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IHCTPYKUIA
AN191 MeANYHOr0 3aCTOCYBaHHSA JTiIKapCbKOro 3acoby

APKOKCISA®
(ARCOXIA®)

Cknapg:

Aitoya peyosuHa: etoricoxib;

1 Tabnetka mictutb 30 mr, 60 Mr, 90 mr a6o 120 Mr eTOpPMKOKCUOY;

[ONOMI>KHI PeYOBUHU: KanbLito rigpodocgat 6e3B0AHWIA, Lie/H0N103a MiKPOKPUCTasliYHa, HaTPit0 KPOCKapMenosa, MarHito cteapar;

060/10HKa TabneTku: 6apBHUK Onaapaii® 1l cuHbo-3eneHnini 39K11526 (ans go3ysaHHs 30 wmr), Onagpaid® 11 3enennii 39K11520 (ans Ao3yBaHHA 60 Mmr),
Onaapaii® 11 6inuit 390K18305 (ana no3ysaHHs 90 mr), Onagpait® |1 3eneHnin 39K11529 (ans ao3yBaHHA 120 Mr), BicK KapHay6CbKMiA;

cknag 6apeHUKa Onaapaii® |1 cuHbo-3eneHunii 39K11526, Onaapaid® 11 3eneHunii 39K11520, Onaapaii® 11 3eneHnii 39K11529: nakTo3a, MOHOTiApaT; rinpoMenosa;
Tutany giokeng (E 171); TprauetuH; inaurokapmiH (E 132); 3aniza okcung xostuin (E 172);

cknag 6apsHuKa Onagpait® |1 6innii 39K18305: nakT03a, MOHOTipaT; rinpomenosa; TutaHy giokeus (E 171); TpraleTuH.

JlikapcbKa thopma. TabneTku, BKPUTI NIIBKOBOK 060/10HKOHO.
OcCHOBHI (pi3MKO-XiIMiYHI BNaCTUBOCTI:

Tabnetkn no 30 Mr: ABOONYKNi TabneTkn A61yKonoaioHoT PopMu, BKPUTI M1IBKOBOK 0060/IOHKOK CUHBLO-3€/IEHOr0 KO/MbOopy, 3 rpaBipyBaHHAM <101> 3 ofHOro
60Ky Ta <ACX 30> 3 iHWoro.

Tabnetkn no 60 mr: gBoonykni TabneTkn A6/1yKonoAibHoOT hopMmn, BKPUTI MNTIBKOBOKO 000/IOHKOK TEMHO-3€/IEHOM0 KOJ/IbOpY, 3 rpasipyBaHHAM <200> 3 0fHOT0
60Ky Ta <ARCOXIA 60> 3 iHwworo.

Tabnetkn no 90 Mr: ABOONYKANi TabneTku A6/1yKonogi6HoT popMm, BKpUTI MIiIBKOBOK 060/10HKOKD 6if10ro KONMbOopy, 3 rpaBipyBaHHAM <202> 3 04HOro 60Ky Ta
<ARCOXIA 90> 3 iHworo.

Tabnetkn no 120 mr: gBoonykni TabnetTkn A61yKonogibHoT hopMm, BKPUTI NIIBKOBOK 060/10HKOK 6/1if0-3eN1€HON0 KOMbOPY, 3 rpaBipyBaHHAM <204> 3 04HOro
60Ky Ta <ARCOXIA 120> 3 iHLWworo.

dapmakoTepaneBTUYHa rpyna. HectepoiaHi NpoTusananbHi Ta NpoTupeBMaTuyHi npenapati. Kokenon. Kog ATX MO1A HO5.
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PapmakonHamika.

MexaHi3m aii

ETopunkoKcnb € nepopasibHUM CeTIEKTUBHUM iHTIGITOPOM LMKIooKeureHasm-2 (LLOIM-2) y mexkax KNiHIiYHOro fianasoHy fo3.

Y X0/ KNiHiYHMX (hapMakonoriuHmx AoCimpKeHb NiKapcbKuii 3aci6 ApKOKCis® no303anexHo iHridysas LIOM-2 6e3 iHridysaHHs LIOM-1 npu 3acToCyBaHHi Yy 03ax
A0 150 mr Ha fo6y. ETopukokcnb He iHribye CMHTE3 npocTar/iaHAVHIB LUYHKA Ta He BN/IMBA€E Ha (PYHKLiF0 TPOMOOUMUTIB.

LIMknookcureHasa BifnoBifae 3a YTBOPEHHSI MpocTarnaHguHie. laeHTudikosaHo Agi isoopmn — LLOM-1 ta LIOI-2. LJOIr-2 € i3othopMoto (hepmeHTy, LWo
IHAYKYETHCA IMMNY/NIbCOM MpOo3anaieHHs Ta PO3rnsfaeTbCsl K OCHOBHMIA (haKTop, WO BiAMOBIAAE 3a CMHTE3 MPOCTaHOIAHMX MeiaTopiB 60/1t0, 3ananeHHs Ta
rapsyukun. LLOIM-2 TakoxX 3agisiHa y npouecax OBYNAUIT, iMNAaHTaUil Ta 3aKpUTTA apTepiasibHOT MPOTOKK, perynauii PyHKLIT HAPOK Ta LeHTpa/lbHOT HepBOBOI
cuctemmn (IHAYKLIA rapsayky, BigyyTTa 60710, KOTHITUBHA (DYHKLIA). TakoX MoXe 6paTh yyacTb Y NpoLeci 3aroeHHs BMpas3ok. LLOM-2 6yno igeHTudikoBaHo y
TKaHWHI HABKO/10 BUPA3KW LUMYHKA Y NIIOAMHN, ane 3HaYeHHS [115 3arOEHHS BUPa3Ky He BCTAHOB/EHO.

EeKTUBHICTb

Y nauieHTiB 3 0CTE0apTPMTOM ETOPMKOKCKO Y f03i 60 Mr 1 pa3 Ha f06y 3HA4YHO NOKpallye CTaH Npu 608X Ta OLiHKY nauieHTa WoA0 CTaHy 3aXBOPHOBaHHS. Lii
MO3UTUBHI e(DEKTU CMOCTepIrainca BXe Ha APYruil AeHb NiKyBaHHA 1 30epiranmca nNpoTarom nepiogy A0 52 TWXHIB. Y X0fi AOCNIMKeHb i3 3aCTOCYBaHHAM
eTopunKokcmby B Ao3i 30 Mr 1 pa3 Ha f06y edheKTUBHICTb LbOro rnpenapary rnepesuLlyBaa nnauebo npoTarom 12 TWXKHIB NiKyBaHHS (BUKOPUCTOBYBAIUCS OLLIHKN,
O 3aCTOCOBYBa/IMCA B IHLWMX AOCNIMKeHHAX). Tig vac gocnifikeHHs nigoopy 403U eTOPUKOKCMO y f03i 60 Mr AeMOHCTPYBaB 3HA4YHO Oifbll BMPaXKEHe
MOKpaLeHHs, HiXX B f03i 30 Mr, BiJHOCHO YCiX 3 OCHOBHWUX KiHLEBUX TOYOK MIiCNs 6 TVDKHIB /liKyBaHHA. 3aCcTOCyBaHHS 031 30 Mr npu oCTeoapTpUTi KUCTI He
B1BYA/IOCH.

Y nauieHTiB 3 peBMaToiAHUM apTPUTOM eTOPUKOKCUO y A03i 60 Mr Ta 90 Mr 1 pa3 Ha f00y 3Ha4YHO MOKpaLlyBaB CTaH CTOCOBHO BMPaXKeHOCTI 60/1t0, 3ana/ieHHs, a
TaKOXX PYXIMBOCTI. Mr Ta 90 Mr no3nTMBHI epekTn 36epiranca NpoTarom 12-TMXXHEBOro nepiody NiKyBaHHS. Y Xofi
AOCNiIXKeHHS 3 OUIHKM 031 60 Mr NOpiBHSAHO 3 A030t0 90 Mr, 06uaBa [03yBaHHSA eTOPUKOKCHOY — 60 mMr 1 pa3 Ha goby Ta 90 mr 1 pa3 Ha goby — 6ynum GinbLu
eheKTUBHI HDK nnaue6o. Jo3a 90 mMr 6yna etheKTMBHILWA, HIXX fo3a 60 Mr BignoBiAHO A0 MeToAdy 3arasibHOl OuiHKK 60nt0 nauieHTiB (0-100 mm BisyaibHa
aHasiorosa LKana), 3 cepefiHiM nokKpateHHam -2,71 mm (95 % Al:

-4,98 MM, -0,45 MMm).

Y naui€eHTiB 3 HanagaMmum rocTporo nojarpuyHoro apTpuTy eTopukokemo y fosi 120 mr 1 pa3 Ha fo6y npoTarom 8 AHIB noseriysas 6ifb y Cyrnobax cepefHbL0oro
Ta TSXKKOrO CTYMEeHs Ta 3anaieHHs MOPIBHAHO 3 iHAOMeTauuHOM Yy 03I 50 Mr 3 pasu Ha [o0y. 3MeHLIEHHS BUPaXKEHOCTI GO/ CMNOCTEPIraETbCa BXe Yepes
4 roANHY NicNA NOYaTKY /TiKYBaHHS.

Y nauieHTiB i3 aHKIO3yUNM CMOHAMNITOM eTOPUKOKCKG Yy A03i 90 Mr 1 pa3 Ha 406y 3abe3nedye 3HauHe NOKpPaLLEeHHA Npu 60710 Y XpeoTi, 3anasieHHi, 0OMeXeHHI
PyXiB, a TaKOX MOKpaLlye (hyHKUiOHaNbHY 3AaTHICTb. KniHiYHI nepeBarn eTOPMKOKCUOY CriocTepiranmcst Ha ApYruin AeHb Nicns noyatky Tepanii i 36epiranuncs
YNPOLOBX 52-TVMXXKHEBOr0 Mepiogy NiKyBaHHA. Y XO4i APYroro AOC/iIKEHHSA 3 OLIHKM 403K 60 Mr MOpiBHAHO 3 f030t0 90 Mr, eTOpMKOKCMo y fo31 60 Mr 1 pa3 Ha
o6y 1a 90 mr 1 pa3 Ha o6y NpPOAEMOHCTPYBaB CXOXY e()eKTUBHICTb MOPIBHAHO 3 HanpokceHom 1000 Mr WOAEHHO. Y nauieHTIB, WO He AeMOHCTPYBau
afleKBaTHOI BigNoBiAl Nif Yac 3acTocyBaHHA 403M 60 Mr LLOAEHHO NPOTATOM 6 TUXHIB, NiABULLEHHA 031 40 90 Mr Wo4eHHO NoKpaLLyBaio OLiHKY IHTEHCUBHOCTI
6onto y cnuHi (0-100 mm Bi3yasibHa aHa0roBa LKasia) NOPiBHSAHO 3 NPOAOBXEHHAM Npuitomy 60 Mr LOAEHHO, 3 cepeaHiM NoKpaLleHHaM -2,70 mm (95 % Al: -
4,88 MM, -0,52 mm).

MMig Yac KNiHiYHOro AocnimpkeHHs nicnsonepayiinHoro 3y6Horo 6010 eTopukoken6 y aosi 90 mr 3acTtocoByBaBcA 1 pa3 Ha o6y [0 TpbOX AHIB. Y migrpyni
nauieHTiB 3 NOMIPHMM 60/1eM B MOYaTKOBOMY CTaHi eTOPMKOKCKO y A03i 90 MI eMOHCTPYBaB 3He60NH0HYMIA edheKT, NOAIGHNIA A0 Takoro B ibynpodeHy 600 mr
(16,11 npotun 16,39; P=0,722), i nepesuLlyBaB edekT napavetamony/kogeiHy 600 mr/60 mr (11,00; P<0,001) i nnaye6o (6,84; P<0,001), wo BM3Ha4yanocs 3a
MOKa3HWKOM MOBHOr0 MonerweHHs 6ono 4vepes 6 rogvH (TOPARSG). KinbKiCTb nNauieHTIB, AKi NOBIOMAAMM NPO 3aCTOCYBaHHSA MpenapartiB eKCTPeHOro



3He60M1eHHs NpoTArom 24 roavH, cknana 40,8 % y rpyni 3acTocyBaHHA eTopukokcmby 90 mr, 25,5 % y rpyni 3actocyBaHHs i6ynpodeHy 600 MI KOXHI 6 rOfuH i
46,7 % y rpyni 3acTocyBaHHs napaveTtamony/kogeiHy 600 Mr/60 Mr KOXHI 6 roguH NOPIBHAHO 3 76,2 % nauieHTiB, AKi NpuiimMan nnawue6o. Y UboMy A0CMiPKEHHI
besneka

MidkHapoAHa A0CAiAHVLIbKA NPorpaMa TPUBaI0ro 3aCTOCYBaHHS ETOPUKOKCUOY i AnknodeHaky npv aptputi (MEDAL)

Mporpama MEDAL 6yna npocrnekTMBHO PO3P06/IEHOD NPOrpamoro BiAHOCHO pe3y/bTaTiB Woao 6esneku 3 60Ky cepLeBO-CYyAUHHOT CUCTEMKU, OTPUMaHMX 3a
06’efHaHNMKN JaHUMK TPbOX PaHAOMi30BaHMX, NOABIMHO CAINWUX, KOHTPO/IbOBAHWX aKTUBHWUM NpenapaTom MOPIiBHAHHA AocnifpkeHb (focnimpkeHHa MEDAL,
EDGE Il i EDGE).

Y pocnipkenHi MEDAL, wo 6yno HanpasieHe Ha BU3HAYEHHS BIIMBY Ha CEPLLEBO-CYAMHHY cucTemy, 6paiv yyactb 17804 nauieHTu 3 octeoapTputom (OA) i
5700 — 3 peBMaTOigHNM apTpuToM (PA), IKi 3aCTOCOBYBa/IM eTOPMKOKCUO Y f03i 60 Mr (OA) um 90 mr (OA i PA)abo amknoteHak y osi 150 Mr Ha o6y npoTarom
B cepeaHboMy 20,3 Micsua (MakcumanbHo — 42,3 micaus, MefiaHa — 21,3 Micaus). Y UbOMY AocifpKeHHI 6ynn 3aikcoBaHi TiNIbKW Cepilo3Hi NobGiyHi peakuii i
NPUNUHEHHS NPUIAOMY NpenapaTy BHACNIA0K BUHUKHEHHS Oy b-AKUX MOBGIYHMX peakLiili.

Y xogi pocnigpkeHs EDGE i EDGE Il nopiBHIOBaM LLNYHKOBO-KMULLKOBY MEPEHOCUMICTb ETOPUKOKCKOY i AMKnoeHaKy. Y pocnipkeHHi EDGE 6panu y4yacTb
7111 naujieHTiB 3 OA, aKi OTpyMyBann eTopukKokemnd y fosi 90 Mr Ha foby (y 1,5 pasa BuLle peKOMeHL0BaHOI 403K Ana nikysaHHA OA), abo AUKMIOo(eHaK y [03i
150 mr Ha fo6y npoTsarom B cepegHboMy 9,1 micausa (MakcumyMm — 16,6 micaus, megiaHa — 11,4 micaus). Y gocnigpkeHHi EDGE |1 6panun yyactb 4086 nauieHTIB 3
PA, siKi OTpUMYBann NiKyBaHHS eTOPUKOKCMO0M Y A03i 90 Mr Ha 406y abo AnknogeHakoMm y Ao3i 150 mr Ha o6y NpoTAroM B cepeaHboMy 19,2 Micaus (MakCUMyM
— 33,1 micaug, megiaHa — 24 micaui).

Y 06’egHaHiin nporpami MEDAL 6panu yyacTb 34701 nauieHT 3 OA i PA, ki oTpyMyBain NikyBaHHS yNpoAoBX nepiofy B cepefHboMy 17,9 micaus (Makcumym
— 42,3 micsaus, MegiaHa — 16,3 micsug); npubnmsHo 12800 nauieHTiB OTpUMyBann NikyBaHHS NoHag 24 micaui. Y nauieHTiB, 3apeecTpoBaHuX Y Uil nporpami, 6ynm
Pi3HI MOYATKOBI YNHHWKMN PU3NKY CTOCOBHO CEPLIEBO-CYAMHHOT CUCTEMM | LLTYHKOBO-KULLKOBOro TpakTy (LUKT). MauieHTy 3 HellofaBHO NepeHeceHNM iH(DapKTOM
MioKapfa, aopTOKOPOHAPHUM LUYHTYBaHHAM ab0 4epesLlKipHOK KOPOHAPHOK aHrionjacTMKOK YNPOAOBX 6 MICAUIB [0 peecTpauii B AOCNILKEHHI Oynun
BUK/OYEHI 3 OCNIKEHHS. Y JOCNIIKEHHSAX 6Y/10 03BOMEHO 3aCTOCYBaHHSA racTpoNpPOTEKTOPHUX NPenapaTis i aueTuicaniLnioBoi KUCNOTH Y HU3bKUX f03aX.
3arasbHa 6e3neka

He 6yno cyTTeBUX BiAMIHHOCTEN Y 4acTOTi TPOMOOTUYHUX CepLEBO-CYANHHUX YCKIaAHEHb MPW 3aCTOCYBaHHI eTOPUKOKCUOY i AuKnodeHaky. KapaiopeHasnbHi
noGiyHi peakyil yacTiwe cnocTepiraimMca Npu 3acToCyBaHHI €TOPUKOKCUOBY, HXX ANKIOMEHaKY; Lel edpeKT 6yB 40303a1eXXHUM (AeTaslbHO NPO pe3y/bTaTh AMB.
HVK4e). Mob6iyHi peakuiT 3 60Ky LLIKT i neviHK1 BUHMKaNM 3HAYHO YacTille MpK 3aCTOCYBaHHI AUKNOgeHaKy, HXX eTOPUKOKCKOBY. YacToTa BUHUKHEHHS NOGIYHMX
peakuiri B gocnimpkeHHsx EDGE i EDGE |1, a Takox No6i4yHMX peakuii, WO po3rnsjaimca K cepilosHi abo Taki, Lo Npu3BOAAThL A0 BiAMiHW npenapaty B
pocnigpkeHHi MEDAL, 6yna BMLLOK Npu 3aCTOCYBaHHI ETOPUKOKCUOY, HIXX ANKIOEHAKY .

Besneka BigHOCHO CepLieBO-CYANHHOT CUCTEMM

UacToTa nigTBepIKEHNX TPOMOOTUUYHUX CEpLEBO-CYAMHHUX CEPMO3HMX MOBIYHMX peakuil (BKIoYaroum peakuii 3 60Ky cepus, LepebpoBacKyNapHi peakuil i
peakLii 3 60Ky nepudepuyHnx cyamnH) byna NopiBHSIHHOK Yy eTOPUKOKCUOY i AMKNOodeHaKy (aaHi niacymoBaHo B Tabnuui 1). He 6yno cyTTeBUX BiAMIHHOCTEN B
MOKasHMKax 4acTOTU TPOMOOTMYUHMX YCKNaHEHb NPW 3aCTOCYBaHHI eTOPMKOKCUOY i ANKNOgEeHaKy B YCiX NpoaHani3oBaHMX NiArpynax, BKAOYaKuM NauieHTIB i3
KapAioBacKyNspHUM pU3MKOM. Tpn OKpeMoMy po3rnsi BifHOCHWUIA PU3NK BUHWUKHEHHSI MIATBEPIKEHUX CEPHO3HMX TPOMOOTMYHMX MOBIYHMX peakLii 3 GOKy
cepueBo-CyANHHOT CUCTEMW MPK 3aCTOCYBaHHI eTOPUKOKCMOY B A03i 60 Mr a6o 90 Mr i gnknodgeHaky B fo3i 150 mr 6yB 0HAKOBUM.

Tabnuud 1
MoKasHMKM NiATBEPAKEHUX TPOMOOTUUYHMX YCKNaAHEHb 3 BOKY CepLeBO-CYANHHOT cucTeMm (06’egHaHa nporpama MEDAL)



YCcKnagHeHHA

ETopukokcnb [nknogeHak MopiBHAHHS MiXK
(N=16819) (N=16483) rpynamm nikyBaHHs
25836 nauieHTo-poKiB | 24766 nawieHTO-pPOKIB
MokasHukT MokasHuk' BigHOCHWIA pn3mnK
(95 % Al) (95% Al) (95% A1)

MiaTBEPMKEHI CEPIO3HI TPOMOOTMYHI NOBGIYHI peakLii 3 60Ky CepLeBO-CyANHHOT CUCTEMM

3a NpPOTOKO/I0M

1,24 (1,11; 1,38)

1,30 (1,17; 1,45)

0,95 (0,81; 1,11)

3a HamipoMm niKyBaTuCcs

1,25 (1,14; 1,36)

1,19 (1,08; 1,30)

1,05 (0,93; 1,19)

MigTBepAKeHi yCKnagHeHHs 3 60Ky cepus

3a NpOTOKO/IOM

0,71 (0,61; 0,82)

0,78 (0,68; 0,90)

0,90 (0,74; 1,10)

3a HaMipoMm niKyBaTuCH

0,69 (0,61; 0,78)

0,70 (0,62; 0,79)

0,99 (0,84; 1,17)

MiaTBEPLKEHI LLepebpoBacKyNAPHI YCKIaLHEHHS

3a NpoTOKO/IOM

0,34 (0,28; 0,42)

0,32 (0,25; 0,40)

1,08 (0,80; 1,46)

3a Hamipom nikyeartmcs

0,33 (0,28; 0,39)

0,29 (0,24; 0,35)

1,12 (0,87; 1,44)

MigTBEPLKEHI YCKNALHEHHS 3 BOKY NeputepuyHnX CyamH

3a NpoTOKO/IOM

0,20 (0,15; 0,27)

0,22 (0,17; 0,29)

0,92 (0,63; 1,35)

3a Hamipom nikyBaTuca

0,24 (0,20; 0,30)

0,23 (0,18; 0,28)

1,08 (0,81; 1,44)

TYCKﬂa,EI,HeHb Ha 100 nauieHTO-pokKiB; Al — foBipuwnii iHTepBa.

N — 3arajibHa KifIbKiCTb NauieHTIB Y Nony nsayii 3a NPOTOKO/IOM.

3a MpPOTOKONOM: YCi YCKNa[HEHHA Nif Yac AO0CNifKyBaHoi Tepanii abo npotaroM 14 gHis nicns 1i
MPUMUHEHHS (32 BMHATKOM MaujieHTiB, SKi NpuiAHanmM <75 % paocnigkyBaHoro npenapaty abo
npuinMani HegoCNiAKyBaHI HECTepoigHI NpoTM3anasbHi NpenapaTn >10 % BCbOro nepioay).

3a Hamipom nikyBaTuca: BCI NIATBEPIKEHI YCKNafHEHHA 00 3aKiHYeHHA AOCNifKeHHA (Y T. Y. y
nauieHTiB, AKI MOI/IM 3a3HATU BTPYYaHHA, HE MOB’A3aHOr0 3 AOCMIMKEHHAM, 3 MOAaSbLUMM
MPUMUHEHHAM MPUIAOMY  [OCNIAKYBaHOrO npenapaty). 3araibHa KiNbKiCTb  paHAO0Mi30BaHUX
nayieHTiB: 17412y rpyni eTOpuKokcunoby i 17289y rpyni AMKNOMEHaKY.

MoKa3HWK CepLEeBO-CYANHHOT CMEPTHOCTI, AIK i 3arasibHOI CMepTHOCTI, 6yB NOAIGHMM Yy rpynax /likyBaHHS ETOPUKOKCUOOM i ANKNOEHAKOM.

KapgiopeHanbHi ycKnafHeHHs

MpnbnnsHo 50 % nauieHTiB, NPUAHATUX Y gocnimkeHHs MEDAL, mann apTepiasibHy rinepTeHsit0 B aHaMHE3i Ha Mo4aTKOBOMY eTani. Y LUbOMYy AO0CAiKEHHI
4acToTa MPUMNUHEHHSA JliIKYBaHHSA YHACNiAOK BUHVUKHEHHS MOBGIYHUX peakLii, NnoB’A3aHuX i3 apTepiasibHOW rinepTeHsieto, Oyna CTaTUCTUYHO 3HAYHO BULLOKD Y
rpyni 3aCTOCYBaHHA €TOPUKOKCMOY, HIXK Yy Tpyni AnknodeHaky. YacTtoTa Takoi No6iYHOI peakuii, K 3acTiiiHa cepueBa HefOCTaTHICTb (MPUNUHEHHS NPUAiOMY
npenapaty i CepinosHi peakuii), 6yna aHaoriYHOK SK NPy NPUInOMi eTOPUKOKCKUOY 60 Mr, Tak i Npy nNpuinomi anknodgeHaky 150 Mr, NpoTe YacTOTa BUHUKHEHHS
LUMX peakuiin 6yna BMLLOK NpW NpUiioMi eTOpuKoKcMoy 90 M MOpIBHAHO 3 AMKNoeHakom 150 Mr (CTaTUCTUYHO 3HaYyLLa Pi3HULS NpY NPUInOMI eTOPUKOKCKGY
90 Mr nopiBHAHO 3 150 Mr anknogeHaky B rpyni OA MEDAL). YacToTa nigTBepaKeHNX NobiyHMX peakLiin, MoB’A3aHMX i3 3aCTiHOK CEPLLEBOKD HEAOCTATHICTHO
(7BMLWa, WO 6ynn cepiosHMmK i BUMaranu rocnitanizayii abo HeBiAKnaAHOI gonomoru), 6yna He3Ha4YHO BULLOK MpY NPUIAOMI eTOPUKOKCUOY MOPIBHAHO 3
npuitomom guknogeHaky 150 mr, i Leld edeKT 3anexas Bif 403U. YacToTa NPUNUHEHHS NiKyBaHHS YHACNiAOK BUHUKHEHHS NMOGIYHMX peakuiidi, NOB’A3aHUX 3



Habpsikamu, Byna 3Ha4HO BULLOK NPW NPUAOMI eTOPUKOKCMOY MOPIBHAHO 3 npuitoMoM auknodeHaky 150 mr, i ueli edekT 3anexas Bif 403U (CTATUCTUYHO
3HauyLLa pisHMUS Npu Npuinomi eTopukokenby 90 Mr, ane He eTOpMKOKCUBY 60 Mr).

KappaiopeHanbHi pe3ynbtaTi, oTpuMaHi B focnimkeHHax EDGE | EDGE |1, Bignosiganu faHum, Npo AKi nosigoMnsnocs B gocnigpkeHHi MEDAL.

B okpemux pocnimkeHHsx nporpamy MEDAL abcontoTHa YacToTa NPUMNMHEHHS NiKyBaHHA B GyAb-siKild Fpyni NikyBaHHA eTopuKokcmoom (60 mr a6o 90 mr)
cTaHoBWna Ao 2,6 % npwv apTepianbHii rinepTeHsit, 4o 1,9 % npun Habpsikax i 4o 1,1 % npu 3acTilHIi cepueBiil HeAOCTaTHOCTI, NPW LbOMY BULLA YacTOTa BiAMIHK
npenapary cnocTepiranaca y pasi npuinomy eTopukokcnby 90 mr, Hixk 60 mr.

Pe3ynbTaTu WIYHKOBO-KMLLKOBOT NepeHoCcMMOCT i B nporpami MEDAL

3HAYHO MEHLUMIA MOKa3HWK BigMIHWM npenapaTty BHACNiAOK BWUHWKHEHHA Oyab-SKOrO KNIHIYHOro YcknagHeHHsi 3 6oky LUKT (Hanpuknag pgucnencii,
abjomiHasIbHOro 60110, BMPa3KM) CNOCTepiraBca Mpu 3acTOCyBaHHI €TOPUKOKCUOY, HXX AUKIOgeHaKy, B KOXXHOMY 3 TPbOX AocnifmkeHb nporpamn MEDAL.
[MoKa3HMKK BigMIHW npenapaTy BHACNIAOK KiHIYHMX peakui 3 60Ky LLUKT Ha 100 nauieHTo poKiB 3a Becb MNepiof AOCNiMKeHHs 6ynn Takumu: 3,23 aAns
eTopuKoKcuby i 4,96 ond auvknoeHaky B pocnimjkeHHi MEDAL; 9,12 ans eTopukokcuby i 12,28 and aumknodeHaky B pocnimjkeHHi EDGE; 3,71 gns
eTopuKoKcnby i 4,81 ansa auknodeHaky B gocnigxkenHi EDGE .

PesynbTaTunporpamu MEDAL wopo 6e3neku ans LUKT

3arasibHi peakuii 3 60Ky BepxHboro Bigginy LUKT 6ynun BusHadeHi Sk nepdopallii, BUpasku i KposoTeui. Migrpyna 3araibHUX peakLin 3 60Ky BEpXHLOro Bigainy
LLIKT, siki BBa>Kanmcs ycknagHeHMK, BKKOYana nepdopauii, 06CTpyKLUIi | yCKnagHeHi KpoBoTeui; nigrpyna 3aranbHUX peakLii 3 60Ky BepxHboro Bigginy LLUKT,
AKi BBRXXaINCA HEYCKNMafHeHMU, BKOYasia HeYyCKMaaHeHi KpoBOTeYi | HeyCKnafHeHi BUpas3ku. 3Ha4YHO MeHLUMIA NOKa3HUK YacTOTKW 3arajibHUX peakuii 3 60Ky
BepxHix Bigainis LUKT cnocTepirascsa npu 3aCTOCyBaHHI eTOPUKOKCUOY, HXK AMKNoMeHaKy. He 6yno CyTTeBOI Pi3HULI Mi>XK eTOPUKOKCMOOM i ANKIO(eHaKOM LLLOA0
MOKasHMKa YacTOTU YCKNafHeHNX peakLin. [ns nigrpynu Takux peakuiil, sK KpoBoTeya y BepxHboMy Biaaini LUKT (06’eaHaHi yCKnafHeHi i HeycKnaaHeHi), He
Oy/10 CYTTEBOT BiAMIHHOCTI Mi>K eTOPUKOKCMOOM i AnKnogheHakoMm. MNepeBara eTOPUKOKCUOY 00 BNANBY Ha BepXxHiit Bigain LLUKT nopiBHSAHO 3 AMKNO(EeHAKOM He
Oyna cTaTUCTUYHO 3HAYYLLLOH0 Y MaLiEHTIB, L0 OAHOYACHO 3aCTOCOBYIOTb acnipuvH B HNU3bKMX Ao3ax (npu6amsHo 33 % nauieHTiB).

Moka3HMK YacToT Ha 100 nauieHTO-POoKIB MIATBEPMKEHNX YCKNAAHEHUX | HEYCKNafHEHUX KNIHIYHMX peakuiil 3 60Ky BepxHbOro Bigainy LUKT (nepdopaduil,
BMpa3ku i KposoTeui) ctaHosue 0,67 (95% Al 0,57, 0,77) npu npuitomi eTopmkokeunby i 0,97 (95 % Al 0,85, 1,10) npu npuiioMi AMKIO(EHaKY, NpU LbOMY
BiIHOCHWIA pu3nK cTaHosumB 0,69 (95 % Al 0,57, 0,83).

BunsHayaBcs MOKa3HMK YacTOTW NIATBEPIKEHMX peakLii 3 60Ky BepxHboro Bigainy LUKT y nauieHTiB NiTHLOro BiKy; HainbinbLUe 3HWXEHHS CnocTepiranocs y
nauieHTiB Bikom =75 pokis (1,35 [95 % A1 0,94, 1,87] peakuiin Ha 100 nawieHTiB-pOKiB NpK NpUinOMi eTOPMKOKCKOY NOpPiBHAHO 3 2,78 [95 % Al 2,14, 3,56] npu
NPUNOMI AMKNOGeHaKy).

MoKa3HMKM 4acToTV NiATBEPMKEHMX KNIHIYHMX peakuiin 3 60Ky HWKHbOro Bigdiny LLUKT (nepdopauis TOHKOro abo TOBCTOr0 KULLEYHWUKY, OOCTPYKLUis abo
KpOBOTEYa) CTaTUCTUYHO HEe BiAPI3HANNCA NPW 3aCTOCYBaHHI ETOPUKOKCUOY I AUKNOMEHAKY .

PesynbTaTunnporpamum MEDAL w00 6e3neku anst neviHku

ETopukokcunb 6yB acouiioBaHWiA i3 CTaTUCTUYHO 3HAYHO MEHLLIOK YacTOTOHO BiMiHW npenapaTy YHacnifoK BUHUKHEHHS MOBGIYHUX peakLiil 3 60Ky NeYiHKu, HixX
anknoeHak. Y o06’eaHaHin nporpami MEDAL 0,3 % naui€eHTiB, L0 3aCTOCOBYBafM €TOPUKOKCMO, i 2,7 % nauieHTiB, WO 3aCTOCOBYBanM AMKIOMEHAK,
MPUMUHUAKN 3aCTOCYBaHHA npenapaTy BHACNILOK BUHWMKHEHHS MNOGIYHMX peakuii 3 60Ky nedviHku. MokasHMk Ha 100 nauieHTo-pokiB cTaHoBMB 0,22 npu
3aCTOCYyBaHHiI eTOpPMKOKCMOY i 1,84 npun 3acTOCyBaHHI AUKI0ogeHaky (p-3HaveHHs 6yno < 0,001 s eTOPUKOKCUOY NOPIBHAHO 3 AMKNoeHakoMm). IMpoTe B nporpami
MEDAL 6inbLwicTb NO6iYHUX peakLiii 3 60Ky NeviHKuM 6y HeCcepiosHUMU.

JoaaTkoBi gaHi 3 6e3nekn 414 cepueBo-CyANHHOT CUCTEMU 040 TPOMOOTUYHMX YCKIaAHEHD

Y Xofi KNiHIYHMX JOCNi[KeHb, 3a BUHATKOM AocnimpkeHb nporpamyv MEDAL, npnénunsHo 3100 nauieHTiB OTpUMYyBanv eTOPUKOKCKG y Ao3ax = 60 Mr Ha ooy
ynpoaoBX 12 TWXHIB i fgoswe. He 6yno 3Hayyw|oi BiAMIHHOCTI MOKa3HMKIB MiATBEPLKEHUX CEPUO3HUX TPOMOOTUYHWUX CEpLEBO-CYANHHUX YCKMALHEHb Y
nauieHTiB, AKi NpuiiMany eTopukokcmb y fo3i = 60 mr, nnaue6o abo iHwi HM3M (32 BUHATKOM HanpokceHy). MNpoTe yacToTa Takux peakuiii 6yna BULLOK Y




nauieHTIiB, AKI OTPUMYBa/IM €TOPUKOKCMO, MOPIBHAHO 3 TUMW, XTO OTPUMYBAB HarpokceH y fo3i 500 Mr 2 pasu Ha fo6y. BiAMiHHICTb aHTUTPOMOOTUYHOT
aKTUBHOCTI MiXX geskumu HIM3MM, wo iHriéytoTs LIOM-1, i cenektuBHUMYK iHribiTopamy LIOIM-2 moxe OYyTW KNIHIYHO 3HAYYLLOK Y MauUieHTIB rpynu puU3NKy
BUHWUKHEHHS TPOMOG0eMO60MIYHNX YCKnafHeHb. CenekTuBHI iHriGiTopn LLOM-2 3HWXKYHOTb YTBOPEHHA CUCTEMHOro (i TOMY, MOX/IMBO, €HAOTeNia/lbHOro)
npocTaynknivy 6e3 BNANBY Ha TPOMGOLMTapHWIA TPOMOBOKCaH. KniHiuHe 3HaYeHHSs LMX AaHUX HEBIAOME.

J0aaTKOBI AaHi Wwoao 6e3neku ans LUKT

Mig yac ABOX 12-TWMDKHEBUX MOABINHO CAINWUX €HAOCKOMIYHMX [OCNIMKEHb KYMYNSTVBHA YacToTa BUMHWKHEHHS racTpoAyoAeHalbHUX BMpPa3oK Gyna 3HauyHO
HVKYOH0 Y NauieHTIB, SKi OTPUMYBaIM NiKyBaHHS eTOPUKOKCMO0M Yy A03i 120 Mr 1 pa3 Ha f00Y, HXX Y NauieHTIB, AKi OTPUMYBaIv NiKyBaHHS HarmpoOKCEHOM Y A03i
500 mr 2 pa3u Ha goby abo ibynpodeHoM y Ao3i 800 mr 3 pasu Ha A06y. YacToTa BUHUKHEHHSI BMPa3oK Oyna BULLIOK MpPW 3aCTOCYBaHHI €TOPUKOKCUOBY, HiX
nnaueoo.

JocnigpkeHHs MYHKUIT HAPOK Y NALLIEHTIB ITHLOIO BIKY

Y Xofi paHAOMi30BaHOro, NoABiMHO CNinoro, Nnaye60-KOHTPOIbOBAHOMO AOCMIMKEHHS 3 NapaiebHUMKU Fpynamn OLiHIOBaBCA BNIMB 15-AeHHOro NikyBaHHS
eTopmkokcnoom (90 Mr), uenekokcnbom (200 Mr 2 pasmn Ha goby), HanpokceHoM (500 Mr 2 pasu Ha go6y) i nnauebo Ha BUBEAEHHS HATPIKO 3 ceyeto, apTepiabHUI
TUCK Ta iHLWI NOKa3HMKN yHKUIT HAPOK Y nauieHTiB Big 60 Ao 85 pokiB, O AOTPUMYOTLCS AiETH i3 BMiCTOM coni 200 MEKB/006Y. ETOpUKOKCKG, LIeNeKoKCeKo i
HanpoKCeH Main NOAIGHWIA BNANB Ha BWBEAEHHS HATPItO 3 CeYerd Npu 2-TUXHEBOMY MiKyBaHHI. YCi akTMBHI npenapaty MOPIiBHAHHA NOKa3an NiABULLEHHA
BiIHOCHO nnauebo CUMCTONIYHOrO apTepianbHOro TUCKY; NPOTE ETOPUKOKCMO acoL|itoBaBCs 3i CTATUCTUYHO 3HAYYLLMM MiABULLEHHAM Ha 14-1 eHb MOPIBHSAHO 3
LIeNIEKOKCMOOM i HanpOKCEHOM (CepefHs 3MiHa CUCTOMIYHOMO TUCKY MOPIBHAHO 3 NOYaTKOBWM PiBHEM: €TOPUKOKCWUG 7,7 MM PT. CT., Lie/leKOKCM6 2,4 MM pT. CT.,
HanpokceH 3,6 MM pT. CT.).

PapmakoKiHeTuKa.

Abcopbuis.

ETopukokcnb fobpe BCMOKTYETLCA NpW MepopasibHOMY npuiioMi. A6CONOTHa 6i0J0CTYMHICTL CTaHOBUTL Npuban3Ho 100 %. Micna npuitomy 120 mr 1 pa3 Ha
L0060y [0 [OCATHEHHS PIBHOBAXHOIO CTaHy MaKCMMasibHa KOHLUeHTpauis y nnasMi KpoBi (cepefHe reomeTpuuHe 3HauyeHHS Cipgc=3,6 MKI/MN) cnocTepiraerbes

npn6amsHo yepe3 1roauHy (Tmax) Micna npuitomy gopocammu Hartie. CepefHe reometpuuHe 3HaueHHA AUCq p4py CTaHOBUTL 37,8 MKIXrog/mMin. Y mexax

KNiHIYHOr 0 [03yBaHHS (DapMaKOKiHETUKA ETOPUKOKCUOBY € MiHINHOL0.
Mpu npuinomi npenapaTy y Ao3i 120 mr nig vac ign (iXXa 3 BUCOKMM BMICTOM XXMPIB) HE CNOCTepiranocb BNAMBY Ha CTyMiHb abcopoLii eTopuKoKcnoy. LLIBMAKICTb
abcopbuii 3MiHIOBasIaCh, L0 XapakTepunsyBanoch 3HMXKEHHAM Cgc Ha 36 % Ta 36inbleHHAM Tgx Ha 2 roguHun. Taki AaHi He po3rnsafaroTbCs AK KAiHIYHO

3HauyLwi. MMig vac KNiHIYHUX JOCNiAKEHb ETOPUKOKCIG 3aCTOCOBYBa/IN HE3A/IEXHO Bif NpUIAOMY XKi.

Posnogin.

ETopnKOKCKG NpnbnmnsHo Ha 92 % 3B’A3YETbCA 3 GikaMu NiasMu KPoBi NOANHN 3 KOHUeHTpauismu Big 0,05 go 5 mkr/mn. O6’eM po3noginy npu piBHOBaXXHOMY
craHi (Vdss) ctaHOBUTL Npr6M3HO 120 Ny NOANHN.

ETOprKOKCHG NpoHMKae Yepes nnaLeHTapHWIA 6ap’ep y LWYypiB Ta KPOniB, a TaKOX Yepe3 reMaToeHLedaniyHnii 6ap’ep y Lypis.

MeTabonism.

ETOpPMKOKCNG aKTUBHO MeTabonisyeTbcs, MeHwe 1% [031 BUAINAETLCA i3 ceyeto y BUMMSAI HeaMmiHeHOro npenapary. OCHOBHMIA LWNAX MeTabonismy — Le
(hopMyBaHHS MOXiAHOT 6'-riAPOKCMMETUNY LUNAXOM KaTanizauii pepmeHTamu yutoxpomy. CY P3A4 cnpusie MetaboniaMmy eTopmMKOKCKOY in vivo. JocnifpKeHHs in
vitro BKa3yloTb Ha Te, Wo CYP2D6, CYP2C9, CYP1A2 T1a CYP2C19 TakoXX MOXYTb KaTanidyBaTM OCHOBHWUI LUAAX MeTaboniamy, ane iX KifbKiCHi
XapaKTepUCTUKM He BUBYASIUCA IN ViVO.

Y nognHu igeHTndikoBaHo 5 metaboniTie. OCHOBHUM MeTaboniToM € 6'-KapboKCUI0BOI KUCIOTU AepuBaT eTOPUKOKCMOY, L0 YTBOPKOETLCSA MPU NOAA/bLLUIN
oKcugauii noxigHot 6'-rigpokcumeTtuny. Lii OCHOBHI MeTaboniTh abo He BMSBNAKOTL aKTMBHOCTI, abo € cnaboakTmBHMMK iHriGiTopamm LIOIM-2. XKogeH i3 yux




MeTaboniTiB He iHridye LIOI-1.

BuBefeHHA.

Micna pa3oBOro BHYTPILUHbOBEHHOrO BBEAEHHSA 340POBUM L0OPOBOMbLAM 25 MI eTOPUKOKCUOY, MideHOro pagioizotonom, 70 % pafioakTMBHOIO npenaparty
BMBOANTBLCA i3 ceyeto i 20 % — 3 KasioM, ro/IOBHUM YMHOM Y BUI NI4T MeTaboniTie. MeHwe 2 % BMBOAUTLCA Y BUMNAAI HE3MIHEHOrO npenapary.

BviBeaeHHA eTOPMKOKCKOY Bif0yBaETbCA MaXke NOBHICTIO LUIAXOM MeTabo/i3My 3 NofasibLUMM BUBEAEHHAM HUpPKaMu. PiBHOBaXKHI KOHLEHTpaLiT eTOPUKOKCHOY
[0CAraroTbCA yepe3 7 AHIB MpW 3acTtocyBaHHI y 03 120 Mr 1 pa3 Ha o0y 3 MOKasHWKOM Kymynsauii npnbavsHo 2, WO BiAMOBILaE Nepiofy HamiBBUBEAEHHSA
nprban3Ho 22 rogmHn. KnipeHc niasmu KpoBi Nicns BHYTPILUHbOBEHHOI O BBeAEeHHSA 25 M npenapaTy CTaHOBUTb Npuoan3Ho 50 ma/xs.

Okpemi rpynu nauieHTIB.

MauieHTV NiTHLOr O BiKy. PapmMakoKiHETUKA Y MaLieHTIB NITHLOO BiKY (BIKOM Bif 65 poKiB) € Mo4i6HOI A0 PapMakOKIHETUKM Y MOSIOALLMX MaLieHTIB.

Cratb. PapmakoKiHETNKA ETOPMKOKCNOY € MOAIGHOK Yy YOMOBIKIB Ta XIHOK.

MMopyLeHHA YHKLIT NeYiHKW. Y NayieHTiB 3 Nerkum nopyLieHHAM PYHKUIT nediHkm (5—-6 6anis 3a wkanoto Yainga — M°10) npy 3actocyBaHHI ETOPUKOKCUOY B
po3i 60 Mr 1 pa3 Ha o6y cepegHiii nokasHUK AUC npn6amnsHo Ha 16 % 6inblunid, HX Yy 340p0OBUX A0OPOBO/LLIB NPY TakOMy X A03yBaHHI npenapaty. Y
nauieHTiB 3 NOMIPHUM NopyLUeHHAM (YHKLIT nediHkn (7-9 6anis 3a Wwkanoto Yainnga — M°10) Npun 3acTocyBaHHI eTOPUKOKCUOY Y A03i 60 Mr yepes 00y cepeHiii
nokasHnMKk AUC 6yB MofibHMIA [0 MOKasHMKa Y 340pOoBMX [06POBOMbLIB, fKi NpuidMany npenapat y Aosi 60 Mr 1pa3 Ha Ao6y WOAEHHO; 3acTOCyBaHHS
eTopmKoKcnby B o3i 30 Mr 1 pa3 Ha 406y He BMBYANOCh Y Ll Fpyni NauieHTiB. Hemae KNiHiYHMX abo (hapMaKOKiHETUUYHMX JaHUX CTOCOBHO NALiEHTIB 3 TSXXKUM
NOPYLLEHHAM DYHKLIT neviHkm (=10 6aniB 3a WwkKanow Yannga — ’10).

[MopyLUeHHA yHKUIT HUPOK. dapMaKOKIHEeTMKa pa3oBoi [03N eTOPUKOKCMOY 120 Mr y MauieHTiB i3 MOMIPHUMW Ta TSHKKMMU MOPYLUEHHAMU (DYHKUIT HUPOK, a
TaKOXX Yy Maui€eHTIB i3 3aXBOPIOBAHHAMM HUPOK TepMiHaNbHOI CTagil, SKMM MPOBOAATb remopianis, He Bifpi3HAETbCA 3HAYHUM YMHOM BifJ (PapMaKOKIHETUKMN Y
340poBUX [,06pOBOSbLIB. [pK remogianisi npenapar Maxke He BUBOAMTLCA (KNipeHe Aianidy — npu6ansHo 50 m/xs).

AiTn. dapMakoKiHeTUKa eTOPUKOKCKOY B fiTeld (BikOM A0 12 poOKiB) He BMBYaniach.

Y xopi gocnigkeHb hapmakokiHeTUKK (N=16), WO NPOBOAMNOCH 3a yYacTio MigNiTKIB (BiKOM Bif 12 f0 17 pokiB), papMakoKiHeTMKa Yy NauieHTiB 3 Macoko Tina
40-60 Kr, AKUM npu3Havav eTOpUKoKen6 y ao3si 60 mr 1 pa3 Ha o6y, Ta y nayieHTiB 3 Macoto Tina 6isblue 60 Kr, AKMM npusHavanv npenapat y fo3i 90 mr 1 pa3
Ha fo6y, 6yna noaibHo 40 hapMaKOKIHETUKM Y JOPOCINX, SKi 3aCTOCOBYBa/IN eTOPUKOKCKOG Y f03i 90 Mr 1 pa3 Ha Ao6y. besneka Ta e(heKTUBHICTb 3aCTOCYBaHHSA
eTOPUKOKCUOY AiTAM He BCTAHOBJIEHI.

KniHIYHI XapaKTepUCTUKN.

lNoka3aHHA.

CumnToMaTyHa Tepanis npu OCTe0apTPUTI, PEBMATOILZHOMY apTpPUTI, aHKINIO3yroUOMY CMIOHAWUAITI, @ TaKoX Npu G0N0 i 03HaKax 3anasieHHs, MoB’A3aHuX i3
rOCTPUM nojarpuyYHUM apTpPUTOM.

HeTpuBane nikyBaHHS NOMipHOro nicnsionepawiiHoro 60/t0, NOB’A3aHOM0 3i CTOMATONOrYHMMI OnepaLisiMu.

PiLLIEHHA MPO NpU3HaYeHHs CeNeKTUBHONO iHri6iTopy LLOM-2 NOBUHHO I'PyHTYBaTUCA Ha OLiHLI BCIX IHAMBIAYaIbHUX PU3MKIB Y MaLieHTa.

lMpoTnnoKasaHHA.
NikapcbKuii 3aci6 APKOKCIs® NpoTunoKasaHuii:
npu rinepyyTAMBOCTI [0 AitoYoT ab0o 6yab-S9KOT A0NOMIXHOT peYOBUHM NpenapaTy;
NPV aKTUBHI NENTUYHIN BUPa3L,i ab0 aKTMBHI LLNYHKOBO-KMLLKOBI KPOBOTEU;
nauieHTam, y SKMX BUHUKaB GPOHX0CNAa3M, rOCTPUA PUHIT, Ha3a/lbHi NONINKU, aHriOHEBPOTUYHMIA HAOPSAK, KPOMUB’AHKa abo iHLUI aneprivHi peakuii



nicns 3aCTocyBaHHA aLeTuncaniumioBoi kucnotn abo HM3MM, Bkatovaroun iHriéitopn LLOIM-2 (LMKIooKeurekcaHasa-2);
y Mepiog BariTHOCTI Ta roflyBaHHSA rpyaato;
MPY THXKKMUX NOPYLLEHHAX (YHKLIT neviHkn (anbbyMmiH cmpoBaTkm KpoBi <25 r/n abo =10 6anis 3a Wwkanoro Yainnga — M°10);
SKLL0 PO3Pax0BaHWii HUPKOBWIA KNipeHC KpeaTuHiHy < 30 M//XB;
AITAM BiKOM 10 16 pokiB;
Mpw 3anaibHUX 3aXBOPHOBAHHAX KULLEYHUKY;
npw 3acTiliHin cepuesiii HegocTaTHOCTI (NYHA 11-1V);
nauieHTam 3 apTepiaibHOK TinepTeH3ie0, Y AKUX MOKa3HUKK apTepiasibHOro TUCKY MOCTINHO BWLi 3a 140/90 MM pT. CT. Ta HeAOCTaTHbO
KOHTPONIOKTHLCS;
Mpwv LiarHOCTOBaHIN iLleMiyHin XBOPO6i cepLis, 3aXBOPIOBAHHAX MepudepuyHnX apTepiin Ta/abo LepebpoBackKyngpHUX 3aXBOPIOBAHHSIX.

B3aemogisi 3 iHLUMMM NiKapcbKUMKM 3acobamm Ta iHLWi BUAN B3aEMOAIN.

dapmakoaHamiyHi B3aEmoaii

MepopasbHi aHTUKoArynsHTU. Y NauieHTiB, CTaH AKUX CcTabifizoBaHWUIA NOCTINHUM 3aCTOCYBaHHAM BapgapuHy, Npuinom eTopuKokeuby B fo3i 120 Mr Ha fo6Yy
CYNPOBOMKYETLCA 36i/bLUeHHAM NprU6aM3HO Ha 13 % NpOTPOMGIHOBOro Yacy MiXXKHapOAHOro HopMasi3oBaHOro BifHOWeEHHA (MHB). Tomy B nauieHTiB, fAKi
3aCTOCOBYIOTb MepopasibHi aHTUKOAryIsHTK, Cif, 4acTo NepeBipATA MNOKa3HMKM NPOTPOM6iHOBOro Yacy MHB, 0co61MB0 B nepLui AHI NpUiioMy eTOPUKOKCNOY abo
npwv 3MiHi A0ro [O3YBaHHS.

[iypeTuku, iHri6iTopy aHrioTeH3nHNepPe TBOPIOBaNLHOIO (hepmMeHTY (AMN®d) i aHTaroHicTy peluenTopiB aHrioTeH3uHy Il. HecTepoigHi npoTu3ananbHi 3acobm
MOXYTb MOCNabnoBaT eqekT AiypeTuKiB Ta iHWWX aHTUTINepTeH3MBHMX MpenapaTiB. Y [eaKux MauieHTiB 3 MOpYLUEeHHAM (YHKUiT HAPOK (Hanpuknag y
nauieHTiB 3 gerigpatauieto abo y NiTHIX NauieHTIB 3 0cnabneHo PYHKLIE HUPOK) OAHOYaCHe 3aCTOCyBaHHA iHri6iTopy AlN® abo aHTaroHICTIB peLenTopis
aHrioteHsuHy Il i npenapaTis, WO iHriOYOTb LMKNOOKCUIeHasy, MOXe NMpU3BOAUTA A0 NOAILLIOIO MOripLIEHHA PYHKLIT HUPOK, BKIKOYAKUM FOCTPY HUPKOBY
HeAOCTaTHICTb, WO 3a3BM4Yail Mae 060POTHMIA XapakTep. Cnig nam’sTatv NPO MOX/IMBICTb TaKMX B3aEMOAIA y MauieHTIB, AIKi 3aCTOCOBYIOTb ETOPUKOKCUO
0fHOYacHO 3 iHribiTopamm AIN® abo 3 aHTaroHicTamMu peLenTopis aHrioTeH3nHy I1. ToMy Taki KOM6GiHaUii cnifg npu3HavaTy 3 06epeXHiCcTo, 0C06AMBO NaLlieHTam
NiTHLOro BiKy. Cnif NpoBeCcTVM HaNeXHy rigpatauito Ta Po3rnsaHyTW NUTaHHA NPO NPOBEAEHHS MOHITOPUMHIY (OYHKUIT HUMPOK Ha Mo4vaTKy KOMGIHOBaHOro
NiKYBaHH$, & TaK0X 3 NEBHOK NepPIoANYHICTIO | Hajai.

AueTuncaniyunosa KUCIoTa. Y Xo4i LOCNILKEHHSA 3a y4acTHo 3L0p0BMX A0OPOBO/LLIB B YMOBaxX PiBHOBaXXHOI0 CTaHy 3aCTOCYBaHHSA eTOPUKOKCUOY B f03i 120 Mr
1 pa3 Ha J06y He BNAMBA/O Ha aHTMAarperaHTHy akTUBHICTb aueTuncaniynioBol knucnotu (81 mr 1 pa3 Ha fo6y). ETOPMKOKCUG MOXKHa Npr3HayaT OAHOYACHO 3
aLeTuicaniumnIoBOK KUCIOTOK B 033X, L0 3aCTOCOBYHOTLCA A4J1 NPOMINaKTUKM CepLeBo-CyAUHHMX 3aXBOPHOBaHb (3aCTOCYBaHHSA aleTUNCcaniLMIoBOI KICIOTH B
HM3bKKX f03ax). OfHaK 0fHOYaCHe 3aCTOCYBaHHS HU3bKMX 403 aleTUNCcaniLmioBOl KUCIOTU Ta eTOPUKOKCMOY MOXKe 36i/1bLLYBATU YaCTOTY BUHUKHEHHS BUPa3Ku
LUKT Ta iHWKWX YCKNagHeHb NOPIBHAHO 3 MOHOTepanielo eTOPUKOKCMO0M. He pekoMeH[0BaHO OHOYACHE 3aCTOCYBaHHS eTOPUKOKCMOY 3 aLeTuscaniuuioBoro
KMCNOTOHO, 4031 AKOT BUMLL 33 MPOINIAKTUYHI, @ TAKOX 3 IHLUNMMW HECTEPOIAHUMI MPOTMU3anasbHNUMK 3acobamu.

LimknocnopuH Ta Takponimyc. Xoya B3aEMOAiA eTOPUKOKCMOY 3 LuMK npenapatamy He BMBYaIaCb, OHOYACHE 3aCTOCYBaHHA OYy[b-IKOrO HeCcTepoigHOro
NpoTM3anasibHOro 3acoby i3 LMKIOCMOPUHOM ab0 TakposliMycOM MOXE MOCU/IHOBATU HEPPOTOKCUYHMIA BNNB OCTaHHIX. Crlifi KOHTPOMOBATY (DYHKLi0 HUPOK Npu
0[JHOYAaCHOMY 3aCTOCYBaHHI eTOPMKOKCUOY 3 By ab-AKMNM i3 LMX npenapaTis.

dapmakoKiHe TWUYHI B3aeMoSiT

Bnine eTOpuKOKCKOY Ha (hapMaKoKiHETUKY IHLUKUX npenapaTis.

NiTii. HectepoigHi npoTusananbHi 3aco6n NocnabnoTb BUBEAEHHS NMITIO HAPKaMK, TUM CaMUM NiABULLYHOUMN PiBEHb NiTilO B MNa3mi KPoBi. AKLLO0 HEO6XiAHO,



MPOBOAATL PETENbHWIA KOHTPO/Ib PIBHSA NiTiKO Yy KPOBI Ta KOPUTYKOTb A03Y NiTi0 MPOTArOM OAHOYACHOr0 3aCTOCYBaHHA LMX NpenapaTis, a TakoX Npy NPUNUHEHHI
3aCTOCYBaHHS HECTEPOIAHMX NPOTM3anaibHUX 3aco6iB.

MeToTpekcaT. Y Xogai ABOX JOCNiMKEHb BMBYANNCA e(DEKTU €TOPUKOKCUOY Npu 3acTocyBaHHi y gosax 60, 90 a6o 120 mr 1 pa3 Ha foby NpoTsArom 7 fHis
nawuieHTaMu, SKi ofep>XyBann 1 pa3 Ha TWXK/AeHb MeTOTpeKcaT y 403i Bif 7,5 1o 20 Mr npu peBMaToigHoMy apTpuTi. ETopnkoken6 y aosi 60 i 90 Mr He BN/ivMBaB Ha
KOHLLEHTpaL|ito B Nia3mi KpoBi ab0 HMPKOBUIA KNipeHC MeToTpeKcaTy. B ogHOMY AocnifKeHHI Npu 3aCTOCyBaHHI ETOPUKOKCKOY B 1031 120 MI He crnocTepiranoch
BM/IMBY Ha KOHLLEHTPaLit0 B Na3mi KpoBi Ta HUPKOBUIA KNipeHC MeTOTpeKcaty, TOAi K B iHLLIOMY LOCMIKEHHI NpuW 3acTOCyBaHHI eTOPUKOKCcKOY B f03i 120 mr
KOHLIEHTpaLia MeToTpeKcaTy B Nia3Mi KpoBi MiABumLLyBanaca Ha 28 %, a HUPKOBUIA KNipeHC MeTOTPeKcaTy 3HKyBaBcsA Ha 13 %. Mpn o0f4HOYACHOMY NPU3HAYEHHI
eTOPMKOKCKOY Ta METOTpPeKCaTy CAif NPOBOAWTY BiANOBIAHWIA MOHITOPUHT CTOCOBHO MOSIBM TOKCUYHOIO BM/IMBY METOTPEKCaTY.

MepopasibHi  KOHTpauenTusn. ETopukokcn6 y p[o3i 60 Mr mpy 04HOYACHOMY 3aCTOCYBaHHI 3 Mepopa/lbHUMW  KOHTpauenTuBaMu, WO MICTATb 35 MKT
eTuHinectpagiony Ta 0,5-1 Mr HOPeTUHAPOHY, NPOTArom 21 AHA NPU3BOAMB A0 NiABULLEHHA NoKasHUKa AUCy o4nr Y PIBHOBXKHOMY CTaHi [/18 eTUHINecTpagiony

Ha 37 %. ETopukokcn6 y aosi 120 mr npu 3aCcToCyBaHHI 3 BULLEBKa3aHVMUW MepopaibHUMM KOHTpaLenTBaMm 0gHOYacHO abo yepe3 12 roguH nigsuilyBas y
piBHOBaXXHOMY CTaHi 3HaueHHA AUCq o4p €TUHINECTPagiony Ha 50-60 %. Mpo Take NigBULLEHHA KOHLIEHTpaUiT eTUHiNecTpadiony cnif nam’atatu npu Bubopi

MepopasibHOr0 KOHTPaUenTuBy 3 Pi3HUM BMICTOM ETWHINECTPagiony, AKUA 3acTOCOBYBAaTUMETbCH OAHOYACHO 3 ETOPUMKOKCUOOM. TiABULLEHHSA eKcrno3nuii
eTUHINecTpasiony Moxe 36iNbLUyBaTU YacTOTY BUHWKHEHHS MOGIYHMX peakuiil, MOB’A3aHMX i3 3aCTOCYBAHHSAM MNepopasibHUX KOHTpaLenTuBiB (Hanpuknag,
TPoM60eMO6O0NIT BEH Y XIHOK rpynu pU3nKy).

ropmoHo3amicHa Tepania (3T). Mpuitom 120 Mr eTOPUKOKCUOY 3 rOPMOHO3aMICHUMMK MnpenapaTamu, L0 BK/KOYalOTb KOH’toroeaHi ectporeHn (0,625 mr
«lMpemapuHy ™>»), NpoTarom 28 AHiB 36inbLuye cepefHin nokasHUK AUCq oanr Y PIBHOB&XKHOMY CTaHi HEKOH HOroBaHoro ecTpoHy (Ha 41 %), exBiniHy (Ha 76 %) i

17-B-ecTpagiony (Ha 22 %). Bnnve 103 eTOPUKOKCKOY, peKkoMeHA0BaHUX Ana TpmBanoro 3actocysaHHA (30, 60 i 90 mr), He BMBYaBCA. [NOPIBHAHO 3i 30i/1bLLUEHHAM
fo3yBaHHA 3 0,625 fo 1,25 mr npu MoHoTepanii npenapatom «pemapuH™y», BNAUB eTOPUKOKCKOY B Ao3ax 120 Mr Ha ekcrnosuuito (AUCq.o4nr) €CTPOrEHHUX

KOMMOHEHTIB npenaparty «pemapyvH™»» 6yB MEHLUMM, HDX Ha NOMOBUHY. KniHiYHE 3HAYeHHS Takoro MiABULLEHHS HeBiJOMe, a NPUIAOM BUCOKUX [03 npenapaTy
«peMapuH™>» OAHOYACHO 3 ETOPMKOKCMOOM He BMBYaBCA. Cnif 6paty [0 yBary Take 30i/IbLUeHHS KOHLEHTpaLii ecTporeHy npu BMO60OPiI rOPMOHaNbHOMO
npenaparty [An1s 3aCTOCyBaHHSA Yy nepiof nocTMeHonaysu npy 04HO4YaCHOMY 3aCTOCYBaHHI 3 ETOPUKOKCUOOM, OCKI/IbKM 3POCTAHHA €KCMO3ULLIT eCTPOreHy nifBuLLye
PU3NK BUHUKHEHHS MOBIYHMX peakLiil Npu 3amiCHIn ropmMoHoTepanii.

MpeHi30H/NPeHI30NM0H. Y A0CNIMKEHHAX B3aEMO/IT ETOPUKOKCUG He BUSABNAB KNiIHIYHO 3HAYYLLOM0 BN/IMBY Ha (hapMaKOKIiHETUKY NpeaHi30HY/NpeaHi30M0HY.
[AurokcvH. Tpu 3acTocyBaHHI eTOPUKOKCKMOY B f03i 120 mr 1 pa3 Ha foby npotarom 10 AHiB 340pOBMM J0OPOBO/bLUAM HE CMOCTEPIraBCs BMJIMB Ha MOKA3HWUK
AUCq.o4nr Y PIBHOB&XXHOMY CTaHi Ta Ha BUBEAEHHSA AUTOKCUHY HMUpPKaMu. CrnocTepiranocs 36ifblIeHHA MOKasHUKa Cyay AUTOKCUHY (MprbamnsHO Ha 33 %). Take

NiABWLLEHHS, K NPaBWo, He € CYTTEBUM Y BiNbLUIOCTI NauieHTiB. OAHaK cnif cnocTepiraTi 3a CTaHOM MauieHTIB 3 BUCOKUM PU3NKOM TOKCUYHOT AiT AUTrOKCUHY
npyY 04HOYaCHOMY NPU3HaYeHHi ETOPUKOKCUOY Ta AUTOKCUHY.

Bnnve eTOPUKOKCUOY Ha NpenapaTy, Wo MeTabonisyroThCs CyboTpaHcdepaszamm

ETOpMKOKCKG € iHri6ITOPOM aKTUBHOCTI NMHOACLKOI CynboTpaHchepasm, 3okpema SULTLIEL, a TakoX MOXe NiABMLLYBaTK KOHLEHTpaLilo eTUHINecTpasiony B
cvpoBartLi KpoBi. OCKiNbKM Ha CbOrOAHI [JaHWX NPO BrM/IMB YUCNEHHUX CynbdoTpaHcdepas HeAOoCTaTHbO, a KNiHiYHI ediekTn 6araTbox npenapatis [oci
BMBYAOTLCSA, AOLINIBHO 3 0O6EPEXHICTIO NpM3HayYaT eTOPMKOKCUO OAHOYACHO 3 IHWKUMK npenapataMu, WO MeTaboni3ytoTbCA FON0BHUM YMHOM JIHOACHKMMM
cynboTpaHcgepazamm (Hanpuknag nepopanbHUiA canbbyTamon Ta MiHOKCUann).

Bnnne eTOpuKOKCKOY Ha nMpenapaTy, Lo MeTabonisyoTscs isodepmerTamu CYP

3a faHMMK JoChifKeHb in vitro, He OYiKYyeTbCA MPUrHiYeHHs umToxpomis P450 (CYP) 1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. Y xopfi AoCNifKeHb 3a y4acTio
3[10pOBUX [0OPOBO/MbLIB LUOAEHHE 3aCTOCYBaHHS ETOPUMKOKCMOY B A03i 120 Mr He BMAMBa/i0O Ha aKTMBHICTb nediHkoBoro CYP3A4, 10 BCTaHOB/IEHO 3a
epUTPOMILNHOBNM ANXa/IbHUM TECTOM.



Bname iHWKX npenapaTis Ha hapmMaKkoKiHE TUKY e TOPUKOKCUOY

OCHOBHWMIA LLNAX 0O6MiIHY eTOPUKOKCKOBY 3anexxunTs Big epmeHTiB CY P. CY P3A4 cnpusie MeTaboniamy eTOPUKOKCKOY in vivo. JocnimKeHHs in vitro BKasytoTb Ha
Te, wo CYP2D6, CYP2C9, CYP1A2 Tta CYP2C19 TakoX MOXYTb KaTaslidyBaTl OCHOBHWIA LLNAX 06MiHY €TOPUKOKCUOY, ane TX Ki/IbKiCHI XapaKTepuUCTUKK He
BMBYA/IUCb iN ViVO.

KeTokoHa3on. KeTokoHa30n € NoTy)XHUM iHri6iTopom CYP3A4. lNpu 3acTocyBaHHI 340pOBMMU A06poBO/bUAMM Yy Ao3ax 400 Mr 1pa3 Ha foby NpoTArom
11 fHIB KETOKOHA30/1He Y/HMB K/iHIYHO 3HAaYYLLOro Br/IMBY Ha (apMakoKiHETUKY eTOPUKOKCMOY B pa3oBiii f03i 60 Mr (36ibweHHs AUC Ha 43 %).

BopukoHason i mMikoHason. OfHOYacHe 3aCTOCYBaHHA NepopabHOr0 BOPMKOHA30/1y abo MIKOHA30/y Y BUIALI OPa/lbHOTO Tefilo 419 MICLEeBOro 3acToCyBaHHS
(noTy>Hi iHri6iTopn CYP3A4) 3 eTOPMKOKCMOOM BUK/IMKANIO HEBENMKE MiABULLIEHHS €KCMO3uMLiT eTOPMKOKCUOY, LLIO, OAHAK, He BBaXKAN0CA KiHIYHO 3HAYYLLMM
3rifiHo 3 ony6/1iKOBaHUMW AaHUMMU.

PuchamniypyH. OfHOYacHe MpU3HaYeHHs eTOPUKOKCMOY Ta pudamniumHy (NOTY)XKHOro iHaykTopa qepmeHTiB CYP) nNpu3BOAMN0 A0 3HMKEHHS KOHLEHTpauii
eTOPUKOKCUOY B NJa3mi KpoBi Ha 65 %. Lle Moxe cynpoBO>KYBaTWCb MOBTOPHUM MPOSABOM CUMMTOMIB MPW OAHOYaCHOMY 3aCTOCYBaHHI 3 eTOPMKOKCUOOM. Togi AK
Taki [aHi MOXYTb BKa3lyBaTW Ha HEOOXigHICTb 36i/blUeHHSA 403K, HE PEeKOMEH[0BaHO 3aCTOCOBYBaTW €TOPUKOKCUMO Yy [03aX, L0 MepeBULLYHOTb BKasaHi Ans
KOXXHOI0 NOKa3aHHS, OCKi/IbK/ He BMBYa10Cb KOMOIHOBaHe 3aCTOCYBaHHS pugammiluHy Ta eTOPUKOKCUOY B TaKMX [03aX.

AHTaUMAN. AHTaUMAHI NpenapaT He YAHATL KNIHIYHO 3HAYYLLIOTO B/IMBY Ha (DapMaKOKIHETUKY eTOPUKOKCUOY.

Bnnme Ha LNYHKOBO-KULLIKOBWIA TPaKT

MoBigoMNAN0CSA NPO YCKNaAHEHHS 3 6OKY BEPXHIX BifAiNiB LWIYHKOBO-KULLKOBOIO TPakTy (nepdopadii, BUpa3ku abo KpoBoTeui), iHOAI 3 NeTalbHUM HacNifKoM, Y
nawi€eHTIB, L0 OTPUMYBa/IN ETOPUKOKCKO.

3 00epeXHICTIO crig npu3HayvaTy HeCTePOIAHI MpPoTU3anasibHi 3ac0bM nauieHTaM 3 MigBULLEHUM PU3UMKOM YCKafHeHb 3 BOKY LLUTYHKOBO-KMLLIKOBOIO TPaKTy;
nawieHTam NiTHLOrO BiKY, NawieHTam, L0 3aCTOCOBYHOTb OY/b-AKUI IHLUNIA HECTEPOILHMIA NPOTM3anaibHUIA 3aci6 abo aueTuicaniynnoBy KACNOTY O4HOYaCHO, abo
nawieHTam 3i LNYHKOBO-KULIKOBMMU 3aXBOPHOBAHHAMM B aHaMHe3i, a caMe Brpaskamu Ta LLTYHKOBO-KMLLKOBUMM KPOBOTeYaMu B aHaMHesi.

ICHYe [0AATKOBUI PU3NK PO3BUTKY MOOIYHMX eqieKTiB 3 6OKY LLIYHKOBO-KMLLIKOBOrO TPakTy (LUTYHKOBO-KULLKOBA BMpa3Ka abo iHLWI YyCKNaAHeHHsS 3 60Ky
LLUTYHKOBO-KMLLIKOBOrO TpakTy) Npu OAHOYaCHOMY 3aCTOCYBaHHI eTOPMKOKCUOY Ta aueTuncaniymioBoi KUCIOTU (HaBiTb Y HU3bKMX A03aX). Y XOAi TpuBasinx
KMIHIYHUX [OCNIMXKEeHb He CroCTepirasiocs BUPaXEeHO! BIAMIHHOCTI y 6e3newi LoLO0 LUTYHKOBO-KULLKOBOMO TPAKTy MpW 3aCTOCYBaHHI CEe/IEKTUBHOIO IHTiGITOpY
LLOIM-2 + aueTuncaniumnoBa KAcnoTa Ta HeCTEPOIAHMX NPOTM3anabHUX 3ac06iB + aleTuacaniymioBa KucioTa.

Bnaus Ha cepLeBo-CyauHHY CUCTeMyY

KniHIYHI gOoCnigpKeHHs BKasylOTb Ha Te, L0 3aCTOCYBaHHSA NliIKApCbKUX 3ac06iB Knacy cenekKTMBHUX iHriGiTopis LIOM-2 mMoxke 6yTW MOB’S3aHO 3 PU3SUKOM
BUHWUKHEHHS TPOMOOTUYHMX YCKNagHeHb (0COOAMBO iH(APKTY MiokapAa Ta iHCYNbTy) MOPIBHAHO 3 nnauebo Ta AesKUMU HeCcTepoigHUMK MPoTU3anajbHUMK
3acobamm. OCKINIbKN PU3NK CepLIeBO-CYAMHHUX YCKNaAHEHb 3pOCTae npu 36ibLUeHHI [03M Ta TPMBAIOCTI 3aCTOCYBaHHA ETOPMKOKCMOY, npenapar chif
npu3HayaTM Ha SKOMOra KOPOTLUM/A Mepiof Yacy Ta B HalHWKUMX eeKTMBHUX [060BMX fo3ax. Cnif nepiognyHo nepernsgatv NoTpeby nauieHTiB Y
CUMNTOMaTUYHOMY MOJeriweHHi 607110 Ta peakLito Ha NliKyBaHHSA, 0CO6/IMBO Y NaLiEHTIB 3 OCTE0aPTPUTOM.

MauieHTam 3 BUpaXKeHUMU (hakTopaMmn pu3nKy po3BUTKY CepLEBO-CYAMHHUX YCKNaaHEeHb (HanpuKnag apTepianbHa rinepTeHsid, rinepninigemis, LyKpoBuid giabeT,
NaniHHA) Npr3HaYaT eTOPUKOKCKO CNif NnnLe nicns peTesibHOT OLiHKN PU3NKY PO3BUTKY YCKNaLHEHHS.

CenekTuBHi iHri6iTopn LIOM-2 He 3aMiHIOOTL 3aCTOCYBaHHA aueTUICaliuMnoBol KUCNOTU AN MPOgiNakTUKM TPOMO60eMOONiYHUX CepLeBO-CYAUHHNX
3aXBOPHOBaHb, OCKI/IbKM HE YNHATb aHTUarperaHTHoi Ail. TOMy He cif BiAMIHATY aHTUarperaHTHi npenaparu.

Bname Ha HUPKK

HuWpKoBI npocTarfaHAvH1 MOXYTb BifirpaBat KOMMEHCATOPHY Po/ib B MIATPUMLI nepdysii HMPOK. ToMy npu CTaHax, WO CYNpPOBOMAXKYHTHCA MOTIPLUEHHAM



HVPKOBOI Nepgy3ii, 3aCTOCYBaHHA ETOPUKOKCUOY MOXe NMPU3BOAUTM LO MOCNa6MeHHSA YTBOPEHHSA NPOCTAraHAVHIB i, AK HACMi40K, HUPKOBOTO KPOBOTOKY, TUM
camMyM MOTipLyrun PYHKLI0 HAPOK. BUCOKMIA pU3MK PO3BUTKY TaKoi peakuil iCHYe Y NauieHTIB 3 Y)Ke HasiBHUM BUPaXKEHUM MOPYLUEHHSM (DYHKLUIT HUPOK,
HEKOMMEeHCOBAHOK CepLeBO0 HEAOCTATHICTIO ab0 LMPO30M. Y TaKMX MauieHTIB CMif KOHTPOIOBATU (YHKLiIKO HUPOK.

3aTpumKa pignHu, Habpskn Ta apTepiasbHa rinepTeH3is

AK | Npyn 3acTOCYBaHHI IHWKXX Npenapartis, WO iHribytTb CUHTE3 NPOCTarnaHANHIB, 3aTPUMKa PiAMHKN, HAbpsKM Ta apTepiasibHa rinepTeH3sisa croctepiranmcs y
MawuieHTiB, AKMM 3aCTOCOBYBa/IM €TOPMKOKCMO. BCi HecTepoigHi npoTu3anaibHi 3acobu, BKIKOYatOUM eTOPUKOKCMO, MOXYTb MPU3BOAMTA [0 PO3BUTKY abo
peumamBy 3acTiiHOI CepLieBOi HeLOCTATHOCTI. IH(opMaLLito MPO peakLito 3a1eXHO Bif 403U AUB. B po34ini «dPapMakonorivHi BnactmeocTi. PapmakogmHamika». 3
06epeXxXHICTIO npenapaTt npu3HavaroTb NalieHTaM i3 CepueBO0 HeLOCTaTHICTHO, NOpYLIeHHAM (OYHKLIT NiBOro WAyHOYKa abo apTepianbHOK FinepTeH3ielo B
aHaMHesi, a TaKOX nauieHTam 3 HabpsaKamu, L0 BUHUKN 3 BYAb-AKMX IHLIMX NPUYMH. T1pK KNIHIYHUX 03HaKax MOripLleHHs CTaHy Takux MauieHTIB CMij BXUTH
BIAMOBIAHMX 3aX0/iB, BKNHOYAKOUN BiIMiHY ETOPUKOKCHUOY.

ETopunkokcunb, 0co6/IMBO Yy BUCOKMX 038X, MOXe NMPU3BOAMTM [0 YACTILLOT Ta TAXYOT apTepia/ibHOI rinepTeHsii NOpiBHAHO 3 AEAKUMU iHLLIMMW HECTEPOIgHUMU
npoTm3anajbHUMK 3acobamMm Ta CeNeKTUBHUMMU iHriGiTopammu LIOT-2. Tomy apTepianibHy rinepTeH3ito CNif KOHTPONOBATM 40 NOYaTKY /iKyBaHHSA eTOPUKOKCMOOM,
Ta 0c00MBY yBary cig NPUAINNT KOHTPOSO 3a apTepia/ibHAM TUCKOM Mif Yac NiKyBaHHSA eTOPUKOKCUO0M. ApTepiasibHUIA TUCK CAif KOHTPOMOBATM MPOTArOM
2 TWKHIB MicNs noyaTkKy NiKyBaHHS, a MOTIM — NepioAnYHO. FKLLO apTepiaibHWUIn TUCK CYTTEBO MiABULLYETLCS, CiA PO3rNAHYTU MOX/IMBICTb a/lbTEPHATUBHOIO
NiKyBaHHS.

Bnnune Ha neyviHky

MigBULLEHHSA piBHA alaHiHaMiHOTpaHchepasun (AJ1T) Ta/abo acnaptatamiHoTpaHcgepasu (ACT) (Npnbam3HOo B 3 260 GinbLue pasiB MOPIBHAHO 3 BEPXHLOK MEXEID
HOpMK) cnocTepiranocs nNpnbnnsHo B 1 % nauieHTiB, AKi 6pann yyacTb Y KNIHIYHUX AOCMIIKEHHAX Ta 3aCTOCOBYBa/IM eTOPUKOKCKG y fo3ax 30, 60 Ta 90 Mr Ha
L0606y npoTArom nepiogy Ao 1 poky.

Cnip, cnocTepirati 3a CTaHOM BCiX MaLi€HTIB i3 CUMMTOMAaMU NOPYLUEHHS (DYHKLIT NEYiHKK, @ TaKOX NaLieHTIB 3 MaTOMOMYHMMMN NOKa3HUKaMU DYHKLIT NEYiHKN.
Mpn 03HaKax MOPYLUEHHS (YHKUIT NeYiHK/ Ta Npu CTIMKUX MaTONOriYHUX 3MiHaX MOKa3HWKIB (YHKLIT MeviHky (B 3 pa3n BULLE 3a BEPXHIO MeXY HOpMMU)
eTOPUKOKCKO CNif BigMIHUTK.

3arasibHi BKa3iBKy

AKWO NPOTAroM NiKyBaHHA Yy NalieHTa CrnocTepiraeTbCa noripeHHs GyHKUIT 6y ab-aKOi i3 CUCTEM OpraHiB, 3a3HauYeHMX BULLE, CMif BXXUTY BiANOBiAHUX 3aX0fiB
Ta PO3rNAHYTU NUTaHHA MPO BIAMIHY eTOPMKOKcMOY. Cnifg 3abe3neyunTy BifnOBigHE MeAWYHe CMOCTEPEXXEHHS MpW 3acTOCyBaHHI E€TOPUKOKCUOY nauieHTam
NITHLOTO BiKY Ta naujieHTam 3 NopYLLUEHHAM (DYHKLIT HUPOK, NeYiHKKn abo cepus.

3 06epexxHICTIO cnif movvHaTV NiKyBaHHS eTOPUKOKCMOOM NauieHTIB 3 Aerigpatauieto. PekomeHA0BaHO MPOBECTU perijpaTauito [0 NoyaTKy 3acTOCyBaHHS
eTOPMKOKCKOY.

Mpo PO3BUTOK CEPO3HUX LUKIPHUX peakLii, y AesKuX BuNafkKax 3 NeTaJbHUM HacnigkoM, y TOMY YMCi eKc(honiaTUBHOIrO gepmatuty, cuHgpoMy CTiBeHca —
[DKOHCOHA 1 TOKCUYHOrO enifiepMabHOro HeKponisy, AyXKe pifKo MOBIAOMAANOCA MNPU 3aCTOCYBaHHI HeCTepOifHMX NpPOTU3anasbHUX 3aco6iB i AesKuX
CEeNeKTMBHUX iHribiTopie LIOIM-2 nig yac NOCTMapKETUHIOBOro CNOCTEPEXEHHS (AMB. po3ain «MobiuHi peakuii»). HanBuwmii pusnk po3BUTKY TakuX peakuili y
nawuieHTiB — Ha NoYaTKy Tepanii, a NoYaToK IX NPosBiB Yy BGiNIbLLOCTI BUNAAKIB — NPOTArOM MEPLLOro Micaus nikyBaHHs. Cepiio3Hi peakuii rinepyyTanBoCTi (Taki K
aHawinakcis i aHrioHeBPOTUYHMIA HAOPSIK) CNOCTepiranncs y nawieHTiB, SKi 3aCTOCOBYHOTb ETOPUKOKCKG. [esKi cenekTuBHi iHri6iTopm LIOM-2 nigBunuLytoTb pu3mK
BUHWKHEHHS LUKIPHNX peakuiil y nauieHTIiB 3 anepriyHo peakLieto Ao 6yab-9Koro npenapaty B aHamHe3si. ETOPMKOKCKG cnif BIAMIHUTA MpW NepLumnx nposisax
BMCMNIB Ha LLKIPi, YLIKO[KeHb CIM30BOT 060/10HKM ab0 iHLWMX 03HaKax rinepyyT/IMBOCTI.

Mpwy 3acTOCyBaHHI ETOPUKOKCUOY MOXYTb MaCcKyBaTMCA NMPOSABU FapsAvKmM Ta IHLLI 03HAKW 3anajibHoro npoLecy.

3 06epeXHICTIO NPU3HaYat0Tb 0HOYACHO ETOPUKOKCKG Ta BapdapuH abo iHLWI NepopasibHi aHTUKOArynsHTH.

3acTocyBaHHA eTOPMKOKCUOY, AK | IHLWKMX npenapaTis, WO IHribyTb LUKIOOKCUreHasy/ CUHTe3 npocTarfiaHAvHIB, He PeKOMEeHA0BAHO XXiHKaM, fKi NaHyTb



BariTHICTb.

JlikapcbKuin 3aci6 ApKOKCIs®, TabneTkn, BKPUTI MiBKOBOK 06O0/IOHKOI, MICTUTL /1akTo3y. MalieHT 3 PifKiCHOH CMajKoBOK HEMEPEeHOCUMICTHO FafaKTo3u,
HeAOCTaTHICTHO lakTa3n abo CMHAPOMOM INHOK030-ra/lakTO3HOT MasibabcopbLii He NOBMHHI 3aCTOCOBYBATHU Liei npenapart.

Llein nikapcbKuii 3aci6 MicTUTb MeHLe 1 mmonb (23 Mr)/ao3y HaTpito, TO6TO NPaKTUYHO BiNlbHWIA Bif HATPItO.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHA rpyagato.
BaritHicTb

Hemae KNiHiYHMX [aHWX Npo 3acTOCYBaHHS eTOPUKOKCMOY B Nepiof BariTHOCTI. JOCNiIKEHHA Ha TBapMHax NPOAEMOHCTPYBaIN PernpoayKTUBHY TOKCUYHICTD.
MoTeHUIHUIA PU3MK ANSA BariTHUX HEBILOMUIA. 3aCTOCYBaHHS ETOPMKOKCMOY NPOTSArOM OCTaHHbOro TPUMECTPY BariTHOCTI, SIK i iHLWMX NpenapaTi., WO iHribyTb
CUHTe3 npocTarnaHAvHIB, MOXe NPU3BOAUTU O BifCYTHOCTI CKOPOYeHb MaTKM Ta MepeAyvyacHoro 3akputTa 60TasoBoi NPOTOKKU. MOBIOMIANOCE NPO BUNALKM
NOPYLUEHHS PYHKLIT HPOK No4a, WO NPU3BOAMIIO0 L0 3MEHLUEHHS 06’ €My aMHIOTUYHOT pifnHM (ONirorigpamHioH) y BariTHUX XIiHOK, Ki NPUAMann HeCTepoiaHi
npotmsananbHi npenapaty (HM3MM) Ha ABaguaTOMY TVDKHI BariTHOCTI abo nisHiwe. B geskux Bunagkax Le MOoXe Npu3BOAUTU A0 NOPYLUEHHS PYHKLIT HAPOK Y
HOBOHaPOKEHNX. 3a3HaueHi epeKTN MOXYTb BUHMKATW He3abapom nicnsa noyatky nikysaHHa HIM3I; onirorigpamMmHioH 3a3Bu4ain € 060pOTHUM NICsS NPUMUHEHHS
NiKyBaHHA. 3aCTOCYBaHHA ETOPUKOKCKOY NPOTMNOKa3aHOo B Mepiof BariTHOCTI. AKLLO XiHKa 3aBariTHina nif vac nikyBaHHs, ETOPUKOKCUO HeOOXIAHO BIAMIHUTH.
[Mepiof rogyBaHHA rpyaato

HeBifoMO, UM NPOHMKAE ETOPUKOKCUO B rPpyHE MOMOKO. Y LypiB eTOPUKOKCUO BUBOAUTLCA 3 MOMIOKOM. XKiHKM, AIKi 3aCTOCOBYIOTb €TOPUKOKCUO, HE MOBUHHI
rogyBaTvi rpyAagto.

PepTUIbHICTL
3acTocyBaHHSA eTOPUKOKCMOY, K | THLLMX Npenaparis, Wo iHridyoTs LIOIMN-2, He peKoMeHA0BaHO XKiHKaMm, AKi M1aHyoTb BariTHICTb.

34aTHICTb BNAMBATY Ha WUBMAKICTb peakLii Npy KepyBaHHi aBTOTPaHCNOPTOM abo iHLIMMKU MeXaHi3mamu.
MauieHTn, y AKUX Mif vac 3aCTOCyBaHHS eTOPUKOKCMOY BUHMKAE 3araMOpOYeHHs, BEPTUIO ab0 COH/IMBICTb, HE MOBUHHI KepyBaTu aBTOTPaHCNOPTOM Ta NnpawtoBaTy
3 IHLIUMY MexaHi3Mamu.

Cnocib 3acTocyBaHHA Ta A03Mu.

NikapcbKkuii 3aci6 ApKoKcist® 3acTOCOBYHOTH NMepopasibHO. Mpenapat MoXHa NPUIIMaT He3aneXHo Bif BXMBaHHS Ti. Mo4yaToK edhekTy npenapary HacTae LUBMALLIE
npv npuitomi nepeg igoto. Lie noTpibHO BpaxoByBaTUMNpW HEOOXIAHOCTI LWBWAKOMO NOCNab1eHHA CUMMTOMIB.

OCKIiNbKN PU3NK BUHWUKHEHHS MOPYLLUEHb 3 6OKY CepuLeBO-CYAMHHOT CUCTEMU MPU 3aCTOCYBaHHI €TOPUKOKCUOY 3pocTae npu MigBULLEHHI [03M | TPUBAIOCTI
eKcrno3uuii, cnif NpoBOANTM HANKOPOTLLI KypCK NTiKyBaHHS MPK 3aCTOCYBaHHI HalMeHLMX etheKTUBHUX f060BMX A03. Cnif nepiognyHo nepeoLiHoBaTV NOTPedy
y MONerLeHHi CMMNTOMIB | BIAMNOBIAb HA JTiIKyBaHHSA, 0CO6/IMBO Y NaLiEHTIB 3 OCTE0apTPUTOM.

OcTeoapTpuT

PekomeHo0BaHa fio3a ctaHoBUTL 30 Mr 1 pa3 Ha f00y. Y [esKMX NauieHTiB Npy HeJOCTaTHbOMY Mociab/ieHHI CUMMNTOMIB 36i/bLleHHs 403K 40 60 mMr 1 pa3 Ha goby
MOXXe MiABULLMTUN e(ieKTUBHICTb. 3a BiACYTHOCTI NONIMLWeHHs eqeKTy Cifg po3rnsaHyTU MATAHHA MPO HLI MOX/IMBI METOAM NiKYBaHHS.

PeBMaTOIgHWIA apTPUT

PekomMeHz0BaHa fjo3a cTaHOBUTL 60 Mr 1 pa3 Ha f00y. Y AesKuX NauieHTiB Npy HeOCTaTHLOMY Moc/1ab/eHHi CUMMITOMIB 36i/bLueHHs 403K 40 90 Mr 1 pa3 Ha Jo6y
MOXXe MOKpaLyBaTy TepaneBTUYHNIA edheKT. Mpu JoCArHeHHI KNiHiYHOT cTabinisauil nauieHTa, AouisnbHO 3HU3UTK A03Yy A0 60 Mr 1 pa3 Ha fo6y. 3a BigCyTHOCTI
noninweHHs eqekTy Caig po3rnaHyTU MUTAHHA MPO HLLIT MOX/IMBI METOAM NiKYBaHHS.



AHKINO3yunin cnoHanniT
PekomMeH[0BaHa fio3a cTaHOBUTb 60 Mr 1 pa3 Ha f00y. Y AesKMUX NauieHTiB Npy HeoCTaTHbOMY NocnabneHHi CUMITOMIB 36ibleHHs 403K 40 90 Mr 1 pa3 Ha go6y
MOXE MOKpaLLyBaTu TepaneBTUYHNIA edheKT. Ipn AOCArHEHHI KNiHIYHOT cTabinisayii nayieHTa, AOUINbHO 3HM3UTK f03y A0 60 Mr 1 pa3 Ha fo0y. 3a BigCyTHOCTI
noninweHHs eqeKTy Cig po3rnaHyTU MATAHHA MPO HLLI MOX/IMBI METOAM NiKYBaHHS.
rocTpwii 6inb
Y pasi nosiBu roctporo 60/1t0 eTOPMKOKCMO 3aCTOCOBYHOTh /IULLIE Y FOCTPUIA CUMITOMATUYHWIA NEPIog,.
rocTpuit nogarpuyHuii apTpuT
PekomeHao0BaHa fjo3a ctaHoBUTb 120 Mr 1 pa3 Ha fo0y. Iig yac KniHiYHMX SOCNif4KeHb roOCTPOro nojarpuyHoro apTpuTy eTOPUKOKCNG 3aCTOCOBYBa/IM BNPOAOBX
8 AHiB.
MicnsonepauiitHuidc 6inb, NOB’A3aHUA 3i CTOMATOMONYHUM OnepaTMBHUM BTpPyYaHHAM PekomeHgoBaHa fo3a — 90 Mr Ha 1 pa3 Ha fo6y npoTaroM MakcuMym
3 AHiB. [Ans aesakux nauieHTiB MoXe 6y Ty HeobXiAHUM 40AATKOBE MicnsonepawiinHe 3He60/H0BaHHS.
1031, WO NepeBULLYIOTb PEKOMEH0BaHI [/19 KOXXHOI 0 NOKa3aHHS, He MatoTb A04ATKOBOT e)eKTUBHOCTI ab0 He BMBYanUCA. ToMy:

[,03a NPpU 0CTE0apTPUTI He NOBMHHA NepeBuLLyBaTh 60 Mr Ha f06Y;

[,03a Npu peBMaToiAHOMY apTPUTI Ta aHKifIO3yroUoMY CIOHAMNITI He NoBMHHA nepesuLyBaTy 90 Mr Ha fo0y;

[103a NMpW rocTpiil nogarpi He NOBUHHA NepesuLLyBaTh 120 Mr Ha 406y BNPOOBX MaKCUMasibHOrO MepioAy NikyBaHHSA 8 AHIB;

£03a Npu roctpomy 60/1t0 NicNs CTOMATO/OriYHOMO ONEPaTUBHOIO BTPYYaHHS He NOBUHHA nepeBuLLyBaTy 90 Mr Ha 06y BNPOAOBXK MakCUMasbHOro 3-

[EHHOro nepiogy.
MauieH T NiTHLOIO BiKy
Hemae HeoOXigHOCTI B KOPeKLiT f03yBaHHSA 414 NaLEHTIB NITHLOrO BiKy. AK 1y pasi 3aCTOCYBaHHA IHLLXX Npenaparis, Npenapar cnif npusHavatv 3 06epeXxxHICTIO
nawieHTam iTHbOro BiKy.
MopyLueHHs QyHKLIT NeviHKK
He3aneXHo Bij NoKa3aHHA NauieHTam 3 NOPYLUEHHAM PYHKLIT NediHKy nerkoro ctyneHs (5-6 6anis 3a wkanoto Yainga — IM°10) He cnig nepesuLyysati 4o3y 60 mr
1 pa3 Ha go6y. MauieHTam 3 NopyLLUEHHAM (YHKLIT NeYiHKX NOMIPHOro CTYNeHs TSHXKKOCTI (7-9 6aniB 3a LWwkKanoto Yainnga — M°10) He3aneXXHo Bif NokKasaHHS He CAif
nepesuLLyBaty go3y 30 Mr 1 pa3 Ha Ao6y.
KniHi4yHWIA gocBifg 3acTocyBaHHSA 0OMEXeHMM, 0C06/IMBO LLLOAO NALiEHTIB 3 NOPYLLEHHAM QYHKLiT Ne4iHKX NOMIPHOMO CTYMEeHs, TOMY npenapaT cnij npusHayaTu 3
06epexxHICcTHO. BiAcyTHIl KNiHIYHWIA AOCBIA 3aCTOCYBaHHA npenapary nauieHTam 3 TSHKKUM nopyLeHHAM QyHKUiT nediHku (=10 6anis 3a wkanoto Yanga — M°10);
TOMY npenapaT NPOTUNOKa3aHUA TakUM nauieHTaMm.
MopyLLeHHA PyHKLIT HUPOK
KopuryBaHHsi 03u He NOTPi6He nauieHTaM i3 KNipeHCoM KpeaTuHiHY =30 MA/XB. 3aCTOCYBaHHSA eTOPUKOKCMOY MaLieHTaM i3 KipeHCOM KpeaTuHiHY <30 M//XB
MPOTMNOKA3aHo.

aiTn.
ETOpMKOKCMG NpOTUMNOKa3aHWi 4iTaM BikOM 016 poKiB.

Nepeno3yBaHHSA.
Y Xogi KNiHIYHUX AocnifkeHb 3aCTOCYyBaHHS Pa30BOi [03M eTOPUKOKCMOY Ao 500 Mr abo 6Garatopa3oBuil npuitom ao 150 Mr Ha Ao6y npoTarom 21 gHA He
CNPUYMHSANN ICTOTHUX TOKCUYHUX eieKTiB. MMoBIAOMSN0CS NPO rocTpe nepefo3yBaHHS eTOPMKOKCMOOM, Xo4a B BiNbLLIOCTI BUNaAKiB NPo MO6IYHI peakLuil He



nosigomnAnock. MobiyHi peakLii, WO cnocTepirainch HavacTiwe, Bignosiganv npoginto 6e3nekn eTOPMKOKCUOY (Taki SK peakuii 3 60Ky LUNYHKOBO-KULIKOBOIO
TpaKTy, 3 60Ky cepus Ta HUPOK).

Y pasi nepefo3yBaHHA AOLIMbHO BXWUTU 3BUYaHUX MigTPUMYBa/IbHUX 3aX0fiB, HANpUKIag BUAaNeHHs HeabcopboBaHOro npenapary 3i LTYHKOBO-KULLKOBOIO
TPaKTy, BeAieHHS K/iHIYHOr0 CrocTepeXXeHHs, y pa3i HeobXiAHOCTI — NPOBeAEHHSA MiATPUMYBa/IbHOIO NiKYBaHHS.

ETOprKOKCKNG He BUBOAWTLCA NPU reMofiasisi; HeBIOMO, Y/ BUBOAMUTLCA Npenapar npy NpoBeAeHHI NepuTOHeasIbHOTO fiasisy.

Mo6iyHI peakuil.

besneka 3acTOCYyBaHHS €TOPUKOKCMOY OLiHIOBanach y XoAi KNiHIYHMX AOCNiMpKeHb 3a y4yacTio 9295 nauieHTiB, BKAKOYaOuM 6757 naLieHTiB 3 OCTE0apTPUTOM,
PEBMATOILHUM apTPUTOM, XPOHIYHUM GONEM Y HWKHIA YaCTUHI CNMHW ab0 aHKiNo3yuum crnoHgunitom (NpuénusHo 600 nauieHTiB 3 0CTeoapTpUTOM abo
PEBMaTOIgHVM apTPUTOM OfePXXYBa/In NiKyBaHHSA NPOTAroM 1 poky abo [0BLLE).

IMig vac KAiHIYHKMX JocnifkeHb Mpogisib HebaxkaHUX ABuL, OYB OLHAKOBWMM Y MaLieHTIB 3 OCTE0APTPUTOM abo PeBMAaTOifHUM apTPUTOM, AKi 3aCTOCOBYBaIU
eTOPMKOKCKO NpoTAroM 1 poky abo AoBLLe.

Y XopAi KNiHIYHOro JOCNI[KEHHSA 3@ Y4acTHO NauieHTIB i3 rocTpyM MofarpyyHuM apTpuToOM eTOPUKOKCMG npu3Havasm B Ao3i 120 Mr 1 pa3 Ha fo6y NpoTArom
8 oHiB. Mpoinib HebaKaHNX ABULL, Y LibOMY LOCNILXEHHI OYB Y LiIOMY TakMM CaMUM, AIK Y JOCNILXEHHAX 38 Y4acTHO NaLieHTIB 3 0CTE0APTPUTOM, PEBMATOIAHUM
apTPUTOM Ta XPOHIYHUM BONEM Y HVXKHI YaCTUHI CIIMHN.

Y nporpami OUiIHK/A 6e3neKkn A9 CepueBO-CYAMHHOT CUCTEMU 3a [JaHWMKU TPbOX KOHTPONbOBAHWUX AOCMIMKEHb 3 aKTMBHUM MpernapaToM MOPiBHAHHS
17412 nauieHTiB 3 0CTEOAPTPUTOM ab0 PeBMAaTOILHUM apTPUTOM OTPUMYBaIN €TOPUKOKCKMG (Y Ao3ax 60 Mr a6o 90 Mr) B cepefHbOMY BMPOLOBX NPUG/IU3HO
18 micauis. OaHi npo 6e3neKy Ta 6inbly AeTasibHa iHopMaLlis Npo Lo nporpamy npeActasieHi B po3aini «PapmMakonorivyHi BnacTUBOCTI».

Y xopi KNiHIYHMX [OCNifKeHb 3@ Y4acTO MauieHTiB i3 rocTpum nicnsonepayiinHiM 60neM nicns CTOMATONONIYHUX XipypriYyHMX BTPy4aHb, BK/HOYaOUM
614 nauieHTiB, AKi 3aCTOCOBYBa/IN eTOPUKOKCKO (Y fo3ax 90 mr a6o 120 mr), npogisib HebaxxaHUX ABULLY BYB Y LLIIOMY TaknM Xe, K Y JOCMIIKEHHSAX 3a Y4acTHo
nayieHTIiB 3 0OCTE0apPTPUTOM, PEBMATOIAHUM apTPUTOM Ta XPOHIYHUM 6OIEM Y HUXKHIN YaCTUHI CNIHW.

[Mpo HWXKYe3a3HaYeHi NOBIYHI peakLil MOBIAOMAANOCH 3 6i/IbLLIOK YAaCTOTOK NPW 3aCTOCYBaHHI NpenapaTty, HiX nnauebo, y XoA4i KNiHIYHUX LOCMiIKEeHb 3a Y4acTHo
nauieHTiB 3 OCTE0apTPMTOM, PEBMATOIAHMM apTPUTOM, XPOHIYHUM 6G0NEM Y HMXKHIA YaCTWHI CMMHM abo aHKIiNO3yruMMm CMOHAWMNITOM, SKi 3aCTOCOBYBa/M
eTopunkoken6 y aosi 30 mr, 60 Mr abo 90 Mr npoTsarom 12 TMxxHIB (aocnigkeHHs 3a nporpamoto MEDAL, KOPOTKOCTPOKOBI JOCNIAKEHHS LWOA0 rOCTPOro 60/t Ta
MOCTMapKeTUHIOBUIA JOCBIf)

Tabnuuga 2
Knac cuctemu opraHiB MoGiyHi peakuyii Kareropis
yacTtoTun*
IHbeKUiT Ta iHBa3IT a/IbBEONIAPHUIA OCTUT yacTo
racTPOEeHTepPUT, IHPeKL T BEPXHIX AMXa/IbHUX LUNAXIB, HeyacTo
IH(DEeKL T CEYOBMBILHOIO TPAKTY
MopyLueHHs 3 60Ky KpoBi I |aHeMisi (NepeBaXkHO B pe3y/bTaTi LYHKOBO-KULLKOBOT — |HeYyacTo
nimgaTUyHOT cUcTeMM KpOBOTeui), NeiKoneHisi, TPOMOOLMTOMNEHIS
MopyLueHHs 3 60Ky iMyHHOI | rinepuyTamsicTst B HeyacTo
cuctemn aHriOHeBPOTMYHWIA HABPSK, aHadiNaKTUYHI pigKo
/aHaiNaKTOoIfHI peaKLiii, y ToMy unchi wokt




Po3naan metaboniamy i HabpsKK/ 3aTpUMKa pignHK yacTo
Xap4yBaHHs 3HMXKEHHSA ab0 MOCU/IEHHSA aneTuTy, 36i/bLUEHHA Macu HeyacTo
Tina
McuxiyHiI NopyLUeHHs TPVBOXHICTb, AEnpecis, NOripLLUeHHsA PO3yMOBOT HevacTo
AiANbHOCTI, ranoumHayii¥
CnnyTaHicTb cBigoMocTi¥, HecnoKiiHWiA ctaH¥ piAKo
MopyLueHHs 3 60Ky HEPBOBOI |3anamMOpOY€EHHS, FOMI0BHWIA 6inb 4acTo
cuctemu ancressis, 6e3COHHSA, NapecTesia/rinecTesis, COHNMBICTb |HeYyacTo
IMopyLUeHHs 3 60Ky OpraHiB  [HEYITKICTb 30pY, KOH FOHKTUBIT HeyacTo
30py
MopyLleHHs 3 60Ky opraHiB  |LUYM Y ByXaX, 3anaMopOYeHHs HeyacTo
CNyxy i BeCTUOYNAPHOro
anapary
MopyLUEeHHs 3 BOKY cepus cepLebuTTs, aputmist 4acTo
(i6punaLis nepegcepab, Taxikapgist, sacTiliHa cepuesa |HeYacTo
HeAO0CTaTHICTb, HecneuniyHi 3miHu Ha EKT,
cTeHoKapgist, iHhapKT miokapaas
MMopyLUEeHHS 3 6OKY CYANHHOT |rinepTeHsis 4acTo
cuctemu NPUNAVBY KPOBI, MOPYLLIEHHS MO3KOBOI0 KPoBOOGiryS,  [HeyacTo
TPaH3WTOPHa iLlieMiuHa aTaka, rinepToHiUHUIA Kpuat,
BacKyniTH
MopyLeHHs 3 60Ky opraHiB | 6poHxocnasm¥ yacTo
[AMXanbHOI CUCTEMWN, TPYAHOT
KITITKM | CEPEIOCTIHHS Kallenb, AWUCMHOe, HOCOBA KPOBOTEYa HeyacTo
MopyLueHHs 3 60Ky 6iNb y XNBOTI Ay>Xe 4yacTo
LLUTYHKOBO-KMLLIKOBOI O 3anop, MeTeopu3M, racTpuT, nevis/ KUCNOTHWIA pedhItoKC, | 4acTo
TpakTy Aiapes, gucnencisa/gMckomMgopT B AiNgHLI eniracTpis,
Hy[O0Ta, 6/10BaHHA, e30(ariT, BUpa3Ku B POTOBIl
MOPOXKHWHI
30YTTA XMBOTa, 3MiHA XapaKTepy NepucTaibTUKN HeyacTo
KULLIEYHWKY, CYXICTb Y POTi, raCTPOAYOAEHa/bHI
BUpA3KK, NeNTUYHI BUPa3Ku, y TOMY Yunc/i nepdopawis i
KposoTeya LLIKT, cnHapom nogpasHeHOro KNLWEYHUKY,
naHkpeatuts
MopyLUeHHs 3 60Ky nigsuwleHHs AT, nigsuweHHa ACT 4acTo
rernaro6ifiapHoT cMcTemMm renatuTs PiaKo
neyYiHKoBa HeoCTaTHICTLT, XKOBTAHNLAT pigkot




MopyLLEHHS 3 BOKY LUKIpK i [eKXiMO3 yacTo

NiALIKIPHOT KNITKOBUHM HabpsAK 0611yus, cBepbixX, BUCKM, epuTemat, HeyacTo
Kponus’aHKat
cuHapom CTiBeHca — [PKOHCOHAT, TOKCUYHMWIA pigkot
enifiepManbHUA Hekponis?, cTilika MeayKaMeHTO3Ha
eputemat

MopyLUeHHs 3 60Ky cnasmu/cyaomm M’s3iB, CKeNeTHO-M’A30BUIA 6inb HeyacTo

OMOPHO-PYXOBOT CUCTEMM | |/CKYTICTb
CNOMTYYHOT TKaHNHU
MopyLueHHs 3 60KY HUPOK i | NPOTEIHYpIf, MIABULLEHHS PIBHA KpeaTUHIHY B CMPOBATLL |HeYacTo

CeyoBUAINbHOT CUCTEMU KPOBi, HUPKOBA HeJoCTaTHICTL/AnchyHKList (anB. po3ain
“Oc06/IMBOCTI 3aCTOCYBaHHA")

MopyLueHHs 3aranbHOro acTeHisi/BToMa, rpynonoAibHi cMnToMm yacTo

CTaHy Ta NopYLLEHHS,

rMoB’A3aHi 3i OiNb y TPYAHIN KNiTLi HeyacTo

CMoco60M 3aCTOCYBaHHS
JlabopaTopHi AOCNIMKEHHS | MiABULLEHHA PIBHA a30Ty CEYOBUHU KPOBI, NiABULLEHHA  |HeYyacTo
PiBHA KpeaTuMHMOCHOoKiHa3W, rinepkaniemis, nigsuLLeHHs
PIBHA CEYOBOI KUCNOTH

3HWKEHHS PiBHA HATPItO B KPOBI piAKo
* KaTeropis 4aCTOTV BU3HAYAETLCA ANS KOXXHOIo TepMiHy NO6IYHOro ABMLLA 3a YaCTOTOK B 6a3i faHuX KNiHIYHMX LOCNiMKeHb: Ayxe yYacTo (=1/10); yacto (=1

/100, <1/10); HeyacTo (=1/1000, <1/100); piako (=1/10000, <1/1000); ay>xe pigko (<1/10000).

¥ MoGiuna peakuis ifeHTUMIKOBaHa Yy XOAi MOCTMapKETWHIOBOrO CMOCTEPeXeHHA. YacTtoTa BM3HayasaCid 3a MakKCUMa/lbHOK 4acTOTOK Y  KIHIYHUX

AocnifikeHHsAX (aaHi 3ibpaHi 3a 3aTBEPAPKEHUMMI NOKa3aHHSAMK Ta [03aMNn).

T Kareropist yactoTu “pigko” Bu3Ha4yanacs BignosigHo o Guideline on summary of product characteristics (SmPC) (2-i1 nepernsig, BepeceHb 2009) Ha nifgcTasi

PO3paxoBaHoi BeEpXHbLOT Mexi 95 % foBipuoro iHTepBany ans 0 ABULL 3 ypaxyBaHHSM KiflbKOCTi yUYaCHUKIB, siKi NpuiimMann fikapcbkuii 3aci6 Apkokcisi®, B aHanisi

AaHux 11 thasn, 06’egHaHMX 3a 403010 | MoKaszaHHAM (N=15470).

3 [inepyyTNMBICTb BK/IKOYAE MOHATTA: a/leprif, MeauKaMeHTO3Ha aneprisa, MeAMKaMeHTO3Ha rinepyyTauBICTb, FinepyyTaUBICTb, FiNepyyTNBICTbL HEYTOUHEHA,
peakuisi rinepyyTAMBOCTI | HEYTOUYHEHa anepris.

§ 33 pesyfbTaTaMu aHanisy TpuBa/IMX, KOHTPO/bOBAHMX 3a AOMOMOrow njauebo i akTMBHOro npenapaTty MOPIBHAHHSA KAIHIYHUX [OCNILXKEHb, CeNeKTUBHI
iHriGitopn LIOI-2 6ynu noe’sizaHi 3i 36i/bLUEHHAM PU3UKY BUHUKHEHHS CEPO3HMX apTepialbHUX TPOMOOTUUYHWUX MOAIN, BKIKOYAKOUM iH(PapKT Miokapda Ta
IHCYNbT. Ba3younCh Ha HassBHUX AaHUX, ManoiMOBIPHO, L0 36iNbLUEHHS aBCONMOTHOIO PU3MKY BUHUKHEHHS TaKUX ABULL, NepeBuLLmnTb 1 % Ha pik (He4acTo).

Mpwn 3actocysaHHi HIM3M nosigomnsanoca npo Taki CepirosHi NoGiYHI peakLii: HePPOTOKCUYHICTb, BK/IKOYAKOYN IHTEPCTULi/IbHUA HEPPUT i HEePPOTUYHWIA
CUHAPOM, TOMY HE MOXXHA BUK/HOUATM IX BUHUKHEHHS NP 3aCTOCYBaHHI ETOPUKOKCHOY.



3BiTYBaHHS NPO Nif03ptOBaHI NOOIYHI peakLii
BaxknnBo 3BiTyBaTV NPO Migo3proBaHi No6iYHI peakuii nicna peectpauii NikapcbKoro 3acoby. Lle gae amory i Hagani KOHTPOMOBATW CriBBiJHOLWEHHS KOPUCTb

/p3nK NpK 3aCTOCYBaHHI NlikapcbKoro 3acoby. KeanigikoBaHMX MpawiBHWUKIB Yy rany3i OXOPOHMU 340POB’A MPOCATb MOBILOMAATM NP0 BCi Nif03ptoBaHi NoGiyHi
peakuii.

TepMiH NpUAATHOCTI.
3 poku. He 3acTocoByBaTu Micns 3aKiHYeHHA TePMiHY NPUAATHOCTI, 3a3HA4EHOr0 Ha YNaKoBL,i.

YM0BM 36epiraHHs.
36epiraty B opuriHanbHiin ynakosui npu Temnepatypi He Bule 30 °C B HeIOCTYNHOMY AN AiTeid Micu.

YnakoBKa.

[ns TabneTok no 30 mr, 60 mr Ta 90 mr.

Mo 7 Tabnetok y 6nictepi. 1 abo 4 6nicTepy B KAPTOHHI KOPOOLLi.
[ns TabneTok no 120 mr.

Mo 7 TabneTok y 6nictepi. 1 6nictep B KAPTOHHI KOpPo6Li.

KaTteropis Bignycky.
3a peuenTom.

BupobHuK.
Mepk LWapn i Joywm b.B., HigepnaHan / Merck Sharp & Dohme B.V ., the Netherlands.
LLIepiHr-Mnay N1a6o H.B., benbria / Schering-Plough Labo NV, Belgium.

Micue3HaxomkeHHS BUPOOHMKaA Ta afpeca Micusa NPoBafKeHHS MOro 4isiNIbHOCTI.
Baapaepser 39, 2031 bH Xaapnem, Higepnanan / Waarderweg 39, 2031 BN Haarlem, the Netherlands.
IHgycTpienapk 30, XeicT-on-geH-bepr, 2220, benbris / Industriepark 30, Heist-op-den-Berg, 2220, Belgium.



