MAPAT OCITAHOB ATBIH/IAT'BI BATBIC KASAKCTAH
MEMJIEKETTIK MEJIUIIMHA YHUBEPCUTETI

Mmuokap nH(papKTICIMEH aybIpaThblH HAyKacTapaa
KOPOHApPJIbl KaH TaMbIpjiapra CTEHT KOO
ONEPALMSACHIHAH KEWIH PECTEHO3IbI OOIBIpMAy
MAaKCaTbhIH/ia TUKArpEeIOPAbIH KIOIMUIOTPEIIbIE
KaparaH1a TUIMIUIICIH aHBIKTay

Opsiagaran: KoxexkoB Apuiier HypiaanoBuu
PesnnpenT anecresnonor-peanuMarojior 102 tom

Texcepren: KommaramOerona I 'ya0akbIT
KyansbiiraiuesHa



MaHbI3ObINbIfbI

® Muoxkapa uHdapkrTici —
KaHMEH KaMmTaMachl3 €TUIY1HIH Oy3bLIybIHAH
OHJIa 611 €TTEeHY ( ) OLIAFbIHBIH, I1ali1a OOJIYHI.
Mmuokap HH(pAPKTHICHIHBIH, ITaii1a
00JTybIHA 3aKBIMIaHFaH
TOXKIIK KaH TaMbIpJapbIHbIH KYbIChIHBIH
TapbLIybl cEOSHII OOJIagHbI.

® Twukarpeinop-aHTHarperaHT TO6I>IHI>IH penaparsl. On
MHOKap,l HH(APKTICIH €MJICYJI€ HET13I1 IIperapar
Oosbin TaObLTaAbI. Kan TambIpiapaa TpoMO
TY3UI1Y1HIH aJIJbIH asnapl. TpoMOOUTTEPIIH Ka0BICY

KaOu1eTiH ToMeHaeTeal.Caynaaarsl araybl bpriimHTa
00 MT



CY¥PAK

® Muoxkapa HH(PAPKTICIMEH aybIpaThlH HayKacTapaa
KOPOHAPJIbl KaH TaMbIpjapFa CTEHT KOO
ONepalnsCbIHAH KEH1H PECTEHO3AbI 00IAbIpMay
MaKcCaTbIHAa TUKArpeJop KIOMUI0Trpenbre KaparaHia
TAIMI1 Me?



P — MU aysIpaThlH,CTCHTEYECH KEHIHT1
HayKacTap

| — Tukarpenop

C - Knonupgorpensb

O — PecteHo3abIH 6ony KayiniH TeMeHOEeTY.



MakcaThbl

©® Muoxkapa HH(pAPKTICIMEH aybIPaThIH
HayKacTapAa KOPOHApJIbl KaH
TaMbIpJapra CTCHT KO OIEpalusIChIHAH
KEH1H PECTCHO3 bl OO ABIpMAy
MAaKCaTbIHJIa TUKOTPEJIOPAbIH
KJIOMUAOIPEIbIe KaparaHaa TUIMILIITTH
AHBIKTAY.



Tancelipma

® Muokap1 MH(APKTICIMEH aybIpaThiH
HayKacTap/ia KOpOHapJIbl KaH TaMbIpJiapra
CTEHT KOO ONEpalUsIChIHAH KCHIHT1
HayKacTapAbl OOJIIII any

® Eki Tonka beny.
@ Herisri Ton XeHe bakblnay TOObIH aHbIKTaY.



MaTepuangap MeH agicTep

® 3epTtTeyre Muokap HH(APKTICIMEH
aybIpaThIH ,KOPOHAPJIBI KAH TaMbIpJapra
ctedT KoubluiFaH 100 amgaM KaTbICTEI

® Eki Tonka 50 agpamHaH TeHaen beniHa,.
Herisri Ton Tukarpenopabl )XeHe

Bakbinay ToObl Knonuaorpenba,
kabblngaabl.



© ®

© ®

3epTTey xobackl: PK3, 6ip »akTbl XabblK
TaHoay : kapananblM Ke34eUCoK.

EHrisy kputepuni: Muokapa nH(apKTICIMEH
aybIpPaThIH ,KOPOHAPJIbI KAH TaMbIPJIAPFA CTEHT
KOUBLIFaH HayKacTap.

[IIerrapy KpuTEpHiil:

1.ATanraH npemnaparrapra aJuIeprusicbl 0ap
HayKacTap.

2.AcC KOpBITY KOJIAapbIH/Ia JKapackl Oap HayKacTap.
3.I'eMopparusblK HHCYIBT OOJIFaH HAayKacTap.



ITUKANbIK acnekT

O]

3epTTey XKyprizyre aknaparTblk Kenicim
anblHAbI.

OTUKanbIKk KOMUTETNEH pyKcaT eTingi.

Ke3 —kenreH yakbITTa 3epTTeyaeH bac
TapTyFa KYKbInbl.

HaykacTapablH, Kbl3blfyLbINbIFbIHAAFbI
apeKeT,KaTbicyFa MaXX0bypneyaiH 6onmaybil.

HaykacTtapfra kayin TeHaipmey.



Pharmacodynamic Comparison of Prasugrel Versus Ticagrelor in Patients With Type 2 Diabetes Mellitus
and Coronary Artery Disease: The OPTIMUS (Optimizing Antiplatelet Therapy in Diabetes Mellitus)-4

Study.
1 1 1 1 1 1 1 1 1
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Abstract
BACKGROUND:

Patients with diabetes mellitus (DM) are at increased risk of atherothrombotic events, underscoring the
importance of effective platelet inhibiting therapies. Prasugrel and ticagrelor reduce thrombotic complications to
a greater extent than clopidogrel. Subgroup analyses of pivotal clinical trials testing prasugrel

and ticagrelor versus clopidogrel showed DM patients to have benefits that were consistent with the overall trial
populations, although the magnitude of the ischemic risk reduction appeared to be enhanced with prasugrel.
Whether these findings may be attributed to differences in the pharmacodynamic profiles of these drugs in DM
patients remains poorly explored and represented the aim of this study.

METHODS:

In this prospective, randomized, double-blind, double-dummy, crossover pharmacodynamic study,
aspirin-treated DM patients (n=50) with coronary artery disease were randomly assigned to receive prasugrel (60
mg loading dose [LD]/10 mg maintenance dose once daily) or ticagrelor (180 mg LD/90 mg maintenance dose
twice daily) for 1 week. Pharmacodynamic assessments were conducted using 4 different assays, including
VerifyNow P2Y 12, vasodilator-stimulated phosphoprotein, light transmittance aggregometry, and Multiplate,
which allowed us to explore ADP- and non-ADP-induced (arachidonic acid-, collagen-, thrombin
receptor-activating, peptide-induced) platelet signaling pathways. The acute (baseline, 30 minutes, and 2 hours
post-LD) and maintenance (1 week) effects of therapy were assessed. The primary end point of the study was the
comparison of P2Y 12 reaction units determined by VerifyNow P2Y12 at 1 week between prasugrel

and ticagrelor.



RESULTS:

ADP- and non-ADP-induced measures of platelet reactivity reduced
significantly with both prasugrel and ticagrelor LD and maintenance
dose. P2Y'12 reaction units defined by VerifyNow were similar between
prasugrel and ticagrelor at 30 minutes and 2 hours post-LD. At 1 week,
P2Y12 reaction units were significantly lower with ticagrelor than with
prasugrel (52 [32-72] versus 83 [63-103]; least-square means difference:
-31; 95% confidence interval, -57 to -4; P=0.022; primary end point).
Pharmacodynamic assessments measured by vasodilator-stimulated
phosphoprotein, light transmittance aggregometry, and Multiplate were
similar between prasugrel and ticagrelor at each time point, including at
1 week. Rates of high on-treatment platelet reactivity were similar
between groups with all assays at all time points.

CONCLUSIONS:

In DM patients with coronary artery disease, ticagrelor exerts similar or
greater inhibition of ADP-induced platelet reactivity in comparison with
prasugrel in the acute and chronic phases of treatment, whereas the
inhibition of measures of non-ADP-induced platelet reactivity was not
significantly different between the 2 agents.

CLINICAL TRIAL REGISTRATION:
URL: http://www.clinicaltrials.gov. Unique identifier:
© 2016 American Heart Association, Inc.



CY¥PAK

KaHT anabeTi 2 TUNiMEeH XaHe XXYPEKTIH
NEMUASBIK aypybIMEH ayblpaTbIH
HayKacTapga npacyrpengl tTaranbiHgay,
TUKarperiopfa kapafaHga atepotpombos
Ty3iniyai azaMrtagbl ma”?



P — KaHT anabeTi 2 TUniMeH XaHe

XKYPEKTIH NLLIEMUANBIK aypybIMEH
ayblpaTblH HayKkacTap

| — npacyrpen
C - Tukarpenop
O —aTepoTpomMb0o3 Ty3iniyiH azaunTy



3epTTey xobackl: PK3,eki XakTbl XKabblK
TaHgay . KapananbiM Ke3OeUCOoK.

EHrizy kputepuni: KaHT anabeti 2 TunimeH
XKOHE XYPEKTIH ULLEMUANBIK aypybIMeH
ayblpaTblH HayKacTap



Ha3zap KoublIIn
ThIHAAaFaHIapbIHbI3FA paxmeT!!!]



