Ckian

Oitoua peuosuHa: febuxostat;
1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOI0, MiCTUTh (pebykcocTaTy 80 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
000JI0HKO10, Bifi 0JIif0-2KOBTOI'0 [0 KOBTOT'O KOJIBOPY, 3 TUCHEHHAM «80» 3 OOGHOTO
00Ky Ta PHUCKOI0 [JIs MOMiTy 3 iHIIoro OOKY.

Pucka nons HO)IiJ'Iy IIPU3HA4YEHa JIUIIEe OJId PO3JIaMyBaHHA 3 METOIO IMOJIETIIEHHA
KOBTAaHHA TaGHeTKI/I, BOHaA He IIPU3Ha4Y€Ha OJId HO)IiJ'Iy TabJIeTKH Ha plBHl OO3H.

@apMaKOTepaneBanHa rpyiia

JIikapchbKi 3acobu Ojis niKyBaHHS mmogarpu. JIikapchki 3aco0wu, 1110 MPUTHIYYIOTH
yTBOpeHHS ce4doBol Kucnotu. Kog ATX M04A A03.

dapMaKoguHaMiKa

MexaHi3m Oil.

CeyoBa KHUCJIOTa € KiHIIEBUM IIPOAYKTOM MeTabos1i3My NypHUHIB y TIOOUHU i
YTBOPIOETHCS TIif] YaC TaKOl peakilil: TiMoOKCaHTUH — KCaHTHUH — Ce4YoBa KHCJIOTa.
KcanTuHOKCHOa3a € KaTanidaTopoM 000x eTariB 11i€l peakilil. PebykcocTaT €
HOXIOHUM 2-apuiITia30i1y, TepalleBTUYHAa [id SKOT0 IIOB’si3aHa 31 3MeHIIeHHIM
KOHIIEHTpallil Ce40BO1 KMCJIOTH B CUPOBATILi KPOBi LIJITXOM CEJIEKTUBHOTO
MMPUTHiYeHHS KCaHTUHOKcuga3u. PebyKcocTaT - 1le IOTYXKHUM i CeIeKTUBHUM
HenmypuHOBUM iHTi6iTOp KCaHTUHOKCcHUOa3u (NP-SIX0), tioro Ki (koHCcTaHTa
IPUTHIYEeHHs) in vitro ctraHoBUTH MeHIIe 1 HaHOMOJIA. Bysio moka3aHo, 1110
bebykcocTaT 3HAYHOIO MipOI0 MMPUTHIYYy€E aKTUBHICTD SIK OKMCHEHOI, TaK i BiTHOBIEHOI
bopMu KCaHTUHOKCHA3U. Y TepaleBTUYHUX KOHIeHTpallisx ¢pedykcocTaT He
MMpUTrHiuye iHmm pepMeHTH, 1110 6€pyTh YyYacTh Y MeTab0J1i3Mi nypuHiB abo mipuMinuHiB
TaKUX SIK I'yaHiHOe3aMiHa3a, rimokcanTuHryaHindocdopubosunTpanchepasa,



opoTaTdochopubdbosuntpancoe-pasa, oporuguHMoHOopochaTaeKapOokcuiasa, abo
nypuHHYKIeo3uadpochopunasa.

KniniuHa epekmusHicmb ma 6e3neka.
ITodaepa

EdektusHicTh npenapaty AIIEHYPIK® Oyna migTBepaxkeHa B ¢pa3i 3 TPhOX OCHOBHUX
mociimxkeHb (oBa ocHoBHUX gociigxkeHHss APEX i FACT i gomaTKoBe OOCITiI>KeHHSsI
CONFIRMS, onucaHni Huxk4e), ki Bkaodanu 4101 marieHTa i3 rinepypukeMieo i
IMoarpor. Y KOXKHOMY 3 IIMX OCHOBHUX AociigxkeHb da3u 3 AIEHYPIK® 6inbmr
e(peKTUBHO 3HUKYBaB CUPOBAaTKOBY KOHIIEHTPAIlil0 CEY0BOl KUCJIOTH i IMiATPUMYyBaB il
Ha HaJIe’KHOMY PiBHI B IIOPIBHSHHI 3 aJIOIIypPUHOJIOM. [IepBUHHOIO KiHIIEBOIO TOYKOIO
edexktuBHOCTI B focnigxkenHsax APEX i FACT Oyrna dyacTKa Ialli€HTiB, y SKUX IPOTATOM
OCTaHHIX TPhOX MIiCHIIiB KOHIIEHTpPAllisl Ce40BOl KUCJIOTA B CUPOBATIII HE
nepeBumryBana 6,0 mr/on (357 mgMmonb/mn). Y gogatkoBomy mociaimkerHHi CONFIRMS
da3u 3, pe3ynbpTaTH AKOr0 CTAIX AOCTYIIHI ITiCJIS IIEePILOl PeecTpallil mpenaparTy
AIEHYPIK®, mepBUHHOIO KiHIIEBOIO TOUKOIO e(peKTUBHOCTI Oyja YacTKa Malli€EHTiB, Y
SIKUX KOHIIEHTpallisd Ce40BOl KMCIIOTH B CUPOBATIIi He IepeBulllyBana 6,0 Mr/on Ha
MOMEHT OCTaHHBLOI'O Bi3UTYy. Y Il HOCIIAXKEHHA He BKJII0YaJlu [Ialli€HTiB, AKl
IepeHecIu TPaHCIJIaHTallilo opraliB (OuB. po3/ain «OcoOIMBOCTI 3aCTOCYBaHHS»).

IocnidoceHHs APEX: [NocnigxkeHHS epeKTUBHOCTI ¢peOyKcocTaTy 3 KOHTPOJIEM
maie6o ta anonypunony ¢asu 3 (Allopurinol and Placebo-Controlled Efficacy Study
of Febuxostat, APEX) O6yno paHmoMi3oBaHUM, OABIMHUM CJIiIIMM, OaraTolleHTPOBUM
TpuBaJicTio 28 TuxkHiB. Bchoro 0yno panmomizoBano 1072 manieHTH: miaiebdo
(n=134), AHEHYPIK® 80 mr 1 pa3 Ha mo0y (n=267), AHEHYPIK® 120 mr 1 pa3 Ha
nooy (n=269), AIEHYPIK® 240 mr 1 pa3 Ha mo0y (n=134) a6o anonypunroin (300 mr 1
pa3 Ha moby (n=258) O mallieHTiB 3 BUXiIHOIO CUPOBATKOBOIO KOHIIEHTPAIIi€I0
KpeaTuHiny < 1,5 mr/on a6o 100 mr 1 pa3 Ha mo6y (n=10) mis maiieHTiB 3 BUXiTHOIO
CHUPOBATKOBOIO KOHIIEHTpali€o KpeaTuHiny > 1,5 mr/an i < 2,0 mr/gn). 171 oLiHKHU
O6e3mneku ¢pebykcocTaT npuldHadanu B 103i 240 mr (y 2 pa3u BUIlle MaKCUMaJIbHOI
PEKOMEHI0BaHOl JO3U).

Hocnigxxkenusa APEX moka3aso CTaTUCTUYHO OOCTOBIpHY epeBary 000X peKuMiB
nikyBaHHS nmpemnapatoM AITEHYPIK® 80 mr 1 pa3 Ha goboy i AIEHYPIK® 120 mr 1
pa3 Ha moOy MOPiBHSHO 3 aJIONypPUHOIOM Yy 3BudakHiu go3i 300 mr (n = 258) / 100 mr
(n=10) y 3MeHIIIeHHi CHPOBaAaTKOBOI KOHIIEHTpallil CE40BOIl KMCJIOTH HUXKYE 6 MT/OI
(357 mkMmonb/n) (ouB. Tabmn. 1 i puc. 1).

HocniooceHHsa FACT: DocnigxkeHHsT eeKTUBHOCTI peOyKcocTaTy 3 aJIOoImypPUHOJI-
kouTposieM (The Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 6yno
paHOOMi30BaHUM, ITOOBIMHUM CHIinuM, 6araTOIleHTPOBUM TPUBAIIICTIO 52 TUXKHI.



Bcrworo 6yno panpgomizoBano 760 namienTiB: AIEHYPIK® 80 mr 1 pa3 Ha moby (n =
256), AIEHYPIK® 120 mr 1 pa3 Ha go0y (n = 251) ta anonypuron 300 Mr 1 pa3s Ha

moby (n = 253).

Hocnigxkennss FACT moka3aJjio CTaTUCTUYHO JOCTOBIpHY ImepeBary 000X PeXXuMiB -
AIJEHYPIK® 80 mr 1 pa3 Ha mo0y i AHEHYPIK® 120 mr 1 pa3 Ha o0y - IOPiBHSIHO 3
aJIONypPUHOJIOM Yy 3Bu4YauHii 0o3i 300 Mr y 3MeHIIeHHi i MiATPUMIII CHPOBATKOBOI1
KOHIIEeHTpallil Ce40BO1 KMCIOTH HUXKYe 6 Mr/oj (357 MKMOJIB/II).

Y tab6n. 1 npengcraBieHo pPe3yIbTaTU OIIIHKY ITEePBUHHOI KiHIIEBOI TOYKM e(DeKTUBHOCTI:

Tabnuusg 1. YacTKa nallieHTiB 3 KOHIIEHTpPAIi€l0 CEY0BO1 KUCIIOTU B CUpoBaTIli < 6,0
mr/on (357 MKMOIIB/M) ITif 4aCc TPhOX OCTAHHIX IIIOMICSIYHUX Bi3UTIB

AonypuHOI
I . AIJEHYPIK® 80 | AIEHYPIK® 120
OCJIiIKeHHs
A Mr 1 pa3 Ha 706y | Mr 1 pa3 Ha no6y | 300/100 mr 1 pas
Ha mooy 1
APEX 48 % * 22 %
65 % *, # (n=269)
(28 THXKHIB) (n=262) (n=268)
FACT 53 %* 62 %* 21 %
(52 TuxHi) (n=25b5) (n=250) (n=251)
06’enHani 51 %* 63 %*, # 22 %
pe3ynbTaTu (n=517) (n=519) (n=519)

1 Pe3gynbraTu y naifieHTiB, gki orpumyBanu 100 mr 1 pa3 Ha go0y (n = 10: namienTu 3
BUXiOHOIO CHPOBAaTKOBOIO KOHIIeHTpAlIli€lo KpeaTuHiny > 1,5 mr/gni < 2,0 mr/on) abo
300 mr 1 pa3 Ha goby (n=509), B xoai aHanizy Oynu o0’enHaHi.

*p < 0,001 nmopiBHsAHO 3 anonypuHonoM, # p < 0,001 nmopiBHSHO 3 03010 80 M.

ITpu 3actocyBanHi ATIEHYPIKY ® 3MeHIIIeHHSI CHPOBATKOBO1 KOHIIEHTpaIlil Ce40BOl
KHMCJIOTH OyJIO MIBUOKMM Ta YTPUMYBAJIOCh HOBro. 3MEHIIIEHHSI KOHIIeHTpallil Ce40BO1
KHCIIOTH B cupoBaTli A0 < 6,0 mr/on (357 MKMOIIB//I) Bif3Ha4YaaoCsa BXKe Ha OAPyroMy

TUKHI JoCTigKeHHs i 30epirasocst Hagali IPOTSATOM JTiKyBaHHS.




IocnidoceHHss CONFIRMS: Nocnimxenusas CONFIRMS 6yno paHOOMi30BaHUM,
KOHTPOJIbOBAHUM [OOCIiIXKeHHAM (pa3u 3 TPUBAJICTIO 26 TUXKHIB, SKe IIPOBOAUIIOCH
0Jis1 OLiHKU Oe3rneKku Ta epeKTUBHOCTI pebykcocTaTy B fo3ax 40 Mr i 80 Mr nopiBHSHO
3 anonypuHoyioM B mo3ax 300 mr i 200 Mr ajig namieHTiB 3 I1ogarporo i
rinepypukemieio. Bcroro 6yno pangomizoBaHo 2269 narienTiB: AIIEHYPIK® 40 mr 1
pa3 Ha moby (n=757), AHIEHYPIK® 80 mr 1 pa3 Ha mo0y (n=756) Ta aJomypHuHOII
300/200 mr 1 pa3 Ha mo0Oy (n=756). IlloHalimeHIIe 65 % MallieHTiB MaJiu IIOPYIIIEeHHS
(yHKIIil HUPOK Bif JIETKOTO [0 IIOMIpPHOTO CTyIIeHs (3 KilipeHcoM KpeaTuHiny 30-89
Mi1/xB). IIpodinakTuKa HanafiB nomarpu Oyia 060B’sI3KOBOIO MPOTITOM 26 THUIKHIB.

YacTKa IallieHTiB 3 KOHIIEHTPAIli€l0 CeY0BO1 KMCJIOTH B cupoBaTii < 6,0 mr/mon (357
MKMOJIb/JI) B OCTaHHiM Bi3uT ctaHoBuia 45 % mnsa ¢pedbykcocraty 40 mMr, 67 % ons
dbebykcocTaTy 80 Mr i 42 % mns anonypurony 300/200 Mr BifmoBigHO.

ITepsuHHa KiHUeBa Mmouka 8 nid2pyni nayieHmMis 3 NOPYWeHHAM PYHKUIT HUPOK

Y mocnipgxenni APEX ominioBanu epeKTUBHICTh TpenaparTy 3a y4acTio 40 mamieHTiB 3
MMOPYIIEHHSAM (YHKII1 HUPOK (TOOTO 3 BUXiMHOIO CHUPOBATKOBOIO KOHIIEHTPAIIi€I0
KpeaTuHiny > 1,5 mr/oni < 2,0 mr/gi). TakuM nailieHTaM, paHOOMi30BaHUM B I'PYILY
aJIONyPUHOIY, H03y nmpemnapaTty 3MeHuryBanu 0o 100 mr 1 pa3 Ha go0Oy. [lepBuHHa
KiHIleBa To4YKa edpeKTuBHOCTI Oyna mocsaruyTta B rpynax AIIEHYPIKY® y 44 %
nanienTiB (80 Mr 1 pa3 Ha mo6y), 45 % (120 mr pa3 Ha moby) i 60 % (240 mr 1 pa3 Ha
noOy) B nopiBHsHHI 3 0 % y rpynax amonypuHoiny 100 mr 1 pa3 Ha goOy i miaimebo.

[Tpu 11bOMY KJTiHIiYHO 3HAYYIIUX BiAMIHHOCTEMN Y 3HU2KEHHI CUPOBaATKOBOI KOHIIEHTpaIlil
CeY0BOl KHCJIOTH YV BifCOTKaX y 30OPOBUX HOOPOBOJIBIIIB Bil3Ha4YeHO He OyII0
He3alleXkHO Bim QyHKIIIOHAIbHOTO CTaHy HUPOK (58 % y rpymni 3 HOpMalabHOIO
(pyHKIi€0 HUPOK i 55 % y rpy1i 3 TAKKUM HOPYIIEHHIM (QYHKITil HUPOK).

[IpocrieKTUBHUU aHalli3, IPOBEAEHUM 3a y4acCTIO alli€HTIB 3 IOAArpoo i HOPyLIeHHAM
¢yHK11il HUPOK 3a momomororo mocaigxkeHHss CONFIRMS, nmoka3sas, 110 ¢pebykcocTaT
OyB 3HAUHO e(EeKTUBHIIIINM: PiBEHb CEYOBO1 KMCJIOTH B CUPOBATIIi 3HUXKYBaBCS IO
piBHA < 6,0 Mr/gj y IOpiBHSIHHI 3 TaKUM IIPU 3acTocyBaHHI anonypusrony 300 mr/200
MT y IAIi€HTiB 3 TOAarpoio i mopymeHHaM QyHKIIil HUPOK Bif JIETKOTO A0 CEPETHBOTO
cTymneHs (65 % BUIIPOOOBYBaHUX).

ITepsuHHa KiHUeBa Mmouka 8 nidz2pyni nayieHmMis 3 Cupo8aMKO80K KOHUEHMPAUI€e0
cevyosoi kucaomu = 10 m2/0a

BuxigmHa cupoBaTKOBa KOHIIEHTpallisg ceyoBoi KuciaoTu = 10 Mr/on Big3Hadasnacs
npubnusHo y 40 % nanieHTiB (KomOiHoBaHi mocnimxxeHHss APEX i FACT). Cepen 1imx
Malli€eHTiB ITIepBUHHA KiHIIeBa TOYKa e(peKTUBHOCTI (CMpOBaTKOBA KOHIIEHTPAIlis
cedoBoi Kucnotu < 6,0 Mr/gm B octaHHi 3 BiduTu) 6ya OOCATHYTA B IMiArpynax



AIDEHYPIKY® y 41 % manienTiB (80 mr 1 pa3 Ha go0y), vy 48 % narnienTiB (120 mr 1
pa3 Ha moby) i y 66 % martienTiB (240 mr 1 pa3 Ha mo0Oy) B nopiBHSAHHI 3 9 % y rpymi
anonypunony 300 mr/100 mr 1 pa3 Ha o6y i 0 % y rpyni miaie6o.

3a manumu pociaimkenHss CONFIRMS, yacTka mallieHTiB, SKi JOCATIN IIePBUHHOIL
KiHIIeBOI TOUYKM e(PeKTUBHOCTi (CHpOBAaTKOBa KOHIIEHTPAllisl CEY0BOl KUCIOTU < 6,0
MTI/IOJI B OCTaHHIM Bi3UT), y I'PYIIi HALli€HTIB 3 BUXIOHOK CUPOBATKOBOI KOHIIEHTPALIE€IO
ce4yoBol KuciaoTu = 10 Mmr/on, siki orpumyBanu ¢pedykcoctat 40 Mr 1 pa3 Ha mooOy,
cTaHOBUIIa BiAmoBigHo 27 % (66/249), pebykcocTtat 80 Mr 1 pa3 Ha mo6y 49 %
(125/254) i anonypuuon 300 mr/200 mr 1 pa3 Ha mo0y 31 % (72/230).

KniHiuHi pe3yabmamu: 8i0comok nauieHmis, ki nompebyroms mepanii Hanadie
nooazpu

Hocnigxkenus APEX: [IpoTsiroM 8-THKHEBOT0 NPOQiTaKTUYHOTO ITePioay Mali€eHTHa 3
TepaneBTUYHOI rpynu dedykcoctaty 120 mr (36 %), siki moTpeOyBanu Teparrii HamragiB
rmofarpy, MOpPiBHIOBAJIMCS 3 IMallieHTaMU, siKi 3acTocoByBanu pedykcocraTt 80 mr (28
%), anonypunon 300 mr (23 %) ta nnanebo (20 %). HacToTta HamafiB Oyaa BUIIOIO
micsisg mpogiTaKTUYHOTO ePiody i 3 YacoM IMOCTYIIOBO 3HUXKYyBasnacs. Big 46 % mo 55
% mallieHTiB IPOBOOUIIOCS JIIKYBaHHS HaMafiB rmogarpy 3 8 TUXKHS 1 3 28 TUXKHS.
Hamapu moparpu, 1110 BUHUKIIH IIPOTSITOM OCTaHHIX 4-X TUXKHIB BUnpoOyBaHb (24-28
TUKHi), criocTepiranucs y 15 % mnartienTiB (pedbykcoctat 80, 120 mr), 14 % maIieHTiB
(amonypunosn 300 mr) i 20 % mnarienTiB (11ame6o).

HocnigxkenHs FACT: [IpotsaromMm 8-Tu2kHeBOr0 MPO@PiIaKTUYHOT O MEePioAy MallieHTH 3
TepaneBTUYHOI rpynu pedbykcocTtaty 120 Mr (36 %), ki moTpeOyBanu Teparril HamagiB
ImoJarpu, MOPiBHIOBAJIMCS 3 MalliEHTaMK 000X TepaleBTUYHUX I'PYII, e 3aCTOCOBYBAJIU
dbebykrcocTaT 80 Mr (22 %) Ta amonypunos 300 mr (21 %). ITicns 8-TuxkKHEBOTO
mpo@dinakTUYHOrO IIepPioay YacToTa HalamiB 30ibInuIacs i 3 4acoM IIOCTYIIOBO
3Hm3unacs (64 % i 70 % nauieHTiB, SKi OTpUMYyBalu JIIKyBaHHS 3 IIPUBOAY HaNaliB
nopmarpu 3 8-52 TuxkH4). Hammagu momarpu MpoTATroM OCTaHHIX 4-X TUXKHIB
BumnpoOyBaHb (49-52 TuxKHi) criocTepiranucsa y 6-8 % namieHTiB (pedbykcocrtaTt 80 mr,
120 mr), iy 11 % nauienTiB (amonypuron 300 mr).

YacTka Mali€eHTiB, sKi moTpebyBanu JTiKyBaHHS 3aroCTPeHb noaarpu (HOCHiaKeHH
APEX i FACT), 6yya HUK40I0 B I'pyIlax, e cepeqHs: KOHIIEHTpallid Ce40BOI KUCIJIOTHU B
CUPOBATII micns JMiKyBaHHS 3MeHIITyBanacsa ao < 6,0 mr/on, < 5,0 mr/on abo < 4,0
MT/[0J1, B IOPiBHSHHI 3 rpynaMu, B SKUX CePeOHii piBeHb CE4Y0BOl KUCJIOTU CTaHOBUB =
6,0 Mr/mon B ocTaHHI 32 TuXKHI jiKyBaHHA (3 20-24 TuxXKHA 110 49-52 TUXKOEHD).

[Tig wac mocmigxkenHss CONFIRMS uacTKa malli€eHTiB, siki mnoTpeOyBasu TiKyBaHHS
Hanazis nomarpu (1 geHb KOoXHi 6 MmicaniB), ctaroBuna 31 % i 25 % y rpynax, gki
oTpuMYyBanu BinmoBigHo pebykcocTaT 80 Mr i anonypuHos. BigMiHHOCTEN ¥



CHiBBiIHOIIIEHHI IAIli€HTIB, siKi mOoTpeOyBasy JTiKyBaHHS Halla[iB ITogarpu, Mix
rpynamu, ski sactocoByBanu pedbykcoctaTt 80 Mr i 40 Mr, He Bim3Ha4asocCs.

Ilos2zocmpokosi po3wupeHi 8i0Kpumi 00CAi0HCEeHHA

Hocnigxkennuss EXCEL (C02-021): Hocnigxenusas EXCEL O0yno TpupiYHUM, BiIKPUTUM,
MYJIbTULIEHTPOBUM, PaHOOMI30BaHUM, PO3IINPEHUM, aJIONyPHUHOJI-KOHTPOJIbOBAHUM
OocItimkeHHsiM O0e3rneku ¢a3u 3, sKe MPOBOOUIIOCS OIS OIiHKKM O0e3MeKH 3a y4acCTIO
MalieHTiB, SIKi MPOUNIIN OCHOBHI mocnimxkenHs ¢a3u 3 (APEX a6o FACT). Bcroro B
mociimkeHHs: 0yso BkioueHo 1086 manienTis: ADEHYPIK® 80 mr 1 pa3 Ha mo0Oy
(n=649), AIEHYPIK® 120 mr 1 pa3 Ha ooy (n=292) ta anonypusron 300/100 mr 1
pa3 Ha noby (n=145). [TpubnusHo ansa 69 % mallieHTiB KOpeKIlis Teparril gjis
OOCATHEHHS OCTaTOYHOTO CTabisIbHOT O JIiKyBaHHS He Oysa noTpibHa. [TanienTu, piBHi
CHUPOBATKOBOI KOHIIEHTPAIlil CEY0BO1 KMCJIOTH Y SIKUX IIPU TPUPA30BOMY IOCIiHOBHOMY
BUMipIoBaHHi cTaHOBUIU > 6,0 Mr/my, OyJiM BUK/IIOYEHI 3 JOCTiIXKEHHS.

PiBHI cHpOBaTKOBOI KOHIIEHTPAIlil CEY0BO1 KMCJIOTH 3 IIJIMHOM 4Yacy He 3MiHUJINCS
(Hanpuknan, y 91 % i 93 % mnailieHTiB, SIKi crio4yaTKy 3aCTOCOByBanu ebyKcocTaT y
mo3ax BigmoBimHo 80 Mr i 120 Mr, piBHI cHpoOBaTKOBO1 KOHIIEHTPAIIlil CE40BO1 KUCJIOTHU
cTaHoBUnu < 6,0 mr/gn Ha 36-My Mics1ii).

3a JaHUMU TPUPIYHOTO CIIOCTEPEKEHHS Y MEHII HiX 4 % MallieHTiB, siki moTpebyBanu
JIIKyBaHHS HallafiB, BIOMi4eHO 3MeHIIIEeHHS 4aCTOTH HallafiB nmogarpu Ha 16-24 micsi
i 30-36 micsi (To6To 6inbin HixK v 96 % mallieHTiB HeoOXigHICTh y JIIKyBaHHI HalafgiB
BiICYyTHS).

Y 46 % i 38 % mallieHTiB, SKi OTpUMYyBaJii OCTaTOYHE CcTabijibHe TiKyBaHHS
dbebykcocTaToMm BinmoBimHo B 7o3i 80 abo 120 Mr 1 pa3 Ha moOy, criocTepiranocs
IIOBHE 3HMKHEHHS IIEPBUHHOTI0 NaJIbIIOBAHOT0 TOPYCY Bifl TOYATKy 4O OCTAaHHBOT O
BI3UTY.

Hocnigxennss FOCUS (TMX-01-005) 6yro nm'aTUPiYHUM, BiTKPUTHUM,
MYJIbTUIIEHTPOBHUM, PO3IINPEHUM OOCHIAXKEeHHAM Oe3neku (pas3u 2, 1110 TPOBOOUIIOCS
3a y4acTIO Ialli€HTiB, SKi 3aKiHUUIM 4-TUXKHEBUMN NIpuiiomM pebyKcocTaTy 3 HOABIMHUM
crninuM go3yBaHHSAM y BunpoOyBarnHi TMX-00-004. [MocmigkeHHs BKIo4dano 116
MalieHTiB, sIKi oTpuMyBanu cnodaTky ¢ebykcoctat 80 mr 1 pa3 Ha goly. 1 62 %
MaIi€eHTIiB OIS MiATPUMKH PiBHS CHPOBATKOBOl KOHIIEHTPAIlll CE90BOl KHUCJIOTU MEHIIIE
6,0 Mr/om Kopekirisi mo3u He Oyna noTpibHa, a 38 % malieHTiB moTpedyBaau KOPEeKITil
OO3M OJIsI JOCSTHEHHSI OCTaTOYHOl CTabiTbHOI KOHIIEHTpalIlil.

YacTKa Ialli€eHTiB 3 PiBHEM CHPOBAaTKOBOl KOHIIEHTpPAllil CE40BO1 KUCIOTU MeHIIe 6,0
Mr/on (357 MKMOJIB/I) Ha MOMEHT OCTAaHHBLOT'O Bi3uTy ctaHoBuia Oinbire 80 % (81-100
%) miist KOXKHOI 3 TPYII 3a m03010 pedyKcocTaTy.



Y dasi 3 kmiHiYHUX OOCIiAXKeHb y MallieHTiB, sIKi oTpuMyBanu pebyKcocTar,
CIIOCTepiraaucs He3HayHi 3MiHU Me4YiHKOBUX MOKa3HUKIB (5,0 %). HacToTa maHUX 3MiH
OyJa cxozKa 3 TaKoOIo IIPU 3aCTOCyBaHHi amonypuHoiny (4,2 %) (ouB. po3min
«OCcobOIUBOCTI 3aCTOCYBaHHS»). Y MOBrOCTPOKOBUX BiIKPUTHUX POIIMIUPEHUX
OOCITiIKeHHSX Y IMalli€eHTiB, sKi oTpuMyBanu ¢gebykcocTat (5,5 %) abo amonypuHOI
(5,8 %) mpoTsaArom TpMBaAJIOro 4acy, Bif3Hadanocs miasuileHHsa piBasa TTT (> 5,5
MKMO/Mi1) (muB. po3min «OcoOIUBOCTiI 3aCTOCYBAHHS»).

ITicasaspeecmpauitiHi 0o820cMpPOK08i OOCAIOHCEHHA

HocnigxenHss CARES sBnsizio co60:0 6araToleHTPoBe paHgoMi30BaHe IIOABIMHO CIIile
OOCITimKeHHS BiACYyTHOCTiI MeHIII0l e(eKTUBHOCTI, i Yac SKOTO0 IMOPiBHIOBAIIA
pe3ynbTaTU CepPLIEBO-CYAMHHUX 3aXBOPIOBaHb IIPU 3aCTOCyBaHHI (peOykcocTaTy Ta
aJIONyPHUHOIY Y IaIliEHTIB 3 II0Jarpo Ta OCHOBHUMU CEPLEBO-CYOIUHHUMU
3axXBOPIOBaHHSMHU B aHaMHe3i, BKJII0Ual04u iH(papKT MioKapaa, rocIiiTai3alliio 3
IMpUBOAYy HecTabinbHOI CTEeHOKaPii, mpolienypy KopoHapHoi abo 1iepedpaibHOl
peBacKyJigpu3allil, iHCy/lIbT, TOCHiTali3allilo 3 TPUBOAY TPAaH3UTOPHOI illleMiyHOo1
aTak¥, 3aXBOPIOBaHHS IepuepudHuX CyauH abo yKpoBUM OiabeT i3 03HaKaMu
MiKpoaHTiomnaTil Y1 MakpoaHriomnaril. [I719 gocsarHeHHs piBHA SUA MeHIe 6 MT/Oi1 0o3y
dbebykcocTaty TuTpyBanu 3 40 Mr mo 80 Mr (He3asiexkHO Bif GYHKIII HUPOK), a J0o3y
asIonypuHONIy TUTPyBaiu 3 KpokoM 100 mr 3 300 go 600 Mr a1 maijieHTiB i3
HOPMaJbHOIO (PYHKIII€I0 HUPOK Ta HUPKOBOIO HEJOCTATHICTIO JIETKOTO CTYIIEHS Ta 3
200 mo 400 Mr g malieHTiB i3 HUPKOBOK HEOOCTATHICTIO IOMIPHOTO CTyeHS
TSKKOCTI.

[TepBUHHOIO KiHIIEBOIO TOUKOI0 B mocaimxkeHnHi CARES 06yB 4ac nepioi nosisu MACE
(BaxkyuBi 1Mo6iYHi ceplieBO-CyOqUHHI sIBUIIA), CKJIa[i0BO1 HeJIeTaIbHOTO iHpapKTy
MiOKapma, HeJIeTaJIbHOT'O iHCYJIbTYy, CMEPTI Bifl CeplieBO-CYOUHHUX IaTOJIOTiN Ta
HecTabinbHOI CTeHOKAapil 3 HeBiAK/IagHOI0O KOPOHAPHOIO PEBACKYIsIpU3alli€lo.

KinneBi moka3HUKY (IepBUHHI Ta BTOPUHHI) aHa/Ii3yBau BiAIIOBIOHO [0 aHAi3y
HalineHHs Ha nikyBaHHs (ITT), BKIo4ao4u BCix Cy0'e€KTiB, siKi Oy paHOOMi30BaHi Ta
OoTpUMaJI¥ IpPUHaAWMHI OOHY 03y Ipenapary y XOAl HOABIMHOTO CIIIMOro JOCTiAXKEeHHS.

3aranoM 56,6% mnalieHTiB MPpUOUHUIIN ITPoOHe JIIKyBaHHS ImepeqyacHo, a 45%
MHalllEHTIB 3aBEPIIUIN He BCi BI3UTH OOCIIAXKEHHS.

3aranoM, 6190 mallieHTiB 3HAaXOOUJIKCH il CIIOCTEPEXKEHHAM NPOTATOM 32 MICSIIIB,
cepenHs TPUBaJIiCTh BILJIMBY CTaHOBUJIA 728 OHIB OJId MalliEHTIB rpynu ¢pebyKkcocTaTy
(n=3098) Ta 719 gHiB o4 nmalieHTiB rpynu ajgonypurony (n=3092).

ITepBuHHa KiHlleBa ToukKa MACE cnocTepiranacs 3 aHaJIOTiYHUMHU IOKa3HUKaAMU Y
rpymnax jnikyBaHHs ¢pebykcoctaToM Ta amonypuHosoM (10,8% nmpotu 10,4% maltieHTiB



BigmoBigHO; criBBigHOmEeHH pu3uky [HR] 1,03; gBocTopoHHiY nmoBTOPHUN 95%
moBipumui inTepsan [CI] 0,89-1,21).

ITpu anamnisi okpeMux KoMnoHeHTiB MACE yacToTa CMEPTHOCTI Bifi CEPLIEBO-CYOJUHHUX
raToJioTil OyJia BUILOIO y rpymi ¢pebykcocTaTy, Hixk anonypunony (4,3% npotu 3,2%
nanienTis; YCC 1,34; 95% 11 1,03-1,73). Yacrtora inmux noxii MACE 0Oyna cxoxa y
rpynax ¢pebyKcocTaTy Ta aJONypPHUHOJIY, TOOTO HeleTalbHOTOo iHQapKTy MioKapaa
(3,6% mpotu 3,8% namientis; YCC 0,93; 95% I 0,72-1,21), HeneTanbHOTIO iHCYIBTY
(2,3% npotu 2,3% narienTiB; YCC 1,01; 95% 1 0,73-1,41) Ta TepmMiHOBOI
peBacKyJsapu3allil uepe3 HecTabinbHy cTeHOoKapmito (1,6% mpoTtu 1,8% nanienTis; YCC
0,86; 95% 11 0,59-1,26).

YacToTa CMEPTHOCTI 3 yCiX IpUYMH TaKOoXK OyJia BULIO0 y rpymi ¢pebykcocTaTy, HixX
anonypunony (7,8% mpotu 6,4% narlieuTis; YCC 1,22; 95% 101 1,01-1,47), uto B
OCHOBHOMY OOyMOBJTIOBA/IOCST Oi/IbIII BUCOKHMM PiBHEM CMEPTHOCTI Bif ceplieBo-
CYOUHHUX IIAaTOJIOTiM y 1itt rpyni (quB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

Temnu npuMHATOI TOCIIiTasNi3allil 3 TPUBOAY CEPIeBOl HEAOCTATHOCTI, rocmiTamilatlii 3
IIPUBOMY apUTMil, III0 He MOB’A3aHa i3 illleMi€o, BeHO3HUMHU TPOMOOeMOOTiYHUMH
MomisiMu, i rocmiTanisaillii 3 IpuBOAY MepexXimHuX ileMivyHUX HanamiB Oymu
MMOPiBHAHHUMU AJis1 ¢peOyKCcoCcTaTy Ta aJlOnypUHOILY.

CuHOpom ni3ucy nyxauHu (CJIII)

EdekTuBHicTh Ta 6e3neka 3acTtocyBanHsa AIIEHYPIKY® nnsa npodilakTuKY i
nikyBaHH4 npu CJIIT onintoBanu B gocaigxkeHHi FLORENCE (FLO-01). AIEHYPIK®
IIPOAEMOHCTPYBaB HauWKpally i 6iyIbII IIBUAKY Aif0 BITHOCHO 3HUXKEHHS PiBHS ypaTiB y
TIOPiBHSHHI 3 aJIONyPUHOJIOM.

FLORENCE sBnsisio co6oio pangomizoBane (1:1), moaBifiHe ciime, omopHe
pochigxkeHHs ¢a3m I1I, mpoBenene amnsa mopiBHIHHES AIIEHYPIKY® B go3yBanni 120
MT" OOUH pa3 Ha mo0y i anonypuHony B go3yBaHHi 200-600 Mr Ha moOy (cepenHs
mo0OoBa mo3a aJIonypuHony [+ craHmapTHe BimxuneHHs]: 349,7 = 112,90 mMr) B ymMoBax
KOHTPOJIIO KOHIIEHTpallil Ce40BOl KMCJIOTH B CUpoBaTii. BubOpaHi nmaiieHTy NOBUHHI
Oynu OyTu KaHOUOaTaMu [OJIs JIiKyBaHHS aJONyPUHOJIOM ab0 He MaTHU OOCTYIIY IO
pacoypukas3u. [TepBUHHI KiHIIEBI TOUKH SIBJISIIIM COOOI0 MJIOIIY ITifil KPUBOIO
KOHIIeHTpallil ce4yoBol KuciaoTu B cupoBatii (AUC sUA1-8) i 3mMiHy piBHSI KpeaTUHIHY B
cupoBartiii (sC), 3 mepIiIoro 1o BOCbMUM IeHb KOXKHA.

o pocrmimkeHHs 0ysi0 BK/IIOUeHO 346 mallieHTiB 3 reMaToJIOTiYHUMHU 3JI0IKICHUMU
HOBOYTBOPEHHSIMHU, K1 OTpUMYyBaJIM XiMioTepamnito i Maiu cepenHii/BUCOKUY CTYIIiHb
pu3uky po3Butky CJIIT. Cepenne 3HaueHHsas AUC sUA1-8 (Mr X u/mm) OyJio 3HaYHO
Huxk4yuM npu npuiomi AIIEHYPIKY® (514,0 = 225,71 y nopiBHsiHHI 3 708,0 =



234,42; cepenHe HaMEHIIINX KBaApaTiB Ois pidHuLi: -196,794 [95 % mosipyoro
iHTepBany: -238,600; -154,988]; p < .0001). Kpim Toro, cepenHiii CHpOBaTKOBUU
piBeHb ce4oBOl KUCIOTU OYB 3HAYHO HUXKYNM ITpu 3acTocyBaHHi AIIEHYPIKY®,
IMOYMHAIOUH 3 Iepiux 24 TOAuH JTiKyBaHHS i B OyOb-IKUM HAaCTYITHUM MOMEHT 4dacy.
CTaTUCTUYHO 3HAQUYUMUX BiAMIHHOCTEU 3a CepenHiM BMICTOM CUPOBATKOBOTO
KpeaTuHiHy (%) Mmizk AIIEHYPIKOM® i anonypunosioMm He 6ymo (-0,83 + 26,98
IIOPiBHAHO 3 -4,92 + 16,70 BiAIOBIZHO; CepelHE HAUMEHIIINX KBaapaTiB OJIs Pi3HULIL:
4,0970 [95 % pmoBipuoro iHTepBany: -0,6467; 8,8406]; p=0,0903). 3 ypaxyBaHHAM
BTOPHUHHUX KiHII€BUX TOYOK, CTaTUCTAUYHO 3HAaYMMUX BiIMiHHOCTEH 3a 4aCTOTOIO
pO3BUTKY nmabopaTopHo minTBepaxkeHoro CJIIT ue 6yno (8,1 % i 9,2 % gnsa
ANEHYPIKY® i anmonypuHOIy BifnoBinHO; BifHOCHUY pu3uk: 0,875 [95 % mosipuoro
iHTepBany: 0,4408; 1,7369]; p=0,8488) i KiHiKM CUHOPOMY pPO3MNaay IIyXJIUHU He 0YyJI0
(1,7% 11,2 % ona ADOEHYPIKY ® i anonypuHOIY BiOIloOBigHO; BimHOCHUY pu3uk: 0,994
[95 % poBipuoro iHTepBany: 0,9691; 1,0199]; p=1,0000). YacToTa BCix 03HaK i
CUMIITOMIB, 1110 BUHUKIIH ITiJl Yac JIIKyBaHHS, a TaAKOXK MOOIYHUX peakliiii, CTaHOBUJIA
67,6 % mopiBHAHO 3 64,7 % i 6,4 % mopiBHSAHO 3 6,4 % Ona AIEHYPIKY® i
anonypuHoiny BignmosigHo. Y gocnimkeHHi FLORENCE ADEHYPIK® nmpogeMOHCTPyBaB
HaWKpamry i 6iybII IMBUAKY Oit0 OO0 3HUKEHHS PiBHSA C€YO0BOI KMCJIOTU B CUPOBATII
MMOPiBHSHO 3 anonypuHosoM. [laHi mono nmopiBussHHS AIJEHYPIKY ® i pacOypukas3u Ha
naHuy 4yac BimcyTHi. EpekTuBHICTL Ta Oe3neka ¢pebykcocTaTy He OyJiM BCTaHOBIIEHI
U1 manieHTiB 3 rocTpuM TaxXKuM CJIII, Hanpukiag Dami€eHTis, Y AKUX 1HIN BUAU
Teparil a5 3HUKEHHS ypaTiB He Oil0oTh.

dapMaKkoKiHEeTHKA

Y 3p0poBuUX MOOPOBOIBIIIB MaKCUMaIbHa KOHIIEHTpallis y maa3mi (Cmax) Ta miolia ITif
KpuBoio (AUC) 36inbiryBanucs IIPOIIOPITiNHO A03i Micasi 0HOPa30BOTo Ta
GaraTopal3oBOro 3acTocyBaHHS ¢pebyKkcoctaTty y go3ax Big 10 mr gmo 120 mr. I[Ipu mo3ax
Bim 120 mr go 300 mr 36inbiiernHss AUC 6yo OinbIiuM, HizK IIpomopiiiHo mo3i. ITpu
3acTtocyBaHHi 103 10-240 Mr KoxHi 24 ronuHMU HaKou4YeHHs ¢peOyKcocTaTy He
BimMmiuarmnocs. IlepenbauyBaHulM cepenHiil TepMiHaIbHUM IIePion HAIliBBUBEIEHHS
(t1/2) pebykcocTaTy cTaHOBUB IMPUOIN3HO 5-8 roguH. ByB mpoBegeHUM NONYISIIiNHUN
aHasi3 apMakKoKiHeTUKH/(papMaKOOMHAMIKU 3a JaHUMH, OTPUMaHUMU 3a y4dacTio 211
IIallieHTIiB 3 rinepypukeMiero 1 mogarpoto, sgKi 3actocoByBanu AIIEHYPIK® B mo3ax
40-240 mr 1 pa3 Ha po0y. B 1imomy oTpuMaHi 3HaueHHS papMaKOKiHETUYHUX
IapaMeTpiB BiATIOBigalOTh TaKUM Y 3MOPOBUX NOOPOBOJIBIIB, 5IKi, OTKE, € XOPOILIOIO
MOJEJUTIO OIS OLIHKY (papMaKOKiHeTHKH/(papMaKOOWHaAMIKU IIpenapaTy y Malli€HTiB 3
IOZarporo.

BcmokmyesaHHA. PebyKcocTaT IIBUAKO (tmax (4ac JOCATHEHHS MaKCHUMallbHOI

KoHIuleHTpaiiil) 1,0-1,5 rogunu) i mobpe (npuHaiMHi 84 %) BCcMOKTyeThCA. [Ipu



OOHOpPa30BOMY Ta OaraTopa3oBOMY 3aCTOCYBaHHi ¢peOyKcocTaTy IepopaabHO 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/min. AGconoTHY 6iogoCcTyInHICTL TabmeTok ¢pebyKcocTaTy He aHali3yBalu.
[Tpu 6araTopa3oBoMy 3acTocyBaHHi y go3i 80 mr 1 pa3 Ha goOy abo npu
OOHOPa30BOMY 3aCTOCyBaHHIi y 7o3i 120 Mr y moegHaHHi 3 )KUPHOIO 12keto Cmax
3MeHInyBasnacs Ha 49 % ta 38 %, a AUC - Ha 18 % Tta 16 % BignoBigHo. OOgHaK 1ie He
CYIIPOBOKYBAJIOCS KJIIHIYHO 3HAYyIIUMU 3MiHaMU CTyIIeHS 3MEHIIeHHS PiBHSA
CeYoBOl KMCJIIOTHU Y CUPOBATIIL KPOBi (Ipu 6araTropa3oBOMY 3aCTOCyBaHHi y go3i 80 mr).
TakuMm unHoM AITEHYPIK® MozKHa 3aCTOCOBYBaTH He3aJIeXKHO Bifl BXKMBaHHS 1XKi.

Po3noodia. TlepenbauyBanuii 00’eM po3nofainy y piBHoBaxkHoMYy cTaHi (Vss/F) mns
(ebykcocTaTy 3MiHIOETHCS Bifm 29 mo 75 71 micis mepopalbHOr0 3aCTOCYBaHHS y [03i
10-300 mr. Ctymninb 3B’s13yBaHHs peOyKcocTaTy 3 OiTKkaMu Ij1a3Mu KPOBi (TOJTOBHUM
YUHOM 3 albOyMiHOM) cTaHOBUTH 99,2 % i He 3MiHIOETHCS IIpHU IigBUINIEeHHI mo3u 3 80
Mr o 120 mr. [ akTUBHUX MeTaboIiTiB pebyKkcocTaTy CTyHiHb 3B sI3yBaHHS 3
OiIKaMu IIJTa3MHU KPOBi KonmuBa€eThes Big 82 mo 91 %.

Memab6oaizm. PebyKcocTaT aKTUBHO MeTab0Mi3yeThCS IIJITXOM KOH IOTallil 3a y4acTo
ypuguHoudochaTrimokypoHinTpanchepasu (YO P-rmoKypoHinTpaHcdepasu) Ta
OKMCHEHHS 3a y4dacTio (pepMeHTiB cuctemu muroxpomy P 450 (CYP). Ycworo

imenTudikoBaHo 4 ¢papMaKOJIOTiYHO aKTUBHUX IOAPOKCUIILHUX MeTaboIiTh
debykcocTaTy; 3 3 HUX OyJIM BUSBJIEH] Yy m1a3Mi moguHu. [ocimigxkeHHs in vitro Ha
MiKpocoMax Ie4YiHKM TIOOWHY 3aCBiIYMIId, M0 11i OKMCHEHi MeTab0JIiTh yTBOPIOIOTHCS
nepeBaxHo mmig giero CYP1A1l, CYP1A2, CYP2C8 a6o CYP2C9, Tomi sk ¢pebykcocTaTy
TIIOKYPOHI YTBOPIOETHCS T'OJIOBHUM YMHOM mIif mieto Y O-rmoKypoHinTpanchepa3u
1A1, 1A8 ta 1A9.

BusedeHHs. PebyKkcocTaT BUBOOUTHLCS 3 OPTaHi3My uepes MediHKy Ta HupKamu. Ilicis

rmepopanabHOro 3acrtocyBanHs 14C-pebykcocTtaty y go3i 80 mr nmpubnusuo 49 %
BHBOOUJIOCS i3 cedyelo y BUTIsAAI He3MiHeHOTo pebykcocTaTty (3 %), alunriIioKypoHiay
mirouol pedoBuHU (30 %), BimoMuX OKHMCHEHUX MeTaboIiTiB Ta X KoH'toraTiB (13 %) Ta
iHImmMx HeBigoMux MeTabostiTiB (3 %). KpiMm HUPKOBOI eKckpeliii, mpubnausxo 45 % mo3u
BHUBOOUJIOCS 3 KAJIOM Y BUTISALI He3MiHeHoro pebykcocTtaTy (12 %), allunritoKypoHiay
mirouoi peuyoBuHHU (1 %), BigoMHUX OKMCHEHUX MeTaboJIiTiB Ta X KOH'1oraTiB (25 %) Ta
iHIMMX HeBimoMux MeTadoiTiB (7 %).

Hupkosa HeOdocmamHicmb.

[Tpu 6araTopa3zoBomy 3actocyBaHHiI ATIEHYPIKY® y mosi 80 Mr He OyJsio BimMiueHO
3min Cmax (pebyKcocTaTy y IMalliEHTiB 3 JIETKOI0, IIOMipHOI0 ab0 TAXKKOI0 HUPKOBOIO
HeJOCTaTHICTIO TTOPiBHSHO 3 MalliEHTaMU 3 HOPMaJIbHOIO (QYHKITI€I0 HUPOK. CepenHs
3aranbHa AUC ¢pebykcocTtaTy 306inburyBasnacs npubau3no y 1,8 pasza: Big 7,5 MKTr X

rogvHa/MII y Mali€HTIB 3 HOPMaJbHOIO (PYyHKIIi€I0 HUPOK [0 13,2 MKr X roguHa/MiI y



Mali€eHTiB 3 TAXKKOI0 HUPKOBOIO HemocTaTHicTI0O. Cmax Ta AUC akTUBHUX MeTabOoIiTiB
nipgsuinyBanucsa y 2 i 4 pasu BinnoBigHo. [IpoTe nanieETaM 3 HUPKOBOIO
HEeIOOCTaTHICTIO JIETKOro ab0 ITOMipHOTO CTYIIEHS KOPEKIIisl MO3U JIiKapChKOT0 3aCco0y
He IOoTpPiOHa.

IleyiHkosa HedocmamHicmew.

[Tpu 6araTopa3oBoMy 3actocyBaHHI AIITEHYPIKY® y nosi 80 mr He Oyso BigMiueHO
cyrTteBux 3MiH Cmax Ta AUC ¢ebykcocTaTy Ta Moro MeTaboJIiTiB y IaIliEHTIB 3 JIETKOIO
(knmac A 3a mkanor Yainga-I1'10) Ta momipHoto (knac B 3a mkanorwo Yannma-I1'10)
MMEeYiHKOBOIO HEJOCTaTHICTIO ITOPIBHAHO 3 IalliEHTaMM 3 HOPMaJIbHOIO (PYyHKIIIEIO
nediHku. [JocnimKeHHs JIIKapChbKOT0 3aco0y y IMalliEHTiB 3 TAXKKOI0 ITeYiHKOBOIO
HepgocTaTHICTIO (Kimac C 3a mKkanow Yaumnga-I1':0) He TPOBOOUIIOCS.

Bik.

[Tpu GaraTopa3zoBoMy nepopanbHoMy 3acTocyBaHHi AIITEHYPIKY® He 6yno BimMiueHO
cyrTteBux 3MiH AUC ¢pebykcocTaTy Ta Moro MeTaboJIiTiB y Halli€eHTiB JIITHHOTO BiKy
MIOPiBHSHO 3 MOJIOOUMHU 300POBUMU OOOPOBOJILLISIMU.

Cmampo.

[Tpu GaraTopa3oBoMy IepopanbHoMy 3acTocyBaHHi AIITEHYPIKY® Cmax Ta AUC
dbebykcocTaTy y XkKiHOK Oynu Ha 24 % Ta 12 % BUIMMMU BiONOBiOHO, HiXK y Y0JIOBiKiB.
Opgnak Cmax ta AUC, ckopuroBati 3a Macoio Tiia, 6y cXoxi s 000X IpyI, TOMY
3MiHa mo3u pebyKcocTaTy 3ajie’kKHO Bifl cTaTi He IMOTPibHAa.

IToxa3aHHSA

JIikyBaHHS XPOHIUHOI TinepypuKeMil IpU 3aXBOPIOBAHHSX, 110 CyIIPOBOAXKYIOTHCS
BigK/lamaHHSIM KPUCTAaJIiB ypaTiB, y TOMY YHMCJIi TpU HasiBHOCTI TodyciB Ta/abo
IOgarpuy4yHoOro apTPUTY B JaHUU YaC YM B aHaMHe3l.

IIporunnoka3aHHs

linmepuyyTnuBiCTh MO aKTUBHOI pe4yoBUHU a00 0 OyOb-1KOI iHIII0I JOTTOMizKHOI
PEeYoBUHM IIpenapary, 3a3HadeHol y po3fini «Cknag».

B3aeMoqisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHM B3a€EMOIiN

MepkanmonypuH/a3zamionpuH.

BigmoBimHO mo MexaHi3My cBOE€I il pebykcocTaT IPUTrHiYye KCAaHTUHOKCUAA3Yy, TOMY
CYIYTHE 3aCTOCYBaHHS HEe PEKOMEHOYEThCA. [IpUrHidYeHHSI KCAaHTUHOKCHUa3u MOXKe



MMPU3BOOUTH [0 MiIBUINIEHHS KOHIIEHTpPAIlil 000X IMperapariB y Mja3Mi, 10 Moxke
BUKJIMKATU TOKCUYHY peakilito. [JocmigxkeHHs B3aeMopil ¢edykcocTaTy 3
nmpemnapaTtamMu (KpiM Teodininy), m1o MeTaboJ1i3yi0oThCd KCAHTUHOKCHUAA3010, He
MIPOBOOUJIMCS 3a y4acCTIO TI0Oeu.

Mogemnoouyuy Ta iMiTallilHUY aHali3 JaHUX OJOKJIIHIYHOIO JOCIIAXKEeHHS Ha ILIypax
BKa3ye Ha Te, III0 Y Pa3i ogHOYaCcHOTo BBefeHHs pebyKkcocTaTy mo3u
MepKaITONypuHy/a3aTionpuny ciig sMeHmuTHa 1o 20% abo MeHIle Bif paHiie
IMpu3HavyeHol o3u (auB. po3minn «OcobIMBOCTI 3aCTOCYBaHHS»).

IocnimkeHHs B3aemopii peOyKcocTaTy IIif Yac iHIOI HUTOTOKCHUYHOI XiMioTeparril He
MIPOBOOUIIKCS. Y XOMOi OIIOPHOTO OochigxkeHHs natlientam i3 CJIIT 3 gekinbkoMa
pexxuMaMm XiMioTeparril mpu3HadaBcsa ¢pebykcoctaTt y go3i 120 Mr, BKIo4Yandu
MOHOKJIOHa/IbHI aHTUTiNIa. OgHAaK ITiJ Yac UbOT0 JOCTiAXKEeHHS B3a€EMOZI] JTiIKapChKUU
IpelnapaT-JIikapCbKUU IIpernapar 1 JIikapChbKUU IIpeliapaT-3aXBOPIOBAHHSA He
OoCIimKyBanucs. ToMy MOXKJIMBICTb B3aEMOil 3 OyIb-IKUMU IIMTOTOKCUYHUMU
IIperapaTaMu, 110 CyYMICHO IIPU3HAYalOThCS, BUKIIOYaTH He MOXKHA.

PosuezaimasoH/cybcmpamu CYP2C8

debykcocTat € cimabkuM iHriditopom CYP2CS8 in vitro. B xoxmi mocnigxeHHs y
3MOPOBUX NOOPOBOJIBIIIB ITapajiebHe 3acTocyBaHHsa 120 Mr ¢pebykcoctaTy 1 pa3 Ha
no0y Ta OMHOPa30BOl IepOopPabHO IPUNHSATOL 403U PO3UTJIITa30HYy 4 MTI' He BILJIUBAJIO
Ha ¢hapMaKOKiHETHUKY PO3UTIIiTa30HY i 1oro MeTtabomiTy N-0e3MeTUIpo3uriiTa3ony,
III0 IEMOHCTPYE, 110 ¢hebykcocTaT He npurHiuye ¢pepmernt CYP2C8 in vivo. Takum
YMHOM, OJHO4YaCHe BBeIeHHS ¢peOyKcocTaTy i po3uriita3ony abo iHIIuX cyoCcTpaTiB
CYP2C8 He BUMarae KOpekKIiil Jo3u OJis LIUX ITperaparis.

TeoginiH.

[TpoBeneHo OociigXKeHHs B3aeMOil pebyKcocTaTy 3a y4acTIO 3MOPOBUX MOOPOBOJIBLIIIB
OJIs1 OILIIHKY BIIJIMBY IIPUTHIYEHHS KCAHTUHOKCHOA31 Ha 30ibIlIeHHS PiBHSA TeoistiHny B
LIMPKYII0I04ilil KPOBi, III0 cIIocTepiranocs 3 iHIIMMHU iHTiOiTOpaMy KCAHTUHOKCHUAA3U.
PesynpTaTé gocaigXKeHHs IMOKa3asiy, 1110 IPU OOJHOYaCHOMY 3aCTOCYBaHHI
dbebykcocTaTy y mo3i 80 Mr ta Teodininy y mo3i 400 Mr He OyI0 XKOITHUX
dbapmMaKOKiHETUYHUX B3a€EMOZiM ab0 BIIIUBY Ha Oe3meky Teodininy. TakuM 4uHOM,
debykcocTaT y mo3i 80 Mr MoxKHa 3aCTOCOBYBAaTH OOHOYACHO i3 TeodinmiHom 6e3
0COONTMBUX 3acTepexkeHb. [laHuX mono go3u ¢pedykcocraty 120 Mr HeMaeE.

HanpokceH ma iHwi iH2i6imopu 210KypoHi3auii.

MeTabomni3am pebykcocTaTy 3aleKuTh Bil aKkTUBHOCTI ¢pepMeHTy Y [1D-
TIIOKYpOHinTpanchepasu. JIikapchKi 3acobu, 1110 MPUTHIUYIOTH IIPOIIEC
TIIOKYypoHi3arlrii, Hanpukinan HITI33 Ta mpobeHenu, TEOPETUYHO MOXKYThb BIIZIMBATH Ha



BUBeJeHHS pebyKcocTaTy. Y 300poBUX HOOPOBOJIBIIIB IIPU OJHOYAaCHOMY 3aCTOCYBaHHI
dbebykcocTaTy Ta HammpokceHy mo 250 Mr 2 pa3u Ha mo0y cnocTepirasocs IMOCUIeHHS
nii pedbykcocTaTty (Cmax (MakcuManbHa KOHIIEHTpallisl) CTaHOBUTH 28 %, AUC (momia
oig KpuBoio) - 41 %, t1/2 (nepiom HamiBBUBeOeHHSs) - 26 %). YV xomdi KITiHIYHUX
OOCITiIKeHb 3aCTOCYBaHHS HalmpoKceHy Ta iHmwmx HII33/ inriditopis LIOT-2 He
CYIIPOBOMAKYBAJIOCS KITIHIYHO 3HAYYIIUM 30ibIIeHHAM ITOOIYHUX peakKIliii.

debOyKcocTaT MOXKHa OOHOYACHO 3aCTOCOBYBATH 3 HAalIPOKCEHOM 0e3 3MiHM IX [J03MU.
IHOyKkmopu 2at0KypoHi3auil.

[TotyxkHi iHOyKTOpH pepMeHTy Y D-IMIOKypOHiATPaHCchepa3um MOXKYTh IOCUIIIOBaTH
MeTaboI1i3M Ta 3MeHIIyBaTu ePeKTUBHICTL pebyKcocTaTy. Y mallieHTiB, SKi
3aCTOCOBYIOTH IOTYKHi iHOYKTOPH TJIIOKYPOHi3allil, peKOMEHOYETHCS KOHTPOJIIOBATU
piBEHBb CEYOBO1 KHMCJIOTHU y IJ1a3Mi 4yepe3 1-2 TukKHiI ogHO4YaCcHOl Tepamii. [1Ipu BigMiHi
iHOYKTOpa I'JIIOKYPOHi3allil MOXKINBe MigBUINIeHHS PiBHSA GeOyKcocTaTy y I1a3Mi.

KoaxiuyuH/iHdomemauuH/2i0poxaopomia3ud/sappapuH.

debykcocTaT MOXKHA OOHOYACHO 3aCTOCOBYBATHU 3 KOJXIIIMHOM ab0 iHOOMeTalluHOM
0e3 3MiHU 103U Ipenaparis.

Takoxk He MOTPiIOHO 3MiHIOBATH 03y (PebyKCcoCcTaTy MPU OOHOYACHOMY 3aCTOCYyBaHHi 3
rigpoxJyiopoTia3ugoM.

OnmHouyacHe 3acTocyBaHHs pebyKcocTaTy 3 Bap¢papruHOM He BUMAra€ 3MiHU 03U
OCTAHHBOTO0. 3aCTOCYBaHHSA Y 3[IOPOBUX NOOPOBOLIIB pedykcocTaTy (80 Mr a6o 120
MT OOUH pa3 Ha mo0y) 3 Bap¢dapuHOM He BIIJIMBa€ Ha (hpapMaKOKiHETHUKY OCTaHHBOTO.
OnmHOYacHe 3acTOCyBaHHS 3 peOyKcocTaTOM TaKoXK He BouBaio Ha MHO Ta
aKTUBHICTH pakTopa VII.

Ie3unpamiv/cybcmpamu CYP2D6.

3a maHMMHU, OTPUMAHUMHU in vitro, ¢pebykcocTtarT € cinabkum iuridiropom CYP2D6. ¥
XO[Ii MOCIiAXKEeHb 3a YYacTIO 3TOPOBUX MOOPOBOJIBLIIB, AIKi oTpuMyBanu 120 Mr
AIDEHYPIKY® 1 pa3 Ha o0y, crioctepiranocs 30insinenuss AUC ge3umnpaminy
(cyoctpaTt CYP2D6) Ha 22 %, 1110 CBigUYUTh OPO C/1abKy MPUTHidyBaJbHY [il0
dbebykcocTaTy Ha depmeHT CYP2D6 in vivo.

TakuM 4MHOM, IIPU OJJHOYACHOMY 3aCTOCyBaHHi ¢pebykcocTaTy Ta cyoctpaTiB CYP2D6
HeMa€ HeoOXimHOCTi 3MiHIOBATH iX JO3U.

AHmauuodHi 3acobu.



[Tpu ogpHOYacCHOMY 3aCTOCYBaHHI 3 aHTalUAaMu, 1110 MICTATH MarHil0 TigpoKcup Ta
aJIIoMiHiIO TimpoOKCHUfA, BimMidaeThCS 3aTPUMKa BCMOKTYBaHHS ¢hebyKcocTaTy
(mpu6nu3Ho Ha 1 roguHy) Ta 3MeHIneHHs Cmax Ha 32 %, ogHak AUC ¢ebykcocTaTty
CYTTEBO He 3MIiHIOETHCS, TOMY (peOyKcocTaT MOKHA 3aCTOCOBYBATHU i3 aHTAllUAHUMU
3acobamu.

Oc00/1MBOCTi 3aCTOCYyBaHHS

Cepueso-cyOuHHI 3aX80PHOBAHHA.

JIiIKyBaHHS XPOHIYHOI rinepypuKeMil

[TamierTaM i3 monepenHbO HASBHUMU OCHOBHUMU CEPLIEBO-CYOUHHUMU
3aXBOPIOBaHHAMU (HAIlpUKiaf iHGapKToOM Miokappaa, iHCysbToM abo HecTabinbHOIO
CTEeHOKAPMII€I0) CIil YHUKATH JIiKyBaHHS ()eOyKCOCTAaTOM, 3a BUKJTIOUEHHSIM BUITAIKIB,
KOJIM HeMAa€ iHMIUX HaJle’KHUX BapiaHTIB Teparril.

Y pnocnipxxenuax APEX ta FACT y 3aranbHill rpyni ¢pebykcocTaTy HOPiBHSAHO 3 IPYIIOI0
aJIONyPUHOIY MOBIAOMIISAIOCS PO 30ibIlIeHHS KiTbKOCTI mOopyllleHb 3 O0KY CepiieBo-
cynunHOl cucteMu (Anti-Platelet Trialists’ Collaboration (APTC)) (Bu3HaueHHS
KiHIIeBUX TOYOK Yy T'PYIIi CyMicHOTO aHanidy antTutpoMOouuTapHoi teparmii (APTC), y T.
4. 3 JIeTaJIbHUM HaCJIiAKOM Y 3B’SI3Ky 3 CEepLeBO-CyANHHUM 3aXBOPIOBAHHAM, iHPapKTy
Miokappaa 6e3 jmeTanbHOT0 HACIIOKY, iHCYyIbTy 0€e3 neTajibHOTO Haciiaky) (1,3
nopiBHAHO i3 0,3 BunagkiB Ha 100 mailieHTO-poOKiB), Ha BiIMiHY Bifl HOCHiAKEeHHS
CONFIRMS (puB. po3nin «®apMakoguHaMikKa» AJis OeTaJlbHOTO OMUCY OOCIIIAXKEHHS).
YacTtoTa nopylieHb 3 60Ky cepiieBo-cyaguHHOl cucteMu (APTC), ripo ski
noBigomrssiocss y KomO6iHOBaHUX mocimimxkeHHSX ¢a3u 3 (gocnimxkenusa APEX, FACT Ta
CONFIRMS), cranoBumna 0,7 mopiBHsHO i3 0,6 BunaakiB Ha 100 maiieHTO-poOKiB. B
paMKax JOBrOCTPOKOBUX HIMPOKOMACIITaOHUX OOCIiOXKEeHb YaCTOTa CEPIIEBO-
CYOVWHHUX IIOPVILEHbD, IIPO AKi ITOBigoMIIsAocs, cTaHoBuia 1,2 ta 0,6 Bunagkis Ha 100
MallieHTO-pPOKiB g pebyKcocTaTy Ta aJloNypPUHOIY BifmoBigHO. BigMiHHOCTI He Oynu
CTATUCTUYHO JOCTOBIpPHIi, IPUYUHHO-HACIIIAKOBUY 3B’SI30K MiXK BKa3aHUMU
MMOPYIIEHHSIMHU Ta 3aCTOCYBaHHAM ¢debykcocTtaTy OyB BigcyTHil. PakTOpaMu
imeHTH(IKOBAHOTO PU3UKY y TaKUX IAIliEHTIB Oyu BUSBJIEHI 3aXBOPIOBAHHS, II10
BUHUKJIM B Pe3Y/IbTaTi aTepPoCKiiepo3y Ta/abo iHpapkTy Miokapaa abo 3acTifiHol
CeplieBOl HeJOCTAaTHOCTi, B aHaMHe3i.

Y nicnsapeectpauninaoMmy gociinxkeHHi CARES (geTtanbHy XapaKTEpPUCTUKY
OOCITim»XeHHs OuB. V po3maini «®apMmakoguHaMika») yacToTa siBuill MACE 6yra cxoxka
y rpynax ¢pedbykcocrtaty Ta anonypunony (HR 1,03; 95% I 0,89-1,21), ane
CIIOCTEPIraBCs BUIIMM PiBEHb YaCTOTH CMEPTEN Bill CEPLIEBO-CYAUHHUX 3aXBOPIOBaHb
(4,3% npotu 3,2% nanienTis; YCC 1,34; 95% I 1,03-1,73).



ITpoginakmuka i AiKy8aHHA 2inepypukeMil y nauieHmis i3 pudukom po3sumky CJITT

[MTamienTH, sKi miggalThCS XiMioTeparil 3 IPUBOAY I'eMaTOJIOTiYHUX 3JI0SIKICHUX
HOBOYTBOPEHD 3 TOMipHUM ab0 BuCOKUM pu3ukoM CJIII Ta 3aCTOCOBYIOTh
AJIEHYPIK®, ripu HasgsBHOCTI KJ/IIHIYHUX ITOKa3aHb 3HAXOOATHCA IIi HaArJIsAO0M
KappioJsora.

Anepeisi/einepuymausicms Ha AiKapcovki 3acobu.

Y Merkax MOCTMapKEeTHUHIOBOT'0O Harnsaay OyJiu pifKicHi MoBigOMIIEHHS ITIPO CEPHO3Hi
aJieprivyHi peakiiil/peakiiil Tirep4YyTINBOCTi, Y TOMY YHCJIi 3aTPO3IUBOTO OJIS XKUTTH
cuHapomy CTiBeHca-[[?)KOHCOHa, TOKCUYHOTO eIlilepMaJIbHOI'0 HEKPOJIi3y Ta TOCTPUX
aHa(dinaKTUYHUX peakIlii/IIoKy. Y OiJIbIIOCTi BUIIAOKIB TaKi peakilil CliocTepiramucs
IIPOTATOM IIEePHIOr0 MiCSISl 3aCTOCyBaHHS pebdyKcocTaTy. Y KiIbKOX, ajie He y BCix
MallieHTIB CIIOCTepiraaucs MOpyIIeHHs HUPKOBOI QYHKIII Ta/ab0 rinepyyTauBiCTh OO
aJIONyPUHOJIy B aHaMHe3i. TSKKi peakilil rinep4yTIUBOCTi, y TOMY YHKCJIi peakxiiil, 1o
CYIIPOBOIXKYIOThCA e03nuHO(pinieto i cuctemuuMmu cumnrtoMamu (DRESS-cuagpom), B
OesIKUX BUITaOKax Oynau MoB'si3aHi 3 TIMXOMaHKO0, TeMaTOJIOTiYHOI0, HUPKOBOIO abo
IIe4YiHKOBOIO HEJOCTATHICTIO.

[TamieHTV TOBUHHI OyTH ITPOiHGOPMOBaHi ITPO 0O3HAKHU Ta CUMIITOMU
rinepyyTAMBOCTI/aneprii, a TaKOXK 3a HUMU CJIi[] CIIOCTepiraTu MI0O0 PO3BUTKY TaKUX
peaxiiu. [Ipu mosiBi CEprO3HUX alepPrivHuX peakilivi/peakiii rinepyyTianuBOCTi,
cunnpomy CriBeHca-JI[2KOHCOHa B TOMY YHCIIi, 3aCTOCyBaHHS (pebykcocTaTy Tpeba
Hera’HoO IPUNUHUTH, OCKIJIbKM PaHHE NPUIIVHEHHS 3aCTOCYBAHHSA IOKPAIIY€E IPOTHO3.
Ax1mo y nariedTa po3BUHYJIACS ajleprivyHa peakliis/peakiiisa rinepyyTiuBoCTi, y TOMY
yucii cuaapoM CTiBeHca-[I?KOHCOHA, Ta TOCTPi aHadiTaKTUYHI peakilil/IlloK, TO
TIOBTOPHE ITpU3HadYeHHs ¢heOyKCcocTaTy IIPOTUIIOKAa3aHOo.

3azocmpeHHs (Hanad) nodazpu.

JIikyBaHHS ¢eOyKCcoCTaTOM CJIif pO3MMOYHMHATH TiJIbKM Yy IIE€Piof ITicysi 3arOCTPEeHHS
xBopoOu. PebykcocTaT MOxKe CIIPOBOKYBaTH Hamaj IIoOarpy Ha Mo4aTKy JIiKyBaHHS 3a
paxyHOK 3MiHM PiBHS Ce4YO0BOI KMCJIOTH y CUPOBATIIi Yepe3 BUXi ypaTiB i3 memo. Ha
MMoYaTKYy JiKyBaHHS (peOyKCcoCcTaTOM PEKOMEHOYETHCS IIPU3HAUYUTU HECTEPOIdHI
mpoTu3ananbHi 3acobu (HII33) abo KONXillnH Ha TepMiH He MeHIIe 6 MicsIiB mis
npodiTakKTUKX HamafgiB IIOgarpHu.

[Tpu pO3BUTKY HamaAy nmomarpu Ha TIIi 3acTocyBaHHS ¢hebOyKcoCcTaTy JIiKyBaHHS
NpomoBXKYy0OTh. OQHOYACHO IIPOBOAATH BiAIIOBIOHY iHAUBIAyaJIbHYy Teparllito
3aroCcTpeHHs nopjarpu. [Ipu TpuBajmomMy 3acTOoCyBaHHI (pebyKcocTaTy 4acToTa Ta
TSKKICTh HalaAiB HOogarpu 3MeHIIYIOThCS.

BioksnaoeHHs KcaHmMUHiIB..



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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