IHCTPYKUIA

A1 MeJMHHOr0 3aCTOCYBaHHSA NiKapCbKOro 3acoby

PEBYKCOCTAT KCAHTIC

Cknap:
Aitoya peyoBuHa: (hebykcocTar;
1 TabneTka, BKp1Ta MniBKOBOK 060/10HKO, MiCTUTBL thebykcocTaTty 80 Mr a6o 120 wmr;

[OMOMIDKHI PEYOBMHMW: NaKTO3M MOHOTIAPAT, HATPIt0 KPOCKapMenosa, Lientoio3a MiKpoKpucTanivyHa, rigpoKCMnponinuentonosa, KPeMHito fioKcug KonoigHnii 6e3B04HNIA, MarHito cTeapar, MarHito OKCUA Nerkuin, 060/10HKa: NoiBiHINOBUI
CMMPT, YaCTKOBO rigponizoBaHuiA, TuTaHy aiokeng (E 171), makporon, TasbK, 3anisa okcug xosTuii (E 172).

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/IOHKOHO.

OCHOBHI (pi3nMKO-XiMiYHi BNaCTMBOCTI: KarcynonofioHi TabneTkn, BKpUTI NNiBKOBOK 060/10HKOLO, Bif, 6/1i0-X0BTOr0 [0 XXOBTOr0 KO/bOPY, 3 TUCHEHHAM «80» ab0 «120x» 3 0fHOro 60KY.

dapmakoTepaneBTUYHa rpyna.

JikapcbKi 3ac0bun Ana nikyBaHHsA nogarpu. JlikapcbKi 3aco6u, WO NPUTHIYYOTL YTBOPEHHS cevoBoi kucnotn. Kog ATX MO4A A03.

dapmMakosoriyHi BnacTmneoCTI.
dapmakognHamika.

MexaHi3M fii.

CeyoBa K1CoTa € KiHLEBMM NPOAYKTOM MeTaboniamy NypUHIB Y NHOAMHW | YTBOPKOETLCA Mif Yac Takol peakuii: rinokcaHTMH — KCaHTUH — cevyoBa KucnoTa. KcaHTMHOKCMAa3a € KaTanizaTopom 060X eTaniB L€l peakuii. debykcocTaT €
MOXiAHOK PEYOBMHOKO 2-apuTia3ony, TepaneBTUYHA Aisi AKOrO MOB’A3aHa 3i 3MEHLIEHHAM KOHLEHTpaLil cevyoBOT KMCNOTN B CMPOBATL,i KPOBI LUMSXOM CEIeKTUBHOMO MPUIHIYEHHA KCaHTUHOKCKAasn. dPebykcocTaT — Le NOTYXHWA i
CENEKTMBHUIA HEMYPUHOBWIA iHTi6GITOp KcaHTMHOKEnAasmn (NP-SIXO), ioro Ki (KoHCTaHTa NPUIrHiYeHHS) in vitro CTaHOBUTL MeHLLe 1 HaHOMOAS. Byno nNokasaHo, Lo hebyKcocTaT 3HaYHOK MipOO NMPUTHIYYE aKTUBHICTb K OKUCHEHOI, TaK
i BIAHOBNEHOI (OPMM KCaHTUHOKCMAA3W. Y TepaneBTUYHUX KOHLEHTpauisx (ebykcocTaT He MPUrHIYye iHWI (epmMeHTH, Wo 6epyTb yyacTb Yy MeTabonisMi MypuHIB abo MipuMiguHIB, TakMX §K ryaHiHe3amiHas3a,
rinoKcaHTUHryaHiHgochopmbosnnTpaHchepasa, opotaTdoctopnbosnnTpaHcge-pasa, opoTUAMHMOHOGOCHhaTaAeKapbokeniasa, abo NypruHHYKeosunagochopmnasa.

KniHivyHa eheKTUBHICTb Ta 6e3neka.

Moparpa

EmexkTnBHICTb (PebykcocTaty Oyna nigTsepmXeHa B (hasi 3 TPbOX OCHOBHWMX AOC/ifXeHb (4Ba ocHOBHUX focnimkeHHs APEX i FACT i pgopatkose pocnimpkeHHs CONFIRMS, onucaHi Huxkue), aki Bkmovainm 4101 nauieHTta i3
rinepypukemieto i nogarporn. Y KOXKHOMY 3 LMX OCHOBHMX Aoc/ifpkeHb (a3 3 (hebykcocTaT 6ifibll eqieKTUBHO 3HMKYBaB CMPOBATKOBY KOHLIEHTPALit0 Ce4yoBOI KUCNOTU i NIATPUMYBAB ii Ha HaNeXXHOMY PiBHI B MOPIBHAHHI 3
anonypuHOIoM. NepBUHHOK KIHLEBOK TOYKOH e(ieKTUBHOCTI B focnimkeHHAX APEX i1 FACT 6yna yacTka nauieHTiB, Y AKUX NPOTATOM OCTaHHIX TPbOX MICALIB KOHLEHTpaLlis Ce4oBOi KMCNOTU B CUPOBATL He nepesuLlysana 6,0 mr/an
(357 mkmonb/n). Y popatkosomy gocnigkeHHi CONFIRMS hasu 3, pe3ynbTaTvi SKOro Ctann AOCTYNHI Nicns nepuloi peectpayii (hebykcocTaTy, NEPBUHHOK KiHLIEBOK TOUYKOH epeKTUBHOCTI Oy/a YacTKa NaLieHTIB, Y AKX KOHLEHTpaL,is
CEeYyoBOI KUCMOTW B CUpOBATLi He nepesuLlyBana 6,0 Mr/an Ha MOMEHT OCTaHHbLOIO Bi3UTY. Y Ui AOCNIIKEHHS He BK/KOUa/IM NaLieHTIB, SIKi NepeHecn TpaHcnnaHTalito opraHis (AMB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS»).

Jocnip>keHHa APEX. [ocnimpkeHHsi eeKTUBHOCTI (hebyKcocTaTy 3 KOHTponeM nnauebo ta anonypuHony ¢asu 3 (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat, APEX) 6yno paHgoMi3oBaHUM, NOABIAHO CAINKM,
6araToLeHTPOBMM, TPMBANICTIO 28 TUXHIB. Bcboro 6yno paHaomizosaHo 1072 nauieHTu: nnauebo (n = 134), pebykcoctat 80 mMr 1 pa3 Ha foby (n = 267), (hebykcocTtaT 120 Mr 1 pa3 Ha foby (n = 269), (hebykcocTtaT 240 Mr 1 pa3 Ha fo6y



(n = 134) a6o anonypuHon (300 mr 1 pa3 Ha goby (n = 258) A1 NauieHTIB 3 BUXILHOK CMPOBATKOBOK KOHLIEHTpaLieto KpeaTuHiHy < 1,5 mr/an abo 100 mr 1 pa3 Ha o6y (n = 10) a4na nawieHTiB 3 BUXIAHOK CUPOBaTKOBOK KOHLEHTPaLiEr0
KpeaTuHiHy > 1,5 mr/an i < 2,0 mr/an). Ans ouiHky 6e3nekn ebykcoctaT npusHadanu B Ao3i 240 mr (y 2 pa3u BuLLEe MakCMMa/lbHOT PEKOMEH/0BaHOT 03K).

HocnipkeHHs APEX nokasano CTaTUCTUYHO AOCTOBIPHY nepesary 060X pexxnmiB NnikyBaHHsA npenapatoM ebykcocTat 80 mr 1 pa3 Ha fo6y i hebykcocTaTt 120 Mr 1 pa3 Ha 400y NOPIBHAHO 3 anoNypPUHOIOM Y 3BMUYaliHiin fo3i 300 Mr (n =
258) / 100 mr (n = 10) y 3MeHLLEHHI CMPOBATKOBOT KOHLEHTPALLiT Ce4oBOi KUCIOTK HKYe 6 mr/an (357 mkmons/n) (ame. Tabn. 1 i puc. 1).

JocnipkenHsa FACT. [locnimpkeHHs eeKTUBHOCTI (hebykcocTaTy 3 anonypuHon-koHTponeM (The Febuxostat Allopurinol Controlled Trial, FACT) a3 3 6yno paHAoMi30BaHUM, NOABIMHO cinuMm, 6araToLeHTPOBUM, TpUBanicTo 52
TWXKHI. Bcboro 6yno paHgomisoBaHo 760 nauieHTiB: ebykcoctat 80 mr 1 pa3 Ha goby (n = 256), pebykcoctat 120 mMr 1 pa3 Ha foby (n = 251) Ta anonypuHon 300 mMr 1 pa3 Ha foby (n = 253).

HocnipkeHHss FACT nokasano cTaTUCTUYHO AOCTOBIpHY nepeBary 060X pexxumis — tebykcoctat 80 mr 1 pa3 Ha o6y i hebykcocTaT 120 Mr 1 pa3 Ha 400y — MOPIBHAHO 3 anONypPUHONOM Y 3BUYaiiHIN A03i 300 Mr Y 3MEHLLEHHI i
NiATPUML CMPOBATKOBOT KOHLEHTpaLiT Ce4OBOT KMCOTU HUXYe 6 mr/an (357 MKMo#b/n).

Y T1abn. 1 npefCcTaBieHo pe3ynbTaTy OLiHKM NEPBUHHOT KiHLEBOT TOUYKM ePEKTUBHOCTI.

Tabnuud 1. YacTka nawieHTIB 3 KOHLEHTpaLieo Ce4OBOT KMCNOTU B cmpoBaTLi < 6,0 Mr/gn (357 MKMO/b/N) Mif Y4ac TPbOX OCTaHHIX LWOMICAYHUX BI3UTIB

debykcocTtar 80 debykcocTar AnonypuHon
_ mr 1 pa3 Ha go6y | 120 mr 1 pa3 Ha
JocnipkeHHA no6y 300/100 mr 1 pa3 Ha o6y 1
APEX 48% " 65%" # 22%
(28 TXHiB) (n=262) (n = 269) (n=268)
FACT 53 %" 62 %" 21%
(52 TXKHI) (n=255) (n = 250) (n=251)
O6’efiHaHI pe3ynbTaTy 51 %" 63%" . # 22 %
(n=517) (n=519) (n=519)
1 PesynbTaTit y nauieHTiB, ki oTpumyBany 100 mr 1 pa3 Ha o6y (n = 10: nauieHTn 3 BUXigHOO
CYPOBATKOBO KOHLIEHTpaLi€to KpeaTuHiHy > 1,5 mr/an i < 2,0 mr/an) a6o 300 mr 1 pa3 Ha goby (n =
509), B xoai aHanisy 6ynv 06’eHaHi.
* p < 0,001 NopiBHAHO 3 a/10MYPUHOMOM.
#p < 0,001 nopiBHAHO 3 403010 80 Mr.

Mpu 3acToCcyBaHHI PebyKcocTaTy 3MEHLLEHHS CUPOBATKOBOT KOHLEHTPaLLii Ce4OBOI KUCMO0TY 6YN0 LUBUAKMAM Ta YTPUMYBa/IOCh [OBro. 3MeHLIeHHS KOHLeHTpaLii Ce40BOT KUCIOTK B cupoBaTLi o < 6,0 mr/an (357 MKmonb/n) BiA3Hayvanocs
BXXE Ha Apyromy TWKHI focnifXeHHs i 36epiranoca Hagani NpoTArom NikyeaHHA. Ha pyc. 1 nokasaHo cepefiHi KOHLEHTpaL,ii CeHOBOT KUC/IOTM B CUPOBATLLi 3a/1eXKHO Bif, Yacy A8 KOXHOT TepaneBTUUHOT rpynn NikyBaHHA B 060X OCHOBHUX
LOCNIMKEHHAX (hasm 3.

PucyHok 1. CepefHi KOHLEHTpaLil ce4oBOi KUC/IOTW B CUPOBATL,i 3a AaHMMKU 06’ eiHAHUX OMOPHUX AocnigpKeHb (asa 3)

MpumiTka: 509 navieHTiB oTpumyBanu anonypuHon B fo3i 300 mr 1 pa3 Ha fo6y; 10 nauieHTIB 3 CMPOBATKOBOK KOHLEHTpaLIE KpeaTuHiHy > 1,5 mr/an i < 2,0 mr/gn otpumyBsanu anonypuHon B fo3i 100 mr 1 pa3 Ha foby (10 3 268
nauieHTiB y gocnimkeHHi APEX). ®ebykcocTat B 403i 240 Mr npusHavany Ans oLiHKK 6e3nekn npu 4o3i, Wo B 2 pa3u nepesuLLyBasia MakCUMaibHy PEKOMEH0BaHY.

[ocnigpkeHHa CONFIRMS. OocnigkeHHs CONFIRMS 6yno paHZomi3oBaHMM, KOHTPO/IbOBaHUM JOCNIMKEHHAM (a3n 3 TpUBaNiCTIO 26 TUXKHIB, IKe NPOBOAMNIOCA A/19 OLIHKK 6e3nekn Ta edheKTUBHOCTI (hebykcocTaty B go3ax 40 mr i 80



MI MOPIBHAHO 3 anonypuHoiom B gosax 300 mr i 200 Mr gna nauieHTiB 3 No4arpoto i rinepyprikemieto. Beboro 6yno paHgomizoBaHo 2269 nauieHTiB: debykcocTat 40 mr 1 pa3 Ha goby (n = 757), debykcoctat 80 mr 1 pa3 Ha foby (n =
756) Ta anonypuHon 300/200 mr 1 pa3 Ha foby (n = 756). LLloHainmeHLwe 65 % nauieHTiB Main MOPYLUEHHS YHKLIT HMPOK Bif NErkoro o NoMipHOro cTyneHs (3 KnipeHcoM KpeaTuHiHy 30-89 mn/xB). MpodinakTka Hanagis nogarpu
Oyna 060B’A3KOBOIO NPOTATOM 26 TUXHIB.

YacTka nauieHTiB 3 KOHLEHTpaLiet0 Ce4yoBOT KMCNOTK B cmpoBatLi < 6,0 mr/an (357 MKMONb/N) B OCTaHHIN Bi3UT cTaHoBMAa 45 % y rpyni 3actocyBaHHs (ebykcocTaTy 40 mr, 67 % rpyni 3acTocyBaHHs thebykcocTaty 80 Mr i 42 % rpyni
3actocyBaHHsA anonypuHony 300/200 mr BignoBigHoO.

MepBuHHA KiHLEBa TOoYKa B NiArpyni nauieHTIB 3 MOPYLUEHHAM (DYHKLIT HUPOK

Y pocnigpkeHHi APEX ouiHoBany edeKTUBHICTb npenapaTy 3a yyacTio 40 nauieHTiB 3 NOopyLUeHHAM (DYHKLUIT HUPOK (TOBTO 3 BMXIAHOK CMPOBATKOBOK KOHLEHTpaLieto KpeaTuHiHy > 1,5 mr/gn i < 2,0 Mr/gn). Taknum nauieHTam,
paHA0Mi30BaHMM B Fpyny anonypuHony, o3y npenapaty 3ameHwysanu Ao 100 mr 1 pa3 Ha fo6y. MNMepBUHHA KiHLUEBa TOYKa eheKTMBHOCTI 6yna AocsirHyTa B rpynax ebykcoctaty y 44 % nauieHTiB (80 Mr 1 pa3 Ha aoby), 45 % (120 mr pas
Ha go6y) i 60 % (240 mr 1 pa3 Ha 4o6y) B nopiBHAHHI 3 0 % y rpynax anonypuHony 100 mr 1 pa3 Ha foby i nnauebo.

Mpn UbOMY KNIHIYHO 3HAYyLWMX BIAMIHHOCTEN Y 3HMXKEHHI CMPOBATKOBOI KOHLEHTPaLii Ce4oBOi KACNOTU Y BiACOTKAX Y 3[40POBUX A0OPOBO/bLIB Bi3HaY4eHO He 6YN0 He3aneXHo Bif (DYHKUiOHaNIbHOro cTaHy HUpoK (58 % y rpyni 3
HOPMasIbHOI (PYHKLIIEKD HMPOK | 55 %y rpyni 3 TAXKUM NOPYLUEHHAM PYHKLIT HAPOK).

MpOCNEeKTUBHWIA aHani3, NPOBeAEHWI 3a y4acTio MalieHTIB 3 NOAArporo i MOpyLUEHHSM (YHKLIT HUPOK 3a gonomoroto gocnigkeHHs CONFIRMS, nokasas, o ¢ebykcoctaTr 6yB 3HA4YHO e(eKTUBHILLIMM: PiBEHb CEYOBOT KUC/IOTU B
CupoBaTLi 3HMKYBaBCA A0 PiBHA < 6,0 Mr/4n Y NOPIBHSAHHI 3 TaKMM Npwy 3acTocyBaHHi anonypuHony 300 mr/ 200 Mr y nawieHTiB 3 MOAArpoto i NOPYLLUEHHSAM PYHKLIT HPOK Bif NErKoro Ao cepefiHboro cTyneHs (65 % BMnNpo6oByBaHMX).

MepBMHHA KiHLEBa TOYKa B NiArpyni NauieHTIB 3 CMPOBATKOBOK KOHLEHTpaLieto cevoBoi KucnoTu = 10 mr/gn

BuxigHa cupoBaTKOBa KOHLEHTpaLisi ce4oBol Kucnotn = 10 mr/an BigzHavanacs npuonunsHo y 40 % nauieHTiB (kombiHoBaHi gocnimkeHHs APEX | FACT). Cepef, UMx nauieHTiB NepBrHHa KiHLEBa TOUYKa e(heKTUBHOCTI (CMpoBaTKOBa
KOHLLEHTpaL|if ce4yoBoi KUCNoTK < 6,0 Mr/an B ocTaHHI 3 Bi3nTK) Byna gocarHyTta B nigrpynax geéykcoctaty y 41 % nauieHTis (80 mr 1 pa3 Ha aoby), y 48 % nauieHTiB (120 mr 1 pa3 Ha goby) i y 66 % nauieHTiB (240 mr 1 pa3 Ha 4o6y) B
nopiBHAHHI 3 9 % y rpyni anonypuHony 300 mr/ 100 mr 1 pa3 Ha goby i 0 % y rpyni nnaue6o.

3a paHumu gocnigpkeHHss CONFIRMS, yacTka nauieHTiB, SKi 4OCArIM NePBUHHOT KiHLEBOT TOUKM ePEKTUBHOCTI (CMPOBATKOBA KOHLIEHTPAL,iS CEHOBOT KUCMOTK < 6,0 Mr/AN1 B OCTaHHIi BI3WT), y rpyni NauieHTiB 3 BUXiJHOK CMPOBATKOBOK
KOHLeHTpaujieto ceyvoBoi kucnotun = 10 mr/an, ski otpumysann thebykcoctar 40 mr 1 pa3 Ha o6y, cTaHoBWNa 27 % (66/249), hebykcocTar 80 mr 1 pa3 Ha foby — 49 % (125/254) i anonypuHon 300 mr/ 200 mr 1 pa3 Ha goby — 31 % (72
1230).

KniHiyHi pesynbTaTW: BIACOTOK NayieHTiB, AKi NOTPebyTh Tepanii Hanazis nogarpu

Y pocnimpkeHHi APEX npoTarom 8-TxKHeBOro npoinakTM4yHOro nepiofy nauieHTiB 3 TepaneBTUYHOI rpynn ebykcoctaty 120 mr (36 %), Aki noTpebysany Tepanii Hanagis nogarpy, NOPiBHIOBaIN 3 MaLieHTaMK, AKi 3aCTOCOBYBa/IV
(hebykcocTat 80 mr (28 %), anonypuHon 300 Mr (23 %) Ta nnauebo (20 %). YacToTa Hanagis 6yna BALLOKO Micna NPogiNakTUYHOro nepiogy i 3 4acom NMocTynoBo 3HWKyBanacs. Big 46 % fo 55 % nauieHTiB NPOXoAMAM NiKyBaHHS Hanagis
nogarpu 3 8 TXKHS i 3 28 TMXKHA. Hanaam nogarpw, WO BUHUKAM NPOTSArOM OCTaHHIX 4 TUXXHIB BUNPO6YBaHb (24—-28 TWxKHI), cnocTtepiranuca y 15 % nauieHTiB rpynu 3actocyBaHHs ebykcocTaty 80 Mr i 120 Mr, 14 % nauieHTiB rpynm
3acTocyBaHHA aionypuHony 300 mr i 20 % nauieHTiB rpynu nniauebo.

Y pocnigpkeHHi FACT npoTsarom 8-TMxXHEBOro NpoinakTUYHOro nepiody nauieHTV 3 TepaneBTUYHOI rpynu hebykcoctaty 120 mr (36 %), aki noTpebysanu Tepanii Hanazis nogarpy, NOPiBHIOBAIUCS 3 NalieHTaMy 060X TepaneBTUYHUX
rpyn, e 3actocoByBanun hebykcocTat 80 mr (22 %) Ta anonypuHon 300 Mr (21 %). Micna 8-TuxKHeBOro NPogiNakTUYHOro nepiogy Yactorta Hanagis 36inbLIKMAAcA i 3 YaCOM NOCTYNOBO 3HU3UMacA (64 % i 70 % nauieHTiB, SKi OTPUMYBa/IN
NiKyBaHHA 3 NpUBOAY Hanazis nogarpu 3 8-52 TxkHA). Hanaam nogarpy NpoTAroM OCTaHHIX 4 TWXHIB BUNPO6YBaHb (49-52 TuxHI) cnocTepiraimcs y 6-8 % nauieHTiB rpynu 3actocyBaHHsA (ebykcoctaty 80 mr i 120 mr ta 'y 11 %
nauieHTIB rpynu 3acTocyBaHHsA anonypuHony 300 mr.

UacTka nauieHTiB, AKi NoTpebyBann NiKyBaHHA 3arocTpeHb nogarpu (gocnimpkeHHs APEX 1 FACT), 6yna H/X4oKo B rpynax, e cepefHa KOHLIEHTpaLlis Ce4OBOT KUCMOTY B CMPOBATLL MICNSA NliKyBaHHA 3MeHLUyBanacs fo < 6,0 mr/gn, < 5,0
mr/an a6o < 4,0 mr/gn, B NOPIBHAHHI 3 rpynamu, B IKMX CepeAHili piBeHb CEYOBOT KACNOTW CTaHOBMB = 6,0 Mr/aNn B OCTaHHI 32 TWXKHI NiKyBaHHS (3 2024 TMXHSA No 49-52 TUXKAEHD).

Mig vac gocnipkeHHss CONFIRMS yacTka nauieHTiB, siKi noTpebyBanu nikyBaHHA Hanagis nogarpu (1 AeHb KOXHi 6 MmicsuiB), ctaHoBuna 31 % i 25 % y rpynax, siKi oTpuMyBanu BianosiaHo tebykcoctaT 80 Mr i anonypuHon.
BigmiHHOCTei y cniBBiAHOLLUEHHI NawieHTiB, AKi NoTpebyBasv NiKyBaHHA Hanajis nogarpu, M rpynamu, siki 3actocosysanm hedykcoctat 80 Mr i 40 Mr, He Bifj3Hayanocs.

[l0BroCcTPOKOBI PO3LLUMPEHT BIAKPUTI AOCNIAMKEHHS

HocnipkeHHs EXCEL (C02-021) 6yno TpUpiYHUM, BiKPUTUM, MYNbTULEHTPOBWUM, paHAOMi30BaHUM, PO3LLMPEHNM, aloNypPUHOS-KOHTPONLOBAHUM [OCNIKEHHAM 6e3nekn (asu 3, Wo NpoBOAMIOCS ANA OLIHKW Ge3nekn 3a yyacTio
nauieHTiB, AKi NPONLLIAM OCHOBHI gocnifpkeHHs (asn 3 (APEX a6o FACT). Bcboro B gocnimkeHHs 6yno BkaoyveHo 1086 nauieHTiB: tebykcoctaT 80 mr 1 pa3 Ha foby (n = 649), debykcocTtat 120 mr 1 pa3 Ha goby (n = 292) Ta
anonypuHon 300/100 mr 1 pa3 Ha fo6y (n = 145). MprbnnsHo ana 69 % nauieHTiB KOpeKLis Tepanii Ana A0CArHEHHS 0CTATOMHOr0 CTabiNIbHOr0 NiKyBaHHA He 6yna noTpioHa. MauieHTn, piBHI CMPOBATKOBOI KOHLEHTPALIT Ce4OBOT KUCNOTU
y AKX NpY TPUPa30BOMY MOCNILOBHOMY BMMIPHOBaHHI CTaHOBWAW > 6,0 Mr/an, 6ynv BUKHOYEHI 3 AOCTIIKEHHS.

PiBHI CMPOBATKOBOT KOHLIEHTpAL,iT Ce4Y0BOI KMCNOTK 3 NIMHOM Yacy He 3MiHunucs (Hanpuknagy 91 % i 93 % nauieHTiB, SKi cnoyaTky 3acTocoByBav (hebykcocTaT y fo3ax BignosigHo 80 mr i 120 mr, piBHI CMPOBAaTKOBOT KOHLIEHTpaL,iT
CEeYOoBOI KUCOTK CTaHOBWUK < 6,0 Mr/an Ha 36-My MicaLj).



3a JaHMMKU TPUPIYHOTO CMOCTEPEXEHHS Y MeHW HDK 4 % nauieHTiB, AKi NoTpebysBanv NikyBaHHA Hanagis, BiAMIYeHO 3MeHLUeHHSA 4acTOTW Hamagis nogarpu Ha 16-24 micaui i 30-36 micAyi (To6To 6inbll HIX Yy 96 % nauieHTiB
HeoOXIAHICTb Y NiKyBaHHI HanaziB BiACYTHS).

Y 46 % i 38 % nauieHTiB, AKi OTPMMYBa/IM OCTaTOYHE CTabifibHe NiKyBaHHA (pebykcocTaToM BignosigHO B f03i 80 a6o 120 mr 1 pa3 Ha o6y, CnocTepiranocs MoBHe 3HUKHEHHS MEePBUHHOrO MasibnoBaHOro Toycy Bif Mo4vaTky Ao
OCTaHHbLOr 0 BI3NTY.

LocnipkeHHs FOCUS (TMX-01-005) 6yno n’atupiyHiMM, BIAKPUTUM, MY/NbTULEHTPOBMM, POLUMPEHNM AOCAIIKEHHAM 6e3nekn (asn 2, Lo NpoBOAMIOCA 3a Y4YacTio NauieHTIB, AKi 3aKiHYMAM 4 TUXKHEBMI nNpuiiom (ebykcocTaty 3
NOABIMHO CNiNUM [03yBaHHAM Yy BMNPo6yBaHHI TMX-00-004. [locnifkeHHs BKOYano 116 nauieHTis, ki oTpuMyBany cnovatky ebykcoctat 80 Mr 1 pa3 Ha goby. [Ana 62 % nawieHTiB 4ns NigTPUMKK PiBHA CMPOBaTKOBOT KOHLEHTpaL it
CeyoBOI KMCOTK MeHLWe 6,0 Mr/an Kopekuisi 4o3n He 6yna noTpibHa, a 38 % nauieHTiB NOTpebyBanv KOpeKuiT 403u ANs JOCATHEHHS OCTaTOYHOI CTabi/IbHOT KOHLEeHTpaLl.

YacTka nauieHTiB 3 piBHEM CMPOBATKOBOT KOHLIEHTpaL,iT Ce40BOI KUCNOTW MeHLue 6,0 mr/an (357 MKMONbL/M) Ha MOMEHT OCTaHHLOI O Bi3UTY cTaHoBMUNA GinbLue 80 % (81-100 %) y KOXHIli 3 rpyn 3acTOCyBaHHS pebyKcocTary.

Y tasi 3 KNiHIYHNX JOCNI[KEHb Y NAUIEHTIB, AKI OTPMMYBaM (hebyKcoCTaT, CoCTepIraivcs HesHayHi 3MiHWM NeviHKoBMX nokasHuKiB (5,0 %). YacTtoTa umx 3miH 6ynia cxoxa 3 Takor Mpwv 3acTocyBaHHI anonypuHony (4,2 %) (avB. po3gin
«Oc06MBOCTI 3aCTOCYBaHHS»). Y [NOBrOCTPOKOBMX BiKPUTUX PO3LIMPEHUX AOCNIMKEHHSX Y MauieHTiB, ki oTpumysanu ebykcocrtar (5,5 %) abo anonypuHon (5,8 %) NpoTarom TpMBanoro Yacy, Bif3Hayanocs NiABULLEHHS PiBHS
TUPeoTpornHoro ropmoHy (TTI) (> 5,5 MkMO/mn) (AnB. po3ain «OcobMBOCTI 3aCTOCYBaHHS»).

MicnapeecTpauiiiHi 4OBroCTPOKOBI AOCNIAXKEHHS

[ocnipkeHHs CARES sBns10 coboto 6aratoLeHTpoBe paHLoMi30BaHe MOABIMHO criine LOCNIKEHHA BIACYTHOCTI MeHLIOT eq)eKTUBHOCTI, Mif Yac SKOro NopiBHIOBA/IN pe3ynbTaTh CepLEeBO-CYANHHNX 3aXBOPIOBaHb MPWU 3aCTOCYBaHHI
(pebykcocTaTy Ta a/lonypuHO/Y Y MaLieHTIB 3 MOAArpot0 Ta OCHOBHMMM CEPLIEBO-CYAVHHUMM 3aXBOPHOBAHHAMY B aHaMHEe3i, BK/H0YaruM iHhapKT Miokapaa, rocnitanisayito 3 NnpuBogy HecTabifibHOT CTeHOKapAii, npouesypy KOpOHapHOT
abo uepebpanbHOI peBacKynapu3auii, iHCy/bT, rocniTanisalito 3 NprBOAY TPAH3UTOPHOI iLLEMIYHOT aTaku, 3aXBOPHOBAHHS NepUtepMYHMX CyAnH abo LlyKPOBWUIA diabeT i3 03HaKaMK MiKpoaHrionatii uM MakpoaHrionartii. [na 4OCArHEHHS
N1a3MOBOr0 PiBHSA CEYOBOT KACNOTU MeHLLe 6 mr/an fo3y qebykcocTtaty TuTpyBanm 3 40 Mr ao 80 mr (He3anexHo Bif GyHKUIT HAPOK), a o3y anonypuHony Tutpyeann 3 kpokom 100 mr 3 300 go 600 Mr Ansi NauieHTiB i3 HOPMa/lbHOO
(DYHKLLIE0 HUPOK Ta HUPKOBOK HELOCTATHICTHO Nierkoro cTyneHs i 3 200 go 400 Mr a1 nauieHTIB i3 HUPKOBOK HEAOCTATHICTHO MOMIPHOIO CTYNEHS TSHXKOCTI.

MepBUHHOIO KiHLEBOKO TOYKOK B gocnifpkeHHi CARES 6yB 4Yac MepLluoi MnosiBU THKKUX HebakaHux cepueBo-cyanHHuX sfBul, (THCCH), wo BKYanM HeneTabHUA TH(APKT Miokapaa, HeneTaslbHWU IHCYNbT, CMepTb Bif
CepLEeBO-CYANHHUX NATOMOT i Ta HeCTabiflbHYy CTEHOKapAito 3 HEBIAK/IAAHOK KOPOHAPHOK PeBacKy ispu3alieto.

KiHUeBi MOKa3HUKN (NepBMHHI Ta BTOPUHHI) aHani3yBanv BignoBigHO A0 aHani3y HauineHHs Ha nikyBaHHA (ITT), BKIOYaKoumM BCiX Cy6'eKTiB, AKi Oynm paHAOMI30BaHi Ta OTPUMaIM NPUHaMHI OfHY A03Y npenapaTy Y XoAi NoABiiHOro
CNinoro AocnigpKeHHs.

3aranom, 6190 mauieHTIB 3HAXOAUINCH Nif CMOCTEPEXKEHHAM MPOTArOM 32 MicALiB, CepefHA TPUBAIICTb BMUBY CTaHOBWMA 728 AHIB AnA mauieHTiB rpynun ¢ebykcoctaty (n=3098) Ta 719 fHiB Ans NauieHTiB rpynv anonypuHony
(n=3092).

MepBuUHHA KiHUeBa Touka THCCH crnocTepiranacs 3 aHanorivHMMM nokasHMKaMmum y rpynax fikyBaHHs hebykcoctatom Ta anonypuHonom (10,8 % npotu 10,4 % nauieHTiB BignoBigHO; cniBBigHOLWEHHS pu3nkis [CP] 1,03; ABOCTOPOHHIl
noBTOpHWIA 95 % posipuwnia iHTepsan [A1] 0,89—1,21).

Mpw aHani3i okpeMux KomnoHeHTiB THCCHA yacToTa CMepTHOCTI Bij, CepLeBO-CyANHHMX NaTo/Ooriin 6yna BULLOK Y rpyni hebykcocTaty, HiXk anonypuHony (4,3 % npotu 3,2 % nayieHTiB; YacToTa cepueBnx ckopodeHb (UCC) 1,34; 95 %
A1 1,03—1,73). YacToTa iHwnx THCCH 6yna cxoxay rpynax gebykcoctaTy Ta a/lonypuHoOnYy, a caMe: HeneTasbHOro iHpapkTy miokapaa (3,6 % npotu 3,8 % nauieHTis; UCC 0,93; 95 % Al 0,72—1,21), HeneTanbHOro iHCynbTy (2,3 %
npotun 2,3 % nauieHTis; UCC 1,01; 95 % Al 0,73—1,41) Ta TepMiHOBOT peBacKynsapu3sauii Yepes HecTabinbHy cTeHokapgito (1,6 % npotun 1,8 % nauieHTis; YUCC 0,86; 95 % Al 0,59—1,26).

YacToTa CMEePTHOCTI 3 YCiX NPUUMH TaKoXX 6yna BULLLOO Y rpyni hebykcocTaTy, HiXk anonypuHony (7,8 % npotu 6,4 % nauieHTis; YCC 1,22; 95 % Al 1,01—1,47), w0 B OCHOBHOMY 06YMOB/OBa/IOCA 6i/lbLL BUCOKUM PIBHEM CMEPTHOCTI
Bif} CepLeBO-CYAMHHMX NaTONOri y Wi rpyni (ame. po3ain «OcobMBOCTI 3aCTOCYBAHHS»).

Temnu NpuinHATOI rocniTanizauii 3 NpMBOAY CepLEeBOi HeAOCTAaTHOCTI, rocniTanizayil 3 NpMBOAY apuUTMIi, WO He MOB’A3aHa i3 iLeMieto, BEHO3HUMM TPOMO0eMOOoNIYHMM NoAIsMK, | rochiTanizauii 3 npMBoay NepexigHnX iemivHmX
Hanagis 6ynun nopiBHAHHUMM ANa hebyKcocTaTy Ta anonypuHony.
CuHzpom nisucy nyxnuHm (CJIIT)

EeKTMBHICTb Ta 6e3Mneka 3acTocyBaHHA (pebykcocTaTty A5 npodinakTukuy i nikyeaHHs npu CJ1M oyiHtoBany B gocnimkeHHi FLORENCE (FLO-01). ®ebykcocTaT NpoAeMOHCTPYBaB HaKpally i 6i/bLU LWBUAKY Ait0 BiAHOCHO 3HMXEHHS
PIBHA ypaTiB Y NMOPIBHAHHI 3 a710MyPUHOSIOM.

FLORENCE sBnsno co6oto paHgomizoBaHe (1 : 1), noABiliHO cine, OnopHe AOCNI[KEHHA (ha3n 3, B SKOMY NOPiBHIOBaIM 3aCTOCYyBaHHSA (hebykcocTaTy B A03yBaHHI 120 Mr oauH pa3 Ha Aoby i anonypuHony B Ao3yBaHHi 200-600 Mr Ha
o6y (cepefHs fo6oBa [03a afoNypuHONY * CTaHAapTHe BigXuneHHs: 349,7 = 112,90 mMr) B yMOBaX KOHTPO/O KOHLEHTpaLii Ce4oBOI KMUCMOTU B CMPOBaTLi. BMbpaHi nauieHTV NOBUHHI 6ynn 6yTW KaHAMAaTaMu ANS NiKyBaHHA
aionypuHoioM abo He Matu AocTyny Ao pacoypukasn. MepBuHHI KiHLEBI TOUYKV ABNSANN COOO00 MIOLWY Mif KPUBOK KOHLEHTpaLiT ceqoBoi Knucnotu B cuposatui (AUC sUA1__g) i 3MiHY piBHA KpeaTuHiHy B cuposartLi (SC), 3 mepLioro no

BOCbMMWA [EHb KO>XXHa.

[0 pocnigpkeHHs 6yno BKIOYEHO 346 naLlieHTiB 3 reMaTtosioriYHUMK 3/109KiCHUMW HOBOYTBOPEHHAMM, AIKi OTPUMYBaI XiMioTepanito i Manun cepefHiin/BUCOKUIA CTYNiHb pu3nKy po3suTky CJIM. CepegHe 3HaveHHs AUC sUA g (Mr X y
/pn) 6yno 3HaYHO HKUYMM Npu npuitomi (ebykcocTtaTy (514,0 + 225,71 y nopisHAHHI 3 708,0 £ 234,42; cepefHe HaiMeHLUNX KBaapaTiB Anis pisHuLi: —196,794 [95 % posipuwnii iHTepean: —238,600; —154,988]; p < 0,0001 ). Kpim Toro,
CepefHiii CMpPOBaTKOBWIA PiBEHb CEYOBOT KUCMOTK OYB 3HAYHO HMDKUMIA NPK 3aCTOCYBaHHI (PebyKcocTaTy, MOYMHAKUM 3 NepLUMX 24 roAUH NiKyBaHHSA i B BYAb-AKWIA HACTYMHWMIA MOMEHT Yacy. CTaTUCTUYHO 3HAUYMMMX BiMIHHOCTEN 3a



cepefHiM BMICTOM CHMPOBATKOBOIO KpeaTuHiHy (%) MiX (hebykcocTaToM i anonypuHonom He 6yno (-0,83 + 26,98 nopiBHAHO 3 —4,92 + 16,70 BiANOBIAHO; cepeAHE HaMEHLUNX KBaapaTis Ansa pisHuui: 4,0970 [95 % foBipyumnia iHTepBa:
—-0,6467; 8,8406]; p = 0,0903). 3 ypaxyBaHHSIM BTOPUHHUX KiHLEBMX TOYOK, CTAaTUCTUYHO 3HAYMMMX BiAMIHHOCTEN 3a 4aCTOTOK PO3BUTKY NnabopaTopHo niaTeepmkeHoro C/1IM He 6yno (8,1 % i 9,2 % y rpyni (hebykcocTaTy i anonypuHosny
BiZANOBIAHO; BigHOCHWI pu3unK: 0,875 [95 % fosipunit iHTepsan: 0,4408; 1,7369]; p = 0,8488), i KNiHiKK CMHAPOMY po3nagy NyXavHu He 6yno (1,7 % i 1,2 % ana ¢ebykcocTaTy i anonypuHony BiAnoBi4HO; BIAHOCHWIA pusnk: 0,994 [95 %
AoBipyoro iHTepsany: 0,9691; 1,0199]; p = 1,0000). YacToTa BCiX O3HaK i CUMMATOMIB, L0 BUHMKAM MNif Yac NiKyBaHHS, a TaKOX NOGIYHUX peakuiit cTaHoBuna 67,6 % nopiBHSAHO 3 64,7 % i 6,4 % nopiBHAHO 3 6,4 % Yy rpynax
(hebykcocTaTy | anonypuHony BignosiaHo. ¥ aocnifpxkeHHi FLORENCE gebykcocTaT NpoaeMOHCTPYBaB HalKpally i 6inblu WBMAKY Ait0 LWOAO 3HMXKEHHS PiBHSA CEYOBOT KMCNOTU B CUPOBATLi MOPIBHSAHO 3 a/lonypyHONoM. [aHi woao
MOPIBHAHHA (hebykcocTaTy i pacbypmkasn Ha Lield Yac BiaCyTHi. EpeKTUBHICTL Ta 6e3neka ebykcocTaTy He 6yM BCTAHOB/EHI 419 NaLiEHTIB 3 rocTpuM THXKkMM CJITM, Hanpyknag 415 NauieHTiB, y AKUX THLWI BUAW Tepanil 419 3HUXKEHHS
yparTiB He fitoTb.

dapmMaKoKiHe TVKa.

Y 300p0oBUX [O6POBO/LLIB MaKCUMasbHa KOHLEHTpauis y nnasMmi (Cpgy) Ta niowa nig kpusoto (AUC) 36inbLuyBanncs NponopLinHo f03i Nicns 04HOPa3oBoro Ta 6aratopasoBoro 3acTocyBaHHA (ebykcoctaty y Aosax Big 10 mr go 120

mr. Mpu gosax Big 120 mr go 300 mr 36insweHHs AUC 6yno 6inblumnm, HiXX nponopuiiHo fosi. Mpwu 3actocyBaHHi 403 10-240 Mr KOXHi 24 rofiMHN HakonuyeHHs (hebyKcocTaTy He BigMmivanocs. MNependadyBaHuii cepefHiin TepMiHabHUI
nepiof HaniBBMBeLeHHs (t1/0) hebykcocTaTy CTaHOBMB MpUBM3HO 5-8 roavH. by npoBefeHWn NONynALiiHUIA aHani3 (hapmMakoKiHeTUKW/hapMakoAMHaMIKY 3a JaHUMK, OTPUMaHUMK 3a Y4acTio 211 nauieHTiB 3 rinepypukeMiero i

nojarpoto, AKi 3actocoByBann (hebykcoctar B go3ax 40-240 mr 1 pa3 Ha fo6y. B Uwinomy oTpumaHi 3HaueHHs papMakoKiHETUYHMX NMapameTpiB BIAMOBIAAOTL TaKUM Y 340P0BMX A0OPOBOSLIB, AKI, OTXKE, € XOPOLLOK MOZEN/IK ANS OLIHKK
(hapmakoKiHeTUKU/hapMakoMHaMiK1 npenapaTy y nawieHTiB 3 nogarpoto.

BcmokTyBaHHA. dPebyKcocTaT WBNAKO (tax (HaC JOCATHEHHS MakCMMasbHOT KOHUeHTpauiT) 1,0-1,5 roguHu) i fobpe (npuHaiMHi 84 %) BCMOKTYeTbCA. MNpy 04HOPa30BOMY Ta 6aratopa3oBoMy 3aCTOCYBaHHI (hebyKcocTaTy nepopasibHo y
po3ax 80 mr a6o 120 mr 1 pa3 Ha Aoby Cpax BiAMOBIAHO CTaHOBUTL 2,8-3,2 MKr/mn Ta 5,0-5,3 MKr/m. A6ContoTHY 6iog0CTyMHICTb TabneTok (hebykcocTaTy He aHanisysanu. Npu 6aratopa3oBomy 3acTocyBaHHi y fo3i 80 Mr 1 pa3 Ha 4oby
abo npu 0HOPa30BOMY 3aCTOCYBaHHI Y 4031 120 Mr y NMoeaHaHHI 3 >XUPHOK DKeto Cpg 3MeHLYyBanacs Ha 49 % ta 38 %, a AUC — Ha 18 % Ta 16 % BianosigHo. OfHaK Le He CynpoBOAXKYBaIOCSA KNIHIYHO 3HAYYLLMMU 3MiHAMK CTYMEHS
3MEHLLEHHS PiBHSA CEYOBOT KMCNOTK Yy CUpoBaTL,i KpoBi (Npv 6aratopasoBoMy 3aCTOCyBaHHI y f03i 80 Mr). Taknum YnHOM (hebyKCoCTaT MOXHa 3aCTOCOBYBATU HE3a/IEXHO Bif, BXXMBAHHSA TXi.

Posnogin. Mepesn6avysaHuii 06’em po3noginy y piBHoBaxXHOMY cTaHi (V «/F) ebykcocTaTy 3miHIOETbCA Bif 29 [0 75 N nicns nepopa/ibHOro 3actocyBaHHsA y f03i 10-300 Mr. CTyniHb 38°A3yBaHHsA PebyKcocTaTy 3 6ifikamu rniasmu KpoBi
(roNOBHMM YMHOM 3 albOYMiHOM) CTaHOBUTL 99,2 % i He 3MIHIOETLCS NPU NigBULLEHHI f03K 3 80 Mr go 120 mr. s akTMBHMX MeTaboniTiB ebyKcocTaTy CTyniHb 3B’ A3yBaHHA 3 6iikaMun Nna3mMun KpoBi KonmeaeTbea Bif 82 [0 91 %.

MeTaboniam. ®ebykcocTaT akTMBHO MeTab0/i3yeTbCS LWNAXOM KOH’torauii 3a yyacTio ypuanHangochatrioKypoHinTpaHcgepasmn (Y AP-rnioKypoHinTpaHcdepasmn) Ta OKUCHEHHS 3a y4acTHo (hepMeHTiB cuctemu umutoxpomy P 450 (CY P).
YcboroigeHTugikoBaHo 4 hapMakonoriyHo akTUBHUX TAPOKCUIbHUX MeTaboniTh pebykcocTaty; 3 3 HUX 6ynv BUAB/EHI Y NiasMi NI0AMHN. JocAifpKeHHS in vitro Ha MiKpocomax neyviHKW IK0AUHM 3aCBiA4NIN, O Li OKUCHEHI MeTaboniTu
YTBOPIOKOTLCA NepeBaxxHO Mig gieto CYP1AL, CYPL1A2, CYP2C8 abo CYP2C9, Togi Ak thebyKcocTaTy rnoKypoHif yTBOPHETHCA FOMI0BHUM YAHOM Nif Aieto Y AP-rntoKypoHinTpaHchepasn 1A1, 1A8 ta 1A9.

BuBefieHHs. debyKcoCTaT BUBOAMTLCS 3 OpraHiaMy uepe3 nediHky Ta Hupkamu. Iicns nepopasibHOro 3actocyBaHHs 14C-thebykcocTaTy y A03i 80 Mr npubansHo 49 % BUBOAMOCS i3 Ceueto y BUrNsAI HeamMiHeHoro (ebykcocTaty (3 %),
aunIrIKypoHigy aitovoi pedoBuHn (30 %), BIZOMUX OKMCHEHUX MeTaboniTIB i TXHIX KOH’toratiB (13 %) Ta IHWKX HeBigomux metabonitie (3 %). KpiMm HMPKOBOT eKcKpeuii, npubnnsHo 45 % [o3n BUBOAWUIIOCA 3 KasloM Yy BUMNAAI
He3MiHeHoro (ebykcocTaTy (12 %), aumnrnoKypoHigy Aito4or peqoBuHmM (1 %), BiJOMUX OKUCHEHWUX MeTaboMITIB | TXHIX KOH’toraTiB (25 %) Ta iHLIMX HeBIAOMUX MeTaboniTie (7 %).

HupkoBa HeOCTATHICTb.

Mpwn 6araTopa3oBoMy 3acTOCyBaHHI (ebykcocTaTy y fo3i 80 Mr He 6yno Bif3HaueHO 3MiH Cpg PebyKcocTaTy y nauieHTIB 3 /IErKO0, MOMIPHOK a0 THXKOH HYPKOBOK HEAOCTATHICTHO MOPIBHAHO 3 NalieHTaMn 3 HOPMa/IbHOK PYHKLIE
Hupok. CepefHa 3aransHa AUC thebykcocTarty 36i/bLuyBanaca npubansHo y 1,8 pasa: Bif 7,5 MKI X rof/mMn y nauieHTiB 3 HOPMasibHOK (PYHKLIE0 HAPOK A0 13,2 MKr X rog/mny nauieHTiB 3 TAXKOK HUPKOBOK HEAOCTATHICTIO. Crg Ta
AUC aKTUBHUX MeTaboniTie nigsuiLysanuca 'y 2 i 4 pasum BignosigHo. MpoTe nauieHTam 3 HUPKOBOK HEAOCTATHICTHO IErKOro abo MOMIPHOMO CTYMNeHs KOPEeKLis 031 NiKapCbKOro 3acoby He NoTpibHa.

MeyiHKOBa HEAOCTATHICTb.

Mpwn 6aratopa3oBoMy 3acTOCyBaHHI (hebykcocTaty y f03i 80 Mr He Byno Bifi3Ha4eHO CyTTEBUX 3MiH Cp g Ta AUC hebykcocTaTy Ta 10oro MeTabosiTiB y MauieHTIiB 3 fIerkoto (knac A 3a wkanoto Yainnga — IN°10) Ta nomipHoto (knac B 3a

Lwkanoto Yaringa — IM’t0) NeYiHKOBOK HeAOCTATHICTHO MOPIBHAHO 3 NalieHTaMn 3 HOPMaibHOK (YHKLiE NeYviHKK. JocnigpkeHHs NiKapcbKoro 3acoby y nauieHTIiB 3 TSHKKOH MeYiHKOBOK HegocTaTHICTHO (knac C 3a wkanoto Yainnga —
1°10) He NpoBOAMNOCH.

BiK.
Mpw 6araTopa3oBOMY NepopanbHOMY 3acTOCyBaHHI hebyKcocTaTy He 6yno Bia3HaueHo cyTTeBux 3MiH AUC (ebyKcocTaTy Ta i10ro MeTaboniTiB y NauieHTiB NiTHbOrO BiKy NOPIBHAHO 3 MOMIOAMMM 340POBUMMN A06POBO/bLIAMM.
CTaTs.

Mpwn 6aratopa3oBoMy NepopabHOMY 3aCTOCyBaHHI (hebykcocTaTty Ciax T2 AUC hebykcocTaTty y XIiHOK 6ynn Ha 24 % Ta 12 % BignoBigHO BULLMMU, HIXX Y H0NMO0BIKIB. OfHaK Cax Ta AUC, CKOpUrosaHi 3a Macoto Tifia, 6ynm cxXoxi B 060X
rpynax, Tomy 3MiHa 403u pebykcocTaTy 3a/1eXKHO Bif, CTaTi He NOTpibHa.



KniHiYHI XapaKTepUCTUKN.
Noka3aHHA.

debykcocTar KcanTtic 80 mr Ta debykcocTat KcaHTtic 120 mr

3acTocoByBaTK AN NiKyBaHHA XPOHIYHOT rinepypyKeMii Npy 3aXBOPHOBaHHSIX, WO CyNPOBOMKYHTLCA BigKNaAaHHAM KpUCTasiB yparTiB, y TOMY YMC/i NPU HassBHOCTI TOyciB Ta/abo nogarpMyHOro apTpuTy B AaHWI Yac Y B aHaMHe3I.

debykcocTar KcaHTtic 120 mMr

3acTocoByBatu A/is NiKyBaHHA Ta NMPOMINAKTUKN TiNepypuKeMii y JOPOCANX MALIEHTIB, AKI Mig4aroTeCa XiMioTepanii 3 NPMBOAY reMatosioriyHnX 3N0SKICHNUX HOBOYTBOPEHb 3 MOMIPHMM ab0 BUCOKUM PU3MKOM CUHAPOMY Ni3UCY MyXVHN
cnn.

debyKcocTaT KcaHTic noKasaHuiA 0pOC/M NaLlieHTaM.

MpoTnnNoKasaHHA.

MinepyyTIMBICTb 0 aKTUBHOT Pe4OBUHY ab0 40 6y Ab-AKOT IHLLIOT OMOMIDKHOT PEHOBUHM JTIKAPCbKOr0 3aC00Y, 3a3Ha4eHol y po3aini «Cknag».

B3aemogis 3 iHLUMMM NiKapcbKMMK 3aco6amm Ta iHLWi BUAM B3aEMOLIN.
MepkanTonypuH/a3aTionpuH.

BignoBigHO fO MexaHi3my CBOET fii (pebyKcocTaT NPUrHiYye KCaHTMHOKCMAA3Y, TOMY CYMYTHE 3aCTOCYBaHHS He PeKOMeHAYeETbCA. MPUrHiYeHHA KCAaHTMHOKCUAA3M MOXKe NPU3BOAUTY O NiABULLEHHA KOHLEHTpaLii 060X npenaparis y
nnasMmi i BUKIMKaTU TOKCUYHY peakLito. JocnimpkeHHs B3aeMofii hebykcocTaTy 3 npenapataMmu (KpiM TeodiniHy), Lo MeTaboni3yroTbCs KCAaHTUHOKCUAA30H0, HE MPOBOAMNCA 3a YYaCTHO NOAEN.

MogentoBasibHWM Ta IMITaLiRHWIA aHani3 gaHnxX LOKNIHIYHOTO LOC/IIKEHHSA Ha LLypax BKa3ye Ha Te, L0 Y pa3i OHOYaCHOro BBeAeHHS (hebyKcocTaTy 4031 MepKanTonypuHy/a3aTionpuHy cnig 3MeHWnT 1o 20 % abo MeHLUe Bif, paHiLle
NpU3Ha4veHoi o3mn (anB. po3gin «OcobANBOCTI 3aCTOCYBAHHS).

JocnipkeHHs B3aeMogii hebykcocTaTy nif vac iHWOI LMTOTOKCMYHOI XiMioTepanii He NPOBOAWANCSA. Y X04i ONOPHOro JocnimpkeHHs nauieHTam i3 CJIM 3 AeKinbkoMa pexxumamu Ximiotepanii npusHavasca ebykcocTat y fosi 120 wmr,
BK/THOYA0UN MOHOK/OHa/IbHI aHTUTiNa. OfHak Mif Yac Luboro AOCNiMKeHHS B3aeEMOLIT «NiKapCbKMiA NpenapaTt — MiKapCbKWin NpenapaTs i «/1ikapCbKuid npenapar — 3axBOPHOBaHHA» He A0CNiLKyBanmca. TOMY MOX/IMBICTb B3aEMOLIT 3
Oy [b-AKUMM LLUTOTOKCUYHUMM NpenapaTamu, Lo CyMICHO NPU3HAYat0TLCA, BUK/THOYATU He MOXKHA.

PosurniTason/ cybcTpaTu CYP2C8

debykcocTar € cnabkum iHribitopom CYP2C8 in vitro. B xofi gocnimkeHHs y 340p0oBUX 06POBO/bLIB NapanesnibHe 3acTocyBaHHs 120 Mr hebykcocTaty 1 pa3 Ha 406y Ta 0AHOPa30BOI NepopasibHO MNPUIAHATOT 403K PO3UTNITA30HY 4 MI He
BN/MBANIO Ha (DapMaKOKIHETUKY PO3WI/iTa3oHy i Moro metabonity N-4e3MeTUnpo3urniTasoHy, WO AEMOHCTPYE, Wo (ebykcocTaT He npurHiyye dgepmeHT CYP2C8 in vivo. Takum 4MHOM, OfIHOYacHe BBefEeHHsA (ebykcocTaty i
po3UrniTasoHy abo iHwmx cybetpatis CY P2C8 He BMMarae KOpekLiT 4o3un umx npenaparis.

TeodqpiniH.

MpoBefeHO LOCNIMKEHHA B3aeMOAIT (hebyKcocTaTy 3a y4acTio 340pPOBMX [0OPOBOMbLIB ANS OUIHKM BMAMBY MPUrHIYEHHS KCAHTUHOKCMAA3W Ha 36iMblUeHHS PiBHSA TeOMiNniHy B LMPKY/OKOYI KPOBI, WO CrocTepiranocs 3 iHWUMK
iHriGiTopaMmn KcaHTUHOKCMAA3W. Pe3ynbTaTu JOCNIKEHHS MOKa3aan, Lo Npu 0AHOYaCHOMY 3acTOCYBaHHI ebykcocTaTy Y Ao3i 80 mr Ta TeodiniHy y o3si 400 Mr He 6yN0 XXOAHUX (PapMaKOKIHETUYHNX B3aEMOZil abo BrMBY Ha 6e3neky
TeohiniHy. TakuM YMHOM, thebykcocTaT y A03i 80 Mr MOXKHa 3aCTOCOBYBATM O[JHOUACHO i3 TeodhiniHOM 6e3 0C06MBUX 3acTepeXeHb. [laHuX LWoAo Ao3n thebykcoctaTy 120 Mr HEMaE.

HanpokceH Ta iHLWWI IHri6iTopy rMIoKYpOoHI3auil.

MeTaboni3m (hebyKcocTaTy 3a/1eXUTb Bif, aKTUBHOCTI (hepMeHTY Y O D-r1oKypoHinTpaHcgepasn. JlikapcbKi 3aco6u, L0 NPUrHivyOTbL NpoLec roKYpoHisauii, HanpyKiag HecTepoigHi npoTusananbHi 3acobu (HIM33) Ta npobeHeuns,
TEOPETUYHO MOXYTb BMNAMBATW Ha BMBEAEHHS (hebykcocTaTy. Y 340pOBMX J0OPOBO/bLLIB NpY OLHOYACHOMY 3aCTOCYBaHHI (hebyKcocTaTy Ta HanpokceHy no 250 Mr 2 pasv Ha goby cnocTepiranocs nocuneHHs gii pedykcoctaty (Crax

(MakcMmasibHa KOHLEHTpaLif) cTaHoBuTb 28 %, AUC (nnowa nig kpusot) — 41 %, typ (nepiod HaniBBUBEAEHHS) — 26 %). Y XOAi KNiHIYHWUX [LOCMI[AXEeHb 3aCTOCYBaHHSA HanpokceHy Ta iHwwux HIM33/ iHribiTopis LIOM-2 He
CyNpOBOMAKYBaNOCA KMIiHIYHO 3HAYYLLMM 36i/IbLUEHHAM NOGIYHUX peaKLil.

®eByKCOCTaT MOXKHA OZIHOUYACHO 3aCTOCOBYBATH 3 HANMPOKCEHOM 6E3 3MiHM 1X A03W.



IHAYKTOpPY IMOKYPOHi3auil.

MMoTyXXHi iHAYKTOpK thepmeHTy Y A®P-rnioKypoHinTpaHcgepasm MOXKyTb NOCUOBATA MeTabo/i3M Ta 3MeHLYBaTU e(eKTUBHICTb (hebyKcocTaTy. Y Naui€eHTiB, AIKi 3aCTOCOBYHOTb MOTYXHi iIHAYKTOPY THOKYPOHi3alii, peKOMeHAYETbCS
KOHTPO/1t0BATM PiBEHb CEYOBOT KUC/IOTK Y nia3Mi yepes 1-2 TWXHI ogHo4YacHoi Tepanii. Mpu BiAMIHI iHLYKTOpPA rNIOKYPOHi3aLii MOX1Be NiABULLEHHSA PIBHA (hebyKcocTaTy y naasmi.

KonxiumH/ingome TaumnH/rigpoxnopoTiasna/saphapyH.
®ebyKcocTaT MOXHa OAHOYACHO 3aCTOCOBYBATY 3 KONXILMHOM abo iHAoMeTauMHOM 6e3 3MiHM 03V npenaparis.
TakoXX He NOTPiI6HO 3MiHKOBaTK A03Y (hebyKcocTaTy Npn 0AHOYACHOMY 3aCTOCYBaHHI 3 FiAPOX/I0POTia3vuaoM.

OpfiHoYacHe 3acTocyBaHHS hebyKcocTaTy 3 BapapuHOM He BUMarae 3mMiHM 4031 0CTaHHLOr0. 3acTocyBaHHs ebykcocTaty (80 Mr a6o 120 Mr oamH pa3 Ha [00Y) 3 BapapnHOM Yy 3[40POBUX AOOPOBO/LLIB He BN/IMBAE Ha PapMaKOKIHETUKY
0CTaHHbOro. OHOYaCcHe 3aCTOCYBaHHSA 3 PeOYKCOCTaTOM TaKOX He BMNMNBA/O Ha Mi>KHapo4He HopMai3oBaHe BigHoweHHsA (MHB) Ta akTuBHicTb hakTopa VII.

Jesunpawmin/ cybcTpaTn CYP2D6.

3a faHumu, oTpUMaHuMK in vitro, pebykcoctat € cnabkum iHrieitopom CYP2D6. Y xofi focnimkeHb 3a y4acTio 3[40p0BMX A06POBONbLIB, AKI oTpuMyBasin 120 mMr ¢ebykcoctaTy 1 pa3 Ha o6y, cnocTepiranocs 36inbweHHs AUC
pesunpaminy (cybctpat CY P2D6) Ha 22 %, Lo CBig4MTb NPo cnabky NpurHivyBanbHy fito ebykcoctaTy Ha thepmeHT CY P2D6 in vivo.

TakvM YMHOM, NP 0LHOYaCHOMY 3aCTOCyBaHHI (hebykcocTaty Ta cy6ctpatis CY P2D6 Hemae HEOOXIAHOCTI 3MIHIOBATH TX LO3W.
AHTaumnaHi 3acobu.

Mpn oAHOYACHOMY 3aCTOCYBaHHI 3 aHTauuAamu, L0 MICTATb MarHito rifpoKCcuA Ta a/llOMIHIKO TFifPOKCUA, BIAMIYaETLCA 3aTpMMKa BCMOKTYBaHHA (hebykcocTaTy (NpnbansHo Ha 1 roguHy) Ta 3meHLweHHs Chg Ha 32 %, ogHak AUC
(hebyKCOCTaTy CYTTEBO He 3MIHIOETLCSA, TOMY (hebyKCOCTaT MOXHa 3aCTOCOBYBATM i3 aHTaLUAHUMN 3aco6amu.

Oc06/1MBOCT i 3aCTOCYBaHHSI.
CepLeBOo-CyVHHI 3aXBOPIOBAHHS.

JliKyBaHHSI XpOHIYHOI FinepypuKkemii

MawieHTaM i3 nonepeaHiMy CEPMO3HUMIU CEPLIEBO-CYAMHHUMM 3aXBOPIOBaHHAMM (Hanpuknag, 3 iHhapKToM Miokap/a, iHCY/IbTOM abo HeCcTabiNlbHOK CTEHOKapAIe0) He cif Npu3HavaT NikyBaHHSA (0ebyKCoCTaTOM, 3a BUHATKOM BUNA/KIB,
KO/ HEMAE THLUWX HANIEXXHUX BapiaHTIB Tepanii.

Y pocnipkeHHax APEX ta FACT y 3ara/bHiil rpyni 3actocyBaHHs (hebyKcocTaTy cnocTepiranocs 36iMbLUeHHS KifbKOCTI NOpYyLUeHb 3 6OKY CepLEeBO-CYANHHOI CUCTEMM NOPIBHSAHO 3 FPYMow anonypuHony (y T. Y. NeTanbHWUIA HacifoK Y
3B’SA3KY i3 CepLeBO-CyANHHMM 3aXBOPHOBAHHAM, HeNeTaslbHUIA IH(apKT MioKapaa, HeneTasbHWi iHCynbT): 1,3 nopiBHsAHO i3 0,3 Bunaaky Ha 100 nauieHTo-pokKiB, — Ha BiaMiHy Big gocnimpkeHHs CONFIRMS (aeTanbHWUiA onNmnc A0CNiKEHHS
OMB. y po3gini «dapmakoamHamika»). Hactota nopyLueHs 3 60Ky CepLEeBO-CYANHHOT CUCTEMU, MPO AKI MOBIZOMANOCA Y KOMOIHOBaHWX AocnimkeHHsax dasu 3 (gocnipxeHHs APEX, FACT ta CONFIRMS), ctaHosumna 0,7 NOPIBHAHO i3
0,6 BunagKy Ha 100 nauieHTO-poKiB. B pamkax [OBrocTPOKOBMX LUMPOKOMACLLTabHMX AOCNIIKEHb YacTOTa CePLEBO-CYAMHHUX NOpYLLEHb cTaHoBuNa 1,2 Ta 0,6 Bunaaky Ha 100 nauieHTo-poKiB y rpynax ¢ebykcocTaTy Ta a/ionypuHony
BiANOBIAHO. BigMiHHOCTI He 6ynM CTAaTUCTUYHO AOCTOBIPHI, NPUYMHHO-HACMIAKOBUIA 3B’A30K MDK BKa3aHMMMW MOPYLUEHHAMU Ta 3aCTOCyBaHHAM (ebyKcocTaTy 6yB BigCyTHI. dakTopamu ileHTU(iKOBaHOIO PU3MKY Y TakKMX NauieHTiB
Oy N1 3aXBOPIOBaHHS, LLIO BUHUK/IN B pe3yNbTaTi aTepocKiepo3y Ta/abo iHhapKTy Miokapaa abo 3acTiliHOI cepLieBOl HeAOCTAaTHOCTI, B aHaMHE3I.

Y nicnapeecTpauiinHomy gocnipkeHHi CARES (getanbHo avB. y posgini «PapmakogmHamika») yactota THCCH 6yna cxoxay rpynax ¢ebykcoctaTy Ta anonypuHony (CP 1,03; 95 % Al 0,89—1,21), ane cnocTtepirascs BULLMIA PiBEHb
4acTOTM CMepTeli Bifi CepLEBO-CYANHHUX 3aXBOPLoBaHb (4,3 % npotu 3,2 % nauieHTis; YCC 1,34; 95 % Al 1,03—1,73).

MpodhinakTuKa i NiKyBaHHS rinepypukemii y naLieHTiB i3 pu3nKom po3suTKy CJ11

MauieHTn, aKi niggatoTbea XimioTepanii 3 NPMBOAY remaTtosioriyHMX 3M105KICHUX HOBOYTBOPEHb 3 MOMIpPHMM abo BUCOKUM pusnmkom CJ1M Ta 3aCTOCOBYHOTb (PebyKcocTaT, Npy HasiBHOCTI KNiHIYHMX MOKa3aHb NOTPE6YOTb Harnsgy
Kapaionora.

Anepria/rinepuy T/MBICTb Ha NiKapcbKi 3aco0u.

Y MeXax NocTMapKeTUHIOBOro Harnsgy 6ynuv pigkicHi NOBiAOMIEHHS NPO CEP03HI anepriyvHi peakuii/ peakuii rinepyyTAnBOCTI, Y TOMY YMCAI NPO 3arpo3/IMBUIA AN XKUTTS cuHapoM CTiBeHca — [PKOHCOHA, TOKCUYHWIA enifepMasibHUi
HEKpPOi3 Ta rocTpi aHainakTMyHI peakuii/loK. Y 6iNbLUOCTi BUNAAKIB Taki peakuil CrocTepirainca NpoTAarom nepLuoro Micaus 3acTocyBaHHA pebykcocTarty. Y KiflbKOX NauieHTIB CrocTepiraincs nopyLleHHs HUPKOBOT DYHKLIT Ta/abo
rinepyyTAMBICTb A0 afIONYPUHOMY B aHaMHe3i. TSXKKI peakuii rinepyyTiIMBOCTI, y TOMY YMC/Ti MeAMKAMEHTO3Ha peakLiis 3 eo3nHoinieto i cucteMHummn cumntoMamn (DRESS-cMHAPOM), B AeAKNX BUNagKax 6ynm NoB’s3aHi 3 IMXOMaHKOH0,
remarto/ioriyHor, HUPKOBOK ab0 NEeYiHKOBOK HEAOCTATHICTIHO.



MauieHT NOBUHHI BYTN NPOIH(OPMOBaHI NPO 03HaKM Ta CUMMTOMM FinepyyTANBOCTI/aneprii, i BOHWM NOTPeOYHOTb CMOCTEPEXEHHS LOAO PO3BUTKY TakMX peakuiil. Mpu nosBi Ceprio3HMX anepriyHnX peakwuiin/ peakuiin rinepyyTimMBoCTi,
cuHgpomy CriBeHCa — [KOHCOHa B TOMY 4uMC/i, 3aCTOCyBaHHA pebykcoctaty Tpeba HeraHO MPUMMHUTK, OCKINIbKM PaHHE MPUMWHEHHS 3aCTOCYBaHHA MOKpaLLye MPOrHo3. AKLLO Y nauieHTa BUHUKA anepriyHa peakuis/ peakuis
rinepyyTaMBOCTI, Y TOMY Uncni cuHgpom CtiBeHca — [KOHCOHa, ab0 rocTpi aHathiNakTUYHI peakLii/LoK, TO NOBTOPHE NpU3HaYeHHs ebykcocTaTy NpOTUMNOKa3aHo.

3arocTpeHHs (Hanag) nogarpu.

NikyBaHHA (hebyKcoCTaToOM Cif PO3MOYMUHATM TifIbKW Y MEPIog Mic/s 3aroCTpeHHs XBopoou. debyKcocTaT MOXKe CPOBOKYBATW HaMnaz nojarpy Ha novaTky NiKyBaHHSA 3a paXyHOK 3MiHM PiBHA CEYOBOT KUCNOTW Y CUPOBATLL Yepes3 BUXi[,
ypartis i3 fieno. Ha noyaTky nikyBaHHSA PebyKCOCTaTOM PEKOMEHAYETLCA MPU3HAYNTU HECTEPOIAHI NpoTu3anabHi 3acobm (HIM33) abo KonxiumH Ha TepMiH He MeHLUe 6 MicALiB s NPodiNaKTUKy Hanagis rnogarpu.

Y pasi po3BUTKY Hamagy noaarpu Ha Ti 3acTocyBaHHS (heGyKCOCTaTy NiKyBaHHs MPOAOBXY0Tb. OiHOYACHO NPOBOASATL BifANOBIAHY iHAMBIAYyanbHY Tepanito 3arocTpeHHs nogarpu. Mpw TprBasoMy 3acTOCyBaHHI ebyKcocTaTy YacToTa Ta
TSXKKICTb Hanazis noAarpyt 3MeHLLYHTHCS.

BigknageHHs KCaHTUHIB.

Y nauieHTiB 3 NPUCKOPEHNM YTBOPEHHAM ypaTiB (Hanpuknag Ha TAi 3108KICHUX HOBOYTBOPEHb Ta TX NiKyBaHHA abo npu cuHapomi Jlewa — HixaHa) MOX/MBe CyTTeBe 36i/bLUeHHS abCOMOTHOI KOHLEHTpaLiT KCaHTUHIB Yy Ceui, LWo Y
PiAKICHUX BMNafKax CYNpPOBOMKYETLCA 1X BifKNaAEHHAM Yy CEHOBMBIAHMX LWIsXax. LIboro He cnoctepirasocs B ONOPHOMY KiHIYHOMY focnifpKeHHI (ebykcoctaTy npu C/IM. Yepes obMexeHiCTb [OCBiAY 3aCTOCYBaHHA PebykcocTaTt He
noKasaHuii naljieHTam npu cMHApomi Jlewa — HixaHa.

MepkanTonypuH/azaTionpuH.

PebyKcocTaT He PEKOMEHAYETLCA 3aCTOCOBYBATM MalieHTam, fKi OAHOYAaCHO OTPUMYHOTb MepKanTOMypuH/a3aTionpuH, OCKINbKW IHFiByBaHHA KCaHTMHOKCMAA3W (ebyKCcoCcTaToM MOXe CMpPUUYMHUTY MIABULLEHHA KOHLEeHTpauit
MepKanTonypuHy/a3aTionpuHy B NnasMi KpoBi, L0 MOXe NPU3BECTU [0 CUMbHOT TOKCUYHOCTI. HisiKUX JocnifykeHb B3aeMOZIT Y N0 He NPOBOAWIOCS.

AKWO KOMOIHALiT He YHUKHYTU, PEKOMEHAYETHCA 3MEHLUUTM [03Y MepKanTonypuHy/asaTionpuHy. Ha oCHOBI MOAENtOBaHHA Ta iMITaUiHOroO aHanidy AaHuX AOKNIHIYHOro AOCNIMKEHHS Ha wypax, Npy OfHOYACHOMY 3aCTOCYBaHHI
(hebykcocTaTy f03y MepKanTonypuHy/asationpuHy cnif 3aMmeHWwuTn 1o 20 % abo MeHLLe nonepeaHbL0 NPU3HAYeHOoi 403K, W06 YHUKHYTU MOXK/IMBUX FeMaTosioriyHmX BNAMBIB (AMB. po3gin «B3aemogia 3 iHWUMK NikapCbKMmM 3acobamu Ta
iHWI BUAKW B3aemopili»). CTaH nauieHTa cnif peTesibHO KOHTPO/OBATK, a 03y MepKanTonypuHy/a3aTionpuHy noTpibHO 3rofJoM KOpUryBaTu Ha OCHOBI OLLiHKM TepaneBTUYHOT BiANOBIAi Ta HACTaHHSA MOXX/IMBUX TOKCUYHUX e(DEKTIB.

MauienTw, AKi NepeHecny TpaHcniaHTaLilo opraHis.
JocBigy 3acTocyBaHHA (hebyKcocTaTy Uil KaTeropii nayieHTiB HeMae, TOMY 3aCTOCYBaHHS nMpenapaTy He NoKasaHo.
TeoiniH.

O[fHopa3oBe 0fjHOYaCHe 3acToCyBaHHA thebykcocTaTy y Ao3i 80 Mr Ta TeoiniHy y fo03i 400 Mr He NOKasaso XXOAHMX PapMakoKiHETUYHUX B3aeMOfil. PebykcocTaT y 403i 80 MI MOXKHa 3aCTOCOBYBATW OAHOYACHO i3 TeoiniHOM 6e3 pu3nKy
NiABULLEHHS KOHLEHTpaL i TeoiniHy y nnasmi. JaHux Lomno Aosmn edykcoctaty 120 Mr Hemae.

3axBOPOBAHHS MEYiHKM.

Y xopi Kom6iHOBaHOT (hasn 3 KNiHIYHUX focnigpkeHb y 5,0 % nauieHTis, AKi OTpuMyBaiv pebykcocTar, CNoCTePIiranca He3HavHi 3MiHU NeYiHKOBYMX MOKa3HWKIB, TOMY PEKOMEHAYETLCA NepeBipAaTH (YHKLIOHa/IbHI NeYiHKOBI MOKa3HWKM [0
NpU3HaveHHs (hebykcocTaTy Ta nif vac NikyBaHHSA NPy HassBHOCTI NMOKasaHb.

3axBOpHOBaHHSA LM TOBUAHOT 3a/1031.

Y 5,5 % naujieHTiB, AKi 0TpuMyBann pedyKcocTaT NPoTAroM TPMBANOro Yacy, cnocTepiranocs niaBuLLeHHS nokasHuka TTI (> 5,5 MkMO/Mn) nif yac LOBroCTPOKOBMX BiAKPUTMX PO3LUMPEHUX AOCIAKeHb. TOMY NiKapCbKWii 3aci6 cnifg 3
06epeXKHICTHO 3aCTOCOBYBATHM NawieHTaM 3 NOPYLUEHHAM (DYHKLIT LMTOBUAHOT 3a/103M.

JlakTo3a.

NikapcbKkuii 3aci6 MicTUTb NakTo3y. MauieHTam i3 piAKiICHUMY CNagKoBMMM 3aXBOPHOBAHHAMM, NOB’A3aHUMM 3 HEMEPEHOCUMMICTHO FanakTo3u, HeOCTATHICTIO NakTasun Slanna abo NopyLUeHHsIM BCMOKTYBaHHS FHOKO3W/ranakTo3un, npenapar
He NoKa3aHWiA.

3acTocyBaHHs y nepiof BariTHOCTI abo rofyBaHHSA rpyasto.
BariTHicTb

OO6MeXkeHWI A0CBif, 3aCTOCYBaHHSA (PebyKCcoCcTaTy Nif Yac BariTHOCTI CBIAUYMTbL NPO BIACYTHICTb HECMIPUSATIMBOrO BN/IMBY Ha Mepebir BariTHOCTI Ta 340Pp0B’S N/10Aa/HOBOHAPOAKEHOr0. Y X0 AOCNiPKEHb Ha TBapMHaX He 6Yy/10 MOMiYeHO



ioro Npsimoro abo HenpsIMOro No6ivyHOro BMMBY Ha Nepedir BariTHOCTI, PO3BMTOK eMbpioHa/nnoaa Ta nepebir nonoris. MOTEHUiAHWIA pU3MK ANS NHOANHN HEBIAOMUIA. DebyKcocTaT He CAif 3aCTOCOBYBATH Mij, Yac BariTHOCTI.

oflyBaHHA rPYAAH0

HeBigomo, un NpoHuKae hebyKcocTaT y rpyaHe MOIOKO MtoavHN. JocnigyKeHHs: Ha TBapyMHax nokasanu, o debykcocTaT MPOHUKAE Y FPYAHE MOMIOKO Ta HEraTMBHO BMN/IMBAE HA PO3BMTOK HOBOHAPOMKEHMX, IKUX FOAYHTb LM MOJIOKOM.
PY31K NOTpan/isiHHA nNpenapaTy B rpyAHe MOIOKO He MOXXe By Ty BUKNHOUeHWIA. PebyKcocTaT He CAijj 3aCTOCOBYBATM Y Nepiof, rofyBaHHs rpyaato.

PepTUILHICTL

JocnifpkeHHs PepTUIbHOCTI Ha TBAPUHAX NPY 3aCTOCYBaHHI y 103 48 MI/Kr/noby He BUSBUAN 3a/1eXXHOCTI NOGIYHMX peakLiil Big fo3un. is ebyKcocTaTy Ha pernpoLyKTUBHY PYHKLIKO NHOANHN HEBILOMA.

34aTHICTb BNAMBAT Ha WUBMAKICTb peakLii Npy KepyBaHHIi aBTOTPaHCNOPTOM abo iHLIMMKU MeXaHi3mamu.

Bynu NoBiLOMNEHHS NPO PO3BUTOK COHNMBOCTI, 3aamMOpOYeHHs, NapecTesiil Ta NOPYLUEHHS YiTKOCTI 30py Ha T/ 3aCTOCYBaHHS (hebykcocTaTy. TOMy naujieHTaM, SKi 3aCTOCOBYHOTb (heByKCOCTaT, PEKOMEHAYETLCA OYTV 06epEXXHUMUI NPK
KepyBaHHi aBTOTPaHCMOPTHUMM 3ac06aMu Ta Po60Ti 3 IHLLIMMK MexXaHi3MaMmn 40 TOro Yacy, MOKW BOHW He Oy Ay Tb BMEBHEHI Y BIACYTHOCTI BuMLLEe3a3HaYeHNX MOBIYHNX peakLiil.

Cnocib 3acTocyBaHHA Ta A03Mu.
Jo3yBaHHs
Moparpa.

PekomeHaoBaHa o3a (hebykcocTaTy cTaHOBUTL 80 Mr 1 pa3 Ha Ao6y nepopasibHO, HE3aNeXHO Bif NpUitoMy DKi. AKLLO KOHLEHTPaLis Ce40BOI KMCNOTW B CMPOBAaTLL KPoBi nepesuLLye 6 mr/an (357 MKMonb/n) Nicns 2—4 TUXKHIB NiKyBaHHS,
CNif, PO3rNAHYTY NigBULLEHHS 03K (hebykcocTaty Ao 120 mr 1 pa3 Ha fo6Yy. EdeKT nikapcbKoro 3acoty BUABASETLCS LOCUTb LUBUAKO, O POOUTHL MOX/IMBMM MOBTOPHE BU3HAYEHHS KOHLIEHTPaLii CEHOBOI KUC/IOTK Yepes3 2 TUXKHI. MeToto
NiKYBaHHA € 3MEHLLEHHS KOHLEHTpaLiT Ce4yoBOi KUC/IOTK Y cupoBatLi Ta NiATPMMKA 1T Ha piBHI MeHLwe 6 mr/an (357 MKMosb/n).

TpmBanicTb NPOiNaKTUKN HanagiB Nnogarpy PeKoMeHg0BaHa He MeHLLEe 6 MicsLiB.
CuHgpom nisucy nyxamHm (CJ1M).
PekomeH0BaHa fjo3a (hebykcocTaTy CTaHOBMTb 120 Mr 0AuH pa3 Ha 06y nepopasibHO, HE3a/IeXHO Bif, MpUnomy iXi.

3acTocyBaHHA (hebyKcocTaTy C/if po3noYmMHaTh 3a ABa AHi 40 NoyaTKy LMTOTOKCUYHOT Tepanii i NPOAOBXYBaTH LOHaMeHLLe 7 Ai6; ogHaK TpyBanicTb Tepanii MOXHa NoAOBXMTKU A0 9 Ai6 BignNoBiAHO A0 TPUBANOCTI XimioTepanii Ta
KNIHIYHOT OL{iHKMN.

MauieHTW NiTHLOrO BiKY.
[ns uiel Kkateropii nawieHTiB KOpeKLis 4031 He NOTPi6bHa.
HupkoBa HeOCTATHICTb.

Y NauieHTIB 3 THKKUM NOPYLLUEHHAM (DYHKLIT HUPOK (KnipeHC KpeaTuHIHY < 30 MA/XB) e(heKTMBHICTb Ta 6e3MneKy /likapCbKOro 3aco6y BMBYEHO He0CTaTHbLO. MaliieHTam i3 nopyLeHHAM (PYHKLUIT HUPOK Nerkoro abo nomipHOro CTyrneHs
KOpeKL,is 031 He NoTPibHa.

MeviHKOBa HEAOCTATHICTb.
[ocnifpxkeHHs edheKTUBHOCTI Ta 6e3nekun pebykcocTaTty y NauieHTIiB 3 TAXKKOK NeviHKOBO HegocTaTHICTHO (knac C 3a wkanoto Yaringa — M°10) He NpoBoAN/IOCS.
Mogarpa. Mpwy NopyLUeHHi PYHKLIT NeYiHKM Nerkoro CTyneHs peKoMeH0BaHa f03a cTaHoBMUTbL 80 Mr. [L0CBif 3aCTOCYBaHHS /TiKapCbKOro 3aco0y npy NopyLUeHHI PYHKLIT NeYiHKy MOMIPHOT0 CTYMEHS 0OMEXEHWA.

CuHgpom nisucy nyxnuuu (CJ1M). 13 onopHoro gocnigpkeHHs dasn 3 (FLORENCE) 6ynn BUK/IHOYeHi TiflbKM Cy6’€KTY i3 MeYiHKOBOK HEJOCTATHICTIO TSXKKOro CTyrneHs. 14 nauieHTiB, aKi 6yv BKNKOYEHI B JOCNIIKEHHSA, KOPeKLia 403U Y
3B’A3KY i3 CTaHOM (DYHKL|ii NeYiHKK He NoTpibHa.

Cnocib 3acT0oCyBaHHSA




[ns nepopasibHOro 3aCTOCyBaHHS.

debykcocTaT KcaHTic 3aCTOCOBYETLCS NepOpasibHO, HE3a/IEXHO Bif NPUIAOMY TXI.

aiTn.

besneka Ta e()eKTUBHICTb 3aCTOCYBaHHA (PebykcocTaTy AiTam (BikoM A0 18 pokiB) He BCTaHOB/EHI. [aHi LWoAo 3acTOCyBaHHSA BiACYTHI.

Nepeno3yBaHHSA.

Y pasi nepeno3yBaHHs NOKasaHa CUMNTOMATUYHA Ta NiATPUMYBabHa Tepanis.

Mo6iyHi peakuil.

HainuyacTilmmMmn noGivyHMMKN peakuisMn y KNiHIYHUX gocnigpkeHHAX (4072 nauieHTu, wo 3actocoByBanu o3y Big 10 mr go 300 Mr) Ta B npoueci NOCTMapKETUHIOBOIO Harfisdy y nauieHTiB 3 nofgarporo Oynm 3arocTpeHHs (Hanagw)
nogarpu, NopyLUeHHs QYHKUIT NeviHKu, giapes, Hy[O0Ta, rONOBHWIA 6inb, BUCMNAHHA Ta Habpsku. Lii no6iyuHi peakuii Mann y 6inbLIOCTI BUMAAKIB NErKWn ab0 cepefHili CTyMiHb TAXKKOCTI. Mif yac NOCTMapKeTUHIOBOro Harnsgy 6ynu
NOBIAOM/IEHHS MPO PiAKICHI BUNaAKM CEPNO3HMX peakLiil rinepuyTaMBOCTI Ha (hebyKcocTaT, NoAeKyAM i3 CUCTEMHMMU peakLisimn, Ta NPo PiAKICHI BUNaAKK panToBOT CepLeBOT CMePTI.

YacToTy HMXYeHaBeAeHNX NOGIYHMX peakLili hebykcocTaTy KnacugikoBaHO TakMM YMHOM: YacTo (Big = 1/100 go < 1/10), HevacTo (Big = 1/1000 go < 1/100) Ta pigko (Big = 1/10000 go < 1/1000). YacToTa po3BUTKY MOBIYHMX peakLiid
'PYHTYETLCS Ha pe3ynbTaTax AOoCNiKeHb Ta NOCTMapKeTUHIOBOr0 JOCBIAY 3aCTOCYBaHHA (hebyKcocTaTy nawieHTaM i3 nogarpoto.

Y KOXHili rpyni 3a 4aCTOTO PO3BUTKY MOGIUHI peakLii npeacTaBneHo y NopsiAKY 3MEHLLEHHS CTYMNEHs TAXKKOCTI.

Tabnuua 2. MobiuHi peakuii, Wo cnocTepiranmca y asi 3 KOMO6IHOBaHUX PO3LUMPEHMX LOBrOCT POKOBUX LOCTIA>KEHb Ta B Nepio NoCTMapKe TUHIOBOIO CNOCTEPEXKEHHS Y NaLieHTIB i3 Nofarpo.

3 60Ky KpoBI Ta niM(aTUyHOT cUCTEMU Pigko

MaHuMTONEHis, TPOMOOLMTOMNEHISA, arpaHyioLnTo3*
3 60Ky IMyHHOT cucTeMu Pigko

AHainakTUyHi peakuii*, rinepyyTaMBICTb 40 NpenapaTy*
3 60Ky eHAOKPUHHOT crcTeMM HeuacTto

MiABWLLEHHS PiBHSA TUPEOCTUMY/IHOKOYOrO FOPMOHY KPOBI
3 60Ky opraHis 30py Pigko

3aTymaHeHuiA 3ip
3 60Ky XapuyBaHHS Ta 0OMiHY peyoBuH | Yacto***

3arocTpeHHs (Hanagw) nogarpu
HeyvacTo

LlykpoBuii  fgiabet, rinepninigemMisi, 3HWKEHHS  aneTuty,
36i/IbLLEHHSA MacK Tina

Pigko

SHWKEHHA Macu Tina, NigBULLEHHS aneTUTy, aHOPEeKCis




3 60Ky MCKXiKn

HeyacTto
3HWXKeHHS Nibifo, 6e3COHHS
Pigko

HepBOo3HICTb

3 60Ky HepBOBOI CUCTEMU

YacTo
C010BHUIA Bifb
HeyacTo

3anamopoyeHHs, napecTtesii, reminapes, COH/MMBICTb, 3MiHa
CMaKOBOIO CMIPUAHATTS, rinectesis, nocnabneHHs HIOXy

3 60Ky opraHy cnyxy Ta nabipuHTy

Pigko

LLym y Byxax

3 60Ky cepLieBOi cUcTEMU

HeyacTo

®ibpunauia nepeacepib, BiAUYTTA CepueduTTsa, BiAXWUIEHHS
Bif, Hopmu Ha EKI, 6nokaga niBoi HXXKKM ny4yka [Mica (ams.
po3gin  «CUHAPOM Nisucy MyX/MHWU»  HWXKYe), CUHYCOBa
Taxikapaia (4uBs. po3gin «CUHAPOM MI3UCY MYXIMHU» HUXYE)

Pigko

PanToBa cepLeBa CMepTb*

3 60Ky CYAMHHOI CUCTEMM

HeyacTo

ApTepiasibHa rinepTeHsid, NPUNANBKA, NPUNANBA 3 BiSYYTTAM
Xapy, KpoBoTeui (auB. «CUHAPOM NIi3UCY MYXJTIUHW» HUXKYE)

3 60Ky AnXanbHOT cUcTeMM

HeyacTo

3aauiiKa, GPOHXIT, IH(eKUiT BEPXHIX AMXaNbHUX LUNAXIB,
Kaluesb

3 6OKY LLTYHKOBO-KULLKOBOI O TPAKTY

YacTo
[Liapes**, HyfoTa
HeuacTto

Binb 'y KuMBOTI, 34yTTA )KMBOTA, racTpoesofareasibHa
pedtokcHa XBopoba, 6/110BaHHS, CyXiCTb Yy POTi, AMCNencis,
3anop, 4YacTi BWMOPOXHEHHS, METeopu3M, AMCKOMGOPT Yy
LUMYHKY 260 KULLEYHUKY

Pigko

MaHKpeaTuT, BUPa3KuM B AiNFHLI poTa

3 060Ky ne4yiHKM Ta >KOBYOBUBILHUX
LLUNIAXIB

YacTo
MMopyLUeHHS YHKLIT NeviHKn* *
HeyvacTo

>KoBYHOKamM’siHa xBopo6a

Pigko




"enaTuT, >XOBTAHMLA* , Ne4iHKOBA HEAOCTATHICTb*

3 60Ky wWKipy Ta MiALWKipHO-XXMPOBOT
TKaHUHU

YacTo

BucunanHa (y TOMy umcii BUCMNAHHA 3 Oifbll HU3bKOHO
4aCTOTOH BUHWUKHEHHS, [B. HXYe)

HeuacTo

[epmatut, Kponue’aHKa, CBep6iXK, 3MiHa 3a6apBIEHHS LLKIpW,
MOLUKOMKEHHA  LWIKipK,  neTexii,  NAAMUCTI  BMCUMW,
MaKy/1onanyb0o3Hi BUCUMK, Nanynb0o3Hi BUCUNN

Pigko

TOKCMYHWIA enigepMaibHMin HeKponis*, cuHapom CTiBeHca —
[DKOHCOHa*, aHrioHabpsk*, MeAMKaMeHTO3Ha peakuia 3
€03NHOMINIEID Ta CUCTEMHUMM CUMMNTOMaMU* , reHepasli3oBaHi
BUCUNM  (CepriosHi)*, epuTema, eKcqoniaTMBHI  BMCUMN,
(PONIKYNAPHI  BUCUMK, BE3NKY/IbO3HI BUCUMKW, MYCTY/bO3HI
BUCUMKM,  CBepONAYI  BUCUMM*,  epuUTEMATO3HI  BMCUMW,
KoponoZi6Hi Bucunu, anoneis, nigsuLleHa NiTAMBICTb

3 60Ky OMopHO-pyXoBOro anaparty Ta
CMOTyYHOT TKaHUHU

HeyacTto

Binb y cyrnobax, apTpuT, 6inb y M’si3axX, CKeNeTHO-M’A30BUiA
6inb, cnNabkicTb y M’sA3ax, CyaoMu M’A3iB, CKYTIiCTb M’Si3iB,
oypeut

Pigko

Pabaomionis*, CKyTIiCTb CYrn06iB, CKENEeTHO-M’5130Ba CKYTICTb

3 60Ky HMPOK Ta CEYOBUBIAHMX LLNSXIB

HeuacTo

HupkoBa HefoCTaTHICTb, CeyoKaM’siHa XBOpoba, remarypis,
nonakiypis, NPoTeiHypis

Pigko

Tyb6ynoiHTepcTULiaNbHUIA HehpUT*, HaNoNernnBi NO3vBM A0
CEeYOBMMYCKaHHS

3 6OKy penpoAyKTMBHOI cUCTEMM Ta
MOJIOYHMX 3a/103

HeyacTo

EpekTunbHa gUChYHKLIA

3 60Ky OpraHismy 3aranom

YacTo

Habpsku
HeuacTo

MigBueHa BTOMJIKOBaAHICTb, 6inb Yy  rpyaax, BiguyTTs
ANCKOMMOPTY Y Py asx

Pigko

Cnipara




[l0aTKOBI MeTOAM A0CNIAXKEHD HeuacTo

MigBULLEHHS PIBHA amifiasn y KpOBi, 3MEHLUEHHS Ki/IbKOCTI
TPOMOOUUTIB, 3MEHLLEHHS KiNbKOCTI NenKouuTiB Yy KPOBI,
3MEHLLEHHS KifIbKOCTI NiM(OLMTIB Y KPOBI, NiABULLEHHS PiBHA
KpeaTuHy B KpOBI, MiABWLLEHHA PIBHA KpeaTuHIHY Y KpOBI,
3HVKEHHS pPIBHA remMornobiHy KpoBi, MiABULLEHHA PiBHA
CEYOBMHW B KPOBI, MiABULLEHHSA PIBHA TPUTAILEpUaiB Y KpPOBi,
NiABVLLEHHS  PIBHA  XONIECTEPUHY B KPOBI,  3HMXKEHHS
reMaToKpuTy, NiABULLIEHHSA PiBHA nakTatgerigporeHasu (J14I0)
Y KPOBI, MiABULLEHHSA PIBHA Kasit0 Y KPOBI

Pigko

MigBULLEHHA  pIBHA  T[/IIOKO3M Yy KPOBI, MOLOBXEHHSA
aKTVMBOBAHOIN0  4aCTKOBOIO  TPOMOGOMMACTMHOBOrO  yacy,
3HVKEHHS KifIbKOCTI epUTPOLMTIB Y KPOBI, MiABULLIEHHS PiBHA
Nny>xHol  pocpaTas Yy KpoBi,  MIABULLEHHSA  PIBHA
KpeaTUHMOCHOKiHA3M Y KpoBI*

* T106i4HI peakLii, L0 CrocTepirancsa B MeXkax noCTMapKETUHIOBOIO CMOCTEPEXEHHS.
** [liapes Ta BIAXUNEHHS pe3ynbTaTiB ()yHKLiOHaIbHUX NPO6 NeYiHKK Bif HOPMU, K BUMaraam Tepanii, Lo crocTepiranmcs B AOCNiMKEHHAX (ha3n 3, PO3BMBA/IUCA YacCTilLe Y NaUieHTIB, AKi OTPMMYBann CynyTHIO Tepanito KONXiLMHOM.

**% NnB. po3ain «dapMakoamMHamiKa» 00 YaCcTOTKM 3arocTpeHb (Hanagis) nogarpu, Wo cnocrepiranncsa y gasi 3 iHAMBIAyanbHUX paHAOMI30BaHUX KOHTPO/IbOBAHUX AOCIAXKEHD.

Onunc oKpeMux NoBIYHNX peakLii.

Y Mexax MoCTMapKeTUHIoBOro Harnisgy 6y/nv noBifoOMIEHHS MPO PigKICHI BUNaAKyM CeprMO3HUX peakuiid rinepuyTivMBOCTI Ha (ebykcocTaT, y TOMy umcni cuHgpoM CTiBeHCa — J[KOHCOHa, TOKCUYHMWIA enifepMaibHUiA HEKPONI3 Ta
aHadinakTuyHi peakuii/wok. CuHapom CTiBeHCa — [PKOHCOHA Ta TOKCUYHWI enigepMa/ibHUIn HEKPONI3 XapaKTepu3yeTbCA MPOrpecytoymMM LUKIPHUM BUCUMAHHAM 3 OYNbO3HUM YPaXKEHHSIM LUKIpY abo C/M30BUMX OOGO0MOHOK Ta
Nofpa3HeHHAM CIM30BOI 060/IOHKN OYell. Peakuil rinepyyTaMBOCTI Ha (hebyKcoCTaT MOXYTb MPOABAATACA TakMMU CUMMTOMAMM: LUKIPHUMMW peakuisiMu, LU0 XapakTepu3ytoTbCa iH(INbTPOBaHUMM MaKy/o-nanyib03HUMK BUCHUNaMu,
reHepanizoBaHMmM abo ekcosiaTVBHUMYK BUCKNAMU, & TaKOX YPaKEHHAMU LLKipWU, HAOPAKOM 00/1M4Ys, rapsyKor, reMaTosioriyHUMm NOPYLLUEHHAMU, TaKUMWU AK TPOMOOLMTOMEHIA Ta e03UHOMINIS, Ta YPaXXeHHAM OKPeMUX OpraHis
(neyiHKa Ta HUPKWK, Y TOMY YncAi TyBYNoiHTEPCTULiaIbHNIA HEGPUT).

3arocTpeHHs (Harazm) nojarpu 3a3suyai cnocTepiraimca HeBLoB3I Nics NOYaTKy NiKyBaHHSA Ta NPOTArOM NepLumMx MicAuiB NikyBaHHSA. YacToTa Hanagis nogarpy 3HXyBanacs 3 4acoM. pu 3actocyBaHHi (hebyKcocTaTy peKOMeHAY€eTbCS
npoinakTnKa rocTpmx Hanagis nogarpu.

CUHAPOM Ni3nCY MYXANHK

B xopi paHZoMi30BaHOro, noABiiHO cninoro onopHoro gocnimpxkeHHs asm 3 FLORENCE (FLO-01), y sikomy nopiBHioBasn (hebykcocTaT Ta anonypuHon (346 nauieHTis, AKi niggasanuca ximiotepanii 3 NpvBOLY reMatonoriyHnx
3N0SKICHMX HOBOYTBOPEHb 3 MOMiIpHMM abo BUCOKUM puankom CJIM), Tinbkun y 22 (6,4 %) nauieHTiB cnocTepiranucs nobiyHi peakuii, a came y 11 (6,4 %) nawieHTiB Y KOXHIN rpyni NikyBaHHSA. BinblWicTb NOGIYHMX peakLii 6ynmn nerkoro
ab0o NoMipHOro CTyrMeHs.

Y uinomy B xofi gocnimkeHHs FLORENCE »ofHunx goAaTKoBMX Nigo3p Wwoao 6e3nekn 3actocyBaHHs PebyKcocTaTy nalieHTam i3 nogarporo He 6yno, 3a BUHATKOM TPbOX HKYe3a3HauYeHNX No6iYHMX peakuiin (aue. Tabn. 2).
IMopyLLEHHS 3 6OKY CEPLIEBOT CUCTEMMA:

HeuacTto: 6510Kkaga iBoT HXXKK nyyka ["ica, CHycoBa Taxikapais.

[MopyLUEHHS 3 60KY CYANHHOT CUCTEMMU:

HeuacTo: KpoBoTeui.

[NoBigoOMNIEHHS NMPO Mif03pHOBaHI NOOIYHI peakuii

MoBigOMIEHHA NPO Migo3ptoBaHi NOGIYHI peakLil nicns peecTpauii NiKapcbKOro 3acoby BifirpatoTb BaXKMBY Posb. Lie Aae 3mMory npofoBXKyBaTh CMOCTEPEXEHHS 3a CriBBiJHOLEHHAM KOPUCTI/PU3NKY NPKU 3aCTOCYBaHHI NiKapCbKOro



3aco0y. MpauiBHMKN OXOPOHW 340POB’A NOBMHHI MOBIAOMAATY NP0 6y Ab-AKi NiA03pH0BaHI MOBIYHI peakLil.

TepMiH NpUAATHOCTI. 3 pOKMK.

YMoBM 36epiraHHs.

[nsi nikapcbKOro 3acoby He BUMaraeTbCsa cnewianbHUX YMOB 36epiraHHs. 36epirati B HeAOCTYNHOMY ANs AiTei MicLi.

YnakoBKa.

Mo 7 TabneTok, BKPUTKX MNiBKOBOK 060/10HKOL0, y 6nicTepi; no 4 abo no 8, abo no 12 6nictepiB y KapTOHHI KOPOOL.

Karteropis Bignycky.

3a peLenTom.

BupobHuKuN.
®apmateH CA.

®apmaTeH IHTepHewweHn CA.

Micue3HaxoLKeHHA BUPOOHUKIB Ta agpecy Micua NPOBaKEHHA IXHbOT Aisi/IbHOCTI.
[JepseHakioH 6, ManniHi ATTiki, 153 51, INpeuis.

IngacTpian Mapk Ceiinc Pogoni Mpedekyep, Bnok Ne5, Pogoni, 69300, Mpewis.



