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To Individualize or Not to Individualize

Individualizing treatment ("selective”) is favored over one-size-fits
all (“routine”) approaches in current guidelines

Antiplatelet therapy after stenting

DAPT is indicated for at least | month after BMS implantation 791.799-801

DAPT Is indicated for & months after DES implantation 799,802,803

Shorter DAPT duration (<6 months) may be considered after DES implantation in patients at high bleeding risk.

Life-long single antiplatelet therapy, usually ASA, s recommended.

Instruction of

patients about the importance of complying with anuplatelet therapy 5 recommended

‘ DAPT may be used for more than 6 months in patlents at high schaemic risk and low bleeding risk

In patients with ACS treated with coronary stent implantation who have tolerated DAPT without bleeding
L - complication and who are not at high bleeding risk (e.g., prior bleeding on DAPT, coagulopathy, oral anticoagulant
use) continuation of DAPT for longer than 12 months may be reasonable (16,22-26,28,30,40,41,43,53,54,72).
In patients with ACS treated with DAPT after DES implantation who develop a high risk of bleeding (e.g., treatment
b c-LD

with oral anticoagulant therapy), are at high risk of severe bleeding complication (e.g., major intracranial surgery),
or develop significant overt bleeding, discontinuation of P2Y,; therapy after 6 months may be reasonable
(17-21,34,36,37).
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Reframing the Question

What constitutes a “short DAPT strategy” in 20207?
DAPT for < 6 months (e.g. 1-3 months) for elective
DAPT < 12 months (e.g 1-6 months) for ACS
Stopping DAPT means moving to either ASA or P2Y12-inhibitor monotherapy

Two relevant questions:

1) Should the default DAPT strategy (6 months elective, 12 months ACS) be
shortened?

2) How do | implement a selective approach to short DAPT duration?

Richard@.BndBusan.@
Beth Israel Deaconess #3% HarvARD MEDICAL scHoOL SmithEenterFor@Mutcomes@Researchi
in@ardiology®

W, Medical Center ¥ TEACHING HOSPITAL



Onyx ONE Global Study Design
Prospective, Multicenter, Single-blind Randomized Trial

High Bleeding Risk patients undergoing PCI
(no lesion, vessel limitations)

Resolute Onyx™ ZES 1:1 randomization e BioFreedom™ DCS
with 1 Month DAPT 84 global sites with 1 Month DAPT
(N=1000) Enroliment Nov 2017 — Sep 2018 (N=1000)

Clinical Follow-up
Primary safety endpoint: Cardiac death, Ml or stent thrombosis (def/prob) at 1 year

2° Efficacy endpoint (powered): Target Lesion Failure (TLF; cardiac death, TV-Ml or cd-TLR) at 1 year

Other secondary endpoints: Lesion, device and procedure success rates, BARC bleeding,
individual components of primary endpoints

5Windecker, S, etal. N Engl J Med. 2020;382(13):1208-1218.




Onyx ONE Global Program
Antithrombotic Therapy Transition After PCI
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One-Month Landmark Analyses (Time of DAPT Discontinuation)
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EVOLVE Short DAPT Study Design
Prospective, N=2009 patients, 110 global sites
Key Inclusion Criteria
Patients considered by the treating physician to be at high risk for bleeding:

i) 275 years of age and high bleeding risk; ii) History of major bleeding; iii) Anticoagulation therapy; iv)
History of stroke or renal insufficiency/failure; v) Platelet count <100,000/uL

(excluded LM disease, ostial lesions, >2 vessels, >3 lesions, CTO, SVG, ISR, NSTEMI or STEMI)

DAPT (ASA optional if
on anticoagulation)

ASA Only (patients eligible for' discontinuation of P2Y12 inhibitor)

| | I
I | 1
0 3m 15m

Co-primary Endpoints: (1) Death or MI, and (2) ARC definite/probable ST between 3-15 months
Secondary Endpoint: Rate of major bleeding (BARC bleeding classification 2,3,5) between 3-15 months

RichardfA.BindBusaniF .zl
%37 HARVARD MEDICAL SCHOOL SmithEenterForfutcomes@®esearchi
in@ardiology®

Beth Israel Deaconess

Medical Center ¥y TEACHING HOSPITAL

T TR Shoxt
1 o B .l‘u);f




EVOLVE Short DAPT Co-Primary Endpoint: Adjusted
Death/MIl between 3-15 months with 3-Month DAPT
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Co-Primary Endpoint: ARC Definite/Probable ST
between 3-15 months
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JAMA | Original Investigation

Effect of 1-Month Dual Antiplatelet Therapy Followed
by Clopidogrel vs 12-Month Dual Antiplatelet Therapy
on Cardiovascular and Bleeding Events in Patients Receiving PCI

The STOPDAPT-2 Randomized Clinical Trial

Composite of cardiovascular death, M|, definite stent thrombaosis,
or ischemic and hemorrhagic stroke

10

Pts randomized to
1 month DAPT followed by 8

clopidogrel monotherapy f,
vs. 12 months DAPT :

PCI with Xience EES 21

44

HR, 0.79; 95% Cl, 0.49-1.29;
P =.005 for noninferiority;
P =.34 for superiority

Log-rank P=.34
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Watanabe et al. JAMA 2019.
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Going too short in ACS

m SMART-DATE: 6 vs. 12+ months DAPT after ACS (2700 pts). SAPT
regimen = ASA monotherapy
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(number censored)
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DAPT Study Results Among
Patients with vs. without Myocardial infarction

Stent Thrombosis MACCE Moderate/Severe
8% Bleeding
7% | i Continued Thienopyridine P<050g;>|' P=0.08
i Placebo
6% -
5.3%
% 1 4.4%
4%
a5 . P=0.005 22;0.007
P<0.001 P<0.001 °
2% gy % 1.7%
: 1.1%
1% 1 0.4%
0% ,
ACS No ACS ACS No ACS No ACS
Interaction P=0.69 Interaction P=0.03 Interactlon P=0.21

J Am Coll Cardiol. 2015 May 26.



Should our default durations be changed?

If SAPT = aspirin monotherapy, then default strategy should remain.

m Growing evidence that short DAPT durations result in few stent-related
events with modern DES.

m No evidence that 1-3 month DAPT followed by ASA monotherapy is better than
the current 6 month default in stable CAD, even among HBR patients.

m Suggestion that shorter duration followed by ASA monotherapy is harmful
compared to current 12 month standard for high risk ACS patients. Older data
which shows benefit for > 12 month duration for ACS patients without bleeding
in the 1t year.
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MASTER-DAPT will test shorter DAPT duration as a default
strategy for HBR patients

Abbreviated
_N: xStop DAPT Antiplatelet
| saPT (ASA or Pavaal) 211 months > regimen without

OAC

Stop DAPT

X stop Abbreviated
SAPI(ASA or dopldogrel) mﬂ 5 rrnogthsr Antiplatelet
OAC 21t months reglmen with OAC

Standard
ASA 211 months >‘ Antiplatelet

PaY1ai 25 months and up to 1 months

Concomitant OAC ?
vE
w

HBR eligible
patients
following

1 month DAPT

v3

| ASA ¢+ clopidogred = 2 months and up to 1 months

1
| switch to SAPT (ASA or clopidogrel) allowed from : months anwards Antiplatelet

! M1 l M2 M3 l Ma M [ M6 M7 [ M2 L I M0 M1 l
hs after
Frigoli, Valgimigi et al. American Heart Journal 2019.
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Treatment Effect According to MI Status
Myocardial Infarction Type, 12-30 M follow-up
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How Do | Implement a Selective Strategy?

m Is my patient at high bleeding risk? Limit very short durations to these patients.

TABLE « Imtegur Rak Score for Majer Dlseding
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DAPT Score | #AHA19

Assessing Bleeding Risk is Important, But Not Enough

BARC 3-5 DOLE Cardiac denty VM ST(defiprob)  patients with higher
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20 190
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stent thrombosis
P00 = @Cross the entire

15
134 spectrum of
,sz anatomical disease.
sw:nc' "
10 -cou
ldlofﬂ . .
Peout Assessing bleeding
el nkind risk alone does NOT
° > pom help assess the
J tradeoff of risks.
. I
0 1-2 23 o

Number of high-risk features
Ueki et al. JACC Intv. 2019. [l PRECISE DAPT score <25 [l PRECISE DAPT score 225
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Among these HBR patients, are there some who are at high
Ischemic risk?

Variable Points
e oracteriste * Not a bleeding risk score
275 2 — but a treatment
65 - <75 -1 .
<65 0 benefit/harm score
Diabetes Mellitus 1
Current Cigarette Smoker 1 ¢ Valldated in more than
Prior PCI or Prior Ml 1 H H
o, , 90,000 patients in 9
Index Procedure Characteristic d |ffe re nt p (@) p u | at IoNs
MI at Presentation 1
Vein Graft PCI 2
Stent Diameter < 3mm 1 Yeh, Secemsky, Kereiakes et al. JAMA 2016
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High DAPT score identifies elevated ischemic risk but
lower bleeding risk

A Myocardial Infarction or Stent Thrombosis B Major Bleeding Events
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Across multiple studies, high DAPT score patients have 60% higher ST/MI
risk, 20% lower bleeding risk compared with low DAPT score patients

Yeh, Mihatov. JACC Intv 2020.
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Additional considerations for a selective strategy: What
happened during the procedure?

1) Intravascular imaging?

2) Vessel preparation for optimal expansion?
3) High pressure post-dilation?

4) Post-stent imaging?
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Conclusions

m The cliché holds true: there is no one size fits all for DAPT strategies.

— Caveat: P2Y12 monotherapy strategies may prove to be the optimal middle ground for a large
swatch of patients.

m Shortening duration in stable PCI likely does not meaningfully increase
iIschemic events, nor decrease bleeding events in low risk patients

Use tools to identify HBR patients most likely to benefit from short duration

Consider that some HBR patients may still likely benefit from longer duration,
particularly those with high ischemic risk (high DAPT score, complex or
suboptimal procedure etc).
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