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IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

HEJTEBPEKC®

(CELEBREX®)

CKkn1ao:
ditoua peyosuHa: 1eIeKOKCH0;
1 kancyna mictuts 200 MT 11€71EKOKCHOY;

0onoMidCcHI peuoBuHU: TaKTO3a, MOHOTIApAT; HaTPilo JTaypuiacyibdaT; IOBiI0H; HATPIi0
KpPOCKapMeJio3a; MarHilo cTeapar; XKeJaTuH; TuTany miokcup (E 171); menak; eTanon 0e3BOIHUY;
CIUPT i30IIPOMiNoBuUY; COUPT OYTUIIOBUIA; IPOTINIEHTIIIKO/Ib; aMiaKy PO34YMH KOHIIEHTPOBAHUM; 3asli3a
okcup xkoBtuii (E 172).

JIikapcbKka ¢opma. Kancynu.

OcHosHi (pi3uko-xiMiyHi 81acmusocmi: TBEPAI KeTaTUHOBI Kancynu (MiCTATh TpaHy/X Bif 6i10T0 IO
Maiixke 0i7oro Konbopy). Binuii Hempo30puil KOPIyC 3 30JI0TUCTOI0 CMYTOI0, IO MiCTUTD 0iny «200»;
Oia Hempo3opa KPHUIIKa 3 30JI0TUCTOI0 CMYTOI0, II0 MiCTUTh 0iny «7767». KoxKHa 30/10THCTa CMyTa
MaixKe, ajie He IOBHICTI0O 00OKPECIIIOE KaICyIy.

®dapMakoTepaneBTHUYHa I'pyna.

[TpoTu3ananbHi Ta anTHPeBMaTHYHi 3acobu. Kokcubu. Kog ATX M01A HO1.

Papmakono2iuHi e1acmueocmi.
dapmakoOuHamika.

Mexani3am mii. Ilemekokcub Mae 3HE00I0BAIbHI, MPOTU3AlaIbHI Ta XKaPO3HUKYBaJIbHi BTACTUBOCTI.
BBaxaeThCs, 110 MexaHi3M fii mpenapaty Llene6pekc® mop’i3aHui 3 iHriOyBaHHSAM CHHTE3Y
IIpoCTarjaHOuHIB, TepeBaxHO LIIAXOM iHriOyBaHHS HUKII0OKcureHa3u-2 (LJOI'2). Llenekokcud €
IOTYKHUM iHTi0iTOpOM CHMHTe3y IpocTarjaaHguHiB in vitro. KoHlleHTpaIllil nenekokcudy, aKi Oynu
IDOCATHYTI Iif 9ac Tepallil, CIPpUYUHATN ePeKTH in vivo.

[TpocTarnaHoVHY MiABUIIYIOTh YYTIUBICTh adepEeHTHUX HEPBIB Ta MOCUIIIOIOTE Ai0 OpaguKiHiHy,
crtumyooun 0ifib, y MOfieNisx Ha TBapuHax. [IpocTarnanguuu € MefiaTopamu 3ananeHHs. OCKiTbKu
11e71eKoKcub € iHribiTopoM CHHTe3y IpocTaraHAMHIB, MeXxaHi3M #oro aii Moxe OyTH 3yMOBIIEHUN
3HUKEHHSIM PiBHIB IIPOCTarjlaHOVHIB ¥ IepuepuyHnX TKaHNHaX.



dapmakogWHAMIYHI BIaCTUBOCTI.

- TpoMOouuTH. Y KITiHIYHUX AOCTIAKEHHSX 3 Y4aCTIO 3T0POBUX JOOPOBOJIBIIIB 3aCTOCYBaHHS
npenaparty ITene6pexc® y pa3oBux po3ax 7o 800 mr Ta 6aratopa3oBux go3ax o 600 Mr 2 pa3u Ha
no0y mIpoTSroM mepiogy mo 7 OHiB (110 MepeBUIlye PeKOMEHIOBaHI TepaneBTUYHI q031) He BIIMBAJIO
Ha 3MEHIIeHH arperaliii TpoMOoIUTiB a60 TTONOBXKEHHS Yacy 3ropTaHHsA KpoBi. Yepes BiiCyTHICTE
BIJIMBY Ha TpoMOouuTH Llene6pekc”’ He MOXKHA 3aCTOCOBYBATH K 3aMiHHUK aCIipUHY [
npodinaKTHKH 3aXBOPIOBaHb CEpPIeBO-CyIUHHOI cucTeMu. Hesimomo, uu BunuBace Llene6pekc’ Ha
TPOMOOLIMTH OO MMiBUINEHHS PU3UKY PO3BUTKY CEPHO3HUX CEPIIEBO-CYAUHHUX TPOMOOTUUHUX
no6iYHMX peaxliili, 0B’ A3aHUX i3 3aCTOCYBaHHAM Impenapary LleneGpekc®.

- 3aTpuMKa pigunu. [Ipurnivenss cuuTe3y npocrarnanguay E2 (TIT'E2) Moxke nIpU3BOOUTH [0
3aTPUMKHU HATPil0 Ta BOOM 3a PaxyHOK 30inbieHHs peabcopOiii y BUCXimHIM TOBCTi# YacTHUHI meTi
[eHyle MO3KOBOT0 APy HUPOK i, MOXKJINBO, B iHIMNX CeTMEHTaX OUCTAIbHUX BiIfiNiB HEQPOHY.
Braxaetbcs, 1o [IT'E2 npurniuye peabcop6biiito Bogu y 30ipHUX TPyOOUKaX, IEePEIKOIKAYHU dil
QHTUAIYPETUYHOT O TOPMOHY.

dapmMaxkoKiHemuxka.

[ToKa3HUKY BIJIUBY 11eJIeKOKCUOY 30imbIIyI0THCS TPUOIM3HO IIPONOPIINHO A0 KO3U ITicis
3actocyBaHHs 200 MT mpenapaTy 2 pa3u Ha f00y; IIPYU BUIIKUX [03aX CIIOCTEPIraeThCs MEHII
IIporopIifiHe 30inbllIeHHS MOKa3HUKIB. [IpenapaT XxapaKTeprU3y€ETLCA IMUPOKUM POIMOIIIOM Ta
BHCOKUM DPiBHEM 3B’s13yBaHH4 3 Ginkamu. Llenekokcub metabomi3yeTbcs romoBHUM yuHoM CYP2C9 3
1epioloM HamiBBUBeOeHHS Mpubau3H0 11 roguH.

Ab6copOrris. [TikoBi piBHI leeKOKcuOy y IyIa3Mi KpOBi HOCATAIOTHCS IPUOIM3HO Yepe3 3 TOONUHU MiC/Is
IIepopajIbHOTO 3aCTOCYBaHHS. [Tpu 3aCTOCYBaHHI IpemapaTty Hatie y mo3i mo 200 Mr 2 pa3u Ha mo0y
SIK MaKCHMaJlbHi piBHI Ipenapaty y mnna3Mi Kposi (C,,,,), Tak i mioma nig papMakoKiHETUYHOI0
KpuBoio (AUC) mpu6Ir3HO MIPOMOPIIiHI 00 M03K; MPU BUIUX H03ax 3HaueHHs C,, Ta AUC
30inmbInyoThCs CyOmiHiliHO (OUB. HUXKYe «BmuB mpuioMy ixi»). [JocmigkeHHs aOCOMIOTHOL
HiomocTymHOCTI MpenapaTy He mpoBoaunu. [Ipu 6araTopa3oBOMY 3aCTOCYBaHHI PiBHOBaXKHUM CTaH
mocaraeThCs Ha II'ATUM feHb abo panime. PapMaKOKiHETUYHI TapaMeTpH I[eJIeKOKCUOy y rpyi
300POBUX NOOPOBOJIBLIB HaBedeHO ¥ Tabmuti 1.

Tabnuns 1.
KineTuka po3amopiny pa3osoi mo3u (200 Mr) 1eneKokcudy B 3TOPOBUX 106POBOTIBIIB'.
CepepHi (KoeditrieHnT Bapialtil, %) 3HaueHHs (apMaKOKiHETUYHUX ITapaMeTpiB
C o HS/MA T 0w 200 FexmusHul t,,, 200 Vss/F, n CL/F, n/200
705 (38) 2,8 (37) 11,2 (31) 429 (34) 27,7 (28)
' “oGpPOBOMBLI MiCIA 3aCTOCYBAHHS IpenapaTty Hatie (n=36, 19-52 poku)

Vss/F - 06’eM po3mnofiny B piBHOBa:KHOMY CTaHi.

CL/F - nmna3MoBHH KIIipEHC.

- By npuitomy ixi. ITpu 3acTocyBaHHi Karcyn npenapaty Llene6pekc” 3 iker 3 BACOKMM BMiCTOM
JKUpiB IiKOBI piBHI pemapaTy y mia3Mi KpoBi CriocTepiranuch i3 3aTpUMKOIO IpUOIU3HO Ha
1-2 ropunu 3 mipBullleHHSAM 3aranbHol abcopbuii (AUC) Bix 10 % mo 20 %. Ilpu 3acTocyBaHHi



npemnapary HaTile y go3ax moHan 200 Mr criocTepiraeTscs cyOiHiliHe 30inbiieHHS 3Ha4eHb C,,, Ta
AUC, 1m0 OB’A3yI0Th 3 HU3bKOK PO3YMHHICTIO IIpernapaTy Yy BOGHOMY CepeqoBUILl.

OpHOYacHe 3acTOCyBaHHA mpenaparty lleneGpekc”® 3 aHTalMAaMHy, 0 MiCTATh aTIOMIHIA Ta MarHii,
TIPU3BOMIUIIO 10 3HUKEHHS KOHIIEHTPAIlil 11e/1eKOKCcU0y y 1m1a3Mi KpPoBi 3i 3HUKEHHSIM ITOKa3HuKa C,,,
Ha 37 % ta AUC Ha 10 %. Ilene6pexc® y gosax go 200 Mr 2 pasu Ha no0y MoXKHa IpuiMaTu
He3aJIeKHO Bif mpuiioMy ixi. [I71s moKpalleHHss BCMOKTyBaHHS Bulli mo3u (400 Mr 2 pa3u Ha g00y)
CJIiff 3aCTOCOBYBAaTH pa30M 3 1XKe€IoO.

Y 3m0opoBUX HOPOCTHX JOOPOBOJIBINB 3araJbHUM BIIMB IIPU CUCTEeMHOMY 3acTocyBaHHi (AUC)
11e71eKOKCcUOy He Bimpi3HSBCS IIPU MPOKOBTYBAHHI KAICYJIX Ta IIPU PO3BENEHHI 11 BMICTy B sI0/Ty4HOMY
niope. [licis mpuiioMy BMICTy Kamcyny 3 sOTy4YHUM IIOpe He CIIOCTepiraayu XKOMHUX 3HAUYIIUX 3MiH
noka3HukiB C,,,, T,.. a00 t,, (muB. po3nin «Crnocib 3acToCcyBaHHS Ta OO3U»).

Posmopin. Y 3qopoBux no6pOBOBLIB IPY 3aCTOCYBaHHI B KJTiIHIYHOMY [iiama30Hi 703 I1eJIeKOKCU0 Maiixke
TIOBHICTIO 3B’I3yE€ThCS 3 Oinkamu (mpubiu3Ho Ha 97 %). [locmigKeHHs in Vitro mOBOHSTS, IO
11eJIeKOKCHUO 3B’SI3y€E€ThCS TOJIOBHUM YMHOM 3 albOyMiHOM Ta MEHIIIOI0 Mipoi0 - 3 O;-KHUCJIOTHUM
rIikonpoTeinoM. BugumMuit 06’eM po3mopiny y cTaHi piBHOBaru cTaHOBUTH npubnu3Ho 400 11, 110
BKa3ye€ Ha IIMPOKUI PO3IOMiJ IpemnapaTry B TKaHUHaX. Lle1leKokcub He IeMOHCTPYE IIepeBakHOTO0
3B’sI3yBaHHA 3 EPUTPOLUTAMH.

BuBepneHHS.

- MeTabomiaM. MeTa6011i3M 11e/IeKOKCHOY TOJIOBHUM YMHOM 3[iMCHIOETHCS 3a moromMoroo CYP2C9. Y
y1a3Mi KpoBi mopuHu 0y710 BUSBIIEHO 3 MeTa0O0IiTH: IEPBUHHUM CIIUPT, BifMOBiIHa KapOOHOBA
KHCJIOTa Ta il TTIOKypOHigHu# KoH torat. LIi MeTa0oJ1iT He MalOTh aKTUBHOCTI III0I0 iHTiOyBaHHS
LIOI'-1 abo LIOI'-2.

- Exckpetnis. [lemekokcu® BUBOAUTHCS TOJIOBHUM YMHOM IIISXOM IEYiHKOBOT0 MeTaboJIi3aMy Ta JIHIe
HeBeJIMKa KUTbKICTh (MeHIIe 3 %) He3MiHEeHOro IIpernapaTy BUBOAUTLCS 3 cedelo Ta KajoM. [licns
IIepPOpPaIbHOTO 3aCTOCYBAaHHS OJHOKPATHOI 03U IIpemnaparTy, MideHoro pagioizoTornoM, 6mu3bko 57 %
03U BUBOOMIIOCS 3 KajioM i 27 % - i3 ceueto. OCHOBHUM MeTaboIiTOM Y cedi Ta Kaji 6yna KapOoHOBa
kucsuoTa (73 % mo3u), Ipu bOMY B Cedi TaKOXK BUSBISIIACSA HEBEJIMKA KiNTbKiCTh TTIOKYPOHIAY.
BBaxka€eThCs, 1110 HM3bKa PO3YMHHICTD IIpernaparty nogoBKye mpoliec abcopobiiii, 1m0 poduTh mepion
HamiBBUBeneHHA (t,,) Oinbin BapiabenbHuM. EdeKkTUBHUY Tepiof HaliBBUBENEHHS CTAHOBUTD
npubnu3Ho 11 roguH 3a yMOB 3aCTOCyBaHHS HaTile. KiipeHc na3Mu KpoBi CTaHOBUTD OJTU3BKO

500 m/xB.

OxpeMi Irpynu nauieHTiB.

- [TallieHTH MITHBOTO BiKy. Y Malli€eHTIB MiTHHOTO BiKy (MOHAM 65 POKiB) y piBHOBaxKHOMY CTaHi C,,,,
6yna Ha 40 % Buma i AUC - Ha 50 % Bullla MOPiBHSAHO 3 TAKMMHU y TalliEHTiB MOJIOAIIOTO BiKy. Y
XKiHOK nmiTHBOTO BiKYy C,,,, 1 AUC 1enekokcu0Oy € BUIINMU, HiXK y YOJIOBIKiB JIiTHBOTO BiKY, aje Iie
MigBUIIEHHS IIepeBakHO € HACIIIKOM MEHIIIOl MaCH Tijla y XKiHOK JITHBOTO BiKy. 3arajioM KOPUTyBaTH
Io3y MallieHTaM JIiTHHOTO BiKy He oTpibHOo. OfHAaK y mallieHTiB 3 Macoio Tina MeHie 50 KT JTiKyBaHHS
CJIifl pO3TMOYMHATH 3 HalMeHIII0l peKOMEeHI0BaHol 103U (AuB. po3fin «Crocib 3acToCcyBaHHS Ta
OO3U»).

- [itTu. Y xni"ivHOMY moCmigKeHHi y 152 mallieHTiB 3 I0BEeHIIbHUM PEBMATOITHUM apTPUTOM BiKOM Bif
2 mo 17 pokiB Ta Macoio Tina = 10 Kr 3 ypaxkeHHSIM OJHOT0 Y¥ 0araTthox Cyriio6iB abo 3 CUCTEMHUMU
IIPOsIBaMU I0BEHIJIbBHOT'O PEBMATOIMHOT'0 apTPUTY OIliHIOBajach papMaKOKiHETHKA PiBHOBAXKHOTO
CTaHy IIiCJIg 3aCTOCYBaHHS I1eJIeKOKCUOYy B eKCIlepuMeHTallbHil GpopMi cycrneHsii oyisi mepopaibHOTro



3acTtocyBaHHs. apMakKOKiHETUYHUY MONMYJISLIMHNAN aHalli3 II0Ka3as, 110 KJlipeHC (He CKOPUTOBaHUM
3a Maco Tijla) mMpu MepopasbHOMY 3aCTOCYBaHHi I1e71IeKOKCHOY 3p0OCTAa€ MEHII HiXK ITPOTOPINNHO 10
30i/TbIIIEHHST MACH Tijla, IPUYOMY ITPOTHO3YBAJIOCH, III0 Y MallieHTiB 3 Macolo Tina 10 Ta 25 Kr KiipeHc
oyne meHmuM Ha 40 % Ta 24 % BiAMOBiAHO MOPIBHSAHO 3 KJIiPEHCOM Y IOPOCIIOrO MallieHTa 3
PeBMaTOITHUM apTPUTOM 3 Maco Tina 70 Kr.

3acTocyBaHHS KaICy 1eieKokcuOy o 50 Mr 2 pa3u Ha fo0y MalfieHTaM 3 I0BeHiTbHUM
PEBMaTOIIHUM apTPUTOM 3 Macoio Tila = 12 ta < 25 Kr Ta Kancyn mo 100 Mr naiieHTam 3
IOBEHITbHUM PEBMAaTOIJHUM apTPUTOM 3 Macolo Tifla > 25 Kr Ma€ 3a0e3mednTy IogioHy
KOHIIEHTPAIIilo 11eJIeKOKCHOY y TIa3Mi KPOBi 40 Ti€l, 10 criocTepirasnacs Iif yac KIIiHiYHOTO
IOCTiAKEeHHSs, B IKOMY OyJI0 TPOIeMOHCTPOBAHO He MeHITy e(peKTUBHICTD 11eJTeKOKCUOY IOPIiBHSIHO 3
HAIPOKCEHOM Y 103i 7,5 MI/KT 2 pa3u Ha mo0y (muB. po3min «Cmoci0 3acToCcyBaHHS Ta JO3U»).
HocmimKeHb 3aCTOCYBaHHS 11eJIeKOKCHOY IallieHTaM 3 I0BeHiIbHUM PEBMATOIIHUM apTPUTOM BiKOM
Io 2 pokiB abo Macoro Tina MenIne 10 Kr He MPOBOOUIIHY i TAKOXK He IPOBOIUIN JOCTiIXKEHHS
TPUBAJCTIO Oinbille 24 TUXKHIB.

- PacoBa mpuHanexHiCcTh. 3a pe3yiabTaTaMy MeTaaHai3y hapMaKOKiHeTUYHUX OOCIigKeHb O6y10
3pobyieHo mpumyileHHs, 110 noka3Huk AUC 1emekokcu0y B IpeCTaBHUKIB HerpoigHol pacu Ha 40 %
BUIINIY, HiXK y IPeCTaBHUKIB €BPOIEOIAHOIL pacu. [I0gCHeHHS Ta KJliHiYHa 3HAUYIIiCTh LIUX
pe3ynbTaTiB HEeBigoMi.

- [TopyurenHs GyHKINI nevinkn. ®apMaKoKiHEeTUYHE JOCTIIXKEHHS 3a y4acTIO MallieHTiB 3 IEeTKUM
(xkmac A 3a knacudikartiero Yaninga—I1'0) Ta momipauM (knac B 3a knacudikartiero Yannga—I1'10)
nopyiieHHAM GYHKII nediHKy moka3ao, mo AUC 1emekokcuby B piBHOBaXKHOMY CTaHi
nigBuIyeThcs npubnr3Ho Ha 40 % Ta 180 % BigmoOBimHO MOPIBHSIHO 3 TAKUM Yy 3[[0POBUX
M0GPOBOJIBLIB IPYIX KOHTPO0. TOMy peKoMeHIoBaHy f060By mo3y npenapary Liene6pexc”® B
KallCyJiaX CJIif 3MeHInuTy npubnu3Ho Ha 50 % mpu 3acToCyBaHHI MalieHTaM 3 OPYIIeHHIM (QyHKIIii
IeYiHKY TOMIPHOTO CTYIIeHs TAXKKOCTI (kyac B 3a knacudikauiero Yannga—I1'10). 3acTocyBaHHS y
MAIl€EHTIB 3 TAKKUAM MOPYIIeHHAM QyHKIII nevinku (kKnac C 3a kKnacudikarieto Yaunga—I1'10) He
BMBYAJIOCH. 3aCTOCYBaHHs JTiKapChKOro 3aco0y LleneGpekc’ y maLieHTiB 3 TAKKAM IOPYLICHHIM
GyHKII mediHKY He PEKOMEHAYETHCS.

- [MopyuienHs GYHKINI HUPOK. 3TigHO 3 pe3yibTaTaMu nepexpecHux pociigxkensb, AUC 1enekokcudy y
TIAIliEHTIB 3 XPOHIYHOI0 HUPKOBOIO HENOCTATHICTIO (IIBUAKICTL KJIy004YKOBOI dinbTpaltil 35-60 mMi1/xB)
Oyna nmpubnu3no Ha 40 % MeHIIIa, HiXK y IallieHTiB 3 HOpMaJibHOIO (QYHKIIi€I0 HUPOK. 3HAUYIIIOT0
3B’A3Ky MiX IIBUAKICTIO KITy0O0uKOBOI (pinbTpatii Ta KJIipeHCOM 1LieIeKOKCuOy BUSIBIEHO He OyII0.
3acToCyBaHHS y MAIIEHTIB 3 TSIXKKUM MOPYIIEHHSIM (QYHKIII HUPOK He BuBYanocs. [TomgibHo mo iHmmx
HII3II, LleneGpekc” He peKOMEHIY€EThCS 3aCTOCOBYBABTH Y MAIICHTIB 3 TAXKKUM [OPYIIEHHIM
GyHKII HUPOK.

IlocaidaceHHs 83aemo0lii nikapcvkux 3acobia.

HocmimxeHHs in vitro cBig4aTh, 110 1e1eKokcub He € inribiTopom nutoxpomy P450 2C9, 2C19 abo
3A4. JTocmiakeHH in vivo II0Ka3aH, IIo:

- Acmipus. [Tpu 3actocyBanni HIT3I1 3 aciipuHoM cTymiHb iX 3B’s13yBaHHS 3 OiTKaMu 3HUKYBaBCS,
X04a KJtipeHcC He3B'si3aH01 ¢hopmu HII3IT He 3miHioBaBcs. KimiHiuHa 3HAUYIIiCTS ITi€l B3a€MOil
HeBigoMa. llopmo kiiniyHO 3Hauymux B3aemopiv HII3II 3 acnipuraoM guB. po3nin «B3aemonis 3
iHIITIMY JTiKapChbKUMM 3aco0aM¥ Ta iHII BUAY B3aEMOIii».

- [TpenapaTy JiTif0. Y goCnigKeHHi, SKe ITPOBOAUIN 3 Y4aCTIO 3OPOBUX JOOPOBOJILIIB, CEPENHi
piBHOBaXHi piBHi JiTit0 y Ma3mi KpoBi mipBuiyBanucs npubnmusno Ha 17 % y naiienTis, ki




3acTocoByBanu 450 Mr mpenapary JiTiio 2 pa3u Ha o6y B KoMGiHarii 3 mpenapaTom Llene6pexc” y
no3i 200 Mr 2 pa3u Ha o0y, TOPiBHSIHO 3 TUMH, XTO 3aCTOCOBYBAB TiJIbKY IIpernapar JIiTiio (IuB.
po3min «B3aemopis 3 iHIIUMHU JTiIKApCHKUMHU 3aco0aMu Ta iHIM BUOW B3AEMOIIN»).

- ®niykonazon. OgHOYacHe 3aCTOCYBaHHS (IykKoHa301my y 7o3i 200 Mr 1 pa3 Ha [00y IPU3BOAUIIO [0
IBOKPATHOTO ITiIBUILIEHHS KOHIIEHTPAIlil 11eJIeKOKCHOY y I1a3Mi KpoBi. Take MigBUIIEHHS € HACTigKOM
inribyBanHs (IyKoHa3010M MeTaboi3My 1eeKoKCculy, sKke 3hilicHIeThCS i30pepmerTom P450 2C9
(muB. po3min «B3aeMogmis 3 iHIMMMY JTiKapChbKUMHU 3ac00aMM Ta iHII BUAYM B3aEMOIii»).

- Inmi nikapceki 3acobu. Bynu nmpoBemeHi qOoCmigKeHHs in vivo o0 BILIUBY IeJIeKOKCHOy Ha
bapmakokiHeTUKy Ta/abo ¢papMakoauHaMiKy ribypumy, KeToKOHa301y, (IuB. po3min «B3aemogmis 3
iHImMMUMY TiKapchKUMM 3acobaMu Ta iHIII BUAYM B3a€MOMii»), GeHiTOiHy Ta TonOyTaminy, ane KiIiHigHO
3HAUYIIUX B3aEMOZil BUSBIEHO He OyII0.

®apmakozeHoOMiKa. Y OKpeMUX TaIli€eHTiB 3 TEeHETUYHUM I01iMOP(i3MOM (TOMO3UTOTHICTIO 3a
CYP2C9*2 ta nomimopdizmom CYP2C9*3) criocTepiraetbcs 3uuKeHHS akTuBHOCTI CYP2C9, 1mo
TIPU3BOAUTH [0 3HUKEHHS HepMEeHTaTUBHOI aKTUBHOCTi. OOMexKeHi faHi, ony6IikoBaHi y YOTUPHOX
3BiTax, AKi BKJII04aIu 3arajioM 8 maiieHTiB, roMo3urotHux 3a CYP2C9*3/*3, moka3anu, 110 y LUX
TIalliEHTiB CUCTEeMHI piBHi LleeKoKcruOy Oynu B 3-7 pasiB BUILKMHU ITOPIiBHSHO 3 MAI[iEHTaMu 3
resotunamu CYP2C9*1/*1 ta *I/*3. ®apmakokiHeTHKa 11eJIeKOKCUOY Yy Malli€HTiB 3 iHMUMU
nonimopdizmamu CYP2C9, takumu 5K *2, *¥5, *6, *9 ta*11, He ouiHoBanacs. 3a po3paxyHKaMy,
YacToTa roOMO3UroTHOro resoruny *3/*3 cranosurts Bif 0,3 % no 1,0 % [ns pisHUX eTHIYHUX I'PYI
(ouB. po3min «Crmocib 3acToCyBaHHS Ta HO3U»).

Y xopi MOABIMHO CIIMOT0 PaHOMi30BaHOTO KOHTPONMboBaHOro gociigxkeHHS (PRECISION;
NCT00346216) komIiekcHOI Oe3meKu [yt CEPIEBO-CYIMHHOI CUCTEMHU Y TAlliEHTiB i3 0CTE0apTPUTOM
(OA) Tta peBmaToigauM apTputoM (PA) i3 ceplieBo-CyAUHHUMHU 3aXBOPIOBAaHHSIMHU ab0 BUCOKHUM
PU3UKOM IX PO3BUTKY ITOPiBHIOBABCS 11eIeKOKCHO i3 HarpokceHOM Ta ibympodenom. Ilartientu Oymu
PaHOOMi30BaHi OyIg OTpUMaHHS mo4aTkoBoi fo3u 100 Mr nemekokcuOy aBivi Ha moby, 600 mr
ibynpodeny Tpuyi Ha moby abo 375 Mr HampoKCeHy [ABiui Ha KOOy 3 MOXKJIUBICTIO 30iNbIIIEHHS 03U 3a
HeoOXimHOCTI [y miKyBaHHS 00JTIO.

Ins omiHioBaHHS He MeHIIOi eeKTUBHOCTI (80 %) ekciepTaMu pPo60Y0i IPymIy JOCITiTHUKIB
aHTuTpoMOOLMTapHUX mpemnapariB (Antiplatelet Trialists’ Collaboration, APTC) Gyna Bu3HaueHa
nepBUHHa KoMOiHOBaHa KiHIleBa TOYKa, 10 BK/II04aja B cebe cMepTh yepe3 CceplieBO-CYyANHHI
3aXBOPIOBaHHS (BKIII04Yal0Uud CMEPTh Bifl KPOBOBUIIMBIB), HENleTaIbHUY iH(papKT MioKapaa Ta
HeJleTaJbHUM IHCYNBT. YCiM nalmiesTaM 0y10 TpU3HaYeHO Y BiTKPUTOMY PeXUMi e30MeIpa3ort
(20-40 wmr) sk racTponpoTekTop. PaHgoMizatis B rpynu jnikyBaHHs Oyia cTpatudikoBaHa 3a
BUXIIHUM PiBHEM 3aCTOCYBaHHSAM HU3BbKUX [03 aCIipUHY.

HonatkoBo mpoBopunocs 4-micsune pocmigxkeHHs: (PRECISION-ABPM) nnst oLiHIOBaHHS BIIJIUBY
TPHLOX BUINle3a3HAUYEHUX IIPelapaTiB Ha apTepiarbHUM THCK, BUMIPIOBAaHUM MTif Yac aMOyIaTOPHOTO
MOHITOPUHTY.

Llemekokcu6 y mo3i 100 Mr mBiui Ha moOy OPiBHSIHO 3 HAMMPOKCEHOM abo i0ympodeHoM y BignoBimHUX
[03ax BiIIlOBiflaB MONEePEIHLO BU3HAUEHUM KpUTEePisaM He MeHIoi edeKTuBHOCTI (p < 0,001 mns He
MeHII0i 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 ctaHoBuna 1,6 % y rpymi nenekokcu6y, 1,8 % y rpymi ibynpoderny ta 2,0 % y rpymi
HallPOKCEHY.

Ockinbky 306inbIIeHHS 103U IefleKoKcuby mo 200 Mr aBivi Ha fo0y BigOynocs y MOPiBHSHO HEBEIUKOL
YACTKH Bifl 3arajibHOI KiTbKOCTI IAILi€HTIB, 110 MpuiManu enekokcud (5,8 %), pe3yabTaTu
pnocrnimxkenass PRECISION He € NIpuAHATHUME OJ1s BU3HAYEHHS BigHOCHOI 0€3IeKH IJIsT CEePIIeBo-
CYIHMHHOI CUCTEMH 3aCTOCYBaHHS IefleKoKcuby B mo3i 200 Mr aBivi Ha go0y MOPiBHSAHO 3
ibynpodeHoM i HaTPOKCEeHOM Y BifiMOBIAHUX H0O3aX.

Y nopmatkoBoMy mocrigxenHi PRECISION-ABPM 3a y4acTio 444 mallieHTiB CTaHOM Ha YETBEPTUU
MicCsIIb 3aCTOCYBaHHS 11eJIeKoKcuOy B m03i 100 Mr fiBiui Ha moOy 3HUKYBAJIO cepeiHbomo60Be
3HAUeHHS CHUCTOIIYHOTO apTepiasbHOrO TUCKY Ha 0,3 MM PT. CT., TOAi SIK 3aCTOCyBaHHS iOympodeny
Ta HAMIPOKCEHY V BiOMIOBIMHUX 03ax IIiABUIIYBaJIO CEPeNHLOI000BEe 3HAaUEHHS CHCTOJIIYHOTO
apTepianbHOro TUCKY Ha 3,7 i 1,6 MM pT. CT. BigmoBigHo. Lli 3MiHK IPOAEMOHCTPYBaIX CTaTUCTUYHO
Ta KJIiHIYHO 3HaUyy pidHuio B 3,9 MM pT. cT. (p = 0,0009) Mixk nenekokcubom Ta ibympodeHom i
CTATUCTUYHO He3Hauymny pisHuiro B 1,8 (p = 0,119) MM pT. CT. MiXK 11eIeKOKCHOOM i HalTPOKCEHOM.

KriniyHi xapaKTepHCTHKH.
IToka3zanus.

II71si CHMIITOMATHYHOTO JTIKyBaHHSI OCTE0AaPTPHUTY, PEBMATOITHOT'0 apTPHUTY Ta aHKiIO3UBHOTO
CIIOHOMIIITY (OuB. po37in «OcoBGIUBOCTI 3aCTOCYBAHHS»).

s nikyBaHHS TOCTPOro 000 y OPOC/IUX MallieHTiB (IuB. po3main «Oco6IMBOCTI 3aCTOCYBAHHS»).

[ng niKyBaHHS IEPBUHHOI fUCMeHOpel (OuB. po3min «Oco0IuBOCTI 3aCTOCYBaHH»).

IIpomunoka3aHHA.
ITene6pexc® IpOTUIOKA3aHUI HalliEHTaM:

- 3 BIIOMOIO TillepuyTIUBICTIO (HapuKiaz, aHabinaKTUYHI peaklil Ta Ceplo3Hi WKIipHi peakiiil) fo
1esekKokcuby abo mo 6ynb-IKUX KOMIIOHEHTIB JTiKapChKOro 3aco0y (muB. po3nin «OcobauBoCTi
3aCTOCYBaHHS»);

- 3 HasIBHICTIO B aHaMHe3i OpoHXialbHOI aCTMM, BUMQMIKiB KPOTIUB'THKY ab0 iHIINX peakiIlii
aneprivyHoOro TUITY IIIC/Is 3aCTOCYBaHHS acmipuHy abo immmx HIT3II. ¥ Takux maiieHTiB 6yiu
3apeecTPoBaHi TSAXKi, iHKonu neTanbHi, aHadinmaktuuni peaknii Ha HII3IT (quB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»);

- TMicJIs IPOBEeJeHHS XipypridHol onepallil 3 a0PTOKOPOHAPHOT0 IMIyHTYBaHHS (IUB. PO3ALN
«OCc06IMBOCTi 3aCTOCYBaHHS »);

- B IKMX OYJIM 3apeeCcTpOBaHi peakilil aepriuHoro TUIy A0 Cynb(aHiTaMigHUX TpenapaTiB (TuB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»);



- 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 3aCTiHOI0 cepIeBOi0 HemocTaTHiCTIO (Knac II-1V 3a knacudikamieio NYHA);

- i3 TAKKUM NOpYyIIeHHAM GYHKIII nediHky (ambOyMiH y cupoBaTii KpoBi < 25 r/1m abo MoKa3HUK 3a
mKkanow Yaunma — [1'0 = 10).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

JlikapcvKi npenapamu, w,0 8n1ueawms Ha zemocmas. llenekokcub Ta aHTUKOATYISIHTH, TaKi K
BapdapuH, YMHATL CHHEPTiuHNM eeKT Ha KpoBoTedi. OMHOYaCcHe 3aCTOCYyBaHHS I[eJIEKOKCHOY Ta
AQHTUKOATYJISHTIB MigBUIIY€E PU3UK BUHUKHEHHS CEPHO3HOI KPOBOTEUI TOPIBHAHO i3 3aCTOCYBAHHAM
KOXKHOT0 3 LIUX IIpernaparTiB OKpPeMo.

CepoToHiH, SKUit BUBITbHAETHCS TPOMOOIIMTAMH, Biflirpae BaxK/IMBY POJIb y reMocTasi. [JocmigKeHHs
TUIY «BUIIaJOK-KOHTPOJIb» Ta KOTOPTHI emifieMioIoriyHi JOCITIiAXKeHHs [TI0Ka3aly, 1[0 OGHOYacHe
3aCTOCyBaHHS JIiKapChKHUX 3ac00iB, SIKi IepelKOoKal0Th 3BOPOTHOMY 3aXOIIJIEHHIO CEPOTOHIHY, Ta
HIT3I1 migBuilye pu3uK BUHUKHEHHS KPOBOTeUi Oinbiite, Hixk 3acTocyBanHa HIT3II sk MoHOTeparmil.

Crip 3piliCHIOBaTA MOHITOPUHT CTaHy MAallieHTiB, IKi OQHOYACHO 3aCTOCOBYIOThH ITene6pekc® Ta
AHTUKOATYJISIHTU (Halpukiag BappaprH), aHTUTPOMOOIIMTaPHI JTiKapChKi 3aco0u (Hanpukian
acIipuH), CeJIeKTUBHI iHTi6iTOPY 3BOPOTHOTO 3aXOIJIEHHSI CEPOTOHIHY Ta iHTi6iTOpH 3BOPOTHOTO
3axOIIJIEHHSI CEPOTOHIHY-HOpPeiHepPUHY, 1000 BUHUKHEHHS KPOBOTeYi (IKB. po3nin «OcobaIuBOCTi
3aCTOCYBaHHS»).

AcnipuH. KoHTpOIbOBaHi KITiHIYHI AOCTIAXKEHHS IT0Ka3aiy, 1110 ofHo4YacHe 3actocyBaHHS HII3II Ta
aclipuHy y 0o3i, dKa BUSBJIs€ 3He000BaIbHIMN e(DEKT, He 3yMOBJIIOE JKOTHOTO OiIhIIOTO
TepaneBTUYHOTrO0 edekTy, Hixk 3acTocyBaHHS HII3IT okpemo. V KiiHiYHOMY HOCTiAKEHHI ODHOYACHE
3actocyBaHHs HII3IT i acmipuHy CympOBOIKYBAIOCS 3HAYHUM ITiIBUIIEHHSIM YaCTOTH OOIYHUX
peaxiiiii 3 00Ky IIITyHKOBO-KUIIKOBOTO TPAKTY MOPiBHSAHO i3 3acTocyBaHHsAM HII3II okpemo (mus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

Y [BOX [OCTigXKEHHSX 3 Y4aCTIO0 3T0POBUX NOOPOBOIIBINB Ta MAlliEHTIB 3 0CTE0APTPUTOM i XPOHIUHUM
3aXBOPIOBAHHSIM CEpIIS BifMOBigHO 0YJ10 MPOXEMOHCTPOBAHO, 110 LeTeKoKCcu0 (y mo3i

200-400 Mr/mo6y) He BINIMBa€ Ha KaphioNIpPOTEKTOPHY aHTUTPOMOOIUTAPHY Aif0 acuipuy (y mo3si
100-325 mr).

3a3Buyall He PEKOMEHIYETLCS OMHOYACHO 3aCTOCOBYBaTH LleneGpekc® Ta acmipuH y
3He00/II0BaIbHUX [[03aX Yepe3 IiBUIIeHNN PU3UK BUHUKHEHHS KPOBOTEYi (IUB. PO3Min
«OCcoBGNIUBOCTI 3aCTOCYBaHHs»). LleneGpekc” He MOXKHA 3aCTOCOBYBATH 3aMiCTh aCIlipUHY y HU3bKii
[o3i A5 TpogilakTUKY 3aXBOPIOBAHb CEPIIEBO-CYAUHHOI CUCTEMH.

IH2ibimopu aHziomeH3uHNepemaeopr8asbHoz0 pepmenmy (AIID), 6a0kamopu peuenmopis
aveiomeH3uHy ma B-adpeHobaoxkamopu. HII3IT MOXKYyTh 3MEHIIyBATH TiTOTEH3UBHUN e(PEKT
inribitopiB AII®, 6710KaTOPiB pelenTopiB aHTioTeH3UHY abo B-afipeH00I0KaTOPiB (Y TOMY 4uCIi
IIPOIIPAHOJIONY).



OpuouacHe 3actocyBaHHs HII3II 3 inribiTtopamu AII® abo 610KaTOpaMu PeLeNnTOpiB aHTiIOTEH3UHY Y
NallieHTiB JIITHBOTO BiKY, y MALi€HTIB 31 3HEBOGHEHHSM (y TOMY YMCJIi BHACTIOK Teparil
IiypeTHKaMu), a TaKOXK y MalliEHTiB 3 MOPYLUIEHHSM POOOTH HUPOK MOXKe ITPU3BECTH [0 MOTipIIaHHs
(GyHKII HUPOK, Y TOMY YHCJIi 40 TOCTPOl HUPKOBOI HegocTaTHOCTI. Lli edekTu € 3a3Bu4an
000POTHUMH.

I[Ipu omHOYACHOMY 3aCTOCyBaHHi mpenaparty lleneGpekc® Ta inribitopis AII®, 670KaTOPIiB PELeNnTOopiB
aHrioteH3uHy abo f-agpeH06I0KATOPIB CIlif 3iliCHIOBAaTH MOHITOPUHT apTepiaTbHOTO TUCKY, 11100
TIEPEKOHATHCS Y JOCATHEHHI He0OXiTHOT0 PiBHS apTepiaJibHOTO TUCKY.

IIpu ogHOYACHOMY 3acToCcyBaHHi nmpenaparty llene6pekc”® Ta inri6itopis AII® a6o 610KaTOpiB
PELENTOPiB aHTI0TEH3UHY B NALIEHTIB TITHHOTO BiKYy Ta B 0Ci6 3i 3HEBOOHEHHSIM a00 MOPYLIIEHHSIMU
GyHKII1 HUPOK CIIif 3[iiCHIOBAaTA MOHITOPUHT IIOA0 BUHMKHEHHS O3HaK IOTipIIaHHSA (QYHKIII HUPOK
(muB. po3min «OcoBIUBOCTI 3aCTOCYBaHHS»).

[TpoTSITOM OMHOYACHOTO 3aCTOCYBAHHS ITUX JIiIKapChKUX 3ac00iB MallieHTaM CJIifl BXKUBATH HaJIeXKHY
KinbKiCcTh piguay. Ha moyaTKy 0mHO4YaCHOI'0 3aCTOCYBaHHS 1IUX IIpernapariB Ta IepioAuYHO Micis
IILOT'O CJIiJ] TPOBOAUTH OLIHKY (PYHKIII HUPOK.

Hiypemuku. KiHi4Hi JOCTIIXXEHHS, a TAKOXK CIIOCTEPEeXEHHS, IIPOBEMeH] IIic/IA BUXONY IIpernapaTy
Ha PUHOK, IMOKa3any, o y gesakux nauierTis HII3TT MoXyTh 3HUXKYBaTU HATPIUyPETUYHY [il0
NeTJIbOBUX AiypeTuKiB (Hampukian ¢pypoceMiny) Ta AiypeTukiB rpynu Tiasupmis. Lleit epexT
nosiCHIOEThCS iHTiOyBaHHAM HII3II cuHTe3y IpocTariaHouHIB y HUPKaX.

V pasi 0qHOYaCHOro 3aCTOCyBaHHs npenapaty Llene6pekc” 3 AiypeTHKaMu CIIif CIIOCTepiraTy 3a
CTaHOM TIaIli€HTIB IMIOA0 MOSBY O3HAK MOTipImIaHHsA (PYHKII1 HUPOK, IPU IIbOMY JIOAATKOBO IEepPeBipATH
e(eKkTUBHICTD AiypeTHKa, 30KpeMa HOoro aHTUTIepTeH3uBHY [ito (IuB. po3min «OcobmuBOCTi
3aCTOCYBaHHS»).

[ueokcuH. TToBigomisinocs, 1110 OMHOYACHE 3aCTOCYBaHHS 11eJIEKOKCUOY 3 JUTOKCUHOM ITPU3BOOUTH
[0 MiBUINEHHS KOHI[EHTPallil JUTOKCUHY B CUPOBATIIi KPOBi Ta MOJOBXKEHHS MEPIOAY 10T0
HalliBBUBENEHHSI.

V pasi 0mHOY9aCHOro 3acTOCyBaHHA mpenapary lleneGpekc” 3 TUTOKCHHOM CIIifi KOHTPOIIOBATH PiBEeHb
OUTOKCHHY B CUPOBATI]i KPOBI.

ITpenapamu aimiro. HII3II cipyuyvHANIYM OiABUILEHHS PiBHIB JITIiIO y IIJTa3Mi KPOBi Ta 3HUKEHHS
HUPKOBOTO KJIipeHCY JiTito. CepenHs MiHiMalbHa KOHLEHTPALid JIiTito migBuiyBanacsa Ha 15 %, a
HUPKOBUM KJTipeHC 3HUKYyBaBCs MpuOnmu3Ho Ha 20 %. Llel edekT mosicHioeThCs iHri0yBanuaM HIT3I1
CUHTe3y NPOCTarjJaHAuHIB y HUPKaX.

IIpu omHOYaCHOMY 3aCTOCyBaHHI npenaparty Llene6pekc”® 3 mpemapaTaMu JIiTiI0 CIIif CIIOCTepiraTy 3a
CTAHOM IIAIli€HTIB OO0 IIOSIBY 03HAK TOKCUYHOI Oil JIiTifo.

Memompexkcam. Ogrovacse 3actocyBanHsg HII3II Ta MeTOTpekcaTy MOXKe NPU3BOLUTH [0
IiABUIIEHHS PU3NKY IPOSIBIiB TOKCUYHOI Iil METOTpPEKcaTy (HalmpuKiag HEUTPOIEHil,
TPOMOOIUTOIEHII, TOPYIIEeHHs QYHKIIiI HUPOK).

ITenebpekc” He BIIMBaE Ha papMaKOKIHETHKY METOTPEKCATY.

I[IpoTSAroM OMHOYACHOTO 3aCTOCYyBaHHSA mpenapatTy llene6pekc® 3 METOTPEKCATOM CIIif
KOHTPOJIIOBATH CTAH MAI[l€HTIB LIOA0 IPOSABIB TOKCUYHOCTI METOTPEKCATY.



IukaocnopuH. OgHOYACHE 3aCTOCYBaHHs Ipenapary LleneGpekc® 3 IUKIOCIOPHHOM MOXKE
IiABUINYBaTU PiBeHb HE(PPOTOKCUUHOCTI OCTAHHBOTO.

T[IpOTAroM OHOYACHOTO 3aCTOCYBaHHs Ipenapary LleneGpekc® 3 IUKIOCIOPUHOM CIIif
KOHTPOJTIOBATH CTaH IallieHTiB MO0 O3HAK MOTipIIaHHsa (YHKIIil HUPOK.

HII3II ma caniyusamu. OgHOYacHe 3aCTOCYBaHHS 1eneKokcuOy 3 inmmmu HIT3IT abo caninumataMu
(Hampukiag gugayHi3aaoM Ta cajicajaToM) MifBUINYE PU3UK TOKCUYHOTO BIJIMBY Ha IIIYHKOBO-
KUIITKOBUY TPAKT 3 HE3HAYHUM ITigBUIIEeHHSIM e(eKTUBHOCTI a00 0e3 TaKOTro MigBUIleHHS B3araili
(ouB. po3min «OcoOIMBOCTI 3aCTOCYBaHHS»).

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

Ilemempekced. OpHOYaCHe 3aCTOCYBaHHA mpenaparty Llene6pekc® Ta meMeTpekceny Moxe
IiABUINYBATU PU3UK IIOB’I3aHOI i3 3aCTOCYBaHHSAM IIeMEeTPEKCely MieloCympecii Ta TOKCUYHOI il Ha
HUPKY Ta IMUTYHKOBO-KUIIKOBHY TPAKT (OUB. iHCTPYKIIiIO0 3 MEAUYHOTO 3aCTOCYBaHHS IIeMETPEKCENY).

IIpu ofHOYACHOMY 3aCTOCyBaHHI mpenaparty lleneOpekc® Ta meMeTpeKceny alieHTaM 3
OPYILIEHHAM (QYHKIII HUPOK, KIIipEHC KpeaTUHIHY B IKUX KOJIUBAETHCA Bif 45 mo 79 MII/XB, Cif
BifIcCTEKYBaTU 03HAKM Mi€NOCYIpPeCii Ta TOKCUYHOI [Iii Ha HUPKU Ta IIJTyHKOBO-KUIITKOBHW TPAKT.

Cnip yaukatu 3actocyBanHsg HII3I1 3 KopoTKUM IepiogoM HamiBBUBEOeHHS (TaKuX SIK OUKIO0(PEeHaK
Ta iHAOMEeTalMH) IPOTATOM ABOX OHIB [0 i IIiCJig, a TAaKOXK y AeHb 3aCTOCyBaHHA IIeMeTpeKceny.

Y pagsi BigcyTHOCTI maHUX OO0 MOTEHIIiMHOI B3aeMofil Mixk nemetrpekcenoM Ta HIT3II 3 TpuBamimum
1epiofioM HaliBBUBEEeHHS (TaKUMU SIK MeJIOKCMKaM i HabyMeTOH) MallieHTaM, siKi 3aCTOCOBYIOTb I
HII3II, crig mpUIMHUTH 1X 3aCTOCYBaHHS IIOHAMMEHIIe 3a 5 IHIB 10 3aCTOCYBaHHS IIEMETPEKCENY, V
IEeHb 3aCTOCYBaHHS IIeMeTpeKCeay Ta B HACTYIIHI 2 [Hi MiC/IsA M0T0 3aCTOCYBaHHS.

IHeibimopu abo iHOykmopu CYP2C9. MeTabo071i3M 11e1eKOKCU0Y 0I0CePEeaKOBYEThCS TIEPEBAXKHO
izodepmenTom nutoxpomy P450 CYP2C9 y neuinni. OgHovacHe 3aCTOCYBaHHS 11eJIEKOKCUOY 3
JiKapChKUMHU IIperapaTaMy, ki € Bimomumu inriditopamu CYP2C9 (Hanpukiag, GIyKoHaA30I1), MOXKe
TIOCUJTIOBATH PiBeHb BIUIMBY i TOKCUYHICTE I1eJIeKOKCHOY, TOMi IK OHOYaCHe 3aCTOCYBaHHS 3
inpykTopamu CYP2C9 (Hanpukiap, prdaMirin) MoxkKe IPHU3BOAUTH [0 TociabieHHs e(eKTUBHOCTI
11eJIeKOKCUuOy.

Komu po3rnsamaeTscss MOKIUBICTE IPU3HAUEHHS 11eNIeKOKCUOY, OI[iHIOI0Th aHaMHEe3 KOKHOTO0
nauienTa. [Ipu 3acTocyBaHHi LleieKOKcuOy B KoMOiHalii 3 inribiTopaMu abo iHIyKTOpaMu TUTOXPOMY
CYP2C9 oOrpyHTOBaHOIO € KOPEKIIis O3H I[hOT0 IpemnapaTty (IuB. po3min «dapMaKoKiHETHKA»).

Cybcmpamu CYP2D6. Pe3ynbTaTu OOCTiAKEHb in Vitro CBig4arTh, IO 1IeJIeKOKCU0, X04 i He €
cyOcTpaToM, € iHribiTopom CYP2D6. OTXKe, IOTEHLINHO MOXKJIMBA B3a€EMOis TiKapChKUX IIperapariB
in vivo 3 mikapcbkuMu 3aco0amu, 110 MeTaboni3yiTecss CYP2D6 (Hanmpukiia, aTOMOKCETHH), @ TAKOXK
11eJIeKOKCcuO MoXKe IiIBUIYBaTH PiBeHb BIUIMBY Ta TOKCHYHICTh WX JIIKAPCHKUX IpernaparTis.

Konu po3rnsigaeThCsi MOKIIHUBICTh MPU3HAYEHHS 1IeJIeKOKCUOY, OIiHIOI0Th aHAMHE3 KOXKHOTO
natienTa. [Ipu 3acTocyBaHHi IleyieKoKcuOy B KoMOiHatlil 3 cy6cTtpatamu murtoxpomy CYP2D6
0OT'PYHTOBAHOIO € KOPEKIisl JO3H I[bOT0 IIpenapaTy (OuB. po3pin «PapMaKoKiHETHKa»).

Kopmukocmepoidu. OnHOYacHe 3aCTOCyBaHHSI KOPTHKOCTEPOIfiB 3 npenapaToM Ilenebpekc® Moxe
IiABUINYBATH PU3UK BUHMKHEHHS BUPA30K V IITYHKOBO-KUIITKOBOMY TPaKTi a0 KpoBOTEUi.

Crip 3piliCHIOBaTA MOHITOPUHT TALli€HTIB, SKi OIHOYAaCHO 3aCTOCOBYIOTh ITene6pexc”® Ta



KOPTUKOCTEPOIH, IIOMO MOSIBY 03HAK KPOBOTeUi (IuB. po3min «Oco0IMBOCTI 3aCTOCYBAHHS»).

Oco06.1ueocmi 3acmocyeaHHsi.

Cepuego-cyouHHi mpombomuuHi sieuwa. Kniniuni gocmigkeHHs JeKiTbKOX CEIEKTUBHUX Ta
HeceneKTuBHUX iHTi0OiTopi IIOI'-2 rpynu HIT3II TpuBamicTio 1o 3 POKiB IPOOEMOHCTPYBaJIH
IiABUIIEHUN PU3UK BUHUKHEHHS CEPHO3HUX NO0IYHUX TPOMOOTHYHUX TIOMIH, ¥ TOMY YuCi iHhapKTy
MioKapfa Ta iHCyNbTy, IKi MOXKYTh OyTHU JIeTaTbHUMHU. 3 HasIBHUX IaHUX He MOXKHA BU3HAYUTH, YU €
PU3HK PO3BUTKY TPOMOOTUUHMX CEPLIEBO-CYIUHHUX YCKIagHeHb nomibuum mms Bcix HIT3II. BigHocHe
IiABUINEHHS YaCTOTH CePHO3HUX TPOMOOTHYHUX CEPIIEBO-CYIUHHUX YCKIagHEHDb TOPIBHSHO i3
YaCcTOTOIO Ha II0YaTKOBOMY piBHi, siKe IOB’s13y10Th i3 3acTocyBanHaM HII3II, BinOyBa€eThCs 5K Y
MAIiEHTIB 3 BiTOMUMU CEPIIEBO-CYOIUHHUMY 3aXBOPIOBAHHIMHU Ta (paKTOpaMu PU3UKY IX BUHUKHEHb,
Tak i y maifieHTiB 6e3 TaKUX 3aXBOpioBaHb Ta PakTopiB. OfHAK MAIliEeHTH 3 BiOMHUM CEpIIEeBO-
CYOIMHHUM 3aXBOPIOBAHHSIM ab0 (haKTOpaMU PHU3UKY CEpIIeBO-CYOUHHUX 3aXBOPIOBAHb MaJlH Il BUILY
abCOJIIOTHY YaCTOTy CEPHO3HUX TPOMOOTUYHUX CEPLIeBO-CYIUHHNX YCKIagHEeHb Yepes MigBUIeHy
YacTOTy IMX (aKTOPiB Ta 3aXBOPIOBaHb Ha TOYATKOBOMY DiBHi. Y IEIKUX CIIOCTEPEKHUX
IOCTiIKeHHSIX 0yJI0 BCTAHOBIIEHO, IO Iel MigBUIIEHNWH PU3UK CEePHO3HUX TPOMOOTUYHUX CEPIIEBO-
CyOIUHHUX YCKJIaJIHEHb 3'SIB/ISIBCS BXKE Ha NEePIIUX TUXKHAX JIiKyBaHHA. [[ifBUIIEHHS PU3UKY
TPOMOOTHYHUX CEPLIEeBO-CYIUHHUX YCKIafHeHb HauOinbil cTabiTbHO CIIOCTEPiraay Ipyu 3aCTOCyBaHHi
mpenapary y BUIIKX [03aX.

Y kninivHomy gocnigkenHi APC (mpodinakTuka ameHOMHU LIIISIXOM 3aCTOCYBAHHS 11eIeKOKCUOY)
CIIOCTepiranocs MigBUIIEHHS PU3UKY MPUOIN3HO B TPU pa3u [AJis KOMOiHOBaHOI KiHIIEBOI TOUKU
(cMmepTi yepes ceplieBoO-CyAUHHI 3aXBOPIOBaHHS, iHGapKTy MioKapaa abo iHCYIbTY) ¥ rpynax
nikysaHHA npenapatoM Llene6pekc® y mo3i 400 Mr ABiui Ha go6y Ta npenaparoM IleneGpekc® y go3i
200 mr pgBiui Ha moOy mopiBHSHO 3 mianebo. Take MigBUINEHHS PU3UKY B 000X I'PyIlaX 3aCTOCYBaHHS
11eJIeKOKCHOY MOPIiBHSIHO 3 TPYIIO0 Ij1ane6o ToJI0BHUM YHHOM 0YJ10 HACTigKOM ITigBUINEHHS YaCTOTH
BUHUKHEHHS iHbapKTy MioKappa.

Byno npoBefeHO paHOOMi30BaHEe KOHTPOJIbOBaHE KiTiHiYHe AOCHiAXKeHHS «IIpOoCIeKTUBHE
paHgoMi3oBaHe OI[iHIOBAHHST KOMIIJIEKCHOI 6e3MeKy Ie1eKoKCcu0y MmopiBHSHO 3 i0ympodeHoM abo
HanmpokceHoM (PRECISION)» BiTHOCHOTO PU3UKY BUHUKHEHHS CEPIIEBO-CYIUMHHUX TPOMOOTUUHUX
SIBUIII, acolliiioBanux 3 iHribitopom LJOI'-2 nenekokcrOOM MOPIiBHSIHO 3 TAaKUM IIPU 3aCTOCYBaHHi
HecenektuBHUX HII3TI HanpokceHy Ta i0ynpodeny. Llemekokcub xapaKTepru3yBaBCs He MEHIIIO0
e(peKTUBHICTIO, Hi’)K HaIIPOKCeH Ta i0ympodeH (ouB. po3npin «@apmakoOuHamika»).

Ins MiHiMi3anil TOTeHUiHHOTO PU3UKY MOOIYHMX peakiliit 3 60Ky CeplieBO-CyAUHHOI CUCTEMHU Y
nalieHTiB, sKi 3acTocoByoTh HII3II, ciim BUKOPUCTOBYBaTH MiHIManbHy e(heKTUBHY AO3Yy NPOTATOM
HaMKOPOTIIOT0 MOXKJIUBOTO Iepiofy nikyBaHHd. JIikapi Ta naijieHT! MaloTh YBaXKHO CIIOCTEpPIraTH 3a
PO3BUTKOM TaKMX peaklii MPOTSIrOM YChOT0O KYpCY JIiKyBaHHS HaBiTh y pa3i BiACYTHOCTi y MUHYJIOMY
CUMITOMIB 3 6OKY CepleBO-CyOuHHOI cucteMu. CIIiff MOBiJOMUTH Malli€HTiB IPO CUMITOMU
cepiio3HUX MOOIYHNUX peakIiiii 3 60Ky ceplieBO-CyIUHHOI CHCTEMH Ta IIPO 3ax0aH, siKi HeoOXiIHO
BXUTH Y pasi ix BUHUKHEHHS.

[TpsaMi goka3u TOro, 10 OGHOYACHE 3aCTOCYBaHHS aCIipUHY 3MEHIIIye MiIBUIIEHUN PU3UK CEPHUO3HUX
TPOMOOTHYHUX CEPILIeBO-CYIUHHUX YCKIIaMHEHb, 0B’ I3aHuX i3 3acTocyBanusaM HIT3TII, BimcyTHi.



OpuouacHe 3acTtocyBaHHS acnipuny Ta HII3II, Takoro gk 1eneKoKcu0, MiABUIYE PU3UK CEPHO3HUX
peaxiiiii 3 60Ky IIIYHKOBO-KUIIKOBOTO TPAKTY (AUB. po3min «OcobIUBOCTI 3aCTOCYBaHHS», iPO3MAisn
«IImyHKOBO-KUIIKOBa KPOBOTEYa, BUHUKHEHHS BUPA30K Ta nepdoparii»).

CmaH nicaa xipyp2iuHoi onepauii 3 AOpPmMOKOPOHAPHO20 WYHMYBAHHA. Y IBOX BEIMKUX
KOHTPOJIbOBaHUX KJIIHIYHUX AOCIIAKEHHAX 3aCTOCYBaHHA cejleKTuBHOTO fo LIOI'-2 HIT3II gns
KOHTPOJIIOBaHHs 001t0 ¥ nepiti 10-14 gHiB micyis a0pTOKOPOHAPHOTO IIYHTYBaHHS 0Y710 BUSBIEHO
IiABUIIEHY YaCTOTY BUIAIKIB iH(MapKTy MioKapaa Ta iHCynbTy. 3actocyBanas HII3II mpu
a0pPTOKOPOHAPHOMY LIYHTYBaHHI MPOTUIIOKa3aHe (OuB. po3ain «IIpoTumnoka3aHHsg»).

ITauieHmu nicas iH¢papkmy miokapda. Y X0fi CIIOCTEPEeKHUX AOCIiIXKEHb, TPOBeAeHNX [[aTChKUM
HalliOHAJTbHUM PeeCcTpoM, OyJI0 IIPOAEeMOHCTPOBAHO, 110 V MallieHTiB, siKi 3acTocoByioTh HII3II y
nepiop micns iHpapKTy MioKapAa, MiABUINYETHCS PU3UK IIOBTOPHOTO iH(apKTy, NeTaIbHOTO HACTIiAKY,
CIIPUYMHEHOTO CepIeBO-CyIUHHUM 3aXBOPIOBAHHSM, Ta JIETAJILHOTO HACTIAKY 3 Oyob-sIKOI MPUYKNHH,
IIOYKMHAIOYHY 3 IIePIIOro TUXKHSA JIIKyBaHHS. Y Till caMiii KOTOPTi y MalLli€HTIiB, K1 3aCTOCOBYBaJIU
HII3II, yacToTa neTaapbHOTO HACIAKY y MEPILINY PiK Micis iHpapKTy MioKapAa CTaHOBUIa

20 Bunapkis Ha 100 mroguHO-POKiB OPiBHAHO 3 12 Bunmaakamu Ha 100 mMOOUHO-POKIB y HAIIEHTIB, SKi
He 3acTocoByBanu HII3I1. Xoya abcom0THA KiMbKiCTh JIeTaTIbHUX HACTIIKIB 3MEHIIYEThHCS TTiCIs
IIEePIIOro POKY Micis iHGapKTy MioOKapa, aHali3 pe3yabTaTiB IpUHAUMHI YOTUPbOX HaCTYIIHUX POKIiB
IIOMAJIBIIOT0 CIIOCTePeXKEeHHS IPOAEeMOHCTPYBaB, 110 MigBUIIEHUY BiTHOCHUYN PU3UK JIeTaIbHUX
HACJIiOKIB y mallieHTiB, siKi 3acTocoByioTs HII3II, 36epiraeThcs.

Crip yHUKaTH 3aCTOCYBaHHS I_[ene6peKc® MallieHTaM 3 HellogaBHIM iHpapKToM MioKapaa, OKpiM
BUMAKIB, KOJIU OYIKY€ETHCH, IIJ0 KOPUCTH Bifl HOT0 3aCTOCYBaHHS llepeBaxaTuMe PU3UK PELUINUBIB
CepIeBO-CyAUHHNX TPoMOoTHYHMX aBuIl. dkmo Ilene6pekc® 3aCTOCOBYETHCS MAllieHTaM 3
HelllofaBHIM iH(apKTOM MioKapaa, CIIifl CIIOCTepiraTy 3a MallieHTaMu I0J0 03HaK CepIeBOI immeMil.

Il 1yHKOBO-KUWEKOBA KpoBOMeEUd, BUHUKHEeHHA 8upa3ok ma nepgopauii. HII3II, y Tomy ducni
11eJIeKOKCUO, CIPUYMUHSIOTh Cepio3Hi Mo6iuHi peakilil 3 00Ky HITYHKOBO-KUIIKOBOTO TPAKTY,
BKJIIOYAlO4H 3allajieHHs, KpOBOTeUy, YTBOPEHHS BUPa3KH, nepdopariito CTpaBoXoay, IIJIYHKa,
TOHKOT'O i TOBCTOTO KUIIEUHUKY, IKi MOXKYTh OyTu NeTanbHUMHU. Li cepiio3Hi mobiyHi peakiii, 3
norepegHiMyA cCUMIITOMaMu ab0 6e3 HUX, MOXKYTh BUHUKHYTH ¥ OyAb-sIKUU Yac y IallieHTiB, AKi
3acTocoByBanu Llene6pexc”. TinbKu y OGHOTO 3 5 HAL[i€HTiB PO3BUTOK CEPHO3HMX HOOIYHMX PeaKIlii y
BEPXHbOMY BififIiJIi IIJIYHKOBO-KUIIKOBOI'O TPAKTYy mif dac nikyBauHs HII3II cynpoBomXKyeThCS
KJTiHiuHUMY nposiBamMu. [Tpubnu3no y 1 % malfieHTiB, ki 3aCTOCOBYBAsHU IIpernapar MpoTaroM

3-6 micsmis, i mpubnu3Ho y 2-4 % mallieHTiB, sIKi 3aCTOCOBYBaJM IIpemnapat MpoTsroM OJHOTO POKY,
CIIOCTepiraayd BUpa3KM BEPXHIX BigiliB IIIYHKOBO-KUIIKOBOT'O TPAKTY, TSAXKKi KpoBOoTEedi abo
nepdopatiii, 3ymoBieHi 3actocyBanHaM HII3II. [IpoTe HaBiTh KOpoTKOo4YacHa Teparmis HII3I1
TIOB'A3aHa 3 PU3UKOM.

daxkmopu pu3uKy WaAyHK0B80-KUWKOB0I Kposomeui, BUHUKHEeHHA 8upa3ok ma nepgopauii. IlamienTu 3
HasIBHICTIO B aHaMHe3i BUMIAKiB MENTHYHOI BUPa3KHu Ta/a0o IITYHKOBO-KUIIIKOBOI KPOBOTEYi, Ki
npuiimanu HII3I1, manu 6inbur HixK y 10 pa3iB BUIIKUY PU3UK BUHUKHEHHS IITYHKOBO-KUIITKOBOI
KPOBOTEUi IMOPiBHAHO 3 nalieHTamMu 6e3 Takux GpakTopiB pusuky. [HII GakTOPH, SIKi MigBUIIYIOTH
PU3UK BUHUKHEHHS LITYHKOBO-KUIIKOBUX KPOBOTEY Y MAallieHTiB, AKi 3acToCcOBY0Th HII3TI,
BKJIIOYAIOTh OOBIY TpUBaicTh JikyBaHHsA HII3I1, omHOYaCHUN epopabHUu IPUILOM
KOPTUKOCTEPOIMiB, aHTUTPOMOOIIUTaPHUX JIiIKaPChKUX 3ac00iB (HalpUKIIa[ aclipuny),
AQHTHKOATYJISHTIB @00 CeTeKTUBHUX iHTi6iTOPiB 3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY, MaliHHS
TIOTIOHY, BXKHBaHHS aJIKOT0JII0, JIiTHIX BiK Ta IOTaHUM 3arajbHUAM CTaH 3M0POB’d. BinbiicTs
TIOBimOMJIEHD IIPO JeTasbHi Mo0iuHi peakilil 3 60Ky IITyHKOBO-KUIITKOBOT'O TPAKTY, 110 HAIXOMUITU



TIic/Isl BUXOMy IIpenapaTy Ha pUHOK, OyNiK 3apeeCTpoBaHi y NallieHTiB TiTHHOTO BiKy ab0 y ocnabieHux
nauieHTiB. KpiMm Toro, mamieHTy 3 mporpecyoyuM 3aXBOPIOBaHHSM MeUiHKU Ta/ab0 KoaryiomnaTien
CXUJIBbHI 00 MiABUIIEHOTO PU3UKY PO3BUTKY IITYHKOBO-KUIIKOBOI KPOBOTEUI.

Y mocnimxenni CLASS 4dacToTa ycKlafiHEHOI Ta CUMIITOMATUYHOI BUPa3KM y BCiX IMallieHTiB yepe3

9 micsniB cranosuna 0,78 %, a y miArpymi naii€eHTiB, AKi npuiiMany HA3bKi [03U alleTUICAIUI0BO1
Kucnotu - 2,19 %. Y matienTiB BikoM Bif 65 pokiB 4acToTa BunafkisB ctaHoBuna 1,40 % gepes

9 micsmiB Ta 3,06 % mpu 0MHOYACHOMY 3aCTOCYBaHHI alleTUIICATTIIUIIOBOl KUCIOTH.

Crparerist MiHiMi3a1il pu3ukiB 3 60Ky IUTYHKOBO-KHMIIIKOBOT'O TPAKTY Y MAIli€HTIB, SKi 3aCTOCOBYIOTh
HIT3IT:

= 3aCTOCOBYBATH HafIHI/I}KT-Iy e(l)eKTI/IBHy 03y IIperapary IMpoTiaroM HafIKOpOTI.T.IOl"O MOZKJIUBOT'O
nepiony;

- VHUKATH 3acToCyBaHH4 Oinbul Hik ogHoro HIT3IT omHOYaCHO;

- YHUKATHU 3aCTOCYBaHHS IallieHTaM I'PYIIX BUCOKOTO PU3UKY, OKPIM BUIAMKiB, KOJIU OYIKY€ETHCS, 1110
KOPUCTh IlepeBaxKaTUMe IigBUIIeHU PU3UK BUHUKHEHHS KPOBOTedi. [I719 TaKUX MallieHTiB, a TaKOXK
[J15 TalleHTiB 3 aKTUBHOIO IIJIYHKOBO-KUIIKOBOI KPOBOTEUEIO CJIifi PO3T/IAHYTUA MOXKJIUBICTh
3aCTOCYBaHHS aJlbTepHATUBHUX IIpenapaTiB 3aMicTs HIT3II;

- IIOCTIMHO CIIOCTEPIraTH I0A0 MOsIBU O3HAK Ta CUMIITOMIB BUPa3KU IUIYHKOBO-KUIIKOBOTO TPAKTY
Ta/abo KpoBoTeyi mix yac Tepamnii HII3IT;

- y pasi migo3pu Ha cepio3Hy MobivyHy peakilito 3 60Ky IITyHKOBO-KHIITKOBOTO TPAKTY CIIif HETaiHO
po3moyaTy 00CTeXXKEHH i JIiIKyBaHHS Ta IPUIKXHATY 3aCTOCYBaHHA mpenapary LleneGpekc”® goTy,
IOKHY cepio3Ha nobiuyHa peakilisg 3 60Ky IITyHKOBO-KHUIITKOBOT'O TPAKTy He Oy[e BUKITIOYEHa;

- IIPK OMHOYACHOMY 3aCTOCYBaHHI HU3bKHUX 103 aCHipUHY A MPO(]iTaKTUKU CepIeBO-CYAUHHUX
YCKJIaflHEHb CJIif 3OilicHIOBaTH OiNbII peTeNTbHUM MOHITOPUHT MAIliEHTIB OO0 03HAK IUIYHKOBO-
KUIITKOBOI KPOBOTEYi (IUB. po3[in «B3aemofis 3 iHIIMMM TiKapChbKUMU 3aco0aMu Ta iHII BUOU
B3aEMOMIN»).

I'enamomoxkcuyHicme. ITigBuIeHHS PiBHIB alaHiHaMiHOTpaHChepas3u ado
acrnapraTaMiHoTpaHcdepasu (B 3 pa3u abo Ginble BUIlle BEPXHLOI MeXKi HOpMU) GyJI0 3apeeCcTPOBaHO
npubnusHo y 1 % manieHTis, siki 3actocoByBanu HII3II, y kniniunux gocnigxkenHsx. Kpim Toro, 6ynu
3apeecTpoBaHi PifiKicHi, iHKONX JTeTanbHi BUMIA[IKU TSIKKOTO IOPYIIeHHS (QYHKIII IeYiHKH,
BKJIIOYal04y¥ (PyJIbMiHAHTHUY FeaTUT, HEKPO3 [IeYiHKY Ta [IeYiHKOBY HEOCTATHICTbh.

[TinBuieHHs PiBHIB anaHiHaMiHOTpaHC(depa3u abo acrmapTaTaMiHoTpaHchepa3u (MeHII HiXK y 3 pasu
BHIIEe BEPXHbOI MexkKi HOpMM) MOXKe crocTepiratucs y 0o 15 % matlieHTis, gKi 3acTocoByioTs HIT3II,
BKJIIOUAIOYH I[eJIeKOKCHD.

[lig 9ac KOHTPOJIbOBAHUX KITIHIYHUX JOCIIIIXKEeHb [IpernapaTry I_[ene6peKc® KiNBKiCTh BUIIQOKiB
HE3HAYHOTO MMigBUIlleHHS (IepeBUIIeHHS BepPXHbOl MeXi HOpMH Vy Bif 1,2 [0 MeHIIe HiX 3 pa3u)
PiBHIB (hepMEHTIB, TOB’AI3aHUX 3 (PYHKITIE€IO IeUiHKY, CTaHOBUIIA 6 % y MAIli€HTIB, IKi 3aCTOCOBYBaIA
Llene6pekc®, i 5 % y malieHTiB, gKi OTpEMyBaIy m1ane6o, Ipy [boMy Ipubau3Ho y 0,2 % HalLieHTis,
sKi 3acTocoByBanu Llene6pekc®, Ta 0,3 % mauieHTis, SKi mpuiiMany miane6o, CocTepiraay 3HavyHe
MiTBUINIEHHS PiBHIB alaHiHaMiHOTpaHCc(epa3u Ta acnapTaTaMiHOTpaHChepasu.

[TamieHTiB ciif npoiHGOpMyBaTH PO CUMIITOMATUKY relaTOTOKCUYHOCTI (Halpukiag, HyaoTa,
IifBHUIIIeHA BTOMJIIOBAHICTh, JIeTapris, miapes, cBepOixk, XKOBTSIHUIA, 00JII0YiCTh V¥ ITpaBoMYy migpedep’i



Ta TpUNONomiOHi cuMIToMu). Y pa3i MOsSBY KITiHIYHUX 03HAK Ta CUMIITOMIB, III0 CBig4YaTh PO
3aXBOPIOBAHHS MEYiHKK a00 BUHUKHEHHSI CHCTEMHUX IIPOSIBiB 3aXBOPIOBAHHS (HAIIPUKIIA/,
eo3uHO(DiNis, BUCUIIAHHS TOII0), 3aCTOCYBaHHA mpenaparty LleneGpekc” ciif HeraiHO IPUIUHUATH Ta
IIPOBECTH KiIiHiuHe 00CTeXKeHHS MallieHTa.

ApmepiaavHa 2inepmeHnsia. 3acTocysanss HII3II, y ToMmy uucri npenapaty Llene6pekc®, Mmoxe
IIPU3BECTH 10 PO3BUTKY apTepialbHOI rinepTeH3ii abo moripimaHHs BxKe iCHYI040l apTepianbHOi
rinepreHsii, i y KO)KHOMY BUIIAAKy MOXKJIMBE IIiIBUILIEHHS YaCTOTH MOOIYHUX peakIliit 3 60Ky
CEepIEBO-CYIUHHOI cUCTeMHU. Y TallieHTiB, sIKi npuiitMaroTh inribitopu AIl®, miypeTUKy rpynu Tia3upmis
abo meTnbOBI giypeTHyHi 3aco0u, MOXKe CIIOCTepiraTucs MOPYIIeHHs BiAIoBimi Ha i TikapchKi 3acobu
npu 3actocyBaHHi HII3II (muB. po3min «B3aeMopis 3 iHIKUMU JTiKapChKUMU 3aco0aMu Ta iHII BUAK
B3aEMOMIN»).

Crip 3piliCHIOBaTH MOHITOPUHT apTepiarbHOr0 TUCKY Hif Yac nmodaTtky nikyBaHHg HII3IT Ta BmpomoBxk
KypCy Tepartii.

Cepuesa HedocmamHicmb ma Habpsk. Pe3ynbTaTu CIinbHOTO MeTaaHani3y ['pynu cyMicHOTO aHami3y
anTuTpoMOourTapHoi Tepamil (Trialists’ Collaboration) pe3ynbraTiB paHgoMi30BaHUX
KOHTPOJIbOBaHUX AOCTiAkKeHb KOKcuOy Ta Tpaguiiiuux HII3I1 npogeMoHCTpyBanu npuOiIn3Ho
OBOKpATHE MiABUIEHHS IOKa3HMWKA T'OCIIiTai3allii y 3B’43KY 3 CepIIeBOI0 HEJOCTATHICTIO y MAIli€HTIB,
SKi OTpUMYyBaJii CeJIeKTUBHI Ta HeceneKTuHi 1o LJOI'-2 npenapaTy, Ta y NalieHTiB, IKi
3actocoByBanu HeceneKTuBHI HII3I1, mopiBHSIHO 3 MallieHTaMu, SKi OTpUMYBaiu mnanebo. Y
OOCIigXKeHH] []aTChKOT0 HAIllOHAJIBHOTO PEECTPY V Nalli€HTIB i3 CeplLieBO0 HEJOCTATHICTIO
3actocyBaHHs HII3II migBumyBano pusuk iHdapKTy MioKapha, rocmitanisanil y 3B'13Ky 3 CepIieBOI0
He[0CTaTHICTIO Ta JIeTaJIbHOI'0 HaCJIiKYy.

Kpim Toro, y gesskux naui€HTiB, gKi 3actocoByBanu HII3II, criocTepirany 3aTpUMKYy PiguHU Ta
HaOpsK. 3aCTOCyBaHHS I[eJIEKOKCUOY M0OXKe I0oCciIa0/IioBaTh CepleBo-CyANHHI epeKTH IeKiTbKoxX
JiKapChKUX 3ac00iB, 1110 BUKOPUCTOBYIOTLCS AJIS JTIKyBaHHS IIUX 3aXBOPIOBAHb (HAIIPUKIIA[,
niypeTuky, inribiTopu AII® ab6o 6510KaTOpu pelenTopiB aHTioTeH3UHY) (OUB. po3nin «B3aeMomis 3
iHIITIMM JTiIKapChKUMHM 3aC00aM¥ Ta iHIIN BUOM B3aEMOIii»).

Y mocnigxenHi CLASS cymapHa yacToTa po3BUTKY IepudepryHrX HaOPsKiB, po3paxoBaHa 3a
MeTtozioM Kannana — Maiiepa, micns 9 Micamnis 3acTocyBaHHS npenaparty Llene6pexc® y go3si 400 mr
2 pa3u Ha o0y (110 6yno B 4 Ta 2 pa3u Oinblile 3a 03y, PEKOMEH0BaHY IS JIiKyBaHHS
OCTE0apTPUTY Ta PEBMaTOITHOTO apTPHUTY BifANOBiAHO), ibynpodeny y go3i 800 mr 3 pa3u Ha #o0y Ta
nukiodeHaKy y 0o3si 75 Mr 2 pa3u Ha goOy craHosuna 4,5 %, 6,9 % ta 4,7 % BigmosigHo.

Cripg yHUKaTH 3aCTOCYBaHHS I_[ene6peKc® ralieHTaM 3 CEepLEeBO0 HeOCTaTHICTIO TAXKKOI0 CTYIIEeHIO,
OKpiM BUIIafKiB, KOJIU OYiKY€ETHCH, 10 KOPUCTH Bifl KOT0 3aCTOCYBaHHS IlepeBaxkaTuMe PU3UK
TIOTipIIeHHS CepLeBoi HemocTaTHOCTI. dkimo Ilene6perc® 3aCTOCOBYETHCA MAllieHTaM 3 CEepIeBOI0
He[IOCTaTHICTIO TAKKOI'0 CTYIEHIO, CJIiJl CIIOCTepIraTy 3a nallieHTaMu 00 NOTipuIeHHS 03HaK
CepIIeBOl HEOCTATHOCTI.

Hegppomoxcuunicms. Tpusane 3actocyBanas HII3II npu3Bonuio no MeqyigapHOTO HEKPO3y HUPOK Ta
IHIUX ypaxKeHb HUPOK.

Takok HePOTOKCUYHICTD CIIOCTEpiranacs y NalieHTiB, y SKUX KOMIEHCYI0Yy POJib Y NiATPUMaHHi
HHAPKOBOI Iepdy3il BifirpatoTh HUPKOBi IPOCTAarIaHAWHYU. Y TaKUX MallieHTiB 3acTocyBanHs HIT3IT
MOXKe CIIpUYHUHATHU 3aJIeXKHe Bif] 03U 3MeHIlIeHHs [IPOAYKYBaHHS IPOCTArjaHAuHIB Ta, K HACIIiIOK,
3MeHIIeHHSI HUPKOBOTO KPOBOTOKY, 110 MOXKe IIPU3BECTU 00 BUpaXKeHol feKoMIeHcanii GyHKIII
HUPOK. [0 rpynu MiABUIEHOT0 PU3UKY PO3BUTKY LIMX pPeaklliiii HajlexXaTh MallieHTH, IKi MalThb



NOpYyIIeHHs (PYHKI[il HUPOK, 3HEBOAHEHHS, TilIOBOJIEMiI0, CepLeBy HEIOCTaTHICTh, TUCHYHKILIIO
TIeYiHKY, MMallieHTH, IKi MpuiMaloTh AiypeTuky, inriditopu AII®, 6510KaTOpu peLEenTopis
aQHTIOTEeH3VHY, a TAaKOXK MallieHTH JiTHbOrO BiKy. [Ipununenss nikysanug HII3I1, gk npasuo,
CYNIPOBOIXKYETHCS IOBEPHEHHSAM [I0 CTaHy, 10 CIIOCTEPIraBCcs OO MOYAaTKy JTIKyBaHHS.

IadopMaliis Ipo KOHTPONLOBAHI KIiHIYHI JOCIiAKEHH i3 3aCTOCyBaHHAM mpenapary llene6pekc”® y
Tali€HTIB 3 IPOrPeCcyYrM 3aXBOPIOBaHHAM HUPOK BifiCyTHS. Bnnus npenapary lleneGpekc”® Ha
HUAPKY MOXKe IPUCKOPIOBATH IIPOTPECyBaHHS BXKe HasgBHOIO MOPYIIEHHS (PYHKIIil HUPOK Yy Malli€HTiB.

Ilepen moYaTKOM JiKyBaHHS mpemnapaToM Llene6pekc”® ciim BilKOpUIyBaTH 3HEBONHEHHS a6o
rinoBojieMi€lo, SIKIIO BOHY HasBHI y MallieHTa. Y mamieHTiB i3 mopyuieHHAM QyHKINI HUPOK a0o
TIeYiHKH, CepIeBOI0 HeOCTATHICTIO, 3HeBOOHEHHSIM ab0 TioBoieMi€lo mif Yac 3aCTOCYyBaHHS
npenapary ITene6pexc® ciif 3mificHIOBATA MOHITOPHUHT GbyHKLII HUPOK (IUB. po3min «B3aeMopist 3
iHImMMUMY TiKapchKUMU 3acobaMu Ta iHII BUAYM B3a€MOfii»). Clifl yHUKaTH 3aCTOCYBaHHS IIpernapaTy
ITene6pexc® maluieHTaM 3 IPOrPeCyYUM 3aXBOPIOBAHHAM HUPOK, OKPIM BUIAMKIB, KOJIM O9iKy€EThCS,
110 KOPHCTh [lepeBaXkaTUMe PU3MK IOoTipmadHs QyHKII HupoK. Axmo Ilene6pekc® 3aCTOCOBYIOTE
maljieHTaM i3 MPOorpecyrdYuM 3aXBOPIOBAaHHAM HUPOK, CJIif 3[iCHIOBATY MOHITOPUHT CTaHy Ialli€eHTiB
IIOJ0 TIOSIBY O3HAK IOTipIIaHHA (PYHKIIil HUPOK.

l'inepkasiemis. Bunagku migBUIleHHS KOHIIEHTpPAIIil Kaslilo B CUPOBATII KPOBi, y TOMY YMCIIi
rinepkaniemisi, 6ynu 3apeecTpoBaHi mpu 3actocyBauHi HII3I1, HaBiTh y mesKUX MallieHTiB 6e3
TOpyIIeHHs QYHKIll HUPOK. Y MallieHTiB 3 HOpMaIbHOI (PYHKIIi€I0 HUPOK IIi edekTu OyIH MOB’ A3aHi 3
rinopeHiHeMiYHO-TiN0aIbI0CTEPOHIYHUM CTaHOM.

AHaginrakmuuHi peakuyii. 3acTocyBaHHS 1e1eKOKCHOY Oyy10 1MOB’sI3aHe 3 PO3BUTKOM aHA(iTaKTUYHUX
peaxiiif y malieHTiB 3 BimOMO0 TinepuyTIUBICTIO [0 IefleKoKcuby abo 6e3 Hel, a TaKOXK Y MallieHTiB 3
acIipuHOBOI acTMOK0. Ilenebpekc”® € cynbdaHiTaMigHIM IpernapaToM, Ipyu qsoMy gk HII3II, Tax i
cynbdaHinaMifHi mpenapaTy MOXKYTh CIIPUYMHATH Peakllil aJlepriuHoro TUIY, Yy TOMY YHUCII
aHa(dimakTUYHI CUMIITOMH Ta HeOe3MeuHi A1 XKUTTS a00 MEHIN TSXKKi enizomu OpOHXiaIbHOI aCTMU B
IessKUX 9yTIUBUX 0Ci0 (OuB. po3min «[IpoTumnokasaHHS»).

Y pa3i po3BUTKY aHadinaKTUYHOI peakilil HeoOXiqHO 3BEPHYTUCS 3a HEBIIKIagHOI MeIUYHOI0
TOTIOMOT 00,

3azocmpeHHs bpoHXianbHOI acmmu, noe’si3aHe 3 uymausicmio 00 acnipuHy. YacTwHa TaIiEHTIB 3
OpoHXiaJTbHOIO aCTMOIO0 MOXK€E MaTH acCIlipUHOBY aCTMY, 110 MOXKe BK/II0YaTU XPOHIYHUIN PUHOCUHYCHUT,
YCKJTafiHEHUY HOCOBUMH IIOJIilTaMU; TSIKKHUHU, TOTEHIINHO IeTaIbHUM OPOHX0CIa3M;
HellepeHOoCUMiCTh actipuny Ta/abo inmmx HIT3I1. Ockinbky mepexpecHa peakKTUBHICTb Mik
acmipuroM Ta inmwuMu HII3II Gyna 3apeecTpoBaHa ¥ TaKUX YYTIUBUX OO acCHipuHY IMAIiEHTIB,
3aCTOCyBaHHA Ipenapary llene6pexc® IpoTUIOKa3aHe MallieHTaM 3 TaKO0 (GOPMOIO Iy TIHBOCTI [0
acmipuny (auB. po3fin «IIpoTunokasanssa»). [Ipyu 3acTocyBaHHi npenapary Llene6pekc”® mamieHTaM i3
BXKe iCHy1040I0 OpOHXiaNbHOI0 acTMOI0 (0e3 BifoMOl YyT/IMBOCTI J0 aCIipuHYy) CJIifi KOHTPOJIIOBaTH
CTaH TaKMX IAI[iEHTIB OO0 3MiHM 03HAK Ta CUMIITOMiB OPOHXiallbHOI aCTMH.

CepliosHi wkipHi peakuyii. Llene6pekc® MoxkKe CIPHYUHATH PO3BUTOK CEPIO3HUX MOGIUHNX PeakIiil 3
00Ky IIKipH, TaKUX SIK MyJIbTUHOPMHA epuTEMa, €KCHOTiaTUBHUY ePMATUT, CHHIPOM
CriBeHca—[I:K0HCOHA, TOKCUYHUY ellifjepMabHUN HEKPOJIi3, MeIUKaMeHTO3Hi BUCUIIaHHA 3
CHMIITOMaM¥ €03WHO(DIsNl Ta CUCTEMHUMU CUMIITOMaMHU, TOCTPUM TeHepali30BaHUM
€K3aHTeMaTO3HUH MyCTY/Ib03, a TaKOXK (iKCOBAaHMY MeAUKaMEHTO3HUM BHUCHII, III0 MOXKe
IIPOSIBNIATHUCS Y OiNbII TAXKKiM (hopMmi, BifoMill SIK reHepasidoBaHuil OyIb03HUN (iKCOBaHUN
MequKaMeHTO3HHUM BucHIl. Lli cepiio3Hi peakilili MOXYTh PO3BUBATHCS 0e3 IonepenKyBaalbHUX
CHUMIITOMIB Ta MOXYTb OyTH JIeTaTbHUMH.



[NTanieHTiB HEOOXigHO MOBIHOMUTH IPO O3HAKYU Ta CUMIITOMU CEPHO3HUX IMIKIPHUX peaklliil Ta Ipo
HeOOXiAHICTh IPUIMHEHHS 3aCTOCYBaHHs mpenapaty LleneGpekc’ mpy Hmepiii mosABi BUCUIAHHS Ha
mKipi a60 Gymb-IKKX iHIIKX 03HAK rimep4yTIuBocTi. Llene6pexc® mpoTUIOKa3aHui I
3aCTOCYBaHHS IallieHTaM 3 HasBHICTIO B aHaMHe31 Cepio3HUX WKipHUX peakniit Ha HIT3IT (gus.
po3min «[IpoTunoKasaHHSI»).

Peakuis Ha aikapcekull 3acib 3 eo3uHogpisiero ma cucmemHumu cumnmomamu (DRESS-cunopom).

[ToBimoMIIsIIOCS TIPO Peakliito Ha JTiKapchbKuit 3aci0 3 e03nHOMDINIE Ta CHCTEMHUMH CUMIITOMAMMU
(DRESS-cuHOpoOM) y MallieHTiB, sKi 3acTocoByBanu HIT3II, Taki sk LleneGpekc®. Meski 3 ux
BUIIQMIKiB MaJK JIeTaJbHUU HACIiMOK a00 cTaHOBUIM 3arpo3y st KuTTsd. DRESS-cunpmpom 3a3Buyati,
X04Ya i He BUKJIIOYHO, IPOSIBIISETLCS IiABUIIEHHSIM TEMIIEPaTypH, BUCUIIOM, JTiMdaneHonarieo Ta/abo
HaOpsKOM 0o0nuyyYs. IHII KITiHiYHI TPOSBY MOXKYTb BKJII0YaTH relaTUT, HepPUT, TeMaToJIOTiuHi
BigXuIIeHHS, MioKapauT abo mio3uT. IHogi cumnTomu DRESS-cuaapoMy MOXKYTh OyTH IOHIOHUME [0
rocTpoi BipycHol iHdek1ii. YacTo nmpucyTHS eo3uHO0dinis. OCKiNbKY Liel CUHAPOM Ma€ Pi3Hi MPosiBY,
MOXKYTh OyTH ypazKeHi ¥ iHII cucTeMu opraHiB. BakiIuBo 3a3HAYUTH, 1[0 MOKJIUBI paHHI TPOsSIBU
rinepyyTNMBOCTI, TaKi SIK IiABUINIEHHS TeMIiepaTypu abo nimMmbanmeHomnaTisi, HaBiTh 6€3 BUOUMOTO
BUCHUITY. fKINO Taki 03HaKM a00 CUMIITOMHU CIIOCTEPIraloThCs, CNIif] MPUIUHUTH 3aCTOCYBaHHS
npenaparty Llene6pekc® Ta HeraifHO 0OCTEXUTHU MAIliEHTa.

TokcuyHicmb 0415 naooa.

ITepeduacHe 3akpummas apmepiasnvHoi npomoku y naoda. Ciip yHukKaTu 3actocyBanHs HII3II,
BKJIIOUaloun npenapart Llene6pekc®, BariTHUM KiHkaM npu6nu3Ho 3 30-T0 TUXKHS BaTiTHOCTI Ta
misHime. HII3II, Bkmoyatoun npenapaT Llene6pekc®, 36ibIIyI0Ts PU3KK I€PEAYACHOT0 3aKPUTTS
apTepianbHOI MIPOTOKY Y IIJIOfa IPUOIM3HO Ha LIbOMY TePMiHi BariTHOCTI.

Onie02i0pamHioH/ HUpKosa HedocmamHicme y HoBoHapooceHux. 3actocyBanHsa HII3II, Bkmogyaroun
npenapar Llene6pexc”, mpu6au3HO 3 20-T0 THKHS BariTHOCTI MOXKe CIPHYMHUTH IIOPYLICHHS
GYHKIII HUPOK V IIJTofa, I0 MPU3BOAUTE A0 OJIrorigpaMHiOHY Ta B OesIKUX BUIIaAKaX - N0 HUPKOBOI
He[0OCTaTHOCTI Y HOBOHapPOXKeHuUX. L]i HeCIPUSTINBI HACIIAKYU CIIOCTEPIraloThCSA B CEPEIHLOMY
yepes KinbKa AHiB ab0 KinbKa TUXKHIB JIIKyBaHHS, X04a HEe4aCTO MOBiOMIISITIOCS PO OJIirorifpaMHioH
BXe yepes 48 roguH micnsa novyatky npuiiomy HII3II. OmnirorigpaMHiOH 4acTo, aje He 3aBX[HU, €
000pPOTHUM IIiCJISI NPUNUHEHHS JTiKyBaHHS. YCKJIa[IHEHHS TPUBAJIOTO OJIiroTigpaMHiOHy MOXKYTE,
HaIlpUKJIa[, BKJIIOYATA KOHTPAKTYPU KIiHIIBOK Ta 3aTPUMKY [NO3PIBaHHA JIereHb. Y nesgKuX BUIIagKax
MiCIISIPEECTPAIINHOT0 3aCTOCYBAHHS MOPYIIEHHS (QYHKIII HUPOK Y HOBOHAPOAXKEHUX MOTpeOyBanu
iHBa3MBHUX IPOLEAYP, TaKUX sIK 00MiHHa TpaHcdy3is abo miamia.

Axuro nikyBanus HII3II HeoOxigHe mpubau3Ho Mixk 20-M Ta 30-M TUXKHSIMHU BariTHOCTI, CIIif
0OMeXHUTH 3aCTOCyBaHHs npenapaTy Llenebpekc” 0o HaiHIXKY0I epeKTUBHOI 03K Ta SKOMOTa
KOPOTILOI TpUBaIOCTi. CIlif PO3TISHYTH MOXKJIUBICTh yIbTPa3BYKOBOT0 MOHITOPUHTY aMHIOTAYHOL
pifuHY, 9KINO JiKyBaHHA npenapatoM Llene6pekc’ tpusae Ginbme 48 rogun. Cif IPUITHHATH
npuiioM npenapaty Llene6pekc” y pasi po3BUTKY OJIrorifpaMHiOHy i IPOJOBXUTH CIIOCTEPEKEeHHS
BiAITIOBigHO [0 KJTiHiYHOI IPaKTUKM (OUB. PO3[in «3aCTOCYBaHHS y Iepiof] BariTHOCTI abo romyBaHHS
TPYLLIO»).

I'emamosoziyHa mokcuvyHicmy. Y TalieHTiB, sKi 3acTocoByioTh HII3II, Oynu 3apeecTpoBaHi BUIagKH
aHemil. Lle Moxke OyTu 3yMOBJIEHO IPUX0BaHOI0 ab0 3HAYHOIO BTPATOI0 KPOBi, 3aTPUMKOIO pPifuHu abo
BIIMBOM Ha €PUTPOII0E3, KUY Ile ITOBHICTIO He OMMCaHO. AKINO y mallieHTa IIpXA 3aCTOCyBaHHI
npenapaty llene6pekc® npucyTHi 6yabp-Ki 03HaKK ab0 CAMITOMH aHeMil, CJIif 3MiliCHIOBaTH
MOHITOPUHT PiBHS reMorio0iHy a0o IoKa3HWKa reMaTOKPUTY.



Y KOHTPOJIbOBAHUX KITiHIYHUX OOCIIKEHHSIX YaCTOTa BUMaAKiB aHeMii ctaHoBuima 0,6 % mpu
3acTocyBaHHi npenaparty Llene6pexc® Ta 0,4 % mpu 3acTocyBaHHi IIane6o. Y mallieHTiB, gKi
IIPOXOAATH TPUBAIKI KypC JiKyBaHHA mpenapatoM Llenebpekc®, HeoOXifHO KOHTPOIIOBATH PiBEHb
reMorno0iHy abo reMaTOKPHUT, SIKIO B HUX CIIOCTePiraroThCs Oyab-sAKi 03HAKU ab0 CUMIITOMM aHeMil
YY BTPaTU KPOBI.

HII3TI, y Tomy uuchi Ilene6pekc®, MOXKyTh HiABUIIYBATH PU3KK BUHUKHEHHA KpoBoTed. Taki CymyTHi
(baxTopu SIK MOPYIIEeHHS 3ropTaHHsA KpoBi abo ofHOYaCHE 3aCTOCYBaHHS BaphapuHy, iHIIUX
AQHTHUKOATyJISHTIB, IPOTUTPOMOOIIMTAPHUX IIperapaTiB (HaIpuKiIaf acloipuHy), iHribiTopis
3BOPOTHOTO 3aXOIIJIEHHSI CEPOTOHIHY Ta iHTi0iTOPiB 3BOPOTHOT'O 3aXOIJIEHHS CEPOTOHIHY-
HOpemniHe(puHy, MOXKYTh MiABUINYBAaTH el pu3uk. Ciif 30iiCHIOBATH MOHITOPUHT CTaHy TaKUX
TallieHTiB IIOM0 MOSIBA 03HAK KPOBOTEUi (IUB. po3Ain «B3aeMopis 3 iHIMMMY TiKapCchKUMU 3acobaMu
Ta iHII BUOU B3aEMOMIN»).

MackyeaHHs 3anaseHHsa ma nidguweHol memnepamypu. ®apMakonoriyia akTUBHICTh IIpenapary
ITene6pexc®, 1o monArae y 3MeHIIeHH] 3alaleHHs Ta, MOXKIIMBO, Y 3HUKEHH] HigBUIeHO]
TeMIIePaTypH, MOXKe 3MEHIIUTY NPaKTU4YHY LiHHICTh OiarHOCTUYHUX O3HaK NIPU BUSIBJIEHHI iHDEKIIN.

MounimopuHe pe3yibmamis n1abopamopHux aHanizdig. OCKinbKY CepHO3Hi MITYHKOBO-KUIITKOBI
KPOBOTEYi, TellaTOTOKCUYHICTh Ta YpakKeHHS HAUPOK MOXKYTh BUHUKHYTH 0€3 MoIepenXKyBalbHIUX
CUMIITOMIB Ta O3HaK, CHif PO3TNIAHYTHA MOXKJIUBICTh MOHITOPUHTY CTaHY MAlll€HTIiB, SKi 3aCTOCOBYIOTh
HIT3II mpoTsroM TpuUBaioro mnepiogy 4acy. MoHiTOPHHT nepegdadae nepioguyHe BUKOHAHHS
3arayibHoOro Ta 6ioxiMiyHOTO aHami3iB KpoBi (quB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

Y KOHTPOJIbOBaHUX KITIHIYHUX OOCTIIXKEHHIX MiABUILIEHHS PiBHSA @30Ty C€YOBUHU KPOBi BUHMKAIIO
yacTillle y MalieHTiB, sKi npuiiManu LleneGpekc”, HiX y MalieHTiB, SKi oTpuMyBau miamne6o. e
BiIXUIEHHS Bil HOpMHU pe3yibTaTy 1ab0paToOpHOTO aHali3y TaK0XK CIOCTEpiraay y MallieHTiB, ki
IIPOTATOM LIUX HOCJIiIXKeHb OTPUMYBaJIM IIpernapaTy nopisHaHHA rpynu HIT3II. KiniyHa 3Ha4yIIicTh
IILOTO BiIXUJIeHHS Bifl HOpMU He OyJia BCTaHOBJIEHA.

[ucemiHogaHe 8HympiwHb0CyOUHHe 320pMAaHHA Kposi. OCKINIbKH IIifi 4aC 3aCTOCyBaHHA IIpernaparTy
Ilene6pekc® iCHye PU3NK BUHUKHEHHS [UCEMiHOBAHOTO BHYTPIIIHLOCYIMHHOTO 3rOPTaHHS KPOBi ¥
[iTel 3 CHCTEMHUMH MIPOSIBAMHU I0BEHITbHOTO PEBMaTOIDHOTO apTPHUTY, CIIif 3MifCHIOBATY MOHITOPUHT
CTaHy MallieHTiB 00 O3HAK i CUMIITOMIB IIOPYLIEHHS 3rOPTaHHs KPOBi a00 KpoBOTedi Ta
inbopMyBaTH mallieHTiB i ixHiX OMiKyHiB PO HEOOXiAHICTH TKOMOTA IIBUIIE TTOBIOMISATH IIPO MOSIBY
TaKUX CUMIITOMIB.

@epmubHicme. 3 OTJIANy Ha Te, 1o MexaHi3M faii HII3II (npenapary Liene6pekc”® y ToMy YrCIIi)
OII0CepenKOBaHUY IIpOCTarjIaHfuHaMy, 3aCTOCYBaHHSA LIUX IIpernaparTiB MoXe 3aTpUMYyBaTU YU
IIepPEeIIKOIXKaT! PO3PUBY GOJIiKyIa S€UYHUKA, 10 MOXKe OyTH ITOB’sI3aHO 3 TUMYAaCOBUM 0e3ITigasaM y
neskux KiHok. Ony0IiKoBaHi pe3ynbTaTi JOCTIXKeHb Ha TBapHHAaX II0Ka3aJjy, 110 3aCTOCYBaHHS
inribiTOpiB CMHTE3y MPOCTarlaHANHIB IOTEHI[INHO MOXKe ITOPYIIyBaTh OIIOCEPEIKOBAaHUN
IIpOCTarIaHOUHAME PO3puB (HOIIiKyIa, HeoOXimHUM oys OBYIIsIil. HeBenuKi qoCmigKeHHs V XKiHOK,
ki 3actocoByBanu HII3IT Takoxk MpogeMOHCTPYBaIu 000POTHY 3aTPUMKY OBYsLil. CIlif po3TIgHyTH
MOKJ/IMBICTh BinMinu HIT3II, y Tomy umcri npemnaparty Llene6pexc®, xKiHKaM, SKi MalOTh TPYLHOII 3
3a4aTrTsaM abo SIKi MPOXOAsTh 0OCTEXKEHHS 1010 Oe3Tigas.

3acTocyBaHHs y nIepioa BariTHOCTi abo rogyBaHHs I'Pyaalo.

BariTHiCcTb.



KniniuHI acnekmu.

3acrocysanns HII3II, Bkmovaroun npenapar Llene6pexc”®, Moxe CIPAYMHATH IepefdacHe 3aKpUTTS
apTepianbHOI IPOTOKY Y IIJIOfA Ta MOPYIIeHHS QYHKIiI HUPOK y TJIOAQ, 0 IPU3BOAUTH [0
OJIirorifpaMHiOHYy Ta B IeSKUX BUIAJKaX - 10 HUPKOBOI HEJOCTATHOCTI Y HOBOHAPOMXKeHUX. Yepes i
PU3MKH CIIif 00MexKyBaTH 03y Ta TPUBAIICTh 3aCTOCYBaHHs npenapaty Llene6pekc” mpubiIu3HO Mik
20-M i 30-M THXKHSIMK BariTHOCTI Ta YHUKATH 3aCTOCYBaHHs npenapaty Llene6pekc® mpubnusHo 3 30-
I'0 TUXKHS BariTHOCTI Ta Mi3Hile.

ITepeduacHe 3akpummas apmepiasnbHOi NPOMOoKU y na004a.

3acrocysanns HII3II, Bkmoyaroun npenapar Liene6pexc®, mpu6au3sHo 3 30-r0 THKHS BariTHOCTI Ta
ni3Himne 306iNbIIy€e PU3UK IepefdyacHOr0 3aKPUTTS apTepiajbHOL IPOTOKY Y IIJI0Ja.

Cnip yaukatu 3actocyBanus HII3IT xinkam npubau3Ho 3 30-ro TUKHS BariTHOCTI Ta Mi3Hille,
ockinbku HIT3TI, Bkmoyatouu mpemnapat Llenebpekc®, MOXYTh CIPUYUHATH ITepefdyacHe 3aKpPUTTS
apTepianpHOL IPOTOKHU y MJIOAA.

Oui2o02i0pamHioH/ HUPKOBa HEOOCMAMHICMb ) HOBOHAPOONHCEHUX.

3actocyBanHs HII3IT npu6nu3Ho 3 20-T0 TUKHS BaTriTHOCTI Ta mi3Hiule Oyio IOB’g3aHe i3 BUIlagKaMu
NOpYILIeHHS QyHKIiI HUPOK y IJIOfa, 1[0 IPU3BOOUTH JO ONIrOriApaMHIOHY, a B AeAKUX BUNaAKax - 10
HUPKOBOI HEJOCTATHOCTI Y HOBOHAPOLKEHUX.

L1i HecTIpUSATNNBI HACIiIKU CIIOCTEPIraloThCsl B CEPegHbOMY Yepe3 KifibKa OHiB a0 KibKa THUXKHIB
JIIKYBaHHS$, X04a ICHYIOTh He4YacCTi ITOBIMOMJIEHHS IIPO OJIrorifpaMHiOH BXe uyepe3 48 roguH micns
noyvaTKy nmpuiiomy HII3II. V 6araThox BUMagKax, ajie He 3aBKOM, 3MEHIIEeHHS KilTbKOCTi aMHIOTHYHOI
piguHYM 6yI0 THMYACOBUM Ta MUHAJIO IiCIIs MPUIIMHEHHS IPUIHOMY IIpenapary. IcHye oOMexeHa
KiJIbKiCTb TTOBimoMIeHb 1po 3acTocyBaHHS HII3II KiHKaM Ta nopylieHHS QYHKII HUPOK Y
HOBOHapoaXKeHUX 06e3 oJIirorinpaMHioHy, fesdkKi 3 Skux 0ynu HeoO0poTHUMHU. [lesiKi BUllafiKu
TOPYIIeHHs (YHKIlI HUPOK Y HOBOHAPOIXKEHUX MOTPe0yBaIH JIiIKyBaHHS i3 3aCTOCYBaHHIM
iHBa3MBHUX IIPOLENYP, TaKUX sIK 00MiHHa TpaHcdy3is abo miami3. MeTogosoriuyHi 0OMeXeHHS IUX
IiCNISIpeECTPALiMHUX [OCIIIXEHb Ta TOBIJOMJIEHD BKJIIOYAIOTh BiICYTHICTh KOHTPOIBHOI TPYIIH;
oOMexeHy iHpopMalliio o0 [03K, TPUBAJIOCTI Ta Yacy eKCIIO3HIlii Ipernapary; ogHO4YacHe
3aCTOCyBaHHS iHINNX JiKapchkux 3acobiB. L]i 00MexkeHHS NepeIKoaKaTh JOCTOBIpHiN OIiHII
PU3UKY HECTIPUSTIMBUX HACIIOKIB [JIs TIJI0[a Ta HOBOHAPOMIXKEHUX Mpu 3acTtocyBaHHi HII3IT ixHimM
MatepsM. Ockinbku omy06ikoBaHi maHi mpo 6e3meKy s HOBOHAPOAXKEHHUX CTOCYIOTHCS IIePeBakKHO
He[JOHOIIEHUX OiTe!, y3arajJlbHeHH IeBHUX IIOBIHOMJIEHUX PU3UKIB [JI9 JOHOIIEHUX HEMOBJIAT, SIKi
nignatotbes BBy HII3II yepes 3acToCcyBaHHSA MaTepi, € HEOOMHO3HAYHUM.

Ha migcTaBi faHuX, OTpUMaHUX IIifl 4aC CIIOCTEPEXKHUX AOCIIAKEHb, CTOCOBHO 1HIIUX IIOTEHILIMHUX
eMmOpioderanbHux pusukis 3actocyBanHs HII3II xkinkam npotsirom I a6o II TpumecTpiB BariTHOCTI He
MOXKHa 0yJ10 3p0OUTH OCTaTOUHUX BUCHOBKIB. Y PeNPOAYKTUBHUX OCTIIXKEHHSIX Ha TBAPHHAX
CIIoCTepirany BUmagku eMOpiodeTanbHOT0 IeTaJIbHOTO HACHiAKY Ta 306ibIIeHHS YaCTOTH PO3BUTKY
miadparmManbHOI TPUXKIi y IIYPiB, SKUM BBOIUIK 1eJI€KOKCUO IIIOOEHHO TEPOPAIbHO MIPOTITOM Iepiony
OpraHoreHe3y y m03ax, Io MpuOIu3HO B 6 pa3iB mepeBUIyBaIl MaKCHMaIbHY PEKOMEHIOBAHY J03Y
IJIST IIOMUHM, siKa cTaHOBUTDH 200 Mr 2 pasu Ha mo0y. Kpim Toro, CTpyKTYypHi mOpyIIeHHs (HaIpuKIan



nedekTy eperopoyiKy, 3poIeHHsT pedep, 3POIIeHHST CerMeHTa I'PYAuHU Ta fedopMallii CerMeHTiB
TPYOUHHU) CIIOCTEPIraau y KpoJliB, SKMM BBOTUIIH 11€JIEKOKCUO IMepopaibHO IPOTSATOM IIepiomy
OpraHoreHe3y y m03axX, SKi mpubau3HO0 B 2 pa3y IepeBUINyBaid MaKCUMAJIbHY PEKOMEHIOBAHY H03y
Oy noguHy. [ladi, oTprMaHi B fociigaxX Ha TBapyuHax, JeMOHCTPYIOTh BaXKJIUBY POJib
IIpOCTarIaHOUHIB y peryisllii MPpOHUKHOCTI CyAUH eHOOMeTpis, iMIiaHTanii 6;1acTOIUCT Ta
meruayanisatii. Y mociifkeHHSIX Ha TBapuHaX BBe[leHHS iHTi6iTOPiB CMHTE3y IpoCTariaHONHIB
HaIPUKJIIa[ 11eJIeKOKCUOy, TPU3BOIUIIO [0 MiIBUILIEHHS YaCTOTH IIpe- Ta MOCTIMITJIaHTallilHUX BTPAT.
Bigomo, 110 npocTariadAuHEU TaKOXK BifirpaloTh BaxKJIMBY POJIb Y PO3BUTKY HUPOK IIjiofa. B
omy6J1iKOBaHUX JOCITiIKeHHIX Ha TBapHHaX IOBIJOMIIANIOCS, 1[0 iHTiOiTOPU CHHTE3Y
IIpOCTarjlaHAKWHIB MOTiPIIYIOTh PO3BUTOK HUPOK IIPU 3aCTOCYBaHHI ¥ KJTiHIYHO 3HAUYIIUX [03aX.

Po3paxyHkoBuii (OHOBUM PU3NK 3HAYHUX YPOAKEHUX NedeKTiB i BUKUIHIB IS 3a3HaUYeHOl MOMYJISIil
HeBimoMui. YCi BariTHOCTI CyIIPOBOIXKYIOTECSI (POHOBUM PH3UKOM BPOIKEHUX Bajl PO3BUTKY,
BUKU[HIB a00 iHmuX HeOaxkaHUX HaACHiAKiB. ¥ 3aranbHiil nomynsunii CIIA po3paxyHKOBUHM (OHOBUIM
PU3UK CEPHO3HUX BPOOKEHUX Ball Ta BUKUOHIB TP KITIHIYHO BU3HaHIM BariTHOCTI CTAHOBUTS Bif 2 %
oo 4 % ta Big 15 % mo 20 % BigmmoBimHO.

Axmro mpuitom HIT3IT Heobximawui mpubau3Ho 3 20-r0 TUXKHS BariTHOCTI Ta mi3Hime, citig 00MeXuTH
3aCTOCYBaHHS HAWHMKYO0I0 e(h)eKTUBHOIO J03010 Ta SKOMOTra KOPOTIIOI TPUBAJIICTIO. AKIO TiKyBaHHS
npenapaTtoM llene6pekc® TpuBae moHay 48 TOMUH, CIIif] PO3TISHYTH MOX/IUBICT YILTPA3BYKOBOTO
MOHITOPUHTY Ha HaABHICTH OJIIrOriApaMHIOHY. fKIO CIIOCTEPIraeThCs OIIroriipaMHioH, CIIif
IPUIMHATH 3aCTOCYyBaHHs npenapaty Llene6pekc® Ta IpofoBXyBaTH JIiKyBaHHS BiIIOBITHO [0
K/TiHIYHOI TPaKTUKY (IUB. HUXK4Ye «]laHi, OTpUMaHi A7 JTIOOUHUY).

ITepetimu ma noaoau.

TocmifKeHs BIIMBY npenaparty Llene6pexc® Ha nmepeiiMu a6o IOJIOTH He IPOBOJUIHA. Y
mocrimkeHHSX Ha TBapuHax HII3II, BKIo4aoyu 1eJIeKOKCHO, iHTiOyI0Th CHHTEe3 IPOoCTarjiaHAnHIB,
CIIPUYUHSIOUM 3aTPUMKY TOJIOTIB Ta MigBUINYIOYM YaCTOTY MEPTBOHAPOAKEHHS.

LlaHi, ompumati 014 ar0duHu. HasiBHI faHi He fal0Th MOXKJIUBOCTI OLIHUTY HasBHICTh YU BiCyTHICTh
eMGpiodeTanbHOl TOKCHYHOCTI, II0B’13aH0] i3 3acTOCyBaHHAM mpenapaTy lleneGpekc’.

Brnus npenaparty llene6pekc® Ha nepe6ir mepeiiMiB Ta MOJIOTIB y BariTHUX XKiHOK HEBiTOMHUIA.

[laHi ompumaHi 048 maeapuH. llenekokcub y nepopanbHux mo3ax =150 mr/kr/go0y (IpubiusHo y 2
pasu BUllle eKCro3utlil gys moguuu mpu mpuiiomi 200 Mr aBivi Ha go0y 3a mokasHukoM AUC,-24)
CIIPUYUHSB MigBUIIEHY YaCTOTY OedeKTiB MiKIITyHOUKOBOI TePeropofky (pifKicHe SIBUILE) Ta 3MiHH
T71071a, TaKi SIK 3poleHHs pebep, 3polleHHs IPYOHUX KiCTOK Ta medopMallisi rpyaHOI KiCTKH, KOJK
KPOJIUKIB JTIKyBaJI IPOTSATOM YChOTO OpraHoreHe3y. [lo3o3anexHe 30iblIeHHS KiTbKOCTi
miadparManbHUX I'PUXK CIIOCTEPIrasocs Ipu IepopalbHOMY 3aCTOCYBaHHI 1[eJieKOKcuOy B mo3ax =30
Mr/Kr/mo0y (mpubnu3Ho B 6 pasiB Oinbie ekcro3utii moauay, Buxoasyu 3 AUC,-24 npu 3acToCyBaHHI
200 mr gBiui Ha HoOy Py PEBMATOINHOMY apTPUTIi) MPOTSATOM YChOTO IIePiofy OpraHoreHe3y y IIypiB.
Y mypiB BIIUB 11e71€KOKCUOY Mif Yac paHHBOTO eMOPiOHaIbHOT0 PO3BUTKY IIPHU3BOAMB 10
IOiMIIJTAaHTALiMHKX Ta IOCTIMIIaHTAI[ilHUX BTPAT IIPU epopaibHuX fo3ax =50 Mr/Kr/moby
(mpubnu3HO B 6 pasiB Ginbiue, HiXK y mopunu, Buxoasuu 3 AUCy-24 npu 3acTocyBanHi 200 Mr aBivi Ha
no0y [Jist peBMATOIIHOTO apTPUTY).

Llemekokcub He CIPUYMHSB 3aTPUMKH I10JIOTIB IIPHU ITepOpaJbHOMY 3aCTOCYBaHHI IIypaM y 4o3ax 0
100 mr/kr (mpuOnu3HO 7-KpaTHaA €KCIIO3UIlis IS MOOUHY 3a Moka3sHuKoM AUC,-24 mpu mputiomi 200



MT [Biui Ha mo0y). Brimus npenapaty LIEJIEBPEKC Ha noioru y BariTHUX XKiHOK HEBiIOMUU.

TongyBaHHA rPyOOio.

Heuucnenni gaHi Tppox omy06IikoBaHMX 3BiTiB CTOCYIOThCS 3aranoM 12 XKiHOK, SIKi TOgyBalu TPyIIo,
Ta CBi[9aTh PO HU3bKHMII BMiCT penapaTy llene6pekc” y rpymEoMy Mosori. Po3paxosaHa cepefHs
no6oBa mo3a Ay HeMOBATH cTaHOBMIa 10-40 MKr/Kr/mo0y, mo ckiagano MeHie 1 % Bif
TepaneBTUYHOL JO3HU [l JBOPIYHOL AUTHHY y IEpepaxyHKy Ha Macy Tiia. Y 3BiTi IPO ABOX HEMOBIIAT
BikoM 17 Ta 22 Micsi1li, IKuX rogyBajy I'PyAji0, He TTIOBiJOMIISIIN PO XKoHi mobiyHi peakiiii.

3acTocoByBati Llene6pekc” XiHKaM, sKi FOMYIOTh TPYAMIO, CIIif 3 06epexHicTo. KopucTs s
300POB’A 1 PO3BUTKY OUTHUHU Bifl TPYAHOI0 TOAYBaHHSA CJIif] OLIIHIOBATH IIOPIBHAHO 3 KJIIHIYHOIO
norpe6oo MaTepi B mpenaparti Llene6pexc®, a TakoX Oyab-IKUMY IOTEHI[IHHAMH H00iYHAMH
edekramu npenaparty Llene6pexc® a6o BIIMBOM OCHOBHOTO 3aXBOPIOBAHHS MaTepi Ha HEMOBIIS.

3damuicms eniueamu Ha weudKicmob peakuii npu KkepyeaHHi asmompaxHcnopmom a6o
iHwumMu mexaHizmamu.

Y pasi mosiBu Takux mMOGIYHUX peakiliii, SK 3alaMOpPOYeHHs, BePTUr0 a0 COHNIUBICTH, IpU
3aCTOCYBaHHI 11eIeKOKCUOY CIifl yHUKATH KepyBaHHS TPAHCIOPTHUMHU 3acobaMu Ta poboTH 3 iHIUMHU
MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

3azanvHi iHCMpPyKYii w,000 0o3yeaHHA. [lepen NIPUUHATTSAM PIllleHHS IIPO 3aCTOCYBaHHS IIHOT0
niKapchKOTro 3aco0y CIlif peTebHO 3BaXKUTH 04iKyBaHi IIOTEHIIIMHI IepeBaru Ta pU3UKY Bif
3acTocyBaHHd mpemnapary LleneGpekc” Ta pO3TISHYTH OOLILHICTE iHIIKMX BapiaHTiB miKyBaHHA. CIIif
3aCTOCOBYBaTH HalHUKYY e(DeKTUBHY 403y IpenapaTy NpOTATOM HalKOPOTLIOrO Iepiofy 3TigHo 3
METOIO JIiKyBaHHSI OKPEMOT0 TallieHTa (IuB. po3Min «OcoBIUBOCTI 3aCTOCYBAaHHSI»).

Le# npenapaT MOXHa IIpUMMaTH He3aJIe’kKHO Bifl IPUIOMY 1XKi.

Ocmeoapmpum. ITpu niKyBaHHI 0CTE0apPTPUTY 03a NpenapaTy cTaHoBUTL 200 MT Ha f00y
omHOPa30Bo a6o mo 100 Mr 2 pa3u Ha Ho0y.

PesmamoioHuti apmpum. I1pu nikyBaHHI peBMaTOIAHOTO apTPUTY f03a IIpenapaTy CTaHOBUTH Bif 100
no 200 Mr 2 pa3u Ha 00y.

AHKin03yr04ull cnoHOuaim. [I1s mMiKyBaHHS aHKiNIO3yH040ro CIIOHOUIITY fo00Ba [03a MmpernapaTy
ITene6pexc® cranoButh 200 MT, SIKy CIIifi IpUAMaTH ofpa3sy (mpuiioM 1 pa3 Ha f00y) abo gimuTH
(mpuiioM 2 pa3u Ha f00y). AKIIO IPOTATOM 6 THKHIB He CIIOCTEPITra€ThCS MTO3UTUBHOTO ePEKTY, HO3y
npemnapaty MoxHa 30inpumTy 0o 400 Mr Ha mo0y. AKINo TPoTSIroM 6 TUXKHIB He CIIOCTEPIraEThCS
edekTy mpu 3acTocyBaHHi npenapaty y go3i 400 mr Ha 100y, BiAIOBigb Ha JTiIKyBaHHS €
MaJIO¥MOBIPHO0, TOMY CJIiff PO3TJISHYTU ajlbTepPHATUBHI BapiaHTH JIiKyBaHHS.

KoHmpoab 20cmpo2o 60110 ma AiKky8aHHA nepeuHHoi ducmeHopei. [171s1 KOHTPOJTI0 TOCTPOTro 600 Ta
JiKyBaHHS MEPBUHHOI IUCMEHOPe] T0YaTKOBa A03a IIpenapaTy cTaHOBUTL 400 MT 3 HACTYIIHUM



3aCTOCyBaHHSM 0AaTKoBoI fo3u 200 Mr y mepiuil feHb y pa3i HeoOxigHOCTi. Y HacTynHi gHi
PeKoOMeH0BaHa [103a Ipemaparty ctaHoBUTh 200 Mr 2 pa3u Ha Ho0y y pa3i HeoOXigHOCT.

Ocob.uei 2pynu nayieHmis.

[TeyiHKOBA HEIOCTATHICTL. Y MAaIi€HTIB 3 MOPYIIeHHAM (QYHKIIil IeUYiHKK TOMIiPHOTO CTYIIeHS
TSIKKOCTi (Knac B 3a knacudgikanieio Yannma—I1'10) mo3y npemnapaty ciif 3MeHmuT Ha 50 %.
3acTocyBaHHS JIIKApCHKOro 3acoly Llenebpexc” y malieHTiB 3 TAKKUM HOPYLICHHAM QYHKII MediHKu
He PEKOMEH[YEThCS (OUB. Po3nin «OcoOIUBOCTI 3aCTOCYBaHHS»).

HupKoBa HEIOCTATHICTh. V MAIiEHTIB 3 TAKKUM MOPYLUIEHHSIM (YHKIIii HIPOK 3aCTOCYBaHHS
niKapceKoro 3aco0y LleneGpekc® He PEKOMEHIYEThCS (IUB. po3xin «OCOGIMBOCTI 3aCTOCYBAHHS»).

[MauieHTH 3 MoOBimbHUM MeTabosidaMoM cyOcTpartiB CYP2C9. [Topocnum maiieHTaM 3 BimoMuM a6o
IifI03pIOBaHUM YIIOBiTbHEHHAM MeTabomni3zmy cy6ctpaTie CYP2C9 Ha mifmcTaBi reHoTuny abo
TIOTIEPETHBOTO NOCBiNY 3acTocyBaHHs iHIIuX cy6cTpaTiB CYP2C9 (Takux 5K BapdapuH, GeHiToiH)
11eJIeKOKCHO CITifi 3aCTOCOBYBaTH, IIOYWHAIOYY 3 TIOJIOBMHY MiHiMabHOI peKOMEHJ0BaHOI JO3H.

[TarieHTaM 3 I0BEHITbHUM PEBMATOITHUM apTPUTOM Ta BifoMUM a0o0 IMMi03PI0BAaHKUM IOBiIIbHAM
MeTabomizmom cyocTpaTiB CYP2C9 ciif po3risiHyTH MOXK/IMBICTh 3aCTOCYBaHHS allbTePHATUBHOTO
JIiKyBaHHSA (OuB. po3ain «PapmMakoioriuyti BnacTuBoCTi. PapMakoreHOMIKa»).

[TarieHTH MITHLOrO BiKYy. [lalieHTH JIITHHOTO BiKy, IOPIBHAHO 3 MTAlliEHTaMU MOJIOALIOrO BiKy, MalOTh
OiNbIIMI PU3UK PO3BUTKY TaKUX CEPHO3HUX MOGIYHUX peakilili, acollilioBaHUX i3 3aCTOCYBaHHSIM
HIT3II, sk nobiuHi peakiii 3 60Ky ceplieBO-CYIUHHOI CUCTEMH, IITYHKOBO-KUIIIKOBOT'O TPAKTY Ta/abo
3 6OKY HUPOK.

fAkmio mepenbadyBaHa KOPUCTD IJIs MAIIiEHTIB JIITHBOTO BiKy € OiNbINOI0, HiXK MOTEHIMHI pU3UKHU, CITif
PO3TMOYKMHATH 3aCTOCYBaHHS IIpernapaTy 3 HaWHUKYO1 031 Ta MOHITOPUTU CTaH IallieHTa 010
PO3BUTKY IOOIYHUX peakiiil (quB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

[3 3arasbHOI KiJTbKOCTI MAIli€HTIB, SKi 3aCTOCOBYBaX I_[enereKC® V XOAi KJIIHIYHUX [OCIIiIXKEHb 10
BUXO[Y IIperapaTy Ha PUHOK, BiK Oinbine Hixk 3300 manieHTiB cTaHOBUB 65-74 POKH, IIPU LILOMY BiK
npubnu3no 1300 gomaTKoBuX mallieHTiB 6yB Bif 75 pokiB. CyTTEBUX BigMIiHHOCTEM LI00
eekTUBHOCTI [714 11i€l KaTeropii maIfieHTiB Ta [JI4 Malli€eHTiB MOJIOMIIOrO BiKy BUSIBIIEHO He Oyno. ¥
KJTIHIYHUX [OCTIIXEHHSAX, ¥ X0l IKUX IOPiBHIOBAIX (PYHKIIi0 HUPOK (BU3HaYa/lIy 3a IIBUAKICTIO
KJIy004YKOBOI (inbTpaliil, a30TOM Ce4OBUHU KPOBi Ta KpeaTUHIHOM) Ta (PYHKI[iI0 TPDOMOOLIXTIB
(BM3HAYaNM 3a YaCOM KPOBOTEUi Ta arperaiieio TpoMOOIUTIB), He CIIOCTepirany Pi3HuUIl y
pe3ysnbTraTax s JoOPOBOJIBIIB JIITHEOTO BiKy Ta JOOPOBOJIBIIB MOJIOAIIOTO BiKy. [IpoTe, 1K i mpu
3actocyBaHHi iHmmx HII3II, y Tomy guchi Tux, gki Bubipkoso npurHiuyioTts L[OI'-2, y nepiop micns
BUXOMy IIperapaTy Ha PUHOK 0yyio0 Oinbllle CIIOHTAaHHUX MTOBiAOMJIEHD IIPO IIJTYHKOBO-KUIITKOBI MTOfii 3
JIeTaJIbHUM HAaCJIIKOM Ta [P0 TOCTPY HUPKOBY HEAOCTATHICTh V ITAIll€HTIB JIITHHOI'O BiKYy IIOPIBHSAHO 3
nalieHTaM{d MOJIOOIIOrO BiKy (IuB. po3aisn «Oco6IMBOCTI 3aCTOCYBAHHSI»).

Iimu. Llene6pexc®, kancynu no 200 Mr, He ITOKa3aHUU [JI 3aCTOCYBaHHSA OIiTSAM.

Ilepedo3yeanHns.

Cumnromu rocrporo nepenodyBanus HIT3II, ik mpaBuio, 00MeXYIOThCS JeTaprieio, COHIUBICTIO,



HY[O0TOI0, 6/1I0BaHHSAM Ta 00JieM B elliracTpabHil AiNISHII )KUBOTa i 3a3BUYall € 000POTHUMU IIpU
3aCTOCyBaHHI MigTpUMYyI04oi Tepamnil. Bynu 3apeecTpoBaHi BUNIagKy IIJTyHKOBO-KHIIIKOBOI KPOBOTEYi.
Y pigkicHux BunagKax OyIu 3apeecTpoBaHi apTepiaibHa rinepTeH3is, rocTpa HUPKOBa
HEeJOCTaTHICTh, IPUTHIYeHHS IUXaHHS Ta KoMa (IuB. po3pin «OcobIuBOCTI 3aCTOCYBAHHS»).

I[IpoTsAroM KIiHIYHKX HOCTIKeHb BUIAAKiB Iepefo3yBaHHs npenaparoM Llene6pekc® 3apeecTpoBaHo
He Oyro. ITicrg 3acTocyBaHHS Ipenaparty y go3ax mo 2400 Mr/go0y mpoTsaroM nepiony mo 10 gHiB y
12 marrieHTiB BUTaAKiB Cepio3HOI iIHTOKCHKAIIil 3apeecTpoBaHo He Oyno. IHpopMallis mpo MOXKIHUBICTE
BHBEMIeHHS I1eJIeKOKCUOY HIISXOM reMOofiai3y BigCyTHS, ajie, 3BaKalouy Ha BUCOKUM CTYITiHb
3B’s13yBaHH4A 3 OimKaMu Iy1a3Mu KpoBi (> 97 %), MoXKHA MPUITYCTUTH, 110 Oiaji3 Ipu mepeno3yBaHHi
Oyne HeeeKTHBHUM.

[Ticnsa nepengo3yBannst HII3II narienTamMm HeoOXigHO TPOBOAUTH CUMIITOMATUYHE Ta MiATPUMYIOYe
nikyBaHHs. CrieliambHi aHTUROTH BigcyTHi. CIIif po3riIsSHYTH MOXKIUBICTh BUKJIUKATH OII0BAHHS
Ta/abo 3acTocyBaTu akTuBOBaHe Byrims (60-100 r mist mopocnux, 1-2 r Ha 1 KT Macu Tina miTsam)
Ta/ab0 OCMOTUYHMM ITPOHOCHUY 3acib malfieHTaM, y IKUX MPOTATOM YOTUPHOX TONUH IiCIIs
3MilicCHEHHS iH €KIlil CTIOCTEePIraloThCs CUMIITOMH ITepPefo3yBaHHs, a TAKOXK IMAIliEHTaM 3 TSXKKUM
mepeno3yBaHHSAM (0o03a, 1o B 5-10 pasiB mepeBulllye peKOMeHA0BaHY [03Y).

dopcoBaHuil giypes, MiAMyXKyBaHHS cedi, reMopiani3 abo remMonepdy3is He 3aCTOCOBYIOThCS Yepe3
BUCOKe 3B’I3yBaHHS 3 Ginkamu.

IInst oTpuMaHHS HOOATKOBOI iHdopMallii Iofo JIiKyBaHHS Mepego3yBaHHs He00XiqHO 3BePHYTUCS OO
TOKCHUKOJIOTIYHOTO LIEHTPY.

ITo6iuni peakuii.

OCKinbKY KJTiHIYHI JOCTigKeHHs IPOBOASATHCS 3a AyXKe Pi3HUX YMOB, HaCTOTY BUHUKHEHHS I00IiYHUX
peaxiil y KJIiHIYHUX [OCHIIXKeHHSIX OMHOr0 IperapaTy He MOXHa 6e3mocepeqHbo MOPiBHIOBATH 3
II0OKa3HUKOM, OTPUMAHUM Y KJTiHIYHUX JOCTIiIKEHHSX IHIIIOT0 IpelaparTy, ¥ 049iKyBaTH TaKol K
YyacTOTH Ha npakTulli. OgHak iHdopmaris mpo mobiyHi peakiii mig yac KTiHIYHUX JOCTiAXKEHb
3abe3neyye OCHOBY IJIs1 BU3HAUEHHS MOOIYHUX peakiliid, 1110 MOXKYTh OYTH IIOB’I3aHUMU 3
BUKOPUCTAHHSAM IIpenapary, i AJid OTpUMaHHS IPUOIN3HUX TIOKa3HUKIB YaCTOTH.

I3 yCiX y9aCHUKIB KOHTPOJILOBaHMX KIiHIYHKX JOCIIKeHb 3aCTOCYBaHHS npenaparty Llene6pekc®,
SIKi TIPOBOMIMIIACS IO BUXOMY IIperapaTty Ha pUHOK, 61u3bK0 4250 mallieHTiB Maiu 0CTe0apTPHUT,
6mu3bpko 2100 malfieHTiB Manu peBMaTOigHUY apTPUT Ta 01u3bko 1050 malrieHTiB -
nicnsonepariinui 0inb. Binbiie Hik 8500 mallieHTiB 3aCTOCOBYBaIH ITene6pexc® y 3arajbHiu
no6ogi go3i 200 mr (100 Mr 2 pa3u Ha mo6y abo 200 mr 1 pa3 Ha go0y) abo Ginblle, y TOMY YUCITi
6inmbire 400 marmienTis - y mo3i 800 mr (400 Mr 2 pa3u Ha f00y). biaussko 3900 marieHTiB
3acTocoByBanu lleneGpekc” y 1ux fo3ax IpoTaroM 6 micaunis a6o 6imbme; mpubausao 2300 3 mux
TalliEHTiB 3aCTOCOBYBaAJM Ipenapat npoTsaroMm 1 poky abo Oinbie Ta 124 3 1ux malieHTiB
3aCTOCOBYBaJIM IIpelapaT MIpoTAroM 2 pokiB abo Girnblie.

KoHTponboBaHi JOCHIIKEHHS 3aCTOCYBaHHS IIpenapaTy O/ JIIKyBaHHSA apTPUTY, SKi IPOBOOUIN OO
BHXOQY IIpefapaTy Ha PUHOK.

Y Tabnumi 2 HaBegeHo yci mobiuHi peakirii, He3amexkHO Bifl MPUYUHHOTO 3B’SI3KY, 110 OyIu



3apeecTpoBaHi y = 2 % MAalLi€HTiB i 9ac 12 KOHTPOIL0BaHUX AOCTiXKeHb npenapary Llenebpexc®
3a y4acTIo MAalli€HTiB 3 0CTE0aPTPUTOM ab0 PEBMATOIIHUM apTPUTOM, 1[0 BKJIIOYaIN rpymy mnanebo
Ta/ab0 rpymy MO3UTUBHOT'0 KOHTPOJII0. OCKinmbKY I1i 12 mocmigKeHb Maju Pi3HY TPHUBAIICTh i 9ac
BIIJIUBY Ha IAIli€HTIB B IIUX AOCTIAXKEHHSAX Mir OyTH pi3HKM, ITpefcTaBjeHi y Tabnuili 2 BifcOTKOBI
IIOKa3HUKM He BigoOpazkaloTh CyMapHy YaCTOTY BUHUKHEHHS M00iYHUX peakKIiii.

Tabmnuig 2.

[ToGiuHi peaxiiil, 10 BUHMKA/K OibII HiX y 2 % HalieHTis, sKi npuiimany LleneGpekc®, min yac
KOHTPOJILOBaHUX JOCIIiA2KEeHb 3aCTOCYBaHHS IIpenapaTy Ojisd JIKyBaHHSA apTPUTY, SKi IPOBOOUIIACE IO
BUXOMy IIperapaTty Ha PUHOK.

IIEC  IInaueboHAII [IK® IBY
N=4146N=1864 N=1366N=387N=345
3 60Ky WAYHKOBO-KUWKOB020 MPAKMY

ITobiuHa peakujis

Binp y mnyHky 41% 28% 7,7% 9,0% 9,0%
Hiapes 56% 38% 53% 93% 58%
Hucnerncis 88% 62% 12,2% 10,9%12,8%
MeTteopusm 22% 1,0% 36% 41% 3,5%
Hynota 35% 42% 60% 34% 6,7%
Opeariam y yisomy

Binp y cniuHi 28% 36% 22% 26% 0,9%
[Mepudepuynuit HabpSIK 2,1% 1,1% 2,1% 1,0% 3,5%
TpaBMma, BUIagKOBa 2,9% 2,3% 3,0% 2,6% 3,2%
3 60Ky Hepeosoi cucmemu

3anaMOpOYEHHS 20% 1,7% 26% 1,3% 2,3%

l'onoBHui 6inb 15,8 % 20,2% 14,5% 15,50 %15,4%

3 60Ky ncuxiku

Besconns 23% 23% 29% 13% 14 %
3 6oky duxaabHoi cucmemu

dapuHriT 23% 1,1% 1,7% 16% 2,6%
Punir 20% 13% 24% 23% 06%
CuHyCHUT 50% 43% 40% 54% 58%
[Hdeknisa BepxHix guxanpHux mmaxiB 8,1 % 6,7% 99% 98% 9,9%
3 6oky wkipu

Bucunanus 22% 21% 21% 1,3% 1,2%

IIBC - Ilene6pexc® y mo3i 100-200 mr 2 pa3u Ha 1oy a6o y go3i 200 mr 1 pa3 Ha go06y;
HAII - HanpokceH y mo3i 500 Mr 2 pa3u Ha [006y;
OK® - muknodeHak y mo3i 75 Mr 2 pa3u Ha go0y;

IBY - i6ympoder y mo3i 800 mr 3 pa3u Ha go0y.

Y nnane60-KOHTPOIbOBAaHUX KITIHIYHUX [OCTIIXKEHHIX a00 JOCTimKeHHIX 3 aKTUBHIUM KOHTPOJIEM
YacTKa MallieHTiB, SKi IPUIUHUTIY JTiKyBaHHS yepe3 mobiuHi peakilii, craHoBuna 7,1 % y rpymi
3acToCyBaHHs npenaparty Llene6pexc® Ta 6,1 % y rpyni nnane6o. Cepes HaibiIbII TOMKMPEHUX
IPUYUH OJ15 IPUNUHEHHS JIiIKyBaHHS Yepes Mo06iuHi peakilil y rpynax MalfieHTiB, IKi 3aCTOCOBYBall
ITene6pexc®, 6y pucrnencis ta 6inb y xuBorTi (0,8 % ta 0,7 % BigmosigHo). Ceper Nalli€HTiB, AKi
oTpumMmyBanu miane6o, 0,6 % IpUIUHUIK HOT0 MpUioM Yyepe3 auctuerciio, a 0,6 % - yepes 6inb y
JKUBOTI.



Huxxue3asHaueHi mobiuni peakiril 6ynu 3apeectpoBati y 0,1-1,9 % mnaiieHTiB, siKi 3aCTOCOBYBaIH
ITene6pexc® (100-200 mr 2 pas3u Ha moly a6o 200 mr 1 pa3s Ha mo0y).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMYy: 3aIl0p, IUBEPTUKYIIT, mucdaris, Bimpuxkka, e3odarit,
TaCTPUT, TaCTPOEHTEPHUT, TacTpoe3odareanbHuil pedIiiokc, reMOPOH, XiaTalbHa rpuxkKa, MeJieHa,
CYXiCTh y POTi, CTOMaTUT, TeHe3MHU, OJTIOBaHHS.

3 60Ky cepueso-cyOuHHOI cucmemu: TIOTipiIeHHS epebiry apTepianbHOi rinepTeHsii, cTeHoKapHis,
imemiuHa xBopoba cepirs, iHpapKT MioKapaa, cepleBa HEIOCTATHICTE.

3azanvHi po3aadu: peakllii rimepuyyTIMBOCTI, anepriudi peakirii, 6ib y rpyasx, Kicta (6e3 mogaTKOBUX
YTO4YHEHb), FeHepasli3oBaHui HAOPSIK, HAOPSK 00IuYYs, MiIBUIIeHA BTOM/IIOBAHICTh, rapsiyka,
IPUIIIUBY, IPUIONONiIOHI cuMnToMHU, Oinb, mepudepuunuil 6inb, nepudepuynuil HabPSK / 3aTPUMKaA
pimuHuU.

3 60Ky ueHmpaabHOi ma nepugepuyHoi Hepeoeoi cucmemu: CyoOMH HiT, TiIEPTOHIs, TimecTesis,
MIrpeHb, IapecTesis, BEPTUTO.

Po3aadu cayxy ma secmuby1ipH020 anapamy: TIyX0Ta, LIyM y ByXax.

ITopyweHHsA yacmomu cepuyesux CKOpoyeHb ma cepueao20 pummy: BifuyTTs cepLebOuTTs,
Taxikapmis.

3 60Ky neviHKU ma H#084YHO20 Mixypa: MigBUIIEHHS PiBHIB IeYiHKOBUX (EPMEHTIB (Y TOMY YHCITi
IigBUIIIEHHS PiBHIB acliapTaTTpaHCaMiHa3¥ Ta ajlaHIHTpaHCaMiHa3H).

MemabonaiyHi ma animeHmapHi po3.aadu: MiABUILIEHHS PiBHS a30TYy cedi, MigBUILIEHHS PiBHSA
KpeaTHH(OCOOKiIHa3U B KPOBI, TimepxoieCTepuHeMis, TinepriikeMis, TinokamieMis, TigBULIIeHHS
piBHS HeOITKOBOTO a30Ty, MigBUINIEHHS PiBHS KpeaTHHiIHY B KPOBi, MiABUINIEHHS PiBHS CEYOBUHU B
KPOBi, iABUIIEHHS PiBHSA JTy&KHOI pocdaTasu, 30imbIIeHHS MacH Tifna.

3 60Ky KicmKkogo-M’ 5130801 cucmemu: apTparisi, apTpo3, Mianris, CHHOBIT, TEHAUHIT.

3 6oky mpomboy,umis (kposomeva abo 320pmaHHA Kpoai): eKxiM0o3, HOCOBa KPOBOTEYa,
TPOMOOITUTEMIS.

3 60Ky ncuxiku: aHOPEKCisi, CTPUBOXKEHICTh, MiIBUIIIEHUH alleTUT, [eIPecis, HEPBO3HICTB,
COHJIUBICTS.

3 60Ky kposi: aHeMisl.

3 6oky duxaabHoi cucmemu: OpOHXIT, OPOHXOCIIA3M, TOCHUJIEHHST OPOHX0CIIa3My, Kalllesb, 3aJUIIKa,
JIAPUHTIT, THEBMOHIS.

3 6oky wKipu ma ii npudamkie: anomelis, IePMaTUT, Peakilii GoToUyTIuBOCTi, CBepOixXK,
epuTeMaTO3Hi BUCUIIaHHS, MaKyJIO-IIallyJIb03Hi BUCUIIaHHS, 3aXBOPIOBaHHS IIKIpH, CYXICTh LIKIpH,
IiBUINEHA IiTINBICTh, KPOIIMB' THKA.

Po3nadu 8 micyi 3acmocy8aHHA: IaHIKYJIiT, KOHTaKTHUAN JepPMaTHT.

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



Huxxuye3a3HauyeHi cepiio3Hi no6iuHi peakilii (IpUYMHHUY 3B’30K HE OIiHIOBABCS) OyIu
3apeecTpoBaHi y < 0,1 % mamieHTis.

3 60Ky cepueso-cyOuHHOI cucmeMu: HEITPUTOMHICTD, 3aCTiliHa ceplieBa HeMOCTATHICTD, GiOpusIis
IIJTYHOYKiB, TpoM6G0eMO0JIist IereHeBoi apTepil, rocTpe MopyIIeHHSI MO3KOBOTO KPOBOOOiry,
nepudepuyHa raHrpeHa, TpomoodaesiT.

3 60Ky WAYHKOBO-KUWKOB020 MPpaKmy: KpoBOTeYa 3 IITYHKOBO-KUIITKOBOTO TPAKTY, BUpa3Ka
MBAaHAMITAIIAJIOI KUIITKY, BUPa3Ka IIIYHKY, BUPa3Ka CTPABOXOMY, BUPa3kKa KUIIEYHUKA, BUPa3Ka
TOBCTOI KMIIKY, HETIPOXigHICTh KUIIIEYHUKY, TIepdopallis KUAIIKY, IITyHKOBO-KUIITKOBA KPOBOTEYa,
KOJIiT 3 KPOBOTEUe, Iepdopallis CTpaBOXOAy, MAHKPEeaTHT, KUITKOBAa HEMTPOXiHICTb.

3azanbHi po3aadu: CENCUc, ParnToOBUY JTeTaTbHUM HACIIOK.
3 60Ky neviHKU ma H#084YHO20 Mixypa: XOmnemiTia3.
3 6oky kpoei ma aimpamuyHoi cucmemu: TPOMOOITUTOIIEHiS.

3 60Ky Hepeosoi cucmemu: aTakcis, cyiuup (IuB. po3min «B3aemopisa 3 iHIKUMMY JTiKapCbKUMU
3acobaMu Ta iHIIi BUOY B3AEMOTIN»).

3 60Ky HUPOK: TOCTPa HUPKOBA HEIOCTATHICTh.

LochmigKeHHs EOBI"OCTQOKOBOi 6e3neYHOCTi 3aCTOCYBAHHA HGJ’IGKOKCHGQ ond J'IiKyBaHHH dPTPUTY.

I'emamosoziuHi po3sadu. YacToTa BUMAAKIB KITIHIYHO 3HAUYIIOTO 3HUXKEHHS PiBHS reMoriobiny
(> 2 r/mm) Gyna HEXK4a y HAL€HTIB, SKi 3acTocoByBanu Llenebpexc® y nosi 400 Mr 2 pasu Ha go0y
(0,5 %), mopiBHSIHO 3 TalliEHTaMH, SKi 3aCTOCOBYBau OuKIodeHakK y 0o3i 75 Mr 2 pa3u Ha go0y
(1,3 %) abo ibympoden y mo3i 800 mr 3 pa3u Ha 0oy (1,9 %). Taka MeHIIIa YacTOTa peakiliii mpu
3acTocyBaHHi npenapaty Llene6pekc® 306epiranacs sK Ha TJIi IPUIOMy acIipuHy, Tak i 6e3 HbOro
(muB. po3pgin «dapmMakogrHAMIKa»).

ITpunuHeHHs 3acMOCY8AHHA npenapamy/ceptio3Hi nobiuHi peakuyii. CymMapHa 9aCTOTa IPUNUHEHHS
3aCToCyBaHHA npenaparty Llene6pekc®, nuknodpeHaky Ta ibympodeny yepes nobidHi peakuii 3a

9 micariB, po3paxoBaHa 3a MetogoM KamaHa — Matiepa, ctanoBumna 24 %, 29 % ta 26 % BignoBigHO.
YacToTa cepio3HUX MOGIYHUX peakiliii (To6TO TaKUX, 10 TPU3BOASTE [0 TocHiTanmizarlii abo
CTAQHOBJIATE 3arpo3y AJIS KUTTS MallieHTa, abo iHIKMM YMHOM SIBJISIOTH CO00I0 BaXKJIMBI MegUYHi
peaxliil), He3aJeKHO Biff IPUUYUHHOTO 3B’SI3KY, ¥ Pi3HUX AOCIiAXKYyBaHUX I'PyIlax Malli€eHTiB He
BimpisHsanacs (8 %, 7 % Tta 8 % BimmoBimHO).

[Tocnmig:KeHHS 3aCTOCYBaHHA IpenapaTy IPHU JiKYyBaHHI I0BEHITbHOTO PEBMATOIIHOIO0 apTPHUTY.

Y 12-TuXHEBOMY IIOABIMHO CIIIIOMY JOCTIAKEHHI 3 aKTUBHUM KOHTPOJIEM 242 MaIli€HTH 3
IOBEHITbHUM PEBMaTOIJHUM apTPUTOM BiKOM Bif 2 1o 17 poKiB 3acTOCOBYBa/M IeaeKokcub abo
HAIMPOKCEH; 77 Malli€eHTiB 3 IOBEHITbHUM PEBMATOIIHUM apPTPUTOM 3aCTOCOBYBAJIM 1IeIEKOKCHO YV mo3i
3 Mr/kr 2 pa3u Ha go0y, 82 malieHTH 3aCTOCOBYBaJM 1eIeKOKCUO y mo3i 6 MI/KT 2 pa3u Ha moby Ta
83 marrieHTH 3aCTOCOBYBa/IM HAMPOKCEH y 1031 7,5 MI/KT 2 pa3u Ha no0y. HaiinomupeHimumu
nobiyHrMu peakiisamu (3 5 %), 1110 peecTpyBajuCs Yy MallieHTiB, SKi 3aCTOCOBYBAJIHU I[eJIeKOKCUO, 0yu
roJIOBHUY 0iNlb, MigBUINEHHS TeMIepaTypH (rinepTepMis), Oiib y BepXHil YaCTHHI )KUBOTa, KallleJlb,
Ha30(apuHTiT, 67k ¥ XKUBOTI, HY[I0Ta, apTparis, giapes Ta 6moBaHHsS. HalmommpeHimuMu
nobiunuMu peakuiamu (3 5 %), 110 peECTPyBaANIUCA Y TAI[iEHTIB, SIKi 3aCTOCOBYBaJIX HAIIPOKCEH, OyIu
roJIoBHUY 0inb, HymoTa, O/II0BaHHS, MiABUIIIEHHS TeMIIepaTypH, 6inb ¥ BepxHill YaCTUHI KUBOTA,
miapes, Karenb, 6ifb ¥ JKMBOTI Ta 3amamMopodyeHHs (Tabmuis 3). ITig yac uporo 12-TuKHEBOTO



TIOMIBIMHO CJIIIIOTO JOCiIKeHH i3 3aCTOCYBaHHSIM I11eJIeKOKCUOY y mo3ax 3 Ta 6 MT/Kr 2 pa3u Ha goly
IIOPIBHAHO 3 HAIIPOKCEHOM LIKIJIMBOTO BIJIUBY Ha 3POCTaHHS Ta PO3BUTOK He ClocTepiranocs. Mix
rpynaMy JIiKyBaHHS He CIIOCTepiranay 3HadyIuX BiIMIHHOCTEX Yy KIJIPKOCTI KJIIHIYHUX 3aT0CTPEHb
yBeiTy ab0 CUCTEMHUX O3HaK I0BEHIJIbHOTO PEBMATOIHOTO apTPUTY.

Y 12-TuXHeBi BiIKPUTi PO3MUPEHiN (Pa3i onmcaHoro BUille MOABIMHO CIIIMOT0 OOCTiAXKEeHHS
202 marieHTy 3 I0BEHITbHUM PeBMAaTOIAHIM apTPUTOM 3aCTOCOBYBaIM I1eJIeKOKCUO y 7031 6 MT/KT
2 pa3u Ha go0y. YacToTa nobiyHuX peakilid 6ysa momgiOHO M0 MOKa3HUKA, OTPUMAHOTO IIif] 9ac
IIOMBIMHO CJIIIOTO OOCIIIXKEeHHs; He CIIOCTepiraay XKO0OHUX HeOUiKyBaHUX KIIIHIYHO 3HAYYIIUX
m0OiYHUX peaKili.

Tabnuus 3.

[To6iuHi peaxiiii, 110 BUHUKAIHU Y 3 5 % MallieHTiB 3 I0BEHiITPHUM PEBMATOITHUM apTPUTOM Y Oyab-sIKin
3 TPYII JTiKyBaHHS, PO3MOfiIeH] 3a CUCTEMHO-OPTaHHUMU KjacaMu (% Bif KiJIbKOCTI IAIli€HTIB 3
mOOIYHUMHY PEeakKIisiMHu).

K/1acu cucmeM i op2aHis Bci 0o3u 2 pasu Ha 006y
[Tenexkokcub  |[lenekokcub  |HanpokceH
3 Me/k2 6 mM2/Ke 7,5 me/ke N=83
IN=77 IN=82
Bynb-siKa peakuis 64 70 72
3 00Ky OpraHiB 30py 5 5 5
3 00Ky HIIIYHKOBO-KHUIIKOBOTO TPAKTY 26 24 36
Binb y KuBOTi 6€3 JOJaTKOBUX YTOUHEHb 4 7 7
Binb y BepXHill YaCTUHI XXUBOTA 8 6 10
brtoBaHHS 6€3 IONaTKOBUX YTOYHEHD 3 6 11
[liapes 6e3 [OMaTKOBUX YTOYHEHD 5 4 3
Hypota 7 4 11
3aranabHi po3nagu 13 11 18
[Tipekcia 8 9 11
[Hdexmil 25 20 27
Ha3zodapuHrit 5 6 5
TpaBMa Ta OTPY€EHHS 4 6 5
Pe3ynbTaTé 1a00paTOPHUX aHami3iB* 3 11 7
3 00Ky KiCTKOBO-M'SI30BOi CHCTEMU 8 10 17
ApTpanris 3 7 4
3 00Ky HEPBOBOI CHCTEMU 17 11 21
['onmoBHUM 6ifib 6€3 OOATKOBUX YTOYHEHD 13 10 16
3amamMopoyeHHs (3a BUHSITKOM BEPTHUTO) 1 1 7
3 00Ky muXabHOI CHCTEeMU 8 15 15
Ka1resnb 7 7 8
3 00Ky LIKipM Ta MigIIKipHUX TKAHUH 10 7 18

* BigxueHHs Bifl HOPMU pe3y/IbTaTiB Tab0paTOPHUX aHai3iB, SKi BKIIOYaAOTh: 30iMbIIeHUN
aKTUBOBaHMM YaCTKOBUYU TPOMOOIIaCTUHOBUI Yac, 6akTepiypito (6e3 JoOaTKOBUX YTOYHEHB),
MigBUIIEHUY piBeHb KpeaTUH(GOCHOKIHA3K B KPOBi, IO3UTUBHUM PE3YJIbTaT IIOCIiBY KPOBI, MiIBUIEHUN
piBeHb I'TIOKO3M B KPOBI, MiABUINEHUN apTepialbHUN TUCK, IiABUIIEHUN PiBeHb CEY0BOI KMCJIOTH B
KPOBi, 3HUKEHUY TeMaTOKPUT, HasABHICTb TeMaTypil, 3HUKEHUN piBeHb reMorIo0iHy, BifXuIeHHs Bif
HOpMHU 0ioXiMiYHMX ITOKa3HUKIB QYHKII nediHKky (6e3 HOmaTKOBUX YTOUHEHD), HASBHICTh MPOTEIHYPil,
IiBUIIEHHS PiBHS TpaHcaMiHa3 (6e3 JOOaTKOBUX YTOYHEHB), BIIXUIEHHS Bif HOPMU IIOKa3HUKIB
aHai3y cedi (6e3 JOOATKOBUX YTOYHEHB).



a1 JocHigKeHHs, Ki IPOBOOUIIN OO BUXOOY IpenapaTy Ha PUHOK.

- ITobivHi peakuii, 3apeecmposaHi y 00CAIOHCEHHAX AIKYBAHHSA AHKIN03YH04020 CNOHOUAIMY. 3aranoM
ITene6pexc® orpuMany 378 MalieHTiB y m1ane60-KOHTPOILOBAHMUX MOCIIKEHHSX i [OCIiKEeHHAX 3
aKTUBHUM KOHTPOJIEM JIIKyBaHHS aHKIJIO3yH04Y0ro CIIOHAWIITY. [JOCIiaXKyBaau 3aCTOCYBaHHS
npemnapary y po3ax fo 400 mr 1 pa3 Ha goOy. Tunu nobiyHMX peakxtiii, MPo SIKi MOBiTOMIISAIN B
MOCTiAKEHHSX JIIKyBaHHS aHKiI03yl040T0 CIOHAUIIITY, OyJIK MOJiOHMMH [0 THUX, TIPO SKi TOBiAOMIISIN
B OOCIiIXKEeHHSX JIiIKyBaHHS 0CTE0AaPTPUTY/PEBMATOITHOTO apPTPUTY.

- [Tob6iuHi peakuii, 3apeecmpogaHi y 00CAi0HCeHHAX 3HeO0A108AHHA MA AIKYBAHHA OUCMEHopei.
[Ipu6nusno 1700 nauieHTiB 3acTocoByBanu Llenebpekc” y mOCTifKeHHAX 3He00/I0BaHHS Ta
NMiKyBaHHS JUCMEHOPEl. Y MOCTimKeHHSIX 3 y4acTIo MallieHTiB 3 601eM BHACTIOK XipypriuHol
orepaliil B pOTOBil IOPOXKHKHI BCi y4aCHUKYN OTPUMaJIi Pa30By A0O3Y AOCIIAXKYBaHOTO IIpemnapary. Y
IOCTiMKEHHSX JIIKyBaHHS II€PBUHHOI UCcMeHopel Ta 60JII0 MicIsi OPTONeIUYHOT0 XipypriuHOro
BTPy4YaHHA NOCI[?KyBaJd 3acTOCyBaHHs npenapaty Llene6pekc® y go3ax go 600 mr/no6y. Tunu
no0iYHUX peakllil, IPo SKi MOBigOMIISIIYN B HOCTiAKEHHAX 3HE00II0OBAaHHS Ta JIiKyBaHHS OJUCMeHOpe],
Oynmu TaKUMU XK, K i Ti, TPo SIKi MOBIJOMIISIIN Y DOCTIIKEHHSIX apTPUTY. EOUHOIO HOOATKOBOIO
3apeeCcTPOBaHO0 MOOIYHOI0 PeaklIlielo y JoCTimKeHHIX 6010 mics XipyprivHoro OpTonefuyHOTO
BTPy4aHHS OyB a/JIbBEOJIAPHUM OCTUT IiC/Ig eKCTpakK1ii 3y0a (JTyHOUKOBHH IOCTEKCTPaKIIMHNM
AIbBEOJIIT).

HocnimxenHs PreSAP Ta mocmimkeHHs 3aCTOCYBaHHS I1eJIeKOKCUOY I TpodiTaKTHKK aIeHOMH.

ITobiuHi peakuii y doseocmpokosgux naay,e60-KoHMpPo1b08aAHUX O0CAIOHCEHHAX 3 NpoisakmuKu
noinis. Brnus npenaparty Llene6pexc® Ha Ialli€HTIB y DOCTIIKEHHI 3aCTOCYBAHHS I1€JIEKOKCUOY ISt
npodinakTuKu ageHoMu Ta gociigkeHHi PreSAP cranoBus 400-800 Mr Ha goOy IpOTATOM IIepiony [o
3 POKiB.

Iesiki mo6iyHi peakilil BUHMKaU y OilbIIOTO BiCOTKA MAIiEHTIB, HiXK Mif Yac JOCHiXKeHb IIpernaparty
0715 TiKyBaHHS apTPUTY, SIKi IPOBOAMUIIK [0 BUXOAY IIpernapaTy Ha PUHOK (TPUBAICTh IiKyBaHHS - IO
12 tTuxHiB). Y Tabnuni 4 HaBegeHo mo0iyHi peakiiii, sKi BUHMKAIN YacCTillle y MallieHTiB, SKi
3acTocoByBanu lleneGpekc” MOpiBHAHO 3 MaIlicHTaMH, sKi Opanu y4acThb B JOCIIKEHHAX Ipenapary
IJIS TIKyBaHHSI apTPUTY, 1110 Oy/Iu IPOBefieHi M0 BUXOAY IIpenapaTry Ha PUHOK.

Tabmuus 4

[TobiuHi peakyii Ilenebpekc” [11auebo

(8i0 400 0o 800 me Ha 0oby), N=2285[N=1303
[liapes 10,5 % 7,0 %
acTpoe3odareanbHa pedoKCHa 4,7 % 3,1 %
xBOpoOa
Hypota 6,8 % 5,3 %
brroBaHHS 3,2 % 2,1 %
3aguinka 2,8 % 1,6 %
ApTepiasibHa rinepTeH3sis 12,5 % 9,8 %
HedpomiTtia3 2,1 % 0,8 %

Huxxue3asHaueHi momaTKoBi mobiuHi peakii cioctepiranu y = 0,1 % Ta < 1 % marieHTis, sKi
3acTocoByBanu Llene6pexc®, 3 4acTOTOMW, 10 [epeBUIyBala YaCTOTy BUHUKHEHHS IIPY IPUAOMI
nane6o y JOBrOTPUBAJIUX HOCimXKeHHIX 3 mpodinakTuky mosmimis. I1po 1 mobiuni peakiii abo He



IIOBIAOMJISINIM TIifl YaC KOHTPOJIbOBAHUX AOCIIIAXKEHb IIpenapaTy Ojid JIiKyBaHHS apTPUTy, SKi
IIPOBOJMIIN 10 BUXOMY IIperapaTty Ha PUHOK, abo iX crmocTepirany 3 6ibIIo0 YacTOTOH Y TPUBAIUX
171a11e00-KOHTPOJIbOBAHUX JOCIMIKEeHHIX 3 TPOQiTaKTUKY TIOJIiMiB:

3 60Ky Hepeosoi cucmemu: ieMiYHUH iHCYJIBT.
3 60Ky opaaHie 30py: MOMYTHIHHS CKIOMOAIOHOTO Tijla, KDOBOBUJIUB Y KOH IOHKTHURY.
3 60Ky opaaHis cayxy ma pigHo8azu: MabipUHTHUT.

3 6oky cepus: HecTabinbHa CTeHOKapPAis, GyHKIiOHATbHA HEJOCTATHICTh a0PTAIbHOT'O KJlalaHa,
aTepocKyIepo3 KOpoHapHoOI apTepil, cuHycoBa OpaguKapmis, rimepTpodis MIyHOYKa.

3 60Ky cyOuH: TpoMO03 rTUOOKUX BEH.
3 60Ky penpodykmueHoi cucmemu ma MOA0YHUX 3d/103: KicTa S€YHUKA.

Pe3yavmamu nabopamopHux aHanisie: MigBUILIEHUN PiBEHDb KaJliio B KPOBI, MiBUIIIEHUN PiBEHb
HaTpil0 B KPOBI, MiABUII[EeHN PiBEHb TECTOCTEPOHY B KPOBI.

Tpasma, ompyeHHSA Ma YCKAAOHEHHSA Npouedyp: emiKOHIUIIT, PO3PUB CYXOXKUJIII.

IHoceid 3acmocysaHHs npenapamy nicas 8uxo0y HA PUHOK.

ITicna BUXofy Ha pUHOK mpemnapaTy Llene6pekc” Gynu BUABIEH] 3a3HaueHi HUXKYe T00IUHI peakiil.
OcCkinbKy PO 1Ii peakliii MoBimOMIA€TLCS Ha 0OOPOBINbHIA OCHOBI Bifl MOMYJIAIIil HEBiZOMOI1
YHCEJIbHOCTI, He 3aBXKIM MOXKHA JOCTOBIPHO OI[IHMTH IXHIO YaCTOTy a00 BCTAaHOBUTH IPUYUHHUN
3B’SI30K i3 BIIJTUBOM IIpemapary.

3 60Ky cepueso-cyOuHHOI cucmemu: BacKyJIiT, TpoM603 TTuO0KHUX BEH.
3azanvHi po3aadu: aHadinakToOIgHA PeakKilisi, aHTiIOHEeBPOTUYHUM HAOPSIK.

3 60Ky neviHKU ma H#084YHO20 Mixypd: HEKPO3 MEeYiHKH, TEMATUT, JKOBTSHHULIS, TIEYiHKOBa
He[IOCTATHICTh (iHOMi 3 TeTaTbHUMU HacJigKaMu a00 Taka, 110 BUMara€e TPaHCIIaHTallil IeYiHKY),
bynpMiHaHTHUY TemaTUT (iHOAI 3 NTeTalbHUMU HaclifKaMu), TeYiHKOBUY HEKPO3, X0JIeCTas,
XOJIeCTaTUYHUY remnaTur.

3 60Ky Kpoei ma AiMpamuyHOi cucmemMu: arpaHyJIONKUTO3, AalJIACTUYHA aHeMis, TaHIIUTOIeHis,
JIEUKOIIEeHis.

MemaboaiyHi po3aadu: rinormikeMis, TimoHaTpiemis.

3 60Ky Hepeoeoi cucmeMu: aCeITUUHUM MEHIHTIT, areB3is, aHOCMisl, BHYTPIIIHbOYEPETTHHH
KPOBOBWINB (BK/I0Yal04¥ JIeTaJIbHUYU BHYTPIIIHEOYEPEITHUN KPDOBOBUJIUB).

3 60Ky HUpPOK: iHTEpCTUIlianbHIM HEDPUT, TyOYIOiHTepCTULIIATbHUN HEDPUT, HEDPOTUYHUN
CHHIIPOM, TJIOMEPYIOHEDPUT i3 MiHIMaTbHUM YpaXKEeHHSIM.

3 6oky wkipu ma nidwKipHUX MKaHUH: MyIbTAUGQOPMHA epuTeMa, eKChOoTiaTUBHUM OePMATHT,
cuaapoM CriBeHca—[[2KOHCOHA, TOKCUUYHUU elifiepMaibHUN HEKPOJIi3, MeAuKaMeHTO3Hi BUCUIIaHHS 3
cuMnToMaMu eo3uHo(Pinii Ta cuctemaumu cumnromamu (DRESS-cunmpom), roctpuit



reHepasi30BaHUM eK3aHTeMATO3HUH MyCTYIb03, a TAKOXK (iKCOBAaHUN MEeIUKAMEHTO3HUN BHCHII.

[ToBimomneHHs mpo mob6iuHi peakilil micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle nae 3MOry IPOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JIiKapCchKOro 3aco0y. MeguuHUM Ta (apMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallienTaM abo ix
3aKOHHUM ITPeCTaBHUKAM CJIiT IOBiTOMJISITH IIPO YCi BUITAAKHK Mi03PI0BAaHUX MOOIYHUX Peakilii Ta
BiicyTHOCTI e(heKTHUBHOCTI JIiKapchKOTO 3aco0y Yyepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3
dbapMaKoHarIsaAy 3a nmocuiaHHgM: https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKHU.

YmMmoBH 30epirannsi. 30epiratu y HeJOCTYIIHOMY IJ1s giTel MicIi npu TeMmepaTypi He Buine 30 °C.

YnakoBka. ITo 10 karncyn y 6mictepi, mo 1 abo mo 2, abo mo 3 61icTepu y KapTOHHIM KOPOOIIi.

Kareropis Bignmycky. 3a perentom.

BupoOHHK.

[daiizep Mentobekuypunr [Hoiunenn I'm6X /

Pfizer Manufacturing Deutschland GmbH.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaAKeHHsI Tis/IbHOCTI.

MycBanbgans 1, 79108 ®paitbypr Im Bpaiicray, Himeyunsa /

Mooswaldallee 1, 79108 Freiburg Im Breisgau, Germany.


https://aisf.dec.gov.ua/

