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gﬁ?’T after ACS in guidelines

&

Recommendations = Class* | LoE"

DAPT with use of potent P2¥,, inhibitors (prasugrel or ticagrelor) is recommended over clopidogrel

&

rn

@Lai P2Y 1, inhibitor is recommended, in
¢ |addition to aspirin, for 12 months

%¢?° unless there are contraindications such
.:5@& as excessive risk of bleeds.
P &
Newer P2Y12 blockers and 1 year DAPT as default gtrategy after ACS
-:Fd;
But one Year with newer PZleﬁﬁckers ?
a:-“’&
A
™ f??‘
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s ESC guidelines, Eur Heart J 2015
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Newer szﬁ blockers and Stent Thrombosis
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Dbﬁ Stent thrombosisin TRITON
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Thrombotic Benefit greater duringﬁgarly Phase
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T TRITOM PCI study, Lancet 2008
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.&‘E‘
Neweé@.@ZYlZ blockers and Bleeding
&

{:-..
)
Bleeding I'IEk@ﬁRlTDN Bleeding risk in PLATO
R
i
2 :‘~~‘1"1'7r & 3 p=0.23
HR 1.22 HR1.39 £
Y [0.81-1. {1.02-1.89) =
E.i M'g P=0.036 5 "
; &ﬁ"f’ Prasugrel 1.7 %
% .;:.":"51 : a4
f" Prasugrel  0.74 i -
,;--“‘"' Clopidogrel  1.23 *.-:
Z 0
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&
Bleeding Risk mainly on chropfc phase
E:E&E;
\(_\ {}fgﬁ
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TOPiC) e |
“ﬁ Wallentin et al, N Engl 1 Med 2010

L WiviottSD etal. N Engl J Med 2007
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)
]

& Newer P2Y12 blockers in ACS

x{-}

\g}
Isgﬁ%mic benefit greater in early phase

¥ &
Al .
S Bleeding hazard mainly on chronic phase &
& &
'{'*@ @.‘5&
P &
Hypothesis of the TOPIC study: ﬁﬁ’

mmmmm)  To assess efficacy and safety of « evolutive DAPT » &'ﬁn ACS with
1 Mo ‘Potent DAPT' (ASA + Newer P2Y12) fnllng\%ad by ASA + Clopidogrelupto 1

year
<"
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aq@éfmStudy Design

ﬁf
=

of ACS patients undergoing PCI
wg_bli free at one month (ischemic/ bleeding BARC 2 2)
¢ DAPT with aspirin and newer P2Y12 blockers

2 Randomization I 5:5"'
> ¢
{E.-

3
o~ ‘Switched DAPT’ ‘Unchanged DAPT' &
& FDC Aspirin+ Clopidogrel Aspirin+ Newer P2Y12 blockers ‘}5:9{\

Follow-up at one year @
Composite primary endpoints ﬁﬁ}
Death, urgentrevasc, stroke, BARC bleedings=2

Secondary endpoints

Each component of primary endpoints

All BARC bleeding, TIMI bleeding ﬂ\{a

2 CuissetT, Deharo P et al, Eur Heart J 2017
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646 Patients randomized

.

323 Patients assigned
bo switched DAPT

L

323 Patients assigned
to unchanged DAPT

1 Patient excluded
(secaondary refusal)

1

322 Patients included
in the intention to
treat analysis

i

316 Pateents
completed the
1 year FUP

s

323 Patients included
in the intention to
treat analysis

318 Patients
completed the &
1 year FUP Rjj':'
{:}1
C;E-
=
“ﬁ
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Flow chart

@

CuissetT, Deharo P et al, Eur Heart J 2017
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\Q';EE' . ,
R Statistics
ﬁ-é"‘

i

$
Trial pq@ﬂ;red to assess whether switched DAPT was better than

® ; : ; . ;
unckénged DAPT in the prevention of the primary composite endpoint N

3 &
B

&
_.ﬁﬁjassumed a 10% occurrence rate of PEP at 1Y in the switched D}i‘-ﬁf
=% group and 18% inthe unchanged DAPT group based on prior stu{qdﬁes

%“:ﬁ &
T Calculation of a minimum sample size of 319 patientsin eagfi group to
A ; i
D achieve an a level of 0.05 and statistical power of 0.80 R
&
R
&
&
©
O

TOPIEC \©
Py
2 CuissetT, Deharo P et al, Eur Heart J 2017
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S -
#@q@ Statistics
xﬁﬁ&
nt'“"r}. ;
Monocghtric trial
&
; s
&a@ randomized 1:1 between switched and unchanged DAPT _Q@ﬁ”
2 ':Ei"\
_{‘.&{* '\E'EI
gﬁ-s_-,&a Cox model (Kaplan Meyer curves) q‘i‘*{ﬁ
& &
T Time to 1** event analysis &
3 &
P . _ &
Modified ITT analysis ﬁ‘j}@
&
&
&

L ]
TOPHC \©
Py
2 CuissetT, Deharo P et al, Eur Heart J 2017
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2 CuissetT, Deharo P et al, Eur Heart J 2017
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Baseline characteristics

BASELINE CHARACTERLSTICS All Patients  Switched DAPT  Unchanged DAPT
{n=0646&) {n=323) (n=323) Povalue
fale gender [, %) &8 532 [B2%) 261 [E1%) 271 (B4%) 0.30
ge [years; m = 5D) r-j,;FP £0.0 = 10.2 £0.5= 10.2 59,5+ 10.3 0.21
Eral [kg/mz2; n~=={£~'::-Ir 37.2+4.5 27.1+4.4 27.3+45 0.55
hiedical hﬁ%ﬂﬂ, %}
Hy peneng‘::'n 313 {45%) 151 {a7%) 162{50%) 039 .
Typia.?'&?a beetes 177 (27%) B4 [25%) o3 [20%]) 0.43 &5}?’
E@:paem'.a 263 [24%) 135 [42%) 147 [26%) 0.38 G:f‘“
k&h& [Curment smoker 285 [44%) 145 [45%) 141 [44%) 0.75 _&"'F‘EJ
ﬁ.s_.,ﬁ Previous CAD 157 [30%) 100 [31%) 57 [30%) o.80 ¥
E:I':P [Treatment, [n, ) s:?'
G% Beta biocker 245 [55%) 213 [55%) 232 [72%) i@ﬁﬁl
{l.,@ ras-inhibitors A8G [T5H) 236 [73%) 250 [FTH) lr_.- 0.20
o 5 tatin 514 [95%) 302 (3% 312 {o7%) & 0.07
FFI 530 {o2%) 315 [o8%) 323 (1008 ! o.oL
[Antipiatel=t 3zent, (n, %) :q‘r 0.53
Ticagreior {n, %) 276 (43%) 142{24%) t?:?JE?B‘Z‘:mh.v:aﬁ:
Frasugrsl [n, %) 370 (57%] 1E1{56%] o 155{55%|
rETentation 3 0.056 ||
STEMI [n, %) 257 [a0%) 117 [36%) @ 140 [43%)
LA or NSTEMI [n, %) 350 [50%) 206 | TF 183 [57%)
[EF |%; m = 5D] SEA= 7.7 ST LR 7.1 S5.E=E2 oo
r:"@

2 CuissetT, Deharo P et al, Eur Heart J 2017
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Procedure characteristics

All Patients

(n=646)

Switched DAPT

(n=323)

Unchanged DAPT
(n=323) i

jCulprit lesion ¥ (%
=
LMS i 24 [43%) 7 (2%} 17 [5%)
m#i 200 (45%) 155 [4E%) 144 [45%)
% 118 [18%) 55 [20%) =3 [16%]
Oﬁm 202 {31%) o5 [25%) 107 {33%)
&g‘? Wienmies gmﬁ 3 [1%) 1 (0%} 2 (1%}

Mumber of vessel treated, n (%) ﬁ:g_
1 545 {55%) 265 [52%) 252 [E7H) n§‘
2 B4 [13%) 4E [15%) 36 [11%) ,_E:}U
3 14 [2%] o [3%) = [2%) &

207 [22%)
EVS 21 [3%) 13 [4%)
EME 24 [4%) E[3%)

5 (2%}

.
T O P # C [stent iength, mm [m+ 50}

Mumber of stent (m £ 5D) 14+0.7 1.4+0.%S 14t 0.7 0.30
e

ctent diameter, mm [m * S0} 1E0.6 1.?95 1805 0.43

2641164 #HIties 26.4+15.E 084
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CuissetT, Deharo P et al, Eur Heart J 2017
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Primary, Fndpoint
Death, g#gentrevasc Stroke, BARC 2 2

ﬁ
P
&ﬁ.—. 50
& 2
‘ E 40 *E}}'ﬁ.
Fa & &
& T 3 HR 0.48 (95%CI 0.34 - 0.68), p<0.01 — Switched DAPT &
&& E 263% = Unchanged DAPT &%
N @ 20 &
AL = 6'?'q
QE-':'" E 13.4% {QP
€ 2 10 &
..q"@ | w.":'&
N O 4l &
rﬁ} n ] ] | ] 4:;«-
0 90 180 270 360 @ﬁ'
Days ;{gﬂ*
E""’
.,:-'n.
a‘ﬁa
g , .
Better Prognosis with switched DAPT
{:}1
&
@
R
2 CuissetT, Deharo P et al, Eur Heart J 2017
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@

gﬁ‘? iIschemic endpoint

On
&
— 30
52 &@Pb
e
eac‘aé g 20 &
i - —— Switched DAPT,®
g & 2
&d‘"& £ HR 0.80 (95%C1 0.50 - 1.29), p=0.36 o U"ﬂhﬂngegﬁﬂw
<8’ S 11.5% &
o~ S 104 &
@ m 9.3% &
0" z i
K &
P 3 $
O 04 T T T 1 E,'*E'Q
0 90 180 270 360 <3
Days ,ﬁ;
&
' ' ' %
No difference for ischemic gvents
2
Rﬂﬁ)
o
&
@
Pt
2 CuissetT, Deharo P et al, Eur Heart J 2017
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v EQ'EBARC b'E‘EdiﬂgS > )

&
&
"'q.'z'm
(&) 4“'
é,_,c‘aé T 3p- —— Switched DAPT @
b E]
5&‘* = HR 0.20 (95%CI 0.18 - 0.50), p<0.01 - '-hﬂh‘d"ﬂed Dﬁ“T
5_-& g 20+ q.‘:ﬁ
48" 'ﬁ 14.9% éﬁ
o = 10-
& Z ﬁ&
(7} = 4.0% F
":I" L == @ﬂ"
rE} 0+ T T T 1 Q"‘
0 90 180 270 360 @@
Days P
=

.,:-'L
Higher Rate of BARC bleeding > 2 ug;ﬁ Unchanged DAPT

&
\ Rﬁﬁ'}
- C‘J{?-D

s Cuisset et al, Eur Heart J 2017
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Bfeedings all BARC
o

&
ﬁ_::f"‘
L
.,5.@ — 5'[]"
AST R .
; i 5}.‘5
@af‘aé g &
& E é_a-.‘,:‘
3 2 30 HR 0.39 (95%CI 0.27 - 0.57), p<0.01 =g D &-@E’
5___&» E s1EN Unchanged DAPT ﬁ{é
Hﬂ':-"‘ﬁ 2 204 6@{2
& 5 &
@,& g 10 9.3% o
. 5 c?ﬁg
P Q 5l . . . . o
0 90 180 270 360 @
Days ﬁﬂ}

&
Higher Rate of BARC bleeding witgﬁnchanged DAPT

\ o
. . C‘J{?-D
nt

2 CuissetT, Deharo P et al, Eur Heart J 2017
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stibgroup analysis

Cal

&
&
Ky
Subgroup Switched (n=322) Unchanged (n=323) Oddratic  pvaluetor
@dﬁ {955%LC1) intaraction
%
3®
A0 :
- Ewent/total Event rate Event/total Event rate S‘:‘_-Q:'
e@e"é patient [no) (%) patient [na) (%) o2
£
& &
&&"&Ilnﬂhﬂt 43322 13.4 857323 26.% 048 {0.34 - 0.68) g EP
- L
2 .
<" Disbetes 0.96 .-:-E‘f)
QE‘_:,'"" Yes 19/84 21.6 2afaz 15.8 0.88(0.45- 1.71) 6@‘ |
& Mo 24238 10.1 61/230 26.5 0,38 {0.23- 0.63) ;5'—
h-:_-"l.'@ ACS presentation 0.85 ':5;.":-’:"
’E} STEMI 12f118 10.3 36/140 25.7 0.40{0.20- 0.81) Eﬁ% —_—
1
KON STEMI 31206 15.1 49/183 26.8 0.56 {0.35- 0.92) ﬁgg’ —
PZY12 blocker n.ﬁ’f{‘
Ticagrelar 23141 16.3 427134 3L3 0.52 {0.30-0.91) qﬁ' -
Prasugred 20/181 11.1 43/189 22.7 0.49 {0.28 - 0.86) a@f’a S—
A
o
&
& '
.ﬁ_\ S itrhedBstlor U Peanged bether
{:}1
L
L] C‘.'r{?-
o
g CuissetT, Deharo P et al, Eur Heart J 2017
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a'ﬁ
&

< Limitations

&
Study ng&‘%ized for hard endpoints (ST or mortality)
s

&
ﬁ:f!'

B@ﬁ&efit Driven by safety (as WOEST or ISAI}@S@ﬁﬂpIe)

7} &'Q{\
K &
P &

Single Center and Open label 4

&
[ ] f.?-ﬁ‘
TOPIC o
fﬁ”ﬂﬁ
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@

~Conclusion

.c,p
In Eaatlents without adverse event 1 month after stented ACS _@.u
,:;..

a"swmched DAPT is superior to an unchanged DAPT strategﬁtu
.-tp
Cﬁ prevent bleeding complications without mcreasedﬁﬁ‘lsk of
@ 5

Kb . . g &
P ischemic events following ACS. &

g CuissetT, Deharo P et al, Eur Heart J 2017
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ﬁ%w strategy for selected post ACS patients
i-gg 1::5‘\
Thrombosis Bleeding ,},f:;’;

& &
TS
'\
2
ot .
o ﬁ:ﬁ
< M1 9
B @
& &
‘1‘@ Thrombotic risk > Bleeding Risk Bleeding Risk >Thrombotic risk ‘}c}'ﬁ\
o) ﬁ'

Integration of dynamic risk E@Et ACS

5
M1 Switch & M12
«&”
{:}1
@ &
R
£
v
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« TOPIC strategy »
1 Mo Ticagrelor
Followed by Clopidogrel
&
&
* Timing of switch could be tailored according to patient’s risk pru:rf{ﬂtg
{:}-.
. &
\ToPiic/ study %

2 CuissetT, Deharo P et al, Eur Heart J 2017




