Ckian

0il04a peyoBuHa: CaKCarJlinTHuH;

1 TabreTka, BKpUTa IJIiBKOBOIO 00OJIOHKOIO, MiCTUTh CaKCaTJINITUHY TiAPOXJIOPUL Y
IepepaxyBaHHI Ha cakcarjinTul 2,5 Mr abo 5 Mr;

OONOMIJCHI peuoB8uUHU: TaKTO3a, MOHOTIApAT; 1eJIi0jIo3a MiKpOKpUCTalidHa, HaTpiio
KpOCKapMeo3a, MarHiio creapaT Ta 6OapBHuUKU s 2,5 mr: Onaapai 11 6inui,
Onapnpatt II :xoBTuit, Onakon cuHil; 6apBHUKY miasa 5 mr: Omnagpau II 6inuit, Onagpai
IT poxeBu, Omakon CUHIN.

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:

TabJIeTKHu 110 2,5 MT: IBOOITYKJIi KPyTJii TablIeTKu, BKPUTI IJIIBKOBOIO 000JIOHKOIO, BifI
6J1im0-2K0BTOT'O IO CBITJIO-2KOBTOT'0 KOJIbOPY, 3 HAMUCcoM 2.5 3 0OHOT0O O0KY Ta HalluCOM
4214 3 inmoro, 3po6eHi CUHIM YOPHUJIOM.

@apMaKOTepaneBanHa rpyiia

[TepopanbHi rinormikemilyoodi npenapaTtu. [HTiGiTOp OUNIENITUANAINENTHAA3U
(iuri6iTop IIIII-4). CakcarmintuH. Kom ATX A10B HO3.

dapMaKoguHaMiKa

MexaHiszm 0ii ma ¢papmakoOuHamiuHi edpekmu

CaxkcarninTtuH - Bucokomnotyxkuui (Ki: 1,3 HM) celeKTUBHUMN 000POTHUM
KOHKypeHTHuM iHuriditop [IIII1-4. ¥V nanienTiB 3 iykpoBuM giabetoMm II Tumy
3aCTOCYBaHHS CaKCarIiNTUHY OIPU3BOOUTE A0 iHriOyBaHHS (PepMEHTHOl aKTUBHOCTI
IOIITI-4 npoTsarom 24-roguHHOrO nepiony. Ilicias nepopasibHOTO HaBaHTaXXE€HHSA
TJII0K03010 Take iHrioyBauus [II111-4 mpu3BOOMIO [0 3POCTaHHSA y 2-3 pa3u PiBHIB
IIMPKYII0IYUX aKTUBHUX TOPMOHIB-iIHKPETHUHIB, Y TOMY YHCJIi TTTI0OKaroHOImogioHoro
nentuny-1 (I'TIII-1) Ta raoK0303anexkHOoro iHcyniHoTponHoro noainentuny (I'II1), go
3HMKEHHS KOHIIeHTpAallil TJII0KaroHy Ta 3pOCTaHHS I'/II0K0303a/ie>KHO01 peaKTUBHOCTI
0eTa-KJIiTHH, 110 CIIPUYUHSIIO MigBUINEHHS KOHIIeHTPallil iHCymiHy Ta C-mentuny.
[TocuneHe BUBINbHEHHS iHCYJiHY 6eTa-KJIiITUHaMU Ta 3HUXKEHHSI CUHTE3Y T'TIOKaroHy
anb@da-KITiTUHaMU ITiAILUIYHKOBOI 3aJI03U aCOLI0BAIOCA 3 HUKYUMU KOHIIEeHTpalliaMu
IJIIOKO3HY HaTIlle Ta 3MEHIIEeHHAM KOJIMBaHb PiBHIB I'JIIOKO3HU IIiCJIs IIEPOPajIbHOT O



HaBaHTaXKeHHS TII0K03010 YX MpuiioMy 1XkKi. CakCcarjainTUH HOJIiNilye KOHTPOJIb
rIiKeMil, 3SMEHIIyI0YM KOHIIEHTPaIlil0 TIIOKO3M HaTIIe Ta TJIIKeMilo IMic/Is MPpUHUoMy 1XKi
y mali€eHTiB 3 HyKpoBuM aiabetom II tumy.

KaiHiuHa epekmusHicms ma 6e3neka

Y pangoMizoBaHMX KOHTPOIbOBAHUX IMOOBIMHUX CIINUX KITIHIYHUX OOCTiOXKEHHIX
(BKJIFOYHO i3 mepiomoM po3poOKHU Ta [MOCBigOM ITiCIsIpeECTPaIlifHOT0 3aCTOCYBaHHSI)
noHap 17 TUC. Mali€eHTIB i3 ykpoBuM niabetoM II Tumy oTpuMyBasu TiKyBaHHS
CaKCarjinTUHOM.

Konmpoab e2aikemii

Y 6 mogBiMiHUX CIIINIMX KOHTPOJIbLOBAHUX KITIHIYHUX OOCIiIXKeHHsIX 0e3eKu Ta
e(peKTUBHOCTI, III0 TPOBOJUINCH 3 METOIO OI[iHIOBAaHHS BIJIMBY CaKCarJIIITUHY Ha
KOHTPOJIb TJIikeMii, Bcboro 0y1o paHmoMizoBaHo 4148 mallieHTiB 3 IIYKPOBUM
miabetom II Tunmy, y Tomy uwucini 3021 maifieHT, SKHUM OTPUMYBaB JIiIKyBaHHS
cakcarminTuHoM. JIiKkyBaHHSI caKCaTrJIilITUHOM 5 MT OOUWH pa3 Ha moOy 3abe3rnedyBasio
KJIiHIYHO Ta CTaTUCTUYHO 3HAYYIIE ITOKpallleHH MOKa3HUKiB reMorinobiny Alc
(HbA1c), rimoko3u 1j1a3Mu KPOBi HATIIE Ta MicIs BXKUBAHHS 1Ki ITOPiBHSHO 3 Ij1a1ie6o
Ha TJIi MOHOTeparrii, y kom0OiHallii 3 meTdopminoM (rmouaTkoBa abo momaTKoOBa
Tepamnis), y KoMmOiHailii 3 cynb¢pOoHiICeYOBUHOIO Ta ¥ KoMOiHaIlil 3 Tia3omiguHaioHOM
(muB. Tabmuiro 1). OueBUOHUX 3MiH MacCH Tijla, aCOI[ilOBAaHUX 3 CAKCATJIIIITUHOM,
TaKOXK He crocTepirajock. 3HUKeHHd piBHIB HbAlc Big3Hauanocs B ycix miarpymnax,
BKJIIOYAIOYH IIIATPYNIU 3a CTATTIO, BIKOM, PaCOBOIO HAJIEXKHICTIO Ta IHOEKCOM MacCH Tija
(IMT) Ha moYyaTKOBOMY pPiBHi; Bului piBeHb HbAlc acoilitoBaBcs 3 OilIbIIIOIO
CKOPUTOBAHOIO CEPENHBOI0 3MiHOIO IIOPiBHSHO 3 ITOYAaTKOBUM PiBHEM NPHU
3aCTOCYBaHHI CaKCarjinTUHY.

CakcazainmuH AK MOHOmMepanis

IIBa mopBiiHi ciini maame60-KOHTPOIbOBaHI HOCTIAXKEeHHS TPUBAICTIO 24 TUXHI OynIu
ITpOBeAeHi 3 MeTOIO OIliHIOBaHHS e(PeKTUBHOCTI Ta 0e3MneKH CaKCaraillTuHY SIK
MOHOTepaTIIil y MalieHTiB 3 IyKpoBuUM AiabetoMm II Tumy. B 060X goCITigKeHHIX IPUHOM
cakcarminTuny 1 pa3 Ha o0y 3abe3nedyBaB CTaTUCTUYHO 3HAYYIIE ITOKPAIeHHS
noka3Huka HbAlc (guB. TaGnuiro 1). [TaHi IUX OOCIiAXKeHb MiATBEPOKYIOTHCS
pe3yibTaTaMHU OBOX HAaCTYIHUX 24-TUKHEBUX PeTrioHalnbHUX (A3is) OOCITiOKeHb
MOHOTepaIrii, B IKUX CaKCarJilTHuH 5 MTI" IIOPiBHIOBAIM 3 I1j1aliedo.

CakcaaainmuH 51Kk 0Ono8HeHHs1 00 mepanii memgopmiHoOM

[Tmaie60-KOHTPOIbOBaHE OOCHIAXKEHHSA CaKCaTJIIITUHY K OJOTIOBHEHHS [0
MeTPOPMiHY TPUBAJICTIO 24 THUXKHI IIPOBOOUIN 3 METOIO OILIIHIOBAHHS €e(PEeKTHUBHOCTI Ta
0e3reKku cakcariinTuHy B KoMOiHallil 3 MeTopMiHOM y IMalliEHTiB 3 HEOOCTATHIM



KoHTposeM riaikemii (HbAlc 7-10 %) Ha Tii miKyBaHHS TilIbKM MeT(HOPMIiHOM.
CaxkcarnintuH (n=186) 3abe3neyyBaB CTaTUCTUYHO 3HAUYIIe ITOKPaIIeHHs
nmoka3HuKiB Hb1Ac, rioko3u HaTIIe Ta Micias BXXUWBAHHS 1Ki IMOPiBHSHO 3 I1j1a1ie6o
(n=175). IMokpalieHHs MoKa3HUKIB HbAlc, rimoko3u micsis BXXKUBaHHS 1Ki Ta HaTIIeE
ImicJisg NiKyBaHHS CaKCarjiinTHHOM 5 MT Ta MeTdopMiHOM 30epiranock npotsarom 102
THUKHIB mociigxkeHHsa. 3miHa HbAlc y mailieHTiB, SIKi mpuiiManm caKCarJliinTUH 5 MT y
KoMOiHairii 3 MeTdopminoM (n=31), TOPiBHAHO 3 TUMHU, XTO OTPUMYBAaB I1anebo Ta
MeTdopmiH (n=15), ctraHoBuna -0,8 % Ha 102-My THXKHI.

CaxkcaeainmuH K OONOBHEHHA 00 Mem@OpPMiHY NOPIBHAHO 3 CY/Ab(pOHINICeUOBUHOK AK
OONOBHEHHAM 00 Mem@oOpMiHY

IocmigKeHHs TPUBAJIICTIO 52 THUXKHI IIPOBOAUIIM 3 METOIO OILIiIHIOBAHHS €(PEeKTUBHOCTI
Ta 6e3MeKM caKCarjinTUHy 5 Mr y KoMbiHailil 3 MeTdhopMiHoM (428 mallieHTiB)
MMOPiBHSHO 3 CYIb(POHINICEYOBHUHOIO (IIini3ua 5 MI' 3 MOCTYIIOBUM 30i/IbIIIEHHSIM TO3U
mo 20 mr 3a motpedbu, cepemHsi mOo3a cTaHoBHIa 15 Mr) y kombGiHalii 3
meTdopMmiHoM (430 marieHTiB) 3 ydacTio 858 malieHTiB 3 HeJOCTaTHIM KOHTPOJIEM
rnikemii (HbAlc 6,5 %-10 %) Ha Tni nikyBaHHS TinbKu MeThopMmiHoM. CepemHs Oo3a
MeTopMiHy B KOXKHIiM 3 TPyl JiKyBaHHS cTaHOBMIA pubnu3no 1900 mr. Yepes 52
TUXKHI y TpyIax cakCarjilTUHY Ta TJiMi3uay crnocTepiranocs 61u3bKe 3a 3HAaYEHHSIM
3HUKEHHS IIOPIBHSHO 3 IOYaTKOBUM 3Ha4YeHHSAM NOKa3HuKa HbAlc 3a pe3dynbraTamu
MIPOBEAEHOr0 3rigHo 3 IpoToKoiIoM aHamnidy (-0,7 % npotu -0,8 % BigmoBigHO, cepemHE
nmoyatkoBe 3HaueHHS HbAlc 7,5 % B 000x rpymnax). AHaJi3 y mOomysilil Malli€eHTiB,
SIKUM IIpU3Havasiocs OOCIiAXKyBaHe JIiKyBaHHs, aB TakKi K pe3ylbTaTh. 3HUXKEHHS
rII0K03u mna3mu Hartie (I'TTH) Oyino memio MeHIINM y TPYIi caKcarainTUHy, i
criocTepirasnocs Oinbllle BUIIAAKiB MpUIuHEeHHS Teparrii (3,5 % npotu 1,2 %) yepe3
BiICYTHICTb e(peKTUBHOCTI Ha OCHOBI KputepiiB ['TIH npoTsarom nepmux 24 TUXKHIB
OOCIiaKeHHA. TaKOoXK IIPU 3aCTOCYBaHHI CaKCarJIiITUHY BUSABJIEHO CTaTUCTUYHO
3Hauyllle MEeHIIy YaCTKYy HallieHTiB 3 rinoriaikeMiero: 3 % (19 saBuig y 13 maliieHTiB)
npotu 36,3 % (750 aBumr y 156 mauieHTiB) y rpyIli IIinisugy.

Y nailieHTiB, fKi OTpUMYyBa/Iu JIIKYyBaHHS CaKCarJIlITUHOM, Bif3Ha4ayioCcsa 3Ha4YHe
3HUKEHHS Bifl T0YaTKOBOT'O PiBHS MacCH Tijla OPiBHAHO 3i 30i/IbIIeHHSAM MacH Tifna y
Nali€eHTiB, 9Ki npuriManu riaini3upg (-1,1 xr npotu +1,1 Kr).

CaxkcaeainmuH 1K OONOBHEHHA 00 Mem@OPMIiHY NOPIBHAHO 3 CUMAAINMUHOM AK
OONOBHEHHAM 00 Mem@OpPMIiHY

HocmigkeHHs TpuBasicTio 18 THXKHIB IPOBOAUIN 3 METOIO OLIiHIOBaHHS €()eKTUBHOCTI
Ta 6e3MeKu caKcarjIinTUHY B 1031 5 Mr B KoMbiHailil 3 MeTdopminoM (403 maltieHTH)
IOPIBHSAHO 3 CUTATJIIIITUHOM 100 mr y koMm0GiHatirii 3 metdopminom (398 marrieHTiB)
3 yyacTio 801 mamieHTa 3 HeOOCTAaTHIM KOHTPOJIEM TJIiKeMil Ha TJIi TiKyBaHHS TiIbKHU
MeTdopMmiHoM. ITicnsa 18 TUKHIB OOCITIAKYBaHOTO JIIKyBaHHS CaKCarJIilITUH HE



MIOCTyIaBCA 3a €e(peKTHUBHICTIO CUTATIIIITUHY CTOCOBHO CEPEOHBOT0 3HMIKEHHS Bif
no4yaTkoBoro piBHsS HbAlc K mns momymslil 3TigHO 3 IIPOTOKOJIOM, TakK i AJis IIOBHO1L
aHaJizoBaHoOl BuOipKK. 3HUKEHHS Bifl mouyaTKoBoro piBHs HbAlc BignmoBigHO mus
CakCarJIITUHY Ta CUTArJIITUHY 3a pe3yJibTaTaMU [IEPBUHHOTO aHaJsli3y 3TigHO 3
OpoTOKOJIOM cTaHOBUINO -0,5 % (cepenHe Ta MmeniaHHe 3HadeHHs) Ta -0,6 % (cepenHe
Ta MeJliaHHe 3Ha4YeHHs). 3TigHO 3 JaHUMMU [JIS MOBHOI BUOIPKY MigTBEPAXKYBaILHOTO
aHaJlily cepeOHE 3HUXKEHHS MOoKa3HuKa cTaHoBuio -0,4 % Tta -0,6 % BigmoBigHO O
CakCarjlilTUHY Ta CUTATJINTUHY 3 MegiaHHUM 3HUXKeHHIM -0,5 % mam1s 060x rpyi.

CakcazainmuH y KoMbOiHauii 3 mem@opMiHOM sIK Nouamkosa mepanis

HocmiaKeHHS TPUBAJICTIO 24 THUXKHI ITPOBOOUIN 3 METOIO OIIiHIOBAaHHS €()eKTUBHOCTI
Ta 0e3MeKu cakcarjinThuHy 5 MT y KoMOiHaIlil 3 MeTpOpMiHOM SK ITO0YaTKOBOIL
KoMOiHOBaHOI Teparrii y malieHTiB 3 HegocTaTHIM KOHTposieM riaikemii (HbAlc 8-12 %),
sIK1 paHillle He OTPUMYBAJIM HIAKOTO JIIKyBaHHs. IlouaTKOBa Tepalis 3 BUKOPUCTaHHAM
KoMOiHaIril cakcarminTuHy 5 Mr ta meTdopminy (n=306) 3abe3neunia 3HaYyIIe
MMOKpallleHHs MoKa3HUKiB HbAlc, rimoko3u HATIIE Ta TJII0KO3M ITicyIs IOU ITOPiBHSHO i3
3acTOCyBaHHSM mnuile cakcarmintuny (n=317) abo metdopminy (n=313) gk
IIOYaTKOBOI Teparil. 3MeHIlIeHHs IToKa3HuKa HbA1Big modyaTkoBoro piBHS mo 24
TUXKHSA CIIOCTEPIrajoch B yCiX OLIIHIOBaHUX IIiATpyIaX, BU3HAUYEHUX 3a I104aTKOBUMU
nmoka3HukaMu HbA1c; 6inbin BUpa>keHe 3HUKEHHS Bil3HA4aIoCh y MalIli€EHTIB, SKi Ha
rmoyaTKkoBoMYy piBHi Manu noka3HukK HbAlc =10 % (muB. Tabnuiro 1). [TokpalneHHS
noka3HukiB HbAlc, I71IoKo3u miciIss BXXUBAHHS 12Ki Ta HATINE IicIg II0YaTKOBOTO
JIIKyBaHHS CaKCarjliliTUHOM y Ho3i 5 Mr Ta MeTdhopMiHOM 30epiranock m0 76 TUKHS.
3mina HbAlc y maliieHTiB, SKi mpuiiManu caKCcariillTuH no 5 Mr y KkomOiHartrii 3
MeThopMiHOM (n=177), MOPiBHSHO 3 TUMH, XTO OTPUMYyBaB MeT(opMiH i niaiebo
(n=147), ctanoBuna -0,5 % Ha 76-My THXKHI.

CakcaeninmuH sik 0ONOBHEHHA 00 mepanii 21ibeHkaamioom

[Mnane60-KOHTPOJIbOBAHE OOCIIIKEeHHS TPUBAIICTIO 24 THUXKHI ITPOBOANIMN 3 METOIO
OLIiHIOBaHHS €(PEeKTUBHOCTI Ta 0e3MeKu caKCariinTUHY B KOMOiHallil 3 riaibeHKIaMizoM
y HallieHTiB 3 HemocTaTHIM KoHTposieM riaikemii (HbAlc 7,5-10 %) Ha MOMEHT Bimbopy
Ha TJIi TiKyBaHHS TiIbKU IJIibeHKIaMigoM y cyOMakKcuMallbHUX Ao3aX. CaKkCcariilnTuH y
KoMOiHallii 3 cynb¢pOoHiIICEYOBUHOIO Y (piKCOBaHiM NpoMixkHiM m03i (rimibenknamin 7,5
MT) TIOPiBHIOBA/IX 3 TUTPYBAHHSM OO0 BUIMIOL 403U riaibeHKnaminy (mpubmusHo y 92 %
MalieHTiB y rpyni rmiamebo Ta rioideHKnaMiny 3hiMiCHIOBaIM TUTPYBaAHHS A0 OCTAaTOYHOI
3aranbHOl 10o00BO1 fo3u 15 Mr). CakcarminTuH (n=250) 3abe3nedyBaB 3HaYyIIe
MMOKpalleHHs nokKa3HukiB Hb1Ac, rimroko3u HaTIe Ta micjis BJKUBaHHS 1Ki IOPiBHSHO 3
TUTPYBaHHSAM TJIiOeHKIaMigy mo BUINoi go3u (n=264). [TokpallleHHs TTOKa3HUKIB
HbA1lc Ta rimroko3u micjis BXKWUBAHHSA 1Ki IMICJIA JIIKyBaHHS CaKCarIiiTUHOM 5 MT
36epiranock go 76 TuxkHA. 3MiHa 3 60Ky HbAlc y nmanieHTiB, sKi nmpuiiManu



cakcarjinTuH 5 Mr (n=56), TOPiBHAHO 3 TUMH, XTO OTPUMYBAB I'JIi0eHKIaMiz i3
TUTPYBaAHHSIM 031 OO BUIIOI Ta miarebo (n=27), craHoBuia -0,7 % Ha 76-My THUXHi.

CakcazainmuH 1K 0onoeHeHHs1 00 KoMbOiHOBaHOI iHCyAiHOMepanii (3 memgopmiHom
abo 6e3)

Y 24-TuxkHeBOMY PaHOOMi30BaHOMY MOABIMHOMY CJIIIIOMY I1/1alie00-KOHTPOJILOBAaHOMY
OOCIiAXKEeHHI 3 MEeTOIO OLIiHIOBaHHS e(EeKTUBHOCTI Ta 6€3MeKu CaKCariainTUHY B
KoMOiHalrii 3 iHcyniHoM y cTabinbHili 0o3i (B cepegHbOMY Ha ITI0YaTKOBOMY pPiBHi - 54,2
OOUHUIII) 3arajioM B3S1JIM y4acTh 455 malieHTiB 3 I[yKpoBuM giabetom II Tumy 3
HepocTaTHIM KoHTposieM riikeMii (HbAlc =7,5 % i = 11%) Ha Tii TinbKu iHCyTiHY
(n=141) ab6o iHcymniny B KoM0OiHa1ril 3i cTabinbHOIO 03010 MeThopMiHy (n=314).
CaxkcarminThH 10 5 MT SIK [IOMMOBHEHHS [0 iHCyniHy 3 MeTdopMiHoM (abo 6e3)
3abe3revyyBaB CTaTUCTUYHO 3HaYyllle ITOKpallleHHs noKa3HuKiB HbAlc Ta rimioko3u
Imicis mpurioMy iXki yepes3 24 THUXKHI 3aCTOCyBaHHS IOPiBHSHO 3 TOAaBaHHAM Ilanebo0
oo iHcyminy 3 MeTdopMiHoM abo 6e3. bu3bKke 3a 3HAUEHHSIM 3MEHIIeHHS ITOKa3HUKa
HbA1c nmopiBHsiHO 3 nnalebo 6yI0 OOCATHYTE Y Ialli€eHTiB, SKi IpUuiMalu
CaKCarJIOTUH y 0031 O MI' IK NOIIOBHEHHA [0 1HCYJIIHY He3aJIe’KHO Bil 3aCTOCYBaHHSA
MmeThopMiny (-0,4 % gins obox migrpy). [TokpallleHHs Bifl T0YaTKOBOT'O PiBHS
nmoka3HuKa HbAlc 36epiranocs y rpymi mogaBaHHS CaKCarliITUHY OO0 iHCYITiHY
MMOPiBHSIHO 3 TPYIIOI0 IOgaBaHHS I1j1a1ebo 1o iHcyiny 3 meTdopmiHoM abo 6e3 mo 52
TUXKHA. 3MiHa 3 60Ky HbAlc mns rpynu cakcarninTuny (n=244) nopiBHSAHO 3 manebdo
(n=124) ctanoBuna -0,4 % Ha 52-My THUXKHI.

CaxcaeaainmuH 51Kk 0ono8HeHHs1 00 mepanii mia3oai0uHOiIOHOM

[Tnane60-KOHTPOIbOBAHE AOCIIAXKEHHS TPUBAJIICTIO 24 TUXKHI TPOBOOUIU 3 METOIO
OlLliHIOBaHHS e(PeKTUBHOCTI Ta 6e3MeKu caKCariainTUHy Yy KoMOiHalrii 3
TiazoniguHaioHoM (T3]l) y mallieHTiB 3 HegocTaTHIM KoHTposieM riaikemil (HbAlc 7-
10,5 %) ua Tni nikyBaHHs Tinbku T3]II. Cakcarmnintul (n=183) 3abe3meuyyBaB 3HaUyIIE
MMOKpalleHHs rmoka3HukiB Hb1Ac, rimioko3u HaTIle Ta Mics IIPUNoMYy 12Ki MOPiBHSHO 3
nnanebo (n=180). ITokpaieHHs moka3HukKiB HbAlc Ta riaioko3u HaTIIE i micis
mpuioMy iXi micys JiKkyBaHHS caKcarJlinTUHOM 5 Mr 30epiranock mo 76 TuxKHA. 3MiHa
3 60Ky HbAlc y maitieHTiB, siKi mpuiiManu cakcariainTuH 5 Mr (n=82), mopiBHSAHO 3
TUMH, XTO oTpuMyBaB T3] i nnanebo (n=53), cranoBuna -0,9 % Ha 76-My THUXKHi.

CakcaeninmuH sik 00ONOB8HEHHA 00 KomMbiHoBaHOI mepanii mem@opmiHOM i
CY/N1bOHIACEUYOBUHOWO

Ycrworo 257 nauieHTiB 3 yKpoBUM OiabetoM Il Tuny B3sAIM y4acTh y 24-TUKHEBOMY
paHOOMi30BaHOMY ITOABIMHOMY CJIIIOMY mJiialeb0-KOHTPOIOBAHOMY OOCITimXKEeHHi 3
METOIO OITiHIOBaHHS e(peKTUBHOCTI Ta 6e3IeKu caKcarjinTuHy (5 Mr oguH pa3 Ha mooy)
y koM0OiHa1il 3 MmeTdopmiHoM Ta cybdoHincegoBuHoio (CC) y maIfieHTiB 3



HepmocTaTHIM KoHTposeM riaikeMili (HbAlc =7 % ta =10 %). Cakcarmintus (n=127)
3abe3mevyyBaB 3HaAUYIIe NOKpallleHHs MoKa3HuKiB Hb1Ac Ta rioKo3u micias BXKUBaHHS
1xi nopiBHsHO 3 nane6o (n=128). 3mina 3 6oky HbAlc gns rpynu cakcarjiinTuHy
MMopiBHsAHO 3 manebo cranoBuna -0,7 % Ha 24-My THUXHI.

CakcaeninmuH sik 00no8HeHHA 00 KomMbiHoBaHOI mepanii 0anaa2aipn03uHOM ma
memeopmiHOM

Y 24-TuXHEeBOMY PaHIOMi30BaHOMY MOABIMHOMY CIIIIOMY II/1alie00-KOHTPOJILOBAHOMY
OOCITimKeHHi, ITpOBeIeHOMY 3a yY4YacTIO IMallieHTIB i3 1IyKpoBuM giabetoMm II Tuny,
MMOPiBHIOBAJIM CaKCATJINTHH ¥ 0031 5 MT i3 nyanebo K OOIIOBHEHHS [0 Teparlil B 0ci0
i3 HbAlc 7-10,5 %, ki oTpuMyBanu Teparrito mamnariihpnao3uHoM (iuriditop SGLT2) Ta
MeTdopMiHoM. [TalieHTH, IKi 3aBEPIINIIY TOYaTKOBUM 24-TUXKHEBUHU MIE€Pio, Malu
IIpaBo yBIUTU [0 28-TUXKHEBOTO KOHTPOJIBOBAHOI'O TPUBAJIOTO HOCIIiAXKEHH S
MIPOIOOBXKEHHS Teparril (52 THXKHI).

Oco0u, s1Ki OTpUMYyBaJIM Tepalilo CaKCarjJillITUHOM SK OOTOBHEHHS [0 mamariidio3uny
Ta MeTdopMiny (n = 153), gocsarnu ctatuctTuuHo 3Hauyme (p < 0,0001) Ginbiux
3umKkeHb HbA1c mopiBHSAHO i3 IrpyIoio MpuiioMy Ijiaiedo siK JOIMOBHEHHS [0
pamnariigno3uny Ta MeTdopMiny (n = 162) Ha 24-My TUXKHI (quB. Tabmuio 1). Brimus
Ha nmoka3HuK HbAlc, o criocTepiraBcs Ha 24-My THUXKHi, OyJi0 migTpuMaHO Ha 52-My
TuKHi. [ITpodinb 6e3meKku cakcarjilTuHY SK OOIMOBHEHHS 0 mamnariidgio3uny Ta
MeT(POPMiHY IIPOTSATOM TPUBAJIOTO IIEPioay JIiKyBaHHSA BigmoBigaB IIpo@inio, 110
CIIOCTepiraBcs y ObOMY OOCHIA2KEHHI BIIPOAOBXK 24-TUKHEBOTO IIepioAy JIiKyBaHHS, a
TaKOXK y BUIPOOyBaHHI, B IKOMY CaKCarJIilTUH i ganariaidio3uH npru3Hadaiu
OOHOYACHO SK O0JaTKOBY Tepalliio mallieHTaM, III0 OTPUMYyBalIu MeT(opMiH (omrcaHo
HUXK4e).

Yacmka nauienmis, saKi docsazaiomv HbAlc <7 %

YacTka nanieHTis, sgKi gocarnu HbAlc < 7 % Ha 24-My TuXHi, OyJia BUIIO0 y I'Pyi
CakcarjinTUuHy B 0o3i 5 Mr + ganarii¢gao3us + Metdopmin - 35,3 % (95 % OI [28,2;
42,4]) mopiBHSHO i3 rpymnoio minaiebdo + mamariigao3ua + meTthopmin - 23,1 % (95 %
OI1[16,9; 29,3]). EbexT HbAlc, m1o criocTtepiraBcs Ha 24-My THUXKHI, IIiOTpUMYyBaBCS Ha
52-My THUXKHI.

Tabnuus 1. Kimo4oBi pe3ynbTaTu JIiKyBaHHS npernapaTtoM OHIIIi3a y mo3i 5 Mr Ha goby
y 1m1a1e60-KOHTPOJIbOBAHUX MOCITIAXKEeHHIX MOHOTEpaIil Ta HOCHiIXKeHHSIX IIpenapary
sIK JOTIOBHEHHS M0 KOMOiHOBaHOI Teparrii



CepepgHs
3MiHa
HbAlc (%)

Cepenue Cepenns
sHauemHs xa 3MiHa2 Bin  |°
1049aTKOBOMy [109aTKOBOTO TIOTIPABKOIO
piBHi piBust HbA1c[H2
(%) Ha 24- nianebo
HbAlc (%) |my tosmi |28 24-MY
TUXKHI
(95 % OI)
OOCIJIIOKEHHA
MOHOTEPATIIII
HocnimXeHHs
CVv181011
(n=103)
8,0
-0,5
-0,6 (-0,9, -0,4)3
HocigxeHHS 79 -0,6 -0,4 (-0,6, -
Cv181038 ' (BBeuepi) 0,1)5
(n=69)
7,9

-0,7 (BpaHiIi)
-0,4 (-0,7, -0,1)4

(n=70)

OOCJIIIXKEHHSY TTPETIAPATY 4K
TTOTIOBHEHHA/KOMBIHOBAHOI TEPATIII




HocaimKeHHs
Cv181014:
OOIIOBHEHHA [0
MeThOPMiHY
(n=186)

HochigxKeHHS
CV181040:
OOIIOBHEHHS OO0
CC1 (n=250)

HocmigxxeHHsa
D16801L.00006:
OOTIOBHEHHS 10
KoMOiHaIril
MmeTdopmin + CC
(n=257)

HochigxxKeHHS
CVv181013:
OOIIOBHEHHS [0
T30 (n=183)

HocmigxxeHHsA
CV181039:
ITOYaTKOBA
KoMOiHallisg 3
MeTHOpPMiHOMO

3aranbHa
IOy JISALIis
(n=3006)

BuxigHuii piBeHb
HbAlc =10 %
(n=107)

HocnigKeHHS
CV181168:
IIOOAJIbIIe

8,1
8,5

8,4

8,4

9,4

10,8

7,9

8,7

-0,7
-0,6

-0,7

-0,9

-2,5

-3,3

-0,5

-0,7

-0,8 (-1,0, -
0,6)3

-0,7 (-0,9, -
0,6)3

-0,7(-0,9,-
0,5) 3

-0,6 (-0,8,
-0,4)3

-0,5 (-0,7, -
0,4)7

-0,6 (-0,9, -
0,3)8

-0,4 (-0,5, -
0,2)9

-0,4 (-0,6, -
0,2)3




N - KiIBKICTh PAaHAOMiI30BaHUX IAIi€HTIB (IEPBUHHUM aHali3 e(peKTUBHOCTI ¥
MOMYJIALIl BCiX Malli€EHTiB, IKMM IPU3Ha4dYalId OOCIiOXKyBaHe JIiKyBaHHS), OIS SKUX
HasIBHI OaHi.

1 - ¥V rpymi nnaie6o npoBOOUIKM TUTPYBaHHS 3arajibHOI H0O0OBO1 A03U TIi0eHKIaMimy
Big 7,5 Mr mo 15 mr.

2 - CepenH4 3MiHa Bif IOYaATKOBOI'O PiBHSA 3 MOIIPAaBKOI Ha 3HAYEHHS Ha BUXiOHOMY
piBHI (ANCOVA).

3 - p<0,0001 mopiBHSAHO 3 MJIanebo.
4 - p=0,0059 nopiBHSAHO 3 1Ia1Ie00.
5 - p=0,0157 nopiBHSAHO 3 MJ1a1ebo.
6 - TutpyBauusa metdopminy Big 500 mo 2000 Mr Ha moOy 3a YMOBU II€PEHOCUMOCTI.

7 - Cepenns 3mina HbAlc - 1ie pi3HuIlsg Mixk rpynamMu KoM0OiHallil cakcariinTul +
MeT¢opMiH Ta Tinbku MeTdopMmiH (p<0,0001).

8 - Cepenns 3miHa HbAlc - 11e pidHUIS MiXK rpynaMu KoMOiHallil cakcarainTuH +
MeTGOPMiH Ta TiJIbLKU MeTHOPMiH.

9 - Cepenns 3mina HbAlc - 1e pisHuls Mix rpynmaMmu KoMmOiHallil cakcarminTul +
mamnariidimo3uH + MmeThopMiH Ta mamnaraidpno3us + methopMmina (p<0,0001).

CakcaeainmuH ma danaz2nips103uH 1K OONOBHEHHA 00 mepanii MempopMiHOM

Y 24-TuKHEBOMY PaHOOMi30BaHOMY IIOABIMHOMY CJIIIOMY OOCIiAXKEHHI 3
BHKOPHUCTAHHSAM aKTUBHOI'O IIpenapaTy IIOPiBHAHHS 3arajioM B3sJ/Id y4acThb 534
OOPOCJIi MaIliEHTH i3 HyKPOoBUM aiabeTom II TUIIYy Ta HEBIiAIIOBIIHUM KOHTPOJIEM
riIikeMil, siKi oTpuMyBanu nikyBaHHs nunie Metdopminom (HbAlc 8-12 %), onsa
MMOpiBHSAHHS KoMOiHaIlil cakcariainTUHY Ta mamnariai¢I03uHy, JOJaHUX OOHOYACHO [0
MeTPOpMiHy, 3 cakcariinTuHoM abo mamariidio3mHOM Ha HOOaTOK OO0 MeTHOpMiHYy.
[MauienTu Oynu paHOOMi30BaHi 40 OOHi€l 3 TPHOX MOABIMHUX CIIIMUX IPyN Teparrii, sSKi
oTpuMyBanu 5 Mr cakcarminTuny i 10 Mr gamarmidno3uny, nogaHi 4o MeThopMiny, 5
MT caKcariinTuny i nmmanebo, mogaHi mo metdopminy, abo 10 Mr ganarmidmo3uny i
maiebo, momaHi mo MeTdopMiHy.

I'pymna cakcarminTuHy i ganariidmo3uny gocsaranga 3Ha4YHO OiNTbIINX 3HUXKEHD
noka3HuKiB HbAlc mmopiBHSAHO i3 rpyIo0 cakcarminTuHy abo ganariaidio3uHy yepes



24 TuxXHi (OuUB. TAOIUITIO 2).

Tabnuns 2. 3uauyeHHss HbAlc Ha 24-My TUXKHI Yy KOHTPOJIbOBAHOMY HOOCJIiA2KEHHi 3
BUKOPUCTAHHSIM aKTHUBHOTO IIpenapaTy MOPiBHIHHS: KOMOiHAallil0 caKCarjilTuHy Ta
mamnariaiao3uHy, JOJaHUX OQHOYACHO 00 MeT(OpMiHy, IOPiBHIOBAIU 3 TOEAHAHHAM
cakcarminTuHy abo mamnarii¢go3uHy Ha Jogady A0 MeThOpPMiHy

CakcarminTu
5 Mr + CakcarnintuH|Janarmidnao3un
TToKa3HIK manariidao3uH|5> MT + 10 mMr +
edeKTHBHOCTI 10 mr + MeT(hOPMiH MeThOPMiH
MeTHOpPMiH
n=1762 n=1792
n=1792
HbAlc (%) Ha
24-my THKHI L
[TouaTKOBUM
piBeHB 8,93 9,03 8,87
(cepenHe)
3MiHa Bifg
IT04YaTKOBOTO
piBHA -1,47 -0,88 -1,20
(ckopuroBaHe
cepenme3) (-1,62; -1,31) |(-1,03; -0,72) |(-1,35; -1,04)
(95 % IOI)
BigMmiHHOCTI
Bif
KoMOiHaIril -0,594
CakcariainTuH
+ MeTdopMiH (-0,81;-0,37) |. -
(ckopuroBaHe
cepenHe3)
(95 % OI)




BigmiHHOCTI
Bing
KoMOiHaIrii
cakcarmminTus|-0,275
+ MeThOopMiH
(ckopurosaHe (-0,48; -0,05)

cepenHe3)

(95 % [I)

1 - IITIB - no3K0BXKHI HOBTOPHI BUMIPIOBAHHSA (BUKOPUCTOBYIOUY 3HAYEHHA Iepe[
PE3EePBHOIO TEPAIIEIO0).

2 - PaHmoMi3oBaHi Ta IIPOJIiIKOBaHI IMalliEHTH 3 MOYaTKOBUM PiBHEM Ta NpUHauMHI 1
BUMIipIOBaHHSIM €(PEKTUBHOCTI ITiC/IsT BUXiOHOTO PiBHS.

3 - Ceper_[He, PO3paxOBaHe OBOETAITHKMM METOOOM, CKOPHUTOBAHE 3d ITOYAaTKOBHUM
3HA4YEeHHIM.

4-p<0,0001.

5-p=0,0166.

Yacmka nauienmis, siki docsizatombv HbAlc < 7 %

3uuxkeHHs piBHSA HbAlc meHI HixK Ha 7 % 0yJi0 JOCATHYTO y Tpyni KoMOiHalii
cakcarminTuny i ganarmi¢gno3uny 41,4 % (95 % 1 [34,5; 48,2]) nopiBusHO 3 18,3 %
(95 % O1[13,0; 23,5]) y rpymi cakcarminTury Ta 22,2 % (95 % OI[16,1; 28,3]) -
marnariaidio3uHy.

ITauieHnmu 3 nopyweHHAM YHKUII HUPOK

Y 12-tukHeBOMYy 0OaraToleHTPOBOMY PaHOOMi30BaHOMY IIOABIMHOMY CiinmoMy maiebo-
KOHTPOJILOBAHOMY HOOCIIiIKEeHHI ITPOBOAUIIN OIiHIOBaHHSA €(pEKTY JIIKyBaHHSA
CakcCarjlinmTUHOM 2,5 MI' OOUH pa3 Ha mo0y mopiBHAHO 3 maluebo y 170 maiieHTiB

(85 marieHTiB y rpyIi JTiKyBaHHS CaKCarJINTHUHOM i 85 manieHTiB y rpymi niaiebo) 3
nykpoBuM niabetom II Tuny (HbAlc 7,0-11 %) Ta nopyieHHSAM (QYHKIII HUPOK
(momipauM [N=90], Taxkum [n=41] abo TCHH (TepMiHanbHa cTafiss HUPKOBOIL
HemocTaTHOCTI) [n=39]). ¥ ubomy mocnimxkenHi 98,2 % mallieHTiB OTpUMYyBaH iHIIIEe
aHTUTinepriikeMiuyHe nmiKyBaHHA (75,3 % - iHCcyniH i 31,2 % - mepopaibHi



aHTUTINEepPriikeMiuHi 3aco0u; mesKi MalieHTy OTpUMYyBau i Te, i iHie). CakcarinTuH
3abe3meuyBaB 3Hauylle 3HUXKEeHHS piBHA HbAlc mopiBHssHO 3 maieb6o; 3MiHa
HbAlc gns cakcarnintury ctaHoBuia -0,9 % va TuxkHi 12 (3mina HbAlc -0,4 % ons
miaie6o). YacToTa miATBepAXKEHUX SBUII TinoriikeMil Oyia gelo BUIIOK Y TPYyIIi
cakcarminTuny (9,4 %) nopiBHsSHO 3 rpymoo nnauebo (4,7 %), Xoda KinbKiCTh
MalieHTiB 3 OyOb-IKMMHU TiMOTJIIKEMiYHUMU SIBUIIAMU He Bipi3Hsamacs B 000X rpymnax
nmikyBaHHS. HebaxkaHoro BOJIMBY Ha (YHKIIIO HUPOK, III0 BU3HAYaBCS 3a
PO3paxoBaHOIO IMBUIKICTIO KITyO0uKOBOI dinbrpariii abo CrCL Ha TuxkHi 12 Ta TUXKHI
52, He CIIoCTepirajaocCsk.

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

Y pocnigxenHi SAVOR BuBuyanu cepuesBo-cyguHHi (CC) Hacnigku y 16 492 nanieHTiB i3
HbAlc = 6,5 % ta < 12 % (12 959 - 3i BcTanoBneHuMm CC-3axBopioBaHHaM (CC3);
3533 - nuie 3 KinnbKoMa pakTopaMu PU3UKY), AKi OyJIM paHOOMi30BaHi J0 rpyIml
cakcarminTuHy (n = 8280) abo nnamebo (n = 8212) Ha HOTOBHEHHS OO PETiOHAIbHUX
ctanpmapTiB gornsany ains HbAlc ta CC-uuHHUKIB pu3uKy. [JocnimKyBaHi IOyl
BKJIIO4Yasu 0ocib BikoM = 65 pokiB (n = 8561) i = 75 pokiB (n = 2330) 3 HOpMATbHUM
a6o nmerkum (n = 13,916) ta cepenHim (n = 2240), abo TsxkkuM (n = 336)
MOPYIIEeHHAM (PYHKII1 HUPOK.

[TepBUHHOIO KiHIIEBOIO TOYKOIO Oe3neku (He MeHII 6e3neYHUM) Ta e(DeKTUBHOCTI
(mepeBara) Oyna kKomOiHOBaHa KiHIleBa TOYKa, III0 CKJIafdajacs OO Yacy IIepIIoro
BUHUKHEHHS OyOb-IKOl 3 TaKUX cepiio3Hux Hebaxanux CC-noaii (MACE): cmepTh
yepe3 CC3, HedaTanpHul iHpapKT Miokapaa abo HedaTanbHUM iMlIeMiYHUMN iHCYIbT.

[Ticnst cepemHBOTO IIEPioAy MOOANIBIIOr0 CIIOCTEPEIKEHHS, III0 TPHUBAB 2 POKH,
BUITPOOYBaHHS [MOCSTJIO CBOEI IEPBUHHOI KiHIIEBOI TOUYKM Oe3meKku. lle cBimYuTh IIpo
Te, 110 CaKCarJIITUH He IIiABUIIY€E CEPLIEBO-CYOUHHOI0O PU3UKY B IMALIEHTIB i3
IIyKpoBUM OiabetoMm II Tumy mmopiBHsSHO 3 mnanebo Ipu JogaBaHHI 4O ITIOTOYHOL
CTaHOApPTHOI Teparril.

s MACE a6o cMepPTHOCTI 3 yCiX MPUYMH HeMAaE mepeBaru. IlepBuHHa KoMOiHOBaHa
KinneBa Touka MACE cnocrepiranacs 3 4actotow 7,4 % y rpyni cakcariilTuHy
ta 7,4 % y rpyni mname6o (CP = 1,00; 95 % IO1[0,89; 1,12]. BropunHa KoMm0iHOBaHa
KiHnesa Touka MACE mttoc criocTepiranacsas 3 4dactoTtoro 12,8 % y rpymi
cakcarminTuny i 12,6 % y rpymi nnaue6o (CP = 1,02; 95 % 0I1[0,94; 1,11].

OnvH KOMIOOHEHT BTOPUHHOI KOMOiHOBAHOI1 KiHIIEBOl TOYKH, TOCIIiTali3alis 3 IpuBOay
ceplieBOI HEOOCTATHOCTI, CriocTepiraBcs OiNbIIIOI0 MipOi0 MPU 3aCTOCYBaHHI
cakcarminTuny (3,5 %) nopiBHsSHO i3 rpynoio miaamebo (2,8 %) 3 HoMiHaIbHOIO
CTAaTHCTUYHOIO 3HAYUMICTIO Ha KOopuCTh mianebo (CP = 1,27; 95 % OI[1,07; 1,51]; p



= 0,007). Kniniuno 3HauuMi pakTopH, sKi nepegdavaroTh 30iIbIIIeHHS BiTHOCHOTO
PU3HUKY Tepallil cakCarjlinTUHOM, He MOXKYTh OyTH OCTaTO4YHO Bu3HaueHi. Cy0’eKTHu 3
MigBUILIEHUM PU3MKOM TOCIiTali3allil 3 IPUBOAY CEePIlleBOl HEAOCTATHOCTI, He3aJIeKHO
BiZl Tpu3HaYeHHs IiKyBaHHS, MOXKYTh OyTH imeHTHU(diKOBaHi 3a BifoMuMu pakKTopaMu
PHU3UKY CepIieBOl HeJOCTAaTHOCTI, IK-TO MO4YaTKOBUM aHaMHe3 3aXBOPIOBaHHS abo
nopyueHHsaM GyHKIil HUPOK. IIpoTe cy®’eKTU IPynu CaKCariillTUHY 3 aHaMHEe30M
ceplieBOl HEJOCTATHOCTI abo mopyIleHHs GYHKIIII HUPOK Ha IT0YaTKOBOMY eTalli He
MaJIi MigBUILEHOTO PU3UKY MOPIiBHSAHO 3 Iy1anie6o 11040 NePBUHHUX a00 BTOPUHHUX
KOMOiHOBaHMX KiHIIEBUX TOYOK a00 CMEPTHOCTI 3 yCiX MPpUYMH.

Ille opHa BTOpUHHA KiHIIEBa TOYKa, CMEPTHICTH 3 YCIX IIPUYHUH, CIIOCTEpiranaca 3
4acToToio 5,1 % y rpymi cakcarminTuny i 4,6 % - nnauebdo (CP = 1,11; 95 % 01 [0,96;
1,27]). CmepTHicTh 3 CC-ipuymH Oyna NOPiBHAHHOIO Y IpyIax nikyBaHHs. [lucbamaHc
Y KiJIbKOCTI JIeTaJIbHUX HaCJIIJKIB He 3 CeplLieBO-CYIUHHUX IPUYUNH CIIOCTEPIraBCcs 3
OiNTBIII0I0 KiTbKICTIO MOMiN ITPU 3aCcTOCyBaHHi cakcarminTuny (1,8 %), Hixk mmanebo (1,4
%) (CP =1,27; 95 % O1[1,00; 1,62]; p = 0,051).

A1C 6yB HUKYMM [OJI CAaKCaATJIINTHHY IMOPiBHAHO i3 1aiie00 B MOIIyKOBOMY aHai3i.
Hitu

€BponeicbKe areHTCTBO JIiKapChKUX 3ac0o0iB 3Hs1J10 3000B’sI3aHHS 111000 HaJaHHSI
pe3ynbTaTiB OociiaXxKeHb npenapaty OHIJIi3a B OOHIM YU OEKiJIbKOX HiArpynax miteu
071 iKyBaHHS ITyKpoBoro miabety II Tumy (muB. po3min «OcobaMBOCTi 3aCTOCYyBaHHS»,
e HaBefeHa iHdopMallisi Ipo 3aCTOCYBaHHS OiTAM).

Ocobu nimHb0o20 8iKYy

Y Bunpo6yBanHi SAVOR y rpymax mallieHTiB BikoM Bim 65 pokiB Ta Bifg 75 pokKiB
edekTUBHICTH i 6e31eKa BignoBimanu 3araabHil JOCITiAXKYBaHIM MOy ISAI].

GENERATION - 52-TuxXKHeBe OOCIiaKeHHSI KOHTPOIIIO riikemil y 720 maIlieHTiB
JIITHBOTO BiKYy, CEpeHill BiK SKUX CTaHOBUB 72,6 poky: 433 ocobu (60,1 %) manu BiK <
75 pokiB, a 287 ocib (39,9 %) 6ynu BikoM = 75 pokiB. [IepBUHHY KiHIIEBY TOUKY
CTaHOBMJIa YaCTKa XBOPUX, AKi mocsArnu nokasHmka HbAlc < 7 % 6e3 migTBepaKeHOo1
abo TsaXkKOI rinornikeMii. BUsaBieHo BiiCyTHICTh pPi3HUIII Y BilCOTKaX Malli€HTiB, SKi
BigmoBinu Ha Tepamniio: 37,9 % (cakcarninTuH) Ta 38,2 % (riaiMenipun) gocATIn
IIEPBUHHOI KiHIIEBO1 TOUYKHU. MeHIIla YaCcTKa XBOPUX IPU 3aCTOCYBaHHI CaKCarIillTUHY
(44,7 %) nopiBHSHO i3 rpynoro riaiMenipuny (54,7 %) pocssrnma HbAlc 7,0 %. MeH1ia
4acTKa HallieHTiB y rpymi cakcarminTusy (1,1 %) nopiBHAHO 3 TAaKOIO TJIiMEIIipuay
(15,3 %) 3a3Hana nigTBepaKeHoro abo TSIKKOro TiMoTJIiKeMiYHOT O sIBUIIIA.

dapMaKkoKiHEeTHKA



dapMaKOKiHETHKA CAKCATJIHIITUHY Ta MO0 OCHOBHOTO MeTabosIiTy Oysa momioHo v
3IO0POBUX AOOPOBOJIBIIIB Ta Yy MAIliEHTIB 3 IIyKpoBUM faiabetoM II Tumy.

BcmokmyeaHHA

CakcarainTuH DIBUOAKO BCMOKTYETHCSA MiCISA IepOpPaJbHOro IPUUOMY Y CTaHi HaTIE 3
MaKCHMaJIbHUMU [IJ1Ia3MOBUMU KOHIIeHTpalisMu (Cmax) cakcarjiillTuHy Ta M0oro
OCHOBHOT'O MeTalboJIiTy, 1110 mocsaranucs npoTsaroM 2 Ta 4 roguH (Tmax) BifImmoBigHO.
3HauyeHHss Cmax Ta AUC cakcarjinTuHy Ta H0ro OCHOBHOTO MeTaboJIiTy 3pocTanu
IIPOTIIOPLIINHO IMiABUILIEHHIO JO3U CaKCarJIiITUHY; TaKa IMPOMOPLIMHICTE J031
criocTepiranacs B giana3oHi mo 400 mr. ITiciss ogHOPA30BOr0 IEPOPAIbHOT0 IPUNOMY
CakKCarJilTUHY B 1031 5 MI 30pOBUMHU ODOOPOBONMBLSAMU cepenHi 3HaueHHss AUC
IJIa3MU AJI1 CaKCarJIiITUHY Ta U0r0 OCHOBHOI'O MeTaloJIiTy CTAaHOBUNIM 78 HI'TOMO/MII
Ta 214 Hr-roa/Mi BigmoBigHO. BiamoBigHi 3HaYeHHs I71a3MoB0ol Cmax JopiBHIOBAJIN
24 ur/mn ta 47 uHr/mn BignoBigHO. KoedinienTu Bapiamnii s Cmax ta AUC
CakcCarjinTUHY B OOQHOTO IallieHTa 0ynu Hux4de 12 %.

Iuri6yBanusa akTuBHOCTI [IT1I1-4 mmma3Mu KpOBI ITif BIIJIMBOM CAKCaTJIINITUHY IIPOTATOM
IIOHauMeHIle 24 TOOUH IIiCJIsA ITepopPaJbHOTO IIPUHMOMY CaKCarjliITUHY IOSICHIOETHCS
BHCOKOIO ITIOTYZKHICTIO, BUCOKOIO a(hiHHICTIO Ta aKTUBHUM 3B’sI3yBaHHSIM 3 aKTUBHUMU
OiJITHKaMH.

B3aemooisa 3 idcero

[>ka YMHUTL BiGTHOCHO He3HAYHUI BIUIMB Ha papMaKOKiHETHKY CaKCaIJliNTHHY Y
3M0poBUX OOOPOBONLIIiB. [IpriioM pa3oM 3 ixKelo (3 BUCOKMM BMiCTOM XKUPY) HE
cripu4uHAaB 3MiH Cmax i mpu3BoauB A0 3pocTtaHHsa AUC Ha 27 % IOpiBHSHO 3i CTaHOM
HaTie. Yac, IpoTSaroM SKoro gocsraerbcsi Cmax (Tmax), 36inbIiryBaBcs MPpuOIN3HO Ha
0,5 roguHU Micysa IPUUOMY pPa30M 3 13Kel0 IIOPIiBHSAHO 3i cTaHOM HaTtie. Lli 3MiHu
OLIIHIOIOTHCA SIK KJIIHIYHO HEe3HayuyIIli.

Po3noodin

3B’s13yBaHHS CaKCarjilTUHY Ta KOr0 OCHOBHOTO MeTaboiTy 3 OilkaMu in vitro B
CUPOBATII KPOBI JTIOOWHU HE3HaYHEe. TaKuM 4YWMHOM, MaJIOMMOBIPHO, 1110 3MiHU PiBHIB
0iTka B KPOBi BHACJIiIOK Pi3HUX MATOJIOTiYHUX CTaHiB (HaopuKiIad MOpyLIIeHHs QyHKIIil
neviHky“ ab0 HUPOK) BIUIMBATUMYTh Ha PO3IOMiJI CaKCarJlilTUHY.

biompaHcpopmauis

BioTpancdopmallisi cakcarinTuHy BigOyBa€eThbCSA MepPeBaxKHO 3 y4aCTIO IIUMTOXPOMY
P450 3A4/5 (CYP3A4/5). OcHOBHUM MeTabOJIiT caKCarlinTUHY TaKOX € CEJIeKTUBHUM
000pPOTHUM KOHKYpeHTHUM iHribiTopom [I1I1-4, MOTY>KHIiCTh SKOTO CTAHOBUTH
IIOJIOBUHY IIOTYXKHOCTI CaKCarjinTUHYy.



BuseoeHHsA

CepenHil mepion HaIliBBUBEOEHHS 3 MJ1a3MU KPOBi (t1/2) cakcarminTuHy Ta Moro
OCHOBHOTO MeTaboJIiTy CTAHOBUTH 2,5 roauuu i 3,1 roouHM BiAIIOBIAHO, a cCepengHE
3HaueHH4 t1/2 gns inrioyBanHs [II1T1-4 mna3Mu KpoBi gopiBHIOBasoO 26,9 roguHu.
CaxkcarminThH BUBOOUTHCS 3a OOIIOMOIOI0 sIK HUPKOBOTO, TaK i Ie4iHKOBOI'O
MeTabomiyHuX 1saxiB. [1icast omHOPa30BOTO MepopasibHOro npuiomy go3u 50 mr 14C-
cakcarmintTuny 24 %, 36 % ta 75 % [O3U BUBOOUTHCS 3 CeUEl y BUTIIAMIL
CakCarjinTUHY, H10r0 OCHOBHOTO MeTaboJIiTy Ta 3arajibHOrO PagioaKTUBHOTO
MaTepiany BinnmoBigHo. CepenHii HUPKOBUM KiipeHC cakcarmintuny (~230 mi/xB) 6yB
BHUIIIMM Biff CEpeOHbOl OILIiHIOBaHOI TJIOMepyIsapHol ¢dinbTpatil (~120 Mi/XB), 1110
IIEeBHOIO MipOIO CBiJUYUTH PO aKTHBHE BUBENEHHS HUPKaMHU. 3HaYEeHHS HUPKOBOTO
KJTipEHCY [JIs1 OCHOBHOT'0 MeTaboIiTy OyJiM IMOPiBHAHHUMMU i3 PpO3Pax0BaHOIO
IIBUAKICTIO KIIyOOUKOBOi (inmbTpaliil. Ycroro 22 % NpUUHSATOTO pagioaKTUBHOIO
MaTepiaiy OyJio BUSIBIIEHO y KaJli, III0 BiAnoBigae ppakxiil Jo3u caKkCariilnTuHy, 110
BUBOOUTBLCS Y 2KOBU Ta/ab0 y BUTIIANI HeabcopOOBaHOTO MiKapChKOTro 3acoby 3i
IIJIYyHKOBO-KUIIIKOBOI'O TPaKTy.

JIiHiUHIiCMb

Cmax Ta AUC cakcarjinTuHy i #oro 0CHOBHOTO MeTaboJIiTy 3pocTajiu IPOIIOPILiNHO OO0
oo3u cakcarmintuHy. CyTTEBOTO HAKOIMMUYEHHS CaKCarlinTuHy abo oro OCHOBHOT'O
MeTaboiTy Ha T/Ii 6araTopa30BOro MpUoOMYy OOWH pa3 Ha Oo0y OJIs XKOOHOT'O 3 PiBHIB
OO3yBaHHS HE CIIOCTEPirajoch. 3aJIe’KHICTh KJIIPEHCY CaKCarjinTUHY Ta KOro
OCHOBHOT'O MeTa0oIiTy Biff 103U Ta Yacy IMpoTsAroM 14-meHHOTO IPUHUOMY
CakCarJinTUHY OOUWH pa3 Ha moOy B miama30Hi go3yBaHHS Big 2,5 mr go 400 Mr He
CIloCTepirasacs.

Oco6uBi KaTeropii maiieHTiB

ITopyweHHs ¢pyHKUITI HUPOK

BigkpuTe mociimKeHHS 3 OQHOPA30BUM NPUUOMOM OOCIIAXKYBaHOTO IIpenapaTry
IIPOBOAUJIM 3 METOIO OLIiHIOBaHHS (papMaKOKiHETUKM CaKCaTrIilTUHY MiCJisd
IIepopagbHOro MpuitoMy B 0o3i 10 Mr y maifi€eHTiB 3 Pi3HUM CTyII€HEM XPOHIYHO1
HUPKOBOI HEIOCTATHOCTI MOPIBHSHO 3 HalliEHTaMU 3 HOPMaJIbHOIO (PYHKITIEI0O HUPOK. Y
OOCITimKeHHi Opanu y4acTh IAlliEHTU 3 NOPYIIeHHAM (QYHKIII HUPOK, 10
KnacudikyBanm 3ajexKHO Bifl KjlipeHCy KpeaTuHiHy 5K nerke (IIIK® npubnu3Ho
CTAHOBUTH = 45 - < 90 mu/xB), momipHe (IIIK® npubnu3Ho cTaHoBUThL = 30 - < 45
MJ1/xB) ab0 TsaxkKe (IIIK® npubnau3Ho cTaHOBUTHL <30 MJI/XB), @ TAKOXK MHAIliEHTH 3
TCHH Ha remomiamisi.



Ctyniab nopyleHHs (QYyHKIIl HUPOK He BIJiMBaB Ha Cmax cakKcarjilTUHy Ta M0Tro
OCHOBHOT'O MeTalboJIiTy. ¥ mallieHTiB 3 IeTKUM MOPYIIeHHSIM (YHKIII HUPOK cepenHi
3"HauyeHHs AUC cakcarjinTuHy Ta K0ro OCHOBHOTro MeTabosity Oynu B 1,2 Ta 1,7 pa3a
BUILIIUMU BIAMIOBIOHO, HiXK cepenHi 3HaueHHA AUC y mali€eHTiB 3 HOpMaJIbHO
¢yHK1Ti€et0 HUPOK. OCKINTbKY 3POCTaHHS IIi€l BEIMYMHYU HE Ma€ KIiHIiYHOTO 3Ha4YeHH4,
KOPEKIIis J03HU OJIs IMalli€HTiB 3 JTEeTKUM NOPyUIeHHAM (QYyHKIIil HUPOK He
PEKOMEHAYEThCS. Y MalliEHTIB 3 TOMipHUM a00 TSIKKUM IMOPYIIEeHHSAM (QyHKIIil HUPOK
a6o y nmamnienTiB 3 TCHH Ha remopianizi 3Hauenss AUC cakcarjinTUHy Ta MOTo
OCHOBHOT'O MeTabomnity Oynu BumuMu y 2,1 Ta 4,5 pa3a BiIIOBigHO, HiXK 3HaYEHHS
AUC y nanieHTiB 3 HOpMaJIbHOK (QYHKIII€I0O HUPOK.

ITopyweHHsa ¢yHKUil neviHKu

Y nanienTiB 3 nerkuMm (Knac A 3a Haungom - I1'10), momipHuM (Kiac B 3a Haunmom -
[T'10) a6o TsxkkuM (knac C 3a Hanngom - [1'10) nmopyueHHAM QyHKIIII Te4iHKT
€eKCII03U1lisg cakcarninTuny 6yma B 1,1; 1,4 ta 1,8 pa3a BUILOIO BiANIOBiAHO, a
ekcrio3uilis BMS-510849 - Ha 22 %, 7 % Ta 33 % HUXKYOI0 BiAIIOBIOHO, HiX Yy
300pOBUX OJOOPOBOJIBIIIB.

ITayienmu aimHv020 8iKy (= 65 pokKis)

Y maitieHTiB miTHBOTO BiKy (65-80 poKiB) criocTepiranacs npubau3Ho Ha 60 % Oinbira
AUC cakcarminTtuny, HixK y Mmononux namieHTiB (18-40 pokiB). Lis pi3HUILIS OL[IHIOETHCS
sIK KJIIHIYHO He3Hauyllla, TOMY KOpPeKIlisd no3u npernapaty OHIJIi3a Ha IifcTaBl TIJIBKU
BIKYy Ialli€eHTa He PEKOMEHAYETHCH.

IToxa3aHHSA

[Tpenapat OHTJi3a MOKa3aHUM OJOPOCIUM IalliEHTaM, XBOPUM Ha IIyKpoBui miadert 11
TUIY, SIK JOIIOBHEHHS OO0 Oi€TH Ta (Pi3WYHUX BIPAB I TOKpalleHHS KOHTPOJIIO
TIikeMil:

e SIK MOHOTepaIisi, Konu MeTGOpPMiH HeOoIIiTbHUN Yepe3 IMPOTUIIOKAa3aHHs abo
HEIIepPeHOCUMICTBh;

e v KoMOiHallil 3 iHIMMMH TiKapPChKUMM 3acoOaMu IOJIs JTIKyBaHHS IIYKPOBOI'O
niabeTy, BKJIIOUHO 3 iHCYJIIHOM, SIKIIIO BOHU He 3a0e3MeYyiTh JOCTaTHLOTO
KOHTPOJIIO TIikeMil (IOCTyMHI maHi mpo pi3Hi KomOiHallil HaBegeHo y po3[minax
«OcobOnMUBOCTI 3acTOCYBaHHSA», «B3aemMopis 3 iHIMMMU JTiKapChbKUMHU 3acobamMu Ta
iHIII BUOU B3aeMOili» Ta «®PapMaKoOuHaMiKa»).

HpOTHHOKaSaHHH



lnmepuyTnuBicTh A0 Aif0Y0l peuyoBUHU ab0 m0 OyOb-s1KOi 3 MOIIOMIZKHUX PEeYOBUH abo
CepHO3Hi peaxilil rinepyYyTIXBOCTI B aHaMHe3i, B TOMY YHCIIi aHadinakKTu4YHa peaklis,
aHa(dinaKTUYHUYU IIOK Ta aHTIOHEBPOTUYHUM HaAOPSK [0 OyOb-sIKOTO iHTiGiTOpY
opunentugunnenTtuna3u 4 (OI1T1-4) (guB. po3ainu «OcoOIMBOCTI 3aCTOCYBaHHSI» Ta
«ITobGiuHi peakirii»).

B3aeMmogisi 3 iHIIEMH JTiKapChKHMH 3aCO00aMH Ta iHIII BHIH B3a€EMOIIHN

HaBeneHi HUXK4e KIIiHIYHI JaHl CBig4YaTh, 1110 PU3UK KJIIHIYHO 3HAYYILUX B3a€EMOMIN 3
JIIKapChbKUMHU 3aco0aM, siKi 3aCTOCOBYIOTh OOHOYACHO, € HU3bKUM.

MeTab071i3M cakCcarminTUHY BimOyBa€ThCS IepeBakHO 3 y4acTio mutoxpomy P450
3A4/5 (CYP3A4/5).

Y pocnipgzKeHHAX in vitro cakcarminTUH Ta MOT0 OCHOBHUM MeTaboJIiT He CIPUYUHSAIIN
Hi inribyBanusa CYP1A2, 2A6, 2B6, 2C9, 2C19, 2D6, 2E1 a6o 3A4, Hi ingykiii CYP1A2,
2B6, 2C9 ab6o 3A4. YV mocnimKeHHSX 3@ y4acCTIO 3[IOPOBUX NJOOPOBOJIBIIIB HE
CIIOCTepirasaocs 3HauylIuX 3MiH papMaKOKIiHETUKH CaKCarJIilITUHY Ta KOr0 OCHOBHOI'O
MeTabomiTy mif BIIJIMBOM MeTOpMiHy, T1ibeHKIaMify, IMioriaiTa3oHy, JUTOKCHUHY,
CUMBACTaTHUHY, OMEITPa30J1y, aHTaugiB abo damoTuauny. KpiMm Toro, cakcariinTuH
3HauyIlle He BIJIMBaB Ha (papMaKOKiHeTUKY MeT(GopMiHy, rinibeHKIaMminy,
IMioTry1iTa30Hy, IMTOKCUHY, CUMBAaCTaTHUHY, Mil0UMX PEYOBUH KOMOIHOBaHUX
ImepopaabHUX KOHTPALEIITUBIB (ETUHIZIECTPAioNly Ta HOprecTuMary), ouiTiazeMy abo
KETOKOHAa30J1y.

Y pa3si ogHOYacHOT0 3aCTOCYyBaHHS CaKCariNTHHY 3 MoMipHUM iHriditopom CYP3A4/5
ounTtiazemom Cmax ta AUC cakcariinTuHy 3pocTaliy BiAmoBigHO Ha 63 % iy 2,1 pasa,
a BiTIOBimHI ITOKA3HUKY OJISI aKTUBHOTO MeTaboiTy 3HuXKyBanucs Ha 44 % ta 34 %.

Y pasi omHOYacHOro 3aCTOCYBaHHS CaKCarIinTUHY 3 NOTyKHUM iHri6iTopom CYP3A4/5
KeTOoKOHa30yio0M Cmax Ta AUC cakcariinTuHy 3pocTtanu Ha 62 % Ttay 2,5 pa3a
BiATIOBiAHO, a BIiATIOBiOHI MOKA3HUKY AJI aKTUBHOTO MeTa0O0JIiTy 3HMXKyBaucsa Ha 95
% Ta 88 %.

Y pa3si ogHO4YaCHOr0 3aCTOCYBaHHS CaKCArJIIITUHY 3 NOTYKHUM iHOykKTOopoM CYP3A4/5
pudammoinraoMm Cmax ta AUC cakcarminTuHy 3HUXKyBanucs Ha 53 % Ta 76 %
BinmoBigHO. EXCIio3uIlisi akTMBHOTO MeTaboJIiTy Ta iHrioyBaHHsT akTuBHOCTI [II1I1-4
Iy1a3MHU KPOBIL y MeXKaX IHTepBaJly JO3yYBaHHA He 3a3HaBaJIu 3MiH IIif] BIIJINBOM
pudaMminuHy (OuB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»).

OpHo4YacHe 3aCTOCYyBaHHA cakcarlinTuHy Ta iHOykTopiB CYP3A4/5, kpim
pudaMiinuHy (Takux sIK KapOama3zemniH, mekcaMeTa3o0H, ¢eHobapbiTasn Ta ¢peHiToIH),
He BUBYAJIOCh i MOXKe NPU3BOOUTH OO0 3HUKEHHS M1JIa3MOBO1 KOHIIEHTPAIlIil



CakcCarjlinTUHY Ta 3pOCTaHHS KOHIIEHTpallii #0Tro OCHOBHOTO MeTaboJiTy. Y pasi
OOHOYAaCHOT'0 3aCTOCYBaHHs CaKCarJIIITUHY Ta NOTyXKHUX iIHOyKTOpiB CYP3A4
HeOoOXigHUM peTenbHUN KOHTPOJIb TITiKeMil.

Bnnus KypiHHS, Oi€TH, MPOOYKTiB POCIUHHOI CUPOBUHY Ta BXKMBaHHS aJIKOTOJIIO Ha
(bapMakKoOKiHETUKY CaKCarIillTUHY CHeliallbHO He BUBYAJIN.

Oc00/1MBOCTi 3aCTOCYyBaHHS

3arajabHi

[IpemapaT OHri3a He CIIi 3aCTOCOBYBATU MalliEHTaM 3 IIyKpPOBUM fiabeTom I Tumy
abo giig nikyBaHHS Aia0eTMYHOT0 KeToaluao3y.

OHrJida He 3aMiHIO€ iIHCYIiH yV MalliEHTiB, AKi MOTPeOyIOTh NiKyBaHHS iHCYJIiHOM.

JlikapcbKu# 3aci6 MicTuth MeHIie 1 MMonb (23 Mr) mo3y HaTpito, TOOTO MPAaKTUYHO
BIJILHUM Big HaTPilO.

l'ocTpuil maHKPEaTUT

3actocyBaHH4 iHTi6iTOPiB [II1T1-4 110B’s13aHEe 3 PU3UKOM PO3BUTKY I'OCTPOTO
HaHKpeaTury.

Y npoueci nicnsgapeecTpalniiHOro CIIOCTEPEXKEHHS CaKCarJIinTUHY TPallIsajinucs
CIIOHTAHHI MOBigoMJIeHHS ITPO HebOaxKaHi peaxliil y BUTJISi TOCTPOTO TaHKPEaTUTy.
[MTamienTiB cmig iHpopMyBaTH IPO XapaKTEPHUU CUMIITOM IOCTPOr0 MaHKPEaTUTy:
Oe3repepBHUM CUIbHUM Oilb y KUBOTi. Y pasi nimo3pu Ha ImaHKpeaTUT 3aCTOCYBaHHS
npenapaty OHIJIi3a CJIig IPUIIMHUATY; SAKINO TOCTPUM MaHKPeaTUT HiATBEePAXKEHUHN,
npurioMm npenapaty OHIIi3a He ciifg BigHOBIOBaTU. [lamjieHTaM 3 aHaMHE30M
MMaHKpeaTUTy JiKapChbKUM 3acib BapTO 3aCTOCOBYBATH 3 00€pPEKHICTIO.

[MTopyineHHS QYHKITII HUPOK

s namienTiB i3 IIK® < 45 MI/XB peKOMeHOOBaHa 403a CTAHOBUTH 2,5 MI' OOMH pa3
Ha moOy. CakcarinTuH He PEeKOMEHYEThCSA 3aCTOCOBYBAaTH IalliEHTaM 3
TePMiHa/IbHOIO CTadi€i0 HUPKOBOI HegocTaTHOCTI (TCHH), kUM HeoOXigHUM
reMofiani3. PeKoMeHOy€ETHCS TPOBOOUTH OLIIHIOBAaHHS (PYHKIIl HUPOK [0 ITOYATKY
JIiKyBaHHs npenapaTtoM OHrJIi3a Ta BIOMIOBIOHO OO CTAHAAPTIB JIIKYyBaHHS y
ITOAIbIIIOMY CJIif IepPioguYHO MPOBOOUTU 00OCTEXEeHHS HUPOK (OuB. po3minu «Crocio
3aCTOCyBaHHA Ta go3m» Ta «PapMaKOKiHETHUKa»).

[MTopyuieHHS GYHKINI DeYiHKKT




CakcarminTuH ciig 3 06epexXKHiCTIO 3aCTOCOBYBAaTH IalliEHTaM 3 ITIOMipHUM
NOpyUIeHHSAM (QYHKIIil Ie4YiHKY i He peKOMEHOYEThCS 3aCTOCOBYBaTHU MalliEHTaM 3
TS2KKUM MOPYIIeHHAM (QYHKIII mevinku (ouB. po3nin «Cmocib 3acTocyBaHHS Ta
IO3U»).

3acTocyBaHHS 3 TiKapPChKUMM 3aco0aMH 3 BiOMOIO 30aTHICTIO CIIPUYUHSITHA
rimoriaikeMmiro.

Ak BimoMo, cynb(OHiINICEYOBUHA Ta IHCYJIIH CIPUYUHSIOTE rinoraikeMiro. Tomy y pasi
3acToCcyBaHHS B KOMOiHalil 3 mpenapaTtoM OHTIJIi3a MOXKe BUHUKHYTH noTpeba y
3MeHIIeHHi 103 Cynb(hOHITICEYOBUHY ab0 iHCYJIIHY AJI 3HUXKEHHS PU3UKY
rinmormikeMii.

Peaxiiil rinep4yyTanBOCTI

[Ipemapat OHrJi3a He CIIi 3aCTOCOBYBATH MAlliEHTaM i3 CEPpUO3HUMHU PeakKklisiMu
rinmepuyTauBOCTI Oo iHribiTOpiB munentumunmnentunasu 4 (II1I1-4) (ous. po3min
«[TpoTuUioKa3aHHSI»).

Y mporteci nmicnsipeecTpalliiHOro CIIOCTEPEKEHHSI, BKIII0Yal0UX CIIOHTaHHI
IIOBIIOMJIEHHS Ta AaHi KJIIHIYHUX OOCJIIAXKEeHb, Ha TJIl 3aCTOCYBaHHS CaKCarJlllTUHY
cnocTepiranucs Taki HebaXkaHi peakiiii: ceplio3Hi peakliiii rinepYyTIuBOCTi, y TOMY
yuci aHaginakTryHa peakilisi, aHadiTaKTUYHUM IIIOK Ta aHTiIOHEBPOTUYHUM HaAOPSK.
fAK110 BUHMKAE Iigo3pa Ha CEPUO3HY Peakliiio rinepyYyyTIUBOCTL OO CaKCarillTUHY,
CJIi IPUNUHUTHU NpUNOM IIpenapaty OHIJi3a, OLIHUTH 1HIII NOTEHLIVHI IPUYUHUA
sIBUIIIA Ta 3aCTOCyBaTH aJibTepHATUBHE ITiKyBaHHS I[YKPOBOTO AiabeTy (OUB. PO3Min
«ITobGiuHi peakirii»).

Po3nmagu 3 00Ky IIKipH

Y OOKJIIHIYHUX TOKCHUKOJIOTIYHUX OOCIIiAXKEHHAX Ha KiHIliBKaxX y MaBII CIIOCTepirajauncs
BUPa3KOBi Ta HEKPOTUYHI IIKipHI ypaxXeHHs. HacToTa ypaxKeHHs LIKIpU y KIIIHIYHUX
OOCITim»KeHHsIX He Oysa mimBuiieHo. OnucaHo MicasipeecTpallifidi IToBimoOMIEHHS ITPO
BHCHUIIAHHS Ha TJIi 3aCTOCyBaHHS Kiacy iHrioitopiB OIII1-4. BucumaHHsa 3a3HavyeHO
TaKOoXK sIK HeOaxkaHy peakwito (HP) mig yac teparmil npenapatoMm OHTIIi3a (OUB. PO3Tin
«ITo6iuHi peakiii»). ToMy y mIpoleci pyTUHHOTO JIiKyBaHHS IpellapaToM IalliEHTIB 3
IIYKPOBUM HiabeTOM PEKOMEHOYETHCS 3OiMCHIOBAaTU MOHITOPUHT ypaXeHb LIKipH, 110
BUHUKIIH, TAKUX SK IIYXUPIli, BUPa3Ku a00 BUCUIIaHHS.

Bynvo3uun neMdiroin

Ha tmi 3acTtocyBanus inriditopis [II111-4, BK/TI0OYHO 3 CaKCarillITUHOM, y
micJsgipeecTpaliiHul IIepPiofn ITOBiHOMIISIIOCS PO BUIIaAKU Oy/IbO3HOTO meM@iroigy,
siKi moTpeOyBanyu rocliTanilalil. B onucanux BUIlafKax MallieHTH, SIK TPaBUJIO,



pearyBaiu Ha MiciieBe ab0 cuCTeMHe iMyHOCYIIpeCUBHE JIIKyBaHHS Ta MPUITHHEHHS
nputiomy iHriéiTopa OIII1-4. dkmio y mallieHTa 3’IBIAThHCSA MyxXUpi abo eposii mig gac
IIPUNOMY CaKCarjilTUHY i BUHUKHE Tifo3pa Ha Oynbo3HUM meM@iroif, 1mem JTikapCbKUu
3acib ciig BigMiHMTH Ta HaAIIpPaBUTH MalliEHTa OO OHepMaToJjiora [Jjis OiarHOCTUKHU Ta
BiATIOBigHOTO JTiKyBaHHS (OAUB. po3min «ITo6iuHi peakiiii»).

IMTanieHTH 3 MOPVIIIeHHSIM QYHKIT iMyYHHOI CUCTEeMH

[MamienTn 3 mopymeHHIM QyHKIIil iMyHHOL CUCTEMH, HallpUKJIa[d NallieHTH, SIKi
IIepeHec/Iu TPaHCIJIAHTAIlil0o OpraHiB, ad0 MaIliEHTH, B IKUX OiarHOCTOBAHO CHHOPOM
imyHOmedinuTy, He Opanmu y4acTi Y DOCIHiIXKeHHSIX Y paMKax IIporpaMu KiIiHigHOL
po3pobku npemnapaTty OHrmida. Tomy npodini epeKTUBHOCTI Ta 6e3neKu
CakCarJIITUHY YV TAKUX IAl[lEHTIB HEe BCTaHOBJIEHI.

3acToCcyBaHHS 3 NOTYKHUMHU iHOyKTOpamu CYP3A4

3acTocyBaHHs Takux iHOyKTOpiB CYP3A4, sik KapOaMa3seIliH, JeKcaMeTa30H,
dbenobapbiTan, deHiTOIH Ta pudaMITilinH, MOXKe 3MEHIIYBaTU ITYKPO3HUKYBAIbHUMN
edekT nmpenapaty OHrisa (OuB. po3ain «B3aemopis 3 iHIMUMY JTiKapChbKUMHU 3acobamMu
Ta 1HIII BUOW B3a€EMOMOIN»).

CepleBa HEJOCTATHICTh

ITocBig 3acTOCyBaHHS IpellapaTy HalliEHTaM i3 ceplieBO0 HemocTaTHICTIO Knacy III-1IV
3a Knacudikamieo Heio-HMopkcekoi aconiarii kapaiosoris (NYHA) moci o6Mexenuii. Y
nocrnimkeHHi SAVOR 0Oyno moMiueHO HEBEIUKE ITiABUIIEHHS YaCTOTH IOCIiTami3alii
yepes CeplLeBY HEOOCTATHICTh y I'PYIIi Halli€HTIB, IK1 OTPUMYBaJIA CaKCarJIillTUH,
MMOPiBHSHO i3 MOKA3HUKOM Yy T'PYyIIi niaiebo, Xoda MPUYNHHO-HACIITKOBOTO 3B I3KY
BCTAHOBJIEHO He Oy0. Pe3ynbTaTU HOOATKOBOTO aHalli3y He BKa3yBalid Ha BigMiHHOCTI
edekTy 3amexHO Bif Kyiacy 3a kinacudikariiiero NYHA. Crnig 3 o6epexkHicTio
3aCTOCOBYBATH IIpellaparT HallieHTaM i3 BifoMuMHU (paKTOpaMU PU3UKY IOCITiTasi3alil
yepe3 ceplieBy HeIOCTaTHICTb, TAKMMMU K HasIBHICTh B aHaMHe3i cepiieBoi
HeIOoCTaTHOCTi abo MOMIpHOTO YU TSKKOTO IOPYIIeHHS QyHKIII HUPOK. [lalieHTiB
CJIif TIOTIEPEOUTH ITPO XapaKTEPHi CUMIITOMU CEPIIEBOI HEOOCTATHOCTI i ITOpaguTH iM
HeranHO IIOBiJOMIISITH PO TaKi CUMIITOMM.

ApTtpasnris

[IpoTsiroM miciasipeecTpaliiHOro nepioay HaagxOoOuJsiyd MOBIOOMJIEHHS PO BUIIAOKU
6omro y cyrimobax, iHKOJIM iHTEHCUBHOTO, Ha TJIi 3acTocyBaHHs iHridiTopis IIII1-4 (gus.
po3min «ITobiuHi peakiii»). [Ticig mpUNMUHEHHS 3aCTOCYyBaHHS BUPaXKeEHICTh
CHMIITOMIB 3MEHIIyBalachk. Y OeAKUX MMAlll€HTIB CIIOCTEPIraBCA pPelyuanuB CUMIITOMIB
ITic/Isl TIOHOBJIEHHS Tepamnii TuM caMuM abo iHmuM iHriéitopom OIIII-4. CumMnToMu
MOXKYTh BUHMKATHU HEBJIOB3i ITiCJIsI MOYaTKYy Tepaillil abo yepes OilbIll TPpUBAIUM



ITPOMiKOK 4acy. Y pa3i cunbHOro 001110 y cyrio0ax OOIiIbHICTh MIPOIOBXKEHHS Teparril
CJIif OLIIHIOBATU B IHOWBINyaJIbHOMY IIOPAOKY.

JIakTO3a

TabreTKu MiCTSITh TaKTO3U MOHorimpart. [TallieHTaM 3 TAaKUMU PigKiCHUMU
CIIaIKOBUMM 3aXBOPIOBAHHSIMHU, SIK HEIIEPEHOCUMICTh rajlakKTO3H, 3arajibHa JlaKTa3Ha
HeIOoCTaTHIiCTb a00 CHMHAPOM MasibabcopOIril III0KO3M Ta rajlakKTO3M, He CJIif NpuiMaTH
1el JiKapchKui 3acio.

3maTHiCTH BIUIMBATH Ha HIBHAKICTH peakilil mpu KepyBaHHiI aBTOTPaHCIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMu

[Tpenapat OHIJIi3a MOXe YMHUTY HEe3HAYHUU BIJIUB Ha 30aTHICTL KepyBaTU
TPaAaHCIOPTHUMHU 3acoO0aMM Ta IpalioBaTH 3 iHIIMMU MeXaHi3MaMu.

Kepytouu TpaHCIIOpTHUMHU 3acob0aMu abo IIpalioloyu 3 iIHIIMMU MeXaHi3MaMu, CIIif
BpaxoByBaTH IMOBIPHICTh 3allaMOPOY€EHHS, IIPO AKe IIOBIOOMJISJIN Y OOCIIIAXKEHHIX
cakcarminTuHy. KpiM Toro, naui€eHTH ITOBUHHI 3HATU PO PU3UK TiNlOrIiKeMil, 10
BUHMKAE y pa3i 3acTocyBaHHs npenapaTy OHrida B KoMOiHallil 3 iHITUMHT
aHTHUOia0e TUYHNMMHU JTIiIKapChbKMMHU 3aco0aMu, 1110, SIK BilOMO, MOXKYTb CIPUYUHATHU
rinmoriikeMiro (Hanpukiap, iHCyJiH, CyJIb(OHITICEYOBUHA).

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHs IPpyaaio

BaeimHicmb

3acToCyBaHHS CaKCarjlillTUHY BariTHUM XKiHKaM He BUB4Yasu. Pe3ynbTaTu OOCIIOXKEHD
Ha TBapWHaX ITI0OKa3aJid HasiBHICTh PENPOAYKTUBHOL TOKCUYHOCTI y pa3i 3aCTOCyBaHHS
npenapaTy y BUCOKUX J03ax. [[IoTeHIOINHUYN PU3UK 71 TIOOUHU HeBigoMmuu. [Ipemapar
OHrIi3a He MOXHa IIpu3HavyaTH y epiof BariTHOCTI, 3a BUHATKOM BUINAOKiB, KOJIU Y
IIbOMY € HarajbHa ImoTpeoda.

I'ooysanHs 2pydoro

HeBigoMo, 41 €KCKPETY€EThCS CaKCarJlillTUH Y IPyLgHe MOJIOKO JIFOOAUHU. OCIiIXKeHHA
Ha TBapuHax IT0Ka3allu, 110 caKCarlinTUH Ta/abo Moro MeTaboJliT eKCKPETYETHCS Y
MOJIOKO. PU3UK /11 TPYyOHOTO HEMOBJIAATY He MOXKHA BUKJIIOUUTH. PillteHHs 111000
IPUNIMHEHHS TPYOHOT0 rogyBaHHA a0bo0 Tepallil nperapaToM CIIifl IpUK¥MarTy,
BPaxoBYyI0YM KOPUCTh TPYIHOTO TOAyBaHHSA [OJI OUTUHU Ta KOPUCTh Teparril s
JKIHKHU.

depmuabHicMb



BnnuB cakcarminTuHy Ha GepTUIbHICTD TIOOUHY He BUBYAIU. BInuB Ha GepTUNBHICTD
CIIOCTEPIraBCs y CcaMIliB Ta CaMOK LIypPiB, SKi OTpUMYyBaJIu IIpenapaT Y BUCOKUX H03aX,
110 CIIPUYUHAJIN ABHI O3HAKU TOKCUYHOCTI.

Cnocibd 3acTrocyBaHHsI Ta JO3H

Ilo3ysaHHA

PekomeHpoBaHa mo3a npemnapaty OHrJIisa CTaHOBUTH 5 MT' OIMH pa3 Ha Ao0y. AKIiio
OHrni3y 3acTocoByBaTH y KoMOiHallil 3 iHCyJIiHOM a60 Ccynb(hOHiICEYOBUHOIO, MOXKE
OyTu nmorpibHa MeHIIIa A03a iHCYNiHy abo cynb(pOHiIICEYOBUHH, 11100 3HU3UTHU PUIUK
rinornikeMili (quB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHS»).

be3neka Ta e(eKTUBHICTh CAKCATJINTHUHY y BUTJISAAI IOTPiHOI ITIepopaibHOl Teparril B
KoMOiHairii 3 MeTdopMiHOM Ta Tia30IiAMHOIOHOM HEe BCTAHOBIIEHI.

Oco6uBi KaTeropii maiieHTiB

ITauienmu aimHvo20 BiKy (= 65 pokis)

Kopekiiiss mo3yBaHHS TiJIbKU Ha MifCTaBi BiKy He PEKOMEHAYEThCS (OUB. TAKOXK
po3ainu «®apMakonuHaMika» Ta «PapMaKOKiHETUKA»).

IMopyweHHA pYyHKUIT HUPOK

Kopekniss mo3yBaHHS OJId MAIi€HTIB 3 TOPYIIEHHIM (PYHKITil HUPOK JIETKOTO CTYIIE€HS
abo [OJ1d mallieHTiB i3 moMipHUM IopyIiieHHSM QyHKIII HUPOK, [ITK® y SKUX CTAaHOBUTH
= 45 MJI/XB, HE PEKOMEHIYETHCH.

II71g maiieHTiB 3 moMipHUM IopyiIeHHSM QyHKIIiI HUpoK, [IIK® y sKuX cTaHOBUTH < 45
MJI/XB, Ta [OJIS MAILi€HTIB 3 TAXKKUM NOPYLIIeHHAM (QYHKIIil HUPOK OO3y IIpenaparty
OHri3a ciim 3MeHIIUTH A0 2,5 MI' OIUH pa3 Ha mooy.

OHri3a He peKOMeHOBaHa NallieHTaM 3 TEPMiHaJIbHOK CTafi€l0 HUPKOBOI1
HemocTaTHOCTi (TCHH), skuM HeoOxigHU# remopiani3 (ouB. po3nin «Ocob6IuBOCTiI
3aCTOCyBaHHS»).

Ockinbku [03y npemnapaty OHrmiza ciig oOMezKyBaTHu 2,5 MI' Ha OCHOBI (DyHKIIil HUPOK,
PEKOMEHOYETHCS IIPOBOOUTH OLIIHIOBaHHS (DYHKIIl HUPOK OO IIOYATKY JIiKyBaHHS
npenapatoM OHTJIi3a Ta BiATIOBiAHO OO CTaHOAPTIiB NiKyBaHHS 00CTEXEHHS HUPOK CIIif
IMepioaAnYHO ITPOBOAUTH B ITOOANbIIOMY (OUB. po3ainu «OcoOIMBOCTI 3aCTOCYBaHHI» Ta
«®apMaKOKiHETHUKA»).

ITopyweHHs ¢pyHKUil neviHKu



Kopekilisi mo3yBaHHS OJI MAlli€HTIB 3 MOPYIIeHHAM QYHKIII Te4iHKu 1erkoro abo
IIOMIipHOTO CTYyIIeHs He IMoTpiOHa (muB. po3min «®apMakokKiHeTuKa»). CakcariainTuH
ciig 3 00epexKHiCTI0O 3aCTOCOBYBATHU MalliEHTaM 3 IIOMipHUM MOPYIIeHHIM QYyHKITi1
MIEeYiHKH i He PEKOMEHOYEThCA 3aCTOCOBYBATHU MallilEHTaM 3 TSIXKKHUM IIOPYILIEHHSIM
¢yHK1Iil mevinku (OuB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS»).

Cnocib 3acTOCyBaHHSA

[Tpemapat OHri3a TPUUMAIOTh He3aJIeKHO Bill BXKMBAHHS 1Ki y OyOb-IKUM YacC IHS.
TabneTku He MOXKHa OinuTHU abo po3pizaTu. AKI0 TPUKMOM 03U IIPOMYIIEHO,
npenapart ClIif OpUUHATH OApa3y, K TiJIbKU IMallieHT Opo Iie 3ragae. He cmig
NpUK¥MaTH IMOABIMHY OO03y Y TOM CaMUU OEHb.

itk

Be3neka Ta e()eKTUBHICTh 3aCTOCYBaHHSA OiTAM He BCTaHOBJIEHi, ToMy OHIJIi3y He CIif
3aCTOCOByBaTH OiTAM. [laHi BifCyTHI.

Ilepeno3yBaHHA

[Tpenapat OHTJi3a He BUSIBIISAE KITIHIYHO 3HAYYIIOT0 BILJIMBY Ha iHTepBan QTc abo
4aCTOTy CeplieBUX CKOPOYEHb IIPHU 3aCTOCYBaHHI IepopasbHo B fo3ax go 400 mr Ha
noOy mpoTsroM 2 TuXkKHiB (y 80 pasiB Buillle Bim peKOMeHIoBaHOl Mo3u). Y pasi
nepeno3yBaHHSA CJIil IPU3HAaYUTHU BiAIOBIOHE MIATPUMYIOYe JIIKyBaHHS 3TiAHO 3
KJIIHIYHMM cTaHoOM mnanieHTa. CakcarinThuH Ta H0oro OCHOBHUM MeTaboJIiT MOXKHa
BUBOOUTH LIJIIXOM reMopianmisy (23 % go3u npoTsarom 4 roguH).

IToOiuni peakmii

Pe3iome npogiato 6e3neku

Y nnaie60-KOHTPOIbOBAHUX OOCIIAXKEHHSIX HaldacTille 3apeeCTPOBaHUMU NOOIYHUMU
peakLisiMu, 1110 CrocTepiranuca y = 5 % mnalieHTiB, siKi OTpUMyBaJId IIpenapar
OHrmiza y go3i 5 Mr, Ta i3 Gi/IbIIIOI0 YaCTOTOIO0, HiXK y I'PYIIi 3acTOCYBaHHS Ijaiebo,
Oynu iHdeKIlil BepxHix nuxanbHuxX NIaxiB (7,7 %), iHdekirii cevoBuBigHUX 1IIsAXiB (6,8
%) i ronoBHUM 6inb (6,5 %).

3aramoMm 4148 mailieHTiB i3 ykpoBuM giabetoMm II Tuny, i3 skux 3021 oTpumyBaB
OHrni3y, 0ysm paHOOMi30BaHi y UIICTh MOABIMHUX CIIININX, KOHTPOJIbOBAHUX KITIHIUYHUX
mociiaKeHb 60e3meKky Ta e()eKTUBHOCTI, ITPOBEIEHUX i3 METOIO OLIIHKHU BIIJIUBY
CakCarJinTUHY Ha KOHTPOJIb TIiKeMil. Y paHAOMi30BaHMX, KOHTPOJIbOBaHUX,
MOMABIMHMUX CHIINMUX KIIHIYHUX OOCITiIXKEeHHIX (BKIII0Yalo4y IIepios po3poOKHU i mocBing
ImicsgipeecTpaliiHoro 3acrtocyBanHs) rmoHan 17000 manieHTiB i3 HykpoBuM niabeTom 11



TUIIy OTPUMYBAJIU JIiIKyBaHHS IIpenapaToM OHIJIi3a.

3a pe3ynbTraTaMu 00’egHAHOTO aHalily maHux 1681 marieHTa i3 miabeTom II Tumy, i3
akux 882 npuuManu OHIIII3Y y 0031 5 MI', paHIOMI30BaHOI'0 [OJI Y4YacCTi y II'ATH
MMOABIMHUX CIIIMUX, M1ale00-KOHTPOJIbOBAaHUX KITIHIYHUX OOCHIIXKEeHHSIX O0e3neKu Ta
e(eKTUBHOCTI, IPOBEEHUX OJIS OIiHKU BIIJIMBY CAKCATJIINTUHY Ha KOHTPOJb IIiKeMil,
3arajbHa YacToTa HeOaxKaHUX SIBUII Ha (QOHI 3aCTOCYyBaHHS CaKCaTJIIITUHY y O0O3i 5 Mr
Oysna nomiOHO0 OO0 YacToTH y rpyIi miarebo. [TpunuHeHHs Teparnil yepe3 HebaxkaHi
sIBUIIA Yy TPYIIL 3aCTOCYBaHHS CaKCATJIINITUHY YV 0031 5 MI' TPAILJIAJIOCs YacTille, HiX y
rpyni nnane6o (3,3 % i 1,8 % BinmosigHO).

Tabau4Hull nepeaik HebaxcaHux peakxuitl

[ToGiuHi peakiiil, 3apeecTpoBaHi y = 5% Mmalli€HTIB, AKi TpuUiMaIu CaKCariNTHUH y 031
5 MT, Ta Bifj3Ha4eHi 4acrTille, HiXX y rpyni nnauebdo, abo peakilii, 3apeeCcTpoBaHi y =
2% malieHTiB, SIKi IpUMaly CaKCarJinTUH y 0o3i 5 mr, Ta Ha = 1% i3 6iibII0I0
4acCcTOTOIO, HiXK y rpyri nnaiebo, 3a pe3ynabTaTaMu 00’ €IHAHOTO aHalli3y JaHUX I’ SATH
OOCHigKeHb KOHTPOJIIO I'IiKeMil Ta IOmaTKOBOT0 aKTUBHO KOHTPOJILOBAHOT O
OOCITiIKeHHs IT0YaTKOBOI KOMOiHOBaHOI Teparril i3 MeTdhopMiHOM, HaBedeHi y TabIuIli
4.

[To6iuHi peaxiiil mogaHo 3a KjlacaMU CHCTEM OpPTaHiB Ta abCOJIIOTHOIO YacTOTOIO. 3a
4aCTOTOIO peakilil po3moAiieHi TaKUM YMHOM: AyKe 4acTo (= 1/10), gacto (Big =
1/100 mo < 1/10), HeuacTo (Big = 1/1000 mo 1/100), pigko (Bim = 1/10000 go 1/1000),
nyxe pigko (< 1/10000), HeBimoMO (4aCTOTy HEMOXKJIMBO BU3SHAYUTHU 3a HasIBHUMU
OAHUMH).

Tabnuis 4. YacTtoTa mobivyHMX peakllii 3a KjlacaMM CUCTEM OpPraHiB 3a JaHUMU
KJIIHIYHUX OOCJIAXKEeHb 1 JOCBiny HiciaspeecTpalilHOro 3aCTOCYBaHHS

Krnac cucteMm opraHis
YacToTa noOiYHUX peakliii 3ajIe’KHO Biff CXeMHU JIiKyBaHHS
[ToGiuHi peaxiiii




Cakcarim

CaxkcarmnTtuH SIK
CakcarmnTuH . i CaxkcarmnTyuH|gOIIOBHE
CakcarminTul . L. ] ,
SIK ) . . |cynbdoninceyo-|i TiazomiouH- |00 KOMO]
. |1 meTdopminl )
MOHOTepaIlris BUHA OioH MeTdOop)
(rmibenknamin) i3 cynmbd
CEYOBUH
Indexkrii Ta iHBa3il
[HekIril BepxHix
_ 4acTo 4acTo 4acTo 4acTo
OUXaJIbHUX MINISIXiB
Indexrrii
. . |gacTo 4acTo 4acTo 4acTo
CEYOBUBIOHUX HIJISIXiB
'acTpoeHTEepUT 4acTo 4acTo 4acTo 4acTo
CHUHYCHUT 4acTo 4acTo 4acTo 4acTo
HazodapuHrit Yacro?
Po3nagu 3 60Ky iMyHHOI CUCTEMU
Peaxkirii
. . HeYacTo HeyacTo HeyacTo HeYyacTo
rinep4yTiauBOCTitF
AnadinakTuuHi
peakiiii, B TOMy YHUCJ |_. . . )
. . Pigko Pigko Pigko Pigko
aHadimakKTUYHUN
oK%
Poznagu MeTaboi3My i XapuyBaHHS
'mornikemis IyXxe yacTo3
HucminigeMis HeyacTo
lNneprpurninepuneMis HevacTo
Po3nany 3 60Ky HEPBOBOI CUCTEMU
3amaMOpoOYeHHS 4acTo 4acTo
['osmoBHUM 6iTm 4acTo 4acTo 4acTo 4acTo




Poznmanu 3 60Ky OINIYHKOBO-KHIITIKOBOT'O TPAKTY

AOpoMiHanpHUM OinbT [4acTo 4acTo 4acTo 4acTo
Djapeﬂ4 4acTo 4acTo 4acTo 4acTo
Hucremncisa 4acTo
MEeTEeOpU3M 4acTo
racTpuT 4acTo
Hynorat 4acTo 4acTo 4acTo 4acTo
BrnoBaHHA 4acCTo 4acCTo 4acTo 4acTo
IMaHKpeaTUuTT HEeYacCTO HEe4YacCTo HEeYacCTo HEe4YacTO
3amop T HEU3BECTHO |HEU3BECTHO |HEU3BECTHO HEU3BECTHO |HEU3BEC
Co CTOPOHBI KOXKHU U ITOOKOXKHOU KJIeT4aTKU
Bucunt 4acCTo 4acTo 4acCTo
mepMatur T HEeYacCTO HEe4YacCTO HEe4YacCTo HEeYacCTO
CBepOixT HeYyacTo HeYacTo He4yacTo HeYacTo
Kponus’'ssHkat He4yacTo He4yacTo He4yacTo HeYyacTo
AHTIOHEBPOTUYHUM ) ) ) )

Pinxo Pinxo pioko Pinxo
HaOpsaktt
Bynbo3uuii mnemM@piroigt/Hen3BeCTHO |HEU3BECTHO |[HEU3BECTHO HEU3BECTHO |HEU3BEC
Po3nagu 3 60Ky CKeIeTHOI MyCKyJIaTypH i CIIOJIy4YHOl TKaHUHU
ApTtpanrisg* HevacTo
Miarist® 4acCTo
Po3napu 3 60Ky penpomyKTHUBHOL CUCTEMHU i MOJIOYHHUX 3aJ103
EpexTunrHa
HChYHKIIS HEe4acCTo
3arasnbHi po3jiagy Ta CTaH MiCIsl BBEIEeHHS
BToMtoBaHICTh 4acCTo HeYacTo 4acCTo
[Tepudepuunuit

4acTo

HaOPSIK




1 - B TOMy 4HCIIi CaKCarIilTHH SK JOIOBHEHHS A0 MeT(GOPMIiHY i Yy CKIaAi M04aTKOBOI
KOMOiHOBaHOI1 Teparlil i3 meThopMiHOM.

2 - JIumie mipu Imo4YaTKOBi#i KOMOiHOBaHil Teparil.

3 - CTaTUCTUYHO 3HAYYINOI Pi3HUII i3 rpynoo maamnebo He criocTepiranocs. Bunagku
MigTBEePHKEHO] rinoriikemii 6yu HeyaCTUMU y TPYIIi 3acTocyBaHHsA OHTIIi3M y 7031 5
Mmr (0,8 %) i mmane6o (0,7 %).

4 - YacToTa giapei ctanoBuna 4,1 % (36/882) y rpy1i 3acTocyBaHHS CaKCaTJIHIITUHY 5
Mr i 6,1 % (49/799) y rpyni miaie6o.

5 - Ha ¢oni mogaTkoBOl KOMOIiHOBaHO1 Teparil i3 MeT(hOopPMiHOM Mialris 3apeecTpoBaHa
HeYacTo.

T - [1o6iuHi peakiiii 6yu BUSABIIEHI ¥ IIepiof MmicasipeecTpalliiHOTO CIIOCTEPEXKEHHS.
1 - Jus. po3ninu «IIpotunokalaHHsa» i «OcoOIUBOCTI 3aCTOCYBaHHS».

*¢{BuUIlle TAKOXK 3apeECTPOBaHe y MePIiof IMiCIIpPeeCTPaLiiHOTO CIIOCTEPEXKEHHS (OUB.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

Pe3yavmamu docaidoceHHsa SAVOR

Y mocnimxenHss SAVOR Oynu BkiodeHi 8240 mallieHTiB, siKi mpuiMasny mmpemapar
Onrmiza y gosi 5 mr a6o 2,5 Mr oguH pa3 Ha mo0y, i 8173 naiieHTH, sKi oTpuMyBaIu
riaie6o. 3arajgbHa 4YacToTa HeOaxKaHUX SIBUI y TPYIIi 3acTocyBaHHsA OHTJII3U y LIbOMY
OOCITimzKeHHi Oyya momgibHo [0 4YacTOTH y rpyni miaamebo (72,5 % i 72,2 %
BiOIIOBIOHO).

YacToTa BUIAAKIiB MiATBEPAKEHOTO TAaHKPEATUTY Yy IOyl IallieHTiB, SKUM OyI10
npu3HadeHo nikyBaHHs (intent-to-treat), cranoBuna 0,3% K y rpyni 3aCTOCyBaHHSA
npenapaty OHrila, Tak i y rpymi 3acTocyBaHHS Ij1a1ie6o.

YacToTa peakliil rimnepyyTiIuBOCTi cTaHoBuma 1,1 % y rpy1mi 3acTocyBaHHS IIpelapaTry
Onrmisa i y rpymi 3acTocyBaHHA Inaneoo.

3aranbHa YacToTa IMOBiHOMJIEHD IIPO BUMNAOKM TiIlloOriaikeMil (3a JaHUMHU IIIOOEeHHUKIB
naiienTiB) craHoBuna 17,1 % y rpymi 3acTocyBaHHs mpemnaparty OHrmizai 14,8 %y
rpymi nnamne6o. YacTka mallieHTiB, y SKUX Ha (OHi JTiKyBaHHSA OyJiM 3ape€eCcTpoBaHi
BUIIAAKW CEPUO3HOI rinmoriikeMii (IKy BU3Ha4YanIu SK SBUIIE, 110 BUMarasjao JOTIOMOTH



iHIIIOI JTIOOMHMU), V TPYIi cakcarminTuly O0yma 6inbIoio, HixK y rpyni nnauebo (2,1 % i
1,6 % BigmosigHO). ITigBuIleHNY PU3UK TINOTIIIKEMIl B I[iJIOMy Ta CEPHO3HO1L
rinoriikeMil, Bii3Ha4YeHUHU y T'PYIIi 3aCTOCYBaHHSA CaKCarJlIITUHY, CIIOCTEPIraBcs
IepeBaxXHO y IAalLll€HTIB, Ki Ha BUXIAHOMY eTalli 3aCTOCOBYBaJIu IIpernapaTtu
Ccynb(hOHIJICEYOBUHY, ajie He B TUX, XTO Ha BUXiJHOMY eTalli OTpUMyBaB MOHOTEpPAIIito
iHcyninoMm abo meTdopminoM. ITigBuileHM# PpU3UK TiMOrIikKeMii 3arajoM i cepiio3Hol
rinoraikeMil 3arpoXKyBaB IIepeBaXKHO NallieHTaM i3 BuxigHuM piBHeM A1C <7 %.

3HUKeHa KilnbKicTh miMdonuTiB Oyna 3apeecTtpoBaHa y 0,5 % mauieHTiB rpynu
3actocyBaHHsa OHri3u i 0,4% mallieHTiB rpynu 3aCTOCyBaHHSA Ijaneoo.

['ocmiTamnizalis yepes cepleBy HEOOCTATHICTS y I'PYIIi caKCarjlllTUHY Tpalljisjiacs
yacrime (3,5%), HixK y rpyni miamebo (2,8%), i3 HOMiHaIbHOI CTAaTUCTUYHOIO
3HAYYIIiCTIO Ha KOPUCTH MJiarebo [cmiBBimHoImeHnHs pu3ukiB (CP) = 1,27; 95 % I
1,07, 1,51); P = 0,007]. Jus. TakoxK po3ain «PapmMakKoguHaMiKa».

Onuc oKpeMux Ho0iYHUX peaKIii

I'inoeaikemis

YacToTy rinormuikemil migpaxoByBaiu 3a BCiMa NOBITOMJIEHHSIMU IIPO TiMOTIiKeMilo;
CYIIyTHBOT'O BUMipIOBAHHS PiBHS I'JIFOKO3U HE BUMarasocs.

[Tpu 3acToCcyBaHHI mpenapary sK IOIIOBHEHHS A0 KoMOiHaIlil MmeTdopMiHy i3
Cynb(pOHIICEYOBUHOIO 3arajibHa 4aCcTOTa 3apeECTPOBAHUX BUIIAJKIB TilOTIiKeMil
crtanoBuna 10,1 % y rpyni npenapaty OHrmisa y go3si 5 mr i 6,3 % y rpymi nnaie6o.

[Tpu 3acToCcyBaHHI Ipenapary SK JAOIIOBHEHHS [0 iHCyniHy (i3 MeTdopMiHOM abo 6e3)
3arajibHa 4aCcTOTa 3apeEeCTPOBaHUX BUIIAIKIB rinmoraikemii cranoBuna 18,4% y rpymi
3acTocyBaHHs OHTIi3u y go3i 5 mri 19,9 % y rpymi nnane6o.

Pe3yabvmamu nabopamopHux 00CAI0HCEeHb

Y KniHiYHUX OOCHiAXKEHHSIX YaCTOTa TaKUuX HeOaKaHUX peakllil, siK 3MiHU
sabopaToOpHUX MMOKa3HUKIB, OyJia MOAiOHOIO y MAalliEHTiB, SIKi OTPUMYyBallu
CakKCarjinTUH y 0o3i 5 MrI, 1 y TUX, XTO OTpUMyBaB Iyalnebdo. CriocTepiranocss HeBeJlukKe
3MeHIIIeHHsT a0COJII0THOI KiTbKOCTi smiMmoruTiB. 3rigHo i3 pe3yabTaTaMu aHami3y
CYKYITHUX OaHUX I11ale00-KOHTPOJIbOBAaHUX [AOCIII?)KEHDb, CEPENHE 3HUXKEHHS
abCoITI0THOI KiNTbKOCTI JTiMdoruTiB cTaHoBuI0 pubiau3Ho 100 KIiTUH/MKIT ITOPiBHSHO
i3 MoOKa3HMKaMU TPynu Itailedbo Opu BUXIOHINM aOCOMIOTHIM KiTbKOCTI TiM@POLUTIB
npubnusxo 2200 kmitua/MKI. CepenHst abCOMIOTHA KinbKiCTh MTiMQOIIUTIB nuiIanacs
cTabiIbHOIO IIPU MIOJAEHHOMY 3aCTOCYBaHHI ITpemapaTy nIpoTsarom mnepiogy go 102



TUKHIB. 3HUKEHHS KiJIbKOCTI JTiM(OLUTIB HE CyTPOBOAXKYBaIOCSA KIiHIYHO
3HAUYIIUMU HeOaXKaHUMU peakiligmMu. KimiHiuHa 3HAYYIIICTh TAKOTO 3HUXKEHHS
KinTbKOCTi TiM(POIUTIB ITOPIiBHSAHO i3 ITOKa3HUKaMU I'PYIIH Ialledo HeBimoMa.

ITogidomaeHHs npo nido3prosaHi NObiUHI peakuii

Baxx1BO MOBIiZOMIISAATH IIPO ITimO3pIoBaHi MOOiYHI peakilil y micasapeecTpaliiHum
repiof 3acTOCyBaHHS JIiKapCchbKOro 3aco0y. Lle mae 3mory 3gificHIoBaTU Oe3mepepBHUMN
MOHITOPUHT CITiBBiJHOIIIEHHS KOPUCThL/PU3UK JIiIKapChKOT0 3acoly. CrellianicTu y
rajy3i OXOpOoHU 3[I0POB’st 3000B’s13aHi IMMOBIMOMIISATH IIPO OyOb-IKi BUMTAOKU
Migo3pioBaHUX NMOOIYHUX peaklili yepe3 HallioHaJIbHY CUCTEMY 3BiTHOCTI.

TepMmin npuagaTHOCTI
3 ropa.
VYMoBH 30epiranus

30epiratu nipu Temnepatypi He Buile 30 °C. 30epiraté y HeMOCTYIITHOMY [JIS OiTeu
MiCILIi.

YnakoBka

ITo 10 TabneTok y 6micTepi. [To 3 O6micTepu y KapTOHHIM KOPOOIIi.
KaTteropis Bignycky

3a penemnTomMm.

BupoOHUK

Actpa3eneka HOK Jlumuten.

Micie3Haxo/dKeHHsI BHUPOOHHKA Ta HOro aJgpeca MicIisi IpoBaJaXKeHHSI
IisIITBHOCTI

Cink Poap Bi3snec ITapk, Makkncdinmg, SK10 2NA, Benuka bpuranis.
[Ixepeso iHCTPYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTOo mkepesia — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3aCc00iB YKpalHH.
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