IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

OHINI3A
(ONGLYZAT™)

Cknag:

Aitoya peyoBmHa: cakcarninTuH;

1 TabneTka, BKpuTa MaiBKOBOK 060/I0HKOKD, MICTUTL CaKcarninTyUHY rigpoxnopug y nepepaxyBaHHi Ha cakcarnintuH 2,5 mr abo 5 mr;

[OMOMI>KHI PEYOBMHU: N1aKT03a, MOHOTIApaT; Le/1to103a MiKPOKpUCTaNivyHa, HaTPil0 KpOCKapMesiosa, MarHito cteapar Ta 6apBHukn gna 2,5 mr: Onagpai 11 6invid,
Onagpaii |1 >xoBTKIA, ONakog cuHiin; 6apsHMkK ans 5 mr: Onagpain 11 6inuid, Onagpaii 11 poxxesuid, ONakog CUHI.

JlikapcbKa thopma. TabneTku, BKPUTI NIBKOBOK 060/I0HKOH.

OcCHOBHI (pi3MKO-XiMiYHi BNaCTUBOCTI:

TabneTkn no 2,5 mr: 4BOONYK/I KPYrni TabneTkn, BKPUTI NNiBKOBOK 060/10HKOL0, Bif 6/1i0-X0BTOr0 40 CBIT/10-)KOBTOr0 KONbOPY, 3 HANUCOM 2.5 3 0gHOro 60Ky Ta
Hanucom 4214 3 iHwWoro, 3p06/eHi CUHIM YOPHWIOM;

TabneTkn no 5 mr: ABOONYKi KPYrni 1abneTkn, BKPUTI NIIBKOBOKO 060/I0HKOK, POXEBOr0 KOMbOPY, 3 Hanmcom 5 3 ofHOro 60Ky Ta Hanucom 4215 3 iHWworo,
3p06/1eHI CUHIM YOPHWU/IOM.

dapmakoTepaneBTUYHa rpyna. MepopasnbHi rinornikemMisytodi npenapatu. IHriéitop gunentugunnentugasun (iHrioitop AMM-4). CakcarnintuH. Kog ATX A10B
HO3.

dapMako/oriyHi BnacTmnBoCTI.

dapmakoguHamika.

MexaHi3m fii Ta hapmakogHamiyHi epekTu.

CakcarnintuH — BucokonoTyxHui (Ki: 1,3 HM) cenekTMBHUIN 060POTHUIA KOHKYPEHTHWUIA iHri6iTop AMM-4. Y nauieHTiB 3 LLyKpoBUM fiabeToMm Il TMny 3acTOCyBaHHA
cakcarninTuHy nNpusBOAUTL [0 iHribyBaHHA (hepMeHTHOI akTuBHOCTI AMM-4 npotarom 24-rogvHHOro nepiogy. ricng nepopasibHOro HaBaHTAXKEHHSA T/IFOKO30H0 Take
iHridyBaHHa AMM-4 npu3BoANMIO 40 3pOCTaHHA Yy 2—-3 pa3n PIBHIB LMPKYNOHOYMX aKTUBHUX FOPMOHIB-IHKPETUHIB, Y TOMY YMCAI FIKOKaroHonogdibHoro nentuay-1
(FMM-1) Ta rnKo303aneXxHoro iHcyniHotponHoro noainentuay (M), 40 3HMXXEHHS KOHLEHTPaUi roKaroHy Ta 3pOCTaHHS IH0K0303a/1eXKHOI PeaKTUBHOCTI
GeTa-KMiTVH, WO CMPUYMHANO MIABULLEHHA KOHLUeEHTpauii iHcyniHy Ta C-nentugy. lMocunieHe BUBISIbHEHHS THCYNIHY 6eTa-KNiTMHaMU Ta 3HVXKEHHS CUHTE3Y
[IIOKaroHy anbMa-KniTuHaMmun NigLwayHKOBOT 331031 aCOLit0Ba/I0CS 3 HUXKUMMU KOHLEHTPALISMU T/IFOKO3U HaTLLe Ta 3MEHLUEHHAM KO/MBaHb PIiBHIB HOKO3M Mic/s
MepopasibHOr0 HaBaHTXKEHHS F/IFOKO30t0 UM npuiiomy DKi. CakcarninTuH Noninwye KOHTPO/b FNiKEeMIT, 3MEHLUYHOUM KOHLEHTPALLit0 rF0KO3M HaTLLe Ta riKeMito
nicna npuinomy Ki y nawieHTiB 3 LyKpoBuM giabetom I Tuny.

KniHiyHa edheKTUBHICTb Ta 6e3neka.

Y paHAoMi30BaHUX KOHTPO/IbOBAHWX MOABIMHUX CAINUX KNIHIYHUX [OCNIKEHHAX (BK/IKOYHO i3 MepiofoM po3pobkM Ta [OCBIAOM MiCNApeecTpaLiiHoro
3aCToCyBaHHA) MoHag 17 TMC. nayieHTiB i3 LyKpoBuM aiabeTom Il TMNy oTprmMyBaiv NiKyBaHHA cakcarninTUHOM.

KOHTpOnb rikemil.

Y 6 NoABIMHMUX CNINUX KOHTPOMbOBAHUX KMIHIYHUX AOCNIKEHHAX 6e3rnekn Ta eq)eKTUBHOCTI, WO NPOBOAWINCHL 3 METOH OLiHIOBaHHS BMN/MBY CakcarninTUHy Ha



KOHTPO/Ib FNiKeMil, BCbOro 6yno paHLoMi3oBaHO 4148 nauieHTiB 3 UykpoBum fiabetom Il Tuny, y Tomy umcni 3021 nauieHT, SKUA OTPUMYBaB /liKyBaHHS
cakcarninTuHoM. JTikyBaHHS cakcarfinTMHoM 5 Mr ofuH pas Ha fo0y 3abe3neyvyBasio K/iHIYHO Ta CTaTUCTUYHO 3HauyLLe NOKPaLLEHHS NMOKa3HMKIB remornobiHy Alc
(HbA1c), rnoKosmn nnasmy KpoBi HaTLLe Ta NiCNa BXMBaHHSA DKi NOPIBHAHO 3 Nnaue6o Ha Tni MoHoTepanil, y KoM6iHaLii 3 MeTthopMiHOM (noyaTkoBa abo [0faTKoBa
Tepanis), y KOMOGiHauii 3 Cynb()OHINCEYOBMHOK Ta Yy KOMGiHauii 3 TiazoniguHgioHom (avB. Tabnuuio 1). OueBMAHMX 3MiH Macu Tifa, acouilioBaHUX 3
cakcar/flinTMHOM, TakOXX He crocTepiranocb. 3HMXeHHs piBHiB HbALcC Big3Hayanocb B YCIX Migrpynax, BKAKYaruM Nigrpyny 3a cTarTio, BiKOM, pPacoBOH
HaIeXHICTIO Ta iHAeKcoM Macu Tina (IMT) Ha noyaTKoBOMY piBHI; BULWMIA piBeHb HBA1c acouitoBaBcs 3 Gi/lbLLOK CKOPUTOBaHOK CEPeAHbOI0 3MIHOK MOPIBHSAHO 3
MoOYaTKOBMM PIBHEM MpPK 3aCTOCYBaHHI CakcarninTuHy.

CakcarninTunH 9K MoOHOTeparnis.

[Ba noagiiiHi cnini nnaye6o-KOHTPOILOBAHI AOCNIAKEHHS TPUBANICTIO 24 TWXKHI 6y NPOBeAEHI 3 METOHO OLiHIOBaHHS ePEKTUBHOCTI Ta 6e3nekun cakcarninTuHy siK
MOHOTepanii y nauieHTiB 3 LykpoBum giabetom Il Tuny. B 060X JoCnimKeHHAX NpuiioM cakcarninTuHy 1 pa3 Ha o6y 3abe3nedvyBaB CTaTUCTUYHO 3HaYyLLe
nokpaLleHHsa nokasHuka HbAlc (gus. Tabnuuto 1). [aHi umMx JoCnimpkeHb NiLTBEPMKYHOTHCA pesynbTaTamMy ABOX HACTYMHUX 24-TUXKHEBUX perioHasibHuX (As3is)
JocnifgkeHb MOHOTepanit, B AKMX cakcarninTH 5 Mr nopisHoBan 3 nnaue6o.

CakcarninTuH K JONOBHEHHA A0 Tepanii MeT(opMIHOM.

Mnavueb0-KOHTPOIbOBaHE LOCNILXEHHA CakCarninTUHYy K LOMOBHEHHA 4O MET(OPMIHY TPUBAMICTIO 24 TVXHI NPOBOAWM 3 METOK OLiHIOBaHHA e()eKTUBHOCTI Ta
6e3nekn cakcarfinTuHy B KOMOGiHaUiT 3 MET(OPMIHOM Y MauieHTiB 3 HefocTaTHIM KOHTponeM raikemii (HbA1c 7-10 %) Ha Tni NikyBaHHSA TifIbKM MeTHOPMIHOM.
CakcarnintnH (n=186) 3abe3nevyBaB CTaTUCTUYHO 3HaYyLLe MOKpaLleHHA MokasHWKiB Hb1Ac, rnoko3u HaTtule Ta Micns BXWBaHHSA DKi NOPIBHAHO 3 Mnaue6o
(n=175). MNokpaLeHHA nokasHukKiB HbALc, rnoko3v nicns BXMBaHHA DKI Ta HaTLle Micna NiKyBaHHA cakcarfinTMHOM 5 Mr Ta MeT(hopMiHOM 36epirasiocb NPOTArom
102 TwxHiB gocnigxeHHs. 3MiHa HbALlc y nauieHTiB, SKi npuidmanu cakcariinTuH 5 Mr y Kom6iHauii 3 MeTgopmiHoM (N=31), NOPiBHSAHO 3 TUMU, XTO OTPMMYBaB
nnaue6o Ta metgopmiH (n=15), ctaHoBKNa -0,8 % Ha 102-My TUXHI.

CakcarninTuH SK JONOBHEHHSA A0 MeT(OPMIHY MOPIBHAHO 3 CYNbOHINICEHOBUHOIO AK AOMOBHEHHAM O MeT(OPMIHY.

[ocnipKeHHs TpMBanicTio 52 TVXKHI NPOBOAN/IN 3 METORD OLLiHKOBaHHS epeKTUBHOCTI Ta 6e3neKu cakcarninTuHy 5 mr y Komb6iHauii 3 MeTqopmiHom (428 naLieHTiB)
MOPIBHAHO 3 CYNb(OHINCeYOBMHOK (TNiMi3ug 5 Mr 3 NOCTYNoBMM 36i/bLUEHHAM 03K Ao 20 Mr 3a noTpebu, cepefHs [fo3a cTaHoBwia 15 Mr) y Kom6iHauii 3
meThopMiHOM (430 nauieHTiB) 3 y4yacTio 858 nauieHTiB 3 HegocTaTHIM KOHTpoeM raikemil (HbA1c 6,5 %-10 %) Ha TAi NikyBaHHA TifIbK1 MeTgopmiHoM. CepefHs
[103a MeT(hOPMIHY B KOXHIil 3 rpyn NikyBaHHs cTaHoBWAa Npu6amM3Ho 1900 mr. Yepes 52 TUxXKHI y rpynax cakcarninTuHy Ta rninianay cnoctepiranocs 6/1m3bKe 3a
3HAYEHHAM 3HMKEHHS MOPIBHAHO 3 NMOYaTKOBMM 3HaYeHHAM NokasHnka HbA1c 3a pesynbTatamu NpoBeAeHOoro 3rifHo 3 npotokonom aHaniy (-0,7 % npotu -0,8 %
BIANOBIAHO, cepeflHE NoyaTKoBe 3Ha4YeHHs HbA1c 7,5 % B 060X rpynax). AHani3 y nonynauii nayieHTiB, SKUM Npu3Hayvanoca 4ocnifpKyBaHe NiKyBaHHS, AaB TakKi X
pe3ynbTaTu. 3HWXXEHHS rNH0Ko3M niasMu Hatwe (MMH) 6yno fewlo MeHWnM y rpyni cakcarninTuHy, i cnoctepiranoca 6ifbLie BUNaaKiB npunuHeHHs Tepanii (3,5 %
npot 1,2 %) yepes BIACYTHICTb e()eKTMBHOCTI Ha OCHOBI KpuTepiiB MTH npoTarom nepwmnx 24 TWXKHIB AOCMIIKEHHSA. TakoX Npu 3acTOCYBaHHI cakcarninTuHy
BUSABMEHO CTATUCTUYHO 3Ha4yLLe MEHLUY 4YacTKy nauieHTis 3 rinornikemieto: 3 % (19 asuwy y 13 nauieHTis) npotn 36,3 % (750 saBumwy y 156 nauieHTiB) y rpyni
rainisnay.

Y nauieHTiB, SKi OTPUMYBa/IM NiKyBaHHA cakcarninTMHOM, Bij3Ha4anocs 3Ha4yHe 3HKEeHHS Bif, MOYaTKOBOI 0 PiBHA Macu Tifla MOPIiBHAHO 3i 30i/bLLUEHHAM Macu Tinay
nauieHTiB, SKi npuiManu rainisug (-1,1 kr npoty +1,1 Kr).

CakcarninTuH fK JONOBHEHHA A0 MeT(OPMiHY NMOPIBHAHO 3 CUTArNiNTUHOM AK JOMOBHEHHAM L0 MET(OPMIHY.

JocnifpkeHHs TpMBanicTO 18 TUXKHIB NPOBOAUIM 3 METOK OLiHIOBaHHSA e(ieKTUBHOCTI Ta 6e3rnekun cakcarninTuHy B fo3i 5 Mr B KombiHauii 3 MeTdopmiHom (403
nawieHTV) NOPIBHAHO 3 CUTArNiNTUHOM 100 mr y KoMbiHauii 3 meTghopMiHOM (398 navlieHTiB) 3 yyacTio 801 naujieHTa 3 HeJOCTaTHIM KOHTPOIEM TiKeMil Ha Ti
NiKyBaHHA TifIbKX MeT(hopMiHOM. icns 18 TYhKHIB AOCNILKYBAHOI0 NiKyBaHHS cakcarfinTUH He NOCTYyNaBcs 3a ePEKTUBHICTIO CUTarNiNnTUHY CTOCOBHO CepeHbOro
3HWKEHHS Bif novaTkoBoro piBHs HbALcC sk ana nonynsauii 3rigHo 3 NPOTOKOMOM, TaK i NS MOBHOI aHa/1i30BaHOT BMOIPKM. 3HUXXEHHS Bif novaTKoBOro pisHAa HbAlc
BIAMOBIAHO A8 CaKCArNiNTUHY Ta CUTarNinTUHY 3a pesynbTataMuy NePBUHHOIO aHasi3y 3rifHo 3 NPOTOKO/I0OM CTaHOBWU/IO0 -0,5 % (cepefHE Ta MefiaHHe 3HaYeHHs) Ta -



0,6 % (cepefHE Ta MefliaHHe 3HaYeHHs). 3rifHO 3 faHUMK 419 MOBHOI BUOGIPKX NiATBEPAXKYBa/IbHOIO aHaNi3y CepefHe 3HMKEHHSA nokasHuka ctaHosusio -0,4 % Ta -
0,6 % BigNOBIAHO ANs cakcarNinTUHY Ta CUTarNiNTUHY 3 MefiaHHUM 3HMXKeHHAM -0,5 % ans 060X rpyn.

CakcarninTuHy koMbiHauii 3 MeT(OopMiHOM IK NoYaTKoBa Tepanis.

JocnifpKeHH TPUBANICTIO 24 TV KHI NPOBOAMM 3 METOK) OLiHIOBaHHSA ePeKTMBHOCTI Ta 6e3MneKun cakcarninTuHy 5 Mr y Kom6iHauii 3 MeTQpOpMiHOM SIK MOYaTKOBOI
KOMG6iIHOBaHOI Tepanii y nauieHTiB 3 HegocTaTHIM KoHTponeM rnikeMii (HbALc 8-12 %), AKi paHille He OTPUMYBa/M HISIKOro NikyBaHHS. [loyaTKoBa Tepanis 3
BMKOPMCTaHHAM KOMOIHaLiT cakcarnintuHy 5 mr ta metopmiHy (n=306) 3abe3neymnna 3HauyLLie noKpaLLeHHs nokasHukis HbAlc, rioko3m HaTLLe Ta rkKo3m nicns
AN NOPIBHAHO i3 3aCTOCYBaHHAM nunLe cakcarnintuHy (n=317) a6o meTdopmiHy (n=313) AK no4aTkoBoil Tepanii. 3MeHLIEHHS NoKa3HMKa HbA1Big no4yaTKoBOro
PIBHA 0 24 TV)KHA CNOCTepiranoch B YCiX OLiHIOBaHMX MiAgrpynax, BU3Ha4eHMX 3a No4aTkoBMMU NokasHKaMu HbALC; 6inbly BUPaXKeHe 3HVXKEHHSA Bif3Ha4aioch Y
nauieHTIB, AKI Ha MOYaTKOBOMY piBHI Masin nokasHuk HbA1c =10 % (ams. Tabnvuto 1). MNokpatleHHs nokasHukis HbALC, rnoKo3mM NiCis BXUBAHHA DK Ta HaTLLe
NiCNs NOYaTKOBOIO liKyBaHHA cakcarninTMHOM Y A03i 5 Mr Ta MeT(hopMiHOM 36epiranock Ao 76 TvXHA. 3MiHa HbAL1c y nauieHTiB, aKi Npuimanu cakcarfinTuH no 5
MI Yy KOMOGiHaLiT 3 MeTopMiHOM (N=177), NOPIBHAHO 3 TMM, XTO OTPMMYBaB MeT(opMiH i nnauebo (n=147), ctaHoBuna -0,5% Ha 76-My TUXHI.

CakcarninTuH K AONOBHEHHS [0 Tepanil rnibeHknamigom.

Mnaue60-KOHTPONbOBaHe AOCNIAXEHHS TPUBANMICTIO 24 TWXKHI NPOBOAWIM 3 METOK OLiHIOBaHHA eqeKTUBHOCTI Ta 6e3mnekn cakcarninTuHy B KOMGiHauil 3
rnibeHknaMigom y nauieHTiB 3 HepocTaTHIM KoHTposiem rnikemii (HbAlc 7,5-10 %) Ha MOMEHT BIigOopy Ha Tni NiKyBaHHA TifbKU rnibeHKnamigom vy
cybmakcumanibHMX ao3ax. CakcarfinTuH Yy KoMGiHauii 3 Cynb(OHINCEHOBMHOK Y (hiKCOBaHI NpoMidKHIl 403 (rnibeHKnamig 7,5 Mr) NopiBHIOBa/IN 3 TUTPYBaHHAM [0
BULLLOT 03K rNibeHKnamigy (NpnbnmsHo y 92 % nauieHTiB y rpyni nnauebo Ta rnibeHknamify 3A4incHoBann TUTPYBaHHS A0 OCTATOYHOI 3arasbHOI 4060BOI A03n 15
Mr). CakcarnintuH (n=250) 3abe3neyyBaB 3Hauylle MOKpaLleHHs MokasHuKiB HD1AC, rnoKo3n HaTlle Ta MIiCNA BXUBAHHA DKI MOPIBHAHO 3 TUTPYBaHHAM
rnibeHknamigy Ao BuLLOT o3mn (n=264). MokpalyeHHa nokasHuKiB HbA1c Ta rnioko3m nicns BXuBaHHS DKi Nicns NikyBaHHA cakcarninTuHom 5 mr 36epiranochb o 76
TWXKHA. 3MiHa 3 60Ky HbA1cy naujieHTiB, SKi npuiiManmn cakcarnintuH 5 mr (n=56), NOPiBHAHO 3 TUMKU, XTO OTPUMYBAB NiGeHKNaMI i3 TUTPYBaHHAM 03U [0 BULLOT
Ta nnaue6o (N=27), ctaHoBuna -0,7 % Ha 76-My TVXKHI.

CakcarninTuH K A0NOBHEHHS 10 KOMBIHOBaHOI iHCyniHOTepanii (3 MeT(opMiHOM abo 6e3).

Y 24-TV>XXHEBOMY paHAOMi30BaHOMY MOABIMHOMY CNinomy nnaue60-KOHTPOIbOBaHOMY AOCAIKEHHI 3 METOO OLLiHIOBaHHS eq)eKTUBHOCTI Ta 6e3MneKu cakcarninTuHy
B KOMGiHaL,ii 3 iHCyNiHOM y CTabiNbHin Ao3i (B cepeAHbOMY Ha MOYaTKOBOMY PiBHI — 54,2 ognHuMLi) 3aranom B3snm yyacTb 455 nauieHTiB 3 LyKpoBuM aiabetom Il
TUNy 3 HeaocTaTHIM KOHTponeM raikemii (HbA1c 27,5 % i < 11%) Ha Thi Tinbku iHCyniHy (n=141) a6o iHCyniHy B KOMGiHaLii 3i CTabiNbHOK [030t0 METHOPMIHY
(n=314). CakcarfiinTH no 5 Mr fiK AOMOBHEHHSA [0 iHCYNiHY 3 MeT(opmiHOM (260 6e3) 3abe3mneyyBaB CTATUCTUYHO 3HAYYLLE NMOKpaLleHHs rnokasHukiB HbAlc Ta
NIFOKO3W MNicna npuiomy DKi yepe3 24 TUDKHI 3aCTOCYBaHHSI MOPIBHAHO 3 AofAaBaHHSAM Mnauebo A0 iHCyniHy 3 MeTopmiHOM abo 6e3. B/iM3bKe 3a 3HAYEHHSM
3MeHLLeHHs nokasHnka HbA 1c nopiBHsAHO 3 Nnauebo 6yno AocArHyTe y NauieHTiB, SKi NpUiMany cakcarfinTvH y f03i 5 Mr K JONOBHEHHS A0 IHCY/iHY He3aneXHO
Bifl 3acTOCyBaHHA MeTopMiHy (-0,4 % ans o6ox nigrpyn). MNokpalleHHs Bif NOYaTKOBOro piBHA NokasHnka HbA1c 36epiranock y rpyni AofaBaHHs cakcarinTuHy
[0 IHCYNiHY MOPIBHSAHO 3 FPYNoK0 AofaBaHHA Nnauebo A0 iHCyNiHy 3 MeTdopMiHOM abo 6e3 10 52 TKHSA. 3miHa 3 60Ky HbALc ans rpynu cakcarnintuny (n=244)
MopiBHAHO 3 Mnavuebo (N=124) ctaHosuna -0,4 % Ha 52-My TVKHI.

CakcarninTuH K A0NOBHEHHS [0 Tepanil Tia3oniAuHAIOHOM.

Mnaue60-KOHTPONbOBaHe AOCNIAXEHHS TPUBANMICTIO 24 TWXKHI NPOBOAUIM 3 METOK OLIHIOBaHHA eeKTMBHOCTI Ta 6e3Mnekn cakcarninTuHy Yy KoMGiHauil 3
TiasoniguHaioHom (T3/) y nauieHTiB 3 HegocTaTHIM KoHTposieM raikemil (HbAlc 7-10,5 %) Ha Thi nikyBaHHA Tinbku T3, CakcarnintvH (n=183) 3abe3neuysas
3Hauyllle NoKpalleHHs nokasHukis Hb1Ac, rnokosm HaTwe Ta nicnsa npuinoMy DKi nopiBHsAHO 3 nnaue6o (n=180). MNokpaleHHA nokasHukis HbALC Ta rioKosm
HaTLe i nicns npuinomy XXi Nicna NikyBaHHS cakcarninTMHoM 5 Mmr 36epiranoch Ao 76 TkHA. 3MiHa 3 60Ky HbALC y nauieHTiB, ki npuiitManu cakcarnintuH 5 mr
(n=82), nopiBHAHO 3 TMK, XTO 0TpuMmyBaB T3/ i nnauebo (N=53), ctaHoBmNa -0,9 % Ha 76-My TUXKHI.

CakcarninTuH K A0NOBHEHHS 10 KOMGIHOBaHOT Tepanii MeT(OPMIHOM i CYNb(OHINCEYOBUHOLO.

Ycboro 257 nauieHTiB 3 UyKpoBum fiabetom Il Tuny B3A/M yyacTb Yy 24-TMDKHEBOMY paHZOMi30BaHOMY MOABIHOMY CNiMoMy niaue60-KOHTPObOBaHOMY



[OCNIIKEeHHI 3 METOK OLiHKOBaHHSA e(DEKTMBHOCTI Ta 6e3neku cakcarnintuHy (5 Mr oAvH pa3 Ha Aoby) y KombiHauii 3 MeTpopmiHOM Ta cy/boHincevosnHotro (CC) y
navuieHTiB 3 HeocTaTHIM KoHTponeM riikemii (HbALlc =7 % Ta <10 %). CakcarninTuH (n=127) 3abe3nevyBaB 3HauyyLLle NOKpaLLeHHA nokasHuKiB Hb1Ac Ta rnokosu
nicnsa BXMBaHHA DKi NOPIBHAHO 3 Nnaye6o (n=128). 3miHa 3 60Ky HbA1c ans rpynu cakcarninTuHy NopiBHAHO 3 nnaue6o ctaHosuia -0,7 % Ha 24-My TUXKHI.
CakcarninTuH fK JONOBHEHHSA 40 KOMGIHOBAHOT Tepanii fanarniio3Hom Ta MeTHopMiHOM

Y 24-T>KHeBOMY paHAO0Mi30BaHOMY MOABIKHOMY CRinomy nale6o-KOHTPO1bOBAHOMY AOC/IIPKEHHI, NPOBEAEHOMY 3a Y4acTio MauieHTiB i3 LyKpoBumM aiabeTom Il
TUMY, MOPIBHIOBAIN CakcarfinTvH y fo3i 5 Mr i3 nnaue6o fK LOMOBHEHHA [0 Tepanii B oci6 i3 HbAlc 7-10,5 %, aki oTpumMyBany Tepanito Aanarnigno3vHom
(inri6iTop SGLT2) Ta meTdopmiHOM. [MauieHTH, SKi 3aBEpPLUMIN NOYATKOBUIA 24-TUXKHEBMIA Nepiog, Manu npaBo YBIATM A0 28-TWXKHEBOTO KOHTPO/IbOBAHOMO
TpWBANIOro AOC/IKEHHA NPOLOBXeHHA TepaniT (52 TUXHI).

Ocobw, aki oTpumyBa/Iv Tepanito cakcarfinTMHOM AK JOMOBHEHHA 4O Aanarnigiio3nmHy 1a metopMiHy (n = 153), gocarny ctaTMcTMyHO 3Hadvyule (p < 0,0001)
6iNbLMX 3HMKeHb HDA 1c nopiBHSAHO i3 rpynoto npuinomy nnauebo K 40NOBHEHHS A0 fanarnidio3nHy Ta MeTopmiHy (n = 162) Ha 24-Mmy TWXHI (ayB. Tabnuuto 1).
Brnave Ha nokasHMk HbALc, wo cnoctepiraBcad Ha 24-My TWdKHi, 6yno NiATPMMaHO Ha 52-My TWKHI. MMpodinb 6e3neky cakcarninTuHy K JOMNOBHEHHS [0
fanarninosvHy Ta MeTopMiHy NPOTAroM TPMBAIOrO MepioAy NiKyBaHHA BiAMOBIAaB NPOMIto, WO CNoCcTepirascs y LUbOMY AOCNIIKEHHI BIPOAOBXK 24-TUXKHEBOTO
nepiofly NiKyBaHHS, a TaKoX Y BUNPOOYBaHHI, B AKOMY cakcarninTuH i ganarnigyio3uH npusHadain 0gHOYacHoO AK A0AaTKOBY Tepanito nalieHTam, Lo oTpuMyBanu
MeT(OopMiH (OMMCaHO HUXKYE).

YacTka nauieHTiB, ki gocaratoTb HbAlc < 7 %

YacTka naujieHTis, aki gocarnm HbAlc < 7 % Ha 24-My TWxHI, 6yna BULLOKO Y rpyni cakcarninTuHy B fo3i 5 mMr + ganarninosuH + metopmid — 35,3 % (95 % Al
[28,2; 42,4]) nopiBHAHO i3 rpymnoto nnaue6o + ganarnidnosvH + metgopmid — 23,1 % (95 % Al [16,9; 29,3]). EdexT HbALc, o cnocTepirasca Ha 24-My TUXKHI,
NiATPMMYBaBCSA Ha 52-My TUXHI.

Tabnumua 1. Kno4vosi pesynbTati NikyBaHHSA npenapatom OHrnisa y fo3i 5 Mr Ha goby y nnaue60-KOHTPOIbOBaHWX AOCNIKEHHAX MOHOTepanii Ta JOCNi[KEHHAX
npenaparty sK 4OMOBHEHHS 0 KOMGIHOBaHOI Tepanii

Cepeare CepegHs 3MiHa
Lo
3HAUCHHS Ha CepefiHsi 3MiHa - Bif| HbAlc (%) 3
NOYATKOBOMY Mo4YaTKOBOIO PIiBHSA | NMOMPaBKOKO Ha
pigHi HbAlc (%) Ha 24- | nnauebo Ha 24-my
o MY TUXKHI TUKHI
HbA1c (%) (95 % [11)
AOCNIAKEHHA MOHOTEPAMNII
JocnigpkeHHs CV 181011 (n=103) 8,0 -0,5 -0,6 (-0,9, -0,4)3
HocnipkeHHs CV 181038 (n=69) 7,9 -0,7 (BpaHuyi) -0,4 (-0,7,-0,1)4
(n=70) 7.9 -0,6 (BBeuepi) -0,4 (-0,6, -0,1)5
AOCNIAXEHHA MPENAPATYAK AOMOBHEHHA/KOMBIHOBAHOI TEPAMIT
[ocnigpkeHHs CV181014: fonosHeHHsA o | 8,1 -0,7 -0,8 (-1,0, -0,6)3
MeTgopMiHy (N=186)
[ocnigpkeHHsa CV 181040: fonoBHeHH:A o | 8,5 -0,6 -0,7 (-0,9, -0,6)3
CC1 (n=250)
HocnigpxeHHa D1680L00006: fornoBHeHHs | 8,4 -0,7 -0,7(-0,9,-0,5) 3
[0 KoMGiHauiT MmeTopMmiH + CC (n=257)



[ocnigpkeHHa CV181013: fonoBHeHHA ao | 8,4 -0,9 -0,6 (-0,8, -0,4)3
T34 (n=183)

LocnigpkeHHs CV181039: noyaTkosa
KOM6iHaLlis 3 MeThopMiHOMS

3arasnibHa nonynsuis (n=306) 9,4 -2,5 -0,5(-0,7,-0,4)7
BuxigHwit piseHb HbAlc =10 % (n=107) | 10,8 -33 -0,6 (-0,9, -0,3)8
JocnimpkeHHs CV 181168: noganbLue 7.9 -0,5 -0,4 (-0,5, -0,2)9
[OMOBHEHHS 10 KOMGiHaUiT ganarnignosi

+ (n=315)

LocnigpkeHHs CV181057: fonoBHeHH:A Ao | 8,7 -0,7 -0,4 (-0,6, -0,2)3

IHCYNIHY (+/-MeT(opMmiH)
3aranibHa nonynauia (n=300)
N — KiNbKiCTb paHA0Mi30BaHMX NaLieHTIB (MEPBUHHWIA aHani3 eq)eKTMBHOCTI Y NONYy ALl BCIX NaLiEHTIB, AKUM NpU3HaYany 4OCNiAKyBaHe NiKyBaHHS), ANS SKMX HasBHI AaHi.
ly rpyni nnaue6o NpoBoANAN TUTPYBaHHS 3aranbHOi 4060BOT 403K rnibeHKNamigy Bif 7,5 Mr go 15 mr.
2Cepep,Hﬂ 3MiHa Bif, NOYaTKOBOI 0 PiBHSA 3 NONPaBKOK Ha 3HaYeHHS Ha BUXigHOMY piBHi (ANCOVA).
3p<O,0001 NopiBHSAHO 3 nave6o.
4p=0,0059 nopiBHAHO 3 NnaLe6o.
5p=0,0157 MOpPiBHSHO 3 NnaLe6o.
6TVIprBaHHFI meTgopmiHy Big 500 o 2000 Mr Ha 06y 3a YMOBW NePeHOCUMOCTI.
7Cepe,u,H;l 3MiHa HbA1cC — ue pi3HUUA MK rpynamy KoMGiHaL it cakcarninTH + MeTOpPMIH Ta TiNbKun MeTgopMiH (p<0,0001).

8Cepe,qH;| 3MiHa HbA1cC — ue pi3HUUA MK rpynamy KombiHaw it cakcarninTvH + METQOPMIH Ta TiNIbKU MET(HOPMIH.

9Cepe,qHﬂ 3MiHa HbA1c — e pi3HMLA MiDXX Fpynamn KomGiHaLii cakcarninTuH + ganarnid)iosnH + MeTqopMiH Ta ganarnidnosvH + metgopmiH (p<0,0001).

CakcarninTuH Ta ganarnifnosvnH sk JONOBHEHHA 40 Tepanii MeT{OpPMiHOM

Y 24-TW>XHEBOMY paH0Mi30BaHOMY MOABINHOMY CAiNOMY AOCAIAKEHHI 3 BUKOPUCTaHHSAM aKTUBHOMO npenapaTy MOPIBHSAHHSA 3arasom B3sann yyactb 534 gopocni
nawuieHTn i3 LyKposuM giabeTom Il TNy Ta HEBIANOBIAHUM KOHTPOMEM FiKeMIl, AKi 0OTpUMYBann NikyBaHHS nuiwe MeTdopmiHom (HbA1c 8-12 %), Ans NOpiBHAHHSA
KOMGiHaUiT cakcarninTuHy Ta Aanarfiio3viHy, AoAaHMX O4HOYAaCHO A0 MeT(opMiHy, 3 cakcarninTMHOM abo ganarnidpio3MHOM Ha [0JATOK A0 MeT(OopMiHy.
MauieHT 6ynn paHAOMi30BaHi A0 OAHIEl 3 TPbOX NOABINHMX CAiNMX Fpyn Tepanii, AKi oTpuMyBann 5 Mr cakcarninTuHy i 10 mr ganarnidiosuHy, aogaHi 4o
MeThopMiHy, 5 Mr cakcarninTuHy i nnaue6o, gofdaHi 4o meTopmiHy, a6o 10 Mr ganarnicno3vHy i nnaue6o, gofgaHi 40 MeTHOPMIHY.

I"pyna cakcarninTuHy i ganarnigpio3nHy gocarana 3HaqyHo 6iNbLUMX 3HMXKeHb NoKa3HMKiB HDA 1¢ NOpiBHAHO i3 rpynoto cakcarninTuHy abo ganarninosviHy vepes 24
TWXKHI (AMB. Tabnumuto 2).

Tabnmua 2. 3HaveHHs HbALc Ha 24-My TWXKHI Y KOHTPO/IbOBAHOMY LOC/NIAXEHHI 3 BUKOPUCTaHHAM aKTUBHOIO MpernapaTy NnopiBHAHHA: KOMOIHALit0 cakcarinTuHy
Ta fanarnigpno3nHy, 4o4aHNX OAHOYaCHO A0 MET(OPMiHY, NOPIBHIOBaIM 3 NOEAHAHHSAM cakcarinTUHy abo ganarnigpio3uHy Ha goaady 40 METHOopPMiHY



[MoKa3HUK epeKTUBHOCTI CakcarnintuH 5 mr + CakcarnintmH 5 mr + HanarnicnosvH 10 mr +
fanarnignosund 10 mr + MeT(OPMIH MeTqopMiH
MeT(OPMiH n=1762 n=1792
n=1792
Hba 1 (%) Ha 24-My TUXKHI
MoyaTKOBMIA piBEHb 8,93 9,03 8,87
(cepepfHe)
3MiHa Bifl N0OYaTKOBOIO -1,47 -0,88 -1,20
piBHSA (CKOpUroBaHe (-1,62; -1,31) (-1,03; -0,72) (-1,35; -1,04)
cepeaHe3)
(95% Aal)
BigmiHHOCTi Big -0,594 - -
KOMGiHaUii cakcarninTuH (-0,81; -0,37)
+ MeT(opMmiH
(ckopuroBaHe cepefiHe3)
(95 % Al)
BigmiHHOCTI Bif -0,27° - -
KOMGiHaLii cakcarninTuH (-0,48; -0,05)
+ MeT(opMiH
(ckopuroBaHe cepefiHe3)
(95% A1)

Inne - NO3J0BXHi MOBTOPHI BUMiptOBaHHS (BMKOPUCTOBYHOUM 3HAUEHHS Mepes Pe3epBHOI0 Teparieto).

2Pa|-|,u,0|v|i303aHi Ta NPONiKOBaHi NaLieHTX 3 MOYaTKOBMM PiBHEM Ta MPUHaNMHI 1 BUMipIOBaHHAM eq)eKTUBHOCTI Nicnsi BUXiAHOMO PiBHS.

3CepefjHe, po3paxoBaHe ABOETAMHIM METO/O0M, CKOPUFOBAHE 33 MOYATKOBUM 3HAUEHHSIM.

4p < 0,0001.

Sp = 0,0166.

YacTKa nauieHTiB, ski gocsaratoTh Hboa1. < 7 %

3HWKeHHA piBHA Hbp 1 MEHL HiXK Ha 7 % 6yno AocArHyTo y rpyni KombiHauiT cakcarnintuHy i ganarnigpnosvty 41,4 % (95 % [ [34,5; 48,2]) nopisHaHO 3 18,3 %
(95 % Al [13,0; 23,5]) y rpyni cakcarninTuHy T1a 22,2 % (95 % Al [16,1; 28,3]) — ganarnigpnosvHy.

MayieH TN 3 NOPYLUEHHAM (PYHKLIT HUPOK.

Y 12-TM>XHeBOMY 6araToLeHTPOBOMY paH0Mi30BaHOMY MOABIAHOMY CNiNoMy nnaue60-KOHTPObOBAHOMY AOCIKEHHI NPOBOANIM OLiHKOBaHHS eqeKTy NiKyBaHHS
cakcarninTuHoMm 2,5 Mr OAMH pa3 Ha fo6y nopiBHAHO 3 Mnauebo y 170 nauieHTiB (85 mayieHTIB Y rpyni NikyBaHHA cakcarninTMHoM i 85 nauieHTiB y rpyni
nnaue6o) 3 uykposum giabetom Il Tuny (HbAlc 7,0-11 %) Ta nopyLleHHAM yHKLUIT HUPOK (noMipHum [n=90], Tsxkum [n=41] abo TCHH (TepmiHanbHa cTagis
HWPKOBOT HegocTaTHOCTI) [N=39]). ¥ ubomMy gocnigpkeHHi 98,2 % nauieHTiB OTPUMYBaIN [HLWLE aHTUrinepriikemiyHe nikysaHHs (75,3 % — iHcyniH i 31,2 % —
MepopasibHi aHTUTINEPriiKeMiyHi 3ac00M; Aedki nauieHTn oTpuMyBann i Te, i iHWwe). CakcarninTuH 3abesneyyBas 3HauyLLle 3HWKEHHA piBHA HDALC nopiBHAHO 3
nnaue6o; 3miHa HbALlc ans cakcarnintuHy ctaHoBuna -0,9 % Ha TxHI 12 (3miHa HbA1c -0,4 % ans nnaye6o). YactoTta nigTBepAXXeHVX ABULL, rinornikemii 6yna




[elo BULLOK Y rpyni cakcarnintuHy (9,4 %) nopiBHAHO 3 rpynoto nnaue6o (4,7 %), xoya KifibKiCTb MaLieHTIB 3 OYAb-AKMMM TINOrTIKEMIYHAMMW ABULLAMU HE
Bifpi3HsANaca B 060X rpynax fikyBaHHs. HebaxkaHOro BnavBy Ha (yHKLit0 HAPOK, L0 BM3Ha4YaBCA 3a pO3pax0BaHO LWBUAKICTIO KNy604KoBOi (hinbTpawii abo CrCL
Ha TWXKHI 12 Ta TWXKHI 52, He crnocTepiranochk.

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

Y pocnimpkeHHi SAVOR BuBYanu cepueo-cyanHHI (CC) Hacnigkm y 16 492 nauieHTis i3 HbA1c = 6,5 % 1a < 12 % (12 959 — 3i BcTaHOBNeHNM CC-3axXBOPHOBaHHAM
(CC3); 3533 — nmule 3 Kinbkoma haktopamu pusnky), aKki 6ynm paHAomizoBaHi fo rpyn cakcarnintuHy (n = 8280) abo nnaue6o (n = 8212) Ha [OMOBHEHHSA [0
perioHanbHUX ctaHaapTis gornagy ana HbA1c ta CC-UnMHHMKIB pu3mnKy. JocnigpKyBaHi nonynayii BKAYanm ocié Bikom = 65 pokis (n = 8561) i = 75 pokiB (n =
2330) 3 HopMmanbHUM abo nerkum (n = 13,916) Ta cepeaHim (n = 2240), a60 THKKUM (N = 336) NOPYLLUEHHAM (DYHKLLIT HUPOK.

[MepBUHHOIO KiHLLEBOK TOUKOH 6e3nekn (He MeHLW 6e3nevyHmM) Ta eeKTMBHOCTI (nepesara) Oyna KOM6iHOBaHa KiHLEBa TOYKa, L0 CKlaganaca 4O Yacy MepLuoro
BUHWKHEHHSI By[b-AKOi 3 TakMX cepinosHmx HebaxaHux CC-nogin (MACE): cmepTb yepe3 CC3, HeaTa/ibHMIN iHapKT MioKapaa abo HeaTas/lbHUI iLeMivHNIA
IHCYNbT.

[icna cepefHbLOro nepiogy NOAabLLONO CMOCTEPEXKEHHS, LLIO TPMBAB 2 POKM, BUMPOOYBaHHA AOCAT0 CBOET MEPBUHHOT KiHLEBOT TOYKM 6e3neku. Lle cBigumTb npo Te,
WO cakcarninTuH He NiABULLYE CepLeBO-CYAMHHOr0 puU3nKy B NauieHTIB i3 LyKpoBMM AiabeTom Il TMny nopiBHAHO 3 Mnauebo npu AofaBaHHi 40 MOTOYHOT
CTaHZapTHOI Tepanii.

Ona MACE abo cMepTHOCTI 3 yCiX NpuunMH Hemae nepesaru. MNMepBuHHa KoM6iHOBaHa KiHueBa Touka MACE cnocTtepiranacs 3 4actotoro 7,4 % y rpyni
cakcarnintuHy Ta 7,4 %y rpyni nnaye6o (CP = 1,00; 95 % Al [0,89; 1,12]. BtopuHHa kombiHOBaHa KiHLeBa Touka MACE nntoc cnocTepiranaca 3 yactotowo 12,8
% y rpyni cakcarnintuHy i 12,6 %y rpyni nnaye6o (CP = 1,02; 95 % Al [0,94; 1,11].

O[MH KOMMOHEHT BTOPUHHOT KOMBIHOBaHOT KiHLEBOT TOUKM, rocnitanizauis 3 NpuBogy cepLeBol HeAoCTaTHOCTI, CoCTepiraBcs GifIbLLOK MIipOH NpY 3aCTOCYyBaHHI
cakcarnintuhy (3,5 %) nopiBHAHO i3 rpynoto nnaue6o (2,8 %) 3 HOMIHa/IbHOK CTaTUCTUYHOK 3HAYUMICTIO Ha KOpUCTb nnauebo (CP = 1,27; 95 % Al [1,07; 1,51]; p
= 0,007). KniHi4yHO 3Ha4Mmi hakTopu, SKi nepefdayatoTh 36iNbLUEHHS BIZHOCHOrO PU3NKY Teparii cakcarninTUHOM, He MOXYTb 6YTI OCTaTOYHO BM3HaYeHi. Cy6’ekTu
3 MiABULLEHNM PU3MKOM rocnitanisauil 3 NpuBoAy CepLeBOl HeOCTATHOCTI, HE3a/IEXHO Bif, MPU3HAYEHHS NiKYBaHHS, MOXYTb 6YTUW ieHTU(DIKOBaHI 3a BiOMUMM
(hakTOpaMu pU3NKy cepLeBoi HelOCTAaTHOCTI, AK-TO MOYATKOBWIA aHaMHe3 3aXBOPIOBaHHSA abo NOpYLUEeHHAM (DYHKLUIT HUPOK. MpoTe Cy6’eKTW rpynu cakcarninTuHy 3
aHaMHe30M CepLieBOT HeOCTaTHOCTI abo MopyLUeHHs (YHKLIT HAPOK Ha NOYaTKOBOMY eTani He Masiv NiABULLEHOr0 PU3NKY MOPIBHAHO 3 Nauebo Woao nepBuHHUX
ab0 BTOPUHHUX KOMBIHOBaHMX KiHLIEBMX TOYOK a60 CMEPTHOCTI 3 YCIX NMPUYMH.

LLle ogHa BTOpMHHA KiHLEBa TOUKa, CMEPTHICTb 3 YCIX NMPUYMH, criocTepiranacs 3 yactoToro 5,1 % y rpyni cakcarnintuHy i 4,6 % — nnaue6o (CP = 1,11; 95 % Al
[0,96; 1,27]). CmepTHicTb 3 CC-npuymH 6yna NOPIiBHAHHOK Y rpynax MikyBaHHA. [AucbanaHc y KifbKOCTI neTaslbHUX HacNigKiB He 3 cepueBO-CYANHHUX NPUYNH
crnocTepirascs 3 6iNbLUOK KiIbKICTHO NOAiA Npy 3aCTOCyBaHHI cakcarninTuHy (1,8 %), Hix nnaue6o (1,4 %) (CP = 1,27; 95 % Al [1,00; 1,62]; p = 0,051).

A1C 6yB HWKUYMM L1 cakcarninTuHy NOPIBHAHO i3 niaue6o B MOLLYKOBOMY aHani3i.

aiTn.

€Bponelicbke areHTCTBO JIiKapCbKMX 3aC006iB 3HANO 3060B’A3aHHSA LLOLO HafjaHHA pe3y/bTaTiB focnifpkeHb npenapaty OHrNi3a B OAHIM YM LeKifbKOX Nigrpynax
AiTein Ana nikyBaHHS LyKpoBoro aiadety Il Tuny (aue. po3ain «Ocob6nmMBOCTI 3aCTOCYBaHHS», e HaBeAeHa iHhopMaLisi PO 3aCTOCYBaHHA AiTAM).

Ocob6u NiTHLOrO BiKY

Y Bunpo6yBaHHi SAVORY rpynax nauieHTiB BikoM Bif 65 pokKiB Ta Bif, 75 pokiB eheKTUBHICTb i 6e3neka Bignosigany 3ara/bHiin 4OCNifKyBaHi nonynsyii.
GENERATION — 52-TuHeBe JOCNiIKEHHA KOHTPOMO rnikemily 720 nauieHTiB MiTHLOrO BiKy, CepefiHil BiK SKUX CTaHOBUB 72,6 poky: 433 ocobu (60,1 %) manu
BiK < 75 pokiB, a 287 oci6 (39,9 %) 6ynm BikoM = 75 pokKiB. IMepBMHHY KiHLEBY TOUYKY CTaHOBMW/A YacTKa XBOPUX, AKi gocarim nokasHuka HbAlc < 7 % 6e3
NigTBEPLKEHOT ab0 TAXKKOI rinornikemii. BussneHo BIACYTHICTb Pi3HULI Y BIACOTKaX NauieHTIiB, AKi Bignosiniv Ha Tepanito: 37,9 % (cakcarnintuH) Ta 38,2 %
(rnimenipuna) AoOCArNN NepPBUHHOI KiHLEBOT TOUKM. MeHLLa YacTKa XBOpPUX MpPW 3acTOCyBaHHI cakcarnintuHy (44,7 %) nopiBHAHO i3 rpynoto raimenipngy (54,7 %)
pocarna Hbp ¢ 7,0 %. MeHwwa vacTka nauieHTis y rpyni cakcarnintudy (1,1 %) nopisHAHO 3 Takoto raimenipuay (15,3 %) 3asHana nigTBepaKeHoro abo TAXKOro




rinornikeMivyHoro ABuLLa.

dapmakoKiHe TVKa.

dapMaKOoKiHETVKa cakcarlinTUHy Ta oro 0CHOBHOI0 MeTaboniTy 6yna noAibHo y 300poBMX A0OPOBO/LLIB Ta Y NaUIEHTIB 3 LYKPoBUM giabeTom Il Tmny.
BCMOKTYBaHHS.

CakcarninTuH LWBUAKO BCMOKTYETLCA MiCNA NepopasibHOro NpPUoMy y CTaHi HaTLLe 3 MaKCMMa/IlbHUMM NIa3MOBUMM KOHLEHTpaLisMn (Cyay) CakcarninTuHy Ta noro

OCHOBHOI0 MeTaboniTy, Wo gocaranncs nNpotaroMm 2 1a 4 rognH (Tpax) BiANoBigHO. 3HauveHHs Cio T2 AUC cakcarfiintuHy Ta MOro OCHOBHOro Metabonity

3pocTasv NPONOPLIAHO NIABULLEHHIO A03W cakcarninTUHY; Taka NPonopuinHiCTb A03i cnocTepiranacd B gianasoHi go 400 mr. icns ogHOPa30BOro nepopasibHoOro
npuiiomy cakcarninTuHy B 403i 5 Mr 340poBrMmU fo6poBObLAMY cepefHi 3HavyeHHs AUC nnasmu gnsa cakcarninTuHy Ta A0ro OCHOBHOIO MeTaboniTy CTaHOBWU
78 Hr-rog/mn Ta 214 Hr-rofg/mn BiANOBIAHO. BignosigHi 3HaveHHs NnasmoBol Cyax LOPIBHIOBAN 24 Hr/mn Ta 47 Hr/mn BiAnosigHO. KoedivieHTy Bapiauii ans

Cax Ta AUC cakcarninTuHy B 04HOro nauieHta 6ynm Hmkye 12 %.

IHribyBaHHs aktuBHOCTI AIM-4 nna3mu KpoBi Nif BNAMBOM cakcarninTUHy NPOTATOM LUOHaMeHLe 24 rofuH Micns nepopanbHOro NpuiioMy cakcarninTuHy
MOAACHKOETLCS BUCOKOH MOTYXHICTHO, BUCOKOK a(hiHHICTIO Ta aKTVBHUM 3B’13YBaHHAM 3 aKTUBHUMM LiNIAHKAMU.

B3aemogis 3 >Kelo.

IXXa UMHWUTL BiJHOCHO He3HaYHWIA BNAMB Ha (HapMaKOKIHETUKY CaKCcarfinTuHy y 3[40P0BUX A06POBOMbLIB. MPUioM pa3oM 3 HKEH (3 BUCOKUM BMICTOM XXUPY) He
CrpUYMHAB 3MiH Crax | MPU3BOAMB [0 3pocTaHHA AUC Ha 27 % nopiBHAHO 3i CTaHOM HaTtuie. Yac, npoTtarom Akoro focaraeTbCAd Crax (Tmax), 301/1bLLYBaBCA

npu6an3Ho Ha 0,5 roguHM Nicnis NpPUnoMy pasom 3 DKEKO MOPIBHAHO 3i CTaHOM HaTLLe. Lii 3MiHW OLiHIOKTLCA AK KNIHIYHO HE3HauYLL.

Posnogin.

3B’A3yBaHHSA cakcarfinTUHy Ta Moro 0CHOBHOro MeTaboniTy 3 6ifikaMu in Vvitro B cupoBatLi KpPOBi NHOAMHM He3HauyHe. TakuM YMHOM, MasloMOBIPHO, LLO 3MiHM
PIBHIB 6i/IKa B KPOBI BHACNILOK PI3HNX MATOMONYHMX CTaHIB (Hanpykag nopyLleHHs (YHKLIT NeYiHKyM abo HUPOK) BMNIMBATUMYTb Ha PO3MOZLI CaKCarninTuHy.
bioTpaHcgopmauis.

BioTpaHcthopMauis cakcarninTuHy Bif0yBaeTbCA MepeBaXHO 3 y4yacTio uutoxpomy P450 3A4/5 (CYP3A4/5). OCHOBHMIA MeTaboniT cakcarfinTuHy TakoX €
CeNeKTMBHUM 060POTHMM KOHKYPEHTHUM iHri6iTopomM AMMI1-4, NOTY>KHICTb AKOro CTaHOBUTb MOJIOBUHY NOTY)XXHOCTI CakcarninTuHy.

BuBefeHHA.

CepefiHiiA nepiof, HaniBBMBEAEHHS 3 NNasMm KPOBi (tq/) cakcarninTuHy Ta oro OCHOBHOIO MeTabosiTy CTaHOBUTL 2,5 roguHu i 3,1 roauHu Bi4NoBiAHO, a cepesHe

3HaYeHHs tqo Ana iHridyesaHHa AMM-4 nnasmy Kposi fopiBHIOBaO 26,9 roguHu. CakcarninTvH BUBOAUTBLCA 3@ JOMOMOMOK fK HUPKOBOrO, Tak i NeyiHKOBOro

MeTaboiuHMX Wnsxis. Micns 0aHOPa3oBoro nepopanbHoro npuiiomy aosu 50 mr 14C-cakcarninTuHy 24 %, 36 % Ta 75 % [031 BUBOAMTLCS 3 CEUED Y BUTNALI
cakcarfinTuHy, Noro 0OCHOBHOIO MeTaboniTy Ta 3ara/lbHOro pasioakTMBHOro Matepiasny BignosifHO. CepefHili HUPKOBUWIA KNipeHe cakcarnintury (~230 mn/xB) 6yB
BULLMM Bif, CepeaHbOi OLiHIOBAHOI rnomepynspHoTl ginbTpayii (~120 mMn/xB), WO NEBHOKO MIPOKD CBIAUYNUTL MPO aKTMBHE BUBELEHHA HMPKaMU. 3HAUYEHHS HUPKOBOIO
KNipeHcy Ansi OCHOBHOro MeTaboniTy 6ynu MOPIBHAHHUMK i3 PO3Pax0BaHOK LUBMAKICTIO K1y60UKOBOT (hiNbTpauii. Ycboro 22 % NPURHATOrO padioakTUBHOIO
marepiany 0ysio BUABNEHO Y Kani, L0 BIAMOBIAAE Ppakyii 403U cakcarninTuHy, WO BUBOAUTLCA Y XKOBY Ta/abo y BUrNAal HeabcopboBaHOro NikapcbKoro 3acoby 3i
LUTYHKOBO-KMLLIKOBOr O TPaKTy.

NiHiAHICT.

Cmax T2 AUC cakcarninTuHy i Moro oCHOBHOro mMeTaboniTy 3pocTasiv MponopuiiHo [0 Ao3w cakcarninTuHy. CyTTEBOr0 HaKOMUYEHHs cakcarninTuHy abo ioro
OCHOBHOr0 MeTaboniTy Ha Tni 6aratopa3oBOro MpUiiOMY OAMH pa3 Ha A06y ANA >KOAHOro 3 PiBHIB [03yBaHHA He CMOCTEpiranoch. 3aneXHiCTb KipeHcy
cakcarfinTuHy Ta 10ro OCHOBHOIO MeTaboniTy Bif 403M Ta Yacy NpoTAroM 14-AeHHOro NpuiioMy cakcarfinTUHY OAVH pa3 Ha fo6y B Aiana3oHi f03yBaHHSA Bif 2,5 Mr



[0 400 Mr He crocTepiranach.

Oco6mBi KaTeropii nayieHTIB.

MopyLUeHHs (hyHKLIT HUPOK.

Bigkpute gocnimjkeHHs 3 04HOPa30oBMM NPMIOMOM AOCNIMAKYBaHOro npenaparty NPOBOAWAM 3 METOK OLiHIOBaHHA (hapMaKOKIHETMKM cakcarninTUHy mnicns
nepopasibHOro nNpuinomMy B A03i 10 Mr y nauieHTIiB 3 Pi3HUM CTYMNeHeM XPOHIYHOT HUPKOBOT HEJOCTATHOCTI NOPIBHAHO 3 NalieHTaMu 3 HOPMa/ibHOK (DYHKLIIEK HUPOK.
Y [LocnifpkeHHi 6pany y4yacTb MauieHTV 3 MOPYLUeHHAM (PYHKUIT HUPOK, WO KnacugikyBany 3a1eXXHO Bif KMIpeHCYy KpeaTwuHiHy K nerke (LUK® npubnnsHo
CTaHOBUTb = 45 — < 90 Mn/xB), nomipHe (LLIK® npn6nunsHo ctaHoBuTb = 30 — < 45 mMn/xB) a6o Tsxkke (LLUK® npnbamnsHo ctaHoBUTb <30 M//XB), @ TaKOX NalieHTH 3
TCHH Ha remogianisi.

CTyniHb NOPYLUEHHA (PYHKLIT HUPOK He BNAMBAB Ha Cpg CaKCArninTvHy Ta MOro OCHOBHOrO MeTaboniTy. Y nauieHTiB 3 NerkuM MnopyLUeHHAM (yHKLiT HUPOK

cepefHi 3HayeHHss AUC cakcarninTuHy Ta 1Moro 0CHOBHOro metabonity 6ynm B 1,2 Ta 1,7 pa3a BULLMMK BiANOBIAHO, HiX cepeaHi 3HadeHHA AUC y nauieHTiB 3
HOPMa/IbHOK (DYHKLIEHD HUPOK. OCKINbKN 3pOCTaHHSA LIET BEIMYMHN He Ma€E K/iHIYHOro 3Ha4YeHHs, KOpPeKLisa A03v A1 NauieHTIB 3 NIErKUM MOPYLUEHHAM (DYHKLUIT
HUPOK HEe PEeKOMEHAYETbCA. Y MauieHTiB 3 NOMIPHUM abo TSHKKUM MOpyLleHHAM (YHKUIT HAPOK abo y nauieHTiB 3 TCHH Ha remogianisi 3HayeHHs AUC
cakcarninTuHy Ta ioro 0CHOBHOro MeTabonity 6ynv suwmmn y 2,1 Ta 4,5 pasa BignoBigHO, HiX 3HaueHHA AUC y nauieHTiB 3 HOPMasIbHOK (YHKLE HAPOK.
MMopyLUeHHS OYHKLIT MeYiHKW.

Y nauieHTiB 3 nerkum (Knac A 3a Yaingom — IN’to0), nomipHmum (knac B 3a Yaingom — IM°10) abo Tskkum (knac C 3a Yaingom — IM°10) NopyLLUEHHSAM PYHKLIT NeYiHKK
ekcno3uuia cakcarnintuHy 6yna s 1,1; 1,4 ta 1,8 pasa BuWOKO BIAMNOBIAHO, a ekcrosuuis BMS-510849 — Ha 22 %, 7 % Ta 33 % HWKYOK BifgNOBIAHO, HDXK Y
3[10pOBUX A06POBO/LLIIB.

MauieHTV NiTHLOrO BiKy (= 65 pokKiB).

Y nauieHTIiB NiTHLOro BiKy (65-80 pokiB) cnocTepiranaca npmu6am3Ho Ha 60 % 6inbwia AUC cakcariinTuHy, HK y Monogux nauieHTis (18—40 pokis). Lis pisHuuA
OLIHIOETLCA AK KNIHIYHO He3HauyLLa, TOMY KOpeKLis Ao3n npenapaty OHr/i3a Ha NigcTasi TifIbKW BiKY MalieHTa He peKOMeHAYETLCA.

KniHIYHI XapaKTepuUCcTUKMN.
Noka3aHHA.
Mpenapat OHr/li3a NOKasaHWii OPOC/IMM NaLieHTam, XBOPUM Ha LlyKpoBUiA giabeT Il Tuny, Ak JONOBHEHHS L0 AIE€TY Ta (Di3UYHMX BNpas A/18 MOKPALLEHHS KOHTPOO
rNiKemit:
AK MOHOTepanis, Koim MeTopMiH HeOLiNbHUIA Yepe3 NPOTMUNOKa3aHHSA abo HENEPEHOCUMICTb;

Yy KOMOGIHaLii 3 IHWMMKN NiKapCbKMMK 3acobamMu Ans NiKyBaHHA LyKPOBOro fiabeTy, BKIKOYHO 3 IHCY/IHOM, SKLIO BOHM He 3abe3nevyoTb A0CTaTHLOrO
KOHTPO/IHO INiKeMil (OCTYNHI AaHi Npo pi3Hi KOMGiHaLiT HaBeeHO Y po3ginax «OcobnnBOCTI 3aCTOCYBaHHA», «B3aeMogis 3 iHWMMYM NiKapcbKUMK 3acobamm Ta
iHLWI BMAM B3aEMOLiN» Ta «PapMakoLMHaMiKa).

IMpoTnnoKasaHHA.

FinepyyT/MBICTb A0 Ait0YOT pevoBUHM abo [0 Oyab-AKOi 3 LOMNOMDKHUX PEYOBMH ab0 Cepino3Hi peakuil rinepyyT/MBOCTI B aHaMHe3i, B TOMY YWC/i aHainakTnyHa
peakuisi, aHaiNaKTUYHWUIA LWIOK Ta aHrioOHEBPOTMYHMIA HabpsK A0 OyAb-sKoro iHriéitopy aunentugunnentugasn 4 (AMM-4) (aue. posginn «OcobnmBocCTi
3acTocyBaHHs» Ta «106iUHI peakuii»).

B3aemogis 3 iHLUMMM NiKapcbKMMK 3aco6amMm Ta iHLWi BUAM B3aEMOLIN.

HaBefieHi HKYe KNiHIYHI JaHi CBiAYaTb, L0 PU3KUK KAIHIYHO 3HaYYLLMX B3aEMOZiN 3 NiKapCbK1MKM 3ac06amu, SIKi 3aCTOCOBYHOTb OAHOYACHO, € HU3bKMM.

MeTabos1i3M cakcarfninTuHy Bif0yBaeTbLCA MEPEBAXKHO 3 yyacTHo uutoxpomy P450 3A4/5 (CY P3A4/5).

Y [OCnifKeHHAX in vitro cakcarninTiH Ta MOro OCHOBHWUIA MeTabosiT He CnpuunHAny Hi iHridysaHHs CYP1A2, 2A6, 2B6, 2C9, 2C19, 2D6, 2E1 a6o 3A4, Hi



iHAyKuiT CYPL1A2, 2B6, 2C9 abo 3A4. Y fOCNiIKEHHSX 3a Y4acTHO 340P0BMX L0OPOBO/LLIB He CMOCTEPIraiocs 3HaUYyLWMX 3MiH (PapMakoKIHETUKN CakcarninTuHy Ta
I0ro OCHOBHOro MeTaboniTy Mig BAANBOM MET(OPMIHY, rnibeHKNamigy, Niornita3oHy, AUroKCUHY, CMMBacTaTUHy, OMenpa3ony, aHTauuais abo hamotTuanHy. Kpiv
TOro, cakcarflinTMH 3Hadylle He BMIMBaB Ha (hapMakOKiHETUKY MeT(opMiHy, rnibeHknamigy, niornitasoHy, AUFOKCUMHY, CUMBACTaTUHY, Ait0YMX PevyOBUH
KOMGIHOBaHUX NepopasibHUX KOHTpaLenTuBiB (ETUHINECTPagioNy Ta Hoprectumary), AunTtiazeMy abo KEeTOKOHa30/y.

Y pa3si 0HO04aCHOr0 3aCTOCYBaHHSA cakcarninTuHy 3 nomipHum iHriditopom CY P3A4/5 guntiaseMoM Cpg Ta AUC cakcarnintuHy 3pocTtany BignoBigHo Ha 63 % iy

2,1 pa3a, a BiANOBiAHI NOKa3HWKN AN19 aKkTUBHOI0 MeTabosiTy 3HMKYBanucs Ha 44 % Ta 34 %.
Y pa3si 0fHO4aCHOr0 3aCTOCYBAHHA CakcarninTuHy 3 NoTy>kHUM iHriGitopom CY P3A4/5 keTokoHa30/10M Cya T2 AUC cakcarnintuHy 3poctanim Ha 62 % tay 2,5

pasa BiAnoBiAHO, a BiAMOBIAHI MOKa3HNKWN 419 aKTUBHOIO MeTaboniTy 3HMKyBanmcs Ha 95 % Ta 88 %.
Y pasi 0HOYaCHOro 3aCTOCYBaHHA cakcarninTuHy 3 noTy>XKHUM iHaykTopom CY P3A4/5 pudamniumHom Cpax T2 AUC cakcarfinTuHy 3HumKysanucs Ha 53 % Ta 76

% BiANOBIAHO. EKCNO3ULLIS aKTUBHOIO MeTaboniTy Ta iHribyeaHHs akTuBHoCTI AMMM-4 nnasmu KpoBi y MexXax iHTepBasly [03yBaHHS He 3a3HaBasvi 3MiH Nif BrVBOM
puhamniumHy (auB. po3ain «OcobamMBOCTI 3aCTOCYBaHHSA»).

OpfHoYacHe 3aCTOCyBaHHS cakcarninTtuHy Ta iHgykTopie CYP3A4/5, kpim pudamniynHy (Takmx sk kapbamaseniH, gekcaMmeTasoH, heHobapbiTan Ta ()eHiToIH), He
BMBYA/IOCh | MOXE NPWU3BOANTY [0 3HMXKEHHS NIA3MOBOT KOHLEHTpaLii cakcarninTuHy Ta 3p0CTaHHS KOHLEHTpaLii KI0ro OCHOBHOro MeTaboniTy. Y pasi 04H0O4acHOro
3aCTOCyBaHHS cakcarninTuUHy Ta NoTy)XXHUX iHAYKTopiB CY P3A4 He0OXiAHWI peTeNnbHUIA KOHTPOb FNiKeMIl.

Bnnve KypiHHA, AIETW, MPOAYKTIB POC/IMHHOI CUPOBMHN Ta BXXUBaHHS a/IKOr0/1H0 Ha (hapMaKOKIiHETUKY cakcarninTuHY creliaibHO He BUBYAIN.

Oco6MBOCTI 3aCTOCYBaHHSA.

3arabHi.

Mpenapat OHrNi3a He cnif 3aCTOCOBYBATW NaLieHTaM 3 LLlyKpoBUM giabeToM | Trny abo An1s NikyBaHHA AiabeTMYHOro Ketoaungosy.

OHrni3a He 3aMiHIOE IHCYNIH Y NaLieHTIB, SKi NOTPe6YOTb NiKYyBaHHSA IHCYNIHOM.

JlikapCbKuii 3aci6 MICTUTb MeHLe 1 MMOo/b (23 Mr) 03y HaTpPito, TOGTO NPaKTUYHO BiflbHWIA Bif HATPItO.

oCcTpuii NaHKpeaTuUT.

3acTocyBaHHs iHri6iTopis AI1IM-4 noB’sa3aHe 3 PU3NKOM PO3BUTKY FOCTPOr0 NaHKpeaTuTy.

Y npoueci nicnapeecTpayinHOro CrnocTepeXXeHHs cakcarninTuHy TpanisaMca CroHTaHHI NOBIAOMIEHHSA NMPO HebakaHi peakuii y BUMIAAI FOCTPOro MaHKpeaTuTy.
MauieHTiB cnif iHoOpMyBaTV MPO XapakTepHW CUMNTOM FOCTPOro NaHKpeaTuTy: 6e3nepepBHU CUMbHWUIA Bifb Yy XKUBOTI. Y pasi Mifgo3pu Ha naHKpeaTwuT
3acTocyBaHHs npenapaTy OHrnisa cnig NPUNUHAUTY; AKLWLO rOCTPUIA NaHKpeaTUT NiATBEpIKeHWIA, Npuitom npenapaty OHrnisa He cnif BigHoBtoBaTtK. MNalieHTam 3
aHaMHe30M MaHKpeaTUTY NliKapCbKMiA 3acib BapTO 3aCTOCOBYBATM 3 06EPEXHICTHO.

MopyLUeHHs OYHKLIT HUPOK.

Ans nauienTiB i3 LUK® < 45 mn/xB pekoMeHoBaHa A03a CTaHOBUTb 2,5 Mr oAuH pa3 Ha foby. CakcarnintuH He PeKOMeHAYETbCS 3aCTOCOBYBATM MalieHTam 3
TepMiHa/IbHOK CTafieto HMPKOBOI HegocTaTHOCTI (TCHH), Sikum HeobxigHWiA remogianis. PekoMeHAYeTbCA NPOBOANTI OLIHIOBAHHA (DYHKLIT HUPOK A0 NovaTtKy
NnikyBaHHSA npenapatomM OHrAi3a Ta BiANOBIAHO A0 CTaHAAPTIB NiKyBaHHA Y MofasibLLOMYy C/lif NepiognyHO NPOBOANUTM 06CTEXEHHS HUPOK (AMB. po3ainn «Cnocib
3aCTOCYBaHHA Ta f03U» Ta «PapMaKOKIHETUKaE).

MopyLeHHs hyHKLIT NeYiHKK.

CakcarninTuH cnif 3 06epeXxHICTHO 3aCTOCOBYBATM NalieHTaM 3 MOMIPHMM MOPYLLEHHAM PYHKLIT NEYiHKKM | He PeKOMEHAYETLCSA 3aCTOCOBYBATM MaLiEHTaM 3 TSHXKKUM
MOPYLUEHHAM (DYHKLIT MeYiHKuM (AMB. po3ain «Cnocib 3acTOCyBaHHA Ta f03W»).

3acTocyBaHHs 3 NikapCbKMMK 3aco6amMm 3 BIJOMOIO 34aTHICTIO CIPUYMHATMU FiNOrnikeMito.

AK BiJOMO, CYNb(OHINCEYOBMHA Ta IHCY/IH CNPUYUMHAOTL rinornikemito. ToMy y pasi 3aCTocyBaHHSA B KOMOGiHaLiT 3 npenapaToM OHrni3a MoXKe BUHUKHYTK NoTpeba y
3MEHLLEeHHI 103 CY/Ib(OHINICEHOBMHM 860 IHCYNIHY A5 3HVXKEHHSA PU3KKY TIMOriKeMil.



Peakuii rinepyy TnMBoCTI.

Mpenapat OHrNi3a He cnif 3aCTOCOBYBATM NaLjieHTaM i3 Ceprno3HMMM peakLisMu rinepyyTAnMBOCTI 4O iHriGiTopiB gunentugunnentugasn 4 (4MNM-4) (ame. posgin
«[TpOTUMNOKA3aHHSA»).

Y npoueci nicnapeecTpayinHoro CnocTepeXKeHHs, BK/IOYatOUM CMOHTaHHI MOBIJOMMIEHHA Ta AaHi KAIHIYHMX AOCAiAKEeHb, Ha TNi 3aCTOCYBaHHSA cakcarfinTuHy
crnocTepirannca Taki HebakaHi peakLiil: Cepro3Hi peakLil rinepyyTAMBOCTI, Y TOMY YMCNI aHadiNnakTMyHa peakuis, aHaiNaKTUYHMIA LWOK Ta aHriOHEBPOTUYHUIA
HabpsAK. FKLLO BUHMKAE Mifo3pa Ha Cepilo3HYy peakLito rinepyyT/IMBOCTI 0 cakcarninTuHy, cnif NpUnUHUTA NpuiioM npenapaty OHIi3a, OLiHUTY IHLUI NOTEHLiAHI
MPUYNHM ABMLLA Ta 3aCTOCYBATW afibTEPHATMBHE NiKYBaHHSA LIKPOBOro AiabeTy (4AMB. po3ain «MobiyHi peakuii»).

Po3naam 3 60Ky LWKipw.

Y LOKNIHIYHWUX TOKCUKOMOTIYHMX AOCIIKEHHAX Ha KiHLIBKax y MaBn CMOCTepiraimca BUPa3KoBi Ta HEKPOTUYHI LUKIPHI ypaXkKeHHs. YacToTa yparkeHHS LWKipn y
KNIHIYHUX OOCNiMKEHHAX He 6yna nifgsuiieHoto. OnucaHo nicnspeecTpayiiiHi NoBiJOMIEHHA MPO BMCUMaHHSA Ha T/i 3aCTOCyBaHHS Knacy iHri6itopis ArM-4.
BucrnaHHa 3a3HayeHO TakoX K HebaxaHy peakuito (HP) nig yac tepanii npenapatoM OHrnisa (gue. posgin «MobiyHi peakuii»). ToMy y npoueci pyTUHHOIO
NiKyBaHHs npenapaTom NauieHTiB 3 LyKPOBUM [iabeTOM peKOMEHAYETLCS 34INCHIOBATA MOHITOPUHT YpaXKeHb LUKIPK, WO BUHUKAW, TaKUX SIK NYXMpL, BUpPa3Kn abo
BUCMNaHHS.

Bynb0o3HWiA nemdiroig,

Ha Tni 3acTtocyBaHH$ iHri6iTopis AMM-4, BKNHOYHO 3 cakcarfinTUHOM, Y MicnspeecTpauiiH1iA nepiog NoBiAOMASNO0CA NPO BUNaAKM Gynb0o3HOro nemdiroigy, ki
noTpebyBan rocnitanisauii. B onncaHnx Bunagkax nawuieHTn, SK nNpaBuo, pearyBaii Ha micuese abo CUCTEMHE iMYHOCYNpPeCUBHe NiKyBaHHS Ta MPUNUHEHHS
npuitomy iHri6itopa AMM-4. Akwo y nauieHTa 3’aBNATbCA NyxuMpi abo eposii nig yac Npuitomy cakcarninTuHy i BUHUKHE Nigo3pa Ha Oynbo3HWI nemdirois, Le
NiKapcbKWK 3aci6 cnif BiAMIHMTI Ta HanpaBUTK NalieHTa 40 Aepmartosiora A5 AiarHOCTUKM Ta BiANoBIAHOI0 NiKyBaHHA (AUB. po3ain «Mo6iuHi peakuii»).

MauieHTw 3 NOpYyLUEHHAM PYHKLIT IMYHHOI CUCTEMU.

MauieHTV 3 MOpYLUEHHAM (DYHKLiT IMYHHOT CUCTEMM, HANPUKIag NauieHTy, SKi NepeHec/ v TpaHCnlaHTaLilo opraHis, abo nauieHTH, B AKUX AiarHOCTOBAHO CUHAPOM
iIMyHOAeiUMTy, He 6pany yyacTi Yy AOCNIMKEHHAX Yy paMKax nporpamy KniHivyHoi po3pobku npenapaTy OHrniza. Tomy npodini etheKTMBHOCTI Ta 6Ge3neku
cakcarninTuHy y Takux nawuieHTiB He BCTaHOB/IEHI.

3acTocyBaHHs 3 NOTY>KHUMU iHAYKTopamu CYP3A4.

3acTocyBaHHA Takux iHaykTopiB CYP3A4, K KapbamaseniH, AekcameTa3oH, (heHo6ap6iTan, (eHITOTH Ta pudaMniynH, MOXe 3MEHLLYBATU LYKPO3HMXKXYBa/IbHUIA
edekT npenapaty OHrni3a (4uB. po3gain «B3aemogis 3 iHWNMM NiKapCbKMMY 3aC06aMK Ta iHLLI BUAW B3aEMOLIN»).

CepueBa HejoCTaTHICTb

Jl0CBi[, 3acTOCyBaHHs npenapaTy naujieHTaMm i3 CepLeBoo HegocTaTHICTIO knacy IHI-1V 3a knacudikavieto Hbio-Mopkebkoi acouiauii kapgionoris (NYHA) goci
obmMexeHuin. Y pgocnimpkeHHi SAVOR 6yn10 NOMiYeHO HeBe/MKe MifBWLLEHHS 4acTOTW rocnitanizauii yepe3 cepueBy HefOCTaTHICTb Yy rpyni MauieHTiB, sKi
OTPUMYBa/IX CakcarfninTuH, NOPIBHAHO i3 NMOKa3HWKOM Y rpyni nnaue6o, xo4a NpUYMHHO-HACNILKOBOr0 3B’A3Ky BCTaHOB/IEHO He 6yno. Pe3ynbTaTy [L04ATKOBOMO
aHaslizy He BKa3yBa/iM Ha BIAMIHHOCTI eheKTy 3a/1eXKHO Bif Knacy 3a knacugikauieto NYHA. Cnif 3 06epexxHICTIO 3aCTOCOBYBaTK npenapar nauieHtam i3 BioMUMM
(haKTOopamm pu3nKy rocnitanisauii Yepes cepueBy HeOCTATHICTb, TaKUMM SK HasBHICTb B aHaMHe3i CepLieBOT HeOCTaTHOCTI abo MOMIPHOI0 UM TAXKKOr0 NOPYLUEHHS
(OYHKLIT HUPOK. MaLieHTiB cnif nonepeamnTy NPO XapakTepHi CMMNTOMU CepLEBOT HEAOCTATHOCTI | NOPagMTX IM HeraimHo NOBIAOMAATM NPO TaKi CUMMATOMMU.
ApTparis

MpoTsarom nicnspeecTpayinHoro nepiody Haaxo4unv NoBiAOMIEHHS NPO BUMAAKK 6010 Y cyrnobax, iIHKOMM iIHTEHCUMBHOIO, Ha TNi 3acTocyBaHHs iHri6iTopis AMM-4
(amB. po3pin «lMo6iyHI peakuii»). icns NPUNWHEHHS 3aCTOCYBaHHS BUPAXEHICTb CMMMTOMIB 3MeHLUYyBanacb. Y [esKMX NauieHTiB CnocTepiraBca peuuaus
CUMNTOMIB MiC/A MOHOBMEHHA Tepanii TUM camnM abo HLWKUM iHribiTtopom AMM-4. CUMATOMM MOXYTb BUHMKATU HEBLOB3I MiC/A MoYaTKy Tepanii abo yepes Gi/bLu
TpUBaNINIA NPOMIKOK Yacy. Y pasi CU/IbHOro 607110 Y Cyrnobax AoLiNbHICTb NPOAOBXEHHS Tepanii cnif ouiHoBaTK B iHAMBIAYanbHOMY NOPAAKY.

NakTo3a.




TabneTkn MICTATb NakTo3n MoHorigpar. MauieHtTam 3 TakuMW PigKICHAMU CMAafKOBUMM 3aXBOPHOBAHHAMM, AIK HEMEPEeHOCUMMICTb rasiakTo3n, 3arajibHa nakrasHa
HefoCTaTHICTb abo CMHAPOM ManbabcopOLii I/IIOKO3M Ta rasiakTo3n, He CNif NpuimaTtm Lei nikapcbKuia 3aci6.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyagato.

BariTHicTb.

3acTocyBaHHA cakcarfinTuHy BariTHUM XXiHKaM He BUBYaiW. Pe3ynbTaTv [OCNIMLXKEeHb HA TBapuHaxX MoKasain HasfBHICTb PenpoayKTUBHOI TOKCMYHOCTI Yy pasi
3aCTOCyBaHHS mpenapaty y BWCOKMX Ao3ax. [MOTEeHUiHUIA pusnK ans nioguHu Hesigomuii. Mpenapat OHrNi3a He MOXHa Npu3HavaTh y nepiof BariTHOCTI, 3a
BUHATKOM BMMNaAKiB, KON Y LibOMY € HarasibHa notpeo6a.

[ToflyBaHHA TPy AnH0.

HeBigoMO, 4/ eKCKPeTYeTbCH cakcarfinTuH y rpyaHe MOJIOKO /HOAMHW. [LOCNi[pKEHHS Ha TBapuMHaxX MoKasanu, WO cakcarfinTuH Ta/abo noro metabonit
EKCKPeTYETLCA Y MOJIOKO. PU3NK ANA TPYAHOr0 HEMOB/IATU HE MOXKHA BUKMHOYMTU. PilLeHHS LWOAO NPUNUHEHHS TPYAHOro rogyBaHHA abo Tepanii npenapaTom chij,
npuiMaTK, BPaxoByHUM KOPUCTb MPYLHOIO rofyBaHHS A1 AUTUHN Ta KOPUCTb Tepanii A5 XIHKW.

PepTUILHICTb.

Bnaue cakcarninTuHy Ha (DepTU/IbHICTL NIOAVHM He BMBYa/IM. BnavB Ha (DepTWUbHICTL CMOCTEPIraBcs y camuiB Ta CaMOK LIypiB, fKi OTpUMyBa/iM npenapart y
BMCOKMX [103aX, LLO CNPUYMHANN ABHI 03HAKMN TOKCUYHOCTI.

30aTHICTb BNMBATM Ha LWBMAKICTb pPeakuii Npu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMU MexaHi3MaMu.

MpenapaT OHri3a MOXe YNHUTN HEe3HAYHWUIA BNINB Ha 34aTHICTb KepyBaTu TPaHCMOPTHUMM 3aco0bamm Ta MpawoBaTy 3 iHLIMMU MeXaHi3mamu.

Kepytoun TpaHCnopTHUMKM 3acobamy abo npauloouM 3 HWUMMKW MeXaHi3mamu, Cflif BpaxoByBaTW iMOBIPHICTb 3anamMOpOYeHHs, Mpo fKe MOoBigOMAANN Y
[OCNIIKEHHAX cakcarfinTuHy. Kpim Toro, nauieHTy NOBMHHI 3HATV MPO PU3KK TiNOrnikemii, WO BUHMKAE Y pasi 3acTocyBaHHA npenapaTy OHri3a B KOM6iHaLiT 3
IHWNMW aHTUAIabEeTUYHUMI NiIKAPCbKMMKM 3aCc06amMu, WO, SIK BiAOMO, MOXYTb CIPUUYUHATK rinornikemito (Hanpuknagd, iHCy/iH, CyNb(OHINCEeUY0BMHA).

Cniocib 3acTocyBaHHA Ta [03Mu.

Jlo3yBaHHs.

PekomeHzi0BaHa fo03a npenapaty OHrnisa ctaHoBUTbL 5 Mr oAuH pa3 Ha Jo6y. Akwo OHri3y 3aCTOCOBYBATU Y KOMOIHALIT 3 iHCY/IIHOM ab0 Cy/b(OHINCEHOBMHOLO,
MOXe OyTV NOTPiGHa MeHLLA 03a iHCY/iHY ab0 CY/b(OHINCEHOBUHM, OO 3HM3UTN PU3KK TiNornikemit (ane. po3gin «OcobAnBOCTI 3aCTOCYBaHHS).

Be3neka Ta e()eKTUBHICTb cakcarninTuHy y BUrNa4i NOTPINHOT NepopasbHOT Tepanii B KOM6iHaLii 3 MeT(hopMiHOM Ta Tia3onigNHAIOHOM He BCTaHOB/IEHI.

OcobnuBi KaTeropii nayieHTiB.

MauieHTn NiTHLOrO BiKY (= 65 pokiB).

KopekKuis f03yBaHHA TifIbKX Ha MiACTaBI BIKY He PEKOMEHAYETLCA (AMB. TaKOX PO34inn «PapMakonHamika» Ta «PapMakoKiHETUKA).

MMopyLUeHHs OYHKLIT HUPOK.

Kopekuis 0o3yBaHHSA ANa NauieHTiB 3 NOpyLIeHHAM QYHKLIT HAPOK Nerkoro CTyneHs abo AN nauieHTiB i3 MOMIPHUM MOPYLUEHHAM (YHKLIT HUPpOK, LUK® y akux
CTaHOBUTb = 45 M/1/XB, He PEKOMEHJYETHLCS.

[na nayieHTiB 3 NOMIPHUM MOPYLUEHHAM QYHKLUIT HUPOK, LUK® y AK1X CTaHOBUTb < 45 MA/XB, Ta ANA NaUiEHTIB 3 TAXXKUM MOPYLUEHHAM (DYHKLIT HAPOK [03Y
npenapaty OHrni3a cnif 3MeHW1T Ao 2,5 Mr oAuH pa3 Ha o6y .

OHrni3a He pekoMeHAOBaHa MaljieHTaM 3 TepMiHa/IbHOK CTajietd HUPKOBOT HegocTaTHOCTI (TCHH), skum HeobXxigHWiA remogiania (aue. po3gin «Oco6nmBOCTi
3aCTOCYBaHHA»).

Ockinbkn o3y npenapaty OHrnisa cnif obmexkysatv 2,5 Mr Ha OCHOBI (DYHKUIT HUPOK, PEKOMEHAYETHCA MPOBOAUTU OLiHIOBaHHA (DYHKLIT HUPOK 4O MO4aTKy



NiKyBaHHA npenapatom OHrni3a Ta BIAMOBIAHO [0 CTaHAAPTIB JIiKyBaHHA OOCTEXEHHS HUPOK C/if MepiogvyHO MPOBOAUTM B NOAaIbLIOMY (AMB. PO3Linu
«Oc06MBOCTI 3aCTOCYBaHHA» Ta «PapMaKOKIHETUNKA).

MMopyLUeHHS OYHKUIT MeYiHKN.

Kopekuis fo3yBaHHA 41 NayieHTIB 3 NOPYLIEeHHAM PYHKLIT MeYiHKN N1erkoro abo noMipHOro CTyneHs He NoTpibHa (AvB. po3ain «PapmakokKiHeTUKa»). CakcarninTuH
Cnif 3 06epeXXHICTIO 3aCTOCOBYBATW NaLieHTamM 3 NOMIPHUM MOPYLUEHHAM (PYHKLIT NEYiHKW | He PEKOMEHAYETLCA 3aCTOCOBYBATU NaLieHTaM 3 TSHKKAM MOPYLLEHHSM
(OYHKLIT NeYviHkm (amB. po3gin «OcobnnBOCTI 3aCTOCYBaHHS»).

Cnoci6 3acTOoCyBaHHs.

MpenapaT OHI/li3a NPUAMaOTh He3a/IeXKHO Bif, BXXMBAHHA DKi Yy 6yab-SKWi1 Yac AHA. TabneTkn He MOXHa AinnTK abo po3pisaTv. AKWO Npuiiom L031 NPonyLeHo,
npenapar cnig NPUHATY o4pasy, K TiNbKK NawieHT Npo ue 3ragae. He cnig npuiimaTti noggiiHy f03Y Y TO caMuid fieHb.

aiTn.

besneka Ta e)eKTUBHICTb 3aCTOCYBaHHA AIiTAM He BCTaHOB/eHI, TOMy OHI1i3y He cnif 3acTocoByBaTU AIiTAM. JaHi BIACYTHI.

Nepeno3yBaHHA.

Mpenapat OHr/i3a He BUABAE KIHIYHO 3HAYYLLOro BNMBY Ha iHTepBan QTcabo 4acToTy CepueBmnX CKOPOYeHb MPU 3aCTOCyBaHHI NepopanibHO B Ao3ax fo 400 mr
Ha 06y npoTarom 2 TMxHiB (y 80 pasiB BULLE Bif PEKOMEHA0BaHOT 03K1). Y pa3i nepefo3yBaHHs CNif NpU3Ha4MTK BIAMNOBIAHE NIATPUMYKOYE NiKYBaHHSA 3rifHO 3
KNiHIYHMM CTaHOM nauieHTa. CakcarninTuH Ta Koro OCHOBHUIA METab0MIT MOXHa BUBOAUTY LLNSAXOM remogianisy (23 % o3v npoTaroM 4 roguH).

Mo6iyHi peakuil.

Pestome npodinto 6esnexu

Y nnaue60-KOHTPOMbOBaHMX AOCAIMKEHHSX HalyacTille 3apeecTpoBaHMMM MOGIYHMMM peakuisiMu, WO cnocTepiranmca y = 5 % nauieHTiB, fKi OTpUMyBaun
npenapatT OHrniza y fo3i 5 mr, Ta i3 GifIbLLOK 4YacTOTOH, HIXX Y TPYnNi 3acTOCyBaHHA Mnaue6o, 6ynu iHGeKUiT BepXHIX AnXanbHUX wnaxiB (7,7 %), iHheKuii
CevyoBMBIAHMX LWAXiB (6,8 %) i ronoBHUiA 6inb (6,5 %).

3aranom 4148 nauieHTiB i3 LykpoBuM giabetom Il Tuny, i3 akux 3021 oTpumysaB OHrnisy, 6ynn paHAOMI30BaHi y WiCTb MNOABINHMX CNINMX, KOHTPONbOBAHMX
KNiHIYHUX JoCnimpKeHb 6e3nekn Ta e)eKTUBHOCTI, MPOBEAEHMX i3 METO OLIHKM BMAMBY cakcar/inTUHY Ha KOHTPO/b FIiKeMIT. Y paHA0Mi30BaHUX, KOHTPO/IbOBaHMX,
MOABINHUX CNINWUX KNIHIYHUX [OCNIMKEHHSAX (BK/OYaKouM nepiod po3pobku i JOCBi4 NiCspeecTpaLiiHoro 3actocyBaHHs) noHag 17000 nauieHTiB i3 LyKpPOBUM
piabetom Il TMNy oTpumyBanu nikyBaHHs npenapatom OHrfi3a.

3a pesynbTatamu 06’egHaHOro aHanisy faHnx 1681 nauieHTa i3 giabetom Il TNy, i3 AkmMx 882 npuiimann OHrNi3y y fo3i 5 Mr, paH4OMi30BaHOMo A1 y4yacTi y M’aTu
NOABIMHNX CNINMX, NNaLe60-KOHTPONbOBAHMX KNIHIYHMX AOCMIMKEHHSX 6e3MneKkn Ta epeKTUBHOCTI, NPOBEAEHMX A/ OLiHKWN BMMBY CaKcarfinTUHY Ha KOHTPO/b
rnikemii, 3arasibHa YacTtoTa HebaXkaHNX SBULL, Ha ()OHI 3aCTOCYBaHHA cakcarfinTuUHy y Ao3i 5 Mr 6yna nogibHo A0 4acToTw y rpyni nnaue6o. MNpunuHeHHs Tepanii
yepes HebaKaHi ABMLLA Y TPYNi 3aCTOCYBaHHA CaKCarninTuHy y Ao3i 5 Mr Tpanasnocsa yacTiwe, HXX y rpyni nnaue6o (3,3 % i 1,8 % BianoBigHO).

TabnnyHuin Nnepenik Heba>kaHux peakLiii

Mo6iyHi peakuii, 3apeecTpoBaHi Yy = 5% nauieHTiB, SKi NpuilmMann cakcarninTuH y Ao3i 5 Mr, Ta Bifg3HauyeHi vacTiwe, HX y rpyni nnaue6o, abo peakuii,
3apeecTpoBaHi y = 2% nauieHTiB, AKi NpuiAiMann cakcarninTuHy fo3i 5 Mr, Ta Ha = 1% i3 6iNbLIOK YaCcTOTO, HiXK Y rpyni nnaue6o, 3a pesynbTatamv 06’egHaHOro
aHasnizy gaHux n’aTu focnifKeHb KOHTPOMO rAiKeMmil Ta 40AaTKOBOr0 aKTUBHO KOHTPO/bOBAHOIO A0C/IIPKEHHA NOYaTKOBOT KOMBIHOBaHOT Tepanii i3 MeT(opmiHOM,
HaBefeHi y Tabnuui 4.

Mo6iyHI peakuii NogaHo 3a Kiacamm CUCTEM OpraHiB Ta abCoKOTHOK YacTOTOR). 3a YaCTOTOK peakwii Po3nofiseHi TakKMM YMHOM: Ay>ke YacTo (= 1/10), yacTo (Big =
1/100 go < 1/10), HeuacTto (Big = 1/1000 go 1/100), pigko (Big = 1/10000 go 1/1000), gyxe pigko (< 1/10000), HeBiZOMO (4acTOTY HEMOX/MBO BM3HAUYUTM 3a
HafgBHUMU JaHUMK).




Tabnuud 4. Yactota No6iYHNX peakLiil 3a Knacamm CUCTEM OpraHiB 3a AaHUMK KNiHIYHUX AOCMIAKEHb | 4OCBiLY MicnapeecTpauiiHOro 3acTocyBaHHS

Knac cuctem opraHiB | YactoTa No6GiYHMX peakLiii 3a71eXHO Bif CXeMM NiKyBaHHSA
Mo6iyHi peakuii

Cakca-rnintuH | Cakca-rnintuH | CakcarninTuH i CakcarnintuH i | Cakca-rninTuH 5K
AK i MeTthopmiHl | CynboHINCEHO-BUHA| Tia3oNiNH-AI0H | AONOBHEHHS [0
MOHOTepanis (rnibeHknamin) KOMOIHaLLT

MeT(OPMIHY i3
CY/Ib(DOHI/1-CEYOBMHOK

IHpekyiT Ta iHBasIT

IHbeKUIT BEPXHIX YacTo YacTo YacTo YacTo
ANXaNbHUX LWNAXIB

IHeKuUiT ceyoBmBIgHMX | YacTo YacTo YacTo YacTo
LUNAXIB

["acTpoeHTEpPUT YacTo YacTo YacTo YacTo
CuHycut YacTo YacTo YacTo YacTo
HasogapuHrit YacTo2

Po3nazu 3 60Ky iIMyHHOT cucTeMu

Peakuii HeuacTo HeuacTo HeuacTo HeuacTo
rinepuytnusocTitt

AHainakTnyHi Pigko Pigko Pigko Pigko
peakuii, B TOMY Ymchi
aHaiNakTMYHKiA Wwok T+

Posnaan meTabonismy i XxapuyBaHHS

Finornikemis Ayxe yacTo3
Oucninigemis HeuacTo
[inepTpurniuepu-gemis HeuacTo

Posnaay 3 60Ky HepBOBOT CUCTEMMU

3anamMopoyeHHs YacTo YacTo

C0n10BHWI 6ifb YacTo YacTo YacTo YacTo




Po3naam 3 60Ky LUNYHKOBO-KULLKOBOTO TPakTy

A60MiHanbHWiA 6inbt | YacTo YacTto YacTto YacTto

Diapes4 YacTo YacTo YacTo YacTo

Ancnencis Yacto

MeTeopusm YacTto
[racTput YacTo

Hygoral YacTo Yacto YacTo YacTo

bntoBaHHA YacTo YacTto YacTto YacTto

MaHkpeatutt HeyvacTo HeyvacTo HevacTo HeuacTo

3anop' Hesigomo Hesigomo Hesigomo Hesigomo Hesigomo
Po3naau 3 60Ky LWKipK i NIAWKIPHOT KNI TKOBUHM

Bucunt YacTto YacTo YacTo

Oepmatntt HeuvacTo HeuacTo HeuacTo HeuacTo

CBep6ixT HeuacTto HeyacTo HeyacTo HeyacTo

Kponus’aHkal HeuvacTo HeuacTo HeuacTo HeuacTo
AHTIOHEBPOTUYHMI Pigko Pigko Pigko Pigko

Haopak Tt

BynbosHuii nemdiroig | Hesigomo Hesigomo Hesigomo Hesigomo Hesigomo
Po3naay 3 60Ky CKeneTHOT MycKynaTypu i CNoMy4yHOT TKaHUHK

ApTpanris* HeyvacTto

Mianris® YacTo

Posnaay 3 60Ky penpoayKTVUBHOT CUCTEMU | MONIOYHUX 3a/103

EpekTunbHa HeuacTo

ANCHYHKL IS

3arasibHi po3nagn Ta cTaH Micls BBeJeHHS

BTomntoBaHiCTb YacTo HeyvacTo YacTo
MepugepnyHnii Habpsik Yacto




1 B ToMy umcni cakcarninTuH SK JONOBHEHHS [0 MET(HOPMIHY i y CKNaji NoYaTKOBOI KOMGIHOBaHOI Tepanil i3 MeThopMiHOM.

2 JIviie Npy NoYaTKOBIA KOMGIHOBaHI Tepanil.

3 CTaTMCTUYHO 3HaYYLLOT Pi3HNLLi i3 rpynoto nnaue6o He crocTepiranocs. Bunaaky niaTBepayKeHoi rinornikemii 6ynu HeyacTUMK Yy TPYMi 3aCTOCyBaHHS OHINi3N Y
no3i 5 mr (0,8 %) i nnaue6o (0,7 %).

4 YacToTa piapei ctaHoBuna 4,1 % (36/882) y rpyni 3aCTOCyBaHHS cakcarninTuHy 5 mr i 6,1 % (49/799) y rpyni nnate6o.

5 Ha hoHi NoyaTKOBOT KOMBGiIHOBaHOT Tepanii i3 MeT(hOPMiHOM Mia/ris 3apeecTpoBaHa HeuacTo.

T Mo6iuHi peakuii 6y/1 BUABMEHI Y NEPiof NiCNAPEECTPaLiiHOro CroCTEPEXKEHHS.

 [InB. po3ginu «poTunoKasaHHa» i «OCO6/IMBOCTI 3aCTOCYBaHHS».

*FBuLLE TaKOX 3apeecTpoBaHe Y nepiog NicnapeecTpaLinHOro cnocTepeXeHHs (aue. po3ain «Oco6MBOCTI 3aCTOCYBaHHS).

PesynbTaTn gocnimpkeHHs SAVOR

Y pocnigpkeHHss SAVOR 6ynun BkoYeHi 8240 nauieHTiB, aKi npuinmann npenapat OHrnisa 'y go3i 5 mr a6o 2,5 mr oguH pa3s Ha go6y, i 8173 nauieHTu, fKi
oTpMyBasin nnauebo. 3arasibHa YactoTa HebaxxaHux ABULL, Y rpyni 3acTocyBaHHA OHINI3W Y LUbOMY AOCNILKeHHI 6yna nofibHO A0 YacToTu y rpyni nnayebo (72,5
% i 72,2 % BignoBigHo).

UacTota BMNaKIiB NIATBEPLKEHOr0 MaHKpeaTuTy y nonynauii nauieHTiB, SKMM Oyno Mpu3HayveHo NiKyBaHHA (intent-to-treat), ctaHoBuna 0,3% sk y rpyni
3acTocyBaHHA npenapaTy OHr/i3a, Tak i y rpyni 3acTocyBaHHs nnaue6o.

YacToTa peakuiin rinepuytnmMeocTi ctaHoBuna 1,1 % y rpyni 3actocyBaHHs npenapaty OHrnisa iy rpyni 3acTocyBaHHs nnawebo.

3aranibHa yacToTa MnoBifoM/eHb NPO BUMaAKW TiNoriikemit (3a faHUMK LWOAEHHWKIB NauieHTiB) ctaHoBuna 17,1 % y rpyni 3actocysaHHsa npenapaty OHrnisa i 14,8
% y rpyni nnaye6o. YacTka nauieHTiB, y AK1X Ha (HOHI NiKyBaHHS Oy/v 3apeecTpoBaHi BUMaAKM CEPnO3HOI rinornikemii (SKy BU3Ha4Yann SK SBULLE, WO BAMarano
[0MOMOrY IHWOT NKAMHKW), Y TPYNi cakcarninTuHy 6yna 6inbLuoko, HiX y rpyni nnaue6o (2,1 % i 1,6 % BignosigHo). MNiaBULLEHNIA PU3KMK FINOrNIKEMIT B LiloMy Ta
CeprOo3HOI rinornikemii, Bif3HayeHWA y rpyni 3acTOCYBaHHA cakcarfinTuHy, CrocTepirascs nepeBaKHO Y MaUieHTIB, AKi Ha BUXigHOMY eTari 3acTOCOBYBa/n
npenapaTy CynbMOHINCEYOBUHN, ane He B TUX, XTO Ha BUXIAHOMY eTani OTpMMyBaB MOHOTepanito iHCYNiHOM abo MeT(opMiHOM. MiABULLEHNIA PUSKK TINOTNiKeMIT
3ara/iom i CepiosHOI rinornikeMii 3arpoXyBas NepeBaXkKHO natlieHTam i3 BUxigHuUm pisHeM A1C <7 %.

3HWKeHa KinbKicTb nimgouunTis 6yna 3apeectposaHa y 0,5 % nauieHTiB rpynu 3actocyBaHHA OHrni3m i 0,4% nauieHTiB rpynu 3aCcToCyBaHHS nnate6o.
"ocniTanisayis Yepe3 cepLeBy HeOCTaTHICTb Y rpyni cakcarninTuHy Tpannsnacs yvacTiwe (3,5%), HiX y rpyni nnaue6o (2,8%), i3 HOMiHaIbHOK CTaTUCTUYHOMO
3HAYYLLICTIO Ha KOPUCTb nnae6bo [cnissigHoweHHA pusnkis (CP) = 1,27; 95 % Al 1,07, 1,51); P = 0,007]. AuB. Takox po3ain «PapmMakofuHaMiKa.

Onunc oKpeMux nNobiYHNX peakLii

rinornikemis

YacToTy rinornikemii nigpaxosysasnv 3a BCiMa MoBifOMIEHHAMY NPO FiNorfikeMito; CynyTHbOro BUMIpHOBaHHS PiBHSA I/THOKO3M He BMMaranocs.

Mpy 3acToCyBaHHI MpenapaTty K AOMNOBHEHHS A0 KOMOGiHaLii MeT(OpMiHY i3 Cy/b(OHINICEHYOBMHOK 3arasibHa 4acToTa 3apeecTpoBaHUX BUMaAKIB TiMornikemii
craHosuna 10,1 %y rpyni npenapaty OHrnizay fosi 5wmr i 6,3 %y rpyni nnaue6o.

Mpw 3acTocyBaHHI NpenapaTy K AOMOBHEHHS A0 iHCYNiHY (i3 MeT(hopMiHOM abo 6e3) 3arasibHa YacToTa 3apeecTPOBaHNX BUNAAKIB rinornikemii ctaHoBuna 18,4% y
rpyni 3actocysaHHs OHrnisny fosi 5wmri 19,9 %y rpyni nnaue6o.

Pe3ynbTaTun 1abopaTopHUX JOCNIIXKEHD

Y KNiHIYHUX OOCAIMKEHHAX YacTOTa TaKUX HebaaHMX peakLiid, K 3MiHK 1abopaTOPHNX NOKa3HMKIB, 6yna NoAibHO Y NauieHTIB, AKi OTPUMYBaK cakcarninTuH y
[03i 5 Mr, i y Tux, XT0 oTpMyBaB nnauebo. CrocTepiranocs HeBesvKe 3MeHLIEeHHS abCOMOTHOI KiIbKOCTI MiMGouuTiB. 3rigHO i3 pesynibTataMu aHanisy CyKymnHUX
faHMX nnauebo-KOHTPOIbOBaHMX AOCMiIKEHb, CEePefHE 3HWXKEHHSI abCONHOTHOI KiNbKOCTI NMiMGOUMTIB CTaHOBMNO Npu6/mM3HO 100 KNITMH/MKN MOPIBHAHO i3
noKasHMKaMn rpynu nnauebo npu BUXIAHIA abCOMOTHIA KinbKoCTi AiMgouunTie npmnbansHo 2200 KniTuH/MKA. CepefHs abCoOMOTHA KiNbKiCTb NiMOLMTIB




nwanaca crtabifibHOK MPU LWOAEHHOMY 3aCTOCYBaHHI npenapary npotarom nepiody Ao 102 TWXKHIB. 3HWXEHHS KifbKOCTI NiIMOLMTIB He CymnpOBOAXKYBasoCs
KNiHIYHO 3HaYYyLLMMN HebaxXaHUMK peakuismn. KniHivyHa 3HavyLwicTb TaKoro 3HUXeHHS KiflbKOCTI NiMGoLMTIB NOPIBHAHO i3 MOKa3HMKaMu rpynu nnawlebo HesBigoma.
[NoBiAOMNEHHSA MPO Nif03ptoBaHi NOBGIYHI peakLii

BanMBo MNOBIAOMAATM MPO Mifo3ptoBaHi MOGIYHI peakuii y nicnsapeecTpauiiHuiA nepiog 3acToCyBaHHSI NiKapcbKoro 3acoby. Lle aae 3mory 3AilicHIOBaTy
6e3nepepBHUIN MOHITOPMHT CMiBBIAHOLLEHHS KOPUCTL/PU3MK NIKAPCbKOro 3acoby. CriewianicT y ranysi 0XOpOHW 3[40p0B’s 3060B’A3aHi NOBIAOMAATA NPO 6y ab-AKi
BMNaSKWN Nif03PHOBaHNX MNOGIYHMX peakLili Yepes HaLioHalbHy CUCTEMY 3BITHOCTI.

TepMiH NpUAaTHOCTI.
3 POKMW.

YMoBM 36epiraHHs.
36epirati npu Temnepatypi He BuLe 30 °C. 36epiratv y HeJOCTYMHOMY AJ15 AiTein MicLi.

YnakoBKa.
Mo 10 Tabnetok y 6nictepi. Mo 3 6nicTepn y KapTOHHI KOPOBLI.
Karteropis Bignycky. 3a peLenTom.

BupobHuK.
AcTtpa3eHeka FOK JlimiTes.

Micue3HaxomKeHHs BUPOOHMKa Ta A0ro agpeca MicLa NPoBapKeHHS AisiNIbHOCTI.
Cink Poag BisHec Mapk, Makkncing, SK10 2NA, Benvka bputaHis.



