Ckian

Oitoua peuosuHa: pebyKcocTarT;
1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOIO, MiCcTUTh (pebykcocTaTy 40 Mmr a6o 80 mr;

OONOMIJCHI peuoB8uUHU: JTaKTO31 MOHOTIOpaT, I[eIl0JI0o3a MiKpOKPHUCTAaJIiuHa,
TiOpPOKCHUITPOMIINIEN0Io3a, HaTPilo KpOCKapMesio3a, KPEMHIIO HiOKCUI KOJIOITHUMA
0e3BOOHUM, MarHilo cTeapar;

obosoHKa: Opadry white YS-1-7040.
JIikapcbKa ¢popmMa

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcCHOBHI (i3uko-ximiuHi 81acmueocmi: TabJIeTKU, BKPUTI IJIIBKOBOIO 000JIOHKOIO,
KPYTJIi, ABOOMYKJIi, Bif 6istoro mo Matizke 0ilIoro KOJIbOPY, 3 I'JIagKoI0 ITIOBEPXHEIO.

®dapMaKoTepalneBTHYHA Irpymna

JIikapchKi 3aco0u fis miKyBaHHS moparpu. JIikapchbKi 3aco0u, 1110 TPUTHIYYIOTh
yTBOpeHHs ceuoBoi kucnotu. ®edykcoctat. Kom ATX M04A A03.

®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmakoduHamika.
MexaHi3m 0ii

CedoBa KHUCJIOTa € KiHIIEBUM MIPOAYKTOM MeTabo0s1i3My NypHHiB Y TIOOUHU Ta
YTBOPIOETHCS B KaCKafi riMOKCaHTUH — KCaHTUH — cedoBa Kuciota. O6uaBa eTanu
BHIIle3a3HAaYE€HUX IIePETBOPEHDb KaTalli3ylOThCS KCAaHTUHOKCHUAa30:0 (XO).
debyKkcocCTaT € MMOXiOHUM 2-apUIITia30Jly, SIKUU JOCATa€E CBOTO TEPANEBTUYHOTO
e(deKTy 3HUKEHHS PiBHS C€Y0BOl KUCJIOTU B CUPOBATIIi KPOBI IIIJIIXOM CEJIEKTUBHOTO
inrioyBanHs XO 3i 3HaueHHssMu Ki in vitro B gianasoxi 0,6-10 #M. ®ebyKkcocTaT €
HEINyPUHOBUM ceJieKTUBHUM iHTibiTopoM XO (NP-SIXO), sikuit moTy>KHO iHTiOy€E K
OKMCHEHI, Tak i BigHOBIEeHi ¢popmu XO.

Bnaue Ha KoHUeHmMpauio cevoeoi Kuca1o0mu ma KCaHmMuHy

Y 3p0poBuxX DOOPOBOIBIIB (peOyKCcoCcTaT IPU3BOAUB OO H0303aJIe’KHOTO 3HUXKEHHSA 24-
TOOVMHHUX CePenHiX KOHIIeHTPallii CeY40BOl KMCJIOTU B CUPOBATIIL KPOBi Ta ITiIBUIIEHHS
24-TOOVHHUX CepenHiX KOHIIeHTpallil KCAaHTUHY B CUpOBaTILli KpoBi. KpiMm Toro,



CIIOCTepiranaocs 3HUKEHHS 3arajbHol JoO0BOI eKCKpellil ce4oBOI KUCJIOTHU 3i cedyero Ta
30inbIIIeHHS 3arajbHOl J0O0BOI eKCKpellil KCaHTUHY 3i cedelo. BigcoToK 3HMKEeHHS
cepenoHbOl KOHIIeHTpallil Ce40BO1 KUCJIOTHU 3a 24 TOOWHU y CUPOBATIIi KPOBi CTAHOBUB
npubau3Ho 55 % micnsa npuiiomy mo6oBoi go3u 80 mr.

Bnaue Ha penoasapusauiro cepus

BnnuB ¢pebykcocTaTy Ha penosisgspu3allilo ceplis, olliHeHu# 3a inTepBanom QTc,
OILIiHIOBABCS y 3MOPOBUX MOOPOBOJIBIIIB Ta MallieHTIB i3 mogarpow. ®ebyKkcocTaT y
mo3ax mo 300 mr Ha moOy (y 3,75 pa3sa Oinbllle MaKCUMalIbHOI PEKOMEHIOBaHO1 1OO0BOI
I03M) y PiBHOBaXKHOMY CTaHi He IPOOEMOHCTPYBaB BI/IUBY Ha iHTepBan QTc.

dapmakoKiHemuka.

Y 3p0poBuX DOOPOBOJIBIIIB MaKCUMalbHa KOHIIEHTpAallis y MJia3Mi KpPOoBi (CmaX) Ta
IIJI0IMIa ITim hapMaKOKiHETUYHOIO KPUBOIO «KOHIIeHTpalliss-yac» (AUC) 30iabIIyBaInCs
ITPOIIOPIIINHO A03i ITiCcIsT 0MHOPAa30BOTr0 Ta 6araTopa30BOr0 3aCTOCYBAHHS
debykcocTaTy B go3ax Bim 10 mo 120 mr. HakonuuyeHHss peOyKcocTaTy micas
3acTocyBaHHs 0o3 10-240 Mr KoxHi 24 roguHU He BUsBJIeHe. [lepenbadyyBaHUM
cepefHil TepMiHalIbHUY MIEPioa HAIliBBUBEOEHHS (t1 /2) (ebykcocTaTy CTaHOBUB
MpubIN3HO 5-8 ToguH.

BcmoxkmyeaHHs. BcMOKTyBaHHS pafioMiueHoro ¢ebyKcocTaTy Micis IIepopabHOTo
3aCTOCYBaHHS OO3HU JIIKapChKOT'0 3aCc00y CTAaHOBUIIO IToHaMMeHIIe 49 % (3amexkHo Bif
3arajbHOI pagiOaKTUBHOCTI, BUAIJIEHOl y cedi). CmaX debykcocTaTy crocTepiranacs
Mixk 1 Ta 1,5 roguHaMHu micas BBeIeHHs mo3u. [Iicis 6araTopasoBOro mepopaabHOT o
npuiiomy mo3u 40 mr ta 80 mMr 1 pa3 Ha gobOy Cmax CTaHOBUTH nMpubnus3uo 1,6 £ 0,6
MKr/mnn (N=30)1i 2,6 £ 1,7 mxr/mn (N=227) BignmoBimHo. A6comtoTHa 6i0mMOCTYIHICTD
dbebykcocTaTy He BuBYanachk. ITicist 3acTocyBaHHS OeKinmbKox mo3 80 mr 1 pa3 Ha gody
y IIOEOHAHHI 3 JKUPHOIO 13KEI0 CmaX 3MeHIIyBasnaca Ha 49 %, a AUC — Ha 18 %. OgHak
Ile He CyIIPOBOAKYBaJIOCS KIIiHIYHO 3HAaYYIIMMHU 3MiHaMHU CTyIIE€HS 3MEHIIeHHS PiBHSA
CeYoBOl KUCJIOTH Y IIJ1a3Mi KpoBi (y padi 6araTopa3oBOro 3acTocyBaHHS B 403i 80 Mr).
OTxKe, MiKapChKUM 3acib MOXKHaA 3aCTOCOBYBaTH He3aJIe’KHO Bill BAKMBaHHS 1XKi.

Po3nooia. TlepenbauyBanuit 06’eM po3mnoainy y piBHoBaxkHoMy cTaHi (Vss/F) mns
dbebykcocTaTy O0yB npubnusro 50 1 (CV~40 %). Ctyninb 3B’13yBaHHsS (pebyKcocTaTy 3
OinkaMu 11a3Mu KPoBi (B OCHOBHOMY 3 anbOyMiHOM) cTaHOBUTE 99,2 % i He
3MIHIOETHCS NpU OigBUllleHHI mo3u 3i 40 Mr mo 80 mr.

Memab6oaizm. PebyKcocTaT aKTUBHO MeTabOMi3yeThCS IIISTXOM KOH IOTallil 3a y4acCTIO
bepmenTiB ypunuHdochartrimrokoHinTpaunchepasu (Y O-rmoKoHINTpaHCchepasn),
Brimodarouu UGT1A1, UGT1A3, UGT1A9 ta UGT2B7, Ta OKMCHEHHS 3a y4acCTIO
depmenTis nutoxpomy P450 (CYP), Bkntouarouu ¢pepmentu CYP1A2, 2C8 ta 2C9, ta



(bepMmeHTaMu, sIKi He BXOOATH ¥ cuctemy pepmeHnTiB P450. BigHOCHUI BHECOK KOXKHOI
isopopmu pepmeHnTy B MeTabomnidam pebykcocTaTy HeBigomuii. OKMCHEHHST OiYHOTO
JIaHIIoTa i300yTUYy IPU3BOOUTH 10 YTBOPEHHS YOTUPHOX (PapMaKOIOTidYHO aKTUBHUX
rigpokcumeTabOoIIiTiB, BCi 3 IKUX HasIBHIi y MJ1a3Mi KPOBi JIIOOUHU Y HabaraTo HUKYii
KinTbKOCTI, HiXK ¢debyKkcocTar.

OcuoBHUMU MeTabomiTamu pebykcocTaTy in vivo y cedi Ta KaJjii € MeTabomiTu
allUITIIOKYpoHiny ¢pebykcoctaty (~ 35 % Bim m031) Ta OKUCHIOBAIbHI MeTaboIiTH:
67M-1 (~ 10 % Big mo3u), 67M-2 (~11 % Big mo3u) i 67M-4 Ta BTOPUHHUMN MeTabOJTiT
Bim 67M-1(~ 14 % Big mo3wn).

BusedeHHs. PebykcocTaT BUBOOUTHLCS 3 OpTraHi3My Yepes MediHKy Ta HupKamu. [licns
IIepopajbHOr0 3aCTOCYBaHHS 14C-cbe6yKCOCTaTy y mo3i 80 mr npubmm3Ho 49 %
BUBOJMIIOCS i3 ceuelo y BUTTISAAI He3MiHeHOTo dhebykcocTaTty (3 %), allurIioKypoHioy
mitouol peuyoBuHu (30 %), BimoMux oKMCHeHUX MeTaboIiTiB i ix KoH'toraTiB (13 %) Ta
iHmMrx HeBimoMux meTabomiTiB (3 %). KpiMm HUPKOBOI eKcKperlil, mpubiu3uo 45 %
JIIKapChKOT0 3aC00y BUBOOUIIOCS 3 KaJIOM y BUTJISI[I HE3MiHeHOTo ebyKcocTaTy

(12 %), amunriaoKypoHigy mitouol pedoBuHu (1 %), BimoMux OKMCHEHUX MeTabOoJIiTiB i
ix koH’'torarTiB (25 %) Ta iHmux HeBimoMux meTtabomiTis (7 %).

ITicnapeecmpauitiHi 0o820cmMpoKo8i 00CAIOHCEHH A

HocnimxxenHuss CARES sBnsinio co6010 moCHimKeHHs BilCyTHOCTI MeHI101 e(peKTUBHOCTI,
[Ii Yac AKOro IOPiBHIOBAJIM pPe3yJIbTaTU CEPLIEBO-CYOUHHUX 3aXBOPIOBaHb IIpU
3acTocyBaHHi (pebyKcocTaTy Ta aJlONyPUHOJIY V MAlliEHTIB 3 MOOArpoio Ta OCHOBHUMU
CepIeBO-CYIUHHNMM 3aXBOPIOBAaHHSIMM B aHaMHe3i, BKJII0Yalo4yu iHQapKT MioKapaa,
rociitanizaliito 3 IpuBoAy HecTabiTbHOI CTEHOKAPil, Ipolieaypy KOpoHapHOi abo
1iepebpanbHOl peBacKyIsIpu3allil, iHCyabT, TOCIIiTanIi3allito 3 IPUBOOY TPAaH3UTOPHOI
imeMiyHOI aTak¥, 3aXBOPIOBaHHS IepudepuyHruX CyouH abo IyKpoBui miabert i3
O3HaKaMM MiKpoaHrionaTii Y1 MaKpoaHTiomaril.

[TepBUHHOIO KiHIIeBOIO TOYKOIO B mociigxkeHHi CARES OyB yac mepuiol IosiBU TSIKKUX
HeOaxkaHux cepiueBo-cyquHHux sasuil (THCCH), 1o BKmodanu HeneTaabHUN iHQapKT
MioKappga, HeJjleTaJIbHUM IHCYJIbT, CMEPTH Bif] CepLeBO-CyAVHHUX [1aTOJIOTIN Ta
HecTabiNbHY CTEHOKAPMOilo 3 HEBiOKIaHOI KOPOHAPHOIO PEeBACKYJIIPU3aAlli€lo.

KinmeBi moka3HUKY (IEepBUHHI Ta BTOPUHHI) aHalIi3yBaJu BiOIIOBIAHO [0 aHAIi3y
HallileHHs Ha nikyBaHHs (ITT), BKIo4aouu BCix cy0'e€KTiB, siKi Oyniu paHOOMi30BaHi Ta
OTpUMaJii IPpUHaAUMHI OOHY 03y IIpelapary y IIPoLeci IOABIMHOIO CIIIIOT0
OOCIIIOXKEeHHS.

[Tpu anani3i okpemux KoMnoHeHTiB THCCSH yacToTa CMEpPTHOCTI Bif cepLieBo-
CYOUHHUX I1aTOJIOTi#M Oysa BUIOO y rpyni pebykcocTaTy, Hixk anonypunony (4,3 %



npoTtu 3,2 % martienTiB). YacTtoTa inmux THCCS OGyna cxoxa y rpymnax ¢pedykcocTaTy
Ta aJOIIyPUHOJIy, a caMe: HeJjleTaJIbHOTO iHpapKTy Miokapaa (3,6 % npotu 3,8 %
MaIli€HTiB), HEIeTalbHOTO iHCYBbTY (2,3 % npotu 2,3 % naiieHTiB) Ta TEPMiHOBO1L
peBacKyJisapu3allil uepe3 HecTabiibHy cTeHOoKapmito (1,6 % mpotu 1,8 % maliieHTiB).

YacToTa CMEPTHOCTI 3 yCiX MPUYMH TaKoxXK OyJia BUILOIO y IPyIi ¢pebyKcocTaTy, Hixk
anonypunony (7,8 % npotu 6,4 % mallieHTiB), 1110 B OCHOBHOMY 00YMOBIIIOBAJIOCS
Oi/TbIII BUCOKMM PiBHEM CMEPTHOCTI Bifl CEPLIEeBO-CYAUHHUX MMATOJIOTiN y Lik rpy1mi (qus.
po3min «OcobIMBOCTI 3aCTOCYBAaHHS»).

Temnu npuUMHSATOI TOCIIiTasi3allil 3 TPUBOAY CepPleBOl HEAOCTATHOCTI, rocmiTamil3atii 3
IIPUBOMY apUTMil, III0 He MOB’A3aHa 3 illleMi€l0, BEHO3HUMU TPOMO0eMOOTiYHUMU
MOZissMHM, i TocCIiTasi3allil 3 TpUBOAY NEepPexXigHUX illleMiYHUX HalafiB Oyiu
MMOPiBHAHHUMU AJisg ¢peOyKCcoCTaTy Ta aJllOnypPUHOILY.

Oco6uBi rpynu malieHTiB

Hupkosa HeOdocmamHicmb

[Tig vac 6araTopal3oBoOro 3acTocyBaHHA ¢pebyKkcocTaTy B mo3i 80 Mr He OyIi0
3adikcoBaHO 3MiH CmaX (ebykcocTaTy y Mnali€eHTiB 3 JIETKOIO Ta IMOMipHOI0 HUPKOBOIO
HEeOOCTaTHICTIO ITOPIiBHAHO 3 MalliEHTaMU 3 HOpMaJibHOIO (pyHKITi€l0o HUPOK. CepenHs
3aranbHa AUC ¢ebykcocTtaTy 30inburyBasnacs npudau3Ho v 1,8 pa3a mopiBHSIHO 3

MMOKa3HUKaMHU Y MaIliEHTIB i3 HOpMaIbHOIO QYHKIIIEI0 HUPOK. Cm < Ta AUC akKTUBHUX

MeTabomiTiB migBuItyBanucsa y 2 i 4 pa3u BignoBigHo. OmHaK npoaueHTHe 3HUKEHHA
KOHIIeHTpallil Ce40BOl KMCJIOTH B CUPOBATIII KPOBi [JIs MAIliEHTIB 3 HUPKOBOIO
HeIOOCTaTHICTIO OyJI0 MOPiBHAHHUM i3 MOKa3HUKaMHU 3 HOPMaJIbHOIO (QYHKITIEIO
HUPOK (58 % y rpymi 3 HopManbHOI QYHKIIIEI0O HUPOK Ta 55 % y rpyIli 3 TIKKUMHA

MOPYIIEeHHSAMU (PYHKII1 HUPOK).

Ha ocHOBI nonynsinHoro ¢papMakoKiHETUYHOT O aHali3y miciisg 6araTopa3oBUX O03
dedbykcocTtaty 40 Mr a6o 80 mr cepenHi 3HaueHHs1 CL/F ¢pebykcocTaTy y naui€eHTiB i3
momarporo Ta jgerkow (n=334), cepenuboio (n=232) abo TaxkK00 (n=34) HUPKOBOIO
HeOOoCTaTHICTIO 3MeHIIuIuCh Ha 14 %, 34 % Tta 48 % BigIIOBigHO MTOPIBHSIHO 3
naiieHTaMu 3 HopMaibHOIO0 (n=89) pyHKIli€el0 HUPOK. BignoBigHI cepenHi 3HaYeHHS
AUC ¢pebykcocTaTy y Mali€eHTiB 3 HUPKOBOIO HeOCTaTHICTIO Oynu 30inbIineHi Ha 18 %,
49 % ta 96 % micna npunoMy no3u 40 mr ta Ha 7 %, 45 % ta 98 % micnsa go3yBaHHSA
80 Mr BigmOBiAHO, MOPIBHAHO 3 HalliEHTaMHU 3 HOPMaJIbHOIO PYHKIIIEI0 HUPOK.

3acTtocyBaHHA (pebyKcocTaTy mallieHTaM i3 HUPKOBOIO HEIOCTaTHICTIO Ha KiHIIeBiu
cTafil, fKi nepeOyBalOTh Ha Hiai3i, He BUBYAIOCH.

ITevyiHkoB8a HedocmamHicmbw



ITpu 6araTopa30BOMY 3acTOCyBaHHi peOyKcocTaTy B M03i 80 MI He BUSIBJIEHO CYTTEBUX
3MiH Cmax i AUC ¢ebykcocTaTy Ta 1oro MmetaboJIiTiB y IallieHTiB 3 1erkoio (kKiac A 3a
mKkasnon Yaunnga-I1'10) Ta moMmipHOIO (Kiac B 3a mkanoio Yainga-I1'10) me4iHKoBOO
HEeOOCTAaTHICTIO ITOPiBHSIHO 3 MalliEHTaMU 3 HOPMAaJIbHOIO (DYHKIJIEIO IIEYiHKU.
IocmigKeHHs TiKapChKOTro 3aco0y y Ialli€eHTiB 3 TAKKOI0 NEe4YiHKOBOIO HETOCTATHICTIO
(knac C 3a mkanot Yaunga-I1'10) He IPOBOAUIUCSH.

Bik. ITicnis 6araTopa30BOro NepopaabHOr0 3aCToCyBaHHs ¢pebykcocTaTy He OyIIo
3adikcoBano cyTTteBux 3MiH AUC ¢pebykcocTaTy Ta Horo MeTaboJIiTiB y NallieHTiB
JIITHBOTO BiKy MOPIBHSTHO 3 MOJIOOUMM 3I0POBUMU JOOPOBOJIBIISIMHU.

Cmameo. Ilig yac 6araTopa3oBOro NepopajibHOTO 3aCTOCyBaHHA (pebyKcocTaTy Cmax Ta
AUC ¢ebykcocTaTty y XkiHok O0ynu Ha 30 % Ta 14 % BIiANOBIOHO BUIIIUMHU, HiXK Yy
4omoBikKiB. OgHaK Cmax Ta AUC, CKOpPUTOBaHi 3a Macoo Tina, OyJIu cX0oXi OJiss 060x
IpyIl, TOMy 3MiHa g03u pebyKcocTaTy 3ajexHO Bif] cTaTi He TOTPiOHa.

IToxa3zaHHSA

s go3yBauHA 40 Mr Ta 80 Mr

JIikyBaHHS XPOHIYHOI TinepypuKkeMmii y XBopux 3 IToAarporo, siki MaioTb HE3HAUHY
edeKTUBHICTh IPU 3aCTOCYBaHHi aJIONypHHOJIY a0 HEIePEHOCUMICTh aJI0IlypPUHOILY.

IIporunnoka3aHHs

[TigBUIlEeHA YYTIUBICTh A0 aKTUBHOI PeYOBUHU ab0 A0 OyOb-sIKOI 3 MOTOMIiKHUX
PEYOBHUH JIIKAaPCHKOTO 3ac00y.

[TpoTumokasaHuil nalieHTaM, IKi OTPUMYIOTh JIiKyBaHHS a3aTionpuHOM abo
MEPKAaIITOIIyPUHOM.

B3aemMogisi 3 iHIIMMH JTIiKapChKHMH 3ac00aMH4 Ta iHIIII BHIH B3a€MoOil

MepkanmonypuH/a3zamionpuH

BigmoBigHO mo MexaHi3My cBoOE€l il pebykcocTaT NPUTHIYYE KCAHTUHOKCUIA3Y, TOMY
WOr0 OJHOYaCHE 3aCTOCYBaHHS 3 MEPKaNTONyPHUHOM Ta a3aTiONPUHOM He
pekoMeHnyeThCs. [I[pUrHiveHHsT KCAHTUHOKCUAA3U MOXKE IIPU3BOOUTHU A0 MiABUIIEHHS
KOHIIeHTpallil 000X JIikapChbKUX 3aCc00iB y I1Jla3Mi KPOBI, 1110 MOXK€e BUK/IUKATH
TOKCHUYHY peakilito. [locnigkeHHs B3aemMopil peOykcocTaTy 3 TiKapChbKUMHU 3acobamy,
1110 MeTabo0Ii3yI0ThCSI KCAHTUHOKCHUIA3010, HE TIPOBOOUIIH.

IocnigkeHHs B3aeMofii pebyKcocTaTy Il Yac IUTOTOKCUYHOI XiMioTeparril He
IIPOBOOUJINCH.



PosuezaimasoH/cybcmpamu CYP2C8

debykcocTaT € cimabkuM iuriditopom CYP2CS8 in vitro. Y npotieci mocnimxeHHS y
3M0POBUX NOOPOBOJIBIIIB ITapaieibHe 3acToCcyBaHHs pebykcocTaTy 1 pa3 Ha moOy Ta
OOHOPAa30BOl JO3U PO3UTJIITA30HY 4 MT He BIIMBAJIO Ha papMaKOKiHETUKY
PO3UTIIITa30HY Ta KOro MeTaboniTy N-ge3MeTus po3uriaiTa3oHy, 10 AEMOHCTPYE, 110
dbebykcocTtaT He npurHiuye ¢pepmenT CYP2C8 in vivo. OTxkKe, IIpU OAHOYACHOMY
3acTocyBaHHi peOyKcocTaTy Ta po3uriaita3ony abo inmumx cyoctpatiB CYP2C8
KOPEKIIis JO3U 11X JIiKapChKUX 3aco0iB He mMoTpiOHa.

Teoinin

[TpoBepeHo OociigXKeHHS B3aeMofil (pebyKcocTaTy 3a y4acTiO 3TOPOBUX HOOPOBOJIBIIIB
OJIs OLIIHKY BIIJIMBY NIPUTHIYEHHS KCAHTUHOKCHUAA31 Ha 30iIbIlIeHHS PiBHA TeoisliHy B
IIMPKYJIIOI0Yil KPOBI, 1110 CIIOCTEpiranocs 3 iHIMMMH iHribiTopaMu KCaHTUHOKCHUOA3U.
Pe3ymnbTaTu mokasasu, 110 IPHU OJHOYACHOMY 3acToCyBaHHi (pebykcocTaTy B mo3i 80
MTI Ta Teodiniay B mo3i 400 Mr He BUSIBJIEHO XKOOHUX (papMaKOKIHETUYHUX B3aEMOMIN
abo BmuBYy Ha Oe3meky Teodininy. OTxke, pebykcocTaT y go3i 80 Mr MoxkKHa
3aCTOCOBYBaATHU OHOYACHO 3 TeodiniHoOM 6e3 0COOIUBUX 3aCTEPEKEHD.

HanpokceH ma iHwi iH2i6imopu 2at0KypoHi3auyii

MeTtaboji3am ¢pebyKcocTaTy 3aleKUTh Bil aKTUBHOCTi ¢hepMeHTy Y 1 D-
TIIOKYpOHinTpancdepa3u. Jlikapchki 3acobu, 1110 IPUTHIYYIOTH IPOIEC
TJIIOKYPOHi3allil, HanpuKJiaa HecTepoimHi npoTuldananbHi 3acobu (HII33) Ta
nmpobeHely], TEOPETUYHO MOXKYTh 3MiHIOBaTH BUBEHeHHS (hebyKcocTaTy. Y 30OpOBUX
DOOPOBOIBIIIB ITiCJIA OMHOYACHOT 0 3aCTOCyBaHHS pebyKcocTaTy Ta HallpokKceHy 1mo 250
MT 2 pa3u Ha Jo0y crocTepirasnocs rmocuneHHs mii ¢pedykcocTaTy (Cmax CTaQHOBUTH 28
%, AUC - 41 %, t1 - 26 %). Y nponeci KiniHIiYHUX OOCTigXKeHb 3aCTOCYBaHHSI
HampokceHy Ta iHmwmx HIT33/inribiTopiB muknookcurenasu-2 (L[OI'-2) He
CYIIPOBOKYBAJIOCS KIIiHIYHO 3HAYyHIUM 30ibIIIeHHSIM ITO0IYHUX peaKIliid.

debykcocTaT MOXKHa OJHOYACHO 3aCTOCOBYBATH 3 HAIIPOKCeHOM 6e3 3MiHU MO3U ITUX
JIIKapChbKUX 3aCo0iB.

IHOyKkmopu 2at0KypoHi3auii

[ToTyxHi iHoykTOpU Y ®-TMIOKypOHiNTpanchepa3u MOXKYTh IIOCUIIOBAaTU MeTabotiaM
Ta 3MeHIyBaTHu epeKTUBHICTL heOyKcocTaTy. Y Ialli€EHTiB, sIKi 3aCTOCOBYIOTh ITOTYKHi
IHOYKTOPU TJIIOKYPOHi3allil, peKOMEHIyEThCSI KOHTPOJIIOBAaTU PiBEHb CE€Y0BOI KUCTIOTHU
y 11a3Mi KpoBi yepe3 1-2 TuxkKHi omHO4YacHOl Teparil. [Tpu BigMiHi iHOyKTOpa
TJIIOKYPOHi3allil MOXKJIMBE IiABUILIEHHS PiBHS PeOdyKcocTaTy y Ijla3Mi KPOBi.

KoaxiuuH/inHoomemauuH/2idpoxaopomia3ud/sapgpapuH



debykcocTaT MOXKHA OJHOYACHO 3aCTOCOBYBATHU 3 KOJIXIIIMHOM a00 iHOOMeTaluHOM
0e3 3MiHU 103U JTiKapChKUX 3aco0iB.

Takox He MOTPiOHO 3MiHIOBaTHU MO3Y (pebyKcocTaTy IIPU OOHOYAaCHOMY 3aCTOCYBaHHI 3
rigpoXJI0pOTia3ugoM.

OnmHoyacHe 3acTocyBaHHs pebykcocTaTy 3 BapdapuHOM He IOoTpeldye 3MiHU O0O3U
OCTaHHBOTO. 3acToCcyBaHHs (pebyKkcocTaTy 3 BapdhapuHOM He BIIJIMBAE Ha
dbapmMaKOKiHETUKY OCTaHHbOT0. OOHOYaCHe 3aCTOCYyBaHHS 3 (eOyKCOCTaTOM TaKOXK He
BIIJIMBA€E Ha MiKHapogHe HOpMaJlidoBaHe BigHomeHHsa (MHB) Ta akTuBHICTH paKTOpa
VII.

Ie3unpamiv/cyocmpamu CYP2D6

3a maHMMHU, OTPUMaHUMHU in vitro, pedbykcocTtart € cinabkum inribitopom CYP2D6. ¥
IIPOIIeCi OoCIigXKeHb 3a y4acTIO 30POBUX HOOPOBOJIBIIIB, SIKi OTPUMYBaju
dbebykcocTaT 1 pa3 Ha mo0y, criocTepiranocs 30inbiieHHss AUC me3unpaminy
(cyoctpat CYP2D6) Ha 22 %, 1110 CBiTYUTH PO CIabKy MPUTHIYYBaJIbHY Hil0
dbebykcocTaTy Ha pepment CYP2D6 in vivo.

TakuM 4MHOM, TIPU OJHOYACHOMY 3aCTOCyBaHHi ¢pebykcocTaTy Ta cyoctpaTtiB CYP2D6
HeMa€e HeoOXigHOCTi 3MiHIOBaTH IX JO3MU.

AHmauudHi 3acobu

[Tpu ogpHOYaCHOMY 3aCTOCYBaHHI 3 aHTaAUAaMu, 110 MICTATH MarHilo rigpoKcup Ta
aJIIOMiHiIO TiOPOKCHU[, CIIOCTEPIraEThCS 3aTPUMKa BCMOKTYBaHHS (peOyKcocTaTy
(mpu65m3HO Ha 1 rOAKHY) Ta 3MEHIIEHHS Cmax Ha 32 %, ogaak AUC ¢ebykcocTaTy
CYTTEBO He 3MIHIOETHCS, TOMY (peOyKcocTaT MOKHA MOEAHYBATU 31 3aCTOCyBaHHAM
aHTaAIIUOHUX 3aCO00iB.

Oco0/IMBOCTi 1010 3aCTOCYBaHHS

Hanaou nodazpu

Ha nmougaTtky nikyBaHHS (peOyKCOCTAaTOM HaCTO CIIOCTEPITa€ThCs ITIOCUIEHHS HalamiB
rmojarpu Yepes3 3MiHY PiBHSI CEYO0BOI KHMCJIOTH Y CUPOBATIIL KPOBI.

Ins1 3anmob6iraHHs Hamaay Iogarpu IIpU 3acTocyBaHHi pebyKcocTaTy peKOMEHOYETHCS
omHoYacHe npodinakTuuHe nikyBaHHs HII33 abo KomxinmuHoOM (OUB. po3min
«B3aeMopmist 3 iHmIMMU JTiKapChbKUMHK 3acoO0aMu Ta iHIII BUOW B3aEMOMI»).

[TpodinakTryHa Tepallisd clianaxiB MOXKe TPpUBaATU MPOTITOM 6 MicALiB. AKINO mig yac
JIikyBaHHS (peOyKCcocTaTOM BUHUKAE CllajiaxX Imofjarpu, npuiioM ¢pebyKcocTaTy He CIIif
OPUOUHSITH.



Cepueso-cyOuHHi po3aadu

Y noctmapketunrosomy pmocniigzkeHnHi CARES, B skoMy 6pasii y4acThb IalliEHTH 3
mogarpoo, sKi Majii B aHaMHe31 CEpU03Hi ceplieBO-CyaUuHHI 3aXBOPIOBaHHSI,
11epeOpPOBacKyIAPHI 3aXBOPIOBaHHS a0b0 LIyKpoBUl giabeT 3 Mikpo- Ta/abo
MaKpPOCYOAMHHUMHU 3aXBOPIOBaHHSAMHU, OyB OinbIll BUCOKUH piBeHb (134 [1,5 Ha 100
MalieHTO-POKIB) CMePTI Bif CeplieBO-CyANHHUX 3aXBOPIOBaHb y IAlI€HTIB, SIKi
3acTocoByBanu (pebyKcocTaT, MOPIiBHSIHO 3 IMAalliEHTaMH, SIKi 3aCTOCOBYBaIn
anonypuHoi (100 [1,1 Ha 100 namienTo-pokiB]) [crmiBBigHOmEHHS pu3uKy: 1,34, 95 %
II: 1,03; 1,73]. IlepBuHHa KiHIleBa TOYKa OCHOBHUX HECIIPUSTINBUX CEPIIEBO-
cynuaHux nofgii (MACE) [cyKynTHICTH ceplieBO-CyAUHHOI CMepTi, HedaTaabHOT O
iHpapKTy MioKapaa, HedaTaabHOTO iIHCYJIbTy Ta HeCTabiIbHOI CTeHOKapmil 3
TEPMiHOBOIO KOPOHAPHOIO peBacKyaspu3alliero] Oysa mogidoHow anas pebykcocTaTy Ta
asionypuHony [cniBBimHomeHHsT Hebe3neku: 1,03, 9]. % OI: 0,89; 1,21]. ®PebykcocTart
OyB moAiOHUM OO aJlONyPUHOIY OJid JIIKyBaHHSA HedaTanbHOTO iHGapKTy Miokap[a,
HedaTanbHOTO iHCYIbTY Ta HeCcTabiTbHOI CTEHOKapPil 3 TEPMiHOBOI0O KOPOHAPHOIO
peBacKyIsipu3alli€to.

Y noyaTkoBi# ¢a3zi 3 paHAOMi30BaHUX KOHTPOIbOBAHUX HOCIiOXKEHb, ¥ AKUX Opanu
y4acTh MallieHTH 3 ITOarpoio, CriocTepiraBcs OiNbIl BUCOKUM PiBEHb CEPIIEBO-
CYOUHHUX TpoMO0oeMOOIiuyHUX MOofik (ceplieBo-CyInHHA CMepPTh, HedaTalbHUMN
iHpapKT MioKapAa Ta HedaTalbHUM IHCYIbT) y IAIII€HTIB, SIKi 3aCTOCOBYBa/Id
debykrcocTart [1,09 Ha 100 PY (95 % [I 0,44-2,24)], nix anonypusron [0,60 za 100 PY
(95 % OI 0,16-1,53)].

TakoK MOBIDOMIISATIOCS IPO NOTEHIINHUY MiABUIIIEHUN PU3UK CePIeBOl HEJOCTaTHOCTI
y HallieHTiB i3 HasIBHUMHU CEPLIEBO-CYIUHHUMHU 3aXBOPIOBaHHAMHU Ta/abo pakTopaMu
PU3HUKY CepleBO-CYyOUHHUX 3axXBoploBaHb. JIikyBaHHS (eOyKCOCTaTOM He
PEKOMEHYETHCS IallieHTaM 3 illleMidHO0I0 XBOP00010 cepilst abo 3acTiliHOIO CEPIIEBOIO
HemocTaTHiCTI0. HeoOXimHO KOHTPOJIIOBAaTH O3HAKU Ta CUMIITOMH iH(papKTy MioKap[a,
IHCYJIbTYy Ta CeplLieBOl HEJOCTATHOCTI.

[MpuiimMaioun pilIeHHs PO IIpU3HaAYeHHsI a00 IPOIOBXKEHHS JTiKyBaHHS
dbebykcocTaToM mallieHTaM, HeOOXiTHO BpaXOByBaTU PU3UKU Ta IepeBaru
dbebykcocTaty. [NanieHTH MOBUHHI OyTH MPOiH(pOPMOBaHi ITPO CUMIITOMH CEPHO3HUX
CepIeBO-CYOIUHHUX ITOAiM Ta KPOKH, SIKi CIIil BXKUTHU Y pa3i IX BUHUKHEHHS.

debyKkcocTaT CIii 3aCTOCOBYBATH JIUIIIE TAlliEHTaM, sIKi MalOTh HeageKBaTHY peakxiiito
ab0 HeIllepeHOCUMICTh aJIONypPHUHOY, a00 SKHUM JIiIKyBaHHS aJIOypPHUHOJIOM He
PEKOMEHI0OBaHe.

Anepeis Ha aikapcobkKi 3acobu/2inepuymaugicmo



[ToBimoMIsiyIOCSI IPO CEPUMO3HI peakilil KipHu Ta Tinep4uYyTJIUBOCTI, BKIIOYa4dnu
cuHapoMm CriBeHca-[[>)xkoHCcOHa, DRESS-cuHApPOM Ta TOKCUYHUU ellifjepMalbHUU
HEKpPOJIi3, TOCTpi aHadiTaKTUYHI peakIlil/IIoK y Halli€HTIiB, IKi IpUUMaIu
debykcocTar.

Y GinbuIocTi BUIIAOKiB TaKi peakliil criocTepiraaucs IPOTSATrOM MEPIIOT0o MiCSaIls
3acTocyBaHHs pebykcocTaTy. Y KiIbKOX MAIliEHTIB CIOCTEPiraaucs MOpPyIIeHHs
dyHKIIi1 HUPOK Ta/abo TinepyyTIuBICTh OO aJllONyPUHOIY B aHaMHe3i. TaXKKi peakiiii
rinepuyTaMBOCTI, cepel IKUX peakliil, 0 CYIIPOBOOXKYIOThCS €03nHO(ITi€0 i
CUCTEMHUMHU CUMIITOMaMH, Y OHesIKUX BUMNaAKax OyJIu MOB’sI3aHi 3 rapsa4KoIo,
reMaToJIOTiYHOI0, HUPKOBOIO ab0 MeYiHKOBOIO HEeJOCTATHICTIO.

[NauienTy moBMHHI OyTH MPOiH(QOPMOBaHi IIPO 0O3HAKU Ta CUMIITOMU
rinepyyTAMBOCTI/aneprii, TaKOXK 3a HUMHU CJIiJ CIIOCTEpiraTu 00 PO3BUTKY TaKUX
peakii. Y pa3i I0osABU CEPUO3HUX aJIepTrivHuX peakllii/peakiii Trinep4yyTIuBOCTi, V
TOMYy 4ucCii cuaapoMy CriBeHca-IIKOHCOHA, 3acTocyBaHHS (pebykcocTaTy Tpebda
HeraHO NIPUIUHUTY, OCKIJIbKY IPUNIUHEHHS 3aCTOCYyBaHHS Ha PaAHHLBOMY eTalli
IIOKpalllye IPOTHO3. AKINOo y malieHTa Majid MiCLle aJiepriyHa peaxkilist/peakilis
rinep4yyTaMBOCTi, Y TOMY 4ucii cuHapoM CTiBeHca-IIKOHCOHAa, Ta roCTpi
aHadimakTUYHi peakliii/IIIoK, TO TOBTOPHE ITpU3HaYeHHs ¢hebyKcocTaTy
IIPOTUIIOKA3aHO.

BioknaoeHHs1 KCAHMUHIB

Y nmailieHTiB i3 IPUCKOPEHUM YTBOPEHHSM ypaTiB (HapuKian, Ha TJIi 3JI0IKiCHUX
HOBOYTBOPEHD Ta 1X JTiKyBaHHS abo npu cuHapoMi Jlem-HixaHa) MOXKINBE CYTTEBE
30imbIIeHHST aOCOMIOTHOI KOHIIEHTPAllil KCAHTHHIB y cedi, 1110 CYITPOBOAXKYETHCS iX
BiIKJIageHHSIM y CeYOBUBIOHUX HIIsgxax. Yepe3 oOMeKeHiCTh MOCBiAy 3aCTOCYBaHHS
(bebykcocTaTy 3a TaKOTO CTaHy JIiKapChbKUM 3acid He IMTOKa3aHUM TaKUM IalliEHTaM.

ITauieHmu, AKI nepeHec/iu MPAHCNAAHMAUi0 Op2dHi8

IocBimy 3acTocyBaHHs ¢peOyKcocTaTy 1i KaTeropil mmalieHTiB HeMa€e, TOMY
3aCTOCYBaHHS IM JIiIKapChKOT0 3aco0y He IIOKa3aHe.

IlauieHnmu i3 3aX80PHOBAHHAM W,UMOBUOHOI 3a/103U

Y 5,5 % mallieHTiB, siKi 3aCcTOCOBYyBau peOyKCcoCTaT MPOTSITOM TPHUBAJIOTO Yacy,
CIIOCTepiranocs migBuilieHHS nmoka3Huka TTT (> 5,5 MKMO/mn) mig gac
OOBTOCTPOKOBHUX BiIKPUTUX PO3UIUPEHUX OOCIimXKeHb. ToMy ITiKapchKul 3acibd cifg 3
00epeKHICTIO 3aCTOCOBYBATH IalliEHTaM i3 MOPYyIIEeHHAMU (QYHKIIIl IIUTOBUIHOI
3aJI03M.

Peakuii 3 60Ky nediHKU



[Tig yac MOCTMapKEeTUHTOBOTO Nepioay 3adikcoBaHO BUMIAOKHU JIETAJIbHOL Ta
HeJIeTaJIbHOl ITeYiHKOBOI HeIOCTATHOCTI y IMallieHTiB, sKi npuiiManu pebyKcocTar,
X04a ITOBiHOMJIEHHS MiCTATh HEJOCTAaTHbLO iH¢popMallii, HeoOXigHOI OJIsT BCTAaHOBJIEHHS
¥MOBipHOI mpuuunHU. [1ig yac paHOOMi3oBaHUX KOHTPOJILOBAHUX IOCIiIXKEeHb
CIIOCTepirasocs ITiIBUINIEHHS PiBHS TpaHCcaMiHa3 BTPUUi BHUINle BEPXHBOI MeXKi HOPMHU
(BMH) (acnaprataminoTrpaHcdepasa (ACT): 2 %, 2 %, anaHiHaMiHOTpaHCdepas3a
(AJIT): 3 %, 2 % mimg yac mpuiiomy pebyKCcocTaTy Ta aJIONyPUHONY BiAmoBigHo). He
CIIOCTepirasocs IIOCUJIEHHS 3aJIe2KHOCTI J03a-epeKT OJId IIMX TpaHcaMiHa3.

[Tepen moyaTKOM JTiKyBaHHS (eOyKCOCTAaTOM PEeKOMEHOYETHLCS IepeBipKa GQYHKIIi1
neuinku (cupoBaTtkoBa AJIT, ACT, nyxkHa ¢pocdaTas3a Ta 3araabHui 0imipy0OiH).

Heo0xigHO HeraHo nepeBipuTy QYHKIIIIO IEeYiHKY Yy Nalll€HTIB, y SKUX
CIIOCTEPIralOThCs CUMIITOMH, III0 MOXKYTh CBIIUUTHU PO ypaxKeHH nedinku. Li
CHMIITOMHM BKJTIOUaIOTh BTOMY, @HOPEKCito, AUCKOMGOPT y BEPXHill YaCTHUHI )KUBOTA,
TEMHUU KOJIip cedi ab0 KOBTSIHUIIO. Y IbOMY KIiHIYHOMY KOHTEKCTi, SIKIIIO Y IallieHTa
BUSBJISIOTH BiIXUJIeHHS Yy nediHkoBux npobax (AJIT y 3 pa3u Buiie BMH), moTpi6Ho
repepBaTu NpurioM ¢pedyKCcoCcTaTy, IPOBECTH AOCIiOXKEHHS i BCTAHOBUTH UMOBIPHY
MIPUYNHY peakilii opraniamy. He cnig BigHOBMIOBaTH npuiioM ¢pebyKCcocTaTy y IUX
Malli€eHTiB, SIKIIO He BUSIBJIEHO ITOSICHEHHST aHOMaJlill meYiHKOBUX ITPO0.

[MamienTn, y sskux piBeHb AJIT y cupoBaTIii KPOBi BTpUUi IlepeBUIlly€ pedhepeHTHU N
miama3oH, a 3arajbHUM O0inipy6iH y cupoBaTIli KpoBi BABiui, 6€3 albTepHAaTUBHOTO
IIOXOOXKEHHs, MIANAITECA PU3UKY TAXKKOI0 YParkKeHHs IIe4iHKY, CIIPUYUHEHOI'0
JIiKapchbKUM 3aco0oM. ToMy He CIlif BiIHOBJIIOBATU IIpuiioM pebdyKcocTaTy TaKUM
nanieataM. ITamienTam i3 meHmmM nigsuineHHsM AJIT a6o 6inipy0iHy B cupoBaTiii
KPOBi Ta 3 aJlbTEPHATHUBHOIO MMOBIPHOIO IPUYMUHOIO peaxiiil cjifg 0yTu o0epexHUMU
mig yac nmpuiiomy pedykcocTary.

Jlakmo3a

JlikapcbKu# 3acid MicTuTh j1akTo3y. [TallieHTaM i3 pigKiCHUMU CIaJKOBUMU
3axXBOPIOBaHHSAMHY, IIOB’I3aHUMU 3 HEIIEPEHOCUMICTIO ralaKTO3u, HeJOCTaTHICTIO
nakTa3u Jlamnma abo MopyIIeHHSIM BCMOKTYBaHHS I'JIIOKO3M/TajlaKTO3HU, IIpenapaT He
IOKa3aHUM.

Hampito cnoayku

JlikapcbKu# 3acid MiCcTUTh HaTpito KpockapMmeno3y. Crig 0yTu 06epexkxHUM IpHU
3acTOCyBaHHIi TiKapChKOT0o 3aco0y mallieHTaM, SKi 3aCTOCOBYIOTh HaTpiu-
KOHTPOJILOBAHY HIETY.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.



BaeimHicmb

OOMezxkeHUM OOCBiM 3acTocyBaHHSA ¢eOyKcocTaTy IIif Yac BariTHOCTI CBiTYUTH IIPO
BiICYTHIiCTb HECIIPUSITIIMBOTO BIIJIUBY Ha mepeOdir BariTHOCTI Ta 30pPOB’s
I1JI00a/HOBOHAPOAXKEHOT 0. Y ITPOIIeci HOCHiAXKeHb Ha TBapruHax He Oy/10 ToMideHOo
1oro npsimMoro abo HenpsaMOTo MOOIYHOTr O BILJIMBY Ha Iepebir BariTHOCTI, PO3BUTOK
eMOpioHa/mona Ta nepebir mosoriB. [ToTeHUiNHUY PU3UK OIS TIOOUHU HeBigoMui. ¥
3B’sI3KY 3 BUIlleHaBeIEeHUM 3aCTOCyBaHHS pebyKcoCcTaTy IPOTUIIOKA3aHO ITiJ Yac
BariTHOCTI.

ITepiod 200ys8aHHA 2py00t0

HesigmoMo, uyu mpoHuKae pebykcocTaT y TpyOdHEe MOJIOKO TIOAuHU. [[OoCHimKeHHs Ha
TBapUHaX MOKa3ayH, 10 pebyKcocTaT IPOHUKAE y TPYAHE MOJIOKO Ta BUSBIISE
HeraTUBHHUU BIIJIMB Ha PO3BUTOK HOBOHaAPOAXKEHUX, SKUX I'OAYIOTh TPyOOi0. PU3uK
MMOTPAIITHHS JTIKapChKOT0 3aco0y B I'PyIHE MOJIOKO He MOxKe OyTH BUKITIOYEHUN. Y
3B’sI3KYy 3 BHUIIleHAaBeIeHUM 3aCTOCyBaHHS (eOyKcocTaTy y Iepion rogyBaHHs TPYOOI0
MIPOTUIIOKA3aHOo.

depmusibHiCcMb

HocninxeHHs pepTUIBHOCTI Ha TBapHUHax y 0o3i 48 Mr/kr/mo0y He BHUSBUIIN
3a/1e’KHOCTI MoOiYHUX peakilii Big go3u. [lis ¢pebykcocTaTy Ha PENPOAYKTUBHY
(pyHKIiO TIOOWHA HEBigoMa.

30amHicmb 8enausamu Ha weuoKicmMb pedkuii npu kepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3mMamu.

Bynu noBigoMIieHHS PO PO3BUTOK COHJIMBOCTI, 3allaMOPOY€eHHs, MapecTe3il Ta
MMOPYIIIEHHS YiTKOCTi 30Py Ha TJIi 3acTOCyBaHHS (pedyKcocTaTy, TOMYy HallieHTaM, sSKi
3aCTOCOBYIOTH (heOyKCOCTaAT, peKOMEHOYETHC OyTU 00epeKHUMU IIPU KepyBaHHi
ABTOTPAHCIIOPTHUMHU 3acoO0aMu Ta poOOTi 3 iHIMMMHU MexXaHi3MaMHu, IIOKH BOHH He
OyoyTh BIIEBHEHI Y BilCYyTHOCTIi BUIlle3a3HaYeHUX IMOOIYHUX peaKIlild.

Cmocid 3acTocyBaHHs Ta I03H

Ho3yeaHHA

ITodaepa

PekoMmeHnpgoBaHa fo3a ctaHoBUTH 40 Mr ab6o 80 Mmr 1 pa3 Ha goOy, TpUNMalOTh
IIepopanbHO, He3aJIeKHO Bif BXKUBaHHSA 12Ki. PeKoMeHI0BaHa IT04YaTKOBa J03a
crtanoBuTh 40 Mr 1 pa3 Ha mo0Oy.



AKI10 KOHIIEHTPAaIlisd CeY0BOl KMCIIOTH B CUPOBATIIL KPOBi mepeBuIllye 6 mr/mi (357
MKMOJIb/I) HiCJIg 2 TUXKHIB JIIKyBaHHS, CJI PO3TISHYTH IMiABUILNEHHS OO3U
debykcocTaTy oo 80 mr 1 pa3 Ha goOy.

TpuBamnicTthk npodiTakKTUKU HaOaAiB IOgarpy CTAHOBUTL HE MEHIIIe 6 MiCSIIiB.
Hupxosa HeOocmamHicmb

[TamieHTaM i3 mopymeHHAMY QYHKIII HUPOK JIETKOro ab0o MOMipHOTO CTyIIEeHS
KOPEKIIisl 103U He noTpiOHa. [TallieHTaM i3 TIXKKUMU MOPYIIeHHAMU QyHKII1 HUPOK
PeKOMeHa0oBaHa Jo3a CTaHOBUTH 40 Mmr.

ITeyiHkoBa HedocmamHicmbw

HocnigxkeHHs epeKTUBHOCTI Ta 6e3neku peOyKCcoCTaTy y NalliEHTIB 3 TI2KKOIO
MeYiHKOBOIO HemocTaTHICTIO (kKimac C 3a mikanoio Yaunnga-I1'10) He IPOBOOUIIN.

[Tpu nmopyureHHAX QYHKII1 Ie4YiHKHU JIeTKOT0 CTYIIeHsI KOPUTYBaHHS O03U He IOTPiOHe.
IlocBig 3acTOoCyBaHHS JIIKapChKOT0 3aco0y y pa3i mopyllueHHs QYHKIIII MediHKu
IIOMipHOTO CTYIIeHsI 00MeXKeHUH.

ITauieHmu AiMHbLO20 BIKY

IIns 1iel KaTeropil maIlieHTiB KOPEKIlis Jo3u He MOoTpiOHa.
Cnocib 3acmocyeaHHsi

3acTOCOBYIOTH ITepPOPaIbHO He3aleKHO BiJl BZKMBAHHS 1XKi.
Iimu.

3acTtocyBaHHs ¢pebyKcocTaTy nalieHTaM BikoM 10 18 pokiB He IToOKa3aHO yepe3
BiZICYTHICTBb JOCBily MOT0 3aCTOCYBaHHS B MeaiaTpil.

Ilepeno3yBaHHs
Y pa3si nepeno3yBaHHA [I0Ka3aHa CUMIITOMaTU4YHa Ta HiATpUMylOo4a Teparltid.
IToGiuni epexTn

Pe3some npogiato 6esneku

HaviyacTimumy mob6ivHUMHU peakIlisiMU V KITIHIYHUX gociimxkeHHsax (4072 maltieHTH,
sIKi 3acTocoByBanu go3y Big 10 mr mo 300 Mr) Ta B mpoleci TOCTMapKETUHT OBOTO
Harasay y IMallieHTiB 3 mogarpoio O0yJiu 3arocTpeHHs (Hanaau) Iogarpy, NopyIlIeHHsT
dbyHK1Iil Tevinku, miapes, HygoTa, TOJIOBHUM 0inb, BUCUIIAHHSA Ta HaOpsku. Lli mobiuHi



peaxiiili Manu y OGinbIIOCTi BUNIAAKiB merkuit abo cepenHiit CTymiHb TAXKKOCTI. ITig yac
IMOCTMAPKETUHTOBOTO HATIsAAy Oysiu ITOBiMOMIIEHHS ITPO PigKiCHI BUMTAOKU CEePHO3HUX
peaxiiy rinep4yyTaAnuBOCTi Ha pebyKcocTaT, AesKi 3 HUX CYyIIPOBOAKYBaIUCs
CHUCTEMHUMHU PeaklilisiMH, Ta PO PiOKiCHI siBUIIla PalTOBOI CEPIieBOl CMEPTi.

Y HuxX4YeHaBeOeHil TaOnMUIli 3a3HaYeHO IM00iIUHi peakirii, IKi BUHUKAIOTh IIPHU
3acTocyBaHHi ¢pebyKcocTaTy IalliEHTaMM Ta KilacudikoBaHi TaKMM YHMHOM: 9acTo (Bifg
= 1/100 mo < 1/10), HeuacTo (Big = 1/1000 go < 1/100) Ta pigko (Bim = 1/10000 mo <
1/1000). HYacTtoTa pO3BUTKY I'DYHTYETHCS Ha AOCIIAKEHHIX Ta IIOCTMapKEeTUHTOBOMY
OOCBIifl ITOO0 MalliEHTIB i3 MOgarporo.

Y KOXHil TpyIIi 3a 4aCTOTOIO PO3BUTKY MMOOiIYHI peakilil mpeAcTaBlIeHO ¥ MTOPAOKY
3MEHIIEeHHS CTyIIeHS TSIXKKOCTI.

ITob6iuHi peakuii, w,o cnocmepizaaucsa y ¢asi 3 KombiHOBAHUX PO3WUPEHUX
00820CcmMpoKoB8ux G0Cai0HCeHb Ma 8 Nepio0 NOCMMAapPKemMuUH208020 CNOCMEPEHCEHHSA Y
nayieHmis i3 nodazpor

Pigko
Iandexk1ii Ta iHBa3il
Omnepi3yBajibHUY reprec, LEe0JIiT, CAHYCUT, JIUIIau CTOII

Pinko
3 OOKy KpOBi Ta
nimMmdaTuyHOi [TaHuuTONeHiss, TPOMOOIIUTOIIEHIs, ifeonaTuYHa
CHCTEMMU TPOMOOLMTONEHIYHa IypIypa, JIEWKOIUTO3/IeKOIIEeHis,

HEUTPOIEHis, CIIJIEHOMeTallisd, arpaHyIouuTo3*, e03uHOGimisa*

3 OOKy iMyHHOI Pinko

CHCTEMH AHadinakTu4Hi peakiil*, rinepyyTAUBICTh OO0 mpenapaTry*
3 OOKy HeuacTto

€HIOOKPUHHOIL

CHCTeMH [TigBUILIeHHS PIBHSA TUPEOTPOIIHOTO TOPMOHY

3 OOKy oprasiB Pinko

30py 3aTyMaHeHUH 3ip




3 OoKy 00MiHy
PEeYOBUH

YacTo***
3arocTpeHHs (Hamagu) nogarpu
HeyacTto

3HUKEHHS/IIIABUIIIEHHS alleTUTy, HEIIEePEeHOCUMICTh KOPOB' I40T0
MOJIOKA, 3HEBOOHEHHS, IyKPOBUM miabeT, guciimigemis, mogarpa,
rimepxojieCTepuHEeMis, TilepriikeMis, rinepiimnigeMis,
rirnepTpuriilnepugeMis, rinokanieMisi, 3MeHIIeHH/30iTbIIIeHHS
MacHu Tina

Pigko

3HUXKEeHHS MacCH Tijla, HigBUILEHHS alleTUTYy, aHOPEKCisd

3 OOKY IICUXIKHU

Heuacto
3HUXKEHH4 J1i0ino, 0e3COHHA
Pigko

30ymKeHHs, TPUBOXHICTD, IeIpecisi, MpaTiBIUBICTh, HEPBO3HICTD,
IIaHi4yHi aTaku, 3MiHa 0COOMCTOCTI, ICUXOTHUYHA IIOBEOiHKA,
BKJIIOUAIO4YHU arpeciio*

3 60Ky HEPBOBOIL
CHUCTEeMU

YacTto
T'onmoBHUM Oink
HeuacTto

3amaMoOpoYeHHsI, ITapecTesil, reminapes, COHIUBICTh, 3MiHa
CMaKOBOT'O CHPUUHSATTS, TimecTesist, mocaabieHHs HIOXY

Pigko

[Topy1ieHHsT piBHOBAry, IIOPYIIIEHHS MO3KOBOT'0 KPOBOOOIry,
TOCTPHM IOJIipafuKYJIiT, reMinapes, JaKyHapHUHU iHPapKT,
MIISIBICTh, MirpeHb, TPAH3UTOPHA illleMiYyHa aTakKa, TPeMOop




3 60Ky opraHy Pigko

CITyXy Ta

nabipuHTy Ilym y ByxXax
HeuacTto

3 60Ky cepliieBoi
CUCTEMH

Crenokapmisi, GiOpunsALisa/TpinoTiHESA Iepeacepnsb,
BHYTPIIIHbOCEPILIEBUY LIYM, BinxusjieHHs Big HopMmu Ha EKT,
IIPUCKOPEHEe cepreOuTTsI, CUHyCcOoBa OpamuKapmdis, Taxikapmis

Pigko

[ndapkT Miokapaa (gesKi 3 1eTaJlbHUM HaCIigKOM)*, ceplieBa
HeJgocTaTHICTR*

3 60Ky CyOUHHOI
CUCTEMU

Heuacto

ApTepiasnbHa TinepTeH3ida/TinoTeH3is, IPUIIUBYU, IPUIIIIUBU 3
BIOUYTTAM Kapy

3 60Ky guxasibHOIL
CUCTEMU

HeuacTo: 3aauiika, OpOHXIT, 3aKIageHiCTh OIUXaTbHUX MIJISXIB,
YxXaHHS, TOAPa3HeHHS ropia, iHpeKIlil BepXHiX UuXaIbHUX
LIJIAX1B, KallleJib, CyXiCTh Y HOCI.

PinkKo: HOCOBI KpOBOTEeUl, riepceKpelisi HaBKOJIOHOCOBUX I1a3yX,
HaOpsK ropTaHi, Xxpunu

3 OOKY IIITyHKOBO-
KUIITKOBOT'O TPAKTY

YacTto
Hiapesa**, nymoTa
HeuacTto

Binb y KUBOTI, 3OyTTs XKMUBOTa, racTpoe3odareanbHa pedIiloKCHa
xBopo0Oa, OJII0BaHHS, CYXiCTh Y POTi, OUCIIEIICisI, 3aIop, YacTi
BUITIOPOXXHEHHSI, METEOPU3M, TUCKOMPOPT y HIITYHKY abo
KHUINIeYHUKY, BUPA3KOBa XBOP00Oa MIJTYHKA, TaCTPUT

Pigko

[TankpeaTuT, BUpa3KU B OIIAHII poTa




YacTto

[TopymeHHS QyHKIIIl TediHKu**
3 OOKy IeYiHKHU Ta Heuacto
ZKOBHOBHBIIHHIX 2KoBuHOKaM’ssHa XxBopo0a, XOJIeIIUCTUT, CTeaHO3
LIJISAX1B
Pigxo

IlemaTuT, >XKOBTAHUIIAY, IeYiHKOBA HEOOCTATHICTDL (HeKonu 3
JeTanbHUM HaCJIigKOM)*

Yacto

BucunaHHs (y TOMY YHUCJIi BUCUIIAHHS 3 OiIbIII HU3BKOIO
YaCTOTOI0 BUHUKHEHHS, JUB. HUXYeE)

Heuacto

IlepMaTuT, KpOOIUB sTHKA, CBePOiK, 3MiHa 3a0apBlIeHHS IIKipH,
MMOMIKOMKEHHS MIKipH, IeTeXxil, I’ STHUCTI BUCUIIAHHS,

MaKyJIOIlalyJIb03Hi BUCUNIAHHS, TTallyJIbO3Hi BUCUIIaHHA
3 OOKYy IIKipu Ta

HigIIKIPHO- Pinko

KHUPOBOI TKAaHUHU
Cunagpowm CriBeHca-[IkoHcoHa*, DRESS Ta ToKCuYHUM

elrigepManbHUM HEKPOJIi3*, aHrioHaOpsaK*, peakiiil Ha mpemapar,
110 CYIIPOBOAXKYIOThECSI €03UHOQIITi€EI0 Ta CUCTEMHUMHU
cuMIOTOMaMu*, reHepasli30BaHi BUCUIAaHHS (CepHO3Hi)*,
epuTteMa*, ekcdoniaTuBHI BUCUTIaHHS, POIIKyIsIpHI BUCUIIAHHS,
BE3UKYJIbO3Hi BUCUIIAHHS, ITyCTY/IbO3Hi BUCUTIaHHS, CBepOsIsaUi
BUCUIIAHHA*, epUTEMAaTO3Hi BUCUIIaHHS, KOPEeNOoniOHi BUCUIIaHHS,
asionenis, miaBuUIlleHa HiTJIUBICTh, 3MiHa KOJIbLOPY BOJIOCCSH,
aHOMaJIbHUM PICT BOJIOCCS




3 OOKYy OIIOPHO-
PYXOBOTO arnapary
Ta CIOJIy4YHOl
TKaHUHU

HeuacTto

Bins y cyrnobax, apTput, Oib y M’s13aX, CKEJIeTHO-M s130BUH Oifib,
cnabKicTh y M’sI3aX, CyoIOMH M’si3iB, CKYTiCTb M’s13iB, OypPCHUT,
Momarpu4YHuul Todhyc

Pigxo

Pabmomionis*, ckyTicThk Ccyrino0iB, CKeJeTHO-M si30Ba CKYTiCThb

3 OOKy HHUPOK Ta

Heuacto

HupkoBa HeocTaTHICTh*, cedyokaM’ stHa XBopoOa, reMaTypis,
MoJIaKiypisi, mpoTeinypis*, iHpeKIlia HUPOK Ta CEYOBUBITHUX

Ce4YOBUBIMHUX mIAX1B
IIJISAXIB PiTKo
TyOynoinTtepctunianbHul HepUT*, HAIOIETIUBI IO3UBH A0
CE4YOBUIIyCKAHHA
3 Goky Heuacto
PENPOayKTUBHOIL
cucTeMu Ta EpekruinbHa oucyHKIisA, Gilb y MOJIOYHIH 3as103i, FiHEKOMaCTis,
MOJIOYHHUX 3aj103 |MacCTHUT
Hacto
Habpsku
HeuacTo

3 60Ky opraHi3my
3arajiom

[TimBuIilleHa BTOMJIIOBAHICTh, OiNtb y rpyasax/ouckomM@opT, BiquyTTs
XBOPOOJIMBOCTI, MMOPYIIEHHS XOOY, TPUMIONOOIOHI CUMIITOMH,
HOBOYTBOPEHHS (myxJnHa), 0inb

Pinxo

Cnpara




JlabopaTopHi
TTOKA3HUKU

HeuacTto

[TinBuileHUY piBEHb KpeaTUHY, 3HNKEeHUU OikapOoHaT,
MigBUIIIEHUM HATPiH, BigxuileHHs Big HopMu Ha EET, nigBuilieHuu
PiBEHb XOJIECTEPUHY, MiOBUILIEHUU PiBEHb TPUTIIILIEPULIB,
NiOABUIIEHUY PiBEHb aMina3u, IIigBUIleHUN PiBEeHb Kallilo,
nigBumieHu piseHs TTT, migBUIleHNH PiBEHb KiTbKOCTI
TPOMOOLIMTIB, 3HNKEHUU PiBEHb TeMaTOKPUTY, 3HNKEHUN PiBEHb
remMorno0iny, 3HUKEHUN PiBeHb KiTbKOCTiI ePUTPOIIUTIB,
MigBUINIEHUY PIBEHb CEYOBUHU YV KPOBi, MIiABUIIIEHUN PiBEHb
KOHIIEHTpAIlil a30Ty CEYOBHUHHU Y KPOBi/IIOKa3HUK KpeaTHuHYy,
nigBuinieHuu piBeHs JIII, migBuitieEuu piBeHs [ICA

Pigko

[ligBuIilleHNY PiBEHBb I'JIIOKO3U, IOOOBXKEHUMN aKTUBOBAHUU
YaCTKOBUM TPOMOOMIIaCTUHOBUM HacC, MiOBUILIEHUN PiBEHD
cepemHboro 00’€EMy €ePUTPOIIUTIB, IMiABUIEHUHN PiBEHb TYyXKHO1
¢docdaTasu, migBuIIeHHS PiBHA KpeaTuHPOCHOKiHa3u y KPOBI,
MMiABUILIEHUI/3HUKEHUU [iype3, 3MeHIIIeHa KiIbKiCTh JIIM(QOIIUTIB,
3MeHIlIeHa KinbKicTh HeUTpodiniB, 36inbllleHa/3MeHIIIEHA
KiJIbKiCTh JIEMKOLIUTIB, BiOXUI€HHS Big HOPMHU IMPOOU Ha
KOaryJisLiio, IMigBUIIeHUY PiBEHb JIIMOIPOTEeIniB HU3bKOI1
mrinpHOCTi (JITTHIIT), momoB:KeHuM MpOoTPOMOiHOBUM Yac,
HasBHICTh UMITIHAPIB y cedi, MO3UTUBHUU pe3yJibTaT IIpodu cedi
Ha JIEUKOIIUTHU Ta OiJIoK

* TToOiuHi peaxiiii, 1110 CIIOCTEpIraaucs B Mexax NOCTMapPKETUHT OBOT'O

CIIOCTEPEIKEHHSI.

** Jliapes Ta BimXuIeHHS pe3ybTaTiB QyHKIIOHAIbHUX IIPO0 IeYiHKYU Big HOPMHU, SKi

BUMAaraJsu Tepallii, IIf0 CIIoCcTepiraaucs B JOCITiAXeHHIX ¢a3u 3, pO3BUBAIUCS YaCTillle

y HallieHTiB, AKi OTpUMYyBaIu CYIIyTHIO TEPAIil0 KOMXIIITUHOM.

*+* Tus. po3min «PapmMakoguHaMiKa» IIIOA0 YaCTOTU 3aroCTpPeHb (HamafgiB) ImogarpH,

10 crocTepiranuca y ¢asi 3 iHguBiAyarTbHUX PaHOOMi30BaHUX KOHTPOIbOBaHUX

OOCIIII>KEeHb.

3arocTpeHHs (Hamagu) momarpy 3a3BUYau CIIOCTepiraanucsa HeBOOB3I IIiCIIA TO4YaTKy

JIIKyBaHHS Ta IIPOTATOM IIEPIINX MICALIB JIIKyBaHHsA. YacToTa Hanangis mogarpu

3HMIKYyBasacs 3 4yacoM. [Ipu 3acTocyBaHHi pebykcocTaTy peKOMEHIYEThCS



npodinakTuKa roOCTPUX HalaAiB IIOgarpu.
TepMiH NpHIaTHOCTI

2 POKH.

YMoBHu 30epiranus

30epiraTtu B OpuUTiHaIbHiN yIaKOBIIi ITpu TeMIepaTypi He Buiile 30 Oc. 30epiratu y
HEeIOOCTYIIHOMY AJI OiTeW MiCIi.

HecymMmicTHiCcTB

Hesigoma.

YnakoBka

ITo 10 TabneTok y OsicTepi; mo 3 61icTepu y KapTOHHIM KOPOOIIi.
Kareropis Bignmycky

3a peLenTomMm.

Karteropist Bignnycky

3a penemnTomM.

BupooHuK

Masnkanug ®apma Jlimiten, FOuiT-1I.

Micue3HaxoaKeHHsI BHPOOHHKA Ta aJpeca MicCIlsi MIPOBaIXKeHHsI HOT' 0
IistIbHOCTI.

Binemx Kimaunypa, I1.0. [I:xamuiBana, Texcin [TaonTa Caxi6, [icTpikT CipMoyp
173025, Ximauan IIpagen, Iagis.



