IHCTPYKIIA

OIS MEIUYHOT'0 3aCTOCYBaHHSI JIIKapCHKOr0 3aC0o0y

CEBIKAP HCT

(SEVIKAR HCT)

Cknao:
0itoui peyoB8UHU: 0JIMecapTaHy MeIOKCOMIJT; aMIOOUIiHy GeCHUIIaT; TimpoXI0poTia3u;

1 TabGneTka, BKpUTa IUTIBKOBOIO 000JI0HKOIO0, MiCTUTh OJIMecapTaHy MeloKCoMiny 20 MT, aMJIOfUIIiHY
Oecunary 6,944 wmr, 10 eKBiBaJIeHTHO aMJIOOUIIiHY 5 MT, Ta rigpoxjopoTiasuny 12,5 mr;

abo onmecapTaHy Menokcominy 40 mr, amnoguniny 6ecunaty 6,944 Mr, 1110 eKBiBaJIEHTHO
aMJIOAUIIIHY b MT, Ta rigpoxmopoTia3ugy 12,5 Mr;

abo onmecapTany Menokcominy 40 mr, amnoguniny 6ecunaty 6,944 Mr, 110 €eKBiBaJI€EHTHO
aMJIOOUIIIHY 5 MT, Ta TiIpOXJIopoTia3umy 25 MrT;

abo onmecapTaHy Menokcominy 40 mr, amnoguniny 6ecunaty 13,888 mr, 1110 eKBiBaJIeHTHO
amogumniny 10 mr, Ta rigpoxsopoTia3uny 12,5 mr;

abo onmecapTaHy Menokcominy 40 mr, amnoguniny 6ecunaty 13,888 Mmr, 1110 eKBiBaJIeHTHO
amogumniny 10 Mr, Ta rigpoxsopoTia3uny 25 Mr;

donomidgicHi peyoguHU: KPOXMaslb IpexXeNaTHHI30BaHWH KYKYPYO3sSHUH, [1e/1I0/103a
MiKpOKpHCTaaiyHa cuiikoBaHa (MicTuTh 98% mikpokpucramiunoi nemono3u (Ph. Eur.) Ta 2 %
KPEMHiI0 fliokcuny Konoiguoro 6e3poguoro (Ph. Eur.)), HaTpito KpockKapMeso3a, MarHiio
cTeapart (POCIMHHOIO IIOXOAKEHHS);

IIJ1iBKOBa 000J10HKa MicTuTh: Onampat II 85F24118 a6o Onampait 11 85F32331, abo Omagpai
IT1 85F25437 (ctiupT momiBiHinoBuY, TUTaHy miokcup (E 171), mosieTUNeHTTiKOb, TalbK,
3amisa okcup xkoBtuu (E 172), 3amiza okcun yepBouui (E 172), 3aniza okcun yopuuit (E
172)).

JIikapcbKa ¢opma. TabmeTkd, BKPHUTI MITIBKOBOK 060I0HKOIO.
OcHo8HI (pi3uKko-XiMiYHI 81acMuUBOCMI:

0415 0o3yeanHs 20 me/5 me/12,5 me: CBITIIO-TOMapaHy4eBi KPyriIi TabIeTKu, BKPHUTI MJTiBKOBOIO
000JI0HKOI0, PO3MipoM 8 MM, 3 TUCHEHHSIM «C51» 3 omHOro GOKy;

0415 do3ysanHs 40 me/5 me/12,5 me: CBITIIO-3KOBTI KpYTJli TabIeTKY, BKPUTI IIIIiIBKOBOIO



0007I0HKO10, po3MipoM 9,5 MM, 3 TUCHEHHSIM «C53» 3 omHOTr0 GOKY;

015 0o3ysaHHs 40 m2/10 m2/12,5 me: cipo-4epBOHi KpyTti TabmeTKu, BKPHUTI MIJIiBKOBOIO 000JIOHKOIO,
po3mipom 9,5 MM, 3 TucHeHHSIM «C55» 3 0ogHOTO GOKY;

015 0o3ysaHHs 40 m2/5 mM2/25 M2: CBiTI0-KOBTi OBaJibHI TabIeTKM, BKPHUTI IIJIiIBKOBOIO 000JIOHKOIO,
po3mipom 15%7 MM, 3 TucHeHHAM «C54» 3 0ogHOTO GOKY;

015 0o3ysaHHs 40 m2/10 m2/25 me: cipo-4epBOHi OBajbHi TabIeTKH, BKPUTI IIiBKOBOIO 000JIOHKOIO,
po3mipom 15X 7 MM, 3 TucHeHHAM «C57» 3 0gHOTO GOKY.

®dapMmakoTepaneBTHYHa rpymna.

CepiieBo-cynuHHa cucTeMa. JIikapchKi 3aco0u, 110 BIIMBAIOTh Ha PEHIH-aHTiOTEH3UHOBY CUCTEMY.
AuTaronictu anrioten3uny II B kombiHarril 3 iHmuMu npenapatamu. OnMecapTaHy MeOOKCOMII,
amrnoautis i rimpoxmopotiasuf. Kog ATX C09DX03.

dPapmakonoziuHi e1acmueocmi.
dapmakoduHamika.

Ceikap HCT — ue koMbiHOBaHMW NikKapcbkun 3acib, po cknapgy SKOro BXOAWUTb
ofiMecapTaHy MeQoKCOMifn — aHTaroHicT peuentopiB aHrioteH3suHy II, amnoguniHy
becunat — 6rokaTop KanbLi€EBWX KaHaniB, Ta Tia3upgHui OiypeTuk
rigpoxnopotia3up. KomMbiHauisf UMX KOMNOHEHTiB Ma€ O0OAaTKOBUM
QHTUriNEepTEeH3MBHMN eQeKT, 3HWXYI4YM apTepianbHUM TUCK y Oinbwin Mipi, Hix
KOXHa filya peyvyoBMHA OKPEMO.

OnmecaptaHy MeJOKCOMIisl.

OnMecapTaHy MefoOKCOMin — Ue nepopasibHO aKTUBHUW, CeNeKTUBHWUM aHTaroHicT
peuentopiB aHriorteH3uHy II (Tun AT;). AHrioteH3uH II € OCHOBHMM Ba30aKTUBHUM
rOPMOHOM CUCTEMU peHiH-aHrioTeH3WH-anbOoCTepoH 1 Bipgirpa€ Baxiauey posib Yy
natodpizionorii aprtepianbHol rinepteH3ii. BnameB aHrioteH3uHy II BKwYaE
BA30OKOHCTpPUKUil, CTuMyndauiw CuHTe3y Ta BUBiNIbHEHHA anbOOCTEepoHy, cepueBy
cTuMynduitw Ta HupkoBy peabcopbuiw HaTpiw. OnMecaptaH 6n0Kye
CYOWHO3BYXYBanbHWA 1 anbfOCTEpPOHCEKpeTyw4Yun epekT aHrioTteHsuHy II, 6nokywuu
noro 3B'A3yBaHHf 3 peuentopoM AT, y TKaHMHaXx, BKAWYa4u rnagkKy MyCcKynaTtypy
CYOWH Ta HagHUpKoBY 3ano3y. [lia onMecapTaHy He 3anexuTb Bifg gxepena abo wnaxy
CUHTE3y aHrioteH3suHy II. CenekTUBHWA aHTaroHisM peuenTtopiB aHriorteH3uHy II
(AT1) 3a ponoMorokw onMecapTaHy nNpu3BOAMTb OO0 MNifgBUWEHHA piBHA peHiHy Ta
KOHueHTpauil aHrioteH3suHy I T1a II B nna3Mi KpoBi, a TakoX OO MEBHOr0 3HUXEHHS
KOHUEHTpauil anbOoCcTepoHy B mnia3Mi KpoBi.

YV manieHTiB 3 apTepianbHOIO TimepTeH3iel0 oaMecapTaHy MeqoKCcoMin 3abe3neuye CTiiKe 3HUKEHHS
apTepianbHOTO THUCKY, CTYIiHb SIKOTO 3a/Ie2KUTh Bifl 70o3u. O3HAK apTepianbHOI TinOTeH3il micns
IIEePIIOTr0 3aCTOCYBaHHA (eheKTy «Iepiol Jo3u»), Taxiinakcii Ha T TpUBaIOTo 3aCTOCYBaHHS Ta
PHUKOIIETHOI apTepianbHOl rimepTeH3il micis piskol BigMiHU IpenapaTy BUSIBIEHO He 0yJI0.



Mpn 3acTocyBaHHi onMecapTaHy MeOOKCOMiny XBOpWM Ha apTepianbHy rinepteH3iin 1
pa3 Ha poby BinbyBaeTbCA ePeKTMBHE Ta NJaBHE 3HUXEHHS apTepianbHOro TUCKY
NPOTAroM 24-rogMHHOro0 iHTepBany MiX 3acTocCyBaHHAMU. [lpuM 3aCTOCyBaHHi
npenapaTty 1 pa3 Ha poby Moro aHTUrinepteH3uMBHUM edeKT O6yB NpUONU3HO TaKuM
caMuM, Wo i B pe3ynbTaTi Moro 3actocyBaHHs ABiyi Ha poby B TiW camin poboBin
[o3i.

Y pagi 6e3nepepBHOrO JIiKyBaHHS MaKCUMajbHe 3HUKEHHS apTepialbHOT0 THCKY JOCSATAEThCS
yepe3 8 THXKHIB IiC/S MOYATKY JiKyBaHHS; IPX IbOMY iCTOTHUYM aHTUTINEPTEH3UBHUN e(PEKT
CIIOCTepIraeThCs BXKe dyepe3 2 TUXKHI JIiIKyBaHHS.

Bnnus OJIMeCapTaHy MeJIOKCOMiHy Ha CMepTHiCTB Ta 9aCTOTYy YCKIIaOHEHEL HE BCTAHOBJIEHHUI.

PaHpoMi3oBaHe [OCNifQXeHHA 3aCTOCYBAHHA ofiMecapTaHy Oss nNpodinakTuku
piabetnyHol MikpoanbbyMiHypii (ROADMAP), nposepeHe 3a ydyacTw 4447 nauieHtiB 3
piabetoM 2 Tuny 3 HOpManbHWM piBHeM anbOyMiHypil i AK MiHiMyM opgHuUM
0O0aTKOBUM (GaKTOPOM PU3UKY BUHUKHEHHS CepueBO-CYAUHHUX 3axXBOPKWBaHb,
npoBOOMIOCA 3 MeTOow 3’'fcyBaTu, UM MOXe Tepanis oSIMecapTaHOM 3aTpuMaTu yac
nosasu MikpoanbbyMiHypii. Mip 4Yac cepegHbOro nepiogy BifgCTEXEHHS TpMBaNicTw
3,2 poKy naui€eHTu oTpuMyBanu onMecapTaH abo nnauebo pooaTKoBO A0 iHWMX
aHTUrinepteH3nBHUX 3acobiB, 3a BMHATKOM iHribirtopis ANO® abo BPA.

Y nepBUHHIN KiHILIEeBi# TOYLi AOCTiAXKeHHS 0yJI0 TPOOEMOHCTPOBAHO 3HAUYHE 3HMUKEHHS PU3UKY 100
yacy nosBU MiKpoanb0yMiHypil Ipu 3acTocyBaHHi oMecapTaHy. [1iC/Ig KopuryBaHHs BifMiHHOCTEN
y TIOKa3HUKax apTepianbHoro Tucky (AT) maHe 3HUXKEHHS PU3UKY MepecTano OYyTH CTaTUCTUYHO
3HauymuM. Y 8,2% (y 178 3 2160) natieHTiB rpymu onmecapTany i y 9,8% (y 210 3 2139) rpymnu
nanebo po3BUHYNIACS MiKpoanb0yMiHypis.

Y BTOpPUHHIM KiHIIEBiM TOYIli CEPLIEBO-CyIUHHI gBUIA Bif3Hadanucs y 96 namieHTis (4,3%), ki
OTPUMYBaJIX OnIMecapTaH, i y 94 mamieHTiB (4,2%), ki oTpuMyBanu nnaue6o. YacToTa CMEPTHOCTI Bif
CeplieBO-CYAMHHUX 3aXBOpIOBaHb OyJia BUIIOIO B I'PYIIi OIMecapTaHy B MOPIiBHSIHHI 3 IPyIO0 miaiedo
(15 nauienTis (0,7%) i 3 mamientu (0,1%)), He3BaXkal4YX Ha MOLIOHY YaCTOTy BUHUKHEHHS iHCYIbTY
6e3 nertanbHOro Hacmigky (14 marmienTiB (0,6%) i 8 marienTis (0,4%)), iHbapkTy Miokapaa 6e3
nmeTanbHOro Hacmiaky (17 marienTiB (0,8%) i 26 mauienTiB (1,2%)) Ta CMEPTHOCTI, He MOB’s13aHOI1 3
cepueBo-cyauHHUMY npuunHamu (11 namienTis (0,5%) i 12 mamienTiB (0,5%)). 3aranbHa CMEPTHICTS ¥
TpyIi onMecapTany Oysa Ginbil Bucokoio (26 marrieHTiB (1,2%) i 15 nauienTis (0,7%)), TOIOBHUM
YUHOM, 3@ PaxyHOK Oi/lbIll BUCOKOI CMEPTHOCTI 3 CepleBO-CyOUHHUX IIPUIKH.

YV BunpoOyBanui ORIENT (The Olmesartan Reducing Incidence of End-stage Renal Disease in
Diabetic Nephropathy Trial) BuB4anu BB OTMeCapTaHy Ha pe3yIbTaT HUPKOBUX i CEPLEBO-
CYOVWHHUX 3aXBOPIOBaHb y 577 paHOoMi30BaHUX Ialli€eHTiB B AnoHil i B Kutal 3 giabetom 2 Tumy i
sICKpaBO BUpaxeHow HedpormaTiet. ITim yac cepeHbOT0 IEPioAy BiICTEXKEHHS TPUBaAIicTIO 3,1 PoKy
TalliEHTH OTPHMYBAJK OJIMecapTaH abo miare0o JoJaTKOBO 0 iHIINX aHTUTIIEePTeH3UBHUX 3ac00iB,
BKJII0Yaiouy iHribitopu AIID.

MNepBuHHa 06'€epgHaHa KiHueBa To4yka (4ac nepwoi NOsSIBM MOOBOEHHS CUPOBATKOBOrO
KpeaTUHiHy, HUPKOB1 3axBOPWBAHHA B TepMiHanbHiW CTapii, cMepTb 3 YCiX NPUYMH)
byna pocarHyta y 116 nauieHTiB rpynu onMecaptaHy (41,1%) i y 129 nauieHTis,
AKi oTpuMmyBanu nnauebo (45,4%) (HR 0,97 (95% OI Bipg 0,75 po 1,24); p =
0,791). BTtopuHHa 06’'epgHaHa cepueBO-CyAMHHa KiHueBa To4yka Oyna pocarHyta y 40
nauieHTtis, aki oTpumyBanu onMmecaptaH (14,2%), i y 53 nauienTiB, dKi
oTpumyBanu nnauebo (18,7%). [aHa 06'epgHaHa cepueBO-CyAMHHA KiHUeBa TO4YKa



BK/l0Yana CMEpPTHiCTb BHACNifoOK CepueBO-CYAWHHUX 3axBopwBaHb y 10 (3,5%)
nauyi€eHTisB, AKi oTpuMmyBanu onMecapTtaH, 1 y 3 (1,1%) nauieHTiB, AKi oTpuMyBanu
nnauyebo; 3aranbHUM MOKA3HWMK CMEPTHOCTL popiBHwBaB 19 (6,7%) i 20 (7,0%),
iHcynbT 6e3 netanbHoro pesynbtaTty 8(2,8%) T1a 11 (3,9%), iHpapKT Miokappma
6e3 netanbHoro pesynbtaty - 3 (1,1%) i 7 (2,5%) BignosipgHo.

AmnoguniH.

AmMnoguniH, wWo BXOoAMTb OO0 CKnapy npenapaTty, € 6n0KaTopoM Kanbui€BUX KaHanie i
rasibMy€e€ TpaHCMeMOpaHHMW MepeHOC 10H1B Kasiblil 4epe3 NoTeHUlan3anexHi KaHamwu
L-Tuny B cepui 1 rnmapgkin MyckynaTtypi. EKcnepuMmeHTanbH1 pgaHi cBip4yaTb, WO
amnoguniH B3aeMofi€ fK 3 pinfaHKaMu 3B’'A3yBaHHA AOurigponipuauHy, Tak 1 3
iHWMMKM pgindHkaMu. AMNoguMniH Ma€ BiQHOCHY Ba30CEeNeKTUBHiCTb 1 6inbwe BNAuBac
Ha KNiTWHM rnapkoi MyckKynaTypu CyAuMH, HiX Ha KapgioMiouuMTu. FinoTeH3UBHWNIA
epeKT aMnoguniHy 3yMOBNIeHUW nNpsiMOl po3cnabriwioyolw Oi€w Ha rraagkoMm' a30Bi
KNiTWHW apTepin, WO CNpUAE 3MEHWEHHW nepudepuyHoOoro onopy CyauMH 1, OTxe,
3HUMXEHHI0 apTepianbHOro TUCKY.

[Tpu apTepianpHill rinepTeH3il aMJIOOUIIH BUKIUKA€E TpUBajle 3HUXKEHHS apTepiaTbHOTO TUCKY,
3asiexxHe Bifl 703u. PO3BUTKY apTepianbHOI TinoTeH3il Micisa NpuioMy Mepiol Jo3u, 03HaK
taxidinakcil npu TpuBamoMy JikyBaHHI ab0 peLMOUBY apTepianbHOI TinepTeHsii micis mIpunuHeHHs
JIIKyBaHH{ He BiI3HAYasocs.

[Ticna mpuiioMy B TepaleBTUYHUX [03aX y MallieHTiB 3 apTepiaabHOIO TilepTeH3i€0 aMIOgUIliH
3abe3neyye eheKTHBHE 3HNUKEHHS apTepialbHOT0 TUCKY B IIOJIOKEHHAX NallieHTa JeKa4yu, CUOA9H i
cTtosiun. TpuBaie 3aCTOCyBaHHS aMJIOOUIIIHY He II0B’g3aHe 3 iCTOTHUMU 3MiHaMU YacCTOTU CEePIEBUX
CKOpOYeHb ab0 piBHSA KaTexoJlaMiHiB y Iy1a3Mi. Y malieHTiB 3 apTepiaabHOIO TinepTeH3ielo Ta
HOPMAaJIbHOI (QYHKIIi€I0 HUPOK aMJIOAUIIIH B TEPAIleBTUYHUX N03aX 3MEHIIyBaB OIlip HUPKOBUX CYAUH
i mipBuIIyBaB MIBUAKICT KITy00uKOBOI inbTpanii Ta eheKTUBHY IIBUAKICTh MMOTOKY IJIa3MHU B HUPKAX,
He 3MiHI0I0uM QinbTpaliiinol Ppakiii i He TPOBOKYIOYM PO3BUTKY IMPOTEIHYPIl.

Y mocnipXeHHAX reMOOUHAMIKY y IallieHTiB 3 CEPLIEBOI0 HENOCTAaTHICTIO, & TAaKOXK Y KJIIHIUHUX
OOCHIiAXKEHHSX 31 CTpec-TeCTOM IIPU ceplieBird HemocTaTHOCTI (Knacu II-IV 3a NYHA) amnoputin He
MIOTipIIyBaB CTaHy yY4aCHUKIB OOCITIOXKEHHS, [0 OL[iHIOBAaBCA 3a IIePEeHOCUMICTIO HaBaHTaXKEHb,
(dbpakxii€o BUKUY TiBOTO IMUIYHOYKA, @ TAKOXK 3a KJIiHIYHUMHU 03HaKaMM i CUMIITOMaMH.

Y nnane6o-KoHTponboBaHOMY pociimxkeHnHi (PRAISE) 3a y4acTio MallieHTiB 3 CepIieBOI0
HepocTtaTHicTio (Kyacu II1-1V 3a NYHA), siki oTpuMyBanu OUTOKCHH, OiypeTuku Ta iHribitopu ATI®,
OyJ0 OKa3aHo, 110 aMJIOAUIIIH He 30iblllye pU3UKY JIeTaJIbHOT0 HacligKy abo 06’eqHaHOTO PU3UKY
CMEPTHOCTI Ta 3aXBOPIOBAHOCTI Y MAL[I€HTIB 3 CEPLIEBOI0 HEAOCTATHICTIO.

Y nopansioMy JOBrOCTPOKOBOMY IjTanie00-KOHTPOIboBaHOMY focnigxkeHHi (PRAISE-2) amnopumniny
3a y4acTIo TallieHTiB i3 cepueBoto HepocTaTHicTIO (NYHA III i IV) 6e3 kniHigyHNX cUMIITOMIB 260
00’€EKTUBHUX JaHUX, 5IKi O CBimuuiu mnpo imemigny xBopoOy cepiis, IIpH JTiKyBaHHi iHribiTopamu AII®,
IIperapaTaMy HallepPCTSHKY Ta AiypeTUuKaMu B IOCTiMHUX 003aX aMJIONUIIIH He BIIJIUBaB Ha
CMEPTHICTH Y LIJIOMY i CMEPTHICTb B pe3yJIbTaTi CEPLIEBO-CYIMHHUX 3aXBOPIOBaHb 30KpeMa. Y HaHii
rpyni namieHTiB Big3Havyanocs 30i/bIIeHHS BUMTa[IKiB PO3BUTKY HaOPSKY JIeTeHb, OB’ I3aHOI0 3
IPAUOMOM aMJIO[UIIIHY, TPOTEe CTaTUCTUYHO 3HAYYIIMX BiAMIHHOCTE!N 4aCTOTU (DaKTiB MOCUIIEHHS
cepLeBoi HeJOCTATHOCTI B IOPIBHSHHI 3 IPyIo0 Iaredo He CIocTepiramsocs.

I7nst MOPiBHSAHHS TepaIiil HOBUX JIiIKaPChKUX 3ac0o6iB Oy/I0 TPOBEEHO MOABIHHO CIIiMe
PaHIoOMi30BaHe JOCTiAKeHHs 3aXBOPIOBAHOCTI Ta CMEPTHOCTI ITifl Ha3BOI0 «BunpoOyBaHHS



OO0 3aCTOCYBaHHSA aHTUTINEPTOHIYHOI i JTiMigq03HUKYBaIbHOI Tepatil Ay npodilakTuKu
indapkTy miokapmga» (ALLHAT): amnogumis B mo3i 2,5-10 Mr/no0y (67110KaTop KablieBUX
KaHauiB) abo nmisuHompua y 0o3i 10-40 mr/mo0y (iuribitop AII®) sk Tepamist mepuioi miHii i
Tia3UgHWN OiypeTHK XJIOPTasifoH B f03i 12,5-25 Mr/mo0y npu rinepToHil Bif TIETKOTO 10 CepeIHbOTr0
CTYyIIEH4.

Bcroro 33357 malii€eHTiB 3 apTepianbHOIO TiMepTEeH3i€l0 y Billi Big 55 PokiB Oynu
PaHIOMIi30BaHi i 3HAXOOUIUCS il CIIOCTEPEXKEHHSAM B CEPefHbOMY IPOTIAroM 4,9 poky. ¥
nalieHTiB OyB SIK MiHIMyM OfMH [OMATKOBUM PaKTOp pu3UKY po3BUTKY IXC, Hanmpukiag
IlepeHeceHi paHille iHpapKT MioKapaa 4u iHCcynbT (Oinbine 6 MicsLiB nepep BimbopoM) abo
HasBHICTD iHIMKX CC3 aTepoCcKIepoTuYHOI npupoau (Bcroro 51,5%), miabet 2 tumy (36,1%),
piBens JI[IBIII-xonectepuny <35 mr/gn (11,6%), rineptpodis miBOTO MUIYHOYKA,
IiaTHOCTOBaHa 3a [0MIOMOTI0I0 efeKTpoKapaiorpadii abo exokapmiorpadii (20,9%), KypiHHS B
naHuiu 49ac (21,9%).

[TepBUHHOIO KiHIIEBOIO TOUKOIO JOCTiKeHHS Oyno moenHauHs IXC 3 neTanbHUM HaACTigKoM abo
indapkT Miokapga 6e3 neTaabHOTO HACTIOKY. 3HAUYYIIUX BiAMIHHOCTEH I[0JI0 IEPBUHHOI KiHIIeBO1
TOYKHY JOCITIKEHHS MiXK Tepari€io aMJIOOUIIiHOM i xyopTaigorom He Oymo: OP 0,98 95% [I1
(0,90-1,07) p = 0,65. Illo cTOCY€ETHCSI BTOPUHHUX KiHIIEBUX TOYOK AOCHIAKEHHS,
JacToTa PO3BUTKY CEPLEeBOl HEJOCTATHOCTI (KOMIIOHEHT KOMOiHOBaHOI KiHIIEBOl TOUKH
CEepIeBO-CyIMHHOTO 3aXBOPIOBaHH) OyJia 3HAaYHO BUIOI0 V I'PYIIi aMJIOAUIIIHY TOPiBHSIHO 3
rpynoio xnopTtanigony (10,2% i 7,7%, OP 1,38, 95% 11 [1,25-1,52] p <0,001). OngHak 3HAYYIIAX
BiIMIHHOCTEH IIOA0 CMEPTHOCTI 3 yCiX IPUYKH MiX Tepalieio aMJI0gUIIiHOM i XJI0pTanigoHoM He 6yio

(OP 0,96 95% [O1[0,89-1,02] p = 0,20).

ligpoxnopotia3ung.

FippoxnopoTia3ug — ue AiypeTtuyHunm 3acibd TiasumpoBoro psapy. MexaHi3m
aHTurinepteHsmBHol pii Tia3upgHMX OiypeTukiB MNOBHiCTW He BWBYeHUN. Tia3uau
BNAuMBawTb Ha peabcopbuiw enekTponitiB y HUPKOBMUX KaHanbUAX, TWUM CaMuUM
NoCUmIIYM eKckpeuliw HaTpiw Ta xnopugy (npubnusHo Ha ofgHakKoBOMYy piBH1). [ikuwu
K pQiypeTuk, rigpoxsopoTia3up 3MeHwye 06'€eM nna3Mu KpoBi, BHACNigoOK 4oOro
NigBUWYETbCA aAKTUBHiCTb peHiHy B nMfa3Mi KpPoB1 Ta cekpeuis anbgoCTEpPOHY,
36inbwywTbCca BTpaTM Kaniw Ta 6ikapboHaTy i3 ceyew Ta 3HUXKYETLCH IXHIW0
KOHUeHTpauia B cupoBatTui. OCKinbkKM 3B'SI30K MiX piBHEM peHiHy Ta cekpeuiew
anbAoOCTEepoOHY ONoOCepenKOBYETbLCH aHriorteH3amHomMm II, Ha Tni 3acTocyBaHHA
rigpoxnopoTtiasuagy B KoMbiHauil 3 6nokaTopoM peuentopiB aHrioTteH3uHy II BTpaTwu
Kaniw i3 cevyew nipg pi€w Tia3uvoHUMX [iypeTuKiB MOXYyTb 3HUXyBaTucda. [lpwu
3aCcTOCyBaHH1 rippoxnopoTtia3uay piype3 HacTta€e npubnu3HoO 4yepe3 2 roauMHu nicns
NPUMUOMY, MaKCUManbHUW edeKT [oCATraeTbCcA NpubnusHo 4yepes 4 roguHuM, a pis
3bepiraetbca BnNpoooBX 6—12 roguH.

3a paHuMu enipgeMionoriyHuMxX pocnifgxeHb, TpuBane 3acToCyBaHHA rigpoxsopoTia3upgy
K 3acoby MoHOTepanii CnNpusi€ 3HUKEHHIO PU3UKY CepueBO-CYAUMHHUX YCKNaQHEeHb Ta
cMepTi Bifg HMX.

KniniyHa edeKkTUBHICTL Ta 6e3meka

Y 12-TnxHeBOMy MNOABiMHO CninoMy paHOOMi30BaHOMy OOCNiAXeHH1 napanenbHux rpyn
3a y4yacTw 2492 nauieHTiB (67% naui€eHTM eBponeoipgHol pacu) 6yno nokasaHo, WO
nikysaHHs npenapatoM CeBikap HCT 40 mr/10 mr/25 Mr npu3soauTb Jo Oinbw



3HAYHOr 0 3HWXEHHS [iaCTONiYHOro Ta CUCTONLYHOrO apTepiasibHOro TUCKY, HiX
NiKyBaHHA OOHi€0 3 TakKMX MOABiMHMX KOMOiHauiW: onMecapTaHy Mepgokcomin 40 mr
nc amnoguniH no 10 Mr, onMecapTaHy MepokcoMin 40 Mr nnwc rigpoxnopoTtia3sup
25 Mr Ta amnoguniH 10 Mr nawc rigpoxnopoTtia3supg 25 Mr.

OopaTkoBuin epeKT 3HUKEHHA apTepiafibHOrO0 TUCKY BHACNifOK BUKOPUCTAHHA

npenapaty Cesikap HCT 40 Mr/10 Mr/25 Mr y nopiBHAHH1I 3 aHanoriyHumwu

nogBivHMMM KoMOiHauifsMM CTaHOBWMB [J1I1 O1aCTONiYHOrO TUCKY Yy MOJNIOXEHH1 nauieHTa

cuodaum Bipg -3,8 po -6,7 MM pT.CT. Ta AN CUCTON1IYHOrO TUCKY Y MONIOXEHH1

nauieHTta cumpaum mBipg -7,1 gpo -9,6 MM pT.CcT., 1 BipbyBCA B Mexax nepuwumx
2 TUXHiB.

YacTka nauieHTiB, fAK1 pocsiranu piBHA apTepianbHOro Tucky (<140/90 MM pT.cCT.
ona HepiabeTuyHux nauieHTiB Ta <130/80 MM pT.CT. AN XBOPUX Ha LYKPOBUM
piaber) Ha 12 TuxHi konuBanacs Bip 34,9% po 46,6% y rpynax NOQBiMHOrO
KOMO1HOBaAHOro siikyBaHHA Yy NOPiBHAHHL 3 64,3% y rpyni Cesikapy HCT 40 Mr/10
Mr/ 25 mr.

Mig vac gpyroro nogBilHO cninoro paHOAOMi30BaHOr0, napanenbHOro [OCNifgXeHHA 3a
ydacTio 2690 nauieHTiB (99,9% nauieHTM e€BponeoipHOl pacwu)
nikysaHHs npenapatoM Cesikap HCT (20 Mr/5
mr/12,5 mr, 40 Mr/5 Mr/12,5 Mr, 40 Mr/5 Mr/25 Mr, 40 mr/10 mMr/12,5 Mr, 40
Mr/10 Mr/25 Mr) nokasano iCTOTHe 3HWXEeHHS [iacTONiYHOro Ta CUCTON1YHOrO
apTepiallbHOro TWUCKY Y MNOPiBHSHHLI 3 TakuMm nopBiMHMMKM KOMOiHauiamu:
ofiMecapTaHy MefgokcoMin 20 Mr nawc amnoguniH 5 Mr, onMecaptaHy Mepgokcomin 40
M nNAwc amMnoguniH 5 Mr Ta ofIMecapTaHy MepokcoMin 40 Mr nnwc
10 Mr amnoguniH — nicnga 10 TuXHiB NiKyBaHHA.

[opaTkoBUW edeKT 3HUXEHHA apTepianbHOro TWUCKY BHACNifgoOK 3acCTOCYyBaHHA
npenapaTty CeBikap HCT nopiBHAHO 3 BignoBigHMMW NOABiWHWUMM KOMOiHauisMu
CTaHOBMB O/ A1acCTOA1YHOro TUCKY Yy MNOJIOKEHH1 nauieHTa cupgaum Big -1,3 po -1,9
MM pPT.CT. Ta O/19 CUMCTON1YHOrO TUCKY Yy MNONMOXEHH1 naui€eHTa cupgdyu Bip -2,7 Ao
-4,9 MM pT.CT.

YacTka nauieHTiB, aki pocaranu piBHA apTepianbHoro TucKy (<140/90 MM pT.cCT.
pna HepiabeTtnMyHux nauyieHTiB Ta <130/80 MM pT.CT. ONS XBOPUX Ha LYKPOBUW
piabet) Ha 10 TuxHi BapiwBanuca Bip 42,7% po 49,6% y rpynax KoMbiHoBaHoOro
NikKyBaHHA y nopiBHAHH1 3 52,4% po 58,8% y rpyni CeBikapy HCT.

Y paHOooMi3oBaHOMYy MOABiMHO CNinoMy pocnipgxeHHi 3a y4vacTi 808 nauyieHtiB (99,9%
nauyieHtn esponeoipgHol pacu) 3 HeQOCTaTHbO KOHTPOSIbOBAHWMM apTepiafbHUM TUCKOM
nicns 8-TuxHeBoi Tepanii nogBiMHOW KOMOiHauli€w onMecapTaHy MepokcoMiny 40 Mmr
Ta amnoguniHy 10 Mr nikysaHHf npenapatoM Cesikap HCT noka3ano 3HauHe
popaTtkose 3HUXEHHS TUCKY y NMONOXEHHIL cupayu

(-1,8/-1,0 MM.pT.CT.) nNpu NikyBaHHA npenapaToMm
Cesikap HCT 40 mr/10 mr/12,5 Mr Ta CTAaTUCTMYHO 3HAYHE 3HUXEHHS TUCKY Y
NONMOXEeHHI cupaum, (-3,6/-2,8 MM.pT.CT.) npw nikysaHH1
npenapaTtom Cesikap HCT 40 Mr/10 mr/25 Mr y
NOpiBHAHHLI 3 nopgBiWHOW KoMbiHaui€w onMecapTaHy MepokcoMiny 40 Mr Ta
amnoguniny 10 wmr.

JTikyBaHHA npenapatoM Cesikap HCT 40 Mr/10 Mr/ 25 Mr y notpinHin KombiHoBaHiwn
Tepanii pano cTaTMCTMYHO 3Hauywe O6inbwuM BipCOTOK Maui€eHTiB, AKki pocsrnwm
piBHS apTepianbHOro TUCKY, Yy MNOPiBHAHH1I 3 noaBiWHOKW KOMOiHOBaHOW Tepaniew



onMecapTaHy Mepokcominom 40 Mr Ta amnoguniHom 10 Mr (41,3% npotu 24,2% );
nikyBaHHs npenapatoM Cesikap HCT 40 mr/ 10 Mr/ 12,5 Mr y notpimnHiwn
KoMOiHOBaHiMW Tepanil pano 4ucenbHo O6inbwKMKM BiOCOTOK Naui€eHTiB, SKi pocarnwu
piBHS apTepianbHOro TUCKY, Yy NOPiBHAHHi1I 3 nogBilHOKW KOMOiHOBAHOW Tepaniew
ofiIMecapTaHy MepgokcominoMm 40 Mr Ta amnoguniHom 10 Mr (29,5% npotu 24,2 %) y
naui€eHTiB, AKi HeOOCTaTHbLO KOHTPONWKWTbLCA 3a OOMNOMOrow noaBiHoi kKomMbiHoBaHOI
Tepanii.

AHTurineprteH3sumBHun edpekT npenapaTy Cesikap HCT 6yB aHanoriyHuM He3anexHo Bif
BiKy Ta cTaTi nmauieHTa i 6y nmogibHuMM y nauyieHTiB i3 uykpoBuM fiabeToM Ta 6e3
HbOT 0.

ITHwa iH@opmauis

CninpHe 3acTocyBaHHs iHTiOiTOpiB AII® Ta 6110KaTOPiB pelenTopiB anrioreH3uny I 6yno gocmigxkeHo
y OBOX IIHPOKOMACIITaOHUX PaHIOMi30BaHUX KOHTPOIboBaHUX HochigxkeHHsax (ONTARGET (ONgoing
Telmisartan Alone in combination with Ramipril Global Endpoint Trial) i VA NEPHRON-D (The
Veterans Affairs Nephropathy in Diabetes)).

ONTARGET sBnsno co6010 JOCTiIXKEeHHs, IPOBeieHe 3a YYacTIO NallieHTiB i3 cepiieBo-CyauHHUM abo
11epeOpPOoBaCKyISPHUMH 3aXBOPIOBAaHHSIMU B aHaMHe3i a0 IyKpoBUM fiiabeToM 2 THUITY, 110
CYTIPOBOMXKYETHCS 03HAKAMHU ypaxkeHHs oprany-MimeHdi. VA NEPHRON-D sBmsino co6010
IOCITiKeHHS, IPOBefleHe 3a Y4acTIo MallieHTiB 3 IyKPOBUM fia0eToM 2 TUIY Ta AiabeTUYHOI0
HedponarTiew. [JocnigKeHHs He BUSBUNIA 3HQYUMOT0 CIIPUATINBOTO BIIMBY Ha PE3yNIbTaT HUPKOBUX
Ta/ab0 ceplieBO-CyAMHHUX 3aXBOPIOBaHb i HA CMEPTHICTD Bif HUX, TOMi IK V IOPiBHSHHI 3
MOHOTEePAIi€l0 MiABUIIMBCSA PU3UK PO3BUTKY TillepKasieMii, TOCTPOro ypaxkeHHsS HUPOK Ta/abo
rinoToHil. BpaxoByo04u CX0XKiCTh (papMaKOLMHAMIYHUX BIAaCTABOCTEH, JaHi pe3yIbTaTh TaK0X
3aCTOCOBHi s iHmMX iHTi6iTOpiB ATI® Ta 6710KaTOPiB peuentopiB anrioren3uny II. TakuM YuHOM,
crinpHe 3acTocyBaHHs iHTiOiTOopiB AII® Ta 610KaTOPiB pelenTopiB aHrioTeH3uHy II mpoTUIIOKa3aHo
malfiesTaM 3 giabeTUYHOI0 HedpomIaTiero.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease
Endpoints) siBnsimo co6010 mocimKeHHs, TpoBegeHe 3 METOI0 BUSBIEHHS ITO3UTUBHOIO e(PEeKTY Bif
IolaBaHHA ajliCKipeHy [0 CTaHAapTHOI Tepamil iHribitopamu ATI® abo 610KaTOpaMu pelenTopiB
aHrioTeH3uny Il y maIfieHTiB 3 IyKpoBUM fiabeToM 2 THUIy Ta XPOHIYHUM 3aXBOPIOBAaHHSM HUPOK,
CeplieBO-CYAMHHUM 3axBOpIoBaHHAM abo o6oMa 3axBOpIOBaHHSIMU. [laHe [OCHiIXKEHHS Oy0
IPUIIKHEHO paHillie y 3B’A3KY 3 MiABUILIEHUM PU3UKOM HebaxKaHUX HacigkiB. CMEpPTHICTh Bif
CepIIEBO-CYAUHHUX 3aXBOPIOBAHb i BUHUKHEHHS iHCYNbTY Oy/IM YaCTilIMMU B TPYII, 110 IpHUiiMala
arickipeH, HixK y rpymi, 1o mpuiiMaa mianebo, Ta MOBigoMIeHHs Ipo HebaxkaHi SBUILA i cepio3Hi
HeOaxkaHi sBuUIIa (TinepkamnieMis, rimoTensis i mopymeHHs GYHKIII HUPOK) OyJIM YaCTIIIMMU B T'PYIIi,
sgKa IIpuiMaria ajicKipeH, HiX y Ipymi, sKa npuiimMaa mnaiebo.

PapMaKOKIHETHUKA.

OgHoyacHe BBeOeHHA ofiMecapTaHy MefokKcoMiny, amnoguniHy Ta rigpoxnopoTia3upy
HEe Mano KNiHiYHO 3Hauyyworo BMAMBY Ha PapMaKOKiHETUKY Oyab-fKOro 3 KOMMOHEHTiB
y 300poBux Oo6poBonbLiB.

Micnsa nepopanbHOro 3actocyBaHHA Ceikapy HCT y 3popoBux popocnux pobpoBonbLib
MakKCuMMalibHa KOHLUEeHTpaulis onMecapTaHy, amnoguniHy Ta ripgpoxnopotia3suvgy B
nna3Mi cTaHoBUTb npubnusHo 1,5-3 roguHu, 6-8 rogmH i 1,5-2 roguMHu BipnoBifgHO.
WBnMpokicTb 1 CTyniHb BCMOKTYBaHHS oOJfiMecapTaHy MefoKCcoMiny, amnoguniHy Ta
rigpoxnopoTtia3upy Taki X, 9Ki npu 3acTtocyBaHHi nopBivMHOI ¢ikcoBaHOi



KoMbiHauii onMecapTaHy MeOoOKCOMiny Ta aMnoguniHy pa3oM 3 OOHOKOMMOHEHTHOI
Tabnetkow rippoxnopoTtia3upgy abo npu 3acTtocyBaHHi nopBinHOol ¢ikcoBaHOI
kKoMbiHauil ofnMecapTaHy MepokcoMiny Ta rigpoxsopoTtia3ugy pa3oM 3
OOHOKOMMOHEHTHOW TabneTkow amMnoguniHy 3 TakuMum X po3amu. [punoM ixi He
BNAMBAa€ Ha O6iopgocTynHicTb npenaparty.

OnMecapTaHy MeOooOKCOMin.

BcmoxkmyesaHHA ma po3nodi.

OnmecapTaHy MeOOKCOMII - Iie IPOJIiKX. BiH MIBUKO IE€PEeTBOPIOETHCS Ha PapMaKOJIOTiYHO
aKTHBHMI MeTaboIiT oJIMecapTaH IIif €0 ecTepa3 ¥ CIKU30Bil 000JI0HII KUIIEYHUKY Ta B
IIOpTasbHIN KPOBI Iif 4ac BCMOKTYBaHHS y TPABHOMY TpaKTi. Y mi1a3Mi KpoBi abo y IpogyKTax
BUBEJEHHS HEMIEPETBOPEHUN 0JIMecapTaHy MegoKCOMin abo G0KOBUH JTaHIIOT MEJOKCOMIIbHOI I'PYIIH
He BusiBnsanucs. Cepemts abcomoTHa 6i10M0CTYIHICTE 0IMecapTaHy y ¢popMi TabIeTOK CTaHOBUIIA
25,6 %.

CepenHst MakcuMasnbHa KoHUeHTpanis (C,,,) 0IMecapTaHy B IIJla3Mi KPOBi JOCATAEThCS TPUOIN3HO
yepe3 2 TOOUHM IiCJs TepopabHOrO0 3acToCcyBaHHA. KOHIleHTpallis oIMecapTaHy B IIJla3Mi KPOBi
30iMbIIyETHCS MPUOIU3HO NTiHINHO 3i 30i/IbIIeHHSIM 0OHOPa30Bo1 1031 10 80 MT.

[>xa BusiBNA€ MiHIMaNBHUI BIIMB Ha 6i0MOCTYIHICTL OIMecapTaHy, TOMy OJIMecapTaHy MefoKCOMiN
MOXKHa 3aCTOCOBYBATH He3aleXKHO Bifl BXXUWBaHHA 1Ki. KimiHiuyHO 3Ha4yIIX BifMiHHOCTEH Y
dapMakokiHeTHIIi oJiMecapTaHy B 0ci0 pi3HOi cTaTi He BUSIBIIEHO.

OnMecapTaH aKTHBHO 3B’I3y€ThCs 3 Oinkamu KpoBi (99,7 %), ogHAK PU3UK KITIHIYHO 3HAUYIIHUX
B3a€EMO[Iifl 3 iHIIMMU IpenapaTaMi, 110 aKTUBHO 3B’I3yI0ThCS 3 OiIkaMu KPOBi, JOCTaTHHO HU3BKUH,
MigTBePAXKEHHSIM LIbOTO € BiICYTHICTh TaKOl B3a€MO/il MiXK OJIMecapTaHy MeJOKCOMiJIOM Ta
BapdapuroM. OnMecapTaH He3HAYHOI0 MipOI0 3B’SI3yETHCA 3 KITiTHHaMU KpoBi. CepefiHiil 06’eM
PO3MOAiNy mics BHYTPIIHBOBEHHOI'0 3aCTOCYBaHHS HeBUCOKUY (16-29 ).

Metabo0ni3M Ta BUBEOEHHS

3arasibHUY IJIa3MOBHUU KJTipeHC OJIMecapTaHy 3a3BU4all CTaHOBUTH 1,3 n/ropuny (KoedilieHT Bapialil
19 %) i BimHOCHO HEeBeNUKUH IOPIBHSAHO 3 IIEYiHKOBUM KPOBOTOKOM (mpubnu3Ho 90 n/roguny). Ilicns
TIepOpabHOTO 3acTocyBaHHs 14C-MiueHOro onMecapTany Memokcominy 10-16% pamioaKTUBHOCTI
BHMBOOUJIOCH i3 ceueto (3ne0inbInoro mpoTsaroM 24 TOOUH IiC/Is 3aCTOCYBAaHHS), 3a/IUIIIOK
BiTHOBIIEHOI Pafii0aKTUBHOCTI BUBOOUBCA 3 (peKamisiMmu. Ha 0CHOBI CHCTEMHOI JOCTYITHOCTI
(25,6%) MoxkHa po3paxyBaTH, 1[0 HUPKaM# BUBOAUTLCS mpubau3Ho 40 % onMecapTaHy, a
renaTtobiniapHoio cucreMoro - 60 %. Bcs BigHOBIEHa paflioaKTUBHICTH OyJla BigHeceHa [0
oyIMecapTaHy. [HIMX 3Havymux MeTaboJIiTiB 3HaWIeHOo He 0y10. KUITKOBO-TTeYiHKOBa
PELMPKYIALisA oiMecapTaHy MiHiManbHa. OCKinbKyY OinbIlla YaCTHHA OIMecapTaHy
BHMBOOUTHCS 3 XKOBYIO, TO HOTO 3aCTOCYBAaHHS XBOPUM i3 GiiapHOI0 0OCTPYKIIi€E0
IIPOTUIIOKAa3aHOo (OUB. pPo3min «IIpoTUmoKa3aHHSI»).

TepmiHanmbHUY MTepion HaMiBBUBEOEHHS OlIMeCapTaHy Iicisi 6araTopa3oBOTo IePOPaIbHOTO
3acTocyBaHHSA KonuBaeThcd Bif 10 mo 15 roguH. Ctan piBHOBAru AOCATaETHCS MICIIA MEPIIUX KiJTbKOX
mo3, a micnsg 14 i 6araTopa3oBOro 3aCTOCYBAaHHS MOAANBIIO] KyMYJISIlil HE CIIOCTEPIiraeThCs.
Hupkosuii KiipeHC cTaHOBUB mpubnu3uo 0,5-0,7 n/ropuHy He3aneKHO Bif H03U Ipemapary.

B3aemo0is 3 iHwumu AikapcbKumu 3acobamu



Jlikapchkui 3acib KoneceBenaM, 110 3B’I3y€ XKOBYHI KUCIIOTH.

Coinpaun npuiioMm 40 Mr onMecapTaHy MefokcoMiny i 3750 Mr KoieceBenaMy TifipOXJIOPUAY V
300POBUX MOOPOBOJIBIIIB MPU3BOAUB [0 3HUKEHHS C,, Ha 28% i mo 3uuxkenHs AUC Ha 39% nns
onMecapTany. MeHnwmun Biius, 3iukeHHA C .. 1 AUC Ha 4% i 15% BiAnoBigHO, ciocTepiranocs,
KOJIM OJIMecapTaHy MefOKCOMi Ipu3Havaiy 3a 4 TOOUHU [0 NPUUOMY KOJleceBenaMy TiipOoXJIOpUpay.
Yac HaniBBUBeeHHS OJIMecapTaHy 3HUXKYBaBCA Ha 50—52% He3anexkHO Bifj TOT0, IpU3HAYAIUCA
IperapaTy CIIJIbHO YU IIPUHOM OJIMecapTaHy BinOyBaBcs 3a 4 TOOUHU [0 IPUIOMY KOJIeCeBelaMy
rigpoxnopupny (ouB. po3min «B3aeMopis 3 iHIIMMY TiKapChKUMH 3aco6aMu Ta iHIIi BUOW B3AEMOMIN»).

AMnogumniH.
BcMOKTyBaHHA Ta po3nogin.

Micns nepopanbHOro 3acTOCyBaHHA TepaneBTUMYHMX [O03 amMnoguniH pobpe
BCMOKTY€ETbCA, NikoBi piBHi B KpoB1 pocArawTbCA 4epe3 6-12 roguH nicns
npunomy. AbconwtHa 6iopgoCTynHiCTb OUiHIETHCA B Mexax 64-80%. 06’'em po3nopiny
CTaHOBUTb npubnu3Ho 21 n/kr. [docnipxeHHa in vitro noka3anu, wo 6nu3bko 97,5%
LMPKY/IOYOro aMnogmniHy 3B'fA3yeTbCca 3 6inkamMu nnasmu.

BCMOKTyBaHHA aMnoguniHy He 3anexuTb Bif CYnyTHbOro BXMBAHHA IXi.
Metaboni3m Ta BUBEOEHHS

KiHueBun nepion HaniBBMBEOEHHS 3 Mjla3MM CTAHOBUTb npubnusHo 35-50 ropguH Ta
BignoBipa€ opgHin poboBin po3i.

AmMnoguniH weBuMaoko MeTaboni3yeTbCsf NEYiHKOW OO HeaKTUBHMX MeTabonirtis, 10%
BUXiOHOI cnonyku Ta 60% MeTaboniTtiB BMBOAATLCH 3 CEYeEw.

FippoxnopoTtia3ug.

BcMoKkTyBaHHA Ta po3nonin.

MNicns nepopanbHOro 3acTOCyBaHHA OfIMecapTaHy MefoKCOMiny Ta rigpoxnopoTtia3upgy
B KOMOiHauii cepepHiW 4YacC [OOCATHEHHA MaKCUManbHOI KOHUeHTpauii
rigppoxnopoTtia3uay CTaHoBUTb 1,5-2 roguHu. [ippoxnopoTia3ug — ue 68% 6inka,
3B’'43aHOro B nnasMi, a noro ysBHuM 06'eM po3nopiny cTtaHoBuTb 0,83-1,14 n/kr.

MeTaboni3M Ta BUBEOEHHA

FippoxnopoTia3upg B oOpraHi3mi noguHn He MeTaboni3yeTbCA Ta Malke MNOBHiCTH
BMBOOAMTbLCSA B He3MiHeHOMy cCTaHli 13 cevew. [icng 3acToCyBaHHA BHYTPilWHbLO
npnbnnsHo 60 % pO3M BUBOAUTbLCA B HE3MiHEHOMY CTaHi BnpogoBX 48 roauH.
HupkoBuin KnipeHc cTaHOBUTb npubnusHo 250-300 Mn/xB. KiHuesuin nepiop
HaniBBuBepgeHHS — 6nu3bko 10-15 ropguH.

dapMakKoKiHeTHKa B OKPEMHUX I'PVII NAIi€HTIB.

ITayienmu 1iMHbL020 BIKY (8ikom 8i0 65 pokis).



HoBefneHo, mo npu apTepianbHil rineprensii AUC onMecapTaHy y cTafil piBHOBaru y malli€HTiB
TiTHBOTO BiKYy (65-75 pOKiB) Ta cCTapeyoro Biky (BikoM Bif 75 pokiB) 30inbiIyeThCs MPUONIU3HO Ha

35 % Ta Ha 44 % BignOBiOHO MOPIBHSHO 3 NAlliEHTAMU MOJIOAIIOTO BiKy (OUB. po3min «Crocid
3aCTOCYBaHHS Ta JO3M»).

YacTKOBO I1e MOXKHA MMOSICHUTHU CepefHiM 3HUXKEHHAM (YHKII1 HUPOK, 3aJIe2KHUM Bif] BiKy B faHil
rpymi naniedTiB. OgHaK [JjId Nalli€HTIiB JIITHHOTO BiKy PeKOMEHAYETLCS TOM CaMUM PEXKUM J03YBaHHS,
IO ¥ [JIs iHIIKMX TNallieHTiB, aje MpHU I[bOMY CJIifl 3 06epekHICTIO MiIBUILIYBaTH NO3Y IIpemnapary.

Yac gocsATHEHHSI MaKCUMaJIbHOl KOHI[eHTpallil aMJIOAUIIIHY y [IJIa3Mi KPOBi ¥ XBOPUX JIITHBOTO BiKy Ta
y MOJIOAUX TAlli€eHTiB OMHAKOBHUU. Y XBOPHUX JIITHLOTO BiKy CIIOCTEPIra€ThCSA TEHOEHIS 10 3MEHIIeHHS
KJIIpEHCY aMJIOfHUIIiHY, 1[0 IPU3BOAUTE A0 miasuineHHs AUC Ta TpuUBaIOCTI Iepiofy HalliBBUBEEHHS.
[TigBumenns AUC Ta TpUBaIiCTh IIepiofly HalliBBUBEAEHHS Y XBOPUX Ha 3aCTidHY CEPIIEBY
HeIOCTATHICTh BiATIOBiAaIX MPOrHO3aM CTOCOBHO XBOPUX IIi€l BiIKOBOI IPyN# (OUB. PO3Tin
«Oc06IMBOCTI 3aCTOCYBaHHS»).

0bMexeH1i paHi pawTb 3MOry MpUNYCTUTU, WO CUCTEMHMW KNL1pEHC rigpoxniopoTia3uay
3HUXYETbCA Yy 300POBUX Ta FiNepTOHiYHUX NIiTHiX fogen NOpiBHAHO 3 MONOAUMMK
300p0oBMMKU [OBPOBONBLLAMN.

Oitn.

€EBponencbkKe areHTCTBO 3 Nikapcbkux 3acob6iB BipgmMoBunocs Bip 3060B’'fi3aHHA
npenctaBuTu pe3ynbTaTu pgocnipgxeHb 3 npenapatoM Cesikap HCT y Bcix nigrpynax
negiaTtpuyHOro HacesieHHAa 3 eceHuianbHOW rinepTeH3iew.

ITopyweHHA pyHKUII HUDPOK.

Y manieHTiB 3 mOpyIIeHHIMY QYHKINI HUPOK JIETKOT0, CEPENHbOT0 Ta TskKoro crymens AUC
oJIMecapTaHy B CTallioHapHOMY CTaHi OyJa BifmoBigHO Ha 62 %, 82 % Ta 179 % BuI0I0, HiX y
3mopoBux Ko6poBosbLiB. [Iepion HamiBBUBENEHHS TiIPOXI0POTia3uay y MaIli€HTIB 3 MOPYIIEHHIMA
GyHKIII HUPOK 30inblIeHNH.

dapmakoKiHeTHKa OJIMecapTaHy MeIOKCOMINTY y IallieHTiB, sSKi IPOXOOATh reMofiaji3, He BUBYEHA.

AMTOUIIiH 3HAYHOIO0 Mipoio MeTabomi3yeThCs 0 HeaKTUBHUX MeTabomiTiB. 10 % mpemnapaty
BHMBOMIUTHCS i3 ceyelo y He3MiHEeHOMY CTaHi. 3MiHa KOHIIeHTpallil aMJIOJUIIiHY Y IIJIa3Mi KPOBi He
KOPEJIOETHCS 3i CTyIIEHEM MOPYIIeHHs QYHKIII HUPOK. TaKUM XBOPUM aMJIOAUIIIH MOXKHA
IIpA3HAYaTH y 3BUYAVHUX f03aX. AMJIOOUIIIH He BUBOOUTHCS 3a JOIIOMOTOI0 Aiai3y.

[Nepion HaniBBUBENEHHS TigPOXI0POTia3uny 30ibIIYETHCS Y MAlliEHTIB 3 IOPYIIEHHAM QYHKIIi
HUDOK.

IMopyweHHA pyHKUII neviHKu.

[Ticrst omHOPa30BOT0 IePOPaIbHOT0 3acToCyBaHHsA 3HaueHHsT AUC onMecapTaHy Oy BiIllOBigHO Ha
6 % Ta Ha 65% BUIIKMMHU y XBOPUX i3 MOPYIIEHHIMYU QYHKIII Te4iHKU 1erkoro abo moMipHoro
CTyIleHs TIOPiBHSIHO 3i 3mopoBuMM H0OpoBONbIIMU. He3p’s13aHa (pakilis oiMecapTaHy yepes

2 TOIMHM TIiC/IST 3aCTOCYBAHHS y 3[I0POBUX OOPOBOJIBIIIB, ¥ XBOPUX 3 JIETKUM a00 MOMipHUM
nopyiieHHaM GyHKII nedinky craHoBuna 0,26 %, 0,34 % Ta 0,41 % BignoBigHO.

[Ticna moBTOpHOTO 3acTocyBaHHA cepenHsa AUC onMecapTaHy y XBOPUX 3 MOPYLIEHHIM (QyHKITi1
IIEeYiHKK CepeqHbOoro CTYIeHs TSAXKKOCTi Oya Ha 65 % BHUIIOIO0, HiXK V 3[M0POBUX T0OPOBOIBIIIB.



CepepnHi 3HaueHHS C,,,, 0OIMecapTaHy y XBOPHUX 3 MOPYIIEeHHAM (QyHKII TeYiHKY Ta 3TOPOBUX
noOpoBonbliB Oynu momi0Hi (quB. po3minu «Crocib 3acTocyBaHHS Ta g03u», «Oco6IUBOCTI
3aCTOCYBaHHS»).

KriniuHi maHi 11070 3aCTOCYBaHHS aMJIOAUIIIHY MallieHTaM 3 IOPYILIeHHAM (QYHKIIl IeYiHKY AyXKe
oOMexkeHi. Y XBOpUX 3 MOPYLUIeHHSAM (QYHKIIII MeYiHKU CIIoCTepiraeThCsl 3HUKEHHS KITipeHCy
aMJIO[UIIIHY Ta MOOBXKEHHS NepioAy HaliBBUBeIEeHHS, 1110 TPU3BOAUTE A0 30inbuieHHss AUC
npubnusno Ha 40-60 % (muB. po3minu «Cmocib 3acTocyBaHHS Ta mo3u», «OCo0IUBOCTI
3aCTOCYBaHHS»).

NeyiHkoBa HepoOCTATHiCTb CYTTEBO He BMNJMBAE Ha PapMaKOKiHETUKY
rigpoxnopotia3supy.

IoknaiHiyHi OaHi 3 6e3nexu.

MoBTOpHe OOCNigXeHHA TOKCMYHOCTL [03 Ha Wypax noka3sano, wo kKoMbiHoBaHe
BBELEHHA OJSIMecapTaHy MefoKCcoMiny, amnoguniHy Ta ripgpoxnopoTtia3uay He NOCWUIIKE
HiKMX paHiwe 3apeecTpoBaHMX Ta 1CHYWYMX TOKCUYHUX SBUL, OKPEMUX KOMMOHEHTIiB,
a TaKOX He BUKNNKAE Oyab-AKO1 HOBOI TOKCMYHOCTi. Takox He cnocTepiranocs
XOOHUX TOKCUKONOMiYHUX CUHEepriyHux epekTis.

XooHMX popaTKOBMX [JOCNAifgXeHb WOQRO MyTareHHOCT1, KaHUEpPOreHHocTi Ta
TOKCUYHOCTL BifHOCHO penpoaykTuBHOl akTuBHOCTi pans npenapaTty Cesikap HCT He
nposoaunoca 3 ornsagy Ha 3po3yMinui npodinb 6Ge3nekn OKpPeMUx aKTUBHUX
efeMeHTiB.

OnmMmecapTaHy MeIOKCOMIN

Y mocnimKeHHSX XpOHIYHOI TOKCUYHOCTI Ha Iypax i cobakax epeKTu oiMecapTaHy MeIOKCOMiTy
Oynu cxX0Xi 3 TaKMMH iHIINX aHTAroHiCTiB perenTopiB AT, Ta iuribitropiB AIl®: migBUIEHHS PiBHS
ceuoBrHU (BUN) i KpeaTuHiHy B KPOBi, 3HUXKEHHS MacH Ceplisd, 3HUKEHHS ePUTPOLUTAPHUX
rapaMeTpiB (KOHIIEHTPAIlis epUTPOLUTIB i reMorno0iHy, reMaTOKPHUT), TiCTOJIOTiYHI 03HAKHU
ypaXKeHHs HUPOK (pereHepaTUBHI YIIKOIKEeHHS HUPKOBOTO EIIiTeIiio, IOTOBIIeHHs 6a3aabHOl
MeMOpaHU, po3IMKUpeHHs KaHasbiiB). Lli mo6iuni fii, BUKIMKaHi (hapMaKOJIOTi4HOIO Ai€0
olMecapTaHy MeIOKCOMiNy, CIIOCTEpIraaucs TaKoX y AOKITIHIYHUX OOCTIIXKEeHHIX 3 IHIIUMUI
aHraronicramu penenrtopa AT, Ta inri6itopamu AIT® i MoXKyTs 6yTH 3MEHIIIEH] IJITXOM IOfaBaHHS
HaTpil0 XJIOPULY BCEPENUHY.

[Tomi6Ho mo iHINMX aHTAroHiCTiB penentopa AT,, oMecapTaHy MeIOKCOMisl 30i/IbIIIy€e YacTOTy
XPOMOCOMHUX PO3PUBIB Y KyJIbTypi KJIiTHH in vitro. BigmoBiguui epeKT He ciocTepirascs y OeKiIbKOX
OOCIIIXXKEeHHSX [N Vivo, e oJIMecapTaHy MeIOKCOMIiI 3aCTOCOBYBa/IM B iyKe BUCOKUX [03aX, aX [0
2000 Mr/KT, BHYTPilHBO. Y 1ioMy maHi BceGivHOTO HOCTiAKEeHHS Ha TeHOTOKCUYHICTh TOBOPSITH PO
Te, 1110 TeHOTOKCUYHA [is 0JIMecapTaHy IIPU KJIIHIYHOMY 3aCTOCyBaHHI MaJO¥MOBIpHA.

He Oyso BUSIBIIEHO KQHIIEPOTEHHOT0 BIIMBY OIMECapTaHy MeNOKCOMINy Y IIypiB Ta TPaHCTE€HHUX
MUIIIEH.

Y mocnigKeHHSX PENPOOYKTUBHOI TOKCUYHOCTI y IIyPiB OIMecapTaHy MeJOKCOMII He BIJIMBaB Ha
(GepTUNbHICTh i He YMHUB TepaTOTEeHHOI Iil. AK y pa3i 3acToCcyBaHHS iHIIMX aHTArOHICTIB PELETITOPIB
aHrioteH3uny lI, micisa ekcno3utiil oaMecapTaHy MeOoKCOMIiTy BUKUBAHHS ITIOTOMCTBa 0yJ10
3HUIKEHO, a ¥ CaMOK, fKi OTpUMYBa/Iu IpefapaT Ha Mi3HiX TepMiHaX BariTHOCTI i i Yac nakTatiii,
Bifl3Havasacs OuaTallis HUPKOBUX MUCOK. He 0yi0 BUsBIEHO PETOTOKCHYHOIO BIJIUBY ¥ KPOJIiB.



Amnonumin
PenpodykmueHa mokcuuHicmb

IocmigXeHHsT pempOAyKTHBHOI (PYHKIIii Ha IMypax i MUIIaX BUSBUIIM 3aTPUMKY HaCTaHHS IOJIOTIB,
30inTbIIIEHHS Yacy mepeiMiB i 3MeHIIIeHHST BUKHMBAHHS IIOTOMCTBA IIPU IPUAOMI 103, TPUbIN3HO B

50 pasiB OinbIIKX, HiXK MaKCHMa/lbHa peKOMEeH0BaHa [103a OJIs JIIOOUHY, KA ITPYHTYEThCS
Ha Po3paxyHKy Ha 1 Kr macu Tina (Mr/kr).

ITopyweHHA pepmusbHOCMI

BrnnuBy Ha GepTUNIBHICTE y IIypPiB, Ki OTPEMYBAJIK aMJIOUIIH (caMIli TpoTsaroMm 64 OHIB, CaMKU 3a
14 pHiB mo cnapioBaHHA) B fo3ax no 10 mr/kr/mo06y (1o y 8 pasis (Maca Tina maijieHTa gOpPiBHIOE

50 Kr) nepeBulllye MaKCUMaJIbHO PEKOMEHIOBaHY 03y [JId JIOAWHY, 1[0 CTAaHOBUTE 10 MT B
[IepepaxyHKy Ha Mr/M°), BUSBIIEHO HE 6yno. B xomi iHImoro gocnigkeHHs, B SKOMY CaMIli IIypiB
OTPUMYBaJIX aMJioguminy 6ecunat npoTtsarom 30 OHIB ¥ go3ax, MOPiBHAHHUX 3 03010 [JIS TIOOUHY B
nepepaxyHKy Ha MI/Kr, 6yJI0 Bif3HaYeHO 3HUKEHHS KOHIIEHTpPAIi# (HOTiKyI0CTUMYTIIY0T0
TOPMOHY 1 TECTOCTEPOHY B IJIa3Mi, @ TAaKOXK 3HUXKEHHS IIIJIbHOCTI CIIePMHU, 3MEHIIEeHHS KiJIbKOCT1
3pinux crnepMmatup i KinituH Ceprori.

KaHuepozeHes, mymazeHe3

Bunpo6yBaHHS Ha IIypax i MUIIaX, sIKi OTPUMYBaJIX JTiKyBaHHS aMJIOAUIIIHOM 3 1Kel0 IIPOTATOM [BOX
POKiB y KOHIIEHTpAIIisX, pO3pax0BaHUX [Jg BiATBOpeHHS m060BUX mo3yBaHsb 0,5, 1,25 i

2,5 Mr/kr/mo0y, He BUSIBUJIM O3HAK KaHIleporeHHOCTi. HaiiBuina mo3a (mis Muinen
eKBiBaJIeHTHa MaKCUMaJlbHi peKOMeHOoBaHil 103i 10 Mr B mepepaxyHKy Ha MT/M%, a IS IIypiB - B
[IBa pasu BUIlle MaKCHMaJlbHOI peKOMEeH0BaHOI f03u) Oysa 6/1r3bKa 10 MaKCUMaIbHOI TepeHOCuMOl
003U OJId MUILEN, ane He Oy IIypiB.

HocmimKeHHS MyTareHHOCTi He BUSBUIY II0B’sI3aHUX 3 IIpenapaToM edeKkTiB Ha piBHi reHiB abo
XPOMOCOM.

ligpoxsopoTia3un

HemeaaHoMHUU paK wKipu

3a JOCTYIMHMMU JaHVMMHU eMifeMiONOoTiYHUX AOCHIAXKEHb, iCHYE KyMYIATABHUAN 00303aJIeKHUN
B3a€MO3B’s130K MiX 3aCTOCYBaHHAM TigpOXJIOPOTia3uAy Ta PO3BUTKOM HeMeJIaHOMHOI'0 PaKy LIKipu.
3adikcorano 71 533 Bunagky 0a3aabHOKIITUHHOIO PaKy IMKipu Ta 8 629 Bumankis
IIJIOCKOKITITUHHOTO PaKy IIKIpY y OOCTiAXKeHHi 3a y4acTio 1 430 833 Ta 172 462 ocob6iB
BiMOBIMHO. 3aCTOCYBAaHHS BUCOKKX 03 rimpoxopoTiazumy (=50 000 Mr KyMyIaTHBHO) Oyi10
IIOB’sI3aHO 3i CKOPUTOBaHUM KoedirtienToMm pusuky 1,29 (95 % [I: 1,23-1,35) gnsa
0a3abHOKIIITUHHOT'O paky IKipu Ta 3,98 (95 % [1I: 3,68-4,31) gnsa
IIJIOCKOKJTIITUHHOTO paky mKipu. CriocTepiraBcst YiTKUM BIJIUB KYMY/ISITUBHOL NO3HU SIK IIPU
6a3aJbHOKJIITUHHOMY pakKy IIKipH, Tak i Py MIOCKOKJIITUHHOMY paky WIKipu. IHIine
MOCTIIKEHHS I0Ka3aJji0 MOXKJIMBUM 3B’I30K MiXK BUHUKHEHHSAM Paky I'y0 (IIJIOCKOKITITUHHUN
Pak LIKipHu) Ta eKCIO3UINEI0 TigpoxIopoTiasumy: 633 Bullafiku paky ryb y mHOoCigKeHHi 3a
y4acTio 63 067 0co6iB, 3 BUKOPUCTAHHSM CTpaTerii BUOipKY pU3UKY. BIITUB KyMyISTUBHOI HO3H
Oy710 TPOIeMOHCTPOBAHO 31 CKOpUToBaHUM KoedimienToMm pusuky 2,1 (95 % IOI: 1,7-2,6), 3
HiIBUIIEHHSIM JaHoro KoedimierTa o 3,9 (3,0-4,9) mpu 3actocyBanHi Bucokoi go3u (~25 000 Mr) Ta
mo 7,7 (5,7-10,5) npu BUKOpUCTaHHi HalbinbiIol KyMynsaTuBHOI 1034 (~100 000 mr) (mus.



po3min «OcobMMBOCTI 3aCTOCYBAHHSI»).

KitiHiuHi XapaKTepHUCTHKH.
Iloka3zaHHA.

JIikyBaHHS eceHIlialIbHOI rinepTeH3il.
IloOamkoea mepanisi.

[Tpenapat Cesikap HCT npru3Ha4aOTh JOPOC/IUM MallieHTaM, apTepiaJlbHUU TUCK SKUX
HeJOCTAaTHbO KOHTPOJIIOETHCS 3aCTOCYBaHHSAM KOMOiHAIll 0IMecapTaHy MegoKCOMiTy Ta
aMJIOIUIIIHY SIK JBOKOMIIOHEHTHOTO JIiIKapChKOr0 3aco0y.

3amicHa mepanis.

[Ipenapat CeBikap HCT npu3Ha4aioTh 9K albT€PHATHUBHY Tepallilo JOPOCIUM MallieHTaM, V SIKUX
apTepianbHUM THCK HOPMaJbHO KOHTPOJIIOETHCS 3aCTOCYBAHHSAM KOoMOiHalll oiMecapTany
MEeIOKCOMIy, aMJIOOUIIHY i TigpoxiIopoTia3uay sSK JBOKOMIIOHEHTHUX JTiKapChKuX 3ac00iB
(onmmecapTaHy MeOOKCOMIN i amnogurmid abo oMecapTaHy MeJOKCOMIN i rigpoxiopoTia3um) Ta
OIHOKOMIIOHEHTHHUX JIiIKapChKUX 3ac00iB (rimpoxmopoTia3un abo aMIOOUIIiH).

IIpomunoka3aHHsi.

[TigBuIeHa YyTNIUBICTD 0 aKTUBHUX PEYOBUH, [I0 MOXITHUX OUTimpomipuauHy abo 1o
cynbdaHinaMigHUX pedOoBHH (OCKIIBKY TiIpOXJIOpPOTia3uy € cynbdaHinaMigHuM npemnapaTtoM) abo mo
Oynmb-sIKOI 3 JOTIOMiKHUX PEYOBHH.

- TsxKi nopymeHHs QyHKII HUPOK (HuB. po3min «OcobauBOCTi 3acTOCyBaHHSI», «®apMaKonIoriyHi
BJIQCTUBOCTI»).

- CriiiKa rinokaJieMis, rinepkasnbliieMis, TiIOHATPieMis Ta KJIiHIYHO BUpaXeHa TilepypuKeMis.
- TsakKi mopymieHHs QYHKIII MeYiHKH, X0IecTa3 Ta 00CTPYKTHBHI 3aXBOPIOBAHHS JKOBUYHUX ITPOTOK.

- IT ta III TpuMecTp BariTHOCTI (muB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS», «3aCTOCYBaHHS Yy mepiox
BariTHOCTi abo rofyBaHHS TPYAOI0»).

Cywmiche 3actocyBanHs npenapaty Cesikap HCT i npemnapartis, 1110 MICTSTh alliCKipeH,
IIPOTUIIOKA3aHO TMAaIliEHTaM i3 yKpoBuUM fiabeToM abo mopymeHHIM ¢yHKLii HUpoK (IIIK® <60 M
/xB /1,73 M) (muB. po3minu «B3aemopmis 3 iHIMUMHU JTiKapCbKUMM 3aC00aM¥ Ta iHII BUOK
B3aemofii», «®apMaKOIOTiYHi BIaCTABOCTI».

Yepes BMICT y IpemapaTi aMIoguiiny sk mirouoi pedosunu Cesikap HCT npoTunmokalanuu



raliesTaM 3:
- mOoKOM (y TOMY YHCJIi KapAiOTeHHUM LI0KOM);
- TIKKOIO TIIIOTEeH3i€10;

- IOPYILLIEHHSAM BifTOKY KPOBI i3 JIiBOT0 IIJIyHOYKa (HAIPUKJIIaM, CTEHO3 a0PTH TSXKKOTO
CTyIEHS);

- TeMOIMHAMiYHO HecTabiIbHOI0 CEPLIEBOI0 HENOCTATHICTIO MiC/Ig TOCTPOTro iHhapKTy Miokapaa.

B3aemodis 3 iHwuMu snikapcbkumu 3acodbamu ma iHwi eudu e3aemoditi.

OpHo4YacHe 3acToCyBaHHA HE PEKOMEHOYETbLCA

lpenapatun nitin

[Tpu omHOYaCHOMY 3aCTOCYBaHHi IIpenapartis JIiTiio 3 iHribiTopamMu aHTi0TEH3MHIIEPETBOPIOIOYOTO
dbepMeHTy Ta iHOfi 3 6/10KaTOpaMu pelenTopiB aHrioTeH3uny II crocrepiranocs o60poTHE
30inbIneHHS KOHIIeHTpallil IiTifo y cHpoBaTIli KPOBi Ta #0oro TOKCUYHOI fii. KpiMm Toro, 3a HasiBHOCTI
Tia3uAiB HUPKOBUY KITiPEHC JIiTiI0 3HUKYETHCS, TOMY PU3UK MOT0 TOKCUYHOI il Ha T/Ii 3aCTOCYyBaHHS
rigpoxnopoTia3umy Moxe 30inbiyBaTuCs. Y 3B’93Ky 3 MM 3acTocyBaHHS npemnapaty Cesikap HCT y
TIOEJHAHHI 3 JTiTiEM He PEKOMEHAYEThCS. Y MallieHTiB, AKUM IIi ITperapaTy HeoOXigHO MPU3HaYaTH
OIHOYACHO, IIif Yac JiKyBaHHS PEKOMEHAYETHCS PETEIbHO KOHTPOJIIOBAaTHA KOHIIEHTPALIIO JIiTii0 B
CHPOBATIII.

CniabHe 3aCMOCYBAHHSA 3 HUMCYE3A3HAYeHUMU AiKapCbKUMU 3acobaMu sumdazae obepexcHocmi
baknogeH

MoxnmMBe MOCUSIEHHA aHTUrinepTeH3UBHOro epekTy.

HecrepoigHi npotu3ananbHi nikapcbki 3acobu (HM33)

HN33 (Hanpuknapm, aueTtwuncaniuumnosa kucnota (> 3 r/poby), iHribirtopu LOr-2 ra
HecenekTuBHi HM33) MoXyTb nocnabnsTu aHTUrinepTeH3uMBHY pAik Tia3ngHux
piypetukisB Ta OnokatopiB peuenTopiB aHrioteH3uHy II. Y peakux nauieHTtis 3
nopyweHHsIM ¢yHKUil HMPOK (Hanpuknag, 3HeBOOHeH1 nauieHTn abo ocobu NiTHLOrO
Biky 3 nopyweHHAM @yHKUi1iI HMPOK) oOfgHOYacCHe 3aCTOCYBaHHA aHTaroHicrtie
peuenTtopiB aHrioteH3amHy II Ta iHrib6iTopiB UMKIOOKCUIreHa3n MOXe MPU3BECTU [0
noganbworo noripweHHs @yHKUii HUpPOK, BKAWYAKWYM MOXJIIUBY TOCTPY HUPKOBY
HefoCTaTHiCTb, AKa 3a3Bu4yauM € obopoTHOw. ToMy KoMOiHauikw cnip 3acTocoByBaTu 3
obepexHicTw, ocobnueo nauieHTaM NiTHbOro BiKy. [aui€HTM NOBUHHL OyTHK
[OCTaTHbLO ripgpatoBaHi. HeobxipHO KoOHTponwBaTuM @YyHKL1W0 HMPOK NicCnf MoYaTKy
cninbHOl Tepanil Ta nepioguMyHO nifg 4ac Kypcy NiKyBaHHA.

Cnig bpatu go yBaru npy 04HOYACHOMY 3aCTOCYBaHHI
AMigoCTUH

Moxe nocunweaTunCH aHTI/IFiI'IepTeHBI/IBHa nia.



THwi 2inomeH3uBHi 3acobu.

AuturinepreH3uBHuM edekt npenapaty Cesikap HCT Moxe mocuioBaTUCS y pa3i #0ro
3aCTOCYBaHHS OJHOYACHO 3 IHIIMMU IIpernapaTaMy, IKi 3HUXKYIOTh apTepialbHUN TUCK.

Emusosguil cnupm, 6apbimypamu, HApPKOMUYHi aHds12emuKku ma aHmuodenpecaHmu.

MoOXYyTb IOCUTTUTHUCS TIPOSIBU OPTOCTATUYHOI TilOTeH3ii.

[ToTeHIIiTHO MOKINMBI B3a€MOIl 3 oIMecapTaHy MeIOKCOMIIOM.

OpmHoyacHe 3dCTOCYBAaHHA HE PEKOMEHIOYETLECA

IH2i6imopu AII®, 6a0kamopu peuenmopis aHeiomeH3uHy II abo anickipeH.

OaHi KNiHiYHMX pOCNigXeHb NoKa3anu, Wo noaBivMHa 6nokKaga CUCTEMU PEHIiH-
aHrioTteH3uH-anbpocTepoH (RAAS) 3a ponoMorow KoMO6iHOBaAHOro 3aCTOCYBaHHSA
iHri6iTtopis AN®, 6GnokaTopiB peuentopiB aHrioteH3uHy II abo anickipeHy
noB’'a3aHa 3 6inbl BMCOKOW 4YacCTOTOKW HECNPUATAMBUX HACNifKiB, TakKux fK
rinoteHsis, rinepkaniemia Ta 3HMXeHHA QyHKULI HMpoK (y TOMy uucni rocTpa
HUPKOBa HeOQoOCTaTHiCTb), Yy NOPiBHAHH1 3 BMKOpPUCTaHHAM ogHoro RAAS-piw4yoro
3acoby.

Jlikapcbki 3acobu, Wo BNANBaKWTb Ha KOHUEHTPaUll Kasaik B KpoOBI1

OpHo4YacHe 3acTocyBaHHA Kanin3bepirawyux piypeTukiB, Kaniesux pobaBok,
3aMiHHMKiIB coni, wo MicTATb Kanin, abo iHWMX nikapCbkux 3acobiB, AK1I MOXyTb
nigsuwysaTn piBeHb Kanikw B cupoBaTui kpoBi (Hanpuknapg, renapuH, iHri6itopwm
ANo), Moxe npu3secTu po 36inbweHHs BMicTy Kaniw B KpoBi (AuMB. po3pain
«0cobnmBoCcTi 3acToCyBaHHA»). PEKOMEHOYETbCA CTEXUTM 3a piBHeM Kaniw vy
cupoBaTul KpoBi, AKWO nikapcbki 3acobu, dKi BNAMBaKWTb Ha piBeHb Kanitk,
npuM3HavyawTb B KOMOiHauil 3 npenapaTtoM CeBikap HCT.

OopaTkoBa iHdopMaLig

Jlikapcvkull 3acib Kosecegenam, w,o 38’ s13Y€ HCOBUHI Kuciomu.

CrinbHe 3aCTOCYBaHHS KOJeCeBelaMy TifpOXJIOpULy, 110 3B’93y€ KOBUHI KUCIOTH, 3MEHIIIyE
CHACTEMHY eKCIIO3UII0 1 TIKOBY KOHLIEHTPALIil0 0OJIMecapTaHy B IIJIa3Mi, a TAKOX 3HUXKYE [1epiof
HamniBBuBeneHHd. [IpuiloM oMecapTaHy MeIOKCOMiTy sIK MiHiMyM 3a 4 TOOUHU [0 IPUNOMY
KOJIeceBelaMy TiTpOXIOpUAY 3HUXKYBaB e(eKT miKapCchKol B3aeMopil. Ciif po3rassHyTH MOXKJIUBICTD
IIPUMOMY OJIMecapTaHy MeIOKCOMIiNy sIK MiHIMyM 3a 4 TOOUHU OO0 IPUUOMY KOJieceBeaaMy
rigpoxnopupny (guB. po3gin «®apMakKoIOTiuHi BIaCTUBOCTI»).

Micna nikyBaHHA aHTauupgoM (anMiHiW rigpokcupg, MarHim ripgpokcup)
cnocTtepiranocs noMipHe 3HMXeHHA 61i0Q0CTYNHOCTi oOfiIMecapTaHy.

OnMecapTaHy MeOOKCOMin He Mae CYTTEBOro BMAMBY Ha ¢apMakokiHeTuky abo
papmMakogmMHamiky BapdapuHy abo Ha GapMaKOKIHETUKY [OUFOKCUHY.

OpHoyacHe 3acCTOCYBaHHf oOJfiIMecapTaHy MefoOKCOMiny Ta npaBacTaTUHY He Mae
KNiHi4YHO 3HA4yuMOro BNAMBY Ha G(apMakoKiHeTuKy OyAb-fKOro 3 KOMMOHEHTiB Yy



300poBux 0obpoBoONbLUIB.

Y mocnigKeHHSX in vitro KIiHIiYHO 3HAYYIIOr0 MPUTHIY€HHSI 0JTMEeCapTaHOM aKTHBHOCTi
isodpepmentiB 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 Tta 3A4 nuroxpomy P450 y nioguHu
BHMSIBJICHO He 0YyJ10; BimHOCHO i30¢depMeHTiB nuroxpomy P450 y TBapuH oiMecapTaH ado
YHHUB HEe3HaYHY iHAYKYI0UYy Hil0, a00 He YHHHUB XKOJHOI. TaKUM YHHOM, KITiHIYHO 3HAYYIITNX
B3a€EMOIiN MiXK 0JIMecapTaHOM Ta JIiKapCbKHMH 3aCc00aMH, siKi MeTabo0/Ti3yloThCAa 3a
y4acTIo 3a3HaYeHHX i3oepMeHTiB muToxpomy P450, He 04iKy€eThCs.

[ToTeHLiNHO MOXKJIVMBI B3AEMOLI] 3 aMIOOUIIHOM

OpgHovyacHe 3acToCyBaHHA MNpernapaTtiB, WO BuMara€ obepexHoCTi
Bnnue iHWmMXx nikapCbkumx 3acobiB Ha Al amaoguniHy

IHri6iTopmn CYP3A4

[Tpu ogHOYACHOMY 3aCTOCYBaHHI aMJIOIXIIIHY 3 CUILHUMH ab0 nmoMipHuMH iHTiOiTopamu CYP3A4
(inribiTopamMu npoTeas, a30IbHUME (QYHTIHAAMU, MaKpOoJlilaMy TUIY epUTPOMIIIMHY abo
KJIapUTPOMILIMHY, BepamnaMiny abo AunTiazeMy) MOXYTh IPU3BECTH [0 3HAYHOTO 30i/IbIIEHHS
ekcno3util amnopguniny. Kniniyauit nposs uux GpapMakKOKiHETUUHUX Bapialliit Moxke OyTu 6inbIu
BHpPaXKeHUM Y Nalli€eHTiB MTHHOTO BiKy. TaKMM YMHOM, MOXKYTb OyTH MOTPiOHI KITiHIYHUN MOHITOPUHT
Ta KOPUTYBaHHS [O3H.

IapykTopu CYP3A4

OpuovacHu npuiioM 3 iHgykTopaMu CYP3A4 Moxke 3HUXKYBATU KOHILEHTPALII0 aMJIOOUIIIHY B
my1a3Mi. ToMy mmig 4ac Ta micjasg OGHOYaCHOI'0 3aCTOCYBaHHS aMJIOOUIIiHYy 3 iHgyKTOopaMu CYP3A4
(TakuMu SIK pudamiinuH, 3Bipo0ill 3BudaiHu) HeoOXiqHUY peTeNbHUN HATJISA[ 3a MallieHTOM Ta
KOPEKIIid [03H.

[TpuiioM aMJIOOHUIIIHY Pa30M 3 rpeindpyToM abo rpeurndpyToBUM COKOM He PEKOMEHIYEThCS,
OCKiJIbKM ¥ IeIKHX NallieHTiB MOXKe MiABUINYyBaTUCS 0i0JOCTYIIHICTh IpenaparTy, I0 IPOsIBIIIETLCS B
IIOCHUJIEHH] HOTO TillOTOHIYHOI Ail.

HanTporneH (iHdy3is)

[Tig yac mocmigkeHb Ha 1ab0OpaTOPHUX TBapUHAX ITiC/IS MPUIOMY BepanaMiny i BHyTPillHbOBEHHOT O
BBe[IeHHS JaHTPOJIEHY CIocTepiranucs Gidpunsiis IITyHOYKiB i ceplieBo-CynUHHA HeIOCTATHICTh 3
JleTaJIbHUM HaCTigKOM y 3B'SI3Ky 3 PO3BUTKOM TillepKatieMil. Y 3B’43Ky 3 PU3UKOM PO3BUTKY
rinepkarieMil y Ialli€HTiB, CXUJIbHUX [0 BUHUKHEHHS 3JI05KiCHOI TinepTepMil, a TaKOXK Ha TJIi Teparil
3710KiCHOI rimepTepMil peKOMEHAYETHCS YHUKATU OJHOYACHOI'0 TPHUoMY GJI0KATOPIiB KaJIbI[iEBUX
KaHaJliB, TAKUX 9K aMJIOOHIIiH.

Bnnaus amnoguniHy Ha I1HWI nikapCbki 3acobwu

limoTeH3uBHUY e(pEKT aMJIOAUIIIHY TOOAETHCSI A0 TiOTEeH3UBHOTO e(PEeKTy iHIIMX Ipenaparis, 110
3HUXKYIOTh apTepiaJbHUN TUCK.

Y xopi KiHIYHUX OOCHiAKeHb TiKapChKUX B3aEMO/iM aMJIOOUITiH He BIJIMBaB Ha (apMaKOKiHETHKY
aTopBacTaTHHY, IUTOKCUHY ab0 BaphapuHy.

CumsacmamuH



OpHovyacHuM npuiioM OaraTopa3oBux mo3 amnopuriny (10 Mr) i cumBactatuny (80 Mr) MpU3BOAUTH
1o 30inblIeHHS eKCIIO3UIlil CUMBACTaTUHY Ha 77% MOPIBHSAHO 3 MPUUOMOM TiJIbKM CUMBACTaTHUHY.
Ilo3a cuMBacTaTUHY OJId MALi€HTIB, 110 IPUKMMaOTh aMJIOQUIIiH, He ITI0BUHHA NepeBullyBatu 20 MI Ha
no0y.

Takpoaimyc

IcHye pu3uK MigBUILIEHHS PiBHIB TAKPOIIMYCY B KPOBI IIpA OGHOYACHOMY 3aCTOCYBaHHI 3
amyoguninoM. [1[o6 YHUKHYTH TOKCUYHOCTI TaKpOJIiMYCy, IIpU CYIIyTHHOMY 3aCTOCYBaHHI aMJIONUIIIHY
noTpi0eH perynsipHUl MOHITOPUHT PiBHIB TaKpOJIiMyCy B KPOBi Ta y pa3i HeoOXimHOCTI - KOpeKIIis
[O3yBaHHS.

LIuKIOCIOPUH

Y nNpocneKTUBHOMY OOCAifgXeHH1 Yy nauyi€HTiB 3 TPaHCMNAHTOBAHOKW HUPKOW
cnocTtepiranocs B cepefHbOMy Ha 40% NigBMWEHHS PiBHA LUMKNOCMOPWUHY Mpwu
3acToCyBaHH1 ogHo4yacHO 3 amnoguniHoM. OpHo4yacHe 3acCTOCyYBaHHA npenaparty
Cesikap HCT Ta uUMKIOCMOPUHY NifABMUIWYE CUCTEMHY Aikw ocTaHHboOro. [lipg 4ac Takoro
nikyBaHHf HeobxipgHo 3abe3neyyBaTyM KOHTPOJSIb PiBHA LMKIOCNOPUHY Ta y pa3i
HeobxigHOCTi1 — Kopekuilw Moro gosu.

[ToTeHIIHO MOXKIKBI B3a€MO[Iii 3 TiZPOXIOPOTia3UIOM.

OpnHoyacHe 3dCTOCYBAHHSA HE DEKOMEHOYETLCA

Jlikapcuki 3acobu, w,0 8nAUBAHOMb HA KOHUEHMPAu,iro Kaiito 8 Kposi.

limokaniemiyHa [is Tigpox/JI0pOTia3uAy MOXKe IIOCUJIIOBATUCS IIPU KOT0 OGHOYACHOMY 3aCTOCYBaHHI 3
iHImMUMY TiKapchKUMU 3acobaMuy, 110 CIPUYKHIOIOTH BTPATY KaJlilo Ta rioKaieMiio (HampuKiag 3
KaJIilypeTUYHUMH IiypeTHKaMH, TPOHOCHUMHE 3acobamu, KopTtukocTepoigamu, AKTT,
amdpoTepUIIMHOM, KapOEHOKCOJIOHOM, MeHiluIiHOM G HaTpilo Ta MOXiMHUMU CaJTiUIIOBOI KUCTIOTH).
ToMy 3aCTOCOBYBaTH TigpOXJIOPOTia3u OGHOYACHO 3 [IMMHU IIperapaTaMy He PEKOMEHOY€EThCS.

OmHoYacHe 3aCTOCYBaHHS, 1110 BUMarae 0CoOIMBOI yBaru
Coui Kaavuyito.

3a paxyHOK YIIOBiTbHEHHS eKCKpellil Kasbllifo Tia3uaHi OiypeTUKYA MOXKYTh 30ibIIyBaTH HOTO
KOHIIEHTPAIliI0 B CUPOBATII KPOBi. AKII0 HEOOXiIHO 3aCTOCOBYBATH MpeNapaTy Kasbllilo, piBeHb HOTO
KOHIIEHTPaIlil B CHPOBATIIi MOTPiOHO KOHTPOJIIOBATH, a BiOIOBIIHY 03y KaJbIlil0 - KOPUTYBATH.

XosecmupaMiHO8I ma x04ecmunoio8i CMOAU.

B npucyTHOCTI aHiOHOOOMiHHUX CMOJI TTOTipPIIYETHCS BCMOKTYBAaHHS TiIPOXJI0pOTia3uay 3 TPABHOTO
TPaKTy.

Cepuesi 2s1ik03udu.

3acToCyBaHHS CepLEeBUX I'JIIKO3U/IB IPU3BOAUTH [0 TOTO, IO TiloKasieMid Ta riloMarHieMis, gKi



CIIPUYMHIOIOTHCS Tia3umaMu, 30iMbLUIYIOTE PU3UK apUTMIl.

llpenapatun, WO CNPUYNHAKNTL 3MIHW PIiBHA Kasiikw B CuMpoBaTyli KpPOBI

Finokaniemis € cnpusaTnuMBMM (aKTOpPOM AN PO3BUTKY WIYHOYKOBOI Taxikappgil Ttuny
«nipyeTt» (wnyHo4ykoBol Taxikappii). MepiopuMyHuMW KOHTPONb Kaniw B cupoBaTuil
kpoBi Ta EKI pekoMeHoyeTbCa npoBoauTu, kKonu npenapaT Cesikap HCT 3acTocoBywTb
3 nikapcbkumm 3acobamm, WO CNPUYUHANTL MNOPYWEHHA PiBHSA Kanikw B cupoBaTyil
KpoBi (Hanpuknap, rniko3ugu Ta aHTUMapuTMiyHi 3acobu), Ta nNikapCbKumu
3acobamMu, WO CAPUUYMHAITL PO3BUTOK WNYHOYKOBOI Taxikappgil Tuny «nipyeTt»
(torsades de pointes) (Bkn4awunm pesaki aHTMapuTMiyHi 3acobwm):

- aHTuapuTMiyHi npenapatu knacy Ia (Hanpuknap xiHiguH, rigpoxiHipgwuH,
gu3onipamin) ;

- aHTMapuTMiyHi npenapaTtu knacy III (Hanpuknag aMiopgapoH, coTanon, podeTwmnip,
ibytunin);

- [OefKi aHTUNCUXOTWUKM (Hanpuknagp, Tiopipa3uH, XJOpNpPOMa3uH, JIeBOMENpPOMa3wH,
TpudnyonepasuH, uiamasuH, cynbnipup, cynrtonpug, amicynenip, Tianpup, nimosug,
ranonepupgon, pponepunon);

- 1Hwi nikapcbki 3acobu (Hanpuknap 6enpuaoun, uusanpup, AudeMaHin, epuTPOMIiLMH
IV, rano¢aHTpuH, Mi3onacTuUH, NeHTaMiguH, cnap¢nokcauuH, TepdeHaguH, BiHXaMiH
IV).

Hedenoaspusywui peaakcaHmu ckeaemHux M’s3ie (Hanpukaad myboKypapuH).

lippoxsopoTia3ug MoXke MOCUITIOBaTH e(heKTUBHICTh HEJETIONAPU3YIOYNX pPellaKCaHTiB CKeJIeTHUX
M’3iB.

AHmMuxoaiHep2i4yHi 3acobu (Hanpukaad amponid ma 6inepudeH).

3HUXKYIOUYU MOTOPUKY IIJTYHKOBO-KUIIKOBOT'O TPAKTY Ta LIBUAKICTH CIIOPOKHEHHS LITYHKA,
aHTUXOJiHepriyHi 3aco0u MOXKYyTh 30iNblTyBaTh Gi0MOCTYIHICT Tia3UAHUX [OiyPETHUKIB.

AHmuoiabemuyHi aikapcuvki 3acobu (nepopaavHi npenapamu ma iHCyaiH).

Tepamis Tia3ugoMm MozKe BIIJIUBATH Ha TOJEPAHTHICTH [0 TMII0K03U. Moxe OyTr HeoOXigHa KOpeKIlis
[03U IIyKPO3HUAKYBaJIbHUX 3ac00iB (muB. po3fin «OcoBIMBOCTI 3aCTOCYBaHHS»).

MemdopmiH.

MeTdopMiH ciif 3aCTOCOBYBaTH 3 00€peXkKHiCTIO Yepe3 PU3UK PO3BUTKY JIaKTOALU03Y,
CIIPUYMHEHOTO (QYHKITIOHATbHOI0 HUPKOBOIO HEOCTATHICTIO, SKa iHOAI BUHUKAE BHACIIIOK
3aCTOCYBaHHS TiAPOXJI0POTia3umy.

Bema-610xamopu ma dia3okcud.

lineprnikemiuHa fisg 6eTa-agpeH007I0KATOPIB Ta Mia30KCUAY MOXKe ITOCUITIOBATHCS ITifl BIIUBOM
Tia3umiB.

IIpecopHi amiHu (Hanpuk.a1ad HOPAOPEHAaNiH).



EQeKkTuBHICTh IPECOPHUX aMiHiB MOXKe 3HMUKYBATUCH.

Jlixapcuki 3acobu, saKi 3acmocoa8ytombcs 0415 AiKy8aHHA nodazpu (npobeHeuyuo,
CYyb(iHNIPA30H Ma aA10NYPUHO).

OckKinbK¥ TimpoxI0poTia3uy iHomi BUKIUKAE 30iNblIeHHs KOHIIEHTPAIlil Ce40BOl KUCIIOTH B CHPOBATIII,
Moxke OyTu HeoOXiHa KOpPeKIllis 03U YPUKO3YPUUYHUX IIpenapaTiB AJis JiKyBaHHS nogarpu. Kpim
Toro, iHomi HeoOXimHO 36inbUINTH 103y TpobeHenuny abo cynbdinnipazony. Y pasi 3acTocyBaHHS
aJIONyPUHOJIY ONHOYACHO 3 Tia3U[OM 4YacTOTa aJlepriyHuX peaklii Ha aJloypUHOJI MOXKe
30inmbIyBaTUCS.

AMaHmMaouH.
Tia3upu MOXKyTh 30iNbIITYBaTH PU3UK PO3BUTKY MOOIYHUX pPeakilii, CIpUUYMHEHUX aMaHTaAuHOM.
ITumocmamuku (Hanpukaad yukaogpocghamio, memompexkcam).

Tia3upu MOXKYTh 3HUKYBaTH BUBEEHHS HUPKaMU IPOTUIIYXJIMHHUX ITPeNapaTiB Ta MOCKJIIOBAaTH IXHIO
IIPUTHIYYyBaJIbHY [il0 Ha KiCTKOBUU MO30K.

Caniyunamu.
Y pasi npuiioMy casiluuaTiB y BUCOKUX J03aX TiIpOXJI0OPOTia3uy MOXKe ITOCUIIIOBATH 1XHIO TOKCAYHY
10 Ha [IeHTpaJIbHy HEPBOBY CUCTEMY.

Memusdona.

Y ny0Onikamisix onucaHo OKpeMi BUIIafKy TeMOIiTUYHOl aHeMii B pe3yIbTaTi 3aCTOCYBaHHS
rigpoxsopoTia3ugy B KoMOiHaIlil 3 METUJIAOIOIO.

LlukaocnopuH.

OnHoyacHe 3aCTOCYBaHHS Tia3UfiB 3 IIMKJIOCIIOPMHOM MOXKe 306ibIIyBaTH PU3UK TinepypukeMii ta
yCKJIafHEeHb, aHaJIOTiYHUX ITofarpi.

TempayukaiH.

3acTocyBaHHS Tia3UOiB OQHOYACHO 3 TETPAMKITIHOM 30iIbIIyE PU3UK YPEMIl, 110 CIPUYUHIOETHCS
TeTPaUUKIIiHOM. [IOKCUIUKIIIHY 1Ied epeKT, UMOBIPHO, HE CTOCYETHCH.

Ocob.1ueocmi 3acmocyeaHHsi.
ITauieHmu 3 2inososemiero abo dediuumom Hampiro.

V nmanieHTiB 3i 3HUXKEHUM 00’€MOM LUPKYITI0I0Y0I KPOBi Ta (a00) HU3LKUM PiBHEM HATPIIO,
00yMOBJIEHUMY iHTEHCUBHOIO Tepalli€lo OiypeTuKaMu, HU3bKOCOJILOBOIO Ai€TOM0, Miapeeio abo
01I0BaHHSIM, MOXKe BUHMKATH KJTIHIYHO BUpaXeHa apTepiajbHa TimoTeH3is, 0COOMMBO Mics IepIIoro
IpuiioMy Ipenaparty. [Jo mo4aTtky 3acTtocyBaHHS npemnapaty Cesikap HCT 3a3HaueHi BUllle ABULIA
CJIif YCYHYTH.

THWi A8UWA, WO CYNPOBOONCYIOMbCA CMUMYAAUIEND PEHIH-AH2I0MeH3UH-a1b00CMepoHO801
cucmemu. allieHTH, y IKUX CYOUHHUAU TOHYC Ta QYHKIIiS HUPOK 3HAYHOIO MipOIO 3ajieXXaTh



Bifl aKTUBHOCTi PEHiH-aHTi0TeH3UH-aJIbA0CTEPOHOBOI CUCTEMU (HAIPUKIIaL, ¥ pasi TAKKOI
3aCTilHOI CcepleBOl HeJOCTATHOCTI abo MATOJIOTil HUPOK, BKITI0OYAl0YX CTEHO3 HUPKOBOI
aprepil), MOXKYTh pearyBaTy Ha iHIII IpellapaTy, 110 BIJIUBAIOTh Ha II0 CUCTEMY, IIOSBOIO
rOCTPOI apTepiabHOI TiMOTeH3il, a30TeMil, 01irypii abo B 0OKpeMux BUIIafikaxX roCTpol
HHAPKOBOI HEJOCTATHOCTI.

PeHosackyasapHa 2inepmeHais.

3acToCcyBaHHS IIpenaparis, 10 BIJIMBAIOTh Ha PEHIH-aHTi0TeH3UH-aIb0CTEPOHOBY CUCTEMY,
nalieHTaM i3 IBoOiYHMM CTEeHO30M HUPKOBUX apTepiit abo cTeH030M apTepil eauHOl QyHKII0HYI04O01
HUPKM TI0B’S13aHO 3 MigBUIIEHUM PU3UKOM PO3BUTKY TSKKOI apTepianbHOI rinoTeH3ii Ta HUPKOBOI
HeIOCTaTHOCTI.

ITopyweHHsA pYHKUIT HUPOK Ma MPAHCNAAHMAUisl HUPKU.

[Tpu 3actocyBaHHi nipenapaty Cesikap HCT matjieHTam i3 nopyiieHHSIM QyHKIII HUPOK
PEKOMEHYEThCA IIePiOqUYHUN KOHTPOJIb PiBHA KaJlifo Ta KpeaTHUHIHY B CUPOBATLL KPOBI.
3actocyBanH4 npenapaty Cesikap HCT He peKOMeHOBaHO MalliEHTaM i3 TSIXKKUM IIOPYLIEHHSAM
GbyHK1i HUPOK (KiipeHc KpeaTuHiny < 30 My/xB) (quB. po3minu «Croci0 3aCTOCyBaHHS Ta JO3U»,
«IIpoTunokalanusa», «PapMaKOIOTiYHi BIaCTUBOCTI»).

Y nami€eHTiB 3 nopymeHHAME QYHKII HUPOK MOXKe PO3BUHYTHUCS a30TeMis, CIpUYNHeHa JiypeTUKOM.

fIKI10 HAsIBHI 03HAKM 3aTOCTPEHHS MOPYLUIeHHS QYHKINI HUPOK, He0OXigHO MeperasHyTH Tepalrilo Ta
PO3TJISHYTU MOXKJIMBICTh IPUIIMHEHHS 3aCTOCYBaHHS OlyPETUKIB.

ocsig 3acTtocyBaHHs npemnapaTy Cesikap HCT natmieHTaMm, Ki Hell0gaBHO IEPEHECIN
TPaHCIIaHTAallil0 HUPKX ab0 3 TepMiHa/bHOI0 HUPKOBOIO HEJOCTATHICTIO (KJIipeHC KpeaTUHiHy < 12
MJI/XB), BIICYTHIH.

IToositliHa 6.10Kada peHiH-aH2iomeH3uH-aabdocmepoHosoi cucmemu (PAAC).

OpgHouacHe 3acTocyBaHHs iHTibiTOpiB AII®, 6110KATOpPIB pelenTopiB aurioTeH3uHy II abo
aJicKipeHy 30ibIye PU3UK PO3BUTKY apTepialbHOI TiMmoTeH3il, rinepkamieMii i 3HUXKeHHS
GYHKITI HUPOK (B TOMY YMCJIi TOCTPOI HUPKOBOI HeIOCTaTHOCTI). ToMy mopBifiHa 6110Kama
PAAC Ha ¢oHi 0mHOYACHOTO 3aCTOCyBaHHS iHTibiTOpiB AII®, 6110KAaTOPiB perenTopis
anrioren3uny Il abo asnickipeHy He peKOMeHAYEThCS (OUB. po3ainu «B3aeMopmis 3 iHIUMEI
JiKapChbKMMU 3aco0aMu Ta iHIIi BUAYM B3a€MOoii», «PapMaKoJIOTiuyHi BTaCTUBOCTI»).

Ao Tepamis 3 moBiiHOI 0710Kaf00 € aOCOMIOTHO HEOOXiHO0, TO BOHA TOBUHHA
IIPOBOAUTHUCS TiNIbKHU IIif HAarIAamoM ¢axiBls, a TaKOXK Ha (POHI PeTeNbHOTO CIIOCTEPEeXKEHHS
3a (yHKIi€0 HUPOK, PiBHEM €JIeKTPOJIITIB i apTepialbHUM TUCKOM.

[TamienTam i3 miabeTruHO HedpOMIATIEIO He CIIil OQHOYACHO 3aCTOCOBYBaTH iHTibiTopu AII®
Ta 6JI0KaTOPH PeLEeNnTopiB aHrioTeH3uHy II.

ITopyweHHA pyHKUiI neyviHKU.

Y matieHTiB i3 mopymeHHIMU QYHKII egiHKy 306iMbIIyeThCS PiBEHD OIMecapTaHy MeOoKCOMIiy Ta
aMJIOAUIIiHY (OuB. po3ain «®apMaKOIOTiYHi BIaCTABOCTI»). KpiM TOTO, y Malli€HTiB 3 MOPYIIEHHAMU
GbyHKIi meuinky ab0 TPOrpecyoyrM 3aXBOPIOBaHHSM MTeUiHKY He3HAUHi MOPYIIEHHS BOOHO-



eJIeKTPOJIiTHOT0 0aniaHCy Ha TIi Tepartii Tia3ugaMu MOXKYTh CIPUYMHUTY [I€YiHKOBY KOMY. 3 Ii€l
IPUYMHY TAIliEHTaM 3 MOPYyIIeHHIMY GYHKIIII IeYiHKY TEeTKOT0 Ta CEPEAHBOTO CTYIIEeHs TSIXKKOCTI
mpernapar CJIiff 3aCTOCOBYBaTH 3 00epexkHicTIO. [[71 XBOPUX 3 IIOMipHUM MOPYIIEHHIM QYHKIIII
IIeYiHKY [03a 0JIMecapTaHy MeIOKCOMiNly He IIOBHHHA nepeBuilyBaTy 20 Mr (ouB. po3min «Cmocid
3aCTOCYBaHHS Ta JO3W»).

[Tig 9ac nmikyBaHHS MAIiEHTIB 3i IOPYIIEHHAMYN QYHKI[IM [TeYiHKK 3aCTOCYBaHHSA aMJIOOUIIIHY CIIif
IIOYMHATHU i3 HalHUKYO0I MO3U Ta IPUAINIITH 0COONMMBY yBary SK Ha IT0YaTKy JIiKyBaHHS, Tak i Iif yac
IMiOBUIIIEHHS TO3H.

3actocyBanHg npenapaTy Cesikap HCT nmauieHTaMm i3 TAKKO0I0 II€4iHKOBOIO HEJOCTATHICTIO,
X0JIECTA30M UM HENPOXi[HICTIO JKOBYHUX ITPOTOK IIPOTUIIOKA3aHe (IUB. po3min «IIpoTUIoKa3aHHI»).

CmeHo03 ycms aopmu ma Mimpa/avHull cCmeHo3, 2inepmpogiuHa o6cmpyKkmueHa
KapdiomMionamis.

4K i y pasi 3acTocyBaHHS iHIIUX Ba30JUIaTaTOPiB, OIMecapTaHy MeOOKCOMiN 3 06epekHiCTIO
IPU3HAYaloTh IPU CTEHO3i yCTSA aopTu abo MiTparbHOMY CTEHO3i, & TAaKOXK IIPU 00CTPYKTUBHIN
rinepTpodivHii KapAioMionarii.

ITepguHHUU an1b00CMEPOHI3M.

[TauieHTH 3 MEPBUHHUM aIbI0CTEPOHI3MOM 3a3BUYal He pearyioTh Ha aHTUTITePTEeH3UBHI 3aco0w,
10 IPUTHIYYIOTh PEHIH-aHTiOTEH3WHOBY cucTeMy. ToMy nikapchkuii 3aci6 CeBikap HCT Takum
naljieHTaM He PeKOMeHOBaHUM.

MemaboaiuHi ma eHOOKPUHHI e(pekmu.

[IpemapaTy rpymnu Tia3ugiB MOXKYTh CIPUYMHIOBATH [IOPYLIEHHS TOJIEPAHTHOCTI O IJIIOKO3H.
[TamieHTaM 3 I[yKpoBUM [iabeToM MOTPiOHO KOPUTYBaTH AO3Y iHCYIiHY ab0 nepopaibHUX
IIYKPO3HUXKYBaIbHUX 3ac0o0iB (quB. po3min «B3aemopmis 3 iHImIMMY JTiKapCbKUMHU 3aco0aMu Ta iHImi
BUIY B3a€MOfil»). 3aCTOCYBaHHA Tia3UAiB MOXKe CIPUSATH PO3BUTKY IIPUXOBAHOTO I[YKPOBOTO
niabery.

Ha tni mpuitomMy Tia3ugHUX OiypeTUKiB MOXKYTh BUHMKATH TaKi MOGiYHI peakilii, SK MifIBUILIeHHS PiBHS
X0JIECTEPUHY Ta TPUTJTILEPUiB. Y pPsAAl BUNAKIB 3aCTOCYBaHHSA Tia3UAiB MOXKe CIIPUITU PO3BUTKY
rinepypukemil abo momarpu.

EnekmpoaimHi nopyweHHA.

4K iy pasi 3acTocyBaHHS OyAb-IKUX AiypeTUKIB, IIPU 3aCTOCYBaHHI TiApoOXJI0pOoTia3uy Cifl 3 I€BHUM
iHTepBajI0M KOHTPOJIIOBATH CUPOBATKOBI KOHIIEHTpallii eIeKTpoiTiB. [IpenapaTtu rpynu Tia3upmis,

y TOMY YUCJIi TiIpOXJIOPOTia3Uf, MOXYTh CIPUYUHATY IIOPYIIEHHS BOLHO-eJIEKTPOJIITHOTO
OanaHcy (y TOMy 4HCHi TimoKamieMito, TioOHaTPIEMIIO Ta TiOXJIOPEMIUHUY alKaso3).
O3HaKaMu MOPYIIIEHb BOMHO-eJIEKTPOJIITHOTO GaaHCy €: CYyXiCTh y POTi, cIipara, ciabKicTh, TpUBaIui
COH, COHJIUBiCTh, 3aHETIOKOEHHS, M'930BUH 6inlb a00 cymoMu, M’s30Ba CTOMJIIOBaHICTh, apTepianbHa
rinoTeH3id, oJIirypis, Taxikapzis Ta nopymeHHs 3 00Ky TPaBHOTO TPaKTy, 30KpeMa HyZ[oTa Ta
OrroBaHHS (ouB. po3min «[To6iuni peakuii»). PU3uK po3BUTKY rinokamniemii Haubinbi
BUCOKUY IIPU LMPO3i eUiHKy, pi3koMy 30inblneHH] fiype3y, He0CTaTHEOMY IPUNOMI eJIEKTPOJIITiB
BHYTPIIIHBO, @ TaKOXK IIPK 3aCTOCyBaHHI KopTuKOoCcTepoifiB Ta AKTI gK CynyTHiX npenapaTiB (IuB.
po3min «B3aemofisa 3 iHIIKMHU JTiKAPCHKUMHU 3aco0aMu Ta iHIIT BUAKM B3a€EMOMiii»). 3 iHIIOro 60Ky,
BHACJi0OK O10Kagu pelenTopiB aHrioTen3uny Il (AT,) onMecapTaHy MeLOKCOMIIOM, IO BXOAUTH [0



cknany npenapaty CeBikap HCT, MoxknuBa rinepkaniemis, 0COOIMBO Y MAIli€eHTIB 3 MOPYIIEHHIMHU
GbyHKIIiI HUpOK Ta/abo i3 cepleBOI0 HEIOCTATHICTIO, @ TAKOXK Y MallieHTiB i3 IIyKpPOBUM [iabeToM.
[TamienTaMm i€l rpyny KOHIIEHTPALlil0 Kaliio B CHPOBATIIi KPOBI CJIii KOHTPOIIOBAaTH HaIeKHUM
yuHoM. [Tpenapart CeBikap HCT cring 3 00epeXHiCTi0 3aCTOCOBYBaTH OOHOYACHO 3 MperapaTaMu
KaJiiio, Kanii3bepirarouuMu OiypeTUKaMu, KaaieBMiCHUMY 3aMiHHUKAMK Xap4yoBOi COJIi Ta iHITMMHU
mpenapaTaMy, SKi MOXKYTh IIigBUAIyBaTH KOHIIEHTPAIiI0 KaJlilo B KPOBi (HanpuKiaf, renapus). [JaHux
PO Te, I1I0 OJIMecapTaHy MeJoKCOoMin Moxke mocnabmoBaTy abo 3amobiratu rimoHaTpiemii, 1o
CIIPUYMHIOETHCA AiypeTuKaMu, HeMae. [1ediluT XJI0pULiB, SK IPaBUJI0, XapaKTePU3YEThCI HU3bKUM
CTyIIEHEM TSAXKKOCTI 1 He BUMAarae CIeliaJbHOro JiKyBaHH. Tia3uay MOXKYTh 3HUXKYBATH BUBEIEHHSA
KaJlbllilo i3 CeYelo Ta CIPUUYMHSATH JIETKE Ta CKOPOMHUHYIIE MiIBUIIEHHS UOr0 KOHIIEHTpallil B
CUPOBATIi KPOBi 3a BiICyTHOCTI Oyab-9KKX MOPYyLIeHb MeTab0i3aMy KaJbllito. [inepkanblieMis Moxe
CBITUUTH IIPO IIPUXOBaHU MapaTUPEOTOKCUKO3. [Iepen mocmigKeHHAM QYHKIII] TapaliuTOBUOHUAX
3aJ103 Tia3ugu MoTPiOHO BimMinuTH. Tia3umy MOCUIIOIOTH BUBEIEHHS i3 ceYelo MarHiio, o Moxke
IPU3BOMUTHU [0 TimoMarHiemii. Y namieHTiB 3 HaOpsikaMy MOXKe B JKapKy IIOTOly BUHHUKATU
rinoHaTpieMis po30aBieHHS.

IIpenapamu aimito.

4k i inmi mikapceki 3acobu, 1110 MicTSTh 6710KaTOPH pelenTopiB anrioTeH3uny 11 y kombiHarii 3
tia3umoM, penapaT CeBikap HCT He peKOMEHIYETHCS 3aCTOCOBYBATH OMHOYACHO 3 ITpemapaTaMu
miTito (OuB. po3min «B3aemMomist 3 iHIMKUMY JTiIKApChKUMHU 3ac00aMu Ta iHIII BUOKU B3a€EMOTIN»).

Cepuesa HedocmamHicme.

Yepes npurHideHHsS PeHiH-aHTiOTEeH3WH-aIbI0CTEPOHOBOI CHCTEMHU MOXKJIMBa 3MiHa QYHKIIiI HUPOK y
CXMJIBHUX [0 IIOT'0 IAIli€HTIiB.

Y nmalieHTiB 3 TSKKOIO CEPIIEBOI0 HEIOCTATHICTIO, V IKUX MOKJIMBA 3aJIeXKHiCTh QYHKIII HUPOK Bif
aKTHBHOCTI pPeHiH-aHTi0TEeH3WH-aIbI0CTEPOHOBOI CUCTEMH, TiKyBaHHS iHriOiTopamu AII® Ta
aHTaArOHICTaMU pPeLeNTOPiB aHTiI0TEeH3UHY MOXKe CYIIPOBOIKYBaTUCS ONIrypieio Ta/abo
IIPOTPECYI0YO0I0 a30TeMI€I0 i (PiAKO) TOCTPOI0 HUPKOBOIO HENOCTATHICTIO 3 MOXK/IMBUM JIETaIbHUM
HACJIiOKOM.

JIikyBaHHS MAIliEHTIB i3 ceplieBO0 HemMOCTAaTHICTIO TOTpebye 0COOIMBOI yBaru. Y JOBrOCTPOKOBOMY
n71a11e60-KOHTPOJIbOBAHOMY [IOCITI/I>KEHHI aMJIOOUIIIHY y MaIli€HTIB 3 TSIKKOI0 CEPIIEBOIO
HegocTaTHicTIO (NYHA III i IV) KinbKicTh TOBimOMJIEHb PO PO3BUTOK HAOPSIKY JIeTeHb Y TPYIIi
amyoguminy Oya GinbIIo0 B OPiBHSHHI 3 rpymoto miaedo (quB. po3min «PapMakoIoriuyHi
BJIaCTUBOCTI»). BlI0OKaTOpPX Kamblli€BUX KaHAaJIiB, BKIIOYAIOUYW aMIOAUIIIH, CIIif 3
00epexkHICTI0O 3aCTOCOBYBATH IMAlliEHTAM i3 3aCTilfHOI0 CEpIIeBOI0 HEJOCTATHICTIO, OCKiTbKYU
ITi TpernapaTy MOXYTh MigBUIYBATH PU3UK BUHUKHEHHS YCKIafHEHDb 3 00Ky CeplieBo-
CYOUHHOI CUCTEMU B MalOyYTHHOMY i CMEPTHICTE.

Cnpy-nodibHa eHmeponamis

Y nyxe pigKiCHUX BUITafKax IIOBITOMIIANIN IIPO TSAXKKY XPOHIUHY [iapelo 31 3HaYHOI BTPaATO0 MacCu
TiNa, 10 PO3BUHYJIACS Yepe3 KijlbKa MicsiiB abo POKiB Iicyisd mo4YaTKy JiKyBaHHS y Malli€HTiB, IKi
IpuiMany oJaMecapTaH; IPUYNHO0 ii BAHUKHEHHS €, IMOBIpHO, MicIleBa BiICTpOYeHa peakilis
rinepuyTtnuBocTi. Pe3ynbratu 6iomncii cnu30Boi KUIIEYHUKY Y TAKUX MALiEHTIB YaCTO J€MOHCTPYBAJIU
aTtpodiln KUIKOBUX BOPCUHOK. fKINO faHi CHMITOMY BUHUKHYTH Y Nalli€HTa i 9ac JIiKyBaHHSI
OJIMeCcapTaHOM i SKIII0 MOXKHa BUKJIIOYUTH IHIY UMOBIPHY €TIOJIOTi0, Tepallilo 0JIMecapTaHoM CIIif
HeramHo BiIMiHWATH Ta He CIIifl BiTHOB/IOBATH. AKINO miapes He 3HUKHE BIPOOOBK OJHOTO TUXKHSI



micIIs 3aKiHYeHHS IIPUMOMY JTiKapChKOro 3aco0y, CIlifg 3BepHYTHUCS [0 ClellianicTa (Halpukiag [0
racTPOEHTEPOJIOTa).

T'ocmpa mionis ma 8MopuHHA 3aKPUMOKymMoed 2/1aykoma

TippoxmopoTia3up € cynbpoHaMioM Ta MOXKe BUK/IMKATH peaklii ifiocuHKpasii, 110 Mpru3BOASATH [0
XOPioigaaIbHOTO BUIIITY 3 e(eKTOM MO 30pY, TOCTPOl IepeXifHol Miomil Ta TOCTPOro Hamany
3aKPUTOKYTOBOI rjaykKoMu. CUMITOMM BKJTIOHYAIOTh TOCTPUM PO3BUTOK KOPOTKO30POCTi ab0 mosiBU
60110 B 04ax Ta, SIK IPaBUJI0, BUHUKAIOTh IIPOTATOM IIPOMIXKKY 4acy Bifi JEKiMbKOX TOOUH [0
IEeKiTbKOX TUXKHIB IiCNIS MOYaTKY JiKyBaHHSA. HenmikoBaHMY Hallafi TOCTPOl 3aKPUTOKYTOBOI INIayKOMHU
MO2Ke MIPU3BECTH IO CTiMKOI BTpaTH 30pYy. Y MepIly 4epry Ciif SKHaWIIBULIIE BiGMIiHUTH
TiApox/IopoTia3up. fAKINo BHYTPIIHEOOYHUY TUCK He MiAJa€eThCSA KOHTPOJII0, MOKe BUHUKHYTH
HeoOXiAHICTh MPUUHATTS PillleHHS PO HeraliHe TepaneBTUYHe abo xipypriune nikyBaHHS. PakTOPOM
PU3UKY PO3BUTKY 3aKPUTOKYTOBOI I'TayKOMHU MoxKe OyTH HasBHICTh B aHaMHe3i ajneprii Ha
cynbdoHamigu abo newinumin (muB. po3min «ITo6iuni peakirii»).

BaeimHicmp.

AHTaroHicTu penenTopis aHrioreH3uny Il npoTuiokasai mig 4ac BariTHOCTI. fAKIO Teparito
aHTaroHiCTaMH pelenTopiB aHTioTeH3uHY Il He0OXigHO MPOMOBXKUTH, a MallieHTKa IJIaHy€E BaTriTHICTh,
HeoOXigHO 3aCTOCYBAaTH albTePHATUBHI aHTUTINIEPTEH3UBHI IpenapaTy, IKi MaloTh BU3HAUYEHUM
npodinb Oe3meKu Mpu 3aCTOCYBaHHI IIif Yac BariTHOCTI. AKIIO BaTiTHICTD HMiATBEPAXKYETHCS I Yac
JiKyBaHHS aHTaroHiCTaMu aHTioTeH3uHY II, MiKyBaHHS Clifg HeraHO NMPUIMHUTH i B pa3i noTpebu
JiKapChKUH 3aci0 HeoOXiMHO 3aMiHUTH iHITUM JTiIKapChKUM 3ac000M (OUB. PO3MisiK
«[IpoTuUnoKa3aHHSI», «3aCTOCYBaHHS y Iepiof BariTHOCTI abo rofyBaHHS I'PYOAI0»).

Himu.
[Ipenapat CeBikap HCT He npu3Ha4aroTh AiTAM Ta HifgtiTkaM (BikoM 0 18 pokiB).
IlauieHmu AIMHbBO20 BIKY.

[TigBumyBaT# gO3y J1iKapChKOro 3ac00y XBOPUM JITHLOTO BiKy IOTPiOHO 3 006epeXHICTIO (OUB. PO3MiN
«®apMaKkoI0riyHi BJ1aCTUBOCTI»).

d®omoceHcubinizauis.

[ToBigomMunsinocs mpo BUMagKu (GOTOUYTIMBOCTI IIiff YaC 3aCTOCYBaHHS Tia3UOHUX [iypPETHUKIB (OUB.
po3min «ITo6iuHi peakirii»). fAKII0O Taka peakilis IPOSIBISETLCS i Yac Tepailii mpemapaToM CeBikap
HCT, #ioro 3acTocyBaHHS HEOOXiIHO IPUNIUHUTHU. Y pPa3i MOBTOPHOIO IPHHAOMY HiypeTHKiB
PEKOMEHOYEThCS YHUKATH IPSMOTO COHSYHOI0 Ta IMITyYHOTOo Y ®-BUIIPOMiHIOBAHHS.

HemenaHoMHUl paK WKipu.

PesynbraTé gBOX (papMaKoemigeMiooTiYHUX JOCTioXKeHb HaceneHHs [laHil moKa3anu MigBUILIIeHUN
PU3KK HEMEJIaHOMHOTO PaKy IIKipH Ta paky ryou (0a3abHOKIITHHHA KapIUHOMA, TJIOCKOKIITUHHA
KapIIMHOMa), TI0B’sI3aHUM 3 CYKYITHOIO 103010 rigpoxoporTiasuny (IXT3). ®otocencubinizaris mim yac
3acrocyBaHHSA ['XT3 MoxKe cTaTu IPUYKMHOK PO3BUTKY HEMEIaHOMHOI'O pPaKy LIKipH.

[MamienTiB, ski npuiiMaioTh I'XT3, cif MOBifOMUTH IIPO PU3UK HEMETAaHOMHOTO PaKy IIKipu abo paky
ryOu Ta TOPeKOMEeHIyBaTH PeTyISIPHO epeBipAaTH IKipy 00 OSIBY HOBUX YTBOPEHD a0 mpo Oynb-
SKi Mi03pini ypaxkeHHs WKipH. [lalieHTaM Cifl TopeKoMeHAyBaTH 00MEeXKUTH BIIJIUB COHTYHUX Ta
ynbTpadioeTOBUX IPOMEHIB, KOPUCTYBATUCS HaJIe’KHUM 3aXUCTOM IIiff 4ac mepeOyBaHHS i Ai€T0



coHsTUHMUX abo YO-mpoMeHiB, m006 MiHiMi3yBaTU pU3UK paky WKipu. [1ifo3pini ypaxkeHHS WKIpH CIif
TIePEBipATH, MOXKJIMBO, 3@ HOMOMOTI'0I0 TiCTONOTiYHOT0 HoCHimKeHHs OioncitiHoro MmaTepiany. Kpim
TOTO, CJTifl 3 00epeXKHiCTIO MPU3HAYATH 3aCTOCYBAHHS IIpernaparis, o MicTsaTh [XT3, marientam 3
HeMeJIaHOMHKM PaKoM IIKipyu B aHaMHe3i (muB. po3min «[To6iuHi peakirii»).

THwi 3anobixcHi 3axodu.

HapmipHe 3HUKEHHS apTepialbHOIO TUCKY V NAL€HTIB 3 TeHepasli3oBaHUM aTePOCKIIePO30M,
imemiyHOI0 XBOp060IO cepIls abo iMmeMiYHUM ypaXKeHHSIM I'0JIOBHOTO MO3KY MOXKe ITPU3BECTH [0
indapkTy mMiokapga abo iHCYTIBTY.

Pu3uk anepriyHUX peakiliil Ha TigpoXJIOPOTia3uy BULIUH Y MAIiEHTIB 3 aneprieto abo 6poHXiaIbHOIO
acTMOIO B aHaMHe3i, IIPoTe TakKi peakilil MOXKYyTb BUHUKATH i ¥ mallieHTiB 6e3 TaKuX 3aXBOPIOBaHbL B
aHaMHe3i.

3a MaHUMM HAYKOBOI JIiTepaTypu, OiypeTUKYU Tia3uAOBOT0 PSATY MOXKYTh BUKIUKATH
3arocTpeHHs ab0 aKTHUBALlil0 CHCTEMHOTO YEPBOHOT'0 BOBYAKa.

4K 1y pasi 3aCTOCyBaHH4 IHIINX aHTArOHICTIB aHrioTeH3uHy I, aHTUrinIepTEeH3UBHA [id IIpenapary
Cesikap HCT y xBopux HerpoigHoi pacu Moxe OyTH Hel[0 MEHIIOI0, HiXK y iHIINX XBOPHUX, ITPOTe Ien
e(ekT He crocTepirasBcs B XO4i TPHOX OOCIIgKEHb, Cepell yUaCHUKIB SKUX Oy/Iu MallieHTA HerpoigHol
pacu (30%) (muB. po3min «®apMaKoIIOTiYHi BIaCTUBOCTI»).

Lleit mpenapaT MiCTUTh MeHIle 1 MMOIb HaTpiio (23 Mr) Ha OfHY TabJIeTKy, BKPUTY IIJIiBKOBOIO
000710HKO10, TOOTO € Ge3HATPiEBUM.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00r0.
BariTHICTb.

3actocyBaHHa npenapaTy Cesikap HCT npotunokasaHe npotsiroM II Tta III
TpuMecTpiB BariTHocTi (AgmB. po3ainu «lMpoTunokasaHHA», «0cobnuBocTi
3acToCyBaHHA») . BpaxoBywuu BNAMB fOiluMXx peyvyoBuH y KoMOiHOBaHOMy npenaparti
Cesikap HCT Ha BariTtHicTb, 3acTtocyBaHHA npenapaty Cesikap HCT He
PEKOMEHOYETLCA MPOTArOM MEpWoro TpuMecTpy BaritHocTi (guB. po3gin
«0cobnuBoCTi 3acTOCyBaHHA») .

OsamecapmaHy MeO0oKCOMi.

3acTocyBaHHS aHTaroHiCTiB pelieniTopa aHrioteH3uny Il He pekoMeHOyeThCS ¥ [ TPUMeECTPI
BariTHOCTi. 3aCTOCYBaHHS aHTAroHICTIB aHrioTeH3uny Il npotunokasane y II ta III
TpUMeCcTpax BariTHOCTI.

EnigpemMionoriyHi paHi npo pu3MK TepaToreHHocTi, BUKNMKAHOL ekcno3uuielw
iHri6iTtopie AN® npoTtsiroM I TpuMecTpy BariTHoOCTi, He 6ynu BupiwanbHUMK; OOHAK
HeBenvke 30inbleHHA pU3UKy He Moxe OyTu BUKIOYEHO. Xo4va HeMae
enipgemMionoriyHol iHdopmauil npo pM3MK 3aCTOCYBaHHA aHTaroHicTiB peuentopis
aHrioteHsuHy II, nopibHi pU3UKKM HE MOXHA BUKIWYUTK. AKWO HeobxipgHO
NPOAOBXyBaTW Tepanil aHTaroHicTaMu aHriOTEeH3WHOBWUX peuenTopiB nauieHTaMm, AKi
MAaHyTb BariTHiCTb, MOTPibHO MepeBeCcTU Ha anbTEepPHAaTMBHLI @HTUrinepTeH3UBHi



npenapaTtu, WO MawTb BCTAHOBMEHMW Mpopinb 6e3nekn ONS BUKOPUCTAHHA Nifp yac
BaritHocTti. Konu BXe pgiarHocTtoBaHa BariTHicCTb, NiKyBaHHf aHTaroHicTtamu
aHrioteHsumHy II HeobxifHO HeramHo MPUNUHMTKM 1, AKWO HeobxigHO, po3noyvaTy
anbTepHaTUBHY Tepanip.

Y II Ta III TpuMecTpax aHTAroOHICTU PeLenToPiB aHTi0TeH3UHY I YMHATE TOKCUYHY Ai0 Ha IJIif
(mpurHiyeHHs (QYHKII1 HUPOK, OJIirorifpaMHioH, 3aTpMMKa ocHu(ikalii KiCTOK dyepena) Ta
HOBOHapPOOKEHOT0 (HUPKOBa HEJOCTATHICTh, apTepiaibHa IinoTeH3is, rinepKamtiemis).

AAKWO BNAMB aHTaAroHicTtiB peuentopiB aHrioTteH3uHy II po3no4yasBca 3 2-10
TpUMECTpy BariTHOCT1, peKOMEHOYETbCHA yNbTpa3BykKoBe AoCnigxeHHA ¢yHKUil HuUpOK
i yepena.

Cnip yBaxHO OO6CTEXMTM Ha TFinNOTOHi HEMOBNAT, MaTepi AKUX MPUUMaAnNM aHTaroHicTtu
peuentopiB aHrioteH3uHy II (gue. po3pnin «lpoTunokasaHHa», «0cobnuBocCTi
3aCTOCYBaAHHA») .

I'idpoxsaopomiasud.

IocBim 3aCTOCyBaHHS TiIPOXIOPOTia3uAy IIif 9ac BariTHOCTi, 0co0IuBO B I TpuMecTpi, 0OMeKeHuH.
PesynbTaTiB eKCiepUMeHTaIbHUX JOCIiAXKeHb Ha TBAapUHaX HEJOCTAaTHLO. ['igpoxXIopoTia3un
IIPOHMKAE Yepe3 ITalleHTapHul 6ap’ep. 3 OTIsiAy Ha MexaHi3M fil rigpoximopoTiasupmy, #oro
3acrocyBaHHA B I1 i III TpuMecTpax BariTHOCTI MOXKe BUKJIMKATH MOPYIIEHHS (PeTomnaneHTapHoro
KPOBOTOKY Ta LIKIJIMBO OiATH Ha IUIJ i HOBOHAPOLXKEHOI'0, BUKJIMKAIYY KOBTAHULIO, €JIEKTPOJIITHI
IIOPYIIeHHS i TPOMOOILIUTOIEHIO.

lippoxsopoTia3up He IpU3HaYeHUH [J1d JTiKyBaHHS BOASHKHY y BariTHUX, apTepianbHOI TrinepTeHsii
BariTHUX abo IIpeeKIaMIICii, OCKiTbKY BiH MOXkKe BUKJIMKaTH 3MEHIIeHHS 00’eMy I1a3MHu i
rinonepdysiio NIaneHTy Ta IPU ObOMY He IPUHOCUTY HaJIe?KHO1 KOPUCTI AJIS JTiKyBaHHS
3aXBOPIOBaHHS.

ligpoxnopoTia3up TakoXK He PeKOMEHAYEThCS 3aCTOCOBYBATH IJIs JTiKyBaHHS €CeHIliaTbHOl
rimepTeH3il y BariTHUX, 3a BUHATKOM THX OKPEMUX BUMAAKiB, KOIM He MOXKHa IIPHU3HaYaTH iHIII
mpernaparu.

Amao0uniH.

ITaHi, OTpHMaHi B XOfIi CITOCTEPEXKEHb 3a 00MeXKEeHOI0 KiJTbKiCTIO BariTHUX XiHOK, He ITOKa3aJlld, 110
aMJIOUITiH a0o iHII aHTArOHICTU KaJlbI[iEBUX PEIENTOPiB YMHSTh IIKiAIUBUY BIJIUB Ha 300POB’ S
nnoga. OfHaK Mpu LbOMY € PU3UK MOJ0BKEHHS TPHUBAJIOCTI IOJIOTIB.

[lepion romyBaHHs TPYOIIO.

Ockinbku BipcyTHA iHdopmauisn wopo 3actocyBaHHA npenapaty Cesikap HCT y nepiop
rogyBaHHa rpypaw, npenapaTt CeBikap HCT He peKOMeHOYETbLCS MPU3HaAYaTW XiHKaM,
AKi rogywTb rpypow. PekoMeHOyeTbCA 3aCTOCOBYBATWM 1HWI anbTepHATUBHL MeToam
NikyBaHHA 3 Kpale BCTaHOBJieHUMM npodinemM Ge3neku nip 4vac ropgyBaHHA rpygaw,
ocobnuBo nip Yac rogyBaHHA HOBOHApOAXeHUX abo HepooOHOWEHMX AiTen.

OnMecapTaH MPOHMKAE B MOJIOKO NaKTywuux wypiB. OgHakK HeBigoMO, YW MNPOHUKAE
ofiIMecapTaH y rpygHe MOJSIOKO JioguHKM. HeBipoMO, 4YM NPOHWKAE aMNOQMNiH Yy rpypHe
MONOKO. AHanoriyHi 6nokatopuM KanbUi€EBUX KaHanie Tuny purigponipuauHy
CeKpeTywTbCs B rpyaHe MONoKo. [ipgpoxnopoTia3ug NPOHWKAE y rpyaHe MONOKO Y



HEBENIMKUX KiNbKOCTSAX. 3aCTOCYyBaHHA Tia3uaiB y BMCOKMX [03aX, WO BUKINKAKWTb
CUIbHUW Oiype3, MOXYTb MNepewkomxaTu BMPOOMEHHI rpygHOro Mosnoka. Akwo npenapart
CeBikap HCT 3acToCOBY€ETbCA Nif 4YacC rogyBaHHS TPYyQAaw, WMOro fo3a NoBuHHaA 6yTwm
MaKCWUManbHO HU3bKOMW.

OepTUTILHICTE.

[ToBimoMIIsATIOCS TIPO BUIIQAKX, KOJIX Y IeSIKUX TAI[iEHTIB, 10 IPUKUMalOTh 6JI0KaTOPH KaJlblli€EBUX
KaHaJIiB, BUHUKAIX 000pOTHI GioxiMiuHi 3MiHK B TOJIOBII cliepMaTo30ifga. KmiHiYHUX JaHUX 1I0[0
MIOTEHIIHOTO BILIMBY aMJIONUIIIHY Ha (EPTUNBHICTh HEOOCTATHLO. Y OOCHiXKeHHi Ha 1ypax 0yno
BUSBJIEHO HeOaxkaHy [il0 Ha HepTUIbHICTL caMIiB (OuB. po3min «®apMaKoIoTriuHi BIacTUBOCTI»).

30aTHICTh BIUIMBATHU Ha MIBUAKICTh peakllil Ipyu KepyBaHHI aBTOTPaHCIOPTOM abo iHImuMu
MeXaHi3MaMH.

He npoBogunocsi XooHWX OOCNifxeHb BMAWBY Ha WBMAOKiCTb peakuii npu kKepyBaHHi
aBTOTpPaHCNoOpTOM abo iHWWMM MexaHi3Mamu.

OgHak cnig MaTM Ha yBa3i, WO nNauieHTu, AKi1i NpoXoOsATb aAHTUrinepTeH3UBHY
Tepanil MOXyTb iHOA1 MaTu 3anaMOpOYeHHs, FONoBHMKW 6inb, HypoTy abo BTOMY, WO
MOXe NOripwmTu IixH0 peakuiw. PekoMeHoyeTbCca OyTu obepexHuM, ocobnuBo Ha
noYaTKy NiKyBaHHA.

Cnoci6 3acmocyeaHHss ma do3u.

Iopocmni

Ta6netku npemnapaty Cesikap HCT npuiimarots 1 pa3 Ha mo0y He3anekKHO Bif IpuioMy ixi.

Ta6eTKy CIlif 3alKMBATH NOCTATHBOIO KiJIBbKICTIO PiUHY (HAIPHKIIan cTakaHoM Bomu). TabneTKy He
cnig PO3KO0BYBaTHU. [Ipemnapat moTpi6HO MPUKUMAaTHA KOKHOTO JHS B OJUH i TOM CaMUU 4ac.

IloOamkosa mepanis

I[Tpemapat Cesikap HCT 20 mr/5 mr/12,5 Mr MOXKHa 3aCTOCOBYBAaTH MallleHTaM, y IKUX
apTepianbHUM TUCK HELOCTAaTHHO KOHTPOJIIOETHCS IIPU 3aCTOCYBaHHI OJIMecapTaHy MefOKCOMITY
20 Mr i ammomumidy 5 Mr siK BOKOMIIOHEHTHOI KoMOiHaIil.

[Tpenapat Cesikap HCT 40 mr/5 mr/12,5 Mr MOXHa 3aCTOCOBYBATH IALliEHTaM, V SKUAX
apTepianbHUE TUCK HEOOCTATHLO KOHTPOJIIOETHCS IIPX 3aCTOCYBaHHI OJIMeCapTaHy MeIOKCOMIiTy
40 mr i amyoguminy 5 MT sik TBOKOMITIOHEHTHOI KoMOiHaIril, abo malieHTaMm, y SKux
apTepianpHUK TUCK HEOOCTATHLO KOHTPOIIETHCS IPHU 3acTocyBaHHI npenapaty Cesikap HCT 20
mr/5 mr/12,5 mr.

Cesikap HCT 40 mr/5 Mr/25 Mr MoxkHa 3aCTOCOBYBATH IalliEHTaM, y IKUX apTepilbHUM TUCK
HeIOoCTaTHbO KOHTPOJIIETLCA 3a Jonomoror npenapary Cesikap HCT 40 mr/5 mr/12,5 mr .

Cesikap HCT 40 mr/10 mr/12,5 Mr mMoxHa 3aCTOCOBYBATH MAalli€HTaM, V KUX apTepialbHUN TUCK
HeIOCTaTHbO KOHTPOJIIOETHCS IIPU 3aCTOCYBaHHI 0OIMecapTaHy Mefokcominy 40 Mr i aMI0guminy
10 Mr sIK GBOKOMIIOHEHTHOI KoMOiHaIril abo mpu 3acTocyBaHHi nmpenapaty Cesikap HCT



40 mr/5 Mr/12,5 mr.

Cesikap HCT 40 mr/10 mr/25 Mr MoXkKHa 3aCTOCOBYBaTH Malli€eHTaM, Y SKUX apTepiaJbHUU TUCK
HeJOCTaTHhO KOHTPOJIIOETHCS ITpU 3acTocyBaHHi npemnapaTy Cesikap HCT 40 mr/10 mr/12,5 Mr a6o
Cesikap HCT 40 mr/5 mr/25 mr.

[Tepen TvM SIK IepelTH Ha TPUKOMIIOHEHTHY KOMOiHAIli10, pEKOMEHAYETLCS IIOCTYIIOBE TUTPYBAHHS
I03yBaHHS OKPEMUX KOMIIOHEHTIB. fIKII0 KJTiHIYHO OPEYHO, MOXKHA PO3TJIAHYTU NIPSIMY 3aMiHy
IBOKOMIIOHEHTHOI KOMOiHallil Ha TPUKOMIIOHETHY KoMOiHaIio.

3amicHa mepanis

[TamieHTH, sIKi 3aCTOCOBYIOTh OTHOYACHO CTabiNbHi 03K 0ONIMecapTaHy MeOOKCOMily, aMJIOfUIIIHY i
rigpoxopoTia3uny sik IBOKOMIIOHEHTHHU JTiKapCchKuil 3aci6 (0JIMecapTaHy MegOKCOMIN i
amiouIliH abo oMecapTaHy MeOOKCOMIN i rigpoxyiopoTia3us) i 0MHOKOMIIOHEHTHOTO
nmikapchKoro 3aco0y (rimpoxnopoTia3un abo amnonutin), MoxyTh nepeitu Ha Cesikap HCT,
III0 MICTHUTH Ti K DO3U KOMIIOHEHTIB.

MaxkcumanbHa A03a nikapchkoro 3aco0y Cesikap HCT ctanoButh 40 mr/10 Mr/25 mr Ha #o0y.
ITayienmu 1iMmHb020 BIKY (8ikom 8i0 65 pokis).

[TalieHTaM JITHBOTO BiKy PEKOMEHAYETHCS 3aCTOCOBYBATH IipenapaT 3 00epekHiCTIO, YacTilie
KOHTPOJTIOI0OUM apTepialbHUM TUCK, 0COOIMBO P IpuiioMi MakcuManbHoi fo3u Cesikapy HCT
40 mr/10 Mr/25 Mr Ha Ho0y.

[ToTpibHO 3 06epeKHICTIO MiABUIYBaTH N0O3Y MalliEHTaM JITHHOTO BiKy (OuB. po3ginu «Oco0auBOCTi
3acTocyBaHHA», «®apMaKOJIOriyHi BIaCTUBOCTI»).

IadopmMarris momo 3actocyBauus Cesikapy HCT mamienTam BikoM Bif 75 pokiB myxke o0MexkeHa.
HeoOxigHa Hag3BuYaiiHa 00epexXHiCTh, BKJIIOYAIOYX YACTIINY MOHITOPHUHT apTepiaJbHOro
TUCKY.

ITopyweHHA PYHKUII HUPOK.

MakcrMasbHa A03a AJIS MallieHTiB 3 JIETKUM Ta CEPefHIM MOopyLIeHHAM (QYHKIIl HUPOK (KITipeHC
kpeatuniny 30-60 mn/xB) ctaHoBuUTb 20 Mr/5 Mr/12,5 Mr Ha 0o0y yepe3 oOMeKeHUi JOCBif mpuitoMy
40 Mr oMecapTaHy MeJoKCOMiy IallieHTaM Li€el IPyIu.

[TamienTaM i3 MOMipHUMU OPYLIEHHAMHU (PYHKIIil HUPOK PEKOMEHAYEThCA KOHTPOJIb KOHIIEHTPallil
KaJlilo Ta KpeaTUuHIHYy B CUPOBATILIL.

Cesikap HCT martrienTam 3 TSXKKUM IOPYIIeHHAME GYHKIII HUPOK (KJlipeHC KpeaTHHiHY <30 MJI/XB)
ITPOTUIIOKA3aHuH (OuB. PO3MINIH «IIpoTHNOKa3aHHI», «OCOGIMBOCTI 3aCTOCYBAHHS»,
«®apMaKoJIOTiuHi BIaCTHBOCTI»).

ITopyweHHA pYHKUII neviHKu.

Cesikap HCT cnig 3acTocoByBaTH 3 00€peXkKHiCTIO MallieHTaM 3 JIETKUM MOPYIIeHHSIM QyHKIIII
neuinku (quB. po3minu «OCOOMMBOCTI 3acTOCYBaHHSI», «®apMaKOIOTiuHi BIaCTUBOCTI»).

Ins malfienTiB 3 MOMipHUMYU MOPYLUIEHHIMH QYHKIIII MeYiHKY MaKCUMaJjbHa 103a He TOBUHHA



nepesuiyBaty 20 mr/5 mr/12,5 Mr oguH pa3 Ha no6y. PEKOMEHYEThCA PETEIBHO KOHTPOJIIOBATH
apTepianbHUY TUCK Ta QPYHKIII0 HUPOK y MAI[iE€HTIB 3 OPYLUIeHHIMY QYHKINI TeYiHKH.

AK 1 wopo BCiX aHTaAroHicTiB Kanbuiw, y naui€HTiB 3 OMCOYHKUiEW NEeYiHKK
NOQOBXYETLCSA YaC HaniBBMBEOEHHA aMnoguniHy; pekoMeHpgauil 3 [O03yBaHHA He
BCTaHOB/eHi. ToMy TakuMm nauieHTtaM npenapat Cesikap HCT cnip npusHavaTtu 3
obepexHicTio. ®apMakKOoKiHeTMKa aMnoguMniHy y Maui€HTiB 3 MOPYWEHHAM QPyHKUil
NEeYiHKW THAKKOro CTyneHs He BuBYeHa. [punoM amnoauniHy naui€eHTaM 3 MOPYWEHHAM
PYHKU1I neyiHKM TAXKOro CTyneHs CAif NOYMHATM 3 HaWHMX4Y0l OoO3M i nmoBinbHO ii
nigBuwyBaTy.

3acrocyBanus mpenapaTy Cesikap HCT mpoTHIIOKA3aHO Mali€HTaM 3 TSKKUMHU IOPYIIeHHIME
GbyHKIIil meuiHKY, X0aecTa3oM abo GiliapHo0 00CTPYKII€IO (MuB. po3min «[IPpOTUIIOKA3AHHS» ).

IHimu

Cesikap HCT He pekoMeHOy€eThCS 3aCTOCOBYBATHU [iTSAM Ta MifAsiTKaM (BikoM [0 18 pokiB) uyepes
HEeJOCTaTHICTh JaHuX IIPo 0e3IeKy 3aCTOCyBaHHS Ta e(eKTUBHICTE.

Ilepedo3yeanHsi.

CumMmniTomu.

MakcumanbHa po3a npenapaty Cesikap HCT ctaHoBuTb 40 Mr/10 mr/25 Mr oguH pas3s
Ha poby. Hemae iHdopMauii npo nepepo3yBaHHA CeBikapy HCT y niopen. Hanbinbuw
BiporigHuM epekTOM nepefo3yBaHHA € rinoTeH3if.

Hanbinbw BiporigHuM e¢peKTOM nepepo3yBaHHSA OJSIMECApTaHy MeOoKcoMiny e
rinoteHsis Ta Taxikappis; 6pagukapnia Moxe 6yTu BusiBNeHa, AKwo BipnbyBa€eTbCA
napacuMnatuM4yHa (BaranbHa) cTuMmynauis.

Mepepo3yBaHHA aMnoOQuMNiHYy MOXe nMpu3BeCTW O[O HagMipHol nepudpepuyHol
BasogunaTtauil 3 BMpaxeHow rinoTteH3iew Ta, MOXINBO, pedreKTOpPHOW Taxikappaiew.
MoBipoMnanocd npo BUpaxeHy Ta MNOTEHUiWHO TpuBany CUCTEMHY rinoTeH3ik, Wwo
Bk/oyae B cebe WOK 31 CMepTeNbHUM pe3ynbTaToM.

Mepepo3yBaHHA TrigpoxsopoTia3ngoM noB’'sfi3aHe 3 MNOPYWEHHAM eNneKTPONiTHOro
6anaHcy (rinokaniemiew, rinoxnopemie€w) Ta 3HEBOOHEHHSIM BHACNigOK HAaAMipHOro

niypesy.

Hanbinbw nowvMpeHWMM CuUMNTOMaMuM nepepo3yBaHHA € HY[OOTa Ta COHAMBICThb.
FinokaniemMis Moxe npu3BecTM [O cna3My M'a3iB Ta/abo BupaxeHol cepueBoil
apuTMii, noB'fi3aHOI 3 o0pHO4YaCHMM nNpuMoMOM rniko3upgiB abo pesakux
aHTMAPMTMiIYHMX NikKapCbKuMX 3acobis.

JliKyBaHHSA.

Y pa3i nepepo3yBaHHsi CeBikapy HCT nikyBaHHA CuMMNTOMaTWU4HE Ta nigTpuMmykye i
3anexuTb Bif Yacy, WO NpOMWOB Micns NpuMOMY, Ta THAKKOCTL CUMNTOMIB.

Akwo npunoM BipbyBaBCs HemaBHO, Moxe OyTU PO3rNsSSHYTO MPOMUBAHHS WIYHKa. Y
300poBMX O06pOBONbLLUIB, BBEAEHHS aKTWBOBAHOro Byrinns opgpa3y abo po 2 roguH
nicns npuioMy amnoguniHy icTOTHO 3MeHWY€E BCMOKTYBaHHS aMnoauniHy.



KniHiyHo 3Hayywa rinoTeH3if, BWKNMKaHa nepepno3yBaHHaM Cesikapy HCT, BsuMmarae
aKTUBHOLI NigTPUMKM CepueBO-CYOMHHOI CuUCTeMn, 30KpemMa peTesibHO KOHTPOJSiBaTH
¢yHKU1I cepusa Ta nereHis, HagaHHA MNAUl€EHTY rOPU3O0HTANIbHOrO MNOJIOKEHHA 3
NPUNiOHATUMM HUXHIMM KiHUiIBKaMM Ta KOHTpoNwBaTu 06'€EM uupKynww4yol piguHM Ta
niype3y. Ba30KOHCTPUKTOP Moxe OyTW KOPUCHUM [ONf BiOHOBMIEHHA CYAMHHOrO TOHYCY
Ta apTepianbHOro TUCKY 3a YMOBM, WO HEMA€E MPOTMUMOKa3aHb [0 MOro 3aCTOCYBaHHA.
BHYTPiWHbOBEHHWUW TNIWKOHAT KanbUil MOXe OyTW KOPUCHUM NpU MNOBEPHEHH1 epekTy
bnokaon Kanbui€BUX KaHanis.

CupoBaTKOB1 eneKTponiTu Ta KpPeaTUHiH cnip 4acTo KOHTponwBaTM. AKWO BUHUKAE
rinoteH3is, naui€HT NOBWHEH OyTM y nexayoMy MNOSIOXKEHHL Ta OTPUMyBaTU 3aMiCHy
Tepani COMbOBUMMU PO3YMHAMMU.

OCKinbku aMnoguniH cunbHO 3B'A3yeTbcA 3 6inkamu, pianis He Moxe OyTwu
KOPUCHUM.

CTyniHb BMBe[eHHA ofIMecapTaHy Ta rigpoxsopoTia3ugy 3a [JOnNoMorow remopgianisy
He BCTaHOBJIEHO.

ITo6iuni peakuii.

be3sneka npenapaty CeBikap HCT 6byna pocnigxeHa y KniHiyHuxX BunpobyBaHHAX 3a
yyacTio 7826 nauieHTiB, AKi 3acTocoByBanu onMecapTaHy
MepoKkcoMin B KoMbiHauil 3 amnoguniHoM i rippoxnopoTia3npgoM.

[To6iuHi siBUIIA, 10 CTIOCTEPIranucs Mif Yac KIiHIYHUX DOCIiIXKEeHb Ta MPOTITrOM
micsTpeecTpaliifHuX NOCTiAKeHb 3 0e3MeKH, a TaK0XK Mob6iuHi peakiii, mpo sKi Oyau CIIOHTaHHi
TIOBiIOMJIEHHSI, TPECTaBIEHO V HuXK4YeHaBeneHi Tabnuui 1 ons Cesikapy HCT, a TakKoX OjIsi HOT0
OKpeMUX KOMIIOHEHTIB OJIMecapTaHy MeJOKCOMily, aMJIOOUIIIHY 1 TiApoXI0poTia3uay Ha OCHOBI
BimoMol XapaKTepUCTUKY 0e3MMeK:u OKPEMUX KOMIIOHEHTIB.

Mip 4yac nikyBaHHA npenapaTtoM CeBikap HCT HamyacTiwe nNOBigOMNAETBLCA NPO Taki
nobiyHi peakuyii, ak: nepudpepuyHuin Habpsik, ronoBHMM 6inb 1 3anaMOpPOYEHHS.

[71s mo3HaYeHHS YaCTOTU BUHUKHEHHS MOOIYHMX peakilii BUKOPUCTOBYBaJlacs Taka Kinacudikairis:
nyxe 4dacto (=1/10), gacto (=1/100, <1/10), meuyacTo (=1/1000, <1/100), pigko (=1/10000,
<1/1000), myxe pigko (<1/10000), yacToTa HeBifoMa (HEMOXKJIUBO OLIIHUTH Ha OCHOBI HasIBHUX
OaHUX).

Tabnuis

Omnuc nobiynmx peakuiit gs npenapaty Cesikap HCT Ta 10T0 0OKpeMuX KOMIIOHEHTIB

MedDRA IIoOiuna gis YacroTa
Opranu ta

CeBika OnMmecapranAvinopunin Tigpoxinoporia3u
CHCTeMH p p a ap P I

HCT



Ingexuii ma [HdeKIi]l BepXHiX guXalbHUX
iHeasii IIUISXIB

Ha3zodapuHrit

[Hdexkil cevyoBUX MINSIXiB

CianoageHiT
HosoymeopeH-Ha HeMmenaHOMHUM pak IIKipH
3/10AKICHI, (6a3anpHOKIIITHHHA

000posiKicHi ma  KapIlMHOMa Ta
HeymouHeHi (a TIOCKOKTiITHHHA KapI[MHOMA)
MAaxkoxc Kicmu ma

nosinu)

ITopywetHs 3 6okyJlerKomeHis

Kpoei ma TpombGoruToneHis
Aim¢pamuyHoi Cympecist KiCTKOBOT'O MO3KY
cucmemu Hettponenis/

arpaHynIoLuuTo3
I'eMosiTuYHa aHEMis
AnnacTtuyHa aHeMis
ITopyweHHs 3 6okyAHadinakKTHIHA peakIlis
imyHHOI cucmemu T'inepyyTnuBiCTH 0
mpernapary
ITopyweHnHs lnepkaniemis
xapuysaHHa ma  linokamiemis
00MiHYy peyosuH AHOpeKCis
I'mroko03ypia
lnmepkamnbuieMis
lmepriikemis
lNnomarniemis
lnmonaTpiemis
lnoxnopemis
lneprpurmiinepupeMis
lnepxonecTepuHeMis
lnepypukeMisa
limoxmopeMiyHuY anKano3
lnepaminazemis
IMopyweHHs 3 60kyCrmyTaHHs CBiHOMOCTI
ncuxiku Henpecisa
Anarig
IIpaTiBIUBICTH
30ymKeHul CTaH
3miHa HacTpoio (y TOMy
YUCJIi TPUBOTa)
Ilopywenns cHy (y ToMy
YKCIIi 0€3COHHS)
Hespooeiuni 3armaMOpOYeHHS
po3aadu T'onoeuu 6inb
IlocTypanbHe
3armaMOpOYeHHS
BtpaTa cBigomMoOCTi
Iucres3sis
lmepronyc
limoecresis
[TapecTe3is
[Tepudepuyta HelponaTia
COHHUBICTD
BrpaTa cBigomocTi
Cynomu
Brpara anetuty
TpeMmop
ExcrpanipamiganbHi po3nagu

YacTto

YacTo
YacTto YacTto

Heuacto

HeuacTo

Heuacto Pinko
HeugacTto

YacTto
YacTo
YacTo YacTo
YacTo YacTto
Heuacto
HeugacTto

Iyxe pigko
Iyxe pigko

Iyxe pigko

Ilyxe pigko

Pigko
Heuacto

Heuacto
Heuacto
Heuacto

Yacrto
YacTo

HeuacTto
Iyxe pigko
Heuacto
Heuacto
Ilyxe pigko
YacTto
Heuacto

Heuacto
YacTtoTa
HeBigoMa

Pigxo
YacToTa HeBimoMa

Pigxo
Pigxo
Pigxo
Pigko

Pigko
Pigko

Yacto
HeuacTto
YacTto
Yacro
Yacto
YacTto
YacTto
Yacro
Ily>xe 4acTo
Ilyxke 4acTo
Ilyxe 4acTo
Iyxe pigko
Yacto
Yacto
Pigko

Pigxo

Pigko

Pigko

Yacrto
Pigko

Pigko

Pigko
Heuacto



ITopyweHHs 3 6okyllopyiieHHs 30py (Y TOMY
0p2aHis 30py YUCJIi QUIIOMNISA, PO3MUTICTh
30py)
3HUXKEHHS CIIbO30BUIINTEHHS
3arocTpeHHs Miomil
KcanTomcis
I'ocTpa miomis, rocTpa
3aKpUTOKYTOBaA I'layKoMa
(muB. po3min «OcoOMMBOCTI
3aCTOCYBaHHS»)
XopioiganbHUM BUIIIT
ITopyweHrHs 3 60Ky3amaMoOpPOYeHHS
Ope2aHis cayxy i
pisHoBazu
ITopywetHs 3 6okydacTe cepredUTTs
cepueso-cyourHoi Taxikapmis
cucmemu IndapkT miokapma
Aputwmil (y Tomy uucmi
OpamuKapmis, IMITyHOYKOBA
TaXiKapmis, MUTOTIHBA
apuUTMis)
CreHoKapmis

[lym y Byxax

ITopyweHnHs 3 6oKyApTepianbHa TinoTeH3is

CcyOuH [Mpunnusu
OpTocTaTu4yHa apTepianabHa
TiMOTEH3isg
Backymnitu (y ToMy uuci
HEKPOTU3YIOUHH BaCKYJIiT)
Tpom603
Emb6omis

ITopywenHs 3 6oxyKatmens

ope2aHie OuxaHHA, BpoHXIT

2pyoHoi kaimku  JTucmHOe

ma cepedocmiHHsa DapuHTIT
Punit
T'octpa inTepcTULianbHA
[THEBMOHIA
PecmipaTopauii pucTpec
Habpsk merexs

Heuacto

YacTo
Heuacto

Yacto
Heuacto

Heuacto

Heuacto

Heuacto

Pigko

YacTto
YacTto

YacTo
YacTto

Yacrto

Heuacto

Yacrto

Iyxe pigko

Heuacto

Heuacto

Y Tomy uucsi
3aroCTpeHHs
CTeHOKappmil

HeuacTto
Yacrto

Ilyxe pigko

Heuacto

Yacrto

Heuacto

Pigko

Pigxo

Heuacto

Pigko

YacToTa HeBimoMa

YacToTa HeBimoMa
Pigxo

Pigko

Heuacto
Pigko
Pigko
Pigko

Pigko

Pigko

Heuacto
Pigko



ITopywetHs 3 boky[liapes Yacto

mpasHoi cucmemu Hynmota Yacrto
3amop YacTo
CyxicTh y poTi HeuacTto

Bine y xKuBOTI
IMopymenHst GyHKITI
KUIIEYHUKY (Y TOMY 4UCIIi
3arop Ta giapes)
MeTeopusm
Posnanu TpaBienHs
lactpur
[lompa3HeHHq MITyHKA
l'actpoeHTepuUT
lnepnnas3sis siceH
[TapaniTiyHa HENIPOXiOHICTH
KHUIIEeYHUKY
[TankpeaTtut
BnoBanHg
Cropy-niogi6Ha eHTepomaris
(muB. po3min «OcoOnMuBOCTI
3aCTOCYBaHHS»)
ITopyweHHs 3 6okylenaTut
NeviHku ma 2KOBTIHUIA (X0necTaTuYHa
HCOBYUO-BUBIOHUX  JKOBTSIHHUIIS)
wasxis l'ocTpuii XONEUUCTUT
AyToiMyHHUH renaTuT*
ITopywenHs 3 bokyAmomnerris
WKipu ma AHTiOHEBPOTHYHUY HAOPSK
niowxipHoi AnepriyHui ;epMaTuT
KAIMKOBUHU MynbsTu¢OpMHa epuTeMa
Eputema
Peaxiii Tuny mkipHuX
MIPOSIBiB CUCTEMHOTO
YEepBOHOTO BOBYAaKa
Ex3anTema
ExcdomiaTuBHENN TepMaTUT
[TigBUIlleHEe IOTOBUIINIEHHS
®OTOUYTIUBICTL
Crepbix
IIypnypa
Habpsik KBinke
Bucun
3arocTpeHHs WKipHOI hopMu
CHCTEMHOTO YEePBOHOT0
BOBYaKa
ToKcuYHUY elifepMaabHUN
HEKpOJIi3
3MiHa KOJIBOPY LIKipU
CuHpOpoM
CriBeHca—]IXOHCOHA
Kponus’sHka

ITopywenHs 3 60kyCna3M M’s13iB Yacrto
onopHo-pyxo8020 Habpsk cyrmobis Yacto
anapamy ma CnabxkicTs y M'si3ax Heuacto

Habpsk rominok
Aprtpanris
ApTtpur

Binp y criuHi
[Tapes

Mianris

Binp y KicTkax

cnoay4Hoi
MKAaHUHU

YacTto
YacTo

YacTto

YacTto

YacTto

Heuacto
Ilyxe pigko

Hesigomo

Pigko
Heuacto

Heuacto

Heuacto

Heuacto

Heuacto
Pinko

YacTto
YacTo

Heuacto
YacTto

Yacrto

Heuacto
YacT
Yacrto

YacTto
Ilyxe pigko

Ilyxe pigko

Iyxe pigko
Heuacto

Iyxe pigko
yxe pigko

HeuacTto
Ilyxe pigko

Iyxe pigko

Heuacto
Lyxe pigko
HeuacTto
Iyxe pigko
Heuacto
Heuacto
Ilyxe pigko
Heuacto

YacToTa
HeBimoMa
Heuacto
Lyxe pigko

Heuacto
Yacrto
YacTto
Heuacto

Heuacto

Heuacto

YacTto
Yacrto
YacTo

Yact

Yacrto

YacTo

Ilyxe pigko

Pigko
YacTto

Pigko

Pigxo

HeuacTto
Pigko

Heuacto
Heuacto
HeuacTto

Heuacto

Pigko

Pigko

Heuacto

Pigko

Pigko



ITopyweHHs 3 6okyllomakiypis

HUPOK ma
ceyosusioHuX
wasxie

Po3znadu 3 6oky
penpodyKkmue-Hoi
cucmemu ma
2py0HuX 3a103
3azanvHi
nopyweHHs

JlabopamopHi ma

Yacrto
[TigBUIlleHa YacToTa
CEe4YOBUNYCKAHHI

l'ocTpa HUPKOBa
He[I0CTaTHICTh

I'emaTypia

[TopyiieHHas ce40BUTINEHHSA
Hoxrtypia
IaTepcTuuianbanit HeQPUT
Huvpkosa HEQOCTATHICTH
[MopymieHHsT epekKIrii Heuacro
lHekoMacTis

YacTo
YacTo
YacTto

Acrenia
ITepudepuunnit HaAOPSIK
Broma

Bine y rpynmsax

'apsuka

I'punononiOHi cuMnToMu
COHNUBICTD
TpUBOXKHICTE

Habpsk

Binp

Habpsk obnuuys

[TigBuieHHS pPiBHSA YacTto

I[HCMpyMeH-ma/bHIKpeaTuHiHy Y KPOBi

OaHi

*Y micnsipeecTpauifHOMy IePiofi MOBiIOMIISIIIOCS PO BUNAAKKU BUHUKHEHHS ayTOIMyHHOTO TelaTUTY

[TigBuIeHHS piBHA C€40BUHU YacTo
y KpOBi

[TigBuIleHHS PiBHS CEYOBOI
KUCJIOTH y KPOBI
3HUKEHHS PiBHA KaJIiio y
KpPOBi

[TigBuIieHHS PiBHS raMMa-
rayTaMinTpaHchepasu y
KpPOBI

ITigBUINIEHHS aKTUBHOCTI
anaHiHaMiHoTpacdepasu
[TigBuIIeHHST aKTUBHOCTI
acnapTaTtaMiHoTpacdepasu
[TigBuieHHS piBHA
MevyiHKOBUX (PepMeHTiB

YacTto
Heuacto

HeuacT

Heuacto

Heuacto

[TigBuIneHHS pPiBHA
KpeaTtuHindocdokinasu y
KpOBi

3MeHIIIeHHsI MacH Tina
306iBIIEHHSIM MAcH TiNla

Pinko

YacTo

Pioko

HeugacTto
YacTto
YacTto
Yacto

YacTto
Pigxo
HeuacTto
YacTto
HeuacTto
Pigxo

YacTo

YacTo

YacTo

Heuacto

Heuacto
Heuacto
Pigko
Pigko
Heuacto Heuacto
Heuacto
Yacrto

YacTto
Heuacto
Pigko

Heuacto
Ilyxe 4acTo
Heuacto

Yacrto

Yacrto

Ilyxe pigko
(y 6impmocTi
Ha T
X0JIeCcTasy)

Heuacto
Heuacto

3 JIaTEHTHUM IIepiogoM Bifi KiTbKOX MiCSIIiB 10 POKiB, 110 6y/TM 000POTHUMH ITiCTIs BigMiHU
3aCTOCYBaHHS OJIMecapTaHy.

[ToBimoMIIsIIOCS TIPO AeKibKa BUIAAKiB pa0moMionidy, SKui 3@ 4acOM PO3BUTKY OYB ITOB’SI3aHUM 3
IPUITOMOM OJI0KATOPiB pPerenTopiB anrioTen3uny II. Y mallieHTiB, 1[0 IpUKXMaIi aMJIOOUIIIH,
IIOBIIOMIIAJIOCS IIPO AeKiJIbKa BUIIaAKiB PO3BUTKY €KCTpallipaMifalbHOr0 CUHOPOMY.

HemenaHoMHUN paK WKIpw.



Pe3ynbTaTu ¢apMakoenipeMionoriyHuMx pQOCNigxeHb MokKa3anu nNigBUWEHUW PU3UK
HEMENaHOMHOro paKy WKipu, noB’'fi3aHMW 3 CYKYMNHOW [O30W ripgpoxnopoTtia3upy
(FXT3) (mwmeB. po3pinu «0cobnumBoCTi 3acTOCyBaHHA», «OapMakKonoriyHi
B/TACTMBOCTi») .

[To6iyHi peaxiiii, mpo sIKi MOBIMOMIISANN B KIiHIYHUX OOCITigXKeHHAX a0o mpo SKi BimoMo 3
IIOCTMapKeTUHTOBOTO [OCBiAY 3acTocyBaHHS (pikcoBaHOI KoMOiHallii 0IMecapTaHy MeIOKCOMiNy Ta
aMJIO[UIIIHY, ajie TIPOo AKi He noBimomIsny npu 3actocyBaHHi CeBikapy HCT, MoHOTeparil
oJiMecapTaHy MeOKCOMiioM abo MOHOTepallii aMIoAuIiHoM ab0 MOBiIOMIISANIN YacTille Ipu
MOBiMHI#M KoMOiHaIlil, MpefcTaBIeHo B TabIuIIi 2.

Tabnuns 2.

Kowmbinarnisi onMecapTaHy MeJOKCOMiNTy Ta aMJIOAUIIIHY

|0praHH Ta CHCTEMH JacToTa IMoOiuni peakmii
3 60Ky iMyHHOI cucmemu Pigko [inepuyyTnuBicTh J0 JTiIKAPCHKOTO 3aC00y
3 60Ky mpasHoi cucmemu HeuacTo binb y BepxHil OiNsAHIN KHUBOTa
3 60Ky penpodykmusHoi HeuacTo 3HMKEHHS TTi6imo
cucmemu ma MO/A04YHUX 30103
3a2asnvbHi NOpyweHHs HacTo HaOpsK M'SIKUX TKAHUH
Heuacto COHJUBICTH
3 60Ky Kicmkoso-m’ 5130801 HeuacTo Binb y KiHI[iBKax
cucmemu ma Cnoay4Hol
MKAHUHU

Hactynni mo6iuHi peakiii CTOCYIOThCS KITIHIYHUX JOCIigKEeHb Ta TOCTMapPKETUHTOBOI'0 3aCTOCYBaHHS
(hikcoBaHUX 03 OJIMecapTaHy MeOOKCOMIy Ta TifpoXI0poTia3ugy Ta He CTOCYIOThCS 3aCTOCYBaHHS
npenapaty Cesikap HCT, MoHOTeparrii oiMecapTaHOM MeLOKCOMIiJIOM YU TifipoxiopoTiazugoM abo
CBig9aTh PO BUIIY YACTOTY MOOIYHUX Peakilii Mpy 3aCTOCYBaHHI KoMOiHaIlil IBOX KOMIIOHEHTIB (IUB.
tabnuio 3).

Tabnuusg 3.

KombiHamisi onMecapTaHy MeLOKCOMIy Ta TifpoXI0poTia3umy

OpraHu Ta CHCTeMH Yacrora IMo6iuni peakiii

HeapoaoziuHi po3aadu Pigxo [TopymeHHS CBiZOMOCTI (BTpaTa CBigOMOCTI)
ITopywenHs 3 60Ky wKipu ma Hewacto Ex3ema

niowKipHOi KAiMKoBUHU

ITopyweHHs 3 60Ky onopHo-  HewacTto Bine y KiHIiBKax

pyx08020 anapamy ma
CNO/NY4YHOI MKAHUHU

JlabopamopHi ma Pigko Hes3HauHe 3HMXKEHHS CePeHIX TOKa3HUKIB
IHCmpyMeHmManvHi Oawi reMorno0iHy Ta TeMaTOKPUTY

ITogidomaeHHs Npo ModcauBi HebadxcaHi peakuyii

[ToBimoMneHHs PO MOXKJIKBI T00IUHI peakil mics peecTparliil 1ikapchbKoro 3aco0y Bifirpae BaxKIuBy
posb. Lle mae 3Mory mpogoBXKYyBaTH CIIOCTEPEXKEHHS 3a CIiBBIAHOIIIEHHIM KOPUCTL/PU3UK LIOA0



IIQHOTO JTIKaPCHKOTO 3ac00y.

Y pagi BuHUKHeHHS HebakaHUX MIPOSIBiB, MOOIYHMX peakliil abo y pasi BigCyTHOCTI TepaleBTUYHOI il
HeoOXigHO noBimoMuTH 3a agpecoi TOB «3eHTiBa Ykpaina», 02002, M. KuiB, BpoBapCchKuil MpoCIEeKT,
5 «M», ten./pakc 38 044 517-75-00, eneKTpoHHa agpeca PV-Ukraine@zentiva.com Ta yepe3
Hal[lOHaJILHY CUCTEMY II0BIIOMJIEHbD.

Tepmin npudamuocmi. 3 poxu.
YMmoBH 30epiranssi.
He moTpe0ye crelianbHUX yMOB 30€piraHHs.

30epiratu y HeJOCTYIIHOMY OJISI OiTeM MicCIi.

YnaxoBka.

14 TabneTok, BKPUTHX ILTIBKOBOIO 000JIOHKOI0, ¥ GicTepi; mo 2 OIicTepy y KapTOHHIN mayili.

Kareropis Bigmycky. 3a peruemnTom.

BupoOHHUK.

Haiui Caukio FOpoym 'M6X.

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micls MpoBaIXKeHHs HOro Tis/IbHOCTI.

Jlyitnonsairpacce 1, 85276 Ipadderxoder, Himeuunna.


mailto:PV-Ukraine@zentiva.com

