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Learning Objectives

@’ PAD: a major under-represented health problem with worse outcome than CAD and CVD!
Antithrombotic therapy options in chronic symptomatic PAD
Antithrombotic therapy options following endovascular and open revascularization

Current guidelines and evidence-based recommendations
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Antiplatelet Therapies with Different Targets

Aspirin (NSAID and sulfinpyrazone):

PLT aggregation

* The platelet P2Y12 inhibitors:

- PLT activation and aggregation

* Vorapaxar, PAR 1 antagonist:

- PLT aggregation

* Glycoprotein lIb/llla inhibitors:

- PLT aggregation
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Vitamin K antagonists

Anticoagulation Therapies with Different Targets

Oral “::ﬂ{‘o',“‘?,‘,‘;" Parenteral
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Decision Making is Very Complicated
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PAD a Major Atherosclerotic Disease

* Globally, over 236 million people with PAD , 200 million in 2010.

» PAD: 3 most common ASO after CAD and CVD.
- A significant cause of morbidity, mortality, and disability.

» Compared with CAD and CVD, evidence for optimal antithrombotic
therapies in patients with PAD is lacking.

* PAD: Atherosclerotic stenosis, atherothrombosis, or thromboembolism

Skeik N et al. Angiology, in press
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PAD Pathophysiology

FEM-POP & INFRA-POP arteries
with 270% luminal stenosis

In -73% of arteries, presence In a minority (<2%), luminal
of thrombi contributed compromise was due to restenosis
to luminal stenosis resulting from previous interventions

=33% of arteries had thrombi associated
with significant atherosclerosis
(PIT.FAFC)

In the remaining ~67% of arteries,
thrombotic occlusion was associated
with insignificant atherosclerosis

Narula, N et al. J Am Coll Cardiol. 2018;72(18):2152-63.
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Atherosclerosis 2 Atherothrombosis

Intraluminal
Thrombus

Blood Flow

Erythrocytes
Platelets

Fibrin

Vanuraju S et al. Clinical Nuclear Cardiology: State of Art and Future Directions. 4" ed. Philadelphia, PA: Mosby. Inc., an Affiliate of Elsevier Inc, 2010.
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Multinational Reduction of Atherothrombosis for

Continued Health

Large, global observational registry

N: ~ 68,000

Patents: CAD, PAD, CVD or 23 atherothrombotic risk

* Aim: prevalence, risk factors, and clinical consequences of ASO.

* Findings:

- 40% of PAD patients experienced Ml, stroke, vascular death, or hospitalization
over 3 years which was considerably higher than in those with coronary (30%) or
cerebrovascular disease (28%).

Bhatt DL, et al. JAMA. 2006.295:180-189.
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Major CV Event Rates

Despite Majority on Standard Therapy
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Year 1 Year 2 mPAD mCAD Year 3 Year 4

Cumulative Incidence
(%)

Abtan. J, et al. Clin Card. 2017 40: 710 718
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MACE and Hosp
Limb

45

o0 40
Lo
>_
35 o
® 30
30 =
s
25 =
9
20 §
s
15 35
7
o
10 I
B
L
5 Q
X
0 =
PAD CAD

Bhatt DL, et al. JAMA. 2006. 295 180-189.
a

italization in PAD, CAD and CVD at 3 Years
Events in PAD at 2 and 4 Years

Despite Standard Therapy

*Limb events: worsening claudication/new episode of CLI,
new percutaneous or surgical revascularization, or amputation
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Desai U et al. Ann Vasc Surg 2021 80890 5096 (21) 0025-9.

Major Atherothrombotic Vascular Events

Post-Revascularization and Despite Standard Therapy

Retrospective Analysis
N=38,439

Mean f/u: 1.4 years

2.8
l 1 .2
1S CV Death Major Amputation
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Management Challenges

» Most evidence is from studies involving CAD patients.

PAD is under-represented..

+ Patients with PAD are often undertreated with antithrombotic agents.

Skeik N, et al. Angiology in press.
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» Secondary prevention with antithrombotic therapy has been shown to reduce MACCE.

Effective/safe strategies to reduce MACCE and MALE risk in pts with PAD is critical.
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Aspirin in Stable PAD

The Critical Leg Ischemia Prevention Study

N: 366 patients with PAD and claudication

 Study Design: randomized aspirin vs placebo

Study Duration: ~ 2 years

Outcome: MACCE and CLI

+ Results: significant reduction of MACCE and CLI with aspirin
- (6.5% vs 15.5%; HR: 0.42 [95% CI: 0.21 to 0.82]).

J Intern Med. 2007;261(3):276-284.
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Aspirin in Stable PAD

The Critical Leg Ischemia Prevention Study

Table 2a Aspirin versus nonaspirin: outcomes

Aspirin Nonaspirin

n = 185) (n = 181) P-value® HR (95% CI)
Stroke nonfatal plus fatal 2+2 6+1 }2 3 0.54 (0.16-1.85)
Myocardial infarction nonfatal plus fatal 0+2 9+2 0.0: 0.18 (0.04-0.83)
Pulmonary embolus nonfatal plus fatal 1+0 1+1 0.57 0.50 (0.05-5.54)
Vascular death 5 4 0.78 1.21 (0.32-4.52)
Nonvascular death” 2 0 0.99 -
Vaseular event 7 20 0.35 (0.15-0.82)
Vascular event or critical limb ischaemia 12 28 0.01 0.42 (0.21-0.83)
Bleeding 4 0 0.99 -

-, Statistics could not be calculated because of the lack of events in the second group. “Aspirin versus nonaspirin groups P = 0.074 (chi-
quadro = 3.18). bBoth nonvascular deaths were from cancer.

J Intern Med. 2007;261(3):276-284.
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Aspirin for the Prevention of Cardiovascular Events in

Patients With PAD: of Randomized Trials

* 18 trials, 16 included symptomatic PAD
* N: 5,269 patients with PAD
* Study Drugs: Aspirin with and without dipyridamole vs placebo

* Results: non-significant decrease in MACCE

- (8.9% for aspirin + dipyridamole vs 11.0% for placebo; RR: 0.88
[95% CI: 0.76 to 1.04]).

| JAMA. 2009;301(18):1909-1919
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Patients With PAD:

No. of Cardiovascular Events/
Total No. of Patients

of Randomized

Aspirin for the Prevention of Cardiovascular Events in

Trials

Source Aspirin Control Weight, % RR (95% CI)2 Favors Aspirin : Favors Control P Value
Belch et al,? 2008 105/638 108/638 41.3 0.97 (0.76-1.24) -- 82
Catalono et al,2' 2007 7/185 19/181 35 0.36 (0.16-0.84) —— .02
BMFT-IL,** 1998 5170 7164 2.0 0.69 (0.22-2.13) —_— 52
Study group on pharmacolegical 2/108 2115 0.7 1.06 (0.15-7.43) -— 95

treatment after PTA, 2 1994
MeCollum et al,*2 1991 53/286 61/263 231 0.80 (0.58-1.11) . 18
Heiss etal 22 1990 5/132 4167 15 0.63(0.18-2.29) — 49
Colwel et al.22 1989 36/110 40121 183 0.9 (0.68-1.43) - 96
Donaldson et al,2 1985 4/33 0/32 0.3 8.74 (0.49-155.97) B 14
Hess et al,® 1985 5/160 3/80 1.3 0.83 (0.20-3.40) —_— 80
Geldman and McCollum, 2 1984 022 2/31 0.3 0.28(0.01-5.53) -—— 40
Kohler et al,*! 1984 2/50 2/50 a7 1.00(0.15-6.82) >.99
Schoop and Levy,®3 1984 14/200 7/100 3.2 1.00 (0.42-2.40) —a >.99
Green et al,2° 1982 3/32 o017 0.3 3.82 (0.21-69.88) _— 37
Harjola et al,?” 1981 0/200 3/100 0.3 0.07 (0.00-1.38) -—— .08
Ehresmann et al2* 1977 0215 0/213 0.0
Hess and Keil-Kuri,® 1975 5/92 6/84 1.9 0.76 (0.24-2.40) — 64
Hess and Keil-Kuri,?® 1975 4/42 2/40 0.8 1.90(0.37-9.83) —_—— 44
Zekert,® 1975 1/148 3/150 0.5 0.34 (0.04-3.21) —_—— 34
Total 251/2823 269/2446 0.88 (0.76-1.04) - A3
T
0.02 0.1 10 10 50
RR (95% CI)
JAMA. 2009;301(18):1909-1919
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Monotherapy with P2Y12 Inhibitors in Chronic PAD

N: 19,185 patients with ASO (ischemic stroke, MI, sympt PAD)
Study Design: Randomized aspirin (325mg) vs clopidogrel
Study Duration: 1.91 years

» Outcome: composite MACCE
Significant reduction with clopidogrel (5.3% vs 5.8%)RR: 0.91 [95% CI: 0.84 to 0.997].

» Post-hoc analysis including 6,452 patients with PAD:

More risk reduction with clopidogrel (3.7%) vs ASA (4.9%), RR: 0.76 [95% CI: 0.64 to
0.91].

Vasc Med. 1998;3(3):257-60.
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Monotherapy with P2Y12 Inhibitors in Chronic PAD
Relative-risk reduction (%)
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Vasc Med. 1998;3(3):257-60.
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N: 13,885 with PAD

Follow up: 2.5 years

Primary Outcome: MACCE:

Similar
Hiatt WR et al. N Engl J Med 2017;376:32-40.

I Alira &

Minsearous
Heanr
InsTiTuTE

ABBOTT
NORTHWESTERN
HOSPITAL

Examining Use of Ticagrelor in Peripheral Artery Disease

Study design: Clopidogrel vs ticagrelor

No difference: (10.8 vs 10.6%; HR: 1.02 [95% ClI: 0.92 to 1.13]).

ALlI, limb revascularization, and major bleeding

Vi
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Examining Use of Ticagrelor in Peripheral Artery Disease
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Months since Randomization

No. at Risk
Ticagelor
Clopidogrel

6930 6792 6679 6583 6474 6360 6248 6143 6036 5802 3830 2089
6955 6830 6744 6639 6538 6455 6353 6237 6lll 5835 3834 2055

865
852

Ticagrelor Clopidogrel Hazard Ratio

Outcome (N=6310} (N=6932) ©5%C)  PVahe

no. (%)

Primary safety outcome; TIMI major bleeding 113 (1) 108 (L6) 110(0.84-143) 049
Intracranial bleeding 34(0.5) 34(0.5) 106 (0.66-170) 082
Fatal leeding 100.) 003 053(025-113) 010

TIMI minor bleeding 8(12) 67(10) 132096183 009

Adverse events leading to discontinuationt 1063 (15.4) 766 (111)

Dyspnea 330 (49) 52(08) <0001
Any bleeding 168 (2.4) 112 (16) <0.001

#TIMI denotes Thrombolysis in Myocardial Infarction.

1 A total of 30.1% of patients in the ticagrelor group and 25.9% in the clopidogrel group prematurely discontinued the
assigned study drug during follow-up. Included in this group were patients who discontinued the study drug because
of adverse events, those in whom the primary end point occurred, and those who died.

§ This category includes adverse events leading to the permanent discontinuation of a study drug because of a bleeding
event that was documented by the investigator on a case-report form; these events included unadjudicated minimal
bleeding.

Hiatt WR et al. N Engl J Med 2017;376:32-40.
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Single Antiplatelet Therapy/Stable PAD :

”4 Ample evidence to use single antiplatelet therapy

g? Good evidence to support clopidogrel over aspirin

;' No difference in outcome between clopidogrel and ticagrelor

Skeik N et al. Angiology, in press
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Dual Antiplatelet Therapy in Stable PAD

Clopidogrel+ASA vs ASA alone

* N: 15,603 pts with established cardiovascular disease or multiple ASO risk factors
 Study design: ASA+clopidogrel vs ASA alone
» Follow up: 2.5 years

* Primary Outcome: MACCE, no difference
- Entire group: (6.8% for ASA+clopidogrel vs 7.3% for ASA; RR: 0.93 [95% CI: 0.83 to 1.05])
- PAD subgroup: (7.6% for ASA+clopidogrel vs 8.9% for ASA; HR: 0.85 [95% CI: 0.66 to 1.08]).

» Risk of moderate bleed: almost 2 folds in ASA+clopidogrel vs ASA

N Engl J Med 2006; 354:1706-1717
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Dual Antiplatelet Therapy/ Stable PAD

Clopidogrel+ASA vs ASA alone

A Table 4. Composite and Individual Primary and Secondary End Points.
104 Clopidogrel Placeba
plus Aspirin plus Aspirin Relative Risk
% End Point (N=7802) (N=7801) (95% CIy* P Value
%o 34 no. (%)
E E § Efficacy end points
] E‘ = & Placebo Primary efficacy end point 534 (6.8) 573 (7.3) 0.93 (0.83-1.05) sz
'E 5] § Clopidogrel Death from any cause 371(4.8) 374 (4.8) 0.99 (0.36-1.14) X
g E"‘ Death from cardiovascular causes 233(3.1) 229(29) 1.04 (0.87-1.25) 0.68
:E ‘E G4 Myocardial infarction {nonfatal) 146 {1.9) 155 (2.0) 0.94 (0.75-1.18) 059
E Ischemic stroke {nonfatal) 132 (L.7) 163 (2.1) 0.81 (0.64-1.02) 0.07
o 2+ Stroke (nonfatal) 150 (1.9} 189 (2.4) 0.79 (0.64-0.98) 003
Secondary efficacy end point}- 1301(167)  1395(17.9)  052(0.86-0995)  0.04
2 F italization for unstable angina, transient 866 (11.1) 957 (12.3) 0.90 (0.82-0.98) 0.02
a IIZ 1‘8 2‘4 3‘0 ischemic attack, o revascularization
Safety end points
Months Severe bleeding 130 (L.7) 104 (1.3) 1.25 (0.97-1.61) 0.09
No. ?‘ Risk Fatal bleeding 26 (03) 17 (0.2) 1.53 (0.83-2.82) 017
ﬂ:ﬂg:gn‘ ;Eg% ;:i: ;ﬁg ;:ﬁ ig; ;;;2 Primary intracranial hemorrhage 26{0.3) 27(03) 0.96 {0.56-1.65) 0.89
Moderate bleeding 164 (2.1) 101 (1.3) 162 (1.27-2.08) @

* Cl denotes confidence interval.

1 The secondary efficacy end point was the first occurrence of myocardial infarction, stroke, death from cardiovascular
causes, or hospitalization for unstable angina, a transient ischemic attack, or a revascularization procedure {coronary,
cerebral. or peripherall.

Engl J Med 2006; 354:1706-1717
ol S8 OPF ) ammiztiee
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Subanalysis in High Risk Patients

* N: 9,478 with high risk: history of Stroke, Ml or PAD

- 10m N=9,478 8.8% Cardiovascular Death/MI/Stroke
® - Placebo  Clopidogrel ~ HR (95% & Cl)  p-value
= = R |
® 849 — Fiacebo + ASA 7.3%)| Prior MI ._—.._. 8.3% 6.6% 0.774 (0.613,0.978)  0.031
k=3
g a — Clopidogrel + ASA
- Prior IS — 107%  84%  0.780(0.624,0.976) 0.029
E
g 4
fior PAD 87% 76% .869 (0.671, 1.1 0285
g —— 0.869 (0.671, 1.125)
2
£ RAR: 17.1% [95% Cl: 4.4%, 28.1%]
= =0.01
o P Entire Cohort —— 8.8% 73%  0829(0.719,0956) 0010
4] 6 12 18 24 30
I
Months since randomization 05 2

* MACCE: Lower in DAPT (7.3%) vs ASA (8.8%); (p=0.01).
Z Not in patients with PAD.

Am Coll Cardiol. 2007;49(19):1982-1988.
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The Platelet Inhibition and Patient Outcome

N: 18,624 pts with ACS
Study design: ticagrelor+ASA vs clopidogrel+ ASA

Follow up: 1 year

* Primary Outcome: MACCE
+ Entire group: Significantly lower with ticagrelor+ASA
(9.8 vs 11.7%, respectively; HR: 0.84 [95% CI: 0.77 to 0.92])

Primary Safety Outcome: major bleed
Similar (11.6% for ticagrelor and 11.2% for clopidogrel; P=0.43)

Engl J Med 2009; 361:1045-1057
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The Platelet Inhibition and Patient Outcome

100+ 12 . 1004 15
&5 = Clopidogrel 90 Ticagrelor
g g 80 3 Ticagrelor 8 g 80 10 Clopidogrel
£g 70 ES 0]
2 6 0
28 60 TE 60
£ - 4 £ E 5
g 0 2 $a 5
ET 404 ¥ S5 404
2 T T T T T T 1 3w uT T T T T T 1
ES 301 0 2 4 & 8 10 12 E= 304 0 2 4 6 8 10 12
U"s 204 e 204
P<0.001 P=0.43
10 104
0 T T T T T d 0 T T T T T 1
0 2 4 6 8 10 12 0 2 4 6 8 10 12
Months Months
No. at Risk No. at Risk
Ticagrelor 9333 8628 8460 8219 6743 5161 4147 Ticagrelor 9235 7246 6826 6545 5129 3783 3433
Clopidogrel 9291 8521 8362 8124 6650 5096 4047 Clopidogrel 9186 7305 6930 6670 5209 3841 3479

Engl J Med 2009; 361:1045-1057
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['he Platelet Inhibiti d Patient Out
- PAD
25% A Ticagrelor —8— NoPAD Total Events Klaplan-Meier % Tx by PAD interaction
N: 1 ,144 Clopidogre| vent T C HR(95% ) pvalue
averall major beeding (PLATO citeria) —at 163 148 179 0807(0593-1099) 0
. ] N4 108 1061(0966-1.167)
20% Numerically lower Overall major bleeding (TIMI criterial — 104 o1 114 0795(0540-1.170) a6
R - 188 79 75 1057(0843-1184)
- Not significant!!
thi ATO riteiz) = ] &0 79 0776(0482-1249) ¥
7 15% » 899 59 57 1048(0919-1.194)
! Non-CABG: ] 7374 0986(0615-1581) o0
® - 5 43 36 12150.034-1427)
T
2 0% Non-CABG - % 3740 091200474-1755) o3t
w HR (95% Cl) Ticagrelor vs. clopidogrel —— % 2721 129701054~ 15%)
0.846 (0.644 —1.111)
ng (PLATO ciiter % 27 N0 0683(0455-1.027) o0
-+ 17 7577 0971(0866-1.088)
i g 3 ] 55 78 0727(0451-172) o
- 853 53 56 0957(0837-1095)
Wajor orminor bleeding (PLATO ateriz) —— W N4 N7 0886(0756-1287) 35
e B3 158 M2 1123(1035-1218)
0% T T T T T T T
0 2 4 6 8 10 12 Wajororminor bleeding (MM criteria) —a 159 149 171 0847(0620-1.157) 016
i izati 168% N2 105 1068(0971-1175)
Months since randomization o
025 05 1 2
Fur J Prev Cardiol. 2015;22(6):734-742.
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The

N: 21,162 pts with previous MI 1-3 years
 Study design: ticagrelor 90 or 60 mg+ASA vs ASA
* Follow up: 1 year

* Primary Outcome: MACCE
 Entire group: Significantly lower with ticagrelor (90 and 60mg+ASA)
(0.85[95% CI: 0.75 to 0.96]) and (0.84 [95% CI: 0.74 to 0.95])

Primary Safety Outcome: TIMI major bleed
Higher: (2.60% with 90 mg and 2.30% with 60 mg) than with ASA (1.06%) (P<0.001)

Engl J Med 2015; 372:1791-1800
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The

Trial

. Table 3. Safety End Points as 3-Year Kaplan-Meier Estimates.*
1 104
Ticagrelor, ~ Ticagrelor,
o Placebo 2.04% 90 mg 60 mg Placebo Ticagrelor, 90 mg Ticagrelor, 60 mg
90-1 Ticagrelor, 90 mg End Point (N=6988)  (N=6958)  (N=699) vs. Placebo vs. Placebo
8 ——— Ticagrelor, 60 mg 7.85%
30 b Hazard Ratio Hazard Ratio
74 7.77% (95% Cl) P Value (95% Cl) P Value
number (percent
704 A (p )
Bleeding
&6 54 TIMI major bleeding 127 (2.60)  115(2.30) 54 (1.06)  2.69 (1.96-3.70) <0.001 2.32 (1.68-3.21)
S 4 TIMI minor bleeding 66 (1.31) 55(118)  18(036)  4.15(247-7.00) <0.001 3.31 (1.94-5.63)
5 50 Bleeding requiring transfusion 122 (243) 105 (2.09)  37(0.72)  3.75 (2.59-5.42) <0.001 3.08 (2.12-4.48)
1 3
£ Bleeding leading to study-drug 453 (7.81) 354 (6.15) 86 (1.50)  5.79 (4.60-7.29) <0.001  4.40 (3.48-5.57)
2 5 2 discontinuation
40
Fatal bleeding or nonfatal 32 (0.63) 33(0.71)  30(0.60) 122 (0.74-2.01) 043  120(0.73-1.97)
14 intracranial hemorrhage
309 . Intracranial hemorrhage 29(056)  28(061)  23(047) 144(083-249) 019  133(0.77-231) 031
3 6 9 12 15 18 21 24 27 30 33 36 Hemorrhagic stroke 4(0.07) 8(019)  9(019) 051(016-1.64) 026  0.97(037-251) 094
204 Ticagrelor, 90 mg vs. placebo: Ticagrelor, 60 mg vs. placebo: Fatal bleeding 6(0.11) 11(0.25)  12(026) 058 (0.22-1.54) 027 100 (0.44-2.27)  1.00
Hazard ratio, 0.85 (95% C1, 0.75-0.96)  Hazard ratio, 0.84 (95% Cl, 0.74-0.95)
- P-0.008 0,004 Other adverse event
Dyspnea 1205 (18.93) 987 (15.84) 383 (6.38) 3.5 (3.16-3.98) <0.001 281 (2.50-3.17) <0.001
Event leading to study-drug 430 (6.50) 297 (455)  51(0.79)  8.89 (6.65-11.88) <0.001  6.06 (4.50-8.15) <0.001
7 7 T T T T T T T T T ,
3 6 o 12 15 18 2 24 27 30 33 36 discontinuation
i 22 (0.41) 23 (0.4 1! 2. 1.24-5.. .01 2.70 (1.25-5.84) .01
Months since Randomization Serious advelseevent ©4) 3(045)  9(015) 268 (124-5.83) 0.0 0(1.25-5.84) 00
" Renal event 166 (3.30) 173 (3.43) 161 (289) 117 (0.94-1.46) 015  117(0.94-1.45  0.15
No. at Ris! )
blicets 7067 6979 6892 6823 6761 6681 6508 6236 5876 5157 4343 3360 2028 Bradyarrhythmia 107 (2.04)  121(2.32) 106 (1.98)  1.15(0.88-1.50) 031 124 (0.96-1.61)  0.10
Ticagrelor, 90 mg 7050 6973 6899 6827 6769 6719 6550 6272 5921 5243 4401 3368 2038 Gout 115 (2.28) 101 (1.97) 74 (1.51) 177 (1.32-2.37)  <0.001  1.48 (1.10-2.00) 0.01
Ticagrelor, 60 mg 7045 6969 6905 6842 6784 6733 6557 6270 5904 5222 4424 3392 2055
*TIMI denotes Thrombolysis in Myocardial Infarction.
Engl J Med 2015; 372:1791-1800
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The

Trial

PAD Subgroup

CENTRAL ILLUSTRATION: Ticagrelor in Patients With PAD and Prior MI: 3-

Year Results

CV Death, M, or Stroke with Ticagrelor (Pooled) in Patients. Prior MI by PAD at Baseline

2.

Benelit of Ticagrelor (Pooled)
By PAD at Baseline

PAD HROTS

95% (01055101

NoPAD  HR

} pinteraction 0.41
95% (CI

086
077-0.96)

€V Death, MI, or Stroke at 3 Years (%)

4% No PAD
B i 1.0%
- =74% NNT 100

Zi0 30 450 540 630 70 810 900

Days from Randomization
B Flacebo I Ticagrelor (Pooled Doses)

Bonaca, M.P. et al. J Am Coll Cardiol. 2016;67(23):2719-28.

930 1,080

TABLE2 Efficacy and Safety of Ticagrelor in Patients With PAD
0my Ticageelor 50 g
Placebo Ticagrelor 60 mg Ticagrelor 90 mg HR (95% @) HR (95% Q1)
a% n% n% p Value p Value:
Efficacy outcomes, N 404 368 in
v death, M, stroke ne3 LU 54,163 0.81(057115)
p-024
€V death 3,96 15,42 2,719 0.83(050-138)
p-046
All-cause mortality 51, M0 25,82 angs 088 (0.58-132)
X p-053
Stroke 1.40 8,29 10,31 049 (021-114) 0.63 (029-1.38)
p - 0.097 p-025
Ischemmac stioke 16,37 8,29 120 052 (02422 047 (019114
p-013 p-
Safety outcomes, N 399 363 368
TIMI major 416 4,16 518 118 (029-4.70) 146 (039-5.43)
p-082 p-057
TIMI major or mnor 6,22 732 831 136 (0.46-4.05) 157 (0.54-4.53)
p-0s8 p-040
1CH or fatal bleeding 33 0,- 1.04 - 039(0.04-3.75)
p-042
Val year Kaplan-Moer
T =

Am Coll Cardiol. 2016;67(23):2719-2728.
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Dual Antiplatelet Therapy/Stable PAD :

“ Some evidence to support DAPT over SAP

e g

.
- 0ér

More bleeding!!

.
. @ 2753
0% ¢

b‘.'a

;< May reserve for pts with high thrombotic and low bleeding risk

bkeik N et al. Angiology, in press
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Protease-Activated Receptor 1 Antagonist in Stable PAD

* N: 26,449 pts with previous MI, ischemic stroke or PAD
 Study design: vorapaxar vs placebo as add on therapy to other antiplatelet therapy
» Follow up: 3 years

 Primary Outcome: MACCE
« Entire group: Significantly lower with vorapaxar
- (9.3 vs 10.5%; HR: 0.87 [95% CI: 0.80 to 0.94; P=0.001])

» Primary Safety Outcome: moderate or severe bleeding
- Higher with vorapaxar: 4.2 vs 2.5% (HR, 1.66; 95% CI, 1.43 to 1.93; P<0.001)
- Higher ICH ...

Engl J Med 2012; 366:1404-1413

P i #OPE S"/m.:

ABBOTT
Heanr NORTHWESTERN
InstrruTe HOSPITAL

DISCOVERED HERE' 8 it Bt e v

36

18 of 49



MHIF Cardiovascular Grand Rounds |
December 13, 2021

A Death from Cardiovascular Causes, Myocardial Infarction, or Stroke

Protease-Activated Receptor 1 Antagonist

A GUSTO Moderate or Severe Bleeding

14+ 61
90 14 90 o
105
80 104 804 p b
Placebo 93
” 3 70 o Vorapasar
g 6 Vorapaxar g o ¥
2 § 2 2' Placeb
s s 4 & s lacebo
H 2 H 11
a2 d0q 2 40q
T T T T T T T L T e, o, o o, o e s T e e e
30 120 240 360 480 600 720 840 960 1080 30 0 120 240 360 480 600 720 840 960 1080
| Hazard ratio, 087 (95% C1, 0.80-0.94) | Hazard ratio, 1.66 (95% C1, 1.43-1.93)
1o P01 1o P00l
T T T T T T T T T T T T T T T T Tt 1 T T T T T T T T T T T 1
60 120 180 240 300 360 420 480 540 600 660 720 780 840 900 960 1020 1030 60 120 180 240 300 360 420 480 540 600 660 720 780 840 900 960 1020 1080
Days since Randomization Days since Randomization
No. at Risk No. at Risk
Placebo 13224 12727 12,365 12,013 9,366 6239 Placebo 13,166 12311 11,620 11,120 9334 6,039
Vorapaxar 13225 12,784 12479 12,162 9,463 6,287 Vorapaxar 13,186 12,235 11,570 10,997 9,174 5,963

Engl J Med 2012; 366:1404-1413
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CVDIMI/Stroke
=== Placebo = Vorapaxar

14.0%

12.0%

Event Rate (%)

11.3% vs. 11.9%
HR0.94 (0.78-1.14)

P=0.53
2.0%
0.0%
o 180 360 540 720 900
Days Since Randomization
Circulation. 2013;127(14):1522—1529
Vasc Med. 2020:25(2):184-132ustvns
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Subanalyses in Patients with PAD

18%
14% Placebo
ARD 22%
PAD with CAD T
2%
HR 0.82 Vorapaxar
(0.69-0.97)

Gail Simon
w'™ Pz pintfor ARD =003
Q
< s
s o po ARDOL

%
"
PAD Alone
HR1.00
] (069-1.46)  pint for HR=0.31
p=0.98
[

0 90 180 21 360 450 540 630 0 810 900 990 1080

Days from Randomization

O
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but fatal bleeding was similar.

Subanalyses in Patients with PAD

Moderate or severe bleeding: 1.5 times higher in the overall trial and in the PAD subgroups,

Vorapaxar and Acute Limb Ischemia by Etiology

Placebo N=3,787 with Symptomatic PAD
% -
PAD Alone b = Vorapaxar mPlacebo
™ HR050 % HR 0.58 HR 0.63
o308 ARD 35% 1R CIDI 00 | WRIRNN-ND, s
" p=0.004 NNT29 § 95% C1(0.18-0.84) HR 0.66
- 3.9% =
_ 4% 95% CI (0.24 -1.86) HR 0.50
w r= Gail Simon
o s ; pintfor ARD=0003 | 2 05 CId 322 126) HEUNN-21
g 1 = Vain Gratt
P e _ 4 vorapaxar e HR 038
- 5 95% C1(0.14 - 1.07)
” 1 ot e ARD -0.4% = 2.3% 2.3%
i - NNT 250 H
; T G2%
% | ===t 1.5%
- Wi g 1.3%
%) J PAD with CAD  HR 085
- (0.60-1.19) 1%
" =034 Printfor HR=0.067 0.5% 0.4% 0-5% R
0 90 180 270 360 450 540 60 720 810 900 990 1080 . - . 0.1% mm
0% . § . o —
Theombosis

Days from Randomization -

Circulation. 2013;127(14):1522—1529
Vasc Med. 2020;28(2):124-132a e
ERSANE NORTIWESTERN

InstrruTe HOSPITAL

¢ et mt o st nans

39

Anticoagulation Therapy in Stable PAD

The Warfarin Antiplatelet Vascular Evaluation:

* N: 2,161 pts with symptomatic PAD
 Study design: warfarin+ASA vs ASA alone
* Follow up: 3 years

* Primary Outcome: MACCE
No difference: (12.2 vs 13.3; RR: 0.92 [95% CI: 0.73 to 1.16])

Safety Outcome: Life-threatening bleeding: was increased!
Increased: (4.0 vs 1.2%; RR: 3.41 [95% CI: 1.84 to 6.35]).

Engl J Med 2007;357:217-27.
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Anticoagulation Therapy/Stable PAD
The Warfarin Antiplatelet Vascular Evaluation:

A 200 ;—-Anuplndﬂthmn
£ i 6.0
MACCE gn o combinton ey
E 10 Pa0as E 5.0
g s ] Combination
4.0 therapy I
R e — £ P<0.001 i
© 100 300 500 700 90 100 1300 w " 1
e 30
]
Days B 4
:&t:l:l::l’-&m 1081 1067 1037 1014 985 895 466 30 2 2.04 I
Combination therapy 1080 1066 1026 992 965 889 492 20 § Antiplatelet -
N N " N N 0+ thera; -
8 MACCE or severemlschemla leading to intervention - Amtipltekt thepy v W “__:'_r-
~ A combinstion ey 0.0+ T 7 - T T )
§- 150 0 100 300 500 700 900 1100 1300
H
L. Days
é No. at Risk
3 s Antiplatelet 1081 1075 1059 1044 1028 949 511 33
therapy
° o 10 30 500 700 50 1100 1300 Combination 1020 1066 1033 1005 985 903 504 22
Days therapy
e S
Combieationtherapy 10801039 1004 %66 U 853 4% 19 Figure 2. Cumulative Incidence of Life-Threatening Bleeding in the Two
Figure 1. Cumulative Incidence of the Coprimary End Points in the Two Treatment Groups. Treatment Groups.

N Engl J Med 2007;357:217-27.
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Rivaroxaban 2.5 mg BID and ASA:

* N: 27,395 pts with stable CAD +/- PAD (27% had PAD)
 Study design: Rivaroxaban 2.5 mg BID+ASA vs rivaroxaban 5 mg bid vs ASA alone
 Follow up: 23 months, stopped early due to benefit

* Primary Outcome: MACCE
Significant reduction: (4.1 vs 5.4%, respectively; HR: 0.76 [95% CI: 0.66 to 0.86]).

Safety Outcome: Major bleeding
Increased: (3.1 vs 1.9% for aspirin; HR: 1.61 [95% CI: 1.12 to 2.31])

Engl J Med 2017; 377:1319-1330
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Rivaroxaban plus Aspirin vs.
Aspirin Alone

Hazard Ratio (5% C) P Value
170(140205) <0001
148 (067-3.33) 032
110(0.59-204) 077
143 (089-225) 014
188145236 <0001
123 (076201 040
1.34 (0.95-1.88) 009
1704228 <0001
197(137-283) <0.001
170 (1.52-1.90) <0.001
215160289 <0001
116 (067-200) 060
231 (L1454 o0
061 (031-1.23) 016
03007009 <000

Rivaroxaban Alone v3.
Aspirin Alone

Hazard Ratio (95% C)

151 (125-1.84)
140 (062-3.15)
169 (056-2.98)
157 {058-250)

147 {1.06-187)
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1520120-1.92)
150 {1.03-2.20)
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140(102-1.93)
150 (103-295)
234 (119-4.60)
143 (082-250)
094 (084-1.07)
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Rivaroxaban 2.5 mg BID and ASA:
104 Rivaroxaban +aspiin vs. aspirin alone st 3: os ding B ks o Het Cliicel Bunell
Hazard ratio, 0.76 (95% C1, 0.66-0.36) Rivarcxaban plus  Rivaroxaban Aspirin
0.10+ <0.001 Aspirins Alone Alone
Rivarosa spiriATone Outcome M=S1sZ) =S (Neol29)
5 osd ::;a;\; ratio, 0.90 (95% €1, 0.79-1.03) _ _hspirinalone
T;“g 0051 roxaban alone rumber (percens)
FE b piri o
%-! 06 0084 Major bleeding 288 (3.1) 255 (23) 170019
GE : Fatal bleedingf 15 (0.2) 14(02) 100
58 Nenfatal symptomatic ICH 102 32(04) 1902
%= 0044 Nanfatal, non-ICH, symptomatic bleeding 2(05) 45(05) 03
&9 0 into eritical organt
2e " Other major bleeding 210(23) 164(18) n2(12)
'_;' E 0.02 Fatal bleeding or symptomatic ICH 36 (04) 46(05) 2% 03)
Ec FtilMecdingo ymponaicbecdingis O3 9100 809
E critical argan
a 027 oo T T 1 Major bleeding according to ISTH criteria 206 (2.3) 175(1.9) 16 (13
1 2 3 “Transfusion within 48 hr after bleeding 7.0 66(07) w03
N Minor bieeding 38 52) 1B 503 (55)
Site of major bleeding
T T ] s R T
Year Intracranial 28(03) 405) %03
Skin or injection site 2803) 03 2oy
Urinary 13 0.1) 30(03) 21102
Netclinieah-benefit outcome: CV death, seroke, 8147 504(5.5) 53459
‘myacardial infarction, fata bleeding, or
9126 7808 3860 669 symptomatic bleeding into critical organ
9117 7824 3862 670
Rivaroxabansaspirin 9152 7904 3912 658 * ICH dentes intracranial hemorthage, and ISTH International Society on Thrombosis and Haemostasis.
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Engl J Med 2017; 377:1319-1330
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Rivaroxaban 2.5 mg BID and AS

PAD Subgroup (N: 7470)
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Rivaroxaban 2.5 mg BID and ASA:

Post-hoc Analysis-Risk Stratification (REACH and CART Scores)

ANy HIgh- RISk Feature - REACH
A (22VB, eGFR <60, Hx of HF) B No High-Risk Feature - REACH ""i?““‘_"[ﬂ“, F“‘l“a" E‘C"“t‘;' ) N ':‘:9'_"“{7" Fe::";‘ (cgm
035 015 lajor Vascular Even lajor Vascular Even
ARR at 30 months: 3.64 (2.08, 5.21) ARR at 30 months: 1.09 (0.02, 2.17) Absolute Risk Reduction at Absolute Risk Reduction at
. 30 months: 3.28 (1.88, 4.68) 30 months: 1.02 (-0.11, 215)
Aspirin rf"
010 o 010
& 010 010
005 Aspirin -~
o 0.05 0.05
L=
_/_—F/
—
0.0
0.0 0.0
a 2M 24M 30M o M 24M 30M
0 2m 24M  30M 0 2m 24M  30M
ReA 4,586 3881 1801 997 4,566 4002 2076 1,204 e 4508 T e it 3975 e ivos
A 4,504 381 1795 973 4,532 3.965 2,050 1184 5464 4586 2159 1163 3662 3190 1686 994

REACH Risk Factors: Poly-vascular, eGFR<60, HF CART Risk Factors: Poly-vascular, HF, DM

https://doi.org/10.1016/j.jacc.2019.02.079
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Anticoagulation Therapy/Stable PAD :

“ No strong evidence to support anticoagulation with warfarin

Rivaroxaban 2.5 mg BID+ASA (75-100mg) should be considered in high
risk patients (polyvascular, DM, CHF, CKD,) and low risk for bleeding

Vorapaxar may be considered as an alternative based on risk/benefit

Skeik N et al. Angiology, in press
’ Foundation”
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Singe Antiplatelet Therapy Following Open Revascularization

The Antithrombotic Trialists Collaboration:

+ Study design: meta-analyisis of 287 studies

- Comparisons of antiplatelet therapy versus control: 135,000 pts
- Comparisons of different antiplatelet regimens:7,000 pts

* Follow up: ~ 2 years

* Primary Outcome: MACCE

BMJ 2002;324:71
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N: 2,497 undergoing bypass grafting

Insignificantly reduced: by 22% by antiplatelet agents (ASA or other agents)
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Singe Antiplatelet Therapy Following Open Revascularization

The Antithrombotic Trialists Collaboration:

No (%) of vascular events

No of trial  Allocated Adjusted
with data antiplatelet  control

Peripheral arterial disease:
Intermittent claudication 26 20173123 24973140

(6.4) (79
Peripheral grafting 12 69 8111248
(54) (65)
Peripheral angioplasty 4 124472 171474
(2.5) (356)
Subtotal 2 28014844 34774862
(5.8) 1)

BMJ 2002;324:71
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Antiplatelet Agents for Preventing Thrombosis after

Peripheral Arterial Bypass Surgery:

» Study design: meta-analyisis of 16 studies with 5683 pts after bypass grafting
+ Different antiplatelet regimens including single or dual

Follow up: 1 year

* Outcome: Graft patency
* Improved with ASA +/- dipyridamole vs placebo :
- OR:0.42 [95% CI: 0.22 to 0.83]

- The benefit of ASA was mostly seen in prosthetic grafts (OR: 0.19 [95% CI: 0.10
to 0.36]) rather than vein grafts (OR: 0.60 [95% CI: 0.48 to 0.99]).

[Cochrane Database Syst Rev. 2015 Feb 2015(2): CD000535.
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Antiplatelet Agents for Preventing Thrombosis after

Peripheral Arterial Bypass Surgery:

Review: bonglatelet fat praventing thrambays shet paripheral artenal bypars surgery
Comparison: 1 ASA ot ASADIP vi plmbul nothing, all 4 ;l 4 b
Outcome: 1 Primary graft pazency at 12 monchs

Study of subgreup hnwml mhwmhq Odds Ratio Vieght 0dds Rate
) MHRrdom 35% O i W-H.Random.95% C1

Clyne 1907 uwn nm —— FLELY 030N 0nt)
Denalduon 1585 oy HEGH —— s 06[008058)
Galdman 1984 m 1891 ' s or(0es09)
Gewnn 1982 w uwn —— 128% 6M(004,052)
Kahler 1904 nu p —a— ALY 159(060,070)
HeCallum 1991 (3013 el - 1N 0320049,106)

Total (95% €1 495 457 - 100.0 % 0420022,0831

Total evants: 115 IFavours ASA or ASWDIPI, 159 (Placebs o nathin

Fateropeneity: Tow' = 04 lW-llﬂ‘ﬂ-SlF-OWl Fe '!5
Tethrownll efec 2224000 a
Tuit for subrove difurancas. Nat ulutf

[ S ¥ S W R
Fanours AS4 of ASATDIP Favours placebomothing

[Cochrane Database Syst Rev. 2015 Feb; 2015(2): CD000535.
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DAPT after Peripheral Arterial Bypass Surgery:

Clopidogrel and ASA in Bypass Surgery for PAD

* N: 851 pts undergoing below-knee bypass grafting
» Study design: CRT
 Study drugs: Clopidogrel+ASA vs ASA

» Outcome: composite rate of graft occlusion, revascularization, amputation, or death
- No difference: (35.1% for DAPT vs 35.4% for ASA; HR: 0.98 [95% CI: 0.78 to 1.23]).

» Sub-analysis in pts receiving prosthetic graft:
- Improved with DAPT: (HR: 0.65 [95% ClI: 0.45 to 0.95])
- increased bleeding (16.7 vs 7.1%, respectively; p<0.001) (not severe bleeding..)

lournal of Vascular Surgery Volume 52, Issue 4, October 2010, Pages 825-833.e2
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DAPT after Peripheral Arterial Bypass Surgery:

Clopidogrel and ASA in Bypass Surgery for PAD

1007 1004
904 80+
=, Venous grafts: Hazard ratio = 1.25 [35% C1 0.94-1.67), P = NS
a1 Hazard ratio = 0,08 [05% C1 0.78-1.23), P = NS et e
£ 704 E3 70+ o SR, P —
é 604 § o e it S
D) ia
E 404 g4 e~ T
304 304
[
204 = Clopidogrel 20+ Treatment by type-of-graft interaction P = .008
10 — Placero 104 — Venous = Clopidogrel ===~ Prosthetic = Clopidogrel
0 o- — Venous - Placebo ===~ Prosthetic - Placebo
T T T LR T T T T T T T T T T T T T T T T T T T T
0 50 100 150 200 250 300 350 400 450 500 550 0 50 100 150 200 250 300 350 400 450 500 550
Time to event (days) Time to event (days)

Primary outcome: graft occlusion/revascularization/replacement, amputation above ankle, death

Journal of Vascular Surgery Volume 52, Issue 4, October 2010, Pages 825-833.e2
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Anticoagulation after Open Revascularization:

Dutch Bypass Oral anticoagulants or Aspirin

* N: 2,690 pts undergoing infrainguinal bypass
« Study design: CRT
< Study Drugs: high intensity anticoagulation with phenprocoumon or acenocoumarol (goal INR: 3.0 to 4.5) vs ASA.

» Outcome: Graft occlusion
- Similar: 13.5% for anticoagulation vs 14.2% for ASA; HR: 0.95 [95% CI: 0.82 to 1.11]

« Subgroup analyses: vein graft or prosthetic graft:
- Better vein graft patency: (HR: 0.69 [95% CI: 0.54 to 0.88])
- Worse prosthetic graft patency (HR 1.26 [95% CI: 1.03-1.55])

« Major bleeding, higher with anticoagulation (8.1 vs 4.2%, respectively; HR: 1.96 [95% CI: 1.42 to 2.71]).

| ancet. 2000(9201);355:346-351.

Vasc Surg. 1998;28(3):446-457,
% o 2 Y Heetetine
o o ATy Ef A R . I

53

Anticoagulation after Open Revascularization:

Dutch Bypass Oral anticoagulants or Aspirin

o.Overall gratt ecelusion

o g Subgroup Oralants  Aspirin Hazard ratio (95% C1)
- cosgulants
Femoropopkteal grans (0=2119) 233 235 097 (081-116)
Femerocnsal/-pecal grants (n=531) 75 88 0-85 (0-70-1-
Vein grafts (1=136) 12 155 069 (0-34-085
Norrentus frans (n=1104) 196 167 1:26(103-1.55)
Vein femoropoglitesl grals [n=1140) 74 97 069(0-51-004)
Vein femorocrural/-padal grans (n=406) 38 58 0-73(0-48-1-10)
Norvenus femoropopliteal grafls 139 133 123(098-1:55)
(=979)
Nowenous lemorotrural/pedal grals 37 28 131(080-244)
(n=125)

Table 5: Subgroup analysis of occlusion

O 200 400 E00 800 1000 1200 1400
Time (aoys)
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Anticoagulation after Open Revascularization:

Small Study with High-Risk Patients:

* N: 56 pts undergoing infrainguinal bypass who are high risk for graft failure
+ Study design: randomized prospective trial for 3 years.
» Study Drugs: warfarin + ASA vs ASA.

» Outcome: Graft patency, limb salvage
- Improved: (74 vs 51% [p = 0.04] and 81 vs 31% [p = 0.02], respectively)

* Wound hematoma:
- Worse: (31 vs 4%, respectively; p=0.004).
J Vasc Surg 1998 Sep;28(3):4.46-57.

Jr ”‘ ’pé S Heart il.mﬂh
Minxearos Foundation
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Anticoagulation after Open/Endo Revascularization:

* N: 6,564 pts undergoing open or endo revasc
+ Study design: CRT f/u for 3 years
 Study Drugs: rivaroxaban 2.5 mg bid + ASA vs ASA.

» QOutcome: ALI, major amputation, MI, ischemic stroke, or CV death
- Improved: 17.3% and 19.9%, respectively (HR: 0.85 [95% CI: 0.76 to 0.96])

» TIMI- Major bleeding:

- Not different: 2.65% and 1.87%; HR,1.43; 95% Cl, 0.97 to 2.10; P=0.07

» ISTH Maijor bleed:

- Increased: 5.94% and 4.06%; HR, 1.42; 95% Cl, 1.10 to 1.84; P=0.007
Engl J Med 2020; 382:1994-2004
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Anticoagulation after Open/Endo Revascularization:

1 9 azer rato, 085 (559 1,076-05) Placebo
0 184 0008 Rivaroxaban
16
. 14
g n N
s 10
5 o &
=
Eow s
Fl 4
! 2
3
£ o
S p T T T T T ,
J 0 1, % ST Bl o9z 1%
»
10
T T T . T )
m 366 47 7 12 109
Days since Randomization
No. at Risk
Placebo 1278 00 2881 s 151 1351 2
Rivaromaban 3286 082 2938 14 m9 1415 684

Engl J Med 2020; 382:1994-2004

MinxgaroLS :;':O'TT -
ERSANE NORTHWESTERN
InstrruTe HOSPITAL

Table 3. Safety Outcomes.*
Rivaroxaban Placebo Hazard Ratio
Outcome (N=3256) (N=3248) (@5%C) P Value
K-M
Patientswith  Estimate  Patientswith K-M Estimate
Event at3yr Event at3vr
no. (%) % no. (%) %

Principal safety outcome: TIMI major bleeding 62 (1.90) 265 44 (1.35) 187 143 (0.97-2.10)

Intracranial hemerrhage 13 (0.40) 0.60 17(0.52) 0.90 0.78 {0.38-1.61)

Fatal bleeding 6(0.18) 021 6(0.18) 0.21 102 (0.33-3.15)

Intracranial or fatal bleeding 17(0.52) 0.74 19(0.58) 097 0.91 (0.47-1.76)
Secondary safety outcomes

ISTH major bleeding 140 (4.30) 5.94 100 (3.08) 4.06 1.42 (1.10-1.84)

BARC major bleeding 93(286) 386 73 (2.25) 292 129(085-176) 010

* Safety analyses included all patients who underwent randomization and had received at least one dose of trial medication, ISTH denotes
| ional Society on Tt is and H. is, and TIMI Thrombolysis in Myocardial Infarction.
1 Bleeding Academic Research Consortium (BARC) major bleeding is defined as grade 3b or higher.

i
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Anticoagulation after Open/Endo Revascularization:

‘Table 2. Primary and Secondary Efficacy Outcomes.

Qutcome

limb isch amputa-
tion for vascular causes, myocardial infarction, ischemic
stroke, or death from cardiovascular causes.

Acute limb ischemia

Major amputation for vascular causes.

Myocardial infarction

Ischemic stroke

Death from cardiovascular causes
Secandary efficacy outcomes

Acute limb ischemia, major amputation for avascular cause,
‘myacardial infarction, ischemic strake, or death from
coronary heart disease

Unplanned indexlimb revascularization for recurrent limb
ischemia

Hospitalization for coronary or peripheral event of a throm-
botic nature
limb ischemia, major cause,
‘myocardial infarction, Ischemi stroke, o death from any
cause

Acute limb ischemia, major amputation for a vascular cause,
‘myacardial infarction, stroke from any cause, or death
from any cause

Death from any cause
Venous thromboembolism

Rivaroxaban Placebo Hazard Ratio
(N=3286) {N=3278) 95% 1) P Value
K=-M k-M
Patients with Estimate  Patients with Estimate
Event ave Event atave
no.(3) % no. (%) %
508 (15.5) 173 584 (17.8) 195 085 (0.76-096) oo
155 (47) 52 227 (69) 78 Q? m.s@
103 (3. 34 115 (35) 38 089 (0.65-1.16)
131 (4.0) I 148 (45) 52 088 (0.70-112)
n@a 27 20 30 087 (063-119)
199 (6.1) 71 174 (5.3) 64 L4 (083-140)
a3 03 147 528 (16.1) 182 080 (0.71-091)
584 (17.3) 200 655 (20.0) 25 088 (0.79-0.99)
26280} 87 386 (10.9) 121 072 (0.62-085)
614 (18.7) 206 679 20.7) 22 089 0.79-0.99)
514 15.6) 175 583 (17.9) 201 0.86 (0.76-0.96)
321 08) 11 27 91) 108 108 (0.52-1.27)
25 (08) [ a1 17 0561 (037-1.00)

* Al efficacy I

basis. K-M denotes Kaplan-Meier.

Engl J Med 2020; 382:1994-2004
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Antithrombotic Therapies After Open Revasc:

L1 Some evidence to use SAP: ASA

. DAPT: may use ASA+Plavix after prosthetic graft if bleeding risk is not high

= Riva 2.5mg bid+ASA should be considered based on risk and benefit

l Warfarin may be considered after vein graft if bleeding risk is not high

S’ WarfarintASA may be considered after high-risk bypass (increased hematoma)

‘|Mu\mumus EA’E;O” ."1 N #0p£ Om
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Singe Antiplatelet Therapy Following Endo Revascularization

The Antithrombotic Trialists Collaboration:

» Study design: meta-analyisis of 287 studies

- Comparisons of antiplatelet therapy versus control: 135,000 pts
- Comparisons of different antiplatelet regimens: 7,000 pts

* Follow up: ~ 2 years

N: 946 undergoing peripheral angioplasty
* Primary Outcome: MACCE
Insignificant: (29% reduction) 2.5 vs 3.6%, respectively

BMJ 2002;324:71
Qo e HOPFE @m
R AN Foundation

NORTH:
InstrruTe HOSPITAL
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Singe Antiplatelet Therapy Following Open Revascularization

The Antithrombotic Trialists Collaboration:

No (%) of vascular events

: . o . Odds ratio (Cl) % i
Peripheral arterial disease: '
Intermittent claudication 26 2013123 2493140 -223 8.6 —— 2309
(6.4) (7.9)
Peripheral gratting 12 67/1249 BI148 73 291 —_ 22 (16)
(54) (6.5) '
Peripheral angioplasty ) 4 12/472 1744 20 58 29(35)
(2.5) (3.6) H
Sublotal 42 280/4844 3774862 316 1215 < 23(8)
(5.8) (7.1)
BMJ 2002;324:71
‘Wlﬁ?mm Sé‘)%émvs:wm # Op [ @“ﬁ:ﬁ‘ﬂaﬁoﬁ
InsTiTuTE HOSPITAL DISCOVERED HERE' Comating 4 8 it st i st Sanats
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Dual Antiplatelet Therapy Following Endo Revascularization

The management of peripheral arterial interventions with mono or dual
antiplatelet therapy:

* N: 80 pts requiring peripheral angioplasty +/- stenting
» Study design: CRT with clopidogrel+ASA vs ASA

e Follow up: 6 and 12 months

* Primary Outcome: Target revasc
* At 6 months:
- Improved: (5 vs 20%; p=0.04)

e At 12 months
- Non-significant: (25 vs 32%; p=0.35).

Furopean Radiology volume 22, pages 1998-2006 (2012)
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Dual Antiplatelet Therapy Following Endo Revascularization,

The management of peripheral arterial interventions with mono or dual
antiplatelet therapy:

FEuropean Radiology volume 22, pages 1998-2006 (2012)

MinxgaroLS :;:on -
ERSANE NORTHWESTERN
InstrruTe HOSPITAL

DISCOVERED HERE'

Measure True (n=40) Placebo (n=40) P value
1.0 T 1 TLR in the 6 months after the intervention 5% (2/40) 20% (8/40) ﬂo«:\
l 1 fonal days inthe hasp faget lsion n the 6 me 013205 o2\ J
= 09 - P=0.0400 Binary restencsis 250% 6 months after the intervention 40% (14/35) 394% (13/33) 1000
iE Total occlusion 6 months after the intervention 88% (335 3%(133) 0615
08 _l Evaluation of restenosis
Angiography 829% 29735) 819% (27/33) 1000
k] Sonography 17.1% (635) 182%(6/33)
i 0.7 Treatment Amputation above the feet in the 6 months after the intervention 17.1%(6/35) 18.2% (6/33)
—MPlacebo Embolic complications during the intervention 0% (0/40) 5% (2/40) 0494
" 08+ f."n Bleeding complications i the 6 months after the intervention 2.5%(1/40) 5% (2/40) @S‘J‘j
—}-Venam-cersored Cardiovascular event in the 6 months after the intervention 30% (12/40) 37.5% (15/40) 0508
05 T T T T T T T Mortality in the 6 months after the intervention 0% (0/40) 25% (1/40) 0317
0 1 2 3 4 5 @ 281 change from baseine to follow-up, mean £50 014:031 (340 013:04523/40) 0360
Montha afier intervention 16 months after the i ipared with baseline 632% (24/38) 52.6% (20/38) 0486

Q-
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following endovasc intervention

* Primary Outcome: Re-occlusion
At 6 months:
Reduced: OR: 0.40 [95% CI: 0.19 to 0.84]).

[Cochrane Database Syst Rev. 2012;2012(8):CD002071.

MiNxEAPOLIS :;:”(m -
Heanr NORTHWESTERN
InstrruTe HOSPITAL

* N: 356 pts requiring peripheral angioplasty +/- stenting

* Drugs: dipyridamole+ high dose ASA vs high-dose ASA alone

Dual Antiplatelet Therapy Following Endo Revascularization,

DISCOVERED HERE'

» Study design: Meta-analysis of trials including different antithrombotic therapies

V-
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Dual Antiplatelet Therapy Using Cilostazol Following Endo Revascularization

« Cilostazol+ASA better than ticlopidine+ASA for patency at 12, 24 and 36 months.!

 Cilostazol+ASA better than ASA for restenosis at 12 months.2

« Cilostazol+ASA better than ASA for reintervention at 2 years.3

- J Vasc Surg. 2008;48(1):144-149.
P- Circulation. 2013;12 3):2307—3‘31 5, Iz'— J Am Coll Cardiol. 2009;53(1):48-53.
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Anticoagulation after Endo/Open Revascularization:

+ N: 6,564 pts undergoing open or edno revasc (2/3™ had endo)
+ Study design: CRT f/u for 3 years
» Study Drugs: rivaroxaban 2.5 bid + ASA vs ASA.

» Outcome: ALI, major amputation, MI, ischemic stroke, or CV death
- Improved: 17.3% and 19.9%, respectively (HR: 0.85 [95% CI: 0.76 to 0.96])

» TIMI- Major bleeding:

- Not different: 2.65% and 1.87%; HR,1.43; 95% CI, 0.97 to 2.10; P=0.07
* ISTH Major bleed:

- More: 5.94% and 4.06%; HR, 1.42; 95% CI, 1.10 to 1.84; P=0.007

Engl J Med 2020; 382:1994-2004

ABBOTT
NORTHWESTERN
HOSPITAL

DISCOVERED HERE' 8 it Bt e v

66

33 of 49



MHIF Cardiovascular Grand Rounds |
December 13, 2021

Baseline Characteristics:

Peripheral artery disease—related history Riva+ASA ASA
Median ankle-brachial index (IQR) 0.56 (0.42-0.67) 0.56 (0.42-0.67)
Previous amputation — no. (%) 194 (5.9) 196 (6.0)
History of claudication — no. (%) 3132 (95.3) 3137 (95.7)
History of critical limb ischemia — no. (34) 999 (30.4) 969 (29.6)
Previous peripheral revascularization — no. (%) 1181 (35.9) 155 (35.2)

Qualifying revascularization — no. (%)
Performed for claudication 2521 (76.7) 2504 (76.4)
ormed for critical limb ischemiaf 762 (23.2) 7N (23.5)

Endovascular 2153 (65.5) 2140 (65.3)
Surgical 1133 (34.5) 1138 (347)
Medications — no. (%)
Statin 2608 (79.4) 2641 (80.6)
ACE inhibitor or ARB 2096 (63.8) 2063 (62.9)
Aspirin at randomization 3256 (99.1) 3248 (99.)
lopidogrel at randomization 1658 (50.5) 1655 (50.5)

Engl J Med 2020; 382:1994-2004

Mm.xumus ""‘“ =
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Anticoagulation after Endo/Open Revascularization,

/m...

67

Favors XARELTQ® Favors Placebo + Rate, %lyear
2.5 mg twice daily + , Aspirin 100 mg once daily (No. of first events/N)'
Aspirin 100 mg | XARELTO®
once daily e | =) 2.5 mg twice daily +
! HR (95% CI)'  Aspirin 100 mg once daily
——— @ I
5-Component Outcome |
(Major thrombotic —— 0.85 (0.76-0.96) Mg;agm
vascular events)* :
—— 17
MI \ 0.88 (0.70-1.12) (13113286)
[ i |
——— 87 (0.63-1. 0.9
Ischemic stroke* X 0.87 (0.63-1.19) (7173288)
— 25
CV death® I 1.14 (0.93-1.40) (19973286)
E——— | SA——
C au 2 —— | 0.67 (0.55-0.82) o 552'_-33%,
1 ——————
Major amputation of a y k]
vascular etiology’ ¢ | RIS (1033286)

05 075 1 125 15

N Engl J Med 2020; 382:1994-2004
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Anticoagulation after Endo/Open Revascularization:
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Engl J Med 2020; 382:1994-2004 (Courtesy to J&J)
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Unplanned index limb
revascularization for recurrent
limb ischemia

Anticoagulation after Endo/Open Revascularization:

Secondary Outcomes

40 - B Placebo plus aspirin
—= HR=0.88 W XARELTO® plus aspirin
3 ‘
s (95% Cl: 0.79-0.99)

30 - P=0.03
§ 12% RRR' Al
3 . (95% Cl: 0.62-0.85)
-4 2.2% ARR?
5} P<0.0001
£ 20 I
4 28% RRR*
£ 2.9% ARR!
3 10 4 I 8
£ 10.9
3 niN= niN= nIN= n/N=

0 655/3278 584/3286 35613278 2623286

Hospitalization for a coronary
or peripheral cause of a
thrombotic nature
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Circulation. 2020;142:2219-2230 (Courtesy to J&J)
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Anticoagulation after Endo/Open Revascularization, Plavix Effect?:

= Placebo pin
Rivaroxaban P-interaction 0.92 . 5
& With Clopldadrel 7 Without Clopidogrel P-interaction 0.07
N=3313 N=3234 21.5% 137
No P ARI = 0.68%
) 18.3% ; Ll Clopidogrel
H 3 18.7% 1.30
. g " 530 Days of . - N ARI = 0.46%
g 16.0% 3 AR 2% Clopidogrel
- ARR23% g '
" » > 30 Days of a0
Clopidogrel @ ARI=279%
3 Rivaroxaban plus aspirin Rivaroxaban plus aspirin
s V'"'“:l ;SPL":';WH' s versus aspirin alone
=0. =0.86 [P L —
(0.71-1.01) (0.73-1.01) om  ass  1m
% ' % sr o™ a2 wme ‘s 1a2 6 wr ™ " 108 Rivaroxaban Better Placebo Better
Days from Randomization ays from Randomization
Primary endpoint ISTH Major bleeding within 365 days
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Anticoagulation after Open Revascularization:

N: 203 pts undergoing femoropopliteal endo intervention
Study design: CRT f/u for 3 and 6 months
Study Drugs: edoxaban + ASA vs clopidogrel+ASA.

* Outcome: Restenosis or re-occlusion at 6 months.
- Not significantly different: 30.9 vs 34.7%; RR 0.89 [95% CI 0.59 to 1.34, p=0.643]

» TIMI- or ISTH Major bleeding:
- Not different!

Endovasc Ther 2018 Apr;25(2):158-168.
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Anticoagulation after Open Revascularization:

InsTrTuTE

DISCOVERED HERE'

, ) 20+ :
N Restenosis/Reocclusion =22 Clopkdagrel
¢ RR (85% CI) = 0.69 (059, 1.34) z — Edoxaban
15+
= RestenosisiReocclusion + TLR ;
% RR (95% Cl) = 0.82(0.53,1.18) z
; : 2 101
. Restenosis/Reocclusion + TLR + =
- Amputation 3
RR (95% Cl) = 0.82 (0.6, 1.15) B  memmemmemecomeeommo
. SRS '
+ RestenosisiReocclusion + TLR + : e e
Amputation + MACE oLt
RR (95% Cl) = 0.80(0.55, 1.15) 6 1 é :; "‘ é é
o 1 1 Number at Risk Months
Edoxa+ASA Clopidogrel+ASA Clopidogrel 101 96 95 a5 o 93 66
RR (95% CI) Edoxaban 100 08 9% 95 91 88 62
[V Endovasc Ther 2018 Apr;25(2):158-168.
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Antithrombotic Therapies After Endo Revasc:

i W Enough evidence supports DAPT over SAP
. Riva 2.5 mg bid +ASA should be considered based on thrombotic and bleeding risks
=

Clopidogrel+ASA is another option

(9

Cilostazol+ASA may be considered to reduce risk of restenosis and need for revasc

"

Benefit/risk evaluation and consider insurance coverage
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Antithrombotic Therapies in Chronic Stable PAD

Trial / Author Publication type Patients (n) Incidence of MACCE RR or HR [ 95% Cl ]

CAPRIE RCT 6452* Clopidogrel 3.7% RR 0.76
1996 10 [0.64 -0.91]
ASA 4.9%
CLIPS RCT 366 ASA 6.5% 1 HR 0.42
2007 & Placebo 15.5% t [0.21-0.82]
Berger et al Meta-analysis 5269 ASA + dipyridamole 8.9% RR 0.88
2009 ° Placebo 11.0% [0.76 - 1.04]
[EUCLID RCT 13885 Ticagrelor 10.8% HR 1.02
2017 11 [0.92-1.13]
Clopidogrel 10.6%
[CHARISMA RCT 3096* ASA + clopidogrel 7.6% HR 0.85
2009 1315 ASA 8.9% [0.66 - 1.08]
PLATO RCT 1144* ASA + ticagrelor 18% HR 0.85
2015 16 [0.64 - 1.11]
ASA + clopidogrel 20.6%
PEGASUS-TIMI 54 RCT 1143* ASA + ticagrelor 14.1% HR 0.69
2015 18 ASA 19.3% [0.47 - 0.99]
TRA2°P-TIMI 50 RCT 3787* Vorapaxar 11.3% HR 0.94
2013 22 [0.78 - 1.14]
Placebo 11.9%
WAVE RCT 2161 Warfarin or acenocoumarol + Antiplatelet 12.2% RR 0.92
2007 26 [0.73 - 1.16]
Antiplatelet 13.3%
[COMPASS RCT 7470* Rivaroxaban + ASA 5.1% HR 0.72
2017 28 ASA 6.9% [0.57 - 0.90]
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Trial / Author Publication type Patients (n) Incidence of MACCE RR or HR [ 95% Cl ]
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2015 18 ASA 19.3% [0.47 - 0.99]
[TRA2°P-TIMI 50 RCT 3787* Vorapaxar 11.3% HR 0.94
2013 22 [0.78 - 1.14]
Placebo 11.9%
WAVE RCT 2161 Warfarin or acenocoumarol + Antiplatelet 12.2% RR 0.92
2007 26 [0.73 - 1.16]
Antiplatelet 13.3%
[COMPASS RCT 7470% Rivaroxaban + ASA 5.1% HR 0.72
2017 26 ASA 5.9% [0.57 - 0.90]
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Trial / Author Publication type Patients (n) Incidence of MACCE RR or HR [ 95% Cl ]
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ASA + clopidogrel 20.6%
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2013 22 [0.78 - 1.14]
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Trial / Author Publication type Patients (n) Incidence of MACCE RR or HR [ 95% Cl ]
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Trial / Author Publication type Patients (n) Incidence of MACCE RR or HR [ 95% Cl ]

CAPRIE RCT 6452* Clopidogrel 3.7% RR 0.76
1996110 [0.64 - 0.91]
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CLIPS RCT 366 ASA 6.5% 1 HR 0.42
2007 & Placebo 15.5% 1 [0.21-0.82]
Berger et al Meta-analysis 5269 ASA + dipyridamole 8.9% RR 0.88
2009 Placebo 11.0% [0.76 - 1.04]
[EUCLID RCT 13885 Ticagrelor 10.8% HR 1.02
2017 11 [0.92-1.13]
Clopidogrel 10.6%
[CHARISMA RCT 3096* ASA + clopidogrel 7.6% HR 0.85
2009 1315 ASA 8.9% [0.66 - 1.08]
PLATO RCT 1144* ASA + ticagrelor 18% HR 0.85
2015 16 [0.64 - 1.11]
ASA + clopidogrel 20.6%
PEGASUS-TIMI 54 RCT 1143* ASA + ticagrelor 14.1% HR 0.69
2015 18 ASA 19.3% [0.47 - 0.99]
[TRA2°P-TIMI 50 RCT 3787 Vorapaxar 11.3% HR 0.94
2013 22 [0.78 - 1.14]
Placebo 11.9%
WAVE RCT 2161 Warfarin or acenocoumarol + Antiplatelet 12.2% RR 0.92
2007 26 [0.73 - 1.16]
Antiplatelet 13.3%
[COMPASS RCT 7470* Rivaroxaban + ASA 5.1% HR 0.72
2017 28 ASA 6.9% [0.57 - 0.90]
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Trial / Author Publication type Patients (n) Incidence of MACCE RR or HR [ 95% Cl ]

CAPRIE RCT 6452* Clopidogrel 3.7% RR 0.76
1996110 [0.64 - 0.91]
ASA 4.9%
CLIPS RCT 366 ASA 6.5% t HR 0.42
2007 8 Placebo 15.5% 1 [0.21-0.82]
Berger et al Meta-analysis 5269 ASA # dipyridamole 8.9% RR 0.88
2009 ° Placebo 11.0% [0.76 - 1.04]
[EUCLID RCT 13885 Ticagrelor 10.8% HR 1.02
2017 11 [0.92-1.13]
Clopidogrel 10.6%
ICHARISMA RCT 3096* ASA + clopidogrel 7.6% HR 0.85
2009 1315 ASA 8.9% [0.66 - 1.08]
PLATO RCT 1144* ASA + ticagrelor 18% HR 0.85
2015 16 [0.64 - 1.11]
ASA + clopidogrel 20.6%
PEGASUS-TIMI 54 RCT 1143* ASA + ticagrelor 14.1% HR 0.69
2015 18 ASA 19.3% [0.47 - 0.99]
[TRA2°P-TIMI 50 RCT 3787* Vorapaxar 11.3% HR 0.94
2013 22 [0.78 - 1.14]
Placebo 11.9%
WAVE RCT 2161 Warfarin or acenocoumarol + Antiplatelet 12.2% RR 0.92
2007 26 [0.73-1.16]
Antiplatelet 13.3%
COMPASS RCT 7470 Rivaroxaban + ASA 51% HR 0.72
2017 28 ASA 6.9% [0.57 - 0.90]

Antithrombotic Therapies After Open Revasc

JATC Meta-analysis 2497 MACCE Antiplatelet 10.7% Odds reduction 22%
2002 20
Placebo 13.2%
[CASPAR RCT 851 Graft occlusion, revascularization, amputation, |ASA + clopidogrel 35.1% HR 0.98
2010 31 death [0.78 - 1.23]
ASA 35.4%
[Bedenis et al Meta-analysis 5683 Bypass graft occlusion ASA # dipyridamole 23.2% OR 0.42
2015 30 [0.22-0.83]
Placebo 34.8%
[Sarac et al RCT 56 Bypass graft patency Warfarin + ASA 74% p=0.04
1998 32
ASA 51%
|Dutch BOA RCT 2690 Graft occlusion Phenprocoumon or acenocoumarol 13.5% HR 0.95
2000 2 ASA T42% [0.82-1.11]
[Johnson et al RCT 831 Vein bypass graft occlusion Warfarin + ASA 24.7% RR 1.04
2002 35 [0.72-1.51]
ASA 25.1%
Prosthetic bypass graft occlusion Warfarin + ASA 23.5% RR 0.62
[0.42-1.92)
ASA 34.4%
[Jivegard et al RCT 284 Bypass graft patency Dalteparin + ASA 59% p=NS
2005 * ASA 59%
[Monaco et al RCT 341 Bypass graft paten: Clopidogrel + warfarin 44.4% p =0.026
ypass graft patency pidog
2012 34
Clopidogrel + ASA 30.4%
Freedom from ischemia Clopidogrel + warfarin 77.6% p=0.044
Clopidogrel + ASA 63.9%
[VOYAGER RCT 6564* MACCE + ALI and amputation Rivaroxaban 2.5 mg + ASA 15.5% HR 0.85
2020 7 ASA 7% [0.76 - 0.96]
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JATC Meta-analysis Antiplatelet 10.7% Odds reduction 22%
2002 20
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JATC Meta-analysis 2497 MACCE Antiplatelet 10.7% Odds reduction 22%
2002 20
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[CASPAR RCT 851 Graft occlusion, revascularization, amputation, |ASA + clopidogrel 35.1% HR 0.98
2010 31 death [0.78 - 1.23]
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Antithrombotic Therapies After Endo Revasc

ATC Meta-analysis Antiplatelet Odds reduction 29%
2002 2
Placebo 3.6%
|tida etal RCT 127 Patency Cilostazol + ASA 73% OR0.32
2008 41 [0.13 - 0.76]
Ticlopidine + ASA 51%
Soga et al RCT 78 Freedom from reintervention Cilostazol + ASA 84.6% p=0.04
2009 4
ASA 62.2%
|Robertson et al Meta-analysis 365 Target vessel occlusion ASA + dipyridamole * OR0.40 T
20123 [0.19 - 0.84]
Placebo *
MIRROR RCT 80 Reintervention at 6 months Clopidogrel + ASA 5% p=0.04
2012 39.40
ASA 20%
Reintervention at 1 year Clopidogrel + ASA 25% p=0.35
ASA 32%
STOP-IC RCT 200 Restenosis Cilostazol + ASA 20% OR0.26
2013 4 [0.13 - 0.53]
ASA 49%
VOYAGER RCT 65641 MACCE + ALI and amputation Rivaroxaban 2.5 mg + ASA 15.5% HR 0.85
2020 37 [0.76 - 0.96]
ASA 17.8%
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|iida etal RCT 127 Patency Cilostazol + ASA 73% OR 0.32
2008 41 [0.13 - 0.76]
Ticlopidine + ASA 51%
Soga et al RCT 78 Freedom from reintervention Cilostazol + ASA 84.6% p=0.04
2009 4
ASA 62.2%
|Robertson et al Meta-analysis 365 Target vessel occlusion ASA + dipyridamole * OR0.40 T
20123 [0.19 - 0.84]
Placebo *
MIRROR RCT 80 Reintervention at 6 months Clopidogrel + ASA 5% p=0.04
2012 3940
ASA 20%
Reintervention at 1 year Clopidogrel + ASA 25% p=0.35
ASA 32%
STOP-IC RCT 200 Restenosis Cilostazol + ASA 20% OR0.26
2013 43 [0.13-0.53]
ASA 49%
VOYAGER RCT 65641 MACCE + ALI and amputation Rivaroxaban 2.5 mg + ASA 15.5% HR 0.85
2020 37 [0.76 - 0.96]
ASA 17.8%

Antithrombotic Therapies After Endo Revasc

[ATC Meta-analysis Antiplatelet 2.5% Odds reduction 29%
2002 2
Placebo 3.6%
|tidaetal RCT 127 Patency Cilostazol + ASA 73% OR0.32
200841 [0.13-0.76]
Ticlopidine + ASA 51%
Soga et al RCT 78 Freedom from reintervention Cilostazol + ASA 84.6% p=0.04
2009 43
ASA 62.2%
|Robertson et al Meta-analysis 365 Target vessel occlusion ASA + dipyridamole * OR 0.40 t
2012 38 [0.19- 0.84]
Placebo -
[MIRROR RCT 80 Reintervention at 6 months Clopidogrel + ASA 5% p=0.04
2012 3940
ASA 20%
Reintervention at 1 year Clopidogrel + ASA 25% p=0.35
ASA 32%
STOP-IC RCT 200 Restenosis Cilostazol + ASA 20% OR0.26
2013 4 [0.13 - 0.53]
ASA 49%
VOYAGER RCT 65641 MACCE + ALl and amp Rivar 2.5mg + ASA 15.5% HR 0.85
2020 37 [0.76 - 0.96]
ASA 17.8%
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Societal Guidelines

» AHA/ACC and ESC: all symptomatic PAD pts should be on antiplatelet therapy (Grade 1 Level A).

- Clopidogrel may be preferred.
« ESC, ADA and SVS: consider riva 2.5 mg bid+ASA in chronic PAD to reduce MALE and MACCE.

« SVS and ESC: Consider DAPT after prosthetic bypass
- SVS: in infrainguinal, ESC: in below knee.

» ESC: consider VKA after infra-inguinal bypass with autologous conduit (2B).

* SVS and ESC: Recommend at least 1 month of DAPT post-endovasc

- SVS: recommends extending to 6 months in pts with repeated revasc provided low bleeding risk (2C).

« AHA/ACC: DAPT: reasonable after revasc to reduce limb loss but reduction of MACCE no well-established (2C, 2B)

&

«  JAm Coll Cardiol. 2017:69(11):1465-1508. (cym-upon-
Minsearous A
sssotr  Eur Heart J. 2018;39(9):763-816. #Opé- \ pamtioativyia
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Antithrombotic Management
Symptomatic Chronic PAD

| All Patients I | Recent ACS/PCI I

SAP, DAPT or riva 2.5 mg BID+ASA I

DAPT |
High Bleeding Risk High Limb Risk
Low Limb Risk* Low Bleeding Risk*
SAPT Riva 2.5mg BID + ASA
Suggest clopidogrel over ASA

|

Alternatives
Vorapaxar +/-ASA or clopidogrel

DAPT: ASA+ clopidogrel

DAPT: ASA + ticagrelor in case of clopidogrel nonresponse

DAPT: Dual antiplatelet therapy ; SAPT: Single antiplatelet therapy

* High Limb Risk: Poor arterial runoff, extensive lesions, tissue loss, DM, CKD, CHF or polyvascular bed. #0 p @m
* High Bleeding Risk: Concurrent anticoagulation, prior bleeding, anemia, or thrombocytopenia. \ Foundation”
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High Limb Risk * High Limb Risk *
Low Bleeding Risk Low Bleeding Risk
Long-term rivaroxaban 2.5 mg BID + ASA Long-term rivaroxaban 2.5 mg BID + ASA
If not an option, then If not an option, then
Vein Graft: Prosthetic Graft:
Lo PAPT Long- term VKA Long-term DAPT

DAPT: Dual antiplatelet therapy ; SAPT: Single antiplatelet therapy: aspirin or clopidogrel; VKA: vitamin K antagonist
* High Limb Risk: Prosthetic infrainguinal bypass, below-the-knee bypass, suboptimal conduit, poor arterial runoff, extensive lesions, or#OPE @m
tissue loss \ Foundation’

* High Bleeding Risk: Concurrent anticoagulation, prior bleeding, anemia, or thrombocytopenia. DISCOVERED HERE'  ovutng s wotw oot mo ot o sorems
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Summary

PAD: under-represented and under-treated major health problem

m Use appropriate antithrombotic therapy based on risk/benefit
Monitor patients carefully for thrombotic/bleeding events

Consult vascular medicine and surgery providers..

Skeik N et al. Ann Vasc Surg. 2019 Oct;60:128-146
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Sunset, Gaza City
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