IHCTPYKIIA
AJIS1 MEUYHOI'0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y

IEJEBPEKC®
(CELEBREX®)

Cknao:

ditoya peuosuna: NEIeKOKCHO;

1 karcyna mictutb 200 Mr eNIeKOKCHOY;

OONOMIDICHI ~ peduOo8uHu: JaKT03a, MOHOTIApAT, HATPI0 JAypwicyiab(ar; TOBIIOH; HATPIIO
KpOCKapMeJio3a; MarHito creapart; *keyaTuH; tutany faiokcun (E 171); menak; eraHosn 0e3BOAHMIA;
CIHPT i30MPOMUIOBUH; CIUPT OyTHIIOBWH; MPOTMUICHIIIKONb, aMiaKy pPO3YHH KOHIEHTPOBAaHUM;
3aniza okcuj xoBtHii (E 172).

Jlikapcbka ¢opma. Kancynu.

OcHnogni ¢hizuko-ximiuni énacmueocmi: TBEPIl KEJATUHOBI Karcynu (MICTATh TpaHyau Bij Oi1oro
70 Maibke OUI0TO KOJKopYy). butniit Hempo3opuit KOpmyc 3 30J0TUCTOI0 CMYTOI0, 10 MICTHTH OUTY
«200»; Oima Hempo3opa KpHIIKA 3 30JIOTUCTOI CMYrolo, Mo MICTHTh Outy «7767». KoxxHa
30JI0TUCTa CMYTa Maii’ke, ajie He MMOBHICTIO OOKPECIIIOE Karcymy.

dapMmakoTepaneBTHYHA rpyna.
[Mpotu3amaneHi Ta anTupeBMarnuHi 3acodu. Koxenon. Kog ATX MO1A HO1.

Dapmakonoiuni enacmueocmi.

Dapmaroouramixa.

Mexanizm _gaii. llenekokcn6 wmae 3HEOOMIOBaNbHI, NPOTHU3aNaNbHI Ta JKAPO3HIDKYBAIbHI
BIIACTHBOCTI. BBakaeThcs, 1m0 MexaHi3M aii npemapary 1lene6pexc® 1moB’s3aHmii 3 iHTIOYBaHHAM
CHUHTE3Y TMPOCTarlaHJWHIB, TEPEBAKHO IUIAXOM IHTIOyBaHHS IUKIOoOKcureHazu-2 (11OI72).
[{emekokcu® € MOTY)KHHM IHTIOITOpOM CcHHTE3y mpocTarianauHiB in vitro. Kowmenrparii
IEJIEKOKCHOY, K1 Oy JOCATHYTI ITiJ] Yac Tepartii, CIpUIuHsIIA eeKTH in VIVO.

[IpocTarnanauHu MiABUIIYIOTh YYTJIWBICTh a)ePEHTHUX HEPBIB Ta MOCHIIIOIOTH 0 OpaauKiHIHY,
CTUMYNIOIOYM Oulb, y MoOJENsX Ha TBapuHaX. I[IpocrarmaHauHu € MeniaTopamMu 3amnalieHHSs.
OCKUTbKH TEJIEKOKCHO € IHTIOITOPOM CHHTE3Y MpOCTarjaHAWuHIB, MEXaHI3M HOro Jii Moxe OyTh
3YMOBJICHUI 3HM)KEHHSM PIBHIB MPOCTArIAHIUHIB Y epru(PEepUUHUX TKaHUHAX.

dapMakoIMHAMIYH1 BJACTUBOCTI.

- TpomOouuty. Y KIHIYHUX JOCIHIDKEHHSAX 3 YYacTHO 3J0POBUX JIOOPOBOJIBIIIB 3aCTOCYBAHHS
npenapaty Llene6pexc® y pazoBux no3ax 1o 800 mMr Ta 6araTopa3oBux o3ax g0 600 mMr 2 pasu Ha
100y MmpoTsaroM mepiogy Ao 7 nHIB (110 MepeBUIlye pPEeKOMEHIOBaHI TepareBTUYHI J03U) He
BILTMBAJIO Ha 3MEHILIEHHs arperaiii TpoMOOLUTIB a00 MOJOBKEHHS Yacy 3ropTaHHs KpoBi. Uepes
BiZICYTHICTH BILTHBY Ha TpoMmOoiuTH Llene6pexc® He MOKHA 3aCTOCOBYBATH 5K 3aMIiHHMK acHipUHY
71st npoiTaKTHKK 3aXBOPIOBAHb CEPLEBO-CYAMHHOI cucTemu. Hepinomo, uu BrmBac ene6pexc®
Ha TpPOMOOLMTH MO0 MIABUINEHHS PU3UKY PO3BUTKY CEPHO3HUX CEpIEBO-CYIUHHHUX
TPOMOOTHYHUX TIOOIUHKX PeaKllii, HOB’A3aHMX i3 3aCTOCYBaHHAM npenapary Llenebpekc®.

- 3arpuMka pinuHu. [IpurHiuenHs cuHte3y npocrarinannuHy E2 (IIE2) moxe mpu3BOAUTH 10
3aTPUMKHU HaTpilO Ta BOJM 32 PaxyHOK 30UIbIIEeHHs peabcopOiii y BUCX1IHIN TOBCTIM YacTHHI T
I'eHnie MO3KOBOTO IIapy HHMPOK 1, MOKJIMBO, B IHIIMX CErMEHTaxX AMCTAIBHUX BIIALUIIB He(pOHY.
Beaxaetncs, mo [II'E2 npurniuye peabcopOuito Bou y 301ipHUX TpyOOUKax, MEPeLIKoKarouu il
aHTUJlyPETUYHOTO TOPMOHY.

DapmakoKkiHemuxa.

[loka3HUKK BIUIMBY LEIEKOKCHOY 30UIBIIYIOTHCS MNPHOIM3HO MPOMOPLIMHO J0 03  MiCIs
3actocyBanHa 200 mMr mpenapatry 2 pasu Ha A00y; NpPH BUIIMX JI033aX CHOCTEPIra€ThCsi MEHII
npornopiiiiHe 30UIbIIEHHS MOKa3HUKIB. llpemapar XapakTepu3yeTbes IIMPOKUM PO3MOJIUIOM Ta
BHCOKUM piBHEM 3B’si3yBaHH: 3 Outkamu. L{enexokcn6 meTabomizyerscs rogoBHUM ynHoM CYP2C9 3
nepioJoM HariBBUBEeHHS puOmu3Ho 11 roauH.




Ab6cop6uis. ITikoBi piBHI HeaeKkokcHOy y Imia3Mi KpOBi JOCSTalOThCS MPUOINM3HO Yepe3 3 TOAWHU
TICIIST TIepOpabHOTO 3acTocyBaHHs. [Ipu 3actocyBanHI npemapary Hatiie y 103i 10 200 mr 2 pasu
Ha 100y SK MakcuMaibHi piBHI npenapary y tiasmi KpoBi (Cmax), Tak 1 IUioma Imif
dapmakokineTnuHoro kpuBoro (AUC) mpuOIM3HO NPOMOPIIAHI 10 [O03M; NPU BUIIMX 033X
3HayeHHs Cmax Ta AUC 30inbinyroTbes cyOunmiHiiHO (auB. Hmx4e «BrumB mnpuiiomy Dxi»).
HocnimkenHs abcomoTHOI 6i0A0CTYIMHOCTI mpemapary He mnpoBoawiu. [Ipu OaratopazoBomy
3aCTOCYBAaHHI PIBHOB&KHUM CTaH JOCATAE€THCS HAa I'ATUH JeHb abo panime. dapmakoKiHETHUYHI
MapaMeTpu IeJIEKOKCUOY y TPyTIi 3J0pOBUX JOOPOBOJIBIIB HaBeaeHO y Tabmmii 1.

Ta6mums 1.
Kinetnka posmnoziny pazosoi 1031 (200 Mr) HeneKoKCHOY B 3J0POBHX J0OPOBOIBIIBY.

Cepenni (koedirieHT Bapiantii, %) 3Ha4eHHS (DapMaKOKIHETHYHUX [TapaMeTpiB
Cinax, Ho/M1 Tirex, 200 Edhexmuenuil tipp, 200 Vss/F, 1 CL/F, 1/200
705 (38) 2,8 (37) 11,2 (31) 429 (34) 27,7 (28)

1~ no6posonkIi micns 3acTocyBanHs npenapaty Hariie (N=36, 19-52 poxu)

Vss/F — 06’em po3noily B piBHOB&KHOMY CTaHi.
CL/F — muta3MoBHit KITipEHC.

- BroymB mpuifomy ixi. Ilpu 3actocyBanmi kamcyn mpemapaty llene6pexc® 3 Pxero 3 BHCOKHM
BMICTOM JKHpIB MIKOB1 PiBHI Mpenapary y mia3Mi KpoBl CIIOCTEPIralIUCh 13 3aTPUMKOI0 MPHUOIU3HO
Ha 1-2 roguawm 3 migBumeHHsIM 3arainbHoi adcop6iii (AUC) Bix 10 % mo 20 %. Ilpu 3actocyBaHHi
npernapary HaTie y 103ax nonaa 200 Mr crioctepiraerbest cyOmiHiliHe 301TbIIeHHs 3HaYeHb Cmax T
AUC, 110 moB’s13y10Th 3 HU3bKOIO PO3YNHHICTIO TIPETIapaTy y BOJHOMY CEPEIOBHIIIL.

OnHOYacHe 3acToCcyBaHHA npenapaty Llene6pexc® 3 aHTarMAaMu, MO MIiCTATH ATOMiHIi Ta MaTHi,
MPU3BOJAMIIO /10 3HMKEHHSI KOHLIEHTpALill 1EeIeKOKCHOY y IMia3Mi KpOBI 31 3HI)KEHHSIM MOKa3HHUKA
Crmax Ha 37 % Ta AUC Ha 10 %. Llene6pexc® y no3ax 1o 200 mr 2 pasu Ha 100y MOXKHA HPUAMATH
HE3JICKHO Bin npuiioMy bki. Iy mokpaimieHHss BCMOKTyBaHHS BUIIi 103 (400 Mr 2 pa3u Ha 100Y)
CIIJ] 3aCTOCOBYBATH PazoM 3 DKEIO.

VY 310pOBHX JOPOCIUX JOOPOBOJIBINB 3arajbHUl BIUIMB MPH crcTeMHOMY 3actocyBanHi (AUC)
IEJIEKOKCHOY HE BIAPI3HABCS TPH NPOKOBTYBaHHI KaIllCyJIW Ta IPH PO3BEIEHHI 1 BMICTY B
ss6myanoMy mrope. Ilicns mpuitoMmy BMICTY Karcyiu 3 sOTydHUM IIOPE HE CIOCTEPIralivd JKOTHUX
3HAYYIIUX 3MIH TOKa3HUKIB Cmax, Tmax @00 t1/2 (uB. po3aut «Crocid 3acTOCYBaHHS Ta JIO3W»).
Posmozin. ¥ 3m0poBux 100pOBOJIBIIIB MPH 3aCTOCYBaHHI B KIIIHIYHOMY Jliaria3oHi 703 IEIEKOKCHO
MaiiKe TOBHICTIO 3B SI3y€ThCs 3 Olnkamu (mpuoian3Ho Ha 97 %). JlocmimkeHHs in Vitro 10BOAATS, 110
L[EIEKOKCUO 3B’S3y€ThCS TOJOBHUM YMHOM 3 AIbOYMIHOM Ta MEHIIOI MIPOK — 3 01-KUCJIOTHUM
rimikonporeinoM. Bumumuii 06’eM po3nofily y cTaHi piBHOBaru CTaHOBUTH mpuOmm3HO 400 i1, 1m0
BKa3ye Ha IIMPOKUI pO3MOJUT mpenapary B TKaHMHaX. Llenexokcu® He IEeMOHCTpYE MEepeBaKHOTO
3B’SI3yBaHHS 3 EPUTPOLIUTAMHU.

Busenenns.

- Metabonizm. Metabo:mi3M 11eeKOKCHOyY TOJIOBHUM YMHOM 3iHCHIOEThCS 3a nornomoror CYP2CO.
VY mna3mi KpoBi Jr0AuHHU OyJI0 BHUSBICHO 3 MeTaOOMITH: NMEPBUHHUI CIIUPT, BIANOBiAHA KapOOHOBA
KHCTIOTa Ta 1i MIIOKYpOHiAHMM KOoH torat. L{i MeTabomiTi He MalOTh aKTUBHOCTI 100 1Hri0yBaHHS
LOTI™-1 a6o 11OI'-2.

- Exckperris. Ilenekokcn® BUBOIUTHCS TOJOBHMM YHMHOM IUISXOM IEYIHKOBOTO METadoIi3My Ta
JIMIIE HEBENMKA KUTbKicTh (MeHIme 3 %) He3MIiHEHOTro Mmpenapary BHBOIMTHCS 3 CCUCIO Ta KajoM.
[Ticnst mepopalbHOTO 3aCTOCYBAaHHS OJHOKPATHOI JO3U MperapaTy, MIYEHOTO paaioi30TOTOM,
6m13bK0 57 % 1031 BUBOAMIIOCH 3 KasloM 127 % — 13 ceuero. OCHOBHMM MeTa0OJIITOM Y ceui Ta Kai
Oyna xap6onoBa kucnota (73 % no3u), pU IbOMY B C€Yl TaKOK BUSBIISATIACS HEBEJIMKA KUIBKICTh
TIIIOKYpOHiny. BBaxaeTbes, 110 HU3bKa PO3YMHHICTH Mpenapary MOJI0OBKYeE mpoiec abcopOitii, Mo
pobuTh mepion HamiBBUBeACHHS (t12) OUThIn BapiabenbHUM. EdeKTHBHUI Mepio HaAMiBBUBEICHHS
CTaHOBUTH TpuOIM3HO 11 roauH 32 yMOB 3acToCyBaHHA HaTiie. KiipeHc mia3Mu KpoBi CTaHOBUTH
omuspko 500 mir/xB.

OxpeMmi rpymnu naIfi€eHTiB.

- IlarieHTH JITHHOTO BiKY. Y MAIli€HTIB JIITHHOTO BIKY (MOHAA 65 pOKiB) Y piBHOBaXXHOMY CTaH1 Cmax
Oyna Ha 40 % Buma i AUC — Ha 50 % BuIia MOPIBHSIHO 3 TAKMMHM Yy MAIIEHTIB MOJIOJIIOTO BIKYy. Y
KIHOK JIITHBOTO BIKY Cmax 1 AUC nenexokcuOy € BUIIMMHU, HDK y YOJIOBIKIB JIITHBOTO BIKY, ajie e
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MIABUIICHHS TMEPeBAXHO € HACTIIKOM MEHIIOI MacH Tila y JKIHOK. 3arajioM KOPHTYBaTH 03y
MaIie€HTaM JIITHBOTO BiKy He MOTpiOHO. OMHAK y MalieHTiB 3 Macoio Tita MeHme 50 Kr JiKyBaHHS
CIIJ PO3MOYMHATH 3 HAWMEHIIOT PeKOMEHIoBaHOi 103U (muB. po3ain «Crocid 3acTocyBaHHS Ta
TI031»).

- Jlitn. Y KIiHIYHOMY JIOCTDKEeHH] y 152 namieHTiB 3 10BEHUIBHUM PEBMATOIAHUM apTPUTOM BIKOM
Bix 2 no 17 pokiB Ta macoro Tima > 10 kr 3 ypaxeHHSM OJHOrO 4M 0OaraTtbox Cyrio0iB abo 3
CUCTEMHUMH TIPOSIBAMH IOBEHUIBHOTO PEBMATOITHOTO AapTPUTY OIIHIOBAIACH (PapMaKOKIHETHKA
PIBHOBXHOTO CTaHY IIICIISl 3aCTOCYBAHHS IIEJICKOKCHOY B €KCTICPUMEHTAIBHIN OpMi CyCTICH3IT ISt
MEPOPATHHOTO 3acTocyBaHHI. DapMaKOKIHETUYHUN TOMYJSIIIMHAN aHai3 MOKa3as, Mo KIIipeHc (He
CKOPUTOBAHHI 32 MAacCOI0 TiIa) MPHU MEPOPATLHOMY 3aCTOCYBaHHI IEJICKOKCHOY 3pOCTae MEHII HiX
MIPOTIOPIIHO /10 30UTBIIEHHS] MacH TiJia, IPUYOMY IPOTHO3YBAJIOCS, IO Y MAIi€HTIB 3 Macoto Tina 10
Ta 25 kr wriperc Oyxe mMeHmuM Ha 40 % Ta 24 % BIAMOBIAHO MOPIBHSHO 3 KIIPEHCOM Yy JOPOCIIOTO
TaIfi€eHTa 3 peBMaTOiTHUM apTPUTOM 3 Macoto Tia 70 Kr.

3acTocyBaHHS Karcyna meiekokcuOy mo S0 mr 2 pasu Ha 100y malrieHTaM 3 IOBEHUIBHUM
PEBMATOITHAM apTPUTOM 3 Macoro Tima > 12 ta <25kr Ta kamcyn mo 100 Mr mamieHTam 3
IOBCHUTBHIM PEBMATOITHUM apTPUTOM 3 Macor Tita >25kr Mae 3abe3nedynTd TMoJioHYy
KOHIIEHTPAIlII0 IEJIEKOKCHOY Yy Tuta3Mi KpoBi JO Ti€i, IO crocTepiraiacs I 4Yac KIIHIYHOTO
JOCHIKEHHS, B IKOMY OyJIO ITPOJIEMOHCTPOBAHO HE MEHIIY €(DEKTUBHICTH 1I€IEKOKCUOY MOPIBHSIHO 3
HaIpOKCEHOM y 7031 7,5 Mr/kr 2 pasu Ha m00y (nuB. po3aiut «Crocid 3acTOCYBaHHS Ta JIO3U»).
JlocimkeHb 3aCTOCYBaHHS 1I€JIEKOKCHOY MallieHTaM 3 I0BEHUIbHUM PEBMATOITHUM apTPUTOM BIKOM
70 2 pokiB ab0 macor Tuta MeHmie 10 Kr He MpOBOAWMIM 1 TaKOXX HE TPOBOJIWIN JIOCIIIKCHHS
TPUBAJIICTIO OUTbIIE 24 THXKHIB.

- PacoBa mpuHaNIeXKHICTh. 3a pe3yJbTaTaMH MeTaaHali3y (apMaKOKIHETUYHHX OCTIKEHb OyIio
3po6neHo mpumnyileHHs, mo nokasHuk AUC nenekokcuOy B MpeiCTaBHUKIB HErpoOiNHOI pacH Ha
40 % BUWIIUH, HDK y MPEICTaBHUKIB €BporeoinHoi pacu. [TosicHeHHs Ta KIiHIYHA 3HAYYIIICTh IHX
pe3ynbTaTiB HEBIIOMI.

- Iopymenns: pynkiii nedinku. DapMaKOKIHETHYHE JOCTI/HKEHHS 32 YYacTIO TAIiEHTIB 3 JIETKUM
(xmac A 3a kmacudikamiero Yainga—I1'10) Ta momipanm (kimac B 3a kmacudikariero Yaitnna—I1'10)
nopymeHassM  QyHkIii mediHku nokazano, 1mo AUC mnenekokcnOy B PIBHOBAKHOMY CTaHI1
niaBuiyetbess npubianzHo Ha 40 % ta 180 % BiANOBIIHO MOPIBHAHO 3 TAaKUM Yy 3J0POBUX
NI0GPOBOJIBIIB TPYITH KOHTPOM0. ToMy pekoMeHIoBaHy n000By mo3y mpemapary lLlene6pexc® B
Karcyaax Ciij 3MeHIIUTH npubin3Ho Ha 50 % npu 3acTocyBaHHI MaIlEHTaM 3 TOPYIIEHHAM (YHKIIIT
MEeYIHKK TIOMIPHOTO CTYMEeHs TshKKOCTI (Kimac B 3a knacudikamiero Yaitnma—I1'10).

- IlopymieHHs (GyHKIUI HHPOK. 3riHO 3 pe3yiabTaTaMU TepexpecHuX pochimkens, AUC
LIEJIEKOKCHOY y TMAaIli€eHTIB 3 XPOHIYHOK HHUPKOBOIO HEAOCTATHICTIO (IMIBHJKICTH KIyOOYKOBOI
¢unbrpanii 35-60 mu/xB) Oyna mpubmuzHo Ha 40 % MeHIIa, HDK Yy MAIiEHTIB 3 HOPMAaJbHOIO
(GYHKIIEI0 HUPOK. 3HAYYIIOTO 3B 53Ky MDK IIBHUIKICTIO KIIYOOUKOBOI (hibTpallii Ta KIIPEeHCOM
LIEJIEKOKCUOY BUSBIECHO HE OyII0.

Jlocnioocenus 83aemo0ii TiKapcoKux 3acoois.

JlocmipkeHHs N VItro cBim4ats, 1o 1eleKoKCcHo He € iHriditopom mutoxpomy P450 2C9, 2C19 abo
3A4. JlocmipkeHHs in VIVO IOKa3aiu, 10:

- Acnipud. ITpu 3acrocyBanni HII3II 3 acniipuHoM CTymiHb iX 3B’A3yBaHHS 3 OUIKaMM 3HM)KYBaBCH,
xoya kiipeHc He3B’si3aHoi ¢opmu HII3II He 3minroBaBcs. KiiHiyHa 3Ha4YymIicTh 1i€l B3aeMOJIli
HeBigoma. omo kminiyHO 3Hauymwmx B3aemonid HII3II 3 acmipunom nuB. po3ain «Bzaemomis 3
HIIMMH JTIKapCbKUMU 3ac00aMu Ta 1HII BUAU B3AEMOJTII.

- Ilpenaparu JjiTit0. Y IOCHIKEHH], K€ MPOBOJAMIIMN 3 YYacTIO 3JI0POBHX JOOpPOBOJIBIIIB, CEpeIH]
PIBHOBaXKHI pIiBHI JITiI0 Yy IUIa3Mi KpOB1 MigBHUILYBajUcs Npubau3Ho Ha 17 % y malieHTiB, sKi
3acTocoByBanu 450 Mr mpenapary IiTiro 2 pasu Ha 100y B kom6iHaii 3 mpenapartom IleneGpexc® y
1031 200 mr 2 pasu Ha 100y, MOPIBHSHO 3 THMH, XTO 3aCTOCOBYBAB TUIbKM Ipemnapar JIiTiio (JIUB.
po3ain «B3aemoist 3 IHITMMU JIIKAPCHKUMU 3aC00aMHU Ta 1HII BUIM B3a€MOIIN»).

- ®nykonazon. OmgHoYacHe 3acTocyBaHHs urykoHazony y 1031 200 mr 1 pa3 Ha 700y IpU3BOAUIIO JI0
JIBOKPATHOTO MIJABUIIEHHS KOHLEHTpalii LenekokcuOy y mia3Mi kpoBi. Take MiIBUIIEHHS €
HacliIKOM iHriOyBaHHA  (UIYKOHA30JI0M MeETa0oJi3My  LEJIEKOKCHOY, fKe 3IHCHIOETHCS
130depmentom P450 2C9 (muB. po3ain «B3aemomis 3 iHIIUMU JTIKApCHKUMU 3aC00aMU Ta 1HII BUIU
B3aEMO/TIIN).




- Inmmi sikapebki 3aco0u. Bynu mpoBeneHi HOCiiKeHHs IN VIVO 11040 BIUIMBY IIEJICKOKCHOY Ha
(dapMakoKiHeTUKY Ta/ab0 (apmakoguHaMIKy THi0OypHIy, KETOKOHA30Jy, METOTpeKcary (IHB.
po3ain «B3aemozist 3 HIIMMHU JTIKapChbKUMH 3aco0aMH Ta iHIII BHIM B3AaEMOAIN»), (QEHITOTHY Ta
TONOyTaMify, ajie KIIIHIYHO 3HAYYLINX B3a€MO/Iii BUABICHO HE OYII0.

Dapmaxozenomika. Y OKPeMHX MALIEHTIB 3 TEHETHYHUM MOJIMOP(iI3MOM (TOMO3ZHUTOTHICTIO 32
CYP2C9*2 Ta monimopdizmom CYP2C9*3) crocrepiraerscs 3umkeHHs aktuBHocTi CYP2CY, mio
NPU3BOIUTH /IO 3HIKECHHA (EPMEHTATUBHOI aKTUBHOCTI. OOMeXeHi aaHi, OmyOJikoBaHi Yy
JOTHUPHOX 3BITaX, SKi BKIFOYAIHU 3arajioM 8§ mamieHTiB, roMo3uroTaunx 3a CYP2C9*3/*3, mokazanm,
0 y UUX TMAali€HTIB CUCTEMHI piBHI LENeKOKCHOy Oymu B 3—7 pa3iB BUIIMMHU TOPIBHSHO 3
narientamu 3 reHotunamu CYP2C9*1/*1 ta *1/*3. dapmakokiHeTHKA LEIEKOKCHOY Y MAIlI€HTIB 3
iHmmMu momiMopdizsmamu CYP2C9, takumu sk *2, *5, *6, *9 rta*1l, me omiHroBamacs. 3a
pO3paxyHKaMH, 4aCTOTa TOMO3UTOTHOTO reHotuity *3/*3 cranosuts Bin 0,3 % mo 1,0 % s pizHux
eTHIYHHX rpyn (IuB. po3aut «Crocid 3acTOCYBaHHS Ta I03U»).

Y Xoni TMOABIAHO CIINOTO PpaHAOMI30BaHOTO KOHTposiboBaHoro pociimkenHs (PRECISION;
NCTO00346216) xommiekcHOT Oe3neku s CepLeBO-CYAMHHOI CHUCTEMH Yy Talll€eHTIB 13
ocreoaptpuToM (OA) Ta peBmaroinHuM aptputoM (PA) 13 cepreBo-CyTMHHUMU 3aXBOPIOBAHHSAMHU
ab0 BHCOKHMM PHU3UKOM iX PO3BUTKY HMOPIBHIOBABCS LIEJIEKOKCUO 13 HAIIPOKCEHOM Ta i0ympodeHoMm.
[TamienTn Oynu paHaOMI30BaH1 Ui OTpUMaHHS Mo4aTtkoBoi 103U 100 Mr nenexkokcuOy ABIYI Ha
100y, 600 mr i0ynpodeny Tpuui Ha 00y abo 375 Mr HampoKCeHy B4l Ha 100y 3 MOKJIHUBICTIO
30UTBIIIEHHS TO3W 32 HEOOXITHOCTI /IS JIIKYBaHHS 00JTIO.

Jlia ouiHoBaHHS He MeHIIoi edektuBHOCTI (80 %) excnepramu poOodoi Tpynmu AOCTIAHUKIB
anTuTpoMOoIMTapHux mnpenapaTiB (Antiplatelet Trialists’ Collaboration, APTC) Oyna Bu3HaueHa
nepBMHHA KOMOIHOBaHa KIHILIEBA TOYKa, IO BKJIOYala B cebe CMepTh 4epe3 CepleBO-CyAWHHI
3aXBOPIOBaHHS (BKJIIOYAIOUM CMEPTh BiJ KPOBOBWIMBIB), HeEJNETAJIbHUN 1H(GApKT Miokapjaa Ta
HeJIeTATBHUHN 1HCYJBT. Y CIM MaiieHTaM OyJio MPU3HAYCHO Y BIAKPUTOMY PEKHMI e30Mernpaso (20—
40 mr) six ractponpoTekTop. Panmomizairist B rpymnu JTiKyBaHHS Oyja cTpaTudikoBaHa 32 BUXITHUM
pPIBHEM 3aCTOCYBaHHSIM HU3BKHUX JI03 aCIIPUHY.

JlonatkoBo tpoBoauitocs 4-micsune gocmimpkenus (PRECISION-ABPM) aiist oriHIOBaHHS BILUTUBY
TPHOX BHIIE3a3HAYCHUX TPEMapaTiB Ha apTeplaIbHUN TUCK, BUMIPIOBAaHUH M1/ 9ac aMOyJIaTOPHOTO
MOHITOPHHTY.

enexokcn6 y mo3i 100 mr nBiui Ha 100y TOPIBHAHO 3 HAMpOKCEeHOM abo i0ympodeHoM y
BIIMOBIIHUX J03aX BIANOBiNaB MOMEPEIHLO BHU3HAYCHHM KPUTEPISIM HE MEHIIOT epEeKTUBHOCTI
(p < 0,001 mus He MeHIIOT €EKTHBHOCTI B 000X MOPIBHSIHHAX) [UIS BHIIE3a3HAY€HOT KOMOIHOBAaHOT
KiHIIEBOI TOUKH, Bu3HaueHoi APTC.

[Ipu anamizi momysAIii Mai€HTIB 3 TPU3HAYEHUM JTIKyBaHHSAM MPOTATOM 30 MICSAIiB CMEPTHICTD 3
ycix npuyuH craHoBuia 1,6 % y rpymi nenekokcuOy, 1,8 % y rpyni i0ynpodeny Tta 2,0 % y rpymi
HAIMPOKCEHY.

Ockinbku 30UTbIICHHS J03M IenekokcuOy a0 200 Mr aBidi Ha A00y BimOynocs y HOPIBHSHO
HEBEJIIMKOI YacTKM BiA 3arajibHOi KUIBKOCTI MAaIli€HTIB, M0 mpHiiManu Ienekokcub (5,8 %),
pesynbrat gociimkerass PRECISION He € npuitHATHUMU 171 BU3HAUEHHS BIAHOCHOT O€3MeKH st
CepLEeBO-CYINMHHOI CUCTEMHU 3aCTOCYBaHHS IefieKOKcuOy B 1031 200 Mr B4l Ha 100y MOPIBHSHO 3
10ynpodeHoM 1 HAMPOKCEHOM y BiAMOBIAHUX J03aX.

VY nonatkoBomy gociimkenHi PRECISION-ABPM 3a yuactio 444 naifieHTiB CTAHOM Ha Y€TBEPTHIH
MICSIIIb 3aCTOCYBaHHA IeJeKokcuOy B 1031 100 Mr aBiui Ha A00y 3HIDKYBAJIO CEpeIHBOA000BE
3HAYEHHS CHUCTOJIYHOTO apTepiaabHOro THcKy Ha 0,3 MM pT. CT., TOJI SIK 3aCTOCYBaHHs 10ynpodeHy
Ta HAIpOKCEHY y BIANOBIIHMX J03aX MIABHUIIYBAJIO CEpeAHbOJI00O0OBE 3HAYEHHS CUCTOIIYHOIO
aprepianibHOTO THCKY Ha 3,7 1 1,6 MM pt.cT. BianmoBiaHo. Lli 3MIHM NpPOJEMOHCTpPYBAIH
CTaTUCTMYHO Ta KIIHIYHO 3HAuymly pi3HUIO B 3,9 MM pT. cT. (p = 0,0009) mix 1enekokcubom ta
10ynpodeHoM 1 CTaTUCTUYHO He3Hauylly pi3HuUIio B 1,8 (p = 0,119) MM pT. CT. MK LEJIeKOKCHOOM
1 HAIPOKCEHOM.

KuiniuHi XapakTepucTHKH.
Ilokazanns.



JUisi CUMIITOMAaTHYHOTO JIKYBAaHHS OCTEOAPTPHUTY, PEBMATOITHOIO apTPUTy Ta aHKUIO3MBHOTO
CHOHAWIITY (AUB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

Jlis miKyBaHHSI TOCTPOTO OO0JIIO0 Y TOPOCIHX MAMI€HTIB (UB. po3ai1 «OcoOIUBOCTI 3aCTOCYBAHHS ).
Jyis miKyBaHHS IEPBUHHOT TUCMEHOpeET (IuB. po3aut « OCOOIMBOCTI 3aCTOCYBAHHSY).

Ilpomunokazauna.

Iene6pexc® MpoTHUTIOKA3aHMIA MALliEHTaM:

- 3 BIZIOMOIO TIMEPUYTIUBICTIO (HAIPHUKIIAA, aHA(pUIaKTUYHI peaKIlii Ta cepio3Hi MKIpHI peakilii) 10
1eJIeKOKCHOy a0o 10 Oyab-KMX KOMIIOHEHTIB JIIKapChKOro 3acoly (muB. po3ain «OcoOmuBoOCTi
3aCTOCYBAHHA»);

- 3 HasBHICTIO B aHaMmHe31 OpOHXialbHOI aCTMHM, BHIIAJKIB KPOIHWB’SHKM a00 IHIIUX peakiii
QJIEPriYHOTO THUIY MICHA 3acTocyBaHHs acmipuny abo iHmmx HII3II. ¥V Ttakux namieHTiB Oynm
3apeecTpoBaHl TOKKi, IHKOJM JieTanbHi, aHadimaktuyai peaknii wHa HII3IT (ouB. po3ain
«OcobIMBOCTI 3aCTOCYBaHHS»);

- Micisl TPOBEACHHS XIPYpPriuHOi omepainii 3 aopTOKOPOHApHOTO IIYHTYBaHHS (IUB. PO3ALT
«Oco06IMBOCTI 3aCTOCYBaHHS»);

- B SIKUX OYyJIM 3apeecTpOBaHI peakilii alepriyHoro TUMYy A0 cyiab(haHiIaMiIHUX Ipenaparis;

- 3 YCTAHOBJICHOIO IIEMIYHOI0 XBOPOOOIO Ceplis, 3aXBOPIOBAHHIMU NepudepuyHux aprepiid Ta/adbo
1epeOpOBACKYISIPHOIO XBOPOOOIO;

- 3 aKTUBHOIO MENTHYHOIO BUPA3KOI0 a00 MUTyHKOBO-KHITKOBOIO KPOBOTEUEIO;

- 3 pO3paxyHKOBHM KiIipeHcoM KpeaTuHiny < 30 Mi1/XB,;

- 13 3aCTiifHOIO cepiieBoto HenocTaTHICTIO (Kinac |1-1V 3a knacudikamiero NYHA);

- 13 TSDKKAM TIOpYIIEHHSAM (QYHKITIT TIediHKy (ambOyMiH y cHpoBaTtili KpoBi < 25 1/11 200 MoKa3HUK 3a
mikanoro Yaiinmga — [0 > 10).

B3aemooia 3 inwmumu nikapcoKumu 3acodoamu ma inuii 6uou 3acmooiil.

Jlixapcoki npenapamu, wo eénausaioms Ha 2emocmas. llenekokcu® Ta aHTHKOArylIsiHTH, TakKi sSK
Bap(dapuH, YMHATH CHHEPTIYHUIN eeKT Ha KpoBoTeul. OJHOYACHE 3aCTOCYBAaHHS IIEIEKOKCHOY Ta
AQHTUKOATYJISHTIB MIABUIIYE PU3HK BUHUKHEHHSI CEpHO3HOT KpOBOTEU1 MTOPIBHSIHO 13 3aCTOCYBAHHSIM
KOYKHOTO 3 IIUX MpenapariB 0KpeMo.

CepoTOHIH, SKHIl BUBUIBHSAETHCA TPOMOOIIMTAMHU, BIAITpA€ BaXJIUBY POJb Yy TEMOCTa3l.
JloCImiKEHHST TUITY «BUITAIOK-KOHTPOJIBY» Ta KOTOPTHI €MiJIeMIONIOTIYHI JOCIIHKEHHS MOKa3aju,
10 OJIHOYACHE 3aCTOCYBAHHSI JIIKAPCHKUX 3acO0iB, SIKI MEPEHIKOIKAIOTh 3BOPOTHOMY 3aXOIJICHHIO
ceporoniny, Ta HIT3II migBumrye pu3uk BUHUKHEHHS KpoBOTedl Oubie, Hik 3actrocyBanHs HIT3IT
SIK MOHOTEpaITii.

Cnin 31iCHIOBAaTH MOHITOPUHT CTaHy MAIlIEHTIB, sIKI OJHOYACHO 3aCTOCOBYIOTH L[ene6pel<c® Ta
AQHTUKOATYJSIHTH (Hampukiag BapdapwH), aHTUTPOMOOIMTApHI JIIKApChKI 3aco0M (HAmpHKIaa
acmipuH), CEJeKTHUBHI IHI1OITOPU 3BOPOTHOIO 3aXOIJICHHS CEPOTOHIHY Ta 1HTiOITOPU 3BOPOTHOTO
3aXOIUICHHS  CEpOTOHIHYy-HOpemiHedpHuHY, [I0J0 BHUHMKHEHHS KpoBOTeui (AMB. PO3ALI
«Oco06IMBOCTI 3aCTOCYBaHHSY).

Acnipun. KoHTpoJIbOBaH1 KIIIHIYHI JOCTIKEHHS MOKa3aiu, o onHoyacHe 3actocyBanus HII3II ta
acmipuHy y 7031, sfiKa BHUABIsE€ 3HEOONIOBAIBHUN €(QEeKT, HE 3YMOBIIOE KOJHOTO OUIBIIOro
TepaneBTHUHOro edekty, HbK 3actocyBaHHs HII3II oxpemo. VY KiIiHIYHOMY JOCIHIDKEHHI
onHoyacHe 3actocyBanHst HII3II 1 acnipyHy cynmpoBOJKYBaJIOCS 3HAUHUM MiJABUILEHHIM YacTOTH
noOIUHUX peakuid 3 00Ky HUTYHKOBO-KHMIIKOBOTO TPAKTy MOPIBHAHO 13 3actocyBaHHsM HII3IT
oKpeMo (uB. po3ai1 «OcoOIMBOCTI 3aCTOCYBAHHS»).

VY BOX MJOCHIKEHHSX 3 YYacTIO 3J0POBUX JOOPOBOJIBLIB Ta MHAIi€HTIB 3 OCTEOApTPUTOM 1
XPOHIYHMM 3aXBOPIOBAHHIM Ceplis BIAMOBIAHO OyJIO MPOJEMOHCTPOBAHO, IO IeNeKOKCHO (y 1031
200-400 mr/no0y) He BIUIMBAE Ha KapIiONpPOTEKTOPHY aHTUTPOMOOLUTAPHY Ail0 acHipuHy (y 1031
100-325 mr).

3asBuuaii He pPEKOMEHIyeTbCS OJHOYACHO 3acTocoByBaTH Llenebpexc® Ta acmipun vy
3HEOOIOBAIBHUX J103aX 4Yepe3 IMIJIBUIIEHUH pPHU3UK BHUHUKHEHHS KpOBOTEYl (JIUB. pPO3ALI
«OcobmuBocTi 3acTocyBaHHsA»). Llenebpexc® He MoXHA 3aCTOCOBYBATH 3aMiCTh aCHipUHY Y
HU3bKIH 1031 47151 TPOQIIaKTUKH 3aXBOPIOBAHB CEPIIEBO-CYIMHHOI CHCTEMH.



Ineibimopu  aneiomeHn3unnepemeoprosanvHozo  gepmenmy (AID), obrokamopu peyenmopisg
anciomenzuny ma f-aopenodonrokamopu. HII3IIT MOXyTh 3MEHINYBAaTH TINOTCH3UBHUH eQeKT
iHridiTopie AIID, G10KaTOPIB PEUENTOPIB AHTIOTEH3UHY a00 [-aIpeHo0IoKaTOpiB (Y TOMY YHCIi
MIPONPAHOJIONY).

Onnouacue 3actrocyBanHss HII3II 3 i#riditopamu AIl® abGo OrnokaropamMu penenTopiB
AHTIOTEH3WHY y MAIIEHTIB JITHHOTO BIKY, Y MAaIli€HTIB 31 3HEBOAHEHHSAM (y TOMY YHCJi BHACTIIOK
Tepanii JiypeTHKaMu), a TaKoXK y MAlli€HTIB 3 MOPYHUICHHAM pOOOTH HHUPOK MOXKE NMPHU3BECTH MO
noripirans QyHKIIT HUPOK, Y TOMY YHMCII 10 TOCTpOi HUPKOBOI HemoctatHOcTi. Lli edextn €
3a3BUYail 000POTHUMMU.

Ilpu ommHouyacHOMy 3acTocyBaHHI mpemapary Llene6pexc® Tta imribitopis AII®, 6Grokatopis
perenTopiB aHTIOTeH3UHY a00 B-aJpeHOOIOKATOPIB CIIiT 3IHCHIOBATH MOHITOPHHT apTepiaibHOTO
TUCKY, 1100 NMEPEKOHATUCS Y TOCITHEHHI HEOOXIAHOTO PIBHS apTEPIaIbHOTO THUCKY.

IIpu oxHOYacHOMYy 3acTocyBaHHi mpemapary Llene6pexc® Ta inri6iropis AII® a6o GrokaTopis
peLenTopiB aHTIOTEH3UHY B MAIIEHTIB JIITHHOTO BIKY Ta B 0Ci0 31 3HEBOJIHEHHSIM a00 NOPYLUICHHSIMU
(GyHKIIT HUPOK CIiA 3JIMCHIOBATH MOHITOPMHI LIOJI0 BUHMKHEHHS O3HAK MOTIpIIaHHS (QYHKIIT
HUPOK (IUB. po3al1 «OcoOIUBOCTI 3aCTOCYBAHHSD?).

[IpoTarom 0 JHOYACHOIO 3aCTOCYBAHHS IIUX JIIKAPCHKUX 3aCO0IB MallieHTaM CII1J1 B)KUBAaTH HAJICXKHY
KUIbKICTh piavHU. Ha modaTky o/lHOYacHOro 3aCTOCYBaHHS IMX IpenapaTiB Ta MEepIOJUYHO MICHs
LbOTO CJIiJ] MPOBOJUTH OLIHKY (YHKIIIT HUPOK.

Jiypemuxu. KniHi4H1 JOCTIPKEHHS, @ TAKOX CIIOCTEPEKEHHSI, IPOBECH1 MICIIA BUXOy Ipenapary
Ha PHUHOK, MoKazanu, mo y aeskux namieHtis HII3IT mMoxyTh 3HMKYBaTH HAaTpilypeTHUHY it0
MEeTJIbOBUX JAlypeTUKIB (Hampukiaa QypoceMiny) Ta AlypeTukiB rpynu TiasuaiB. Llelt edekr
nosicHioeThes 1HrioyBanHusaM HII3II cuntesy mpocrarnanavHiB y HUPKax.

V pasi ojHOUYacHOTO 3acTocyBaHHs mpemnapary Llenebpexc® 3 miypermkamm ciin croctepiraté 3a
CTAaHOM TIAINIEHTIB TIOJO TMOSBH O3HAK TOTIpIIaHHS (QYHKII HHUPOK, TPH IOMY JIOJATKOBO
MepeBipsATH €PEKTUBHICTh JIypEeTHKA, 30KpeMa HOTro AaHTHUTIEePTEH3WBHY [it0 (JAMB. PO3JILI
«Oco0IMBOCTI 3aCTOCYBAHHS» ).

Jueoxcun. TloBimoMIsocs, M0 OJTHOYACHE 3aCTOCYBAHHS LIEIEKOKCHUOY 3 TUTOKCHHOM MPU3BOAUTH
JI0 TIBUINCHHS KOHIIEHTpAIlli MUTOKCHHY B CHPOBATII KPOBI Ta TOJOBXKEHHS IEpiogay HOTO
HaIlIBBUBEICHHS.

V pa3i omHOYacHOTO 3acTocyBaHHs mpemapaTy llene6pexc® 3 TUTOKCHHOM CIifi KOHTPOJIOBATH
pPIBEHb TUTOKCHUHY B CHPOBATIII KPOBI.

Ipenapamu nimiro. HII3I1 cipuyuHsIM MIBHUINEHHS PIBHIB JIITIIO Y IUIa3Mi KPOBI Ta 3HMKCHHS
HUPKOBOTO KilipeHcy JiTito. CepenHst MiHIMallbHa KOHIIGHTpAIis JITiI0 miaBUIyBaiacs Ha 15 %, a
HUPKOBHUH KiipeHC 3HMKyBaBcs mpuOiau3Ho Ha 20 %. Lleil edexkT moscHIOeThCs IHTIOyBaHHSIM
HIT3II cunTe3y mpocTariaHauHIB y HUPKaX.

IIpu omHOYAaCHOMY 3acTocyBaHHI npenapaty Llene6pexc® 3 mpemapatamu JiTiio ciia crocrepirati
3a CTAHOM MAI[I€HTIB {010 HOSIBU 03HAK TOKCUYHOI i1 JITIFO.

Memompexcam. OpnouacHe 3actocyBanHs HII3II Ta wmeroTpekcary Moke NPU3BOJIUTH 10
MiABUIIEHHS pPU3UKY TPOSBIB TOKCHMYHOI [ii MeETOTpekcary (Hampukiajg HeHTpormeHii,
TPOMOOIMTONIEHIT, MOPYIIEHHS (QYHKI[Ii HUPOK).

Lene6pekc® He BrMBaE Ha GpapMaKOKIHETHKY METOTPEKCATY.

[IpoTaroM OJHOYACHOTO 3acTocyBaHHA npemaparTy llenebpexkc® 3 MeroTpekcaToMm  crin
KOHTPOJIIFOBATH CTaH MaIlIEHTIB 1010 MPOSIBIB TOKCUYHOCTI METOTPEKCATY.

Luxnocnopun. OpnnoyacHe 3acTocyBaHHs npenapaTy Llene6pexc® 3 HMKIOCIOPUHOM MOXKe
MIIBUIIYBAaTH PiBEHb HEPPOTOKCUUHOCTI OCTAHHBOTO.

[IpoTsroM oJHOYACHOTO 3acTocyBaHHs npenapary llene6pekc® 3 nukIocHopuHOM  Citiff
KOHTPOJIIOBATH CTaH MAIlIEHTIB 11100 O3HAK MOTIpIIaHHs (QYHKIIT HUPOK.

HII3Il ma caniyunamu. OpHOYacHe 3acTOCyBaHHS uesnekokcuOy 3 iHmumu HII3IT abo
cajinuiaaTaMu (Hanpukiaz JudIiyHi3aaoM Ta cajicalaToM) MiIBUIY€E PU3HK TOKCHYHOTO BIUIMBY Ha
[IUTYHKOBO-KUIIKOBUM TPaKT 3 HE3HAYHUM TMiIBHUIIEHHSAM e(QeKTUBHOCTI abo 0e3 Takoro
MiABUIIECHHS B3araii (quB. po3ain «OcoOIUBOCTI 3aCTOCYBAaHHS»).

OnnouacHe 3actocyBanHs 1enekokcnOy 3 iHmmmu HIT3IT abo caninnnaramMu He peKOMEHIy€eThCs.
Ilemempexceo. OnHodacHe 3acTocyBaHHs TpenapaTy LleneGpekc® Ta memeTpekceqy Moxe
MIZIBUIIYBAaTH PU3MK IOB’A3aHOI 13 3aCTOCYBaHHAM MEMETPEKCEey MieJocynpecii Ta TOKCHUHOT il

6



HAa HHUPKU Ta [UIYHKOBO-KUIIKOBUH TpakT (AWB. IHCTPYKIIIO 3 MEIUYHOTO 3aCTOCYBAaHHS
MIEMETPEKCENY).

[Ipu ojHOuUacHOMY 3acTocyBaHHi mnpemapary llemebpexc® Ta mnemerpekceqy TaIieHTaM 3
MOpYIIEHHsAM (YHKIII HUPOK, KIIPEHC KpeaTHHiHy B SKHX KOJMBAETHCA Bim 45 1mo 79 mu/xB, ciin
BIZICTEKYBATH O3HAKU Mi€JOCyIpecii Ta TOKCUYHOI /1ii Ha HUPKH Ta IIJTYHKOBO-KHUIIIKOBHIA TPAKT.
Cnin ynukatu 3actocyBands HII3I1 3 kopoTKUM mepiojoM HamiBBUBEACHHS (TaKUX K TUKIO(PEHAK
Ta 1HJIOMETAIMH) MPOTATOM JBOX JIHIB JI0 1 MICJIS, & TAKOXK Y JIEHb 3aCTOCYBAHHS IIEMETPEKCEy.

VY pa3i BIICYTHOCTI JaHWX MIOJO MOTCHIHHOT B3aeMmoiii Mibk memerpekcenom Ta HII3IT 3
TPHUBAJIIINM TEPIOIOM HAIIBBUBEJCHHS (TAKMMH SK MEJOKCHKaM 1 HaOyMETOH) MallieHTaMm, SKi
3acrocoBytoTh 111 HII3IIL, cmig npunmuHUTH 1X 3acTOCYBaHHS IOHAWMeEHIIe 3a 5 JHIB JO
3aCTOCYBaHHS TIEMETPEKCey, Y JICHb 3aCTOCYBaHHS IMEMETPEKCey Ta B HACTYIHI 2 JHI TICIs Horo
3aCTOCYBaHHSI.

Ineioimopu abo inoykmopu CYP2CY. MetaboiizM 11eeKOKCHOY OTIOCEPEAKOBYETHCS TEPEBAKHO
130¢epmentom mutoxpomy P450 CYP2C9 y neuinni. OnHo4yacHe 3aCTOCYBaHHS LIEJIEKOKCUOY 3
JIKapChKUMU TIpemnapatamu, siki € Bimomumu iHTiOITOpamMu CYP2C9 (manpuknan, ¢iykoHaszoln),
MO>K€ IMOCUJIIOBATH PIBEHb BIUIMBY 1 TOKCUYHICTh L[EIEKOKCHOY, TO1 SIK OJHOYACHE 3aCTOCYBAHHS 3
iHaykropamu CYP2C9 (manpukinaz, pudamiin) Moxke IpU3BOIUTH 10 MOCIA0NIEHHS €(peKTUBHOCT1
LIETIEKOKCHOY.

Komm posrnsmaerbcss MOXIMBICTD TPU3HAYEHHS IEIEKOKCHOY, OIHIOIOTH aHaMHe3 KOXXHOTO
nanieHra. Ilpu 3acrocyBanHi 1enekokcuOy B KoMOiHamii 3 iHriditopamu abo 1HIYKTOpamu
nuroxpomy CYP2C9 oOrpyHTOBaHOIO € KOpEKI[isl 03U I[hOTO Tpemapary (IuB. pO3ALT
«DapMaKOKIHETHKA).

Cyocmpamu CYP2D6. Pe3ynpraTé JOCTIDKEHb IN VILr0 cBigyaTh, IO IEIEKOKCHO, X04Y 1 HE €
cyoctpatom, € iHrioitopom CYP2D6. OTxe, TNOTEHIIHHO MOXJIMBA B3aEMOJISA JIIKAPCHKUX
npernaparis iNVvivo 3 JikapchkuMH 3acobamu, 1mo Metabomizyioreess CYP2D6  (Hanpukia,
ATOMOKCETHH), a TaKOX IEJICKOKCUO MOKE MIJABUIIYBAaTH PIBEHb BIUIMBY Ta TOKCHYHICTH IMX
JIKapChKUX Mpernaparis.

Konu posrasaaerscss MOXKIMBICTD NpPU3HAUEHHS IIEJIEKOKCHOY, OLIHIOITH aHaMHe3 KO>KHOTO
namienta. [Ipu 3acrocyBaHHI 1enekokcnOy B komOiHamii 3 cyoctpatamu mutoxpomy CYP2D6
OOTPYHTOBAHOIO € KOPEKIIisl I03H IILOTO Tpernapaty (auB. po3ain «DapMakoKiHETHKAY).
Kopmuxocmepoiou. OpHOYaCHE 3aCTOCYBaHHS KOPTHKOCTEpOiniB 3 mpemapaTtoM Ilenebpexc® Moxe
MIABUINYBAaTH PU3UK BUHUKHEHHS BUPA30K Yy ILTYHKOBO-KUIIIKOBOMY TPakTi a00 KPOBOTEUI.

Cnin 3aiiCHIOBaTH MOHITOPUHT TAIIEHTIB, SKI OJHOYACHO 3aCTOCOBYIOTH L[ene6pel<c® Ta
KOPTHUKOCTEPOiIH, 1010 TOSIBK 03HAK KPOBOTEYi (IUB. po3iu1 «OcoOIUBOCTI 3aCTOCYBAHHS).

Ocoobnueocmi 3acmocy8anus.

Cepyeso-cyounni mpombdbomuuni seuwya. KIHIYHI JOCIIDKEHHS JNEKUIBKOX CEJICKTUBHHX Ta
HecenektuBHUX 1HrioiTopie L[OI'-2 rpynmu HII3IT TpuBanictio mo 3 pokiB MpOAEMOHCTpYBalU
MIABUIICHUNA PHU3UK BUHUKHEHHS CEpHO3HUX MOOIYHUX TPOMOOTHUHUX MOMJIA, y TOMY YHCIHI
iHpapKTy MiOKapjaa Ta IHCYJbTY, Kl MOXYTb OyTH JIETAJIbHUMH. 3 HasBHUX JaHMX HE MOJKHa
BU3HAYUTH, YH € PU3UK PO3BUTKY TPOMOOTHYHHUX CEPLIEBO-CYAMHHUX YCKIaJHEHb MOMIOHUM ISt
Bcix HII3Il. BigHocHe migBUIIEHHS YacTOTH CEPUO3HUX TPOMOOTHYHUX CEpILEBO-CYyTUHHUX
YCKJIJIHEHb MOPIBHAHO 13 YacTOTOIO Ha MOYAaTKOBOMY DIBHi, SIK€ IOB’SA3YIOTh 13 3aCTOCYBAaHHSIM
HII3II, BinOyBaeTbcd SK y MAIi€HTIB 3 BIIOMMMH CEpLEBO-CyIUHHMMH 3aXBOPIOBAaHHSIMHU Ta
(dakTOopamMM pU3MKY IX BUHUKHEHb, TaK 1 y MaIIEHTIB 0€3 TaKUX 3aXBOPIOBaHb Ta (akTopiB. OaHaK
MAIieHTH 3 BIJOMHUM CEpLIEBO-CYIMHHHM 3aXBOPIOBaHHAM abo (hakTopaMu PpHU3HMKY CepleBO-
CYIMHHHUX 3aXBOPIOBAaHb MaJH IlI€ BUILY aOCOJIIOTHY YacTOTy CEpHO3HMX TPOMOOTHUHHX CEPILIEBO-
CYIMHHUX YCKJIaJHEHb Uepe3 MiBUIIEHY YAaCTOTy IMX (PaKTOPIB Ta 3aXBOPIOBAHb HA MIOYATKOBOMY
piBHI. Y JESKHUX CHOCTEPEX HHUX IOCIHKEHHAX OyJ0 BCTAHOBJIEHO, L0 Ll MiABUIICHUNA PHU3HMK
CepHO3HUX TPOMOOTHUYHHUX CEPIEBO-CYAWHHUX YCKJIAaTHEHb 3 SBJSBCS BXKE Ha MEPUIMX THXKHIX
nikyBaHHs. [liIBUINEHHS PU3UKY TPOMOOTHYHHMX CEPLEBO-CYAMHHUX YCKIAJAHEHb HaWOLIbII
CTaOUIBHO CIIOCTEpIraiy MpH 3aCTOCYBaHHI Mpenapary y BULIUX J103aX.

VY kniHiuHOMY pociimpkenHi APC (mpo¢inakTuka aJeHOMH LUISXOM 3aCTOCYBAHHS ILIEJIEKOKCHOY)
CTOCTepirainocs MiABUILEHHS PU3MKY MPHOIM3HO B TPH pas Julsl KOMOIHOBAHOI KiHIIEBOI TOYKH
(cMepTi yepe3 cepleBO-CYAMHHI 3aXBOpIOBaHHS, iH(apkTy Miokapjaa abo IHCYIbTY) Yy Tpynax
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nikysanHs npenapatom Llene6pexc® y m03i 400 Mr apiui Ha 100y Ta npenapatom Llene6pexc® y
no3i 200 Mr nBiui Ha 100y mopiBHAHO 3 mianebo. Take MiIBUIIEHHS PU3HKY B 000X rpymax
3aCTOCYBaHHS IEIEKOKCHOY MOPIBHSHO 3 TPYNOI0 IUIANE00 TOJOBHUM YUHOM OYIIO HACIIIKOM
MIABUIICHHS YaCTOTH BUHUKHEHHS iHPAPKTY MioKapa.

Byno mnpoBeaeHo paHAOMI30BaHE KOHTPOJIBOBAHE KiIiHIUHE JociHikeHHs «[IpocrekTHBHE
paHIOMi30BaHEe OIIHIOBAHHS KOMIUIEKCHOI Oe3MeKH IeNIeKOKCHOY TOpIBHSAHO 3 i0ympodeHom abo
HanpokceHoM (PRECISION)» BiTHOCHOTO pHU3UKY BUHUKHEHHSI CEPLIEBO-CYAMHHUX TPOMOOTHIHUX
SIBHIL, acoliioBaHux 3 iHridiropom LIOI'-2 menekokcrnOoM MOPIBHSHO 3 TAKMM MPU 3aCTOCYBaHHI
necenekTuBHUX HII3IT Hanpokceny Ta iOympodeny. Llenekokcnd xapakrepu3yBaBcsi HE MEHIIOIO
e(eKTUBHICTIO, HDK HAIpOKCceH Ta i0ynpodeH (auB. po3ait « DapmarkoOuHamika»).

Jnst MiHIMI3anii TOTEHIIMHOTO PU3MKY MOOIMHUX peakiiid 3 OOKy cepleBO-CyAMHHOI CUCTEMHU Yy
namieHTis, ski 3acrocoBytoTb HII3IIL, cnin BuKOpHCTOBYBaTM MiHIMaldbHY €(QEKTHBHY 103y
MPOTATOM HaKOPOTIIOTO MOXJIMBOTO Mepiofay JiKyBaHHs. Jlikapi Ta Mali€eHTH MalOTh YBa)KHO
CHOCTEpIraTH 3a PO3BUTKOM TaKUX peakiiil MpPOTAroM YChOTO KypCy JIKyBaHHS HaBiThb Yy pasi
BIJICYTHOCTI y MHHYJIOMY CHMITOMIB 3 OOKy cepleBO-CyauHHOT cuctemMu. Ciiji TOBIIOMHUTH
TMAII€HTIB TTPO CUMIITOMH CEPHO3HUX MOOIYHUX peakiliid 3 00Ky CepleBO-CYAMHHOI CUCTEMH Ta MPO
3aX0/1, SIK1 HEOOX1/IHO BXKUTH Y pa3i iX BAHUKHEHHS.

[IpsimMi oka3u TOTO, HIO0 OJHOYACHE 3aCTOCYBaHHS AacMipyUHy 3MEHUIY€ TMIIBMIIEHUN pPU3HK
CEpPHO3HUX TPOMOOTHYHHUX CEPIIEBO-CYIMHHUX YCKIJIaIHEHb, TTOB’s13aHMX 13 3actocyBanHsM HII3II,
BiACcyTHI. OHOYacHe 3actocyBanHs acnipuny Ta HII3II, Takoro sik menekokcuO, MiIBUIYE PUHK
CEepHO3HMX peaklii 3 OO0Ky UUIYHKOBO-KHUIIKOBOIO TpakTy (auB. po3aut «OcoOiuBOCTI
3acTOCyBaHHA», Mminpo3ail «llmyHKOBO-KMIIKOBa KpOBOTE€Ya, BHUHHKHEHHS BHUpPA30K Ta
niepdopartii»).

Y  nmocmimkenni CLASS cymapai mnokasnuku Kamana — Maiiepa depe3 9 micsmiB  npu
nepudepnuHOMy HabpsAKY B IMallieHTiB, mo oTpumysamy Llene6pekc® y no3i 400 Mr Biui Ha 100y
(y4 Ta 2 pasu Outbiie 3a pexomenmaoBani a03u npu OA ta PA BimnoBimHO), i0ynpoden y mo3i
800 mr Tpuui Ha 100y Ta mukiodeHak y mo3i 75 mr nBiui Ha n00y, ctanoBwiu 4,5 %, 6,9 % Ta
47 % BignoBigHo. 3a manumu aociipkeHHs CLASS, wacTtora BUHUKHEHHS apTepialibHOI
rineprensii y marienTis, ski orpumyBamu llene6pexc®, ibympoden i amxaodeHak, cTaHoBHIA
2,4 %, 4,2 % T1a 2,5 % BIiAIIOBIIHO.

Cman nicaa  xipypeiunoi onepayii 3 aoOpmoKOPOHAPHO20 WYHMYGAHHA. Y JIBOX BEIMKHX
KOHTPOJIbOBAHUX KJIIHIYHUX JOCHIHKEHHSAX 3acTOoCyBaHHs cenektuBHoro mo [[OI-2 HII3IT mis
KOHTPOJTFOBaHHS 00110 y niepini 10—14 mHiB micisi a0pTOKOPOHAPHOTO IIYHTYBaHHS OyJIO BUSIBIICHO
NIIBUIIEHY YacTOTy BHUMAJKIB i1H(apKkTy Miokapaa Ta 1HCynbTy. 3acrtocyBanHs HII3II npu
A0pPTOKOPOHAPHOMY IIYHTYBaHHI IPOTHIIOKa3aHe (AUB. po3ail «[IpoTunokasanusny).

Iayienmu nicaa ingpapxkmy miokapoa. Y XOIi CIIOCTEPSIKHUX JOCIHIHKEHB, MPOBeIeHNUX JlaTchkum
HaI[lOHAJILHUM PEECTPOM, OYJIO IPOJAEMOHCTPOBAHO, 110 Yy HAalli€HTiB, K1 3acrocoBytoTh HII3II y
nepion micns iH(apKTy MiokKapna, MiABUIIYETHCS PHUZMK MOBTOPHOTO iH(APKTY, JIETAIBLHOTO
HACJiIKy, CIIPUYMHEHOI'0 CEepLeBO-CYAMHHUM 3aXBOPIOBAHHAM, Ta JIETAJBHOI'O HACIIAKY 3 Oy/b-
SKOi MPUYUHM, TOYMHAIOYM 3 MEPIIOTO THXKHS JIKyBaHHA. Y Til camiii KOropTi y Malli€eHTIB, SKi
3actocoByBanu HII3II, yactoTa neTanbHOrO HacHiKy y MepIIuMi pik micias iHQapKTy Miokapaa
cranoBuna 20 BunaakiB Ha 100 mroauHO-poKiB mopiBHSAHO 3 12 Bumagkamu Ha 100 THOAUHO-POKIB Y
namieHTiB, ski He 3actocoByBanu HII3Il. Xowa abcomoTHa KUTBKICTh JETAJIBHUX HACHTIJIKIB
3MEHUIYEThCS MICIs MEpIIOro poky micias iH(apkTy Miokapjaa, aHaji3 pe3yiabTaTiB NpUHAWMHI
YOTUPHbOX HACTYIHUX POKIB MOJAIBIIOIO CHOCTEPEKEHHS MPOJAEMOHCTPYBAB, IO MiIBUILIEHUIN
BIJTHOCHUI PH3UK JIETAIbHUX HACIIJIKIB Y MAII€HTIB, sKi 3acTocoBytoTh HII3II, 36epiraerncs.
LInynxoso-kuwikosa kposomeua, uHuxHenHs eupazok ma nepgopayii. HII3IL, y Tomy umcmi
LIEJIEKOKCUO, CIPUYMHAIOTH CEpio3HI MOOiIYHI peakmii 3 OOKy MITYHKOBO-KHIIKOBOIO TPAaKTYy,
BKJIIOYAIOYHM 3alajieHHs, KpOBOTEYYy, YTBOPEHHS BHUpa3kH, mnepdopariiio cTpaBoxony, IUIyHKA,
TOHKOTO 1 TOBCTOTO KMIIEYHHKY, AKI MOXKYTh OyTH jeranbHuMU. Lli cepilo3ni mobiuHi peakuii, 3
MoTepeHIMU CUMIITOMaMU a00 0e3 HUX, MOXKYTh BUHHUKHYTH Yy OyJb-SKH{ yYac y MAalli€HTIB, SKi
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sactocoByBamu llene6pexc®. Tinbku y OJHOTO 3 5 MAIEHTIB PO3BUTOK CEPHO3HHMX MOGIYHMX
peakmii y BEpXHbOMY BIIUII IIJIYHKOBO-KUIIKOBOTO TpakTy min dvac JjikyBanHs HII3II
CYHPOBO/IKYETbCS KIIHIYHUMU mposiBamu. [lpubnusno y 1 % mamieHTiB, sKi 3acTOCOBYBaJH
npemnapar npotsarom 3—6 micsmis, i npubiuszHo y 2—4 % maiieHTiB, sKi 3aCTOCOBYBAJM Iperapar
MPOTATOM OJTHOTO POKY, CIIOCTEpIrajd BHPA3KU BEPXHIX BiIUIIB IITYHKOBO-KHUIIKOBOTO TPAaKTY,
TSDKKI KpoBoTedi abo nepdoparii, 3ymoneni 3actocyBanusm HII3II. [IpoTe HaBiTh KOpOTKOYacHa
tepanist HII3I1 nmoB’s3aHa 3 pH3HKOM.

Dakmopu puzuKy WyHKOBO-KUUKOB0I Kpogomeul, BUHUKHEHHs supa3ok ma nepgopayii. TlamienTn
3 HasBHICTIO B aHAMHE31 BUIAJIKIB MENTHYHOI BUPa3Ku Ta/ad0 MUTyHKOBO-KUIIKOBOT KPOBOTEYI, SIKi
npuiiMam HII3I, manu Ginbmr HiK y 10 pa3iB BUIIMN PU3UK BUHUKHEHHS MUTYHKOBO-KHIIKOBOL
KPOBOTEUI MOPIBHSAHO 3 MallieHTaMu 0e3 Takux (HakTopiB pu3mKy. [HII GaxTOpH, SKi MIBUIIYIOTH
PU3UK BHHUKHEHHS IIITYHKOBO-KHMIIKOBHX KpOBOTE€U Yy TMAIi€HTIB, siKi 3actocoBytors HII3IL,
BKIIIOYAIOTh  JIOBIIy TpuBamicte JikyBanHs HII3II, opHowacHWii mepopaibHUl mpuiioMm
KOPTUKOCTEPOiiB, ~AHTUTPOMOOLUTApPHUX  JIKApChbKUX  3aco0iB  (HampuKiax  acHipuHy),
AHTUKOAryJsHTIB ab0 CEeJeKTUBHUX IHTIOITOPIB 3BOPOTHOIO 3aXOIUJIEHHS CEPOTOHIHY, NaJIHHA
TIOTIOHY, B)KMBaHHSI aJIKOTOJIIO, JITHIM BIK Ta TOTaHWN 3araJibHUM cTaH 370poB’s. bimbmricte
MOBIAOMJIEHB IPO JIETaJIbHI MOOIUH1 peakilii 3 00Ky HUIYHKOBO-KUIIKOBOTO TPAKTY, L0 HAJAXOIUIN
MICJsT BUXOJY IIpernapaTy Ha PUHOK, OyJiM 3apeecTpoBaHl y MAIIE€HTIB JIITHBOTO BIKY abo Yy
ocnabneHux mnamieHTiB. KpiM TOro, maii€eHTHd 3 MPOrpecyroudM 3aXBOPIOBAHHSM IMEYIHKH Ta/abo
KOaryJsormnaTi€ro CXuibH1 10 MIBUILIEHOTO PU3UKY PO3BUTKY IITYHKOBO-KHUIIKOBOI KPOBOTEYI.

VY nocnimxenHi CLASS vacroTa yckiIaAHEHOT Ta CHMIITOMAaTUYHOI BUPA3KH y BCIX MAalli€HTIB Yepes3
9 micsiiB  cranoBmna 0,78 %, a y miarpymi TamieHTiB, SKi TpUAMalM  HU3BKI  JI03M
areTrwicarinuioBoi kuciotd — 2,19 %. VY marmieHTiB BikoM Bix 65 pokiB WacToTa BHIAIKIB
cranoBuia 1,40 % depe3 9 micsamis ta 3,06 % npu 0THOYACHOMY 3aCTOCYBaHHI alleTHIICATIIIMIIOBOT
KHCJIOTH.

Crpareris MiHIMI3alii pU3HKIB 3 OOKYy IITYHKOBO-KHIIIKOBOTO TpPAaKTy Yy TIAIIE€HTIB, sKi
3actocoBytoTh HII3II:

- 3aCTOCOBYBaTH HalHMX4y €(pEKTHBHY 03y INpemnapary MpOTAroM HalKOpOTIIOTO MOKJIMBOTO
nepioay;

- YHUKATH 3acToCcyBaHHs OUTh HiK oanoro HII3IT ogrouacHo;

- YVHHKAaTH 3aCTOCYBAaHHS MAIlIEHTaM T'PYIH BHCOKOTO PHU3HMKY, OKPIM BHUITQJIKIB, KOJU OYIKYETHCH,
110 KOPUCTh IepeBaXaTUMe IMIBUILEHUI pU3MK BUHUKHEHHS KpoBoTedl. J[Js TakuX Malli€eHTIB, a
TAKOXX JJI MAaLIEHTIB 3 AaKTUBHOK IUIYHKOBO-KHIIKOBOIO KPOBOTEUEIO CIliJ| PO3IJISHYTH
MOXJIMBICTh 3aCTOCYBaHHS aJbTEPHATUBHUX MpernapaTiB 3amicts HII3IT;

- MIOCTIHHO croCTepiraTy 1010 MOSIBU O3HAK T CUMIITOMIB BUPA3KH LIUTYHKOBO -KUIIIKOBOTO TPAKTy
Ta/abo kpoBoTeui mix yac tepanii HIT3IT;

- y pa3l Mmiao3pu Ha CEpro3Hy MOOIYHY peakilifo 3 OOKYy HIITyHKOBO-KHIIKOBOTO TPAaKTy CIIiJ
HEraifHO Po3MoYaTH 0OCTEKEHHs i JIiKyBaHHs Ta IPUITMHUTH 3aCTOCyBaHHs npenapaty Lleneopekc®
J0TH, TOKU cepiio3Ha o0I4Ha peakiis 3 00Ky IUTYHKOBO-KUIIIKOBOTO TPAKTy HE Oy/e BUKIIIOYEHA;

- IIpU OJIHOYACHOMY 3aCTOCYBaHH1 HM3bKUX J103 acCHipHHY JJIs MPO(UIAKTUKU CEPLEBO-CYIMHHUX
YCKJIaTHEHb CIIiJ 3A1ACHIOBAaTH OUIBII PETENbHUI MOHITOPUHT MAII€HTIB II0JI0 O3HAK ILTyHKOBO-
KHIIIKOBOT KpoBOTedi (AMB. po3aul «B3aemomis 3 IHIIMMH JIIKApChKUMH 3ac00aMH Ta 1HIII BHIH
B3aEMOJIIN).

I'enamomoxcuunicme. [TinBuieHHs pIBHIB allaHiHaMiHOTpaHchepa3u abo
acrapraramiHoTpancgepasn (B 3 pasu abo Oingbllle BHUILE BEPXHbOI MeXi HOpMH) OyIlo
3apeecTpoBaHo mnpuOmu3Ho y 1 % mamieHTiB, ski 3acrocoByBanu HII3IL, y ximiHIYHHX
nocmpkeHHsaX. Kpim Toro, Oynu 3apeecTpoBaHi PiAKICHI, IHKOJM JIETajdbHI BMIAIKH TSHKKOIO
nopyuieHHss (yHKUii MEe4iHKM, BKIOYAIOYM (QYIbMIHAHTHUHM TeNaTuT, HEKPO3 IMEYiHKU Ta
MEYIHKOBY HE/I0CTATHICTb.

[linBuienHs piBHIB anaHiHamiHOTpaHc(depasu abo acmapTaramiHoTpaHcdepasu (MEHII HIK Y
3 pa3u BHIIE BEpXHBOT MEXK1 HOPMH) MOXKe crioctepiratucs y 10 15 % mnaijieHTiB, siKi 3aCTOCOBYIOTb
HII3II, BKroyaroun eIeKoKCHo.

Ilin yac KOHTPOJLOBAHMX KIIHIYHMX JOCIiMKeHb mpenapary lleneGpexc® KinbkicTh BHMAAKiB
HE3HAYHOT'O MiJIBUIICHHS (NEPEeBUILEHHS BEPXHBbOI MeX1 HOpMH Yy Bin 1,2 10 MeHIIe HDK 3 pas3u)
piBHIB (epMeHTIB, MOB’s3aHMX 3 (YHKI[IEI0 TEYiHKH, CTaHOBWIA 6 % y TMAaIlieHTIB, SKi
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3actocoByBanu Llene6pexc®, i 5 % y mauieHTis, ki OTpEMyBaIu MIaLe60, IPK HEOMY IPHOIU3HO Y
0,2 % nauienTi, sKi 3acrocoByBamu Llene6pexc®, Ta 0,3 % namieHTiB, fKi npuitManu mIane6o,
criocTepiranu 3HAYHE MiABUIICHHS pIBHIB ananiHaMminoTpancdepazu Ta
acraprataMiHOTpaHchepasu.

[MamienTiB cnig npoiHGopMyBaTH HpPO CUMNITOMATUKY TIeMAaTOTOKCHYHOCTI (HANpUKIaA, HYJOTa,
MiJIBUIIIEHa BTOMJIIOBAHICTb, JIETApris, JHiapesi, CBEpODK, MKOBTAHUIL, OOJIOYICTE Yy TNpaBOMY
nigpedep’i Ta rpunonoaidHI cuMnTOMHM). Y pasi MOSBM KIIHIYHUX O3HAK Ta CHUMITOMIB, IO
CBiIYaTh TPO 3aXBOPIOBAHHS IEYiHKM a00 BHHUKHEHHS CHUCTEMHHUX TPOSBIB 3aXBOPIOBAHHS
(HampuKnaz, eo3suHo(iNis, BUCHIIAHHS TOIIO), 3aCTOCYBaHHS npernapary Llene6pexc® ciin HeraitHo
MPUITMHUTH Ta MIPOBECTH KIIIHIYHE 0OCTEKECHHS TaIli€HTa.

Apmepianvna zinepmensis. 3actocysanns HII3II, y Tomy umcii mpemapaty llene6pexc®, mosxe
MPU3BECTH JO PO3BUTKY apTepiaibHOi rimepTren3ii abo moripmaHHS BXE ICHYIOYOi apTepiaabHOL
rinmepreHsii, 1 y KOXHOMY BHUNAJIKy MOJJIHMBE IiJBUIICHHS YaCTOTH IMOOIYHHUX peakimiid 3 OOKy
CepLEBO-CYAMHHOI CHUCTeMHU. Y TMalIeHTIB, K1 mpuiiMaroTh 1HrioiTopu AIID, piyperuku rpynu
Tia3uJiB a00 MEeTNIbOBI AlypeTHYHI 3acOo0M, MOXKE CHOCTepiraTHCs MOPYIIEHHsS BIAMOBIAlI Ha IIi
nikapcbki 3acobu mipu 3acrtocyBanHl HII3IT (muB. posnin «B3aeMonis 3 HIIMMH JIIKAPCHKUMU
3aco0aMu Ta 1HIII BUIU B3aEMO/IIN).

Cnin 3a1CHIOBAaTH MOHITOPUHI apTepiajibHOTO TUCKY MiJ yac nodvarky JikyBaHHs HII3II ta
BIIPOJIOBXK KYypCy Tepartii.

Cepyesa Hedocmamuicmv ma Habpsk. Pe3ynbTaTH cHUIBHOTO MeTaaHanizy ['pymu cymicHoOro
aHanizy antutpombormrtapuoi Tepamii (Trialists’ Collaboration) pe3ynbTariB paHAOMI30BaHHUX
KOHTPOJIbOBAHUX JOCIIKeHh KOokcuOy Ta Tpamumiianx HII3IT mpomeMoHcTpyBanmm mpuOImM3HO
JBOKpATHE TIIBUIICHHS IMOKa3HWKA TOCHITami3amii y 3B’S3Ky 3 CEpIEBOI0 HEJOCTATHICTIO Yy
MAIIEHTIB, K1 OTPUMYBAJIM CEJIEKTHUBHI Ta HecenekTuBHI 10 [OI'-2 mpenapatu, Ta y naifi€eHTis, sKi
3actocoByBanu HecenekTuBHi HII3Il, mopiBHSHO 3 mamieHTamu, fKi OTpUMYBaIM Iulanebo. Y
nociiKeHHl  JIaTChKOTO HaIlIOHAIBHOTO PEECTPY Yy TMAIlIEHTIB 13 CEPIEBOIO0 HEIOCTaTHICTIO
3actrocyBanHsa HII3Il migBumiyBamo pusuk iHGapKkTy Miokapaa, TocmiTamizamii y 3B S3Ky 3
CEPIICBOIO HEJIOCTATHICTIO Ta JIETATLHOTO HACIINIKY.

Kpim Toro, y neskux marieHTiB, ski 3actrocoByBanu HII3II, crmocrepiramu 3aTpuMKy piTMHUA Ta
HaOpsiK. 3acTOCYyBaHHS IIEJICKOKCHOY MOXeE IMOCIa0IIoBaTH CEpIEBO-CYANHHI €(PEeKTH IEKLTBKOX
JIKApChKUX 3ac00iB, 110 BUKOPUCTOBYIOTHCS [JIsi JIIKYBaHHS IIMX 3aXBOPIOBAaHb (HAMPHUKIA],
niypetuk, iHrioitopu AII®D abo G6mokaTopu penenTopiB aHTiOTEH3UHY) (IUB. po3ain «B3aemonis 3
THITUMU JIIKapChKUMHM 3aC00aMU Ta 1HII BUJIA B3aEMOIIN).

VY nocmimkenni CLASS cymapHa vactoTa po3BUTKY nepudepuyHux HaOpsKiB, po3paxoBaHa 3a
MetoznoM Karmana — Maiiepa, micis 9 micsiniB 3actocysanns npenapary Ilene6pexc® y 103i 400 mr
2 pa3u Ha 10Oy (mo Oymo B 4 Ta 2 pa3u Ouiblie 3a 703y, PEKOMEHIOBaHYy JUIsl JIIKyBaHHS
OCTEOapTPUTY Ta PEBMATOIAHOTO apTPHUTY BIAMOBIAHO), i0ynpodeny y no3i 800 mr 3 pa3u Ha 100y
Ta auknodenaky y 1031 75 mr 2 pasu Ha 100y cranoBuia 4,5 %, 6,9 % ta 4,7 % BianosigHoO.
Hegpomoxcuunicmo. Tpusane 3acrocyBanus HII3II npu3Boauio 10 MeayasipHOTO HEKPO3Yy HUPOK
Ta HIIUX YPaKeHb HUPOK.

Takox HePPOTOKCUYHICT cIIOCTEpiranacs y Hali€HTiB, y SKHX KOMIIEHCYIOUY POJb y MiATPUMAaHH1
HUPKOBOI nepdy3ii BiIrpaloTh HUPKOBI MPOCTArTaHIUHHU. Y TakuX nauieHTiB 3acrocyBanns HII3IT
MOXX€ CIPHYMHATH 3aJeKHE BiJ [03W 3MEHIICHHS NPOAYKYBaHHS MPOCTAarjaHAWHIB Ta, SK
HACJIiI0K, 3MEHIIIEHHS! HUPKOBOTO KPOBOTOKY, 110 MOKE MPU3BECTH JI0 BUPAKEHOI JIeKOMIEHcalil
¢byHkuii HUpOK. [[o rpynM MiIBUIIEHOro PU3MKY PO3BUTKY IIMX PEaKlliii HajexaTb Malli€HTH, SKi
MalTh TOpyIeHHs (yHKIIIT HUPOK, 3HEBOJHEHHS, TIMOBOJIEMIilO, CEpIEBY HEIOCTaTHICTb,
TMChYHKIIIO TEYiHKH, MalieHTH, sKi NpUiMaloTh AlypeTukH, iHriditopu AIlD, Onokatopu
PELENTOpIB aHTIOTEH3MHY, a TaKOX Mali€eHTH JITHboro Biky. [Ipunuuenns mikyBanus HII3II, sx
MIPABUJIO, CYTIPOBOJDKYETHCS IIOBEPHEHHSM JI0 CTaHy, 10 CIOCTEepIraBcs 0 MOYaTKy JIKyBaHHS.
THhopMalist PO KOHTPOILOBAHI KIIiHIYHI HOCIIMKEHHS i3 3acTocyBaHHsAM Tpenapaty Llene6pexc®
y MAllieHTiB 3 NPOrPECYIOYNM 3aXBOPIOBAHHAM HUPOK BiACyTHs. Bruus npenaparty Llene6pekc® na
HUPKM MOJKE TPHUCKOPIOBATH MpPOTPECYBaHHS BXKE HASBHOIO MOPYIIEHHS (QYHKIIT HUPOK Yy
TMAIIEHTIB.

[epen moyatkoM IiKyBaHHs npenapaTom llene6pekc® ciifi BiIKOpUIyBaTH 3HEBOJHEHHsS abo
rinoBOJIEMI€I0, SIKIIO BOHU HasBHI y Mali€eHTa. Y TAali€HTIB i3 MOPYIIEHHSIM (YHKIII HUPOK abo
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MEYIHKH, CEPIIEBOI0 HEIOCTATHICTIO, 3HEBOJHEHHSM a0o0 TIMOBOJEMIEI0 MiJ Yac 3acTOCYBaHHS
npenapary Llene6pexc® ciin 3xiiicHIoBaTH MOHITOpHHT (YHKIIi HUPOK (IUB. po3ain «B3aemonis 3
IHIIMMH JIIKAPCHPKMMHU 3aco0aMu Ta IHINI BUAM B3aeMmofii»). Crig yYHUKATH 3aCTOCYBAaHHS
npenapary lleneOpexc® maimieHTaM 3 MpPOrpecyloYMM 3aXBOPIOBAHHAM HHUPOK, OKPIM BHIIAJIKIB,
KOJIM OYIKYETBCS, IO KOPHCTh IE€PEBKATHME PH3UK TMOTIpmaHHg (QYHKIII HUPOK. Ko
IeneOpekc® 3aCTOCOBYIOTh MAIEHTAM i3 IIPOTPECYIOUMM 3aXBOPIOBAHHSAM HHUPOK, CIif
3MIIICHIOBATH MOHITOPHHT CTaHy MAIi€HTIB 11010 MOSBH 03HAK MOTIpIIaHH (YHKI[iT HUPOK.
l'inepxaniemis. Bumagku TiIBUIIEHHS KOHIIGHTpAIii Kallilo B CHPOBATIII KPOBi, Y TOMY YHCIi
rinepkaniemisi, Oynmu 3apeectpoBani npu 3actocyBanHi HII3II, HaBiTh y neskux mamieHTiB 0e3
nopymieHHss (QYHKIIT HUPOK. Y TMali€eHTiB 3 HOPMaJbHOIO (YHKIIEI0 HUPOK i edexTd Oyiu
OB ’s13aH1 3 TIMOPEHIHEMIYHO-TI0AIbJOCTEPOHIYHIM CTAaHOM.

Anaginakmuuni  peakyii. 3aCTOCYyBaHHS IICJICKOKCHOYy OyJio TMOB’s3aHE 3  PO3BUTKOM
aHa(LTaKTHYHUX PeaKIiid y MaIi€eHTiB 3 BIIOMOIO TNEepUyTIUBICTIO JI0 IEJIeKOKcHOy abo 6e3 Hel, a
TAKOX y TAIIEHTIB 3 acIipHHOBOIO acTMo0. 1lenebpekc® € cymbdaHinamizauM mpemnapatom, mpu
upomy sk HII3IL, Tak 1 cynpdaHiiamiHl npenapatv MOXKYTh CHPUUYMHATH peaklii aiepriyHoro
TUITY, Y TOMY 4UCI1 aHapUIAKTUYH1 CUMIITOMU Ta HEOE3MEeUH1 JUIsl AKUTTS @00 MEHII TSHKKI eIi3011
OpOHXIaNbHOT ACTMH B IEIKHX YYTJIUBUX 0Ci0 (1uB. po3aut «lIpoTunokazanus»).

VY pa3i po3BuUTKy aHapLIAKTUYHOI peakilii HeoOXITHO 3BEPHYTHCA 3a HEBIAKIATHOK MEIUYHOIO
JOTIOMOTO10.

3acocmpenns b6ponxianeHoi acmmu, nog’sazame 3 yymaugicmio 0o acnipuny. YacThHa MalieHTIB 3
OpOHXIaJbHOIO aCTMOI0 MOXX€ MaTH AacIipHHOBY acTMy, IO MOXE BKIIOYATH XPOHIYHHHA
PUHOCHHYCHUT, YCKJIaJHEHUH HOCOBUMHU MOJIINAMU; TSHKKHM, TOTEHUINHO JeTaabHUI OpoHXocHa3Mm;
HenepeHocumicTp acrmipuny Ta iHmMX HII3I1. Ockinbku nepexpecHa peakTUBHICTh MK aCIIPUHOM
ta iHmuMu HII3II Gyna 3apeecTpoBaHa y TakuX 4yTJIMBHUX A0 acHipUHY MHAIllEHTIB, 3aCTOCYBaHHS
npenapaty llene6pexc® mpoTHIOKazaHe MAIi€HTaM 3 Takol (DOPMOIO UyTIMBOCTI 10 ACHIpUHY
(muB. posnin «IIpoTunokasanns»). IIpu 3actocyBanHi npemapary llene6pexc® mamieHTam i3 Bke
ICHYI0YOI0 OpOHXIaJbHOI acTMOI0 (0€3 BiOMOI1 YYTIMBOCTI JI0 acCIipuHY) CHiJ KOHTPOJIOBATH
CTaH TaKWUX MAIIEHTIB 1010 3MIHA O3HAK Ta CUMIITOMIB OpOHXIAIBHOT aCTMH.

Cepiiosni wikipni peaxyii. 1ene6pexc® Moxke CIIPHYMHATH PO3BUTOK CEPHO3ZHUX MOOGITHUX peaKilii
3 O0OKy IIKipH, TakKuxX SK MYIbTH(QOpPMHA epHuTeMa, eKC(HOITIaTUBHUN JCPMATHUT, CHHIPOM
CriBeHca—/[)KOHCOHa, TOKCHMYHUM eMiepMaIbHUNA HEKPOJi3, MEIUKAaMEHTO3HI BHUCHIAHHA 3
CUMIOTOMaMH €O03MHO(UIII Ta CHUCTEeMHMMH CHMIITOMAaMH, a TaKOXX TOCTPHIl TreHepai3oBaHUil
eK3aHTeMaTo3HuH mycTynbo3. Lli cepilo3Hi peakiii MOXKXYTh pO3BHBATHCS 0€3 MOIMEpeIKyBaTbHUX
CUMITOMIB Ta MOXYTb OyTH JIeTaIbHUMHU.

[TamieHTiB HEOOX1MHO MOBIAOMHUTH MPO O3HAKU Ta CUMIITOMH CEpHO3HMX IIKIPHUX PEAKI[ii Ta Mmpo
HeoOXiIHICTh IPUMMHEHHS 3acTOCyBaHHs npenapaty llene6pexc® npu mepuriit mosBi BUCHTIaHHS HA
mwKipi a6o Oyap-SKMX IHIKX O3HaK rinepuyTiuBocTi. llenebpexc® mpoTumokazanuit s
3aCTOCYBaHHs Talli€eHTaM 3 HasBHICTIO B aHaAMHeE31 cepiio3Hux mKipHux peakiii Ha HII3IT (aus.
posnut «IIpoTUnoKazaHH).

Ilepeduacne 3axkpumms apmepianvHoi npomoxu y ninoda. llenekokcu® Moxe CIPHUUUHATH
nepenyacHe 3aKpuTTs aprepianbHoi npotoku. Cnix ynukatu 3actocyBanus HII3II, y tomy uumci
npenapary llene6pexc®, BaritHuM sxiHkam, nounHatoun 3 30-ro Twxkns BaritHocTi (111 Tpumectp)
(muB. po3ain1 «3aCTOCYBaHHSA y MEPIOJI BariTHOCTI 00 TOAYBaHHS TPYIIIO»).

I'emamonociuna moxcuynicme. Y manieHTiB, ski 3actocoBytoTh HII3II, Oymu 3apeectpoBani
BUMAAKK aHeMii. L{e Moxe OyTH 3yMOBIIEHO MTPUXOBAHOIO a00 3HAYHOIO BTPATOIO KPOBI, 3aTPUMKOIO
pinuHM ab0 BIUIMBOM Ha €pUTPOIOE3, SKUHM Ille MOBHICTIO HE OMMCAHO. SIKIIO Yy MallieHTa Hpu
3actocysanHi mpenapary llene6pekc® mpucyTHi Gymb-siki o3HakM ab0 CHMITOMH aHeMii, ciif
3/1IIICHIOBATH MOHITOPHUHT PIBHS IT'€éMOTJI00IHY 00 OKa3HUKA FeMaTOKPHUTY.

Y KOHTpPOJIbOBAHUX KIIHIYHUX AOCTIHKEHHSX YacTOoTa BHUMAJKiB aHeMii ctanoBwia 0,6 % mpu
3actocyBanHi mpemnapaty Llene6pexc® Ta 0,4 % mnpu 3actocyBaHHi miane6o. Y mMalieHTiB, sKi
IPOXO/IATh TPUBANUiA Kypc JlikyBaHHs npenapatoM Llene6pexc®, HeoOXiIHO KOHTPOIOBATH PiBEHb
reMorio0iHy abo TeMaTOKpUT, SIKIIO B HHUX CIIOCTEPIraloThcsl Oylb-Ki O3HAKH ab0 CHUMIITOMH
aHeMii 4 BTpaTu KPOBI.

HII3II, y Tomy umcni Llene6pexc®, MOKyTh MifBUIIYBaTM PM3MK BUHUKHEHHs KpoBoTeu. Taki
CynyTHI (akTOpH SK HOPYIIEHHS 3rOpPTaHHsS KpoBI a00 OJHOYACHE 3aCTOCYBaHHSA Bapdapuny,
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IHIIUX aHTUKOATYJSHTIB, MPOTHTPOMOOIIMTAPHUX IpenapariB (HaIpUKIaa aclipuHy), HTri06iTOpiB
3BOPOTHOTO 3aXOIUICHHSI CEPOTOHIHY Ta IHTi0ITOpPIB 3BOPOTHOTO 3aXOIUICHHS CEPOTOHIHY-
HOpemiHe)PUHY, MOXKYTh MiIBULTYBATH 1ed pu3uK. Ciin 3MiHCHIOBATH MOHITOPUHT CTaHY TaKHX
MAIiEHTIB IOAO0 MOSBH O3HAK KpoBOTedl (IuB. po3aun «B3aemonis 3 IHIIMMHU JTIKAPCHKUMH
3aco0am¥ Ta iHII1 BUIU B3aEMOIIN»).

Mackysanns 3ananenns ma nioguwenoi memnepamypu. d@apmMakonoriyHa aKTHUBHICTh Tpenapary
Ilene6bpexc®, mo TmonsArac y 3MEHIIEHHI 3amaleHHS Ta, MOXIIHBO, Y 3HIDKEHHI IIiJBHUIIECHO]
TEMIIEpaTypHd, MOKE 3MCHIIUTH TPAKTUYHY I[IHHICTh JIarHOCTUYHUX O3HAK MPH BHSIBJICHHI
THQEKITIH.

Monimopunz pe3yﬂbmami6 nabopamopuux ananizige. OCKUIbKH CEPHO3HI MITYHKOBO-KHIITKOBI
KpPOBOTEUI, TeMaTOTOKCHYHICTh Ta YPa)KCHHS HHUPOK MOXKYTh BHHUKHYTH 0O€3 MOmNepemKyBaTbHUX
CUMIITOMIB Ta O3HAaK, CJIiI PO3TJSHYTH MOXIUBICTb MOHITOPHHTY CTaHy NAIli€HTIB, SKi
3actocoBytoTh HII3II mpotsirom TpuBajoro mepioxy dacy. MoHITOpHHT mnependadae mepioguyHe
BUKOHAaHHS 3arajbHOro Ta OIOXIMIYHOTO aHani3iB KpoBi (auB. po3aul  «OcoOnauBoCTi
3aCTOCYBaHHSD).

VY KOHTPOJBOBaHMUX KIIHIYHUX JTOCIIPKEHHSAX IM1JIBUILEHHS PIBHS a30Ty CEUOBHUHU KPOBI BUHHKAJIO
yacTinie y maimieHTis, ski npuitmamn Llenebpekc®, HiX y mamieHTiB, AKi oTpuMyBanu miame6o. 1le
BIIXUJIEHHS BiJl HOPMHU PE3YNbTaTy JJAOOPATOPHOrO aHalli3y TaKOXK CIOCTEpIrajad y HaIll€HTIB, SIKi
MPOTATOM LHUX JOCIIIKEHb OTpuMyBaiu npenapatu mnopiBHsHHS rpynu HII3IL. Knixniuna
3HAYYIIICTh I[LOTO BIIXWJICHHS BiJl HOPMHU He Oyiia BCTAaHOBJICHA.

Juceminosane enympiunvocyounne 3eopmannsi Kpoei. OCKUIBKY M1l Yac 3aCTOCYBaHHS Ipenapary
Iene6pexc® icHye pu3MK BHHMKHEHHS UCEMIHOBAHOTO BHYTPIITHBOCYANHHOTO 3TOPTAHHS KPOBi y
JITel 3 CHUCTEMHHMMH TMIPOsIBAMU IOBEHUIBHOTO PEBMATOIAHOTO apTPUTy, CIiI 3A1HCHIOBATH
MOHITOPHHT CTaHy MAaIliEHTIB 11010 O3HAK 1 CHMIITOMIB OPYILIEHHS 3TOPTAaHHS KpOBi a00 KpOBOTEU1
Ta 1H(OPMYBATH MALIEHTIB 1 IXHIX OMIKYHIB MPO HEOOXITHICTh SKOMOTA IIBU/IIIE MOBIIOMIISTH PO
MOSIBY TAKUX CUMIITOMIB.

Depmunvricme. 3 ormsany Ha Te, mo MexanisM aii HIT3IT (npenapary Ilene6pexc® y Tomy umcii)
OTIOCEPEIKOBAHMI MPOCTArIaHIuHAMU, 3aCTOCYBaHHSI LUX IMpernapaTiB MOXKE 3aTpUMyBaTH YH
MEPEIIKOKATH PO3pUBY (POJTIKYJIa S€UYHUKA, [0 MOKE OYTH IMOB’A3aHO 3 TAMYACOBUM OE3TUTIIASIM
y IesikuX JKiHOK. OmyOJikoBaH1 pe3yinbTaTH JOCIIDKEHb Ha TBAPWHAX MOKA3aJIH, 1110 3aCTOCYBAHHS
IHTI0ITOPIB  CHHTE3y TNPOCTarjaHAMHIB TOTCHIIIMHO MOXE TMOPYIIyBaTH OIOCEPEIKOBAHUM
npocTarjaHAuHaMu po3puB (oJiiKkyma, HeoOXITHUHN I OByl HeBenuki 1oCHipKeHHS Y KIHOK,
ski 3actocoByBann HII3II Takox mnpomeMoHCTpyBaid OOOPOTHY 3aTpuMKy oOByismii. Ciin
posrsHyTH MoxmuBicTe Bimmiam HIT3IL, y Tomy umcni mpemapaty Llene6pexc®, xinkam, ski
MarOTh TPYAHOIII 3 3a4aTTsIM a00 sKi MPOXOIATh 0OCTEKESHHSI 100 Oe3TUTIAIS.

3acmocyeanns y nepioo éazimuocmi abo 200y8arHs 2pyooro.

Barirnicts. 3actocysanns HII3II, y Tomy umcii npenapary Liene6pexc®, npotsrom III tpumectpy
BariTHOCTI MiIBUIIYE PU3UK IEpEAYacHOTO 3aKPUTTS apTepiaabHOi NpoTOKU mioja. Ciil yHUKaTH
sacrocysanns HIT3II, y Tomy umcii npenapary Ilene6pekc®, BaritHum skiHkaM, nourHaouu 3 30-
'O THXKHS BariTHOCTI.

BinnmoBigHUX NOCHIKEHb 3aCTOCYBaHHS Ipenapary LIeJIe6peKc® BariTHUM >KIHKaMm 13 HaJIE)KHUM
KOHTpoJIeM He npoBojwid. Ha miacraBi JaHMX, OTPUMaHMX Il Yac CHOCTEPEKHHUX TOCIIKEHb,
CTOCOBHO MOTEHLINHNX eMOpioderanbHux pusukiB 3actrocyBanHs HII3II xinkam npoTsirom I abo 11
TPUMECTPIB BariTHOCTI HE MOXHa Oyl10 3pOOMTH OCTATOYHMX BHUCHOBKIB. Y pPENpOIyKTUBHHUX
JOCII/DKEHHAX Ha TBAPMHAX CHOCTEPIrajd BUMAIKH eMOpiodeTalbHOTO JIETaJIbHOTO HACTIAKY Ta
30UIBIIEHHS YacTOTH PO3BUTKY JiaparMaibHOi TpHXKi y INYpiB, SIKHM BBOJMIM LIEIEKOKCUO
IIOZICHHO MEpPOPaJbHO MPOTIArOM IEpiojly OpraHoreHesy y J03ax, 1o HpuOau3HO B 6 pasiB
NEPEBUIIYBAJIN MAaKCUMAJIbHY PEKOMEH/IOBAaHY 103y JUIsl JIIOAMHH, iKa cTaHOBUTH 200 Mr 2 pa3u Ha
n00y. Kpim Toro, cTpykTypHi HopylieHHsl (Hanpukiaa JeGeKTH Meperopoaku, 3poiieHHs pedep,
3pOIIEHHs CerMEHTa IpyAMHHU Ta Jedopmallii CerMeHTIB IPYANHHU) CIIOCTEpIrajgu y KpoOJiiB, SKUM
BBOJMJIM IIEJIEKOKCHO MEepOpalibHO MPOTATOM MEpioay OpraHoTreHe3y Y J03ax, sKi MpUOIU3HO B
2 pa3u TEpeBHIIYBAIM MaKCHUMalbHy PEKOMEHJOBaHy 103y Uil JoAuHU. JlaHi, OTpuMaHi B
J0cigax Ha TBapHUHAX, IEMOHCTPYIOTh BaXXJIMBY POJIb MPOCTArjaHINHIB Y pEryssiii IPOHUKHOCTI
CYIMH €HJOMETpis, IMIUIaHTalii OJIACTOLMCT Ta JAeuupyanizamii. Y JOCTIDKEHHSX Ha TBapHUHAX
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BBEJICHHA IHTIOITOPIB CHHTE3y NPOCTArJaHAWHIB HANpUKIa] LEICKOKCHOy, MPHU3BOIUIO O
MIABUIICHHS YaCTOTH Mpe- Ta MOCTIMILIAaHTAIIMHUX BTPAT.

VYci BariTHOCTI CyNpOBODKYIOTBCS (DOHOBUM PU3UKOM YPOJDKEHHUX Ne(eKTiB, BTpaTu Iuioaa abo
iHIMX HebaxaHMX HacHiakiB. Y 3aranbHid momyssimii mamieHTiB CIIA, He3aneXHO Bij BIUIHBY
npernapary, yci KJIiHIYHO BCTAaHOBJICHI BUITaJKH BariTHOCTI XapaKTePU3yIOThCs (POHOBOIO YaCTOTOIO
2-4 % 3naunux ypomkeHux nedextiB Ta 15-20% BTpaTM IUIOHA MiJ Yac BariTHOCTI
Po3paxynkoBuil (OHOBUN PU3MK 3HAYHUX YPOJKCHHUX Je(eKTIB 1 BUKUAHIB IS 3a3HAYECHOT
MOTYJISIIiT HEBITOMHUH.

Iepeitvu Ta momoru. Jlocmimkens BrmBy npenapaty Llene6pexc® Ha mepeiimm aGo momnoru He
npoBowIIA. Y nmociijpkeHHsx Ha TBapuHax HII3II, BkIrOYaroum 1eneKokcuO, iHTiOYyIOTh CHHTE3
MPOCTArJIaHAWHIB, CIPUYMHSIIOUYH 3aTPUMKY ITOJIOTIB Ta MiABUIYIOYH YaCTOTY MEPTBOHAPOKEHHSI.
Hani, oTpumani Juis smonuHu. HasiBHI 1aHi HE JarOTh MOXJIMBOCTI OI[IHUTH HAsBHICTb YU
BiZCyTHiCTH eMOpiodeTanbHOT TOKCHYHOCTI, TIOB’13aHO1 i3 3acTocyBaHHAM Tpenapaty Ilene6pexc®.
Brus npenapary Lene6pexc® na nepe6ir mepeitMiB Ta MONOTIB Y BaTiTHUX XKiHOK HEBiOMMIA.
l'onyBanHg rpyao. HedncnenHi 1aHi TpbOX OMyOJIIKOBAaHUX 3BITIB CTOCYIOTHCS 3arajioM 12 xKiHOK,
AKi TOMyBaqM TPYAMIO, Ta CBiA4aTh Tpo HU3bKHi BMicT mpemapary llene6pexc® y rpymmomy
Mmoutomi. Po3paxoBana cepermHsi moboBa mo3a Uit HeMOBIATH craHoBmia 10—40 Mkr/kr/mo0y, mo
ckmagano MeHme | % Big TepaneBTHYHOI J03W ISl TBOPIYHOT TUTHHH y TIEpEepaxyHKy Ha Macy
Tima. Y 3BIT1 PO JABOX HEMOBJIAT BiKOM 17 Ta 22 MicsIli, SKUX TOIyBaJIA TPYAJII0, HE TMOBIIOMIISITH
PO OJIH1 MOOIYHI1 peakiiii.

3actocoByBatu lleneOpekc™ »kiHKam, SKi FOAYIOTh TPYAII0, ciil 3 oOepexHicTio. Kopucts st
3I0pPOB’sl 1 PO3BUTKY JAUTHHU BiJ TPYJHOTO TOXyBaHHS CIiJ OIIHIOBATH TOPIBHSIHO 3 KJIIHIYHOIO
notpe6oro MaTepi B mpemapati Ilene6pexc®, a Takok Oyab-AKAMH MOTEHIIHHUMH MOOIYHHMH
edexramu npenapary Llene6pekc® a6o BIUTHBOM OCHOBHOTO 3aXBOPIOBAHHS MaTepi HA HEMOBIIS.

®

30amuicmv enaueamu Ha wWUOKICMb pearkyii npu KepysaHHi AMOMPAHCNOPMOM abO0 THUUMU
MeXaHIZMaAMU.

VY pa3i mosBM Takux TOOIYHUX peakiliii, SK 3alaMOpPOYCHHs, BEPTUTO ab0 COHJIMBICTh, MPH
3aCTOCYBaHHI IICJICKOKCUOY CIiJI YHHKAaTH KEpyBaHHS TPAHCIOPTHUMHU 3acobamMu Ta poOOTH 3
IHIIMMH MEXaHI3MaMH.

Cnocio 3acmocysanns ma 003u.

3acanvui incmpykyii wooo 0osysanus. llepen NPUHHATTAM pILIEHHS PO 3aCTOCYBaHHS LbOTO
JIIKapChKOTO 3aco0y CIiJ peTeabHO 3BAKWUTHU OYIKYBaHI IMOTEHINHHI NEpeBard Ta PHU3UKH Bij
3acTocyBaHHs mnpenapary llene6pexc® Ta po3TNAHYTH JOIUIBHICTH iHINMX BapiaHTIB JIIKyBaHHS.
Cnin 3acTocoByBaTHM HalHWKYY €(QEKTHBHY 03y Ipenapary MNpOTArOM HaWKOpPOTLIOrO MHepiony
3T1THO 3 METOIO JIIKYBaHHS OKpEeMOTro mnairieHTa (auB. po3ai «OcoOIMBOCTI 3aCTOCYBaHHS»).

Le#t mpemnapatr MO>XKHA MIPUIIMATH HE3aJIEKHO Bl TPUHOMY TXKI.

Ocmeoapmpum. llpu niKyBaHHI OCTEOapTpUTy JA03a mpemnapary cTaHoBuTh 200 Mr Ha m00y
onHOpa3oBo abo no 100 mr 2 pa3u Ha 100y.

Pesmamoionuii apmpum. Tlpu nikyBaHHI peBMaTOIHOTO apTpUTY Jl03a Mpenapary CTaHOBUTH Bl
100 mo 200 mr 2 pasu Ha 100Yy.

Ankinosyrouuti cnowounim. Jns JIKyBaHHS aHKUIO3YIOUOTO CIOHAWIITY A00OBa J03a Mpenapary
Hene6pexc® cranoputs 200 Mr, sIKy C1iji HpuitMaTi ofpasy (mpuifom 1 pa3 Ha g00y) abo AiMMTH
(mpuitoM 2 pas3u Ha 100y). SIKIIO OPOTSITroM 6 THXKHIB HE CIIOCTEPIraeThCsl MO3UTHBHOTO €(EKTY,
703y Tmpemapary MoskHa 30utbmmuTH g0 400 Mmr Ha A00y. SIKmo mpoTsAroM 6 THXKHIB He
criocTepiraerbes e(ekTy IMpH 3acToCyBaHHI mpemnapaTy y no3i 400 mr Ha 100y, BiINOBiIB Ha
JKYBaHHS € MaJOHMOBIPHOIO, TOMY CIIiJ pO3TJISHYTH albT€PHATUBHI BapiaHTH JIIKYBaHHS.
Konmponv 2cocmpozo 6onto ma nikyeanns nepsunnoi oucmenopei. JIns KOHTPOIIO FrOCTporo 000 Ta
JKYBaHHS MEPBUHHOI JTUCMEHOpel MmouyaTKoBa J03a mpemnapary cTaHoBuUTh 400 Mr 3 HaCTYIHHM
3aCTOCYBAaHHSAM J0AaTKOBOI 7031 200 Mr y mepiuuii JeHb y pa3i HEOOXiAHOCTL. Y HacTymHi JHI
PEeKOMEHI0BaHa J103a npemnapary ctanoBuTh 200 Mr 2 pa3u Ha 100y y pa3i HEOOX1HOCTI.

Ocobnusi epynu nayienmis.

IlediHkOBa HEIOCTAaTHICTb. Y MAIIEHTIB 3 MOPYLMIEHHSIM (YHKIIl MEYiHKH MOMIPHOTO CTYHEHS
TsoKKocTl (kimac B 3a knmacudikaniero Yainna—II’10) no3y mpenapaty cuin 3meHmutu Ha 50 %.
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[artieaTy 3 TOBUILHUM MeTaboai3mMoM cyocerpariB CYP2C9. Jlopociaum marjieHTaMm 3 BiJOMHM a0o
MiZI03pIOBAaHUM YNOBUIbHEHHSAM MeTabonismy cyOcrparie CYP2C9 na mincraBi renotumy abo
MOTIEPEeTHBOTO J0CBiNy 3actocyBanHs iHIIKX cyocTpaTie CYP2C9 (Takux six Bapdapus, GpeHiToiH)
IEJIEKOKCUO CITiJ] 3aCTOCOBYBATH, IOYMHAIOYH 3 ITOJIOBUHU MIiHIMAJIBHOT PEKOMEHI0BAHO1 TO3H.
[NamienTam 3 IOBEHUIBHUM PEBMATOITHMM apTPUTOM Ta BiTOMHM a0o0 MiJO3pIOBAHUM IOBUILHUM
Mmetaboiizmom cybcetpatie CYP2C9 cnig po3rissHyTH MOXIJIMBICT 3aCTOCYBaHHS aIbTEPHATUBHOTO
nikyBaHHS (IUB. po3aut «®apMakoJIOriyHi BIACTHBOCTIL. DapMaKkoreHOMiIKay).

[amienTn sitHROro BiKy. IlamieHTH JITHROTO BiKy, MOPIBHSAHO 3 MAIliEHTAMH MOJIOJIIOTO Ble,
MalOTh OUTBIIMI PHU3MK PO3BUTKY TaKUX CEPHO3HHMX MMOOIMHUX pEeaKiid, acoliifoBaHUX i3
3actocyBanHsM HII3II, sk moOiuHi peakmii 3 OOKy cepueBO-CYAMHHOI CHUCTEMH, HLTyHKOBO-
KHIIKOBOTO TPAKTy Ta/abo 3 O0KY HUPOK.

Sxmo nependavyyBaHa KOPUCTh IS MAIIEHTIB JITHHOTO BIKY € OUTBIIOI0, HDK IMOTCHITIHHI PH3UKH,
CIIii PO3MOYMHATH 3aCTOCYBAHHs Mpenapary 3 HAHHIKYOI J03M Ta MOHITOPUTH CTaH Talli€HTa
1010 PO3BUTKY MOOIYHUX peakilii (uB. po3aut «OCcoOIUBOCTI 3aCTOCYBAHHS» ).

I3 3aranbHOI KiTbKOCTI TIAITi€HTIB, sIKi 3acTocoByBamu Llenebpexc® y Xoi KIiHIYHUX JOCTiIKEHD 0
BUXOJly Mpernapary Ha pUHOK, BIK OuUtbine HDK 3300 mamieHTiB CTaHOBUB 65—74 poku, IpU LIOMY
Bik mpubmuzHo 1300 nonarkoBux mnamieHTiB OyB Biag 75 pokiB. CyTTe€BUX BIAMIHHOCTEH IIOJ0
e(eKTUBHOCTI JUIs I[I€] KaTeropii MaiieHTiB Ta JUIsl MALIEHTIB MOJO/IIOTO BIKY BUSBIIEHO HE OyIO.
VY KIHIYHUX AOCHTIDKEHHSX, Y X0/I1 SKUX MOPIBHIOBAIN (PYHKI[IF0O HUPOK (BU3HAYAJIH 32 IIBUAKICTIO
KIyOOouKoBOi (iNbTpallii, a30TOM CEYOBMHU KPOBI Ta KpEaTMHIHOM) Ta (YHKIIIO TPOMOOLUTIB
(BU3HAYaJld 3a YacoM KpOBOTEYl Ta arperaimie€ro TPOMOOLMTIB), HE CHOCTEpIraiv pi3HUI Yy
pe3ynbpraTax A JoOPOBOJIBIIB JITHHOTO BIKY Ta J00pOBOJIBLIB MOJOAIOro Biky. [IpoTe, sk 1 nmpu
3acrocyBanHl1 iHmmMXx HII3II, y Tomy wmcni Tux, sxi BubipkoBo npurHiuyiots L{OI'-2, y mepioa
MICHST BUXOJY Ipernapary Ha pUHOK Oyno Oulbllle CHOHTAaHHUX TOBIIOMIIEHb MPO ILTYHKOBO-
KHILIKOBI MOJIl 3 JIETaJbHUM HACJIIJKOM Ta MPO TOCTPY HUPKOBY HENOCTATHICTh Yy MAI[IEHTIB
JITHBOTO BIKY TIOPIBHSHO 3 TAaIll€HTaMHd MOJIOAMIOTO BIKYy (muB. po3ain  «OcoOimMBOCTI
3aCTOCYBaHHS).

Jlimu. 1ene6pexc®, kancymu mo 200 MT, He TTOKa3aHMI JUIS 3aCTOCYBAHHS JiTSIM.

Ilepeoo3ysanns.

Cumnromu roctporo nepenosyBands HII3II, sk mpaBuiio, 0OMEXYIOThCS JIETApPri€r0, COHIMBICTIO,
HY/IOTOI0, OJIFOBaHHSIM Ta 00JIEM B emiracTpasibHIN AUISHII )KMBOTA 1 3a3BHYall € 00OPOTHUMH TIPH
3aCTOCYBaHHI MIATpUMYIOUOi Tepamii. bynu 3apeecTpoBaHi BHUNAAKH NUTYHKOBO-KHUIIKOBOT
KpoBoTeYi. Y pIAKICHHX BHMaaKax OyJn 3apeecTpoBaHi apTepiajbHa TiMEpTeH3is, TOCTpa HUPKOBa
HEJIOCTaTHICTh, MPUTHIYCHHS AUXaHHS Ta Koma (IuB. po3aiu1 «OcoOIMBOCTI 3aCTOCYBAHHS).
[IpoTAroM KIHIYHHX JOCHi[KeHb BHIAJKIB Mepeno3yBaHHs npemapatoMm llene6pexc®
3apeectpoBaHo He Oymo. [licist 3actocyBannst mpemapaty y ngo3ax g0 2400 mr/moOy mpoTsarom
nepiogy no 10 guiB y 12 maifieHTiB BUIAJKIB CepHO3HOI IHTOKCHKAIll 3apeecTpoBaHO He OYIo.
[ndopmariiss mpo MOKIMBICTb BUBEICHHS IEIEKOKCHMOY NUIAXOM TeMOMiani3y BiICYTHA, ale,
3Ba)KAIOUM HAa BUCOKUH CTYIMiHb 3B’sA3yBaHHA 3 OUlkamMu minasMu KpoBi (> 97 %), moxHa
MPUITYCTUTH, LIO Jiali3 NP Nepeo3yBaHHi Oyae HeeheKTUBHUM.

[Ticns mepenoszyBanus HII3II manieHTam HEOOXIAHO MPOBOJAUTH CUMITOMATUYHE Ta MIATPUMYIOUE
nikyBaHHs. CrenianbHi aHTUAOTH BiACyTHI. CHiJl po3IJISHYTH MOXJIHMBICTh BUKIMKATH OMIOBAHHS
Ta/abo 3actocyBaT aktuBoBaHe Byrimia (60-100 r ansa gopocnux, 1-2 v Ha 1 Kr Macu Tina AiTIM)
Ta/abo OCMOTHMYHUH TNPOHOCHUH 3acid mMarieHTaMm, y SKHMX IMPOTATOM YOTUPbOX TOAMH TICIsS
3MIACHEHHS 1H €KIlii CIOCTepiraloThCss CUMITOMHU TEpPe03yBaHHA, a TAKOX MAIlieHTaM 3 TSHKKUM
nepeao3yBaHHAM (7103a, 1o B 5—10 pa3iB nepeBulllye peKOMEHI0BaHy J103Y).

dopcoBanHmii Aiypes, MiITYKyBaHHs cedi, reMoiani3 abo remonepdysis He 3aCTOCOBYIOThCS Yepes
BHCOKE 3B’sI3yBaHHsI 3 OUIKaMH.

Jlnst oTpUMaHHs A0AaTKOBOI iH(popMaIllii I0/10 JiKyBaHHS Nepea03yBaHHA HEOOXiTHO 3BEpHYTHC
JI0 TOKCUKOJIOTTYHOTO LIEHTPY.

Ho6iuni peakuii.
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OCKUTbKM KJIIHIYHI JOCTIIUKEHHS TPOBOJAATHCSA 3a YK€ pPI3HUX YMOB, YacCTOTy BHHHUKHEHHS
MOOIYHUX peakiii y KIIHIYHUX JOCHIIPKCHHSX OIHOIO Mpenapary He MOKHa Oe3nocepeIHbo
MOPIBHIOBATH 3 IOKAa3HUKOM, OTPHUMAHUM Y KIIHIYHHX JOCHIPKEHHSIX IHIIOTO TIpemapary, u
OUIKyBaTH TaKoi * YacToTH Ha mnpaktumi. Onnak iHdopmamis mpo mobiyHi peakuii mim yac
KIIHIYHUX JOCHIPKEHb 3a0e31euye OCHOBY JUIS BU3HAYCHHS MOOIYHUX PEaKIid, 110 MOXYTb OyTH
OB’ SI3aHUMU 3 BUKOPUCTAHHSAM Ipenapary, i JUist OTpUMaHH NPUOIM3HUX MOKA3HUKIB YaCTOTH.

I3 yciX yJacHMKiB KOHTPOJIBOBAHHX KIiHIYHUX JIOCIiIKEHb 3aCTOCYBaHHS npenapary llene6pexc®,
SIK1 TIPOBOJIMJIMICSI IO BHXOJy IperapaTry Ha PUHOK, Oiu3bko 4250 MaIrieHTiB Majau OCTCOApPTPUT,
O6mu3pko 2100 mamieHTiB  Manm  peBMaroimHuii  aptpur Ta Omu3bko 1050 mamieHTiB  —
nicnsgonepaniiauii 6inb. Binbme nix 8500 mamientis 3actocoByBamu Llene6pexc® y 3aranbmiit
no6ogiit 1031 200 mr (100 Mr 2 pasu Ha 100y a6o 200 mr 1 pa3 Ha 1o0y) abo OLIbIIE, Y TOMY YHCHTI
oireie 400 mamientiB — y no3i 800 mr (400 mr 2 pasm Ha m00y). bimmspko 3900 mamieHTiB
3actocoByBamu Ilene6pexc® y mux mo3ax mportsrom 6 micsmis abo Gimbme; mpubmmsao 2300 3 mux
MaIi€HTIB 3aCTOCOBYBAJIM Tpermapar mpoTsroM | poky abo Outbmie Ta 124 3 1nMX MAalieHTIB
3aCTOCOBYBAJIM IIpemnapar npoTsIroM 2 pokiB abo OuIbIIIe.

KoHTpoaboBaH1 JOCAKEHHS 3aCTOCYBAHHS Mpenapary Julsl JIIKYBaHHS apTPUTY, SKI IPOBOIMIIN JIO
BUXOJly IIpernapaTy Ha PUHOK.

VY rtabnuui2 HaBeneHO ycl MOOIYHI peakilii, He3aJeKHO Bl NPUUYMHHOTO 3B 53Ky, L0 Oynu
3apeecTpoBaHi y > 2 % TaIieHTiB i gac 12 KOHTPOIIBOBAHMX JOCIiKeHb penapaty 1lene6pexc®
3a y4yacTIO MAIIEHTIB 3 OCTEOapTPUTOM ab0 PpPEeBMATOINHUM apTPUTOM, IO BKIOYAIU TPYIy
maanedo Ta/abo TPymy MO3UTUBHOTO KOHTPOO. OCKUTbKM 111 12 JOCHipkeHh Malld pPi3HY
TPUBATICTh 1 Yac BIUIMBY Ha MAIIEHTIB B IUX JOCIDKEHHSIX MIr OyTH pi3HUM, NMpEeACTaBleHl y
Tabnuui 2 BIACOTKOBI MOKa3HUKH HE BiIOOpakaroTh CyMapHY YacTOTy BHHMKHEHHS MOOIUHUX
peaKIrii.

Ta0muus 2.
o6iuni peakiii, o BUHMKAMM OinbIn HiK y 2 % HamieHTiB, ki npuitmamu Llene6pexc®, min vac
KOHTPOJILOBAHUX JIOCII/DKEHb 3aCTOCYBaHHS Tpenapary IJisl JIIKyBaHHS apTPUTY, SIKi TPOBOIUIACH
JI0 BUXOJIy TIperapary Ha pUHOK.

Ilob6iuna peaxyis LEC |Ilnayebo|HAIl |/[K® |IFY

N=4146|N=1864 |N=1366{N=387|N=345

3 60Ky WiYHKOBO-KUUKOBO2O MPAKIY

bine y mumyHKy 41% (28% |7,7% (9,0% (9,0%

Hiapes 56% (38% (53% [9,3% |5,8%

Hucrencis 88% (62% [12,2% |10,9%(12,8%

MeTteopusm 22% [10% (3,6% [4,1% [3,5%

Hynora 35% (42% (6,0% |3,4% |6,7%

Opeanism y yinomy

bine y cniuni 28% |136% |22% (2,6% |0,9%

[Tepudepuunuii HaOpsK 21% [1,1% 21% [1,0% (3,5%

TpaBma, BUIIaAKOBa 29% [2,3% 3,0% 12,6% |3,2%

3 boky Hepsosoi cucmemu

3anaMOpoYEeHHs 20% |1,7% (26% |1,3% (2,3%

["'onoBHUi OLIL 158% (20,2% [145% (15,5 %|15,4 %

3 6oky ncuxiku

Be3conus 23% 123% (29% |1,3% (1,4%

3 6oky ouxanvhoi cucmemu

dapuHriT 23% |1,1% |1,7% (1,6% |2,6%

Punir 20% |1.3% |24% (2,3% |0,6%

Cunycur 50% |43% |40% (54% [58%

Indexuis BepxHix auxanpHux nuwsxis (8,1 % (6,7% 199% 9,8 % (9,9 %

3 boky wikipu

Bucumnanns 22% 121% (21% |1,3% (1,2%

1IBC — Iene6pekc® y m03i 100-200 mr 2 pasu Ha 106y a60 y 103i 200 Mr 1 pas Ha 106y;
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HAII — nanpokcen y no3i 500 mr 2 pasu Ha 100Yy;
JK® — nuknodenak y mo3i 75 mr 2 pa3u Ha 100Y;
IBY —i6ynpoden y no3i 800 mr 3 pas3u Ha 100y.

VY mane60-KOHTPOIbOBAHUX KIIHIYHUX JOCTIHKEHHIX a00 JOCTIPKEHHIX 3 aKTUBHUM KOHTPOJIEM
YacTKa MAIli€HTIB, SKI NPUIUHWIN JIKyBaHHS uyepe3 moOiyHi peakxiii, craHosuna 7,1 % y rpymi
3actocyBanHs npenapary Llene6pexc® Ta 6,1 % y rpymi muane6o. Cepen HaHGUIBII TOMMPEHHX
MPUYMH YIS IPUTTMHEHHS JIIKYBaHHS Yepe3 MoOIuH1 peakiii y rpymax HamieHTiB, sKi 3aCTOCOBYBAIIU
Iene6pexc®, Gymu mucnencis Ta 6inb y sxuBorTi (0,8 % Ta 0,7 % BimmosigHo). Cepen mamieHTiB, SAKi
oTpumyBanu miane6o, 0,6 % mpUNUHWIN Horo nmpuiioM depe3 aucrernciro, a 0,6 % — gepe3 Outb y
KUBOTI.

Hwxue3aznaueni mo6iuni peakuii Oynm 3apeectpoBani y 0,1-1,9 % marieHTiB, siKi 3aCTOCOBYBaIA
Iene6pexc® (100200 mr 2 pasu Ha 106y a6o 200 mr 1 pa3 Ha 106Y).

3 60Ky WIYHKOBO-KUUWIKOB020 Mpaxkmy: 3amnop, AUBEPTHKYIIT, aucdaris, BiApuxKKa, e3odarir,
racTpuT, TaCTPOCHTEPUT, ractpoe3odarearbHuil peduirokc, reMopol, XiaTalbHa IpuXa, MEJEHa,
CYXICTh Yy POTi, CTOMAaTHUT, TCHE3MH, OJTFOBaHHS.

3 60Ky cepyego-cyounHoi cucmemu: TIOTIPIIAHHS TIEpeOIry apTepiaibHOI TiMepTeHs3ii, CTeHOKap/Iis,
imemMiyHa xBopo0Oa cepis, iH(papKT MiOKap/a, cepiieBa He0CTATHICTb.

3acanvui poznadu: peaxiii TIMEPUyTIUBOCTI, alepridHi peakiii, OuTh y Tpyasx, kicta (0e3
JIOTATKOBUX YTOYHEHB), TeHEepaTi30BaHU HAOpSAK, HAOPSK OOMWYYs, MiABUIIIEHA BTOMIIFOBAHICTb,
rapsiuka, MPUILIMBY, TPUNIONOIOHI CUMIITOMH, OLTb, IepUdepruyHmil OiTb, IeprdepudHui HaOPsIK /
3aTpUMKa PiIUHH.

3 6oky yenmpanvHoi ma nepugepuuroi Hep8osoi cucmemu: CyAOMH HIT, TIIEPTOHIA, TiMecTe3is,
MIrpeHb, apecTesis, BEPTUTO.

Po3znaou cnyxy ma secmubynaprnoeo anapamy: TIyX0Ta, IIyM Y ByXax.

lopywennss uacmomu cepyesux CcKopoueHb ma Cepyesoco pummy: BITIYTTS CepueOUTTS,
Taxikapis.

3 60Ky neuinku ma #c084HO20 MiXypa: MIABUIIEHHS PIBHIB MEYIHKOBUX (DepMEHTIB (y TOMY YHCIIi
MIBUIIEHHS PIBHIB acmiapTaTTpaHcaMiHa3| Ta aJlaHIHTpaHCaMiHa3M).

Memaboniuni ma animenmapui poznadu. TIABUIICHHS PIBHS a30Ty cedYl, MIABUIIECHHS pPIBHS
KkpeatuH(PocOoKiHA3U B KPOBI, TIMEPXOJECTCPUHEMIS, TIMEPTIIKEMIs, TIMOKATIEMis, MiIBUIICHHS
piBHsI HEOLTKOBOTO a30Ty, MIIBHINECHHS PiBHSA KPEaTUHIHY B KPOBI, MIJABUIICHHS PIBHS CEYOBHHU B
KpOBI, MiABUIIICHHS PIBHS JTYXHO1 ocdaTasu, 30UTbIICHHS MacH TiJa.

3 60Ky KicmKko6o-m 5130801 cucmemu. apTpaITisi, apTPO3, MiaJITis, CHHOBIT, TEHIUHIT.

3 6oky mpomboyumie (Kpogomeua abo 320pmanHs KpOGL):. €KXIMO03, HOCOBa KpOBOTEUa,
TPOMOOITUTEMISI.

3 60Ky ncuxiku: aHOPEKCis, CTPHUBOXKEHICTh, IIIBUINECHUNM aIleTUT, MACNPecisi, HEPBO3HICTD,
COHJIUBICTb.

3 60Ky Kposi: aHeMisl.

3 60Ky OuxanvHoi cucmemu: OpPOHXIT, OpOHXOCHa3M, MOCUIICHHS OpOHXOCTa3My, Kalllelb, 3aUIIKa,
JIAPUHTIT, THEBMOHISI.

3 6oky wxipu ma ii npudamkie. anomelis, AEPMATHT, peakuii (POTOUYTIUBOCTI, CBEPOIK,
epUTEeMaTO3H1 BUCHIIAHHS, MaKyJIO-TIamyIbO3H1 BUCUIIAHHSA, 3aXBOPIOBAHHSI LIKIPU, CYXICTh LIKIpH,
MIBUIICHA MITJIUBICTh, KPOIIHUB SHKA.

Posnaou 6 micyi 3acmocyéanns: NaHIKYIIT, KOHTAKTHUN 1€pMaTHUT.

3 6oky ceuosudinbnoi cucmemu: anbOyMIHypis, LUCTUT, JU3Yypis, TeMaTypid, yacrte
CEUOBHUITYCKaHHSI, C€YOKaM siHa XBopoOa.

HuxdesaznaueHi cepiio3Hi moOiuHi peakitii (OpUYMHHUK 3B’SI30K HE OIIIHIOBaBCs) Oynu
3apeectpoBani y < 0,1 % narrieHTis.

3 6oky cepyego-cyOunHoi cucmemuy: HEMPUTOMHICTD, 3aCTiiHA ceplieBa HEAOCTATHICTh, (DiOpUmIAIis
IIUTYHOYKIB, TpoMOoemOotisi JereHeBoi aprepii, TOCTpe MOpYyIIEHHS MO3KOBOTO KpOBOOOIry,
nepuepruyHa raurpeHa, Tpomoogeoir.

3 00Ky WLIYHKOBO-KUWIKOBO20 mMpaKkmy: KpOBOT€Ua 3 IUIYHKOBO-KHIIKOBOTO TPaKTy, BHpa3ka
JIBAHAILATUIIATO] KUIIKK, BUpa3Ka MUTYHKY, BUpa3ka CTPaBOXOJy, BUpa3Ka KUIIEUHHKA, BHpa3Ka
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TOBCTOI KHIIKH, HETIPOXIAHICTh KUIICYHUKY, Nepdopallis KUIIKY, IUTYHKOBO-KHIIIKOBAa KPOBOTEYA,
KOJIT 3 KpOBOTeUeto, iepdoparlisi CTpaBOX01y, MaHKPEATHUT, KUIIIKOBA HEMPOXIAHICTb.

3acanvhi po3nadu: CENCUC, PANTOBUH JICTATBHUN HACTIIOK.

3 6oky neuinku ma JHco8uHO20 MIXypa. XOJNEIITias.

3 6oky kposi ma nimpamuunoi cucmemu’ TPOMOOITUTOIICHIS.

3 6oxy mepsosoi cucmemu: arakcis, cyimmn (auB. po3ain «B3aemomis 3 HIIMMH JTIKAPCHKHUMH
3ac00aMu Ta IHII BUIHA B3a€EMOIIN»).

3 60Ky HUpOK: TOCTpa HUPKOBA HEJOCTATHICTD.

JlocnipKeHHsT JOBrOCTPOKOBOT O€3MEYHOCTI 3aCTOCYBAHHS IICJICKOKCHOY JUTS JIIKYBAHHS apTPHUTY.
I'emamonociuni poznaou. YactoTra BUMAIKIB KIIHIYHO 3HAYYIIOTO 3HIKEHHS PIBHS reMOrJIOOiHY
(> 2 r/nm) Gyna HWKYA y MAILi€HTIB, sKi 3acTocoByBamu Llenebpexc® y no3i 400 Mr 2 pasu Ha 100y
(0,5 %), mopiBHSHO 3 MaIliEHTaMH, SIKi 3aCTOCOBYBaIM AMKIO(PEHAK y 1031 75 Mr 2 pa3u Ha 100y
(1,3 %) abo ioynpoden y mo3i 800 mr 3 pasu Ha 100y (1,9 %). Taka MeHIIIa YacToTa peaKilii mpu
3acTocyBaHHi npenapaty Ilenebpekc® 36epiramacs sk Ha TiIi IPUHOMY acIipHHY, TaK i 63 HBOTO
(muB. po3ain «DapMakoIMHAMIKAY).

Ipununenns 3acmocyeanns npenapamy/cepiiosni nobiuni peaxyii. CymapHa 4acToTa MPUITUHEHHS
3acTocyBaHHs Tmpenapary llemebpexc®, nuxmodeHaky Ta idynmpodeHy uepes moOiuHi peakiii 3a
9 micsiiB, po3paxoBaHa 3a MerojgoMm Karmama — Maifepa, cranoBmia 24 %, 29 % Tta 26 %
BiamoBimHO. Yacrtora cepiio3HMX TOOIMHUX peakiid (TOOTO TakuX, M0 MPHU3BOIATH O
rocriTanizaimii ab0 CTaHOBJISITH 3arpo3y Ul JKUTTS Malli€eHTa, ado IHIIUM YUHOM SIBJISIFOTH COOOO
BAXKJIMB1 MEJMYHI peakilii), He3aJIeKHO BiJl IPUUUHHOTO 3B 53Ky, Y PI3HUX JOCHIPKYBAaHUX Tpynax
naiieHTiB He BiapizHsiacs (8 %, 7 % ta 8 % BiAmoBigHO).

JlocnmiKeHHs 3aCTOCYBaHHS MIpenapary npH JIIKyBaHH1 IOBEHUIBHOTO PEBMATOITHOTO apTPHTY.

VY 12-TmxHEBOMY TOJIBIHHO CIIMOMY JOCIIDKEHHI 3 AKTHMBHUM KOHTpojeM 242 maiieHTH 3
IOBEHUIBHUM PEBMATOINHUM apTPUTOM BIKOM Bia 2 10 17 pokiB 3aCTOCOBYBaJM ILIEIEKOKCUO abo
HaINpoKCeH; 77 MaIli€HTIB 3 IOBEHUIBHUM PEBMATOITHUM apTPUTOM 3aCTOCOBYBAIH IIEJIEKOKCHO Yy
1031 3 Mr/kr 2 pa3u Ha a00y, 82 marieHTH 3aCTOCOBYBAJIM IIEJIEKOKCHO y 7031 6 MI/Kr 2 pa3u Ha
no0y Ta 83 mamieHTH 3acTOCOBYBIM HANPOKCEH y nA031 7,5 mMr/kr 2 pasu Ha J100y.
Halinomupenimumun noOiMHUMH  peakuiiMu (=5 %), 1o peecTpyBajucs y TMalieHTIB, SKi
3aCTOCOBYBAJIH 1IEJIEKOKCHO, OYyiIM TOJIOBHUN OUTh, MIIBUIIICHHS TEMIIEpaTypH (TirepTepmis), OuTh y
BEpXHIM YacTHHI )KMBOTA, Kallenb, Ha30(apuHriT, OUTh y KUBOTI, HYIOTa, apTpajrii, miapes Ta
omoBanHs. Haitnommpenimumu nobidHUMH peakiiiMu (=5 %), 110 peecTpyBaliucs y Malli€eHTIB,
SKI 3aCTOCOBYBAJIM HAINpPOKCEH, OyJIM TOJIOBHUW OUIb, HYyI0Ta, OJIOBaHHS, IMiIBUIICHHS
TeMreparypu, Oulb y BEpXHIl YaCTUHI )KUBOTA, Jiapesi, Kallelb, OUTh Y )KUBOTI Ta 3alIaMOPOUYEHHS
(tabmuus 3). Ilim yac nporo 12-THXKHEBOTO TOJABIMHO CIINMOTO JOCHIDKEHHS 13 3aCTOCYBaHHSIM
LeIeKOKCHOy y 103ax 3 Ta 6 Mr/kr 2 pa3u Ha 100y HOPIBHAHO 3 HAIIPOKCEHOM IIKIUIMBOTO BILIUBY
Ha 3pOCTaHHS Ta PO3BUTOK HE crHocrepiranocs. Mik rpynamMu JIIKyBaHHS HE CIOCTepiraiu
3HAYYIIUX BIIMIHHOCTEH Yy KUIBKOCTI KIIIHIYHUX 3arocTpeHb yBeiry abo CHUCTEeMHHUX O3HaK
IOBEHUTLHOTO PEBMATOIIHOTO apTPUTY.

VY 12-TwKHEBIH BIOKPUTIA po3MIUpeHid (a3l OmMCcCaHOTO BUIIE IMOABIHHO CIINOTO JOCIIIKEHHS
202 maiieHTH 3 I0OBEHUIBHUM PEBMATOINHUM apTPUTOM 3aCTOCOBYBAIH IENEKOKCUO y 7031 6 MI/KT
2 pa3u Ha n00y. YactoTa moOiuHUX peakiii Oyna moaidHO0 0 MOKa3HUKA, OTPUMAHOIO MiJ Yac
MOJABIMHO CIIMOTO AOCTIKEHHS; HE CIOCTepIraiy >XOJHUX HEOYIKYBAHMX KIIHIYHO 3HAYYIIMX
MOOIYHHUX PEaAKIIii.

Tabmums 3.
[ToO1uHi peakiii, 1110 BUHUKAIN y > 5 % Malli€HTIB 3 IOBEHUIbHUM PEBMATOITHUM apTPUTOM Y Oy/ib-
SKIH 3 TPy JIKYBaHHS, PO3IOUIEH] 32 CUCTEMHO-OpraHHUMHU Ki1acamMu (% BiJ KUIBKOCTI MAIli€EHTIB
3 MOOIYHUMHU PEaKIiIMHU).

Knacu cucmem i opeanie Bci 0o3u 2 pazu na 006y
Lenexoxcu6 | Illenexoxcub Hanpoxcen
3 me/ke 6 me/ke 7,5 me/ke
N=77 N=82 N=83
Bynp-sxa peakiis 64 70 72
3 00Ky opraHiB 30py 5 5 5
3 00Ky IIUTYHKOBO-KUIIKOBOT'O TPAaKTy 26 24 36

17




binb y )xuBOTI 6€3 101aTKOBUX YTOYHEHb 4 7 7
Binb y BepxHill YaCTHHI )KUBOTA 8 6 10
boBanHs 6€3 10JaTKOBUX YTOYHECHb 3 6 11
Jliapest 6€3 TOJATKOBUX YTOYHECHb 5 4 8
Hynora 7 4 11
3aranpHi po3iaau 13 11 18
I[Tipekcis 8 9 11
Indexii 25 20 27
Hazodapunrir 5 6 5
TpaBma Ta oTpyeHHs 4 6 5
Pesynpratn maboparopHux aHamiziB* 3 11 7
3 00Ky KICTKOBO-M SI30BOT1 CHCTEMU 8 10 17
ApTtpanris 3 7 4
3 60Ky HEPBOBO1 CHCTEMU 17 11 21
I"onoBHMIT 6UTb 6€3 7OJATKOBUX YTOUHEHD 13 10 16
3anamMopoyeHHs (3a BUHSITKOM BEPTHIO) 1 1 7
3 00Ky AMXaTbHOI CHCTEMU 8 15 15
Kamens 7 7 8
3 00Ky HIKIpH Ta MIAMIKIPHUX TKAaHUH 10 7 18

* BinxwieHHs Bi HOPMH pe3yJbTaTiB JTaOOPaTOPHUX aHadi3iB, SIKI BKJIIOYAIOTh: 30UIbIIEHUN
aKTUBOBAaHMN YaCTKOBHI TpoMOOIIacTMHOBUHN dYac, Oakrepiypito (0e3 J0JaTKOBUX YTOYHEHB),
MIABUIIEHUH piBeHb KpeaTHH(GOCPOKIHA3U B KpOBI, IMO3UTUBHUM peE3ylbTaT MOCIBY KpOBI,
MIABUIIEHUN pIBEHb TJIIOKO3M B KPOBI, MIIBUIIEHUN apTepiajibHUN THUCK, MIIBUILEHUN pPIBEHb
CEYOBOT KHCIOTH B KpOBI, 3HI)KEHHH T€MaTOKpUT, HAsBHICTb remaTypii, 3HMKEHUU pIBEHb
reMoTJI00IHY, BIIXHIJICHHS BiJl HOpMH Oi0XIMIYHHMX MOKAa3HUKIB (YHKIIIT mediHKu (06€3 J01aTKOBUX
YTOYHEHb), HAsBHICTh MPOTEIHYPii, MIABUIIEHHS PIBHS TpaHcamiHa3 (0e3 J0aTKOBHX YTOYHEHb),
BIIXWJICHHS BiJl HOPMH MOKA3HUKIB aHATI3y cedi (0e3 10AaTKOBUX YTOUYHEHb ).

[HII1 JocAKEHHS, sIKI TPOBOAMIIN 0 BUXOJY IpenapaTy Ha pUHOK.

- [lobiuni peakyii, 3apeeccmposani y OOCHIONCEHHAX JIKYBAHHS AHKIIO3YIOU020 CHOHOUNIMY.
3arajiom Hene6pe1<c® oTpuMayin 378 MaIieHTiB y 1Iane00-KOHTPOJILOBAHUX JOCIIHKEHHAX 1
JOCIIIJUKEHHSAX 3 aKTUBHUM KOHTPOJIEM JIIKYBaHHS aHKUIO3YHOYOrOo CHOHAWIITY. JlocmimpKyBanu
3aCTOCyBaHHA mpernapaty y go3zax mo 400 mr 1 pa3 Ha no0y. Tunu moOIUHUX peakIid, mpo sKi
MOBIIOMJISUTH B JIOCTDKEHHSX JIIKYBaHHSI aHKUIO3YIOUOTO CIIOHIWIITY, OyJd MOAIOHUMH JO THX,
PO SIKI TOBIOMJISUIA B JTOCITI/KEHHSX JIIKYBaHHS OCTE0apPTPUTY/PEBMATOITHOTO apTPUTY.

- Ilobiuni peakyii, 3apeecmposani y OO0CHIONCEHHAX 3HEOONI0BAHHA MA JIKYBAHHA OUCMEHOpei.
[pubnusso 1700 manienTis 3actocoByBanu llenebpexc® y nocmimkeHHAX 3HEOOMIOBAaHHA Ta
JIKyBaHHS JUCMEHopei. Y MOCHIDKeHHSX 3 Y4acTIO MalieHTiB 3 00JieM BHACHIIOK XIpyprigyHoi
ormeparii B pOTOBiif MOPOKHUHI BC1 YYACHUKU OTPUMAJH Pa3oBy J03Y JOCIIKYBAHOTO Mpernapary.
VY nocnimKeHHsX JIIKyBaHHS IEPBUHHOI JUCMEHOpeT Ta OO0 Micas OPTONEIUYHOTO XIpYpPriyHOTO
BTpY4YaHHs JOCIIKYBaIU 3acTocyBanHs mpenapaty Llenebpexc® y mozax mo 600 mr/no0y. Tumu
MOOIYHUX peaki(iif, Mpo sKi MOBIIOMISIM B JOCIKEHHSX 3HEOONIOBAaHHS Ta JIIKyBaHHS
IUCMEHOpel, OylIu TaKUMU K, SIK 1 Ti, MPO AKI MOBLIOMIISUIM Y JTOCHIHKEHHSIX apTpUTy. €IUHOI0
JI0JJAaTKOBOIO 3apEECTPOBAHOI0 MOOIYHOIO PEAKLIEI0 Y JOCTILKEHHSX OOJI0 MICHs XipypriyHOro
OpPTOIEAUYHOTO BTpy4YaHHS OyB aJbBEOJSIPHUN OCTHT TMICHsA eKCTpakuii 3yda (JyHOUKOBHIM
MOCTEKCTPAKLIHHUIA albBEOJTIT).

Hocnimxenns PreSAP Ta nocnimkeHHs 3aCTOCYBaHHS LEICKOKCHOY JUts MpohiTaKTUKHN aIEHOMHU.
1lo6iuni peaxyii y 00620cmpoKosux niayedo-KOHMpOAbOBAHUX OOCHIONCEHHAX 3 NPOPIIAKMUKU
noninie. Brnus npenapaty Llene6pexc® Ha mamieHTIiB y JOCHIIKEHHI 3aCTOCYBAaHHS LENEKOKCHOY
i npodinaktuku ageHomu Ta gociimkeHHi PreSAP cranosuB 400—-800 mr Ha noOy mpoTarom
nepioay 10 3 poKis.

Jlesiki mOOIYHI peakilii BHHHKAIM y OUIBIIOrO BIACOTKA MAIIEHTIB, HUK MiA Yac JOCHIXKEHBb
npemnapary JUisl JIIKyBaHHSI apTpUTY, sIKi MIPOBOIMIN IO BHXOJY Mpenapary Ha pUHOK (TPHUBAJICTh
JiKyBaHHS — 710 12 TwkHiB). Y Tabmuii 4 HaBeneHO MOOIUHI peakiii, SKi BUHUKAJIM yacTille y
namieHTiB, ki 3acTocoByBanu llenebpexc® MOpiBHAHO 3 mMalieHTamMM, sKi Opaad ydacTb B
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JOCII/DKEHHAX Mpernapary JUis JIIKyBaHHS apTpUTy, 10 Oy/IM MPOBEICHI 10 BUXOMY Ipernapary Ha
PHUHOK.

Taouums 4

Tlob6iuni peaxyii L]enebpexc® Inayebo

(8i0 400 00 800 me na 0oo6y), N=2285 | N=1303
Hiapes 10,5 % 7,0 %
I'actpoezodareanbaa pedurrokcHa xBopooa | 4,7 % 3,1%
Hynora 6,8 % 5,3 %
biroBanns 3.2% 2,1%
3anumka 2,8 % 1,6 %
AprepianbHa rinepTreHsis 12,5 % 9,8 %
Hedpomiria3 2,1% 0,8%

Hwxkue3aznaueni nonaTkoBi mobiyni peakmii croctepiramm y > 0,1 % ta <1 % mnamieHTiB, sKi
3actocoByBanu lLlene6pekc®, 3 4acTOTOI0, MO MepeBUINyBaTa YAaCTOTy BUHMKHEHHS NPH MPHHOMI
1anedo y JOBrOTPUBAIUX JOCIIIKEHHAX 3 MpodutakTuku noiinis. [Ipo 11 noOiuHi peakuii adbo He
MOBLAOMIISUIM MiJI 4Yac KOHTPOJIbOBAHUX JOCIIIKEHb Npernapary JUlsl JIIKYBaHHS apTpUTy, SKi
MPOBOJWIIM JI0 BHUXOAY IpemnapaTy Ha PHUHOK, abo iX crocrepiraid 3 OUIBLIOK YacTOTOI Y
TPUBAIMX TUI1aL€00-KOHTPOIbOBAHUX JTOCIIPKEHHAX 3 TPO(UIAKTUKY TOJIIIIB!

3 60Ky HepBosoi cucmemu: MEMIYHUN THCYIIBT.

3 60Ky opearis 30py: TOMYTHIHHS CKJIOTIOIOHOTO TiJ1a, KPOBOBUJIUB y KOH FOHKTHUBY.

3 boky opeanie ciyxy ma pienosacu: 1aOIPUHTUT.

3 6oxy cepysa: HecTaOUIbHA CTEHOKApis, (YHKIIOHATbHA HEIOCTAaTHICTh aOPTAIBHOTO KilaraHa,
aTepOCKJIEpO3 KOPOHAPHOI apTepii, CHHycOBa Opaaukap/ais, rinepTpodist mTyHOUKa.

3 60Ky cyoun: TpomM003 TITMOOKHUX BEH.

3 60Ky penpodykmusHoi cucmemu ma MOJIOYHUX 3A7103: KICTA SIEUHUKA.

Pezynomamu nabopamopnux ananizig: MIIBUIICHUN PIBEHb K0 B KPOBI, MIABUIIECHUN PIBEHb
HaTpIO B KPOBI, MIBUIIIEHUNA PIBEHb TECTOCTEPOHY B KPOBI.

Tpasma, ompyenHs ma yCcKiaoHeHHs npoyedyp. CMKOHIUIIT, PO3PUB CYXOKHILIIS.

Hoceio 3acmocysanns npenapamy nicis 6uxody Ha PUHOK.

ITicns BUXOMy Ha pUHOK Tpenapaty llenebpexc® 6ynu BUABIEH 3a3HaUeH] HIKYE MOOIYHI peakilil.
OCkiTbKH PO IIi peakiiii MOBITOMIISEThCA Ha JOOPOBUIbHIA OCHOBI BiJl MOMYJALii HEBiIOMOi
YHCEIBHOCTI, HE 3aBX/JM MOXKHA JIOCTOBIPHO OIIIHUTH iXHIO 4acTOTy a00 BCTAHOBUTH NMPHYUHHUN
3B’S130K i3 BIUIMBOM IIpEIIapary.

3 b6oky cepyeso-cyounHoi cucmemu. BaCKyJiT, TpOMOO3 ITMOOKHUX BEH.

3azanvui poznadu: anadinakToiqHa peakxilis, aHTIOHEBPOTHYHUMA HAOPSIK.

3 00Ky neuiHKu ma JHCOBYHO2O MiXypa: HEKPO3 TMEYIHKH, TeMaTHT, KOBTSHHUIA, IEYiHKOBa
HEJIOCTATHICTh (1HOJI 3 JIETATbHUMHU HaCIiIKaMu a00 Taka, 1[0 BUMAarae TPaHCIUTAHTAIlI]l MTeYiHKH),
¢bynpMiHaHTHUN renatut (iHOAI 3 JETaJbHUMM HACHiAKaMH), TEYIHKOBUNM HEKpPO3, XOJecTas,
XOJICCTATHYHHI T'eIIaTUT.

3 6oxy Kkposi ma nimgamuunoi cucmemu: arpaHyJIOLMTO3, AIJIACTHYHA AaHEMIs, MAHIUTONCHI,
TeHKOTIEH .

Memaboniuni posnadu: TINOTIIKEMis, TIHOHATPIEMIS.

3 6oxy Hepeosoi cucmemu: AaCENTUUYHUI MEHIHTIT, areB3is, AaHOCMisf, BHYTPIIIHbOYEPEITHUN
KPOBOBHJIHMB (BKJIFOYAI0YH JIETATbHUN BHYTPIITHHOYEPETHHIIA KPOBOBUIIUB).

3 60Ky mnupok: IHTEpCTHLIaIbHUNA HEePpHUT, TyOyJOIHTEpCTULiaNbHUN HeppuT, HEePPOTUUHHUN
CHHJIPOM, TJIOMEPYIOHEPPUT 13 MIHIMAIBHUM YPAKEHHSIM.

Tepmin npuoamnocmi. 3 poxu.
YMoBu 30epiranns. 30epiratu y HeIOCTYITHOMY IS AiTel Micii npu Temmepatypi He Buie 30 °C.

YnakoBka. [To 10 kancyn y 6micrepi, mo 1 a6o mo 2, abo mo 3 GnicTepu y KapTOHHIH KOpOOIIi.
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Kareropis Binnmycky. 3a penenrom.

Bupo6nuxk.
P-®apm [xxepmani 'mOX/R-Pharm Germany GmbH.

Micue3HaxoakeHHs1 BHPOOHUKA TA HOro aapeca Micusi IPpOBaJKeHHsI AiAJIbHOCTI.

I'enpix-Maxk-Itpacce 35, 89257 Iinepriccen, Himeuunna/
Heinrich-Mack-Strasse 35, 89257 Illertissen, Germany.

abo*

Bupoonuxk.
[aitzep Mentodexaypunr Hoiunenn ['M6X /
Pfizer Manufacturing Deutschland GmbH.

Micue3naxo/:keHHs1 BUPOOHMKA Ta HOTro ajapeca Miclsi NPOBA/XKeHHSs AislIbHOCTI.

Bberpibmrerre ®@paitOypr, Mycanpaans 1, 79090 ®paiibypr, Himeuunna /
Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.

* B incmpykyii, wo 6K1a0A€MbCsi 8 KAPMOHHY YNAKOBKY, 3A3HAYAEMbCS iuule 0OUH 6UPOOHUK (MO,

wo 0y8 3a0isiHULL 0111 BUNYCK) cepii).
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