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ATLAS ACS 2 - TIMI 51:
KoHeuHble TOYKU uccnepoBaHuA

¢ lNepBHnyHaa Touka 3apheKTUBHOCTMH:
COBOKYMHbIX NoKasaTtenb KapauoBacKynapHOU CMepTH, MHAapKTa

MUOKapaa U MHCynbTa (UWEeMUYEeCKUn, remopparm4ecknm nnm
HEBbIACHEHHbIN)

¢ OcHOBHas ToOUYKa 6e30nNacHOCTMU;
4YacToTa CEPbE3HbIX KPOBOTEYEHUN, HE CBA3AHHbLIX C XUPYPrn4eCcKkum
BMeELLIATENbCTBOM MO NOBOAY a0PTO-KOPOHAPHOrO LLYHTUPOBAHUS

Gibson et al, 2011



ATLAS ACS 2 -TIMI 51:
OnsanH nccneagoBaHuvs

ACK + lNnaue6o

\
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—
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OnpepenerHne adhdHEKTUBHOCTU CHUXEHNSI puBapokcabaHoM cepaedHo-
COCYyAUCTON CMEPTHOCTU, pUCKa BO3ZHUMKHOBEHUA MH(papKTa MUOKapaa nnm
MHCYNbTa Y NauueHTOB C OCTPbIM KOpoHapHbIM cnHgpomom (OKC),
nosiyyalowmx CTaHgapTHYO aHTUTPOMBOLUUTapHYIO Tepanuto, B CpaBHEHUU C
TEMMW, KTO MOMYYET TOMNbKO CTAHAAPTHYI aHTUTPOMBOLMTAPHYIO Tepanuio _/

Mega et al, 2011



ATLAS ACS 2 - TIMI 51

XapaKkTtepucTUKu naumeHToB

PusapokcabaH PuBapokcabaH
2.5 mMr 2 p./cyT. 5wMr 2 p./cyr. Nnaue6o
(n=5174) (n=5176) (n=5176)
(cranmapios orknonerme) 62 (9) 62 (9) 62 (9)
My»kckon nos, % 75 74 75
Bec, cpeagHee 3Ha4yeHune, kr 78 78 78
KnnpeHc kpeaTuHnHa, mMn/mMuH 85 85 86
MeguunHckun aHamHes, %
MNpepwecTtBoBaBLune M 26 27 27
[MnepTeH3uns 67 68 68
CaxapHbin anaber 32 32 32
[MepBuYHbLIM anarHos, %
M c aneBauuen ST 50 50 51
M 6e3 aneBauun ST 26 26 26
HectabunbHas cTeHokapaus 24 24 24
AKLL nnn YKA* 61 60 60

*AKLI — aopTo-KOpOHapHOE LLYHTUPOBaHWNE

UKA — ypeckoxHasi KopoHapHasi aHr1onnacTumka

Mega et al, 2011
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esynbTaTtbl ATLAS ACS 2 - TIMI 51

BTtopunyHasa npodunaktuka OKC

KapgunoBackynapHas cmepts, OMM

OP 0,84 (0,74-0,96)

127 p=0,008 CraHpapTHasa Tepanusa® + nnauebo
NNT = 56 10,7%
8,9%
S
B
-
P *
O CtaHpapTtHaa Tepanua® + puBapokcabaH
s
s 4
=
s
KonnyectBo naumMeHTOB, KOTOPbLIX HEOOXOAMMO
Npone4YnTb B Te4YeHue 2-x neTt Ansd

npeaynpexaneHusa ogHoro coobiTusa: 56

4 8 12 16 20 24
Mecsubl nocrne paHagoMusauum

*CTaHOapTHasa Tepanus - aueTuncaniumroBas KUCroTa unm
Mega et al, 2011 aueTMncanuuunoBas KUCnota + TMeHONUPUANH




PesynbtaTtbl ATLAS ACS 2 - TIMI 51

be3onacHocCTb
MoKasaTens HENE60 PuBapokcabaH 2,5 PuBapokcabaH 5 mr
Mmr 2 p/cyTt 2 plcyT
Cepbé3Hble KpoBoTeuyeHus TIMI, He cBAA3aHHble ¢ AKLL
0 0
) 0.6% 1,8% 2,4%
Tect KannaH-Manepa OP 3,46 OP 4,47
2 roga p < 0,001
p < 0,001

HapyweHune oyHKUNMN nevyeHU

AT >3x BepxHeWn 1,6% 1,3% 1,4%
rpaHuLbl HOPMbI _
(BIH) P=H.3.
P=H.3.

B rpynnax puBapokcabaHa He 6bino H1 ogHoro crnyyvas nosbiwenna AJTT >3x BI'H n obwero 6ununpybuHa >2x BI'H,
a TakkKe CepbE3HbIX HexxenaTesbHbIX SBIIEHUIM

CeppaeyHo-cocyauctasa cmeptb / UM / nHcynet

1-10 gHW nocne 1,8% 1,4% 2,2%
npuema nocnegHeu =3
no3bl -
P=H.3.

Mega et al, 2011



ATLAS ACS 2 -TIMI 51:
BbiBoAbI

0 PuBapokcabaH yooBneTBopseT OCHOBHOW KOHEYHOW TOYKE OLIEHKN
9O (PEKTUBHOCTN U CYLLLIECTBEHHO CHUXXaeT COBOKYMHbIN MoKasaTesb
KapAMoBacKyNApHOM CMepTU, MHPapKTa Mmokapaa 1 UHCYIbTa.

0 PusapokcabaH B 003MpoBKe 2,5 Mr ABa pa3a B CYTKU CYLLECTBEHHO
CHWXaEeT Kak nokasaTesib KapanoBacKynapHON CMEPTU, TakK N YacToTy
CMepTU OT BCeEX NpUYMH Bonee yem Ha 30%.

0 He cmoTps Ha To, YTO NoKasaTerlb CEPbE3HOIO KPOBOTEYEHUS Y
NnaLneHToB, Nony4vyaBLUNX puBapokcadbaH, Obin Bbille, YEM Y
NaLWeHTOB Ha CTaHAAPTHOM Tepanuun, NOBbILLEHUS pucka daTanbHOro
KpOBOTEYEHUSI HEe Habnganoch

Mega et al, 2011



ATLAS ACS 2 -TIMI 51:
BbiBoAbI

¢ [lo cpaBHeHUIO C Nnauebo, pusapokcabaH (2,5 mr nnn 5 mr gBa pasa B
CYTKM) B KOMOMHauun ¢ ACIMPUHOM Unu ACnUpUHOM r
TUEHONUPUANHOM:

¢ 3Ha4YnTenbHO CHMXaeT COBOKyHHbIIZ NMOKa3aTellb KapJJ,I/IOBaCKyJ'IFIpHOIZ
CMepTNn, I/IH(*)apKTa MNOKapda U NHCYJIbTa

¢ OddekTnBeH npu Bcex dopmax OKC (UM c nnn 6es anesauyun ST,
HecTabunbHaga cTeHokapams)

¢ B pnosuposke 2,5 Mr gBa pasa B CYTKM CYyLLLECTBEHHO CHWMXAET KakK
nokasaTteslb KapanoBacKynspHOM CMePTU, TaK U YaCcTOTy CMEPTMU OT BCEX
npuymH bonee yem Ha 30%

¢ He noBbilIaeT 4YacToTy dpaTanbHbIX KPOBOTEYEHUN U BHYTPUYEPENHbIX
KPOBOU3TUAHNN

¢ [veeT cxoaHbIl ¢ nnauebo npodunb 6esonacHoCcTH (MPU OLEHKe He
OTHOCSILLIMXCS K KPOBOTEYEHUAM NokasaTtenen)

Mega et al, 2011



NEJM npoBo3rnawaeTt HOBYIO 3py
BO BTOpMYHOU npodpunaktuke OKC
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‘ EDITORIAL ‘

A New Era in Secondary Prevention after Acute Coronary

Syndrome
Matthew T. Roe, M.D., and E. Magnus Ohman, M.B. F.RCPL

Duthng the past two decades, the use of anti-
patelet theraphes has been the Focus of new
studies of secondary prevention after acute coro-
nary syndromes, with mone than 755 of patients
I contemporary prackos treated with dual anti-
patelet therapy iaspirin ples a thlenopyridine)
on hospital discharge. Despite Increases in the
use of antip! atelet therapies and the development
of mome potent antiplacelet thempies (prasugrel
and ticagrelon, the residual risk of death, nryo-
cardial infarction, or stroke up to 1 year after
acute coronary syndromes remains high** (Ta-
ble 1). This represents a therapeutic challenge,
since the balance between risk (malor bleading)
and beneft ireduckion in ischemic events) becomes
more delicate with ime as the ischemic ek tends
to i minish.®

The use of an anticoagulant, In addition to
antiplatelet therapy, for secondary prevention has
been explored i the past two decades with lim-
rhed success. The Frst trals explored the use of
wearfurin with aspirin but did nee show supeiority,
probably because of the challenges of maintain-
g a safe and adequate level of anthcoagulation
with warfarn. Subsequently, a low-molecular
welght heparin (dalteparin) versus placebo plis
aspirin was tested in 1506 patients after hospi-
talizathon for an acube coronary syndrome.” Dur
g Hee Gweek breatment phase, there was a sig-
nificant recuction in the rate of a composite of
deatls or mpocardial infrction (P= 0043, and ma-
jor bleeding events were rare. However, the treak
ment effect disappeared with longer-berm fl! ow-
up, and subcutanecus admintstetion limieed the
duration of treatment that could be tesked.

Laer, an oral divect tirombin inddbitor (ximel-

agarran) was developed, and mesules were repored
from a dose-ranging tral of four doses of ximel-
agatran versus placebo, starting within 14 days
after an acube coronary syndrome® In the com-
bined-dose group, there was a significant educ
tion b the rate of a composite of death, nonf-
tal myocardial nfarction, or nenfacal stroke at
& moths fn the ximelagarman group as compared
with the placebo group (7% vs. 11%; cdds ratio,
(it 055 confden ce interval, 0,48 ko 0,000, with
asmall butincreased rabe of bleeding (25 vs. 19%).
Hewvever, because lirer toxbciey ocourred, the de
velopment of ximelagatran ceased. Thus, these
early trfals dooumented that combining antiplace-
lek and anticoagulant therapies could potentially
offer long-term benefit, if the right thempeutic
profike could be developed For the outpatient see
ting, such as good om! Woarailability, meliable
anticoagulant effect, and an acceptable safety
profile.

A new ora! direct thrombin inhibitor (dabigae
ran) and ora! Eackor Xa inhibitors (apxaban and
v arcoaban) appear to At these critersa, with good
bioarailabiliey and reliable anticoagulant effects
shown for the prevention of deep venous throm-
bosis and thromboembolisme Howewer, moendy
published data have indicabed that these agents,
when bested in patients after an acube coronary
syndrome, have raised safely concems. Increas-
ing doses of dabigatran were tested i a mndom-
ked trial involing 1361 patients encolled with-
in 7 days after an acute coronary syndrome, and
bleeding events were more common with higher
doses, whereas mies of jschemic events were
similar in all dose groups.” Conversely, a single
diose of apixaban was tested in a tefal volving
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Thus, a new era of secondary prevention after
an acute coronary syndrome has begun and will
be characterized by the need to balance ischemic
versus bleeding risks when selecting the type,
number, and duration of antithrombotic therapies
for individual patients. Although further studies
are needed to delineate the time dependency of
risks during long-term treatment and how pre-
diction of these risks will inform treatment se-
lection, the results of this study indicate that riv-
aroxaban will play an important role in the future

of optimized secondary prevention.
Disclosure forms provided by the authors are available with
the full text of this article at NEJM.org.
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