEBe 36ibIeHHS a0COIOTHOL
KOHIIEHTpAallil KCAaHTHHIB Yy Cedi, 0 y PiAKICHUX BUIaKaX CyIPOBOMXKYETHCA 1X BigKIageHHIM y
CevyOoBUBIAHUX HUIAXaX. LIpOro He crocTepirasocs B OIIOPHOMY KIIIHIYHOMY OOCIIIAXKEeHH]
ATIEHYPIKY® npu CJITI. Yepes o6MeXeHiCTh JOCBify 3acTocyBaHHs (peGyKCcOoCTaT He IIOKa3aHui
nanieHTaM npu cuagpowmi Jlema-HixaHa.

MepkanmonypuH/a3zamionpuH.

debyKcocTaT HE PEKOMEHIYEThCST 3aCTOCOBYBATH IMAIliEHTAM, SIKi OTHOYACHO OTPUMYIOTh
MEepKaITONyPHH/a3aTiONPUH, OCKiNbKY iHTiOyBaHHS KCAaHTHHOKCHIAa3u (HeOyKCcoCcTaToM MoXkKe
CIIPUYMHUTH IiABUIIEHHS KOHIIEHTpAIlil MePKaITONyPHHY/a3aTiONPUHY B IIJIa3Mi KPOBI, 110 MOXKe
IIPU3BECTH 10 CUJIbHOI TOKCUYHOCTI.

dxmo koMOiHallii He YHUKHYTH, PeKOMEHYETHCS 3MEHIIUTH 003y MEPKAITONYPHHY/a3aTiONPUHY 10
20 % abo MeHIIIE TTONTEPEIHBO IPU3HAUEHOI NO3H, 11100 3am00irTH MOKIMBUM reMaTOoJIOTiYHUM
BIIJIMBAM (OUB. po3min «B3aeMopmis 3 iHIMMY NTiKapChbKUMU 3aco0aMu Ta iHIII BUOM B3AEMOii»).

[TawieHTiB clig peTenbHO KOHTPOIIOBATH, a 103y MepPKalTOypPHHY/a3aTionpuHy MOTPiOHO 3rogoM
KOPUTYBaTH Ha OCHOBI OLIIHKY TepaleBTUYHOI BiIIOBiMli Ta HACTAHHS MOXK/IMBUX TOKCUYHUX €(EKTIB.

IlauieHmu, AKI nepeHecaAu MPAHCNAAHMAUII0 OP2dHi8.

Iocsigy 3acTocyBanHs (pebyKcocTaTy 1iif KaTeropil malieHTiB HEMae, TOMy 3aCTOCYBaHHS IIpernapaTry
He I10Ka3aHo.

TeoginiH.

OpHOpa30Be OfHOYACHE 3acTocyBaHHS (ebykcocTaTy y mo3i 80 Mr Ta Teodininy y mo3i 400 Mr He



II0Ka3aJIo XKOgHUX (papMaKoKiHEeTUYHUX B3aeMofiil. PebykcocTat y f03i 80 Mr MoxkKHa 3aCTOCOBYBaTH
OTHOYACHO i3 TeodiniHoM 0e3 pu3UKY MigBUINEHHS KOHIEHTPAIliX Teodininy y mra3mi. [JaHuX 1000
no3u ¢pebykcoctaTy 120 Mr Hemae.

3axe8opr08aHHA NeviHKU.

Y xomi komOiHoBaHOI pa3u 3 KimiHiYHUX mocuimkeHb y 5,0 % malieHTiB, sKi orpuMyBanu pebykcocrar,
CIIOCTepiranucd He3HauHi 3MiHY [I€4YiHKOBUX IIOKAa3HUKIB, TOMY PEKOMEHYETHCS I1EPEBIPATI
GbyHKITIOHAbHI TeYiHKOBI TIOKa3HUKY [0 Ipu3HadeHHs (heOyKcocTaTy Ta Iif Yac JIiKyBaHHS IPH
HasBHOCTI ITOKa3aHk.

3axeopro8aHHA W, UMOBUOHOI 3a/103U.

YV 5,5 % mnauieHTiB, sKi oTpuMyBanu pebyKcoCTaT IPOTATOM TPUBAJIOTO Yacy, CIIOCTepiranocs
migBuIieHHs nmokasuuka TTI (> 5,5 MkMO/Mn) mif 94ac JOBrOCTPOKOBUX BiTKPUTHUX PO3MUPEHUX
nocrimxkeHnb. ToMy nmikapchKui 3acib crif 3 00epeKHICTI0 3aCTOCOBYBATH IallieHTaM 3 MOPYIIeHHSIM
GYHKIII MU TOBUIHOI 3a7103H.

Jlakmoasa.

Jlikapcekuii 3acib mMicTuTh 1aKTo3y. [lalieHTaM i3 pifKiCHUMM CIagKOBUMM 3aXBOPIOBAHHSIMU,
TIOB’SI3aHUMH 3 HETIEPEHOCHMIiCTIO TaJlaKTO31, HeIOCTATHICTIO TaKTa3u Jlamnma abo mopyueHHsIM
BCMOKTYBaHHS T'JIFOKO3K/TalaKTO3U IIpernapaT He IT0Ka3aHuu.

Hampiti.
Lle#t nixapcbkui 3aci6 mMicTuTh MeHIe 1 MMosnb HaTpito (23 Mr) B 1 TabnerTiy, TO6TO MPakKTUYHO
BiIbHMY Bif HATPilo.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHA 2py00i0.
Bazimuicmb

OOmexeHU JOCBiT 3acTOCyBaHHSA GeOyKcocTaTy Mif 9ac BariTHOCTI CBIYUTH IIPO BiNCYTHICTh
HECIPUSTIIMBOTO BIIJIUBY Ha IepeOdir BariTHOCTI Ta 3[0POB’s 10[a/HOBOHAPOAKEHOTO. Y XOi
IOCTIiAKeHb Ha TBApUHaX He OyJI0 IOMiueHO HOoro mpsiMoro abo HempsIMOoro MoO0iYHOT0 BIIMBY Ha
mepeOir BariTHOCTi, PO3BUTOK eMOpioHa/mIoga Ta nepeodir mooris. ITI0TeHIIIHHNN PU3KK I TIOOUHN
HeBimomuii. ®ebykcocTaT He CIIiff 3aCTOCOBYBATH IIifl Yac BariTHOCTI.

I'odysanHsAa 2pydowo

Hesigomo, uu mpoHuKae hebykcocTaT y rpyaHe MOJIOKO JIOOUHU. [JoCIiiKeHHS Ha TBApHHAX
II0Ka3aJy, o ¢pedyKcocTaT MPOHUKAE V TPYIHE MOJIOKO Ta BUSIBIISIE HETaTHBHUM BIJIMB Ha PO3BUTOK
HOBOHAPOAXKEHUX, IKUX FOAYIOTh LM MOJIOKOM. PU3UK MOTpaNIsHHS IpernapaTy B IPygHE MOJIOKO He
Moxe OyTu BuKIoueHu. ®ebyKkcocTaT He CJIiff 3aCTOCOBYBATH Y IIepPiof rOfyBaHHS TPYIOIO.

depmusbHicMb

HocnimxeHHs GepPTUIBHOCTI Ha TBApPUHAX IIPX 3aCTOCYBaHHI y m03i 48 Mr/Kr/0o0y He BUSBUIIH
3aJIeKHOCTI MOOIYHUX peakIlid Bim mo3u. [is AIIEHVPIKY® Ha PEenpPOnYKTUBHY (QYHKIIIO TIOAUHA
HeBizoMa.



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

Bynu nosimoMieHHs PO PO3BUTOK COHJIMBOCTI, 3allaMOpPOY€eHHs, IapecTe3ii Ta MOPYLIeHHS YiTKOCTI
30py Ha TI1i 3acTocyBaHHs pebykcoctary. ToMy malieHTaM, siKi 3acTocoByoTh ATEHYPIK®,
PEeKOMeHOyeThCst OyTU 06epekHUM IIPU KepyBaHHI aBTOTPAHCIOPTHUMM 3acobamu Ta poboTi 3
iHIMMMY MexaHi3MaMu [I0 TOTO Yacy, IIOKY BOHU He OyAyTh BIIeBHEHI y BiICYyTHOCTI BUIlle3a3HaYE€HUX
no0iYHUX peakili.

Cnoci6 3acmocyeaHHss ma do3u.

[l03y8aHHA
ITooazpa.

PekomennoBana fo3a AIEHYPIKY® cranosuts 80 Mr 1 pa3 Ha [o0y IepopanbHo, He3aIekHO Bif
IpuRoMy ixXi. FKIIO KOHIIEHTpPAllis Ce40BOI KUCJIOTH B CHPOBATIIi KPOBi ITePeBHUIIYE 6 MT/MT

(357 MKMOJIB/TT) Ticna 2-4 TUXKHIB JIiKyBaHHS, CIIifl PO3T/ISHYTH IiABUIIEHHS 103U ATEHYPIKV® no
120 mr 1 pa3 Ha 1o0y. EpekT nikapchkoro 3aco0y BUSIBISIETHCS OOCUTH IIBUOKO, 0 POOUTH
MOXKJIMBUM TOBTOPHE BH3HAUYEHHS KOHIIEHTPAllil CEY0BOI KMCJIOTU Yepe3 2 TUXKHi. MeTo NiKyBaHHS
€ 3MEeHILeHHS KOHIIEHTpallil Ce40BOl KUCIOTH Y CUPOBATII Ta MifTPUMKa 1l Ha piBHI MeHIle 6 MT/on
(357 MkMoOIB/M).

TpuBamicTe TpodinakTUKX HalafiB Iofarpu peKOMeHI0BaHa He MeHIIe 6 MiCSLiB.
Cundpom nisucy nyxauru (CJIII).

PekomennoBana fo3a AIIEHYPIKY® cranosuts 120 Mr ofuH pa3 Ha §o0y HepopabHO, He3alekKHO
Bif] IpUUOMY 1XKi.

3acrocysanns AIIEHYPIKY® ciiif po3moyrHaTH 3a [Ba [Hi [0 I09aTKy [UTOTOKCHYHOI Teparmii i
IIPOJIOBXKYBATH II[OHaNMeHIIe 7 Oib; omHaK TPUBAJIICTh Tepallii MOXKHa ITOOOBXKUTH 100 9 mib
BiIIOBiOHO /10 TPMBAJIOCTI XiMioTeparrii Ta KJTiHiYHOI OI[iHKH.

ITauieHmu AIMHbBO20 BIKY.

Ilns miel KaTeropii maIfieHTiB KOpeKIis ;03U He OTPiOHa.

Hupkosa HeQocmamHicmb.

Y maii€eHTiB 3 TSIXKKUM NMOPYLIEHHSIM (PYHKII HUPOK (KiipeHC KpeaTuHiny <30 MJ/XB) e(peKTHUBHICTh
Ta 6e3meKy IiKapchKoro 3acoby BUBUEHO HeoCTaTHLO. [larieHTaM i3 mopyieHHsAM QyHKIIT HIPOK
7erkKoro abo MOMipHOTO CTYIEeHs KOPeKIis J03U He MOTpibHa.

ITeyiHKoB8a HedocmamHicme.

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



[Togarpa. Ilpu nopyineHHi QyHKIIII TeYiHKYM TETrKOro CTyIeHs peKoOMeHoBaHa 103a CTaHOBUTHL 80 M.
IocBix 3acTocyBaHHS JMiKapChKOTo 3aco0y Mpu MOPYIIeHHI QYHKINI MeYiHKY TOMIpHOTO CTYIEHs
o0MexKeHUH.

Cunpgpowm misucy nyxnuuu (CJIIT). I3 onoproro gocnigxenus ¢as3u III (FLORENCE) 6ynu BUKTIOUYEHi
TinbKM CY0’'€KTH i3 TeYiHKOBOIO HEJOCTATHICTIO TSKKOTO CTymeHs. [I7g nalieHTiB, ki Oynu BKIIIOYeHi
B [IOCTIiIKEHHS, KOPEKIIis 03U y 3B’SI3KY i3 CTaHOM (QYHKIIiM IeUiHKK He ToTpiOHa.

Cnocib 3acmocyeaHHs

I 7151 IepopaabHOTO 3aCTOCYBAHHS.

AIEHYPIK® 3aCTOCOBY€EThCS IEPOPaIbHO, He3aIeXkHO Bifl IPUIOMY iXi.

Himu.

Besneka Ta ebexTuBHICTh 3acTocyBanHs ATEHYPIKY® mitam BikoM 70 18 pOKiB He BCTAHOBJIEH.
IlaHi 11010 3aCTOCYBaHHS BiACYTHI.

Ilepedo3yeanns.

Y pasi nepeno3yBaHHSA II0Ka3aHa CUMIITOMaTAYHa Ta HMigTpUMYyl04ya Teparlid.

ITo6iuni peakuii.
Peswome npoginto 6e3nexu.

HaituacTimumy no0iYHUMY peakIliiMy ¥ KITiHIYHUX focigxKeHHAxX (4072 malieHTH, mo
3acTtocoByBanu 0o3y Big 10 mr go 300 Mr), micnspeecTpalliiHux HOCTiIXXKeHHIX 6e3MeKn
(mocnigxenHsa FAST: 3001 yyacHUK, 9Kull OTpUMyBaB, IpuHaMHi, o3y Big 80 Mr mo 120 Mr) Ta B
IIpolieci TOCTMapKeTHHTOBOTO HATJISAY V HalliEHTiB 3 mogarpoo Oyiu: 3aroCTPeHHS (Hamamu)
noflarpy, MopyineHHs QyHKIII Me4iHKy, giapes, HY[OTa, TONOBHUM 0ilb, 3alTaMOpPOYEHHS, 3aUIIKa,
BHCHIIAHHS, CBepOixk, Gisib y cyrnobax, 6ink y M's3ax, 6ib y KiHmiBkax, HAOPSKHU Ta MifBUIEHA
BTOMJTIOBaHiCTh. L]i moOiyHi peakiii Manu y GisbIIOCTi BUTIafKiB TeTKUM ab0 cepenHin
CTYTMiHb TSIXKKOCTI. [1if Yac MOCTMapKETUHTOBOT0 HArJIIAy OyJx MOBiJOMIEHHS PO PigKicHi
BUIIAOKYW CEPUO3HUX PeakKllill rinepuyTauBoCTi Ha pedyKkcocTaT, IesdKi 3 HuX
CyIIPOBOAKYBa/INCA CUCTEMHUMU peakIliIMH, Ta IIPO PifAKiCHI sBUIla PanTOBOl CepIeBol
CMepTi.

Y HUX4YeHaBeeHi Tabaull 3a3HayeHo0 nMob6iyHi peakilii, sKi BUHUKAIOTh IIPU 3aCTOCYBaHHI
¢debykcocTaTy nalieHTaMu Ta KilacudikoBaHi TakuM YnHOM: YacTo (Big = 1/100 mo < 1/10), HewacTo
(Big = 1/1000 mo < 1/100) Ta pigko (Big = 1/10000 mo < 1/1000). YacToTa po3BUTKY I'DYHTYETLCI Ha
OOCIIIAKEHHAX Ta I0OCTMapKEeTUHIOBOMY [JOCBIfi IIO0 ITAli€HTIB i3 IOAarpoxwo.

Y KOXKHiii TpyTIi 3a YaCTOTOI0 PO3BUTKY MOOiIUHI peakilil IpefcTaBIeHO y MOPSAAKY 3MEHIIeHHS
CTyIeHS TAKKOCTI.



Tabauuysa 2. [TobiyHi peakuii, wo cnocmepizanucs y ¢asi 3 KomMbiHOBAHUX PO3WUPEHUX
00820cmpoKo8uUX 00CAI0HCEeHb, nicaapeecmpauitiHux 0ocaidxceHHsax 6be3neku ma 8 nepiod
nocmmapkemuH208020 CNOCMeEPEeNCeHHA Y NauieHmia i3 nodazporo.

3 60Ky KpOBi Ta nmimMbpaTruyHol
CUCTEMU

Pigko
[TaHIWTONEHisT, TPOMOOLUTOIEHIs, arPaHyIONUTO3*, aHeMis”

3 00Ky iMyHHOI CUCTEMHU

Pinko
AHadinakTHYHI peakil*, rinepyyTnuBicTh 0 npenapary*

3 00Ky eHIOKPUHHOI CUCTEMU

HeuacTo
[ligBUIleHHS PIBHSA TUPEOCTUMYJIOI0YOr0 TOPMOHY KPOBI,
rinotupeos”

3 00Ky OpraHiB 30py

HeuacTo

3aTymMaHeHUH 3ip

Pinko

Oxm03ia aprepil ciTKiBKH"

3 00Ky Xap4yyBaHHS Ta 0OMiHY
PEYOBUH

HacTo***

3aroctpeHHs (Hamagy) momarpu

HeuacTo

LlykpoBuii miabeT, rimepnimigemisi, 3HUKEHHS alleTUTY,
30iNIbIIIEHHS MacH Tila

Pigko

3HUXKEHHSI MaCH Tijla, HiABUILIEHHS alleTUTy, aHOPEKCis

3 OOKY ICUXiKH

HeuacTo

SHUKeHHs 11610, 6€3COHHS

Pigko

HepBo3HiCTh, IPUTHIYeHHH HAcTpill’, po3naz cHy”

3 60Ky HEPBOBOI CHCTEMU

YacTo

[ConoBHUY 0iTb, 3aIIaMOPOYEHHST

Heuacto

[TapecTesil, reminapes, COHIUBICTD, IeTaprisa’, 3MiHa
CMaKOBOTO CIIPUMHSATTS, TilecTesis, mocnabieHHs HIOXY
Pigko

Aressis’, BimuyTTa nevinusa®

3 60Ky opraHy CIyxy Ta JIabipuHTy

HeugacTo
[Ilym y Byxax
Pigko
Bepruro®

3 00Ky CcepIeBOl CUCTEMU

HeuacTo

DibpunsLis mepencepab, BITUyTTS CepleOuTTs, BiIXuIeHH
Big HopMu Ha EKT, 6;0Kafia niBoi HixkKY my4ka [ica (ous.
po3ain «CUHAPOM JIi3UCy MYXJIMHU»), CAHYCOBa TaxikKapmis
(muB. po3fain «CHHAPOM Mi3UCY MyXIHHK»), apUTMis"

Pigko

ParnToBa cepluieBa CMEPTL*

3 00Ky CYAMHHOI CUCTEMU

HeuyacTto

ApTepiasibHa rinepreH3sis, IPUIJIUBY, IPUIIUBY 3 BITUYTTIM
bKapy, KpoBoTedi (IuB. po3nisl «CUHAPOM JIi3UCY MyXJIUHU»)
Pinko

[upKynIATOpHMI Konanc’




3 00Ky muXabHOI CHCTEMU

YacTo

3aguInKa

HeyacTo

BpoHxiT, iHdeKIil BepxHiX qUXanbHUX MISIXiB, iHGEKIis
HIJKHIX OUXalIbHUX MUIAXiB” , Kamens, puHopes”

Pigko

[THeBMoHis"

3 00Ky LIIYHKOBO-KHUIIIKOBOTO Yacto

TPaKTY [liapes**, HygoTa
HeuacTo

Binb y KuBOTI, 6inb ¥ BepxHiX Bigmimax XKuBOTa", 30yTTA
PKMBOTA, racTpoe3odareanbHa pedoKCHa XBOpooa,
OJTI0BaHHS, CYXiCTh Y POTi, JUCIIEIICis, 3amop, YacTi
BUIIOPOXKHEHHS, METEOPHU3M, TUCKOMGDOPT y IITYHKY a0
KUIICYHUKY, BUPa3Ky B iIAHIN poTa, Habpsk ry6”,
TaHKPeaTUT

Pinko

[Tepdopalis MITYHKOBO-KHAIIKOBOTO TPAKTy', CTOMATHUT"

3 00Ky MeYiHKHU Ta JKOBUOBHBITHUX
MIJISIXiB

JacTo

[TopymeHHS QYHKIN] TediHKu**

HeyacTo

PKoBuHOKaM'siHa xBopoba

Pigko

[emmaTUT, XXOBTAHUILAY, Ie4iHKOBA HEJOCTATHICThY,
XOJIELIUCTUT

3 00Ky LIKipu Ta MifIIKipHO-
DKM POBOI TKAaHUHU

YacTo

BucunanHs (y TOMY YKCJIi BUCUTIIAHHS 3 OiNlbII HU3BKOIO
YaCTOTOI0 BUHWKHEHHS, IUB. HUXK4Ye), CBepOixk

Heuacto

IlepMaTUT, KPOIIUB'THKA, 3MiHa 3a0apBiIeHHS IIKipH,
MMOIIKOMKEHHS IMKipH, IeTeXil, MISMUCTI BUCUIIH,
MaKyJIONalyJIb03H1 BUCUIIH, ITallyIb03HI BUCUIIY, MTiABUILIEHA
miTIUBICTH, ayonenis, ek3eMa®, epuTeMa, HiuHa miTnuBicTh”,
ncopias®, ceep6nsaui Bucunu®

Pigko

TOKCMYHUY elliflepManbHuK HEKPOi3*, cuagpoM CTiBeHCa —
[>x0HCOHa*, aHTioHAOPSK*, peakilii Ha mpenapar, I
CYIIPOBOIXKYIOTHCSI €03UHOQITIIEI0 Ta CUCTEMHUMU
CUMIITOMaMu*, reHepasi3oBaHi BUCUIIH (CEPHO3Hi)*,
eKcdoriaTuBHI BuCUNY, QONIKYIIPHI BUCUIIY, BE3UKYIbO3HI
BUCUIIY, IyCTYJIbO3HI BUCUIIHA, €PUTEMAaTO3Hi BUCHUIIH,
KOpPOIOAiOHi BUCHUTIN

3 OOKy OIIOPHO-PYXOBOTO amapary
Ta CIIOJIYYHOl TKaHUHU

Hacto

Binb y cyrnobax, Gib y M’s13ax, Gisib y KiHmiBkax”

HeuacTo

ADTPUT, CKEJIETHO-M s130BHH 6ifb, C1a0KiCTh Y M'g3aX, CyoOMHU
M’'s13iB, CKYTiCTh M's3iB, 6ypCHUT, HabpsAK cyrnobis*, 6ins y
CIIMHI", CKeJIeTHO-M's130Ba CKYTICThb”, CKyTiCTh Cyr1o6iB

Pigko

Pa6noMioni3*, CHHIPOM 3[aBIeHHs poTaTopa meda’,

peBMaTHyHa NoJTiMianrisa’




3 00Ky HUPOK Ta CE4OBUBITHUX HeuacTo

[ITSIXiB HupkoBa HEJOCTATHICTh, Ce4oKaM siHa XBopoba, reMaTypis,
[0J1aKiypisi, MpoTeiHypisi, HECTPUMHI ITO3UBHU [0
CEYOBUITYCKAHHS, iH(EKIIil CeYOBUBIIHUX IUIAXiB"

Pigko

[TyOynoinTepcTuilianbHut HeQpuT*

3 00Ky pelpooyKTHBHOI cucTeMu Ta |HedacTo

MOJIOYHMX 3aJ103 EpekTunbHa OUCPYHKIIIS

3 00Ky opraHiaMy 3arajiom HacTo

HaOpsiku, migBuilleHa BTOMITIOBAHICTD

HeuacTo

binb y rpyasx, BifuyTTs OUCKOMGOOPTY Y IPYALX, 6imp”,
He3myXaHHA"

Pinko

Crpara, BiguyTTs Kapy”

[TomaTKOBiI MeTOIM MOCIHiIXeHb Heuacto

[linBullleHHS PiBHA aMina3u y KpoBi, 3MeHIIeHHS KiJIbKOCTI
TPOMOOLUTIB, 3MEHIIIEHHS KiIbKOCTi JIEMKOILIUTIB y KPOBI,
3MEHIIIEeHHS KiJTbKOCTi JTiIM(QOLUUTIB Y KPOBi, MigBUIIEeHHS PiBHS
KpeaTuHY B KPOBi, IMiABUILEHHS PiBHS KPeaTUHIHY Y KPOBI,
3HUKEHHS PiBHS reMorjio0iHy KPOBi, MigBUIIIEHHS PiBHS
CEYOBUHU B KPOBI, MiJBUIIIEHHS PiBHSA TPUTJIILEPUAIB Y KPOBI,
[IiIBUILEHHS PiBHS X0JIECTEPUHY B KPOBI, 3HUKEHHS
reMaTOKPUTY, IiABUIIeHHS PiBHA MakTaTaerigporenasu (JIOT)
V KPOBI, MiABUIIEHHS PiBHS KaJlilo y KPOBI, MigBUIIEHHS
MiKHapOJHOT0 HOpMasi3oBaHoro BigHomenss (MHB)*

Pinko

[ligBUIIIeHHS PiBHA IJIIOKO3U Y KPOBI, IOJOBXKEHHS
AKTMBOBAHOT'0 YACTKOBOT'0 TPOMOOIIJIACTHHOBOI'O Hacy,
3HUKEHHS KITbKOCTI €PUTPOLIUTIB Y KPOBI, IMiABUIIEHHS PiBHSA
mykHO1 pochaTasu y KpoBi, MiABUIIIEHHS PiBHS
KpeaTrHGOCHOKiHA3M Y KPOBi*

TpaBMHM, iHTOKCHUKAIiI Ta HeuacTo

YCKJIafHEeHHs IPOLENyP 3aburTa”

* TIo6iyHi peakiiii, 10 cIIOCTepiraaucs B Mexkax OCTMapKeTUHTOBOTO CIIOCTEPEKEHHS.

** Tliapes Ta BigXujeHHs pe3ynbTaTiB QyHKLIiOHATBHUX P06 NEeYiHKY Biff HOPMH, SIKi BUMarasiu
Teparil, 0 CIOoCTepiranucs B HOCTiAXKEHHAX pa3u 3, pO3BUBAINCS YacTillle y Malli€HTiB, IKi
OTPUMYBAJIX CyIIyTHIO TEPAIil0 KOIXIIXHOM.

*+* [luB. po3nin «PapMakoguHaMiKa» OO0 YaCTOTH 3aroCTpeHb (HamamgiB) moJarpH, o
crioctepiranucs y ¢a3si 3 iHguBigyaIbHUX PaHIOMi30BaHUX KOHTPOILOBAHUX AOCIIiIXKEHb.

# [To6iuHi peaxrii, MPo SKi MOBIHOMIISIETLCS B XOMi HMiCISIPEECTPAIIINHNX TOCITiIXKEeHb 0€3IeKH.

Onuc okpemux nobiyHux peakuit.

Y Mezkax ITOCTMapKeTUHIOBOT'O HATJISIAY Oy/IH IOBiIOMIEHHS IIPO PidKiCHI BUIIAOKM CEPUO3HUX
peaxiiiii rimepuyTiauBocTi Ha pebykcocTaT, y ToMy yucii cuagpoM CtiBeHca-[I2KOHCOHA, TOKCUYHUN
eligepManIbHUN HEKPOJIi3 Ta aHadinakTuyHi peakuii/mok. CuaapoM CriBeHca-[[2KOHCOHa Ta



TOKCUYHUMU eliflepMaJbHUY HEKPOJIi3 XapaKTePU3y€eThCs IPOTPECYI0YUM WIKIPHUM BUCUIIAHHAM 3
OyJIbO3HUM ypaXKeHHSIM IIKipu abo cnru30BUX 000JI0HOK Ta MOAPa3HEHHSIM CIM30BOi 000JIOHKY OUel.
Peakiii rimepuyTnuBocTi Ha ebyKCcOCTaT MOXKYTh IMIPOSIBIISITACS TAKUMKM CUMITOMaMMU: IIKiPHUMUI
peaxIisiMy, 110 XapaKTepU3yIOThCSA iHPIIBbTPOBAaHUMYU MaKyJ10-1alyJIb03HUMYU BUCUIIAHHIMY,
reHepasizoBaHuMU a0 eKcGhOoiaTUBHUMY BUCUIIAHHSIMY, & TaKOXK ypaxkeHHSIMHU IIKipy, HaOpIKoM
00MYYs, TapsuKoI0, TeMaTOJIOTiYHUMY TOPYIIEHHSIMU, TAKUMHU SK TPOMOOIIUTOIIEHIS Ta
€03MHO(DITis, Ta ypaxkeHHIM OKpeMHUX OpraHiB a00 KiJlbKOX OpraHiB (MediHKa Ta HUPKU, Y TOMY YHUCIIi
TyOynoiHTEpCTUIlianbHUE HEDPUT).

3arocTpeHHd (Hamaau) IOofarpu 3a3BA4ai CIIOCTepiraaucs HeBOOB31 MiC/s MOYaTKy JIiKyBaHHS Ta
IIPOTATOM IepILINX MiCALIB JIiKyBaHHSA. YacTOTa HamnaziB IOgarpy 3HUXKyBanacs 3 4acoM. [Ipu
3acTocyBaHHi pebykcocTaTy peKOMeHIY€eThCs MpodinakTHKa TOCTPUX HalaMdiB IOgarpHu.

Cunpapowm misucy nyxaus (CJIIT)
Pe3stome npoginio 6e3neku

B xomi pangomizoBaHOr0, MOABIMHOTO CIIIIOr0 OMOPHOTO mociimxkeHHS ¢a3u 3 FLORENCE
(FLO-01), y sixomy mopiBHIoBanu ebykcoctaT Ta anomypuno (346 naiieHTiB, sKi miggam0ThCs
XiMioTeparii 3 IpUBOAY reMaTOJIOTiYHNX 37I0SKICHUX HOBOYTBOPEHD 3 TOMipHUM a00 BUCOKUM
pusukom CJITI), Tinbku y 22 (6,4 %) mauieHTiB criocTepiranucs mobiuni peakuii, a came y 11 (6,4 %)
TaLiEHTIB Y KOXKHIN rpymi nikyBaHHS. BinbimicTs no6iuHuX peakuiit Oymu erkoro abo moMipHOTO
CTYIIEHS.

Y minomy B xomi mocnimxkentus FLORENCE Oymp-IKUX JOJATKOBUX IMig03p 00 Oe3MeKu
3actocysanas AJJEHYPIKY® marienTaMm i3 moparpoo He Gyj10, 3a BUHATKOM HUXK4Ye3a3HaueHUX TPhOX
mo0iYHNX peakilii (muB. Tab. 2).

[TopymeHHs 3 60Ky CepIieBol CUCTEMH.

Heuacro: 6710kana niBoi HixKM nmy4ka ['ica, cuHycoBa Taxikapmis.
[TopymienHs 3 00Ky CyAUHHOI CUCTEMH.

HeuacTo: KpoBoTeui

[ToBigoMIIeHHS MIPO Mim03pioBaHi mo6ivHi peakirii

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpaltlii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
ITe nae 3MOry IpOBOAUTYA MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JIiKapCchKOro 3aco0y. MeguuHUM Ta (apMalleBTUYHUM IIpalliBHUKAM, a TaKOX MallienTaM abo ix
3aKOHHHUM IIPECTaBHUKAM CJIiT IOBiTOMJISITH IIPO YCi BUITAAKH MMiI03PIOBAaHUX MOOIYHUX Peaklliid Ta
BificyTHOCTI e(heKTHUBHOCTI JIikapchKOT0 3aco0y yepe3 ABTOMaTH30BaHy iHpopMaliiiHy cucteMy 3
(dapMmakoHarisAgy 3a nocunaHHAM: https://aisf.dec.gov.ua

Tepmin npudamuocmi. 3 POKH.
He 3acTocoByBaTu npemnapar Iic/isl 3aKiHYeHHS TEPMiHY IPUAATHOCTI, 3a3Ha4YEHOr0 Ha yIaKOBII.

YMoBH 30epiranHsi.



CnenianbHi yMOBH 30epiraHHs He BUMaraloThcs. 30epiraTi y HeIOCTYITHOMY [JIS AiTel MiCITi.

YnakoBka.

I[To 14 TabneToK, BKPUTHUX IIJIIBKOBOIO 000/I0HKOM0, Y GiticTepi; mo 2 abo mo 4, a6o mo 6 6micTepiB y
KapTOHHIi¥M KOpOoO1Ii.

KaTteropisa Bigmycky.

3a pelemnToM.

BupoOHHK.

Menapini-®on Xeiinen I'm6X.

Micue3HaxoaKeHHsI BAPOOHHKA Ta MO0 aapeca MiCIlisi IPOBaXKeHHs Jisi/IbHOCTI.

JTleunnirep mrpace 7-13, 01097 [Ipe3nmeH, Himeuunna.

3asIBHHUK.

Menapini [HTepHemonan Onepeiimonc Jliokcemoypr C.A.

Micne3HaxoaKeHHs 3asiBHHKA.

1, ABento ne na I'ap, JI-1611 JTrokcemOypr, JltokcemMOypr.



