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IHCTPYKUIA
JJISE MEIMYHOT0 3aCTOCYBAHHS JIIKAPChKOI0 3ac00y

Harai®
(Daglif)

Cknao:

Oitoua peyosuna: nanariipuo3uy;

1 TabneTka, BKpHUTA IUIIBKOBOKO 000JOHKOIO, MICTUTH Janartiduo3uHy amopdHoro 5 mr abo 10 mr;
OONOMIDICHI peyosuHU. TICII0NI03a MIKPOKPUCTAIIYHA; JIAKTO3a; KPOCIOBIIOH; KPEMHIIO JTIOKCH]T
KOJIOTIHUH O€3BOHUI; MarHito cTeapar;

IIiBKOBa oOosionka Juiss fno3yBanHs 5 mr Opadry Il 85F220230 yellow: crnimpr nosiBiHijIOBHIA;
tutany giokcun (E 171); momieTHIeHTIIiKOb; TalbK; 3a1i3a okcu sxotuii (E 172);

iiBkoBa oOoJoHKa uisi jo3yBanus 10 mr Opadry Il 85F220088 yellow: criupT mosiBiHIIOBHIA;
MOJTIeTUIICHIITIKOJIb; Tajlbk; TUTaHy giokcun (E 171); 3amiza okena xoBtuii (E 172); 3amiza okcusa
yepBonuii (E 172).

Jlikapcbka ¢gopma. TabneTku, BKPUTI TUTIBKOBOIO 000JIOHKOIO.

OcHogHi Qi3uKo-XiMiuHi 61aCMUBOCMI:

mabremky no 5 me: TaONETKU Kpyriaoi (GopmH, JBOOMYKI, O€3 PHUCKH, BKPUTI ILTIBKOBOIO
000JIOHKOIO BiJ] CBITJIO-)KOBTOTO JIO CBITIIO-OPAaH)KEBOTO KOJIHOPY;

mabnemku no 10 me: TabneTku OBaIbHOI (OPMH, TBOONYKI, 0€3 PUCKH, BKPHUTI ILUIIBKOBOIO
000JIOHKOIO )KOBTO-KOPHUYHEBOT'O KOJIBOPY.

dapmakoTepaneBTHYHA rpyna. 3acodH, 110 3aCTOCOBYIOThCS MPH IIyKPOBOMY AialeTi, IHri0iTopu
HaTpii3anexHoro korpancnoprepa rirokosu 2 tuny (IH3KTI2). Kog ATX A10B KO1.

Dapmakonoziuni eracmusocmi.

Dapmakoounamixa

MexaHi3m aii

Hanarnignosun — Bucokonotyxkuuit (Ki: 0,55 HM), cenekTuBHUI Ta 3BOPOTHHUH 1HTIOITOP
HATpI3aJIeKHOr0 KoTpancnoprepa rirokosu 2 Tuny (iH3KTI2).

IaribyBanns 1H3KTI2 panarmidno3uHoMm 3MmeHIrye peaOcopOuLiro TIIOKO3M 3 KIyOOYKOBOI'O
¢GuIbTpaTy y MNPOKCUMAIBbHOMY BIIJAUII HHUPKOBUX KaHAJBLIB 3 OJHOYACHUM 3MEHILEHHSIM
peabcopOIii HaTpito, MO0 MPU3BOIUTH 0 BUBEIACHHS TJIFOKO3H 13 CEYEI0 Ta OCMOTHYHOTO JI1ype3y.
Takum uynHOM, nanarii(uio3suH 30UTbLIYE JOCTaBKY HATPil0 0 JAWCTAJIbHUX KaHAJbIB, 10
30UIBIIYE TYOYJIOTIIOMEPYIISIPHUI 3BOPOTHUM 3B’SI30K 1 3HUKYE BHYTPIITHBOTIIOMEPYIISIPHUHN THCK.
Ile B moeHaHHI 3 OCMOTHYHUM J1ype30M MPU3BOAMTH 10 3MEHILIEHHS MepeBaHTaKEHHS 00’ €MOM,
3HIDKCHHSI apTepiallbHOTO THCKY Ta 3HIDKEHHS TepeA- 1 MOCTHAaBaHTaXEHHS, MO0 MOXE MaTh
CIPUSTIMBUN BIUIMB Ha PEMOJEIIOBaHHS MiOKapAa Ta HOro aiacToiiyHy (YHKIIIO, a TaKoX
30epexxenHss ¢QyHKIIT HUpokK. KopucTh 3acTocyBanHs namariipyio3uHy JJisg cepls Ta HUPOK He
3aJISKUTh JIUIIE BiJl €(eKTy 3HIKEHHS PiBHS TJIFOKO3U B KPOBI Ta HE OOMEXYEThCS MAaIlilEHTaMH 3
IyKPOBHM J1iabeToM, sIK mpoieMoHCcTpyBanu aocmimkenas DAPA-HF, DELIVER ta DAPA-CKD.
Jlo iHmuX eeKTiB HaJeKaTh MMiIBUIIEHHS TeMaTOKPUTY Ta 3HMKEHHS MacH Tija.

Janarmiduio3ud mominmrye piBHI TJIIOKO3W HATINE Ta MICHS MpUAOMYy TKI y Iia3mi KpoBi 3a
JIOTIOMOTOI0 3MEHIIIeHHs peabcopOuii TIII0KO3M B HUPKAaXx, 110 MPU3BOIUTH 0 BUBEIEHHS TIIOKO3U
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13 cevero. Lle BUBEIEHHS TIIOKO3M (TIIOKO3YPUUYHHM €(EKT) CrocTepiraeThes MICHs MepIIoi 103U
JIKapChKOTO 3aco0y, TpUBAE TPOTATOM 24-TOJWHHOTO IHTEPBAJY J03yBaHHS Ta 30epiraeThcs
MPOTATOM JTiKyBaHHS. KilbKICTh TTIOKO3H, BHBEICHOT HUPKAMU 3a JOTIOMOTOI0 I[OTO MEXaHi3MYy,
3QJIKUTH BiJl KOHIIEHTPAIIll TJIFOKO3W B KPOBI Ta MOKAa3HUKA MIBUIKOCTI KIyOOuKoBOi (pimbTparii
(ILIK®). Takum 4MHOM, y TALi€HTIB i3 HOPMAJILHUM PiBHEM TJIIOKO3U B KPOBi Aanarii(hao3uH Mae
HU3BKY 3JIaTHICTh CHPUYMHATH Tinoriikemitro. JlamarmiduiosmH HeE Topylrye HOpMasibHE
MPOAYKYBAHHS €HJOTCHHOI TJIIOKO3H y BiJIMOBI/b HA Timoriikemito. Jlanarmidio3us gie€ He3aae:KHO
Bim cekpemii Ta aii 1HCYJmiHY. Y KIIHIYHUX JOCIIDKEHHSAX Hanariidio3uHy CIOCTEepiraaocs
noJinmeHHs GyHkiii 6eta-kmituH (6era-kaiTuan HOMA) npu omiHIl MOJETi TOMEOoCTasy.
H3KTI2 cenexkTuBHO eKCIpecyroThes B HUpKax. Jlanarmiduio3suH He MpUTHIYY€E 1HII MePEHOCHUKH
TJIIOKO3HW, IO € BAXKIUBUM JUIS TPAHCIOPTYBAaHHS TJIFOKO3W B mepudepuyHi TKAHWHU, Ta Y
> 1400 paziB € Oinbm cenektuBHUM BigHocHO H3KTI2 mopiBasno 3 H3KTI'1, romoBHOrO
MEPEHOCHUKA B KUIICYHUKY, IO BIAMOBIa€ 32 aOCOPOIIiIO TITIOKO3H.

dapmakoarHaMiuHi edheKTu

VY 300pOBUX YYaCHUKIB JOCTI/UKEHHS Ta TAalli€HTIB 3 IYKPOBHM JiaberoM 2 THUMY THicis
3aCTOCYBaHHS Janariiduio3uHy CHocTepiranocs 30UTbIICHHS KUIBKOCTI TJIFOKO3M, BHBEACHOI 13
ceueto. [Tpubnuzno 70 r rroko3u Ha 100y BUBOAMIIOCA 13 cedero (1o Biamomigae 280 kkan/mo0y)
IIpH 3aCTOCYyBaHH1 nanarmiiao3uny B 1031 10 Mr Ha 100y maiieHTaM 3 yKPOBUM JiabeToM 2 THILY
npoTsroMm 12 TkHIB. Y Mali€eHTIB i3 MYKPOBUM J1ia0eToM 2 THUITY, SIKi OTPUMYBAJIU Aanariiio3uH
y no3i 10 mr/moby mpotarom mepioay A0 2 POKIB, CHOCTEpiraiucs O3HaKU TPHUBAIOT eKCKperii
TJTFOKO3H.

Taka exckpelisi IIIOKO3U 13 C€Yel0 MPH 3aCTOCYBaHHI Hanariiao3uHy TaK0oX MPHU3BOAUTH IO
OCMOTHUYHOTO Aiype3y Ta 30UIbIIeHHS 00’€My cedi y MAIi€eHTiB 3 I[yKPOBHM JiabeToM 2 THITY.
3011bIIeHHA 00’ €My cedl y MaieHTIB 3 I[yKPOBUM JiabeToM 2 THIly fgocsarae mpubmusHo 375 mi Ha
no0y. 30uTbIeHHS] 00’eMy cedi OyJIo acoImiiioBaHe 3 HE3HAYHHM 1 TUMYACOBUM 301TBIICHHSIM
eKCKpelii HaTpiro 13 ceuero, 10 He CYMPOBOKYBAIOCS 3MIHAMU KOHLIEHTpALlii HATPil0 y CHPOBATII
KpOBI.

Exckperis ce4oBOi KHCIOTH 13 CEYEI0 TaKOXK TUMYAcOBO Oyna miiBHIEHA (MpOTsIromM 3—7 AHIB) i
CYIPOBOJIKYBAACs CTIMKMM 3MEHIICHHSAM KOHIIEHTpAIlii CeY0BOi KUCIOTH B cUpoBarii Kposi. Ha
24 TV>KHI 3MEHIIICHHSI KOHIIEHTpAIlii CeY4OBOi KUCIIOTH B CHPOBATIII KPOBi BapitoBaio Big —48,3 1o —
18,3 mxmonw/n (Big —0,87 mo —0,33 mr/m).

KniniyHa eQekTHUBHICTB i Oe3neka

IlykpoBuii miaber 2 TUIIy

[ToninmmeHHs TIIKEeMIYHOTO KOHTPOJIIO, 3HIDKEHHS CEePIIeBO-CYAMHHOI Ta HUPKOBOI 3aXBOPIOBAHOCTI
Ta JIETAJbHOCTI € HEB1/I’ €MHOIO YAaCTHHOO JIIKYBaHHS I[yKpOBOTO /11a0eTy 2 THUITy.

Bbyno mpoBeneHO 4OTHPHAALATH MOJBIMHHO CIIMHUX, PAHAOMI30BaHUX, KOHTPOJIBOBAHUX KITHIYHHX
JOoCHKeHb 3 ydacTio 7056 mopociux MAali€HTiB 13 LYKPOBUM J11a0€TOM 2 THIY 3 METO OLIHKU
TIIiKeMIYHOT eeKTUBHOCTI Ta Oe3neku mamnariidiao3uny; 4737 MalieHTiB y IUX AOCTIIKEHHSX
OTPUMYBAJM JIIKYBaHHSA Janarmigiao3uHOM. Y JIBaHAIUATH JOCHIDKEHHSAX TEpioJ] JIKYBaHHS
CTaHOBUB 24 TIXKHI, Y 8§ IOBrOCTPOKOBUX MPOJOBKEHHAX — Bia 24 mo 80 TwxHIB (10 3araibHOI
TPUBAIOCTI JochipkeHHs 104 THKHI), B OTHOMY JTOCIIJKEHHI TIepioA JiKyBaHHs OyB 28 THXKHIB, a
e B OJHOMY JIOCITI/DKEHHI TPUBAIICTh JIIKYBaHHsS JOpPIBHIOBaJA 52 THXKHS 3 JOBIOCTPOKOBHM
MIPOJOBXKEHHAM TpuBajiicTio 52 1 104 TwxH1 (3aranbHa TPUBAIICTh NOCIHIKEHHS — 208 THXKHIB).
CepenHst TpUBAIICTh 3aXBOPIOBaHHA YUYaCHHMKIB Ha ILYKpoBUil aiaGer craHoBuia Bix 1,4 10
16,9 poky. ¥ 50 % cmoctepiranocst nerke nopyuieHHs ¢GyHKIii HUpOK, a B 11 % — mopymeHHs
¢byHKLIT HUPOK cepenHboro crymneHs. 51 % ydacHUKIB CTAaHOBWJIM YOJOBIKH, 84 % Hamexanu 110
€BponeoinHoi pacu, 8 % — 10 MOHT0J0i1HOT, 4 % — 10 HerpoinHoi 1 4 % — 40 IHIINX PAaCOBUX TPYII.
81 % yuacHukiB mamu ingexc macu Tina (IMT) > 27. Kpim mporo, mpoBeieHo aBa 12-THXKHEBI
1a11e00-KOHTPOJILOBAH1 JIOCIHIKEHHS 3 YYacTIO MAIllEHTIB 3 HEJOCTATHIM KOHTPOJIEM LIYKPOBOTO
niaGeTy 2 THITY Ta apTepiajbHOIO T1IepPTEH3IENO.

byno mpoBeneHo KiiHIYHE AOCTIIKEHHS 3 OIIHKK cepueBo-cynuHHuX noxiii (DECLARE) 3
nanariiao3uHoM y 103yBaHH1 10 Mr mopiBHSHO 3 11ane6o 3 yyactio 17160 naiieHTiB 3 IyKpOBUM
niabetom 2 Tuiry 3 260 0€3 BCTAHOBJIEHUX CEPIIEBO-CYIMHHUX 3aXBOPIOBAHB ISl OI[IHKM BIUIMBY Ha
CepleBO-CYANHHI MOJi1 Ta Moii MOB’s3aHi 3 HUPKaMHU.




L nikemiunuu KOHMPOL

Monomepanis

[MoxsiitHe crine muane00-KOHTPOILOBAHE JOCHTIDKEHHS TPHUBAIICTIO 24 TIXKHI (3 JTOAATKOBHM
MepioIOM TPOJIOBKEHHS) MPOBOJUIIOCS 3 METOIO OIIHKK O€3IMeKH Ta e(EeKTHBHOCTI MOHOTEpaIii
nanariiaasuHOM y TMAIliEHTIB 3 HEJOCTaTHIM KOHTPOJIEM IIyKpoBOro naiabery 2 tumy. IIpuitom
nanarimiduosuny 1 pa3 Ha 100y 3ymoBHB cratucTuyHO 3Hauymie (p < 0,0001) 3HWKEHHS piBHS
IIiKO3MIbOBaHOT0 remornooiny (HbA 1c) mopiBHsHO 3 miarne6o.

VY nepioai npoaoBxkeHHs 3HMKEHHS piBHA HbAlc 30epiranocs g0 tvkHsa 102 BKIFOYHO (CepemHs
3MiHa BiJl OYaTKOBOTO piBHA 3 mompaskoio —0,61 % i —0,17 % mna manmarmignosuny 10 mr i
manedo BiAMOBIIHO).

Jlooamxosa kombiHosana mepanis

Y xomi 52-TM>KHEBOTO aKTUBHO-KOHTPOJIbOBAHOTO JIOCHIJKEHHS 3 JOBEIEHHS HE HIKYOl
e(EeKTUBHOCTI JTOCIIIKYBaHOTO JIKAapChKOTo 3aco0y (3 mepiogamu mpomoBxeHHs 52 1 104 TxHi)
nito  jmanarmidio3uHy  OIIHIOBAIM MPU  J0JaBaHHI A0  MeT(QOpMiHy TMOpIBHSHO 13
Cynb(OHIICEYOBMHOW (TJIMI3UA) MPH JOAABaHHI A0 METPOPMIHY y MAIlI€HTIB 3 HEAOCTATHIM
riikemiuHuM KoHTposieM (HbAlc > 6,5 % 1 < 10 %). Pe3ynbraTu cBigumiu mnpo nojidHe cepenHe
sumxkeHHs HbAIlc Big modaTkoBoro piBHS dYepe3 52 THXKHI MOPIBHAHO 3 TIIHI3UAOM, IO
MIPOJIEMOHCTPYBAJIO HE HIDKYY €(EeKTHUBHICTH JOCIIIKYBAaHOIO JiKapcbkoro 3aco0y. Uepes 104
THKHI BiKopuroBaHa cepenHs 3mina HbAlc Binm mowarkoBoro piBHsa cranoBmia —0,32 % s
nanarmidnosuny 1 —0,14 % npns rminisuny. Yepez 208 THKHIB BiAKOpUTOBaHA CepeqHS 3MiHa
HbAlc Big mouyarkoBoro piBHs ctaHoBmwia —0,10 % mist manarmidnosuny 1 0,20 % mns roimizumy.
UYepez 52, 104 1 208 TwxkHIB y 3HAYHO MEHIIOI YacTKU TMAalll€HTIB Yy TPYIi JKyBaHHS
nanariidiosuaom (3,5 %, 4,3 % 1 5,0 % BIANOBIAHO) crHOCTepiraBcss MPUHAWMHI OIWH €301
rinormikemii MOpPIBHSAHO 3 TIpymnorw, sika orpumyBaia rmimizun (40,8 %, 47,0 % 1 50,0 %
BIJIMTOBIAHO). YacTKa MaIi€eHTiB, sIKi MPOIOBKYBAIN OpaTH y4acTh y IOCIIKeHHI Ha MOMEHT 104 1
208 twxHiB, ctaHoBuna 56,2 % 1 39,7 % npnsa rpynu gikyBaHHs ganarmiduozuHom i 50,0 % Tta
34,6 % muist TpynH TIKYBaHHS TIIMI3UI0M.

HNamarmi¢no3uH gk JOHNOBHEHHS 10  MeTQopMmiHy, ThiMemnipuay, MeTrgopMmiHy  Ta
Cyb(OHIICEHOBUHH, CUTATTINTHHY (3 MeThopMiHOM 260 6e3) abo iHCYINiHY 3yMOBUB CTaTHCTUYHO
3Hauymie 3MeHIenns HbAlc yepes 24 tuxHi nopiBHsAHO 3 mianedo (p < 0,0001).

3menmennss HbAlc, sixke cmoctepiranocs Ha 24 TikHI, 30epiranocs y JOCIIIKEHHSIX T0JaTKOBOT
KOMOiHOBaHOiI Tepamii (TmiMenipuna Ta iHCYmiH) 10 48 TwkHIB (TmiMmenipua) Ta A0 104 THxHIB
(incymin). Yepe3 48 TIWKHIB Npu JAOJaBaHHI /0 CHUTArINTHUHY (3 MeTdopmiHOM abo 6e3)
BIJIKOPUTOBaHa cepeHs 3MiHa BiJl TOYATKOBOIO PiBHA JuId Aanariidiao3uny y 1o3i 10 mr i mianebo
cranoBuna —0,30 % ta 0,38 % BianmoBigHO. Y JOCHIPKEHHI 13 JI01aBaHHAM MeET(OpPMIHY
3meHmeHHss HbAlc 30epiranocst uepe3 102-my TkHI (BiAKOpHrOBaHa cepeAHs 3MiHa BiX
novyarkoBoro piBas —0,78 % Ta 0,02 % mus mikapcekoro 3aco0y y nmo3i 10 mr ta miane6o
BianoBigHO). Yepe3 104 TwKHI NpH 3aCTOCYBAaHHI 1HCYJiHY (3 JOJAaTKOBUM 3aCTOCYBAHHSM
MepopaIbHUX IIYKPO3HIKYBAIBHUX JIIKAPCHKUX 3ac00iB 200 0€3) BIIKOpUTOBaHA CEPEIHS 3MiHA BiJ
o4aTKkoBOTro piBHs 3MeHIIeHHss HbA lc cranoBumna —0,71 % ta —0,06 % nns ganarmiduo3uny y 103i
10 mr Ta mname6o BiamoBigHO. Yepes 48 Ta 104 TrkHI A03a IHCYJIHY 3ajdIIaiacs CTaOlLIHLHOKO
MOPIBHSHO 3 MOYAaTKOBUM pIBHEM Yy MAIli€HTIB, AKI OTpUMYBaIX Aanariidio3uH y no3i 10 mr, 1
cTtaHoBuia y cepeaabomy 76 MO/no0y. ¥V rpymi mnanedo cepenHe 301UIbIICHHS 103U CTaHOBUIIO
10,5 MO/noby 1 18,3 MO/no0y BiJ MoO4aTKOBOro piBHA (cepelnHs ao3a craHoBwia 84 ta 92
MO/no06y) uepe3 48 1 104 Tuxui BianoBiaHO. YacTka Malli€HTIB, SIKI MPOJOBKYBAJIU Y4acTh Y
nocmipkenHi yepes 104 tuxHi, cranoBuna 72,4 % y rpyni JikyBaHHA Aanariiguio3uHoM y no3i 10
Mmr 1 54,8 % y rpymi miarneoo.

3acmocyeanns komoOinayii 3 memgopminom paniuie HeriKo8aAHUM NAYIEHMAam

3aranom 1236 panilie HETIKOBaHMX MAlli€HTIB 3 HEJAOCTaTHBRO KOHTPOJIBLOBAHUM AiabeToM 2 TUIy
(HbAlc > 7,5 % 1 < 12 %) Opanu y4acTh y ABOX JOCTIIDKCHHSIX 3 aKTUBHUM KOHTPOJIEM, IO
TpUBaJO 24 TWXXHI, JUIS OLIHKM e(pEeKTHUBHOCTI Ta Oe3neku namarmiduosuny (5 mr abo 10 mr) y
KoMOiHamii 3 MeThopMiHOM JUIsl paHillle HETIKOBAaHMX TMALlI€HTIB MOPIBHSIHO 3 Tepariero
MOHOKOMITOHEHTHUMH JTIKapChKUMH 3aC00aMHu.



JlixyBanHs manariigiao3uHoMm y f03i 10 mr y komoOinanii 3 merdopminoM (1o 2000 mr Ha n00y)
3a0e3nevymwyio  3HauyHe  mokpamanHs ~— HbAlc  mopiBHSHO 3 JIIKyBaHHSM  OKPEMHUMH
MOHOKOMITOHEHTHUMH JIIKapChKUMHU 3aC00aMM 1 CIPUYMHMIIO OiIbIle 3HMKEHHS PiBHS TIIIOKO3U Y
mnasmi  kpoBi Hatme (I'TIH) (mopiBHSHO 3 JKyBaHHAM OKPEMHUMH MOHOKOMIIOHCHTHHUMH
JKapChbKUMHU 3ac00aMM) Ta MacH Tia (TIOPIBHAHO 3 MET(HOPMIHOM).

Kombinoeana mepanis 3 excenamuoom nponroH208aH020 6UBLIbHEHHS

VY 28-TnKHEBOMY MOJBIHHOMY CIIIIOMY AaKTHBHO-KOHTPOJIBOBAHOMY JOCHTIJKEHHI KOMOiHAIis
namarmiJo3uHy Ta €KCEHATHUIy IPOJOHIOBAHOTO BHUBLIbHEHHs (aroict penenropa I[TITT-1)
MOpIBHIOBANACA 3 JIKYBaHHSAM Janarii(io3MHOM OKpPEeMO 1 eKCEHAaTHIOM IPOJOHIOBAHOTO
BHBUIBHEHHSI OKPEMO Y TMAII€HTIB 3 HEAOCTATHHO KOHTPOJILOBAHUM Jia0ETOM Ha MOHOTEparlii
metdopminom (HbAlc > 8 % i < 12 %). ¥V Bcix rpynax JikyBaHHS 3MeHIIUBCS piBeHb HbAlc
MOPiBHAHO 3 TMovaTkoBUM. KomOiHOBaHa Teparis mamariidao3uHoM y 1031 10 Mr Ta eKkceHaTu0M
MIPOJIOHTOBAHOTO BUBLIbHEHHS 3yMOBHIIA 3HAYHE 3HIKEHHA piBHA HbAlc mopiBHIHO 3 MOYaTKOBUM
MIOKa3HUKOM IIOPIBHSHO 3 JIKYBAaHHSAM Janariio3MHOM Ta €KCEHAaTHJO0M IPOJOHIOBAHOIO
BHUBUIBHEHHS OKPEMO.

Pigni enoxosu y nnasmi kposi namuge

3acrocyBanHs namnariidiao3uny y mo3i 10 Mr y Burisai MoHOTepamii abo SK JONOBHEHHS [0
MeThOpMiHy, TIIMeNipuay, MeThOpMiHy Ta CyIb(OHIIICEYOBUHHU, CUTATIINTUHY (3 MeTHOpMiHOM
abo 0e3) abo IHCYNiIHYy 3yYMOBWIO CTaTUCTHYHO 3Hauymie 3HmwkeHHs [TIH (Bim —1,90 no
—1,20 mmounb/nt [Big —34,2 no —21,7 mr/mn]) nopiBHsHO 3 mane6o (Big —0,33 mo 0,21 MMomab/a [Bin
—6,0 nmo 3,8 wmr/mu]). Lleii edexr cmocrepiraBcs y TwKACHb | JikyBaHHS 1 30epiraBcs y
JOCIIJKEHHSX 3 IPOAOBXKEHHAM 10 THXHs 104 BKIIIOUHO.

Komb6inoBana tepanisi manarmigiao3uaoM 10 Mr Ta eKCEHaTHIOM IPOJOHTOBAHOTO BHUBIIHHCHHS
npu3Bena 1o cyrreBimoro 3HmwkeHHs ['TIH na 28 Tmxkui: —3,66 MMomnb/a (—65,8 Mr/am), mopiBHSIHO
—2,73 mmonb/n (—49,2 mr/an) y pasi 3actocyBaHHA Aamariidiao3uny okpemo (p < 0,001) ta —2,54
MMoJIb/1 (—45,8 Mr/ain) y pasi 3actocyBaHHs ekceHaTuay okpemo (p < 0,001).

VY creniaasHOMY JTOCITIIKCHHI y TAIIEHTIB, XBOPUX Ha IyKpoBui miadet, 3 plLIK® Bix > 45 mo
<60 m/xB/1,73 M? nikyBaHHA Janarfi(pIO3MHOM MPOAEMOHCTpyBano 3HkeHHs ['TIH Ha 24-my
tkHi: -1,19 mmons/i (21,46 mr/an) nopiBasiHO 3 —0,27 MMons/n (—4,87 mr/mr) mst torane6o (p =
0,001).

Pigni enoxosu y nnasmi Kpogi niciia nputiomy iici

JlikyBaHHs Aamarmiguo3nHoM y 1031 10 Mr moIaTkoBO A0 JIKYBaHHS TIIMEMiPUIOM CIIPUYMHUIIO
CTaTHUCTUYHO 3HAYYIlle 3HWKEHHS PIBHIB IVIFOKO3U Y IJIa3Ml KpOBI uepe3 2 roJIMHU Miciis Ipuiomy
ki yepes 24 THXHI 31 30epeKeHHIM 1IMX TOKa3HUKIB 10 THXKHS 48.

JlikyBanHs pamariiguo3uHoM y na031 10 Mr y BUIIISAl JONOBHEHHS [0 CHUTArJINTUHY (3
MeTGOopMiHOM ab0 6e3) 3yMOBUIIO 3HMKEHHS PIBHS TIIOKO3U Yepe3 2 TOAMHM MiCis MpUioMy Ki Ha
24-my THXHI, IO 30epiranocs 10 THKHA 48.

KombinoBana Tteparmis ganarmidiao3uHoM 10 Mr Ta eKCeHaTHJIOM IPOJOHTOBAHOT'O BHUBUIbHEHHS
3yYMOBHJIA 3HaUyIll€ 3HW)KEHHS PIBHSI TJIIOKO3H Y 2-TOAMHHOMY MOCTIPAH/I1aIbHOMY TeCT1 Ha 28-My
THKHI TIOPIBHSHO 3 OKPEMHMMH JTIKAPChKUMU 3aC00aMHu.

Maca mina

Hanarmigno3us y n03i 10 Mr sk AOHNOBHEHHS 10 MeT(GOpMiHY, IIiMenipuiay, MeT(opmiHy Ta
CyJb(OHIICEYOBUHHU, CUTATIIIIITUHY (3 MeThOopMiHOM abo 0e3) abo 1HCYIiHY 3yMOBUB CTaTUCTUYHO
3Hayylle 3MEHIIeHHs Macu Tuta depe3 24 twxui (p < 0,0001). Ili edexkrtu 36epiramucs y
JIOBFOCTPOKOBHUX JOCHIKeHHAX. Uepe3 48 THKHIB BIIMIHHICTB BiJl I1ane0o0 y pasl 3aCTOCYBaHHS
nanariihao3uHy SK JTOMOBHEHHS JIO CUTArfinTHHY (3 MeTdopMmiHOM abo 6e3) craHoBuiIa —2,22 K.
UYepes 102 TukHI BIAMIHHICTB BiJ Miane0o y pas3i 3aCTOCYBaHHS Aanarii(uio3uHy sK JONOBHEHHS
10 MetdopMminy abo iHCyiHY cTaHOBMIa —2,14 Ta —2,88 Kr BIANOBIAHO.

B  akTUBHO-KOHTPOJLOBAHOMY  MOCTI/DKCHHI 3  JIOBEIGHHS HE HIKYO0I  €(EeKTHBHOCTI
JIOCIIJIKYBAHOTO JIIKapChKOTO 3aco0y namariipyio3suH sIK JOHNOBHEHHS /10 MeT()OpMiHYy 3yMOBHUB
CTaTUCTUYHO 3HauyIlle 3MEHILIEHHS MacH TiJIa MOPIBHIHO 3 TiimizuaoM: —4,65 kr uepe3 52 tuxHi (p
< 0,0001), mo 36epiranocs uepe3 104 ta 208 tuxkHiB (5,06 kr Ta —4,38 KT BIAMOBITHO).




Kom0Oinamiss  mamarmiguiosuny 10 Mr Ta  eKCeHaTHAY  MPOJIOHTOBAHOTO  BHUBUIBHEHHSA
MPOJICMOHCTPYBAJIa CYTTEBIIIE 3HIKEHHSI MacH TiJIa TIOPIBHSHO 3 TEPAMI€I0 KOXKHUM 13 JIIKApPChKUX
3ac00iB OKpEMO.

Pesynbratu 24-THXKHEBOTO MOCIHIDKEHHS 3 y4acTio 182 maIieHTiB 3 MYKpPOBUM J1a0ETOM, B IKOMY
BUKOPHUCTOBYBAJIM JIBOCHEPTiHY PEHTTEHIBCHKY aOcOpOIiOMETpito Ajs OIIHKH CKJIaxy Tina,
MOKa3aM OUIbIIEe 3MEHIIEHHS MacH Tija Ta KHUPOBOI MacH TiJIa, HXK 3MEHIIICHHS 0€3)KHPOBOi MacH
TiIa YW BTpaTy piAMHU, y TALI€HTIB B TPyIi JKyBaHHS AamariigiaosuHoMm y no3i 10 mr i
MeT(OopMIHOM MOPIBHSAHO 3 Tpymow Iutane6o i merdgopminy. JlikyBaHHs namarmiga3uHoOM Ta
MET(GOPMIHOM 3YMOBUJIO YHUCEIbHE 3MEHIICHHS BiCLUEPaJIbHOI >KUPOBOI TKAHWHU IOPIBHSHO 3
JIKyBaHHAM IUIane6o ta MeThopMiHOM, 3a JaHUMHU CyOOCIIDKEHHS 3 BUKOPUCTAHHSIM MarHiTHO-
pe30HaHCHOT ToMorpadii.

Apmepianbruii muck

3rigHO 3 JaHUMH MONEPETHBO 3aIIAHOBAHOTO 00’ eTHAHOTO aHamizy 13 miane6o-KOHTPOIbOBAHUX
JOCITIJDKEHb, JIIKyBaHHS pganariaiduosmHoM y 1031 10 Mr 3yMOBHUIO 3MiHY CHCTOJIYHOTO
apTepialbHOTO THCKY BiJl BUX1IHOTO PiBHSA —3,7 MM PT. CT. Ta A1aCTOJIIYHOTO apTepialbHOTO TUCKY
—1,8 MM pr. cT. mopiBHsHO 3 —0,5 MM pT. cT. mius cuctoiiyHoro Ta —0,5 MM prT. CT. mus
J1acTONMYHOTO apTepiaibHOrO TUCKY y Tpymi minanebo y twxaeHb 24. IloxiOHe 3HMKEHHS
CrIocTepiraiocs MpoTAroM yChOro nepioAy TpupaiicTio 10 104 TixHiB.

KombinoBana tepanisi manarmigao3uaoM 10 Mr Ta eKCEeHATHIOM IPOJOHTOBAHOTO BHUBIUIHHCHHS
Mpu3Besa 0 CYTTEBOTO 3HM)KEHHS CHCTOJIIYHOTO THCKY Ha 28 TwxkHi (—4,3 MM pT. CT.) MOPIBHSHO
i3 3actocyBaHHsAM nanarmiduosuHy okpemo (—1,8 mm pt. cT., p < 0,05) Ta 3acTocyBaHHAIM
eKCEeHATH/Iy MPOJOHIOBAHOTO BUBIIBHEHHS OKpeMo (—1,2 Mum pr. cT., p < 0,01).

Y naBox 12-TwKHEBHX IUIANE00-KOHTPOIBOBAHUX JOCTIDKEHHSX ychoro 1062 mamieHTH 3
HEJOCTaTHHO KOHTPOJIbOBAHUM ILIYKPOBUM JAiabeToM 2 THUIY Ta apTepiaibHOIO TilEepPTeH31E0
(He3BaKarO4M Ha TOCTifHE JIIKyBaHHS IHTI0ITOPOM aHTiIOTEH3MHNEPETBOPIOBATIHHOTO (EPMEHTY
(1ATI®) yu 6mokxaTopom penenTopiB anriorensuny Il nepmoro tuny (bPA) B oqHOMY mocmimkeHH1
ta 1AII® yu BPA 3 nmomaBaHHSM OJHOTO AHTUTINEPTEH3MBHOIO JIKAPCHKOTO 3ac00y B IHIIOMY
JOCTIPKEHH1) OTPUMYBAJIH JTIKyBaHHs Aanariiduio3uHoMm y 1031 10 mr abo mmane6o. o tuxHs 12
B 000X JOCHIKeHHIX aanariiduo3ud y 1031 10 Mr y koMOiHaIiil 31 3BUYaifHAM aHTH11a0CTHIHUM
JMiKyBaHHSIM 3a0e3neunB MokpaiieHHs piBHI HbAlc Ta 3HMKEHHs (3 MOMpaBKOK Ha IUIanedo)
CHCTOJITYHOTO apTepialIbHOTO TUCKY B cepeiHboMy Ha 3,1 Ta 4,3 MM pT. CT. BiIMIOBITHO.

Y cnemianbHOMY JOCHIDKEHHI Y TaIll€eHTiB, XBopux Ha pniaber, 3 plIK® Big >45 no
<60 m1/xB/1,73 M? niKyBaHHS JanmarmipIO3MHOM IIPOAEMOHCTPYBANO 3HMKEHHS CHCTOJIYHOTO
apTepialbHOTO TUCKY Ha 24 THxHI: —4,8 MM. PT. CT. MOPiBHAHO 3 M1ane6o —1,7 MM. pt. cT. (p<0,05).
I nixemiynuii KOHMPOAL Y NAUIEHMIB 3 NOPYUEHHAM DYHKYII HUPOK cepeoHboe0 cmynens (XpoHiuna
xeopooa nupoxk 34 XXH)(pospaxosana wsuoxicms k1yoouxoeoi ginempauii (pIIIKP) 6i0 > 45 0o
< 60 mn/xe/1,73m%)

EdexTuBHICTh Aanarii¢uio3uHy OLIHIOBAIM TaKOX OKPEMO Y XOJi CIELiaJIbHOTO JOCIIKEHHS 3
YYACTIO MAIiEHTIB i3 IyKpoBUM miabeTom 3 pIIIK® > 45 mu/xs/1,73M% 10 < 60 mi/x/1,73 M2, sxi
MaJId  HEJOCTaTHIM  IJIIKEeMIYHUH KOHTPOJIb MpHU  3BUYAWHOMY JiKyBaHHI. JIiKyBaHHs
nanariigio3MHOM Hpu3Beno 10 3HmkeHHs HbAlc 1 Macu Tis1a mopiBHSAHO 3 miianeoo.

Iayieumu 3 nouamxosum pienem HbAlc > 9 %

VY Xoni momnepenHbO 3alJIaHOBAHOTO aHAJI3y y MalIeHTIB 3 movyarkoBuM piBHeM HbAlc > 9.0 %
MOHOTepamist ganarii¢io3uHoM y n03i 10 Mr (BiZKopuroBaHa cepefHsl 3MiHa BiJ MOYaTKOBOTO
piBas: —2,04 % Ta 0,19 % npu 3acTtocyBanHi nanarmidio3uny y 1031 10 mr 1 rurame6o BiAMOBIIHO)
Ta 3aCTOCYBaHHS JAanariiao3uHy JOOJATKOBO [0 JIKyBaHHS MeT(POPMIHOM (BiIKOpUIOBaHA
cepeqHs 3MiHa BiJ nmoyarkoBoro piBHsA: —1,32 % Ta —0,53 % mnpu 3actocyBanHi ganariiao3uHy 1
1ane0o BiAMOBIAHO) MPU3BOAUIIO 10 CTATUCTHYHO 3HAYYIIOTO 3HMKEeHHs piBHIB HbAlc Ha THxkHi
24,

Cepyego-cyOuHni ma HUpKogi pe3yibmanu

BronuB  pamarmiduosuny  Ha  cepueBo-cyauHHi  noaii  (DECLARE) - ue wmibxHapoane
0araTolEHTPOBE PaHIOMI30BaHe MOJBIHHE CIIiNe I1ae00-KOHTPOIbOBAHE KIIIHIYHE JTOCIIKSHHS,
0 TPOBEICHE /I BWU3HAYCHHs BIUIMBY Janariidiio3uHy TOPIBHSIHO 3 Iianedo Ha CepIieBo-
CYIWHHI pe3ynbTaTd, MpU J0JaBaHHI A0 MOTOYHOI 0a30BO1 Tepamii. Yci MalieHTH Malu IIyKpOBHUI
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niaber 2 Thmy Ta iHIN IIOHAWMEHIE JBa JONATKOBI (DaKTOpU PHU3UKY CEPILEBO-CYTUHHUX
3aXBOpPIOBaHb (BIK > 55 poKiB /11 40JIOBIKiB a00 > 60 poKiB /ISl J)KIHOK 1 OJTHE 200 KiJIbKa 3 TaKUX
CTaHIB SIK AMCIIMiJEMisi, apTepiayibHa TiMepTeH3is ado HasBHE TIOTIOHOMAIIHHSA) a00 BCTaHOBIIEHI
CepLEeBO-CYANHHI 3aXBOPIOBAHHS.

Cepen 17160 pangomizoBanux mnamieHTiB, 6974 (40,6 %) mamu BHSBIEHI CeplEBO-CYIHHHI
3axBoproBaHHsA 1 10186 (59,4 %) He Maiu BCTAaHOBIIEHOTO CEPLEBO-CYAMHHOIO 3aXBOPIOBAHHS.
8582 marrienTr Oynu paHAOMI30BaHi 10 qanariiao3uay B go3yBanHi 10 mr i 8578 mo miane6o, i 3a
HUMHU CIIOCTEPIrajy NpoTAroM Meaianu B 4,2 poky.

Cepenniil Bik mocmijKyBaHoi momyisimii cranoBuB 63,9 poky, 37,4 % Oynu xiHKaMu. 3arajioMm
22,4 % wmanu niabet mpoTsarom < 5 pokiB, cepeiHs TpUBaIicTh Aiabery Oyma 11,9 poky. Cepenne
snauenHs HbAlc 6yno 8,3 % i cepeHe 3HaueHHs iHAeKCy MacH Tina 32,1 kr/m2.

Ha mouarky nocmimxenns 10,0 % mnamieHTiB Majau B aHaMHE31 cepIrieBy HemocTaTHICTh. CepenHe
snauenHs plIK® 6ymo 85,2 mn/xe/1,73 M?, 7,4 % mnanientis mamn pLIK® < 60 mi/xs/1,73 M2, i
30,3 % marieHTiB MaJid MiKpo- a00 MaKpoaabOyMiHYpilO (CIIBBIAHOIICHHS ajlbOyMiH/KpEaTHUHIH Y
cedi [UACR] > 30 go < 300 mr/r a6o > 300 Mr/T BiAMOBIIHO).

binpuricts natientis (98 %) BUKOpUCTOBYBAIU OJUH a00 OLIbIIe 11a0€THUYHUX JTIKApChbKUX 3aC001B
Ha TOYaTKy JOCHIKeHHA, 30kpeMa Merdopmin (82 %), incynin (41 %) i cynbdoHiIceHoBUHY
(43 %).

[lepBuHHUME KOMOIHOBaHUMH KiHIICBUMH TOYKaMH OyB dYac J0 NEpIIOro BUHUKHEHHS OJHIET 3
TaKMX MOJiM SK JIETAIbHUN HACIIJOK Yepe3 CepleBO-CYAMHHI 3aXBOPIOBAHHS, 1H(MAPKT MioKapaa
a0o imeMivyHuid 1HCYIBT (BEMKI HecTIpUATINBI cepreBo-cyauHHi noaii [MACE]), 1 gac 1o nepoi
oJii, 0 BKJIIOYa€e B cebe ToCHiTali3allilo yepe3 cepleBy HeIOCTaTHICTh a00 JeTallbHUN HACTII0K
gyepe3 CepleBO-CyJUHHI 3aXBOPIOBAHHS. BTOPHMHHMMH KiHIEBUMHM TOYKaMH Oyla HHPKOBA
KOMOiIHOBaHa KiHIIEBa TOYKA Ta JETaJbHUIN HACTIOK uepe3 OyAb-aKy MPHUUUHY.

Benuki necnpusamausi cepyego-cyounni nooii

Janarmidao3ud y mo3yBaHHi 10 Mr IpOJIEMOHCTPYBAB pe3y/IbTaT, He Tipiiuid Bix miamnedo (non-
inferiority versus placebo), mis Takux HacHiIKiB SK CEpPIEBO-CYIUHHUN JICTaJbHUN HACIHIJIOK,
iHdapkTy Miokapaa abo imemiuHoro iHCyabTy (ogHOCTOpOHHIH p < 0,001).

Cepyesa Heoocmamuicmos abo cepyeso-cyOUHHUL 1emanbHull HACIi00K

Hanmarmignosun y ao3yBanHi 10 Mr mpoJaeMOHCTpYBaB MepeBary MopiBHSHO 3 mianebo (superiority
versus placebo) y 3ano0iransi rocmiTaiizaimii 4epe3 cepieBy HEeJOCTaTHICTh a00 CEePIIEeBO-CYIUHHOTO
JeTaabHOro HachiAKy. Pi3HuUI B edekTi JikyBaHHs Oyja 3yMOBJIEHA TOCHITAI3AIIEI0 Yepe3 CepLEBY
HEJIOCTATHICTh 0€3 PI3HUIIl Y CEpILIEeBO-CYANHHOTO JIETATLHOTO HACTIAKY.

Kopucth Bia dikyBaHHS Aanarii¢io3uHOM MOPIBHSAHO 3 IJanebo crocTepiraiacs sK y Malli€HTIB 3,
Tak 1 0e3 BCTAaHOBJICHOTO CEPIIEBO-CYJMHHOTO 3aXBOPIOBAaHHS, SIK 13 CEPIIEBOIO HEJIOCTATHICTIO, TaK 1
0e3 cepleBoi HEIOCTaTHOCTI Ha MOYATKOBOMY eTami, 1 Oysla MOCHIIJOBHOIO B PI3HUX MiArpymnax,
30KpeMa 3a BIKOM, CTarTio, pyHKIier0 HUPOK (pLLIKD) 1 perionom.

[TepeBara manarmidnosuHy Haj Tianebo He Oyina mpoaemonctpoBana miusi MACE (p =0,172).
HupkoBy koMOiHOBaHy KIHIIEBY TOYKY Ta JICTAJIbHUH HACIIIOK uepe3 OyAb-iKy NPUYMHY HeE
NEepEeBIPsUIN SIK YaCTHHY NMPOLEAYPH MiATBEPKYBAIbHOTO TECTYBaHHS.

Hegponamisn

Hanarmiiao3uH  3HWXKYBaB 4acTOTy IMOJIH KOMOIHOBAaHOi TOYKM: MiATBEPPKEHOrO CTIHKOTO
3umwkeHHs pLIK®, TepminanbHOi cranii HupkoBoi HenocratHocTi (TCHH), neranpHoro nacmigky
gyepe3 HHUPKOBI a00 cepleBO-CYAMHHI 3aXBOpIOBaHHA. Pi3HWIM MK Tpynamu Oyjga 3yMOBIIEHA
3HIKEHHSIM TMOJIH HUPKOBUX KOMIIOHEHTIB: cCTiiikoro 3HmkeHHs pLIK®, tepminanbHOi crail
HUPKOBOT HEZIOCTATHOCTI 1 JIETAILHOTO HACIIAKY Yepe3 HUPKOBI 3aXBOPIOBAHHS.

BinHomieHHs pu3MKy 10 yacy BUHUKHEHHs Hedpomarii (criiike 3HmkeHHs plIK®, TCHH 1
JeTalbHUN HACTIIOK Yepe3 HHUPKOBI 3axBoproBaHHs) Oymo 0,53 (95 % HAI 0,43; 0,66) nns
nanariig03uHy MOPIBHSAHO 3 TU1aneoo.

Kpim toro, nanarniao3uH 3MEHIINB HOBI €Mi301 CTiMKOI anbOyMiHypii (BiIHOMIEHHS MEX (DYHKIIIH
pusuky 0,79 [95 % I 0,72; 0,87]) i mpu3BiB 10 OibIIOI perpecii MakpoansOyMiHypii (BiAHOIICHHS
Mex QyHkiii pusuky 1,82 [95 % /1 1,51; 2,20]) nopiBHsiHO 3 TU1a11€60.

Cepl1ieBa HEJIOCTATHICTh




Hocnioocenns DAPA-HF: cepyesa nedocmamuicms 30 3HudceHor ¢pakyicio eukudy (PBJIII
<40 %)

JlocnmipkeHHsT  37aTHOCTI  Aamarmiio3nHy — 3amo0iraté  HeOakaHWM — HAcIHiKaM  CepleBoi
uwepocratHocti (DAPA-HF) — 1ie MikHapoaHe 0araTOIEHTPOBE PaHIOMI30BaHE IOABIHHO citine
1a1e00-KOHTPOIBOBAHE TOCIIIKCHHSI, IPOBE/ICHE 3 YYACTIO MAIlIEHTIB i3 CEPIICBOI0 HEJIOCTATHICTIO
(pyskuionansHa  knacudikaumis ~— Hero-Hopkcbkoi — kapmiomoriumoi  acomiauii  [NYHA],
¢ynkuionansHuid kiac 1I-1V) 31 3HmwkeHO0 (pakmiero BUKULY (Ppakiis BUKUIY JTIBOTO IITYHOUYKA
[®BJIII] < 40 %). Meroo 1bOro IOCHIKEHHS OyJlIO BHM3HAUYEHHS BIUIMBY Janariiiio3uHy
MOPIBHSHO 3 Iarne0o mpu JA0JaBaHHI A0 CTAHIAPTHOTO JIKYBaHHS HA YaCTOTY CEPIICBO-CYAHHHOTO
JIETAJIbHOTO HACIIAKY Ta MOTIPIIEHHS CEPLIeBOi HETOCTATHOCTI.

I3 4744 nauienTis 2373 ocobu Oynu paHI0Mi30BaHi A0 TPynu Aanariiio3uny y go3yBansi 10 mr i
2371 — no rpynu 1utanebo, memiana cnoctepexenHs — 18 micsmiB. CepeaHiii BiK AOCTIHKYBaHOT
MOMYJISIIIIT CTAHOBUB 66 POKiB, 77 % Oylu YOJIOBIKAMH.

Ha mouarky pocnimxkenus 67,5 % mnamientiB Oynu BigHeceHl 3a mkamoro NYHA no xmacy II,
31,6 % — mo wmacy III ta 0,9 % — nmo kmacy IV, cepemus ®BJIII cranosmia 32 %, 56 %
BHIAJKIB CEpIEeBOi HeaocTaTHOCTI Oymm imemiyHumu, 36 % — Heimemiunumu T1a 8 % —
HeBioMmoi erionorii. Y KoxHINA rpymi JikyBaHHA 42 % NAaIllieHTIB Majld B aHaMHE31 I[yKPOBUH
niaber 2 tuny, 3 % MaIli€eHTIB y KOXHIN rpymi Oynu kinacugikoBaHi SK Taki, IO CTPaXIAIOTh Ha
IyKpoBHii niaber 2 Tumy Ha ocHOBiI piBHS HbAlc > 6,5 % sk mpu BKIIOYEHHI, Tak 1 IpHU
panaomizanii. IlamienTn oTpumyBanmu craHAapTHe JiKyBaHHS; 94 % Mali€HTIB OTPUMYBAIH
nikyBanHs iAII®, BPA abo iuriditopom penenropa anriotrensuny/Henpuiizuny (IPAH, 11 %),
96 % — OeTa-6mokaropoM, 71 % — aHTaroHicTOM MiHEPaJIOKOPTUKOIMHHUX perentopiB (AMKP),
93 % — nmiyperukom i 26 % Manu iMIUTaHTOBaHUH PUCTPiii (3 pyHKIie0 nediOpunsTopa).

VY nocnimkenns Oynu BkitouyeHi namieHT 3 pLLIK® > 30 mn/xs/1,73 M2 Ha MOYaTKY JOCIiIKEHHS.
Cepenus pllIK® cranosuna 66 min/xs/1,73 M2, 41 % nanientis 3 plIK® < 60 mn/xs/1,73 M? Ta
15 % nanienTtiB maym pILIK® < 45 mn/x8/1,73 M.

Cepyego-cyounHuil 1emaibHull HACIIOOK Ma NO2iPuleHHsl cepyedoi HedOCMamHoCmi

Janmarmigno3un nepeBeplliyBaB Iarnedo moao nomnepeiKeHHs MepBUHHOI KOMOIHOBaHOI KiHIIEBOT
TOYKH CEpUEBO-CYJUHHOTO JIETAIFHOTO HACHiAKYy, TOCHmiTami3amii 3 TNpPUBOLY CepLeBOi
HEJOCTaTHOCTI a0o0 BiABiAYyBaHHS BIJAUICHHS HEBIAKIAAHOI JOMOMOTH 4epe3 CepLEeBY
HegocratHicTh (BP (BigHOomenns pwuswkiB) 0,74 [95 % I 0,65; 0,85], p <0,0001). Edekr
CIIOCTEpiraBcsi paHo Ta 30epiraBcsi MPOTATOM YChOT'O Yacy JTOCIIIKEHHS.

Yci Tpu KOMIIOHEHTH NEpPBHHHOI KOMOIHOBAHOI KIHIIEBOI TOYKHM OKPEMO CIHPHsUIN e(]eKTy
JKyBaHHA. 3apeecTpoOBaHO Maly KUIbKICTh BiJ[BiyBaHb BiJJIIJICHHS HEBIAKIAIHOI JOIIOMOTH Yepes
CepLeBY HEIOCTaTHICTb. BiJBilyBaHHS BIIUIUIEHHS HEBIAKIAIHOI JOMOMOTH 4Yepe3 CEpLEBY
HEJOCTaTHICTH OyJI0 BU3HAUEHO SIK TEPMIHOBE, HE3aIllJIaHOBAHE OOCTEKEHHS JIiKapeM, HAIPUKIIA, Y
BIUTUIGHHI HEBIJIKJIQJHOI JOTIOMOTH, Ta TMOTpebda B JIIKyBaHHI MpU MOTIPIIEHHI CEepLeBOi
HE/I0CTAaTHOCTI (KpiM MPOCTOro 3011bIIEHHS TPUHOMY NEPOPATBHUX A1YPETHKIB).

KinpkicTh nepmux mopii /uist OKpeMHX KOMIIOHEHTIB € (PaKTUYHOIO KIJIBKICTIO MEPIINUX MOAIN st
KO>KHOTO KOMITOHEHTA 1 He JIOJJA€ThCS 10 YKciia Mo/l y KOMOIHOBaHiM KiHLIEBiH TOYII.

YacToTra mojiif mpeacTaBlieHa SK BIIHOIIEHHS KIJTbKOCTI y4acHUKIB 3 mofismu A0 100 marieHTo-
POKIB CITOCTEPEXKEHHS.

3acTocyBaHHs Janariai(io3uHy TaK0X 3MEHIIWJIO 3arajibHy KUIbKICTh BHITAQJIKIB TOCHiTaNi3aIli 3
MIPUBOAY CEepLEBOi HEOCTATHOCTI (MEPBUHHOI Ta MOBTOPHOI) Ta CEPLIEBO-CYAUHHOTO JIETAIILHOTO
HACJIJIKY; 3apeecTpoBaHo 567 BUNAAKIB y Ipyni ganariidio3uHy NOpiBHSIHO 3 742 BUNaJKaMu B
rpymni mnane6o (BigHomenHs pusukis 0,75 [95 % 1 0,65; 0,88]; p = 0,0002).

Kopucts Big JnikyBaHHs JAanariipyio3MHOM —CIHOCTepirajgach y TMAali€HTIB 13  CEepLEeBOIO
HE/IOCTATHICTIO SIK 13 I[YKPOBHUM Jia0eToM 2 TUIly, Tak 1 6e3 Hboro. 3acTocyBaHHs Janariigio3uny
3HIDKYBQJIO TMEpPBUHHY KOMOIHOBaHY KIHIEBY TOYKY YacTOTH CEpLEBO-CYAMHHOIO JETaJbHOTO
HACJIJIKY Ta TOoTripiieHHs cepueBoi HempocTatHOcTi i3 BP 0,75 (95 % I 0,63; 0,90) y narieHTiB 3
nykpoBuM giaderom ta 0,73 (95 % I 0,60; 0,88) y martienTiB 6€3 IyKpoBOTO AiadeTy.

Kopuctsb Bij nikyBaHHS Janarii)J03MHOM MOPIBHIHO 3 IUIAe0o 111010 NepBUHHOI KiHIIEBOI TOUKU
TaKOX MPOCIIJIKOBYBalIach B 1HIIMX KJIIOUOBUX MIArpynax, y T. 4. y HIATpynax i3 CyIyTHIM




JKyBaHHSAM cepleBoi HepocTaTHOCTI, ¢yHKUii HUpok (pILIK®), y miarpymax 3a BikoMm, CTaTTIO Ta
perioHoM.

Pezynomamu  nikysanusa, wo  nOGIOOMAAIOMbCA  NAYIEHMAMY, —  CUMAMOMU  Cepyesoi
HeooCcmamuocmi

BrmB ganarniio3uHy Ha CHMIITOMH CEPIIEBOI HEAOCTATHOCTI OI[IHIOBAJIM 3a 3arajbHUM 0aiom
cumnToMiB KaH3aChKOro ONMUTYBaIbHUKA JUIS OL[IHKH MamieHTiB i3 kapaiomionariero (KCCQ-TSS),
SKUN BU3HAYAE€ YACTOTY Ta TSDKKICTH CHMIITOMIB CEPIICBOI HEIOCTATHOCTI, BKJIIOYAKOYHU BTOMY,
nepudepruyHi HAOpsAKH, 3aAMIIKYy Ta opTonHoe. banu y mianazoni Big 0 g0 100, nmpu 1ipomy OLIBII
BHCOKI OaJiv BiJIIIOBIIA0OTh KPAIIOMY CTaHY 370POB 5.

JlikyBanHs nanariiIo3WHOM MaJl0 CTAaTHCTHYHO Ta KIIHIYHO 3HAUYINY TepeBary IMOPIBHSHO 3
1anedo Npy CUMITOMAax CEepleBOi HEJOCTAaTHOCTI, 10 BU3HAYajacs 3a 3MiHOIO BiJl MOYaTKOBOTO
piBHa Ha 8-my Mmicsni 3a KCCQ-TSS (koediuient nepesaru 1,18 [95 % Al 1,11; 1,26]; p < 0,0001).
VY pesynapTaTax BpaxoOBaHO YACTOTy Ta TKKICTh cuMmnrTomiB. IlepeBara cmoctepiraiacs siK y
MOKpaIIeHHl CHMITOMIB CEpIIeBOi HEIOCTATHOCTI, TaK 1 B 3amoOiraHHi MOTIPIICHHIO CHMIITOMIB
CepIlIeBOl HETOCTATHOCTI.

B ananizax BiAMoBiAeH PECHOHICHTIB YacTKa MAIIEHTIB 13 KIIHIYHO 3HAYYIIUM IOKPAIICHHSIM 3a
KCCQ-TSS uepe3 8 MicsALiB Bij MOYaTKOBOTO piBHS, BU3HAYEHUM 5K 5 OaniB abo Oinbiue, Oyna
BUIIOIO B TPYIIi Janariiao3uHy HOPiBHAHO 3 Tpynoro miaane6o. KiabKicTh MaIli€eHTiB i3 KIHIYHO
3HAYYIIMM TIOTIPIIEHHSIM, BH3HAue€HUM SK 5 OamiB abo Oinpmie, Oyna MEHIIOK B TPyIIi
nanariidio3uHy MOpiBHSAHO 3 rpynoro rianedo. [lepeBaru, mo crnocrepiraiuchk Npu 3aCTOCYBaHHI
nanariigio3uHy, 30epiraivcs MpH BUKOPUCTaHHI OLTbIII KOHCEPBATHBHUX IPAHWUYHHUX MOKA3HUKIB
JUIS OUTBIIMX KJTIHIYHO 3HAYYIIUX 3MiH.

Hegponamis

Crnocrepirasiocss Hebarato mojiii HUPKOBOi KOMOIHOBaHOI KIHIIEBOI TOYKH (MIATBEPIKEHE CTiHKe
samxkenHs piBHs pLLIK® > 50 %, TCHH abo neranpHH HACTIIOK Yepe3 HUPKOBI 3aXBOPIOBAHHS);
yacroTta craHoBuia 1,2 % y rpymi ganaraidnosuny ta 1,6 % y rpyni minane0o.

Hocnioocenns DELIVER: cepuesa nedocmamuicmy i3 ¢ppakyicio sukuoy nieo2o uwiynouka > 40 %
DELIVER (Dapagliflozin Evaluation to Improve the LIVEs of Patients with PREserved Ejection
Fraction Heart Failure, Ouinka 3maTHOCTI manarii¢uio3nHy MOKpaIllyBaTH JKUTTS TALI€HTIB 13
CEepLIEBOIO0 HEJOCTATHICTIO 31 30epekeHO0 (Dpakii€ro BUKHAY) — 1€ MIKHApOJHE OaraToleHTPOBe
paHIoMi30BaHe TOJBIMHE CIIiIe TUIAle00-KOHTPOIHOBAHE JOCITIDKEHHS 3 YIaCTHO MAIli€HTIB BIKOM
> 40 pokiB 13 cepueBoro HepocTatHicTio (II-1V knac 3a knacudikamiero NYHA) 3 ®BJIII > 40 % 1
O3HaKaMH CTPYKTYPHHX IMATOJIOTIN CepIls, METOK SKOTO € BU3HAYCHHS BIUIMBY Jamnarii)io3uHy Ha
4acTOTY BHIIAJKIB CEPIEBO-CYAMHHOTO JIETaJbHOTO HACTIAKY Ta TOTIpIIEHHS Mepediry cepieBoi
HEJIOCTaTHOCTI MOPIBHSAHO 3 IJ1a1e0o0.

6263 y4acHUKHU JOCIIpKEHHs Oyau po3MOAUIEHI Ha TPYNHU: 3aCTOCYBaHHA Janariiao3uHy y 1031
10 mr — 3131 mamieHT; 3acrocyBanHs Tuiane6o — 3132 mamientn. CepenHiil yac criocTepekeHHs
cranoBuB 28 micsmiB. Cepen ydacHUKiB jpochimkeHHs 654 (10 %) mamieHTH Mamu MIATOCTPY
CEpIIEBY HEJIOCTATHICTh (BOHM BHU3HAUYAIOTHCS K PaHAOMI30BaHI IiJ] Yac TOCHiTali3alii 3 MpuBoOIy
cepueBoi HepoctatHOcTi abo mpotsaroM 30 nHiB micng Bumucku). CepenHilt BiK momymnsmii
JOCTIIKEHHSI CTAHOBUB 72 pokH, 56 % marieHTiB OyJIM 40JI0BI1UOT CTaTI.

Ha nouatky nocnimkenns 75 % mnarientiB Oynu BigHeceni fo Il kiacy 3a knacudikarniero NYHA,
24 % — no Il xkmacy 1 0,3 % — mo 1V knmacy. Meniana ®BJIII cranoBmuna 54 %. V 34 % maitieHTiB
OBJIII cranoBuna < 49 %, y 36% — 50-59%, a y 30% — >60%. Y xoxHiil rpymi
nociikeHHss y 45 % manieHTiB B aHaMHe31 OyB LykpoBui aiaGer 2-ro tumy. basoBa Teparis
Bkirouana 1AII®/BPA 1/ inribiTopu penenropa anriorensuny/nenpunizuny (IPAH) (77 %), Gera-
6mokatopu (83 %), niypetuku (98 %) Ta aHTaroHiCTH MiHEpaIOKOpPTHKOIAHUX peuenTtopis (AMKP)
(43 %).

Cepenne 3nauenns plIIK® cranosmmo 61 mn/xs/1,73 M2, V 49 % mnamienTiB nokasauk plIIK®
craHoBuB < 60 mi/x8/1,73 M2, y 23 % — < 45 mn/x8/1,73 M, a y 3 % — < 30 mi/xB/1,73 e
JNanarmiduio3nH mepeBaxaB Tuianed0 y 3HMIKEHHI YacTOTH TEPBUHHOI KOMOIHOBaHOI KIHIIEBOL
TOYKH CEpIEBO-CYIMHHOTO JIETaJbHOTO HACTIAKY, TOCIiTami3amii 3 MpUBOAY CepLeBOi
HEJIOCTaTHOCTI a00 TEPMIHOBOTO 3BEPHEHHS 3a MEAWYHOI JIOTIOMOTOI0 4Yepe3 CepIeBY
HenocratHicts (BP 0,82 [95 % /11 0,73, 0,92]; p = 0,0008).




Hamnarmi¢no3uH nepeBaxkaB IJanedo y 3MEHIIEHHI 3arajibHOl KiJIBKOCTI MOJil, MOB’s3aHHMX i3
CEPIICBOIO HEIOCTATHICTIO (BU3HAUCHHUX SK IEpIlia Ta MOBTOPHA TOCIITAII3AIlii 3 MPUBOY CEpPILIEBOL
HEJOCTaTHOCTI ab0 TEepMiHOBE 3BEPHEHHS 3a MEIUYHOKI JIOTIOMOTOI0 4Yepe3  CepIeBY
HEJIOCTATHICTh), Ta CEPIEBO-CYAMHHOTO JIETAIBHOTO HACHIAKy. Y rpymi aanariidio3uny Oyio
3adikcoBano 815 Takux mofii, a y rpymi mianed6o — 1057 (BimHomenus pusukiB 0,77 [95 % Ml
0,67, 0,89]; p = 0,0003).

Kopucts Bif NikyBaHHS Janarii(io3MHOM 1010 BIUIMBY Ha MEPBUHHY KIHIIEBY TOUKY MOPIBHSHO 3
ianedo crocrepiranacs y niarpynax nauieHTiB i3 @BJII < 49 %, 50-59 % ta > 60 %. Edextu B
IHIIMX KITIOYOBHX MIATPyINaxX, KaTeroOpu30BaHUX, HAMPHKIAJ, 3a BIKOM, CTarTio, Kiacom NYHA,
piBHeM NT-proBNP, HasBHICTIO YM BiJICYTHICTIO IMiATOCTPOrO CTaHy, a TaKOXX HAsBHICTIO a0o0
BIJICYTHICTIO LIYKPOBOT'O Aia0eTy 2 THITY, TAKOK OyJIM MOCIHIIJOBHUMH.

Pesynomamu nixysaums, nogioomieni nayieHmom, — CUMNMOMU CePYesoi HedOCMAamHOCmi
[MopiBHsiHO 3 mane0o, JiKyBaHHS AanariiJ03MHOM Majo CTATUCTHYHO 3HAYYIYy KOPHUCTh 3 TOUKU
30py CHMIITOMIB CepleBOi HENOCTATHOCTI, sIKa BU3HAYajacs 3a 3MIHOIO 3arajbHOi OLIHKH 3a
Kan3acekuM OonuTyBaJbHUKOM JJis MaiieHTiB 13 kapaiomiomnatiero (KCCQ-TSS) yepe3 8 micsriB
MOPIBHSIHO 3 MOYaTKOBUM piBHEM (koedinieHT nepesaru 1,11 [95 % I 1,03, 1,21]; p = 0,0086). Ha
pE3yNIbTaTH BIUIMHYIIU SIK YaCTOTAa BUHUKHEHHS, TaK 1 TSHKKICTh CHMITTOMIB.

B ananizax BiAMoOBiZell pecrnoH/IEHTIB YacTKa Malll€HTIB, Y SKUX 4Yepe3 8 MICSIIB crocTepiranocs
nomipHe (> 5 OamiB) abo 3nayne (> 14 ©OaniB) noripmenHs ouinku KCCQ-TSS mnopiBusHO 3
IIOYaTKOBUM piBHEM, OyJia HIKYOIO B TPy JiKyBaHHs Janariidiao3unom; y 24,1 % mnauieHTiB, sKi
oTpuMyBaiu npanariiduiosud, ta 29,1 % mnamieHTiB, AKi OTpuMyBanM Iutanedo, BiI3HAYAIOCA
nomipHe moripmeHHs (BigHomenHs manciB 0,78 [95 % I 0,64, 0,95]). Bognowac y 13,5 %
namieHTiB rpynu ganariigiao3uny ta 18,4 % mamieHTiB rpymu mianedo crocTepiraaocs 3HadHe
noripiienHs (BiaHomenHs mancis 0,70 [95 % I 0,55, 0,88]). UacTku marieHTiB 3 HE3HAYHUM 200
MOMIpHUM ToJinmenassM (> 13 ©OaniB) abo 3HauHMM moMiMmeHHsM (> 17 0amiB) y Tpymax
JOCITIJDKEHHS HE BIIPI3HSIIHCS.

Cepyesa neoocmamuicmso y oocnioxcennusix DAPA-HF i DELIVER

3a pe3ynbratamu 00’ eaHaHoro anamizy gociikenb DAPA-HF 1 DELIVER y pasi 3actocyBaHHs
nanariaidio3uHy TOpiBHAHO 3 Tutane6o BP komMOiHOBaHOT KiHIIEBOT TOYKH CEpPIIEBO-CYIUHHOTO
JETAIbHOTO HACHiAKY, TOCHiTami3anii 3 MPUBOAY CEpPLEBOi HEAOCTAaTHOCTI abo TEpMiHOBOTO
3BEpHEHHS 32 MEIUYHOIO0 JIOTIOMOTOI0 4epe3 ceplieBy HemoctatHicTh craHosmwio 0,78 (95 % I
0,72, 0,85), p < 0,0001. Edext nikyBaHHs OyB HOCHIIOBHMM Y BchoMy nianazoHi @BJIII 6e3
nocnabnenns edexty 3anexno Bix OBJILLI.

3rigHo 3 pe3yabTaTaMH MOIEpeIHbO BU3HAYEHOro 00’ e€qHaHoro aHamizy gociimkens DAPA-HF i
DELIVER npanarmiduio3uH, TOpIBHSHO 3 TIUIane0o0, 3HIKYBaB PH3UK CEPIEBO-CYJIUHHOTO
netansHoro Hachiaky (BP 0,85 [95 % M1 0,75, 0,96], p = 0,0115). O6uaBa nocnimkeHHsS 3po0uin
BHECOK y BU3HaU€HHS €()EeKTUBHOCTI.

XpoHiyHa XBOpPOOa HUPOK

JlocaikeHHss BIUIMBY Janariio3MHy Ha HHUPKM Ta Ha JIETAIbHICTh 4Yepe3 CepLEeBO-CYAMHHI
3aXBOPIOBAHHs Y MAlli€HTIB 13 XpOHIYHOIO XBOpoOoro HHUpok (DAPA-CKD) Oyno MiKHapoaHUM
0araTtoneHTPOBUM PaHAOMI30BaHUM IOJIBIMHO CIIMUM IUIalle00KOHTPOIBOBAHUM JIOCIIKEHHSIM 3
Y4aCTIO TIAIIEHTIB 3 XPOHIYHOIO XBOpo60oIo HUpoK (XXH) 3 plLIK® Bix > 25 10 < 75 Mi/xs/1,73 m?
ta anpoyMminypieto (UACR Big > 200 go < 5000 mr/r), MeTOIO SIKOro OYys0 BU3HAYEHHS BILIMBY
nanariidio3uHy TOPIBHSHO 3 TUIane0o TpU JI0JlaBaHHI MOTO 10 CTaHIAPTHOTO JIKYBaHHS Ha
4acTOTy KOMOIHOBaHOI KIHIIEBOI TOUKM — cTiiikoro 3HkeHHs plIIIK® na > 50 %, TepmiHanbHOI
cranii HupkoBoi HemoctatHocTi (TCHH) (Bu3HauaeThes sk cridika pIIIK® < 15 mu/xs/1,73 M2,
JKYBaHHS XPOHIYHUM JiaTi30M a00 TpaHCIUIAaHTAIllsl HUPKH ), JIETATLHOTO HACHIIKY Yepe3 CepIieBo-
CYAMHHI 200 HUPKOBI 3aXBOPIOBAHHS.

I3 4304 yuacHukiB gociimkeHHs 2 152 mamientu Oyau paHIOMI30BaH1 J0 IPYHH 3aCTOCYBaHHS
10 Mmr pamarnmigmosuny i1 2 152 — no rpynu miane0o, MeliaHa CHOCTEpEXEHHS CTaHOBMIIA
28,5 micsms. JlikyBaHHs TpuBaino, skmo piBeHs pIIIK® samxysascs Hmxde 25 mn/xs/1,73 M2
IPOTSTOM JOCHTIJKEHHS, Ta MOTJIO TPUBATHU Y pa3l BUHUKHEHH MOTpedu y Aiamisi.

Cepenniii BiK AOCHIKyBaHOI momyJsiii ctaHOBUB 61,8 poky, 66,9 % y49acHUKIB JOCIIKEHHS
Oynu yonoBikamu. Ha mouatkoBomy piBHI cepenne 3HaueHHs pLLIIK® cranosuno 43,1 mn/xs/1,73
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Mm%, a meniana UACR cranoBuna 9493 mr/r, y 44,1% nauientis Bigznayanacs pLIK® Bix 30 1o

<45 mn/xe/1,73 M%, a 'y 14,5 % pllIK® cranoBuna < 30 mi/xe/1,73 M2 Y 67.5 % mariienTiB OyB
nykpoBuii miaber 2 tumy. [lamientn oTpumyBanu crtaHmaptHe JikyBaHHsA; 97,0 % marlieHTiB
orpumyBaiu JikyBaHHs 1AIID abo BPA.
HocnimkenHs Oylo IPUMHHEHO JOCTPOKOBO JJISl OI[IHKK €(EKTUBHOCTI JI0 3aIVIAHOBAHOTO aHAIII3Y
Ha TIJACTaBl PEKOMEHJAIlli HEe3aJIeKHOTO KOMITETy 3 MOHITOpUHTY pAaHuX. Jlamarmidiosun
MepeBeplIyBaB IuIanedo MIOAO0 TMOMEPEKEHHS MEePBUHHOI KOMOIHOBAaHO! KIHIIEBOI TOYKH —
crifikoro 3HmwkeHHs pIIIK® wa > 50 %, qocIrHeHHS TEpMiHAIBHOI CTail HUPKOBOI HEIOCTATHOCTI,
JeTaJbHOTO HACIHIJKY 4Yepe3 HUPKOBI ab0 CepleBO-CYAMHHI 3aXBOPIOBAHHA. 3TiAHO 3 Tpadikom
Kamnnana — Meiiepa yacy 10 nepiioro BUHUKHEHHS IEPBUHHOI KOMOTHOBAHOT KIHIIEBOI TOUKU e(heKT
JKyBaHHS OYEBUIHUH 3 4 MicALiB Ta 30epiraBcs 0 KiHIIS JOCTIKSHHS.
VYci 4oTUpH KOMIIOHEHTH TEPBUHHOI KOMOIHOBAaHOI KIHIIEBOI TOYKH OKPEMO CHPHSUIH e(EeKTy
nikyBanHs. [lanmarnipno3uH TakoX 3HMKYBAB PU3UK MOJii KiHIIEBOI TOUYKA — CTIHKOTO 3HIKEHHS
pIK® na > 50 %, TepmiHanbHOI cTa(li HUPKOBOI HEOCTATHOCTI a00 JIETAIBHOIO HACTIAKY 4Yepes
HUPKOBI 3aXBOPIOBAHHS Ta KOMOIHOBAHOI KiHIIEBOI TOYKH — JICTATLHOTO HACIIIKY Yepe3 CeplieBo-
CyIMHHI 3aXBOPIOBaHHS Ta ToCHiTam3amii 3 TPUBOAY cepleBoi HemocTaTHocTi. JIiKyBaHHS
nanariiI03MHOM IMOKPALIIIIO 3arajlbHy BH)KUBAHICTh Y MAIIEHTIB 13 XPOHIYHOIO XBOPOOOIO HUPOK
3 IOCTOBIPHUM 3HI)KEHHSAM YacTOTH JIETAIBHOTO HACHIJKY 3 OY/Ib-sIKOT IPUYMHH.
[lepeBaru mikyBaHHS Manarii(Io3MHOM y MAIEHTIB i3 XPOHIYHOIO XBOPOOOIO HUPOK i3 I[YKPOBUM
niaberoM 2 TuIy BIANOBIAANM TakMM Yy TalieHTiB 0e3 IfykpoBoro aiadetry. amarmidmozun
3HIKYBaB TEPBUHHY KOMOIHOBaHy KiHIIEBY TOUKy — cTilike 3HmkeHHS pLIK® na > 50 %,
JOCSITHEHHS TEPMIHAJIBHOI CTaJ1ii HUPKOBOI HEJIOCTATHOCTI, JIETATbHUI HACHIIIOK Yepe3 HUPKOBI 200
cepleBo-CyanHHI 3axBopioBaHHs — 3 BP 0,64 (95 % /I 0,52; 0,79) y mnamieHTiB 3 IyKpOBUM
niaberom 2 Tuny Ta 0,50 (95 % 1 0,35; 0,72) y namieHTiB 6€3 yKpoBoro aiadery.
[lepeBaru mikyBaHHS namariiIO3MHOM HajA TUIAe0o0 II0A0 MEPBHHHOI KIiHIEBOI TOYKH TaKOXK
Oy TMOCHIJOBHUMH B IHIIMX KJIIOYOBHMX MiArpymax, 30kpema y miarpymnax 3a pLIK®, Bikowm,
CTaTTIO Ta PETIOHOM.

iTH
Llykposuii diabem 2 muny
VY KJIiHIYHOMY JOCHIIKEHHI 3 y4acTio marfieHTiB BikoM 10-24 poku 3 IyKpOBHUM Jia0eToM 2 TUITY
39 narriedTiB OyJI0 paHIOMI30BaHO J0 TPYIH 3aCTOCYBaHHS jJanariiduiosuny 10 Mr sk 101aTKOBOTO
JIKyBaHHS 10 MeT(hOpMiHy, 1HCYIIHY a00 KoMOiHalil MeT(hOopMiHy Ta IHCYJiHY, a 33 malieHTH —
1o rpynu mane6o. Ha MomenT pangomisaritii 74 % narieHTiB Oynau Bikom 10 18 pokiB.
CkopuroBaHa cepenHss 3MiHa BiJ modatkoBoro piBHS HbAlc y rpyni 3actocyBaHHs
nanariiduio3uHy BigHOCHO Tuianiebo no TwkHa 24 cranoBwia —0,75 % (95 % Jl [noBipumit
iaTepBai| —1,65; 0,15). V Bikosii rpymi < 18 pokiB ckopuroBana cepenss 3miHa HbAlc y rpymi
namariiiao3uny BinHOCHO Twianebo cranosuina —0,59 % (95 % I —1,66; 0,48). YV BikoBiii rpymi
> 18 pokiB ckopuroBana cepeans 3miHa HbA1c Bix nmodatkoBoro piBHs ctaHoBuia —1,52 % y rpymi
3actocyBaHHs namnarmidio3uny (n = 9) 1 0,17 % y rpymi 3actocyBaHHs 1uianedo (n = 6).
EdexTuBHICTh Ta 6e3meka Oyl CXOKUMH 3 TUMH, 110 CHOCTEPIraJIuCs Y JOPOCTIM momymnsmii, ska
oTpuMyBajla JIiIKyBaHHs jamariiiaosuHoM. besneka Ta mnepeHOCUMICTh Oyiau  J101aTKOBO
MiATBEPKEH] i1 4ac JOCTIKEeHHs 28-THKHEBOTO TPOAOBKEHHS JIIKYBaHHS.
Cepuesa nedocmamuicms ma XpoHiyHa X60poba HUPOK
€Bporeiicbke areHTCTBO 3 JIKapChKUX 3aco0iB BIATEpMiHYyBalio 3000B’S3aHHSA WIOAO HaJaHHS
pe3yNbTaTiB JOCIIPKEHb 3aCTOCYBaHHs Janariipio3uHy B OJHIN abo AEKUIbKOX MIArpynax AiTen
Ui TpOQUIAKTUKU CEpIEBO-CYJAMHHUX YCKJIAIHEHb Yy TAlli€HTIB 13 XPOHIYHOI CEpIEBOIO
HEJO0CTaTHICTIO Ta IPHU JIIKYBaHH1 XPOHIYHOI XBOPOOU HUPOK (TPO 3aCTOCYBAHHS JITSAM AMB. PO3/LI
«ditm»).
Dapmaxokinemuka
BcMokTyBaHHSA
Jlanarmi¢uo3uH MBHUIKO 1 J00pe BCMOKTYBaBCs MICIIs NEPOPATBLHOTO 3aCTOCYBaHHSA. MakcuMambH1
KOHIeHTpanii ganarmidnao3uny y ruiasmi KpoBi (Cmax) 3a3BHYail JgocsSTamics MPOTATOM 2 TOIUH
MiCIsl 3aCTOCYBaHHS JiKapchkoro 3acoOy Hartmie. CepenHi reoMerpudHi 3Ha4eHHS Cmax 1 AUC,
nanariiao3uHy MpH JTOCSITHEHHI pIBHOBAYKHOI KOHIIEHTpALlii Micist 3aCTOCYBAaHHS Janariigio3uny
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B f03ax 10 mr oauH pa3 Ha n00y craHoBwin 158 Hr/mi i 628 Hr Toa/mi BiAmoBigHO. AGCOMIOTHA
010I0CTYIMHICTh AanariihIo3uHy MICIIsI MEPOPATBHOTO 3aCTOCYBAHHS JIIKAPCHKOTO 3aco0y y 1031
10 mMr cranoButh 78 %. 3acTocyBaHHS JIIKApCHKOTO 3ac00y 3 1KEI0 3 BUCOKHM BMICTOM >KHPIB
3HIKYBaNIO Cmax Aanarniduio3uny Ha 50 % 1 MoA0BKyBaJIo MOKA3HUK | max IPpUOIM3HO Ha | roguny,
asie He 3MiHIoBao nokasHUK AUC MOpiBHSHO 3 TPUHOMOM JliKapchbKoro 3aco0y Harmie. Lli 3minu
HE BBAXAIOTHCS KIIHIYHO 3HAYYIIUMHU. TakuM YHHOM, JamnariipiasuH MOKHa 3aCTOCOBYBATH
HE3AJIeKHO BiJ MPUAOMY TXKI.

Poznoain

Hanarmi¢no3un 3B’a3yeTbes 3 Olnkamu KpoBi npuOmmu3Ho Ha 91 %. Ilpu pi3HHX 3aXBOPIOBAHHSIX
3B’SI3yBaHHsI JIIKApChKOTO 3aco0y 3 OlIKaMH KpOB1 HE 3MIHIOBAJIOCS (HAIPUKIIAJ MPU TMOPYIICHHI
¢bynkuii HUpoK abo meuinku). CepenHii 00’eM po3moauly Aamariiao3uHy MpH JOCATHEHHI
PIBHOB&)XHOI KOHIIEHTpaIlii cranoBuB 118 1.

Biotpancdopmartis

Janarmiduio3suH MmUPOKO MeTabOi3yeThCsA, Yy TEpIly 4Yepry 3 YTBOPEHHSM Janariidiio3uHy
3-O-rmoKypoHify, o € HeaKTUBHUM Mertabomitom. Hamarmigiosun 3-O-rmiokyponin abo iHImi
MeTaboyliTH He 3a0e3MeuyloTh TJIIOKO303HIDKYBAJIbHY JIit0. YTBOpPEHHsS jJanariidio3uHy
3-O-rmokyponiny omnocepeaxoBane UGT1A9, depmenToM y mediHIi Ta HUpPKax, a MeTaOOII3M,
onocepenkoBanuiit CYP, y nrozeii He BifirpaBaB 3Ha4HOI poJii y KIIIpEHCI.

Busenenns

CepenHiii KIHIIEBHIl Mepio/ HAMIBBUBEACHHA 3 IJIa3MU KpOBi (t1/2) Aamarnipo3uHy y 370pOBHX
YYaCHUKIB JOCITI/DKEHHS CTaHOBHB 12,9 TOIWHU TICIS OJHOPA30BOTO NEPOPATBLHOTO MPUHOMY
nanarmidiosuny B go3i 10 mr. Cepenaniif 3aralbHUA CHCTEMHHUN KIIpEHC JHanariiao3uHy,
BBEJICHOTO BHYTPIIIHBOBEHHO, CTaHOBHUB 207 MII/XB.

Jamarmi¢io3uH i MoB’s3aHi 3 HUM METa0OJITH B OCHOBHOMY BHMBOJSTBHCS IUIAXOM EKCKpemii i3
ceuero, mpuuoMmy MeHme 2 % namarnmiiao3WHy BHBOAMTHCS B HE3MiHEHOMY BHIIImi. I[licis
3acTocyBaHHA 103U 50 mMr [14C]-I[anarni(1)J103HHy BuBoamiIocs 96 % nosu: 75 % — 13 ceuero 1 21 % —
3 kasoM. [IpubnusHo 15 % 1031 BUBOAMIIOCS 3 KAJIOM Y HE3MIHEHOMY BHTJISII.

JIiHIHICTD

BrmmuB  nmanarmiio3uHy 30UTBITYBaBCS IMPOIOPIIMHO 30UTBIICHHIO 03 JanariidIio3uHy B
niana3oni Bix 0,1 go 500 mr, a #oro ¢apmMakokiHEeTHKa HE 3MIHIOBAJACcs 3 YaCOM IPU MOBTOPHOMY
N000BOMY JI0O3YBaHHI IPOTATOM JI0 24 THIKHIB.

Oco0nMBi TpyIyu NAIIEHTIB

Lopywenus ¢pynkyii HuUpoK

CepenHsi cucTeMHa €KCIO3MIisA JanariiQiio3uHy y piBHOBaXHOMY cTaHi (20 mr namarmidiao3uny
OJIMH pa3 Ha 100y npotaroM 7 ni0) y MAlli€HTIB 13 I[yKPOBUM J1a0€TOM 2 TUIly Ta MOPYILIEHHSIM
¢GyHKLIT HUPOK JIETKOTO, CEPEeJHBOIO Ta TSHKKOTO CTYNEHIB (10 BU3HAYAETHhCA 3a IJIa3MOBHUM
KJIIpeHCOM iHorekcomny) O0yna Ha 32 %, 60 % Tta 87 % BIANOBIIHO BUIIE 32 TAKy Y MAIIEHTIB 13
IyKPOBHUM Jia0eToM 2 THITY 3 HOPMaJIbHOIO (yHKII€I0 HUPOK. JI060Ba eKCKpeLis TIII0KO3H 13 ceUero
P PIBHOBAXKHIN KOHIEHTpAIii JIKapChbKOro 3aco0y 3HaYHOI MipOI0 3aliexana BiJ QyHKIIi HUPOK
1 ctanoBmia 85, 52, 18 ta 11 r rmoko3n Ha 400y y MaIi€HTIB i3 IYKPOBUM Jia0eToM 2 TUIY Ta
HOPMaJbHOIO (PYHKIII€I0 HUPOK ab0 3 MOpYIIEHHAM (YHKII HUPOK JIETKOrO, CEpeaHbOro abo
TSHKKOTO CTYIEHS BiAMOBIAHO. BrumiB remotianizy Ha €KCIO3HUIIII0 Janariihao3uHy HeBiJOMUH.
BrumB 3HMeHOT HUPKOBOI (PYHKII HAa CHUCTEMHY EKCIIO3UINIO OIIHIOBAJIM Ha TMOMYJISAIIAHIN
¢dapmakokiHeTHuHI Mozeni. BiamoBigHO 10 momepenHix pe3ynpraTiB  3HaueHHs AUC,
MIPOTHO30BaHE Ha IIJCTaBl 3acTOCOBAHOI Mojeni, OyJI0 BHUIIMM Yy TMalLI€HTIB 13 XPOHIYHOIO
XBOPOOOI0 HHMPOK MOPIBHSAHO 3 TAKUM Yy MAI€HTIB 3 HOPMAJIbHOIO (DYHKIII€I0 HUPOK, a TaKOX
CYTTEBO HE BIAPI3ZHSIIOCS Y MAII€HTIB 13 XPOHIYHOIO XBOPOOOIO HUPOK 13 I[YKPOBUM Jl1a0€TOM
2 Tuny Ta 6€3 yKpoBOoro aiadery.

Lopywenus @pynkyii neuinku

V marieHTiB 3 NOpYIIEHHSAM (DYHKIIT MEYiHKH Jerkoro abo cepeaHboro crymnens (kiac A i kiac B
3a knacudikauiero Yaitnaa—I1'10) cepenni 3HaueHHs Cmax 1 AUC pamarmidnosuny Oynu BHIlle Ha
12% 1 36 % BIANOBIAHO TMOPIBHIHO 3 BIAMOBITHUMHU TMOKAa3HUKAMHU Yy 30POBUX YYAaCHHUKIB
JOCTIPKEHHSI B KOHTPOJIbHIM rpymi. Taki BIAMIHHOCTI HE BBa)KarOThCS KJIIHIYHO 3HAYYIIMMH. Y
MAIIEHTIB 3 MOPYLUICHHAM (QYHKLIT MeuiHKu Tsokkoro crynens (kiaac C 3a kiacudikariero Yaitnga—
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IT’10) cepenni nmokasHUKU Cmax 1 AUC manarmignoszuny 6ynu Ha 40 % 1 67 % BiAMOBIIHO BUIIIE,
HDXK Tl % TIOKQ3HUKH y 3JI0POBUX YYACHHUKIB JOCTIPKEHHS B KOHTPOJIBHINA TPYIII.
Layienmu nimnvo20 6iky (= 65 poxis)
VY martienTiB BikoM a0 70 pOKiB KIIIHIYHO 3HAYYIIOTO 301IBIIIEHHS €KCIIO3HIIIT JIIKAPCHKOTO 3aC00y
3aJIe)KHO TUIBKM BiJ BiKy He criocrepiraerbess. OgHaK MOKHA OYIKYBATH MiABHILEHOI €KCIIO3UIIT
JIKapChKOTO 3ac00y y 3B’S3KY 31 3HMKEHHsAM (PYHKIIi HUpPOK 3 BikoM. HemoctaTHbO maHuX mjist
TOTO, 11100 3pOOUTH BUCHOBKH I1I0/I0 €KCIIO3UIIi1 Yy MalieHTiB BikoM > 70 poKiB.

imu
dapmakokiHeTHKa Ta papmMakoguHaMika (TJIIOKO3ypis) y AiTel 3 YKPOBUM /11a0eTOM 2 THITY BIKOM
10-17 pokiB Oynu MOAIOHUMHU 10 THX, IO CHOCTEPITAIHMCI y MOPOCIUX 13 IIYKPOBUM J11a0eToM
2 THILY.
Cmamo
Cepenniii mokasauk AUCss mamarmiduio3nny y )KiHOK, 3a OlliHKaMu, OyB pUOIU3HO Ha 22 % BUIIE,
HDXK Y YOJIOBIKIB.
Pacosa nanesxcnicmo
Hisikux KIIHIYHO 3HAYYIIMX BIAMIHHOCTEH Yy CHCTEMHINH EKCIIO3MINI JIKapChKOro 3acol0y Mix
MPEJCTaBHUKAMHU €BPOIICOiTHOT, HETPOiqHOT 400 MOHTOJIOITHOI pacH HE CIIOCTEPIraiocs.
Maca mina
Excno3unis namarmiao3uny 3HIKYBajacs Mpu 301IbIIeHH] Macu Tina. OTxe, MaieHTH 3 HU3bKOIO
Macow Tila MOXYTh MaTH JEUI0 MiJBHUILIEHY EKCHO3MIII0 JIKapchbKOro 3acoly, a MallieHTH 3
BHCOKOIO Macol0 TiJla — JICHIO 3HIKEHY eKCIO3HUIIII0 JIIKapchKoro 3acol0y. OmHak BIAMIHHOCTI B
€KCIO3UIIlT HE BBAXKAIUCS KIIHIYHO 3HAYYIIUMH.

KuiniuHi xapakTepucTHKH.

Ilokazannusa.

Llyxposuii diabem 2 muny

Jlikapcepkuii 3aci6 Jlarmip® mokasanuit mopocnum Ta AiTAM BikoM Big 10 pokiB mist JmiKyBaHHS
HE0CTaTHBO KOHTPOJIBOBAHOI'O I[YKPOBOT'O J1abeTy 2 TUIly SIK JOIIOBHEHHS /10 TIETU Ta (PI3MUHHUX
HABaHTaXXCHb:

- AK MOHOTepamis, KOJIM 3aCTOCYyBaHHS MET(GOpPMIHY BBAKAETbCSA HEMOXJIMBUM 4epes3
HEMEPEHOCUMICTH JIIKApChKOTO 3aco0y;

-y IIO€JHAHHI 3 IHIIMMHU JIIKapChbKUMHU 3aco0aMHM JUIs JTIKYBaHHs Aia0eTy 2 THIly.

Pesynbratu mociipkeHp MO0 MTOETHAHHS JIKAPChKUX 3aC001B, BIUIMBY HA TJIIKEMIYHUNA KOHTPOIb,
CepLEBO-CYJMHHI Ta HHUPKOBI MOJil, a TaKOX JOCHI[UKEHHs MNONyJsAlii IuB. y po3aiizax
«Oco0amBOCTI 3acTocyBaHHs», «B3aeMopis 3 IHIIMMH JIIKQpCHhKUMU 3acO0aMH Ta 1HIN BUIAU
B3aeMoii» 1 «PapmakoauHaAMIKAY.

Cepyesa Heoocmamuicmo

Jlikapcwkuii 3aci6 Jarmihp® moxasanmit 1opocauM s NiKyBaHHS CHMITOMATHYHOI XPOHiUHO
CEepIIEBOT HETOCTATHOCTI.

Xpouiuna xeopoba Hupox

Jlikapcrkuit 3aci6 Jarmip® nmoxasanuil 10pocauM s TiKyBaHHS XPOHI9HOI XBOPOOH HUPOK.

Ilpomunokazanns.
[TigBuIieHa YyTAUBICTH 10 11F0UO0T peYOBHHU 200 A0 OY/b-SIKO1 13 JOMOMIKHHUX PEYOBHH.

B3aemooia 3 inwumu nikapcoKumu 3acodamu ma iHuwii 6UOU 63acMO0ill.

dapmakoarHAMIYHI B3aEMOJTIT

Jiypemuku

3acTocyBaHHS JanarmiQuio3uHy MOKe 30UTBIIMTH IypeTUYHUN €(PEeKT Tia3uTHUX 1 TMETIbOBUX
J1ypeTUKiB, a TaKOX MOXKe 30UIBLIMTH PU3MK PO3BUTKY JeTifpaTauii Ta apTepiajbHOi TiMOTeH3ii
(nuB. po3aia «OcoOIMBOCTI 3aCTOCYBAHHS).

Incynin ma 3acobu, wo NOCUNIOIOMb CeKPeyito iHCYIiHY

[HCcyniH Ta 3acobu, 10 MOCHIIIOIOTH CEKPEeIil0 IHCYINIHY, Takl SIK JIKapchbKi 3aco0u 13 TpymnH
Cy/b(OHIICEUOBUHH, CIIPUUYHUHSAIOTH PO3BUTOK TiMoriikemii. TakuM YMHOM, A7 3HWXKEHHS PU3HUKY
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PO3BHUTKY TiNOIJiKeMii MpHU 3acTOCyBaHHI B KOMOiHamii 3 JamariiyJO3MHOM Y MAIli€HTIB 13
IIYKPOBUM Jia0eTOM 2 THUITY MOXKE€ OyTH JOIUIFHUM 3aCTOCYBaHHS OLIBII HU3BKUX /103 IHCYIIIHY a00
3ac00iB, M0 MOCWIIOIOTH CEKpeIito iHCymHy (auB. po3ain «Crocid 3acTocyBaHHS Ta JTO3U» Ta
«IToGi1uH1 peaxirii»).
dapMakoKiHETHYHI B3aEMOIT
Merabomnizm ganariaiio3uHy MpPOXOAWTh B OCHOBHOMY NUISIXOM KOH IOTaIlli 3 TIFOKYPOHIZIOM,
ornocepenkoBaHoi Y J|®-rmokyponinrpanchepazoro 1A9 (UGTL1A9).
VY Xxoxi mpoBeAeHHs JOCIIKeHb B yMOBax iN Vitro mamarmio3uH HE MPUrHidyBaB i30(epMEHTH
muroxpomy P450 (CYP) 1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4 ta ne innykyBaB CYP1A2, CYP2B6 a6o CYP3A4. TakuMm 4yMHOM, HE OYIKYETHCS, IO
nanariiao3uH 3MIHIOBaTHME METa0OJIIUHUI KIIPEHC OJHOYACHO 3aCTOCOBYBAaHUX JIKApCHKUX
3aco00iB, 110 META0O0MI3YIOThCS IIUMHU (hepMEHTAMHU.
BruB iHIIMX JIiIKAPCHKUX 3ac00iB Ha Janariidao3uH
JlocmipkeHHsT 3 BHBUEHHS B3a€MOJIi, TPOBEIEHI 3 Yy4YacTI 3J0POBUX JOOPOBOJIBIIB 3
BUKOPDHUCTAaHHAM B OCHOBHOMY OJHi€i 103U JiKapchbkoro 3aco0y, cBig4ath Mpo Te, IO
(dapMakokiHeTHKa Jganarimiao3uHy HE 3MIHIOETBCA I Ji€0 MeTGOpMiHY, IOTJITa30HY,
CUTAarJNTHHY, TJIMENipuay, BOIIO03y, TiApoXJiopoTiasuay, OyMmeTaHiqy, BaicapraHy abo
CUMBACTATHHY.
[licns oxgHOWacHOTO 3acTOCyBaHHS nanarmiruo3uHy 3 pudaMminuHoM (IHAYKTOPOM pi3HHX
aKTUBHUX TEPEHOCHUKIB Ta ()epPMEHTIB, IO MeTaboNi3yI0Th JIKApChKiI 3ac00M) crocTepiraiocs
3HmKeHHs Ha 22 % cuctemuoi excno3unii (AUC) manarmiduo3uny, ane 6e3 KIiHIYHO 3HAYYIIOl 1ii
Ha JOOOBY EKCKpELil0 TIIOKO3M 13 cedyero. KopuryBaHHS 103U He peKOMeHayeTbes. KitiHiuHO
3HAYYIIOTO e(eKTy MpH 3aCTOCYBAaHHI JIIKAPCHKOTO 3aco0y 3 IHIIUMH IHAYKTOpamH (HAIpHKIA,
kapOamazeniHoM, ¢eHiToiHOM, peHoOapOiTaIoM) He OHIKY€EThHCS.
[Ticns ogHOYACHOTO 3acTOCYBaHHS namariiao3uHy 3 Me(eHaMOBOIO KHCIOTO (iHTiOiTOpoM
UGT1A9) crnioctepiranocs 301IbIIEHHS] CHCTEMHOI eKCro3uIlii qanariiduosuny Ha 55 %, ane 6e3
KIIHIYHO 3Hauyymoi Aii Ha J000BY EKCKpELilo TIIOKO3W 3 cedeto. KopuryBaHHS 103U HE
PEKOMEHIYETHCS.
BrmB nanarmidio3uHy Ha iHII JiKapchKi 3aco0u
Hamarmigno3un mMoxe 301IbIIyBaTH BHBEICHHS JIITIIO HUPKaMH, a PIBEHb JITIIO Y KPOBI MOXKe
sHm3uTucs. [licnst mouaTKy 3acTocyBaHHs Janariiio3uHy Ta 3MiHM JIO3M CJiJ  dYacTimie
KOHTPOJIIOBATH KOHIIEHTpPALlil0 JITiI0 y cupoBaTii KpoBi. HeoOXinHO HampaBisTH Nali€HTa 10
JKaps, SIKKA IpU3HAYUB IIpenapar JiTiko, 111 KOHTPOJIIO KOHIIEHTpALlii JIITII0 Y CHPOBATIIi KPOBI.
B nocnikeHHSX 3 BUBYEHHS B3a€MOJil, NPOBEIEHUX 3 YYacTIO 3J0pOBUX JOOPOBOJIBIIB 3
BUKOPHUCTAHHSIM B OCHOBHOMY OJIHI€1 O3 JIKapChKOTro 3acoly, mamariiyiosuH He 3MiHIOBaB
(bapMakoKiHETUKY MeT(OpMiHy, MIOTNIITa30HY, CUTArIINTHHY, TIIMENipuay, TiApoXJIOpOTia3uiy,
OymeraHify, BajcapTraHy, Turokcuny (cyocrpary P-gp) i Bapdapuny (S-Bapdapuny, cyobcTpaTy
CYP2C19) abo anTHKOarynsHTHi edekTd BaphapuHy, II0 OIIHIOBAIKCA 3a MIDKHAPOIHUM
HopMmattizoBanuM BimHomeHHsM (MHB). Tloemnanust pazoBoi nmo3m mamarmiduozuny 20 mr ta
cumBactatuny (cyocrpary CYP3A4) npusBomuno 1o 30insimenns AUC cumBactatuny Ha 19 % i
30impmenass AUC cumBactaTiHOBOT KuciaoTH Ha 31 %. 30imbIIeHHsT €KCIO3MINI CUMBACTAaTHHY i
CHUMBACTaTMHOBOI KMCJIOTH HE BBAXKAETHCS KIHIYHO 3HAUYIIUM.
BruiuB Ha pe3ynbTaty aHanizy Ha 1,5-anrigpornynuTon (1,5-AG)
MOHITOPHHT TIIKEMIYHOTO KOHTPOJIO 3a J0omoMoror aHamizy Ha 1,5-AG He pekoMeHAyeThcs,
OCKUTbKY TIOKa3HUKH 1,5-AG € HeOCTOBIpHUMH IS OLIHKH KOHTPOJIIO TITIKeMii y MaIli€HTiB, sKi
npuiiMatoTh iHri6itopu H3KTI2. [ MOHITOPHUHTY TJIiKEMIYHOTO KOHTPOJIIO PEKOMEHIYEThCS
CKOPHUCTATUCH aJTbTEPHATUBHUMH METOJIAMH.

iTH
JlociakeHHs: B3a€EMO/I11 MPOBOMIIN JIUIIIE 3 YYACTIO JOPOCTUX MAIll€HTIB.

Ocobnueocmi 3acmocysans.

3aranbHi MonepeKeHHs

Jlanarmi¢uo3uH He CIiJi 3aCTOCOBYBAaTH MallleHTaM 13 IIYKPOBHM JiabeToM | Tumy (IMB. HUXKYE
«/liabeTHnuHUI KETOAIIUI03)).
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Hopymienns QyHKITIT HUPOK

Uepes oOMexeHU# JT0CBIT HE PEKOMEHAYETHCS TTOYMHATH JIIKYBaHHS ManariidIo3uHOM IMarieHTam
i3 IIIK® < 25 mn/xB.

ykpo3HmwkyBaibHa €hEeKTUBHICTD Hanariiduio3uHy 3aJeXuTh BiJl QYHKII HUPOK 1 3HIKYETHCS Y
narientiB 3 IIK® < 45 mu/xB Ta, HMOBIpHO, BIACYTHS Yy MALli€HTIB 3 TSHDKKHUMH MOPYIICHHSIMHU
¢byakmii HEUpok (mmB. posnin  «Crocid 3actocyBaHHA Ta n03m», «DapMmakonuHamikay 1
«DapMaKOKIHETHKAY).

B omHomMy pochipkeHHI 3 y4acTIO MAIEHTIB 13 IYKPOBUM Jia0eToM 2 THIY 13 MOPYIICHHSM
¢ynkuii Hupok cepeauboro crymnens (ILIK® < 60 mn/xB) moOivHi peakiii y BUTISAAI ITiIBUIICHHS
piBHIB KkpeatuHiHy, (ochopy, maparupeoignoro ropmony (IITI) 1 apTepiambHOi TrinmoTeH3il
CIOCTEpIrajrcs YacTille Y Mali€HTiB, sIKi OTPUMYBAJIN AanariiIo3uH, HK y THX, IKi OTPUMYBaJIH
mwiare0bo.

HopymienHs GyHKINT TEYiHKU

JIoCBia 3acTOCyBaHHS JIIKAPCHKOTO 3ac00y Yy KIIHIYHUX JOCTIPKCHHSIX 3 YYacTIO IAI€HTIB 3
NopyuieHHsAM (QyHKUIi me4yiHku oOmexenuid. Excnosumis manarmiduio3uHy 30UTbIIYETBCS Y
TMAIIEHTIB 3 TSOKKUM MOPYIICHHSAM (DYHKIT TediHku (IuB. po3ainu «Crocid 3acTOCyBaHHS Ta 03
Ta «D®apMaKOKIHETHKAY).

3acToCyBaHHS MAllieHTaM 3 PU3UKOM 3MEHIICHHS 00’eMy MDKKIITUHHOI pinuHU Ta/abo
apTeplaIbHOIO IIIOTEH3ICI0

3aBISKM CBOEMY MeXaHi3My Jii qanariidio3uH 30UIbIIye piBeHb Jiype3y, 0 MOKe MPUBECTH 10
MTOMIPHOTO 3HIKEHHS apTeplalIbHOTO THUCKY, IO CIIOCTEPIraeThCs B KIMHIYHUX JOCIIHKCHHSX (JIHB.
po3ain «Dapmakoannamikay). Lle Moxke OyTu OiIbII BHpPAXEHO y MAIIEHTIB 3 JIy>K€ BHCOKUMU
PIBHSIMH TJIFOKO3H B KPOBI.

Cnig potpumyBaTHCs OOEPEKHOCTI MallieHTaM, Ui SIKAHX 3HUKEHHS apTepiaibHOTO THUCKY,
CIPUYMHEHE 3aCTOCYBaHHSIM Jarnariiao3uHy, MOKe CTAHOBUTH HeOe3IeKy, HalpuKJIal, manieHTaM
3 apTepiaybHOK0 TIMOTEH31€I0 B aHAMHE3i, sIKi MPUHUMAIOTh aHTUTINEPTEH3UBHI JIIKApChKi 3aco0H,
a0o MmarieHTaM JITHBOTO BIKY.

VY BHUMagKax CyIMYTHIX 3aXBOPIOBaHb, IO MOXYTh NMPU3BECTU JI0 PO3BUTKY 3MEHIICHHS 00’eMy
MDKKJIITHHHOI ~ piaMHu  (HampWKiIag,  3aXBOPIOBAHHS  IUTYHKOBO-KHIIKOBOTO  TPAKTY),
PEKOMEHAYEThCS MTPOBOAUTH PETEIbHUI MOHITOPUHT CTYIEHS 3MEHIICHHS 00’ €My MIKKIITHHHOI
pinuau (Hampukian, (isukambHe OOCTE)KEHHs, BUMIPIOBAHHS apTepialIbHOTO THCKY, JIa0OpaTopHi
aHaJIi3u, BKIIOYAIOUM PIBEHb I'€MaTOKPHUTY) Ta PIBHIB eNeKTpouiTiB. [lamieHTam, y SKMX BHUHHUKAE
3MEHILIEHHS 00’€My MIKKJIITHHHOI PIAMHU, PEKOMEHIYEThCS TUMYACOBE NMPUIMHEHHS JIKyBaHHS
nanariiI03MHOM JI0 TOTO Yacy, MOKU 3MEHIIEHHS 00’ €My MIKKIIITUHHOI PIIMHU HE Oy/Je yCyHeHe
(nuB. po3ain «I1oOiyH1 peakiiin).

JliaGeTnyHui KeToanuma03

Bynu orpumani nmoBiAOMJIEHHS IpO piAki BUMagku aiabetuuHoro keroanuaosy (AKA), B Tomy
YUCIl 3arpo3MBOro Ta (DaTaJbHOTO Ui JKUTTS, y MAI[€HTIB, SKI OTPUMYBAJIM 1HIIOITOpH
HaTpii3aJIexHOr0 KoTpaHcnoprepa rioko3u 2-ro tuny (IH3KTI2), y Tomy uncni ganariigao3uH.
VY psal BUNAAKIB CTaH MPOSIBISBCSA aTUIIOBO, TUIBKM MOMIPHHUM IiJIBUIIEHHSM PIBHS TJIOKO3U Y
KpOBi He OubIne HiXK 10 14 mmonb/i (250 mr/an).

SIkmo y malieHTa CIOCTEpiraroTbcs Hecneluu@iuHi CHUMITOMH, Taki SIK HYyIOTa, OJIOBaHHS,
aHopekcisd, OUIb y JKHMBOTI, HaJMIpHAa clpara, yTpyJIHEHE AMXaHHS, CIUIYTaHICTh CBIJIOMOCTI,
MiJBHILEHA BTOMJIIOBAHICTh a00 COHJIMBICTbB, CIIiJi BPaXOBYBAaTH PH3UK PO3BUTKY J1a0ETUYHOIO
KeToanu103y. [Ipu BUHUKHEHHI TaKUX CUMIITOMIB, HE3aJIEKHO BiJI PIBHSI TTIIOKO3U KPOB1, HEOOX1THO
HEeraifHO OOCTEKUTH MAalliEHTa Ha IPeAMET HassBHOCTI KETOALUI03Y.

V marienTiB 3 nmigo3poro Ha JIKA abo mpu Horo aiarHOCTYBaHHI JIIKYBaHHS Janariiio3uHOM CIij
HEeraifHO NPUITMHUTH.

[TamienTam, rocmiTami30BaHUM JIJIsi TIPOBEACHHS BEIMKHUX XIPYPTriuHUX BTpPydYaHb ab0 3 MPUBOIY
CepHO3HMX TOCTPHX 3aXBOPIOBaHb, JIIKYBAaHHS CJIil NPU3YIHUHUTH. Y TaKUX TAalli€HTIB
PEKOMEH/I0BAaHO 3/IMCHIOBAaTH MOHITOPUHT piBHA KeToHIB. [lepeBary BiiiaioTh BHUMIPIOBAHHIO
piBHS KETOHIB Yy KpoBi, a He y ceui. JlikyBaHHS panariiuio3MHOM MOKHA BiJHOBUTH MIicCIIs
HOpMaTi3allii piBHs KETOHIB Ta cTabuIi3allii cTaHy MaIjieHTa.
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[lepen moyaTkoM JiKyBaHHS Aanarii)JI03MHOM CIiJl PO3IIITHYTH (GaKkTOpH B aHAMHE31 MalieHTa, sKi
MOJXKYTb CIIPUSTH PO3BUTKY KETOALUI03Y.

IIpu 3actocyBaHHI Aanarfio3WHy CHOCTEpiraJucs TPHUBAJIUM KeToaluJ03 Ta TpHUBaJIa
nroKo3ypis. Keroarumos micist mpunuHEHHS TpuiioMy Aanariidio3snHy MoKe TPUBATH JIOBIIE, HIXK
OYIKY€TBCS, BUXO/SYM 3 TEPIOJy HAIMIBBUBEACHHS 3 IUIa3MU (IUB. po3ain «DapMaKkOKiHETHKA).
dakTopu, HE3aJIeXKHI BiJ manarmidio3uHy, Taki SK AePIIUT 1HCYIIHY, MOXYTh OyTH 3aaisHl Y
TPUBAJIHX TEpioax KeTOAINI03Yy.

Jlo mamieHTiB, SKi MOXYTh MaTH TMiABUIIECHUN pu3uK po3BUTKY JIKA, Hamexarh MNalieHTH 3
HU3BKUM (YHKIIOHAJBHUM pPE3epPBOM OCTa-KIITHH (HANPHUKIIAM, MALI€HTH 13 IYKPOBUM JiabeToM
2 Ty 3 HU3bKUM piBHeM C-mientuy abo 3 JIATCHTHUM ayTOIMyHHUM niadetoM mopociaux (LADA)
a00 TmaIieHTH 3 MAaHKPEaTUTOM B aHAMHE31), MAIlI€EHTH 31 CTAaHAMH, SIKI MOXXYTh MPU3BOJUTH JIO
0OMEXEHOT0 B)KMBaHHS KI a00 Ba)XKOTO 3HEBOJHCHHS, MAIIEHTH, JO3M IHCYIIHY IS SKHX
3HIKEHI, Ta MAaIli€HTH 31 30UIbIICHOI0 MOTPeOO0I0 B 1HCYIIHI BHACTIIOK TOCTPOTO 3aXBOPIOBAHHS,
XIpypriuHoro BTpy4aHHs a0o0 3JIoBkuMBaHHS ankoroieMm. 3acrtocoByBatu 1H3KTI2 Ttakum
MaIieHTaM Ciija 3 00epeKHICTIO.

BignosmoBatu nikyBanns iH3KTI2 narientam 3 nornepeaHso nepenecenuM JIKA, mo BUHUK mija
yac nikyBanHa iH3KTI'2, He pekoOMeHIy€eThCs, OKPIM BHUIAKIB, KOJIM BUSBICHO Ta YCYHEHO 1HIIHNA
qiTKu# daktop po3BUTKYy [IKA.

Jlani, oTpuMaHi MiJ Yac KIIHIYHMX JJOCIIPKEHb Janariiuio3uHy y TMali€eHTiB i3 I[yKPOBUM
niaberom 1 Tumy, cBimuath mpo te, mo JKA BuHuKae i3 3aragbHo0 4acTtoToro. Jlanarmidno3un He
CIIiJ] 3aCTOCOBYBATH /IS JIIKYBaHHSI MAIIEHTIB 13 IyKPOBUM AiabeToMm 1 THIry.

Hexporuunuit pacuuit npomexunu (ranrpena OypHbe)

[oBimomurszocs PO BUNIAJAKH HEKPOTHYHOTO (HacIUITy MPOMEKUHU (TaKOXK BIIOMOTO SIK TaHTpEHA
@OypHBE) Yy KIHOK Ta 4YONOBIKIB, ki oTpumyBanu iHriditopu H3KTI2 y micnspeectpauiinuit
nepion (muB. po3min «[lobiuni peakiiin). Ile € pigkicHEM, ajge CEpHO3HMM Ta IOTCHIIIHO
3arpoO3JIMBUM JJISl JKUTTA CTAaHOM, IO BHMMAarae TEPMIHOBOIO XIpypriuHoro BTPy4YaHHs Ta
aHTHOI0THKOTEpAITii.

[Tamientam Tpeba peKOMEHIYBaTH 3BEPTATUCS MO MEAUYHY JOMOMOrY, SKIIO Yy HMX BHUHHUKIA
KOMOIHAI[isl TAKMX CHMIITOMIB SIK O1J1b, YyTIUBICTh, €pUTEMA UM HAOPSK Y IIISHII CTATEBUX OPraHiB
M IPOMEKUHH, L0 CYIPOBOJKYIOTHCS FapsuKor0 a00 HE3yKaHHSM.

Tpeba 3HaTH, MO HEKPOTUYHOMY (QacuMiTy MOXKE NepeayBaTH YpOTeHiTalbHA iHQeKuis ado
nepuHeanbHuil adcnec. SIKIO Mio3pror0Th raurpeny MypHbe, 3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y
Jlarmip® HeoOximHO ckacyBaTH Ta HeraifHO po3modaTH JiKyBaHHA (y T. 4. 3 aHTHOIOTHKAMH Ta
XIpypriyHUM BUJAJICHHSIM HEKPOTHYHUX MAc).

Indexmii ce4OBUBIIHNX MUIIXIB

Exckpelist TI1I0KO3H 13 ceuero Moke OyTH OB s3aHa 3 MiJBUIIEHUM PU3MKOM PO3BUTKY iHQEKIT
CEYOBHBIJTHUX NUISXIB; TAKUM YMHOM, MPU JIIKYBaHHI MI€JOHEPPUTY ab0 ypOCENCUCYy MOXKe OyTH
JOLUTBHUM TUMYacOBE MPUIMHEHHS 3aCTOCYBaHHs Janarii(ao3uny.

IarienTH JTITHROTO BIiKY (> 65 pokis)

[amieHTH JITHHOTO BIKY MAlOTh OUTBIIMI PU3MK PO3BUTKY 3MEHIIEHHS 00’€My MDKKIITHHHOI
PILAMHM, a TAKOK YaCTILIE OTPUMYIOTh JIIKYBaHHS JI1ypEeTHKaMHU.

[amieHTH JITHBOrO BIKY YacTillleé MaloOTh MOPYUIEHHS HUPKOBOI (YHKIII Ta/abo OTPUMYIOTh
JIKYBaHHS aHTHUTINEPTEH3UBHUMH JIKAPCBKUMU 3aC00aMM, IO MOXYTh CHPUYUHATH 3MIHU
HUPKOBOT PpyHKIi1, TakuMmu sk 1ATID Ta BPA II Tuny 1.

Jjig maii€eHTiB JITHHOTO BIKY HAJIAalOThCA T1 3K caMl peKOMEH 1allli CTOCOBHO HUPKOBOI (PYHKIIIT, SIK 1
JUIS BCiX TAaIieHTiB (IuB. po3autn «Crocib 3acTocyBaHHs Ta A03U», «OCOOIMBOCTI 3aCTOCYBaHHSY,
«ITo61uHi peakii» 1 «@apmakoarHAMIKAY).

CeplieBa HEJIOCTAaTHICTD

JlocBin 3acTocyBaHHS aanariio3WHy B paMKaxX KJIIHIYHUX JOCIIKEHb MaiieHTam 3 [V kmacom
cepleBoi HerocTaTHOCTI 3a kinacudikamiero NYHA oOmexeHHi.

IadinpTpaTriBHa KapaioMiomaTis

JlocImipKeHHS 3 YJacTIO NAIli€HTIB 13 1HPUIBTPATUBHOIO KAp/110MIONATIEI0 HE POBOAMUIIHCA.
XpoHiYyHa XBOpoOa HUPOK
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BincyTHiil nocBin 3acrocyBaHHsS Aanariiiao3uHy A JIKYBaHHS XPOHIYHOT XBOPOOM HUPOK Y
mamieHTiB 0e3 IyKpoBOro aiabery, siki He MarTh anbOyminypii. IlamieHTn 3 anbsOymiHypi€ro
MOKYTh OTPUMATH OLIBITY KOPUCTH BiJl JIIKYBaHHS Janarii(io3nHOM.

[igBUIIICHHS TEMAaTOKPUTY

[Tig yac mikyBaHHS Janariigio3MHOM CIIOCTEPITranocs MiJBUIIEHHS TeMAaTOKPHUTY (AMB. PO3ILI
«IToGiyHi peakii»). 3a malieHTaMy 3 BUPOKCHUM MiIBUIIEHHSIM I'€MaTOKPUTY CIIiJI CIIOCTEPIraTu
Ta OOCTEKYBATH 1X HA HASIBHICTH OCHOBHOT'O T€MATOJIOTIYHOTO 3aXBOPIOBAHHSI.

AmnyTanii HHKHIX KIHITIBOK

VY OBroCTpOKOBHX MOTOYHUX KIIHIYHUX HociimkeHHsx 3 iHmuMu iH3KTI2 mpu mykpoBomy
niabeTi 2 TUITy CIOCTEPIrajiocss 3pOCTaHHs KUIBKOCTI BHIMAJKIB aMIyTalil HIKHIX KIHIIIBOK
(ToJIOBHUM YMHOM Malblls cromu). HeBimomo, um 1ie edekT Kiacy JiKapchKuxX 3aco0iB. BaxkimBo
PaIUTH TMAIIEHTaM 13 IIYKPOBUM J11a0€TOM CTaHIApTHUH MPOGITAKTHYHUNA JOTJIS]] 32 CTOTOR0, SIK 1
BCIM XBOPUM Ha IyKpOBHIA Jia0erT.

Ouinka 1a00paTopHUX aHaI3iB ceyi

TarienTH, SKi OTPUMYIOTH JTikapchKuii 3aci6 Jlarmid®, MaTuMyTh TIO3UTHBHI pe3ynbTaTH aHAI3Y Ha
TIFOKO3Y B C€4i 3 OTJISAIy Ha MEXaHi3M Jii JIIKapchKOro 3aco0y.

JlakTo3a

TabneTku MicTATh NakTo3y. llamienTam 3 piAKICHUMHU CMIaJKOBUMU MPOOIeMaMU HENEPEHOCHUMOCTI
raJlakTO3W, JIAKTa3HOK0 HEIOCTATHICTIO ab0 MambabCcopOIi€l0 TIIOKO3H-TAIAKTO3H HE CIiJ
3aCTOCOBYBATH 1€ JIiKapChKUi 3acil.

3acmocysanns y nepiod eazimuocmi aéo 200y8anHs 2pyoor.

BariTtHicTh

JlaHuX MO0 3aCTOCYBaHHS Janariidio3nHy BariTHUMH KiHKaMHu Hemae. JloCipKeHHsT Ha [rypax
BUSIBIJIM TOKCHYHUHN BIUIMB JIIKAPCHKOTO 3ac00y Ha HUPKU y XO[1 iX PO3BUTKY B MEPIOJ Yacy, IO
Bignosigae II i III TpumecTpy BaritHOCTI y MoAWHA. TakuM YUHOM, 3aCTOCYBaHHS Jamnariiio3uny
He pekoMeHayeThes mig yac 11 ra Il TpumecTpiB BariTHOCTI.

[Tpu BcTanoBEHHI (haKTy BariTHOCTI JTIKyBaHHS anariiqio3uHOM CIIi IPUITUHUTH.

loxyBaHHS rpyjuULIO

Hesinomo, un mponukae namarmidiao3uH Ta/abo HOro MeTradoNiTH y TPyIHE MOJIOKO JIFOJIUHHU.
HasBHi  pgani, oTpumani y Xoali  ¢apMaKoJOTIYHUX/TOKCUKOJOTIUHUX  JIOCIHIJKEHb,
MPOJIEMOHCTPYBAJIA €KCKPEIliI0 Aanarii(io3uHy/MeTa0oIiTIB y MOJIOKO, a TaKOXK (papMaKoJIOT14HO-
OloCcepe/IKoBaHi epekTH y TMOTOMCTBAa y TepioJl TpPyJHOro ToJyBaHHSA. Pusuk s
HOBOHAPOKEHUX/HEMOBIISIT HE MOXKe OyTH BUKItoueHUH. Jlamarnipio3un He ciiij] 3aCTOCOBYBAaTH
i yac TOAYBaHHS TPYAIIO.

PenponykruBHa dyHKINA

Brnue panarmi¢io3nHy Ha penpoAyKTHBHY (DYHKIIO Y JIFOIMHU HE BUBYANU. Y CaMIiB 1 CaMOK
TBApUH 3aCTOCYBaHHS Jamnariipio3uHy He BIUIMBAJIO Ha (EpTHIBHICTh MpPH 3aCTOCYBAaHHI
JKapchKOTO 3ac00y B OyAb-AKiil TOCHTiTKyBaHIN 1031.

30amuicms eniueamu Ha WEUOKICMb peakuii npu KepyeanHi agmompancnopmom ado inumumu
MexaHizmamu.

Jlikapcekuii 3aci6 Jlarmip® ne BmIMBac ab0 HE3HAYHO BIUIMBAEC HA 3JATHICTh KepyBaTH
TPaHCIOPTHUMHU 3ac00aMHU Ta MpalfoBaTH 3 MexaHi3MaMu. [lalieHTiB ¢ monepeauTy Ipo pU3HK
PO3BUTKY  TIMOIJIKeMii MiJ Yac 3acTOCYBaHHS  Jamnarmipuo3uHy y  TMOe€IHAHHI 13
CyJb(OHIIICEYOBUHOIO 200 1HCYIIHOM.

Cnoci6 3acmocysanns ma 0o3u.

203 YBAaHHSA

Lykposuii diabem 2 muny
PexomenoBana no3a nanarmiao3uHy cTaHoBUTH 10 MT oauH pa3 Ha J100y.
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ITpu 3actocyBanHi namarniao3uHy B KoMOiHawlii 3 iHCyJaiHOM abo 3aco0ami, L0 MOCHIIIOIOTH
CEKpellil0 1HCYITIHY, TaKUMH SIK CYJb(OHUICEUYOBHHA, 3 METOIO 3HI)KCHHS PHU3HKY PO3BUTKY
rimoraikeMii Clijy po3risHYTH MOXIIUBICTh 3aCTOCYBAaHHS HM3BKUX 1103 1HCYJNiHY abo 3aco0iB, 1110
MTOCHITIOIOTHh CEKPEIii0 1HCYIIHY (AuB. po3ainu «B3aemofis 3 1HIIMMU JIIKAPCBKUMHU 3ac00aMH Ta
1HII BUIM B3aeMomii» 1 «[1o0iuHi peakii»).

Cepuesa nedocmamuicms

PexoMenoBana no3a nanariiao3uHy cTaHoBUTH 10 MT oauH pa3 Ha 100y.

XpoHiuna xeopoba HUpoOK

PexoMenoBana no3a nanariiao3uHy cTaHoBUThH 10 Mr oauH pa3 Ha 100y.

Ocobnusi epynu nayienmis

THayiecumu 3 nopywennsam Qyukyii HUpoK

Kopexkist 1031 Ha ocHOBI (DYHKIIIT HUPOK HE MOTpiOHA.

UYepes oOMeKEeHHI JOCBIT HE PEKOMEHIYEThCS TTOUYMHATH JIIKYBaHHS JanariiIo3uHOM HallieHTaM
13 IIK® < 25 mn/xB.

VY marmieHTiB 3 I[yKpOBUM JiabeToM 2 THUIY LYKPO3HMKYBaJIbHA €(EKTUBHICTH Aanariigio3uHy
3HW)KYETBCS, KOJW IMIBUAKICTh KiIyOoukoBoi ¢impTparii (ILIK®D) < 45 mu/xB, Ta, WMOBIpHO,
BIJICYTHS Yy MAaLlI€HTIB 3 TSHKKUMHU MopymeHHIMUA (yHKUii HUpok. Tomy, skmo mokaznuk KD
HUK4e 45 MII/XB, MOTPIOHO PO3TISHYTH MOKJIMBICTH 3aCTOCYBAaHHS JOJATKOBOI TiMOTITIKEMIYHOT
Teparii s Mali€HTiB 3 MyKPOBUM JiabeToM 2 THIY, SKi MOTPEOYIOTh JOJATKOBOTO TITIKEMIYHOTO
KOHTpPOJIO (IuB. po3aiiu «OcolnuBocTi 3acTocyBaHH», «[l061uHi peakiiiy, «PapMakoIHHAMIKA
1 «@apMaKOKiHETHKAY).

Tayienmu 3 nopyuenHam Qyuxkyii neuinku

[MamienTam 3 mopymeHHSM (YHKIIIT TIEYIHKU JIETKOTO a00 CEpeHhOr0 CTYICHS KOPEKIIis 03U He
notpibHa. [lamienTaM 3 TSHKKUM MOpYIIEHHSAM (DYHKIIIT MeUiHKH JTIKapChKHid 3aCi0 peKOMEHIYEThCS
y TIOYATKOBIN /1031 5 MT. SIKII0 JTiKapCchKuit 3aci0 J00pe MePEHOCUTHCS, 103y MOXKHA 30UTBIIUTH JI0
10 mr (auB. po3ainu «OcoOIUBOCTI 3aCTOCYBaHHMD Ta «DapMaKOKIHETHUKA).

Tayienmu nimnvoeo 6iky (= 65 pokis)

KopuryBanss 1031, 3yMOBIIeHE BIKOM MaIli€HTa, HE MOTpiOHE.

Crocib 3acTocyBaHHS

Jlikapeeknii 3aci6 Jarnih®noTpibHo mpuitMaTi BHYTPIIIHBO OJMH pa3 HA A00y B Oymb-sKHil dac
00U, HE3AJICXKHO BiJl puiiomy ixki. TaOJIeTKu CIIiJi KOBTATH IIJTMH.

Jimu.

Jlnst AiKyBaHHS LyKpOBOTO JiabeTy 2 Tumy y Aitel BikoM BiJl 10 poKiB KOpEKIis 03U JIIKapChbKOIO
3aco0y He moTpioHa (muB. pozaim «DapmakonuHamika» Ta «PapmakokiHeTHKa»). JlaHuUX 110710
3aCTOCYBaHHS JIKapChKOro 3aco0y IiTsAM BikoM 10 10 pokiB HEMae.

besneka ta epexTUBHICTH JanariiIo3uHy Ui JTIKyBaHHS CEpLIEBOi HEJOCTATHOCTI a00 JIIKYBaHHS
XPOHIYHOI XBOpOOM HUPOK Ijs AiTei BikoM < 18 pokiB Ha Iieil yac 1ie He BcTaHOBIeHi. JlaHi

BIJICYTHI.

Ilepeoo3ysanns.

Jamarmi¢no3uH He TPOAEMOHCTPYBaB JKOAHMX O3HAK TOKCHUYHOCTI y 30pPOBUX YYaCHHUKIB
JOCTI/DKEHHST TIPH TMEepPOpPaIbHOMY 3acTOCYBaHHI pa3oBux 103 g0 500 mr (B 50 paziB Buiie
MaKCUMaJbHOI PEKOMEHI0BAHOI 103U Ui JIOAWHM). Y IHUX YYaCHHKIB JOCTIIKEHHS MOKHA OyIo
BUSIBUTH TJIFOKO3Y B C€Ul MPOTSATOM JI0303JIEKHOTO Tepioay vacy (He MEHIe S AHIB IS J03U
500 mr) 6e3 BUMAAKIB Jerigparailii, aprepialbHOI TiMOTeH31l a00 eIeKTPONITHOrO AucOaNaHcy, a
TakoX Oe3 KIHIYHO 3Hauymoi 1ii Ha iHTepBanm QTC. Yacrtora po3BHTKY Tinormikemii Oyia
MOAIOHOI0 O YacTOTH B TPYMHi 3aCTOCYBaHHS Iutane0o. Y KIIHIYHUX JOCTIDKEHHSX, B SIKUX
3acrocoByBaimcs jno3n g0 100 mr ommH pa3 Ha 100y (B 10 pas3iB Buime MakcHMaabHOL
PEKOMEHIOBAHOI JIO3H JUIS JIFOJAMHU) MPOTITOM 2 THXKHIB 3JI0POBUM y4YacCHHKaM JIOCIITKCHHS Ta
MaIfieHTam 3 IMyKpOBUM Jia0eToM 2 THITy, YacTOTa BUHUKHEHHS TIiMOTIIiKeMii Oylia TpOXH BHUIIIOIO,
HDK Yy TIpymi 3acToCyBaHHs Ianebo, i He Oyna J0303ajIekHOI0. YacToTa MOOIYHMX peakiii,
BKJIIOYAIOYM Jerifparanio abo apTepiajgbHy TiNOTEH3it0, Oyla MmojaiOHOI0 A0 YacTOTH Yy Tpymi
3aCTOCYBaHHS IUTaNe0o0; KIIHIYHO 3HAYYIIl M0303aJ€KHI 3MIHM B JA0OPATOPHHUX IOKa3HUKaX,
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BKJIIOYAIOUM PIBHI €JIEKTPONITIB Ta OiomapkepiB (yHKIIT HHpPOK Yy CHpOBATIi KpOBi, HE
BiI3HAYaAJINCS.

VY BuUmanky Mepeno3yBaHHS CIiJ pPO3MOYaTH BIAMOBIHE MIATPUMYBAJIbHE JIIKYBaHHS, IO
BH3HAYAETHCS KJIIHIYHUM CTaHOM TmarfieHTa. BuBenaeHHs nmamarmidio3uHy 3a JAOMOMOTOIO
reMoiiaii3zy He BUBUAIOCS.

I06iuni peaxuii.

Pestome npodinro 6e3nexu

Llyxposuti diabem 2 muny

VYV KIHIYHUX AOCHIDKEHHAX miadety 2 tumy moHan 15 000 marieHTiB OTpUMYyBaIM JIIKYBaHHS
nanariigIo3uHOM.

[IpoBeseHo TEpBHHHY OIIIHKY OE3MEKHM Ta TEPEHOCHMOCTI Y IMONEPEeIHbO 3alIaHOBAHOMY
o0’eqHaHoMy aHamizi 13  KOpOTKOCTpoKoBHX (40 24 TIKHIB) I1a11e00-KOHTPOIbOBAHUX
JOCITIJDKEHHSX, 3 y4acTio 2360 mamieHTiB, ki oTpuMyBaiau ganariiguio3ud y po3i 10 mr i 2295, saxi
OTpUMYBaJIU TUIAIE00.

VY KIIIHIYHOMY JOCIIKEHHI BIUIMBY Aanariijio3uHy Ha CEepPIEBO-CYIMHHY CUCTEMY Y TAII€HTIB 3
mykpoBuM giaberom 2 tumy (mochimkenHs DECLARE, nuB. posnin «®@apmakoauHamMika)
8574 namienTtiB orpuMyBanu ganariidiao3uH y 1031 10 Mr ta 8569 naiieHTiB oTpUuMyBau mianedo
JUISL CEPeHBOTO 4acy ekcro3uilii 48 wicsmiB. Ycboro Oymo 30623 marieHTO-poKiB €KCIO3HIIil
nanariidao3uHy.

Haituactimoro moGivyHO0 peakiieo IpOTAroM KIIHIYHUX JOCHIPKEHb Oyiu TeHiTanbHi iH(eKIii.
Cepyesa nedocmamuicms

VY jpocnipkeHH1 BIUIMBY Janariiduio3uHy Ha CEpIeBO-CYJHMHHY CHCTEMY MAIiEHTIB i3 CEpIEBOIO
HEJOCTaTHICTIO 31 3HWXKEHOI ¢pakuieto Bukuay (nocnimkenns DAPA-HF) 2368 mnaumientis
orpumyBasu 10 mMr namarmidno3uny ta 2368 mamieHTiB — 1uianedo 3 cepeaHbOI0 MEIiaHO Yacy
18 micsuiB. [lomynsiist maiieHTiB BKJIIOYasa MAli€HTIB 13 IYKPOBUM Jia0eToM 2 THITy Ta 0e3 HbOTO,
a Takoxk mamienTis i3 plIK® > 30 mn/xs/1,73 M2 VY [oCiifKeHHI BINIMBY Aanmariidio3uny Ha
CEepLEBO-CYANHHY CHCTEMY IMAalll€HTIB 13 CEpPLEBOI0 HEIOCTATHICTIO 3 (PAKIEI0 BUKUAY JiBOTO
utyHouka > 40 % (DELIVER) 3126 yyacHuKIB JOCTIKCHHS NpUMalU Janariiuio3ud y 103i
10 mr, a 3127 — orpumyBanu 1iane6o. CepenHiii yac nikyBaHHs cTaHOBUB 27 MicauiB. [Tomymsiis
JOCTIDKYBAaHUX BKJIIOYAa TAIIEHTIB 13 IIYKPOBHUM JJiabeToM 2-TO TUNY Ta 0€3 HbOTO, a TaKOX
narieHTiB 3 pILIIK® > 25 mn/x8/1,73 M.

3aranbHuii mpod b O0e3neKy nanartigIo3uHy Yy Mali€HTIB 13 CEPIIEBOI0 HEOCTATHICTIO BIAMOBIAaB
BiJOMOMY Npodisto 6e3nexu nanariidao3uny.

Xponiuna xeopoba Hupok

VY nocniJKeHHI BIUIMBY JAanariiio3nHy Ha HUPKU Y MAII€HTIB 13 XPOHIYHOIO XBOPOOOK HUPOK
(mocmimxenuss DAPA-CKD) 2149 nanientiB  orpumyBamu 10 Mr pamarmiduio3wHy —Ta
2149 namientiB — mianebo 3 cepeHbOI0 MeAiaHow vyacy 27 micsmiB. [lomynsiis JoCiIKyBaHIX
BKJIFOYAJIA MAIIEHTIB 13 IyKpPOBUM fiaberom 2 TUITy Ta 0e3 IyKpoBoro aiadery, i3 plIIK®D > 25 no
< 75 ma/xs/1,73 M? Ta anpbymiHypicto (criBBiaHOmEHHS ambOymin/ kpeatunin B ceui [UACR]
>200 ta <5000 mr/r). JlikyBanHS TpomOBXKyBasu, sKmo piBeHb pLIK® 3HmKyBaBCS HIKYE
25 mi/xs/1,73 M2.

3aranbHuil Tpodins Oe3neku ganariaiiao3uHy y TAalll€eHTIB 13 XPOHIYHOIO XBOPOOOIO HUPOK
BIJINIOBiJIaB BiIoMOMY Ipo¢iiIro Oe3neku Aanariaigio3uny.

[epenik MOOGIYHUX peaKIriit

HaBeneni Hmwkue moOiuHi peakiii Oynu ieHTH(IKOBaHI y MiIane00-KOHTPOIbOBAHUX KIIIHIYHUX
JOCITI/DKEHHAX. BcTaHoBieHO, MO jXoaHAa 3 HUX He Oyna mo3o3anexHoro. [loOiunHi peakril
KIacu(iKyIOTbCA 332 YaCTOTOI0 Ta chcTeMaMu opraHiB. KaTteropii 4yacToTu BHU3HAYANUCS 3TiIHO 3
TaKUMH KpHUTEpisaME: ayxke yacto (> 1/10); wacto (Bixg > 1/100 no < 1/10); weuacto (Bix > 1/1000 mo
< 1/100); piako (Bim > 1/10000 mo < 1/1000); myxke pimko (< 1/10 000); uwactoTa HeBigoMa

(HEMOXKJIMBO OLIIHUTH HA OCHOBI HasIBHUX JaHUX).

Tabmuus 1. [ToGiunHi peakii y miane60-KOHTPOIBOBAHUX JOCTIDKEHHIX" Ta MiCIsIpeecTpaIliiiHAA
JIOCB1J] 3aCTOCYBaHHS
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Cucmema

opeatie Lyace uacmo Yacmo* Heuacmo™* Pioko Iyorce pioko
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1HBAa3I{ ﬁaﬂamT y iH(eKIis baciuit
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3 O6oky 0OMiHy INnormikemis (y 3MeHIeHHs Hiabetnannit
pPEYOBHH 1 pasi 00’emy KETOalu103
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KoMOiHarii i3 pinuEES 3aCTOCYBaHHI
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nia0eri
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BigxuneHHs Bix [TigBuuenuit ITigBumennit
HOPMH, reMaTOKpPUT® piBEeHb
BUSIBJICHI Y SHIKCHIH KpEaTHHIHY
pe3yibTaTi HUPKOBHU KpPOBI MPOTITOM
1a00PaTOPHUX KIIIPeHC MOYaTKOBOTO
JOCITiHKEHb KpeaTuHiHy JiKyBaHHs
MIPOTATOM [TigBumennit
MOYaTKOBOTO piBEeHBb
JiKyBaHHS CCYOBUHU
Jucninigemis® KpOBi ™
3MeHIeHHs
MacH Tina

2V tabnuni npencTaBieHi AaHi 3a NepioA TPUBATICTIO 10 24 THXHIB (KOPOTKOCTPOKOBI J1aHi), HE3aJIEKHO BiJl HaJlaHHS
HEBIKJIAHOT TOTIOMOTH Y pa3i MiIBUIICHHS YU 3HIDKCHHS PIBHS TIFOKO3H KPOBI.

6 [lomaTkoBy iH(pOPMAIIiI0 MOKHA 3HAWTH y BIAHOBIAHMX IIiIPO3Ii1aX HIKYE.

® Jlo By/IBBOBariHIiTYy, OajaHITy Ta CYMyTHIX 1H(EKIii cTaTeBUX OpraHiB Haje)KaTh, HAaIPUKJIAJ, TakKi MOINEPEIHBO
BU3HAYCHI TEPMIHM IEPEBaXHOI'O BUKOPHCTAHHSI: BYJIbBOBariHajlbHa TPHOKOBA iH(EKIis, BariHaJbHa 1HQEKIis,
OanaHiT, rpuOKOBa IH(EKIliS CTATEBUX OPraHiB, BYJHBOBAriHAIBHUN KaHIUI03, BYJIbBOBATIHIT, KAHIUIO03HUI OalaHiT,
KaHAWI03 CTAaTeBHX OpPTaHiB, iH(EKIiS CTATCBHX OpraHiB, iH(EKIis YOIOBIYMX CTATEBUX OPraHiB, iH(EKIs IMeHica,
BYIIBBIT, OaKTepiabHU BariHIT, a0CIIEC BYJIbBH.

" Jlo iH(eKIifi CeYOBMBIAHUX NUIAXIB HAJNEXKATh TaKi TEPMIHU IEPEBAKHOTO BUKOPHCTAaHHSA, HABEIACHI y MOPSAKY
4acTOTU: I1H(EKINsI CEYOBUBIAHWX NUIAXiB, IIUCTHUT, CHICPUXiOo3HA IHQEKIiS CEYOBHBITHUX IUIAXIB, iH(EKIisd
CEYOCTATEBHUX IIIIXIB, METOHEPPUT, TPUTOHIT, YPETPUT, iHPEKITisI HIPOK Ta MIPOCTATHUT.

" Jlo 3MeHIICHHS 00’€My TWO3aKIITHHHOI pigMHMA HaJeXaTh, HANpPUKIAA, TaKi IOMEPEIHhO BH3HAYCHI TEPMIHH
MepeBaYKHOTO BUKOPHUCTAHHSI: JIETiipaTallisi, FiIIOBOJIEMis, apTepialibHa TiNOTeH3Is.

A Jlo moniypii HajexaTb Taki TEPMIHM IEPEBaKHOIO BUKOPHUCTAHHS: TOJIAKiypis, MOJiypis, 30inbIIeHHS 00’eMy
CCUOBHITYCKaHHSI.

¢ CepenHs 3MiHa Bijl IIOYaTKOBOT'O PiBHS reMaTtokpuTy craHosuia 2,30 % y pasi 3acrocyBaHHs aanariiuio3uHy y 1031
10 mr nopieusiHo 3 —0,33 % y pasi 3actocyBanHs miane6o. [Tokasnuku remarokpury > 55 % cnoctepiranucs y 1,3 %
TIAIIE€HTIB, SIKi OTpuMYyBann namaritidiao3nH y 1031 10 mr nopiBasHO 3 0,4 % marieHTiB, sKi OTpUMYBaJH I1aneoo.

¢ CepenHs 3MiHa y BIICOTKaX BiJl IOYaTKOBOTO PIiBHS Y pa3i 3aCTOCYBaHHS Aamariiguro3uHy y mo3i 10 Mr mopiBHSHO 3
mranebo CTaHOBHWIIA BINNOBIAHO: 3arampHu xojectepuH 2,5 % mporu 0,0 %; XomecTepwH IHOMPOTEiqiB BUCOKOI
mrinmeHOCTI (JITIBI) 6,0 % mpotu 2,7 %; xomectepuH mimompoteinie Hm3bpkoi miimeHOCTI (JIITHIL) 2,9 % mpotn
-1,0 %; Tpurninepunu —2,7 % mpotu —0,7 %.

*JluB. po3ain «OcoOINBOCTI 3aCTOCYBAHHS.

* [loGiyHa peaxiis Oyna BCTaHOBJIEHa B XOAi MiCISpEECTpaliiHOrO crocTepexkeHHs. HaBeneHl HWKYE TepMiHU
MEPEeBaYKHOTO 3aCTOCYBAHHSI, 1110 CTOCYIOTHCSI BUCHITY, NepeliueH] B IMOPSIKY YaCTOTH IOBTOPIOBAHOCTI Y KIITHIYHHX
JOCII/DKCHHSIX: BUCHII, TeHEPaTi30BaHUN BHCHI, BHUCHI 31 CBepOeKXeM, MaKyJIbO3HHH BUCHII, MaKyJio-NamyJbO3HHMA
BHUCHI, IYCTYJIbO3HUN BHCHII, BE3MKYJIbO3HHH BHCHI Ta EpUTEMAaTO3HWH BHCHIL. B akTHBHO- Ta IuIanebo-
KOHTPOJIbOBAHUX KIIHIYHUX AOCTipKeHHs X (manarmiduiosus, N = 5936; yci kortposi, N = 3403) yactoTa Bucumy Oysa
no/Ii0HOI0 y pasi 3acTocyBaHHs aanariiduosuny (1,4 %) Ta ycix KOHTPOJIBHUX JliKapcbkux 3aco0iB (1,4 %).

"TIpo e MoBiIOMIIUIOCS B KIIHIYHOMY JOCIIIKEHHI 3 OLIHKA CePIeBO-CYAMHHUX TOAIH y MAIi€HTIB 3 AiabeToM

2 tuty (DECLARE). YacTtoTa IpyHTY€ThCS HAa pIYHOMY TOKa3HUKY.

*Crocrepiramics y > 2 % namiedtis Ta Ha > 1 % i npuHaliMHi Ha 3 BUIDAAKHA 9YacTillle y HAIi€HTIB, AKi OTPHMYBaIH
namariignosud y 1o3i 10 mr, mopiBHAHO 3 mane6o.

“OmuiHeHi IOCTITHAKOM SK MOXJIMBO IOB’s3aHi ab0 IOB’S3aHi 3 JOCHIIKYBAHHM JIKYBAaHHAM i CHOCTEpIiramucs y
> 0,2% mamienTiB Ta Ha > 0,1 % 1 mpuHaliMHi Ha 3 BUIAIKW YACTINle Y MAI€HTIB, SKi OTPUMYBAIHN Manarii(ao3uH y
1031 10 mr, mopiBHSHO 3 TUIaIe00.

Onuc okpeMux Mo6IYHUX peakilin

Bynveosacinim, 6ananim ma noe ’sazamni ingexyii cmamesux opeanis

VY 13 00’erHaHMX JOCHIHKEHHAX Oe3MeKy, ByJbBOBAriHIT, OalaHIT Ta MOB’A3aHl 1H(EKIii cTaTeBUX
oprasiB crnoctepiranuch y 5,5 % 1 0,6 % cy0’ekTiB, [0 OTpUMYBaJIM Aanariiio3uH y T03yBaHHI
10 Mr i1 murane6o BiAMOBiAHO. Y OUIBIIOCTI BHUMAKIB iHQEKIii Oynau Jerkoro abo ceperHbOro
CTYMEHs TsDKKOCTI, Y TAIll€EHTIB Bif3Hayanacs BIAMOBIAbL HA TMOYATKOBUM KypC CTaHAAPTHOTO
JIKYBaHHS, 1 Taki sSBUIA PIJIKO CTaBaJIM NMPUYMHOIO MPUIMHEHHS JiKyBaHHA aanariiduiozuHoM. Lli
iH(ekii yacTime cnocrepiraiucs y xiHok (8,4 % ta 1,2 % y pasi 3acTocyBaHHs Janariidao3uHy
Ta TUTane0o BiAMOBITHO), @ HMOBIPHICTh PelUIUBY 1H(EKIIT Oyia BUIIOI Y MAIli€HTIB 3 MOJIOHUMHU
npoGiieMaMy B aHaMHE3!.
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VY xniriunomy nociipkeHHi DECLARE KifbKiCTh Mali€HTIB i3 cepiO3HUMHU MOOIYHUMHU PEAKILISIMU
reHiTanpbHuX 1H(QeKid Oyra Mamor Ta 30alaHCOBAHOK: 2 TAIlEHTH Y KOXHIA rpyrmi
nanariiao3uny Ta mnianeo.

VY nocmimkxenni DAPA-HF sxonen narieHT He TOBIIOMIISIB TIPO CepHO3HI MOOIYHI ePEeKTH y BUTIIS I
iH(eKIiil cTaTeBUX OpraHiB y IpyIi Janariiguio3uty, y TpyIi mianedo crocTepiraBcsi OMMH TaKui
Bunajgok. Y rpymi apamnarmiduosuny Oyno 7 (0,3 %) mamieHTIB 3 MOOIYHMMHU pPEaKIisiMHU, LIO0
MpU3BENIU A0 NPUITMHEHHS JIIKYBaHHS 4Yepe3 reHiTanbHi iHdekii, i >kogHoro B rpymi mianebo. Y
nociimkenHi DELIVER B 1 mamienta (<0,1 %) y koxHiil rpyni jgikyBaHHs Oyno 3adikcoBaHO
cepiio3He MOoOiIuHe SBUIIE Y BUTIISAAL TeHiTabHOT iH(eKil. Y rpyni nanarmidao3uny B 3 Hali€HTiB
(0,1 %) Oyam 3adikcoBani MmoOIYHI sSBHINA, SKI MPHU3BEIMA [0 HPUIHMHEHHS JIKYBaHHS Yepes3
reHitanbHi iHpexuii. Bognoudac y rpymi miane6o He OyIlio »K0JHOTO TAKOTO Halli€HTa.

VY nocnimkenHi DAPA-CKD B 3 (0,1 %) naimieHTiB TIpynH 3acTOCyBaHHS Janariiio3uHy
MOBIAOMJISUTOCS. TIPO CEPIO3HI MOOIUHI peakinii 1H(EKIid cTaTeBUX OpraHiB, y TPy Mmianedo mpo
Taki BUMAJKU HE MoBigomisuiocsa. Y rpymi panariidiao3uny y tpbox (0,1 %) maiieHTiB BUHUKIH
noOivHI peakuii, 0 MPU3BETU 10 NPUIIMHEHHS y4acTi y JOCIHIPKEHHI yepe3 iHQEKIii cTaTeBUX
OprasiB 1 y OJIHOTO TAaIliEHTa TPYIU IJIanedo0 He MOBIIOMIISAIOCS Mpo Taki moOiyHi peakiii. [Tpo
iHpeKil craTeBHX Opra”iB sK MpO Cepilo3Hi MOOiuHI sBUIA a0o0 Taki, IO NPU3BEIH 0
MPUIMHEHHS Y4acTi B JOCIIHPKEHHI, HE MOBIAOMIISUIOCS y >KOJHOTO 3 Malli€HTIB 0e3 I[yKpOBOTO
niabery.

[ToBigomisnocss mpo Bumaaku ¢iMo3y/HabyToro ¢iMo3y, fKi CYNPOBOKYBAIHCS 1H(EKIISIMU
CTaTEeBUX OPTaHiB, 1 B IEIKMUX BHUIAAKaX BUMAraiocs oOpi3aHHs.

Hexpomu3syrouuti pacyuim npomesicunu (canepena @ypuve)

[ToBimomisiocst Ipo BHIAAKHU TaHTpeHH DPYpHbE Yy MicCIspeecTpamiifHuil 1epioa y Maii€HTiB, sKi
npuiimanu  1HriGiTopu  H3KTI2, 30kpema pamarmidmosun (muB.  pozain «OcoOauBOCTI
3aCTOCYBAHHSI»).

VY nocnimxenni DECLARE BrummBy nanariidio3uHy Ha pe3yibTaTH CEepLEBO-CYAMHHHX MO,
npoBegeHoMy 3 ydacTio 17160 mamieHTiB i3 IyKpoBUM JiabeToM 2 THUIy Ta CEpeIHIM YacoM
excrio3uii 48 micsiiB, Oyio 3apeecTpoBaHO 3arajioM 6 BUMaAKiB raHrpeHu OypHbE: OJUH y TPYIIi,
[0 OTPUMYBAJIa JIIKYBaHHS Janariidio3uHom, Ta 5 y rpymi mianeoo.

Linocnikemis

Yacrora rimoriikemii 3anexana Bijg THIy 0a30BO1 Teparmii, IO 3acCTOCOBYBaJacs y KIIHIYHHUX
JOCTIIKEHHSX IIYKPOBOTO Jia0eTy.

VY nocniKeHHIX 3aCTOCYBaHHS Janariiao3uHy sSIK MOHOTepaIlii, sIK JONOBHEHHS 10 METQOPMIHY
abo JOMOBHEHHS /O CHUTArMNTUHY (3 MeTgopMmiHOM abo 0e3), YacToTa HE3HAYHUX eMi30/liB
rinormikeMii Oyna moaioHoo (< 5 %) y pi3HHUX rpynax JiKyBaHHs, BKIFOYAIOYX TUIAIe00, TPOTATOM
nepioay JikyBaHHs TpuBaicTio 10 102 TrkHIB. B ycixX ToCmiKeHHIX 3HAYHI eMi30H TiMmorIiKeMii
TPaIUIJIUCS HEYacTO Ta 3 MOPIBHSHHOIO YacTOTOK Yy Tpymax JIKYBaHHS Janariiio3MHOM 1
miane6o. Y JochiKeHHSX KOMOIHaIid 13 Cynb(OHIJICEYOBMHOI Ta IHCYJIIHOM YacToTa
rinornikemii Oyna BUIIOK (IuB. po3aul «B3aemozis 3 IHIIMMU JIKapChbKUMH 3aco0aMu Ta 1HII
BHJIA B3aEMOJIII»).

VY nocmimkeHHi KoMOiHamii 3 rmiMenipugoM y THkHI 24 Ta 48 He3HauHI emi30AM TiMoTiiKemil
YacTille CrocTepiralucs y Ipymi JiKyBaHHS aanariigio3nHoM y no3i 10 mr ta rmiMenipuiom
(6,0 % Ta 7,9 % BinnoBigHO), HiXk Yy rpymi wiae6o Ta raimenipuay (2,1 % Ta 2,1 % BinnoBiaHO).

VY nocnijkeHHI KOMOiHAaIT 3 THCYJIIHOM MOBIIOMIISIIIH PO €Mi301 BUpakeHoi rinoraikemii y 0,5 %
ta 1,0 % mamieHTiB, sKki oTpuMmyBanu ganarii¢uosuH y no3i 10 mr ta iHCymiH y TmxHI 24 i
104 sinnoBigHo, Ta y 0,5 % marienTiB, ki OTpuMyBaIu Tianedo Ta iHCYMiH, y ThxHI 24 1 104. Y
TikHI 24 1 104 He3HauHi emi3oau rinmorimikeMii croctepiranmes Biamosimao y 40,3 % ta 53,1 %
MAIli€HTIB, AKI OTpUMyBainu Aanarii¢io3uH y no3i 10 mr Ta iHcynin, ta y 34,0 % Tta 41,6 %
MAIIEHTIB, SIKI OTPUMYBAJIU IU1a11e00 Ta 1HCYJIIH.

VY nocnijkeHHI KOMOiHaLT 3 MET(GOPMIHOM Ta CyIb(OHIICEYOBUHOIO TPUBANICTIO 10 24 THXXKHIB
emi30/liB  BHUPAXEHOI TiMoriikemii He crocrepirajoch. He3HauHi emi3oau  rinmoriikemii
cnoctepiranucsa y 12,8 % narienris, sixi orpuMmyBasin fanariaidiao3us y 1031 10 mr i metdopmin Ta
cynbdoHincedoBuHy, Ta y 3,7 % mamieHTiB, fKi OTpUMyBamM IuTanebo 1 MerdopmiH Ta
CyIb(OHIICEYOBUHY.
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VY xminiunomy pocnimkenHi DECLARE He cnocrepiramoch MiABUINEHHS PHU3HMKY BaXKOi
rimoryiikemii mpu Tepamii ganariio3nHOM TOpiBHSAHO 3 Tutane6o. [loBimoMisiaum mpo emizoau
Baxkkoi rimoriikemii y 58 (0,7 %) mamienTiB, mo orpumyBanu nanariiduiosud i 83 (1,0 %)
TMaIi€HTIB, 0 OTPUMYBAJIH TUTaneoo.

VY nocnimxenni DAPA-HF npo moxii Bupaxenoi rimormikemii moBimomisuiocss B 4 (0,2 %)
MalieHTiB AK y Tpyni ganarmiduioswHy, Tak 1 B rpymi rurane6o. Y mocmimkenHi DELIVER vy
6 nauientiB (0,2 %) rpynu mamarmidnosuny i B 7 (0,2 %) mamientiB rpynu 1uiane6o Oyim
3adikcoBaHl MOJIi BHPAXEHOI TIMOTJIIKEMIii, MPOTe BOHU CHOCTEPITANKCS JIUIIEC y TaIli€HTIB 13
IyKPOBHM Jia0eToM 2 THILY.

VY nocmimkenni DAPA-CKD mpo emizogu Bupaxenoi rimoriikemii mosimomimsuin y 14 (0,7 %)
naifieHTiB rpynu nanariiguiosuny ta y 28 (1,3 %) mamieHTiB rpynu rmiamne0o, Taki emi3oau
CIIOCTEPIrajIucs JIMIIE Yy TMAIli€HTIB 13 I[yKPOBHUM J11a0€TOM 2 THITY.

3menuenns 00 ’emy no3akiimunHoi piouHu

VYV 13 o0’exHaHUX MOCTIDKEHHIX peakilii, 0 CBII4aTh PO 3MEHIICHHS 00’€MY IMO3aKIITHHHOT
piavHu (BpaxOBYIOUM MOBIIOMJICHHS TPO BHIIAJKU JETiApaTaiii, TimoBojemii Ta apTepiaibHOL
rinotensii), coctepiranucsa y 1,1 % ta 0,7 % narieHTiB, sIKi OTpUMYyBaJId Janartidiao3ul y 1031 10
Mr 1 Turanebo BIAMOBIMHO; cepiio3Hi moOiyHi peakmii BuHuKamu y < 0,2 % mamieHTiB i
PO3MOJIUIHIIMCS 32 YaCTOTOI TMOPIBHY MIX TpylaMu JIiKyBaHHA Aamnariidaozunom y no3i 10 mr i
iane6o (auB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS»).

VY miniunomy nociimxenHi DECLARE «kinpkicTh maiieHTiB 3 emizofamu, IO CBiI4aTh MpPO
3MEHIICHHS 00’ €My MO3aKIITUHHOI PIAMHU, PO3MOIUTHIINCS TOPIBHY MIX TpynaMu JiKyBaHHS: 213
(2,5 %) 1207 (2,4 %) y rpynax manarmidao3uHy Ta miane6o BiamnoBinHo. Cepito3Hi MoOiYHI peakiil
cnocrepiramuchk y 81 (0,9 %) 1 70 (0,8 %) y rpynax mamarmido3uny Ta 1uranebo BimoBimHo. B
OCHOBHOMY €Mi3071 PO3MOAUIMINCH MOPIBHY MIX TpylNaMu JiKyBaHHS B MIArpyNax 3a BIKOM,
BUKOPUCTaHHSAM JiypeTHKIB, apTepialbHUM TUCKOM Ta BUKopucTaHHsM 1AIID/ BPA Il tuny 1. Y
MAaieHTIB 3  TOYAaTKOBOK  PO3PAaXOBAaHOK  MIBUAKICTIO  KIyOO4YkoBOi  inbTparii
pILIK® < 60 m/x8/1,73 M? cmoctepiranocs 19 emi3omiB cepiio3HMX MOOIYHHX peakIii, o
CBIUaTh MPO 3MEHILEHHSM 00’€My MO3aKJIITUHHOI PIAUHHM A Tpynu nanariipiao3uny Tta 13
emi30/iB y TpyIi rmianeoo.

VY nocnimxenHi DAPA-HF kinbkicTh maiieHTiB 3 SBUIIAMH, IO CBIAYaTh PO 3MEHIIEHHSA 00’ €My
MO3aKIITUHHOI pimuau, ctaHoBmwia 170 (7,2 %) y rpyni manarmigunosuny ta 153 (6,5 %) y rpymi
wiane6o. Y rpyni panariiduio3uHy Oyji0 MEHIE Malli€HTiB 13 Cepio3HUMH NMPOsSBAMU CUMIITOMIB
(23 [1,0 %]), mo cBimyaTh IpO 3MEHILIEHHS 00’ €My MO3aKJIITUHHOI PIIUHU, MOPIBHSAHO 3 IPYIOIO
iane6o (38 [1,6 %]). Pesynbratu Oynu moaiOHUMH HE3aleKHO BiJl HAABHOCTI IIYKPOBOTO J1ia0eTy
Ha MOYaTKOBOMY piBHI Ta mo4yatkoBoro nokaszHuka plIIK®. V mocmimxenni DELIVER kinbkicTsh
MAIl€HTIB 13 CepHO3HUMHU MpPOsSBAMU CUMNOTOMIB rinoBosiemii craHoBuwina 35 (1,1 %) y rpymi
nanarmiduosuny 1 31 (1,0 %) y rpymi miamne6o.

Y nocnimxenHi DAPA-CKD kinpKicTh MaIl€HTIB 3 SIBUIIAMH, IO CBIAYMIA TMPO 3MEHIICHHS
00’emMy mo3akIiTHHHOI piawan, ctaHoBmwia 120 (5,6 %) y rpymi manarmidiosuny Ta 84 (3,9 %) y
rpymi miane6o. Y rpym ganariigiaosuny 6yno 16 (0,7 %) namieHTiB i3 cepio3HUMHU MposiBAMU
CUMIITOMIB, 1110 CBIAYMIINA TIPO 3MEHIIEHHS 00’ €My MO3aKIITHHHOI piauHH, opiBHSAHO 3 15 (0,7 %)
nalieHTaMH y rpymi miameoo.

Hiabemuunuii kemoayudos npu yyKkpogomy diabemi 2 muny

VY xniniyaomy nocnimkenHi DECLARE, 3 cepennim yacom ekcrosuiii 48 micsii, emizoaun JIKA
criocTepiraiuch y 27 mamieHTiB y rpyni ganariigio3uny y go3yBanHi 10 mr 1 12 narieHTiB y rpymi
wiane6o. CrocrepexxyBaHi €mi30j1 piBHOMIPHO PO3MOIUIMIIMCS MPOTATOM MEPioay JOCITIKESHHS.
Cepen 27 maumientiB 3 enizogamu JKA y rpyni ganmarmiguosuny, 22 mMaiu CymyTHE JIKyBaHHS
iHCymiHOM miJ vac emizony. IIpoBokyroui daxtopu mis KA Oynu Takumu, SIK OYiKyBauocs, y
MOMYJIALIT IYKPOBOTO AiadeTy 2 Tumny (auB. po3ait «OcoOIuBOCTI 3aCTOCYBAHHS).

VYV nocmimxenni DAPA-HF Bunanku JIKA Oynu 3apeectpoBaHi y 3 Halli€HTIB 13 IIyKpOBHUM
niaberoM 2 TUMy B TpyIl Aanaritiguio3uHy Ta >KOAHOIO — B Tpymi Iutanebo. Y IOCIHiIKeHHI
DELIVER Bunaaku JIKA Oynu 3adikcoBaHi y 2 Mami€eHTIB i3 I[yKPOBUM JAia0eToM 2 TUIY B Ipymi
nanariigio3uHy Ta *KOJIHOTO — B IpyIi Iu1ane6o.
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VY nocaimxenni DAPA-CKD mpo emizogu [IKA He MOBiIOMIISUIOCS y KOJHOTO Talli€eHTa TPynu
nanarniduosuny, y rpyni miamnebo emizoan JIKA Oyno 3adikcoBaHo y 2 MaIi€HTIB 13 MYKPOBUM
niaberom 2 THy.

Ingpexuii cenosugionux winaxis

VY 13 00’eqHaHuX TOCTIKEHHSIX Oe3nekH 1H(eKii cCeYOBUBITHUX MUISAXIB YaCTillle CIIOCTEPIiranucs
y MAaIli€HTIB, AKi OTpUMyBadM Aamariidao3uH y 1031 10 mMr, mopiBHIHO 3 THMH, XTO OTPUMYBaB
wrane6o (4,7 % mnporu 3,5 % BiamoBigHO; AMB. po3aial «OCOOJMBOCTI 3aCTOCYBaHHS»). Y
OutbmIocTi BUMAAKIB 1H(MEKIIi Oynmu jerkoro abo CEpeIHbOr0 CTYIEHS TSKKOCTI, y TAalli€EHTIB
BiJ[3HAYajacs BIAMOBiAb HAa TMOYATKOBUH KypC CTaHAAPTHOTO JIKYBaHHS, 1 Taki SBUINA PiAKO
CTaBajJu TPUYMHOIO JOCTPOKOBOTO TNPUIMHEHHS JIiKyBaHHS mamariidiao3uHoM. Ili iHdekmil
YacTille CIOCTEPIragucs y *IHOK, a HMOBIpHICTh penuauBy iH(pekuii Oyia BHIIOI Yy HAIi€HTIB 3
noAiOHMMU TIpoOIeMaMu B aHaMHE31.

VY kminiunomy pocmimkenHi DECLARE, cepito3ni emizonu iHQEKIiii Ce4OBHBIIHUX IILISAXIB
CIIOCTEpIraanch piamie s Aanaraidio3uny y go3yBandi mo 10 mr, Hix s miamne6o, 79 (0,9 %)
emizoniB nopiBHsaHO 3 109 (1,3 %) enizoniB BiANIOBITHO.

VY nocnimxenni DAPA-HF kinbKicTh marieHTiB 13 CEpHO3HUMH MOOIYHUMHU PEAKIIAMH 1H(PEKITH
ceyoBMBIIHUX HUIAXIB cTanoBwia 14 (0,6 %) y rpymi mamarmidnosuny ta 17 (0,7 %) y rpymi
wiane6o. IIate (0,2 %) namieHTiB i3 MOOIYHUMHU peakUisiMU Oyiau 3MYILIEHI NPUIUHUTH Y4acTh Y
JOCIIKeHH] uepe3 iH(pEKIil CeYOBUBITHUX MUIAXIB 1 B rpymi Aanariaiiio3uny, i B Tpymi miamneo.
VY nocnimkenni DELIVER xkinbkicTh marieHTIB 13 CEpHO3HMMH TMOOIYHMMH SBUIAMH 1H(EKIIIH
ceyoBHBiHUX NUIIXiB cTanoBwia 41 (1,3 %) y rpymi mamarmidnosuny ta 37 (1,2 %) y rpymi
rane6o. 1i moOiuHi sBUIA TPU3BENIH 10 NpUNMHEHHS JikyBaHHs y 13 manienti (0,4 %) rpynu
nanariiduosuny 1y 9 namienTis (0,3 %) rpynu miame6o.

VY nocmimkenHi DAPA-CKD KibKICTh MaIli€HTIB 13 CEPHO3HUMHU MOOIYHUMU SIBUIIAMHU 1H(EKIIIHA
ceyoBHBiIHUX NUIAXiB cTanoBwia 29 (1,3 %) y rpymi mamarmidnosuny ta 18 (0,8 %) y rpymi
iane6o. [ToOGiuHi peakxiii, M0 MPU3BETN M0 MPUIMHEHHS y4acTi y AOCTIIKEHHI uepe3 1HQeKIii
CEYOBMBIIHUX NUIAAXiB, po3BuHymucs y 8 (0,4 %) mauieHTiB y rpymi ganarmaidiaosuny ta 'y 3 (0,1 %)
namnieHTiB y rpymi miane6o. KinbkicTh maiieHTiB 0e3 MyKpoBOro Jiabery, y SKUX MOBIIOMIISIIOCS
npo cepiio3Hi MmoOivHI sBUIA iH(EKIid CEYOBMBITHMX HUIAXiB ab0 mpo moOiyHi SBHUINA, MIO
MPU3BEIN 10 MPHUIHHEHHS y4acTi B JOCHIPKEHHI 4epe3 1H(EKIil cevyoBUBIIHMX NUIAXIiB, Oyna
noaioHoro y rpynax JyikyBaHHs (6 [0,9 %] nopiBasHO 3 4 [0,6 %] — 3 ceplO3HUMH TOOIYHUMU
spumamu 1a 1 [0,1 %] mopiBHsSHO 3 0 — 3 TOOIYHUMH SBUIAMH, IO MPU3BENU 10 MPUITHHEHHS
y4dacTi B JOCHIIPKEHHI, Y Tpylax jAanarii(o3uny Ta mianedo BiNOBIAHO).

1liosuwenns pignsa KpeamuHiny

[To6iuni peakiii Ha JIKapChKHM 3acid, TOB’s3aHl 3 MIJBHUINCHHSIM pPIBHS KpEaTUHIHY, OyiIu
3rpyNoBaHi (HamnpuKiajl, 3HWKEHHS HUPKOBOTO KJIIPEHCY KpPeaTuHiHY, MOpYyLeHHs (YHKII{ HUPOK,
MIJBUIICHHS PIBHA KpEaTHUHIHY KpOBI Ta 3HWKEHHSI MIBUIKOCTI KiIyOoukoBoi ¢uibTparii). Y
13 00’enHaHMX AOCHIPKEHHSIX O€3MeKH 3rpyrnoBaHi MoOiuHI peakuii croctepiranuca y 3,2 % ta
1,8 % marrienTiB, siki oTpuMyBasK ganariiao3ud y 1o3i 10 mr i mane6o BiamoBiAHO. Y MAIliEHTIB
3 HOPMAJILHOK (PYHKIIE0 HHUPOK ab0 MOpymIeHHSIM (YHKIIT HUPOK JIETKOro cTymeHs (moyaTtkoBa
plIIK® > 60 mn/xB/1,73m?) peakuii miei rpymu crnocrepiramics y 1,3 % Tta 0,8 % marienTis, sxi
oTpumyBanu pgamarmiduosuH y mo3i 10 mr i1 mmame6o BignosimHo. Ili peakmii wacTime
criocTepiranucs y mamieHTiB 3 mouatkosoro plIIK® > 30 ta < 60 m/xs/1,73 m? (18,5 % y pasi
3acTocyBaHHs Aanariigiao3uny y 1o3i 10 mr ta 9,3 % y pasi 3actocyBaHHs 11a11€60).

[lonanpiie crnocTepekeHHs 3a MallEHTaMM, y AKX Oyio 3adikcoBaHo moOIyHI sBUIIA 3 OOKY
HUPOK, MMOKa3ajo, Mo y OiIbIIOCTi BiAOyBadMCs 3MIHM PiBHA KpPEaTHHIHY B CHPOBATII KPOBI Ha
<44 mxmonps/n (< 0,5 Mr/mn) NopiBHSHO 3 IMOYAaTKOBUM piBHEM. PiBeHb KpeaTHHIHY 3a3BUYail
MiBHUIYBAaBCSA THMYAacOBO I 4Yac TPUBAJOro JIKyBaHHS 1 NOBEPTaBCS [0 HOPMH TicCis
MIPUIMMHEHHS Teparii.

VY xminivHomy pocmijpkenHi DECLARE, 30kpeMa mnami€eHTIB JITHOTO BIKY Ta MAIli€EHTIB 3
nopymesaaM GyHkmii Hupox (pLIK® menme Hixk 60 Mi/xs/1,73 M), pIIIK® 3HIKYyeThCS 3 Yacom
B 000x rpynax jikyBaHHs. Uepe3 1 pik cepenne 3HaueHHs plLIK® Oymno nmemo Hukde, a yepes
4 poxu cepenne 3HaueHHd pLIIK® Oyno nemo BumuMm y rpyni ganariiao3uHy MOPIBHSHO 3
rpymoro miameoo.
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VY nocnimxennsx DAPA-HF 1 DELIVER i B rpymi aanarmiduio3uny, i B TpyIi mianedo mokazHUK
plIK® 3 gacom 3HmkyBaBcs. Y pochimxeHHi DAPA-HF mouaTkoBe 3HMKEHHS CEpeaHBOTO
snavenns plIK® y rpymi gamarmiduosuny cranoBwio —4,3 mit/xs/1,73 M%, a B rpymi mane6o
—1,1 Mu/xB/1,73 M%. Yepes 20 micsmiB 3Minu nokazanka plIIK® (mopiBHAHO 3 MOYaTKOBHM PiBHEM)
y Ipynax gociimkeHns 6yau sictaBaumu: —5,3 mn/xs/1,73 M? npu 3acTocyBaHHI Aanaritiduo3uny
ta —4,5 mi/xe/1,73 M? npu 3actocyBaHHi Imane6o. Y gocmimxenHi DELIVER  3HmwkenHs
cepenuporo 3HaueHHs pLIK® wuepes 1 wmicsup y rpym jganariiduio3uHy  CTaHOBUIIO
—3,7 mi/xB/1,73 M?, a B rpyni 1iane6o — —0,4 mn/xs/1,73 M. UYepes 24 micsii 3MiHH MMOKa3HUKA
plIK® (mopiBHSHO 3 TMOYaTKOBMM pIBHEM) Yy Tpymax JOCHIDKEHHS Oynd 3iCTaBHUMH:
—4,2 Mn/x8/1,73 M? y Tpyni nanarmigiaosuny ta —3,2 Mi/xs/1,73 M? y rpymi miane6o.
VY nocnimxenni DAPA-CKD noxkazuuk plIK® i3 yacoM 3MeHIITyBaBcs K y Tpyni gamnariiao3uny,
Tak 1 B rpymi 1wiane6o. IlouarkoBe 3menmenHs (nenp 14) cepennpoi pIIIK®D cranoBmio
—4,0 Mn/x8/1,73 ™M? y Tpymi pgamarmi¢nosuny ta —0,8 m/xe/1,73 m? y rpymi mmane6o. Uepes
28 micsanip 3mina plIIK® Bix mouatkoBOro piBHS craHoBmma -7,4 wmi/xe/1,73 M? y rTpymi
nanarmnidnosuny Ta -8,6 Mi/xs/1,73 M? y rpymi miane6o.

iITH
[Tpodine Ge3nexn manariiguio3uHy, MO CIIOCTEPIraBcs y KIHIYHOMY JOCIHIPKEHH] 3 y4acTio JTiTel
BikoM Bifg 10 pokiB 3 I1ykpoBuM miaberom 2 Tumy (AuB. po3ain «®DapMmakokKiHETHKa»), OyB
aHAJIOTIYHUH TOMY, III0 CIIOCTEPIraBcs y JOCTIKEHHAX 3 YIaCTIO JIOPOCIHX.
[oBigoMIeHHS MPo MO6IYHI peakIlii
[ToBimomiieHHs PO MOOIUHI peaKii micis peecTparii JiKapChKOTO 3ac00y Ma€e Ba)JIMBE 3HAYCHHSI.
Ile mae 3MOry MpOBOJUTH MOHITOPUHT CIIBBIJHOIICHHS KOPHCTH/PU3HMK TPU 3aCTOCYBaHHI IOTO
JiKapchKoro 3aco0y. MeaumunuMm Ta (hapMarieBTUYHUM TpPAIliBHAKAM, a TaKOX MaIlieHTaMm abo ix
3aKOHHUM IPEACTaBHUKAM CIIiJl TOBIIOMJIATU MPO yCi BUMAAKHU MiJO3PIOBAHUX MOOIYHHX peaKIlii
Ta BIJICYTHOCTI €(eKTHUBHOCTI JIIKAPCHKOTO 3ac00y yepe3 ABTOMATH30BaHy iHPOpPMaLiiHy CUCTEMY
3 (hapmakoHarsI Iy 3a nmocuiandsM: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi. 3 poku.

YmoBu 36epirannsi. He notpeOye oco6nuBux yMOB 30epiraHHsi.
Ynakoska. [To 10 Tabnetok y 6iictepi; o 3 a6o no 6 6iicTepiB y mauli.
Kareropis Binmycky. 3a penenrom.

Bupoonnk. AT «Papmak».

Micue3Haxoa:KkeHHs1 BUPOOHMKAa Ta ajgpeca Micusi NPOBAJKeHHSI MOro AisJIbHOCTI. YKpaiHa,
04080, m. Kuis, Byn. Kupumniscbka, 74.

JaTta octanuboro neperasay. 24.07.2026
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