Ckian

Oitoua peuosuHa: febuxostat;
1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOI0, MiCTUTh pebykcocTtaTty 120 mr;

O0ONOMIJHICHI pedyoBUHU: JTaKTO3W MOHOTIOpAT, TiHPOKCHUIIPOIIiIIIIei003a, IIeIinI03a
MIKpOKpUCTaJliYHa, HaTPit0o KpocKapMejio3a, MarHito creapaT, KpeMHil0 OIOKCUL
KOJIOIDHUY BOOHUM, IIOJIiBiHIIOBUY CIUPT, TUTaHYy Aiokcup (E 171),
IOJIIeTUJIEeHTJIIKOJIb, TaJIbK, 3ajlida okcup xkoBTuul (E 172).

JIikapcbKa ¢popmMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcCHOBHI (pi3uko-xiMiuHi 81acmu8ocmi: KarcynononioHi TabneTKy, BKPUTI IIJIiBKOBOIO
000JI0OHKOI0, Bifi 6J1i0-2KOBTOT0 OO KOBTOT'O KOJIBOPY, 3 TUCHEHHAM «120» 3 omHOTO
00Ky Ta riafieHbKi 3 iHIIIoTo OOKY.

®dapMaKoTepalneBTHUYHA Irpyna

JIikapchKi 3aco0u [is miKyBaHHS moparpu. JIikapchbKi 3aco0u, 1110 TPUTHIYYIOTh
yTBOpeHHS ce4doBol kucnotu. Kog ATX M04A A03.

dapMakKogHHaMiKa

MexaHi3zm 0Oil.

CedoBa KHUCJIOTa € KiHIIEBUM ITPOAYKTOM MeTabosi3My NypuHiB y TIOOUHY i
YTBOPIOETHCS ITiJ 4YaC TaKOl peakliil: TiMOKCaHTUH — KCAaHTUH — CedoBa KHCIIOTa.
KcanTuHOKCHOa3a € KaTanidaTopoM 000x eTariB 11i€l peakirii. ®ebykcocTaT €
MOXiOHUM 2-apUJITia30jly, TepalleBTUYHA [if IKOTr'0 IOB’sd3aHa 31 3MEHIIEeHHAM
KOHIIeHTpallil CEe40BO1 KMCJIOTH B CUPOBATIIi KPOBi LIJITXOM CEJIEKTUBHOT O
MMPUTHIYeHHSs KCaHTUHOKcuaga3u. PedyKcocTaT - 1e IOTYXKHUM i CeIeKTUBHUN
HenypuHOBUM iHribiTop KcanTuHOKCcUAa3u (NP-SIXO), tioro Ki (koHCcTaHTa
NPUTHIYEeHHs) in vitro ctTaHOBUTH MeHIIe 1 HaHOMOJIsA. Bysio moka3aHo, 1110
(pebykcocTaT 3HaYHOIO MipOIO MMPUTHIYYy€E aKTUBHICTb SIK OKMCHEHOI, TaK i BITHOBIIEHOI
(opMu KCaHTUHOKCHUA3u. Y TepaleBTUYHUX KOHIeHTpalisax ¢ebykcocTaT He
MpurHivye idur ¢pepmenTH, 1o 6epyTh y4acTb y MeTaboi3Mi mypuHiB abo mipuMiguHiB
TaKUX SIK I'yaHiHIe3aMiHa3a, rimokcanTuHryaHindocdopubosunTpanchepasa,
opotaTtdochopubo3untpancde-pasa, oporuguHEMoHOPOChaTImekapOokcuiaala, abo
ONypuHHYKIeo3uadocdopunasa.



KniviyuHa epekmusHicmb ma 6e3neka.
ITodaepa

EdektusHicTh npemnapaty AIIEHYPIK® Oysna minTBepaxkeHa B ¢pa3i 3 TphOX OCHOBHUX
mociimkeHb (oBa ocHoBHUX gociigxkeHHss APEX i FACT i gomaTKoBe OOCITimKeHHSsI
CONFIRMS, onucaHi HUXK4e), gKi BKiaodanu 4101 naiieHTa i3 rimnepypukeMieo i
IMOarpor. Y KOXKHOMY 3 ITUX OCHOBHUX AociigxeHb Ga3u 3 AIEHYPIK® 6imbr
e(eKTUBHO 3HUKYBaB CUPOBAaTKOBY KOHIIEHTPAIIil0 CEY0BOl KUCJIOTH i MiATPUMYBaB 11
Ha HaJIe’KHOMY PiBHI B IIOPiBHSHHI 3 aJIONIypPUHOJIOM. [IepBHHHOIO KiHIIEBOIO TOYKOIO
edektuBHOCTI B focnigxkeHHsax APEX i FACT Oyrna dyacTKa Ialli€EHTiB, y SKUX IIPOTSATOM
OCTaHHIX TPHOX MiCSIIiB KOHIIEHTpPAllisI Ce40BOl KUCJIOTH B CUPOBATIII HE
nepesuityBana 6,0 mr/on (357 mgMmons/n). Y gogatkoBoMy pocriaigkerHHi CONFIRMS
¢as3u 3, pesynbTaTU AKOTO CTAJIXU OOCTYIIHI ITiCJIsA MEPILOl peecTpaliil mpenapary
AIDEHYPIK®, mepBUHHOIO KiHIIEBOIO TOUKOIO e(peKTUBHOCTI Oyjla YacTKa Malli€HTiB, y
SIKMX KOHIIeHTpallisd CeY0BOl KMCIIOTH B CUPOBATIII He mepeBunryBana 6,0 Mr/om1 Ha
MOMEHT OCTaHHBOI'O Bi3UTY. Y Il HOCJIAKEHHA He BKJII0YaJlu Malli€HTiB, AKl
TepeHecId TpaHCIJIaHTallilo opraHiB (OuB. po3ain «Ocob6IMBOCTI 3aCTOCYBaHHSI»).

Hocnaidocenns APEX: ocrnigkeHHS epeKTUBHOCTI pebyKcocTaTy 3 KOHTPOJIEM
mnane6o Ta anonypunony ¢a3u 3 (Allopurinol and Placebo-Controlled Efficacy Study
of Febuxostat, APEX) O6yno paHmoMi3oBaHUM, MOABIMHUM CJIiIIUM, 6araTolieHTPOBUM
TpuBaJicTio 28 TuxkHiB. Bchoro 0yno panmomizoBano 1072 maltieHTH: mmaiebdo
(n=134), AHEHYPIK® 80 mr 1 pa3 Ha mo6y (n=267), AHEHYPIK® 120 mr 1 pa3 Ha
no0y (n=269), AIEHYPIK® 240 mr 1 pa3 Ha mo0y (n=134) a6o anonypuron (300 mr 1
pa3 Ha o0y (n=258) O mallieHTiB 3 BUXiIHOIO CUPOBATKOBOIO KOHIIEHTPAIIi€I0
KpeaTuHiny < 1,5 mr/on a6o 100 mr 1 pa3 Ha goOy (n=10) A1 nauieHTiB 3 BUXiTHOIO
CHUPOBATKOBOIO KOHIIEHTpAIli€lo KpeaTuHiny > 1,5 mr/an i < 2,0 mr/gmn). 115 oLiHKHU
6e3mneku ¢pedykcocTaT npuldHadanu B mo3i 240 mr (y 2 pa3u BuUllle MaKCUMaJIbHOI
PEKOMEHI0BaHOl J03U).

Hocnigxxkenns APEX moka3sasio CTaTUCTUYHO OOCTOBIpHY mepeBary 000X peXuMiB
nikyBaHHS nmpemnapatoMm AITIEHYPIK® 80 mr 1 pa3 Ha goboy i AIEHYPIK® 120 mr 1
pa3 Ha moOy MOPIBHSHO 3 aJIONYPUHOIIOM Yy 3Bu4YakHik 0o3i 300 mr (n = 258) / 100 mr
(n=10) y 3MeHIIIeHHi CHPOBAaTKOBO1 KOHIIeHTpPAallil CEe40BO1 KUCJIOTH HUXKYe 6 Mr/OJI
(357 mkMmonb/n) (ouB. Tabmn. 1 i puc. 1).

HocaiosceHHsa FACT: NocnigxkeHHsT e(eKTUBHOCTI pedyKcocTaTy 3 aJlOmypPUHOJI-
koHTposneM (The Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 6yno
paHaoMi30oBaHUM, MOABIMHUM CIinUM, 6araTolleHTPOBUM TPUBAJIICTIO 52 THUXKHI.
Bcroro 6yno panmomizoBano 760 marrieHTiB: ATIEHYPIK® 80 mr 1 pa3 Ha goby (n =
256), AIEHYPIK® 120 mr 1 pa3 Ha go0y (n = 251) ta anonypuron 300 Mr 1 pa3s Ha
noOy (n = 253).



Hocnigxxkenus FACT moka3sano CTaTUCTUYHO JOCTOBIpHY mmepeBary 000X pexkuMiB -
AIDEHYPIK® 80 mr 1 pa3 Ha mo0y i AHEHYPIK® 120 mr 1 pa3 Ha o0y - IIOPiBHSIHO 3
aJIONIyPUHOJIOM Yy 3BUUYaMHi# 003i 300 Mr y 3MeHIIIeHHi i migTpuMIli CMpOBaTKOBOI1
KOHIIeHTpallil Ce40BO1 KUCIOTH HUXKYe 6 Mr/oi (357 MKMOJIB/JT).

YV Tab6. 1 npeacTaBieHo pe3yabTaTH OIiHKY ITePBUHHOI KiHIIEBOI TOUYKKM €(DEeKTUBHOCTI:

Tab6nuis 1. YacTka mallieHTiB 3 KOHIIEHTPAalli€lo CeY0BOil KUCJIOTH B cupoBarTii < 6,0
mr/on (357 MKMOJIB/M) ITIig 9YaC TPhOX OCTAHHIX HMIOMICSIYHUX Bi3UTIB

AODJEHYPIK® 80

AODJEHYPIK® 120

AjTonnypuHOJI

Hocmmxenns | 4 pa3 Ha mo0y | mr 1 pa3 Ha mooy | 300/100 mr 1 pa3
Ha mooy 1
APEX 48 % * 22 %
65 % *, # (n=269)
(28 TuXKHIB) (n=262) (n=268)
FACT 53 %* 62 %* 21 %
(52 TuxkHi) (n=255) (n=250) (n=251)
06’enHani 51 %* 63 %*, # 22 %
pesylibTaTi (n=517) (n=519) (n=519)

1 Pe3ynbraTu y maitieHTiB, ki orpumyBanu 100 mr 1 pa3 Ha go0y (n = 10: matjienTu 3
BUXIiTHOI0O CHPOBATKOBOIO KOHIIEHTpalli€lo KpeaTuHiny > 1,5 mr/on i < 2,0 mr/on) abo
300 mr 1 pas Ha moby (n=509), B xomi aHanizy Oynau o6’enHaHi.

*p < 0,001 nnopiBHsAHO 3 anonypuHoioM, # p < 0,001 nmopiBHsHO 3 H03010 80 M.

ITpu 3actocyBanHi AIEHYPIKY® 3MeHIIeHHSI CHPOBAaTKOBO1 KOHIIEHTpPAIlil Ce40BO1
KMCJIOTH OyJI0 HIBUAKUM Ta YTPUMYBAJIOCh JOBro. 3MeHIIIeHHS KOHIIeHTpallil ce4yoBOo1
KHCJIOTH B cupoBaTLi A0 < 6,0 mr/on (357 MKMOJIB//I) Bif3Ha4Yayocs BXKe Ha OPYyroMy

TUKHI JOCTigXKeHHs i 30epirasocss Hagaslai IPOTSATOM JIiKyBaHHS.

HocnidoceHHss CONFIRMS: Nocnimxenuss CONFIRMS 6yno paHOOMi30BaHUM,
KOHTPOJIbOBAHUM [OOCIIIXKeHHAM (pa3u 3 TPUBAJICTIO 26 TUXKHIB, K€ ITPOBOAUIIOCH
O OLiHKM Oe3neKu Ta epeKTUBHOCTI hebykcocTtaTy B fo3ax 40 mr i 80 Mr mopiBHIHO




3 anonypuHosioM B mo3ax 300 mr i 200 Mr agjis maimieHTiB 3 IToaarporo i
rinepypukemieio. Bcroro 6yno pangomizoBano 2269 martienTiB: AIEHYPIK® 40 mr 1
pa3 Ha moby (n=757), AHEHYPIK® 80 mr 1 pa3 Ha mo6y (n=756) Ta alonypuHOII
300/200 mr 1 pa3 Ha mo0y (n=756). [lloHaimMeH1Ie 65 % MalliEeHTiB MaJiy IIOPYIIEeHHS
(yHKI1Iil HUPOK Bif JIETKOTO A0 IIOMipPHOTO CTYIeHA (3 KiIipeHcoM KpeaTuHiny 30-89
Mi1/xB). ITpodinakTuKa HanamiB nomarpu Oyia 000B’sI3KOBOIO MPOTSTOM 26 THIKHIB.

YacTKa malli€eHTiB 3 KOHIIEHTPAIIi€I0 CeY0BO1 KMCIOTH B cupoBaTii < 6,0 mr/om (357
MKMOJIb/TI) B OCTaHHiM Bi3uT cTaHoBuia 45 % mns ¢pedbykcocraty 40 mr, 67 % mons
debykrcocTaTy 80 Mr i 42 % mns anonypunony 300/200 Mr BifmoBigHO.

IlepsuHHa KiHUeB8a mouykKa 8 nide2pyni nauieHmia 3 NnopyweHHAM YHKUII HUPOK

Y nocnipgxenni APEX oriHoBanu epeKTUBHICTh IIpenapaTy 3a y4acTio 40 maIfieHTiB 3
NopyueHHsAM QyHKII1 HUPOK (TOOTO 3 BUXiIHOI0 CUPOBATKOBOIO KOHIIEHTPALIi€IO
KpeaTtuHiny > 1,5 mr/ogn i < 2,0 mr/gmn). TakuMm nanieHTaM, paHAOMI30BaHUM B I'PyITy
aJIONypPUHOIY, 003y npernapaTty 3MmeHIryBanu 0o 100 mr 1 pa3 Ha go0Oy. [TepBuHHa
KiHIleBa TouKa epeKTUBHOCTI Oyna mocsaruyta B rpynax AIJEHYPIKY® y 44 %
nauienTiB (80 Mr 1 pa3 Ha mo6y), 45 % (120 mr pa3 Ha moby) i 60 % (240 mr 1 pa3 Ha
no0Oy) B mopiBHSAHHI 3 0 % y rpymnax anomnyputosy 100 mr 1 pa3 Ha go0Oy i nmmate6o.

[Tpu 11bOMY KJTIHIYHO 3HAYYIIWX BIAMIHHOCTEN Y 3HUKEHHI CUPOBATKOBOI KOHIIEHTpaIlil
CEeYOoBOl KUCJIOTH Yy BiCOTKaX y 340POBUX HOOPOBOJIBLIIB Bif3HayeHo He Oy10
He3aJleXkHO Bifi QyHKIIIOHAaJIbHOTO CTaHy HUPOK (58 % y rpymni 3 HOpMaJIbHOIO
dyHKI1Ti€EI0 HUPOK i 55 % y rpy1i 3 TIXKKUM MOPYHIeHHIM QYHKITiI HUPOK).

[IpocnieKTUBHUY aHali3, IPOBEOEHUN 3a y4acCTIO Malli€eHTiB 3 IOOarpo i MOPYIIEeHHAM
dyHKIIi1 HUPOK 3a gornomoroio gocrimxenuss CONFIRMS, nmokasas, 110 pebykcocTaT
O0yB 3Ha4YHO e(peKTUBHIIIIUM: PiBeHb CEYOBOI KHUCJIOTH B CUPOBATIIi 3HUXKYBABCS [0
piBHA < 6,0 MI/Oj1 y IOPIBHAHHI 3 TAKKUM IIPU 3aCTOCyBaHHI anonypuHony 300 mr/200
MT y Halli€HTiB 3 IOZArpoio i MopyueHHsIM (QyHKIIil HUPOK BiJl IETKOT'O A0 CEPETHBOTO
ctyneHs (65 % BUIIPOOOBYBaHUX).

IlepsuHHa KiHUeB8a moyKa 8 nid2pyni nauieHmMi8 3 Cupo8amMK0O80K KOHUEHMpPAauier
ceyoeoi kucaomu = 10 m2/0n

BuxigHa cupoBaTKOBa KOHIIEHTpALlisl Ce4oBol KuciaoTu = 10 Mr/an Big3Havanacs
npubnusHo y 40 % narienTiB (KomOiHoBaHi mocnimxenHss APEX i FACT). Cepen 1iux
Malli€HTiB ITIepBUHHA KiHIleBa TOYKa e(peKTUBHOCTI (CMpOBaTKOBa KOHIIEHTPAIlis
CedYoBOl KUCIOTHA < 6,0 Mr/on B ocTaHHi 3 BiduTu) Oya OOCATHYyTa B MiATpyIax
AIDEHYPIKY® y 41 % marnienTiB (80 mr 1 pa3 Ha 0o0y), y 48 % nanienTis (120 mr 1
pa3 Ha moby) i y 66 % martrienTiB (240 Mmr 1 pa3 Ha mo0Oy) B mopiBHSAHHI 3 9 % y rpymi
anonypurony 300 mr/100 mr 1 pa3 Ha moby i 0 % y rpymni miaime6o.



3a parumu pocnimxkeHHass CONFIRMS, yacTka nami€eHTiB, SIKi DOCATIA IEPBUHHOL
KiHIIeBOl TOYKHU €(peKTUBHOCTI (CHpOBaAaTKOBa KOHIIEHTpPAIliA Ce40BOl KHUCIOTHA < 6,0
MT/OJ1 B OCTAHHIU Bi3WUT), y TPYIIi NAIi€HTIB 3 BUXiAHOIO CHPOBATKOBOIO KOHIIEHTPAIIIEIO
ce4yoBol KuciaoTu = 10 Mr/gj, siki orpumyBanu ¢pedykcocrtat 40 Mr 1 pa3 Ha mo0Oy,
cTaHOBUIIA BiAmoBigHO 27 % (66/249), pebykcocTtat 80 Mr 1 pa3 Ha mo0y 49 %
(125/254) i anonrypunon 300 mr/200 mr 1 pa3 Ha mo6y 31 % (72/230).

KaiHiuHi pe3yavmamu: 8idcomok nauieHmis, siki nompebyroms mepanii Hanadis
nodazpu

HocnigxkenHss APEX: [IpotsromM 8-TukHeBOTro Npo@ilaKTUYHOTI O IePioAy MallieHTH 3
TepaneBTUYHOI rpynu pedbykcocTtaty 120 Mr (36 %), siki moTpeOyBanu Teparril HamagiB
nmofjarpy, MOPiBHIOBAJIMCA 3 MalliEHTaMHU, siKi 3acTocoByBanu (pedykcocrtaTt 80 mr (28
%), anonypunoin 300 mr (23 %) ta nnanebdo (20 %). HacToTra HamafiB Oyja BUIIOIO
micss npogiIaKTUYHOT O epiody i 3 YacoM IMOCTYIIOBO 3HUIXKYyBanacsa. Big 46 % mo 55
% malieHTiB IPOBOAUIIOCA JIIKYBaHHSA HamagiB nmogarpu 3 8 TUXKHA 1 3 28 TUXKHSA.
Hamagw mogarpw, 110 BUHUKJIIM IIPOTSTOM OCTaHHIX 4-X TUXKHIB BUIpoOyBaHb (24-28
TUZKHIi), criocTepiranucsa y 15 % mnauienTiB (pedbykcoctat 80, 120 mr), 14 % maiieHTiB
(anomypunon 300 mr) i 20 % nanienTiB (maie6o).

Hocnigxkenus FACT: [IpotsaroMm 8-TuKHEBOT0O NPO(PiIaKTUYHOTO IEePioay Nali€HTH 3
TepaneBTUYHOI rpynu pedykcoctaty 120 mr (36 %), siki moTpeOyBanu Teparrii HamagiB
rnogarpu, NOPiBHIOBAJIMCS 3 MallieHTaMUu 000X TepaleBTUYHUX I'PYII, Ie 3aCTOCOBYBau
debykrcocTaT 80 Mr (22 %) Ta amonypunos 300 mr (21 %). ITicnsa 8-TuxKHEBOTO
npo@diTakKTUYHOT O Iepiony YacToTa HamafgiB 30ibIlIuIacs i 3 4acoM IIOCTYIIOBO
3uu3unacsa (64 % i 70 % nailieHTis, AKi OTpUMYyBaJIu JIIKYyBaHHS 3 IPUBOAY HamapiB
nogarpu 3 8-52 tuxHs). Hanagu nogarpu NpoTATrOM OCTaHHIX 4-X TUXKHIB
BurnpoOyBaHb (49-52 TuxkHi) crioctepiranucs y 6-8 % narienTiB (¢pedykcocrtaTt 80 mr,
120 mr), iy 11 % nauienTiB (asmonypunosn 300 mr).

YacTKa Ialli€HTiB, sKi moTpeOyBaiu JIiKyBaHHS 3aroCTPeHb Iogarpu (OOoCiIigXKeHHs
APEX i FACT), 6yna HUK4YO0I0 B Ipyliax, e cepefHs KOHIIEHTpallid Ce40BOl KMCJIOTHU B
CUPOBATIIi micis TiKyBaHHS 3MeHIITyBasacs a0 < 6,0 mr/on, < 5,0 mr/mn a6o < 4,0
MT/0J1, B IOPIBHSHHI 3 TpylaMy, B SKUX CEPEeOHId piBeHb CE4Y0BO1 KUCJIOTU CTaHOBUB =
6,0 Mr/on B ocTaHHI 32 TuXKHI niKyBaHHS (3 20-24 TuxXKHS 110 49-52 TUXKOEHD).

[Tig vac gocnigxkenHss CONFIRMS yacTka mallieHTiB, sKi moTpeOyBalu JIiKyBaHHS
HanapiB nogarpiu (1 geHb KOXKHi 6 MmicaniB), ctanoBuna 31 % i 25 % y rpynax, ki
OoTpuUMYyBau BiamoBigHO pebykcocTaT 80 Mr i anonypuHoil. BigMiHHOCTEN ¥
CHiBBiIHOIIIEHHI IAIli€HTIB, siKi moTpeOyBasu TiKyBaHHS Halla[iB ITogarpu, Mix
rpymnamu, ski sactocoByBanu pebykcoctaTt 80 mr i 40 Mr, He Bim3Ha4asoCs.

Ilos2zocmpokosi po3wupeHi 8i0Kpumi 00CAi0HCEeHHA



Hocnimxentss EXCEL (C02-021): Hocnigxenuss EXCEL Oyo TpUPiYHUM, BiIKPUTUM,
MYJIbTUILIEHTPOBHUM, PAHOOMi30BaHUM, PO3IINPEHUM, aJIONYPUHOJI-KOHTPOJILOBAaHUM
nocrigkeHHAM Oe3neku ¢as3u 3, sKe IIPOBOOUIIOCS OJI OL[iHKM 0e3MeKH 3a y4acCTIo
MaITiEHTIB, SKi IpoMNIIM OCHOBHI mocrimxkenHs da3u 3 (APEX a6o FACT). Bcroro B
mocrigkeHHs O0yso BkiaodeHo 1086 nmanienTis: AJEHYPIK® 80 mr 1 pa3 Ha mo0Oy
(n=649), AHEHYPIK® 120 mr 1 pa3 Ha goby (n=292) Ta amonypusron 300/100 mr 1
pa3 Ha moby (n=145). [TpubnusHo mas 69 % malieHTiB KOpeKIlist Teparrii giis
OOCATHEHHSI OCTAaTOYHOTO cTabisibHOT O NiKyBaHHS He Oyra nmoTpibHa. [TamienTu, piBHi
CUPOBATKOBOI KOHIIEHTPAllil Ce4Y0BO1 KMCJIOTU Y IKUX IIPU TPUPA30BOMY IOCIIiIOBHOMY
BHUMipIOBaHHi cTaHOBUIU > 6,0 Mr/mi, Oyu BUKITIOYEHI 3 JOCITiIKEHHS.

PiBHiI cupoBaTKOBOI KOHIIEHTpAIlil CEY0BOI KMCJIOTH 3 IJIMHOM Yacy He 3MiHUJINCS
(Hanpuknazn, y 91 % i 93 % matlieHTiB, sIKi crmoYyaTKy 3aCTOCOByBanu edyKcocTaT y
mo3ax BiamoBigHOo 80 Mr i 120 Mr, piBHI CHPOBATKOBO1 KOHIIEHTPAIlil CE40BO1 KUCJIOTHU
cTtaHoBunu < 6,0 mr/gn Ha 36-My Micsiii).

3a JaHMMHU TPUPIYHOTO CIIOCTEPEKEHHS y MeHII HiXK 4 % MallieHTiB, sKi moTpedyBanu
JIIKyBaHHS HalafiB, BiAMiYeHO 3MEHIIIEHH YaCTOTH HamafiB mojgarpu Ha 16-24 micsari
i 30-36 micsi (To6To 6inbIi HiK v 96 % mallieHTiB HeoOXigHiCTh y JTiKyBaHHI HamamgiB
BiICYyTHS).

Y 46 % i 38 % matieHTiB, Ki OTPUMYyBaJIu OCTaTO4YHe CTabilbHe JTiKyBaHHS
dbebykcocTaToM BimnmoBigHo B m03i 80 a6o 120 Mr 1 pa3 Ha mo0y, criocTepiranocs
[IOBHE 3HUKHEHHS IEPBUHHOTO aJIbIIOBAHOTO TOQYCY Biff TOYaTKy 4O OCTAaHHHOTO
BI3UTY.

Hocnigxennss FOCUS (TMX-01-005) 6yso m'aTUPiYHUM, BiTKPUTHM,
MYJIbTULIEHTPOBUM, PO3IIUPEHUM OOCITigKeHHSIM 6e3neku ¢pa3u 2, 110 ITPOBOOUIIOCS
3a y4acTIO Ialli€HTiB, sIKi 3aKiHUYUIM 4-TUXKHEBUM npuiiom GebdyKcocTaTy 3 NOABIMHUM
ciinuM go3yBaHHAM y BunpoOyBarnHi TMX-00-004. ocnigxkeHHs BKiIo4dano 116
Malli€eHTiB, SIKi oTpUMYyBanu crmodaTtky pedykcoctaTt 80 mr 1 pa3 Ha moOy. [Ins 62 %
Mali€eHTiB AJig MiATPUMKHU PiBHS CUPOBATKOBOI KOHIIEHTPAllil CEY0BO1 KMCIIOTHA MEHIIIEe
6,0 Mr/On Kopekiia mo3u He Oyna notpibHa, a 38 % nauieHTiB moTpebyBaiu KOPEKIIil
OO3U OJIs1 OOCATHEHHS 0CTAaTOYHOl cTabilbHOI KOHIIEHTpalIii.

YacTka malli€eHTiB 3 piBHEM CUPOBAaTKOBOI KOHIIEHTpallil CEe40BO1 KUCIOTH MeHIIe 6,0
Mr/gn (357 MKMOJIB/IT) Ha MOMEHT OCTAaHHBLOTO Bi3uTy ctaHoBuia Oinbirre 80 % (81-100
%) miisi KOKHOI 3 TPYII 3a H03010 pedyKcocTaTy.

Y dasi 3 kniHiYHEUX OOCTiAXKeHb y NallieHTiB, sKi oTpuMyBanu pedyKcocTar,
CIIOCTepiraaucs He3HayHi 3MiHU Me4YiHKOBUX MOKa3HUKIB (5,0 %). HacToTa maHUX 3MiH
OyJa cxozKa 3 TaKOIO ITPU 3aCTOCYyBaHHi amonypuHoiy (4,2 %) (ouB. po3min
«OCcoOIUBOCTI 3aCTOCYBaHHS»). Y MOBrOCTPOKOBUX BiIKPUTHUX POIIIUPEHUX



OOCITimKeHHSIX Y IMallieHTiB, siKi oTpumyBanu ¢pedykcocrat (5,5 %) ab0 amomypuHOII
(5,8 %) mpoTsiroM TPUBAJIOTO 4YacCy, Bim3Hadasocs migBuineHHs piBus TTI (> 5,5
MKMO/Mi) (quB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»).

ITicasapeecmpauitiHi 00820CcMpPOK0BI O0OCAIOHCEHHA

HocnigxenHss CARES sBnsinio co6oi0 6araTolieHTPoBe paHgoOMi30BaHe IIOABIMHO CIIile
OOCITiI?KEeHHS BiACYyTHOCTiI MeHIII0l e(PeKTUBHOCTI, i 9Yac SKOT0 MOPiBHIOBAJIA
pe3yJbTaTU CEPIEBO-CYOMHHUX 3aXBOPIOBaHb IPU 3aCTOCYBaHHIi ¢pebyKcocTaTy Ta
aJIONYPUHOJIY y HallieHTiB 3 IO0garpo Ta OCHOBHUMU CepLieBO-CYOUHHUMU
3aXBOPIOBaHHSMHU B aHaMHe3i, BKJII0Ual04d iH(papKT MioKapaa, rocIiTai3alliio 3
MpUBOAYy HecTabibHOlI CTEeHOKapii, mpoleaypy KopoHapHol abo 1iepebpanbHOl
peBacKyJsgpu3allil, iHCy/IbT, TOCHiTali3allil0 3 IPUBOAY TPAH3UTOPHOI illleMiyHOl1
aTakK’, 3aXBOPIOBAaHHS IepudepuyHmX CyOuH abo IyKpoBul AiabeT i3 03HaKaMu
MiKpoaHTiomnaTil Y1 MakpoaHriomnaril. [I71a gocsarueHHsa piBHA SUA MeHIe 6 MT/Oi1 0o3y
dbebykcocTaTy TutpyBanu 3 40 mr go 80 Mr (He3anexkKHOo Bifg QyHKITII HUPOK), a mOo3y
aJIoNypHUHOIIY TUTPYyBasin 3 KpoKoM 100 mr 3 300 go 600 Mr mjisg maijieHTiB i3
HOpPMaJIbHOIO (PYHKITi€I0 HUPOK Ta HUPKOBOIO HEOCTATHICTIO JIETKOTO CTYIIE€HS Ta 3
200 go 400 Mr s nanieHTiB i3 HUPKOBOIO HEOOCTATHICTIO IIOMIPHOT'O CTYIIEHSA
TAXKKOCTI.

[TepBUHHOIO KiHIIEBOIO TOUKOI0 B mocniigxkeHHi CARES OyB yac nepmioi nosisu MACE
(BaxkyuBi 1T00iIYHI CepIieBO-CYIUHHI SIBUIIA), CKJIag0BOI HeJIeTaJlbHOro iHpapKTy
MiOKapga, HeJIeTaJIbHOTO iHCY/IbTYy, CMEPTI Bifl CeplieBO-CyOUHHUX IIaTOJIOTiNA Ta
HecTabiTbHOI CTEeHOKapil 3 HEeBiAK/IagHOIO KOPOHAPHOIO PEBACKYIsApU3alli€lo.

KinneBi noka3HUKY (IepBUHHI Ta BTOPUHHI) aHa/Ii3yBajIu BiAIIOBIOHO [0 aHAJi3y
HalineHHs Ha nikyBaHHs (ITT), BKIo4yaouu BCix cy0'e€KTiB, siKi Oynu paHOOMi30BaHi Ta
OoTpUMaJi¥ IpUHaAWMHI OOHY [03Yy IIpenapaTry y XOAi HOABIMHOTO CJIIIOro JOCIiAXKEHHS].

3aranoM 56,6% mallieHTiB MPUOUHUIIM ITPoOHe JIIKyBaHHS IepegdyacHo, a 45%
HalllEHTIB 3aBEPIIUIN HEe BCi BI3UTU OOCIIAXKEHHS.

3aranoMm, 6190 mailieHTiB 3HaAXOOUJIUCD IIifl CIIOCTEPEXKEHHIM IIPOTATOM 32 MICAIIB,
cepenHsl TPUBAJIICTh BILUIMBY CTaHOBUIJIA 728 OHIB I MalliEeHTiB rpynu ¢ebykcocTaTy
(n=3098) Ta 719 gHiB O mallieHTiB rpynu agonypuHony (n=3092).

[TepBunHa KiHIileBa To4ukKa MACE criocTepiranacs 3 aHaJIOTiYHUMU II0OKa3HUKaAMU y
rpynax jaikyBaHHs ¢pebykcocTtaToM Ta anonypuHosoM (10,8% npotu 10,4% maiieHTiB
BiAmoBigHO; cniBBigHOIIEHHA pu3uky [HR] 1,03; gBocTOpOHHIN MOBTOPHUU 95%
moBipunii intepsan [CI] 0,89-1,21).

ITpu aHasmi3i okpemux KoMoHeHTiB MACE yacToTa CMEPTHOCTI Bifi CepleBO-CYOUHHUX
rmaToJIorit 6yJsa BuIloio y rpymi ¢pebykcocTaTy, Hixk anonypunony (4,3% npotu 3,2%



nanienTis; YCC 1,34; 95% 11 1,03-1,73). Yacrtora inmux noaitt MACE 0Oyna cxoxa y
rpynax ¢pebyKcocTaTy Ta aJOnypPHUHOJIY, TOOTO HeleTalbHOTO iHQapKTy MioKapaa
(3,6% mpotu 3,8% namienTis; YCC 0,93; 95% I 0,72-1,21), HeneTanbHOIO iHCYIbTY
(2,3% mpotu 2,3% namienTis; YCC 1,01; 95% OI 0,73-1,41) Ta TepMiHOBOI
peBacKyJsgpu3allil uepe3 HecTabinbHy cTeHOKap#aito (1,6% mpotu 1,8% nanienTis; YCC
0,86; 95% 11 0,59-1,26).

YacToTa CMEPTHOCTI 3 yCiX IpUYMH TaKoXkK OyJia BUIIOI0 y rpyIi ¢debykcocTaTy, Hixk
anonypuHony (7,8% npotu 6,4% narienTis; YCC 1,22; 95% 101 1,01-1,47), u1o B
OCHOBHOMY O0OyMOBJTIOBA/IOCS Oi/IbIII BUCOKHMM PiBHEM CMEPTHOCTI Bifi ceplieBo-
CYOUHHUX IIaTOJIOTiM y ik rpyni (quB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS»).

Temnu npuUKHATOI TOCIiTasi3allil 3 IPUBOAY CEPLIeBOl HEAOCTATHOCTI, rocmiTami3aril 3
MIPUBOAY apUTMil, 1110 He OB ’si3aHa i3 imeMieio, BEHO3HUMHU TPOMOOEeMOOTiYHUMU
MOAisAMHU, i TocmiTanisallii 3 IpUBOAY MEePEeXimHUX illeMiYHUX HanagiB OynIu
MOPiBHAHHUMU AJis1 peOyKCcoCcTaTy Ta aJlOnypUHOILY.

CuHOpom ni3ucy nyxauHu (CJIII)

EdekTuBHicTh Ta 6e3neka 3acTtocyBanHsa AIIEHYPIKY® parnsa npodinakTUKY i
nikyBaHHs npu CJIIT onintoBanu B gocaigxkeHHi FLORENCE (FLO-01). AIEHYPIK®
MIPOIEMOHCTPYBAB HaWKpalry i OisibI IMBUAKY [Ait0 BiTHOCHO 3HUXKEHHS PiBHS yparTiB y
OPIBHSHHI 3 aJIONyPUHOJIOM.

FLORENCE sBnsisio coboio pangomizoBane (1:1), moaBitiHe ciime, omopHe
pocrnigxkeHHs ¢a3u IlI, mpoBenene amnsa nmopiBHAHHEA AIIEHYPIKY® B go3ysanni 120
MT' OOUH pa3 Ha mo0y i anonypuHony B go3yBaHHiI 200-600 Mr Ha moOy (cepenHs
mo0OoBa mo3a aJIoNypuHony [+ craHmapTHe BimxuneHHs]: 349,7 = 112,90 Mr) B ymMoBax
KOHTPOJIIO KOHIIeHTpallil Ce40BOI KMCJIOTHU B CUPOBAaTIli. BubpaHi naiieHTy MoBUHHI
Oynu OyTu KaHOUOaTaMM [OJIs JIiIKyBaHHS aJONyPHUHOJIOM ab0 He MaTH OOCTYIIY IO
pacOypukas3u. [TepBUHHI KiHIIEBI TOUKU SIBJISAIN COOO0I0 MIIOIIY ITifil KPpUBOIO
KOHIIeHTpallil ceqoBol KucjyoTu B cupoBaTii (AUC sUA1-8) i 3MiHy piBHS KpeaTHUHIHY B
cuposBartiii (sC), 3 mepIiIoro 1o BOCbMUM OeHb KOXKHA.

o mocrmimkeHHs 0yJ10 BK/II0OUeHO 346 malliEeHTiB 3 reMaToJIOTiYHUMHU 3JI0SIKiCHUMU
HOBOYTBOPEHHSIMU, K1 OTpUMYyBaJIM XiMioTepamnito i Majiu cepenHiii/BUCOKUY CTYIIiHb
pu3uky po3Butky CJIIT. Cepenne 3HauenHss AUC sUA1-8 (mr X 4/mm) Oymo 3HAa4YHO
Huxk4yuM npu npuiomi AITIEHYPIKY® (514,0 = 225,71 y nopiBHsiHHI 3 708,0 =
234,42; cepegHe HaMEHIINX KBaapaTiB Oisd pisdHuili: -196,794 [95 % moBipyoro
iHTepBany: -238,600; -154,988]; p < .0001). Kpim Toro, cepenHiii CHpOBaTKOBUM
piBEHb C€YOBOI KUCIOTHU OyB 3HAYHO HUXK4YUY IIpu 3acTocyBaHHi ATIEHYPIKY®,
MMOYMHAIUYHY 3 Iepiuux 24 roguH JiKyBaHHS i B Oyab-IKUM HaCTYIHUN MOMEHT 4dacy.
CTaTUCTUYHO 3HAUYMMMUX BIIMIHHOCTEHU 3a CepegHiM BMICTOM CUPOBATKOBOIO



KpeaTuHiHy (%) mizk AIIEHYPIKOM® i anonypunosioMm He 6ymo (-0,83 £ 26,98
HOpPiBHAHO 3 -4,92 + 16,70 BiOIOBIOHO; cCepegHEe HaUMEHIIIUX KBaApaTiB OJis Pi3HUIII:
4,0970 [95 % pmoBipyoro iHTepBany: -0,6467; 8,8406]; p=0,0903). 3 ypaxyBaHHAM
BTOPHUHHUX KiHII€BUX TOYOK, CTaTUCTUYHO 3HAYMMUX BiIMiHHOCTEH 3a 4aCTOTOIO
pO3BUTKY nmabopaTopHo migTBepaxkeHoro CJIIT ue 6yno (8,1 % i 9,2 % gnsa
AIEHYPIKY® i anonypuHoy BignoBigHO; BimHOCcHUU pu3uk: 0,875 [95 % mosipyoro
inTepBany: 0,4408; 1,7369]; p=0,8488) i kiHiKM CUHOPOMY pPO3Naay IIyXJIUHU He 0YyJI0
(1,7% 11,2 % ona ADOEHYPIKY ® i anonypuHOIY BiAIIOBigHO; BimHOCHUU pu3uk: 0,994
[95 % poBipuoro iHTepBany: 0,9691; 1,0199]; p=1,0000). YacToTa BCix 0O3HaK i
CUMIITOMIB, 1110 BUHUKIIH ITiJl Yac JIIKyBaHHS, a TaAKOXK MOOIYHUX peakliiii, CTaHOBUJIA
67,6 % niopiBHSAHO 3 64,7 % i 6,4 % nopiBHAHO 3 6,4 % o AIEHYPIKY® i
anonypuHoiny BignosigHo. Y gocnigkenHi FLORENCE ADEHYPIK® npogeMOHCTPYBaB
HaWKpamy i 6iyIbII MBUAKY Oif0 MO0 3HUKEHHS PiBHSA C€Y0BOI KMCJIOTH B CUPOBATII
MMOPiBHSHO 3 anonypuHonoM. [laHi mono nopiBussHHS AIIEHYPIKY ® i pacOypuka3u Ha
maHu# 4ac BigcyTHi. EpekTuBHiCcTL Ta 6e3neka pebykcocTaTy He Oy BCTaHOBIIEHI
U1 manierTiB 3 rocTpuM TsaxkKuM CJII, HanpuKiag Dali€eHTiB, Y SKUX iHII BUOU
Teparil a1 3HNKEeHHS ypaTiB He Oil0oTh.

dapMaKkoKiHEeTHKA

Y 3p0poBuX MOOPOBOIBIIIB MaKCUMalbHa KOHIIEHTpallis y miaa3mi (Cmax) Ta miolia ITif
KpuBoio (AUC) 36inbiryBanucs IIPOIOPIIiMHO A03i Micasi 0HOPa30BOTo Ta
baraTopal30BOro 3acTocyBaHHSA ¢pebyKkcoctaTty y go3ax Big 10 mr go 120 mr. [Ipu gozax
Bim 120 mr go 300 mr 36inbiterass AUC 6yo OinbImuM, HizK mIpomopiiiHo no3i. ITpu
3actocyBaHHi 103 10-240 Mr KoxHi 24 ronuHU HaKonu4eHHs ¢peOyKcocTaTy He
BimMmiuarmnocs. IlepenbauyBaHUlM cepefHill TepMiHaIbHUM IIePion HAIliBBUBEIEHHS
(t1/2) pebykcocTaTy cTaHOBUB IMPUOIN3HO 5-8 roguH. ByB mpoBegeHUM NONYISAIiNHUN
aHaJi3 (papMakokiHeTUKM/(papMaKOgUHaAMIKK 3a JaHMMM, OTPUMaHUMM 3a y4dacTio 211
IIallieHTIiB 3 rinepypuKkeMiero 1 mogarpoto, sKi 3actocoByBanu AIIEHYPIK® B mo3ax
40-240 mr 1 pa3 Ha po0y. B nimomy oTpuMaHi 3HaueHHS (papMaKOKiHETUYHUX
ImapaMeTpiB BiANOBiHalOTh TAKUM Y 3[IOPOBUX OOOPOBOJIBINB, SIKi, OTKE, € XOPOIIIOIO
MOJEJUTIO OIS OLiHKYU (papMaKOKiHeTHuKH/(papMaKOOWHaAMIKU IIpenaparTy y Malli€HTiB 3
mogarpoio.

BcmokmysaHHA. PebyKcocTaT IIBUAKO (tmax (4ac JOCATHEHHS MaKCHUMallbHOI
KoHIleHTpariii) 1,0-1,5 rogunu) i mobpe (mpunaiiMHi 84 %) BCMOKTyeThCs. [1pu

OOHOpPa30BOMY Ta OaraTopa3oBOMY 3aCTOCYBaHHi ¢peOyKcocTaTy IIepopalbHO y mo3ax
80 mr a6o 120 mr 1 pa3 Ha moO6y Cmax BigmoBimHO CTaHOBUTH 2,8-3,2 MKI/MJI Ta
5,0-5,3 MKr/mn. A6contoTHY 6i000CTynHICTh TabneToK ¢peOyKcocTaTy He aHali3yBalll.
[Tpu 6araTopa3oBoMy 3acTocyBaHHi y go3i 80 mr 1 pa3 Ha goOy abo npu
OOHOPa30BOMY 3aCTOCyBaHHIi y fo3i 120 Mr y moegHaHHi 3 )KUPHOIO 12keto Cmax



3MeHIIyBanacsa Ha 49 % ta 38 %, a AUC - Ha 18 % Ta 16 % BignoBigHOo. OgHAaK 1ie He
CYIPOBOIZKYBaJIOCS KJIIHIYHO 3HAUYILIUMM 3MiHaAMU CTyIE€Hs 3MEHILIeHHS PiBHSA
CEeYOoBOl KHCJIOTH Yy CUPOBAaTIIi KPOBi (IIpu 6araTopa3oBOMY 3aCTOCYBaHHi y mo3i 80 mr).
TakuMm unHoM AITEHYPIK® MozKHa 3aCTOCOBYBaTH He3aJIeXKHO Bifl BXKMBaHHS 1Ki.

Po3noodia. TlepenbadyBanuii 00’eM po3nofainy y piBHoOBaxkHOMY cTaHi (Vss/F) nns
dbebykcocTaTy 3MiHIOETBCS Bif 29 mo 75 11 Imicis mepopaabHOT0 3aCTOCYBAHHSA Y M03i
10-300 mr. Ctyninb 3B’s13yBaHHs pebyKcocTaTy 3 OijTkaMu Ij1a3Mu KPOBi (TOJTOBHUM
YUHOM 3 albO0yMiHOM) cTaHOBUTH 99,2 % i He 3MIiHIOETHCS IIPHU IMiABUINIEHHI mo3u 3 80
Mr o 120 mr. [I71 akTUBHUX MeTaboIiTiB pebykcocTaTy CTyHiHb 3B sI3yBaHHS 3
OiTKaM¥ IIJTa3MHU KPOBi KonmuBaeThes Big 82 mo 91 %.

Memab6oaizm. PebykcocTaT akTUBHO MeTab0IIi3yeThCs NIISXOM KOH IOTallil 3a y4acTIo

ypunuagudochaTtriokypoHinTpancdepasu (VI O-rmoKypoHinTpanchepasu) Ta
OKMCHEHHS 3a y4acTio (pepMmeHTiB cuctemu ruroxpomy P 450 (CYP). Ycworo
imenTudikoBaHo 4 ¢papMaKOJIOTiYHO aKTUBHUX IOAPOKCUIILHUX MeTaboIiTh
dbebykcocTaTy; 3 3 HUX OyJIM BUSBJIEH] y m1a3Mi moguHU. [ocimigXkeHH in vitro Ha
MiKpocoMax IeYiHKM TIOOWHY 3aCBigYMIId, 10 1i OKMCHEHi MeTab0JIiTh yTBOPIOIOTHCS
nepeBaxHo mig miero CYP1A1, CYP1A2, CYP2C8 a6o CYP2C9, Tomi sik ¢pebyKcocTaTy
TIIOKYPOHI YTBOPIOETHCS T'OJIOBHUM YMHOM mif mieto Y O-rmoKypoHinTpancdhepa3u
1A1, 1A8 ta 1A9.

BusedeHHs. PebykcocTaT BUBOOUTHLCS 3 OpTaHi3My uepes MeuiHKy Ta HUpKamu. [licms

rmepopanbHOro 3actocyBaHHs 14C-pebykcocTtaty y go3i 80 mr npubnusuo 49 %
BHBOOUJIOCS i3 cedyelo y BUTTIAAL He3MiHeHOT0 pebykcocTaTty (3 %), aluIriIioKypoHiay
mirouol peuyoBuHH (30 %), BimoMux oKMCHEeHUX MeTaboIiTiB Ta iXx Kou'toraTiB (13 %) Ta
iHImMx HeBigoMux MeTabostiTiB (3 %). KpiMm HUPKOBO1 eKckpeliii, mpubnusxo 45 % mo3u
BHUBOOUJIOCS 3 KAJIOM Y BUTISAALI He3MiHeHOro pebykcocTaTy (12 %), allunritoKypoHiay
mirouoi peuyoBuHHU (1 %), BigoMHX OKMCHEHUX MeTabosIiTiB Ta X KOH'1oraTiB (25 %) Ta
iHImux HeBimoMux MeTaboJIiTiB (7 %).

Hupxosa HeOocmamHicmeb.

[Tpu 6araTtopa3oBoMy 3actocyBaHHI AIITEHYPIKY® y nosi 80 mr He O6yso BigMiueHO
3min Cmax (pebyKcocTaTy y IalliEHTIB 3 JIETKOI0, IIOMipHOI0 ab0 TAXKKOI0 HUPKOBOIO
HEeJOCTaTHICTIO ITOPiBHSIHO 3 MalliEHTaMU 3 HOPMaJIbHOIO (QPYHKITI€I0 HUPOK. CepenHs
3aranbHa AUC ¢ebykcocTraTy 30inburyBasnacs npubau3do y 1,8 paza: Big 7,5 MKTr X
roguHa/MII y Nali€HTiB 3 HOPpMaJbHOI (PYyHKIIE€0 HUPOK [0 13,2 MKr X roguHa/MiI y
MAITiEHTIB 3 TSIKKOI0 HUPKOBOIO HemocTaTHICTIO. Cmax Ta AUC akTUBHUX MeTabOoJIiTiB
nipgsuinyBanucsa y 2 i 4 pasu BignoBigHo. [IpoTe nanjieHTaM 3 HUPKOBOIO
HEIOCTaTHICTIO JIETKOro ab0 ITOMipHOT'O CTYIIEHsI KOPEKIIisi MO3U JIiKapChKOT0 3aCo0y
He IoTpiOHa.



ITeviHkoBa HedocmamHicmew.

[Tpu 6araTopa3oBomy 3actocyBaHHi ATIEHYPIKY® y mo3i 80 Mr He OyJsio BimMiueHO
cyTrTteBux 3MiH Cmax Ta AUC ¢ebykcocTaTy Ta Moro MeTaboJIiTiB ¥ IAIliEHTIB 3 JIETKOIO
(kmac A 3a mkanow Yaunnga-I1'10) Ta nmomipHoto (knac B 3a mkanowo Yannma-I1'10)
IMe4YiHKOBOIO HEJJOCTATHICTIO MOPIiBHSIHO 3 IMalliEHTaM1 3 HOPMaJIbHOIO (QYHKIIIEIO
nevinku. [JocmimXKeHHS TiKapChKOT0 3aco0y y IalliEHTIB 3 TSXKKOIO ITe4iHKOBOIO
HepocTaTHicTIO (kKnac C 3a mKkanoio Yarnga-I1'10) He IPOBOAMIIOCH.

Bik.

[Tpu 6araTopa3oBomy nmepopanbHoMy 3acTocyBaHHI AIIEHYPIKY® He Oyro BimMiueHO
cyTTeBux 3mMiH AUC ¢pebykcocTaTy Ta 1oro MeTaboJIiTiB y HAIliEHTIB JIITHHOTO BiKYy
MMOPiBHSIHO 3 MOJIOOUMHU 30OPOBUMU HOOPOBOJILIISIMMU.

Cmameo.

[Tpu GaraTopa3soBoMy nepopanbHoMy 3acTocyBaHHi AIITEHYPIKY® Cmax Ta AUC
dbebykcocTaTy y XkKiHOK O0ynu Ha 24 % Ta 12 % BUIIMMU BiONOBIOHO, HiXK y YOJIOBIKiB.
Onuak Cmax Ta AUC, ckopuroBaHi 3a Macoio Tijia, Oy cxoxXi [y 060X IpyI, TOMY
3MiHa mo3u ebyKcocTaTy 3ajie’kKHO Bifl cTaTi He IMOTPiOHa.

IToxa3aHHSA

JIikyBaHHSI XpPOHIYHOI TillepypuKeMil IIPpU 3aXBOPIOBAHHSX, 10 CYIIPOBOAXKYIOTHCS
BifK/JIaZaHHSAM KPUCTAJIiB ypaTiB, y TOMY YHMCJIi IPpU HassBHOCTI TodyciB Ta/abo
NOJarpu4YHOro apTPUTY B JaHWW Yac Y4 B aHaMHe3l.

JIikyBaHHS Ta npo@dinakKTHKa rilnepypuKeMil y JOPOCIUX IMMalli€HTiB, SKi MigaaThCs
ximioTeparril 3 MpUBOAY reMaTOJIOTiYHUX 3JI0SIKiCHUX HOBOYTBOPEHb 3 MOMipHUM abo
BHCOKHUM PU3UKOM CHUHApPOMY nizducy nyxauau (CJIIT).

IIporunnoka3aHHs

linmep4yyTnuBiCTh IO aKTUBHOI pe40oBUHU ab0 00 OyOb-KOI1 iHII01 JOTTOMizKHO1
PEeYoBUHM IIpenapary, 3a3HadueHol y po3fini «Cknag».

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

MepkanmonypuH/a3zamionpuH.

BignmoBigmHO mo MexaHi3My CBOEI fil peOykcocTaT IPUTHiYy€e KCAHTUHOKCHUAA3y, TOMY
CYIIyTHE 3aCTOCYBaHHS He peKOMeHOyeThCA. [I[pUrHidyeHHss KCAHTUHOKCUOAa3U MOXKe
MMPU3BOOUTHU [0 MiIBUINIEHHS KOHIIEHTpPAIlil 000X ImperapariB y mja3Mi, 10 Moxke



BUKJIMKATU TOKCUYHY peakilio. [JocmigkeHHs B3aeMopil ¢edykcocTaTy 3
nmpemnapaTtamMu (Kpim Teodininy), mo MeTabo1i3yi0oThCsd KCAHTUHOKCHUAA3010, He
IIPOBOLOMJIMCS 3a Y4acCTIO JIIOOEeun.

Mogemnioouny Ta iMiTallilHUY aHali3 JaHUX OJOKJIIHIYHOIO JOCIIOKEeHHS Ha LIypax
BKa3ye€ Ha Te, 110 Y pa3i oqHOYaCHOTro BBeOeHHS ¢pebyKcocTaTy Oo3U
MepKaITONypuHy/a3aTionpuny ciig smeHmuTH 1o 20% abo MeHIle Bif paHiiie
MMpu3HavYeHol go3u (auB. po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

IocmimxxeHHs: B3aemopii peOyKcocTaTy Iif Yac iHIoI HUTOTOKCUYHOI XiMioTeparrii He
IIPOBOOMIIMCSA. Y XOM1 OIIOPHOT0 gociigXeHHd nauientam i3 CJIII 3 gekinpkoMa
pexxuMaMm XiMioTeparril mpu3HadaBcsa ¢pebykcoctaT y go3i 120 Mr, BKIo4Yaodu
MOHOKJIOHa/IbHI aHTUTiNIa. OgHAaK ITiJg Yac UbOT0 JOCTiAXKEeHHS B3a€EMOZIl JTiKapChKUM
IpenapaT-JIiKkapChbKUU IIpernapar i JIikapChbKUU IIpelapaT-3aXBOPIOBAHHS He
OOCIiAXKyBanucs. ToMy MOXKIIUBICTb B3aeMOil 3 OyIb-IKMUMU [TUTOTOKCUYHUMU
IperapaTtaMu, 10 CyYMICHO IIPU3HAYalOThHCS, BUKJIIOYaTU He MOXKHA.

PosuezaimasoH/cybcmpamu CYP2C8

debykcocTaT € cimabkuMm iuriditopom CYP2CS8 in vitro. B xopi mocmigKeHHS ¥
3MOPOBUX JOOPOBOJIBIIIB ITapajienbHe 3acTocyBauHsa 120 mr ¢pebykcoctaTty 1 pas3 Ha
no0y Ta OMHOPaA30BOl IePOPabHO IPUNHSITOL JO3U PO3UTJIITa30HYy 4 MT' HE BILJIUBAJIO
Ha ¢papMaKOKiHETHUKY PO3UTIIiTa30HY i 1oro MeTtabomiTy N-0e3MeTuIpo3uriiTa3ony,
III0 IEMOHCTPYE, 110 ¢hebykcocTaT He npurHiuye ¢pepment CYP2CS8 in vivo. Takum
YMHOM, OQHOYaCHe BBeIeHHS ¢pebyKcocTaTy i po3uriita3ony abo iHImIux cyocTpaTiB
CYP2C8 He BUMarae KOpekKIiil Jo3u OJis KX ITperaparis.

TeoginiH.

[TpoBeneHo OociigXeHHs B3aeMO/il peOyKcocTaTy 3a Y4acTIO 3TOPOBUX TOOPOBOJIBLIIIB
OJIsI OIIHKY BIIJIMBY IIPUTHIUEHHS KCAHTUHOKCUOA31 Ha 30ilbIlIeHHS PiBHS Teoditiny B
IIMPKYII0I04ill KPOBi, 110 criocTepirasocs 3 iHIIMMHU iHTiGiTOpaMu KCAHTUHOKCHUOA3U.
Pe3yneTaTé mociigzKeHHA [TOKa3aliy, 110 IIPpU OOHOYaCHOMY 3aCTOCyBaHHI
ebykcocTaTy y mo3i 80 mr ta Teodininy y mo3i 400 mr He OyI0 KOTHUX
dbapmMaKOKiHETUYHUX B3a€EMOMiM ab0 BIIIUBY Ha 6e3meKky Teodininy. TakuMm 4uHOM,
dbebykcocTaT y mo3i 80 Mr MoxKHa 3aCTOCOBYBATH OOHOYACHO i3 TeodinmiHom 6e3
0Cco0UBUX 3acTepexkeHb. [Janux moao mo3u ¢pebykcoctaty 120 Mr HeMae.

HanpokceH ma iHwi iH2ibimopu 210KypoHi3auii.

MeTabomnidam pebykcocTaTy 3alekKuUTh Bil aKkTUBHOCTI ¢pepMeHTy Y 1 D-
TIIOKypoHinTpaHcdepa3u. JlikapchKi 3aco0u, 110 IPUTHIYYIOTH IPOIEC
TIIOKypoHi3arrii, Hanpuknan HITI33 Ta mpobeHenun, TEOPETUYHO MOXKYTh BIIJIMBATH Ha
BUBeHeHHS pebykcocTaTy. Y 300poBUX HOOPOBOJIBIIIB IPU OJHOYAaCHOMY 3aCTOCYBaHHI



bebykcocTaTy Ta HammpokceHy mo 250 Mr 2 pa3u Ha mo0y cmocTepiramocs IMMOCUIeHHS
nii pebykcocTtaTty (Cmax (MakcuMaibHa KOHIIEHTpallisl) CTaHOBUTH 28 %, AUC (momia
oig KpuBoio) - 41 %, t1/2 (mepiom HamiBBUBeOeHHs) - 26 %). YV xomi KITiHIYHUX
OOCITimKeHb 3aCTOCYBaHHS HalTpoKceHy Ta iHmwmx HII33/ inriditopis LIOT-2 He
CYIIPOBOMXKYBAJIOCS KIIiHIYHO 3HAaYyHUIUM 30ibIIIeHHSIM ITO0IYHUX peakIliid.

debykcocTaT MOXKHa OOHOYACHO 3aCTOCOBYBATH 3 HAlIPOKCEHOM 6e3 3MiHU iX MO3MU.
IHOyKkmopu 2awKypoHi3auii.

[ToTtyxkHi iHOyKTOpH pepMeHTy Y D-IMIOKypOHiATPaHCchepa3m MOXKYTh IIOCUIIOBaTH
MeTaboJIi3M Ta 3MeHIIyBaTU epeKTUBHICTh pebyKcocTaTy. Y MmallieHTiB, sIKi
3aCTOCOBYIOTH ITOTYKHi iHOYKTOPY TJIIOKYPOHi3allil, peKOMEHOYETHCSI KOHTPOJIIOBATHU
piBEHBb CEYOBO1 KHMCJIOTHU y IJ1a3Mi yepe3 1-2 TukKHi ogHO4YacHOI Tepamii. [1pu BigMiHi
iHOYKTOpa I'JIIOKYPOHi3allil MOXKInBe HMigBUINIeHHS PiBHSA (eOyKcoCcTaTy y IIJIa3Mi.

KoaxiuuH/iHOoMmemauuH/2idpoxaopomia3ud/eappapuH.

debOyKcocTaT MOKHaA OOHOYACHO 3aCTOCOBYBATHU 3 KOJIXiIIMHOM ab0 iHIOMeTaluHOM
0e3 3MiHU 03U IpenaparTisb.

Takox He MOTPiOHO 3MiHIOBAaTHU [O3Y (pebyKcocTaTy IIpu OOHOYAaCHOMY 3aCTOCyBaHHI 3
rigpoxJIopoTia3ugoM.

OpmHouacHe 3acTocyBaHHA ¢ebykcocTaTy 3 BaphapruHOM He BUMara€ 3MiHU 03U
OCTAHHBOTO0. 3aCTOCYBaHHS Y 3[IOPOBUX NOOPOBOILIIB pedykcocTaTy (80 mr a6o 120
MT" OOUH pa3 Ha mo0y) 3 Bap¢dapuHOM He BIIJIMBAa€ Ha (hapMaKOKiHETHUKY OCTaHHBOTIO.
OnmHoYacHe 3acTOCyBaHHsS 3 peOyKcocTaTOM TaKoXK He BouBaio Ha MHO Ta
aKTuUBHIiCTBH pakTOopa VII.

Ie3unpaminH/cybcmpamu CYP2D6.

3a mjaHUMHU, OTPUMaHUMU in vitro, ¢pebykcocrtaT € cnabkum inribitopom CYP2D6. ¥
XO[Ii MOCIiAXKeHb 3a YYacTIO 3TOPOBUX MOOPOBOJIBLIIB, AIKi oTpuMyBanu 120 Mr
AIDEHYPIKY® 1 pa3 Ha go0y, crioctepiranocs 30inbinenus AUC ge3umnpaminy
(cyoctpaTt CYP2D6) Ha 22 %, 1110 CBigUYUTh OPO CNIabKy MPUTrHidyBaJlbHY [it0
pebykrcocTaTty Ha pepmenT CYP2D6 in vivo.

TakuM YMHOM, IIPU OJJHOYACHOMY 3aCTOCyBaHHi ¢pebykcocTaTy Ta cyocTtpaTiB CYP2D6
HeMa€ HeoOXimHOCTi 3MiHIOBATH iX JO3U.

AHmauudHi 3acobu.

[Ipu ompHOYacHOMY 3aCTOCYBaHHI 3 aHTaAllMOaMHU, 110 MICTATh MarHiio rifpoOKCUp Ta
aJIIOMiHiIO TiIpOKCHU[, BiAMidaeThbCSA 3aTPpUMKa BCMOKTYBaHHS (peOyKcocTaTy



(mpu6nu3HO Ha 1 roguHy) Ta 3MeHIneHHs Cmax Ha 32 %, ogHak AUC ¢ebykcocTaTty
CYTTEBO He 3MIiHIOETHCSI, TOMY (peOyKcocTaT MOXKHA 3aCTOCOBYBATH i3 aHTAIUOHUMU
3acobamu.

Oc00/1MBOCTi 3aCTOCYyBaHHSA

Cepueso-cyOuHHI 3aX80PHOBAHHA.

JIiKyBaHHSI XpPOHIYHOI rinepypukeMil

[TauienTaMm i3 nonepegHbO HassBHUMM OCHOBHUMH CEPLIEBO-CYOUHHUMU
3aXBOPIOBaHHSIMM (HaImpukian iHdpapKToM MioKapaa, iHCys1bToM abo HecTabimbHOIO
CTEeHOKapAIi€l0) ClIil YHUKATH JIiKyBaHHSA (eOyKCOCTaTOM, 3a BUKJTIOUEHHSIM BUIIAIKIB,
KOJIM HeMa€ iHIIMX HaJle?KHUX BapiaHTiB Teparril.

Y pocnigxxenuax APEX ta FACT y 3aranbHili rpyni ¢pebykcocTaTy MOPiBHSAHO 3 IPYIIOI0
aJIONyPUHOJIIY ITOBiMOMIIAJIOCS PO 30iIbIIIeHHS KiJIbKOCTi MOPYIIIeHb 3 O0OKY CepIieBo-
cynunHoi cucteMu (Anti-Platelet Trialists’ Collaboration (APTC)) (Bu3HaueHHS
KiHIIEBUX TOYOK y I'PYIIi CyMiCHOTO aHanily anTuTpoMOonuTapHol Teparrii (APTC), y T.
4. 3 IeTaJIbHUM HaCJIiIKOM y 3B’5I3Ky 3 CEpPLIeBO-CyOMHHUM 3aXBOPIOBaHHAM, iHpapKTy
Miokapmaa 6e3 jeTaJabHOTO HACIIOKY, iHCYyIbTy 6e3 eTajsbHOTro Haciaky) (1,3
nopiBeAHO i3 0,3 Bunagkis Ha 100 narieHTO-poKiB), Ha BiIMiHY Bifi HOCIIOKEeHHS
CONFIRMS (pusB. po3min «®apmakoguHaMiKa» AJIsI OEeTaJIbHOTO OMUCY OOCIHIAXKEHHS).
YacTtoTa nopylineHb 3 60Ky cepiieBo-cyauHHol cucteMu (APTC), ripo ski
moBimoMJIsisiocsa Yy KoMOiHOBaHUX mocuimxkeHHsaX ¢das3u 3 (gocrmimxkenus APEX, FACT ta
CONFIRMS), ctanoBuna 0,7 nopiBHAHO i3 0,6 BunaakiB Ha 100 maimieHTO-pOKiB. B
paMKax JOBrOCTPOKOBUX HIMPOKOMACIITAOHUX OOCIiOXKEeHb YaCTOTa CEPIIEBO-
CYOVHHUX IIOPYILEHbD, IIPO SAKi IIOBimOMIIsAocs, cTaHoBuia 1,2 ta 0,6 Bunagkis Ha 100
MalieHTOo-POoKiB s pebyKcocTaTy Ta aJloNypPUHOIY BinmoBimHo. BimMiHHOCTI He Oynu
CTATUCTUYHO JOCTOBIPHIi, IPUYMHHO-HACITIAKOBUM 3B’SI30K MiXK BKa3aHUMU
MMOPYILIEHHSMHU Ta 3aCTOCyBaHHAM (pebykcocTaTy OyB BigcyTHili. PakTOpamMu
imeHTH(IKOBAaHOTO PU3UKY y TaKUX IAIliEHTIB OyIM BUSBJIEHI 3aXBOPIOBAHHS, 1110
BUHUKJIM B Pe3yJIbTaTi aTepocKiepo3y Ta/abo iHpapkTy Mmiokapmaa abo 3acTifiHOl
CepleBOl HeIOCTaTHOCTi, B aHaMHe3i.

Y nmicnsapeectpaniniaoMmy gocnaigkeHHi CARES (geTtanbHy XapaKTEPUCTUKY
OOCITimKeHHs OuB. y po3aini «®PapMakoguHaMika») yacTtoTa sgBuIill MACE Oyma cxoxka
y rpynax ¢gebykcocTtaty Ta anonypurony (HR 1,03; 95% I 0,89-1,21), ane
CIIOCTepiraBcCs BUIINH PiBEHb YaCTOTH CMEPTEH Bif CEPIIEBO-CyONHHNX 3aXBOPIOBaHb
(4,3% mpotu 3,2% namienTis; YCC 1,34; 95% OI 1,03-1,73).

ITpoginakmuka i NiKy8aHHA 2inepypukeMil y nauieHmis i3 pudukom po3sumky CJIIT




[NamienTH, gKi Digmat0ThCA XiMioTeparril 3 IPUBOAY IeMaTOJIOTiYHUX 3TT0TKICHUX
HOBOYTBOPEHD 3 TOMipHUM ab0 BuCOKUM pu3ukoM CJIII Ta 3aCTOCOBYIOTh
AINEHYPIK®, npu HassBHOCTI KJIIHIYHUX ITOKa3aHb 3HaXOOATHCA il HarjisagoM
KappioJsora.

Anepeisi/einepuymaugicme Ha AiKapcovki 3acobu.

Y Mexkax MOCTMapKEeTHUHTOBOT'0 HaTrlsIay OyJiu pigKicHi MOBigOMIIEHHS PO CEPHO3Hi
aJieprivuHi peakiiil/peakiiil Tirmep4YyTINBOCTi, Y TOMY YHCJIi 3aTPO3IUBOTO OJIS XKUTTH
cuHapomy CTiBeHca-[[?)KOHCOHa, TOKCUYHOTO eIlijepMaIbHOI'0O HEKPOJIi3y Ta TOCTPUX
aHa(dinaKTUYHUX peakIliii/iioKy. Y OiIbIIOCTi BUIIAOKIB TaKi peakllil cliocTepiramnucs
IIPOTSATOM IIEPIIIOTO MicSAlsg 3acTOoCyBaHHSA pebyKcocTaTy. Y KiTbKOX, aje He y BCix
MalliEHTiB CIIOCTEpiraaucs MopyleHHs HUPKOBOI QPyHKIIi]l Ta/abo rinepuyTIUBICTh [0
aJIONypPUHOJIYy B aHaMHe3i. TSKKi peakilil rinep4yTIUBOCTi, Y TOMY YHKCJIi peakxiiil, 1o
CYIIPOBOIXKYIOThCA e0o3uHO(pinieto i cuctemuumu cumnroMamu (DRESS-cuagpom), B
OesIKUX BUITamKax OynIu MoB'si3aHi 3 TIMXOMAHKO0, TeMaTOJIOTiYHOI0, HUPKOBOIO abo
IIe4YiHKOBOIO HEJOCTATHICTIO.

[MauienTy MOBMHHI OyTH IMPOiH(QOPMOBaHi ITPO 03HAKU Ta CUMIITOMU
rinepyyTAMBOCTI/aneprii, a TaK0OXK 3a HUMH CJIi[] CIIOCTepiraTu UI0O0 PO3BUTKY TaKUX
peakuiv. [Ipu nosABl CEpUO3HUX aJIeprivHuX peakllivi/peakiii rinepuyyTJIuBOCTI,
cuagpoMy CriBeHca-I[2KOHCOHa B TOMY YHUCIIi, 3acTOCyBaHHA ¢ebykcocTaTy Tpeba
Hera’HO IIPUIIMHUTH, OCKIJIbKU PaHHE IIPUIIMHEHHS 3aCTOCYBaHHS IIOKpAalIllye IIPOTHO3.
fAxio y naiieHTa po3BUHYJIacAd aJlepriyHa peaxilis/peaxilis rinepyyTInBOCTi, Y TOMY
yucii cuaapoM CTiBeHca-[I?KOHCOHA, Ta rOCTPi aHadiTaKTUYHI peakilil/IlloK, TO
TTOBTOPHE ITpU3HadYeHHs ¢pebyKcocTaTy IIPOTUIIOKA3aHOo.

3azocmpeHHsa (Hanad) nodazpu.

JIikyBaHHs ¢eOyKCOCTaTOM CJIif PO3IMMOYMHATH TiJIbKM Yy IIE€Piofl ITicyIsi 3aroCTPeHHS
xBopoOu. PebykcocTaT MoxKe CIIPOBOKYBAaTH Hamaj IIOOarpu Ha Mo4aTKy JIiKyBaHHS 3a
paxyHOK 3MiHM PiBHS Ce4YO0BOI KMCJIOTH y CUPOBATIIi Yepe3 BUXi ypaTiB i3 memo. Ha
MMOYaTKYy JiKyBaHHS (peOyKCcoCTaTOM PEKOMEHOYETHCSA MPU3HAYUTU HECTEPOIOHI
mpoTu3ananbHi 3acobu (HI133) abo KOonXillnH Ha TepMiH He MeHIlIe 6 MicsIiB mis
npo@ilakTUKM HallafiB Iogarpu.

[Tpu po3BUTKY Hallagy Momarpu Ha TJjii 3acToCcyBaHHs (pebyKCcocTaTy JIiKyBaHHS
IpOOOBXKYIOTh. OOHOYACHO IPOBOLATH BiAIIOBIAHY IHAUBIAYaJIbHY Tepallito
3aroCTpeHHs nomarpu. [Ipu TpuBajIoMy 3acTOCyBaHHI (peOyKcocTaTy 4acToTa Ta
TAXKKICTBh HallafiB mogarpyu 3MEHIIYIOThCS.

BioksnaoeHHA KCaHMUHIB.



Y nailieHTiB 3 IPUCKOPEHUM YTBOPEHHSM ypaTiB (HallpuKJiaz, Ha TJIi 3JI0IKICHUX
HOBOYTBOPEHD Ta iX JIiKyBaHHSA abo npu cuuapoMi Jlema-HixaHa) MOXKJIMBE CYTTEBE
30inbiIeHHS aOCOIIOTHOL KOHIIEHTpallil KCAHTHUHIB y cedi, 1110 V PiIKiCHUX BUIIagKax
CYIIPOBOMXKYETHCA IX BifK/IaJeHHAM Y CEYOBUBIOHUX IIIsiXaX. LIboro He
CIIOCTepirasnaocs B onopHOMY KiiHiduHOMy gociaigxkeHHiI AIIEHYPIKY® npu CJIII.
Yepes3 oOMeXkeHICTh DOCBify 3acTOCyBaHHA ¢pebyKcocTaT He MOKa3aHUM IallicHTaM
npu cuHapowi Jlemra-HixaHa.

MepkanmonypuH/a3amionpuH.

debOyKcocTaT He PEKOMEHIOYETHCS 3aCTOCOBYBATH ITAIliEHTaM, IKi OOHOYaCHO
OTPUMYIOTh MEPKAIITONYPHUH/a3aTiONPUH, OCKiJIbKY iHTiOyBaHHSI KCAHTUHOKCUOA3U
(pebykcocTaTOM MOXKe CIIPUYUHUTH ITiABUILIEHHS KOHIIEHTpalil
MePKaIITONyPUHY/a3aTiONpPUHY B M1a3Mi KPOBi, III0 MOKe ITPU3BECTHU [0 CUIBHOIL
TOKCHUYHOCTi. HiIKux gocnigzKeHb B3a€MO/Iil y TI0Oel He ITPOBOOUIIOCS.

Axio komOiHallil He YHUKHYTH, PEKOMEHIYETHCS 3MEHIIIUTH 03y
MepKallTONypuHYy/a3aTionpuHy. Ha OCHOBI MOfenOBaHHS Ta iMIiTaLlilHOTO aHaIi3y
OaHUX OOKJIIHIYHOTO OOCIIIOXKEHHSA Ha Iypax IIPY OOHOYAaCHOMY 3aCTOCYBaHHI
dbebykcocTaTy m0o3y MEPKANTOIYPUHY/a3aTionpuHy ciing 3meHImuTH g0 20% abo
MeHIIIe TToIepeqHbO MPHU3HAYEHOI M03HU, 11100 YHUKHYTU MOKJIMBUX IeMaTOJIOTiUHUX
BILJIMBIB (OUB. po3[in «B3aemMomisa 3 iHIIMMHU TiKapChbKUMHK 3acoO0aMu Ta iHIIi BUOH
B3aeMofii»). [TallieHTiB CIIig peTenbHO KOHTPOJIIOBATH, a A03y
MepKaNTONMypHUHY/a3aTioNpUHY IMMOTPiOHO 3roJoM KOPUT'YBaTU Ha OCHOBI OITiHKHU
TepalreBTUYHOI BiITIOBifi Ta HAaCTaHHS MOXKJIMBUX TOKCUYHUX e(PEKTiB.

ITauieHmu, AKI nepeHecAu MPAHCNAAHMAUI0 OpPa2dHia.

IocBimy 3acTocyBaHHs ¢peOyKcocTaTy 1ik KaTeropil mmalieHTiB HeMae, TOMY
3aCTOCyBaHHS IIpemnapaTry He II0Ka3aHO.

Teoginin.

OnmHOpa30oBe ogHOYaCHe 3acTocyBaHHSA ¢pebykcoctaTy y Ao3i 80 Mr Ta Teodininy y mo3i
400 Mr He MOKa3ao XKOOHUX (papMaKOKiHeTUUYHUX B3aemopin. PebykcocrtaT y mo3i 80
MTI" MOXKHa 3aCTOCOBYBATH OOHOYACHO i3 TeodiniHoM 6e3 pU3UKY MiABUIIEHH S
KOHIIeHTpalliii Teodininy y nna3mi. [laHux momo no3u ¢pedbykcocraTty 120 Mr HEMaE.

3axeopro8aHHA NeYiHKU.

Y xomi kombOiHOBaHOI ¢a3u 3 KIiHIYHUX mociaigxkeHb ¥ 5,0 % malieHTiB, gki
oTpumyBanu ¢pebyKCcocTaT, CIIOCTePiranucsa He3HaUHi 3MiHU MeYiHKOBUX ITOKAa3HUKIB,
TOMY PEKOMEHOYETHCS MTePeBIPATH PyHKITIOHATbHI TeYiHKOBI ITOKa3HUKH [0
nmpu3HadeHHs ¢peOyKCcocTaTy Ta ITif Yac JIiKyBaHHS ITPY HasIBHOCTI MOKa3aHb.



3axeoprosaHHA W,umMoBUOHOI 3a103U.

Y 5,5 % martiieHTiB, siki oTpuMyBanu GpedyKCcoCcTaT IPOTSATOM TPUBAJIOTO Yacy,
CIIOCTepiranocs migBuilieHHSA nmoka3Huka TTT (> 5,5 MKMO/mn) mig gac
OOBTOCTPOKOBHUX BiIKPUTUX PO3UIUPEHUX OOCIiOXKeHb. ToMy ITiKapchKul 3acibd ciifg 3
00epeKHICTIO 3aCTOCOBYBAaTH IalliEHTaM 3 ITOPYIIEeHHSAM (QYHKIIil ITUTOBUIHOI 3aJI03H.

Jlakmoa3a.

JlikapchKu# 3aci6 MicTuTh nakTo3y. [lalieHTaM i3 pigKicCHUMU CITafKOBUMU
3aXBOPIOBaHHSIMU, I10B’AI3aHUMHU 3 HEIIEPEHOCUMICTIO rajlakTo3u, HeJOCTaTHICTIO
nakTa3u Jlamnma abo IMopyIIeHHSIM BCMOKTYBaHHS I'/IIOKO3M/TajlaKTO3U Iperapar He
IIOKa3aHUU.

3maTHiCTh BIUIMBATH HaA IIBHIKICTH peakilili mpu KepyBaHHIi aBTOTPAaHCIIOPTOM
a00 iHImuMHU MexaHizMaMHu

Bynu noBigoOMIeHHS PO PO3BUTOK COHJIMBOCTI, 3allaMOPOYEHHs, TapecTe3il Ta
MMOPYIIEHHS YiTKOCTi 30py Ha TJIi 3acTocyBaHHS pebykcocTaTy. ToMy mallieHTaMm, IKi
3actocoByioTb AITIEHYPIK®, pekoMeHOyeTbCsI OyTU 00epeKHUM IPU KepyBaHHI
ABTOTPAHCIIOPTHUMH 3aco0aMu Ta poOOTi 3 iHIIMMU MeXaHi3MaMHu 10 TOTO Yacy, IOKU
BOHU He OyOyTh BIIEBHEHI Y BiICYyTHOCTI BUIlle3a3HaYEeHUX ITOOIYHUX peakKIriil.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHs IPpyaaio

BaeimHicmb

OOMexkeHUM OOCBim 3acTocyBaHHSA ¢eOyKcocTaTy IIif Yac BariTHOCTI CBiTYUTH IIPO
BiICYTHIiCTb HECIIPUSITIIMBOTO BIIJIUBY Ha mepebir BariTHOCTI Ta 30pPOB’s
I1JI00a/HOBOHAPOAXKEHOT 0. Y XOMi OHOCIiI?)KeHb Ha TBapruHaXxX He OyJI0 IOMidueHOo MoTo
npssMoro abo HenpsAMOTo MOoOIYHOTr 0 BIIMBY Ha Iepebir BariTHOCTI, PO3BUTOK
eMmOpioHa/mmona Ta nmepeobir mosoriB. [IOTeHIIMHUYN PU3UK OIS JIIOOUHA HEeBiTOMMUII.
debykcocTaT He CJIig 3aCTOCOBYBATH ITifl Yac BariTHOCTI.

I'ooysaHHsa 2pydoro

HesimoMo, uu mpoHuKae pebyKcocTaT y TPpyodHEe MOJIOKO TIoAuHU. [[oCTimXKeHHs Ha
TBapUHaX MOKa3aiH, 10 ¢pebyKcocTaT IPOHUKAE y TPYAHE MOJIOKO Ta BUSBISE
HeraTUBHUU BIUJIMB Ha PO3BUTOK HOBOHAPOMXKEHUX, SKAX F'OAYIOTH IIMM MOJIOKOM.
Pu3uK moTpanasHHS NperapaTy B IPyOHE MOJIOKO He MOxKe OyTH BUKITIOYEHUH.
debykcocTaT He CJIig 3aCTOCOBYBATH y Mepio[ rogyBaHHs I'PyOIIo.

depmuabHicMb



IocnigkeHHs GEepPTUIbLHOCTI Ha TBapMHAaX IIPU 3aCTOCYBaHHI y 1031 48 Mr/Kr/mody He
BUSIBUJIM 3aJIe3KHOCTI mobiuHuX peakmin Big mo3u. [His AIEHYPIKY® Ha
penponyKTUBHY QYHKIIiIO TIOOWHU HEBigoMa.

Cnocibd 3acTrocyBaHHsI Ta JO3H

Ho3yeaHHA

ITodaepa.

PexkomenpgoBaHa go3a AIJEHYPIKY® ctanoButh 80 Mr 1 pa3 Ha moOy mepopa’sbHO,
He3aJIexKHO Bif mpuiioMy 1xKi. AKIO KOHIIEHTPAllid Ce40BOI KMCJIOTH B CUPOBATIIi KPOBi
nepesuinye 6 mr/on (357 MKMOJIB/JT) micas 2-4 TUXKHIB JIIKyBaHHSA, CIIiO PO3TISAHYTUA
migBumieHHs go3u AIIEHYPIKY® go 120 mr 1 pas Ha mo0y. EdekT sikapchkoro 3acoby
BUSIBJISIETHCSI MOCUTD IIIBUIKO, I110 POOUTH MOXKJIMBUM ITOBTOPHE BU3HAYEHHS
KOHIIEHTpallil CEe4Y0BO1 KMCIOTH Yepe3 2 THXKHi. MeToio IiKyBaHHS € 3MEHIIIEHHS
KOHIIEHTpallil Ce40BOl KMCJIOTH Y CUPOBATIIi Ta IIiATPUMKa 1i Ha piBHiI MeHIIe 6 MT/mI
(357 MKMOJIB/).

TpuBanicte npodilakKTUKK HamagiB Iogarpu peKoMeHaoBaHa He MeHIle 6 MicsIIiB.
CuHOpom ni3ucy nyxauHu (CJIII).

PekomenpgoBaHa go3a AIEHYPIKY® ctanoBuTh 120 M oguH pa3 Ha mo0y
IIepopanbHO, HE3aJIeKHO Bif IPUNOMY 1XKi.

3actocyBanHsa AIIEHYPIKY® ciifg po3noyrHaTy 3a ABa AHI [0 I104YaTKy
IIMTOTOKCUYHOI Teparlil i MpogoBXKyBaTH IloHalMeHIle 7 Oi0; omHaK TPUBaJIiCTh
Teparil MoKHa IOOOBXKUTHU O0 9 mib BiAIIoBiMHO A0 TPUBAJIOCTI XiMioTeparmil Ta
KJIIHiYHOI OIliHKH.

ITauieHmu AiMHBLO20 BIK).
IInns 11iel KaTeropii malieHTiB KOPEKIlisi 103U He MOTpibHa.
Hupkosa HeOocmamHicmb.

Y naui€eHTiB 3 TAXKKUM NOPYyLIEHHAM (QYHKII1 HUPOK (KiIipeHc KpeaTuHiHy <30 MJI/XB)
edbekTuBHICTL Ta O6e3IeKy TiKapChKoro 3aco0y BUBYEHO HEIOCTAaTHRO. [TalieHTam i3
MOpPYyIIeHHAM (QYHKIIl HUPOK JIETKOTO ab0 ITOMIipHOTO CTyIIeHs KOPEKIIis HO3U He
moTpibHa.

ITeyiHkoBa HeOocmammHicmew.



HocnigxkeHHs eeKTUBHOCTI Ta 6e3neku pedyKCoCcTaTy y Malli€eHTiB 3 TAXKKOIO
MIeYiHKOBOIO HemocTaTHICTIO (kKymac C 3a mikanoio Yaunma-I1'10) He IpOBOOUIIOCS.

[Toparpa. IIpu nopyiieHHi QyHKIIil IT€eYiHKY JIETKOTO CTYIIEeHsI peKOMeH0BaHa g03a
ctanoBuTh 80 Mr. [IocBim 3acToCyBaHHS JIiKapChKOT0 3aco0y MpH MOPYIIeHHI QPyHKITiI
MIeYiHKY IIOMIipHOTO CTyII€HsI 00MeXKeHUH.

Cunpgpowm mnisucy nyxnunau (CJIIT). I3 onmopHoro mocmimxenHus das3u III (FLORENCE)
Oy BUKJTIOYEHI TiTbKK Cy0’€KTH i3 ITe4iHKOBOIO HEIOCTATHICTIO TSIXKKOT'O CTYIIE€HS.
I mauieHTiB, SKi Oyu BKIIIOYEHI B JOCIIXKEHHS, KOPEKIIisd M03U YV 3B’SI3KY i3
cTaHoOM (PYHKIIiM ITeYiHKU He IMoTpiOHa.

Cnocib 3acmocy8aHHA

Irist IIepopPayibHOTO 3aCTOCYBAHHII.

AIJEHYPIK® 3acTOCOBYETHCS IEPOPaIbHO, He3aJlesKHO Biff IPUHMOMY 1XKi.
itk

Besneka Ta edpekTuBHiCTh 3acTocyBaHHA AIIEHYPIKY® mitam Bikom o 18 pokiB He
BCTaHOBJIeHI. [laHi 111010 3aCTOCYBaHHA BiICYTHI.

Ilepemo3yBaHHs
Y pasi nepeno3yBaHHS II0OKa3aHa CUMIITOMaTHU4YHa Ta MiATpUMYylOYa Tepariis.
IToOiuni peakmii

PestoMme mpoddinio 6e3mnexu.

HavyacTimumu mob6ivHUMHU peakIlisiMU y KITIHIYHUX gociimxkeHHsXx (4072 maltieHTH,
1110 3aCTOCOBYBasnu 0o3y Big 10 mr mo 300 Mr) Ta B IpoIleci HOCTMapKEeTUHTOBOTO
HarasAy y MallieHTiB 3 mogarpoio 0yJiu 3arocTpeHHs (Hanaau) IMogarpy, NopyLIeHHST
¢yHKI1Iil TeuiHKku, giapesi, HygoTa, TOJIOBHUM 0inb, BUCUIIaHHSA Ta HaOpsku. Lli mobiuHi
peaxiiii Mmanu y GinbIIOCTi BUMagKiB merkuit abo cepenHit CTymiHb TAXKKOCTI. ITig yac
IMOCTMapPKETUHTOBOTO Harisaay Oy MOBiZOMIEHHS PO PiAKiCHI BUMIagKU CEPHUO3HUX
peaxiiy rinep4yyTaAnuBOCTi Ha pebyKcocTaT, AesKi 3 HUX CYyIIPOBOMAKYBaIUCsI
CUCTEMHUMHU peaklliaMu, Ta IIPO PigKiCHi SBUIIla panTOBOI CEPIIEBOI CMEPTi.

Y Hux4YeHaBeOeHil TaOnMUIli 3a3HaYeHO IM0o0OiUHi peakirii, IKi BUHUKAIOTh IIPU

3acTocyBaHHi pebyKcocTaTy malliEHTaMU Ta Kiacu(pikoBaHi TaKMM YHMHOM: 4acToO (Bifg
= 1/100 mo < 1/10), HegacTo (Big = 1/1000 go < 1/100) ta pigko (Big = 1/10000 mo <
1/1000). YacTtoTa pO3BUTKY I'PYHTYETHCS Ha AOCIIAKEHHIX Ta IIOCTMapKEeTUHTOBOMY



OOCBIfl ITOA0 IMAalliEHTIB i3 MOmarporo.

Y KOXHi¥ rpyIri 3a 4aCTOTOI PO3BUTKY MMOOiIUHI peakirii mpeacTaBlIeHO Y IIOPSIOKY
3MEHIIEHHS CTYIIeHs TAXKKOCTI.

Tabnuug 2. [To6iuHi peaxiiii, 110 criocTepiranucs y pasi 3 KoMOiHOBaHUX PO3IINPEHUX
OOBTOCTPOKOBHUX HOCIII?KEHb Ta B Iepiof] IOCTMapKETUHIOBOTO CIIOCTEPEKEHHS Y
Malli€eHTiB i3 momarpoxo.

3 60Ky KpOBi Ta , ) ,
: . Pigko: [TaHumTONEHIA, TPOMOOLIMTONIEHISA, arpaHyJIOLIUTO3*
niMpaTUYHOl CUCTEMU

. . Pinko: AnadinakTuuHi peakilii*, rinep4yTIuBiCTb OO
3 60Ky iMyHHOI cucTeMu

npemnaparty*
3 00Ky eHOOKPUHHOIL HewuacrTo: IlinBuIilieHHA PiBHSA TUPEOCTUMYJIIOI0YOT O
CUCTEMHU TOPMOHY KPOBi
3 00Ky opraHiB 30py Pigko: 3aTymaHeHuu 3ip

YacTo***: 3arocTpeHHs (Hamagu) mmomarpu

HeuacTo: ILlykpoBuii miabeT, rimepimigemisi, 3HUKEeHHS
3 OOKy xap4yyBaHHS Ta i )

, ameTuTy, 30ibIIIeHHS Macu Tina
00MiHy pe4yoBUH

Pigko: 3HUKEHHS MacCH Tijla, MiOBUILIEHHS alleTUuTy,
aHOPEKCid

HeuacTo: 3HUXKeHHS j1i0imo, 6e3COHHA
3 OOKy ICUXiKU
Pinko: HepBO3HiCTB

YacTto: ['omoBHUM Oilb

3 60Ky HepBoBoi cucTemu |HeYacTo: 3amaMopoyeHHs, IapecTesil, reminapes,
COHJIMBICTBH, 3MiHa CMaKOBOI'O CIIPUUHSATTS, riecTe3sis,
rnocnabyieHHS HIOXY

3 OOKy opraHy C a
,Ky Praty cnyxy Pigko: IIlym y Byxax
nabipuHTY




3 60Ky ceplieBoi cucteMu

HeuacTo: ®ibpunsaiis nepencepab, Bif4dyTTs cepueOuTTs,
BimxmuneHHs Big HopMmu Ha EKI', 6;10Kama J1iBOi HiXKKHU
nyuka ['ica (guB. po3min « CHHAPOM JIi3UCY IIyXJIUHU»),
CHUHYCOBa Taxikapmisa (guB. po3min «CHHAPOM JIi3UCy
IyXJIUHU » )

Pigko: PamToBa cepieBa cMepTh*

3 60Ky CYOUHHOI CUCTEMU

HeuacTo: ApTepianbHa rinnepTeH3is, IPUIJINBY, IIPUILJIUBU
3 BIOUYTTSAM Kapy,KpoBoTedi (OuB. po3gin « CHHOAPOM
JI3UCY NIYXJIUHU»)

3 00Ky guxajibHOL
CUCTEMHU

HeuacTo: 3amuiiika, OpoHXIT, iH(peKIlil BepXHiX OuXaabHUX
OIIAXIB, Kalllelb

3 OOKY IIIJTYHKOBO-
KHIITKOBOTO TPAKTY

YacTo: [Hiapesa**, HygoTa

HeyacTo: Btk y KUBOTI, 30yTTA XKUBOTA,
ractpoe3odareanbHa pedokcHa xBopoba, O/II0BaHHS,
CYXICThb y POTi, AUCIIEICis, 3al0p, YaCTi BUIOPOXKHEHHS,
MEeTeopU3M, JUCKOM@OPT y IIIYHKY a00 KUIIIEUHUKY

Pinko: IlaHKpeaTuT, BUpa3Ku B OiJIHII poTa

3 OOKy IeYiHKHU Ta
JKOBYOBHUBITHUX HIIJISIXiB

Yacrto: [lopyimeHHsa QyHKIII] De9iHKA**
HeuacTto: 2KoBuHOKaM'siHa XBopoOa

Pigko: I'ennaTuT, 2KOBTSIHUILISA*, ITe4YiHKOBA HEeJOCTAaTHICTR*




3 OOKy LIKipu Ta
MiOIKipHO-2KMPOBO1
TKaHUHU

YacTto: BucunaHHs (y TOMY YMCJIIi BUCUIIAHHS 3 OifbIil
HU3BKOI 4aCTOTOK BUHUKHEHHS, IVUB. HUXKYe)

Heuacrto: [lepmMaTuT, KpOniuB THKa, CBep0OikK, 3MiHa
3a0apBJIeHHS IIKipH, TOIIKOIXKEHHS IIIKipH, IIeTexii,
II’ITHUCT1 BUCUIIAHHS, MaKyJIoNallyJbO3H1l BUCUIIaHHS,
[anyJabO3HI BUCUIIAHHSA

Pigko: TokCuuyHUU elifepMarbHUKA HEKPOJIi3*, CHHOPOM
CriBeHca-[I>koHCOHa*, aHTioHAOPSAK*, peakiril Ha
Impernapar, III0 CYIPOBOAXYIOThECS €03UHODIITiEI0 Ta
CUCTEMHMMU CUMIITOMaMu*, reHepasli30BaHi BUCUIIaHHSI
(cepiio3Hi)*, eputeMa, ekchomiaTUBHI BUCUIIAHHS,
domnikynsapHi BUcunaHHs, B€3UKYJIbO3HI BUCUIIaHHS,
IyCTY/IbO3Hi BUCUTIAHHS, CBePOJISYi BUCUTIaHHS,
epuTeMaTO3Hi BUCUIIAHHS, KOPenoniOHi BUCUTIaHHS,
asionelnis, migBUIleHa IMiTIUBICTh

3 OOKY OITOPHO-PYXOBOTO
araparTy Ta CIIOJIy4YHOl
TKAHUHU

HeuacTo: Binb y cyrno6ax, aptpurt, 6inb y M’s13ax,
CKeJIeTHO-M 130BUM 0inb, cnabKicTh y M’s13aX, CyIOMH
M’s13iB, CKyTiCTh M’513iB, OypCcHUT

Pinko: Pabmomioni3*, ckyTicThk CyriobiB, CKeJleTHO-M s130Ba
CKYTICTh

3 OOKy HUPOK Ta
CEYOBUBIOHUX IIIIAXIB

HeuacTo: HupkoBa HemoOCTaTHICTh, cedyoKaM siHa XBopo0Oa,
reMaTypisi, IoaKiypisi, IpoTeinypia

Pigko: TyOynoinTepcTuiiianbHui HeGpuT*, HAIONETTUBI
IIO3UBU 10 CEYOBUITYyCKAHHS

3 00Ky pPenpoayKTUBHOL
CHUCTEMH Ta MOJIOUHHUX
3aJ103

HeuacTo: EpextunbHa guchyHKIIS

3 00Ky opraHi3My
3arajioM

YacTo: Habpsaku

HeuacTo: ITigBuIlieHa BTOMJIIOBAHICTb, Oiflb y TPYyOSX,
BiI4yTTSA OUCKOM@OPTY y TPYOsaxX

Pigko: Copara




Heuacro: I[linBuinieHHA piBHA aMila3u y KPOBi, 3MEHIIIEHH
KiJTbKOCTi TPOMOOIIMTIB, 3MEHIIIEHHS KiJTbKOCTi JIEMKOIIUTIB
Yy KPOBi, 3MEHIIEHHS KiTbKOCTI JTiM(OIIUTIB Y KPOBI,
MigBUILIEHHS PIBHSA KpeaTHHY B KPOBI, IMiABUIIIEHHS PiBHA
KpeaTUHiHY Y KPOBi, 3HM2KEHHS PiBHS reMoryio0iHy KpOBi,
NiOBUIIIEHHS PiBHSA CEYOBUHU B KPOBI, MIABUIIIEHHS PiBHA
TPUTJIILIEPUIIB Y KPOBI, MIABUINIEHHSA PiBHS XOJIECTEPUHY B
HonmaTkoBi MeTonU KPOBi, 3HNKEHHS TeMaTOKPUTY, IIiABUIIIEHHS PiBHS
[OCIifiZKEeHb naktaTtmerioporerasu (JIOI') y KpoBi, migBUINIEHHS PiBHS
KaJIito Y KpoBi

Pigko: IlinBuIilleHHA PiBHS I'JIIOKO3U Y KPOBI, ITIOOOBXEHHSA
aKTMBOBAHOI'0 YaCTKOBOI'O TPOMOOMIJIACTUHOBOT'O Yacy,
3HUXKEHHSA KUIBKOCTI epUTPOLIUTIB Y KPOBI, MiABUIIIEHHSA
piBHSA TyKHO1 hocdhaTa3u y KPOBi, MiABUIIEHHS PiBHA
KpeaTuHPOCOKiHA3U y KPOBi*

* TTo6iuHi peaxkirii, 110 criocTepiramucs B MexKaxX MOCTMapKEeTHHIOBOT'O CIIOCTEePeKEeHHS.

** [Tiapesi Ta BigxXueHHs pe3yJbTaTiB QyHKIIIOHATBHUX IIP00 MeYiHKY Big HOPMH, SIKi BUMAaraay Teparii,
1[I0 CIIOCTepiranucs B OOCIigXKeHHIX a3 3, pO3BUBAJIMCS YacCTillle y MallieHTiB, IKi OTpUMYyBaIu
CYIIYTHIO Tepalilo KOJIXIIIUHOM.

*+* [Tus. po3pin «PapMmakoguHaMikKa» IIIOJ0 YaCTOTU 3arOCTPeHb (HamafiB) mogarpy, o
croctepiranucs y ¢asi 3 iHguBigyanbHUX paHOOMi30BaHUX KOHTPOJILOBAHUX OOCTiIXKEHb.

Onuc okpemux nobiyHuUX peakuiul.

Y Merkax MOCTMapKeTHHIOBOT'O HarIsaay Oyu MOBiIOMJIEHHS PO PiAKiCHI BUMIagKu
CEepUO3HUX peakllill TinepuyyTaAnuBOCTi Ha pebdyKcocTaT, y TOMY YHCJIi CUHIPOM
CriBeHca-]I2KOHCOHA, TOKCUYHHUU ellifepMalibHUNM HEKPOJIi3 Ta aHadilaKTUYHI
peaxkiiii/mok. CuraapoM CTiBeHca-II?KOHCOHA Ta TOKCUYHUHN emigepMalbHUN HEKPOIIi3
XapaKTEePUIYETHCS MIPOrPeCyIOYUM IIKIipHUM BUCUTAHHAM 3 OyJIbO3HUM YpaxkKeHHSIM
mKipu abo c1m30BUX 000JIOHOK Ta IOOPA3HEHHSIM CJIM30BOI 000JI0HKU o4deil. Peakirii
rinep4yyTaInUBOCTiI Ha ¢peOyKcocTaT MOXKYTh IPOSBJIATUCS TaKMMU CUMIITOMaMU:
IIKipHUMH peaklisiMU, 110 XapaKTepU3yIOThCA iHPITbTPOBAaHUMHU MaKYyJI0-
MManyJjJbO3HUMU BUCUIIAHHSMU, TeHepasidoBaHuMU abo ekcdoiriaTuBHUMU
BHCUIIaHHSAMH, @ TAKOXK ypaXKeHHSIMHU MIKipu, HaOpAKOM 00IuYUsi, rapsidKoio,
reMaToJIOTIiYHUMMU IOPYIIEeHHSIMU, TAKUMHU SIK TPOMOOIIUTOIIEHIs Ta e03uHOGiNisA, Ta
ypaxKeHHSIM OKpeMUX OpraHiB abo0 KiJIbKOX OpraHiB (IediHKa Ta HUPKHU, ¥ TOMY YUCIIi
TyOy/IOiHTEepCTULiaTbHUN HEDPUT).



3aroctpeHHs (Hamagu) Iomarpy 3a3BU4YaM CIIOCTepiraancsa HEBOOB3I IIiCJIS ITOYaTKy
JIIKyBaHHS Ta NPOTATrOM IIEPIINX MICALIB JIIKyBaHHs. YacToTa HanaiB nmogarpu
3HMXKYyBasiacs 3 4acoM. [Ipu 3acTocyBaHHi ¢pebyKcocTaTy peKOMEeHOYETHCS
npodinakTKa rOCTPUX HaIllafiB IIoOarpu.

CunpgpoM mi3ucy nyxnauH (CJIIT)

Pe3siome npogiato 6e3neku

B xopmi paHmoMi3oBaHOTO, MOABIMHOTO CIIIIIOr0 OIIOPHOIO AOCIiIXKeHHSA ¢pa3u 3
FLORENCE (FLO-01), y skoMy nopiBHIOBanmu pebykcocTaT Ta ajgonypuHon (346
MallieHTiB, SKi MigmalThCcs XiMioTepamnil 3 MPUBOAY reMaTOoJIOTiYHUX 3JI0OSKiCHUX
HOBOYTBOpPEHD 3 TOMipHUM ab0 BuCOKUM pudukoM CJIII), Tinbku y 22 (6,4 %)
MalieHTiB crocTepiranucsa nobiuHi peaxkiiil, a came y 11 (6,4 %) nauieHTiB y KOXKHIN
rpymi JikyBaHHS. BinblricTs mobiyHMX peakiliit Oyiu 1erkoro abo moMipHOTO CTYIIEHS.

Y ninomy B xomi mocnigxxenuss FLORENCE 0ynb-IKUX O0AaTKOBUX ITiTO3P 100
6e3mneku 3actocyBanusa AITEHYPIKY ® naniienTam i3 nmomarpoio He 0yJi0, 3a BUHSATKOM
HUXKYe3a3HaueHUX TPhOX MOOIYHMX peakiliti (muB. Tabi. 2).

[Mopy1ieHHS 3 OOKY CEPLIEBOI CUCTEMMU.

HeuacTo: 6;10Kaza niBol HikKM nydka ['ica, cuHycoBa Taxikapmis.
[TopymieHHS 3 60Ky CYOMHHOI CUCTEMU.

HeyacTo: KpoBOTeUi

IToBigOMIEHHS IIPO HigO3PIOBaHi NOOiYHI peakxiIril

IMToBigoMyIeHHS IIPO MifM03pIOBaHi IMOOIUHI peakiril micias peecTpaliii TiKapChKOTro
3aco0y BimirparTh BaxKJIUBY POJib. lle Ja€ 3MOry IpoaoBXKyBaTH CIIOCTEPEXKEHHS 3a
CHiBBiIHOIIIEHHSIM KOPUCTh/PU3UK CTOCOBHO IAHOTO JIiKapChKoro 3acoly. IIpaliBHUKIB
OXOPOHHU 3[40POB’S IPOCSATH MOBIHOMIISITU ITPO OyAb-siKi Mimo3pioBaHi MOOGiUHI peakxiiil.

TepMiH NpUIATHOCTI

3 POKHU.

He 3acTocoByBaTu npermnapar IIiC/Id 3aKiHYEeHHS TEPMIHY IPUOaTHOCTI, 3a3Ha4YeHOr 0
Ha yIaKOBILIj.

VYMoBHM 30epiranus



CnenianbHi yMOoBU 30epiraHHs He BUMaralThcsa. 30epiratu y HeqOCTYIIHOMY [JIs OiTeun
Mici.

YoakoBka

[To 14 TabreTOK, BKPUTHUX IIJIIBKOBOIO 000JIOHKOIO, ¥ OJ1icTepi; mo 2 6iicTepa y
KapTOHHIM KOPOOIIi.

KaTeropis Bignycky

3a penemnTomM.

BupooHHK

Menapini-®on XerigeH I'moX.

Micue3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MiCIisi IPOBaaKeHHsI
IisITBLHOCTI

Jleunirep mrpace 7-13, 01097 [Ipe3neH, HimeuuunHa.
[Ixepeso iHCTPYyKIIil

[HCTPYKIIiio TiKapCchKOro 3aco0y B35ATO 3 odiIliiHOro gxkepena — JlepKaBHOIO PEECTPY

JTiKapchKUX 3aco0iB YKpaiHu.
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