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Initial Observations — D Dimer Levels
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Initial Observations — Incidence
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Initial Observations — Dramatic Images
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Initial Observations — Therapeutic Benefit??
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FIGURE 1 Kaplan-Meier Curve for Hospitalized Patients With COVID-19 and Those Mechanically Ventilated
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Thursday, September 10, 2020

NIH ACTIV 1nitiative launches adaptive clinical trials of
blood-clotting treatments for COVID-19

The mpRCT — ATTACC, ACTIV, and REMAPCAP

* AntiThrombotic Therapy to Ameliorate Complications of COVID-19
e 58 sites in Canada, USA, Brazil, and Mexico

* Accelerating COVID-19 Therapeutic Interventions and Vaccines
* 60 sites in the USA and Spain

A Randomised, Embedded, Multi-factorial, Adaptive Platform Trial for
Community-Acquired Pneumonia

e 290 sites in Canada, USA, UK, Ireland, EU, Saudi Arabia, Australia, New Zealand, Nepal,
India, Pakistan



CLINICAL DECISIONS

Anticoagulation in Hospitalized Patients with Covid-19

Jehan F. Chowdhury, D.O., Lisa K. Moores, M.D., and Jean M. Connors, M.D.

Article Metrics October 22, 2020
N Engl ] Med 2020; 383:1675-1678

. . DOI: 10.1056/NEJMclde2028217
14 References 7 Citing Articles 25 Comments 1l Poll

Poll

Which option would you choose?

Continue prophylactic anticoagulation during hospitalization and discontinue at hospital 41%
discharge.
Switch to intermediate-dose anticoagulation and continue anticoagulation after hospital 58%
discharge.

You've already voted 7196 Total Responses

This open poll should not be interpreted as a scientifically valid physician survey.



What to do clinically?

Tuesday, December 22, 2020

NIH ACTIV Trial of blood thinners pauses enrollment of
critically 1l COVID-19 patients

Friday, January 22, 2021

Full-dose blood thinners decreased need for life support
and improved outcome in hospitalized COVID-19 patients



Pre-publication interim data, not from a locked database and not peer reviewed

ATTACC, REMAP-CAP, and ACTIV IV-4a mpRCT
Primary outcome

State & D-dimer Strata Proportional Odds Ratio | Trial Statistical Conclusion
Median (95% Crl)

Moderate state, low D-dimer 1.57 (1.14-2.19) Superiority [Probability of OR>1 = 0.997]
Moderate state, high D-dimer 1.53 (1.09 - 2.17) Superiority [Probability of OR>1 = 0.991]
Moderate state, missing D-dimer  1.51 (1.06 — 2.15) n/a®

Severe state 0.76 (0.60 —0.97) Futility* [Probability of OR>1.2 < 0.001]

* Posterior probability of inferiority [Probability of OR<1 = 0.985]
A Not evaluated for stopping at interim

OR >1 represents benefit. A higher OR occurs when either mortality is improved
and/or if those who survive have reduced requirement for orgat

Release date: January 28, 2021



Pre-publication interim data, not from a locked database and not peer reviewed
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Pre-publication interim data, not from a locked database and not peer reviewed

ATTACC, REMAP-CAP, and ACTIV-4a mpRCT
Mortality — not primary outcome (part of OSFDs)

_ Moderate State Severe State

Therapeutic Usual Care venous Therapeutic Usual Care venous
| N T E R I M anticoagulation thromboprophylaxis anticoagulation thromboprophylaxis
N =699 N =699 N =453 N =442
Mortality 40 (5.7%) 54 (7.7%) 160 (35.3%) 144 (32.6%)

Release date: January 28, 2021




Pre-publication interim data, not from a locked database and not peer reviewed

ATTACC, REMAP-CAP, and ACTIV-4a mpRCT
Major Bleeding

_ Moderate State Severe State

Therapeutic Usual Care venous Therapeutic Usual Care venous
I N T E R | M anticoagulation thromboprophylaxis anticoagulation thromboprophylaxis
N =853 N =742 N =460 N =448
Major Bleeding‘D 14 (1.6%) 7 (0.9%) 17 (3.7%) 8 (1.8%)

©Events reported are preliminary, unadjudicated, and potentially subject to reporting bias

Small differences in denominators when compared to mortality/OSFD exist due to variation in the days efficacy and safety
outcome were forwarded by each platform to individual DSMBs and to the Statistical Analysis Committee.

Release date: January 28, 2021




Pre-publication interim data, not from a locked database and not peer reviewed

ATTACC, REMAP-CAP, and ACTIV-4a mpRCT
Thrombotic events

_ Moderate State Severe State

Therapeutic Usual Care venous Therapeutic Usual Care venous
I N T E R I M anticoagulation thromboprophylaxis anticoagulation thromboprophylaxis
N =853 N =742 N =460 N =448
Thrombotic 16 (1.9%) 24 (3.2%) 31 (6.7%) 53 (11.8%)
events*?

*Defined as Deep Vein Thrombaosis, Pulmonary Embolism, Myocardial infarction, Ischemic Stroke, Other

thrombotic event
®Events reported are preliminary, unadjudicated, and potentially subject to reporting bias

Small differences in denominators when compared to mortality/OSFD exist due to variation in the days e
outcome were forwarded by each platform to individual DSMBs and to the Statisticz

Release date: January 28, 2021




Why might this effect be seen in
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Where do we go from here?

* Honestly, | don’t know...

* VTE Prophylaxis has a strong evidence-base for critically ill patients and we
should continue to use it as we always have

* Despite the above findings, *no™ major professional society has changed
their recommendations to include therapeutic anticoagulation for non-
critically ill hospitalized patients

* |If inflammatory markers are climbing and your patient is worsening, it may
be reasonable to initiate intermediate dose anticoagulation

e Stay tuned for data about antiplatelet agents, anticoagulation in patients at
home, and continuation of anticoagulation upon hospital discharge in
ACTIV-4b, 4c, and beyond...



