IHCTPYKUIA

A1 MeJMHHOr0 3aCTOCYBaHHSA NiKapCbKOro 3acoby

ALNEHYPIK® 80 MII/ALEHYPIK® 120 MI”

(ADENURIC® 80 MG/ADENURIC® 120 MG)

Cknag:
Aitoya peyosmHa: febuxostat;
1 TabneTka, BKp1Ta MniBKOBOK 060/10HKO0, MiCTUTBL thebykcocTaTty 80 Mr a6o 120 wmr;

[OMOMIDKHI PEYOBMHW: NaKTO3M MOHOrigpaT, rigpoKcunponinuentonosa, Lenono3a MikpoKpucTaivyHa, HaTpito KpocKapMmesnosa, MarHito cteapar, KPpeMHI0 AioKCug KONOIAHWIA BOAHWIA, NONIBIHINOBUIA CNUPT, TUTaHy giokeng (E 171),
NONieTUNEHI NIKOMb, Ta/IbK, 3a/1i3a OKCUA XOBTUiA (E 172).

JlikapcbKa thopma. Tabnetku, BKPUTI NTIBKOBOK 060/IOHKOIO.
TabneTkKa, BKpUTa NJIiIBKOBOKO 060/10HKOHO, N0 80 Mr: KancynonoAibHi TabneTkun, BKPUTI NNIBKOBOK 060/10HKOH0, Bif 6/1140-)KOBTOr0 j0 XOBTOI0 KO/IbOPY, 3 TUCHEHHAM «80x» 3 0JHOr0o 6OKY Ta PUCKOO AN15 MOAINY 3 IHLIOro 60KY.
Pvicka ana noginy npusHayeHa nuile Ans posnamMyBaHHs 3 METOH NOJErLIEHHs KOBTaHHSA TabieTKM, BOHA He MpW3HayeHa Ans noginy Tabnetku Ha piBHi 4O3W.

TabneTtka, BKpUTa MniBKOBOK 060/10HKO0, M0 120 Mr: KancynonoAibHi TabneTkun, BKPUTI MNIBKOBOK 060/10HKOH0, Bif 611i40-)KOBTOr0 0 XOBTOr0 KO/IbOPY, 3 TUCHEHHAM «120» 3 04HOr0 60Ky Ta rnafeHbKi 3 iHWOro 6oky.

dapmakoTepaneBTUYHa rpyna.

JikapcbKi 3ac06u Ana nikyBaHHA nogarpu. JTikapcbKi 3ac06u, WO NPUTHIYYOTL YTBOPEHHSA cevoBoi kucnotu. Kog ATX MO4A AO0S.

dapmMakosoriyHi BNacTnBOCTI.
PapmakonHamika.
MexaHi3m aii.

CeyoBa Ku1C/0Ta € KiHLEBMM NPOAYKTOM MeTaboi3mMy NYPUHIB Y NHOAMHW | YTBOPKOETLCA Mif Yac Takol peakuii: MnokKCaHTMH — KCaHTUH — CevyoBa KucnoTa. KcaHTMHOKCKAA3a € Katani3aTopom 000X eTaniB L€l peakuii. debykcocTaT €
NoXigHUM 2-apunTiaszosny, TepaneBTUYHA fif SKOro nos’d3aHa 3i 3MeHLUeHHAM KOHLEeHTpaLil Ce4oBOi KUC/NOTU B CMPOBATLi KPOBI LUIAXOM CEeNIeKTUBHOMO MPUrHIYEHHA KCaHTUHOKCMAa3u. PebyKcocTaT — Lie NOTY)XXHWUI | CeNeKTUBHUN
HenypuHOBWIA iHriGiTop KcaHTMHOKenaasn (NP-SIXO), ioro Ki (KoHCTaHTa NPUIrHiYeHHS) in Vitro CTaHOBUTb MeHLe 1 HaHOMONA. Byno nokasaHo, Lo PpebyKcocTat 3HaYHOK MipOO NPUTHIYYe aKTUBHICTb K OKMCHEHOT, TaK i BifJHOBNEHOI
(hOpMM  KCAHTMHOKCUAA3W. Y  TepaneBTUYHUX KOHUEHTpauiax (ebykcocTaT He MpUrHiyye iHwWi dgepmeHtn, wWwo 6epyTb y4yacTb Yy MeTabonismi nypuHiB abo MipUMIAVHIB  TakMX AK  ryaHiHAe3amiHasa,
rinoKcaHTUHryaHiHgochopmbo3nnTpaHchepasa, opoTaTdoctopnbosnnTpaHcte-pasa, opoTuaMHMoHogocthaTaekapbokennasa, abo NypuHHyKneosnagochoprnasa.

KniHiyHa edpeKTUBHICTb Ta be3neka.
Moparpa

EdekTnBHiCTb NpenapaTy ALAEHYPIK® 6yna nigTeepakeHa B (ha3i 3 TpbOX OCHOBHUX AOCAIAKeHb (ABa OCHOBHYMX AocnimkeHHs APEX i FACT i npogatkoBe gocnigpkeHHs CONFIRMS, onvcaHi Hidkue), siki Bkntouanm 4101 naujieHTa i3
rinepypyvKeMieto i MoAarporo. Y KOXHOMY 3 LMX OCHOBHUX AochnigpkeHb dasn 3 AJEHYPIK® Ginbll edeKTUBHO 3HMXKYBAB CUPOBATKOBY KOHLIEHTPALit0 CEYOBOT KUCMOTW i NiATPUMYBAB 1i Ha Ha/leXXHOMY PiBHi B MOPIBHAHHI 3



anonypuHosiomM. MepB1HHOIO KiHLEBOK TOUKOK e(heKTUBHOCTI B focnigpkeHHAX APEX i FACT 6yna yacTka nauieHTiB, Y AKMX NPOTArOM OCTaHHIX TPbOX MICALLIB KOHLIEHTpALLis Ce40BOT KMCNOTK B CMPOBATL,i He nepesuwysana 6,0 mr/an
(357 MKmonb/n). Y popaTkoBomy gocnigpkeHHi CONFIRMS dasu 3, pe3ynbTaTyt AKOro ctanv AOCTYNHi nicis nepluoi peectpadii npenapaty AAEHYPIK®, nepBrHHOI KiHLEBOK TOUYKOK e(heKTUBHOCTI By/a YacTKa MauieHTiB, Y AKuX
KOHLEHTpaL,is Ce4OBOI KNC/IOTU B CUPOBATLL He nepesuLlyBasnia 6,0 Mr/4n Ha MOMEHT OCTaHHLOTIO BIi3UTY. Y Ui LOCNIIKEHHSA He BK/HOYa/I MaLieHTIB, AKi NepeHecn TpaHCniaHTauito opraHis (4mB. po3gin «Ocob1MBOCTI 3aCTOCYBaHHSA»).

Jocnip>keHHa APEX: docnigpkeHHs epeKTMBHOCTI (hebyKcocTaTy 3 KOHTponem nnaue6o Ta anonypuHony dasm 3 (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat, APEX) 6yno paHA0oMi30BaHVUM, NOABIAHUM CAIiNKM,
6araToLeHTPOBMM TPUBANTICTIO 28 TUKHIB. BCboro 6yno paHaomizoBaHo 1072 nauieHTun: nnaue6o (n=134), AAEHYPIK® 80 mr 1 pa3 Ha fo6y (n=267), AAEHYPIK® 120 mr 1 pa3 Ha fo6y (n=269), ALEHYPIK® 240 mr 1 pa3 Ha o6y
(n=134) a6o anonypuHon (300 mr 1 pa3 Ha foby (n=258) AN nawieHTiB 3 BUXIAHOK CMPOBATKOBOK KOHUEHTpaUieto KpeaTuHiHy < 1,5 mr/gn a6o 100 mr 1 pa3 Ha o6y (n=10) ans nauyieHTiB 3 BUXIAHOK CMPOBATKOBOK KOHLEHTpPaLiE0
KpeaTuHiHy > 1,5 mr/an i < 2,0 mr/an). Ans ouiHky 6e3nekn ebykcoctaT npusHadanu B Ao3i 240 Mr (y 2 pa3u BuLLE MakCUMa/lbHOT PEKOMEH/I0BaHOT 03K).

JocnimkeHHs APEX nokasano CTaTUCTUYHO A0CTOBipHY nepeBary 060X peXuMis nikyBaHHs npenapatoM AJEHYPIK® 80 mr 1 pa3 Ha 06y i AAEHYPIK® 120 mr 1 pa3 Ha 406y NOpiBHAHO 3 anonyprHOIoM y 3BuyaiiHiin fo3i 300 mr (n
= 258) / 100 mMr (n=10) y 3MeHLLEHHI CMPOBATKOBOT KOHLIEHTPAL,IT CEYOBOT KACNOTN HMXKYe 6 Mr/an (357 MkMosb/n) (aue. Tabn. 1i puc. 1).

JocnipkeHHa FACT. [ocnifxkeHHs etheKTUBHOCTI (hebykcocTaty 3 anonypuHon-koHTposem (The Febuxostat Allopurinol Controlled Trial, FACT) ha3n 3 6yno paHZoMi30BaHVUM, NOABIAHUM CinuUM, 6araToLeHTPOBUM TpuBanicTio 52
TWXHi. Bcboro 6yno paHaomisoBaHo 760 nauieHTis: AJEHYPIK® 80 mr 1 pa3 Ha o6y (n = 256), AAEHYPIK® 120 mr 1 pa3 Ha o6y (n = 251) Ta anonypuHon 300 mr 1 pa3 Ha goby (n = 253).

NocnipxeHHs FACT nokasaso CTaTUCTUYHO [OCTOBIpHY nepesary 060x pexumis — ALEHYPIK® 80 mr 1 pa3 Ha f06y i AAEHYPIK® 120 mr 1 pa3 Ha 06y — NOPIBHAHO 3 a/lONyPUHOIOM Y 3BUYaliHiin 103i 300 Mr Yy 3MeHLLEHHI i
NigTPUMLI CUPOBATKOBOT KOHLIEHTPaLii CEYOBOI KUCNOTU HIKYe 6 Mr/an (357 MKMOnb/n).

Y Tabn. 1 npefcTaBeHO pe3ybTaT OLIHKM NePBUHHOT KiHLLEBOT TOYKM e(PEKTUBHOCTI:

Tabnmya 1

YacTka nauieHTIiB 3 KOHUEHTpaLEr cedoBol KMCNOTU B cupoBatyi < 6,0 mr/an (357 MKMob/N) Nif Yac TPbOX OCTaHHIX LWOMICAYHUX Bi3UTIB

ANEHYPIK® 80 | AAEHYPIK® AnonypuHon
) mr 1 pa3 Ha goby | 120 mr 1 pa3s Ha
JocnimpkeHHs 106y 300/100 mr 1 pa3 Ha o6y 1
APEX 48% " 65%" # 22 %
_ (n=269)
(28 TvKHIB) (n=262) (n=268)
FACT 53 %" 62 %" 21%
(52 TYXHI) (n=255) (n=250) (n=251)
O6’eaHaHi pe3y/bTaTy 51 %" 63 %" # 22 %
(n=517) (n=519) (n=519)
1 PesynbTati y nauieHTis, aki oTpumysann 100 mr 1 pa3 Ha goby (n = 10: nauieHTn 3 BUXIQHOHO
CUPOBATKOBO KOHLIEHTpaLieto KpeaTuHiHy > 1,5 mr/an i < 2,0 mr/an) abo 300 mr 1 pa3 Ha foby
(n=509), B X041 aHani3zy 6ynu 06’eHaHi.
* p < 0,001 nopiBHSAHO 3 anonypuHosnom, # p < 0,001 NopiBHAHO 3 403010 80 Mr.

Mpu 3acTocyBaHHi AJJEHYPIKY® 3MeHLLIeHHS CYPOBATKOBOT KOHLIEHTPaL,iT ce40BOT KUC/MOTW 6YN0 LWBMAKAM Ta YTPUMYBA/IOCh I0Bro. 3MEHLLUEHHS KOHLEHTpALii Ce4oBOi KUCMOTM B CMPOBaTLi [0 < 6,0 mr/an (357 MKmOnb/n)
Bifl3HaYan0cs BXe Ha ApyromMy TVDKHI JOCNiKEHHS | 36epiranoca Hagani NpoTarom nikyBaHHsA. Ha puc. 1 nokasaHo cepefjHi KOHLEHTpaL,iT CeHOBOI KACMOTU B CMPOBATLi 3a/IeXHO Bif Yacy A8 KOXHOI TepaneBTUYHOT rpynu NiKyBaHHS B
060X OCHOBHWX JOCNIMXEHHAX (ha3u 3.

PucyHok 1. CepefjHi KOHLIEHTpaLii ce40BOI KUCNOTU B CMPOBAaTL 3a JaHUMK 06’ efHaHNX ONOPHUX AocnifkeHb (hasza 3)



MpumiTka: 509 navieHTiB oTprmysanu anonypuHon B fo3i 300 mr 1 pa3 Ha fo06y; 10 nauieHTIB 3 CMPOBATKOBOK KOHLEHTpaLIe KpeaTuHiHy > 1,5 mr/an 1 < 2,0 mr/gn otpumyBsanu anonypuHon B fo3i 100 mr 1 pa3 Ha foby (10 3 268
nawuieHTiB y gocnimkeHHi APEX). ®ebykcocTat B 403i 240 Mr npusHavany Ans oLiHK1 6e3nekn npu 4o3si, Wwo B 2 pa3v nepesuLLyBasia MaKCUMaibHy peKOMeHA0BaHY.

Jocnigp>kenHa CONFIRMS: OocnigxkeHHs CONFIRMS 6yno paH40Mi30BaHUM, KOHTPO/Ib6OBAHUM AOCIKEHHAM (ha3v 3 TPUBAICTIO 26 TUXKHIB, AKe NPOBOANIOCA 418 OLIHKM 6e3mnekn Ta epeKTUBHOCTI PebykcocTaty B go3ax 40 mr i 80
M MOPIBHSAHO 3 anonypuHooM B fo3ax 300 Mr i 200 Mr Ans nauieHTiB 3 Nogarpoto i rinepyprikemMieto. Beboro 6yno paHaoMizosaHo 2269 nauieHTis: AAEHYPIK® 40 mr 1 pa3 Ha goby (n=757), ADEHYPIK® 80 mr 1 pa3 Ha 06y
(n=756) Ta anonypuHon 300/200 mr 1 pa3 Ha foby (n=756). LLloHaiimeHLwe 65 % nauieHTiB Main NopyLUeHHs (YHKLIT HUPOK Bif Nerkoro 4o NOMipHOro CTyneHs (3 KnipeHcoM KpeaTuHiHy 30-89 mn/xB). MpodinakTuka Hanagis nogarpu
Oynia 0608’ A3KOBOKO MPOTATOM 26 TUXKHIB.

YacTka nauieHTiB 3 KOHLEHTpaLlieto CeHOBOT KMCNOTK B cMpoBaTLi < 6,0 Mr/gn (357 MKMO/b/N) B OCTaHHI Bi3UT cTaHoBUNa 45 % ansa tebykcoctaTy 40 mr, 67 % ans edykcoctaty 80 mr i 42 % ans anonypuHony 300/200 Mr BiAnosigHo.
MepBuHHA KiHLEBa TOYKa B NiArpyni nauieHTIB 3 NOPYLUEHHAM (DYHKLIT HUPOK

Y pocnimpkeHHi APEX ouiHoBan epeKTUBHICTL npenapaTy 3a yyacTto 40 nayieHTiB 3 MOPYLUEHHAM PYHKLIT HUPOK (TOBTO 3 BUXIAHOK CYPOBATKOBOK KOHLEHTPALLIE0 KpeaTuHIHY > 1,5 mr/an i < 2,0 mr/gn). Takum nawieHTam,
paHA0Mi30BaHUM B Tpymny asonypuHoy, 403y npenapaTy 3MeHwysany 4o 100 mr 1 pa3 Ha fo6y. MepBrHHA KiHLeBa ToUKa eieKTUBHOCTI 6yna gocarHyTa B rpynax AAEHYPIKY® y 44 % nauienTis (80 Mr 1 pa3 Ha A06y), 45 % (120 mr
pa3 Ha fo6y) i 60 % (240 mr 1 pa3 Ha fo6Yy) B nopiBHAHHI 3 0 % y rpynax afonypuHony 100 mr 1 pa3 Ha go6y i nnaue6o.

Mpn UbOMY KNIHIYHO 3HAYyLWMX BIAMIHHOCTEN Y 3HMXKEHHI CMPOBATKOBOI KOHLEHTPaLLiT Ce40BOi KACNOTU Y BiACOTKaX Y 3[40POBMX A06POBO/bLIB Bi3HAYeHO He 6YN0 He3aneXHo Bif (PYHKUiOHaNIbHOro cTaHy HUPOK (58 % y rpyni 3
HOPMa/IbHOI (PYHKLIIEKD HUPOK | 55 %y rpyni 3 TAXKUM MOPYLUEHHAM (PYHKLIT HAPOK).

MpOCNEeKTUBHWIA aHani3, NPOBeAEHWI 3a y4acTio MalieHTIB 3 NOAArporo i MOpyLUEeHHSM (YHKLIT HUPOK 3a gonomorot gocnigpkeHHs CONFIRMS, nokasas, o ¢ebykcoctaTr 6yB 3HA4YHO e(eKTUBHILLUMM: PiBEHb CEYOBOI KMUCMOTU B
CUpoBaTLi 3HMKYBaBCA A0 PiBHA < 6,0 Mr/4n Y NOPIBHSAHHI 3 TaKUM Npu 3acTocyBaHHI anonypuHony 300 Mr/200 Mr y nauieHTiB 3 NoAarpoto i NopyLIeHHAM QYHKLIT HAPOK Bif NErKoro 4o cepefHboro ctyneHs (65 % Bnnpo60oByBaHuX).

MepBMHHA KiHLEBa TOYKa B NiArpyni NauieHTiB 3 CMPOBATKOBOK KOHLEHTpaLieto cevoBoi KucnoTu = 10 mr/an

BuxigHa cupoBaTKOBa KOHLEHTpaLisi cevoBol Kucnotn = 10 mr/an BigzHavanacs npuonunsHo y 40 % nauieHTiB (KombiHoBaHi gocnimkeHHs APEX i FACT). Cepef, UMx nauieHTiB NepBMHHa KiHLEBa TOUKa e()eKTUBHOCTI (CMpoBaTKoBa
KOHLIEHTPALLisi CE40BOI KMCMOTU < 6,0 Mr/an B ocTaHHi 3 Bi3uTu) 6yna gocarHyTa B nigrpynax AQEHYPIKY® y 41 % nauieHTis (80 Mr 1 pa3 Ha 1o6y), y 48 % nauieHTiB (120 mr 1 pa3 Ha go6y) i y 66 % natlieHTiB (240 mMr 1 pa3 Ha
[06Y) B NopiBHAHHI 3 9 % Yy rpyni anonypuHony 300 mr/100 mr 1 pa3 Ha go6y i 0 %y rpyni nnaue6o.

3a paHnmu gocnigpkeHHss CONFIRMS, yacTka nauieHTiB, SKi 4OCArM NEPBUHHOT KiHLEBOT TOUKM ePEKTUBHOCTI (CMPOBATKOBA KOHLIEHTPALLiS CEHOBOT KUCMOTK < 6,0 MI/An B OCTaHHI BI3WT), y rpyni NauieHTiB 3 BUXiAHOK CMPOBAaTKOBOK
KOHLeHTpaLieto cevyoBoi Kucnotu = 10 mr/gf, aki otpumyBsanu hebykcoctar 40 mr 1 pa3 Ha foby, ctaHoBua BignoBigHO 27 % (66/249), hebykcoctaT 80 Mr 1 pa3 Ha fo6y 49 % (125/254) i anonypuHon 300 mr/200 mr 1 pa3 Ha goby 31 %
(72/230).

KniHiyHi pesynbTaTW: BIACOTOK NayieHTiB, AKi NOTPpebytoThb Tepanii Hanagis nogarpu

HocnipkeHHs APEX: TpoTarom 8-TMxXHEBOro NpoinakTMYHOro nepiody nauieHTn 3 TepaneBTUYHOT rpynu ebykcoctaty 120 mr (36 %), ski noTpebyBanv Tepanii Hanagis nogarpu, NopiBHIOBA/INCA 3 MaLieHTaMu, fKi 3aCTOCOBYBa/IN
(hebykcocTtaT 80 Mr (28 %), anonypuHon 300 mr (23 %) Ta nnaue6o (20 %). YacTtoTa HanagiB 6yna BALLOK Nicis NPoMinakTUYHOro nepiogy i 3 4acom MOCTYNnoBO 3HMXKYBanacs. Big 46 % o 55 % nauieHTiB NPpOBOANIOCS NiKyBaHHSA
Hanagis nogarpy 3 8 TXKHA 13 28 TYKHA. Hanaaw nogarpu, WO BUHWUKIN NPOTATOM OCTaHHIX 4-X TUXKHIB BUNPO6YBaHb (24—28 TWxKHI), cnocTtepiranmcs y 15 % nauieHTis (hebykcoctar 80, 120 mr), 14 % nayieHTiB (anonypuHon 300
Mr) i 20 % nauieHTiB (nnayebo).

LocnipkeHHs FACT: MNpoTarom 8-TMXXHEBOro NpodinakTMYHOro nepiody nauieHTV 3 TepaneBTUYHOI rpynn gebykcocTaty 120 Mr (36 %), siki noTpebyBanun Tepanii Hanagis nogarpu, NOpPiBHIOBa/IUCA 3 NaLjieHTaMn 060X TepaneBTUYHNX
rpyn, e 3actocosyBaniun pebykcoctar 80 Mr (22 %) Ta anonypuHon 300 Mr (21 %). Micna 8-TMdXHEBOro NPOogiNakTUYHOro Nepiogy YacToTta Hanagis 36iMbLIKAACS i 3 4acoM NOCTYNoBO 3HM3MNacsa (64 % i 70 % nauieHTiB, AKi OTPUMYBaIN
NiKyBaHHSA 3 NpUBOAY HanagiB nogarpu 3 8-52 TWxHA). Hanagn nogarpy NPoTArom 0CTaHHIX 4-X TWXKHIB BUNPOOYBaHb (49-52 TWxHI) criocTepiranmcs y 6—8 % nauieHTiB ((hebykcoctaT 80 mr, 120 mr), i y 11 % nauieHTis (anonypuHon
300 mr).

YacTka nauieHTiB, AKi NoTpebyBanun NikyBaHHA 3arocTpeHb nogarpy (gocnimpkeHHsa APEX i FACT), 6yna HUXXYOK0 B rpynax, e cepefiHs KOHUEeHTpaLis Ce4oBOi KACNOTW B CUPOBATL,i MiCNA NiKyBaHHA 3MeHLyBanacs Ao < 6,0 mr/an, < 5,0
mr/an abo < 4,0 Mr/an, B NOPIBHSAHHI 3 rpynamu, B IKUX cepefiHili piBeHb CEYOBOT KMCOTM CTaHOBMB = 6,0 MI/An B ocTaHHi 32 TVXKHI NiKyBaHHS (3 20—24 TUXHSA 1o 49-52 TUXEHb).

Mg yac pocnipkeHHs CONFIRMS uacTka nmauieHTiB, fiKi NoTpebyBasv NikyBaHHA Hanagis nogarpu (1 geHb KOXHI 6 micauis), ctaHoBuna 31 % i 25 % y rpynax, siki oTpuMyBanun BIAMoBiAHO debykcoctatr 80 Mr i anonypuHor.
BigmiHHOCTeR y cniBBiAHOLLEHHI NaLieHTIB, AKi NOTpebyBanun NikyBaHHS HanadiB nogarpy, MiX rpynamu, siki 3actocoBysanu gebykcoctat 80 Mmr i 40 mr, He Bif3Ha4anocs.



[l0BroCcTPOKOBI PO3LUMPEHI BIAKPUTI LOCIA>KEHHS

LocnipkeHHs EXCEL (C02-021): AocnigpkeHHs EXCEL 6yno TpupiyHMM, BigKpUTUM, MyNbTULEHTPOBUM, paHAOMI30BaHM, PO3LUMPEHNM, anonypuHOI-KOHTPObOBAHUM LOCNIMKEHHAM 6e3nekn (asmn 3, ake NpoBoANIOCA ANS OLIHKM
6e3neKku 3a y4acTio NaLieHTiB, fKi NPOIALLN OCHOBHI AocnigkeHHs ha3n 3 (APEX a6o FACT). Bcboro B A0CNiapKeHHs 6yno BKtoUYeHo 1086 nauieHTis: ALEHYPIK® 80 mr 1 pa3 Ha o6y (n=649), AAEHYPIK® 120 mr 1 pa3 Ha goby
(n=292) Ta anonypuHon 300/100 mr 1 pa3 Ha foby (n=145). MNpn6amnsHo ans 69 % nauieHTiB KOpeKLia Tepanil 41g AOCArHEHHA 0CTaTOYHOro cTabifibHOro NikyBaHHS He 6yna noTpibHa. MawieHTn, piBHI CUPOBATKOBOT KOHLEHTpaLliT cCe4oBOi
KMCNOTW Y IKUX NPU TPUPa30BOMY NOC/IA0BHOMY BUMIPHOBaHHI CTaHOBWIN > 6,0 Mr/g, 6y BUKNKOYEHI 3 LOCNIAKEHHS.

PiBHI CMPOBATKOBOI KOHLIEHTpALLii CeYOBOT KUCMOTK 3 MIMHOM Yacy He 3miHWAuca (Hanpuknag, y 91 % i 93 % nauieHTiB, AKi cnoyaTky 3acTocoByBanm (hebykcocTar y Ao3ax BignosigHo 80 mr i 120 Mr, piBHI CMPOBATKOBOT KOHLEHTpaL it
CEeYOBOI KNCMOTK CTaHOBUAN < 6,0 Mr/an Ha 36-My micaui).

3a faHVMK TPUPIYHOro CMOCTEPEXEHHA Y MeHLW HiXK 4 % nauieHTiB, SKi NoTpebyBann NikyBaHHSA Hanagis, BiAMIYEHO 3MEHLUEHHA 4acToTW HanagiB nogarpu Ha 16-24 micaui i 30-36 micaui (To6TO 6inblw HIXK Yy 96 % nauieHTiB
HeoOXiAHICTb Y NiKyBaHHI HanagiB BiACYTHSA).

Y 46 % i 38 % nauieHTiB, AKi OTPMMYBa/IM OCTaTOUHE CcTabifibHe NiKyBaHHSA (hebykcocTaToM BignosigHo B A03i 80 a6o 120 mr 1 pa3 Ha o6y, cnocTepiranocs NOBHE 3HUKHEHHS MEPBUHHOrO ManbnoBaHOro Todycy Bif novaTky Ao
OCTaHHbLOr O BI3UTY.

HocnipkeHHss FOCUS (TMX-01-005) 6yno n'ATUpiYHMM, BIAKPUTAM, MYNbTULEHTPOBMM, PO3LLNPEHUM AOCNIMKEHHAM 6e3nekn asmn 2, Wo NPOBOAMMIOCA 3a Y4YacTH NaUieHTIB, AKi 3aKiHYMAM  4-TUXKHEBUIA nNpuitiom ebykcocTaTy 3
NOABINHMM CMiNUM [03yBaHHAM Yy BMNpobyBaHHI TMX-00-004. OocnigkeHHs BKAYano 116 nauieHTiB, SKi oTpumyBanu criovaTky qebykcoctat 80 mr 1 pa3 Ha goby. Ans 62 % nauieHTiB Ans NiATPUMKA PiBHS CUMPOBATKOBOT
KOHLLeHTpaL,iT Ce4y0BOi KNC/IOTU MeHLLe 6,0 Mr/gn Kopekuisa fo3un He 6ynanotpibHa, a 38 % nauieHTiB NOTPebyBann KOPeKLii 403K 418 JOCATHEHHS OCTAaTOYHOT CTabiNIbHOT KOHLEHTpau, .

YacTka nauieHTiB 3 piBHEM CMPOBATKOBOT KOHLIEHTPAL,iT CeY0BOT KACNOTN MeHLLEe 6,0 Mr/an (357 MKMO/b/N) HA MOMEHT OCTaHHbLOIO Bi3UTYy cTaHoBMNa 6inbLue 80 % (81-100 %) Ana KOXHOT 3 rpyn 3a 40300 (hebyKcocTaTy.

Y ha3i 3 KNiHIYHUX JOCNiKEHb Y MaLieHTiB, SKi OTpMMyBasn PebyKcocTaT, CNoCcTePIiraIMCA He3HauHi 3MiHW NediHKOBUX nokasHukis (5,0 %). YactoTa gaHMX 3MiH Gyfa Cxoxa 3 TakoK Npw 3acToCyBaHHI anonypuHony (4,2 %) (avs.
po3ain «OcobNMBOCTI 3aCTOCYBaHHSA»). Y [AOBrOCTPOKOBUX BIAKPUTUX PO3LLUMPEHUX AOCNILKEHHSAX Y nauieHTiB, AKki oTpumyBanu gedykcoctaTt (5,5 %) abo anonypuHon (5,8 %) npoTarom TpMBaioro yacy, BigzHavanocs nigBULLEHHS
piBHA TTI (> 5,5 MKMO/mn) (amB. po3gin «OcobnnBOCTI 3aCTOCYBaHHS»).

MicnapeecTpauiiiHi 4OBroCcTPOKOBI JOCNIA>XKEHHS

HocnipxkeHHss CARES sBnsn0 cob0t0 6araToLleHTPoBe paHAoMi30BaHe MOABIMHO cine AOCNIMKEHHA BIACYTHOCTI MeHLUOT eq)eKTMBHOCTI, Mif Yac SIKOro MOPIBHIOBA/IN Pe3ynbTaTi CepLEBO-CYANHHNX 3aXBOPKOBaHb MPWU 3aCTOCYBaHHI
(bebyKcocTaTy Ta anionypuHONY y nauieHTiB 3 NOAarpok Ta OCHOBHUMU CEPLIEBO-CYAVHHNMM 3aXBOPIOBAHHAMY B aHaMHE3i, BKOYa0UM iH(hapKT Miokapaa, rocnitanizalito 3 npuBogy HectabinbHOT CTeHOKapAii, npoueaypy KOpOHapHOI
abo LepebpasibHOT peBacKynapm3aLlii, iHCynbT, rocniTanisayito 3 NpyUBOAY TPaH3UTOPHOT ILLEMIYHOT aTaku, 3aXBOPIOBaHHS NepuepuYHNX CyAnH abo LyKpOBUIA AiabeT i3 03Hakamu MiKpoaHrionatii yn MakpoaHrionaTii. Ans LOCATHEHHS
piBHA SUA MeHLe 6 mr/an po3y gebykcocTtaty TuTpyeanm 3 40 mr fo 80 Mr (HesanexHo Bif QyHKUIT HUPOK), a [03Yy anonypuHony TuTpyBasm 3 Kpokom 100 mr 3 300 go 600 Mr ans nauieHTIB i3 HOPMa/IbHOK (DYHKLiEHD HMPOK Ta
HVPKOBOKO HEAOCTATHICTHO /IErkoro ctyneHs Ta 3 200 1o 400 Mr Ans NawieHTiB i3 HUPKOBOK HeOCTATHICTIO MOMIPHOIO CTYMEHS TAXKOCTI.

[MepBMHHOIO KiHLEBOK TOUKO B focnimpkeHHI CARES 6yB yac nepuuoi nossm MACE (BaxnuBi MobiyHi cepLeBO-CYAVHHI ABULLA), CKNAA0BOI HeMeTalbHOro IHPapKTy MiOKapaa, HeneTaibHOro iHCY/bTy, CMepTi Bif CepLEeBO-CYAUHHNX
naTosorii Ta HecTabiNbHOT CTEHOKapAiT 3 HEBIAKNALHOK KOPOHAPHO0 peBacKynsapusalieto.

KiHueBi NMoKa3HUKK (NepBMHHI Ta BTOPUHHI) aHani3yBanu BignoBigHO 0 aHani3y HauineHHs Ha nikyBaHHA (ITT), BKIOYaKoumM BCix Cy6'eKTiB, AKi Oynu paHAOMI30BaHi Ta OTpUMaIv NpPUHaMHI OLHY A03Y npenapaTy Y XoAi NoABiiHOro
CNiNoro AoCNigKeHHS.

3aranom 56,6% nawieHTiB NPUNUHUAK NPO6HE NiKyBaHHS nepeaYacHo, a 45% nawieHTiB 3aBEPLUNIN He BCI BI3UTW AOCIAXKEHHS.

3aranom, 6190 mauieHTIB 3HAXOAWIUCH Nif CMOCTEPEXKEHHAM MPOTArOM 32 MicALiB, CepefHs TPUBAIICTb BINUBY CTaHOBWMA 728 AHIB AnA mauieHTiB rpynu ¢ebykcoctaty (n=3098) Ta 719 fHiB 4na NauieHTiB rpynv anonypuHony
(n=3092).

MepBrHHa KiHUeBa Touka MACE cnocTtepiranaca 3 aHaloriYHMKM MoKasHMKamn y rpynax nikyBaHHs thebykcoctatom Ta anonypuHonom (10,8% npotun 10,4% nauieHTiB BignoBigHO; cniBBigHOWeEHHSA pu3nky [HR] 1,03; 4BOCTOPOHHIMN
noBTOpHWIA 95% foBipunii inTepean [Cl] 0,89-1,21).

Mpu aHanisi okpeMux KomnoHeHTiB MACE yacToTa CMepTHOCTI Bif CepLEBO-CYAMHHUX MAaTONOriin 6yna BALWOK Y rpyni hebykcocTaTy, HixX anonypuHony (4,3% npotu 3,2% nauieHTie; UCC 1,34; 95% Al 1,03-1,73). YacToTa iHLIMX
nogin MACE 6yna cxoxay rpynax gebykcoctaTy Ta anonypuHony, To6To HeneTanbHOro iHapkTy Miokapgaa (3,6% npotun 3,8% nauieHTis; YCC 0,93; 95% Al 0,72-1,21), HeneTalbHOTro iHCYNbTY (2,3% npotun 2,3% nayieHTis; YCC 1,01;
95% Al 0,73-1,41) Ta TepMIHOBOT peBacKynsapu3aLii Yepes HecTabinbHy cTeHokapgito (1,6% npotu 1,8% nauieHTie; YCC 0,86; 95% Al 0,59-1,26).

YacToTa CMepPTHOCTI 3 YCiX MPUYMH TakKoX Oyna BMLLIOK Y rpyni hebykcocTarty, Hixk anonypuHony (7,8% npotu 6,4% nauieHTis; YCC 1,22; 95% Al 1,01-1,47), w0 B OCHOBHOMY 06yMOB/IHOBaNOCS 6iflbL BUCOKMM PiBHEM CMEPTHOCTI Bif
CepLEBO-CYANHHUX NATONOTINA y Wi rpyni (4nB. po3ain «Oco6MBOCTI 3aCTOCYBaHHSA).

Temnu NPURHATOT rocnitanisauii 3 NpMBOAY CePLEBOT HeAOCTaTHOCTI, rocnitanisauii 3 NPMBOAY apuUTMIl, WO He NOB’s3aHa i3 iWeMieto, BEHO3HUMM TPOMOBOeMOONIYHUMI NOAISAMM, | rocniTanisauii 3 npueody nepexifgHuX ilemivyHuX
Hanagis 6ynun nopiBHAHHUMM Ana hebyKcocTaTy Ta anonypuHony.



CuHzpowm nisucy nyxnudm (CJ1IT)

EdekTuBHicTb Ta Ge3neka 3actocyBaHHs ALEHYPIKY® ans npodinaktuku i nikysanHs npu C/IM ouiHoBain B gocnimpkeHHi FLORENCE (FLO-01). AAEHYPIK® npoaemMoHCTpyBaB Haiikpatlly i 6ifbli WBUAKY Ait0 BiHOCHO
3HWKEHHS PIBHSA YpaTiB Y NOPIBHAHHI 3 a/10MypUHOIOM.

FLORENCE sBnisino co6oto paHaomisosaHe (1:1), noAgiliHe cnine, onopHe AocnigpkeHHs tasu |11, nposeaeHe Ansa nopisHaHHA AJEHYPIKY® B fo3yBaHHi 120 Mr oguH pa3 Ha o6y i anonypuHony B Ao3yBaHHi 200-600 Mr Ha 00y
(cepepHs foboBa fo3a anonypuHony [+ ctaHAapTHe BigxuneHHs]: 349,7 £ 112,90 Mr) B yMOBax KOHTPOJIKO KOHLIEHTpaL,iT CE4OBOT KMCNOTK B cnpoBatLi. BubpaHi nauieHTV NoBMHHI Bynn 6yTn KaHAnLaTamMy 415 NiKyBaHHA anonypuHoIom
abo He maTu goctyny Ao pactypvikasu. MepBrHHI KiHLEBI TOYKY ABNANM COOOKO NOLLY Nif KPMBOK KOHLEHTpauii ceqoBoi KucnoTtu B cuposatLi (AUC sUA 1 g) i 3MiHY piBHA KpeaTuHiHy B cuposaTtLi (SC), 3 NepLuoro no BOCbMWiA AeHb

KO>XHa.

[lo focnimkeHHs 6yno BKIKOYeHO 346 NauieHTiB 3 reMaToNnoriyHMm 3M1089KICHUMU HOBOYTBOPEHHAMM, SIKi OTPUMYBaV XiMioTepanito i Masin cepefiHili/BUCOKNIA CTyMiHb pu3nKy po3suTKy C/M. CepefHe 3HayeHHs AUC sUA g (Mr x Y
/an) 6yno 3HaYHO HUXKUMM npu npuiiomi ALEHYPIKY® (514,0 + 225,71 y nopiBHsAHHI 3 708,0 + 234,42; cepeiHe HaiMEHLIMX KBaApaTiB A/1s pisHuLi: -196,794 [95 % aosipyoro iHTepBany: -238,600; -154,988]; p < .0001). Kpim Toro,
CepefHill CUPOBATKOBMIA PiBEHb CEUOBOT KUCMOTU BYB 3HAUHO HIKYMIA Npy 3acTocyBaHHI AAEHYPIKY®, nounHaroum 3 nepLimx 24 rOAVH NiKyBaHHA | B 0y/b-AKWUIA HACTYNHWUIA MOMEHT Yacy. CTaTUCTUYHO 3HAUYMMUX BigMIHHOCTEN 3a
cepeaHiM BMiCTOM CMPOBATKOBOI0 KpeaTuHiHY (%) Mixk AAEHYPIKOM® i anonypuHonom He 6yno

(-0,83 £ 26,98 nopiBHsAHO 3 -4,92 + 16,70 BigNOBIAHO; CepeaHe HallMeHLLMX KBaapaTiB ans pisHuui: 4,0970 [95 % posipyoro iHTepBany: -0,6467; 8,8406]; p=0,0903). 3 ypaxyBaHHAM BTOPUHHMX KiHLEBUX TOYOK, CTATUCTUYHO 3HAYMMUNX
BiIMiHHOCTEi1 3a YaCTOTOK PO3BUTKY NTabopaTopHO MiaTBepmKeHoro C/MM He 6yno (8,1 % i 9,2 % ana ALEHYPIKY® i anonypvHony BifnoBifHo; BigHOCHWIA pu3nk: 0,875 [95 % posipuoro iHTepeany: 0,4408; 1,7369]; p=0,8488) i
KNiHIKN cuHApoMy po3nagy nyxnmHu He 6yno (1,7 % i 1,2 % ana AAEHYPIKY® i anonypuHony BifnosigHo; BigHocHMIA puank: 0,994 [95 % gosipuoro iHTepsany: 0,9691; 1,0199]; p=1,0000). YacToTa BCiX 03HaK i CUMNTOMIB, LL|O
BUHWKAW Mif, Yac NiKyBaHHS, a TAKOX NOBIYHMX peakLliil, cTaHoBWUNa 67,6 % NopiBHAHO 3 64,7 % i 6,4 % nopiBHAHO 3 6,4 % ana ALEHYPIKY® i anonypuHony BignosigHo. Y gocnigpkeHHi FLORENCE ALIEHYPIK® npogeMoHCTpyBas
HaliKpaLlly i 6ifibLU LWBWAKY Ait0 OO 3HUXEHHS PiBHS CEY0BOI KUCMOTY B CUPOBATLi NOPIBHAHO 3 anonypuHonom. [aHi woao nopisHaHHS AAEHYPIKY® i pacbypukasv Ha faHuii yac BiAcyTHi. EheKTMBHICTb Ta 6e3neka ebykcocTtaTy
He OY/IM BCTAHOB/IEHI /19 MaLiEHTIB 3 TOCTPUM TEHXKUM CJ1T1, Hanpuknag nauieHTiB, Y AKMX THLLT BUAKW Tepanii 418 3HVXXEeHHS YpaTiB He AitoTb.

dapmMakoKiHe TVKa.

Y 300poBUX LOOGPOBO/BLIB MakCUMabHa KOHLUeHTpauis y nnasmi (Cpgy) Ta nuiowa nig kpreoto (AUC) 36inbLuyBanics NponopuinHo fo3i nicns 04HOpa3oBoro Ta 6araropasoBoro 3acTocyBaHHSA (ebykcocTaTy y fo3ax Big 10 mr go 120

mr. Mpu go3zax Big 120 mr go 300 Mr 36inbLieHHss AUC 6yno 6inbLlumm, HiXk nponopuiinHo aosi. Mpu 3actocyBaHHi 403 10-240 Mr KOXHI 24 roanHM HaKONMYeHHs (hebyKcocTaTy He Bigmivanocs. MepefbayvyBaHunil cepefHii TepMiHabHUIA
nepio, HanisBuBefeHHS (t1/0) (hebykcocTaTy CTaHOBMB NpubAn3HO 5-8 roauH. byB nposeaeHWA NoNynsAuiinHWA aHani3 hapMakoKiHETUKM/(hapMakoaMHaMiKK 3a JaHUMKU, OTPUMAHMMK 3a y4acTio 211 nauieHTiB 3 rinepypukemieto i

nofarpoto, siki 3actocosysaim AAEHYPIK® B fo3ax 40-240 mr 1 pa3 Ha A06Yy. B LinoMy oTpUMaHi 3HaueHHs PapMaKOKIHETUUHKX NapaMeTpiB BiANoBifal0Th TaKUM Yy 3[0POBUX A06POBO/bLIB, SIKi, OTXKE, € XOPOLLOK MOAENIO ANS
OLIHKW (hapMaKOKIHETUKW/(hapMaKoLMHaMIKM NpenapaTy y nauieHTiB 3 Mo4arpoto.

BcmokTyBaHHA. dPebyKcocTaT WBNAKO (thax (HaC AOCATHEHHS MakCMMasbHOT KOHLUeHTpauiT) 1,0-1,5 roguHu) i fobpe (npuHaiMHi 84 %) BCMOKTYeTbCA. MNpy 04HOPa30BOMY Ta 6aratopasoBoMy 3aCTOCYBaHHI ()ebyKcocTaTy nepopasibHo y
po3ax 80 mr ab6o 120 mr 1 pa3 Ha Aoby Cpax BiANOBIAHO CTaHOBUTL 2,8-3,2 MKr/mn Ta 5,0-5,3 MKr/mi. A6ContoTHY 6i040CTYMHICTb TabeToK (hebykcocTaTy He aHanisysanu. MNpu baratopasoBomy 3acTocyBaHHi y 103i 80 Mr 1 pa3 Ha 4oby
abo npun 0iHOPa30BOMY 3aCTOCYBaHHI y 1031 120 Mr y noefHaHHi 3 XMUPHOI DKt Cax 3MeHLyBanacs Ha 49 % Ta 38 %, a AUC — Ha 18 % Ta 16 % BianosigH0. OfHaK Lie He CynpoBOKYBa10Cs K/IHIYHO 3HaUYLLMMMN 3MiHaMW CTYTMEHA
3MEHLLIEHHS PiBHSA CEY0BOT KNCMIOTW Y CMPOBAaTLLi KpoBi (Mpu 6araTopa3oBoMy 3acTocyBaHHi y 403i 80 Mr). Takum umHom AEHYPIK® MoXHa 3aCTOCOBYBATY HE3AIEXKHO Bif] BXXMBAHHS 1.

Posnogin. MepenbayysaHnini 06°eM po3noginy y piBHoBaxXHOMY cTaHi (V /F) ansa thebykcocTtary 3MiHIOETLCA Bif 29 4o 75 n nicns nepopasibHOro 3actocyBaHHs y f03i 10-300 mr. CTyniHb 3B°A3yBaHHA (ebykcocTaTy 3 6inkamu nnasmu
KpOBi (TONOBHWUM YMHOM 3 a/1bO0YMiHOM) CTaHOBUTL 99,2 % i He 3MIHIOETLCA NPU NigBULLEHHT 03K 3 80 Mr fo 120 mr. ins akTUBHUX MeTaboniTiB hebyKcocTaTy CTYNiHb 3B’A3yBaHHA 3 O6ifikaMu nna3Mu KpoBi KonmBaeTbes Bif 82 fo 91 %.

MeTaboniam. PebykcoctaT akTUBHO MeTab0/1i3yeTbCS LWIAXOM KOH’torauii 3a yyacTio ypuanHangochatrnioKypoHinTpaHcgepasmn (Y AP-rnioKypoHinTpaHcdepasmn) Ta OKUCHEHHS 3a y4acTHo (hepmeHTIiB cuctemu umutoxpomy P 450 (CY P).
YCboroigeHTugikoBaHo 4 hapmMakonoriyHo akTUBHUX FigpOKCUIbHUX MeTaboniTu hebykcocTaTy; 3 3 HAX BYNK BUSBAEHI Y NnasMi NOAUHN. JocnifkeHHs in vitro Ha MiKpocoMax MeYviHKy NANHN 3aCBIAYNAN, WO Li OKMCHEHI MeTaboniTu
YTBOPIOKOTHCA NepeBaxxHO Mig gieto CYPL1AL, CYPL1A2, CYP2C8 abo CYP2C9, Togi sk thebyKcocTaTy rnoKypOoHif yTBOPHETHCA FOMI0BHUM YAHOM Nif Aieto Y AP-rnokypoHinTpaHchepasn 1A1, 1A8 ta 1A9.

BuBeaeHHs. debyKcocTaT BUBOAUTLCA 3 OpraHiaMy uepe3 neyiHKy Ta HUpKamu. Micns nepopanbHOro 3actocyBaHHS 14C-hebykcocTaTty y 403i 80 Mr npu6ansHo 49 % BMBOAMNOCA i3 Ceveto Y BUINsAi HeaMiHeHoro debykcocTaty (3 %),
aunIrIKypoHigy gitodoi pevosuHmn (30 %), BIJOMUX OKMUCHEHWX MeTaboniTiB Ta TX KOH’toratiB (13 %) Ta iHWuX Hesigommnx MeTaboniTiB (3 %). KpiMm HUPKOBOI eKcKpewil, npnbnansHo 45 % [03v BUBOAWUIIOCA 3 KasloM Yy BUMNAAI
He3miHeHoro (hebykcocTaTy (12 %), aumnrnoKypoHigy Aitovor peqoBuHm (1 %), BiZOMUX OKUCHEHMX MeTaboniTIB Ta iX KOH’torartiB (25 %) Ta iHWnX HeBifgoMUX MeTaboniTis (7 %).

HupKoBa HeAOCTATHICTb.

Mpwn 6araTopasoBomy 3acTocyBaHHI AJEHYPIKY® y n03i 80 Mr He 6y/10 BiAMiueHO 3MiH Cya (heByKcocTaTy Y MauieHTiB 3 IErkoto, MOMipHOH aGo TSHXKKOH HUPKOBOK HEAOCTATHICTHO MOPIBHSAHO 3 MaljieHTaMy 3 HOPMa/IbHO (DYHKLiEHO

HUpoK. CepepHs 3aranbHa AUC ebykcocTarty 36inbluyBanaca npubnusHo y 1,8 pasa: Bif 7,5 MKr x rogvHa/mMn y nauieHTiB 3 HOPMasbHOK (PYHKLIEH HUPOK A0 13,2 MKM X roguHa/MA y NauieHTIB 3 TAXKOK HMPKOBOK HeLOCTATHICTHO.
Cax Ta AUC akTnBHUX MeTaboniTis nigsuilysanunca y 2 i 4 pasu BignosiAHO. MpoTe nauieHTam 3 HUPKOBOK HeJOCTATHICTHO JIErkoro abo MoMipHOro CTYMeHs KOPEKL,isi 03U IKapCbKOro 3acoby He noTpibHa.

MeyiHKOBa HEAOCTATHICTb.



Mpwn 6aratopazoBoMy 3actocyBaHHi ALEHYPIKY® y no3i 80 Mr He 6yno BifiMiueHO CyTTEBUX 3MiH Cpa T2 AUC thebykcocTaTy Ta iioro MeTaboniTie y nauieHTiB 3 fierkoto (knac A 3a Lwkanoto Yaiinga-M’to) Ta nomipHoto (knac B 3a
LKanoto Yainga-’to) nevyiHKoBOH HeAOCTATHICTIO MOPIBHAHO 3 NalieHTaMK 3 HOPMa/lbHOK PYHKLiEr0 NediHKW. JocnigpkeHHs NiKapCbKOro 3aco6y y nauieHTiB 3 TSHKKOH NeYiHKOBO HefocTaTHICTHO (Knac C 3a wkanoto Yaringa-r’to) He
MPOBOAWNOCS.

Bik.
Mpu GaraTopasoBoMy nepopasibHoMy 3acTocyBaHHi AIEHYPIKY® He 6yno BigMiveHo cyTTeBUX 3MiH AUC heGyKcocTaTy Ta 1ioro MeTaboniTiB y NaLieHTiB NiTHOr0 BiKy MOPiBHAHO 3 MOMIOAVMMM 3[0POBUMM JOGPOBOLLSMU.
CTaTs.

Mpwn 6araTopasoBoMy nepopasibHoMy 3acTocyBaHHi ALEHYPIKY® C . Ta AUC theGyKcocTaTy y XiHOK 6ynn Ha 24 % Ta 12 % BULLMMM BiAMNOBIAHO, HiX Y Y0NOBIKiB. OfiHaK Cyhax T2 AUC, CKOpUroBaHi 3a Macoto Tina, Gyn cXoxi ans
060X rpyn, ToMy 3miHa 403 (hebyKcocTaTy 3a/1eXHO Bij CTaTi He NOTpi6Ha.

KniHIYHI XapaKTepPUCTUKWN.

lNoka3aHHA.

ALEHYPIK® 80 mr Ta AJEHYPIK® 120 wmr:

NiKyBaHHA XPOHIYHOT rinepypuKeMii Npy 3aXBOPHOBaHHSX, WO CYNPOBOMKYOTLCA BifKNaAaHHAM KpUCTasiB yparTiB, y TOMY YMC/i NPU HAsABHOCTI TO(yCiB Ta/abo nofarpuyHoro apTpuTy B AaHWIA Yac Y B aHaMHes3i.
ALEHYPIK® 120 mr:

JlikyBaHHS Ta NpogiNakTuKa rinepypukemii y 10pocanx nawieHTiB, aKi NigaatoTbesa XiMioTepanii 3 NpMBOAY reMaTonoriyHmX 3f109KICHUX HOBOYTBOPEHb 3 MOMIPHUM ab0 BUCOKUM PU3NKOM CUHAPOMY niducy nyxnuHu (C).

ALIEHYPIK® nokasaHuii 4Opoc/IMM NaLlieHTam.

IMpoTnnoKasaHHA.

inepyyTNMBICTb [0 aKTUBHOT pe4yoBUHM abo 40 6y Ab-AKOTIHLLIOT LOMOMDKHOT PeHOBMHM Npenapary, 3a3HayeHol y po3aini «Cknag.

B3aemogisi 3 iHLLIMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.
MepkanTonypuH/azaTionpuH.

BignoBigHo f0 mexaHi3My CBOET il (hebykcocTaTr NPUrHidyye KCaHTUHOKCKAA3Y, TOMY CYMNyTHE 3aCTOCYBaHHS He PEKOMEHAYETLCA. MPUrHiYeHHS KCaHTUHOKCMAA3M MOXe NPU3BOAUTY 40 NiABULLEHHSA KOHLEHTpauii 060X npenaparis y
nnasmi, WO MOXE BUKINKATM TOKCMYHY peakLiito. JocnimKeHHs B3aeMogii (hebykcocTaTy 3 npenapatamu (Kpim TeodiniHy), Wo MeTaboni3ytoTbCs KCAHTMHOKCUAA30t0, HE MPOBOAUINCA 3a Y4YaCTHO NHOAEN.

Mogentoroumnin Ta iMiTauiiHMin aHani3a gaHnMx AOKNIHIYHOIO AOCMIMKEHHS Ha Lypax BKasye Ha Te, WO Y pasi 0[HOYACHOro BBeAeHHS (hebyKcocTaTy 031 MepKanTonypuHy/a3aTionpuHy cnifg 3aMeHWwMTn o 20% abo MeHLUe Bif, paHille
MpU3HaYeHoi 403K (auB. po3gin «OcobANBOCTI 3aCTOCYBAHHS).

JocnifpkeHHs B3aeMoAiT (hebykcocTaTy Nif Yac iHLWOT LMTOTOKCUYHOT XiMioTepanii He NpoBOAUINCA. Y XOAi ONOPHOro AocnigpkeHHs nauieHTam i3 CJIM 3 gekinbkomMa pexnmamMun ximiotepanii npusHayvascs gedykcoctaT y fosi 120 mr,
BK/THOYAOUM MOHOK/IOHabHI aHTUTINa. OAHaK Mig Yac Lboro AOCNigKeHHs B3aEMOAIT NiKapCbKMiA NpenapaT—nikapCbKuid npenapat i NikapCbKWii MpenapaTt—3axBoptoBaHHSA He AOCAIMKYBannCcs. TOMY MOXIMBICTb B3aEMOZIT 3 Oy Ab-AKAMM
LIMTOTOKCMYHUMY NpenapaTamu, Lo CYMICHO NPU3HaYaroTbCs, BUK/IOUYATM HE MOXKHA.

PosurniTason/cybcTpaTn CYP2C8

debykcocTar € cnabkum iHribitopom CYP2C8 in vitro. B xogi gocnifkeHHs y 340p0oBUX f06pOBO/bLIB NapanesibHe 3acTocyBaHHs 120 Mr hebykcocTaty 1 pa3 Ha 4oy Ta 0AHOPa30BOI NePOPasIbHO MPUMHATOT 403M PO3UTNITA30HY 4 MI He
BNAMBaN0O Ha (hapMakKOKIHETWUKY PO3WTNiTa3oHy i Moro metabonity N-Ae3MeTUnpo3vriiTas3oHy, WO AeMOHCTpYe, Wo ebykcocTaT He npurHivye epmeHT CYP2C8 in vivo. TakuM 4/MHOM, O0AgHO4YacHe BBEAEHHS (pebykcocTaty i
pO3UrNiTas3oHy abo iHwmx cybeTpatie CY P2C8 He BUMarae KOpekLiT 4031 AN LMX npenaparis.

TeoqpiniH.



MpoBefeHO LOCNIMKEHHS B3aeMOAIl (hebyKcocTaTy 3a y4acTio 3[40pPOBMX A0OPOBOMbLIB ANS OUIHKM BNAMBY MPUrHIYEHHS KCAHTUHOKCMAA3W Ha 30iMblUeHHS PiBHS TeOMiNiHy B LMPKY/HOKOYIM KPOBI, WO CrOCTepiranocs 3 iHWUMK
IHriGiTopamn KCaHTMHOKCMAA3N. Pe3ynbTaTu AOCNIKEHHS NOKa3au, WO Npu 0gHOYacHOMY 3acTocyBaHHI (hebykcocTaTy y Ao3i 80 Mr Ta TeoiniHy y f03i 400 Mr He 6y/10 XXOAHMX (hapMaKOKIHETUUYHMX B3aEMOi abo BNMBY Ha Ge3reky
TeoiniHy. Takum YMHOM, (hebykcocTat y f03i 80 Mr MOXKHa 3aCTOCOBYBATU O4HOYACHO i3 Teo(iNliHOM 6e3 0C0b6MBKX 3acTepexKeHb. [JaHnX LWoao fo3n hebykcoctaTty 120 Mr HeMae.

HanpokceH Ta iHwWi iHri6iTopu roKypoHisauil.

MeTaboni3am ebykcocTaTy 3aneXuTb Bif akTUBHOCTI hepMeHTy YO dD-rntoKypoHinTpaHcgepasn. JlikapcbKi 3acobu, L0 NPUTHIYYOTL NPOLEec rNHOKYpOoHi3auii, Hanpuknag HIM33 Ta npobeHeuuns, TEOPETUYHO MOXYTb BMIMBATU Ha
BMBefieHHA (hebyKcocTaTty. Y 340p0BMX LO6POBOMBLLIB NPU OAHOYACHOMY 3acTOCyBaHHI (ebyKcocTaTy Ta HarmpokceHy no 250 mMr 2 pasu Ha Aoby cnocrtepirasioca nocuneHHs Aii edykcoctaty (Cpgx (MakcumMasbHa KOHLEHTpaLlis)

CTaHoBUTb 28 %, AUC (nnowa nig Kpmsow) — 41 %, ty, (nepiog HaniBBrBeLeHHS) — 26 %). Y X0Ai KNiHIYHUX JOCNILKEHb 3aCTOCYBaHHA HaMpoKceHy Ta iHWKMX HIM33/ iHribiTopis LLOM-2 He cynpoBOAKyBanocs KMiHIYHO 3HaYyLLMM
36i/bLLEHHAM NOGIYHMX peaKLiin.

debykcocTaT MOXKHa OLHOHACHO 3aCTOCOBYBATU 3 HAMPOKCEHOM 6€3 3MiHM TX [03MW.
IHAYKTOPY THOKYPOHi3auil.

MoTyXHi iHAYKTOpK thepmeHTy Y A®d-rnioKypoHinTpaHcdepasm MOXyTb NOCUOBaTA MeTabo/i3M Ta 3MeHLYBaTU e(eKTUBHICTb (hebyKcoCTaTy. Y Naui€eHTiB, SIKi 3aCTOCOBYHOTb MOTYXHI iIHAYKTOPY FHOKYPOHIi3alii, peKOMeHAYETbCS
KOHTPO/NIOBATM PiBEHb CEYOBOT KMUC/IOTKU Y Mna3mi yepes 1-2 TvxKHI ogHoyacHoi Tepanii. Mpy BIAMIHI iHAYKTOpPaA rHOKYPOHi3aLii MOX/IMBE NiABULLEHHS PiBHA (hebyKcocTaTy y nsasmi.

KonxiumH/ingome TaumnH/rigpoxnopoTiasna/sapdapyH.
®ebyKcocTaT MOXHa OAHOYACHO 3aCTOCOBYBATY 3 KONXILMHOM ab0 iHAOMeTauMHOM 6e3 3MiHM 03V Npenaparis.
TakoXX He NOTPiI6HO 3MiHKOBaTK A03Y (hebyKcocTaTy Npn 0AHOYACHOMY 3aCTOCYBaHHI 3 FiApPOX/I0POTiasvuaoM.

OfiHoYacHe 3acTocyBaHHS hebyKcocTaTy 3 BapapuHOM He BUMarae 3mMiHM 4031 0CTaHHLOr 0. 3aCTOCYBaHHS Y 340P0BUX A06p0oBONbLIB hebykcocTaty (80 mr abo 120 Mr oMH pa3 Ha o6Yy) 3 BapthapvHOM He BMN/IMBAE Ha PapMaKOKIHETUKY
OCTaHHbOro. OAHoYacHe 3aCToCyBaHHA 3 )ebyKCOoCTaTOM TakoX He BnmBasio Ha MHO Ta akTuBHICTb (hakTopa VII.

[Jesunpamin/cy6cTpaTun CYP2D6.

3a gaHuMmu, OTpUMaHUMK in vitro, gebykcocTat € cnabkum iHrieitopom CYP2D6. Y Xofi AochimpKeHb 3a yyacTo 3[40pOBUX [06pOBONbLIB, fKi oTpumyBanm 120 mr AAEHYPIKY® 1 pa3 Ha g06y, cnocTepiranocs 36inblueHHs AUC
Aesunpaminy (cybctpar CY P2D6) Ha 22 %, L0 CBIAYMTbL NPO CabKy NpurHivyBanbHy gito ebykcoctaTy Ha oepmeHT CYP2D6 in vivo.

Takum YMHOM, NPK 0AHOYACHOMY 3acToCyBaHHI pebykcocTaTty Ta cybcTpaTiB CY P2D6 Hemae HeOOXiIAHOCTI 3MiHIOBATU TX A03W.
AHTauUnaHiI 3acoom.

Mpn o0AHOYACHOMY 3aCTOCYBaHHI 3 aHTauuAamu, L0 MICTATb MarHito rifpoKCuA Ta a/llOMIHIKO TifpOKCUA, BigMIYaETbCS 3aTPMMKa BCMOKTYBaHHA (hebykcocTaTy (MpnbamnsHo Ha 1 roguHy) Ta 3meHLeHHs Chg Ha 32 %, ogHak AUC
(pebyKcocTaTy CYyTTEBO He 3MIHIOETLCSA, TOMY (DebyKCOCTaT MOXKHa 3aCTOCOBYBATU i3 aHTaUUAHUMK 3ac06amMu.

Oco6MMBOCT i 3aCTOCYBAHHS.
CepLeBO-Cy/AMHHI 3aXBOPHOBAHHSI.

JTiKyBaHHSI XPOHIYHOT TinepypuKemii

MayieHTam i3 nonepefHbO HafgBHMMU OCHOBHUMMW CEpLEBO-CYAUHHMMM 3aXBOPIOBaHHAMM (Hanpukiag iHphapKToM Miokapaa, iHCY/IbTOM abo HeCTabiflbHOK CTEHOKApPAIE) CNif YHUKATU NiKyBaHHA (PebyKcocTaTtoM, 3a BUK/IHOUYEHHAM
BUMAAKIB, KON HEMAE IHLUNX HasIeXHWX BapiaHTIB Teparii.

Y pocnimpkeHHsax APEX Ta FACT y saranbHiii rpyni hebykcoctaTy MOpiBHAHO 3 FPYMNo0 afionypyuHO/Y MoBiAOMASN0CS NPo 36iNbLUEHHS KifbKOCTI NopyLleHb 3 60Ky cepleBo-cyamHHoi cuctemu (Anti-Platelet Trialists’ Collaboration
(APTC)) (B13HaYeHHS KIHLEBMX TOYOK Y rpyni CyMiCHOro aHasnidy aHTutpomoéouutapHoi Tepanii (APTC), y T. 4. 3 neTa/lbHUM HaCNiKOM Yy 3B’A3KY 3 CEPLIEBO-CYAVHHUM 3aXBOPHOBAHHAM, IHPapKTy Miokapa 6e3 netasibHOro Hacnifky,
IHCYNbTY 6€3 neTasibHOro Hacnigky) (1,3 nopisHaHO i3 0,3 Bunaakis Ha 100 nauieHTo-pokiB), Ha BigMIHY Bif gocnimpkeHHss CONFIRMS (avB. po3gin «®apmakogvHamika» 419 AeTalbHOro onvcy AocnifkeHHs). YactoTa nopyLleHb 3 60Ky
cepueBo-cyanHHoT cuctemmn (APTC), npo aki nNoBigoMasnocs y KoM6iHoBaHUX pocnimkeHHsaX a3 3 (gocnipkeHHs APEX, FACT ta CONFIRMS), ctaHoBuna 0,7 nopiBHsHO i3 0,6 Bunagkie Ha 100 nauieHTO-pokiB. B pamkax
[OBrOCTPOKOBUX LUMPOKOMACLUTAOHMX AOC/IIKEHb YaCTOTa CEPLEBO-CYAMHHUX MOPYLUEeHb, NPO AKi noBigomnanocd, ctaHosuna 1,2 ta 0,6 sunagkis Ha 100 nawieHTO-poKiB AN hebykcocTaTy Ta anonypuHoOy BiAnoBiAHO. BigMIHHOCTI He
Oynn CTaTUCTUYHO AOCTOBIPHI, NPUUYUHHO-HAC/IAKOBUI 3B’ 30K MiXK BKa3aHVMM MOPYLUEHHAMM Ta 3aCTOCYyBaHHAM (ebykcocTaTy 6yB BiACYTHI. DakTopaMu iAeHTU(IKOBAHOrO PU3NKY Yy TakUX nauieHTiB Oy BUABMEHI 3aXBOPHOBaHHS,
L0 BUHWKNW B pe3y nbTaTi aTepockneposy Ta/abo iHpapKTy MioKapa abo 3acTiinHOT cepLeBoi HeJOCTaTHOCTI, B aHaMHe3i.



Y nicnapeecTpauiiHomy gocnigpkeHHi CARES (geTanbHy XapakTepucTuKy AOCiMpKeHHS AUB. Y po3aini «PapmakognHamika») yactoTa ssuw, MACE 6yna cxoxay rpynax ebykcocTaty Ta anonypuHony (HR 1,03; 95% Al 0,89-1,21),
asie CnocTepiraBcs BALLNIA PiBeHb YaCcTOTW CMePTEN Bif CepLEBO-CYANHHMX 3aXBoptoBaHb (4,3% npoTu 3,2% nauieHTis; YCC 1,34; 95% Al 1,03-1,73).

[MpodhinakTrKa i fiKyBaHHS rinepypuKemii 'y nawieHTiB i3 pu3nkom po3suTKy CJIM

MauieHTn, AKi NigaalTbea XiMioTepanii 3 NPUBOAY remMaToNoriYHUX 3N105KICHUX HOBOYTBOPEHb 3 MOMIPHUM a60 BUCOKMUM pusnkom CJ/1M Ta 3acTocoByoTh AJEHYPIK®, npy HasBHOCTI KNiHIYHUX NOKa3aHb 3HAXOAATLCS Mif HAarnsAom
Kapgiosnora.

Anepria/rinepyuy T/MBICTb Ha NiKapCbKi 3ac00u.

Y Mexax MoCTMapKeTUHIoBOro Harnagy 6ynm pigkicHi noBigOMMEHHS NPO Cepiro3Hi anepriyHi peakuii/peakuii rinepyuyTaMBOCTI, Y TOMY YMCAI 3arpo3IMBOro Ans Xutta cuHapomy CriBeHca—[)KOHCOHA, TOKCUYHOIO enigepMasibHoro
HEKPONi3y Ta rocTpmx aHagiNakTUYHUX peakuii/loKy. Y 6inblocTi BUNaAKIB Taki peakuii cnocTtepiraimca nNpoTarom nepllioro mMicaus 3actocyBaHHS ebykcocTaTy. Y KinbKOX, ane He Yy BCiX NauieHTiB CnocTepiraimcs nopyLueHHs
HVPKOBOT (hyHKLIT Ta/abo rinepyyTnnBICTb L0 a/0NypUHOY B aHaMHesi. TAXKI peakuii rinepyuyT/MBOCTI, y TOMY YMC/i peakuit, WO CYnpPOoBOLKYHOTLCSA €03UHODINIE | cMCTEMHUMU cuMmnToMamuy (DRESS-CMHAPOM), B eAKUX BUNagKaxX
Oynn NoB'A3aHi 3 IMXOMaHKO, remMaTo/10rivYHOK, HUPKOBOKD ab0 MeYiHKOBOK HeJOCTATHICTHO.

MauieHT NOBUHHI BYTW NPOiIH(OPMOBaHI MPO 03HaKM Ta CUMMTOMMW FinepyyTANBOCTI/aneprii, a TakoX 3a HAMK CNig CNocTepiratv WoA0 PO3BUTKY TakmxX peakuii. Mpun nossi ceprno3HmX anepriyHnx peakuiin/peakui rinepyyTimBocCTi,
cuHgpomy CriBeHCa—[)KOHCOHA B TOMY 4MCAi, 3aCTOCYyBaHHA (pebykcocTaTy Tpeba HeraiHO MPUNWHUTK, OCKINbKN pPaHHE NMPUMWHEHHS 3aCTOCYBaHHA MOKpaLLye NPOrHo3. FAKLWO y nauieHTa po3BMHYnacs anepriyHa peakuis/peakuis
rinepyyTAMBOCTI, y TOMY Ymnchi cuHapom CTiBeHCa—[>KOHCOHa, Ta rocTpi aHaiNakTUYHI peakLii/LoK, TO NOBTOPHE NpU3HaYeHHs hebyKcocTaTy NPoTUNoKasaHo.

3arocTpeHHs (Hanag) nogarpu.

JlikyBaHHS (hebyKcoCTaTOM C/lif, PO3MNOYMHATM TifIbKM Y Mepiog Micns 3aroCTPeHHS XBopoou. debykcocTaT MOXe CNPOBOKYBATU Hanaf nogarpy Ha noyatky NikyBaHHSA 3a paxXyHOK 3MiHM PiBHA CEYOBOI KMCNOTK Y CUpOBATLi Yepe3 BUXIf
yparTiB i3 fieno. Ha noyaTky nikyBaHHS PebyKCOCTaTOM PEKOMEHAYETLCA MPU3HAUUTIN HECTEPOIAHI NpoTM3anabHi 3acobm (HIM33) abo KoNXiumH Ha TepMiH He MeHLe 6 MicawiB Ans NpoginakTUKy Hanagis nogarpu.

Mpw po3BUTKY Hanagy nofarpyn Ha T/i 3aCToCyBaHHSA (hebyKCOoCTaTy /liKyBaHHA NMPOAOBXKYOTb. OfHOYaCHO NPOBOAATL BiAMNOBIAHY IHAMBIAYaNbHY Tepanito 3arocTpeHHs nogarpu. Mpu TpyMBasioMy 3aCTOCYyBaHHI (hebyKcocTaTy yacToTa Ta
TSXKKICTb HanaziB nojarpy 3MeHLLYHThCA.

BigknageHHa KCaHTUHIB.

Y nauieHTiB 3 NPUCKOPEHUM YTBOPEHHAM ypaTiB (Hanpuknag, Ha TNi 3/108KiCHUX HOBOYTBOPEHb Ta X NliKyBaHHSA abo npu cuHapomi Slewa-HixaHa) MoXvBe CyTTeBe 36i/bLUEHHSI abCOMOTHOT KOHLEHTPALIT KCaHTUHIB Yy cevi, Wo y
PiAKICHUX BUMNaKax CYNPOBOMKYETLCA 1X BiIKNaAEHHSM Y CEUOBMBIAHUX LUNSXax. LIbOro He cnocTepiranocs B onMopHOMY KniHiuHoMy gocnimkeHHi AAEHYPIKY® npu C/MN. Yepe3 06MeXeHICTb A0CBiAY 3aCTOCYBaHHSA (heByKCOCTaT He
nokaszaHuin nawjieHTam npu cuHapomi Jlewa—HixaHa.

MepkanTonypuH/azaTionpuH.

PebyKcocTaT He PEKOMEHAYETLCA 3aCTOCOBYBATM MalieHTam, fKi OAHOYACHO OTPUMYHOTb MepKanTOMypwuH/a3aTionpuH, OCKINbKW IHFiBYBaHHA KCaHTMHOKCUAA3W (ebyKCcoCcTaTtoM MOXe CrpPUUYMHUTU MiABULLEHHSA KOHLeHTpauit
MepKanTonypuHy/a3aTionpuHy B NnasMi KpoBi, L0 MOXe NPU3BECTU [0 CUMbHOT TOKCUYHOCTI. HisiKuX focnifykeHb B3aeMOZIT Y N0 He NPOBOAWIOCS.

AKWO KOMOIHaLiT He YHUKHYTWU, PEKOMEHAYETLCS 3MEHLUUTX 03y MepKanTonypuHy/asaTionpuHy. Ha OCHOBI MOAentoBaHHS Ta iMiTaliliHOro aHanisy AaHuWX [AOKAIHIYHOro AOCNIMXKEHHS Ha LlypaxX Npy OHOYAaCHOMY 3aCTOCYBaHHI
(pebykcocTaTy 03y MepKanTonypuHy/a3ationpuny cnif ameHwnTy go 20% abo MeHLLe nonepeaHb0 NPU3HAYeHOT 403N, W06 YHUKHYTU MOX/IMBMX FemMaTtosioriyHmX BNaMBIB (AMB. po3ain «B3aeMogis 3 iHLWMMM NiKapCbKMMK 3acobamu Ta
IHWI BUAKW B3aEMOAi»). MawieHTiB cnif peTeslbHO KOHTPO/IKOBATH, a 03y MepKanTonypuHy/asaTionpuHy NoTpibHO 3roj0M KOPUryBaTu Ha OCHOBI OLiHKM TepaneBTUYHOT BiANOBiAi Ta HACTaHHS MOX/IMBMX TOKCUYHUX e(heKTIB.

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

O[fHopa3oBe 0fHOYaCcHe 3acToCyBaHHA thebykcocTaTy y Ao3si 80 Mr Ta TeoiniHy y fo03i 400 Mr He NOKasano XXOAHMX PapMakoKiHETUYHUX B3aeMOfil. PebykcocTaT y 403i 80 MI MOXKHa 3aCTOCOBYBATWN OAHOYACHO i3 TeoiniHOM 6e3 pu3nKy
NiABULLEHHS KOHLEHTpaL i TeoiniHy y nnasmi. JaHux Lo[o Aosun edykcoctaty 120 Mr Hemae.

3axBOPOBAHHS MEYiHKM.

Y xopfi Kom6iHOBaHOT (hasn 3 KNiHIYHUX focnigpkeHb y 5,0 % nauieHTiB, AKi OTpuMyBaiv pebykcocTar, CoCTePIrainca He3HavHi 3MiHU NeYiHKOBYMX MOKa3HVKIB, TOMY PEKOMEHAYETLCA NepeBipAaTH (YHKLIOHa/IbHI NeYiHKOBI MOKa3HUKKM [0
NpU3HaveHHs (hebykcocTaTy Ta nif Yac NikyBaHHSA NPy HassBHOCTI NMOKasaHb.

3axBOPHOBaHHSA LM TOBUAHOT 3a/1031.



Y 5,5 % naujieHTiB, AKi 0TpuMyBann pedyKcocTaT NPoTAroM TPMBAIOro Yacy, cnocTepiranocs nigBuLieHHs nokasHuka TTI (> 5,5 MkMO/Mn) nif yac LOBroCTPOKOBMX BiAKPUTMX PO3LUMPEHUX AOCAIAKeHb. TOMY NiKapCbKuWii 3aci6 cnifg 3
06epeXXHICTHO 3aCTOCOBYBATW MaLieHTaM 3 NOPYLUEHHAM QYHKLIT LWMTOBMAHOT 3a/1031.

J1akTO03a.

NikapcbKuii 3aci6 MiCTUTb nakTo3y. MauieHTam i3 piAKICHUMM CNagKOBMMM 3aXBOPHOBAHHAMM, NOB’3aHMM 3 HEMEPEHOCUMICTIO rasiakTo3u, HeAOCTaTHICTHO NakTasu JSlanna abo NopyLIeHHAM BCMOKTYBaHHS [/1l0K031/ranakTosv npenapar
He NoKaszaHuM.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyagto.
BariTHiCTb

OO6MeXkeHWI 40CBif, 3aCTOCYBaHHA (PebyKcocTaTy nif Yac BariTHOCTI CBIAUYMTL NPO BIACYTHICTb HECMPUSATIMBOIO BNIMBY Ha Mepebir BariTHOCTI Ta 340p0OB’s N10Aa/HOBOHAPOMKEHOr0. Y X0 AOCNiKEHb Ha TBapMHaX He 6Yy/10 MOMiYeHO
A0ro NpAmMoro abo HenpsIMOro NO6iYHOro BNMBY Ha nepe6ir BariTHOCTI, PO3BUTOK eMbpioHa/nnoga Ta nepebir nonoris. MOTEHUINHWUIA PU3KK AN NOAMHN HeBiAOMUIA. PebyKcocTaT He CAif 3aCTOCOBYBAaTH Mif Yac BariTHOCTI.

["ofyBaHHA rpyaato

HeBigomo, uv NpoHuKae (ebyKcocTaT y rpyaHe MOMOKO NloAVHU. JoCnimpKeHHs Ha TBapuHax Mokasanu, Wwo de6yKcocTaT NPOHNUKAE Y rpyAHe MOJIOKO Ta BUSIB/ISIE HEraTUBHUIA BNVB HA PO3BUTOK HOBOHAPOMXKEHUX, SKUX FOAYHOTb LM
MOJ/IOKOM. PV3MK NOTpan/isHHA npenapaty B rpyAHe MOIOKO He MOXe BYTV BUKNOUeHMiA. debyKcocTaT He Cifl 3aCTOCOBYBaTW Y Nepiof rofyBaHHs rpyaito.

PepTUILHICTH

JlocnimKeHHs (DePTUNBHOCTI Ha TBAPMHAX MPW 3aCTOCYBaHHI Y 403i 48 MI/Kr/006Yy He BUSBUMM 3a1eXKHOCTI NOGIYHUX peakLilt Big fo3u. Ais AAEHYPIKY® Ha penposyKTuBHY (yHKLit0 NOANHN HEBiOMa.

30aTHICTb BNMBATM Ha LWBMAKICTb pPeaku il Npy KepyBaHHi aBTOTPAHCNOPTOM ab0 iHWMMK MexaHi3MaMu.

By NoBiIOMNEHHs NPO PO3BUTOK COH/IMBOCTI, 3aNamMOpOYeHHS!, NapecTesiit Ta MopyLLIEHHS YiTKOCTI 30py Ha T/i 3acToCcyBaHHS (bebykcocTaTy. ToMy natlieHTam, siKi 3acTocoBytoTs ALEHYPIK®, pekoMeHayeThCs Gy TV 06ePEXHIM Npy
KepyBaHHi aBTOTPaHCNOPTHNMM 3ac06aMm Ta pobOTi 3 IHLIMMU MeXaHi3MaMmn 40 TOro Yacy, NOKM BOHU He ByayTb BNEBHEHI Y BIACYTHOCTI BULLE3a3HAYEHNX MOBGIYHUX peakLiili.

Cnoci6 3acTocyBaHHs Ta [03W.
Jo3yBaHHs
Moparpa.

PekomeHzoBaHa f1o3a AJEHYPIKY® ctaHoBuTb 80 Mr 1 pa3 Ha 06y NepopasibHO, HE3aNEXHO Bif NpuiioMy iKi. AKLLO KOHLIEHTPAL|is CeYOBOT KUCMOTU B CUPOBATLL KPOBi NepeBuLlye 6 mr/an (357 mkMonb/n) nicnsa 2—4 TUXHIB
NiKyBaHHs, CMif Po3rnaHyTW NigsuLieHHs Ao3m AAEHYPIKY® no 120 mr 1 pa3 Ha 06y. EeKT nikapcbKoro 3acoby BUSIBMISIETLCS JOCUTh LUBM/KO, L0 PO6UTL MOX/IMBUM MOBTOPHE BU3HAYEHHS KOHLIEHTPALLii Ce40BOi KUC/OTM Yepes 2
TWXKHI. MeTO0 NiKyBaHHA € 3MEHLLEHHSA KOHLIeHTpaL,ii CE4OBOT KMCNOTU Yy CMPOBATLi Ta MIATPMMKA Ti Ha piBHI MeHLwe 6 mr/gn (357 MKMonb/n).

TpuBanicTb NPOMiNaKTUKN HanagiB Nnogarpy peKoMeHg0BaHa He MeHLLEe 6 MicALiB.
CuHgpom nisucy nyxnmuHu (CJ1IT).
PekomeHzaoBaHa fo3a AJEHYPIKY® cTaHoBUTL 120 Mr 0AyiH pa3 Ha 06y NepopasibHO, He3aNIeXHO B NpuitomMy ixi.

3acTocyBaHHs ALEHYPIKY® cnif po3nounHaTh 3a fiBa AHI [0 NOYaTKY LIMTOTOKCUYHOI Tepanii i NpoAoBXyBaTy LLoHaliMeHLLe 7 fi6; ofHaK TPUBaNicTk Tepanii MoXHa NogoBXuT 10 9 Ai6 BignoBigHO A0 TPUBANOCTI XiMioTepanil Ta
KNIHIYHOT OLiHKMN.

MauieHTW NiTHLOrO BiKY.

[nd yiel kateropii nawieHTiB KOpeKLia 4031 He NOTpibHa.



HupkoBa HeOCTATHICTb.

Y naujieHTIB 3 TSHXKKMM MOPYLUEHHAM (YHKUIT HAPOK (KnipeHC KpeaTuHiHY <30 M/XB) etheKTMBHICTb Ta 6e3neKy NikapcbKoro 3acoby BMBYEHO HeAOCTaTHLO. lMauieHTam i3 nopyLleHHAM QYHKLIT HAPOK Nerkoro abo NomipHOro CTyrneHs
KOpeKLis 031 He NoTpibHa.

MeviHKoOBa HEAOCTATHICTb.
JocnifpxkeHHs edheKTUBHOCTI Ta 6e3nekun pebykcocTaTty y NauieHTIiB 3 TAXKKOK NeYiHKOBO HegocTaTHICTHO (knac C 3a wkanoto Yarnga-’to) He npoBogmnocs.
Moparpa. Mpwy nopyLUeHHi PYHKLIT NeYiHKM Nerkoro CTyneHs peKoMeH0BaHa f03a cTaHoBMUTbL 80 Mr. [L0CBif 3aCTOCYBaHHS /TiKapCbKOro 3acoby npy NopyLUeHHI PYHKLIT NeYiHKy MOMIPHOT0 CTYMEeHS 06MEXEHWA.

CuHgpom nisucy nyxnuHu (C1M). 13 onopHoro gocnigkeHHs dasu |11 (FLORENCE) 6ynv BUKNKOYEHI TiNbKK Cy6’€KTK i3 MeYiHKOBOK HEAOCTATHICTIO TAXKKOro CTyneHs. s nawieHTiB, AKi 6ynn BKNOYEHI B JOCNIIKEHHS, KOPEKLia 403K
Yy 3B’A13KY i3 CTAHOM (PYHKLiiA MEYiHKN He NOTpi6Ha.

Cnocib 3acTOCYyBaHHSA

[lns NepopanbHOro 3aCTOCYBaHHS.

AJIEHYPIK® 3acTOCOBYETLCS NEPOPabHO, HE3aIEXHO Bif NpuitoMy Ii.

aiTn.

Be3sneka Ta e(heKTUBHICTb 3acTocyBaHHA AEHYPIKY® nitam Bikom 4o 18 poKiB He BCTaHOB/EHi. [laHi 00 3aCTOCYBaHHS BifICYTHI.

Nepeno3yBaHHS.

Y pasi nepefo3yBaHHs NOKasaHa CMMNTOMAaTUYHA Ta NiATPUMYtoYa Tepanisi.

Mo6iuHI peakuii.
Pe3toMe npodinto 6e3nekxu.

HainyacTilwmmMmmn noGivyHMMKN peakuisMn y KNiHIYHUX gocnigpkeHHsAX (4072 nauieHTu, wo 3actocoByBanm o3y Big 10 mr go 300 Mr) Ta B npoueci NOCTMapKETUHIOBOIO Harfisgy y nauieHTiB 3 nofgarporo Oynm 3arocTpeHHs (Hanagw)
nofarpu, NopyLUeHHs QYHKUIT NeviHKu, fiapes, Hy[O0Ta, rONOBHUIA 6inb, BUCMNAHHA Ta Habpsku. Lii no6iyvHi peakuii Mann y 6inbLIOCTI BUMAAKIB NErKWn ab0 cepefHili CTyMiHb TAXKKOCTI. Mif yac NOCTMapKeTUHIOBOro Harnsgy 6ynu
NOBIAOM/IEHHS MPO PiAKICHI BUNaAKM CEPNO3HMX peakLiil rinepyuyTaMBOCTI Ha (hebyKcocTar, AesKi 3 HUX CYNPOBOMKYBa/INCA CUCTEMHUMM peakLisMK, Ta NPo PiAKICHI SBMLLa panToBOI CEPLEBOT CMepTI.

Y HMKYeHaBefeHi TabunLi 3a3HaueHo NO6GIYHI peakLii, SKi BUHUKalOTb NpK 3aCTOCYBaHHI (hebyKcocTaTy naieHTamMmy Ta KnacugikoBaHi TakMM YHOM: YacTo (Big = 1/100 go < 1/10), HevacTo (Big = 1/1000 fo < 1/100) Ta pigko
(Big = 1/10000 go < 1/1000). YacTtoTa po3BUTKY I'PYHTYETLCA Ha AOCNIAXKEHHSAX Ta NOCTMApPKETUHIOBOMY [0CBIfi LWOAO NaLieHTiB i3 nogarpoto.

Y KOXHili rpyni 3a 4aCTOTO PO3BUTKY MOGIUHI peakLii npeacTaBneHo y NOpPsAKY 3MEHLLEHHS CTYNEHs TAXKKOCTI.

Tabnuug 2. MobiyHi peakuii, Wo cnocTepiranmca y asi 3 KOM6iHOBaHUX PO3LUMPEHMX [OBrOCTPOKOBUX JOCNIAXKEHb Ta B Nepiof NoCTMapKe TUHIOBOr0 CNOCTEPEXKEHHS Y NaLieHTIB i3 nogarpoto.

3 60Ky KpoBI Ta niM(aTnyHOT cUCTeMU Pigko

MaHuMTONEHis, TPOMOOLMTOMNEHIS, arpaHyioLMTo3*
3 60Ky iMyHHOT cucTemm Pigko

AHainakTMyHi peakuir™, rinepyyTaMBiCTb L0 npenapary*




3 60Ky eHAOKPUHHOT c1CTEMM

HeyacTo

MigBULLEHHSA PIBHA TMPEOCTUMY/HOKOYOI0 FOPMOHY KPOBI

3 60Ky opraHis 30py

Pigko

3aTyMaHeHWiA 3ip

3 60Ky XapuyBaHHs Ta 06MiHY pevyoBUH

YacTo***
3arocTpeHHs (Hanagw) nogarpu
HeuacTto

LlykpoBuii  AaiabeT, rinepninigemisi, 3HWKEHHS  aneTuty,
36i/IbLLEHHSA MacK Tina

Pigko

SHMKEHHS MacK Tina, NigBULLEHHS aneTuTy, aHOPEKCis

3 60Ky MCuXiKn

HeuacTto
3HVKEHHS Nibigo, 6e3COHHSA
Pigko

HepBo3HICTb

3 60Ky HepBOBOI CUCTEMU

YacTto
C0n10BHUIA Bifb
HeyacTo

3anamopoyeHHs, napecTtesii, reminapes, COHAMBICTb, 3MiHa
CMaKOBOI0 CMIPUAHATTS, rinectesis, nocnabneHHs HIOXY

3 60Ky opraHy cnyxy Ta nabipuHTy

Pigko

LLym y Byxax

3 60Ky cepLieBOi cnUcTeMm

HeyacTo

dibpunauia nepeacepib, BiguyTTa CepueduTTs, BigXWNIEHHS
BiZ HopMmK Ha EKT,

6nokafa niBoT HDKKM nyyka [Mica (gmB. po3gin «CuHApom
Nisncy NyxMHW»), CUHycoBa Taxikapais (AvB. po3gin
«CVHAPOM Ni3NCY NYX/TUHWY)

Pigko

PanToBa cepLeBa cMepTb*

3 60Ky CyAMHHOT CUCTEMU

HeyacTto

ApTepiasibHa rinepTeHsid, NPpUNANBA, NPUNANBA 3 BiSUYTTAM
xapy,

KpoBoOTeui (auB. po3gin «<CUHAPOM NIi3UCY NMYXTUHN)

3 60Ky AmxanbHOT cucTemm

HeyacTto

3aguwka, B6pPOHXIT, IH(eKUIT BEPXHIX AMXaTbHUX LUNAXIB,
Kallenb




3 60KY LLYHKOBO-KMLLKOBOIO TPAKTY

YacTto
[Liapes**, HyfoTa
HeyacTo

Binb 'y XuMBOTI, 3[4yTTA )XKMBOTA, ractpoesoareasibHa
pedtokcHa XBopoba, 6/110BaHHSA, CyXIiCTb Yy pOTi, AMCNencis,
3anop, 4acTi BWUMOPOXHEHHS, METeopu3M, AMCKOMGOPT Yy
LUMYHKY 860 KULLEYHUKY

Pigko

MaHKpeaTuT, BUPaskun B AinaHLji poTa

3 60Ky ne4yiHKM Ta >KOBYOBWBIAHUX
LUNAXiB

YacTo

MMopyLUeHHA YHKLUIT NeviHkn* *
HeyvacTo

YKoBUYHOKaMm’siHa xBopo6a
Pigko

"enaTuT, XOBTAHULA* , NeYiHKOBa HeAOCTaTHICTb*

3 60Ky wWKipy Ta MiAWKipHO-XXMPOBOT
TKaHWHU

YacTto

BucunanHs (y TOMy umcii BUCMNAHHSA 3 OiNbll HW3bKOHO
4aCTOTOK BUHUKHEHHS, AMB. HUXKYE)

HeyacTo

[epmatut, Kponue’sHKa, CBepOiXK, 3MiHa 3a0apBIEHHSA LLKIpW,
MOLUKOMKEHHA  LUKIpW, neTexil, MN’ATHUCTI  BUCMMNaHHS,
MaKy/ionany/ib03Hi BUCUMaHHS, Nany/ibo3Hi BUCUNaHHS

Pigko

TOKCUYHWIA enigepMabHui HeKponis*, CUHAPOM
CriBeHca—[KOHCOHa™, aHrioHabpsk*, peakuii Ha npenapar,
WO CYNpPOBOLKYHTHCA €03MHO(INIED Ta  CUCTEMHUMM
CUMMTOMaMM*, reHepasi3oBaHi  BUCMNaHHA  (CEpio3Hi)*,
epuTemMa, eKChoniaTUBHI BUCUNAHHSA, (POTIKYNAPHI BUCKUNAHHS,
BE3UKY/IbO3HI BUCMNaHHSA, MYCTY/IbO3HI BUCUNAaHHSA, CBepONsUi
BUCUMAHHA*,  epuUTEMATO3Hi  BUCWMAHHSA,  KOpenogibHi
BUCUMAaHHSA, anonewis, NigBuLweHa NiTImMBICTb

3 GOKy OrMopHO-pyX0BOro araparty Ta
CMOYYHOT TKaHNHU

HeyacTto

Binb y cyrnobax, apTpuT, 6inb y M’si3aX, CKeNeTHO-M’A30BUiA
6inb, CNabkicTb y M’s3ax, CyaoMu M’S3iB, CKYTIiCTb M’Si3iB,
oypeut

Pigko

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




3 60Ky HMPOK Ta CEYOBUBIAHMX LUNsXiB | HeyacTo

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

Pigko

Tyb6ynoiHTepcTULianbHUIA HehpUT*, HanoNernnei NO3MBM A0
CeYvoBUMYyCKaHHSA

3 6OKy penpoAyKTMBHOI cuctemMn Ta | Heyacto

MOJIOYHMX 3a/103

EpekTunbHa gUChYHKLIA
3 60Ky opraHiamy 3aranom Yacto

Habpsku
HeyacTo

MigBveHa BTOMJIIOBAHICTb, OiNb Yy rpyaax, BiguyTTH
AUCKOMAOPTY Y Tpyasax

Pigko

Cnipara
[.04aTKoBI MeToAM LOCNIAKeHb HeyvacTo

MigBULLEHHS PIBHA aminasy y KpoBi, 3MEHLUEHHS Ki/lbKOCTI
TPOMOOUWTIB, 3MEHLLUEHHS KifIbKOCTi NEMKOUUTIB Yy KPOBI,
3MEHLLEHHS KiIbKOCTI NIMQOUNTIB Y KPOBI, MiABULLEHHSA PIBHA
KpeaTUHY B KPOBI, NiABULLEHHA PiBHA KpeaTUHIHY Y KPOBI,
3HWKEHHA pPIBHA reMorfiobiHy KpoBi, NIABULLEHHA pPIBHA
CEYOBMHW B KPOBI, MiABULLEHHS PIBHA TPUiLEpUaiB Y KpOBi,
NiABULWEHHS  PIBHA  XONMECTEPUHY B  KPOBI, 3HMKEHHSA
reMaTokpuTy, NigBULLEHHS PiBHA NnakTataerigporeHasv (J1460)
Y KpOBI, MiABULLEHHA PIBHSA Kaslito Y KPOBI

Pigko

MigBULEHHS  PIBHA  T/IIOKO3M Y  KPOBI, MOLOBXEHHS
aKTVMBOBAHOIN0  4aCTKOBOTO  TPOMOGOMMACTMHOBOrO  yacy,
3HWKEHHSA KiNIbKOCTI epUTPOLMTIB Y KPOBI, NIABULLEHHSA PIBHA
NY)XXHOT  hochatasm Yy KpoBi,  MifBWLLEHHS  PiBHA
KpeaTuMH(OCHOKiHa3M y KPOBi*

* [106iYHI peakLil, Lo crnocTepiraincs B MeXax nocTMapKeTUHIOBOr0 CMOCTEPEXKEHHS.
** Nliapes Ta BIAXWIEHHA pe3ynbTaTiB ()yHKLIOHaIbHUX NMPOo6 MeYiHKK Bif HOPMU, AKI BUMaraam Tepanii, WO CnocTepiraimcs B AOCAIIKEHHAX (ha3u 3, PO3BMBAIUCA YacTiLle Y NauieHTIB, AKi OTPMMYBaIN CYMyTHIO Tepanito KONXILWHOM.

**% NnB. po3ain «dapMakoamHamiKa» 00 YacTOTKM 3arocTpeHb (Hanagis) nogarpu, Wo cnoctepiranncsa y gasi 3 iHAMBIAyanbHNX paHAO0MI30BaHUX KOHTPO/IbOBAHUX AOCI4XKEHD.

Onunc oKpeMmnx NoGiIYHUX peakwii.

Y MeXax MOCTMapKETUHrOBOro Harnsgy 6ynv noBigoOMAEHHs Mpo PiAgKiCHI BMMaAKM Cepro3HMX peakuild rinepuyTnMBOCTI Ha tebykcocTaT, y TOMy umcni cuHapoM CTiBeHCa—/[)KOHCOHa, TOKCUYHWUIA enigepManbHUIA HEKpONi3 Ta



aHaginakTMyHi peakyii/wok. CuHapom CTiBeHCa—/[KOHCOHA Ta TOKCUYHUIA enifepMaibHUIA HEKPOSi3 XapaKTepru3yeTbCs MPOrpecyroumm LWKIPHUM BUCUNAaHHAM 3 6Y/IbO3HUM YPaXKeHHAM LUKipy abo CIM30BMX 060/IOHOK Ta MOApPa3HEHHAM
CNM30B0OT 000/IOHKM O4eit. Peakuii rinepyyTnnBoCTi Ha (hebyKcocTaT MOXYTb NPOABAATUCA TaKMMU CUMNTOMaMK: LUKIPHUMMW peakLisiMu, L0 XapaKTepusyoTbes iHDINbTPOBAHMMU MaKy10-ManyibO3HMU BUCUMAaHHAMM, TeHepai3oBaH MU
abo ekctoniaTUBHUMU BUCUNAHHSAMM, & TaKOX YPaKeHHSMW LUKIPW, HABPSKOM 06/1MYYs, rapsykoro, reMaTonoriyHMMmM NopyLLEHHAMK, TaKUMK K TPOMOOLMTONEHISA Ta e03MHOGINISA, Ta YPaKEHHAM OKPeMUX OpraHis abo KifbKOX OpraHis
(neyiHKa Ta HUPKK, y TOMY Ynchi TyBynoiHTepcTuLianbHUIA HedhpuT).

3arocTpeHHs (Hanazgm) nojarpu 3a3suyai cnocTepiranmca HeBLoB3I NiCNA NOYaTKY NiKyBaHHA Ta NPOTArOM NepLumMx MicALiB NiKkyBaHHA. YacToTa Hanagis nogarpy 3HKyBanacs 3 Y4acoM. [pu 3actocyBaHHi (hebyKcocTaTy peKOMeHAY€eTbCs
MpoifiakTUKa rocTpux Hanagis nogarpu.

CuHapom nisncy nyxavd (CJ1M)

Pe3tome npodinto 6e3nekn
B xopai paHgomi3oBaHOro, NoABINHOIO Cinoro onopHoro gocnigpkeHHs dasn 3 FLORENCE (FLO-01), y sikomy nopisHtoBasin hebykcoctar Ta anonypuHon (346 nauieHTiB, SKi NiggatoTbca XiMioTepanii 3 NpUBOAY reMaTonoriyHnx

3N0SIKICHUX HOBOYTBOPEHb 3 MOMiPHMM ab0 BMCOKUM pusnkom CJIM), Tinbkun y 22 (6,4 %) nauieHTiB cniocTepiranncs nobivHi peakuii, a came y 11 (6,4 %) nauieHTiB y KOXHIl rpyni fikyBaHHA. BifblwicTb NOGIYHMX peakLiil 6yun Nerkoro
ab0o MoOMIpHOTO CTyrMeHs.

Y uinomy B xoai gocnigpkeHHs FLORENCE 6y/b-KnX 40AaTKOBUX Migo3p LoAo 6e3nekun 3acTocyBaHHS AJEHYPIKY® naujieHTam i3 nogarpoto He 6y/10, 3a BUHATKOM HXKUE3a3HaUeHMX TPboX NOBIYHKX peakuiii (Aus. Tabn. 2).
MopyLUeHHs 3 60Ky CepLieBOT CUCTEMN.

HeuacTo: 6/10Kafa niBoi HXXKM nyuyka lMica, CMHycoBa TaxXikapgis.

MopyLUeHHs 3 60KY CYAUHHOT CUCTEMMU.

HeuacTto: kpoBoTeui

[MoBigOMNEHHSA NPO Nif03PKOBaHI NOBIYHI peakLil

MoBigOM/IEHHA MPO NifO3prOBaHi NOGIYHI peakLii Micna peecTpalii NiKapcbKoro 3acoby BifirpatoTb BXX/INBY posib. Lie Aae 3Mory npoLoBXXyBaTh CNOCTEPEXEHHS 3a CMiBBIAHOLLEHHAM KOPUCTL/PU3MK CTOCOBHO [LaHOTr 0 JTiIKapCbKOro 3acoby.
MpauiBHMKIB OXOPOHW 3[0POB’A NPOCATb MOBIAOMAATM NP0 Oy Ab-AKi NiA03pHoBaHI MOBGIYHI peakLil.

TepMiH NpUAaTHOCTI. 3 POKMK.
He 3acTocoByBaTy npenapar nicnsa 3akiHYeHHA TepMiHY NPUAATHOCTI, 3a3HA4YEHOr0 Ha YNaKoBLi.
YMoBW 36epiraHHs.

CneuianbHi yMOBM 36epiraHHs He BUMararoTbes. 36epirati y HeJoCTYNHOMY ANs AiTein Micuj.

YnakoBKa.

Mo 14 TabneTok, BKPUTUX NNIBKOBOK 060/I0HKOLD, y GnicTepi; No 2 abo no 4, abo no 6 6nicTepiB y KapTOHHI KopooL,i.

Karteropis Bignycky.

3a peLenTom.

Bupo6HUK.



MeHapiHi-®oH XeigeH MMOX.

Micue3HaxomMkeHHSA BUPOOHMKaA Ta A0ro agpeca Micua NpPoBagKeHHS LisiNIbHOCTI.

Nevinuirep wrpace 7-13, 01097 Ope3aeH, HimeyunHa.

3asBHUK.

MeHapiHi IHTepHewoHan OnepeiwoHc Jltokcembypr C.A.

Micue3HaxoLKeHHS 3asBHUKa.

1, ABeHto fie na Map, J1-1611 Jlrokcembypr, Jllokcemoypr.



