Cknapg,

AitoYa pevoBUHa: Lie1eKOKCHB;

1 kancynamictmutb 100 mr abo 200 mr LieneKokcuby;

OOMNOMIKHi peYoBMHW: NaKTO3a, MOHOTi ApaT; HaTPi o KpocKapmMeno3a; nosigoH (K-30); HaTpito
naypuncynbdat; MarHito cteapart; TuTaHy giokema (E 171); »kenatuH.

NikapcbKa popma

Kancynu.

OcHOBHi }i3MKO-XiMiYHi BNacTUBOCTI:

Onakancynno 100 mr: 6ini HeNpo30pi TBEPAi XKeNaTUHOBI Kancynm po3mipy «3» 3rpasitoBaHHAM « M»
Ha KpuweyLiTa «12» Ha Kopnyci Kancyau, 3anoBHeHi 6innm abo maiixke 6ivMM rpaHyIbOBaHMM
NOPOLLKOM.

Onskancynno 200 mr: 6ini Henpo3opi TBEPAI *KeNATUHOBI Kancy1M po3mipy «1» 3rpaBitoBaHHAM « M»
Ha KpuwweyLiTa «13» Ha Kopnyci Kancyau, 3anoBHeHi 6innm abo maixke 6invm rpaHyIbOBaHMM
NOPOLLKOM.

dapmakoTepaneBTMYHa rpyna

HectepoigHi npoTM3ananbHi Ta npoTupeBmaTmnyHi 3acobu. Kokenbu. Kog ATX MO1A HO1.

dapmakooriyHi BAacTMBOCTI

dapmakogmHamika.

MexaHi3m gji. Llenekokcnb mae 3He 60110BasIbHi, NPOTU3aNabHIi Ta YKapO3HMKYBAbHI BNACTUBOCTI.
BBarkaeTbca, WO mexaHiam gji npenapaty AEHOKCUB noB’sa3aHuii 3 iHribyBaHHAM CUHTE3Y
npocTarfaHAMHIB, MepeBarKHO WAXOM iHT 6yBaHHA LLMKAOOKcUreHasn-2 (LLOr-2). Llenekokcnb €
NOTYXXHUM iHFiBITOPOM CUHTE3Yy NpocTarnaHauHiB in vitro. KoHueHTpauii uenekokcunby, aki bynu
[AOCATHYTI Nig yac Tepanii, cnpuunHanm edekTninvivo.

MpocTarnaHAMHK NiABULLYHOTb Yy TAMBICTb ade peHTHUX HEPBIB Ta MOCUIOIOTL Aito BpaanKiHiny,
CTUMYNOOYM BiNb, y MOZeNnAX Ha TBapuHax. MNpocTarnaHamMHm € meaiaTtopamu 3ananeHHA. OckinbKu
LeIeKOKCUD € iHTBITOpOM CMHTE3Y NpoCcTarnaHauHIB, MexaHi3am Moro Aii moxke 6yTn 3yMoBAEHUI
3HUMKEHHAM PiBHA NpOCTarnaHAMHIBY NepudeprUUYHNX TKaHMHAX.



dPapmaKkogMHaMiYHi BAACTUBOCTI.

TpomboumnTun. 3a AaHUMU KNiHIYHUX A0CNi AXKEHb 3 y4acTHo 340P0BUX 0OPOBObLLIB, 3aCTOCYBaHHA
LeneKoKkcnby y pasosmx gosax ao 800 mr Ta 6araTopasoBumx Ao3ax 4o 600 mr 2 pasum Ha 4oby npoTarom
nepioay 4o 7 AHiB (W0 NepeBuLLYE PEKOMEHA0BaHI TepaneBTUYHI A03M) He BN/IMBA/IO HA 3BMEHLIEH HA
arperauiiTpomboumnTiB ab0 NOAOBKEHHS Yacy 3ropTaHHA KPOBi. Yepes BiACYTHICTb BNIMBY Ha
TPOMOBOLUTM LLEeNEKOKCMD HE MOXKHA 3aCTOCOBYBATU AK 3aMiHHMK aLLe TUICaNiLUAOBOI KUCAOTH ANA
NpodiNaKTUKMN 3aXBOPIOBaHb CepLLE BO-CYANHHOI cMcTeMn. HeBiLOMO, UM BNIMBAE LLeNeKOKCHUO Ha
TPOMOBOLMTM LLO A0 NiABULLEHHA PU3UKY PO3BUTKY CEPMO3HUX CE PLLEBO-CYANHHMX TPOMBOTUYHMX
NobiuHUX peakL,in.

3aTpuMKa piauHUMpUrHiyeHHA cuHTe3y npoctarnaHamHy E2 (MFE2) moke Npu3BoaAMTU A0 3aTPUMKK
HaTpito Ta BOAM 3a paxyHOK 36i/blieHHA peabcopbLiiy BUCXigHI M TOBCTiMYacTMHI neTni FeHne
MO3KOBOTO LLIAPY HUPOK i, MOXKAMNBO, B iHLIMX CEFMEHTAX AUCTaNIbHUX BiAAiNiB HeppOHY. BBaXKaeTbCA, WO
MrE2 npurHiyye peabcopbuito Boau y 36ipHUX TpyOOUKax, NepeLlKoaKatoun 4ji aHTnajypeTM4yHoro
rOPMOHY.

dapmakokKiHeTHKa.

MoKa3HMKM BNANBY LLeIEKOKCMBY 36inbLUyOTbCA NPUOHAM3HO NPONOPLIMHO A0 403U NiCNA 3aCTOCYBaHHA
200 mr npenapaTy 2 pasu Ha A06y; Npu BULLMX A03aX CNOCTEPIraeTbCcA MeHLL NponopuiiiHe 36iiblueHHA
NMOKa3HWKIB. [lpenapaTt xapaKTe pu3yeTLCA LUMPOKUM PO3MNOAiNI0M Ta BUCOKMM PiBHEM 3B’ S13yBaHHA 3
6inkamu. Llenekokcnb meTtabonisyerbea ronoBHUM YmHom CYP2C9 3 nepiogom HaniBBuBe A€ HHA
npnbam3Ho 11 roauH.

Abcopbuin. MNikoBi piBHI LEeNeKOKCMbY y N1a3mi KpoBi AocaraoTbes NpubansHo Yepes 3 roanHuM nicns
nepopanbHOro 3actocyBaHHsA. MNpu 3acTocyBaHHI NpenapaTy HaTwe y fo3i go 200 mr 2 pa3un Ha goby sk
MaKCMMa/bHa KOHLeHTpaLis npenapaty y naasmi kposi (Cmax), Tak i naowa nig dapmMmakoKiHETUYHO
Kpmeoto (AUC) npnban3HO NponopLinHi 40 A03M; NPU BULLMX 033X 3HAaYeHHA Cmax Ta AUC
36inblWytoTbCA cybniHiHO. JochigKeHHA abcontoTHOI 6iogoCcTyNHOCTI NpenapaTty He nposoanu. Mpu
6araTopasoBOMY 3aCTOCYBAHHI PiBHOBAXXHWUI CTaH A0OCArAETbLCA HA 5-1 AeHbabo paHile.
dapmaKoKiHETUYHI NapaMeTpm LLeIEKOKCUBY y rpyni 340poBUX 406POBObLIB HaBeAeHO Yy Tabaunui 1.

Tabnnusa 1

KiHeTuKa po3noginy pa3osoigosu (200 mr) uenekokcnby B 300poBux AobposonbLisl

CepegaHi (KoediujieHT BapiaLii, %) 3Ha4ye HHA papMaKOKiHETUYHUX NapaMeTpiB

Cmax, Hr/mn



Tmax, rog,

EdekTnBHMntl/2, rog,

Vss/F, n

CL/F, n/rop,

705 (38)

2,8 (37)

11,2 (31)

429 (34)

27,7 (28)

1 — pobpoBonbL;i NicnA 3acTocyBaHHA NpenapaTy HaTle (n=36, 19-52 pokwu)

Vss/F—06’em po3noainy 8 piBHOBa)KHOMY CTaHi.

CL/F —nna3moBuii KnipeHc.

Bnaue BXuBaHHA iXi. MNpu 3actocysaHHi npenapaTty AEHOKCUB niayvac BXXMBAHHA iXKi 3 BUCOKMM
BMiCTOM XMpiB Cmax cnocrepiranach i3 3aTpuMKoto npnbansHo Ha 1-2 roamHu 3 nigsuieHHAM AUC Big,
10 % no 20 %. MNpwu 3acTocyBaHHI NpenapaTy HaTLle y Ao3ax noHaa 200 mr cnocTepiraeTbea cybniHiliHe
36inblieHHA 3HaYeHb Cmax Ta AUC, wo noB’A3yoTb 3 HU3bKOO PO3YMHHICTIO NpenapaTy y BOAHOMY
cepenoBuLL;.

OaHouvacHe 3actocyBaHHA npenapaty AEHOKCUB 3aHTauuaamm, Wo MicTATb astoOMiHI i Ta marHii,
NPM3BOAW/IO A0 3HUKEHHA KOHUEHTPALI M Lle NeKOKeMOby y Na3mi KPoBi 3i 3HMMKEHHAM NoKasHMKa Cmax
Ha 37 % Ta AUC Ha 10 %. JEHOKCWBY po3ax ao 200 mr 2 pa3u Ha o6y MOXKHa NpUAMaTU He3anekHo
Bi L BYXMBAHHSA iKi. [ 19 NOKpaLLEHHA BCMOKTYBaHHSA C/lifg,3acTocoByBaTh BUL,i A03M (400 mr 2 pasu Ha
0ob6y) pasom i3 ixeto.

Y 380p0BUX OPOCANX A06POBO/IbLLIB 3aranbHUIA BNAMB NPU CUCTEMHOMY 3acTocyBaHHi (AUC)
Le/IeKOKCUDY He Bigpi3HABCA NPU NPOKOBTYBAHHI KancyanTa npu po3BedeHHi i BMicTy B Abay4yHomy
nrope. Micns npuitomy BMicTy Kancyn 3 A61y4HUM NOPE He CNOCTEPiranm }KogHMX 3HaYYLLMX 3MiH
nokasHukis Cmax, Tmax abo t1/2 (nepioa HanisemBeaeHHn) (aus. po3ain «Cnocib 3acTocyBaHHATa
0031»).

Po3nogjin. Y 3gopoBux 4o6poBONbLIB NPW 3aCTOCYBaHHI B KNiHIYHOMY Aiana3oHi 403 LeeKoKcMb maike
NMOBHIiCTHO 3B’A3yE€TbCA 3 HiAKamu (NpUbAM3HO Ha 97 %). locnigKeHHsA in vitro 4OBOAATD, LLLO LEeN1eKOKCUO
3B’A3YETbCA FO/IOBHUM YMHOM 3 a/1bOYMiHOM Ta MEHLLO MipOH —3 A 1-KUCTIOTHUM FN1iKONPOTEiHOM.
Buammuii o6’em posnoginy y cTaHi piBHoBarv CTaHoBUTb NpMban3HO 400 N, WO BKA3YE Ha LUMPOKMUIA
po3nogin npenapaty B TKAHWHaX. LleN1eKoKcnb He e MOHCTPYE NepeBaXKHOro 38’ A3yBaHHA 3
epUTpoLMTaMM.



MeTaboniam. MeTaboi3m LeneKokcnby ronoBHUM YMHOM 34iNCHIOETbCA 3a gonomoroto CYP2C9. Y
nnasmi Kposi ntoamHun 6yno BuaBneHo 3 meTaboniTL: NepBMHHKUIA CNUPT, BianoBiAHa KapboHOBa KMcnoTa
Ta il FNOKYPOHigHMI KOH toraT. LLi meTaboniTh He MatoTb aKTUBHOCTI W0 A0 iHr6yBaHHA LLOM-1a60 LLOT-
2.

Ekckpeuin. LleneKokcnb BUBOANUTHCA FOIOBHUM YUUHOM LLUNAXOM NEYiHKOBOro meTaboniamy Ta nuwe
HeBeJIMKa KiNbKicTb (MeHLWe 3 %) He3amiHeHOro NpenapaTy BUBOANUTLCA i3 ceyeto Ta Kasiom. Micns
nepopasbHOro 3aCToCyBaHHA 0HOPA30B0I 403K NpenapaTy, MiYeHOro pasjioisoTonom, npubamsHo 57 %
0031 BUBOAMNOCA 3 Kanom i 27 % — i3 ceveto. OCHOBHMM meTaboniTomy cedi Ta Kani byna kapboHoBa
Kucnota (73 % [o3u), Npu UpboMy B CEYi TAKOXK BUABASNACA HEBEJIMKA Ki/IbKICTb ITIOKYPOHiay.
BBaKaeThCA, WO HMU3bKa PO3UYMHHICTb NpenapaTy NoA0BKye npouecabcopbuii, wo pobuTtbtl/2 6inbu
BapiabenbHUM. EdeKTnBHMINt1/2 cTaHOBUTL NPUBAN3HO 11 rOAUH 33 YMOB 3aCTOCYBaHHSA HaTlLe.
KnipeHcniasmu Kposi cTaHoBUTb Nprbam3Ho 500 mn/xB.

OKpemi rpynu nawieHTiB.

MauieHTM NiTHLOrO BiKY. Y NaLiEHTIB NiTHLOTO BiKY (CTaplue 65 poKiB) y piBHOBaXkHOMY cTaHi Cmax byna
Ha 40 % Buwa i AUC — Ha 50 % BuLa NOPIBHAHO 3 TAKMMM Y NALLiEHTIB MONOALIOIO BiKY. Y XKiHOK NiTHbOIO
Biky Cmax i AUC ana uenekoKcmby € BULLMMMU, HiXK Y YHONOBIKiB NiTHbOrO BiKy, a/sie Lie NiaBULLLEHHSA
nepeBa*kHO € HACNT AKOM MEHLLOTMACK TiNay XKiHOK. 3araiom KOpUryBaTn f03y NaLieHTaM 1iTHbOTO BiKy
He NoTpibHo. OgHAK Y NaLieHTIB 3 Macoto Tina meHLwe 50 Kr niKyBaHHA clig po3noYnHaTh 3 HalmeHLWoT
peKkomeHA0BaHOI A03M (AuB. po3ain «Crnocib 3acTocyBaHHA Ta 403M»).

Litn. 3a gaHumu gocnigxeHoy 152 nauieHTiB 3 OBEHIIbHUM PpEBMATOIAHUM apTPUTOM BiKOM Big, 2 A0
17 pokiBTa macoto Tina= 10 Kr 3 yparkeHHAM 04HOro YM 6aratbox cyrnobis abo is cucteMHUMMU
NposBaMu IOBEHIIbHOrO PEBMATOIAHOMO apPTPUTY OLiHIOBaNacb papMaKOKiHETUKA PiBHOBAXKHOTMO CTaHy
Mic/A 3aCTOCYBAHHA LLe/IEKOKCMOY B eKCre puMeHTanbHi i dopmi cycneHsii gns nepopanbHoro
3acTocyBaHHA. PapMaKoKiHETUYHWUI NONYNALIMHWI aHaNi3 NOKa3aB, WO KAipeHC (HecKopMrosaHuii 3a
Macolo Tina) Npu ne popanbHOMY 3aCTOCYBaHHI LLe 1EKOKCUBY 3p0CTaE MeHLU HiXK NPONopLiiHO A0
36i/1blIEHHA MacKU Tina, NpUYoOMy NPOrHO3yBanoca, WO Y NaLieHTIB 3 Macoto Tisla 10 Ta 25 Kr KnipeHc
6yae meHwnmHa 40 % Ta 24 % BiANOBIAHO NOPiIBHAHO 3 AOPOCANMM NALIEHTAMMU 3 PEBMATOIAHUM
apTPUTOM 3 Macoto Tinia 70 Kr.

3acTocyBaHHsA Kancyn uesekokemby no 50 mr 2 pasu Ha o6y naujieHTam i3 loBEHiNbHUM peBMaToigHUM
apTPUTOM 3 Macoto Tina 12 1a £ 25 Kr1a Kancya no 100 mr nauieHTam i3 OBEHiNbHUM peBMaTOoigAHNM
apTPUTOM 3 Macoto Tina> 25 Kr mae 3a6e3neunTn noaibHy KOHLLEHTpaL,i o Lie e KOKCMby y Niasmi KpoBi
[0 Ti€i, Wo cnocTepiranaca nigyac KNiHiYHOTo 4OCNi AXKEHHSA, B AKOMY OY/10 NPOAEMOHCTPOBAHO He
MeHLWY e peKTUBHICTb Lle 1eEKOKCMBY, NOPiBHAHO 3 HAMPOKCEHOM, Y A03i 7,5 mr/Kr 2 pasu Ha aoby (aus.
po3ain «Cnocib 3acTtocyBaHHA Ta A03M» ) [AOCNiAXKeHb 3aCTOCYBaHHSA L@ 1eKOKCUBY NnaLjieHTamis
FOBEHiIbHUM PEBMATOIAHMM apTPUTOM BiKOM Z10 2 pPOKiB abo macoto Tinia meHuwe 10 Kr He NpoBOAUAIN.
TaKkoX He NPoBOAUAN AOC/i AKEHHA TPpMBaANIcTIO Binblue 24 TUMKHIB.



PacoBa npuHanexHicTb. BpaxoByroun pesyisTaTi meTa-aHanisy GapMaKoKiHETUYHWUX A0CiAXKeHb, 6yn0
3po6aeHO NPUNYLLEHHS, WO 3HavYeHHA AUC LeneKoKcnby B NpeacTaBHUKIB HErpoigHoi pac Ha 40 %
BULLLE, HiXK Y NpeACTaBHMKIB EBPONEOiIAHOT pacK. NOACHEHHA Ta KNiHIYHA 3HAYYLLiCTb LMX pe3ynbTaTiB
HeBiAOMi.

MopyweHHA dyHKLUjiTnedYiHKn. PapmakoKiHeTUYHE A0CNi AXKEHHA Y NALiEHTIB 3 1erkMmu (KnacA 3a
Knacudikauieto Yatnga-M'to0) Ta nomipHumu (Knac B 3a Knacudikauieto Yalinaa—MN’to) nopyie HHAMN
dYHKUiTNeyviHKM nokasano, wo AUC ueneKokcnby B piBHOBaXKHOMY CTaHi NiABULLYETLCA NPUBIN3HO Ha
40 % Ta 180 % BiAnoBiAHO NOPiBHAHO 3i 34,0POBUMM JOOPOBOABLLAMMU IPYNU KOHTPO0. Tomy
pekomeHaoBaHy gobosy go3y npenapaty AEHOKCUB y kancynax cnigameHwWnTn npmubamnsHo Ha 50 %
Npu 3acTocyBaHHI NaLUieHTaM i3 NOpyLIEHHAMU GYHKLTNeUYiHKM NOMipHOTO CTYN eHs TAXKKOCTI (KnacB3a
Knacudikauieto Yannga-'to). JocnigKeHb y NALLIEHTIB 3 TAXKKMMM NOPYLLEHHAMM GYHKLiTNEYiHKM (Knac
C 3a knacuoikaujieto Yannga-’'to) He nposoamnun. 3actocyBaHHA npenapaTy AEHOKCUE nauieHTami3
TAXKUMU NOpyLLIeHHAMM QYHKLiTNeYiHKM He peKomeHAay eTbeA (amB. po3ain « Cnocib 3acTocyBaHHATa
003n»).

MopyweHHA GyHKLUiTHUMPOK. 3riaHo 3 pe3yabTaTamu nepexpecHux gocniaxkeHb, AUC Lueekokenby y
NaLiEHTIB 3 XPOHIYHOI HUPKOBOIO HEAOCTATHICTIO (LWBNAKICTL KNYy60UKoBOI dinbTpaLii35—60 mn/xB)
6ynanpunbam3Ho Ha 40 % MeHLLA, HiXK Y MaLiEHTIB 3 HOPMabHOK QYHKLLiEH HUPOK. 3HAUYLLLOTO 3B’ A3KY
Mi¥K LUBMAKICTIO KNy60ouKoBOI diNbTpaLiiTa KNipeHCoOM LLe1eKOKCnby BUsiBneHo He byno. [locnigKeHby
MaLieHTIB i3 rocTPOIO HUPKOBOIO HEAOCTaTHICTIO He NpoBoAnAN. MoAibHO A0 iHWKX HeCTe PoiaHMX
npoTunsananbHux npenapatis (HN3M), AEHOKCUB He peKomeHA0BaHWUI A5 3aCTOCYBaHHA NaLieHTaM 3
TAMKKOI HUPKOBOK HEeAOCTaTHICTHO (AMB. po3ain «MobiyHi peaKLii»).

[MToKa3aHHA

N cMMNTOMaTUYHOTO N1iKyBaHHA OCTE0APTPUTY, PEBMATOIAHOTO apTPUTY Ta aHKINO3MBHOIO CNOHANNITY
(amB. po3gin «OcobanBOCTI 3aCTOCYBaHHAY).

[nAa nikyBaHHA roctporo 60110y 4OPOCANX NaLieHTiB (anB. po3ain « OcobanBOCTI 3acTOCyBaHHAY).

[ns nikyBaHHA NepBUHHOI AMcMeHopeT (amB. po3ain « Ocob1MBOCTI 3aCTOCYBaHHA»).

npOTMI'IOKa3aHHFI

OEHOKCUB npoTnnoKasaHuii nauieHTam:

3 BiIOMOIO rinepyyT/AMBicTIO (HanpuKknag, aHadinakTUYHI peakLiiTa ce pio3Hi WKipHi peaKLuii) Ao
LeneKoKkcnby abo go 6yab-aKMX KOMNOHEHTIB NiKapCcbKoro 3acoby (ame. po3ain «OcobanBocTi
3aCTOCYBaHHAY);

3 HAABHICTIO B aHaMHe3i 6pOoHXianbHOIaCTMM, BUNaAKiB KpONUB’ AHKM abo iHLLMX peakLili anepriyHoro
TUNY NiCNfA 3aCTOCYBaHHA aUeTUACaNiumMnoBoikucnotmabo iHwmx HMN3M; y TakmMx nauieHTiB 6yau



3apPEECTPOBaHI TAMKKI, iIHKONM NeTanbHi, aHadinakTUuHi peakuiiHa HN3M (ame. po3ain «OcobansocTi
3aCTOCYBaHHAY);

nicna nposeeHHsA XipypriYyHoi onepaLiii3 a0pTOKOPOHAPHOTO LWYHTYBaHHA (AMB. po3ain «OcobansocTi
3aCTOCYBaHHAY);

B AKMX BY/11 3apeecTpoBaHi peakKujianepriyHoro Tuny Ao cynbdaHinamigHmx npenaparis.
B3aemogais 3 iHWKMM NiKapCbKMMM 3acobamMm Ta iHLWI BUAM B3aEMOA]i

JNikapcobKi 3acobu, Wo BNAMBAOTb HA reMOCTas. LileneKoKcnb Ta aHTUKOAryAsHTK, Taki AK BapdapuH,
BMABNAIOTb CUHEPriYHWNIM e PeKT Ha KpoBoTedi. OgHOYaCHEe 3aCTOCYBaHHSA Lie1eKOKCMbY Ta
AHTUKOAryNAHTIB NiABULLYE PU3NK BUHUKHEHHA CE PHNO3HOI KPOBOTEYi MOPIBHAHO i33aCTOCYBAHHAM
KOMKHOIO 3 LIMX NpenapaTiB OKpemo.

CepOoTOHiH, AKMI BUBIILHAETLCA TPOMBOLUMTAMU, BiZirpae BaXKAUBY pOab Yy remocTasi. [locniaxeHHsa Tuny
«BMMNAJOK-KOHTPOJIb» Ta KOTOPTHI €NiAeMIONOrivYHi A0CNi AXKEHHA NOKA3aNW, Lo OAHOYACHe
3aCTOCYBaHHA NiKapCbKMX 3aC06iB, AKi NepeLKoAKatoTb 3BOPOTHOMY 3aX0NAEHHIO Ce pOTOHIHY, Ta HM3M
NiABULLYE PU3MK BUHUKHEHHA KPOBOTeUi binblue, Hixk 3acTocyBaHHsA HM3IM sk moHoTepanii.

Cnip34iMcHIOBAaTU MOHITOPUMHT NaLLiEHTIB, AKi ogHoYacHo 3acTocoBytoTb IEHOKCUE Ta aHTUKOArynaHTH
(Hanpuknag, BapdapurH), aHTUTPOMBOUUTaPHI NpenapaTh (HanpuKknag, aueTUACaNiLnAoBY KUCNOTY),
CeNeKTUBHI iHribiTopn 3BOPOTHOrO 3axonneHHA cepoToHiHy (CI133C) TaiHribiTopy 3BOPOTHOTO
3axX0mn/eHHA CepPOTOHIHY Ta HopeniHeppuHy (133CH), Ha npeameT BUHMKHEHHS KpOBOTEYi (AUB. po34in
«0Ocob1MBOCTi 3aCTOCYBaHHAY).

AueTtnncaniumnosa kucnota. KOHTPOAbOBaHI KAiHIYHI 4OCNi AXKEeHHA MOKa3anu, Lo 0gHO4YACHe
3actocyBaHHsa HM3M Ta aueTnacaniunmnoBoi KUCAOTU Y A03i, AKa BUABASAE 3HEDONI0BaNbHUI e PEKT, He
3YMOB/TIOE }KOAHOTO Bi/ibLLIOro TepaneBTUYHOIO ePeKTY, Hixk 3acTocyBaHHA HM3MM okpemo. Y KfiHiYHomy
[ocniaxKeHHi ogHouacHe 3actocyBaHHA HIM3M i1 aueTnacaniumnoBoi KUCAOTU CYNPOBOAXKYBaANOCS
3HAYHUM NiABULLEHHAM YacTOTU NOBIYHMX peaKL,ili 3 60Ky LAYHKOBO-KMLLIKOBOMO TPAKTY NOPIiBHAHO i3
3actocyBaHHAM HIM3M okpemo (auB.. po3ain « OcobnnBOCTi 3aCTOCYBaHHAY).

3a AaHUMM ABOX AOCAiI AXKEHb 3 YYaCTHO 340P0BUX A06POBO/IbLiBTa MaLiEHTIB3 0CTE0APTPUTOM i
XPOHIYHNMM 3aXBOPHOBaHHAMM CEPLA BiAMNOBI AHO BUABAEHO, O Lie1eKoKemb (y 403i 200-400 mr/ao6y)
He BMNJ/IMBAE HA KapAionpOTEKTOPHY aHTUTPOMOOLMTAPHY At aLeTUACaNiunMNoBoi KUcno T (y gosi 100—
325 mr).

3a3BMyait He peKomeHAayEeTbCs ogHoYacHo 3actocoByBaTh JEHOKCUE Ta aueTuncaniymMnoBy KUCNOTY Y
3He60/11010UMX A03aX Yepes NiABULLE HUI PU3KMK BUHUKHEHHA KpoBoTeui (auMB. po3ain « OcobamnsocTi
3acTtocyBaHHA»). AEHOKCUB He moKHa 3aCTOCOBYBaTM 3aMiCTb aL,eTUACaNiLMAOBOTKUCI OTU Y HU3bKI
003i Ans npodiNakTUKKM 3aXBOPIOBaHb Ce PLIEBO-CYANHHOI CUCTE MMU.



IHri6iTOPW aHTiOTEH3NHMNEPETBOPIOBAIbHOTO PpepmeHTy (AND), 6AroKaTOpM peLenTopiB aHTiOTEH3UHY Ta
B-agpeHobnokaTopu. HM3IM MoXKyTb 3MEHLLYBaTU FinoTeH3NBHUI edeKT iHribiTopis AN, 6ioKaTopi s
peuenTopiB aHrioTeH3nHy abo B-agpeHobnoKaTopis (y TOMy Yncni nponpaHonony).

OpaHouvacHe 3actocyBaHHA HM3M 3 iHribiTopamm AMNP abo 610KaTopamm peL,enTopiB aHri OTEH3UHY
nauieHTaM NiTHbOTO BiKy, NaLi€HTaM 3i 3HEBOAHEHHAM (Y TOMY YMC/i BHACNiAOK TepaniigiypeTnkamu), a
TAKOX NaLi€eHTaM i3 nopyLWeHHAMMU POBOTU HUPOK MOXKe NPU3BECTU A0 NOPYLUEHHA PYHKLITHUPOK, ¥
TOMY YMCAi A0 rOCTPOT HUPKOBOTHegocTaTHOCTI. LIi edeKTn 3a3BMYali € 060POTHUMMN.

Mpwn oaHo4vacHoMy 3acTocyBaHHi npenapaty AEHOKCUB TainribiTopis AMN®, 6aroKkaTopis peuenTopis
aHriotTeH3uHy abo B-agpeHobnoKaTopiB cNif 34iMICHIOBAaTM MOHITOPUHT apTe piaibHOro TUCKY, LWO6
nepeKoHaTUCA Yy A0CArHeHHI HeobXiAHOro piBHA apTepiabHOrO TUCKY.

Mpu ogHo4yacHomy 3acTtocyBaHHi npenapaty AEHOKCUB TaiHrib6iTopis Alld abo 6i1oKaTopiB peuentopis
aHriOTeH3UHY NaLieHTaM NiTHbOTO BiKY Ta 0c06aMm 3i 3HEBOAHEHHAM ab0 NopyLLe HHAMMU QYHKLiT HUPOK
CNif 34iMCHIOBATM MOHITOPUHT NaLLiIEHTIB HAa NpeaMeT BUHUKHEHHA 03HaK NopyLeHHs GyHKLITHUPOK
(amB. po3gain «OcobanBOCTI 3aCTOCYBAHHAY).

Mig yac o4HOYACHOro 3aCTOCYBaHHS LMX NiKapCbKMX 3acobiB NaLi€eHTaM CNif BXKUBATU HANEXKHY KiNbKicTb
pianHn. Ha noYaTKy 04HOYACHOrO 3aCTOCYBAHHA LIMX NpenapaTiB Ta nepiognuyHo Nicas Lboro cnipg,
NPOBOANTM OLLIHKY PYHKL,iTHUPOK.

LiypeTuku. KniHiuHi gocnigKeHHA, a TaKOXK CNoCTepeXKeHHA, NpoBe4eHi Nicaa Buxoay npenapaTy Ha
PUHOK, NOKasanu, Wo y aeskux nauieHTis HMN3M MoXKyTb 3HUKYBATM HATPiNypPETUYHY Ait0 NeTAbOBUX
AiypeTukis (Hanpuknag, pypocemigy) Ta AiypeTukis rpynu Tiasugis. Liein epeKT noscHOETbCA
iHribyBaHHAM HIM3IM cuHTe3y npocTarnaHAMHIBY HUPKaX.

Mpwn ogHoYacHoMmy 3acTtocyBaHHi npenapaty JEHOKCUE 3 giypeTvkamu cnigcnocrepiratmsa
naLieHTaMM LLLOA0 NOABM 03HAK NOpyLIeHHA GYHKLiTHUPOK, A0AATKOBO NepPEKOHYOUYMCh B e PeKTUBHOCTI
AiYPeTHKa, BKIOYAOUM aHTUIi NepTeH3MBHY Aito (aMB. po3ain « OcobMBOCTI 3aCTOCYBAHHAY).

[urokcuH. Nosigomnanoca, Wo ogHOYaCHEe 3aCTOCYBaHHSA LEeNeKOKCUOY 3 AUrOKCMHOM NPU3BOAMUTL A0
NiABULLEHHA KOHLEHTPAL,ii AMFOKCUHY B CMPOBATLL KPOBI Ta NOAOBXKEHHS Nepioay Moro
HaniBBUBEAEHHA.

Mig yac ogHouacHoro 3actocyBaHHA npenapaty AEHOKCUB 3 gurokcnHom cnig 3aiincHioBatm
MOHITOPUHT PiBHA AUFOKCMHY B CUPOBATL,i KPOBI.

Mpenapatu aitito. HMN3M cnpuynHAAY NiABULWEHHA PiBHA NITitO Y N1a3Mi KPOBI Ta 3HUXEHHA HUPKOBOIO
KnipeHcy niTito. CepegHa MiHiManbHa KOHLLEHTPaLLA NiTito NigsuLLyBanaca Ha 15 %, a HUPKOBUIM KNipeHC



3HUXKYBaBCA NpnbaM3HO Ha 20 %. Liei edeKT noscHoeTbeA iHribyBaHHAM HMN3M cnHTe3y
npocTarfaHAMHIB Y HUPKaX.

Mpu ogHo4YacHoMy 3acTtocyBaHHi Nnpenapaty AEHOKCUB i3 npenapaTamum niTito cnip3aiicHioBaTn
MOHITOPWHI O3HAK TOKCMYHOI Aji NiTito Ha NaLiEHTIB.

MeToTpekcaT. OgHouacHe 3actocyBaHHA HIM3MM Ta meToTpeKcaTy MOXe NPU3BOAUTM 40 NiABULLEHHA
PU3MKY TOKCUYHOCTi MeTOTpeKcaTy (Hanpuknaa, HeMTPoneHii, TPOMBOUMTONEHIT, TOpYyLEHHA GYHKLT
HUPOK).

LleneKokcmb He BNanBae Ha apMaKOKiHETUKY METOTpEKCaTy.

MpoTarom ogHoYacHOro 3acTocyBaHHA npenapaty JEHOKCUE 3 meToTpeKcaTom cnif 3aincHioBaTh
MOHITOPUHTI NALEHTIB HAa NpeaMeT TOKCUYHOCTI MeTOTpeKcarTy.

LuknocnopuH. OgHo4vacHe 3actocyBaHHA npenapaTty AEHOKCUB 3 umknocnopuHom moxe niaguiLysaTu
piBEHb HEPPOTOKCMYHOCTI OCTAHHbLOTO.

MpoTarom ogHOYacHOro 3actocyBaHHA npenapaty JEHOKCUE 3 uMKAocnopuHOM Cig 34iicHI0BaTH
MOHITOPWMHTI NALLiEHTIB WOA0 03HaK NopyLIeHHA GYHKLUiTHUPOK.

HM3M Ta caniumnatn. OgHOYaCHe 3aCTOCYBaHHA LieieKoKemby 3iHwumm HM3MM abo caniupnatamu
(Hanpuknag, andayHisanom Ta cascanaTtom) NigBULLYE PU3NK TOKCUYHOCTI 414 LTYHKOBO -KULLKOBOTO
TPAKTY 3 HE3HAYHMM NiABULLEHHAM e e KTMBHOCTI abo 6e3 niaBuLLe HHSA B3arani (guB. po3gin
«0OcobnBOCTi 3aCTOCYBaHHAY).

OpgHouvacHe 3acTocyBaHHA Lenekokenby 3iHwmmm HMN3M abo caniuynatamm He peKOMEHAYETbCA.

NemeTtpekcean. OaHouvacHe 3actocyBaHHA npenapaty JEHOKCUB Ta nemeTpekceay MoXe NiaBuLLYBaTH
PU13MK NOB’A3aHOIi3 3aCTOCYyBaHHAM NeMeTpeKceay MieocynpeciiTa TOKCUYHOI Aji Ha HUPKK Ta
LUNYHKOBO-KMLLIKOBWUIM TPAKT (AMB. iIHCTPYKLi O ANA MeAMYHOTO 3aCTOCYBaHHA NemMeTpeKkceay).

Mpwn ogHoYacHoMy 3actocyBaHHiI npenapaty AEHOKCUE Ta nemeTpeKceay NalieHTam i3 NOpyLIEeHHAMM
bYHKLITHUPOK, KNipeHC KpeaTUHiHY B AKUX KONIMBAETLCA Bif 45 [0 79 MA1/XB, CNig, BiACTEKYBATU 03HAKK
Mi€fnocynpeciiTa TOKCUYHOI 4ji Ha HUPKN Ta LWNYHKOBO-KULLKOBUIA TPAKT.

CnipyHukaTn 3actocyBaHHA HIM3M 3 KopoTkMM t1/2 (Hanpuknag, AnknodpeHak Ta iHAOMEeTaLMH)
NPOTArOM fBOX AHiB A0 i MicnA, a TaKOXK Y AieHb 3aCTOCYBaHHA NemeTpeKceay.



Y pasi BiaCYTHOCTI AaHMX WO A0 NOTEHL,i MHOT B3aeMOAiT MiXK nemeTpeKkce gom Ta HM3MM 3 TpuBaniwmm
t1/2 (HanpuKnag, MeioKkcMKam i HabymeToH) nauieHTam, AKi 3actocosytoTb Ui HMN3M, caignpunuHmuTnix
3aCTOCYBaHHA LWOHaliMeHLe 3a 5 AHIB 40 3aCTOCYBaHHA NemeTpeKceay, Y AeHb 3aCTOCYBAHHSA
nemeTpeKceay Ta B HAacTYNHi 2 AHi Nicns Moro 3acTocyBaHHS.

IHri6iTopun abo iHgyKkTopm CYP2C9. MeTabo1i3m LieIeKOKCMbY onocepeiKoBYETLCA MEPEBAKHO
isodepmeHTOM uMTOXpomy PA50CYP2C9 y neuyiHui. OgHOYacHe 3aCTOCYBaHHA LLIeNeKOKCUOY 3
NikapcbKUMKM 3acobamu, AKi € Bigommumu iHribiTopamm CYP2C9 (Hanpuknaa, GayKkoHa3on), moxe
NOCUNOBATU PiBEHb BMJINBY | TOKCUYHICTb e 1eKOKCUDY, ToAj AK 04HOYACHE 3aCTOCYBaHHS 3
iHaykTopamm CYP2C9 (Hanpuknag, pudamniH) MoxKe Npu3BOANTM 40 NocnabneHHA e e KTUBHOCTI
LeNIeKOKCUnoy.

Koan po3rnagaeTbca MOXKAMBICTb NPU3HAYEHHA LEEKOKCUOY, OLLiHIOOTb aHAMHE3 KOXKHOTIO NaLjieHTa.
Mpu 3acTocyBaHHi LenekoKcnby B KombiHau,ii3 iHribiTopamm abo iHaykTopamum untoxpomy CYP2C9
0b6I'PYHTOBAHOIO € KOPEKLiA 403K Lboro npenapaty (aMe. po3ain « PapmaKoKiHETUKAY).

CybctpaTtn CYP2D6. PesynbTaTh AoCNiAXKeHb in vitro cBiayath, WO Le NeKOKeMb, Xou i He € cybcTpaTom, €
iHri6iTopom CYP2D6. OTXKe, NOTEHLiMHO MOX/1MBa B3aEMOA,i Al /1iKapCbKMX3acobiB in vivo 3 NikapCcbKnmm
3acobamu, wo meTabonisyotbca CYP2D6 (HanpuKknaa, aTOMOKCETUH), a TAKOXK LleNe KOKCUB MmoxKe
NiABULLYBaTU PiBEHb BMNJIMBY Ta TOKCUYHICTb LIMX N1iKapCbKMX 3ac0biB.

MNepeanpusHaYeHHAM LLeNeKOKCUBY Cli OLiHUTU aHaMHE3 KOXKHOTO NnaujieHTa. Mpu 3acTocyBaHHi
LeneKoKkcnby B KombiHauii 3i cybcTpatamu untoxpomy CYP2D6 06rpyHTOBAHOIO € KOPEKLiA 403U LUbOro
npenapaty (ame. po3ain «PapmakokiHeTUKa»).

KopTukoctepoign. OgHo4vacHe 3aCToCyBaHHSA KOpTMKocTepoigisiz npenapatom JEHOKCUE moxke
niABULLYBaTU PU3MK BUHUKHEHHA BUPA30K Y WIYHKOBO-KMLIKOBOMY TPaKTi abo KpoBoTeui.

Cnip34iMcHIOBAaTM MOHITOPUHT NaLi€HTIB, AKi ogHo4YacHo 3acTocoBytoTb IEHOKCUB Ta KopTuKocTe poiap,
LLLOA0 NOSABW O3HAK KpoBoTeui (anB. po3ain «OcobaMBOCTI 3aCTOCYBaHHA»).

Ocob61MBOCTI W00 3aCTOCYBaHHSA

CepueBo-CyANHHI TPOMBOTMYHI ABMLA. 33 AaHUMM KNiHIYHUX A0CNi AKeHb AEKiIbKOX CENEKTUBHMX Ta
HeceneKTUBHUXiHTibiTopie LLOM-2 rpynn HN3M TpmBanicTio A0 3 poKiB, BUABAEHO NiABULLLE HUI PU3KK
BUHUKHEHHA CEPNO3HMX MOBIYHUX TPOMBOTUYHMX peaKLii, y TOMy YMcni iHGapKTy MioKapaa Ta iHCynbTy,
AKi MOXYTb BYTU NeTanbHUMK. BUXoaa4mM 3 HAABHUX AaHUX, HESICHO, YM PU3UK PO3BUTKY TPOMOOTUUYHUX
cepueBOo-CyANHHUX yCKNagHeHb € noaibHum ana scix HMN3M. BigHocHe niaBuULLLE HHA YaCTOTM CE PUO3HUX
TPOMBOTUYHUX Ce PLLEBO-CYAMHHUX YCKNAAHEHb NOPIiBHAHO i34aCTOTO Ha MOYATKOBOMY PiBHI, ke
noB’A3yloTb i33acTtocyBaHHAM HM3[M, BiabyBaeTbCA AK Y NaLLi€HTIB 3 BiAOMUMM CcEPL,EBO-CYAUMHHUMMU
3axBOPLOBAHHAMM Ta PaKTOPAMM PUSKKY iX BUHUKHEHD, TaK i y NALLiEHTIB 6e3 TaKMX 3aXBOPOBaHb Ta



dakTopiB pn3nKy. OgHaK NaLieHTH 3 BiJOMUM Ce PL,EBO-CYAMHHUM 3aXBOpoBaHHAM abo dakTopamm
PU3NKY CepLLeBO-CYAMHHNX 3aXBOPIOBaHb Masiu Le BMLLY abCOMOTHY YaCcTOTY CEPHNO3HUX TPOMBOTUYHMX
cepueBO-CYANHHUX YCKNAAHEHb Yepes3 NiABULLLEHY YacTOTY LX GaKTOpPiB Ta 3aXBOPIOBAHb HA
NMOYaTKOBOMY PiBHi. Y AeAKNX CNOCTEPEKHUX AOCNI AKEHHAX BYN0 BCTAaHOBAEHO, WO Lel NigBULLEHWUIA
PU3NK Ce PAO3HUX TPOMBOTUUYHUX CEPLEBO-CYAMHHUX YCKNAAHEHD 3 ABIABCA BXKE Ha NePLUNX TUKHAX
NikyBaHHA. MiABULLEHHA PU3KMKY TPOMBOTUYHMX CE PLLEBO-CYANHHMX YCKAaAHEHb HalbinbLw ctabinbHO
cnocTepiraan npu 3acTocyBaHHi NpenapaTy y BULLMX A03aX.

3a AaHUMM KNiHivYHoro gocniaxkeHHA APC (npodinakTrKa aie HOMM LNAXOM 3aCTOCYBaHHA
LeneKoKcnby), cnoctepiranoca niasuLLLE HHA PU3NKY NpUbAN3HO Y 3 pa3n ana KoOMbiHOBaHOI KiHLEBOI
TOYKM (IeTaNIbHOTO HAC/iAKY Yepes cepLEeBO-CyAMHHI 3aXBOPIOBaHHA, iHGAPKTY MioKapaa abo iHCcynbTy)
y rpynax niKyBaHHA Lenekokcnbomy ao3i 400 mr 2 pasu Ha goby Ta Lenekokecmbomy ao3i 200 mr 2 pasu
Ha o6y, nopiBHAHO 3 NnaLebo. Take NiaBULLEHHA PU3MKY B 060X rpynax 3aCcToCyBaHHA LeNeKOKCUby
NopiBHAHO 3 rpynoto Naauebo ronoBHUM YMHOM Y10 HACcNi AKOM Ni ABULLE HHA YAaCTOTU BUHUKHEHHS
iHbapKTy MioKapaa.

[na miHimizauii noTeHUiMHOro pM3nKy NobiYHUX peaKu,iii 3 60Ky ce pLeBO-CyAMHHOTCUCTEMM Y NALLIEHTIB,
fAKi 3acTocosytoTb HM3IM, cnig3acTtocoByBaTM MiHiManbHYy e PEKTUBHY 403y NPOTATOM HAMKOPOTLLOrO
MOK/IMBOTO Nepioay NikyBaHHA. Jlikapi Ta Naui€EHTM MAKOTb YBaXKHO CMOCTEPiraTh 3a PO3BUTKOM TaKMUX
peakKLin NpoTAromM yCbOro Kypcy NiKyBaHHSA, HaBiTb Y pasi BiACYTHOCTi Yy MMHYN1OMY CUMNTOMIB 3 BOKY
cepueBo-cyanHHoicnctemu. Cnig noBigoMUTM NALLi EHTIB MPO CUMNTOMM CEPMO3HUX MOBIYHMX pPeaKL,ii 3
60Ky cepLeBO-CyAUHHOI CUCTEMM Ta MPO 3aX0aM, SIKi HEOOXiAHO BXKUTU Y pasi iXx BUHUKHEHHS.

MpAmi LOKa3mM TOro, WO 04HOYACHE 3aCTOCYBaHHA aLEeTUACANiLMAOBOI KUCAOTM 3MEHLUYE NiABULLE HUN
PU3UK CEPMO3HUX TPOMDBOTUUYHUX CE PLEBO-CYANHHNX YCKNaAHEHb, NOB’A3aHMX i33acTocyBaHHAM HIM3M,
BiAcyTHi. OAHOYACHe 3aCTOCYBaHHSA aLEeTUACaNi LLMTOBOI KUCIOTHM Ta LLe/IEKOKCMBY NiABULLYE PU3KK
BMHUKHEHHHA CepAo3HMX NOBIYHUX peaKLiii 3 60Ky WAYHKOBO-KMULIKOBOrO TPaKTy (AMB. po3ain
«0OcobmnBOCTi 3acTOCyBaHHAY, Nigpo34in « LLINyHKOBO-KMLLIKOBA KPOBOTEYA, BUHUKHEHHA BUPA30K Ta

nepdopadii»).

3a gaHumu gocnigxeHHa CLASS, cymapHi nokasHMku KannaHa — Maliepa yepes 9 micauis npu
nepudepuyHoMy HabpAKY B NaLLiEHTIB, AKI OTpUMyBann LeneKokecnb y 1o3i 400 mr 2 pasum Ha aoby (y4 Ta
2 pasu binble 3a pekomeHaoBaHi Ao3m npu OA Ta PA BignosiaHo), ibynpodeH y go3i 800 mr 3 pasu Ha
noby Ta aguKknodeHaKky ao3i 75 mr 2 pasu Ha aoby craHosunn 4,5 %, 6,9 % ta 4,7 % sianosiaHo. MNpwu
LbOMY YacTOTa BUHUKHEHHA apTepiasbHOI rinepTeH3iiy NaLieHTiB, AKi OTPMMYBaNU LLeNeKOKCKO,
ibynpodeH i anknodeHak, ctraHosuna 2,4 %, 4,2 % 1a 2,5 % BignosigHo.

CTtaH nichaxipypriyHoionepaLii3 a0pTOKOPOHAPHOIO WYHTYBAHHA. 33 AAHMMK ABOX BEUKUX
KOHTPO/1IbOBaHMUX KNTHIYHUX AOCNIAXKEHb 3aCTOCYBaHHSA cenekTmBHoro ao LLOMr-2HM3M gna
KOHTpOAtoBaHHA 60t0 y nepuwi 10—14 AHIB NicnA a0pTOKOPOHAPHOTO LWYHTYBaHHA 610 BUSBIEHO
NiABULLEHY YaCTOTYy BUNaAKiB iHGAPKTY MioKapaa Ta iHcynbTy. 3actocyBaHHA HM3M npu
A0PTOKOPOHAPHOMY LUYHTYBaHHI NpOTUMNOKasaHe (aMB. po3ain «MpoTUNoKasaHHA»).



MNauieHTM nichaiHpapKTy miokapaa. Y npoueci cnocTe peXKHUX A0CigKeHb, NpoBeae HUX JaTCbKMm
HaLujioHaIbHUM PeEeCTPOM, By/10 NPOAE MOHCTPOBAHO, WO NaLieHTH, AKi 3acTocoytoTb HIM3My nepiog,
nicnniHpapKTy Miokapaa, nepebyBanu nia niaABuLLE HUM PU3MKOM MOBTOPHOTO iHPaPKTY, IeTaslbHOTO
HaCNiAKY, CNPUUYMHEHOIO CEPLLEBO-CYAMHHMM 3aXBOPIOBAHHAM, Ta 1€ TaNbHOTO HAcNiAKY 3 6y Ab-AKOT
NPUYNHK, MOYMHAKOYM 3 NEPLIOTO TUMKHA NiKyBaHHA. Y Ti camii KoropTi cepes nNaLieHTiB, AKi
3actocosysanun HM3M, yacToTa neTanbHOro HacNiAKY y NepLUIMi piKk nicna iHpapKTy Miokapaa cTaHOBUAA
20 sMnagKis Ha 100 ntoaMHO-pOKiB NOpPiBHAHO 312 BMNagKamm Ha 100 ntoAMHO-POKIB cepes NaLieHTIB,
AKi He 3acTocoByBanu HM3IM. Xo4ya abcontoTHa KinbKicTb 1€ TaIbHUX HAC/i AKIB 3MEHLLYETLCA Nic/A
nepLuoro poKy nicna iHGapKTy MioKapaa, aHani3 pe3ynbTaTiB NPUHANMHI YOTUPbOX HACTYMHUX POKIB
NoAa/bLLIOrO CNOCTEPEKEHHA MPOAEMOHCTPYBAB, WO MiABULLEHUI Bi AHOCHUI PU3NK NeTaNbHUX
HacNiaKiB Yy NauieHTiB, siKi 3actocoBytoTb HM3MM, 36epiraeTbes.

CnipyHukaTtu 3actocyBaHHA npenapaTy AEHOKCUE nauieHTam i3 HewoaaBHiM iHbapKTOM MioKapaa,
OKpPiM BUMaAKiB, KONIM OUiKYETLCA, L0 KOPUCTb BiA NiKYBAaHHA NepeBarkaTUMe pU3UK peLmamey
TPOMBOTUYHOIO cepLeBO-CyANHHOTO ycknagHeHHA. Axkwo JEHOKCUB 3acTocoByoTh NaLieHTam i3
Hewo4aBHIM iHPapKTOM MioKapaa, CNig,34iMCHIOBAaTU MOHITOPUHT MaL,i EHTIB LLLOA0 NOABM 03HAK
cepueBoiiemii.

LLInyHKOBO-KMLLKOBA KPOBOTEYA, BUHUKHEHHS BUpPa3oK Ta nepdopauii. HM3MM, y Tomy umcni uenekokemo,
CNPUYMHAIOTL CEPMO3HI NOBIYHI peaKLii3 HOKY LIAYHKOBO-KULLIKOBOTO TPAKTY, BK/AKOYAO4YM 3ananeHHs,
KpOBOTEYy, yTBOPEHHA BUPA3KM, NepdopaLiito CTpaBoxoay, WayHKA, TOHKOTO i TOBCTOTO KULLEYHMKY, AKi
MOXKYTb 6yTU neTanbHUMMN. Li ce piio3Hi No6iYHI peaKLii MoXKyTb BUHUKHYTU Y Byab-siKniiyac i3
nonepeaHiMmM CMMNTOMaMW y Naw,ieHTIB, AKi 3acTocoByBanu JEHOKCUE, abo 6e3 Hux. TinbKny ogHoro 3
5 nauieHTiB pO3BUTOK CE PMO3HUX NOBIYHNX peaKLiliy Be pXHbOMY Biadini LULAYHKOBO-KULLIKOBOIO TPAKTY
nig Yyac nikysaHHs HM3M cynpoBoaKyeTbCA KNiHIYHUMM NposaBamu. MprubnnsHoy 1 % nauieHTiB, AKi
3acToCOBYyBa/IM NpenapaT npoTarom 3—6 micauis, i npnbansHoy 2—4 % nauieHTiB, AKi 3acTocoByBaNu
npenapart NpPoTAroM O4HOFO POKY, CNOCTePiraaun BUPa3KM BEPXHIiX BiAAiNiB LTYHKOBO -KULWKOBOTO
TPaKTy, TAXKKi KpoBoTeudi abo nepdopalii, 3ymosneHi 3actocyBaHHAM HIM3M1. MpoTe HaBiTb KOPOTKOYACHa
Tepania HMN3M nos’A3aHa 3 pU3NKOM.

PaKTopU PM3UKY LNYHKOBO-KMLLKOBOI KPOBOTEUI, BAHUKHEHHA BUPa3oK Ta nepdopadii. MauieHTn 3
HasABHiCTIO B aHaMHe3i BUNaAaKiB NenTUYHOTBMPa3KM Ta/abo WAYHKOBO-KMLLIKOBOI KpOBOTEUi, AKi
npunmanm HMN3MM, manu 6inbw Hixky 10 pasiB BULLNI PU3NK BUHUKHEHHSA LWTYHKOBO -KULLIKOBOT KpOBOTEY
NOpPiBHAHO 3 NaLiEHTaMW, AKi He Manu UMxX GaKTopiB pM3UKY. IHWI PpakTopH, WO NiABULLYIOTL PUIMNK
BUHMKHEHHSA LWIYHKOBO-KULLKOBUX KPOBOTEY Y NMaLLiEHTIB, AKi 3acTocoBytoTb HIM3[, BKIHOYAOTb A0BLIY
TpuBanicrtb nikyBaHHA HM3M, ogHoYacHW NepopanbHUN TPUNOM KOPTUKOCTEPOIAIB, aLeTUA caniLMNoBoI
KMCNOTH, aHTUKOarynsaHTiB abo CI33C, TIoTrOHONANIHHSA, BXKMBAHHA a/IKOFO1H0, NiTHIM BiK Ta NOraHMm
3arasibHWUI cTaH 300p0oB’A. BinbLicTb NOBiAOMNEHb NPO NOBIYHI peakuji3 neTanbHUM HacNi AKOM 3 BOKY
LUNTYHKOBO-KULLIKOBOTO TPAKTY, L0 HAaAX0AUN Y NiCAAPeECTpaLinHNiA nepiod, 6yn 3apeecTpoBaHi y
NauieHTIB NiTHbOrO BiKy abo y ocnabneHux nauieHTiB. KpimToro, nauieHTV 3 nporpecyoymm
3aXBOPIOBAHHAM NeYiHKM Ta/abo Koary1onaTiero CXUAbHI 40 NiABULLEHOTO PU3MKY PO3BUTKY LLINYHKOBO -
KULLKOBOI KPOBOTEMYi.

Y npoueci gocnigKeHHA CLASS yactoTa yCKAa4HEHOi Ta CUMNTOMATUYHOI BUPa3KK y BCiX NaLiEHTIBUYepes
9 micauis ctaHoBnna 0,78 %, a y niarpyni NawWieHTIB, AKi NpUAMaNUN HA3bKI 4031 aLLeTUACANILLMAOBOI



Kncnotm— 2,19 %. Y nauieHTiB BiIkom Big 65 poKiBYacToTa BUNagkKis craHosuna 1,40 % yepe3 9 micauis
Ta 3,06 % Npu 04HOYACHOMY 3aCTOCYBAHHI aLLeTUJICaNiLLMAOBOI KUCIOTH.

Ctparteria MmiHimi3aLii pu3nKiB 3 HOKY LINYHKOBO-KULLKOBOrO TPAKTY Y NaLi€HTIB, AKi 3acTocosytoTb HIM3MM:

3aCTOCOBYBATM HAMHWMKYY e PeKTUBHY 403y NpenapaTy NPOTArOM HallKoPOTLLOro MOKMBO O Nepioay;
YHMKaTM 3aCTOCyBaHHA 6inbl Hixk oaHoro HM3M oaHoYacHo;

YHMKATM 3aCTOCYBAHHA NMaL,i€HTaM rpynm BUCOKOTO PU3MKY, OKPiM BUMAZKiB, KOJIM O4iKYETbCA, L0
KOPUWCTb NepeBarkaTume nNiasuLLEHUA PU3NK BUHUKHEHHA KPOBOTEYi; Y TAKMUX NALEHTIB, a TAKOXK Y
NALiEHTIB 3 aKTUBHOIO LLJTYHKOBO-KMLLKOBOK KPOBOTEYE O C/1i 4 PO3rAAHYTU MOXKJINBICTb 3aCTOCYBaHHA
anbTepHaTUBHMX NpenapaTis 3amictb HM3[T;

MOCTIAHO CNOCTepiraTy LWOA0 03HAK Ta CUMNTOMIB YTBOPEHHSA BUPa3KM LLTYHKOBO -KMLLIKOBOrO TPAKTY
Ta/abo KposoTeui nigyac tepaniiHN3M;

Y pasi nigo3pu Ha cepito3Hy NobiyHy peakLito 3 60Ky LTYHKOBO-KULLKOBOTO TPaKTY C/lig HeranHo
po3noyaTr 06CcTeKeHHA i NiKyBaHHA Ta NPUNUHUTM 3acTocyBaHHA npenapaty AEHOKCUB o Toro
MOMEHTY, MOKM cepiio3Ha nobiyHa peakL,if 3 60Ky WAYHKOBO-KMLLIKOBOIO TPAKTY He by e BUK/IIOYEH];

npu 04HOYACHOMY 3aCTOCYBAHHI HU3bKUX 403 aLLEeTWU/ICaNiLLMAOBOT KNCIOTU AN NPOdiNaKTUKM CEPLIEBO-
CYANHHUX YCKNaAHEeHb CNif 34iMCHIOBATH Binblu peTeIbHMI MOHITOPUMHT NaLi€HTIB LWOAO 03HAK
LUNYHKOBO-KMLLIKOBOI KpOBOTEUi (AMB. po34in « B3aemogin 3 iHWMMM NiKapCbK MMM 3acobamm Ta iHLWi
BUAM B3aEMOL|N»).

lenaToTOKCcMYHICTb. MNiaBuLWEeHHA piBHIB anaHiHamiHoTpaHcdepasn (A1T) abo
acnapTtatamiHoTpaHchepasm (ACT) (B3 pa3u abo binblue BULLE BEPXHBbOTMEKi HopmK) byno
3apeecTpoBaHo NpubaM3HOo Yy 1 % nauieHTiB, aKi 3actocoBysanu HM3M, y KAiHiYHMX gocnigxkeHHAX. Kpim
TOro, bynu3apeecTpoBaHi pifiKicHi, IHKOM neTanbHi BUNAAKU TAXKKOIrO NOpYyLIeHHA PYHKLiTNeviHKuY,
BK/AtOYa04M GYybMiHAHTHUN FeNaTUT, HEKPO3 NeYiHKM Ta NeYiHKOBY HeOCTATHICTb.

[0 15 % nauieHTis, aKi npuiimatoTb HM3MM, MOXKYTb MaTU FpaHUYHE NiABULLEHHSA PiBHA 0gHOTO0 abo
KiNbKOX NeyYiHKoBUX pepMeHTIB, a 3HayHe NiasuleHHA piBHA A/TIT abo ACT (npmbansHoy 3 abo 6inbLue
pasiB BiIHOCHO Be pXHbOT MeXi HopmMmu) cnocTepiranoca npubansHo B 1 % nauieHTiB, AKi npuitmanu
HM3M. NauieHTiB cnignpoiHpopmyBaTU NPO CUMNTOMATUKY renaToTOKCUYHOCTI (HanpuKaaa, HyaoTa,
niABULLEHA BTOM/IIOBaHICTb, NeTaprif, Aiapes, cBepbik, *)KoBTaHUUA, 6otouiCTb y NpaBomy nigpebep’iTa
rounonoAibHi cumntTomm). Y pasi NoABU KNiHIYHNX O3HAK Ta CUMMTOMIB, LLLO CBiAYaTb MPO 3aXBOPHOBAHHSA
neviHKM, abo BUHWMKHE HHSA CUCTE MHUX MPOSBIB 3aXBOPHOBAHHA (HaNnpUKAad, €e03MHOOINifA, BUCUMAHHSA),
3acTtocyBaHHA npenapaty JEHOKCUE cnigHeranHo NpUnUHUTU Ta NPOBECTU KNiHIYHE 06CTeKeHHA
naujieHTa.

ApTepianbHa rinepteHsia. 3acrocysaHHA HM3[M, y Tomy uncni npenapaty AEHOKCU b, moxe npussectun
[0 PO3BUTKY apTepianbHOIrinepTeHsiiabo noripwaHHA BXKe icHytoYoiapTepianbHOirinepTeHsii, iy
KOXXHOMY BMNaAKy MOKAMBE MiABULLEHHS YacTOTM NOBIYHUX peaKL,iii 3 60Ky cepueBo -CyANHHOT
cuctemu. Y nauieHTIB, AKi NpuiiMatoTb iHribiTopu AN®, aiypeTuku rpynntiasnagisabo netnbosi
AiypeTuyHi 3acobu, MoxKe cnocTepiraTmca NopyLLeHHs BiANOBIAi Ha i NiKapcbKi 3acobu npu



3actocyBaHHi HM3M (auB. po3ain « Bzaemoais 3 iHWMMM NiKapCbKUMK 3acobamm Ta iHLWi BUAK
B3aEMOi»).

Cnip34iMcHIOBAaTU MOHITOPMHI apTePiasibHOro TUCKY Ha MOYaTKy 3aCTOCYBaHHA NpenapaTy Ta BNPOoA0BXK
Kypcy Tepanii.

CepueBaHeaocTaTHiCTb Ta HAabpsAK. Y Aeakux naujieHTiB, AKi 3actocoByBanum HM3IM, cnoctepiranu
3aTPUMKY PiaMHM Ta HAabPSK. 3acTOCYBaHHSA Lie1eKOKCUMBY MoKe NocnabtoBaTh cepuUeBo -CyaNHHI
edeKTU AeKiNbKOX NiKapCbKMx 3aC06iB, L0 3aCTOCOBYOTLCA AN /1iKYBaHHA LIMX 3aXBOPIOBaHb
(Hanpuknag, aiypeTukn, iHribitopu AMd abo 610KaTopM peLLenTopiB aHriOTEH3UHY) (AUB. po34in
«B3aemogina 3 iHWKUMK NiKapCbKMMM 3acobamm Ta iHLI BUAM B3aEMOAI1»).

CnipyHukatm 3actocyBaHHA npenapaTty LEHOKCUB nawieHTam 3 TAXKKOIO cepLLeBOIO HeJOCTATHICTIO,
OKpPiM BUMAZKiB, KOJIM OUiKYETLCA, L0 KOPUCTb Bi A NiKyBaHHA NepeBarkaTUMe PU3MK MOripLlaHHA
cepuesoiHeaoctaTHOCTI. Akwo JEHOKCUE 3acTOCOBYIOTb NaLLiEHTaM 3 TAXKKOIO cepLLeBOLO
HeAOCTaTHICTIO, CNif 34iAiCHIOBAaTU MOHITOPMHI O3HaK NOTipLUAHHA Ce pLLEeBOi He4OCTAaTHOCTI Y NALiEHTIB.

HedpoTokcnyHictb. Tpueane 3actocyBaHHA HIM3M npu3sBoanno o MeaynsipHOro HEKPO3y HUPOK Ta
iHWWX YW KOAXKEHb HUPOK.

TakoX HePOTOKCUYHICTb CNOCTEPiranaca y NaLieHTIB, Y AKMX KOMMAEHCYOYY PO by NiATPUMAHHI
HUpPKoBOI NepdysiiBigirpasan HUPKoOBI NpocTarnaHAMHK. Y TakMX NauieHTiB 3acTocyBaHHA HIM3MM moxke
CNPUYMHATU 3a/1eXHE Bi 4, 4031 3MEHLLEHHA NPOAYKYBaHHA NPOCTarNaHANHIB, Ta, AK HACNi AOK,
3MEHLLEHHA HUPKOBOTO KPOBOTOKY, LLLO MOXKE CMIPUYNHATU BUPAXKEHY AEKOMMNEHCAL,ito GYHKLT HUPOK.
[0 rpynu NigsuLLEHOT0 PU3MKY PO3BUTKY LMX PEAKL,iM HaneKaTb NaLi€HTH, AKI MalOTb MOPYLUEHHSA
dYHKUIiTHMPOK, 3HEBOAHEHHS, FMNOBOIEMIIO, CEPLEBY HEAOCTATHICTb, ANCPYHKL,i O MEYiHKM, NaLiEHTH, AKi
NPUIAMAIOTb AiypeTuKku, iHribitopm ANd, 610KaTOpPM peLenTopiB aHr OTEH3UHY, @ TAKOXK NaLiEHTU
NiTHBOrO BiKY. MpunuHeHHA NikyBaHHA HM3IM 3a38M4Yail CynpoBOAKYETLCA MOBEPHEHHAM A0 CTaHY, WO
CNoCTepiraBca g0 NOYaTKY NiKyBaHHS.

IHbOpMaLia NPo KOHTPOLOBAHI KNiHIYHI AOC/I AXKEHHSA i33aCTOCYBaHHAM LLeNeKOKCUbY y NauieHTIB 3
NPOrpecyYmMm 3aXBOPOBAHHAM HUPOK BiacyTHA. Bname npenapaty JEHOKCUB Ha HUpKKN moxke
NPUCKOPHOBATM NPOrPeCYBAHHSA BXKE HAasBHOMO NOPYLUEHHA PYHKLITHUPOK Y NaLi€HTIB.

MepepnnoyaTKkom NiKyBaHHA npenapaTom EHOKCUE cnig BigkopuryBaTy 3HeBOAHEHHSA abo
rinoBoNEMI€LD, AKLLO BOHW HaABHi y NaujieHTa. Y NaLUieHTiB i3 nopyLlleHHAMM GYHKLITHUPOK abo NeyviHKuy,
CepLeBOO HEAOCTATHICTHO, 3HEBOAHEHHAM ab0 rinoBOIEMIEID NiJ4ac3acTOCYBaHHA NpenapaTy
OEHOKCWUB cnip 3aiiicHioBaTU MOHITOPUHT GYHKLiTHUPOK (AMB. po3ain « Bzaemoaia 3 iHWMmMM
NiKapCbKMMM 3ac06amM Ta iHLWI BUAM B3aemMOAin»). CnigyHUKaTU 3acTocyBaHHA npenapaty AEHOKCUB
NauieHTaM i3 MPOrpecyryYnm 3aXBOPHOBAHHAM HUPOK, OKPiM BUMAZAKIiB, KOJIN OYiKYETbCA, LLLO KOPUCTb
nepeBa)kaTMMme PU3NK NOpyLeHHA yHKLUiTHMPOK. AKwo AEHOKCUB 3acTocoByOTb NaLi€eHTami3



NpOrpecyoyYMm 3aXBOPOBAHHAM HUPOK, CNi A 34iACHIOBAaTU MOHITOPUHT CTaHY NaLiEHTIB HAa npegmeT
NoABM 03HAK NopyLlleHHs GyHKLITHUPOK.

linepkaniemia. BunagKku niaBmeHHA KOHLUEHTPaLLi Kanito B CUPOBATL,i KPOBI, y TOMY YMnCAi
rinepkaniemin, 6ynn 3apeectpoBaHi npu3acrocyBaHHi HIM3M1, HaBiTb y AeAKMUX NaLiEHTIB 6e3 NopyLIeHHS
GYHKUITHMPOK. Y nauieHTiB 3 HOpManbHO PYHKLiEl0 HUPOK Ui edeKTn 6yam noBs’s3aHi 3
rinopeHiHeMIYHO-TiNn0aNbA0CTE POHIYHUM CTAHOM.

AHadinakTnuHi peakuii. 3acTocyBaHHSA Lie1eKOKCcMby byn0 noB’ A3aHe 3 pO3BUTKOM aHadiNaKTUUYHUX
peaKuiiy nauieHTiB 3 BiAOMOLO FrinepuyTAMBICTIO 0 LeNe KOKCMOY abo 6e3 Hei, a TaKOoXK Y NALiEHTIB 3
acnipuHoBoto actmoto. JEHOKCUEB e cynbdaHinamigHum npenapatom, npu ubomy Ak HM3M, Taki
cynbdaHinamigHi npenapaTy MOXyTb CMPUYMHATU peaKLiianepriyHoro TMny, y Tomy ymcni
aHadiNaKTUYHI CMMNTOMM Ta Hebe3MeyHi ANs }KUTTA abo MeHLL TAXKI enizoan 6poHxianbHOIacTMK B
AEAKUX YyTANBUX OCib (aMB. po3ain «MpoTMNoKasaHHAY).

Y Bunagry aHadinakTMUYHOI peaKu,iiHeobXxigHo 3Be pHYTMUCA 4718 OTPUMAHHSA He BigKNaaAHOT Me ANYHOT
aonomoru.

3arocTpeHHs 6poHxianbHOIacTMK, NOB’I3aHe 3 YYTAMBICTIO A0 aLLEeTWU/ICaNniLMN0BOT KMCNOTU. YacTnHa
naLieHTIB i3 OPOHXiasbHOK aCTMOK MOXKE MaTK acnipUHOBY aCTMY, LLLO MOXKE BKTIOYATU XPOHIYHNI
PUHOCUHYCUT, YCKNAAHEHUI HOCOBMMM NOJTiNAMM; TAXKKUIM, NOTEHLiMHO NeTanbHMii 6p OHXOoCnasm;
HenepeHOCUMICTb aueTUACaNiLMAoBoi KMCnoTn Ta iHwux HIM3MM. OcKiNbKn nepexpecHa peakTUBHICTb MiXK
aueTUNCaniumMnoBoo KMcnoToto Ta iHwmmm HM3M 6yna 3apeecTpoBaHa y TakKUX YyTAMBUX A0
aueTMACaniumMNoBOi KUCNOTU NALEHTIB, 3acTocyBaHHA npenapaty JEHOKCUB n poTunokasaHe nawieHTam
3 TaKoto GOPMOI0 YYTIMBOCTI 40 aUeTUACaNi LMA0BOI KUCNOTU (anB. po3ain «[poTunoKasaHHA»). Mpu
3acTtocyBaHHi npenapaty JEHOKCUE nauieHTam i3 BXKe icHYt040 6poHXiasibHOM acTmolo (6e3 Bigomoi
YYT/IMBOCTI A0 aLeTUACaNiLMIOBOTKUCAOTH) CNi A 34iMCHIOBATU MOHITOPUMHI NALLiEHTIB HA NpeaAMeT 3MiHU
03HaK Ta CUMNTOMIB BpOHXiaNbHOI acTMMU.

Cepio3Hi WwkipHi peakuii. AEHOKCUB morke cnprUUYnNHATU PO3BUTOK CE PMO3HUX NOBIYHNX peaKLili 3 60Ky
LUKipU, TAKUX AK MyNbTUPOPMHA epUTEMa, eKChOoNIaTUBHUIA A pMATUT, cuHAPOM CTiBeHCa—/])KOHCOHa,
TOKCUYHWI eniae pMmanbHUN HEKPOI3, MeAMKAaMEHTO3HI BUCUMNaHHA 3i cUMAITOMamMu eo3nHodiniiTa
CUCTEMHUMM CUMNTOMAMM, @ TAKOXK FOCTPUIA FreHe Pani3oBaHMM EK3aHTEMATO3HUIA NYCTYNbOo3. L
Cepio3Hi peakLii MOXyTb po3BuBaTMCA 6e3 nonepeasKkyBasbHUX CUMNTOMIBTa MOXYTb ByTH
NeTanbHUMMU.

MNauieHTiB HEOOXiAHO NOBIAOMUTM MPO O3HAKN Ta CUMNTOMM CE PHNO3HMX LLKIPHMX peaKL,ili Ta npo
HeobXigHiCcTb NpUNMHEHHA 3acTocyBaHHA npenapaty AEHOKCUB npu nepwiii nosBi BUCMNAHHA Ha LWKipi
abo 6yab-sKMX iHWKMX o3Hak rinepuyTamsocti. AEHOKCUB npoTmMnoKasaHui ansa 3acTocyBaHHA
NaLjieHTamM 3 HasiBHICTIO B aHaMHe3i ce pMO3HUX LWKipHUX peaKuii Ha HM3M (am.. po3ain
«MpoTMNOKasaHHAY).



MepeayacHe 3aKpUTTA apTepianbHOIi NPOTOKM Noaa. LleneKoKecnb moxke CnpuuYnHATU NepeadacHe
3aKpUTTA apTepPianbHOINPOTOKKU. CnigyHUKaTM 3acTocyBaHHA npenapaty AEHOKCUB y BariTHUX XKiHOK,
noymHatoum 3 30-ro TUKHA BariTHocTi (Il TpumecTp) (AMB. po3ain «3acTocyBaHHA Y Nepiog BariTHOCTI abo

rogyBaHHsA rpyaay).

[emaTonoriyHa TOKCMYHICTb. Y NauieHTIB, AKi 3acTocoBytoTb HIM3I1, 6ynn 3apeecTpoBaHi BUNaaKu aHeMii.
Lle moke 6yTM 3yMOBAEHO NPUXOBaHO abo 3HAYHOLO BTPATOH KPOBI, 3aTPMMKOLO PignHU abo epeKToM
Ha epUTPONOE3, AKNIA LLLE MOBHICTIO HE ONMCcaHOo. AKLLO Yy NaLlieHTa NPKW 3acTOCYBaHHI Npenapary
OEHOKCUB HanBHi byab-5iKi 03HaKn abo cMMNTOMM aHeMil, cnig 34iiCHIOBAaTU MOHITOPUHT PiBHS
remors106iHy abo NoKasHMKa re MaToKpUTy.

HM3M, y Tomy yncni JEHOKCUB, MoKyTb NiABULLYBaTU PU3NK BUHUKHEHHSA KPpOBOTEeY. TaKi cynyTHI
baKTOPU AK NOPYLLEHHA 3ropTaHHA KPoBi ab0 0g4HOYACHEe 3acTOCYBaHHA BapdapuHYy, iHLIMX
aHTMKOArynAHTIB, NPOTUTPOMBOLUTAPHMX NpenapaTiB (HanpuKkaaa, aueTuacaniumnosakmcnota), CI33C
Ta 133CH MoKy Tb NiaBuLLyBaTU Le i pu3mMK. Cnig 34iMCHIOBATM MOHITOPUHT TAKMX NaL,iEHTIB LWOA0 NOABM
03HaK KpoBoTeui (anB. po3ain «B3aemoaia 3 iHIWMMU NiKapCbKUMM 3acobamm Ta iHLLI BUAM B3aEMO AilA»).

MacKyBaHHA 3ananeHHsA Ta NigsueHoiTemnepaTypy. PapmaKoNOoriyHa aKTUBHICTb MpenapaTty
OEHOKCUB, Wwo nonAra€y smeHLWeHHI 3anasieHHA Ta, MOX/IUBO, Y 3HMUMKEHHI NigBMLLEeHOTTEMNepaTypu,
MOXKe 3MEHLLMTU NPAKTUYHY LLiHHICTb A4iarHOCTUYHMX O3HAK NPU BUABNEHHI iIHbeKL,i .

MoHITOpUHT pe3ynbTaTiB NabopaTopHMX aHaNi3iB. OCKiNbKM cepPiio3Hi LWYHKOBO -KULLKOBI KpOBOTEYI,
renaToTOKCUYHICTb Ta YLWIKOAXKEHHA HUPOK MOXKYTb BUHUKHYTU 6e3 none peaxKyBaibHMX CUMMNTOMIBTa
O3HaK, CNig Po3rIAHYTU MOXKAMBICTb MOHITOPUHIY NALLiIEHTIB, AKI 3acTocoBy oTb HM3M npoTarom
TpuBanoro nepiogy Yacy. MoHiTopuHr nepeabayvae nepiognyHe BUKOHAHHA 3arasbHOro Ta bioximiyHoro
aHanisiB KPoBi (aMB. po3ain « OcobNNBOCTI 3aCTOCYBAHHAY).

3a ZaHMMM KOHTPOIbOBAHMUX KNIHIYHUX AOCAI AXKeHb, NiABULLLE HHA PiBHA a30TY CEHOBMHU KPOBI
BMHMKaNO0 YacTille y NaLieHTIB, AKi NpUIManm LenekoKcub, HixKy NauieHTiB, AKi oTpumMyBanum nnauebo.
LLe BiaxnneHHs BigHopmu pe3yibTaTy 1abopaToOpPHOro aHaNi3y TaKOXK CNOCTEPiraaun y NawieHTIB, AKi
NPOTArOM LIMX JOCAI AXKEHb OTPUMYBaANM NpenapaTtu nopisHAHHA rpynun HM3M. KniHivyHa 3HauywicTb
LbOro BiAXW/IEHHSA Big HOPMM He Byna BCTaHOB/IEHa.

JuncemiHoBaHe BHYTPILWHbOCYANHHE 3ropTaHHA KpoBi. OCKiNbKKM NigYac 3acTocyBaHHA Npenaparty
OEHOKCUB icHy€e p13nK BUHUKHEHHA ANCEMIHOBAHOTO BHYTPILLHbOCY AMHHOIO 3ropTaHHA KPOBi y AiTei
3i CUCTE@ MHMMM MPOSIBAMM OBEHIIbHOTO PEBMATOIAHOr0 apTPUTY, CNiA 34i MICHIOBAaTU MOHITOPUHT
NaLieHTIB WOA0 O3HaK i CMMNTOMIB MOPYLIEHHS 3ropTaHHA KPOBi abo KpoBoTeui TaiHbopmyBaTH
navieHTiB i iXHiX ONiKYHIB NpO HeOBXiAHICTb AKOMOTra WBMALE NOBIAOMAATM NPO CUMNTOMMU.

depTunbHicTb. BUxoaaum 3Toro, Wwo mexaHiam aii HMN3MN (y Tomy umcni npenapaty AEHOKCUB)
onocepeKoBaHUIM NpocTarnaHaMHAMM, 33CTOCYBAHHA UMX NPenapaTiB MOXKe 3aTPUMYBaATU UK
nepeLwKoaxKaTN po3pmBy PONiKYIa AEHHMKA, WO MOXKe BYTN NOB’A3aHO 3 TUMYACOBUM De3nnigaamy



OEAKNX KiHOK. OnNy61iKoBaHi pe3ynbTaTv A40CNi AXKeHb Ha TBapMHaX NOKa3au, WO 3aCTOCYBaHHA
iHribiTOpIB CMHTE3Y NpOCTar/laHAMHIB MOTEHLIMHO MOXKe NopPYLLYBaTU ONOCe peaKoBaHUM
npocrariaHaMHamum po3pus ¢onikyna, HeobxigHW ana oBynAUii. HeBenuKi focniAxKeHHA Y XKiHOK, AKi
3actocoByBanu HM3M, TakoK Npoae MOHCTPYBa/IM 060POTHY 3aTPUMKY OBy AALii. Chig po3rnaHyTm
MOAUBICTb BiAMiHW npenapaty JEHOKCUB y sKiHOK, AKi MatoTb TPy AHOLL 3 3a4aTTAM, abo AKi
nNpoxoaaTb obcTeXeHHA 3 NpuBoay besnninaa.

Mpenapat micTUTb NaKTo3y. [pn BCTaHOBNEHHI HENEPEHOCMMOCTI AEAKUX LLYKPIB Cig,
NPOKOHCYIbTYBATMUCA 3 1iKapeM, MepLU HiXK NpUAMATK Lei npenapar.

3acTocyBaHHAY nepiog BariTHOCTIi abo rogyBaHHA rpyaao.

BariTHicTb. 3acTtocyBaHHaA HIM3MM, y Tomy uncni npenapaty JEHOKCUB, npoTtarom Il TpumecTpy BariTHOCTI
NiABULLYE PU3MK MepeayacHOro 3aKpUTTA apTepiaibHOI NPOTOKKM Naoaa. CnidyHUKATU 3aCTOCYBaHHA
npenapaty JEHOKCUE BariTHUM »KiHKam, nounHarouu 3 30-ro TUXKHA BariTHOCTI.

BianoBigHMX KOHTPOIbOBAHMX AOCAI AXKEHb 3aCTOCYBaHHA Lle NE€KOKCMOBY BariTHUM KiHKam He
nposoanaun. Ha niactasi 4aHMX, OTPMMAHMX Nig4ac CNOCTEPEKHUX AOCNI AXKEHD LLOA0 NOTEHLi MHUX
embpiodeTanbHMx pu3mKiB 3actocyBaHHA HM3MM xkiHkam npoTarom | abo |l TpumecTpiB BariTHOCTI, He
MOKHa 6yN10 3p0BUTM OCTAaTOUYHUX BUCHOBKIB. Y penpoayKTUBHUX AOC/i AXKEHHSX Ha TBAPUHAX
cnocrepiranu BMnagkn embpiodetasbHOro NeTasbHOroO Hac/iAKY Ta 36iNbLIEHHAYACTOTU PO3BUTKY
AiadparmanbHOI rpUKi Y LLYPiB, AKMM BBOAWNMU LLeNTeKOKCMO Lo Ae HHO NepopasibHO NPOTArOM nepioay
OopraHoreHesyy 103ax, Wwo NpmbansHo B 6 pasiB NepeBULLYBAIM MAKCUMA/IbHY PEKOMEHA0BAHY J03Y
A8 N0AMHU, fiKa cTaHoBMAa 200 mr 2 pasu Ha goby. Kpim Toro, CTpyKTYpHi nopyLeHHs (Hanpuknaga,
AedeKTnneperopoaKku, 3poLeHHsa pebep, 3poLeHHs cermeHTa rpyaHuHm Ta gedopmaliicermeHTiB
rPYAHMHW) cnocTepiranny Kponis, SKMM BBOAUM LieIeKOKCUO NepopanbHo NpoTArom nepioay
opraHoreHesyy 03ax, AKi NPUbn3HO Y 2 pasu nepeBsuLLYBa M MAaKCMMabHY PEKOMEHL0BAHY 403y ANA
NoAMHN. BUXogaum 3 AaHWUX, OTPUMAHKUX Ha TBapuHaXx, 6y10 NOKas3aHo, Wo NpocTarnaHanHuM BigirpatoTb
Ba*K/NMBY POJibY PErynauii npoHUKHOCTI CyaMH eHAOMETpIsA, iMnaHTaLii 61acTouncT Ta geumayanisadii.
Y focnigKeHHAX Ha TBapMHaxX BB AEHHA iHr6iTOpiB CMHTE3Yy NpocTarnaHaMHIB, HanpuKkaag,
LeneKoKcnby, NnprM3BoAn/IO 40 NiABULLEHHA YACTOTU Npe - Ta NOCTiMMIaHTaLiMHWX BTPAT.

Yci BariTHOCTI cynpoBoAXKytoTbca GOHOBUM PU3MKOM BPOAXKEHUX Ae PEKTIB, BTPATU N1043 ab0 iHLWIMX
HebarkaHUX HacnigKiB. Y 3aranbHin nonynauiinauieHTis CLLUA, He3anexHo BiaBNAMBY Npenaparty, yci
KNiHIYHO BCTAHOBAEHi BUMAAKM BariTHOCTI XapaKTe pu3yoTbcAa GOHOBOI YACcTOTO 0 2—4 % 3HAYHUX
ypoaxkeHux aedekrtista 15-20 % BTpaTM nAoha nig vac BariTHOCTI. Po3paxyHKoBMin POHOBUIM pUIMK
3HaAYHUX ypoaKeHUX Ae beKTiB i BUKMAHIB A1 3a3HaYeHOoi nonynauii HeBigoMnii.

MNepenmn ta nonorun. JocnigxeHb BNAMBY LieieKoKcMbyHa nepelimum abo nonorn He nposogunun. Y
JocniaxKeHHAX Ha TBapuHax HIM3M, BKAtOYatoumn LeneKoKenb, iHribyoTb CUHTE3 NpOoCTarnaHauHIB,
CNPUYMHAKYM 3aTPUMKY MOIOFI B Ta NiABMLLYIOYM YaCTOTY MEPTBOHAPOAMKEHHA.



[aHi, oTpumaHi ana ntoanHn. HaasHi gaHi He fal0Tb MOXKAMBOCTI OLLIHUTM HAABHICTb UM BiACYTHICTb
embpiodeTanbHOI TOKCUYHOCTI, OB’ A3aHOTi33aCTOCYBAHHAM Lie IEKOKCUDY.

EdekTn uenekokcnby HanepebirnepelimiB Ta NOAOTiBY BariTHMX KiHOK HEBiAOMI.

loayBaHHA rpyaato. ManoumcenbHi AaHi TPbOX 0ny6.aiKoBaHMX 3BiTiB CTOCYOTbCA 3araiom 12 »KiHOK, AKi
rogyBanuv rpyAnto, Ta ceigdaTb NPo HU3bKWUI piBEHDb LEeNeKOKCnby y rpyaHomy monolui. PospaxoBaHa
cepeaHa AoboBa A03a AN HEMOBAATU cTaHoBUAa 10—40 mKr/Kr/no6y, Wwo ctaHoBUTL MeHLe 1 % Big,
TepaneBTUYHOI 4031 415 ABOPIYHOI AUTUHM Y NepepaxyBaHHI Ha Mmacy Tifna. Y 3BiTi Np 0 ABOX HEMOBAAT
Bikom 17 Ta 22 micaui, asKNX roayBanu rpy a0, He NoBiAOMAANN NPO KOoAHI NobiYHI peaky,ii.

3acrocoByBatn AEHOKCUE KiHKkam, siki roaytoTb rpyaato, cnig 3 obeperkHictio. Kopuctb ana3a0pos’ai
PO3BUTKY AUTUHMU Big, rpyAHOMO roAyBaHHA Cif oLiHIOBAaTU MOPi BHAHO 3 KNiHIYHO noTpeboto maTepi B
npenapati AEHOKCUB, a TakoK 6y Ab-AKMMKN NOTEHLIiMHMMM NOBIYHUMKM ebeKTamn Npenapary
OEHOKCWB abo BNaMBOM OCHOBHOIO 3aXBOPtOBaHHA MaTepi Ha HEMOBAA.

34aTHiCTb BN/AIMBATU Ha WBWAKICTb peaKLii npy KepyBaHHI aBTOTPAHCNOPTOM abo i HLIMMM MeXxaHi3mamu.

Y BMMagKy NOABU TaKUX NOBIYHNX peaKL,ii AK 3anamMopoYeHHS, BEPTUTo abo COHMBICTb Npu
3aCTOCYBaHHI LLe NeKOKCUBY CNig YHUKATM KepyBaHHSA TPAHCNOPTHUMM 3acobammn Ta poboTun 3
MeXaHi3amamu.

Cnocib 3acTocyBaHHSA Ta 403U

3aranbHi iHCTPYKLUii Woa0 A03yBaHHSA. MNepea npuUiHATTAM pilleHHS NPOo 3aCTOCYBaHHA AaHOr0
NiKapCbKOTO 3ac0bY CNig, peTenbHO 3Ba*KUTM OYiKyBaHi MOTEHLiMHi NnepeBary Ta pusmKn Big, oro
3aCTOCYBaHHSA Ta PO3rNAHYTM AOLiNbHICTb iHLWMX BapiaHTiB NiKyBaHHA. Cnifg3acTOCOBYBATU HAMHUMKUY
edeKTUBHY [03y NpenapaTy NPOTArOM HalMKOpPOTLIOro NepioAy 3riAHO 3 METO0 NiKyBaHHA OKPEMOTO
nauieHTa (ame. po3ain «OcobanBOCTI 3aCTOCyBaHHAY).

Llei npenapaTt MoXXHa NPUIMMaTM He3a/1eXHO BiJ, BXKUBAHHA iKi.

OcteoapTpuT. Mpu nikyBaHHI OCTE0APTPUTY A03a NpenapaTy cTaHoBMTL 200 mr Ha 106y oaHOpa3oBo abo
no 100 mr 2 pasu Ha goby.

PesmaTtoigHWiM apTpuT. MpK NiKyBaHHI peBMAaTOIgHOrO apTPUTY 4033 NpenapaTy cTaHoBWUTL BiA 100 o
200 mr 2 pasu Ha goby.



AHKiNno3younii cnoHaunit. Ana nikyBaHHSA aHKiNO3yo4oro cnoHauNiTy 4oboBa Ao3a npenapaTy
OEHOKCWB ctaHoBKUTL 200 Mr, SIKY chignpuiimaTtu ogpasy (npuinom 1 pas Ha aoby) abo ainntm (npuiiom
2 pasu Ha goby). AKLWO NPOTArOM 6 TUXKHIB HE CNOCTEPIraeTbCA NO3UTUBHOTO epeKTY, 03y Npenapaty
MOKHa 36inblwmnTh A0 400 mr Ha Ao6Y. AKLLO NPOTAroM 6 TUMXKHIB He CnocTepiraeTbes ebeKTy npu
3acTocyBaHHi npenapaTyy Ao3i 400 mr Ha fo6y, BiANoBiAb Ha NiKyBaHHA € MasIOMOBIPHOO, TOMY C/lig,
PO3r/IAHYTU aNbTEPHATUBHI BapiaHTU NiKyBaHHA.

KoHTponb roctporo 60110 Ta NiKyBaHHA Ne pBUHHOT AMCMeEHOpeT. 11 KOHTPO/II0 rocTporo 600 Ta
NiKyBaHHA NePBUHHOT ANCMEHOPETNOYaTKoBa A03a NpenapaTty ctaHoBMTb 400 mr 3 HaCTYNHUM
3aCTOCYBaHHAM 004aTKOBOT 4031 200 Mr y nepLinii AeHby pasi HeobxiaHoCTi. Y HacTynHi gHi
pekomeHAOBaHa A03a NpenapaTy ctaHoBUTbL 200 mr 2 pa3u Ha foby y pasi HeobxigHoCTi.

OcobnuBi rpynu naLieHTiB.

Me4viHKOBA HE JOCTATHICTb. Y NaL€HTIB i3 NOpyLWeHHAMM QYHKLLTNeYiHKM NOMiPHOrO CTYNeHA TAXKKOCTI
(knacB 3a knacudikauieto Yalinaa—MN’t0) go3y npenapaty cnig3meHWnTM Ha 50 %. 3acTocyBaHHA
npenapaty AEHOKCUB nauieHTam i3 TAXKKUMM NopyLUe HHAMM GYyHKLiT neYviHKKM He peKomeHAYeTbCA (avB.
po3ainu « dapmakoKiHeTnKa» Ta « OCOBIMBOCTI 3aCTOCYBaHHSA»).

MauieHTM 3 NoBiNIbHUM MeTabonizamom cybctpatie CYP2C9. Y gopocaunx nauieHTis i3 Bigomum abo
nifo3ptoBaHMM ynoBifibHEHHAM MmeTaboniamy cybctpatis CYP2C9 Ha niactaBi reHoTUNY abo
nonepeaHbOro AOCBIAY 3acTOCYBaHHA iHWMKX cybcTpaTiB CYP2CI (Takux sik BapdapuH, peHiToiH),
LeIeKOKCMb cnifg 3acTocoByBaTU, MOYNHAKOYM 3 MONOBUHU MiHiMabHOT peKoMeHA0BaHOi A03M.

Y nauieHTiB i3 10BEHINAbHUM peBMATOIAHUM apTPUTOM Ta BigOMUM ab 0 Nig03PHOBAHMM MOBIIbHUM
meTaboniamom cybctpatis CYP2C9 cnif po3rnaHyTM MOXKAMBICTb 3aCTOCYBaHHS a/ibTePHAaTUBHOIO
NiKyBaHHA (amB. po3ain « PapmaKoiorivyHi BNacTUBOCTI»).

HupkoBa HegocTaTHicTb. 3acTtocosyBatn AEHOKCUB nauieHTam i3 HUPKOBOK HE OCTATHICTIO TAXKKOTO
CTYMNEHS HEe PEKOMEHA0BAHO (AauB. po3ainun « dapmakoKiHeTnKa» Ta « OcobaMBOCTI 3aCTOCYBaHHAY).

MNauieHTV NiTHBLOrO BiKY. [MALLEHTU NITHLOTO BiKY, NOPiIBHAHO 3 MaLliEHTaMM MOJIOALLOTO BiKY, MalOTb
6iNbLIMIA PU3NK PO3BUTKY TaKMX CEPNO3HMUX NOBIYHMX peaKLii, acouinoBaHKMx i3 3actocyBaHHAM HIM3M,
AK No6iuHi peakLii3 6oKy cepLLeBo-CyANHHOTCUCTEMM, LLITYHKOBO-KMLLKOBOIO TPaKTy Ta/abo 3 60Ky
HUPOK.

AKWO nepeabavyBaHa KOPUCTb /1A NALLIEHTIB IITHLOTO BiKY € DiN1bLIOIO, Hi*K NOTEHLiMHWIA PU3KK, Cig,
pO3NOYMHATM 3aCTOCYBaHHA NpenapaTty 3 HaMHMMKYOT 403U Ta MOHITOPUTU CTaH NALiEHTA WOAO PO3BUTKY
nob6iYHMX peakuin (ame. po3ain «OcobanBOCTI 3aCTOCYBaHHAY).



I3 3aranibHOI Ki/IbKOCTI MaLiEHTIB, AKi 3aCTOCOBYBa/IM LLeIEKOKCUD y MpoLeci A0PEECTPALLIMHUX KNTIHIYHUX
JocniaxeHsb, Bik 6inble Hix 3300 nauieHTiB cTaHOBUB 65—74 pOKU, NpU LbOMY BiK npnbamnsHo 1300
O00ATKOBUX NaLieHTiB ByB Bi4 75 pokis. CyTTeBMX BigmiHHOCTE M Wo a0 e e KTUBHOCTI AN Liei kaTeropii
NauieHTIBTa 421 NaLLiEHTIB MONOALLIOrO BiKY BUSBAEHO He 6y/10. Y KNiHIYHMX AOCNi AXKEHHSAX, Y NPOLECi
AKUX NOPiBHIOBANM GYHKLLiFO HUPOK (BM3HAYan M 3a LIBUAKICTIO KNy6OUYKOBOT diNbTpaLlii, a3oTom
CEYOBUHU KPOBi Ta KpeaTUHIiHOM) Ta PYHKLLi 10 TPOMBOLMTIB (BM3HaYa1M 32 YaCOM KpOBOTEYi Ta
arperaujieto TpomboumTiB), HE cnocTepirany pisHUL y pesybTaTax a4na 4o06poBobLiB NiTHLOrO BiKy Ta
[ob6poBobLiBMonoaworo Biky. MMpoTe, AK i npu 3actocyBaHHi iHWKX HIM3M, y ToMy 4nchi Tux, aKi
BMbipKoBO NpurHivytoTb LLOI-2, y nepioa nicns suxoay npenapaty Ha pUHOK 6y10 6inblue CMOHTaHHUX
NOBiAOMNEHb MPO LWWAYHKOBO-KMLLKOBI NOAiT3 1€ TaIbHMM HAac/1i AKOM Ta PO rocTpy HUPKOBY
HeAOoCTaTHICTb Y NaLi€HTIB NITHLOrO BiKY MOPIBHAHO 3 NaLiEHTaMW MOIOALLIOTO BiKy (AMB. po3ain
«0Ocob1MBOCTi 3aCTOCYBaAHHAY).

Litn.

JEHOKCUB He noKasaHWit ANs 3aCTOCYBaHHSA AiTAM.

MNepepnosysaHHA

CumnTomMuM roctporo nepeaosysaHHA HM3MM 3a3BnYaii 06MeKy0TbCA NeTaprielo, COHAUBICTIO, HYAOTOlO,
6/110BaHHAM Ta 60/1eM B eniracTpanbHii AiNAHL *KUBOTA | 3a3BMYall € 0OOPOTHUMM NPUM 3aCTOCYBAHHI
nigTpumyroyoiTepanii. bynn 3apeecTpoBaHi BUNAAKM LAYHKOBO-KULWKOBOI KpOBOTEUI. Y piaKiCHUX
BMNaAKax bynu 3apeecTpoBaHi apTepiasibHa rinepTeHsisa, rocTpa HUPKOBA HEAOCTATHICTb, MPUTHIYEHHA
ONXaHHA Ta Koma (ams. po3ain «OcobanBOCTi 3aCTOCYBaHHAY).

Y npoueci KniHIYHNX AoCNi AXKeHb BUNAAKIB Nepeno3yBaHHA e NeKOKCMBOM 3ape€eCTPoBaHO He byno. Y
pe3ynbTaTi 3acToCcyBaHHA Npenapaty y go3ax Ao 2400 mr Ha goby npoTtaromnepioay ao 10 aHisy 12
NnawujieHTIB BUNaAKiB cCepiO3HOI iHTOKCUKaLLiT3apeecTpoBaHO He byno. IHpopMmaLis Npo MOXKAUBICTb
BMBEZEHHA LLeIEKOKCUOY LUASXOM reMogjanisy BiACcyTHSA, ane, BUXOAAYU 3 BUCOKOTO CTYMEHA
3B’A3yBaHHA 3 6iAKAMKM NNa3MK KpoBi (> 97 %), MOXKHA NPUNYCTUTK, LLLO Aiani3 Npu nepefo3yBaHHi byae
HeepeKTUBHUM.

MNicnanepepo3sysaHHs HM3M nauieHTam HeobXiAHO NPOBOAUTU CUMNTOMATMYHE Ta NiATPUMYIOYE
NikyBaHHA. CneuianbHi aHTMAOTW BiacyTHi. CNifa po3rasHYTU MOMKAMBICTb BUKAMKATK BatoBaHHA Ta/abo
3acTocyBaTu aktuBoBaHe Byrinna (60—100 r gna gopocnnx, 1-2 r Ha 1 Kr macu Tina gitam) Ta/abo
OCMOTMYHWIN MPOHOCHWI 3acib NaLieHTam, y AKUX MPOTATOM YOTUPbOX FOAMH NicaA 34i MICHEHHSA iH’ eKujiT
CMOCTEpiraloTbCs CMMNTOMM NepeAo3yBaHHA, a TAKOXK NaLLiEHTAaM 3 TAXKKMM Nepe A03yBaHHAM (4033, Wwo
B 5-10 pasiB nepeBuLLYE PeKOMEHA0BaHY 403Y).

dopcoBaHMit Aiypes, NianyKyBaHHSA cedi, remogiania abo remonepdysis He 3aCTOCOBYOTbCA Yepes
BMCOKe 3B’A3yBaHHA 3 BiflKamu.



OnAa oTpUMaHHA 104aTKOBOI iHGOPMaLLi WoA0 NiKyBaHHA Nepeao3yBaHHA HeEObXiaHO 3BePHYTUCA A0
TOKCMKOJIOTIYHOTO LeHTPY.

MNob6iyHi edekTn

ICHYIOTb AaHi LLWOA0 MOMKIMBOCTI PO3BUTKY HACTYMHMX NOBIYHUX peaKLil.

3 BOKY LI/IYHKOBO-KULLKOBOTO TPAKTY: 3anop, AMBEPTURYAIT, ancdaris, BiapuKKa, esodarit, ractpur,
racTpoeHTepuT, ractpoesodareanbH1ii pe PAOKC, FeMOPOI, XiaTa/ilbHa FpuKa, MeneHa, CyXictby poTi,
CTOMATUT, TeHE3MU, 6Nt0BAHHSA, NepdopaLLis KULWKK, LWNYHKOBO-KULLKOBA KPOBOTEYa, KOAIT i3
KpoBoTeueto, nepdopaliis CTpaBoXoay, MaHKPeaTUT, KULWKOBa He NpoxXiAHICTb.

3 6OKy cepLeBO-CYyAMHHOTCUCTEMM: NOTipLUIEHHA Nepebiry apTepianbHOI rine pTeHsii, cTeHoKapain,
iLwemiyHa xBopoba cepus, iHGapKT MioKapaa, HENPUTOMHICTb, 3acTiliHa cepLLeBa HE AOCTaTHICTb,
dibpunauia WwayHoukis, Tpomboembonina nereHeBoi apTepii, FOCTPe NOPYLLEHHA MO3KOBOIO KPOBOObIry,
nepudepuyHa raHrpeHa, Tpombodnebit, HectabinbHa cTeHOKapAia, GyHKLIOHaNbHA He A4OCTATHICTb
aopTaNbHOrO K/1anaHa, aTePOCK/IeEpO3 KOPOHAPHOI apTepii, cMHycoBa bpaauKapain, rineptpodis
LUNYHOYKa, TPOMBO03 rNMBOKUX BEH, BAaCKYJIIT, BiadyTTA cepuebuTTa, Taxikapain.

3aranbHi po3nagu: peakuiirine puyTAMBOCTI, anepridni peakuii, 6inby rpyanx, Kicta (6e3 goaaTkosBumx
YTOUYHEHb), reHe pani3oBaHuii HabpAK, HabpAK 0614, NiABULLEHA BTOMTIOBAHICTb, rapaYka, NpUnamsu,
rounonogibHi cumntTomm, 6inb, nepude puuHuniA 6inb, cencuc, panToBuii NeTanbHUIA HACNT AOK,
aHadinaKToigHa peakKuis, aHrioHeBPOTUYHUIA HabpsK.

3 60Ky LeHTpanbHOITa nepudepUYHOI HE PBOBOI CUCTEMMU: CYAOMM Hif, FiNepTeHsiA, rinectesin, MirpeHn,
napecresis, BepTUro, aTakcia, cyiuna (ams. posgin « Bzaemoais 3 iHWMMM NiKapCbKUMM 3acobamm Ta iHLWi
BMAM B3aEMOZINY»), iLLe MIYHWIM iHCYIbT, aCENTUYHMIA MEHIHTIT, areB3in, aHOCMifA, NeTafibHUI
BHYTPiLWHbOYE PeNHUI KPOBOBUMB.

Posnaam cnyxy Ta BeCcTMbynapHOro anaparty: ryxoTa, Wymy ByxXax, 1abipuHTUT.

3 6OKY OpraHiB 30py: NOMYTHIHHA CKN10OMNOAiOHOro Tina, KPOBOBUIUBY KOH' IOHKTUBY.
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3 60Ky NMeyviHKM Ta }KOBYHOTO MixXypa: NiABULLLE HHA PiBHA NeYiHKOBUX depPMeHTIB (Y ToMY Ynchi
nigsuweHHA pisHiB ACTi AJIT), Xonenitias, HEKPO3 NeYiHKM, renaTuT, XKOBTAHULA, NeYiHKoBa
HeZOoCTaTHICTb.

MeTaboniyHi Ta animeHTapHi po3nagu: NigBULLEHHSA PiBHA 30Ty cevi, NiABULLEHHSA PiBHSA
KpeaTuHdocdoKiHa3m B KPOBI, rinepxonecrepuHeMis, rinepraikemis, rinokaniemia, NiABULLEHHA PiBHS
HebiNKoBOro a3oTy, NiABULLLEHHS PiBHA KpeaTUHIHY, NiABULLEHHA PiBHA Ny HOi pocdaTasm, 36inblieHHA



Mmacu Tina, NiABULLEHMN PiBEHb Kaito B KPOBI, NigBULLLEHWNI PiBEHb HAaTPIitO B KPOBI, NiABULLEHWNI PiBEHD
TeCTOCTEPOHY B KPOBI, rinoraikemia, rinoHaTpiemis.

3 60Ky KiCTKOBO-M’A30BOI CUCTEMW: apTPANTiA, APTPO3, Mianria, CUHOBIIT, TEHANHIT.

3 BOKY NCUXiKN: aHOPEKCiA, CTPUBOXKEHICTb, NiABULLEHMI aneTUT, AeNpecis, He PBO3HICTb, COH/IUBICTb.

3 BOKYy KpOBi: aHeMisi, TPOMBOUUTONEHIA, arpaHy/10UMTO3, aniacTUYHa aHEeMis, NaHLUMTONMEHIA,
JNIeMKOMeHis, eKXiMo3, HOCOBa KpoBoTeYa, TpoMboLuTeEMIS.

3 6OKy AnxanbHOi cucTeMn: BPOHXIT, BpoHXOCNa3m, NOCUAEHHA BPOHXOCMNa3My, Kalle b, 3a4MLLKa,
NAPUHTIT, THEBMOHIA.

3 6OKy WKipMTaii NnpmaaTKiB: anoneLin, 4epMaTuT, peakuii poTouyTANBOCTI, cBepbiXk, e pUTemMaTosHi
BMCUMaHHA, MaKy10-Nanyb03Hi BUCUMAHHA, 3aXBOPIOBAHHA LWKipW, CyXiCTb LWKipwW, NigBULLEHA
NiTANBICTb, KPONUB AHKA.

Po3naam B MicLji 3aCTOCyBaHHA: LENoNIT, KOHTaKTHUIA e pMaTuUT.

3 6OKy CeYOBUAIIbHOT CUCTEMM: aNbbYMIHYPIs, ULUCTUT, AN3YpPiA, reMaTypisl, YacTe CEYOBUMNYCKaHHS,
cevyoKamM’aHa xBopoba, rocTpa HUPKOBA HEAOCTATHICTb, iHTEePCTULIaNbHUI HeDPUT.

3 60Ky penpoayKTMBHOI CUCTE MM Ta MOJIOYHUX 3a/103: KiCTa IEYHUKA.

TpaBMa, OTPYEHHA Ta YCKNAAHEHHA NPoLeAyp: eNiKOHAWAIT, PO3PUB CYXOXUANA.

TepMiH npuAaTHOCTI

2 pOKMu.

YmoBwu 36epiraHHA

[nAauboro nikapcbkoro 3acoby He NOTPi6HI byab-AKi cneuianbHi ymosu 36epiraHHsA. 36epiratny
HeAOoCTYNHOMY A/18 AiTe i Micui.

YnakoBKa

Mo 10 Kancyny 6nictepi; no 3 6nicTepu B KapPTOHHI M KOPOOL.



Kateropis BignycKky

3a peuentom.

BMpob6HUMK

MIKPO NABCIIMITEA/MICRO LABS LIMITED.



