IHCTPYKIIA

[JIsT MEOWYHOT'O 3aCTOCYBAHHS JIIKapChKOT0 3aco0y

OHIJII3A

(ONGLYZA™)

CKnao:
0itoua peyosuHa: CaKCarIilTHH;

1 TabneTka, BKpUTa IIiBKOBOIO 000JIOHKOIO0, MiCTUTh CaKCaTTNTHHY TiAPOXJIOPUT Y TepepaxyBaHHi
Ha caKcarIinTuH 2,5 Mr abo 5 Mr;

OOMNOMIXHI pPEeYoBMHM: TaKTO3a, MOHOTIpAT; Ie/lf0103a MiKpOKpHUCTalliuyHa, HaTpilo
KpPOCKapMeJio3a, MarHiio cteapaT Ta 6apBHuKY s 2,5 mr: Onaapatt II 6inuit, Omagpait 11 KoBTHH,
Omaxkop cuHii; 6apBauky s 5 mr: Omappait 11 6inuit, Omagpait 11 poxxesuit, Onakoy CUHIN.

Jlikapcbka popMa. TabneTky, BKPUTI IIiBKOBOIO 000JIOHKOIO.
OcHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

mabsaemku no 2,5 M2: IBOOMYKIIi KPyTJIi TabneTKu, BKPUTI ITiIBKOBOIO 0007I0HKOIO, Bifl 01i0-2KOBTOTO
IO CBiTJI0-2KOBTOTO KOJILOPY, 3 HanmucoM 2.5 3 ofHOro 60Ky Ta HamucoM 4214 3 iHmoro, 3pobneni
CUHIM YOPHUIIOM;

mabsemxku no 5 M2: HBOONYKJIi KPyTJli TabIeTKM, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO, POKEBOT0 KOJILOPY,
3 HamucoM 5 3 ogHOTo 60Ky Ta HamucoM 4215 3 inmoro, 3po6yieHi CUHIM YOPHUTIOM.

dapMmakoTepaneBTHYHA rpyna. [lepopasbHi rimornikeMisyiodi npemnapatu. [HribiTop
munenrtugunnentugasu (inriditop [OI1I1-4). Cakcarnintur. Kom ATX A10B HO3.

dPapmako.102iuHi 8 1acmueocmi.
dapmakoOuHamika.
Mexanisam 0ii ma ¢papmakoOuHamiyHi epexmu.

CakcarmninTut - BucokonoTtyxuu# (Ki: 1,3 HM) cenekTuBHUY 000POTHUM KOHKYPEHTHUH iHTi0iTOD
HIIT1-4. Y narienTiB 3 nykpoBuM aiabeTtoM II Tumy 3acTOCyBaHHS CaKCarjilTHHY IPU3BOOUTH JO
inribyBaHHS hepMeHTHOI akTuBHOCTI [IT1T1-4 mpoTsarom 24-roguHHOTO Hepiony. Ilicisa mepopaabHOTO
HaBaHTaXXeHHS TTI0K03010 Take iHriOyBanHs [I1I1-4 mpu3BOAUIIO OO 3POCTAHHS ¥ 2-3 pa3u PiBHIB
IIUPKYII0I0YNX aKTUBHUX TOPMOHIB-iIHKPETHHIB, Yy TOMY YMCIIi TJIIOKArOHOMOAi0HOTo nenTumy-1



(T'TIII-1) Ta rm0K0303aIekKHOTO iHCYTiHOTponHOro nojinenTtuny (I'II1), mo 3HMKEHHS KOHLIEHTPallii
TJIIOKArOHY Ta 3POCTaHHS T'II0K0303a/Ie3KH0I PeaKTUBHOCTI 6eTa-K/IiTHH, 110 CIPUYUHSITIO
IiBUIIEHHS KOHIEHTPalliil iHcyniny Ta C-nentuny. [locuneHne BUBiNbHEHHS iHCYTiHY OeTa-
KJIITUHaMU Ta 3HUKEeHHS CUHTEe3Y I'JII0KaroHy anabda-KIiTHHaAMHU MiAIITyHKOBOI 3271031 aCOLi0BaI0Cs
3 HUKYUMU KOHIIEHTPALisIMU IJIIOKO3U HaTIlEe Ta 3MEHIIeHHIM KOJIUBaHb PiBHIB I'JIFOKO3U IIiCIIA
IIepopabHOTO HaBaHTaXKEeHHS TJII0K03010 YM IpuiioMy 1xki. CakcariinTUH MOJINIIye KOHTPOb
rIiKeMil, 3MeHIyI0YX KOHIIEHTPAllil0 TTII0KO3HU HATIIE Ta TJIiKeMilo Imicias IpuioMy 1XKi y Halli€eHTiB 3
1yKpoBuM miabetom II Tumy.

KniHiuHa epekmusHicmb ma 6e3neka.

Y paHgoMi3oBaHUX KOHTPOJIbOBAHMX MOABIMHUX CITINUX KIIHIYHUX JOCTIAXKEHHIX (BKIIOUHO i3
mepiomoM po3poOKHU Ta MOCBIIOM IiCISTPEECTPAIifHOT0 3aCTOCYBaHH) MOHAa 17 THC. Halli€HTiB i3
IIyKpoBUM [fiabetoMm II Tumy oTpuMyBanu NiKyBaHHS CaKCaTJIiITHHOM.

KoHnmpoabv enikemii.

Y 6 nopBitHUX CHINMUX KOHTPOIbOBAHUX KITIHIYHUX MOCTIIXKEHHAX 0e3meKu Ta e()eKTUBHOCTI, 110
IIPOBOOMIIMCE 3 METOIO OLIiHIOBAaHHS BIUIUBY CAKCATIITUHY Ha KOHTPOJIb IJIiKeMii, BCboro O6yi0
paHgoMmizoBaHo 4148 marienTiB 3 ykpoBuM piabetom II tumy, y Tomy uwmcni 3021 namieHT, IKuUi
OTPUMYBAB JTiKyBaHHS CaKcarminTuHoM. JIikyBaHHS CcaKCarjillTUHOM 5 MT OOMH pa3 Ha f00y
3abe3neyyBasio KJIiHIYHO Ta CTAaTUCTUYHO 3HAYYIIe NMOKPAIleHHs IT0Ka3HUKIiB reMoriobiny Alc
(HbA1lc), rmioko3u mia3Mu KPOBi HaATIIE Ta ITiC/sl BXXUBAHHS 1XKi MOPiBHSAHO 3 Mtalebo Ha Tii
MOHOTeparrii, y kombiHanii 3 MeTdopmiHoM (moyaTkoBa a00 HOOAaTKOBa Teparis), y KoMmOiHarrii 3
cynbdoHiICevYoBHHOIO Ta y KOMOiHallil 3 Tia3omiguumionom (guB. Tabmuiro 1). OueBUOHUX 3MiH MacH
TiNla, aCOIiMOBAaHMUX 3 CAKCATJINTHHOM, TaKOX He CIoCcTepiranock. 3uukKeHHs piBHIB HbAlc
Bil3HAYAJIOCh B yCiX MiATrpynax, BKIOYaKyYX [MATPYIHN 3a CTAaTTI0, BIKOM, PaCOBOI0 HaJIeXKHICTIO Ta
inmekcoMm Macu Tina (IMT) Ha mo4aTKOBOMY piBHi; BuIuii piBeHb HbA1lc acouitoBaBcs 3 GinbInoio
CKOPHUTOBAHOI CEPEOHbOI0 3MiHOI IOPIBHSAHO 3 ITOYAaTKOBUM PiBHEM IIPU 3aCTOCYBaHHI
CaKCarjilnTuHy.

CakcaenainmuH ik MOHOMepanis.

[Ba mOfBi¥HIi cIIimi mIane60-KOHTPOIbOBaHI HOCTiAKEHHS TpHUBalicTIO 24 TUXHi Oy ITpoBefeHi 3
METOI0 OLIiHIOBaHHS e(PeKTUBHOCTI Ta 0e3MeKU CaKCarIiNTHHY SK MOHOTepaIlil y MmallieHTiB 3
1ykpoBuM miabetoMm II Tumy. B 060X gocmigKeHHSIX IPUHAOM caKcariainTuHy 1 pa3 Ha go0y
3a0e3rmeyyBaB CTAaTUCTUYHO 3HAUYIIIe MOKpaleHHs moka3dHuka HbAlc (gus. Tabmuio 1). Hani mux
MOCIiKeHb MiATBEPAXKYIOTHCSA Pe3yIbTaTaMy ABOX HACTYMHUX 24-TUKHEBUX pPerioHanbHuX (A3is)
OOCIiIXKeHb MOHOTEpAIIil, B SKMX CAaKCATJINTUH 5 MT ITOPiBHIOBAHU 3 I1a1ebo.

CakcazainmuH K 0onogHeHHs 00 mepanii Mem@opMiHoM.

[Tna1e60-KOHTPOJIbOBAHE [OCTIIXKEHHS CaKCaTrTINTUHY SIK NOMOBHEHHS 00 MeTGHOPMiHY TPUBAIiCTIO
24 TUXKHI TPOBOAMIM 3 METOIO OI[iHIOBaHHS e()eKTUBHOCTI Ta 6e3MeKu caKCcarlinTuHy B KoMmOiHaii 3
MeT(QOpPMiHOM y IallieHTiB 3 HegocTaTHIM KoHTposeM riaikeMii (HbAlc 7-10 %) Ha Tii niKyBaHHS
Tinbku MeTdopmiHoM. CakcarninTuH (n=186) 3abe3neyyBaB CTaTUCTAYHO 3HAUYIIE TOKPAIeHHS
nmokKa3HukKiB Hb1Ac, rmroKo3u HaTIe Ta Iicis BXKUBaHHS 1XKi MOPiBHSAHO 3 miane6o (n=175).
[TokpareHnHs noka3HuKiB HbAlc, rmokKo3u micnis BXKUBaHHS 1XKi Ta HaTIIe MiCIs JTiKyBaHHS
CaKCarjinTuHOM 5 MI' Ta MeT¢hopmiHoM 30epiranock npotsarom 102 TUXKHIB gocHimXKeHHs. 3MiHa
HbAlc y nariieHTiB, SKi mpuiiManu cakcarjinTuH 5 Mr y KoMm0OiHatii 3 MeTgopminom (n=31),
IIOPiBHSIHO 3 TUMH, XTO OTPUMYBaB Iiarebo Ta MmeTdopmin (n=15), cranosuna -0,8 % Ha 102-mMy
THXKHI.



CakcazainmuH sik 00ono8HEHHA 00 MembopMiHy NOPiBHAHO 3 CY/Ab(OHIACEUOBUHOW AK OONOBHEHHAM
0o memeopmiHy.

HocmifKeHHS TPUBANICTIO 52 TUXKHI IPOBOAMIN 3 METOIO OI[iHIOBaHHS e()eKTUBHOCTI Ta 6e3meKu
cakcarmnTuny 5 Mr y kom0inariii 3 metdopminom (428 manieHTiB) MOPIBHSAHO 3 CYyIb(OHINICEYOBUHOIO
(rmini3upm 5 Mr 3 mocTymnoBuM 30inbiIeHHSM 1034 [0 20 MT 3a moTpebu, cepefHsT O03a CTaHOBHUIIA
15 mr) y kombGiHatii 3 MeTdopminoM (430 mamieHTiB) 3 ydacTio 858 mallieHTiB 3 HeJOCTaTHIM
kKoHTponeM riikemil (HbAlc 6,5 %-10 %) Ha Tii niKyBaHHS TinmbKu MeT@opMiHoM. CepegHs mo3a
MeT(QOpMiHy B KOXKHIiW 3 TI'PYI JiKyBaHHS cTaHOBUJA npubnu3Ho 1900 mr. Yepes 52 THXKHI y rpynax
CaKCarjinTvHY Ta IMiMi3uAy crocTepiranocs 6/1M3bKe 3a 3HAYEHHSIM 3HUKEHHS MOPIiBHSIHO 3
II0YaTKOBUM 3Ha4YeHHAM IMoKa3HMKa HbAlc 3a pe3ynbTaTamMu IPOBEOEHOTO 3TiAHO 3 TPOTOKOIOM
anamnisy (-0,7 % mporu -0,8 % BimmoBigHO, cepenHe moyaTKoBe 3HaueHHs HbAlc 7,5 % B 060x
rpymnax). AHai3 y Iomysiiii maifieHTiB, SKUM IIpU3Havanocs JOCIifXKyBaHe JTiKyBaHHS, faB TakKi XK
pe3ynbTaTh. 3HUKEHHS TII0K03H 1na3Mu HaTie (I'TITH) 6yno melno MeHIIUM Y TPYIIi caKCarjinTuHy, i
crocTepirasnocs Oinbille BUNAfAKiB npunuHeHHs Teparmii (3,5 % mpotu 1,2 %) yepes BiACYTHICTH
eexkTuBHOCTI Ha 0CHOBI KpuTepiiB I'TIH npoTtarom nepmux 24 TUXHIB HOCHIAXKeHHS. TakoX IIpu
3aCTOCYBaHHI CakCarlinTUHY BUSABJIEHO CTaTUCTUYHO 3HaYYyllle MEHINY YacTKY [allieHTiB 3
rimornikeMier: 3 % (19 aBuwg y 13 nmanienTi) npotu 36,3 % (750 sBum y 156 naimi€eHTiB) y rpymi
TJImi3ugy.

Y mauieHTiB, fKi OTpUMYyBaJIY JIiIKyBaHHS CaKCarIlITUHOM, Bii3Ha4Ya0Cqd 3HaUHe 3HUXKEHHS Bif
II0YaTKOBOT'O PiBHS MacH Tila MOPiBHSAHO 3i 30ibIIIEHHIM MacH Tija y Malli€HTiB, AKi MpuiiManu
raimisug (-1,1 kr npotu 1,1 Kr).

CakcazainmuH AK 00N0BHEHHA 00 MempOpPMIiHYy NOPIBHAHO 3 CUMARAINMUHOM AK OONOBHEHHAM 00
mMem@opMiHy.

HocmimxeHHsT TpUBaAiCcTIO 18 THXKHIB MPOBOAUIN 3 METOIO OLiHIOBAaHHS e(PeKTUBHOCTI Ta 6e3meKu
CaKCarjinTuHy B [03i 5 Mr B KoMOiHatii 3 MmeTpopminom (403 malfieHTH) MOPiBHSIHO 3
CUTArINTUHOM 100 mr y kombinanii 3 metdopminom (398 nauienTiB) 3 yuacTio 801 maiienTa 3
HeIOCTaTHIM KOHTPOJIEM TJIiKeMil Ha TJIi TiKyBaHHS TinbKu MeT@opMinoM. ITicnsa 18 TuxkHIB
OOCITi2KyBaHOr'0 JIIKyBaHHS CaKCarJIIITUH He IOCTYaBCs 3a e(peKTUBHICTIO CUTATIITHHY CTOCOBHO
CepenHbOro 3HUKEHHS Bif mouaTKoBoro piBHS HbAlc sIK [Js mOMyJ ALl 3rigHO 3 MPOTOKOJIOM, TakK i
U151 TIOBHOI aHami30BaHOl BUOipKU. 3HUXKEHHS Bif mo4aTKoBOro piBHs HbAlc BimmoBimHO ms
CaKCarJilnTUHYy Ta CUTArlinTHAHY 3a pe3yabTaTaMU IIePBUHHOI0 aHalli3y 3TifHO 3 IPOTOKOIOM
ctaroBuiio -0,5 % (cepenHe Ta MeniaHHe 3HaueHH:) Ta -0,6 % (cepenHe Ta MefiaHHe 3HAYEHHS).
3rigHo 3 DAHUMM [J19 OBHOI BUOIpKM MiATBEPXKYBaIbHOT'0 aHaJli3y cepeqHe 3HUKEHHS IT0Ka3HUKa
cranoBuo -0,4 % 1a -0,6 % BIATIOBIOHO [JI9 CAKCATJIIITUHY Ta CUTATINTUHY 3 MeilaHHUM
3HuXKeHHIM -0,5 % 1 060X rpyI.

CakcazainmuH y koMmbiHauii 3 MemgpopmiHOM sIK nouamkosa mepanis.

IocmimXeHHsT TPUBATICTIO 24 THXKHI IIPOBOIMIIN 3 METOI0 OIiHIOBAHHS e(PeKTHBHOCTI Ta 6e3meKu
CakcarminTuHy 5 Mr y koMm0OiHaiii 3 MeTgpopMiHOM 5K MOYaTKOBOI KOMOGIHOBAHOI Teparil y IallieHTiB 3
HepocTaTHIM KoHTposneM riikemil (HbAlc 8-12 %), gki paHiie He 0OTpUMyBa/Ii HiIKOTO JTiKyBaHHS.
[ToyaTKoBa Tepallis 3 BUKOPHCTAaHHSAM KOMOiHallil cakcarjinTuiy 5 Mr Ta MeTdopMiny (n=306)
3abe3neyunna 3HAYYyIIe MOKpalleHHs moka3HukiB HbAlc, rimoko3u HaTIIE Ta TJII0KO3H Micis inu
IIOPiBHSTHO i3 3aCTOCYBaHHSM JIullle cakcarminTtuay (n=317) abo metdopminy (n=313) sIK mo4aTKOBOI
Tepalil. 3MeHIneHHs ToKa3HKWKa HbA1Bim mouyaTKOBOTO pPiBHSA H0 24 THXKHS CIOCTEPIranaoch B yCix
OLIiHIOBaHUX MiATrpyIax, BU3HAUeHUX 3a I0YaTKOBUMHU NoKa3HuKamMu HbAlc; Ginbil BupaxkeHe
3HUKEHHS Bifl3HAYaJsIoCh y MAIli€HTIB, IKi Ha I04aTKOBOMY piBHI Manu noka3uuk HbAlc =10 % (gus.
tabmnuirio 1). [TokpamlenHs moka3HukiB HbAlc, rimoko3u micis BXXMBaHHS iKi Ta HaTIIE MicIs



II0YaTKOBOTO JIiKyBaHHS CAKCaTJIITUHOM y 0031 5 MI Ta MeThopMiHOM 30epiraaock 10 76 TUXKHS.
3mina HbAlc y mauieHTiB, sKi mpuiiMany caKCcarlinTuH Mo 5 Mr y kombiHatii 3 MeThopMiHOM
(n=177), mOpiBHSIHO 3 TUMH, XTO OTPHMYyBaB MeThHOpMiH i maredo (n=147), cranosuna -0,5 % Ha
76-My THXKHI.

CakcazainmuH K 0onogHeHHs 00 mepanii 2aibeHKaamioom.

[Tnare60-KOHTPOJIbOBAHE MOCTIIXKEHHS TPUBATICTIO 24 TUXKHI IPOBOAVIIM 3 METOIO OI[iHIOBAHHS
e(eKTUBHOCTI Ta 6e3MeKy cakcariinTuHy B KoMbiHalii 3 ribeHKIaMigoM y mamieHTiB 3 HegoCTaTHIM
kKoHTponeM riikemil (HbAlc 7,5-10 %) Ha MoMeHT BigOopy Ha TJIi TiKyBaHHS TiNTbKU I'TiOeHKIaMifoM
y cyOMaKcuManbHUX fo3ax. CakcariinTuH y Kom6iHallil 3 cyIb(poHiICe40BUHOIO Y PiKCcoBaHi
IPOMiXKHil f03i (rmibeHknaMin 7,5 Mr) mopiBHIOBaIM 3 TUTPYBaHHSAM [0 BUIIOI 003U TIibeHKIaMiny
(mpubnu3Ho y 92 % mauieHTiB y rpyni mianebo Ta rinibeHKIaMigy 3AiicCHIOBaNIM TUTPYBAHHS 0O
OCTATOYHOI 3aranbHOI 7060BOI mo3u 15 mr). CakcarninTtuH (n=250) 3a6e3meyyBaB 3HAUYIIE
OKpallleHHs MoKa3HUKiB Hb1Ac, rioKo3u HaTIIe Ta Mic/is BXKHUBaHHS 1XKi TOPIBHSIHO 3 TUTPYBaHHSIM
rnibeHkaminy mo Buioi no3u (n=264). [TokpaineHHs noka3uukis HbAlc Ta rimoko3u micns
BXKMBaAHHS 1Xi Micnsg MiKyBaHHS caKcarjinTHHOM 5 MT 30epiranock fo 76 TuxHsg. 3MiHa 3 60Ky HbAlc
y HaLi€eHTiB, gKi IpUUMaIy CaKCarlinTUH 5 MTI (n=>56), IOPIBHAHO 3 TUMHU, XTO OTPUMYBaB
raibeHKIIaMif i3 TUTPYBAHHSM J03M [0 BUINOI Ta mianebo (n=27), cranosuna -0,7 % Ha 76-My THXKHI.

CakcaeainmuH sx 0onogHeHHs 00 KoMbiHoBaHOI iHcyaiHomepanii (3 memgpopmiHom abo 6e3).

Y 24-TuxXHEeBOMYy PaHAOMi30BAaHOMY MOABIMHOMY CJIiOMY Ij1ane60-KOHTPOIbOBAaHOMY JOCIXKEeHHI 3
METOIO0 OIliHIOBaHHS e(PeKTUBHOCTI Ta Ge3leku cakcariinTuHy B KoMOiHallii 3 iHcyiHOM y cTabinbHin
1031 (B cepeIHbOMY Ha II0YaTKOBOMY DPiBHI - 54,2 OOMHUIII) 3arajoM B3s/IM y4acTbh 455 malfieHTiB 3
1ykpoBuM miabetoM II Tuny 3 HegocTaTHIM KOHTposeM riikeMii (HbAlc =7,5 % i < 11%) Ha Tni
TinbKu iHCYMiHY (n=141) abo iHCymiHy B KoMOiHallil 3i cTabinibHOIO 103010 MeThopMiHy (n=314).
CakcarminTuH 1o 5 Mr 5K IOIIOBHEHHS 0 iHCymiHy 3 MeTdhopMiHOoM (abo 6e3) 3abe3neyyBaB
CTaATUCTUYHO 3HaUyIlle MOKpalleHHs MoKa3HuKiB HbAlc Ta rimoko3u micis npuitoMy ixi gepes 24
THUXKHi 3aCTOCYBaHHS MOPIiBHSIHO 3 [IOfaBaHHSIM IUTale0o no iHCcymiHy 3 MeTdopMiHoM abo Oe3.
Bnu3bke 3a 3HAUEHHSIM 3MeHIIeHHs moka3Huka HbAlc mopiBHsAHO 3 myanebo 6yo moCIrHyTe y
MallieHTIB, AKi IpUUMau CaKCarJilTUH Y 0031 5 MI' K [OIIOBHEHHS [0 IHCYJIIHY He3aJIekHO Bif
3actocyBaHHS MeThopMiny (-0,4 % mmsa o6ox migrpym). ITokpaleHHs Bifi T0YaTKOBOTO PiBHA
noka3Huka HbAlc 30epiranocs y rpyIi qogaBaHHS CaKCaTTiNTUHY A0 iHCY/IiHY IIOPiBHSHO 3 TPYIIO0
momaBaHHS ITalebo mo iHcymiHy 3 MeTdopMiHoM abo 6e3 mo 52 TuxkHs. 3MiHa 3 60Ky HbAlc mns
T'PYyIU cakcarminTtuny (n=244) nopiBHsHo 3 mianebo (n=124) cranosuna -0,4 % Ha 52-My THXKHI.

CaxkcazainmuH AK 0ono8HeHHs 00 mepanii mia3oai0uHOIOHOM.

[Tnane60-KOHTPOILOBAHE NOCHIIXKEHHS TPUBAIICTIO 24 TUXKHI MPOBOAUIN 3 METOIO OLiHIOBAHHS
eeKTUBHOCTI Ta 6e3MeKy cakcariminTuHy y KoMmOinarii 3 tiazoniguapionom (T3]1]) y marieHTiB 3
HefocTaTHIM KoHTposeM riikeMii (HbAlc 7-10,5 %) Ha Tii nikyBauHs Tinbku T3], CakcarminTuH
(n=183) 3abe3meuyBaB 3HauYIle OKpallleHHs MoKa3HUKiB Hb1Ac, rTioK031 HaTINe Ta Micis
npuioMy ixi nmopiBasHo 3 mianebo (n=180). [TokpaiieHHs nMoka3HUKiB HbAlc Ta rmoko3u HaTie i
Iicis mpuioMy 1Xi micys NTiKyBaHHS CaKCaryinTHHOM 5 Mr 30epiranoch 0o 76 TUXHSA. 3MiHa 3 00Ky
HbAlc y natieHTiB, 9Ki npuiiManu cakCarjinTuH 5 Mr (n=82), IOpiBHSAHO 3 TUMHU, XTO OTPHMYBaB
T3 i mmane6o (n=53), cranosuina -0,9 % Ha 76-My THUXKHI.

CakcaeainmuH six 0onogHeHHs 00 KoMOiHOBaHOI mepanii Mem@opMiHOM i CyAbPOHINCEUOBUHOMD.

Ycworo 257 nauieHTiB 3 nyKpoBuM giabetoM II Tuly B341M y4acTh y 24-TUXKHEBOMY
paHOOMi30BaHOMY MOMBIMHOMY CIIiIIOMY IIane00-KOHTPOILOBAaHOMY HOCTIIKEHH] 3 METOI0



OILIiHIOBaHHS e(pEeKTUBHOCTI Ta 6e3IMeKu cakcarIinTuHy (5 MI oiuH pa3 Ha 0o0y) y KoMOiHaIrii 3
MeThopMiHOM Ta cynbdoninceuopunow (CC) y nauieHTiB 3 HegocTaTHIM KoHTposeM riikemii (HbAlc
=7 % ta <10 %). Cakcarmintul (n=127) 3a6e3nevyyBaB 3HaUyIIe MOKpalleHHs nmoka3HukiB Hb1Ac Ta
TJIIOKO3U ITiCTI BXKMBaHHS 1XKi MOpiBHSAHO 3 myanebo (n=128). 3mina 3 60ky HbAlc gns rpynu
CaKCarJinTuHy MopiBHSAHO 3 manebo ctaHoBuna -0,7 % Ha 24-My THXHI.

CakcazainmuH sk 0onogHeHHs 00 KomMbOiHOBaHOI mepanii danazaighao03uHOM ma Mem@opMiHOM

Y 24-tuXHeBOMY paHOOMi30BaHOMY NOMBIMHOMY CIIiIOMY Iane00-KOHTPOJILOBAaHOMY OOCTiIKEeHH,
IIPOBEIEHOMY 3a Y4acTIO MAIliEHTIB i3 IyKpoBuM fiabeToMm II TuImy, mopiBHIOBAIX CaKCaTIiNTUH Y 003i
5 Mr i3 nnane6o K IOMOBHEHHS [0 Teparii B oci6 i3 HbAlc 7-10,5 %, siKi oTpuMyBau Tepariio
nanarmidao3uroM (iHribitop SGLT2) Ta MeTdopminoM. [1anieHTH, sIKi 3aBepIIXAIIN T0YAaTKOBUM 24-
TUKHEBUU MEePiof, Majiyd IPaBo YBiUTH A0 28-TUKHEBOT0 KOHTPOJIbOBAHOI'0 TPUBAJIOTO OOCTiIXKEHHS
IIPOMIOBXKEHHSA Teparii (52 THUXKHI).

Oco0w, sIKi OTpUMYyBaJIX Tepario CaKCarIiITHHOM SIK HOIOBHEHHS [0 Jamnariihao3uHy Ta
MeTdopMiny (n = 153), mocsArnu craTucTUYHO 3HauyIe (p < 0,0001) GinpiIux 3HUKEHD

HbA1c mopiBHSHO i3 rpymoio npuiiomy mnaiebo siK JOMOBHEHHS OO Hamariidguo3uHy Ta MeTGOpMiHy
(n = 162) Ha 24-my TuxHi (quB. Tabmuiio 1). Bonus Ha nokasHuk HbAlc, 110 cioctepirascs Ha 24-My
TUXKHI, OyJI0 MiATprMaHO Ha 52-My THXKHi. [Ipodins 6e3neKu cakCcarIinTHHY SK JOIOBHEHHS [0
manarmiao3uHy Ta MeT)OPMiHYy IPOTATOM TPUBAJIOTO NePioAy JIiKyBaHHS BiANOBifaB mpodinio, o
CIIOCTepiraBcsl y LbOMY OOCTIiAKEeHHI BIPOLOBXK 24-TUXKHEBOI'0 I1ePioAy JIiIKyBaHHS, a TaKOX

y BUIIPOOYyBaHHi, B IKOMY CaKCarTiNTHH i mamarmi¢Io3uH Ipru3Hadyaii OJHOYACHO K JOJaTKOBY
Tepallilo nauieHTaMm, 10 OTPUMYyBaIii MeTPOPMiH (ONIMCAHO HUXKYE).

Yacmka nauienmis, ki 0ocsearomb HbAlc < 7 %

YacTtka nanieHTis, aki gocarnu HbAlc < 7 % Ha 24-my TuxXHi, 6yia BUILO0 Y TPYIi caKCcarTlinTUHY

B 1o3i 5 Mr manarmidno3un metdopmin - 35,3 % (95 % I [28,2; 42,4]) mopiBHSAHO i3 rpymoio miamebo
nanariigmo3un metdopmin - 23,1 % (95 % M1 [16,9; 29,3]). Edext HbAlc, 1o crocTepirascs Ha 24-
My TUXKHI, TIATPUMYyBaBCs Ha 52-My TUXKHI.

Tabmuig 1. Kimto4doBi pe3ynbraTy niKyBaHHS npenapaToM OHIIi3a ¥ fo3i 5 Mr Ha 0o0y y miaie6o-
KOHTPOJIbOBaHUX AOCTiAKEHHSIX MOHOTEpAIil Ta AOCTiAKEeHHAX IIpenapaTy SIK JOIOBHEHHS [0
KOMOiHOBaHOI Teparil

CepepHs 3MiHa

Cepente . ;
smavenns na  CEPenHs 3vina® - HbAlc (%) 3
mowaTkoBoMy ~ on HOUATKOBOIO TIOIIPABKOIO Ha
piBHi piBus HbAlc (%) mnnane6o Ha 24-my

HbAlc (%) Ha 24-My TUXKHI THXKHI

(95 % MOI)

TOCJIIIXKEHHSA MOHOTEPATIIT
Hocnigxenns CV181011 (n=103) 8,0 -0,5 -0,6 (-0,9, -0,4)°
Hocnigxenus CV181038 (n=69) 7,9 -0,7 (BpaH1i) -0,4 (-0,7, -0,1)*

(n=70) 7,9 -0,6 (BBeuepi) -0,4 (-0,6, -0,1)°
OOCJIIIXKEHHY ITPEITIAPATY K DOTTOBHEHHSA/KOMBIHOBAHOI TEPAITII
Hocnimxenns CV181014: momoBuenus 8,1 -0,7 -0,8 (-1,0, -0,6)°
no meTdopMminy (n=186)
Hocnigxxenus CV181040: momoBHeHHsT 8,5 -0,6 -0,7 (-0,9, -0,6)°
no CC' (n=250)
Iocnimxenus D1680L00006: 8,4 -0,7 -0,7(-0,9,-0,5) °

IOTIOBHEHHS o KoMOiHallii MeTdopmin
CC (n=257)



Hocnigpxenns CV181013: momoBHenHs 8,4 -0,9 -0,6 (-0,8, -0,4)°
mo T3I1 (n=183)

Hocnimxxenns CV181039: mouaTkoBa

KoMOiHamist 3 MeTdhopminoM®

3araspHa momnyanis (n=306) 9,4 -2,5 -0,5 (0,7, -0,4)’
Buxiguuii pisess HbAlc =10 % (n=107) 10,8 -3,3 -0,6 (-0,9, -0,3)°
Iocnimxenus CV181168: noxmansblie 7,9 -0,5 -0,4 (-0,5, -0,2)°

IOOIOBHEHHS M0 KoMOiHalil

pamnarmipmosid (n=315)

Hocnipxenns CV181057: gomoBHenHs 8,7 -0,7 -0,4 (-0,6, -0,2)°
no iHcyminy ( /-MeTdopMin)

3aranbHa nonynanisa (n=300)

n - KiJIbKiCTh paHAOMi30BaHUX MAIli€HTIB (IepBUHHUY aHamli3 e(eKTUBHOCTI y IOMyIsLii BCixX
Malli€HTiB, IKUM MIPU3Ha4daliu JOCIiXKyBaHe JTiKyBaHHS), O/ SKUX HasBHI JaHi.

'Y rpymi nnamne6o NpoBONKIM TUTPYBaHHS 3araabHOl 060BOI M03K TibeHKIaMify Bif 7,5 Mr o 15
MT.

*CepeqHs 3MiHa Biff T0OYaTKOBOTO PiBHS 3 IONPaBKOIO Ha 3HAYEHHS Ha BuxigHOMY piBHiI (ANCOVA).
*p<0,0001 mopiBHAHO 3 mnane6o.

*p=0,0059 nopiBHAHO 3 maneso.

°p=0,0157 mopiBHAHO 3 mane6o.

‘TutpyBanus MeTdopminy Big 500 go 2000 Mr Ha K00y 3a YMOBM II€PEHOCHMOCTI.

"Cepenns 3Miga HbAlc - 1e pisHuIS MixX rpynaMu KoMOiHallii cakcarilinTiuH MeTGOpMiH Ta TiTbKK
MeTdopwmin (p<0,0001).

®Cepenns 3miza HbAlc - 1e pisHuIs MixX rpynaMu KoMOiHalii cakcariinTiH MeTGOpMiH Ta TiTbKK
MeT(OopMiH.

*Cepenns 3miza HbAlc - 1e pisHuIs MixX rpynamMu KoMGiHalii cakcariinTiH ganariipao3ut
MeTdopmiH Ta mamarmidno3ud Mmetdopmin (p<0,0001).

CakcazainmuH ma danazaihno03uH K 0onogHeHHA 00 mepanii MmempopmiHoM

Y 24-TrXHEeBOMY paHAOMi30BaHOMY IOABIMHOMY CIIIIOMY LOCIiOXKEeHH] 3 BUKOPUCTAHHAM aKTUBHOTO
IIperapary IMOPiBHSIHHS 3arajioM B3s/IH y4acTh 534 Dopocii malieHTy i3 ykKpoBuM miabetom II Tumy
Ta HEBIAMOBIMHUM KOHTPOJIEM IJIiKeMil, IKi OTpuMyBaIH JiKyBaHHS nuile MmeTgopminom (HbAlc 8-12
%), o TopiBHSAHHS KOMOiHaIlil caKCcarinTHHY Ta ganariidio3uny, JogaHuX 0qHOYaCHO [0
MeT(OpMiHy, 3 caKcarJinTHHOM a0o Jamnariigro3uHOM Ha JofJaToK [0 MeTgopMiny. ITarienTu Oynu
paHIoMi30BaHi 10 OfHi€l 3 TPHOX MOABIMHUX CIIINUX TPYH Tepaii, SKi OTpUMyBaiud 5 MT
cakcarnmintugy i 10 Mr gamarmi¢no3uny, momaHi mo MeTdopMiny, 5 MI' cakcarminTuHy i nname6o,
momaHi mo MeTdopminy, abo 10 mr manarmidno3uny i mnamebo, gogaHi ;o MeThHOpPMiHY.

I'pyna cakcarminTuny i gamarnimo3uHy gocsiranga 3Ha4yHO OiIbLIINX 3HMKEHDb MoKa3HUKIB HbAlc
TIOPiBHSIHO i3 TPYIOI0 cakcarminTuHy abo mamariidno3uny yepe3 24 TuxHi (IUB. TabIUIIO 2).



Tabmuig 2. 3HaueHHs HbAlc Ha 24-My THXKHI Y KOHTPOJILOBAaHOMY [OCTIiI2KEHH] 3 BUKOPUCTAHHSIM
aKTUBHOTO TIpenapaTy MOpiBHAHHS: KOMOiHAIlI0 caKCcaTIinTUHY Ta Janariihao3uny, DogaHuX
OJHOYACHO [0 MeT(OpPMiHY, ITOPiBHIOBAIM 3 IIOETHAHHSAM CaKCaTrJiNTUHY a00 mamarmigrno3uny

Ha [ofgady oo MeT(QopMiHy

[Toka3HUK CakcarmiinTul 5 Mr CakcarminTul 5 Mr Hanarmidmo3un 10 mMr
e(eKTUBHOCTI mamarmidno3ud 10 Mr  [MeThopMiH MeT(pOpMiH
MeThOpMiH n=176 n=179

n =179

1

Hb,,, (%) Ha 24-My TUXKHI

[ToyaTKOBHUII PiBEHDb 8,93 9,03 3,87
(cepenne)
3MiHa Big modaTtkoBoro |-1,47 -0,88 -1,20

PiBHS (CKOpPUTOBaHe (-1,62; -1,31) (-1,03; -0,72) (-1,35; -1,04)
cepenne’)
(95 % OI)
BinMiHHOCTI Bin -0,59* - -
KoMOiHaIrii (-0,81; -0,37)
CaKCarjilThH
MeT(opMiH
(ckopuroBane
cepenne’)

(95 % IOI)
BimMiHHOCTI Bif -0,27° - -
KOMOiHaIrii (-0,48; -0,05)
CakCcariinTuH
MeT(pOpMiH
(ckopuroBaHe
cepenne’)

(95 % OI)

1l'Il'IB - O3[0BXHI IOBTOPHI BUMipIOBaHHS (BUKOPUCTOBYIYYN 3HAUEHHS IIepel pe3ePBHOI0
Tepari€mn).

2PaHnoMi3OBaHi Ta IIPOJIiKOBaHI MalliEHTU 3 TI0YaTKOBUM pPiBHEM Ta IIpUHauMHi 1 BUMipIOBaHHAM
e(eKTUBHOCTI ITiCJII BUXiTHOTO PiBHS.

3CepenHe, po3paxoBaHe MBOETAIIHUM METOIOM, CKOPUTOBaHEe 3a MMOYaTKOBUM 3HAUYEHHSIM.

4 < 0,0001.

°p = 0,0166.

Yacmka nauieHmis, Aki docaearomv Hb,,. <7 %

3uuxkeHnHs piBug Hb,,, MeHI Hixk Ha 7 % Oyso gocaruyTo y rpymi kombiHanii cakcarminTuny i
namarmipnosuny 41,4 % (95 % [ [34,5; 48,2]) mopiBusizo 3 18,3 % (95 % M1 [13,0; 23,5]) y rpymi
cakcarminTtuny ta 22,2 % (95 % OI[16,1; 28,3]) - manarmnidno3uny.

ITauieHmu 3 nopyweHHAM pYHKUii HUDPOK.



Y 12-tuxHeBOMy 6araToleHTPOBOMY paHAOMi30BaHOMY MOABIMHOMY CiimoMy miaiebo-
KOHTPOJIbOBAHOMY [IOCIiI2KEHHI TPOBOIUIIU OLIHIOBAaHHS €(PEKTY JIiKyBaHHS CAKCArilTHHOM 2,5

MI'  OOuH pa3 Ha mo6y mopiBHsAHO 3 myane6o y 170 mauienTiB (85 nauieHTiB y rpymi nikyBaHHS
cakcarmnTuHoM i 85 namieHTiB y rpyni nname6o) 3 iykposuM piabetom II Tuny (HbAlc 7,0-11 %) Ta
nopyiieHHAM ¢GyHKII HupoK (moMipHuM [n=90], TsaxkuM [n=41] a6o TCHH (TepmiHanbHa cTagis
HUPKOBOI HegocTaTHOCTI) [n=39]). Y npoMy mocnimxkeHHi 98,2 % mallieHTiB OTpUMyBalu iHIIe
aHTUrinepriikeMiyne naikyBaHHA (75,3 % - iHCyiH i 31,2 % - nepopasibHi aHTUTiEPrIIiKeMiyHi
3aco0u; mesiKi mallieHTH OTpUMYyBasu i Te, i inme). CakcarninTul 3a0e3neyyBaB 3HaUyllle 3HUKEHHS
piBusg HbAlc mopiBHsiHO 3 mnaie6o; 3mina HbAlc gns cakcarmintuny ctaHoBuia -0,9 % Ha
tuxkHi 12 (3mina HbAlc -0,4 % pns nnae6o). YacToTa mifTBepAXKeHUX SBUIL TinoriikeMii 6yia geirno
BUIIOIO y TPy cakcarminTury (9,4 %) nopiBHSAHO 3 rpynoio mniaiebo (4,7 %), xoda KinbKiCTh
NalieHTiB 3 OyOb-IKMMU TiMOTTiKeMiYHUMHU SIBUIIaMU He Bifpi3HsANacs B 000X Irpylax JiKyBaHHS.
He6axxaHoro BIIMBY Ha QYHKIIII0 HUPOK, II0 BU3HAYABCS 3a PO3PAax0BaHO0 MIBUAKICTIO KITyOOYKOBOI
¢inpTpanii abo CrCL Ha TuxHi 12 Ta TUXHI 52, He CIIOCTepiranocs.

Hocaidacennsa SAVOR (Saxagliptin Assessment of Vascular Outcomes Recorded in Patients
with Diabetes Mellitus — Thrombolysis in Myocardial Infarction)

Y mocnipxenHi SAVOR BuBuanu cepueso-cynusHi (CC) Hacnigku y 16 492 nanienTis i3 HbAlc
=6,5% Tta< 12 % (12 959 - 3i BcTaHOBNeHUM CC-3axBopioBaHHAM (CC3); 3533 - nuime 3 KiTbKoMa
dbakTopaMu pU3UKY), AKi OyIM paHAOMi30BaHi o rpyn cakcarninTuy (n = 8280) abo nnamne6o

(n = 8212) Ha DOIOBHEHHS [0 perioHanbHUX cTaHAapTiB gornsany ansd HbAlc ra CC-uMHHUKIB
pu3uKy. [locmigKyBaHi MOMyIALil BKIoYanu ocib BikoM = 65 pokiB (n = 8561) i = 75 pokiB (n =
2330) 3 HopMmanbHUM abo nerkuM (n = 13,916) ta cepentim (n = 2240), a6o TsxkKuM (n = 336)
NOpPYIIeHHAM (QYHKIIil HUPOK.

[TepBUHHOIO KiHIIEBOIO TOYKOIO Oe3meku (He MeHI 6e3meyHuM) Ta eeKTUBHOCTI (mepeBara) Oymna
kKoMOiHOBaHa KiHIleBa TOUKa, 10 CKJIafiaiacs oo Yacy MepuIoro BUHUKHEHHS Oyab-9KO0l 3 TaKUX
cepio3nux HeOaxauux CC-moxmitt (MACE): cmepTh yepe3 CC3, HedaTanpHuM iHGAPKT MioKapaa abo
HedaTaabHUY iMIEMiYHUY iHCYJIBT.

[Ticns cepegHBOTO IEPiOy MOANBIIOr0 CIIOCTEPEKEHHS, 1110 TPUBAB 2 POKU, BUIPOOYBAHHS JOCSTIIO
CBOEI TIEPBUHHOI KiHIIeBOI TOUKY 6e3neku. Lle CBIIUUTH PO Te, 0 CaKCaTINTHH He MigBUIIYE
CepleBO-CYANHHOTO PU3NKY B NALli€HTIB i3 yKpoBuM Aiabetom II Tumy mopiBHSHO 3 miane6o mpu
IodaBaHHi MO MOTOYHOI CTaHAAPTHOIL Teparril.

O MACE a6o cMepTHOCTI 3 yCix Tpu4uH HeMa€ mepeBary. [lepBuHHa KoMOiHOBaHa KiHIleBa TOYKa
MACE cnoctepiranacsi 3 4actoror 7,4 % y rpymi cakcarmintuny Ta 7,4 % y rpymi mname6o (CP
=1,00; 95 % [OI[0,89; 1,12]. BropunHna kombiHOBaHa KiHlleBa Touka MACE mioc criocTepiranacs 3
yacTtoToio 12,8 % y rpymni cakcarnintuny i 12,6 % y rpymi nmanebo (CP = 1,02; 95 % O1[0,94; 1,11].

OpuH KOMIIOHEHT BTOPUHHOI KOMOiHOBaHOI KiHIIeBOI TOYKH, TOCIIiTai3allis 3 MpUBOAY CepleBoi
HEeJIOCTAaTHOCTI, CItocTepiraBcs OibIIO0 MipoIo IIPH 3aCTOCYBaHHI cakcarminTuny (3,5 %) MopiBHIHO
i3 rpynoto nnate6o (2,8 %) 3 HoMiHAIBHOIO CTATUCTUYHOIO 3HAYKMMICTIO Ha KOPUCTH Iyare6o
(CP=1,27;95 % IOI1[1,07; 1,51]; p = 0,007). Kniniuno 3nauuMi pakTopy, sKi nependadamThb
30i/bIIeHHS BiTHOCHOT'O PU3UKY Teparlil cakcarinTUHOM, He MOXKYTh OyTH OCTaTOYHO BU3HAYEHI.
Cy0’ekTH 3 MigBUIIEHUM PU3UKOM T'OCIIiTai3allii 3 IpUBOAY CEPIeBOi HEJOCTaTHOCTI, HE3AJIEXKHO
Bifl MpU3HaYeHHs JTIKyBaHHS, MOXYTh OyTH imeHTH(iKOBaHi 3a BifoMuMu (paKTOpaMU PUIUKY
CeplieBOi HeIOCTATHOCTI, SK-TO TOYAaTKOBUYM aHaMHe3 3aXBOPIOBAaHHS ab0 MOpYyIIeHHSAM QYHKIIi1
HUPOK. [IpoTe cy0’€KTH I'PYyIH CaKCATTNTHHY 3 aHaMHEe30M CepIlieBOl HeJOCTaTHOCTi a00 MOPYIIeHHS
(GYHKIIII HUPOK Ha I0YaTKOBOMY eTalli He MaJjii MiABUIIEHOT0 PU3UKY IOPiBHAHO 3 I1ale0o 1070
IIepPBUHHUX a00 BTOPUHHUX KOMOIHOBAHUX KiHIIEBUX TOYOK ab0 CMEPTHOCTI 3 yCiX MPUYKH.



[Ile ogHa BTOpWHHA KiHIIeBa TOYKa, CMEPTHICTD 3 YCiX MPUYKH, CIIOCTepiragacs 3 4actoToi 5,1 %
y rpymi cakcarmintuny i 4,6 % - nmaue6o (CP = 1,11; 95 % [II1[0,96; 1,27]). CmepTHicTb 3 CC-
npuunH Oysia MOPiBHAHHOIO Y rpynax jikyBaHHS. [ucbanaHc y KiTbKOCTI IeTalbHUX HACIIIKIB He 3
CepleBO-CYAUHHUX IIPUYKH CIIOCTePiraBcs 3 GibINOI0 KiNbKiCTIO MOMiN MTPK 3aCTOCYBaHHI
cakcarmintuny (1,8 %), Hixk mnarebo (1,4 %) (CP = 1,27; 95 % 1 [1,00; 1,62]; p = 0,051).

A1C 6yB HUKYMM [JI CAKCATJINTUHY IOPiBHSHO i3 naiebo B IOIIYKOBOMY aHaJTi3i.
Himu.

€BponencbKe areHTCTBO JTiKapChKUX 3ac00iB 3HS10 3000B’sI3aHHA II0[I0 HaJlaHHS PE3yJIbTaTiB
nociigxeHs npenapaTy OHIJIi3a B OOHIM 4M AEKIIBKOX IMiArpynax giTer [OJis JIIKyBaHHS LIyKPOBOT'O
miabety II Tuny (muB. po3min «OcobIMBOCTI 3aCTOCYBaHHS», e HaBefleHa iHpopMallis mpo
3aCTOCYBaHHS TiTSIM).

Ocobu nimHb020 BiKY

Y BunpoOyBanHi SAVOR y rpymnax naiieHTiB BikoM Bif 65 pokiB Ta Bif 75 pokiB eeKTUBHICTh
i 6e3meka BifoBifany 3arabHiil JOCTIIXKYBaHil MOMyIALii.

GENERATION - 52-TuKHeBe [OCTigXKeHHS KOHTPOJIIO rikeMil y 720 mamieHTiB JIiTHBOTO BiKY,
cepeqiHiii BiK 9Kux cTaHoBUB 72,6 poky: 433 ocobu (60,1 %) manu Bik < 75 pokiB, a 287 ocib (39,9 %)
Oynu BiKoM = 75 pokiB. [IepBUHHY KiHIIeBY TOUKY CTaHOBUJIA YACTKa XBOPUX, SKi JOCATIN TOKa3HUKA
HbAlc < 7 % 6e3 nigTBepakeHoi abo TSIXKKOI rimornikeMii. BusiBlneHo BifCyTHICTb pi3HUIT

y BiICOTKaX Malli€HTiB, AKi BiAmoBinu Ha Tepamnito: 37,9 % (cakcarmnintuH) Ta 38,2 % (rmiMenipun)
IOCSTTIY IEPBUHHOI KiHIIEBOI TOYKHU. MeHIla YaCTKa XBOPUX IIPU 3aCTOCYBaHHI CaKCaTrIiITUHY

(44,7 %) nopiBHAHO i3 rpymnoio raimenipuny (54,7 %) nocsrna Hb,,, 7,0 %. MeHIIa yacTKa nallieHTiB
y rpymi cakcarmintusy (1,1 %) nopiBHsIHO 3 Takow riaiMenipuny (15,3 %) 3a3Hana DifTBEPAKEHOTO
a00 TSXKKOTIO TillorIiKeMiuHOro SBUIIA.

dapmakokiHemuka.

dapMakoOKiHeTHKa CaKCaIIilTHHY Ta H0ro OCHOBHOT0 MeTaboiTy Oyiia mofibHOI0 ¥ 3M0POBUX
noOPOBOJIBIIB Ta y MAIliEHTIB 3 HyKPOBUM miabeTom II Tumy.

BcmoxkmyeaHHA.

CaxkcarminTuH MIBUAKO BCMOKTYETHCS IIiCJIA IePOpaIbHOTO IPUMOMY y CTaHi HaTie 3
MaKCHUMalbHUMU 11a3MOBAMU KOHLeHTpauisamu (C,,,) CaKCarIilTUHYy Ta KO0r0 OCHOBHOTO
MeTabomiTy, 0 gocsaranucs mpotsarom 2 Ta 4 rogus (T,,,,) BinmoBigHo. 3Hauenus C,,,, Ta AUC
CaKCarjinTUHy Ta ¥Oro OCHOBHOTO MeTalOJIiTy 3pOCTaly IPONOPIiNHO HMiABUIIEHHIO N03U
CakCarjilnTUHy; TaKa IPOIOPUiMHICTE 0031 criocTepiranacs B aiana3oHi no 400 mr. [Ticna
OJHOPA30BOT0 IIEPOPAIbHOI0 MPUIOMY CaKCATJINTHHY B 1031 5 MI' 3MOpPOBUMHU HOOPOBOIBIIIMU
cepenHi 3HaueHHsT AUC ma3Mu [Jisg CAKCarJlNTUHY Ta HOr0 OCHOBHOTO MeTabomiTy cTaHOBUNIKU 78
Hr-rom/Mn Ta 214 ur-rom/mn BigmoimHO. BignoBigHi 3HaueHHs nna3moBoi C,,, HopiBHIOBaIu 24
Hr/MI Ta 47 ur/Mn BignosigHo. Koedinientu Bapiamii ans C,,,, Ta AUC cakcariainTAHY B OGHOTO
namiesTa Oy Hux4e 12 %.

IuribyBanHs akTuBHOCTI [IT1T1-4 myia3mMu KPOBi i BIJIMBOM CaKCATJINTHHY IIPOTITOM I[OHaMeHIIIe
24 TOOUH MiCIg IepopabHOT0 MPHUMOMY CaKCarliNTAHY MOSICHIOETHCS BUCOKOIO MOTYXKHICTIO,
BHCOKOIO apiHHICTIO Ta aKTUBHUM 3B’SI3yBAaHHSAM 3 aKTUBHUMU HiNTHKAMHU.



B3saemodis 3 ixcero.

I>xa yuHUTL BiTHOCHO He3HAuHMII BIIUB Ha GapMaKOKiHETHKY CAKCaTJilNTHHY Y 3[0POBUX
noOpoBobLIiB. [TpuiioM pa3oM 3 ikelo (3 BUCOKMM BMIiCTOM XUPY) He CIPUUYUHAB 3MiH C,, i
npu3BonuB 0o 3poctaHHsa AUC Ha 27 % mOpiBHIHO 3i CTaHOM HaTIe. Jac, MPOTIroM SKOTo
nocaraetbcs C,,, (T,..,), 30inbinyBaBcs npubnau3Ho Ha 0,5 TONUHM TiC/Is MPUIOMY pPa3oM 3 iKelo
IIOPIBHAHO 31 cTaHOM HaTine. Lli 3MiHU OLiHIOIOTHCA K KIIHIYHO He3Havylli.

Po3nodi.

3B’sI3yBaHHS CaKCaTINTUHY Ta 10T0 OCHOBHOTO MeTaboIiTy 3 6ifikamu in vitro B CHpOBATLi KPOBi
JIONWHY He3HauHe. TakKuM YMHOM, MaJIOMMOBIpHO, 110 3MiHM PiBHIB 6ifIka B KPOBi BHACTIOK Pi3HUX
TIATOJIOTIYHUX CTaHIB (HAMPUKIIA[ MOPYIIeHHs GYHKII nediHKY a0 HUPOK) BIIMBAaTUMYTh Ha
PO3MOLINI CaKCarilTUHY.

biompaHcgpopmauis.

BioTpaHcdopMallis cakcarminTuHy BifOyBaeTbCs IePeBaxHO 3 yyacTio uroxpomy P450 3A4/5
(CYP3A4/5). OcHoBHME MeTabO0IT cCaKCarilTUHY TAKOXK € CeJIeKTUBHUM 000POTHUM KOHKYPEHTHUM
inri6iropom [IIII1-4, MOTYXKHICTh SKOT'0 CTAHOBUTH IIOJIOBUHY IOTYKHOCTi CaKCarJIilNTHHY.

BusedeHHs.

CepernHiy epion HamiBBUBEOEHHS 3 IIJIa3MU KPOBI (t;,) cakcarminTuHy Ta 10ro OCHOBHOTO
MeTaloIiTy CTaHOBUTSL 2,5 ToguHY i 3,1 TOOUHY BiANIOBIAHO, a CepefHe 3HauUeHHS t,, [ iHribyBaHHSA
[IITI-4 mna3Mu KPoBi JOpiBHIOBANO 26,9 roguuu. CakCarminTHH BUBOOUTHLCS 3a HOIIOMOTOI0 K
HUPKOBOT'O, TaK i Me4iHKOBOT0 MeTabomiyHuX nuisaxiB. I1icyis oqHOPa30BOr0 MEPOPaNbHOI0 IPUoMy
go3u 50 Mr 14C-caKcarHiHTI/IHy 24 %, 36 % Ta 75 % mo3u BUBOOUTHCS 3 CEUEI0 y BUTTIAMAL
CakCarjinTuHy, 10T0 OCHOBHOTO MeTa0OoJIiTy Ta 3arajJlbHOr0 pafioaKTUBHOTO MaTepiasy BifOBiAHO.
Cepenniit HUPKOBUM KITipeHC cakcarminTtuny (~230 mi/xB) OyB BUILIMM Bifl CEpeIHBOI OIliHIOBaHOI
riaomMepynspHol ginpTpanii (~120 mMi/XB), 10 TEBHOIO MipOIO CBiIUMUTE IIPO aKTUBHE BUBEEHHS
HUPKaMU. 3HaUeHHS HUPKOBOT'O KJIiPEHCY [/ OCHOBHOTO MeTaboIiTy OyIu IOPiBHAHHUMY i3
PO3paxoBaHOI0 MBUAKICTIO KJIy60YKOBOI (inbTpaltil. Ycboro 22 % MpUUHSITOTO PagioaKTUBHOTO
Martepiamy OyJio BUSBIEHO V KaJli, 110 BiimoBimae ¢pakiiii 403K caKCarJilTHHY, 1[0 BUBOOUTHLCS Y
JKOBY Ta/abo y BUrsani HeabcopboBaHOTO JIiIKapCHKOTO 3ac0o0y 3i MIMTYHKOBO-KUIITKOBOTO TPAKTY.

JIiHitiHicMb.

C,ax Ta AUC cakcarminTuHy i #0ro 0CHOBHOT'O MeTa0o0JIiTy 3poCTaly IIPOIMOPIiiHO 00 H03U
cakcarnminTtuy. CyTTeBOr0 HaKOMMYEHHS CaKCarlinTuHy abo 10ro 0CHOBHOTO MeTaboIiTy Ha Tii
HaraTopa3oBoro mpuioMy OfUH pa3 Ha Jo0y AJisg XKOTHOTO 3 PiBHIB 103yBaHHS HE CIIOCTEPIrasock.
3aIekHICTh KJTipEHCY CAKCATTITHHY Ta HOr0 OCHOBHOTO MeTaboIiTy Bif 103K Ta Yacy mpoTsarom 14-
IEeHHOTO IPUHOMY CaKCarTiNTUHY ONUH pa3 Ha 700y B fiama30Hi mo3yBaHHS Bif 2,5 Mr 1o 400 Mr He
cIiocTepirasacs.

Ocob.1uei kameezopii nauieHmis.
ITopyweHHA PYHKUII HUPOK.

Bigkpute gociigKeHHsS 3 OQHOPa30BUM IIPUMOMOM OOCIIIIXKYBaHOTO IIpernapaTy IPOBOSUIN 3 METO0
OLIiHIOBaHHS (h)apMaKOKIHETHKHU CaKCaTrJINTUHY IiCJIg IepopalbHOro npuiiomy B 103i 10 mMr y



MAIliEHTIB 3 Pi3HUM CTYIIeHEeM XPOHIYHOI HUPKOBOI HEJIOCTATHOCTI ITOPiBHSIHO 3 MAIliEHTaMHU 3
HOpPMaJbHOW QYHKITEI0 HUPOK. Y mocmimkeHHi 6panu ydyacTh MallieHTH 3 MOPYIEeHHIM QYHKII
HUPOK, 1110 Kacu(}ikyBamu 3aiexkHo Bif KiipeHcy KpeaTuHiHy 5K jerke (IIIK® mpuGnu3Ho CTaHOBUTH
= 45 - < 90 mn/xB), nomipae (IIIK® mpubnu3Ho cTraHoBUThE = 30 - < 45 mi/xB) abo Tsaxke (IIIKD
npubau3HO cTaHOBUTH <30 MII/XB), a TakoxX marientu 3 TCHH Ha remomiamizi.

Crymninb nopyueHHs (HyHKIIil HUPOK He BIIMBaB Ha C,,, CAKCaTJINTUHY Ta HOT0 OCHOBHOTO
MeTabotiTy. Y maIieHTiB 3 1erkuM mopyueHHsaM GyHKINI HUpok cepenHi 3HayenHs AUC
CaKCarjinTuHy Ta Horo 0OCHOBHOTO MeTaboJiTy 6ynu B 1,2 Ta 1,7 pa3a BUIIMMHU BifTIOBIAHO, HiX
cepenHi 3HaueHHs AUC y mallieHTiB 3 HOPMaJIbHOIO PYHKIi€I0 HUPOK. OCKiIbKY 3pOCTaHHS IIi€l
BEJIMUUHU He Ma€ KJIIHIYHOI0 3HaYeHH, KOPEeKIigd A03U [JId [alli€eHTiB 3 JIETKUM IIOPYIIEeHHIM
GYHKIIII HUPOK He PEKOMEHAYETLCS. Y MAaIli€HTiB 3 MOMIpHUM a00 TSIXKKHAM MOPYIIeHHIM QyHKIIl
HUPOK abo y nauienTtis 3 TCHH Ha remopianisi 3HauenHs AUC cakcarmilTUHy Ta B0ro OCHOBHOTO
MeTabosmiTy Oynu Buimumu y 2,1 Ta 4,5 pa3a BimmoBigHo, Hixk 3HayeHHsT AUC y namieHTiB 3
HOPMAaJIbHOIO (PYHKIII€I0 HUPOK.

IMopyweHHA pyHKUII neviHKu.

YV nauienTiB 3 merkuM (kyac A 3a Yawnmom - [1'10), momipauM (kitac B 3a Haitnmom - [1'10) abo
TskKUM (kytac C 3a Yaitngom - I1°10) mopyieHHSM GQYHKINI TeYiHKY €KCIO3Ullis CaKCcarlinTuHy 0ysa
B 1,1; 1,4 ta 1,8 pa3a Buio: BigmoBigHO, a ekcrno3unia BMS-510849 - wa 22 %, 7 % ta 33 %
HUZKYOIO BiITIOBIIHO, HiXK Y 300POBUX NOOPOBOJIBIIIB.

ITauieHmu aimHb020 BiKY (= 65 pokis).

Y nartienTiB nmitHROTO BiKY (65-80 poKiB) cocTepiranacs npubau3no Ha 60 % 6inbia AUC
CakCarjinTuHy, HiXK y Monoaux namieHTiB (18-40 poxkiB). LIs pi3HUIIS OLIHIOETHCS K KITIHIYHO
He3Hauyla, TOMy KOpeKIlisl fo3u npenapaty OHIIi3a Ha IifCcTaBi TiIbKY BiKy Ialli€eHTa He
PEKOMEHOYETHCS.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

[TpemapaT OHTJi3a MOKa3aHUY OOPOC/IUM IallieHTaM, XBOPUM Ha LyKpoBu# miaber II Tumy, K
IOTIOBHEHHS [I0 Mi€TH Ta Gi3WYHUX BIIPAB [JIS MOKPAIIeHHS KOHTPOJIIO TITiKeMil:

STK MOHOTeparis, Koau MeT)opMiH HEeOIiIbHIY Yepe3 IPOTUIIOKa3aHHI abo
HEIePEeHOCUMICTh;

y Kom0OiHallil 3 iHIIuMY JTiKapChbKUMHU 3aco0aMu s JIiKyBaHHS I[yKPOBOTO Oia0eTy, BKITIOYHO 3
iHCyTiHOM, SIKIII0 BOHU He 3a0e3meuyloTh JOCTaTHLOTO KOHTPOJIIO TIiKeMil (JOCTYIIHI AaHi po pi3Hi
KoMOiHalii HaBefleHO ¥ po3fhinax «Ocob0nMMBOCTi 3aCTOCyBaHHA», «B3aEMOia 3 iHIMUMU TiKapChKUMU
3acobaMu Ta iHIIi BUOU B3aeMofili» Ta «PapMaKoguHaMiKa»).

IIpomunoka3aHHs.

linepuyTnuBicTh H0 Oitouol pedoBuHU ab0 H0 Oyab-IKOI 3 JOMIOMIXKHUX PEeYOBUH ab0 Cepio3Hi peakiil
TimepyyTIUBOCTI B aHaMHe3i, B TOMY YHCIIi aHadiTlakKTUYHa peakiisd, aHadiTaKTUYHUY IIOK Ta
aHTiOHEBPOTUYHUU HaOPSK o Oymb-sKoro iHribiTopy munentugunnentupasu 4 (II1I1-4) (mus.
po3minu «Ocob6auBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).



B3aemodin 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

HaBepeHi HUXK4e KITiHIYHI JaHi CBigYaTh, 110 PU3UK KIIHIYHO 3HAYYIINX B3aEMOMIY 3 TiKapChbKUMU
3acobaMu, SIKi 3aCTOCOBYIOTh OQHOYACHO, € HU3bKUM.

MeTa6o1i3M cakcarminTuHy BinOyBaeThCs mepeBaxkHO 3 yyacTio uutoxpomy P450 3A4/5 (CYP3A4/5).

Y mocnigKeHHSX in vitro cakcarjilTyH Ta HOT0 OCHOBHUM MeTa0OoJIiT He CIIPUYUHSIY Hi iHTiOyBaHHS
CYP1A2, 2A6, 2B6, 2C9, 2C19, 2D6, 2E1 abo 3A4, ui ingykiii CYP1A2, 2B6, 2C9 a6o 3A4. Y
MOCTiMKEHHSIX 3a YYaCTIO 3M0POBUX TOOPOBOJIBIIIB HE CIIOCTEPIranocs 3HAUYIINX 3MiH
(dhapMaKOKiHETUKM CaKCaTJIITHHY Ta HOr0 OCHOBHOT'O MeTaloJIiTy Iifl BIJTHBOM MeT(hOpPMiHY,
riibeHKIIaminy, miorniTa3oHy, UTOKCHHY, CUMBAaCTaTHHY, OMeIIpa30ily, aHTaluiB abo ¢haMOTHOUHY.
Kpim Toro, cakcarminTriH 3Hauyllle He BIJIMBAB Ha (hapMaKOKiHEeTUKY MeT(opMiHy, rnibeHKIaMiny,
MiOT/iTa30Hy, AUTOKCHHY, CHMBACTaTUHY, [il0YMX PEYOBUH KOMOIHOBaHUX IIEPOPAIbHUX
KOHTPAIENTUBIB (€TUHINIECTPa/ioNy Ta HOPreCcTUMary), AunriazeMy abo KeTOKOHA30y.

Y pasi omHOYaCHOT0 3aCTOCYBaHHS CaKCaTJiNTUHY 3 moMipHuM iHri6iTopom CYP3A4/5 gunrtiazemom
C,ax Ta AUC cakcarmninTvHy 3poCcTaiu BifnoBigHo Ha 63 % iy 2,1 pa3a, a BiANOBiAHI MOKa3HUKY OJId
aKTUBHOT0 MeTaboiTy 3HuXKyBanucs Ha 44 % Tta 34 %.

Y pasi ogHOYaCHOI0 3aCTOCYBAHHS CaKCaTJINTUHY 3 MOTyKHUM iHTi6iTopom CYP3A4/5
KeTokoHa3omoM C,,, Ta AUC cakcarnintuHy 3pocTanu Ha 62 % Ta y 2,5 pa3a BigIOBigHO, a BiANOBigHI
TIOKA3HUKY [I7I1 aKTUBHOTO MeTaboJIiTy 3HMKyBanucs Ha 95 % Ta 88 %.

Y pasi ogHOYaCHOr0 3aCTOCYBaHHS CAKCaIINTHUHY 3 MOTYyKHUM iHAyKTOpoM CYP3A4/5
pudamminuaoM C,,, Ta AUC cakcarminTuHy 3HuXKyBanucs Ha 53 % Ta 76 % BigmoBigHO. EXcrio3utis
aKTUBHOTO MeTaboJIiTy Ta iHridyBanHsa akTuBHOCTI [IT1T1-4 mma3Mu KPOBi ¥ MexKax iHTepBaiy
I03yBaHHS He 3a3HaBajv 3MiH Iif BIVIUBOM pudaMminuuy (OuB. po3nin «OcobmuBoCTi
3aCTOCYBaHHS»).

OpHOYacHe 3aCTOCYBaHHS CaKCarlinTuHy Ta iHgykTopiB CYP3A4/5, KpiM pudaMninyny (Takux K
kKapbaMaseriH, nekcameTa3oH, heHoOapbitan Ta HeHiTOIH), He BUBYAJIOCH i MOXKe IIPU3BOIUTH [0
3HUKEHHS IJIa3MOBOI KOHIIEHTPAllil cakcarjinTUHY Ta 3pOCTaHHS KOHILIEHTpallii #0ro OCHOBHOTO

MeTabomiTy. Y pa3i ogHOYaCHOT0 3aCTOCYBAHHS CaKCarJINTHHY Ta MOTYXKHUX iHAyKTOpiB CYP3A4
HeoOXigHWI peTenbHUN KOHTPOIIb TTiKeMil.

Brnnus KypiHHS, Hi€TH, TPOAYKTIB POCTMHHOI CUPDOBUHY Ta BXKUBAHHS aJIKOTOJII0 Ha (papMaKOKiHETHUKY
CaKCarjilTUHYy ClelialbHO He BUBYAJIN.

Oco06.1ueocmi 3acmocyeaHHs1.
3azanvHi.

[Tpemapat OHTIi3a HE CJIif 3aCTOCOBYBATH MallieHTaM 3 IIyKpoBUM fiabetoM I Tuny abo ans
JIiKyBaHHS [ia0eTUYHOTO KETOaIMA03y.

OHrni3a He 3aMiHIOE IHCYIIIH y NaIli€HTiB, 9Ki T0TPeOyi0Th IiKyBaHHS iHCYTiHOM.

Jlikapcekuit 3acib mictuTh MeHIe 1 MMob (23 Mr) g03y HaTpilo, TOOTO TPAaKTUYHO BiMbHUM Bif



HaTpI.
TI'ocmputi naHkpeamum.
3acrocyBaHHs iHribiTopiB [I1I1-4 1OB’s3aHe 3 PU3UKOM PO3BUTKY I'OCTPOTO TaHKPEATHUTY .

Y mpoueci micasgpeecTpaliiHoro CiocTepeXkeHHs CaKCarjilTUHY TPaIJIAIUCS CIIOHTaHHI
NIOBioMJIEHHS PO HebaXkaHi peakllii y BUTTIAAi rocTporo nmaHkpeaTuTty. [lamienTiB cuin indopmyBaTu
IIPO XapaKTepHUM CUMIITOM T'OCTPOTO IaHKpeaTUTy: 6e3mepepBHUM CUIbHUM Oi/lb y KUBOTI. Y pasi
Iigo3pu Ha MAaHKpPeaTUT 3aCTOCYBaHHA npemnapaty OHIJIi3a CIif NIPUIUHUTY; SIKIIO0 TOCTPUU
IaHKpeaTUT MiATBepXEeHU, npuioM npenapaty OHIIIi3a He ciif BigHOBIOBaTU. [lamieHTaMm 3
aHaMHe30M ITaHKPeaTUTy JiKapChbKUM 3aci0 BapTO 3aCTOCOBYBATH 3 00€PEXKHICTIO.

ITopyweHHA ¢pyHKUII HUDPOK.

s nanienTiB i3 IIK® < 45 m1/XxB peKOMeHI0BaHa q03a CTAHOBUTh 2,5 MT OOUH pa3 Ha [00y.
CaxkcarminTuH He PpeKOMEHYETHCS 3aCTOCOBYBATH IAIliEHTaM 3 TePMiHaIbHOIO CTaMli€l0 HUPKOBOL
HegocTtaTtHOCTI (TCHH), skum HeobOxiguu remMoniai3. PEKOMEHOYEThCS TPOBOIUTHU OIliHIOBAHHS
GYHKIIII HEPOK [0 MOYaTKy JIiKyBaHHS ImpenapaTtoM OHTJli3a Ta BiATIOBIgHO 10 CTAHJAPTIB JTiKyBaHHS
y TIOAaJIbIIOMY CIIif IIePiofUYHO IPOBOOUTH 00CTeXKeHHs HUPOK (AuB. po3minu «Crocib 3acToCyBaHHS
Ta fo3u» Ta «dapMakOKiHETHKa»).

ITopyweHHA QYyHKUII neviHKu.

CakcarminTus cinif 3 00epexkHiCTI0O 3aCTOCOBYBATH IallieHTaM 3 IOMipHUM MOPYIIEeHHIM QyHKIIii
IIeYiHKY i He PeKOMEHIYEThCS 3aCTOCOBYBATH IallieHTaM 3 TSIKKHM MOPYIIeHHIM QYHKIII MeYiHKu
(muB. po3min «Crmoci6 3aCTOCYBaHHS Ta HO3U»).

3acmocysaHHA 3 nikapcbkuMu 3acobamu 3 8i00Mo0 30amHicmio cnpuduHAmMuU 2ino2aikemiio.

4K BimoMo, Cynb(OHINICeUYOBUHA Ta IHCYJIiH CIPUYUHSAIOTH Tinoriikemito. ToMy y pa3si 3aCTOCYyBaHHS B
KoMOiHa1ii 3 npernapaTtoM OHTJIi3a MOXXe BUHUKHYTH 10oTpeba y 3MeHIIeHH] 03 CyIb(OHIICeY0BUHI
abo iHCymiHy A7 3HMKEHHS PU3UKY Tinoriikemii.

Peaxkuii 2zinepuymausocmi.

[Ipenapat OHr1i3a He CJIif 3aCTOCOBYBATH MallieHTaM i3 CEPUO3HUMU peaKlisiMU TinepyyTIuBOCTI J0
iuri6iTopip munentununnentunasu 4 (II1I1-4) (muB. po3min «IIpoTUIIOKA3aHHSI»).

Y mpotieci micaspeecTpaliiHOro CIIoCTepexKeHH s, BK/II0Yal0uy CIIOHTaHHI MOBIAOMIEHHS Ta OaHi
KJTiHIYHUX [OCIiIXKEeHb, Ha TJIi 3aCTOCYBaHHS CAKCaTJIINTUHY CIIOCTEpIranucs Taki HeOaxaHi peakiii:
CepUO03Hi peakllii rinepyyTINBOCTi, y TOMYy YHCIIi aHadinakTU4YHa peakiisl, aHaimaKTUYHUY 0K Ta
AHTiOHEBPOTUYHUY HAOpSK. fAKIIO BUHUKAE IMiJ03pa Ha CEePHO3HY Peakllilo TinepyyTInBoCTi 0o
CaKCarjinTuHY, CMif NPUIUHUTY IpUiioM npenapaty OHIIIi3a, OLiHUTH iHIII IOTEHLIMHI TPUYUHI
SIBUIIA Ta 3aCTOCYBaTH ajlbTepPHATHBHE JIiKyBaHHS LyKpoBoro miabeTy (muB. po3min «I1o6iusi
peaxirii»).

Po3nadu 3 6oky wKipu.

Y DOKITIHIYHMX TOKCUKOJIOTIYHUX NOCIIAKEHHAX Ha KiHI[IBKaX y MaBII CIIOCTEpIrajanucs BUPa3KoBi Ta
HEKPOTHUYHI MKipHi ypaxeHHs. YacToTa ypaxkeHHS LIKipU y KITiHIYHUX JOCTIIXKeHHIX He Oyla
nigsuienow. ONKUCcaHo MicnsgpeecTpalliliHi MOBiIOMIIEHHS IIPO BUCUIIAHHS Ha TJIi 3aCTOCYBaHHS
kJacy inri6itopis [OI1I1-4. BucunanHs 3a3HaY€HO TaKOXK K HeOaxkaHy peakiito (HP) mig wac Teparmii



npenapatoM OHrmiza (ouB. po3nin «[1obiuHi peakuii»). ToMy y mpolieci pyTUHHOTO JiKyBaHHS
IIpenapaToM MallieHTiB 3 LyKPOBUM AiabeTOM PEKOMEHIYEThCS 3MiMCHIOBATY MOHITOPUHT ypaXKeHb
IIKipH, 1110 BUHUKIIY, TAKUX SK MYXUPL, BUPa3Ku ab0 BUCUIIaHHS.

Byavo3Hul nemeieoio

Ha Tni 3acTocyBanHs inribiTopiB II1I1-4, BKIIOYHO 3 CAKCATJIMITUHOM, Y MiCIsSPeECTPaLiiHui mepion
TIOBimOMJISNIOCS TIPO BUTafiKU Oybo3HOTO eMdiroiny, siki motpeOyBanu rocmiTamnizarii. B omucanux
BUIIQ[IKaX MAlli€eHTH, K IIPaBUJIO0, pearyBajy Ha MiciieBe abo CUCTeMHe iMyHOCYIIpeCUBHE JIIKyBaHHS
Ta MPUNUHEHHS mpuiomy inribitopa [III1-4. fAkimio y naiieHTa 3’ aBASAThCS Myxupi abo epoail mix yac
IPUHOMY CaKCaTTiNTUHY i BUHUKHE TIifo3pa Ha Oy/nbo3HuM meMdiroin, el mikapchbkui 3acid ciin
BiIMIHMTH Ta HAIpPaBUTHU IalliEHTa [0 JAepMaTosora Ajd OiarHOCTUKY Ta BiOMOBIGHOTO JTiKYBaHHSA
(muB. po3min «ITo6iuHi peakirii»).

ITauienmu 3 nopyweHHAM pYyHKUiI IMyHHOI cucmemu.

[MamienTy 3 nopymeHHAM (YHKII] iIMyHHOI CUCTEMHU, HAIIpUKIIa allieHTH, Ki IepeHecnu
TPaHCIJIaHTallilo OpraHiB, abo MallieHTH, B IKUX [iarHOCTOBAHO CUHAPOM iMyHOmedinuTy, He Opanu
y4dacTi y [OCNTigXKeHHSIX Y paMKax IIporpaMu KiliHiuHOI po3po6ku npenapaty Ourmiza. Tomy mpodini
e(eKTUBHOCTI Ta 6e3MeKU CaKCarjinTUHY Y TaKUX Malli€eHTiB He BCTAHOBJIEH.

3acmocysaHHs 3 nomyxcHuMu iHOykmopamu CYP3A4.

3acTtocyBaHHs Takux iHgykTopiB CYP3A4, sk kapOama3selliH, JekcaMeTa30H, ¢heHobapbiTan, ¢heHiTOIH
Ta pudaMIiluH, MokKe 3MEeHITyBaTH yKPO3HUXKYyBaIbHUY eeKT npenapaTty OHIi3a (QUB. PO3Tin
«B3aeMopmis 3 iHIMMMH JTiKapChbKUMHK 3aC00aMM Ta iHIIII BUAM B3AEMOIii»).

Cepuesa HedocmamHicmb

ITocBig 3acToCyBaHHS IIpenapaTy HallieHTaM i3 CeplieBO HeqoCcTaTHICTIO Knacy III-1V 3a
knacudikaniero Hero-Mopkceskoi acorianii kapmionoris (NYHA) moci o6Mexkenuii. Y mociimxeHHi
SAVOR 06yo nmoMiueHO HeBeNIMKe MigBUIIEHHS YaCTOTH TOCIIiTasi3allii yepe3 cepieBy HEIOCTaTHICTh
y TPYIIi MaIi€HTIiB, IKi OTPUMYBaJIU CaKCaTTilITHH, IOPiBHSIHO i3 TOKA3HUKOM Y T'pyIIi mane6o, xoda
IPUYHUHHO-HACTITKOBOT0 3B’s13Ky BCTAHOBJIEHO He Oy0. Pe3ynbTaTu JOJaTKOBOTO aHali3y He
BKa3yBaJI Ha BiIMIHHOCTI e(peKTy 3a/Ie’KHO Bif Kiacy 3a knacudikarieio NYHA. Crig 3 06epexHICTIO
3aCTOCOBYBaTH IIpenapar naljieHTaM i3 BifoMuMu (akKTopaMy PU3UKY TOCIiTani3allil yepes cepreBy
HEJOCTaTHICTh, TAKMMHU SK HASBHICTb B aHaMHe3i ceplieBoi HeJOCTaTHOCTi ab0 MMOMipHOTO YU
TSKKOT'0 MOPYIIeHHS PyHKLil HUPOK. [TaIieHTiB Cif MonepeguTy IPo XapaKTepHI CUMIITOMHI
CepIIeBOl HEMOCTATHOCTI i MOpaguTH iM HETAWHO MOBIMOMIISITH IIPO TaKi CUMIITOMH.

Apmpaneis

[TpoTsiroM micnsipeecTpaliiHOTo mepiony HagXxOauIy MOBiMOMIIEHHS PO BUIAAKu 00110 ¥ cyriobax,
iHKOJIM iHTEeHCUBHOTO, Ha TJIi 3acTocyBaHHs iHTiOiTOpiB [III1-4 (muB. po3min «ITobiuHi peakiii»).
[licyis mpunMHEeHHS 3aCTOCYBAaHHSA BUPaXkKeHICTh CUMIITOMIB 3MEHINyBanach. Y NesdKUX Malli€HTiB
CIIOCTepiraBcst PeLUUIUB CUMIITOMIB IIiCJIsI ITOHOBJIEHHS Tepalii TUM caMuM abo iHImuM iHribiTopoM
HOIII1-4. CuMITOMM MOXYTh BUHUKATH HEBHOB31 MiC/s MoYaTKy Teparii abo yepes 6ibil TpuBamui
IIPOMiXKOK 4acy. Y pasi cunbHOTro 60510 y cyrio0ax JOLiNbHICTh MPOMOBXKEHHS Tepatil cria
OLIIHIOBATH B iHAWBIAyaJIbHOMY IIOPSIOKY.

Jlakmoasa.

TabneTku MiCTSTh TaKTO3M MOHoOTiAparT. [lanieHTaM 3 TAKUMHU PifKICHUMY CIIafKOBUMU



3aXBOPIOBAHHSIMH, SIK HEIIEPEHOCHMICTh rajlakKTO3H, 3arajabHa JJaKTa3Ha HeJOCTaTHICTh a00 CUHAPOM
MasibabcopOiii TIF0K03H Ta ralakKTO3M, He CITif MpUUMaTH Ied JTiKapChKui 3acio.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.
BaritHicTb.

3acToCyBaHHS CaKCarjlillTUHY BariTHUM XKiHKaM He BUBYa/IU. Pe3ysibTaTl 4OCIIAKEHDb Ha TBapUHaX
II0Ka3aJld HasiBHICTh PEIPOAYKTUBHOI TOKCUYHOCTI y pa3i 3aCTOCYBaHHS IIpelapaTy y BUCOKUX [03ax.
[ToTeHUitHUY PU3UK A TIOOUHYU HeBimoMuil. [IpenapaTt OHIIi3a HEe MOXKHA NIpU3HAYaTH y Iepion
BariTHOCTI, 3a BUHSITKOM BHUIIQIKiB, KOJIX Y IIbOMY € HarajbHa motpeoda.

['ogyBaHHA rpyOnmwo.

HesBigoMo, 41 eKCKPeTy€eThCS CAKCarjlillTUH Y TPYAHE MOJIOKO JIIONUHU. [[OCIiIKeHHa Ha TBapUHaxX
II0Ka3aJiy, 0 caKcarlinTuH Ta/abo #oro MeTaboliT eKCKPEeTYEThCS Y MOJIOKO. PU3UK [ TPYIHOTO
HEMOBJISITA HE MOXKHa BUK/TIOUXTH. PillleHHS 00 MPUNMHEHHS TPYAHOTr0 rogyBaHHs abo Teparii
IperniapaToM CJIifj IPUUMaTH, BPaXOBYOUU KOPUCTh I'PYAHOT0 F'ONYBaHHA [JI1 DUTUHU Ta KOPUCTD
Teparil os XKiHKHU.

DepTUNLHICTD.

BnnuB cakcarminTuHy Ha GepTUILHICTh TIOOUHY He BUBYAJIU. BIMKUB Ha (GepTUNIBHICTh CIIOCTEPIraBCs
y caMLiB Ta CaMOK IIypiB, K1 OTPUMYyBaJIy IIpenapaT Y BUCOKUX [03aX, 110 CIPUYNHSAIIN SIBHI O3HAKU
TOKCHAYHOCTI.

30amHicmb enaueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

[Ipenapat OHrIi3a MOXe YNHUTYA He3HAYHUY BIIJIUB Ha 30ATHICTh KePyBaTU TPAHCIOPTHUMU
3aco0amMu Ta IPAIOBATH 3 iHIMTUMK MeXaHi3MaMH.

Kepytouu TpaHCIOPpTHEMHU 3aco6amMu a0o ITpalioyy 3 iHIIMMH MeXaHi3MaMH, CJIil BpaXOBYBaTH
IMOBIpHICTh 3aI1aMOPOYEHHS, IIPO SKE MOBIIOMIISAIM Y OOCIiAXKEHHAX cakcariainTuny. Kpim toro,
NallieHTH TIOBUHHI 3HATH NP0 PU3UK TiMlOTJIiKeMii, 1[0 BUHUKAE y pa3i 3aCTOCyBaHHS IIpenapaTy
Ourniza B KoMOiHallil 3 iHIIUMY aHTHUAIa0e THYHUMHY JTiKapChKUMM 3acobaMy, 110, K BifOMO, MOXYThb
CIIPUYMHSTH TiMOTJIiKeMito (HallpuKJiIaf, iHCYIIiH, CyIb(OHIIICEYOBHHA).

Cnoci6 3acmocyeaHHss ma do3u.
Io3ysaHHA.

PexomeHfoBaHa fi03a Ipenapaty OHIJIi3a CTAHOBUTE 5 MT OAMH pa3 Ha fo0y. Akigo OHrmizy
3aCTOCOBYBaTH y KOMOiHalril 3 incyniHoM abo cynb(oHiNICceY0BUHOW, MOXKe OyTH OTpiOHa MeHIIa
mo3a iHcymniny abo cynbhoHiNICeY0BUHY, 11100 3HU3UTH PU3UK Timoriikemii (ouB. po3min «Oco0nmuBoCTi
3aCTOCYBaHHS»).

Besneka Ta eeKTUBHICTh CaKCariNTUHY Y BUTJISAAI IOTPiiHOI MepopasnbHoi Teparii B KoMbiHarii 3



MeT(QOpPMiHOM Ta Tia30JIiAMHAIOHOM HE BCTAHOBJIEHI.
Ocob.uei kameezopii nauieHmis.
ITauieHmu aimHb020 BiKY (= 65 pokKis).

Kopekiiisg no3yBaHHS TiJIbKK Ha IifgCTaBi BiKy He peKOMEHIYETHCS (OUB. TAaKOXK PO3TiNU
«®apMmakoguHaMika» Ta «dPapMakKOKiHETHKA»).

ITopyweHHA PYHKUII HUPOK.

Kopektist mo3yBaHHS OJIs MAI[iEHTIB 3 MOPYIIeHHSIM GYHKIII HUPOK JIETKOTO CTyIeHs a0o mis
MAI€HTIB i3 TOMIpHUM NOpymeHHSIM QyHKLil HUPOK, [IIK® y gKkux cTaHOBUTH = 45 MII/XB, HE
PEKOMEHOYETHCS.

I nalienTiB 3 MOMipHUM mopyineHHSM QyHKIil HUpPOoK, [IIK® y AKUX CTaHOBUTEL < 45 MJI/XB, Ta A7
NAIieHTIB 3 TAXKKUM IOPYIIeHHAM (QYHKII HUPOK 03y npenapaTy OHIIi3a Cifl 3MEeHIIUTH [0 2,5 MT
O[IMH pa3 Ha go0y.

Onrmiza He peKOMeHIOBaHa IallieHTaM 3 TepMiHaIbHOIO CTaMi€0 HUPKOBOol HegocTaTHOCTI (TCHH),
SIKUM HeoOXimHuM reMomiani3 (quB. po3min «OcobIuBOCTI 3aCTOCYBaHHS»).

Ockinpku mo3y npenapaty OHrmisa ciig o0MexyBaTy 2,5 MT' Ha OCHOBi (DyHKIIil HUPOK,
PEKOMEHIYEThCS MPOBOAUTHU OIL[iHIOBAHHS (PYHKII1 HUPOK [0 II0YATKY JIiIKyBaHHS IIpernapaToM
OHrmi3a Ta BifMOBIIHO 10 CTaHAAPTIB JIiKyBaHHS 00CTEXKEHHS HUPOK CIIi IIePiOAUYHO ITPOBOJUTH B
nopanbuoMy (muB. po3minu «OcobIUBOCTI 3acTOCyBaHHI» Ta «dapMaKOKiHETUKA»).

IMopyweHHA pyHKUII neviHKu.

Kopekiiist no3yBaHHS OJ1s1 Malli€HTIB 3 OPYIIeHHAM (QYHKIIl ITeyiHku 1erkoro abo moMipHOTo
CTyIeHs He mMoTpibHa (guB. po3min «PapMakokiHeTrKa»). CaKCaryinTHH CIlif 3 00epexkKHiCTIo
3aCTOCOBYBATH MallieHTaM 3 IIOMipHUM MOPYIIeHHAM (QYHKIIil IeYiHKY i He PeKOMEHOYETLCS
3aCTOCOBYBATH IallieHTaM 3 TSIKKHM MOPYIIeHHSIM QyHKIII nedinku (gquB. po3min «Oco6auBOCTi
3aCTOCYBAHHS»).

Cnocib 3acmocyeaHHs.

[TpemapaT OHTIi3a MIPUIMaOTh He3aleXkHO Bifl BXKUBaHHS 1Xi y Oyab-sKuil yac nHs. TabmeTku He
MOXKHa JinuTy abo po3pizaTu. AKI0 MpHUioM AO3H MPOIYIIEHO, ITpenapaT CIifl IPUUHATA 0ApPa3y, IK
TiJIBKY MAIiEHT PO Lie 3rafgae. He cig npuiiMaTy NOABIMHY 403y Y TOX CaMUM [IE€Hb.

Himu.

besneka Ta epeKTUBHICTh 3aCTOCYBaHHS OiTIM He BCTaHOBJEeHi, ToMy OHTIJIi3y He CIIifl 3aCTOCOBYBATH
nitaM. IaHi BiACyTHI.

ITepedo3yeaHHs.

[TpemapaT OHTJi3a He BUSBIISE KIIiHIYHO 3HAUYIIOr0 BIUIUBY Ha iHTepBas QTc abo 4acTOTy cepleBux
CKOpOYeHb IIPX 3aCTOCYBaHHI mepopaibHo B fo3ax o 400 mMr Ha o6y nmpoTtsarom 2 TuxHIB (y 80 pasis
BHUIIIE Bil peKOMEHI0BaHOlI 103u). Y pa3i mepeno3yBaHHS CIIifl MPU3HAYUTH BillIOBigHE MiATPUMYlOYe

JMiKYBaHHS 3TigHO 3 KITiHIYHUM CTaHOM mallieHTa. CakcarjinTHH Ta 00 OCHOBHUM MeTa0oJIiT MOXKHA



BUBOOUTH LIITXOM remopianisy (23 % go3u npotsaroMm 4 rogus).

ITobiuni peakuii.

Pestome npogiawo 6esneku

Y nnane60-KOHTPOIbOBAHUX AOCTIIXKEHHAX HallyacTillle 3apeeCcTPOBAaHUMHU NMOGIYHUMU PeakIlisiMy,
110 CIIOCTepiranucs y = 5 % mnali€eHTiB, aKi oTpuMyBaiu IpemnapaT OHIJIi3a y 1031 5 Mr, Ta i3
OinbIII0I0 YaCTOTOIO, HiXK y TPy 3acToCyBaHHS malebo, Oymu iHdeKIlii BepxHiX AuxXaabHUX IUISXIB
(7,7 %), iHbexknii ceyoBUBimHUX IIIAXIB (6,8 %) i ronoBHUH 6inb (6,5 %).

3aranom 4148 nanieHTiB i3 mykpoBuM giaberom II Tumy, i3 skux 3021 orpumysaB OHrmidy, Oymu
paHoMi30BaHi y IICTh MOABIMHUX CIIINKUX, KOHTPOJIbOBAHUX KJTIHIYHUX [OCIIXKeHb Oe3MeKu Ta
e(peKTUBHOCTI, TPOBEMIEHUX i3 METOIO OI[iHKY BIINBY CAKCATINTHHY Ha KOHTPOJb TIikeMil. ¥
paHOOMi30BaHUX, KOHTPOJIbOBAHUX, OABIMHUX CHINKX KIIHIYHUX OOCHIAXKEHHAX (BKII0Yal4u Mepiof
PO3po0KY i mOCBim micmspeecTpariiHoro 3actocyBanHs) moxHan 17000 marieHTiB i3 MyKpoBUM
niaberom II TUNy oTpUMYBaIM NiKyBaHHS MpenapaToM OHTIi3a.

3a pe3dynbraTamu 00’'€IHAHOTO aHami3y maHux 1681 marienTa i3 miabetom II Tumy, i3 sikux 882
npuiiManu OHTi3Y y 7031 5 MI, paHOO0Mi30BaHOT0 [JIs Y4YacTi y II'ATH IMOABIMHUX CIINUX, miarebo-
KOHTPOJIbOBAHUX KITIHIYHUX TOCTiIXKeHHSIX 0e3MeKy Ta epeKTUBHOCTI, TPOBEIEHUX [IJISI OI[iHKHU
BIIJIUBY CaKCarjilTAHY Ha KOHTPOJb TIiKeMii, 3arajbHa YacToTa HeOaxkaHUX SBUIN Ha QOHi
3aCTOCYBaHHS CaKCATINTUHY y [03i 5 Mr Oysa momi6HOI0 10 YaCcTOTH y rpymi miare6o. [TpunuHeHHS
Teparii yepe3 HeOaxkaHi SBUIIA ¥ I'PYIIi 3aCTOCYBaHHSA CAaKCATJINTAHY y 031 5 MT' Tpamssiocs
yacrTime, HiX y rpymi nnane6o (3,3 % i 1,8 % BigmoBigHO).

TabauyHull nepeaik HebAMCAHUX pedakuill

[To6iuHi peaxiiii, 3apeecTpoBaHi y = 5% mnauieHTiB, SKi TpuiiMaIy CaKCarlilnTHH y 0o3i 5 Mr, Ta
Bim3HaueHi yacrimie, HixK y rpyni nname6o, abo peaxiiii, 3apeecTpoBaHi y = 2% mallieHTis, aKi
IpuMManu caKCarjinTHH y [03i 5 Mr, Ta Ha = 1% i3 6inbIIo0 YacToTOol0, HiX y rpymi miaiebo, 3a
pe3ynbTaTaMu 00’ €MHAHOTO aHali3y aHUX II'SITU JOCIiKeHb KOHTPOIIIO TJIiKeMii Ta 0IaTKOBOTO
aKTMBHO KOHTPOJIbOBAHOTO HOCIiIXKEHHS II0YaTKOBOI KOMOiHOBaHOI Teparil i3 MeThopMiHOM,
HaBefeHi y Tabmuiti 4.

[To6iuni peakii mogaHo 3a KJacaMy CUCTEM OpraHiB Ta aOCOJIIOTHOIO YaCTOTO0. 3@ YaCTOTOI0 peakiril
PO3MOofiNeHi TaKUM YUHOM: TyKe dacTo (= 1/10), gacTo (Big = 1/100 go < 1/10), HewacTo (Big =
1/1000 mo 1/100), pigko (Big = 1/10000 go 1/1000), myxe pigko (< 1/10000), HeBigoMo (4acToTy
HEMOXKJIMBO BU3HAUMTH 3a HASIBHUMH JAaHHMH).

Ta6muus 4. YacTora mobiyHuX peakiiit 3a KjlacaMy CUCTEM OpraHiB 3a JaHUMU KITiIHIYHUX
OOCIIIIXKeHb i JOCBiNy MiCIsgpeecTPaLiiiHoro 3aCTOCyBaHHS

Knac cucrem oprauiB YacToTa mobiuHUX peaklliit 3a/ieXKHO Bifl CXeMHU JIiKyBaHHS

[To6iuni peakirii Cakca-rnintunaCaxkca-roinTuaCakcariinTus i Cakcarnintus i Cakca-THinTUH 9K
K i Metdopmin' cynbdoHiNCEY0-BUHATIA30TiANH-I0H [OIIOBHEHHS [0
MOHOTEpais (rmibenknamin) KoMOiHaIril

MeT(opMinHy i3
CYNb(OHIN-CeU0BUHOIO



IHgpekuii ma ineasii

Indexkiii BepxHix Yacto Yacto Yacto Yacto
OUXaNnbHUX IUIIXiB

Iadexkrii cevoBuBigHUX Yacto Yacto Yacto Yacto
LIISIXIB

T'actpoeHTeput Yacto Yacto Yacto Yacto
Cunycur Yacto Yacto Yacto Yacto
Hazodapunrir YacTo’

Po3aadu 3 60Ky iMmyHHOI cucmemu

Peaxkuii Heuacto Heuacto Heuacto Heuacto
rinep4yyTauBoCTi”

AnadinakTuusi Pioxo Pigko Pigko Pigko

peaxiiii, B ToMy 4uci
aHaQimaKTHYHMIH MOK "
Po3nadu memaboaizmy i xapuyeaHHs

Timormnikemis Iyxe 9acTo’

Iucninigemis HeugacTto

lnepTtpurmniuepu-gemis Heuacto

Posaadu 3 60ky Hepsosoi cucmemu

3anamMopoYeHHS Yacto Yacto
TonoBuu# 6inb Yacrto Yacro YacTto Yacro

Po3aadu 3 60Ky WAYHKOBO-KUWKOB020 MPAKMY

A6pmominanbaui 6ins’ YacTo YacTo YacTo YacTo

Hiapes® Yacro Yacto Yacro Yacto

[ucnemncisa YacTto

Merteopusm Yacto
lactpur YacTo

Hymota' Yacro Yacto Yacro Yacto

bnroBanus Yacto Yacto Yacto Yacto

T[TaHkpeaTut' Hewacro Hewacro Hewacro HeuacTto

3ar10pT Hegimomo Hegigomo Hegigomo Hegigomo Hegigomo
Po3znadu 3 60Ky wkipu i nidwkipHoi k1imKosuHu

Bucun' YacTo YacTo Yacto

Hepmatut' HeuacTo Heuacro Heuacto Heuwacro

CBepbixk' HeuacTo Heuacro Heuacto Heuacro
Kpomus’sHKa' Heuacro Hewacro Hewacro Hewacro
AHTiOHEBPOTUYHUY Pigko Pigko Pigko Pigko

HaOpak"™

Bynbo3uuii nemdiroing’ Hesimomo Hesigomo Hesigomo Hesigomo Hesigomo
Po3aadu 3 60Ky ckesemHoi myckyaamypu i cnoay4YHOi MKAHUHU

ApTpanris’ Heuacro

Mianris® YacTo

Po3nadu 3 60Ky penpodykmueHoi cucmemu i MOAOYHUX 3A/103

EpekrtunsHa Heuacto

ouChYHKIIA

3azaavHi po3nadu ma cmax micys esedeHHs

BromitoBaHicTh Yacto Heuacto Yacto
[Tepudepuunui Yacto

HaOpsK

' B ToMy 4HCIIi CaKCariinTHH gK NOMNOBHEHHS A0 MeT(OpMiHy i y CKaji IoYaTKOBOi KOMOiHOBaHOI
Teparil i3 MeTGopMiHOM.

* Jlumme Ipy IOYaTKOBil KOMOiHOBaHIM Tepartil.

* CTaTMCTHYHO 3HAYYILIOl Pi3HHUII i3 rpymo mIane6o He CIocTepiranocs. BUmagky miATBepaKeHo]
rinornikemii Oynu HevyacTUMHU y TPyMi 3acTocyBanHs OHrmidu y mo3i 5 mr (0,8 %) i mmame6o (0,7 %).

*Yacrora pmiapei cTasosuna 4,1 % (36/882) y rpymi 3acToCcyBaHHS caKcarminTuHy 5 Mri 6,1 %
(49/799) y rpymi nnanebo.



® Ha ¢oHi moyaTKoBoi KOMGiHOBaHOI Tepamii i3 MeThopMiHOM Mianris 3apeecTpoBaHa HEYACTO.
" [ToGiuni peaxmii 6ynu BUABIEH] y Iepiof MiCIAPEECTPAIiiHOr0 CIIOCTEPEXEHHS.
* Ius. po3pinu «IIpoTunokasaHHs» i «OCOGIMBOCTI 3aCTOCYBAHHI».

*{IBuIlle TaKOXK 3ape€eCTpOBaHe Y MePiof MiCIsIpeeCcTPaLiiHOTO CIIOCTEPeKEHHS (OUB. PO3MiN
«0OCcob6/IMBOCTi 3aCTOCYBaHHS»).

Pesyabmamu docaidxceHHs SAVOR

Y mocnimxenns SAVOR 6ynu Bkmoueni 8240 mauieHTiB, ski npuiimanu npenapat OHrmiza y mo3i 5
Mr a6o 2,5 Mr ofuH pa3 Ha o0y, i 8173 nauienTy, ki oTpuMyBanu mianebo. 3araabHa 4acToTa
HeOakaHUX SBUII Y TPYIIi 3acTocyBaHHs OHIJII3Y Y I[bOMY HOCTiAKeHH] Oy/a mogibHoI0 10 YaCTOTH Y
rpymi mnanebo (72,5 % i 72,2 % BigmoBigHO).

YacToTa BUIA[KIB MiATBEPOKEHOTO ITAaHKPEATUTY y IOMYJIALii MalieHTiB, AKUM 0yJ10 Tpru3HauYeHo
nikyBaHHA (intent-to-treat), cranosuna 0,3% 4K y rpymi 3acTocyBaHHS npenapaty OHITi3a, Tak iy
TPYIIi 3acTOCyBaHHS Iianeoo.

YacToTa peakuii rinepuyTiauBocTi ctanoBuna 1,1 % y rpymni 3actocyBaHHS npemnapaty OHrmiza iy
IpyImi 3acTocyBaHHS IIaneto.

3arasibHa 4aCTOTa IOBiMOMIJIEHD ITPO BUMAOKY TiloTTiKeMii (3a JaHUMMU IIONEHHUKIB MAIliEHTIB)
cranoBuna 17,1 % y rpymi 3actocyBaHHS nipenapaty Onrmisa i 14,8 % y rpymi nnane6o. YacTka
nali€eHTiB, y AKuX Ha (HoHi NmiKyBaHHS Oy/IM 3apeecTpoBaHi BUMIAJKK CEPH0O3HOI rinormikemii (IKy
BU3HAYaJIY SK SBUIIE, 1[I0 BUMaraso JOIOMOTH iHIIOI JIIOAUHM), Y TPYIIi cakcarainTuny 6yna
6inbInoto, Hix y rpyni mnamebo (2,1 % i 1,6 % BignosigHo). [TigBuIieHu# pU3UK TinmoraikeMii B minoMy
Ta Cepio3HOi rinmoriikeMil, Bif3HaueHUN ¥ IPYIIi 3aCTOCYBAHHS CaKCATJIIITHHY, CIIOCTEPiraBcs
IlepeBaXkKHO y MAlI€HTIB, gKi Ha BUXITHOMY eTalli 3aCTOCOBYBAJIU IIpenapaTy CylIbGOHIICEYOBUHY, ajle
He B TUX, XTO Ha BUXiZHOMY eTalli OTpHMyBaB MOHOTepaIiio iHCyIiHOM ab0 MeTQOpMiHOM.
[TigBUIIIeHNY PU3UK TiMOTJIiKeMil 3araloM i CEpHO03HOI TinoriiKeMil 3arpoxKyBaB ITIepeBakKHO
malieHTaM i3 BuxigHuM piBHeM A1C <7 %.

3HMKeHa KinbKicTh niMmpouutis Oyna 3apeectpoBaHa y 0,5 % mariieHTiB rpynu 3actocyBanHs OHTJIi3H
i 0,4% maiieHTiB TPyny 3aCTOCyBaHHS Iyaie6o.

TocmiTamizania yepe3 ceplieBy HEOOCTATHICTh y TPYIi CaKCarjailTUHY Tpamsanacd dacTime (3,5%),
HiX y rpymi nnare6o (2,8%), i3 HoOMiHaIbHOIO CTATUCTUYHOIO 3HAYYIIIICTIO Ha KOPUCTS Iyaiebo
[ciBBimHOmMEHHS pusukiB (CP) = 1,27; 95 % 011,07, 1,51); P = 0,007]. [IuB. Tak0oXK po3Min
«OapMaKooHaAMIiKa».

Onuc okpemux nobivHUX peaku,itl
l'inoenikemis

YacToTy rinornikemil mifpaxoByBaiu 3a BCiMa MOBIJOMJIEHHSIMU IIPO TillOTIIKEMil0; CyITyTHBOTO
BUMIpIOBaHHS PiBHA IJIIOKO3U HE BUMarasuaocs.

[Tpu 3acToCyBaHHi IpenapaTy SK JOTOBHEHHS [0 KoMOiHa1il MeThopMiHy i3 CyIbGhOHIICEYOBHHOIO
3arajibHa 9acTOTa 3apeeCTpPOBaHUX BUNaMKiB rinormikeMil cranosmna 10,1 % y rpymi npenapaty



Onrmiza y mo3i 5 Mri 6,3 % y rpymi nnaue6o.

[Tpu 3acToCcyBaHHI IIpenapary K OOTIOBHEHHS [0 iHCyiHy (i3 MeTgopMiHoM abo Oe3) 3aranbHa
4JacTOoTa 3apeeCTpPOBaHUX BUIaKiB rinoriikeMii cranosuna 18,4% y rpymi 3actocyBanusl OHIII3H ¥
mo3i 5 mri 19,9 % y rpymi mrare6o.

Pesyabomamu aabopamopHux 0ocai0xceHb

Y kJTiHIYHUX JOCHIXKEHHSIX YacToTa TaKuxX HebaKaHUX peakliil, IK 3MiHU 1ab0paTOpHUX
ITOKa3HMKiB, Oyya momioHow y MallieHTiB, SKi OTPHMYBaIU CaKCATJINTHH y [03i 5 MT, i y TUX, XTO
oTpuMyBaB maie6o. CrocTepiranocs HeBeIuKe 3MeHIIeHHST aOCOMIOTHOI KiTbKOCTi JTiMMOITUTIB.
3rigHo i3 pe3ynbTaTaMu aHali3y CYKyITHUX HaHUX I11ale00-KOHTPOIbOBAHUX JOCITIKEeHb, CEpPeIHE
3HUXKEHHS a0COII0THOI KiTbKOCTi TiMbOoIuTiB cTaHOBMIIO Ipubau3Ho 100 KIiTHH/MKII IOPIiBHSIHO i3
IIOKa3HMKaM{ TPynu Iianebo npu BuXigHili aOCOMIOTHIM KinbKOCTi mimMdouutis mpubmuszo 2200
KiitTus/MKI. CepenHst aOCOMIOTHA KiNTbKiCTh TiMGOIUTIB NTHIanacs cTadibHOI0 IPHU II0JeHHOMY
3aCTOCYBaHHI mpemnapaTy npoTsaroM nepiogy mo 102 TuxHIB. 3HUKEHHS KiTbKOCTI JTiM(QOLUTIB He
CYTIPOBOIZKYBAJIOCS KITIHIYHO 3HAUYIIUMH HeOaxkaHUMU peakilismu. KimiHiuHa 3HA4yIIiCTh TAaKOTO
3HUKEHHS KiJIbKOCTi TiMQOLXTIB MOPIBHIHO i3 MOKa3HWKAMU I'PYIH Ianebo HeBigoMa.

ITosidomaeHHA npo nido3peaHi nobiuHi peakuii

BaxuBo mOBiTOMISATH PO Migo3pioBaHi Mo0iYHi peakiii y micispeecTpaliiuuil mepion
3aCTOCYBaHHS JIiKapCchbKoro 3acoby. Ile mae 3Mory 3miicHIOBaTH Oe3MepepBHUM MOHITOPUHT
CIIiBBigHOIIIEHHST KOPUCThL/PU3UK JTiKapCchKoro 3aco0y. CremnianicTy y rany3i 0XOpoHU 300pOB’s
3000B’s13aHi MOBimOMIATH TIPO Oymb-SKi BUMIAKHU Mif03pioBaHUX MOGIYHUX peakiliii yepes
Hal[lOHaJILHY CUCTEMY 3BITHOCTI.

Tepmin npudamHocmi.

3 pPOKH.

YMoBu 30epiranHsi.

36epiratu npu Temmepartypi He Buine 30 °C. 36epiratu y HEOOCTYIIHOMY IJIST OiTe# MicIi.

YnaxoBka.

[To 10 Tabnetoxk y 6mictepi. [To 3 GiicTepu y KapTOHHI# KOPOOIIi.

Kareropis Bigmycky. 3a penentom.

BupoOHUK.



Actpa3eneka HOK Jlimirten.

Micue3HaxoKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaKeHHsI Tis/IbHOCTI.

Cink Poap bi3uec Ilapk, Makkncdinm, SK10 2NA, Benuka bpurtasis.



