Ckian

0il04a peyoBuHa: PaMiIIpu;

1 TabneTka MicTUTh pamMinpuiny 2,5 Mr abo 5 Mr, abo 10 mr;

OONOMINCHI peuoB8UHU: LIEII0JI03a MiKPOKPHUCTaIigyHa, KpoxXMallb
IpezxXejaTUHI30BaHUM, KPEMHIIO OIOKCU[ OCalKEeHUU, IJIIIUHY TiAPOXJIOPUL, TJIeposl
nubereHart, 3aji3a okcup xoBTull (E 172) (0182 mabaemok no 2,5 me), 3aji3a OKCUL
yepBouuiu (E 172) (0215 mabaemok no 5 me).

JIikapcbKa ¢popMma

TabneTku.

OCHOBHI (pi3uKo-xiMiuHI 8s1acmusocmi:

mabsiemxku no 10 me: 6imi abo matixke 6ini KarcynonomiOHi, 3 PUCKOIO 3 OHOT0 OOKY.
dapMaKoTepalneBTUYHA Ipylna

IuribiTOpM aHTioTEH3UHIIEPETBOPIOBaNbHOTO hepmeHTy (AII®). IuribiTopu AII®
MOHOKOMITIOHeHTHIi. Paminpusn. Kog ATX CO9A A05.

dapMakogHHaMiKa

Mexani3m fil. Paminpunar, akTuBHUM MeTabOJIIT paMinpuiy, iHrioye pepMeHT

ounentugunkapookcunentugaly I (cuHonimu: AII®; kininasa II). ¥ mna3mi kposi Ta
TKaHWHaX ey epMeHT KaTalidye NepeTBOPEHHS aHTi0TeH3UHY | Ha aKTUBHY
CYOMHO3BYKYBaJIbHY PEYOBHUHY (Ba30KOHCTPUKTOP) aHrioTeH3uH II, a Takoxk
PO3IIeNnJieHHsI aKTUBHOTO Ba3oauaTaTopa OpafuKiHiHy. 3MeHIIIeHHS YTBOPEHHS
aHrioteH3uny Il Ta iHTiOyBaHHS po3mIlenJieHHs OpaAuKiHiHYy ITPU3BOOUTD OO
PO3ILIVPEHHS KPOBOHOCHUX CYOUWH.



Ockinbku aHrioTeH3uH Il TaKOXK CTUMYJIIO€ BUBIIIBHEHHS ajIbAOCTEPOHY, paMinpusiaT
CIIpUsi€ 3MEHIIIEHHIO CeKpellil ab1ocTepoHy. Peakilisga Ha MOHOTeparrito iHriditTopamu
ATI® y cepenrboMy Oyiia MEHIII BUPaXKeHOI0 Y IallieHTiB HerpoigHol pacu (adpo-
KapuOCBHKOTO MTOXOKEHHS) 3 apTepiajibHOIO TinepTeH3i€o (MOMmyIsAList, O KOl
XapaKTepHUYM HU3bKUU PiBEeHb PEHIHy IPHU apTepianbHil rinepTeHsil), HiXK y
IpeacTaBHUKIB iHIIIUX pac.

[Tpuiiom paMinpuily IPU3BOOUTE 40 3HAYHOI'O 3HUXKEHHS IIepUPEePUIHOTO
apTepialbHOTO OMOPY. 3a3BUYal, 3HAYHUX 3MiH HUPKOBOTO IIJIa3MOTOKY abo
IIBUOKOCTI KiTy0oukKoBoOl ¢inbTpatil (IIIK®P) He BinOyBaeThcsa. [Ipu3HaueHHS
paMinpuiy namieHTaM 3 apTepiaJbHO0 TiepTeH31€10 IPU3BOOUTE 00 3HUXKEHHS
apTepiarbHOrO THUCKY SIK Y TOPU30HTAJIbHOMY, TakK i y BEepTUKAJIbHOMY IIOJIOXKEHHI
XBOPOTO, 110 HE CYIIPOBOAXKYETHCS KOMIIEHCATOPHUM MiABUILEHHAM 4aCTOTU CEPLIEBUX
CKOpPOYEHb.

Y GinbuIocTi MalieHTiB aHTUTINIEPTEH3UBHUYN e(peKT HacTae yepes 1-2 roguHu Iicis
IpUIOMY OOHOPA30BOI1 OO3U Ipenapary. MakcuManbHUM e(peKT OqHOPa30Bol J03HU
3a3BUYaU JOCATAETHCSA Yyepe3 3-6 ToguH. AHTUTIIEPTEeH3UBHUU e(DEKT ITiCIIsd IPUHUOMY
OIMHOPA30BOI 403U 3a3BUYal 30epira€ThCs MPoOTATOoM 24 TOOUH.

MakcuManbHUM aHTUTINIEPTEH3UBHUMN €(eKT IPU TPHUBAJIOMY JIIKyBaHHI paMiIpUIoM
3arajioM CIIOoCTepiraetbcs yepes 3-4 TuxkHi. [loBegeHo, 1110 ITPH OOBrOTPHUBAIill Teparril
QHTUTINEePTeH3uBHUM epeKT 30epiracTbCs MPOTSATOM 2 POKIB.

PanToBe nIpunuHEHHS NIPUNOMY paMINlpUily He CIPUUYKHSIE MIBUOAKOIO Ta HAAMIPHOTO
MigBUILIEHHSI apTepiaIbHOTO TUCKY ((DeHOMEH PUKOILIETY).

CepiieBa HeIOCTaTHICTh. [loBeOeHO, 10 3aCTOCOBAaHUM SK IOMOBHEHHS OO0 TPAOUIiNHOI

Teparrii fiypeTukamMu Ta, SKII0 HeOOXimHO, CEPLIEBUMU TJIIKO3UAaMU pPaMillpuil
e(peKTUBHUY OJIs MAIli€HTIB i3 cepreBo HepgocTaTHICcTIO II-1V dyHKITIOHATEHUX
kiaciB 3a NYHA. [Ipenapat BUsABIIsi€ CIIPUATIIMBUM BIUJIMB Ha CEPLIEBY F'eMOOUHAMIKY
(3HM2KEHHS TUCKY HallOBHEHHS JIIBOTO i IPaBOT0 IIIYHOYKIB, 3arajbHOTO
nepudepuyHOro CyoIuHHOI 0 OIIOPY, MiABUIIIEHHS CEPLIeBOr0 BUKUIY 1 MOKpAIleHHA
CepleBoro iHgekcy). BiH Tak0oXK 3MeHIIye HEUPOEHOOKPUHHY aKTUBAllil0.



Kriniuna edbeKTHBHICTE Ta Oe3Mnexa.

ITpogirakmuka cepueso-cyOUHHUX 3dXB80PHOBAHb /Hepponpomekuis.

Byno npoBeneHO IpeBeHTUBHE I1J1alle00-KOHTPOJIbOBaHe AOCIIIAXKEHHS (TOCIiaXKEeHH
HOPE) 3a ygactio noHapn 9200 mailieHTiB, SKi JOOAaTKOBO OO0 CTaHAApPTHOI Teparril
OTPUMYBaIX paMinpui. Y 11bOMY OOCIiAXKeHHi Opaiu y4acThb MalliEHTU 3 BUCOKUM
PU3UKOM BUHUKHEHHS CEPILEBO-CYOVHHOTO 3aXBOPIOBAHHS IIiC/IsI IIEPEHECEHOT O
aTepOTPOMOOTUUYHOTO CEPIIEBO-CYOUHHOTO 3aXBOPIOBaHHA (HasIBHICTh B aHaMHe3i
imemigHO1 XBOpoOU ceplis, iHCYyIbTy ab0 3aXBOPIOBaHHS IepudepudHnuX CcyauH) abo
MalieHTy 3 IIYKPOBUM AiabeToM, SKi Manu NpUHANUMHI Ile OOWH OOJaTKOBUU (aKTop
PU3UKy (DOKyMEHTaJIbHO HifnTBepaXKeHa MiKpoanbOyMiHypisi, apTepianbHa
rinepTeH3isi, TiABUIIEHUN PiBEHb 3arajIbHOTO X0JIECTEPUHY, X0JIeCTEPUHY
JIIIONPOTEIHIB HU3bKOI ITiJILHOCTI ab0 maiHHsI).

Lle mocrigzKeHHA TPOLEMOHCTPYBAJIO, 110 paMIIpPUJI CTAaTUCTUYHO JOCTOBIPHO
3MEHIIIy€ YaCTOTy BUHUKHEHHS iH(papKTy MioKapaa, CepLeBO-CyOUHHOI CMEpPTi Ta
iHCYIBTY SIK OKpEMO, TakK i B KomOiHallii (mepBruHHa KoMOiHOBaHa KiHIleBa TOYKa).

HocmigxxenHuss HOPE: oCHOBHI pe3ynbTaTH

Paminpun|[ITnane6o|BiguocHui

[Toka3Huk pPUu3UK
3HayeHHSd
% % (95 %
OoBipuYuu
Vci manienTtu n=4,645 [N=4,652[iHTepBan)
I[TepBuHHA
op6' oBaHa 14 17,8 0.78 <0,001
KOMOiHOBaH , ,
. (0,7-0,86)

KiHIIeBa ToYKa
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9,9 12,3 <0,001
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pesackyaapusauil (0,77—-0,94)
I'ocnimaani3auis 3
npueo@y ) 12.1 12.3 0,98 He |
HecmabinvbHOI (0,87—1,1) \OocmosipHo
cmeHoKapoil
I'ocnimaani3auis 3
o 0,88
npueooy 3,2 3,5 0,25
cepuesol (0,7-1,1)
HedocmamHocmi
YcknaaoHnenHs,
’ [ 0,84
nos’sA3aHi 3 6.4 76 0.03

UYyKposuM
Odiabemom

(0,72-0,98)




Y npoueci gocnigxenus MICRO-HOPE, npoBefeHHS SKOT0 OyJ10 IOTIEPETHBO
3aIjlaHOBaHO B paMKax gociaimxkeHHss HOPE, BuBuaBcs epeKT, 1110 BUHUKAB IIPU
nomaBaHHI paminpuiy B fo3i 10 Mr mo iCHyr040l cXeMHU JIiKyBaHHS IIOPiBHSHO 3
mane6o y 3577 nallieHTiB BiKoM Bifi 55 poKiB (BepXHBOTO BiKOBOTO OOMEIKEHHS HE
0yJi0) 3 HOpMaJIbHUM a00 MiABUIIEHUM apTepialbHUM THUCKOM, OiJIBIIICTD i3 IKUX
XBOpina Ha IyKpoBu# miabet 2-ro Tumy (i Mana moHaMeHIIe oOuH (paKToOp cepleBo-
CYOUHHOI'O PU3UKY).

Pe3ynbTaTé mIEpBUHHOIO aHai3y NpoaeMoHCTPyBaiy, moy 117 (6,5 %) yyacHUKIB
OOCITimKeHHs, sIKi oTpuMyBasnu paminpui, tTay 149 (8,4 %), ski orpuMyBanu naiebo,
PO3BUHYJIAcsd BUpaXKeHa HedpoIaTis, 110 BifATIOBigae BiTHOCHOMY 3HUXKEHHIO PU3UKY
Ha 24 %; 95 % 11 [3-40], p = 0,027.

HocnigxenHss REIN, 6araTomeHTpoBe paHgoMi30BaHe IMOBiMHe ciine miamnedo-
KOHTPOJILOBAHE OOCIIIIKEHH y apajle/IbHUX I'pylax, IPOBOOUIOCS 3 METOI0 OLIHKU
BILJIMBY JIIKyBaHHS paMillpuIOM Ha iHTeHCUBHICTh 3HUXKeHH IIK® y 352 nmaifieHTis 3
HOpPMalbHUM abo0 IMigBUIIIeHUM apTepialbHUM TUCKOM (BikoM 18—70 poKiB), y sIKUX
cIocTepirasnacs jerka (cepeaHs KinbKicTh BuBefeHoOro 6inka i3 ceyeto > 1 ta < 3
r/mo6y) abo TsxkKa (cepemHs KilnbKiCThb BUBemeHOro 0inka i3 ceuero = 3 r/moby)
IMPOTEIHYPis BHACIIOK XpOHiYHOI HemiabeTuuHol HedpomraTili. OOunBi miarpynu 6yau
MPOCIIEKTHUBHO CTPaTU(iKOBaHi.

Pe3ynbTaTy OCHOBHOT'O aHasli3y CTaHy MallieHTiB 3 HanOisbIll TAXKKOIO IIPOTEIHYPi€0
(mipgrpyma, sKa JOCTPOKOBO IIPUIIMHUJIA YYaCTh Y AOCIiAXKEeHHi, OCKiIbKH Oya
moBedeHa KOPHUCTD Bifl MTiKyBaHHS y I'PYIIi paMillpuily) IPOOAeMOHCTPYBalH, 110
cepenHs iHTeHCUBHICTDL 3HMKeHHS [IIK® 3a micsap Oyia HUKYO0IO IIPU 3aCTOCYBaHHI
paMinpumiy, HiXK IIpu 3acTocyBaHHi nnanebo: —0,54 (0,66) nopiBasHO 3 —0,88 (1,03)
Mi/xB/Micans, p = 0,038. TakuM 4MHOM, MiXKTIPyIIoBa pi3HUL cTaHoBuia 0,34
[0,03—-0,65] mn/xB/Micsanp Ta mpubmusHo 4 mMi/xB/pik; 23,1 % mallieHTiB rpynu
paMinpumy gocsiriu KoMmOiHOBaHOI BTOPUHHOI KiHITEBOI TOYKU - IIOOABOEHHS
KOHIIeHTpallil KpeaTUHIHY y MJjia3Mi KpoBi Ta/abo TepMiHabHOI cTafil 3aXBOPIOBaHHS
HUPOK (HeoOXimHiCTh MpoBegeHHs reMoianilzy abo TpaHCIIaHTallil HUPKH) -
nmopiBHsAHO i3 45,5 % y rpymi nnaue6o (p = 0,02).

ITopgBitiHa O6J10Kaga peHiH-aHTioTeH3MH-anbaocTepoHoBol cucteMu (PAAC). V oBox

MacIITaOHUX PaHIOMi30BaHUX KOHTPOJIboBaHUX mociaimxkeHHsIXx [ONTARGET



(mocnim»keHHS BIJIMBY TeJIMicapTaHy sIK MOHOTepalrii Ta y Kom0OiHallii 3 paMinpuinom
Ha 3arajbHy KiHlleBy TouKy) i VA NEPHRON-D (mocnigxeHHs miabeTudHoi HedpomaTil
y BeTepaHiB)] BuB4anocs 3acToCcyBaHHsS KoMmOiHaliil iuriditopa AII® 3 aHTaroHicTom
penenTopiB aHrioreH3uny II.

Hocnigxenass ONTARGET npoBoguiocs 3a y4acTIO IIAlli€EHTIB i3 ceplieBO-CYUHHUMU
4Hn 11epebpoBacCKyJIIPHUMHI 3aXBOPIOBAHHSIMU B aHaMHe3i abo i3 1fyKpoBuM fgiabeToM 2-
ro TUILYy i3 CYIIYTHIMHU O3HaKaMM ypaXXKeHHs OpraHiB-MillieHeu. Y gocaigxkeHHi VA
NEPHRON-D B3sa51u y4acTh IalliEeHTH 3 yKPOBUM fiabeToM 2-ro TUILY Ta AiaOeTUYHOIO
HedpomaTi€lo.

i mocmigKeHHS He IMOKa3alu 3HAYYLIIUX ITepeBar KoMOiHOBaHOI Tepatil 1010
HUPKOBUX i/ab0 cepiieBo-CyOIUHHUX HACJIiAKIB Ta CMEPTHOCTI, TOAI K IIPU LILOMY
CIIOCTepiraBcCs IIiABUILEHNIM PU3UK TilepKalieMil, TOCTPOl HUPKOBOI HEOOCTATHOCTI
i/abo apTepianbHOI rirmoTeH3il MOPiBHSIHO 3 MOHOTEpaIlTi€. 3 OTJIAny Ha NomiOHi
apMakoguHaMiyHi XapaKTEPUCTUKU IIUX ITpellapaTiB, Iii pe3yabTaTy TaK0XK
3aCTOCOBHI Ay iHmMX iHri6iTopiB AIT® Ta aHTAroHicTiB pelienTopiB aHrioTeH3uHny II.

Otxke, inridiTopu AII® Ta aHTAroHicTH penenTtopiB aHrioreH3uHy Il He MOXKHa
OOHOYACHO 3aCTOCOBYBATH MalliEHTaM i3 miabeTUYHO0 HedpomaTi€o.

HocnigxenHsa ALTITUDE (mocriigKeHHS BIJIUBY ajliCKipeHYy Ha CTaH HallieHTiB i3
IIYKPOBUM Hia0eToM 2-T0 TUITy 3 BUKOPUCTAHHSIM CEPIIeBO-CYINHHUX Ta HUPKOBUX
KiHIIeBUX TOYOK) OIIiHIOBA/IM IlepeBaru JogaBaHHS aJliCKipeHy [0 CTaHOapTHOI Teparril
iHridiTopom AIT® abo aHTaroHicToM perenTopiB aurioren3uny Il Oys naitieHTIB i3
IIYKPOBUM AiabeToM 2-T0O TUITy Ta XPOHIYHUM 3aXBOPIOBAHHSM HUPOK, CEPIIEBO-
CYOUHHUM 3aXBOPIOBaHHSIM abo oO0oMa naTtosoriamu. lle mocnimkeHHS Oy10
3aBepIIEeHO JOCTPOKOBO Yepe3 IMiABUIIEeHHSI PU3KUKY HeOaKaHUX KITIHIYHUX HaCTigKiB.
Y rpyni npuiiomMy ajicKipeHy HOPiBHSHO 3 TPYIIOI0 NpUoMy mialedo 6yso BimMidyeHo
OiNTbIIy YacTOTYy JIeTaJIbHUX BUIIAAKIB Yepe3 ceplieBO-CYIWHHI 3aXBOPIOBAHHS Ta
iHCYJIbT, @ TAKOXK MiIBUINIEHHS YaCTOTH CEPHO3HUX HeOaXKaHUX SBUIL, SIKi SBIISIIN
co6010 ocobIMBUM iHTEpec (TinepKaieMisi, apTepianbHa rinmoTeH3isa i gucHyHKITisa
HUPOK).



BTopuHHa npodinakKTHuKa IIicias IIepeHeceHoro rocTporo iHbapKTy Miokapaa. Y
nocnigxkenHi AIRE O6panu ydacts noHap 2000 naifieHTiB i3 MUHYIIUMU/TIOCTiINHUMU
CHMIITOMaMH CepPIlieBOl HeJOCTATHOCTI ITiCJIA IIepeHeCeHoro iHpapKTy MioKapaa.

JIikyBaHHS paMinpuioM po3nodyuHanu yepe3 3-10 gHIB Mic/iss BAHUKHEHHS TOCTPOT0
iHpapKTy MioKapaa. Lle gocmigKeHHs IIPOAeMOHCTPYBalo, IO IIiCIsA 3aBepIIeHHS
repiony MoOJasbIIOro CIIOCTEPEXKEHHS, IKUM B CEpeIHbOMY CTaHOBUB 15 MiCAIIB,
KiJIBKICTH JIeTaJIbHUX BUIIAIKIB y I'PYIIl MAli€HTIB, AKi OTPUMYyBaJik paMillpul,
ctaHoBuna 16,9 %, a y rpymi nname6o - 22,6 %. Lle o3Hayae abCoMOTHE 3HUKEHH S
CMEPTHOCTI Ha 5,7 % Ta BiTHOCHe 3HUKEHHS pU3uKy Ha 27 % (95 % OI [11-40 %]).

[NegiaTpuyHa DOOynslis. Y mpolieci paHAOMi30BaHOT 0O ITOABIMHOTO CJIIOro ImJaiebo-

KOHTPOJILOBAHOI'O KJIIHIYHOTO AOCIIAXKEeHH 3a y4acTio 244 nefiaTpUYHUX IAli€HTIB 3
apTepianbHOIO TinepTeHsielo (y 73 % 3 akux OyJa MepBUHHA apTepianbHa rinepTeHsis)
BiKOM 6—16 POKiB y4aCHUKH OTPUMYBaIU HU3bKi, cepenHi abo BUCOKi MO3UW paMillpuiry
3 METOI0 DOCATHEHHS Y HUX IIJIa3MOBUX KOHIIEHTPAIlill paMinpuiary, sKi BiIIIOBigalOTh
Oiama3oHy Ho3 s gopocnux 1,25 mr; 5 mr ta 20 Mr 3 po3paxyHKy 3a Macoo Tina. I1o
3aKiHYeHHi mepiony 4 TuxXKHi Oy10 BUSBJIEHO, III0 paMinpun 0yB HeeeKTUBHUM ILI0A0
KiHIIeBOl TOYKH - 3HUKEHHS CUCTOJIIYHOTO apTepiaIbHOr0 TUCKY, OOMHAK BiH 3HMU>KYyBaB
OiaCTOJIIYHUY THCK MIPHU 3aCTOCYBaHHI HANWBUIIO] JO3U OOCIIIXKYBAHOI'O Jiama30HY.
Byrno noka3zaHo, 110 K CepenHi, Tak 1 BUCOKI JO3U paMillpuily 3HUXKYIOTh CUCTOJIIYHUN
1 giacTONMiYHUY apTepiaJlbHUU TUCK Ha CTAaTUCTUYHO 3HAUYYIy BEJIMYUHY y OiTEeN i3
HiATBEPOXKEHOI apTepialbHOIO IiIepPTEeH3IE.

Takoro eekTy He CIIOCTepiranocs y nmpoieci 4-TUKHEBOT0 PaHAOMi30BaHOT O
MIOOBIMHOTO CJIIIOTO OOCIHIIXKEeHHS 3 MigBUIIEHHSIM 03U, JIe OIL[iHIOBAaBCS e(PeKT
BiIMiHU JTiKapChbKOT0 3aco0y i B IKOMY B3s1J1M y4acTh 218 nmemiaTpuyHUX Halli€EHTIB
BikoM 6—16 pokiB (y 75 % 3 sskux Oyja IIepBUHHA apTepiajibHa rinepreH3is). ¥
IIPOIIeCi IILOTO OOCIIIOXKEHHS IIIC/IA BIAMIHM IIpenapaTry CIIOCTepirajgocs IOMIipHe
PHUKOILIETHE MiOBUILIEHHS K AiaCTOJIIYHOIr0, TaK i CUCTOJIIYHOTO apTepiaJIbHOTO TUCKY,
ITPOTE BOHO He OYyJI0O CTATUCTUYHO 3HAYYIIIUM [JI5I IOBEPHEHHS THUCKY OO0 BUXiOHOTO
PiBHS B yCiX rpyImax Oo3 OOCIiAXKyBaHOTO Aiana30Hy paMinpuny [Hu3bKi go3u (0,625 -
2,5 Mr), cepenHi mo3u (2,5 - 10 mr) abo Bucoki go3u (5 - 20 Mr)] 3 po3paxyHKy 3a
Macolo Tina. B gocmigXKyBaHil nemiaTpuYHIM MOMYIALil paMinpusl He BUSIBIISIB
JIIHIKHOTO J0303a/IeKHOT0 e(PeKTy.

dapMaKkoKiHEeTHKA



BcMmokTyBaHHg. [Ticisa nepopaJIbHOT0O IPUMOMY paMillpuil IIBUOKO BCMOKTYETHCS 3i

IIJTYHKOBO-KHUIIIKOBOTO TPAaKTy. MaKcuMaJsbHiI KOHIIeHTpallil y mia3Mi KpoBi
OOCATaIThCSA NIPOTATOM 1 roguHu. 3 OrJIsAAY Ha KiJIbKiCTh PEYOBUHY, BUSBJIEHOL Y Cedi,
CTYIIiHb BCMOKTYBaHHS CTaHOBUTH IIIOHAWMeHIIIe 56 % i Ha HbOTO CYTTEBO HE
BILJIMBA€ HASBHICTh 1XKi y IIJTYHKOBO-KUIIIKOBOMY TPaKTi. BiomoCTymHICTh aKTUBHOTO
MeTaboIiTy paMiltpusaTy micjisg IepopasbHOTO 3aCTOCYBaHHS paMinpuny y mo3si 2,5 mr
1 5 Mr ctarOBUTHE 45 %.

MaxkcuMaJsibHi KOHIIeHTpallil y m1a3Mi KpoBi paMinnpunaTy, EGUHOT0 aKTUBHOTO
MeTaboIiTy paMinpuny, OocsAraloThCA Yepes3 2-4 TOOUHU ITiCJIg IPUHMOMY paMillpuiy.
[Ticns 3acTocyBaHHS 3BUYaWHUX 403 paMinpuny 1 pa3 Ha goOy piBHOBaxKHa
KOHIIEHTpAIlis paMinpuiaTy y mjia3Mi KpoBi mocsiraeThbcst NpuOIM3HO HA 4 OeHb
JIIKyBaHHS.

Posnogin. 3B’s13yBaHHS paMinpuny 3 O6ilkaMu mj1a3Mu KPOBi CTaHOBUTDL IIPUOIU3HO 73
%, a paminpunaty - 56 %.

MertabomisM. Paminpusn Malizke MOBHICTIO MeTab0JIi3yETHCSA O paMinipuiary,
OUKETOMiIIepasnHOBOro edipy, OMKETOIINIepa3nHOBOl KUCJIOTH i TJTIIOKYPOHIIiB

paMinpuiny i paMminpumiary.

BuBepeHnHsi. BuBemeHHs MmeTa0oIIiTiB BifOyBa€eThCS MepeBaXKHO IIISIXOM HUPKOBOI1

eKCKpellil. 3HuKeHHS KOHIIeHTpallil paMinpuiaty y nja3mi KpoBi € 6aratodasHum.
Yeped nnoTykKHe HacuuyBajibHe 3B's13yBaHHA 3 AII® i OBiIIbHY AucoLiallito 31 3B’A3KYy 3
(bepMeHTOM paMinipuiaT Ma€ IPOJIOHTOBAaHy TEpPMiHalbHY (pa3y BUBEIEHHS IPU OyXKe
HU3BKUX KOHIIEHTpALiAX Y I1JIa3Mi KPOBI.

[Ticns npuiioMy IOBTOPHUX A03 paMinpuny 1 pa3 Ha goOy epeKTUBHUU epiof
HalliBBUBEOEHHS CTAaHOBUTh 13-17 roguH miast mo3 5-10 Mr i 6inbine mis HUXKYUX 103
(1,25-2,5 mr). PizHuIS 3yMOBIE€HA THUM, III0 3OAaTHICThL PEePMEHTY A0 3B'sI3yBaHHS 3
paMinpuiaToM € HaCU4YyBaJIbHOIO.



[Tpu mepopanbHOMY IIPUIOMI Pa30BOl J0O3HU ITpellapaTy aHi paMinpui, aHi 10oro
MeTalboJIiT He BUSIBIISIIINCS y TPyaHOMY Moioli. [IpoTe HeBimoMo, siKui epeKT Mae
IIPUUOM IIOBTOPHUX [03.

[NamieHnTH i3 mopyueHHSIMU QyHKITI HUPOK (OuB. po3min «Cmocib 3acTocyBaHHS Ta

oo3u»). Y IallieHTiB i3 MOpyIIeHHSIMHU (PyHKIIIl HUPOK HUPKOBA €KCKpeIlisi paMinpuiaTy
3HUIKEeHa, @ HUPKOBUU KJIipEHC paMinpusiaTy IPOIOPLIiNHUN [0 KIIIpeHCYy KpeaTUuHiHy.
Lle mpu3BOOUTH OO IMiABUINEHHS KOHIIEHTPAIlil paMilTtpuaTy B Ijia3Mi KpPOBi, gKa
3HUXKYETHCS IOBiJIbHIIIE, HiK B 0Ci0 i3 HOpMabHOIO QYHKIII€EI0 HUPOK.

[NanieHnTH i3 mopymeHHsSMU QyHKIII nediHKM (quB. po3gin «Cmocib 3acTocyBaHHS Ta

no3u»). Y mallieHTiB i3 mopyimeHHIMU QYHKINI ITediHKu MeTaboIi3M paMinnpumiy 3
YTBOPEHHAM paMinpusnaTty OyB YIOBIIbHEHUYN Yepe3 3HUKEHHS aKTUBHOCTI
IMe4YiHKOBUX ecTepas, a PiBeHb paMillpuiy B IJjla3Mi KpPOBi y 1IUX IAIli€HTiB OyB
nigBuIilleHKWM. BTiM MakKCHMaibHa KOHIIEHTPAIlisd paMillpuaTy B [IUX MAIli€HTiB He
BiZipi3Hsizacs Bif Takol B 0Ci0 3 HOPMaIbHOIO (PYHKIIIEIO TIE€YiHKH.

ITamieHTH i3 CeplLIeBO HEOOCTATHICTIO. Y MallieHTiB i3 CepleBOI0 HEOOCTaTHICTIO MiCisd

2-TU2KHEBO1 Teparii 5 M paMinIpuIoM cIiocTepiranocs 30inbllIeHHsT KOHIIeHTpallii
paMinpunaTy y miaa3mi KpoBi B 1,5-1,8 pa3a Ta 30iibIlIeHHS IIJIOIII ITif
(bapMakKOKiHETUYHOIO KPUBOIO «KOHIIeHTpaIllis-dac» (AUC).

TopyBaHHs rpyamio. [Ticiis 3acToCyBaHHSI OMHOPA30BOi IO3K PAMIMTPUITY IepPOpPaIbHO

MOro piBeHb Y MaTEPUHCHKOMY MOJIOLI OyB HUXKUYe IpaHulli BUsiBIeHHs. OgHak eekT
mpu 6araTopa3oBOMY 3aCTOCYBaHHI He BioOMUI.

[lemiaTpuuHa nonynsimnisa. PapMaKOKiHETUYHUU IPOQiib paMinpuily OOCiaXKyBaBCId y

30 mauieHTiB egiaTpUYHOl MOMYISIlil 3 apTepialbHOIO TinepTeH3i€l0 BikoM 2-16 poOKiB,
3 Macoo Tinna >10 kr. [Ticns 3actocyBarHda 0o3 Big 0,05 mo 0,2 Mr/Kr paminpu
IIBUAKO Ta Y 3Ha4HiN Mipi MeTaboJi3yBaBcs O0 paMinpuiaty. MakcuManbHi
KOHIIeHTpallil paMinpuiaTy B IJIa3Mi KPOBi gocsaranucs dyepel 2-3 roguau. KimipeHc
paMminpunaTy y 3Ha4Hil Mipi KopestoBaB 3 jorapudmom macu Tina (p<0,01), a Takox
i3 mo3o010 npenaparty (p<0,001).



KnipeHc Ta 06’eM po3mnoginy 36iblIyBanucs IPsSMO IIPOMOPIIiMHO BiKy AiTel y KOXKHIiN
rpymi mo3yBaHHA. [Ipu 3acTtocyBaHHi mo3u 0,05 MI/KT y giTei OyJio JOCSATHYTO PiBHIB
€KCIOo3ullil, aKi OyIu MOPiBHAHHUMMU 3 €KCIIO3UII€I0 Y MOPOCIUX ITPU 3aCTOCyBaHHI
mo3u 5 MT paMminpuiny. B pe3ynbraTti 3acTocyBaHHA no3u 0,2 MI/KT y OiTeu gOoCsATanucs
piBHi ekcmo3utii, siKi Oy BUIIUMHU, HiK IIPU 3aCTOCYyBaHHI MaKCHUMaJlbHOI
pekoMeHaoBaHol mo3u 10 Mr/moby y HOpPOCIUX.

HokaiHiyHi OaHi 3 6e3neku. [Ipu mepopajbHOMY 3aCTOCYBaHHI TBapruHaAMM

3’siCyBaJIoCs, 110 paMilIpUJI He CIPUYUHSIE TOCTPUX TOKCUYHUX ABUIL. [OCHIgXKEHHS 13
TPUBAJIUM IIePOPaIbHNUM BBEEHHSIM IIpernapaTy IPOBOANIN Ha IIypax, cobakax Ta
MaBIiax. Y BCiX LIMX TPbOX BHUIIB TBAPUH CIIOCTEPIrajivcsa 3MiHU €JIEKTPOJIITHOT O
O0ajlaHCy Ta KapTUHU KPOBi. ¥ cobakK Ta MaBII, IKi OTpuMyBaIu npemnapar y mo3i 250
MT/KT MacCH Tinta Ha o0y, OyJj10 moMiueHO 3HaUYHe 30i/IbIITeHHS I0OKCTArI0MepyJISPHOTro
arapary, 110 € IposiBoM ¢apMaKOOMHAMIYHOI aKTUBHOCTI paminpuiy. Illypu, cobaku
Ta MaBIIU ITepeHOoCUINu No00Bi Ho3u mpernapary, siKi cTaHoBunu 2; 2,5 ta 8 Mr/Kr macu
Tisla Ha moOy BiAmoBigHO. [Ipu IboMy HeOaxkKaHi epeKTH y HUX He BUHUKAJIIH.

IocmiaKeHHs PenIpOOyKTUBHOI TOKCUYHOCTI, IIPOBEMEHI Ha IIlypax, KPOJsxX Ta MaBlax,
He BUSIBUJIU XKOOHUX TepaTOTreHHUX BJIaCTUBOCTEU IIpernapaTry. HeraTuBHUM BILIJIUB Ha
(pepTUNBHICTE HE CIOCTEPIraBCs aHi y caMIIiB, aHi y caMUIb IIyPiB.

BBepmeHHS paMinpuily caMULSIM IIypiB Mif 4ac BariTHOCTI Ta JlaKTallil IPU3BOOUJIIO [0
HeO0OOPOTHOTO VIIKOMXKEHHS HUPOK (PO3MIUPEHHS HUPKOBOI MUCKH) Y IIOTOMCTBA IIPH
3acTocyBaHHi Jo3 50 Mr/Kr Macu Tina Ha moOy Ta BHUIIE.

YucneHHi BUIpoOyBaHHS Ha MyTareHHICTh i3 3aCTOCYBaHHSIM Pi3HUX TECT-CUCTEM He
BUSIBUJI MyTareHHUX a00 TeHOTOKCUYHUX BIaCTUBOCTEN paMillpuiy.

IToxa3aHHSA

e JIiKyBaHHS apTepianbHOIl TillepTeH3il.

[TpodinakTrka cepiieBO-CyYIUHHUX 3aXBOPIOBaHb: 3HUXKEHHS CepPIlIeBO-CyOUHHOI
3aXBOPIOBAHOCTI Ta JIeTaJIbHUX HACJIIIKIB y IALlI€EHTIB 3:

e BUPaXeHUM CepIleBO-CYINHHUM 3aXBOPIOBAHHSAM aT€pPOTPOMOOTHUYHOIO Te€HEe3Y
(HasIBHICTH B aHaMHe3i imeMiuHol XxBopoOu cepilst abo iHCYJIbTY UM 3aXBOPIOBAHHSA



nepudepuYHUX CyouH);
e ITYKPOBUM [MiabeToM, SIKi MalOTh IIIOHANMeEHIIe OOUH (aKTOP CEePIeBO-CYOIUHHOIO
PU3UKY.

JIikyBaHHS 3aXBOPIOBaHHS HUPOK:

e TOYaTKOBa KJIyOO4YKOBa fAiabeTrnyHa HedpoIaTis, IIpo SKy CBIiIYUTh HAsIBHICTh
MiKpoanb0yMiHypii;

e BHUpaxeHa KJIy0o4YKoBa HiabeTuuyHa HedpomaTisi, PO AKY CBiIYUTL HasIBHICTH
MaKpOIIPOTEIHYPil, y Malli€eHTiB, AKi MalOTh IIIOHalMeHIle OOUH (aKTOP CepIiieBo-
CYOWHHOTO PU3UKY (OuB. po3ain «PapMaKOJIOTi4Hi BIaCTUBOCTI»);

e BUpaxkeHa KJIIy0O4YKOBa HefiabeTuuyHa HedpomnarTis, Ipo Ky CBiqYUTH HAIBHICTH
MaKponpoTeinypil = 3 r/mo0y.

JIikyBaHHS ceplieBOl HeMOCTaTHOCTI, 110 CyIIPOBOOXKYETHCS KITIHIYHUMHU ITPOSIBaAMMU.

e BropuHHa nmpodinakTUKa Mic/Is IepeHeCceHoro rocTporo iHgapKTy MioKapzaa:
3MEeHIIIEeHHS JIeTAJIbHOCTI Hif Yac rocTpol cTafil iHpapKTy MioKapaa y IalliEHTiB
i3 KIiHIYHUMU O3HaKaMU CepIlieBOl HEJJOCTATHOCTI 3a YMOBH ITOYATKY JTiKyBaHHS
Oinbire HiK yepe3 48 roauH Iiciasa BUHUKHEHHS TOCTPOro iHgapKTy MioKapza.

HpOTHHOKaSaHHH

e ITigBHUINlEHA YYTIUBICTDL OO0 aKTUBHOI PEUYOBUHU, 10 OYOb-SIKOTO iHIIOTO
KOMIIOHEHTa ITpernapaTy abo mo iHmwux iHridbitopis AITO.

e AHTiIOHEBPOTHUYHHNI HaOPSK B aHaMHe3i (CIIagKoBUM, ifionmaTUYHUN YU
MOB’sI3aHMM i3 3acTOoCyBaHHSAM iHTi0iTOpiB AIT® ab0 aHTAroHIiCTiB pPelLenTOpPiB
aHrioten3uny II).

e 3HaYHUM ABOOIYHMM CTEHO3 HUPKOBUX apTepiit abo CTEeHO3 HUPKOBOI apTepil npu
HasIBHOCTI €0WHOl (DYHKIIIOHYIOYO0l HUPKHU.

e [IpenapaT He 3aCTOCOBYBaTH ITalliEHTaM 3 apTepialbHOIO TilmoTeH3i€ abo
reMoguHaMidyHO HeCcTabiITbHUMU CTaHaMU.

e OgHOYaCHe 3aCTOCyBaHHS 3i cakybiTpuioM/BasicapTaHOM (OUB. PO3MiIu
«B3aemogis 3 iHIMMMU TiKapChbKUMHU 3acoO0aMu Ta iHII BUOU B3a€EMOMiN» Ta
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).

e BariTHIiCTh Ta IJlaHyBaHHS BariTHOCTI (OMB. PO3Oin «3aCTOCYyBaHHSA y IIepiof
BariTHOCTI abo rogyBaHHS TPYOOI0»).

He 3acTocoByBaTu pa3oM i3 npernapaTaMy, 110 MICTATH aJIiCKIpeH, IallieHTaM i3
IIYKPOBUM HiabeToM abo MOMipHOIO UM TSIKKOI0 HUPKOBOIO HegocTaTHicTio (IIIK® < 60
mi/xB/1,73 M2) (muB. po3min «B3aeMomis 3 iHIIMMM TiKapChbKUMU 3acoOaMu Ta iHIIIi
BUOU B3AEMOIIN»).



Heo06xigHO YHUKaTH OOMHOYACHOTO 3acTOCyBaHHs iHTi6iTOpiB AII® Ta
€KCTpaKopHnopaJbHUX METO/IB JIIKyBaHHS, 1110 IPU3BOOATH 0O KOHTAKTy KPOBi 3
HeraTUBHO 3apsAOKEeHNMU IIOBEPXHSIMU (OUB. po3ain «B3aemMopisa 3 iHITUMU
JIIKapPChKUMHU 3aco0aMU Ta iHIIN BUOU B3a€EMOil»).

B3aeMmogisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHOIH B3a€EMOIiH

IMaHi KIiHIYHUX OOCHiAXKeHb IPOOEeMOHCTPYBaJIH, 1110 noaBitiHa 651o0kaga PAAC
IIIJISTXOM KOMOiHOBAaHOT'0O 3aCTOCyBaHHS iHTiOiTOpiB AII®, aHTAaroHicTiB perenTopis
aHrioTeH3uny Il abo ajicKipeHy acoIlilOETHCSA 3 MiABUIIIEHOI0 YaCTOTOI0 BUHUKHEHHS
TaKnX HeOaxKaHUX SIBUII, IK apTepiajibHa rilmoTeH3is, rinepKaidieMiss Ta MOTipIIeHHs
(yHKI1Iil HUPOK (Y TOMY YHCIIi TOCTpa HUPKOBA HEAOCTATHICTh), ITIOPIBHSAHO i3
3aCTOCYBaHHSIM JIMIIIe OOHOTO 3aco0y, 1o BrinBae Ha PAAC (mouB. po3minu
«®apmakonuHaMika», «IITpoTunokasanHs» Ta «OcoOIMBOCTI 3aCTOCYBaHHS»).

ITpoTunoka3aHi KoMOiHAIIil.

OmHouyacHe 3acTocyBaHHSA iHri6iTopiB AII® 3i cakybimpusiom/eascapmaHom
ITPOTUIIOKAa3aHe Yepe3s ITiOBUIeHUN PU3UK PO3IBUTKY aHTiOHEBPOTUYHOI'O0 HAOPSKY
(muB. po3ginu «IIpoTurnokasanusa» Ta «Ocob6IUBOCTI 3aCTOCYyBaHHA»). JIiKyBaHHS
paMinpuIoM CJIif ITIOYUHATH Nulle yepe3 36 TOOUWH HiCIsa IPUUOMY OCTaHHBOI JO3HU
cakyOiTpuiny/BancapTany. JIikyBaHHS caKyOiTpuIoM/BajicapTaHOM CJIif IOYNHATHU
e yepe3 36 TOOWH ITIiCIs MPUHUOMY OCTAaHHBOI TO3U PaMIIIpuiy.

MeToou eKCTpaKOpIIOpaJibHOI Tepallil, B pe3ynbTaTi SKUX BigOyBa€ThCsA KOHTAKT KPOBI
3 HEraTUBHO 3apsaKeHUMU ITOBEPXHSAMHU, TaKi K miasni3 abo remodinbTparliis i3
BUKOPUCTAHHSM IIEBHUX MeMOpaH 3 BUCOKOIO iIHTEHCUBHICTIO MOTOKY (HallpUKIIaL,
MeMOpaH 3 MOJIiaKpUJIOHITPpUIY) Ta adepes MimonpoTeiHiB HU3bKO1 UIIJTLHOCTI i3
3aCTOCYBaHHSAM [OeKCTpaHy CcyabdaTy, 3 OTJIAAy Ha HiABUIIEHUU PU3UK PO3BUTKY
TSKKUX aHa(iTaKTOIOHUX peaklin (OuB. po3ain «[IpoTunoka3aHHsI»). AKII0 Take
JIiIKyBaHHS HeOOXiHe, CIIi PO3TJISHYTU NUTAHHS IIPO BUKOPUCTAHHS iHIIOI miasi3Hoi
MeMOpaHu ab0 3aCTOCYBaHHS iHIIOTO KJIaCy aHTUTINIePTEeH3UBHUX JIiIKapPChKUX 3aC00iB.

Kom0OiHalril, 110 BUMaramoTh 3al00iKHUX 3aX0iB.




Coai Kanirw, 2enapuH, kanitizbepiearoui diypemuku ma iHWi akmueHi pe4osuHu, u,o
30i1bWYOMb piBeHb Kaito y naa3mi Kpoei (8K/a1H4arnyu aHmaz20Hicmu aH2iomeH3UHY
II, mpumemonpum ma tio2o ¢ikcosaHi KombiHauii 3i Cy1bpamemorkcasoaom,
maxkpoaimyc, yukKs10cnopuH). Moxke BUHUKHYTHU TillepKamieMisi, ToMy ITOTPiOHO
peTesibHO KOHTPOJIIOBATU piBEHBb KaJlilo y Ijla3Mi KPOBi.

AHmuzinepmeH3ueHi nikapcvki 3acobu (Hanpuk.aao, diypemuku) ma iHWi peyosuHu,
30amHi 3HUJCYBAMU dpmepiaabHUU MUcCK (Hanpuk.aad, Himpamu, MpPUuuKAiYHi
aHmuoenpecaHmu, aHecmemuku, aa1Kko201b, 6akaopeH, anabpy303uH, 00KCA303UH,
Nnpaso3uH, mamcya03uH, mepa3o3uH). Ciig odikyBaTu 30iIbIIEHHS PU3UKY
BUHUKHEHHS apTepianbHOI rinoTeH3il (OuB. po3min «Oco6IMBOCTI 3aCTOCyBaHHS»
OO0 OiyPETUKIB).

BaszonpecopHi cumnamomimMemuKu ma iHwi peyo8uHu (Hanpukaao, i3onpomepeHo,
dobymamiH, 0onamiH, eniHe(ppuH), AKI MOH#CYymb 3MEHWUMU aHmuzinepmeH3usHull
ejpekm npenapamy Pami Candos®. PekomeHOy€eThCSA peTENBPHO KOHTPOIIOBATH
aprepiaJbHUU TUCK.

AsonypuHos, iMyHoOenpecaHmu, Kopmukocmepoiou, npokaiHamio, yuumocmamuku
ma iHWi pevyo8uHU, UWL,0 MOX#CYMb CNPUYUHAMU 3MIHU KapmuHu Kposei. [ligBuiieHa
MMOBIPHICTh BUHUKHEHHS I'eMaTOJIOTiYHUX peakii (quB. po3min «Ocob6IuBOCTiI
3aCTOCYBaHHS»).

Coai nimir. IuriGiTopu AIT® MOXKYTh 3MEHILINTH €KCKPEeIlilo IiTiio, 110 MoXKe
MIPU3BECTU A0 30inbIlIeHHSI TOKCUYHOCTI N1iTito. HeoOximHO peTenbHO KOHTPOIIOBATH
PiBEHB JIITiIO.

ITpomudiabemuyuHi 3acobu, 8KA0UYaAOYU iHCYAiH. MOXYTh BUHUKHYTH TillOTJIiKeMiuHi
peakiril. PekKoMeHIOyeThCS peTesIbHO KOHTPOIIOBATU PiBEHDb I'JTIOKO3U ¥ KPOBI.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1) i auemucaniyusio8a Kucsiomad.

O4iKy€eThbCSI 3HUKEHHS aHTUTIIEePTEeH3UBHOTO epeKTy npemnapaty Pami Caunos®.

Binbme Toro, ogHO4YacHe 3acTocyBaHH4 iHridiTopis AIT® i HIT3IT moxke



CYIIPOBOMXKYBaTUCS IMiABUILIEHNM PU3UKOM IOTipIIeHHS PyHKIIil HUPOK Ta
30iyIbIIIeHHSIM PiBHS Kallilo y KPOBi.

Cinvb. [Ipu HagMipHOMY CIIOKUBaHHI COJIi MOXKJIUBE MOCJIabJieHHS TiMOTeH3UBHOTO
edekTy nipemapary.

CneuucpiuHa 2inoceHcubinizayin. BHacnigok inrioyBanus AII® 3pocTae iMOBipHICTD
BUHUKHEHHS 1 TAXKKICTh aHaQiTaKTUYHUX i aHaPiTaKTOIOHUX peakllii Ha OTPYTy
KoMax. BBaxa€eThcs, 1110 TaKui e(PEeKT MO2Ke TAaKOXK CIIOCTEPIraTHCS i IIOa0 iHIINX
aJlepreHis.

IH2i6imopu miweHi panamiuuHy y ccasuie (MTOR) abo gindazainmuH. MoXKuBe
MiOBUIIIEHHS PU3UKY PO3BUTKY aHTiOHEBPOTUYHOTO HAOPSKY Y IAIliEHTIB, IKi
OOHOYACHO OTPUMYIOTH TaKi 3acobu, sik iHri6iTtopu mTOR (Hanpukiam, TeEMCUPOJIIIMYC,
eBepoJIiMyc, cupoiMyc) abo BinpmarninTuH. Po3nmoynHaTy TakKy Tepariio ciif 3
obepexHicTio (OuB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS»).

Pauexadompuas. TToBigOMISIIOCS PO MOTEHIIIHE 3POCTaHHS PU3UKY PO3BUTKY
QHTiIOHEBPOTUYHOI0 HAOPSIKy NPU OJHOYACHOMY 3aCTOCYBaHHIi iHribiTopiB AIT® Ta
iHridiTopa HeMTpanbHOl eHgonentunga3u (HEII), Hanpuknan palleKagoTpuny (Ous.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

Cakybimpusa/eascapmaH. OmHOYACHEe 3aCTOCyBaHHs iHTiOiTOpiB ATI® 3i
cakyOUTpiioM/BasicapTaHOM IPOTUINIOKa3aHe Yepe3 MifBUILeHUN PU3UK PO3BUTKY
aHTiOHEBPOTUYHOTO HAOPSKY.

Oc006/1MBOCTi 3aCTOCYyBaHHSA

Oco06uBi KaTeropii maiieHTiB.

BaritHicTe. JIikyBaHH iHriGiTopamu AII®, TakuMu siK paminpus, abo aHTaroHicraMu
peuenTopiB aHrioreH3uny Il He cilig po3noYyrHAaTH y IIEePiof BariTHOCTI. AKIIIO
MIPOIOBXKEeHHs Teparril iHnridiTopom AIT® BBaxKa€eThCs HEOOXiOHUM, IAlliEHTaM, SKi



TJTaHYIOTh 3aBariTHITH, He0OXigHO MepelTHU Ha ajlbTePHATUBHUN aHTUTINIEPTEH3UBHUM
Imperapar, SKUi Ma€ BCTAaHOBJIEHUM npodinb 6e3MmeKu OJisd 3aCTOCYBaHHS IIif Yac
BariTHOCTI. SKII0 BariTHICTH miarHOCTOBAHO, JIiKyBaHHA iHri6iTopamu AII®/
aHTaroHiCTaMu pelenTopiB aHrioTeH3uHy Il CiIig HeraHo MPUONHUTH i, IPHU
HeOoOXigHOCTi, po3MmoYaTHy aJlbTEePHATUBHY Tepamniio (QuB. po3ainu «IIpoTunokasaHHsI»
Ta «3aCTOCYBaHHS Y IIepiox BariTHOCTi abo romyBaHHS I'PYOOI0»).

ITauieHmu, y sKux icCHye ocob1usull PU3UK BUHUKHEHHS apmepiaabHOI 2inomeHa3ii.

e [TauieHmu 3i 3HaYHUM nidsuweHHAM akmueHocmi PAAC. PU3UK pamToOBOTO
BiIYyTHOTO 3HUKEHHS apTepPialbHOrO TUCKY 3 MOTIpIIeHHSIM QYHKIII HUPOK
BHACHiOoK npurHiveHHs AITO migBUIYETHCA Y MALIEHTIB 13 BUPAXKEHOI0
aktuBalliero PAAC, oco6muBo sikirio iHridiTtop AII® abo cynmyTHiM OiypeTUYHUMN
3acib mpu3Ha4valoTh BIiepiie abo Ipu IepLIOMY ITiABUIIIEHH] TO3H.

CyTTeBoro migBuieHHs akTUBHOCTI PAAC, 110 nmoTpe0ye MeOUYHOT 0 Hariasaay, B TOMY
YU CJIi HOCTiIMHOTO KOHTPOJIIO apTepialbHOTO TUCKY, MOKHA O4iKyBaTH, HallpUKiag, y
TaIllEHTIB:

e 3 TAXKKOIO apTepiaJIbHOIO TillepTeH3i€0;

e i3 MEKOMIIEHCOBAHOI 3aCTiMHOK CEPILIEBOI0 HEOOCTATHICTIO;

e 3 reMOOMHAMIUYHO 3HAYYIIOIO IIEePEIIKOA00 OJI IPUTOKY ab0 BifTOKY KPOBi 3
JIIBOTO IITYHO4YKa (HampuKJjamd, 3i CTEHO30M aOpTalbHOT0 abo MiTpabHOTO
KJjlalaHa);

e 3 OMHOOIYHUM CTEHO30M HUPKOBOI apTepil Ipu HassBHOCTI Apyrol PyHKIIIOHYI0YO0l
HUPKU;

e y IKUX iCHy€e a60 MO2Ke PO3BUHYTHUCS HecTauda piguHu abo eIeKTpPOoJIiTiB
(BKJIIOUAIOYM TUX, XTO OTPUMYE OiypPETHUKM);

e i3 IIMPO30M MeUyiHKHU Ta/abo acIuTOM;

e IKMM BUKOHYIOTH OOIIWPHI Xipypriuxi BTpy4yanHsa abo mig 4ac aHecTesil i3
3aCTOCYBaHHSM IIpenaparis, 1[0 CIIPUYUHAITE apTepiajbHy TillOTEH3i10.

3a3BuyYall, peKOMEHOYEThHCS ITPOBECTU KOPEKIIito merigparTarilii, rimoBonemii abo
HeCTadl eJIeKTPOJIITiB IO MOYaTKY JIiKyBaHHS (OOHAK [JIs Malli€HTiB i3 CepleBoio
HeOOCTaTHICTIO TaKi KOPUT'YIOYi 3aXOOU CJIif] peTeJIbHO 3BaXKUTHU LIOA0 PUSUKY
BUHUKHEHHS IIepeBaHTaXXeHHS 00’ €EMOM).

TpaH3umopHa abo nepcucmyroua cepuesda He0ocmamHicmbs nicas iHapkmy
Miokapoda.

e [TauieHmu, y AKUX iICHYE PU3UK BUHUKHEHH S cepuesoi abo uepebpaivbHoi iwemiiy
8unaodkKy 20cmpoi apmepiaabHOI 2inomeH3ii. Y To4aTKoBi# (a3i miKyBaHHSI



moTpibeH ocoONMUBUM MeOUYHUM HaTIs.

IToositiHa 610Kka0a PAAC.

3adikcoBaHO, I1I0 OJHOYACHE 3aCTOCyBaHHs iHTi6iTOpiB AII®, aHTAroHiCTiB pelenTopiB
aHrioteH3uny Il abo asicKipeHy migBUINlYE PU3UK apTepiaibHOI IiloTeH3i],
rinmepkajieMil Ta moripmeHHs QyHKIIil HUPOK (Y TOMY YHCIIi PO3BUTKY I'OCTPOIL
HUPKOBOI HEOCTATHOCTI). Y 3B’s13Ky 3 UM IofBitiHa 6;1okaga PAAC miissxom
KOoMOiHOBaHOT0 3acToCyBaHHS iHTiOiTOpiB AII®, aHTaroHicTiB pelenTopis
aHrioTeH3uHny II abo ajickipeHy He PEKOMEHOYEThCSA (OUB. PO3MiIu
«®apMakoouHaMikKa» Ta «B3aeMomis 3 iHmIMMU JTiKapChbKUMHK 3acoO0aMu Ta iHIII BUOU
B3aEMOOIN»).

AK110 Teparmisa y BUTNISAl TakKoi moABitiHOI 6JI0Kaau PO3IiHIOETHCSA SIK aOCOJIIOTHO
HeoOXximHa, BOHa Ma€ 3aCTOCOBYBaTUCS JIMIIE IIifl HATJIOOM CIielliajicTa Ta 3a yMOBU
4acCTOro i peTenbHOr0 KOHTPOJIIO (PYHKIII1 HUPOK, BMICTYy €I€KTPOJIITiB Ta PiBHSI
apTepiasbHOIO TUCKY.

[uribiTopu AII® i aHTaroHicTH penenTopiB aHrioTeH3uHY Il He MOXKHa OJHOYACHO
3aCTOCOBYBATHU MalliEHTaM i3 miabeTu4yHO0 HedpomaTi€o.

ITauieHmu aimHbo20 8iky. [IuB. po3ain «Crocib 3acToCyBaHHS Ta OO3U».

XipypeiuHi Bmpy4aHHs. PEKOMEHOYEThCSA NIPUIIMHATH JIIKyBaHHS iHTiOiTOpamu AIIO,

TAaKUMHU SIK PaMiIlpuI, SIKIIO I1e MOXKJIMBO, 3a 1 [MeHb J0 XipypriyHoro BTPy4YaHHS.

KoHmpoab ¢pyHKUii HUpoK. PYHKITII0O HUPOK ITOTPiOHO OIiHIOBATH IO i Imig yac

JIIKYBaHHS i KOPUTYBATU 03y, OCOOIMBO Y IIEPIIli TUXKHIi TiKyBaHHSA. Y pa3i HasgBHOCTI
ypaxKeHHS HUPOK NOTPiOHEe 0COOIUBO peTeJIbHE CIIOCTEPeRKeHH (OuB. po3ain «Crocio
3aCTOCyBaHHS Ta Oo3u»). ICHye pU3UK MOripimaHHs QyHKIll HUPOK, 30e0iIbIIoro y
TMallieHTiB i3 3acCTiiHOIO CepleBOI0 HENOCTATHICTIO abo ITicis mepecagku HUPKH, a
TAKOXK y pa3i ypaxkeHHS HUPKOBUX CYQUH, B TOMY YMCIIi y IAILli€EHTIB i3 reMOO¥HaMI4HO
3HAYYIIUM OOHOOIYHUM CTEHO30M HUPKOBOI apTepii.



AHzioHespomuyHull Habpsk. IToBimoMIsizIoCs PO OKpeMi BUITagKu

aHTiIOHEBPOTUYHOTO HAOPSAKY Y IalliEHTIB, siKi oTpuMyBanu iHriditopu AIIO,
BKJIIOYalouu paminpuin (ouB. po3mgin «ITobiuHi peakiii»).

KowMm6inartiisa paminpuny 3i cakybimpusiom/eascapmaHom MPOTUIIOKa3aHa Yepes
IMiIBUIIIEHUN PU3UK PO3BUTKY aHTIOHEBPOTUYHOI0 HAOPsKy. JIiKyBaHHS paMinipuioM
CJIiI MOYUHATH JIuille Yepe3 36 TOOWH IiCIsA IPUMOMY OCTaHHBOl TO3U
cakyOiTpuiny/BancapTany (OuB. po3ginu «IIpoTunoka3aHHsa» Ta «B3aemomis 3 iHIMUMU
JIIKapChbKUMHU 3aco0aMu Ta iHIIMi BUOM B3aEMOIiN»).

Pr3uK BUHMKHEHHS aHTiOHEBPOTUYHOTIO HAOPSAKY MOZKe MigBUIIYBaTUCh Yy IMAlli€HTIB,
sIKi OTHOYAaCHO OTPUMYIOTh TakKi JlikapchKi 3aco0u, SIK iHribiTopu MillleHi panaMiliuuy y
ccaBniB (mTOR) (manmpukiang, TEMCUPOJIIMYC, €BEPOJIIMYC, CUPOJIIMYC), BiIOariinTuH
ab0 pauekagoTpui (0O3HaKaMU MOXKYThb OYTU, HalPpUKJIa, IIPUILYXJIiCTh AMXaJIbHUX
IIJISIXiB UM sI3UKa 3, Ui 0e3 MopylleHHs AuxXaHHsg (OuB. po3min «ITobiuHi peakiii»).
Tomy crig OyTu 06epeXHUM NPHU 3aCTOCYBaHHI iHriOiTOPiB MillleHi panaMiliuHy
(mTOR) (HampuKIiag, TEMCUPOJIIMYCY, €BEPOJIIMYyCY, CUPOJIIMYCY), BingarminTuHy abo
paleKkafoTPUITy IallieHTaM, IKi B)Ke OTPUMYIOThH iHriGiTopu AITO.

Y BumagkKy aHTiOHEBPOTHUYHOTO HAaOPSKY IPUMOM IpernapaTry IMOTPiOHO IPUIIMHUTU Ta
HeranHo IMPU3HAYUTHU HEBigKIamHy Teparito. [TallieHTu MaioTh mepebyBaTH ITif
HarasgoM JiKaps MPOTAroM IpuHauMHi 12-24 roguH OO0 HOBHOTO 3HUKHEHHS
CHUMIITOMIB.

[Tpu nikyBaHHi iHri6iTOoOpamMu AII® cnocTepiramucs BUMAOKN aHTiOHEBPOTUYHOTO
HaOpsIKy KUIIeYHUKY (OuB. po3min «I[1ob6iuHi peakirii»). Lli maiieHTH cKapKunucs Ha
0inb y KUBOTI (3 HyHOTOI0/0/I0BaHHAM ab0 6e3 Hux). CUMIITOMY aHTiOHEBPOTUYHOTO
HaOPSKY KUIIIEYHUKY 3HUKAJIU ITiC/IsI IPUITMHEHHS 3aCTOCYBAHHS PaMIIIpUITY.

AHagirakmuyuHi peakuii nio yac deceHcubiaizauii. IMOBIpHICTbB i TIXKKICTh

aHadimakTUYHUX i aHa}iIaKTOIOHUX peakIlii Ha OTPYTYy KOMax Ta iHIIi aJlepreHu
30inbiyeThcsa pu nputioMi inrioiTopis AII®. [Tepen meceHcubinisallieio moTpidbHO
PO3TJISHYTH MOXKJIUBICTh TUMYACOBOTO IPUIIMHEHHS IPUNOMY pPaMilpumiy.



KoHmpoab esekmpoaimHoi pieHosaz2u. I'inepkasiemis. Y gessKuxX Halli€eHTiB, AKi

oTpuMyBanu iHriditopu AIT®, BKIIOYaO4YU paMilpusl, CIIOCTepiraau rimepkaieMito.
Pr3uk BUHUMKHEHHS TinepKalieMil BUIIMY y NALi€HTiB 3 HUPKOBOIO HEJOCTATHICTIO,
naiieHTiB BikoM Bifg 70 poOKiB, y Ialli€eHTiB i3 HEKOHTPOJILOBAHUM IIYKPOBUM AiabeToM,
y THX, XTO OTPUMYE COJIi KaJlito, Kanii3bepiraioydi OiypeTUKH, a TaKOXK iHIII aKTHUBHI
PEeYoBHHH, IO ITiTBUITYIOTh BMICT KaJlifo, a00 IIpHu TaKUX CTaHaX SK OerimpaTallis,
roCTpa ceplieBa HeKOMIIeHcallisi, MeTabOoIiYHUM alrumo3. SAKINO BBAXKAETHCS
OOLIIJIBHUM CyMiCHE 3aCTOCYBaHHS BHUIlle3a3HaUYEHUX IIpernaparTiB, peKOMEHOYEThCA
peryiasipHe MOHITOPYBaHHS PiBHS KaJsliio y I1a3Mi KpoBi (guB. po3nin «B3aemomis 3
IHIIMMY JTiKapChbKUMH 3aco0aMu Ta iHIIi BUOW B3aEMOI»).

KoHmpoab enekmpoaimHoi pieHogazu. I'imoHaTpieMisa. Y gesKux IMalli€HTIB, SKi

OTPHUMYBaId paMillpuJl, CIIOCTEPIraBCcsi CHHOPOM HeaJeKBaTHOI CEeKpellil
QHTUOIyPETUYHOTO TOPMOHY 3 HaCTYIIHUM PO3BUTKOM TillOHaTpieMil. PeKoMeHOy€eThCSA
PETYIISIPHO KOHTPOIIOBATH CUPOBATKOBI pPiBHI HAaTPiio y 0Ci0 JIITHROTO BiKy Ta B iHIIINX
Malli€eHTiB, IKi MalOTh PU3UK PO3BUTKY TilTOHaATpieMil.

HetmponeHis/azpaHyaouumo3s. Bunagky HEUTPOIIEHil/arpaHyI0IUTO3y, a TaKOXK
TPOMOOIIMTOINEHII Ta aHeMil cnocTepiranucs pigko. TaKoXK ITOBiMOMIISIIIOCS PO

NpPUTrHiYeHHs QYHKIil KICTKOBOTO MO3KYy. 3 METOIO BUSIBJIEHHS MOZKJIMBOI1 JIEUKOIIEHil
PEKOMEHOYETHCS KOHTPOJIIOBATH KiIbKiCTh JIEMKOIIUTIB Yy MJ1a3Mi KpoBi. HacTille
KOHTPOJIb 0akaHO MPOBOOUTHU Ha IOYATKY JIIKyBaHHS Ta MalliEHTaM i3 IMOPYIIeHHSIMHA
(GyHKIIil HUPOK, CyIyTHIM KOJIaT€HO30M (HanpUKIa[, CUCTEMHHUM YePBOHUM BOBYAKOM
abo ckiepopaepMiero) abo TUM, XTO IPUMMAE iHII TiKapchKi 3aco0u, 1110 MOXKYTh
CIIPUYMHUTH 3MiHU KapPTUHU KPOBIi (OUB. po3Oinu «B3aeMomis 3 iIHIIMMU JTiIKapChbKUMU
3acobaMu Ta iHIImi BUOU B3aEMOMili» Ta «ITo0iuHi peakiii»).

EmHiyHi gBiomiHHOocmi. IHTi6iTOpU AII® YacTille COPUYNHSAIOTh @aHTiIOHEBPOTUYHUM

HaOpsK y IMalliEHTiB HETPOIAHOI pacH, HiXK y IpeOCcTaBHUKIB €BPOIEOIAHOI pacu. 4K i
i inriditopu AII®, pamMinpun MoxkKe BUSIBUTUCS MEHII e(peKTUBHUM [JIs1 3HUKEHHS
PiBHS apTepialbHOTO TUCKY Y IMalliEHTiB HerpoigHoi pacu. lle Mmoxke OyTH 3yMOBIIEHO
THUM, 1110 V TAIliEHTIB HETPOIMHOI pacyu 3 apTepiaabHOIO TillepTeH3i€l0 YacTile
CIIOCTEPIra€ThCS apTepiajibHa TillepTeH3is 3 HU3bKOK aKTUBHICTIO PEHIHY.



Kaweb. I1pu 3acTocyBaHHi iHri6iTopiB AIT® moBimoMIIsAIoCs PO BUHUKHEHH S
Kaliw. XapakKTEpPHUM € Te, 10 KallleJIb HEIPOAYKTUBHUM, TPUBAJIUU 1 3HUKAE IICIISA
NpUIIMHEeHHS Tepamnil. [Ipu gudepeHLianbHii OiarHOCTUL KaIIlJII0 CIif maM’ iTaTy IpHU
MOZKJIUBICTh BUHUKHEHHS KalllII0 BHACJIIMOK 3aCTOCyBaHHS iHTiOiTOpiB ATID.

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakilili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

Ileski mobiuHi epekTH (HampuKiIana, CUMIITOMU 3HUKEHHS apTepialbHOTO TUCKY, TaKi
sIK 3allaMOPOY€eHHS) MOXKYTh OPYILIyBaTH 3[aTHICTh NalliEHTa J0 KOHIIEHTpallil yBaru
1 3HUKyBaTU MIBUOKICTh MOTO peakilil, 1[0 € PU3UKOBAHUM Yy CUTYyallisgX, KOJIU IIi IKOCTI
MalOTh 0COOJIMBO BeJIMKe 3HaYeHHS (HalpuKiIal, IIPU KepyBaHHI TPAHCIIOPTHUMU
3acobamu abo0 iHIIMMU MexXaHi3MaMu).

Lle, 3a3BUYal, MOXKJIMBE Ha IMOYaTKY JIiIKyBaHHS abo0 IIpU IMepexofi Bif Teparril iHImmmumMn
IpenapaTaMu Ha JIiKyBaHHs paMinpuinoM. ITicis mpuiiomy nepimoi go3u abo
MTOAIBIIIOTO ITiABUINEHHS M03U He 0a*KaHO KepyBaTH TPAaHCIIOPTHUM 3acoboM abo
IpaloBaTH 3 IHIMUMU MeXaHi3MaMM IPOTATOM KiJIbKOX TOOWH.

3acTocyBaHHs y nepioa BaritTHocTi a00 rogyBaHHs IPyaaio

BaritHicTh. [IpenapaT IpOTUIOKa3aHO 3aCTOCOBYBATH BariTHUM abo XiHKaM, sKi
IJIaHYIOTh 3aBariTHITH. fKINO BariTHICTh BCTAHOBIEHA IIif Yac Teparii, IpuioM
ImperaparTy CJIig HeraHO IIPUNUHUTH i, SKITO HeOOXimHO, 3aMiHUTH iHIIIUM JTiKapChKUM
3aco60M, JO3BOJIEHMM OO0 3aCTOCYBaHHS BariTHUM (OUB. po3min «IIpoTUIIOKa3aHHS»).

logyBaHHS rpynnio. Yepes Opak iHgopMartil 111040 3aCTOCyBaHHS paMillpuUIily IIif dac
rOAyBaHHA I'pynno (AuB. po3aul «®apMaKoJIOTidyHi BJIaCTUBOCTI») HE PEKOMEHOYEThCS

IIpu3HayaTH lied npernapar XkKiHkaM, sKi TOOyIoTh Ipyanio, 6aXkaHo HajfjlaBaTH IepeBary
iHIUM JTiKapCchbKUM 3aco0aM, 3aCTOCYBaHHS SIKUX IIif] Yac JaKTallil € OibIil
0e3reYyHuM, 0COOIUBO IPU I'PYAHOMY BUTOOBYBaHHI HOBOHAPOMXKEHUX abo
HEIOOHOIIEeHUX HEMOBIIAT.

Cnocid 3acTocyBaHHs Ta I03H

[Ipermapat 3aCTOCOBYIOTh ITI€POPAJIbHO.



Paminpun peKOMeHAOyeThCI NIPUUMaTU IOOHS B OOUH 1 TOU caMuil yac. IIpemapat
MOZKHa ITpUMaTH He3a/le2KHO Bill BXKMBAHHS 1XKi, OCKiJIbKY BXKWBaAHHSA 1Ki He BIIJIMBA€E
Ha OiomocTynHicTh npemnapaty. TabneTku mo 2,5 mr, 5 Mr Ta 10 Mr npu3HadeHi ous
PO3IOAily HaBIIiJI AJis OTPpUMaHHA 03U 1,25 mr, 2,5 Mr Ta 5 Mr BigIOBigHO. Ix me
MO2KHa PO32KOByBaTHu ab0 moapiOHIOBATH.

Ilopocai.

[TarieHTH, sIKi 3aCTOCOBYIOTH OiypeTuKU. Ha moyaTKy JIiKyBaHHS IIpernapaToM MoxXKe

BHHUKATHU apTepiasibHa TinOTEeH3isl, PO3BUTOK SIKOI1 € Oi/IbIIl iMOBIipHHUM Yy MAIli€HTIB, AKi
OOHOYACHO OTPUMYIOTh OiypeTUuku. Y MomiOHMUX BUIIaJKaX PEKOMEHOYETHCS MPOSBISTH
00€epekRHICTh, OCKINTBKY Y IIUX ITAIliEHTIB MOXKJIMBE 3HUKEHHS 00’ €My LIUPKYIII0I0YO01
KPOBi Ta/ab0 KiTbKOCTi €JTIEKTPOJIITiB.

BaxaHO NpUNIMHUTU 3aCTOCYBaHHA [iypeTHKa 3a 2-3 OHi [0 II04YaTKYy JIIKyBaHHSA
paMinpuiIoM, SIKIIO 1e MOXKJIMBO (OAuB. po3mi «OcoOIUBOCTI 3aCTOCYBaHHS»). Y
[IallieHTIB 3 apTepiaJbHOIO TiIepTeH31€10, AKUM He MOXKHAa BIIMIHUTHU OlypPEeTUK,
JIIKyBaHHS CJIiT po3mouynHaTH 3 go3u 1,25 mr. Crig peTenbHO KOHTPOIIOBAaTH PYyHKIIiIO
HUPOK Ta pPiBeHb KaJlito y KpoBi. [logasnblile [o3yBaHHS PaMIIIPUILy CIIi KOPUT'YBaTU
3aJ1eXKHO Bif LI1IJIbOBOTO PiBHS apTepialbHOIO TUCKY.

ApTepiabHa rinnepTeH3isd.

o3y cnipg mimbupaTy iHOUBigYyanbHO, 3aJIe3KHO Bim 0COOJIMBOCTEM CTaHy HalliEHTa
(muB. po3pin «OcoGIUBOCTI 3aCTOCYBaHH») Ta Pe3yJIbTaTiB KOHTPOJILHUX BUMipIOBaHb
apTepianbHOTO TUCKY. PaMinmpun MoKHa 3aCTOCOBYBATH SIK MOHOTepaIrito abo y
KoMOiHallil 3 aHTUTiINEePTeH3UBHUMH JIiIKapChbKUMM 3aco0aMH iHINIMX KJlaciB (OUB.
po3ninu «®apMakonrHaMika», «IIpoTunokasanHsa», «BlaeMomisa 3 iIHIIUMU
JIiIKapChbKUMHU 3aco0aMu Ta iHII BUAU B3a€MOZili» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»).

ITouamkoea 0o3a. JIikyBaHHS IIpenapaToM CJIil PO3IIOYMHATH IIOCTYIIOBO, TOYNHAIOYUHA
3 PeKOMEeHJ0BaHOI ITI0YaTKOBOI f03Hu 2,5 MT Ha A00y.



Y narrienTiB 3i 3HaYHOIO aKTHUBaIi€eo PAAC micias npuiioMy MO4YaTKOBOI IO3U MOXKE
BUHUKAaTU 3HaYHEe 3HUXKEHHS apTepiaJbHOIr0 TUCKY. /I TaKUX Malll€HTiB
peKoMeHoBaHa II0YaTKOBa A03a CTaHOBUTH 1,25 MT, a iX JIiKyBaHHS MOTPiOHO
PO3MOYMHATHU i MEAUYHUM HarIaaoM (OuB. po3minn «OcobIMBOCTI 3aCTOCYBaHHS»).

TumpyesaHHs1 003u ma niompumyroua 0o3a. [103y MOKHa ITOABOIOBAaTU KOXKHi 2-4
TUXKHI 10 JOCATHEHHA L[IJIbOBOTO PiBHSA apTepiasbHOIO0 TUCKY; MaKCUMaJllbHa I03a
paminpuny ctaHoBuTh 10 Mr Ha moOy. 3a3BuYal, npernapar IIpuiiMaoTs 1 pa3 Ha mo0y.

ITpodinakTHKa cepleBO-CYOIUHHUX 3aXBOPIOBAHB.

ITouamkoea 0o3a. PekoMeHOoBaHa Imo4YaTKOBa A03a IpenapaTry CTaHOBUTH 2,5 Mr 1
pa3 Ha mooy.

TumpysaHHsa 0o3u ma niompumyroda 0o3d. 3anexKHo Bifl iHOuBioyaTbHOI
IMepeHOCUMOCTI ITperapaTy 03y CJIif IMOCTynoBO 30ibinyBaTi. PEKOMEHOYETHCS
TTOABOITH HO3y uepe3 1-2 THKHI TiKyBaHHS, a IOTIiM yepe3 2-3 TUXKHIi 30imbIINUTH 1i [0
11iboBOI migTpuMytoudoi mo3u 10 Mr 1 pa3 Ha goOy.

JIIKyBaHHS 3aXBOPIOBAHHS HUPOK.

ITauieHmu 3 uykposum Oiabemom ma MiKpoaibOyMiHYPIE?O.

ITouamkosa 0o3a. PekoMeHnoOBaHa Imo4YaTKOBa A03a IpenapaTry CTaHOBUTH 1,25 mr 1
pa3 Ha mooy.

TumpysaHHsa 0o3u ma niompumyroda 0o3d. 3anexKHo Bifl iHOuBigyaTbHOI
IIepeHOCUMOCTI ITperapaTy IpU NOoAasblIOMy JTiKyBaHHI J03y MOXKHa 30iJIbITyBaTH.
Yepes 2 TUXKHI TiKyBaHHS Pa30BYy M000BY 403y PEKOMEHOYETLCS ITOOBOITH A0 2,5 MT, a
IIOTIM 10 5 MT 11e Yyepe3 2 TUXKHI JIIKyBaHHA.



ITauieHmu 3 uykposum diabemom ma woHalmMeHwe 00HUM paKmopoM cepu,eso-
CYOUHHO20 PU3UKY.

ITouamkosa 0o3a. PekoMeHIOBaHa ITOYaTKOBA [103a MIpernapaTy CTaHOBUTh 2,5 mr 1
pa3 Ha mooy.

TumpyesaHHsa 003u ma niompumyroua 00o3d. 3ajlekKHO Bif iIHOUBiAyaIbHOI
IMepeHOCUMOCTI ITperapaTy IIpyu NoOasbIIoMy JIiKyBaHHi mo3y ciif 30inbimutu. Yepes
1-2 TuxKHi mikyBaHHS J000BY O3y PEKOMEHOYETHCS MOABOITH OO 5 MT, a moTiM o 10
MT IIle Yepel3 2-3 TUXKHI JTikyBaHHS. L[inboBa moO6oBa J03a CTaHOBUTHL 10 MT.

ITauieHmu 3 HediabemuuyHOW0 Hedponamiero, npo AKYy c8i0YUMb HASABHICMb
Makponpomeinypii = 3 2/0006y.

ITouamkosa 0o3a. PekomeHOOBaHa Mo4YyaTKOBa OO3a IpenapaTy CTaHOBUTH 1,25 mr 1
pa3 Ha fo0y.

TumpysaHHsa 003u ma niompumyroua 00o3d. 3ajlekKHO Bif iIHOUBiAyaIbHOI
IIepPeHOCUMOCTI ITperapaTy Ipu NOoaasbIIoMy JIiKyBaHHI mo3y ciif 30inbmutu. Yepes 2
TUZKHIi JTiKyBaHHS pa30By H000OBY 103y PEeKOMEHOYETHLCS ITOOBOITH A0 2,5 MT, a IIOTiM
OO 5 M 1ie Yyepe3 2 TUXKHI JIiIKyBaHHS.

CepiieBa HEOOCTATHICTS i3 KITIHIYHUMU OPOsiBAMU.

ITouamkoea 0o3a. [174 Talli€HTiB, CTaH AKUX CTabili3yBaBCs ITiCIs JTiKyBaHHS
miypeTUKaMu, peKOMeHj0oBaHa Io4yaTKoBa I03a CTaHOBUTH 1,25 Mr Ha f00y.

TumpysaHHAa 0o3u ma niompumyroya 0o3a. [103y paMinpuiy TUTPYIOTh IIJIIXOM 11
ITOIBOEHHS Yepe3 KOXKHi 1-2 TUKHI 0O HOCATHEHHS MaKCHUMaJIbHOI mo6oBoi mo3u 10



mr. baxkaHO po3moninuTU O03y Ha 2 IPUNOMMU.

BropuHHa npodinakTuKa Oicisa HepeHeceHOoro rocTporo iHhapKTy Miokapga Opu

HasIBHOCTi cepIieBOl HeJOCTATHOCTI.

ITouamkosa 0o3a. Yepes 48 roguH micis BUHUKHEHHS iHQapKTy MioKapha IallieHTaM,
CTaH SIKUX € KJIIHiYHO Ta reMOgUHaMidyHO CTabiIbHUM, CJIif Npu3HadYaTU MO04YaTKOBY
mo3y 2,5 Mr 2 pa3u Ha o0y BIIPOOOBXK 3 OHIB. LKIIO moYyaTKoOBa mo3a 2,5 Mr
IIePEeHOCUThCS TTOTaHOo, TOMI CJIif 3aCTOCOBYBaTH A03y 1,25 Mr 2 pa3u Ha moby
BIIPOMOBK 2 OHIB 3 MOOasbIINM ITiABUIIEHHAM A0 2,5 Mr Ta 5 Mr 2 pa3u Ha go0y.
AKI10 m03y He MOXKHa MiABUIIUTHU A0 2,5 MT 2 pa3u Ha noOy, JIiKyBaHHS CJIif
BiIMIiHUTH.

TumpysaHHs 0o3u ma nidmpumyroda 0o3a. Y nmoganbiuiomMy go60BY o403y HEOOXimHO
MTiABUITYBATH IIISIXOM il ITIOOBOEHHS 3 iHTepBasoM y 1-3 mHi 0 OJOCSATHEHHS IIiJTbOBOI1
MiATPUMYI04O0i 03U 5 MT 2 pa3u Ha Ao0y.

Komnu 11e MOXK/IUBO, MiATPUMYI0UYy DOOOBY H03Y PO3IMOMINIATH Ha 2 IPUNOMMU.

AKI10 MO3y He MOXKHAa MiABUIIUTHY A0 2,5 MT 2 pa3u Ha HoOy, JIiKyBaHHS CIIifT
BimMmiHuTH. [JOCBioy JTiKyBaHHS MalIliEHTIB i3 TAXKKOIO CeplieBo0 HegocTaTHiCcTIO (IV OK
3a knacudikarieio Helo-Mopkcbkoi Kappionoriunoi acomianii (NYHA)) ompasy micns
iH(papKTy MioKappa BCe IIe HeJOCTaTHLO. AKIIO0 BCe K TaKU NPUUHATO PillIEeHHS PO
JIIKyBaHHS TaKUX Malll€EHTIB paMilIpUIOM, peKOMEHOY€EThCA PO3NOYMHATY Tepalito 3
mo3u 1,25 Mr 1 pa3 Ha moOy i Oyab-sike 11 30iIbIIIEHHS ITPOBOOUTH 3 HaA3BUYANHOIO
o0epexkHiCTIO.

Oco061MBi KaTeropil malfieHTis.

ITauienmu i3 nopyweHHsaAMU GyHKUii HUpok. [1o6oBa mo3a [Jjis HMalliEHTIB i3
NOpyHIeHHSAMH (QYHKIIil HUPOK 3a/JIeKUTh Bifl MOKa3HUKA KJIIPEeHCYy KpeaTUuHiHy (OuB.
po3min «®apMaKOJIOTiYHiI BIaCTHUBOCTI»):



e SIKIIIO KJTIDEHC KpeaTUHiIHY CTAaHOBUTDH = 60 MJ1/XB, HEOOXiTHOCTI ¥ KOpEKIIil
IMo4YaTKoBOI mo3u (2,5 Mr/gody) HeMa€, a MaKcuMaibHa 1000Ba [03a CTAHOBUTH
10 mr;

e SKIIO KJIipEHC KpeaTuHiHy cTaHOBUTh 30-60 MI1/xB, HEOOXiIHOCTI y KOpPEKIIil
Imo4yaTKoBOIl mo3u (2,5 Mr/mo0y) HeMae, a MaKCUMaJibHa Jo00Ba Jo3a CTaHOBUTH D
MT;

e SKIIIO KJIipeHC KpeaTHuHIHYy cTaHOBUTH 10-30 MI1/XB, mo4YaTKOBa [03a CTaHOBUTh
1,25 mr/mo6y, a MmakcuMaibHa M000Ba g03a — 5 MT;

e TIAITIEHTHU 3 apTEPialbHOIO TillepTeH3i€l0, Ki mepeOyBaloTh Ha reMofiaisi: mpu
remMofiaji3i paMilipuil BUBOOUTHCS HE3HAUYHOIO MipOI0; IT0YaTKOBa 03a
cTaHOBUTH 1,25 Mr, a MakcuManbHa oOOBa f03a - 5 MT; Ipenapar CIIif
IpUMaTH Yepes KilbKa T'OOUWH IICIsA IPOBEdEeHHSI CeaHCy reMofiani3y.

INauienmu i3 nopyweHHAMU (YHKUII neviHKu (OuB. po3nin «®apMaKOJIOTiuHi
BJIACTHUBOCTI»). JIiKyBaHHS paMilIpHUJIOM HAIli€HTIB i3 MOPYyIIeHHIMHU QYHKII TeYiHKHA
CIIii PO3TIOYMHATH IIif] peTeJIbHUM MEOUYHUM HarJsgaoM, a MaKCuMalbHa moOoBa 03a
y TAKUX BUIlaKaX IIOBUHHA CTAHOBUTHU 2,5 M.

ITauienmu aimHvo20 8iky. [TouaTKOBa [A03a MOBUHHA OYTH HUKYOIO, a ITOdaIbIlle
TUTPYBAHHS 03U CJIif 3MiICHIOBATH Oi/JIbII IIOCTYIIOBO 3 OTJISIAY Ha BUITY iMOBIpHICTH
BUHUKHEHHS HebOaxaHUX eheKTiB, 0COOIUBO y AyKe CTapuX Ta HEMiYHUX IAIli€HTIB. Y
TaKMX BUIIaOKaX CIif IpU3Ha4YaTU HUXKYY II049aTKOBY A03y — 1,25 Mr paminpuiy.

TakozK OUBITHCS HaBeIeHY BUIIle iHpopMallilo III0O0 AO3yYBaHHS IIpeIapaTry OJjis
MaLi€eHTIiB, IKi OTPUMYIOTh OiYPETUKHU.

itk

Paminpun He peKOMEHOy€EThCSA 3aCTOCOBYBaTHU OiTsIM (BiKOM IO 18 pPOKiB), OCKiNIbKHU
OaHuX m1010 epeKTUBHOCTI Ta 6e3MeKu 3aCTOCYBaHHS IThOT0 IIpernapaTy OjIs TaKuX
Halli€HTiB HeJOCTAaTHLO.

Ilepeno3yBaHHsA

CuMnTomMu mepeno3yBaHHs iHridiTopamu AIT® MOXYTh BKJIIOYAaTH HaAMipHY
nepudepnyHy Ba3oauiaTaliio (3 BUpaxkeHO0l0 apTepiaJbHOIO TiMOTEH3i€10, IIIOKOM),
OpaguKap[iio, IMOPYIIIEeHHs eJIEKTPOIITHOTO OalaHCy, HUPKOBY HefmocTaTHiCTh. CTaH
ralieHTa CJIiff peTeJIbHO KOHTPOJItoBaTU. [Ipu3HayaTu cuMIiiToMaTU4He Ta
HigTpUMYyIO4e JIIKyBaHHs. 3allpOIIOHOBaHI 3aXx0u BKJIIOYAIOTh [IEPBUHHY



OeTOKCHKAIIio (TpOMUBaHHA LIJTYHKA, IPU3HaUYeHHs COPOEHTIB) i 3acobu mjis
BiTHOBJIEHHSI T€MOAMHAMIYHOl CTa0iJIbHOCTI, BK/IIOYa04YH ITPHU3HAYEHHS -
afgpeHepriyHuX aroHicTiB abo anrioren3uny Il (aHrioreHsmHaminy). Paminpunar,
aKTUBHUY MeTalbOoJIiT paMinpuiy, moraHo BUBOOUTHCS i3 CUCTEMHOI'O KPOBOTOKY

IIJIAXOM IreMofiai3y.
ITo6iuHi peakmii

[Tpodins 6e3meku paMinpuiy MiCTUTh OaHi PO MOCTiMHUM Kalllellb Ta peakilii,
CIIPUYMHEHI apTepialbHOIO rimoTeH3ieio. [1o cepiio3HuX MOOIYHUX peaklliii HajlexkaTb
aHTIOHEBPOTUYHHUY HAOPSK, rinepKalieMisi, mopyuieHHs QyHKIII ITed4iHKu ab0 HUPOK,
TMaHKpPeaTUT, TAXKKI peakilii 3 00Ky IMIKipu Ta HEUTPOIIEHisT/aTrpaHyJIOIIUTO3.

[To6iuHi peaxkiiil K1acUPiKyIOTHCS 3a YaCTOTOI0 BUHUKHEHHS TaKUM UMHOM: OyXKe
gacTti (= 1/10), gacTi (= 1/1001 < 1/10), HeuacTi (= 1/10001 < 1/100), nooguHOKI (=
1/100001i < 1/1000), pigkicuai (< 1/10000), vacToTa HeBigoMa (4acToTa He
BH3Ha4YeHa 3a HassBHUMU JaHVUMU).

Y KoxHil rpyni nob6iuHi siBUIlla IPeNCcTaBlIeH] y NOPAOKY 3MEHIIEHHS CTYIeH iX
CEpPUO3HOCTI.

3 60Ky cepueso-cyOuUHHOI cucmeMu: 4acTi - apTepiasbHa TiIIOTEH3is1, OpTOCTaTUYHE
3HUXKEHHS apTeplalbHOIO TUCKY, CUHKOIIE; HeYacTl - imeMisa Miokapaa, BKIII04Yaodu
cTeHOKappmito abo iHapKT MioKapma; TaXikapmisi, apuTMisi, BiIUyTTs IIOCUJIEHOTO

cepuebuTTs, mepudepuyuHi HaOPSAKU, TOYEPBOHIHHS, BiMUyTTS IIPUILIUBIB; TOOANHOKI
CTEHO3 Cy[OuH, Timomnepdysis, BaCKyJIiT; 4acToTa HeBijoMa - CUHAPOM PeitHO.

3 60Ky cucmemu Kpo80OmMBOPEHHS: HeYacTi - e03UHO(DIITisT; TOOOUHOKI - 3MEHIIIeHH A
KiZTbKOCTI JIEMKOIUTIB (BKJTIOYAIOUYN HEHUTPOMNEeHit0o ab0o arpaHyJIOIUTO3), 3MEHIIIeHHS
KiZTbKOCTi €epUTPOIIUTIB, 3HUKEHHS PiBHSA reMorjiobiHy, 3MeHIIIeHHS KiTbKOCTi
TPOMOOILIMTIB; YacTOTa HEBifjoMa - HEJOCTATHICTh KiCTKOBOTO MO3KY, ITAaHIIUTOIIEHiS,
reMoOJIiTU4YHa aHeMis.

3 60Ky Hepsosoi cucmemu: 4acTi - ToJI0oBHUM 6inlb, 3alITaMOpPOYEHHS; He4YacTi -
BEPTUTO, IapecTe3is, areB3isi, OUCreB3isd; NIOOAUHOKI - TPEMOD, IOPYILIEHHS PiBHOBAry;



4acToTa HeBigoMa - 1iepebpanbHa illleMisi, y TOMy YUCIIi illleMigyHUM iHCY BT i
TPAH3UTOPHA illleMiyHa aTakKa, IOPYIIEeHHS IICUXOMOTOPHUX QYHKIIN, BIIUyTTS medil,
mapocMis.

3 60Ky opeaaHie 30py: HEYACTI - ITOPYIIEHHS 30PYy, BKIIOYAl0YW HEUITKICTh 30DPY;
IIOOOUHOKI — KOH IOHKTUBIT.

3 60Ky opeaHie cayxy ma aAabipuHmy: MOOOUHOKI - IOPYIIEHHS CJIyXy, IITyM/O3BiH y
ByXax.

3 60Ky OuxasnbHOi cucmemu: 4acTi - HEIPOOYKTUBHUM MOOPa3HIOBAIbHUM Kalllellb,
OPOHXIT, CHHYCHUT, IUCITHOE; HeYacCTi - OpOHXOCMa3M, y TOMY YHCIIi 3arOCTPEHHS
OpoHXiaTbHOI aCTMH, 3aKJIafIeHiCTh HOCa.

3 60Ky mpasHO20 mpakmy: 4acCTi - 3aIajabHi SBUIA Y IIITYHKOBO-KUIITKOBOMY TPAKTI,
po3najayu TpaBJieHHS, OUCKOMPOPT Yy XKUBOTI, OUCIIEICis, Aiapes, HyooTa, OJII0BaHHS;
HeyacTi - TaHKpeaTUT (y HIOOOMHOKMUX BUIlaJKaX IIOBIMOMIISAIOCS IIPO JieTallbHi
HaCIigKu IIpU 3acToCcyBaHHi iHTibiTOpiB AII®), migBuileHHs piBHA (pepMeHTIB
ITiAIITYHKOBOI 3aJ103M, aHTIOHEBPOTUYHUIM HAOPSIK TOHKOTO KUIEYHUKY, Oi/Tb y
BEPXHIW YaCTHHI KHWBOTA, BKJIIOYAIO4YU raCTPUT, 3aIl0p, CYyXiCTh Y POTi; MTOOOUHOKI -
TJIOCUT; 4YaCcTOTa HeBigoMa - apTO3HUM CTOMATHUT.

3 60Ky HUPOK ma ceuosulinbHOI cucmemu: HedacTi - MopyIIeHHs GYHKIII HUPOK,
BKJIIOYAIOYY I'OCTPY HUPKOBY HEIOCTATHICTh; 30iMbIlIEeHHS KiJIbKOCTi cedi, IoripieHHs
nepebiry ¢oHOBOI IPOTEIHYPil, ITiABUIIIeHHS PiBHS CEYOBUHU Ta KPeaTUHIHY Y KPOBI.

3 60Ky wKipu ma niowKipHUX MKAHUH: 9acTi - BUCUIIAHHS, 30KpeMa
MaKyJI0nanyIbo3Hi; He4acTi - aHTIOHEBPOTUYHUY HaOPSK, y OyKe BUHSITKOBUX
BUMNAAKaX - IIOPYIIEHHS NPOXiOHOCTI OUXalbHUX IIIIAXIB BHACIIOOK
AHTiIOHEBPOTUYHOT0 HAOPSIKY, III0 MOXKe MaTH JIeTaJIbHUM HACIiN0K; CBepOix,
rineprigpo3s; TOOOUHOKI - eKCGOoTiaTUBHUM OepMaTUT, KPOIIUB SHKA, OHiX0JIi3; PigKicHI
- peaxknisi GOTOYYTIUBOCTI; YaCTOTa HEBijoMa - TOKCUYHUU eIllifjepMaIbHUN HEKPOJIi3,
cungpom CriBeHca-I[3)KOHCOHa, MyJIbTU(POPMHA epuTeMa, rnemMq@piryc, 3aroCTpeHHs



nmepebiry rncopiasy, mcopiaTuYHUM gepMaTuT, nemdiroigHa abo mixeHoigHa eK3aHTeMa
abo eHaHTEMA, aJIOIellid.

3 60Ky ONOPHO-PYX08020 anapamy: 4acTi - M’sI30Bi cla3Mu, MiaJirisi; He4acTi -
apTpasris.

EHOOKpuHHI po3s1adu: 4aCcTOTa HeEBifoMa - CHHOIPOM HeHaJlesKHO1 CeKpelril
QHTUIIyPETUYHOI'O TOPMOHY.

MemaboaiuHi nopyweHHs: 9acTi - MigBUIIeHHS PiBHS KaJllilo y KPOBi; HeYacTi -
QHOPEKCis, 3HUXKEeHHA alleTUTY; YacToTa HeBiloMa - 3HUXKEHHS PIBHA HATPIIO y KPOBI.

3aezanvHi po3aadu: 4acTi - 6innb y rpyasax, MigBUIlleHa BTOMJIIOBAHICTh; HEYaCTi -
HipeKcisi; IIOOAUHOKI — aCTeHis.

3 60Ky iMyHHOI cucmemu: 4acTOTa HeBimoMa - aHadimakTu4Hi Ta aHadinakToigHi
peakilii, IigBUIIIeHHS PiBHSA aHTUHYKJI€apHUX aHTHUTII.

I'enamobiaiapHi nopyweHHs: HedacTi - NigBUINIeHHS PiBHS MeYiHKOBUX €H3UMiB i/abo
KOH'1oraTiB 0inmipy0iHy; MOOOUHOKI - XOIeCTaTuYHa XKOBTSHUIIS, VITKOIXKEHHS
MEe4YiHKOBUX KJIITMH; YaCTOTa HEeBilOMa - rOCTpa Ne4YiHKOBa HEeOOCTAaTHICTh,
X0JIeCTaTU4YHUM ab0 HUTONMITUYHUY IrenaTuT (Y Ay2Ke BUHATKOBUX BUMAaJKax - 3
JIeTaJIbHUM HACJIIIKOM).

3 60Ky penpodyKkmueHoi ¢pyHKUii: HeYacCTi - TPAH3UTOPHA €PEeKTUJIbHA iMIIOTEHIIis,
3HMKEHHS 1ibigo; YacToTa HeBimoMa - TiHEKOMacCTis.

IlcuxiuHi po3aadu: HedacCTi - 3HUKEHHS HaCTPOIO, TPUBOKHICTh, HEPBO3HICTh,
HECIIOKil, IOPYyLIEeHHS CHY, BKJII0Yal04¥M COHJIUBICTh; MOOOUHOKI - CTaH CIIJIyTaHOl
CBIIOMOCTi; YacTOTa HeBijoMa - IIOPYILIEHHS YBaru.



ITediampuyHa nonyaauia. be3neka 3aCTOCyBaHHS paMiIlIpUIy BUBYajiacs 3a y4acTio
325 piTeu Ta migjiiTKiB BIKOM 2—16 POKIB y mporeci 2 KIIHIYHUX JOCIiAXKeHb. 3TrigHo 3
pe3ynbTaTaMM, XapaKTep Ta CTYIIiHb TAXKKOCTI HeOaxKaHUX peaklliil y miTeu Oynu
MONiOHUMU IO THUX, SIKi CIIOCTEPIraloThCsA y HOPOCIIUX, ajle 4aCTOTa BUHUKHEHHS
OesIKUX peakilifl y mitei OyJia BUILOIO, HiXK YV HOPOCJINX, a caMe: TaxXiKap[mis,
3aKJIafeHIiCTh HOCa Ta PUHIT: YacCTi y HeJiaTpUYHIN MOIYJIALil Ta He4acTi y JOPOCIUX
Malli€HTIiB.

KoH'IOHKTHBIT: 4acTi y mefiaTpuU4Hil IOIIYJIALl Ta ITOOONUHOKI ¥ JOPOCJIMX IalliEHTIB.

TpeMop i KponuB’'ssHKa: HeYacCTi y HeJiaTpUYHIiN MOIYyIIlil Ta TOOAUHOKI Y JOPOCINX
MalieHTiB.

3aranpHuM Mpodins 6e3meKu paMinpuiy y giTel i Jopocaux 3Ha4yIIo He
BIAPi3HSAETHCH.

IToBigoMJIEHHS PO Mif03PIOBaHi MOOiUHI peakirii.

[MoBimoMieHHS PO Mimo3ploBaHi M00iYHI peaxiiii y nepiop micss peecTpatiii
npenapaTy € BaXJIMBUM 3ax0a0M. BOHU Jar0Th 3MOTy IIPOAOBXKYBATH MOHITOPUHT
CIIiBBigHOIIIEHHS KOPUCTh/PU3UK IIPHU 3aCTOCYBaHHI JaHOTO JIiKapChKOT0 3aco0ly.

Menu4yHUM IIpalliBHUKaAM HeOOXigHO MOBIMOMIISTH PO BUMIAAKU OyOb-sIKUX MOOIYHUX
peaxkiiiii 3a JOIIOMOT0I0 CUCTEMHU (hapMaKOHATrIsAOy YKpaiHu.

TepMiH NpHIAaTHOCTI
2 POKH.
VYMoBH 30epiranHs

30epiraTu npu Temnepartypi He Buiile 25 2C B opuUriHaibHil yI1aKOBIIi.



30epiraTt B HEOOCTYIHOMY [OJIS OiTeM MicCIIi.

YnakoBka

ITo 10 TabneTok y 6micTepi; mo 3 (10 X 3) GricTepu B KapTOHHIM KOPOOIIi.
KaTeropis Bignycky

3a peLenTomMm.

BupooHHK

Jlek C. A., ITonbmia/Lek S. A., Poland.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHs
IJistIbHOCTI

95-010 Crtpukos, Byn. Iloamimie, 16, ITonkina/16, Podlipie Str., 95-010 Strykow,
Poland (8upobHuu,meo 3a no8BHUM UUK/AIOM).

Byn. Jomaniescska 50 C, Bapiasa, 02-672, ITonpsmia/ul. Domaniewska, 50 C,
Warszawa, 02-672, Poland (nakysaHHs, aunyck cepii).

[Ixepeso iHCTPYyKIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesia — [lepKaBHOTO PEECTPY

JIIKapChbKUX 3aCc00iB YKpalHH.
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