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IHCTPYKIIS
AJIA MEIUYIHOTI0 3aCTOCYBAaHHS J'IiKapCBKOFO 33006y
JIKBECTISI
(LIQUESTIA)

Cknao:

diroua pevosuna: hedyKkcocTar;

1 TabGnerka, BKpHTa IIIIBKOBOIO 000JIOHKOI0, MICTUTH (edykcocTaty 80 mr ab6o 120 mr;

OONOMINCHI PeHosUHU: LIEJTI0J103a MIKPOKPHCTAJIIYHA, JIAKTO3H MOHOT1JIpar,
TIPOKCUTIPONUIIIEIION03a, HATpil0 JIaypuicyiab(dar, HATPII0 KpPOoCcKapMmeno3a, Jlakro3a Oe3BojHa,
KPEMHIIO JIOKCH KOJIOiIHUI O€3BOIHMIA, MarHito cTeapar,

IiBkoBa oOononka: crupt mnodiBiHioBuid (E  1203), Tturanmy miokcux (E 171), makporon
3350 (E 1521), tansk (E 553b), 3amiza okcup sxostwii (E 172).

Jlikapcbka ¢opma. TabeTKy, BKPUTI IJIIBKOBOK 000JIOHKOIO.

OcHogHi QizuKo-XiMiuHi 61ACMUBOCTI:

mabniemky, 6Kpumi niieKkoeorw 06010HKo0, no 80 me: TableTKH MPOIOBryBaTi, ABOOMYKII, BKPUTI
TUTIBKOBOIO OOOJIOHKOIO, BiJl OJi0-)KOBTOTO IO KOBTOTO KOJBOPY, 3 THCHEHHSM «80» Ha OmHIl
CTOpOHI Ta TJIaJKi Ha IHIIIH];

mabnemku, 6Kpumi niiekogor 000aonKow, no 120 me: TabIETKH MPOJOBryBaTi, ABOOITYKIIi, BKPHUTI
TUTIBKOBOIO OOOJIOHKOIO, BiJ OJ1JJ0-KOBTOTO JI0 KOBTOTO KOJBbOPY, 3 TUCHEHHSIM «120» Ha omHiii
CTOPOHI Ta TJIaJIKi Ha 1HIIIH.

dapmakoTepaneBTHYHA Ipyna.
Jlikapceki 3aco0u A JiKyBaHHs mojaarpu. Jlikapcbki 3aco0M, 110 NPUTHIYYIOTh YTBOPEHHS CEUOBOI
kucinotu. Kom ATX M04A A03.

Dapmakonoziuni eracmusocmi.

Dapmakoounamika.

Mexanizm 0ii

CedoBa KHCIIOTA € KIHIEBUM HPOAYKTOM METabo0Ii3My IypUHIB Yy JIIOJUHM 1 YTBOPIOETHCS MiJI Yac
TaKoi peaKilii: TIMOKCAaHTHH — KCAaHTHUH — ceuoBa kuciora. KcantnHokcumasa € karamizatopom 000X
eramniB 1i€l peakiii. @eOyKkcocTar € MOXITHUM 2-apUiTia30i1y, TepareBTHYHA Jlis SKOro MOB’sA3aHa 31
3MEHILIEHHSAM KOHIEHTpallli CeY40BOi KHCIOTH B CUPOBATIl KPOBI IIIIXOM CEJIEKTUBHOTO IPUTHIYEHHS
KcaHTHHOKcuAa3u. PebOykcoctaT — 1€ MOTY)KHUH 1 CEJNeKTHBHUH HEMYpPUHOBHH 1HTIOITOp
kcantuHokcuaasu (NP-SIXO), #ioro K; (koHcTaHTa npurHidueHHs) iN Vitr0 CTaHOBHUTh MEHIIE
1 naHomons. Byno mokazanHo, mo ¢elGykcocTar 3HAYHOIO MipOI0 TNPUTHIYYE AKTUBHICTH SIK
OKHCHEHOI, TaK 1 BIJHOBJIEHOI (QOPMH KCAaHTHHOKCHIA3U. Y TEpameBTHUHUX KOHIIEHTpAIisX
¢ebykcocTaT He BIUIMBaE Ha iHON (epMeHTH, 1o OepyTh ydacTb y MeTabomi3Mi NypHHIB abo
MIpUMIJIMHIB, TaKuX SK  TYyaHIHJAE3aMiHa3a, TiNOKcaHTUHTYyaHiHpochopubozunTpaHchepasa,
oporatdochopudoszuntpanchepasa, opoTuauHMOHO(pochaTaeKapOOKcuIasa, abo
nypuHHYyKIeo3uadochopmiasa.

Kniniuna epexmusnicmos ma be3nexa.

Ilooaepa

EdextuBnicts (ebykcocraty Oyna miarBepikeHa y ¢asi III TppoX OCHOBHHMX JOCHIKEHb (/Ba
ocHoBHux aociimkeHHss APEX 1 FACT Ta nonmatkoBe nocmimxenHs CONFIRMS, onmcani Hux4e),
aki Bkmouanu 4101 mamieHTa 3 TiNEepypUKEMi€l0 1 MOJarpor. Y KOXXHOMY 3 LIHMX OCHOBHHX



nocmimxenpb Gaszu Il pedykcocraT Oinbin epeKTUBHO 3HUKYBAB CUPOBATKOBY KOHLIEHTPAIIIIO CEUYOBO]
KHUCJIOTH 1 MIATPUMYBaB i1 Ha HAJIEKHOMY PiBHI MOPIBHAHO 3 ajommypuHoJIoOM. [IepBHHHOIO KiHIIEBOIO
Toukoro edexkruBHocTi B pochimkeHHsx APEX i FACT Oyna yacTka MAIli€HTIB, Y SIKUX MPOTITOM
OCTaHHIX TPHOX MICAIIIB KOHIIEHTpAI[iSl CEYOBOI KUCIOTH B CHPOBATIII HE mepeBuimyBaia 6,0 mr/mi
(357 mxmonw/m). YV npomatkoBoMy nociimkeHHI CONFIRMS ¢aszu III, pesymbraTé sIKOTO CcTanu
JOCTYITHI ITICIIA MepIoi peectparii pedykcocTaTy, IEpBUHHOIO KIHIIEBOIO TOYKOI e(PeKTUBHOCTI Oyiia
YacTKa Malli€HTIB, y AKX KOHIEHTPAIlis CEY0BOT KUCIIOTH B CHPOBATIII HE MepeBuIyBaia 6,0 Mr/mi Ha
MOMEHT OCTaHHBOTO BI3UTY. Y Il JOCHI/DKCHHS HE BKJIOYAIM TAIlI€HTIB, SKI TEpEeHeCIn
TPAHCIUIAHTAIIi}0 OpraHiB (IUB. po3alT «OCcoOIUBOCMI 3ACMOCYBAHHSY).

Hocnioocennss APEX: nocnimxenHs edekTuBHOCTI (edykcocTaTy 3 KOHTpOJIEM Iuianebo Ta
anormypunony ¢asu III (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat, APEX)
OyJi0 paHIOMi30BaHUM, MOJBIHHUM CIIMKUM, 0araToleHTPOBUM TpuUBaiicTio 28 THxHIB. Behoro Oymno
pangomizoBano 1072 marientu: tane6o (n=134), ¢edbykcocrar 80 mr 1 pa3 Ha no0y (n=267),
¢dedykcocrar 120 mr 1 pa3 Ha mody (n=269), debykcocrat 240 mr 1 pa3 ma o0y (n=134) Ta
anorypuHosl (300 mMr 1 pa3 Ha n00y (n=258) aiud malieHTIB 3 BUXIJHOK CHPOBATKOBOIO
KOHIIeHTpali€elo KpeatuHiny < 1,5 mr/m abo 100 mr 1 pa3 va 106y (n=10) 11 namieHTiB 3 BUXiTHOIO
CHUPOBATKOBOIO KOHIICHTpaliero KpeatuHiny >1,5 mr/mn 1 <2,0 wmr/min). [nsa ominku Oe3mnexku
(debykcocTat npuszHadany B 1031 240 mr (y 2 pa3u BHIIE MAKCUMAIIBLHOT peKOMEHIOBAHO1 JI03H).
Hocnimxennss APEX mokaszano CTaTHCTUYHO JOCTOBIpHY IepeBary 000X pPEXKHMIB JIKyBaHHS:
¢dedykcocrar 80 mr 1 pa3 Ha 100y i hebykcoctat 120 mr 1 pa3 Ha 100y MOPIBHSIHO 3 AJIOTYPHUHOIIOM
y 3BuuaiHiit 1031 300 mr (n = 258)/100 mr (n=10) y 3MeHIIIEHHI CHPOBATKOBOT KOHIIEHTpAIlii cCeu0BOi
KUACJIOTH HUK4e 6 Mr/mt (357 mxkmosib/n) (nuB. Tabum. 1).

Hocniooscenna FACT: pocmixeHHs epeKkTUBHOCTI (elOykcocrary 3 anomypuHos-koHTposnem (The
Febuxostat Allopurinol Controlled Trial, FACT) ¢a3wu III 6yno pangomizoBaHHM, HOABIHHUM CIINNM,
0araToLeHTPOBUM TpHBalicTiO 52 TuxkHI. Beboro 6yno panmomizoBano 760 marieHTis: ¢edykcocTaT
80 mr 1 pa3 Ha 100y (n = 256), dedykcoctar 120 mr 1 pa3 Ha 7100y (n = 251) Ta amomypuron 300 mr
1 pa3 Ha 100y (n = 253).

Hocmimpkennss FACT mokaszano CTaTUCTUYHO IOCTOBIpHY IepeBary 000X pexumiB — ¢edykcocTar
80 mr 1 pa3 Ha no0y 1 ¢pebykcoctat 120 mr 1 pa3 Ha 100y, MOPIBHIHO 3 aJOMYPUHOJIOM Y 3BUYANHIN
1031 300 Mr y 3MeHIICHHI 1 TATPUMIII CHPOBATKOBOI KOHIICHTpAIlil CEYOBOI KHCIOTH HIDKYE 6 MI/IyT
(357 mxmomnb/1).

VY Tabun. 1 npencraBieHi pe3ynbTaTH OLIIHKK MEPBUHHOT KIHIIEBOI TOYKU €(DEKTUBHOCTI.

Taomums 1
YacTka maiieHTiB 3 KOHIICHTPAIIEI CEY0BO1 KUCIOTH B cupoBatmi < 6,0 mr/mn (357 MKMOIb/1) mifg
4ac TPbOX OCTAHHIX MOMICSYHUX BI3UTIB

debykcocTar bebykcocTaTr | ANOMypHUHOTN
JHocaigxeHHs 80mr 1 pa3 ma | 120 mr 1 pa3 | 300/100 mMr 1 pa3 Ha
100y Ha 100y n06y?!
APEX 48 %" 65 % T *|22%
(28 THXKHIB) (n=262) (n=269) (n=268)
FACT 53 %" 62 %" 21 %
(52 TixHi) (n=255) (n=250) (n=251)
O06’enHaHi pe3yabTaTu 51%" 63 %" * 22 %
(n=517) (n=519) (n=519)
! pesynbraTn cepen mamieHTiB, ski orpumyBamu 100 mMr 1 pas ma n06y (n = 10: mamieHTH 3 BHXiZHOIO
CHPOBATKOBOIO KOHIICHTpaIli€lo kpearuHiny > 1,5 mr/mi i < 2,0 mr/mn) a6o 300 mr 1 pa3 Ha nody (n=509), B
mporieci aHamzy 0ynu 00’ eqHaHi.
* p < 0,001 nopiBHAHO 3 anomypuHOIOM, * p < 0,001 HOpiBHAHO 3 T03010 80 MT

3natHicTh PedyKcocTaTy MIBHAKO 3MEHIIYBAaTH CHPOBATKOBY KOHIIEHTpAIlI0 CEYOBOI KHCIOTH Oyia
IIBUKOIO Ta TOBrOTPUBAJIOK. 3MEHIICHHS KOHIIEHTpallii ce40BOi KHCIOTH B cupoBartili < 6,0 mr/mi
(357 MKMOB/1T) BiA3HAYAIIOCS BXKE HA JAPYTOMY THOKHI JTOCTIDKEHHS 1 30epiraiocst Haiaiai mpoTIromM
JKyBaHHS.

Hocnioocennss CONFIRMS: nocmimxenass CONFIRMS 0Oyno panaoMi3oBaHHM, KOHTPOJIbOBAaHUM
nocmimkenusMm ¢aszu I, TpuBamicTio 26 TWXKHIB, SKE€ NPOBOAUIOCS MAJIsS OLIHKK O€3MeKu Ta



edexkTuBHOCTI (hedykcoctary B mo3ax 40 mr i 80 mMr mopiBHSHO 3 ajomypuHOIOM B mo3ax 300 mr i
200 Mr s mari€eHTiB 3 MOJArporo 1 rinepypukeMiero. Beboro Oyno panmomizoBaHo 2269 marfieHTiB:
¢dedykcoctar 40 mr 1 pa3 Ha m00y (n=757), debGykcocrar 80 mMr 1 pa3 Ha m00y (n=756) Ta
anonypunoin 300/200 mr 1 pa3 Ha 100y (n=756). lllonaiimenmie 65 % mnaiieHTIB Maay MOPYIIEHHS
¢yHKLIi HUPOK BiJ JIETKOTO A0 TOMIpPHOTO cTymeHs (3 KiipeHcoM kpeaTuHiny 30-89 wmu/xB).
[IpodinakTruka HanaaiB mogarpu Oyna 000B’I3KOBOKO MPOTATOM 26 THXKHIB.

YacTka marieHTiB 3 KOHIICHTPAIIEI CEYOBOI KUCIOTH B cupoBarii < 6,0 mr/mn (357 MKMOIb/T) B
octaHHii B13UT ckinana 45 % st pedykcocrary 40 mr, 67 % — nns pedykcocraty 80 mr 142 % — ms
anonypunoiy 300/200 Mr BiIIOBiTHO.

Ilepsunna kinyesa mouka 8 niocpyni nayieHmis 3 NOPYuLeHHAMU PYHKYIT HUPOK

VY nocnimkenni APEX omiHtoBasiu epeKkTUBHICTE IIpenapary 3a y4acTio 40 marieHTiB 3 HOPYIICHHIMHU
¢bynkuii HUPOK (TOOTO 3 BHUXIJHOIO CHPOBATKOBOIO KOHIIGHTpALi€l KpeaTuHiHy > 1,5 mr/mm i
<2,0 mr/mn). Takum mamieHTaMm, paHAOMI30BaHMM B TpPyNy aJONypUHONY, JO3y IIpernapary
smenmyBand 10 100 mr 1 pa3 Ha 100y. [lepBuHHA KiHIIEBa TOYKa €()EKTHUBHOCTI Oyia JOCATHYTa B
rpynax npuiiomy ¢edykcocraty y 44 % namientiB (80 mr 1 pa3 Ha 100y), y 45 % (120 mr pa3 Ha
no0y) Ta 'y 60 % (240 mr 1 pa3 Ha 100y) nopiBasHO 3 0 % y rpynax anomnypunony 100 mr 1 pa3 Ha
100y 1 riame6o.

[Ipu oMy KIIIHIYHO 3HAYYHIMX BIAMIHHOCTEH Y 3HIKEHHI CHPOBAaTKOBOI KOHIIEHTpAIlii CEYOBOi
KHCIIOTH Y BIJICOTKaX Yy 3J0pPOBHX JOOpPOBOJIBIIB BiJI3HAUEHO HE OYJI0 HE3alIeKHO Bij
¢byHKIIOHATBFHOTO cTaHy HUPOK (58 % y rpymi 3 HOpMalbHOIO (YHKIIE HUPOK Ta 55 % y rpymi 3
TSHKKUM MOPYIIEHHSAM (QYHKIIT HUPOK).

[IpocniekTuBHMI aHali3, MPOBEACHUN 3a YYacTIO MAI[iEHTIB 3 MOJArpo0 1 MOPYIIEHHSAMH (YHKIii
Hupok 3a gonomorow gociimkeHHs CONFIRMS, mnokazaB, mo ¢ebykcoctar OyB 3HAYHO
e(EeKTUBHIIIUM: pIBEHb CEUOBOi KHCJIOTH B CHPOBATIIl 3HWXKYyBaBcs < 6,0 MI/am TOpIBHSHO 3
anonypunosiom 300 mr/200 Mr y maifi€eHTiB 3 HOJarporo i mopymeHHsIM (yHKIIT HUPOK BiJ JETKOTro 10
cepenHboro crymnens (65 % BUIpoOOBYyBaHUX ).

llepsunna Kinyesa mouxa y nio2cpyni nayieHmis 3 cUpo8amKo80r KOHYEHMPAYico ce4080i KUCI0mu
> 10 me/on

Buxigna cupoBaTkoBa KOHILIEHTpAILlis c€40BOi KUCIOTH > 10 Mr/mn BinzHavanacs npubiau3no y 40 %
narienTtiB (komOinoBani gocmimkenHs APEX i FACT). Cepexn mux mamieHTIB NMEpBHHHA KiHIIEBA
TOYKa €(pEeKTHBHOCTI (CHpPOBAaTKOBa KOHIIEHTpALlil CEYOBOI KHMCIOTH MeHIe 6 MI/An B OcTaHHI 3
Bi3UTH) Oyna JocsarHyTa B miarpymnax gedykcocrary: y 41 % narmientiB (80 mr 1 pa3 Ha 100y), y 48 %
narieHTiB (120 mr 1 pa3 Ha 100y) 1y 66 % nauienTis (240 mr 1 pa3 Ha 100y) nopiBHSAHO 3 9 % y rpymi
anonypuroiry 300 mr/100 mr 1 pa3 Ha 100y Ta 0 % y rpymi miarne6o.

3a manumu pociimkeHHss CONFIRMS, yacTka marfi€eHTiB, siKi AOCATJIA MEPBUHHOI KIHIEBOI TOYKHU
e(eKTUBHOCTI (3 CHPOBAaTKOBOIO KOHIIEHTPAI[IEI0 CEUOBOi KUCIOTH < 6,0 MI//Ul B OCTaHHIHM BI3UT), Y
Tpyni TaIli€HTIB 3 BUXITHOK CHPOBATKOBOIO KOHIIGHTpAIi€0 ceuoBoi kuciaotu > 10 mr/mm, ski
orpumyBanu ¢pedykcocrar 40 mr 1 pa3 Ha 100y, cknana 27 % (66/249), dedykcoctat 80 mr 1 pa3 Ha
100y — 49 % (125/254), ta anomypusnon 300 mr/200 mr 1 pa3 na 106y — 31 % (72/230).

Kniniuni pesynemamu. iocomox nayicnmis, axi nompedyloms mepanii Hanaodie nooazpu
Hocnipkenns APEX: npotsrom 8-TukHeBOro npoiJakTHUHOTO MepioAy Malli€HTIB 3 TepareBTUYHOL
rpynu gedykcocrary 120 mr (36 %), siki morpeOyBaiiv Tepamii HamaJaiB MOJArpy, MOPIBHIOBAIH 3
narieHTamH, ski 3acrocoByBaiu gedykcoctar 80 mr (28 %), anomypunoin 300 mr (23 %) abo mianedo
(20 %). Yacrora HamamiB Oyjia BUIIO Micis MPOQITAKTHYHOTO TMEPIOAy 1 3 4acOM TOCTYIIOBO
3HMKyBanacs. Bix 46 % no 55 % maiieHTaMm MpOBOJIMIM JIIKYBaHHS HaIa/iB MOJArpH 3 8 THXKHA 1 3
28 TwxHsA. Hamagm moparpu, 10 BUHUKIM MPOTATOM OCTaHHIX 4-X TWXHIB BUNpoOyBaHb (24—
28 tnxHi), cnocrepiranu y 15 % mauienTtis (¢pedykcoctar 80, 120 mr), 14 % mnarieHTiB (a1omypuHOI
300 mr) ta 20 % mnarienTiB (Tutame6o).

Hocnimpkenns FACT: npotaroM 8-TH)XKHEBOT0 MPOo(]iIaKTHYHOTO MEPioAy Mali€HTIB 13 TeparneBTUIYHOL
rpynu gedykcocraty 120 mr (36 %), skl nmorpeOyBaid Teparii HamaaiB MOAarpy, MOPIBHIOBAIHN 3
o0oMa TepaneBTUYHUMHM I'pylaMu, siKi 3acTocoByBanu ¢edykcocrat 80 mr (22 %) abo amomypuHOI
300 mr (21 %). IIpoTsarom 8-THKHEBOTO MPOGITAKTHYHOTO MEPIOAY, YaCTOTA HAIA IB 30UTBIIHIIACS 1 3
4acoM MocTynoBo 3Hu3mnacs (64 % 1 70 % naiieHTiB, SKi OTPUMYBAJIN JIIKYBaHHS 3 IPUBOJlY HamaiB
noxarpu 3 852 TwxkHs). Hamagu monmarpu mpoTarom ocTaHHIX 4-X TWXHIB BUNpoOyBaHb (49—
52 tnxHi) criocrepiranucs y 6-8 % mnanientis (pedykcocrar 80 mr, 120 mr), Ta y 11 % narienris



(amomypunou 300 mr).

UYacTka marieHTiB, ki moTpedyBaiu JikyBaHHsS 3arocTpenb nojarpu (mocmimkenas APEX 1 FACT),
Oya HIKYOIO B Tpymax, Je CEepeaHs] KOHIIEHTPAIlis CEYOBOi KHUCIOTH B CHPOBATIII MiCIs JIKYBaHHS
3MeHIryBanacs 10 < 6,0 mr/m, < 5,0 mr/mn ado < 4,0 Mr/aJ1 B MOpiBHSHHI 3 TPYIIaMU, B SKUX CepeaHIN
piBEHb CEYOBOI KHUCIOTH CTaHOBHB > 6,0 Mr/manm B octanHi 32 TwkHI JiKyBaHHS (3 20—24 THXHSA 10
49-52 THXKIECHB).

[Tig gac mocmimkenas CONFIRMS wactka mariieHTiB, sSiKi TOTpeOyBany JiKyBaHHS HamaJiB MOJarpu
(1 menp koxHi 6 micsauiB), cknana 31 % 1 25 % y rpynax, siki OTpUMYyBajH, BIAMOBIIHO, ¢pedykcocTar
80 mr i amomypuHOA. BimMiHHOCTEH y CIHIBBIIHONICHHI MAaLli€HTIB, SIKi MOTpeOyBaH JIIKyBaHHS
HamaJiB noJarpy, MiXk rpynamH, siki 3acrocoByBain (pebdykcocrar 80 mr i 40 mr, He Big3HAYAIOCH.
Jloecocmpokosi po3uupeni 8i0KpUmi 00Cai0NCeHHs

Hocmimxennss EXCEL (C02-021): nmocmimkennss EXCEL Oyno TpupidHUM, BIIKPHTHM,
MYJIbTULEHTPOBUM, PaHIOMI30BaHUM, PO3IIMPEHHUM, AJIOMypPUHOJI-KOHTPOJIBOBAHUM JOCIIIKEHHIM
6esnexu asu I, sike mpoBOIMIM AJIs OLIHKK O€3IMeKH 3a Y4acTIO Malli€HTIB, AKi MPOUILIIN OCHOBHI
nociimkenHs $azu 11 (APEX a6o FACT). Beworo B gociimkerss O0yno BkiarodeHo 1086 marfieHTiB,
aki mpuiimanu: ¢edykcoctar 80 mr 1 pa3 Ha moly (n=649), debykcocrar 120 mr 1 pa3 Ha m00y
(n=292) abo amomypunon 300/100 mr 1 pa3 Ha nody (n=145). IIpubnuzuo mis 69 % mnauieHTiB
KOPEKIIis Tepartii Ui JOCATHEHHS! OCTaTOYHOTO CTaOUILHOTO JiKyBaHHS He Oyna motpiOHa. [lamienTn,
piBHI CHpPOBAaTKOBOI KOHIIEHTpallli CE4YOBOI KHUCIOTH y SKHUX IMPU TPUPA30BOMY MOCIIJOBHOMY
BHMIPIOBaHHI CTAHOBWIIN > 6,0 Mr/y1, OYJIM BUKJITFOYCHI 3 JIOCITIKCHHSI.

PiBHI cHpoBaTKOBOI KOHIIEHTpAIlil CEYOBOI KUCIOTU 3 IUIMHOM 4Yacy HE 3MIHWIHCS (HAlpHUKIad, y
91 % 1 93 % mnamieHTiB, SIKi CIOYATKy 3acTOCOBYBaJM (edyKkcocTaT y Ao3ax BiamoBigHo 80 wmr i
120 mr, piBHI CHPOBATKOBOI KOHIIEHTpAIlii CE€YOBOi KUCIOTH CTaHOBWJIM MeHie 6,0 mMr/mn Ha 36-my
MiCsIi).

3a JaHUMH TPUPIYHOTO CIIOCTEPEkKEHHsS Yy MeHII Hik 4 % malieHTiB, sKi NOTpeOyBaiu JiKyBaHHS
HamaiB, BiIMIYCHO 3MCHIICHHS YacTOTH HamamiiB moxarpu Ha 16—24 micsmi 1 30-36 micsmi (Todto
O1bI HIXK Yy 96 % manieHTiB HeMae HeoOX1JHOCTI y JTIKyBaHHI HamaiB).

Y 46 % i1 38 % mamieHTiB, SKi OTPUMYBalM OCTAaTOYHE CTaOULIbHE JiKyBaHHA (edyKcocTaToM
BimoBiAHO B 7031 80 abo 120 mr 1 pa3 Ha moOy, cmoctepiraiocs MOBHE 3HUKHEHHS MEPBUHHOTO
MAJIBIIOBAHOTO TO(YCY BiJl TOYATKY O OCTAHHBOTO Bi3UTY.

Hocmimkennss FOCUS  (TMX-01-005) Oymo m’SITUpIYHUM, BIZKPUTHM, MYJIBTHIICHTPOBHM,
PO3LIUPEHUM JTOCHIKEHHAM Oe3reku (as3u |1, 1o mpoBoauocs 3a y4acTio Malll€HTIB, K1 3aKIHYWINA
4-TxHEBUH npuiioM ¢edykcocTaTy 3 HOJABIHHUM CIINMUM A03yBaHHAM y BUnpooyBanHi TMX-00-004.
HocaimxenHs Bkimodano 116 mamieHTiB, siIKi OTpuMyBanu crnodatky ¢eOykcocrat 80 mr 1 pa3 Ha
1n00y. ¥V 62 % mnarieHTiB A7 NIATPUMKHU PiBHS CUPOBATKOBOI KOHIIEHTpALlli CEYOBOI KUCIOTH MEHIIIE
6,0 Mr/nn kopekiis 1034 He Oyna moTpiOHa, a 38 % marieHTiB MOTpeOyBaIM KOPEKINi J03U IS
JOCATHEHHS OCTATOYHOI CTaO1IbHOT KOHIICHTpAIlii.

YacTka mMalieHTIB 3 pIBHEM CHpPOBAaTKOBOi KOHIIEHTpalii ce4oBOi KHUcIOTH MeHme 6,0 mr/mn
(357 MKMoOIB/TT) HA MOMEHT OCTaHHBOTO Bi3UTY ckiana Outbine 80 % (81-100 %) ans KoXHOI 3 TPy
3a 103010 (pedykcocrary.

VY ¢azi Il kaiHIYHUX DOCHiIKEHb Yy MAaLlI€HTIB, SIKI OTpUMYBaIM (edyKcocTaT, crocTepiraimcs
HE3HayHl 3MIHM TNE4YiHKOBUX Moka3HUKIB (5,0 %). YacTora naHux 3MmiH Oyna cXoka 3 Takow IJis
anonypunony (4,2 %) (nuB. po3ain «Ocobaugocmi 3acmocygantsay). Y HOBTOCTPOKOBHX BIAKPUTHX
PO3MIMPEHNX JTOCIIPKEHHAX Yy Malll€HTIB, Kl oTpuMmyBainu ¢edykcocraT (5,5 %) abo anomypuHON
(5,8 %) mpotsarom TpuBanoro uacy, BiazHadanocs miaumieHHs piBasg TTI (> 5,5 MmxkME/min) (nus.
po3aia « Ocobausocmi 3acmocy8aHusy).

Cunopom nisucy nyxaunu (CJIII)

EdextuBnicTh Ta Oe3meky 3actocyBaHHs ¢ebykcocTtary ans npodinaktuku 1 jikyBaHHs npu CJIIT
ouintoBamu B gociimkerHi FLORENCE (FLO-01). debykcocTar mpoaeMOHCTpYBaB HaWKpamry i
OUIBII MIBUJIKY J1}0 BIZIHOCHO 3HMKEHHS PIBHS ypaTiB HOPIBHAHO 3 aJIONyPUHOJIOM.

FLORENCE sBnsino coborwo panmomizoBane (1:1), moasiiine crmine, onopHe nocmimkenHs ¢azu 111,
MpoBeJieHe sl MOpiBHAHHA Qedykcoctaty B no3yBaHHi 120 mr 1 pa3 Ha 100y Ta ajomypuHOIy B
no3zyBanHi 200-600 mr Ha no0y (cepeaHs 1o0oBa J103a aJOMypUHONY + CTaHAApPTHE BiJIXMUJICHHS:
349,77 £ 112,90 Mr) B yMOBax KOHTpPOJIIO KOHIIEHTpAIlli CEYOBOI KMCJIOTH B cupoBaTiii. Bubpani
MAIi€HTH MOBUHHI Oy OyTH KaHAMAATaMU JUTsl JTIKYBaHHS ajJOMypUHOJIOM a00 HE MaTH JIOCTYIY IO



pacOypukas3u. [lepBHHHI KiHIIEBI TOYKM SIBJSUIM COOOIO IJIOUIY IMiJI KPHBOKO KOHIIEHTpALii C€40BOi
kuciotd B cupoBaTiii (AUC sUA1.g) 1 3MiHy piBHA KpeaTuHiHy B cuposarii (sC) 3 mepmoro mo
BOCbMUU JIEHb KOXKHA.

Jlo nmocmimkeHHs Oyno BKIIOYEHO 346 MaIi€HTIB 3  TeMAaTOJOTIYHUMHU  3JIOSKICHUMHU
HOBOYTBOPEHHSMHM, SIKI OTPUMYBAJIM XIMIOTEpamil0 1 Mald CepenHiii/BUCOKMN CTYMiHb PH3UKY
po3Butky CJIII. Cepenne 3nauenHs AUC sUA1g (Mr x roa/min) Oysio 3HaYHO HMIKYE MPU TPHHOMI
¢dedykcocrary (514,0 £ 225,71 nopiBusiHo 3 708,0 + 234,42; cepenne HaMEHIIUX KBaJApaTiB IS
pisauii: -196,794 [95 % nosipuoro intepBany: -238,600; -154,988]; p < 0.0001). Kpim Toro,
CepelHii CHPOBAaTKOBHMI piBEHb CEYOBOi KHUCIOTH OyB 3HAYHO HIDKYMKA TMPH 3aCTOCYBaHHI
¢bebykcocTaTy, MOYMHAIOYM 3 TepuX 24 TOAMH JIIKYBaHHS 1 B Oy/Ib-KUH HACTYITHUH MOMEHT 4acy.
CTaTUCTUYHO 3HAYMMMX BIIMIHHOCTEW 3a CEepelHIM BMICTOM CHPOBATKOBOTO KpeaTHHIHY (%) Mixk
¢debykcocTatoM Ta anmomypuHoioMm He Oyno (-0,83 £ 26,98 mopiBHsHO 3 -4,92 £+ 16,70 BiANOBiNHO;
cepeiHe HaWMEHIIMX KBajapartiB i pizuuii: 4,0970 [95 % mosipuoro intepsany: -0,6467; 8,8406];
p=0,0903). 3 ypaxyBaHHSM BTOPUHHUX KIHIICBUX TOUYOK, CTATHCTUYHO 3HAYMMHUX BIJIMIHHOCTEH 3a
4acTOTOI pO3BUTKY JaboparopHo miarBepxenoro CJIIT ve 6ymo (8,1 % 19,2 % nns pedykcocrary i
IONypUHOITY, BiAMOBiIHO; BigHOCHUH pusuk: 0,875 [95 % mosipuoro intepsamy: 0,4408; 1,7369];
p=0,8488) 1 kimiHiku cuHApoMy posnany nyxiauHu He Oyno (1,7 % 1 1,2 % nns debGykcocraty i
aJIOIYPUHOITY, BiAMOBiAHO; BigHOcHUH pusuk: 0,994 [95 % nosipuoro inrepsamy: 0,9691; 1,0199];
p=1,0000). YacToTa BCiX O3HaK i CUMOTOMIB, III0 BUHUKJIM IiJ{ Yac JIIKyBaHHS, a TaKOX MOOIYHUX
peakui, ckiama 67,6 % mopiBasHO 3 64,7 % 1 6,4 % mopiBHIHO 3 6,4 % i debykcocraty i
anonypuHony BignosiaHo. Y nocnimkenHi FLORENCE ¢ebykcocTaT mpoaeMOHCTpyBaB Haiikpaly i
IIBUIIIY JTIFO I0JI0 3HUKCHHSI PIBHS CEYOBOI KHCIIOTH B CHPOBATIII MTOPIBHIHO 3 ajlomypuHoyioM. JlaHi
o0 nopiBHsAHHSA QebykcocTary 1 pacOypuka3u Ha naHuil 4yac BiAcyTHi. EdexTuBHicTh Ta Oesneka
3acrocyBaHHsa (eOykcocrtaTy He OyJId BCTAaHOBIEHI JJIsi mTamieHTiB 3 roctpuM TsokkuMm  CJIII,
HAMPUKIAJ JJIs TAI[iEHTIB, Y SIKUX 1HII BUIM Teparii A7 3HUKEHHSI YpaTiB He A10Th.
Dapmaxokinemuxa.

VY 310poBHX 100POBOJIBIIIB MAaKCHMaJIbHA KOHIICHTpAITis ¥ tu1a3mi KpoBi (Cmax) Ta IUIOIIA 1111 KPUBOKO
(AUC) 30inbiryBagucst MPOIMOPIIHHO 1031 MiCas OJHOPA30BOr0 Ta 0araropa3oBOr0 3acTOCYBaHHS
¢bebykcoctaty y no3ax Big 10 mr go 120 mr. Ilpu po3zax Bix 120 mr go 300 mr 36inemenas AUC Oymno
OlTpIIMM, HIXK TporopuiiiHo m03i. [Ipu 3acrocyBanHi 103 10—240 Mr koxxHi 24 TOAWHU HAKOTIMYCHHS
¢debdykcocraty He Biamivanocs. [lepenbauyBanuil cepelHill TepMiHAIBHUNA MEpPioj HaliBBUBEIECHHS
(ti2) debykcocrarty craHOBHB NpHOIM3HO 5—8 romuH. ByB mpoBeiAcHHMU MOMYNIAIIRHUN aHami3
(bapMakoKiHEeTUKH/(papMaKOJUHAMIKM 3a JQHUMM, OTPHUMAaHUMH 3a YydacTio 211 mamieHTiB 3
rinepypuKeMiero 1 moarporo, ki 3acrocoByBayim gpedykcocrar B go3ax 40-240 mr 1 pa3 Ha no6y. B
LJIOMY OTpHUMaHi 3HaYeHHsS (apMaKOKIHETMYHHMX IapaMeTpiB OylIM CXOXI 3 TaKUMH Yy 370pPOBHUX
NOOpOBOJIBIIIB, WLIO0 € XOPOLIOK MOJEII0 JUIsl OLIHKA (apMaKOKIHETHKH/(hapMaKoAUHAMIKH
npenapaty y Maii€HTiB 3 OJarporo.

Bemoxmysannsa. dedykcoctaT MBUAKO (tmax (4ac MTOCATHEHHS MaKCHMalbHOI KoHIeHTpamii) — 1,0—
1,5 ronunu) 1 nobpe (mpunHaiimai 84 %) BcMmoktyeThes. [Ipu ogHOpazoBoMy Ta OGaraTopa3zoBoMy
3acTocyBaHHI (pebykcocrary nepopaibHo y qo3ax 80 mr a6o 120 mr 1 pa3 Ha 100y Cmax BIIIIOBITHO
CTaHOBUTH 2,8-3,2 Mkr/mia 1a 5,0-5,3 Mkr/mia. A6contoTHY 6100CTYIHICTh TabIeToK (hedykcocTaTy
He anamidyBaim. [lpu OaratopaszoBomy 3actocyBaHHi y m031 80 mMr 1 pa3 Ha m00y abo mnpu
OJIHOPA30BOMY 3aCTOCYBaHHI y 1031 120 Mr y moeaHaHHi 3 XHPHOIO TKet0 Cmax 3MEHITyBajacsi Ha
49 % Ta 38 %, a AUC — Ha 18 % Ta 16 % BiamoBigHo. OHAK, I HE CYNPOBOHKYBATIOCS KIIIHIYHO
3HAYYIIMMU 3MIHaMH CTYNEHS 3MEHIIEHHS pPIBHA CEYOBOi KHUCIOTH Yy Iula3Mi KpoBi (mpu
Oararopa3zoBomy 3actocyBaHHl y 1031 80 mr). Takum umHOM (edyKkcocTaT MOKHA 3aCTOCOBYBATH
HE3aJeKHO BiJ] BYKHUBAHHS TXKI.

Posnooin. TlepenbauyBanuii 00’em posnonainy y piBHoBakHOMY ctaHl (Vss/F) mns debOykcocraty
3MiHIOETBCSL BiX 29 no 75 n micna mepopanbHOro 3actocyBaHHs y 1031 10-300 wmr. Cryminb
3B’sI3yBaHHs 3 OUIKaMU IJIa3MU KpOBI (TOJIOBHUM YHMHOM 3 albOyMiHOM) CTaHOBHUTH 99,2 % 1 He
3MIHIOETBCS TIPH MiABUILEHH] 103U Bix 80 mr go 120 mr. J[ns akTuBHHX MeTabouiTiB (edyKkcocTary
CTYIIIHb 3B’sI3yBaHHsI 3 OLJIKaMu IUIa3MH KpOBi KouBa€eTbes Bij 82 10 91 %.

Memabonizm. ®elOykcocTaT aKTUBHO METAa0OMI3yeThCSl LUIAXOM KOHIoramii 3a  y4acTio
ypuauaaudocharrmokyporinTpancepasn (Y AD-rmokypoHinTpancdepasu) Ta OKHUCHEHHS 3a
yuacTio (hepmenTiB cuctemu nuuroxpomy P 450 (CYP). Ycworo onucano 4 gpapMakonoriyHo ak THBHUX



T1IPOKCUIBHUX MeTabomitu ¢eldykcoctary, 3 3 HUX Oynu BHSIBICHI y JIIOJAWHU Y IUIa3MH KPOBI.
Jlocmipkenns in Vitr0 Ha MiKpocoMax TCUiHKK JIFOJWHHU 3aCBIIYMIN, IO I[i OKMCHEHI METaboiTH
yTBOprotoThes nepeBaxuo mig nieto CYPIA1, CYP1A2, CYP2CS8 ta CYP2C9, Toxi sik pebykcocraty
TJIFOKYPOHIJT YTBOPIOETHCS TOJIOBHUM 4YWHOM Tif niero Y J®-rmokyponintpanchepasu 1A1, 1AS,
1A9.

Bugeoenns. debykcoctaT BUBOAUTHLCS 3 OPTaHi3My 4epe3 MEYiHKy Ta HupKamH. [licis mepopaibHOTO
3actocysanHs *C-(ebykcocTary y m03i 80 Mr mpubmamsHo 49 % BHBOAMIOCH i3 CEUEI0 Yy BUIIIAMI
He3MiHeHoro (edykcocraty (3 %), anunrnokypoHiay aito4oi pedoBunu (30 %), BIAOMUX OKUCHEHHUX
MeTabomiTiB Ta ix kou’roratiB (13 %) ta inmmx HeBimomux MmetabomiTiB (3 %). KpiMm HHpKOBOI
eKcKperrii, mpuonu3Ho 45 % BUBOAWIOCA 3 KaJoM Yy BHIJIsAI He3MmiHeHoro debykcocraty (12 %),
AIINTIOKYpOHiAy Aitodoi pedoBuHU (1 %), BIIOMHX OKHMCHEHUX METa0OJITIB Ta iX KOH IOraTiB
(25 %) Ta iHmux HeBigoMUX MeTaOboMITIB (7 %).

Hupxoesa neoocmammuicmeo.

[Ipu Gararopa3oBomy 3actocyBaHHI (peOykcocrary y no3i 80 mr He Oyno BigmiueHO 3MiH Cmax
(dhebykcocTaTy y MaIE€HTIB 3 JIETKOIO, TTOMIPHOIO a00 TSYKKO HUPKOBOIO HEJIOCTATHICTIO MOPIBHIHO 3
narieHTamMu 3 HopMaybHOIO (pyHKITieto HUpoK. Cepenns 3aranbna AUC ¢ebykcoctary 301UIbIIyBaiacs
npuom3Ho y 1,8 pasza Big 7,5 MKr X roJuHa/MJl1 y TAIi€HTIB 3 HOPMAJIbHOK (DYHKIIIED HUPOK JI0
13,2 MKT X TOAMHA/MII Y TALI€HTIB 3 TSHKKOIO HUPKOBOIO HENOCTATHICTIO. Cmax Ta AUC akTHBHUX
MeTabomiTIB migBUIIyBanucs y 2 1 4 pasu BianosiaHo. [Ipore mamieHTam 3 HUPKOBOIO HEAOCTATHICTIO
JIETKOTO a00 MOMIPHOTO CTYIIEHSI KOPEKIis T03H JIIKAPCHKOTO 3ac00y HE MOTpiOHA.

Ileuinkosa nedocmamuicme.

[Tpu GaraTopa3zoBomy 3actocyBaHHI (eOykcocTaTy y 1031 80 Mr He Oyji0 BIIMIYEHO CYTTEBUX 3MiH
Cmax Ta AUC (ebykcocTaTy Ta Horo MetaboIiTIB y MALI€HTIB 3 Jerkow (kiaac A 3a mkanoro Yaitnga-
IT’r0) ta momipHoro (xmac B 3a mkamoro Yaitnga-I1'10) mediHKOBOIO HEIOCTATHICTIO TOPIBHSIHO 3
MaieHTaMu 3 HOPMaJbHOI (YHKIIEK MedyiHKU. JlocHiKeHHs JIKapchKOro 3aco0y y MAIll€HTIB 3
TSDKKOIO TIEYIHKOBOO HenocTaTHicTIO (kinac C 3a mkanoro Yaitna-11"10) He mpoBoIniIoCs.

Bix.

[Tpu GaraTopazoBoMy mepopaIbHOMY 3aCTOCYBaHHI (heOykcocTaTy HEe OyJI0 BIAMIYEHO CYTTEBHX 3MiH
AUC ¢ebykcoctary Ta #oro MerabomiTiB y HAali€HTIB JITHHOI'O BIKYy HOPIBHSHO 3 MOJOAMMHU
3I0pPOBUMU JOOPOBOJIBISIMH.

Cmameo.

[Ipu GaraTopazoBomy mepopalibHOMY 3acTocyBaHHI ¢edykcoctaty Cmax Ta AUC debykcocrary y
KIHOK Oynu Ha 24 % Tta 12 % Buummu, HiX y 4oioBikiB. OgHak Cmax Ta AUC, ckopHroBaHi 3a Macoro
Tij1a, OyJIM CXO0XK1 JUIst 000X TpyIl, TOMY 3MiHa /103U (pedyKcOoCcTaTy 3aJeKHO BiJ] CTaTl HE MOTPiOHA.

Kuainiuni xapakrepucTuku.

Ilokaszanna.

Jlikectisi 80 mr ta JlikBecTis 120 mr

JIikyBaHHSI XPOHIYHOI TiNepypuKeMii IpU 3aXBOPIOBAHHAX, L0 CYMPOBOJKYIOTHCS BiAKJIAIaHHAM
KpUCTaJIIB ypaTiB, y TOMY YHUCIII IIPU HasBHOCTI TOQyCiB Ta/abo MOJAarpM4yHOro apTpUTy B JaHUM dac
M B aHAMHE31.

JlikecTissi 120 mr

JlikyBaHHS Ta mpo(ijakTHKa TinepypuKeMii y JOpOCIUX MAalli€HTIB, SKI MIAI0ThCs XiMioTeparii 3
MIPUBOJIY T€MATOJOTIYHHUX 3JIOSIKICHUX HOBOYTBOPEHb 3 MOMIPHUM a00 BHCOKHM PU3HKOM CHHIPOMY
mizucy nyxaunu (CJIII).

[Ipenapar JlikBecTis Moka3zaHWW JOPOCIHUM TAIIEHTAM.

Ilpomunokaszanns.
lNnepyyTnuBICTh 10 aKTHBHOI pPeUYOBHMHU ab0 10 Oyab-iKoi JOMOMIXHOI PEUYOBHMHU Tpernapary,
3a3Ha4yeHol y po3au « Ckiaoy.

B3aemooia 3 inwmumu nikapcoKumu 3acodbamu ma inuwii 6UOU 83a€MOOIil.
Mepkanmonypun/azamionpuH.

BiamoBigHo 10 MexaHi3My cBO€i mii (eOykcocTaT MpPUTHIYYE KCAHTHHOKCHIA3y, TOMY CYITyTHE
3aCTOCYBaHHS HE PEKOMEHIYeTbca. [IpUTHIYEHHS KCAaHTUHOKCHAA3WM MOXKE TPU3BOJUTH JIO



MiABUILEHHS KOHIEHTpalii 000X MpemapariB y Ija3Mmi KpoBi, II0 MOXXE BUKIMKATH TOKCHYHY
peakmito. JlocmimkeHHs B3aemomii  ¢deOykcocTaTy 3 MpenapaTaMy, IO MeTa0oJi3yIThCA
KCaHTHHOKCH/1a3010 HE MTPOBOIUIIOCS.

HocmimxenHs B3aemofii ¢eOykcocTaTy il Yac IMUTOTOKCHYHOI XiMioTeparii He MpoBOAWIOCS. Y
nporeci pochipkeHHs manieHtam 13 CJIII 3 gekinbkoMa pexuMaMu XimioTepamii Npu3HAYaIH
¢debykcoctar y mo3i 120 Mr, BKIOYAIOYM MOHOKJIOHAJIBHI aHTUTUIA. OIHaK T dYac I[bOTO
JOCIIJUKEHHST B3a€MOJIl JIIKAPCHKUI MpenapaT-IiKapchbKUil mpenapaT 1 JIKapChbKUM mpenapat-
3aXBOPIOBAHHS HE JOCHIDKyBalIHCS. ToMy MOXJIHMBI B3aeMoaii 3 OylIb-IKUMH LMTOTOKCHYHUMU
npernaparam, SKi CyMiCHO MPU3HAYAIOTHCS, BUKIIOUATH HE MOXHA.

Poszuenimason/cyocmpamu CYP2CS.

debykcocrar € cimabkum inridiropom CYP2CS8 in vitro. B mporieci AOCHIKEHHS Y 3I0pPOBHX
I00poBOJIBIIB, mapanensHe BBeneHHS 120 mr ¢ebykcocraty 1 pa3 Ha 100y Ta 0JHOPA30BOi J103M
pO3UrIIiTa30Hy 4 Mr HE BIUIMBAJIO Ha (PapMaKOKIHETHKY PO3WIIITA30HY 1 Horo mertabomity N-
JIE3METUIIPO3UTIIITa30HY, 110 AEMOHCTPYE, 1110 dedykcoctaT He npurniuye CYP2C8 depment in vivo.
Takum ynHOM, OTHOUYACHE BBeJeHHs dedykcoctary 1 po3urmitazony adbo inmux CYP2C8 cyOcrpatis
HE BUMAarae KOPEeKIIii 1031 JJIs [TUX Mpernaparis.

Teoginin.

[TpoBeneHo mocmipkeHHS B3aeMoii pedykcocTaTy 3a y4acTiO 3I0pPOBUX JOOPOBOJIBIIB IJIsS OLIHKH
BIJTUBY MPUTHIYEHHS KCAaHTMHOKCUA3W Ha 30UIbIICHHS PiBHSA Teo(DiiHYy B HUPKYIIOOUIA KPOBI, LI0
CIOCTepirajgocs 3 iHIIMMH iHTIOITOpaMH KCaHTHHOKCHAA3HW. Pe3ymbraTh mokasaiu, IO OJHOYAaCHE
3actocyBaHHA (ebykcoctary y n031 80 mr Ta teodimiHy y no3i 400 Mr He mokaszaio KOTHUX
(apMakOKiHETHYHHNX B3aeMOJIid a0o BIIMBY Ha Oesreky Teoduriny. Takum umHOM, (edykcocTar y
1031 80 Mr MoXxHa 3aCTOCOBYBaTH OJHOYAcHO 3 Teo(dimiHOM Oe3 ocoOIMBUX 3acTepexeHb. JlaHux
o010 103U Gedykcocrary 120 mr HeMae.

Hanpoxcen ma inwi ineibimopu enoxypoHizayii.

MeTtabomizm (ebykcocTaTy 3alnekuTh Bif akTUBHOCTI (epmenty Y ID-rmrokypoHinTpancdepasu.
JlikapchKi 3ac00H, 110 MPUTHIYYIOTh MPOLIEC TIIIOKYPOHi3allii, HAMPUKIIA] HECTEPOiqHI MPOTU3anaibHi
3acobu (HII33) Ta mpoOeHerya, TEOPETHYHO MOKYTh 3MIiHIOBaTH BHBEICHHS (edykcocraTy. Y
3JI0pOBUX JOOPOBOIIBIIB MPU OJHOYACHOMY 3aCTOCYBaHHI (pedyKcocTaTy Ta HampokceHy mo 250 mr
2 pa3u Ha 100y criocTepiranocs mocwieHHs Aii pedykcocraty (Cmax) ctaHOBUTH 28 %, AUC — 41 %,
ty2 (mepion HamiBBUBEACHHS) — 26 %). Y mpolieci KIIHIYHUX JTOCIIKeHb 3aCTOCYBaHHS HApPOKCEHY
ta 1HmuX HII33/inribiropis L[OI'-2 He cymnpoBoKyBamocs KIIHIYHO 3HAYYIIUM 30UIbIIEHHSIM
MOOIYHUX pEeaKIlii.

®debykcocTaT MOKHA OJTHOYACHO 3aCTOCOBYBATH 3 HAIIPOKCEHOM 0€3 3MIHH iX J03H.

Inoykmopu entokyponizayii.

[Totyxni iHaykTopu VY®D-rmokypoHinTpaHcdepasn MOXYThb IOCHUIIIOBaTH MeTabomi3M  Ta
3MEHIIyBaTH e(QeKTHBHICTh (eldykcocTaTy. Y HAaIll€HTIB, AKI 3aCTOCOBYIOTh MOTY)XKHI 1HJYKTOPH
TJIIOKYPOHI3allii, pEeKOMEHIye€ThCSl KOHTPOJIIOBATH PIBEHb CEYOBOI KUCJIOTH Yy IJIa3Mi KpoBl uepe3 1-
2 TixHI ogHOYacHO! Tepamii. [Ipu BigMiHI 1HAYKTOpa TIIOKYpOHi3allii MOKIIMBE MiJBUIICHHS PiBHS
(hebykcoTaTy y ma3mi KpoBi.

Konxiyun/inoomemayun/2iopoxnopomiazud/eapgapun.

®debykcocTaT MOKHA OJTHOYACHO 3aCTOCOBYBATH 3 KOJIXIIIMHOM a00 1HJIOMETAIlMHOM 0€3 3MIiHU J03HU

Ipernaparis.
Takoxx He mOTpiIOHO 3MiHIOBaTH 103y (QedykcocTaTy TMpU OJHOYACHOMY 3aCTOCYBAaHHI 3
T1IpOXJIOPOTIA3UIIOM.

OnnouacHe 3actocyBaHHs (¢eOykcocTtary 3 Bap(apuHOM HE BHMara€ 3MIHM J03H OCTaHHBOTO.
3acrocyBanHsa (eOykcoctary (80 mr a6o 120 mr 1 pa3 Ha n00y) 3 BapdapuHOM HE BIUIMBAaE Ha
(hapMakOKiHETHKY OCTaHHBOTO. OHOYACHE 3aCTOCYBaHHS 3 (eOyKCOCTaTOM TAaKOXX HE BIIMBAJIO Ha
MHO Ta akTuBHicTh ¢akTopa VIL

Hesunpamin/cyocmpamu CYP2D6.

3a nmaHuMu, OTpUMaHMMH N Vitro, ¢edykcocrar e cimadkum iHriditropom CYP2D6. ¥V mpoueci
JOCIKEHb 32 y4acTIO 37J0pPOBHX J0OpPOBOJIBLIB, siKi oTpuMyBanu 120 mr ¢edykcocraty 1 pa3 Ha
100y, cnoctepiranocs 36unbieHHss AUC nesunpaminy (cyocrpar CYP2D6) na 22 %, mo CBiIYUTH
npo cnabKy MpHUrHivyBaibHY it hedykcoctary Ha pepment CYP2D6 in vivo.

TakuMm YMHOM, MpH OJHOYACHOMY 3acTocyBaHHI (ebykcoctaty Ta cyOctpaTiB CYP2D6 nHemae



HEOOX1AHOCTI 3MIHIOBATH X JO3H.

Anmauyuoni 3acoou.

[Ipu ogHOYacHOMY 3acTOCYBaHHI 3 aHTALWIAMHU, IO MICTATH MAarHilo TiAPOKCHI Ta alOMiHiIO
TIAPOKCHJI, BIIMIYAETHCA 3aTpUMKa BCMOKTYyBaHHA (eOykcoctaTy (mpubiu3Ho Ha | romuHy) Ta
smeHmeHHsT Cmax Ha 32 %, omHak AUC ¢ebOykcoctary CyTTEBO HE 3MIHIOETBCS, TOMY QedykcocTar
MOJKHA ITOE€THYBATH 13 3aCTOCYBAHHSIM aHTAIMIHUX 3aCO0iB.

Ocoobnusocmi 3acmocy8annsi.

Cepyeso-cyounni 3ax60pro6anHs.

JIiKyBaHHS XpOHIYHOI rirepypukemii

debykcocTaT HE PEKOMEHIYETHCS 3aCTOCOBYBATH IMAIIEHTaM 3 1MIEMIYHOIO XBOPOOOIO cepils abo
3aCTIHHOIO CEPIIEBOIO HEIOCTATHICTIO.

Y nmocmimkennsx APEX ta FACT y 3zaransHili Tpymi (eOykcocTaTy MOPIBHSHO 3 TPYIOIO
AJIOIYPUHOITY MTOB1IOMJISUTH TTPO 301IBIIEHHS KIJIBKOCTI OPYIIEHB 3 OOKY CEepLeBO-CYAMHHOI CUCTEMHU
(Anti-Platelet Trialists’ Collaboration (APTC)) (Bu3HaueHHS KiHIIEBUX TOYOK y TPy CYMICHOTO
a”amizy anrurpomoorurapsoi teparii (APTC), y T. 4. 3 IeTaJpbHUM HACTIIKOM Y 3B 3Ky 3 CEPIIEBO-
CYJIMHHHMM 3aXBOPIOBaHHAM, 1H(PAPKTY Miokapa 0e3 JeTalbHOr0 HACTIAKY, IHCYIbTY 0€3 JeTaIbHOTO
Hacminaky) (1,3 mopiBasiHO 13 0,3 BumankiB Ha 100 marieHTO-pOKIB), HA BIIMIHY Bif JOCIIKCHHS
CONFIRMS. Yacrorta nopyuieHs 3 00Ky cepueBo-cyaunHoi cucremMu (APTC), npo ki moBiqoMIIsiin
B JIOCHIDKCHHSAX, y KoMOiHOBaHmx pociipkeHHsx ¢asu I (mocmimkxenns APEX, FACT Ta
CONFIRMS) cranouna 0,7 mopiBasuo i3 0,6 Bumaakie Ha 100 mamienro-pokiB. B pamkax
JOBIOCTPOKOBHX HIMPOKOMACIITAOHUX JOCIHIPKEHb YacTOTa CEePIEBO-CYAHMHHUX TOPYIIEHB, PO SKi
noBigoMisiocs, ckmana 1,2 ta 0,6 BumagkiB Ha 100 mamieHTo-pokiB [uist ¢edykcocTtaty Ta
QJIOIYPUHOIY BIAMOBiAHO. BimMiHHOCTI HE OynM CTaTUCTHYHO JOCTOBIPHI, TPUYMHHO-HACIIIKOBHNA
3B’SI30K MK BKa3aHHMH MOPYHICHHSIMH Ta 3aCTOCYBaHHAM (edykcocTary OyB BiacyTHiiH. DakTopamu
1IeHTU(IKOBAaHOTO PHU3MKY Y TaKHX MAI[l€HTIB OyinM BHSBICHI 3aXBOPIOBAaHHS, LI0 BHUHUKIH B
pe3ynbTaTi arepockiiepody Ta/abo iHdapkTy Miokapaa abo 3acTiiHOI ceplieBOi HEJOCTAaTHOCTI B
aHaMHe3l.

IIpoginakmuxa i nikyeanms cinepypuxemii y nayicumis i3 pusuxom poszsumy CJII1

[TamienTn, sSKi miAmawTbes XiMmioTepamii 3 TPUBOAY TeéMaTOJOTIYHUX 3JIOSKICHUX HOBOYTBOPEHB 3
noMipHuM abo BucokuMm puszukoM CJIIT Ta 3actocoByroTh mpemnapar JIikBecTis, mpH HasSBHOCTI
KJIIHIYHHUX TTOKa3aHb 3HAXOASTHCS M1 HATJISI0M Kap/aioJora.

Anepeis/cinepuymaugicms Ha NiKAPCoKi 3aco0U.

VY Mexax MOCTMapKeTHHIOBOI'O HArjsAy OynM piAKICHI TOBIJOMJIEHHS IMPO CEpHO3HI aiepriui
peakiii/peakuii rinep4yTmIMBOCTI, Y TOMY YHCII 3arpo3jlMBOro Ais XHUTTA cuHipomy CriBeHca-
JI>KOHCOHA, TOKCHYHOTO €MiJIEPMAIIbHOTO HEKPOJIi3y Ta TOCTPUX aHA(UIAKTUYHHX PEAKIINA/IIOoKY. Y
OUTBIIOCTI BHUMNAJKIB Taki peakiii CIOCTEpIraiucs TMPOTATOM MEPLIOro Micsls 3acTOCYBaHHS
¢debykcocTaTy. ¥V KIUIBKOX, ajie HE y BCiX, MALIEHTIB CHOCTEPIrajaucs MOPYLUIEHHS HUPKOBOI (PyHKIIIT
Ta/abo rinepuyTIUBICTb 0 aJONypUHOIY B aHaMHe31. TsDKKI peakiii rinep4yyTyinBOCTi, Y TOMY YHUCII
peaxiii, 10 CyNpOBOKYIOTbCA e€o3uHO(piIier0 1 cucteMHumu cumntomamu (DRESS-cunapom), B
JesKUX BHIAAKax OynM TMOB’s3aHI 3 TapsuKO0, I'eMaTOJOriyHOI, HUPKOBOK a00 MEeYiHKOBOIO
HEJO0CTaTHICTIO.

[TaienTn MoBUHHI OyTH NpPOiH(GOPMOBaHI MPO O3HAKM Ta CHUMOTOMH TiNepyyTJIMBOCTI/ajeprii, a
TaKO0X 32 HUMH CJI1J] CIIOCTEPIraTH II0A0 PO3BUTKY TakuX peakiiil. [Ipu mosiBi cepiio3HUX anepriuHux
peakiiif/peakniii rinepuytiauBocti, cunapoMy CriBeHca-/[KOHCOHA B TOMY 4YHCIi, 3aCTOCYBaHHS
¢bebdykcocraty Tpeba HEraiiHO NMPHUIMHWUTH, OCKUIBKH paHHE MPUITUHEHHS 3aCTOCYBAHHS ITOKPAIIyeE
MPOrHO3. SIKIIO y MalieHTa Maliu MICIe ajlepridHa peakiis/peaKiiis TinepuyyTiIuBOCTi, Y TOMY YHCHI
cuapom CriBeHca-J[>KOHCOHA, Ta rocTpi aHapUIaKTUYHI PEaKIii/IIOK, TO MOBTOPHE MpHU3HAUYEHHS
(hebykcocTaTy IPOTUTIOKA3aHO.

3acocmpenus (nanad) nooaepu.

JlikyBanHs1 (eOyKcocTaToM CIiJi PO3MOYMHATH TUIBKM Yy TMepioj] MICIs 3aroCTPEeHHS XBOPOOH.
®delykcocTaT MOXe CIPOBOKYBAaTH Hamaj MOJarpy Ha MOYaTKy JIKYBaHHS 3a paxyHOK 3MIHU PIBHS
CeyoBOi KHMCJIOTH y CHPOBATI 4epe3 BUXia ypaTiB i3 aeno. Ha mouaTky nikyBaHHs ¢eOykcocTaTtoMm
pexomenayetbest npuzHaunTi HII33 abo konXiluH Ha TEpMiH HE MEHIIIe 6 MICSLIB /Ul MPO(LIaKTUKI
Harma/iB moJarpu.




[Ipu po3BUTKY Hamagy Ha TJIi 3acTocyBaHHS (pedykcocTaTy JIIKyBaHHS NMPOJOBXKYIOTh. OIHOYACHO
MIPOBOJATH BIJIMOBIIHY 1HAWBINyaJIbHY TEpalliro 3arocTpeHHs nogarpu. [Ipu TpuBamomy 3acTocyBaHHI
(ebykcocTaTy 4acToTa Ta TSDKKICTh HalaiB MOAarpy 3MEHIITYIOTHCS.

Bioknaoenns kcanmunie.

V narieHTiB 3 IPUCKOPEHUM YTBOPEHHSM ypaTiB (HAPUKIIAA, Ha TJIi 3JI0SIKICHUX HOBOYTBOPEHb Ta iX
JiKyBaHHs a0o npu cuHapoMi Jlem-HixaHa) MOXiIMBe CyTTeEBE 301IbIIICHHS A0COTIOTHOI KOHIIEHTpAITii
KCaHTHHIB Yy C€4i, II0 CYNPOBOKYETHCS iX BIOKJIAQJEHHSIM y CEUYOBMBIIHHMX HUIsixax. Llporo He
CIIOCTepIirajaocs B OMOPHOMY KJIiHIYHOMY aociipkeHHi ¢pedykcocrary npu CJIII. Yepe3 oOmexeHICTh
JIOCB1]ly 3acCTOCyBaHHS (eOyKcoCTaT He TTOKa3aHui mamienTam npu cuaapomi Jlemr-Hixana.
Mepkanmonypun/azamionpuH.

@®elOykcocTaT HE PEKOMEHAYEThCS 3aCTOCOBYBAaTH MallieHTaM, $IKI OJHOYAaCHO OTPUMYIOTh
MEpPKaNTOIypHH/a3aTiONPHH.

SAxmo komOiHaIii HE MOXHAa YHHKHYTH, CTaH TAII€EHTIB CIIJ PETEeIbHO KOHTPOIIOBATH.
PexomeHyeThCSI 3HIDKEHHS JIO3M MEPKANTONypuHY a0o0 a3aTionpuHy A YHUKHEHHS MOKJIMBHX
reMaToJIOTTYHHUX e(EKTiB.

THayienmu, axi nepeneciu mpaucnianmayiro opeanis.

JlocBiny 3acTocyBaHHs eOyKcocTaTy Iii Kareropii maiieHTiB HEMae, TOMY 3aCTOCYBAaHHS Ipenapary
HE TTOKa3aHo.

Teoginin.

OnHOpas3oBe oJHOYACHE 3acTocyBaHHs (eOykcoctaTy y no3i 80 mr ta Teodinminy y mo3i 400 mr He
MOKA3aJI0 KOJHUX (apMaKoKiHETHUHUX B3aeMoiid. PedykcocTar y 1031 80 M MO>KHA 3aCTOCOBYBATH
OJTHOYACHO 13 TeodiliHOM 0e3 pU3HKY IiIBUIICHHS KOHIEHTpaIil TeoiniHy y mia3mi Kposi. JlaHux
o0 103U gedykcocrary 120 mr Hemae.

3axsoprosanns neuinku.

VY mnponeci komOinoBaHoi (asu Il kminiyHUX gochimkeHb, y 5,0 % mnaiieHTiB, SKi OTPUMYBAIH
¢bebykcocrar, crocrepiraiucs HE3Ha4HI 3MiHM TICUIHKOBHX ITOKa3HUKIB, TOMY PEKOMEHIYETHCS
nepeBipaTd (GYHKI[IOHATbHI TEYIHKOBI TMOKAa3HUKW N0 MpHu3HAueHHS ¢edykcocTaTy Ta Mia dac
JIKyBaHHS IPU HAsIBHOCTI IMOKa3aHb.

3axeoprosants wumosuOHoI 3a103u.

VY 5,5 % mnamieHTiB, siki oTpuMyBaiu (HeOyKCOCTaT MPOTATOM TPHUBAIOIO dHacy, CHOCTEepirasocs
niasumenas TT (> 5,5 MmkME/Min) mij yac AOBrOCTPOKOBHMX BIJKPUTUX PO3IIMPEHUX JTOCIIIKEHb.
Tomy mikapcbkuil 3aci® ciiJi 3 OOEpeKHICTIO NMPU3HAYaTH MallieHTaM 13 NOpYyIIEHHSAMHU (QyHKIIi
IIUTOBU/IHOT 3aJI03H.

Jlakmosa.

Jlikapcpkuit 3aci6 MicTUTh JlakTo3y. IlamieHTam 13 pPiIKICHUMH CIAaJKOBHUMM 3aXBOPIOBAHHSIMH,
OB’ SI3aHUMHU 3 HENEPEHOCHMICTIO TaJIaKTO3M, HEIOCTATHICTIO JakTa3u Jlanma abo mopylieHHAM
BCMOKTYBaHHsI IJIFOKO3M/TalaKTO3H Mpenapar He MOKa3aHUi.

3acmocysanns y nepioo eazimnocmi abo 200y8anus epyooio.

Bacimnicmo

OOMexeHuit JOCBiJ 3acTocyBaHHs (peOykcocTaTy MmiJl 4ac BariTHOCTI CBIAYUTH PO BIACYTHICTh
HECHPUSTIUBOTO BIUIMBY INpenapaTry Ha repedir BariTHOCTI Ta 3740POB’S IUI01a/HOBOHAPOIKEHOT0. Y
X0l JOCHIKeHb Ha TBapMHaX He OyJ0 MOMIYeHO Horo mpsiMoro abo HempsMOro MoOIYHOTO BILIUBY
Ha Tepedir BariTHOCTI, PO3BUTOK eMOpioHa/ruiofa Ta mepelir mosoriB. lloTeHmitHUN pu3uK mis
moauHu HeBinomuid. debykcocTaT He CIlijJl 3aCTOCOBYBATH il Yac BariTHOCTI.

Ilepioo 200ysanns 2pydoio

HeBizomo, um mnponukae ¢ebykcocrar y rpyAHE MOJOKO JHOAMHHU. [loCHiJKeHHs Ha TBapuHaX
nmokaszay, mo (hedykcocTaT MPOHUKAE Y TPYIHE MOJIOKO Ta BHSIBIISIE HETATUBHHUH BIUIMB Ha PO3BUTOK
HOBOHAPOJKEHUX, SIKMX TOAYIOTh IIUM MOJIOKOM. PH3MK MOTparuisHHS mpenapaTy B IPyAHE MOJOKO
He Moke OyTH BUKIIIOUeHH. DeOyKcocTaT He CIIiJ 3aCTOCOBYBATH y MEP10/1 TOAYBAHHS TPYIUTIO.
Depmunbricmo

HocmimxenHs GepTIIBHOCTI Ha TBapWHAX y 1031 48 MI/Kr/mo0y He BUSBHIN 3aJ€KHOCTI TOOIYHUX
peakiiif Bix no3u. [lis npenapary JlikBecTiss Ha penpoAyKTUBHY (YHKIIIIO JIOAMHU HEBiIOMA.



30amuicmy enaueamu Ha WEUOKICMb pearkyii npu KepyeaHHi A8MOMPAHCNOPMOM abO IHUUMU
MexXarnizmamu.

Bynu noBigomMiIeHHS IIPO PO3BUTOK COHJIMBOCTI, 3alIaMOPOYEHHS, MTapecTe3iil Ta MOPYIICHHS YiTKOCTI
30py Ha T 3acTtocyBaHHs (peOykcoctaty. ToMmy mamieHTam, siki 3aCTOCOBYIOTH Tpernapat JIikBecris,
PEKOMEHAYETbCs OyTH OOEpeXHHM IpH KepyBaHHI aBTOTPAHCIOPTHUMH 3aco0amu Ta poOoTi 3
IHITUMH MEXaHi3MaMH JI0 TOTO 4Yacy, TOKH BOHU HE OYyJyTh BIIEBHEHI Y BIJICYTHOCTI BUIIE3a3HAYCHHUX
NOOIYHUX SIBUII] TIPETIapary.

Cnoci6 3acmocysannsa ma 0o3u.

[o3yeanns

Ilooaepa.

PexomennoBana no3a npenapaty JlikBectiss craHoBuTh 80 Mr 1 pa3 Ha 100y mepopaibHO, HE3AIECIKHO
Bl BXXMBaHHA DKi. SKIIO KOHIEHTpAIlis C€YOBOi KHUCIOTH B CHPOBATIl KPOBI MepeBUILYyE 6 MI/IT
(357 mxmonb/nm) micng 2—4 TWKHIB JIIKYBaHHS, CIiJ PO3TJSHYTH MiABHIICHHS JO3HM Mpenapary
JlikBectiss o 120 mr 1 pa3 Ha 100y. Edekrt nmikapchbkoro 3aco0y BUSABISIETHCS JOCHTH IIBHAKO, IO
POOHUTH MOJIMBHM IOBTOPHE BH3HAYCHHS KOHIIEHTpALli CEYOBOI KUCIOTH uepe3 2 THXHI. MeToro
JIKYBaHHS € 3MCHIICHHsS KOHIICHTpallii ce4oBOi KHMCIIOTH Ta MIATPUMKA i Ha PiBHI MEHIIe 6 MrI/mi
(357 mxmonb/1).

TpuBamicTs NpodIAKTUKY HAITA IiB IMOJArpyU CTAHOBUTH HE MEHIIE 6 MiCSIIiB.

Cunopom nizucy nyxaunu (CJIII).

PexomennoBana no3a npemnapary JlikBectiss craHoBuTh 120 Mr 1 pa3 Ha 100y nepopanbHO, HE3aIeKHO
BIJT B)KUBAaHHS TKI.

3acrocyBaHHsa mnpenapatry JlikBecTis ciig po3MOYMHATH 3a JIBa JHI 0 MOYATKy UUTOTOKCHUYHOL
Teparii 1 IpoIOBXKYBaTH IOHaWMeHIIe 7 10, OAHAK TPUBANICT TEpaIlii MO>KHA MOJOBXUTH 10 9 11i6
BIJIMOB1THO JI0 TPUBAJIOCTI XiMioTepanii Ta KJI1HIYHOT OI[IHKH.

THayienmu nimnbo20 BiKY.

Jlist i€l kareropii MaieHTiB KOPEKIlis 1031 He OTpiOHa.

Hupkosa neoocmamuicmeo.

VY maiieHTiB 3 TSHKKUM MOpYIIeHHSIM (QyHKIIT HUPOK (KiaipeHc kpeatuHiny <30 Mi/XB) e(eKTUBHICTh
Ta Oe3lmeKa 3aCTOCYBAaHHS JIIKApCHKOro 3aco0y BHBUEHI HEIOCTAaTHRO. llamieHTaMm i3 MOpYIICHHSIM
GyHKILIT HUPOK JIETKOro abo MOMIpHOTO CTYHEHs KOPEKIIis 103U He MOTpioHa.

Ileuinkoea neoocmamuicme.

HocnipkeHHss e(pekTUBHOCTI Ta Oe3neku ¢edykcocTaTy y MAaLi€eHTIB 3 TSKKOK IE4iHKOBOIO
HenoctatHicTio (kiac C 3a mkanoro Yaitnna-I1"10) He mpoBoausocs.

[Tonarpa. I1pu mopyiieHHi GyHKIIT IEYiHKYU JIETKOTO CTYIEHsI PEKOMEHI0BaHa /1032 CTaHOBUTH 80 MT.
JlocBizl 3acTOCyBaHHS JIKapChbKOTO 3aco0y Mpu MOpYIIEHHI (YHKII MEYIHKM MOMIPHOTO CTYIEHS
OOMEKeHHH.

Cungpom mizucy nyxauau (CJIII). I3 omopnoro pochimxenHs ¢aszu Il (FLORENCE) Oymu
BUKIIIOUEHI TUTBKU CYO’ €KTH 13 MEYIHKOBOIO HEIOCTATHICTIO TSKKOTO CTymeHs. [[is marlieHTiB, siKi
OyJM BKJIFOYEHI B JJOCIIIPKEHHS, KOPEKIIisl 103U y 3B 3Ky 13 CTAHOM (YHKI[1M MIEUIHKHU HE MOTpiOHa.
Cnocib 3acmocysanns

J171st IepopasibHOTO 3aCTOCYBaHHSI.

JIiKBeCTisl 3aCTOCOBYEThCS NEPOPATBHO HE3aJIEKHO BiJ] BYKUBAHHS TKI.

Himu.
besneka Ta edekTUBHICTh 3acTocyBaHHA npenapaTy JlikBecTis nAiTaM BikoM A0 18 pokiB He
BCcTaHOBJIEHI. J[aHi III0J10 3aCTOCYBaHHS BiICYTHI.

Ilepeoosysanna.
V pa3i nepeno3yBaHHs OKa3aHa CUMIITOMAaTHYHA Ta MiITPUMYyIO4a Teparisl.

Ilo6iuni peaxuii.

Pestome npoghinio 6e3nexu.

Haityactimumu 1oOIYHMMM — peakUisiMM Y KIIHIYHUX JociipkeHHax (4072 maiieHTd, ki
3actocoByBaiM 103y Biag 10 no 300 mr) ta B mporieci MOCTMApKETUHIOBOTO HArjsily y MAalli€eHTIB 3



NoJarporo OyNu 3arocTpeHHs (Hamaau) MOJarpu, MOpyIIeHHS (YHKIII ME4iHKH, MPOHOC, HYAOTA,
TOJIOBHUM 017k, BUCHMaHHS Ta HaOpsku. L1 peakiii manu, y OIIBIIIOCTI BUTIAKIB, JIETKUI Ta cepeaHiit
CTYHiHb TSKKOCTI. [1i yac mMOCTMapKETMHIOBOTO HAMIALY OYyJIH MOBIAOMIIEHHS IPO PIAKICHI BUITAKU
CEpPHO3HUX peaKIliil TimepuyTaAuBOCTI Ha GedyKcocTar, AesKi 3 HUX CYMPOBOHKYBAINUCS CHCTEMHUMH
peaKIisMu.

VY Tabnumi 2 3a3HaueHi MOOIYHI peakilii, SKi BUHUKAIN MMPU 3acTOCyBaHHI (eOyKCcoCTaTy Mali€eHTaMH
Ta KIacu(ikoBaHi TakuM 9HOM: 9acTo (Big > 1/100 mo < 1/10), vewacro (Bix > 1/1000 qo < 1/100) Ta
pinko (Bim > 1/10000 mo < 1/1000). YacTtoTa pO3BUTKY IPYHTYETHCS Ha JOCHTIDKCHHSIX Ta
MIOCTMApKETUHTOBOMY JTOCBIJIi I0JI0 MAIIEHTIB 13 OJArPOIO.

VY KOXHIH TpyIli 3a YacTOTOIO PO3BUTKY IMOOIYHI peakilii MpeACTaBIeHI Y MOPSAKY 3MEHIICHHS
CTYIEHS TSKKOCTI.

Tabmuns 2.
[To6iuni peakmii, mo cmocrepiramucs y (a3i 3 KOMOIHOBAaHHMX PO3IIMPEHUX JTOBIOCTPOKOBUX
JOCITIJDKEHB Ta B TIEP10]1 MOCTMAPKETHHIOBOTO CIIOCTEPEKEHHS y MAIIEHTIB 13 IMOJIarpolo.

3 Ooky kpoBi Ta mimdaruyHoi | Pinko

CUCTEMU [TantiuTONEHIS, TPOMOOIIMTOIICHIS, arPaHyJIOIUTO3™
3 60Ky IMYHHOT CUCTEMH Pinko

AnHadinakTH4Hi peakuii*, rinepuyTauBiCTh 10 mpenapary™
3 OOKy €HJJOKpUHHOI CUCTEMHU Heuacro

[TigBuIIEHHS PiBHS TUPEOCTUMYIIOIOYOTO TOPMOHY KPOBI
3 OOKy oprasiB 30py Pinko

3arymaHeHuii 3ip

3 Ooky xapuyBaHHd Ta oOMiHy | HacTo***

pe4OBUH 3arocTpeHHs (Hamajau) noaarpu

Heuacro

HykpoBmii nmiaGer, rimepmimigeMis, 3HWKCHHS areTuTy,
301IbILIEHHS MacH Tijla

Pinko

3HMKEHHS MacH TiJIa, MMiIBUIIEHHS aleTUTy, aHOPEeKCis

3 60Ky NICUXIKH Heuacto

3HMKEHHS 110110, 0€3COHHS
Pingko

HepBo3HicTh

3 OoKy HEpPBOBOI cucTeMH Ta opraHiB | Yacto

9yTTS I'onoBHwmit 61116

Heuacto

3amaMopoYeHHs, mapecTesii, reminapes, COHIUBICTh, 3MiHA
CMaKOBOT'O CIIPUUHSITTSI, T1IeCTe31s1, MOCIA0JICHHS HIOXY

3 OOKy OprasiB CiIyXy Ta JJAOIpUHTY Pinko
Illym y Byxax

3 60Ky cepIieBOi CUCTEMU Heuacto

Di0puIsIis Iepeacepab, BITIYTTS CEPLUEOUTTS, BIAXUICHHS
Bix Hopmu Ha EKI', 6rmokazna miBoi Hixkku myuka ['ica (auB.
po3nin «CuHAPOM Ji3UCY MyXJIHMHMUY»), CHHYCOBa TaxXiKap.is
(nuB. po3ain «CHHIPOM JTI3UCY MYXITHMHI)

3 00Ky CYAMHHO1 CHCTEMU Heuacto

ApTtepianbHa  TiNepTEH3is, NPUIUIMBH, MNPUILNIUBA 3
BITUYTTSM >Kapy, KpoBoTeui (AuB. po3aia «CHUHIPOM Ji3UCY
MTYXJTMHI)

3 00Ky IuXalbHOI CUCTEMU Heuacto
3anuuika, OpoHXIT, iH(eKUii BepXHIX IUXaJbHUX HUISXIB,
Kalenb

3 60Ky TpaBHOI CUCTEMU Yacto




Hiapes™**, nynora

Hegacro

binb y JKuBOTi, 3IyTTS JKUBOTA, racrpoe3odareaibHa
pedrokcHa XBopoOa, OJt0BaHHS, CyXICTh Y POTI, JUCTIENCIs,
3armop, 4YacTi BHUIIOPOKHEHHS, METEOPU3M, AMCKOMOPOPT y
NUTYHKY a00 KHIICYHUKY

Pinko

[TankpeatuT, BUpa3Ku B IIJISHIIN POTA

3 OOKy MEYIHKH Ta KOBUYOBUBITHUX
[LUISIX1B

Yacto

[Topymenns QyHkIii nedinkm™**

Heuacto

JKoBuHokam’siHa XxBOpoOa

Pigko

I'emaTuT, )KOBTAHULI*, IEYIHKOBA HEJOCTATHICTE *

3 OOKy HIKipH Ta HiALIKIPHO-KUPOBOI
TKaHUHU

Yacto

Bucunanus (y ToMy 4Ymclli BHCHNAHHS 3 OUIBII HU3BKOIO
9aCTOTOX) BUHUKHEHHS, TUB. HIKUE)

Heuacto

JlepMatuT, KpONUB’siHKA, CBepOiX, 3MiHa 3a0apBIICHHS
IIKipYU,  TIOMIKOJDKEHHS  IIKIpHW, TeTexii, I’ SITHUCTI
BHCHUIIaHHS, MAaKyJIONAMyJIb03HI BHCHIIAHHS, NamyIbO3H1
BHUCHUIIaHHS

Pinko

Tokcuunuit enigepmanbHuil HeKkpori3™®, cunapoM CTiBeHca-
Jl>xoHcoHa*, aHTioHaOpsK*, peakiii Ha Mpemnapar, o
CYNIPOBODKYIOTbCS ~ €03MHO(UIIEI0  Ta  CUCTEMHHUMH
CUMIITOMAaMU™®, TeHepali30BaHI BHCHUNAHHS (cepiio3Hi)*,
epureMa,  ekcQoiiaTUBHI  BUCUIAHHS,  (DOMIKYJISPHI
BHCHUIIAHHS, BE3WKYJIbO3HI  BHUCUIAHHS, IyCTYJbO3HI
BHCHIAHHSA,  CBepOJIsiYl  BUCHUIIAHHA™®,  €pUTEMAaTO3Hi
BHCHIAHHS, KOPEMOA10H1 BUCUITAHHS, aJIOMEIis, T1BUIIEHA
I TJIUBICTh

3 OOKy OINOPHO-PYXOBOTO amapary Ta
CHOTYyYHOI TKAHUHU

Hegacro

binb y cyrno6ax, apTpur, OuUIb y M’s3aX, CKEJIETHO-
M’S30BUH OUTb, CIIAOKICTh Yy M’si3aX, CYAOMH M s3iB,
CKYTICTh M 5131B, OypCUT

Pigxo

Pabnomioni3*, CKyTiCTh  CYIJ00iB, CKEIETHO-M s30Ba
CKYTICTb

3 OOKy HHpPOK Ta CEUOBUBITHUX
MISAX1B

Heuacro

HupxoBa HenocTaTHICTh, cedoKaM siHa XBopoOa, remaTypis,
MoJIaKiypisi, IPOTEIHYPis

Pigxo

TyOynoiatepcTuiiaibhuii  HePUT™, HAMONETINBI TO3UBU
JI0 CEYOBHITYCKAHHS

3 OOKy pempoOayKTUBHOI CHCTEMHU Ta
MOJIOYHHX 3aJ103

Pinxo
EpexTriibHa qucyHKIis

3 00Ky opraHi3zMmy 3arajiom

Yacro

Habpsaxu

Heyacro

[ligBuiena BTOMJIIOBaHICTh, OUIb Yy TPYyAAX, BITUYTTS
TUCKOM(pOPTY y TPYIsIX

Pinko

Crpara




JlogaTKkoB1 METOAH AOCIIIIKEHD Heuacto

[TinBuieHHs piBHS aMijia3u y KPOBi, 3MEHIIIEHHS KiTHKOCTI
TPOMOOIMTIB, 3MEHIICHHS KITBKOCTI JICMKOLUUTIB y KpPOBI,
3MEHIICHHS KIJTBKOCTI JIIM(OIUTIB y KPOBI, IiABUIIICHHS
piBHS KpeaTWHy B KpOBi, MiJBUIICHHS PiBHSA KpEaTUHIHY Y
KpOBi, 3HWKEHHS PIBHS T'e€MOTJIO0IHY KpOBI, ITiJABUIIICHHS
PiBHS CEYOBMHU B KPOBI, IiIBUIICHHS PiBHS TPHUIITILIEPHIIB
y KpOBi, MIABUIIEHHS PIBHA XOJIECTEPUHY B KpOBI,
3HMKEHHS reMaTOKpUTY, 1 ABUICHHS piBHs
nakraraerigporenasu (JIAI') y kpoBi, MigBHINEHHS PiBHSA
KaJIiio y KpoBi

Pinko

[TigBuieHHsT pIiBHSA TJIIOKO3W Y KpOBI, IOJOBXKEHHS
AKTUBOBAHOTO YaCTKOBOIO TPOMOOIIJIACTUHOBOTO dYacy,
3HIKCHHSI KUIBKOCTI EPUTPOLMTIB Yy KpPOBi, ITiIBUIICHHS
piBHS yxkHOI (ocharasu y KpoBi, MIJBHINCHHS PIiBHSA
KpeatuHpocdokinazu y Kposi*

* TloGiuHi peakuii, IO CIIOCTEPIraiucs B MeXax MOCTMapKETHHIOBOTO aHAIII3y.

** Jliapes Ta BIOXWJICHHS pe3ylbTaTiB (DYyHKLIIOHANIGHMX NpOO NEYiHKH BiJl HOPMHM, SKI BHMarajiy Teparii, o
croctepiranucs B gochimkeHHsx ¢asu III, po3BuBammcs dYacTimie y TAamieHTIB, SKi OTPHUMYBAIN CYIYTHIO TEpaIiio
KOJIXIIITHOM.

*#% JluB. po3min «Dapmaxoounamixay IONO YAaCTOTH 3arOCTpeHb (HAaiB) MoAarpw, mo crocrtepiramucs y ¢asi I
IHAMBIMyaTbHUX PAHIOMI30BaHUX KOHTPOJIEOBAHUX JOCIHIKCHb.

Onuc okpemux nooiyHUx peaxkyii.

Y Mexax MOCTMapKeTHMHIOBOIO HArIsIAy OynM TOBIIOMIICHHS NP0 PIAKICHI BUMAAKU CEPHO3HUX
peakiii rimepaymmBocTi Ha pedykcocrar, y ToMy uuchi cuaapom CriBeHca-/[)KOHCOHA, TOKCHUHUH
emiiepManbHU HEKpodi3 Ta aHadinmaktuyHi peakiii/mok. Cunapom CriBenca-/[)xoHcona Ta
TOKCHYHUH eMiJilepMaIbHUIl HEKPOJIi3 XapaKTePU3YEThCS MPOTPECYIOUYMM IIKIPHUM BHCHUIIAHHIM 3
OYyJIbO3HUM ypaXKEHHSIM HIKIpH a00 CIIM30BUX OOOJIOHOK Ta MOAPA3HEHHSIM CIM30BOi OOOJIOHKHU OYEH.
Peaxuii rimepuyrinuBocTi Ha GedyKcocTaT MOXKYTh MPOSBISATUCS TAKUMH CHMITOMAMH: IIKIPHUMH
peakuisMi, MI0 XapaKTepU3YIOThCS 1H(QIIBTPOBAHUMHU MAaKyJIO-MAMYIbO3HUMH BUCHIIAHHSIMU,
reHepanizoBaHUMH a00 eKc(OoJIIaTUBHUMM BUCHIIAHHSIMM, @ TaKOXX YPaKEHHSMHU LIKIpH, HAOPSIKOM
00IMYYsl, TapsIYKOI0, TeMATOJIOTTYHUMHU MOPYIIEHHSIMHU, TAKUMU K TPOMOOIIUTOMEHIS Ta €03UHOM1ITIS,
Ta YpaXEHHSIM OKpPeMHMX OpraHiB a00 KUIBKOX OpraHiB (MediHKa Ta HUPKH, y TOMY YHCHI
TyOyJIOIHTEePCTUIIATBHUA HEDPUT).

3arocTpeHHsl (Hamaav) MOJAarpy 3a3BUYail CIIOCTEPIrajucs HEBIOB31 MICIs MOYATKy JIIKYBaHHS Ta
IPOTSAroM MNEpUIMX MICALIB JIIKyBaHHS. YacToTa HamaaiB mojarpu 3HIKyBajacs 3 vacom. Ilpu
3acToCyBaHHI (PedyKkcocTaTy peKOMEHAYEThCS MPOodiIakTHKa TOCTPUX HaIaiB MOJAarpH.

Cunzapowm nizucy nyxaud (CJIIT)

Pestome npoghinio besnexu

B mporeci pangomizoBaHoro, mojBiiHOro, ciinoro omnopHoro nociimkenHs ¢aszu I FLORENCE
(FLO-01), y sxkomy mopiBHIOBasM (heOykcocTaT Ta anomypuHos (346 maiieHTiB, SKi MiATArOThCS
ximioTepamnii 3 MPHUBOAY TIeMATOJOTIYHHUX 3JIOSIKICHUX HOBOYTBOPEHb 3 IOMIpHUM a00 BHUCOKHM
pusukom CJII), Timeku y 22 (6,4 %) narieHTiB crioctepiranucs nodivHi peakiii, a came y 11 (6,4 %)
MAIIEHTIB Y KOXKHIA Tpymi JikyBaHHS. binbliicTe moOIYHMX peakiiil Oyiau jierkoro abo MOMIpHOTO

CTYHEHS.
VY minomy B mporeci pocmimkeHHss FLORENCE Oynp-skux Q0maTKOBUX MiA03p MOA0 Oe3meku
3acTocyBaHHsA mpenapary JlikBecTis naifieHTaM 13 mojarporo He Oyllo, 3a BHHATKOM

HIDKYE3a3HAYeHUX TPhOX MOOIYHUX peakiliii (auB. Ta0i.2).

3 GOKy CcepIeBOi CUCTEMHU:

Heuacro: 6mokxazna niBoi Hi>kkH mydka ['ica, cuHycoBa Taxikapis.

3 60Ky CYAMHHOI CUCTEMH:

Heuacro: xpoBoTeui.

[oBigOMIIEHHS MPO MMiJI03PIOBaHi MOOIYHI peakiii

[ToBimomieHHST PO MiIO3pIOBaH] MOOIYHI peakinii Mmicas peecTparii JiKapchbKOTO 3aco0y BiIrparoTh
BaXJIUBY poiib. Lle mae 3Mory mpomoBKyBaTH CHOCTEPEKEHHS 3a CIIIBBIIHOIIEHHSIM KOPUCTH/PU3UK




100 JAHOTO JIIKapchKOro 3aco0y. IIpariiBHUKIB OXOPOHH 3I0POB’Sl IPOCATH MOBIJOMIISITH MPO Oy/b-
SIK1 TT1T03PIOBaH1 MOOIYHI peaKitii.

Tepmin npuoamnocmi.

3 poku.

He 3acrocoByBatu npenapart micis 3aKiH4€HHS TEPMiHY IPUIATHOCTI, 3a3HaYEHOT0 Ha YIaKOBIII.
YmoBH 30epiranus.

JlaHuii TiKapChbKUM mpenapar He noTpelye crenialbHUX YMOB 30epiraHHs.

30epiraT y HEAOCTYITHOMY ISl AITE€H MicCIii.

Ynaxkoska. [lo 14 tabnetok y 6mictepi. [To 2 abo 4 Guicrepu y madiii.

Kareropis Binnycky.
3a penenTom.

Bupoonuk. [TAT «®apmaky» (BupoOHHUIITBO 3 mTpoaykilii in bulk d¢ipmu-Bupodnuka Jxenedpapm CA,
I'peuis).

Micue3naxo/:keHHs1 BUPOOHMKA Ta HOTro ajgpeca Micusi NIPOBa:KEHHS TislIbHOCTI.
Vkpaina, 04080, m. Kuis, Byn. ®pynse, 74.

Jara octannboro neperasay. 12.08.2019.



