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®dapMaKoTepalneBTHYHA rpymna
AnTarosnictu peuentopis arnrioren3uny II. Kog ATX C09C A06.
dapMakoguHaAMiKa

MexaHism 0ii

Anrioten3uH Il - roTOBHUYM Ba30aKTUBHUU 'OPMOH PEHiH-aHTiOTEeH3UH-
aJIbIOCTEPOHOBOI CUCTEMH, IIIO Bifirpa€ poJib y nmatodisionorivnoMy MexaHi3mi
PO3BUTKY TillepTeH3il, ceplieBol HeAOCTATHOCTI Ta IHIIUX CePIEeBO-CYAUHHUX
3axXBOPIOBaHb. BiH TaKOXK Bifirpa€e poyb y maToreHesi rinepTpodil Ta ypaXeHHS
oprauiB-mimeHel. OCHOBHI ¢izionoriudi edpekTy aHrioteH3uny I, Taki gk
Ba30KOHCTPUKIIiA, CTUMYJIALIA aJlbIOCTEPOHY, PETYIIALISL COJILOBOIO Ta BOLHOI'O
roMeocCTa3y i CTUMYJIALIS POCTY KJIiTHH, BimOyBalOThCS 3 Yy4acTIO pelenTopiB tuny 1
(AT1).

dapmakoOuHamiuHi epekmu

KanpecapTraHy 1IUJIEKCETUII € IIpeliapaToOM-IIOIIepeJHUKOM, IPUAAaTHUM [IJIs
IIepOpasbHOI0 3aCTOCYBaHH. BiH IIIBUKO IEPETBOPIOETLCSA B aKTUBHY PEYOBUHY,
KaHIecapTaH, HIJITXOoM e(ipHOTro TigpoJii3y mif 4yac BCMOKTYBaHHS 3 TPABHOT'O TPaKTy.
KanpecaptaHn € APAII, ceneKTuBHUM II0A0 penentopiB AT1, 3 MilTHUM 3B’a3yBaHHAM i
MOBITBHUM Bif’€dHAHHSM Bif penieniTtopa. BiH He Ma€e aroHiCTUYHOI aKTUBHOCTI.



Kanpecapran He iHrioye AII®, 1o mepeTBopio€e aHrioTeH3uH I mo aHriorensuny II i
pyrHye 6pagukinid. He Bin3HaueHo BunuBy Ha AII® i moTeHIlitOBaHHS OpanuKiHiHY
abo cy6cTanirii P. ¥ KOHTponbOBaHUX KITIHIYHUX MOCHIMIXKEHHSIX, B IKUX IOPiBHIOBAJHU
KaHpaecapTaH 3 iHribiTopamu AII®, yacToTa BUHUKHEHHS Kallljiio OyJia HUXKYO0I0 y
IIallieHTIiB, AK1 OTPUMYyBaJId KaHOecapTaHy nunekceTtusl. KaugecapraH He 3B's3ye Ta
He OJIOKYy€ pellenTopPHU iHIIUX TOPMOHIB a00 i0HHI KaHa/IM, BaXKJIMBi y Perysirii
CepLeBO-CYOUHHOl CUCTEMU. AHTAroHi3M A0 penentopiB aHrioren3uny II (AT1)
IPU3BOOUTH [0 O0303aJIEKHOI0 IIiABUIIEHHS I1JIa3MOBUX PiBHIB PEHiHY, aHTIOTEH3UHY
I i anrioren3uny I, a TakoXK OO 3MEHIIIEHHS I1JITa3MOBOI KOHIIEHTpPallil albJOCTEPOHY.

KaiHiuHa epekmusHicms ma 6e3neka

ApmepiaavbHa 2inepmeH3is

[Tpu apTepianbHili TinepTeH3il KaHOecapTaH CIPUYHUHSE 00303aJie’KHe NOBroTpHUBae
3HUXKEHHS apTepiaJbHOTO TUCKY. AHTUTINIEpPTEeH3UBHA [is BifOyBaeThCS 3a PaXyHOK
3MEeHIIEeHHSI CUCTEMHOTO0 IepudepruyHoro onopy 6e3 pedreKTOPHOro MiABUIIEHH A
YaCTOTH CEPIIEBUX CKOPOYeHb. BKaziBKY Ha ceplio3Hy abo ITOCUIEHY TilOTEeH3it0 micis
MIpUIOMY IepIol Ho3u abo CUHOPOM BiAMiHM ITiC/Is MPUNINHEHHS JIIKyBaHHS BiICYyTHI.

[Ticns 3acTocyBaHHS pa30BOl 03U KaHAeCapTaHy LUIEKCETUIIy M049aTOK
QHTUTIIEPTEH3UBHOTO e(peKTy 3a3BUUYal CIIOCTEPIraeEThCA MPOTATOM 2 TonguH. [Ipu
TPUBAJIOMY JIIKyBaHHI OCHOBHEe 3MEHIIEHHA apTeplalbHOTO TUCKY IIPU 3aCTOCYBaHHI
OyIOb-IKOl M03U 3a3BUYAM OCATAETHCS IMIPOTITOM YOTHUPbOX THUXKHIB i 30epiraerbcs
BIIPOOOBXK AOBTOCTPOKOBOTO JIiKyBaHHSA. 3TiAHO 3 JaHMMHU MeTa-aHallily, cepegHin
momaTKoBUM edeKT nmpu 30inbineHHi mo3u Big 16 mr go 32 mr 1 pa3 Ha golOy OyB
He3HayHUM. BpaxoByiouu iHOUBiOyanbHI 0COOMTUBOCTI, y OesAKUX IMAlliEHTIiB MOXKHa
ouikyBaTu Oisnblll BUpaxkKeHui eDeKT, HixK cepenHiil. KanmecapTany IIUIE€KCETUI IPU
3acTocyBaHHi 1 pa3 Ha mo0Oy 3abe3mneuye epeKTUBHE i IIOCTYIIOBE 3HUKEHHS
apTepiajbHOrO TUCKY NPOTATroM 24 roavH i3 He3HaYHOI0 BIIMIHHICTIO MiX
MaKCHMaJIbHUM i MiHiManbHUM e(eKTaMu [if Yyac iHTepBaly JO3yBaHHS.
AHTUTiINEPTEH3UBHUY €(pEKT i IepeHOCUMICTh KaHAecapTaHy Ta JI03apTaHy
MIOPiBHIOBAJIM Y XOA1 ABOX PAHOOMI30BaHUX, HOOBIMHUX CIIINIUX OOCIIiAXKEHb 3 Y4acCTHO
3arasiom 1268 mairieHTiB i3 1erkoio abo MOMipHOIO rinepreH3ielo. MiHiManbHe
3HUIKEHHS apTepiaJIbHOTO TUCKY (CHCTOJIIYHOT0/giacTomivHoro) ctasosusno 13,1/10,5
MM PT. CT. IPY 3aCTOCYBaHHI 32 MTI KaHecapTaHy IunekceTusny 1 pa3 Ha gooy i
10,0/8,7 mm pT. cT. ipu 3acTtocyBaHHi 100 Mr jjo3apTaHy Kajito 1 pa3 Ha mo0y
(pizHMIIA Y 3HUKEHHI apTepianpHOro tucky 3,1/1,8 mMm pr. ct., p<0,0001/p<0,0001).

IIpu 3acTOoCyBaHHI KaHAecapTaHy LIMJIEKCETHUIIY Pa30M i3 rigpoxIopoTia3ugoM
CIIOCTEPIra€ThCsa OOOATKOBE 3HHWXKEHHS apTepialbHOrO TUCKY. [locuneHuu
QHTUTINIEPTEH3UBHUY €(peKT TaKOXK Bif3HA4Ya€ETHCS, AKIIO KaHAecapTaHy IUJIEKCETHII
KoMOiHyBaTHu 3 amnonuninoM abo genoguninoM.



JIikapchKi 3aco0u, sIKi 6JIOKYIOTh PEHiIH-aHTiOTeH3UH-aJIbJIOCTEPOHOBY CUCTEMY, MAalOTh
MEHII BUPaXKeHNM aHTUTINIePTEeH3UBHUMN e(eKT y IalliEHTiB HErPOIAHOl pacu
(3a3BUYaM IMONysIlisa 3 HU3BKUM PiBHEM PEHIiHY), HiXK y IMalli€eHTiB iHIIMX pac. Lle
TaKOXK XapaKTepHO [OJI1 KaHaecapTaHYy.

KaHpecapTaH MOCUIIIOE HUPKOBUM KPOBOTIK i He BOJIMBA€ ab0 IMiABUIIYE IIBUOKICTD
KJTIy004YKOBOi (inmbTpallil 3a paXyHOK 3MEHIIEeHHSI HUPKOBOTO CYIUHHOTO OMOpY i
dpakiiil ¢pinsTpatiii. Y TpuMicaYHOMY KIIiHIYHOMY OOCJIiIKEHHI 3 y4acTIO IAIli€EHTIB i3
rimepreHsieio, nykpoBuM aiabetoMm II Tumny i MikpoanbOyMiHypi€lo aHTUTIIEPTEH3UBHE
JIIKyBaHHS KaHIecapTaHOM IIUJIEKCEeTUJIOM 3MEHIIYBaJio BUMiJIEHHS alb0yMiHy 3
ceuer. Ha gaHui 4ac maHUX OO0 BIIMBY KaHOecapTaHy Ha IIporpeCcyBaHHS
miabeTnuHOI HedpoIaTili HeMae.

BnnuB KaHOecapTaHy IIMIEKCETUITY V go3ax 8-16 Mmr (cepenus go3a - 12 mr) 1 pa3 Ha
no0Oy Ha CeplieBO-CYyOINHHY 3aXBOPIOBAHICTD i JIeTalbHICTD OIiHIOBAIM Y XOi
PaHIOMI30BAaHOI'0 KJIIHIYHOTO OOCIIIOXKEeHHS 3 y4acTio 4937 nalieHTiB JIITHLOTO BiKy
(Bikom 70-89 pokis; 21 % BikoM Big 80 pokKiB) 3 1eTrK0I0 Ta IIOMipPHOIO TillepPTEeH3i€0 i3
cepenHboio TpuBaicTio 3,7 poky (Study on COgnition and Prognosis in the Elderly -
[ocnigKeHHs KOTHITUBHOI 3MaTHOCTI Ta IPOTHO3Y Y MAIli€HTIB JIiTHHOTO BIiKY).
[TamieHTH OTPUMYyBaii KaHOecapTaHy uiIeKceTun abo mnanedo pa3oM 3 iHIIUM
QHTUTINEPTEeH3UBHUM JIiIKyBaHHSM, 1110 JOaBasiu IIPpU HeoOXimHOCTi. ApTepianbHuM
THUCK 3HUXKYyBaBCcsd 3 166/90 mo 145/80 MM pT. CT. y I'pyIli JIIKyBaHHS KaHOecapTaHOM i
3167/90 mo 149/82 MM pPT. CT. Y KOHTPOJIbHiM rpy1i. CTaTUCTUYHO 3HAYYLIOl Pi3HULI ¥
IIEePBUHHIN KiHIIEBiM TOYIIi, KiJIbBKOCTi BEJINKUX CEPLEBO-CYOIUHHUX SBUILI.
3apeectpoBaHo 26,7 aBunl Ha 1000 naiieHTO-poOKiB y I'pyIli IiKyBaHHS KaHOeCcapTaHOM
npotu 30,0 saBuig Ha 1000 mamieHTO-POKIB y KOHTPOJIbHINU I'PYIIi.

Cepuesa HeOocmamHicmbo

JIikyBaHHS KaHIOecapTaHOM ILIMJIEKCETUJIOM 3HUXKYE JIeTallbHICTh, 3HUXKYE KIIbKICTh
rocrmiTanizalliii 3 IPpUBOAY CEPLIeBOl HEJOCTATHOCTI i TTONETIIYE CUMITOMHU y IAIliEHTIB
i3 CUCTOIIYHO ONCPYHKIIEIO IiBOTO IIJIYHOYKa, 10 OyJI0 Bif3HAYEHO Yy X0l
nporpamu «KaHpgecapTaH IIPpU CepPIlEeBi HEJOCTAaTHOCTI - OL[iIHKa 3HUXKEHHS
JIETAJIBHOCTI Ta 3axBopioBaHOCTi» (CHARM).

Lls mnameb60-KOHTPOJIbOBaHa IMOABiMHA CIIilla JOCIigHUIIbKA IIporpaMa 3 y4acTio
Malli€HTIiB i3 XPOHIYHOIO cepieBoi0 HepocTaTHICTIO (XCH) dyHKUIioHanpHUX Kiacis II-IV
3a Kiacudikaliieo Hb}O-PIopKCLKoi Kappgiomoriuxoi acoriariil (NYHA) cknapanacs 3
TPbOX OKpeMux fpociigkenb: CHARM-AnsTepHaTtuBa (n=2028) 3 y4acTIO IIalli€HTIB 3
®BJIII = 40 %, skux He nikyBanu iHridiTopamu AII® yepe3 HEIIEPEHOCUMICTh
(mepeBaxkHO BHaAcaigok Kauumo, 72 %), CHARM-onaBaunHs (n=2548) 3a y4acTio
nanienTiB 3 ®BJIII < 40 %, ki orpumyBanu iuriditopu AII®, i CHARM-306epexeHHs
(n=3023) 3a yuacTio nauienTiB 3 ®BJIII = 40 %.



Y mocnigxxenni CHARM-AnbTepHaTUBa KOMIIO3UTHA KiHIleBa TOYKa CEPIIEBO-CyOUHHOL
JieTaJIbHOCTi abo mepiroi rocmitanizanil 3 npuBony XCH 6yna 3HaYHO MEHIIO0 ITPU
JIIKyBaHHI KaHIecapTaHOM ITIOPiBHSAHO 3 mianebo. (BigHOCHUIM pHU3UK 3MEHIITYBaBCs Ha
23 %). KoMrio3uTHa KiHIleBa TOYKa JIETAJIbHOCTI 3 OyOb-IKOl IPpUYKUHU abo mepuIoi
rocmitanizaiil 3 npuBoay XCH Takox Oynia 3HAYHO 3HUIKEHA y I'PyIi KaHOecapTaHy 3
abcommoTHOIO pisHuIen y 6,0 %. O6uaBi CKIamoBi ITUX KOMIIO3UTHUX KiHIIEBUX TOYOK -
JIETAJIBHICTH 1 3aXBOPIOBaHICTh (rocmiTanizanisa 3 npuBony XCH) - cBimyaTh Ha KOPUCTh
CIIPUATIINBOTO e(peKTy KaHOecapTaHy. JIikyBaHHS KaHOecapTaHOM LIMJIEKCETUIIOM
MIPU3BOAMIIO OO MOKpallleHHs QPyHKIioOHaIbHOTO Kinacy 3a NYHA (p=0,008).

Y mocnigmxxenni CHARM-IIlogaBaHHSI KOMIIO3UTHA KiHIleBa TOYKa CEPIE€BO-CYIUHHO1
JieTaabHOCTI abo mepiroil rocuitanildaril 3 npuBoay XCH Oyra 3HaYHO 3HUKEHOIO Y
TPyIli KaHJecapTaHy MOPiBHAHO 3 Ianebo. (BimHOCHUYM pU3UK 3MeHIIyBaBCcsad Ha 15
%). KoMmmio3uTHa KiHlleBa TO4YKa JIETaJIbHOCTI 3 OyAb-IK01 NPUYUHU ab0 1mepIioi
rocmitanizatiii 3 mpuBoay XCH Takox Oyla 3HAYHO 3HUIXKEHA y I'PYMi KaHOecapTaHy, 3
abcomoTHOIO pisHunen y 3,9 %. O6uaBi CKIamoBi IIUX KOMIIO3UTHUX KiHIIEBUX TOYOK -
JIETAIbHICTh i 3aXBOPIOBAHICTh - CBifYaTh HAa KOPUCTH COPUATIINBOTO e(PEKTY
KaHOecapTaHy. JIikyBaHHSA KaHOecapTaHOM LIUJIEKCETUJIOM IIPU3BOAUIIO OO
MMOKpalieHHs PyHKIioHaIbHOT o Kiacy 3a NYHA (p=0,020).

Y nocnipxxenni CHARM-30epeXeHHSI CTaTUCTUYHO 3HAYYLIOT0 3MEHIIIeHHS
KOMIIO3UTHUX TOYOK CEPLIEBO-CyOUHHOI JIeTaJIbHOCTI ab0 mepimol rocmitamilatil 3
npuBony XCH gocssrHyTO He OyJio0.

JleTanbHICTh 3 OyOb-IKUX NPUYMH He OyJia CTaTUCTUYHO 3HAUYILOIO ITPY aHali3i
OKpPEeMO B KOXXHOMY 3 TphoX mociimxkeHb CHARM. OmHak 1eTanbHICTh 3 OyOb-IKUX
npuyrH Oya TaKOXK OIliHeHa y CyKYNHiM momynsiil gocnigxkedss CHARM-
AnvrepratuBa i CHARM-IIogaBauus, BP 0,88 (95 % II: 0,79-0,98; p=0,018), Ta ycix
TPBOX mocaigxkensb, BP 0,91 (95 % [I: 0,83-1,00; p=0,055).

[To3uTuBHI epeKTU KaHAecapTaHy Oy/lIu MOCTIMHUMHU, He3aJIeKHO Bif BiKy, cTaTi i
CYIIyTHBOI MeqUKaMeHTO3HO]1 Teparrii. KaHmecapTaH TakKoxk 0yB epeKTUBHUU ¥
MalieHTiB, sIKi OMHOYAaCHO oTpuMyBasu 6eTa-6710kaTopu Ta iHri6iTopu AII®, ripu
IIbOMY ITIO3UTUBHUM ePeKT OyB OTPUMaHUM He3aJIeXHO Bifl TOro, Yu NpUHMaB Ialli€HT
inrioiTopu AII® y 1inboBift H03i, peKOMeHOOBaHill KepiBHUIITBAMHU 3 JIIKyBaHHS.

Y namienTiB 3 XCH i 3HMKEHOIO CUCTOIIYHOI0 (PYHKITIE€IO JIIBOTO IIIyHOYKa (ppakilis
BUKHUAy niBoro umyHodka, ®BJIII =40) kangecapTaH 3HUXKYE CUCTEMHUU CYOUHHUU
OIIip 1 TUCK 3aKJINHIOBAHHS JIET€HEBUX KallijIsgpiB, MIABUIIYE aKTUBHICTb PEHIHY Y
a3Mi KPOBi i KOHIIEHTPallil0 aHTioTeH3uHYy II, a TaKoXK 3HUXKYE PiBHI aJlbJOCTEPOHY.

dapMaKOKiHEeTHKA



BcmoxkmyeaHHA 1 po3nodin

[Ticns mepopasibHOI0 3aCTOCYBAaHHSA KaHOecapTaHy LIUJIEKCETUI IepeTBOPIETHCSA Ha
aKTHBHY PeYOBUHY KaHpaecapTaH. AGcomioTHa 6i0J0CTyIHICTh KaHOecapTaHy
cTaHOBUTH MpuOIU3HO 40 % Iicis opalbHOTO 3aCTOCYBaHHS PO3UYHMHY KaHOecapTaHy
miIeKceTuiy. BimHocHa 6iogoCTyIIHICTE TiKapCchKol ¢popMu TabIeTOK ITOPiBHSAHO 3
TaKUM K€ PO3YMHOM [JIsI OPaJIbHOTO 3aCTOCYBaHHS CTAHOBUTH Npubiu3Ho 34 % 3
Oy2Ke HeBeJIMKOI0 MiHuBiCcTIO. Po3paxyHKoBa abCoO0THA 0i0O0CTYyIIHICTh TabIeTKH,
TaKUM YMHOM, CTaHOBUTH 14 %. CepegHs MakKCUMaJjibHa CUPOBaAaTKOBa KOHIIEHTPALisA
(Cmax) mocsraeTtbcs dyepe3 3-4 TOOuHU micisg nmpuiomy tabmeTku. CUPOBaTKOBI
KOHIIeHTpallil KaHAecapTaHy 3i 30iIbIIIEHHSIM 03 Y MeXKaX TepPalleBTUYHOI0
fiana30HYy OO3yBaHHS 3POCTalOTh JIiHiINHO. BinMiHHOCTE! y (papMaKOKiHETHUII
KaHpaecapTaHy, TOB’sI3aHUX 31 CTaTTIO, HE CIIOCTepiranu. BxkuBaHHSA 1Ki He BIIJIMBA€E Ha
IIJIOIY ITiff KPUBOIO «CHPOBATKOBa KOHIeHTpanis-dyac» (AUC) KkaHgecapTaHy.

KaHpgecapTaH 3HaYHOIO Mipoio 3B’sI3yeThCs 3 OilKaMu Ija3Mu KpoBi (moHam 99 %).
YsaBHui 06’eM po3mnofiny KangecapTany ctaHoBuTh 0,1 Ji/KT.

[MTpuiioMm 1Xki He BOnuBa€ Ha Oi0OOCTYNHICThL KaHAecapTaHy.
Memaboaizm ma suseoeHHA

KanpgecapTaH BUBOOUTHCSA IIepeBaKHO Y HE3MIHEHOMY BUTJIAL 13 Ce4Yero Ta KOBYIO 1
TiTbKM HEe3HaYHOIO MipOI0 - 3a PaXyHOK mediHkKoBoro Mmetabonizmy (CYP2C9). 3rigHo 3
OaHUMHU in vitro mociigKeHb, He OYIKYETHCS in vivo B3aEMOZI] 3 IpemapaTaMy,
MeTaboJT1i3M SIKUX 3a5iexkuTh Bif izopepmenTtiB CYP1A2, CYP2A6, CYP2C9, CYP2C19,
CYP2D6, CYP2E1 a6o CYP3A4 mutoxpomy P450. KiHiieBuil nmepio HaniBBUBEOEHHS
KaHIecapTaHy CTAHOBUTDL NPUOIU3HO 9 roguH. AKyMyJIsllil micsis 6araTopa3oBuX 03
HeMae.

3aranbHUM ITJIa3MOBUM KJIipeHC KaHIOecapTaHy CTaHOBUTHL npubnu3Ho 0,37 MII/XB/KT 3
HUPKOBUM KilipeHcoMm 6mu3bko 0,19 Mi/xB/KT. BuBemeHHS KaHOecapTaHy HUPKaMU
BimOyBa€eThCA K IIISIXOM KITyOO4YKOBOI ibTpaliil, Tak i 3a MOITOMOI'0I0 aKTHUBHOI
KaHablieBOl cekpertil. [Ticiss opambHOTO 3aCTOCYBaHHSA OO3UW MiU€HOTI0 Pafioi30TOIIOM
14C KaHOecapTaHy IUIEKCETUITY TPUOIU3HO 26 % m03U BUBOOUTHCS i3 cedelo y
BUTJISAMI KaHOecapTaHy i 7 % — y BUTJIA[I HEaKTUBHOTO MeTaboJIiTy, TOIi 1K
mpubau3Ho 56 % mo3u BiMHOBIIOETLCS Y KaJjli y BUTISAAI KaHaecapTany i 10 % — y
BUTJISA[i HEAKTUBHOTO MeTabOoJIiTy.

dapmakoKiHemuka 8 ocobausux 2pynax nauieHmia

Y nailieHTiB IiTHHOTO BiKY (BiZ 65 pokiB) Cmax i AUC KaHIOecapTaHy HigBUIIIEHI]
mpubnu3Ho Ha 50 % i 80 % BiAmmoBimHO IMOPiBHSHO 3 MalliEHTaMU MOJIOMIOIO BiKY.
OnHak peakllisg apTepialTbHOTO TUCKY i YacTOTa MOOIYHUX SBUIII ITiCJISI TPUHMOMY O3U



npenapaTy ATakKaH[ IOAiOHi y mMalliEHTiB MOJIOOTO i TITHBOTO BiKYy (OAUB. PO3Min
«Crmocib 3acToCyBaHHS Ta JO3U»).

Y nailieHTiB 3 NOpymIeHHSAM QYHKIIl HUPOK JIETKOT0 i cepegHbOro ctyneHs Cmax i
AUC kaHpecapTaHy 3pOCTaiu IIPpU MOBTOPHOMY 3aCTOCyBaHHi nmpubmu3Ho Ha 50 % i 70
% BigmoBigHO, asne t1/2 3anuiliaBcs HE3MIHHUM IMOPIBHAHO 3 IMalliEHTaMU 3
HOpPMaJIbHOIO QPYHKITi€I0 HUPOK. BigmoBigHi 3MiHM y MAlli€HTiB 3 MOPYIIEeHHIM (QyHKITi1
HUPOK TSIXKKOT'O CTYIeHsI cTaHOBuIM npubnmu3no 50 % i 110 % BinmosigHo. KiHneBui
t1/2 KaHgecapTany OyB NpuOJIM3HO ITOJBOEHUM Yy MAITiEHTIB 3 MOPYIIEHHAM (QYHKITil
HUPOK TsKKoro ctyneHs. AUC KaHecapTaHy y IMalli€eHTiB, siKi mepeOyBaloTh Ha
reMopianisi, 0yna 6JIM3bKOI0 10 IIbOTO ITOKa3HUKA Yy MalIliEHTIB 3 MOPYIIEeHHAM QYHKIIi1
HUPOK TSKKOTO CTyIEHS.

Y mBox mocCmigKeHHSIX, II[0 BKJII0OYa/JIN NalliEHTIB 3 MOPYLIEHHAM (QYHKIII] IeYiHKU
CepemHbOTO CTyIEHs, CIOCTepiranu 3poctanHs cepenubol AUC KaHIOecapTaHy
nmpubnu3Ho Ha 20 % B omHOMY mociigxkeHHi i Ha 80 % — B iHIIOMY (OMB. PO3Min
«Crmocib 3acTocyBaHHS Ta 403u»). [IOCBil 3aCTOCYBaHHS IIperaparTy malliEHTaM 3
MMOPYIIEHHAM (QYHKIIIl IeYiHKU TSIXKKOTO CTYIIEeHs BiICyTHIiH.

IToxa3aHHSA

JIikyBaHHS eCCeHIliaJIbHOl rinepTeH3il Y JOPOCIuX.

JIiKkyBaHHS OOPOC/IUX MAalli€HTIB i3 CeplieBO HEOOCTATHICTIO Ta IIOPYILIEeHHAM
CUCTOJIiYHO1 QYHKIIi1 JTiBOTO IINyHOUYKa (ppakiiisi BUKUOY iiBoro mnyHodka < 40 %) gk
OoJaTKOBa Tepamis [0 iHri0iTOpiB aHTiOTEeH3UHIIEPETBOPIOBAILHOTO (hepMeHTy (ATTD)
ab0 y BUITagKax HemepeHOoCUuMOCTi iHribiTopiB ATID.

ITporunnoka3aHHs

lnepuyyTnuBicTh MO KaHOeCcapTaHy LuIeKceTuiy abo mo Oyab-gKol 3 JOMOMizKHUX
PEYOoBUH.

[TopymeHHs QyHKIII1 MeUiHKU TIXKKOTr0 CTyIleHs Ta/abo XomecTas.

[TamienTaM i3 yKpoBuM miabeToMm abo nmopyireHHAM GyHKIiI HUpoK (IIIK®<60
MJi1/xB/1,73M2) ogHOYaCHe 3aCTOCYBAaHHS IIpellapaTy ATakKaH[ i IIpelnaparis, 1o
MICTSATH aJIiCKipeH, MPOTUIIOKa3aHe.

B3aeMmopisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIH B3a€EMOIiHN

[IpenapaTtu, sKi BUBYaAJIM y XOOi KIiHIYHUX (apMaKOKIiHETUYHUX OOCITiAXKEHb,
BKJIIOYAIOTh TiIpoXyIopoTia3u, BapdapuH, TUTOKCHUH, OpajibHi KOHTpalenTuBu (To0TO



eTUHiNecTpamion/meBoHOprecTper), roibenknamin, Hihequirin Ta eHamanpui. Kiminigyao
3Hauymniol papMaKOKiHETUYHOI B3aEMO/Iii 3 IIMMHU JIiIKapPChKUMM 3acoOaMu He
Bifj3HayvaJu.

OmHOYacHe 3aCTOCyBaHHS Kalliii30epiraroumx AiypeTuKiB, IIpemaparTiB KaJliio,
3aMiHHUKIB COJIi, III0 MiCTSATH KaJlii, abo iHIIUX TiKapChbKUX 3ac00iB (HampuKiIap,
reraprvHy) Moxe HigBUIIyBaTU PiBHI Kajlito. MOHITOPUHT piBHSA KaJlilo CIIif
3MiMCHIOBATH HAJEXKHUM YMHOM (OUB. po3Minn « OcoOIMBOCTI 3aCTOCYBaHHS»).

[ToBimoMisiyiu ITPO 0OOPOTHE MiABUINIEHHS CUPOBATKOBUX KOHIIEHTPAIIIM JIiTio i
TOKCUYHOCTI ITPY OMHOYAaCHOMY 3aCTOCyBaHHi miTito 3 iHri6iTopamu AII®. [TomioHUM
edeKT MOXKe crocTepiratucs npu 3actocyBaHHi APAIL. 3acTocyBaHHSA KaHOecapTaHy 3
JIiTiEM He peKoMeHAoBaHe. fKINo MiaTBEepPHOXKEeHO HeOOXimHICTh 3aCTOCYBaHHS
KoMOiHallii, peKoMeHOOBaHUM PEeTEeIbHUN MOHITOPUHT CUPOBATKOBUX PiBHIB MiTio.

[Tpu ogrOYacHOMY 3acTtocyBaHHI APAII 3 HecTepolgHMMU IPOTU3alalbHUMU
npenapatamu (HIT3IT) (To6To cenekTuBHUMH iHTribiTopamu 110I-2,

alle TUJICAJIIIMIIOBOI0 KUCIO0TO0 (>3 r/moby) i HecenektusHuMu HIT3IT) Mmoxke
CIlocTepiraTtucs nocjabjieHHS aHTUTITIEPTEH3UBHOTO e(DEKTY.

4K i npu 3acTocyBanHi iHTi6iTOpiB ATI® omHO4YacHe 3actocyBaHHS APAII i HIT3II
MO2Ke IMPU3BOOUTHU OO0 HiABUINEHHS PU3UKY IOTipHIeHHS QYHKIIil HUPOK, BKIIOYa4du
MOZKJIMBY TOCTPY HUPKOBY HEIOCTATHICTD i MiABUILIEHHS PiBHS KaJlilo, 0COOJINBO ¥
MallieHTiB 3 y2Ke HasiBHOIO ociabneHoio pyHKITiero HupokK. KombiHaltiito ciing
3aCTOCOBYBaTHU 3 00epekKHiCTI0, 0OCOOIMBO MalliEHTaM JIiTHBOTO BiKy. [1allieHTy
HeoOxigHO 3a0e3nedyuTy HaJIeKHY TifpaTallilo, a TaKOXK IIPUIOIINTUA yBary MOHITOPUHTY
(yHKIIil HUPOK Mic/Isg IIoYaTKy CYOyTHBOl Tepallil Ta Iepiogu4YHO y MOoJalbIIoOMYy.

IaHi KJIiHIYHOTO JOCTiAXKEeHHS CBi4YaTh, 110 ITOABiMiHA O6JI0KaJa peHiH-aHTi0TeH3UH-
anbaoctepoHoBoi cuctemu (PAAC) 3a gonoMorow KoMOiHOBAHOTO 3aCTOCYBaHHS
inridiTopiB AII®, 6mokaTOpiB pelenTopiB anrioreH3uny Il abo amickipeHy moB’si3aHa 3
O1/IBIIIOI0 YAaCTOTO MOOIYHUX SIBUII, TAKUX SIK TiMOTEH3is, rinepkaiemis i
noripueHHs QyHKITl HUPOK (BKII0Yal04YU TOCTPY HUPKOBY HEAOCTATHICTh), IIOPiBHSAHO
3 3aCTOCYBaAHHSIM TiJIbKM JIiIKapChKOT'0 3aco0y, 1110 BriuBae Ha PAAC.

Oco006/1MBOCTi 3aCTOCYBaHHS

IToositliHa 610Kkada peHiH-aH2iomeH3UuH-aaboocmepoHosoi cucmemu (PAAC)

IcHyI0TBH mOKa3H, 110 OOHOYACHE 3acTOCyBaHHs iHTiOiTOpiB AII®, 610KaTOpPiB
pelenTopiB aHrioTeH3uHny Il abo amickipeHy MigBUINYE PU3UK PO3BUTKY TilMOTEH3I,
rinepkajieMil i moripieHHsa QyHKIIl HUPOK (BKJII0Yal04YW TOCTPY HUPKOBY
HepocTaTHiCTh). Tomy moasitiHa 6;10kaga PAAC 3a mormoMorowo KoMO6iHOBaHOTO



3acTocyBaHHs iHTiOiTOpiB AII®, 6/10KAaTOPiB pelenTopiB anrioren3uny Il a6o
aJIicKipeHy He peKOMeHI0BaHa. fKII0 Tepalris MoaABiiHOI0 GJI0KAg0i0 BBAXKAETHCSI
abcomoTHO He0OXigHOIO, 11 CiIif 3OiMCHIOBATH TiIbKU ITif HArIsiOM CIielliajicTa i 3a
YMOBM YaCTOT'O PETEJIbHOTO MOHITOPUHTY (PYHKIIiI HUPOK, €JIEKTPOJIITIiB Ta
apTepiaJbHOIO TUCKY.

[uribiTopu AII® i 6;moKaTOPHU pPelenTopiB aHrioTeH3uHy Il He cmig 3acTOCOBYBaTH
OIDHOYACHO IallieHTaM i3 miabeTuyHO0 HedpoIaTi€elo.

ITopyweHHAa pYyHKUIT HUPOK

4K i mpu 3acToCyBaHHi iHIIUX JIiIKapChbKUX 3ac00iB, 1110 iHTiOYIOTh PEHIH-aHTiOTEeH3UH-
aJIbIOCTEPOHOBY CUCTEMY, MOXKHA OUiKyBaTU 3MiHM QYHKITl HUPOK y YYTIIUBUX
MIalli€eHTIB, AKi OTPUMYIOTh ATaKaH[.

ITpu 3acTocyBaHHi npenapaTy ATakKaH[ IIallieHTaM i3 rinepTeH3i€r0 i HOPyIIeHHAM
(pyHKIIIl HUPOK PEKOMEHAYETHCS MEePIOANYHUN MOHITOPHUHT PiBHIB KaJlilo i KpeaTUHIHY
y cupoBaTLi KpoBi. [1oCBig 3aCTOCyBaHHs IpernapaTy MnalieHTaM 3 HOPYILIeHHAM
yHKIIII HUPOK [yKe TSAXKKOTO CTyIleHs abo Ha TepMiHanbHiN cTtamil (KnkpeaTuHiHy
<15 mn/xB) ooOMexkeHuUM. TakKuM IallieHTaM 03y npernapaTy ATakKaHI Cif migbupaTtu
00epekHO, 3AiNCHIOIYY MOHITOPUHT apTepialbHOTO THUCKY.

OO06cTexkeHHS IMalliEHTIB i3 ceplieBOI0 HEIOCTATHICTIO Ma€ BKITIOYATHU ITEPIOAUYHY
OLIiHKY (pyHKIIil HUPOK, 0COOIMBO y MAlli€HTIB JIITHHOTO BiKYy (Bif 75 POKiB), a TaKOXK y
MallieHTiB i3 mopyleHHAaM GYyHKII HUPOK. ITig yac nigbopy mo3u npemnapaTty ATakaH[
PEKOMEeHOOBaHUM MOHITOPUHT PiBHIB KpeaTHHIHY i KaJlito y cupoBaTili KpoBi. KiiHigHi
OOCITiIKEeHHS CeplieBol HeJOCTAaTHOCTI He BKJII0YaJiu Ialli€EHTiB i3 piBHEM KpeaTUHIHY
Yy CUPOBATLi KPOBiI > 265 MKMOJIb/I (> 3 Mr/mom).

CynymHsa mepanis i3 3acmocysaHHAM iH2ibimopie AII® npu cepuesill
HedocmamHocmi

Pu3uk nmobGivHUX peakiliii, 0cOOIUBO TinoTeH3il, rimepkanieMii i moripiieHHs QyHKITiI
HUPOK (BKJII0OYAIO4YU IOCTPY HUPKOBY HEOCTATHICTh), MOXKe 3pOCTaTU IpU
3acToCyBaHHI nIpenapaTty ATtakaHp y KomOiHariil 3 inridiTopamu AIT®. [ToTpiliHa
KoMOiHairis inri6itopy AII®, aHTaroHiCTy pelenTopiB MiHEPaJTOKOPTUKOIIIB i
KaHOecapTaHy TaKOXK He peKOMeHIoBaHa. 3aCTOCYBaHHS IIUX KOMOiHAllii MTOBUHHO
3[IMCHIOBATHUCS TIJIBKY Iif HarjasggoM CIeliiaicTa i 3a yMOBU Y4aCTOr'0 PETEJIbHOT 0
MOHITOPUHTY (QYHKIIII HUPOK, €IeKTPOJIITiB i apTepialTbHOT0 TUCKY.

He crig 3actocoByBaTu iHribiTopu AII® ogHOYacHO 3 6jlI0KaTOpaMU PeLeNITOPiB
aHrioTeH3uny Il nmauieHTam i3 giabeTU4HOIO HedponaTi€elo.

I'emoodianis



[Tig yac miamily apTepialbHUN THUCK MOXKe OyTH 0COOIMBO UyTIUBUM [0 OJIOKyBaHHS
AT1-penienTopiB y pe3ynbTaTi 3MeHIIeHHsT 00’ €My IIJIa3MU KPOBi Ta aKTHBAIIil peHiH-
aHTi0TEeH3UH-aJIbJOCTEPOHOBOI cuCTeMU. ToMy IalliEeHTaM, sIKi mepebyBaloTh Ha
reMopfianisi, mo3y nmpenapaTty ATakKaH[ CJif migoupaTtyu o0epexXkHo, 3OiMCHIOI0YN
MOHITOPUHT apTepiaJIbHOIO TUCKY.

CmeHo3 HUpKoegoi apmepii

JIikapchKi 3aco0u, 1110 BIIJIMBAIOTh Ha PEeHiH-aHTi0OTEeH3UH-aIbJOCTEPOHOBY CUCTEMY,
BKJIIOUAIO4Y¥ aHTAroHiCTH penenTtopiB aHrioTteH3uny 11 (APAII), MOXYyTh MiABUITyBaTU
PiBHi Ce4Y0BOI KMCJIOTH Ta KPpeaTUHIHY Y CUPOBATIIi KPOBi y MalliEHTIB i3 MBOCTOPOHHIM
CTEHO30M HUPKOBUX apTepili abo CTEHO30M apTepil EMMHOI HUPKH.

TpaHcnaaHmauia HUpKuU

ITocBinm 3acTOoCyBaHHA IIpelnapaTy ATakaH[ IIallieHTaM 3 HellloJaBHO IIepeHeCeHO0
TPaHCIJIaHTalli€l0 HUPKU 0OMEXKEeHUM.

ApmepiaabHa 2inomeH3is

Y manieHTiB i3 ceplieBOI0 HEOCTATHICTIO IIiJ] Yac JIIKyBaHHS IIperapaToM ATaKaH[I
MOJKe BUHMKATHU rinoTeH3id. BoHa Tak0oX MOXe BUHUKATHU Yy ALl€HTIB 3 apTepiaJbHO0
rinepTeH3i€lo 3 BHYTPIITHLOCYIUHHUM 3MEHIIEHHAM 00’ €My IIUPKYJII0I0401 KPOBI,
HaIpUKJIIag y TUX, XTO OTPUMY€E BUCOKi A03U AiypeTukis. Ciim 3 00epekHiCTIO
PO3MOYMHATH Tepallilo IIpenapaToM Ta BXKUTH 3aXOMiB IIIOA0 KOPEKIIil TirmoBoIeMil.

AHecme3siAa ma xipype2iuHi 8Mpy4yaHHA

Y nanieHTiB, IKUX JTIKyIOTh aHTaroHicTaMu aHrioTeH3uHYy II, mig 4yac aHecTe3sil Ta
XipyprigHUX BTpy4YaHb MOKe BUHUKATH TiIOTEH3is BHACHIMOK 0JI0Kaau peHiH-
aHTiOTEeH3WHOBOI cucTeMu. [yKe pigKo rimoTeH3isg Moxe OyTHU TSKKOIO i BUMaraTu
BHYTPiIIHBOBEHHOTO BBEJIEHHS PiAUHU Ta/ab0 3aCTOCYyBaHHS CYIWHO3BYKYBalbHUX
3aco0iB.

CmeHo3 aopmasvbHO20 Ma MimpaabHO20 KaanaHie (obcmpykmueHa 2inepmpogiuHa
Kapdiomionamis)

4K i mpu 3acTOCyBaHHi iHIIIUX Ba30OuJIaTaTOPiB, 0COOMMBa 00epeKHICTh MOKa3aHa
nalieHTaM i3 reMOOUHaMIiYHO 3HAQUYIIIM CTEHO30M aOpPTaJIbHOI'0 YM MIiTPaJIbHOI' O
KJarnaHiB abo oOCTPYKTUBHOIO rinepTpodiyHoio KapAioMiomnaTi€elo.

ITepsuHHUU 2inepaai1b00CMepPOHI3M

[NalieHTH 3 TEPBUHHUM TillepaabdoCTEPOHi3MOM y OiJILIIOCTi BUIIAOKIB HE OYOYTh
pearyBaTU Ha aHTUTINIEePTEH3UBHI JTiKapCchKi 3acobu, 1110 Aif0Th 3aBASKU NPUTHIYEHHIO



PEHiH-aHTiI0TEH3UH-aJIbIOCTEPOHOBO1 CUCTEMU. TaKUM YMHOM, 3aCTOCYBaHHS
npemnapaTty ATakaH7 y LM IOOyJALil He peKOMeHOOBaHe.

I'inepkaniemis

OnmHoYacHe 3aCTOCyBaHHS IIpemnapaTy ATakaH[ i Kaniii30epirarodux OiypeTUKis,
IIpernapariB Kasiio, 3aMiHHUKIB COJIi, III0 MiCTSATh Kasii, abo iHIINX JTiIKapChKUX
3aco0iB, 3maTHUX ITiABUIITyBaTH PiBHI Kasiio (HampuKiIag relapuH), MOXKe ITPU3BOOUTU
IO MiOBUINlEHHS PiBHS CUPOBATKOBOI'O KaJlilo y HallieHTiB i3 rinepreHr3ieto. Crifn
HaJIe’2KHUM YMHOM 3[OiMCHIOBATU MOHITOPUHT PiBHS KaJlito.

Y mauieHTiB i3 cepLeBO0 HEOOCTATHICTIO, SKUX JIIKYIOTh IIpernapaToM ATakKaH[, MOXe
BHHUKATH rinepkanieMiss. PEeKOMeHOOBaHUM II€PiOOUYHNUN MOHITOPUHT PiBHS KaJlilo y
cupoBaTtLi KpoBi. KombiHatisa inriditopy AIl®, Kaniii30epiralouoro giypeTuky
(HammpuKiaz CIIiPOHOJIAKTOHY) i IIpernapaTty ATakKaHO He peKOMeHI0BaHa; 11
NpU3HAYEHHS CJIi PO3T/ISIOaTH TiIbKH ITiCJIsI PeTeJIbHOL OILiHKM ITIOTEHIIINHOl KOPUCTI
Ta PU3UKIB.

3azanvHi

Y naui€eHTiB, y SIKMX CYOIUHHUM TOHYC i QYHKIIiS HUPOK 3ajie’kaTh IIepeBaKHO Bif
aKTUBHOCTI pEeHiH-aHTiOTeH3WH-aIbJJOCTEPOHOBOl CUCTEMH (HANIPUKJIaM, MalliEHTH 3
TSI2KKOIO 3aCTilHOIO CeplieBOI0 HeIOCTAaTHICTIO abo OCHOBHUM 3aXBOPIOBAHHSIM HUPOK,
BKJIIOYAIOYY CTEHO3 HUPKOBOI apTepil), TiKyBaHHS iHIMUMU JTiIKapChbKUMHU 3acobamu,
III0 BIJIMBAIOTh Ha ITI0 CUCTeMYy, OyJIO ITOB’si3aHe 3 TOCTPOIO TillOTEeH3i€10, a30TEMIEID,
oJIirypie abo pigKo - TOCTPOI0 HUPKOBOIO HEMOCTATHICTIO. MOXKIUBICTh ITOAIOHUX
edekTiB He MoxkKe OyTH BUKII0OYeHa ITpu 3acTtocyBaHHi APAII. 4k i npu 3acTocyBaHHi
OyOb-SIKOTO aHTUTINIEPTEH3UBHOTO 3aco0y, HagMipHe 3HUKEHHS apTepialbHOTO TUCKY
y HallieHTiB 3 imeMiuHOI0 KapAiomiomnaTieo abo ineMiyHUM 11epeOpoBaCKyISIPHUM
3aXBOPIOBAaHHSAM MOXKe ITPU3BOAUTHU OO iHQapKTy Miokapaa abo iHCYNIbTY.

AHTUTITEPTEH3UBHUY epeKT KaHAeCapTaHy MOXKe IMOCUTIOBAaTUCS IHIINMU
JIiIKapChbKUMHU 3aco0aMu, 1110 MalOTh BJIACTUBICTh 3HUKYBATH apTepiaTbHUMN TUCK,
He3aJIe3KHO Biff TOTO, IpU3HaYeHi BOHU y AKOCTi aHTUTINEePTEH3UBHUX 3ac00iB 4n
3aCTOCOBYIOTBHCS 3@ IHIIKMMU IIOKa3aHHSIMU.

ATtakaHpg mMicTuTh 1akTO3y. [lanieHTaMm i3 piAKiCHUMU CIIafKOBUMU (popMaMu
HEeIepeHOCUMOCTi raJlakKTO3H, JIaKTa3Hol HemocTaTHOCTI JIanma a6o MmanbabcopOiril
TII0OKO3U-TaJIaKTO3U He CJIif mpuiMaTH 1ed TiKapCbKui 3acio.

BaeimHicmb

3actocyBanHs APAII He ciifg po3nio4yrHaTH y Iepiof BariTHOCTI. 3a BUHITKOM
BUTIQJIKiB, KOJIU NPOoAoBxKeHHs Tepalil APAII BBaxKaeTbCsl BKpall HEOOXiTHUM,



nalieHTKaM, sKi IJIaHyTh BariTHICTh, CIiO IPU3HAYUTU aJlbTepHATUBHE
QHTUTINEePTEeH3UBHE JIIKyBaHHS, I1I0 Ma€ BCTAaHOBIEHUM npodinb Oe3rneku Ojis
3aCTOCYBaHHA y mepiof BariTHOCTI. fKIIO BariTHICTh OilarHOCTOBaHO, JIiKyBaHHS APAII
CIIif HeralHO MPUIIMHUTH i, SKIIIO HeoOXigHO, po3MnoYaTu aJlbTEPHATHUBHY Teparliio.

Y manieHTOK y IoCTMeHapxiaJlbHOMY IIepiofl MOXKJIMBICTh 3aBariTHITHU CJIif] OLiHIOBATHU
Ha 3arajibHi¥ ocHOBIi. [ToTpi6HO HagaTu BiAnmoBigHY iHGoOpMallito Ta/abo BXKUTHU 3aXO0iB
nJist 3anobiraHHsT PU3UKY BIJIUBY IIpelapaTty y nepion BariTHOCTI (OuB. po3ginu
«I[TpoTunoKa3aHHA» i «3aCTOCyBaHHS Y IIepPiofl BariTHOCTi abo romyBaHHS I'PYOOI0»).

3maTHiCTh BIUIMBATH HA IMBHIKICTH peakiIiii mpu KepyBaHHI aBTOTPAHCIIOPTOM
a0o0 iHIMUMH MexaHi3MaMu

IocnmimkeHb BIUIMBY KaHOeCapTaHy Ha 3[aTHICTh KEPYBAaTU TPAHCIOPTHUMHU 3acobamMu
1 IpaloBaTy 3 MexaHizMaMu He npoBoauinu. [IpoTe, ciiifg BpaxoByBaTH, 110 i Yac
JIIKyBaHHS ITperapaToM ATakKaHI iHOOI MOXKYTh PO3BHUBATHUCS 3allaMOpPOYeHHs abo
MigBHIIleHA BTOMJIIOBAHICTh.

3acTocyBaHHsA y nepioa BariTHoCTi a00 rogmyBaHHsI IPyaaio

3acTocyBaHH IIpelapaTy y IIepiof BariTHOCTI IIPOTUIIOKa3aHe. ATakKaH[I He
PEKOMEHOYETHCSA AJI 3aCTOCYBaHHS y MIePion roOgyBaHHS IPyOOO.

BazimHicmb

EnigemionoriuHi moka3wu 11010 PU3UKY TePATOTe€HHOCTI Miciast eKCIo3ullil iHridiTopis
ATI® y nepion [ TpuMecTpy BariTHOCTI He [al0Th 3MOTH 3POOUTH OCTATOYHUM
BUCHOBOK; IIPOTE HE3HAYHeE IMiABUIIIEHHS PU3UKY HEe MOXKHAa BUKITIOUUTU. OCKIJIbKU
KOHTPOJIbOBAaHI eIifieMioJIoriyHi JaHi Ion0 pu3uKy pu 3actocyBanHi APAII BigcyTHI,
MoniOHI PU3UKU MOXKYTb iCHYBaTH i [JI IIbOTO KJIacCy JIiKapChbKUX 3aco0iB. 3a BUHATKOM
BUIIQAKiB, KOJIM ITPOAOBXKeHHs Tepailrii APAII BBaxKa€ThCsI BKpa HEOOXimHUM,
nalieHTKaM, sKi IJIaHyHTh BariTHICTh, C/IiO IPU3HAYUTU aJlbTepHATUBHE
QHTUTINEePTEeH3UBHE JIIKyBaHHS, III0 MAa€ BCTAaHOBIEHUM Npodinb 6Oe3neKku Ojis
3aCTOCYBaHHA y epiof BariTHOCTI. {KIIO BariTHICTh OiarHOCTOBAHO, JIIKyBaHHSI
npemnapaTtamMu APAII criig HeraiHo MPUNUHUTY Ta Y pa3i He0OXimHOCTI po3nodyaTu
aJIbTEepPHaTUBHY Tepalito.

HoBonapomxkeni, yui matepi orpumyBanu APAII, moTpeOylOTh peTENbHOTO
CIIOCTEpPEXKEHHS Ha IIpeaMeT apTepiaJbHOl rinoTeH3il (DUuB. poO3AuUIn
«I[TpoTunokasaHHsa» i «OCOOIUBOCTI 3aCTOCYBAaHHS»).

I'ooysaHH:A 2pydoro



OckinpKu iHOpMaliil IIIOJ0 3aCTOCYBaHHSA IpelnapaTy ATakaH[ y nepiod rogyBaHHS
rpyanr HeMae, ATakKaH[ He peKOMEHOOBaHUM OJI 3aCTOCYBaHHS, 1 CIIif BiogaTu
IepeBary aJbTepPHaTUBHUM MeTOIaM JIIKyBaHHS 3 Kpallle BUBYEeHUMU ITPOPinaMu
Oe3meku y mepiof rogyBaHHS IPyAal0, 0COOIUBO y ITepiof rogyBaHHSA
HOBOHapOIXKeHUX ab0 HeJOHOIIIEHUX OiTeu.

Cnoci0 3acTocyBaHHsS Ta J03H

ITo3yBaHHS IPU apTepiaJbHil rinepTeH3sil

PekomeHpoBaHa moyaTKOBa OO3a i 3BMYalHa IMiATPUMYyIO0Ya Oo3a npenapaTty ATakKaH[
cTtaHOBUTH 8 MT 1 pa3 Ha mo0y. Y GiNnbIIOCTI BUNIAKiB aHTUTINIEPTEH3UBHUMN e(DEeKT
OOCSTAETHCS MPOTATOM 4 THUXKHIB. Y IesKUX Malli€HTIiB i3 HeJOCTaTHIM KOHTPOJIEM
apTepiaIbHOIO TUCKY MO3y MOXKHAa 30inmbiuTy go 16 mr 1 pa3 Ha go0y i MaKCUMyM [0
32 mr 1 pa3 Ha mo0Oy. Teparrist BUMarae Kopekiiii BiimoBigHO M0 peakllil apTepialbHOTO
TUCKY. ATaKaH[ TaKOX MOXHa 3aCTOCOBYBaTH pa3oM 3 IHIIUMU
QHTUTINIEePTEeH3UBHUMHU 3acobamu (OuB. po3ginu «I[IpoTunokalzaHHsa», «OcoOIUBOCTI
3acToCyBaHHS», «B3aeMofis 3 iHIIMMU TiKapChbKMMM 3acob0aMu Ta iHIIII BUOU
B3aemomin» i «®apMaKOIOTridyHi BIJaCTUBOCTI»). Bii3HadeHo, 1110 JogaBaHHSA
rigpoxsopoTia3uny 3abe3nedye qOOaTKOBUM aHTUTINIEPTEH3UBHUM ebEKT i3 pisHUMU
mo3aMu npemnaparty ATakaH[.

ITauienmu nimHb020 BIKY
Kopexki1iisi mo4aTKoBOI 03U ITalliEHTaM JIiTHBOT'O BiKy He mOTpiOHa.
ITauieHmu 3i BMEHWeHHAM 8HYMPIiWHbLOCYOUHHO20 06’€MY UUPKY 10401 Kpoai

Y nauieHTiB 3 pU3UKOM PO3BUTKY apTepiaJbHOl riIOTEeH3il, TaKUX 5K MalliEHTU 3
MOKJIMBOIO JeTrigpaTalli€lo, MOXKe PO3TrIsAgaTHCS 3aCTOCYBaHHS IIOYaTKOBOl 03U 4 MT
(muB. po3min «OcobIMBOCTI 3aCTOCYBAaHHSI»).

ITauieHmu 3 nopyweHHAM pYHKUII HUPOK

[ToyaTKOBOIO J0O3010 IMalliEHTaM 3 MOPYIIeHHAM (QYHKI[il HUPOK, BKII0OYal04YU MalliEHTIB
Ha remofiajisi, € 4 mr. [o3y ciig nimbupaTy BiAMIOBigHO [0 peakiiil Ha JIiIKyBaHHS.
IlocBig 3acTOCyBaHHS IMpelapaTy IallieHTaM 3 IIOPYIIeHHSIM (PyHKITil HUPOK OyXKe
TSI2KKOTO CTyIleHss a0o Ha TepMiHanbHiM cTtamil (KnkpeaTuHiny <15 mMi/xB) oOMexXeHUM
(muB. po3min «OcobGIMBOCTI 3aCTOCYBaHHS»).

ITauienmu 3 nopyweHHAM pYHKUIl neviHKu

[NamieHTaM i3 mopyleHHAM (YHKIIIl IeYiHKU JIETKOTO i CEpeIHbOT0 CTYIIEHSI
peKoMeH0BaHa Mo4YaTKoOBa 03a CTaHOBUTHL 4 MT 1 pa3 Ha moby. [103y MoXkHa



KOPUTYyBaTH BiANIOBITHO OO peakilil Ha JIiKyBaHHS. [lallieHTaM 3 IOPyIIeHHIM (PyHKITi1
MeYiHKU TSAXKKOTO CTyIeHs Ta/abo XonecTa3oM ATakKaH[ NPOTUIIOKa3aHUM (OUB.
po3ginu «IIpoTunoka3aHHa» i «®apMaKOJIOTidHI BIaCTUBOCTI»).

ITauienHmu He2poiOHOI pacu

Y nailieHTiB HETPOIAHOl pacy aHTUTINEPTEeH3UBHUY e(eKT KaHIecapTaHy MeHIII
BUpaXKeHUM, HiXK y nmauieHTiB iHmmx pac. OTxKe, He0OXimHICTD Y 30iIbIIIeHH] T0O3U
npemnapaTty ATakaH[ i CyIyTHIU Teparlil AJig KOHTPOJII0 apTepiaTbHOTO TUCKY MOXKe
4aCTillle BUHUKATHU y NallieHTiB HETPOIAHOL pacy, HiXK y NallieHTiB IHIINUX pac (OuB.
po3min «®apMaKOJIOTiYHiI BIaCTUBOCTI»).

ITo3yBaHHS IIPU CeplieBili HeJOCTAaTHOCTI

3BUYaliHa peKOMeHJOBaHa IToYaTKOBa [103a ITpernapaTy ATakaH cTaHOBUTH 4 Mr 1 pa3s
Ha mo0y. 30inbineHHs mo0 inboBol mo3u 32 Mr 1 pa3 Ha moOy (MakcuMasbHa mo3a) abo
HaAWBHUIIOI TePEeHOCHUMOI 0031 BimOyBa€ThCs 3a PAXYHOK MOIBOEHHS 03U 3
ITPOMiKKaMM He MeHIIe 2 TUXKHiB (OuB. po3min «OcobIMBOCTi 3aCTOCYBaHHS»).
OOcCTeKeHHS MalIliEHTIB i3 ceplieBOI0 HEMOCTATHICTIO 3aBXKIM Ma€ BKJIIOYATH OLIIHKY
(yHKIIil HUPOK, Y TOMY YMCJIi MOHITOPUHT KpeaTHUHIHY i KaJlifo CHPpOBaTKM KPOBI.
ATakaH[ MOKHa 3aCTOCOBYBaTH Pa30M 3 iHIIIMM JIiKyBaHHSM CEPI€BOl HEJOCTATHOCTI,
BKJIIO4Yarouu iHriditopu AII®, 6eTa-6/10KaTOPH, OiypeTUKH Ta guriTanic abo
KoMOiHaIrifo 1Iux JTiKkapchbKux 3aco0iB. [NalieHTaM i3 cuMIITOMaM# CEPIeBO1
HEeJOCTaTHOCTI, He3BaXKal4M Ha OIITUMAaJIbHY CTaHOAPTHY Tepallilo CeplieBol
HeJIOCTATHOCTI, TP HEIIePEeHOCUMOCTI aHTAaroHiCTiB peleNnTOPiB MiHEPaIOKOPTHUKOIIiB
ATakaH[a MOXKHa 3aCTOCOBYBaTH OgHO4YaCHO 3 iHribiTopamu AII®. Kombinaliisa
inridiTopy AII®, kanifti3bepirarodoro OiypeTHKY i mpenapaTty ATakaH[ He
PEeKOMeHO0BaHa; 11 MpU3HaYeHHS CJIi PO3TIAAaTH TiIbKU MiCJIS PETEeIbHOL OL[iHKYU
MMOTEHIIMHOI KOPUCTIi Ta PU3UKiB (OUB. po3ainu «OcoOIUBOCTI 3aCTOCYBAHHS»,
«ITob6iuHi peakirii» i «®apMaKOJIOTiYHi BTACTUBOCTI»).

Ocob.auei epynu nauieHmis

Kopexkiliss mo4aTKOBO1 JO3U NallieHTaM JIITHBOT'O BiKy a0o0 malfieHTaM 3i 3MeHIIIeHHSIM
BHYTPIIIHBOCYOAUHHOTO 00’€My ITUPKYJII0I0401 KPOBi, a60 3 mopyIIeHHIM (YHKIIII
HUPOK, ab0 3 MOpyLIIeHHAM (PyHKIIiI Ie4YiHKN JIETKOTO YU CEPEIHbOTO CTYIIEeHS He
nmoTpibHa.

Jimu

Besneka Ta epeKTUBHICTh 3aCTOCYBaHHS IIpenapaTty ATakaH[ OiTSM Bif HapOOgXKeHH
no 18 pokiB g mikKyBaHHS CeplieBOl HeJOCTAaTHOCTI He BCTaHOBIeHa. [laHi BiICyTHi.

Cnocib 3acTOCyBaHHSA




II71s1 mepopaJbHOr0 3aCTOCYBAaHHS.
Atakanp ciig nputiMaty 1 pa3 Ha o0y, He3aJieXKHO Bil IpUMoMYy IxKi.

[MTpuiioM iXki He BInuBa€ Ha 6iOMOCTYNHICThL KaHaecapTaHYy.

itk

besmneka Ta epeKTHUBHICTh 3aCTOCYyBaHHS ATaKaHOy OIS OiTeW He BCTaHOBIIEHI.
Ilepeno3yBaHHsA

Cumnmomu

BpaxoByouu ¢papMaKoJIOTiYHiI BIaCTUBOCTI ITpelapaTy, OCHOBHUMU ITPOSIBaMU
repeno3yBaHHS, iIMOBipHO, OyoyTh CUMIITOMaTHYHa TilIOTEH3is Ta 3allaMOpPOYEHHS. Y
OesIKUX BUMIaJKaxX Nepefo3yBaHHS (IIpU 3aCTOCYyBaHHI 10 672 MTr KaHOecapTaHy
IIUJIEKCETUITY) ITOBiTOMJISIJIN IIPO ONY2KaHHS IallieHTiB 63 yCKIaOHEeHb.

JIiKy8aHH A

Y pa3si po3BUTKY CUMIITOMATUYHOI TillOTEH3il CJIig NTPpU3HAYUTU CUMIITOMaTUYHE
JIIKyBaHHS 1 IPOBOAUTY MOHITOPUHT XKUTTEBO BaXKJIMBUX ITIOKA3HUKIB. IlalieHTy
HeoOXiTHO HagaTH II0JIOKEHHS JiesKayu Ha CIIHHI 3 MigHATUMU HOraMHu. fKIIO IILOT0
HeIOoCTaTHbO, HeoOXimHO 30imbiuTy 00’€M M1a3MU KPOBi 3a JOoIoMoroio iHdy3ii,
Halpukian, i30TOHIYHOI'0 COJIbOBOT'O PO3YMHY. AKIII0 BUIlle3a3HaYEHUX 3aX0iB
HeIOoCTaTHbO, MOKHAa 3aCTOCOBYBaTH CUMITIAaTOMIMETHUYHI JIiKapChbKi 3acobu.
KaupgecapTaH He BUBOOUTHCS 3a OOIIOMOI'0OI0 reMofiai3y.

IToOiuni peakmii

JIiKy8aHHsA apmepiaibHol 2inepmeH3il

[ToGiuHi peakiiii, sIKi crmocTepiranu y Xomi KOHTPOJIbOBAHUX KJTIHIYHUX OOCIiI2KEHb,
OyJiu JIETKMMM i TPA@H3UTOPHUMMU. 3B’I3KYy 3arajibHOl 4aCTOTH MMOOIYHUX SIBUII 3 HO3010
abo BikoM Bim3HauyeHO He Oyso. KinbKicTh BUIIAOKIB BifMiHM JIIKyBaHHS yepes
BUHUKHEHHS IMOoOiyHMUX siBUII OyIa mogiOHoI0 IMpH JIiKyBaHHI KaHIecapTaHOM
nunekcetunoM (3,1 %) i nnameodo (3,2 %).

ITpu nipoBeeHH] y3arajJjbHEHOI'0 aHasli3y HaHUX KIIIHIYHUX OOCIIIAXKEeHb 3 y4acTIo
MallieHTiB i3 rinepTeH3ieo nobOiUHiI peakilil Ipy 3aCTOCYBaHHI KaHAecapTaHy
LIMJIEKCEeTUJIy BU3Ha4Yald Ha OCHOBI MOOIYHUX SIBUIII, ITOB’sI3aHUX i3 3aCTOCyBaHHAM
KaHJaecapTaHy LIMJIEKCEeTUIIy, 4aCTOTa AKUX NpuHauMHi Ha 1 % mepeBuiyBasna
YaCTOTY IMOOIYHUX SIBUII IIPU 3aCTOCYBaHHS MJjaiedo. 3rigHo 3 IIUM BU3HAYEHHSM,



HaWyacTiluMu MOOIYHUMU pPeakIlisiMU, IIPOo SKi MoBigoMIsanu, 6ymu
3aIllaMOPOYEHHsI/BEPTUT0, TOJIOBHUM Oinb Ta iHeKIil auxaabHUX MIJISIXiB.

Y HaBemeHil HUXX4Ye TaOnMUlli mpencTaBieHi MobGiuHi peakirii, maHi Ipo sSKi OTPUMaHO
i Yac KIIIHIYHUX OOCIIOXKEHb 1 IOCTMapPKETUHTOBOT'O CIIOCTEPEXKEHHS.

Y tabnuisax po3miny «ITobiuyHi peakilil» BUKOPHUCTaHI HAaCTYyIIHiI BU3HaYE€HHS YaCTOTH:
oyxke 4gacTto (= 1/10); gacto (= 1/100 go <1/10); HeuacTo (= 1/1000 mo <1/100); pigko
(= 1/10000 go =1/1000); my=xe pigko (=< 1/10000).

Krnac cucteMm opraHis YacToTa Heb6axxaHuti epekt
[ndexkrii Ta iHBa3il YacTto [HDekIil guXanbHUX HIJISIXiB
3 OOKY KpOBi Ta , JleuKOIIeHiss, HEUTPOMNEeHis

: . Hy>Xe pigko
JTiMpaTUIHOl CUCTEMU Ta arpaHy/I0IUTO3
3 60Ky 00MiHYy PEeYOBUH i , lnepkarmiemis,

Hyxxe pinko . ..

Xap4yBaHHSA rimoHaTpieMis

. 3anaMOpPOYEeHHSsI/BEPTUTO,
3 60Ky HepBOBOI cucteMu [JacTo ..
TOJIOBHUH Oiftb

PecrmipaTopHi, TopakaibHi

Ta MeaiaCTHUHAJIbHI HyXe pigko Kamens
TTOPYIIEHHS
3 60Ky TpaBHOI CUCTEMHU Iyxe pioko HynoTta
[TigBuIllleHHSA PiBHA
3 60Ky remnartobimiapHO1 ) MMe4YiHKOBUX (DEepPMEHTIB,
Hyxe pigko . .
CUCTEMHU TMOPYIIEHHS IMeYiHKOBOI

¢yuxkuii abo renaTtuT

. . . . AHTiOHEBPOTUYHUM HAOPSIK,
3 OOKY IIKipu Ta MidIIKipHOI , ,

_ Iyke pigko BHUCHUIIAHHS, KPONIUB THKA,
KJIITKOBUHU )
cBepbix

3 60Ky KiCTKOBO-M’5I30BOi . . .
Binb y criuHi, apTpanris,

CUCTEMHU Ta CIOJIy4YHOI Hyxe pigko .
Mianris

TKaHUHU
[TopyuieHHS QYyHKII1 HUPOK,
BKJIIOYal04u roCTPy

3 OOKy HUPOK i , HUPKOBY HEJOCTATHICTh ¥

. ; Hyzxe pinko N
CEeYOBU[INIBHOI CUCTEMU 4yT/JIUBUX ITALi€HTIB (OUB.

po3min «OcobGIUBOCTI

3aCTOCYBaHHS»)

Pe3yavbmamu nabopamopHux aHanisia



Y GinbiocTi BUMagKiB KITiHIiYHO BasKJIMBOTO BIJIMBY IpelapaTy ATaKaH[ Ha 3BUYaWHi
nabopaTopHi MoKa3HUKY He Oyno. 4K i mpu 3acTocyBaHHi iHIIMX iHTi6iTOPIB peHiH-
aHTiOTEeH3UH-aJIbJJOCTEPOHOBOI CUCTEMHU, Bif3HAYEHO HE3HAYHE 3HUKEHHS PiBHA
reMorio0iny. 3a3BU4yai A1 Malli€EHTiB, IKi OTPUMYIOTh ATaKaH[, HeMa€ HeoOXimHOCTi
Y PYTUHHOMY MOHITOPUHTY JIJaOOpaTOPHUX IMOKa3HUKIB. [IpoTe y mallieHTiB 3
MOPYIIEeHHSAM (QYHKIIl HUPOK PEKOMEHOYETHCS MEePIOAUYHNN MOHITOPHUHT PiBHIB KaJliio
Ta KpeaTUHIHY CUPOBATKU KPOBI.

JIiKkysaHHs cepuesoi HedocmamHocmi

[Tpodins mobiyHUX peakiliti mpenapaTy ATakKaH[ y JOPOCIUX MalliEHTIB i3 ceplieBOI0
HeIOOCTaTHICTIO y3roaXKyBaBCs 3 PapMaKOJIOTiYHUMY BJIaCTUBOCTSIMU IIpelapaTy Ta
CTaHOM 3[0pOB’A MalieHTiB. Y KiiHiuHii nporpami CHARM, y gKii mopiBHIOBaIu
Atakanpn y mo3ax mo 32 mr (n=3803) i3 mnane6o (n=3796), 21 % maillieHTiB i3 rpynu
JIIKyBaHHS KaHJecapTaHOM IiujiekceTusnoM i 16,1% mailieHTiB i3 rpynu naiebo
MIPUIINHUIIN JTIKyBaHHS Yepe3 PO3BUTOK MoOiyHUX ssBUlll. HaltyacTimuMu mobiyHuMMu
peaxirisiMu, Ipo SKi MoBimoMIisiiu, OyIu rirnepkalieMis, rinoTeH3is i mopyleHHsS
¢ynk1il HUpoK. Lli sBUIIla YacTimle conocTtepiraaucs y nauieHTiB ctapiie 70 pPOKiB,
XBOPUX Ha LyKpoBUi miabeT abo malieHTiB, SKi OTpUMYyBaIH iHIII JTiKapchKi 3aco0u,
III0 BIIJIMBAIOTh Ha PEHiH-aHTiOTEH3UH-aJIbHOCTEPOHOBY CUCTEMY, 30KpeMa iHTibiTopu
ATI® Ta/abo CnipOHOJIAKTOH.

Y HaBemeHil HUX4Ye TaOnUlli IpeacTaBieHi MOOiYHI peakilii, maHi Ipo SIKi oTpuUMaHi y
XOml KJITIHIYHUX OOCHIAXKEHb 1 TIOCTMapKETUHTOBOTO CIIOCTEPEKEHHS.

Krnac cuctem oprasis YacTtoTa HebaxaHutii epexT

3 60Ky KpOBi Ta _ JleMiKomeHist, HEUTPOIEHis
. . Hyxke pigko

JTiM(paTUIHOl CUCTEMU Ta arpaHyJIOLUTO3

[TopyuieHHS 0OMiHY YacTto lnepkaniemis

PEYOBUH 1 XapuyyBaHHSI IyXe pigko l'imoHaTpieMis

. _ 3arnaMoOpOYeHHs, TOJIOBHUM
3 60Ky HepBOBOI cuctemMu |[IyxKe pigko

oinp
3 00Ky CyouHHOlI cuctTeMu [JacTo lnoTeHnsisa
PecripaTopHi, TopakanbHi
Ta MeaiaCTHHAJIbHI HyXxe pigko Kammens

TOPYILIEHHS

3 60Ky TpaBHOI CUCTEMHU Hyxe pigko Hypota




[TigBUIleHHA PIBHIB

3 6oky remnarto0binmiapHoil _ MMe4YiHKOBUX (DEPMEHTIB,
Hyxe pigko

CUCTEMU TIOPYIIeHHS PyHKITii

neyinku abo remaTuT

. ) _ . AHTiOHEBPOTHUYHUM HaAOPSIK,
3 OOKy IIKipu Ta MiAIKipHOI _ )

, Iyxe pioko BUCUIIAHHS, KPOIIUB' THKaA,
KJIITKOBUHU .
cBepOixk

3 60Ky KiCTKOBO-M’5130BOi . . .
Binb y criuHi, apTpanris,

CUCTEMHU Ta CIOIyYHOI Hy>Xxe pigko ) )
Mianris

TKaHUHU
[TopymieHHsT QYHKIII HUPOK,
BKJII0Yal04¥ HUPKOBY

3 OOKY HUPOK i 4 HEOOCTATHICTh y YYTIUBUX

Ce4YOBUOIJIbHOI CHCTEMHU acto nalieHTiB (OUB.
«OcobIMBOCTI
3aCTOCyYBaHHSI»).

Pe3yabvmamu nabopamopHux aHanisie

Y nanieHTiB, sgKi oTpuMyBanu ATakKaH[ 3a IOKa3aHHSAM CEpPLiEeBOl HEJOCTAaTHOCTI, 4aCTo
CIIOCTepiranucs rinepkajsieMisi Ta MopyiieHHsa GyHKII1 HUPOK. PEKOMeHOYEThCS
nepioguYHUU MOHITOPUHT PiBHIB KpeaTUHIHY 1 KaJlilo y CUpPOBaTLi KPOBi (OUB. pO3ain
«OCcOoOIUBOCTi 3aCTOCYBAHHS»).

ITogidomaeHHs1 npo nido3prosaHi NObiUHI peakuii

[ToBimoMiieHHS PO Mimo3proBaHi M00iYHI peaxitiii micis peecTpaliii TiKapchKOTo
3aco0y € BaxXIUBUM. Lle mO3BOJISIE IPOAOBXKYBAaTU KOHTPOJIb 3@ CITiBBiMHOIIIEHHSIM
KOPUCTBL/PU3UK JTIiKapPChKOTro 3aco0y. MeanyHUX NpalliBHUKIB IIPOCSATh MOBIAOMIISATU
mpo Oyab-sKi migo3pioBaHi MoOiYHI peakiil.

TepMiH NpUIATHOCTI
3 pokKu.
VYMmoBHu 30epiranHs

36epiratu npu Temnepatypi He Buile 30 °C. 30epiratu y HeMOCTYIIHOMY [JIs miTei
Micri.

YoakoBka



ITo 14 TabneTok y 6micTepi. [To 2 6micTepu y KapTOHHIN KOPOOIIi.
KaTeropis Bignycky

3a penemnTomM.

BupooHHK

AcTtpa3eneka ['M6X.

Miciie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MiCIisi IPpoOBaaXKeHHSI
IisTIBHOCTI

Tincpoanep Ber 183, Benens, llnessir-I'onsiiters, 22880, HimeyynHa.
[Ixepeso iHCTPYKIIil

[HCTPYKIIito TiKapCchKOro 3aco0y B35ATO 3 odiIlifHOro gxkepena — JlepKaBHOIO PEECTPY

JIiKapCchKUX 3ac00iB YKpaiHu.
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