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*All event rates adjusted for age and sex.
Bhatt DL, Eagle KA, Ohman EM, et al., and Steg PG. JAMA 2010; 304:1350-1357.
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Impact of Diabetes on CV Events at =N
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REACH - Diabetes
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Dual Pathway Inhibition:
Antiplatelet plus Anticoagulant
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COMPASS Design

Stable CAD or PAD
27,395 participants randomized

Rivaroxaban 2.5 mg bid + Aspirin 100

Run-in* (aspirin plus rivaroxaban) R Rivaroxaban 5 mg bid

Aspirin 100 mg od

Expected mean follow up: 3-4 years

*excluding patients enrolled 4-14 days post CABG
Bosch JJ, et al. Can J Cardiol 2017; 33:1027-1035.
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COMPASS Diabetes Analysis

Effects in patients with diabetes at baseline (N=6,922) versus
without diabetes (N=11,356)

Bhatt DL, Eikelboom JW, Connolly SJ, et al, Yusuf S. Circulation. 2020.



COMPASS Diabetes Analysis

Effects in patients with diabetes at baseline (N=6,922) versus
without diabetes (N=11,356)

Patients randomized to rivaroxaban plus aspirin (N=9,126)
versus placebo plus aspirin (N=9,126)
« 1° efficacy: CV death, MI, stroke
« 2° efficacy:
- All-cause mortality
- CV death, MI, stroke, MALE, including amputation

« 1° safety: modified ISTH criteria - major bleeding
* Prespecified net clinical benefit: CV death, MI, stroke,
fatal bleeding, symptomatic bleeding into a critical organ

Bhatt DL, Eikelboom JW, Connolly SJ, et al, Yusuf S. Circulation. 2020.
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All-Cause Death
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CV Death, Myocardial Infarction, Stroke, MALE,
or Major Vascular Amputation
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Safety Outcomes

Major bleeding
No diabetes at baseline
Diabetes at baseline
Intracranial bleeding
No diabetes at baseline
Diabetes at baseline
Fatal bleeding
No diabetes at baseline

Diabetes at baseline

Bhatt DL, Eikelboom JW, Connolly SJ, et al, Yusuf S. Circulation. 2020.

No. of
first events/
patients

(%)

178/5704 (3.1)
110/3448 (3.2)

17/5704 (0.3)
11/3448 (0.3)

10/5704 (0.2)
5/3448 (0.1)

4.4
4.5

0.4
0.4

0.4
0.2

No. of
first events/
patients
(%)

105/5652 (1.9)
65/3474 (1.9)

17/5652 (0.3)
7/3474 (0.2)

7/5652 (0.1)
3/3474 (<0.1)

Rivaroxaban plus Aspirin Aspirin Alone

Kaplan-
Meier risk
at 36
months

Kaplan-
Meier risk
at 36
months

3.2
3.4

0.7
0.4

0.2
0.2

Hazard Ratio
(95% CI)

1.69 (1.33-2.15)
1.70 (1.25-2.31)

0.99 (0.51-1.95)
1.57 (0.61-4.05)

1.43 (0.55-3.77)
1.66 (0.40-6.93)

P
value

<0.0001
0.0006

0.98
0.35

0.46
0.48

P value
for
interaction

0.97

0.44

0.87



CV Death, MI, Stroke, Fatal Bleeding, or
Symptomatic Bleeding into Critical Organ
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Benefits in Diabetes +/- Prior Ischemic Events
or Revascularization: CV Death/MIl/Stroke

Rivaroxaban plus Aspirin Aspirin Alone

No. of Kaplan- No. of Kaplan-
first events/ Meier risk first events/ Meier risk Hazard Ratio P
patients at 36 patients at 36 (95% CI) value
(%) months (%) months
Prior ischemic events
No 42/937 (4.5) 8.8 57/981 (5.8) 10.1 0.76 (0.51-1.14) 0.18
Yes 137/2511 (56.5) 8.3 182/2493 (7.3) 11.0 0.73 (0.59-0.91) 0.006
Prior revasc
No 58/978 (5.9) 10.0 85/1068 (8.0) 12.8 0.73 (0.52-1.02) 0.06
Yes 121/ 2470 (4.9) 7.9 154/2406 (6.4) 9.9 0.75 (0.59-0.95) 0.02
Prior ischemic events, revasc
No 18/416 (4.3) 11.0 26/435 (6.0) 12.3 0.71 (0.39-1.30) 0.27
Yes 161/3032 (5.3) 8.3 213/3039 (7.0) 10.6 0.74 (0.61-0.91) 0.004

Bhatt DL, Eikelboom JW, Connolly SJ, et al, Yusuf S. Circulation. 2020.
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Limitations

Diabetes subgroup not specifically powered for efficacy or
safety

Bhatt DL, Eikelboom JW, Connolly SJ, et al, Yusuf S. Circulation. 2020.



Limitations

Diabetes subgroup not specifically powered for efficacy or
safety
* Though the analysis was prespecified, with sufficient
power to show a significant reduction in the primary
endpoint in the overall trial, and with or without diabetes
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Limitations

Diabetes subgroup not specifically powered for efficacy or
safety
* Though the analysis was prespecified, with sufficient
power to show a significant reduction in the primary
endpoint in the overall trial, and with or without diabetes

Early stopping of the trial further limits the power of subgroup
analysis
* Though the independent DSMB felt the trial needed to be
stopped due to overwhelming efficacy, including a
reduction in all-cause mortality

Bhatt DL, Eikelboom JW, Connolly SJ, et al, Yusuf S. Circulation. 2020.



Conclusions

Low-dose rivaroxaban + aspirin reduced major CV events in
stable atherosclerosis, irrespective of the presence or absence
of diabetes, though absolute risk reductions were numerically
larger with diabetes, including for all-cause mortality.

Bhatt DL, Eikelboom JW, Connolly SJ, et al, Yusuf S. Circulation. 2020.



Conclusions

Low-dose rivaroxaban + aspirin reduced major CV events in
stable atherosclerosis, irrespective of the presence or absence
of diabetes, though absolute risk reductions were numerically
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As in the overall trial, there was a significant increase in major
bleeding, but not in fatal or intracranial bleeding.
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of diabetes, though absolute risk reductions were numerically
larger with diabetes, including for all-cause mortality.

As In the overall trial, there was a significant increase in major
bleeding, but not in fatal or intracranial bleeding.

The net clinical benefit when examining irreversible outcomes
appeared numerically greater in those with diabetes.
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Conclusions

Low-dose rivaroxaban + aspirin reduced major CV events in
stable atherosclerosis, irrespective of the presence or absence
of diabetes, though absolute risk reductions were numerically
larger with diabetes, including for all-cause mortality.

As in the overall trial, there was a significant increase in major
bleeding, but not in fatal or intracranial bleeding.

The net clinical benefit when examining irreversible outcomes
appeared numerically greater in those with diabetes.

Use of dual pathway inhibition with low-dose rivaroxaban +
aspirin is particularly attractive in high-risk patients, such as
those with diabetes.

Bhatt DL, Eikelboom JW, Connolly SJ, et al, Yusuf S. Circulation. 2020.
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