BpaxoByroun 0coOIMBOCTI 3aKOHOAABCTBA 3 PEECTPAIIi] JTIKAPCHKUX 3ac001B B YKpaiHi,
3aTBepKeHI MiHICTepCTBOM OXOPOHHU 3[10POB’Sl YKpaiHU IHCTPYKIT 151 MEAMYHOTO 3aCTOCYBAaHHS
JKapChKUX 3aC001B, 3apEECTPOBAHUX B YKpaiHi, MOXKYTh JICIIO BiAPI3HATUCS Bl YNHHUX
THCTPYKIIii 710 3aCTOCYBaHHS JIIKAPCHKUX 3ac00iB, 3apeecTpoBanux B €C.

Sxmio Bam ctano BijoMo mpo BUHUKHEHHS MOOIYHO1 peakinii y Bac abo 61u3bkoi groauam, abo mpo
BHIIQJIOK BiZICYTHOCTI €(heKTy Bia Oyab-sIKOro 3 MPOAYKTiB KoMITaHii Actpa3eHeka, Oyb jlacka,
noinomre 1po 1e 10 TOB «Actpa3eneka Ykpaina» y oMH i3 HaBeleHUX HIDKYe croco0iB. Lle
MOXUTHBO 3A1McHUTH 32 TenedoromM: +38 050 382 99 89 abo eneKTpOHHOO MOMITOIO
PatientSafety.Ukraine@astrazeneca.com

Takox, BU MOKETE MTOBIIOMUTH HaM JaHy 1H(POpMaIIilo 3a TOCHIAHHSIM:
https://contactazmedical.astrazeneca.com/content/astrazeneca-champion/ua/uk/ampform.html

(BHOEPITH MOBY Ta OMIIi0- «TIOBIJJOMHUTH MPO MOOIYHY PEaKIIIIo»).

In reliance on the effective medicines’ authorization legislation in Ukraine, the instructions for
medical use approved by the Ministry of Health of Ukraine for the authorized medicines might be
partially different from the valid instructions for medical use of medicines authorized in the EU.

If you or your relative have experienced an adverse reaction or absence of the effect on any of
AstraZeneca's products, please notify AstraZeneca Ukraine LLC in one of the following ways. This
is possible by phone: +38 050 382 99 89 or by e-mail PatientSafety.Ukraine@astrazeneca.com
Also, you can tell us this information at:
https://contactazmedical.astrazeneca.com/content/astrazeneca champion/en/en/amp-form.html

(select a language and an option "report an adverse reaction").

3ATBEPJIKEHO
Haka3 MinicTepcTBa 0XOpOHHU
310poB’st YKpaiHu

30.11.2018 Ne 2249
PeecTpaniiine nocBigueHHs
Ne UA/13302/01/01
Ne UA/13302/01/02
IHCTPYKIIA
AJIS1 MeIUYHOT0 3aCTOCYBAHHS JIKAPCHLKOI0 3200y
®OPKCIT A
(FORXIGA®)

Cknao:

ditoya peyoguHa: nanarmiQio3uH,;

1 TabneTka, BKpUTa IUTIBKOBOIO OOOJIOHKOIO, MICTUTH 6,15 Mr a6o 12,30 mr nmamarmidiao3uny
IIPONaHIi0JIy MOHOTIpaTy y nepepaxyBaHHi Ha aamnariiduio3us 5 mr ado 10 mr;

O0ONOMINCHI peduosuHU: TIENI0JI03a MIKPOKPUCTAIIYHA, JIAKTO3a O€3BOJIHA, KPOCIOBIOH, KPEMHIIO
TIOKCHJI, MarHiio cteapar, omnaapaii 11 sxoBTuii.

Jlikapcbka gopma.

TabneTku, BKPUTI IJIIBKOBOIO 000JIOHKOIO.

OcHogHi Qi3uKo-XiMiuHi 61ACMUBOCTI:

mabnemky no 5 Mme: MKOBTI KpyIJIl JBOOMYKJl TaOJETKH, BKPHUTI IUIIBKOBOK OOOJOHKOIO, 3
rpaBipyBaHHsIM 5 Ha oqHOMY Ooti Ta 1427 Ha iHIOMY Oo11i;

mabaremky no 10 me: OBTI JBOOMYKJ TaOneTku poMOOBUAHOI (OpMH, BKPHUTI ILTIBKOBOIO
000JIOHKOI0, 3 rpaBipyBaHHsaM 10 Ha ogHOMY Oo11i Ta 1428 Ha iHIIOMY GOIIi.
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dapmakoTepaneBTUYHA rpyna.
3aco0wu, 110 3aCTOCOBYIOTHCS TTPH ITyKPOBOMY J11a0eTi, 1HT101TOPH HATPiH3alIeKHOTO KOTpaHCIIOpTEepa
rimoko3u 2 tuny (IH3KTT2). Kon ATX A10BKO1.

Dapmakonoziuni ea1acmusocmi.

Dapmaroounamika.

MexaHi3m mii

Hamnarmignosun — Bucokonorykuuii (Ki: 0,55 HM), cenekTUBHUII Ta 3BOPOTHHI iHTIOITOp
HATPINH3aIeKHOr0 KoTpaHcnoprepa riroko3u 2 tuny (IH3KTI2).

IarioyBanns 1H3KTI2 npanarmidmo3uHoM 3MeHIIye peabcopOIli0 TIIOKO3U 3  KIyOOYKOBOTO
¢bimbTpaTy B NPOKCUMAJIBHOMY BUIIUII HHUPKOBHX KAaHAIBIIB 3 OJHOYACHUM 3MCHIICHHSIM
peabcopOitii HATPirO, MO0 MPU3BOIUTH JO BUBEICHHS TIIOKO3H 13 CEUCI0 Ta OCMOTHYHOTO Jiype3y.
Takum ynHOM, nanarmigIo3uH 30UTBIIYE TOCTABKY HATPIIO 10 JUCTAIBHUX KaHAJBIIIB, 110 301JIbIIYE
TyOyJIOTTIOMEpYIIPHUI 3BOPOTHUH 3B’SI30K 1 3HUXKYE BHYTPIIIHBOTIOMEPYJsipHH THCK. Lle B
MOEHAHHI 3 OCMOTHYHUM Jiype30M IPH3BOJUTH [0 3MCHIICHHS IEPEBAHTAXKECHHS 00’ €MOM,
3HIDKEHHSI apTepiaibHOTO THUCKY Ta 3HIDKEHHS Iepea- 1 MOCTHABAHTAKEHHS, IO MOXKE MaTH
CIOPUATIUBUN BIUIMB HA PEMOJICTIOBAHHSA MioKapJa Ta HOro IiacTONi4HY (YHKIIIO, a TaKOX
30epexenHss QyHKuii HUpoK. Kopucth 3actocyBaHHs namarmipio3wHy Ui Cepisl Ta HUPOK He
3aNIe)KUTh JUIIE Bl eDeKTy 3HMKEHHS PIBHS TJIOKO3U B KPOBI Ta HE OOMEXKYETHCS MAlllEHTAMU 3
IyKpOBHUM jiaberom, sik mpoaemoHcTpyBanu gociimkenas DAPA-HF, DELIVER ta DAPA-CKD.
Jlo inmux eeKTiB HaJeKaTh MiABUIICHHS FeMaTOKPUTY Ta 3HUKEHHS MacH Tia.

Jamarmi¢uio3nH TOJINIIye piBHI TIIOKO3W HATINE Ta MICHS MpUHOMY DKI B IUia3Mi KpoOBi 3a
JI0NIOMOT 010 3MEHIIEeHHs peabcopO1ii INII0KO3M B HUPKaX, 10 MPU3BOAUTH 10 BUBEIEHHS IIIOKO3H 13
ceuero. lle BuBeneHHs TUOKO3M (MIIOKO3ypHUYHHN €(EKT) CIIOCTEpIraeThCs MICHs MEpIIOi T03H
JKapchbKOro 3acoly, TpuBae MNPOTATOM 24-TOAMHHOTO IHTEpBally JO3YBaHHS Ta 30epiraerbces
IpoTSroM JikyBaHHs. KiTbKiCTh TIIIOKO3M, BUBEACHOI HUPKAMH 3a JOMOMOTOI0 I[LOTO MEXaHi3MYy,
3aNIeKHUTh BiJl KOHLEHTpALIi TJIOKO3H B KPOBI Ta MOKA3HMKA MIBHAKOCTI KIyOOUYKOBOI (himbTpaii
(IHK®). TakuM YMHOM, y MAIIIEHTIB 13 HOPMAJIBHUM PiBHEM TJIFOKO3H B KPOBI JIamariiio3uH Mae
HU3bKY 3[JaTHICTh BUKJIMKATH riforiikeMito. Jlanarmiio3uH He OpyIlye HOpMallbHe MPOAYKYBaHHS
€HJIOTEHHO1 TJIFOKO3H Y BIAMOBIIL Ha Tinmoriikemito. Jlanarmiduio3un aie He3amexHo Bl ceKperii Ta
Ji1 1HCYJiHY. Y KIIHIYHUX JOCTKEHHSX Aanariiao3uHy CHOCTepirajaocs MOJIMIIeHHs (yHKIii
6era-kiiTuH (Oeta-kiniTuan HOMA) nipu owiHIl MoJieni roMeocTasy.

H3KTI2 cenekTUBHO eKCIpecyloThcs B HUpKax. Jlamarmiguio3uH He NpUTHIYye 1HIII MePEHOCHUKH
TJIFOKO3H, 110 € BaKJIMBHUM JJIsi TPAHCIIOPTYBAHHS TJIIOKO3U B nepudepuuHi TkaHuHu, Ta 'y > 1400
pa3iB € Outbil cenekTUBHUM BigHocHO H3KTI2 nopiBasiHO 3 H3KTI'1, rogoBHOro nepeHocHMUkKa B
KUIIEYHUKY, 1110 BIAMOBiIA€ 3a aOCOPOLII0 TITHOKO3H.

dapmakoarHaMiuHi eheKTn

VY 3110pOBHX yYaCHHKIB JOCITI/HKEHHS Ta MAIIEHTIB 3 I[yKPOBHUM J11a0€TOM 2 TUITY ITiCIIS 3aCTOCYBAaHHS
nanariiao3uHy crocTepiranocs 301bIIeHHs KUTbKOCTI TITFOKO3H, BUBEEHOT 13 ceueto. [IpubanzHo
70 T rroko3u Ha 100y BUBOIMIIOCS 13 cedero (1o Bigmosimae 280 kkan/mo0y) MpH 3acTOCyBaHHI
nanariiiao3uny B 1031 10 Mr Ha 700y marieHTam 3 yKpoBUM JiabeToM 2 TUITy IpoTSIroM 12 THxHIB.
VY marieHTiB i3 MyKpOBUM Aia0eToM 2 THITy, SIKi OTpuMyBaiu mamariidiao3uH y no3i 10 mr/mo0y
MPOTSTOM IEPioAy 10 2 pOKiB, CIIOCTEPIraJIucs O3HAKU TPUBAIOT €KCKpPELii TITIOKO3H.

Taka exckpelist TJIIOKO3M 13 CeUYero MpH 3aCTOCYBaHHI Aanariiio3uHy TakoXX NPU3BOAUTH [0
OCMOTHYHOTO JAiype3y Ta 30UTbIICHHS 00’€My cedi y MaIlieHTiB 3 IyKpPOBHM Jia0eToM 2 THUTY.
3011bIIeHHS 00’ €My cedi y MaIlieHTIB 3 IyKPOBUM JliabeToM 2 TUIY JocsArae npuonuzHo 375 M Ha
no0y. 30uabIeHHsT 00’eMy ceul Oyso acoIiioBaHe 13 HE3HAYHUM 1 TUMYACOBHM 30UTHIICHHSIM
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€KCKpeIIii HaTpito 13 ceueto, 110 He CYMPOBOKYBAIOCS 3MIHAMH KOHIICHTpAIlli HATPil0 y CUPOBATII
KpOBI.

Exckpenist ce4oBOi KHCIOTH 13 CEYEI0 TaKOXK TUMYACOBO Oyia migBuIeHa (MpOTsAroM 3—/ AHIB) i
CYNPOBOKYBaJIacs CTIHKMM 3MEHIIICHHSM KOHIIEHTpAIIil CEY0BOT KUCIIOTH B CHpOBaTiii Kposi. Ha 24
THKHI 3MEHIIICHHSI KOHIICHTpAIlii CEe40BO1 KMCIIOTH B CUPOBATIIi KPoBi BapitoBaio Bix —48,3 no —18,3
Mkmoutb/11 (Big —0,87 mo —0,33 mr/mn).

Kniniyna eekTUBHICTS 1 Oe3neka

LlykpoBuii miaber 2 Ty

[MominmeHHs TIIKEeMiYHOTO KOHTPOIIIO, 3HI)KEHHS CEpPIIEeBO-CYyIMHHOT Ta HUPKOBOI 3aXBOPIOBAHOCTI
Ta CMEPTHOCTI € HEBiJ]'€MHOIO YaCTHHOIO JIIKYBaHHS I[yKPOBOTO JliabeTy 2 TUmy.

Byno mpoBeneHO 4OTUPHAALATH MOJBIMHO CIINMUX, PAaHAOMI30BaHHUX, KOHTPOIHOBAHUX KIIIHIYHUX
JOCITIJKEHB 32 y4acTio 7056 JopoCiIMX MaIie€HTIB 13 IYKPOBUM J1a0€TOM 2-TO THITY 3 METOIO OIlIHKH
TJIIKeMIYHOT e(EeKTUBHOCTI Ta Oe3meku Jikapchkoro 3acoby dopkcira; 4737 mamieHTIB y LUX
JOCITIDKEHHSAX OTPUMYBAJIW JIIKYBaHHS Aanariipio3uHoM. Y JIBaHAIIATH JTOCITIKCHHSX IMEpioj
JIKyBaHHSA CTAHOBUB 24 THXHIi, Y 8 JTOBrOCTPOKOBUX MPOJOBKEHHIX — Bif 24 1o 80 TwxHIB (10
3arajibHOI TPUBAIOCTI HochipkeHHs 104 THkHI), B OTHOMY JOCIHIKEHHI Nepiof] JiKyBaHHS OyB 28
THKHIB, a € B OJHOMY JOCHI[UKCHHI TPHUBAJICTh JIIKyBaHHS JOpIBHIOBaJa 52 TIKHA 3
JIOBIOCTPOKOBUM ITPOJIOBKEHHSM TpUBAJICTIO 52 1 104 TrokHI (3arajbHa TPUBATICTH AOCIIHKCHHS —
208 TwxkHIB). CepeHs TpUBATICTh 3aXBOPIOBAHHS YUAaCHHKIB Ha IIYKpOBUii AiabeT ctanoBmia Bix 1,4
1o 16,9 poky. Y 50 % crmocrtepiranocst jgerke nopyiieHHs ¢yHKIii HUpoK, a B 11 % — mopyiieHHs
¢byHKIii HUPOK cepenHboro crymeHs. 51 % ydacHHKIB CTAaHOBWIIM 4YOJIOBIKH, 84 % Halexamu 110
eBponeoinHoi pacu, 8 % — 1o MouromnoinHoi, 4 % — no HerpoinHoi i 4 % — 40 IHIINX PACOBUX TPYII.
81 % yuacHukiB mMamu iHgexc macu tima (IMT) > 27. Kpim mporo, mpoBeaeHo aBa 12-THKHEBI
11a11e00-KOHTPOJIBOBAHI JOCHIIKEHHS 32 YYacTIO Malli€HTIB 3 HEJOCTATHIM KOHTPOJIEM I[yKPOBOTO
niabeTy 2-To TUITY Ta apTepialibHOIO TiEePTEeH3IE0.

Byno mpoBeneHo KiiHiYHE MOCHIIKCHHS 3 OIiHKH cepreBo-cynunaux mnogiii (DECLARE) 3
nanaraidio3uHoM y jgo3yBaHHI 10 Mr y mopiBHSHHI 3 Tniane6o 3a ydactio 17160 mamieHTiB 3
IyKPOBHUM J1iabeToM 2 THITy 3 a00 0e3 BCTAHOBJICHHX CEPIEBO-CYTMHHHUX 3aXBOPIOBAHb JIJISl OLIHKU
BILJIUBY Ha CEPLIEBO-CYIMHHI MO/1i Ta MOAII OB’ A3aH1 3 HUPKaMHU.

I nikemiunuii KOHMPOIL

Monomepanis

[Mongiiine ciime, TUane00-KOHTPOJILOBAHE JOCHIPKEHHS TPUBAIICTIO 24 TWXHI (3 TOJaTKOBUM
MepioJIoM MPOJOBKEHHS) MPOBOIUIOCA 3 METOI OI[IHKMA Oe3neku Ta epeKTUBHOCTI MOHOTEpaii
JiKapchKuM 3aco0oM DOpKcira y MmarieHTiB 3 HEJIOCTaTHIM KOHTPOJIEM I[yKPOBOTO AiabeTy 2 THIy.
[Mpuitom panarmidnosuny 1 pa3 Ha 100y 3ymoBHB cratucTudHO 3Hauyie (P < 0,0001) 3HmxeHHs
piBHS TIiKo3WIbOBaHOTO remMornobiny (HbALC) mopiBHsHO 3 mianedo (Tabmurst 1).

VY nepioai nponoBkeHHs 3HWKeHHs piBHA HDALC 36epiranocs no twxus 102 BkiItouHO (cepemHs
3MiHa BiJl BUXiJ{HOTO piBHA 3 nonpaskoro —0,61 % 10,17 % ansa nanarnigaosuny 10 mr i mnane6o
BIJIMIOBI/THO).

Tabnuys 1. Pesynomamu uepes 24 muoicni (IIBAOCY) niaye6o-koHmponbo8ano2o 00CHiONCeHHS.
3aCcmMocy8ants 0anazni@pro3uny aK MoHomepanii

Monomepanis
Janaenighnozun Inayebo
10 me
N° 70 75

HbALC (%)
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Buxionuii pieens (cepeoriti) 8,01 7,79

3MiHa BiJl BUXIAHOTO PiBHS" -0,89 -0,23
Pi3auis nopiBHsAHO 3 mane6o® -0,66"
(95% J1I) (-0,96; —0,36)

Hayienmu (%), y sikux docsenymo:
HbAlc (%) < 7%

BigkopuroBaHo Jij1sl BUXiTHOTO PiBHS 50,8% 31,6
Maca mina (ke)
Buxigauii piBeHb (cepeHiii) 94,13 88,77
3MiHa BiJl BUXITHOTO PiBHS® -3,16 -2,19
Pi3nuns nopiBHsHO 3 miane6o® -0,97
(95% 1) (-2,20; 0,25)
TIBAOC — mepeHeceHHs BIEpel] JJaHUX OCTAHHBOTO CIIOCTEPSKEHHS (Tepen JiKyBaHHSIM

MPOJIIKOBAHUX MAIIEHTIB).

® Vci paHmoMi3oBaHi mHalieHTH, $IKi OTPMMAlIM NPHHANMHI OJHY H03y JIKapchKOTO 3acoby,
JOCIIIPKYBAHOTO Y KOPOTKOTPHUBAJIOMY IO/IBIHHOMY CIIIIIOMY MEPiOAl JOCHTIIKESHHS.

® CepenHe 3a METOIOM HAalIMEHIIIUX KBaJpaTiB CKOPUTOBAHE HA MOYATKOBE 3HAYCHHS.

*p-3HaquH${ < 0,0001 y nopiBHsHHI 13 mane6o.

Y He omiHioBagocss MO0 CTAaTHCTHUYHOI 3HAYYIIOCTI B Pe3yldbTaTi MOCHiJOBHOI IPOIELypH
TECTYBaHHSI JIsi BTOPUHHUX KiHIICBHX TOYOK.

Jlooamkosa kombino8ana mepanis

Y xomi 52-THKHEBOTO aKTHMBHO-KOHTPOJIBOBAHOTO JIOCTIDKEHHS 3 JIOBSJACHHS HE HIDKYOL
e(EeKTUBHOCTI JOCHIKYBAaHOTO JIKapChbKOro 3acoly (3 mepiogamu mpojosxkeHHs 52 1 104 TuxHi)
Iiro JKapchKoro 3aco0y opkcira OLiHIOBaIM TpPU AOAAaBaHHI O MET(POPMIHY MOPIBHSHO i3
Cynb(OHIICEYOBHHOKO (TIMI3KA) MPU J10JaBaHHI 10 MeTHOpPMiHY y TAIEHTIB 3 HEIOCTATHIM
riaikeMmigauM KoHTposiem (HbALc > 6,5 % i < 10 %). PesynbraTul cBiqumim mpo moaioHe cepeHe
sumkeHHss HDALC Bix BuximHOro piBHA d4epe3 52 THXKHI Yy TOPIBHAHHI 3 IUII3HAOM, IO
MIPOJEMOHCTPYBAJIO HE HIKYY €(EeKTHBHICTH JOCIIJKYBAaHOTO JiKapchkoro 3acoly. Yepesz 104
THKHI BimkopuroBaHa cepenns 3mina HDAILC Bim BuximHoro piBus ckiagama —0,32 % mis
nanariidnosuny i —0,14 % s rainizuny. Yepes 208 TmwxHiB BigkopuroBana cepenss 3mina HbAlc
BiJ BuxigHOTO piBHs ckianana —0,10 % nns nanarmidnosuny i 0,20 % mns rmimizuay. Yepes 52, 104
1 208 TIKHIB y 3HAYHO MEHIIIOT YaCTKH MAIlI€HTIB y TPy JiKyBaHHs nanarmiduosuaom (3,5 %, 4,3
% 15,0 % BiANOBIAHO) CHIOCTEpIraBcs MPUHANMHI OJJUH €30/ TOorIiKeMii y HOPIBHSAHHI 3 TPYIIOL0,
ska otpumysana rmimizun (40,8 %, 47,0 % i 50,0 % miamoBigHo). YacTka martieHTiB, sKi
MIPOJIOBKYBaIK OpaTtu y4acth y gociimkeHnHi Ha MomeHnT 104 1 208 TuxkHiB, ckiagana 56,2 % 1 39,7
% nnst rpynu nikyBanHs ganariiduoznaoM 1 50,0 % ta 34,6 % mis rpynu TiKyBaHHS TIIMTI3HI0M.

HNanarnigno3uH gk  JONOBHEHHS A0  MeTQOopMiHy, riimMenipuny, MeTdOopMiHy  Ta
CyIb(OHIICEYOBUHH, CUTATTINTHHY (3 MeTGopMiHOM ab0 6e3) abo iHCYJiHY 3yMOBHUB CTATUCTHYHO
3Hauymie 3MeHieHHs HbALC yepes 24 TwkHi y nopiBHsHHI 3 mianedo (p < 0,0001).

3menmienns HDALC, sike croctepiranocs Ha 24 TWkHI, 30epirasocs y JOCTIIKEHHAX JT01aTKOBOI
KOMOIHOBaHOI Tepamii (raimMenipua Ta iHCyniH) 10 48 TwkHiB (rimiMenipua) ta g0 104 TwxHIB
(imcymin). Yepe3 48 TwkHIB TIpM JOAAaBaHHI /O cHUTarminTuHy (3 MerdopmiHom abo 0e3)
BIJIKOpPUTOBaHa CepeHs 3MiHa BiJl BUXITHOTO PiBHA Ui Aanariipiao3uny y no3i 10 mr i miane6o
cknanana —0,30 % Ta 0,38 % BignmoBigHO. Y MOCTiKEHHI 13 10JaBaHHSIM MET()OPMIHY 3MEHIIICHHS
HbALc 36epiranocs yepe3 102 tuxHi (BigkopuroBana cepeaHs 3MiHa Bija BuxijHoro piHsa —0,78 %
ta 0,02 % mns mikapepkoro 3aco0y y m03i 10 mr ta muane6o BiamosigHo). Yepes 104 tmwxHI mpu
3aCTOCYBaHHI 1HCYNIHY (3 JOJAaTKOBUM 3aCTOCYBaHHSAM IE€POPATbHUX IYKPO3HM)KYBAIbHUX
JiKapCchKuX 3ac00iB ab0 0€3) BiIKOpUTOBaHa CepeIHs 3MiHa Bl BUXiTHOTO piBHS 3MeHIeHHs HbALC
cranoBuia —0,71 % ta —0,06 % g ganarmidnoszuny y 1031 10 mMr ta nnane6o BianosigHo. Yepes 48
ta 104 TrkHI 1032 IHCYIIHY 3aHIIanacs cTabiIbHOK Y TIOPIBHSIHHI 3 BUXITHUM PiBHEM Y TAIli€HTIB,
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K1 oTpuMyBanu jganariidiao3uH y 1031 10 mr, i cranoBuia y cepenabomy 76 MO/noOy. Y rpymi
ianebo cepenne 30unbmeHHs 1034 ctanoBuio 10,5 MO/no0y i 18,3 MO/n00y BiJl BUXiTHOTO PiBHS
(cepenns mo3a cranoBmia 84 ta 92 MO/no6y) yepe3 48 1 104 twxHi BignmoBigHO. YacTka maiieHTiB,
SK1 IPOIOBXKYBAJIM Y4acTh y AociuipkenHi yepe3 104 twxkHi, cranoBuia 72,4 % y rpymi JIiKyBaHHS
nanarmiduosuHom y 1031 10 mr i1 54,8 % y rpymni miare6o.

3acmocyeanns kombOinayii 3 memgopminom paniuie He NIKOBAHUM NAYIEHMAM

3aranom, 1236 panimie He JIIKOBaHUX IMALIEHTIB 3 HEJJOCTATHBO KOHTPOJIBOBAHUM Aia0eTOM 2 THUITY
(HbAIc>17,5% 1< 12 %) O6panu yyacThb y JBOX AOCIIKCHHAX 3 AKTUBHHUM KOHTPOJIEM, 110 TPUBAJIO
24 TkH1, A7 OLIHKK e(peKTUBHOCTI Ta Oe3neku aanariiduiosuny (5 mr ado 10 Mr) y kombinamii 3
MeT(hOpMIHOM JUIsl paHilIe HE JIKOBAHUX MAIli€EHTIB MOPIBHSAHO 3 TEpaIi€l0 MOHOKOMIIOHCHTHUMH
TKapChKUMHU 3aCO0aMHU.

JlixyBanHs nanariidosuHoM y no3i 10 mMr y komOinanii 3 merdopminom (o 2000 mr Ha 100y)
3a0e3nevymwsio  3HauyHe  mokpamanHs — HbAlc  mopiBHSHO 3 JIIKyBaHHAM  OKPEMHUMH
MOHOKOMITOHCHTHUMH JIIKAPChbKUMH 3aco0aMu (TaOiuiis 2) 1 COPUYMHUIO OUIbIIE 3HIKECHHS PiBHS
mmoko3n B miasmi kpoBi  Hatme (I'TIH) (y mopiBHSHHI 3 JIIKyBaHHSM OKpPEMHUMH
MOHOKOMITOHCHTHUMH JTIIKAPCHKUMU 3ac00aMu) Ta MacH Tisia (y OpiBHSHHI 3 MET(HOPMIHOM).

Tabnuys 2. Pezynomamu na muoicni 24 (IIBJOCY) 6 axmu6no-KOHMPOIbOBAHOMY OOCHIONCEHHT
KomMbOiHO8anoi mepanii oanaznighnoszunom i memgopminom y paniuie He NiKOBAHUX NAYIEHMIB

Jlanaenichnoszun Hanaenichnozun 10 me  Memgpopmin
10 me
+
Ilapamemp Memdpopmin
NP 211° 219" 208"
HbAlc (%)
[TouaTkoBO (cepenHe) 9,10 9,03 9,03
3MiHa BiJ 104aTKOBOro® -1,98 -1,45 -1,44
Pi3Hu1s nopiBHsAHO 3
nmanariipiao3uHoOM® -0,53*
(95% AI) (-0,74; -0,32)
Pi3HuIs MOPIBHSIHO 3
MeThopMiHOM® —0,54* -0,01
(95% 1I) (-0,75; -0,33) (-0,22; 0,20)

4TIBJIOC — niepeHeceHHs BIIepe T TAaHUX OCTAHHBOTO CIIOCTEPEKEHHS.

b Bci parmomizoBani manienTH, SKi OTpUMATH IPHHAKMHI OIHY 103y JIKapchKOTo 3aco0y MoIBifHOTO
CJIIMIOTO JAOCIIKEHHS 11 4aC KOPOTKOYACHOTO MOABIHHOTO CIINOTO MEPIOy.

¢ CepenHe 3a METOJIOM HAWMEHIIINX KBaPaTiB CKOPUTOBAHE HA MOYATKOBE 3HAUCHHSI.

* p-3nauenns < 0,0001.

Kombinoeana mepanis 3 exceHamuoom npoioH208aHO20 GUBLTbHEHHS]

VY 28-TnKHEBOMY IMOJBIHHOMY CIIIIOMY AaKTHBHO-KOHTPOJIBbOBAHOMY JIOCIIIPKEHHI KOMOiHaIis
nanarmiQao3uHy Ta €KCEHATHIy IPOJOHTOBAHOTO BHBUIbHEHHs (arowict penentopa [TITI-1)
MOpIBHIOBANACA 3 JIKYBaHHSAM Janariiio3MHOM OKpeMO 1 EKCEHATHUAOM IPOJOHIOBAHOTO
BUBUIbHEHHSI OKPEMO Yy TMAI€HTIB 3 HEIOCTaTHbO KOHTPOJIbOBAaHUM JiabeToM Ha MOHOTeparii
metgopminom (HbAlc > 8 % 1 <12%). ¥V Bcix rpynax JiKyBaHHS 3MeHIIMBCS piBeHb HbAlc
MopiBHIHO 3 moyaTkoBUM. KomOiHOBaHa Tepamis nanariidao3uHoM y 1031 10 Mr Ta ekceHaTuaoM
MIPOJIOHTOBAHOTO BUBUIbHEHHS 3yMOBMIIA 3HaYHE 3HIKEHHA piBHSA HbAlC mOpiBHAHO 3 MOYaTKOBUM
MMOKAa3HUKOM Yy TOPIBHSAHHI 3 JIKyBaHHSM Janariiio3MHOM Ta €KCEHATHJOM IPOJIOHTOBAHOTO
BUBIJIbHCHHS OKpeMO (Taduuis 3).
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Tabauys 3. Pezynomamu 00H020 28-mudiches020 00CiOdHCeHHs 0ananighio3uny ma eKceHamuoy
NPOJIOH20BAHO20 BUBITbHEHHS ) NOPIGHAHHI 3 NIKYBAHHAM 0ANA2ighi03UHOM OKPEMO i eKCeHamuoom
NPONOHE0BAHO2O BUBLILHEHHS. OKpeMo Yy KoMOIiHayii 3 MemeopmiHom (CYKynHicmb  6CIX
PAHOOMI308AHUX NAYIEHMIE 32I0HO 3 NPUSHAYEHUM JIIKYBAHHSIM)

Hanaenipnosun  JJanaenigpnosun Excenamuo
10 me 1 p/o 10 me 1 p/o NPONOHE0BAHO2O
+ + BUBI/IbHEHHS
Excenamuo Inayebo 1 p/m 2me 1l p/m

Ilapamemp NPOJIOH208AHO20 +
BUBLIbHEHHS 2 M2 Inayebo 1 p/o
1 p/m

N 228 230 227

HbAlc (%)

[TouaTkoBO (cepenHe) 9,29 9,25 9,26

3MiHa Bix mouarkoBoro? —1,98 -1,39 -1,60

CepenHs pi3HHIISA 3MiHHA

B TIOUATKOBOrO MK -0,59% 0,38+

el (-0,84; —0,34) (-0,63; -0,13)

OKPEMHUMH JIIKaPCHKUMU

3acobamu (95 % JII)

Hayienmu (%), wo

oocsenu HbAlc <7 % 44,7 19.1 269

Maca mina (ke)

[TouaTkoBO (cepenHe) 92,13 90,87 89,12

3miHa Bix mouarkosoro® —3,55 -2,22 -1,56

CepenHs pi3HHIISA 3MiHHA

BiJI [IOYATKOBOTO MIK

KOMOIHAIII€O 1

OKPEMHUMH JIIKapCHKHUMHU -1,33* -2,00*

3acobamu (95 % 1) (-2,12; -0,55) (=2,79; -1,20)

1 p/n = onuH pa3 Ha 100y. | p/T = oauH pa3 Ha THXIAeHb. N = KUIbKICTh mauieHTiB. [l = noBipunit
1HTEepBa

& CepeziHE 32 METOJIOM HailMEHIIMX KBaJpaTiB CKOPUTOBAHE HA MIOYATKOBE 3HAUCHHS 1 PI3HUILISL MK
rpynamHu JIIKyBaHHS y 3MiHI BiJl IOYaTKOBUX 3HAYE€Hb HA THUXHI 28 MOJIENIOIOTHCS 3a JOMOMOTOI0
3MIIIAHOT MOZEII 3 MOBTOPIOBAHUMHU BUMIPIOBaHHSAMHU, BKIIIOYAIOUH JIIKYBaHHS, PErioH, MTOYaTKOBHH
piBenb HbAlc (< 9,0 % a6o > 9,0 %), TvkaeHb 1 HOTHXKHEBE JIIKYBaHHS K (iKcoBaHI (hakTopH i
MIOYaTKOBE 3HAUYEHHS SIK KOBapiary.

*p <0,001.

**p<0,01.

p-3HAUYEHHS — BCl CKOPUTOBaH1 P-3HAUY€HHS JJ11 MHOKUHHOCTI.

AHasi3y BUKJIIOYAIOTh BUMIPIOBAHHS MICIIs Teparlii MOPSTYHKY 1 MICHs JOCTPOKOBOTO MPUITUHEHHS
3aCTOCYBaHHS JOCIIKYBAaHOTO JIIKAPCHKOTO 3ac00y.

Pieni enoxoszu 6 nnazmi kpoei namuye

3acrocyBaHHa nanariidiao3uny y no3i 10 mr y Burisai MoHotepamii abo SIK JOMOBHEHHS [0
MeT(hOpMiHY, TIIIMEMNIpUay, MeTGOpMiHY Ta CyIb(OHUICEYOBUHHU, CUTAINIINTUHY (3 METPOPMIiHOM
abo 6e3) abo iHCyNiHYy 3yMOBWJIO cTaTucTU4HO 3Hauymie 3HwxkeHHs [TIH (Big —1,90 mo —1,20
MMOJIB/J [Big —34,2 no —21,7 mr/mn]) mopiBasHO 3 mare6o (Bix —0,33 1o 0,21 mmous/n [Bix —6,0 1o
3,8 mr/mn]). Lleit edekr crnocrepiracs y TuxkaeHb 1 yikyBaHHS 1 30epiraBcs y JOCHIDKEHHSX 3
POJIOBXKEeHHSM 710 THxkHS 104 BKITIOYHO.
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KombinoBana Ttepariss gamarmidpiao3uHom 10 Mr Tta eKceHaTHIOM IMPOJIOHTOBAHOTO BHBUILHEHHS
npuBena 1o cyrreBimoro 3HmwkeHHs ['TIH na 28 tmwxkhi: —3,66 MMoms/i (—65,8 Mr/mi1), y mOopiBHIHHI
—2,73 mmonb/n (—49,2 mr/an) y pasi 3actocyBanHsa gamnariidiaosuny okpemo (p < 0,001) ta —2,54
MMOJIB/1 (—45,8 Mr/ni) y pasi 3acTocyBaHHs ekceHaTuy okpemo (p < 0,001).

VY creniaabHOMY JTOCHIPKCHHI y TAIIEHTIB, XBOPUX Ha IyKpoBuil miader, 3 plIIK®D Big > 45 mo
< 60 mr/xB/1,73 M nikyBaHHS JanariidIo3nHOM NpoaeMOHCTpyBao 3HmkeHHs ['TIH Ha 24 TrokHi:
-1,19 mmonn/i (- 21,46 mr/a) y nopiBasHHI 3 -0,27 MMos/n (-4,87 mr/mi) mis mane6o (p = 0,001).

Pisui enroxosu y naasmi kposi nicisi npuiomy ixci

JlikyBanns nanariiduiosuaoM y 1031 10 Mr momgatkoBo A0 JIIKyBaHHS TIIIMENIPUIOM CHPHYUHHIIO
CTaTUCTHYHO 3HAUYIE 3HIKEHHS PiBHIB IIIOKO3U B IUIa3Mi KPOBI 4epe3 2 FOJMHHU MICIs MPHHoMYy
ki yepe3 24 THKHI 31 30€pEeKESHHSIM ITUX IMOKA3HUKIB 10 THXXHSA 48.

JlikyBanHs nanariigio3uHoM y 1031 10 Mr y BUTIISIII JOTIOBHEHHS JIO CUTATIINITUHY (3 MeT(HOpMiHOM
a00 0e3) 3yMOBMJIO 3HWKECHHS PiBHS TIIFOKO3H 4epe3 2 TOJUHH Micis MpUioMy ki Ha 24-My THXHI,
110 30epiranocs 10 THXHS 48.

Komb6inoBana tepamisi manarmigiao3uaoM 10 Mr ta eKCEHaTHJIOM IMPOJOHTOBAHOTO BUBIIHHCHHS
3yMOBMJIA 3HAYYIIEC 3HWKCHHS PIBHS IJIIOKO3H y 2-TOJUHHOMY TOCTIpaHIialbHOMY TecTi Ha 28
THKHI TIOPIBHSHO 3 OKPEMHUMH JTIKQPCHKUMU 3aC00aMHU.

Maca mina

Hamarmignosun y no3i 10 Mr sk gomoBHeHHS A0 MeThOpMiHY, TiIiMemipuay, MeThOpMiHy Ta
CyIb(OHIICEYOBUHH, CUTATTINTHHY (3 MeTGopMiHOM abo 6e3) abo iHCYiHY 3yMOBHUB CTATUCTHYHO
3HAYylle 3MEHIIeHHS Macu Tima depe3 24 twkHi (p < 0,0001). Ili edexru 30epiramucs y
JOBIOCTPOKOBHX JOCHiKeHHIX. Yepes 48 THKHIB BIAMIHHICTB BiJ] Iiane0o y pa3i 3aCTOCYBaHHS
nanariidio3uHy sIK JTOMOBHEHHS JI0 CUTAriIinTHHY (3 MeTdhopMiHOM abo 6e3) craHoBmia —2,22 Kr.
UYepes 102 TikHI BIAMIHHICTB BiJl mJ1aie0o0 y pasi 3aCTOCYBaHHS Janariti(Io3uHy siK JOMTOBHEHHS J10
MeThopMiHy abo iHCYNiHY cTaHoBUIA —2,14 Ta —2,88 KT BiAMOBIIHO.

B akTHBHO-KOHTPOJILOBAHOMY JIOCITI/DKEHHI 3 JJOBEACHHS HE HIKYOT €()EKTUBHOCTI JTOCIIIKYBaHOTO
JIKapChKOTO 3aco0y Aanariiio3uH sk TOMOBHEHHS 10 MET(hOPMiHY 3yMOBHB CTATUCTUYHO 3HAUYIIIE
3MEHIIICHHS MacH Tijla MOpiBHSAHO 3 ThimizumoMm: —4,65 kr uepe3 52 tmxkui (p < 0,0001), mro
36epiranocs yepe3 104 ta 208 TmwxkHis (—5,06 kr Ta —4,38 Kr BiANOBIIHO).

Komb6inamis  mamarmiguioduny 10 Mr Ta  eKCeHaTuJy IPOJOHTOBAaHOIO  BHUBUIBHEHHS
IIPOEMOHCTPYBAJa CyTTEBIIIE 3HI)KEHHS MacH T1J1a y OPIBHSAHHI 3 TEPAITi€0 KOXKHUM 13 JTIKAPChKUX
3aco0iB okpemo (Tadmuis 3).

PesynbraT 24-TH>KHEBOTO TOCIIKEHHS 32 ydacTio 182 mamieHTiB 3 yKpOBUM Aia0eTOM, B IKOMY
BUKOPHUCTOBYBAJIM JIBOCHEPTiHY PEHTI€HIBCbKY a0COpOIIIOMETpil0 Uil OLIHKM CKJIamy Tija,
MOKa3ajau OUIblIe 3MEHIIEHHS MacH Tijla Ta )KMPOBOi MAcH TiJIa, HI’K 3MEHIIEHHs 0€3:)KMUpPOBOi Macu
Tila 4M BTpaTy pIAMHHM, y TAI[€HTIB B TIpymdi JiKyBaHHsA jAanariiguiosuHoM y no3i 10 wmr i
MeT(GOpPMIHOM TOpPIBHSAHO 3 rpymnor Iuianedo 1 Merdopminy. JliKyBaHHS JIIKQpChbKHM 3acO00M
dopkcira Ta MeTGOPMIHOM 3YMOBMJIO YHMCENIbHE 3MEHIICHHS BiCLEpPaJbHOI >KUPOBOI TKAaHUHU
MOPIBHSHO 3 JIKyBaHHAM IL1a1ie60 Ta MeTHOpPMIHOM, 3a JaHUMHU CyOOCTIIKEHHS 3 BUKOPUCTAHHSIM
Mar"iTHO-pe30HaHCHOI ToMorpadii.

Apmepianoruti muck

3riHO 3 JJAHUMHU MOINEPETHRO 3aIIaHOBaHOTO 00’ €THaHOTO aHai3y 13 miane60-KOHTPOJIbOBAaHUX
JOCHIJKeHb, JIIKyBaHHS Janarmidao3suHoM y na031 10 Mr 3ymMOBHWIO 3MiHY CHCTOJIYHOTO
apTepiabHOTO THCKY BiJl BUXITHOTO PiBHS —3,7 MM PT. CT. Ta A1aCTOJIYHOTO apTePiaTbHOTO THCKY
—1,8 MM pT. cT. mopiBHSHO 3 —0,5 MM PT. CT. ISt CUCTONIUHOTrO Ta —0,5 MM PT. CT. U1 A1aCTOIIYHOTO
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apTepiaTbHOTO THCKY Y TPyl Tuiane6o y TrkaeHb 24. [TogioHe 3HMKEHHS CIIOCTEPITaiocs MPOTATOM
ychoro mnepioay TpuBaiicTio 10 104 TrxHIB.

Komb6inoBana tepamisi manarmigiao3uaoM 10 Mr ta eKCEeHaTHIOM IMPOJOHTOBAHOTO BUBLIHHCHHS
MPHU3BEIA 0 CYyTTEBOTO 3HWIKEHHS CUCTOJIIYHOTO TUCKY Ha 28 THXHI (—4,3 MM PT. CT.) y IOPIBHIHHI
13 3acTOCyBaHHAM Aanaritigo3uny okpemo (—1,8 MM pT. cT., p < 0,05) Ta 3acTOCYBaHHSIM EKCEHATUITY
MPOJIOHTOBAHOTO BUBUILHEHHS OKpeMo (—1,2 Mm pT. cT., p < 0,01).

Y nBox 12-TmxkHEBUX IIANe00-KOHTPOJIIBOBAHMX JOCHIKEHHSIX ycboro 1062 mamieHTn 3
HEJOCTaTHBO KOHTPOJILOBAHUM IIYKPOBUM JiabeToM 2 THUIy Ta apTepiaJbHOI TiNEPTEH3I€0
(He3BakarO4YM Ha TMOCTIMHE JIKyBaHHs I1HTIOITOPOM aHTIOTEH3MHIIEPETBOPIOYOro (epMEHTY
(i1AT1®) um GiokaTopom peuentopis anrioren3uny Il nepmoro Tuny (BPA) B oqHOMY mociimkeHH1
Tta 1AIl® yn BPA 3 nomaBaHHSM OJIHOTO AHTHTINEPTEH3MBHOTO JIIKAPCHKOTO 3aco0y B 1HIIOMY
JOCTIPKEHH1) OTPUMYBAJIH JIIKYBaHHS qanariidiao3uaoM y no3i 10 mr abo miane6o. Jlo Trkas 12 y
000X mocmimkeHHAx ganarmiduiosud y qo3i 10 Mr y komOiHarii 31 3BMYaiHUM aHTUA1a0CTHYHUM
JiKyBaHHsM 3a0e3neunB mnokpamieHHs piBHs HDALC Ta 3HWXEHHsS (3 MONPaBKOK Ha IUIAIe0o)
CUCTOJIIYHOTO apTepiaJIbHOTO TUCKY B cepeHbomy Ha 3,1 Ta 4,3 MM PT. CT. BIAMOBIIHO.

VY cnemiabHOMY JIOCIHI/DKCHHI y Tari€eHTiB, xBopuxX Ha miader, 3 pLIK® Bigx >45 mo <60
Mi/xB/1,73 M*  nikyBaHHS Jamarfidpuo3MHOM —HPOAEMOHCTPYBAZO 3HIKEHHS CHCTOJIYHOTO
apTepialbHOTO THCKY Ha 24 THXHI: - 4,8 MM. PT. CT. y HOpiBHsIHHI 3 Tu1anedo -1,7 mm. pr. cT. (p<0,05).

I nikemiynuii KOHMPOb Y NAYIEHMIE 3 NOPYULCHHAM (DYHKYLL HUDOK CepeoHbo20 CmyneHs (XpoHiYHa
xeopoba nupok 34 XXH)(pospaxoseana weudkicms knybouxoeoi Gpinompauii (pLIIKP) 6id > 45 0o <
60 ma/xe/1,73m%)

EdextuBHicTh nanarniao3uHy OLIHIOBAIM TaKOX OKPEMO y XOJi CHeliallbHOTO JOCITIIKEHHS 3a
YYaCTIO MAIEHTIB i3 IykpoBuM fiaderoMm 3 pIIIK® > 45 mn/xs/1,73M% 1o < 60 mu/xs/1,73 M?, ki
Majdd HEJOCTaTHIM TJIIKeMIYHHIl KOHTPOJAb TMpW  3BUYAliHOMY JikyBaHHi. JliKyBaHHA
nanariaigI03MHOM TPU3BeEITo 10 3HWKEeHHS HbA 1¢ 1 Macu Tijia mopiBHSAHO 3 miane6o (tadmuis 4).

Tabnuysa 4. Pezynomamu niaye60-KOHMPOIbOBAHO20 O0CNIONHCEHHS 0ana2iipio3uny y nayicHmis 3
yyxkposum diabemom 3 pLIIK®D 6i0 >45 0o <60 mu/xe/1,73m? na 24 mudicni

JManaraipao3nn® IInane6o?

10 mr
N© 159 161
HbA1c (%)
Buxigauii piBeHs (cepeaHiii) 8,35 8,03
3MiHa BiJ BUXIITHOTO piBHsl6 -0,37 -0,03
Pi3HuIIs TOPiBHSHO 3 mane6o® -0,34*
(95% 1I) (-0,53; -0,15)
Maca Tisa (kr)
BuxinHuii piBeHs (cepenHiii) 92,51 88,30
BincoTkoBa 3MiHa Bif
BUXIJTHOTO PiBHS" -3,42 -2,02
Pi3nuns y Bigcotkax
MOPIBHSHO 3 TUTane00”® -1,43*
(95% A1) (-2,15; -0,69)

? Metrdopmin abo MeTGopMiHy TiIPOXJIOPH] OYIM YaCTHHOIO 3BMYAMHOrO JiKyBaHHS y 69,4% i1
64,0% marieHTiB 1715 Tpynu Aanariaido3uny Ta riamedo, BiAmoBiTHO.

® Cepenne 3HaYeHHs 32 METOIOM HAWMEHIIMX KBAJAPATiB, CKOPHIOBAaHE HA MOYATKOBE 3HAUCHHS.

® [ToximHi BiJl c€peIHHOTO 3HAYECHHS 32 METOJIOM HaAMEHIIINX KBapaTiB, CKOPUTOBAHI Ha ITOYaTKOBE
3HAaYCHHSI.

* p<0,001
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Hayicumu 3 suxionum pienem HbAlc >9 %

VY Xxoxal momepeaHpO 3allJIaHOBAHOTO aHAli3y y MallieHTiB 3 BuxigHuM piBHeM HbAlc > 9,0 %
MoHoOTeparist aanariidaosuaom y 1031 10 mr (BigkopuroBaHa cepeaHs 3MiHa BiJl BUXITHOTO PiBHS:
—2,04 % ta 0,19 % npu 3acrocyBanHi manariiduiosuHy y mo3i 10 mr i miamne6o BiamoBigHO) Ta
3aCTOCYBaHHA Janarii(o3uHy TOJATKOBO O JIKyBaHHA MET(HOPMIHOM (BiJKOpUTOBaHA CEpPEIHs
3MmiHa Big BuxigHoro piBHa: —1,32 % ta —0,53 % mnpu 3acrocyBanHi ganarmaiduiosuHy 1 1uiamne6o
BiJIMTOBIHO) TPU3BOJIUIIO IO CTATUCTUYHO 3HAYYIIOTO 3HIKEHHs piBHIB HbA 1c Ha TxkHI 24.

Cepueso-cyounni ma HUpKOBI pe3yibmamu

Broaue  manarmiduiosuny  Ha  cepueBo-cyamuui  momii  (DECLARE) — me  MibkHapomHe,
0araToleHTPOBE, paHAOMI30BaHe, MOABIHHE CIiNe, TUIale00-KOHTPOIbOBAHE KITIHIYHE TOCIIKCHHS,
IO TIPOBENICHE Ui BU3HAYCHHS BIUIMBY Janarii(io3wHy y MOPIBHSIHHI 3 Iuanedo Ha CepleBo-
CYIMHHI pe3yJbTaTH, IPHU JOJaBaHHI JO MOTOYHOI 0a30BOi Teparii. YCi MmamieHTH MaJld IyKpOBU
niaber 2 TMMy Ta iHOI IIOHAMMEHINE JBa JOJATKOBI (AKTOPH PHU3UKY CEpPLEBO-CYIUHHUX
3axXBOpIOBaHb (BiK > 55 pokiB 11t 4onoBikiB 00 > 60 poKiB AJis KIHOK 1 OHE a00 KiJbKa 3 TaKUX
CTaHiB, K AUCIIMIAEMis, apTepiajabHa TinepTeH3ia a0 HasBHE TIOTIOHOMAIIHHS) a00 BCTaHOBJICHI
CepLIEeBO-CYIMHHI 3aXBOPIOBAHHSI.

Cepen 17160 pangomizoBanux mnamieHTiB, 6974 (40,6 %) Mamu BHSIBIIEHI CepIEBO-CYIHHHI
3axBoproBaHHs 1 10186 (59,4 %) He Manu BCTaHOBJIEHOTO CEPIIEBO-CYAMHHOIO 3aXBOpIOBaHH:. 8582
MaIieHTy Oy paHI0Mi30BaHi 0 Aanariiduiosuny B no3yBaHHi 10 mr i 8578 no mame6o, i 3a HUIMH
CIIOCTEpITaIy MPOTATOM Meianu B 4,2 POKH.

CepenHiii BiK JOCHIIKyBaHOT MOMyJswii craHOBUB 63,9 poku, 37,4 % Oynu xiHkamMu. 3araiom
22,4 % wmanmu miabet mpoTsaroM < 5 poKiB, cepeaHsl TpuBalicTh Aiadbery Oyma 11,9 pokis. Cepenne
3naueHHs HbAlc Oyino 8,3 % i cepenne 3HaueHHs iHJeKCy Macu Tina 32,1 Kr/M2.

Ha mowarky pocnimkenns 10,0 % mnaiienTiB Manu B aHamMHe31 cepleBy HemoctaTHicTh. CepemHe
snauenHs plIIK® 6ymo 85,2 mn/xe/1,73 M?, 7,4 % manientis mamn pLIK® < 60 m/xs/1,73 M2, i
30,3 % marieHTiB MaJd MiKpo- a0 MakpoalbOyMiHYpitO (CMiBBIAHOLICHHS aTbOyMiH/KpeaTUHIH B
ceui [UACR] > 30 g0 <300 mr/r a6o > 300 Mr/r BiAmOBiaHO).

binpuricts narienTiB (98 %) BUKOpHUCTOBYBaIM OJMH a00 OlIblIe 11a0€THYHUX JIKapChKUX 3ac001B
Ha T0YaTKy JOCHIKeHHs, 30kpema MeTdopMiH (82 %), incyniH (41 %) 1 cynbdoHUICEHOBUHY
(43 %).

[lepBuHHMMHM KOMOIHOBAHUMU KIHIIEBUMH TOUKaMU OyB Yac /10 MEPIIOTro BUHUKHEHHS OJIHIET 3 TAKUX
MOJIIH, SIK CMEPTh Yepe3 CepleBO-CYJMHHI 3aXBOPIOBAHHS, iIH(papKT Miokap/a a0o ileMiuHui 1HCYIbT
(Benuki HecpusATIHBI ceprieBo-cyaunHi moaii [MACE]), i uac 1o nepiioi moii, 1o BKJIroUYae B cede
rOCHITaJIi3allil0 Yyepe3 cepleBy HEAOCTaTHICTh a00 CMEPTh Uepe3 CepLeBO-CyIMHHI 3aXBOPIOBAHHS.
BropuHHMMH KiHIIEBUMHM TOYKamMH Oylla HUpPKOBa KOMOIHOBaHa KiHIIEBAa TOYKAa Ta CMEPTh 4depe3
OyAb-SKy IPUYUHY.

Benuxi necnpusmauei cepyeso-cyounui nooii

Janarmidao3un y mo3yBaHHi 10 Mr IpOJIeMOHCTPYBaB pe3yJIbTaT, He Tipmiuid Bia miamnebo (non-
inferiority versus placebo), st Takux HacHiIKiB SIK CEPIEBO-CyIMHHA CMEPTh, IH(PAPKTY MioKapa
a0o irmemMivyHOro iHCYIbTY (0qHOCTOpOHHI#H p < 0,001).

Cepyesa nedoocmamuicms abo cepyeso-cyoOuHHa cmMepmo

Janarmidao3un y no3yBanHi 10 Mr nmpogeMOHCTpYBaB IepeBary B MOpiBHAHHI 3 Tuiaie6o (Superiority
versus placebo) y 3amo6iranni rocmitamizaiii 4epe3 ceprieBy HEIOCTATHICTh a00 CepIIeBO-CYTUHHOI
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cMmepTi. Pi3Huns B edekTi TikyBaHHs Oyjia 00yMOBJIEHA TOCITITANII3AIlIEI0 YePE3 CEPIIeBY HEIOCTATHICTh
0e3 pi3HHUII Y CeplIeBO-CYANHHIN CMEPTi.

Kopucts Binx niKkyBaHHs Aanariigio3nHOM y MOPIBHSHHI 3 m1ane0o criocTepiraiacs siK y HaIlieHTiB 3,
Tak i 6€3 BCTAHOBJICHOTO CEPIIEBO-CYJMHHOTO 3aXBOPIOBAHHS, SIK 3 CEPIIEBOIO HEJOCTATHICTIO TaK 1 6e3
CepIeBOi HEJOCTATHOCTI Ha TOYaTKOBOMY €Tali, 1 OyJia MOCIiI0BHOIO B Pi3HUX MIATPYIax, 30KpeMa 3a
BIKOM, CcTaTTiO, QyHKII€0 HUPOK (pIIIKD) i perionom.

IlepeBara mamarmiduiosuHy Haj Iutanebo He Oyiaa mpoaemoncrpoBana musi MACE (p =0,172).
HupkoBy koMOiHOBaHY KiHIIEBY TOUKY Ta CMEPTh yepe3 Oy 1b-sSKy IPUUIMHY HE IePEBIPsUTH K YaCTHHY
MIPOIIETyPH I ITBEPHKYBATBHOTO TECTYBAHHS.

Hegponamisn

Jlamarmiguio3uH 3HNKYBaB YaCTOTY MOJ1i KOMOIHOBAaHOT TOYKH: MiITBEPIKEHOTO CTIHKOTO 3HIKEHHS
pLLIK®, TepminanbHoi cTaaii HupkoBoi HenoctarHocTi (TCHH), cmepTi yepe3 HUpKOBi abo cepiieBo-
CYIMHHI 3aXBOPIOBaHHA. Pi3HHI MK Tpynmamu Oyina oOyMOBII€HA 3HIDKEHHSIM MOJiH HUPKOBUX
KOMITOHEHTIB: cTiiikoro 3HmxkeHHs pLIIK®, tepminanbHOi cTamii HUPKOBOI HEOCTATHOCTI 1 CMEPTI
gyepe3 HUPKOBI 3aXBOPIOBAHHS.

BinHomeHHs pu3uky a0 4yacy BUHUKHEHHs HedponaTii (cridike 3HMKeHHa plIIK®, TCHH i1 cmepth
yepe3 HUPKOBi 3axBoproBanHs) Oyio 0,53 (95 % /11 0,43; 0,66) ais nanarmidio3uHy y MOPIBHIHHI 3
mwiarnebo.

Kpim toro, namarmiao3uH 3MEHIIMB HOBI €301 CTiKOI anbOyMiHypii (BiIHOMEHHS MeX (DyHKITiH
pusuky 0,79 [95 % I 0,72; 0,87]) i mpu3BiB g0 OinbIoi perpecii MakpoansOyMiHypii (BiAHOMICHHS
Mex QyHkuii pusuky 1,82 [95 % A1 1,51; 2,20]) y nopiBHsHHI 3 1uiane6o.

CeplieBa HEJOCTATHICTH
Jlocnioocenns DAPA-HF: cepuesa nedocmammuicmn 3i 3nudicenoio paxuicio suxkuoy (OB < 40 %)
JlocipkeHHs 31aTHOCTi nanariiduo3uny 3anobirata Heba)xaHUM HACITIIKaM CepIIeBOT HEIOCTATHOCTI

(DAPA-HF) — me wmixnHapoaHe, 0araTroleHTpOBE, pPaHIOMI30BaHe, IOIBIMHO ciime, IuIanedo-
KOHTPOJIbOBAaHE JIOCII/DKEHHSI, TPOBEJEHE 3a YyYacTIO TMAIliEHTIB 13 CEpIEBOI0 HEIOCTATHICTIO
(bynkmionanpHa  knacudikariss  Hero-Mopkebkoi kapaiomoriunoi  acomiamii  [NYHA],

¢ynkuionaneHuil knac [1-1V) 31 3HmkeHor0 Qpakuieto BUkuay (ppakiiis BUKUAY JIBOTO LUTYHOUKA
[OBJII] < 40 %). MeToro 1bOro IOCTIKEHHsS OyJ0 BHU3HAYCHHS BIUIUBY Aanarii(ao3uHy B
MOPIBHSIHHI 3 IJanedo Mmpu JoAaBaHHI A0 CTaHAAPTHOTO JIIKYBaHHS Ha 4acTOTY CEpLEBO-CYAWHHOI
CMEpTI Ta MOTIpIIEHHS CepLeBOi HETOCTaTHOCTI.

I3 4744 nauienTi 2373 ocobu Oy paHA0MI30BaHi O IpynHu Aanariidao3uny B 103yBaHHi 10 mr i
2371 — no rpynu miarnebo, MeniaHa crioctepexeHHs — 18 micsamiB. CepeHiid BiK JOCITIKYBaHOI
MOMYJIALIT CTAHOBUB 66 POKiB, 77 % OyJIM 4OJIOBIKAMH.

Ha mouatky mpocmimkenns 67,5 % namientis Oynu BinHeceHi 3a mkaioro NYHA no knacy 11, 31,6 %
— no xnacy III ta 0,9 % — no wmacy IV, cepennss ®BJIII cranosuma 32 %, 56 % Bumaakis
CepleBOl HEIOCTATHOCTI OymH imeMiyHuMH, 36 % — HeimemMiuHuMU Ta 8 % — HEB1IOMOT €Ti0JIOT 1.
VY k0kHIH rpymi JTikyBaHHSA 42 % MaIlieHTiB MaJu B aHAMHE31 IyKPOBUii Aiadet 2 Ty, 3 % MaIieHris
y KOXKHIHM rpymi Oynu kinacugikoBaHi K Taki, [0 CTPaKIa0Th Ha I[yKpOBUH 11abeT 2 TUIy Ha OCHOBI
piBaa HbAlc > 6,5 % sx npu BKIIOuYeHHI, Tak 1 mpu paHgomizauii. [lamieHTn oTpumyBamu
CTaHJapTHe JiKyBaHHS; 94 % mnanieHTiB orpumyBanu jikyBaHHS 1AII®, BPA a6o inriGitopom
peuenropa anriorensuny/nenpwiizuny (IPAH, 11 %), 96 % — Oera-6nokaropom, 71 % —
aHTaroHiCTOM MiHepanokopTHkoinHux peuentopiB (AMKP), 93 % — niypetuxom 1 26 % manu
IMITJTAHTOBAHUHN TIPUCTPIiK (3 PyHKITIEIO nediObpunsTopa).

V nocnimkeHHs Oymu BKmoueHi namienTn 3 pIIIK® > 30 mu/xs/1,73 M? Ha TIOYaTKy JOCIiKEHHS.
Cepenns plIIK® cranoBuma 66 min/x/1,73 M2, 41 % nauienTis 3 pIIK® < 60 mn/xs/1,73 M%>Ta 15 %
namienTiB Mmamu pLIK® < 45 mn/xs/1,73 M.
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Cepyego-cyounna cmepmes ma no2ipuieHHs cepyegoi HedoCmamHocmi

Janarniduio3nd mepeBepiryBaB Imianedo moo MmonepepkeHHs IEPBUHHOT KOMOIHOBaHO1 KIHIIEBOT
TOYKM CEpIEBO-CYAMHHOI CMEpTi, TocmiTaii3amii 3 NpUBOLY CEpLEBOI HEJOCTAaTHOCTI abo
B1JIBIAYBaHHS BIIIIJICHHS HEBIIKJIQIHOI IOTIOMOTH 4Yepe3 cepiieBy HenocTaTHicTh (BP (BimHOmeHHS
pusukis) 0,74 [95 % /11 0,65; 0,85], p < 0,0001). Edekr cioctepiraBcst paHo ta 30epiraBcsi mpoTsIrom
YChOTO Yacy JOCIiKEHHS (PUCYHOK 1).

Pucynox 1. Yac no mepuioro BUHUKHEHHS BHITQJIKiB CEPIIEBO-CYJIMHHOI CMEPTi, TOCHiTamizamii 3
MPUBOJY CEpLEBOi HEAOCTATHOCTI a0 BiIBiAyBaHHS BiJJIIJICHHS HEBIJKIATHOI JOIMOMOTH Yepes
CepILIEeBY HEJIOCTATHICTh

30
28 1
26 - Mnaueto
24 1 -

22 4 - Janarnipnosut
20 4
18 -
16 4
14 4
12 -
10 +
8 .
6 —
4
2
0 ~

MauiexTy 3 nogiamu (%)

Danarni¢noauH y nopieHAHHI 3 nnaue6o
BP (95 % Al): 0,74 (0,65; 0,85) P-3HaueHHA: <0,0001

0 3 6 9 12 15 18 21 24
Micauie nicna pasgomisauii
MauieHTH rpynu puamuky

HanarnipnosuH: 2373 2305 2221 2147 2002 1560 1146 612 210
Mnaue6o: 2371 2258 2163 2075 1917 1478 1096 593 210

BinBimyBaHHS BiAIIJICHHS] HEBIIKIAJAHOI IOTIOMOTH Yepe3 cepleBy HEAOCTAaTHICTh OYJI0 BU3ZHAYEHO
K TEpMiHOBE, HE3allJlaHOBaHE OOCTEXEHHs JIiKapeM, HaNpHuKiIajd, y BIIJIUICHHI HEBIIKIAIHOI
JIONIOMOTH, Ta MOTpeda B JIKyBaHHI MIPH TOTIPIIEHHI CEpLEeBOi HEIOCTATHOCTI (KpiM MPOCTOro
301IbIIEHHS IPUIOMY NEPOPAIbHUX J1YPETUKIB).

[NamieHTH rpynu pu3MKy — 1€ KUIbKICTh MAlli€HTIB, SKI MepeOyBaroTh y TPyl pU3UKY Ha MOYATKY
nepiomy.

VYci Tpu KOMIIOHEHTH MEPBUHHOT KOMOIHOBaHO1 KIHIIEBO1 TOUKH OKPEMO CIIPHUSUIN €(PEKTy JIIKyBaHHS
(pucyHoK 2). 3apeecTpoBaHO Majly KiIbKICTh Bi/IBilyBaHb BiIIIICHHS HEBIIKIAIHOT JOTOMOTH Yepe3

CeplieBY HEJIOCTATHICTb.

Pucynox 2. Edextn nikyBaHHS Ui NEpBUHHOI KOMOIHOBAaHOI KiHIIEBOT TOUYKHM, il CKJIAJOBHUX 1
CMEPTHOCTI 3 YCIX NPUYHH
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XapaKTepucTUKK BP (95% Al YyacHuku 3 nogiAMK BP P-3HayeHHA
(vacrora nogii) (95% ClI)

Janarni¢pnosnH Mnauebo

: o (N=2373)  (N=2371)
Wnajiku cepueso~CyaAnHHOI CMepTI, rocnitanisaui 3

NPUBOAY cepLiesoi HeaocTatHocTi abo aiaaiaysauwg'_ 386(11,6) 502(156) 0,74 (0,65:0,85) <0,0001
BiA/INEHHA HEBIIKNAAHOI JONOMOrY Yepes cepliesy : ’ ; S R :

HELOCTaTHICTL

locnitanisauin yepes cepuesy HeAOCTaTHICTL o 231(69) 318(0,8) 0,70(0,59;0,83) <0,0001
BiasinysaHHA BiaAineHHA HeBiAKNaaHo! 10(03) 23(07) 043(020;090) 0,0213
AONOMOrK Yepes CepueBy HeAOCTaTHICTb : ! i Vot '

Cepueso-cyautHa cMepTb —a— 227(6,5) 273(7,9) 0,82(0,69;098  0,0294
CMepTh Yepes Byab-AKy NPUYHHY —— 276(79) 329(9,5 083(0,71;097) 0,0217

05 081125 2

Kpawe aanarnipnosu+ | Kpaue nnauebo
BinBimyBaHHS BIIIIJICHHS] HEBIIKIAIHOI JJOTIOMOTH Y€pe3 CepIeBY HEAOCTATHICTh OyJI0 BU3HAYCHO
K TEpMiHOBE, He3allJlaHOBaHE OOCTEKEHHS JliKapeM, HampuKial, y BIAAUICHHI HEBiAKIaIHOL
JOTIOMOTH, Ta MOoTpeda B JIKyBaHHI NPW TOTIPIIEHHI CepleBOi HEAOCTATHOCTI (KpiM IMPOCTOTrO
301IBIICHHS IPUIOMY MIEPOPANbHUX A1YPETHKIB).
KinpkicTh mepmmx Mozl 1jii OKPEMHUX KOMITOHEHTIB € ()aKTHYHOIO KUTBKICTIO TEPIIUX MOIN s
KOXXHOT'O KOMITOHEHTA 1 HE JI0/IA€ThCS 0 YKcia MOl y KOMOIHOBaHIM KiHIIEB1i TOYIII.
YacroTa nofiii mpeacTaBieHa K BiIHOMEHH KUTBKOCTI yyacHuUKiB 3 moisimu 10 100 marienTo-pokis
CIIOCTEPEKEHHSI.
P-3HAYCHHS [T OKPEMUX CKJIAJJOBHUX 1 CMEPTHOCTI 3 YCIX MPUYUH € HOMiHAJTbHUMH.

3actocyBaHHs ManariiIo3uHy TaKoX 3MEHIIWJIO 3arajibHy KUIBKICTh BHITQJKIB TOCITAi3aMii 3
MPHUBOJY CEPIEBOT HEAOCTATHOCTI (MEPBHHHOI Ta IOBTOPHOI) Ta CEpPUEBO-CYJMHHOI CMEpTI;
3apeecTpoBaHO 567 BUMAIKIB y rpyni nanarmi(io3uHy B MOpIBHAHHI 3 742 BUMagkamMu B rpymi
miare6o (BimHorrenus pusukis 0,75 [95 % I 0,65; 0,88]; p = 0,0002).

Kopucts Bij JlikyBaHHs AanariiI03MHOM CIOCTepirajach y Mali€HTIiB 13 CEPLIEBOI0 HEIOCTATHICTIO
SK 13 IyKpoBHM JiaberoMm 2 THIy, Tak i 06e3 HbOro. 3aCTOCYBaHHS Jamnariiio3uHy 3HUKYBAJIO
NEepPBUHHY KOMOIHOBaHY KiHIIEBY TOUKY YaCTOTH CEPLIEBO-CYAMHHOI CMEPTI Ta MOTIpIIEHHS CepLeBOi
uepocrarHocti i3 BP 0,75 (95 % /11 0,63; 0,90) y martienTiB 3 mykposum aiaderom ta 0,73 (95 % I
0,60; 0,88) y marienTiB 6€3 IyKpOBOTO JiabeTy.

Kopucts Bij JiKyBaHHS Janarii)Jo3MHOM HOPIBHIHO 3 IUIAe0o 111010 NEPBUHHOI KiHIIEBOi TOUKU
TaKOX IPOCIIJIKOBYBajdach B IHIIMX KIIOYOBUX MIArpynax, y T. 4. y HIATPYyNax i3 CyIMyTHIM
JIKYBaHHSM ceplieBoi HepocTatHOCTI, (GyHKIiT Hupok (pLIIK®), y migrpymnax 3a BikoM, CTaTTIO Ta
PErioHOM.

Pesynomamu  nikyeanus, wo  noGiOOMIAIOMbCA — NAYIEHMAMU, —  CUMHMOMU — Cepyesoi
HeodoCmamuocmi

BB panarniduio3nHy Ha CHUMIITOMH CEpPIIEBOi HEIOCTATHOCTI OI[IHIOBAJIM 3a 3arajJlbHUM OajioM
cumntoMmiB KaH3aCchKOro OMUTYBaJIbHUKA JUISI OIIHKYM TAIlieHTiB i3 kapaiomionariero (KCCQ-TSS),
KW BH3HAYA€ YacCTOTY Ta THKKICTh CHMIITOMIB CEPIIEBOI HEIOCTATHOCTI, BKJIIOYAIOYH BTOMY,
nepudepuyHi HaOpsKHU, 3aUIIKY Ta opTonHoe. banu y niamasoni Bix 0 mo 100, npu npomy OinbIn
BHCOKI OaJii BIIMOBITAIOTh KPAIIOMY CTaHy 37I0pOB’sI.

JlikyBaHHS Aanariigio3MHOM Majo CTaTUCTHYHO Ta KJIIHIYHO 3HAYYUIy [epeBary y MOpIBHSHHI 3
rane0o Mpu CUMIITOMAaX CePIEBOI HEJJOCTATHOCTI, 1110 BU3HAYAJIACS 32 3MIHOIO BiJl BUX1THOTO PiBHA
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Ha 8-my micsami 3a KCCQ-TSS (koedimient mepesaru 1,18 [95 % I 1,11; 1,26]; p < 0,0001). ¥
pe3yabTaTax BpaxOBaHO YACTOTY Ta TSKKICTh cuMnToMiB. IlepeBara cmoctepiramacs sk y
MOKpaIIeHHl CHUMITOMIB CEPIIEBOi HEIOCTATHOCTI, TaK 1 B 3amo0iraHHi MOTIPUIEHHIO CHUMITOMIB
CepIlIeBOT HEJTOCTATHOCTI.

B anamizax BiAMOBiJEH PECMOHACHTIB YaCcTKA MAIIE€HTIB 13 KIIHIYHO 3HAYYIIUM MOKPAIIESHHSIM 3a
KCCQ-TSS uepes 8 mics11iB BiJl BUXiHOTO PIBHS, BU3HAYEHUM 5K 5 OaniB abo Ounbie, Oyia BUIIOO
B TPYIIi Janarii(io3uHy MOPiBHIHO 3 TPyMNolo miane6o. KinbKicTh namieHTiB 13 KIHIYHO 3HAYY M
MOTIPIIEHHSM, BHU3HAUYCHUM SK 5 OaniB abo Ounbine, Oyna MEHIIOK B rpymi ganariidio3uHy
MOPIBHSIHO 3 Tpymoro 1ianebo. [lepeBaru, Mo crnocTepiraiuck Mpu 3aCTOCYBaHHI Jamariidio3uHy,
30epiranucs MpU BUKOPUCTAHHI OLIBII KOHCEPBATUBHHMX TPAHUYHUX TOKA3HHKIB JUIS OUIBIIAX
KJIHIYHO 3HAYYIIMX 3MiH (TaOauIst 5).

Tabnuys 5. Kinokicmo i 8i0comkoge cnig8ioOHOUeH s NAYIEHMIB i3 KIIHIYHO 3HAYYWUM ROKDAUWEHHIM
i nocipwennam uepes 8 micsayis 3a KCCQ-TSS

3miHa BHXUIHOI OLHKH Hanmaraigaosun I[liamedo

yepe3 8 micsuin 10 mr n®=2062
n2= 2086
Ilokpawennsa n (%) n (%) BigHomenns: pu3nkiB® p-
NOKpamennsa® nokpamenHs® (95 % M) 3HAYeHHs'
> 5 GaniB 933 (44,7) 794 (38,5) 1,14 0,0002
(1,06; 1,22)
> 10 GaniB 689 (33,0) 579 (28,1) 1,13 0,0018
(1,05; 1,22)
> 15 Gani 474 (22,7) 406 (19,7) 1,10 0,0300
(1,01; 1,19)
Iozipuwenns n (%) n (%) BigHomeHHs: pu3nKiB® p-
noripmennsa® mnoripmenns® (95 % 1) 3HAYEHHs
> 5 Gauis 537 (25,7) 693 (33,6) 0,84 <0,0001
(0,78; 0,89)
> 10 OauniB 395 (18,9) 506 (24,5) 0,85 <0,0001
(0,79; 0,92

®KinpKicTh mari€eHTiB, ki crocrepiramucs 3 KCCO-TSS abo momepiu 10 3aBepIieHHs 8 MiCSIIIiB.
bKinbKicTh TAIieHTIB, y AKMX CHOCTepiranocs MOKpameHHs mpuHaiMui Ha 5, 10 a6o 15 6aris y
MOPIBHSIHHI 3 BUXiTHUM piBHeM. [larieHTH, siki moMepiu 10 BUBHAYEHOTO Yacy BBAXKAIOTHCS TAKIUMH,
B SIKMX MOKPAIIEHHS HE CIIOCTEPIranoch.

¢ JInst MOKpAIlleHHsT BiJIHOIICHHS PU3HKIB > 1 3 mepeBaroro Ha KOpHucTh Aanarmiduozudy 10 mr.
KinpKicTh MallieHTiB, y SKHX CIOCTepirajocs MOTipIIeHHs HpuHaliMHI Ha 5 a6o 10 Gamis y
MOPIBHSIHHI 3 BUXITHUM piBHEM. [larfieHTH, sKi mOMepiu 0 BU3HAYEHOTO Yacy, BBAKAIOTHCS TAKIMH,
B SIKMX CIIOCTEPIrajocs MOT1pIICHHS.

¢ Jlnst moripiieHHsT BiJHOLICHHs pu3uKiB < 1 3 mepeBaroro Ha KopucTh ganarmidiosuny 10 mr.
"0-3HaYeHHs HOMiHATBHI.

Hegponamisn

Crnoctepiranocst Hebararo mofiii HUPKOBOI KOMOIHOBAHOI KiHIIEBOI TOYKH (IMiATBEPIKEHE CTiHKe
sumkeHHs piHs pILIK® > 50 %, TCHH abo cmepTh uepe3 HUPKOBI 3aXBOPIOBAHHSI); 4acTOTa CKiIaja
1,2 % y rpyni ganarmigio3uny ta 1,6 % y rpymi miame6o.

Hocnioocenns DELIVER: cepuesa nedocmamuicms i3 gppakyicio sukuoy nigoo uiiynouka > 40 %

DELIVER (Dapagliflozin Evaluation to Improve the LIVEs of Patients with PREserved Ejection
Fraction Heart Failure, Ouinka 3gaTtHOCTI nmamarmiguio3sMHy IOKpAIlyBaTH JKUTTS MAIi€HTIB i3
CEPIICBOI0 HEAOCTATHICTIO 31 30epexeHor0 (pakili€ro BUKUY) — 1€ MDKHApOHEe 6araToreHTpOBE
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paH0MI30BaHe MOJIBIMHE Citine Mianed0-KOHTPOIbOBAHE TOCHTIKEHHS 33 YYaCTIO MAIlIEHTIB BIKOM
> 40 pokiB i3 cepueBoro HenocratHicTio (II-1V kmac 3a knacudikamiero NYHA) 3 ®BJIII > 40 % i
O3HaKaMH CTPYKTYPHHX IATOJIOTIH CepIlsi, METOIO SIKOTO € BU3HAYCHHS BIUTUBY Jamnariigio3uHy Ha
YacTOTy BHUMAJKIB CEPIIEBO-CYAMHHOI CMEPTi Ta MOTIpIIEHHs Hepediry cepueBoi HeTOCTaTHOCTI Y
MOPiBHSHHI 3 TU1a1e00.

6263 yyaCHUKH JOCIIIKeHHsI OyJIM PO3MOJIIJICHI HA TPYIU: 3aCTOCYBaHH Janariiio3uHy y 1031
10 mr — 3131 mauienT; 3actocyBanHsa 1uiane6o — 3132 namientn. CepenHiil yac crocTepexeHHS
cranoBuB 28 wmicsiiB. Cepen yuacHUKIB gociikeHHs 654 (10 %) namieHT Maiu miarocTpy CepleBy
HE/IOCTATHICTh (BOHM BU3HAYAIOTHCS K PAHIAOMI30BaHi IiJl yac ToCmiTati3alii 3 MpUBOIYy CEPIEBOl
HemocTaTHOCTI abo mpotsarom 30 aHiB michs Bumucku). CepefaHidt BIK HOMYJIAIT TOCHIIKEHHS
CTaHOBHB 72 pokH, 56 % marieHTiB OyJIM 4OIOBIYOT CTaTI.

Ha nmouatky nocmimkenns 75 % narientiB Oynu BigHeceni 1o Il kimacy 3a kmacudikamiero NYHA,
24 % — no Il xnacy 1 0,3 % — mo IV kmacy. Meaiana @BJIL cranosuiia 54 %. Y 34 % narieHTiB
OBJIL cranoBuia <49 %, y 36 % — 50-59 %, ay 30 % — > 60 %. Y xoxHiil rpyni JOCTIKEHHS
y 45 % nanieHTiB B aHaMHe31 OyB IyKpoBuii Aiadet 2-ro tuiy. ba3zoBa Tepamis Bkirovasna iHrioiTopu
aHrioTeH3uHNepeTBoprotodoro ¢pepmenty (1AIldD)/6mokaTopu penenrtopis anriorensuny I (BPA)/
iHridiropu peuenropa anriorensuny/aHenpuwiizuny (IPAH) (77 %), ©era-6mokatopu (83 %),
niyperuku (98 %) Ta aHTaroHicTH MiHepaoOKOpTUKOiqHUX penentopiB (AMKP) (43 %).

Cepenne 3nauenns plIIK® cranosuno 61 mn/xs/1,73 M2, V 49 % mnauientiB nokasauk pllIK®
craHoBuB < 60 mi/xB/1,73 M2, y 23 % — < 45 mn/x8/1,73 M, a y 3 % — < 30 mur/xB/1,73 M.
Jamarmiguio3uH nepeBakas Ianedo y 3HIKEHHI YaCTOTH IEPBUHHOI KOMOIHOBAHOT KiHIIEBOT TOUKH
CepLeBO-CYMHHOI CMepTi, TOCHiTami3allii 3 MPUBOAY CEPIEBOi HEIOCTATHOCTI ab0 TEPMiHOBOTO
3BEpHEHHS 32 MEJUYHOIO JOITOMOTO0 uepe3 cepieBy HemoctatHicth (BP 0,82 [95 % /10,73, 0,92];
p = 0,0008) (pucyHox 3).

Pucynox 3. Yac g0 mepuioro BUHHUKHEHHS MEPBHUHHOI KOMOIHOBAaHOi KIiHIIEBOi TOYKH CEpIEBO-
CYJIMHHOI CMEPTi, TOCHITAIII3AIli] 3 TPUBOJY CEPIIEBOI HETOCTATHOCTI 200 TEPMIHOBOTO 3BEPHECHHS 32
MEIMYHOIO JOMOMOIOI0 Yepe3 CepleBY HEJJOCTATHICTh

Nanarnignoams

Nauien 3 noginmu (%)
g

Nanarni¢gpnosuH y NOpiBHAHHI 3 Nnaueto

BP (95% 1I): 0.82 (0,73; 0,92) P-anauwenunn:0,0008

e
-
-

T T T T T

] 3 6 L 12 15 18 21 24 27 30 33 36

) MicrRuis nicnA pangomizauin
NawieHTH rPYNM pUaMKy

HAanarnipnoamy: 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 118
114

801 389
Mnauebo: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554

-
o 772 383

TepMiHOBE 3BEpPHECHHS 32 MEIAMYHOIO JIOTIOMOTOIO Yepe3 CeplleBY HEIOCTATHICTh BU3HAYAIN SK
HEBIIKJIQIHUI HE3aIIaHOBAHHUH OTJISA] JTiKapeM, HallpuKiIa/l, y BiAIICHH] HEBIAKIAIHOT JOMTOMOTH,
Ta MOTpeOdy B JIKyBaHHI 3aroCTPEHHS CepleBOi HeAOCTaTHOCTI (OKpiM 30iIbIIEHHS JI03U
NepopaIbHUX JI1YPETHUKIB).

[amieHTH rpynu pu3uKy — 1€ KUIbKICTh Malll€HTIB, K1 MepeOyBaloTh y TPYIl PU3UKY HA MOYATKY
nepiomy.
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Ha pucynky 4 300pa’keHO BHECOK TPhOX KOMITOHEHTIB IEPBUHHOT KOMOIHOBAHO1 TOYKH B TIOKa3HUK
e(EeKTUBHOCTI JIIKyBaHHS.

Pucynox 4. EQexTHBHICTh JIIKyBaHHS JUIS TNEPBUHHOI KOMOIHOBaHO! KIiHIIEBOI TOYKH Ta i
KOMIIOHEHTIB

XapaKTepucTukm BP YyacHuUKM 3 noAdiamm BP
(95% Ol) (vyactoTa noain) (95% Al)
Danarni¢nosuH Mnaue6o
(N=3131) (N=3132)
KombiHoBaHa KiHUueBa TouyKa, AKa BKIouana
cepueBO-Cy/IMHHY CMepTk, rocnitanisadio
Jepes cepueBy HeoCTaTHICTb abo TepMiHoBe
3BEPHEHHA 32 MEAWYHOK AOMNOMOrow Hepes
cepueBy HeOCTaTHICTb

512 (7,8) 610 (9,6) 0,82 (0,73; 0,92)

locnitanisauif 4epes cepueBy HEAOCTATHICTL  =———a—— 329 (5,0) 418 (6,5) 0,77 (0,67; 0,89)

TepmiHOBe 3BEPHEHHA 3a MEeAUYHOK

' — \ 1,1 ,55;
ZIONOMOrOH0 Yepes ceplLieBy HEAOCTATHICTb 60(0.9) 78011 0,75(0,55;1,07)
CepueBo-cyanHHa cMepTb E —— 231(3,3) 261(3,8) 0,88 (0,74; 1,05)
I ) 1 1
0,5 08 1 1,25 2
MNepeBara aanarnipnoaudy |  Mepeeara «nnaue6o»

TepMiHOBe 3BEpHEHHS 3a MEAMYHOIO JIOTIOMOTOI0 4Yepe3 CepleBY HENOCTATHICTh BU3HAYAIU SIK
HEBIAKJIAHUNA HE3aIUTaHOBAHUHN OTJISAN JTIKapeM, HallpUKIIa/L, y BiIIEHH] HEBiIKJIAHOT TOTIOMOTH,
Ta moTpedy B JIKyBaHHI 3aroCTPEHHs CepieBoi HemocTaTHOCTI (OKpiM 30iMbIICHHS JI03H
MEPOPANBHUX JIyPETUKIB).

KinpkicTh nmepmmx Mmofiii A OKpeMUX KOMIIOHEHTIB € (PaKTHUYHOI KUIBKICTIO TEPIIMX MO JIs
KOXXHOT'O KOMITOHEHTA, 110 HE JIOJA€THCS JI0 KITBKOCTI MO Y KOMOIHOBaHIN KiHIIEBIH TOYIII.
YacroTa moaiil — 1€ KUIBKICTh Malli€HTIB, Y sKUX Oyna 3adikcoBaHa BiamoBimHa mofis, Ha 100
MAIiEHTO-POKIB CIIOCTEPEKECHHSI.

JlaHi 100 cepieBo-CyIMHHOI CMEPTI, MPEICTAaBICHOI TYT K KOMIIOHEHT EPBUHHO1 KIHIIEBOI TOUKH,
TaKO0X aHaJi3yBalH 3 (OPMAIbHUM KOHTPOJIEM NMOMIIIOK | TUITY SIK BTOPUHHY KIHIIEBY TOUKY.

Hanarmiio3uH nepeBaxas Mianedo y 3MEHIIEHHI 3arajbHOi KUIBKOCTI MOJIN, MOB’S3aHUX 13
CEepLIEBOIO0 HEJTOCTATHICTIO (BU3HAUYEHHUX SIK Ieplla Ta HOBTOPHA TOCHITai3alli 3 MPUBOAY CEpLEeBOi
HE/I0CTaTHOCTI 200 TEPMiIHOBE 3BEPHEHHS 32 METUYHOIO JJOITOMOT 010 Yepe3 CeplieBy HEJJOCTaTHICTB),
Ta CepleBO-CYJUHHOI cMepTi. Y rpymi mamarmidio3uny Oyno 3adikcoBano 815 takux momiid, a y
rpymi miane6o — 1057 (BimHornennst pusukis 0,77 [95 % /11 0,67, 0,89]; p = 0,0003).

KopucTs BiJ JiKyBaHHS 1anarii(io3nNHOM 11010 BIUIMBY Ha NEPBUHHY KIHIEBY TOUKY Y MOPIBHIHHI
3 manebo crocrepiranacs B miarpymnax namientis i3 @B < 49 %, 50-59 % ta > 60 %. EdexTu B
IHIIMX KIIOYOBHMX MIATPYIaxX, KaTerOpM30BaHUX, HAMPHKIAJ, 3a BIKOM, cTarTio, kinacom NYHA,
piBHeM NT-proBNP, HasBHICTIO 4M BIJCYTHICTIO MiJFOCTPOrO CTaHy, a TaKOXX HASBHICTIO YH
BIJICYTHICTIO LIyKpPOBOTO Aia0eTy 2-T0 TUITy, TaKOX OyJIM MOCIIIJOBHUMH.

Peszynomamu nikyeanus, nogioomieHi nayicHmom, — CUMRMOMU Cepyesoi HedOCMAmHOCMi

VY nopiBHSHHI 3 mianedo, JIKyBaHHs JanariiJo3MHOM Majo CTaTUCTMYHO 3HAUyIly KOPHCTbH 3
TOYKHU 30pY CUMIOTOMIB CE€pILIEBOT HEAOCTATHOCTI, SIKa BU3HAYAIACS 32 3MIHOIO 3arajlbHOi OLIHKHU 3a
KaHn3acbkuM OMHUTYBaJIbHUKOM JUTs MarieHTiB i3 kapaiomionariero (KCCQ-TSS) yepes 8 micsiis y
MOPIBHSAHHI 3 BUXITHUM piBHeM (koedimient nepesaru 1,11 [95 % /JII 1,03, 1,21]; p = 0,0086). Ha
Pe3yNbTaTH BIUIMHYJH SIK YaCTOTa BUHUKHEHHS, TaK 1 TSHKKICTh CUMIITOMIB.
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B anamizax BiAmMoBiAeHW PECHOHICHTIB YacTKa MAIlIEHTIB, Y AKUX 4epe3 8 MICAIIB CIocTepiraiocs
nomipHe (> 5 6aniB) a6o 3HauHe (> 14 6GaniB) noripmenHs ouinku KCCQ-TSS y mopiBHsHHI 3
BHXIJIHUM piBHEM, OyJia HM)KYOIO B TpyIi JiKyBaHHs AanariidaosunoMm; y 24,1 % mamieHTiB, AKi
oTpuMyBasu nanarmiduo3us, ta 29,1 % namieHTiB, SKi OTpUMYBaJH I1ae00, BiA3HAYAIOCS TIOMipHE
noripmenns (Biguomrenus mancis 0,78 [95 % /11 0,64, 0,95]). Boauowac y 13,5 % mnarieHTiB rpymnu
nanarnmigiaosuny Ta 18,4 % marmieHTiB rpynu mianebo CIOCTEpIranocs 3HA4YHE MOTIPIICHHS
(Bimnomenns mancis 0,70 [95 % I 0,55, 0,88]). YacTku naiieHTiB 3 He3HAYHUM a00 MOMIPHHM
noinmeHds M (> 13 6aniB) abo 3HAYHUM TOJINIIeHHM (> 17 GamiB) y rpymax JOCTiIKEHHS HE
BIIPI3HSUTHCS.

Cepyesa neoocmamuicmo y oocaioxcenusx DAPA-HF i DELIVER

3a pesynpTaramu 00’eqHanoro anamnizy pociimkedsb DAPA-HF i DELIVER y pasi 3acrocyBanus
nanariiduiosuHy y MmopiBHsAHHI 3 miane6o BP xomOiHOBaHOT KiHIIEBOT TOYKH CEPIICBO-CYIUHHOT
CMEpTi, TocmiTamizamii 3 NpPUBOLY CEepLEBOi HEJOCTATHOCTI ab00 TEPMIHOBOTO 3BEPHEHHS 32
MEIMYHOIO JOITOMOI0I0 Yepe3 cepiieBy HemocratHicTh cranoBmiao 0,78 (95 % JII 0,72, 0,85), p <
0,0001. Edexr nikyBanus OyB mociiJoBHUM y BchoMy nianazoni @BJIII 6e3 mocnabneHHs eQexTy
sanexso Big OBJIII.

3riHoO 3 pe3yJbTaTaMu MOMEPEeIHBRO BU3HAYEHOro 00’ €qHaHOro aHamizy mocuimxeHb DAPA-HF 1
DELIVER namarnicno3uH, y HOpiBHSHHI 3 Tuianeo, 3HIKYBaB PU3HK CEPIEBO-CYIHMHHOI CMEpTI
(BP 0,85 [95 % /II 0,75, 0,96], p = 0,0115). O6uaBa mociiKeHHs 3pOOMIA BHECOK Y BU3HAYCHHS
e(eKTUBHOCTI.

XpoHivyHa XBOp0oOa HUPOK

JlocnipKeHHsT BIUIMBY Janariijo3MHy Ha HHUPKHM Ta Ha CMEpPTHICTb 4epe3 CepLeBO-CYJIUHHI
3aXBOPIOBAaHHs B MAIIEHTIB i3 XpoHi4HOW XBOopoOow Hupok (DAPA-CKD) Oyno MiKHapOIHUM,
0araToneHTPOBUM, PaHJIOMI30BaHUM, IMOJABIHHO CIINUM, ILIAIEOOKOHTPOIHOBAHUM JTOCIIIPKCHHIM
3a y4acTIO MAIi€HTIB 3 XPOHIYHOIO XBOopoOoto HUpoK (XXH) 3 plLIK® Bix > 25 no < 75 mn/xs/1,73
M? Ta ansbyminypiero (UACR Bix > 200 10 < 5000 MI/r), METOI0 SIKOTO 6YI0 BH3HAYEHHS BIUTHBY
nanaraidio3nHy y MOPIBHSHHI 3 TuIane0o MpH JT0JaBaHHI MOTO JO CTaHIAPTHOTO JIIKyBaHHS Ha
4acTOTy KOMOIHOBaHOI KiHIEBOI TOUkU — cTilikoro 3HkeHHs pIIIK® na > 50 %, TepminanbHOi
cranii Hupkosoi memoctatHocti (TCHH) (Bu3HauaeThes sk criiika plIIK® < 15 mm/xs/1,73 M2,
JIKyBaHHS XPOHIYHUM Jiai3oM abo TpaHCIIaHTAllisl HUPKH), CMEPTI Yepe3 CceplLeBO-CyIuHHI abo
HUPKOBI 3aXBOPIOBAHHS.

13 4304 ygacuukiB gocnipkenHs 2 152 namient Oynu paHaomizoBaHi 10 rpymnu 3actocyBanHs 10 mr
nanariiiao3uny 1 2 152 — no rpynu minane6o, MesiaHa CIIOCTEPEKEHHs CTaHOBUIIA 28,5 micsis.
JlikyBanus TpuBano, skmio pisenb pLIK® smmkysaBca Hmkue 25 Min/xB/1,73 M? mpoTsarom

JOCIIJIKEHHS, Ta MOIJIO TPUBATH Y pa3i BAHUKHEHHS MOTpedU y Jiaii3i.

CepenHiii Bik 1OCHiIKyBaHO1 nomyniii craHoBuB 61,8 poky, 66,9 % yyacHUKIB AOCTiIKEHHS Oynu
yonosikamu. Ha BuximHoMy piBHi cepenne 3uadenss pllIK® cramosuno 43,1 mi/xs/1,73 M?, a
meniana UACR cranoBuna 949,3 mr/r, y 44,1% narientiB Bim3Hauanacs plIIK® Bix 30 mo < 45
mi/xB/1,73 M?, a'y 14,5 % plIIK® cranosuna < 30 mn/xs/1,73 M2. Y 67,5 % mamuicHTis 6yB I[yKpOBHii
niaber 2 tumy. [lamientn oTpumyBanu ctangaptHe jdikyBaHHs; 97,0 % maiieHTIB OTpUMYyBalIu
JiKyBaHHS 1HTIOITOpOM aHTioTeH3uHIIepeTBOprotouoro ¢epmenty (IAIID) abo OioxaTopom
peuenTopiB anrioren3uny (bPA).

HocaimkenHs: OyJio MPUMHHEHO TOCTPOKOBO JJISl OI[IHKUA €(EKTUBHOCTI J0 3aIUIAHOBAHOTO aHATI3Y
Ha TIACTaBl PEKOMEHJAIli HE3aJIeKHOTO0 KOMITETY 3 MOHITOpUHTY JnaHux. Jlamarmidio3uH
NepeBePIIYBaB MJIare0o 1010 MONepeKeHHS IEPBUHHOT KOMOIHOBAaHO1 KIHIIEBOi TOUYKU — CTIHKOTO
samxkeHHs plIIK® na > 50 %, mocarHeHHs TEpMiHANBHOI CTafii HUPKOBOI HEIOCTATHOCTI, CMEPTi
yepe3 HUPKOBI a00 ceplieBO-CyIMHHI 3aXBOproBaHHs. 3rifHo 3 rpadikom Kamnana — Meiiepa yacy 1o
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MEePIIOr0 BUHUKHEHHS TIEPBUHHOI KOMOIHOBAHOI KiHIIEBOI TOUYKHU €(EeKT JIIKYBaHHS OYEBHIHMA 3 4
MICSIIIB Ta 30epiraBcs 0 KiHIlS JOCITIIPKEHHS (PUCYHOK 5).

Pucynox 5. Yac 10 mepiioro BUHUKHEHHS TIEPBUHHOT KOMOIHOBAHOI KiHIIEBOi TOYKH — CTIHKOTO
samwkeHHs pLIIK® Ha > 50 %, po3BUTKY TepMiHAJIBHOI CTa/Ii1 HUPKOBOI HEJIOCTATHOCTI, CMEPTI Yepe3
HUPKOBI 200 CEepIIEBO-CYAMHHI 3aXBOPIOBAHHS

_— —-MNnaye6o
22 "
20 ¢
-
18 1 ,-'
16 - 1 DanarnicdonosunH

MNauienTn 3 enizopnamu (%)
)
1

BP (95% Al): 0,61 (0,51; 0,72) P-anauenHn: <0,0001

T T T T T T T T T T
0 B 8 12 16 20 24 28 32 36

Micsauie nicna pangomizayii
MayienTy rpynm puamnky

AanarniconosuH: 2152 2001 1955 1898 1841 1701 1288 831 309 31
Mnayebo: 2152 1993 1936 1858 1791 1664 1232 774 270 24

[NamienTH rpynu pu3uKy — 1€ KUIBKICTh MaIll€HTIB, AKi MepeOyBaloTh y TPYIi PU3UKY Ha MOYATKY
TIePiojTy JOCIiIKESHHSI.

VYci 4oTHpU KOMIIOHEHTH TEPBUHHOI KOMOIHOBaHOI KiHIIEBOiI TOYKHM OKPEMO CIPHSUIN e(eKTy
mikyBaHHs. Jlanarniao3uH Takoxk 3HMKYBaB PU3HK MOAIN KIHIIEBOI TOUYKU — CTIMKOTO 3HUKEHHS
plIK® na > 50 %, TepmiHampHOi cTanii HUPKOBOI HEIOCTATHOCTI ab0 CMEpTi 4epe3 HHUPKOBI
3aXBOPIOBAHHs Ta KOMOIHOBaHOI KIHIIEBOI TOUKH — CMEPTI Yepe3 CeplLieBO-CyIMHHI 3aXBOPIOBaHHS
Ta rocriTaiizamnii 3 MPUBOAY CEPIEeBOi HEAOCTaTHOCTI. JIikyBaHHS manariiio3MHOM MOKPAIIUIO
3arajibHy BM)KMBAHICTbh y MAIlIEHTIB 13 XPOHIYHOK XBOPOOOIO HUPOK 3 JIOCTOBIPHUM 3HMKEHHSIM
YAaCTOTH CMEPTi 3 Oy1b-5IKOT IPUYMHH (PUCYHOK 6).

Pucynox 6. Edextu nikyBaHHS 3a NEPBUHHUMH Ta BTOPUHHUMM KOMOIHOBAHHMMH KIHIIEBUMH
TOYKaMH, IXHIMH OKPEMUMH KOMITIOHEHTAMHU Ta CMEPTHICTIO 3 Oy 1b-5IKO1 TPUYHHA
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Xapaxreprcmiss BP (96% 1) Ywuacwwxe 3 asmugasm BP (95 % ) Pasaverny
(sacrora sswu)

na . 5
Nepexsiea Kinuesa Towka SnoaIMm
KomsGinosama xinyesa Touxa (N=2152) (N=2152)

WWT-_ 197 [48) 312(75) 081(051,072; <0000

pLIKD wa =50%, — 142(3,3) 243(5.8) 0,56 (045 068) <0, 0001

—&— | 100(22) 138(3,0) 0.7 (055 082

Cmepre wepes Gyno-axy — g 101(22) 146 (3.1) 0.68(0.53; 0.88)

Criiwa soxasns pLLK®

wa 250% R . 112(286) 201(4.8) 053 (0.42;067)
TCHH BT I 102 (25) 181 (3,8) 0.84 (0,50; 0.82)
Crideuai noxasssnx R W—

PLUK® <15 173 W 8419 120(28) 067 (051, 088)
Nixyaassn xposbesne ———8—— 6815 99822 0660048080
Lariaom

TPaHCIES-TaYS HADKM 307 802
Capusso-cymwsia cvapn. ———EB—1+8514) 80(17) 0810058 1.12)
Hupsosa cmepTs 2000% 6{0.7)

MNocmranizays “epes

cepuesy = 3708 7116 0510034078
NOnOCTRTHICTS

L ] 1
034 7 T 12
Kpage panarvihnoass | Kpange nnayeto

KinbkicTh mepmux mofii st OKpeMUX KOMIIOHEHTIB € (PaKTUYHOIO KiJTbKICTIO MEPIINX MOAIN 1is
KOXXHOTO KOMITOHEHTA 1 HE JIOJIA€THCS JI0 KITBKOCTI MOJIiil Y KOMOIHOBaHIM KiHIIEBIH TOYIII.

YacroTa mofiil mpeacTaBieHa K BiAHOIICHHS KUTHKOCTI y4acHHKIB 3 sBumamMu 10 100 marienro-
POKIB CITOCTEPEKECHHSI.

O1iHKM BIHOIIEHHS PU3MKIB HE MPEACTaBJIEHI JUIS MIATPYI 13 3arajbHO0 KUIBKICTIO MOAINA MEHIIe
HiXx 15 B 000X Tpymax.

[TepeBaru sikyBaHHS Janariigio3MHOM Y TAIIEHTIB 13 XPOHIYHOIO XBOPOOOI HUPOK 13 I[YKPOBUM
niaGeToM 2 THIY BiIMOBIIAJIM TAKUM Y MAIi€HTIB 0e3 yKpoBoro Aiadery. Jlanarmidio3uH 3HUKYBaB
MEPBUHHY KOMOIHOBaHy KiHIIEBY TOYKYy — crilike 3HMKeHHs pLIK® ma > 50 %, mocarHeHHS
TEepPMIHAIBHOT CTaJii HUPKOBOI HENOCTATHOCTI, CMEPTh uepe3 HHUPKOBI abo cepleBO-CyIUHHI
3axBoproBauus — 3 BP 0,64 (95 % /JII 0,52; 0,79) y nartienTiB 3 iykpoBuM giadbetom 2 tumy Ta 0,50
(95 % M1 0,35; 0,72) y narienTiB 63 myKpoBOro aiabery.
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[TepeBaru nikyBaHHs nanarmigIo3uHOM HaJ IJIAe0o0 11010 TEPBUHHOT KIHIIEBOT TOYKU TAaKOXK OYJIH
MOCTIZIOBHUMHM B 1HIIMX KJIIOYOBHX MiArpynax, 30kpema y miarpynax 3a pLIK®, Bikom, craTTio Ta
perioHoM.

iTH
Llykposuii diabem 2 muny
VY KIiHIYHOMY JOCTI/HKeHHI 3a y4acTio mamieHTiB BikoM 10—24 poku 3 IyKpOBHUM J11a0€TOM 2 THITY
39 narrieHTiB OyJI0 paHIOMI30BaHO JI0 TPYIH 3acTOCyBaHHs Aamariiduiosuny 10 Mr sk 101aTKOBOTO
JiKyBaHHS 10 MeThOopMiHy, IHCYIIiHY a00 KoMOiHaIli MeThopMiHy Ta IHCYIiHY, a 33 Mali€HTH — 0
rpynu 1uiane6o. Ha moment pangomizanii 74 % namientiB Oyau BikoM 10 18 pokiB.
CkopuroBana cepeads 3MmiHa Bix BuxigHoro piBus HbALC y rpymi 3acTtocyBaHHs manariiio3uHy
BiJTHOCHO 1u1ane6o0 a0 TrwkHs 24 cranoswia —0,75 % (95 % /JII [noBipunii intepsai] —1,65; 0,15). V
BiKOBili Tpyrmi < 18 pokiB ckopuroBana cepenus 3mina HbALC y rpymi manariidio3uHy BiZHOCHO
wrane6o cranosuiaa —0,59 % (95 % JII —1,66; 0,48). YV Bikosiit rpymi > 18 pokiB CKOpUroBaHa
cepenus 3mina HbDALC Big BuxigHoro piBHs cranoBmia —1,52 % y rpymi 3acTOCyBaHHS
namaraidiaosuny (N =9) 1 0,17 % y rpymi 3acrocyBanns miamne6o (N = 6). EdexruBHicTh Ta 6e3meka
OyJIM CXOXXHUMHU 3 THMH, IO CIIOCTEPITaiCS y AOPOCIHIA MOMYJISIIii, Ska OTpUMYyBaJia JIIKyBaHHS
nanariido3nHoM. be3neka Ta mepeHoCHMICTh OYITH T0IaTKOBO ITiATBEPKEHI ITi]T 9ac OCIiKSHHS
28-THXXHEBOTO TIPOJAOBKEHHS JIIKYBaHHS.

Cepuyesa nedocmamuicms ma XpoHiuHa X60poba HUPOK

€BpoOMEiCbKe areHTCTBO 3 JIKAPCHKUX 3acO0iB  BIJICTPOYIIO 3000B’S3aHHS OO0 HAJAAHHS
pe3yNbTaTiB IOCIIPKeHb 3aCTOCYBaHHS JAanariido3uHy B oIHINA a00 NEKITbKOX MiArpynax TiTeH
e TpOQUIaKTUKK CEepIEeBO-CYAMHHUX YCKJIAAHEHb Yy TAI€HTIB i3 XPOHIYHOIO CEpIEBOIO
HEJIOCTATHICTIO Ta TPH JIIKyBaHHI XPOHIYHOI XBOPOOH HUPOK (PO 3aCTOCYBAHHS JITSIM JUB. PO3ILT
«itmy).

Dapmakokinemuxa.

BcmokTyBaHHsA

Jamnarmi¢no3uH MBUAKO 1 100pe BCMOKTYBABCS MICIIs IIEPOPATBLHOTO 3aCTOCYBaHH. MaKCUMabHI
KOHIIEHTpalii qanaraidgo3uny B mia3mi KpoBi (Cmax) 3BHYAHHO JOCATAIUCS HPOTATOM 2 TOAUH ITiCIst
3aCTOCYBaHHS JiKapcbkoro 3aco0y Harme. Cepemni reomerpuuHi 3HadeHHS Cmax 1 AUC:
nanariiao3uHy NpH AOCITHEHHI pIBHOBa)KHOI KOHIEHTpAIlii Micis 3aCTOCYBaHHS Aanariiio3uHy
B no3ax 10 mr onuH pa3 Ha A00y craHoBwiau 158 Hr/mut i 628 Hr rox/miu BimnmoBimHO. AGCOMIOTHA
61040CTYIHICTh Janariio3uHy Micis NepopaIbHOTO 3aCTOCYBaHHs JIikapchkoro 3aco0y y 1031 10
Mr cTaHoBUTH /8 %. 3acTocyBaHHS JIIKapChbKOTO 3aco0y 3 1KE 3 BHCOKHM BMICTOM JKHPIB
3HMKYBaIO0 Cmax nanarmido3uny Ha 50 % 1 1o 0BkKyBajI0 NOKAa3HUK | max MPUOIM3HO Ha 1 roauny,
anie He 3MiHoBaI0 nokasHuk AUC mopiBHSAHO 3 mpuitoMoM JrikapchKoro 3aco0y HaTtiie. Li 3MiHu He
BBAXAIOThCA KIIHIYHO 3HAdylIMMU. TakuM 4YMHOM, JiKapcbkuil 3aci6 @opkcira MoOXHA
3aCTOCOBYBATH HE3AJIEKHO B1J MPUIOMY TXKi.

Posnonin

Hanarmigno3un 3B’a3yeTbed 3 Outkamu npubmusHo Ha 91 %. Ilpu pi3HUX 3aXBOPIOBAHHSX
3B’sI3yBaHHs JIIKapChbKOro 3aco0y 3 OUIKaMM HE 3MIHIOBAJIOCS (HAIpPUKIIAJ MIPU NOpYyIIEHH] PpyHKIii
HUPOK a0o neuinku). CepenHiid 00’eM po3noaLTy Hanarii(pao3uHy MpU JTOCATHEHHI PiBHOBa)KHOL
KOHIIeHTpallii cranoBuB 118 1.

biorpancdopmartis

Janarmiao3uH MUPOKO METa0OMI3y€eThes, B MEpIly 4Yepry 3 YTBOPEHHAM aamnariiguosuny 3-O-
DIIOKYPOHIY, IO € HeakTUBHUM MertaboiitoMm. [lamarmidmosun 3-O-rmrokypoHin abo iHmI
MeTaloITH He 3a0e3NedyloTh TIJIIOKO303HIDKYBAJIbHY [it0. YTBOpeHHs namariaidiaosuny 3-O-
rokyponiny omnocepenkoBane UGT1A9, ¢epMeHTOM y TediHII Ta HUpPKaxX, a MeTaboli3M,
onocepenkoBanuii CYP, y jrozieit He BiJirpaBaB 3Ha4YHOI POJIi y KIIIPEHCI.
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Busenenns
Cepenniii KiHIIEBHI TIEpioJ HamMiBBHBEACHHS 3 Iia3Mu KpoBi (t12) mamarmiio3uHy y 310pOBHX

YYaCHUKIB JOCITIDKEHHS CTaHOBHB 12,9 romuHu Micas OJHOPA30BOTO MEPOPATBLHOTO TPUHOMY
nanarmiduosuny B go31 10 wmr. CepenHiil 3aragpHuUld CHCTEMHHM KIIIpeHC Aanariidio3uHy,
BBEJICHOTO BHYTPILITHHOBEHHO, ckiiafaB 207 MJi/XB.

Janarmiduio3us 1 1moB’s3aHl 3 HUM METa0OJIITH B OCHOBHOMY BHMBOJSATHCS IUIIXOM EKCKpeIii i3
ceuero, mpuuoMmy MeHme 2 % ngamarnmipio3uHy BHBOJMTBCS B He3MiHeHoMY Burisiai. Ilicns
3actocyBanHs 1034 50 mr [*4C]-nanarmidnosnny BuBomunocs 96 % mosu: 75 % — i3 ceuero i 21 % —
3 kasoM. [IpubmusHo 15 % 1031 BUBOAMIIOCS 3 KAJIOM Y HE3MIHEHOMY BHIJISAII.

JIiHIAHICTD
BrumB  nmamarmidio3uny 30UTbIIyBaBcsS MPOMOPIIIHHO 30UIBIICHHIO 103U Aanarii(io3uHy B

niana3oni Bix 0,1 go 500 wmr, a #ioro ¢apmakokiHETHKA HE 3MIHIOBAJIACS 3 YACOM IPU TTOBTOPHOMY
1000BOMY JTI03YBaHHI POTATOM J10 24 THXKHIB.

Oco0JIMBI I'PYIIM HALECHTIB

Hopvwenns ¢hynryii Hupox

CepeniHsi CUCTEMHA €KCHO3HMIIS Aanariiduo3uny y piBHOBaxxHOMY cTaHi (20 mr mamariiduo3uny
OJIMH pa3 Ha A00y mpotsaroMm 7 ai0) y MaIi€HTIB 13 IyKPOBUM JAia0eToM 2 THUIly Ta MOPYIICHHSIM
GyHKIii HUPOK JIETKOTO, CEPETHBOIO Ta TSDKKOTO CTYMEHIB (IO BU3HAYAETHCA 3a IIA3MOBHM
KIIipeHcoM iorekcoiny) Oyina Ha 32 %, 60 % Tta 87 % BiAMoOBiAHO BHUIIE 3a TaKy y MAIi€HTIB i3
IyKPOBHUM JiabeToM 2 TUITy 3 HOPMaJIbHOIO (YHKIII€I0 HUPOK. JJ000Ba eKCKpelis TIIIOKO3H i3 Ceuero
P PIBHOBAXKHIN KOHIEHTpAIIli JIKapChKOTO 3ac00y 3HAYHOIO MIPOIO 3ayexalia Bil PyHKIIIT HUPOK
i ctanoBmia 85, 52, 18 Tta 11 r rmoko3u Ha 00y y HALi€HTIB i3 MYKPOBUM AiabeToM 2 THITy Ta
HOPMaJbHOIO (PYHKII€I0 HUPOK ab0 3 MOPYHICHHSIM (QYHKIT HHUPOK JETKOro, CepeaHboro ado
TSDKKOTO CTYIICHS BiAMOBiIHO. BIinB remMoaianizy Ha eKCIO3HUIII0 Aanarii)io3uHy HEeBIIOMUIA.
BronuB 3HMkeHOi HUPKOBOI (YHKIII Ha CHCTEMHY EKCIIO3UIII0 OI[IHIOBAIM HA MOMYJISAIIHIHA
(dapMakoKiHeTHYHIA Mojem. BignoBimHo 10 momepenHix pesynbrariB  3HadeHHs AUC,
MIPOTrHO30BaHE Ha MiJICTaBl 3aCTOCOBAHOI MOJei, OyJIO BUIIMM Y Mali€HTIB 13 XpOHIYHOK XBOPOOOIO
HUPOK Yy MOPIBHSHHI 3 TaKUM Y IalLlI€HTIB 3 HOPMAJIbHOIO (PYHKIII€I0 HUPOK, & TAKOXK CYTTEBO HE
BIJIPI3HSJIOCS Y MAILEHTIB 13 XPOHIYHOIO XBOPOOOK HUPOK 13 LYKPOBUM jiabeToMm 2 Tuiy Ta 0e3
IIYKPOBOTO Jiabery.

Llopywenus @yuxyii neuinku

V naui€eHTiB 3 NOpymeHHsIM (QYHKIIT MEYiHKH JIerKoro ado cepeHboro crynens (kiac A i kinac B 3a
knacudikamieto Yainna—I1'10) cepenni 3aueHHs Cmax 1 AUC namarmidnosuny Oynu Bume Ha 12 %
1 36 % BiAMOBIIHO y MOPIBHSHHI 3 BINIOBIIHUMH MOKa3HUKAMU Y 3JI0POBUX YYACHUKIB TOCI1KEHHS
B KOHTpOJIbHIA Tpymi. Taki BIAMIHHOCTI HE BBaXAlOThCSA KIIHIYHO 3HAUyIIMMHU. Y TAIlI€HTIB 3
nopyueHHaM QyHKIIT mewiHky Tspkkoro crynens (kinac C 3a knacudikanieto Yaiinaa—I1'10) cepenni
moKka3HUKH Cmax 1 AUC mamarmidurozuny 0ynu Ha 40 % 1 67 % BiIOBIAHO BUIIIE HIXK Ti K MOKA3HUKH
y 3I0pPOBHX YYaCHUKIB JOCITIJKEHHS B KOHTPOJIbHIN IpyTIi.

IHayieumu nimnuvo2o 6ixy (= 65 pokis)

VY manieHTiB BikoM 10 70 poKiB KIIIHIYHO 3HAYYIIOTO 30UTBIICHHS €KCIO3HIIIT JIIKapChKOTo 3aco0y B
3aJIe)KHOCTI TIIBKU BiJ BIKY HE criocTepiraethes. OHaK MOKHA OYIKYBaTH IMiJBUIICHOT €KCTIO3HIIIT
JKapChKOTO 3aC00y y 3B’ 53Ky 31 3HMKEHHAM (DYHKIIIT HUPOK 3 BikoM. HefocTaTtHhO JaHUX 17151 TOTO,
11100 3p0OMTH BUCHOBKH III0JI0 €KCIO3MII y MarieHTiB BikoM > 70 pokiB.
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imu
dapmakokiHeTHKa Ta (papMakoIuHaMika (IJIFOKO3ypis) y IiTeH 3 IyKpOBUM Aia0eToM 2 TUIY BIKOM
10-17 pokiB Oynu MOAIOHMMHU O THX, IO CIIOCTEPITAIUCA Y JOPOCIUX 13 IyKPOBUM JiabeToMm 2
TUTTY.

Cmamp
Cepenniii nokazuuk AUCss nanarniduio3uny y *iHOK, 3a OliHKaMu, OyB npubau3Ho Ha 22 % Buile,
HIXK Y YOJIOBIKIB.

Pacosa nanesxcnicmo
Hisikux KIIHIYHO 3HAYyIIMX BIIMIHHOCTEH Yy CHCTEMHIW EKCIIO3WIIl JIIKApChKOTO 3aco0y MiX
MPECTaBHUKAMHU €BPOIICOiIHOT, HETPOiqHOT 400 MOHTOJIOITHOI PaCH HE CIIOCTEPITrajIocs.

Maca mina

Excnosuiis nanarmidio3uHy 3HMKyBaiacs IpH 30UIbIIIeHH] Macu Ti1a. OTxe, MaIli€eHTH 3 HU3bKOKO
MAacoI0 Tijla MOXKYTh MaTH JAEIIO MiJBUIIEHY KCIIO3UIII0 JIKapChKOTo 3aco0y, a Malie€HTH 3 BUCOKOIO
MacoIo TiJla — JISNI0 3HMKEHY €KCIO3HIII0 JIIKapChKOTO 3ac00y. OHaK BIIMIHHOCTI B €KCITO3HIIIT HE
BBKAIKCS KJIIHIYHO 3HAYYIIIAMHU.

Kuainiuni xapakrepucTuku.

Ilokazannus.

Llyxposuii diabem 2 muny

Jlikapcbkuit 3aci6 dopkcira mokazaHuil AOpPOCIMM Ta AITSIM BiKoM Bia 10 pokiB amns JNiKyBaHHS
HEIOCTaTHBO KOHTPOJIBOBAHOTO I[yKPOBOTO /ia0eTy 2 THITy SIK JOIIOBHEHHS O TIETH Ta (i3sHuHUX
HABaHTAXCHb'

- SIK MOHOTepamis, KOJIM 3acTOCyBaHHS MET(QOPMIHY BBAKAETHCSI HEMOXIUBUM depe3
HEMEePEHOCUMICTh JIIKapChKOTo 3ac00y;

-y IO€JHaHHI 3 IHIIMMHU JIIKAPCHKUMH 3aC00aMHU IS JIIKYBaHHS Tia0eTy 2 TUITy.

PesynbraT nochiKeHb 1010 TIOETHAHHS JTIKAPChKUX 3ac00iB, BIUNIMBY Ha TIIKEMIYHUN KOHTPOJIb,
CEepLIEBO-CYMHHI Ta HUPKOBI MOJil, a TaKOX JOCHIUKCHHsS TMOMYyJALid AMBITHCS Yy PO3JALIaX
«Oco0amBOCTI 3acTocyBaHHA», «B3aeMmomis 3 IHIIMMH JIIKAPCHKUMM 3aco0aMM Ta I1HIII BHJIH
B3aeMofii» Ta «PapMakoguHAMIKAY.

Cepyesa nedocmammuicmo
Jlikapcbkuii 3aci6 @opkcira MokazaHUN IOPOCIUM Jis JIIKyBaHHS CHUMIITOMATHMYHOI XPOHIYHOI
CeplIeBOi HEIOCTATHOCTI.

XpoHiuna xeopoba HUpoK
Jlikapcekuit 3aci0 Dopkcira nmokazaHuid JOPOCITUM JIJIs JTIKYBaHHSI XPOHIYHOT XBOPOOW HUPOK.

Ilpomunokazanns.
[TigBuIieHa Yy TAUBICTH 10 1F0UO0T peYOBHHU 200 A0 OYIb-SKO1 13 JOMOMIKHHUX PEYOBHH.

B3aemooia 3 inwumu nikapcokumu 3acovamu ma inuwii 6uOU 63aEmMoO0ii.

dapMakoaMHAMIYHI B3a€EMOJIT

Jiypemuku

3acTocyBaHHs JAanarii(io3nHy MokKe 30UIbIIMTU JIypPEeTUYHMNA ePeKT Tia3uTHUX 1 MEeTIbOBUX
JypeTHKiB, a TAKOK MOJKE 30UTBIINTH PU3UK PO3BUTKY JETiipartallii Ta apTepianbHO1 InoTeH3ii (JUB.
po3in «OCcoOIMBOCTI 3aCTOCYBAHHS).
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Iucynin ma 3acobu, wo nOCUIIOOMsb CeKpeyiro IHCYIIHY

Incynin Ta 3aco0u, IO HOCHIIIOIOTH CEKpEIilo 1HCYJiHY, Taki K JKapcbKi 3aco0HM 13 rpymnu
CyJb(OHIICEYOBUHH, BUKIMKAIOTh PO3BUTOK TimoriikeMii. TakuMm 4uHOM, JJIS 3HMDKCHHS PU3HKY
PO3BHUTKY TiNOTIIIKEMIi IPH 3aCTOCYBaHHI B KOMOIHAIIIT 3 Aanarii(Io3uHOM y MAIi€HTIB 13 IyKPOBUM
niabeToM 2 THIy MOXKe OyTH JOIIJILHUM 3aCTOCYBaHHs OUTBII HU3BKHX JI03 1HCYJIIHY a00 3aco0iB,
0 TOCHITIOIOTH CEKpelito iHCyniHy (muB. po3ain «Crocid 3actocyBaHHs Ta 103u» Ta «lloGivHi
peakiii»).

dapMakOKiHETUYHI B3aeEMOI{
Mertabomni3m nanariiguio3uHy HpOXOAUTh B OCHOBHOMY NUISXOM KOH IOTamii 3 TIIIOKYPOHIZOM,
orocepenkoBanoi Y J[®-rimokypouinrpanchepaszoro 1A9 (UGT1A9).

VY xoi MpoBeAeHHs JOCIIKEHb B yMOBax iN Vitro mamarmi¢io3uH HE MPUrHidyBaB i30epMEHTH
mutoxpomy P450 (CYP) 1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2DS6,
CYP3A4 Ta ne innykyBaB CYP1A2, CYP2B6 a6o CYP3A4. TakuMm 4yuHOM, HE OYIKYETHCS, IO
nanariiao3uH 3MIHIOBaTHME METa0OJIUHUI KIIPEHC OJHOYACHO 3aCTOCOBYBAHUX JIKAPCHKUX
3aco00iB, 110 META0O0MI3YIOThCS IIUMHU (hepMEHTaAMHU.

BrnuB iHIMX JIiIKapChbKUX 3ac001B Ha fanariidao3uH

JlocimipkeHHsT 3 BHBUEHHS B3a€MOJIii, MPOBEACHI 3a YYacTIO 3I0pPOBUX JOOpPOBOJBIIB 3
BUKOPHCTAaHHSM B OCHOBHOMY OJHI€i 103M JKapchbKOro 3aco0y, CBif4aTte m0po Te, IO
dbapMakokiHeTHKa JanariiJo3uHy HE 3MIHIOETBCS M Ji€l0 MeT(OpMiHy, MiOTJIiTa30Hy,
CUTArJINTHHY, TIiMemipuay, BoOrIi0Oo03y, TiAPOXJIOpoTiasuay, OyMmeTaHimy, BaicapTaHy abo
CHMBACTaTHHY.

[licns omgHOYAacHOTO 3acTOCyBaHHS nanarmiduo3suHy 3 pudaMminuHoM (IHAYKTOPOM Pi3HHUX
aKTUBHUX TEPEHOCHUKIB Ta ()epPMEHTIB, IO MeTaboMi3yITh JIKAPChKI 3ac00M) crocTepiraiocs
3HmKeHHs Ha 22 % cuctemuoi excnosunii (AUC) manarmiduo3uny, ane 6e3 KIHIYHO 3HAUyIIol Aii
Ha JIOOOBY EKCKpEIlil0 TJIIOKO3U i3 ceueto. KopuryBaHHs 103U HE peKOMeHAyeTbes. KiriHIUHO
3HAYyIOro eeKTy MpH 3aCTOCYBaHHI JIIKAPCHKOTO 3aco0y 3 1HIIUMH IHAYKTOpaMH (HAIpHUKIA,
kapOamazeniHoM, ¢eHiToiHOM, peHoOapOiTaIoM) He OHIKY€EThCS.

ITicns onHOYacCHOTO 3acTOCyBaHHs Janarii(pao3nHy 3 Me(eHaMOBOI KHCIOTOI (1HribiTopoM
UGT1A9) cnoctepiraiocs 30UIbIICHHS] CHCTEMHOT eKCIo3uiii qanariido3uny Ha 55 %, ane 6e3
KJIIHIYHO 3Hauymioi Jii Ha J000BY €KCKpELil TJIKo3W 3 cedeto. KopuryBaHHS 11034 He
PEKOMEHYEThCS.

BniuB nanarniduio3dHy Ha iHII JIiKapchKi 3aco0u

Hamnarmiino3uH Moke 30UTbIIYBAaTH BHUBEJCHHS JITIO HUPKAMHU, a PIBEHb JIITIIO Y KPOBI MOXe
3HM3uTHCs. [licms mouyaTKy 3acTocyBaHHS Janariiuio3MHy Ta 3MIHM JO3M CIIJ] 4acTille
KOHTPOJIIOBATH KOHIIEHTpPALil0 JITiI0 y cupoBaTii KpoBi. HeoOXilHO HampaBiaTH Nali€HTa 10
JKaps, SIKKK IpU3HAYUB Ipenapar JiTiko, 111 KOHTPOJIIO KOHIIEHTpALlii JIITII0 y CUPOBATIIi KPOBI.

B mocmimkeHHSX 3 BHBYCHHS B3a€MOJil, NMPOBEACHUWX 3a y4YacTIO 3JI0POBHX JOOPOBOJIBIIB 3
BUKOPHUCTaHHAM B OCHOBHOMY OJIHI€l J03M JIKapChbKOro 3acoly, namarmiio3uH He 3MiHIOBaB
(bapMaKkoKiHETUKY MeT(OpMiHY, MIOTIITa30HY, CUTATINTUHY, TIIMENIPUAY, TiIpOXJIOpOTia3uiy,
OymeraHiy, BaJlcapTaHy, TUTrOKcuHy (cyoctpaty P-gp) i Bapdapuny (S-Bapdapuny, cyOcrpary
CYP2C19) abo anTHKOaryssiHTHI edektn BaphapuHy, IO OI[IHIOBAJIHCA 33 MIKHAPOJIHUM
HopMaizoBanuM BigHomeHHsM (MHB). INoennanns pasoBoi no3m ganarmidnosuny 20 mr Ta
cumBactatuny (cyocrpary CYP3A4) npussoamio go 36ineimienns AUC cumBacratury Ha 19 % i
30inpmienHs AUC cumBactatuHoBOi kucinotu Ha 31 %. 30imbleHHs] €KCIO3Ullli CUMBACTaTHHY 1
CHMBACTaTHHOBOI KHCJIOTH HE BBAYKAETHCS KIITHIYHO 3HAUYIINM.
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Brums Ha pesyasraty adaniszy Ha 1,5-aarigporayumron (1,5-AG)

MOHITOPHHT TIIKEMIYHOTO KOHTPOJIO 3a Jomomororo aHamizy Ha 1,5-AG He pekoMeHAyeThCH,
OCKITbKH moKa3HUKH 1,5-AG € HeTOCTOBIpHUMHU I OIIHKM KOHTPOJIIO TJIIKeMIi y TMaIli€HTiB, Kl
npuiiMatoTh iHrioiToprn H3KTI2. [l MOHITOPHHTY TJIIKEMIYHOTO KOHTPOJIO PEKOMEHIYETHCS
CKOPHCTATUCh AJIbTEPHATHBHUMH METOJIaMHU.

ITH
JlocikeHHsT B3a€EMO/Ii1 MPOBOIMIIHCS JIUIIIE 33 YYACTIO JOPOCIHX MAI[iEHTIB.

Ocobnueocmi 3acmocysanns.

3araJibHi ONIEPe/PKEHHS

Jamnarmi¢io3uH He CIIiJ] 3aCTOCOBYBATH IMALlI€EHTaM 13 I[yKPOBUM Jia0eToM 1-ro THiy (IuB. HIKYE
«/liabeTHUHUI KETOAIHI03)).

Hopymenusa QyHKIIT HUPOK
UYepes 0OMex)eHHH TOCBIT HE peKOMEHIYEThCS IOYMHATH JIIKYBaHHS Janarii(o3nHOM MaiieHTam 3
KD < 25 ma/xB.

ykpo3HmwkyBanbHa e(eKTUBHICTh Hanariio3uHy 3aleKuTh BiJ (QyHKIII HUPOK 1 3HUKYEThCS Yy
narientiB 3 LIK® < 45 mu/xB Ta, IMOBIpHO, BIACYTHS y MAI€HTIB 3 TSHKKUMH MOPYIICHHIMHU
¢bysukuii Hupok (nuB. po3ain «Crmoci® 3actocyBaHHS Ta ja03w», «DdapmakoauHaMikay Ta
«DapMaKOKIHETHKAY).

B ogHOMY mociiKeHHI 32 y9acTIO MAIiE€HTIB i3 IyKPOBUM JiabeToM 2 TUIY 13 MOpyIIeHHSIM (YyHKIIIi
HUpOoK cepenuboro crymnens (IIK® < 60 mu/xB) mobiyHi peakifii y BUIJISAI MiABHIICHHS PiBHIB
KpeatuHiny, ¢pocopy, naparupeoignoro ropmony (I1TT) i apTepianbhoi rinoTeHsii ciocrepiranucs
YacTillle y NaIli€HTIB, sIKI OTPUMYBAJU JAanarii(io3uH, HiX y THX, AKi OTpUMYBaIH 1ameoo.

[opymienns GyHKIT HEYiHKU

JlocBizl 3acTOCYBaHHS JIIKQPCHKOTO 3ac00y Yy KIIIHIYHHMX JIOCHIKCHHSIX 3a Y4YacTHO MAIli€HTIB 3
nopyuieHHaM QyHkii nedinku oomesxxenuid. Excrio3uiis nanariiao3uny 301bIIYETHCS Y MALIEHTIB
3 TSDKKMM MOPYLIEHHSIM (QYHKIIT NediHKH (auB. po3aumm «Croci® 3acTocyBaHHSI Ta JO3U» Ta
«DapMaKOKiHETHKAY).

3acTocyBaHHs TAIliEHTaM 3 PH3MKOM 3MCHIIEHHS 00’€My MDKKITHHHOI piauHu Ta/abo
apTepiajJbHOI0 TIIOTEH3ICI0

3aBIKM CBOEMY MeXaHI3My Jii Aanarii¢io3uH 301IblIye piBeHb Jiype3y, 10 MOKe MPUBECTH 10
MTOMIPHOTO 3HWKEHHS apTeplaJIbHOTO TUCKY, 1110 CIIOCTEPIra€ThCs B KIIHIYHUX JOCIIPKEHHAX (AMB.
po3nin «®apmakonuHamikay). Ile Moxke OyTH OibLI BUPAXKEHO Y MAI[€HTIB 3 JyKe BUCOKUMHU
PIBHSIMH TJIFOKO3H B KPOBI.

Cain noTpumyBaTHCcs 00€pEKHOCTI Malli€EHTaM, JUIS SIKUX MaJiHHS apTepialbHOTO TUCKY, BUKIIMKaHE
3aCTOCYBaHHAM Janariijo3uHy, MOKE€ CTaHOBUTH HeOe3NeKy, HalpHKIaj, MalieHTaMm 3
apTepilaJIbHOIO TIMOTEH31€I0 B aHAMHE31, SIKi MPUIIMaOTh aHTUTINEPTEH3MBHI JIIKapChKi 3ac00H, abo
MarieHTam JiTHBOTO BIKY.

VY Bumajkax CyNyTHIX 3aXBOPIOBaHb, 110 MOXYTh MPU3BECTU O PO3BUTKY 3MEHILIEHHS 00 €My
MDKKJITHUHHOI ~ pIIMHU  (HAOpUKIAJ,  3aXBOPIOBAaHHS  LUIYHKOBO-KHIIKOBOI'O  TPaKTy),
PEKOMEHAYEThCS TPOBOJUTH PETENbHUI MOHITOPUHI CTYNEHS 3MEHIIEHHS 00’€My MIKKIITHUHHOI
piauHM (Hanpukiaz, ¢i3ukanbHe 00CTeKEHHs, BUMIPIOBaHHS apTepiajibHOTO THUCKY, J1JaOOpaTopHi
aHaJIi3u, BKIIOYAIOUM PiBEeHb IeMaTOKPHUTY) Ta piBHIB eleKkTpodiTiB. IlamienTam, y KX BUHMKA€E
3MEHILIEHHS! 00’€My MDKKJIITHHHOI PIAMHU, PEKOMEHIYETbCS TUMYAacOBE MPUIMMHEHHS JIIKyBaHHS
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nanariiigo3uHOM J0 TOTO Yacy, MOKHU 3MEHIIEHHS 00’ €My MIKKIIITUHHOI PITUHU HE Oy/le YCyHEeHE
(muB. po3ain «IToGivyHI peakiii»).

JliaOeTHYHMI KETOAIMI03

Bynu orpuMaHi moBiJOMIICHHS ITPO PiAKI BUMTAJIKK JiadeTHaHOro Ketoanuao3y (JAKA), B Tomy yucmi
3arpo3JIMBOTO Ta (PaTaJbHOTO JJIS KHUTTS, y MAIIEHTIB, IKi OTPUMYBAJIU 1HTI0ITOPU HATPIH3aJIEKHOTO
KoTpaHcrnoprepa riokosu 2-ro tuny (IH3KTI'2), y Tomy umcni panarmidguio3ud. Y psjii BUIAAKIB
CTaH MPOSBIISIBCS aTUIIOBO, TIJIHKM TIOMIPHUM MiABUICHHSM PiBHS TJIIOKO3U Y KPOBi HE OUIbIIE HIXK
10 14 mmons/n (250 mr/mn).

Skmo y mamieHTa CHoCTepiraloThCs Hecmenu@iuHi CHUMITOMH, Taki K HyJIOTa, OJIOBaHHS,
aHOpeKcis, Oib y JKMBOTI, HaJAMIpHa cOpara, YTPyAHEHE AWXaHHS, CIUTYyTaHICTh CBiAOMOCTI,
ITIJIBUIIICHA BTOMJIIOBAHICTh a00 COHJIMBICTB, CJIiJI BPAaXOBYBAaTH PHU3UK PO3BUTKY T1aOCTHYHOTO
Keroauuao3y. [Ipy BUHUKHEHHI TaKUX CUMIITOMIB, HE3aJIE€KHO BiJl piBHS TJIIOKO3H KPOBi, HEOOXiTHO
HEeraiiHO OOCTE)KUTH MAIIEHTa HAa IPEAMET HassBHOCTI KETOAIUI03Y .

VY mamienTiB 3 migo3poro Ha JIKA a6o mpu Horo aiarHOCTyBaHHI JIIKYBaHHS Janariigao3uHOM CITija
HEralHO NPUIIHHHTH.

[MamienTam, rocmiTamizoBaHUM ISl TIPOBEIEHHS BEIMKUX XipypriyHUX BTpydYaHb a00 3 MPHBOAY
CEepHO3HMX TIOCTPUX 3aXBOPIOBAHb, JIIKYBAaHHS CJiJl MNPU3YNUHUTUH. Y TaKuUX MAI[€HTIB
PEKOMEHIOBAHO 3/I1iICHIOBAaTH MOHITOPHHT PiBHs KeTOHIB. [lepeBary BifnaroTh BUMIpIOBaHHIO PiBHS
KETOHIB Y KpOBi, a He y ceui. JlikyBaHHs Janarii¢io3MHOM MOKHA BiTHOBUTH MICJsI HOpMami3arii
piBHS KETOHIB Ta cTabimizamii cTaHy mamieHTa.

[epen movaTkoM JiKyBaHHS Aanarii)JI03MHOM CIiJl PO3TIITHYTH (aKTOPH B aHAMHE31 MalieHTa, sKi
MOXYTb CHPHUSTH PO3BUTKY KETOAIUI03Y.

Jlo marfieHTiB, SKi MOXYTb MaTH MiJIBUILIEHUI pu3uK po3BUTKY JIKA, HanexxaTh namieHTy 3 HU3bKUM
(GYHKIIOHAIEHUM PE3epBOM OeTa-KITHH (HANpPUKIAA, MAiEHTH 13 IYKPOBHM JiabeToM 2 TUMy 3
HU3bKUM piBHeM C-mentuay abo 3 JaTeHTHUM ayToiMyHHUM niaberom nopocinux (LADA) a6o
Mali€eHTH 3 TAHKPEaTUTOM B aHaMHE31), MAIll€eHTH 31 CTaHaMH, SAKI MOXYTb TNPU3BOJAUTH JI0
00MeKEeHOT0 BXKHBaHHS 1K1 00 Ba)KKOTO 3HEBOIHEHHSI, MALlI€EHTH, JO3H IHCYIIHY JUIS SKUX 3HIKEHI,
Ta Mali€HTy 31 301IBLICHOI0 TOTPEOO0IO B IHCYIIIHI BHACIIIOK TOCTPOT0 3aXBOPIOBAHHS, X1pYPIi4HOTO
BTpyuYaHHs a0o 37oBKHMBaHHA ankorojieM. 3actocoByBatu iH3KTI2 Takum mamieHtam crmifg 3
00€pexKHICTIO.

BignosmoBatu nikyBanns iH3KTI2 manientam 3 nonepenuso nepenecennm JIKA, mo BUHHK T
yac nikyBaHHa 1iH3KTI 2, He pekoMeHayeTbCs, OKPIM BUIAKIB, KOJU BUSABJIECHO Ta YCYHEHO 1HIIMH
qiTKUM pakTop po3BUTKY [IKA.

JlaH1, oTpuMaHi MiJ] 9ac KJIIHIYHUX AOCTIHKeHB anariido3uHy y MaIl€HTIB 13 IyKPOBHUM J11a0€TOM
1 tumy, cBiguate npo Te, mo JIKA BuHHKae i3 3araibHOI0 4yacToTor. Jlamarmipmo3un He cimin
3aCTOCOBYBATH /ISl JIIKyBaHHS MAllI€HTIB 13 IIyKPOBUM JiabeToM 1-ro Tumy.

Hexporununuii dacuuit npomMexuuu (raurpesa OypHbe)

[ToBigomusnocs TpO BUMNAAKKM HEKPOTHYHOrO (HacUuiTy MPOMEXKUHU (TAKOXK BIIOMOIO SK
raurpeHa @DypHbE) y IKIHOK Ta 4YOJOBIKIB, ski oTpumyBainu iuriditopu H3KTI2 vy
nicisipeecTpauiinuit nepioa (auB. po3ain «I1obiuni peakiiiy). Lle € piagkicHuM, ane cepiio3HUM Ta
MOTEHIIHHO 3arpO3JIMBUM JJIs JKUTTS CTAHOM, 1110 BUMarae T€pMiHOBOT'O Xipypri4yHOro BTpy4YaHHs
Ta aHTUO10TUKOTEpaITii.
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[Tamientam Tpeba peKOMEHAYBAaTH 3BEPTATHUCS 1O MEIUYHY IONOMOTY, SIKIIO Yy HHMX BHHHUKIA
KOMOIHAIlisl TAKUX CUMITOMIB, K OiJ1b, Uy TIMBICTh, pUTEMA UM HAOPSAK y JUISHII CTaTEBUX OpPraHiB
Y1 IPOMEXUHH, IO CYITPOBOIKYIOTHCS TMXOMAHKOIO a00 HE3/TyKaHHSM.

Tpeba 3HaTH, MmO HEKPOTHYHOMY (HacHHMiTy MOXKE MepeayBaTH yporeHiTalbHa IH(QEKLis Yu
nepuHeanbHui adcuec. SIKmo migo3prooTs ranrpeny PypHbe, 3acTOCYBaHHS JTIKAPCHKOTO 3ac00y
dopkcira HEOOXITHO CKAacyBaTW Ta HETalfHO PO3MOYATH JiKyBaHHA (y T. 4. 3 aHTUOIOTHKAMH Ta
XIpyprivyHUM BUIAICHHSIM HEKPOTHYHHUX Mac).

[HdexIii ceYOBUBITHUX NUISXIB

Exckpenis r1r0Ko3H i3 cedero Moke OyTH NOB’s3aHa 3 MiJBUIIEHUM PU3MKOM PO3BUTKY iH(EKIT
CEYOBMBIJTHUX IUISAXIB; TAKUM YHHOM, MPHU JIIKYBaHHI Mi€JOHEPPUTY ab0 ypocerncucy Moxke OyTu
JOLUTFHUM THMYACOBE MPUITUHEHHSI 3aCTOCYBAHHS Tanarili(hIo3uHy.

[MamieHTH JITHBOTO BIKY (> 65 pokie)
[TamieHTH JITHBROTO BIKY MAlOTh OLIBIIMN PU3MK PO3BUTKY 3MEHIIEHHS 00’€My MDKKIITHHHOL
PiAMHY, a TAKOX YaCTIllIe OTPUMYIOTh JIIKYBaHHS JIlypETHKAMH.

[NamieHTH JIITHBOTO BIKYy 4YacCTille MAalOTh MOPYIICHHS HUPKOBOI (yHKLIi Ta/abo OTpUMYIOTH
JKyBaHHS aHTUTIIEPTEH3UBHUMHU JTIKAPCHKUMH 3aC00aMU, 1[0 MOKYTh CHPUYUHSITH 3MiHH HUPKOBOT
GyHKIIT, TaKUMHU SIK 1HTIOITOpH aHrioTeH3uHIEepeTBopiotouoro ¢epmenty (1AIlD) Ta Gmokaropu
peuenropis anriotensuny I tuny 1 (BPA).

J1714 manieHTiB JITHHOTO BIKY HA/JAaIOThCS Ti 5K caMi peKOMEH 1allii CTOCOBHO HUPKOBOI (PYHKIIII, sIK 1
IUIs BCiX mamieHTiB (auB. po3aimm «Croci0 3acTocyBaHHS Ta 1031», «OCOOIMBOCTI 3aCTOCYBaHHS,
«ITobiuni peakiii» Ta «®apMakogHMHAMIKA»).

CeplieBa HEJIOCTATHICTh
JlocBin 3acTocyBaHHs Janarmidio3nHy B paMKaxX KIHIYHUX JOCITIDKeHb nariearam 3 [V kimacom
cepreBoi HepocTaTHOCTI 3a kiacudikamiero NYHA oOMmexeHwuil.

[HdinbTpaTUBHA KapaioMionaris
JlocipkeHHs 3a y4acTrO HAIEHTIB 13 1HQUIbTPATUBHOIO Kap/110MIONATIEI0 HE MPOBOINUIIHCS.

XpoHIYHa XBOpoba HUPOK

BincyTtHill nocBin 3actocyBaHHs Aanariiio3WHy A JIIKYBaHHS XPOHIYHOT XBOPOOM HUPOK Y
namieHTiB 0e3 yKpoBoro AiadeTy, Kl He MatoTh abOyMiHypii. [1anieHTH 3 anbOyMiHYpi€O MOXKYTh
OTpHUMAaTH OLIbIITY KOPUCTH BiJl JIIKYBaHHS Janarii(ao3HHOM.

AmMnyTanii HIKHIX KiHITIBOK
VY 10BrocTpOKOBUX MOTOYHUX KITHIYHUX AocaikeHHAX 3 iHmuMu 1IH3KTI 2 npu iiykpoBomy aiaberi
2 TUIy CHOCTEpIrajJoch 3pOCTAaHHS KIUJIBKOCTI BHUIAQAKIB aMIyTallil HIXKHIX KIHLIBOK (TOJIOBHUM
YMHOM, najbls cronu). Hesimomo, un 1e edekr kiacy Jikapcbkux 3acoOiB. BaxumBo paautu
MaIieHTaM 13 IyKpOBUM J11a0€TOM CTaHJApPTHUN MPOQITaKTUYHUN JOTJIAJ 32 CTOIMOO, SIK 1 BCIM
XBOpPHUM Ha IIyKpOBHH J1a0eT.

Ouinka 1a00paTOPHUX aHaMI31B ceul
[NarienTH, SIKi OTPUMYIOTH JIIKApChKUii 3aci6 Dopkcira, MAaTUMYTh TO3UTUBHI pe3yIbTaTH aHANI3Y Ha
TJIIOKO3Y B Cedl 3 OIJISIIy Ha MEXaHi3M Jii JIIKapCchKoro 3aco0y.

JlakTo3a

TaGnerku MicTATh jakTo3y. [lamieHTaM 3 piIKICHUMH CHaIKOBUMH IpoOIeMaMu HEMEPEHOCUMOCTI1
TJIaKTO3W, JIAKTAa3HOI0 HEJOCTATHICTIO ab0 MaibabCOpOI€r0 TIIOKO3U-TAIAKTO3W HE  CIIJT
3aCTOCOBYBATH LIeH JIIKapcChKuii 3acil.
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3acmocyeanus y nepioo gacimuocmi abo 200y8anHs 2pyoo.

BaritHicTh

JlaHuX MI0A0 3aCTOCYBaHHS JManarii(o3uHy BariTHUMHU >KIHKaMU HeMae. JloCHipPKeHHS Ha IIypax
BUSIBWIM TOKCHYHHIA BIUIMB JIIKQPCHKOTO 3ac00y Ha HUPKU y XOAi iX PO3BHTKY B Iepioj] yacy, mio
BIJINIOBIJIa€ IPYTOMY 1 TPETHOMY TPHUMECTPY BariTHOCTI y JIOAWHU. TakuM YWHOM, 3aCTOCYBaHHS
nanariiguio3uHy He pEKOMEHY€EThCS i 9ac APYroro Ta TPEThOTO TPUMECTPIB BariTHOCTI.

[Ipu BcTaHOBIEHHI (DaKTy BariTHOCTI JiKYBaHHS JanariihJ03WHOM CIIiI IPUTTHHUTH.

CoxyBaHHS rpyUIIO

Hesigomo, un BUAUISETHCA Aamarmiduio3uH Ta/abo Horo MeTabosiTH y TPyAHE MOJIOKO JIFOJUHH.
HasBui  pgani, orpumani y  xoai  ¢apMaKOJIOTIYHUX/TOKCUKOJIOTIYHUX  JOCIIIKEHb,
MPOJAEMOHCTPYBAIN EKCKPEIiI0 Tanarii(io3nHy/MeTa0oIiTiB Y MOJIOKO, a TAKOXK (hapMaKoJIOTi4HO-
orocepenkoBaHi e(peKTH y TOTOMCTBA IIiJi 4Yac TPYJAHOTO BUTOAOBYBaHHA. PH3WK uist
HOBOHAPOJKCHUX/HEMOBIIAT HE MOXKe OyTH BHKIIOYeHHUHU. Jlanmariiduio3uH He CIlij] 3aCTOCOBYBAaTH
i Yac TOAyBaHHS TPYAIIO.

PenpoayktuBHa QyHKILis

Brnme panarmiguio3uHy Ha penpoayKTHUBHY (DYHKINIO y JFOAMHU HE BHBUYABCS. Y CaMIlB i cCaMOK
TBapUH 3aCTOCYBaHHS Janariiuio3uHy HE BIUIMBAIO Ha (EPTHIBHICTH MpPU 3aCTOCYBaHHI
JKapCchKOro 3aco0y B Oyab-sKild OCHIHKYBaHIH 1031.

30amuicms eniusamu Ha WUOKICMb peaxyii npu KepyeaHHi A8MOmpaHCnopmom abo IHuWUMU
MexXanizMamu.

Jlikapcekuii 3aci0 @opkcira He BIIMBaE a00 HE3HAYHO BIUIMBAE€ Ha 3/JaTHICTh KepyBaTH
TPAHCHOPTHUMH 3ac00aMHU Ta MpaIlOBaTH 3 MexaHi3MamH. IlamieHTiB ciif nonepeauTy npo pu3mnK
PO3BHUTKY TiNOTIIIKEMIi ITif] 9ac 3aCTOCYBaHHS Tanariti(o3uHy B MOE€THAHHI 13 CYIb(POHIICEYOBUHOIO
abo 1HCYTIHOM.

Cnocio 3acmocysanna ma 003u.

203 YBaHHA

Llykposuii diabem 2 muny
PexomennoBana no3a nanarmiguo3nHy ctanoBUTh 10 Mr oauH pa3 Ha 100y .

IIpu 3acrocyBaHHI aamarnidio3uHy B KOMOiHamii 3 1HCYJiHOM abo 3aco0amu, IO MOCHIIOIOTH
CEKpELII0 1HCYJIHY, TaKUMH SK CyJb(OHIUJICEUOBMHA, 3 METOI0 3HI)KEHHS DPHU3HMKY PO3BHUTKY
riformiKeMii CiIiJl po3TJsSHYTH MOXKJIMBICTh 3aCTOCYBAHHS HM3BKHX /103 1HCYJIHY ab0 3aco0iB, 1110
MOCHJTIOIOTH CEKPELiI0 1HCYTiHY (IUB. po3iin «B3aemMois 3 IHIIMMU JTIKapChbKUMH 3aCO0aMH Ta 1HIII
BUIM B3aeMo1ii» 1 «I1o0iuHi peakiiii»).

Cepuesa neoocmammicmo
PexoMenaoBana fo3a nanarmiao3uHy cTaHoBUTH 10 MT oauH pa3 Ha 100y.

Xponiuna xeopoba Hupok
PexomenpoBana no3a nanarmiguo3uHy cranoBuTh 10 Mr onuH pas Ha 100y .

Ocobnusi epynu nayienmis
Tayienmu 3 nopyuennsam Qyukyii HUpox
Kopexkuist 1031 Ha 0cHOBI (QYHKIIIT HUPOK HE MOTpiOHa.

Uepes oOMexeHu JOCBIT HE PEKOMEHAYEThCS MMOYMHATH JIIKYBaHHS Aanarii(I03uHOM TaIlll€eHTaM
i3 IIK® < 25 mn/xB.
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VY marieHTiB 3 IyKpOBMM JiabeToM 2 TUINY IYKPO3HMXKYBalbHa €()EKTUBHICTH Aanariigio3uHy
3HIKYETHCS, KOJIM IBUAKICTH Kay0oukoBoi ¢inprpartii (ILIK®) < 45 mi1/xB, Ta, IMOBIpHO, BiACYTHS
y Tali€HTIB 3 TSDKKUMHU MOpymeHHAMU (QyHKIii HuUpoK. Tomy, sxmo nokasHuk LIK® wmxue 45
MJI/XB, TIOTPIOHO PO3TJIIHYTH MOXKJIUBICTh 3aCTOCYBaHHS JIOJATKOBOI T1MOTIIKEMIYHOI Teparmii Jist
MAI€HTIB 3 IyKPOBHUM JiabeToM 2 THUITy, sIKi MOTPeOyIOTh J0JaTKOBOTO TIIKEMIYHOTO KOHTPOIIO
(muB. posnimm  «OcobmuBocTi 3acTocyBaHHs», «llobGiuHi peakmii», «®PapmakoguHaMiKa» Ta
«DapMaKOKIHETHKAY ).

THayiecumu 3 nopywennsam Qyukyii neuinku

[TamienTam 3 mopyuieHHsAM (PYHKINIT IMEUiHKH JIETKOTO0 ab0 CEPeHBOTO CTYIICHSI KOPEKIlis 03U HE
notpibHa. IlamieHTam 3 TSHDKKUM MOPYIISHHSIM (YHKIIT MEUiHKH JIIKAPCHKUH 3aCi0 peKOMEHIYEThCS
y MOYaTKOBIH 1031 5 MT. SIKIIO JIKapChKUid 3aci0 100pe MePEeHOCUTHCS, 103y MOXHA 30UIBIINATH 10
10 mr (auB. po3ainm «OcoOIMBOCTI 3aCTOCYBaHHS» Ta «DapMaKOKiHETHKA).

Tayienmu nimnvoeo 6iky (= 65 pokis)
KopuryBanus 1031, 00yMOBJICHE BIKOM Talli€HTa, HE TOTPiOHE.

Cnoci0 3acToCcyBaHHS
Jlixapcekuit 3aci6 @opkcira noTpiOHO mpUitMaTH BHYTPIIIHBO OJMH pa3 Ha A00Y B OyIb-sIKUil 4ac
100U, He3aJIeXKHO BiJ mpuiiomy ixki. TaGneTku ciif KOBTaTH HITHMH.

Himu.

Jnist TiKyBaHHS IyKpOBOTO [iabery 2 TUMy y AiTel BikoM Bix 10 poKiB KOpeKIlis TO3H JIIKAPCHKOTO
3aco0y He moTpiOHa (nuB. po3aiuiu «DapmakonuHamika» Ta «DapmakokiHeTuka»). JaHUX 11010
3aCTOCYBaHHS JIIKApPCHKOTo 3ac0o0y MiTsM BikoM 10 10 pokiB HEMae.

besneka ta epexTUBHICTH qanariidao3uHy A7 JIKyBaHHS ceplieBOi HEAOCTATHOCTI a0 JIIKyBaHHS
XPOHIYHOI XBOPOOH HUPOK JIJIs AiTel BikoM < 18 poKiB Ha 11e# yac 11e He BcTaHOBIeHi. [laHi BiCyTHI.

Ilepeoo3ysanns.

Janarmiio3uH He MNpPOJAEMOHCTPYBaB KOJHMX O3HAaK TOKCHYHOCTI Yy 3J0pPOBUX YYaCHHUKIB
JOCTI/DKEHHST TIPH TMEepPOpaIbHOMY 3acTOCYBaHHI pa3oBux 103 g0 500 mr (B 50 paziB Buiie
MaKCUMaJIbHOI PEKOMEH/I0BaHO1 03U JJIS JIIOJUHU). Y IIMX YYaCHUKIB JOCITIJDKEHHS MOXKHa OyJio
BHUSIBUTH TJIFOKO3Y B C€Yi MPOTATOM JI0303aJISKHOTO Tepioay vacy (He meHmie 5 aaiB it go3u 500
Mr) 0e3 BUIAJAKIB JerijpaTaii, apTepiajibHoi TinoTeH31i a0 eIeKTPOIITHOrO JUCOATaHCy, a TAKOX
0e3 KIiHIYHO 3Havymoi aii Ha iHTepBan QTC. YacToTa po3BUTKY rinmoriikeMii Oyia momioHOO 110
YacTOTH B IPYIIi 3aCTOCYBAHHS MJane6o. Y KIHIYHUX JOCTIKEHHSX, B IKMX 3aCTOCOBYBAJIUCS 103U
1o 100 mr oxuH pa3 Ha 100y (B 10 pa3iB BHIle MaKCHMaIbHOI PEKOMEHIOBAHOT JTO3M IS JIFOTHHU )
MPOTArOM 2 THXKHIB 3J0pOBUM YYaCHUKAM JIOCIIJKEHHS Ta MMalll€eHTaM 3 IlyKPOBUM /1a0eToM 2 THILY,
4acTOTa BUHUKHEHHS TIMOTJiKeMii Oylia TpOXU BUIIOI, HIXK y TPYMi 3aCTOCYyBaHHSA IUianedo, 1 He
Oyna nozo3asiexHoro. YacTora MoOIYHMX peakiiiif, BKIIOYAIOUM Jerijfparanito abo aprepiajbHy
rinoTeH3io, Oyna MoAIOHOI0 10 YacTOTH y TPyMi 3acTOCYBAaHHS IUIANE00; KIIHIYHO 3HAYYII
710303aJI€KH1 3MIHU B JTaOOPAaTOPHUX MOKA3HUKAX, BKIIOUAIOYM PIBHI €JIEKTPOIITIB Ta GioMapKepiB
(GyHKIIT HUPOK y CUPOBATIIi KPOBI, HE BIAMIYAIHCS.

VY Bumagky mnepeno3yBaHHsS CIHiJl PO3MOYaTH BIAMNOBIIHE MIATPUMYBalbHE JIIKYBaHHS, IO

BHU3HAYAETHCS KIIIHIYHUM CTAaHOM TaIrlieHTa. BuBeaenHs nanarmido3nHy 3a JOMOMOTOI0 TeMOJIiali3y
HE BUBYAJIOCH.
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Io6iuni peaxuii

Pestome npodimo 6e3nexu

Llykposuii diabem 2 muny

VY KIHIYHUX JOCHiKeHHAX aiadery 2 tumy monayn 15 000 mamieHTiB OTpUMYBaNIM JIKyBaHHS
Janaryigo3uHOM.

[IpoBeeHO TEpBUHHY OIHKY O€3MeKH Ta IEPEHOCHMMOCTI Yy TMOMNEPEAHbO 3aIlJIaHOBAHOMY
o0’emHanoMy aHamizi 13  KOpPOTKOCTPOKOBHX (0 24 THXHIB) MIane60-KOHTPOIbOBAHUX
JOCITIJDKEHHSX, 32 yyacTi 2360 mamieHTiB, ki oTpuMyBaiu ganariiduiosud y mo3i 10 mr i 2295, saxi
OTpUMYBaJIU TIAIE00.

VY KJIIHIYHOMY JOCII/PKEHH] BIUIMBY Janarii(io3uHy Ha CepleBO-CYAHMHHY CUCTEMY y MAIliEHTIB 3
nykpoBuMm giabetom 2 tuny (mocmimkenns DECLARE, mgus. po3nin «®apmakoguHaMika)
8574 narnienTiB oTpuMyBaiy Aanariiio3ud y n1o3i 10 mr ta 8569 narieHnTiB oTpuMyBaiu miamne6o
JUISL CepeHbOTO 4Yacy ekcrmo3uilii 48 wmicamiB. Ycporo Oymno 30623 marieHTO-pOKiB €KCITO3MIIIT
nanariigo3uny.

Haii0inp1 yacToro moGi4HOI0 PEAKIi€l0 MPOTATOM KIITHIYHUX TOCIIIKEHb OyJIM TeHITaabHI iHPEeKIil.

Cepuesa nedocmammicmo

VY nochiakeHHI BIUTUBY Aanariipio3uHy Ha CEepLEBO-CYAHHHY CHUCTEMY MAlli€HTIB 13 CEpPIIEBOIO
HEJOCTaTHICTIO 31 3HWKEHOI ¢pakmiero Bukugy (mocmimkenass DAPA-HF) 2368 mamieHTiB
orpumyBanu 10 mr ganarnidao3uny ta 2368 naiieHTiB — mianedo 3 cepeHbOI0 MeaiaHo yacy 18
MicsiB. Tlomynsiis manieHTiB BKIFOYAIA MAIi€HTIB 13 MYKPOBUM AiabeToMm 2 THIry Ta 6€3 HbOTO, a
Takox nariedTiB i3 pIIIK® > 30 mur/xB/1,73 M2, Y mociimkeHHi BIUIMBY Jamnariiio3uHy Ha ceplieBo-
CYIMHHY CHUCTEMY Talli€HTIB i3 CEPIIEBOI0 HEAOCTATHICTIO 3 (PaKLi€l0 BUKHUIY JIIBOTO HUTyHOUYKA
> 40 % (DELIVER) 3126 y4acHHKIB TOCTiIKEHHs IpUiiManu qanariidio3us y go3i 10 mr, a 3127 —
orpumyBaiu 1uiane6o. CepenHiit yac mikyBaHHS CTaHOBUB 27 MicsIiB. [lomysimist qocmimKyBaHUX
BKJIIOYAJa Mali€HTIB 13 IyKpOBUM JAiabeToM 2-ro Tuly Ta 0e3 HbOro, a TakoxX mnarieHTiB 3 pLLIIKD
> 25 mir/xB/1,73 M2

3araneHuil npodine 6e3neku nanarni(ao3uHy y MaIieHTIiB 13 CEpLEBOI0 HEOCTATHICTIO BiAMOBiIaB
BiZloMoMYy MpoduTto Oe3neKu aanariigio3nHy.

Xponiuna xeopoba HUpoK

VY nociiJKeHHI BIUIMBY JAanariiduio3nHy Ha HUPKU Y MAI€HTIB 13 XPOHIYHOIO XBOPOOOIO HHUPOK
(mocnimxenns DAPA-CKD) 2149 namnientis orpumysanu 10 mr nanarmiguiosuny ta 2149 namieHTis
— mnanebo 3 cepelHboI0 MemiaHow dacy 27 wicsuiB. [lomymsmis QociiKyBaHUX BKIHOYAa
MAIEHTIB 13 IYKpOoBUM JiabeToMm 2 THITy Ta 6e3 IykpoBoro miadery, i3 plIK® > 25 mo <75
mi/xB/1,73 M? Ta anp6yminypielo (criBBigHOmEHHs anb6ymin/ kpeatunin B ceui [UACR] > 200 Ta
< 5000 mr/r). JlikyBaHHSI IPOOBXKYBaIH, Ko piBeHb pIIIK® 3HmKYBaBCcs HMk4ue 25 mu/xs/1,73

M2,

3aranpHuil npodine Oe3nekd Aanariaiuio3uHy B MALIEHTIB 13 XPOHIYHOIO XBOpPOOOIO HHUPOK
BIJIMOB1AAB BiAoMoMY Ipodisito 6e3nexku qanariaigio3uHy.

[epenik MOOGIYHUX peakilii

HaBeneni Hmwxue moOiuHi peakiii Oynu igeHTH(IKOBaHI y Miane60-KOHTPOIbOBAHUX KIIIHIYHUX
JOCHKeHHsAX. BceraHoBieHo, mo ’koAHAa 3 HUX He Oyna no3o3aiexHoro. [loOiyHi peakmii
KJIaCU(IKYIOTBCS 32 YacTOTOIO Ta cUCTeMaMu oprasiB. KaTteropii yacToTu BU3HAYajHcs 3TiIHO 3
TaKUMH KpHUTEpisaME: ayxe yacto (> 1/10); yacto (Big > 1/100 no < 1/10); weuacto (Bix > 1/1000 mo
< 1/100); piako (Bim > 1/10000 mo < 1/1000); myxxe pimko (< 1/10 000); uwactoTa HeBimoMa

(HEMOXKJIMBO OLIIHUTH Ha OCHOBI HasIBHUX JaHUX).
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Tabauys 6. Ilobiuni peaxyii' y niayeb60-KOHMPOIbOBAHUX OOCIONHCEHHAX" ma niciapeecmpayiinuil
00C8i0 3aCcmocy8aHHs

Cucmema
opeanis Ilyoice wacmo Yacmo* Heuacmo** Pioko Ilyoice pioko
1H(1)€Iil'_[11 Ta ByJ'IBB'OBal"lHlT, F pH6KQBg* Hexporu-
1HBa311 §anaH1T ‘ iH(peKIis Huil pacui
1 CymyTH1 MPOMEKUHU
ineruii (ranrpena
oprania’©* Oypine)’
[adexis
CEYOBUBITHUX
msxiB "% "
3 6oky oominy | [imormikemist 3MEHIIeHHS Hiabetnanmii
pPEYOBHH 1 (y pasi 00’ eMy KETOaIlNu103
Xap4yBaHHS 3aCTOCYBAHHS MO3aKIITHHHOI | (TIpH
y KoMOiHarii piI[I/IHI/I6’r 3aCTOCYBaHHI
i3 CC abo Crpara”™ npu
incyninom)° IyKPOBOMY
niaderi
2 trmy)®™"
3 OoKy 3anaMopo4YeHHs
HEPBOBOT
CUCTEMH
3 6oky 3amop
TpaBHOL CyxicTtb y
CUCTEMH poti
3 OOKy LIKipU Bucur® AHrionema
Ta T HOX1HUX
3 6oky Bisb y crimHi-
KICTKOBO-
M’s130BO1
CUCTEMH Ta
CIIOJIyYHOL
TKaHWHH
3 60Ky HHPOK Jusypis Hikrypist™ TyGynoinTep-
1 Honiypis ™ CTHUIIQJIbHUN
CEYOBUBIIHUX Hedput
IIJISAX1B
3 6oky CaepOix y
pENpOayKTHB- TUJISTHIT
HOT CUCTEMU BYJIbBU Ta
Ta MOJIOYHHUX HiXBH
3a1103 CaepOix y
TTITSHI
CTaTEeBHUX
OpraHiB
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Bigxunenus [TigBumenuit ITigBumenuit
BiJl HOpMH, reMaToKpuT® piBEHb
BHSIBJICH] Y 3HWKCHUN KpEaTHHIHY
pe3ybTari HUPKOBUI KpOBi
J1a00paTOPHHUX KJIIpEHC MIPOTSTOM
JOCIII)KEHb KpeaTuHiHy [104YaTKOBOT'O
IPOTSITOM nikyBaHHS®
[I0YaTKOBOTO [TinBueHuit
NiKyBaHHS® piBEHB
Hucninigemis® | c€YOBUHHU
KpOBi
3MEHIIeHHS
MacH Tina'

?V Tabnuui mpeacTaBieHi JaHi 3a MepioJl TPHUBATICTIO 10 24 TIXKHIB (KOPOTKOCTPOKOBI JaHi),
HE3aJIeXHO B1Jl HAJIaHHS HEBIAKJIAAHOT JJONOMOTHY y pa3i MiJIBUILEHHS UM 3HM)KEHHS PIBHS INIIOKO3U
KpOBI.

6 JonatkoBy iH(pOpMAaIIiF0 MOYKHA 3HAWTH y BIAMOBIAHUX MAPO3/iIaX HIKYE.

® Jlo ByJIbBOBariHiTy, 6ajaHiTy Ta CyMmyTHIX iH(EKIil CTaTeBUX OpraHiB HAIEXaTbh, HAIIPUKIIA, TaKi
NONEPEIHRO BU3HAYEHI TEPMIHM IE€PEBAKHOIO BUKOPUCTAHHA: BYJbBOBAriHajlbHa TI'pUOKOBa
iHdeKis, BariHaabHa iH(EeKIis, 6anaHiT, rpuOKOBa IH(EKIis CTAaTEeBUX OpPraHiB, BYJIbBOBariHAIbLHUN
KaHJIMJ03, BYJIbBOBAriHIT, KAaHAUIO3HUIN OanaHIT, KaHIUA03 CTAaTEBUX OPraHiB, 1H(QEKIis CTaTEeBUX
OpraHiB, iH(QEKIIis YOIOBIYMX CTaTEBUX OPraHiB, iH(EKI[is NeHica, ByJIbBIT, OaKTepiaJbHHUIA BariHIT,
abcliec ByJIbBH.

" J1o iH(eKIii ceuoBHBIIHUX IIISIX1B HAJIEKATh TaKi TEPMiHU EPEBAKHOTO BUKOPUCTAHHS, HAaBEICHI
y MOPSAJIKY YaCTOTHU: 1H(EKIIis] CEYOBUBIIHUX LUISIX1B, IIUCTUT, CIIEPUX103HA 1H(PEKI[isS CEUOBUBITHUX
NUISXiB, 1H(EKIsI ceYyoCcTaTeBUX NUISAXIB, Mi€JIOHE(PPHUT, TPUTOHIT, YPETPUT, 1HQEKIsT HUPOK Ta
IIPOCTATUT.

" JIo 3MeHIIIeHHs 00’ €My MO3aKTITHHHOT PiIMHK HAJIS)KATh, HAPUKIIAJ, TaKi MOMEPEHO BU3HAYCHI
TEPMiHH ITEPEBAKHOTO BUKOPHUCTAHHS: JCTiIpaTallisl, TiloBoJIeMis, apTepiajibHa TiIOTEH315.

A Jlo momiypii Hamexarh Taki TEPMIHM TEPEBaKHOTO BUKOPUCTAHHS: TOJAKiypis, mMoJiypis,
3011bIIEHHS 00’ €My CEYOBUITYCKAHHS.

¢ Cepenns 3MiHa Bin BuXimHoro piBHS remarokputy craHoBuia 2,30 % y pasi 3acTocyBaHHS
nanarnigiao3uny y no3i 10 mr nopisasHO 3 —0,33 % y pasi 3actocyBaHHs 1uiane6o. Iloka3sHuku
reMaTokpuTty > 55 % crocrepiranucs y 1,3 % martienTis, ki oTpuMyBanu gamariidiao3uH y no3i 10
Mr nopiBHsHO 3 0,4 % mnarieHTiB, SKi OTPUMYBAJIN T1A1e00.

¢ CepenHs 3MiHa Yy BiJICOTKAxX BiJl BUXIHOTO PiBHS y pa3i 3acTocyBaHHs nanarmidao3uny y mxo3i 10
MI' TIOPIBHSIHO 3 TUTane00 CTaHOBWJIA BIJAMOBIAHO: 3araibHUil Xxonectepud 2,5 % mpotu 0,0 %;
xosecTepuH imonpoteiniB Bucokoi mimpHOCTI (JITIBI) 6,0 % mporn 2,7 %; xonecrepun
minonporeinie Hu3bkoi mrinbHOcTi (JIITHII) 2,9 % mporu —1,0 %; tpurminepunu —2,7 % npoTu
—0,7 %.

*[TuB. po3ain «OcoOMMBOCTI 3aCTOCYBAHHS.

° IloGiuHa peakiisi Oyia BCTaHOBJIEHA B XOA1 MicisipeecTpaliiiiHoro cnocrepexxeHHs. HaseneHi
HIDKYE TEPMiHU MEPEeBAXHOTO 3aCTOCYBAaHHA, L0 CTOCYIOThCSl BUCHILY, NEpeliueHi B HOPSAKY
YaCTOTH TIOBTOPIOBAHOCTI y KJIIHIYHHUX JOCITIHKEHHSX: BUCHUII, T€HEPaATI30BaHUN BUCHUII, BUCHUII 31
cBepOexkeM, MaKyJIbO3HMH BHMCHUI, MAaKyJO-NamyldbO3HUH BUCHI, MYyCTYJIbO3HHH BHUCHIIL,
BE3WKYJIbO3HUI BUCHII Ta EPUTEMAaTO3HHWH BHCHI. B aKTWBHO- Ta TUIane00-KOHTPOIHOBAHUX
KIIHIYHUX J0CTipKeHHX (nanariiduiosus, N = 5936; yci kontpoui, N = 3403) yactoTa Bucuity Oyna
nmoAiOHO0 y pasi 3acTocyBaHHs Aanariiduosuny (1,4 %) Ta yciX KOHTPOJIBHUX JIKAPCHKUX 3aC001B
(1,4 %).

"TIpo 1€ MOBIAOMIIATIOCA B KIIHIYHOMY AOCHIKEHHI 3 OLIHKH CEpPLEBO-CYAMHHHUX MOMAIH Y
namienTis 3 giaderom 2 Ty (DECLARE). Yacrora rpyHTYEThCSl Ha pIYHOMY MTOKAa3HUKY.
“Crioctepiramucs y > 2 % mauieaTis Ta Ha > 1 % i mpuHaiiMHiI Ha 3 BUMAAKM YacTillle y MAIlicHTIB,
AK1 OTpuMyBaiH fanariidao3us y 1031 10 Mr, nopiBHIHO 3 mIanedo.
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*% . . . . . . . .

OriHeHi JAOCTITHUKOM SIK MOJJIMBO ITOB’s13aHiI a00 MOB’s3aHi 3 JOCIPKYBAaHUM JIIKyBaHHAM 1
cniocrepiranucs y > 0,2 % narmienTiB Ta Ha > 0,1 % 1 npuHaiiMHi Ha 3 BUNIAJKHU YACTIIIE y MAII€HTIB,
SIK1 OTpUMYBas ganariiduiosud y 1031 10 Mr, mopiBHsHO 3 muiaie6o.

Onunc okpeMux MOOIYHUX PEAKIIN

Bynvsosacinim, bananim ma nos’sasani ingexuii cmamesux opeanis

VY 13 00’eqHaHuX AOCHIHKEHHAX Oe3MeKu, ByJIbBOBATIHIT, OalaHIT Ta MOB’A3aHi 1H(EKIii cTaTeBUX
oprasiB crnoctepiranuch y 5,5 % 1 0,6 % cy0’ekTiB, [0 OTpUMYyBAJIU Janariiio3uH y J103yBaHHI
10 mr i ruranie60 BiAMoOBIHO. Y OUIBIIOCTI BUMAKIB iH(EKIiT OyIIH JIErKOro ab0 CepeaHbOro CTYIEHS
TSDKKOCTI, y TIAIIIEHTIB BiJI3HAYAIACS BIJIIIOBIIb HA MOYATKOBHMA KypC CTaHIAPTHOTO JIIKyBaHHs, 1 TaKi
SBHIIA PIIKO CTaBaJM MPUYMHOIO MPHUIMHEHHS JIIKyBaHHs AanariidiaosunoM. i indexmii yacrime
crocrepiranucs y skiHok (8,4 % Tta 1,2 % y pa3i 3acrocyBaHHs aanariipo3uHy Ta rmianedo
BIJITIOBITHO), @ HMOBIPHICTH pelIMBY iH(EKIT Oyiia BUIIOI y HAII€HTIB 3 MOIIOHUMU MTpodIeMaMu
B aHAMHE3I.

VY xminiyroMy nociimkenHi DECLARE kiIbKiCTh MAIi€HTIB 13 CEPHO3HUMU MTOOTYHIUMH PEAKIIISIMHU
TeHITAIbHUX 1H(EKIIiH Oysia MaJioro Ta 30a1aHCOBAHOO: 2 MAIIEHTH Yy KOXKHIHN TpyTi Janariti(io3uny
Ta mwianedo.

VY nocnimxenni DAPA-HF jxozeH namieHT He MOBIIOMIISB PO cepiio3Hi mobiuHi eexTn y BUTsai
iH(eKIii cTaTeBUX OpraHiB y rpyili Aanarii(io3uny, y rpyIi mianedo crocTepiraBcsi OAUH TaKHUi
BUMIAIOK. Y rpymi ganarmidioszuny oymno 7 (0,3 %) namieHTiB 3 MOOIYHUME PEAKIIiSIMH, 110 TIPU3BEITH
710 IPUMIMHEHHSI JIIKYBaHHS Yepe3 reHiTalbHi iH(eKIIil, 1 5KOJHOro B Tpymi miane6o. Y I0ciiTKeHHl
DELIVER y 1 narienra (< 0,1 %) y KokHi# TpyIIi JTiKyBaHHs 0yI10 3adikcoBaHO cepiio3He mobiuHe
SBUILE Yy BUIJSAL reHiTanpHOi iHpekuii. Y rpymi nanarmignosuny B 3 mamientiB (0,1 %) Oynu
3aikcoBaHi MOOIYHI ABHIIA, SKI MPU3BETN 10 NPUIHUHEHHS JIIKYBaHHS Yepe3 TeHITalbHI 1HPEKIil.
Boanouac y rpymi miare6o He 0yJ10 O0IHOTO TaKOTro MaIli€HTa.

VY nocnimkenni DAPA-CKD B 3 (0,1 %) mnamieHTiB TIpynod 3acTOCYBaHHS Jamnariiio3uHy
MOB1IOMJISUIOCS TIPO Cepiio3Hi MoOiuH1 peakuii iH(eKIii cTaTeBUX OpraHiB, y TPyIIi m1anedo mpo Taki
BUIIAJKU HE ToBiAoMIsiocs. Y rpyni aanarniduosuny y Tpbox (0,1 %) namienTiB BUHUKIHA MOO14H1
peaxilii, o MPU3BEIH 10 MPUIUHEHHS Y4acTi y TOCTi/KEHHI Yepe3 iH(EKIil CTaTeBUX OpPTaHiB iy
KOJHOTO TallieHTa TpyNnH IU1anedo He MoBiAoMIIsIocs Hpo Taki mobiuHi peakuii. IIpo iHdexmii
CTaTEeBHMX OpraHiB SIK PO CEPHO3HI MMOO1UHI ABUIA a00 TaKl, 1110 MPU3BEIN A0 IPUINMHEHHS y4acTi B
JOCIIJKEHH1, HE TOBIIOMJISIIOCS Y YKOJJHOTO 3 Malli€HTIiB 0e3 IyKpOBOro jaiadery.

[ToBimomisnocss mpo Bunajaku (iMo3y/HabyToro ¢imMo3y, sKi CympOBOKYBaTUCS 1H(EKUiIMU
CTaTEeBHMX OPraHiB, 1 B JESKUX BUIAJKaX BUMarajiocsi o0pi3aHHs.

Hexpomusyrouuti gpacyiim npomesrcunu (canepena Pypnse)

[ToBimomisnocst mpo BUMAAKU ranrpeHu OypHbe B MicaspeecTpalifHU nepioa y Mali€eHTIB, SKi
npuiimanu  1Hri0iTopu  H3KTI2, 30kpema gamarmigmo3un  (auB. pozaiut «OcobauBOCTI
3aCTOCYBaHHS).

VY nocmimxenHi DECLARE BBy namarniiao3uHy Ha pe3ynbTaTH CEepLEBO-CYJUHHHUX MO,
npoBeeHOMY 3a ydacTio 17160 mamieHTIB 13 IYKpOBUM J1a0eToM 2 TUIy Ta CEpeAHIM YacoM
eKcro3uLii 48 MicsIiB, OyJ0 3apeecTpOBaHO 3arajoM 6 BUMAJKiB raHrpeHr DypHbE: OAUH Y TPy,
10 OTPUMYBaJIA JIIKYBaHHS Aanarii(io3uHoM, Ta 5 y rpymi miaiebo.

Linoanixemis

Yacrora rimoriikemii 3anexana BiJ THIy 0a30BOi Tepamii, 110 3aCTOCOBYBajlacsl y KIIHIYHHUX
JOCTIPKEHHSX IIyKpOBOTO J11a0eTy.
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VY nochimpKeHHSX 3aCTOCYBaHHs Janarimido3uHy SK MOHOTEpAIii, K JOMOBHEHHS 0 METHOpMIHY
abo JOMOBHEHHS /O CHUTAMNTHHY (3 MeTgopMmiHOM abo 0e3), YacToTa HE3HAYHUX eIi30/liB
rimoryikemii Oymma moaioHoM0 (< 5 %) y pi3sHUX rpymnax JiKyBaHHS, BKIIOYAIOYH I1a1e00, IpoTSIroM
nepioy JikyBaHHs TpuBaicTio 10 102 TrkHIB. B yCiX TOCTIKEHHSIX 3HAYHI €Mi30/H TIMOTIiKeMii
TPAIUISUTKCS HEYaCcTO Ta 3 MOPIBHAHHOIO YaCTOTO y TpyIax JIKyBaHH Janarii(io3nHoM i miareoo.
VY nochipkeHHSIX KOMOiHamii i3 CyJIb(OHIICEYOBUHOIO Ta 1HCYJIIHOM YacTOTa Timoriikemii Oyia
BUIIOKO (IUB. po3aia «B3aemois 3 iHIIMME JIIKapChbKUMHK 3ac00aMHM Ta iHII BHINA B3a€MOIIi»).

VY nocnmimkeHH1 KoMOiHaIii 3 rIiMenipuaoM y THKHI 24 Ta 48 He3HavHI e1i30/11 TioTJIiKeMii yacTime
CIIOCTepIrajucs y rpyii JikyBaHHs ganariidio3nHoM y 1031 10 mr ta raimenipugom (6,0 % ta 7,9
% BiAMOBIAHO), HIK y rpymi mianedo Ta raimernipuay (2,1 % ta 2,1 % BiAMOBIAHO).

VY nocnimxeHH1 KOMOIHAIT 3 THCYJIIHOM MOBIIOMJISUTH TPO €Mi301 BUpaXkeHoi rirmoriikemii y 0,5 %
ta 1,0 % namienTiB, ski orpuMyBanu famnariaidiao3ud y o03i 10 mr ta incynin y tixai 24 1 104
BiamoBiaHO, Ta 'y 0,5 % mamieHTiB, ki OTpUMyBaju I1anedo Ta iHCyiH, y TrkHI 24 1 104, Y TrxkHI
24 1 104 ne3nauHi emizonu rinoriikemii cnocrepiramucs Bignosiaao y 40,3 % Ta 53,1 % narieHTiB,
K1 oTpuMyBanu ganariaiduosua y no3i 10 mr Ta iHcymin, Ta y 34,0 % Ta 41,6 % mnarieHTis, sKi
OTPUMYBAJIU TUTAIE00 Ta THCYJIiH.

VY nocmipkeHHI KOMOiHALIT 3 METPOPMIHOM Ta CyJIb(POHIICEYOBUHOIO TPUBANICTIO 10 24 THXHIB
€mi30/1iB BHpPaXEHOI Timorjiikemii HE crocTtepirajoch. He3Hawnl emi3oaM  Tinoriikemil
cnioctepiranucsa y 12,8 % mamienris, siki orpuMmyBaiin qanarmidiao3us y 1031 10 mr i metdopmin ta
cynbponinceyoBuHy, Ta y 3,7 % mamiedTtiB, sfki oTpuMyBanu Iutanebo 1 merdopmiH Ta
CyIb()OHIIICECUYOBHHY.

VY xminiunomy pocnimpxkenHi DECLARE He cnocrepiranoch MiABUINEHHS PHU3HKY BaXKOL
rinormikemii mpu Teparnii ganariio3MHOM y MOpIBHAHHI 3 1wiane6o. [ToBiqomisainy mpo enizoau
Bakkoi rinormikeMii y 58 (0,7 %) nauienTis, mo orpumyBanu ganarmidiaosud i 83 (1,0 %) namieHTis,
110 OTPUMYBAJIH IL1aEe00.

VY mocaimkenni DAPA-HF npo moxaii Bupaxenoi rinormikemii mosigomisutocs B 4 (0,2 %) naifieHTiB
K y rpymi ganariidiao3uny, Tak i B rpymi wiane6o. Y gocnimkenni DELIVER y 6 namienTis (0,2 %)
rpynu aanaridaosuny i B 7 (0,2 %) nauienTi rpynu miamnedo 0y 3adikcoBaHi mofii BEpaxeHOT
rirmoriikeMii, MpoTe BOHU CIIOCTEPITraIuCs JIMIIE y MAIIEHTIB i3 I[yKPOBUM JiabeToM 2 THITY.

VY nocnimxenni DAPA-CKD mpo emizoau BupaxeHoi rinoriikemii mosimomsin y 14 (0,7 %)
naunieHTiB rpynu ganarmipnosuny Ta y 28 (1,3 %) naumienTiB rpynu mianebo, Taki emi3oan
CTIOCTEpITaJIHCS JINIIE Y TMAII€HTIB 13 IyKPOBUM /11a0eTOM 2 THUITY.

3menuiennsn 00 "emy no3aKkaAimunHol piouHu

VY 13 00’eaHaHuX JOCTIDKEHHAX peakiii, 10 CBiA4YaTh MPO 3MEHIIEHHS 00’eMy MO3aKIITMHHOL
piAMHM (BpaxoOBYIOUM MOBIAOMJIEHHS IpPO BMIIAJKM JEripaTaliii, TinoBoyieMii Ta apTepiajbHOI
rinotensii), cnoctepiranucs y 1,1 % Ta 0,7 % narienTis, siki oTpuMyBau Aanariigio3u y 1031 10
MT 1 11are0o BiAMOBIAHO; cepiio3Hi moo6iuHi peakii BuHukam y < 0,2 % namieHTiB 1 po3moaiTHiIncs
3a YaCTOTOIO0 TMOPIBHY MK IpylaMu JIiKyBaHHA nanariiduosuHoMm y no3i 10 mr i minane6o (aus.
po3in «OCcoOIMBOCTI 3aCTOCYBAHHS).

VY kmuivaOMy jgocmipkerHi DECLARE xinmpkicTh TaIieHTIB 3 €mi30faMH, IO CBiT4aTh IPO
3MEHIIEHHS 00’ €My MO3aKIITUHHOI PIAMHHU, PO3MOAUTHIINCS MOPIBHY MK IpyrnaMu JiKyBaHHS: 213
(2,5 %) 1207 (2,4 %) y rpynax manarmidio3uy Ta mianedo BiamosiaHo. Cepito3Hi modiuHi peaxiiii
cnoctepiraimuck y 81 (0,9 %) 1 70 (0,8 %) y rpynax namarnidiao3uny Ta mianeo BiamosigHo. B
OCHOBHOMY €Mi30[1 PO3MOAUTMINCH MOPIBHY MK TpyNaMy JIKyBaHHS B MIATPYNax 3a BIKOM,
BUKOPDUCTaHHAM  JIypeTHKIB, apTepialbHUM THUCKOM Ta  BHUKOPUCTaHHAM  1HTIOITOpIB
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aHrioteH3uHmnepeTBoproouoro ¢epmenty (1AIlD)/6nokaTopi pernentopiB anrioren3uny Il tumy 1
(BPA). V nmnamieHTiB 3 BHXIZHOIO PO3PaxOBAaHOIO IIBUAKICTIO KIyOOUKOBOi  (inmbTpariii
pIIK® < 60 m/xs/1,73 M? crioctepiranocs 19 emizozi cepifo3HUX MOOIYHNX PeaKIiii, O CBix4aTh
PO 3MEHIICHHAM 00’ €My TO3aKJIITHHHOI PIAMHU JUTS TPYyNHU Aanariiduio3uny ta 13 enizonis y rpyiii
mwiare0bo.

VY nocnimxenni DAPA-HF kinbKicTh marmieHTIB 3 SBUIIAMH, IO CB1YaTh MPO 3MEHIICHHS 00’ eMy
MO3aKIITUHHOI pinuHu, ctaHoBwia 170 (7,2 %) y rpymi nanarmiguiosuny ta 153 (6,5 %) y rpyni
miane6o. Y rpymi ganariidao3uny O0yio MEHIIIE MaIi€HTIB 13 CepHO3HUMHU TPOSIBAMU CUMIITOMIB (23
[1,0 %]), 110 cBig9aTh Mpo 3MEHIIEHHS 00’ €My IMO3aKIITUHHOT P1IMHU, TOPIBHSHO 3 TPYIIOKO IUIaneto
(38 [1,6 %]). PesynpraTi Oynu moAiOHUMH HE3aJIEKHO BiJ HAsSBHOCTI I[yKpOBOTo jia0eTy Ha
BUX1HOMY piBHI Ta BuXigHOTO nokaznuka plIK®. ¥V nocaimkernni DELIVER kinbkicTh nami€eHTis 3
CepHO3HMMU IIPOSIBaMU CUMITOMIB rinoBojemii ctanoBuia 35 (1,1 %) y rpyni ganarmiguosuny 1 31
(1,0 %) y rpymni miane6o.

VY nocaimxenni DAPA-CKD KinbKiCTh NAIi€HTIB 3 SBUILAMH, 1110 CBIIYMIHM PO 3MEHIICHHS 00’ €My
MO3aKIITUHHOI pinuHu, ctaHoBwiaa 120 (5,6 %) y rpymi ganarmiduosuny ta 84 (3,9 %) y rpymi
iame6o. Y rpymi ganarmiguiosuny 0yio 16 (0,7 %) maimieHTiB i3 cepiO3HUMU MTPOSIBAMH CHMIITOMIB,
10 CBIAYMIIM IIPO 3MEHILIEHHS 00’ €My MO3aKIITUHHOI piquHy, y opiBHsHHI 3 15 (0,7 %) nanieHTamu
y rpymi miane6o.

Hiabemuunuii kemoayudos npu yyKpogomy diabemi 2 muny

VY xniniynomy nocnimxenni DECLARE, 3 cepennim dacom excno3uilii 48 micsuis, emizoau KA
criocTepirainuch y 27 mamieHTiB y Tpyni ganariidiao3uny y no3yBansi 10 mr i 12 marieHTiB y rpyii
wiane6o. CrocrepexyBaHi emi3ou PIBHOMIPHO PO3MOIUTMIIUCS MPOTATOM MEPioay TOCHIHKEHHS.
Cepen 27 mamientiB 3 emizomamu KA y rpymni manarmigio3uny, 22 Maiu CYIMyTHE JTIKyBaHHS
iHCYyniHOM mix yac emizony. IIpoBokyroui daxtopu ans KA Oynu Takumu, SIK O4iKyBalocs, y
MOMYJIALT IyKpOBOTro aiadety 2 tumy (auB. po3zain «OcoOIMBOCTI 3aCTOCYBAHHS).

VY nocmimxenni DAPA-HF Bunaaku JIKA Oynu 3apeecTpoBaHi y 3 MaIli€HTIB i3 IyKPOBUM JiabeToM
2 Tumy B Tpymi Aanariiio3uHy Ta KOAHOro — B rpymi rwiane6o. Y nmocmimxenni DELIVER
Bunagku JIKA Oynu 3adikcoBaHi y 2 Nali€HTIB 13 LYKPOBUM AiabeToM 2-ro TUIy B TIpymi
nanariiao3uHy Ta KO0HOT0 — B IrpyIi mianeoo.

VY nocaimxenni DAPA-CKD mpo enizogu /IKA He MOBIIOMIISUIOCS y KOJHOTO HAalli€eHTa Tpynu
nanarniduosuny, y rpymi mianebdo emizoan JIKA Oyno 3adikcoBaHO y 2 MAIi€HTIB 13 I[yKPOBUM
niaberom 2 TUY.

Ingpexuii cenosugioHUx ULIAXI8

VY 13 00’eqHaHUX TOCTIKEHHSIX Oe3MeKH 1H(EeKii cCeYOBUBITHIX MUISAXIB YaCTIllle CIIOCTEPIraiucs
y TAI€HTIB, SKi OTpUMYBaIM Aanariiiao3uH y 1031 10 Mr, mopiBHSIHO 3 TUMH, XTO OTPUMYBaB
wtane6o (4,7 % nportu 3,5 % BiamoBiaHO; 1UB. po3in « OCOOIUBOCTI 3aCTOCYBaHHS»). Y OUIBIIOCTI
BUMNA/IKIB 1H(eKkuii Oynu jerkoro abo cepeHbOro CTYMEHs TSKKOCTI, y MAaIllEHTIB BiJ3Haydanacs
BIJIMOBIJb HAa TOYATKOBUI KypC CTaHIAPTHOIO JIIKYBAaHHS, 1 TaKl SIBUILA P1IKO CTaBaJId MPUYUHOIO
JOCTPOKOBOIO MPUIMHEHHS JIiKyBaHHs qanariidiao3unom. Lli iHdekmii yacTime crocrepiranucs y
KIHOK, a IMOBIPHICTh peunauBy 1HGeK1ii Oya BUIIOI Yy Mall€HTIB 3 MOAIOHUMHU MpoOIeMaMU B
aHaMHe3l.

VY kniniunomy pociijpkenHi DECLARE, cepito3ni emizonu iHGEKIiH CEUOBHBIIHUX IIIISAXIB
CIIOCTEpITaInCh piamie i Aanaraido3uny y mo3yBanui mo 10 mr, Hix st miamne6o, 79 (0,9 %)
emi3oiB y nopiBHsaHHI 3 109 (1,3 %) eni3o/iB BiANOBIAHO.
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VY nocnimxenni DAPA-HF kinpkicTh mari€eHTiB 13 CepHO3HUMH MOOIYHUMH PEaKIIIMH 1HHEKITii
CeyOBMBIIHUX NUIAXIB cTanoBmIIa 14 (0,6 %) y rpymi nanarmidaosuny ta 17 (0,7 %) y rpymi niane6o.
IT’sth (0,2 %) mamieHTiB 13 MOOIYHUMU peakLisIMU OYyJIU 3MYILIEH] IPUIUHUTH Y4acTh Y TOCIHIKEHHI
yepe3 iH(EKIIT CeYOBUBIIHMUX LUIAXIB 1 B TPYIIi Aanariiduio3uny, i B rpyii miane6o. Y 1ociipKeHHi
DELIVER xinbKicTh Mami€HTiB 13 CEpHO3HMMH TMOOIYHMMHM SIBHINAMH 1H(MEKIIH CEUYOBUBIIHHUX
nusaxiB cranoBmwia 41 (1,3 %) y rpymi panarmidnosuny ta 37 (1,2 %) y rpyni miame6o. i mo6iuni
SIBUILIA TIPU3BENIN A0 NpUNuHEHHs JikyBaHHA y 13 mamientiB (0,4 %) rpynu ganarmiguio3uny iy 9
narienTis (0,3 %) rpynu mane6o.

VY nocnimxenni DAPA-CKD kinbKiCTh TAIi€HTIB 13 CEpHO3HUMH MOOIYHUMHE SBUIIAMH TH(EKITIH
cedoBUBIIHUX IUIAXiB cTaHoBuia 29 (1,3 %) y rpymi nanarnidno3uny ta 18 (0,8 %) y rpymni miane6o.
[ToGiuHi peakiii, 0 MPU3BENU 10 TPUITMHEHHS Y4acTl Y JOCTIKeHH] yepe3 iH(eKIii ce4OBUBITHUX
uuiaxiB po3Bunyiucs y 8 (0,4 %) mauientiB y rpymi nanariidiao3uny ta y 3 (0,1 %) nauienris y
rpymi miane6o. KinbkicTs naiieHnTiB 6e3 yKpoBoro aiabery, y sSIKuX MOBIIOMIISIIOCS PO CEPHO3HI
moOivHi sBUImA 1H(GEKIIH CEYOBHMBIIHUX MNUIAXIB a00 Mpo MOOIYHI SBWINA, IO MPHU3BEIH 10
MPUITMHEHHS y4acTi B JOCIIKeHH] yepe3 iH(eKIii CeYOBUBITHUX NIUIAXiB, OyJa MoaioHO0 y Tpymnax
nikyBausst (6 [0,9 %] y nopisusiaHi 3 4 [0,6 %] — 3 cepitoznrmu nodiuruMu siumamu 1a 1 [0,1 %]
y niopiBHsHHI 3 0 — 3 MOOIYHUMU SBUIIAMH, 110 TIPU3BEIH 10 MPUITUHEHHS YYacTi B JOCHTIHKEHHI, y
rpynax ganariigo3uHy Ta miamnedo BiANOBITHO).

1liosuwenns pignsa KpeamuHiny

[ToGiuni peakmii Ha JiKapCchKUW 3aci0d, TOB’S3aHI 3 MIIBUIICHHSM pIBHSI KpeaTHUHIHY, Oynn
3rpyIoBaHi (HampUKIIaJ, 3HIKEHHSI HUPKOBOTO KIIIPEHCY KpPeaTHHiHy, MOpyIleHHs (YHKIIT HUPOK,
MiABUILEHHS PIBHS KPEaTWHIHY KPOBI Ta 3HIKEHHS IIBUAKOCTI KIIyOOoukoBOi ¢imbrpamii). Y 13
00’eTHaHUX AOCITIKEHHIX 0e3meku 3rpyrnoBaHi mo0iuHi peakiii croctepiranucsa y 3,2 % ta 1,8 %
MAIIE€HTIB, SIKI OTpUMYBaM AamarmiduiosuH y mo3i 10 mr i murame6o BiAMOBigHO. Y TAIli€HTIB 3
HOPMaJIbHOIO (DYHKIII€I0 HUPOK 200 MOopyIIeHHsIM (QyHKIIIT HUPOK JIETKOro crynens (BuxinHa pLIIK®
> 60 mn/xs/1,73m?) peakii miei rpymu coctepiramuics y 1,3 % ta 0,8 % nauieHTiB, ki oTpuMyBau
nanariiduiosun y 1031 10 mr 1 mutane6o BignosiaHo. Li peakiii yacTimie cnoctepiraaucs y naii€eHTiB
3 BuxigHoo plIIK® > 30 ta < 60 mi/xs/1,73 m? (18,5 % y pasi 3acTocyBanHs AanardihI03uHy y 103
10 mr ta 9,3 % y pasi 3acTocyBaHHs 1a1eoo).

[Tonanbiie cocTepekeHH 3a MALlEHTaMH, Y KUX OyJ10 3a(hikcOBaHO MOO1YHI SBUIIA 3 OOKY HUPOK,
Moka3ajio, 10 y OuIbIIOCTI BiAOyBajgMCs 3MIHM pIBHS KpeaTHHIHY B CHPOBAaTIi KpOBI Ha
<44 mxmonp/n (< 0,5 mr/mn) y mopiBHSHHI 3 BUXITHHUM piBHeM. PiBeHb KpeaTwHiHy 3a3BHYai
TiIBUIIYBABCSI TAMYACOBO I11]1 4aC TPUBAJIOTO JIKyBaHHS 1 TOBEPTABCS 10 HOPMH MICIS MPUITHHEHHS
Teparii.

Y xminivaomy gocmimkerri DECLARE, 3okpema mMmamieHTiB JITHOrO BiKy Ta TMAaIli€HTIB 3
nopymenHsaM Qynxiii Hupox (pIIK® menme nixk 60 Mn/x/1,73 m?), pLIIK® 3HMKYETHCS 3 4aCOM B
0o0ox rpynax jikyBaHHs. Yepes 1 pik cepenue 3Hauenns plIIK® Oyno nemo Himkue, a yepes 4 poku
cepenne 3HaueHHd pLUK® Oyno gemo BumuM y rpymi Aanariiio3uHy MOPIBHSIHO 3 TPYIOHO
m1aneoo.

VY nocmimpxennsx DAPA-HF 1 DELIVER 1 B rpymi ganarmniguo3uny, 1 B rpyni mianedo mokasHUK
plIK® 3 uacom 3HmxkyBaBcs. Y pocnimpkeHHi DAPA-HF mowarkoBe 3HUKEHHS CEpeIHBOTO
sHauenHs pIIK® y rpyni pgamarmidnosmny craHoBmwino -4,3 m/xe/1,73M%, a B rpymi
mwrare6o -1,1 mu/xs/1,73 M. Uepes 20 micsmiB 3Minu nokazHuka plIIIK® (y mopiBHSHHI 3 BUXiTHIM
piBHeM) y Tpymax MdOCHifKeHHsS Oynu 3ictaBHMME: -5,3 Mn/xs/1,73 M°> mpu 3acTocyBaHHI
nanarmidnosuny Ta -4,5 mu/xs/1,73 M2 mpu 3actocyBaHHi minane6o. Y nocmimkenni DELIVER
3HWKEeHHS cepennboro 3HadeHHs pLIIK® wepes 1 micsaip y rpymi ganarmigio3uHy CTaHOBHIIO -
3,7 wi/xB/1,73M%, a B rpyni  mnane6o — - 0,4 mur/xs/1,73 M. Uepes 24 wicami 3MiHU
nokazHuka plIIK® (y mopiBHSHHI 3 BUXIIHUM pIBHEM) Yy Ipylax AOCTIIKEHHS OyJu 31CTaBHUMHU:
-4,2 mnn/xB/1,73 M2 y rpyni ganarmiidnosuny ta - 3,2 Mi/xs/1,73 M2y rpymi nnane6o.
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VY nocnimxenni DAPA-CKD noxasnuk pIIK® i3 yacoMm 3MeHIyBaBcs SIK y TPy JAanariiguio3uxy,
Tak 1 B rpymi mane6o. IlouatkoBe 3meHmenHs (aeHs 14) cepemupoi pIIIK® cranosuno -4,0
wi/xe/1,73 m? y rpyni nanarmidnosuny Ta -0,8 mu/xs/1,73 M? y rpyni miane6o. Uepes 28 micsin
3mina pIIIK® Bix BuXimHOTO piBHA cTaHOBMIA -7,4 Mi/xB/1,73 M? y rpyni ganarmidiaosuny Tta -8,6
wi/xe/1,73 M? y rpyni mnane6o.

iTH
[Tpodins 6e3nexku ganariidio3uHy, MO CIIOCTEPIraBcs y KIIHIYHOMY JOCIIDKEHHI 32 y4acTio JiTel
BikoM BiJ 10 pOKiB 3 IlyKpoBHM JiabeToM 2 Tumy (AuB. po3aii «PapMakoKiHETHKay ), OyB aHAJIOT1YHHUHA
TOMY, III0 CIIOCTEPITraBCsl y JOCIIHKCHHSX 32 YUaCTIO TOPOCIHX.

[oBigoMIeHHS PO MO6IYHI peakIlii

[ToBinomieHHs PO MOOIUHI peakii mics peecTparii JiKapchKOTo 3ac00y Ma€e Ba)XJIMBE 3HAYCHHS.
Lle mae 3MoOry MpOBOJWUTH MOHITOPHHT CIIBBITHOIICHHS KOPHCTH/PU3HMK NPU 3aCTOCYBaHHI I[OTO
JKapchKoro 3aco0y. MeanmunuMm Ta (hapMarieBTHYHAM TpalliBHUKAM, a TaKOXK MaIllieHTaMm abo ix
3aKOHHUM IPEJICTaBHUKAM CJIij] ITOBIIOMIISTH TIPO yC1 BUNIAJAKU MiO03PIOBAHUX MTOOIYHHUX PEaKIlii Ta
BIJICYTHOCTI €()EeKTHBHOCTI JIKapChKOTO 3ac00y uepe3 ABTOMATH30BaHy iH(pOpMaIiifHy CUCTEMY 3
bapmakoHarsay 3a mocuianHsM: https://aisf.dec.gov.ua.

Tepmin npuoammnocmi.
3 poku.

YMmoBu 30epiranus.
30epiratu y HeIOCTYITHOMY JJIs1 AiTel Micli npu Temnepatypi 1o 25 °C.

YnakoBka.
ITo 10 tabierok y Gmictepi, mo 3 OiicTepu y KapTOHHINA KOPOOIIi.

Kareropis Binmycky.
3a perenTom.

Bupoonuk.
Actpa3eneka FOK Jlimiten/AstraZeneca UK Limited.

Micue3naxo/:keHHs1 BUPOOHMKA Ta HOTro ajgpeca Micusi NPOBAazKeHHS TislIbHOCTI.
Cink Poan bisuec ITapk, Makkicoing, SK10 2NA, Benuka bputanis/Silk Road Business Park,
Macclesfield, SK10 2NA, United Kingdom.

JlaTa octannboro neperasay. 03.01.2025
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