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®apMaKoTepaneBTUYHA Irpymna

IuribiTopu aHTrioTeH3UHIIEepeTBOPIOBanbHOTO (GepMmeHTy (AIID). IHriGiTOopU ATID
MOHOKOMIIOHeHTHi. Paminpusn. Kog ATX C09A A05.

dapmMakoguHaMiKa

Mexani3m gil. Paminpunart, akTUBHUM MeTabOJIiT IPOIiKiB — paMinpumny, € iHribitopom

dbepMmeHTy gunentugunkapobokcunentugasu [ (CHHOHIMU:
QHTiOTEeH3UHIEePEeTBOPIOBAIbHUM (hepMeHT; KiHa3a II). ¥ mna3mi KpoBi Ta TKaHMHAX
1ell pepMeHT KaTaJjli3ye IepeTBOPEHHS aHTiOoTeH3UHYy | Ha aHTrioTeH3uH II (aKTUBHY
CYOUHO3BYKYBaJIbHY PEYOBUHY) Ta PO3UIEINJIEHHS aKTUBHOT0O Ba3oaujIaTaTopa
OpagukiHiHy. 3MeHIIIeHHS YTBOPEHHS aHTioTeH3uHYy Il i npurHiyeHHs PO3MIeNnIeHHS
OpaguKiHiHy IPU3BOOSATH OO POIMIUPEHHS CyOuH. OCKinbKY aHTioTeH3UuH II TakoXk
CTUMYIIIOE BUBiJIbHEHHS aJIbIOCTEPOHY, PaMillpuiaT CIIPUYUHSIE 3MEHIIIEHHS CeKpellil
anbmocTepoHy. Peakiliss Ha MoHOTeparrito iHriditopamu AII® B cepegHboMy OyJia MEHIII
BUPaXKEeHOI0 Y IalliEHTiB HEerpoigHol pacu (adpo-KapuOChKOTO IMTOXOOXKEHHS) 3
apTepiajbHOIO TiNepTeH3i€0 (DOmMyIsaLlis, OJid IKO1 XapaKTEepPHUY HU3bKUU PIBEHb
PEHiHy IIpY apTepianbHil rimepTeH3il), HiXK y IMAIi€HTIB, SKi € IpeAcTaBHUKaMH IHIIUX
pac.

AHTUTiIIEPTEH3UBHI BIaCTUBOCTI. [IpuitoM paMinpuiny Ipu3BOOUTH 4O 3HAYHOT'O

3HUXKEHHS nepudepruyHoro apTepiaabHOT0 OIIOPY. K mpaBuio, 3HAaYHUX 3MiH
HUPKOBOTO IJIa3MOTOKY ab0 MIBUOKOCTI KJIyOO4YKOBOI imbTpariii He BigOyBa€eThHCH.
[Ipu3HayeHHs paMinpuily Hali€eHTaM 3 apTepiaJbHOIO TilepTeH3i€0 IPU3BOAUTD OO
3HMKEHHS apTepialbHOTO TUCKY K B TOPU30HTAJIbHOMY, TakK i Y BEpTUKaIbHOMY



ITOJIOZKEHHI XBOPOTO, 1110 He CYIPOBOIXKYETHCS KOMIIEHCAaTOPHUM MiTBUIIIEHHSIM
YacCTOTH CEPLIEBUX CKOPOUYEHb.

Y GinbIIOCTi MMAIliEHTIB aHTUTiNTEePTEeH3UBHUY e(PeKT HacTae yepe3 1—2 roguHu micius
IMepopabHOrO IMIPUIOMY Pa30BOl 03U IIpenaparty. MakcuManbHUN e(PEeKT ITicis
IIepopaJbHOrO IIPUIOMY Pa30BOl I03U 3a3BUYal HacTa€ yepe3d 3—6 roauH.
AHTHUTiEpTEeH3UBHUM edeKT micsis mpuitomMy pa3oBol 403U 3a3BUYail 30epiraeTrscs
npoTaroMm 24 roguH.

[Tpu TpuBaszioMy JIiKyBaHHI i3 3aCTOCYBaHHSIM paMillpujly MakKCUMaJIbHUU
QHTUTINIEPTEH3UBHUY €(eKT PO3BUBAETHCA Yepe3 3—4 TuxkKHi. [loBeeHO, 110 IpHh
OOBTOTPHUBAJIiM Tepallil aHTUTiNTePTeH3UBHUM eheKT 30epiracThCs MPOTIToM 2 POKIB.

PanToBe npunvHeHHs NPUKUOMY PaMINpPUIly He COIPUYUHSE IIBUAKOIO Ta HaAMIPHOTO
MiABUIIEHHS apTepialbHOT0 TUCKY ((peHOMEH PUKOIIETY).

CepiieBa HeIOCTaTHICTh. [loBegeHO, 10 3aCTOCOBaHUM K JOMOBHEHHS OO0 TPAOUIINHOL

Teparil JiypeTuKaMu Ta, SKIO0 HeoOXigHO, CEPIIeBUMU T'JIiIKO3UIaMU PaMilpui €

e eKTUBHUM [JIs IIAlli€HTIiB 3 cepieBoi0 HemgocTaTHICTIO II-1V pyHKIIOHAIPHUX KJIacCiB
3a NYHA. IIpenapaT BUSIBJIA€ COPUSATINUBUN BIIJIUB Ha CEpPLIEBy reMOOUHaMIKy
(3HUKEHHS TUCKY HallOBHEHHS JIIBOTO 1 IPaBOTO IIJIYHOYKIB, 3arajibHOIO
nepudepuyHOTro CyOINHHOTO OMOPY, HiABUIIEHHS CEPIEBOT0 BUKUIY i ITOKpPAIlleHHS
CepLeBOro iHgekcy). BiH TaK0oXK 3MeHIIye HEUPOEHOOKPHUHHY aKTHBAallilo.

KniniyHa edeKTHUBHICTE Ta Oe3mnekKa.

ITpogirakmuka cepueso-cyOUHHUX 3dXB80PHOBAHb /Hepponpomekxuis.

Byno npoBeneHO IIpeBeHTUBHE I1J1alle00-KOHTPOJIbOBaHe AOCIIIAXKEHHS (TOCIiaXKEeHH
HOPE) 3a ygactio noHapn 9 200 malieHTiB, siKi JOOaTKOBO A0 CTaHOAPTHOL Tepamil
OTPUMYBAIX paMinpu. Y 1bOMY OOCIiAXKeHHi Opaiu y4acThb MalliEHTU 3 BUCOKUM
PU3UKOM BUHUKHEHHS CEPIEBO-CYOUHHOTIO 3aXBOPIOBAHHS ITiC/ISI IEPEHECEHOT 0
aTepoOTPOMOOTUYHOTO CEPIIEBO-CYOUHHOTO 3aXBOPIOBaHHA (HAsIBHICTh B aHaMHe3i
ilmeMiyHOl XBOpoOU ceplis, iHCYyNIbTy ab0 3aXBOPIOBaHHSA nepudepruyHUX CyauH) abo
MalieHTH 3 IIYKPOBUM AiabeToM, SKi Manu MpUHANUMHI Ile OOWH OOJaTKOBUU (HaKTop
PU3UKY (DOKyMEHTaJIbHO MifnTBepAXKeHa MiKpoanbOyMiHypisi, apTepianbHa
rinnepTeH3is, OTiABUIIEHUN PiBEHb 3arajIbHOTO X0JIECTEPUHY, X0JIeCTEPUHY
JIIIIONPOTEIHIB HU3bKOI ITiJILHOCTI ab0 maiHHsI).

Lle mocrnigzKeHHA IIPOLEeMOHCTPYBAJIO, 110 paMIilIpUJI CTAaTUCTUYHO JOCTOBIPHO
3MEHIIIY€E YaCTOTy BUHUKHEHHS iH(papKTy MioKapaa, CepLieBO-CyOUHHOI CMEpPTi Ta
IHCY/IbTYy SIK OKpEMO, TakK i y KomOiHaril (IepBruHHa KOMOiHOBaHa KiHIleBa TOYKa).

Tabnunsa 1. Jocnimxkenuss HOPE: ocHOBHI pe3ysbTaTl



IToxa3HuK

Paminpuia, %

ITname6o0, %

BiogHoCcHUM
pu3uK (95 %

3HayYeHHs P

moBipumm

Yci narienTu n=4,645 N=4,652 iHTepBaI)
[lepBuHHA
KOMOiHOBaHa 14 17,8 0,78 (0,7—-0,86 |<0,001
KiHIIeBa TOYKa
I

HpapKm 9,9 12,3 0,80 (0,7—0,9) |<0,001
MioKkapoa
C -cyo 0,74

epueso-cyOuHHa 6.1 8.1 <0,001
cMepmb (0,64-0,87)
IHCcyabm 3,4 4,9 0,68 (0,56-0,84 [<0,001
BTopuHHI KiHI1IEBi
TOYKH
Cmepmb i3 6yO0b- 0,84

. 10,4 12,2 0,005
AKOI NPUYUHU (0,75-0,95)
ITompeba y 0,85
16,0 18,3 0,002
pesackyaapusauil (0,77-0,94)
I'ocnimaani3auis 3
npusody .
i . 12,1 12,3 0,98 (0,87—1,1) [He mDOCTOBiIpHO

HecmabinbHOI
cmeHokapoil
I'ocnimaani3auis 3
npusoo

pueosy. 3,2 2,5 0,88 (0,7-1,1) (0,25
cepueasoi
HedocmamHocmi
YckaaonenHs,
noe’s13aHi 3 64 76 0,84 003
UyKposuMm ’ ’ (0,72—-0,98) ’
Oiabemom

Y xomi mocnigxxenas MICRO-HOPE, nipoBefieHHs IKOT0 OyJio mOIepenHbO
3arIaHoOBaHO B paMKax pociigxkeHHs HOPE, BuBuaBcs edekT, 1110 BUHHKaB IIPU

OomaBaHHI paMinpuiy y go3i 10 Mr go icCHyi04ol cXeMu JIiKyBaHHS MOPIiBHSHO 3

mare6o y 3577 nallieHTiB BikoM Bifi 55 poKiB (BepXHBOTO BiKOBOTO OOMEKEHHS He

0yJi0) 3 HOpMaJIbHUM a00 MigBUINIEHUM apTepialbHUM THUCKOM, OiJIBIIICTD i3 IKUX

XBOpiJsla Ha IyKpoBui miabeT 2-ro Tuny (i Mana mjoHaMeHIIe OouH (paKTOp ceplieBo-

CYZUHHOTO PU3UKY).




PesynbTaTé IEpBUHHOTO aHaJi3y nNpogeMoHCTpyBany, moy 117 (6,5 %) ydacHUKIB
OOCITimKeHHsI, sIKi oTpuMyBasnu paminpui, tay 149 (8,4 %), siki orpuMyBanu nnaiebo,
PO3BHUHYJIACs BUpaxKeHa HedpoIlarTis, 10 BiAIOBiga€ BiITHOCHOMY 3HUKEHHIO PU3UKY
Ha 24 %; 95 % OI [3-40], p = 0,027.

HocnigxeHHs REIN, 6araToiieHTPOBe paHOOMi30BaHe ITO[BiHe ciimne nnaiebo-
KOHTPOJIbOBaHe OOCIIAXKEHHS y napaJjieJIbHUX I'Pylax, IPOBOOUIOCS 3 METOI0 OLliHKHU
BIIJIUBY JTIiKyBaHHSI PaMilIpPHUIOM Ha iHTEHCUBHICTh 3HUKEHHS IIBUAKOCTI KITyOOYKOBOI
dinprpamnii (IIIK®) y 352 maIieHTiB 3 HOpMaJabHUM ab0 IIigBUIIEHUM apTepialbHUM
TUCKOM (BikoM 18—70 poKiB), y IKMX CIIOCTepirajgacs nerka (CepeaHs KiJIbKiCTb
BuUBegeHoro Oinka i3 cedyeto > 1 Tta < 3 r/3a mo0Oy) abo TsAKKa OpoTeinypis (= 3 r/3a
noOy) BHACIIAOK XpOHiuHOl HemiabeTnyHOl HedpormaTii. OOuasi nigrpynu Oynu
IIPOCIIEKTHUBHO CTPaTU(diKOBaHI.

Pe3ynbTaTy OCHOBHOTO aHasli3y CTaHy HallieHTiB 3 HanOisbIll TAXKKOIO IIPOTEIHYPi€I0
(migrpymna, sska JOCTPOKOBO MPUIIMHUIIA YYaCTh Y OOCIIIXKeHHi, OCKinbKu OyJia
moBedeHa KOPHUCTh Bif JTiKyBaHHS y I'PYIIi paMillpuily) IPOAeMOHCTPYyBalH, 110
cepenHs iHTeHCUBHICTDH 3HUKeHHA [IIK® 3a micip Oyia HUKYO0IO0 ITPU 3aCTOCyBaHHI
paMinpuy, HixK npu 3acTocyBaHHi niaie6o: —0,54 (0,66) nopiBusiro 3 —0,88 (1,03)
Mii/xB/Mmicsanb, p = 0,038. TakuM 4yruHOM, MiKTPyIOBa pi3Hullg ctaHosusia 0,34
[0,03—0,65] mn/xB/Micsiitk Ta npubnu3Ho 4 Mi/xB/pik; 23,1 % nallieHTiB rpynu
paMinpumny gocsriyu KoMOiHOBaHOI BTOPUHHOI KiHITEBOI TOYKU - IIOABOEHHS
KOHIIeHTpallil KpeaTUHIHY y IJia3Mi KpoBi Ta/abo TepMiHasibHa CTafisi 3aXBOPIOBaHHS
HUPOK (HeoOXimHiCTh MpOoBeAeHHs reMoianily abo TpaHCI/IaHTallil HUPKH) -
mopiBHsSIHO 3 45,5 % y rpymi minamebo (p = 0,02).

ITopgBiriHa O0JI0Kaga peHiH-aHTioTeH3MH-aIbaocTepoHoBol cucteMu (PAAC). ¥V oBox

MacIITaOHUX PaHIOMi30BaHUX KOHTPOJIboBaHUX mociaimxkeHHIXx [ONTARGET
(mocmigzKeHHS BIJIMBY TeIMicapTaHy SIK MOHOTeparlil Ta y KoM0OiHallil 3 pamMinpunom
Ha 3aranbHy KiHIleBy TO4Ky) i VA NEPHRON-D (mocmigxeHHs miabeTudHol HedpomaTil
y BeTepaHiB)] BuB4Yasnocs 3acTocyBaHHsS KoMOiHaliil iuriditopa AII® 3 aHTaroHicTom
penenTopiB aHrioreH3uHy II.

Hocnigxenass ONTARGET npoBopuiocs 3a y4acTiO IIAlli€HTIB i3 ceplieBO-CYUHHUMU
41 11epebpoBacCKyJIIPHUMH 3aXBOPIOBAaHHSIMM B aHaMHe3i abo i3 IfyKpoBuUM fAiabeToM 2-
ro TUIY i3 CyIyTHIMHU O3HaKaMU ypaXKeHHs opraHiB-MimeHeu. B gocnigxkenHi VA
NEPHRON-D B3si7u y4acTh NMalliEHTH 3 IIYKPOBUM AiabeToM 2-T0 TUILy Ta AiabeTUYHOI0
He(pormarTiero.

Lli mocmigkKeHHsI He ITOKa3aJid 3HAYYIIIUX epeBar KomOiHOBaHOI Teparil momo
HUPKOBUX i/a00 ceplrieBo-CYIUHHUX HACIIIKIB Ta CMEPTHOCTI, TOMi SIK IIPU ITbOMY
CIIOCTepiraBcCs IIiABUINEHNYM PU3UK TilepKalieMil, TOCTPOl HUPKOBOlI HEOOCTATHOCTI
i/abo apTepianbHOI TirmOTeH3il y TOPiBHAHHI 3 MOHOTEpPaMi€io. 3 orasay Ha mogioHi



(apmMakoguHaMiyHi XapaKTEPUCTHUKU ITUX ITpeIaparTiB, Ii pe3yabTaTh TaK0OXK
3aCTOCOBHI Oy iHmwux iHridiTopiB AII® i aHTaroHicTiB pelenTopiB aHrioteH3uny II.

Otxke, inribiTopu AII® i aHuTaroHicTu pelenTopiB aurioreH3uny Il He MoxKHa
OOHOYACHO 3aCTOCOBYBATH MallieHTaM3 AiabeTH4YHOI0 HedpoIaTi€lo.

HocnigxenHsa ALTITUDE (mocrigKeHHS BIJIUBY ajliCKipeHYy Ha CTaH HallieHTiB 3
IIYKPOBUM Hia0eToM 2-T0 TUITy 3 BUKOPUCTAHHSIM CEPILIeBO-CYANHHUX Ta HUPKOBUX
KiHIIeBUX TOYOK) OIIiIHIOBA/IM IIepeBaru JogaBaHHS aJliCKipeHy [0 CTaHOapTHOI Teparril
inridiTopom AIT® abo aHTaroHicToM perenTopiB aurioren3uny II Oys naitieHTIB 3
IIYKPOBUM AiabeToM 2-T0 TUITy Ta XPOHIYHUM 3aXBOPIOBAHHSM HUPOK, CEPIIEBO-
CYOUHHUM 3aXBOpPIOBaHHSIM abo oO0oMa naTtosoriamu. lle mocnimkeHHs Oy10
3aBepIIEeHO JOCTPOKOBO Yepe3s IMiABUIIEeHHSI PU3KUKY HeOaKaHUX KITIHIYHUX HaCTigKiB.
Y rpymni nputioMy ajickipeHy y IOPiBHSHHI i3 rpynoio npuiiomy mninaiebdo 0yio
BimMideHO OinbIIly 4aCTOTY BUIIAAKiB CMEPTIi 3 CEPLIEBO-CYAUHHUX IIPUYMH Ta iHCYJIBTY,
a TAKOXK ITiABUINEHHS YaCTOTU CEePUO3HUX HebaxKaHUX SIBUII, SIKi ABISIN COO0I0
ocobnuBuUY iHTepec (rinepkaniemii, apTepianbHOI rinmoTeH3il i AUCPYHKIII HUPOK).

BTopuxHa npodinakKTHuKa Iicasa IIepeHeceHoro rocTporo iHhapKTy Miokapaa. Y

nocninxkenHi AIRE Opanu ydacTts noHan 2000 nauieHTiB 3 MUHYIINMHU/IIOCTINHUMU
CHUMIITOMaMH CePIIeBOl HEJOCTATHOCTI ITiCJIsS ITepeHeceHoro iHpapKTy MioKapaa.
JIikyBaHHS paMinpuiioM po3nodyuHanu yepes 3-10 gHiB micisga BUHUKHEHHS IOCTPOro
iHpapKTy MioKapaa. Lle mocmigKeHHS IPOAEeMOHCTPYBaIo, IO ITIiCJIg 3aBePIIeHHSI
nepioAy MoJasbIIOro CIIOCTEPEXKEHHS, IKUM B CEPpeIHbOMY CTaHOBUB 15 MiCHIIiB,
CMEPTHICTD y TPy, 110 OTPUMYyBajla paMinnpui, ctaHoBuia 16,9 %, a y rpymi nnaiebo
- 22,6 %. Lle o3Ha4Ya€e abOCOMIOTHE 3HUKEHHSI CMEPTHOCTI Ha 5,7 % Ta BimHOCHEe
3HUKEHHS pu3uKy Ha 27 % (95 % OI[11-40 %]).

[NemiaTpuuyHa momyJsilisg. B xomi paHmoMi3oBaHOT0 IOABIMHOIO CIIiIOTOo I1aledo-

KOHTPOJIbOBAHOTO KJIIHIYHOI'O AOCJIIAKEHH 3a y4acTio 244 nefiaTpU4yHUX IMALli€HTIB 3
apTepianbHOIO rinepTeHsieio (v 73 % 3 skux Oyna MepBUHHA apTepiajibHa rinepTeH3is)
BiKOM 6—16 pOKiB y4aCHUKH OTPUMYBaJIU HU3bKi, cepenHi abo BUCOKi HO3UW paMillpuiry
3 METOI0 OOCATHEHHS Y HUX [1JIa3MOBUX KOHIIEHTpAaLllill paMinpusnary, sKi BiIIIOBiZarOTh
Oiama3oHy Ho3 ajid gopocnux 1,25 Mmr; 5 mr ta 20 Mr 3 po3paxyHKYy 3a Macoro Tina. ITo
3aKiH4YeHHi nmepiogy 4 TUXKHi OyJ10 BUSIBIEHO, 1110 paMinpuil 60yB HeepeKTUBHUM 100
KiHIIEBOI TOUYKM - 3HMUKEHHS CUCTOJIIYHOT'O apTePiaJbHOTO TUCKY, OOHAK BiH 3HMUKYBaB
OiacTONMiYHUY THCK NPHU 3aCTOCYBaHHI HAWBUIIOI HO3U OOCIiAXKYBaHOTO Aiala3oHy.
Byrno noka3zaHO, 1110 K CepenHi, TaK i BUCOKI J0O3U paMillpuily 3HUKYIOTh CUCTOIIYHUN
1 miacTONMIYHUU apTepialbHUM TUCK Ha CTaTUCTUYHO 3HAYYILy BEJIMUKUHY y OiTEeHu 3
HiATBEPOKEHOI apTepialbHOIO TillepTEeH3iE0.



Takoro eekTy He cIiocTepiranocs B xofi 4-TUKHEBOI'0 PaHAOMi30BaHOTO IMOABIMHOIO-
CJIIIIOTO JOCJIiIKeHHS 3 MiOBUIIEHHSAM J03U, e OLliHI0OBaBCSA e(PeKT BimgMiHU
JIIKapChKOTO 3aco0y i B IKOMY B3s1J11 y4acTh 218 memiaTpuyHUX NalliEHTiB BikoM 6—16
POKiB (y 75 % 3 gkux OyJjia mepBUHHA apTepianbHa rinmepreHsis). B xomi nboro
OOCJIIIZKEeHH IIiCJIg BIOMIiHU IIpelapaTy CIIOCTepirajocs IIOMipHe PUKOIIETHE
ITiIBUIIEHHS K OiaCTOJIYHOT0, TaK i CUCTOJIIYHOTO TUCKY, ITPOTE BOHO He OyJI0
CTATUCTUYHO 3HAUYILIUM OJI5 ITIOBEPHEHHS TUCKY A0 BUXIOHOIO PiBHS B YCiX IpyIliax go3
OOCIiA2KyBaHOTO Aiara30Hy paMinpuiny [Hu3bKi go3u (0,625 Mr - 2,5 MT), cepenHi mo3u
(2,5 mr - 10 Mr) a6o Bucoki mo3u (5 mr - 20 Mr)] 3 po3paxyHKy 3a Macoio Tina. B
OOCITim KyBaHiM mefiaTPUYHIN IOIMYJIALil paMillpul He BUSBASB JTiHIMHOTO
00303aJIe’KHOTO e(EKTY.

dapMaKkoKiHEeTHKA

BcMmokTyBaHHs. [licnsa mepopabHOTO IPUNOMY paMIilIpUil MIBUOKO BCMOKTYETbHCA 31

IIIJTYHKOBO-KUIIIKOBOT'O TPakKTy. MakcuMasibHa KOHIIEHTpallis y I1Jla3Mi KPOBI
OOCATal0ThCSA MPOTATOM 1 rogmHuU. 3 OrJIAAy Ha KiIbKiCTh PEYOBUHU, BUSIBIIEHOL ¥ Cedli,
CTYIIiHb BCMOKTYBaHHSI CTaHOBUTH IIIOHAWMeEHIIIEe 56 % 1 Ha HbOT'0 CYTTEBO HE BIJIUBAE
HasBHICTH iXi y HIJTYHKOBO-KUIIIKOBOMY TPaKTi. BiomoCTyHICTE aKTUBHOTO MeTabOoJIiTy
paMinpusnaTy Hic/Is IIepopabHOI0 3aCTOCYBaHHS paMipuiy y go3i 2,5 Mr i 5 mr
CTAHOBUTL 45 %.

MakcumarnibHa KOHIIEHTpaLid y [JIa3Mi KPOBl paMinnpusiaTry, EGUHOT0 aKTUBHOTO
MeTaboJIiTy paMinpuiy, OOCATraloThCS Yepe3 2—4 TOOuHU MiClIsa IPUUOMY pPaMillpuiy.
[Ticns 3acToCyBaHHS 3BUYAMHUX 03 paMminpuny 1 pa3 Ha go0Oy piBHOBaxKHa
KOHIIEHTpAIlis paMinpuiaTy y mia3Mi KpoBi mocsiraeTbcst NpubIn3HO HA 4 OeHb
JIIKyBaHHS.

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

MertabomisM. Paminpui Malizke IMOBHICTIO MeTab0JIi3yETHCS O paMinipuiary,
OUKETOMNiIepasnHoOBOro edipy, OMKETOIMINIepa3snHOBOl KUCJIOTH i TJIIOKYPOHIIiB

paMinpuiy i paMminpumiary.

BuBeneHnHsi. BuBemenHs1 MeTaboIIiTiB BifOyBa€eThCS MepPEeBaXKHO IIIISIXOM HUPKOBOI

eKCKpellil. 3HM>KeHHs KOHIIeHTpallil paMinpuiaTy y Ija3Mi KpoBi € 6araTtoda3HuM.
Yepes noTyKHe HacuuyBajibHe 3B'sA3yBaHHs 3 AIID 1 MOBIJIBHY OUCOILiaLlio 31 3B’A3KYy 3
(bepMeHTOM paMinmpuiIaT Ma€ IMPOJIOHTOBaHy TepPMiHalbHY a3y BUBEOEHHS IPU OyXKe
HU3BKUX KOHIIEHTpALiAX Y I1JIa3Mi KPOBI.

[Ticns mpuiioMy IOBTOPHUX O03 paMinpuny 1 pa3 Ha go0Oy epeKTUBHUM mepiof
HalliBBUBEeOEeHHS CTAaHOBUTL 13—17 roguH oasa o3 5—10 Mr i Oinplle Ojist HUXKYUX 003



(1,25—2,5 Mr). PisHuiisa 3ymMoBJieHa TUM, 110 3TaTHICTh (EePMEHTY OO0 3B’sI3yBaHHS 3
paMinpuiaToM € HaCU4yBaJIbHOIO.

[Tpu nmepopanbHOMY IIPHUKOMI Pa30BOl HO3M IIpelapaTy aHi paMilpu, aHi 10To
MeTaboJIiT He BUSBISINCS y TPyAHOMY Moioli. [IpoTe HeBimoMo, siKui epeKT Mae
IPUMOM ITOBTOPHUX [03.

INamieHTn 3 mopyHieHHIM QYHKII HUPOK (auB. po3min «Crnocib 3acTocyBaHHS Ta
oo3u»). Y MallieHTiB i3 MOpPyIIeHHSIM (PyHKITl HUPOK HUPKOBA €KCKpPeIlisl paMinpuiaTy
3HHXKEHa, a HUPKOBUH KJIIpEeHC paMilpuiaTy IPOIOPLIiNHNUY KIIipeHCy KpeaTuHiHy. Lle
MMPU3BOOUTH IO ITiABUIIIEHHS KOHIEHTPAllil paMinmpunarty y mia3Mi, sKa 3HUXKYEThCS
MOBiNIbHIIIIE, HiXK B 0Ci0 i3 HOpManbHOIO PYHKITI€I0 HUPOK.

[NamienTy 3 mopymeHHIM QyHKII mediHku (guB. po3gin «Crmocib 3acTocyBaHHS Ta

no3u»). Y mallieHTiB i3 mopyimeHHaIM QyHKIIII meuinku MeTabos1i3M paMinpuiy 3
YTBOPEHHSAM paMinpusaTty OyB CIIOBIJIbHEHUM Yepe3 3HUKEHHS aKTUBHOCTI
IMe4YiHKOBUX ecTepas, a PiBHI paMinpuiy y maa3Mi KpPoBi y IUX MallieHTiB OyIu
mipgBumieHi. BTiM MakcuManbHi KOHIIEHTpAllil paMinpusaTy y IIUX Ialli€HTiB He
BiIpi3HSIIUCSA Bif TaKuX B 0Ci0 i3 HOpMasibHOIO QYHKIIIE€IO MEeYiHKH.

TopgyBaHHS rpynmio. ITicis 3acTocyBaHHS OJHOKPATHOI TO3UW pPaMillpuily IepopaabHO

MOro piBHI B rpyOHOMY MOJIOLI Oy HUXK4Ye rpaHulli BusiBneHHsA. OgHak eeKT IIpu
OaraToKkpaTHOMY 3aCTOCYBaHHi He BioMUil.

[lemiaTpuuHa nonynsamnia. PapMaKOKiHETUYHUU IPOQiIb paMinpuily OOCIiaXKyBaBCId y

30 memiaTpUYHUX MAIli€HTIB 3 apTepialabHOIO TimepTeH3i€o BikoM 2—16 poKiB 3 Macoio
Tinma >10 kr. Ilicng 3acTtocyBaHHA 003 Big 0,05 go 0,2 MI/Kr paMinpui MIBUAKO Ta y
3Ha4Hil Mipi MeTabosidyBaBcs OO paMinpunaty. MakcuManabHa KOHIIEHTPALIis
paminpuinaTty B I1Jla3Mi KPOBi focsaranacs depes3 2—3 roguHu. KitipeHc paMinpuiary y
3HAYHiN Mipi KopemntoBas 3 jjorapudmMmom Macu Tina (p<0,01), a TakKoXK 3 703010
npemnapaty (p<0,001). KiipeHc Ta 06’eM po3nofiny 30imbUIyBaanucsa MpsmMo
MIPOMOPLINHO BiKy AiTel y KOXKHil rpyni go3dyBaHHs. [Ipu 3acTtocyBanHi go3u 0,05
MT/KT y OiTel OyJi0 JOCATHYTO PiBHIB €KCIIO3Ullil, IKi OyJIu NOPiBHSAHHUMU 3
€KCIIO3UIIi€I0 YV HOPOCIUX IIPU 3aCTOCYBaHHI 03U 5 MI' paMinpuiny. B pe3ynbrarti
3acTocyBaHHs go3u 0,2 MT/KT y OiTed mocsaranucs PiBHI eKcIo3wutlii, siki O0yIu BUIITUMHU,
HiX ITPU 3aCTOCyBaHHI MaKCHUMaJIbHOI peKoMeHaoBaHol go3u 10 Mr Ha gody y
OOPOCIIUX.

HokaiHiuHi OaHi 3 6e3neku. ITIpu mepopaabHOMY 3aCTOCYBaHHI rpu3yHaM Ta cobakam

3’sCcyBaJIoCs, 110 paMilIpUII He CIPUYUHSIE TOCTPUX TOKCUYHUX ABUIIL. [OCHIIAXKEHHS 13
TPUBAJIUM II€POPAJIbHUM BBEIEHHSIM ITpernapaTy IPOBOANIN Ha IITypax, cobakax Ta
MaBIlaX. Y BCiX IIUX TPbOX BUMIB TBAPHUH CIIOCTEPIraaucs 3MiHU €JI€KTPOJIITHOTO
0anaHCy Ta KapTUHU KPOBi. Y cobakK Ta MaBM, SKi OTpUMYyBaJu IIpenapat y go3i 250



MT/KT MacCH Tina Ha o0y, O0yy10 moMiueHO 3HaYHe 30i/IbIIIeHHS I0OKCTArJI0MepPYyJISPHOTro
arapary, 110 € IposiBoM (apMaKoOUHAMIYHOI aKTUBHOCTI paminpuiy. Illypi, cobaku Ta
MaBIIY ITePeHOCUIU M00O0Bi JO3U Mperapary, siKi ctaHoBunu 2; 2,5 tTa 8 Mr/Kr macu
Tisla Ha moOy BiAmoBigHO. IIpu TboMy HebOaxkaHi epeKTH y HUX He BUHUKAJIIH.

HocrnigKeHHs penpoayKTUBHOL TOKCUYHOCTI, IIPOBEAEH] Ha IIypaX, KpojIsX Ta MaBIlax,
He BUSIBUJIU KOOHUX TepaTOreHHUX BJIaCTUBOCTEU IIpemnapaTry. HeraTuBHUM BILJIUB Ha
(pepTUNBHICTE HE CIOCTEpPIraBCs aHi y caMIIiB, aHi y caMuIb IIyPiB.

BBemeHHSs paMiipuily CaMUIISIM IIyPiB ITil 4YaCc BariTHOCTI Ta JaKTallil HPU3BOAUIIO OO
HeO0OOPOTHOTO YIIKOAXKEHHS HUPOK (PO3MIUPEHHS HUPKOBOI MUCKH) ¥ IIOTOMCTBA IIpU
3acTocyBaHHi Jo3 50 Mr/Kr Macu Tijia Ha mo0y Ta BHIIIE.

YucrneHHi BUnnpoOyBaHHS Ha MyTareHHICTb i3 3aCTOCYBaHHSAM Pi3HUX TECT-CUCTEM He
BUSIBUJIM MyTareHHUX a00 reHOTOKCUYHUX BJIAaCTUBOCTEM paMinmpuiy.

ITloka3aHHA

JIikyBaHHS apTepianbHOI rinmepTeH3sii.

[TpodinakTuKa cepieBO-CyYIUHHNX 3aXBOPIOBaHb: 3HUKEHHS CEepPIleBO-CyOAUHHOI
3aXBOPIOBAHOCTI Ta CMEPTHOCTI y IAIliEHTIB 3:

e BUPaAXKEHUM CEPIEBO-CYIUHHUM 3aXBOPIOBAHHSM aTEPOTPOMOOTHUYHOTO reHe3y
(HasIBHICTBH B aHaMHe3i inmemMiuHol XBOpoOu cepiist abo iHCYNIbTY UM 3aXBOPIOBAHHS
nepudepudHux CyguH);

e miabeToM, sIKi MalOTh II[OHANMEHIIIE OOUH (paKTOP CEPIEBO-CYIUHHOTO PU3UKY
(muB. po3ain «®apMaKOJIOTi4Hi BIaCTUBOCTI»).

JIikyBaHHSI 3aXBOPIOBAHHS HUPOK:

e ITOYATKOBa KJIy0OUKOBa HOiabeTudyHa HedpomarTis, Mpo AKy CBIiTYUTL HasIBHICTH
MiKpoanb0yMiHypil;

e BUpaxkeHa KJIy0O4YKoOBa fiabeTuuyHa HedpomarTis, Ipo SAKYy CBiOYUTL HAIBHICTD
MaKpONPOTeiHypil, y mallieHTiB, AKi MalOTh lIIOHAWMEHIIIe OOUH (PaKTOpP CEepPIlieBO-
CYOUHHOT'O PU3UKY (OUB. po3aii «®apMaKOJIOTidyHi BIaCTUBOCTI»);

e BHUpaxeHa KJIy0o4KoBa HefiabeTuuHa HedpoIaTis, Ipo Ky CBiMYUTh HasIBHICTh
MaKponpoTeinypii = 3 r/Ha goby (ouB. po3min «®apMaKoIOoTiuHi BTaCTUBOCTI»).

JIikyBaHHS CeplleBOl HEIOCTAaTHOCTI, IKa CyIIPOBOOXKYETHCSA KIIIHIYHUMU ITPOSBaAMU.

BTopuHHa npodinakTuKa Micjiasa mepeHeCeHoro rocTporo ingapKTy Miokapaa:
3MEHIIIeHHSI CMEPTHOCTI Iif] Yac rocTpol cTafil iHgapKTy MioKapaa y Malli€eHTiB 3
KJIiHIYHUMH O3HaKaMU CepIlieBOl HeIOCTAaTHOCTI 3a YMOBH ITOYATKY JiKyBaHHS OiTbImn



HiXK yepe3 48 roguH micas BUHUKHEHHS I'OCTPOTro iHGapKTy MioKapaa.
ITporunnoka3aHHs

linmepyyTnuBicTh [0 AOit040l pedyoBUHU abo mo Oyab-sIKOl 3 JOIOMIiKHUX PEYOBHUH, 110
BXOOATH [0 CKJIafy IIpelapaTy, Yu Ao iHmuX iHrioitopis AII®
(aHTi0TEeH3UHIIEPETBOPIOBAIBHOI 0 hepMeHTY) (OuB. po3min «Cknam»).

HasaBHicTh B aHaMHe3i aHTiOHEBPOTUYHOT0 HAaOPSAKY (CIagKOBOTO, ifiomaTUYHOTO 4YHU
paHillie mepeHeceHoro Ha TJIi 3acToCcyBaHHS iHTibiTopiB AII® ab0 aHTaAroHiCTiB
penenTopiB aHrioTeH3uwny II).

OnmHOYacHe 3aCTOCyBaHHS 3 caKyOiTpusioM/BajicapTaHoM (OuB. po3minu «OcoOmIuBOCTI
3aCTOCYBaHHsI» Ta «B3aeMois 3 iHIMMU TiKapChKUMHK 3aco0aMu Ta iHIIN BUOU
B3aEMOMIN»).

3HaYHUY OBOCTOPOHHIM CTEHO3 HUPKOBUX apTepitt abo cTeHO3 HUPKOBOI apTepil npu
HasIBHOCTI €AMHOI PyHKIIIOHYI0YOl HUPKHU.

BariTHicThs Ta nnaHyBaHHS BariTHOCTI (OUB. po3ain «3aCcTOCYBaHHS y EePion BariTHOCTI
Ta TOOYBaHHS I'PYOOI0»).

Paminpun He ciim 3aCcTOCOBYBaTH ITalliEHTaM i3 apTepialbHOIO TinoTeH3i€o abo
reMoJuHaMi4HO HecTaOiITbHUMHU CTaHAMH.

OpgHoYacHe 3aCTOCYBaHH4 IIpenapary TpuTalle 3 IpenapaTtaMu, 10 MiCTATH
aJIicKipeH, IPOTUIIOKa3aHe IallieHTaM 3 IIYKPOBUM AiabeToM abo HUPKOBOIO
oucyHKITi€O (MBUAKICTL KiTyOoukoBol ¢dinbTparnil (IHIK®) < 60 mn/xs/1,73 Mm2) (gus.
po3minu «B3aeMomis 3 iHIIMMU JIiIKAPChbKUMU 3aco0aMM Ta iHIINI BUOW B3a€EMOIin» i
«PapMaKoOuHaMiKa»).

Heo6xigHO YHUKaTH OOQHOYACHOTO 3aCTOCyBaHH4 iHTi6iTOpiB ATI® Ta
€KCTpaKoprnopajbHUX METO/iIB JIIKyBaHHS, Kl IIPU3BOOATH 4O KOHTAKTY KPOBI 3
HeraTUBHO 3apsSIXKXeHUMU IIOBEPXHSIMH (OUB. po3ain «B3aemomis 3 iHIIUMU
JIiIKapChKUMHU 3aco0aMU Ta iHIIN BUOM B3a€EMOMiM»).

B3aeMmogisi 3 iHIIEMH TiKapCHKHMH 3aCO00aMH Ta iHIII BHIH B3a€EMOIIiH

IaHi KIiHIYHUX OOCHiIXKEeHb IPOOEeMOHCTPYBaJIu, 110 IMoaBifiHa O/lI0Kafa peHiH-
aHTioTeH3UuH-aIbAoCcTePOoHOBOI cucteMu (PAAC) misixoMm KoMOiHOBAaHOTO
3acTocyBaHHs iHTiOiTOpiB ATI®, aHTaroHiCcTiB pelenTopiB aurioreH3uny Il abo
aJliCKipeHy acolil0EThCS 3 MTiABUIIEHOI0 YaCTOTOI0 BUHUKHEHHS TaKUX HeGaXXKaHUX
SIBUII, SIK apTepiajbHa riloTeH3is, TrinepKalieMisa Ta NoTripuieHHs QyHKIIil HUPOK (B
TOMY 4YHCJIi TOCTpa HUPKOBa HEOOCTATHICTh), Y IIOPiBHAHHI i3 3aCTOCYBaHHSIM JIMIIIE



omHoOro 3aco0y, 1o BuyauBae Ha PAAC (puB. po3ginu «I[IpoTUIlOKa3aHHS»,
«0Ocob6MBOCTI 3aCTOCYBaHHS» Ta «®apMaKoAnHaMiKa»).

[TpoTunokas3aHi KoMOiHaIlil.

OpmHoyacHe 3acTocyBaHHs iHTiOiTOpiB AII® 3 cakybOiTpuiIoM/BaricapTaHOM
MIPOTUIIOKa3aHe 4Yepes IMiOBUIeHUY PU3UK PO3BUTKY aHTiOHEBPOTUYHOT O HAOPAKY
(muB. po3ginu «IIpoTurnokasanHsa» Ta «Ocob6IUBOCTI 3acTOCYyBaHHA»). JIiKyBaHHS
paMiIpuiIoOM CIIif MOYWHATH Julle yepe3 36 TOOWH IiCIs MPUNOMY OCTaHHBOL HO3U
cakyOiTpuiny/BancapTany. JIikyBaHHSI caKyOiTpuioM/BajicapTaHOM CJIif IOYNHATHU
e yepe3 36 TOOWH ITIiCs MPUNOMY OCTAaHHBOI TO3U PaMiIIpuil.

MeTonu eKCTpaKoOpHIopasbHOI Tepallil, B pe3ynIbTaTi SKUX BimOyBa€eThCd KOHTAKT KPOBi
3 HETaTUBHO 3apsAOKEeHUMHU MOBEPXHSAMHU, TaKi AK Aiami3d abo remMmodinbTparis i3
BUKOPUCTAHHSIM MEeBHUX MeMOpaH 3 BUCOKOIO iHTEHCUBHICTIO ITIOTOKY (HaIlpUKIa[
MeMOpaH 3 MOJIiaKPUJIOHITPUIYy) Ta adepes mimonpoTeidiB HU3bKOI HIIJTLHOCTI i3
3aCTOCYyBaHHSM OEKCTpaHy Cy/ibdarTy, 3 OISOy Ha MiABUIIEHUM PU3UK PO3BUTKY
TSIXKKHUX aHaiIaKTOImHUX peakiIlii (muB. po3min «ITpoTunokasaHHs»). AKIO Take
JIIKyBaHHS HeOoOXifgHe, CHIifl pO3TJISHYTHU IMATAHHS PO BUKOPUCTAHHS iHIIO] Aiajti3Hol
MeMOpaHu ab0 3aCTOCYBaHHS iHIIIOTO KJIaCy aHTUTINepPTEeH3UBHUX 3aC00iB.

Kom0iHatrii, 1110 BUMaramTh 3al00iKHUX 3aX0OiB.

Couti Kasito, remmapuH, Kanisoepiraioydi miypeTUku Ta iHII aKTUBHI peYOBUHHU, II10
30iNbITYIOTH PiBEHB KaJlilo y mj1a3Mi KpoBi (BK/II0UalOUYM aHTArOHiCTH aHTioTeH3uHy II,
TPUMETONPUM Ta Moro ¢ikcoBaHi Kom0OiHallil 3 cynbdhaMeTOKCa30JI0M, TaKpPOJIiMyc,
LIMKJIOCTIOPUH). MOKe BUHUKHYTHU TillepKaJliEMisi, TOMy IIOTPiOHO peTebHO
KOHTPOJIIOBATU PiBEHB KaJIil0 y IIJIa3Mi KPOBi.

AHTUTiIIEPTEH3UBHI JTiKapChKi 3aco0u (Hampukiag OiypeTUKU) Ta iHII PeYOBUHHU,
30aTHI 3HMKYBaTHU apTepialbHUM TUCK (HaOpUKIad HiTpaTH, TPULUKITIYHI
aHTUOENpPeCaHTH, aHEeCTEeTUKYU, aJIKOroJjib, 0akimodeH, anbdy303UH, JOKCa303UH,
IMpa303UH, TaMCYJI031H, Tepa303uH). Crif o4ikyBaTu 30i/IbIIIeHHS PU3UKY BUHUKHEHHS
apTepianbHOIl rinoTeH3il (quB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHSA» CTOCOBHO
OiypeTUKiB).

BazonpecopHi cuMIIaTOMiIMETHKY Ta iHII pe4YOBUHU (HAaIpUKJIaf i30IIPOTEPEHOTI,
noOyTaMiH, mornamiH, enmiHepUH), IKi MOXKYTb 3MEHIIUTH aHTUTINEePTEH3UBHUN e(PeKT
npenapaty Tputaile ®. PeKOMEHOYEThHCS PETENIbHO KOHTPOJIIOBAaTH apTepialbHUN
THUCK.

AronypuHOI, iMyHOOEeNIpeCcaHTH, KOPTUKOCTEPOIAH, ITPOKalHaMifl, IUTOCTAaTUKU Ta
1HIITI PEYOBUHY, 1110 MOXYTh COIPUYUHATU 3MiHU KapTUHU KpoBi. [ligBuinieHa
WMOBIPHICTh BUHUKHEHHS TeMaTOoJIOTiYHUX peakilitt (quB. po3min «OcoOmuBoCTi



3aCTOCYBaHHS»).

Couri miTiro. Inri6iTopu AIT® MOXKYTb 3MEHIIUTH €KCKPEIIilo JIiTiio, 1110 MOXKe
MIPU3BECTU 0 30inbIlIeHHsI TOKCUYHOCTI J1iTito. HeoOxigHO peTeslbHO KOHTPOJIIOBATH
PiBEHB JIiTiO.

[TpoTupiabeTnyHi 3aco0Ou, BKIIIOYAlO4YH iHCYJIiH. MOXKYTh BUHUKHYTHU TillOTIiKEeMidHi
peakiiii. PekoMeHOyeThCS peTesIbHO KOHTPOIIOBAaTH PiBEHD I'JIIOKO3U ¥ KPOBI.

Hecrtepoigui npotusananeHi npenapatu (HIT3II) i aneTuncaninuioBa KUCIOTA.
O4iKy€eThCS 3HUKEHHS aHTUTIIEePTEeH3UBHOTO e(peKTy npenapaty Tpuraie®. binbiie
TOT'0, OJJHOYAaCHe 3acTocyBaHHs iHTribiTopiB AII® i HII3I1 MOoke CynpOBOAXKYyBaTHUCS
MMiABUIIIEHUM PU3UKOM MNOTipIIeHHSA PYHKIII HUPOK Ta 30iJIbIIIeHHSIM PiBHSA KaJiio y
KPOBI.

Cinb. ITpu HagMipHOMY CHOXKHWBAHHI COJIi MOXKJTHBE ITOCIabIeHHS TIIOTEeH3UBHOTO
edeKTy mpemnapary.

Cnemnudiuna rimocencubinizarisi. BHacnigok inrioyBanas AII® 3pocTae iMOBIipHICTD
BUHUKHEHHS i TSIXKKiCTh aHa(imaKTUYHUX i aHadiTaKTOIOHUX peaklliii Ha OTPYTYy
KoMaXx. BBaxkaeThcCs, 1110 TaKui eeKT MOXKe TaKOK CIIOCTepPiraTucs i oo iHIInX
aJIepreHis.

[uribiTopu MimeHi panaminuuy y ccaBiiB (mMTOR) a6o BinmpmarminTuH. MoxXuBe
ITiIBUIIEHHS PU3UKY PO3BUTKY aHTiIOHEBPOTUYHOTO HAOPSKY y MAlli€HTIB, SKi
OOHOYACHO OTPUMYVIOTH TaKi 3acobu, K iHridiTopu mTOR (Hanpukiam TEMCUPOIIIMYC,
eBepoJIiMyc, cupoiMyc) abo BinparminTuH. Po3nmoynHaTy TakKy Teparmriio ciif 3
ob0epexHicTiO (OuB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS»).

[uribiTopu Henmpunisuuy. [ToBimoOMIIAIOCS PO MOTEHIIIHE 3POCTaHHS PU3UKY
PO3BUTKY aHTiOHEBPOTUYHOT'O HAaOPAKY IIPU OJHOYAaCHOMY 3aCTOCYBaHHIi iHTiOiTOPIB
ATI® Ta inri6itopa HEII (HefiTpanbHOI eHOOTENTUIAa3K), HAIIPUKIIa palleKaJoTPUIry
(muB. po3min «OcobGIMBOCTI 3aCTOCYBaHHS»).

CaxkyOiTpus/Bancaptad. OgHOYacHe 3acTOCyBaHHs iHTiOiTOpiB AIT® 3
cakyOUTpiioM/BasicapTaHOM MPOTUNIOKa3aHe Yepe3 MigBUIIEHUN PU3UK PO3BUTKY
AHTiIOHEBPOTUYHOI'0 HAOPSKY.

Oco006/1MBOCTi 3aCTOCYBaHHS

Ocobusi epynu nauieHmis

BazimHicmy. JlikyBaHH4 iHri6iTOpaMu AII® abo aHTaroHicTamMu pelenTopiB
aHrioteH3uHy Il He ciig po3mOYMHATHU Y ITEpPioa BariTHOCTI. 3a BUHSATKOM BHUIIA[KiB,



KOJIY ITPOMIOBXKEHH JIiKyBaHHS iHTi6iTOpoM AIT® / aHTaroHicTaMu pelenTopiB
aHrioTeH3uHy II € aGCOIMIOTHO HEeOOXigHUM, MAIliEHTOK, SIKi IJTaHYIOTh 3aBariTHITH,
HeoOXigHO mepeBeCcTU Ha iHIIUN aHTUTINIEPTEH3UBHUM IperaparT, 3aCTOCYBaHHS STKOTO
y Iepiof BariTHOCTi BU3HAHO Oe3neuyHuM. fAK TinbkKu Oyhae AiarHOCTOBAHO BaTiTHICTH,
JIikyBaHHA iHriOiTopamu AIlI®/aHTaroHictTaMu pelenTopiB aHrioTeH3uny Il ciifn
HeranHo IMMPUOUHUTH Ta Y pa3i HeoOXimHOCTI po3modaTH JIiIKYBaHHS iHIITUM
npenapaTtoM (OuB. po3ainu «ITpoTUIIOKa3aHHSI» Ta «3aCTOCYBaHHSA Y IIepiofd BariTHOCTI
abo romyBaHHS T'PYOOIO»).

ITodsitliHa 610Kada peHiH-aH2iomeH3UH-aib0ocmepoHosoi cucmemu (PAAC). ICHYIOTD
OOKa30Bi laHi Ha KOPUCTh TOTO, III0 OMHOYACHE 3aCTOCyBaHHS iHTiOiTOpiB ATID,
aHTaroHiCTiB pelenTopiB aHrioteH3uny Il abo amicKipeHy HifgBUIIlyE PU3UK
apTepiasbHOI TIIOTEH3il, TinepKasieMil Ta NOTripmieHHs QYHKIIil HUPOK (B TOMY YHCIIi
PO3BUTKY I'OCTPOI HUPKOBOI HEJIOCTATHOCTI). Y 3B’SI3KYy 3 UM IojaBitiHa 6/1okaga PAAC
IIIJISTXOM KOMOiIHOBAaHOT'O 3aCTOCyBaHHS iHTiOiTOpiB AII®, aHTAroHiCcTiB pelnenTopis
aHrioTeHn3uny II abo asickipeHy He PeKOMeHOYeThCA (OUB. po3dinu «B3aemomisa 3
IHIIMMY TiKapChbKUMH 3aco0aMu Ta iHIIi BUOU B3aEMOMili» i «@apMakKoguHaMiKa»).

Ko Tepamnis y BUTISAi TaKol ITOABiMHOL 6JI0Kagu PO3IiHIOETHCS IK a0COTIOTHO
HeoOXximHa, BOHa Ma€ 3aCTOCOBYBATUCS JIMIIE TIifl HATJIAOOM CIielliajicTa Ta 3a yMOBU
4acCTOro i peTenbHOro KOHTPOJIIO (hYHKITII HUPOK, BMICTYy €I€KTPOJIITiB Ta PiBHSI
apTepiajbHOIO TUCKY.

[uribiTopu AII® i aHTaroHicTu peuenTtopiB aHrioTeH3uHy Il He MOKHa OOQHOYACHO
3aCTOCOBYBATHU MalliEHTaM 3 OiabeTU4YHOI0 HedpolaTi€elo.

ITauieHmu, y sKux icHye ocob1usull PU3UK BUHUKHEHHS apmepiaibHOoi 2inomeHa3ii.

IMauienmu 3i 3HAYHUM NiBUW,EHHAM AKMUBHOCMI PEHIH-AH2I0MEeH3UH-
anav0oCcmepoHoB8oi cucmemu. Y Malli€eHTiB 3i 3HAaYHUM OigBUIIIEHHSIM aKTUBHOCTI PEeHiH-
aHTiOTEH3UH-aJIbJIOCTEPOHOBOI CUCTEMU iCHYE PU3UK PAINITOBOTO 3HAYHOT'O 3HUKEHHS
apTepialbHOTO THUCKY Ta MOTipIIeHHSA (YHKIII HUPOK BHACHIIOK MpurHidenus AIlO,
0Cco0nuBO SKIIO iHTiOiTOP AII® YK CynyTHiN AiypeTUK NpHU3HadaloTh BIiepiine abo
BIIepIlle OigBUIIYIOTh H03y. CYTTEBOrO MiABUIIEHHS aKTUBHOCTI peHIH-aHT10TEeH3UH-
abAOCTEPOHOBOI CUCTEMHU, SIKE TOTPeOYE MEIUYHOT O HATJIsAAy, B TOMY YUCIIi
IIOCTIMHOI'O KOHTPOJIIO apTepiaJIbHOTr0 TUCKY, MOXHa O4YiKyBaTU, HAlIpUKJIam, y
TAIliEHTIB:

e 3 TSAXKKOIO apTepilaJibHOIO TilepTEeH3IE0;

e 3 IEKOMIIEHCOBAHOIO 3aCTiliHOIO CEPIIEBOI0 HENOCTATHICTIO;

e 3 TeMOOMHAMIYHO 3HAYYIIOIO IIePEIIKOA00 OJI IPUTOKY ab0 BiITOKY KPOBi 3
JIIBOTO IITYHOYKa (HampuKJjamg 3i CTEHO30M aOpPTaJIbHOT0 ab0 MiTpaIbHOTO
KJjlallaHa);



3 OOHOCTOPOHHIM CTE€HO30M HHPKOBOI apTepil Ipu HassBHOCTI APYyTol
(PyHKIIIOHYI0Y01 HUDPKHU;

y IKUX iCHye ab0 MO2Ke PO3BUHYTHUCS HecTada piguHU abo eJIeKTPOJIiTiB
(BKJIIOUAIOYH TUX, XTO OTPUMYE OiypPETHUKM);

i3 HUPO30M IedYiHKHU Ta/ab0 acIuTOM;

SIKUM BUKOHYIOTh BEJIHKIi Xipypriudi BrpyyanHs abo Imig yac aHecTesil i3

3aCTOCYBaHHSM IIpenaparis, 110 CIIPUYUHATE apTepiajbHy TillOTEeH3i10.

Sk mpaBUI0, PEKOMEHIYETHCS IIPOBECTH KOPEKIIito erimpaTatiii, rimoBonemii abo
HeCTadl eJIeKTPOJIITiB IO MOYaTKY JIIKyBaHHS (OOHAaK [JIs Malli€eHTiB i3 CepleBoo
HeOOCTATHICTIO TaKl KOPErywydi 3aX0Ou CJIi PeTeJIbHO 3BaXKUTHU III0L0 PUIUKY
BUHUKHEHHS ITepeBaHTaKeHHsI 00'eMoOM).

TpaH3uTOPHA abo MepCUCTyI0Ya ceplieBa HeJOCTATHICTh Imicis iHdapKTy MioKapaa.

ITauieHmu, y AKUX iCHY€E pu3uk BUHUKHEHH s cepuesoi abo uepebpaibHol iwemii y
gunadky 2ocmpoi apmepiaavHoi 2inomeH3ii. Y moyaTKOBi# ¢a3zi JiKyBaHHS ITOTPiOeH
0COOJIUBUYN MeOUUYHUU HaTJIsI.

ITauienmu aimHvo2o 8iky. [IuB. po3gin «Cmocib 3acToCcyBaHHS Ta OO3U>.

XipypriuHe BTpy4YaHHS. SKIIO 11e MOXKIUBO, TO JIiIKyBaHHS iHTi6iTOpamMu

QHTiIOTEH3UHIEPETBOPIOBAIBFHOTO PEPMEHTY, TAKUMHU K PAMIIPU, CIifg IPUIUHUTHA
3a 1 geHb 00 IPOBEOEHHS XipypPrivyHOro BTPy4YaHHS.

KoHTponb 3a ¢pyHKII€EI0O HUPOK. PYHKITiI0 HUPOK MOTPiOHO OIliHIOBATH [0 i ITif 4ac

ITPOBeeHHS JIiIKyBaHHS Ta KOperyBaTu A03Yy, 0COOJIMBO y MepPIIi TUXKHI JIIKyBaHHS.
Oco0uBO peTeNnbHUN KOHTPOJIb IIOTPiOEH 3a CTaHOM MAalli€HTiB 3 IOPYIIEeHHSAM
dbyHKIil HUPOK (OuB. po3main «Cmocid 3acTocyBaHHS Ta [03U»). ICHyE pU3UK
MOTipIlIeHHsI HUPKOBOI (yHKIIiI, 0COOGJIMBO Y IAIliEHTIB i3 3aCTiiHOIO CEPIIEBOIO
HeImoCTaTHiCTIO abo ITicjis TpaHCIJIaHTAllil HUPKH, a TAaKOXK Yy pa3i ypaxkKeHHS
HUPKOBUX CyOWH, B TOMYy YMCIIl y IAlli€HTIiB 3 reMOOUHaMIYHO 3HaYyIIUM
OIHOCTOPOHHIM CTEHO30M HUPKOBOI apTepil.

AHTiOHEBPOTHMYHUY HaAOpPsK. Y mallieHTiB, SKi oTpuMyBaiu iHridiTopu AIIQ,

BKJIIOYAl0UX PaMilIpPUII, CIIOCTEPIraBCs aHTiOHEBPOTUYHUY HAOPSAK (OUB. PO3Min
«IToGiuHi peaxkIlii»). PU3UK aHTiOHEBPOTUYHOI'O0 HAOPSKY IMiIBUNIYETHCS y MAIli€HTIB,
sIKi OTHOYAaCHO OTPUMYIOTh TakKi JTiKapChKi 3aco0U, sIKi MOXKYTh CIIPUYUHUTHI
AHTiIOHEBPOTUYHUYM HAOPSK, TakKi AK iHri6iTopu MimeHi panaminuHay y ccasiiB (mTOR)
(HampHuKIaZ TEMCUPOJIIMyC, eBepOIiMyc, cupoiimMmyc) abo BingarminTtuH abo iHridiTopu
Henpunisuny (HEII) (Taki K panekagoTpui).

KoMm6iHatisa paminpuiny 3 cakyOiTpuioM/BajicapTaHOM MPOTUIIOKa3aHa dYepes
MiABUIIEHUN PU3UK PO3BUTKY aHTiOHEBPOTUYHOI0 HAOPSAKY (OUB. PO3inu



«I[TpoTuNOKa3aHHsI» Ta «B3aeMomisi 3 iHIIIUMHU JTiIKAPCHbKUMHU 3aco0aMU Ta iHII BUON
B3a€EMOOIN»).

Y pa3si po3BUTKY aHTiOHEBPOTUYHOT0 HAOPSIKy IPUMOM mIpernapaTy Tputane® ciif
NpUNUHUTHU. [ToTpiOHO HeraliHO Po3MoYaTU HEBIOKIaOHy Tepamnito. [TallieHT MOBUHEH
3HAXOOUTUCH ITif MEOUYHUM HarjasgoM OPOTATroM HIoOHauMeHIIe 12—24 roguH i Moxe
OyTH BUIIMCAHUM IIiC/ISI IIOBHOI'O 3HUKHEHHS CUMIITOMIB.

Y nairieHTiB, siki oTpumyBanu iHriditopu AIT®, Bkmoyatouu Tpuraie®,
CIIOCTepIiraaucs BUMAAKN aHTIOHEBPOTUYHOTO HAOPSAKY KUIIEYHUKY (OUB. PO3Iin
«I[To6iuHi peakiiii»). Lli maiieHTH cKapXKuaucs Ha 0iyib y KUBOTI (3
HYIOOTOI0/0/TI0BaHHAM ab0 6e3 HUX).

AnadinakTH4HI peakiiil mig yac geceHcubimisaril. [Tpu 3acTocyBaHHi iHTiOiTOPiB ATT®

iMOBIpPHICTh BUHUKHEHHS i TAXKKICTh aHaQiTaKTUYHUX i aHadinaKTOIgHUX peakIliil Ha
OTPYTY KOMax Ta iHIIi aneprenu 30invuyeTbes. [lepen mpoBeneHHSIM AeceHcubimisairii
CJIiI TUMYaCOBO NPUIIMHUTHU IIPUKOM IpenapaTty Tpurane®.

KoHTposb e1eKTposIiTHOl piBHOBAru. I'inepkasiemis. Y gesiKux Oalli€eHTiB, AKi

oTpuMyBanu inriditopu AII®, BKIo4Yao4yu npemnapar Tputale®, criocTepiranocs
BHHUKHEHHS TinepKasiemil. [lo rpynu pu3uKy BUHUKHEHHS TillepKallieMil HajiexkaTh
Halli€eHTH i3 HUPKOBOI HEOOCTAaTHICTIO, malieHTHu BiKoM Bif 70 pPOKiB, Malli€eHTH 3
HEKOHTPOJILOBAHUM IIYKPOBUM AiabeToM, MallieHTH, IKi MpUHMalOTh COJIi KaJTito,
Kasin30epiraodi miypeTUKH, a TAaKOXK iHIITI aKTUBHI peYOBUHY, 110 NiABUIIYIOTh BMIiCT
KaJliio y mja3Mi KpoBi, abo mallieHTH i3 TaKUMU CTaHaMHU, IK OeTrigpaTallis, rocTpa
ceplieBa fJeKoMIIeHcallisi, MeTabOoJIiYHUM auuao3. AKIIo CyMiCHe 3aCTOCyBaHHS
BUIIIe3a3HaYEeHUX IpellapaTiB BBAXKa€ETHCSA OOLIIIBHUM, TO PEKOMEHOYEThCS PEryIsIPHO
KOHTPOJIIOBATU PiBEHb KaJlilo y Ij1a3Mi KpoBi (AuB. po3aiil «B3aeMopisa 3 iHIINMU
JIIKapChbKUMHU 3aco0aMu Ta iHIIM BUOM B3a€EMOIiN»).

KoHTpoIb e1eKTPOoIiTHOI piBHOBAru. I'inoHampiemis. Y nessKuxX Malli€eHTiB, sSKi

OTPUMYBAJIXd paMilpuil, CIIOCTEpPiraBcs CUHOAPOM HeafeKBaTHOI ceKpellil
QHTUOIYPETUYHOTO TOPMOHY 3 ITOAAJIbIIINM PO3BUTKOM TilTOHaATpieMil.
PekoMeHOy€EThCS PETYIISPHO KOHTPOJIIOBATH CUPOBATKOBI PiBHI HATPii0 y 0Cib JIiTHROTO
BIKy Ta y iHIIINX HaIli€HTIB, IKi MalOTh PU3UK PO3BUTKY TiOHATPiEMIl.

HeuTponeHis/arpanyaouuTo3. Bunagkyu HEUTPOIEeHil/arpaHyI0IMuTO3y, a TaKOXK

TpoMOoIIMTOIEeHil i aHeMil cmocTepiranucs pigko. TaKoK IMOBIIOMIISIIIOCS IPO
MPUTHiYeHHS QYHKIIil KICTKOBOTO MO3KY. 3 METOIO BUSBJIEHHS MOKJIMBOI JIEUKOTIEHil
PEKOMEHYETHCS KOHTPOJIIOBATU KiIBKICTh JIEMKOIUTIB Y KPOBi. Binbur yactun
KOHTPO/Ib OakaHO IIPOBOAUTH Ha ITOYATKY JIiKyBaHHS Ta 3a HalliEHTaMU 3 ITIOPYLIIEHOIO0
(yHKIIi€I0 HUPOK, CYIIyTHIM KOJIareHO30M (HaIlpuKiald CUCTEMHUM YePBOHUM
BOBYaKOM abo CKJiepogepMi€ro) abo TUMHU, XTO IPUMUMaE iHMI TiKapchKi 3acobu, gKi



MOXKYTh CIPUYMHUTYU 3MIHU KapTUHU KPOBI (OUB. po3ainu «B3aemopnia 3 iHIIMMU
JIiIKapChKMMHU 3acoO0aMu Ta iHIIM BUAK B3aeMofi» Ta «[1o6iuHi peakirii»).

ETHiuHi BigMinHOCTI. [HTi6iTOpU AII® YacTille COPUYNHSAIOTL @aHTiOHEBPOTUYHUM

HaOpsIK y MallieHTiB HETPOIOHOI pacH, HiXK y IIpeACcTaBHUKIB iHIUX pac. AK i iHri
inrioiTopu AIl®, rinoTeH3uBHA [isl PaMilIpuily Moxe OyTH MEeHII BUPaXKeHOI0 Y
MMallieHTiB HerpPoOigHOI pacH MOPIBHSHO i3 mpeacTaBHUKaMM iHINUX pac. Ile moxke Oyt
00yMOBJIEHO THUM, 1110 y TIAILIiEHTIB HETrPOIJHOI pacu 3 apTepiajibHOIO TilepTeH3i€I0
YacTillle CIIOCTepiraeThCs apTepiajibHa rinepTeH3is 3 HU3bKOK aKTHUBHICTIO PEHIHY.

Kamiens. ITpu 3acTocyBaHHi iHTiGiTOpiB AIT® mOBigOMIISIIIOCS ITPO BUHUKHEHHS
Kalulio. XapaKTEPHUM € Te, 110 Kalllejlb HeIPOAyKTUBHUM, TPUBAJIMM i 3HUKAE ITiCIIA
NpUnuHEeHHs Teparil. [Ipu nudepeHIlianbHii AiarHOCTUL KAIIIIO CJIiT ITaM’ siTaTU IIPU
MOKJIMBICTh BUHUKHEHHS KalllJIl0 BHACJTIMOK 3aCTOCyBaHH iHTiOiTOpiB AIID.

3maTHiCTH BIUIMBATH Ha HIBHAKICTHh peaklil IpM KepyBaHHiI aBTOTPaHCIIOPTOM
a00 iHmMMHu MexaHi3ZMaMHu

Iesiki mo6iuHi epekTH (HaTpuKiIam CUMIITOMU 3HUXKEHHS apTepialbHOTO THUCKY, TaKi
sIK 3allaMOpPOY€EeHHSs) MOXKYTh HOPYIIyBaTH 30aTHICTh HalliEHTa OO KOHIIeHTpallil yBaru
i 3HMKYBaTU MIBUOKICTh MOTO peakilil, 1110 € PU3UKOBAHUM Yy CUTYaAllisgX, KOJIU IIi TKOCTi
MalOTh 0COOJIMBO BeJjIMKe 3HaUeHHS (HallpuKiaj IIPpu KepyBaHHI TPaHCIIOPTHUMU
3acobaMu abo poOOTi 3 iIHINIUMHU MexXaHi3MaMu).

Lle, K MpaBUJIO, MOXKJIMBE Ha ITOYATKY NiKyBaHHS abo0 Impu mepexopi 3 Tepamnil iHmmuMu
mpenapaTaM¥ Ha JIIKyBaHHS ITpenapaTtoM Tputane®. [licisa npuiioMy nepiiol go3u
a0o0 IoganbIoro MigBUINIEHHS MO3UW He 0akKaHO KepyBaTU TPAHCIIOPTHUM 3acob6oM abo
[IpalroBaTy 3 IHIMVMU MeXaHi3MaMU IIPOTIATOM KiJIbKOX IOOUH.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 rogmyBaHHs Ipyaaio

BazimHicmyb. IIpenapaT NPOTUIIOKAa3aHO 3aCTOCOBYBATH BariTHUM abo XKiHKaM, sKi
MJIaHYIOTh 3aBariTHITH. AKIII0 BariTHICTh BCTAHOBJIEHA IIif YacC Teparil, IpuiioM
ImperapaTy CJi HeraHO IIPUNUHUTH i, IKIII0 HeOOXimHO, 3aMiHUTH iHIIIUM JTiKapChKUM
3aco00M, JO3BOJIEHMM A0 3aCTOCYBaHHS BariTHUM (OUB. po3min «IIpoTUIIOKa3aHHSI»).

I'odyeaHHs epy00dio. Yeped Opak iHpopMallil om0 3aCTOCYBaHHS paMillpuiy mif 9ac
TOAYBaHHA Ipynno (AuB. po3aul «®apMaKoJIOTiyHi BJIaCTUBOCTI») HE PEKOMEHOYETHCS
IIpu3HayaTH lied npemnapar XkKiHkaM, sKi TOOyIoTh TPyanio, Ta 6axkaHo HaflaBaTU
repeBary iHIINM JTiKapChbKUM 3aco0aM, 3aCTOCYBaHHSI SKUX ITill Yac JakTallil € OibIm
0e3revyHuM, 0COOIUBO IPU IPYAHOMY BUTOOBYBaHHI HOBOHAPOMXKEHUX abo
HEOOHOIIIeHUX HEMOBIIAT.



Cnocid 3acTocyBaHHs Ta 03U

Hper{apaT OJId ITepPopaJIbHOI'O 3aCTOCYBAHHM.

[Ipenapat Tputane® peKOMeHOYETHCSA IPUUMATH IIOOHSA B OOWH 1 TOU cCaMUU 4ac.
[IpemapaTt MOKHa OpUMMAaTH OO, I Yac Ta IIiC/s 10U, OCKIIbKY IIPUKMOM 1XKi He
BILUIMBA€E Ha 6iomocTymHicTh nmpemnaparty. TabneTtku TpuTaile® ciif KOBTaTH IiIIUMU,
3anMBalOYM BOHOIO. IX He MOXKHa PO33XK0BYyBaTH a0 MOAPiOHIOBATH.

3a HEMOZKJIMBOCTI 3aCTOCYBaHHS MPU3HA4YE€HOl 403U 3aCTOCOBYBAaTH PaMillpui y
BiAIOBIZHOMY JO3yBaHHI.

Ilopocai.

[TauieHTH, SIKi 3aCTOCOBYIOTH OiypeTuKU. Ha moyaTKy JjIiKyBaHHS IIpenapaToM
Tpurtane® MokKe BUHHKATH apTepiajibHa TimoTeH3isl, PO3BUTOK SIKOI € OiIbIII
iMOBIpHUM Y ITAIli€HTIB, IKi OMHOYACHO OTPUMYIOTH AiypeTUKU. Y MOOiOHMX BUNagKax
PEKOMEHAYETHCS BUABIISATH 00€PEXKHICTb, OCKIIbLKY Y IIMX MAIi€HTIB MOXKI/IUBE
suuxkeHHs OLIK Ta/ab0 KinbKOCTi e1eKTpPOJTiTiB.

Ax1m1o MoxkuBo, 6aXkKaHO MPUIIMHUTH 3aCTOCYBaHHS AiypeTuKa 3a 2—3 OHi 0 moYaTKy
JIIKyBaHHS ITpernapaTtoM Tpurtaie® (ouB. po3minn «OcobIMBOCTi 3aCTOCYBaHHS»).

Y manieHTiB 3 apTepilaJIbHOIO TINlePTEH31€10, SKUM He MOXKHA BIIMIHUTHU OIYPETUK,
JIIKyBaHH npenapaTtoM Tpurtane® ciifg nmoynHaTu 3 0o3u 1,25 Mr (3acTocoByBaTU
paMinpua y BifnoBigHOMY mo3yBaHHi). CIig peTelbHO KOHTPOJIIOBATH (PYHKITII0 HUPOK
Ta piBeHb KaJlito y KpoBi. [Toganeliie mo3yBaHHA npenapaty TpuTtaue® ciifg
KOperyBaTH 3aJIe’XKHO Bifl LIIJIbOBOT'O PiBHSA apTepialbHOIO TUCKY.

ApmepiaavHa 2inepmeHa3sis.

o3y criipg nigbupaTy iHOUBiAyasibHO, 3a/Ie?KHO Bi 0COOIMBOCTEN CTaHy IalliEHTa
(muB. po3min «OcoGIUBOCTI 3aCTOCYBaHHS») Ta Pe3yIbTaTiB KOHTPOJILHUX BUMipIOBaHb
apTepianbHOTO TUCKY. TpuTalle ® MOxKHa 3aCTOCOBYBaTH SIK MOHOTepaIliio abo y
KoMOiHaIil 3 iHINMMMH KJIacaMi aHTHUTIiNepPTeH3MBHUX JIIKAPChKUX 3ac00iB (OUB. PO3OiIn
«I[TpoTunokasanHusa», «OcobIMBOCTI 3aCTOCyBaHHSI» «B3aeMomis 3 iHIIIUMU
JIIKapChbKUMMU 3aco0aMU Ta iHII BUAM B3aeMofin» i «PapMakoguHaMiKa»).

ITouaTkoBa mo3a. JIikyBaHHA npenapaTtoM TpuTtane® ciif po3IIOYMHATU IIOCTYIIOBO,

MMOYHHAIYN 3 PEKOMEHIOBAHOI IT0YAaTKOBOI M0o3u 2,5 MT (3aCTOCOBYBATH PAMIIIPHII Y
BimmoBigHOMY J03yBaHHi) Ha Oo0Yy.

Y nmairieHTiB 31 3HaYHOIO aKTUBAIIi€I0 PEHIH-aHTi0TEeH3UH-aJIbJOCTEPOHOBO1 CUCTEMHU
ITicJIg IPUMOMY IOYaTKOBOI JO3U MOXKe BUHHKATU 3HAUHEe 3HUKEHHS apTepialbHOTO



THUCKY. [/ TaKMX MalliEHTiB peKOMeHOOoBaHa ITo4YaTKOBa [J03a CTaHOBUTH 1,25 Mr
(3acTOCOBYBaTH paMillpuil y BiIIOBiZHOMY HO3yBaHHI), a 1X JIIKyBaHHS ITOTPiOHO
PO3MOYMHATHU i MEAUYHUM HarIaaoM (auB. po3misn «OcobIMBOCTI 3aCTOCYBaHHS»).

TuTpyBaHHSA 03U Ta MiATPUMYyIOYa go3a. [103y MOKHa IIOOBOIOBATU KOXKHI 2—4 TUXKHI

IO MOCATHEHHS LIiJIbOBOTO PiBHS apTepiaJlbHOTO TUCKY; MaKCUMaJibHa [J03a Impenapary
Tputare® crtanoBuTh 10 Mr Ha go0y. K mpaBuUiIo, IMpemapaT IpuiMamTh 1 pa3 Ha

mo0y.

ITpoginakmuka cepueso-CyOUHHUX 3dX80PHBAHD.

[ToyaTKoBa go3a. PeKoMeHIOBaHa MOYaTKOBA [103a mpemnapary Tpuraie® CTaHOBUTH

2,5 Mr (3acTOCOBYBaTH paMiIlpuJI y BifilioBimHOMY mo3yBaHHi) 1 pa3 Ha goOy.

TuTtpyBaHHS OO3M Ta MiATPHUMYylOoda Ho3a. 3aJexXHO Bif iHAMBiAyalbHOI IEPEHOCUMOCTI

Ipenaparty A03Y CIIiI IOCTYIIoBO 30imbITyBaTH. PEKOMEHOYETHCSA MOABOITU 03y Yepe3l
1—2 TuxkHi TiKyBaHHS, a IOTIM - 111e 4yepe3 2—3 TUXKHI - 30ibInTH i1 A0 1iThOBOI
migTpumMytouoi go3u 10 mr 1 pa3s Ha mo0y.

JIIKYyBAHHS1 3aXB0PHBAHHA HUPOK.

ITauieHmu 3 diabemom ma MiKpod 1bOyMiHYPI€EO.

[ToyaTKoBa go3a. PekoMeHIOoBaHa MoYaTKOBa [103a Impemnaparty Tpuraie® cTaHOBUTH

1,25 Mr (3acToCOBYyBaTH paMilipul y BignmoBimHOMY mo3yBaHHi) 1 pa3 Ha mo0y.

TuTpyBaHHS [03HU Ta IMiATPUMYIOYa [03a. 3aJIeKHO Bif iHOUBiAyaIbHOl IIEPEHOCUMOCTI
ImperapaTy IpU NOoOasbIIoMy JIiKyBaHHI M03y 30inbiny0Th. Uepe3 2 TUXKHI JIIKyBaHHS

pa30By 0O0OOBY mO3Y PEKOMEHIOYETHCSA MOABOITH IO 2,5 MT (3aCTOCOBYBaTH PaAMIIIPUI Y
BiATIOBIiAHOMY OO3yBaHHI), a IIOTIM A0 5 MT IIle Yepe3 2 TUXKHI JIIKyBaHHS.

ITauieHmu 3 diabemom ma woHaluMeHwe 0OOHUM (paKmopom cepu,e8o-CYyOUHHO20
PU3UKY.

[ToyaTKoBa go3a. PeKoMeHIoOBaHa MOYaTKOBA [03a mpemnapary Tpuraie® CTaHOBUTH

2,5 Mr (3aCcTOCOBYBaTH paMiIlpul y BifilioBimHOMY mo3yBaHHi) 1 pa3 Ha go0y.

TuTtpyBaHHS OO3M Ta MiATPHUMYyloda Ho3a. 3aJexXHOo Bifl iHAMBiAyalbHOI MIEPEHOCUMOCTI

npenaparty IpU IIOAasblIIOMYy JIiKyBaHHI 003y 30i1biIyi0Th. Yepes3 1—2 TuxHi
JIiKyBaHHSI DOOOBYy HO3y IIpemnapaTy Tpurane® peKoMeHOYEThCS IOABOITH A0 5 MT, a
noTtiMm go 10 Mr e yepes3 2—3 TUXKHI nTiKyBaHHS. LlinboBa mo6oBa mo3a cTaHOBUTHL 10
MT.

ITauieHmu 3 HediabemuuyHOW0 Hepponamiero, npo AKY €c8i0UUMb HASABHICMb

MakponpomeiHypii = 3 2/Ha 000Yy.




[ToyaTKOBa f03a. PeKoMeHOOBaHa MOYaTKOBA [03a IIpenapaTty Tputaine® CTaHOBUTH

1,25 Mr (3acToCOBYBaTH paMillpul y BifmmoBimHOMY mo3yBaHHi) 1 pa3 Ha goOy.

TuTpyBaHHSA OO3HU Ta IMiATPUMYyIOYa J03a. 3aJeKHO Bif iHOWBiAyaIbHOl IIEPEHOCUMOCTI

MallieHTOM ITpellapaTy IIPU NOOasbIIOMY JIiKyBaHHi 103y 30ibiIyloTh. Yepe3 2 TUXKHI
JIiIKyBaHHS pa30By HOOOBY 403y PEKOMEHOYEThCSA MOABOITH OO 2,5 MTI (3aCTOCOBYyBaTHU
paMinpui y BiIIloBiZHOMY HO3yBaHHI), a IIOTIM A0 5 MT Iie Yyepe3 2 TUXKHI JIIKyBaHHI.

Cepuesa HeOocmamHicms i3 KAIHIYHUMU Nposi8amMu.

[TouaTKoBa go3a. [[/1g mallieHTiB, CTaH SIKUX cTabilisyBaBCs miciisd JTiKyBaHHS

OiypeTuKaMHu, peKOMeHOOBaHa IT04aTKOBa [03a CTaHOBUTH 1,25 Mr (3acTOCOByBaTH
paMinpun y BignoBigHOMY [m03yBaHHi) Ha mo0y.

TuTpyBaHHA OO3U Ta HMiATPUMYylo4Ya fgo3a. [lo3y npemnapaty Tpuraine® TUTPYHOTh

IIJISIXOM 11 TOOBOEHHS Yepe3 KOXKHi 1—2 THUXKHi 40 JOCATHEHHS MaKCUMaJIbHOI J0O0BOi1
mo3u 10 mr. BaxkaHo PO3NOMIINUTYU OO3Y Ha 2 IPUUOMU.

BmopuHHa npogisakmuka nicas nepeHeceH020 20cmpo20 iHpapkmy miokapda npu

HasisHOCMi cepuesoi HedocmamHocmi.

[TouaTkoBa go3a. Yepe3 48 roguH micjisgd BUHUKHEHHS iH(GapKTy MioKap/[a mallieHTaM,

CTaH SIKUX € KJIIHiYHO Ta reMOguHaMiuHO CTabinbHUM, IPHU3HAYAlOTh TOYAaTKOBY A03Y
2,5 MT (3aCTOCOBYBaTH paMillpuil y BiImoBimHOMY H03yBaHHIi) 2 pa3u Ha moby
BIIPOOOBXK 3 AHIB. fAKIIO IMoYaTKOBa A03a 2,5 MT (3aCTOCOBYBATH pPaMilpui y
BiITIOBiAHOMY OO3yBaHHIi) IIEPEHOCUTHCS IIOTaHO, TOA1 CIIig 3aCTOCOBYBaTH A03Yy 1,25
MT (3aCTOCOBYBaTH paMilpuil y BiIOBigHOMY A03yBaHHi). 2 pa3u Ha m0o0y BIPOJOBXK 2
OHIB 3 IOOaIbIlIMM MHiABUILEHHSIM 00 2,5 MT (3aCTOCOBYBaTU paMilIpUII y BiAIIOBiGHOMY
mo3yBaHHI) Ta 5 Mr 2 pa3u Ha mo0y. AKINo go3y He MOXKHA ITiOBUIIUTH A0 2,5 MT
(3acTOCOBYBATH PaMiIIpuil y BigIIOBiMHOMY M03yBaHHi) 2 pa3u Ha O0o0Yy, JTiKyBaHHS CIIif
BiIMIHUTH.

TuTpyBaHHS OO3M Ta IMiATPHUMYylOodYa go3a. Y moganbiioMy 0oO0BY MO3Y ITiABUIIYIOTh

IIJISIXOM 11 ITOABOEHHS 3 iHTepBayioM y 1—3 OHi 0 DOCATHEHHS LiJIbOBOI MMiATPUMYI0UO0i1
mo3u 5 Mr 2 pa3u Ha go0y.

Komnu 11e MOXK/IHUBO, MiATPUMYI04Yy HOO0BY M03Y PO3IOMOINIAIOTE Ha 2 MPUKOMHU.

AKIo mo3y He MOXKHAa MiABUIIUTHY A0 2,5 Mr (3aCTOCOBYBATH PaMIIIPUJI y BiIIIOBIiZHOMY
mo3yBaHHi) 2 pa3u Ha o0y, JIiKyBaHHS ciif BigMiHuTH. [TOCBioy MiKyBaHHS IAIli€HTIB
i3 TsakK010 (IV QpyHKIIIOHATBHOTO KjIacy 3a Kiacudikalliero HLIO-I;IopKCLKoi'
Kappiosnoriuuoi acoriailii, (NYHA)) cepiieBoio HeqOCTaTHICTIO ofapa3y micis iHpapKTy
MioKapga BCe Ille HeJOCTaTHhO. fKII0 BCe XK TaKU NIPUUHSATO PillleHHS PO JIIKyBaHHS
TaKHUX MalllEHTIB [IUM IIpermapaToM, PEKOMEHOYETHCSA PO3MOYMHATHA TepaIilo 3 J03U



1,25 Mr (3acTOCOBYBaTH paMillpul y BifmmoBimHOMY mo3yBaHHi) 1 pa3 Ha goOy i Oymb-
siKe 11 301/IbIIIeHHS MPOBOAUTH 3 HaO3BUYANWHOIO 00ePeKHICTIO.

Oco061MBi KaTeropil malfieHTiB.

ITauienmu 3 nopyweHHAM ¢pyHKUiIl HUpok. [loO6oBa mo3a [Jisd HMalliEHTIB 3 MOPYIIEHHAM
(GyHKIIi1 HUPOK 3aJIe’KUTh Bifl TOKa3HUKA KJTipEHCY KpeaTHUHiHY (OUB. PO3Mis
«®apMaKOJIOTi4Hi BJIaCTUBOCTI»):

e SIKIIIO KJIIPEHC KpeaTUHiHY CTAHOBUTDH = 60 MJI/XB, HEOOXiTHOCTI ¥ KOpEKIIil
IMO4YaTKOBOI 103U (2,5 Mr/mo0y (3aCcTOCOBYBaTH paMillpua y BidIoOBigHOMY
mo3yBaHHi)) HeMae, a MaKcuMalibHa foboBa mo3a — 10 mr;

e SJKIIO KJIipEHC KpeaTHHiHy cTaHOBUTh 30—60 MII1/XB, HEOOXiTHOCTi y KOpPEeKIIil
IMo4YaTKOBOI1 103U (2,5 Mr/mo0y (3acTOCOByBaTH paMillpu ¥ BiAIOBiZHOMY
mo3yBaHHi)) HeMa€, a MaKCUMaJibHa JoOOBa /103a — 5 MT;

e SIKIIIO KJIipEeHC KpeaTuHiHy cTaHOBUTH 10—30 MI1/xB, mouyaTKoBa foOOBa [03a
cTaHOBUTH 1,25 Mr/mo0y (3aCTOCOBYBaTH pPaMillpui Y BidNOBiMHOMY M0O3yBaHHi), a
MaKcuMaJibHa nodoBa mo3a — 5 MT;

e TIAIliEHTHU 3 apTEPiaJbHOIO TillepTeH3i€l0, AKi mepeOyBaloTh Ha reMofiaisi: mpu
reMofiasni3i paMiipui BUBOOUTHCA HE3HAYHOIO MIpOI0; IT04YaTKOBa J03a
CcTaHOBUTH 1,25 Mr (3aCTOCOBYBaTH paMillpui y BiATIOBIiZHOMY OO3yBaHHI), a
MaKCHMaJibHa Mo00Ba [103a - 5 MT; IIperapar CJIij IpuiMaTHh Yepe3 OeKilbKa
TOOVH IIiCJIg IPOBEOEHHS CeaHCy reMofiaisy.

ITauienmu 3 nopyweHHAM ¢yHKUil neviHku (OuUB. po3ain «®apMaKoIoriuHi
BJIACTUBOCTI»). JIiKyBaHHS ITpemapaToM Tpurtalie® Malli€EHTIB 3 NOPYLUIEHHAMU (QYHKIIil
IIeYiHKHU CJIi[ pO3MOYMHATH IIif] peTeIbHUM MeOUYHUM HarjIsigoM, a MaKCHMabHa
no0OoBa [103a y TaKUX BUNAOKaX ITIOBUHHA CTAHOBUTH 2,5 MT (3aCTOCOBYBaTHU PaMillpUII
Yy BiATIOBIiZHOMY AO3yBaHHIi).

ITauienmu aimHvo20 8iky. [TouaTKoOBa [J03a MOBUHHA OyTH HUKYOIO, a ITOJaIbIlle
TUTPYBaHHS 03U CJIi[ 30iMCHIOBATH OilbIII IIOCTYIIOBO 3 OT/ISIAY Ha BUIIY UMOBIPHICTH
BUHUKHEHHS HeOaxXaHUX epeKTiB, 0COOIUBO y OyKe CTapuX Ta HEMiUYHUX Ialli€HTiB. Y
TaKMX BUIlaJIKaX CJIif IpU3Ha4YaTu HUXKYY I0YaTKOBY A03y — 1,25 MI paMminpuiy
(3acToCOByBaTH paMillpuil y BiAIOBIiZHOMY JO3yBaHHI).

TakozK OUBITECSA HaBeOeHY BUIIlEe iHpOpMallil0o CTOCOBHO J03yBaHHS IIpemaparTy OiId
[Ialli€eHTIB, AKi OTPUMYIOTh O1YPETUKMU.

itk

[Ipenapat Tputane® He PeKOMEHOYETHCS 3aCTOCOBYBATHU HOiTsAM (BikoM mo 18 pokiB),
OCKIiJTbKM TAaHUX CTOCOBHO e(peKTUBHOCTI Ta 6e3IMeKu IIbOT0 IIpenapary ajas TaKuxX



IIAIliEHTIB HEOOCTATHLO.
ITlepemo3yBaHHN

CuMnToMaMH, IOB’I3aHMMMU 3 ITepefo3yBaHHAM iHTiOiTOpiB AII®, MOXYyTh OyTH
HagMipHa nepudepudHa Ba3oguiaTalis (3 BUpaXXeHO0l apTepiaibHOIO TilOTEH3IEI,
IITIOKOM), OpaguKaphis, MOPYIIeHHS eIeKTPOJIiTHOTo 6ajaHCy Ta HUPKOBa
HEeJOCTaTHICTh. 3a CTaHOM IIallieHTa CJIiJl peTeJIbHO CIIOCTEpIiraTu Ta IIPOBOOUTH
CHUMIITOMaTUYHY Ta HiATPUMYHOYY Teparrito. [1o0 3aIporloHOBaHUX JIIKyBaJIbHUX 3aX0[iB
HaJiekaTh MepPBUHHA OETOKCUKAIlis (ITpoOMUBaHHSA LIJTYHKA, BBEIEeHHS afjCOPOEHTIB), a
TaKOZK 3aXOIM, CIIPSIMOBaHi Ha BimHOBIEHHS cTabilbHOI reMOgUHAaMiKH, B TOMY YHCIIi
BBEJIEHHS aroHicTiB anbda-1 agpeHopelenTopiB abo aurioren3uny II
(aurioTeH3uHaMiny). Paminpunar, akTUBHUM MeTabOJIiT paMintpuiy, moraHo
BUBOOUTHCA 3 CUCTEMHOI'O KPOBOTOKY IIJIIXOM reMofiai3y.

IToOiuni peakmii

[Tpodinb 6e3meku npemnapaty Tpurtalie ® MiCTUTD faHi PO MOCTIMHUYN Kallleldb Ta
peaxirii, CMpuYnHEeHi apTepialbHOI0 TinmoTeH3ielo. 1o cepio3HuX MOOIYHUX PeakIlii
HaJieXXaTh aHTIOHEBPOTUYHUM HAOPSK, TimepKanieMis, mopyiieHHs QyHKIII Me4YiHKu
ab0 HUPOK, MaHKPeaTUT, TSAXKKI peakilil 3 00Ky IIKipu Ta
HEeUTPOIeHiss/arpaHyJIoUTO3.

YacToTa BUHUKHEHHS ITO0IYHUX peakiliii KnacuPiKyeThCA TaKUM YHHOM: Ay2Ke 4acCTO
(= 1/10); gacTto (Big = 1/100 o < 1/10); HewacTo (Big = 1/1 000 mo < 1/100); pigko
(Bim = 1/10 000 mo < 1/1 000); myxe pigko (< 1/10 000), HeBimoMO (He MOXKHa
po3paxyBaTH 3a HAIBHUMM JaHUMHU). Y KOXKHIilM rpyIri mobiyHi BUIllA ITpeacTaBlIeHi y
MOPSAAKY 3MEHIIIEeHHs CTyIIeHs 1X CEpHO3HOCTI.

Tabmnuia 2.

Knac CI/ICTeMI/I‘ ITo6iuHi peakil 3a 4acTOTOIO0

oprasiB ‘ YacTo HeuacTo Pigko Iyxe pigko
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Posnanu 3 60Ky
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ITediampuyHa nonyaauin. be3neka 3aCTOCyBaHHS paMilIpUIy BUBYasacs 3a y4acTio
325 pgiTeu Ta migJiTKiB BiKkOM 2—16 POKIiB B XOA1 2 KIIiHIYHUX OOCIiAXKEeHb. 3TrigHO 3
pe3ybTaTaMM, XapaKTep Ta CTYIIiHb TSIKKOCTI HeOaXKaHUX peaklill y OiTeil Oynu
MONiOHUMU IO THUX, SIKi CIIOCTEPIraloThCs Yy HOPOCIIUX, ajle 4aCTOTa BUHUKHEHHS
OesIKMX peaklid y miTeu Oyia BUIIOO, HiXK y IOPOCIIHX, a caMe:

Taxikapmisi, 3aK/IageHicTh HOCca Ta pPUHIT: yacTo (To6To Bim = 1/100 go < 1/10) B
nefiaTpUYHIN MOy silii Ta HedacTo (To6To Big = 1/1000 mo < 1/100) y mopocniux
MalieHTiB.

KoH'1oHKTHBIT: 4acTo (To6To Bifg = 1/100 mo < 1/10) B nnegiaTpuyHil monynsilil Ta
pigko (To6To Bim = 1/10 000 mo < 1/1000) y mopocnux Ialli€HTiB.

Tpemop i Kponus’ssHKa: HedacTo (TooTo Bim = 1/1000 go < 1/100) B nemgiaTpuyHin
monynsnii Ta pigko (To6To Big = 1/10 000 mo < 1/1000) y mopociux ImalieHTiB.



3aranbHuM npodinb 6e3nMeKn paMinpuiy y miTed i Jopocaux 3Ha4dyIllo He
BIOPi3HSAETHCH.

IToBimoMIIEeHHS PO Migo3pioBaHi Mo0iIYHi peakiril.

[MoBimoMiieHHS PO MimO3ploBaHi M00iIYHI peakiiii y nmepiop micss peecTpatiil
IIpenapaTy € BaXJIUBUM 3aX0OoM. BoHM [aioTh 3MOTY ITPOIOBXKYBAaTU MOHITOPUHT
CIIiBBigHOIIIEHHSI KOPUCTh/PU3UK MPH 3aCTOCYBaHHI JaHOTO JIiIKapChKOT0 3aco0y.

Menu4yHUM IIpalliBHUKAM HeOOXigHO MOBIMOMIISATH PO BUMIAOKM OyOb-IKUX IMOOIYHUX
peaxkiiiii 3a JOIIOMOTO0I0 CUCTEMHU (hapMaKOHATrIsAOy YKpalHu.

TepMiH NpHIAaTHOCTI
3 POKH.
VYMoBH 30epiranas

30epiraTty y HeJOCTYIIHOMY OJIsS AiTed Micili. 36epiraTu B OpUTriHabHiM YIIaKOBIIi IpU
TeMIepaTypi He Buiie 25 °C.

YnakoBka

ITo 14 TabneTok y 6yicTepi; mo 2 61icTepu B KAPTOHHIM KOPOOIIi.
KaTeropist Biagnnycky

3a penemnTomM.

BupooHuK

CAHO®I C.IT.A.

Miciie3Haxo/dKeHHsI BHUPOOHHKA Ta HOro aJpeca MiCIisi IpoBaJaXKeHHSI
IisIIHLHOCTI

C.C. 17 KM 22 - 67019 CKOIIIIITO (AKBIJIA), ITamis.
[Ixepeso iHCTPYyKIIil

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

JIIKapChbKUX 3ac00iB YKpaiHu.
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