IHCTPYKIIIA
IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y
®OPKCITA

(FORXIGA®)

Cknao:
ditoua pevoguHa: manarmihio3uH;

1 TabGneTka, BKpUTa IUTIBKOBOIO 0007I0HKOI0, MiCTUTE 6,15 Mr a6o 12,30 Mr gamarmi¢gno3uny
IIPOTIAHAI0Ty MOHOTIgpaTy y lepepaxyBaHHI Ha fmanariidao3us 5 Mr abo 10 mr;

AOMOMIXHI peyqyoBMHM: UENono3a MiKpoKpucTaniyHa, nakto3a 6e3BOAHa, KPOCMOBifoH,
KpeMHil piokcup, MarHiw crteapat, onagpan II %oBTuM.

JlikapcbKa ¢opmMa.
TabmeTKH, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO.
OcCHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

mabsemxku no 5 Me: JKOBTi KPYTJIi IBOOMYKJIi TabJIeTKM, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO, 3
rpaBipyBaHHSM 5 Ha ogHOMY 6o11i Ta 1427 Ha iHmomy 0o1ii;

mabsaemxku no 10 m2: XKO0BTi ABOOMIYKIIi TaOneTKu poMOOBUAHOI (GOPMHU, BKPHUTI IJTiIBKOBOIO
0007J10HKOI0, 3 IrpaBipyBanHHaM 10 Ha omHOMY Ooti Ta 1428 Ha iHIOMy 6O1Ii.

dapMakoTepaneBTUYHA I'pyIa.

3aco0bwu, II0 3aCTOCOBYIOTHCS MPHU IIYKPOBOMY fiabeTi, iHribiTopu HaTpili3amekKHOTo KOTPAHCIOpTepa
rmoko3u 2 tuny (iH3KTT'2). Kog ATX A10BKO1.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii

Hanarmidmo3un - BucokonotyxHu# (K;: 0,55 HM), CeneKTUBHUY Ta 3BOPOTHUM iHTiOiTOD
HaTpil3a7ekHOTr0 KOTpaHcnopTepa ritoko3u 2 tuny (iH3KTT2).

IuribyBanus iH3KTT2 gamarmigno3nHoM 3MeHIye peaOcopOiliio TI0K03U 3 KIy0O0UYKOBOT0 PibTpaTy



B IIPOKCUMaIbHOMY BififliJli HUPKOBUX KaHAJBI[iB 3 OQHOYACHUM 3MeHIIeHHSIM peabcopbuii HaTpito,
1110 IPU3BOOUTH [0 BUBENEHHS IJIIOKO3HU i3 Ce4el0 Ta OCMOTUYHOIO fAiype3y. TakuM YUHOM,
nanarmido3un 30iNbIIye TOCTaBKy HATPilO [0 AUCTAbHUX KaHAJIBINB, 110 306ibIIye
TyOyJIOTTIOMEPYJISIPHUY 3BOPOTHUM 3B’SI30K 1 3HUKY€E BHYTPIITHLOTJIOMEPYIIPHUM TUCK. Lle B
IIOEHAHHI 3 OCMOTUYHUM [Iiype30M CIIPUsi€ 3MEHIIEHHIO TTepeBaHTaxKeHb 06’'€MOM, 3HUKEHHIO
apTepiasbHOTO TUCKY Ta IepefHaBaHTAXKEHHS i IOCTHABAHTaXKEHHS, 1110 MOXKe ITO3UTUBHO BIJIUBATU
Ha peMOofeslioBaHHA ceplid Ta 30epexkeHHS QyHKIIl HUPOK. [HII edeKTu BKIIIOYa0Th 30iIbIIeHHS
reMaTOKpUTY Ta 3HUXKEHHS MacH Tina. KopucTs 3acTocyBaHHA manariiha0o3uHy A Cepls Ta HUPOK
He 3aJIeXKUTh BUKJIIOUHO Bifl eeKTy 3HUKEHHS PiBHA TJIIOKO3U B KPOBi Ta He 00MeXY€EThCS JIHIE
nalieHTaMu 3 IyKPoBUM fiiabeToM, siK Gyno moBemeHo B gocmigkeHHsx DAPA-HF ta DAPA-CKD.

Hanarmihm03uH Noinnlye piBHi I/TI0KO3M HATIIE Ta MiC/IsA NPUUOMY 1XKi B IIa3Mi KPOBi 3a JOIIOMOT010
3MeHINeHHsT peabcopO1lil TMII0K03K B HUPKAX, 1110 IPHU3BOOUTH 0 BUBEOEHHS TIIOK03H i3 ceyelo. Lle
BUBEJIEHHS TJII0OKO3U (TIIOKYPETUYHUM e(eKT) CIIOCTEPIraeThCs Miclis MepIIol 03U JTiKapChKOT0
3aco0y, TpUBa€ MPOTATOM 24-TOOUHHOTO iHTepBaly NO3yBaHHS Ta 30epiraeThCs MPOTITOM JIiKyBaHHS.
KinpkicTh ri0K031, BUBEAEHOI HUPKaMU 3a JOIIOMOI0I0 I[bOTO MeXaHi3My, 3a/Ie3KUTh Bifl
KOHIIEHTpaILlil TJII0KO3M B KPOBi Ta MOKa3HMKa MIBUAKOCTI Kiy6oukoBoi ¢inprpanii (IIK®). Takum
YHMHOM, V TIAIli€HTIB i3 HOpMaJbHUM PiBHEM I'JII0OKO3M B KPOBi fanariiao3ud Ma€ HU3bKY 3[MaTHICTh
BUKJIMKATH rinoriikeMir. [lanarmidio3ruH He MOPyIye HOpMaibHe MPOOYKyBaHHS €HIOTreHHOL
TJII0KO3H Y BifIIOBifb Ha rimornikemito. [Janarmichno3uH gie He3anexkHO Bif cekpetii Ta fii incyniny. ¥
KJTIHIYHUX [OCTiIKEeHHAX JanariigIo3uHy cruocTepiraaocs nominimerHs GyHKIlil 6eTa-KmiTuH (6eTa-
kinituau HOMA) nipu o1iHIi Mofesti roMeocTasy.

H3KTT2 cenekTUBHO €KCIIPECYIOTHCA B HUPKax. [lanarnidio3us He NPUTHIYYE iHIN TepeHOCHUKU
TJII0KO3H, 1110 € BaXK/IMBUM [J151 TPAHCIIOPTYBaHHS TJIIOKO3HU B NepudepruyHi TKaHuHYu, Ta 'y > 1400
pa3iB € 6inbi cemekTuBHUM BinHOCHO H3KTT2 nmopiBusHo 3 H3KTT'1, ronoBHOr0 MepeHoCHUKA B
KUIIEYHUKY, 110 Bignosigae 3a abcopO1iio III0KO03H.

d®apmakomuHaMiuHi epekTH

Y 3M0pOBUX YYACHUKIB JOCTIIKEHHS Ta MAI[iEHTIB 3 I[yKPOBUM [iabeToM 2 THIy MiCIsA 3aCTOCYyBaHHSA
nanarmido3uny crnocrepiranocs 36inbIIeHHS KiTbKOCTI TTIIOKO3H, BUBENEHOI i3 ceueto. [Tpubau3Ho
70 T rII0K03u Ha 100y BUBOAMIIOCS i3 ceyeto (110 BimoBimae 280 kkas/noOy) mpu 3aCTOCYBaHHi
namnarmihmo3uny B 7o3i 10 Mr Ha go0y malfieHTaMm 3 yKPOBUM Aia0eToM 2 TUITY IPOTSATOM 12 TUXKHIB.
Y nmatieHTiB i3 IyKpoBUM AiabeToM 2 TUILY, SKi OTPUMYBaIH manariiho3ut y no3i 10 Mr/moby
IIPOTSTOM TIEPiOAy [0 2 POKiB, CIIOCTepiranucs 03HaKKU TPUBajol eKCKpelii TTI0K03H.

Taka eKCKpelis I'TI0KO3H i3 cedero MPY 3aCTOCYBaHHI fanariigno3uHy TaKoX MIPU3BOAUTH 0
OCMOTHYHOTO Jiype3y Ta 30inbiieHHs 00’eMy cedi y IallieHTiB 3 yKPOBUM AiabeToM 2 THUILY.
30inbiIenHs 06’eMy cedi y Malli€eHTiB 3 I[yKPOBUM fiiabeToM 2 TUIy gocsarae npubausHo 375 M Ha
no0y. 30inpieHHsT 06’eMy cedi OyI0 acolliiioBaHe i3 He3HAYHUM i TUMYaCOBUM 30iIbIIEHHSIM
€KCKpellil HaTpiio i3 cedelo, 110 He CYIIPOBOAXKYBAJIOCS 3MiHaMM KOHILIEHTpAllil HaTpPilo y CUPOBaTIi
KPOBI.



Exckpellis ce4oBOi KHCIIOTH i3 ce4elo TaKoXK THMYacoBo Oyiia mimBuieHa (mpotsiroM 3-7 OHIB) i
CYTIPOBOMKYBaacs CTiMKUM 3MEeHIIEeHHSIM KOHIIEHTpallil Ce40BOi KMCIOTH B CUPOBaTIi KpoBi. Ha 24
THXKHi 3MEHIIIeHHST KOHIIeHTpallil Ce40BO0l KMCJIOTH B CUPOBATIIi KPOBi BapitoBamo Big -48,3 no -18,3
MKMoub/n (Big -0,87 mo -0,33 mr/mn).

Kniniyna ebekTUBHICTSH i Ge3mneka

LIykpoBu# giabeT 2 TUIY

[TomninieHHS TIiKeMiYHOTO KOHTPOJII0, 3HUXKEHHS CepleBO-CYOUHHOI Ta HUPKOBOI 3aXBOPIOBAHOCTI Ta
CMEPTHOCTI € HEBi EMHOI0 YaCTUHOIO JIIKYBaHHS IIyKPOBOT0 AiabeTy 2 Tuy.

Byrno npoBegeHo 4OTUPHAAUATS IOABIMHO CIIINNX, PAHIOMi30BaHUX, KOHTPOJIbOBAHUX KIIIHIYHUX
OOCIiIKeHb 3a y4acTio 7056 MOpOCIuX MallieHTiB i3 IyKPOBUM fiabeToM 2-T0 TUITy 3 METOI0 OIliHKHU
TIiKeMiyHOI e(eKTUBHOCTI Ta 6e3meKu JlikapchKoro 3aco0y ®opkcira; 4737 nauieHTiB y IIUX
OOCIIIXKEeHHSAX OTPUMYBAJIM JTIKyBaHHS AanariaihIo3uHoM. Y ABaHAOIATH OOCHiIKEeHHIX Iepion
JIiIKyBaHHSI CTAHOBUB 24 THXHi, y 8 MOBrOCTPOKOBUX IIPOJIOBXKEHHSAX - Bif 24 mo 80 TuXHIB (T0
3arasibHOl TpUBAOCTi mocmimkenHs: 104 THUXKHI), B OMHOMY OOCIiIXKeHHi nepiof mikyBaHHs OyB 28
THUXKHIB, a IIle B OGHOMY OOCJIiIXK€eHH] TPUBaJIiCTh JIiIKyBaHHS AOPiBHIOBala 52 TUXKHA 3
IOBrOCTPOKOBHM IIPOAOBXKEHHAM TpuBaiicTio 52 i 104 TuxXKHi (3arasbHa TPUBAICTh AOCITIAXKEHHS -
208 TuxHiB). CepegHs TPHUBaiCTh 3aXBOPIOBaHHS YUaCHUKIB Ha IIyKpOBUi fgiabeT ctaHOBMIa Bif 1,4
no 16,9 poky. Y 50 % cnocTepiranocs fnerke mopyueHHs GyHKI1 HUPOK, a B 11 % - mopyieHHS
GYHKIIIT HUPOK cepenqHboro cTyneHs. 51 % y4yacHUKIB CTAaHOBUIIM YOJIOBiKY, 84 % Hanexkanu mo
€BpOTIEO0ifHOI pacH, 8 % - mo MoHTro0igHOI, 4 % - 0o HerpoifHoi i 4 % - mo iHmwux pacoBux rpym. 81 %
y4aCHUKIB Manu iHgekc Macu Tina (IMT) = 27. KpiM uporo, mpoBefeHo aBa 12-TuxHeBi nnanebo-
KOHTPOJILOBaHi JOCTiXKEHHS 3a Y4acCTIo Malli€HTiB 3 HEAOCTATHIM KOHTPOJIEM I[YKPOBOTO fiabeTy 2-
r'0 TUIY Ta apTepiajbHOIO TinepTeH3ie0.

Byrno npoBeneHo KiliHiuHe OOCIiAXKEeHHS 3 OL[iHKYU ceplieBo-cyauHHUX nopiii (DECLARE) 3
mamnarmimo3uHoM y mo3yBaHHi 10 Mr y mopiBHSHHI 3 miane6o 3a ydacTio 17160 marieHTi 3
IIyKpoBUM [fiabeToM 2 TUMy 3 a60 6€3 BCTAHOBIIEHUX CEPLIEBO-CYAUHHUX 3aXBOPIOBAHb MIJIS OLIIHKU
BIIJIUBY Ha CeplieBO-CYOUHHI IOfii Ta Mol moB’sg3aHi 3 HUpPKaMH.

[ aiKeMiYyHUU KOHMPO/Ib

MoHomepanis

[MomsiiHe crine, mnane60-KOHTPOILOBAHE MOCTiMKEHHS TPUBAIICTIO 24 THXKHI (3 MOIaTKOBUM
1IepioloM IMPOIOBKEHHST) MTPOBOIUIIOCS 3 METOI0 OIliHKK 0e3MeKu Ta e(peKTUBHOCTI MOHOTepaIril
nmikapcbKuUM 3aco6oM ®opKcira y maIieHTiB 3 HeIOCTaTHIM KOHTPOJIEM IIYKPOBOTO AiabeTy 2 TUIy.
[Tputiom manarmidno3uny 1 pa3 Ha 0oOy 3yMOBUB CTaTUCTUYHO 3Hauylle (p < 0,0001) 3HMKeHHS
piBHA r1iK03unIboBaHOr0 reMorobiny (HbAlc) mopiBHsIHO 3 mane6o (Tabmuis 1).

Y nepiogi mpomoBxkenHs 3HKUKeHHS PiBHSI HbAlc 30epiranocs mo TuxkHs 102 BKIIOYHO (CepemHs
3MiHa Bifi BUXimHOTO piBHA 3 momnpaBKkoio -0,61 % i -0,17 % nns ganarnignosuny 10 Mr i mnarebo



BifTIOBITHO).

Tabauys 1. Peayaemamu 4epe3 24 muoicHi (IIBJOC") naaueb6o-koHMpoab08aH020 O0CAIOHCEHHS
3acmocyeaHHs 0anaz2ni¢a03uHy K MOHOmMepanii

MoHomepania
[Tanaenip103uH [Trauebo
10 m2
N’ 70 75
[HbAlc (%)
[BuxiOHull pieeHb (cepedHill) 3,01 7,79
3MiHa Bif BUXiIHOTO PiBHS’ -0,89 -0,23
Pi3sHuIS DOPiBHSAHO 3 Iane6o” 0,66
(95% [OI) (-0,96; -0,36)
[Tauienmu (%), y AKux 00Csi2Hymo:
HbAlc (%) < 7%
BigkopurosaHo [Jisl BUXITHOTO PiBHS 50,8° 31,6
IMaca miaa (x2)
BuximHui piBeHb (CepenHi) 04,13 88,77
3MiHa Bif BUXiTHOT'O PiBHS" -3,16 -2,19
Pi3HHUIIS OPIBHSHO 3 ITane6o” -0,97
(95% [II) (-2,20; 0,25)

*TIBOOC - nepeHeceHHs BIepeN JaHUX OCTaHHLOTO CIIOCTEPEKEHHS (Iepe JTiKyBaHHIM
IIPOJIiIKOBaHUX ITAIli€HTIB).

'yci paHgoMi3oBaHi NallieHTH, SIKi OTPUMaU IPUHAKMHI OOHY H03Y TiKapchKoro 3acoly,
IOCIIXKYBaHOT'0 Y KOPOTKOTPUBAJIOMY IIOABIMHOMY CIIIIIOMY NEPiOfi JOCTiAKEeHHS.

*CepenHE 3a METOOOM HaWMEHIIMX KBafIpaTiB CKOPUTOBAHE Ha IT0YATKOBE 3HAYEHHS.
"p-3agenss < 0,0001 y mopiBHAHH] i3 mnamne6o.

*He OL[iHIOBAIOCS O[O0 CTATUCTHYHOI 3HAYYIIOCTI B Pe3y/IbTaTi MOCIIif0BHOI IPOLeNyPH TECTYBaHHS
1711 BTOPUHHUX KiHIIEBUX TOYOK.

Ilodamkoea kombiHoBaHa mepanis

Y xomi 52-THUKHEBOI'0 aKTUBHO-KOHTPOJILOBAHOTO AOCIIXKEHHS 3 [IOBEIEeHHS He HUKYO1
e(peKTUBHOCTI OCIiXKYyBaHOTO JTiIKapChKOT0 3aco0y (3 nepiogamu npomoBxkeHHS 52 i 104 TuxkHi) Oiro
JikapchKoro 3aco0y ®opkcira oIiHIOBaNU NpU JofaBaHHI 0 MeT(HOPMiHY TOPIBHSIHO i3
CyNb(OHINICEYOBUHOIO (TIiNi3uA) Ipy ogaBaHHI 0 MeTHOPMiHY Y Malli€HTiB 3 HEJOCTATHIM
rinikemiunuM KoHTposieM (HbAlc ” 6,5 % i < 10 %). Pe3ynbTaTu CBiq4UuIx Ipo MomiOHe cepeqHe
3uukeHHd HbAlc Big BUXifHOTO piBHA 4epe3 52 THUXKHI y MOPIBHAHHI 3 TJIMi3UA0M, IO
IIPOJIEMOHCTPYBAJIO He HUXKYY e(eKTUBHICTh HOCIigKyBaHOT0 JIikapchKoro 3acoby. Yepe3 104 TuxHi
BigKopuroBaHa cepenHs 3MiHa HbAlc Big BuximHoro piBHs cknamana -0,32 % mnsg gamnariihao3uny i
-0,14 % pnsa rainisuny. Yepes 208 TuxHIB BigkopurosaHa cepenHs 3miHa HbAlc Bim BUximHOTO piBHS



cknapgana -0,10 % mgns ganarmidmo3uny i 0,20 % s roinisuny. Yepes 52, 104 i 208 TuxHIB y
3HAYHO MEHINO] YaCTKU Ialli€HTiB ¥ IPYyIIi JikyBaHHA manariipnao3uaoM (3,5 %, 4,3 % 15,0 %
BiIIOBiAHO) CIIOCTEpiraBcs MpHHAWMHI OOWH €Mi30f TinoriikeMil y MOpiBHSAHHI 3 IPYIIOI0, SKa
orpuMyBasa rainisug (40,8 %, 47,0 % i 50,0 % BigmoBigHO). YacTKa Malli€HTIB, SKi IPOOOBKYBaIl
OpaTu ydacTh y gocrigxkeHnHi Ha MoMeHT 104 i 208 TuxHiB, cknamana 56,2 % i 39,7 % pns rpynu
nikyBaHHSA ganariidno3uaoM i 50,0 % Tta 34,6 % mis rpynu NTiKyBaHHS TITiMi3UA0M.

Hamarmi¢pmo3uH K NOIOBHEHHS 00 MeT(QOPMiHy, IIiMemnipuay, MeTOpMiHy Ta CylIb(OHIICEYOBUHY,
CUTarJnTuHy (3 MetdopminoMm abo 6e3) abo iHCYJIiHy 3yMOBUB CTATUCTUYHO 3HAYYIle 3MEHIIIEHHS
HbA1lc gepe3 24 TuxHi y nopiBHgHHi 3 nnanebo (p < 0,0001).

3menmenHs HbAlc, ske crocTtepiranocs Ha 24 TUXKHi, 30epiranocst y HOCTiIKeHHSIX J0JaTKOBOI
KoMOiHOBaHOI Teparii (rmiMenipun Ta iHcymiH) o 48 TuxHiB (rniMenipun) ta o 104 TUXHIB
(incymin). Yepes 48 TUXKHIB TPYU AOOaBaHHi [0 CUTATTINTUHY (3 MeTdhopMiHOM abo 6e3)
BiIKOpUTOBaHa cepefHs 3MiHa Bif BUXimHOTO PiBHSA myis manarmidnosuny y mosi 10 mr i mnare6o
cknapgana -0,30 % ta 0,38 % BignoBimHO. Y mocmigxeHHi i3 fogaBaHHAM MeTHOPMiHY 3MEHIIEHHS
HbA1c 306epiranocs yepe3 102 TuxkHi (BigKopuroBaHa cepenHs 3MiHa Bif BuximHoro piBus -0,78 % ta
0,02 % pnsa nmikapckkoro 3aco0y y mo3i 10 Mr Ta nare6o BigmosigHo). Yepe3 104 TuxHi 1pu
3aCTOCyBaHHI iHCYiHY (3 [OaTKOBUM 3aCTOCYBaHHSAM II€POPAIbHUX I[yKPO3HUKYBaTbHUX
nmikapchbKux 3aco0iB a0o 6e3) BiTKopuroBaHa cepemHs 3MiHa Bifl BUXifHOTo piBHs 3MeHIIeHHss HbAlc
cranoBuina -0,71 % ta -0,06 % mns gamarmidno3uny y mo3i 10 mMr ta mnarebo BigmosigHo. Yepes 48
ta 104 TUXKHI g03a iHCYMiHYy 3anuInanacs cTabibHOI V IOPiBHSIHHI 3 BUXiTHUM PiBHEM Y IAIli€HTIB,
SKi oTpuMyBasu famnariidno3us y gosi 10 mr, i cTaHOBUNa y cepeguboMy 76 MO/mo6y. Y rpymi
nnaiebo cepenHe 30inbiIeHHs 003U cTaHoBUI0 10,5 MO/moby i 18,3 MO/moby Bif BUXiTHOTO PiBHS
(cepemnst mo3a craHoBuna 84 ta 92 MO/no0y) uepe3 48 i 104 TuxHi BigmoBigHo. YacTKa MaIli€HTIB,
SKi IPOJOBXKYBAJIU y4acTh y gociigxkeHnHi yepe3 104 TuxHi, cTaHoBUna 72,4 % y rpymni n1ikyBaHHS
mamnarmidmo3uHoM y mo3i 10 mr i 54,8 % y rpymi nnare6o.

3acmocysaHHs KombiHauii 3 Mem@opMiHOM paHiwe He AIKOBAHUM nauieHmam

3arasnoMm, 1236 pawimie He JTiKOBaHUX IAIiEHTIB 3 HEJOCTAaTHHO KOHTPOJIHLOBAHUM iabeToM 2 TUILY
(HbAlc = 7,5 % i = 12 %) Gpanu y4acTh y IBOX HOCTiAKEHHSIX 3 aKTUBHUM KOHTPOJIEM, 1[0 TPHUBAJIO
24 TuXHi, 719 OUiHKY epeKTUBHOCTI Ta Oe3neku mamnarmidnao3uny (5 mr abo 10 Mr) y kombiHarrii 3
MeT(OopMiHOM [IJIS paHillle He JTiKOBAaHUX IAIli€HTIB MOPIBHSIHO 3 TePAIli€l0 MOHOKOMIIOHEHTHUMHU
JiKapChKUMH 3ac00aMu.

JlikyBaHHs gamnariidno3unoM y go3i 10 Mr y kombinarii 3 metdopminom (go 2000 mr Ha go0y)
3abe3neyunsno 3HayHe nokpamiauisg HbAlc mopiBHSHO 3 JTiKyBaHHSIM OKPEMUMHU MOHOKOMIIOHEHTHUMU
JiKapchKUMU 3acobamu (Tabnuis 2) i cipuyuHuiio Oibille 3HUXKEHHS PiBHS I'TIOKO3M B IIJTa3Mi KPOBi
Hatle (['TIH) (y mopiBHSHHI 3 TiKyBaHHSM OKPEMUMU MOHOKOMIIOHEHTHUMMU JTiIKapChKUMU 3acobaMu)
Ta MacH Tina (y IopiBHSAHHI 3 MeTHOPMIHOM).

Tabauys 2: Peayabmamu Ha mudicHi 24 (ITBJIOC*) 8 akmu8HO-KOHMPO1b08AHOMY O0CAIOHCEHHI



KombiHosaHOi mepanii danaezaiparo3uHoM i MempopMiHOM Y paHiwe He AiKo8AHUX nauieHmis

Ilanazaicpno3um Hanazaigpno3un 10 m2 MemeopmiH
10 me
ITapamemp Memdpopmin
N°® 211" 219° 208"
HbAlc (%)
[ToyaTKOBO (CepenHeE) 9,10 9,03 9,03
3MiHa Bil IOYaTKOBOTO’ -1,98 -1,45 -1,44
Pi3HuIlg mopiBHAHO 3
manariihio3nHoM’ -0,53*
(95% MJ) (-0,74, -0,32)
Pi3HuIlsg MOPiBHAHO 3
MeThopMiHOM" -0,54* -0,01
(95% II) (-0,75, -0,33) (-0,22; 0,20)

‘TIBOOC - nepeHeceHHs BIepe[ NaHUX OCTAaHHLOTO CIIOCTEPEXKEHHS.

* Bci paHAOMi30BaHi MAIiEHTH, SKi OTPEMau IPHHAKMHI OMHY A03Y JTiKapChKOro 3aco0y MOBIHOTO
CJIIIIOT0 JOCHiAXKEeHHS IIiJ Yac KOPOTKOYaCHOT0 IIOABIMHOTO CIIIOTro Iepiofy.

¢ CepenHe 3a METOOOM HalMeHINHUX KBadpaTiB CKOPUTOBaHE Ha MOYAaTKOBE 3HAUYEHHS.

* p-3nHavenHs < 0,0001.

KombiHosaHa mepanis 3 ekceHamudoM NPOA0H208dHO20 BUBINbHEHHSA

Y 28-TuxKHEBOMY IOABIKMHOMY CJIiIIOMY aKTUBHO-KOHTPOJILOBAHOMY HOCIiIXKeHHi KoMOiHaIlis
mamnarmiIo3uHy Ta eKCeHaTUAY IIPOJIOHT0BaHOTO BUBiMbHEHHS (aroHicT perentopa I'TITI-1)
IIOpiBHIOBAJIACS 3 JIIKYBaHHSAM [AanariihI03MHOM OKPeMO i eKCeHAaTUIO0M IIPOJIOHTOBAHOT O
BUBIJIbHEHHST OKPEMO Y NALi€HTIB 3 HEIOCTAaTHbO KOHTPOJIbOBAHUM iabeToM Ha MOHOTEpaIii
MeThopminoM (HbAlc = 8 % i =12%). Y Bcix rpymnax jikyBaHHSI 3MeHIIUBCSA piBeHb HbAlC mopiBHSIHO
3 nouyaTKoBuM. KomOiHOBaHa Teparis mamariidmo3uHoM y fo3i 10 Mr Ta eKceHaTUIOM
IIPOJIOHTOBaHOTO BUBIIbHEHHS 3yMOBHJIA 3HaUHe 3HUKeHHS piBHA HbAlc nmopiBHSAHO 3 MOYaTKOBUM
II0OKa3HUKOM Yy TIOPiBHSHHI 3 JTIiIKyBaHHSM [Aanariai¢hI03MHOM Ta eKCeHaTUAOM IIPOJIOHT0BAaHOTO
BUBIJTbHEHHST OKpeMo (Tabmulls 3).

Tabauys 3. Peaysemamu 00H020 28-mudicHe8020 00CAi0HCeHHA 0anaaaiha03uHy ma ekceHamuoy
NpPO/I0H208AH020 BUBIIbHEHHA ) NOPIBHAHHI 3 NIKYBAHHAM 0ana2ai)103UHOM OKPeMo i eKceHamuoom
NpP0/I0H208AH020 BUBIIbLHEHHA OKPeMO Y KOMOiIHauii 3 Mem@popmiHOM (CyKynHicmb 8cCix
paHOomMi308aHUX NAuieHMi8 32i0HO 3 NPU3HAYEHUM AIKYBAHHAM)



Hanazaipnosun  [Ianaenigpno3uH Excenamuo

10 m2 1 p/o 10 m2 1 p/o Nnpo/1I0H208aAH0O20
Excenamuo ITnauebo 1 p/m BUBI/IbHEHHSA
Npo/0H208AHO20 2mel p/m

Ilapamemp BUBI/IbHEHHSA 2 M2 ITnauebo 1 p/o
1 p/m

N 228 230 227

HbAlc (%)

[ToyaTkoBO (cepemue) 9,29 9,25 9,26

3MiHa Bim mouaTtkosoro® -1,98 -1,39 -1,60

CepenHs pi3HUII 3MiHA

Bifl IOYATKOBOTO MiX

K(J):[M61Hal.li€IO i -0,59* -0,38*

. (-0,84, -0,34) (-0,63, -0,13)

OKPEMUMH JTiKapChKUMU

3acobamu (95 % OI)

Iauienmu (%), wo

odocsieau HbAlc < 7 % 44,7 191 26,9

Maca miaa (x2)

[ToyaTkoBO (cepemue) 92,13 90,87 89,12

3MiHa Bim mouaTkoBoro® -3,55 -2,22 -1,56

CepenHs pi3HUIT 3MiHA

BiJl II0YATKOBOTO MixK

KoMOiHarriero i

OKPEMUMH TiKapChKUMU -1,33* -2,00%*

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

1 p/m oguH pa3 Ha mo6y. 1 p/T = oguH pa3 Ha TUXKAEeHb. N KinbKicTh marfieHTiB. [II moBipuuii iHTEpBam

*CepenHe 3a METOOOM HaMeHIINX KBaApaTiB CKOPUTOBaHE Ha MOYAaTKOBE 3HAUEHHS i Pi3HUIIST MixXK
rpynaMH JIiKyBaHHS y 3MiHI Biff I0YaTKOBUX 3HaYEHb Ha TUXHI 28 MOIeII0I0TLCA 3a LOIIOMOI00
3MilIaHOl MOZEIi 3 MOBTOPIOBAaHUMU BUMIPIOBaHHSIMHU, BK/IIOYAIOUM JIiKyBaHHS, PETiOH, TOYaTKOBUU
piBers HbAlc (< 9,0 % a6o = 9,0 %), TuXeHb i MOTHXKHEBE JTiKyBaHHS K (pikcoBaHi pakTopH i
[I0YaTKOBe 3Ha4YEHHS K KOBapiary.

*p < 0,001.

**p < 0,01.



P-3HAYEHHA - BCi CKOpI/Il"OBaHi P-3HAYE€HHA OJId MHOXHWHHOCTI.

AHani3u BUKJIIOYalOTh BUMIPIOBAHHS IiCIIS Tepallil IOPATYHKY i Mic/Isi OCTPOKOBOTO MIPUITMHEHHS
3aCTOCYBaHHS [OCIIIIXKYBaHOT0 JIIKaPCHKOT0 3aco0y.

PigHi 2/110K03U 8 Nn/1a3Mmi Kposi Hamuie

3acTocyBaHHs manariihnao3uny y nosi 10 Mr y BUrisAmgi MoHoTepartrii abo sIK JOMOBHEHHS 10
MeT(opMiHy, riaiMenipuny, MeThOpMiHY Ta CyIb(hOHIIICEeYOBUHY, CUTATTINTUHY (3 MeThopMiHOM abo
6e3) abo iHCYTiHy 3yMOBHIO CTaTUCTAYHO 3HauyIe 3HuKeHHd ['TIH (Big -1,90 mo -1,20 mMmons/1 [Bif
-34,2 mo -21,7 mr/nn]) nopiBusHO 3 mmanebo (Bix -0,33 mo 0,21 Mmmons/n [Big -6,0 mo 3,8 mr/mnl). Lei
eekT crocTepiraBcsl y TUXKAeHb 1 MiKyBaHHS i 36epiraBcs y OOCTIIXKEHHAX 3 TPOJOBXKEHHSIM [I0
THKHA 104 BKITIOYHO.

Komb6inoBaHa Teparist gamarmigno3uHom 10 Mr Ta eKCeHaTHOOM MTPOJIOHTOBAHOT'O BUBITbHEHHS
npuBesia [0 cyTTeBimoro 3uuxKeHHs [TIH Ha 28 TuxkHI: -3,66 MMomb/1 (-65,8 Mr/aon), y mopiBHSAHHI
-2,73 Mmmorns/n (-49,2 mr/an) y pasi 3acTocyBaHHS mamnariigno3uny okpemo (p < 0,001) ta -2,54
MMOJIB/T (-45,8 Mr/aon) y pa3si 3acTocyBaHHS eKceHaTumpy okpemo (p < 0,001).

Y cnenianbHOMY JOCifIZKEHHi y MaIlieHTiB, XBOPHUX Ha yKpoBu# miabert, 3 pIIK® Big = 45 mo < 60
M71/x8/1,73 M” nmiKyBaHHA pmamariidgIo3MHOM IPOAeMOHCTPyBao 3HmxkeHHs ['TIH Ha 24 TuxHi: -1,19
MMOJb/1 (- 21,46 Mr/mu) y nopiBHsAHHI 3 -0,27 MMons/n (-4,87 mr/mn) ona mnarebo (p = 0,001).

PigHI 2/110K03U Yy NAA3Mi Kpo8i NicAA NputioMy ixci

JlikyBaHHS manarmnidno3uroM y go3i 10 Mr gomaTKOBO [0 JIiKyBaHHS TJIiMEMipAa0M CIIPUYNHUIIO
CTaTUCTUYHO 3HaUYyllle 3HMUKEHHS PiBHIB I'JIIOKO3M B IJTa3Mi KPOBi 4epe3 2 TOJUHM IiCII IPUMOMY 1Ki
yepe3 24 THXHI 31 30epeKeHHSIM ITUX ITOKA3HUKIB M0 TUKHS 48.

JlixyBaHHS manariiguo3uHoM y 0o3i 10 Mr y BUT/ISALL HOIIOBHEHHS OO CUTATINTHHY (3 MeTGOpPMiHOM
abo 6e3) 3yMOBUJIO 3HUXKEHHS PiBHS I'TIOKO3U Yepe3 2 TONUHMU IIiCIIs MpUUoMYy 1Ki Ha 24-My THXHI,
1o 30epiranocst mo TUXKHS 48.

KombinoBaHa Teparmis ganarmidno3naom 10 Mr Ta eKCeHAaTHIOM IIPOJIOHTOBAHOT'O BUBITbHEHHS
3yMOBUJIa 3HAUYyllle 3HUKEHHS PIBHSA IJIIOKO3U Y 2-TOAMHHOMY IIOCTIIPaHiaIbHOMY TeCTi Ha 28
TUXKHI TOPIBHAHO 3 OKPEMUMH JIiIKapCbKUMU 3aco0aMu.

Maca miaa

Hamarmidpmno3us y mo3i 10 Mr sk JomoBHEHHS 00 MeT(QOpMiHy, raiMenipuny, MeT@opMiHy Ta
CynbdOoHiNICEeUOBHHHU, CUTATMINTUHY (3 MeTGopMiHoM abo 6e3) abo iHCYIiHYy 3yMOBUB CTaTUCTAYHO
3Hauylle 3MeHIIeHHS MacH Tina dyepe3 24 tTuxHi (p < 0,0001). Ii edexTu 36epiranucs y



IOBIOCTPOKOBUX JOCTIAXKeHHIX. Yepe3 48 TUKHIB BigMiHHICTH Bif nnane0o y pa3i 3aCTOCyBaHHS
nanarmido3uny K TOTOBHEHHS IO CUTArMNTUHY (3 MeTdhopminoMm abo 6e3) cTaHoBUIIA -2,22 KT.
Yepes 102 tuxHi BinMiHHICTE Bif mtane6o y pasi 3acTocyBaHHS manarilidhI03uHy SK JOTIOBHEHHS [0
MeTdopMiny abo iHCyniHy cTaHOBUTA -2,14 Ta -2,88 Kr BigmoBigHO.

B aKTUBHO-KOHTPOJIbOBAHOMY HOCiIKEHHi 3 JOBEdeHHS He HUXKY01 e(heKTUBHOCTI JOCTiAKYBaHOTO
niKapchbKOro 3aco0y mamariidhao3uH K NOMOBHEHHS 00 MeTGOPMiHY 3yMOBHUB CTaTUCTUYHO 3HAUYIIE
3MEHIIIeHHSI MacCH Tila MOPiBHSAHO 3 ThimisumoM: -4,65 Kr yepe3 52 tuxHi (p < 0,0001), mo
30epiranocs yepe3 104 ta 208 tuxHiB (-5,06 Kr Ta -4,38 Kr BigmoBigHO).

Kowmbinamist gamarmigno3uny 10 M Ta eKCeHaATHAY ITPOJIOHTOBAHOT0 BUBiIIbHEHHS
IIPOAEMOHCTPYBaJla CYTTEBIlIe 3HUKEHHS MacCH Tijla Y IIOPIBHAHHI 3 Tepalieo KOXKHUM i3 JIIKapChbKUX
3aco0iB okpeMo (Tabmutis 3).

Pe3ynbTaTu 24-THXKHEBOTO OOCTiAXKEHHS 3a y4acTio 182 malrieHTiB 3 I[yKpoBUM fiabeToM, B SKOMY
BUKOPUCTOBYBAJIA OIBOEHEPTiNHY PeHTreHiBChbKy abcopOuioMeTpito OJisl OIL[iHKM CKJIafly TiNla, IoKa3aau
Oinbllle 3MEHIIIEHHST MaCH Tijlla Ta XXKMPOBOI MacCH TiNla, HiXK 3MeHIIIeHHsT 0€3KKUPOBOI MacH TiNla 4u
BTpaTy PifWHY, y TAli€HTIB B IPyMi NiKyBaHHS Aanariidao3uHoM y fo3i 10 mMr i MeTdopMiHOM
TIOpiBHSAHO 3 Tpymolo mianebo i metdopminy. JlikyBaHHS niKapchkuM 3aco6oM dopkcira Ta
MeThHOPMIHOM 3yMOBUJIO YHCEIbHE 3MEHIIIEHHS BiCIiepalbHOI KHPOBO1 TKAHWHY MTOPIiBHSAHO 3
JiKyBaHHAM I1alebo Ta MeTGopMiHOM, 3a faHUMU CYOMOCTIIKEeHHS 3 BUKOPHCTAaHHIM MarHiTHO-
pe3oHaHCHOI ToMorpadii.

ApmepiaabHuti muck

3rigHo 3 JAHWMM IOMePeqHbLO 3allJIaHOBAHOI0 06’eqHAHOr0 aHasi3y 13 mane6o-KOHTPOIbOBAHUX
MOCIiI2KeHb, JTIKyBaHHS Aanarii¢ao3uHoM y f03i 10 Mr 3yMOBHIO 3MiHY CUCTOIIYHOTO
apTepianbHOTO THUCKY Biff BUXiIHOTO PiBHA -3,7 MM PT. CT. Ta AiaCTOJIiYHOT'0 apTepiaJbHOT0 TUCKY
-1,8 MM pT. CT. mopiBHSAHO 3 -0,5 MM PT. CT. A/ CUCTOMIYHOrO Ta -0,5 MM PT. CT. AJIS AiaCTOIIYHOTO
apTepianbHOTO TUCKY Yy rpymi manedo y TuxneHsb 24. [TogibHe 3HUKEHHS CIIOCTEPIranocs MPoTIroM
yChoro nepiony TpusamicTio 10 104 TUXKHIB.

Komb6inoBaHa Tepamisi ganarmigno3uHom 10 Mr Ta eKCeHaTHAOM IIPOJIOHTOBAHOTO BUBITbHEHHS
IIpU3BeJia 0O CYyTTEBOI0 3HUXKEHHS CUCTOJIIYHOIO TUCKY Ha 28 TUXHi (-4,3 MM DPT. CT.) Y IOPIBHAHHI
i3 3acTocyBaHHSM famnarmigpnao3uny okpemo (-1,8 mm pt. cT., p < 0,05) Ta 3acTOCyBaHHAM
eKCeHaTUOy IPOJIOHTOBAHOT'0 BUBIIbHEHHS OKpeMo (-1,2 MM pT. cT., p < 0,01).

Y nBox 12-TuXHeBUX I1are60-KOHTPOIbOBAHUX OOCITiIKEeHHIX Ychoro 1062 malfieHT: 3 HeJOCTaTHbhO
KOHTPOJILOBAaHUM ITYKPOBUM [fiabeToM 2 THUITy Ta apTepiajbHOIO rinepTeH3ieo (He3BaXkaloyu Ha
TIOCTilHe JIiKyBaHHS iHTi0iTOPOM aHTiOTEH3UWHIIEPETBOPIoI0YOoro ¢pepMeHTy (IAII®) yu 6;10KaTOPOM
penentopis anrioten3uny Il nepmoro tTuny (BPA) B ogrOMY mocnipxenHi Ta iAI1® yu BPA 3



NOOaBaHHSM OHOTO aHTUTINEePTEH3UBHOTIO JTIKaPCHKOTO 3aco0y B iHIIIOMY AOCIiIXKEHHi) OTpUMYyBaIu
nmiKyBaHHS mamnarmidiao3naoM y go3i 10 mr abo mmane6o. o TuxHS 12 v 000X JOCTIIKEHHIX
mamnarmihmo3uH y go3i 10 Mr y komOiHaii 3i 3BuyaitHUM aHTHAia0e THYHUM JIIKYBaHHSM 3a0e3eduB
mokpaleHHs piBEsg HbAlc Ta 3HMXKEHHS (3 MOMPaBKOIO Ha MIaneb0) CUCTOIIYHOI0 apTePiaTbHOI 0
THUCKY B cepegHboMy Ha 3,1 Ta 4,3 MM pT. CT. BiATIOBiAHO.

V cmenianbHOMY [OCTiKEHH] y HallieHTiB, XBopuX Ha miabeT, 3 pIIIK® Big =45 o <60 mn/xs/1,73 M*
JIiIKyBaHHS Janariigpao3uHOM IPOAeMOHCTPYBaIO 3HUKEHHS CUCTOJIIYHOTO apTepiabHOTO TUCKY Ha
24 TuxHi: - 4,8 MM. pT. CT. y IOpiBHSHHI 3 mane6o -1,7 M. pr. cT. (p<0,05).

I'aikeMiYHUU KOHMPO/b V NAuieHmie 3 NopyweHHAM (QYHKUIT HUPOK cepedHbo20 cmyneHa (XpoHiyHa

x80poba Hupok 3A XXH)(po3paxosaHa weudkicmb kayb0ykosoi pisbmpauii (pIIIKP) 8id = 45 do <
60 ma/xe/1,73m°)

EdexTuBHICTh manarmi¢pao3uHy OLiHIOBaIXA TaKOXK OKPEMO Yy XOIi CIIeI[iaJIbHOTO AOCIigXKEeHHS 3a
y4acTIO TallieHTiB i3 1ykpoBuM miabetoMm 3 pIIIK® = 45 M/xB/1,73M° mo < 60 mmn/xB/1,73 M*, sIKi Mayu
He[OCTaTHI TMTiKeMiYHUM KOHTPOJIb IPYU 3BUYaMHOMY JIiKyBaHHI. JIiKyBaHHS ganarii(uio3uHoM
mpu3Beso mo 3uukeHHS HbAlc i Macu Tina mopiBHsHO 3 miate6o (Tabnutis 4).

Tabauus 4. Pesayabmamu naay,e60-K0HMpOo/a1b08aH020 00CAI0NHCeHHA 0anaz2ni¢hn03uHY y nayieHmia 3
uykposum diabemom 3 pIIIK® 8id0 =45 do <60 ma/xe/1,73m° Ha 24 mudicHi

amarmigro3un’ IMnamedo®
10 mr
N° 159 161
HbA1c (%)
BuxigHuy piBeHb (CepenHin) 8,35 8,03
3MiHa Bif BUXigHOTO piBHS® -0,37 -0,03
Pi3HuIs mopisHsAHO 3 miane6o’ [-0,34*
(95% II) (-0,53, -0,15)
Maca Ttina (xr)
BuxinHui piBeHb (CepenHii) 92,51 88,30
BigcoTkoBa 3MiHa Bif
BUXiIHOTO PiBHS -3,42 -2,02
Pi3HUMIIA y BifCOTKaX MOPiBHSIHO
3 mtane6o’ -1,43*
(95% I1I) (-2,15, -0,69)

* Metdopmin abo MeTdhopMiny rigpoxmopun 0y YaCTHHOIO 3BUYAMHOrO NiKyBaHHSA y 69,4% i 64,0%
TALiEHTIB 7 TPYNU Aanariidao3uHy Ta miamebo, BigmoBigHo.

6 Cepe;:[He 3HA4YEHHS 3a METOJIOM HalMEHIINX KBaJIpaTiB, CKOPUTOBAHE Hd IIOYAaTKOBE 3HAYEHHS.

* IMoxigHi Big cepemHbOr0 3HAYEHHS 3a METOI0OM HaWMEeHIIINX KBagpaTiB, CKOPUTOBaHi Ha II0YaTKOBE
3Ha4YEHHS.



*p<0,001

IMauienmu 3 suxioHum pieHem HbAlc =9 %

Y xopi monepenHbO 3alJIaHOBAHOTO aHai3y y Hali€eHTiB 3 BuxiguuM piBHeM HbAlc = 9,0 %
MOHOTepalia panariipao3uHoM y fo3i 10 Mr (BigKOpuUroBaHa cepefHs 3MiHa Bifi BUXiJHOTO PiBHS:
-2,04 % ta 0,19 % npu 3acTocyBaHHi ganarnidgno3uny y mo3i 10 Mr i mmanebo BifmoBigHO) Ta
3aCTOCyBaHHS fanariidio3nHy JOJaTKOBO [0 JiKyBaHHS MeT(HOPMiHOM (BiIKOpUTOBaHa CepemHs
3MiHa Bif BuximHOTO piBHA: -1,32 % Ta -0,53 % npu 3acTocyBaHHi manarmi¢pao3uny i nnamne6o
BiIIIOBiAHO) MPU3BOAUIIO A0 CTATUCTAYHO 3HAUYIIOr0 3HUXKeHHS PiBHIB HbAlc Ha TuxHi 24.

Cep1eBo-CyoUHHI Ta HUPKOBI pe3ybTaTu

BnnuB manarmidno3uny Ha cepueBo-cynunHi nmogii (DECLARE) - 11e MikHapopHe, 0araTOIEHTPOBE,
paHgoMi3oBaHe, MOABiMHE cIile, MTale00-KOHTPOIbOBaHe KITiHiYHe JOCTiIXKeHHs, 0 TPOBeIeHe
IJIs1 BU3HAYEHHS BIIMBY AamariidIo3uHy y MopiBHSHHI 3 manebo Ha CepleBO-CyOuHHI pe3ynbTaTH,
IIpU IofaBaHHi 0 MOTOYHOI 6a30B01 Teparii. Yci nanienT Many IyKpoBu# fiabeT 2 TUmy Ta iHmi
IIIOHaMMeHIIIe [IBa AOJATKOBI (aKTOPU PU3UKY CEPIeBO-CYAMHHUX 3aXBOPIOBaHb (BiK = 55 pOKiB Ans
4y0710BiKiB a00 = 60 POKiB [ XKiHOK i ogHe ab0 KinbKa 3 TaKUX CTaHIB, K OUCIiIiIeMis, apTepiaabHa
rimepTeH3is abo HassBHE TIOTIOHOMAJNIHHS) a60 BCTaHOBJIEHI CePIIEBO-CYAMHHI 3aXBOPIOBAHHS.

Cepen 17160 pargomizoBaHux maiieHTis, 6974 (40,6 %) Manu BUSIBIEHI CepLeBO-CyOUHHL
3axBopioBaHHs i 10186 (59,4 %) He Manu BCTAHOBJIEHOTO CEPLEBO-CYOUHHOT0 3aXBOPIOBaHHA. 8582
natieHTy 6y paHmoMi3oBaHi 0o gamarmidgno3uny B mo3yBaHHi 10 Mr i 8578 mo mmare6o, i 3a HUMH
CIIOCTepiranu NpoTsaroM MeniaHu B 4,2 POKWU.

CepeqHill BiK HOCTiAKyBaHOI oNysLii ctaHoBUB 63,9 poku, 37,4 % Oynu xKinkamu. 3aranom 22,4 %
Majy fiabeT mpoTSaroM < 5 POKiB, cepenHs TpuBamicTh miabety Oyna 11,9 pokis. CepegHe 3HaYEHHS
HbAlc 6y10 8,3 % i cepefiHe 3HaYeHHA iHAeKCy MacH Tina 32,1 xkr/m’.

Ha nmouatky mocnigxenus 10,0 % mallieHTiB Manu B aHaMHe31 ceplieBy HEJOCTaTHICTh. CepeHE
3HaveHHs pIIIK® 6yno 85,2 mn/xs/1,73 M°, 7,4 % nanienTis Mmanu pIlIK® < 60 mn/xs/1,73 Mm%, 1 30,3 %
nalieHTiB Maau MiKpo- abo Makpoanb0yMiHypito (CIiBBigHOIIEHHS anb0yMiH/KpeaTUHIH B ceyi
[UACR] = 30 mo < 300 mr/r a6o > 300 Mr/T BigmoBigHO).

Binburicts nmamieHTiB (98 %) BUKOpUCTOBYBaIu ofuH abo Oinbie miabeTHYHUX JTiIKapChKUX 3ac00iB Ha
II0YaTKy AOCIiXKeHHs, 30KpeMa MeT@opMiH (82 %), incynin (41 %) i cynbdonincevyoBuny (43 %).

HepBI/IHHI/IMI/I KOMOiHOBaHUMH KiHLIeBI/IMI/I TO4YKaMHu 6YB YacC g0 mMepmoro BUHUKHEHHA OJIHiGi 3 TaKHuX



IOfIif, IK CMEPTh Yepe3 CeplieBO-CyIUHHI 3aXBOPIOBaHHS, iH()apKT MioKapza abo imeMiuHui iHCYIbT
(Benuki HeCcpUATNIUBI cepleBo-cyaunHi nmopii [MACE]), i yac go mepimoi mopii, 110 BKito4yae B cebe
rocriTai3allito yepe3 ceplieBy HeJOCTaTHICTh a00 CMepTh Yepes3 CepleBO-CyOUHHI 3aXBOPIOBAaHHS.
BToprHHUMMU KiHIIeBUMY TOYKaMHu Oyjla HUPKOBa KOMOiHOBaHa KiHIleBa TOYKa Ta CMEPThb uepe3 Oyib-
Ky IPUYUHY.

Benuki HeCIIpUSATNMBI CepleBO-CYAUHHI MOmil

Hamarmnidmo3uH y go3yBanHi 10 Mr npofeMOHCTPYBaB pe3yibTaT, He Tipui Bif mane6o (non-
inferiority versus placebo), fns Takux HacCJigKiB K CeplLieBO-CyIUHHA CMepPTh, iHbapKTy MioKapaa
abo imemiyHoro iHCcynbTy (0OgHOCTOPOHHIH p < 0,001).

Cep1ieBa HeflocTaTHICTH ab0 CepleBo-CyIuHHA CMEPTh

Hamarmnidmo3uH y go3yBanHi 10 MT mpoieMOHCTPYBaB IiepeBary B IOpiBHAHHI 3 myanebo (superiority
versus placebo) y 3anmobiranHi rocmirtanisarii yepe3 cepiieBy HeIOCTaTHICTL a00 CepreBO-CyOUHHOI
cMepTi. PisHuns B edekTi nikyBaHHs Oysia 00yMOBIieHa rociiTasnisallieio uepes3 cepleBy
HEeJOCTaTHICTh 0€e3 pi3HHUIli y CeplieBO-CyOAUHHI CMEPTi.

KopucTs Bif nmikyBaHHS manariiha03MHOM Yy MOPiBHSHHI 3 m1aebo crocTepiranacs sk y HallieHTiB 3,
Tak i 6e3 BCTAHOBIIEHOT'0 CEPIIEBO-CYIMHHOI'0 3aXBOPIOBAHHS, SIK 3 CEPIeBOI0 HEOCTATHICTIO Tak i
0e3 ceplieBoi HeJOCTATHOCTI Ha II0YaTKOBOMY eTalli, i 6y/a IOC/IifoBHOO B Pi3HUX MiArpyIax,
30KpeMa 3a BiKoM, cTarTio, pyHKITiero HUPOK (plIK®) i perioHom.

[TepeBara gamarmigno3uny Hap mnaiebo He O6yna mpogeMoHcTpoBaHa anist MACE (p = 0,172).
HupxoBy KoMOiHOBaHY KiHIIEBY TOUKY Ta CMepPTh Yepe3 Oyab-sIKy IPUUNHY He IIepeBipsaniu 9K
YaCTUHY [IPOLIEeAYyPH NiATBEPAKYBAIBHOIO TECTYBAHHA.

Hedpomaris

Hanarmihm03uH 3HMUKYBaB 4aCTOTY IOAi KOMOiHOBAHOI TOYKH: MifTBEPAXKEHOT0 CTINKOT0 3HNKEHHS
pLIIK®, TepminanbHOI cTamii HupKoBoi HepocTaTHOCTi (TCHH), cMepTi yepe3 HUPKOBi abo cepIieBo-
CYOVHHi 3axBOpIOBaHHS. Pi3zHuns mix rpynamu 6yna o6yMoBIeHa 3HUXKEHHSAM IIOfi HUPKOBUX
KOMITOHEHTIB: CTiiKoro 3uuxkeHHs pIIIK®, TepMiHanbHOI CTadil HUPKOBOI HEIOCTATHOCTI i CMepTi
Yyepes3 HAPKOBI 3aXBOPIOBaHHS.

BipHOLIeHHS pU3UKY [0 Yacy BUHUKHEHHS Hedpomartil (cTitike 3auxkeHHS plIIK®, TCHH i cMepTh
yepe3 HUPKOBi 3axBopioBaHHs) Oymo 0,53 (95 % [I 0,43; 0,66) ansg manarmihao3uHy y MOPiBHAHHI 3
miaeoo.



Kpim Toro, manarmi¢hi03vH 3MeHIINB HOBIi emni3oqu CTiKol anbOyMiHypil (BigHOIIEHHS MeX (PYHKITiH
pusuky 0,79 [95 % [II 0,72; 0,87]) i mpu3BiB go Oinbiroi perpecii MakpoansOyMiHypil (BigHOIIEHHS
Mex GyHKIIN pu3uky 1,82 [95 % [II 1,51; 2,20]) y mopiBusHHI 3 nnate6o.

CeplieBa HeIOCTaTHICTh

IocmigXeHHs 3MaTHOCTI ganarmidno3nHy 3anobiraTy HebakaHUM HacigKaM CepleBoi
HegocTaTHOCTI (DAPA-HF) - 11e MixkHapoaHe, 6araTolieHTPOBe, PaHOOMi30BaHe, IOABIMHO CIIille,
n1a1e60-KOHTPOJIbOBAHe NOCTiAKEHHS, TPOBeleHe 3a yY9acCTIO MAIliEHTIB i3 ceplieBO0 HeIOCTATHICTIO
(pyuKUioHanbHA Kacudikalis Hbm—PIopKCLKoi Kapgionoriynol aconiaril [NYHA], pyHKUIioHanpHUN
knac I1-1V) 3i 3auXKeHO0I0 (pakiiero BUKUAY (ppakiis BUKUAY aiBoro nuiyHodka [ ®BJIII | < 40 %).
MerTo10 IILOTO OOCHimXKeHHs Oy10 BU3HAYEHHS BIIJIMBY AamnariihIo3uHy B ITOPiBHSIHHI 3 mnanebo mpu
IodaBaHHi [0 CTaHOAPTHOTO JIiIKYBaHHS Ha YaCTOTY CEPLIEBO-CYIMHHOI CMEPTi Ta MOTipIIeHHS
CepIIeBOl HEOCTAaTHOCTI.

I3 4744 nauienTi 2373 ocobu Oynu paHOOMi30BaHi [0 Ipynu Aanariidao3uHy B go3yBaHHi 10 Mr i
2371 — po rpymu nnane6o, MemiaHa crocTepexkeHHs - 18 micsuiB. CepenHiit BiK goCITigKyBaHO1
oMyl cTaHOBUB 66 POKiB, 77 % Gynu 4oyoBiKaMu.

Ha nouatky mocnmigxkeHHsT 67,5 % martiienTiB Oynu BigHeceHi 3a mkanoio NYHA no kmacy II, 31,6 % —
no knacy III ta 0,9 % — mo knacy IV, cepemus ®BJIII cranoBuna 32 %, 56 % BumaakiB cepueBol
HeJ0CTaTHOCTI Oynu imemiunumMu, 36 % — HeimemiunuMu Ta 8 % — HeBimoMoi eTiosnorii. Y KoxHii
rpyi nikyBaHHs 42 % TallieHTiB Manu B aHaMHe3i yKpoBul niabet 2 tumy, 3 % MallieHTiB y KOXKHii
rpymi Oynu KinacudikoBaHi IK TakKi, 1110 CTpaXkaai0Th Ha I[yKPOBUi fiabeT 2 TUILY Ha OCHOBI PiBHA
HbAlc = 6,5 % sk npu BKJIIOYEHH], TaK i Ipu paHpoMisaii. [TamieHTH oTprMyBaiu CTaHOApTHE
nikyBauHS; 94 % manieHTiB oTpuMyBanu JikyBaHHs iATI®, BPA a6o inribitopom peuentopa
anriorensuny/menpunisuny (IPAH, 11 %), 96 % — 6eta-61mokaTopoM, 71 % — aHTaroHicToM
MiHepalIoKOPTUKOIgHUX penenTtopiB (AMKP), 93 % — miypeTuroM i 26 % Manu iMIITaHTOBaHUU
npucTpil (3 PyHKILiEo nedibpunsaropa).

V gocrnimxenHs 6ynu BKmodeHi naniertu 3 plIIK® = 30 mn/xs/1,73 M* Ha IOYATKy [OCIiAKEHHS.
Cepennsa plIK® cranosuna 66 mn/xs/1,73 M*, 41 % nanienTis 3 pIIIK® < 60 mn/x8/1,73 M* Ta 15 %
nmamieHTiB manu pIIK® < 45 mn/xs/1,73 M.

Cepuego-cyOuHHA cMepmb mMa No2ipuweHHs cepuesoi HedocmamHocmi

Iamarmi¢no3uH mepeBepIIyBaB Ialebo om0 MoNepeaKeHHs TePBUHHOI KOMOiHOBaHOI KiHIIEBO1
TOYKY CEPIIEBO-CYAUHHOI CMEPTi, rocmiTanisatlii 3 IpuBOAY CepIieBoi HeJoCTaTHOCTI afo BifmBigyBaHHS
BigiNeHHS HEBiOKIagHOI OTIOMOTHY Yepes cepleBy HegocTaTHICTh (BP (BigHomeHnHs pusukis) 0,74
[95 % [II 0,65; 0,85], p < 0,0001). EdekT criocTepiraBcs paHo Ta 30epiraBcs IpoTsIroM yChOTO 4acy
OOCIiIXKeHHS (PUCYHOK 1).

PucyHoxk 1. Yac [0 nepiioro BUHUKHEHHS BUNIAAKIB CeplieBO-CYOUHHOI CMEPTi, rocmiTami3amii 3



IIPUBOOY CEPLIeBOI HEMOCTATHOCTI abo BigBioyBaHHS BifiIeHHS HEeBiOKIIagHOI IOITOMOTH Yepe3
ceplieBy HeIOCTaTHICTh

BimBimyBaHHS BiffimeHHS HEBiIKJIa[HOI IOIIOMOTY Yepe3 CepIleBY HEJOCTAaTHICTh 0YJI0 BU3HAUEHO SIK
TEpMiHOBe, He3allJlaHOBaHe 00CTeXKeHH JTiKapeM, HallpUKJIaf, y BiffineHHi HeBiIKIagHOI JOTIOMOTH,
Ta notpeba B JIiKyBaHHI IIPY IOTIipIIEHHI CeplieBOl HeIOCTaTHOCTI (KpPiM MPOCTOro 30i/bIIeHHS
IPUUOMY IIepOpaIbHUX OiyPeTUKiB).

[MamienTy rpynu pu3uKy — Iie KinbKiCTh NAIi€HTIB, SKi IepeOyBaoTh y I'PYIi pU3UKY Ha [T0YaTKy
mepiony.

Yci Tpu KOMIIOHEHTH TTEPBUHHOI KOMOiHOBaHOI KiHI[€BOI TOUKM OKPEMO CIIPUSNIK edeKTy JTiKyBaHHS
(pucyHOK 2). 3apeecTpoBaHO Majly KilbKiCTh BiiBiTyBaHb BiffifIeHHS HEBiOKIIa[HOL JOIIOMOTH Yepe3
ceplieBy HelOCTaTHICTE.

PucyHok 2. EdbekTu NiKyBaHHS AJIS TepBUHHOI KOMOiHOBAHOI KiHIIEBOI TOYKHY, 11 CKJIaIOBUX i
CMEPTHOCTI 3 yCiX NIpU4YuH

BimBimyBaHHS BiffineHHS HEBiIKIIa[HOI IOIIOMOT'Y Yepe3 CepIleBy HEJOCTAaTHICTh 0YJI0 BU3HAUEHO SIK
TEepMiHOBe, He3allJlaHOBaHe 00CTeKeHH JTiKapeM, HallpUKJIaf, y BiffineHHi HeBiIKIagHOI OTIOMOTH,
Ta notpeba B JIiKyBaHHi IIPY IOTipIIeHHI CeplieBOl HeIOCTaTHOCTI (KpiM MPOCTOro 30i/bIIeHHS
IPUUOMY IIepPOpaIbHUX AiyPETUKiB).

KinpkicTh nepumux mogiv A OKpeMUX KOMIIOHEHTIB € PaKTUYHO KiMbKICTIO IePIINX MOMii A1
KOXKHOT'0 KOMITOHEHTA i He MOa€EThCS [0 YKCIIa IOofiit Yy KoMOiHOBaHIM KiHIIEBi# TOYII].

YacToTa nofiy npefcTaBieHa K BiJHOIIEHHS KiJIbKOCTI y4aCHUKIB 3 nopisimMu 1o 100 malieHTo-poKiB
CIIOCTEPEXKEHHS.

p-3Ha4YeHH [JIs OKPEMUX CKJIaflOBUX i CMEPTHOCTI 3 YCIX IPAYUH € HOMIHAJIbHUMU.

3acTocyBaHHA AanariipI03uHy TaKOXK 3MEHIINIIO 3arajbHy KiTbKiCTh BAUMAOKIB rOCIiTami3alil 3
IIPUBOJY CEpPIIeBOI HEJOCTATHOCTI (IIEPBUHHOI Ta MMOBTOPHOI) Ta CepleBO-CYOUHHOI CMEPTI;
3apeecTpoBaHO 567 BUMAAKIB y TPyMi ganariaidio3udy B IOPiBHAHHI 3 742 BUIafKaMU B IPyIi
nnane6o (BigHomeHHs pusukis 0,75 [95 % [II 0,65; 0,88]; p = 0,0002).

Kopucts Bif nikyBaHHSA manariipao3uHOM CIIOCTepiraaack y NalieHTiB i3 cepleBo HEJOCTAaTHICTIO
SIK i3 IyKpoBUM fiabeToM 2 THUIY, Tak i 663 HbOT0. 3aCTOCYBaHHS Hanarii(o3uHy 3HUKYBAJIO



IepPBUHHY KOMOIHOBaHY KiHIIEBY TOYKY YaCTOTH CEPLIEBO-CYIUHHOI CMEPTi Ta MOTipPIIEeHHS CEPIIeBOI
HemgocTaTHOCTI i3 BP 0,75 (95 % I 0,63; 0,90) y marienTiB 3 miykpoum miabetom ta 0,73 (95 % [
0,60; 0,88) y marrienTiB 6e3 1IyKpoBOTo miabeTy.

KopucTs Bif nikyBaHHS manaritiha03MHOM MOPIBHSHO 3 yanebo mo[0 IePBUHHOI KiHIIEBOl TOUKHU
TaKOX IIPOCIIiIKOBYBaJiach B IHIIKUX KJIIOYOBUX MIiArpynax, y T. 4. y HiATpyIax i3 cynyTHIiM
JIIKyBaHHSIM CepIeBOl HefloCcTaTHOCTI, (pyHKIil HUpOK (pIIK®), y migrpymax 3a BiKOM, CTaTTIO Ta
pErioHOM.

Pe3yibmamu aiKy8aHHA, ULO NOBIOOMAANMbCA NAUIEHMAMU, — CUMNMOMU Cepl.esol
HedocmamHocmi

BrnuB manarmii¢gio3uHy Ha CHMIITOMU CeplieBOi HELOCTATHOCTI OI[iHIOBaIM 3a 3arajlbHUM 0amioM
cuMmnToMiB KaH3aChKOT0 ONIUMTYyBalbHUKA 7S OLIHKY IAI€HTIiB i3 KapaiomiomnaTieto (KCCQ-TSS),
SKWHM BU3HAYa€ YaCTOTY Ta TSIXKKiCTh CUMIITOMIB CEPIIEBOl HEJOCTATHOCTI, BKJIIOUAl0Yd BTOMY,
nepudepuyHi HaOPAKY, 3aAUIIKY Ta OpTonHOoe. bamu y miana3oxiB Big 0 mo 100, mpu 1iboMy GibI
BMCOKi 0any BiiMOBifaloTh KPalloMy CTaHy 3J0POB’S.

JlikyBaHHS manariio3vuHOM Majio CTaTUCTUYHO Ta KJIiIHIYHO 3HAUYIIY [lepeBary y IOPiBHSIHHI 3
nyane0o Mpyu CUMIITOMax CEPIIeBOI HEJOCTATHOCTI, IIJ0 BU3HAYaslacs 3a 3MiHOI0 Biff BUXiTHOT'O PiBHS
Ha 8-my micsi 3a KCCQ-TSS (koedimient mepesaru 1,18 [95 % I 1,11; 1,26]; p < 0,0001). ¥
pe3ynbTaTaX BpaxOBaHO YaCTOTY Ta TAXKKICTh CUMITOMIB. IlepeBara crnocTepiranacs siK y
IOKPAIIeHHI CHMIITOMIB CePIIeBOi HeMOCTAaTHOCTI, TaK i B 3amobiraHHi MOTipIIeHHI0 CUMIITOMIB
CepIIeBOi HEMOCTATHOCTI.

B anasnizax BifnoBifey peCroHAEHTIB YaCTKa Ial[ieHTiB i3 KIIiHIYHO 3HAYYIIUM [IOKpaIleHHIM 3a
KCCQ-TSS uepe3 8 mics1iB Bif BUXigHOTO PiBHS, BU3HAUYEHUM K 5 0ajiiB abo Oinbiie, Oyia BUIOIO B
TPYyIIi ganarmiigno3uny nopiBHSIHO 3 rpymnolo nnane6o. KinbKicTh mamieHTiB i3 KITiHiYHO 3HAYYIIAM
TIOTipIIeHHSM, BU3HaYEHUM K 5 OasniB abo Oinblre, Oyia MeHIIO0 B I'Pymi ganariihao3uny
MOPiBHSHO 3 I'PyIolo miaiebo. [TlepeBary, 1o CroCTepiraauchk Ipy 3aCTOCYBaHHI AanariihaIo3uny,
30epiranucs Ipu BUKOPHUCTAHHI Oi/TbIII KOHCEPBATHBHUX TPAHUYHUX IMOKA3HUKIB 15T OilbIINX
KJTIHIYHO 3HAYYIIUX 3MiH (Tabnuis 5).

Tabauus 5. Kinvkicmo i gidcomkose cniegiOHOWeHHA nayieHmis i3 KAiHiUHO 3HAYYWUM
NOKPAW,eHHAM I no2ipweHHAM yepe3 8 micsayis 3a KCCQ-TSS

. . e . Hanarmigro3unllnanedo
3miHa BHXiTHOI OIiHKH

. . 10 mr n'= 2062
gyepe3 8 micAniB n*= 2086
ITokpawennsn n (%) n (%) BigHOIIEeHHsT pU3HKIB® pP-3HaYeHHS'

moKpamieHHs® mMoKpameHHs (95 % 1)



= 5 OaniB 933 (44,7) 794 (38,5) 1,14 0,0002

(1,06; 1,22)

= 10 GarniB 689 (33,0) 579 (28,1) 1,13 0,0018
(1,05; 1,22)

= 15 GautiB 474 (22,7) 406 (19,7) 1,10 0,0300
(1,01; 1,19)

INozipwienns n (%) n (%) BigHOmeHHs1 pU3HKIiB® p-3HaUYeHHS

noripmennsa’ mnoripmenHas® (95 % III)

= 5 GaiB 537 (25,7) 693 (33,6) 0,84 <0,0001
(0,78; 0,89)

= 10 GaiB 395 (18,9) 506 (24,5) 0,85 <0,0001
(0,79; 0,92)

*KinpkicTh mamieHTiB, siki cmoctepiramucs 3 KCCO-TSS abo momepsu 0o 3aBepIIeHHs 8 MicsIiB.

"KiNbKiCTh MaIi€HTiB, y AKX CIOCTepiranocs NoKpalleHHs NpyrHaiMHi Ha 5, 10 a6o 15 6ais y
MIOPiBHSAHHI 3 BUXiAHUM piBHEM. [lallieHTH, sIKi MOMepNu A0 BU3HAYEHOT 0 YaCy BBaXKalThCId TaKUMH,
B SIKUX ITIOKpallleHHs He CIIOCTepiraaocs.

¢ Inst MOKpalleHHs BiHOLIEHHS PU3UKIB > 1 3 mepeBaroio Ha KOpUCTh manariignosuny 10 mr.

‘KiNbKiCTh MaIieHTIB, y SKUX CIOCTepiranocs moripieHHs IpuHaiMHi Ha 5 a6o 10 6aiB y
IIOPIBHAHHI 3 BUXigHUM piBHeM. [la1ieHTy, sKi IOMep/iIu 40 BU3HAYEHOI'0 Yacy, , BBAXAThCS
TaKUMHU, B IKUX CIIOCTEePirajaocs MoripiieHHs.

° [Ims moripieHHs: BigHOIIEHHS PU3UKIB < 1 3 mepeBaroi Ha KOPUCTH Aanarmidmo3uny 10 mr.

'p-3HaUEHHS HOMiHaJIBH.

Hepponamisa

CnocTepiramocst HebaraTo mofiii HUPKOBOI KOMOiHOBaHOI KiHIIeBOI TOUKHM (IIigTBEpOKEHE CTilKe
3unKeHHs piBHS pIIIK® = 50 %, TCHH a6o cMepTh Yepe3 HUPKOBi 3aXBOPIOBAHHS); YaCTOTA CKJIaa
1,2 % y rpymi pmanarmidnosuny ta 1,6 % y rpymi nnaie6o.

XponiuHa xBopoOa HUPOK

IocmigXeHHs BIJIMBY Aamnariiha03uHy Ha HUPKY Ta Ha CMEPTHICTh Yepe3 CeplieBO-CYOUHHI
3aXBOPIOBAHHS B MAIiE€HTIB i3 XpOHiYHOI0 XBOP06010 HUPOK (DAPA-CKD) 6yn0 MixkHapOTHUM,
0araToleHTPOBUM, PAHIOMi30BAHUM, ITOABIMHO CIiMKUM, II1arie00KOHTPOIFOBAaHUM HOCITIIXKEHHSIM 3a
y4acTIO IallieHTiB 3 XpoHiuHOI0 XBopo0Ooio HHpoK (XXH) 3 pllIK® Big = 25 go < 75 mi/xB/1,73 M’ Ta
ansOyminypieto (UACR Big = 200 mo < 5000 mr/r), MeToi0 gKOro 0yj10 BU3HAUYEeHHS BILJIUBY
marnarmihIo3uHy y MOPiBHSIHHI 3 mnanebo pu JogaBaHHI HOT0 10 CTaHOAPTHOTO JIiKYBaHHS Ha
4acTOTy KOMOiHOBaHOI KiHIIeBOi TOUKM — CTiKoro 3uukeHHs pIIK® Ha = 50 %, TepMiHanbHOI cTapii
HUPKOBO1 HegocTaTHOCTI (TCHH) (Bu3HauaeThcs K cTiiika pIIK® < 15 mn/xs/1,73 M, JIiKyBaHHS
XpOHIYHUM mianmizom abo TpaHCIJIaHTAllisi HUPKHU), CMEPTi Yepe3 ceplieBo-CyauHHI a60 HUPKOBI
3aXBOPIOBAHHS.



I3 4304 yyacHuKiB gocnimxeHHS 2 152 marientu 6ynu paHOOMi30BaHi 10 TPynu 3acTocyBaHHS 10 MT
mamarmidmo3uny i 2 152 — go rpynu miare0o, MefiaHa CIIOCTepekKeHHsT CTaHOBuUIa 28,5 Micsis.
JlikyBaHHS TpHUBAO, KO piBeHb pIIIK® 3HMKyBaBCa HEKYe 25 Mi/xB/1,73 M’ IPOTATOM
MOCTiAKEHHS, Ta MOTJIO TPUBATH Y pa3i BUHUKHEHHS OTpeOu y miamisi.

CepenHiit Bik mocmimKyBaHol monynsuii ctaHoBuB 61,8 poky, 66,9 % y4acHUKIB mocmigxKeHHS Oynu
yonosikamu. Ha BuXifHOMY piBHi cepenHe 3HadenHs plIIK® cranosumno 43,1 mn/xs/1,73 M°, a MefiaHa
UACR cranosuna 949,3 Mr/r, y 44,1% nauienTis igsHayanacs pllIK® six 30 go < 45 mn/xs/1,73 M, a
y 14,5 % pIIIK® cranosuna < 30 Mi/x8/1,73 M*. Y 67,5 % marieHTiB 6yB LyKpoBHil AiabeT 2 THIMY.
[TauieHTH OTPUMYBAJIK CTaHAapPTHE JiKyBaHHS; 97,0 % mallieHTiB OTpUMyBasIU JIiKyBaHHS iHTiOiTOpOM
aHTi0TEH3UHIIEPETBOPIOI0YOTO dhepMeHTy (IAIID) abo 60KaTOpoM penienTopiB anrioreH3uny (BPA).

HocnimxeHHs 0y10 MPUIMHEHO TOCTPOKOBO [/1s OI[iHKYM e()eKTUBHOCTI 10 3allJIaAHOBAHOTO aHasli3y Ha
IifgcTaBi peKOMeHallil He3aleXHOro KOMITEeTY 3 MOHITOPUHTY AaHuX. [Janarmi¢uno3ul nepeBepiiyBaB
n1ane0o 1010 MomepPenXKeHHs MePBUHHOI KOMOIiHOBaHOI KiHIIEBOI TOYKYM — CTiMKOT'0 3HUXKEHHS
pIIK® Ha = 50 %, gocsATHeHHS TepMiHa/IbHOI CTafil HUPKOBOI HEJOCTATHOCTI, CMePTi yepe3 HUPKOBI
abo cepleBO-CyAUHHI 3aXBOpIoBaHHA. 3rifHo 3 rpadikom Kamnnmana - Meiliepa 4acy o IepIioro
BUHUKHEHHS IIEPBUHHOI KOMOiHOBaHOI KiHIIeBOi TOUKM e(heKT JIiKyBaHHS OYeBUOHUM 3 4 Mics1IiB Ta
36epiraBcs [0 KiHIIS OOCTigKeHHS (PUCYHOK 3).

PucyHok 3. Yac mo mepIroro BUHUKHEHHS IIEPBUHHOI KOMOiHOBaHOI KiHIIEBOI TOUKM — CTiHKOT0
3unkeHHs pIIK® Ha = 50 %, pOo3BUTKY TepMiHaIBHOI CTafil HIPKOBOI HEAOCTATHOCTI, CMePTi 4yepe3
HUPKOBi ab0 cepIieBO-CyIUHHI 3aXBOPIOBAHHS

[MarienT Tpynu pu3uKy — Iie KinbKiCTh NAli€HTIB, SKi IepeOyBaoTh Y I'PYIi pU3UKY Ha T0YaTKy
Mepioay mOCIiKEHHS.

Yci yoTupu KOMIIOHEHTH MTePBUHHOI KOMOiHOBaHOI KiHIIEBOI TOUKH OKPEMO CIIPUSITTU ePEKTY
nmikyBaHHS. [lanarmiduo3uH TaKoXK 3HUXKYBaB PU3UK IOMiN KiHIIEBOI TOUKU — CTiMKOTO 3HUKEHHS
pIK® Ha = 50 %, TepMiHambHOI CTafil HUIPKOBOI HEAOCTATHOCTI abo CMepTi uepe3 HUPKOBi
3aXBOPIOBAHHS Ta KOMOiHOBAHOI KiHIIEBOI TOYKM — CMEPTi Yepe3 CeplieBO-CYyNUHHI 3aXBOPIOBAHHS Ta
rocrmiTtasizallil 3 MPUBOAY CePIeBOl HeMOCTAaTHOCTI. JIiKyBaHHS mamariipa03uHOM IOKPAIIUIIO0
3arajibHy BUKMBAHICTh y TAlli€HTIB i3 XpOHIYHOI0 XBOP060I0 HUPOK 3 NOCTOBIPHUM 3HUKEHHSIM
YaCTOTH CMePTi 3 Oyb-IKOi MPUYKUHU (PUCYHOK 4).

PucyHok 4. EdbekTu niKyBaHHS 3a TEPBUHHUMU Ta BTOPUHHUMHK KOMOIiHOBaHUMM KiHIIEBUMHU TOYKAMH,
iXHIMM OKPEMHMHU KOMIIOHEHTaMH Ta CMEPTHICTIO 3 OyIb-KOI IPUUYNHUI



KinpkicTe nepmux mogiit Ajisi OKpeMuX KOMIIOHEHTIB € (PaKTUYHOIO KiJIbKICTIO MEePIINX MOMiN OIS
KOXKHOT'0 KOMIIOHEHTA i He MOHa€eThCs OO0 KibKOCTI mofii y KoMOiHOBaHiM KiHIIEBi# TOYIII.

YacTtoTa nofiy npencTaBieHa sIK BiJHOIIEHHS KiJIbKOCTI y4aCHUKIB 3 gBuilamu 0o 100 marmieHTo-
POKIB CIIOCTEPEKEHHS.

Ouinky BifHOIIEHHS PU3UKIB He IPEeACTaBJIeH] OJisd MiArpyn i3 3arajabHOI0 KiIbKIiCTIO IIOAil MeHIle
HiXK 15 B 000X rpymax.

[TepeBaru mikyBaHHS Aanarii¢I03WHOM y MaIliEHTIB i3 XPOHIYHOIO XBOPOOOIO HUPOK i3 IYKPOBUM
niabeToM 2 THIy BignoBiganau TaKUM y MallieHTiB 6e3 1ykpoBoro giabety. [Jamarmnidmo3un 3HUKYBaB
IIepBUHHY KOMOiHOBaHY KiHIIEBY TOUKY — CTiliKe 3HUXKeHHS pIIIK® Ha = 50 %, 0ocsrHeHHS
TepMiHaJIbHOI CTa/lil HUPKOBOI HEIOCTATHOCTi, CMEPTh Yepe3 HUPKOBi ab0 ceplieBo-CyauHHi
3axBopioBaHHsA — 3 BP 0,64 (95 % [I 0,52; 0,79) y nauienTis 3 nykpoBuM giabetom 2 Tuny ta 0,50
(95 % II 0,35; 0,72) y matrienTiB 6e3 I[yKPOBOTO miabeTy.

[TepeBaru nikyBaHHS fanariipo3vHOM Haf Ijanebo 100 IePBUHHOI KiHIIeBOI TOUKH TaK0XK Oyiu
IIOCJIIIOBHUMH B IHINNWX KJIIOYOBUX MIATPyIax, 30KpeMa y miarpynax 3a plIK®, BikoM, cTaTTio Ta
perioHom.

it
[Tykposull diabem 2 muny

Y kriHiYHOMY DOCigXKeHHi 3a y4acTio malfieHTiB Bikom 10-24 poku 3 IyKpoBUM fAiabetom 2 tumy 39
nalieHTiB O0yJI0 paHOOMi30BaHO [0 IPYIH 3aCTOCYBaHHSA Aanariidno3uny 10 Mr SK T0maTKOBOTO
JiKyBaHHSA [0 MeTdopMiHy, iHcyniHy abo KkoMmbiHanil MeThopMiHy Ta iHCyniHYy, a 33 mauieHT — [0
rpymnu nnane6o. Ha MoMeHT paHpoMisarnii 74 % nailieHTiB Oyu BikoM 70 18 pokis.

CkopuroBaHa cepefHs 3MiHa Bif BuxigHoro piBHs HbAlc y rpyni 3acTocyBaHHS manarnidio3uny
BigHOCHO mane6o mo TuxHsA 24 cranosuna -0,75 % (95 % I [moBipuuii inTepsan] -1,65; 0,15). ¥
BiKOBi#l rpymi < 18 pokiB ckopurosaHa cepenus 3miHa HbAlc y rpyni ganarmnimo3uHy BiTHOCHO
nnate6o craHoBumna -0,59 % (95 % M1 -1,66; 0,48). Y Bikosiit rpymi = 18 pokiB ckopuroBaHa cepenHs
3mina HbAlc Big BuximHOTrO piBHS cTaHOBUIA -1,52 % y rpyImi 3acToCcyBaHHSA mamnariigpao3uny (n = 9)
i 0,17 % y rpymi 3acTocyBaHHS manebo (n = 6). EGekTuBHICTh Ta 6e3neKa Oy/Id CXOXKUMH 3 TUMH,
ITI0 CIIOCTEpIraaucs y JOPOCIIill IOomyslil, SKa OTpUMYyBasla JiKyBaHHS gamnariigno3uHoM. besneka
Ta MePEeHOCUMICTh Oy MOMATKOBO MiATBEPMAXKEH] MMif Yac HOCTiKeHHs 28-TUKHEBOTO TPONOBXKEHHS
JIiKyBaHHS.



Cepuesa HedocmamHicmb ma XpPOHiYHA X80p0bA HUPOK

€BpomelicbKe areHTCTBO 3 JIiIKAapPChKUX 3ac00iB BiiCcTpounio 3000B’I3aHHS 1I0MI0 HalaHHS
pe3ynbTaTiB JOCTiIXKeHb 3aCTOCYBaHHS Janariidgno3uny B ogHil abo OeKimbKoX ImiArpynax giTew mis
npoGiTakKTUKY CEPLEBO-CYIMHHUX YCKITafHEHD V MAIiEHTIB i3 XPOHIYHOIO CEPIIEBOI0 HEOCTATHICTIO
Ta MU JIiKyBaHHI XPOHIYHOI XBOPOOU HUPOK (ITPO 3aCTOCYBAHHS HiTSM AUB. PO3MAiNT «I[iTH»).

dapmakokiHemuka.

BcMokTYBaHHA

Hanarmihmo3uH MWBHUAKO i HOOpPe BCMOKTYBABCS IIiCIIs TepopasibHOT0 3aCTOCYBaHHsA. MaKCcHMalbHi
KOHIIeHTpallil fanarihao3uHy B 1n1a3Mi Kposi (C,,,,) 3BU9aliHO JOCATaIUCS NPOTATOM 2 TOOUH MiCTs
3aCTOCyBaHHS JIiKapCchbKoro 3aco0y HaTire. CepenHi reomeTpuyHi 3HauenHs C,,,, i AUC,
manarmiIo3uHy IIpU OOCATHEHHI PIBHOBaXKHO1 KOHI[EHTPAIlil MiC/Is 3aCTOCYBaHHS Janarii(pIo3uHy B
mo3ax 10 Mr omuH pa3 Ha no0y ctaHoBunu 158 Hr/mn i 628 Hr rom/mn BifmoBigHO. AGCOTIOTHA
6iomocTymnHicTh mamarmihIo3uHY Iicig IepopaIbHOT0 3aCTOCYBaHHS JiKapchKoro 3aco0y y mo3i 10
MT' CTAHOBUTD 78 %. 3acToCcyBaHHS JIiKapChKOT0 3aco0y 3 1Kel0 3 BUCOKMM BMiCTOM KHpiB
3uuxyBano C,,, mamnarmigno3uny Ha 50 % i MomoBXKyBaio noKa3HuK T,,,, TpruOIu3Ho Ha 1 rofuHy,
asne He 3MiHIOBano mokKa3HUK AUC mopiBHSIHO 3 IPUHOMOM JTiKapChKoro 3acoby Hartiie. Li 3Minu He
BBaXKaIOThCS KITiHIYHO 3HAUYIIMMU. TaKUM YUHOM, JTiKapCchKuii 3aci6 Popkcira MoxkHa 3aCTOCOBYBATH
He3aJIekKHO Biff TpuiioMy Ixi.

Po3nomin

Hamarmnihmo3uH 3B’ a3yeThes 3 6inkamu npubnau3no Ha 91 %. [Ipu pi3HUX 3aXBOPIOBAHHSX
3B’s13yBaHHS JTiIKapChKOTo 3aco0y 3 6inkamMu He 3MiHIOBaNOCS (HampUKIIaMd IIPY MOPYIIeHH] QyHKIII
HUPOK abo neuinku). CepenHiii 00’eM po3mnopiny panariiha03uHy IPU NOCITHEHHI piBHOBAXKHOI
KOHIIEHTpallii cTaHOBUB 118 1.

BioTpancdopmariris

Hanarmihmo3un MHUPOKO MeTabomi3yeThCS, B EPIITy Yepry 3 YTBOPeHHSIM famnariidno3uny 3-0-
TJIIOKYPOHIY, 10 € HeaKTUBHUM MeTabositoM. Janarmidmao3un 3-O-raoKypoHin abo ixini metabonitu
He 3a6e31eyyIoTh TTII0KO303HUKYBaIbHY M1il0. YTBOpPeHHd manariihao3uny 3-O-ToKypoHimy
onocepenkoBane UGT1A9, ¢depMeHTOM y IediHIli Ta HUPKax, a MeTaboi3M, onocepegkoanui CYP, y
JIIOfle} He BiflirpaBaB 3HAYHOI POJIi y KJTipEHCI.

BuBeneHHda

CepepnHi¥ KiHI[eBUY IIepiO] HaIiBBUBENEeHHS 3 I1a3MU KpPOBI (t,,) fanarnidro3ury y 3M0pOBUX
Y4YaCHUKIB OOCTIAXXKEHHS CTaHOBUB 12,9 rOOUHY MiCIg OGHOPA30BOr0 IEPOPaIbHOr0 IPUNOMY
pamnarmnigao3uny B fo3i 10 mr. CepefHiii 3aralbHUM CUCTEMHHUU KJTipeHC ganariidio3uHy, BBeeHOTr0
BHYTPIITHBOBEHHO, CKlafaB 207 MIi/xB.

Hanarmihmo3uH i MoB’g3aHi 3 HUM MeTaboJliTh B OCHOBHOMY BHBOASITHCS IIISTXOM €KCKpellii i3 ceuelo,
nprudoMy MeHIe 2 % pamnarii¢pao3uHy BUBOAUTHCS B HE3MiHEHOMY BUTJIAAL. [Ticig 3acTocyBaHHS



go3u 50 Mr [14C]-)1ar[arni(1)n03HHy BuBoauocsa 96 % mo3u: 75 % - i3 ceuero i 21 % - 3 KayoM.
[Tpubnu3Ho 15 % m03u BUBOAUIIOCS 3 KaJlOM Y HE3MiHEHOMY BUTJIS[IL.

JIiHiHICTD

BrnnuB manarmigmo3uny 306inbIyBaBCcs IPOIOPIIiHO 30i/IbIIeHHIO 03U Aanariiha03uHy B Aiana3oHi
Big 0,1 mo 500 mr, a #ioro ¢papMakKoKiHETHKa He 3MiHIOBalacs 3 4aCOM IIPU IIOBTOPHOMY H000BOMY
[003yBaHHI MIPOTATOM [0 24 TUXKHIB.

Oco6nuBi TPyNIY NalliEHTIB

IopyweHHa dYyHKUIT HUDOK

CepenHs CHCTeMHa €eKCIO3UIiS Aanariido3nHy y piBHOBaXKXHOMY cTaHi (20 Mr manarmiao3uny
OOUH pa3 Ha foby npoTsaroM 7 [i6) y mauieHTiB i3 yKpoBUM fiabeToM 2 TUILY Ta MOPYLIEHHSIM
GYHKIIII HUPOK JIETKOTO, CEPEeIHBOI0 Ta TAXKKOI0 CTYIEHIB (10 BU3HAYAETHCS 3a IJ1a3MOBUM
KJlipeHcoM iorekcony) Oyna Ha 32 %, 60 % Ta 87 % BigmoBigHO BUIllE 3a TaKy y Ialli€eHTIB i3
IIyKpOBUM [iabeToM 2 THUITy 3 HOpMaJIbHOIO (YHKIIi€l0 HUPOK. [1000Ba eKCKpellid TJII0K03H1 i3 cedero
IIPY PiBHOBaXKHIiM KOHIIEHTpALil TikapChKOro 3acofy 3Ha4YHOIO MipoIo 3ajiexkarsa Bif QyHKIii HUPOK i
craHoBmaa 85, 52, 18 ta 11 r riioko3u Ha [00y y Malli€HTiB i3 IIyKpoBUM fiabeToM 2 TUIY Ta
HOpPMaJIbHOIO (QYHKITEI0 HUPOK a0 3 MOpPYyLIeHHIM (QYHKII HUPOK JIETKOT0, CEPeNHbOT0 abo TSXKKOTO
CTyIeHS BiATIOBiIHO. BIIMB reMopiani3y Ha eKCIIO3u1il0 ganariidio3uHy HeBifoOMU.

BnnuB 3HMKEHO1 HUPKOBOI (DYHKIIII Ha CUCTEMHY €KCITO3HIIi0 OI[iHIOBAJId Ha MOMYIALiNHIN
(hapMakoOKiHeTHYHIN Mofeni. BifnoBigHo o monmepenHix pe3ynbTaTiB 3HaueHHS AUC, IporLHo3oBaHe
Ha MifcTaBi 3aCTOCOBaHOI Mofeli, 6y10 BULMM Y MAI[iE€HTIB i3 XpOHIUHOI0 XBOPOOOI0 HUPOK Y
IOPiBHSHHI 3 TaKUM Y Ialli€HTiB 3 HOpMa/IbHO0 (DYHKITi€I0 HUPOK, @ TaKOXK CYTTEBO HE BiAPi3HANOCSA
y MalieHTiB i3 XpoHiYHO0 XBOP060I0 HUPOK i3 yKpoBuM fiabeToMm 2 Tumy ta 6e3 IyKpoBoro fiabety.

ITopyweHHA pYHKUIT neyiHKu

Y natieHTiB 3 mopyieHHIM QyHKIIII Te9iHKY JIerkKoro abo cepegHbOro CTyneHs (Knac A i knac B 3a
knacudikaniero Yaunma-I1'10) cepenni 3navuenns C,,, i AUC ganarmidno3uny Oynu Buite Ha 12 % i 36
% BIANOBIAHO Yy MOPiBHSHHI 3 BiINOBIAHUMY ITIOKa3HUKAMU V 300POBUX YUACHUKIB [OCIIIIXKEHHS B
KOHTPOJIbHIM I'pyIi. Taki BiTMiHHOCTI He BBaXKalThCA KIIHIYHO 3HAYYIIMMU. Y TaALli€HTIB 3
OpyIIeHHAM QYHKIIl IediHKY TSIXKKO0ro cTyneHd (kmac C 3a knacudikanieto Yarinpma-I1'10) cepenHi
noka3Huku C,,, i AUC manarmnidnosuny 0ynu Ha 40 % i 67 % BifmoBimHO BUIllE HiXK Ti K MOKA3HUKHU Y
3[00POBUX YYaCHHUKIB JOCTigXKEHHS B KOHTPOJIbHIN TPYIIi.

IauieHmu AimHb020 BiKY (= 65 pokie)

Y nartienTis BikoM 1o 70 poKiB KJTiHIYHO 3HAUYIIOTO 30i/bIIIEHHS €KCIIO3Ulii JTikapchKOTo 3aco0y B
3aJIe’KHOCTI TiJIbKY Bif] BiKy He CIOoCTepiraeTbcs. OmHaK MOXKHA O4YiKyBaTH IiABUIIEHOI €KCIIO3UIIil



JIiIKapChKOT0 3ac00y y 3B’A3KY 31 3HUKEHHSAM (PYHKI[il HUPOK 3 BikoM. HelocTaTHRO HaHUX [JI TOTO,
1100 3pOOKTY BUCHOBKHY IIIOMI0 €KCITO3UIIii ¥ TalieHTiB BikoM ~ 70 POKiB.

imu

dapmakokiHeTHKa Ta papMakKoAnHaMiKa (TII0K03ypis) y fiTe# 3 yKpPOoBHUM fiabeToM 2 TUIY BiKOM
10-17 poxkiB Oynu nomiOHMMU [0 THX, L0 CIIOCTePiraaucs y HOPOCHUX i3 yKpOBUM AiabeToM 2 TUTLY.

Cmamb

CepeqHiit moka3Huk AUC,, manarmi¢io3uHy y XKiHOK, 3a oliHKamu, 6yB mpubau3Ho Ha 22 % Bullle,
HIX y YOJIOBIKIB.

Pacosa HasnescHicmy

Hiskux KimiHiYHO 3HAYYIIUX BiIMiHHOCTEH Y CHCTEMHIN eKCITO3uIlil TikapCchKOro 3aco0y Mixk
IIpeiCTaBHUKAMU €BPOIEOITHOI, HETpoigHOI a0 MOHTOJIOIIHOI pacu He CIIOCTepiramocs.

Maca miaa

Excrmo3unisg pamnarnimo3uHy 3HUKYBaacs npu 30inbmenHi Macu Tina. OTXKe, MallieHTH 3 HU3BKOIO
MacoI0 Tijla MOXKYTh MaTH HEeNL0 MigBUIIEHY eKCIIO3UIIi0 JTIKapChKOTO 3aco0y, a MalieHTH 3 BUCOKOIO
Macolo Tijna - Jielllo 3HUKEeHY eKCII03HIIi0 JikapchKoro 3aco0y. OmHaK BiIMiHHOCTI B €KCIIO3Ullii He
BBAXKaJIUCA KIIIHIYHO 3HAYYIIUMU.

KrniniuyHi xapaKTepHCTHKH.
Iloka3aHnHs.
Llykposull diabem 2 muny

Jlikapcbkuit 3aci6 ®opkcira mokasaHuM TOPOCIUM Ta HiTAM BikoM Bif 10 pokiB amns NmiKyBaHHS
HEJIOCTaTHhO KOHTPOJILOBAHOTO IIYKPOBOTO MiabeTy 2 TUITy SIK NOMOBHEHHS [0 Mi€TH Ta Gi3uYHUX
HaBaHTAXKEHb:

- SIK MOHOTepaIlis, KOJIX 3aCTOCyBaHHS MeT(HOPMiHy BBaKa€EThCS HEMOXK/IMBUAM 4Yepe3
HEeIepeHOCUMICTh JIiIKapChKOTo 3acoby;

- y TIO€JHAHH] 3 iHIIUMHU JTiIKapChbKUMHU 3aco0aMu [ JTiKyBaHHS miabeTy 2 Tumy.

Pe3ynbraTu OOCTiXKEHD 00 MOENHAHHS JIiKapChKUX 3aC00iB, BIIMBY Ha I'TiKEMiYHUN KOHTPOJIb,
CepIIeBO-CYANHHI Ta HUPKOBI O], @ TaKOXK AOCIIIXKEHHS MOMYJIALii OUBITECS Y PO3Aiax



«OcobnmuBOCTi 3acTOCYyBaHHSI», «B3aemoist 3 iHIIMMY TiKapChbKUMU 3aco0aMu Ta iHIIT BUOu
B3aeMofin» Ta «PapMakoguHaMiKa».

Cepuesa HedocmamHicmb

Jlikapcekuii 3aci6 ®opkcira mokasaHUW OOPOCIUM AJIS JTiKyBaHHS CUMIITOMATAYHOI XPOHIUHOI
CeplieBOi HeIOCTATHOCTI 3i 3HUKEHOI0 (PpaKIli€lo BUKUAY.

XpoHiyHa xeopoba HUPOK

Jlikapcekuit 3aci6 ®opkcira mokasaHuM OOPOCIUM [JIS JTiKYBAHHS XPOHIYHOI XBOPOOU HUPOK.

IIpomunoka3aHHs.

[TigBuIleHa YyTIUBICTH [0 AiI040l PeY0BUHU ab0 0 Oyab-IKOi i3 JOMOMIKHUX PEeYOBUH.

B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

dapMaKoOWHaMi4Hi B3aEMO[I1

liypemuku

3acTocyBaHHS Hanariihpao3uHy Moxe 30iMbIINTY OiypeTUUHUYN e(EeKT Tia3ugHUX i MeTIHOBUX
IiypeTHuKiB, a TakK0xK MOXKe 30iTbITUTH PU3KK PO3BUTKY Merigparallii Ta apTepianbHol rimoTessii
(ouB. po3min «OcoOIMBOCTI 3aCTOCYBaHHS»).

IHCyAiH ma 3acobu, w,0 NOCuUAMb CEeKPeuito iHCYAIHY

[HCymiH Ta 3aco0H, 10 IOCUITIOITL CeKpelito IHCYiHy, Taki SK JIiKapChKi 3ac00u i3 rpymu
CyNb(OHINICEYOBUHY, BUKIIUKAIOTh PO3BUTOK TinoriaikeMil. TaKuM 4MHOM, [JIS1 3HUKEHHSI
PU3UKY PO3BUTKY TiNOrIiKeMil Ipu 3aCTOCYyBaHHI B KOMOiHalii 3 ganariidio3uHoM y
Nali€eHTiB i3 HyKpoBUM AiabeToM 2 THUILy MOxKe OyTH OOLITBHUM 3aCTOCYBaHHS OiNIbIIl HU3BKUX 103
iHcyniny a6o 3aco0iB, 1110 TTOCUITIOIOTh CeKpellito iHCcyminy (muB. po3min «Crocib 3acToCcyBaHHS Ta
no3u» Ta «[1o6iuHi peakirii»).

®apMaKOKiHETHYHI B3aEMOIi1

MeTabo7i3aM fgamnarinidio3uHy NpoXoauTh B OCHOBHOMY IIIJITXOM KOH 'IOrallil 3 IJIIOKypOHifoM,
onocepenkoBanol Y ®-rmokypoHinTpanchepaszoo 1A9 (UGT1A9).



Y xomi mpoBemeHHS OOCTiIXKEHb B yMOBaXx IN Vitro mamarmihao3uH He MPUTHIUYBaB i3ohepMeHTH
utoxpomy P450 (CYP) 1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4 Ta He
inmykyBaB CYP1A2, CYP2B6 a6o CYP3A4. TakuM 4MHOM, He OUiKy€EThCS, 110 Janariipio3uH
3MiHIOBaTHUMe MeTabOoiuHUY KIipeHC 0OJHOYACHO 3aCTOCOBYBAHUX JIiKapChKuX 3ac00iB, 1110
MeTab0i3yI0ThCs UMY HepMeHTaMHU.

BnnuB iHmux mikapchKuxX 3aco0iB Ha mamarnidhao3uH

HocnimKeHHS 3 BUBUEHHS B3a€MOJil, IIPOBeieHi 3a y4acTio 3M0POBUX NOOPOBOJIBIIIB 3
BUKOPUCTAHHSIM B OCHOBHOMY O[IHI€l 031 JTiKapChKOT0 3aco0y, CBif4YaTh IIPO Te, 110
(dhapMaKoOKiHETHKA Aanariio3uHy He 3MIHIOETHCS TIif Ai€l0 MeT(POPMiHY, MiOTIiTa30HY,
CUTArJNTHUHY, TTiMenipuay, Bornibosy, rinpoxnopoTia3uny, 6ymeTaHiny, BancapTany abo
CUMBaCTaTUHY.

[Ticns ogHOYACHOTO 3aCTOCYBaHHS Aamnariiduo3uny 3 pudaMoinuHOM (IHOYKTOPOM Pi3HUX aKTUBHUX
IIePEeHOCHUKIB Ta (epMEeHTIB, 1110 MeTaboIi3yI0Th JTiKapchKi 3ac001) criocTepiramocst 3HUKEHHS Ha 22
% cuctemuoi ekcno3utlil (AUC) manarnimo3uny, ane 6e3 KJIiHIYHO 3HAYyIIOI Ail Ha K06OBY
€KCKpelIilo TJII0KO03H i3 ceueto. KopuryBanHs 103U He peKoMeHOyeThcsd. KiiHiuHOo 3Hauymoro epekry
TP 3aCTOCYBaHHi JTiKapCchKOTro 3aco0y 3 iHIIMMY iHAYKTOpaMu (Halpukiaf, KapbaMa3emiHoM,
dbeniToiHoM, peHoOapOiTasoM) He OUiKYETHCS.

[Ticns ogHOYACHOTO 3aCTOCYBaHHS Aamnariidno3uny 3 MeheHaMOBOO KUCTIOTOIO (iHTibiTopoM
UGT1A9) cnocTepirasmocs 30inbllIeHHsI CUCTEMHOI €KCIT03ullil fanariidao3uny Ha 55 %, ane 6e3
KJTIHiYHO 3HA4yIIol Ail Ha J060BY eKCKpelliio III0K03HU 3 cedeto. KopuryBaHHs qo3u He
PEKOMEHOYETHCS.

Brnnue manarmidao3uHy Ha iHII giKapchKi 3aco0u

Hanarmihmo3un Moxke 30i/bIIIyBaTH BUBEIeHHS JIiTiIo HUPKaMHU, a PiBeHb JIiTil0 y KPOBi MOXKe
3Hu3uTUCA. [licnsg noyaTKy 3aCTOCyBaHHS Aanariaiio3uHy Ta 3MiHU 003U CJIif] YacTimne
KOHTPOJTIOBAaTH KOHIIEHTpALIilo JIiTii0 ¥ cupoBaTii KpoBi. HeoOximHO HampaBIaTH NallieHTa A0 JTiKaps,
SKWU IPU3HAUUB IIpemnapar JiTiio, A1 KOHTPOJII0 KOHIIEHTpallil JIiTiio y CHpOBaTIIi KPOBI.

B mocnmifkeHHSX 3 BUBUEHHS B3a€MOZIl, TPOBeIeHNX 3@ y4acTi0 3OPOBUX JOOPOBOJIBIIIB 3
BHUKOPUCTAHHSIM B OCHOBHOMY OfHi€i 03u JlikapchKoro 3acoly, JanarmihIo3uH He 3MiHIOBaB
(dhapMaKOKiHETUKY MeT(HOPMiHY, MIOTiTa30HY, CUTATINTHAHY, TTIIMEMipuLay,
rimpoxnopoTia3uny, 6yMeTaHiny, BaicapTaHy, JUTOKCUHY (cybcTpaTy P-gp) i Bapbapuny
(S-Bapdapuny, cydctpaty CYP2C19) abo aHTHKOArynsiHTHI epeKTu BapdapuHy, 1110
OIIIHIOBAJIMCS 3a MiKHapOJHHM HOPMasli3oBaHUM BimHommeHHIM (MHB). [ToemHaHHS Pa30BOi HO3K
mamnarmidmo3uny 20 Mr Ta cuMmBacTaTuny (cy6ctpary CYP3A4) mpusBoauso mo 36inements AUC
cuMBacTaTuHy Ha 19 % i 36inbmenus AUC cuMBacTaTHHOBOI KMCI0TH Ha 31 %. 36inmbIIeHHS
€KCITO3UIlil CUMBaCTaTUHY i CUMBaCTaTUHOBOI KUCJIOTH He BBaXKA€ThCS KIiHIYHO 3HAYYIIUM.



Bonus Ha pe3yabTaTH aHamidy Ha 1,5-anurimporayviuTton (1,5-AG)

MOHITOPHUHT IJiKeMiYHOT0 KOHTPOJIIO 3a JOIIOMOrok0 aHani3y Ha 1,5-AG He peKOMEHIYETHCH,
OCKiNTbKM TI0Ka3HUKM 1,5-AG € HeIOCTOBIpDHUMU [JIS OLIIHKK KOHTPOJIIO TJIiKeMil y IallieHTiB, sIKi
npuiiMatoTh iHribiTopu H3KTT2. [I519 MOHITOPUHTY TJIiKEMiYHOTO KOHTPOII0 PEKOMEHAYETHCS
CKOPHCTATHUCh aJlbTePHATUBHUMYU METOOAMHU.

iTn

HocmimKeHHS B3aEMO/Iii TPOBOOUINCS JIUILIE 3@ YYaCTIO OPOCIIUX Talli€HTiB.

Oco6.1ueocmi 3acmocy8aHHs1.

[MopyineHHs GYHKIII HUPOK

Yepes oOMexkeHUM OOCBig He PpEKOMEHYETHCS MOYMHATH JTiKyBaHHS HamnariidI03WHOM IMallieHTaM 3
MK® < 25 mu/xB.

Llykpo3HuxKyBanbHa e(eKTHBHICTh fanariaiha03uHy 3aeXKuTh Bif QYHKIIil HUPOK i 3HUKYETHCS Y
nanienTiB 3 IIK® < 45 m1/xB Ta, UMOBIPHO, BiICYTHS y NALi€HTIB 3 TAXKKUMU IOPYIIEeHHAMEI QYHKII
HUPOK (muB. po3min «Crocib 3acTocyBaHHS Ta [03u», «dapMakomguHaMika» Ta «®apMakOKiHETHKa»).

B ogHOMYy moOCTifKEeHH] 3a y4acTIO NallieHTiB i3 yKpoBUM AiabeToM 2 TUIY i3 TOPYIIeHHAM (QYHKIL1
HUPOK cepenHboro crymnens (IIK® < 60 mi/xB) mobiyHi peakuii y BUTIsAO] migBUIleHHS PiBHIB
KpeaTuHiny, docdopy, napatupeoigaoro ropmony (I1TT') i apTepianbHOI rinoTeHsil cnocTepiraaucs
yacTille y MalieHTiB, SKi OTpHMYyBasIy Oanaritidio3uH, HiXK y THX, AKi OTPUMYBaIH I1aiebo.

[opyieHHsa GYHKII TEeYiHKKA

IoCBif 3aCcTOCyBaHHS MiKAapChKOT0 3ac00y y KITiHIYHUX OOCTIIKEeHHIX 3a Y4acCTIO MallieHTiB 3
nopyieHHaM QyHKUii nevinku o6MexeHnuit. Excrio3unis nanarnidno3uny 30inbUIyeThCsA y TaIliEHTIB
3 TSKKUM IOPYIIeHHSIM GYHKII nmeuinku (muB. po3minu «Crmocib 3acToCyBaHHS Ta HO3U» Ta
«®apMaKOKiHETHKa»).

3acToCcyBaHHS MallieHTaM 3 PU3UKOM 3MeHIeHHs 00'eMY MiXKKITITUHHOI pinuHY Ta/abo apTepiaabHO0

rimoTeH3ieo

3aBOsSIKKM CBOEMY MeXaHi3My mil mamarmidao3uH 36inblye piBeHb Oiypesy, 110 MOXKe IIPUBECTH 10
IIOMIPHOTO 3HMKEHHS apTepialbHOI0 TUCKY, L0 CIIOCTEPIra€ThCs B KIIIHIYHUX JOCTiAKEHHIX (OUB.



po3nin «®@apmMakomuHaMmika»). Lle Moxke OyTu GinbIl BUPAXKEHO Y MAllieHTiB 3 OyKe BUCOKUMU
PiBHSIMH TJIIOKO3U B KPOBI.

Cnip goTpuMyBaTHCs 00epeKHOCTI MallieHTaM, AJd SKUX MMaAiHHSA apTepialbHOTO TUCKY, BUK/IUKaHe
3aCTOCyBaHHSIM Janarii(o3uHy, MOXKe CTaHOBUTH HeOe3MeKy, HallpuKial, NallieHTaM 3
apTepianbHOIO TiMOTEH3i€l0 B aHaMHe3i, sIKi MpuiMaloTh aHTUTIePTEeH3UBHI JlikapchKi 3acobu, abo
nalieHTaM JIiTHBOTO BIKY.

Y Bumapkax CymyTHiX 3aXBOPIOBaHb, III0 MOXKYTh IIPU3BECTH [0 PO3BUTKY 3MEHIIEHHS 00’ eMy
MiXKJTIITUHHOI PifVHY (HapUKJIaj, 3aXBOPIOBaHHS IITYHKOBO-KUIITKOBOTO TPAKTY), PEKOMEHAYETHCS
IIPOBOAUTY PETEIbHUIN MOHITOPUHT CTYIEHs 3MeHIIEeHHS 00’ eMy MiXKJTITUHHOI PifuHY (HapUKIIaf,
¢isukanbHe 00CTEKEHHS, BUMipIOBaHHS apTepialbHOTO TUCKY, TabopaTOPHi aHali3u, BKIT0Yaoun
piBEeHb TeMaTOKPUTY) Ta PiBHIB eNeKTpomiTiB. [lallieHTaM, y SKUX BUHUKA€E 3MEHIIEHHS 00’ €My
MiXKJTITUHHOI PifUHU, PEKOMEHIYEThCS TUMYACcOoBe IPUNMHEHHS JIIKyBaHHSA JanariaihI03uHOM [0
TOT'0 Yacy, IIOKYM 3MeHIIeHHS 00'eMy MiXK/TITUHHOI pinuHu He 6yae ycyHeHe (nuB. po3gin «I1ob6iuni
peaxiii»).

[MiaOeTHYHUN KeTOAlMa03

Bynu oTpuMaHi moBimOMIEHHS PO PigKi BUNagKy AiabeTuyHOTo KeToanuao3y ([IKA), B Tomy gucii
3arpo3/IMBOro Ta GaTanbHOTO OJIS KHUTTS, Y MAI€HTIB, SKi OTPUMYyBasu iHTiGITOPH HATPi3aIeKHOTO
KOTpaHcnopTepa rmoko3u 2-ro tuny (iH3KTI'2), y Tomy 4ucni ganarmidno3uH. Y psfi BUlafKiB cTaH
IIPOSIBIIIBCS @TUIIOBO, TiIbKY MTOMIPHUM ITiABUIIEHHSIM PiBHS T'II0OKO3U Y KPOBi He OifbIlle HiX [0

14 mmons/n (250 mr/gon).

fIKII0 y malfieHTa CrocTepiraloThes HecnelnudiyHi CHMIITOMH, Taki SK HyOoTa, O6II0BaHHS, aHOPEKCis,
6inb y XKMBOTi, HaAMipHa cIipara, yTpyaHeHe OUXaHHS, CIIyTaHiCTh CBiIOMOCTI, MigBUIIIeHA
BTOMJTIOBaHiCTh @60 COHJIUBICTH, CITiJi BpaXOByBaTU PU3UK PO3BUTKY AiaOeTHUYHOTO KeToauuno3y. [1pu
BUHUKHEHHI TaKUX CUMIITOMIB, He3aJIe3KHO Bifl PiBHS T'II0KO3U KPOBi, HE0OXigHO HeTallHO 00CTEKUTH
mallieHTa Ha IIpeaMeT HasgBHOCTI KeToaluao3y.

Y nauieHTiB 3 migo3poio Ha [IKA abo mpu 1#0To AiarHOCTYBaHHI JTiKyBaHHS AanariiidIo3uHOM CIIif
HeraHo MIPUIAHUTH.

[TamieHTaM, rocriTanizoBaHUM OJIS1 TPOBEEHHS BEJIMKUX XipypriYHuX BTpydaHb ab0 3 IPUBOOY
CepHO3HUX I'OCTPUX 3aXBOPIOBAHb, IIKyBaHHS CJIif] IPU3YIUHUTHU. Y TaKUX IAIi€HTIB pEKOMEHI0BAHO
3O1MCHIOBATU MOHITOPUHT PiBHS KeTOHIB. [lepeBary BigfarTh BUMIPIOBAHHIO PiBHS KETOHIB ¥ KPOBI, a
He y ceui. JIlikyBaHHS gamnariiI03MHOM MOXKHa BiTHOBUTH ITiC/Is HOpMaJi3allil piBHS KETOHIB Ta
crabinizauii ctany nalfieHTa.



[Tepen moyaTKOM JIiKyBaHHS [AanaritidI03MHOM CIIif pO3TISHYTH GaKTOPU B aHaMHe3i malfieHTa, sKi
MOXKYTh CIIPUSITA PO3BUTKY KETOALUI03Y.

[lo maIfieHTiB, SIKi MOXKYTh MaTH IiABUILIEHNN PU3UK PO3BUTKY [IKA, HajexkaTh NallieHTH 3 HU3bKUM
GyHKLiOHATEHUM pe3epBoM OeTa-KIiTHH (HalmpuKiaf, Mali€eHTH i3 HyKPOBUM AiabeToM 2 TUIY 3
HU3BKUM piBHEM C-nentuny abo 3 mTaTeHTHUM ayToiMyHHUM AiabeToM mopocnux (LADA) a6o
MAIliEHTH 3 TAHKPeaTUTOM B aHaMHe3i), MallieHTH 3i CTaHaMU, IKi MOXKYTb IPU3BOIUTH 10
00MeKeHOr0 BXKMBaHHS 1Ki a00 BaXKKOT0 3HEBOIHEHHS, TALliEHTH, JO03U IHCYIIiHY O/ IKUX 3HUXKEHI,
Ta MallieHTH 3i 30i/bIIeH0I0 MOoTPe6oI0 B iHCYJIiHI BHACTIOK TOCTPOT0 3aXBOPIOBaHHS, XipypriyHOTO
BTpPy4aHHS a00 3710BXKKBaHHA anKoroyiieM. 3actocoByBatu iH3KTT2 Takum mallieHTaM CIif 3
00epexHiCTIO.

BipnosmroBatu nikyBaHH iH3KTT'2 naniertam 3 monepenHso nepeHeceruM [1KA, 1110 BUHUK i 4ac
nikyBaHHS iH3KTI'2, He peKOMEHYeThCS, OKPIM BUMAIKIB, KOJIU BUSBJIEHO Ta YCYHEHO IHIIUY YiTKUI
daxTop po3BUTKy HKA.

Iani, oTprMaHi i Yac KIiHIYHUX AOCTiAKEeHb Janarii¢pIo3ruHy y MalieHTiB i3 mykpoBuM giabetoMm 1
TUIY, CBig4aTh Opo Te, 0 [IKA BUHUMKAE i3 3aranbHOI0 4acTOoTO10. He citig 3acTOCOBYyBaTH
nanarmido3un gy JiKyBaHHS MAIi€eHTIB i3 IyKpoBuUM fiabetom 1 Tumy.

HexkpoTtuunui dacuuit npoMexuHu (raurpesa OypHLE)

[ToBimoMnsnoCs IIpo BUNAAKU HEKPOTUYHOTO (HacuuiTy MPOMEXUHY (TaKOXK BiOMOT0 SIK TaHTpeHa

OypHBE) ¥ KIHOK Ta 4OJIOBIKiB, sKi oTpuMyBanu inridiTopu H3KTI2 y micngpeecTpaliiiinuii mepion

(muB. po3min «I[To6iuni peakuii»). Lle € pigkicHUM, ajle CepUO3HUM Ta IMOTEHLINHO 3aTPO3/TUBUM MJIS
KUTTS CTAHOM, III0 BUMAra€ TEPMiHOBOTO XipypriyHoro BTPy4YaHHS Ta aHTHOIOTUKOTeparrii.

[TauienTaM Tpeba peKOMeHIyBaTH 3BePTATUCS 10 MEOUYHY JOIOMOTY, SKII0 Y HUX BUHUKIIA
KoMOiHallis TaKUX CUMIITOMIB, K 6iJib, 4y TIUBICTh, €pUTEMa UM HAOPSK y OiNSHII CTaTeBUX OPTaHiB
YU IIPOMEXKUHHU, 10 CYIIPOBOMAXKYIOTHCS IMXOMaHKOI0 ab0 He3myKaHHIM.

Tpeba 3HaTH, 1110 HEKPOTUUHOMY (acUUiTy MOXKe IepefyBaTH yporeHiTanbHa iHGeKIis yu
neprHeanbHUi abcuec. AKIo migo3pioTh raHrpeny OypHbE, 3aCTOCYBaHHS JTiKAapPChKOT0 3aco0y
®opkcira Heo6XiTHO CKaCyBaTH Ta HETAMHO PO3MOYaTH JiKyBaHHS (Y T. 4. 3 aHTUOIOTUKAMU Ta
XipypriyHuM BUAAJIEHHSIM HEKPOTUYHUX Mac).

IHdexKIil ceYOoBUBITHUX IINAXIB

EKCKpel1is T/1I0K03H i3 ceyeto Moxe OyTH MOB’s13aHa 3 MiBUIIIEHUM PU3UKOM PO3BUTKY iHGEKIIiI
CEYOBUBITHUX IUISAXiB; TAKUM YHHOM, IIPH JIiKyBaHHI mienoHedputy abo ypocemncucy Mmoxe 6yTu
OOLIIPHUM THMYaCOBe IPUNIMHEHHS 3aCTOCYBaHHS Aanariidio3uny.



IMamiesT MiTHLOrO BiKY (= 65 pokis)

[TalieHTH NMITHHOTO BiKY MalOTh OiNIbIINI PU3UK PO3BUTKY 3MeHIIeHHsS 00’eMy MiXKKJiTHHHOI PifiWHHU,
a TAKOXK YacCTillle OTPUMYIOTh JIIKyBaHHS [AiypeTUKAMHU.

[TauieHTH NMITHHOTO BiKYy YacCTillle MalOTh MOPYIIEHHS HUPKOBOI QYHKIIii Ta/ab0 OTPUMYIOTH JIiKyBaHHS
aQHTUTINEePTEH3UBHUMHU JIiIKapCHKUMU 3aco0aMu, 10 MOXKYTh CIIPUYUHSATH 3MiHM HUPKOBOI QYHKIII,
TaKHMH K iHTi0iTOpU aHTi0TEeH3UHIIepeTBOPIoIYoro pepmeHTy (1ATIP) Ta 6/10KaTOPU PElenTopiB
anriotensuny II Tuny 1 (BPA).

II7g malieHTiB IITHHOTO BiKy HafalOThCS Ti K caMi peKOMeHAaIlil CTOCOBHO HUPKOBOI QYHKIII, 5K i
OJ1s1 BCiX MalrieHTiB (quB. po3minu «Cmocib 3acTocyBaHHS Ta mo3u», «OCOOIUBOCTI 3aCTOCYBAHHSI»,
«[TobiyHi peakuii» Ta «®apMakKoguHaMiKa»).

CepliieBa HEIOCTaTHICTh

IlocBif 3acTocyBaHHA manariipIo3uHy B paMKax KJIiHIYHUX OOCHiAXKeHb nanieataM [V kmacom
CepIIeBOil HeMOCTaTHOCTI 3a Knacudikariiero NYHA o6mexxkeHUH.

XponiuHa xBopoOa HUPOK

BipcyTHilt mocBig 3acToCyBaHHS mamariidmo3uHy s MiKyBaHHS XPOHIYHOI XBOPOOU HUPOK Y
nalieHTiB 6e3 MyKpoBOro fiabeTy, gKi He MalOTh anbOyMiHypil. [TalieHTy 3 anbOyMiHypi€I0 MOXKYTh
OTpuUMaTH OiNbIITy KOPUCTH Bif JIiKyBaHHS AamnariihI03uHOM.

AMnyTalril HUXKHIX KiHIIIBOK

Y IOBroCTpOKOBUX IMOTOYHUX KITiHIYHUX HocimxkeHHaxX 3 iHmuMu iH3KTI2 mpu miykpoBomy miabeTi 2
THUIIYy CIIOCTEPIrasoch 3pOCTaHHS KiTbKOCTI BUMIAAKIB aMIyTallil HUXKHIX KiHIIIBOK (TOJIOBHUM YHHOM,
nasnblg cronu). HeBimoMmo, uu 1ie eeKT Kiacy niKapchkKux 3aco6iB. BaK/IMBO pafiuTH MallieHTaM i3
IIyKPOBUM [liabeTOM CTaHAAPTHUY MPOQiNaKTUYHUN OOTJIALN 3a CTOIOI0, 5K i BCiM XBOPKUM Ha
IIyKpOoBUil miabeT.

Ominka 1ab0opaTOPHMUX aHANi3iB cevi

[NauieHTH, sIKi OTPUMYIOTH JTiKapchKui 3acid ®opkcira, MaTUMyTh IIO3UTUBHI Pe3y/TbTaTH aHaIi3y Ha
TJII0KO3Y B Cedi 3 oIy Ha MexaHi3M fil TikapchbKoro 3acofy.



JIakTO3a

TabmeTKy MicTSATH TakTO3y. [lamieHTaM 3 piAKiCHUMU CIIagKOBUMH IIpo0ieMaMy HellepeHOCUMOCTi
rajlakTo3H, JaKTa3HOI HeJOCTaTHICTI0 ab0 ManbabcopOilieio TII0KO3U-TalakKTO3U He CITif
3aCTOCOBYBATH e JTiKapChKUM 3acib.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

BariTHIiCTB

IaHUX OO0 3aCTOCYBaHHA AamnariihI03uHy BariTHUMU XKiHKaMU HeMae€. [oCTiixKeHH Ha Iypax
BUSIBUJIM TOKCHUYHUM BITUB JTiKapChKOTO 3ac00y Ha HUPKHU Y XO[i 1IX PO3BUTKY B IIepiof Yacy, 110
BI[IIOBia€ OPYroMy i TPETLOMY TPUMECTPY BariTHOCTI ¥ JIIOAUHU. TaKUM YUHOM,
3aCTOCYBaHHS Janariihio3uHy He PeKOMEHIYETHCA IIiff Yac OPYroro Ta TPeThHOro
TPUMECTPIB BariTHOCTI.

[Ipu BcTaHOBNEHHI (PaKTy BariTHOCTI MiKyBaHHS HanariaihI03MHOM CIIiJ IPUITUHUTH.

l'ogyBaHHS TPYOIIO

Hesigomo, uu BUAinsAeThCA Aanariaihao3ul Ta/abo #oro MeTaloliTi y TPyAHE MOJIOKO JTIONUHH.
HasiBHi maHi, oTprMaHi y Xofi (papMaKOIOTiYHUX/TOKCUKOIOTiYHUX AOCIiIXKEHb, TPOIeMOHCTPYBaIIH
eKCKpellifo mamariidmo3uHy/mMeTaboliTiB y MOJIOKO, a TaK0XK (papMaKoJIorigyHO-0mmocepeIKoBaHi
e(eKTH y IOTOMCTBA IIiJ Yac IPygHOT0 BUTOJOBYBaHHS. PU3UK O/ HOBOHAPOAKEHUX/HEMOBIIAT HE
Moxe OyTH BUKJTIoueHUH. [Janarmihao3uH He CIIifl 3aCTOCOBYBATH IIiJ] YaCc TOAYBAHHS TPYOIO.

PenponovkTuBHA MVHKITIS

Bnnus pmanarmi¢mo3uHy Ha penponyKTHUBHY QYHKIIIIO Y IIOOWHY He BUBYABCA. Y CaMIIiB i caMOK
TBapUH 3aCTOCYBaHHA JanariidhI03uHy He BIUIUBAJIO Ha (EePTUNBHICT IPU 3aCTOCYBaHHI
niKapchKOro 3acoby B Oyab-sIKil MOCHiAXKYyBaHil [03i.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyeaHHi aeBmompaHcnopmom abo iHwumu
MexaHiamamu.

Jlikapcbkuit 3aci6 ®opkcira He BIIMBaE abo HE3HAYHO BIIJIMBA€E Ha 3JaTHICTh KepyBaTH
TPAHCIOPTHUMM 3aco0aMu Ta MpaIlloBaTH 3 MexXaHidaMaMu. [TallieHTiB CIif monepeguTy Ipo
PHU3UK PO3BUTKY TiMOTJIiKeMil IIifi 9ac 3aCTOCyBaHHA Aanarii¢io3uHy B MOEOHAHHI i3
Cynb(OHiNCe4Y0BUHOW abo iHCyIiHOM.



Cnoci6 3acmocyeaHHs1 ma 0o3u.

[To3yBaHHS
Llykposuil diabem 2 muny

PekomeHoBaHa [103a ganaritigno3uny cTaHoBUTE 10 Mr omuH pa3 Ha go0y.

[Tpu 3acTocyBaHHI ganarnidno3uny B KoMOiHallil 3 iHcyiHOM abo 3acobaMu, II10 TOCUIIOI0Th
CEKpeIIilo iHCYIIiHy, TAKUMHU 5K CYJb(OHITICEYOBHHA, 3 METOI0 3HUXKEHHS PU3UKY PO3BUTKY
rinormikeMii CJTif pO3TrIsTHYTH MOXKIUBICTb 3aCTOCYBAHHST HU3BKUX 103 iHCYIiHYy abo 3aco06iB, 1110
TIOCUITIOIOTH CEKPeIlito iHCy iy (OuB. po3ninu «B3aemogmis 3 iHIIMMY JTiKapCbKUMHK 3aco0aMu Ta i
BUIM B3aeMofini» i «ITobGiuHi peakiii»).

Cepuesa HedocmamHicmb

PekoMmeHiOBaHa 03a gamariidmo3uny cTaHOBUTH 10 MI oguH pa3 Ha [o0y.

Y nocnigxenni DAPA-HF mamarmi¢gno3uH npr3HayaBCs B MOETHAHHI 3 iHIMMMU JTiKapChKUMHU
3acobaMu OyIsl JIiKyBaHHS CEPIIeBOI HEJOCTATHOCTI (IuB. po3min «dapMaKoguHaMIKa»).

XpoHiuHa x80poba HUPOK

PexomeHfoBaHa [io3a gamnariidno3uny ctaHoBUTh 10 Mr ofmuH pa3 Ha go0y.

Y pmocnigxenni DAPA-CKD pamarmi¢gno3us npr3HadyaBCs B MOENHAHHI 3 iHIIMMU JTiKapChbKUMU
3acobaMu OJ1s1 JIiKyBaHHS XPOHiIYHOI XBOPoOU HUPOK (auB. po3min «PapMaKoguHaMiKa»).

Ocob.auei epynu nauieHmia

IMauieHmu 3 nopyweHHAM PYHKUil HUPOK

Kopekuist 1o3u Ha OCHOBi (D)yHKIIii HUPOK He TOTpi0OHa.

Yepes oOMexKeHUM OCBi He PEKOMEHAYETHCS MTOYMHATH JIIKyBaHHS Aamariiidio3uHoM MallieHTaMm i3
IIK® < 25 m/xB.



Y manieHTiB 3 I[yKpOBUM fiabeToM 2 TUIy LyKPO3HUXKyBalbHa e(eKTUBHICTh manariiprio3nny
3HUKYETHCS, KONU MBUIKICTh KIIy004uKoBOl dinbrparil (IIIK®) < 45 Mi/xB, Ta, IMOBIpPHO, BiICYTHS Y
Nalli€HTIB 3 TAXKKUMU NOPYIIeHHAME QYHKIIl HUPOK. Tomy, akuio noka3Huk [IK® Huxge 45 M/XB,
OTPiOHO PO3TISTHYTH MOXKJIUBICTh 3aCTOCYBAHHS MOJATKOBOI TillOTTiKeMiYHOI Teparil [JIs mamieHTiB
3 IIyKpPOBUM [iabeToM 2 Tumy, siki moTpebyi0Th OaTKOBOT'0 I'TiIKeMiYHOT0 KOHTPOJIO (IUB. PO3AiNu
«OcobnuBoCTi 3acTocyBaHHS», «[100iyHi peaknii», «PapMakoauHaMmika» Ta «PapMaKOKiHETHKA).

ITauieHmu 3 nopyweHHAM (PYHKUil NeyiHKu

[MamienTaM 3 mopyieHHAM QyHKIIl TeYiHKy J1erKoro abo cepeHbOTO CTYIIEeHS KOPEKIis 03U He
noTpibHa. ITarieHTaM 3 TSXKKUM NMOPYLUIeHHSAM (QYHKITI eyinKy TiKapchKui 3aci0 peKOMeHIYETLCS Y
IIOYaTKOBIi 031 5 Mr. AKio mikapckKui 3acib mobpe mepeHoCUThCs, No3y MoxkHa 30inpuuTy 0o 10
Mr (guB. po3minu «Ocob6IMBOCTI 3aCTOCyBaHHSI» Ta «PapMaKOKiHETHKA»).

ITauieHmu aimHb020 BIiKY (= 65 pokKie)

KopurysanHs 1o3u, 06yMoBJIeHe BiKOM IallieHTa, He oTpibHe.

Cmocib 3acTocyBaHHS

Jlikapcekuii 3aci6 ®opkcira moTpidHO NMprUiiMaTH BHYTPIIIHBO OOWH pa3 Ha [o0y B Oymb-sIKUU 4ac
mo0Ou, He3asiexkHo Bif nmpuitoMy ixi. TaOneTKu Cif KOBTATH ILIiTUMHU.

Himu.

Ina niKyBaHHS LIyKpOBOTO HAiaGeTy 2 Tuny y HiTed BikoM Bif 10 pokiB KOPEKIIisl 403U JIiKAPCHKOTO
3aco0y He moTpibHa (muB. po3minu «PapMakoguHaMika» Ta «PapMaKoKiHEeTHKA»). [JaHUX IIOMO
3aCTOCYBaHHS JIiIKapChKOTr0 3aco0y miTsaM BikoM mo 10 pokiB HeMaeE.

Besneka Ta eeKTUBHICTh manariaidpio3uHy A TiKyBaHHS CeplieBol HeIOCTaTHOCTI abo NiKyBaHHS
XPOHIYHOI XBOPOOH HUPOK [JIs miTed BikoM ° 18 pokiB Ha I1el 4ac e He BCTaHOB/eHi. [laHi BiICyTHi.

IlIepedo3yeanHsi.

Hanarmihm03uH He TPOIeMOHCTPYBAaB KOJHUX 03HAK TOKCUYHOCTI ¥ 3O0POBUX YYaCHUKIB
OOCHiAXKEeHHS IIpU IIepopaibHOMY 3aCTOCyBaHHI pa3oBux 703 0o 500 mr (B 50 pasiB Buiie
MaKCHMaJIbHOI PeKOMEHI0BAHOI 03K IJIS JIIOAWHY). Y IIUX YYaCHUKIB HOCITiIKEeHHS MOXKHa 0yy0
BUSIBUTH TJIIOKO3Y B CeYi IPOTATOM [0303aJIe3KHOT0 IIepiony dacy (He MeHIe 5 gHiB Ang go3u 500 mr)
0e3 BuMaKiB merifparaitlii, apTepianbHol rimoTeH3sii abo enekTposiTHOTro AucHanaHcy, a Takox 0e3
KJTiHiYHO 3HauyIoi ail Ha inTepsan QTc. YacToTa po3BUTKY Timoriikemil 6yia mofgibHO0 A0 YacTOTH
B I'PYIIi 3aCTOCyBaHHA ITane6o0. VY KIiHIYHUX OOCTigKEeHHIX, B SKUX 3aCTOCOByBanucs go3u fo 100 Mr
omuH pa3 Ha moOy (B 10 pasiB Bullle MaKCHMaIbHOI PEKOMEHIOBAHOI TO3U [IJIsS JIIOAUHY) IPOTSATOM 2



THKHIB 3I0POBUM y4aCHUKAM AOCTiAKEHHS Ta IallieHTaM 3 I[yKPOBUM fiabeToM 2 THIy, 4aCcTOTa
BUHUKHEHHS Tinmorjikemii 6yna Tpoxu BUIIOIO, HiXK y TPYIi 3acTocyBaHHs myatebo, i He Gyna
mo303aexHo0. YacToTa noOiYHMX peakIlil, BKITIOYA04H ferimparaltiio abo apTepianbHy TimoTeHsio,
Oyrna momi6HOI0 [0 YaCTOTH Y TPYI 3acTOCyBaHHS Milanebo; KIiHIYHO 3HAYYILi f0303a/IeXHi 3MiHM B
nabopaTOPHUX MMOKAa3HUKAaX, BK/IIOUAI0OYH PiBHI €JIEKTPOIiTiB Ta 6ioMapKepiB QPyHKIIl HUPOK Y
CUPOBATIIi KPOBi, HE BigMidanucs.

Y Bunapxy nepeno3yBaHHA CJIi pO3MOYaTH BiANIOBiIHE MiATPUMYBaJibHE JIIKYBaHHS, 110
BM3HAYAETHCS KIIIHIYHUM CTAHOM MallicHTa. BuBegeHHs manarii¢pao3uHy 3a JOIIOMOTr 00 reMofiai3y
He BHBYAJIOCS.

ITobiuni peakuii

Pestome npodinio Ge3meru

LlykpoBuii miabeT 2 TUIy

Y kmiHiYHUX JoCHiAXKeHHX Agiabety 2 tuny noHap 15 000 maiieHTiB OTpUMYBaIy JTiKyBaHHS
manariidro3uHoM.

[TpoBeneHO NEPBUHHY OIIiHKY 0€3IeKU Ta IepeHOCUMOCTI y TIOIlepeaHb0 3alaHOBaHOMY
00’emHaHOMY aHaumi3i 13 KOPOTKOCTPOKOBUX (00 24 THXKHIB) M1alle60-KOHTPOJILOBAHUX
OOCTiAKEeHHSX, 3a y4acTi 2360 nauieHTiB, SKi oTpuMyBanu ganariiguao3uH y 1o3i 10 mri 2295, axi
OTpUMYBaJu Iyianebo.

Y kJ1iHiYHOMY OOCHigKeHHi BIIJIUBY Hanariai¢hI03UHy Ha CEepIieBO-CyqUHHY CUCTEMY Y MAalli€HTiB 3
1ykpoBuM miabetom 2 tumy (mocnmigxenHs DECLARE, nus. po3nin «®apMakoguHaMika»)

8574 nanieHTiB oTpuMyBanu ganariidno3us y go3i 10 mr Ta 8569 mairieHTiB oTpuMyBau 1miaiebo
IJIsT CepeHbOro Yacy ekcrno3utii 48 micsnis. Ycboro 6yno 30623 manieHTo-poKiB eKCII03ullii
nanarmiipao3uHy.

Hai6inbIn yacToro nmobivyHoo0 peakilielo MpoTAroM KITiHIYHUX JoCTigKeHb Oynu reHitanbHi iHpekii.

Cepuesa HedocmamHicmb

Y mocnifKeHHI BINIUBY Aamnariidio3uHy Ha CeplieBO-CyIUHHY CHCTEMY IAalli€HTIB i3 ceplieBoio
HeIOCTATHICTIO 3i 3HUKEHOI0 ¢ppakuieto Bukuny (nocnimxkenus DAPA-HF) 2368 maiienTis
orpumyBanu 10 Mr manarmidmo3uny Ta 2368 mamieHTiB — mane0o 3 cepefHbO0 MefiaHow Jacy 18
MmicsiiB. [Tomynsiig namieHTiB BKIl0Yasia MalieHTiB i3 mykpoBuM giabetoM 2 Tuny Ta 6e3 HBOTO, a
TaKOXK MamieHTiB i3 pIlIK® = 30 mn/xe/1,73 M-,



3aranpHUY Mpodins Oe3neku manariihI03uHy y MallieHTiB i3 ceplieBoi0 HeOCTaTHICTIO BiATIOBinaB
BimoMoMy nipodinio Oe3neku ganariihao3uxy.

XpoHiyHa x8opoba HUPOK

Y mocnimKeHHi BINIUBY manariidIo3uHy Ha HUPKU y TALli€HTIB i3 XpOHIYHOI0 XBOp0060I0 HUPOK
(mocnigxxenHsa DAPA-CKD) 2149 narienTiB otpumyBanu 10 Mr ganarnidno3uny ta 2149 namienTiB —
n1ane6o 3 cepeNHboI0 MefiaHo yacy 27 micsuis. [Tomynsiiis focifXKyBaHUX BKII0Yasla MallieHTiB i3
IyKpoBUM miaGeToMm 2 Tumy Ta 6e3 mykposoro miabety, i3 pIIIK® = 25 mo < 75 mn/xs/1,73 M’ Ta
anbOyMiHypi€eto (cmiBBigHOIIEeHHS anbOyMin/ kpeaTturin B cedi [UACR] = 200 ta < 5000 mr/r).
JIikyBaHHS IIPOJOBKYBaH, AKIo piBeHb pIIK® 3HuKyBaBCcsa HuKYe 25 Mi/xB/1,73 M.

3aranpHuM mpodins 6e3neku manariidhI03uHy B MallieHTiB i3 XpOHiIYHOI0 XBOP0OO0I0 HUPOK BigIIOBiaB
BimoMoMmy mipodinio 6e3mneku manariihao3uny.

[Tepemnik mo6iYHUX PeaKIIin

HaBepeHi Huxk4e nobiuni peakiii 6ynu imenTudikopani y mnamne6o-KOHTPOIbOBAHUX KITIHIUHUX
IOCTimKeHHSX. BcTaHOBNEHO, 110 XK0OHA 3 HUX He Oyra mo303amexHo0. [To6iuni peakiril
K1acu(QiKylOThCSA 3a 4aCTOTOI0 Ta CHCTeMaMH opraHiB. KaTeropil 4acToTu BU3Ha4aauCs 3TigHO 3
TaKUMU KpUTepiamu: gyxe gacto (= 1/10); gacto (Big = 1/100 mo < 1/10); mevacrto (Big = 1/1000 mo
< 1/100); pimko (Bim = 1/10000 mo < 1/1000); oy=xe pigko (< 1/10 000); yacTtoTa HeBinoma
(HeMOXKJIMBO OIIHUTH Ha OCHOBI HasIBHMUX MAHUX).

Tabauus 6. ITobiuHi peakuii y naau,eb60-KoHMPOAb08AHUX O0CAIONHCEHHAX" ma nicaspeecmpauitiHull
doceid 3acmocy8aHHA

Cucmema
opaatia
[Hdekuii Ta ByIbBOBAriHIT, ['pubKoBa Hexkpotuuruit dpacuuirt
iHBasii GasaHiT inpexmia IPOMEXHUHY (TaHTPeHa
i cynyTHi iHbeKIii OypHLE)" ™

CTaTeBUX
opranis™®*
[HDeKITisT
CeYOBUBITHUX
msxip™®

/Tyoice yacmo  [Hacmo* Heyacmo** Pioko Tyoice pidko




3 6oky oOMiny  [[imormikemis (y 3MeHIIeHHS [iaGeTHuHUN

[PEYOBUH i pasi 00’emy KeToalua03
Xxap4YyBaHHS 3aCTOCYBaHHS Y [M03aKMTUHHOL |(IpH
KoMOiHarii i3 piguaR" 3aCTOCYBaHHI
CC a6o Crpara” npu
incymizom)’ [yKPOBOMY
miabeTi
2 Tumy)®*"
3 60Ky HEPBOBOI 3amaMoOpoOYeHHS
CHUCTEMHU
3 6OKy TpaBHOI 3amop”
CHCTeMH CyXiCTb y POTi
3 60Ky IIKipu Ta Bucum’ AHTiomeMa
ii moxigHuX
3 60Ky KiCTKOBO- Binb y cnuHi

IM’s130BO1 cucTeMu
Ta CIIOJIy4YHO1

TKQHWHA
3 60Ky HUPOK i Mu3ypis Hiktypis ™ TyGyIoiHTep-CTHIaTbHUT
CEYOBUBIIHUX [Tomiypis ™ HepUT
ITISTXIB
3 60Ky CBepbix y
PETPONYKTHBHOI MingHI BYJIbBU
cucTeMu Ta Ta miXBU
MOJIOUHUX 32103 CBepbix y
MiTTSTHIT
CTaTEBUX
opraHis~
BigxuneHHs Bif TTigBUIITeHUN [TimBUIIIEeHUH
HOPMHU, BUSBIIEH] reMaTOKPUT® piBeHDb
y pe3ymbraTi SHUXKEeHU! KpeaTUHIHY
1abopaTOPHUX HIPKOBHI KIIipeHC|KPOBI IPOTATOM
TOCJIiI>XXEeHb KpeaTUHIHY TI0YaTKOBOTO
[IPOTATOM nikyBaHHS"
T0YaTKOBOT'O [TimBUIIIEeHUI
niKyBaHH piBeHb
Mucmninigemis® CE4OBUHU
KPOBi
3MeHIIeHHS

fmacu Tina”

ady TabIuIli MpefcTaBieHi maHi 3a mepion TpuBaIicTO M0 24 TUXHIB (KOPOTKOCTPOKOBI [aHi),
He3aJIe’KHO Biff HaJaHHS HEeBiAKIIa[HOl JOIIOMOTH Y pa3i MifBUIIeHHS UM 3HUKEHHS PiBHS TJII0K03U
KPOBI.

6

HonaTkoBy iH(pOpMaLiio MOoXKHa 3HAUTH Y BiATIOBIAHUX MifpO3AiTax HUXKUE.

B o BynmbBOBariHiTy, 6anaHiTy Ta CymyTHiX iHGEKIIi! cTaTeBUX OpraHiB HajexXkaTh, HallPUKJIIaf, Taki
IoTIepeHb0 BU3HAYEHI TepMiHM ITepeBaKHOT0 BUKOPUCTAHHS: By/IbBOBariHaIbHA TPUOKOBA
index1is, BarinanbHa iHek1is, 6ananiT, rpubkoBa iHbeKIlisg cTaTeBUX OpPraHiB, ByJIbBOBariHaIbHUN
KaHOU03, By/IbBOBATiHIT, KAHAWOO3HUM 6anaHiT, KaHOU03 CTaTEBUX OpPraHiB, iH(eKIis cTaTeBUX
oprasiB, iH(EeKIIis 40I0BiUNX CTaTeBUX OPraHiB, iHGeKIlid meHica, BYIbBIT, 6aKTepialbHUM BaTiHIT,
abcliec BY/IbBH.

I'o iH(peKIIi ceyoBUBIMHUX IIIJIAXIB HaJIeXKaTh TakKi TePMiHHU IepeBakHOT0 BUKOPHUCTAHHS,
HaBe[leHi y MOPSIAKY YaCTOTH: iHPEKIlisT CeY0BUBIAHUX IIISIXiB, IUCTUT, €IePUXiO3Ha iHPEKIis



CEeYOBUBIOHUX LINAXiB, iHPEKIlid CeU0CTaTeBUX LIJIIXiB, M€NOHE(PUT, TPUTOHIT, YPETPHUT,
iH(eK1is HUPOK Ta IPOCTaTHUT.

r o 3MeHIIeHHS 06’eMy II03aK/IITUHHOL pifHY HaJleXXaTh, HalpUKJIaf, Taki monepefHbo BU3HAUEHi
TEePMiHU ITepeBaXKHOTO BUKOPUCTAHHS: OerigpaTallid, TilloBOIeMis, apTepianbHa rinoTeHsis.

A Ilo momiypil HaymeXkaTh TakKi TEPMiHM IIepeBaKHOT0 BUKOPUCTAHHS: MOJIaKiypis, momiypis,
30inbIneHHST 00’€MYy CEYOBUITYCKAHHS.

€ CepenHs 3MiHa Bif BUXIIHOT'0 PiBHA reMaToKpuTy cranosuna 2,30 % y pa3i 3aCTOCyBaHHS
namnarmihmo3uny y mo3i 10 mr nopiBHsiHO 3 -0,33 % y pasi 3acTocyBanHs mnaie6o. [loka3HUKH
remMaTtokpury > 55 % cnoctepiranucsa y 1,3 % malfieHTiB, SKi oTprMyBanu ganariihao3uH y po3i 10
Mr 1opiBHSHO 3 0,4 % malieHTiB, sIKi OTpuMyBau miaieoo.

€ CepenHs 3MiHa y BiICOTKaX Bif BUXIIHOTO PiBHA y pa3i 3aCTOCyBaHHS Jamnariigno3uny y posi 10 mr
TIOPiBHSHO 3 IJale00 CTaHOBUIIA BiITOBIOHO: 3arajabHuM xonectepuH 2,5 % mnpotu 0,0 %; XonecTepuH
mimompoTeiniB BucoKOi minbHOCTI (JITIBII) 6,0 % mpoTtu 2,7 %; X0IeCcTepuH IinonpoTeiniB HU3bKOi
minsHOCTI (JITTHIN) 2,9 % npotu -1,0 %; Tpurniuepunu -2,7 % npotu -0,7 %.

KMlys. po3min «Ocob6IMBOCTI 3aCTOCYBaHHS».

*Tlo6iuHa peakilis Oysa BCTAHOBJIEHA B XOfIi IMiC/ISIPEECTPALIINHOTO CIIOCTEpexXeHHs. HaBemeHi
HUXK4Ye TEPMiHU IIepeBaXXHOr0 3aCTOCYBaHHS, 110 CTOCYITLCS BUCHUITY, IEpeIideHi B IOPSAAKY
YaCTOTH ITOBTOPIOBAHOCTI Y KITiHIYHUX AOCHIAKEHHSAX: BUCHUII, TeHepali30BaHU BUCUII, BUCHII 3i
cBepOexkeM, MaKyIbO3HUM BUCHUII, MAKyJIO-IIAITyIbO3HUHN BUCHUII, TyCTYTbO3HUMN BUCHII,
BE3UKY/IHO3HUY BUCHII Ta €PUTEMATO3HUM BUCUII. B aKTUBHO- Ta M1ane60-KOHTPOIbOBAHUX KITiHIYHUX
nocimxkeHHsx (mamarimidnosun, N = 5936; yci konTponi, N = 3403) yactoTa Bucuny 0ysa nomi6Ho:o
y pasi 3actocyBanHd manariidmo3uny (1,4 %) Ta ycix KOHTPOJBHUX JIiKapCchKux 3aco0iB (1,4 %).

"TIpo 11e mOBimOMIISANIOCS B KJTIHIYHOMY JOCITIMIZKEHHi 3 OLIIHKK CepIeBO-CYOUHHUX TOMiM y MalieHTiB 3
niaberom 2 tuny (DECLARE). YacToTa I'pyHTY€EThCS Ha PiYHOMY ITOKa3HUKY.

* . . . . v . . . . .
Crooctepiranuca y = 2 % naiieHTiB Ta Ha = 1 % i npuHalMHI Ha 3 BUMAOKU YaCTillle y Malli€HTiB, SKi

OTpUMYBau fanarii¢io3uH y mo3i 10 Mr, mopiBHSAHO 3 11aiebo.

Fok . . . ) . ) . . . .
Or1riHeHi JOCITIDHUKOM SIK MOXKJIHBO IIOB’I3aHi abo moB’sI3aHi 3 AJOCIIAXKYBAaHUM JIIKYBAaHHSAM 1

croctepiranuca y = 0,2 % mnatienTis Ta Ha = 0,1 % i npuHaMHi Ha 3 BUNAAKU YacTillle y Malli€HTiB,
SIKi OTpUMyBany fanarnidao3uH y gosi 10 Mr, mopiBHsAHO 3 mtane6o.

Onuc okpeMux n06iYHUX peakIlin

BynbBoBariuiT, 6anaHiT Ta oB’si3aHi iHpeKI] cTaTeBUX OpraHiB

Y 13 o6’eguanux gociimKeHHsSX 6e3MeKy, ByIbBOBATiHIT, 6anaHIT Ta 110’Bsg3aHi iHdeKIIii cTaTeBux
oprasiB cnoctepiranuce y 5,5 % i 0,6 % cy0’exTiB, 1110 OTPUMYyBasIu fanariidio3ul y Jo3yBaHHi

10 mr i mmane6o BignoBigHO. YV OinbirocTi Bunaakis iHdexii 6yiau nerkoro abo cepegHbOTro CTYIEeHs
TSKKOCTI, y TIaIli€HTIB Bii3Ha4aacs BiANOBiAb Ha T0YATKOBUM KypC CTAHAAPTHOIO JIiKyBaHHS, 1 Taki



SIBUIIA PiIKO CTaBalIyu NIPUYMHOIO IPUNMHEHHS JIiKyBaHHA manariidiao3unoM. Ui indexuii yacTime
crocTepiranucs y xiHok (8,4 % Tta 1,2 % y pasi 3acTocyBaHHs mamariidro3uHy Ta mianebo
BiATIOBigHO), @ MOBIpHiCTh penuauBY iHGeKIIl OyIa BUIO0 Y MAIiEHTIB 3 MOmi0HUMY ITpo6IeMaMH B
aHaMHe3l.

Y kniniunomy nocnipxenni DECLARE kinbKicTh manieHTiB i3 cepio3HUMYU MOOIYHUMY peaKLisiMu
reHitTanpHUX iHdeKIii Oyna Masoo Ta 30anaHCOBaHO: 2 MAIiEHTH Y KOXKHIN I'pymi ganarmihiao3uny
Ta marebo.

Y mocnipxkenni DAPA-HF XofeH mallieHT He IOBigOMIISIB ITPO cepio3Hi mobiuHi ehekTH y BUTIAMI
iH(eK1if cTaTeBUX OpraHiB y Ipymi manariihao3uny, y rpyii naamnebo crocTepiraBcsi OMUH TaKUi
BUIAMIOK. Y rpymi ganarmnidno3uny 6ymo 7 (0,3 %) marfieHTiB 3 moGiYHUMU peakiliiMHu, 1110 ITPU3BEH
[0 IPUIIMHEHH JTiKyBaHHS Yepe3 TeHiTanbHi iH(eKIii, i 3kogHoro B rpymi miamebo.

Y pmocnigxenni DAPA-CKD B 3 (0,1 %) nauieHTiB rpynu 3aCTOCYBaHHS Janariigpuio3uny
TIOBiIOMJISINIOCS TIPO Cepio3Hi MobGiuHi peakilil iH(eKIIill cTaTeBUX OpraHiB, ¥ rpyIi manebo Ipo Taki
BUIIQ[IKU He TOBigoMiIsiyiocs. Y rpyni manarmidmo3uny y Tpbox (0,1 %) marfieHTiB BUHUKIN T00iYHi
peaxiiil, o MpU3BeN [0 IPUNNHEHHS Y49acTi y HOCTIiIXKeHHI yepe3 iH(eKIil CTaTeBUX OPraHiB i y
JKOIOHOTO TallieHTa TPYNH Ianebo He MOBIIOMIIAIOCS TaKuX MoGivHUX peakirili. [Tpo indexii
CTaTEeBUX OPTaHiB gK IIPO Ccepito3Hi mobiuHi gBuIla abo TakKi, 110 MPU3BEJIU 10 IPUIMHEHHS y4YacTi B
MOCTiAKEeHH], He TIOBiIOMIISNIOCS y KOMHOT0 3 TallieHTiB 6e3 IIyKpoBOro AiabeTy.

Hekpomu3sywyuulu ¢acuiim npomedcuHu (2aHepeHa PypHbe)

[ToBigoMusAniocs IIpo BUNIAAKU raHrpeHy OypHBE B MiCIAPEECTPaLiMHUY [1epiof y Nali€HTiB, gKi
npuiiManu inribitopu H3KTI'2, 3okpema mamarmihmo3us (quB. po3min «Oco6IuBOCTI 3aCTOCYBaHHS»).

Y mocnigxenni DECLARE BunuBy mamnarmi¢hno3uHy Ha pe3yabTaTi CeplieBO-CyTUHHUX MOTiH,
IpoBefieHOMY 3a y4acTio 17160 mallieHTiB i3 IyKpoBUM fAiabeToM 2 TUIY Ta CepenHiM 4acoM
ekcro3utlii 48 micsiriB, 6y10 3apeeCcTpoBaHO 3arajaoM 6 BUIMAMKiB raHrpeHu OypHBE: OOUH Y TPYIIi, 110
OTPUMYBAJIa JTiKyBaHHS Hamariigno3uHomM, Ta 5 y rpyii muamebo.

I'inoeaikemis

Yacrora rinoriikeMil 3aymexara Bif Tumy 6a30B0i Tepartil, 1110 3aCTOCOBYBasacs y KIiHIYHUX
IOCTIIXXKEeHHSX IYKPOBOTO fiabeTy.

Y mocnimKeHHSIX 3aCTOCYBaHHS fanariiIo3uHy SIK MOHOTepallii, IK JOTIOBHEHHS [0 MeTPOpMiHy
abo JOTIOBHEHHS [I0 CUTATTINTHHY (3 MeTdhopMiHOM abo 6e3) YacToTa HE3HaYHUX €Ii30[iB

rinornikeMii 6yna mopidHOo (< 5 %) y pi3HUX Ipynax JiKyBaHHS, BK/II04al04H Ianebo, IpoTarom
mepiony nmikyBaHHS TpuBaiicTio 70 102 TuXHIB. B ycix mocmigKeHHSX 3HAYHI eMi30qu rimormikeMii



TPAIISINCS He4acTo Ta 3 TOPiBHSIHHOI YaCTOTOIO y TPyIax JiKyBaHHS manariidino3nHoM i miaiebo.
YV mocnimxeHHsX KoMOiHaIli# i3 CyIb(pOHITICEYOBMHOO Ta iHCYIIHOM YacTOTa rimormikemii Oyma
BHIIOIO (IMB. PO3Min «B3aeMomis 3 iHITMMM JTiIKapChbKHMM 3aCO0aMU Ta iHIIM BUOW B3aEMOMIM»).

Y mocnigxenHi koMOiHalril 3 roimMenipunoM y TuXHi 24 Ta 48 He3HaAYHI eMi30Au TrinoriikeMii yacTiie
CIIOCTepiranucs y rpymi JikyBaHHA manariidao3uroM y fo3i 10 mr ta raimenipugom (6,0 % ta 7,9 %
BiAmOBigHO), HixXK y rpymni nname6o ta roimenipuny (2,1 % Ta 2,1 % BigmoBigHO).

YV mocnimxeHHi koM6iHaIlii 3 iHCYTiHOM ITOBiHOMJISIIN IIPO eIi300u BupaxeHoi rinmormikemii y 0,5 % Ta
1,0 % marieHTiB, AKi oTpuMyBanu ganariihao3ul y go3i 10 Mr Ta iHCymiH y TuxkHI 24 1 104
BigmoBigHO, Ta y 0,5 % malfieHTiB, gKi oTpuMyBanu mianebo Ta iHCymiH, y TuXKHI 24 1 104. V TuxHi 24
i 104 He3HauHi emizogu rinmoriikeMii cocTepiranucs BignosigHo ¥ 40,3 % Ta 53,1 % maiieHTis, sAki
OTpUMYyBau ganaraigno3us y go3i 10 mr Ta incynis, Ta 'y 34,0 % ta 41,6 % nauieHTiB, gKi
OTpUMYyBasu mianedo Ta iHCyIiH.

Y mocnipxeHHi KoMOGiHaril 3 MeThOpMiHOM Ta CyIbGOHIIICEYOBIMHOIO TPUBAICTIO 10 24 TUXKHIB
eMi3071iB BUPazKeHOI TinorikeMil He criocTepiranock. He3HauHi emizonu rimorikeMii cioctepiranucs
y 12,8 % marieHTiB, ki oTpuMyBanu ganariihao3ul y gosi 10 mr i meTdopmin Ta
cynbboHinceuyoBuHy, Ta y 3,7 % malieHTiB, sKi oTpuMyBanu mianebo i MmeTdopMin Ta
Cynb(pOHIICEYOBUHY.

Y kninivnomy pocnigxkeHHI DECLARE He crocTepiranoch mifiBUIIEHHS PU3UKY BaXKKOi Tilormikemii
IIpU Teparil fanari¢ha03uHOM y MOpiBHSHHI 3 mane6o. [ToBigoMisany npo emizogu BaxkKKoi
rimormikeMii y 58 (0,7 %) matiieHTiB, 110 oTpuMyBanu mamnarmidmo3us i 83 (1,0 %) narieHTis, 110
OTpUMYBaH Iaue6o.

V mocnimxenni DAPA-HF mpo mopii BHpaKeHOI rinormikeMil mosigomisinocs B 4 (0,2 %)
TAIli€HTIB K y TPyMi Aanarmi¢pnao3uny, Tak i B rpymi miamebo. Li mopii cmocTepiranucs
JIUIIe Y Malli€eHTiB i3 yKpoBUM fiabeToM 2 THILY.

Y mocnipxenni DAPA-CKD mipo emi3onu BupaxeHol rimoriikemii moBigommsnu y 14 (0,7 %) naiieHTiB
rpynu ganarmidno3uny ta y 28 (1,3 %) nauientis rpymu nnauebo, Taki emizonu
CIIOCTepirajaucs Jullle y MaIlieHTiB i3 I[yKPOBUM [iabeToM 2 THUIy.

3MeHweHHs 06’eMy N03aKAIMUHHOI PiQUHU

Y 13 06’egHaHuX MOCTiIXKEHHSIX peakilil, 1[0 CBiiYyaTh PO 3MeHIIeHHs 00’eMy MT03aKIiTUHHOI PiguHu
(BpaxoByI04H IOBiIOMJIEHHS IIPO BUNAAKY feTifpaTallil, TimoBoieMil Ta apTepianbHOI TinoTeHsii),
crioctepiranucs y 1,1 % Ta 0,7 % maiiienTiB, SKi oTpuMyBaiu mamnariidhmo3us y mosi 10 mr i mmarebo



BiATIOBigHO; ceplio3Hi mo0iuHi peakiil BuHUKanu y < 0,2 % malfieHTiB i po3MoAiNnuaucs 3a 4acTOTO0
TIOPiBHY MiX I'pynaMu JiiKyBaHHS ganariidao3uHoM y mo3i 10 mr i nnare6o (DuB. po3min
«OcoBIMBOCTi 3aCTOCYBAHHS»).

Y kniniunomy pocnigkeHHi DECLARE kinbKicTh IallieHTIB 3 eni3ofaMy, 10 CBif4yaTh PO 3MEHILIEHHS
00’eMy T03aKJIiTHHHOI PiIMHY PO3MOMiMUINCS IOPiBHY MiX rpynamu nikyBauHs: 213 (2,5 %) i 207
(2,4 %) y rpynax pamnarmino3uny Ta miaiebo BigmoBigHo. Ceprio3Hi mo0iYHi peakliii CIIocTepiraauch
y 81 (0,9 %) i 70 (0,8 %) y rpymax pamnarmi¢mo3uny Ta miaiebo BigmoBigHO. B ocHOBHOMY emizonu
PO3NOIIIUINCE ITOPIBHY MiX rpynaMu JIiKyBaHHS B HiATpyIlaxX 3a BIKOM, BUKOPUCTaHHAM [iyPETHUKIB,
apTepialbHUM THCKOM Ta BUKOPUCTAHHSM iHTiOITOPIB aHTiOTEH3UHIIEPETBOPIOIOYOTO (GEPMEHTY
(iAl1®)/6nokaTopiB perentopiB anrioten3uny II tuny 1 (BPA). Y nauieHTiB 3 BUXiTHOIO
PO3paxoBaHo0 MBUAKICTIO KIy604KoBoi dinpTparnii pIIIK® < 60 mn/xs/1,73 M* ciocTepiranocs 19
eMi3071iB Cepio3HUX NO0IYHUX peakKilill, 10 CBifYaTh IPO 3MEHIIeHHIM 00’ €My MO3aKJIiTUHHOI PiTUHU
OIS Tpyny ganarnidgno3uny Ta 13 emizofnis y rpymi nnane6o.

Y mocnipxenni DAPA-HF kinbKicTh HallieHTiB 3 SIBUII[aMHU, L0 CBiYaTh IIPO 3MeHIIeHHs 00’ eMy
NI03aKJIiTHHHOI piguHy, ctaHoBuIa 170 (7,2 %) y rpyni ganarnidno3uny ta 153 (6,5 %) y rpymi
nnane6o. Y rpymi gamariidio3uny 0y10 MeHIle Tali€HTiB i3 CepHo3HUMH IPOsIBAaMHU CUMIITOMIB (23
[1,0 %]), m10 cBiguaTh MPO 3MEHIIEeHHST 00’ €My IT03aKIITUHHOI PidMHY, IOPiBHSIHO 3 TPYIIO0 miare6o
(38 [1,6 %]). Pe3ynbraTu Oynu nogiOHMMYU He3alekKHO Bif HasBHOCTI I[yKpoBoro miabeTy Ha
BUXIJHOMY piBHI Ta BUXifHOro nokKa3HuKa plLIKO®.

Y mocnipxenHi DAPA-CKD KinbKiCTh Malli€eHTiB 3 ABUILAMY, II0 CBIIYUIIN IIPO 3MEHIIEHHS 06’ €My
03aKJIiTUHHOI pigunay, ctaHoBuma 120 (5,6 %) y rpymni manarnidpno3uny ta 84 (3,9 %) y rpymi
nnaue6o. Y rpymi ganarmnigno3uny 6ymo 16 (0,7 %) maiiieHTiB i3 cepi03HUMH IIPOSIBAMU CUMIITOMIB,
II0 CBiAYMIM IIPO 3MeHIleHHs 00’eMy IT03aKIiTUHHOI piguHy, y nopiBHgHHI 3 15 (0,7 %) nauieHTamu
y rpymi mnane6o.

HiabeTHYHUY KeTOAUKU03 IIPU LIyKPOBOMY AiabeTi 2 Tumy

Y kninigynomy pocnigkeHHi DECLARE, 3 cepenniM yacom ekcno3util 48 micanis, emizogu [TKA
CIIOCTepiranuch y 27 mali€eHTiB y rpymi ganarnigno3uny y no3ysasHi 10 mr i 12 nauieHTiB y rpymi
nnane6o. CrocTepekyBaHi eni3oqu PiBHOMIPHO PO3MOAIMUINCS POTATOM IIePioAy AOCTiAKEHHS.
Cepeq 27 nauieHTiB 3 enizogamu KA y rpymi ganarni¢no3uny, 22 Manu CynyTHE TiKyBaHHS
incyninoM mip yac emizony. ITpoBokyioui pakTopu ans IKA Oynu TakuMHu, K 04iKyBanocs, y
IOTY ALl IyKpoBoro fmiabeTy 2 Tumy (auB. po3min «OcoOnMMBOCTi 3aCTOCYBAHHS»).

Y mocnigxenni DAPA-HF Bunapku [JKA Gynu 3apeecTpoBaHi y 3 malieHTiB i3 IIyKpoBUM fiabeTom 2
TUIY B I'PYyTi ganarmi¢ao3uHy Ta X K0QHOT0 — B TPy miamebo.

Y nocnigxenni DAPA-CKD nipo emizogu KA He OBiZOMIISNIOCS yV XKOOHOTO TMallieHTa FPynu



manarmiao3uny, y rpymi mianebo emizongu JKA Oymno 3adikcoBaHO y 2 MAI[iEHTIB i3 I[yKPOBUM
miabeToMm 2 THIIy.

IHekuii cevyosusiOHUX Waaxia

Y 13 06’egHaHuX HOCTiAKEHHAX 0e3MeKu iHGEeKIlil CeHOBUBITHUX IIISAXiB YaCTillle CIIOCTEPIranucs y
TIallieHTIB, SIKi OTpUMYyBau ganariigpio3uH y fo3i 10 Mr, mopiBHSAHO 3 TUMH, XTO OTPHMYBaB Iy1ale0o
(4,7 % mpotu 3,5 % BignmoBigHO; AUB. Po3Min «Oco0IMBOCTI 3aCTOCYBaHHSA»). Y OiNIbIIOCTI BUTIAMKiB
indexkii 6ynu nerkoro abo cepeHbLOTO CTYIEHS TSAXKKOCTI, y MallieHTiB Big3Hayasacs BifNoBifb Ha
[I0YaTKOBUM KypC CTaHOAPTHOTO JIIKyBaHHS, 1 Taki ABHUILA PIAKO CTaBaIyd IPUUYUHOI JOCTPOKOBOIO
NPUNMHEeHHS NTiKyBaHHS mamnariidmo3unom. 1i iHdekii yacTimie crocTepiranucs y XkiHok, a
MMOBIPHICTE peruauBy iHdekii Oysa BUIIOIO Y NallieHTiB 3 moAi6HUMY TpobieMaMy B aHaMHe3I.

Y kniniunomy pocnigkeHHi DECLARE, cepiio3Hi emizonu iH(MeKIIii CeY0BUBITHUX IIJISIXIB
CIIOCTepiranuch pifie A manariihao3uny y go3yBanHi mo 10 mr, Hix ans nnane6o, 79 (0,9 %)
emizofiB y nopiBHgHHI 3 109 (1,3 %) eni3ofiB BiANOBiAHO.

Y nmocnigxxenni DAPA-HF kinbKicTh HaIi€HTiB i3 CEpHO3HUME OOIYHUMY PeakIisiMu iHdeKIii
cedoBUBigHUX HUIAXiB cTaHoBUA 14 (0,6 %) y rpymi manarmidnosuny ta 17 (0,7 %) y rpymi nnaie6o.
[T'ats (0,2 %) nauieHTiB i3 MOOGIYHUMY peakLiIMy OyIu 3MyIIeH] IPUNUHUTHU y4acTh y OOCTigKeHHi
yepe3s iHdeKIii ceuoBUBIMHUX UUISAXIB i B rpymi gamarmidno3uny, i B rpymi mname6o.

Y nocnigxxenni DAPA-CKD KinbKicTh HaIi€HTIB i3 CEPHO3HUMU IMOOIYHUMY SIBUIIAMHU iHGEKIIi
Ce4OoBUBIigHUX mIaXiB ctaHoBuna 29 (1,3 %) y rpyni ganarmidmno3uny ta 18 (0,8 %) y rpymi nnare6o.
[To6iuHi peaxiiii, 1110 TPU3BEJHU [0 IPUNMHEHHS y4acTi y HOCTigXKeHHi yepes iH(deKIil ce40BUBigHUX
miaxiB po3Burynuca y 8 (0,4 %) marienTiB y rpymni ganarmidgno3ury Tay 3 (0,1 %) mamienTis y rpymi
nnaie6o. KinbkicTh marieHTiB 6e3 MyKpoBOTo AiabeTy, y IKUX MOBiIOMJISIOCS IIPO Cepiio3Hi mobiuHi
sIBUIIa iHdeKIi cCeY0oBUBIIHUX IIIIXiB a00 MMpo nmo0iyHi ABUIlA, 1110 TPU3BEH OO0 MPUIUHEHHS y4acTi
B [OCTiIKeHH] yepes iH}eKIIil ceyoBUBImHUX MIIAXiB, Oyia mopidHow0 y rpynax JikyBaHHS (6 [0,9 %]
y nopiBHgHHI 3 4 [0,6 %] - 3 cepiio3HuMu nobignumu geuinamu ta 1 [0,1 %] y mopiBasAHH] 3 0 - 3
no0iYHUMY SIBUIITAMHU, 1[0 TPU3BEJIU [0 IPUNMHEHHS y4acTi B JOCNTiOXKEHHI, ¥ rpynax
mamnarmimo3uHy Ta 1manebo BigmoBifHO).

ITiosuw,eHHA pPiBHA KDedMUHIiHY

[ToGivHi peakuii Ha NiKapCchKuil 3aci6, IOB’g3aHi 3 MiABUIIEHHIM PiBHSA KpeaTHHiHY, Oynu
3rpyIoBaHi (HapuKiIaj, 3HUXKEHHS HUPKOBOTO KJTipeHCY KpeaTUHiHy, OPYIIeHHS (PYyHKIi1
HUPOK, IiIBUIIIEHHS PiBHS KpeaTUHIHY KPOBi Ta 3HMXKEHHS IIBUAKOCTI KITyOO4YKOBOI
dinpTpamii). ¥ 13 00’eqHaHux HOCTimXKeHHSIX 6€3IeKH 3rpyloBaHi mo6iuHi peakuil CIIOCTEPIranucs
y 3,2 % Ta 1,8 % mallieHTiB, IKi OTpUMyBaIu mamnarmignao3us y go3si 10 mr i nnaiebo
BifTOBigHO. Y malieHTiB 3 HOpMaibHOIO QYHKIIi€I0 HUPOK ab0 mopylieHHIM GYHKIIII HUPOK JIETKOTO
ctyness (BuxigHa pIIK® = 60 Mi1/xB/1,73M°) peakuil miei rpynu croctepiranucsa y 1,3 % ta 0,8 %



MAIli€HTIB, SIKi OTPUMYBaIM mamnariidmo3us y mo3i 10 mr i mmanebo BigmosigHo. Li peakirii gacTiine
crocTepiranucs y marienTis 3 suxigsoo pIlIK® = 30 Ta < 60 mn/xs/1,73M" (18,5 % y pasi
3acToCyBaHHS mamarido3uny y mo3i 10 mr ta 9,3 % y pasi 3acTocyBaHHSs mianeo).

HomaTkoBe 00CTEKEHHS MallieHTiB 3 TOOIYHUMY peakLisIMu 3 60Ky HUPOK II0Ka3aso, 110 ¥ 6ibInocTi
3 HUX 3MiHa PiBHSA KpeaTHHiIHY CUPOBATKY KPOBI ITOPIBHAHO 3 TI0YaTKOBUM 3HaYE€HHIM CTAHOBUJIA

< 0,5 mr/pon. ITigBuineHHs piBHSA KpeaTuHiHy y GinbiIocTi BUMmagKiB 0y10 TpaH3UTOPHUM Ha (oHi
IIPOJOBKEHHS JIIKyBaHHS JIIKapChKUM 3ac000M a00 MHHAJIO IIiCJIs MOTO BimMiHH.

Y kniniunomy pocnigxkensi DECLARE, 30kpeMa nalfieHTiB JIiTHOTO BiKy Ta MALi€HTIB 3 MOPYIIEHHIM
¢byskil HupokK (pIIK® menme Hix 60 mn/xB/1,73 M%), pIIIK® 3HUKYETHCS 3 YacoM B 060X rpymax
nmikyBaHHs. Yepes 1 pik cepenne 3uauenHs pLIK® Gyno meiro HUXKYe, a Uepe3 4 POKU CepefHe
3HaueHHd PIIK® Gyno memno BULIMM y IPYIIi ganariiguo3uHy NOpiBHSIHO 3 TPYIOolo Ianebo.

Y mocnigxenni DAPA-HF pIlIK® i3 yacoM 3MeHIIyBajOCh K Y TPy ganariipao3uHy, Tak i B rpymi
nnane6o. IToyaTkoBe 3HMXKeHHS cepenHboi pIIIK® cranoBuno -4,3 mn/xs/1,73 M’ y TpyImi
nanarmignosuny Ta -1,1 Mn/x/1,73 M y rpymi nnane6o. Yepes 20 Micsauis 3miHa mokasHuka plIIK®
Bifl MOYATKOBOrO PiBHs GyJia MOAiGHOM B rpymax JiKyBaHHS: -5,3 Mii/x8/1,73 M” y rpymi
manarmiduo3uny Ta -4,5 Mn/xs/1,73 M* y rpymi mname6o.

Y mocnigxenni DAPA-CKD noxka3uuk plIIK® i3 yacom 3MeHIIIyBaBCs SK Y IpyIi Aanariigpao3uHy, Tak
i B rpyni nnaue6o. [ToyaTkoBe 3MeHIeHHs (qeHb 14) cepeguboi pIIIK® cranosuno -4,0 mn/xs/1,73 M’
y rpymi mamarmipnosuny ta -0,8 mn/xs/1,73 M* y rpymi mane6o. Yepes 28 micsuis 3mina pIIK® sin
BUXITHOTO PiBHSA cTaHoBHUIA -7,4 Mi/xB/1,73 M* y rpymi manarmidnosusy Ta -8,6 mi/xs/1,73 M* y rpymi
mtaneoo.

it

[Tpodinb Ge3mekru gamnarmigpo3uHy, 10 CIOCTePiraBcs y KIiHIYHOMY [OCTiAXKEeHH] 3a y4acTIo AiTeln
BikoM Bif 10 pokiB 3 nykpoBuM giabetoMm 2 Tuny (guBs. po3pin «dapmMakoKiHeTHKa»), OYB aHaIOTiYHUM
TOMY, II[0 CIIOCTEPIraBCs Y AOCTIAXKEeHHIX 3a Y4aCTI0 JOPOCIUX.

[ToBigomiieHHs po mo6iuHi peakiril

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpaliii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle nae 3MOry IpOBOAUTYA MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0OX IaljieHTaMm abo ix
3aKOHHUM IIpeICTaBHUKAM CJIifl ITOBIIOMIISITH IIPO yCi BUMTAOKM ITig03pI0OBaHUX MOOIYHUX peakiiit Ta
BificyTHOCTi e(heKTHUBHOCTI JIiKapchKOTO 3aco0y Yyepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3
dbapMaKOHArIsy 3a MocuilaHHgM: https://aisf.dec.gov.ua.



https://aisf.dec.gov.ua

Tepmin npudamuocmi.

3 POKM.

YMmoBH 30epiraHHsi.

30epiraTu y HELOCTYIIHOMY A7 [iTel MicIii mpu TemnepaTypi mo 25 °C.

YnaxoBka.

ITo 10 TabmeTok y GmicTepi, mo 3 6icTepu y KapTOHHIM KOPOOIIi.

Kareropis Bigmycky.

3a penenToM.

BupoOHHUK.

Actpa3eneka HOK Jlimiten.

Micue3HaxoKeHHsI BUPOOHHKA Ta HOro aJgpeca MicCIisi IpOBaIKeHHs Tis/IbHOCTI.

Cink Poap bisuec ITapk, Makkincdinm, SK10 2NA, Benuka bpurawnis.



