IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

PEBMOKCHB

(REVMOXIB)

Cknao:
ditoua pevosuHa: celecoxib;
1 kamcyna micTuTh IIe1eKoKculy y nepepaxyBaHnHi Ha 100 % pedoBuny - 200 Mr;

JonoMidCcHI peuoBuUHU: TaKTO3a, MOHOTIApaT (rpaHyak-70); MOBigOH; HATPil0 TaypUICcyIbdar;
KaJbI[il0 CTeapar;

ckaa0 060/0HKU Kancyau: xXenatuH, TuTany giokcup (E 171), asopy6in (E 122).

JIikapcbka ¢opma. Kancymu.

OcHoB8HI (bi3uko-xiMiuHi 81acMuUBOCMI: TBEPi XKeNaTUHOBI Kancynu Homep 0, Kopmyc 6ioro
KOJIbOPY, KPHUIIIKa POKEBOT0 KOJIbOPY. BMiCT Kancy - mopoiuok 6inoro abo Maiixke 6i70ro Konbopy.

dapMakoTepaneBTHYHA rpymna. [IpoTu3ananbHi Ta aHTUpPeBMaTUyHi 3acobu. Kokcubu.

Kom ATX MO1A HO1.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOduHamika.

MexaHi3M mii.

Llenexokcub Mae 3He00/I0Ba/IbHI, IPOTH3aNabHi Ta Kap0O3HUKYBaJIbHi BIaCTUBOCTi. BBaXKa€eThCH,
1110 MeXaHi3M fii 1eeKokcuby 1moB’s3aHui 3 iHri6yBaHHAM CUHTE3Y IPOCTarjaHONHIB, TepeBaxkHO
IIISX0OM iHTi0yBaHHS IuKI00oKcureHasu-2 (LIOI-2). Ilenekokcu®b € IOTYKHUM iHTi0iTOPOM CHHTE3Y
IpocTariaHguHiB in vitro. KoHileHTpallil nenekokcuOy, gKi Oynu JOCATHYTI Mif Yac Teparii,
CIPUYUHSIN ePeKTH in vivo.

[TpocTarnaHoVHY MiABUIIYIOTh YYTIUBICTh adepeHTHUX HEPBIB Ta MOCUIIIOIOTE Ai0 OpaguKiHiHy,
ctumyooun 6ib, y MOfieNisiX Ha TBapuHax. [IpocTarnaHguHu € MefiaTopaMu 3ananeHHs. OCKiTbKu
11e71eKoKcub € iHribiTopoM CHHTe3y IpocTaraHAMHIB, MeXxaHi3M #oro aii Moxe OyTH 3yMOBIIEHUN
3HUKEHHSIM PiBHIB IIPOCTAarlaHOUHIB ¥ TepudepuyHnX TKaHNHaX.



dapmakogWHAMIYHI BIaCTUBOCTI.

TpomGonuTy. V KITiHIYHUX OOCTIgXKEHHAX 3 Y4acTIO 3M0POBUX HOOPOBOJILIIB 3aCTOCYBAHHS
mpenapary IeeKokcru0y y pa3oBux mo3ax go 800 mMr ta 6araTopa3oBux go3ax mo 600 mr 2 pa3u Ha
no0y mpoTsroM mepiogy mo 7 gHiB (110 MepeBUIlye PeKOMEHIOBaHI TepaneBTUYHI 031) He BIIMBAJIO
Ha 3MEeHIIIeHHs arperariii TpoM0OoIuTiB ab0 MOAOBXKEHHS Yacy 3ropTaHHs KpoBi. Yepes BiiCyTHICTh
BIIJIUBY Ha TPOMOOIIUTH IeJIeKOKCUO He MOXKHa 3aCTOCOBYBATH K 3aMiHHUK aCIipuHy OIS
npodiTaKTMKK 3aXBOPIOBAHb CePIIeBO-CYAMHHOI cucTeMu. HeBimoMo, uu BIIMBAE LIeIeKOKCUO Ha
TPOMOOLIUTH Y IIJIaHi MigBUIIEHHS PU3UKY PO3BUTKY CEPUO3HUX CEPIIEBO-CYAUHHUX TPOMOOTUYHUX
moOiYHUX peaklliif, OB’ I3aHUX i3 3aCTOCYBAHHSIM LIEJIEKOKCUOY.

3aTpuMKa piguHu. [IpurHidyeHHs: cuHTe3y mpocTarnannuny E2 (ITTE2) Moxe IpU3BOAUTH [0
3aTPHMMKU HATPil0 Ta BOOU 3a paxyHOK 30inbineHHs peabcopOiii y BUCXimHIN TOBCTiM YacTHHI meTi
['eHie MO3KOBOTO LIAPy HUPOK i, MOXKJIMBO, B iHIIINX CeTMEHTaX OUCTaJIbHUX BifOiniB HepoOHa.
Braxkaetbcs, mo [II'E2 npurniuye peabcop6biiito Bopu y 30ipHUX TpyOOUKaX, IepeIKoaKadu Oil
aHTUMIYPETAYHOTO TOPMOHY.

dapmaxoKiHemuxka.

[ToKa3HUKY BIIUBY 1IeJIEKOKCUOY 30iMbINyIOThCS IPUOIU3HO IPOTIOPIINHO 10 03U Mics
3actocyBaHHS 200 MT mpenapaTy 2 pa3u Ha f00y; TP BUIIKUX [[03aX CIIOCTEPIraeThCs MEHII
IIpoTIopIifiHe 30iNbllIeHHS MOKa3HUKIB. [IpemnapaT XxapaKTeprU3y€EThCA MKUPOKUM PO3IMOIIIOM Ta
BHCOKUM DiBHEM 3B’s13yBaHH4 3 Oinkamu. Llenekokcud metabomi3yeTbcsa romoBHuUM yuHoM CYP2C9 3
mepioioM HamiBBUBedeHHs Mpubau3Ho 11 roguH.

AGcopOrris.

[Tikogi piBHI 11e7IeKOKCHOY y I1a3Mi KPOBi JOCATAIOTHCSA MPUOIN3HO Yepe3 3 TOOUHY MiCIs
IIepopajIbHOTO 3aCTOCYBaHHS. [Tpy 3aCTOCyBaHHI IpemapaTy Hatie y mo3i mo 200 Mr 2 pa3u Ha mo0y
K MaKCHMaJlbHi piBHI Ipenapaty y mua3mi kposi (C,,,,), Tak i mnoma mif papMaKoKiHETUYHO0
KpuBoi (AUC) nmpubnu3HO MPOIMOPIIiKHI 0 M03U; TPHU BUIIKX f03ax 3HaueHHsd C,,, Ta AUC
30inmbIny0ThCS CyOmiHifiHO (OUB. Himpo3ain «Bunmue npuiioMmy ixi» Huxk4e). [ocmigxkeHHs abCOMIOTHOI
HiomocTymHOCTI mpenapaTy He mpoBoauu. [Ipu 6araTopa3oBOMYy 3aCTOCYBaHHI PiBHOBAXKHUM CTaH
mocaraeThCs Ha II'sATHM feHb abo panime. PapMaKOKiHETUYHI TapaMeTpH IeJIeKOKCUOy y rpymi
300POBUX NOOPOBOJIBLIB HaBedeHO y Tabmuti 1.

Tabauus 1.
Kinemuka po3nodiay paszosoi do3u (200 m2) ueaekokcuby 8 300posux 006posoabvyie’.
CepepnHi (KoeditrieHnT Bapialiil, %) 3HaueHHs HapMaKOKiHETUYHUX ITapaMeTpiB
C o HS/MA T 200 FdexmusHul t,,, 200 Vss/F, n CL/F, n/200
705 (38) 2,8 (37) 11,2 (31) 429 (34) 27,7 (28)
" [0OpPOBOIBI MiCIS 3aCTOCYBaHHS IpenapaTy HaTiie (n = 36, 19-52 pokn).

Vss/F - 06’em po3nodiny 8 piBHOBAHCHOMY CMAHI.

CL/F - naasmosull KaipeHc.



Bonus mpuitomy ixi. [Ipu 3acToCyBaHHi Karcy 1e1eKOKCUOy 3 1Kel0 3 BUCOKAM BMiCTOM
JKUPIB MiKOBI PiBHi ITpenaparty y Ija3Mi KPoBi CIIOCTEPiraauch i3 3aTPUMKOI0 TPUOIN3HO Ha
1-2 roguuu 3 migBuUIleHHSIM 3aranbHoi abcopoirii (AUC) Bim 10 % mo 20 %. [Tpu 3acTocyBaHHi
IIpernaparty HaTile y mo3ax moHan 200 Mr crioctepiraerscs cyOmiHiliHe 30iblIeHHs 3HAaYEHb
Cpx Ta AUC, 1110 ITOB’SI3YI0Th 3 HU3BKOI0 PO3YMHHICTIO IIpenapaTy Y BOOHOMY CEePEeIOBHUILIL.

OpHOYacHe 3aCTOCYBaHHS I[eJIeKOKCUOY 3 aHTaIMIaMu, 110 MICTSTh aTlOMiHil Ta MarHi#,
IIPU3BOMIUIIO 10 3HUKEHHS KOHIIEHTPAIlill 11eJIeKOKCUOY y Ia3Mi KpPoBi 3i 3HWKEHHSIM ITOKa3HHKaA
Cpax Ha 37 % Ta AUC Ha 10 %. Llemexokcu® y mo3ax go 200 mMr 2 pa3u Ha fo0y MOXKHa IpUuiMaTu
He3aJIeKHO Bif mpuiioMy ixi. [[71s moKpalieHHs BCMOKTyBaHHS Byl mo3u (400 Mr 2 pa3u Ha go0y)
CJIiff 3aCTOCOBYBaTH pa30M 3 1XKe€IO.

Y 3m0opoBUX HOPOCTHX 0OOPOBOJIBINB 3araJbHUM BIIUB IIPU CUCTEeMHOMY 3acTocyBaHHi (AUC)
11eJIeKoKcuby He BiIpi3HSABCS MpU MPOKOBTYBAHHI KaIlCyJIK Ta IIPU PO3BeieHHi ii BMIiCTY B 906/1y4YHOMY
niope. [Ticns npuiioMy BMICTy Karcymu 3 s6Jy4HUM III0pe He CIIOCTepirany KOMHUX 3HAUYIIUX 3MiH
noka3HukiB C,,,, T,.. abo t,, (auB. po3pin «Cnocib 3acToCcyBaHHS Ta OO3U»).

Pozmomin.

Y 3m0poBuX MOOPOBOJIBIIIB TP 3aCTOCYBAHHI B KITIHIYHOMY fiana30Hi J03 11eJIeKOKCcUb MaixKe
TIOBHICTIO 3B’13y€ThCs 3 Oinkamu (mpubnu3Ho Ha 97 %). [ocmigkeHH in vitro HOBOASTH, 110
11eJIeKOKCUO 3B’3y€E€ThCS TOJIOBHUM YMHOM 3 albOyMiHOM Ta MEHIIO0I0 Mip0i0 — 3 ((;-KUCJIOTHUM
rikompoTeinoM. BUguMuii 06’eM po3nofminy y CTaHl piBHOBaru CTaHOBUTD IpuOnu3Ho 400 11, 1110
BKa3ye Ha IIMPOKUIM PO3MOMIiN IIpenapaTy B TKaHuHaX. [lenekokcub He JeMOHCTPYE IIePEBaKHOTO
3B’sI3yBaHHS 3 €PUTPOLIUTaMU.

BuBemeHH4.

Metab6omnizmM. MeTabo11i3M 11€71eKOKCH0Y TOJIOBHUM YMHOM 3[ilCHIOETHCS 3@ JOTIOMOT 00
CYP2C9. V nnma3mi KpoBi moguHu 6yJ10 BUSBIEHO 3 MeTab0iTH: IePBUHHUN CIUPT, BiOIOBigHA

KapOOHOBA KUCJIOTA Ta ii IMIoKypoHigHuH KoH'torat. L]i MeTaboiTi He MaloTh aKTUBHOCTI ITI0ZI0
inrioysanus L1OI'-1 a6o LIOT'-2.

Ekckperris. [[eneKoKCuO BUBOIUTHCS TOJIOBHUM YHHOM IIISIXOM IIE4iHKOBOr0 MeTaboi3My i uime
HeBeJIMKa KilnbKicTh (MeHIe 3 %) He3MiHEeHOro IpelapaTy BUBOOUTHCS 3 Cedelo Ta KanoM. [licnis
IIepopajbHOTO 3aCTOCYBaHHS OJHOKPATHOI 03U IIpenapaTy, MiueHoro pafioizoromom, 61u3bK0 57 %
I03U BUBOAMIOCS 3 KajloM i 27 % — i3 ceyeto. OcHOBHUM MeTaboJIiTOM y cedi Ta Kani Oyna
Kap6oHoBa KucjoTa (73 % [o3u), Ipu LbOMY B Cedi TaK0XK BUSBIIAIACS HEeBeIMKa KilbKiCTh
TJIIOKYPOHiny. BBaxka€eThcs, 1110 HU3bKa PO3YMHHICTE IIpenapaTy I00BKYe mpolec abcopOiiil, mo
pobuTh nepion HaniBBUBeNeHH (t,,) Oinbir BapiabenbuuM. EdQexkTuBHMI Iepion HaNiBBUBEIEHHS
CTaQHOBUTH MpubIM3HO 11 roguH 3a yMOB 3acTOCyBaHHS Hatie. KiipeHc mia3Mu KpOBi CTaHOBUTH
6mu3pko 500 MI/xB.

OxpeMi rpynu Nali€eHTiB.

[TalieHTH TiTHBOTO BiKy. Y MaIli€HTiB JITHLOTO BiKy (OHaA 65 PoKiB) y piBHOBaXKHOMY CTaHi C, .
oyna Ha 40 % Buta i AUC — Ha 50 % Bullla IOPiBHSHO 3 TAKUMHU Y IAI[iEHTIB MOJIOAIIOTO
BiKy. YV XkiHOK niTHBOTO BiKY C,,,, 1 AUC mns 1enekokcu0y € BULIUMU, HiXK y YOJIOBIKiB
JIITHBOTO BiKY, ajie Iie MifBUILleHHS ITIePeBakHO € HaCJligKOM MEHIIIOl MacH Tijla y XKiHOK.
3arajioM KOpPUTyBaTH 103y MallieHTaM JIiTHBOTO BiKy He OTPiOHO. OgHaK y Malli€HTiB 3 Macoio
Tina MeHuIe 50 KT JTiKyBaHHS CJIif PO3MOYNHATH 3 HAMEHIN0l PeKOMEHI0BaHOl 103U (OUB.



po3pain «Crocib 3acToCyBaHHS Ta [03U»).

Litu. Y kniHivHOMY mOCTigXKeHHi y 152 nali€eHTiB 3 I0BEHITbHUM PEeBMaTOIIHUM apTPUTOM BiKOM Bif
2 mo 17 pokiB Ta Macoio Tina = 10 Kr 3 ypazxKeHHSIM OJHOT0 Y¥ OaraTthox Cyriio6iB abo 3 CUCTEMHUMU
IIPOsIBaMU I0BEHIJIbBHOTO PEBMATOINHOT'0 apTPUTY OlliHIOBajach papMaKOKiHETHKA PiBHOBAXKHOTO
CTaHy IIiCJIg 3aCTOCYBaHHS I1eJIeKOKCUOYy B eKCIlepuMeHTallbHil GpopMi cycrneHsii ojis mepopaibHOTro
3acTocyBaHHs. apMakKOKiHETUYHUY MONYJISLIMHNAN aHalli3 IT0Ka3as, 110 KJlipeHC (He CKOPUTOBaHUU
3a Maco Tifla) Mpu MepopasbHOMY 3aCTOCYBaHHI I1e71IeKOKCHOY 3p0OCTA€ MEHII HiXkK ITPOIIOPINNHO 10
30inbIIIeHHST MacH Tijlla, IPUYOMY ITPOTHO3YBAJIOC, III0 Y MallieHTiB 3 Macolo Tina 10 Ta 25 Kr KiipeHc
oyne meHuuM Ha 40 % Ta 24 % BiAmOBiIHO MOPIBHSHO 3 OPOCIIUM TAIliEHTOM 3 PEBMaTOITHUM
apTpUTOM 3 Macoto Tina 70 KT.

3acTocyBaHHS KaIcCy 1eyiekokcuby mo 50 Mr 2 pa3u Ha go0y mallieHTaMm i3 10BeHiTbHUM
PEBMaTOIIHUM apTPUTOM i3 Macoio Tila = 12 ta < 25 Kr Ta Kancyn mo 100 Mr naiieHTam 3
IOBEHIIbHUM PEBMaTOIJHUM apTPUTOM i3 Macolo Tijla > 25 KI Ma€ 3a0e3MeduTy KOHIIEHTPAIil0
1es1IeKoKcuby y miaa3Mi KpoBi, momibHy o Ti€l, 110 crocTepiranacs i Yac KJIiHIYHOT0 JOCITiIXKeHHS,
B TKOMY OYJ10 ITPOAEMOHCTPOBAHO He MeHINy e)eKTUBHICTE 11eJIEKOKCHOY IMOPIiBHSIHO 3 HAIIPOKCEHOM
y mo3i 7,5 Mr/Kr 2 pa3u Ha no0y (muB. po3min «Crocib 3acTocyBaHHS Ta m03u»). [OCHiIXKeHb
3aCTOCyBaHHS 11eJIeKOKCUOY TallieHTaM 3 I0BEHIJIbHUM PeBMaTOifHUM apTPUTOM BiKOM 10 2 pOKiB abo
Macoro Tina menie 10 KT He TPOBOIUIIHK i TAaKOXK He IIPOBOIUIIM [OCTiIXKEHHS TPUBAJICTIO Oibiie

24 TUXKHIB.

PacoBa npuHanexHicTb. Ha 0CHOBI pe3ynbTaTiB MeTaaHani3y ¢GapMaKOKiHETUUHUX AOCTiAKEHb 0yII0
3pobreHo nmpumnyieHHs, 10 3HaueHHsT AUC 11ennekokcu6y B IIpefCcTaBHUKIB HErpoifHoi pacu Ha 40 %
BHUIIlE, HiXK Yy IPEICTaBHUKIB €BPOIEOINHOI pacu. [IosicCHeHHS Ta KITiHiYHa 3HAYYIIICTh LIUX
pe3ybTaTiB HEBiAoOM.

[Mopymenns ¢yuknii mevinku. ®apMaKOKiHeTUYHE TOCIIIIXKEHHS y Ialli€HTIB 3 JIETKUM (k1ac A
3a knacudikartieto Yaunga — I1'10) Ta moMipauM (knnac B 3a knmacudikarieto Yaunga — I1'10)
opyIIeHHSM QYHKII nediHKy mokasao, 1mo AUC 1emekokcuby B piBHOBaKHOMY CTaHi
nigBuIyeThCs Tpubnu3Ho Ha 40 % Ta 180 % BigmoBimHO MOPIiBHSHO 3i 3MOPOBUMY TOOPOBOJIBIIIMHU
Tpynu KOHTPOJI0. ToMy peKoMeHI0BaHy n0o0O0BY 03y 1eIeKOKCHUOY B KaICyJIax CJIifi 3MEHIITUTI
npu6nu3Ho Ha 50 % Ipu 3aCTOCyBaHHI MallieHTaM 3 MOPYIIeHHIM (QYHKIIii TeYiHKY ITOMipHOTO
CTyIeHs TAXKKOCTI (knac B 3a knacudikauiero Yainga — [1'10).

[Mopymenns QyHKII HUPOK. 3TiIOHO 3 pe3y/ibTaTaMU IIepexpecHux gociuigxeHs, AUC
11eJIeKOKCHUOY V MaIliEHTIB 3 XPOHIYHOI0 HUPKOBOIO HEMOCTATHICTIO (IIBUIKICTh KITyOOYKOBOI
Ginbrparii 35-60 My/xB) Oyna npubnau3Ho Ha 40 % MeHINa, HiX Y MallieHTiB 3 HOPMAaJIbHO0
GYHKIII€I0 HUPOK. 3HAUYIIOTO 3B’43Ky MiX IIBUAKICTIO KITyOOUKOBO1 (inbTpalil Ta KIipeHCcoM
1eyIeKoKculy BUSIBIIEHO He OyII0.

IlocaidaceHHs 83aemo0ii nikapcvkux 3acobia.

HocmimKeHHS in vitro cBiguaTs, 110 1e1eKoKcub He € iHribiTopom muroxpomy P450 2C9, 2C19 abo
3A4. TocnigxXKeHHS in vivo MoKa3alu HaCTyIHe.

AcnipuH. [Ipu 3acToCyBaHHI HECTEPOIAHUX IpoTU3ananbHux npemnapartiB (HII3II) 3 acnipuHoM
CTYIiHb IX 3B'I3yBaHHA 3 OilKaMu 3HUIKYBaBCS, X04a KJipeHC He3B g3aHol ¢popmu HII3II He
3MiHIOBaBCA. KiiHiuHa 3HAUYIIiCTH Li€l B3aEMOil HeBiToMa.

Kniniyno 3nauyuri B3aemognil HIT3II 3 acipuraOoM guB. y po3pini «B3aeMofia 3 iHIIUMY TiKapChKUMU
3aco0aM¥ Ta iHIII BUNK B3aEMOLIi».



[Ipemapatu mitiio. Y JOCTigXKeHHi, Ke ITPOBOAUIIN 3 y4aCTIO0 300POBUX NOOPOBOJIBLIIB, CepenHi
PiBHOBaXKHi piBHI MiTit0 y MIa3Mi KpOBi migBUIyBaaucsa Npuban3Ho Ha 17 % y THX MallieHTiB,
sKi 3acTocoByBanu 450 Mr mpemnapary MiTiio 2 pa3u Ha 0o0y B KoMOiHallii 3 11eJIeKOKCUOoM y
no3i 200 Mr 2 pa3u Ha 00y, MOPiBHAHO 3 TUMM, XTO 3aCTOCOBYBAB TiJIbKM IIpemnapart JIiTiio
(ouB. po3Mmin «B3aemofis 3 iHIMMMH JTiIKapChKUMHU 3aco0aMU Ta iHIIT BUOU B3aEMOMIl»).

®nykonason. OgHOYACHE 3aCTOCYBaHHS ¢GyKoHa3omy v no3i 200 mr 1 pa3 Ha goby
IIPHM3BOOUIIO 10 ABOKPATHOTO IMifBUILIeHHS KOHIIEHTpPAIlil IleJieKOKCcUOy y ma3Mi Kposi. Take
MiOBUINEHHS € HACTiIKOM iHTiOyBaHHS (QITyKOHA305I10M MeTabomi3aMy 11e1IeKOKCuoy, sKe
3piricHIOeThCA i30pepmernToM P450 2C9 (muB. po3nin «B3aemomis 3 iHIIMMU TiKapChKUMUI
3aco0aMu Ta iHIITi BUOU B3aEMOMTII»).

[nmi nikapceKi 3aco6u. Bynu npoBefeHi JOCTigXKeHHS in Vivo 100 BUBYEHHS BIIJIUBY 11€JIEKOKCUOY
Ha (papMaKoKiHeTHKY Ta/abo papMakofrHaMiKy I'mi0ypuny, KeTOKOHaA30Jly, METOTPEKCaTy (OuB.
po3nin «B3aemMomis 3 iHIMKUMU JTiKapChKUMHU 3acobaMu Ta iHIII BUOK B3a€MOfiN»), GeHITOIHY Ta
ToNOyTaMiny, ane KJiHiYHO 3HAYYLIUX B3a€MOIil BUSBIIEHO He OyII0.

dapmakozeHoMmika. Y OKPEMHUX TAIli€EHTIB 3 TEHETUYHUM I0TiMOP(}Pi3MOM (TOMO3UTOTHICTIO 3a
CYP2C9*2 Tta nmonimopdizamom CYP2C9*3) crioctepiraethcs 3HuKeHHS akTuBHOCTI CYP2C9,
10 TPU3BOJUTD 0O 3HUXKEHHS (epMeHTaTUBHOI aKTUBHOCTI. OOMexkeHi maHi, ony6iikoBaHi y
YOTHPHOX 3BiTaX, SKi BK/IIOYaIU 3arajioM 8 mallieHTiB, roM0o3UToTHUX 3a CYP2C9*3/*3,
10Ka3asy, 10 ¥ I[UX [MallieHTiB CUCTeMHI PiBHI LeneKokcuOy Oyiu B 3-7 pa3iB BULUMU
IIOPIBHSHO 3 MauieHTaMu 3 reHotunamu CYP2C9*1/*1 ta *I/*3. dapMaKoKiHETHKA
11eJIeKOKCUOY y malfieHTiB 3 iHmuMu nonimopdizmamu CYP2C9, Takumu gk *2, *5, *6, *9 Ta
*11, "He ouiHioBanacs. 3a po3paxyHKaMHy, 4aCTOTa TOMO3UTOTHOTO reHOoTUny *3/*3 CTaHOBUTH
Big 0,3 % mo 1,0 % mns pi3HuX eTHiYHUX TPy (OUB. po3ain «Crocid 3aCTOCYyBaHHS Ta O3U»).

Y xomi mogBitHO CIIIMOT0 paHOOMi30BaHOT0 KOHTPOboBaHOTro AocaigxkeHHs (PRECISION;
NCT00346216) kommIeKCcHOI 6e3MeKu OJIsi CepLeBO-CYAUHHOI CUCTEMH Y MAlli€HTIiB i3 0CTE0apTPUTOM
(OA) Ta peBmaroigauM aptputoM (PA) i3 ceprieBo-CyIMHHUMYU 3aXBOPIOBaHHAME a0 BUCOKUM
PU3KKOM IX PO3BUTKY ITOPiBHIOBABCS 1e1eKOKCHO i3 HampokceHoM Ta ibympodenom. ITarientu Oymu
paHpoMi3oBaHi 71T OTpUMaHHS mo4aTKoBOi fo3u 100 Mr nenekokcuOy aBivi Ha goby, 600 Mr
ibynpodeny Tpuui Ha mo6y abo 375 MT HanpoKCeHy ABidi Ha 700y 3 MOXKJIKBICTIO 30iIbIIEHHS 03U 3a
HeoOXigHOCTI s MiKyBaHHS 00Ii0.

[ns ouiHioBaHHS He MeHInol epekTuBHOCTI (80 %) ekcrepTaMu po60Y0i IPYyIX OOCITigHUKIB
aHTuTpoMOouuTapHUX npenaparis (Antiplatelet Trialists’ Collaboration, APTC) Oyrna Bu3HaueHa
nepBuHHA KOMOiHOBaHa KiHIleBa TOYKa, 1110 BKJII04aia B cefe CMEPTh Yepe3 CeplieBO-CyIUHHI
3aXBOPIOBaHHA (BK/II0Yal4W CMEPTh Bifl KDOBOBUIMBIB), HeleTaabHUM iHQapKT MioKapaa Ta
HeJleTaJIbHUM iHCY/IbT. YciM malfienTaM OyJi0 Ipu3HavyeHo y BiIKPUTOMY pexKuMi e30Menpa3on
(20-40 Mr) K racTpoIpoTeKTOp. PaHmomizallig B rpynu nikyBaHHS Oyia cTpaTH(dikoBaHa 3a
BUXiJHUM piBHEM 3aCTOCYBaHHSM HU3bKUX 003 aCIipUHY.

HonatkoBo npoBopunocs 4-micsure pocnigxeHHS (PRECISION-ABPM) a1 oLiHIOBAHHS BIIJIUBY
TPLOX BUIlle3a3HAUYEHUX ITPEeapaTiB Ha apTepialbHUN TUCK, BUMipIOBaHMM IIif Yac aMOyIaTOPHOTO
MOHITOPUHTY.

Llenexokcub y mo3i 100 Mr fBiui Ha 0Oy NOPiBHSAHO 3 HAIPOKCEHOM abo0 i0ympopeHoM y BifnOBiTHUX
[03ax BiANOBifaB IONepeIHbO BU3HAUEHUM KPUTEPisIM He MeHIol epeKTuBHOCTI (p < 0,001 mns He
MEHIIOi e()eKTUBHOCTI B 000X MOPiBHSIHHSIX) IJIST BUINIe3a3HaYeHOI KOMOIiHOBAHOI KiHIIEBOI TOUKH,



Bu3HaueHoi APTC.

[Tpu aHaumi3i momynsIil NalieHTiB 3 TpU3HaYeHUM JIiKyBaHHSAM NPOTAroM 30 MicAIliB CMEPTHICTH 3
ycix mpuuuH cTtaHoBuna 1,6 % y rpymi nenekokcu6y, 1,8 % y rpymi ibynpoderny ta 2,0 % y rpymi
HallPOKCEHY.

Ockinbku 36inbIIeHHS 103U IefieKoKkcuby mo 200 Mr aBidi Ha fo0y BigOynocs y MOPiBHSHO HEBEIUKOL
YACTKH Bifl 3arajibHOI KilTbKOCTI IAIi€HTIB, 110 MpuiManu 1enekokcud (5,8 %), pe3yabTaTu
nocrnimxkenHss PRECISION He € NIpuAHATHUME OJ1s BU3HAYEHHS BiJHOCHOI O€3IIeKH MIJIST CEePIIeBOo-
CYIHMHHOI CUCTEMH 3aCTOCYBaHHS IefIeKoKcuby B mo3i 200 Mr aBivi Ha go0y MOPiBHSAHO 3
ibynpodeHoM i HaTPOKCeHOM Y BifiMOBIAHUX A0O3aX.

Y nomatkoBoMy pocnipgxkeHHI PRECISION-ABPM 3a yuacrtio 444 naui€eHTiB CTAHOM Ha
YeTBEPTUH MiCSIb 3aCTOCYBaHHA 11eJ1IeKOKcu0y B 7031 100 Mr [Bidi Ha 100y 3HUKYBAJIO
cepenHbOm000Be 3HaYEHHS CUCTOJIIYHOT0 apTepianbHOro TUCKY Ha 0,3 MM PT. CT., TOAi 5K
3acTocyBaHHS iOynpodeHy Ta HallpOKCEHY V BiANOBIAHMX A03aX IiIBUILYBaJIO
cepenHbOMOOOBE 3HAYEHHST CUCTOJIIYHOTO apTepianbHOro THUCKY Ha 3,7 i 1,6 MM pT. CT.
BigmoBimHO. 1li 3MiHM IpU3BENX OO0 CTATUCTUYHO Ta KIiHIYHO 3HAYYLIO0] pi3HUI B 3,9 MM

pT. cT. (p = 0,0009) Mmix nemekokcuOoM Ta i0OympodeHoM i CTaTUCTUYHO HE3HAUYINO] Pi3HUII
B 1,8 (p =0,119) MM PT. CT. MiX 11eJTEKOKCUOOM i HAIIPOKCEHOM.

KiiniuyHi XapaKTepHUCTHKH.
Iloka3aHnHus.

71 CHMMIITOMaTUYHOTO JTIKyBaHHS OCTE0apPTPUTY, PEBMATOIAHOT0 apTPUTY Ta aHKiTIO3WBHOTO
CIIOHOUJIITY (IUB. po3min «OcoO0MMBOCTI 3aCTOCYBaHHS»).

Ins1 miKyBaHHS TOCTPOTO OO0 Y MOPOCIHX HAIlEHTIB (TUB. po3min «OCOGIMBOCTI 3aCTOCYBaHHS»).

I niKyBaHHS TePBUHHOI frCMeHopel (quB. po3fin «Oco6IMBOCTI 3aCTOCYBaHHS»).

IIpomunoka3aHHs.
PeBMOKCHO ITPOTHUIIOKA3aHUH MAIliEHTaM:

- 3 BijOMOI0 TiNepyYyTINBICTIO (HallpUKJiIaA, aHadimaKTU4YHI peakllil Ta CepHO3Hi WIKipHi peakiil) g0
1efieKokcuby abo [0 Oyab-SKUX iHITNX KOMIIOHEHTIB JIiKapChKOTro 3aco0y (auB. po3min «OcobIuBOCTI
3aCTOCYBaHHS»);

- 3 HAsIBHICTIO B aHaMHe3i OPOHXia/lbHOI aCTMHM, BUIIAMKiB KPOIKB'THKY a00 iHIINX peakIfii
ayiepriyHoOro TUIY IIiC/IS 3aCTOCYBaHHSA acmipuHy abo inmmx HIT3II. ¥ Takux maifieHTiB 6ynu
3apeeCcTPOBaHi TSXKi, iHKonu neTanbHi, aHadinaktuyuni peaknii Ha HII3IT (qus. po3min «OcobnuBoCTi
3aCTOCYBaHHS»);

- TIiCTIg IPOBeMIeHHS XipypriyHol onepaiiil 3 a0PTOKOPOHAPHOTO IIYHTYBaHHS (IUB. PO3MiN
«OCcOo0IMBOCTI 3aCTOCYBaHHSI»);

- B IKMX OYyJIM 3ape€eCcTpoBaHi peakilil ajeprigvHoro TUILY 40 CylbQaHiTaMifHUX IIpenaparTis;



- 3 YCTAHOBJIEHOIO iIlIeMiYHOI0 XBOPOOOIO CEPIIsl, 3aXBOPIOBAaHHSIMU IepubepUdYHUX apTepilt Ta/abo
11epe6POBaACKYIISIPHOI0 XBOPO6OI0;

- 3 @aKTUBHOIO IIENITUYHOI BUPA3K0I0 abo IITYHKOBO-KUIIIKOBOIO KPOBOTEYEI0;
- 3 pO3PaxyHKOBUM KJIipeHCOM KpeaTHHiHYy < 30 MJI/XB;

- i3 3aCTiHOW0 cepIeBOi0 HepocTaTHicTIO (Knac [I-1V 3a knacudikamiero NYHA [HbIO-ﬁOpKCbK&
KapmionoriyHa acotialtis]);

- i3 TAKKUM NOpYyIIeHHAM GYHKII nediHKy (ambOyMiH y cupoBaTiii KpoBi < 25 1/ abo moKa3HUK 3a
mkanow Yaunma — [0 = 10).

B3aemodin 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

JlikapcvKi npenapamu, w,0 8n1uawms Ha zemocmas. Llenekokcub Ta aHTUKOATYISHTH, Taki K
Bap(apuH, YMHATH CHHEePTiuHuM eeKT Ha KpoBoTedi. OMHOYaCHe 3aCTOCYyBaHHS I[eJIeKOKCUOy Ta
AQHTHUKOATYJISHTIB MigBUIIY€E PU3UK BUHUKHEHHS CEPHO3HOI KPOBOTEUI TOPIBHSAHO i3 3aCTOCYBAHHAM
KOXXHOT0 3 IUX IIpernapaTiB OKpeMo.

CepoToHiH, KUl BUBIIbHAETHCS TPOMOOIIMTAMY, Biflirpae BaKJIMBY POJIb y reMocTasi. [JocmigkeHHs
TUIY «BUIIaOK — KOHTPOJIb» Ta KOTOPTHI emifeMioIoriyHi JOCIIXKeHH [10Ka3aly, 10 ONHOYacHe
3aCTOCyBaHHS JIiIKapChKUX 3ac00iB, SIKi IepemKOogKalTh 3BOPOTHOMY 3aXOIJIEHHIO CEPOTOHIHY, Ta
HII3II nipBuiye pu3uK BUHUKHEHHS KPOBOTeUi Oinble, Hixk 3acTocyBanHst HII3II y Burnsami
MOHOTEepaIIil.

Crnip 3mificHI0OBaTH MOHITOPUHT CTaHY IAIi€HTIB, SKi OMHOYACHO 3aCTOCOBYIOTh PeBMOKCHO Ta
AHTHUKOATYJISHTU (HAIIPUKJIIaf, BappapuH), aHTUTPOMOOIIMTaPHI JTiKapChKi 3aco0u (HampuKIIaf,
acIlipuH), CeJIeKTUBHi iHTi0iTOPU 3BOPOTHOT'O 3aXOIJIEHHS CEPOTOHIHY Ta iHTiOiTOPK 3BOPOTHOTO
3axOIJIEHHS CEPOTOHIHY-HOPeNiHeppUHY Ha IpeaMeT BUHUKHEHHS KPOBOTEUi (IUB. PO3MiN
«OCo6/IUBOCTi 3aCTOCYBaHHS»).

AcnipuH. KOHTpO/IbOBaHi KIiHIYHI JOCTigXKEHHS [T0Ka3any, 10 ogHo4YacHe 3acTtocyBaHHS HII3II Ta
acCIipuHy y 0o3i, SKa YUHUTH 3HEOO0II0BabHUM e(deKT, He 3YMOBIIIOE KOTHOTO Oi/TbIIIOro
TepaneBTUYHOTO edpeKTy, Hixk 3acTocyBaHHS HII3II okpemo. Y KiiHIYHOMY [OCTigKEHHI OfHOYaCHE
3actocyBaHHs HII3II i acmiprHy CyIpoOBOAKYBaIOCsA 3HAYHUM IIiIBUIIEHHSM YaCTOTHU IO0IiYHUX
peaxiiiit 3 60Ky HITYHKOBO-KUIIIKOBOTO TPAKTY MOPiBHSHO i3 3acTocyBanHsiM HII3II okpemo (muB.
po3min «Ocob6IUBOCTI 3aCTOCYBaHHS»).

Y 1BOX HOCTiAKEHHSX 3 YYaCTIO 3MOPOBUX MOOPOBOJIBIIIB Ta MAI[IEHTIB 3 0CTE0APTPUTOM i XPOHIYHUM
3aXBOPIOBAHHSM CepIlsd BifMoBigHO OyJ10 MPOAEMOHCTPOBAHO, 110 LieIeKOKCcu0 (y mo3i

200-400 Mr/mo6y) He BIJIMBA€E Ha KapHioMpPOTEKTOPHY aHTUTPOMOOIIUTaPHY Aifo acmipuny (y mo3si
100-325 mr).

3a3BUyall He PEKOMEHIYEThCSI OOHOYACHO 3aCTOCOBYBaTH PeBMOKCHO Ta acnipuH y 3He00II0BaIbHUX
[03ax 4yepes MigBUIeHNW PU3UK BUHUKHEHHS KPOBOTeUi (IUB. po3min «OcobIMBOCTI 3aCTOCYBAHHS»).
PeBMOKCHO He MOXKHa 3aCTOCOBYBaTH 3aMiCTh aCHipUHY V HU3BKIiM 031 And IpodinakTUKA
3aXBOPIOBaHb CEPIEeBO-CYOUHHOI CHCTEMU.

IHeibimopu aH2iomeH3uHNepemaop8adabHoz20 pepmenHmy (AII®), 6a0kamopu peuenmopia
aHziomeH3uHy ma B-adpeHobaokamopu. HII3IT MOXKYTb 3MEHIITYBaTH TillOTeH3UBHUYN e(PEKT



inribiTopis AII®, 6710KaTOPiB pelenTopiB aHTiOTeH3UHY a00 P-agpeHo0I0KaTopiB (Y TOMY
YHUCJIi IPOIIPaHOoJIOoNy).

OpuouacHe 3actocyBanHs HII3II 3 inribiTopamu AII® abo 610KaToOpaMu PeIENnTOPiB aHTiIOTEH3UHY Y
MAIi€HTIB JIITHLOTO BiKYy, V MAI[iEHTIB 31 3HeBOJHEHHSIM (y TOMY YXCIIi BHACIIOK Teparil
IiypeTHKaMu), a TaKOXK Y IallieHTiB 3 OPYIIeHHSM poO0TH HUPOK MOKe IIPU3BECTHU [0 MOTipIIaHHsg
GYHKIIII HEPOK, Y TOMY YHCIIi [0 TOCTPOI HUPKOBOI HepocTaTHOCTI. Li epekTu € 3a3Budai
000POTHUMH.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI JTikapchKoro 3aco0y PeBmokcu6 Ta inribitopis AII®, 61okaTopiB
pelienTopiB aHTioTeH3UHY abo B-agpeH06I0KaTOPIB CIIif 3MilCHIOBATH MOHITOPUHT apTepiallbHOTO
TUCKY, 11100 IepEeKOHATUCS Y OCATHEHHI HeoOXiIHOTO PiBHS apTepialbHOTO TUCKY.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi iKapchkoro 3aco0y PeBmokcub Ta iHribiTopis AII® abo 6510kaTOpiB
pellenTopiB aHTi0TeH3UHY B MAIiEHTIB JTITHLOTO BiKy Ta B 0Ci0 31 3HeBOJHEHHSAM a00 MOPYIIEHHIMHU
GYHKIIII HUPOK CJIiff 3[iMCHIOBATA MOHITOPUHT MAI[iEHTIB Ha IpeAMeT BUHUKHEHHS O3HaK MOTipIiaHHs
GbyHKLI HUPOK (IuB. po3ain «OcobIUBOCTI 3aCTOCYBAHHS»).

[Tig yac 0oMHOYACHOT0 3aCTOCYBaHHS IUX JTIKAPCHKUX 3aCO0iB MallieHTaM CJIif BXKUBATH HaJIeXKHY
KinbKiCcTh piguau. Ha moyaTKy OmHO4YaCHOIr0 3aCTOCYBaHHS IIUX pernapariB Ta MepioAuYHO Micis
IIbOTO CJIiT IPOBOOUTH OLIHKY (PYHKII1 HUPOK.

Iiypemuku. KniHi4Hi DOCTigXKEHHS, a TAKOXK CIOCTePekKeHHSs, IIPOBEMieH] Iicls BUXOAy IIpemnapaTy
Ha PUHOK, [T0Ka3asy, o y geakux nauienTis HII3II MoXyTh 3HUXKYBATU HATPIUYPETUYHY [it0
IeTILOBUX OiyPeTHUKiB (Hanpukian, pypoceMiny) Ta OiypeTHKiB rpynu Tia3upis. Llen epekT
nosiICHIOEThCSA iHTi0yBaHHSAM HIT3I1 cuHTE3y IpocTariaHANHIB Y HUPKaX.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi TikapchKoro 3aco0y PeBmokcu0 3 fiypeTHKaMu CIIif] CIIOCTepiraTu
3a IallieHTaMy Ha IIpeMeT II0SIBA 03HaK IOoTipiaHHsa QYHKIII HUPOK, JOJaTKOBO IIEPEKOHYIOYUCH B
e(eKTUBHOCTI [iiypeTHKa, BKII04Yal0Ul aHTUTINEePTeH3UBHY [if0 (AKB. po3min «OcobauBOCTi
3aCTOCYBaHHS»).

Mueokcux. [ToBimoMIIsSIIoCs, 110 OMHOYACHE 3aCTOCYBaHHA 11eJIEKOKCUOY 3 IUTOKCHHOM
IIPU3BOAUTD [0 MigBUINEHHS KOHIIEHTPAIll AUTOKCUHY B CUPOBATIIi KPOBi Ta ITOAOBXKEHHS
Iepiogy Moro HalliBBUBEIEHHS.

[Tig yac omHOYACHOI'0 3aCTOCYBaHHS JTiKApChKOTO 3aco00y PeBMOKCHO 3 UTOKCHHOM CJIifI
3OiMCHIOBATH MOHITOPUHT PiBHIB IUTOKCHHY B CUPOBATLi KPOBI.

ITIpenapamu aimir. HII3I1 cnpryuHANIY DiABUILIEHHS PiBHIB JIITilO y IIJIa3Mi KPOBi Ta
3HUKEHHS HUPKOBOI'O KJIipeHCy JiTito. CepenHs MiHiMaibHa KOHIIEHTPALiA JIiTit0
migBuiyBasacs Ha 15 %, a HUPKOBUM KITipeHC 3HUKyBaBcsa mpubnu3Ho Ha 20 %. Lleit epekT
NOSICHIOEThCS iHriOyBaHHAM HII3II cuHTEe3y npocTarjiaHiruHiB y HUPKaX.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi JTikapchKoro 3aco0y PeBmokcu0 3 mpeliapaTaMu JIiTiio CIlif
3OiMICHIOBATH MOHITOPUHT 03HAK TOKCHYHOI [il JTiTif0 Ha Malli€HTIB.

Memompexcam. Ogrovacse 3actocyBanHsg HII3II Ta MeTOTpeKkcaTy MOXKe NPU3BOLUTH [0
IiABUIIEHHS PU3UKY TOKCUYHOCTI METOTpeKCcaTy (Halpukiagn, HeUTpoIeHil, TpoMOOIUTONIEHi],
IOPYIIeHHS (PYHKII1 HUPOK).

PeBmokcu0 He BIIMBaE Ha papMaKOKiHETHKY METOTPEKCATY.



[TpoTsATOM OOHOYACHOTO 3aCTOCYBaHHS JTIKapChKOT0 3aco0y PeBMOKCHO 3 METOTPEKCATOM CITifl
3OiMCHIOBATH MOHITOPUHT CTaHy Malll€eHTIB Ha MPegMeT TOKCUYHOCTI METOTPEKCATYy.

Lluxkaocnopux. OgHOYaCHE 3aCTOCYBaHHS JIiKapChKOro 3aco0y PeBMOKCHO 3 IIMKIOCTIOPUHOM
MOXKe IiIBUINYBaTH PiBeHb HEPPOTOKCUYHOCTI OCTAHHBOTO.

[TpoTAroM 0GHOYACHOTO 3aCTOCYBaHHSA JTiKapChKOro 3aco0y PeBMOKCHO 3 IIUKIIOCIIOPUHOM CIIif,
3[MiMCHIOBATH MOHITOPHUHT CTaHy Malli€HTiB Ha IpegMeT O3HaK MOTiplaHHs (yHKII1 HUPOK.

HII3IT ma casiyusamu. OgHOYACHE 3aCTOCYyBaHHS IeleKoKcuOy 3 inmumu HIT3IT abo
cainuaTaMy (HalnpuKiaf, JUQIyHi3aJIoM Ta cajicajaToM) MiABUINY€E PU3UK TOKCUYHOCTI
IJIS1 IITYHKOBO-KUIIKOBOTO TPAKTY 3 HE3HAYHUM ITiIBUIEHHSIM e(heKTUBHOCTI abo 6e3
migBUINEHHS B3arai (muB. po3min «OcobIMBOCTI 3aCTOCYBAHHS»).

OpHoYacHe 3aCTOCyBaHHS IefleKokcuby 3 inmumMu HII3IT abo caminunaTaMu He peKOMEHIYEThCS.

ITemempekced. OmHOYACHE 3aCTOCYBaHHS JTiKapChKOro 3aco0y PeBMOKCHO Ta meMeTpeKceny
MOXKe TIiABUINYBATHA PU3UK IIOB’SI3aHOI i3 3aCTOCYBaHHIM IIeMeTpPeKCeny MieJloCymIpecil Ta
TOKCHUYHOI [il Ha HUPKHU Ta IUIYHKOBO-KUIIKOBUY TPAKT (OUB. IHCTPYKIiO 3 MEOUYHOTO
3aCTOCYyBaHHS IEMETPEKCeNy).

[Tpu omHOYaCHOMY 3aCTOCYBaHHi TiKapcbKoro 3acoby PeBMokcub Ta meMeTpeKkceny naiieHTam 3
mopyuIeHHAM (QYHKII HUPOK, KIIipeHC KpeaTUHIHY B IKUX KOJIUBAETHCA Bif 45 mo 79 MII/XB, Cif
BiCTeXXyBaTU 03HAKM Mi€JIOCYIIPECii Ta TOKCUYHOI [il HAa HUPKY Ta IITYHKOBO-KUIIIKOBUYU TPAKT.

Cnip yaukatu 3actocyBanHsg HII3II 3 KopoTKKUM IepiofoM HamiBBUBeOeHHS (HallpUKIIaf,
nuknodeHak Ta iHIOMeTalWH) MPOTSATOM OBOX OHIB IO i IMic/s, a TAaKOX y JeHb 3aCTOCYBaHHS
meMeTpeKceny.

Y pasi BiiCcyTHOCTI faHUX IIOMO MOTEHIIINHOI B3aEMOil Mixk nemeTpekcemoM Ta HIT3I1 3 TpuBasmimum
nepiogoM HamiBBUBeeHHS (HalIPUKJIIa[, MeJIOKCUKaM i HabyMeTOH) mallieHTaM, SKi 3aCTOCOBYIOTH Ii
HII3II, cnig mpUnMHUATH 1X 3aCTOCYBaHHS IIOHAMMEHIIe 3a 5 JHIB 10 3aCTOCYBaHHS IEMETPEKCENY, V
IEeHb 3aCTOCYBaHHS IIeMeTpeKCceny Ta B HACTYIIHI 2 OHi IMiC/Is M0T0 3aCTOCYBaHHS.

IH2i6imopu abo iHoykmopu CYP2C9. MeTtabomi3M 11e71eKOKCHOY 0IT0CEPEIKOBYETLCS IIePeBaKHO
isopepmenTom murtoxpomy P450 CYP2C9 y neuinii. OgHOYacHe 3aCTOCYBaHHS 11€J1IeKOKCUOY 3
JiKapChKUMHU IIperapaTaMy, ki € Bimomumu inribitopamu CYP2C9 (Hanpukmnap, ¢GiayKoHa30I1), MOXe
TIOCHUJTIOBATH PiBeHb BIUIMBY i TOKCUYHICTE I1eJIEKOKCHUOY, TOA1 IK OMHOYaCHE 3aCTOCYyBaHHS 3
immykTopamu CYP2C9 (nanpukian, pudamiiii) MoxKe IPU3BOAUTH [0 IocabneHHs: epeKTUBHOCTI
11eJIeKOKCUOY.

Komu po3rnsfaeTbcss MOKIIUBICTh IPU3HAUEHHS 11eJTeKOKCUOY, OI[iHIOI0Th aHaMHE3 KOXKHOTO
nauiesTa. [Tpu 3acTocyBaHHi lenekokcudy B KoMOiHarii 3 inribiTopamu abo iHAYKTOpaMu IIUTOXPOMY
CYP2C9 oOrpyHTOBaHOIO € KOPEKIIis 103U IIhOT0 IpenapaTty (AuB. po3nin «dapMaKoKiHeTHKa»).

Cybcmpamu CYP2D6. Pe3ynbTaTu JOCTiAXKEHb in vitro cBimyaTh, 110 11eIeKOKCHO, X04 i He €
cybctpaToM, € inribitopom CYP2D6. OTXKe, IOTEHILINHO MOXKI/IMBA B3aEMOis JTiKapChKUX
IpernapariB in vivo 3 JikapchbkuMu 3acobamu, 110 Metabonizyotecss CYP2D6 (Hampukan,
aTOMOKCETHH), a TaKOXK I1eJIeKOKCUO MOXKe IigBUIIYBAaTH PiBEeHb BIUIUBY Ta TOKCUYHICTD ITUX
JIIKapChKUX IIperaparis.



Kopmukocmepoiou. OqHOYACHE 3aCTOCYBAHHS KOPTUKOCTEPOIMiB 3 JIiKapChKUM 3aC060M
PeBMOKCHO MOXKe MigBUINYBATH PU3UK BUHUKHEHHS BUPA30K y IIIYHKOBO-KUIIKOBOMY TPAKTi
abo KpoBOTEUi.

Coip 3pmilicHIOBaTH MOHITOPUMHT CTaHY IMAIli€HTIB, SKi OQHOYACHO 3aCTOCOBYIOTh PeBMOKCUO Ta
KOPTUKOCTEPOIY, Ha IIPeIMEeT MOSIBU 03HAK KPOBOTEYi (OUB. po3ain «OcobIUBOCTI 3aCTOCYBaHHS»).

Ocob 1ueocmi 3acmocyeaHHsi.

Cepueso-cyouHHi mpombomuuHi seuuw,a. Kniniuni mocmigkeHHS 0eKinbKOX CeIeKTUBHUX Ta
HeceNleKTUBHUX iHribiTopiB LIOT'-2 rpymu HIT3TI TpuBamicTio 0 3 POKiB MPOIEeMOHCTPYBAIU
MiABUINEHUN PU3UK BUHUKHEHHSI CEPHO3HUX MOOIYHUX TPOMOOTHYHUX SIBUIL, ¥ TOMY YKCII iHQapKTy
MiOKapfa Ta iHCYNbTY, 5IKi MOXKYThb OyTH JIeTaNlbHUME. BUXOOI4YM 3 HasSBHUX JAaHUX He SICHO, UM
PU3HK PO3BUTKY TPOMOOTUUHUX CEPIIEBO-CYIUHHUX YCKIagHEHb € momioHuM ms Bcix HIT3II.
BigHOCHE migBUIIEHHS YaCTOTU CEPHO3HUX TPOMOOTUYHUX CEPLIEBO-CYIUHHUX YCKIagHEHD
IIOPIBHAHO i3 4aCTOTOI Ha [10YaTKOBOMY DiBHI, fIKe OB A3yI0Th i3 3acTocyBaHHAM HII3II,
BiOYyBAETHCS SIK Y TAIEHTIB 3 BiTOMUMU CepleBO-CyIUHHUMH 3aXBOPIOBAHHSIMH Ta GaKTOpPaMU
PU3MKY iX BUHUKHEHHS, TakK i y mallieHTiB 6e3 Takux 3aXBOpioBaHb Ta GakTopiB. OfHAK MallieHTH 3
BiIOMUM CepIieBO-CYOMHHUM 3aXBOPIOBaHHAM a00 paKTOpaMu PU3UKY CEepPLeBO-CYIUHHUX
3aXBOPIOBaHb MaJIu Iie BUIy abCOIOTHY YaCTOTy CEePH03HUX TPOMOOTUYHHIX CEPIIEBO-CYOIUHHUX
YCKIagHeHb 4epe3 MiIBUIIEHY YacTOTY IuX (GaKTOPiB Ta 3aXBOPIOBAHb Ha IIOYATKOBOMY piBHi. Y
IEeTKUX CIIOCTEPEKHUX MOCTIIKEHHSIX 0YJI0 BCTAHOBJIEHO, 110 L€} MiABUIIEHUN PU3UK
CepHO3HUX TPOMOOTUYHUX CEPIIeBO-CYOAUHHUX YCKITaJHEHb 3’ IBJISIBCS BXKe Ha IEepIInuX
THUXKHSX JTiKyBaHHS. [ligBUIlIeHHS PU3UKY TPOMOOTUYHHUX CEPIIEBO-CYIUHHUX YCKIagHEHb
Haubinpl cTabiIbHO CIIOCTEpIrany IpyY 3aCTOCYBaHHI IIpeapary y BUIIUX A03aX.

Y kniniunomy pocnipxenni APC (mpodinakTuka ageHOMU LUISIXOM 3aCTOCYBaHHS 1IeJIeKOKCUOY)
CIIOCTepiranocs MmigBUIIEHHS PU3UKY MPUOIN3HO B TPU pa3u [AJis KOMOiHOBaHOI KiHIIEBOI TOUKH
(cMmepTi yepes ceplieBoO-CyAUHHI 3aXBOPIOBaHHS, iHGapKTy MioKapaa abo iHCYIbTY) ¥ rpynax
JiKyBaHHS LeneKokcrOoM y mo3i 400 Mr aBigi Ha go0y Ta nenekokcrboM y mo3i 200 Mr aBidi Ha o0y,
MOPiBHSHO 3 myale6o. Take MiBUIIEHHS pU3UKY B 000X Tpymax 3aCTOCYBaHHS 1eJI€KOKCUOY
TIOPiBHSTHO 3 TPYIIO0 MJTarie00 roJIOBHUM YMHOM OYJI0 HACTiIKOM ITiIBUIIEHHS YaCTOTH BUHUKHEHHS
indapkTy MioKappaa.

Byno npoBefieHO paHOOMi30BaHEe KOHTPOJIbOBaHE KJliHiYHe AOCHiAKeHHA «IIpOoCIeKTUuBHE
paHgoMi3oBaHe OIiHIOBAHHST KOMIIJIEKCHOI Oe3MeKu Ie1eKOKCcU0y MmopiBHSHO 3 i0ympodeHoM abo
HanpokceHoM (PRECISION)» BimHOCHOTO PU3UKY BUHUKHEHHS CEPIEBO-CYIMHHUX TPOMOOTUUHUX
SIBHUIII, acolilioBaHux 3 iHribiropom LIOI'-2 nenekokcuOOM, MMOPIiBHSIHO 3 TaKUM IIPH 3aCTOCYBaHHI
HecenektuBHUX HII3TI HanpokceHy Ta i0ynpodeny. Llemekokcub xapaKTepru3yBaBCs He MEHIIIO0
e(heKTHUBHICTIO, HiXK HaIpPOKCeH Ta ibynpodeHn (nuB. po3gin «dapmMakofguHaMika»).

s minimizanii moTeHNIiHHOT0 PU3UKY MOOIYHUX peakilif 3 60Ky CepreBO-CYAUHHOI CUCTEMU Y
MaI€HTiB, Ki 3acTocoBy0Th HII3II, crig BUKOPHMCTOBYBaTH MiHiMaNbHY €(EKTUBHY [03y IPOTSATOM
HaAMKOPOTIIOr0 MOXKJIMBOTO Ilepiony NikyBaHHs. JIikapi Ta mauieHTH MalOTh YBaXKHO CIIOCTEpiraTu 3a
PO3BUTKOM TaKUX Peakliiii IPOTATrOM YChOT0 KypCy JIIKyBaHHS HaBiTh y pa3i BiICYTHOCTI y MUHYIIOMY
CHMIITOMIB 3 OOKY CeplieBO-CyIUHHOI cucTeMu. CJIifi MOBifOMUTH MAIli€HTIB PO CUMIITOMHU
cepio3HuX MOOIYHKUX pPeakIlii 3 60Ky ceplieBO-CyIMHHOI CHCTEMH Ta IIPO 3aX0Ou, sIKi HeoOXimHO
BXKUTH y pPa3i IXx BUHUKHEHHS.



[Tpsimi moKa3u TOTO, 110 OMHOYACHE 3aCTOCYBaHHS aCIipuHy 3MEHIIY€E MiIBUIeHNY PU3KUK CEPHO3HUX
TPOMOOTHYHUX CEePLIeBO-CYNUHHUX YCKIIafHEeHb, 0B’ I3aHuX i3 3acTocyBanusaM HIT3II, BimcyTHi.
OpuoyacHe 3acTocyBaHHS acmipuny Ta HIT3II, Takoro gk 1eneKoKcu0, MiABUIYE PU3UK CEPHO3HUX
peaxiiiit 3 60Ky HIIYHKOBO-KHUIIKOBOTO TPAKTY (IUB. po3min «OcobIUBOCTI 3aCTOCYBaHHS», TiIPO3Min
«[IIIyHKOBO-KHUIIKOBA KPOBOTEYA, BUHUKHEHHS BUPA30K Ta mepdopatiii»).

Y pmocnigxenni CLASS cymapHi noka3uuku Kannana — Maiiepa 4epe3 9 MicsuiB npu
nepudepuyHOMy HAOPSKY B MMalliEHTIB, III0 OTPUMYBanu 1eiekokcub y mo3i 400 mr aBiui Ha moOy (y 4
Ta 2 pa3u Oinblle 3a pekoMeHaoBaHi fo3u npu OA Ta PA BigmosinHo), i6ynpoden y nosi 800 mr Tpuyi
Ha 700y Ta mukiodeHak y mo3i 75 Mr aBiui Ha go0y, cranoBuH 4,5 %, 6,9 % Ta 4,7 % BigmoBigHO. 3a
nauuMu gocmigkeHHs CLASS, yacToTa BUHMKHEHHS apTepianbHOI rinepTeH3sii y malieHTis, gki
OTpUMYBaJu LieneKokcu0, i0ynpoden i guknodeHnak, cranosuna 2,4 %, 4,2 % Ta 2,5 % BigmoBigHoO.

CmaH nicasa xipyp2iuHoi onepauii 3 aOpMOKOPOHAPHO20 WYHMYBAHHA. Y IBOX BETMKUX
KOHTPOJIbOBaHUX KJIIHIYHUX AOCHIAKEHHAX 3aCTOCYBaHHA ceeKTUBHOTO fo LIOI'-2 HII3II gnsa
KOHTpO/TIoBaHHS 60510 ¥ mepii 10-14 [HIB mic/ist aOPTOKOPOHAPHOTO LIYHTYBaHHS 0YJI0 BUSBIEHO
IiABUINEHY YaCTOTY BUIAMKiB iH(MapKTy MioKapga Ta iHCynbTy. 3acTocyBanus HII3II mpu
a0PTOKOPOHAPHOMY ITYHTYBaHHI IPOTUNOKa3aHe (IUB. po3pin «I[IpoTunoka3aHHsa»).

ITauieHmu nicas iH¢papkmy miokapda. Y X0fli CIIOCTEPEeKHUX NOCIiIXKEHb, TPOBeNeHUX [[aTChKUM
HalliOHATBHUM PEeECTPOM, OYJI0 IIPOAEeMOHCTPOBAHO, 110 MAIliEHTH, SKi 3acTocoByioTs HIT3II y mepion
micns iHpapKTy MiokKapaa, nepebyBay Iif MigBUIIEHUM PU3UKOM ITOBTOPHOT0 iH()apKTY, TeTarbHOTO
HaCJ'IiI[Ky, CIIDHUYMHEHOT0 CepUeBO-CYINHHUM 3aXBOPIOBAHHSAM, Tad JIETAJIBHOT O HaCJ'IiJIKy' 3 GYILB-HKOi
IPUYXHY, TOYMHAIOYY 3 MTEePIIOTO TUXKHS JIiKyBaHHSA. Y Til caMiil KOTOPTi Cepef MallieHTiB, SKi
3actocoByBanu HII3II, yacToTa neTanbHOTO HACMIAKY Y NEPIIUH PiK Micnsa iHpapKTy
MioKapga ctaHoBuna 20 BunaakiB Ha 100 m0OUHO-POKIB IOPiBHSIHO 3 12 BUIlagKkaMu Ha

100 nmromnHO-POKIB cepef Nalli€HTiB, sKi He 3acTocoByBanu HII3I1. Xoya abcomoTHA
KiJIBKICTh IeTaJIbHUX HACITiIKiB 3MEHIITYETHCS MIiCIIS MEPIIOT0 POKY HiCis iHpapKTy
MioOKappna, aHai3 pe3yJbTaTiB IpUHAUMHI YOTUPHOX HACTYIIHUX POKiB IIOAAJIBIIOTO
CIIOCTEPEXEHHS IIPOAEeMOHCTPYBaB, 10 MigBUIIEHUN BiTHOCHUY PU3HUK JIeTaJIbHUX HaCJIigKiB
y Tali€eHTiB, fKi 3acTocoByioTh HII3II, 36epiraerncs.

Il 1yHKOBO-KUWEKOBA KpoBOMeYd, BUHUKHEeHHA 8upa3ok ma nepgopauii. HII3II, y Tomy ducmni
11eJIEKOKCHO, CIPUYUHSIOTh CepPHo3Hi Mo6iuHi peakilil 3 60Ky HITYHKOBO-KUIIIKOBOTO TPAKTY,
BKJIIOYAIOYY 3alajieHHs, KPOBOTedy, YTBOPEHHS BUPa3Ky, epdopalliio CTpPaBOX04y, IUTYHKA,
TOHKOTO i TOBCTOT'O KMIIIEYHUKA, Ki MOXKYTh OyTU JeTanbHUMU. LI cepiio3Hi mobiuHi peakiiil MOXyTh
BUHUKHYTH ¥ OyAb-SIKUY Yac 3 MOoMepeqHiMu CUMIITOMaMHU y Malli€eHTiB, SKi 3aCTOCOBYBaIu
1esekokcub, abo 6e3 Hux. TiIbKK y OMHOTO 3 5 MallieHTiB PO3BUTOK CEPHO3HUX MOGIYHUX peakiliil y
BEPXHbOMY BififIiJIi IIJTIYHKOBO-KUIIKOBOTO TPAKTy mif yac nikyBauHs HII3I1 cynpoBomXKyeThCS
KJTiHiuHUMY nposiBaMu. [Tpubnu3Ho v 1 % malfieHTiB, SKi 3aCTOCOBYBAsHU MIpernapar MpoTsIroM

3-6 micamis, i mpubau3HOo y 2-4 % mallieHTiB, IKi 3aCTOCOBYBaU IIpenapaT IPOTSIroM OGHOTO POKY,
CIIoCTepirany BUPa3Ky BEPXHIX BigiiB IITYHKOBO-KUIIKOBOT'O TPAKTY, TSAXKKi KpoBOoTEeYi ab0
nepdopatiii, 3ymoByeHi 3actocyBanHaM HII3II. [IpoTe HaBiTh KOpoTKO4YacHa Teparmis HII3I1
[IOB'A3aHa 3 PU3UKOM.

daxkmopu pu3uKy WaAyHK0B0-KUWKOBOI Kposomeui, BUHUKHeHHA 8UPA30K ma nep@opauii.

[NamieHTy 3 HASBHICTIO B aHaMHE3i BUMAIKIB MEeITHYHOI BUPa3KHU Ta/abo IITyHKOBO-
KHUIITKOBOI KpoBOTeYi, sKi npuiiManu HII3I1, manu 6inbuI Hixk y 10 pa3iB BUIIUN PU3UK
BUHUKHEHHS LITYHKOBO-KUIIIKOBOI KPOBOTEUI ITOPIBHSAHO 3 MalieHTaMu 0e3 TakKux GpaKTopiB
pU3uKYy. [HII QakTopH, SKi MiABUIIYIOTh PU3KUK BUHUKHEHHS IIIIYHKOBO-KHUIIKOBUX KPOBOTEY



y Hali€HTiB, Ki 3acTocoBy0Th HIT3II, BK/II0OYaOTh OOBIIY TpuBalicTh JikyBanHsa HII3TI,
OJIHOYACHHUI TTepopaTbHUM IPUXOM KOPTUKOCTEPOINiB, aHTUTPOMOOIIMTaPHUX JTiKapChKUX
3aco0iB (HampUKiaf, aclipuHy), aHTUKOATyISHTIB a00 CelleKTUBHUX iHTiOITOPIB 3BOPOTHOTO
3aXOIJIeHHS CEPOTOHIHY, MTaJliHHSA TIOTIOHY, BXXKMBaHHS aJIKOTOJII0, JIITHIN BiK Ta IIOraHuu
3arajabHUM CTaH 3[OPOB’s. BinblIicTh MOBimOMIEHD PO JIeTallbHi M00iYHI peakilii 3 60Ky
IIIJTYHKOBO-KHUIITKOBOTO TPAKTY, I10 HAAXOAWUIIN IiC/Isl BUXOAY IIpenapaTy Ha PUHOK, OyIu
3apeeCTPoBaHi y MmallieHTiB IiTHBOTO BiKy a00 y ocnabneHux narieHTiB. Kpim Toro, namiesntu
3 IPOrPECYI0YNM 3aXBOPIOBaHHSM IEUYiHKYU Ta/a00 KOaryaonaTi€l0 CXUIbHI A0 MiBUIIEHOTO
PU3UKY PO3BUTKY IIyHKOBO-KHIIIKOBOI KPOBOTEY.

Y mocnipxkenHi CLASS dacToTa ycKlafiHEHOI Ta CUMIITOMATUYHOI BUPa3KU y BCiX Malli€HTiB yepes

9 micsmiB cranoBuna 0,78 %, a y miarpymni maii€eHTiB, SKi mpuiMany HU3bKi 03U alleTUIICAIIIIAIOBO1
Kkuciaoty — 2,19 %. V nauieHTiB BiKOM Bifl 65 pokiB 4acToTa Bunagkis craHoBuia 1,40 % udepes

9 micamiB Ta 3,06 % mpu 0OMHOYACHOMY 3aCTOCYBaHHI alleTUIICAJTILIUIIOBOl KUCIIOTH.

Crpareris MiHiMi3al1lil pu3ukiB 3 60Ky IUIYHKOBO-KHMIIIKOBOTO TPAKTYy Y MAIli€HTIB, SKi 3aCTOCOBYIOTh
HII3II:

- 3aCTOCOBYBATU HAWUHUXKYY e(peKTUBHY [03y [Ipelapary IpOoTArOM HaUKOPOTIIOTO
MOZKJIUBOI'0 I1epiony;

- YHUKATH 3acToCcyBaHHS Oinbul Hixk ogHoro HII3IT ogHOYaCHO;

- VHUKATHU 3aCTOCYBaHHA MallieHTaM I'PYIId BUCOKOTI0 PU3UKY, OKPIM BUIIQ[KiB, KOJIU
OYIKYETBCS, 1110 KOPUCTH IIepeBaxkaTUMe IigBUIIeHUN PU3UK BUHUKHEHHS KpoBoTeyi. [1g
TaKUX ITalli€HTIB, a TAKOX [Jid [TalliEHTIB 3 aKTUBHOIO LIJIYHKOBO-KUIIIKOBOK KPOBOTEYEI0
CJIiT PO3IJIAHYTU MOXKJIUBICTh 3aCTOCYBAaHHS aJbTepPHATUBHUX IIpenapaTis 3amicts HII3II;

- IOCTIVHO CIIOCTepiraTy LUI0f0 0O3HAK Ta CUMIITOMIB YTBOPEHHS BUPA3KU IIIYHKOBO-
KHUIIIKOBOT'O TPAKTy Ta/abo KpoBoTedi mif yac Tepamnii HIT3IT;

- y pasi mimo3pu Ha cepito3Hy MobiuHy peakirito 3 60Ky HMITyHKOBO-KHUIITKOBOTO TPAKTY CIIif
HEeTalHO PO3moYaTy 00CTeXKeHHS i MiKyBaHHS, Ta MPUIKXHUTY 3aCTOCYBaHHS JTiKApChKOTO
3aco0y PeBMoOKCcuO 10 TOTO MOMEHTY, IIOKU Cepiio3Ha nmobiyHa peakilisi 3 00Ky IIITyHKOBO-
KHUIITKOBOTO TPAKTy He OyIe BUK/IIOYEHA;

- IpY OMHOYACHOMY 3aCTOCYBaHHI HU3bKUX 003 aCHipUHY AJS NPOo(inakKTHUKU CeplieBo-
CYOVHHUX YCKJIQMHEHb CIif 3[iiCHIOBATH OiNbII peTeIbHUM MOHITOPUHT CTaHy Nalli€HTiB Ha
IpeaMeT 03HaK IITyHKOBO-KHUIIIKOBOI KPOBOTEYi (OUB. po3min «B3aeMopis 3 iHIIMMU JTiKapChKUMU
3aco0aMu Ta iHIIi BUOW B3aEMOMIN»).

I'enamomoxcuuHicme. ITigBuIeHHS PiBHIB alaHiHaMiHOTpaHChepas3u abo
acrnapraTaMiHoTpaHcdepasu (B 3 pa3u abo Ginble BUIlle BEPXHLOI MeXi HOpMU) GyJI0 3aPeECTPOBAHO
npubnu3Ho y 1 % manieHTis, siki 3actocoByBanu HII3II, y kniniynux gocnigxkenHsx. Kpim Toro, 6ynu
3apeecTpoBaHi PifiKicHi, iHKONK JTeTanbHi BUMIQIKU TSIKKOTO TOPYIIeHHS (YHKII] IeYiHKH,
BK/TI04al04YX QyIbMiHAHTHUM TelaTUT, HEKPO3 MeUiHKY Ta Ie4iHKOBY HEIOCTATHICTh.

[TinBuieHHs piBHIB anaHiHaMiHOTpaHC(depa3u abo acrmapTataMiHoTpaHchepa3u (MeHII HiXK y 3 pasu
BHIIEe BePXHbOI MexkKi HOpMM) MOXKe crocTepiratucs 1o 15 % y nailieHTis, gKi 3actocoByioTs HIT3TI,
BKJIIOUAIOYH I[eJIeKOKCHD.



[Tig yac KOHTPOJILOBAHUX KITIHIYHUX OOCHIIXKEHb 11eJIeKOKCUOY KiNTbKiCTh BUMTAAKIB HE3HAYHOTO
TmigBUIEeHHS (MepeBUIIeHHS BePXHBOI MeXi HOPMH y Bif 1,2 [0 MeHIIe HiXK 3 pa3u) piBHIB (hepMEHTIB,
II0B’s13aHUX 3 (QYHKII€I0 TEeYiHKY, CTAaHOBUNA 6 % y mami

€HTIB, SIKi 3aCTOCOBYBAJHX 1IeJIeKOKCHUO0, i 5 % y maiieHTiB, siKi oTpuMyBanu mianedo, Ipu ILOMY
npubnu3uno y 0,2 % marieHTis, sKi 3acTocoByBanu enekokcud, ta 0,3 % malieHTis, sSKi npuiManu
nyane0o, crmocTepiraiy 3HavyHe iABUINEHHS PiBHIB anaHiHaMiHOTpPaHcdepas3u Ta
acmapraTaMiHOTpaHCchepasH.

[TamieHTiB Ccif npoiHGOpPMyBaTH PO CUMIITOMATUKY renaTOTOKCUYHOCTI (Hapukiiag, HyaoTa,
IifBHUIIeHA BTOMJIIOBAHICTh, JIeTapris, fiapes, cBepOixK, XKOBTSIHUISA, 00JII04iCTh Y ITpaBoMYy migpedep’
Ta TPUNONOAiOHI cuMITOMH). Y padi MOSABH KITiHIYHMX 03HAK Ta CUMIITOMIB, III0 CBiA4YaTh PO
3aXBOPIOBAHHS MEYiHKU, a00 BUHUKHEHHS CHCTEeMHUX ITPOSIBiB 3aXBOPIOBAHHS (HAMIPUKIIA[,
€03uHOGITis, BUCUTIAHHS Ta iH.) 3aCTOCYBaHHS IeJIeKOKCUOY CIlif HeraliHo IPUIIMHUTY i IPOBECTHU
KJIiHiYHe 00CTeXXeHHS MallieHTa.

ApmepianvHa 2inepmen3sis. 3actocyBanus HIT3II, y ToMmy 4yucii nenekokcuby, Moxke IIPU3BECTH [0
PO3BUTKY apTepianbHoi rinepreHsii abo MOTripiIaHHS BXKe iCHYI04O]1 apTepianbHoi rinepreHsii, i y
KOXKHOMY BUIIQ[Ky MOXKJIMBE IIiIBUIIEHHS YaCTOTH IOOIYHUX peakKiliit 3 00Ky ceplieBo-CyauHHOI
cucTeMu. Y Talli€eHTiB, AKi MpuiiMaloTh iHribiTopu AII®, miypeTuky rpynu Tia3umiB abo meTIboBi
IiypeTHuHi 3aco0u, MOXKe CIIOCTepiraTucs NOpyIIeHHs BiANOBiAl Ha IIi TiKapchKi 3aco0u Ipu
3actocyBanHi HII3IT (muB. po3min «B3aemois 3 iHIIUMHU JTiKAPCHKUMHU 3aco0aM¥u Ta iHIIT BUOK
B3aEMOJIIN»).

Crnip 3pilicHIOBaTA MOHITOPUHT apTepiasbHOr0 TUCKY Hif yac nodatky JikyBaHHsa HII3II Ta BpomoBxk
KypCy Teparlil.

Cepuesa HedocmamHicmb ma HabpsiK. Pe3ynbTaTul CIibHOTO MeTa-aHai3y ['pymnu mo cyMicHOMY
aHanizy antTuTpoMOouuTapHoi Tepartrii (Trialists’ Collaboration) pe3ynbraTiB paHgOMi30BaHUX
KOHTPOJIbOBaHUX AOCTiAKeHb KOKCuOy Ta Tpaguiiiaux HII3I1 npogeMoHCTpyBanu MpuOIn3Ho
IBOKpaTHe MiIBUIIeHHS IOKa3HWKa T'OCIiTali3allil y 3B’93Ky 3 CeplLeBOI0 HeJOCTaTHICTIO y Malli€HTiB,
SKi OTpUMYyBaJli CeJIeKTUBHI Ta HeceneKTuHi 1o LIOI'-2 npenapaTy, Ta y NallieHTIB, IKi
3acTocoByBanu HeceneKTuBHI HII3I1, mopiBHSIHO 3 MalieHTaM¥, SKi OTpUMYyBasu maiebo. Y
nociifxeHHi [JaTChKOr0 Hal[lOHAJIBHOI'O PEECTPY Y MAlli€HTIiB i3 ceplieBo0 HeJOCTaTHICTIO
3actocyBanHsa HII3II migBumyBano pu3uk iHpapKTy MioKapha, TOCIiTami3arliil y 3B 13Ky 3
CEpPLEBOI0 HEOCTATHICTIO Ta JIETAJIbHOTO HACIIIKY.

Kpim Toro, y gesskux nami€HTiB, gKi 3actocoByBanu HII3II, crmocTepirany 3aTpUMKYy PigUHU Ta
HaOpsK. 3aCTOCyBaHHS I[eJIeKOKCUOY M0oxXKe MociIa0/IioBaTH CeplieBO-CyANHHI epeKTH [eKiTbKoX
JiKapChKUX 3ac00iB, 1110 BUKOPUCTOBYIOTHCS IJIS JIIKYBaHHS IIMX 3aXBOPIOBaHb (HAIPUKIIAL,
niypeTuxy, inribiTopu AII® ab6o 6510KaTOpu pelenTopiB aHTioTeH3UHY) (AuB. po3nin «B3aeMopis 3
iHIMMMY TiKapchKUMU 3aco0aMu Ta iHIII BUOW B3aEMOMIN»).

YV mocnimxenni CLASS cymapHa 4acToTa pO3BUTKY NepudepruyHuXx HaOpPsKiB, po3paxoBaHa 3a
meTtonoM Kamnnana — Maiiepa, micisa 9 MicsamiB 3acTocyBaHHS LefleKOKcuOy y mo3i 400 Mr 2 pa3u Ha
no0y (1o Oy7o B 4 Ta 2 pa3u 6inblne 3a 703y, PEKOMEHA0BaHY OIS JTiKyBaHHS OCTE0apPTPUTY Ta
PEBMaTOIHOT0 apTPUTY BiAmoOBigHO), ibynpodeny y mo3i 800 Mr 3 pa3u Ha 700y Ta AUKIOPEHAKY Y
no3i 75 Mr 2 pa3u Ha mo0y craHoBuna 4,5 %, 6,9 % ta 4,7 % BigmoBigHO.

Hegpomoxkcuunicms. Tpusane 3actocyBanHsa HII3II mpu3Boguio go MeagyasipHOTO HEKPO3Y
HUPOK Ta IHIINX VIIKOAXKEHb HUPOK.



TakoX He(POTOKCUYHICTD CIIOCTEpiranacs y MalieHTiB, y AKUX KOMIEHCYIOYy POib V MiATPUMaHHi
HUPKOBOI nep@y3il BifirparoTh HUPKOBI IPOCTaTrIaHAWHY. Y TaKUX MalieHTiB 3acTocyBaHHsa HII3II
MOXKe CIPUYUHATHU 3ajIeXKHe Bif] 03U 3MeHIlIeHHs [IPOAYKYBaHHS IPOCTArjlaHAUHIB 1, IK HACJIIMIOK,
3MEHILIEeHHS HUPKOBOT0 KPOBOTOKY, II0 MOXKe CIPUYUHSTH BUPaXKeHy JeKOMIeHCallilo QyHKIIIl
HUPOK. [0 rpynu MiABUIEHOT0 PU3UKY PO3BUTKY LIMX pPeaklliil HajlexXaTh MallieHTH, IKi MalTh
NOpyIIeHHs (YHKIlil HUPOK, 3HEBOOHEHHS, TilIOBOJIEMiI0, CepLieBy HEeIOCTaTHICTh, AUCHYHKIIIIO
NeYiHKY, Nalli€HTH, SKi IpUUMAIOTh AiypeTuky, inribitopu AII®, 610KaTOpU pelenTopis
AQHTIOTEH3VHY, a TAaKOXK MallieHTH JIiTHbOrO BiKy. [Ipununenns nikysanHsa HII3II, gk npasuro,
CYTIPOBOMXKYETHCS IOBEPHEHHSAM [I0 CTaHy, 10 CIIOCTEPIraBCcs OO MOYaTKy JTiKyBaHHS.

Indopmarrisi mpo KOHTPOJIbOBaHI KITiHIYHI JOCTiAKEHHS II0JI0 3aCTOCYBaHHS 11eJIeKOKCUOY HallieHTaM
i3 mporpecyounM 3aXBOPIOBAHHSIM HUPOK BifCyTHS. BriiuB npemnapaty nenekokculy Ha HUPKU MOXKe
IIPUCKOPIOBATH IIPOTPECYBAHHS BXKe HasBHOT'O OPYIIEHHS (PYHKIii HUPOK Y HaIli€HTiB.

[Tepen moyaTKOM JTiKyBaHHS I1eJIEKOKCUOOM CJIifl BiTKOpPUTYyBaTH 3HEBOJHEHHS a0o rinoBojeMieo,
SIKIIIO BOHU HasBHIi y mallieHTa. Y HallieHTiB i3 mopyieHHsIM QyHKIiI HUPOK ab0 IediHKH, CepleBoi0
HEeJOCTaTHICTIO, 3HEBOJHEHHAM a0o0 TiltoBoJIeMi€I0 Tifl Yac 3aCTOCYyBaHHS I[eJIEKOKCUOY CIIif
3OiMICHIOBATH MOHITOPUHT (QYHKIII HUPOK (OUB. po3mdin «B3aeMopmis 3 iHIMMY JTiKapChbKUMU 3acobaMu
Ta iHIIi BUAYM B3aeMoXii»). Crlif yHUKaTH 3aCTOCYyBaHHS 1IeJIeKOKCHUOY TallieHTaM 3 TPOrpecyyuM
3aXBOPIOBaAHHSIM HUPOK, OKPIM BUIIALKIB, KOJIA OUiKYETHCS, 110 KOPUCTH IlepeBaxkaTUuMe PU3UK
noripinaHHs QYHKIII HUPOK. AKIIO 11eIeKOKCHUO 3aCTOCOBYIOTh IallieHTaM i3 MpOrpecyoyruM
3aXBOPIOBAHHAM HUPOK, CJIif 3AiMCHIOBATH MOHITOPUHT CTaHY MallicHTiB Ha IIpefMeT IIOsIBU 03HaK
noripinaHHs QyHKIII HUPOK.

linepkaniemis. BUTTlagKu MiABUINIEHHS KOHIIEHTpALlil Kaliio B CHPOBATIIi KPOBi, y TOMY YHCIi
rimepkamnieMisi, 0ynmu 3apeecTpoBaHi mpu 3acTocyBanHi HII3II, HaBiTh y meSKuUX MallieHTiB 6e3
NopyIIeHHs: QyHKIII HUPOK. Y mallieHTiB 3 HopManbHOI0 (QYHKIII€I0 HUPOK 11i epeKTu Oynu
IIOB’s13aHi 3 rinopeHiHeMIYHO-Ti0aIbOCTEPOHIYHUM CTAHOM.

AHagpinakmuuHi peakyii. 3aCTOCyBaHHS LieIeKOKCUOy Oy/0 OB’si3aHe 3 PO3BUTKOM
aHaGinaKTUYHUX peakllill y malieHTiB 3 BimoMoro TiIepyyTIUBiCTIO 0 eneKokcuOy abo 6e3
Hel, a TaKOXK y IAIliEHTIB 3 aCIipMHOBOIO aCTMOI0. PeBMOKCHUO € cynbbhaHinaMimfHuM
npenapaTtoM, npu oMy K HII3II, Tak i cynbdaHinamigHi npenapaTté MOXyTh CIPUYUHATA
peaxlil afepriy’oro TUIy, y TOMy 4UCyli aHapinakTUYHI CHMITOMY Ta He0e3neuHi amd
KUTTS a00 MEHII TSXKKi enizoay OpoHXiaTbHOI aCTMU B JeSKUX YYTIIUBUX OCi0 (OUB. pO3Min
«[IpoTunokasaHHI»).

V Bunapky aHadimakTH4HOI peakilii HeoOXimHO 3BePHYTHCS IJIS OTPUMAHHS HEeBigKIamHOI
MeOUYHOI JOIIOMOTH.

3azocmpeHHsa 6poHxianbHOI acmMmu, nog’a3aHe 3 uymaugicmio 0o acnipuHy. YacThHa Nali€HTIB 3
OpoHXialbHOI0 aCTMOI0 MOXkKe MaTH acIipHHOBY acTMYy, 110 MOXKe BKJTI0YaTH XPOHIYHUM PUHOCHUHYCHT,
YCKJIagHEeHUY HOCOBUMHU ITOIiNaMy; TSIXKKWH, MTOTEHIIINHO IeTanbHNUM OPOHX0CIIa3M;
HerlepeHOCUMiCTh acnipuny Ta iHmux HII3II. Ockinbku nepexpecHa peaKTUBHICTh MiXK aCIipUHOM Ta
inmwumu HIT3II Gyna 3apeecTpoBaHa y TaKUX YYTIUBUX 10 aCHipUHY IAI[iEHTIB, 3aCTOCYBaHHS
11eJIeKOKCcuOy MPOTHUITOKa3aHe MallieHTaM 3 TaKoio (OopMOI0 YYTIMBOCTI 0 acIipuHy (IUB. PO3Min
«IIpoTunoka3aHHs»). [Ipy 3acTOoCyBaHHi IpemnaparTy LielleKoKCcuOy malieHTaM i3 Bxke iCHyI040I0
OpoHxianbHOIO acTMOI0 (6€3 BioMOi YyTIMBOCTI OO acHipuHy) CiIif 3MiiCHIOBATH MOHITOPHUHT
MAIiEHTIB Ha MpeaMeT 3MiHKM 03HAK Ta CUMIITOMIB OpOHXialTbHOI aCTMH.

Ceptio3Hi wkipHi peakuyii. Llemekokcub MoXkKe CIIPUYNHSTH PO3BUTOK CEPHO3HUX MOGIYHUX peakiliii 3



00Ky IIKipHu, TaKWX K MyJIbTA(QOPMHa epuTeMa, eKchomiaTUBHUM AepMaTUT, cuHapoM CTiBeHCa —
II>KOHCOHa, TOKCUYHUY elliflepMaNbHNUM HEKPOJIi3, MEOUKaMEeHTO3Hi BUCUTIIAaHHS 3 CUMIITOMaMU Ta
CACTEMHUMHU CUMIITOMaMH, a TaKOXK I'OCTPUM reHepali30BaHUM €K3aHTeMaTO3HUY MyCTynb03. Lli
Cepiio3Hi peakllii MOXKYyTh po3BUBaTUCA Oe3 monepeaKyBalbHUX CUMIITOMIB Ta MOXYTh OyTH
JeTaIbHUMU.

[TarienTiB HEOOXIMHO MOBITOMUTH PO O3HAKM Ta CUMIITOMM CEPHO3HUX IIKiPHUX peakllii Ta IIpo
HeoOXimHICTh MPUNIMHEHHS 3aCTOCYBAHHS 11eJ1eKOKCUOY TPy NepIlii MosiBi BUCUIIAHHS Ha MIKipi abo
Oymb-IKUX iHIINX O3HAK TilepuyTauBOCTi. Lleekokcub mpoTUIoKa3aHuy Iy 3aCTOCYBaHHS
mallieHTaM 3 HasBHICTIO B aHaMHe31 Cepio3HuX MIKipHUX peaknin Ha HII3IT (muB. po3min
«IIpoTunoka3anusa»).

Peakuis Ha nikapcvkull 3acib 3 eo3uHogisiero ma cucmemHumu cumnmomamu (DRESS-cuHOpom).

[ToBimoMIIsiIOCS PO Peakxiliio Ha JliKapchbKui 3aci0 3 e03nHO(DITi€I0 Ta CUCTEMHUMY CUMIITOMaMU
(DRESS-cungpom) y maiii€HTiB, siKi 3actocoByBanu HIT3II, Taki sk PeBMokcu0. [Iesiki 3 X BUMIAOKiB
MaJiv JTIeTaJIbHUM HaCHimoK abo cTaHOBUIM 3arpo3y mist KutTsd. DRESS-cungpom 3a3Buyai, xo4a i He
BUKJIIOYHO, TTPOSIBIISIETHCS MigBUINEHHSIM TeMIepaTypH, BUCUIIOM, JTiMdaeHomnaTien Ta/abo
HaOpsKOM 00nuyys. IHII KITiHiYHI TPOSBY MOXKYTb BKJII0YaTH TelaTUT, HePUT, TeMaToJIOTiuHi
BigxuneHHs, MioKapauT abo mio3ut. IHomi cuMnToMu DRESS-cuHOPOMYy MOXKYTh OyTH MORIOHUMH 1O
rocTpoi BipycHol iHdekIii. YacTo mpucyTHS eo3uHodinis. OCKiNbKY 1el CUHAPOM Ma€ Pi3Hi MPosiBY,
MOXKYTh OyTH ypazKeHi ¥ iHIIT cucTeMu opraHiB. Baxk/iInBo 3a3HAYKUTH, 1[0 MOKJIMBI paHHI TPOsIBU
TinepuyTaIUBOCTI, TaKi K MiABUIIEHHS TeMIepaTypy abo mimMdaneHonaTisl, HaBiTh 6€3 BUIUMOTO
BUCHUITY. fKITO Taki 03HAKW a00 CUMIITOMHU CIIOCTEPIraloThCs, CIIif MPUIUHUTH 3aCTOCYBAHHS
JiKapchbKOro 3aco0y PeBMOKcHO Ta HErailHO 00CTeKHUTHU TalliEHTa.

TokcuyHicmb 0415 naooa.

ITepeduacHe 3akpumms apmepiasnbHo20 NnPomoky naoda. llenekokcud MoxKe CIPUYUHSITH
IepenyacHe 3aKpPUTTA apTepiaabHOro NpoToky. Crin yHukaTtu 3actocyBanHda HII3II, y ToMmy yucri
1eJ1IeKOKcuby, BariTHUM XKiHKaM, mounHaouu 3 30-ro TuxkHS BaritHocTi (III TpuMecTp).

Oui2o02i0pamHioH / HUpKo8a HedocmamHicme y HO80HapooceHux. 3actocyBanHsa HII3II, Bkmodaioun
PeBmokcu0, mpubu3Ho 3 20-r0 THKHS BariTHOCTI MOXKe CIIPUYHHUTH MTOPYIIEHHS QYHKIIII HUPOK y
IIJI0fIa, IO MTPU3BOAUTE [0 OJIrOTigpaMHIOHY Ta B OeSKHX BUIIafKaX — [0 HUPKOBOI HEJOCTATHOCTI y
HOBOHapomXKeHuX. Li HecIpusATIXBI HACIIIKX CIIOCTEPiraroThCsl B CEPEeIHbOMY Yepe3 Kifbka JHiB abo
KiJlbKa TUKHIB JIIKyBaHHS, X04a HEYaCTO IOBIAOMIISJIOCS IIPO OJIirorifpaMHiOH BXKe 4epe3 48 rogux
nicns nodaTky npuriomy HIT3II. OmirorigpaMHioH 4acTo, aje He 3aBXAU, € 000POTHUM IiCTIs
IIPUNMHEHHS JIiIKyBaHHS. YCKIaJHEHHS TPUBAJIOTO OIIrorifpaMHiOHy MOXKYTh, HAallpUKJIaf, BKIIIOYaTH
KOHTPAKTYPH KIiHIIBOK Ta 3aTPUMKY NO3DPiBaHHS JIereHb. Y OesIKUX BUNAOKaX MiCIsgpeecTpaliiioro
3aCTOCYBaHHS MOPYIIEHHS QYHKIII HUPOK Y HOBOHAPOMXKEHUX OTpeOyBasu iHBa3UBHUX MIPOIIEAYD,
TaKWX K oOMiHHa TpaHcy3is abo miamis.

dxmo nikyBanus HII3II HeoOximHe mpubnu3no Mixk 20-M Ta 30-M TUXKHSIMU BariTHOCTI, CIif
00MeXKUTH 3aCTOCYBaHHS NpenapaTy PeBMokcub mo HaliHUKYO01 eheKTUBHOL 03U Ta IKOMOTa
KOPOTIIO1 TpuBanocTi. CIif pO3TISHYTH MOXKJIKUBICTh YIbTPa3BYKOBOTO MOHITOPUHTY aMHIOTHYHOL
pimuHY, SKIIO JTiKyBaHHA IpenapaToM PeBMokcub TpuBae Oinbie 48 roguH. YV pasi po3BUTKY
oJlirorimpaMHioHy Tpeba MPUIMHUTH 3aCTOCYBAHHS JTiKapCchbKoro 3aco0y PeBMOKCHO i TPOJOBXKUTH
CIIOCTepeXKEeHHS BiATIOBIAHO [0 K/TiHIYHOI TPAKTUKH (AUB. PO3Tin «3aCTOCyBaHHA Yy MEPiof BariTHOCTI
abo romyBaHHS TPYOOI0»).

I'emamosoziyHa mokcuvyHicmy. Y mallieHTiB, siKi 3acTocoBytoTh HII3II, 6ynu 3apeecTpoBaHi BUIagKK



anewmii. Ile Moxe OyTH 3yMOBJIEHO IIPUXOBAHOI0 a60 3HAYHOIO BTPATOIO KPOBi, 3aTPUMKOI0 PifuHU a60
eheKkToM Ha epUTPOIIoe3, SKUM Iile ITOBHICTIO He OMMCaHO. fAKINO y MallieHTa npu
3aCTOCYBaHHI 11eJIeKOKCHOY IPUCYTHI Oyab-sKi 03HaKu ab0 CUMIITOMM aHeMii, CItifg
3[ifiCHIOBaTH MOHITOPUHT PiBHSA reMorno0iny abo moKa3HUKa reMaTOKPHUTY.

Y KOHTPOJIbOBaHUX KITiHIYHUX OOCIIIKEeHHSIX YaCTOTa BUIMIaAKiB aHeMii ctaHoBuna 0,6 % mpu
3acTocyBaHHi 1enekokcuOy ta 0,4 % mpu 3acTocyBaHHi m1ane6o. Y mamieHTiB, SKi IPOXOOATh
TPUBAJIUi KypC JIiIKyBaHHS I1eJIeKOKCHO0M, HeoOXiqHO KOHTPOJIIOBAaTH PiBeHb reMornodiny abo
TreMaTOKPHUT, SKIIIO B HUX CIIOCTEPiraloThcst OyOb-siKi 03HAKU a00 CUMIITOMM aHeMil 4 BTPaTH KPOBi.

HII3II, y ToMy yuchi 1enekokcud, MOXKYTh [MIIBUAIIYBATH PU3UK BUHUKHEHHS KpoBOTed. Taki
cynyTHi (aKTOpH, SIK MOPYIIEHHS 3ropTaHHsA KPoBi abo ofHOYACHe 3aCTOCYyBaHHS BappapHHy, iHIIKUX
AHTUKOATYJISHTIB, IPOTUTPOMOOLIMTAPHUX TIpenaparTiB (HalpuKiIaf, aciipuny), iHriditopis
3BOPOTHOTO 3aXOIIJIEHHST CEPOTOHIHY Ta iHTi6iTOPiB 3BOPOTHOT'O 3aXOIJIEHHS CEPOTOHIHY-
HOpemniHe(ppuHy, MOXKYTh HiABUINYBATH el pu3uk. CIif 30iiCHIOBATH MOHITOPUHT TaKMUX MAI[i€EHTIB
Ha IIpeaMeT I0SBY 03HaK KPOBOTeUi (IuB. po3min «B3aeMopmis 3 iHIMUMHU JTiKapChbKUMU 3aco0aMu Ta
igmI BUOM B3aEMOMi»).

MackysaHHs 3ananeHHs ma nidsuweHoi memnepamypu. ®apMakoioriyHa aKTUBHICTD 1[eJIEKOKCUOY,
ITI0 TIOJISITA€ y 3MEHIIIEeHH]I 3anajieHHs Ta, MOXKJINBO, V 3HUKEHHI IiABUINEHOI TeMIepaTypy, MoXkKe
3MEHIIUTY NPaKTUYHY L[iHHICTh OiaTHOCTUYHUX O3HaK IIPY BUSBIIEHHI iH(PEKIN.

MounimopuHe pe3yibmamis 1abopamopHux aHanidig. OCKiIbKY CepHO03Hi IITyHKOBO-KHUIITKOBI
KPOBOTeUi, FellaTOTOKCUYHICTh Ta YIIKOKEeHHS HUPOK MOXYTh BUHUKHYTH 0€3 IoNeperKyBaTbHUX
CUMIITOMIB Ta O3HAK, CJIiJI pO3rJIAHYTH MOXKJIMBICTh MOHITOPUHTY CTaHY IAI[I€HTIB, sIKi 32CTOCOBYIOTh
HIT3II npoTtgaroM TprBaioro nepiogy dacy. MoHiTOpUHT nepefgbadace nepioguyHe BUKOHaHHS
3arayibHoOro Ta 6ioxiMiyHOTO aHami3iB KpoBi (quB. po3min «OcoBIUBOCTI 3aCTOCYBAHHS»).

Y KOHTPOJIbOBaHUX KITIHIYHUX OOCTIIXKEHHIX MiABUILIEHHS PiBHS @30Ty C€YOBUHU KPOBi BUHUKAIIO
yacTille y Nali€eHTiB, SKi nMpuitManu 1e1ekKokcu0, HiXK y MallieHTiB, gki oTpuMyBanu miatebo. e
BiIXUIEHHS Bi HOpMHU pe3yabTaTy 1ab0paTOPHOTO aHali3y TaK0XK CIOCTEpIiraay y Malli€eHTiB, ki
IIPOTATOM LIUX OOCTIiIXKeHb OTPUMYBaJIM IIpelnapaTy nopisHAHHA rpynu HIT3II. KiiniyHa 3Ha4yIicTh
IILOTO BiIXMUJIeHHS Bifl HOpMU He OyJia BCTaHOBJIEHA.

[ucemiHosaHe 8HyMpiwHb0CyOUHHE 320pMAaHHA Kposi. OCKINIbKHU IIifi 4aC 3aCTOCyBaHHSI
11es1IeKoKCculy iCHy€e pU3UK BUHUKHEHHS JIACEeMiHOBAHOTO BHYTPIIIHbOCYOUHHOTO 3rOPTaHHS KPOBi ¥
miTe# 3 CHCTEMHUMM IIPOSIBAMU I0BEHIIBHOTO PEBMATOINHOTO apTPUTY, CJIi 3OIMCHIOBATH
MOHITOPHHT IAIli€HTIB Ha MPeaMeT 03HaK i CHMIITOMIB IMOPYIIEHHS 3TOPTaHHS KPOBi a00 KpoBOTeUi
Ta iHhQOopMyBaTH MAIiEHTIB i iXHIX OMiKYHIB PO HEOOXiOHICTH TKOMOTa LIBUALIE MOBIJOMIIATH IIPO
CHUMIITOMU.

PeBMoKkcu6 MicTuTh a30py6iH (E 122), 1110 MoXKe CIPUYMHATY ajlepriyHi peakiiii.
JlikapcbKui 3acib MiCTUTB 1aKTO3y, TOMY MOTO He CJIifi 3aCTOCYBaTH IallieHTaM i3 pigKiCHUMHU

CIagKoBUMHU (OpMaMy HETIEPEHOCUMOCTI TalaKTO3H, HEIOCTATHICTIO TaKTa3u ab0 CHHAPOMOM
TJII0K030-TalaKTO3HO1 Maababcopoiii.

3acmocyeaHHs y nepiod eazimHocmi abo 200y8aHHs 2pydoro.

®epmuabHicms., Ockinbku MexaHiaM mil HIT3II (1ienekokcudy y TOMY YHCITi)



OTI0CEepEeNKOBaHUY IPOCTarlaHANHaMHU, 3aCTOCYBaHHS LIUX IIperapaTiB MOXe 3aTpUMyBaTU
YY MepPeuIKoaXKaTi POo3pUBY QOIiKysa S€YHrKa, 1110 MoXkKe OyTH OB’ I3aH0 3 TUMYaCOBUM
Oe3mniagam y neskux KiHok. Omy0niKoBaHi pe3yiabTaTy OOCIigXKeHb Ha TBapUHAaX MMoKa3aly,
110 3aCTOCYBaHH iHTi6ITOPIB CHHTE3y IPOCTAarIaHANHIB MOTEHIINHO MOXKe MTOPYIIyBaTH
OIToCEepeqKOBaHUY MPOCTariaHguHAMU Po3puB GoTTiKyna, HeoOximHui ost oyswil. HeBenuki
IOCTiIKEeHHS y KiHOK, gKi 3acTocoByBanu HII3II, TakoXkK MpoeMOHCTPYBaid 060POTHY 3aTPUMKY
oBynsii. Crig po3rnsHyTH MOXKIUBicTh Bimminu HII3TII, y Tomy uucri menekokcuby, Oist XKiHOK, sKi
MalOTh TPYAHOILI 3 3a4aTTSIM abo sKi TPoxXoasaTh 06CTeKEeHHS Ha mpeaMeT 6e3mins.

BaeimHicmy. 3actocyBanus HII3II, y Tomy duchi ipenaparty 1enekokcudy, npotarom II1 tpumecTpy
BariTHOCTI MigBUIIYE PU3UK [IepefuyaCcHOr0 3aKpUTTS apTepialbHOIr0 MPOTOKY IJIOAA Ta OPYLIeHHS
GyHKII1 HUPOK Y IIJI0fQ, IO MPU3BOAUTE A0 OIrOrigpaMHiOHY Ta B OesKHAX BUIIafKaX — [0 HAPKOBOI
HEeJIOCTAaTHOCTi Y HOBOHAPOXKeHUX. Yepe3 I1i pU3uKu Cllig 00MeXKyBaTH NO3y Ta TPUBAJICTh
3aCTOCyBaHHS I1eJIeKOKCUOy mpubnu3Ho Mix 20-M i 30-M THKHSIMHU BaTiTHOCTI Ta YHUKATH
3aCTOCyBaHHS JIiKapCchKoro 3aco0y PeBMokcu6 npubnu3Ho 3 30-T0 TUXKHS BariTHOCTI.

ITepeduacHe 3akpummas apmepianvHoi npomoku y naoda. 3actocyBanus HIT3II, BKoyanoun
npemnapaT PeBMokcu0, npu6nu3Ho 3 30-To TUKHS BaTriTHOCTI 30i/1bIllye pU3UK ITepeadacHOro
3aKPUTTS apTepianbHOI MPOTOKY Y IJIOAA.

Osiz02i0pamHioH/ HUPKOBa HedocmamHicmb y Ho8oHapooxceHux. 3acTocyBanHsa HIT3I1
npu6u3Ho 3 20-r0 TUKHS BariTHOCTI Oys10 OB’ A3aHe i3 BUMlafKaMU MOPYIIeHH (YHKII1
HUPOK Y IIJIOfQ, IO IPU3BOAUTH [0 OJIIrOTriipaMHiOHY, a B JesIKUAX BUIIafKaX - O HUPKOBO1
HeOCTaTHOCTI Y HOBOHaPOXKEHUX.

Ha migcTaBi faHuX, OTPUMaHUX IIifl 4aC CIIOCTEPEXKHUX AOCIIAKEHb, CTOCOBHO IIOTEHILIINHUX
eMmOpioderanbHux pusukis 3actocyBanHs HII3II xkinkam npotsrom I a6o II TpumecTpiB BariTHOCT,
He MOKHa 6y710 3p00UTH OCTAaTOYHUX BUCHOBKIB. Y PEPONYKTUBHUX MOCTIAKEHHSIX Ha TBapuHaXx
CIIoCTepirany BUmagku eMOpiodeTanbHOT0 IeTaIbHOTO HACHIAKY Ta 306ibIIeHHS YaCTOTH PO3BUTKY
miadparManbHOL IPUXKIi y UIypiB, SKUM BBOOUJIY 1IeJIEKOKCUO L[0JeHHO [IePOpaibHO IPOTITOM IEePiony
OpraHoOTeHe3y y H03ax, I10 IpubIu3Ho B 6 pa3iB MepeBUIlyBai MaKCUMallbHy PeKOMEHIOBAHY 03y
IJIST TIIOMWHM, 5iKa cTaHOBUTDL 200 Mr 2 pasu Ha mo0y. KpiMm Toro, CTpyKTYpHi OpYyIIeHHs (HaIpuKIIam:
nedeKTU eperopoiKy, 3poIleHHs pebep, 3polleHHsI CEerMeHTa I'PyAuHYU Ta JedopMaliil cerMeHTiB
TPYOUHU) CIIOCTEPIraay y KpPoJiiB, SKMM BBOJIUIIU 11eJIEKOKCUO IepopaibHO IPOTSATOM IIepiomy
opraHoreHe3y y fi03aX, IKi mIpubau3HOo B 2 pa3u IepeBUIlyBaid MaKCUMaJIbHy PEeKOMEeHI0BaHY A03y
[JIs TIOAUHY. BUxonsuu 3 JaHUX, OTPUMaHUX Ha TBapuHaX, Oyj0 MOKa3aHo, 10 IpoCTarlaHOuHU
BiflirpaloTh BaxKJIUBY POJIb ¥ PETYIIALIl IPOHUKHOCTI CYOUH eHAOMeTpis, iMmaHTanii 671acTOIUCT Ta
meruayanisarii. ¥ mocrimkeHHSIX Ha TBapUHaX BBeleHH iHTi0iTOpiB CMHTE3y MpoCTarlaHANHIB,
HaPUKa[ 11e1eKOKCUOY, MPU3BOIUIIO [0 MiIBUIIEHHS YaCTOTH MIpe- Ta MOCTIMIIJTaHTaIlilHUX BTPaT.
BimoMmo, 110 npocTarjiaHOvHY TaKOXK BiirparoTh BaXKJIUBY POJIb Y PO3BUTKY HUPOK IIJIOAA. 3TiAHO 3
omny0J1iKOBaHUMHU JaHUMU [OCTIiAKEHb Ha TBAapUHAX, iHTi6iTOPU CUHTE3y IIpOCTarIaHIUuHIB
IIOTIPIIYIOTh PO3BUTOK HUPOK IIPU 3aCTOCYBaHHI y KJIIHIYHO 3HAUYIIUX J03aX.

Yci BariTHOCTI CynpoBOIXKYIOTECS (OHOBUM PU3UKOM YPOMIXKEHUX medeKTiB, BTpaTu mioma ado iHImX
HebaxkaHUX HaCTiAKiB. Y 3aranbHiit momynsuii nanienTiB CIIIA, He3aneKHO Bif BIIUBY IIpemnapary,
yCi KJTiHIYHO BCTaHOBJIEH] BUITAAKM BariTHOCTI XapaKTepu3yHThC (HOHOBOIO 4acToTOw 2-4 %
3HQYHUX ypoaxkeHux gedekxriB Ta 15-20 % BTpaTu mopa mig 9yac BariTHOCTL. Po3paxyHKoOBUM
(hOHOBUY PU3UK 3HAYHUX YPOIXKEHUX Ne@eKTiB i BAKUAHIB 1 3a3HAaUYE€HO] IOMYIsIii HeBiqOMUH.

ITobiuHi peakuii y n100a/HOBOHAPOOHCEHO20.



[lepeqyacHe 3aKPUTTS apTepialbHOI IPOTOKY y IIJI0AA

Cnip yaukatu 3actocyBantst HIT3II xinkam npubnusHo 3 30-ro TUKHS BariTHOCT, ockinbku HII3TI,
BK/IIOUAIOYH IIpernapaT PeBMOKCHUO, MOXKYTh CIPUYMHSATY IlepefdyacHe 3aKpPUTTS apTepianbHOl
IIDOTOKH Y IIJIOfA.

Oi202i0pamHioH/ HUPKOBA HEOOCMAMHICMb Y HOBOHAPOOHCEHUX

Axuro mputiom HII3IT Heobximaui mpubau3Ho 3 20-T0 TUXKHS BariTHOCTI, CHIil 00MeXUTH
3aCTOCYBaHHST HAWHUKYO0I0 e()eKTUBHOIO J03010 Ta SKOMOTa KOPOTIIOI TPUBAJIICTIO. AKIIO0 JTiKyBaHHS
npernapaTtoM PeBMOKCHO TpuBa€ MoHa 48 TOOWH, CTifl PO3TISHYTH MOXKJIUBICTh YITPAa3BYKOBOTO
MOHITOPUHTY Ha HasgBHICTb OJIIrOrigpaMHiOHy. fAKIIO CIIOCTEpIraeThCs ONIrorifpaMHioOH, CIIif
IPUIMHUTY 3aCTOCYBaHHS JTiKapchKOro 3aco0y PeBMokcuO Ta MPOMOBXKYBATH JIIKyBaHHS BifITIOBiTHO
IO KJTiHIYHOI MPaKTUKY (OUB. HUX4e «[laHi, OTpUMaHi [ TIOTUHE»).

[IeperiMu Ta monoru. [JOCHimXeHb BINTUBY 1IeTEKOKCHUOY Ha mepeiMu abo MMOJIoTH He TPOBOOUIH. Y
IOCHimKeHHSAX Ha TBapuHax HII3II, Bkioyawoyu 11e71eKOKCUO, iHTi0yI0Th CHHTE3 IIPOCTarjlaHAuHIB,
CIPUYUHSIOYY 3aTPUMKY II0JIOTIB Ta MigBUIIYIOYN YaCTOTY MEPTBOHAPOAXKEHHS.

HaHi, oTpuMaHni nnd nroguau. HasgBHI faHi He Jal0Th MOXKJIUBOCTI OL[IHUTY HasIBHICTb YU
BiICyTHICTb eMOpiodeTanbHOl TOKCHYHOCTI, TIOB’13aHO] i3 3aCTOCYBaHHSM 1LIeIEKOKCHOY.

EdekTu nenexokcuby Ha mepebir mepeiMiB Ta MOJIOTIB y BariTHUX XKiHOK HeBimoMi.

Hepeg‘{aCHe 3aKPUTTA apTeQiaHBHOi IIPOTOKHY Vy IJIOO4

B ny6nikanisx moBigoMiseThcs, mo 3actocyBanHg HIT3I1 npubnu3no Ha 30-My TUXKHI BariTHOCTI Ta
Ii3Hile MOXe CIPUYNHUTY IlepefuyacHe 3aKpPUTTS apTepiabHOL IPOTOKH Y III0JA.

OmnirorigpaMHioH/ HUPKOBa HEIOCTaTHICTh Y HOBOHAPOIKEHUX

Omny6rnikoBaHi HOCTiAKEHHS Ta IOBIIOMIEHHS IIOAO0 MiCIIPEECTPALifHOT0 3aCTOCYBaHHS OMMUCYIOTh
3actocyBaHHs HII3I1 xinkam npubnau3Ho Ha 20-My THXKHI BariTHOCTI abo misHilre, sKe 6yn10
IIOB’sI3aHe 3 MOPYIIeHHSIM (QYHKIIiI HUPOK Y MJI0fa, 110 IIPKU3BEJIO 10 ONNrorifpaMHioHY, a B IeIKuX
BUTAOKaXx i 10 HUPKOBOI HEJOCTATHOCTI Y HOBOHAPOMAXKeHuX. L]i HeCIpUSATINBI HACTiAKA
CIIOCTEPIraloThCsl B CEpeqHbOMY 4Yepe3 KijlbKa OHIiB a0 KinbKa THUKHIB JTiKyBaHHS, X04a iCHYIOTh
HeyYacTi II0BiIOMJIEHHS IIPO OJIiroriApaMHioH BXKe 4epe3 48 roguH micnd novatky npuiomy HIT3IT. ¥
OaraThbox BUIIQ[IKax, aje He 3aBXK[I{, 3MeHIIeHHS KiJTbKOCTi aMHIOTUYHOI piguHu 6y10 TUMYaCOBUM Ta
MUHAJIO IiC/Is MPUIIUHEHHS MPUitoMy mpemnapaty. [cHye oOMekeHa KilbKiCTh ITOBiqOMIIEHD IIPO
3actocyBanHsa HII3II xinkaM Ta mopyueHHsS QYHKIII HUPOK ¥ HOBOHAPOIKeHUX 0e3
oJlirorigpaMHioHy, HesKi 3 IKux 0ynu HeoOoOpOoTHUMHU. [lesiKi BUMTQIKX MTOPYIIEHHS GQYHKIIII HUPOK y
HOBOHaPOIKeHUX MoTpebyBasyu JiKyBaHHS i3 3aCTOCYBaHHSM iHBa3UBHUX IIPOLEAYP, TAKUX SK
oOMminHa TpaHchy3is abo miamis.

MeTopmomoriuni 00MexXKeHHST UX MiCIIPeECTPAIiNHNUX NOCITiIXKEeHb Ta TOBiqOMIEHb BKIIOYAl0Th
BiICYTHICTh KOHTPOJILHOI TPYTIH; 00MeXKeHy iH(popMallito 1070 03K, TPUBAJIOCTI Ta Yacy eKCIO3UIlil
Impenapary; OqHOYaCHe 3aCTOCYBaHHS iHIIUX JTiKapchKuX 3ac00iB. Lli 00MexXeHHS MepelKoaXKaTh
OOCTOBIpPHIM OLIIHIII PU3UKY HECIPUATIMBUAX HACIIKIB [AJIS IIJI0a Ta HOBOHAPOIXKEHUX IIPU
3actocyBanHi HII3IT ixuim MmaTepsm. Ockinbku omy6rikoBaHi maHi mpo 6e3meKy 71 HOBOHaPOOKEeHUX
CTOCYIOTECS IlepeBakHO HEJOHOILIEHUX [iTel, y3araJbHeHHS IIeBHUX MTOBIJOMIEHNX PU3UKIB OIS
NOHOIIEHNX HEMOBJIAT, AKi mifgatoThes BriuBy HIT3I1 yepes 3acTocyBaHHS MaTepi, €
HEOOHO3HAYHUM.



I'o0ysaHHs 2pydoi. HedncneHHi gaHi Tpbox omy6/1iKoBaHUX 3BiTiB CTOCYIOThHCS 3arajioM 12 XKiHOK,
K1 TOAyBaIy TPYALI0, Ta CBim4aTh IPO HU3bKUH PiBEHBb BMICTY I[€JIEKOKCHUOY Y TPYAHOMY MOJIOIIL.
Po3paxoBaHa cepenHst 1o60Ba n03a [JisT HEMOBJISITA CTAHOBUIIA

10-40 mkr/kr/mo0y, mo cknagano MeHule 1 % Bif TepameBTUYHOI 03U A7 ABOPIiYHOI UTUHU Y
IlepepaxyHKy Ha Macy Tifna. Y 3BiTi IPo ABOX HEMOBJIAT BiKOM 17 Ta 22 micsli, IKUX FOAyBalu
TPYOOI0, He TIOBIMOMIISNIM PO XKOHI MOGiuHI peakirii.

3acTOCOBYBaTH 1ieIeKOKCUO XKiHKaM, SKi rOmyIoTh TPYAII0, CIif 3 06epexHicTio. KopucTh
014 300POB’S 1 PO3BUTKY OUTUHMU Bifl TPYIHOTO TOAYBAaHHS CJIif] OL[IHIOBATU IIOPIBHSHO 3
KJTiHIiYHOI0 TOTPe00I0 MaTepi B Ipenapari 1eieKoKcubi, a TaKoXK Oyab-IKMMHU MMOTEHI[INHUMUI
nobivHuMY edeKTaMu 1eeKoKcuOy abo BIIJIMBOM OCHOBHOI'O 3aXBOPIOBAHHS MaTepi Ha
HEMOBJIS.

30amuicmb enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwuMu mexanizmamu. ZKITO M Yac 3aCTOCYBaHHS 11e71€KOKCUOY BUHUKAIOTh
3arnaMOpOYeHHSs, BEPTUT0 ab0 COHIMUBICTh, CHIi[l yTPUMATHUCS Bifl KepyBaHHS
aBTOTPAHCIIOPTOM ab0 PoOOTH 3 iHITMMHM MeXaHi3MaMu.

Cnocid 3acmocyeaHHss ma do3u.

3azanvHi iHCMpyKyii w,000 0o3ysanHA. Ilepen IPUUHATTSAM PillleHHS NP0 3aCTOCYBaHHS JaHOTO
JiKapChKOT0 3ac00y CIliJ peTeNnbHO 3BaXKUTH OYiKyBaHi MOTEHIIiHI IepeBaru Ta pUu3uKH Bif
3aCTOCYBaHHS LIeJIEKOKCUOY Ta PO3TIAHYTH OOLIIBHICTD iHIINX BapiaHTiB NiKyBaHHA. Crifg
3aCTOCOBYBaTU HaHWXKYy e(DeKTUBHY 403y IIpenapaTy NPOTIroM HalKOpPOTIIOr0 IepPiony
3TiHO 3 METOI0 JIiKyBaHHS OKPEeMOro MallieHTa (IuB. po3Min «Oco0IuBOCTI 3aCTOCYBaHHS»).

Le# npenapaT MOXHa IIpUMMaTH He3aJlIe’kKHO Bifl IPUIOMY 1XKi.

Ocmeoapmpum. Tlpu niKyBaHHI 0OCTE0AapPTPUTY [03a Ipenapary cTaHoBUTh 200 Mr Ha moby
onmHOpa3oBo abo mo 100 mr 2 pa3u Ha go0y.

PesmamoioHuti apmpum. Ilpu nikyBaHHI peBMaTOIZHOTO apTPUTY [i03a IIpemnapaTy CTaHOBUTH Bifg 100
no 200 Mr 2 pa3u Ha m00y.

AHKin03yro4ull cnoHousim. 1151 miKyBaHHS aHKiNO3yI040oro CIOHZUIIITY o00Ba f03a 1eeKOKCH0y
ctanoButh 200 Mr, SIKy CIig npuiMaTH ogpa3y (mpuiioM 1 pa3 Ha goOy) abo minuTu (mpuiioM 2 pasu
Ha [o0y). AKIIo MPOTAroM 6 TUKHIB HE CIIOCTEPIraeThCS MO3UTUBHOTO e(DEKTY, HO3Y JIIKapChKOTO
3aco0y moxHa 30inpmuTu 70 400 Mr Ha go0y. AKIIO MPOTATOM 6 THXKHIB He CIIOCTEPIraeThCS ePeKTY
IIpY 3aCTOCyBaHHi npemnapaty y 0o3i 400 mr Ha mo0y, BiAmoBigh Ha JIiKyBaHHS € MaJIOMMOBIPHOIO,
TOMY CJIiJl pPO3TJISHYTH albTepPHaTUBHI BapiaHTH JIIKyBaHHA.

KoHmpoab 20cmpozo 60110 ma AiKy8aHHA nepa8uHHoi ducMeHopei. [I715 KOHTPOIII0 TOCTPOro 000 Ta
JIiKyBaHHS IIEPBHHHOI AUCMEHOPEe] MoYaTKOBa A03a JTikapCchKoro 3aco0y ctaHoBuTh 400 Mr 3
HACTYIIHUM 3aCTOCYBaHHSAM [0AaTKOBOI mo3u 200 MT y mepimii feHs ¥ pasi HeoOxigHOCTI. Y HacTynHi
[IHi peKOMeHI0BaHa [03a npemnapaTy cTaHoBuTh 200 Mr 2 pa3u Ha no6y y pa3i HeoOXimHOCTI.

Ocob.uei 2pynu nayieHmis.



[TeuiHKOBa HEIOCTATHICTh. Y TALIEHTIB 3 MOPYIIEeHHAM (QYHKII] Ie4YiHKY IIOMIPHOTO CTYIIEeHS
TS2KKOCTI (knac B 3a knmacuikarieto Yainma — I1'10) mo3y mpemaparty Ciif 3MEeHIIUTH Ha
50 %.

[TauieHTV 3 MOBiMbHKUM MeTabomizMoM cyOcrpaTie CYP2C9. V mOpOCIuX HallieHTiB 3 BimoMuM abo
IiZ03PI0BAHUM YIIOBiNbHEHHSIM MeTabommizmy cybecrpaTiB CYP2C9 Ha mifcTaBi reHoTUy abo
IIOTIEPeAHBOTO AOCBiAY 3acTocyBaHHS iHIIKX cyocTpaTiB CYP2C9 (Takux sk BapdapuH,
GbeHiToIH) eneKoKcub CIIifl 3aCTOCOBYBATH, IIOUYMHAIOYY 3 TIOJIOBUHU MiHiMaIbHOI
PEKOMEHI0BAHOI 103H.

Y narfieHTiB 3 IOBEHIIBHUM PEBMATOIIHUM apTPUTOM Ta BimoMuM abo Iigo3pH0BAHUM IIOBITBHUM
MeTabomnizmoM cyocTpaTiB CYP2C9 ciif po3risiHyTH MOXK/IMBICTh 3aCTOCYBaHHS albTePHATUBHOTO
JIiKyBaHHSA (OuB. po3ain «PapMakKoIoriuyti BaacTuBoCTi. PapMaKkoreHOMiKa»).

[larmienTu nitHpOrO BiKy. [lallieHTH JTITHHOTO BiKY, IIOPIBHSHO 3 IallieHTaMU MOJIOZIIOIO BiKY,
MaloTh OiNbIINY PU3UK PO3BUTKY TaKUX CEPUO3HUX MOOIYHUX peakilili, acolliiioBaHuX i3
3actocyBanHaM HII3II, sk mobiuHi peakuii 3 60Ky CeplieBO-CYAUHHOI CUCTEMH, IITyHKOBO-
KHMIIIKOBOT'O TPAKTy Ta/abo 3 60Ky HUPOK.

fAkmo mepenbavyBaHa KOPUCTD IJIs MAIIIEHTIB JIITHBOTO BiKYy € OiNbINOI0, HiXK MOTEHIHHI pU3UKHU, CITif
PO3MOYKMHATH 3aCTOCYBaHHS JIiIKapChKOT0 3ac00y 3 HAWHMUXKYOI 03U Ta MOHITOPUTHU CTaH IallieHTa
III0OI0 PO3BUTKY IOOIYHUX peakilil (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS »).

[3 3arapHOI KiJTbKOCTI MAIli€HTIB, SKi 3aCTOCOBYBAJIHU 11eJIEKOKCHUO Y XOMi KITiIHIYHUX JOCiIXKEHb [0
BUXO[Y IIperapaTy Ha PUHOK, BiK Oinbine Hixk 3300 manieHTiB cTaHOBUB 65-74 POKU, IIPU LILOMY BiK
npubnu3no 1300 gogaTKoBuX mallieHTiB 6yB Bif 75 pokiB. CyTTEBUX BigMiHHOCTEM LI00
eekTUBHOCTI [T 11i€] KaTeropii maIfieHTiB Ta [JI4 Malli€eHTiB MOJIOMIIOrO BiKy BUSIBIIEHO He Oyno. ¥
KJTIHIYHUX [OCTIIXEHHSX, ¥ X0l SKUX IIOPiBHIOBAIX (PYHKIIi0 HUPOK (BU3HAYa/lIy 3a IBUAKICTIO
KJIy004YKOBOI (inbTparliil, a30TOM Ce4OBUHU KPOBi Ta KpeaTUHIHOM) Ta (PYHKI[iI0 TPDOMOOLIXTIB
(BM3HAYaIM 3a YaCOM KPOBOTEUi Ta arperaiieio TpOMOOIUTIB), He CIIOCTEpirany Pi3HuUIl y
pe3ybTaTax MiX J00POBONIBLSAMHE JIITHBOTO BiKY i ZOOPOBOIBISIMU MOJIOAIIOTO BiKy. IIpoTe, SK i mpu
3actocyBaHHi iHmmx HII3II, y ToMy guci Tux, gki Bubipkoso npurHiuyioTts L[OI'-2, y nepiop micus
BUXOMY IIperapaTy Ha PUHOK Oysio Oinbllle CIIOHTaHHUX MTOBiAOMJIEHD IIPO IITYHKOBO-KUIITKOBI MOfii 3
JIeTaJIbHUM HAaCJIIKOM Ta [P0 TOCTPY HUPKOBY HENOCTATHICTh V ITAIli€HTIB JIITHHOI'O BiKYy IIOPIBHSAHO 3
nalieHTaM{d MOJIOAIIOTO BiKy (IuB. po3misn «OcoOIMBOCTI 3aCTOCYBAHHS»).

Himu. PeBmokcu0, kancynu mo 200 Mr, He ITOKa3aHUM IS 3aCTOCYBAHHS [iTSM.

Ilepedo3yeanHsi.

Cumnromu rocrporo nepeno3dyBanus HIT3II, sk mpaBuio, 00MeXKYyIOThCS JeTaprieio, COHIUBICTIO,
HY[O0TOI0, 6/1I0BaHHSAM Ta 00JieM B elliracTpajbHill AiNISHII KUBOTa i 3a3BUYall € 000POTHUMU IIpU
3aCTOCyBaHHI MigTPpUMYyI04o0i Tepatnil. Bynu 3apeecTpoBaHi BUNIagKy IITYHKOBO-KUIIIKOBOI KPOBOTEYi.
Y pigkicHux Bunagkax OyiIu 3apeecTpoBaHi apTepiaibHa rinepTeH3is, rocTpa HUPKOBa
HEJOCTaTHICTh, IPUTHIYeHHS IUXaHHS Ta KoMa (IuB. po3pin «OcobIuBOCTI 3aCTOCYBAHHS»).

[TpoTsiroM KJTiHIYHUX JOCIiKeHb BUIAMIKiB ITlepefo3yBaHHS I1eJIeKOKCUO0M 3apeecTpoBaHo He 6yII0.



Y pe3ynbTaTi 3acTOCYBaHHS Mpemnapary y mo3ax mo 2400 mr/go0y npotsiroM nepioay mo 10 gHiB y

12 manieHTiB BUIIAOKiB cepi03HOI iIHTOKCHKAIIil 3apeecTpoBaHo He Oyno. [HpopMalrisi mpo MOXKIUBICTh
BUBEMIeHHS I1eJIeKOKCUOY IIIISTXOM reMOofiani3y BiCyTHS, ajie, BUXOASYU 3 BUCOKOT'O CTYIIEHS
3B’s13yBaHHA 3 OiTKaMu I71a3Mu KpoBi (> 97 %), MoXKHA MPUITYCTUTH, 110 Oiajli3 Ipu nepemo3yBaHHi
Oyne HeeEKTHBHUM.

[Ticnsa nepengo3yBanns HII3II nanienTaM HeoOXigHO MPOBOAUTY CUMIITOMATUYHE Ta MiATPUMYIO4Ye
nmikyBaHHs. CrieliambHi aHTUROTH BigcyTHi. CIIif po3riIsSHYTH MOXKIUBICTb BUKJIUKATH OII0BAHHS
Ta/abo 3acTocyBaTu akTuBOBaHe Byrimis (60-100 r st mopocnux, 1-2 r Ha 1 KT Macu Tina s gitei)
Ta/ab0 OCMOTUYHMM IIPOHOCHUY 3acib mallieHTaM, y IKUX MPOTAToM 4 TOOUH IIiCyIs IepopaIbHOTro
IIPUUOMY CIIOCTEPIraloThCAd CUMIITOMU IIepefo3yBaHHS, a TAaKOXK MallieHTaM 3 TIXKKUM
mepeno3yBaHHSAM (Ho3a, Io B 5-10 pasiB mepeBulllye peKOMeHA0BaHy [03Y).

®opcoBanuii giypes, mianyxyBaHHS cedi, reMofiani3 abo remMonepdysis He 3aCTOCOBYIOTLCS Yepe3
BUCOKeE 3B’I3yBaHHS 3 Ginkamu.

IIns oTpuMaHHS HOOATKOBOI iHdopMallii Iofo JIiKyBaHHS epego3yBaHHs He00XiqHO 3BePHYTUCS [0
TOKCHUKOJIOTIYHOTO LIEHTPY.

ITobiuni peakuii.

OckinbKu KITiHIYHI [OCTiOXKEHHS TPOBOASTHCS 3@ OyXKe Pi3HUX YMOB, YaCTOTy BUHUKHEHHS OOIYHUX
peaxtiil y KJIiHIYHUX JOCHIIXKeHHSIX OMHOI0 IperapaTy He MOXHa 6e3mocepeqHbo MOPiBHIOBATH 3
IIOKa3HMKOM, OTPUMAaHUM Y KJTiHIYHUX [OCTiIXKEHHSIX iHIIIOTO IIpelaparTy, ¥ 049ikyBaTH TaKol K
YacTOTH Ha npaktulli. OgHak indopmatis npo mobidHi peakilil mif yac KIIiHIYHUX JOCHiXKEeHb
3abe3nedye OCHOBY /151 BU3HAYEHHS MOOIYHNX peakllii, 10 MOXKYTh OyTH OB’ I3aHUMU 3
BUKOPUCTAHHSM IIpeIapary, i IJIsT OTPHMaHHS MPUOIU3HUX ITOKA3HUKIB YaCTOTH.

Cepep malfieHTiB, SKi 3aCTOCOBYBAJIH 11eJIEKOKCHO ITiJ] Yac KOHTPOJIbOBAHUX KITIHIYHUX JOCITiI?KEHB,
SIKi IIPOBOJMIIK 0O BUXOOY Ha PUHOK, 611M3bK0 4250 mallieHTiB Maau 0CTE0apTPUT, 6JIU3bKO

2100 mauieHTiB Manu peBMaTOIgHUM apTpuT, Ta 61u3bK0 1050 malieHTiB Mamu micnsionepauinHui
6inb. ITonapm 8500 marieHTiB 3aCTOCOBYBAH 11eJIEKOKCUO Y 3aranbHii qo6osii m03i 200 mr (100 mr 2
pas3u Ha mo0y a6o 200 mr 1 pa3 Ha go0y) abo Oinbie, y Tomy uucii moHan 400 marieHTiB — y m03i
800 mr (400 mr 2 pa3u Ha go0y). bnu3pko 3900 malieHTiB 3aCTOCOBYBAJIU 11eJIEKOKCUO V ITUX 103axX
npoTsroM 6 MmicsuiB abo Ginbine; mpubnusHo 2300 3 1[UX MallieHTiB 3aCTOCOBYBaIM IIpenapaT
npotsaroMm 1 poky abo Oinbie Ta 124 3 1uX mallieHTiB 3aCTOCOBYBa/IM IIpelapaT IPoTsaroM 2 pokiB abo
Oinbie

KoHTponboBaHi NOCHIIKEHHS 3aCTOCYBaHHA IpenapaTy O JIIKYBaHHA apTPUTY N0 BUXOLY Ha PUHOK.

Y Tabnuni 2 HaBegeHo yci mob6iuHi peakilii, He3aeXkHO Bifi IPUYUHHOTO 3B’SI3KY, 110 OyIu
3apeecTpoBaHi y = 2 % marliieHTiB mig 4ac 12 KOHTPOIbOBAHUX [OCTiAKEHb ITpernapaTy LeJIeKOKCub
3a y4acTIO MAallieHTiB 3 0CTE0apTPUTOM ab0 PEBMATOITHUM apTPUTOM, 1110 BKII0YaIM I'Pymy mamnedo
Ta/ab0 IPymy MO3UTUBHOT'0 KOHTPOJII0. OCKimbKY I1i 12 mocmigKeHb Maju Pi3HY TPHUBAIICTh i 9ac
BIIJIUBY Ha IAIi€HTIB B IIUX HOCTiAXKEHHSX Mir OyTH pi3HUM, 1Ii IPOIEHTHI TOKAa3HUKYU He
BimoOpazkaloTh CyMapHY YacCTOTY BUHUKHEHHS IMOOIYHUX peakKIli.

Tabauus 2.



ITobiuHi peakuii, wo suHukaau 6invw Hixe y 2 % nauienmis, ki nputimanu ueaekokcub, nio uac
KOHMPO1b08aHUX 00CAI0HCEHb 3dCMOCYBAHHA npenapamy 014 AIKYy8AHHA apmpumy, AKi npo8oouu
0o 8uxo0y npenapamy HA PUHOK.

IIBC ITnauebo  HAII KO IBY
N=4146 N=1864 N=1366 N=387 N=345
3 60Ky WAYHKOBO-KUWKOBO20

mpakmy
Binp y mnyHky 4,1 % 2,8 % 7,7 % 9,0 % 9,0 %
Hiapes 5,6 % 3,8 % 5,3 % 9,3 % 5,8 %
Iucmoencis 8,8 % 6,2 % 12,2 % 10,9 % 12,8 %
Meteopusm 2,2 % 1,0 % 3,6 % 4,1 % 3,5 %
Hymota 3,5 % 4,2 % 6,0 % 3,4 % 6,7 %
OpeaHiam y yisomy

Binp y criuni 2,8 % 3,6 % 2,2 % 2,6 % 0,9 %
[Tepudepuynuit HabPSIK 2,1% 1,1% 2,1% 1,0% 3,5%
TpaBMma BUMagKOBa 2,9% 2,3% 3,0% 2,6% 3,2%
3 60Ky Hepsosoi cucmemu

3amamMopo4YeHHS 2,0 % 1,7 % 2,6 % 1,3 % 2,3 %
TonoBHUM Oifb 15,8 % 20,2 % 14,5 % 15,5 % 15,4 %
3 6oky ncuxiku

Be3conns 2,3% 2,3% 2,9 % 1,3 % 1,4 %
3 60Ky duxaabHOi cucmemu

dapuHriT 2,3% 1,1% 1,7 % 1,6 % 2,6 %
PuHir 2,0 % 1,3% 2,4 % 2,3 % 0,6 %
Cunycur 5,0 % 4,3 % 4,0 % 5,4 % 5,8 %
[HdeKIia BepXHiX guXanbHUX 8,1 % 6,7 % 9,9 % 9,8 % 9,9 %
IISXiB

3 6oky wkipu

Bucunanusa 2,2 % 2,1 % 2,1 % 1,3 % 1,2 %

LIBC — nenekokcub y no3i 100-200 mr 2 pa3u Ha no0y abo y mo3i 200 mr 1 pa3 Ha g006y.
HAII — manpoxceH y f03i 500 Mr 2 pa3u Ha go0y.
IK® — nuknodeHak y no3si 75 Mr 2 pa3u Ha m00y.

IBY — i6ynpoden y nosi 800 mr 3 pa3u Ha mo0y.

Y nnane60-KOHTPOJILOBAHUX KITIHIYHUX JOCTiAXKEeHHSIX a00 DOCHiIKeHHIX 3 aKTUBHUM KOHTPOJIEM
YyacTKa MallieHTiB, SKi TPUIMHUIK JIiKyBaHHS Yepe3 no0iuHi peakii, cranosumna 7,1 % cepen
TAliEeHTIB, SIKi 3aCTOCOBYBaIH 1ey1eKokcuo, Ta 6,1 % cepeq namieHTiB, siKi oTpuMyBanu miaieoo.
Cepeq HabiNbIN IOMMMPEHUX IPUYKH 7T IPUIUHEHHS JTiKyBaHHS Yepe3 1mo0iuHi peakiril y rpymax
IallieHTiB, SIKi 3aCTOCOBYBaIM Iienekokcuo, 6ynu gucrencis Ta 6inb y xKuBoTi (0,8 % Tta 0,7 %
BigmoBigHo). Cepep MallieHTiB, AKi oTpuMyBanu nnaueto, 0,6 % MPUIMHUIN HOTO IPUNOM dYepes
nucrnerncito, a 0,6 % — yepe3 0inb ¥ KUBOTI.

Huxye HaBepmeHi mobiuni peakiii, mo 6ynu 3apeectpoBani y 0,1-1,9 % marieHTiB, sKi 3aCTOCOBYBaIH
nenekokcu6 (100-200 mr 2 pa3u Ha 706y ab6o 200 Mr 1 pa3 Ha m00y).

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: 3aIll0p, AUBEPTUKYIIIT, Auc(aris, BigpuxkKka, e3odarir,



TaCTPHUT, TaCTPOEHTEPHUT, TacTpoe3odareanbHu pedIioKc, FreMOpPOoH, XiaTaabHa I'PUXKa,
MeJleHa, CyXiCTh Y POTi, CTOMATHUT, TEHE3MH, OII0BAHHS.

3 60Ky cepueso-cyOuHHOI cucmemu: TioTipiIaHHs nepebiry aprepianbHol rimepTeH3ii, cTeHOKapHis,
imemiuHa xBopoOa cepild, iHhapKT MioKapaa, ceplieBa HEOOCTATHICTh.

3azanvHi po3aadu: peakxliii TimepuyTIMBOCTI, alepriuli peakilii, 6inb y rpynsax, Kicta (6e3
IOOaTKOBHUX YTOYHEHb), TeHepali3oBaHuy HaOpsaK, HaOpsaK 001MY4s, MigBUIleHa BTOMIIOBAHICTS,
rapsiuka, IpUIINBY, TPUNONONiOHi cuMmnTomy, 6inb, nepudepuyununii 6inb, nepubepuyHu HaOPSK /
3aTpUMKa PigyuHH.

3 60Ky ueHmpasavHoi ma nepugepuyHoi Hepaoeoi cucmemu: CyLOMH HIr, TiIepTOHis, rimecTesis,
MIrpeHs, IapecTesis, BepTUro.

Po3nadu cayxy ma eecmubyaapHo20 anapamy: TIIyX0Ta, IIyM y ByXaX.

IopyweHHs Yacmomu cepuesux CKOpoueHb ma cepu,eeo20 pummy: BiTIyTTS ceprebuTTs,
TaxiKapmid.

3 60Ky neviHKUu ma H#co84YHO20 Mixypa: MifBUIEHHS PiBHIB MeYiHKOBUX (GEPMEHTIB (Y TOMY YUCITi
IiIBUINIEHHS PiBHIB aclapTaTTpaHCaMiHa3¥ Ta alaHiHTPaHCaMiHa3Mu).

MemaboaiyHi ma animeHmapHi po3aadu: MigBUILEHHS PiBHS a30TY CeYi, MigBUILIEHHS PiBHSA
KpeaTuH(OCOOKiHa3U B KPOBI, TimepxoiecTepuHeMis, TinepriikeMis, rinokamiemis, TigBULIIEHHS
piBHS HEBGINMKOBOT'O @30Ty, MiBUIIIEHHS PiBHS KpeaTUHIHY, MiABUILIEHHS PiBHS NyKHOI Pocdarasu,
30inbIIIeHHS MacH Tina.

3 60Ky KicmKogo-M’ 30801 cucmemu: apTParisi, apTpo3, Mianris, CHHOBIT, TEHOUHIT.

3 6oky mpomboy,umie (kposomeva abo 320pMaHHA Kpoai): eKxiM0o3, HOCOBAa KPOBOTEYa,
TPOMOOIUTEMIS.

3 60Ky ncuxiku: aHOPEKCisi, CTPUBOXKEHICTh, MIBUIIIEHUH alleTUT, [IeIPecis, HEPBO3HICTS,
COHJIUBICTE.

3 60Ky Kpoei: aHeMisl.

3 60Ky duxaabHoi cucmemu: OPOHXIT, OPOHXOCIA3M, TOCHUJIEHHST OPOHX0CIIa3My, Kalllesb, 3aJUIIKa,
JIaPUHTIT, THEBMOHIS.

3 60Ky wkipu ma ii npudamkis: anomelis, [epMaTUT, peakiii GoToYyTAUBOCTI, CBepPOixK,
€pUTEMaTO3Hi BUCUIIAHHS, MaKyJI0-IIallyIb03Hi BUCUIIaHHS, 3aXBOPIOBAHHS IIKipH, CYXiCTb LIKipH,
MigBUIEHA MITIMUBICTh, KPONIUB' THKA.

Po3nadu e micui 3acmocyB8aHHA: TaHIKYJIT, KOHTaKTHUM TePMaTHUT.

3 6oky ceuosudinbHOi cucmemu: anbOyMiHypis, UUCTUT, AU3YPis, TeMaTypis, YacTe CEYOBUITYCKAHHS,
cedoKaM’'siHa xBopoba.

HuxxueHaBeneHi cepiio3Hi mo6GiuHi peakil (IpUYMHHUM 3B'I30K He OLliHIOBaBCS) OyJid 3apeeCcTpoBaHi
y < 0,1 % martiieHTiB.



3 6oky cepueso-cyOuHHOI cucmemu: HETIPUTOMHICTD, 3aCTiiiHa CeplieBa HEJOCTaTHICTh,
GiOpunALis MITyHOUYKiB, TPOMO0EMOOITisl TeTeHeBOi apTepii, ToCTpe MOPYIIEHHST MO3KOBOTO
KpoB0oOiry, nepudepudHa ranrpera, Tpom6odeoir.

3 60Ky WAYHKOBO-KUWKOB8020 mpakmy: Iepdopallid KUIIKY, [ITyHKOBO-KUIIIKOBA KPOBOTEYA, KOJIT
3 KpOBOTeYew, nepdopallis CTpaBOXOAY, TaHKPEaTUT, KUIIKOBA HENPOXiIHICTh, BUpa3Ka
IBaHaOUATHIIAN0l KUIIKY, BUpa3Ka IIJTyHKa, BUPa3Ka CTPaBOXOAY, BUpa3Ka KUIIeYHNKa, BUpa3Ka
TOBCTOI KUIIIKH.

3azanvHi po3nadu: CEIICUC, PAIITOBUM JIETAIbHUU HACIIOOK.
3 60Ky neviHKu ma H#084YHO20 MiXypad: XOneniTias.
3 60Ky kposi ma aimpamuyuHoi cucmemu: TPOMOOIIUTOIIEHiS.

3 60Ky Hepeosoi cucmeMu: aTakcis, Cyiuup (IuB. po3min «B3aeMormist 3 iHINUMY JTIKAPCHKUMHU
3aco0aMu Ta iHIIi BUOY B3aEMOTIN»).

3 60Ky HUPOK: TOCTPa HUPKOBA HEJOCTATHICTh.

HochigxxeHHs EOBI"OCTQOKOBOi 0e3MeYHOCTi 3dCTOCYBAHHA LT,GJ'[GKOKCI/I6§Z OJI5A HiKyBaHHﬂ
dPTPHUTY.

I'emamooeiuHi po3saadu. HacToTa BUMIAAKIB KIIIHIYHO 3HAYYIOr0 3HUKEHHA PIBHA
remoryiobiny (> 2 r/m) Oy/la HUXK4Ya y Talli€eHTiB, Ki 3aCTOCOBYBaIM 11eJIeKOKCHO y m03i

400 mr 2 pa3u Ha 1006y (0,5 %), mOpiBHSHO 3 MallieHTaMH, SIKi 3aCTOCOBYBa/IM AUKI0(DeHaK y
no3i 75 mr 2 pa3u Ha 106y (1,3 %) abo idbynpoden y nosi 800 mr 3 pa3u Ha 1oy (1,9 %). Taka
MeHIIIa YacTOTa peakllii Ipu 3aCTOCYyBaHHi IleleKokcuby 36epiranacs K Ha TJIi IpUoMy
acripuny, Tak i 6e3 Hporo (OuB. po3min «dapmMakogrHaMiKa»).

ITpunuHeHHs 3acMoOCy8aHHA npenapamy / ceplio3Hi nobiuHi peakuyii. CyMapHa 4acTOTa MPUITUHEHHS
3aCTOCyBaHHS IleJIeKOKCcu0y, muKIopeHaky Ta iOympodery yepes 1mobiuHi peakiiii 3a 9 micsis,
po3paxoBaHa 3a MeTofgoM Kamnmana — Matiepa, ctanoBuna 24 %, 29 % ta 26 % BigmosigHo. YacToTa
Cepio3HuX MOOIYHKUX peakIid (ToOOTO TaKMX, 110 MPU3BOAATH [0 TOCIiTami3allil abo CTaHOBIISTh
3arpo3y AJIs XKUTTS MallieHTa, abo iHIMKUM YMHOM SBJISIOTH CO00I0 BaXKJIMBI MEeIWYHi peakirii),
He3aJIeXKHO Bifl IPUYMHHOIO 3B'A3KY, Y PI3HUX JOCIIiAXKYBaHUX I'Pylax MallieHTiB He BiApi3HANacs

(8 %, 7 % Ta 8 % BigmoBigHO).

[Tocnmig:KeHHS 3aCTOCYBaHHA IIpenapaTy IPHU JiKYyBaHHI I0BEHITbHOTO PEBMATOITHOIO0 apTPHUTY.

Y 12-TuXHEBOMY IIOABIMHO CIIIIIOMY HOCTIAXKEHHI 3 aKTUBHUM KOHTpOJieM 242 maljieHTa 3
IOBEHIIbHUM PEBMaTOIJHUM apTPUTOM BiKOM Bif 2 1o 17 poKiB 3acTOCOBYBa/M IeeKoKcub abo
HAIPOKCEH; 77 TMalli€HTiB 3 I0BEHIIbBHUM PEBMATOIIHUM apTPUTOM 3aCTOCOBYBAJIH IleIeKOKCUO y mo3i
3 Mr/kr 2 pa3u Ha Jo0y, 82 mallieHTa 3aCTOCOBYBaIH I1eJIeKOKCUO y 1031 6 MT/KT 2 pa3u Ha Ho0y Ta
83 marrieHTa 3aCTOCOBYBaM HAIPOKCEH Y [03i 7,5 Mr/Kr 2 pa3u Ha fo0y. HalinomupeHimumu
no6GivauMu peakuismu (5 %), 10 peeCTPyBaIKUCA y Malli€HTIB, AKi 3aCTOCOBYBaIu
11ey1eKoKcu0, OyIu ronoBHUM Oib, MiIBUINIEHHS TeMIlepaTypu (rineprepMis), 6inb y BepxHi
YaCTHHi XKUBOTA, KallleJib, Ha30hapuHrit, 0ib y KUBOTI, HYNOTa, apTpanris, miapes Ta
OmoBanHs. HalnomupeHimuMy no6ivHEME peaktisiMu (3 5 %), 110 peecTpyBaskcs y Malli€HTiB,



SKi 3aCTOCOBYBaJIX HaIPOKCeH, Oy/iy roI0BHUM 0ib, Hy#oTa, OII0BaHHS, MigBUIIIEHHS TeMIIEPaTypH,
6inb y BepxHill YacTUHI XKUBOTa, Aiapesi, Kalesnb, 6i7b y XKUBOTI Ta 3anmaMopodeHnHs (tabnuus 2). ITig
Yac 1poro 12-TuKHEBOTO MOABIMHO CIIIIOro JOCTiIXKEeHHS i3 3aCTOCyBaHHAM I[eJIeKOKCUOY y mo3ax 3
Ta 6 MI/KT 2 pa3u Ha 400y IMOPiBHSHO 3 HAIPOKCEHOM IMIKigIMBOTO BIIMBY Ha 3POCTaHHS Ta PO3BUTOK
He CIocTepiranocs. Mix rpynaMu JliKkyBaHHS He CIIOCTepiranau 3Ha4yyIlIUX BiAMIHHOCTEH y KiJIbKOCTI
KJIiIHiYHUX 3aTr0CTPEHb yBeITy ab0 CUCTEMHUX 03HAK I0BEHIIbHOTO PeBMaTOITHOTO apTPHUTY.

Y 12-TuXHEeBi BiIKPUTiX PO3MUPEHi (Pa3i onmmucaHoro BUIlle MOABIMHO CIIMOT0 OOCTiIXKEeHHS
202 marieHTH 3 I0BEHITbHUM pPeBMAaTOITHIM apTPHATOM 3aCTOCOBYBaIM I1eJIeKOKCUO y 7031 6 MT/KT
2 pa3u Ha 0o0y. YacToTa mobiuHuX peakiiit Oya momibHOI0 00 MOKa3HKWKA, OTPUMAHOTO IIif 9ac
MIOABIMHO CJIIMOr0 AOCTIAXKEHHS; HE CIOCTepiraay XXKOOHMUX HEOUiKyBaHUX KJTiHIYHO 3HAUYIIUX
00iYHUX peakil.

Tabauus 3.

ITobiuHi peakuii, wo suHukaau y 3 5 % nayieHmie 3 08eHiAbHUM PeeMamoiOHuUM apmpumom y 6y0b-
AKIU 3 2pyn AiKy8aHHs1, po3nodiseHi 3a cucmemHo-op2aHHumu Kaacamu (% 8i0 Kinvbkocmi
nauieHmis 3 nobiuHUMU peakuisamu).

K1acu cucmeM i opaaHis Bci 0o3u 2 pasu Ha 006
I[enexokcub I{esexokcub  |HanpokceH
3 me/Ke 6 M2/K2 7,5 me/ke
N=77 IN=82 IN=83
Bynb-siKa peakiis 64 70 72
3 00Ky opraHiB 30py 5 5 5
3 6OKy IIJTYHKOBO-KUIIKOBOTO TPAKTy [26 24 36
Binb y kuBOTi 6€3 JOJaTKOBUX 4 7 7
YTOUHEHb
Biflb y BEPXHIN YaCTHHI XKUBOTA 8 6 10
brtoBaHHs 6€3 IOaTKOBUX YTOUHEHDb |3 ) 11
[iapesi 6e3 [OJATKOBUX YTOYHEHD 5 il ]
Hypota 7 4 11
3aranbHi po3nagu 13 11 18
[Tipekcisa 8 9 11
[Hbekmil 25 20 27
Ha3zogapuHriT 8] 6 5
TpaBMa Ta OTPY€EHHS 4 6 5
Pe3ynbTaTé 1a00paTOPHUX aHammi3iB* |3 11 7
3 00Ky KiCTKOBO-M'SI30BOi CUCTEMU 3 10 17
ApTpanrisa 3 7 4
3 60Ky HEPBOBOI CHCTEMU 17 11 21
['omoBHUM 6inib 6€3 HOOATKOBUX 13 10 16
YTOUHEHD
3amamMopoYeHHs (3a BUHATKOM 1 1 7
BEPTUTO)
3 00Ky JuXalbHOI CHCTEMHU 3 15 15
Kamesnb 7 7 8
3 6OKy IIKipu Ta migmkipaux Tkauud |10 7 18

* BigxumeHHS Bif HOPDMU pe3yJbTaTiB Tab0paTOpHUX aHaJli3iB, SKi BKII04YaloTh: 30iIbIIeHUN
aKTHMBOBaHMI YaCTKOBUU TPOMOOIIaCTUHOBUY dac, 6akTepiypito (0e3 JoJaTKOBUX YTOUYHEHE),
IiABUINIEHUY pPiBeHb KpeaTuH(OC(HOKiIHA3U B KPOBi, TO3UTUBHUU pe3yJIbTaT OCIBYy KPOBI, MiIBUIIEHUN



piBeHb T'JIIOKO3U B KPOBI, MiIBUIIIEHNH apTepialbHUM TUCK, MiIBUILIEHUN PiBEHb CEY0BOl KUCJIOTH B
KPOBIi, 3HUKEHUN TeMaTOKPUT, HasgBHICTh reMaTypii, 3HUKEeHUH piBeHb reMorio6iHy, BifXuineHHs Bif
HopMU 6ioXiMiUHUX NMOKa3HUKIB QYHKINI nevinky (6e3 4OOaTKOBUX YTOYHEHB), HAsIBHICTh IPOTEIHYPIi,
IigBUINEHHS PiBHS TpaHcaMiHa3u (6e3 [OMaTKOBUX YTOUHEHD), BiIXUIeHHS Bil HOPMU ITOKa3HUKIB
aHauni3y cedi (6e3 OOAaTKOBUX YTOYHEHB).

[HIIi goCmimXKeHHs, SIKi TPOBONMIIN 10 BUXOIY 11eIeKOKCHUOY Ha PUHOK.

ITobiuHi peakuii, 3apeecmposaHi y 00CAIOHCEHHAX AIKYBAHHA AHKI/N03yH0U020 CNOHOUiMY. 3aramom
1es1eKoKcub oTpuMany 378 mallieHTiB y mi1ale00-KOHTPOIbOBAHUX AOCITIAKEHHSX 1 MOCTIIXKEeHHIX 3
aKTUBHUM KOHTPOJIEM JIIKyBaHHS aHKIJIO3yH04Y0ro CIIOHAWIITY. [JOCIiAXKyBaau 3aCTOCYBaHHSI
npemnapary y mo3ax fo 400 mr 1 pa3 Ha goOy. Tunu nobiyHuX peakxtiiii, MPo SKi MOBiTOMIISANN B
MOCTiAKEHHSX JIIKyBaHHS aHKiJI03yI040T0 CIOHAUTIITY, OyJIK MOJiOHMMH [0 THUX, IIPO SKi TOBiAOMIISIN
B DOCIiI2KEeHHSX JIiIKyBaHHSI 0CTE0AaPTPUTY/PEBMATOITHOTO apPTPUTY.

ITobiuHi peakuii, 3apeecmposaHi y 0ocaidxHceHHsAX 3He60A08AHHA Ma AiKYy8aHHA ducMeHopei.
[Tpu6nu3no 1700 maIfieHTiB 3aCTOCOBYBaJM IeJIEKOKCUO ¥ OOCTiXKEeHHAX 3HeO0IeHHS Ta
nucMeHopel. Y JoCTigKeHHIX 3 y4acTIo IMallieHTiB 3 001eM BHACIIZOK XipypriyHoil oneparii B
POTOBIM MOPOXKHMHI BCi y4aCHUKY OTPUMAJIA Pa30BY O03Y AOCIIOXKYBaHOIO IIpemnapary. ¥
MOCIIIXKEHHX JTIIKyBaHHS IIePBUHHOI AXCMeHOopel Ta 000 IiCIsg OPTONeAuYHOT 0
XipypriyHOTo BTpy4YaHHS [OCTiAKyBalu 3aCTOCYBaHHS IleJIeKOKcuOy y mo3ax no 600 mMr/mo0y.
Tunu no6iyHMX peakirili, mpo SIKi MOBIMOMIISIM B MOCITIIXKEHHIX 3He00TI0BAaHHS Ta JIiKyBaHHS
nucMeHopel, OyIu TaKMMU XK, 5K i Ti, PO SKi IOBIIOMIISIIU y HOCTiIXKEHHSIX apTPHUTY.
€I1HOI0 TONAaTKOBOIO 3apPEECTPOBAHOI0 MOOIYHOIO PEAKITEI0 Y MOCTiMXKEeHHIX 000 mics
XipypriyHOTO OPTONEOUYHOTO BTPyUaHHs OyB ajbBEOIIPHUM OCTUT IiC/IS €KCTpakKiii 3yba
(TyHOYKOBU IOCTEKCTPAKLIMHUY aJIbBEOJIIT).

HOCJ’HE}KGHHH PreSAP Ta mocmimKeHHS 3dCTOCYBAHHA HeJ’IeKOKCI/Iﬁy JININ; HQO@D’I&KTI/IKH dJ€EHOMH.

ITobiuHi peakuii y 00820cMpoko8ux N1aue60-KOHMPOAb0BAHUX O0CAIOHCEHHAX 3 NPOYiAaKMUKU
nosinis. BrnuB 1enekokcu0y Ha Malli€HTIB y OOCTiMXKEHHi 3aCTOCYBaHHS IIeJIEKOKCHOY [JIst
npodinakTuku ageHoMu Ta gociigkeHHi PreSAP cranoBus 400-800 Mr Ha go0y MpOTATOM IIepiony [0
3 POKiB.

Iesiki mo6iuHi peakilii BUHMKaU y OibIIOTO BifCOTKA MAIiEHTIB, HiXK MiJ Yac JOCHiXKeHb IIpernaparTy
0715 TiKyBaHHS apTPUTY, SKi IPOBOAMUIIY [0 BUXOAY Ha PUHOK (TPUBAJIiCTh JIIKyBaHHSI — IO

12 tuxHiB). Y Tabnuii HUXK4e HaBefeHi MoOiuHi peakiril, IKi BUHUKAJIX YaCTillle y Malli€eHTiB, AKi
3aCTOCOBYBaJIH 11eJIeKOKCUO, ITOPiBHSHO 3 MalliEHTaMH, SKi Opajid y4acTh B JOCITIIXKEHHSX IIpernapaTry
[JIS TiKyBaHHST apTPUTY, 110 Oy IIPOBefieHi [0 BUXONY Ha PHHOK.

[To6iuHi peakuii [Tenekokcub (8i0 400 do [Trauebo N=1303
800 me2 Ha 0ob6y), N=2285

[liapes 10,5 % 7,0 %

['acTpoe3odareanbHa pedmiokcHa |,7 % 3,1 %

xBOopoOa

Hypota 6,8 % 5,3 %

bB1t0BaHHSA 3,2 % 2,1 %




SaguInKa 2,8 % 1,6 %
ApTepianbHa TinepTeHsis 12,5 % 9,8 %
Hedpomnitia3 2,1 % 0,8 %

Huxue HaBeneHi mogaTkoBi moOiuHi peaxkirii cnoctepiranu y = 0,1 % ta < 1 % marifieHTis, gxki
3aCTOCOBYBaJIM 11eJIeKOKCUOD, Ta YacTOTa SKUX IIepPEeBUIllyBajla YaCTOTY BUHUKHEHHS IIPU IPUHOMi
nyane0o y MOBTOTPUBAJIUX JOCTiIXKEHHSIX 3 MpodinakTUKu morimiB. ITpo HuX abo He MOBITOMIISIIHN ITif
Yac KOHTPOJIbOBAHUX JOCIIiAKEHb IIpenaparTy AJIs JTiKyBaHHS apTPUTY, SKi IPOBOOUIIM 10 BUXOTY
IpernapaTty Ha PUHOK, abo ix crocTepiranu 3 GisbIIO0 YaCTOTOIO Y TPUBAIUX
n71a11e00-KOHTPOILOBAaHUX OOCITIIKEHHAX 3 TPO(DiTaKTUKY MOJIMiB.

3 60Ky Hepeosoi cucmemu: ileMiYHUM iHCYJIBT.
3 60Ky opaaHie 30py: TIOMYTHIHHS CKJIOMOAIOHOTO Tijla, KDOBOBUIIUB V¥ KOH IOHKTHUBY.
3 60Ky opeaHie cayxy ma pigHogazu: TabOipUHTHT.

3 6oky cepus: HecTabinbHa CTEHOKAPAisa, GQyHKIIOHATbHA HEJOCTATHICTh a0PTAIbHOT'O KJlalaHa,
aTepoCKJIepo3 KOPOHaAPHOI apTepil, cuHycoBa GpaguKapmis, rimepTpodis MITyHOYKa.

3 60Ky cyOuH: TPOMOO3 TITUOOKUX BEH.
3 60Ky penpodykmueHoi cucmemu ma MOA0YHUX 3d/a103: KicTa S€YHUKA.

Pe3yibemamu nabopamopHux aHanisie: migBUIlleHWH PiBeHb KaJlilo B KPOBi, MiABUIIEHU! PiBEHb
HaTpil0 B KPOBI, MiABUII[eHN PiBEHb TECTOCTEPOHY B KPOBI.

Tpasma, ompyeHHA Ma YyCKAaOHeHHA Npouedyp: eMiKOHAUIIIT, PO3PUB CYXO0XKUJIIA.

LocBin 3dCTOCYBAHHSA HeHeKOKCI/I6y micns BHUXOOY Hd DHUHOK.

[Ticns BUX0Qy Ha PUHOK IieJIeKOKCuOy Oynu BUSIB/IEH] 3a3Ha4YeHi HUXK4e no6iuHi peakiril. OcKinbku
TIPO I1i peakKiiii MoBiMOMIISIETLCS Ha MOOPOBiNbHIM OCHOBI Bifl IOMYJISAIlil HEBITOMOI'0 PO3Mipy, He
3aBXKIY MOXKJIMBO IOCTOBIPHO OLIIHUTH iX 4aCTOTy a00 BCTAHOBUTY IIPUUYUHHUN 3B 30K i3
BIIJINBOM IIpeIapary.

3 6oky cepuego-cyOuHHOI cucmemu: BaCKyiT, TpoMO03 IrMuOOKUX BEH.
3azanvHi po3snadu: aHadinakToigHA peakllisi, aHTiOHEBPOTUYHUN HaOPSIK.

3 60Ky neviHKU ma H#co84YHO20 Mixypa: HEKPO3 MEeYiHKY, TeMaTUT, XKOBTSIHUIIS, TeYiHKOBa
HeIOCTaTHICTh (iHOMi 3 MeTaTbHUMU HacigkaMu a00 Taka, 110 BUMara€ TPaHCIJIaHTallil IeYiHKH),
GynbMiHaHTHUY renaTUT (iHOAI 3 TeTalbHUMU HaclligKaMH), Ie4iHKOBUM HEKPO3, X0IecTas,
XO0JIeCTaTUYHUY remnaTur.

3 boky Kposi ma aimpamuyHoi cucmemu: arpaHyIOLUUTO3, allJTaCTUYHA aHEMis, TTAaHI[UTOIIEHis,
JIEUKOIIEeHis.

MemaboaiyHi po3aadu: TinmormikeMis, TimoHaTpiemis.

3 60Ky Hepeoeoi cucmeMu: aCeITUYHUM MEHIHTIT, areB3is, aHOCMisl, BHYTPIIIHbOYEPETTHIH



KPOBOBUIIMB (BKITI04Yal04H JIeTaJIbHUY BHYTPIIIHbOUYEPEITHUY KPOBOBUIIUB).

3 60Ky HUpPOK: iHTEpCTUIlianbHIE HEDPUT, TyOyIOIHTEepCTULIATbHUN HEDPUT, HEQPOTUUHUN
CHHOPOM, TJIOMePYJIOHe(PUT i3 MiHiMaTbHUM YpaXKeHHSIM.

Tepmin npudamuocmi. 3 POKH.

YmoBu 30epirannsi. 36epiraTi B OpuriHanbHil yIaKoBIi pu TeMepaTypi He Buie 25 °C.
36epiraté y HEOOCTYIIHOMY OJIST OiTe# MicCIi.

YnakoBka. [To 10 kamcyn y 6mictepi, 1 6mictep y mayiii.

Kareropis Bignmycky. 3a peuenTtom.

Bupoo6nuk. ITAT «KuiBMenmpemnapat».

Micue3HaxoKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaAKeHHsI Tisl/IbHOCTI.

Ykpaina, 01032, m. Kuis, Byn. Cakcaraacbkoro, 139.



