IHCTPYKUIA
AN MEIMYHOT0 3aCTOCYBaHHS NiKapCbKOro 3acoby

APKOKCIS®
(ARCOXIA®)

Cknag:

Aitoya peyoBuHa: etoricoxib;

1 TabneTtka Mictutb 30 mr, 60 Mr, 90 mr a6o 120 Mr eTOPMKOKCUOY;

[OMOMI>KHI PeYOBMHU: KanbLiito rigpodocdar 6e3804HNIA, Lie/1k0103a MiKPOKPUCTaivHa, HaTPito KpocKapMesosa, MarHito cteapart;

060/10HKa TabneTkn: GapBHMK Onaapait® |1 cuHbo-3eneHnin 39K11526 (ans posysaHHs 30 mr), Onagpait® Il 3eneHwii 39K11520 (ans fo3yBaHHA 60 Mr),
Onagpaii® I1 6innii 39K18305 (ans ao3ysaHHs 90 Mr), Onaapaii® 11 3eneHunii 39K11529 (a8 f03yBaHHA 120 Mr), BiCK KapHay6GChKUiA;

cknag, 6apBHMKa Onagpaii® Il cuHbo-3eneHnii 39K11526, Onaapain® 11 3enennii 39K11520, Onaapait® 11 3enennii 39K11529: nakTo3a, MOHOripaT; rinpomenosa;
TuTany giokeng (E 171); TpuauetuH; iHaurokapMid (E 132); 3aniza okeug »ostuin (E 172);

cknaf, 6apBHuKa Onagpaii® |1 6inuit 390K18305: nakTo3a, MOHOTiApaT; rinpomMenosa; TuTaHy Aiokeug (E 171); TpuaueTuH.

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/IOHKOHO.

OCHOBHI (pi3nMKO-XiMiYHi BNacTWBOCT:

TabneTtkun no 30 Mr: gBoonyk/i TabneTkn a61yKonogioHoi hopmu, BKPUTI NIIBKOBOK 060/I0HKOK CUHLO-3€/1EHON0 KO/bOPY, 3 rpaBipyBaHHAM <101> 3 04HOro 60Ky
Ta <ACX 30> 3 iHWworo.

TabneTkun no 60 mr: ABoonyKni TabneTkn 16/1yKonoAibHoT hopmu, BKPUTI NNIBKOBOK 060/I0HKOK TEMHO-3e/1eHOI0 KOJIbopy, 3 rpasipyBaHHAM <200> 3 04HOr0 60Ky
Ta <ARCOXIA 60> 3 iHwWoro.

Tabnetkn no 90 mr: aBoonykni Tabnetkn S6/1yKonofibHOT PopMK, BKPUTI NIBKOBOKD 060/10HKOK 6iN0ro Konbopy, 3 rpaesipyBaHHsAM <202> 3 ofHOro 60Ky Ta
<ARCOXIA 90> 3 iHwWoro.

Tabnetku no 120 Mr: ABoONyK/i TabneTkm A61yKonofibHOT (hopMu, BKPUTI NTIBKOBOKO 000/I0HKOK 6/1i0-3€/1eHOr0 KO/bopy, 3 rpaBipyBaHHAM <204> 3 04HOro 60Ky
Ta <ARCOXIA 120> 3 iHWworo.

dapmakoTepaneBTUYHa rpyna. HectepoigHi npoTunsanasbHi Ta npoTrpeBmatuyHi npenapatu. Kokecmou. Kog ATX MO1A HOS.

dapmMakosoriyHi BNacTnBOCTI.
PapmakofnHamika.

MexaHi3M il
EToprKoKcKb € nepopaibHUM CENEKTUBHUM IHTIBITOPOM LuKIooKeureHasu-2 (LLOIM-2) y mexkax K/iHIYHOro gianasoHy A03.

Y xofi KNiHi4HUX (hapMaKonorivHMX AOCAiMKeHb NiKapCbKUii 3aci6 APKOKCIs® n0303anexHo iHrioysas LIOM-2 6e3 iHri6ysaHHa LLOM-1 npu 3acTocyBaHHi Y 03ax A0
150 mr Ha fo6y. EToprKoKCKnb He 1Hribye CHTe3 npocTarfaHAnHIB LLUYHKA Ta He BM/IMBAE Ha PYHKLLIK0 TPOMOOLUTIB.

LIMknookcureHasa Bifnosifae 3a yTBOPeHHS npocTarfaHAvHIB. 1aeHTugikoBaHo agi izoopmu — LLOIM-1 ta LLOIM-2. LLOI'-2 € i30thopMoto (DepMeHTY, L0 IHAYKYETbCA
iIMNYNbCOM MpOo3anaieHHs Ta po3rnsjacTbCA AK OCHOBHMWI PakTop, LLO BiAMNOBIAAE 3a CUHTE3 NPOCTaHOIAHUX MejiaTopis 60110, 3anaieHHs Ta rapayvkun. LLOIM-2 Takox



3afifHa y npouecax OBYNAUii, IMNIaHTaLIl Ta 3aKpUTTA apTepiasibHOT MPOTOKKM, perynauii PyHKUIT HUPOK Ta LeHTPa/lbHOT HepPBOBOT cuCTEMU (IHAYKLIA rapsyku,
BiAUyTTS 60/10, KOTHITUBHA PYHKLiS). TakoX MoXe 6paTu yyacTb Y npoueci 3aroeHHs Bupasok. LLOM-2 6yno igeHTU(ikoBaHO y TKaHWHI HAaBKO/O BUPa3KK LLUYHKa Y
NIOAVHK, afie 3HAYEHHA A/19 3ar0EHHSA BUPa3Ku He BCTaHOB/IEHO.

E®eKT1BHICTb

Y nauieHTiB 3 0CTE0apTPUTOM eTOPUKOKCMO y 03I 60 Mr 1 pa3 Ha f00y 3HaYHO MOKpaLLye cTaH npu 601X Ta OLiHKY NauieHTa LLOLO CTaHy 3axBoproBaHHA. Lli
MO3NTUBHI e()eKTN CrnoCTepirainuca BXe Ha APYruid feHb NiKyBaHHA i 36epiraimcs NpoTarom nepiogy A0 52 TWXKHIB. Y Xofi JOCMI[XKEHb i3 3aCTOCYBaHHAM
eTOpPMKOKcMOY B f03i 30 Mr 1 pa3 Ha 406y e(heKTMBHICTb LIbOro Npenapary nepesuLLyBasa nnawuebo NpoTarom 12 TMXKHIB NiKyBaHHS (BUKOPUCTOBYBA/IUCA OLIHKMN, LLIO
3aCTOCOBYB/IACA B IHLINX JOCNifpKeHHAX). Mif vac gocnimkeHHs nigoopy [031 eTOPUKOKCKU6 y f03i 60 Mr 4eMOHCTPYBaB 3HaYHO 6iNbLL BUpaXKeHe MOKPaLLEeHHS,
Hi>XK B 031 30 Mr, BiJHOCHO YCiX 3 OCHOBHMX KiHLEBUX TOUOK MIiCNs 6 TVDKHIB NliKyBaHHA. 3aCcToCyBaHHA 031 30 Mr MNPy OCTE0apPTPUTI KUCTI He BUBYa/OCS.

Y nauieHTiB 3 peBMaTOigHUM apTPUTOM eTOpNKOKCMG y fo3i 60 Mr Ta 90 Mr 1 pa3 Ha f06y 3Ha4YHO MOKpalllyBaB CTaH CTOCOBHO BMPaXXEHOCTi 60/1t0, 3ana/ieHHs, a
TaKOX PYX/IMBOCTI. Y XoAi AochifpkeHb 3 OUiHKM f03 60 mr Ta 90 Mr no3uTUBHI eeKTn 36epiramca npoTaroMm 12-TWXKHEBOro nepiogy NiKyBaHHA. Y XOpgi
JOCNIAKeHHSA 3 OLiHKM o3 60 Mr nopiBHAHO 3 Ao30t0 90 mr, obuaBa A03yBaHHA eTOPUKOKCUOY — 60 Mr 1 pa3 Ha foby Ta 90 mr 1 pa3 Ha goby — 6ynm GinbLu
eheKTUBHI HiXK nnaye6o. Ao3a 90 Mr 6yna edeKTMBHILLA, HiX [03a 60 Mr BIAMOBIAHO A0 MeToAy 3arasibHoi OLiHKK 607110 nauieHTiB (0—100 MM Bi3yasibHa aHa/l0roea
LUKaNa), 3 cepefHIM nokpateHHaM -2,71 mm (95 % Al:

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

Y naujieHTiB 3 HanagaMmu rocTporo NojarpyUyYHOro apTpuTy eTopukokemno y fo3i 120 mr 1 pa3 Ha fo6y npoTsarom 8 AHiB nonerwyBsas 6ifb y cyrnobax cepefHbLoro Ta
TSHKKOrO CTYMeHs Ta 3anajleHHs NOPIBHAHO 3 iHAOMETaUMHOM Y A03i 50 Mr 3 pasu Ha Jo6y. 3MEHLLIEHHS BUPAXEHOCTI GO/ CMOCTEPIracTbCs BXe vepes 4 roguHu
nicns noYaTKy NMiKyBaHHS.

Y nauieHTiB i3 aHKiNO3yH4MM CNOHAMNITOM eTOPMKOKCKG y f03i 90 Mr 1 pa3 Ha o0y 3abe3neyye 3Ha4He MOKpaLLeHHs npy 6010 y XpebTi, 3ananeHHi, 06MeXeHH
PyXiB, & TaKOX NOKpaLlye (PYHKLiOHaNbHY 34aTHICTb. KniHiYHI nepeBarn eTOPMKOKCUOY CriocTepiranncs Ha Apyruid feHb Micns novaTky Tepanii i 36epiranuncs
YNPOAOBX 52-TV>XKHEBOI0 Nepioay NMiKyBaHHS. Y X0Ai APYroro A0CNipKEHHS 3 OLiHKM 03K 60 Mr NOPIBHSAHO 3 A030t0 90 Mr, eTOPUKOKCKO y 03I 60 Mr 1 pa3 Ha fo6y
Ta 90 Mr 1 pa3 Ha fo6y NPOLEMOHCTPYBaB CXO0XY e(DEeKTUBHICTb MOPIBHAHO 3 HanpokceHoMm 1000 Mr WoAeHHO. Y nauieHTIB, WO He AeMOHCTPYBa/M afleKBaTHOI
BIAMOBIAI Mif Yac 3aCTOCYyBaHHA 4031 60 M LLOAEHHO NPOTArOM 6 TVXKHIB, MigBULLEHHA 03K 40 90 Mr WOoAeHHO MoKpaLLyBaso OLiHKY IHTEHCUBHOCTI 60/1H0 Y CMMHI
(0-100 MM Bi3yasibHa aHa/I0roBa LLKasa) NOPIBHAHO 3 NPOAOBXEHHAM NpuinoMy 60 Mr LLLOAEHHO, 3 CEPeAHIM MoKpaLleHHAM -2,70 MM (95 % Al: -4,88 MM, -0,52 mm).

Mg Yac KNiHIYHOro gocnigpkeHHs nicnsonepawiiHoro 3y6HoOro 60110 eTopukKokeno y fo3i 90 Mr 3acTocoByBaBcs 1 pa3 Ha 400y A0 TPbOX AHIB. Y Miarpyni nauieHTis
3 NOMipHMM 60/11eM B NOYATKOBOMY CTaHi eTOPUKOKCMO Y 03I 90 MI leMOHCTPYBaB 3HE60/1H0YNIA eDeKT, NOAIGHNIA [0 Takoro B i6ynpodgeHy 600 mr (16,11 npoTtu
16,39; P=0,722), i nepesuLLyBaB eekT napatetamony/kogeiHy 600 mr/60 mr (11,00; P<0,001) i nnaue6o (6,84; P<0,001), 0 B1M3Ha4a10ca 3a NoKasHMKOM NMOBHOMO
noserweHHs 6onto yYepes 6 rognH (TOPARG). KinbKicTb NauieHTIB, AKi MOBIAOMAANN NPO 3aCTOCYBaHHA NpenapaTiB eKCTPEHOro 3He60IEHHS MPOTAroM 24 roAvH,
cknana 40,8 % y rpyni 3acTocyBaHHsi eTOpuKokcnody 90 mr, 25,5 % y rpyni 3actocyBaHHs i6ynpodeHy 600 Mr KOXHi 6 roguH i 46,7 % y rpyni 3acToCyBaHHS
napavetamony/kofeiHy 600 Mr/60 Mr KOXHi 6 roAuH MOPIBHAHO 3 76,2 % nauieHTiB, AKi npuiiMann nnaue6o. Y uboMy AOCNILKEHHI NOYaTOK aHaresnBHOT Al
(Big4yTHe nonerieHHs 607t0) 90 M eTOPUKOKCKOBY CroCTepiranocs BXxe Yepes 28 XBUAMH Micns Npuinomy npenapaty.

be3neka

MixXHapofHa A0CaiAHMLbKA NporpaMa TpUBa10ro 3aCTOCYBaHHS ETOPUKOKCKOY i AnKnodeHaky npu apTputi (MEDAL)

Mporpama MEDAL 6yna npocnekTMBHO po3p06/IEHOKD NPOrpamMoro BiJHOCHO pe3y/bTaTiB WoA0 6e3nekn 3 GOKY CepueBO-CYAVMHHOT CUCTEMW, OTPUMaHUX 3a
00’€HAHVMKN [aHVMW TPbOX PaH4OMi30BaHWX, MOABINHO CAIMMX, KOHTPONbOBAHWX aKTMBHUM MpenapaTtoM MOPIBHAHHS AOCNifKeHb (gocnigpkeHHs MEDAL,
EDGE Il i EDGE).

Y pocnigpkeHHi MEDAL, wo 6yno Hanpas/eHe Ha BU3HAYeHHS Br/IMBY Ha CEpLEBO-CYAMHHY cucTeMy, 6panun yyacTb 17804 nauieHTn 3 octeoapTputom (OA) i 5700
— 3 peBmartoigHum aptputom (PA), Aki 3actocoByBasin eTopukokenb y osi 60 mr (OA) um 90 mr (OA i PA) abo auknodeHak y fo3i 150 Mr Ha foby npoTsarom B




cepegHbomy 20,3 micAus (MakcumManbHo — 42,3 micaud, megiaHa — 21,3 micsausa). Y UbOMy AoCigpKeHHI 6ynun 3adikcoBaHi TiNbKW Cepinlo3Hi NobiyHi peakuii i
NPUNUHEHHS NPUInOMY NpenapaTy BHACNI 40K BUHUKHEHHS Oy Ab-SKMX MOBIYHMX peakLiii.

Y xogi pocnimkeHb EDGE i EDGE Il nopiBHiOBa/IY LLUMYHKOBO-KMLLIKOBY NEPeHOCUMICTb eTOPUKOKCUOY i AvKnogeHaky. Y pocnigkeHHi EDGE 6pann yyacTb
7111 nauieHTiB 3 OA, AKi OTpMMyBann eTOpuUKoKcnob y ao3i 90 mr Ha foby (y 1,5 pasa BuLle pekomeHAoBaHOT 403 Ansa nikyBaHHA OA), abo AMKnoeHak y Ao3i
150 Mr Ha go6y npoTsarom B cepefHboOMY 9,1 micaus (Makcumym — 16,6 micaus, megiaHa — 11,4 micaus). Y gocnipkeHHi EDGE Il 6panu yyacTb 4086 naujieHTiB 3 PA,
AKI OTPUMYBaIN NiKYBaHHSA eTOPUKOKCMOOM Y 03i 90 Mr Ha fo6y abo amknodeHakom y osi 150 mMr Ha fo6y npoTarom B cepegHbomy 19,2 micaud (Makcumym —
33,1 micsaugd, mefiaHa — 24 micaui).

Y 06’eaHaHii nporpami MEDAL 6panu yyacTb 34701 nauieHT 3 OA i PA, siKi oTpuMyBanu NiKyBaHHS YNpPo4OBX nepiogy B cepefHboMY 17,9 micausa (Makcumym —
42,3 micaua, megiaHa — 16,3 micaus); npnmbamsHo 12800 nauieHTiB OTPUMYBaIN NiKyBaHHSA MOHAL 24 MicAui. Y nauieHTiB, 3apeecTpoBaHuX Y Ui nporpami, 6ynu
Pi3HI NOYaTKOBI YNHHUKM PU3NKY CTOCOBHO CEPLIEBO-CYAMHHOT CUCTEMM i LLYHKOBO-KULWKOBOIo TpakTy (LLIKT). MauieHTn 3 HewoaBHO NepeHeceHnM iHhapKToM
MioKapAa, a20PTOKOPOHAPHNM LUYHTYBaHHAM ab0 YepesLLKIPHOH KOPOHapPHOK aHTionIacTUKOK YNPOLOBXK 6 MICALLIB A0 peecTpaLil B 4OCAIAKEHHI 6y /M BUK/THOYEHI 3
[OCNIIKEHHA. Y JOCNiKeHHAX 6Y10 403BOJIEHO 3aCTOCYBaHHA raCTPONPOTEKTOPHUX Npenaparis i aueTucaniynioBol KUCN0TU Y HU3bKUX f03aX.

3arasbHa 6e3neka

He 6yno cyTTeBMX BifMIHHOCTE Yy 4acTOTi TPOMOOTUYHUX CEPLEBO-CYAMHHUX YCKNaAHEHb NPU 3aCTOCYyBaHHI €TOPUKOKCUOY i AuknodeHaky. KapaiopeHasbHi
noGiYHI peakuii YacTille cnocTepiranmca Mpy 3acTOCyBaHHI €TOPUKOKCUOY, HIXX AMKNIOo(eHaKy; Lel eeKT 6yB A0303aNeXHUM (AeTanbHO MPO pe3ynbTaTh AUB.
HuK4e). MobivHi peakuii 3 60Ky LLIKT i neyiHK1 BUHMKAAM 3HAYHO YacTille Npu 3acTOCyBaHHI ANKNO(EHaKY, HIXXK eTOPUKOKCKUOY. HacToTa BUHUKHEHHS NOGIYHMX
peakuii B gocnimpkeHHsx EDGE i EDGE |1, a TakoX Mo6iYHMX peakLuiil, Lo po3rnsganmnca siKk cepilosHi abo Taki, WO NpY3BOAATH A0 BiAMIHM npenapaTy B
pocnigkeHHi MEDAL, 6yna BALLOO NpY 3aCTOCYBaHHI eTOPUKOKCUOY, HIXX ANKIO(EHaKY .

be3sneka BIAHOCHO CepLieBO-CYyAMHHOT CUCTEMM

UacToTa niAgTBepLAXXEHNX TPOMOOTUYHUX CepLIEBO-CYAMHHUX CePO3HMX NOBIYHMX peakLiil (BKIOYatoum peakLii 3 60Ky cepus, LiepebpoBacKynsapHi peakuii i peakuii
3 60Ky neputepuyHNX cyanH) 6yna NopiBHAHHOK Y ETOPUKOKCUBY i AnKnodeHaky (faHi nigcymoBaHo B Tabnuui 1). He 6yno cyTTeBUX BiAMIHHOCTEN B NOKa3HMKaX
4aCTOTU TPOMOOTUYHUX YCKNMaAHEHb MNPU 3aCTOCYBaHHI €TOPUKOKCUOY i [AMKNO(eHaKy B YCIX MpoaHaii3oBaHUX MNiArpynax, BKIHOYAKOUM NaUieHTIB i3
KapAioBacKynspHUM pu3nMKoMm. IMpu OKpeMoMy po3rnsgi BiAHOCHWIA PUSNK BUHWKHEHHS MiATBEPMKEHUX CEPHO3HUX TPOMOOTUYHUX MOGIYHMX peakuiil 3 60Ky
CepueBo-CyANHHOT CUCTEMW MPK 3aCTOCYBaHHI eTOPUKOKCMOY B A03i 60 Mr a6o 90 Mr i gnknodeHaky B f03i 150 mr 6yB 0HaKOBUM.

Tabnuus 1
MoKa3HWKM NigTBEPLKEHUX TPOMOOTUYHUX YCKaAHEHb 3 60KY CepLeBO-CyANHHOI cuctemn (06’egHaHa nporpama MEDAL)
ETopukokcné [nknogeHak MopiBHAHHS MiX
(N=16819) (N=16483) rpynamm nikyBaHHs
YcKnafHeHHSA 25836 nauieHTo-poKiB | 24766 nawieHTO-POKIB
MokasHuKT MokasHuk' BigHoCHWUIA pu3mnk
(95 % Al) (95% Al) (95% Al)
MigTBepaKeHi cepiio3Hi TPOMOOTMYUHI NOBGIYHI peakLii 3 60Ky CepLEeBO-CYANHHOI CUCTEMM
3a NpoTOKO/1I0M 1,24 (1,11; 1,38) 1,30(1,17; 1,45) 0,95(0,81; 1,11)
3a Hamipom niKyBaTuCs 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 niKyBaTuCs 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)




MigTBepaKeHI LepebpoBacKyNSAPHI YCKIaAHEHHS

3a NpoToKO/IOM 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
3a Hamipom nikyeatucs| 0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
MigTBepAKeHi yCKNagHeHHs 3 60Ky nepuepuyHNX CyamH

3a NpoToKOo/I0M 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
3a Hamipom nikyeatucs| 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)

TYCKna,quHb Ha 100 naujieHTo-poKiB; [l — AOBipYMiA iHTepBa.

N — 3arajibHa KifIbKiCTb NauieHTIB Y NONyALii 38 NPOTOKO/IOM.

3a NPOTOKOMOM: YCi YCKNaflHEHHA Nif Yac AocnifpKyBaHOi Tepanii abo npotaroMm 14 gHis nicns 1i
MPUMNUHEHHA (32 BMHATKOM MauieHTiB, SKi NpuiAHaamM <75 % pocnigkyBaHoro npenapaty abo
npuiiMann HeAoCNiAKyBaHi HeCTepoigHi NpoTu3ananbHi npenapaTy >10 % BCbOro nepioay).

3a Hamipom nikyBaTUCA: BCi MiATBEPMXKEHI YCKNAAHEHHA A0 3aKiHYeHHA AOCAimpKeHHA (Y T. 4.y
nawyieHTiB, AKI MOrNM 3a3HaTVW BTPYyYaHHS, He MOB’A3aHOr0 3 [OCNIMKEHHAM, 3 MOLa/bLUUM
MPUNWHEHHAM  NPUIAOMY  AOCNILKYBaHOro npenapaty). 3aranbHa KifbKiCTb  paH4OMi30BaHMX
nauieHTiB: 17412 y rpyni eTOpUKOKCKOY i 17289 y rpyni ANKNoheHaky.

[MoKa3HVK CepLieBO-CYANHHOI CMEPTHOCTI, AIK | 3arajibHOi CMepTHOCTI, 6yB MOAIGHMM Y rpyrnax /liKyBaHHS ETOPMKOKCUOOM i AUKNOEHAKOM.

KapgiopeHanbHi ycKnagHeHHs

Mpn6an3Ho 50 % nauieHTiB, NPUAHATMX Y gocnigpkeHHs MEDAL, manu apTepianbHy rinepTeHsito B aHamHe3i Ha Mo4aTKOBOMY eTani. Y UbOMY AOC/iIpKEeHHI
yacToTa NPUMNMHEHHA NlIKYBaHHS YHACNIA0K BUHUKHEHHS MOBIYHMX peakLiil, MOB’A3aHMX i3 apTepiaibHOK rinepTeHsieto, 6yna CTaTUCTUYHO 3HAYHO BULLOKO Y rpyni
3aCTOCyBaHHS €TOPUKOKCUOBY, HDK Y Tpyni AuKodeHaky. YacTtoTa Takoi No6iYHOT peakuil, K 3acTiliHa cepLieBa HeLOCTaTHICTb (MPUNUHEHHSA NpUIAOMY Npenapary i
Cepro3Hi peakLii), 6yna aHasoriyHo AK Npu NpUnomi eToprkokcmby 60 Mr, Tak i npu npuitomi AuknogeHaky 150 Mr, NpoTe YacToTa BUHUKHEHHS LMX peakLiin 6yna
BULLIOKO NpW NPUnOMi eTOpUKOKCMBY 90 MI NOPIBHSAHO 3 AuKnogeHakoM 150 Mr (CTaTUCTMYHO 3HadyLLa Pi3HUUSA Npy NpUitoMi eTOpuKoKcmby 90 Mr NOPIBHSAHO 3
150 mr auknogeHaky B rpyni OA MEDAL). YactoTa nigTBepmkeHUX NOGIYHNX peakLilid, NOB’A3aHMX i3 3aCTIHOK CepLEeBOD HeAOCTATHICTHO (SBULLA, Lo Oynu
Ceprio3HMMM | BUMarany rocnitanizauii abo HesigknafHoI fonomoru), 6yna He3Ha4YHO BULLOKO NpY NPUIAOMI ETOPUKOKCUOBY MOPIBHAHO 3 NPUIAOMOM AUKIO(EeHaKY
150 mr, i uelt etheKT 3anexas Bif Ao3n. YacToTa NPUNMHEHHS NiKyBaHHA YHACNIA0K BUHUKHEHHSA NOGIYHUX peakLii, MoB’a3aHNX 3 Habpsikamu, 6yna 3Ha4yHO BULLOO
npyv NpUIAOMi €TOPUKOKCUOY MOPIBHAHO 3 MpuioMOM AuknoeHaky 150 Mr, i Leid epekT 3anexas Bif [03K (CTATUCTUYHO 3HAYyLla Pi3HULUA NpU NpUitoMmi
eTopunKOoKcKby 90 Mr, afe He eTOPUKOKCKOY 60 Mr).

KapgiopeHanbHi pesynbtatu, oTpuMaHi B gocnimkeHHax EDGE i EDGE 11, Bignosiganu gaHum, npo aKi nosigomnanoca B gocnigxeHHi MEDAL.

B okpemux pocnifxeHHsx nporpamy MEDAL abcontoTHa yacToTa NPUMNMHEHHS NiKyBaHHA B Oyab-AKii rpyni NikyBaHHS eTOopuvKokcmoom (60 Mr a6o 90 mr)
cTaHoBMNa [o 2,6 % npw apTepianbHiii rinepTeHsii, 4o 1,9 % npun Habpsikax i 4o 1,1 % npwv 3acTiiHil cepueBiil HeAOCTaTHOCTI, NPU LbOMY BULLA YacToTa BigMiHM
npenapaTty crnocTepiranacs y pasi npuinomy eTopukokcmoy 90 mr, Hixk 60 Mr.

Pe3ynbTaTu WiyHKOBO-KMLLKOBOT NepeHoCcMMOoCTi B nporpami MEDAL

3HaYHO MEHLLNIA NOKa3HMK BIAMIHM MpenapaTty BHACNIA0K BUHUKHEHHSA OYAb-SKOro KNiHIYHOMo ycKnagHeHHs 3 60ky LLUIKT (Hanpuknag gucnencii, abaoMiHasbHOro
607110, BUpa3KM) CnocTepiraBcs Npu 3acTocyBaHHI €TOPUKOKCUOBY, HIXK AUKNIOMEHaKY, B KOXHOMY 3 TPbOX AocnifpkeHb nporpamu MEDAL. MNokasHUKK BigMiHK
npenaparty BHaCNifoK KNiHiYHMX peakuiii 3 60ky LLIKT Ha 100 nauieHTO poKiB 3a Becb Mepiof HOCNifKeHHs 6ynu Takumu: 3,23 AN8 eTOPUKOKCUOY i 4,96 ans
AnknogeHaky B gocnigpkeHHi MEDAL; 9,12 ans eTopukokeunoby i 12,28 ans auknoeHaky B gocnimpkeHHi EDGE; 3,71 ans eTopukokcnoy i 4,81 ana anknogeHaky B
pocnipkeHHi EDGE II.



PesynbTaTunnporpamu MEDAL wopo 6e3neku ans LUKT

3arasibHi peakuii 3 60Ky BepxHboro Bigainy LLUKT 6ynu Bu3HayeHi SK nepdopadii, BUupasKku i KposoTeui. MMigrpyna 3arasibHUX peakuiin 3 60Ky BEpPXHbLOro Biaainy
LLIKT, siKi BBaXXa/IMCS YCKNaAHEHMM, BKOYana nepopadii, 06CTpyKUiT i yCKnagHeHi KpoBOTeui; Nigrpyna 3araibHuX peakwiin 3 60Ky BepxHboro Bigginy LUKT, ki
BBaXKa/IMCA HEYCKNaAHEHUMW, BKtOYasIa HeYCKNafHeHi KpoBOTEYi i HeyCKNaAHEHI B1pasKu. 3Ha4HO MEHLLMIA MOKA3HWMK YacTOTM 3ara/ibHUX peakuiil 3 60Ky BEpXHiX
Bigainis LLIKT cnocTepiraBca npu 3acTocyBaHHI €TOPUKOKCMOY, HXX AuKNogeHaky. He 6yno CyTTeBOI PIi3HMUI MK €TOPMKOKCMOOM i AMKNO(EHAKOM LLOAO
MOKa3HMKa 4acTOTW YCKIaAHeHNX peakLiin. Jna nigrpyny Takmx peakuiin, 5K KpoBoTeya y BepxHbomy Bigaini LUKT (06’efHaHi ycknagHeHi i HeycknagHeHi), He 6yno
CYTTEBOI BiMIHHOCTI Mi>K ETOPMKOKCMOOM i AnKnogeHakoM. MepeBara eTOPUKOKCUOY LWOAO BNAMBY Ha BepxHili Bigain LUKT nopiBHAHO 3 AuKNodeHakoM He Byna
CTaTMUCTUYHO 3HAYYLLOO Y NaLlieHTIB, L0 OJHOYACHO 3aCTOCOBYHTb acnipyH B HU3bKUX Ao03ax (Npr6n3Ho 33 % nauieHTiB).

Moka3HMK YacToTy Ha 100 nauieHTOo-poKiB NIATBEPIKEHNX YCKNAAHEHUX | HEYCKMaAHEHMX KIHIYHUX peakuiin 3 60Ky BepxHboro Bigginy LUKT (nepdopauit,
BUpasKy i KposoTedi) cTaHoBuB 0,67 (95 % Al 0,57, 0,77) npu npuitomi etopmkokendy i 0,97 (95 % Al 0,85, 1,10) npu npuinomi AMKNoeHaKy, Npu LbOMY
BilHOCHWIA pu3nK cTaHosmB 0,69 (95 % Al 0,57, 0,83).

Bu3HauaBCsi NOKa3HMK 4acTOTK NIATBEPAKEHMX peakLiii 3 60Ky BepxHboro Bigdiny LUKT y nauieHTiB NiTHLOrO BiKy; Haibinblue 3HMKEHHS ChocTepiranocs y
nauieHTiB Bikom =75 pokis (1,35 [95 % /A1 0,94, 1,87] peakuiin Ha 100 nawuieHTiB-pOKIiB NpU NPUInOMi eTOPUKOKCMOY NopiBHAHO 3 2,78 [95 % Al 2,14, 3,56] npwu
npuinomi AUKNoQeHaky).

MOKa3HMKM 4acTOTK NIATBEPAKEHUX KNIHIYHMX peakuii 3 60Ky HuxHboro Bigainy LUKT (nepdopauis TOHKOro abo TOBCTOrO KMLUEYHMKY, OBCTPYKLUis abo
KpOBOTEYA) CTaTUCTUYHO HE BiAPI3HANNCS NPW 3aCTOCYBaHHI ETOPUKOKCUOY I ANKNOMEHAKY.

PesynbTaTunnporpamu MEDAL w00 6e3nekv Ans neviHku

ETopukoKcnb 6yB acoLiioBaHWUIA i3 CTAaTUCTMYHO 3HAYHO MEHLLUOK YacTOTOK BiAMIHW npenapaTy YHacNifoK BUHUKHEHHS MOBGIYHMX peakuiin 3 60KY MeYiHKKN, HIXK
AnKnoeHak. Y 06’efHaHiin nporpami MEDAL 0,3 % nauieHTiB, L0 3aCTOCOBYBa/IM €TOPUKOKCKO, i 2,7 % NauieHTiB, L0 3aCTOCOBYBa/IM ANKNO(EHAK, NPUNUHUAN
3aCTOCyBaHHS npenapaty BHAcMiAOK BWMHWKHEHHA MOGIYHMX peakuii 3 60Ky nedyiHkW. MokasHuMK Ha 100 nauieHTo-pokiB cTaHOBMB 0,22 npu 3acTOCyBaHHI
eTOpPMKOKcMOY i 1,84 npwu 3acTocyBaHHI AnKNOgeHaky (p-3HadeHHs 6yno < 0,001 ans eTOPMKOKCMOY NOPIBHAHO 3 AuMKnogeHakom). MNpoTe B nporpami MEDAL
6iNbLUICTb NOBIYHUX peakLiil 3 60Ky NeYviHKy By HeCepirno3HUMN.

JopaTtkosi iaHi 3 6e3neku 415 cepLeBo-CyAMHHOT CUCTEMM W00 TPOMOOTUYHMX YCKNAAHEHD

Y Xofi KNiHIYHKUX A0CNiDKEHb, 33 BUHATKOM AocnimkeHb nporpamv MEDAL, npn6nmsHo 3100 nauieHTiB OTpUMYBaM €TOPUKOKCKMG Yy Ao03ax = 60 Mr Ha Aoby
yNpoAoBX 12 TxHIB i fosLue. He 6yno 3HauyLol BigMIHHOCTI NOKa3HUKIB NiATBEPLAXKEHUX CEPNO3HNX TPOMOOTUYHMX CEPLEBO-CYANHHUX YCKNaAHEHb Y NALliEHTIB,
AKi npuiAMan eTopukokené y fo3i = 60 mr, nnayebo abo iHwi HIM3MM (3a BUHATKOM HanpokceHy). IMNpoTe yacToTa TakuMx peakuiin 6yna BALOK Y NauieHTiB, AKi
OTPUMYBa/IM ETOPUKOKCKO, MOPIBHAHO 3 TUMU, XTO OTPUMYBaB HanpoKceH y f03i 500 Mr 2 pasu Ha fo6y. BigMiHHICTb aHTUTPOMOGOTUYHOT aKTUBHOCTI MiDK AeAKMMU
HM3M, wo iHriéytoTts LIOM-1, i cenektMBHUMM iHriGiTopamu LJOIM-2 MoXe ByTU KNiHIYHO 3HAYYLLOK Y NAUiEHTIB rpynu pu3nKy BUHUKHEHHSA TPOMOOeMO0MIYHMX
ycKnagHeHb. CenekTuBHi iHri6iTopn LLOM-2 3HWXKYHOTb YTBOPEHHS cUCTeMHOro (i TOMY, MOX/IMBO, eHAOTeNiaNbHOro) npocTauukiiHy 6e3 BMAMBY Ha
TpomboLMTapHUiA TpOMBOKCaH. KniHiuHe 3HauYeHHS LMX AaHuX HeBiLoMe.

J0aaTKOBI AaHi Wwoao 6e3neku ans LUKT

Mg yac ABOX 12-TWXKHEBUX NOABIMHO CAINUX eHAOCKOMIYHUX AOCNIKEHb KYMYIATUBHA YacTOTa BUHMKHEHHS racTPOAYyOAeHa/IbHUX BUPa3oK Oy/ia 3HaYHO HXKYOHO
y MauieHTIB, AKi OTPUMYBa/IX NiKyBaHHSA eTOPUKOKCMOOM Y A03i 120 Mr 1 pa3 Ha o6y, HiXK Y NauieHTiB, AKi OTPMMYBA/IN JIiIKYBaHHA HAMpPoOKCeHOM Yy A03i 500 mr
2 pa3u Ha o6y abo ibynpoeHom y f03i 800 mr 3 pa3n Ha fo6y. YacToTa BUHUKHEHHS BMPa30K Gya BULLIOK NPpKW 3aCTOCYBaHHI eTOPUKOKCKOBY, HiXK nniauebo.
JocnigpkeHHa YHKLUIT HAPOK Y NaLieHTIB ITHbOIO BIKY

Y xopi paHZOMi30BaHOro, NoABiMHO cninoro, nnaaue60-KOHTPO/IbOBAHOIO AOCNIMKEHHS 3 Napane/bHUMK TpynaMu OLUiHI0BaBCs BNAMB 15-AeHHOr0 NiKyBaHHA
eTopunkokcmoom (90 mr), uenekokcnéom (200 mr 2 pasu Ha aoby), HarnpokceHoM (500 Mr 2 pa3un Ha Jo06y) i nnauebo Ha BUBELAEHHS HATPIKD 3 Ceyeto, apTepiabHUi
TUCK Ta IHLWI MOKa3HMKM PYHKLUIT HUPOK Yy nauieHTiB Big 60 fo 85 pokis, WO AOTPUMYHOTLCA AIETH i3 BMICTOM conli 200 MEKB/A00Yy. ETOPUKOKCUO, LieneKoKeuo i




HanpoKCeH Masin NoAibHWI BNIMB Ha BUBELEHHSA HATPIO 3 CeYeto Npu 2-TYXKHEBOMY NiKyBaHHI. Y Ci akTUBHI npenapaTy NopiBHAHHA NOKa3aan NigBULLEHHSA BIAHOCHO
nnawebo CMCTONIYHOrO apTepiaibHOro TUCKY; NPOTE eTOPMKOKCUG acoLitoBaBCA 3i CTAaTUCTUYHO 3HAYYLLMM MiABULLEHHAM Ha 14-11 ieHb NOPIBHAHO 3 Lie/IEKOKCNOOM i
HanpOKCeHOM (CepeAHs 3MiHa CUCTONMIYHOIO TUCKY MOPIBHAHO 3 NOYATKOBUM PiBHEM: ETOPUKOKCUG 7,7 MM PT. CT., LieleKOKCKU6 2,4 MM PT. CT., HarNpoKceH 3,6 MM pT.
CT.).

PapmakoKiHe TuKa.

Abcopbuis.

EToprKoKcnb aobpe BCMOKTYETLCS NPU NepopasibHOMY npuiiomi. A6ContoTHa 6i0A0CTYNHICTb CTaHOBUTL Nprn6am3Ho 100 %. Micna npuiiomy 120 mr 1 pa3 Ha goby
[0 [OCArHEHHS PIBHOBXXHOIO CTaHY MakCUMasibHa KOHLEHTpaLif Y nnasMmi KpoBi (CepefHE reoMeTpuyHe 3HadeHHs Cppa=3,6 MKI/M/) cnocTepiraeTbcs NpubnanM3Ho

yepe3 1roanHy (Tmax) Micns npuiiomy fgopocnvmm Hatuwe. CepefHe reometpuyHe 3HadeHHA AUCq ogpr CTaHOBUTL 37,8 MKIXrog/Mn. Y Mexax KiiHi4HOoro

A03yBaHH$ (hapMakKOKiHETKa ETOPUKOKCKOY € MiHIAHOL0.
Mpu npuiiomi npenapaTy y Ao3i 120 mMr nig yac ign (ka 3 BUCOKMM BMIiCTOM >KMPIB) He CMOCTepiranock BMAMBY Ha CTyMiHb abcopbuii eTopMKoKCMoy. LLIBMAKICTb
abcopbLii 3MIHIOBaNACH, L0 XapaKTepu3yBanoch 3HMKEHHAM Cax Ha 36 % Ta 306i/bLIEHHAM T o Ha 2 roAnHW. Taki AaHi He po3rnaAatoThCa K KNIHIYHO 3HAYYLL.

MMig Yac KNiHIYHMX AOCNiIKeHb eTOPUKOKCMO 3aCTOCOBYBa/IN HE3IEXKHO Bif NPUIOMY TXKi.

Posnogin.

ETopukokcnb nprubamsHo Ha 92 % 3B’A3YETbCA 3 GifIKaMu NiasMu KPOBI NOAMHN 3 KOHUeHTpauismu Big 0,05 go 5 mkr/mn. O6’eM po3nofiny npu piBHOBaXKHOMY
ctaHi (Vdss) ctaHoBUTb Npr6/nM3HO 120 Ny NIOLNHN.

EToprKoKCcnb NpoHMKae Yyepes nnaLeHTapHWIA 6ap’ep y LWYypiB Ta KPOniB, a TaKOX Yepe3 reMaToeHLUedaniyHnii 6ap’ep y Lypis.

MeTabonism.

ETOpMKOKCUG aKTMBHO MeTaboni3yeTbecsi, MeHwe 1% [03uM BUAINAETLCA i3 CeYetd y BUMNAAI HeaMmiHeHOro npenapaTy. OCHOBHWI LWNSAX MeTabonismy — ue
(hopMyBaHHS NOXiAHOT 6'-rigPOKCUMETUY LINAXOM KaTanisauii epmeHTamn umutoxpomy. CY P3A4 cnpusie meTaboniamy eTopukokcuoby in vivo. [JocnigpKeHHs in
Vvitro BKasytoTb Ha Te, Wwo CYP2D6, CYP2C9, CYP1A2 ta CY P2C19 TaKOX MOXYTb KaTasizyBaTh OCHOBHWIA LLNAX MeTaboni3My, ane 1X KiNbKiCHI XapaKTepucTUKu
He BMBYa/INCA iNn ViVo.

Y noguHu igeHTudikosaHo 5 metaboniTise. OCHOBHUM MeTaboniToM € 6'-KapOOoKCUNOBOT KMCNOTU [epyBaT €TOPUKOKCMOY, L0 YTBOPHOETLCA NPU MoAasibLUil
oKcupauil noxigHoi 6'-rigpokcumetunny. Lii ocHOBHI MeTaboniTn abo He BUABNAKOTL aKTMBHOCTI, abo € cnaboakTvBHMMM iHri6iTopamu LIOIM-2. XKogeH i3 umx
MeTaboniTiB He iHrioye LIOI-1.

BuBefeHHA.

[Micna pa3oBOro BHYTPILUHLOBEHHOIO BBELEHHSA 340POBUM [LO6POBOMbLAM 25 MI eTOPMKOKCKUOBY, MideHOro pagioizotonom, 70 % pafioakTMBHOrO npenapary
BMBOANTBLCA i3 ceveto i 20 % — 3 KasioM, rofIOBHUM YMHOM Y BUI NI4T MeTaboniTie. MeHwe 2 % BMBOAUTLCA Y BUMNAAI HE3MIHEHOr 0 npenapary.

BrBeaeHHS eTOPMKOKCMOY BifiOYBAETLCS MaliXKe MOBHICTIO LUASAXOM MeTabo/isMy 3 MojasiblUMM BUBELEHHSM HUPKamW. PiBHOBaXKHI KOHLEHTpaLil eTOPUKOKCnoy
[OCAratoTbCA Yepe3 7 AHIB Mpu 3acTocyBaHHI y f03i 120 Mr 1 pa3 Ha J00y 3 MOKasHWKOM KyMynAauil npubsivsHo 2, Wo BIiAMNOBIAaE nepiofy HariBBUBEAEHHS
nprban3Ho 22 rogmHn. KnipeHc niasmu KpoBi Nicns BHYTPILUHbOBEHHOI O BBeAEeHHS 25 M npenapaTy CTaHOBUTb Npuoan3Ho 50 ma/xs.

Okpemi rpynu naLieHTiB.

MawieHTV NiTHLOrO BiKy. ®apMaKOKiHeTMKay NaLjieHTIB NiTHLOrO BiKy (BIKOM Bif, 65 poKiB) € NOAiGHOI A0 (hapMaKOKIHETUKN Y MOMOALLNX NaLiEHTIB.

Cratb. PapmaKoKiHETNKA ETOPMKOKCUOY € MOAIGHOK Y YOMOBIKIB Ta XIHOK.

[MopyLIeHHA PYHKLIT NeYiHKW. Y NauieHTIiB 3 IerK1UM nopyLUueHHAaM yHKLiT nediHky (5—6 6aniB 3a Wwkanow Yaringa — M°10) Npu 3acToCcyBaHHI eTOPUKOKCMOY B A03i
60 mMr 1 pa3 Ha o6y cepefHiin nokasHMK AUC npubnamnsHo Ha 16 % 6inbLunid, HIX Y 340p0BUX A06POBOMLLIB MPY TaKOMY XX A03yBaHHI npenapaTy. Y nauieHTiB 3
MOMiPHUM NOPYLUEHHAM PYHKUIT nedviHkn (7-9 6anis 3a wkKanowo Yainnga — IM°10) npy 3acTocyBaHHI €TOPUKOKCUOY Yy A03i 60 M yepe3 o0y cepefHiin MOKa3HUK
AUC 6yB nofibHMin 40 NOKa3HMKa Y 340P0BUX A06POBONLLIB, SIKI NpuiiManu npenapat y Ao3i 60 Mr 1 pa3 Ha 406y LUOAEHHO; 3aCTOCYBaHHS ETOPUKOKCUOY B A03i




30 mr 1 pa3 Ha fo6y He BMBYa/IOCh Y Uil rpyni nawieHTiB. Hemae KNiHiYHUX abo (hapMakoKIHETUUYHMX [aHWX CTOCOBHO MALiEHTIB 3 TAXKUM NOPYLUEHHAM (DYHKLT
neviHku (=10 6anis 3a WwkKanoto Yaringa — ’to).

[MopyLUeHHA PYHKLIT HUPOK. dapmMakOoKiHETUKA Pa30BOT 403U eTOPUKOKCMOY 120 Mr y nauieHTIB i3 NOMIPHUMM Ta TSXKKMMU NOPYLUEHHAMU (YHKLIT HUPOK, a TaKoX
Y NauieHTIB i3 3aXBOPIOBAHHAMM HUPOK TepMiHa/IbHOT CTagil, AKUM NPOBOAATL remojianis, He BIAPI3ZHAETbCA 3HAYHUM YMHOM Bij, (hapMakOKIHETUKN Y 3[40POBUX
Ao6poBonbLiB. MNpy remogianisi npenapar mMaiixe He BUBOANUTLCS (KNipeHc Aianisy — npu6ansHo 50 mn/xs).

AiTn. dapmakoKiHeTUKa ETOPUKOKCUOY B fiTel (BikOM A0 12 poKiB) He BMBYanach.

Y xopgi gocnigpkeHb apMakokiHeTMKM (n=16), WO NpoBOANIOCH 3a y4yacTio NiAniTKiB (BikoM Bif 12 oo 17 pokiB), (hapMakoKiHeTMKa Yy NauieHTiB 3 Macoko Tina
40-60 Kr, AKUM Nnpu3Havanm eTopmkokeuno y ao3i 60 mr 1 pa3 Ha o6y, Ta y nauieHTiB 3 Macoto Tina 6inbe 60 Kr, AK1MM npusHadvanm npenapat y Ao3i 90 mr 1 pas Ha
[06y, 6yna nofibHo [0 apMaKOKIHETUKM Y LOPOCAUX, AKI 3aCTOCOBYBa/IM eTOPUKOKCKMO Y f03i 90 mr 1 pa3 Ha foOy. be3neka Ta ePeKTUBHICTb 3aCTOCYBaHHS
eTOPUKOKCKOY AiTSM He BCTaHOB/IEHI.

KniHIYHI XapaKTepucTUKN.

Noka3aHHA.

CumnToMaTvyHa Tepanis npy 0CTe0apTPUTI, PEBMATOIAHOMY apTPUTI, aHKII03YHOUOMY CMIOHAWITI, & TaKOX Npu 600 | 03HaKax 3anasieHHs, NoB’a3aHKX i3 TOCTPUM
nofarpuyH1M apTpUTOM.

HeTpuBane nikyBaHHsA NOMIpPHOro nicnisionepauiiHoro 6010, NOB’S3aHOr0 3i CTOMATONOriYHMM onepalisMu.

PilLeHHs Npo Npu3HaYeHHs CeNleKTUBHOTO iHribiTopy LLOIM-2 NOBUHHO rpYHTYBATUCA Ha OLLIHLi BCIX IHAMBIAYATbHUX PUSKKIB Y MaLlieHTa.

IMpoTnnoKasaHHA.
JlikapcbKuii 3aci6 ApKoKCis® NpoTUnoKasaHwii:
npw rinepyyTaMBOCTI A0 Aito4oi abo 6yab-AKOT 40NOMIXKHOT PeHOBMHM Npenapary;
Npy aKTUBHIM NeNTUYHI B1pa3Li abo aKTUBHIN LUNYHKOBO-KULLKOBI KPOBOTEM;
nauieHTaMm, y IKUX BUHMKaB GPOHX0CNa3M, FOCTPUIA PUHIT, Ha3a/lbHI NOAINK, aHFIOHEBPOTUYHUIA HAOPAK, KPOMMB’iHKa abo iHLLI aneprivyHi peakuit
nicns 3aCTOCyBaHHA aueTUAcaniunnoBoi Kucnotn abo HM3IMM, Bkaovatoum iHri6iTopn LLOIM-2 (UMKNOOKCUreKcaHasa-2);
y nepiof BariTHOCTI Ta roflyBaHHs rpyagto;
NPU TSHKKMUX NOPYLLEHHAX hYHKLIT neviHKM (anbbymiH cnpoBaTKy KpoBi <25 r/n a6o =10 6aniB 3a wkanot Yainnga — M°10);
AKLLO PO3PaxoBaHUin HUPKOBWIA KNipeHC KpeaTuHiHy < 30 M/XB;
[iTAM BiKOM A0 16 pokiB;
npu 3anasibHNX 3aXBOPHOBAHHAX KULLEYHUKY;
npu 3acTivHin cepuesiin HegocTaTHocTi (NY HA 11-1V);
nalieHTam 3 apTepianbHOK TiNepTEH3iel0, Yy AKMX MOKa3HWMKM apTepianibHOro TUCKY MOCTiMHO Buwi 3a 140/90 MM pT. CT. Ta He#OCTaTHbO
KOHTPONIOKOTHCS;
npu AiarHOCTOBaHIN iLeMiuHili XBOpPO6i cepus, 3aXBOPIOBaHHAX NepUtepMYHNX apTepiii Ta/abo LiepebpoBacKyNAPHNX 3aXBOPHOBAHHSIX.

B3aemogis 3 iHLWIMMK NiKapcbKMMK 3aco6amMy Ta iHLLi BUAN B3aEMOSIM.
dapmakogHaMiyHi B3aemogait
MepopanbHi aHTUKoAryns HTU. Y NauieHTiB, CTaH AKUX CTabinizoBaHWA NOCTIMHWM 3aCTOCYBaHHAM Bap(apuHy, NpUoM eTOpUKOKCMOY B Ao3i 120 Mr Ha fo6y



CYNPOBOLKYETLCA 30i/bLUEHHAM NPUOAN3HO Ha 13 % NpOTPOMOGIHOBOro Yacy MiXKHApOLHOro HOpMani3oBaHOro BigHOWeEHHA (MHB). Tomy B nauieHTiB, fKi
3aCTOCOBYIOTb MepopasibHi aHTUKOArynsHTK, cif 4acTto NepeBipaT NOKa3HUKKM NPOTPoM6iHOBOro Yacy MHB, 0co611B0O B nepLui AHi NpUOMYy eTOPUKOKCMOY abo
MpK 3MiHi A0ro [03yBaHHS.

[iypeTuku, iHri6ITOpM aHrioTeH3nHNepe TBOPOBa/IbHOrO doepmeHTY (AMN®P) i aHTaroHiCTM peuenTopiB aHrioTeHsuHy Il. HecTepoigHi npoTusananbHi 3acobm
MOXYTb M0cnabnoBaTV eqiekT AiYPETUKIB Ta iHWNX aHTUTINePTEH3MBHMX MpenapariB. Y AeaKUX NauieHTiB 3 NOpyLIeHHAM QYHKUIT HUPOK (Hanpuknag y nauieHTiB 3
Jerigpatauieto abo y NiTHIX nauieHTIB 3 0cnabneHo (PYHKLIE HUPOK) O4HOYACHE 3aCTOCYBaHHSA iHribiTopy AlNd abo aHTaroHICTIB peLenTopiB aHrioTeH3nHy Il i
npenaparis, WO iHriOYyTb LMKIOOKCUTeHasy, MOXe NPU3BOAUTM A0 NOAAIbLIONO MOTipLWEeHHSA PYHKLUIT HAPOK, BKIKOYAOUM FOCTPY HUPKOBY HEAOCTaTHICTb, LU0
3a3BMYain Mae 060pOTHMIN XapakTep. Cnig Nam’sTaTv NPO MOX/IMBICTb TaKMX B3aEMOfii Y Maui€eHTIB, SKi 3aCTOCOBYHOTb €TOPUKOKCMO OHOHMACHO 3 iHribGiTopaMm
ATl® abo 3 aHTaroHictamy peLenTopiB aHrioteHsnHy Il. Tomy Taki KOMOiHaUii cnif npusHayaTv 3 00EepexxHICTIO, 0C06/MBO MauieHTaM NiTHLOro BiKYy. Chif
MPOBECTW HaNeXHY rigparauito Ta po3risgHYTU NUTAHHA NPO NPOBEAEHHS MOHITOPUHIY (DYHKLIT HPOK Ha NMo4aTKy KOMOIHOBAHOIO NiKyBaHHS, & TakoX 3 MEeBHO0
nepioguYHICTIO | Hagdai.

AueTuncaniyunosa KicnoTa. Y Xoai 4OCNIAKeHHS 3a y4acTHo 340p0BMX AOOPOBO/BLLIB B YMOBaX PiBHOBaXXHOMO CTaHy 3aCTOCYBaHHSA eTOPMKOKCUOY B f03i 120 Mr
1 pa3 Ha o6y He BNAMBaIO Ha aHTUArperaHTHy akTMBHICTb aueTuicaniumnoBoi kucnotn (81 mr 1 pas Ha foby). EToprkokenb MoXKHa npusHavaTyi OAHOYACHO 3
aueTuicaniumnIoBO KMCNOTOK B [03aX, WO 3aCTOCOBYHOTLCA A4/ NMPOMINAKTUKN CEPLIEBO-CYANHHNX 3aXBOPHOBaHb (3aCTOCYBaHHSA aLeTUNCaNiLMIOBOI KACMOTK B
HM3bKMX f03ax). OfHaK OfHOYaCHe 3aCTOCYBaHHSA HU3bKWX [03 aueTUICaniLMiIoBOi KUC/OTU Ta ETOPUKOKCUOY MOXe 30i/bLUyBaTh YacTOTY BUHUKHEHHS BMpPa3Ku
LLUKT Ta iHWKX YCKnafHeHb MOPIBHAHO 3 MOHOTepanietd eTOPMKOKCMO60M. He pekoMeHJ0BaHO OfHOYaCHe 3aCTOCYyBaHHS €TOPMKOKCMOY 3 aueTuncaniynioBoro
KWC/IOTOHO, 4031 SIKOT BULLLI 32 NPOiNAKTUYHI, @ TAKOX 3 IHLIMMMW HeCTEPOIAHMMU NPOTM3anasibHUMKM 3aco06amMu.

LimknocnopuH Ta TakponiMmyc. Xo4ya B3aEMOAIA eTOPUKOKCMOY 3 LUMMW Npenapatamy He BMBYA/IaCb, OLHOYACHE 3aCTOCYBaHHA OYy[Ab-AKOrO HeCTepOifHOro
npoTM3anasibHOro 3acoby i3 LMKNOCMOPUHOM abo TaKponiMyCcOM MOXe MOCU/I0BATU He()POTOKCUYHUIA BNIMB OCTaHHIX. Cnif KOHTPOOBATM (PYHKLIK0 HUPOK Mpu
0[JHOYaCHOMY 3aCTOCYBaHHI eTOPMKOKCUOY 3 By Ab-AKMUM i3 LUX Npenaparis.

dapmakoKiHe TUYHI B3aEMOAT

Bnnns eTOpuKOKCKOY Ha (hapMaKOoKIHETUKY IHLLKUX npenapaTis.

NiTiin. HectepoigHi npoTusanasnbHi 3ac06M NocnabntoTb BUBEAEHHS NiTiHO HAPKaMK, TUM caMiM MiABWLLYIHOYM piBeHb NiTiH0O B Nna3mi KpoBi. FAKLIO HE06XigHO,
NPOBOAATb PETENbHUIN KOHTPO/Ib PIBHA NITiKO Y KPOBI Ta KOPUTyHOTb 403y NiTi0 NPOTArOM OfHOYACHOI0 3aCTOCYBaHHS LMX Npenaparis, a TaKoX Npu MPUNUHEHHI
3aCTOCYBaHHA HECTEPOIAHMX MPOTM3anaibHUX 3aco0iB.

MeToTpekcaT. Y Xoai ABOX AOCNiMKEeHb BUBYAIUCA e(DEKTM eTOPUKOKCUOY Mpu 3acTocyBaHHI y go3ax 60, 90 a6o 120 mr 1 pa3 Ha foby npoTArom 7 [HiB
nawieHTamu, AKi oflepXysann 1 pa3 Ha TVdKAeHb MeToTpekcar y Ao3i Big 7,5 go 20 mr npu peBmatoigHomy apTpuTi. ETopukokené y fosi 60 i 90 Mr He BhMBaB Ha
KOHLEHTpaL,ito B Nia3mi KpoBi abo HMPKOBWUIA KNipeHC MeToTpekcaTy. B ogHOMY [OCNiMKEHHI Npu 3aCTOCyBaHHI eTOPMKOKCMOY B A03i 120 MI He cnocTepiranochb
BMN/IMBY Ha KOHUEHTpaLito B niasMi KpoBi Ta HUPKOBUI KNipeHC MeToTpeKcaTy, ToAi K B iHLWOMY AOCMIIKEHHI NPW 3acTOCYyBaHHI eTOPMKOKCMOY B A03i 120 mr
KOHLIeHTpaLis MeToTpeKcaTy B MiasMi KpoBi MigBumLLyBanaca Ha 28 %, a HUPKOBWI KipeHC MeToTpekcaTy 3HUKYBaBcA Ha 13 %. MNpu ogHOYaCHOMY NpU3HaYeHHI
eTOPUKOKCMOY Ta MeTOTpeKcaTy C/if NPOBOAUTM BIANOBIAHWA MOHITOPUHI CTOCOBHO MOSIBUM TOKCUYHOTO BM/IMBY METOTPEKCATY.

MepopasibHi  KOHTpauenTvsn. ETOpuKokcMO y po3i 60 Mr npy OfHOYACHOMY 3aCTOCYBaHHI 3 MepopasibHUMKM  KOHTpauenTMBamu, WO MICcTATb 35 MKr
eTuHinectpagiony Ta 0,5-1 Mr HOPETUHAPOHY, NPOTAroM 21 AHA NPU3BOAMB [0 MifABULLIEHHSA NOKa3HUKa AUCq o4nr Y PIBHOBXXHOMY CTaHi A8 eTUHINecTpagiony Ha
37 %. ETOpuMKOKCcM6 Yy A03i 120 Mr npu 3acTOCyBaHHI 3 BULLEBKA3aHUMU MepopasibHAMU KOHTpauenTuBammy OfHOYacHO abo 4epe3 12 roguH nigsulyBsaB Yy
PiBHOBa&XXHOMY CTaHi 3HaueHHA AUCq o4, €TVHINECTPagiony Ha 50-60 %. Mpo Take MifBULLEHHA KOHLIEHTpaLil eTuHinecTpagiony cnif nam’atatun npu Bu6opi
MepopaibHOr0 KOHTpaLenTuBy 3 pPi3HUM BMICTOM €TUHINECTPagiony, SKWIA 3aCTOCOBYBATMMETHCA OAHOYACHO 3 eTOPUKOKCMOOM. [MigBULLEHHS eKCno3uuii

eTWHINecTpasiony MoxXe 30i/blUyBaTX YacTOTY BUHWMKHEHHA MNOGIYHMX peakLiil, NOB’A3aHWX i3 3aCTOCYBaHHAM MepopasibHUX KOHTpaUenTuBIB (Hanpuknaj
TPOM60eMOO0NIT BEH Y XIHOK rpynu pusmnky).



FopmoHo3amicHa Tepanist (IF3T). Mpwuitom 120 Mr eTOPUMKOKCMOY 3 rOpMOHO3aMICHMMW npenapaTamu, WO BK/KOYalOTb KOH’tOroBaHi ectporeHn (0,625 mr
«[TpemaprHy ™»), npoTarom 28 AHiB 36ibLuye cepefHiii nokasHUK AUCy.oqnr Y PIBHOBXKHOMY CTaHi HEKOH’tOroBaHOro ecTpoHy (Ha 41 %), eksiniHy (Ha 76 %) i

17-B-ecTpagiony (Ha 22 %). Bnnne f03 eTOPUKOKCKOY, PeKOMEHA0BaHNX Ans TpyuBanoro 3actocyBaHHs (30, 60 i 90 Mr), He BMBYaBCA. MOPIBHAHO 3i 36i/IbLUEHHAM
fo3ysaHHa 3 0,625 fo 1,25 Mr npu moHoTepanii npenapatom «pemapuH™», BNnB eTOpuKoKeKOy B fosax 120 mr Ha ekcnosuuito (AUCq o4py) €CTPOTEHHUX

KOMMOHeHTIB npenapaty «lMpemapyvH™» ByB MeHLIMM, HDXX Ha NonoBMHY. KniHiYHe 3Ha4YeHHs Takoro nifBULLEHHA HEBiAOMe, a NMPUIAOM BMCOKMX [03 npenapaty
«[MpemapnH™» 04HOYACHO 3 ETOPUKOKCMOOM He BMBYaBCA. Cnif 6pati L0 yBaru Take 36i/blleHHA KOHUEeHTpaLii ecTporeHy npu Bubopi ropMoHasibHOrO npenapary
A1 3aCTOCYBaHHA Yy Mepiof NMOoCTMeHoMnaysu npy OLHOYACHOMY 3aCTOCYBaHHI 3 eTOPUKOKCMOOM, OCKI/IbKN 3POCTaHHA EeKCMO3WULLiT eCTPOoreHy nigBuLLYye puU3nK
BUHWUKHEHHS NOGIYHUX peaKLild Npu 3amiCHii ropMOHOTepanii.

MpeaHi30H/NPeaHI30M0H. Y LOCNIIKEHHAX B3aEMOLIT ETOPMKOKCUG He BUABNAB K/TIHIYHO 3HAYYLLIOr0 BNMBY Ha (PapMaKOKIHETUKY NPeLHI30HY/NPeHI30M0HY .
AurokcvH. Mpy 3acTocyBaHHI eTopuKoKcKMby B f03i 120 Mr 1 pa3 Ha foby npotarom 10 AHIB 340p0BMM [0OPOBOMLLUAM He CrOCTepiraBcs B/IMB Ha MOKa3HUK
AUCq 24hr Y PIBHOB&XXHOMY CTaHi Ta Ha BMBEJEHHA [UrOKCUHY HupKamu. CrnocTtepiranoca 36ibLUeHHA NMOKasHUKA Ciay AUTOKCUHY (MPprban3Ho Ha 33 %). Take

NiBWLLEHHS, SIK NPaBW/O, He € CYTTEBMM Y BifbLLOCTI NauieHTiB. OAHaK cnif cnocTepiraTit 3a CTaHOM MaLiEHTIB 3 BUCOKMM PU3UKOM TOKCMYHOT AiT ANTOKCUHY Npu
OAHOYaCHOMY MPU3HAYeHHI ETOPUKOKCKOY Ta AUTOKCUHY.

Bnnve eTOpuKOKCUOY Ha NpenapaTy, Wo MeTabonisytoThes Cynb(oTpaHcdepaszamm

EToprKoKcnb € IHribiTOpOM aKTMBHOCTI NHOACHKOI CynbdoTpaHcepasm, 3okpema SULTIEL, a TakoX MOXe MigBULLYBaTW KOHLEHTpaLUilo eTuHifecTpasiony B
cuposartLi KpoBi. OCKiNbKN Ha CbOrOAHI AaHNX NPOo BM/IMB YMCIEHHUX CYy/b(hoTpaHchepas HeJ0CTaTHLO, a KNiHIYHI edheKTn 6araTboX npenapaTis A0Ci BUBYAKOTLHCA,
[0LINbHO 3 06ePeXHICTIO NpPU3HaYaTN ETOPUKOKCUO OAHOYACHO 3 IHLIMMM NpenapaTamu, Lo MeTaboni3yoTbCA roI0OBHUM YNHOM SIIOACHKUMM CYNb(OTPaHChepasamu
(Hanpwknaz nepopaibHUiA canbbyTamon Ta MiHOKCUAWN).

Bnnve eTOpUKOKCUOY Ha NpenapaTy, Wo MeTabonisytoTbhcs izodepmeHTamm CYP

3a JaHMMKU OOCAiMKEHb in Vitro, He OYiKYETbCA NPUrHiYeHHs uuToxpomie P450 (CYP) 1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. Y xofi AoCNiIKeHb 3a Yy4acTio
340pOBUX [06POBO/bLIB LOAEHHE 3aCTOCYBaHHSA eTOPUMKOKCMOY B [03i 120 Mr He BMAMBA/I0 Ha aKTMBHICTb nedviHkoBoro CYP3A4, W0 BCTaHOBMEHO 3a
epUTPOMILNHOBUM AMXa/IbHUM TECTOM.

Bnaus iHWMX npenapaTis Ha papmMaKoKiHE TUKY e TOPUKOKCUOY

OCHOBHWI LWLNISIX 06MiHY eTOPUKOKCMOY 3anexuThb Bif depmeHTiB CY P. CY P3A4 cnpuse MeTaboniamy eTOPMKOKCUOY in vivo. JocnifXeHHs in vitro BKa3ytoTb Ha Te,
wo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXYTb KaTanidyBaTl OCHOBHMIA LWLNSX 0OMIHY eTOPUKOKCMOY, ane iX KiflbKiCHI XapaKTepUCTUKM He BUBYA/IUCH
in vivo.

KeTokoHa3on. KetokoHa3on € noTy>kHUM iHriéitopom CYP3A4. Tpu 3acTocyBaHHI 340poBUMU A06poBonbUAMK Yy fo3ax 400 Mr 1pa3 Ha [00y NpoTArom
11 AHiB KETOKOHA30/THE YMHMB KNiHIYHO 3HAYYLLIOro BN/IMBY Ha (DapMaKOKIHETUKY eTOPUKOKCKOY B pa3oBii Ao3i 60 Mr (36inbeHHss AUC Ha 43 %).

BopukoHason i MikoHa3on. OgHoYacHe 3acTOCyBaHHS NepopasibHOr0 BOPUKOHA30/ly ab0 MIKOHa30/y Yy BUMNALI OpasilbHOrO el A/19 MICLEBOro 3acTOCYBaHHSA
(noTy>Hi iHriéitopu CYP3A4) 3 eTOPUKOKCUMOOM BUKINKAIO HEBE/IMKE MiABULLEHHA EKCMO3ULIT eTOPUKOKCKOY, L0, OfIHaK, HE BBaXXanocs KNiHIYHO 3HaYyLUMm
3rigHO 3 0Ny61iKOBaHUMW AaHUMMU.

PucpamniynH. OpHouvacHe MNpu3HayYeHHs eTOPUKOKCUOY Ta pudamniuuHy (MoTy>KHoro iHaykTopa ¢epmeHTis CYP) npu3BOAWMIO O 3HVXKEHHS KOHLeHTpauit
eTOPMKOKCKOY B Nna3mi KpoBi Ha 65 %. Lie MoXKe CynpoBOKYBaTUCb NOBTOPHMM NPOSIBOM CUMMTOMIB MNPV OAHOYACHOMY 3aCTOCYBaHHI 3 eTOPUKOKCMOOM. Togi AK
Taki fjaHi MOXyTb BKa3yBaTW Ha HEOOXIAHICTb 30i/bLLEHHSA 031, He PEKOMEH0BaHO 3aCTOCOBYBATU ETOPUKOKCKO y A03ax, L0 NepeBULLYIOTb BKa3aHi /19 KOXHOro
MoKa3aHH$, OCKI/IbKU He BUBYa/I0Cb KOMOIHOBaHE 3aCTOCYBaHHSA prdamMniumHy Ta ETOPUKOKCKOY B TaKmMX [03aX.

AHTauman. AHTaunaHI NpenapaT He YAHATb KNIHIYHO 3HAYYLLLOMO BM/IMBY Ha (DapMaKOKIHETUKY eTOPUKOKCUOY.

Oc06/1MBOCT i 3aCTOCYBaHHSI.



Bnnme Ha LNYHKOBO-KULLIKOBWIA TPaKT

MoBigoMNAN0OCSA NPO YCKNaAHEHHS 3 60KY BEPXHIX BiAA4iNiB LUIYHKOBO-KULLIKOBOIO TpakTy (nepdopauii, BUpa3kn abo KpoBoTedi), iHOAI 3 neTaslbHUM HacnifKoM, y
nawieHTIB, L0 OTPUMYBa/IN ETOPUKOKCKO.

3 06epexxHICTIO cnif npu3HavaT¥ HecTepoifHi NpoTM3anasibHi 3acobu nauieHTaM 3 NiABULEHVM PU3MKOM YCKafHEHb 3 GOKY LUTYHKOBO-KULLIKOBOIO TPaKTY;
naieHTam NiTHbOro BiKy, NawieHTam, L0 3aCTOCOBYIOTb Oy /Ab-IKWIA IHLLWIA HECTEPOIAHWI NPOTU3ana/ibHWIA 3acib abo aueTuncaniumMnoBy KUCNOTY OAHOYACHO, abo
nauieHTam 3i LLYHKOBO-KMLLIKOB/MW 3aXBOPHOBAHHAMM B aHaMHe3i, a came BrpasKaMy Ta LLUYHKOBO-KMLLKOBUMW KPOBOTEYaMU B aHAMHESI.

ICHYe A0AaTKOBWIA PU3MK PO3BUTKY MOGIYHMX eeKTiB 3 OOKY LUMYHKOBO-KMLIKOBOIO TPakTy (LUMYHKOBO-KMLIKOBA BUpaska ab0 iHWI YCKNafHEHHs 3 GOKY
LLUTYHKOBO-KMLLIKOBOrO TPakTy) Mpu OAHOYACHOMY 3aCTOCYBaHHI eTOPUKOKCMOY Ta aueTuncaniumnioBoi KUCNOTU (HaBiTb Y HU3bKMX f[03aX). Y Xo4i TpUBasInX
KMIHIYHUX LOCNI[KEHb HEe CrOCTepiranocs BUPAKEHOI BIAMIHHOCTI y 6e3reui LIOAO LUMTYHKOBO-KWULIKOBOIO TPAKTY MPU 3aCTOCYBaHHI CENeKTUBHOIO iHribiTopy
LLOIM-2 + aueTmncaniumnoBa KAcnoTa Ta HeCTEPOIAHMX NPOTM3anabHUX 3ac06iB + aleTuacaniymioBa K1ucioTa.

Bnaus Ha cepLeBo-CyauHHY CUCTeMyY

KniHiYHi gocnifjKeHHs BKa3yoTb Ha Te, LLL0 3aCTOCYBaHHA NiKapPCbKMX 3aC06iB Kacy cefleKTUBHUX iHri6iTopis LLOM-2 Moxke 6yTK MNoB’A3aHO 3 PU3MKOM BUHUKHEHHS
TPOMBOTUYHUX YCKNaAHEHb (0C06MBO IH(APKTY MioKapZa Ta iHCY/bTy) NOPIBHAHO 3 Nnauebo Ta AeaKnMMU HeCTepOoigHMMM NpoTM3anaibHUMKM 3acobamm. OCKifbKK
PU3NK CEPLIEBO-CYANHHNX YCKMaAHEHb 3pOCTae Mpy 36iMbLUEHHI 403K Ta TPUBAIOCTI 3aCTOCYBaHHS eTOPUKOKCUOY, MpenapaT cif npru3HavaTi Ha AKOMOra KOpoTLUnIA
nepiof Yacy Ta B HaliHWKUMX etheKTUBHMX [060BMX Ao3ax. Cnif nepiognyHo nepernsgati NoTpedy NauieHTiB y CUMATOMATUYHOMY NONErLLeHHI 6010 Ta peakLito
Ha NliKyBaHHS, 0C06/1IMBO Y NaLieHTIB 3 0CTE0apTPUTOM.

MauieHTam 3 BUpPaXXeHUMU (haKTopaMu pU3NKy PO3BUTKY CepLEBO-CYANHHUX YCKNafHeHb (Hanpukiaz apTepiasibHa rinepTeHsis, rinepninigemis, LyKposuid giaber,
NaniHHA) Npu3HaYaT eTOPUKOKCKO CNif NnnLe nicns peTesibHOT OLiHKN PU3NKY PO3BUTKY YCKNaLHEHHS.

CenekTuBHi iHri6iTopn LIOI-2 He 3aMiHIOKOTb 3aCTOCYBaHHSA aLeTUCaTILMN0BOT KUCNOTH A1 NPOMINaKTUKN TPOMO0EeMOONIYHMX CepLEBO-CYANHHIX 3aXBOPHOBAHD,
OCKI/IbKM He YMHATb aHTUarperaHTHoI Ail. ToMy He cnif BiAMIHATY aHTUarperaHTHi npenaparwu.

Bname Ha HUPKK

HupKoBi mpocTarfaHAuHY MOXYTb BIAirpaBaTyi KOMMEHCATOPHY pofib B MIiATPUMLI Mepdysii HUPOK. TOMy npu CTaHax, Lo CYMpOBOAXKYHOTLCA MOTipLUEHHAM
HMPKOBOI Mepys3ii, 3aCTOCYBaHHSA eTOPUKOKCUOY MOXe MPU3BOAWUTW [0 MOCNabMeHHA YTBOPEHHS MpocTarfaHAvHIB i, SK HacnifoK, HUPKOBOr0 KPOBOTOKY, TUM
camMyM MOripLwytYn QYHKUI0 HUPOK. BMUCOKUIA pU3MK PO3BUTKY TaKOl peakLil ICHYE Y MaLieHTIB 3 Y)K€ HasBHUM BUPAXEHUM MOPYLLUEHHAM (YHKUIT HUPOK,
HEKOMMEHCOBAHOK CepLEBO0 HEAOCTATHICTIO ab0 LMPO30M. Y TaKMX MauieHTIiB CMif KOHTPOIOBATY (DYHKLi0 HUPOK.

3aTpumKa pignHu, Habpsakn Ta apTepiasbHa rinepTeH3is

FAK i Npy 3aCTOCYyBaHHI HLIMX NpenapaTis, WO iHriOYTb CUHTE3 MpOCTarfaHAuHIB, 3aTpUMKa PiavHN, HAbpsAKM Ta apTepiasibHa rinepTeHsia crnocTepiranncs y
nawieHTIB, AKMM 3aCTOCOBYBa/IN ETOPUKOKCKG. BCi HeCTepoifHI nMpoTu3anasbHi 3ac0bu, BK/IOUaOUM eTOPUKOKCMO, MOXYTb MPU3BOAUTH A0 PO3BUTKY abo peunansy
3aCTINHOT cepLeBOil HeloCTaTHOCTI. IH(hopMaLLito NPO peakLito 3a1eXXHO Bif 1031 AMB. B po3aini «PapmakonorivyHi BnacTmeBocTi. @apMakoanHamika». 3 06epexxHiCTHO
npenapar Npu3Ha4varoTb MaLieHTaM i3 CepLeBO0 HeLOCTATHICTHO, MOPYLUeHHAM (DYHKUIT NiBOro LWyHOUYKa abo apTepiasibHOK TiMepTeH3IE B aHaMHesl, a TakoX
nawuieHTaMm 3 HabpsikaMm, L0 BUHUKN 3 BYb-AKUX IHLWINX MPUYKUH. TIpK KAIHIYHMX 03HaKax NoripleHHs cTaHy TakuX NauieHTiB cnif BXUTW BIAMNOBIAHMX 3aX0MiB,
BK/1HOYAKOUN BiIMIHY ETOPUKOKCUOY.

ETopvkokcnb, 0cobmMBO Y BUCOKMUX [03aX, MOXe MPU3BOAWUTU [0 YacTilWol Ta TAKYOI apTepiasibHOT rinepTeHsil NopiBHAHO 3 AEAKMMU HLUUMK HECTEPOIAHUMU
npoTm3anasbHMMKM 3acobamu Ta celeKTUBHUMU iHriGiTopamy LIOI-2. Tomy apTepia/ibHYy rinepTeH3ito CNif KOHTPOMOBATW A0 NOYaTKY NiKyBaHHS ETOPUKOKCUOOM, Ta
0co6/MBY yBary cnifi NpUAINNTA KOHTPO/IKO 3a apTepia/lbHUM TUCKOM Mif, Yac NiKyBaHHA eTOPUMKOKCUO60M. ApTepiasibHUA TUCK CAif KOHTPOOBATU NPOTAroM
2 TWXKHIB Nicna noyaTky NiKyBaHHS, a NOTiM — NepioguyHo. AKWO apTepiaibHUA TUCK CYTTEBO MIABULLYETLCA, CNif PO3rNAHYTU MOX/UBICTb aNbTepHATUBHOMO
NiKYBaHHS.

Bnnue Ha neyviHky



MigBULLEHHSA pIBHA anaHiHamiHOTpaHcdepasn (AJ1T) Ta/abo acnaptatamiHoTpaHcdepasn (ACT) (npnbmnsHo B 3 260 GifbLue pasiB MOPIBHAHO 3 BEPXHLOID MEXEHD
HOpMK) criocTepiranocs NprM6M3HO B 1 % nauieHTiB, SKi 6pann yyacTb Y KNiHIYHUX JOCNIIKEHHAX Ta 3aCTOCOBYBa/IM ETOPUKOKCKG y go3ax 30, 60 Ta 90 Mr Ha 06y
npoTArom nepiogy Ao 1 poky.

Cnif cnocTepirati 3a CTaHOM BCiX MauUi€HTIB i3 CMMNTOMaMM NOPYLUEHHS PYHKLIT NMEYiHKKX, a TaKoX NauieHTIiB 3 NaTo/ioriYHMMM NoKasHNKamMu (OYHKLIT NeviHKu.
Mpn 03HaKax MOPYLUEHHS (PYHKLIT MEYIHKM Ta MpU CTINKMX NaTONOriYHMX 3MiHaX MOKa3HUKIB (DYHKUIT nedviHky (B 3 pasn BULLE 3a BEPXHIO MEXY HOPMMU)
eTOPUKOKCKO CNif BigMIHUTK.

3arasibHi BKa3iBKy

AKWO NPOTAroM NliKyBaHHSA Y naLjieHTa CnocTepiraeTbCs NOripLUeHHN (YHKLIT Oy /Ab-AKOT i3 CUCTEM OpraHiB, 3a3Ha4YeHNX BULLIE, CNif BXUTW BiANOBIAHMX 3aX0fiB Ta
PO3rNAHYTU NMUTaHHA MPO BigMIHY €TOPUKOKCKOBY. Cnif 3abe3neynTn Bi4NOBIAHE MeAMYHE CNOCTEPEXEHHS MPW 3aCTOCYBaHHI eTOPMKOKCUOY nauieHTaM NiTHLOro
BiKY Ta NawieHTaM 3 NopyLleHHAM (YHKLUIT HUPOK, NeYviHKy abo cepus.

3 00epexHICTI0 Cnif nounMHaTK NiKyBaHHA ETOPMKOKCMOOM NauieHTiB 3 Aerigpatauicto. PeKoMeHA0BaHO MPOBECTW perigpartauito 40 NoyaTKy 3acTOoCyBaHHS
eTOPUKOKCKOY.

Mpo PO3BUTOK CEPUO3HUX LUKIPHUX peakuiil, y AesKUX BUNafgkax 3 fIeTa/lbHAM HacMigKoM, y TOMY YuCAi eKcqoniaTMBHOIO Aepmartuty, cuHapomy CriBeHca —
[DKOHCOHa 1 TOKCUYHOT 0 enifepMasibHOro HeKposisy, Ay>XKe PifKo NoBigoMAAN0CA NPY 3aCTOCYBaHHI HECTEPOIAHNX NPOTM3anaibHUX 3aC00iB i 4esKUX CENeKTUBHUX
iHri6iTopie LIOI-2 nig yac NOCTMapKETUHIOBOrO CNOCTEPEXXeHHs (AUB. po3ain «lMobiuHi peakuii»). HanBuwmii puanmK po3BUTKY TakKMX peakuiil y nauieHTiB — Ha
noyaTtKy Tepanii, a MoYaToK X NPosBiB Yy GiNbLIOCTI BUNaAKiB — NPOTArOM NePLLOro micaus nikyBaHHS. Cepilo3Hi peakuii rinepyyTnnBOCTI (Taki SIK aHadinakcis i
aHriOHeBPOTMYHMIA HAOPAK) cnocTepirannca y nauieHTiB, SKi 3aCTOCOBYHOTb €TOPUKOKCKG. [eski cenekTuBHi iHriditopyu LIOM-2 nigsuyoTh pUsnK BUHUKHEHHS
LUKIPHUX peakuiil y NawieHTiB 3 anepriyHoo peakuieto 0 Oyab-Koronpenapary B aHaMHe3i. ETOpMKOKCKG cnif BIAMIHUTY NPKU NepLUMX NposiBax BUCMMNIB Ha LUKIpi,
YLWIKOKEHb CNM30BOT 060/I0HKM 260 THLLMX 03HaKax rinepyyTanBOCTI.

Mpn 3acTOCYBaHHI ETOPUKOKCMOY MOXYTb MacKyBaTMCS NPOSABU rapsayKm Ta iHLLI 03HaKM 3anasibHOro npouecy.

3 06epeXHICTIO NPU3HaYatoTb 0HOYACHO ETOPUKOKCKG Ta BapdapuH abo iHLWI NepopasibHi aHTUKOArynsHTH.

3acTocyBaHHA €TOPUKOKCMOY, AK | IHLWKWX Mpenaparis, WO IHri6YOTb UMKIOOKCUIeHasy/ CMHTe3 npocTarfiaHAvHIB, He PeKOMEeHLOBaHO XXiHKaM, fKi NaHyTb
BariTHICTb.

Nikapcbkuii 3aci6 ApKoKCis®, TabneTku, BKPUTI MIIBKOBOK 060/IOHKOI, MICTUTb N1aKTo3y. MalieHTn 3 pigKiCHOK CMafKoBOK HEMepeHOCUMICTIO FafiakTosu,
HeA0CTaTHICTHO lakTa3n abo CMHAPOMOM INHOK030-ra/laKTO3HOI MasibabcopbLii He NOBMHHI 3aCTOCOBYBATH Lieil npenapart.

Llein nikapcbKuii 3aci6 MiCTUTb MeHLLEe 1 Mmonb (23 Mr)/go3y HaTpito, TO6TO NPaKTUYHO BifIbHWIA Bif, HATPILO.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyasto.
BariTHicTb

Hemae KniHIYHMX [JaHuX MPO 3aCTOCYBaHHA eTOPUKOKCMOY B nepiog BariTHOCTI. JOCNifKeHHA Ha TBapvHaxX MPOLEMOHCTPYBa/IN PEnpOLYKTVBHY TOKCUYHICTb.
MMoTeHUIAHNIA PU3NK ANS BariTHUX HEBIAOMMIA. 3aCTOCYBaHHA ETOPUKOKCUOY NPOTArOM OCTaHHLOr0 TPMMECTPY BariTHOCTI, SK i iHWKX npenaparis, WO iHribyHTb
CVMHTE3 MpocTarfaHAvHIB, MOXe MPU3BOAUTU [0 BiACYTHOCTI CKOPOYEHb MaTKW Ta MepeayacHoOro 3akputTs 60TasioBOI NPOTOKM. 3aCTOCYBaHHA eTOPUKOKCUOY
NPOTMNOKa3aHo B Nepiof BariTHOCTI. AKLLO XiHKa 3aBariTHifa nif yac NikyBaHHS, eTOPUKOKCMO HEOOXiHO BIAMIHUTH.

[Mepiof rogyBaHHSA rpyaato

HeBifoMO, U/ NPOHWMKAE eTOPUKOKCMO B TpyfHE MOMOKO. Y LWYypiB eTOPUKOKCUO BUBOAUTLCA 3 MOIOKOM. XKIHKM, AKi 3aCTOCOBYHOTb €TOPUMKOKCUO, He MOBWUHHI

rogyesatu rpygato.

PepTUILHICTL
3acTocyBaHHsA eTOPUKOKCMOY, K | THLLMX Npenaparis, Wo iHridyoTs LLOIMN-2, He peKoMeHA0BaHO XXiHKaMm, AKi M1aHyTh BariTHICTb.




34aTHICTb BNAMBATY Ha WWBMAKICTb peakLii Nnpy KepyBaHHIi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.

MauieHTn, y AKMX Mif Yac 3aCTOCyBaHHS eTOPUKOKCKOY BUHMKAE 3anamMOpOYeHHs, BEpTUIro abo COHNMBICTb, HE MOBUHHI KepyBaTh aBTOTPaHCNOPTOM Ta MnpautoBaTu 3
iHWMMW MeXaHi3MaMu.

Cniocib 3acTocyBaHHA Ta A03Mu.
Nikapcbkuit 3aci6 ApKoKcist® 3acToCcoBYHOTb NepopanbHO. MpenapaT MoXHa NPUIAMATK He3aNeXHO Bifl BXMBaHHS Xi. [04YaTOK ehekTy npenapaTy HacTae LUBWALLE
npv npuiomi nepeg igoto. Lie noTpibHO BpaxoByBaTUNpW HEOOXiAHOCTI LWBWAKOMO NOCN1ab1eHHA CUMMTOMIB.
OCKIifNIbK/N PU3NK BUHUMKHEHHS MOPYLUEHb 3 OOKY CepLeBO-CYAMHHOI CUCTEMM MPU 3aCTOCYBaHHI ETOPMKOKCMOY 3poCTae Mpu MigBULLEHHI 403U | TPMBaOCTI
eKcnosuuii, cnig NPoBOAMTI HANKOPOTLLI KypCy NiKyBaHHSA MpW 3aCTOCYBaHHI HaMEHLIMX e(eKTUBHNX A060BMX A03. Cnig nepiogMyHO NepeoLiHioBaT NOTPedy y
MoJIerweHHi CUMMTOMIB i BIAMOBIfb Ha iKyBaHHSA, 0CO6/IMBO Y NALEHTIB 3 OCTE0apTPUTOM.
OcTeoapTpuT
PekomeHao0BaHa o3a cTaHoBUTL 30 Mr 1 pa3 Ha Ao0y. Y AesKMX nauieHTiB Npu HefoCTaTHLOMY nociabneHHi CMMNTOMIB 36i/bLIeHHA fo3u 4o 60 mr 1 pa3 Ha fo6y
MOXXe NIABULLMTY ePEKTUBHICTb. 3a BIACYTHOCTI NOMIMLUEHHS eqeKTy CMij PO3rIAHYTU MUTAHHSA NMPO IHLI MOX/IMBI METOAW NIKYBaHHS.
PeBMaTOIgHWIA apTPUT
PekomeHA0BaHa 03a CTaHOBUTL 60 Mr 1 pa3 Ha fo6y. Y fesakux nauieHTiB npy HeAoCTaTHbOMY MocnabneHHi CMMITOMIB 36inbleHHs go3n Ao 90 mr 1 pa3 Ha fo06y
MOXE MOKpaLLlyBaTh TepaneBTUYHWIA edhekT. Mpy AOCArHEHHI KNiHIYHOI cTabinisauii nauieHTa, AOLiNbHO 3HM3UTK Ao3y A0 60 mr 1 pa3 Ha goby. 3a BiACYTHOCTI
NONINLWEHHA e(heKTy CNif PO3rNAHYTU NUTaHHA MPO THLWI MOX/IMBI METOAM /TIKYBaHHS.
AHKINO3yunin cnoHanniT
PekomMeH[i0BaHa fj03a CTaHOBUTb 60 Mr 1 pa3 Ha Ao6y. Y Aeskux nauieHTiB nNpy HefoCTaTHbOMY NnocnabneHHi CMMNTOMIB 36iMblUeHHs fo3n o 90 mMr 1 pa3 Ha fo6y
MOXXe MOKpaLLlyBaTh TepaneBTUYHUIA edieKT. Tpy AOCArHeHHI KNiHIYHOT cTabinisauil nauieHTa, AOUINbHO 3HU3UTM A03y A0 60 Mr 1 pa3 Ha Aoby. 3a BiACYTHOCTI
MOJIMNLWEHHS eeKTy Cif PO3rNAHYTU MUTAHHA MPO iHLWI MOX/IMBI METOAM NiKYBaHHS.
rocTpwii 6inb
Y pasi nosiBu roctporo 60/1t0 eTOPUKOKCKO 3aCTOCOBYHOTh /IULLIE Y FOCTPUIA CUMITOMATUYHUIA NEPIoS,.
"ocTpuit nogarpuyHnii apTpuT
PekomeHo0BaHa f1o3a cTaHoBUTL 120 Mr 1 pa3 Ha go0y. Mig yac KAiHIYHUX JOCNifKeHb FOCTPOro nojarpuyHoro apTputy eTopMKOKCKMG 3aCTOCOBYBaIM BNPOAOBX
8 AHiB.
MicnsionepayiiiHnii 6inb, NOB’A3aHWIA 3i CTOMATONOrIYHUM ONepaTUBHUM BTPyYaHHAM PekomeHoBaHa fo3a — 90 Mr Ha 1 pa3 Ha Jo6y NpoTAroM MakcuMym 3 fHiB.
[ns nesknx nauieHTiB MoXe 6yTn He0OXiAHMM A0AATKOBE NicnsonepaliiHe 3He600BaHHS.
[.031, L0 NepeBuLLYOTL PEKOMEHA0BaHI A/1 KOXKHOI 0 NMOKa3aHHSA, He MatoTb A0A4aTKOBOT e()eKTUBHOCTI abo He BUBYanucs. Tomy:
- [103a NPW 0CTe0apTPUTI He MOBUHHA NepesuLLyBaTV 60 M Ha [006Y;
[,03a Npu peBMaToIAHOMY apTPUTI Ta aHKiNo3yroUoMyY CMIOHAMANITI He NOBMHHA NepesuLyBaTy 90 Mr Ha Ao0y;
[03a Mpw rocTpivi nogarpi He NOBMHHA NepesuLLyBaTh 120 Mr Ha 400y BNPOLOBX MakCUMabHOMO Nepiogy NikyBaHHS 8 AHIB;
[03a npv rocTpomy 60/1K0 MiCiA CTOMATO/ONiYHOro ONepaTMBHOrO BTPYYaHHA He MOBMHHA nepesuwyBaT 90 Mr Ha J06Y BMPOAOBX MakCMMasibHOro 3-

[eHHOro nepioay.
MauieH T NiTHLOIO BiKy
Hemae Heo6XigHOCTI B KOPEeKLiT f03yBaHHS ANs NaLieHTIB MiTHLOro BiKy. AK i Y pasi 3acToCyBaHHS iHWMX Npenaparis, Npenapar cnif npusHavaT 3 06epexxHiCTHO
nawieHTam fiTHbOro BiKy.



MopyLUeHHs PYHKLUIT NeYiHKV

He3aneXxHo Bif NokasaHHs NauieHTam 3 nopyLleHHAM (YHKLIT nediHKKn nerkoro ctyneHs (5-6 6anis 3a Wwkasnoto Yainga — IM°10) He cnig nepesuLLyBaTy 4o3y 60 mMr
1 pa3 Ha fo6y. MauieHTaM 3 NOpPYLUEHHAM (DYHKLIT NeYiHK/ NOMIPHOro CTyneHs TAKKOCTI (7-9 6anis 3a Wwkanoto Yainnga — M°10) He3aneXxHo Bif NoKasaHHS He Chij,
nepesuLyysaty fo3y 30 Mr 1 pa3 Ha fo6y.

KniHIYHWIA J0CBIf 3aCTOCYBaHHS 06MeXeHW, 0CO6/MBO LLOAO0 NaUieHTIB 3 NOPYLIEHHAM PYHKLIT NeYiHKM NOMIPHOrO CTYMNeHs, TOMY npenapar cnif npusHavaTti 3
06epexHICTIO. BifcyTHIN KNIHIYHWIA JOCBIA 3aCTOCYBaHHA NpenapaTy MnawieHTam 3 THXKKUM NopyLUeHHAM (yHKLIT nediHku (=10 6anis 3a wkanoto Yainga — M°10);
TOMy npenapaT NPOTUMNOKa3aHW TaKUM MaLlieHTaMm.

MopyLweHHSA PyHKUIT HUPOK

KopuryBaHHS [i031 He NOTPiOHe nauieHTam i3 KaipeHcoM KpeaTuHiHY =30 M/XB. 3aCTOCyBaHHS €TOPUKOKCUOY MmauieHTaM i3 KNipeHCOM KpeaTuHiHy <30 M//XB
MPOTUMOKa3aHo.

aiTn.
ETopuKoKcnb NpoTunokasaHui AiTsM BikOM 4016 pokiB.

Nepeno3yBaHHSA.

Y XoAi KNiHIYHMX AocnifXeHb 3aCTOCYBaHHS pa30BOi [03M eTOPUKOKCMOYy Ao 500 mMr abo Garatopas3oBuii npuitom ao 150 Mr Ha Ao6y npoTarom 21 AHA He
CMPUYUHANN ICTOTHUX TOKCUYHUX eieKTiB. [M0BILOMNANOCA MPO rocTpe nepefo3yBaHHA eTOPUKOKCMOOM, Xo4ya B OiNbLUOCTI BUMAAKIB MPO MOGIYHI peakuii He
nosigomnsanock. MNob6ivHi peakuii, WO cnocTepiraincb HaryacTille, Bignosigann npointo 6e3nekn eTopuKoKcnOy (Taki K peakuii 3 60Ky LUTYHKOBO-KULLKOBOIO
TpakTy, 3 60Ky cepus Ta HAPOK).

Y pasi nepefo3yBaHHs [OLIMbHO BXUTW 3BUYaNHMX MIATPUMYBa/IbHUX 3aX0AiB, HanpuKag BuUAaneHHs HeabcopboBaHOro npenapaty 3i LUIYHKOBO-KMULIKOBOIO
TPaKTy, BeA€HHS KNiHIYHOr0 CroCTEPEXeHHS, Y pa3i He0OXiAHOCTI — NPOBEeAEHHS MiATPUMYBa/IbHOIO NiKYBaHHS.

ETOprKOKCK1G He BUBOAWTLCA NPU reMofiasisi; HEBIAOMO, Y/ BUBOAMTLCA Npenapar npy NpoBeAeHHI NepUTOHeasIbHOro Aiasisy.

Mo6iyHi peakui.

besneka 3acToCyBaHHA €TOPUKOKCWMOY OLiHIOBasIaCb Y XOA4i KNIHIYHUX [JOCnifkeHb 3a y4yacTio 9295 mauieHTiB, BKIOYaKOUM 6757 NaLieHTIB 3 OCTE0apTPUTOM,
PEBMATOIAHUM apTPUTOM, XPOHIYHMM 6O0MEM Y HWDKHIN YaCTUHI CMMHM abo aHKino3ytumMMm cnoHaunitom (NpuménusHo 600 nauieHTiB 3 ocTeoapTputom abo
PEBMaTOIgHM apTPUTOM OfepPXXyBasin NiKyBaHHSA MPOTAroM 1 poky abo A0BLUE).

Mg yac KNiHIYHMX LOCNIMKEHb NPOMiNb HebakaHWX fABUL, OyB OA4HAKOBMM Yy NAuieHTIB 3 OCTE0apTPMTOM abo peBMaToifHWM apTPUTOM, SIKi 3aCTOCOBYBaIU
eTOPMKOKCK6 NpoTAroM 1 poky abo AoBLUE.

Y X0Ai KNiHIYHOro AOCMIIKEeHHS 3a Y4acTHo NALIeHTIB i3 rOCTPMM NOAarpUYHUM apTPUTOM ETOPUKOKCUG Npu3Hadvanv B fo3i 120 mr 1 pa3 Ha fo6y npoTarom 8 AHiB.
Mpoinb HebaXkaHUX ABULL Y LibOMY AOCNIIKEHHI OYB Y LiSIOMY TaKMM CaMUM, K Y AOCNIIPKEHHSX 3a Y4acTHO NauieHTIB 3 0CTE0apTPUTOM, PEBMATOIAHUM apTPUTOM
Ta XPOHIYHMM BOMIEM Y HUXKHII YaCTUHI CIHMN.

Y nporpami ouiHK/ 6e3nekun Ans cepueBo-CyANHHOT CUCTEMM 3a JaHUMW TPbOX KOHTPO/IbOBaHMX AOCMIIKEHb 3 aKTMBHUM MpenapaToM NopiBHAHHA 17412 nauieHTiB
3 0CTe0apTPMTOM abo PeBMaTOIAHMM apTPUTOM OTPUMYBa/IM eTOPMKOKCMG (y ao3ax 60 mr abo 90 Mr) B cepefHbOMY BNPOAOBX Npn6/n3HO 18 micauis. daHi npo
6e3neky Ta 6inbLU AeTanbHa iHhopMAaLLif NPo L0 nporpamy npeacrtasneHi B po3aini «PapmMakosiorivyHi BNacTMBoCTi».

Y xogi KNiHIYHUX JOCNifKeHb 3a y4acTHO NauieHTiB i3 rocTpum nicnsonepauiiHuM 601em Micns CTOMaToNorivyHMX, abAoMiHaIbHO-TIHEKONOTIYHUX XipyprivyHmX
BTPYYaHb, BK/OUaroun 1222 nauieHTu, sSKi 3aCTOCOBYBa/IM eTOPUKOKCMO (y ao3ax 90 mr a6o 120 mr), npodinb HebaKaHUX ABULL, OYB Y LIiNIOMY TaKUM Xe, AK Y
[OCNIPKEHHSX 3a YHaCTHO NalieHTiB 3 0CTE0apTPUTOM, PEBMATOIAHUM apTPUTOM Ta XPOHIYHUM 6OIEM Y HUXKHIN YaCTUHI CMIVHM.



Mpo HwK4Ye3a3HayeHi NobiyHI peakuii NOBILOMMAMOCH 3 BiNbLLIOKD YaCTOTOK MPW 3aCTOCYBaHHI npenapaTy, HX naauebo, y Xo4i KNiHIYHUX LOCNILKEeHb 3a y4acTHo
nauieHTiB 3 OCTe0apTpPUTOM, PEBMATOIAHMM apTPUTOM, XPOHIYHMM 60NEM Y HUXKHIA 4YaCTWHI CMMHM abo aHKiNO3yKuMM CNOHAWMNITOM, SIKi 3aCTOCOBYBa/U
eTopmkokcn6 y fosi 30 mr, 60 Mr a6o 90 Mr npoTsArom 12 TMXKHIB (gocnimpkeHHs 3a nporpamoto MEDAL, KOPOTKOCTPOKOBI AOCNIAXEHHS LLOAO rocTporo 600 Ta

NMOCTMapKETUHIOBUIA OCBIA).

HeAO0CTaTHICTb, HecneuniyHi 3miHu Ha EKT,
cTeHoKapgaist, iHpapkT miokapaas

Knac cuctemu opraHis Mo6iyHi peakuii Kareropis
yacTtoTun*
IHekuiT Ta iHBa3IT a/TbBEONAPHUIA 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 LUTYHKOBO-KULLKOBOT — |HeYacTo
nimgaTUyHOT cUcTemMn KpOBOTeui), NeiKoneHisi, TPOMOOLMTOMNEHIS
MopyLUeHHs 3 60Ky iIMYHHOT | rinepuyTamsicTst B HeuacTo
CUCTEMM
aHriOHEBPOTMYHMIA HabPSK, aHaiNaKTUYHI pigKo
/aHathinakToiAHI peakuii, y Tomy umchi Lokt
Po3naan metabonismy i HabpsKW/ 3aTpyMKa pignHN 4yacTo
XapyyBaHH$
3HMXKEHHSA ab0 MOCU/IEHHSA aneTuTy, 36i/bLUEHHA Macu HeyacTo
Tina
McnxiyHi nopyLUeHHs TPUBOXKHICTb, Aenpecis, NoripLieHHs Po3yMOoBOT HeyacTo
AiANLHOCTI, ranoumHaii
CnNyTaHicTb cBigoMocTi¥, HecnoKiiHWiA cTaH¥ piAKo
MopyLueHHs 3 60Ky HEPBOBOT |3arnamMOpOY€eHHS, FOMI0BHUIA 6inb 4acTo
cUCTeMM
ancresis, 6e3COHHSA, NapecTesisa/rinecTesis, COHMMBICTb |HeYyacTo
IMopyLUEeHHS 3 60Ky opraHiB  [HEYITKICTb 30pY, KOH IOHKTUBIT HeyacTo
30py
MopyLueHHs 3 60Ky OpraHiB  |LUYM Y ByXaX, 3arnamMopOYeHHs HevacTo
CNyxy i BeCTUOYNSAPHOro
anapary
MopyLUEeHHS 3 6OKY cepus cepLebuTTs, aputmist yacTo
ibpunsLis nepeacepab, Taxikapaist, sacTiliHa ceplesa  |HeYacTo

Tabnuygq 2



MopyLleHHs 3 60Ky CYAUHHOI | rinepTeHsis 4acTo
CUCTEMM
NPUNAMBY KPOBI, MOPYLLEHHSA MO3KOBOr0 KPoBOOGiryS,  |HevacTo
TpaH3UTOpPHa iLLieMiuHa aTaka, rinepToHiYHNA Kpust,
BacKynit
MopyLeHHs 3 60Ky opraHiB | 6poHxocnasm¥ 4acTo
[ANXaNbHOT CUCTEMWN, TPYLHOT
KNITKW | cepefoCTiHHSA
Kallenb, AWUCNHOe, HOCOBA KPOBOTEYa HeyacTo
MopyLueHHs 3 60Ky 6iNb Y XNBOTI AY>Xe 4yacTo
LLTYHKOBO-KMLLIKOBOI O
TpakTy
3anop, MeTeopuaM, racTpuT, nevis/ KUCNOTHWIA pedhItoKC, | 4acTo
Aiapes, gucnencisa/gmckomdgopT B AiNAHLI eniracTpis,
Hy[O0Ta, 6/10BaHHA, e30(ariT, BUpa3Ku B POTOBIl
MOPOXKHWHI
30YTTA XMNBOTA, 3MiHA XapaKTepy NepucTaibTUKN HeyacTo
KULLIEYHWKY, CYXICTb Y POTi, raCTPOAYyOAeHaSbHI
BMPA3KK, NeNTUYHI BUPa3KK, y TOMY Yunc/i nepdopawis i
KposoTeya LLIKT, cnHapom nogpasHeHOro KNLWEYHUKY,
naHkpeatuts
[MopyLUeHHs 3 60Ky nigsuwleHHs AT, nigsuweHHa ACT yacTo
renatobiniapHoi cuctemm
renatuts piaKo
MNeYiHKoBa HeOCTaTHICTLY, JKOBTAHMLSAT pigkot
MopyLUEeHHS 3 BOKY LUKIpU i [eKXIMO3 4acTo
MiALKIPHOT KNITKOBUHM
HabpAK 0611yus, cBep6ixX, BUCKN, epuTeMat, He4yacTo
Kponus’aHKat
cuHapom CTiBeHca — [PKOHCOHAT, TOKCUUHWIA pigkot
enifiepManbHUIA Hekponist, cTilika MeaMKaMeHTo3Ha
eputemat
MopyLUeHHs 3 60Ky cnasmu/cyaomu M’s3iB, CKeNeTHO-M’A30BUIA 6inb HeyacTo

OMOPHO-PYXOBOT CUCTEMM |
CNONYYHOT TKaHNHU

/CKyTICTb




MopyLUEHHS 3 6OKY HMPOK i | MPOTETHYPIA, NiIABULLEHHS PIBHA KpeaTUHIHY B CMPOBATLL | HEeYacTo

CEevoBUAINbHOT CUCTEMM KPOBI, HPKOBA HeoCTaTHICTL/ANchyHKList (anB. po3ain
“Oco6NMBOCTI 3aCTOCYBaHHA")

[MopyLLEHHS 3arajibHOro acTeHis/BTOMa, rpunonoAibHi cuMnToMm 4acTo

CTaHy Ta NOpPYLLEHHS,

MoB’A3aHi 3i

cnoco6om 3aCTOCyBaHHA

6inb y rpyaHin KniTui HeyacTo
JlabopaTopHi AOCNIMKEHHS | MiABULLEHHA PIBHA a30TYy CEYOBUHW KPOBI, NiABULLEHHSA |HeYyacTo
PIBHA KpeaTMH(OCHOKiHa3N, rinepkaniemis, NigBULLEHHS
PiBHSA CEYOBOI KMUC/IOTU

3HWKEHHS PiBHSA HATPItO B KPOBI pigKo
* KaTeropis 4aCToTM BU3HAYa€ETLCA 15 KOXHOr0 TEPMiHY MOGIYHOr0 ABULLA 33 YaCTOTO B 6a3i JaHUX KAIHIYHMX JOCNiAKeHb: fyxXe YacTo (=1/10); yacTo (=1/100,

<1/10); HeuacTo (=1/1000, <1/100); pigko (=1/10000, <1/1000); ayxe pigko (<1/10000).

¥ NoGiuna peakuis i4eHTUDIKOBaHa Yy X041 MOCTMAPKETMHIOBOIO CNOCTePeXeHHs. YacToTa BM3Havanaca 3a MaKCUMa/lbHOK YacTOTOR Y KNIHIYHUX JOCNIAXKEHHAX

(paHi 3ibpaHi 3a 3aTBEPAKEHUMM NOKa3aHHSAMN Ta [03aMN).

T Kareropis yactoTu “pigko” Bu3Havanacs BignosigHo ao Guideline on summary of product characteristics (SmPC) (2-i1 nepernsg, sepeceHb 2009) Ha nigcTasi

PO3paxoBaHOi BEPXHbOT Mexi 95 % foBipyoro iHTepsany An1s O ABULL, 3 ypaxyBaHHAM KiZlbKOCTi YYacHWKIB, SKi npuiiMani nikapcbKuii 3aci6 ApKokcis®, B aHani3i

paHux 11 thasu, 06’eaHaHMX 3a 403010 | MoKaszaHHAM (N=15470).

3 [inepuyT/NIMBICTb BK/KOYAE MOHATTHA: aleprid, MeAuKaMeHTO3Ha anepris, MeAMKaMeHTO3Ha rinepyyTAMBICTb, FiNepyyTMBICTb, iNEpUYYTMNBICTb HEYTOUYHEHA,

peakuisa rinepyyTMBOCTI | HEYTOUYHEHA anepris.

§3a pe3ynbTaTamu aHai3y TpMBasvx, KOHTPO/IbOBaHMX 3a A0MOMOroH Mnauebo i akTMBHOMO npenapaTy NOPIBHAHHA KNIHIYHKUX AOCNIIPKEHb, CENEKTUBHI IHr6IiTOpK
LLOIM-2 6ynu nos’s3aHi 3i 30i/IbLLUIEHHAM PU3MKY BUHUKHEHHS CePio3HMX apTepia/ibHUX TPOMOOTUUYHUX MOAINA, BKNHOYaoUM iH(apKT Miokapaa Ta iHcynbT. basyroumch
Ha HasiBHWX JaHWX, MasIoiMOBIPHO, L0 36i/bLUEHHS aGCONOTHOIO PUSMNKY BUHUKHEHHSA TaKuUX SBULL, NepeBuLLMTb 1 % Ha pik (HeyacTo).

Mpw 3acTocysaHHi HM3MM noBigomnsn0ca NPo Taki Cepito3Hi No6iYHI peakLii: HePOTOKCUYHICTb, BK/KOUYAKOUM IHTEPCTULia/IbHUIA HEDPUT i HePPOTUUHUIA CUHAPOM,
TOMY He MOXXHa BUK/KOYATM X BUHUKHEHHS MPY 3aCTOCYBaHHI ETOPUKOKCUOY.

3BiTYBaHHS NPO Nif03ptoBaHi NOOIYHI peakLii
BaxknnBo 3BiTYBaTV NPO Nifo3ptoBaHi NOGIYHI peakLil nicns peecTpauii nikapcbKoro 3acoby. Lle aae 3mory i1 Hafgani KOHTPO/IKOBATU CMiBBIAHOLLEHHS KOPUCTL/PU3NK
Mpu 3aCTOCYBaHHI IKapCbKOro 3acoby. KBanithikoBaHWX NpaLiBHUKIB Y rany3i 0XOPOHW 340P0B’ A NPOCATL MOBIAOMATY MPO BCi Nif03PHoBaHi MO6IYHI peakLii.

TepmiH NpUAATHOCTI.
3 poku. He 3acTocoByBaTu Nicns 3aKiHYeHHS TEPMiHY NPUAATHOCTI, 3a3Ha4eHOro Ha ynakoBL,i.

YMoBW 36epiraHHs.
36epirati B OpuriHa/IbHIN ynakosui npu TemnepaTypi He BuLe 30 °C B HeJOCTYMHOMY A/15 4iTei MicLi.



YnakoBKa.

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

Mo 7 TabneTtok y 6nictepi. 1 a6o 4 6aicTepun B KAPTOHHI KopoobL,i.
[ns TabneTok no 120 mr.

Mo 7 Tabnetok y 6nicTepi. 1 6nicTep B KAPTOHHIN KOPOOL,.

KaTeropis Bignycky.
3a peuenTom.
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