BpaxoByroun 0co0IMBOCTI 3aKOHOJJABCTBA 3 PEECTPAILlil JIIKApChbKUX 3ac00iB B YKpaiHi,
3aTBepKeHI MiHICTEpCTBOM OXOPOHHM 370pPOB’ ST YKpaiHU IHCTPYKIT TSl METMYHOTO 3aCTOCYBaHHS
JIKapChKUX 3ac001B, 3apEECTPOBAHUX B YKpaiHi, MOXKYTh JEIIO BiAPIZHATHUCS BiJl YUHHUX
IHCTPYKIIIH /IO 3aCTOCYBAaHHS JIIKAPChKHUX 3ac001B, 3apeecTpoBaHux B €C.

Slkmo Bam crano BigoMo mpo BUHUKHEHHsI MO014HOT peakilii y Bac abo 6:m3bKkoi mroauHau, abo mpo
BUIAJIOK BIACYTHOCTI e(eKTy BiJ OyIb-SKOT0 3 MPOAYKTiB KommaHii Actpa3eHeka, Oy/Ib Jlacka,
noBigomTe mpo 1ie 10 TOB «AcTtpa3eneka YkpaiHa» y OJUH 13 HaBEICHUX HHUXKYE CIIOCOO1B.

Ile mosxnmuBoO 3aiiicHUTH 3a TesnegoroM: +38 050 382 99 89 abo eneKTPOHHOO TOIITOIO
PatientSafety.Ukraine@astrazeneca.com Takos, B MOXeTe IMOBIIOMUTH HaM JIaHy iHpopMaIliio 3a
mocuinaHHaM: https://contactazmedical.astrazeneca.com/content/astrazeneca-champion/ua/uk/amp-
form.html (BuGepiTh MOBY Ta OIIIi0- «ITOBIIOMUTH PO MOOIUHY PEAKIIIO»).

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

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

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

3ATBEPKEHO
Haxa3 MinicrepcTBa 0xopoHn
310pPOB’l YKpaiHH
25.02.2020 Ne 527
Peectpaniiine mocBigueHHst
Ne UA/10715/01/01
Ne UA/10715/01/02

3MIHU BHECEHO
Haxa3 MinicrepcTBa oxoponun

310pOB’sl YKpaiHu

02.12.2020 Ne 2779

IHCTPYKIIA
AJIS MEIUYHOI0 32CTOCYBAHHA JKAPCHKOr0 3ac00y

OHIJII3A
(ONGLYZA™)

Cknao:

Oiloua pe4uouHa . CaKCarliNTHH;

1 TabneTka, BKpUTA IJIIBKOBOIO 000JIOHKOI0, MICTUTh CAKCATIINTHHY T1IpOXJIOPU] Y IIepepaxyBaHH1
Ha CaKcarJIinTuH 2,5 Mr a0bo 5 Mr;

00NOMIdCHI peuosu . TaKTO3a, MOHOT1IpaT; LIEI0JI03a MIKpOKpHUCTaIiuHa, HATPIIO0 KPOCKApMENo3a,
MarHiro creapar Ta 6apBHUKHM a7 2,5 mr: Onaapait 11 6inmit, Onaapait 11 sxoBTuii, Onakoa cuHil;
OapBHuKH U1 5 Mr: Onagpaii 11 6inuit, Onanpaii 11 poxxeBuii, Onakoxa cuHIM.
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Jlikapcbka ¢gopma. TabiieTku, BKPUTI TITIBKOBOIO 000JIOHKOIO.

OcHo8HI i3uKo-XiMIUHI 61ACMUBOCTI:

mabaemky no 2,5 me: NBOOMYKI KpYTJi TaOJEeTKH, BKPHUTI TUIIBKOBOIO OOOJOHKOO, Bif OIiT0-
’KOBTOTO /IO CBITJIO-)KOBTOT'O KOJIbOPY, 3 HanmucoM 2.5 3 ogHoro 00ky Ta Hamucom 4214 3 iHIIOTO,
3po0JIeHi CHHIM YOPHUIIOM;

mabiemkuy no 5 me: TBOOIYKJIl KpyTJIi TaOJIETKH, BKPUTI IJIIBKOBOIO 000JIOHKOIO, POYKEBOTO KOJILOPY,
3 HAaIMCcoM 5 3 oJfHOrO 00Ky Ta HarucoM 4215 3 iHII0ro, 3p00JeHi CHHIM YOPHHUIIOM.

dapmakoTepaneBTHYHA rpymna. [lepopanbHi  rimorjiikemizyrodi  mpemnapatd.  [HTiGiTop
munentuauinentuaasu (iariditop JAIMI1-4). Cakcarnintua. Kog ATX A10B HO3.

Dapmakonoziuni eracmueocmi.

Dapmaroounamixa.

Mexanizm 0ii ma ¢hapmarxoounamiuni epexmu.

CakcarminTtus — Bucokonotyxuuii (Ki: 1,3 HM) cenekTuBHUNM 000pOTHUN KOHKYPEHTHUN 1HT101TOp
AIIIT-4. V mamienTiB 3 mykpoBuM aiaderom Il tumy 3acTtocyBaHHS cakcariinTUHY MPHU3BOIUTH JI0
iHrioyBanus  ¢gepmenTHoi aktuBHOCTI JIII1-4 mpotsrom 24-roguHHoro mepioxy. Ilicus
NEPOPATBHOTO HAaBAaHTAXKEHHS TIIFOK03010 Take iHrioyBanus [I111-4 npu3Boauiio 10 3pOCTaHHA y 2—
3 pasu piBHIB LUUPKYJIIOIOYNX aKTUBHUX TOPMOHIB-IHKPETHHIB, Y TOMY YHCHI TJIFOKaroHOMOAIOHOTO
nentuny-1 (I'TIII-1) ta rmoxo3o3anexHoro iHcynaiHoTponHoro noiinentuay (I'I1), mo 3HMKEeHHS
KOHIIGHTpPALlll TJIIOKaroHy Ta 3pOCTaHHsS IJIIOKO303aJ€KHOI PEaKTUBHOCTI OeTa-KJIITHH, LIO0
CHPUYMHSIIO MiABUINEHHS KOHIEHTpanii iHCymiHy Ta C-nentuay. [locunene BUBUTbHEHHS 1HCYIIHY
Oera-KJIITUHAMM Ta 3HWKEHHS CHUHTE3Y IJIIOKaroHy ajibda-KIiTMHAMHU MiJIITYHKOBOI 3aJ103U
ACOIIIOBATIOCS 3 HIKYMMHU KOHIIGHTPAIIIMU TIIOKO3M HATIIE Ta 3MEHIIECHHSIM KOJWBAHb PiBHIB
I[JIFOKO3HU MICJIs NepOPaIbHOTO HaBAaHTAKEHHS TUIIOK03010 UM NpuitoMy iki. CakcariinTuH MOJIIIIye
KOHTPOJIb TJIIKEMil, 3MEHIITYIOUM KOHIIEHTPAIII0 TJIFOKO3H HATIIE Ta TIIKEMII0 MiCHs MpuiomMy ixi y
MAIEHTIB 3 IIyKpoBuM aiadetom II tumy.

Kniniuna epexmusnicmo ma besznexa.

Y paHI0Mi30BaHMX KOHTPOJIBOBAHUX IMOABIHHUX CIINUX KIIHIYHHUX JOCHIDKEHHSX (BKJIOYHO 13
nepiooM PO3pOOKH Ta JOCBIIOM IMiCISPEECTPALIMHOTO 3aCTOCYBaHHS ) TTOHA 17 THC. MAIIEHTIB 13
ykpoBuM giaberom Il Tumy oTpumyBau J1iKyBaHHS CaKCATJIIITUHOM.

Konmponw enixemii.

VY 6 moABIMHUX CHIMUX KOHTPOIHOBAHUX KIIHIYHUX AOCTIKEHHSIX O€3MeKku Ta e(peKTUBHOCTI, 10
MIPOBOJIMJIUCH 3 METOIO OIIHIOBAHHS BIUIMBY CAaKCarIiNTHHY HAa KOHTPOJIb TJIIKEMii, BCHOTO OYJIO0
pangoMizoBaHo 4148 mauieHTiB 3 ykpoBuMm niadberom II tumy, y Tomy umcmi 3021 maiieHT,
KUl OTPUMYBaB JIKyBaHHS CakcarIinTUHOM. JIIKyBaHHS CaKCarJilTUHOM S5 MI OJIMH pa3 Ha 700y
3a0e3nedyBajio KJIIHIYHO Ta CTAaTUCTMYHO 3HAUYIIE MOKpAIIEHHS MMOKa3HUKIB remorsodiny Alc
(HbAlc), rmroko3u 1uiasMu KpoB1 HATILlEe Ta IICIS BXKUBAHHS X1 MOPIBHSHO 3 Iulane0o Ha Tl
MoOHOTeparii, y kom0iHalii 3 MeTdhopMiHOM (IToYaTKoBa abo MOJATKOBA Teparis), y KoMmOiHamii 3
CyJb(OHUICEUOBMHOIO Ta Y KOMOIHAIlT 3 Tia30imiAuHAIOHOM (nuB. Tabnuiro 1). OueBuaHUX 3MiH
MacH Tija, acOIIOBaHUX 3 CaKCArJINTHHOM, TaKOX HE crocTepiranoch. 3HWKeHHs piBHIB HbAlc
BIJI3HAYAJIOCh B yCIX MIArpynax, BKJIIOYaOUU MIATPYNH 3a CTATTIO, BIKOM, paCOBOIO HAJIEKHICTIO Ta
inaekcom macu Tina (IMT) Ha noyatkoBoMy piBHi; Buiuii piBeHb HbAlc acoritoBaBcs 3 O1bIIOI0
CKOPUIOBaHOI CEPEJHbOI0 3MIHOIO TOPIBHAHO 3 IIOYAaTKOBUM pIBHEM IMPH 3aCTOCYBaHHI
CaKCariinTuHy.

Cakcaeninmun 5K MOHOMeEPAanisi.

JIBa moiBiiiHI cIiMi 11ane60-KOHTPOIbOBAHI TOCIIIKEHHS TPUBAIICTIO 24 THXKHI OyJIM IPOBE/EHI 3
METOIO0 OILIIHIOBAaHHS €(EeKTHBHOCTI Ta O€3MEeKH CaKCarjiNTHHY SK MOHOTepamii y NAalll€eHTiB 3
nykpoBuMm niaderom Il Tumy. B 000X mocnipkeHHSX MpHiOM cakcarminTuHy | pa3 Ha 100y
3a0e3mevyBaB CTATUCTUYHO 3HAUYIIEe OKpameHHs nmokasauka HbAlc (nuB. Tabmumro 1). Jlani nux
JOCIIJKEHb MiATBEPPKYIOTHCS Pe3yJIbTaTaMU JBOX HACTYMHUX 24-THXKHEBHX PETiOHaNbHUX (A3is)
JOCTIIP)KeHb MOHOTEpAIIii, B AKX CaKCATJIITUH 5 MI' TOPIBHIOBAJIM 3 I1ae0o0.

Cakcaeninmun ik 00N08HEeHHs 00 mepanii MemgopmiHoM.
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[Tname60-KOHTPOIHOBAHE JOCITIIKEHHS CAKCATTINTHHY SK JOMOBHEHHSI 10 METPOPMiHY TPUBATICTIO
24 TWXHI IPOBOJWIIM 3 METOIO OIIHIOBaHHS €()eKTUBHOCTI Ta OE3MEeKH CaKCarJiNTUHY B KOMOiHAaITIi
3 MeTQOpMIHOM y TAIIEHTIB 3 HeAoCcTaTHIM KoHTposieM riikemii (HbAlc 7-10 %) Ha T nikyBaHHS
Tibku MeTdopminoM. CakcarminTtuH (n=186) 3a0e3nmeuyBaB CTaTUCTUYHO 3HAYYIIE MOKPAIICHHS
noka3HukiB HblAc, Tmioko3m Harmie Ta MIiCHs BXXKHUBAaHHS 1Ki MOPiBHAHO 3 Twianebo (n=175).
[Toxpamennss nmokasHukiB HbAlc, TIIOKO3W IMicias BXKMBAaHHSA TKI Ta HATIIC MICHS JIKYyBaHHS
CaKkcarIinTuHOM 5 Mr Ta MeTgopmiHoM 30epiranochk nporaroM 102 THXKHIB JOCHIKEHHS. 3MiHA
HbAlc y marieHTiB, sfiki NMpuiMaau cakcarlnTHH 5 Mr y komoOiHaiii 3 Merdopminom (n=31),
MOPIBHSHO 3 THMH, XTO OTpHMYBaB 1uianedo ta Mmerdopmin (n=15), cranosuna -0,8 % na 102-my
THXKHI.

Caxkcazninmun ik 00ONOBHEHHS 00 MEeMPOPMIHY NOPIBHAHO 3 CYNbEOHIICEUOBUHON K OONOBHEHHAM
00 Mem@opminy.

JlocniKeHHsT TPUBAIICTIO 52 THIKHI MPOBOJWIM 3 METOIO OIlIHIOBaHHS €(EKTHBHOCTI Ta OE3IeKH
cakcarmintuHy S5 wMr y komOiHamii 3 wmerdopmiHoMm (428 mamieHTiB) TIOPIBHAHO 3
CyJIb(OHUICEUOBHHOIO (IUIIMI3UI 5 MI' 3 MOCTYIOBUM 30UTbIICHHSM 1034 A0 20 Mr 3a motpelw,
cepemHsi no3a craHoBwia 15 mr) y komoOiHamii 3 merdopminom (430 mamieHTiB) 3 y4acTio 858
naii€eHTiB 3 HegocTaTHIM KoHTposiem riikemii (HbAlc 6,5 %-10 %) Ha Tl JiKyBaHHS TUIBKU
metrdopminom. Cepemnst 1o3a METQOPMiIHY B KOXHIN 3 TpyH JIKyBaHHS CTaHOBHJIA TPUOIM3HO
1900 mr. Yepe3 52 TukHI y Tpylax CaKCarIiNTHHY Ta [IIMI3WAY crocTepiragocs Onu3bke 3a
3HAYCHHSM 3HIDKEHHS TOPIBHSIHO 3 IMOYAaTKOBUM 3HauyeHHSAM mnoka3sHuka HbAlc 3a pesynpraTamu
MIPOBEJICHOTO 3T1IHO 3 MPOTOKOIOM aHamiizy (-0,7 % npotu -0,8 % BiANOBIIHO, cepeliHE TOYATKOBE
3nayenHs HbAlc 7,5 % B o0ox rpymax). AHami3 y MOMyJsimii Hami€HTiB, SKAM MPH3HAYAIOCS
JOCITI/DKYBaHe JIIKYBaHHSI, 1aB Taki * pe3ysibTaT. 3HWKEHHS II0Ko3H 1iasmu Hatiie (I'TTH) 6yito
JIeTI[0 MEHIIUM Yy TPYIIi CAKCATIINTHHY, 1 CIIOCTEpiranocs Oiblie BUMAAKIB MPUIMHEHHS Tepamii (3,5
% npotu 1,2 %) depe3 BiACyTHICTh edeKTUBHOCTI Ha ocHOBI KputepiiB [ TIH mporsarom nepmmx 24
TH)KHIB JTOCIiKeHHs. TakoK MpH 3aCTOCYBaHHI CAaKCArJiNTHHY BUSBJICHO CTaTUCTHYHO 3HAYYIIE
MEHIIIy YaCTKYy MaIli€HTiB 3 rinoriikemiero: 3 % (19 sBum y 13 namientis) npotu 36,3 % (750 saBuin
y 156 manieHTiB) y rpymi Timizumy.

VY mami€eHTiB, SKi OTPUMYBAIH JIIKYBaHHS CAKCATJINTHHOM, BiJ3HAYAJIOCS 3HAYHE 3HMIKEHHS BiJ
MIOYaTKOBOTO PIiBHA MAacH TiJIa MOPIBHSAHO 31 30UIBIICHHSM MacH Tijla y MAaIi€HTIB, SKi MpUAMaIu
rminizun (-1,1 kr npotu +1,1 xr).

Caxkcazninmun sk 0ONOBHEHHSI 00 MeM@pOPMIHY NOPIBHAHO 3 CUMALTINIMUHOM SIK OONOBHEHHAM 00
Mem@opminy.

JocnigxeHHs TpUBaicTiO 18 THXKHIB MPOBOJIMIM 3 METOIO OILIIHIOBaHHS €(EKTUBHOCTI Ta O€3MeKH
CaKkcarJinTuHy B 1031 5 Mr B KoMOiHaii 3 MeTgopmiHoM (403 naiieHTH ) MOPIBHSAHO 3 CUTATTINTHHOM
100 mr y xombOiHarii 3 mergopminom (398 marrientiB) 3 yuyacTio 801 marieHTa 3 HEJOCTATHIM
KOHTpOJIEM TJIiKeMii Ha Tii JiKyBaHHS TUIbKH MeTdopMiHoM. [licng 18 THXKHIB AOCHIHKYBaHOTO
JIKyBaHHSl CaKCarJIIMITUH HE TOCTYMAaBCs 32 €QEKTUBHICTIO CUTAININTHHY CTOCOBHO CEPEIHBOTO
3HWKEHHS BiJ] Mo4aTkoBoro piBHA HbAlc sk 11 momysnawii 3riIHO 3 MPOTOKOJIOM, TakK 1 J17Isl TOBHOI
aHaJI130BaHOi BUOIpKH. 3HM>KEHHS BiJ oyaTkoBoro piBHSA HbA 1c BiAnoBigHO /Ui cakcaryinTUHy Ta
CUTAIJIINITUHY 3a pe3yjbTaTaMM NEPBUHHOIO aHadi3y 3TiHO 3 HpoTokojoMm cTtaHoBwio -0,5 %
(cepenne Ta MeaianHe 3Ha4YeHH:) Ta -0,6 % (cepeaHe Ta MealaHHE 3HAUYCHHS ). 3T1IHO 3 JAaHUMHU IS
MOBHOT BUOIPKHU MIATBEPKYBAIBHOIO aHAJI3y Cepe/lHE 3HIKEHHS MOKa3HuKa ctaHoBWiIO -0,4 % Ta
-0,6 % BIAMOBIAHO AJIsi CAKCATIINTUHY Ta CUTATTINTUHY 3 MEeIIaHHUM 3HIKeHHIM -0,5 % as 060x
rpym.

Caxcazninmun y KomOinayii 3 Mmem@opMiHOM K NOYAMKO8A MEPAnisi.

JlocnmikeHHsT TpUBANICTIO 24 THXKHI MPOBOJAMIIM 3 METOIO OIIHIOBaHHS €()eKTUBHOCTI Ta Oe3neku
CakcarJinTuHy 5 Mr y kom0iHaiii 3 MeT(opMiHOM SIK TOYAaTKOBOT KOMOIHOBAHOI Teparii y Malie€HTiB
3 HeocTaTHIM KoHTposieM riikeMii (HbAlc 8-12 %), sixi paHilie He OTpUMYBAaJIU HISIKOTO JIIKYBaHHSL.
[ToyarkoBa Teparisi 3 BUKOPUCTAHHSM KoMOiHamii cakcarmintuHy 5 mr ta mMerdopminy (n=306)
3a0e3neyunia 3Havylle MOoKpamieHHs mokazHukiB HbAlc, riroko3u HaTmie Ta IIIIOKO3M MicCis iau
MOPIBHSHO 13 3aCTOCYBaHHSM JIHIIIe cakcarminTuhy (n=317) abo merdopminy (N=313) sik mouaTkoBOi
Teparnii. 3MeHIIeHHs noka3Huka HbA1 Bijx moyaTkoBoro piBHs 10 24 THXKHS CIIOCTEPIrajioch B YCiX
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OLIIHIOBAHUX MIATpyNax, BU3HAYCHUX 3a MOYATKOBUMH NokasHMKamMu HbAlc; Oinpin BHpakeHe
3HMKEHHS B1/I3HAYAIOCh Y MAIIE€HTIB, K1 HA TOYaTKOBOMY piBHI Manu nokasHUK HbAlc >10 % (nuB.
tabmumto 1). [Mokpamenus moka3HukiB HbAlc, rmioko3u micis BXKHBaHHS DKi Ta HATIIE MIiCHA
MOYAaTKOBOTO JIIKyBaHHS CaKCArJIINTHHOM Yy 71031 5 Mr Ta MeT(OpMiHOM 30epirajgoch 10 76 THKHS.
3mina HbAlc y mamienTiB, sKi nmpuiiMand cakcariinTUH 1o 5 Mr y KomOiHarii 3 mMeTrhopMiHOM
(n=177), mOpiBHSHO 3 THMH, XTO OTpUMYyBaB MeThopMiH i miamnebo (n=147), cranosuia -0,5 % Ha
76-My THKHI.

Caxkcazninmun K 00no6HeHHs 00 mepanii 2nibeHKIaMiOOM.

[Tnane60-KOHTPOJILOBAHE JTOCIHIKEHHS TPUBATICTIO 24 THKHI MPOBOAWINA 3 METOI OIIHIOBAHHS
e(eKTUBHOCTI Ta 6€31eKH cakcarJinTHHY B KOMOiHaIIi 3 TTIIOCHKIaMi/IOM Yy Talli€HTIB 3 HEOCTaTHIM
koHTposniem rimikemii (HbAlc 7,5-10 %) na MoMeHT BimOOpy Ha Til JIIKYBaHHS TUIbKU
rmibeHKIamMizioM y cyoMakcuManbHuX qo3ax. CakcarmnTuH y KOMOIHAIIT 3 CyIb(OHIICEYOBUHOIO Y
(bikcoBaHii MpoMikHIN 1031 (TIideHKIamia 7,5 MTr) MOPIBHIOBAIM 3 TUTPYBAaHHSM JIO BHINOI 103U
riibenkiaminy (mpubnusno y 92 % mnamieHTiB y rpymi ianebo Ta riiOeHKIaminy 31iHCHIOBAIN
TUTPYBAHHS JI0 OCTATOYHOI 3arajibHOI 1000B0i n10o3u 15 mr). Cakcarnintul (n=250) 3a0e3mneuyBaB
3HaUyIe MOKpalieHHs nmokasHukiB HblAc, riroko3u HaTie Ta miclis BXXKUBAHHS 1Ki TOPIBHSHO 3
TUTPYBaHHSM TIIOCHKIaMiTy 10 BUIoi 103U (n=264). [lokpamenns moka3zuukiB HbA I¢ Ta rimtoko3u
IICJIS BYKMBAHHS 1K1 TICIIS JIIKYBaHHSI CAKCATIIITHHOM 5 MT 30epiranock 0 76 TrkHS. 3MiHa 3 OOKY
HbAlc y namieHTiB, sSiKi IpuiiMail cakcarjiinTuH 5 Mr (n=56), MOPiBHIHO 3 TUMH, XTO OTPUMYBaB
nTiOeHKIaMi 13 TUTPYBaHHSIM J03HM 10 BHUIIOI Ta ranedo (n=27), cranoBuina -0,7 % nHa 76-my
THXKHI.

Caxcaeninmun sk 00N06HeHHs: 00 KOMOIHO8aHOI THCYiHOmMepanii (3 memgopminom abo be3).

Y  24-TxkHEBOMY  paHAOMI30BaHOMY MOABIHHOMY CIIIOMY  IUIANE00-KOHTPOIHOBAHOMY
JOCTIPKeHHI 3 METOK OIlIHIOBaHHS €(PEKTUBHOCTI Ta OE3MEeKW CcakcarlinTHHy B KOMOIHAIii 3
1HCYJIIHOM y CTaOUIbHIH 71031 (B cepelHhOMY Ha MOYaTKOBOMY PiBHI — 54,2 OJIMHUII) 3arajoM B3sUId
y4dacTh 455 mamieHTiB 3 mykpoBuM aiaderom Il tumy 3 HemoctatHiM KoHTposneMm riikemii (HbAlc
>7,5 % 1 < 11%) Ha Tii TUIbKHU 1HCYNiHY (n=141) a0 iHCyiHY B KOMOiHawLii 31 CTabIILHOIO 103010
meThopMminy (n=314). CakcarminTuH 1o 5 Mr SIK JONMOBHEHHS JI0 iHCYJIiHY 3 MeTopmiHOM (abo 6e3)
3a0e3reyyBaB CTATUCTUYHO 3HAUYIIE MOKpalleHHs nmoka3HukiB HbAlc Ta raoko3u micns npuiiomy
K1 gyepe3 24 THXKHI 3aCTOCYBaHHS MOPIBHIHO 3 JIOJIaBaHHSAM ILIAE00 /10 1HCYIiHY 3 METQOpMiHOM
abo Oe3. bnmsbke 3a 3Ha4YeHHsIM 3MeHIIeHHS TNoka3Huka HbAlc mopiBHAHO 3 muane6o Oyio
JIOCATHYTE y MAII€HTIB, Kl MPUHMaNM CaKCArJIiNTHH Yy /1031 5 MI' SIK JIOMOBHEHHS JI0 1HCYJIHY
HE3aJIeXKHO BiA 3actocyBaHHs MerdopMmiHy (-0,4 % s o6ox miarpym). IlokpamieHHst Bix
MOYaTKOBOro piBHS noka3zHuka HbAlc 36epiraniocs y rpyIii 1o/1aBaHHs CaKCArINTHHY J0 1HCYJIIHY
HOPIBHSHO 3 TPYTIOO JI0JIaBaHHs J1anedo A0 iHCyliHy 3 MeTdhopMiHOM abo 6e3 10 52 TuxkHs. 3MiHa
3 6oxy HbAlc ans rpynu cakcarmintuny (n=244) nopisHsHO 3 Tuiane6o (n=124) cranosuna -0,4 %
Ha 52-My THXHI.

Caxcazninmun K 00noHeHHs 00 mepanii miazoniOuHOIOHOM.

[Tnane60-KOHTPOJIbOBaHE AOCHIHKEHHS! TPUBAIICTIO 24 THXKHI MPOBOJMIN 3 METOIO OILIIHIOBAHHS
e(eKTUBHOCTI Ta Oe3MeKU cakcarJinTHUHY y KoMOiHawii 3 TiazomigusaioHoMm (T3/1) y mamieHTiB 3
HesocTaTHIM KoHTposeM riikemii (HbAlc 7-10,5 %) na i nikyBanus Tinbku T3/1. CakcarminTux
(n=183) 3ale3mneuyBaB 3Hayylle MOKpalleHHd MNoka3HuUKiB HblAc, rimoko3um Harme Ta micis
npuiioMmy ki nmopiBHsHO 3 mianebo (n=180). [Tokpamenns nokasuukis HbAlc Ta riroko3u HaTie i
micist IpuioMy XK1 MICHs JIIKYBaHHS CaKCarIiNTHHOM 5 Mr 30epiraiock 10 76 THKHA. 3MiHa 3 OOKY
HbAlc y namienTiB, gki npuiiManu cakcarfJinTHH 5 Mr (n=82), MOpPiBHSHO 3 TUMH, XTO OTPUMYBaB
T3/1 i mnane6o (n=53), cranoBuia -0,9 % Ha 76-My THXKHI.

Caxcaeninmun sk 00no8HeHHs: 00 KOMOIHO8aHOI mepanii Mem@opMiHOM i CYyIbHOHIICEU08UHOTO.
Yceporo 257 mnamieHtiB 3 1ykpoBuM giaberom Il Tumy B3suin ydacte 'y 24-TH)KHEBOMY
PaHIOMI30BaHOMY IMOJBIHHOMY CJINOMY IUIANe00-KOHTPOJILOBAHOMY JIOCHIPKEHHI 3 METOI0
OLIIHIOBaHHS €(EKTUBHOCTI Ta Oe3MeKH cakcariJinTUHy (5 Mr oauH pa3 Ha J00y) y KomOiHamii 3
MeThopMiHOM Ta cynbhoHinceuoBuHOw (CC) y mMamieHTiB 3 HEAOCTAaTHIM KOHTPOJEM TIiKeMii
(HbAlc >7 % ta <10 %). Cakcarmintun (n=127) 3a0e3nedyBaB 3Ha4yIIle MOKPAIIECHHS MTOKA3HUKIB
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HblAc Ta rimoko3u micis BXXKUBaHHS 1Ki MOPIBHAHO 3 mianebo (n=128). 3mina 3 6oky HbAlc mus
TPYIH CaKCariNnTUHY MOPIBHSAHO 3 Tuiaredo cranoBuia -0,7 % Ha 24-My THXKHI.

Cakcaeninmun sk 00noHenHs 00 KoMOIiH08aHoi mepanii danaznighro3unom ma mem@popminom

Y 24-THKHEBOMY  paHIOMI30BaHOMY TOJBIHHOMY  CiinmoMy  IUIane00-KOHTPOJILOBAHOMY
JOCIIJKeHHI, TIPOBEJICHOMY 32 YYacCTIO MAali€HTIB 13 myKpoBuM niaderom Il Tumy, mopiBHIOBaIH
CaKCarjinTUH y 7031 5 Mr i3 mianebo sSK JomoBHEHHs j0 Tepamii B ocid i3 HbAlc 7-10,5 %, sxi
oTpuMyBaii Tepamito gamarmiduiozunom (iariditop SGLT2) ta merdopminom. IlamienTn, siki
3aBEPIIMIN TMOYATKOBUH 24-TWOKHEBUH TepioJ, Majld TMpaBO YBIUTH 10 28-THIKHEBOTO
KOHTPOJIbOBAHOT'O TPUBAJIOTO JIOCIIPKCHHSI POJOBXKEHHS Tepartii (52 THKHI).

Oco0u, sKi OTPUMYyBAJIM TEPAIIID CAKCATTINTHHOM SK JOIOBHEHHS JO jJanariidio3uHy Ta
Merdopminy (n = 153), mocsrmum cratuctuyHo 3Hauyme (p < 0,0001) OubIIMX 3HMKECHD
HbALc nopiBHsHO i3 rpyno0 npuiioMy ianedo sk JOMOBHEHHS 10 Janariidio3uHy Ta MeThopMiHy
(n=162) na 24-my trkHi (auB. Tabmuio 1). Brutus Ha nmokasuauk HbAlc, mo crioctepiraBes Ha 24-
My THKHI, OyJ10 miaTpruMaHo Ha 52-my TkHI. [Ipodine 6e3nexu cakcarainTHHY SK JOIMTOBHEHHS 10
Janarmdgo3uHy Ta MeT(GOPMiHY IPOTATOM TPUBAJIOTO MEPIOAY JIIKYBaHHS BiJIIOB1IaB TPOQ1iIr0, M0
CHOCTEpIraBcs y LBbOMY JOCTI/DKEHHI BIPOJOBX 24-THKHEBOTO MEpIOAy JIKYBaHHS, a TaKOX
y BUIIPpOOyBaHHI, B SKOMY CaKCarJIIMTHH 1 Aanarii(Jo3uH mpu3HaYaId OJHOYACHO SK JIOJAATKOBY
TEpaIiio NamieHTam, Mo OTPUMYBAIH METGOPMIH (ONTMCAHO HIKYE).

Yacmka nauieumis, sKi docsearomov HbAlIc < 7 %

Yacrka namieHTiB, ki gocsarim HbAlc <7 % na 24-my TrxHI, Oyia BUIIOIO y TPYIIi CaKCarTiNTHHY
B 71031 5 Mr + panarmidio3us + merdopmin — 35,3 % (95 % I [28,2; 42,4]) nopiBHSAHO 13 TPYTIOIO
wrane6o + mamarmiduiosun + merdopmin — 23,1 % (95 % I [16,9; 29,3]). Edexr HbAlc,
10 crocTepiraBcs Ha 24-My THXKHI, MIATPUMYBABCS Ha 52-My THXKHI.

Tabmuns 1. KimrodoBi pesynbraty JikyBaHHs npenapatom OHIITiza y 1031 5 MT Ha 100y y 1uiamnebo-
KOHTPOJIbOBAaHUX JOCIHIDKCHHSIX MOHOTEparii Ta JOCIIDKCHHSX Mpernapary SK JONOBHEHHS [0
KOMOiHOBaHOI Teparii

(n=107)
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Cepentie Cepenns  3MiHa
Cepemns  3mina® | HbAlc (%) 3
3HA4YCHHS Ha | .
BiJl IMOYATKOBOI'O | IIONMPABKOIO  Ha
gg;aiT“OBOMY pinst HbAlc (%) | mnane6o ma 24-
Ha 24-My TWXKHI | My THXHI
HbALc (%) (95 % JII)
JOCIIIKEHHA MOHOTEPATIII
Jocmimxerns CV181011 (n=103) 8,0 -0,5 -0,6 (-0,9, -0,4)3
Hocaimkenns CV181038 (n=69) 79 -0,7 (BpaHiti) -0,4 (-0,7,-0,1)*
(n=70) 7.9 -0,6 (BBeuepi) -0,4 (-0,6, -0,1)°
JOCIJIJDKEHHA ITPEITAPATY SK I[OHOBHEHHH/KOMBIHOBAHOT TEPATIIL
Hocaimkennss CV181014: nonouenns | 8,1 -0,7 -0,8 (-1,0, -0,6)°
1o metdopMiny (n=186)
Tocmimxernnas CV181040: nonosHerHst | 8,5 -0,6 -0,7 (-0,9, -0,6)°
no CC! (n=250)
Hocaimkenns D1680L00006: 8,4 -0,7 -0,7(-0,9,-0,5) 3
JIONIOBHEHHS /10 KOMOiHa1ii MeTgopMiH
+ CC (n=257)
Hocmimkenus CV181013: gonoBuenns | 8,4 -0,9 -0,6 (-0,8, -0,4)3
1o T3/1 (n=183)
Hocnimkenus CV181039: mouatkosa
KoMbiHanis 3 MeThopmiHOoM®
3aranpHa nomysiis (n=306) 9,4 -2,5 -0,5 (-0,7, -0,4)’
Buxinuuii piseas HbAlc >10 % 10,8 -3,3 -0,6 (-0,9, -0,3)8




Hocaimkenns CV181168: moganpiie 7,9 -0,5 -0,4 (-0,5, -0,2)°
IOIIOBHEHHS 10 KOMOIHAI1
nanariiguosin + (n=315)
Hocaimkenns CV181057: nonosuenns | 8,7 -0,7 -0,4 (-0,6, -0,2)°
10 iHCymiHy (+/-MeTdopmiH)
3aranpHa nonyssis (n=300)

N — KiJIbKICTh paHI0OMi30BaHUX MAalli€HTIB (IEpBUHHUHN aHali3 e(EeKTUBHOCTI Y MOIMYJIALI{ BCIX MAII€HTIB, SIKUM

MpU3HAYAIH JOCTIKYBaHE JTIKyBaHHS), U IKUX HasIBHI JaHi.

'V rpymi nmane6o npoBoaMIIM TUTPYBAaHHS 3arajibHOi 1000BOI 1031 TIIiGEHKIaMimy Bix 7,5 Mr 1o 15 mr.

2Cepenns 3MiHa BiJl TOYATKOBOTO PiBHS 3 MOMPABKOIO HA 3HAYEHHs Ha BUXigHoMy piBHi (ANCOVA).

$p<0,0001 mopiBHAHO 3 MIaLE6O.

4p=0,0059 nopiBHAHO 3 MIaE00.

®p=0,0157 nopiBHsAHO 3 mw1ane6o.

*Turpysanus merdopminy Big 500 10 2000 Mr Ha 100y 38 YMOBH NEPEHOCHMOCTI.

"Cepenmns 3mina HbAlc — me pisHMmg mix rpynmamu KomOiHamii cakcarminTuH + MeTQOpPMIiH Ta TUTbKH

MeTdopmin (p<0,0001).

8Cepenns 3mina HbAlc — me pisHuMus MK rpynamu KoMOiHaLii cakcaryminTuH + MeTGOpMiH Ta TLIbKH

MeThopMiH.

%Cepennst 3mina HbA l¢ — ne pisHHIA Mik rpynaMyu KoMOiHALIT cakcarIinTiH + qanartigiIo3us + MeThopMiH

Ta panariidiao3ud + merdopmin (p<0,0001).

Caxcaeninmun ma danaznipo3un K 00N08HeHHs 00 mepanii memgopminom

Y  24-THXKHEBOMY pPaHIOMI30BaHOMY IOJIBIHHOMY CJINOMY JOCIHIIPKEHHI 3 BHKOPHUCTaHHSM

AaKTUBHOTO Tpenapary MOPIBHSIHHS 3arajioM B3sUIM ydacTh 534 nopocii HaIi€HTH 13 LYKPOBHM

niaberom Il Tumy Ta HEBIAMOBIAHMM KOHTPOJIEM TJIIKEeMii, SIKi OTPHUMYBQJIM JIKyBaHHS JIMIIIE

metdopminom (HbAlc 8-12 %), mig mopiBHSHHS KOMOIHAIlT caKkcariinTUHY Ta Janarii(io3uny,

JOJIaHUX OJHOYACHO 10 MeT(OopMiHy, 3 CakcarJinTHHOM abo manariipio3MHOM Ha JTOJATOK J0

meTdopMiny. [Tanientu Oynu paHI0Mi30BaHi 10 OJHIET 3 TPHOX MOJBIMHUX CIIMUX TPYI Teparmii, sKi

oTpuMyBaiid 5 Mr cakcarminTuHy i 10 mr mamarmidumosuHy, AomaHi a0 MmerdopmiHy, 5 wmr

cakcarJinTuHy i mianebo, 1oaani 10 Mmetgopminy, abo 10 mMr nanarmidao3uny 1 mianedo, 1oaaHi 10

MeT(opMiHy.

['pyna cakcarminTuHy i qanariidio3uHy JocsArajia 3HauHO OUIBIIMX 3HIDKEHb Mmoka3HukiB HbAlc

HOPIBHSIHO 13 TPYIOIO CaKcarIinTuHy abo panarmidiao3uHy uepe3 24 THxHI (AUB. TaOIHIIO 2).

Tabmuus 2. 3nauenns HbAlc Ha 24-My THXXHI y KOHTPOJILOBAHOMY JOCIIKEHH] 3 BUKOPUCTaHHIM
aKTUBHOIO TMpernapary MOpIBHAHHS: KOMOIHAII0 CaKCarJiNTHHY Ta Aanariiio3uHy, TOJaHUX
OJIHOYACHO J10 MeT(hOpPMiHY, MOPIBHIOBAIH 3 TOEJHAHHAM CAKCATJINTUHY a0o0 aanariigio3uHy
Ha J1oJ1ady 10 MeTQOpMiHYy

IToxazHuk Cakcarnintus 5 Mr + | Cakcarnintul 5 mr + | Jlanarmiguosus 10 mr
e(eKTUBHOCTI nanariiguio3us 10 mr MeT(hOpMIH + MeThopMiH
+ metdopmiH n=1762 n=1792
n=179

Hbaaic (%) Ha 24-My THoxHI
[TouaTkoBuii piBEeHb 8,93 9,03 8,87
(cepenne)
3MiHa Bifg -1,47 -0,88 -1,20
MTOYaTKOBOTO PiBHS (-1,62; -1,31) (-1,03; -0,72) (-1,35; -1,04)
(ckopuroBane
cepenae’)
(95 % D)
BigMiHHOCTI Bix -0,59% - -
KOMO1HaI1 (-0,81; -0,37)
CakcarjinTuH +
MeTQOpMiIH
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(ckopuroBane

cepenae’)

(95 % D)

BiaMmi"HOCTI Bix -0,27° - -

KOMOiHaLi1 (-0,48; -0,05)

CaKCarjinTuH +

MeTGOpMiH

(ckopuroBane

cepenne’)

(95 % D)
TIT1B — no310BXKHi TOBTOPHI BUMIPIOBaHHs (BUKOPMCTOBYIOUH 3HAYEHHS TIEPE PE3EPBHOO TEPAITIEID).
2PanmoMi30BaHi Ta NPONIKOBAaHI MALIEHTH 3 IOYATKOBMM pIBHEM Ta NpHHANHMHI 1 BHMipIOBaHHAM
e(DEeKTUBHOCTI MiCIIS BUX1THOTO PiBHSL.

%Cepenne, po3paxoBaHe JBOETAIIHUM METOIOM, CKOPHTOBAHE 3a MIOYATKOBUM 3HAUECHHSM.
*p < 0,0001.
°p = 0,0166.
Yacmka nayienmie, sxi docaearoms Hbpic < 7 %
3umxenHs piBHA Hbaic MeHm Hik Ha 7 % Oyi0 JOCATHYTO y Ipyni KoMOiHamii cakcaryIinTUHY 1
nmanariidiosuny 41,4 % (95 % 1 [34,5; 48,2]) nopisasHO 3 18,3 % (95 % A1 [13,0; 23,5]) y rpymi
cakcarmintuny Ta 22,2 % (95 % A1 [16,1; 28,3]) — nanarnidio3uny.
Tayienmu 3 nopyuwienusm QpyuKyii HUpoK.
Y 12-twxHeBOMYy 0araTOLIEHTPOBOMY paHIOMI30BaHOMY TMOJBIHHOMY ciinmoMmy Iuiame0o-
KOHTPOJILOBAHOMY JIOCITI/KEHH1 IPOBOIMIIH OLIHIOBAaHHS €()eKTY JIIKyBaHHS CaKCArTIITUHOM 2,5 MT
OIMH pa3 Ha 00y mopiBHsAHO 3 Tuianebo y 170 mamieHTiB (85 mamieHTiB y Tpymi JiKyBaHHS
cakcarJinTUHOM 1 85 mamieHTiB y rpymi miamne6o) 3 mykposum aiaderom 11 tuny (HbAlc 7,0-11 %)
Ta nopymeHHsM GyHKiii HUpoK (momipHuM [n=90], Tsxkum [n=41] abo TCHH (tepminanbha crasis
HUPKOBOI HemoctatHOCcTi) [n=39]). ¥V mpomy nociimkenni 98,2 % mamieHTIB OTPUMYBaJU iHIIE
aHTHUrinepriaikeMiune jikyBaHHs (75,3 % — incynid 1 31,2 % — mepopanbHi aHTUTINEPrIiKeMiuHi
3aco0u; AesKi MalieHTH OTPUMYBAIH 1 Te, 1 iHme). CakcarainTuH 3a0e3neuyBaB 3HAUyIIe 3HKCHHS
piBus HbAlc mopiBHaHO 3 muiane6o; 3mina HbAlc mns cakcarmintuny craHosuna -0,9 % na
tixkHI 12 (3mina HbAlc -0,4 % nns mumamne6o). YacTora migTBEpHKCHUX SBHII TIiMOTIIiKeMil Oyia
JIEII0 BUILOIO y Tpymi cakcarminTuny (9,4 %) nopiBHsIHO 3 Tpynoto mianedo (4,7 %), xoda KiIbKICTbh
NAIIEHTIB 3 Oyb-sIKUMU TINOITIKEMIYHUMU SIBUIIAMM HE BIJpi3HsIAacs B 000X Ipymax JIIKyBaHHS.
HebaxaHoro BIUIMBY Ha (YHKIII0O HHPOK, L0 BHU3HAYaBCS 3a PO3PAXOBAHOIO IIBUAKICTIO
ki1y0oukoBoi ¢inbTparii a6o CrCL Ha TrkHI 12 Ta THXKHI 52, HE CIIOCTEPIranoch.
Hocnioocennss SAVOR (Saxagliptin Assessment of Vascular Qutcomes Recorded in Patients
with Diabetes Mellitus — Thrombolysis in Myocardial Infarction)
VY nocnimxenHi SAVOR Bupuanu cepreBo-cyaunHi (CC) nacminku y 16 492 namientiB i3 HbAlc
>6,5 % 1a <12 % (12 959 — 3i BcTanoBnenuM CC-3axBoproBarusM (CC3); 3533 — nume 3 KiTbKoMa
dakTopamMu pU3MKY), sKI OyiM paHIOMi30BaHi 10 Trpymn cakcarmintuHy (n = 8280) abo mianedo
(n=8212) Ha AOMOBHEHHs J0 pEriOHANBHUX CTaHAapTiB gorsiny s HbAlc ta CC-4yMHHUKIB
pu3uky. JlocnimkyBaHi MOMyJIAIil BKIOYaIU 0oci0 BikoM > 65 pokiB (n = 8561) 1 > 75 pokiB (n =
2330) 3 HopmanbHUM abo nerkuM (n = 13,916) Ta cepeanim (N = 2240), ab6o TsoxkkuMm (n = 336)
HNOPYUIEHHAM (YHKIIT HUPOK.
[lepBUHHOIO KIHIIEBOIO TOUKOIO Oe3meku (He MeHII Oe3nmedyHrM) Ta eeKTUBHOCTI (repeBara) Oyia
KOMOIHOBaHa KiHIIEBA TOYKA, IO CKJajajiacs 70 4acy MEepLIOro BUHUKHEHHS OyIb-fKOi 3 TaKUX
cepito3nux Hebaxxannx CC-nmoxait (MACE): cmepts uepe3 CC3, HedartanpHuil iHGapKT Miokapia abo
HedaTaabHUN 1IeMIYHUNA 1HCYJIBT.
[Ticnst cepeqHBOTO TMEPiOAY MOJAIBIIOTO CHOCTEPEKEHHS, IO TPUBaB 2 pPOKH, BUMPOOYBaHHS
JIOCATIIO CBOET MEPBUMHHOI KiHIIEBOI ToukH Oesneku. Lle cBimuMTh Mpo Te, IO CakcarjJinTUH He
MIJBUIIYE CEPLEBO-CYIMHHOTO PU3MKY B MAIIEHTIB 13 I[ykpoBuM aiaberom Il Tumy mopiBHSHO 3
iane6o npu J10aBaHHi 0 HOTOYHOI CTaHJAPTHOI Tepartii.
Jnst MACE abo cmepTHOCTI 3 ycixX mpuurH HeMae nepeBaru. [lepBuHHa KoMOIHOBaHA KiHIIEBA TOYKA
MACE cnocrepiranacss 3 yacrororo /7,4 % y rpyni cakcarmintuny ta 7,4 % y rpynmi miane6o
.
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(CP = 1,00; 95 % JI [0,89; 1,12]. BropunHa kombinoBaHa kinmeBa Touka MACE miroc
cnoctepiranacst 3 vacrtororo 12,8 % y rpymni cakcarmintuny 1 12,6 % y rpyni maue6o (CP = 1,02;
95 % A11[0,94; 1,11].

OauH KOMIIOHEHT BTOPHMHHOI KOMOIHOBAaHOI KIiHIIEBOi TOYKH, TOCIITaNi3allis 3 TPUBOAY CEpLEeBOi
HEJIOCTAaTHOCTI, CIIOCTEpiraBcs OUIBIIOI MipOIO ITPU 3aCTOCYBaHHI cakcarainTuHy (3,5 %) mopiBHSHO
13 rpynoto miaane6o (2,8 %) 3 HOMIHAJIBHOIO CTaTUCTUYHOI 3HAUMMICTIO Ha KOPUCTH ILIanedo
(CP=1,27; 95 % Al [1,07; 1,51]; p = 0,007). Kniniuao 3Hauumi ¢GakTopH, ki mependadaroTh
30UTBIIIEHHST BIIHOCHOTO PU3UKY Tepamii cakcariJinTHHOM, HE MOXYTh OyTH OCTaTOYHO BHU3HAYCHI.
Cy0’€eKTH 3 MABUIICHAUM PU3UKOM TOCIHITaNi3aIlli 3 TPUBOIY CEPIIEBOI HEIOCTATHOCTI, HE3AJIEHKHO
BiJl MPU3HAUCHHS JKYBaHHS, MOXYTh OyTH iIeHTH(]IKOBaHI 3a BIJOMUMH (DaKTOpaMH PHU3HKY
CEepLIeBOi HEAOCTAaTHOCTI, SK-TO MOYATKOBHII aHAMHE3 3aXBOPIOBAHHS a00 MOPYLICHHSIM (yHKIIT
HUpOK. IIpore cyO’eKTH TrpymH cakcarfJinTHHY 3 aHaMHE30M CepIeBOi HEJOCTaTHOCTI abo
nopyiieHHss (QyHKIIi HUPOK HA MOYaTKOBOMY €Talll He MM MiJBUIICHOIO PU3UKY IMOPIBHSHO 3
iane6o 1mo/10 MepBUHHUX a00 BTOPMHHUX KOMOIHOBaHMX KIHIIEBUX TOYOK a00 CMEPTHOCTI 3 yCiX
MIPUYHUH.

[Ile onHa BTOpMHHA KiHIIEBA TOYKA, CMEPTHICTb 3 YCIX MPUYMH, CHOCTepiraiacs 3 yactoTor 5,1 %
y rpyti cakcarmintuny 1 4,6 % — miaue6o (CP = 1,11; 95 % Al [0,96; 1,27]). CmeptHicTs 3 CC-
NpUYHH OyJ1a MOPIBHSHHOIO y Ipymax JikyBaHHA. J(ucOanaHc y KUIBKOCTI JIeTaIbHUX HACHTIJIKIB HE 3
CEpLIEBO-CYJUHHUX TMPHYMH CIOCTEepiraBcs 3 OLIBIIO KUIBKICTIO TOMIA MpH 3aCTOCYBaHHI
cakcarnintuny (1,8 %), nixk mane6o (1,4 %) (CP =1,27; 95 % A1 [1,00; 1,62]; p=0,051).

A1C OyB HMXYUM JJIs CaKCarJiNTHHY MOPIBHSAHO 13 MJ1a1ie00 B MOUTYKOBOMY aHai3i.

Jimu.

€Bporneiicbke areHTCTBO JIIKapChKUX 3ac00iB 3HsIO 3000B’s3aHHS LIOJ0 HAJaHHS PE3yJbTaTiB
JociKeHb npernapary OHrIti3a B OHIN 4M EKUIBKOX MiATpyNax ATl Ui JIKyBaHHS IIyKPOBOTO
miabery I tumy (muB. po3ain «OcoOaMBOCTI 3acTOCyBaHHs», A€ HaBeldeHa iHopMallis Mpo
3aCTOCYBAHHSI JIITSAM).

Ocobu nimnb020 8iKy

Y BumnpoOyBanHi SAVOR y rpymax mamieHTiB BiKOM BiJl 65 pokiB Ta Big 75 pokiB e€(eKTHBHICTh
1 6e3meKa BiIOBIIamy 3arajibHiil JOCHIIKYBaHIi MOMYJIAIII.

GENERATION — 52-tmxHeBe IOCTIKEHHS KOHTPOMIO Tiikemii y 720 maIieHTiB JITHHOTO BIKY,
cepeHiii Bik AKUX cTaHOBHB 72,6 poky: 433 ocobu (60,1 %) mainu Bik < 75 pokis, a 287 oci6 (39,9 %)
Oyiu BikOoM > 75 pokiB. [lepBuHHY KiHIIEBY TOUKY CTAaHOBHJIA YaCTKa XBOPUX, SIK1 JOCSTIIN MOKa3HUKA
HbAlc < 7 % 06e3 migTBepmxeHoi ab0 TsKKOI rimoriikeMii. BusBieHO BiACYTHICTH pi3HUII
y BIICOTKax Mall€HTIB, AK1 BIANOBLIM Ha Tepamito: 37,9 % (cakcarminTul) Ta 38,2 % (riiMenipum)
JOCATJIM TIEPBUHHOI KIHIIEBOI TOUKH. MeEHIlIa yacTKa XBOPUX MPH 3aCTOCYBaHHI CAaKCATJINTHHY
(44,7 %) mopiBHsHO 13 rpymnoto Thaimernipuay (54,7 %) mocsrna Hbaic 7,0 %. Menma yactka
namieHTiB y rpymi cakcarmintuay (1,1 %) mopiBHsHO 3 Takoro riimernipuny (15,3 %) 3a3nana
MIATBEPHKEHOT0 a00 TSHKKOTO TIMOTIIKEMIYHOTO SBHUIIIA.

Dapmakokinemuxa.

dapMakoKiHETHKa CaKCarjiNTHHY Ta HOro OCHOBHOIO MeTabomiTy Oyna moaiOHOI Yy 3710pOBHX
J0OPOBOJIBIIIB Ta y MAII€HTIB 3 LYKpoBUM Jiadetom I Tumy.

Bcmoxmyeanns.

CakcariinTHH IIBUJKO BCMOKTYETHCS TICHISI TEpOpPaNbHOrO MpHMOMy Yy CTaHl Hartme 3
MaKCUMaJdbHUMH TIa3MOBUMHU KOHIEHTpalissMd (Cmax) CakcarminTHHY Ta MOro OCHOBHOTO
MeTaboiTy, mo gocsaraiaucs npotsaroM 2 1a 4 roauH (Tmax) BiamoBigHO. 3HaueHHS Cmax Ta AUC
CaKCariilnTUHy Ta MWOro OCHOBHOTO METa0oJNIiTy 3pOCTaad MPOMOPIIHHO MiIBUIIEHHIO 03U
CaKCarJinTHHY; Taka TMPOMOPIIAHICTh 1031 crocTtepiramacs B miama3odi go 400 wmr. Ilicns
OJIHOPA30BOTO TMEPOPATBLHOTO MPUHOMY CAKCATTINTHUHY B 11031 5 MI 3JJOPOBHUMH JTOOPOBOJIBISIMU
cepernni 3HaueHHs AUC mia3Mu I cakcariinTHHY Ta HOro OCHOBHOTO METaOOoITy CTaHOBWIIA
78 ur-ron/mn Ta 214 Hr-roa/min BignosiaHo. BinmoBigHi 3HaUeHHS M1a3MOBOT Cmax JOPIBHIOBAIIN
24 ur/mn ta 47 ar/min BianoiaHo. Koedimientn Bapiamii aiig Cmax Ta AUC cakcarfinTuHy B OJHOTO
narieHTa Oynu Hrokue 12 %.
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IuridyBanns aktuBHocTi JAI1I1-4 maa3mu KpoBi i) BIVIMBOM CaKCArIiNTHHY MPOTATOM IIOHAMEHIIIe
24 roauH WiCAs TEPOpaIbHOrO MPUHOMY CAKCATIINTHHY MOSICHIOETHCS BHCOKOIO TMOTYKHICTIO,
BUCOKOIO a(iHHICTIO Ta aKTUBHUM 3B’SI3yBaHHSAM 3 aKTUBHUMU JUITHKAMH.

Bzaemoois 3 idxcero.

[’xa umHMTH BimHOCHO He3HayHMH BIUIMB Ha ()APMAKOKIHETHKY CAKCATJNTHHY Y 3I0POBUX
no6poBoutbIliB. [IpuiioM pazoM 3 iKer (3 BHCOKHM BMICTOM KHPY) HE CIpUUYUHAB 3MIH Cmax 1
npuszBouB A0 3poctanHs AUC Ha 27 % mnopiBHSHO 31 craHOM Harmie. Yac, MpOTATOM SIKOTO
nocaraetbCst Cmax (Tmax), 30ibInyBaBes npuOim3Ho Ha 0,5 TOJUHM MCHIS IPUHOMY Pa3oM 3 TKEFO
MOPIBHSHO 31 cTaHOM HaTiie. L{i 3MiHM OIIHIOIOTHCS SK KIIHIYHO HE3HAYYIIT.

Posnooin.

3B’s3yBaHHs CaKCarIiNTHHY Ta HOr0 OCHOBHOIO MeTaboIiTy 3 Oiakamu in Vitr0 B cupoBariii KpoBi
JFOIMHU HEe3HAa4YHe. TakuM YMHOM, MAJIOMMOBIPHO, 110 3MiHH PiBHIB O1JIKa B KPOB1 BHACIHIJOK PI3HUX
MaTOJIOTITYHUX CTaHIB (HampHKIaa MOpyHieHHS (YHKIII MeYiHKKM a00 HHUPOK) BIUIMBATUMYTh Ha
PO3IO/LI CaKCarIiNTHHY.

biompancgopmayis.

BioTpancdopmariis cakcariinTHHY BiIOYBa€eTbCs MEPEBAXHO 3 yyacTio muroxpomy P450 3A4/5
(CYP3A4/5). OcHoBHHMI MeTaOOMIT CaKCarJNTHHY TaKOX € CEJIEKTUBHUM OOOPOTHUM
KOHKypeHTHUM iHTiOiTopoM III1-4, TOTYXHICTH SKOTO CTaHOBHTH IIOJOBHHY IOTY>KHOCTI
CaKCarJinTuHy.

Bueseoenns.

Cepenniif mepioll HamiBBUBEIEHHS 3 IUIa3MH KpoBi (t12) cakcarlinThHy Ta HOr0 OCHOBHOIO
MeTa0OoIITy CTAHOBUTH 2,5 TOMHH 1 3,1 TOMHM BiIIOBITHO, & CEpeHE 3HAYCHHS t1/2 ISl iHT10yBaHHS
JIII-4 nya3mu kpoBi jopiBHIOBAO 26,9 roguan. CakcariTinTHH BUBOJIUTHCSA 3a JIOIIOMOTOIO SIK
HUPKOBOTO, TaK 1 IEYiHKOBOTO MeTabOMIYHUX NUIAXiB. [Ticist oAHOPa30BOro MEPOPaTHLHOTO TPUHOMY
no3u 50 mr 14C-CaKcaFJ'IiHTI/IHy 24 %, 36 % Ta 75 % n03u BUBOOUTHCS 3 CEUEHD Yy BUIIIAMIL
CaKcarJinTuHy, HOro OCHOBHOTO METa0OJIITy Ta 3arajJbHOr0 Pali0aKTUBHOTO MaTepially BiIIIOBITHO.
CepenHiil HUPKOBHI KilipeHC cakcarminTuHy (~230 mi/xB) OyB BHUILKM Bijl CEPEIHbOI OLIIHIOBAHOL
riomepyIsipHoi dinbrparmii (~120 MI/XB), 110 MEBHOIO MIpPOK CBITYHTH MPO AKTUBHE BUBEICHHS
HUPKaMU. 3HAYEHHS HUPKOBOTO KIIPEHCY Sl OCHOBHOTO MeTaloIiTy Oyl MOPIBHIHHUMH 13
PO3paxoOBaHOK MIBUAKICTIO KITy00oukoBOi (imbTpamii. Ycsoro 22 % NpUAHATOrO palioaKTUBHOTO
MaTepiaiay OyJo BUSBIEHO y Kali, IO BiAMOBiNa€e Ppakiiii 103U CaKCaridinTHHY, 10 BUBOJUTHCS Y
KOBY Ta/ab0 y BUTJISIII HEaOCOPOOBAHOTO JIIKAPCHKOT0 3ac00y 31 IITYHKOBO-KHUIIKOBOTO TPAKTY.

Jlinivunicmeo.

Cmax Ta AUC cakcarminTuHy i1 HOro OCHOBHOTO METaOONITy 3pOCTajM IMPOHOPIIHHO 10 J103H
cakcarmintuHy. CyTT€BOro HaKONMMYEHHS CaKCarIiNTHHY a00 MOro OCHOBHOTO METabodITy Ha Tl
6araTopa3oBoro NpuiioMy OJUH pa3 Ha 100y AJIS KOIAHOTO 3 PIBHIB JI03yBAaHHS HE CIIOCTEPIralioch.
3anexHICTh KIIPEHCY CaKCarJiNTUHY Ta HOro OCHOBHOI'O META0OJIITY BiJ 03U Ta yacy npoTsirom 14-
JICHHOTO MTPUHOMY CaKcarJliTHHY OAMH pa3 Ha 700y B Jiana3oHi 103yBaHHA Big 2,5 mr 10 400 mr He
crocrepiraiach.

Ocobnusi kamezopii nayiecnmie.

THopywenns ¢hynxyii Hupox.

Bigkpure nocmikKeHHs 3 0AHOPAa30BUM IPUHOMOM JIOCIIIKYBaHOTO IpenapaTy MPOBOANIN 3 METOIO
OILIIHIOBaHHS (hapMaKOKIHETHKU CaKCarJiNTUHY MICIs IepopajibHOro mnpuiiomy B a031 10 mr y
MAIli€HTIB 3 PI3HUM CTYNEHEM XPOHIYHOT HHUPKOBOI HEJOCTAaTHOCTI IMOPIBHSHO 3 MAalliEHTaMH 3
HOPMaJIbHOIO (YHKIIEI0 HUPOK. Y JOCIIKEHHI Opaiy ydyacTh MALl€HTH 3 MOPYLIEHHSIM (QyHKIIT
HUPOK, IO KiIacu(iKyBaIMd 3aleXHO BiA KiipeHCy KpeartuHiHy sk Jjerke (IIK® npubnuzno
CTaHOBUTH > 45 — < 90 mi/xB), momipHe (ILIK®D npubnuzHo ctaHoBUTH > 30 — <45 MJ1/XB) a00 TIKKE
(IHK® npubauzHo ctanoBUuTh <30 Mi1/xB), a Takox narientr 3 TCHH Ha remoianisi.

Cryninp nopyieHHs (QyHKIii HUpOK He BIUIMBAaB Ha Cmax CakcarylinTHHY Ta HOr0 OCHOBHOIO
MeTaboiTy. Y Mali€eHTiB 3 JIETKMM HOpYIIeHHsAM (yHKIii HUpok cepeani 3HaueHHs AUC
CakcarJinTuHy Ta HOro ocCHOBHOro Merabonity Oynau B 1,2 Tta 1,7 pa3a BUIIMMH BIAMOBITHO, HIXK
cepenHi 3HaueHHsI AUC y mami€eHTiB 3 HOPMaJIbHOIO (YHKII€I0 HUPOK. OCKIIBKH 3pOCTaHHS L€l
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BEJIMYMHM HE MA€ KIIHIYHOTO 3HAYEHHS, KOPEKIis 03U JUIsl MAli€HTIB 3 JIETKUM MOPYLICHHSM
GyHKIT HIPOK HE PEKOMEHIIYEThCS. Y TAIIEHTIB 3 MOMIPHUM a00 TSDKKHAM MOPYHIEHHAM (PYHKITIT
HUpOK a60 y mauientiB 3 TCHH na remonianisi 3nauennss AUC cakcariinTuHy Ta HOro OCHOBHOTO
Merabomity Oynu Bumumu y 2,1 ta 4,5 paza BignmoBimHo, HDK 3HaueHHS AUC y mariieHTiB 3
HOPMAaJIbHOIO (DYHKITI€I0 HUPOK.

THopywenns ¢hyuxyii neuinku.

VY mamientiB 3 jerkum (knac A 3a Yainmom — I1°10), momipaum (kiac B 3a Yaitngom — I1°10) a6o
TsokkuM (kiac C 3a Yatinnom — [1'10) mopymieHHsIM GyHKIIT TeYiHKH €KCITO3HUIIIS CaKCcarIinTuHy OyJia
B 1,1; 1,4 ta 1,8 pa3za Buimor BiamoBigHO, a excro3uiiss BMS-510849 — na 22 %, 7 % ta 33 %
HUKYOIO BiIIOBITHO, HIX Y 3I0POBUX TOOPOBOJIBIIIB.

Tayienmu nimuvoeo 6iky (> 65 pokis).

VY mnamienTtiB nitHROro BiKy (65-80 pokiB) cmocrepiranacs npubmmusao Ha 60 % Oimpma AUC
CakcarJinTuHy, HbK y Monoaux narieHTiB (18—40 poxkiB). Ll pi3HULS OIIHIOETHCS SK KJIIHIYHO
HE3Hauyla, TOMY KOpeKIis mo3u mpenapary OHIIi3a Ha MiACTaBli TUIBKH BIKy IMalli€EHTa HE
PEKOMEH/TYEThHCSI.

KuainiuHi xapakTepucTuku.
Iloka3zanns.
[Tpenapar OnHrmiza mokasaHWil JAOPOCIMM MallieHTaM, XBOpPUM Ha ILykpoBuii nmiabet Il tumy, sk
JOTIOBHEHHS 10 JI€TH Ta (PI3WYHKUX BIIPAB JJIsl TOKPAIICHHS] KOHTPOJTIO TIIIKEeMii:
e K MOHOTepamis, Koiu MeTHOpMiH HENOUUIBbHUNA dYepe3 MpOTHIOKa3aHHsA  abo
HETNIEPEHOCHMICTD;
e y KoMOiHamii 3 IHITUMHU JIIKAPCHKUMH 3ac00aMu /ISl JTIKYBaHHS IIyKPOBOTO J1ia0eTy, BKIFOUHO
3 1HCYJIIHOM, SIKIIIO BOHHM HE 3a0e3Medy0Th JOCTaTHROTO KOHTPOJIO TIiKeMii (HOCTymHI JaHi
npo pi3Hi KomOiHamii HaBeneHO y po3ainax «OcoOmMBOCTI 3acTOCyBaHHs», «Bzaemomis 3
IHIIMMU JIIKAPCHKUMHM 3ac00aMHM Ta iHII BHAX B3a€MOii» Ta «DapMaKkoarHAMIKa).
Ilpomunoxazannus.
[NnepuyTuBIiCTh 10 11040 pedoBUHU ab0 10 OyAb-sIKOI 3 JONOMIKHUX PEYOBHUH abo cepho3Hi
peaxIiii rinepuyTIuBOCTI B aHaMHEe31, B TOMY YHCIi aHa(iIaKTUYHA PeaKilis, aHaQiTaKTHYHUNA 0K
Ta aHT1OHEBPOTUYHMI HAOpsK 0 Oynab-skoro iHriditopy aunentumuinentuaasu 4 (JAI1I1-4) (aus.
posainu «OcoOauBOCTI 3acTocyBaHH» Ta «[10014H1 peakitii»).

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6u0u 63aEmo0iil.

HaBezneni Hukue KIIiHIYHI IaH1 CB1IYaTh, 10 PU3UK KITIHIYHO 3HAYYIIUX B3a€MOJIIN 3 JIKAPCHKUMU
3aco0aMu, sIKi 3aCTOCOBYIOTh OJIHOYACHO, € HU3BKUM.

Metaboi3M cakcarJinTUHY BiJOYyBaeTbcs MEPEeBaXXHO 3 ydacTio IuToxpomy P450 3A4/5
(CYP3AA4/5).

VY mocnimpkeHHsX N Vitro cakcarminTuH Ta HOro OCHOBHUI METa0OIIIT He COPHYMHSUIIN Hi iHTOyBaHHS
CYP1A2, 2A6, 2B6, 2C9, 2C19, 2D6, 2E1 abo 3A4, =i inaykuii CYP1A2, 2B6, 2C9 a6o 3A4. Y
JOCITIJDKEHHSAX 3@ YYacTIO 3/0pOBUX JIOOpOBOJBIIB HE CIHOCTEpirajocs 3HAYYLUIMX 3MiH
(apMaKOKIHETHKM CaKCarJIINTUHY Ta HOr0 OCHOBHOTO METaOOdITy MiJ BIUIMBOM MET(OpPMIHY,
ri0eHKIaMily, TIOIJIITa30Hy, JWUTOKCHMHY, CHMBAacTaTHHY, OMENpa3oily, aHTaluaiB  abo
¢damotruauny. KpiMm Toro, cakcariinTuH 3Hayylle He BIUIMBAaB Ha ()apMaKOKIHETHKY MET(OPMIHY,
rIi0eHKIaMify, MIOrJiTa30Hy, JIUTOKCHUHY, CHMBACTaTHHY, JIIOYUX PEYOBMH KOMOIHOBAaHHMX
NepOpANbHUX ~ KOHTPAUENTUBIB  (€TMHUIECTPAAioNy Ta HOprecTuMary), muiTiazemMy abo
KETOKOHA30ITy.

VY pa3i 0JJHOYACHOT0 3aCTOCYBAaHHSI CAKCArIINTHHY 3 MoMipHUM iHTi6iTOopoM CYP3A4/5 nunrtiazeMom
Cmax Ta AUC cakcanmnTHHY 3pOoCTalii BiIIMOBITHO Ha 63 % 1y 2,1 pa3a, a BiANOBIIHI TOKa3HUKH JIJIS
aKTUBHOT'O MeTa0oiTy 3HIKYyBanucs Ha 44 % ta 34 %.

VY pa3i 0JHOYACHOTO 3aCTOCYBAaHHS CaKCarJiNTHHY 3 TNOTYyXHUM iHriGitopom CYP3A4/5
KeTokoHa305IoM Cmax Ta AUC cakcarmintuHy 3poctanu Ha 62 % Ta y 2,5 pa3a BiNOBITHO, a
BIJITTOBI1/IHI MMOKA3HUKH JIJIs aKTUBHOTO METa00ITy 3HMKYBaiucs Ha 95 % Tta 88 %.
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Y pa3li OIHOYACHOTO 3aCTOCYBAaHHS CaKCarJdiNTHHY 3 MOTYXHUM iHOykTOopoM CYP3A4/5
pudamminuHoM Cmax Ta AUC cakcarmintuHy 3HMXKyBamucs Ha 53 % Tta 76 % BIAMNOBIIHO.
Excrno3uitiss akTUBHOrO MeTabomiTy Ta iHrioyBaHHs aktuBHOCTiI [III1-4 mma3mu KpoBi y Mexax
IHTEepBaJy JI03YBaHHS HE 3a3HABAIM 3MiH ITiJI BIUIMBOM puUdaMminuHy (auB. po3ain « Oco0mmBoCTi
3aCTOCYBAHHSD?).

OnHovacHe 3acTOCyBaHHs cakcarminTtuHy Ta iHaykTopiB CYP3A4/5, kpim pudamMminuHy (TakKuX sSK
Kapbamasemnin, 1ekcaMmerazoH, ¢peHobapOitan Ta GeHiToiH), He BUBYAIOCH 1 MOXE MPU3BOIUTH 1O
3HMKCHHS TIa3MOBOI KOHIIEHTpAIIl CaKCariIiNTUHY Ta 3pOCTaHHsS KOHIIGHTpAIlii HOro OCHOBHOTO
MeTaboiTy. Y pasi 0JHOYaCHOTO 3aCTOCYBAaHHS CaKCarjiNTHHY Ta MOTyXHUX 1HIyKTOpiB CYP3A4
HEOOXITHUI PeTeNIbHUI KOHTPOJIb TIIiKeMil.

BrmB  KypiHHS, [i€TH, TPOIYKTIB POCIMHHOI CHUPOBHHHM Ta BXXHBAHHS QJKOTONIO Ha
(hapMaKOKIHETHKY CaKCATTINTHHY CIENialbHO HE BUBYAIIH.

Ocobaueocmi 3acmocy8anns.

3azanvHi.

[Tpenapat OHrmiza He CiiJ 3aCTOCOBYBAaTH Malli€eHTaM 3 IIyKpoBHM aiaberom | Ttumy abo mms
JiKyBaHHS 11a0€TUYHOTO KETOAIIUI03Y.

Omrii3a He 3aMiHIOE 1HCYJIiH Y TIAli€HTIB, K MOTPEOYIOTh JIKyBaHHS 1HCYJTIHOM.

Jlikapcbkuit 3aci0 MicTuTh MeHIIe 1 MMonb (23 Mr) no3y Harpito, TOOTO MPAKTUYHO BUIBHHM Bij
HATpIIO.

T'ocmpuii nankpeamum.

3acrocyBanns inri0iTopis JI1I1-4 moB’s13aHe 3 pU3UKOM PO3BUTKY TOCTPOTO TTAHKPEATHTY.

Y mpoueci HIiCIApEeCTPalliiHOIO CHOCTEPEKEHHS CaKCAaiNTUHY TPAIUBUIMCS —CIIOHTAHHI
NOBIIOMJICHHS TpO HeOaXKaHi peakmii y BHIVIAAI TOCTPOTrOo MaHKpeatuTy. llamieHTiB cimin
1H(OpPMYBaTH MPO XapaKTEPHUI CHUMITOM T'OCTPOrO MaHKPEAaTUTYy: Oe3NepepBHUM CUIbHUI OUIb Y
KHUBOTI. Y pasi miJI03py Ha MaHKPEATUT 3acTOCYBaHHs mpernapaty OHIIi3a ClijJy MPUIUHUTH; SKIIO
TrOCTpUM MaHKpeaTUT MiATBeppKEeHUH, npuiiom npenapaty OHIII3a HE CIiJl BiJIHOBIIIOBATH.
[TamienTam 3 aHaMHE30M MAHKPEATHUTY JIIKapPChKHIA 3aci0 BapTO 3aCTOCOBYBATH 3 00EPEKHICTIO.
THopywenns ¢hynxyii Hupox.

s namientiB i3 IHK® < 45 mi/XB peKoMeH0BaHA 7032 CTAHOBHUTH 2,5 MT OJIMH pa3 Ha 100y.
CakcarninTHH He PEKOMEH]Iy€ThCsl 3aCTOCOBYBATH IMAaLllEHTaM 3 TEPMIHAIBHOK CTAJi€l0 HUPKOBOI
HepoctaTHocTi (TCHH), sikum HeoOxinHui remojiani3. PekoMeHAyeThCsl MPOBOJIUTH OLIIHIOBAaHHS
(byHKLIT HIPOK /10 MOYATKY JIiKyBaHHA npenaparoM OHIJIi3a Ta BIMIOBITHO 10 CTAaHAAPTIB JTIKYBaHHS
y TMOAANBUIOMY CJIiJA NEPIOAUYHO MPOBOJUTH OOCTeX EeHHS HUPOK (auB. po3aumm «Crocid
3aCTOCYBaHHA Ta 103U» Ta «PapMaKOKiHETHKAY).

THopywenns ¢ynxyii neuinku.

CakcarnminTvH ciil 3 00epeKHICTIO 3aCTOCOBYBATH MAI[ieHTaM 3 MOMIPHUM MOPYIIEHHAM (DyHKIIT
MEYIHKHU 1 HE pEeKOMEHAYEThCS 3aCTOCOBYBATH Malll€EHTaM 3 TSXKKUM MOPYLIEHHSIM (YHKIIT MeYIHKN
(muB. po3nin «Crnocid 3acTOCyBaHHSI Ta JO3M).

3acmocyeanns 3 niKapcoKumMu 3aco0amu 3 8i00MOI0 30aMHICMIO CRPUYUHAMU 2IN02TIKEMIIO.

Sk BitoMoO, cynb(OHIJICEUOBHHA Ta 1HCYJIIH CIPUYMHSIOTH rinoriikeMito. ToMy y pa3i 3acTOCyBaHHS
B KoMmOiHamii 3 mpenaparoM OHIi3a MOXXE BHHUKHYTH ToTpeda y 3MEHIIEHHI 03
CyJb(OHIJICEYOBUHU a00 IHCYJIIHY AJIS 3HM)KEHHS PU3UKY TiMOTIiKeMii.

Peaxuyii cinepuymausocmi.

[Tpenapat OHIIII3a HE CHi 3aCTOCOBYBATH Malll€EHTaM 13 CEpHO3HUMU peakiisiMU TinepuyTINBOCTI
10 iHriditopis qunentuauanentuaasu 4 (JII1-4) (quB. po3ain «[IpoTunokasaHHs).

VY mporeci micnspeecTpaliifHoro CrocTepeXeHHs, BKIOYal0ul CIIOHTaHHI MOBIAOMIIEHHS Ta AaHi
KJIIHIYHUX JTOCIIPKeHb, Ha TJI1 3aCTOCYBaHHS CAKCATJIIITHHY CIIOCTEPIrarcs Takl HebakaHl peaKiiii:
Cepio3Hi peaklii rinepyyTJIMBOCTI, y TOMY YMCIi aHa(IaKTUYHA peakilis, aHa(ITaKTHUHUH 10K Ta
AHTIOHEBPOTUYHUN HAOpsK. SIKIIO BHHUKAE MiJ03pa Ha CEPHO3HY PEaKIii0 TIMepUyTIUBOCTI 0
CaKcCariinTuHy, CiJ OPUIUHUTH MpHioM mpenapaty OHrIi3a, OLIHUTH iHII HOTEHIHHI TPUYUHU
SBMILA Ta 3aCTOCYBATH aJbTEPHATUBHE JIIKyBaHHS LyKpoBoro niadery (auB. po3ain «Ilo6iuni
peaxiiin).
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Posnaou 3 6oxy wiipu.

YV NOKITIHIYHUX TOKCUKOJIOTIYHUX JTOCITI/DKCHHIX Ha KIHIIIBKaX Yy MaBII CIIOCTEPITaIMCs BUPA3KOBI Ta
HEKPOTHYHI MIKIpHI ypakeHHs. YacToTa ypaXeHHS IIKIpH Yy KIIHIYHUX JTOCTIKEHHAX He Oyna
nigBuieHo. OMUCAaHO MiCIAPEECTPAIliiiHI MOBIIOMJICHHS PO BUCHIIAHHS HA TJI 3aCTOCYBaHHS
kiacy inrioiropis JII1I1-4. Bucumnanus 3a3HaueHo TakoX sk HeOaxkany peakitito (HP) mix wac teparii
npenaparoM Onrmiza (auB. po3ain «Ilo6iuni peakitiin). ToMmy y mporieci pyTMHHOTO JIIKyBaHHS
IpenapaToM Mali€eHTIB 3 YKPOBUM JiabeTOM pEeKOMEHAYEThCS 3/1iCHIOBATH MOHITOPUHT YPaXXKeHb
HIKIpH, 1110 BUHUKIIM, TAKUX SIK IIyXHUPIl, BUpa3Ku a00 BUCUIIAHHS.

bynvosnutl nemghicoio

Ha tni 3acrocyBanns inri0itopiB /II1I1-4, BKIIOYHO 3 cakcarJinTHHOM, Yy HicIspeecTpariiiHui
1epioJ1 MOBIJOMIISIIOCS PO BHUITAJIKU OyJIbO3HOTO TeMiroiny, siki moTpeOyBanu rocmitatizaiii. B
OTNMCAaHMX BUIAJKaX MAIIEHTH, K MIPAaBUJIO, pearyBajy Ha MiclieBe a00 CUCTEMHE IMyHOCYTIPECHBHE
JIKyBaHHS Ta MPUIIMHEHHS npuiiomy iHrioiTopa JIII1-4. SIkmo y mamieHTa 3’ sIBASTHCSA MyXUpi abo
epo3ii mijg yac MpuUiioMy CaKCarJiNTUHY 1 BUHHUKHE IiJjo3pa Ha Oynbo3HUH mem¢iroin, nei
JIKapCchKUK 3aci® ciliJ BIAMIHUTH Ta HAIPaBUTHU MalLll€HTa A0 JEpMaTojora Juisd J1arHOCTUKU Ta
BiJIOBIAHOTO JTIKyBaHHS (IUB. po3ait «I1o0iuHI peakiii»).

Tayienmu 3 nopywennsam Qynxyii iMmyHHoi cucmemu.

[TamienTn 3 mopymeHHsSM (YHKIIT IMyHHOI CHCTEMH, HANpPUKIAN MAali€HTH, SKi MEpeHecIn
TpaHCIUIAHTAIIII0 OpPTaHiB, 00 MAIliEHTH, B SKUX J1arHOCTOBAHO CUHIPOM iMyHoAedinuTy, He Opanu
y4acTi y JIOCIIPKEHHIX Y paMKax MporpaMu KIIiHI9HOT po3poOku npenapary Ounrmiiza. Tomy npodiri
e(eKTUBHOCTI Ta O€3MeKH CaKCarJINTUHY Y TAKUX MAI[I€HTIB HE BCTAHOBJICHI.

3acmocysanns 3 nomyxcnumu inoykmopamu CYP3A4.

3acrocyBanHs Takux 1HAyKTopiB CYP3A4, sx kapOamasemiH, aekcamera3oH, ¢eHoOapOiTai,
¢eniToiH Ta pudaMminmH, MOKe 3MEHIITYBaTH IyKPO3HIKYBAIbHUH eekT npenapaty OHrmiza (IuB.
po3ain «B3aeMois 3 IHIIUMU JTiKapCHKUMU 3ac00aMU Ta 1HII BUIM B3a€EMOJIIN).

Cepyesa Hedocmamuicmy

JlocBin 3acTocyBaHHA IpemapaTy MalieHTaM 13 cepleBol HeaocTtaTHicTio kiacy II-IV 3a
kracudixariero Hpio-Mopkeskoi acoriarii kapaionoris (NYHA) noci o6Mmesxennii. Y HociimKeHHi
SAVOR 0yno mnomiueHO HEBENMKE MIABUINEHHS YacTOTH TOCIITaNi3aliii 4Yepe3 CcepleBy
HEJIOCTATHICTh y TPYIIi MALlI€HTIB, SIKi OTPUMYBAJI CAKCATJIINTHH, TIOPIBHSHO 13 TOKa3HUKOM Y TPYIIi
iane6o, xoya NMPUUYMHHO-HACIIAKOBOTO 3B’S13Ky BCTAHOBJIEHO He Oyio. Pe3ynbTaTé 101aTKOBOIO
aHaII3y HE BKa3yBaJld Ha BIIMIHHOCTI €eKTy 3aJIeXHO BiJl Kiacy 3a kinacudikamiero NYHA. Cnig 3
00epeXHICTIO 3aCTOCOBYBATH INpenapar MalieHTaM i3 BIiIOMUMH (hakTOpaMH PU3MKY rocriTaizanii
yepe3 CepleBy HEAOCTaTHICTb, TAKMMHU SK HAsBHICTh B aHAMHE31 CEpLEBOI HEOOCTAaTHOCTI abo
MOMIPHOT'O YU TSKKOTO MopyIiieHHs GyHKIii HUpokK. [TarieHTiB citijy monepeanTy nNpo XapakTepHi
CUMITOMH CEPIIEBOI HEJOCTATHOCTI 1 MOPAJAUTH IM HETAlHO MOBIJOMIISITH NPO TaKi CUMIITOMH.
Apmpaneis

[TpoTsiroM nicasipeecTpaliitHoro nepiory HaiXoJUJIH MOBIJOMJIEHHS PO BUIMAIKU 00JII0 Y CyTrio0ax,
1HKOJIM 1HTEHCUBHOTO, Ha Tii 3actocyBaHHs iHrioiTopiB JIIII-4 (quB. po3nin «IloGiuHi peakiii).
[Ticnst mpunNUHEHHS 3aCTOCYBaHHSI BHUPAXXEHICTh CHMIITOMIB 3MEHIIYBajlach. Y JESKUX Malll€HTIB
CTHOCTepiraBcs pelyIuB CUMIITOMIB IICJIs TIOHOBJIEHHS Tepamii THM caMuUM abo 1HIINUM iHT10iTOpoM
JIII-4. CuMntoMu MOXYTh BUHUKAaTH HEBJIOB31 MICIS OYATKy Tepanii abo depe3 OLIbIl TpUBAIUN
OPOMDKOK 4Yacy. Y pa3i CHIIBHOrO 00jr0 y cyriio0ax JOLIIbHICTE HMPOJOBXKEHHS Tepamii Ciix
OLIIHIOBATH B 1H/AMBIIyaJIbHOMY MOPAJIKY.

Jlakmosa.

TabmeTku MICTATh JAKTO3W MOHOTiApar. IlamieHTaM 3 TakUMH PIAKICHUMH CHAJKOBUMHU
3aXBOPIOBAaHHAMH, SIK HETIEPEHOCUMICTh FJIaKTO3H, 3arajibHa JJaKTa3Ha HeJ0CTaTHICTh a00 CUHIPOM
MajTba0CcopOIIii TIIFOKO3H Ta TAJIAKTO3H, HE CJIIJI MPUHMATH 11 JTIKapChKHii 3aci0.

3acmocysanns y nepiod sacimuocmi abo 200y8ans 2pyooro.

BariTHicTb.

3acToCcyBaHHsI CaKCarjiNTHHY BariTHUM K1HKaM He BUBUYaIH. Pe3ynbTaTH AOCHTIIKEHb HA TBApUHAX
MOKa3aJli HAasBHICTh PENpPOAYKTUBHOI TOKCHYHOCTI Yy pa3l 3acTOCYBaHHS INpemnapaTry y BHCOKHX
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no3ax. [lorenuiiiauii pusuk ans moaunu HeBigomuil. [Ipenapat OHriza HE MOXHA NPU3HAYATH Y
MepioJ1 BariTHOCTI, 32 BUHATKOM BHITAJIKiB, KOJIH Y I[bOMY € HarajabHa motpeoa.

I'onyBaHHA rpyUIIO.

HeBioMo, 41 €KCKPETYEThCS CaKCATTIINTHH y IPy/JHE MOJIOKO JIFOAMHU. [loCiKeHHsI Ha TBapuHax
MIOKa3aJiu, 10 CaKCAriNTUH Ta/abo HOro MeTaboIiT eKCKPETY€ETHCS Y MOJIOKO. PU3HK 1715 rpyAHOTO
HEMOBJISITH HE MOKHA BUKJIFOUMTH. PilIEHHS 11010 NPUIMHEHHS TPYAHOTO rogyBaHHsS abo Tepartii
npenapaToM CIiJ MpUHMAaTH, BPaXOBYIOUM KOPUCTH IPYJHOTO TOJYBAaHHS JUISl TUTHHU Ta KOPHCTh
Teparnii JuIsl )KIHKH.

DepTUIBLHICTD.

BrmnmB cakcarnminTtuHy Ha (QepTHIBHICTH JIOAWHM HE BHUBYAIH. BriuumB Ha QepTuibHICTH
CIoCcTepiraBcss y CaMIliB Ta CaMOK INypiB, SIKi OTPUMYBAIM IpenapaT y BHUCOKHX J103aX, IIO
CHPUYMHSIIM SBHI O3HAKH TOKCHYHOCTI.

30amuicms eéniusamu Ha WEUOKICMb pearkyii npu Kepy8auHi aA8MOMPAHCHOPMOM ab0 THUUMU
MexXarnizmamu.

[Tpemapar OHrIi3a MOXK€ YMHUTH HE3HAYHUU BIUIMB HA 3[ATHICTh KEPYBATH TPAHCIOPTHUMHU
3ac00aMH Ta MPaIOBATH 3 IHITUMU MEXaHI3MaMH.

Kepyroun TpancnopTHuME 3aco0aMu a0o0 MPAIIO0YX 3 IHITMMH MEXaHi3MaMH, CIIiJ] BpaXOBYBaTH
IMOBIPHICTh 3allaMOPOYEHHS, MPO SKE MOBIIOMIISLIN y AOCTIKEHHAX cakcarmintuHy. Kpim Toro,
MAI[iEHTH TTOBUHHI 3HATH MPO PHU3UK TIMOTIIKEeMii, 1[0 BUHUKAE y pa3i 3aCTOCYBaHHS Tpenapary
Omurmniza B KOMOIHAIII1 3 IHITUMU aHTHA1a0€THYHUMU JIIKapChKUMHU 3aC00aMH, 1110, SIK B1ZIOMO, MOXKYThb
CHPUYHMHATH TIIOTIIIKEMito (HapHUKIIA, IHCYJIiH, CyTb(OHIJICEYOBHHA).

Cnoci6 3acmocyeanns ma 0o3u.

Jlo3zyseanns.

PexomennoBana nmosza mpemnapary OHITi3a CTAaHOBUTH 5 MI' OJUH pa3 Ha 100y. fxmo OHrmizy
3aCTOCOBYBATH y KOMOIHAIIIT 3 1HCYJiHOM ab0 Cynb(OHIICEUOBUHOI, MOKE OyTH MOTPiOHA MEHIIA
no3a 1HCyNmiHY a0o0 Cyib(pOHIUICEYOBHHU, W00 3HU3UTH PHU3UK TIMOTIiKeMii (OUB. pO3IiT
«Oco0IMBOCTI 3aCTOCYBaHHS).

besrneka Ta e(eKTUBHICTD CaKCarJiNTHHY y BHIIIAII MOTPIHHOT epopanbHOi Teparii B KoMOiHaIlil 3
MeT(HOPMIHOM Ta Tia30JIIMH/IIOHOM HE BCTAHOBJICHI.

Ocobaugi kamezopii nayicHmia.

Tayieumu nimuvo2o 6ixy (= 65 poxis).

Kopekuiss 103yBaHHS TUIBKM Ha TMIJICTaBl BIKYy HE PEKOMEHAYETHCS (AMB. TaKOX PO3AUIH
«®apmakoarHamikay Ta «DapMaKOKIHETHKA).

THopywenns ¢hynxyii Hupox.

Kopexkuis 10o3yBaHHs Ui MaLli€HTIB 3 MOPYIIEHHSAM (YHKIIi HUPOK JIETKOTO CTyHeHs abo yis
NAIIEHTIB 13 TOMIPHUM MNOpyLeHHSIM QyHKUii HUpok, IIIK® y skux craHoBuTh > 45 MII/XB, HE
PEKOMEH/Ty€EThCS.

Jlns narieHTiB 3 noMipHUM nopyueHHsIM ¢yHkuii Hupok, IHK® y skux craHoButh < 45 Mi1/XB, Ta
JUIS TIAIIEHTIB 3 TSDKKUM MOPYLIEHHAM (DYHKIIT HUPOK 103y npenapary OHIUII3a Ciiji 3SMEHIIUTHU 10
2,5 Mr oauH pa3 Ha 100y .

Omurmiza He peKOMeHI0BaHa MallieHTaM 3 TepMiHaIbHOO cTaaiero HUpKoBoi HenoctatHoCcTi (TCHH),
AKUM HEoOX1JHUI remoiani3 (AuB. po3aia «OcoOIMBOCTI 3aCTOCYBAHHSD?).

Ockinbkn 103y mnpenapary OmHrmiza ciix oOMmexyBath 2,5 MI Ha OCHOBI (YHKII HHUPOK,
PEKOMEHIYEThCSI MPOBOJUTHU OIIHIOBaHHS (DYHKIII HUPOK J0 MOYATKy JIKyBaHHS IpernapaToM
Omrziza Ta BiAMOBIIHO JI0 CTAaHAAPTIB JIKYBaHHS 00CTEXKEHHS HUPOK CIIiJI MEPiOJUUYHO IPOBOIUTH B
nojaibiomMy (AuB. po3aiin «OcobIuBOCTI 3aCTOCYBaHH» Ta «PapMaKOKIHETHKA).

THopywenns ¢hynxyii nevinku.

Kopekuisi 103yBaHHS 1711 MAlLI€HTIB 3 MOPYLIEHHSAM (QYHKIII MEYiHKU JIETKOro abo MOoMipHOro
cTyneHs He moTpibHa (nuB. po3ain «PapmakokiHeTHka»). CakcarlinTUH Clifl 3 00epeXHICTIO
3aCTOCOBYBATH TMalliEHTaM 3 IOMIPHMM MOpYIIEHHSM (QYHKII MEYIHKA 1 HE PEKOMEHIYEThCS
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3aCTOCOBYBATH MAI[iEHTaM 3 TSDKKMM MOPYIIEHHSAM (YHKIII nediHkd (IuB. po3ain «OcolnuBocCTi
3aCTOCYBaHHS).

Cnocib 3acmocysanHms.

[Ipenapar OHrmiza NpuiMarOTh HE3aJEKHO BiJ BXKUBAHHS 1Ki y Oyab-akui yac qHs. TabmeTku He
MO>KHA JUTUTH 200 po3pizaru. SKIo npuiioM 103 MPOIYIICHO, IpermapaT CiIil IPUHHATH Oapasy,
SIK TUTBKHM TIALIIEHT TIPO 11e 3rajae. He cimin npuiiMaTy moABIHHY 103y y TOW CaMUi JICHb.

imu.

besneka Ta eQeKTHBHICT, 3aCTOCYBaHHs MITAM HE BCTAaHOBIIGHiI, ToMy OHIIZYy HE CIij
3aCTOCOBYBaTH AiTsAM. JlaHi BIACYTHI.

Ilepeoo3ysanns.

[Tpenapat OHrIIi3a HE BUSBIISIE KIIIHIYHO 3HaYYIIOTO BIUIMBY Ha iHTepBasl QTc abo yacToTy cepreBux
CKOPOYCHb IPHU 3aCTOCYBaHHI MepopalibHO B 103ax A0 400 mMr Ha n00y npotsarom 2 TmwxkHIB (y 80
pa3iB BUINE BiJ PEKOMEHJOBAaHOI J03M). Y pa3i mepeno3yBaHHS CIiJl MPU3HAYUTH BiAMOBIIHE
MIATPUMYIOYE JIIKyBaHHS 3T1IHO 3 KJIIHIYHUM CTaHOM TmamieHTa. CakcarJinTHH Ta HOro OCHOBHHMA
METa0OIT MO’KHA BUBOJUTH HUIIXOM remMomianizy (23 % mo3u npotsarom 4 roaux).

Io6iuni peaxuii.

Peswome npoghinio 6esnexu

VY miane60-KOHTPOJILOBAHUX JTOCIKEHHIX HafyacTille 3apeecTPOBAHUMHE TTOOTYHUMHE PEaKIlisiMH,
IO criocTepiranucs y > 5 % nami€eHTiB, ki oTpuMyBaiu npenapat OHriiza y 1031 5 Mr, Ta i3 OUIbI1I0I0
4acTOTOI0, HIXK Yy TPYIIi 3aCTOCYBaHHs Iutane6o, Oynu indekmii BepxHix quxanbHux nuisixis (7,7 %),
iH(dekil ceyoBUBIAHUX NUIAXIB (6,8 %) 1 ronoBHui 6111k (6,5 %).

3aranom 4148 mamienTiB i3 mykpouM aiaderom Il tumy, i3 axux 3021 orpumysaB OHrmizy, Oynu
paHIOMi30BaHl y IIiCTh MOJABIMHUX CIIMUX, KOHTPOJHOBAHUX KIIHIYHUX JOCTIIKEHb OE3MEKH Ta
e(EeKTUBHOCTI, TPOBEICHNX 13 METOI0 OLIHKH BIUIUBY CAKCAlMIINTHHY HAa KOHTPOIb TIiKeMii. Y
PaHJOMI30BaHHUX, KOHTPOJIbOBAHUX, IMOABIHHUX CIINMUX KIHIYHUX JOCIIHKEHHSAX (BKIIOYAIOYH
nepioj po3poOKH 1 JOCBI micisapeecTpaliitHoro 3actocyBanHs ) monay 17000 marieHTiB i3 Iy KPOBUM
niaderoM Il Tuny oTpumyBanu JaiKyBaHHs npenapatoM OHIITi3a.

3a pesynbraTamMu 00’€qHaHOrO aHamilzy naHux 1681 mamienrta i3 miaberom Il Tumy, i3 skux 882
npuitmanu OHITI3Y y 1031 5 MT, paHI0Mi30BaHOTO JJIsl yYacTi y I SITU MOJABIHHUX CIINUX, Mamnedo-
KOHTPOJIbOBAHUX KJIIHIYHUX JOCTIHPKCHHSIX O€3MeKH Ta €PEeKTUBHOCTI, MPOBEACHUX ISl OI[IHKU
BIUIMBY CaKCarJliITHHY Ha KOHTPOJb TIJIIKEeMIi, 3arajbHa 4YacToTa HeOaXaHWX SBMI Ha (OHI
3aCTOCYBAHHSI CaKCarJNTUHY Yy 1031 5 Mr OyJia oAi0HOI0 10 4acTOTH y rpyIi mianedo. [Ipununenns
Teparnii yepe3 HeOakaHi sBMIA Yy TPyl 3aCTOCYBAaHHS CAKCAIINTHHY y 1031 5 MI' Tpamsuiocs
yacrinle, HiK y rpymi miane6o (3,3 %1 1,8 % BianoBinHO).

Tabauunuii nepenix HebadcaHux peaxyii

[To61uni peakiii, 3apeecTpoBani y > 5% Malli€HTIB, AKI MPUAMATN CAKCArJINTHH y 7031 5 Mr, Ta
BiJ[3HAU€H1 4YacTille, HDK y rpymi Iuiane6o, abo peakiii, 3apeecTpoBaHi y > 2% Nalli€eHTIB, sKi
MpUMaIM CaKCarJiNnTUH y 7031 5 MT, Ta Ha > 1% 13 OLIBIIOI YaCTOTO0, HIXK y Tpymi Iaredo, 3a
pe3ynbTaTaMu 00’ €JHAHOTO aHaMi3y JaHUX I’ SITH AOCTIIKEHb KOHTPOIIO IITiKeMii Ta J0JIaTKOBOTO
aKTHBHO KOHTPOJILOBAHOTO JIOCHI/PKEHHSI MOYaTKOBOI KOMOIHOBaHO1 Teparii 13 MeThOpMIHOM,
HaBezleH1 y Tabmui 4.

[ToOiyH1 peakIiii MojaHo 3a KjacaMH CHCTEM OpraHiB Ta aOCOJIOTHOIO YacTOTOI0. 3a YacTOTOIO
peaKIlii po3moIiieHi TAKUM YHHOM: Tyxe yacto (> 1/10), gacto (Big> 1/100 no < 1/10), neyacro (Bix
> 1/1000 mo 1/100), piako (Bimx > 1/10000 mo 1/1000), xyxke piako (< 1/10000), neBimomo (qactoty
HEMOJKJIBO BU3HAYUTH 32 HASIBHUMU JTaHUMHU ).

Tabmuus 4. Yacrora moOIYHMX peakIiifi 3a KjacaMd CHCTEM OpraHiB 3a JaHUMHU KIIHIYHHX
JOCTIPKEHb 1 JJOCBITY MICISPEECTPALITHOTO 3aCTOCYBaHHS

Kitac cucrem Yacrora noOIYHUX peakiiil 3aJeKHO Bl CXeMHU JIKyBaHHS
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OprasiB Cakca- Cakca- CakcarminTuH 1 CakcarminTuH i | Cakca-
[To61uni peakirii DJIIITHAH K DUTITITHH 1 Cynb(hOHIICEUO- | Tia30J1IuH- DJITITHH K
MoHoTeparist |MeTdopmid' |BuHa TIIOH JIOTIOBHEHHS
(rmbeHkIamin) 10 KOMO1Haii

MeTdopMiHy
13 cynbdoHiI-
CEYOBUHOIO

Inghexyii ma insaszii

Indekmii Bepxnix |Yacto Yacto YacTto YacTto

IUXaJbHUAX IUIAX1B

Iadexmii Yacro Yacro Yacro Yacro

CCYOBMBITHUX

HUISAX1B

l'actpoenTepur Yacro Yacto Yacto Yacto

Cunycur Yacro Yacro Yacrto Yacrto

Hasogapunrit Yacro?

Poznaou 3 6oky imynnoi cucmemu

Peakmii Heuacto Heuacto Heuacto Heuacto

rinepuyTauBocTi'*

AHnadinakTuysi Pinxo Pinko Pinxo Pinxo

peaxiiii, B ToMy

qHCIi

aHaQUIAKTHIHAN

ok '+

Poznaou memabonizmy i xapuyeanus

[Nnormikemis Jyske 4acTo’

Hucninigemis Heuacrto

lNneprpurniuepu- Heuwacto

eMist

Poznaou 3 6oky nepeosoi cucmemu

3arnaMopoYeHHs Yacro Yacto

lonoBHuii 61116 Yacto Yacto Yacto Yacto

Poznaou 3 60Ky uLnyHko8o-KuwKo8020 mpaxmy

AOIoMIHATBEHUN Yacto Yacto Yacto Yacto

oins'

Jiapes* Yacro Yacto Yacto Yacto

Hucnerncis Yacto

Mereopusm Yacto

I'actpur Yacto

Hyz[OTaT Yacto Yacto Yacto Yacto

biroBanus Yacto Yacro Yacto Yacto

[ankpearnt’ Heuwacto Heuacto Heuwacto Heuwacto
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Banop' Hesimomo Hesimomo Hesigomo Hesigomo Hesimomo
Poznaou 3 6oky wikipu i niowkipnoi kKiimkosunu

Bucun' Yacro Yacto Yacto

Jepmatur’ Heuacrto Heuacrto Heuacrto Heuacrto

Caep6ix' Heuacro Heuacro Heuacto Heuacro

Kpornus’suka’ Heuacrto Heuacrto Heuacrto Heuacto
AHrioneBpoTruHuii | Pigko Pinko Pinxo Pinxo

HaOpsk '

Bynbo3auit Hesinomo Hesigomo Heigomo Hesigomo Hesigomo
HeM(biro'l'):fr

Poznaou 3 6oky ckenemmuoi myckynamypu i cnoiyyHoi mKkaHuHu

Aprparis” Heuacto

Mianris® Yacro

Poznaou 3 boky penpooykmuenoi cucmemu i MOIOYHUX 347103

EpextunbHa Heuacto

nuchyHKIis

3azanvHi poznaou ma cmau micys 66e0eHHs

BromitoBaHicTh Yacro Heuacrto Yacro
[Tepudepuunuii Yacto

HaOPsIK

B TOMY YHCIII CAKCAIJIINTHH K JOMOBHEHHS 10 MET(QOPMIHY 1 y CKJIa/Ii MOYaTKOBOi KOMOIHOBaHO1

Teparii i3 MeTpOopMiHOM.

2 JInmre npy IOYATKOBIH KOMOiHOBaHIH Tepartii.

3 CraTucTHYHO 3HAUYIIOT Pi3HUII i3 TPyIOI0 MIane6o He crocTepirazocs. Bumaaxn miaTBepKeHol

rinoryikeMii OyJiu HE4aCTUMHM Yy TpyIi 3acTocyBaHHs OHrizu y 1031 5 mr (0,8 %) 1 mutane6o (0,7 %).

* Yacrora miapei cranoBmna 4,1 % (36/882) y rpymi 3acTocyBaHHS cakcarminTuHy 5 Mr i 6,1 %

(49/799) y rpymi mnarebo.

Ha ¢oni noyatkoBoi koMO1HOBaHO1 Tepamnii 13 MeTGOPMIHOM MialIris 3apeecTpoBaHa HEYACTO.

T Io6iuni peakiiii Oyiu BUABJIEH y TIepioJ] MiCIAPEECTPAIIIHOTO CIIOCTEPEKEHHS.

! Nus. posnimu «IIpoTtunokasanus» i «OcoBIMBOCTI 3aCTOCYBAHHS.

*SIBuie TakoXK 3apeecTpoBaHe y MepioJ] MIiCIAAPEECTPallifHOTO CIIOCTEPEKEHHsS (AMB. PO3.LI

«Oco0aMBOCTI 3aCTOCYBAaHHS).

Pezynomamu docnidocenns SAVOR

VY nocnimkenHs SAVOR Oynu Bxiatodeni 8240 namieHTiB, ki npuiiManu npenapat OHriiza y 1031

5 mr abo 2,5 mr oauH pa3 Ha 100y, 1 8173 mamieHTu, ki oTpUMyBalHd IJanebo. 3aranbHa yacToTa

HeOakaHUX SABUI y TPy 3acTocyBaHHs OHIIIIZHY Y IIbOMY JTOCIIIKEHHI 0yJia 10110HOI0 10 YaCTOTH

y rpyii mwiane6o (72,5 % i 72,2 % BiANOBITHO).

YacroTa BUNAAKIB NIATBEP/HPKEHOI0 MAaHKPEATUTY Y MOMYJIALI] Hall€HTIB, SKUM OyJI0 IpU3HAYEHO

JikyBaHHs (intent-to-treat), cranoBmiia 0,3% sk y rpymni 3actocyBaHHs npenapaTy OHIUiza, Tak 1y

TPy 3aCTOCYBaHHS I1ane0o.

YacToTa peakuiil rinepuymmBocTi ctanoBuia 1,1 % y rpyni 3actocyBanHs npenapary OHriza iy

TpyIIi 3aCTOCYBaHHS I1ane0o.

3aranpHa 4acTOTa MOBIAOMJICHb MPO BUMAAKHU TIMOTIiKeMii (32 JaHWMHU HIOJCHHUKIB MAIli€HTIiB)

cranoBuia 17,1 % y rpymi 3actocyBanHs npenapary Onrmiza 1 14,8 % y rpymi mmamne6o. Yactka

NAIli€HTIB, Y AKUX Ha (oHi JiKyBaHHS OyJu 3apeecTpOBaHI BUIAJKH CEPHO3HOI rinmormikemii (SKy

BU3HAYAIM SK SBUINE, [0 BHMAarajo JOMOMOTH IHIIOI JIOJWHHU), Y TPyIl cakcarTinTuHy Oyia

OO0, HXK y rpymi twianebo (2,1 % i1 1,6 % BianoBigHo). [TigBuIIeHHI pU3HK TIMOTIiKeMil B
16
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IOMy Ta Ccepiio3HOi Timorjikemii, BiJ3HaYeHWH Yy TPyMi 3aCTOCYBaHHS CaKCAIINTHHY,
CIIOCTEpIraBcsl MEPEBaKHO Yy TIAIEHTIB, SKI Ha BUXIJHOMY €Tali 3aCTOCOBYBAIM IIpemapaTH
CyJb(OHIJICEYOBUHH, ajJe HE B THUX, XTO HA BUXIJHOMY €Tali OTPUMYBaB MOHOTEpPAIIiI0 1HCYJIiHOM
a6o metrdopminoM. [linBuIIeHHIA pU3UK TIIOTIIIKEMIT 3arajgoM 1 CepHO3HOI TIOTIIIKeMil 3arpoKyBaB
NepeBaXHO MarieHTaM i3 Buxigaum pisHem A1C <7 %.

3HIKeHa KUIbKICTh JiMdouutiB Oyna 3apeectpoBana y 0,5 % mMaii€HTIB Ipynu 3acTOCyBaHHS
Onrniszu i 0,4% mnauieHTiB rpynH 3aCTOCYBaHHS I1aLe0o.

["ocniTanizanis yepe3 cepleBy HEIOCTATHICTh Y IPYIll CakCariJinTHHY Tparuisuiacs yacTtime (3,5%),
HIX y rpyni mwiane6o (2,8%), 13 HOMIHAJIBHOKO CTaTUCTHYHOIO 3HAUYILIICTIO Ha KOPUCTH ILIanedo
[cniBBimHOmIeHHs pusukiB (CP) = 1,27; 95 % I 1,07, 1,51); P = 0,007]. JuB. Takox po3mia
«DapMakoIMHAMIKaY.

Onuc oxpemux nooiyuHux peaxyii

Linoanikemis

Yacrory rinmoriikemii miapaxoByBadd 3a BCiMa MOBIAOMIICHHSIMH IPO TIMOTJIIKEMIilO; CyImyTHHOTO
BUMIPIOBaHHSA PiBHS IVIFOKO3W HE BUMArajocs.

[Ipu 3acTocyBaHHI npemnapary sK JOMOBHEHHS 10 KoMOiHaIii MeThopMiHy 13 Cynb(hOHIICEUOBUHOIO
3arajibHa 9acTOTa 3apeECTPOBAHUX BUIMAJKIB Timormikemii cranoBwia 10,1 % y rpymi mpemapary
Onrmiza y 1031 5 Mri 6,3 % y rpymi niane6o.

[Tpu 3acTtocyBaHHI Tpemapary sK JOIOBHEHHS 10 1HCYMiHY (i3 MerdopmiHoM abo 6e3) 3arajibHa
4acTOTa 3apeECTPOBAHUX BUIIAKIB rinoriikemii cranoBuia 18,4% y rpymi 3acrocyBaHHs OHITI3H Y
1031 5 mri 19,9 % y rpymi mrane6o.

Pezynomamu n1abopamoprux docniddicens

VY KITHIYHEX JOCHIDKEHHSX 4YacToTa TakuX HeOaKaHMX peakIliif, fK 3MiHH J1a0opaTOpHUX
MOKAa3HUKIB, OyJia MOAIOHOIO Y MAIli€HTIB, SKi OTPUMYBAIIM CAKCATTINTHH y 1031 5 MT, 1 Y THX, XTO
oTpuMyBaB miane6o. Crocrepiragocs HEBEIMKE 3MEHIICHHS a0COTIOTHOI KUIBKOCTI JIIM(OITUTIB.
3rigHo 13 pe3yNbTaTaMH aHalli3y CYKyIMHHUX JaHUX IJIane00-KOHTPOIbOBAHUX JOCHIKEHb, CEPEIHE
3HIDKEHHS a0COMIOTHOT KUTBKOCTI JIiM(pOUUTIB cTaHOBIIIO MprOan3HO 100 KIIITHH/MKII MTOPIBHSHO 13
MOKa3HWKAMHM TPYyNH Iulanedo NpuU BUXIIHIA aOCONMIOTHIM KITBKOCTI JIMGOUUTIB TPUOIH3IHO
2200 xmitua/MKI. CepemHst aOCONMIOTHA KUIBKICTH JIM(OLMTIB JHIIANAcs CTa0UIBHOIO TpU
IIOJICHHOMY 3aCTOCYBaHHI Ipenapary mnpoTsrom mnepiony A0 102 TkHIB. 3HMXKEHHS KUIBKOCTI
TiM(OUUTIB HE CYNPOBOKYBAJIOCS KIIHIYHO 3HAUYIIMMH HeOakaHuMHu peakiismu. KiiHiuHa
3HAYYLIICTh TAKOTO 3HIMKEHHS KIIBKOCTI JTIM(OIUTIB MOPIBHAHO 13 MOKa3HUKaMM TpyIH IUianedo
HEBIJIOMa.

Ilogidomnenns npo nido3prosani nobiuHi peaxyii

BaxxiBo mMOBIAOMIIATA TPO TMIA03pIOBaHI TOOIUHI peakili y MiCIIpeecTpalliiHuil 1epion
3acTOCYyBaHHs JiKapchkoro 3acoOy. lle mae 3mory 3ailicHioBaTH Oe3nepepBHUNH MOHITOPHUHT
CIIBBIJIHOIIIEHHSI KOPUCTB/PU3UK JIIKapchKoro 3acoly. CremianicTu y raigy3l OXOpPOHHU 3/10pOB’S
3000B’g3aH1 TOBIAOMISATH Tpo OyAb-Ki BHUMAIKHA TiJ03PIOBAaHUX MOOIYHUX peakIiil dvepes
HaIlllOHAJILHY CHCTEMY 3BITHOCTI.

Tepmin npuoamnocmi.
3 pokwu.

YmoBu 30epiranns.
30epiratu npu Temneparypi He Butie 30 °C. 36epiraTi y HEAOCTYITHOMY JUIS TS MicCIIi.

YnakoBka.
ITo 10 Tabnerox y 6mictepi. [1o 3 Gmictepr y KapTOHHIM KOPOOTIi.

Kareropis Binmycky. 3a peentom.

BupoOnuk.
Actpa3eneka FOK Jlimiten.
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Micue3Haxo/:KeHHsI BAPOOHUKA Ta HOro ajpeca Micusi NPOBAJIKEHHS islJIbHOCTI.
Cink Poag biznec [lapk, Makkncding, SK10 2NA, Benuka bpuranis.

JlaTa ocTaHHbOro neperasay. 02.12.2020
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