Ckian

Oitoua peuosuHa: pebyKcocTarT;
1 tabneTka mictuth pedyrcoctaTy 80 Mr abo 120 mr;

OONOMIJICHI pedyoBUHU: JTaKTO3a, MOHOTIIpAT; IEe/Ii0JI03a MiKPOKPUCTAJIidyHa;
TiIpPOKCHUITPOMiN-IIeT0103a; HaTPilo KpoCKapMesio3a; KPEMHII0 MiOKCUL KOJIOIOHUHA
0e3BOAHMI; MarHilo cTeapaT; 060/10HKA: CyMilll s TIiBKOBOTO MOKPUTTS Opadry II
Yellow (85F42129): couprt nomniBiHinoBuu; Tutany giokcup (E 171);
MOJIIeTUIIEHTIIIKOIb (MaKpOToJl); TalbK; 3ani3da okcup xkKoBtui (E 172).

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:

TabseTku 1mo 80 Mr: TabneTKu KPyriiol ¢opMH 3 IBOOITYKJIOIO ITOBEPXHEI0, BKPUTI

TIJIIBKOBOIO 0O0JIOHKOIO Bifl CBiT/I0-3KOBTOTO 10 2KOBTOT'O KOJILOPY;

tabneTku 1mo 120 mMr: TabrmeTKu IIpoaoBryBaToi ¢opMu, 3 HBOOMYKIIOIO IIOBEPXHEIO,

BKPHUTI MJTIBKOBOIO 0O0JIOHKOIO Bifl CBiTI0-2KOBTOT'O 10 KOBTOT'0 KOJILOPY.
dapMaKoTepalneBTUYHA Ipylna

JIikapchbKi 3acobu Ojisg niKyBaHHS mmogarpu. JIikapchki 3aco0wu, 1110 MPUTHIYYIOTH
yTBOpPeHHA ceuoBol kucnotu. Kog ATX M04A AO03.

®dapMaKoJI0riuHi BJIaCTUBOCTI

dapmakoduHamika.
MexaHism 0il.

Ced4oBa KHUCJIOTa € KiHIIeBUM IPOOYKTOM MeTabosi3My NypHUHIB YV JTIOOUHY i
YTBOPIOETHCS i YaC TaKOl peakilil: TiMOKCaHTHUH — KCaHTHUH — Ce4YoBa KHCJIOTa.
KcanTuHOKCHOa3a € KaTanizaTopoM 000x eTariB 11iel peakirii. ®ebykcocTaT €
IIOXIOHUM 2-apuiITia30i1y, TepalleBTUYHAa i AKOTr0 II0B’si3aHa 31 3MeHIIeHHIM
KOHIIeHTpallil Ce40BOl KMCJIOTH B CUPOBATII KPOBI IIIJITXOM CEJIEKTUBHOTO
MIPUTHiYeHHS KCaHTUHOKcuga3u. PebyKCcocTaT - 1le IOTyKHUM i CeIeKTUBHUM
HenypuHOBUM iHri6iTop KcantuHoKcupasu (NP-SIXO), tioro Ki (koHCcTaHTa
IpUTHIYEHHs) in Vitro cTaHOBUTH MeHIlle 1 HaHOMOJIA. Bysio moka3aHo, 1110



bebykcocTaT 3HAYHOIO MipOI0 MPUTHIYYy€E aKTUBHICTD SIK OKMCHEHOI, TaK i BiTHOBIEHOI
bopMu KCaHTHUHOKCHA3U. Y TEpPAaNeBTUYHUX KOHIeHTpallisx ¢pebykcocTaT He
MpurHiuye i pepMeHTH, 1110 6€pyTh Yy4acTh y MeTabo1i3Mi mypuHiB abo
HipUMIOWHIB, TAKUX SK I'yaHiHIe3aMiHa3a, riIIoKCaHTUH-
ryanindocdopubosuntpanchepasa, oporatrdpochoprubdbosunrpanchepasa,
opotuguHMOHOpOochaTamekapOokcuiIa3a, abo mypuHHyKIeo3um-pocdopumaza.

KniniyuHa epekmusHicmb ma 6e3neka.
ITodaepa

EdekTusHicTh pebykcocTaTy Oyna mnigTBepaxeHa y gasi 3 TpboX OCHOBHUX
mociimkeHb (aBa ocHoBHUX gociigxkeHHss APEX i FACT i gomaTKoBe OOCITim>KeHHSsI
CONFIRMS, onucaHi HUXK4Ye), gKi BKiIrodanu 4101 mailieHTa i3 rimnepypukeMieo i
IMOIarpor. Y KOKHOMY 3 IIUX OCHOBHUX AOCIigXKeHb ha3u 3 pedykcocTaT OinbIil
e(eKTUBHO 3HUKYBaB CUPOBAaTKOBY KOHIIEHTPAIlil0 CEY0BOl KUCJIOTH i MiATPUMYBaB 11
Ha HaJIe?2KHOMY PiBHI ITOPIBHAHO 3 aJIONyPUHOJIOM. [IepBUHHOIO KiHIIEBOIO TOYKOIO
eekTuBHOCTi B mocnigxkeHHsIx APEX i FACT Oyna yacTKa Ialli€eHTiB, y IKUX IPOTSITOM
OCTaHHIX TPhOX MiCSIIiB KOHIIEHTpPAllisi Ce40BOl KUCJIOTH B CUPOBATIII KPOBi He
nepesuityBana 6,0 mr/on (357 mrMmonb/n). Y gogatkoBoMy pociaigkerHHi CONFIRMS
da3u 3, pe3ynbTaTy AKOTO CTAIU OOCTYIIHI ITic/s mepIiol peecTpaliii pebykcocTary,
IIEPBUHHOIO KiHIIEBOIO TOYKOI0 e()eKTUBHOCTI Oyjla YacTKa Malli€HTiB, ¥ IKUX
KOHIIEeHTpallisi Ce40BO1 KMCJIOTH B CHPOBATIII KPOBi He IlepeBulllyBasna 6,0 Mr/on Ha
MOMEHT OCTaHHBOI'O BI3UTY. Y Il HOCJIIAKEHHA He BKJII0YaJlu MIalli€HTiB, AKl
IepeHeCcIu TpaHCIJIaHTallilo opraHiB (OuB. po3ain «OcobIMBOCTI 3aCTOCYBaHHSI»).

IlocaidoceHHss APEX: mocnimxkeHHsT epeKTUBHOCTI ¢pebyKcocTaTy 3 KOHTPOJIEM
miane6o Ta anonypunony ¢a3u 3 (Allopurinol and Placebo-Controlled Efficacy Study
of Febuxostat, APEX) 6yno paHmoMi3oBaHUM, MOABIMHUM CJIiIIUM, 6araToleHTPOBUM
TpUBaJicTio 28 TuxkHiB. Bchoro 0yno panmomizoBano 1072 malieHTH: maiebdo
(n=134), ¢pedbykcocTtaT 80 mr 1 pa3 Ha moby (n=267 pedbykcoctat 120 mMr 1 pa3 Ha
no0y (n=269), dpedbykcoctaT 240 Mr 1 pa3 Ha mob0y (n=134) abo amonypunon (300 mr 1
pa3 Ha o0y (n=258) O mallieHTiB i3 TOYaTKOBOI CUPOBATKOBOIO KOHIIEHTPAIIIEIO
KpeaTuHiny < 1,5 mr/om a6o 100 Mr 1 pa3 Ha mo6y (n=10) mns maiieHTiB i3
IMOYaTKOBOIO CHUPOBAaTKOBOIO KOHIIEHTPAIli€I0 KpeaTuHiHy > 1,5 mr/oni < 2,0 mr/om).
IInsa ouinku 6e3neku pebyKcocTaT IIpu3Havanu B go3i 240 Mr (y 2 pa3u BUllle
MaKCHUMaJIbHOI PEKOMEHI0BaHOI T03H).

Hocnigxkenns APEX moka3saso CTaTUCTUYHO OOCTOBIpHY mepeBary 000X peXuMiB
nmikyBaHHS: pedbykcocTtaT 80 Mr 1 pa3 Ha moOy i pebykcoctaTt 120 mr 1 pa3 Ha gody
MIOPIBHSHO 3 ajlonypuHOIOM y 3BudanHiu 7o3i 300 mr (n = 258)/100 mr (n=10) y
3MeHIIIeHHI CHPOBATKOBOl KOHIIEHTPallil CEeY40BO1 KMCJIOTHA HUXK4Ye 6 Mr/om (357
MKMOJIb/J) (ouB. Tabm. 1).



IocaiooceHHs FACT: mocnigkeHHsI eeKTUBHOCTI peOyKcocTaTy 3 aJoImypPUHOJI-
kouTposieM (The Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 6yno
paHOOMi30BaHUM, ITOOBIMHUM CIinuM, 6AaraTOIIEHTPOBUM TPUBAJIIICTIO 52 TUXKHI.
Bcroro 6yno panmomizoBano 760 marrieHTiB: pebykcocTaT 80 Mr 1 pa3 Ha moOy (n =
256), pebykcocTtaTt 120 Mmr 1 pa3 Ha mo0Oy (n = 251) Ta anonypuron 300 mr 1 pa3 Ha
moby (n = 253).

Hocnigxxkenus FACT moka3saio CTaTUCTUYHO OOCTOBIpHY mmepeBary 000X pexkuMiB -
dbebykcoctaTr 80 Mr 1 pa3 Ha Oo0Oy i pebykcoctat 120 mr 1 pa3 Ha o0y - MOPiIBHSHO 3
aJIONyPUHOJIOM Yy 3BUYaMHiM 003i 300 Mr y 3MeHIIeHHi i miagTpuMIli CHPOBaTKOBOI1
KOHIIeHTpallil Ce40BO1 KUCIOTH HUXKYe 6 Mr/oi (357 MKMOJIB/JT).

Y tabn. 1 npencraBieHi pe3yIbTaTU OLiHKY ITEPBUHHOI KiHIIEBOl TOUKHU €(DEeKTUBHOCTI.

YacTKa mallieHTiB 3 KOHIIEHTPAIIi€I0 CeY0BO1 KMCJIOTH B CUPOBATIIi KPOBi < 6,0 Mr/O
(357 MKMOIB/N) i Yac TPhOX OCTaHHIX IIOMICIYHUX Bi3UTIB

Tabmums 1

debykcocTaT 80 AnonypuHOI

MT debykrcoctat 120 mr 1
HocmimKeHHs pas Ha o0y 300/ 1100 mr 1 pas Ha

1 pa3 Ha moby no0y
APEX 48 % " 22 %

65 % " # (n=269)
(28 TuXKHIB) (n=262) (n=268)
FACT 53 % 62 % 21 %
(52 TuxHI) (n=255) (n=250) (n=251)
% *' #

06’ennaxi 51 % 63 % 22 %
pesybTaTh (n=517) (n=519) (n=519)




1 pe3ynbTaTU cepef MalieHTiB, siki orpumyBanu 100 mr 1 pa3 Ha goby (n = 10:
MalieHTHd 3 TI0YaTKOBOK CUPOBATKOBOIO KOHIIEHTpALli€l0 KpeaTuHiny > 1,5 Mr/oni <
2,0 mr/og) a6o 300 mr

1 pa3 Ha mob6y (n=509), B xoxi aHanizy Oynau o6’emHaHi.

*p < 0,001 nnopiBHAHO 3 AJIONYPUHOJIOM, # p < 0,001 mopiBHsSHO 3 003010 80 Mr

3maTHicTh pebyKcocTaTy MIBUAKO 3MEHIITyBAaTU CUPOBATKOBY KOHIIEHTPAIil0 CEY0BOI1
KUCJIOTH OyJla MIBUOKOIO Ta MOBTOTPUBAJIOI. 3MEHIIeHHS KOHIIeHTpallil ce4oBoi
KHCJIOTH B CUPOBaTIi KpPoBi < 6,0 mr/mn (357 MKMOIIB/J) Bif3Ha4YaslIoCcsa BXKe Ha
OpyroMy THUKHIi OOCIiIKeHHs i 30epirasocs Hagali MPOTATOM JIiKyBaHHS.

HocaiosceHHsa CONFIRMS: pocnimxxeraHass CONFIRMS 06yno paHmoMi3zoBaHUM,
KOHTPOJILOBAHUM AOCITIAXKEeHHAM (pa3u 3 TPpUBaiCTIO 26 THXKHIB, K€ IPOBOAUIIOCS
I OLiHKM Oe3rneKu Ta epeKTUBHOCTI ¢pebykcocTaTy B o3ax 40 mr i 80 Mr mopiBHIHO
3 anonypuHosioMm y go3ax 300 mr i 200 Mr gjis naii€eHTiB 3 mogarpoo i
rinepypukemieio. Bcroro 6yso pangomizoBaHo 2269 maitlienTiB: ¢pedykcocrtaT 40 mr 1
pa3 Ha moby (n=757), pebykcocrtaTt 80 mr 1 pa3 Ha 7oOy (n=756) Ta alOMypPUHOII
300/200 mr 1 pa3 Ha o0y (n=756). [lloHaiMeHIIe 65 % MalliEHTiB MaJiy IIOPYIIEeHHS
(pyHKI1Ii1 HUPOK Bif JIETKOTO A0 IIOMIPHOTO CTyIeHA (3 KiIipeHcoM KpeaTuHiny 30-89
MJ1/xB). IIpodinakTrKa HamamiB nomarpu Oyia 000B’I3KOBOIO MPOTSITOM 26 THUIKHIB.

YacTKa mallieHTiB 3 KOHIIEHTPAIII€I0 CEYOBO1 KMCJIOTH B CUPOBATIII KPOBi < 6,0 Mr/mi
(357 MKMOIB/JI) B OCTaHHiM Bi3uT cTaHoBuna 45 % mons pedykcocrtaty 40 mr, 67 % Ois
debykrcocTaTy 80 Mr i 42 % mns anonypunony 300/200 Mr BifIoBigHO.

IlepsuHHa KiHUesa mouyka y nidepyni nayieHmia 3 nopyweHHAM pYHKUIl HUPOK

Y mocnigxxenni APEX o1iHioBanu e(eKTHUBHICTh IpenapaTy 3 y4acTio 40 malieHTiB i3
MMOPYIIEeHHSIM GYHKIII HUPOK (TOOTO 3 MOYAaTKOBOIO CUPOBATKOBOIO KOHIIEHTPAIIIEI0
KpeatuHiny > 1,5 mr/on i < 2,0 mr/gmn). TakuMm nanieHTaM, paHOAOMI30BaHUM y IPYyIy
aJIoNypuHOINY, O03y npemnapaTy 3MmeHuryBanu 0o 100 mr 1 pa3 Ha go0Oy. [TepBuHHa
KiHIleBa TOYKa e(peKTUBHOCTI OyJjia HOCATHYTa B rpynax npuiiomy dhebdykcocrarty y 44
% martienTiB (80 Mr 1 pa3 Ha moby), 45 % (120 mr pa3 Ha moby) i 60 % (240 mr 1 pa3s
Ha moOy) nmopiBHsHO 3 0 % y rpymnax amonypuHoiny 100 mr 1 pa3 Ha mo0Oy i naie6o.

[Tpu nbOMy KTiHIYHO 3HAYYIINX BiIMIHHOCTEN Yy 3HUKEHHI CUPOBATKOBO1 KOHIIEHTPAIIil
Ced0BO1 KUCJIOTH y BiICOTKaX y 30OPOBUX AOOPOBOJIBIIIB Bifl3Ha4YeHO He OyII0
He3aJIeXkHO Bifi QyHKIIIOHAJIbHOTO CTaHy HUPOK (58 % y rpymi 3 HOpMaJIbHOO
(yHKIIi€I0 HUPOK 1 55 % y rpyIi 3 TAXKKUM DOPYIIEeHHIM (YHKIII HUPOK).



[IpocnieKTUBHUY aHasIi3, IPOBEOEHUN 3 YYacCTIO alll€eHTiB 3 IOJarpoo i MopylLIeHHsIM
dyHKI1il HUPOK 3a momomororo mocaigxkeHHss CONFIRMS, nmoka3sas, 110 ¢pebykcocTaT
OyB 3HAUYHO e(EeKTUBHIIIINM: PiBeHb CEYOBO1 KMCIIOTU B CUPOBATIII KPOBi 3HUXKYBaBCH
o piBHA < 6,0 MI/Oj1 HOPIBHAHO 3 TaKUM IIPU 3aCcTOoCyBaHHI ajonypusoiy 300 mr/200
MT Y IAli€HTiB 3 TOAarpoio i mopymeHHsaM QyHKIIil HUPOK Bif JIETKOTO A0 CEPEOHBOTO
ctyneHs (65 % BUIIPOOOBYBAHUX).

ITepsuHHa KiHUeBa mouka y nid2pyni nayieHmMis i3 cupo8amMKoOB8010 KOHUEeHMPAauyiew
cevyosoi kucaomu = 10 m2/0n

[TouaTKOBa cUpPOBaAaTKOBa KOHIIEHTpaAIlid ceyoBol Kucnotu = 10 Mr/mi Big3Hadanacs
npubnus3Ho y 40 % naiienTiB (KombiHoBaHi mocnimxkxeHHss APEX i FACT). Cepen uux
MallieHTiB ITepBUHHA KiHIIeBa TOYKa epeKTUBHOCTI (CMpOBaTKOBA KOHIIEHTPAIlisd
CeYoBOl KUCIOTHA < 6,0 MI/O1 B OCTaHHI

3 BisuTHu) OyJia gocaruyTa y nigrpymnax ¢ebdykcocraty y 41 % nauientiB (80 mr 1 pas
Ha mo0y), y 48 % nauienTiB (120 mr 1 pa3 Ha moby) i y 66 % mnatienTis (240 mr 1 pas
Ha mo0y) nmopiBHsAHO 3 9 % y rpymi anonypunosny 300 mr/100 mr 1 pa3z Ha gobyi0 %y
rpymi nnaame6o.

3a panumu pocnimxkeaHass CONFIRMS, yacTka nali€eHTiB, SKi DOCATIA MEPBUHHOIL
KiHIIeBOl TOUYKM e(PeKTUBHOCTi (CHpPOBATKOBa KOHIIEHTPALlisl CEY40BOl KUCIOTU < 6,0
MT/OJ1 B OCTAHHIU Bi3UT), y TPYIIi DAIiEHTIB 3 IOYaTKOBOIO CUPOBATKOBOIO
KOHIIeHTpalli€lo ceuoBol Kucmaotu = 10 mr/gn, ski orpumyBanu ¢pedykcocrtat 40 mr 1
pa3 Ha moOy, cTaHOBUJIa BigmoBigHO 27 % (66/249), debykcoctaTt 80 Mr 1 pa3 Ha mobOy
49 % (125/254) i anonypunosn 300 mr/200 mr 1 pa3 Ha go0y 31 % (72/230).

KaiHiuHi pe3yavmamu: 8i0dcomok nauieHmis, siki nompebyroms mepanii Hanadis
nooazpu

HocnigxkeHHss APEX: mpoTarom 8-TuzKHeBOro Npo@ilaKTUYHOTO IIepioAy Malli€eHTH 3
TepaneBTUYHOI rpynu pedbykcoctaty 120 mMr (36 %), siki moTpeOyBanu Teparrii HamagiB
rojarpy, MOpPiBHIOBAJIMCS 3 IMalliEHTaMU, siKi 3acTocoByBanu (pebykcocrtaTt 80 mr (28
%), anonypunon 300 mr (23 %) ta nnaueb6o (20 %). HacToTra HamafiB Oyia BUIIOIO
micss npogiTaKTUYHOTO Iepiody i 3 YacoM IMOCTYIIOBO 3HUIXKyBanacsa. Big 46 % mo 55
% malieHTiB IPOBOOUJIOCA JIIKYBaHHSA HamapiB nmogarpu 3 8 TUXKHA 1 3 28 TUXKHSA.
Hamagw mogarpw, 110 BUHUKIIM IIPOTSTOM OCTaHHIX 4-X TUXXHIB BUIpPoOyBaHb (24-28
TUKHIi), criocTepiranucs y 15 % mnatienTiB (pedbykcoctat 80, 120 mr), 14 % malieHTiB
(amonypunon 300 mr) i 20 % mnatienTiB (11amebo).

Hocnigxkenns FACT: npoTsairoM 8-THKHEBOT0 NPOdilaKTUYHOTO IIepioay Mali€eHTH 3
TepaneBTUYHOI rpynu pedykcoctaty 120 mr (36 %), siki moTpeOyBanu Teparlrii HamagiB
IoJarpy, MOPiBHIOBAJIMCS 3 IMalliEHTaMX 000X TepaneBTUYHUX I'PYII, e 3aCTOCOBYBAJIU



dbebykrcocTaTt 80 Mr (22 %) Ta amonypunos 300 mr (21 %). ITicns 8-TuKHEBOTO
mpodinakTUYHOrO IIepPioay YacToTa HamamiB 30imbInuIacs i 3 4acoM IIOCTYIIOBO
3Hm3unaca (64 % i 70 % nauieHTiB, SKi OTpUMYyBasu JIiIKyBaHHS 3 IIPUBOOY HaNaliB
nopgarpu 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 (amomypunron 300 mr).

YacTka Mali€eHTiB, sKi moTpebyBanu JTiKyBaHHS 3arOCTPeHb nofaarpu (HOCHiaKeHH
APEX i FACT), 6yya HUK40I0 B I'pPyIlax, e CepedHs: KOHIIeHTpallisd Ce40BOI KUCIJIOTH B
CUPOBATIIi KPOBI ITicsig NiKyBaHHS 3MeHIyBanacs no < 6,0 mr/gi, < 5,0 mr/gn abo <
4,0 Mr/OJ MopiBHAHO 3 TPyIllaMH, B IKUX CEPeNHill piBeHb CEY0BOI KMCJIOTA CTAHOBUB =
6,0 Mr/on B ocTaHHI 32 TuXKHIi jiKyBaHHA (3 20-24 TuXHA 110 49-52 TUXKOEHD).

ITig vac mocnimxkxenHss CONFIRMS yacTka maIlieHTiB, siKi moTpeOyBau JIiKyBaHHS
Hanazis nomarpu (1 geHb KOXHI 6 MmicaniB), ctaHoBuna 31 % i 25 % y rpynax, gki
oTpuMYyBanu BinmoBigHOo pebykcocTaT 80 Mr i anonypuHos. BigMiHHOCTEH ¥
CIIiBBigHOIIIEHHI MalIli€HTIB, AKi MOoTpeOyBasy JTiKyBaHHS HallafiB ITogarpu, Mix
rpynamu, ki 3actocoByBanu ¢pedykcoctat 80 mr i 40 Mr, He Bim3Ha4asocs.

Ilos2zocmpokoai po3wupeHi 8i0Kkpumi 00CAIOHCEeHH A

Hocnimxenuss EXCEL (C02-021): mocnigxenus EXCEL Oyno TpUPiYHUM, BiIKPUTUM,
MYJIbTUIIEHTPOBUM, PAHAOMi30BaHUM, PO3IINPEHUM, aJIONyPHUHOJI-KOHTPOJILOBAHUM
OociimkeHHsM O0e3neku ¢pa3u 3, SKe ITPOBOAUIIN OJIS OIiHKYU 0e3MeKU 3 y4acCTIO
MaIli€HTIB, IKi MpOMNIIN OCHOBHI mocrimxkenHs da3u 3 (APEX ab6o FACT). Bcroro B
mociimkeHHs Oysio BKitoueHo 1086 malieHTiB, sKi npuiiManu: ¢pedbykcoctat 80 mr 1
pa3 Ha moby (n=649), pedykcocrtaTt 120 mr 1 pa3 Ha moOy (n=292) Ta aJTONypPHUHOII
300/100 mr 1 pa3 Ha mo0y (n=145). ITpubnu3xo Omnst 69 % malieHTiB KOpeKIlis Teparrii
OJIsI JOCATHEHHS OCTAaTOYHOT'O CTabiNibHOTO JiKyBaHHS He Oysa nmoTpiOHa. ITamienTy,
PiBHi CMPOBATKOBOI KOHIIEHTPAIlil CEY0OBOI KMCJIOTH y IKUX IPU TPUPA30BOMY
ITOCJIiJOBHOMY BUMipIOBaHHI CTaHOBUIU > 6,0 Mr/mi, Oyu BUKITIOYEHI 3 JOCITiOXKEeHHS.

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

3a JaHMMU TPUPIYHOTO CIIOCTEPEKEHHS y MeHII HiXK 4 % mallieHTiB, Ki moTpedyBanu
JIIKyBaHHS HamafiB, Bif3HaueHO 3MeHIIIeHHs 4YaCTOTHU HaladiB nmogarpu Ha 16-24
Mmicsi i 30-36 micsii (To6To 6inmbiI HixK v 96 % nallieHTiB HeOOXigHICTh y JIiIKyBaHHI
HalagiB BiICyTHS).



Y 46 % i 38 % mallieHTiB, AKi OTpUMYyBaJIu OCTaTOYHEe CTabilbHe JTiKyBaHHS
dbebykcocTaToM BimmoBigHOo B m03i 80 a6o 120 Mmr 1 pa3 Ha mo0y, criocTepiraaocs
[IOBHE 3HUKHEHHS IePBUHHOTO NaJIbIIOBAHOTO TOQYCY Bifl MOYaTKy A0 OCTAaHHBOTO
BI3UTY.

Hocnigxkenns FOCUS (TMX-01-005) 6ymo i’ sTUPiYHUM, BiDKPUTHUM,
MYJIbTULIEHTPOBUM, PO3IIUPEHUM OOCHIIXKeHHIM 0e3mekyu ha3u 2, 110 ITPOBOAUIIOCS 3
y4acCTIO MallieHTiB, AKi 3aKiHYuNu 4-TUXKHEBUMN ITpuioM pebyKcocTaTy 3 NOABIMHUM
ciinuM go3lyBaHHSAM y BunpobyBanHi TMX-00-004. ocnigxkeHHs BKiIo4dano 116
MallieHTiB, SIKi OTpUMYyBanu cro4aTtky pedykcoctaTt 80 mr 1 pa3 Ha moOy. [Ins 62 %
MAIiEHTIB OJIS MiTPUMKHM PiBHS CHPOBATKOBOI KOHIIEHTPAIlil CEY0BOI KMCJIOTU MEHIIIE
6,0 Mr/on Kopekiisi mo3u He Oyia noTpiOHa, a 38 % malieHTiB moTpedyBaau KOPEeKITil
OO3U OJIs1 OOCSATHEHHS OCTAaTOYHOl cTabiTbHOI KOHIIEHTpAaIlIii.

YacTKa IallieHTiB 3 PiBHEM CHPOBAaTKOBOl KOHIIEHTPAllil CE40BO1 KUCIOTU MeHIIe 6,0
Mmr/gn (357 MKMOJIB/I) HA MOMEHT OCTAaHHBOTO Bi3uTy ctaHoBuia Oinbire 80 % (81-100
%) misi KOKHOI 3 TPYII 3a m03010 pebyKcocTary.

Y ¢da3zi 3 kmiHiYHUX OOCITiAXKeHb y Malli€EHTiB, Ki oTpuMyBanu ¢pebyKcocTar,
CIIOCTepiraaucs He3HayHi 3MiHU Me4iHKOBUX MOKa3HUKIB (5,0 %). YacToTa maHUX 3MiH
OyJia cxozKa 3 TaKOIO ITPHU 3aCTOCYyBaHHi amonypuHomny (4,2 %) (ouB. po3min
«OCcoOIUBOCTI 3aCTOCYBaHHS»). Y MOBrOCTPOKOBUX BiIKPUTHUX POIIIUPEHUX
OOCITimKeHHSX Y IallieHTiB, siKi oTpumyBanu ¢pedykcocrat (5,5 %) abo amonypuHOI
(5,8 %) mpoTsaromMm TpUBaJIOro 4acy, Big3Hadasnocs migBuineHHs piBHsg TTI (> 5,5
MKMO/Mi) (quB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»).

ITicasipeecmpauitiHi 0o820CcMpPOK0O8i O0CAIOHCEHH A

Hocnigxxenus CARES saBisisio co6o0io 6araToleHTPOBe pPaHIOMi30BaHe MOABIMHO CJlile
OOCHIAKEeHHS BiICYyTHOCTI MeHIIIOl e(peKTUBHOCTI, ITiJ] YaC IKOr0 MOPiBHIOBAJIA
pe3yJbTaTU CePIleBO-CYOUHHUX 3aXBOPIOBaHb IPU 3aCTOCYBaHHI peOyKcocTaTy Ta
aJIONyPUHOIY y Halli€eHTiB 3 IOOarpo Ta OCHOBHUMU CEPILIEBO-CYAUHHUMU
3aXBOPIOBAaHHSMU B aHaMHe3i, BKJII0Ualo4u iH(papKT MioKapaa, rocIiTaisallito

3 IPUBOAY HecTabiTbHOI CTeHOKapIil, IIpoleaypy KOpoHapHOi abo 1repebpabHOL
peBacKyJsapu3allil, iHCy/IbT, TOCHiTaIi3aliio 3 IPUBOAY TPAH3UTOPHOI illleMiYHOl
aTakK’, 3aXBOPIOBaHHS IepudepudHmX CyOuH a0bo IyKpoBul AiabeT 3 03HaKaMu
MiKpoaHriomnaTii abo makpoanriomnarii. I gocsaraeHHs piBHs SUA meHIIe 6 Mr/mon
no3y ¢pebykcoctaty TuTtpyBanu 3 40 mr mo 80 mMr (He3asekHO Bifg QyHKIIil HUPOK), a
no3y anonypuHony TuTpyBaiud 3 KpokoMm 100 mr 3 300 go 600 Mr pgjig maiieHTiB i3
HOpPMaJIbHOIO (PYHKITi€I0 HUPOK Ta HUPKOBOIO HEJOCTATHICTIO JIETKOT'O CTYIIE€HS Ta 3
200 mo 400 Mr giig mamieHTiB i3 HUPKOBOX HEOOCTATHICTIO IIOMIPHOTO CTyIIEeHS
TSI2KKOCTI.



[TepBUHHOIO KiHIIEBOIO TOUKOI0 B mocniimxkeHHi CARES OyB 4ac nepiioi nosisu MACE
(BaxkuBi 1T0OiIYHI CcepIieBO-CYIUHHI SIBUIIA), CKJIaA0BOI HeJIeTaJlbHOro iHpapKTy
MiOKap[a, HeJleTaJIbHOT O IHCYJIbTY, JIeTaJIbHOTO HACJIAKY Bill CEpPIeBO-CYyJUHHUX
MaTOoJIOTiM Ta HecTabiTbHOI CTeHOKAPil 3 HEBIOKIagHOI0O KOPOHAPHOIO
peBacKyIsIpU3ali€lo.

KinneBi noka3HUKY (IepBUHHI Ta BTOPUHHI) aHaIi3yBajiu BiAIIOBIOHO 00 aHAJi3y
HallineHHs Ha nikyBaHHA (ITT), BKiIo4Yaiouu BCix cy6'eKTiB, AKi OysiM paHOOMi30BaHi Ta
OoTpUMaJi¥ IpUHaAWMHI OOHY [03Yy IpenapaTry y XOAl HOABIMHOTO CJIIIOro JOCIiAXKEHHS].

3aranoM 56,6 % mallieHTiB TpUNMHUIN TPOOHe JTiKyBaHHS mependyacHo, a 45 %
MalllEHTIB 3aBEPIIUIIN HEe BCi BI3UTU OOCIIAXKEHHS.

3aranoMm, 6190 mailieHTiB 3HaAXOOUJIUCH IIifl CIIOCTEPEXKEHHIM IIPOTATOM 32 MICAIIB,
CcepenHsl TPUBAJIICTh BILUIMBY CTaHOBUIJIA 728 OHIB OIS MallieHTiB rpynu ¢ebykcocTaTy
(n=3098) Ta 719 OHiB O MallieHTIiB rpynu agonypuHony (n=3092).

[TepBunHa KiHIlleBa To4ukKa MACE criocTepiranacs 3 aHaJIOriYHUMU II0OKa3HUKaAMU Y
rpynax nikyBaHHS ¢pebykcocTtaToM Ta amonypuHosioM (10,8 % npotu 10,4 % maliieHTiB
BigmoBigHO; criBBimHOmEeHHs pu3uky [HR] 1,03; gBocTopoHuHi moBTOpHUMN 95 %
moBipuuii intepsan [CI] 0,89-1,21).

[Tpu aHasi3i okpemux KoMrnoHeHTiB MACE yacToTa jieTaJIbHHOCTI Bif cepleBo-
CYOUHHUX I1aTOJIOTi# Oysa BUIO0 y rpyni pebykcocTaTy, Hixk anonypunony (4,3 %
npotu 3,2 % nartienTiB; YCC 1,34; 95 % I 1,03-1,73). HacTtoTa inmux nogii MACE
Oysa cxoxka y rpymnax ¢pebyKkcocTaTy Ta aJlolypUHOIy, TOOTO HeJleTalbHOT 0 iH(papKTy
Miokapma (3,6 % mpotu 3,8 % mnamienTis; YCC 0,93; 95 % 11 0,72-1,21), HeneTanbHOT O
iHCynbTy (2,3 % npotu 2,3 % nartlienTis; YCC 1,01; 95 % 111 0,73-1,41) Ta TepMiHOBO1
peBackKyJsapu3allii uepes3 HecTabinmbHYy cTeHOoKapmito (1,6 % mpotu 1,8 % mallieHTis;
4qCcC 0,86; 95 % 11 0,59-1,26).

YacToTa 1eTajbHOCTI 3 yCiX MPUYKH TaKoXK OyJia BUIIOI0 ¥ IpyHi pebyKcocTaTy, Hixk
anonypunony (7,8 % npotu 6,4 % nanienTis; YCC 1,22; 95 % 11 1,01-1,47), u1o B
OCHOBHOMY 3yMOBJIIOBaIOCs OiIbIII BUCOKUM PiBHEM JIE€TaJIbHOCTI Bifl CEPLIEBO-
CYOWHHUX IIAaTOJIOTiH y 1i#t rpymi (guB. po3min «Ocob6IuBOCTi 3aCTOCYBaHHS»).

Temnu npuKHATOL TOCHiTasi3allil 3 IPUBOAY CEPLIEeBOl HEOOCTATHOCTI, rocmiTani3armil 3
IIPUBOMY apUTMii, 110 He MOB’sA3aHa i3 ileMieo, BeHO3HUMHU TPOoMO0eMOOTiYHUMU
MomisiMM, i rocIiTasisallil 3 TpUBOAYy MEepPexigHuX illleMiYyHUX HalagiB Oyiu
MOPiBHAHHUMU 1151 peOyKCcocTaTy Ta aJloOMypUHOIY.

CuHOpom ni3ucy nyxauHu (CJIII)



EdexkTuBHicTh Ta 6e3meKa 3acToCcyBaHHs hebyKcocTaTy Ojis mpodinakTuku i
nikyBaHHS nmpu CJIIT onintoBanu B gocinigxkenHi FLORENCE (FLO-01). ®ebykcocTart
ITPOAEMOHCTPYBaB HauKpaly i 6iIbI1 IIBUOKY Oil0 BITHOCHO 3HUXKEHHS PiBHS
ypaTiB IIOPIBHAHO 3 aJIONYPUHOJIOM.

FLORENCE saBnsino coboro paHmomizoBaHe (1:1), moaBitiHe criinie, ommopHe
nocnigxxeHHs ¢da3u III, mpoBeneHe s mopiBHAHHSA ¢pebyKcocTaTy B 4o3yBaHHi 120 mr
OOuH pa3 Ha o0y i amonypuHoiy B mo3yBaHHI 200-600 Mr Ha goby (cepenHst moboBa
o03a aJoONypPUHONY * CTaHOapTHe BigxumeHHs: 349,7 £ 112,90 mr) B ymMoBax
KOHTPOJII0O KOHIIEHTpallil Ce40BOI KMCJIOTH B CUPOBATIi KpoBi. BubpaHi maitieHTu
MMOBUHHI Oynu OyTH KaHOUOaTaMHU OJIs JTiKyBaHHS aJIONyPUHOJIOM abo He MaTu AOCTYITy
no pacOypuka3u. [lepBUHHI KiHIIEBi TOYKHU SBISIIU COOOIO IJIOIIY ITifi KPHUBOIO
KOHIIeHTpallil Ce40BOl KMCJIOTH B cupoBaTli KpoBi (AUC sUA1_8) i 3MiHy piBHSA
KpeaTHHiHy B cupoBaTIi KpoBi (sC), 3 mepuIoro mo BOCbMUM JeHb KOXKHA.

Mo mocrmimxkeHHs 0ysi0 BK/II0OUeHO 346 mallieHTiB i3 reMaTOoJIOTIYHUMM 3JI0SIKiCHUMU
HOBOYTBOPEHHSIMH, SKi OTPUMYyBaJIM XiMioTepariio i Malau CepenHili/BUCOKUY CTYIIiHb
pu3uky po3Butky CJITI. Cepenne 3HayeHHsa AUC SUA1-8 (Mr X 4/pi) 6yJi0 3HAYHO
HUXKYUM IIpu nputiomi ¢pedbykcocraty (514,0 = 225,71 nmopiBasHo 3 708,0 £ 234,42;
cepemHE HaWUMEHIINX KBaapaTiB Oy pidHuili: -196,794 [95 % moBipdoro iHTepBany: -
238,600; -154,988]; p < .0001). Kpim Toro, cepenHiii CHpPOBAaTKOBHUU PiBeHL CEYOBO1
KUCJIOTY OyB 3HAQYHO HUXKYMM IIPU 3aCTOCYyBaHHi ¢pedyKcocTaTy, HOYNHAIOYU 3 MEePIINX
24 roguH JTiKyBaHHSA i B OyOb-IKWM HACTYIHUU MOMEHT Yacy. CTaTUCTUYHO 3HAUYIIUX
BiIMIHHOCTEH 3a CepefHiM BMiCTOM CHPOBATKOBOI'O KpeaTHHIHY (%) Mix
dbebykcocTaToMm i amonypunosioM He Oymo (-0,83 = 26,98 mopiBusHO 3 -4,92 + 16,70
BIATIOBiAHO; cCepeqHE HaUMeHINUX KBaaparTiB Ay pisuuili: 4,0970 [95 % moBipuoro
iHTepBany: -0,6467; 8,8406]; p=0,0903). 3 ypaxyBaHHSIM BTOPUHHHUX KiHII€BUX TOYOK,
CTAaTUCTUYHO 3HAYYIIUX BiIMIiHHOCTEHN 3@ 4YaCTOTOIO PO3BUTKY J1ab0pPaTOPHO
nigTBepaxkenoro CJIIT ue Oyno (8,1 % i 9,2 % mnsa debykcocTaTy i alonypruHOIY
BigmoBigHO; BimHOCHUY pu3uk: 0,875 [95 % mosipuoro inTepBany: 0,4408; 1,7369];
p=0,8488) i kniHiku cuHAPOMY po3nany nyxauHu He 0yio (1,7 % i 1,2 % nns
dbebykcocTaTy i anonypuHony BinnoBigHo; BimHOCHUM pu3uk: 0,994 [95 % moBipuoro
iHTepBany: 0,9691; 1,0199]; p=1,0000). HYacToTa BCiX 03HaK i CHMIOTOMIB, III0 BUHUKIIA
ITig Jyac JIiKyBaHHS, a TaKOXK MOOIiYHUX peakliii, ctTaHoBusa 67,6 % mopiBHSAHO 3 64,7 %
i 6,4 % nopiBHSHO 3 6,4 % Oia ¢pebyKcocTaTy i aJlONypUHOIY BiATIOBiOHO. Y
pocrnigkenHi FLORENCE ¢ebykcocTaT MpogeMOHCTPYBaB HaKpallly i OijIbII MIBUOKY
Iif0 100 3HUKEHHS PiBHSA CEY0BOl KMCJIOTU B CUPOBATIIi KPOBi MOPIBHSHO 3
armonypuHosioM. [aHi mono nmopiBHAHHS pebykcocTaTy i pacOypruKas3u Ha JaHUM 4ac
BimcyTHi. EdekTuBHICTE Ta 6e3neka pebykcocTaTy He OyIu BCTaHOBJIEHI [JIs MAlli€EHTIB
3 roctpuM TskKKuM CJII, HanpuKiam MalieHTiB, y SKUX iHIIII BUOU Teparril [
3HUXKEHHS ypaTiB He HOiI0Th.



dapmaKoKiHemuKa.

Y 3p0poBUX MOOPOBOJIBIIIB MaKCUMaIbHa KOHIIEHTPAIlis y Ij1a3Mi KpPOBi (Cmax) Ta
mioia 1mig KpuBoio (AUC) 306imbIllyBaIucs IIPOIOPILIiNHO M03i miciss ogHOPa30BOIro Ta
6araTopal30BOro 3acTocyBaHHS ¢pebykcocTaTy y go3ax Big 10 mr mo 120 mr. I[Ipu mo3ax
Big 120 mr go 300 mr 36inbiieHHss AUC Oyo OinbIiuM, HizK IPOHOPILiiHOo A03i. [Tpu
3acTtocyBaHHi 103 10-240 Mr KoxXHi 24 roOvHMU HaKou4eHHs ¢peOyKcocTaTy He
Bimmiganocs. [TepenOauyBaHuil cepenHili TepMiHalbHUM IIEPiof HalliBBUBEIEHH A (t1 /2)
dbebykcocTaTy cTaHOBUB Npubiu3Ho 5-8 roguH. ByB npoBegeHUN NOMYISIinHUN
aHasi3 apMakKoOKiHeTHKH/(apMaKOOWHAMIKU 3a JaHUMH, OTPUMaHUMU 3

y4acTIO TTalliEHTIB 3 TilepypuUKeMi€lo i mogarpoio, siki 3acTocoByBasnu (peOyKcocTaT B
mo3ax 40-240 mr 1 pa3 Ha moOy. B 1imoMmy orpuMaHi 3HaueHHS (hapMaKOKiHETUYHUX
rapaMeTpiB BiATIOBigalOTh TaKUM Y 3MOPOBUX HOOPOBOIIBIIB, 5IKi, OTKE, € XOPOIIIOI0
MOZEJIJTIO OJIs OLiHKY (hapMaKOKiHeTHKH/ (papMaKOOWHaMIKU ITpelapaTy y Malli€HTiB 3
1oJarporo.

BcmoxkmyeaHHA

debykcocTaT IIBUOKO (tmaX (4ac mocsarHeHHS MaKCUMalbHOI KOHIIeHTpairii) 1,0-1,5
roguHu) i gobpe (mpuHatiMHi 84 %) BCMOKTY€EThLCS. [Ipu 0HOPa30BOMY Ta
faraTopa3oBOMY 3aCTOCYBaHHi (peOyKcocTaTy mepopasibHo y mo3ax 80 mr a6o 120 mr 1
pa3 Ha moby Cmax BiANIOBiOHO CTaHOBUTH 2,8-3,2 MKr/mi Ta 5,0-5,3 MKIr/MII.
AGcomioTHy 6iogocTymnHicTh TabneTok pebykcocTaTy He aHanisyBanu. [Ipu
6araTopa3oBoMy 3acTocyBaHHi y mo3i 80 mr 1 pa3 Ha moOy abo mpu OOHOPa30BOMY
3acTocyBaHHi y mo3i 120 Mr y moegHaHHi 3 JKUPHOIO 12K€el0 Cmax 3MeHIyBajacs Ha 49
% ta 38 %, a AUC - Ha 18 % Ta 16 % BignosigHO. OOHAaK 1ie He CYIIPOBOLAKYBaJIOCS
KJIIHIYHO 3HAYYIIUMU 3MiHaMM CTyII€Hs 3MEHIIIEeHHS PiBHSA CE4Y0BOl KMCJIOTH Y
cupoBaTIi KpoBi (mpu 6araTopa3oBOMYy 3acTOCyBaHHi y mo3i 80 mr). TakuM YMHOM
JIiKapCchKUU 3acib MO>KHa 3aCTOCOBYBaTH He3aJIeXKHO Biff BXKMBaHHS 1XKi.

Po3nodin

[TepenbauyyBaHUil 06’€M PO3IOAINTY ¥ PIBHOBAsKHOMY CTaHi (VSS/F) ons pebykcocTaTy
3MIHIOETHCA Bif 29 mo 75 11 micis mepopanbHOro 3acTocyBaHHs y go3i 10-300 mr.
Cryminb 3B’s13yBaHHsA (pebyKkcocTaTy 3 OilKaMu mjia3Mu KPOBi (TOJIOBHUM YMHOM 3
anpOyMiHOM) cTaHOBUTE 99,2 % i He 3MiHIOETHCA NTPU HigBUIeHHI 703U 3 80 Mr mo 120
Mmr. [I719 akTUBHUX MeTabomiTiB ¢pebyKcocTaTy CTYIIiHb 3B’ I3yBaHHsA 3 OilKaMu MJIa3Mu
KPOBi KonuBa€eThCA Big 82 mo 91 %.

Memaboaizm

debykcocTaT aKTUBHO MeTab0JIi3yEThCS MIJITXOM KOH '[orallil 3 y4acTio
ypunuHgudocdart-riaoKypoHinTpanchepasu (VI O-rmoKypoHin-TpaHchepa3mn) Ta



OKMCHEHHS 3 y4acTio pepMeHTiB cuctemu nuroxpomy P 450 (CYP). Ycworo
imernTudikoBaHo 4 ¢papMaKOJIOTiYHO aKTUBHUX IOAPOKCUIILHUX MeTaboIiTh
debykcocTaTy; 3 3 HUX OyJIM BUSBJIEH] y m1a3Mi moguHu. [ocimigXKeHHs in vitro Ha
MiKpocoMax IeYiHKM TIOOWHY 3aCBiIYMIIH, M0 11i OKMCHEHi MeTab0JIiTh yTBOPIOIOTHCS
nepeBaxHo mmig giero CYP1A1l, CYP1A2, CYP2C8 a6o CYP2C9, Tomi sk ¢pebykcocTaTy
TJIIOKYPOHI[] YTBOPIOETHCS T'OJIOBHMM YKMHOM IIif mieio Y ®-rmoKypoHin-Tpanchepa3u
1A1, 1A8 ta 1A9.

BuseoeHHs

debykcocTaT BUBOOUTHLCS 3 OpraHi3aMy yepes3 MediHKy Ta HUpKamu. Ilicis
IIepopaabHOr0 3aCTOCYBaHHSA 14C-(1)e6yKCOCTaTy y mo3i 80 mr npubnu3nHo 49 %
BUBOJMJIOCS i3 cedelo y BUTJIAAL He3MiHeHOoro ¢ebykcocTaty (3 %), alluariioKypoHioy
mitouol peuyoBuHH (30 %), BimoMux oKMCHEeHUX MeTaboIiTiB Ta ix Kou'toraTiB (13 %) Ta
iHImMx HeBigoMux MeTabostiTiB (3 %). KpiMm HUPKOBO1 eKcKkpeliii, mpubnusxo 45 % no3u
BUBOJMJIOCS 3 KAJIOM Y BUTJIALI He3MiHeHOro pebykcocTtarty (12 %), allunriioKypoHioy
mirouoi peuyoBuHHU (1 %), BigoMHX OKMCHEHUX MeTabosIiTiB Ta X KoH'toraTiB (25 %) Ta
iHImux HeBimoMux MeTaboJtiTiB (7 %).

Oco06uBi rpynu MallieHTiB

Hupxosa Hedocmamticmb. IIpu 6araTopa3oBoMy 3acToCyBaHHi (pebykcocTaTy y Ao3i
80 mr He OyJ0 Big3HaYeHO 3MiH CmaX (ebykcocTaTy y Mali€eHTiB 3 JIETK0I0, IOMipHOIO
a00 TSAKKOI0 HUPKOBOIO HEMOCTATHICTIO ITOPiBHSHO 3 ITAlliEHTaMM 3 HOPMaJIbHOIO
¢dynkiiero Hupok. Cepenns 3aranbHa AUC ¢ebykcocTaTy 30inbiryBanacs IpubiIn3HO y
1,8 paza: Big 7,5 MKr X rogydHa/MII y MalliEHTIB i3 HOPMaIbHOIO (PYHKIIIEI0O HUPOK [0
13,2 MKr X roguHa/MJ y Malli€HTIiB i3 TA2KKOK HUPKOBOIO HEOOCTATHICTIO. Cmax Ta
AUC akTuBHUX MeTa0o0JIiTiB migBuIyBanucs y 2 i 4 pa3u BignosigHo. IIpoTe
ralieHTaM i3 HUPKOBOIO HEJOCTATHICTIO JTETKOT0o abo MOMIpHOTO CTYIIeHsI KOPEKIlis

OOo3U JIiKapChKOT0 3aco0y He MoTpiOHa.

ITeviHkosa HeOocmamHicmy. [1Ipu 6araTopa3oBoMy 3aCTOCyBaHHI (peOykcocTaTy y mo3i
80 Mr He OyJ0 Bijl3HAYEHO CYTTEBUX 3MiH Cmax ta AUC ¢pebykcocTaTy Ta MOT0
MeTalboJIiTiB v ImaIieHTiB 3 1erko (Kiac A 3a mkasow Yainma-I110) Ta moMipHOO
(knmac B 3a mkanoio HYaunga-I1'10) me4iHKOBOIO HEOCTATHICTIO MOPiBHSHO 3
MalieHTaMu 3 HOPpMaJbHOIO QYHKIIEIO IMeuiHKu. [JoCIimKeHHs JIiKapChbKOTo 3aco0y y
TIAIliEHTIB i3 TAXKKOIO ITeYiHKOBOIO HegocTaTHICTIO (kKyiac C 3a mikanoo Yamnma-I1'10) He
IIPOBOOHUJIN.

Bixk. IIpu 6araTopa3oBoMy I1epopaJIbHOMY 3aCTOCyBaHHi pebyKkcocTaTy He Oyio
Bim3HaueHo cytTeBux 3MiH AUC ¢ebyKkcocTaTy Ta Moro MeTaboJIiTiB y malliEeHTiB
JIITHBOT'O BiKy MOPIBHSTHO 3 MOJIOOMMHM 3I0POBUMU JOOPOBOJIBIISIMU.



Cmameo. I1Tpu 6araTopa3oBoMy IIepopaibHOMY 3aCTOCYBaHHiI pebyKcocTaTy CmaX Ta
AUC ¢ebykcocTaTy y xkKiHOK O0ynu Ha 24 % Ta 12 % BUIIUMU BiOdNOBIOHO, HiXK y
40J10BiKiB. OgHaAK CmaX Ta AUC, cKOpUTOBaHi 3a Macoo Tina, Oy cXoxi o 060x

rpymn, ToMy 3MiHa 03U (peObyKcocTaTy 3ajleKHO Bifl cTaTi He mOoTpiOHa.
Iloxa3aHHs

st go3yBaHHA 80 mr ta 120 Mr

JIikyBaHHSI XPOHIYHOI TillepypuKeMil IIPpU 3aXBOPIOBAHHSX, 10 CYIIPOBOAXKYIOTHCS
BiIKJIagaHHSIM KPUCTAJIiB ypaTiB, y TOMY YMCJIIi IPU HasiBHOCTI TodyciB Ta/abo
NOJarpu4yHOIr0 apTPUTY B JaHUW Yac Y4 B aHaMHe3l.

st go3yBaHHA 120 Mr

JIikyBaHHS Ta Dpo@diakKTHKa rinepypuKeMil y JOPOCIUX Mali€HTiB, SKi MiAal0ThC
xiMioTeparril 3 TpUBOAY reMaTOJIOTiYHUX 3JI0SIKiCHUX HOBOYTBOPEHD 3 ITOMipHUM abo
BHCOKUM PU3UKOM CHHApPOMY nizducy nyxinuau (CJIIT).

JIikapchKuM 3acib mokalaHUM JOPOCTIUM IalliEHTaM.
IIporunoka3aHHs

linmepuyyTnuBiCTh MO aKTUBHOI pe4yoBUHU ab0 M0 OyOb-s1KOI iHII01 JOTOMizKHOI
PEYOBUHMU JTiKapPChKOT0 3aco0y.

B3aemMogisi 3 iHIIMMH JTIiKapChKHMH 3ac00aMH4 Ta iHIII BHIH B3a€MoOil

MepkanmonypuH/a3zamionpuH

BigmoBimHO mo MexaHi3My CBOE€I fii pebykcocTaT NpUTrHiYye KCAHTUHOKCUAA3Y, TOMY
CYIIyTHE 3aCTOCYBaHHS He PEKOMEHOYEThCA. [IpUrHidYeHH KCAaHTUHOKCUa3u MOXKe
MMPU3BOOUTHU [0 MiABUIIIEHHS KOHIIEHTpPAIlil 000X IMperapaTiB y MJja3Mi KpPOBi, 1110 MOXKe
CIIPUYMHUTU TOKCUYHY peakiito. [lociigxkeHH B3aeMofil pebyKkcocTaTy 3
npenapaTtamMu (KpiM Teodininy), M0 MeTaboJT1i3yI0ThCsI KCAHTUHOKCHUAA3010, He
IIPOBOOUJIMCS 3 Y4YacCTIO JIIOJeN.

Mogpenoouni Ta iMiTalliiHUM aHali3 JaHUX OOCHIiAXKeHb BKa3ye Ha Te, 110 y pasi
OOHOYACHOTO BBeleHHS (heOyKcoCcTaTy OHO3U MEePKAIITOIIyPUH/a3aTiONPUHY CIIif
3aMmeHIUTH 00 20 % abo MeHIle Bif paHillle TpU3Ha4YeHOl M03U (IUB. PO3if
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

IocmimxeHHst B3aeMofii peOyKcocTaTy Iif 9ac iHIIoI HUTOTOKCUYHOI XiMioTeparrii He
npoBonouiu. Y mpoueci gocnaigxkeHnHd naniedTtam i3 CJIIT 3 gekiibKOMa pexXuMaMu



ximioTeparnil npusHavanu pedbykcocTaT y 7o3i 120 Mr, BK/II0Yal0o4Y¥d MOHOKJIOHATbHI
aHTHTina. OgHAaK IIig Yac IIbOT0 OOCIIIXKEeHHS B3aEMO/il JIiIKapChbKUM IIpenapar-
JIIKAapCBhKUU IIpelapaT Ta JIIKapChbKUM IpernapaT-3axBOPOBaHHSA He OOCIIiAXKYyBaJlu.
ToMy MOXKIUBICTb B3a€EMO[Iil 3 OyOb-AKMMHU IIUTOTOKCUYHUMU ITpellapaTaMH, 110
CYMICHO IpH3HA4YalTh, BUKJIIOUATU HE MOXKHA.

Po3sueaimasox/cybcmpamu CYP2C8

debykcocTaT € cnabkuM inri6itopom CYP2CS8 in vitro. ¥ npotieci gocnigXkeHsb y
3M0pOBUX NOOPOBOJIBIIIB ITapanenbHe 3acTocyBaHHs 120 Mr ¢pebykcocTtaty 1 pas Ha
noOy Ta OmHOPa30BOl IepOopPabHO IPUNHSATOL JO3U PO3UTJIiTa30HYy 4 MTI' He BILJIUBAJIO
Ha (hapMaKOKiHETUKY PO3UTIIiTa30HY i 1oro MeTabomiTy N-0e3MeTUIpo3uUriiTa3ony,
III0 IEMOHCTPYE, 110 hebyKkcocTaT He npurHiuye ¢pepmernt CYP2C8 in vivo. Takum
YHWHOM, OQHO4YAaCHEe BBeleHHs pebyKcocTaTy i po3uriaiTa3ony abo iHmIMx cyocTpaTiB
CYP2C8 He BuMarae KOpekiiil Jo3u AJIs IIUX IIpenaparTis.

Teoinin

[TpoBegeHO OociigXKeHHS B3aeMoil pebyKcocTaTy 3 y4acTIO 3JOPOBUX DOOPOBOJIBIIIB
OJIs OLIIHKY BIIJIMBY IIPUTHIYEHHS KCAHTUHOKCHA31 Ha 30iIbIlIeHHS PiBHSA TeoisliHy B
IIMPKYJIIOI0Yil KPOBI, 110 CITOCTepiranocs 3 iHMUMH iHTri6iTopaMu KCaHTUHOKCHUOA3U.
PesyneTaTu gocaigXKeHHs IIOKa3asiy, 1110 IpU OOHOYaCHOMY 3aCTOCYBaHHI
dbebykcocTaTy y mo3i 80 mr ta Teodininy y mo3i 400 Mr He Oy/I0 XKOITHUX
dbapmMaKOKiHETUYHUX B3a€EMOZiM ab0 BIIUBY Ha Oe3meKky Teodininy. TakuM 4uHOM,
¢ebykcocTaT y mo3i 80 Mr MmoxkHa 3aCTOCOBYBAaTH OOHOYACHO i3 TeodinmiHom 6e3
0Cco0IUBUX 3acTepexkeHb. [anux monao go3u ¢pedykcocraty 120 Mr HeMae.

HanpokceH ma iHwi iH2i6imopu 2at0KYypoHi3auyii

MeTtaboii3am ¢pebyKkcocTaTy 3aleKUTh Bil akTUBHOCTI ¢hepMeHTy Y 1 D-
TIIOKYpOoHinTpancdepa3u. Jlikapchki 3acobu, 1110 IPUTHIUYIOTH IPOIEC
TIIOKypoHi3arril, Hanpuknan HITI33 Ta mpobeHenu, TEOPETUYHO MOXKYThb BIIJIUBATH Ha
BHUBeOeHHs pebykcocTaTy. Y 3M0pOBUX JOOPOBOJIBIIIB IIPU OOHOYACHOMY 3aCTOCYyBaHHi
(ebykcocTaTy Ta HanmpokceHy no 250 Mr 2 pa3u Ha 00y ciocTepiramsocs MOCUIEeHHS
nii pebykcocTaty (Cmax (MakcuMaJsibHa KOHIIeHTpallisl) CTaHOBUTH 28 %, AUC (1m1omia
172 (mepioxm HamiBBUBeOeHH:) - 26 %). V mpolieci gocmiakKeHb
3acTOCYBaHHS HAIpoKceHy Ta iHmwux HII33/inribiTopiB LIOI-2 He CynpoBOOXKYBaJIOCS

mig kpuBoio) - 41 %, t

KJIiHIYHO 3HAYYHIIUM 30iIbIIIeHHSAM IMOOIYHUX peakKIliid.
debykcocTaT MOXKHa OJHOYACHO 3aCTOCOBYBATU 3 HaIPOKCEHOM 0e3 3MiHU IX JO3H.

IHOykmopu eawKypoHizauii



[MTotyxHi iHOyKTOPU PpepMmeHTy Y D-rmoKypoHinTpaHcdepasyu MOXKYTh ITIOCUIIIOBATH
MeTabos1i3M Ta 3MeHITyBaTu epeKTUBHICTL ebyKcocTaTy. Y mallieHTiB, sIKi
3aCTOCOBYIOTh IOTYZKHIi IHOYKTOPHU I'TIOKyPOHi3allil, pPEKOMEHOYETHCS KOHTPOJIIOBATHU
piBeHb CEYOBOI KHMCJIOTHU Y IJIa3Mi KpoBi yepe3 1-2 TUKHi omHOYacHO]1 Teparii. [Tpu
BiIMiHi iHOyKTOpa TJIIOKypPOHi3allil MOXKJIUBE IiABUIIeHHS PiBHA ¢pebyKcocTaTy y
ma3Mi KpOoBi.

KoaxiuuH/inHOomemauuH/2idpoxaopomia3ud/sapgpapuH

debykcocTaT MOXKHA OJHOYACHO 3aCTOCOBYBATH 3 KOIXilIMHOM ab0 iHoOMeTallmHOM
0e3 3MiHU 03U IIpenaparis.

Takoxk He MOTPiOHO 3MiHIOBAaTHU [O3Y (pebyKcocTaTy IIPpU OOJHOYAaCHOMY 3aCTOCyBaHHI 3
rigpoxJIopoTia3ugoM.

OnmHoYacHe 3acTocyBaHHs pebyKcocTaTy 3 BaphapruHOM He BUMAra€ 3MiHU 03U
OCTaHHBLOTO. 3acTocyBaHHa ¢pebykcoctaTty (80 mr a6o 120 mr 1 pa3 Ha moby) i3
BapdapuHOM He BIZIMBA€ Ha (papMaKOKiHETUKY OCTaHHbOTr0. OQHOYAaCHE 3aCTOCYBAHHS
3 pebyKCcoCcTaTOM TaKOXK He BIJIMBAE Ha MiKHApPOOHE HOpMasli3oBaHe BigHOIIEHHS
(MHB) Ta akTuBHicTb pakTOpa VII.

Ie3unpamiv/cyocmpamu CYP2D6

3a mjaHWUMHU, OTPUMAHUMU in vitro, pebykcoctaT € cnabkum iuribitopom CYP2D6. ¥
ITPOIIleci MOCIiIXKeHb 3 y4aCTIO 3[OPOBUX JOOPOBOIBIIIB, sIKi oTpumyBanu 120 mr
dbebykcocTaTy 1 pa3 Ha o0y, crioctepiranocs 36inbiienus AUC ge3unpaminy
(cyoctpaTt CYP2D6) Ha 22 %, 1110 CBigUYUTh OPO C/IabKy MPUTHidyBaJIbHY [it0
bebykcocTaTy Ha pepment CYP2D6 in vivo.

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

AHmauudHi 3acobu

[Tpu ogHOYaCHOMY 3aCTOCYBaHHI 3 aHTaUAaMu, 110 MICTATH MarHilo IiOpoOKCcup Ta
aJIIOMiHiIO TiIpPOKCHU[, Bif3HaYa€eThCA 3aTPUMKa BCMOKTYBaHHS (ebyKcocTaTy
(mpu6M3HO Ha 1 rOAMHY) Ta 3MEHIIEeHHS Cmax Ha 32 %, ogaak AUC ¢ebykcocTaTy
CYTTEBO He 3MiHIOETHCS, TOMY (eOyKcocTaT MOKHA 3aCTOCOBYBATU 3 aHTAIIUIHUMU
3acobamu.

OcCo006/1MBOCTi 11010 3aCTOCYBaHHSI

Cepueso-cyOuHHI 3ax80PHOBAHH S

JIiKyBaHHSI XpPOHIYHOI rinepypukemil




[TamieHTaMm i3 nonepeagHbO HassBHUMM OCHOBHMMH CEPILIEBO-CYAUHHUMU
3aXBOPIOBAHHSIMMU (HaImpukian iHdpapKToM MiokKapaa, iHCys1bToM abo HecTabiTbHOO
CTEeHOKapMOi€l0) CIIim YHUKATH JIiKyBaHHSA (ebyKcocTaToM, KpiM BUIIAIKiB, KOJIU HEMAE
IHIIMX HaJIeXKHUX BapiaHTIiB Teparrii.

Y mocnigxenHsax APEX ta FACT y 3aranbHil rpyti ¢ebyKcocTaTy MOPiBHSIHO 3 TPYIIOI0
aJIONYPUHOIY ITOBiMOMIISAIIYN IIPO 30iTbIIeHHS KiTbKOCTI ITOPYyIIeHb 3 O0KY CepleBo-
cyouHHOl cuctemMu (Anti-Platelet Trialists’ Collaboration (APTC)) (Bu3HaueHHS
KiHIIeBUX TOYOK Yy I'PYIIi CyMiCHOTO0 aHani3y antTutpoMOouuTapHoi tepamnii (APTC), y T.
4. 3 JIeTaJIbHUM HaCJIiIKOM Y 3B’I3Ky 3 CEpLeBO-CyIUHHUM 3aXBOPIOBAHHAM, iHpapKTy
Miokappa 6e3 JmeTanbHOT0 HACIHIAKY, iHCyIbTy 0€e3 neTajsbHOro Haciiaky) (1,3
nopiBHAHO i3 0,3 BunagkiB Ha 100 mailieHTO-poKiB), Ha BiIMiHY Bifi HOCHiOXKEHHS
CONFIRMS. YacToTa nopyIileHs 3 60Ky cepieBo-cyauHHoi cuctemu (APTC), mpo ski
MoBigoMJIsAM y KoMOiHOBaHUX AociimkeHHAxX pas3u 3 (mocnimxkenus APEX, FACT Ta
CONFIRMS) ctanosuna 0,7 nopiBasAHO 3 0,6 Bunaakis Ha 100 maimieHTO-pOKiB. ¥
paMKax JOBIOCTPOKOBUX HIMPOKOMACIITaOHUX OOCIiAXKEeHb YaCTOTa CEpPIEeBO-
CYOWHHUX IOpylLIeHb cTaHOoBUIa 1,2 Ta 0,6 Bunagky Ha 100 maiieHTO-pOKiB AJisd
dbebykcocTaTy Ta aJlONypUHOY BifmoBigHOo. BimMiHHOCTI He OyJiM CTAaTUCTUYHO
OOCTOBIpHI, IPUYMHHO-HACIIAKOBUU 3B’I30K MiK BKa3aHMMU OPYIIEHHAMU Ta
3acTocyBaHHsSIM (pebykcocTaTy OyB BimcyTHiM. @akTopaMu imeHTU(GIKOBAHOTO PU3UKY Y
TaKUX TallieHTiB Oy/IU BUSIBJIEHI 3aXBOPIOBaAHHS, 1110 BUHUKIIU B Pe3yJIbTaTi
aTepockJiepo3y Ta/abo iHdapKkTy MioKapaa abo 3acTiliHOl ceplieBOl HEJJOCTATHOCTI B
aHaMHe3l.

Y micnsipeectpariinomy mocmigxkenHi CARES (uactorta siBuiit MACE 0OyJa cxoxa y
rpynax ¢ebykcocrtarty Ta anonypunony (HR 1,03; 95 % IOI 0,89-1,21), ane
CIIOCTEepPiraBCs BUIIMM PiBEHb YaCTOTHU JIeTaJIbHUX HACJIIOKIB Biff CEpLIeBO-CYOUHHUX
3axBopioBaHb (4,3 % mpotu 3,2 % mnamienTiB; YCC 1,34; 95 % I 1,03-1,73).

IMpodinakTuKa i NTiKyBaHHS TillepypuKeMil v nalieHTiB i3 pu3ukKoM po3BuTKy CJIIT

[MamienTH, gKi migmal0ThCA XiMioTeparril 3 IPUBOAY IeMaTOIOTiYHUX 3TTOTKICHUX
HOBOYTBOPEHB 3 MOMipHUM abo BucokuM pu3ukom CJIII Ta 3aCTOCOBYIOTH
bebykcocTaT, ITpu HAIBHOCTI KIiHIYHUX ITOKa3aHb 3HAXOOSITHCS IIif HArIsooM
Kapgiosora.

Aepeisi/einepuymausicme Ha AiKapcovkKi 3acobu

Y Mexkax IMOCTMapKeTUHTOBOTO Harasaay Oyu PigKiCHI ITOBimOMJIEHHS ITPO CEPHO3Hi
aJjieprivHi peakilil/peakiiil rinep4YyTIUBOCTi, Y TOMY YHCJIi 3arPO3IUBOTO OJISI JKUTTS
cungpomy CriBeHca-[3)KOHCOHA, TOKCUYHOTO elifepMaJbHOI0 HEKPOJIi3y Ta TOCTPUX
aHadinaKTUYHUX peakIrid/ioKy. Y 6iIbIIoCcTi BUIMIAOKiB TaKi peakllil criocTepiramnucs
IIPOTSATOM IIEPUIOr0 MicCsIIlsl 3acTOCyBaHHS pebyKcocTaTy. Y KiIbKOX, ajie He Y BCix



MallieHTIB CIIOCTepiraaucs MOpyIIeHHs HUPKOBOI QYHKIII Ta/abo0 rinepyyTauBiCTh OO
aJIONyPUHOIIY B aHaMHe3i. TsKKi peakiiil rinep4yTaAnBOCTi, Y TOMY YKCJIi peakiiil, m1o
CYIIPOBOIXKYIOThCA €03uHO(pini€eto i cuctemuuMu cumnroMamu (DRESS-cuagpom), y
OesIKUX BUIaOKax OynIu MOoB’s3aHi 3 rapsA4Koio, reMaToJIOTiYHOI0, HUPKOBOIO abo
IIEe4YiHKOBOIO HEOCTaTHICTIO.

[TamieHTH TOBUHHI OyTH ITpOiHGOPMOBaHi ITPO 0O3HAKMU Ta CUMIITOMU
rinepyyTAMBOCTI/anepril, a TaKOXK 3a HUMU CJIi[] CIIOCTepiraTu MI0O0 PO3BUTKY TaKUX
peaxiiu. [Ipu mosiBi CeEprO3HUX ajlepPrivHuX peakilivi/peaklii rinepyyTianuBOCTi,
cunapoMy CriBeHca-J[2KOHCOHa B TOMY YHCIIi, 3acTOCyBaHHS (pebykcocTaTy Tpeba
HerauHO IIPUIIMHUTH, OCKIIbKY PaHHE MPUIIMHEHHS 3aCTOCYyBaHHS MOKpAaIIy€e IIPOTHO3.
fAxiio y naiieHTa po3BUHYJIacsd aJiepriyHa peakxilis/peaxilis rinep4yyTjInBOCTi, Y TOMY
yucii cuaapoM CTiBeHca-[I?KOHCOHA Ta roCcTpi aHadinakTUYHI peakilil/IIoK, To
TTOBTOPHE ITpU3HadYeHHs ¢peOyKCcocTaTy IIPOTUIIOKAa3aHOo.

3azocmpeHHs (Hanad) nodazpu

JIikyBaHHS ¢eOyKCcOoCTaTOM CJIif pO3MMOYHMHATH TiJIbKM Yy IIE€Piof ITicysi 3arOCTPEeHHS
xBopoOu. PebykcocTaT MOXKe CIIPOBOKYBaTH Hamaj IOOarpy Ha Mo4aTKy JIiKyBaHHS 3a
paxyHOK 3MiHM PiBHS C€4YO0BOI KMCJIOTH Y CUPOBATIIi KPOBi Yepe3 BUXif yparTiB i3 gemno.
Ha nmouaTky nikyBaHHS peOyKCcOoCTaTOM PeKOMEHOYETHCS MPU3HAUUTU HECTEPOIOHI
npoTtu3anaabHi 3acobu (HI133) abo KomxiluH Ha TepMiH He MeHIIIe 6 MiCSIliB mis
npodiTakTUKX HamafgiB IIOgarpu.

[Tpu pO3BUTKY HalaAy nomarpu Ha TJIi 3acTocyBaHHSA (eOyKcocTaTy JIiKyBaHHS CITif
nmpoaoBXKyBaTu. OmHOYaCHO HEeOOXigHO IMIPOBOAUTH BiANIOBIAHY iHOMBIAyaJIbHY Tepariio
3arocTpeHHs nogarpu. [Ipu TpuBaloMy 3acTOCyBaHHi ¢pebyKcocTaTy 4acToTa Ta
TAXKKICTBH HallafiB nogarpyu 3MeHIIYIOThCS.

Bioksn1aoeHHs KCaHMUHI8

Y nailieHTiB i3 IPUCKOPEHUM YTBOPEHHSM ypaTiB (HaopuKian, Ha TJIi 3I0IKiCHUX
HOBOYTBOPEHD Ta 1X JIiKyBaHHSA ab0 npu cuHapoMi Jlema-HixaHa) MOXKIUBE CYTTEBE
30inbiIeHHs aOCOII0THOL KOHIIEHTpallil KCAHTHUHIB y cedi, 10 V PiIKiCHUX BUIIagKax
CYIIPOBOMXKYETHCA 1X BifK/IaJeHHSAM Y CEYOBUBIOHUX IIIsiXaX. LIboro He
CIIoCTepiranocsi B OIIOPHOMY KJIiHiYHOMY mociimxkeHHi pebykcocTtaTy npu CJIII. Yepes
o0OMezKeHiCTb JOCBimy 3acTocyBaHHS (peOyKcocTaT He MOKa3aHUM IallieHTaM IIpu
curgpowMi Jlema-HixaHa.

MepkanmonypuH/azamionpuH

debyKcocTaT He PEKOMEHYETHCSI 3aCTOCOBYBATH ITAlliEHTaM, SIKi OHOYaCHO
OTPUMYIOTh MEPKAITONyPUH/a3aTiONPUH, OCKiJIbKY iHTiOyBaHHS KCAaHTUHOKCHUIA3U
dbebykcocTaTOM MOXKe CIPUYMHUTH MiABUILIIEHHSA KOHIIEHTPaIlil



MEePKAaIITONMyPUHYy/a3aTiONPUHY y MIa3Mi KPOBi, III0 MOKe ITPU3BECTHU OO0 CUIIBHOIL
TOKCUYHOCTi. HiIKux gocnigzKeHb B3a€MO/Iil y MaIli€HTiB He IIPOBOOUIN. AKIIIO
KoMOiHallil He yHUKHYTU, PEKOMEHIOYEThCS 3MEHIIUTH O03Y
MepKallTONypUHYy/a3aTionpuHy. Ha OCHOBI MOfenOBaHHS Ta iMIiTaALlilHOTO aHaIi3y
OaHUX OOCHiAXKeHb IPHU OJHOYaCHOMY 3aCTOCYBaHHI (peOykcocTaTy go3y
MepKaITONypuHYy/a3aTionpuHy ciig 3MeHmuTH 1o 20 % a6o MeHIIe TTOIIepeaHbO
MMpU3Ha4YeHol J03H, 100 YHUKHYTHU MOXKJIMBUX IeMaTOJIOTiYHUX BIJIMBIB (OUB. PO3MiN
«B3aeMopmist 3 iHmMMU JTiKapChbKUMHU 3acoO0aMu Ta iHIITI BUAM B3aEMOi»). ITarieHTiB
CIIii peTebHO KOHTPOJIIOBATH, a O3y MEePKaITONyYPUHYy/a3aTioIpUHYy MOTPiOHO
3romoM KOpPUTYyBaTH Ha OCHOBI OIiHKM TepalleBTUYHOI BiOIOBiAi Ta HACTaHHSA
MOKJIUBHUX TOKCUUYHUX €(PEKTiB.

ITauieHmu, AKI nepeHec/Au MPAHCNAAHMAUi0 Opa2dHia

IocBimy 3acTocyBaHHs ¢ebyKcocTaTy 1ik KaTeropil malieHTiB HeMae, TOMY
3aCTOCyBaHHS IIpemnapaTty He IT0Ka3aHO.

Teoginin

OnmHOpa30Be ogHOYAaCHe 3acTocyBaHHSA ¢pebykcocTaTy y A03i 80 Mr Ta Teodininy y mo3i
400 MT He MMOKAa3aJio XKOOHUX (apMaKOKiHeTUUYHUX B3aeMopiti. PebykcocTaT y mo3i 80
MTI" MOKHa 3aCTOCOBYBATH OOHOYACHO i3 TeodiniHoM 6€3 pU3UKY MiABUIIEHHS
KOHIIeHTpalli#t Teodininy y mma3mi KpoBi. [lanux mioxao mo3u pedykcoctaty 120 mr
HeMae.

3axeopro8aHHA NeviHKU

Y npoieci kniHivHUX gocaimxkeHsb v 5,0 % malliedTiB, gKi oTpuMyBanu pebyKcocTar,
CIIOCTepiranucs He3HayHi 3MiHU IEe4YiHKOBUX II0KA3HUKIB, TOMY PEKOMEHOYETHCS
nepeBipaTH QyHKIIOHAIbHI ITeYiHKOBI MOKAa3HUKHU OO IIpU3HadYeHHs pebyKcocTaTy Ta
[if Yac JIiKyBaHHS IIPU HasIBHOCTI ITOKa3aHb.

3axeoprosaHH A W,UumMo8uUOHOI 3a103U

Y 5,5 % maliieHTiB, siKi oTpuMyBanu (peOyKcocTaT IPOTSITOM TPUBaAJIOTO Yacy,
CIIOCTepiranocs migBuilleHHS moka3Huka TTT (> 5,5 MKMO/mn) 1mig 4ac goCHigXKeHb.
Tomy nmikapchkuii 3acib ciif 3 06epekHiCTIO 3aCTOCOBYBaTH MHallieHTaM i3
MOPYIIEHHSAM (QYHKIIIl IIUTOBUOHOL 3aI03H.

Jlakmo3sa

JlikapcbKu# 3acib MiCTUTH JIaKTO3y, TOMY IalliEHTaM 3 TaKUMHU PiIKUMHU CIIagfKOBUMU
XBOpoOaMu K HEellepeHOCUMICTh rajlakTo3u, gediuuT makra3u Jlanna abo mopymieHHs
MaJibaOcopOIIil III0KO3U-TalaKTO3U He CIIil 3aCTOCOBYBaTU JaHUM JTiKapChKUM 3acio.



3acmocysaHHsa y nepiod sazimHocmi abo 200y8aHHA 2py0010.
BaeimHuicmb

OOMexkeHUU OOCBiA 3acTocyBaHHSA (peOyKcoCcTaTy y Iepiof BariTHOCTI CBiIYUTD IIPO
BiICYTHIiCTb HECIIPUSITIIMBOTO BIIJIMBY Ha mepeOdir BariTHOCTI Ta 30POB’A
I1JI04a/HOBOHAPOAKEHOT 0. Y ITPOIIeci HOCHiAXKeHb Ha TBapHuHax He OyJI0 ToMideHOo
¥oro mpsiMoro abo HenpsiMOoTo MOOIYHOTr 0 BIIMBY Ha Iepebir BariTHOCTI, PO3BUTOK
eMmOpioHa/mmona Ta nmepeobir mosoriB. [IoTeHIIMHUYN PU3UK OIS JIIOOUHU HEBiTOMUII.
debykcocTaT He CJIi 3aCTOCOBYBATH y MePiol BariTHOCTI.

ITepiod 200ys8aHHA 2py00t0

HesigmoMo, uyu mpoHuKae pebyKcocTaT y TpyOdHE MOJIOKO MIOAuHU. [[OoCTiIKeHHs Ha
TBapUHaX MOKa3aH, 0 (pebyKcocTaT IPOHUKAE y TPYOHE MOJIOKO Ta Ma€E HETaTUBHUU
BIIJIUB Ha PO3BUTOK HOBOHAPOMAXKEHUX, AKUX rOOAYIOTH IIUM MOJIOKOM. Pu3uk
MMOTPAIITHHS MpelapaTy B IPyOHE MOJIOKO He MoxKe OyTHu BuKIodeHum. ®ebykcocTaT
He CJIig 3aCTOCOBYBATHU Yy epiof rogyBaHHS I'PYLOIO.

depmusibHiCcMb

IocnigkeHHs GepTUNIBHOCTI Ha TBapWHAaX IMPHU 3aCTOCYBaHHI y m03i 48 Mr/Kr/moby He
BUSIBUJIN 3aJIeKHOCTI IMOOiYHUX peakiriil Big gos3u. [lis ¢pebykcocTaTy Ha
PENnpPOnyKTUBHY (PYHKIIiIO JIIOOWHU HEeBiZoMa.

30amHicmb 8nausamu Ha weudKicmby peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuUMuU MexaHiamamu.

Bynu noBigoOMIeHHS PO PO3BUTOK COHJIMBOCTI, 3allaMOPOYEHHSs, IapecTe3il Ta
MMOPYILEHHS YiTKOCTi 30py Ha TJIi 3acTocyBaHHS (pebykcocTaTy. TomMy mailieHTam, sKi
3aCTOCOBYIOTH (heOYKCOCTAT, peKOMEHOYETHCS OYTU 00epeKHUM ITPU KepyBaHHI
aBTOTPAHCIIOPTHUMM 3acob0aMu Ta poOOTi 3 iHIIMMU MeXaHi3MaMU 0 TOTO 4Yacy, ITOKH
BOHU He OyOyTh BIIEBHEHI Y BiICYyTHOCTI BUIlle3a3HaYEeHUX ITOOIYHUX peakKIriil.

Cnocid 3acTocyBaHHs Ta I03H

Ho3yeaHHA

ITodaepa.

PekoMmeHnpgoBaHa go3a ctaHoBUThH 80 Mr 1 pa3 Ha go0y IepopanabHO, He3aJIeKHO Bif
nmpuiioMy ixi. fdKIIO KOHIIEHTpPaIlisi Ce40BOl KMCJIOTH B CUPOBATIIi KPOBi MepeBHUIITYE 6
Mr/on (357 MKMOIIB/M) mmicins 2-4 TUXKHIB JIIKyBaHHS, CJIi PO3TJISHYTHU MiABUILEHHS
no3u ¢edykcoctaTty mo 120 mr 1 pa3 Ha go0y. EdekT nikapcbkoro 3aco0y BUSBIISIETHCS
OOCUTD IIIBUIKO, I1I0 POOUTH MOKJIMBUM IIOBTOPHE BU3HAUYEHHS KOHIIEHTPAIlil Ce40BOi



KHMCJIOTH Yepe3 2 TUXKHi. MeTolo JTiKyBaHHS € 3MeHIIeHHS KOHIIeHTpallil Ce40BO1
KHCIIOTH y CUPOBATIII KPOBi Ta IMiATPUMKa 11 Ha piBHI MeHIIe 6 Mr/oa (357 MKMOIIB/M).

TpuBanicthk npodiTlakKTUKU HamafiB IIogarpu peKOMeHAOoBaHa He MeHIlle 6 MiCSIIiB.
CuHOpom ni3ucy nyxauHu (CJIII).

PexomeHnpoBaHa no3a ctaHoBuTh 120 Mr 1 pa3 Ha fo0y nepopaibHO, He3aJIe’KHO Bif
IPUNOMY 1XKi.

3acTocyBaHHS JTiKapchKoro 3acody I[Tomadeb ciig po3mouynHaTH 3a ABa OHI A0 ITOYATKY
IIMTOTOKCUYHOI Tepallil i MpogoBXKyBaTH IloHalMeHIle 7 Oi0; omHaK TPUBAJIiCTh
Teparil MoXKHa MOOOBXKUTHU 10 9 mib BimImoBimHO OO0 TpUBAJOCTI XiMioTeparii Ta
KJIIHiYHOI OITiHKH.

ITauieHmu AiMHBLO20 BIKY.
Ins1 1iel KaTeropii MmaiieHTiB KOPEKIIist 403U He MOoTPiOHa.
Hupxosa HedocmamHicmb.

Y mailieHTiB i3 TAXKKUM IIOPYILIEHHSIM (QYHKIII1 HUPOK (KJIipeHC KpeaTuHiHy < 30 MJI/XB)
e(ekTUBHICTH Ta 6e3IeKy JTiKapChKOro 3aco0y BUBUYEHO HEIOCTAaTHLO. [lallieHTam i3
MMOPYIIEeHHSAM (PYHKII1 HUPOK JIETKOTO ab0 IMOMipHOTO CTyIEeHsI KOPEKIIisl 403U He
moTpidHa.

ITeviHkoBa HedocmamHicmew.

HocnigxeHHs eeKTUBHOCTI Ta 6e3neku ¢hebyKcocTaTy y Malli€HTIB i3 TAXKKOIO
MeYiHKOBOIO HemocTaTHICTIO (kKinac C 3a mikanoio Yaunma-I1'10) He IPpOBOOUIIN.

e TToparpa. [Ipu nopyiieHHi QyHKIIi1 Te4iHKM TerKoro CTyIleHss peKOMeHIoBaHa
mo3a ctaHoBUTH 80 mr. JIocBif 3aCcTOCyBaHHS TiKapChKOT0 3aco0y MpPH MOPYIIEHHI
dyHKIIi] MeviHKu MOMipHOTO CTYIIEeHST 00MeXKeHUN.

e Cunmpom nizucy nyxnauau (CJIIT). 3 onmopHOTro OociigxKeHHs OyIu BUKITIOYEH]
TiTbKU Cy0’€KTHU i3 MEeYiHKOBOIO HEJOCTATHICTIO TSXKKOTO CTyIeHs. [IJIs mallieHTiB,
siKi OyJIM BKJIIOYEHi B IOCHIIXKEeHHS, KOPEKIIisl MO3M Y 3B’A3KY 3i cTaHOM (QyHKITiH
MeYiHKM He moTpibHa.

Cnocib 3acmocysaHHs

3acToCcoByBaTH MePOPAIbHO, HE3aJIeKHO Bifl IPUNOMY 1XKi.

Iimu.



Bes3neka Ta edpeKTUBHICTh 3acTOCYBaHHs (ebyKCcocTaTy OiTsIM BikoM fo 18 pokiB He
BCTaHOBJIeHI. [laHi 11100 3aCTOCYBaHHS BifICYTHI.

Ilepeno3yBaHHA
Y pazi nepeno3yBaHHs ITOKa3aHa CUMIITOMAaTUYHA Ta MiATpUMYyl0oda Teparris.
ITo6iuni epexkTHn

HavyacTimumu mob6iYHUMHY peakIlisiMU Yy XO[i KJIiHIYHUX OOCIiIXKeHb Ta y Impoleci
IMOCTMapKETHUHTOBOTO HATISAAY Y IMalli€HTiB 3 mogarpoio Oyiyu 3arocTpeHHs (Hamamu)
rofjarpu, NopylieHHs QyHKIIIl Te4YiHKY, Aiapesi, HyJoTa, TOJIOBHUM 0ifib, BUCUIIaHHS Ta
HaOpsiku. L1i moGiuHi peakirii Mmanu y OinbIOCTi BUIIagKiB Terkuit abo cepemHin
CTYMiHb TSXKKOCTi. ITig Yac moCcTMapKeTUHTOBOTO HATJIAAY OyJIM ITOBiIOMIIEHHS IIPO
pimKicHiI BUNIagKu CeprO3HUX peakllil rimepuyyTauBoCTi Ha pedyKcocTaT, fesiKi 3 HUX
CYIIPOBOMXKYBa/IUCSA CUCTEMHUMU PeaklilisiMHU, Ta PO PifKiCHI SBUIlla parToBOl
CepIieBOl CMEepTi.

Huxd4e 3a3HaveHi mobiuHi peaxiiii, IKi BUHUKAIOTh IIPU 3aCTOCYBaHHi ¢pebyKkcocTaTy
Ta KiacudikoBaHi TaKUM YMHOM: 4acTo (Big = 1/100 go < 1/10), HeyacTo (Big =
1/1000 mo < 1/100) Ta pigko (Big = 1/10000 mo < 1/1000). HacToTa pO3BUTKY
I'PYHTYETHCS Ha OOCIIAXKEHHAX Ta IOCTMapKEeTUHIOBOMY [OCBifi IIIOA0 MHAalli€HTIB i3
rnopgarpoto.

3 60Ky Kpoei ma aiMmpamuyHoi cucmemu: pigKo - MAaHIUTONEHisT, TPOMOOITUTOIIEHIs,
arpa”HyJIoLuTO3%;

3 60Ky iMyHHOI cucmemu: pigKo - aHadinakTU4YHi peakilii*, rimnepuyyTnIuBiCTb A0
npemnaparty*;

3 60Ky eHOOKPUHHOI cucmeMu: He4acTO - MiABUIIEHHS PiBHSA TUPEOCTUMYJTIOI0YOT0
TOPMOHY KPOBI;

3 60Ky OopeaaHie 30py: PiogKO - 3aTyMaHEHHS 30pPY;

3 OOKY xap4y8aHHs ma 0oOMiHY pedoB8uH: 4acTo*** - 3arocTpeHHs (Halagu) mogarpu;
HeYacTo - I[yKpoBu fAiabeT, rineprimnigemisi, 3HUKEeHHS alleTUTy, 30iIbIIeHHSA Macu
Tijla, PiOKO - 3HUKEHHS MacCH Tijla, MigBUIIEHHS alleTUTy, aHOPEKCIis;

3 60Ky ncuxiku: He4acTo - 3HUXKEeHHs 1i06igo, 6e3COHHS; PiAKO - HEPBO3HICTH;

3 60Ky HepB8osoi cucmemu: 9aCTo - TOMOBHUM Oiflb; HEYACTO - 3aITaMOPOYEHHS,
napecresii, reminapes, COHINUBICTh, 3MiHa CMAaKOBOTO CIPUUHSATTS, TillecTesis,
rmocsabieHHsT HIOXY;



3 60Ky opeaHie cayxy ma aAabipuHmy: pigKo - IIyM y ByXax;

3 00Ky cepusi: HedyacTo - Gidbpunsiis nmepencepnb, BiMTUyTTsI CepeOUTTsI, BiIXuIeHHs
Bim HopMu Ha EKT', 61okaga miBol Hixkku ny4ka ['ica (quB. po3min «CUHOPOM JIi3uCy
NyXJIMHKW»), CHHyCOBa TaxikKapmhis (OuB. po3ain « CHHAPOM Ii3UCy IIyXJIMHU»); PIOKO -
pamnToBa ceplieBa CMepTh*.

3 60Ky CyOUHHOI cucmeMmu: He4acTO - apTepiajabHa TinepTeH3is, IPUIIIUBY, ITPUILIUBU
3 BiQUyTTAM 2Kapy, KpoBOTedi (OUB. po3ain « CHHAPOM JIi3UCYy MyXJINHU»);

3 60Ky OuxasnvHOI cucmemu: He4acTo - 3afuIliKa, OpoHXiT, iHpeKIii BepxHix
OUXaJIbHUX HIISAXiB, KallleJhb;

3 60Ky W/AYHKOBO-KUWKO0B020 MpaAaKmy: 4acTo - Aiapes**, HymoTa; He4acTo - Oilb y
KHWBOTI, 3OyTTS )KUBOTa, TacTpoe3odareanbHa pedriiokcHa xBopoOa, O/II0BaHHS,
CYXiCTh Yy POTi, OIMCIHEICis, 3aI0pP, YacCTi BUIIOPOXKHEHHS, METEOPU3M, JUCKOMPOPT Y
IITYHKY a00 KUIIIEeYHUKY; PiIKO - TaHKPeaTUT, BUPa3Ky B OiJITHII POTa;

3 OOKY neviHKU ma :#co8408uB8i0HUX W/A5AXi8: YaCTO - MOPYIIeHH QYHKIII medinku**;
HedacTo - XKOBYOKaM sTHa XBOpo0a; PiIKo - remaTuT, KOBTSHUIISA*, ITediHKOBa
HeOooCTaTHICTLY;

3 60Ky WKipu ma niowKipHO-H#CUPOBOi MKAHUHU: YaCTO - BUCUTIAHHS (Y TOMY YHCIIi
BHUCHUIAHHS 3 OiIbIII HU3bKOIO YaCTOTOI0 BUHUKHEHHS); HeYacTO - IePMaTHuT,
KpOnuB’'sTHKA, CBepOiK, 3MiHa 3a0apBJIeHHS MIKipH, IIOIIKOAXKEHHS IKipH, meTexii,
II’ATHUCT1 BUCUIIAHHS, MaKyJIONallyJIbO3H1 BUCUIIaHHS, I1allyJIbO3H1 BUCUIIAHHS; PiAKO
- TOKCUYHUM enigepManbHUM HeKpPonid*, cunapoMm CriBeHca-II2KOHCOHa*,
aHTioHaOpsAK*, peakilil Ha IIpemnapar, 1[0 CYIIPOBOAXKYIOTHCS €03UHOMITIi€I0 Ta
CHUCTEMHUMHU CUMIOTOMaMu*, reHepasi3oBaHi BUCUNaHHS (CEepHO3Hi)*, epureMa,
eKc(doiaTuBHI BUCUIIaHHSA, (POJIIKYISPHI BUCUNIaHHS, B€3UKYJIbO3HI BUCUIIaHHS,
MMyCTY/IbO3Hi BUCUIIAHHS, CBEPOJISYi BUCUTIAHHSI*, epUTEeMaTO3Hi BUCUTIAHHS,
KOpeIroiOHi BUCUIIAaHHS, aJIONelis, IiaBuIlleHa IiTJIUBIiCTh;

3 OOKY ONOPHO-PYX08020 anapamy ma CnoAy4YHOi MKAHUHU : He4acTo - Oinb y
cyrinobax, apTpuT, 0inb y M’'sd3aX, CKeJIeTHO-M s130BuM 06ifib, cl1abKicTh y M’s3aX,
cyooMu M’si3iB, CKYTiCTh M’si3iB, OypcuT; PigKo - padmgomioni3*, ckyTicTh cyrnobis,
CKeJIETHO-M's130Ba CKYTiCTh;

3 60Ky HUPOK ma ceyosuBiOHUX WA5Xi8: HeYaCTO - HUPKOBA HEOOCTATHICTh,
ceyoKaM’ssHa XBopo0a, reMaTypis, Iojiakiypis, mpoTeinypis; pigko -
TyOyJIOiHTEepCTUIliaTbHUM HepPUT*, HalOIEeTIUBi TO3UBU 0 CEYOBUITYyCKaHHS;

3 60Ky penpodyKkmugHoi cucmemu ma MOA04YHUX 3d/103: He4acCTO - epeKTUJIbHa
OUCPYHKITIS;



3 OOKY Op2aHi3My 3a2a/s0M: 4aCTO - HaOPSKW; HeYacTo - ITiIBHUINleHa BTOMJITIOBAHICTE,
0inb y rpyasax, BiguyTTs uckKoM@OpTy Y TPYOsX; PiIKo - cIipara;

1abopamopHi NOKA3HUKU: HeYacTO - MigBUIIIEeHHS PiBHSA aMila3u y KPOBi, 3MEHIIIEHHS
KiZTbKOCTi TPOMOOIIMTIB, 3MEHIIIEHHS KiJTbKOCTi TIEMKOLUTIB Y KPOBi, 3MEHIIIEHHS
KinbKOCTi MTiM(QOLUTIB y KPOBi, MiABUIIIEHHS PiBHSA KpeaTUHY Y KPOBIi, MiABUIIIeHHS
PiBHSI KpeaTUHIHY V KPOBi, 3HUKEHHSI PiBHS reMorio0iHy KpOBi, MigBUIIIeHHS PiBHSA
CE4YOBHHU B KPOBI, MiABUILIEHHS PiBHS TPUTIIILIEPUOIB Y KPOBI, MiOBUILIEHHS PiBHS
XOJIECTEPUHY B KPOBi, 3HUXKEHHS I'eMaTOKPUTY, MiABUILIEHHS PiBHS
nakTtatgerigporerasu (JIII') y KpoBi, MiagBUIEHHS PiBHS KaJlilo Y KPOBi; PigKo -
HiABUIIIEHHS PIBHA I'JIIOKO3U Y KPOBI, IOAOBXEHHA aKTUBOBAHOI'0 YaCTKOBOT O
TPOMOOIIJTACTUHOBOT'O YacCy, 3HUKEHHS KiJIbKOCTi EpUTPOLUTIB y KPOBi, MiTBUIIIEHHS
piBHA My2kHO1 pocdhaTal3u y KPOBi, IMiABUIIIEHHS PiBHA KpeaTUH(POCPOKiHA3HU y KPOBi*.

* TToGiuHi peakilii, 1110 CIIOCTepiraaucs y Mexax IIOCTMapKeTHUHT OBOTO
CIIOCTEpEeKEeHHH.

** Tliapes Ta BimXuIeHHS pe3ylbTaTiB QyHKIIOHAIbHUX IIPO0 IeYiHKM Big HOPpMHU, SKi
BHMaraju Teparlrii, 110 CIIOCTePirajucs B JOCIiAXKEHHIX, PO3BUBAJIUCS YacCTillle y
MIALlEHTIB, 1K1 OTPUMYBAJIU CYIIyTHIO Tepallilo KOJIXIIIUHOM.

*+* JacToTa 3arocTpeHsb (HalafiB) mogarpy, 10 CIiocTepiraaacsa y OOCIIAXKEeHHX.
Onuc okpemux nobidvHUX peakuitl.

Y Merkax MOCTMapKeTHUHIOBOTO HarIsaay Oyiu MOBiIOMJIEHHS PO PiAKiCHI BUMIagKu
CEepHO3HUX peakllill TinepuyTIuBOCTi Ha pebyKcocTaT, Y TOMY YUCJIi CHHIPOM
CriBeHca-[I>KOHCOHA, TOKCUYHUM eIllimepMaibHUM HEKPOoJIi3 Ta aHadinakTU4YHi
peakiii/mok. CuagpoM CriBeHca-[I7KOHCOHA Ta TOKCUYHUM ellilepMaJIbHUN HEKPOJIi3
XapaKTePU3YETHCS IIPOrPeCYIOYUM HMIKIipHUM BUCUNAHHAM 3 OyJIbO3HUM YpaxkKeHHSIM
ITKipy a00 CIIM30BUX 000JIOHOK Ta IIOOPa3HEHHSIM CIN30BO1 000JIOHKK odyel. Peakirii
rinepuyyTaInuBOCTI Ha ¢peOyKcocTaT MOXKYTh IPOSBJIATUCS TaKMMU CUMIITOMaMU:
IIKIipHUMM peakllisiMu, 0 XapaKTepu3yThC iHQITLTPOBaHUMHU MaKyJIio-
NnanyJjJbO3HUMHU BUCUIIAHHSMU, TeHepasi3oBaHuMU abo ekcdoriaTUBHUMU
BUCHUIIAHHSMH, a TAKOXK ypaxKeHHSIMU IIKipu, HaOpsIKOM 00/IUYYsi, raps4Koio,
reMaToJIOTiYHMMMU IOPYIIEeHHSIMU, TAKUMHU SIK TPOMOOIIUTOIIEHIsI Ta e03uHOGIIisA, Ta
ypaxKeHHSIM OKpeMHUX OpraHiB abo KiTbKOX OopraHiB (MediHKa Ta HUPKH, Y TOMY YHCJIi
TyOyJIOiHTEepCTHUIliaTbHUN HEPPUT).

3aroctpeHHs (Hamagu) momarpy 3a3BU4Yaul CIIOCTepiraanucsa HeBOOB3i IIiCJIA TO4YaTKy
JIIKyBaHHS Ta IPOTATOM IIEPIINX MICALIB JIIKyBaHHsA. YacToTa Hamnangis mogarpu
3HUKYBaJacs 3 yacoMm. IIpu 3acTocyBaHHi pebyKcocTaTy PEKOMEHAYEThCS
npodimakTUKa rOCTPUX HamafiB IIOOarpu.



CunpgpowM mizucy nyxaul (CJII)

Pestome npoghinto 6esneku.

Bigowmo, 1110 y mIpolieci gociigxkeHsb, y SKOMY ITOpiBHIOBanu ebyKcocTaT Ta
anonypuHon (346 mallieHTiB, SKi MiggalTbCA XiMioTeparil 3 TPUBOAY reMaTOJIOTiYHUX
37I05IKICHUX HOBOYTBOPEHbD 3 ITOMipHUM ab0 BucoKUM pusukom CJIII), Tineku y 22 (6,4
%) malrieHTiB cnocTepiranucs nobiuHi peakirii, a came y 11 (6,4 %) maiieHTiB y
KOXKHil rpy1i jikyBaHHS. BinblricTs mobiyHMX peakiiiit Oyiu 1erkoro abo momMipHoro
CTyIIEeHs.

Y ninomMy B xofi IUX OOCIHiIXXeHb Oyab-IKUX DOOATKOBUX Mif03p II0a0 Oe3meKu
3acTocyBaHHs (peOyKcocTaTy ImalliEHTaM i3 mogarpoio He O0yJ0, 3a BUHITKOM
HUXKYe3a3HauYeHUX TPhOX MOOIYHUX peakIliid.

ITopyweHHs 3 BOKY cepuesoi cucmemu: HedacTo - OJI0Kaa JIiBol Hi>kKH mmydka [ica,
CUHYyCOBa Taxikapnis.

ITopyweHHs 3 6OKY CYOUHHOI cucmemu: He4acTo - KpOBOTeYi.

ITogi0oMaeHHA npo ni0o3prosaHi NnobiuHi peakuii.

IMToBigoMIIEHHS IIPO MiMO3pIOBaHi IMOOIUHI peakiril micas cxBajleHHS JTIKapPChKOTO
3aco0y JO3BIIBHUMHU OpraHaMU € BaxXKJIMBOIO ITpolenypolo. Lle mo3Bosisie 3fiicHIOBAaTH
IIOCTIMHUYN MOHITOPUHT CIIiIBBIIHOIIIEHHS «KOPUCTH/PU3UK» 3aCTOCYBaHHS 1IbOT0
JIIKapChKOT0 3aco0y. MeouyHUX IIPaIiBHUKIB IIPOCSATH MOBIHOMIISITA PO YCi
ITimo3poBaHi MobiyHi peakiiii yepe3 HalliOHAIbHI CUCTEMU IIOBiIOMIIEHb.

TepMiH NpHIATHOCTI
3 POKH.
VYMoBHM 30epiranus

30epiraTtu B OpuTiHanbHil yIIaKOBIIi ITpu TeMIepaTypi He Bule 25 °C.

30epiraTty y HeZOCTYIIHOMY AJIS OiTE€U MicCIIi.
¥YnakoBka
ITo 10 TabneTok y 6sicTepi; mo 3 GicTepu y mayiii.

Karteropis Bignycky



3a penemnTomMm.
BupooHuK

AT «KUIBCBKWHM BITAMIHHUH 3ABOI».



