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* Pourquoi une DAPT
* Courte DAPT
e Longue DAPT

Recommandations




Modele de thrombose

Sheth A et al. Circulation 1996



Primary Endpoint: Death, Ml, TLR or thrombosis at 30 days

3 Aspirin 3.6
» .
§ e 30 Aspirin & warfarin
=
S .§' o 2.7
; ulcll 2.0 - B
s 2 s
= g A y
= = " = p<0.01
=E‘ a 1.0 - . = = S
(&) 5 Aspirin & ticlopidine
4 \ 0.5
o I

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30
Days after Stenting



Thromboses tardives

Mc Fadden E., et al. Lancet 2004



Anciennes recommandations

EUROPEAN \
SOCIETY OF
CARDIOLOGY ®

BMS stables patients 1 mo 1 mo (minimum)
BMS ACS patients 12 mo (1 mo) 12 mois
DES stables patients 6-12 mo 12 mo

DES ACS patients 12 mo (6 mo) 12 mo




Thromboses de stents

al Stent Thrombosis OR (95% C1) Svents. o orents xdght
3 or 6 Months Discontinuation E
ISAR SAFE . 125(0.34,468) 5/1997  4/2003 516
ITALIC : . 7.01(0.36,135.86) 3/912 o/910 105
SECURITY - 070(012,420) 2/682  3/77 2.83
OPTIMIZE : 1.08(049,237) 13/1563  12/1556  13.60
PRODIGY 1: 116 (0.55,245)  15/983  13/987  14.94
EXCELLENT ; - 6.03(0.72,50.24) 6/722 72 2.03
RESET S — 067(01M,399) 2/1059  3/1058  2.83
Subtotal  Heterogeneity: p = 0.62 <> 120(077,1.88)  46/7918  36/7952 4244
12 Months Discontinuation '
DAPT 228(149,349) 69/4941 31/5020 3844
DES LATE l 195(0.99,381) 25/2514  13/2531  18.08
ARCTIC Int. : - 716(0.37,138.86) 3/624  0/635  1.04
Subtotal Heterogeneity; p = 0.68 {> 2.22(155,317)  97/8079  44/8186 57.56

I

I
Overall Heterogeneity; p = 0.39 <> 1710.26,232)  143/15997 80/16138 100.00
NOTE: Weights are from random effects analysis i

Shorter DAPT Better Longer DAPT Better

Giustino G. et al. JACC 2015, 65 (13):1298-1310



Ameélioration des DES

- : Resolute Resolute Xience, Promus
Permanent Cypher TAXUS Express TAXUS Liberte : — Onyx Xpedition PREMIER
Polymer Stents pr— g :
Strut Thickness 140 pm 132 um 96 um ' 89um 81 um 81 um 81 pm
Coat Thickness 7 um / side 16 um / side 14 um / side | 6um/side 6 um / side 8 um / side 8 um / side
Blioabsorbable Biomatrix Nobori ' w&t!- Orsiro MiStent BioMime SYNERGY
Polymer Stents ol
> &= 5 D &) & @
Q " S S ;L.—J
ABLUMINAL SIDE I ABLUMINAL SIDE
Strut Thickness 120 ym 125 ym ; 80 um 61pum 64 um 65 um 74 um
Coat Thickness 10 um 20 um | 15um 3.5/7.5um 5/15um 2um 4ym
Fully Bioresorbable ELIXIR DESolye. DREAMS II ' Polymer Free BIOFREEDOM Drug Eluting Stent
Scaffold : Stents
: oy L
Strut Thickness 150 um 112 ym 86 um
Coat Thickness Sum/slde <3um/slde < 8 um /side : NA NA




Second Generation DES

STENT THROMBOSIS

DAPT 2.64 (117, 5.98)
ITALIC I - 7.01 (036, 135.86)
SECURITY [ - ] 0.70 (012, 4.20)
PRODIGY [ 0.25(0.03, 2.25)
EXCELLENT [ = | 3.01(0.31, 28.99)
OPTIMIZE |—.—4 1.08 (0.49, 2.37)
Subtotal Heterogeneity; p = 0.21 <> 1.54 (0.96, 2.47)

First Generatlon DES

P for Interaction = 0.008

1
1
1
DAPT IE-.—I 444(2.22,8.87)
PRODIGY I——“—i 2.30 (0.70, 7.56)
EXCELLENT [ - »  712(0.37,13877)
Subtotal Heterogeneity; p = 0.59 > 3.94 (2.20,7.05)
Overall > 2.33(1.63,3.34)

Giustino G. et al. JACC 2015, 65

Thromboses de stents



Critere primaire

All-cause mortality, M, stroke, ischemia-driven TLR
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LEADERSEREE

|cardiac death, MI, ST

Drug Coated Stents

Subgroup analysis: elderly patients

ID-TLR

© ©
HR 0.73: 95% CI 0.55 to 0.97; P=0.0303 HR 0.51: 95% CI1 0.35 to 0.74; P=0.003
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Morice MC. et al. Int J Cardiol. 2017;243:110-115
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All patients
Age 80+
Age 70 to 79
Age 60 to 69
Age <60

MACCE apres SCA

Number at risk
<60 15359
€0-69 19667
70-79 20501
80+ 21160

1.5 2

15102 13433
19108 16796
19357 16755
18414 14793

I 1 I

25 3 3.5
Time (years since index MI)
11862 10249 8794
14656 12545 10636
14300 12023 10030
11770 9375 7345

Jernberg T. et al. European Heart Journal (2015) 36, 1163-1170.
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CHARISMA
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Bhatt D. et al. N Engl J Med. 2006 Apr 20;354(16):1706-17



10- PEGASUS

Placebo 9.04%
9 e Ticagrelor 90 mg
3 e TiCAgGrelor 60 mg 7.85%

1.77%
7

6-
5-

4-

o 1 I ) ! I 1 1 1 ] |} I L}

0 3 6 9 12 15 18 21 24 27 30 33 36

Ticagrelor 90 mg vs placebo: Ticagrelor 60 mg vs placebo:
HR 0.85 [IC 95% 0.75-0.96] HR 0.84 [IC 95% 0.74-0.95]
p=0.008 p=0.004

Bonaca M. et al. N Engl J Med. 2015 May 7;372(19):1791-800



Infarctus du myocarde

Trial . 5 Events, Events, %
Name Myocardial Infarction OR (95% CI) Treatment  Control Weiaht
3 or 6 Months Discontinuation :
ISAR SAFE - — 0.93(0.44,199)  13/1997 14/2003 395
ITALIC - 150(0.42,533)  6/912 4/910 141
SECURITY - 112(0.55,2.29) 16/682 15/N7 4.46
OPTIMIZE —— 117(0.77,1.77) 49/1563 4201556  12.95
PRODIGY : 1.06 (0.68,1.66)  41/983 39/987 n.31
EXCELLENT — 1.87(0.74,4.72) 13/722 7 2.65
RESET ~ - : 050(0.09,273)  2/1059 4/1058 0.78
Subtotal Heterogeneity; p = 0.85 = 113 (0.88, 1.44) 140/7918  125/7952 3750

i
12 Months Discontinuation :
DAPT 1.60 (1.29, 1.98) 215/4941 139/5020  48.08
DES LATE . 1.63(1.05, 2.53) 53/2514 33/2531 11.80
ARCTIC Int. .- 1.02(040,258)  9/624 9/635 2.62
Subtotal Heterogeneity: p = 0.64 <> 1.57(1.30,1.90) 277/8079  181/8186  62.50

i
Overall Heterogeneity; p = 0.55 <> |P-value < 0.001| 139 (1.20,1.62) 41715997  306/16138  100.00

| NOTE: Weights are from random eff analysis | i

Giustino G. et al. JACC 2015, 65 (13):1298-1310



“Type1 ®Type2 ®Type3 ~“Typed ®Type5

Spontaneous Demand Fatal prior to PCI
Tn testing

10% %%
1%

*Six type 4a, 95 type 4b
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Saighements

Trial . Events, Events, %
Name Clinically Significant Bleeding OR (95% CI) Treatment Control  Weight
3 or 6 Months Discontinuation

ISAR SAFE 046 (017,1.22) 6/1997 13/2003 3.50
ITALIC 0.71(0.22, 2.25) 5/912 7/910 248
SECURITY 0.52(0.16,1.74) 4/682 8/N7 2.27
OPTIMIZE 0.71(0.31,1.60) 10/1563 14/1556 496
PRODIGY 0.55(0.29,1.04) 15/983 27/987 8.10
EXCELLENT 0.50(0.09,2.73) 2/722 470 114
RESET 0.50(0.17, 1.46) 5/1059 10/1058 2.84
Subtotal Heterogeneity; p = 0.99 0.57(0.40,0.81) 47/7918  83/7952 2528
12 Months Discontinuation

DAPT 0.68(0.52, 0.90) 84/4941 124/5020 42.02
DES LATE 0.63(0.46,0.87) 63/2514 99/2531 31.96
ARCTIC Int. - - * 0.14(0.02,117) 1/624 7/635 0.75
Subtotal Heterogeneity; p = 0.34 q> 0.65(0.52, 0.81) 148/8079 230/8186 74.72
Overall Heterogeneity: p = 0.95 > [P-value<0.0001] 063(052,075) 195/15997 313/16138 100.00
NOTE: Weights are from random effects analysis !

Shorter DAPT Better

Giustino G. et al. JACC 2015, 65 (13):1298-1310



DAPT apres STEMI

Risk Ratio (95% ClI) P

Major adverse cardiovascular events ’ 0.78 (0.67 - 0.90) 0.001
Cardiovascular death - 0.85 (0.74 - 0.98) 0.03
Myocardial infarction —_— 0.70 (0.55 - 0.88) 0.003
Stroke - 0.81 (0.68 - 0.97) 0.02
Stent Thrombosis (Definite/Probable) = 0.50 (0.28 - 0.89) 0.02
Major Bleeding — - 1.73 (1.19 - 2.50) 0.004
Non-cardiovascular death =i 1.03 (0.86 - 1.23) 0.76
All-cause death - 0.92 (0.83 - 1.03) 0.13
0.'10 ' X 0.'50' ' 1.00 ' 2.'50
- >

Favors extended DAPT Favors aspirin alone

Udell JA et al. European Heart Journal doi:10.1093/eurheartj/ehv443



PRECISE DAPT

Moderate bleeding risk High bleeding risk
1-00 T
'—|_|_| 1

0-99 — l

Probability of TIMI major or minor bleeding

0-98 — ]
ARD: 0-28% (95% C1-0-39 to 0-94) ARD: 2.59% (95% Cl 0.82 to 4.34)
0-97 B
0-96 |
T I T T T T T T T T T T T T )
o 3 6 9 12 15 18 21 o 3 6 9 12 15 18 21 24
Time (months
Number at risk Time (months) ( )
Long DAPT 1307 1270 1266 1293 1091 654 603 504 1106 1042 1027 1005 880 545 511 =5 .
(12-24 months)
Short DAPT 1273 1240 1230 1312 1074 632 588 482 1102 1019 1011 993 884 528 493 434 71
(3-6 months)

—— Long DAPT (12-24 months)
—— Short DAPT (3-6 months)

Costa F. et al. Lancet 2017; 389: 1025-34




DAPT courte vs. 12 mois

Age <65 years old Age 265 years old I

5.0 5.0
HR (95% Cl), 1.67 (1.14-2.44)

s 4.0+ s 4.0
% % 3.0% (80/2684)
2.4% (74/3093)
3.0 20
i i

HR (95% Cl), 0.84 (0.60—-1.16)

2.4% (64/2635)
_l_"_'_‘—
1.04 1.04
1.4% (44/3059)
0.0 0.0
o %0 80 270 350 ° 20 180 270 E)
Days after randomization Days after randomization
No. at risk No. at risk
Short 3,088 3,016 2,956 2,904 2,656 Short 2,629 2,556 2,497 2,455 2,238
Long 3,050 2,990 2,925 2,871 2,583 Long 2,681 2,611 2,546 2,494 2,293

Lee SY. et al. ] Am Coll Cardiol Intv 2018, 11 (5):435-443



Triple Thérapie

RR 4.3 (2.5-7.4)

15 p<0.001
B AF
B non-AF
10
5
p=0.22
O SN
0 0,0
BARC 2-5 ST

Sinnaeve PR. et al. EuroPCR 2018 S—EN L
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Triple Thérapie

Study Hazard Ratio (85% Crl) DATarm  TAT Arm
w— womm | wm e
ISAR TRIPLE (Landmark analysis) 0.96 (0.46, 1.97) 14207 15307
PIONEER AF-PCI 0.64 (0.38, 1.09) —a— 21/696 33897
RE-DUAL PCI {total) 0.47 (0.33, 0.67) - 56/1744 68981

N — ’ s s

I I I I 1
0 06 1 15 2
TIMI Major or Minar Bleading [O=5.25, p=0.1588, [2-42. 9%]

Golwala HB. Et al. EHJ 2018, 39(19):1726-1735a.



ESC Guidelines

'

Treatment
indication

Device
used

DES/BMS or DCB BRS DES/BMS or DCB

Time
I mo.
3 mo.
6 mo.
12 mo.
30 mo.
>I1 mo. in pts
with prior M
< *hu Iib B

FSC 2017

@ = Aspirin - = Clopidogre! . = Prasugrel .= Ticagrelor

Valgimigli M. et al. European Heart Journal 2018



euro

DAPT%uration:%

a'2.5'layer'approach

ACS

Yes No
PRECISE DAPT = 25 or OAC1!

1: if OAC is needed, DAPT may be omitted (no triple therapy) or preferably given for 1- 3 mo(s)
2: > 6 months to be considered if complex PCI
Routine PPI to be considered in all patients M. VALGIMIGLI — May 2018

Valgimigli M. et al. European Heart Journal 2018
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* Pourquoi une DAPT? Pour limiter TS et IDM
* Courte DAPT: pour le stent actif
 Longue DAPT: pour la maladie coronaire

« Recommandations: identifier patients HBR+++




Pour ma pratique

1- Durée DAPT selon la présentation (SCA, AS)
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Pour ma pratique

1- Durée DAPT selon la présentation (SCA, AS)

2- DAPT courte: patients stables, patients agés

3- Privilégier des DES de nouvelle génération

4- Limiter la durée de TAT chez patients en FA

5- Limiter saignements: voie radiale, pas de swich, IPP

6- DAPT prolongée chez patients aprés ACS et bas risque saighement

7- Quel(s) anti agrégant(s) plaquettaire(s)

8- Valider prospectivement la durée DAPT en fonction de scores de risque

9- Mieux définir les patients a haut risque de saignement




PRECISE-DAPT score'®

ESC Guidelines

DAPT score's

Time of use At the time of coronary stenting After 12 months of uneventful DAPT
DAPT duration Short DAPT (3-6 months) Standard DAPT (12 months)
strategies assessed vs. vs.
Standard/long DAPT (12-24 months) Long DAPT (30 months)
Score calculation® HB 212 115 11 105 <10 Age
[ (— 575 “2pt
WBC <5 8 10 12 14 16 18 220 65 to <75 -l pt
N I I B <65 0pt
Age <0 & 0 80 90 Cigarette smoking +| pt
JELEEL L L L Diabetes mellitus +| pt
CrCl w0 & @0 40 0 ¢ MI at presentation +| pt
' ' ' ' ' : Prior PCl or prior Ml +| pt
Prior Mo e Paclitaxel-eluting stent +| pt
Bleeding T Stent diameter <3 mm +| pt
Score 0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 CHF or LVEF <30% *2pt
Points  [TTTTTTTTTTTTI T T TIITTTTT7T ] Vein graft stent +2 pt
Score range 0 to 100 points -2 to 10 points
Decision making cut-off Score =25 = Short DAPT Score =2 = Long DAPT
suggested Score <25 = Standard/long DAPT Score <2 = Standard DAPT
Calculator www.precisedaptscore.com www.daptstudy.org

Valgimigli M. et al. European Heart Journal 2018

@ESC 2017



IDM vs. saighement

REitimate ofk
elative Ris!
MI versus Bleeding (Ratio of HRS) p Value

Adjusted Hazard Ratios with 95% CI

Bl 3.15
. = Ed R
Ml vs. Minor Bleeding ﬁ == = -
MI vs. Ml:l;;l‘.'“ lcil;)edm B (2.08-4.77) <0.001
5.36
4 3 i 0.94
MI vs. Major Bleeding™ ci 0 ;
MI vs. Ma :A[ll 2l:e (0.63-1.40) 0.747
¢ > 5.36 5.73
P - 2.23
MI vs. Major Bleeding ﬁj PY ilse- =g, 0001
(BARC 32) s 297
MI vs. Major Bleedingt ‘ 1.37
AR y > (0.81-2.30) 9242
6. 4.51

0.22 <0.001

- s +
MI vs. Major Bleed (0.13-0.36)

(BARC 30)

Valgimigli M. et al. European Heart Journal (2016) 0, 1-9
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Treatment algorithm (Final)

Heeding)risk)dominant

ASSspirin;£5%lopidogrel; 05 ral@nticoagulation

. Assess ischaemic + bleeding risks

. Triple therapy duration as short as
possible; dual therapy as alt.

Use NOACs instead of VKA (when
NOACs are not contra-indicated)
Use the lowest approved NOAC
dose (rivaroxaban 15 mg q.d. may

be used instead of 20 mg q.d.)
Consider a target INR in the lower
part of the recommended range

. Stop antiplatelet treatment at 12

months
Clopidogrel as P2Y12 inhibitor
Routine use of PPIs

R.A.BYRNEQ May2018



