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NSTE-ACS in the Real World of All-comers

>10% NSTEMI: coro N
>25% chez les femme ,
No ANGIO-No PCI
ANGIO-No PCI » MedTT
MedTT

- BENEFIT OF PRE-TTT ?

STEMI SCAD
-PCl 90% -PCl 30-80%
-CABG 6-8% -Med 25-60%
-Med 2-4% -CABG: 10%

Mandelzweig et al., Eur Heart J. 2006;27:2285-2293
O’ Donoghue et al; JAMA 2008; 300: 71-80.
Patel et al; Am Heart J 2006; 152: 641—47.
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= Prasugrel — Clopidogrel

N=3085 N=4158

15% -

10% -

10.7% vs 14.9% o
P =0.031 5%

HR (95% ClI):

0.77 (0.61, 0.98)

16.3% vs 16.7%
P =0.954
HR (95% CI):
1.01 (0.84, 1.20)

T T T T Uofo T T T T T T
0 180 360 540 720 900 0 180 360 540 720 900

Days Days

P interaction = 0.08

Lancet 2013; 382: 605-13



Revisiting the concept of Pre-treatment
with P2Y,, antagonists ?



PCI pre-treatment (with 300 mg Load) - Events

CV death or MI after PCI to 30 days

Trial OR (95% ClI)
PCI-CURE
CREDO
PCI-CLARITY
Overall p=0.004
| | |
0.25 0.5 1.0 2.0
Favours Favours
pre-treatment no pre-treatment

Sabatine. et al. JAMA. 2005;294:1224-1232



P2Y12 Pre-treatment ESC Recommendations

Title

Citation

Class

LOE

2011 ESC guidelines for the
management of acute coronary
syndromes in patients
presenting without persistent
ST-segment elevation

2010 ESC/EACTS guidelines on
myocardial revascularization

European Heart Journal
2011;32:2999-3054

European Heart Journal
2010;31:20:2501-2555

“A P2Y12 inhibitor as
soon as possible”
Clopidogrel 600mg
Ticagrelor

“Clopidogrel 600mg
as soon as possible”
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ARMYDAS Preload

Death
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5 e

PRAGUE 8

Al N=8.608

Observational from RCT

ACUITY PCI
REPLACE 2

-—
’

Al N=10.945

e

OR=1-04 Cl 95% [0-74-1-46] P=0-83
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Events / Size, Clopidogrel
Pretreatment No Pretreat

1/204
1/164
13/933
18/1053
32/1313
0/103
1/513
66/4283

105/3511
114/5087
219/8598

13/923
209/4879
12/217
18/467
6/1481
76/4477
334/12444

0/205
4/171
24/930
24/1063
31/1345
2/96
0/515
85/4325

49/1515
14/832
63/2347

19/990
110/1076
6/166
18/574
18/2679
12/332
183/5817

Relative
Weight [%]
3:03[0:12-74-80] 1-0%
0-26 [0-03-2:32] 2-2%
0-53[0:27-1-05] 23-2%
0-75[0-41-1-40] 28:3%
1.06 [0-64-1-75] 43-1%
0-18 [0-01-3:85] 1-2%
3:02[0-12-74-25] 1-0%
0-80 [0-57-1-11] 100%

OR [Cl 95%]

68-2%
31-8%
100%

0-92 [0-65-1-30]
1-34 [0-77-2-34]
1-04 [0-74-1-46]

16-:2%
24-0%
11-9%
17-0%
12-9%
17-8%
100%

0-73 [0-36-1-49]
0-39 [0-31-0-50]
1-56 [0-57-4-25]
1.24 [0-64-2-41]
0-60 [0-24-1-52]
0-46 [0-25-0-86]
0-68 [0-42-1-09]

Bellemain-Appaix A et al. JAMA 2012;308:2507-2516



Randomized Controlled Trials

MACE 12

0%
p=0,83

OR=1-05 Cl 95% [0-70-1-57] p=0-82

PreTt better | No PreTreatment better
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A.Bellemain-Appaix et al., PreTt better | No PreTt better PreTt better | No PreTt better
JAMA2012;308(23):2507-2517 :

10 1 10
Any Bleeding p
_. 0%
p=ol35

Not avuilable

OR=1-93 Cl 95% [1-07-3-48] p=0-03

PreTt better No PreTreatment better

Di Sciasio et al JACC 2010 0.1

100.1

100 1 0.1 10

10



CONCLUSIONS:
Clopidogrel pre-treatment in NSTEMI-PCI

 Clopidogrel SPC: patients with impaired response

« Mode of action suggests benefit

* Registry data suggest benefit

» Meta-analysis suggests benefit

* RCTs in lower risk populations failed to show benefit
» Posthoc analysis from one RCT marginally positive
* No evidence from RCT in high risk NSTEMI-PCI

- ACCOAST is to provide the missing evidence






ACCOAST design

] | NSTEMI + Troponin 2 1.5 times ULN local lab value
Clopidogrel naive or on long term clopidogrel 75 mg

n~4100 (event driven)

[ Randomize 1:1 }
Double-blind

Prasugrel 30 mg Placebo
CABG I I CABG
or Coronary J [ Coronary or
Medical Angiography Angiography Medical
Management Management

(no more prasugrel) (no prasugrel)

Prasugrel 30 mg Prasugrel 60 mg

Prasugrel 10 mg or 5 mg (based on weight and age) for 30 days

[ 1° Endpoint: CV Death, Ml, Stroke, Urg Revasc, GP lIb/llla bailout, at 7 days J

Montalescot G et al. Am Heart J 2011:161:650-656



Pharmacodynamic sub-study

60 mg —&— Pre-treatment (30/30)
350 A P'ﬁ%elbo LD2 No Pre-treatment (0/60)
*p<0.05

300 A

o *
% 250 o
c Approximate
© 200 A t time of PCI
O
o
o 150 -
S
X
o 100 H
50 -

30 mg q\r_:__# _ o~
0 1 LD2 - /’, -

Pre LD1 PrelLD2 0.5 1 2 3 4 24
(baseline)

Hours (post LD2)

Data presented as median = SEM. * p<0.05 relative to the No pre-treatment group.
Pretreatment=Prasugrel 30 mg/Prasugrel 30 mg; No Pre-treatment=Placebo/Prasugrel 60 mg



Pharmacodynamic sub-study

60 mg —8— Pre-treatment (30/30) ~ @ - Pre-load 600mg
350 - P'i%elbo LD2 No Pre-treatment (0/60)  —l— In-lab 600mg
*p<0.05
3001
&
= 250 1
)
c Approximate
O 200 A1 t timeofPCI  \ TS~ _ g% ________
= -
8 30 mg
@ 1507 Lp1
S
X
N 100 -

50 A t g
30 mg \E\T—Lﬁ’l—f . 2
0 1 LD2 = = /’(
PreLD1 PrelLD2 0.5 1 2 3 4 24
(baseline)

Hours (post LD2)

Data presented as median = SEM. * p<0.05 relative to the No pre-treatment group.
Pretreatment=Prasugrel 30 mg/Prasugrel 30 mg; No Pre-treatment=Placebo/Prasugrel 60 mg

N Engl J Med. 2013 Sep 12;369(11):999-1010



- Baseline Characteristics

ACCOA

Characteristics Pre-treatment

(N =2037)

Age (mean, yrs) 64
Female sex (%) 27
Weight (mean, kq) 82
BMI 2 30 (%) A
CV risk factors (%)

Diabetes mellitus 20

Dyslipidemia 45

Hypertension 63

Current smoker 34
Region of enrolment (%)

Eastern Europe/lsrael 42

Western Europe/Canada 58

N Engl J Med. 2013 Sep 12;369(11):999-1010



- Baseline Characteristics

ACCOA

Pre-treatment

Characteristics
(N =2037)
GRACE score (%)
<140 /6
2140 24
CRUSADE score (median) 34
Timing (hr)
- Symptom onset to 1st LD, median 14.0
- 15t LD to coronary angiogram, median 4.4
Access (%)l
Femoral 57
Radial 43
N Engl J Med. 2013 Sep 12;369(11):999-1010



1° Efficacy End Point @ 7 + 30 days
(All Patients)

15
CV Death, MI, Stroke,
UR, GPIlIb/llla Bailout
Pre-treatment Pre-treatment
10.0 10.8
. I
o 10 1 = No Pre-treatment
(=)
~ 10.8
e
.g No Pre-treatmient
S 9.8
©
c
LLI 5 J
Hazard Ratio, 1.02 Hazard Ratio, 0.997
(95% 0.84, 1.25) (95% 0.83, 1.20)
P=0.81 P=0.98
0 | 1 1 1 1 1 1
0 5 10 15 20 25 30
Days From First Dose
No. at Risk, Primary
Efficacy End Point:
No pre-treatment 1996 1788 1775 1769 1762 1752 1621
Pre-treatment PAORY 1821 1809 1802 1797 1791 1616

N Engl J Med. 2013 Sep 12;369(11):999-1010



Endpoint (%)

No. at Risk, All TIMI
Major Bleeding:

No pre-treatment
Pre-treatment

All TIMI (CABG or non-CABG) Major Bleeding
(All Treated patients)

5 :
Hazard Ratio, 1.90 Hazard Ratio, 1.97
95% 1.19, 3. 02) I(_?5% 1.26, 3. 08)
=0.006 0.002
A .
Pre-treatment
ol 2.9

Pre- treatment
2.6 !

21 All TIMI Major Bleeding
|_'7
1 -
No Pre-treatment
3 1.5
01 No Pre-treatnmient
1.4
0] ) 10 15 20 AS) 30
Days From First Dose
1996 1947 1328 1297 1288 1284 1263
2037 1972 1339 1310 1299 1297 1280

N Engl J Med. 2013 Sep 12;369(11):999-1010



Non-CABG TIMI Major Bleeding Endpoints
Through 7 Days (All Treated Patients)

3,0 6 -
M Pre-treatment (N=2037) "1 Most Frequent Locations of Major Bleed
M No Pre-treatment (N=1996) *° 0.44
215 a - 04
~ 2,0 7 G o
XX
~ 0.10 0.10
L P=0.003 0.1 II 0.05
¥ 1,5 -
ad ] 1,33 0.0 -
"E ------------ Hematuria Pericardial
)
|_|>J P=0.002
1,0 - 0,83
P not evaluable
0,5 - 0,05 0
0,15
NE 1 0]
0,0 _ : ] :
Non-CABG TIMI Major Bleeding Fatal Bleeding Life Threatening Bleeding

N Engl J Med. 2013 Sep 12;369(11):999-1010



All TIMI Major Bleeding for Prespecified Subgroups
Through 7 days (All Treated Patients)

Total Pre-tx No Pre-tx Hazard Ratio Interaction

Patients (%) (%) (95% ClI) P-valuet
Overall (pre-treatment vs. no pre-treatment) A 4033 52(2.55) 27(1.35) 1.90 (1.19, 3.02)
PCI = = = 2781 22(1.57) 11(0.80) 1.98(0.96,4.09) 0.74
CABG —a— 238 25(20.66) 16(13.68) 1.59 (0.85, 2.98)
eMedlcal Management* 1014 5(0.97) 0 (0.00) NE
<75years e 3318 36(2.16) 22(1.33) 1.64(0.96,2.78) 0.31
Sex 275 years [ = : 715 16(4.29) 5(1.46) 2.95(1.08, 8.05)
';"ale | e — | 2923 31(2.09) 21(1.46) 1.43(0.82,2.49) 0.09
emale I |
Weight f = ! 1110 21(3.80) 6(1.08) 3.61 (1.46, 8.95)
<60 kg* 205 5(4.85) 1(0.98) N= 0.35
~ 260kg —a— 3824 47 (2.43) 26(1.37) 1.78(1.10, 2.87)
Diabetes
Yes f = { 820 6(1.45  6(1.47) 0.98(0.32,3.05 0.22
No I — 3213 46 (2.83) 21(1.32) 2.16(1.29, 3.62)
Time from Sx to LD
<median —- 1990 28(2.75) 18(1.86) 1.50(0.83,2.71) 0.23
>median | - , 2008 24 (2.40) 9(0.89) 2.70 (1.25, 5.80)
Time from first LD to angio/PCI ) )
<median f = { 1998 27(2.72) 12(1.20) 2.28(1.16,4.51) 0.41
>median f - | 2003 24 (2.35) 15(1.53) 1.54(0.81,2.93)
CRUSADE scoret
<median I | 2051 23(2.23) 10(0.98) 2.29(1.09,4.81) 0.59
>median f = ! 1789 27 (2.97) 15(1.71) 1.75(0.93, 3.28)
GRACE score . - 8
<140 . ) ' 3079 34(222) 18(1.16) 1.92(1.09,3.41) 0.87
>14 f = ' 852 16(3.54) 8(2.00) 1.76(0.75,4.12)
Access
Femoral e 2276 29(2.54) 18(1.58) 1.62(0.90,2.91) 0.66
Radial f - { 1711 22(253) 8(0.95) 2.67(1.19, 6.00)
Region
Eastern Europe/Israel } = ! 1692 14(1.62) 5(0.60) 2.69(0.97,7.47) 0.46
Western Europe/Canada —a 2341 38(3.24) 22(1.89) 1.74(1.03,294)
0.2 0.5 1 p) 5 10 15
— _
Pre-treatment better No pre-treatment better

*Hazard ratio not evaluated for <10 events.
TInteraction p-value is from a Cox proportional hazards model with treatment, subgroup, and the treatment-by-subgroup interaction as fixed
effects; FCRUSADE score is a post-hoc analysis; PCl includes 11 patients with PCI + CABG.






1° Efficacy Endpoint
(PCI Patients)

20
CV Death, MI, Stroke,
UR, GPIlIb/Illa Bailout
15 - PCI Cohort Pre-treatment
Pre-treatment

14.1
13.1

’\E? No Pre-treatment
S 13.8
s No Pre-treatment
c
= 10/ - 13.1
o HR, 1.01 HR, 1.03
'g (95% 0.82, 1.24) (95% 0.84, 1.26)
LLI P=0.93 P=0.77
5 -
O \L T T T T T T
0] 5 10 15 20 25 30
_ , Days From First Dose
No. at Risk, Efficacy
End Point:
No pre-treatment 1372 1191 1187 1183 1179 1177 1177
Pre-treatment 1389 1206 1202 1194 1189

1186 1172




No. at Risk, All TIMI
Major Bleeding:

No pre-treatment
Pre-treatment

Endpoint (%)

All TIMI Major Bleeding
(PCI Patients)

4 -
3 HR, 2.65
HR, 2.69 . . (95% 1.23, 5.70)
(95% 1.13, 6.40) All TIMI MajOI’ Bleedlng P=0.010
P=0.02 PCI Cohort
2 41 Pre-treatment Pre-treatment
1.4 4
INadPre-treatment No Pre-treatment
05 0.7
. I ——

1372
1389

1356
1364

T T T T

10 15 20 25
Days From First Dose

1302 1280 1272 1268
1314 1293 1282 1280

30

1249
1269




Impact of Visible thrombus

35
30 Thrombus
25 ® No thrombus
20
15
10 I I
GP lib/llla  Primary ST

use Endpoint

HR 2.61 [2.09-3.25], p<0.001

-Length of procedure (HR: 1-88 (1-49, 2-36) p<0-001,
-number of lesions (HR: 1-24 (1-10, 1-39) p<0-001,
-maximum length of stent (HR: 1-19 (1-04, 1-35) p=0-005),
-and CRUSADE risk score (HR: 1-01 (1:00, 1-02) p=0-023;



CONCLEUSIONS



ACCOAST

In NSTE-ACS invasively managed <48 hours of
admission, pre-treatment with prasugrel does not
reduce MACE at but increases major bleedings.

The results are consistent among patients undergoing
PCI supporting treatment with prasugrel once the
coronary anatomy has been defined.

No subgroup appears to have a favorable risk/benefit
ratio of pre-treatment.

Reappraisal of routine pre-treatment strategies in
NSTE-ACS is needed.



ACCOAST-PCI

» Reinforces the role the angiogram to ascertain the
diagnosis of NSTEMI,

» Shows no downside in waiting for the coronary
angiogram in patients who will need DAPT for stenting.

» Shows that angiogram provides additional information
on the risk of the procedure and the prognosis

» Demonstrates that prasugrel loading after angiogram is
not only safer but also effective in this population

» Such strategy gives flexibility and no bleeding risk



NSTEMI

Aspirin 500 mg IV
Enox SQ

Fast transfer to the cathlab (24h) with TNI+
or high-risk features*

“ ~
Ticagrelor  Clopidogrel
| l Treatement on the table

Cath Cath with prasugrel

* At the exclusion of STEMI-like



