IHCTPYKIIA

[Jisi MeITUYIHOI'0 3aCTOCYBAHHSA J'liKapCl:KOl"O 3a006y

CEBIKAP HCT

(SEVIKAR HCT)

Cknao:
ditoui peuosuHu: OJIMECAPTAHY MEOOKCOMIJI; aMIOIUIIiHy OecunaT; TimpoXI0poTia3usm;

1 TabGneTka, BKpUTa ITIBKOBOIO 000JI0HKOIO0, MiCTUTh OJIMecapTaHy MeloKcoMiny 20 MT, aMJIOfUIIIHY
Oecunary 6,944 wmr, 110 eKBiBaJIeHTHO aMJIOOUIIIHY 5 MT, Ta rigpoxyoporiasuny 12,5 Mr

abo onmecapTany Menokcominy 40 mr, amnonuniny 6ecunaty 13,888 Mmr, 1110 eKBiBaJIeHTHO
amnogumniny 10 mr, Ta rigpoxsnopoTia3uny 12,5 mr;

0onoMidicHi peyosuHU: KPOXMaJlb IIpeXeNaTUHI30BaHUY KYKYPYO3AHUY, LIEJII0/103a
MIKpPOKpPHCTaJliyHa CUJIiKOBaHa (Mictuth 98 % MikpokpucTasmiuHoi nentonosu (Ph. Eur.) ta 2 %
KpEeMHiIo miokcupay KojoigHoro 6e3sonHoro (Ph. Eur.)), HaTpito KpockapMeno3a, MarHiio cteapaT
(POCNMMHHOTO MTOXOIXKEHHS);

IJ1iBKOBa 000710HKa MicTuTh: Onampat II 85F24118 a6o Onampaii 11 85F32331, abo Omagpai
IT1 85F25437 (cnupt nonisininosu#, Tutany giokcup (E 171), momieTUneHrIikonb, TalkbkK,
3amiza okcup xKoBTul (E 172), 3amiza okcup yepBouuu (E 172), 3amiza okcup yopauii (E
172)).

JIikapcbka ¢opma. TabneTKy, BKPUTI IJTiIBKOBOIO 060I0HKOIO.

OcCHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

0as 0o3ysanHs 20 me/5 me/12,5 me: CBITIO-IOMapaH4eBi KPyTii TaONneTKH, BKPUTI IIiBKOBOIO
000JI0HKOI0, po3MipoM 8 MM, 3 TUCHEHHSIM «C51» 3 0HOT'0 GOKY;

05 0o3ysanHs 40 me/10 me/12,5 me: Cipo-4epBOHi KPyTJIi TabIeTKY, BKPUTI IIJTiBKOBOIO
000JI0HKOI0, po3mipoMm 9,5 MM, 3 TUCHEHHSIM «C55» 3 0mHOT0 OOKY.

dapMakoTepaneBTUYHA Ipyla.

CeplieBo-cynuHHa cucTeMa. JIikapchKi 3aco0u, 110 BIJIMBAIOTh Ha PEHiH-aHTi0TEH3WHOBY CHUCTEMY.
AuTaronictu anriotensuny II B kombiHarril 3 iHmuMu npenapatamu. OnMecapTaHy MeOOKCOMIT,



amoauIiH i rigpoxnoporTiasug. Kog ATX C09D XO03.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

Ceikap HCT — ue koMbiHOBaHMW Nikapcbkun 3acib, po cknagy SKOro BXOAWUTb
ofIMecapTaHy MeJOKCOMin — aHTaroHicT peuenTtopiB aHrioteHsuHy II, amnoguniwny
becunat — 6nokaTop KanbLi€BWMX KaHaniB, Ta Tia3ugHUM OiypeTuk
rigpoxnopoTtia3up. KomMbiHauif uMx KOMNOHEHT1B Ma€ [OAATKOBUM
AQHTUrinepTeH3MBHUN edeKT, 3HUXKYWYM apTepiaNbHUW TUCK y Oinbwin Mipi, Hix
KOXHa fAilya peyvyoBMHA OKpPEMO.

OnmecaptaHy MegoKCoMin

OnMecapTaHy MeOoOKCOMiji — Ue nepopasbHO aKTUBHUW, CENEKTUBHWUM aHTaAroHicCT
peuenTtopiB aHrioTteH3uHy II (tun AT,). AHrioteH3uH II € OCHOBHWM Ba30aKTUBHUM
rOPMOHOM CUCTEMM pPEHiH-aHri0TEeH3UH-anbOOoCTEepoH 1 Bipgirpa€e BaxnuBy poSib Y
natodpizionorii aptepianbHol rinepTteH3ii. BnnaueB aHrioteHsuHy II BKK4Yae
BA30OKOHCTPUKLiO, CTUMynAuiw CUHTE3y Ta BUB1lNbHEHHA anbOOCTEPOHY, cepueBy
cTuMmyndauiw Ta HupkoBy peabcopbuiw HaTpiw. OnMecaptaH O6nokye
CYOMHO3BYXYBaNbHUA 1 anbOoOCTEpPOHOCEKPETYUYnMn epekKT aHrioteHsumHy II, 6nokywuu
Moro 3B’'A3yBaHHA 3 peuentopoM AT, y TKaHWHaXxX, BKJ/WYawyM rnagky MycKynatypy
CYOUH Ta HagHupkoBy 3ano3y. [lis onMecapTaHy He 3anexuTb Bip oxepena abo wnaxy
CUHTe3y aHrioTteH3umHy II. CeneKTMBHWA aHTAroHi3M peuenTopiB aHrioTeH3sunHy II
(AT,) 3a ponoMorow osiMecapTaHy Mpu3BOAMTb OO NifgBuUWEHHA pPiBHA peHiHy Ta
KOHUeHTpauil aHrioteH3umHy I Ta II B nna3Mi KpoBi, a TakKOX OO MEBHOr0 3HWUXEHHS
KOHUeHTpauil anbOoCTepoHy B nja3Mi Kposi.

V marnieHTiB 3 apTepianbHOIO TiepTeH3ie oaMecapTaHy MeqoKCcoMin 3abe3neuye CTiike 3HUKEHHS
apTepianbHOTO THUCKY, CTYIiHb SIKOTO 3a/I€2KUTh Bifl 7o3u. O3HAK apTepianbHOI TinoTeH3il micns
IIEePILIOro 3aCTOCyBaHHA (e(peKTy «IepIol 4o3u»), Taxidinakcil Ha T/Ii TPUBaJIOr0 3aCTOCYBaHHS Ta
PHUKOIIETHOI apTepianbHOl rimepTeHail micis piskol BigMiHU IpenapaTy BUSBIEHO He 0yJI0.

Mpn 3acTocyBaHHl ofiIMecapTaHy MeEOOKCOMiNny XBOpPWMM Ha apTepianbHy rineprteH3iw 1
pa3 Ha poby BinbyBaeTbCAa epeKTMBHE Ta MNaBHe 3HUXEHHA apTepianbHOro TUCKY
npoTAroM 24-rogMHHOr0 iHTepBany Mix 3acTocyBaHHAMM. [lpn 3acTOCyBaHHi
npenapaty 1 pa3 Ha poby Moro aHTurinepTteH3uBHui epekT OyB NpuBAU3HO Takum
camMuM, WO 1 B pe3ynbTaTi MOro 3acTtocyBaHHA ABiyi Ha poby B Tin camin pobosin
[0o3i.

Y pasi 6e3nepepBHOTO NIiKyBaHHS MaKCUMaJlbHE 3HUKEHHS apTepialbHOTO TUCKY JOCSITa€EThCS Yepe3
8 TMKHIB IiCIIS MOYaTKY JIiKyBaHHS; IIPU LIbOMY iCTOTHUY aHTUTINEPTEH3UBHUU e(eKT
CIIOCTEPIraeThCA BXKe yepe3 2 TUXKHI JIIKyBaHHS.

Brnus onMecapTaHy MeOKCOMiTy Ha CMEPTHICTh Ta 4aCTOTY YCKJIaJHEHb He BCTAHOBJIEHUU.

PaHooMi3oBaHe OOCAifQXeHHA 3aCTOCYBaHHSA oOfiMecapTaHy [ss npodinakTuku
piabetnyHoi MikpoanbbyMiHypii (ROADMAP), nposepeHe 3a ydacTw 4447 nauieHTtiB 3
LyKpoBMM niabeTtoM 2 Tuny 3 HOpManbHWM piBHEM anbbyMiHypii i AK MiHiMyM ogHUMM
0OOATKOBUMM GaKTOPOM PU3UKY BUHUKHEHHA CepueBO-CYQUHHUX 3aXBOPBaHb,



NpoBOAMIOCA 3 MeTOWw 3'ficyBaTu, UM MOXe Tepanis ofiMecapTaHOM 3aTpuMaTu 4ac
nosasn MikpoanbbyMiHypii. Mip 4ac cepepHbOro nepiofy BiACTeXeHHA TpuMBaNicTio
3,2 pPOKY Maui€HTU OTpuMyBanu oniMecapTaH abo nnauebo pOOaTKOBO OO0 iHWWUX
aHTUrinepTeH3uMBHUX 3acobiB, 3a BUHATKOM iHrib6itopis AN® abo EPA.

Y nepBuHHIM KiHIIEeBi# TOYLi HOCTigXKeHHs 0yJI0 TPOOEeMOHCTPOBAHO 3HAYHE 3HUKEHHS PU3HUKY IIOMI0
yacy nosiBu MiKpoanbOyMiHypii mpu 3acTocyBaHHI onMecapTaHy. ITic/isi KOpUryBaHHS BigMiHHOCTEN y
IIOKa3HUKaxX apTepianbHOro TUCKY (AT) Lile 3HMKEHHS PU3UKY IIepecTasio OyTU CTaTUCTUYHO
3HauywuM. Y 8,2 % (y 178 3 2160) marmienTis rpynu onMecapTany iy 9,8 % (y 210 3 2139) nauieHTis
Ipynu 1miane6o po3BUHYIACS MiKpoanbOyMiHypis.

Y BTOpUHHIN KiHIIEBi#l TOYIli CEPLIEBO-CYAUHHI SBUIIA Bif3Hadanucsa y 96 namieHTiB (4,3 %), aki
OTPUMYBAJIX OIMecapTaH, i y 94 marieHTiB (4,2 %), sKi oTpuMyBanu mnamne6o. CMepTHICTD Bif
CepleBO-CYAMHHUX 3aXBOPIOBaHb OyJia BUIIOI0 B IPYIIi OIMecapTaHy B MOPIBHSIHHI 3 IPYIIO0 m1ale6o
(15 namienTi (0,7 %) i 3 marientu (0,1 %)), He3BaXkal04yu Ha MOAIOHY YaCTOTY BUHUKHEHHS iHCYNIbTY
6e3 neranbHOro Hachifaky (14 marienTiB (0,6 %) i 8 manienTis (0,4 %)), iHpapkTy Miokapna 6e3
JeTanbHOro Hachiaky (17 mamienTis (0,8 %) 1 26 nauienTis (1,2 %)) Ta moKa3HKUKa CMEPTHOCTI, He
IOB’s13aHO1 3 cepleBo-cymuHHUMHU npuyrHaMu (11 marienTiB (0,5 %) i 12 mamienTis (0,5 %)).
3arajpbHa CMEPTHICTD y TPyIi onMecapTany Oyiia Buiroo (26 marieHTi (1,2 %) i 15 namieHTiB

(0,7 %)), ronoBHMM YMHOM, 3a PaXyHOK BUIIIOl CMEPTHOCTI 3 CEPLIEBO-CYAUHHUX IPUYHH.

Y Bunpo6yBanni ORIENT (The Olmesartan Reducing Incidence of End-stage Renal Disease in
Diabetic Nephropathy Trial) BuB4anu BIIMB OIMecapTaHy Ha pe3y/ibTaT HUPKOBUX i CepIieBO-
CYIMHHUX 3aXBOPIOBaHb y 577 paHmoMi3oBaHUX MallieHTiB B Anoxii i B KuTai 3 iykpoBuM niabetom 2
THUIy i ACKpaBo BUpaxeHow HedpomaTieto. [1ig yac cepegHbOro nepiony BigCTeXKeHHS TPUBAJIICTIO
3,1 pOKy MallieHTu OTPUMYBaJIX OJIMecapTaH abo mianebo OJaTKOBO OO iHIIMX aHTUTINePTEH3UBHUX
3aco6iB, BKJto4yaoyu iHribiTopu AIIO.

MepBuHHa 06'€epHaHa KiHueBa To4yka (4Yac nepwoi NOsSIBM MOOABOEHHS CUPOBATKOBOrO
KpeaTWHiHy, HUPKOBL 3axXBOPWBAHHA B TepMiHanbHiW CcTapil, cMepTb 3 YCiX MNPUYUH)
6yna pocArHyTta y 116 nauieHTiB rpynu onmecapTaHy (41,1 %) i y 129 nauieHTis,
Aki oTpmmyBanu nnauebo (45,4 %) (HR 0,97 (95 % OI Bipm 0,75 po 1,24); p =
0,791). BTtopuHHa 06’'epgHaHa cepueBO-CyAMHHa KiHueBa To4yka byna pocarHyta y 40
nayieHTisB, SKi oTpuMmyBanu onMecapTtaH (14,2 %), i y 53 nauieHTiB, 4Ki
oTpuMmyBanu nnauebo (18,7 %). LUa o6’'egHaHa cepueBO-CyOMHHa KiHueBa ToOuYKa
BKJ/IOYana CMepTb BHACNifOK cepuesBo-CYOMHHUX 3axBopwBaHb y 10 (3,5 %)
nauieHtis, AKi oTpuMmyBanu onMmecapTtaH, i y 3 (1,1 %) nauieHTiB, AKi oTpuMyBanmu
nnauebo; 3aranbHUN NOKA3HUK CMEPTHOCT1 gopiBHwBaB 19 (6,7 %) i 20 (7,0 %),
iHcynbT 6e3 netanbHoro pesynbtaty — 8 (2,8 %) 1a 11 (3,9 %), iHpapkT Miokappa
6e3 netanbHoro pesynbtaty — 3 (1,1 %) i 7 (2,5 %) BipnoBipgHoO.

AmrioguniH

AMnoguniH, wo BXOAMTb OO CKnapgy npenapaTy, € 6nokaTopoM Kanbui€BuX KaHanis i
ranbMye TpaHCMeMOpaHHWM MepeHOC 1O0HiB KafbUil 4yepe3 noTeHuian3anexHi KaHanwu
L-tuny B cepui 1 rnagkim MyckynaTtypi. EKcnepuMeHTanbHi paHi cBip4yaTb, WO
amnoguniH B3aeMOfi€ fK 3 pinfaHKaMu 3B’'A3yBaHHA OurigponipuauHy, Tak 1 3
iHwWMMKM pgindHkaMu. AMNOOMNiH Ma€ BiQHOCHY Ba30CEeNeKTUBHiCTb i 6inbwe BNAMBac
Ha KNiTWHM rnapkoi MyckKynaTtypu CyAuH, Hix Ha KapgioMmiouumTu. [inOTeH3UBHUNI
epeKT amMnogouMniHy 3yMOBNIEHUW nNpaMow po3cnabnwwyow AOi€w Ha rnagkoM’'a30Bi1
KNiTUHW apTepin, WO CNPUAE 3MEHWEHHI NepupepuyHoOro onopy CYAUH 1, OTxe,
3HUXEHHI0 apTepianbHOro TUCKY.



[Tpu apTepianbHill rinepTeH3ii aMIOOUIiH BUKIUKA€E TpHBaje 3HUXKEHHS apTepiaTbHOTO TUCKY,
3ajyiexHe Bif o3u. PO3BUTKY apTepianbHOI TiNOTeH3i1 micisa IpuioMy IepIol Jo3H, O3HaK
taxidinakcii mpu TpuBamoMy JIiKyBaHHI a00 peUUOUBY apTepialbHOI TinepTeH3ii micis mpunuHeHHs
JIIKyBaHHS He Bij3Ha4asocs.

[licns npuiioMy B TepaneBTAUYHUX A03aX Y MMalli€HTIB 3 apTepialbHOI0 TilepTEeH3i€0 aMIOgUITiH
3abe3neuye eeKTUBHE 3HUKEHHS apTepialbHOT0 TUCKY B ITOJIOKEHHAIX MallieHTa JeXady, CUgAdH i
cTosiud. TpuBasie 3aCTOCYBaHHS aMJIOQUIIIHY He II0B’g3aHe 3 ICTOTHUMU 3MiHaMU YaCTOTU CEePLEBUX
CKOpoYeHb ab0 piBHS KaTexo/laMiHiB y myia3Mi. Y Malli€HTiB 3 apTepianbHOIO TillepTeH3i€l0 Ta
HOPMaJIbHOI (PYHKITI€I0 HUPOK aMJIONUIIIH B TePaleBTUYHUX [03aX 3MEHIITyBaB OIlip HUPKOBUX CYOUH
i migBuUITyBaB MIBUAKICTH KIyOO4YKOBOI (inbTpaliii Ta e(eKTUBHY IBUOKICTh MOTOKY IJIa3MU B HUPKAX,
He 3MiHI0I04H QinbTpaliiHol (pakiil i He IPOBOKYIOUM PO3BUTKY NIPOTEIHYPIl.

Y mocnigXeHHSX TeMOOVHAaMIKU y HallieHTIiB 3 CepLeBO0 HEJOCTATHICTIO, a8 TAKOXK Y KIIHIYHUX
MOCIIiIKEeHHSIX 31 CTPec-TeCTOM IpH ceplieBii HemocTaTHOCTI (Kmacu II-1V 3a NYHA) amnogumnis He
IOTipITyBaB CTaHy YYaCHUKIB JOCIIIXKEHHS, 10 OLIHIOBaBCA 3a IEPEHOCUMICTIO
HaBaHTaXXeHb, (PaKIli€l0 BUKKAY JIIBOTO IIJIYHOYKA, @ TAKOXK 3a KIIIHIYHUMHU O3HAKaMHU i
CUMIITOMaMH.

Y nnanebo-KoHTpoIboBaHOMY HociigkeHHi (PRAISE) 3a yyacTio mallieHTiB 3 CepIieBoi0
HegocTaTHicTio (knacu I1I-IV 3a NYHA), siKi oTprMyBaiIu AUTOKCHH, [iypeTUKH Ta iHTi0iTOpH
ATII®, 6ymno moka3aHo, III0 aMJIOUITIIH He 30iJbIIye PU3UKY JIeTaTbHOI'0 HACIIAKY ab0
00’eMHaHOTO PU3UKY IiABUIIEHHS CMEPTHOCTI Ta 3aXBOPIOBAHOCTI y NAlli€EHTIB 3 CEPIIEBOIO
HeIOCTaTHICTIO.

Y moganbinoMy JOBroCTPOKOBOMY ITareb0-KOHTPoIboBaHOMY mociimxkenHi (PRAISE-2) ammoguminy
3a y4acTIo TallieHTiB i3 cepueBoto HemocTaTHicTIO (NYHA III i IV) 6e3 kniHivHNX cuMIITOMIB 260
00’€EKTUBHUX JaHUX, 5IKi O cBimumnu mpo imemiyny xBopoOy cepiis, pH JIikyBaHHi iHribiTopamu AII®,
IpernapaTaMy HallePCTSIHKYU Ta AiypeTUKaMU B IIOCTIMHUX O03aX aMJIOAUIIIH He BIIJINBAB Ha
CMEPTHICTh 3arajioM i CMEpPTHICTh B pe3yJIbTaTi CeplieBO-CyOUHHUX 3aXBOPIOBaHb 30KpeMa. Y IIii
rpyni mamieHTiB Big3Hayanocs 30ibIlIeHHS BUMTAKIB PO3BUTKY HaOPSKY JIeTeHb, ITOB’I3aHOTO 3
IPUIOMOM aMJIOOUIIIHY, IPOTe CTaTUCTAYHO 3HAUYIIUX BIIMIHHOCTE! 4acTOTU (DaKTiB MOTipIIEeHHS
CeplieBoi HeIOCTATHOCTI B MOPiBHAHHI 3 TPyImo0 M1arebo He CIIoCcTepiranocs.

I TOpPiBHSIHHS HOBITHIX TepanmeBTUYHUX ITigXoMiB Oyj10 MpoBeaeHO MOABIMHO CyIille paHIoMi30BaHe
MOCTiAKEHHS BIJIMBY Ha 3aXBOPIOBAHICTh Ta CMEPTHICTH IIifl Ha3Bow0 «BunpoOyBaHHS 11010
3aCTOCyBaHHS aHTUTINEPTOHIYHOI i NMimimo3HMKyBaNbHOI Teparil Ang npodinakTuky iHGapKTy
miokapma» (ALLHAT): amnogumis B mo3i 2,5-10 Mr/mo6y (0;10KaTOp KabIlieBUX KaHaiB) abo
nizuHompun y mo3i 10-40 Mr/mo0y (inridiTop AII®) gk Tepamis mepioil miHil i TiasugHui
NiypeTHK XJI0pTamigoH B f03i 12,5-25 mr/moby mpu rinepTeH3sii Bif 1erkoro o cepemHboro
CTyIIeHA.

3aranom 33357 malieHTiB 3 apTepianbHOIO TinepTeH3ielo y Bini Bifg 55 pokis 6ymu paHmomizoBaHi i
3HAXOMUJIUCS TIiJ] CTIOCTEPEXKEHHIM B CEPEeNHbOMY IIPoTAaroM 4,9 poky. V mauieHTiB OyB K MiHIMyM
OJIMH [OOATKOBUM (aKTOp pU3UKy Po3BUTKY IXC, HanpuKiafn nepeHeceHi paHime iHpapKT MioKapaa
yu iHCynbT (6inbine 6 micAlliB nepeq BinbopoM) abo HasBHICTE iHmMKUX CC3 aTEPOCKIIEPOTHYHOTO
xapakTepy (Bcboro 51,5 %), uykpoBui giabet 2 tumy (36,1 %), piens JIIIBII-xonectepuny

< 35 mr/mon (11,6 %), rinepTpodist miBoro mIyHOYKa, OiarHOCTOBaHa 3a JOIIOMOTOI0
enekTpokappiorpadii abo exokapmiorpadii (20,9 %), KypiHHS Ha 4ac y4acTi B gocuimxkenHi (21,9 %).

[TepBUHHOIO KiHIIEBOIO TOYKOIO JOCTimKeHHs Oyio moemHauHs IXC 3 neTanbHUM HaCTigkoM a6o



indapkT Miokapga 6e3 neTaabHOT0 HACTIOKY. 3HAUYYIIUX BiAMIHHOCTEH I[0JI0 IEPBUHHOI KiHIIeBOI
TOYKHY JOCITIXKEeHHS MiXK Tepalli€lo aMJIOOUIIiHOM i xyopTasnigoHoM He 6ymo: OP 0,98, 95 % [II

(0,90-1,07), p = 0,65. Illo cToCyeTHCS BTOPUHHUX KiHI[EBUX TOUYOK [OCIIAXKEHHS, YacToTa
PO3BUTKY CEPLIEBOI HEJOCTATHOCTI (KOMIIOHEHT KOMOiHOBaHOI KiHIIEBOl TOYKH CEPILIEBO-
CYIMHHOTO 3aXBOPIOBaHHs) Oy/la 3HAYHO BUIIO0 Y TPYIIi aMJIOAUIIIHY MTOPIiBHSHO 3 TPYIIO0
xnopranigony (10,2 % i 7,7 %, OP 1,38, 95 % [I[1,25-1,52], p < 0,001). OnHak 3HAYyIIUX
BiIMiHHOCTEM LIOMI0 TOKAa3HUKA CMEPTHOCTI 3 Oy/Ib-KOl MPUUYMHU MiX Tepalli€lo aMJIOOUIIiHOM i
xnopranigorom He Oymo (OP 0,96, 95 % [1[0,89-1,02], p = 0,20).

igpoxnopotia3ung

FippoxnopoTia3ug — ue pAiypetuyHum 3acibd TiasupoBoro psapy. MexaHi3m
aHTurinepteH3smBHol pgii Tia3upgHMX OiypeTukiB MNOBHiCTW He BWBYeHUN. Tia3upgu
BNAMBawTb Ha peabcopbuiw enekTponitiB y HUPKOBMUX KaHanbUAX, TWUM CaMuUM
NOCUmIOIYM eKckpeuiw HaTpiw Ta xnopupgy (npubnusHo Ha ofgHakoBOMYy piBH1). [itkuwu
K piypeTuk, ripgpoxnopotia3up 3MeHwye 06’'€eM nna3Mum KpoBi, BHACNifOK 4oro
NigBUWYETbCA aAKTMBHiCTb peHiHy B Mfa3Mi KpPoB1 Ta cekpeuis anbgoCTEpPOHY,
36inbwywTbCcAa BTpaTu Kaniw Ta 6ikapboHaTy 13 ce4yew Ta 3HUXKYETbLCHA IXHA
KoHUeHTpauis B cupoBaTtui. OCKinbkM 3B'A30K MiX piBHeM peHiHy Ta cekpeuiew
anbAoOCTEepoOHY ONOCepenKOBYETbLCH aHriorteH3amHoMm II, Ha Tni 3acTocyBaHHA
rigpoxnopoTtia3uagy B KoMbiHauil 3 6nokaTopoM peuentopiB aHrioTteH3uHy II BTpaTwu
Kaniw 13 cevyew nipg pie€w Tia3uvpgHuUX [iypeTUMKiB MOXYTb 3HUXyBatuca. [Mpwu
3aCcTOCyBaHH1 rippoxnopoTtia3uay piype3 HacTta€e npubnu3Ho 4yepe3 2 roauMHu nicns
NPpUMUOMY, MaKCUManbHUW edeKT poCAraeTbCcA NpubnusHo 4yepes 4 roguHu, a pis
3bepiraetbca BnNpoooBX 6—12 roguH.

3a paHuMM enipgeMionoriyHuMx pocCnifgxeHb, TpuBane 3acToCyBaHHA rigpoxsaopoTia3upy
K 3acoby MoOHOTepanil CNpuUS€E 3HUXEHHI0 PU3UKY CepueBO-CYOUHHUX YCKNagHeHb Ta
cMepTi Bifg HUX.

Kniniyna ebekTHBHICT Ta 6e3meka

Y 12-TuxHeBOMy NOABiMHO CninoMy paHOOMi3OBaHOMY [OCAiOXEHH1 napanenbHuUX rpyn
3a y4acTw 2492 nauieHTiB (67 % CTaAHOBWMAM Naui€eHTM e€BponeoipgHol pacu) 6yno
nokasaHo, Wo nikyeaHHs npenapatoM Cesikap HCT 40 mMr/10 mr/25 Mr npu3soauTb [0
6inbWw 3HAYHOrO 3HMXKEHHS [1acTONiYHONO Ta CUCTONLYHOrO apTepianbHOro TUCKY,
HiX NiKyBaHHS OOHi€l 3 TaKMX MNOABiMHMX KOMOiHauUiW: ofMecapTaHy MefoKCOMin

40 Mr nnwc amnopguniH 10 Mr, onMecapTaHy Mepokcomin 40 Mr nnwc
rigpoxnopotiasug 25 Mr Ta amnoguniH 10 Mr nnwc rigpoxnopotiasup 25 mr.

ONopaTkoBUWA epPeKT 3HUKEHHA apTepiajibHOrO0 TUCKY BHACNifOK BUKOPUCTAHHSA
npenapaty Cesikap HCT 40 Mr/10 Mr/25 Mr y nopiBHAHH1I 3 BignoBipgHMMMK
OBOKOMMNOHEHTHUMN KOMOiHauifMu CTaHOBMB ONd [iacCcTONiYHOrO TUCKY Yy MNOMOXEHHI
nayieHta cupgaum Big -3,8 0o -6,7 MM pT. CT. Ta ON9 CUCTONLIYHOrO TUCKY Y
nonoxeHHi nauieHta cupgaum Bipg -7,1 po -9,6 MM pT. cT. 1 BipnbyBCA B Mexax
nepwmx 2 TUXHIiB.

YacTka nauieHTiB, AK1 pgocaranu piBHSA apTepianbHOro Tucky < 140/90 MM pT. CT.
ona HepiabeTuyHMX nayieHTiB Ta < 130/80 MM pT. CT. ON9 XBOPUX Ha LYKPOBUK
piabet, Ha 12 TuxHi konuBanacsa Bipg 34,9 % po 46,6 % y rpynax noaBiWHOro
KOMOiHOBaHOro nikyBaHHf y nopiBHAHHLI 3 64,3 % y rpyni Cesikapy HCT
40 Mr/10 mr/25 wmr.



Nip yac ppyroro nogBivMHO Cninoro paHOOMi30BaHOro, nNapanenbHOro AOCHAifXeHHS 3a
yyacTio 2690 nauienTtiB (99,9 % cTaHOBMNM nauieHTM eBponeoipHol pacu) NikyBaHHA
npenapatoM CeBikap HCT (20 wmr/5 wmr/12,5 wmr, 40 wmr/5 wMmr/12,5 wmr,
40 mr/5 mr/25 mr, 40 mr/10 mr/12,5 Mmr, 40 mr/10 Mr/25 Mr) nokasajo icToTHe
3HMXEHHA [iacToNiyHOro Ta CUCTON1YHOro aptepianbHOro TUCKY Yy MOPiBHAHHLI 3
TakKMMU [OBOKOMMNOHEHTHUMM KOMOiHauidaMu: ofnMecapTaHy Mepokcomin 20 Mr nnc
amnoguniH 5 Mr, onMecapTaHy Mepokcomin 40 Mr nnwc amnoguniH 5 Mr Ta
onMecapTaHy Megokcomin 40 mr nawc 10 Mr amnoguniH — nicns 10 TuxHiB
NiKyBaHHA.

OopaTKOBUA epeKT 3HUXKEeHHS apTepianbHOro TMUCKY BHACNifpoOK 3aCTOCYBaHHA
npenapaty CeBikap HCT nopiBHAHO 3 BigNOBiAHWMM OBOKOMMOHEHTHUMW KOMOiHauUiaMM
CTAHOBMB [ANS [iacToONiyHOro TUCKY Yy MNONIOXKEHHi nayieHTa cupgaum Bipg -1,3 po
-1,9 MM pT. CT. Ta ANa9 CUCTONILYHOro TUCKY Yy MNOSIOKEHH1 naui€eHTa cupauu Bipg
-2,7 po -4,9 MM pT. CT.

YacTka nauyieHTiB, AK1i pocaranu piBHA apTepianbHOro Tucky < 140/90 MM pT. CT.
ona HepiabeTuyHMX nayieHTiB Ta < 130/80 MM pT. CT. ON9 XBOPUX Ha LYKPOBUMK
piabet, Ha 10 TuxHi cTaHoBuna 42,7-49,6 % y rpynax, f9Ki oTpuMmyBanu KoMbiHauii
3 OBOX npenapaTtisB, y nopiBHAHHL 3 52,4 % po 58,8 % y rpyni Cesikapy HCT.

Y paHpooMi3oBaHOMYy nNOABiWMHO CninoMy pocnigxeHHi 3a ydyacTi 808 nauyieHTiB
(99,9 % cTaHOBMNM NauieHTU e€BponeoipHol pacu), y SKUX aptepianbHum Tuck 6ys
HEOCTAaTHbO KOHTPOJSIbOBaAaHUN nicna 8-TUXHEBO1 Tepanili [OBOKOMMOHEHTHOW
KomMbiHauli€ew osMecapTaHy MepgokcoMiny 40 Mr Ta amnoguniHy 10 wMr,
NPOOEeMOHCTPOBAHO 3HAayHe [OOO0ATKOBE 3HUXEHHS TUCKY Yy TMOJIOKEHHLI cupgaum
(-1,8/-1,0 MM pT. CcT.) npu 3acTtocyBaHHi npenapaty Cesikap HCT
40 Mr/10 mr/12,5 Mr ta CTaTUCTUYHO 3HAYHE 3HUXEHHA TUCKY Y MONIOXEHH1 cupauu
(-3,6/-2,8 MM pT. CcT.) npu 3acTtocyBaHHl1 npenapaty CeBikap HCT
40 Mr/10 Mr/25 Mr y nopiBHAHH1 3 OBOKOMMOHEHTHOW KOMOiHaui€w onMecapTaHy
Megokcominy 40 Mr ta amnoguniny 10 mr.

JlikyBauHus CeBikap HCT 40/10/25 3 BUKOpUCTAHHSAM IOTPiliHOI KOMOiHaIlil Iif04MX PeYOBUH
IIPHU3BOOUIIO 10 CTATUCTUYHO 3HAUYIIOTO IMiABUINEHHS BiICOTKA MAlli€HTIB, y IKUX OyB
NOCSTHYTHUY LiNTbOBHU apTepialbHUM TUCK, TOPIiBHAHO 3 TiKyBaHHSM IMOABIMHOI0 KOMOiHAIli€0
onMecapTany MegokcoMiny (40 mr) Ta amnoguminy (10 mr) (41,3 % nopiBasHO 3 24,2 %); i
HaBIIAKM - 3aCTOCYBaHHS MOTPitHOI KoMOiHalii, 1110 MiCTUTBCS V CKJIafi JTiKapChKOTr'o 3aCo0y
Cesikap HCT 40/10/12,5, npu3Boauio [0 MiABUINEHHS (Y YUCIIOBOMY BHPaXKeHHI) BiCOTKa
TAIli€HTIB, y IKUX OYB OOCATHYTUM iTbOBUM apTepiaTbHUM THUCK, TOPIBHSIHO i3
3aCTOCYBaHHSM ITOIBiiiHOI KoMOiHallii onMecapTany MemokKcoMiny (40 Mr ) Ta aMIOOUIiHY
(10 Mr), npu AKOMY y LIMX IAI[il€EHTIB JOCTATHiIM KOHTPOJIb apTepPiabHOTO TUCKY JOCATHYTUI
He 0yB (29,5 % mopiBusHO 3 24,2 %).

l'imoten3uHa mis npenapaty CeBikap HCT He 3anexarna Big BiKy i cTaTi maIieHTa, a TaKOX Bif
HAsIBHOCTi ab0 BiICYyTHOCTI IyKPOBOTO fiabeTy.

ITHwa iHgopmauis

CninpHe 3acTocyBaHHs iHTiOiTOpiB AII® Ta G10KaTOPiB perentopiB aHrioTeH3uny 11 6y10 DocmigxKeHo
y OBOX IIMPOKOMacIITaOHUX paHOO0Mi30BaHUX KOHTPOnIboBaHUux gociimxkeHHsx (ONTARGET (ONgoing
Telmisartan Alone in combination with Ramipril Global Endpoint Trial) i VA NEPHRON-D (The
Veterans Affairs Nephropathy in Diabetes)).



ONTARGET sBnsio co0010 HOCIiIXKEHHS, ITPOBENEHE 3a YYacCTIO MAalliEHTiB i3 ceplieBo-CyqUHHUMU
abo 11epeOpoBaCKyIAPHUMY 3aXBOPIOBaHHSAMM B aHaMHe3i a00 IyKpoBUM fiiabeToM 2 TUITY, 110
CYIIPOBOMXKYETHCS 03HAKaMU ypaxeHHs oprany-Mimiedi. VA NEPHRON-D siBnsiio co60io
IOCTiIKEeHHS, TPOBeleHe 3a y4acTIO MAallieHTiB 3 I[yKPOBUM [fiiabeToM 2 TUIY Ta HiaOeTHYHOIO
Hedponariew. Lli focnigKeHHs He BUABUINA 3HAUUMOTO CIIPUSATINBOTO BIIUBY Ha pe3yJbTaT
HUPKOBUX Ta/ab0 ceplieBO-CyIMHHUX 3aXBOPIOBaHb i Ha CMEPTHICTH Bifi HUX, TOXI K y MOPiBHIHHI 3
MOHOTEePAIi€I0 MiABUIIUBCSA PU3UK PO3BUTKY TillepKasieMil, TOCTPOro ypaxkeHHsS HUPOK Ta/abo
rinoToHil. 3BaXKal04Yy Ha CXOXKICTh (hapMaKOOWHaAMIYHUX BIACTUBOCTEH, ITi Pe3y/IbTaTh TaK0XK
3aCTOCOBHi s inmux iHri6itopis AII® Ta 610KaTopiB pelenTopiB anrioteH3uny II. Takum 4mHOM,
crinpHe 3acTocyBaHHs iHTiOiTOpiB AII® Ta 610KaTOPiB pelenTopiB aHrioTeH3uHy II mpoTUokasaHo
malfieHTaM 3 giabeTUYHOI0 HedpomaTiero.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
SIBJISAJIO CO00I0 MOCIiMIZKEHH S, IPOBefieHe 3 METO0 BUSIBIIEHHS IIO3UTUBHOTO e(eKTy Bifl JofiaBaHHS
asickipeHy [0 cTaHOapTHOI Tepamil iHriditopamu AIT® abo 610KkaTopaMu peLenTopiB aHTioTeH3uHy 11
y MallieHTiB 3 IIyKPOBUM [ia0eToM 2 TUIy Ta XPOHIYHUM 3aXBOPIOBAHHSM HUPOK, CEPLEBO-CYAUHHUM
3axBOpIOBAHHSAM a0o 060Ma 3axBopioBaHHSIMU. Lle mocmigkeHHs 6yJI0 TPUIUHEHO JOCTPOKOBO Y
3B’I3KY 3 MiIBUILIEHUM PU3UKOM HebaxkaHUX HacligkiB. CMepTh Bifl CEpIIeBO-CyIMHHUX 3aXBOPIOBAHb
i BUHMKHEHHS iHCYIbTYy Oy/IM YacTilIMMHU B TPYIIi, 1[0 IpHiiMara alicKipeH, HiX y IpyIi, 10
mpuiiMara 1ane6o, Ta MOBiqOMIEHHS MPo HeOaxkaHi sSBUIla i cepiio3Hi HebaXKaHi sSBUIIA
(rinepkasiemisi, rimoTeH3is i mopymeHHs GYHKINI HUPOK) OyIM YacCTilMMHU B I'PYIi, sKa IpuiiMana
ajickipeH, HiX y rpymi, fika mpuiimMara miamne6o.

PapMaKOKIHETUKA.

OgpHoyacHe BBefeHHfl OfiMecapTaHy Mefokcominy, aMnoguniHy Ta ripgpoxnopoTtiasupgy
HEe Mano KNiHiYHO 3Hauyyworo BMNAMBY Ha (PapMaKOKiHeTUKY Oyab-fKOro 3 KOMMOHEHTiB
y 3p0poBux [o6poBONnbLiB.

Micna nepopanbHoro 3actocyBaHHs Ceikapy HCT y 3p0poBux popocnmx pobpoBonbuiB
MakKCUMaNbHa KOHUEHTpauifs osiMecapTaHy, aMnoguniHy Ta rigpoxjnopoTia3ugy B
nna3Mi ctaHoBuTb npubnusHo 1,5-3 roguHu, 6-8 rogmH i 1,5-2 roguMHu BignosifHo.
WBupokicTb 1 CTyniHb BCMOKTYBaHHA oOJfiIMecapTaHy MepfokcoMiny, amnoguniHy Ta
rigpoxnopoTia3uagy Taki X, fAK1I nNpu 3acTocyBaHHl1 OBOKOMMNOHEHTHO1 ¢ikcoBaHOl
KoMOiHauii onMecapTaHy MeOoOKCOMifny Ta aMnoauniHy pa3oM 3 OOHOKOMMOOHEHTHOI
TabneTkow rigpoxnopoTtia3uay abo npu 3acTocyBaHHi OBOKOMNOHEHTHOI ¢ikcoBaHOl
KoMbiHauii ofnMecapTaHy MepokKcoMiny Ta rigpoxnopoTtia3ugy pa3oM 3
OO0HOKOMNOHEHTHOKW TabneTkow amnoguniHy B Takux Xe po3ax. [lpunom ixi He BnnuMBae
Ha 6iogocTynHicTb npenaparty.

OnMecapTaHy MefgoKcoMmin

BcmoxmysaHHA ma po3nodin

OnMecapTaHy MeIOKCOMIT - Ile IPOJIiKK. BiH IIBUAKO ITepPEeTBOPIOETHCS Ha (hapMaKOJIOTi4HO
aKTUBHUY MeTaloJIiT oJIMecapTaH IIif fi€lo ecTepa3 y CIU30Bil 000I0HII KAIIEYHUKY Ta B
IIOpTaIbHiM KPOBi i Yac BCMOKTYBaHHS Y TPAaBHOMY TPakKTi. Y maa3mi KpoBi abo y mpopyKTax
BUBEJEHHS HellepeTBOPEHUN oJIMecapTaHy MegoKCOMin abo G0KOBUI TaHIIOT MENOKCOMINIbHOL TPYIH
He BusBnanucs. Cepenusa abcomoTHa 610M0CTYyIHICTE oJIMecapTaHy y ¢popMi TabIeTOK CTaHOBUIIA
25,6 %.

Cepenns MakcuManbHa KoHueHTpailis (C,,,,) olIMecapTaHy B IJa3Mi KPOBi JOCATAEThCS ITPUOIU3HO
yepe3 2 TOOUHY MICJIS IepOpaIbHOr0 3aCToCyBaHHA. KOHLIEHTpaLlisl oJiMecapTaHy B IIJla3Mi KPOBi



30iMbIMyETHCS MPUOIU3HO NTiHINHO 3i 30i/IbIIeHHSIM 0OHOPa30B0i1 031 10 80 MT.

[>xa BusiBNA€ MiHiMaNbHUI BIIMB Ha 6i0MOCTYIHICTL OJIMecapTaHy, TOMy OJIMecapTaHy Mef0KCOMi
MOXKHa 3aCTOCOBYBATH HE3aeXKHO Bifl BXXWBaHHA 1Ki. KimiHiuHO 3HaUyIIMX BiIMiHHOCTEH Y
dbapMakokiHeTHIli oiMecapTaHy B 0ci0 pi3HOi cTaTi He BUSIBIIEHO.

OnmecapTaH aKTUBHO 3B’SI3y€EThCS 3 OinkaMu KpoBi (99,7 %), omHaK PU3UK KITiIHIYHO 3HAYYIIUX
KOHKYPEHTHUX B3a€MOJIl 3 iHIUMMU ITpellapaTaMy, 1110 aKTUBHO 3B’SI3YIOThCS 3 OimKaMu
KPOBi, TOCTaTHLO HU3bKHUH. [lifTBEPAKEHHSIM LIbOTO € BiICYTHICTh TaKOl B3aEMOMII MiX
oIMecapTaHy MeJOKCOMiioM Ta BapdapurHoM. OnMecapTaH HE3HAYHOI MipOIO 3B’SI3YETHCS 3
KJIiTUHaMU KpoBi. CepenHiit 06’eM pO3MOMiny Mic/isg BHYTPIIIHLOBEHHOTO 3aCTOCYBaHHS
HeBUCOKHUH (16-29 n).

Metaboni3m Ta BuUBEOEHHSA

3arajbHUY MJIa3MOBUI KJTipEHC OJIMecapTaHy 3a3BUuali CTaHOBUTH 1,3 n/roguny (KoedimieHT Bapiatii
19 %) i BigHOCHO HEeBeIMKNH IOPIBHSAHO 3 IIE€YiHKOBUM KPOBOTOKOM (mpubnu3Ho 90 n/roguny). Ilicns
OIHOPA30BOT0 MepOpanIbHOro 3acTocyBaHHs 14C-MideHOTO 0OIMecapTaHy MegokcoMiny 10-16 %
PaioaKTUBHOI PEYOBMHU BUBOJIMIIOCH i3 ceyelo (3me0iIbIIoro mpoTsaroM 24 ToguH Mics
3aCTOCYBaHHS), 3a/IMIIOK BiZHOBJIEHOI palioakKTUBHOI PEYOBUHU BUBOAUBCA 3 (ekamigmu. Ha ocHOBI
CHUCTEMHOI JOCTYIIHOCTI (25,6 %) MoXkKHa po3paxyBaTH, 1[0 HUPKaM1 BUBOAUTHCS pubau3Ho 40 %
oJiMecapTaHy, a renarobinmiapHoio cuctemoo - 60 %. Bcs BifHOBIEHa pafioaKTUBHICTE Oyria
BifIHECeHa [0 oyiMecapTaHy. [HIINX 3HaYyLIMX MeTaboIiTiB 3HalneHo He Oyno. KHIIKoBo-eyiHKOBa
PELUPKYIISIlis oIMecapTany MiHiManbHa. OcKinbKu GinbIlla YacTHHA OIMECApPTaHy BUBOTUTHCS 3
JKOBYIO, TO HOT'0 3aCTOCYBaHHS XBOPUM i3 OiniapHOI0 0OCTPYKITi€I0 IIPOTHUIIOKA3aHO (IUB. PO3MiN
«ITpoTUIOKa3aHHS»).

TepmiHanmbHUY TTepiof HaMiBBUBENEHHS OlIMeCapTaHy Iicyisi 6araTopa3oBOro IePOPaIbHOTO
3acTocyBaHHS KonuBaeThCs Bif 10 go 15 rogus. CTaH piBHOBAru OOCATAETHCS IICIS MEePIIUX KiTbKOX
103, a micng 14 ni6 6araTopa3oBoro 3aCTOCYBaHHS ITOJAJIBIIOI KyMyJIAIlil He CIIOCTePiraeThCs.
Hupkosuii KjipeHc cTraHoBUB mpubnusuo 0,5-0,7 n/roguHy He3aneXkHO Bifl 403U Ipenapary.

B3aemo0is 3 iHWuMuU AiKapcbKumu 3acobamu
Jlikapcbkuit 3acib KojeceBeaM, 1110 3B’I3y€ XKOBYHI KUCTIOTH.

Croinpauu npuiioM 40 Mr onmecapTaHy MemokcoMiny i 3750 Mr KoneceBenaMy TigpOXJIOPUAY Y
3MOPOBUX MOOPOBOJIBLIIB MPU3BOAUB [0 3HUKEHHS C, .. onmMecapTaHy Ha 28 % i mo 3uuxkenHss AUC
onMmecapTaHny Ha 39 %. Menmmi Buius, 3uukeHHd C,. 1 AUC Ha 4 % i 15 % BignosigHo,
CIIOCTepiraBcs, KOJIU OJIMecapTaHy MeJOKCOMIJI IprU3Havyasy 3a 4 TOOUHY OO0 IPUMOMY KOJieceBeIaMy
rigpoxsopuny. Yac HaliBBUBeeHHS OJIMecapTaHy 3HUXKyBaBcs Ha 50—52 % He3anexkHO Bif TOTO,
IIpu3HayvaIucs IpenapaTy CIiJIbHO YU IIPUIOM OJIMecapTaHy BinOyBaBcs 3a 4 TOOUHHU [0 IPUMOMY
KOJIeceBeJlaMy Tifipoxopuny (OuB. po3min «B3aeMopis 3 iHIMMMY TiKapchKUMU 3acob6aMu Ta iHIIi
BUMIM B3aEMOTIN»).

AmnoguniH
BcMoKTyBaHHA Ta po3nonin

Micna nepopanbHOro 3acTOCyBaHHA Yy TepaneBTUMYHMX [o03ax amnoguniH pobpe
BCMOKTYETbCA, NikKoB1 KOHUeHTpaulil B KpoBi pocsirawTbCsd 4vepe3 6-12 roguMH nicng



npuvoMy. AbconwTHa 6i000CTYNHiCTb CTaHOBUTb nNpubnusHo 64-80 %. 06'em
po3noginy ctaHoBuTb npubnusHo 21 n/kr. JocnigxeHHa in vitro nokasanu, wo
npubnn3Ho 97,5 % UMPKYWKWYOro aMnoguniHy 3B'A3y€eTbca 3 6inkamm nnasmu.

BCMOKTYyBaHHA aMinoguniHy He 3anexuTb Bif CYynyTHbLOro BXMBAHHA IXi.

Metabo0ni3M Ta BUBEOEHHS

Ilepion HamiBBUBEOEeHHS 3 IIJIa3MU KPOBi KONMMBAETHCA Bif 35 Mo 50 roguH i 3alIUIIa€THCA HE3MIHHAM
IIPY IIOEHHOMY OTHOKPATHOMY 3aCTOCYBaHHi. AMJIOAUIIIH 3HAYHOIO Mipoio MeTaboJIi3yeThCs 3
YTBOPEHHSIM HEAKTUBHUX MeTaboiTiB. Bu3bko 60 % MpuUUHSITOI 03U BUBOJUTHCS i3 cedelo, 3 HUX

10 % - y He3MiHeHOMY BUTJISL.

[ippoxnopoTtia3ug

BcMoKTyBaHHA Ta po3nonin

MNicns nepopanbHOro 3acTOCyBaHHA OfIMecapTaHy MefQoKCOMiny Ta rigpoxnopoTtia3upgy
B KOMOiHauii cepepHiW 4YacC [OOCATHEHHA MaKCUManbHOI KOHUEeHTpauii
rigpoxnopoTtia3ugy cTaHoBuUTb 1,5-2 roguHu. ligpoxnopoTtia3umpg —68 % 3B'A3y€ETbCA
3 6inkamMu nna3mm, a Moro ysaBHui 06’'emM posnopginy ctaHoBuTb 0,83-1,14 n/kr.

MeTaboni3M Ta BUBEOEHHSA

FippoxnopoTia3upg B OpraHismi noguHn He MeTaboni3yeTbCA Ta Malke MNOBHiCTH
BMBOOUTbCA B He3MiHeHOMy cTaHi 13 cevew. [lpubnu3Ho 60 % nepopanbHOL po3wu
BUBOOUTbLCA B HEe3MiHeHOMYy Burnani snpopoBx 48 rogouH. HupkoBun KnipeHc
CTaHOBUTb npubnmsHo 250-300 ™Mn/xs.. KiHueBui nepion HaniBBWUBEOEHHSN
CTaHOBUTBL1O0-15 roguH.

dapMakoKiHETHKA B OKPEMUX I'PYII NAIliEHTIB
ITauienmu aimHbo20 8iKYy (BIKOM 8i0 65 pokias)

IoBefneHo, 110 Ipu apTepianbHil rineprensii AUC onMecapTaHy y piBHOBa:XKHOMY CTaHi
30inbmryBanacs npubau3Ho Ha 35 % y JIiTHIX namieHTiB (BikoM 65-75 poKiB) 3 apTepianbHO0
rinepTeH3i€l0 MOPIBHSHO 3 MOJIOALIOI0 I'PYIIOI0 Ta NpubIN3HO Ha 44 % y myKe JiTHIX HaIieHTiB (= 75
PoKiB) (muB. po3min «Croci6 3aCTOCyBaHHS Ta HO3U»).

YJacTKOBO Ile MOXKHa MOSICHUTH MOMIPDHUM 3HUXKEHHSIM (DYHKII1 HUPOK, 3a71eKHUM Bifl BiKy B JaHIil
rpymi nauiesTis. OfHaK A7 Nali€HTIB JITHBOTO BiKy PEKOMEHAYETHCSA TOU CaMUM PEeXUM OO03yBaHHS,
10 ¥ [JIs iHINMX TallieHTiB, aje MpHU I[bOMY CJIifl 3 06epeKHICTIO MiIBUITYBaTH NO3Y IIpPemnapary.

Yac gocsArHEHHST MaKCUMaJlbHOI KOHI[eHTpallil aMJIOAUIIIHY V [IJTa3Mi KPOBI OHAKOBHY Y Malli€HTIiB
CTapILLIOr0 Ta MOJIOALIOrO BiKy. YV HAIi€HTIB JIITHBOTO BiKYy CIIOCTEPIra€ThCA TEHIOEHLIs 0 3MEHIIEHHS
KJIIpEHCY aMJIOfHUIIIHY, 1[0 IPU3BOAUTE A0 mifsuiieHHs AUC Ta TpuUBaIOCTi epiofy HalliBBUBEEHHS.
[TigBumenHs AUC Ta TpuBaIiCTh IIepiofy HalliBBUBEEHHS Y MAIli€HTIB i3 3aCTiHOI CEPIEBOI0
HEeIOCTaTHICTIO BifTIOBimamy O4ikKyBaHHSAM [JIs Li€l BikKOBOi rpymnu (OuB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

06bMexeH1 paHi palTb 3MOry MpUNYCTUTKU, WO CUCTEMHUN KNipeHC ripgpoxnopoTia3ugy
3HUXYETbCA Yy 300POBUX Ta Y NMiTHiIX nauieHTiB 3 rinepTeH3ie€w MOPiBHAHO 3
MONOAMMM 300POBUMKU [0OPOBONBLLAMM.



Oitn

€EBponencbke areHTCTBO 3 NikapCbkux 3acob6iB BigmoBunocs Bip 3060B'f3aHHA
npenctaBuTu pe3ynbTaTtu pocnigxeHb npenapaty Cesikap HCT y BcCix nigrpynax
negiaTpuMyHMX NauieHTiB 3 eceHuianbHOW rinepTeH3iew.

ITopyweHHA PYHKUIT HUPOK

Y manieHTiB 3 mopyIIeHHIME QYHKINI HUPOK JIETKOT0, IOMIpHOTO Ta TsxkKoro crynens AUC
oJIMecapTaHy y PiBHOBaXKHOMY CcTaHi Oya BigmoBigHO Ha 62 %, 82 % Ta 179 % Buimoio
TIOPiBHSHO 3i 3mopoBuMU 100poBobLIMU. [Tepiof HaliBBUBEeIEeHHS TiIPOX/IOPOTia3uAy y MallieHTiB 3
OpYyIIeHHAMHU QYHKIIIi HUPOK 30inbiIeHNH.

dapmakoKiHeTHKa OJIMecapTaHy MeJOKCOMINY y HallieHTiB, sKi IPOXOOsATh IeMofiajli3, He BUBUYEHA.

AMITOUIIIH 3HAYHOI0 Mipoio MeTabomi3yeThCs 0 HeaKTUBHUX MeTabomiTi. 10 % mpemapaty
BABOIUTHCS i3 ceuelo y He3MiHeHOMY CTaHi. 3MiHa KOHIIEHTpallil aMJIOAUIIIHY y IIJIa3Mi KPOBi He
KOPEJIIOEThCS 3i CTyIeHeM IopyIIeHHS QPyHKIl HUPOK. TaKuM XBOPUM aMJIOAUIIIH MOXKHA
IIpU3HA4YaTH y 3BUYaMHUX A03aX. AMJIOOUIIIH He BUBOAUTHCS 3a JOIIOMOTO0 Hiai3y.

[Tepion HamiBBHBeEeHHS TiIPOXIIOPOTia3uAy 30iMbIIYETHCS Y MAI[iEHTIB 3 MOPYIIEeHHAM QYHKII1
HUPOK.

ITopyweHHA pYHKUII neviHKu

[Ticns ogHOPA30BOTO IEPOPaIbHOTO 3acToCyBaHHS 3HaueHHS AUC onMmecapTaHy Oy/id BifIIOBiIHO Ha
6 % Ta Ha 65 % BUIIMMH y XBOPHUX i3 MOPYIIEHHIMHU QYHKIIII TeYiHKY JIeTKOTro abo IOMipHOTO
CTyIeHsI TIOPiBHSHO 3i 3mopoBUMHU T00POBObIISIMU. He3B’si3aHa ¢Gpakiiisi oaMecapTaHy 4epe3

2 TOOWHY TIiCIst 3aCTOCYBAHHS Y 3M0POBUX NOOPOBOJIBINB, Y XBOPUX 3 JIETKUM ab0 IOMipHUM
nopymeHHAM QyHKII nedinky craHoBmwia 0,26 %, 0,34 % Ta 0,41 % BignoBigHO.

[Ticrs moBTOpPHOTO 3acTocyBaHHA cepenHs AUC onMecapTaHy y XBOPUX 3 IMOPYLIEHHIM (QYHKIIi1
NIEeYiHKM CEPeNHbOT0 CTYIEHS TAXKKOCTI Oysa Ha 65 % BHUIIOI0, HiX Yy 3I0POBUX T0OPOBOJIBLIIB.
CepenHni 3HaueHHd C,,, 0OIMecapTaHy y XBOPHUX 3 MOPYIIEHHSAM (QYHKIIil IEYiHKKA Ta 30OPOBUX
moOpoBobLiB Oymu momiOHi (quB. po3minu «Croci6 3acTocyBaHHS Ta m03u», «OCOOIUBOCTI
3aCTOCYBaHHS»).

KiniuHi maHi 110710 3aCTOCYBaHHS aMJIOAUIIIHY MallieHTaM 3 MOPYIIeHHAM (QYHKIII IeYiHKY OyxKe
oOMexeHi. Y XBOpUX 3 MOPYLUIeHHSAM (QYHKITI MeYiHKy CIIoCTepiraeThCsl 3HUKEHHS KITipeHCy
aMJIOMUITIHY Ta MOOOBXKEHHS MepioAy HalliBBUBEEeHHS, 110 MPU3BOAUTE [0 306inmbinenHs AUC
npubnu3no Ha 40-60 % (muB. po3minu «Crocib 3acTocyBaHHS Ta go3u», «OCo6IUBOCTI
3aCTOCYBAHHS»).

lMeyiHKOBa HEOOCTATHiCTb CYTTEBO He BMAMBAE Ha (GapMaKOKiHETUKY
rigpoxnopotia3supy.

ITokniHiuHI OaHi 3 6be3neku

MNoBTOpHe OOCNigXeHHA TOKCMYHOCTL [03 Ha Wypax noka3ano, wWo kKoMbiHoBaHe
BBEOEHHA OfIMecapTaHy Me[foKCOMiny, amnoguniHy Ta ripgpoxsopoTtia3ufly He MOCUIIKE
HiSIKUX paHiwWe 3apeecTpoBaHUX Ta 1CHYWYMX TOKCUYHUX SIBULW, OKPEMUX KOMMOHEHTiB,
a TAKOX He BUKNMKae OyOob-fAKOI HOBOI TOKCMYHOCTi. Takox He cnoctepiranocs
XOOHMX TOKCUKONOriyHMX CUHepriyHux edekTiB.



XooHMX popaTKOBUX [JOCNifgxXeHb WOQO MyTareHHOCTi, KaHUEpPOreHHocTi Ta
TOKCUYHOCTL BiffHOCHO penpoaykTuBHOl akTuBHOCTi pans npenapaTty Cesikap HCT He
npoBOAMNOCA 3 OrNfAQy Ha 3po3yMinun npodinb 6e3nekKn OKpeMux aKTUBHUX
efieMeHTiB.

OnMecapTaHy MeIOKCOMin

Y mocnimKeHHSX XPOHIYHOI TOKCHYHOCTI Ha 11ypax i cofakax eekTu onMecapTaHy MeIoKCOMiny
Oynu cxX0Xi 3 TAKUMH iHIINX aHTAroHicTiB perentopiB AT, Ta iuribitopiB AII®: migBUIEHHS PiBHS
cevyoBuHu (BUN) i KpeaTuHiHy B KPOBi, 3HUXKEHHS MaCU CepLs, 3HUKEHHS ePUTPOLUTaPHUX
rapaMeTpiB (KOHIIEHTPAIlisl epUTPOLUTIB i reMorno6iHy, reMaTOKPUT), TiCTOJIOTiUHI 03HaKU
ypaXkeHHs HUPOK (pereHepaTuBHi YIIKOIXKEeHHS HUPKOBOTO EIiTesIiio, MOTOBIIeHHs 6a3ambHOol
MeMOpaHH, PO3MIUPEeHHs KaHamblliB). i mo6iuni peakiril, BUKIuKaHi (apMaKOJIOTiYHOO [Ti€t0
oJIMecapTaHy Me[OKCOMiy, CIIOCTEepIrajanucs TaKOX y NOKJIIHIYHUX OOCIIIIXKEHHIX 3 IHIITUMUI
aHraronictamu penenrtopa AT, Ta inriditopamu AIT® i MoXyTh OyTU 3MeHIIEH] MIJITXOM NOLaBaHHSI
HaTpil0 XJIOPULY BCEPEAUHY.

[Tomi6HO mo iHmwWX aHTaroHicTiB penientopa AT,, omMecapTaHy MegOKCOMin 30i/IbIIy€e YacTOTy
XPOMOCOMHUX PO3PUBIB ¥ KyJIbTYPi KJIiTUH in vitro. Bignosiguuil edekT He crocTepiraBcs y OeKinbKox
OOCIIIXXKEeHHSX In Vivo, Ie oJIMecapTaHy MeIOKCOMiI 3aCTOCOBYBa/IM B y2Ke BUCOKUX [03aX, aX [0
2000 Mr/Kr BCcepeguHy. 3arajaoM pe3yiabTaTh BCEOIUHOr0 JOCTigKeHHs Ha TeHOTOKCUYHICTh TOBOPSITh
IIPO Te, 1[0 TeHOTOKCUYHA [Iif 0OJIMecapTaHy IIpU KIIiHIYHOMY 3aCTOCYBaHHI MaJIOMMOBIpHA.

He Oymo BUSIBIIEHO KQHIIEPOT€HHOTO BIIMBY OJIMECAapTaHy MEOOKCOMINYy y ITypiB Ta TPAaHCTEHHUX
MUIIIEH.

Y mocnifKeHHSIX pePOAYKTUBHOI TOKCUYHOCTI Y IIypiB OJIMecapTaHy MefOKCOMiJl He BIJIMBaB Ha
(GbepTuNIbHICTh 1 He YMHUB TEPATOTEeHHOI Ail. K y pa3i 3acTOCyBaHHS iHIIMX aHTArOHICTiB PeLeNITOPiB
aHrioTeH3uny lI, micisa ekcro3uilii oaMecapTaHy MeOOKCOMiNIy BHKMBAHHS ITOTOMCTBa 0yJ10
3HUKEHO, a ¥ CaMOK, SKi OTpUMYBa/Iu IIpefapaT Ha MMi3HiX TepMiHax BariTHOCTI i i Yac nakratiii,
Bifl3HaYasiacd AuiaTallis HUPKOBUX MHUCOK. He OyJ0 BUSIBIEHO (PETOTOKCHYHOIO BIIJIUBY ¥ KPOJIiB.

Amonounin
PenpodykmugHa moKcu4Hicmb

HocrnigXeHHS penpOAyKTHBHOL (PYHKIIil Ha IIypax i MUIIaX BUSBUIIM 3aTPUMKY HaCTaHHS IOJIOTIB,
30inbIIIeHHS Yacy mepeiMiB i 3MeHIIeHHST BUKKMBaHHS II0TOMCTBA IIPU IPUHOMI 103, TPUOIU3HO B
50 pasiB 0inbImIKX, HiXK MaKCHMa/lbHa peKOMeH0BaHa [i03a OJIs JIIOAUHY, IKa IPYHTYEThCS Ha
po3paxyHKy Ha 1 KT MacH Tina (MI/KT).

ITopyweHHA pepmusbHOCMI

BrnnuBy Ha (epTUIBHICTS y IIypiB, SKi OTPUMyBa/IX aMJIOAUIIIH (CaMLli IPOTAroM 64 [HiB, CAMKH 3a
14 pHiB mo cnapioBaHHA) B go3ax o 10 mr/kr/mo0y (1o y 8 pasis (Maca Tina maiji€HTa gOpPiBHIOE

50 KT) nmepeBulllye MaKCUMaJIbHO PEKOMEHI0BaHy A03Y OJId JIIOAUHY, iKa CTaHOBUTH 10 MT B
TepepaxyHKy Ha Mr/M°), BUSIBIIEHO He Gy710. B Xofi iHIIOro moClifKeHHs, B SKOMY CaMIli ITypiB
OTPUMYBAJIX aMJIOUIIiHY GecunaT mpoTsaroM 30 gHIB y m03aX, MOPIBHSAHHUX 3 03010 IS JIIOOUHU B
nepepaxyHKy Ha MI/KT, OyJI0 Bifl3HaYeHO 3HUKEHHS KOHIIeHTpPaIliX (HOMiKyI0CTHMYTI0I040T0
TOPMOHY 1 TECTOCTEPOHY B IJIa3Mi, & TAKOXK 3HUXKEHHS IIIJIbHOCTI CIIePMHU, 3MeHIIIeHHS KiJIbKOCT1
3pinux cuepMmatup i KiaituH CepToi.

KaHuepoezeHes, mymazeHes



BumpoOyBaHHS Ha IMypax i MUIax, SKi OTPHMYBaIu aMIOIHUITIIH 3 12Kel0 IPOTATOM [IBOX POKIB y
KOHIIEHTPALlifX, pO3pax0BaHUX 115 BifTBOpeHHs H060Bux mo3yBausb 0,5, 1,251 2,5 mMr/kr/moby, He
BUSIBHJIM O3HAK KaHIlepOoreHHOCTi. HaliBuia mo3a ([1st Muillell eKBiBaJleHTHA MaKCUMaJIbHIN
pekomeHaoBaHiu 703i 10 Mr B mepepaxyHKy Ha MT/M’, a s IIypiB - B IBa pa3u BUIlle MaKCHMaJIbHOI
PEeKOMeH0BaHO1 103u) Oysa 61M3bKa A0 MaKCUMaJbHOI IIEPEHOCHMO] 103U [AJIST MUIIEH, aje He O
IIypiB.

HocmimKeHHS MyTareHHOCTi He BUSBUIY II0B’sI3aHUX 3 IIpenapaTtoM edeKkTiB Ha piBHI reHiB abo
XpPOMOCOM.

limpoxmopoTiasun

HemenaHoMHUll pak wKipu

3a OOCTYNHUMU JaHUMHU elifeMioJIOTiYHUX AOCIIIXKeHb, iCHYE KYMYJIATUBHUN N0303aJIeKHUU
B3a€MO3B’130K MiXK 3aCTOCYBaHHIM TiIPOXJIOPOTia3uAy Ta PO3BUTKOM HEMEJIAHOMHOTO paKy LIKipHu.
3adikcoBano 71 533 Bunagku 6a3abHOKIIITUHHOTO paKy IWKipu Ta 8 629 Bumaakis
IIJIOCKOKJTITUHHOTO paKy IIKipH ¥ gociigKeHHi 3a ydacTio 1 430 833 Ta 172 462 ocib BigmosigHO.
3acToCcyBaHHS BUCOKHUX 03 rigpoxopoTia3uny (= 50 000 Mr KymMyssTUBHO) OYJ10 IOB’I3aHO 3i
CKopuroBaHuM Koediuientom pusuky 1,29 (95 % [I: 1,23-1,35) ans 6a3anbHOKIITUHHOTO PaKy
mkipu Ta 3,98 (95 % [I1: 3,68-4,31) ansg mIOCKOKIITUHHOTO paky ImKipu. CrocTepiraBcs 4iTKui
BIIJIUB KYMYJISITUBHOIL 003U SIK TP 6a3abHOKIIITUHHOMY PaKy IIKipH, Tak i TPy IJI0CKOKITiTHHHOMY
paky wKipu. IHIe gocmigKeHHs M0Ka3aao MOKJIUBUM 3B 130K MiXK BUHUKHEHHSIM PaKy I'y0
(TITOCKOKTITUHHUY PaK IIKipH) Ta eKCIO3UIli€l0 TigpoxaopoTia3uny: 633 BUMagku paky ryd y
mocimKeHHi 3a yyacTio 63 067 ocib, 3 BUKOpPUCTaHHSIM CcTpaTerii Bubipku pusuky. Brius
KyMYJISITUBHOI I03u OyJ10 MPOIEMOHCTPOBAHO 31 CKOPUTOBAHUM KoedimienTom pusuky 2,1 (95 % II:
1,7-2,6), 3 migBuIeHHSIM 1bOTr0 KoedimieHTa 1o 3,9 (3,0-4,9) npu 3acTOCyBaHHI BUCOKOI 03U

(~25 000 Mr) Ta mo 7,7 (5,7-10,5) nmpu BUKOpUCTaHHI Halbinbinoi KyMmynsatuBHoi fo3u (~100 000 Mr)
(ouB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

KrinigHi xapaKTepHCTHKH.
IToka3zanHus.

JlikyBaHHS eCeHIlia/IbHOI rinepTeH3il.
ITodamkoea mepanis.

Ipemapat CeBikap HCT npu3Ha4aioTh JOPOCIKM IalliEHTaM, apTepialbHUNM TUCK SKHUX
He[IOCTAaTHbO KOHTPOJIIOETHCS 3aCTOCYBaHHAIM KOMOiHallii olTMecapTaHy MeIOKCOMiNy Ta
aMJIOOUITIHY K IBOKOMIIOHEHTHOTO JIiIKapChKOI0 3aco0y.

3amicHa mepanis.

[Tpenapat CeBikap HCT npu3HaualoTh K albTepHATUBHY Tepallilo JOPOCIUM IallieHTaM, y
SKUX apTepialbHUU TUCK HOPMaJIbHO KOHTPOJIIOETHCSA 3aCTOCYBaHHAIM KOoMOiHallil
oJIMecapTaHy Me[oKCOMIYy, aMJIOOUIIIHY i TIAPOXJIOPOTia3uAy K JBOKOMIIOHEHTHUX
nmikapchKuX 3aco6iB (0IMecapTaHy MeOKCOMIJI i aMmyofuiii abo oiMecapTaHy MeIOKCOMIJ i
rigpoxopoTia3un) Ta OHHOKOMIIOHEHTHUX JIiKapChKKX 3ac00iB (TimpoxiopoTia3up abo
AMJIOIUIIIH).



IIpomunoka3aHHs.
- [TigBuIIeHa YyTNUBICTD [0 AiI0UMX PEYOBHH, [0 MOXIMHUX OAUTiApOmipuauHy abo mo
cynbdaHinaMigHUX pedyOoBHH (OCKITBKY TiIpOXJI0pOTia3uy € cynbdaHinaMigHuM npemnaparoM), abo mo

Oymb-sIKOI 3 JOTIOMiKHUX PEYOBHH.

- TaxkKi nopymeHHs QYyHKIII HUPOK (AuB. po3min «OcobauBOCTi 3acTOCyBaHHSI», «®@apMaKonIoriyHi
BJIQCTHUBOCTI»).

- CriiiKa rinokajieMis, rimepkasblieMis, TiMOHATPiEMis Ta CUMITOMaTHYHA TillepypUKeMis.

- TsaKKi mopyeHHs QYHKIII MeYiHKM, X0IecTa3 Ta 00CTPYKTHBHI 3aXBOPIOBAaHHS KOBYHUX ITPOTOK
(muB. po3min «®apmMakoJIOTiyHi BTaCTUBOCTI»).

- BaritHicTh ab0 nyaHyBaHHS BariTHOCTI. fKINO Mif Yac NTiKyBaHHS UM JIiIKapChKUM 3aC000M
MiOTBEPAXKYETHCS BaTriTHICTh, HOT'0 3aCTOCYBAHHS HEOOXiMHO HEraHoO MPUIHUHUTY i 3aMiHUTH
iHITMM JTiIKapChKUM 3aC000M, TO3BOJIEHUM [0 3aCTOCYBaHHS BariTHUM (OUB. PO3MAiNK

«OcobIMBOCTI 3aCTOCYBaHHA», «3aCTOCYBAHHS Yy Mepiof BariTHOCTI abo romyBaHHs TPYONI0»).

- CymicHe 3acTtocyBaHHA npemnapaty Cesikap HCT i npenapartis, 110 MICTSTh aliCKipeH,
IIPOTUIIOKA3aHO MallieHTaM i3 IIyKpoBuM fiabeTom abo nopymeHHsM yHKIil HUpoK (IIK®

< 60 mn/xB/1,73 M?) (quB. po3minu «B3aemois 3 iHIIUMHU JTiKAPCHKUMHU 3aco0aMu Ta iHIM BUOU
B3a€EMOfiN», «PapMaKOIOTiuHi BIaCTUBOCTI»).

Yepes BMICT y IpenapaTi aMIOAUMIiHY sK Oitodol pedoBuHu CeBikap HCT mpoTunokasaHui
nalieHTaM 3:

- IIOKOM (y TOMY 4UCJIi KapaioreHHUM III0OKOM);
- TSKKOI0 apTepianabHOI IinoTeH3i€l;
- IOPYLIEHHAM BiTOKY KPOBI i3 JIIBOTO IIIyHOYKa (HAIpUKJIIa[, CTEHO3 a0PTH TAKKOIO CTYIIEHS);

- TeMOIMHaMiuyHO HeCcTabi/IbHOIO CepIleBOI0 HeIOCTATHICTIO IMiC/Is TOCTPOro iHpapKTy MioKappa.

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

OgHo4YacHe 3acToCYyBaHHS HE PEKOMEHOYETbCHA

lpenapatn nirtiiw

[Tpu ogHOYACHOMY 3aCTOCYBaHHi IIpemapariB JIiTiio 3 iHribiTopaMu aHTiOTEH3UHIIEPETBOPIOBAJILHOTO
(dbepMeHTYy Ta iHOfi 3 6/10KaTOpaMu pellenTopiB aHTrioTeH3uny Il crioctepiranocs o60poTHE
30inbIIeHHS KOHIIEHTPAIIil JIiTif0 Y CHPOBATIIi KPOBi Ta #0ro TOKCUYHOi mii. Kpim Toro, 3a HasiBHOCTI
Tia3U[iB HUPKOBUU KJIIPEHC JIiTiI0 3HUXKYETHCS, TOMY PU3UK KOTO TOKCUYHOL il Ha TJIi 3aCTOCYBaHHS
rimpoxopoTia3umy Moxe 30inblIyBaTrcs. Y 3B’I3Ky 3 1M 3acTocyBaHHs npemnapaty CeBikap HCT
y TIOEMHAHHI 3 JIiTiEM He peKOMEHAYEThCA. Y MallieHTiB, IKUM IIi TpernapaTd HeoOXimHO
IIpU3Ha4YaTy OOHOYACHO, ITifl Yac JIiIKyBaHHS PEKOMEHYETLCS PETEIbHO KOHTPOJII0BATH
KOHLIEHTPAIIIO JIiTi0 B CUPOBATL KPOBI.



CnisibHe 3aCMOoCYBAHHSA 3 HUMCYE3A3HAYCHUMU AiKAPCbKUMU 3dc0baMu 8uMdzae obepexicHocmi

baknogeH
MoxnvMBe MOCWMIEHHS aHTUIriNepTEeH3UBHOro edeKkTy.
HectepoigHi npotu3anasnbHi nikapcbki 3acobu (HI133)

HN33 (Hanpuknap auetuncaniuymnosa kucnota (> 3 r/poby), iHribitopm UOM-2 Ta
HecenekTuBHi HM33) MoOXyTb nocnabnatm aHTUrinepTeH3uBHY Q[Oil Tia3MAQHUX
piypeTtukiB Ta 6nokaTopiB peuenTtopiB aHrioteH3auHy II. Y pedkuMx NauyieHTiB 3
NOpYywWeHHsIM QYHKU1l HMPOK (Hanpuknap, 3HeBOoAHeH1 nauieHTn abo ocobu NiTHBLOrO
BiKy 3 nopyweHHAM ¢yHKL1I HWMPOK) oOOHOYACHe 3aCTOCYBaHHA aHTaAroHicCTiB
peuentopiB aHrioteH3mHy II Ta iHri6iTopiB UMKIOOKCUIrEeHa3n MOXe MpPUM3BECTM [0
noganbworo noripweHHda ¢YHKU1iI HWUPOK, BKIIWYAKWYU MOXSIMBY TOCTPY HUPKOBY
HEQOCTaTHiCTb, fika 3a3Bu4yaum € obopoTHow. ToMy KoMOiHauiw cnip 3acTtocoByBaTu 3
obepexHicTiw, ocobnuMBo naui€eHTaM NiTHbOro BiKy. [laui€HTM NOBUHHiI 6yTHK
[OCTaTHbO rigpatoBaHi. HeobxipgHo KOHTponwBaTM ¢YHKULilW HUMPOK nicna noyaTky
cninbHOol Tepanil Ta nepioguyHO nNifg 4Yac Kypcy niKyBaHHS.

Cnig 6bpatu po yBaru npu O4HOYaCHOMY 3aCTOCYBAHHI
AMI@POCTUH

Moxe nocunwBaTUCA aHTUrinepTeH3uBHa Oif.
IHwi 2inomeH3u8Hi 3acobu

AuturinepTtensuBHui epekT npemapaty CeBikap HCT Moxke mocumtoBaTUCS y pa3i ©0ro
3aCTOCYBaHHS OOHOYACHO 3 iHIIMMU IIpernapaTaMi, AKi 3HUKYIOTh apTepialbHUMN TUCK.

Emusosuil cnupm, 6apbimypamu, HAPKOMUYHi aHasi2emuku ma aHmudenpecaHmu

MoOXKyTb IOCUTTUTHUCS TIPOSIBU OPTOCTATUYHOI TiOTeH3ii.

[ToTeHIIiHO MOXKINBI B3a€MOI1 3 oIMecapTaHy MeOoKCOMiIoM

OpmnoyacHe 3dCTOCYBAaHHA HE PEKOMEHIOYETLECA

IH2i6imopu AII®, 6a0kamopu peuenmopis aHeiomeH3uHy II abo anickipeH

OaHi KNiHi4yHMX pocCnigxeHb MoKa3anu, Wo noaBiMHa 650Kapa CUCTEMU PEH1H-
aHrioteH3uH-anbpocTepoH (RAAS) 3a ponoMorow KOoMOiHOBaAHOro 3aCTOCYBaHHSA
iHri6iTtopis AN®, 6nokaTopiB peuentopiB aHrioteH3uHy II abo anickipeHy
nos’'a3aHa 3 6inbll BMCOKOW 4YacCTOTOKW HECNPUATAMBUX HACNifKiB, TakKux fK
rinoteHsis, rinepkaniemis Ta 3HMXeHHA QyHKUiI HMpoK (y TOMy uucni rocTpa
HUPKOBa@ HeOQoOCTaTHiCTb), Yy NOpPiBHAHH1 3 BMKOpUCTaHHAM ogHoro RAAS-piw4yoro
3acoby.

Jlikapcbki 3acobu, Wo BNANBaKWTb Ha KOHUEHTPaUll Kasaik B KPoOBI1

OpHo4YacHe 3acTocyBaHHA Kanim3bepirawyux piypeTukiB, Kaniesux pobaBok,
3aMiHHMKiIB coni, wo MicTATb Kanin, abo iHWMX nikapcCbkux 3acobiB, K1 MOXyTb
nigsuwysaTn piBeHb Kanikw B cupoBaTui kpoBi (Hanpuknapg, renapuH, iHrib6irtopwm
ANo), Moxe npu3secTu po 36inbweHHs BMicTy Kaniw B KpoBi (AguMB. po3pain



«0cobnueBocTi 3acTocyBaHHA»). PeKOMeHOYETbCA CTEXUTU 3a piBHeM Kaniw y
cupoBaTul KpoBl, AKWO nikapcbki 3acobu, AKi BnNAMBawTb Ha piBeHb Kaniw,
npu3Ha4vawTb B KoMOiHauii 3 npenapatoMm CeBikap HCT.

OopaTkoBa iHpopMauis

Jlikapcvkull 3acib xkosecesenam, u,o 38’ A3y€ HCOBYHI KuC10MuU

CrinpHe 3aCTOCYBaHHS KOJieceBeaaMy TiIpOXJI0PUAY, 110 3B’I3y€ KOBYHI KUCIOTH, 3MEHIIIYE
CHCTEMHY eKCIIO3MUIIiIO i MIKOBY KOHLIEHTPALIil0 0OJIMecapTaHy B IIJIa3Mi, a TAKOXK 3HUXKYE epPiox
HaniBBUBefeHH. [IpriioM oMecapTaHy MeIOKCOMITy SIK MiHiMyM 3a 4 TOOUHY [0 MPUNOMY
KOJIeceBeJlaMy TiIpoXJIopuay 3HUKYyBaB ePeKT JTiKapchKoi B3aemomil. Citif po3rasHyTH MOXKJIABICTh
IIPUUOMY OJIMecapTaHy MeJOKCOMiNy K MiHIMyM 3a 4 TOOUHU [0 IPUIOMY KoJieceBelaMy
rigpoxsnopuay (ouB. po3min «PapMaKOoIOTiyHi BIaCTUBOCTI»).

Micna nikyBaHHA aHTauupgoM (anMiHil rigpokcupg, MarHiw rigpokcup)
cnocTtepiranocs noMipHe 3HMXeHH O10Q0CTYNHOCT1 onMecapTaHy.

OnMecapTaHy Me[OOKCOMifl He Ma€ CYTTEBOro BMNAMBY Ha ¢apMakokiHeTuky abo
papmakogmHaMiky BapdapuHy abo Ha (apMaKOKIHETUKY [OUTFOKCUHY.

OpHo4yacHe 3acCcTOCyBaHHA oOfiIMecapTaHy MeOoKCOMiny Ta npaBacTaTUHY He Mae
KNiHi4YHO 3HayuMOro BMAMBY Ha ¢apMakOKiHeTUKy OyOb-fKOro 3 uMx npenapaTis y
300poBux 0obpoBoNbLUIiB.

Y mocnimxkeHHsix in vitro KiHiYHO 3HaYYyIIOTr0 MPUTHIYEHHS O0JIMecapTaHOM aKTHUBHOCTI
iopepmentis 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 Tta 3A4 nutoxpomy P450 y mopgunu
BUSIBJIEHO He 0y110; BigHOCHO i30pepMenTiB nuToxpoMmy P450 y TBapuH oMecapTaH abo
YMHUB HE3HAYHY iHAYKYI04Y Oito, a00 He YMHUB KOMHOI. TAKUM YMHOM, KITiHIYHO 3HAUYIIHUX
B3aEMOIill MiXK OJIMecapTaHOM Ta JTiKapCbKHMU 3aco0aMH, 5iKi MeTabomi3y0ThCs 3a y4acTio
3a3HaudeHux i30pepMenTiB nuToxpomy P450, He 04iKyeThCA.

[ToTeHIIiHO MOXKJIUBI B3aEMOLil 3 aMIOOUIIIHOM

OpgHo4yacHe 3acCcToCyBaHHA MNpenapaTtiB, WO BuMara€ o0bepexHoCTi
Bnnue iHwWmMXx nikapCbkumx 3acobiB Ha Al amaoguniHy

IHriéitopu CYP3A4

OpHOYacHe 3aCTOCYBaHHS aMJIOAUIIIHY 3 CUNTbHUMU ab60 nmomipHuMH iHribiTopamu CYP3A4
(inribiTopamMu poTeas, a30IbHUME (QYHTIIXAAMM, MaKpOJIifaMy TUIY epUTPOMIIIMHY a0
KJIapUTPOMILIMHY, BepamnaMiny abo funTiazeMy) MOXKe IPU3BECTH [0 3HAYHOTO 30i/bIIEHHS
ekcno3util amnopuminy. Kniniyauit nposs uux GapMakOKiHETUUHUX Bapialliit Moxke OyTu 6inbIu
BHpPaXKeHUM Y IallieHTiB MTHROTO BiKy. TaKMM YMHOM, MOXKYTb OyTH MOTPiOHI KITiHIYHUN MOHITOPUHT
Ta KOPUTYBaHHS [O3HU.

Indykmopu CYP3A4

OpuovacHui npuiioM 3 iHgykTopaMu CYP3A4 Moxke 3HUXKYBATU KOHILEHTPALII0 aMJIOOUIIIHY B
m1a3Mi. ToMy mig 4ac Ta micjasg OGHOYaCHOI'0 3aCTOCYBaHHS aMJIOOUIIiHY 3 iHgyKTOopaMu CYP3A4
(TakuMu SIK pudamiinuH, 3Bipo0ili 3BudaiHu) HeoOXigHUY peTelbHUM HaTJIS 3a CTAHOM ITallieHTa
Ta KOPEKIis JO3H.



[TpuiioM aMJIOOUIIIHY Pa30M 3 rpeindpyToM abo rpeundpyToBUM COKOM He PEKOMEHIYEThCS,
OCKilIbKY Y IesKUX MallieHTiB MOXKe MifIBULTyBaTUCS Gi0MOCTYIHICTE IIpenapary, 110 TPOSBISETHCS B
IIOCUJIEHHI M0r0 rimoTeH3uBHOI Mil.

IlanmpoaseH (iHpy3is)

[Tig yac mocmigkeHb Ha 1a00pPaTOPHUX TBapUHAX ITiC/IS MPUIOMY BepanaMiny i BHyTPilITHbOBEHHOT O
BBe[IeHHS JaHTPOJIEHY CIocTepiranucs GiOpuisiia IITyHOYKiB i ceplieBo-CyIUHHA HeIOCTaTHICTh 3
JleTaJIbHUM HaCIigKOM y 3B'I3Ky 3 PO3BUTKOM TillepKatieMil. Y 3B’43Ky 3 PU3UKOM PO3BUTKY
rimepkaJsieMil y malli€HTiB, CXATbHUX 00 BUHUKHEHHS 37I0KiCHOI TimepTepMil, a TakKOXK Ha TJIi Teparril
37105KicHOI rimepTepMil peKOMEHAYETHCS YHUKATU OJHOYACHOT'0 IPHUOoMY 0JI0KATOPiB KaJIbI[iEBUX
KaHaJIiB, TAKUX K aMJIOOUIIiH.

Bnnus amnoguniHy Ha I1HWI nikapcbki 3acobwu

limoTeH3uBHUY e(pEKT aMJIOAUIIIHY TOAAETHCI A0 TiOTEeH3UBHOTO e(eKTy iHIINX IIpenaparis, 110
3HUXKYIOTh apTepiabHUN THUCK.

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

CumsacmamuH

OpHovacHuM nmpuiioMm 6araTopa3oBux m03 amaomguminy (10 mr) i cuMmBacTaTury (80 MTr) IPU3BOOUTH
1o 30inbIIeHHS €KCIIO3UIlil CMMBAacTaTUHY Ha 77 % MOPIiBHSIHO 3 IIPUMOMOM TilTbKM CUMBACTaTHHY.
Ilo3a cuMBacTaTUHY [JId IALi€HTIB, 110 IPUXMaOTh aMJIOAUIIIH, He TIOBUHHA NepeBulyBatu 20 MI Ha
no0y.

Takpoaimyc

IcHye pU3UK MifBUIIIEeHHS PiBHIB TAKPOJIIMYCY B KPOBI IIpU OJHOYACHOMY 3aCTOCYBaHHI 3
amyoguninoM. [I[o6 YHUKHYTH TOKCHYHOCTI TaKpOJIIMyCy NIpU CYIIyTHHOMY 3aCTOCYBaHHI aMJIONUIIIHY,
OTPi0eH perynsipHUM MOHITOPUHT PiBHIB TaKpOJIiMyCy B KPOBi Ta y pa3i He0OXiIHOCTI - KOpPeKIis
LO3YBaHHS.

IHeibimopu mTOR (miweHi panamiyuHy)

[aribiTopu mTOR, Taki 9K cuposiMyc, TEMCUPOJIIMYyC Ta eBepoiimyc, € cybctpatamu CYP3A.
Awmnopunis - cnabkuit iHribitop CYP3A. IIpu ogHOUYacHOMY 3acTocyBaHHi iHribiTopis mTOR
aMJIO[UIIIH MOXKe MigBUIITYBaTH 1XHIN BIIJIUB.

HuxkaocnopuH

Y NpocneKTUBHOMY AOCNifAXEeHH1 y naui€HTiB 3 TPaHCN/AHTOBAHOW HUPKOK
cnocrtepiranocd B cepefgHbOMy Ha 40 % NigBWMWEHHSA PiBHA LMKAOCMOPUHY Npwu
3aCTOoCyBaHH1 ogHoYacHO 3 amnoguniHoM. OpgHoYacHe 3aCTOCyBaHHA npenaparty
CeBikap HCT Ta uMKNOCNOpWHY NigBMUYE CUCTEMHY fOil oCTaHHboro. fig 4Yac Takoro
NnikyBaHHA HeobxipgHo 3abe3neyyBaTM KOHTPOSb PiBHSA UMKAOCMOPMHY Ta y pa3i
notpebun — Kopekuikw MOro Oo3u.

[ToTeHITINHO MOXKIIMBI B3a€MO[Iii 3 TiTPOXIOPOTia3uIOM



OpHoyYacHe 3dCTOCYBAHHSA HE PEKOMEHOYETHCA

Jlikapcoki 3acobu, w,0 8n/1UBA0Mb HA KOHUEHMPAu,iro Kaaito 8 Kposi

limokaniemiyHa [is TigpoOX/JI0pOTia3uAy MOXKe IIOCUJIIOBATUCS IIPU MOT0 OGHOYACHOMY 3aCTOCYBaHHI 3
iHImMUMY TiKapchKUMU 3acobaMuy, 110 CIPUYKHIOIOTh BTPATY KaJlilo Ta rinoKajieMiio (HampuKiag 3
KaJilypeTUYHUMU OiypeTUKaMy, IPOHOCHUMHU 3acobamu, KopTukoctepoigamu, AKTT,
aMmdpoTepUIIMHOM, KapOEHOKCOJIOHOM, MeHilumIiHOM G HaTPilo Ta MOXiMHUMU CAJTiIMIIOBOI KUCIIOTH).
ToMy 3aCTOCOBYBaTH TigpPOXJIOPOTia3u OAHOYACHO 3 [IMMHU IIpeliapaTaMy He PeKOMEeHOY€EThCS.

OpmHOYacHe 3aCTOCYBAHHS, II0 BUMarae 0COOIMBOi yBaru
Coai Kanvuino

3a paxyHOK YIIOBiTbHEHHS eKCKpellil Kasbllifo Tia3uaHi OiypeTUKYU MOXKYTh 30ibIITyBaTH HOTO
KOHIIEHTPAIliI0 B CUPOBATII KPOBi. AKII0 HEOOXiIHO 3aCTOCOBYBATH MpeMapaTy Kasbllilo, piBeHb HOTO
KOHIIEHTpallil B CUpOBATIli MOTPiOHO KOHTPOJIIOBATH, a BifMOBIgHY N0O3Y KaJbllil0 - KOPUT'YBaTH.

XosecmupamiHogi ma xosecmuno/08i CMOAU

B npucyTHOCTI aHiOHOOOMiIHHMX CMOJI TTOTipPIIYETHCS BCMOKTYBaHHS TiZPOXI0POTia3uay 3 TPABHOTO
TPaKTy.

Cepuesi 21iKo3udu

3acToCyBaHHS CepLieBUX I'JIIKO3U[IB IPU3BOAUTH [0 TOTO, IO rinoKasieMid Ta riloMarHieMis, gKi
CIIPUYMHIOIOTHCS Tia3umaMu, 301/bIIYIOTh PU3UK apUTMIild.

llpenapatu, WO CNPUYUHAITL 3MIHW PIiBHA Kasik B CcuMpoBaTul KpoOBi

FinokanieMia € cnpuatnueMM GakTOPOM ONd PO3BUTKY WIYHOYKOBOIL Taxikapgil Ttuny
«nipyet» (wnyHo4ykoBoi Taxikappii). MMepioAWMYHUW KOHTPONb PiBHA Kaniw B
cupoBaTul kpoBi Ta EKI pekoMeHpoyeTbcCcs npoBoguTu, konu npenapat Cesikap HCT
3aCTOCOBYWTb 3 JiikapCbkKuMu 3acobamu, WO CNPUYMHAKNTL MOPYWEHHA piBHA Kaniw B
cupoBaTui KpoBi (Hanpuknap, rnAiko3uguM Ta aHTMAPMTMiYyHiI 3acobu), Ta
nikapcbkuMMum 3acobamu, WO CNPUYUHAKNTbL PO3BUTOK WIYHOYKOBOI Taxikappii Ttuny
«nipyeTt» (torsades de pointes) (BKnw4Yaun gedaki aHTMaApUMTMiyHi 3acobu):

- aHTuaputMiyHi npenapatu knacy Ia (Hanpuknag XiHigwWH, FigpOXiHiguH,
gu3onipamin) ;

- aHTuaputMmiuvHi npenapatu knacy III (Hanpuknag amiopgapoH, coTtanon, podeTtwunip,
ibytunin);

- pOedAKl aHTMNCUXOTUKKM (Hanpuknap TiopupasuH, XJOPNpoOMa3nH, J1IeBOMENpPOMa3wvH,
TpupnyonepasuH, uiamasuH, cynbnipup, cyntonpupg, amicynenip, Tianpup, nimMosup,
ranonepupgon, pponepunon);

- 1HWi nikapcbki 3acobu (Hanpuknap 6enpuoun, uu3anpun, oudeMaHin, epuTpoMiuuH
IV, rano¢aHTpuH, Mi3onacTuH, neHTamiguH, cnap¢nokcauuH, TteppeHaguH, BIiHXaMiH
1V).



Hedenoasapu3yroui pesakcaHmu ckeaemHux m’s3ie (Hanpukaad myboKypapuH)

ligpoxnopoTia3upg MoXke MOCUIBATH e(EeKTUBHICTh HEJETOIIPU3YIOUUX PETaKCaHTIB CKEeIEeTHUX
M’3iB.

AHmuxoaiHepeiuHi 3acobu (Hanpuk.aad amponix ma 6inepudeH)

3HUXKYIOYU MOTOPUKY IIJTYHKOBO-KUIIKOBOT'O TPAKTY Ta LIBUAKICTH CIIOPOKHEHHS LITYHKA,
AHTUXOJiHepriyHi 3aco0u MOXKYyTh 30iNblTyBaTH Gi0MOCTYIHICT Tia3UAHUX OiyPETHUKIB.

AHmuodiabemuuHi aikapcvki 3acobu (nepopasbHi npenapamu ma iHCyAiH)

Teparmist Tia3uoM MOKe BIJIMBATH Ha TOJIEPAHTHICTH [0 TIIOKO3U. Moxke OyTH HeoOXiTHa KOpPEKIIis
[O3H IIYKPO3HUAKYBaJIbHUX 3ac00iB (muB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

MemdaopmiH

MeTdhopMiH crif 3acTOCOBYBaTH 3 00€peXkKHICTIO Yepe3 PU3UK PO3BUTKY JIaKTOALU03Y,
CIIPUYMHEHOTO QYHKITIOHATbHOI0 HUPKOBOIO HEOCTATHICTIO, TKa iHOAI BUHUKAE BHACIIIOK
3aCTOCYBaHHS TiAPOXJI0POTia3umy.

Bema-6.10kamopu ma dia3okcud

limeprnikeMiuHa gis 6eTa-agpeHo0I0KATOPIB Ta [Aia30KCUAY MOXKE ITOCUITIOBATUCS IIif] BIITUBOM
Tia3umiB.

ITpecopHi amiHu (Hanpukaad HOpadpeHdaliH)
EQeKTHUBHICTh IPECOPHUX aMiHiB MOXKe 3HMUKYBATUCH.

Jlikapcuvki 3acobu, siki 3acmocosyrombscs 045 AiKyBaHHs nodazpu (npobeHeuud, cyabpiHnipazoH ma
asaonypuHo)

OCKinbKY TiIpOXJI0pOTia3up iHOMI MiiBUILye KOHIIEHTPAIlil0 CEeY0BOi KMCJIOTU B CUPOBATIIi KPOBI,
Moxke OyTy HeoOXiHa KOpPEeKIlid N03U YPUKO3YPUYHUX IIpenaparTiB, SKi 3aCTOCOBYIOTh [JIs JTiKyBaHHS
noparpu. Kpim Toro, inomi HeoOximHO 36inmbImuTH m0o3y npobeHenuny abo cynbdinmipa3ony. Y pasi
3aCTOCYBaHHS aJI0NyPUHOJy OQHOYACHO 3 Tia3U[OM 4acTOTa ajlepriYHUX peaklliil Ha ajlolypUHO
MoOxKe 30iTbIIyBaTHCS.

AmaHmaouH

Tia3umu MOXKYTh 30iNTbIITYBAaTH PU3UK PO3BUTKY MOOIYHUX PeaKIlii, CIPUYMHEHUX aMaHTagWHOM.

ITumocmamuku (Hanpukaad yukaopocpamio, memompekcam)

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

Caniyunamu

Y pagsi npuiioMy cainuaTiB y BUCOKUX [03aX TigpoxJIOPOTia3uyl MOXKe IIOCUITIOBATH 1XHIO TOKCUYHY
[ii0 Ha LIEHTpaJIbHy HEPBOBY CUCTEMY.

Memusadona



Y ny0Onikamisix onucaHo OKpeMi BUIIafKy TeMOIITUYHOL aHeMil, 110 BUHUKJIA Y 3B 3Ky i3
3aCTOCYBaHHS TiIpoxopoTia3ugy B KOMOiHAIl] 3 METHIIOIIOI0.

LukaocnopuH

OpHoYacHe 3aCTOCYBaHHS Tia3ufiB 3 IUKIOCIIOPMHOM MOXKe 30i/IbIIIyBaTH PU3UK TilepypuKeMil Ta
yCKJIaIHEeHb, aHaJIOTiYHUX ITOarpi.

TempauuxkaiH

3acTocyBaHHS Tia3UOiB OQHOYACHO 3 TETPAIMKITIHOM 30iJIbIIyE PU3UK YPEMil, 110 CIPUYUHIOETHCS
TeTPaLUKIIiHOM. [JOKCUIIMKITIHY I1ei e(peKT, IMOBIPHO, HE CTOCYETHCS.

Oco6.1ueocmi 3acmocyeaHHsi.
ITauienmu 3 2inogosemiero abo degiyumom HaAMPIo

V manieHTiB 3i 3HUXKEHUM 00’€MOM LUPKYITI0I0Y0I KPOBi Ta (a00) HU3BLKUM PiBHEM HATPiIo,
00yMOBJIEHMMH iHTEHCUBHOIO Tepalli€lo OiypeTuKaMu, HU3bKOCOILOBOIO Hi€TOM0, Miapeero abo
0JTI0BAHHSIM, MOKe BUHMKATH KJTIHIYHO BUpPaxKeHa apTepiaibHa TinoTeH3is, 0COONMMBO MiCys IepIIoro
mpuioMy mpemnapaty. 1o movyaTKy 3actocyBanHs npemnapaty CeBikap HCT 3a3HaueHi Bullle gBUllla
CJIiT YCYHYTH.

THWi A8uwa, Wo cynposooHCYytoMbCsa CMUMYAAYIEN PeHIH-aH2I0MeH3UH-a1b00CMepPoH080i cucmemu
[TamieHTH, y IKUX CYAUHHUYU TOHYC Ta (PYHKIIS HUPOK 3HAYHOI MipOI0 3ajexkaTh Bif
aKTUBHOCTI PEHIH-aHTi0TEeH3WH-aIbOOCTEePOHOBOI CUCTEMU (HAIIPUKIIAL, Y pPa3i TAKKOI
3aCTiifHOI ceplieBOi HEIOCTATHOCTI ab0 MMaTOOril HUPOK, BKIII0OYal0YM CTEHO3 HUPKOBOI
apTepil), MOXKYTh pearyBaTy Ha iHII ITpellapaTy, 110 BIJIMBAIOTh Ha 1[I0 CUCTEMY, ITOSBOIO
rOCTpPOIi apTepianbHOI rimoTeH3sii, a3oTeMii, omirypii abo B oKpeMux BUIIaiKaxX roCTPOi
HHUPKOBOI HEJOCTATHOCTI.

PeHosgacKyasapHa 2inepmeHsis

3acToCcyBaHHA IIpenaparis, 1[0 BIJIMBAIOTh Ha PEeHIH-aHTI0TEH3UH-a/IbIOCTEPOHOBY CUCTEMY, Y
TIAIiE€HTIB i3 BOOIYHUM CTEHO30M HUPKOBUX apTepiit abo cTeH030M apTepii emrHOl GYHKIIIOHYI0YO01
HUPKMY TI0B’S13aHO 3 MigBUIIEHUM PH3UKOM PO3BUTKY TSKKOI apTepianbHOI rinoTeH3ii Ta HUPKOBOI
HeIOCTaTHOCTI.

ITopyweHHA pYyHKUiI HUPOK Ma MPAHCNAAHMAUis HUPKU

[Tpu 3actocyBanni npenapaTy Cesikap HCT maliieHTaM i3 mopymeHHSAM QYHKI1 HIPOK
PEKOMEHAYEThCA IePiogUUHUYN KOHTPOJIb PiBHA KaJlilo Ta KpeaTHHIHY B CHPOBATILi KPOBI.
3actocyBanHd npenapaTy Cesikap HCT He peKOMeH0BaHO MallieHTaM i3 TSXKKUM [IOPYLIeHHIM
GbyHK1i HUPOK (KipeHC KpeaTuHiny < 30 My/xB) (guB. po3minu «Crocid 3aCTOCyBaHHS Ta JO3U»,
«IIpotunoka3zanusa», «PapMaKOoIOTiYHi BIaCTUBOCTL»).

Y marienTiB 3 mopyueHHIMHU GYHKINI HUPOK MOXKe PO3BUHYTHCS a30TeMis, CIPpUYMHEHA OiyPETUKOM.

AKIII0 HasIBHI 03HAKM 3aTOCTPEHHS MOPYIIeHHS QYHKIII HUPOK, HeOOXimHO IEePErISHYTH Tepariio Ta
PO3TISSHYTH MOXKJIUBICTh IPUNTMHEHHS 3aCTOCYBaHHS OiyPETHUKIB.



Iocsig 3acTtocyBaHHs npemnapaTy Cesikap HCT nariieHTaMm, SKi HeIloJaBHO MEPEHECH
TPaHCIIaHTAallil0 HUPKX ab0 MaloTh TepMiHAIbHY HUPKOBY HEJJOCTATHICTH (KJTipEHC KPeaTHHiHy
< 12 mn/xB), BiOCyTHiH.

ITodsitiHa 6.10Kada peHiH-aHziomeH3uH-a1b0ocmepoHoeoi cucmemu (PAAC)

OpgHouacHe 3acTocyBaHH4 iHribiTOpiB AII®, 610KaTOPiB pelenTopiB aHrioTeH3uny I abo
aJickipeHy 30iJbIITye pU3UK PO3BUTKY apTepianbHOI TinoTeH3il, rinepkanieMii i 3HUKeHHS
GyHKIII HEPOK (B TOMY YHCIIi TOCTPOI HUPKOBOI HeloCcTaTHOCTI). ToMy mopnBiiHa 61oKafa
PAAC Ha ¢oHi 0fHOYACHOTO 3acTOCyBaHHS iHTi0iTOpiB AII®, 6510KAaTOPiB pelenTopiB
anriotren3uny II abo anmickipeHy He peKOMeHAYEThCS (OUB. po3mdinu «B3aeMopmist 3 iHIUMU
nmiKapchKUMU 3aco06aMu Ta iHIIi BUOYM B3aeMOfii», «®apMaKoJIOTiuHi BlIaCTABOCTI»).

fAKio Tepamis 3 moaBiiHOI 0710Kaf00 € aOCOMOTHO HEOOXIIHOIO, TO BOHA ITOBUHHA
IIPOBOAUTUCS TiJIBKY IIiff HArIsgoM ¢axiBild, a TAaKOXK Ha (OHI PETETbHOTO CIIOCTEPEXKEHHS
3a QYHKIIi€I0 HUPOK, PiBHEM €JIEKTPOJIITIB i apTepialbHUM TUCKOM.

[TamienTam i3 miabeTu4HO HedpoIaTielo He CIIif OMHOYACHO 3aCTOCOBYBaTH iHTiOiTOpU AITD
Ta 0JI0KAaTOPH PEeLienTOPiB aHTioTeH3uHy 1.

IMopyweHHA pyHKUII neviHKu

Y nmatieHTiB i3 mopyImeHHIMU QYHKIIII Te9iHKy 30iMbIIyETHCS PiBEHD OIMecapTaHy MeLoKCOMIiTy Ta
amIoguminy (ous. po3nit «®apMaKoJIOTiyHi BIacTUBOCTI»). KpiM TOro, y nalieHTiB 3 HOPYLIEHHAMU
¢byHK1il medinku abo ITporpecyyuM 3aXBOPIOBAHHSM IIeUiHKY HEe3HAYUHI MMOPYLIEHHS BOMHO-
eJIeKTPOJIiTHOTO OalaHCy Ha TIi Teparii Tia3ugaMyu MOXKYTh CIIPUYMHUTH MTeYiHKOBY KOMY. 3 1€l
IIPUYUHY TTAIliEHTaM 3 IOPYIIEeHHSIMY (YHKIIil IIeYiHKY JIETKOT0 Ta IIOMIPHOT'0 CTYIIEHS TSIXKKOCT1
IIpernapar CJIifi 3aCTOCOBYBaTH 3 00epexKHiCTI0. [1715 XBOPUX 3 IIOMiPpHUM IOPYIIEHHSIM
GyHKIIII TeYiHKM g03a 0JIMecapTaHy MeNOKCOMiNy He IOBUHHA IepeBuiyBaTu 20 MT (IUB.
po3pain «Crocib 3acTOCyBaHHS Ta [I03U»).

[NTauieHTaM 3i nopymeHHAME QYHKIIIM TeYiHKYA 3aCTOCYBaHHSA aMJIOAUIIIHY CIifl TOYMHATH i3
HaWHMIKYOI 103U Ta MPUIINSATH 0COOIUBY yBary KOHTPOJIIO iXHBOTO CTaHy SK Ha I0YaTKY JiKyBaHHS,
Tak i IIif 4ac migBUIEHHS O03U.

3actocyBanHs npenapaty Cesikap HCT malieHTaM i3 TAKKO MEe4YiHKOBOK HEJOCTATHICTIO,
X0JIeCTa30M YH HEIPOXiMHICTIO JKOBYHMX ITPOTOK MMPOTHUIIOKa3aHe (IuB. po3mdin «IIpoTUIIOKa3aHHS»).

CmeHo3 ycms aopmu ma mimpaavHull cmeHo3, 2inepmpogiuHa obcmpykmusHa kapdiomionamis

4K i y pasi 3acTocyBaHHS iHIIUX Ba30JUIATATOPIB, OJIMECapTaHy MEOOKCOMIN 3 06epPekHiCTIO
IIPU3HAYAIOTh IIPU CTEHO3i YCTS aopTu ab0 MiTparbHOMY CTEHO3i, @ TAKOXK ITPU 00CTPYKTUBHIN
rineprpodivyHii KapmioMionarii.

ITepsuHHUl an1b00CMEPOHI3M

[TarieHTH 3 IEPBUHHUM a/lbJOCTEPOHI3MOM 3a3BHYail He pearyoTh Ha aHTUTINePTeH3UBHi 3aco0y,
1110 IPUTHIYYIOTh PeHiH-aHTi0TeH3UHOBY cucteMy. Tomy nikapcbkuit 3aci6 Cesikap HCT TakuM
mallieHTaM He PeKOMEHIOBaHuU .

MemaboaiuHi ma eHOOKpUHHI epekmu



[IpenapaTu rpynu Tia3upiB MOXKYTh CIPUYUHATH IOPYIIEHHS TOJIEPAHTHOCTI [0 TJII0KO3M.
[TarienTaM 3 IIyKPOBUM [iabeToM MOTPiOHO KOPUTYBAaTU OO3Y iHCYIiHY ab0 mepopanbHUX
IIYKPO3HUXKYBaIbHUX 3aco0iB (OquB. po3min «B3aemogmis 3 iHmIMMY JTiKapCbKUMHU 3aco0aMu Ta iHImi
BUY B3a€MOJil»). 3aCTOCyBaHHA Tia3UAiB MOXKe CIPUSATH PO3BUTKY IPUXOBAHOTO I[YKPOBOTO
niabery.

Ha tni mpuiioMy Tia3ugHUX OiypeTUKiB MOXKYTh BUHMKATH TakKi M0GiYHI peakilii, SK MifBUILIeHHS PiBHS
X0JIECTEPUHY Ta TPUTJTILEPUIIB. Y PsAAl BUNALKIB 3aCTOCYBaHHA Tia3UiB MOXKe CIIPUATU PO3BUTKY
rinepypukemil abo moparpu.

EnekmpoaimHi nopyweHHA

4K i y pasi 3acTocyBaHHs Oyb-IKUX AiypPeTHKIB, IPU 3aCTOCYBaHHI TrigpoXI0pOTia3uay Ciif 3 IeBHUM
iHTepBasIOM KOHTPOJIIOBATH CUPOBATKOBI KOHIIEHTpaLllii eJIeKTpoiTiB. [IpenapaTu rpynu Tiasupis, y
TOMY YHCJIi TiIPOX/JI0POTia3ul, MOXKYTh CIPUUYUHATY IOPYLIEHHS BOOHO-eJIEKTPOJIITHOTO GanaHcy (y
TOMY YMCJIi TinoKasieMito, TinoHaTpieMito Ta rinoxJIopeMiyHu ankanol). O3HakaMu [IOpyLIeHb
BOJIHO-€JIEKTPOJIITHOTO OaTaHCy €: CYXiCTh y POTi, cpara, cabKicTh, TPUBAIUM COH, COHIUBICTS,
3aHENOKOEHHS, M's130BUM 0inb a0 Cymomu, M’'si30Ba CTOMITIOBAHICTh, apTepiaibHa TinoTeH3is,
OJIiTypis, Taxikapfis Ta mopyiieHHs 3 60Ky TPaBHOT'O TPaKTy, 30KpeMa HyfoTa Ta O1ioBaHHS (IUB.
po3min «ITo6iuHi peakiiii»). Pu3uK po3BUTKY TiloKasieMil Haii0inbIl BUCOKUY IIPHU IIUPO3i TEeYiHKH,
piskoMy 30inbIeHHi Aiype3y, HefOCTaTHbOMY IIPUIOMIi €JIeKTPOJIiTiB BCEPEOUHY, a TAKOXK IIPU
3acTtocyBaHHI KopTukocTepoinis Ta AKTT gk cynyTHix npemnapariB (IuB. po3nin «B3aemofia 3 iHMKUMA
nmiKapCbKUMU 3aco0aMu Ta iHIII BUAU B3a€MOfi»). 3 iHIIOro 60Ky, BHACHIIOK 6/10Kaau pelenTopis
anrioteHsuny II (AT,) onMecapTany MegOKCOMINIOM, IIO BXOOUTH 0O CKany npenapatTy Cesikap HCT,
MOXKJIMBa TillepKasieMisi, 0COOJIMBO y MAlliEHTIiB 3 MOPYLIeHHAMHU (PYHKIIil HUPOK Ta/abo i3
CepIIeBOI0 HEIOCTATHICTIO, @ TAKOXK Y IMAIliEHTIB i3 IIyKpoBuM miabeToM. ITaiieHTam 1iel
TPyIY KOHLIEHTPALI0 KaJjlifo B CUPOBATLi KPOBi CJIifi KOHTPOJIIOBATH HAJIEXKHUM YHUHOM.
[Tpenapat Cesikap HCT criig 3 00epeHiCTI0 3aCTOCOBYBaTH OOHOYACHO 3 IperapaTaMu
KaJlito, Kasnii3bepiralounmu OiypeTuKaMu, KaJi€eBMiCHUMM 3aMiHHUKaMU Xap4oBOi COJIi Ta
IHIMMMY TIpeliapaTaMy, SIKi MOXKYTh MigBUIYBaTU KOHLIEHTPAIII0 KaJjlilo B KPOBi (HallpUKIIaf,
remapuH), Ta 4aCTO KOHTPOJIIOBATH PiBEHb Kalilo (IUB. po3ain «B3aeMofis 3 iHIIUMHU
JMiKapChKUMU 3aco0aMu Ta iHIIT BUAYM B3aEMOIiii»).

HeMae maHuX 1po Te, 10 OJIMecapTaHy MeIOKCOMiJl MOXKe T0CIabIioBaTi CIPUYNHEHY AiypeTHKaMu
rimonaTpieMito abo 3anobiraTu iv. [lediuT XTOPUAiB, K IPaBUI0, XapaKTEPU3YEThCS HU3bKUM
CTyIIEHEM TSKKOCTI 1 He BUMarae CIeliaabHOro JiKyBaHHS. Tia3uay MOXKYTh 3HUKYBaTU BUBEIEHHSI
KaJblIilo i3 CeYelo Ta CIPUUYMHATH JIETKe Ta CKOPOMHUHYIIE MiIBUIIEHHS KOr0 KOHLIEHTpallil B
CHPOBATIIi KPOBi 3a BiICYyTHOCTi Oyab-IKUX IOPYyIIeHs MeTaboIi3My Kajbllito. ['inepkanbilieMis Moxe
CBiIYMTH IIPO NIPUXOBAHUM MTapaTUPEOTOKCUKO3. [lepey mocimKeHHAM QYHKIII MapauiTOBUIHIX
3aJ103 Tia3ugu MOoTPiOHO BimMinuTH. Tia3umu MOCUIIOIOTh BUBEIEHHS i3 CeYelo MarHiio, 10 Moxe
IPU3BOOUTH [0 TimoMarHiemii. Y namieHTiB 3 HaOpsiKkaMy MOXKe B JKapPKy IOTOy BUHUKATH
rirmoHaTpieMist pO3BeIEeHHS.

ITpenapamu aimiro

4K i iHmi mikapchKi 3aco0w, 1110 MiCTATH 6JI0KATOPU PEIENTOPiB aHTioTeH3uHY II y KoMOiHalrii 3
tia3umoMm, penapaT CeBikap HCT He peKOMEHAYEThCSA 3aCTOCOBYBaTU OJHOYACHO 3
IpernapaTaMmu JIiTiio (IuB. po3min «B3aemopisi 3 iHITMMY TiKapChbKUMU 3aco0b0aMu Ta iHII BUOK
B3a€EMO[IiT»).

Cepuesa HedocmamHicmb



Yepes npurHiueHHs peHiH-aHTi0TEeH3UH-aNIbIOCTEPOHOBOI CUCTEMH MOXKJTMBA 3MiHa (PYHKIII HUPOK y
CXUJIbHUX IO IIHOTO IAIliEHTIB.

Y mali€eHTiB 3 TSIXKKOIO CEPIIEBOI0 HEJOCTATHICTIO, V IKWX MOXKJIMBA 3aJIeXKHICTh (PYHKIIi1 HUPOK Bif
aKTUBHOCTI pEHiH-aHTiOTEeH3UH-aIbI0CTEPOHOBOI CUCTEMHY, NTiKyBaHHS iHTibiTopamu AII® Ta
AHTArOHICTaMH PEeleNTOPiB aHTiI0TEeH3UHY MOXKe CYIIPOBOMKYBATHUCS OMirypieio Ta/abo
IIPOTPECYI0YO0I0 a30TEeMI€I0 i (PiAKO) TOCTPOI0 HUPKOBOI HEJOCTATHICTIO 3 MOXKJIMBUAM JIETaJIbHUM
HACJIiOKOM.

JIikyBaHHS MAIliEHTIB i3 ceplieBO0 HefOoCTaTHICTIO TOoTpebye 0co6/IKMBOI yBaru. Y JOBrOCTPOKOBOMY
1n71a11e00-KOHTPOJIbOBAHOMY [IOCIIifI>KEHHI aMJIOAUIIIHY y TaIliEHTIB 3 TSIKKOI0 CEPIIEBOIO
HegocTaTHicTIO (NYHA III i IV) KinbKicTh TOBiZOMJIEHb PO PO3BUTOK HAOPSKY JIET€HD Y TPYIIi
amitonuIiny Oyma OiblIo0 B MOPIBHSIHHI 3 IPymo0 miaredo (ouB. po3nin «dapmakosnoriysi
BJIaCTUBOCTI»). BloKaTOpYM Ka/ibllieBUX KaHasliB, BKJII0YAlOYX aMJIONUIIiH, clif 3 06epeXkHiCTIO
3aCTOCOBYBaTHU Ial[ileHTaM i3 3aCTIMHOI CEPLIEBOI0 HENOCTaTHICTIO, OCKIJIBKH Il IIperapaTyé MOXKYTh
IiABUINYBATU PU3UK BUHUKHEHHS YCKJIagHEeHb 3 00Ky CepIleBO-CyIUHHOI CHCTEMHU B MaliOyTHEOMY i
CMEPTHICTE.

Cnpy-nodibHa eHmeponamis

Y nyXe pigKicHUX BUITafKax IIOBITOMIISANIN IIPO TSAXKKY XPOHIUHY [iapelo 31 3HaYHOI BTPaATO0 MacCu
TiNa, 110 PO3BUHYJIACS Yyepe3 KijlbKa MicsiiB abo POKiB Iicyisd moyaTKy JiKyBaHHS y Malli€HTiB, SKi
IpUMalny oJiMecapTaH; IPUYUHOW 11 BAHUKHEHHS €, IMOBipHO, MicIleBa BilCTpOYeHa peakilis
rinepuyTtnuBocTi. Pe3ynbraTtu 6iomncil cnu30Boi KUIIEYHUKY Y TAKUX MALIEHTIB YaCTO JEMOHCTPYBAJIU
aTpodil KUIIKOBUX BOPCUHOK. {KINO TaKi CHMITOMU BUHUKHYTH Y Malli€HTa i 9ac JIiKyBaHHSI
0JIMeCcapTaHOM i SKIII0 MOXXHa BUKJIIOYUTH IHIY UMOBIPHY €TIO0JIOTi0, TepaIlilo 0JIMecapTaHoOM CIIif
HerauHo BiIMIiHKATH Ta He BiTHOBIIOBATH Hafai. AKINO miapes He 3HUKHE BIIPOOOBXK OIHOTO THUKHS
micys 3aKiHYeHHS NIpHUoMY JIiKapChKOTo 3aco0y, CIifl 3BepHYTHUCS [0 CIielliaicTa (Hampukian oo
raCTpPOEHTEPOJIoTa).

AHzioHe8pomuyHull HAOPAK KUWEYHUKY

[ToBimOMISAIOCS PO BUTIAAKM aHTiIOHEBPOTHYHOTO HAOPSIKY KUIIEYHUKY Y MAIli€HTIB, SKi
3aCTOCOBYBaJIA 6710KaTOPY PELEeNTOPiB aHTioTeH3uHy 11, BKItoyawyy oiMecapTaH (OUB. PO3Min
«[TobiuHi peakiii»). ¥ uux mauieHTiB cocTepiraBcs 6inb ¥ XKUBOTI, Hy[i0Ta, O/1I0BaHHS Ta Jiapes.
CuMnTOMU MUHAJH Iic/s BigMiHu 610KaTOpiB perenTtopiB aHrioren3uny II. ko giarHoctoBaHo
AHTiOHEeBPOTUYHUM HaOPSK KUIIEYHUKY, 32aCTOCYBaHHS OJIMecapTaH CJIifl IPUIUHUTY Ta PO3MOYaTH
BiIIOBITHNY MOHITOPHHT [I0 IOBHOTO 3HUKHEHHS CUMIITOMIB.

XopioidasnvHull 8unim, 20cmpa Mionisi ma 8MOPUHHA 3AKPUMOKYMO8d 21ayKoma

TippoxmopoTia3up € cynbpoHaMiIoOM Ta MOXKe BUK/IMKATH peaklil ifioCUMHKpa3ii, [0 IpU3BOAATH JO
X0PioilaIbHOTO BUIIOTY 3 e(eKTOM I0JIg 30PYy, TOCTPOI IepexigHol Miolil Ta TOCTPOT0 Halamy
3aKPUTOKYTOBOI riIaykKoMu. CHMITOMU BKJTI0HUAlOTh TOCTPUM PO3BUTOK KOPOTKO30POCTi ab0 I0siBU
00110 B 0Yax Ta, K IPaBUJI0, BUHUKAIOTh IPOTSATOM IIPOMIXKKY 4acy Bifi JeKiIbKOX TOIUH [0
IEeKiNbKOX TUKHIB IiC/Is TOYaTKY JIiKyBaHHS. HeslikoBaHUM Hamaf TOCTPOI 3aKPUTOKYTOBOI TJIayKOMHU
MOXKe MPU3BECTU OO CTIMKOI BTPATH 30pPYy. Y MepIly 4epry Ciif SKHaWIIBUAIIE BigMIiHUTH
rigpoxsopoTia3uf. AKIo BHYTPIIIHbOOYHUY TUCK HE MiAJa€ThCI KOHTPOJIIO0, MOKE BUHUKHYTH
noTpeba B HeraltHOMY TeparneBTUYHOMY abo Xipypriunomy nikyBaHHi. PaKTOPOM PU3UKY PO3BUTKY
3aKPUTOKYTOBOI I'TayKOMU MoxKe OyTH HasBHICTh B aHaMHe3i anepril Ha cynbdoHaminu abo neHinumia
(muB. po3min «ITobiuHi peakirii»).



BazimHicmb

3acToCyBaHHS aHTAroOHICTIB peLlenTOpiB aHTioTeH3UHY 1l He Cilifg MoYuHAaTH Mif Yac BariTHOCTI. AKIIO0
IIPOJIOBXKEHHST aHTUTINePTEeH3UBHOI Tepallii BBaXKa€ThCs HeOOXiIHUM, TallieHTKaM, SKi IIaHyI0Th
BariTHICTH, CJIii 3MIHUTHU Tepallilo aHTaroOHiCTOM pelenTopPiB aHrioTeH3uHy Il Ha anbTEepHATUBHY, dKa
Ma€ [oBeleHul Ipodins 6e3meku mis 3actocyBanHs BaritHuM. CeBikap HCT He moBUHEH
3aCTOCOBYBATHUCS BariTHUMM a00 XiHKaMu, SKi IJIaHYIOTh 3aBariTHiTU. AKIIO mim yac
JiKyBaHHS UM IIperapaToM MiITBEePAXKYEThCS BariTHICTh, 1OTO 3aCTOCYBaHHS HEOOXiTHO
HEeTaWHO MPUNUHUTHU i 3aMiHUTH iHIIUM JTiIKAapChKUM 3ac0o00M, TO3BOJIEHUM [0 3aCTOCYBaHHS
BariTHuUM (OuB. po3minu «[IpoTHUIIOKAa3aHHSI» Ta «3aCTOCYBaHHS Y Iepiofd BariTHocTi abo
TONyBaHHS I'PYLII0»).

Himu
[Tpenapat CeBikap HCT He nmpu3HavaioTh AiTAM (BikoM o 18 pokiBs).
ITauieHmu AiMHb0O20 BiKY

[TipBumyBaT# g03Yy iKapChKOro 3aco0y XBOPUM JIITHLOTO BiKy IOTPiOHO 3 06epekHICTIO (OUB. PO3Min
«®apMaKoIOoriuyHi BJIaCTUBOCTI»).

domoceHcubinizauis

[ToBigoMnsinocs mpo BUMaAgKu (GOTOUYTIUBOCTI IIiff YaCc 3aCTOCYBaHHS Tia3UOHUX OiypeTHUKIiB (IUB.
po3min «ITo6iuHi peakii»). AKiIo Taka peakilisl MPOSBISETHCS i Yac Teparii mpenapatoM CeBikap
HCT, itoro 3acTocyBaHHS HEOOXiIHO MPUNUHUTH. Y pa3i MOBTOPHOT'O MIPUHOMY [iypETUKIB
PEKOMEHYEThCA YHUKATU IIPSMOT0 COHAYHOI0 Ta MTY4YHOr0 Y O-BUIIPOMIHIOBAHHS.

HemeaaHoMHUU paK wKipu

PesynbraTé m1BOX (papMaKoemigeMiooTiYHUX JOCTiAXKeHb 3a Y4acTio HaceneHHs [laHil moKa3anu
TiABUINEHUN PU3UK HEMEIAaHOMHOTO PaKy IIKipH Ta paky ryou (0a3albHOKIITHHHA KapUUHOMA,
IIJIOCKOKJIITUHHA KapIMHOMa), II0B’I3aHUM i3 CYKyIIHOIO 03010 rigpoxnopoTiasuny (I'XT3).
®orocencubinizarnis mig yac 3acrocyBaHHS [ XT3 MoxKe CTaTH MIPUYNHOIO PO3BUTKY HEMEIAHOMHOT'O
paxKy LWKipu.

[MamienTiB, siki npuiiMaioTh I'XT3, cif MOBifOMUTH IIPO PU3UK HEMETAaHOMHOTO PaKy IIKipu abo paky
ry0u Ta peKOMeHIyBaTH PETYISIPHO IEPEBIpSITH CTaH IIKipH IIOA0 MOSBY HOBUX YTBOPEHDb ab0 Oy[b-
SIKUX Mif03pinux ypaxeHsb WKipu. IlariedTaM ciig peKoMeHAyBaTH 00MeXKUTH BIIJIUB COHTYHUX Ta
ynbTpadioTeTOBUX MMPOMEHIB, KOPUCTYBATHCS HAJIEXKHUM 3aXHUCTOM IIiff 4ac mepeOyBaHHS i Ai€r0
coHsTuHMX ab0 YO®-mpoMeHiB, 1106 MiHiMi3yBaTu pU3UK paky MWKipu. I1imo3pini ypaxeHHs WKipy CIi
TIepeBipsITH, MOXKJIMBO, 3@ JOTIOMOTI'0I0 TiCTOJIOTiYHOTO0 JOCTifKeHHs bioncitHoro MaTepiany. Kpim
TOTO, CJTig 3 00epeXKHiCTI0O MPU3HaYaTH IIpenapaTH, o MicTaTh XT3, marieHTaM 3 HEMeJTaHOMHUM
pakoM LIKipu B aHaMHe3i (quB. po3min «I1o0iuHi peakirii»).

T'ocmpa pecnipamopHa MOKCUYHIiCMb

[Ticnsa nmpuiioMy rigpoxyiopoTia3uny 6ynu gyxKe pigkicHi TSXKKi BUIIAgKU TOCTPOI pecripaTopHoi
TOKCUYHOCTI, BKITIOUAalOUM TOCTPUH pecnipaTopHuil nuctpec-curapom (I'PIOC). Habpsk nereHn
3a3BUYal PO3BUBAETHCS NMPOTATOM AEKiTbKOX XBUNIMH ab0 TOOUH Mics IPUIOMY TifpoXJIopoTia3uay.
Ha noyaTkKy CuMITOMM BK/IYAIOTh 3afUILIKY, TUXOMAHKY, JJereHeBl IOTiplIeHHs CTaHy i MIIOTOHI.
dxkmo e nigo3pa Ha ['PIIC, neobxigHo BinMminuTu CeBikap HTC Ta mpoBecTH BifNOBifHEe JTiKyBaHHS.



TigpoxyiopoTia3up He CIif Ipu3HadaTy NalieHTaM, sKi paHime nepedecnu ['PIIC nicng npuitomy
TigpoXJiopoTia3umay.

THwi 3anob6ixcHI 3axodu

HapwMmipHe 3HMXKEHHS apTepiaJibHOr0 TUCKY V ITAllleHTIB 3 TeHepasli30BaHUM aTepPOCKIEPO30M,
imemigHOI0 XBOp000IO cepIis abo imeMiYHUM ypakeHHSIM I'0JIOBHOTO MO3KY MOXKe IIPU3BECTH [0
indapkTy Miokapna abo iHCynbTY.

Pu3uk anepriyHux peakiiiii Ha TigpPOXJIOPOTia3uy BULIUY Yy MAIi€HTIB 3 aneprieio abo OpoHXiaIbHOIO
acTMOI0 B aHaMHe3i, TPOoTe Taki peakiiii MOXYyTb BUHUKATH i y TaIlieHTIB 6€3 TaKUX 3aXBOPIOBaHbL B
aHaMHe3l.

3a maHUMU HAyKOBOI JIiTEPATypH, AiypeTUKHU Tia3ugOBOTO PSIAY MOXKYTh BUKJIMKATH 3aTOCTPEHHS abo
aKTHBAIlI0 CHCTEMHOI'0 YePBOHOI'O0 BOBYAaKa.

4K 1 momo iHIIKMX aHTaroHICTiB aHrioTeH3uny II, anTurinepren3usHa Aig npemnapaty Cesikap HCT y
XBOPUX HETPOIIHOI pacy MoxKe OyTH [Ielll0 MEHIIOW0, HiXK y IPeNCTaBHUKIB iHIIUX pac, IPoTe 1ei
eekT He crocTepiraBcs B X04i TPHOX OOCIIgKeHb, cepefl yUaCHUKIB SKUX Oy/u MallieHTA HerpoigHol
pacu (30 %) (auB. po3min «PapMaKOIOTiYHi BIaCTUBOCTI»).

Lleit mpenapaT MiCTUTh MeHIle 1 MMOIb HaTpiio (23 Mr) Ha offHy TabJeTKy, BKPUTY IIJIiBKOBOIO
000JI0HKOI0, TOOTO € O€3HATPIEBUM.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHA 2py00t0
BaritHicTb

Cesikap HCT He moBMHEH 3aCTOCOBYBATUCS BariTHUMU ab0 XKiHKaMHM, SIKi JIaHYIOTh 3aBaTriTHITH.
fKkmo mig yac aikyBaHHS UM JTiIKapChKUM 3aC000M MiTBEPAXKYEThCS BaTiTHICTD, 10T0 3aCTOCYBaHHS
HeoOXigHO HeralHO MPUIIMHUTHY i 3aMiHUTH iHIIUM JTiKapChbKUM 3aC000M, [T03BOJIEHUM M0
3aCTOCyBaHHS BaTiTHUM (OuB. po3minu «IIpoTunoka3aHHsa», «OCOOIMBOCTI 3aCTOCYBaHHS»).

OsmecapmaHy medokcomin

Enipemiomnoriuni gaHi oo pusuky TepaToreHHoi il inridiTopis AII® y nepioMy TpuMeCTpi
BaTiTHOCTI He [al0Th 3MOTH 3PO0UTH KOHKPETHUX BUCHOBKIB, OTHAK HEBEJIMKUYN PU3UK MOOIOHUX
e(eKTiB IIOBHICTIO BUK/IIOUUTH He MOXKHA. MOXKHa PUITYCTUTH, 1[0 iCHY€E aHAJIOTiYHWM PU3UK IIPU
3aCTOCYBaHHI aHTArOHICTiB PeleNTOPiB aHrioTeH3uHy I, X04a KOHTPO/IbOBaHi emigeMionoriyti
OOCHiAKEeHHS I[UX IIpernapaTiB He mpoBoaunucs. [lamieHTkaMm, SKi I1aHy0Th BariTHICTE,
PEKOMEHIYEThCS IEPEeNTH Ha iHII rimoTeH3uBHI MpenapaTy, 6e3meKa 3aCTOCYBaHHS SIKUX IIPH
BariTHOCTI fOBeEHa, IKIIO0 TIIbKY Y 3aCTOCYBaHHI aHTArOHICTIB pelenTopiB aHrioTeH3uHy Il Hemae
HaraibHOI moTpe6u. [1pu BUSBIIEHHI BariTHOCTI CJIil HeraHO BiIMiHMTY 3aCTOCYyBaHHS aHTarOHIiCTiB
petieniTopiB aHrioTeH3uny Il i y pa3i noTpebu Npr3HaYUTH albTePHATUBHE JIiIKyBaHHS.

Y opyromy i TpeTrOMy TPUMeECTPaX aHTArOHICTH PElelTOPiB aHri0TeH3UHY [l YMHATE TOKCUYHY [it0
Ha IJTig (MpUrHideHHs QYHKIIl HUPOK, OJIiroTigpaMHioH, 3aTprMKa ocu@ikariil KiCcTOK dyepelia) Ta
HOBOHAPOAXKEHOT0 (HUPKOBa HENOCTaTHICTh, apTepiaibHa rinoTeH3is, rinepkaniemis) (0UB. po3ain
«JJokmiHiuHi aHi 3 6e3meKu»).

Y pasi npuiioMy aHTaroHiCTiB peleNnTOopiB aHrioTeH3uHYy Il 3 APyroro TpuMecTpy BariTHOCTI



HeoOxifHMI KOHTPOJIb (QYHKIIII HUPOK Ta Ipoliecy ocudikallil KiCTOK deperna y IJIofa 3a JOIIOMOT 00
Y3II. 3a cTaHOM HOBOHAPOOXKEHUX, MaTepl AKUX IPUUMaJIA aHTarOHICTU peleNnTOopiB aHrioTeH3uHy I,
CJIif CIIOCTepiraTu O[O0 MOXKIIMBOI apTepianbHOI rinmoTeH3il (AuB. po3minu «[IpoTUMIOKa3aHHSI» Ta
«Oc06IMBOCTI 3aCTOCYBaHHS»).

T'iopoxsaopomia3ud

IocBim 3aCTOCyBaHHS TiIPOXIOPOTia3uAy IIif 9ac BariTHOCTi, 0co0IuBO B I TpuMecTpi, 0OMeKeHuH.
PesynbTaTiB eKCiepUMeHTaIbHUX JOCIIiAXKeHb Ha TBAapUHaX HEJOCTAaTHLO. ['igpoxXIopoTia3un
IIPOHMKAE Yepe3 ITalleHTapHul 6ap’ep. 3 orsAy Ha MexXaHi3M [ii rigpoxsopoTia3umy #oro
3acrocyBaHHA B I1 i III TpuMecTpax BariTHOCTI MOXKe BUKJIMKATH OPYIIEHHS (PeTonaneHTapHoro
KPOBOTOKY Ta IIKiAJIMBO BIUIMBATHU Ha IJIif] 1 HOBOHAPOAXKEHOT 0, CIIPUYNHSIOUN KOBTSIHUILIIO,
€JIEKTPOJIITHI MOPYIIEHHS i TPOMOOIIUTONEHIIO.

ligpoxsopoTia3up He IpU3HaYeHUH 714 TiKyBaHHS HaOpSKiB y BaTriTHUX, apTepialbHOI rinepTeH3il
BariTHUX a0 IpeeKIaMIICii, OCKiIbKY BiH MOe MPU3BECTH OO0 3MEHIIEHHs 00’'eMy Iy1a3Mu i 1o
rinonepdy3sil NIaneHTy Ta IPU ObOMY He IeMOHCTPYBaTH HaNleKHOTO e(DeKTy B JTiKyBaHHI
3aXBOPIOBaHHS.

ligpoxnopoTia3up TakoXK He PeKOMEHAYEThCS 3aCTOCOBYBATH IJIs JIiKyBaHHS e€CeHIliaIbHOl
rimepTeH3il y BariTHUX, 3a BUHATKOM THX OKPEMMX BUNAJKIB, KOM He MOXKHa IIPHU3Ha4YaTH iHIII
mpernaparTu.

Amao0uniH

IaHi, OTpHMaHI B XOfIi CIIOCTEPeXEeHb 3a 00MeKEHOI0 KiJIbKiCTIO BariTHUX XKiHOK, HE ITOKa3aJjId, 110
aMJIOTHUITiH a0o iHIIM aHTArOHICTH KaJIbI[IEBUX PEIEeNTOPIB YMHATh IIKiIIMBHAY BIIJIUB Ha 300POB’S
nopa. OfHaK IpY LIbOMY € PU3UK ITOOOBXKEHHS TPUBAJIOCTI MOJIOTIB.

[Iepion rogyBaHHA TPYOOI0

Ockinbku BipcyTHA iH¢popMauia npo 3acTocyBaHHa npenapaty Ceikap HCT y nepiog
rogyBaHHA rpynnlw, ueh nikapCbkun 3acib He peKoMeH[O0BaHO MpuU3HavaTU XiHKaM,
K1 rogywTb rpynow. PekoMeHOoywTbCA anbTepHaTMBHL MeTOoOM NiKyBaHHA 3 Kpawe
BCTaHOBMIeHUM npodinem 6e3nekn 3acTOCyBaHHA NPOTAroM nepiofy rogyBaHHA rpyannw,
0cobnMBO AKWO MAEeTbCA MPO XiHOK, SK1 rogywTb rpynnw HOBOHapogxeHux abo
HeJOHOWeHUX AiTen.

OnMecapTaH MPOHMKAE B MOJIOKO NaKTykluux wypiB. OgHakK HEBigoOMO, YU MNPOHUKAE
OofIMeECApPTaH y FpyQHE MOJIOKO JIOAUHW.

AMnoguniH NpoOHWKaE y rpyaHe MONIOKO JNOOAMHM. YacTKa MaTepuHCbKOI po3u, fAKy
OTPUMYE HEMOBNA, OLIHWETLCA 3 1HTEepKBaApTWIbHMUM piana3oHoOM 3-7 % 3
MaKCMManbHUM 3Ha4vyeHHAM 15 %. BnaueB amnoguMniHy Ha HEMOBNAT HEBifOMUM.

MigppoxnopoTtia3upg NPOHUKAE Yy TpyaHe MOJNIOKO Y HeBeNUKUX KinbKOCTAX.
3acToCyBaHHA Tia3uMaiB y BMCOKWMX A03aX, WO CNPUYMHAITb CWUIbHUWA Oiype3, Moxe
nepewkogxatv BUpoONEeHHI rpygHOro Monoka. 3acTtocyBaHHf npenapaty Cesikap HCT
nip 4ac ropgyBaHHA rpynaln He pekoMeHayeTbca. Akwo npenapaTt Cesikap HCT
3aCTOCOBYETbLCA MNif 4YacC rogyBaHHS TPyAOw, MOro go3a MOBMHHA OyTM MakKCMManbHO
HU3bKOKW .

QepTUNILHICTD



[ToBimoMIIsINIOCS TIPO BUITAAKY, KOJIK V AESIKUX MMAIli€eHTiB, 10 MPUIMaloTh OII0KaTOPU KabI[i€EBUX
KaHaJTiB, BUHUKaIU 000poTHi 6ioxiMiuHi 3MiHM B TrOJiBIi ciepMaTo3oiga. KimiHiyHMX maHUX 000
MOTEHIIINHOTO BIIJIUBY aMJIONUITIHY Ha (PepTUIbHICTh HEJOCTATHBO. Y MOCIigXKeHHi Ha urypax 6yio
BUSIBJIEHO HebOaxKaHU BIIUB Ha GePTUIIbHICTE caMIliB (OUB. po3min «®apMaKOJIOTiuyHi BTaCTHBOCTI»).

30aTHICTh BIUIMBATHU Ha MIBUAKICTh peakllil Ipyu KepyBaHHI aBTOTpaHCIOPTOM abo iHImuMu
MeXaHi3MaMu

He npoBogunocsi XooHWX OOCNifxeHb BMAWBY Ha WBMOKiCTb peakuil npu KepyBaHHi
aBTOTpPaAHCNOPTOM abo iHWWMM MexaHi3Mamu.

OpHak cnipg MaTvM Ha yBa3i, WO y NaulieHTiB, AK1i OTPUMMYKWTb a@HTUrinepTeH3UBHY
Tepaniwo, iHopgi MoXNMB1i 3anaMopo4YeHHsA, rofloBHMW 6inb, HypoTa abo BTOMa, WO
MOXe noripwumtum IiIxHw peakuiw. PekoMeHaoyeTbca 6yTu obepexHum, ocobnueo Ha
noyaTkKy NiKyBaHHS.

Cnocibd 3acmocyeaHHsi ma do3u.

Hopocmni

Tabmetrku npenapaty Cesikap HCT npuiitmaioTh 1 pa3 Ha mo0y He3alekHO Biff IPUHOMY 1xXi.

TabneTKy cif 3amuBaT HOCTATHHOIO KiNTbKICTIO PigUHM (HAIIPUKJIIa[ CTaKaHOM BoAu). TabneTKy He
ciim po3xkoByBaTH. [IpemapaT mOTPiOHO MpUIMATH KOKHOTO THS B OOUMH i TOW caMui 4ac.

[ooamxkoea mepania

[Tpenapat Cesikap HCT 20 mr/5 mr/12,5 Mr MoKHa 3aCTOCOBYBATHU MallieHTaM, Y IKUX apTepiaJlbHUR
THUCK HeOCTaTHbO KOHTPOJIIETHCSA IIPU 3aCTOCYBaHHI 0JIMecapTaHy MefoKcoMiny 20 MT i aMIOfuIIiHY
5 MT' K IBOKOMIIOHEHTHOI KoMOiHaii.

Cesikap HCT 40 mr/10 mr/12,5 Mr MoxkHa 3aCTOCOBYBaTH NallieHTaM, Y SKUX apTepialbHUNA TUCK
He[OCTaTHbO KOHTPOJIIOETLCS IIpU 3acTocyBaHHi Ipenapaty Cesikap HCT 20 mr/5 mr/12,5 wmr.

[Tepen TUM SIK IIepeUTH HA TPUKOMIIOHEHTHY KOMOiHaIliI0, pEKOMEHIYETLCS IOCTYIIOBE TUTPYBAHHS
[03yBaHHSA OKPEMUX KOMIIOHEHTIB. AKII0 KIiHIYHO OPEYHO, MOXKHA PO3T/IHYTH NIPSAMY 3aMiHy
IBOKOMIIOHEHTHOI KOoMOiHallil Ha TPUKOMIIOHEHTHY KOMOiHaIlio.

3amicHa mepaniA

[TarienTH, sIKi OMHOYACHO 3aCTOCOBYIOThH CTabiNbHi 1031 OIMecapTaHy MeOKCOMiNy, aMIOAUIIIHY i
rimpoxopoTia3uay y BUTJISOI IBOKOMIIOHEHTHOTO (0IMecapTaHy MeOoKCOMiN i amnogurmin a6o
oJIMecapTaHy MeIOKCOMIi i TifpoxopoTia3un) i OMHOKOMIIOHEHTHOTO (TifpoxnopoTia3un abo
aMJIONIIiIH) JIiKapCchKuX 3aco0iB, MoxKyTh mepelitu Ha CeBikap HCT, 1110 MiCTHTH Ti K 031
KOMIIOHEHTIB.

MaxkcumarnbHa fio3a jJikapcbkoro 3acoby Cesikap HCT cranouts 40 mMr/10 mr/12,5 Mr Ha go0y.

ITauienmu aimHv020 8iKYy (BIKOM 8i0 65 pokias)



[TamieHTaM JiTHBOTO BiKy PEKOMEHAYETHCS 3aCTOCOBYBATH IipemnapaT 3 00epekHICTIO, YacTile
KOHTPOJIIOIOYY apTepiaNibHUM THCK, 0COOIMBO IIPU NpUitoMi MakcuManbHol fo3u CeBikapy HCT
40 mr/10 mr/12,5 mr Ha #o0y.

[ToTpi6HO 3 06ePeKHICTIO MABUIYBATH HO3Y MAIliEHTaM JITHROTO BiKY (OuB. po3minu «OcoB6auBOCTI
3acTocyBaHHS», «®apMaKOJIOTiYHi BIaCTUBOCTI»).

Indopwmaris mopo 3actocyBanus Cesikapy HCT maitienTaM BikoM Bif 75 pokiB myxke oOMexkKeHa.
HeobxigHa Hag3Bu4aiHa 06epeXHiCTh, BKITIOYAIOYHM YaCTIillIUN MOHITOPUHT apTepiaJbHOTO TUCKY.

IMopyweHHA pyHKUII HUPOK

MaxkcumarnbHa [103a OJ15 Malli€HTiB 3 JeTKUM Ta IOMipHUM MOPYIIeHHIM (QyHKIil HUPOK (KJIipeHC
kpeaTtuHiny 30-60 my/xB) ctanoBuTh 20 Mr/5 Mr/12,5 Mr Ha 100y yepe3 oOMexXkeHU! JOCBif
3actocyBaHHS 40 Mr oMecapTaHy MeJOKCOMiy MallieHTaM L€l TPyIu.

[TamieHTaM i3 TOMipHUMU IOPYIIeHHAME QYHKIIl HUPOK PEKOMEHIYEThCSI KOHTPOJIb KOHIIeHTpallil
KaJlilo Ta KpeaTUuHIHY B CUPOBATIIL.

Cesikap HCT mnarrienTam 3 TSXKKUMU NOPYIIeHHAME GYHKIIII HUPOK (KJlipeHC KpeaTHHiHY < 30 MJ/XB)
IPOTUNIOKA3aHuM (IuB. po3pinu «IIpoTtunokasanHsa», «OCoOIUBOCTI 3aCTOCYBaHHS»,
«®apMaKoI0riyHi BJIaCTUBOCTI»).

ITopyweHHA pyHKUII neviHKu

Cesikap HCT cnig 3acTocoByBaTH 3 00€peXkKHiCTIO MTallieHTaM 3 JIETKAM MOPYIIeHHIM QyHKIIl
nmevinku (ouB. po3minu «OcobIUBOCTI 3aCTOCYBaHHS», «®apMaKOJIOTiYHi BIacTUBOCTI»).

[71g nauieHTiB 3 MOMipHUMHU MOPYIIEHHIMU (QYHKIIII TeYiHKM MaKCHMabHa 003a He TOBUHHA
nepeBuinyBaTtu 20 Mr/5 Mr/12,5 Mr oguH pa3 Ha 700y. PeKOMeHOY€EThCS PETETLHO KOHTPOJIIOBATH
apTepianpHUY TUCK Ta (QPYHKIIIO HUPOK Y MAIlli€HTIiB 3 TOPYIIEeHHAMH QYHKIIIl IeUiHKH.

AK 1 wopo BCiX aHTaroHicTiB Kanbuiw, y naui€eHTiB 3 OMCOYHKUi€EW NEeYiHKK
NOOOBXYETLCA YacC HaniBBMBeOeHHS aMNoouniHy; pekoMeHpauil 3 [O3yBaHHA He
BCTaHoBfleHi. ToMy TakuM nauyieHTaMm npenapaTt Cesikap HCT cnipg npu3HayaTtu 3
obepexHicTio. ®apMakKOKiHeTMKa aMnoguMniHy Yy Maui€HTiB 3 MOPYWEHHAM QyHKUil
NeYiHKM TAXKOro CTyneHs He BMBYEHa. 3aCTOCyBaHHA aMnoguniHy nayi€HTtam 3
NOpyweHHAIM QYyHKULI neyiHKM TAXKOro CTyneHda cnifp noYyMHatu 3 HaWHMX4Y0l po3um i
noeinbHo 1i nigBuwyBaTu.

3actocyBaHH npenapaTy Cesikap HCT mpoTumnokasaHo nalmieHTaM 3 TSXKKUMU IIOPYIIEeHHIMU
GbyHK1I mevinku, xonecta3oM abo GimiapHo0 00CTPYKIIiEO (IUB. po3min «IIpOTUIIOKA3aHHS»).

Himu

Cesikap HCT He peKOMeHOy€eThCS 3aCTOCOBYBATH HAiTAM (BiKOM 1o 18 poKiB) 4yepe3 HeIOCTaTHICTh
ImaHUX Mpo 6e3MeKy 3acTOCYyBaHHS Ta e(DEeKTUBHICTS.



Ilepedo3yeaHHsi.
Cumnmomu

MakcumanbHa fo3a npenapaty Cesikap HCT cranoButs 40 mr/10 mr/12,5 Mr ogus pas Ha f00y.
Hewmae indopwmariii npo nepeno3ysanus Cesikapy HCT y mioge#i. Hai6inbin BiporinHuM eheKToM
[Iepefo3yBaHHA € TilIOTEeH3iq.

Haii6inbIn BiporigHuM eeKToM Iepeno3yBaHHs OJIMECAapPTaHy MeNOKCOMINy € TiloTeH3is Ta
Taxikappis; 6pagukapmis Moxe OyTy BUSBIIEHA, SIKIIO BinOyBaeThCs MapacCUMIIaTUYHA
(BarasibHa) CTUMYJIALIA.

[lepemo3yBaHHS aMJIOAUIIIHY MOXKe IIPU3BECTH OO0 HaAMipHOI epudeprudHol Ba3oguaTail 3
BHUPaXKEHOIO TilTOTEeH3i€10 Ta, MOKIINBO, PePIEKTOPHOI Taxikapieio. [IoBimoMIIsIIOCs PO
BHpaXXeHy Ta MOTEHI[INHO TPUBaLy CUCTEMHY TillOTeH3ilo, I0 BKIIIoYa€ B cebe IToK 3i
CMepTEeNIbHUM Pe3yJIbTaTOM.

Pinko moBigoMIIsieThCS PO HEKapAioreHHUM HaOpSK JereHb SK HACIIiIOK Iepeno3yBaHHs
aMJIOOUIIIHY, 110 MOXKe IIPOSBISITUCS 3 BiICTPOYEHUM 1M04YaTKOM (24-48 roguH micns
IPUOMY) Ta OTPeOy€e MTYYHOI BeHTUIAI] ereHsb. PaHHi peaHiMalliliHi 3aXonu
(BKIIIO4YarO4H MepeBaHTaXKeHHS PIQUHOI0) IJId MiATPUMaHHS nepdy3il Ta CepreBoro BUKUAY
MOXKYTh PO3TIISIIATUCS K IPOBOKYI0Ui (haKTOPH.

[Tepemo3yBaHHS TiIPOXIOPOTia3uoOM IIOB’sI3aHe 3 IOPYIIEHHSIM eJIeKTPOJIiTHOT0 OalaHCy
(rimoxarieMi€ro, TimoOXIOPeMi€l0) Ta 3HeBOOHEHHIM BHACIIIAOK HAAMIPHOTO Hiypesy.

Hai06inpu1 noumpeHuMy CUMIITOMaMH ITepefo3yBaHHs € Hy[I0oTa Ta COHJIUBICTh. [imokamiemis
MOXKe TTPHU3BECTH [0 Clla3My M’'s3iB Ta/ab0 BupaxKeHOol CepIleBOi apuTMii, OB A3aHOI 3
OTHOYACHUM IPHUMOMOM TJIiKO3UAiB ab0 mesiKNX aHTHAPUTMIUHUX JTIKapChKUX 3aC00iB.

JliKyBaHHSA

Y pa3i nepepo3yBaHHfa CeBikapy HCT nikyBaHHA cuMNTOMaTUyHe Ta nigTpuMmyldye i
3aNexMTb Bifp 4Yacy, WO MPOMWOB MNicCNA MPUAUOMY, Ta TAKKOCTL CMMMNTOMiB.

AKWo npuioM npenapaTy BinbyBCS HEQABHO, MOXHa PO3rfISHYTWM MPOMUBAHHA WAYHKaA. Y
300p0BMX [O0OpPOBONbLIiB BBEAEHHA aKTMBOBAHOro Byrinns oppa3y abo npoTsirom
nepiogy mO 2 roauH nicns npunoMy amnoauniHy iCTOTHO 3MEHWYE BCMOKTYBAHHS
OCTaHHLOTO.

KniHi4yHO 3Havywa rinoteH3if, cnpuymMHeHa nepepo3yBaHHAM CeBikapy HCT, BwuMarae
aKTUBHOLI NigTpWMMKKM CepueBO-CYOUMHHOLI CUCTeMM, 30KpeMa peTesibHOro KOHTPOSK
¢yHKUi1I cepus Ta nereHiB, HapgaHHA NaAU1€EHTY rOPM3OHTANIbHOrO MOJIOXKEHHA 3
NPUNiOHATUMU HUXHIMM KiHUiBKaMM Ta KOHTpow 00'€eMy uupKynww4yol piguHu 1
aiype3y. Ba30KOHCTPUKTOP Moxe OyTM KOPUCHUM AN BiQHOBMEHHS CYQUHHOrO TOHYCY
Ta apTepianbHOro TUCKY 3a YMOBM, WO HEMAa€E MpPOTMUMOKa3aHb [0 MOro 3aCTOCYBaHHA.
BHYTpiWHbOBEHHWUW TNIKOHAT KanbUil MOXe OyTW KOPUCHUM Npu MNOBEpHeHHi edekTy
6nokagn KanbLi€BUX KaHanisb.

PiBH1 CMpOBaATKOBUX €NIEeKTPONIiTiB Ta KpeaTMHiHY Cnip 4acTo KOHTpoONwBaTW. HAKWO



BUHMKAE rinoTeH3id, nayieHT noBuHeH OyTM y nexayoMy MNOJSIOKEHH1 Ta OTpuMMyBaTu
3aMiCHy Tepanik COSIbOBMMM PO3YMHAMM.

OcKkinbkM amMnoguniH 3Ha4HOKW Mipow 3B'A3yeTbCAa 3 6inkamum kpoBi, Aiani3 He Moxe
OyTU KOPUCHUM.

CTyneHi BUBEOEHHS OfIMEcapTaHy Ta rigpoxsopoTiasuay 3a [OonoMorow remogianisy
He BCTaHOBJIEHO.

ITo6iuni peakuii.

be3sneka npenapaty Cesikap HCT 6yna pocnipgxeHa y KniHiyHux BunpobyBaHHAX 3a
yyacTio 7826 maui€HTiB, AK1 3acTOCOByBanu OfiIMecapTaHy MefoKcoMin B KoMOiHauiil
3 amiogMniHOM 1 rigpoxnopoTia3upaoMm.

[To6iuHi sBUINA, III0 CIIOCTEPiraaucs mif Yac KIiHIYHUX HOCIIIXEeHb Ta MPOTIroM
MiCIISIPEeECTPAIINHUX MOCIIIXKeHb 3 0€3MeKH, a TaK0XK M00iYHi peakiiii, Mpo sgKi HaAXOOUIX CIIOHTAaHHI
TIOBiIOMJIEHHS, TIPEACTaBNIeHO V HuxK4YeHaBeneHin Tabmuri 1 s CeBikapy HCT, a Takox mins #oro
OKpeMUX KOMIIOHEHTIB - OJIMecapTaHy MegOKCOMINy, aMJIOAUIIIHY i TiApOoXJI0poTia3uay - Ha OCHOBIL
BimOMOI XapaKTepUCTUKHU 0e3MMeK:u OKPEMUX KOMIIOHEHTIB.

Mip yac nikyBaHHA npenapaTtoM CeBikap HCT HanyacTiwe nNoOBigoOMNAETbCA NPO TakKi
nob6iyHi peakuii, gk nepudpepuyHun Habpak, ronoBHun 6inb i 3anaMOpPOYEHHS.

I m03HaYeHHST YaCTOTH BUHUKHEHHS IMOOIYHMX peakilii BUKOPUCTOBYBaJlacs Taka Kinacudikarris:
nyxe 4dacto (= 1/10), gacro (= 1/100, < 1/10), Hewacrto (= 1/1000, < 1/100), pigxo (= 1/10000,

< 1/1000), myxe pigko (< 1/10000), yactoTa HeBigoMa (HEMOXKJIUBO OL[IHUTH Ha OCHOBI HAIBHUX
OaHUX).

Tabnuis

TToGiuni peaxirii mpu 3actocyBatHi npenapaty CeBikap HCT Ta #oro oKpeMux KOMIIOHEHTIB

MedDRA INoGiuna mis YacroTa
Opranu Ta
CUCTeMHU Ceikap HCT OnmecapranAmiogunin Timpoxmoporiasug
Ingexuii ma [Hdexnii BepxHix guxanbHux YacTo
iHeasii LIIIXIB

Hazodapusrirt Yacto

[HdeKil ceuoBUX MIIAXIB YacTto YacTto

Cianoapesit Pigko
HosoymeopeH-Hsi HeMenaHOMHUH pak IMIKipu YacToTa HEBimOMa
3/1051KICHI, (6a3aIbHOKIITUHHA

0obposKicHi ma  KapIuHOMA Ta

HeymouHeHi (a IJIOCKOKJTITUHHA KapImHOMa)
makooc Kicmu ma

nosinu)



ITopyweHHs 3 6okyJlenKomeHis

Kposi ma TpoMOOIUTOmeHis

AimpamuyHoi Cympecist KiCTKOBOTO MO3KY

cucmemu He#tTpomnewnis/
arpaHyoIuTO3

FemorniTuyHa aHEMIiS

AnnactvyHa aHeMis
ITopyweHHs 3 60kyAHadiNaKTHIHA PEAKITist
imyHHOi cucmemu TinmepuyTHIUBICTH [0

mpemnapary
IopyweHHs linepkanieMis
xapuysaHHusa ma  T'inokaniemis
00MiHY pevyosuH AHOpeKcis

['mioko3ypis

linepkanslliemis

limeprnikemis

linmomarHiemis

limonatpiemisa

TimoxmopeMis

TinepTpurmnineprugemis

linepxomecTepuHeMis

Tinepypukemis

limoxnopeMiuHuit ankKamo3

linepaminasemis
ITopyweHHs 3 60kyCUHIPOM HeameKBaTHOI
eHOOKPpUHHOT CeKpellil aHTUIypeTUYHOT 0
cucmemu ropmony (CHAIT)
ITopyweHHs 3 60KyCrnyTaHHsA CBiHOMOCTI
ncuxiku lenpecis

AnarTisa

I paTiBIuBiCTb

30ymKeHu! CTaH

3miHa HacTpolo (Y TOMy

YUCIIi TPUBOTA)

[TopymeHHS cHY (Y TOMY

4uCiIi 0€3COHHS)
Heapoaoziuni 3anamMopoYeHHS
po3aadu TomoBHu# 6inb

[ToctypansHe

3araMoOpoYeHHS

Brpata cBimomocTi

[ucressis

limepTonyc

Timoectesia

[TapecTesisa

[TepudepuyHa HelponaTis

COHNUBICTH

Brpara cBimomocTi

Cymomu

Brpara anetuty

TpeMmop

ExcrpanipaminHi po3nanu

HeuacTto

Heuacto
Heuacto Pigko
HeuacTto

YacTto

YacTto
YacTo Yacrto
YacTto YacTto
Heuacto
Heuacto

Hyxe pinko
Hyxe pigxo

Lyxe pigko

yxe pigxo

Pigxo
Heuacto

Heuacto
Heuacto
Heuacto

Yacto
YacTto

Heuacto
Hyxe pigko
Heuacto
HeuacTto
Iyxe pigxo
Yacto
Heuacto

Heuacto
YacToTa
HeBimoMa

Pigko
Pigko
Pigko
Pigko

Pigko
Pigko

Yacro
Heuacto
Yacro
Yacto
Yacro
YacTto
Yacro
YacTto
Iyxke gacTo
Ilyxe 4yacTto
Iyxke 4acTo
Iyxe pigko
Yacro
YacToTa HeBigoMa

YacTto
Pioko
Pigxo

Pigxo

Pigxo

YacTo
Pigxo

Pigko

Pigko
HeugacTto



ITopyweHHA 3 60kyllopyiieHHs 30py (y ToMy Yacto Pigko

Op2aHis 30py YUCJTi QUILIOIIS, PO3MHUTICTD
30py)
3HUXKEHHS CIbO30BULIIEHHS Pigko
3arocTpeHHs Miomil HeuacTto
KcanToncia Pigko
TocTpa Mioris, rocrpa YacTroTa HeBigoMa

3aKpPUTOKYTOBa rjlayKoMa
(ouB. po3min «OcobmuBoCTi
3aCTOCYBaHHA»)

XopioiganbHUM BUIIT YacToTa HeBimoMa
ITopyweHHs 3 60KyBepTuro Heuacto Heuacto Pigko
Op2dHis CAYXy1 Olym y Byxax Heuacto
pisHoBazu
ITopyweHHs 3 6okyYacTte cepueduTTs Yacto Yacto
cepueso-cyouHHoi Taxikapmis HeuacTto
cucmemu IndapkT Miokapna Lyxe pinko
Aputwmil (y ToMy gucni Heuacto Pinxo
OpamuKkapmis, MITyHOUYKOBa
TaxiKapmis, MUTOT/INBA
ApPUTMis)
Crenokappnis Heuacto Heuacto
Y Ttomy uucni
3aroCTpeHHs
CTeHOKapmil
ITopyweHHs 3 60KyApTepianbHa TimoTeH3is Yacto Pigko Heuacto
CcyOuH [Tpunnusu Heuacto Yacto
OpTocTaTryHa apTepiaabHa Heuacto
rinmoTeH3is
Backymitu (y ToMy unchni Iyxe pigko Pigko
HEKPOTU3YIOUUU BACKYIIIT)
Tpom603 Pinko
Em6orist Pinko
ITopyweHHs 3 bokyKarmenpb HeuacTto Yacto Heuacto
opeaHie OuxaHHs, BpoHXIT YacTo
2pyoHoi kaimku  [TUcCIHOe YacTo Pigko
ma cepedocmiHHa DapUHTIT YacTo
Punit Yacto Heuacto
l'ocTpa iHTepcTHULiambHA Pigko
MTHEBMOHIS
PecmipaTtopauii mucTtpec Heuacto
Habpsk nerexs Pigko
TocTpuii pecnipaTopHUAX Iyxe pigko

ouctpec-cuagpoM (IC'PIOC)
(muB. po3min «OcobmuBOCTi
3aCTOCYBaHHS»)



ITopyweHHs 3 bokyiapes
mpasHoi cucmemu Hynorta

YacTto
Yacro
YacTto
Heuacto

3amop

CyxicTb y poTi

Bine y xuBoTi

[TopyureHHS GQYHKIII
KUIIEeYHUKY (Y TOMY YUCTi
3arop Ta fiapes)
Merteopusm

Po3nagu TpaBnenHs
Tactpur

[lompa3HeHHS IUTYHKA
TactpoeHTeput
linepnnasia acen
[lapamniTiyHa HEIIPOXiOHICTD
KUIIeYHUKY

[TankpeaTtur

BnroBanus

Cnpy-nopibHa eHTepoIaTisa
(muB. po3min «OcobmuBOCTi
3aCTOCYBaHHS»)
AnrioHeBpo

TUYHUYN HaOPSAK KUIIEYHUKY

ITopyweHnHs 3 6okylematut

nevyiHku ma

HCOBHO-BUBIOHUX

wasxis

KOBTAHUILA (X0JIeCcTaTUuYHa
KOBTSIHHUIIS)

['ocTpuii X0NenucTuT
AyToiMyHHUH renaTtut*

ITopyweHHs 3 boKyAnonerris

WKipu ma
niowxipHoi
KAIMKOBUHU

ITopyweHHs 3 6okyCra3m M’'s3iB
onopHo-pyxogoz2o Habpsk cyrnobis

anapamy ma
CNnoyyHoi
MKAaHUHU

AnrioneBpoTryHUN HaOPSK
Anepriunuii mepMaTUT
MynsTudopMHa epuTeMa
Epurema

Peaxuii Tumy mkipaUx
MIPOSIBiB CUCTEMHOTO
YepBOHOT0 BOBYaKa
Ex3anTtema

ExcdoniaTuBHMIT JepMaTUT
[ligBuIineHe TOTOBUAIIEHHS
DOTOYYTIUBICTH

CBepbix

IIypmypa

Habpsk Ksinke

Bucun

3arocTpeHHs MKipHOI GOpMHU
CHUCTEMHOI'0 YePBOHOTO
BOBYaKa

Tokcu4yHUY enigepManbHUM
HEKPOIIi3

3MiHa KOIbOpY LIKipu
Cunppom CriBeHca —
II>KOHCOHA

Kponus’'sHka

Yacto
Yacto
CnalkicTh y M's13ax HeuacTto
Habpsik roMinok

Aprtpanris

ApTtpur

Bine y criuni

[Tape3

Mianris

Binp y kicTkax

Yacrto
YacTto

Yacrto

Yacrto

Yacrto

Heuacto

Hyxe pigko

Pigxo

Hesigomo

Pigxo
Heuacto

Heuacto

Heuacto

Heuacto

Heuacto
Pigko

YacTto
YacTto

HeuacTto
YacTto

YacTto

HeuacTto
Yacto
YacTto

Yacto
Lyxe pigko

[yxe pigxo

Lyxe pigko
Heuacto

[yxe pigxo
Iyxe pigko

Heuacto
[yxe pigxo

[yxe pigko

HeuacTto
Hyxe pigxo
HeuacTto
Hyxe pigko
HeuacTto
Heuacto
Hyxe pigko
Heuacto

YacToTa
HeBimoMa
HeuacTto

yxe pigko
Heuacto
YacTto
YacTto
HeuacTto

Heuacto

Heuacto

YacTo
YacTto
YacTo

YacTo

YacTo

YacTto

Lyxe pigko

Pigko
YacTto

Pioko

Pioko

Heuacto
Pigxo

HeugacTto
Heuacto
HeugacTto

Heuacto

Pigko

Pigxo

Heuacto

Pigxo

Pigko



ITopywenHs 3 bokyllonakiypis Yacro

HUPOK ma [TigBuIeHa YacTOTa Heuacto
cevosusioHuxX CEYOBUITyCKaHHS
waaxia 'ocTpa HUPKOBa Pigko
He[oCTaTHICTh
Femarypis Yacto
[lopylieHHs CEYOBULINIEHHSA Heuacto
Hikrypia Heuacto
IaTepcrumianeEui Heput Pigko
HupkoBa HegoCTaTHICTD Pinko Pigko
Poznadu 3 6oky  TlopylleHHS epekiii Heuacto Heuacto Heuacto
PenpoOyKMUE-HOI l'iHexomacTis Heuacto
cucmemu ma
2pyodHuX 3a/103
3aeanvHi Actenia Yacto Heuacto Yacto
nopyueHHA [Mepudepuunnii HAOPSIK Yacto Yacto
Broma YacTto YacTto Yacto
Bins y rpyasax Yacrto Heuacto
Tapsuka Pigko
['punonomi6Hi cuMITOMM Yacro
CoHHUBICTD Pigxo
TpUBOXKHICTE Heuacto Heuacto
Habpsk Iyxe 4acTo
Bine Yacto Heuacto
Habpsk o6muyus HeuacTto
JlabopamopHi ma TlinBuilleHHS PiBHS YacTto Pigko YacTto
IHCMpyMeH-maavHIKpeaTHHIHY Y KPOBi
OaHi [TigBuIleHHS PiBHSA CEYOBUHU YacToO YacTto YacTto
V KPOBIi

[TigBuIieHHs piBHA cevyoBol YacTo
KHUCJIOTH y KPOBi

3JHUKEHHS PIBHSA KaJlilo y HeuacTto
KpOBIi

[ligBumeHHA piBHSA raMMa- HewacTo
rayTaMmintpancdepasu y

KpPOBI

ITigBuIleHHST aKTUBHOCTI HeuacTto

anaHinaMiHOTpacdepasn

[TigBuIlEHHS aKTUBHOCTI Heuacro

acrnapraTaminoTpacdepasu

[TigBuIIEHHS PiBHSA YacTo yxe pigko

Me4iHKOBUX (HepMEeHTiB (y 6inmbImocTi
Ha T
X0JIeCTa3y)

[TigBuIleHHS PiBHSA YacTo

KpeaTuHiapochokinazu y

KpPOBIi

3MeHIIIeHHS MacCH Tia Heuacto

36inmbIIeHHS MacH Tina Heuacto

*V micnsipeecTpaliHu IePiof MOBIAOMIIAIOCS IIPO BUIIaAKN BUHUKHEHHS ayTOIMYHHOI'O TEIaTUTy 3
JTaTEHTHUM I1epiogoM Bif KiTbKOX MICSIIiB 10 POKiB, 1110 6yB 000POTHUM ITiCJig BiIMiHM 3aCTOCYBaHHS
oJIMecapTaHy.

[ToBimoMIsizIOCSs TIPO AEKiNbKa BUNAAKiB pabmoMionidy, SKui 3a 4acOM PO3BUTKY OYB ITOB’A3aHU 3
IpuioMoM 0I0KaTOPiB pelenTopiB aHrioTeH3uny II. V maifieHTiB, 110 mpuiiMan aMJIOAUIIIH,
MIOBIOMIISINIOCS TIPO A€KiNTbKa BUIIaAKiB PO3BUTKY €KCTpamnipaMiqHOr0 CUHAPOMY.

HemenaHoMHui pak wKipwu

Pe3ynbTaTu ¢apMakoenipemMionoriyHuMx pQOCNigxXeHb MoKa3anu nNigBUWEHUW PU3KK



HEMEeNaHOMHOro pakKy WKipu, MOB'A3aHMW 3 CYKYNHOKW [030K ripgpoxjsopoTia3supy
(FXT3) (ows. po3pinun «0cobnueocTi 3acTocyBaHHA», «OapMakonoriyHi
BJIACTMBOCT1»).

[To6iyHi peaxii, mpo sKi TOBIMOMIISANN B KIiHIYHUX OOCTigXKeHHAX a0o Mpo SKi BimoMo 3
IIOCTMApPKETUHTOBOTO [OCBiNYy 3acToCcyBaHHS (pikcoBaHOI KoMOiHallii 0IMecapTaHy MeIOKCOMiNy Ta
aMJIOJUIIiIHY, ajie Mpo SAKi He MoBigoMsaau npu 3actocyBaHHi CeBikapy HCT, MoHOTeparril
oJiMecapTaHy MelOKCOMisioM a0o0 MOHOTepallii amnIoauninoM abo MOBiIOMIISANIN YacTille Ipu
moMBilHIM KoMOiHalii, mpegcTaBIeHo B TaOIuUIIi 2.

Taonuis 2

[To6iuHi peaxiil mpu 3acTocyBaHHi KoMOiHallil oTMecapTaHy MEIOKCOMINY Ta aMJIOOUITIHY

[Opranu Ta cucremu Yactora IMoOGiuni peakmii
3 6oky iMyHHOI cucmemu Pinxo [inepuyyTnuBiCTh J0 JTiIKAPCHKOT0 3aC00y
3 6boxy mpasHoi cucmemu HeuacTo Binb y BepxHill JiNgHIl KUBOTA
3 60Ky penpodykmusHoi HeuacTto SHUKEHHS ibimo
cucmemu ma MO/04YHUX 30103
3a2anvbHi NOPYyWeHHA HacTo HalOpsK M'IKUX TKQHWH
Heuacto COHNIUBICTD
3 60Ky Kicmkoeo-m’ 530801 Heuacto Binb y KiHI[IBKax
cucmemu ma cnoayyHoi
MKAHUHU

3a3HayveHi B Tabnuui 3 mobiuHi peakiii CTOCYIOTLCS KITIHIYHUX OOCTiAXKEHb Ta TOCTMapKEeTUHTOBOT'0
3aCTOCYBaHHS (PiKCOBaAHMUX 03 OJIMecapTaHy MeJOKCOMIIy Ta TiApOoXJIOpOTia3uay Ta He CTOCYIOThCS
3actocyBaHHS npenapaty Cesikap HCT, MoHOTeparii onMecapTaHy MeLOKCOMINIOM 41
rigpoxnopoTiazugoM abo CBigYaTh PO BUINY YaCTOTy MOOIYHUX peakllii IpX 3aCTOCYBaHHI
KOMOiHaIlil BOX KOMIIOHEHTIB.

Tabmuisg 3

[To6iuHi peaxiiil mpu 3acTocyBaHHiI KOMOiHaIlil oIMecapTaHy MeLOKCOMINy Ta TifpoxJIopoTia3unmy

OpraHu Ta CHCTEeMH YacroTta IMo6iuni peakmii

Hespoo2iuHi po3aadu Pigxo [TopyiieHHST CBiZOMOCTI (BTpaTa CBifOMOCTI)
ITopywenHs 3 60Ky wkipu ma HewacTo ExseMma

niOWKIpHOI KAIMKOBUHU

ITopyweHHs 3 60Ky onopHo-  HewacTto Binb y KiHIiBKax

pyx08020 anapamy ma
CNoO/Y4YHOI MKAHUHU

JlabopamopHi ma Pigko He3HauyHe 3HMXKEHHS CEpefHiX MOKa3HUKIB
iIHcmpymeHmanvHi 0aHi reMorio0iHy Ta reMaTOKPUTY

[ToBigomieHHs 1po mo6iuHi peakiri

[ToBimoMieHHs mmpo moOiYHiI peakilii micist peecTpaliil TiKapcbKoro 3aco0y Ma€e BaK/IUBe
3HauyeHH4. Lle mae 3MOry IpOBOAUTYA MOHITOPUHT CIIiBBIOHOIIIEHHS KOPUCTh/PU3UK IIPU
3aCTOCYBaHHI LIbOTO JIIKapChKOTO 3aco0y. MequuHUM Ta hapMalleBTUUHUM IIpalliBHUKAM, a
TAKOX TallieHTaM a0o iXHiM 3aKOHHUM IIPeICTaBHUKAM CJIifl TOBiJOMIISITH IIPO YCi BUTIAIKU



igo3proBaHUX MOGIYHMX peakIliil Ta BiACYTHOCTI e(eKTUBHOCTI JTiIKapChKOT0 3ac00y dyepes
aBTOMAaTH30BaHy iHpopMaliiiHy cucteMy 3 (hapMaKOHATrISAAY 3a IIOCHAJIaHHSIM:
https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epiranssi.

He moTpe0ye crelianbHUX yMOB 30€piraHHs.

30epiratu y HEJOCTYIIHOMY OJISI OiTeM MicCIi.

YnakosBka.

14 TabeToK, BKPUTHX IUTIBKOBOIO 000JIOHKOIO, Y GricTepi; mo 2 OIicTepyu y KapTOHHIN mayiri.

Karteropist Bimmycky. 3a peLenToMm.

BupoOHUK.

Iaiui Cankio FOpoyn 'm6X.

Micue3HaxoaKeHHsI BHPOOHHKA Ta ajjpeca Miclsi IPoBagKeHHsI HOT0 Tis/IbHOCTI.

Jlyitmonsamrpacce 1, 85276 Ilpaddenxoden A.n.inm, HimeyuuHa.
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