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How to Claim Credit

1) Go to: http://acf.cmecertificateonline.com/
2) Select “Anticoagulation Prophylaxis in COVID-19”
3) Evaluate the program
4) Print certificate for your records

Claim Credit:
http://acf.cmecertificateonline.com/ 

This program is accredited for Providers, Pharmacists, and Nurses for enduring accreditation 
for 1.0 hours 

acforum.org

http://acf.cmecertificateonline.com/
http://acf.cmecertificateonline.com/
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COVID-19 Pathogenesis Including CV Patients

Wiersinga WJ. JAMA. 2020 Aug 25;324(8):782-793. PMID: 32648899.

Pathophysiology of Immuno-micro 
Thrombosis in COVID-19
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Example 
Randomized Trials

Recruiting
• ACTIV 4c
• PREVENT

Completed
• ATTACC
• ACTIV 4a
• REMAP-CAP
• ACTION

Completed
• ATTACC
• ACTIV 4a
• REMAP-CAP
• INSPIRATION

Environment 
of Care

ASH Guidelines

COVID-19 and Thrombosis: Searching for Evidence - Anticoagulation Thromboprophylaxis

Recruiting
• ACTIV 4b

“Pre-hospitalization” Hospital Floor ICU Post Discharge

No Prophylaxis

How I Treat FDA approved DOAC in highly 
selected patientsNo Prophylaxis

No ProphylaxisProphylactic Dose Prophylactic Dose

Prophylactic DoseTherapeutic Dose
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INSPIRATION Trial

INSPIRATION Investigators, Sadeghipour P. JAMA. 2021 Apr 
27;325(16):1620-1630. PMID: 33734299.

Question: Is intermediate dose anticoagulation better than prophylactic dose in COVID-19 patients admitted to the 
ICU?

Design: RCT, open label (also has a statin arm in 2 x 2 design)

Patients: 562 patients in 10 Iranian academic centers’ ICU from July 29, 2020, to November 19, 2020

Intervention: Enoxaparin 1 mg/kg once daily with adjustment for weight and creatinine clearance

Control: Enoxaparin 40 mg qd with adjustments

Outcome: Composite of VTE, arterial thromboembolism, ECMO or all-cause mortality

Timeframe: 30 Days



INSPIRATION 
Trial

INSPIRATION Investigators, 
Sadeghipour P. JAMA. 2021 Apr 
27;325(16):1620-1630. PMID: 
33734299.
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ACTION Trial

ACTION Investigators; Lopes R.D., et al. Lancet. 2021 Jun 
4:S0140-6736(21)01203-4.PMID: 34097856.

Question: Is therapeutic prophylactic anticoagulation primarily with rivaroxaban better than prophylactic dose in 
hospitalized COVID-19

Design: RCT, open label

Patients: 615 hospitalized with COVID-19 with elevated D-dimer at 31 Brazilian sites from June 24, 2020, 
to February 26, 2021 

Intervention: Rivaroxaban 20 mg (15 mg if CrCL 30-49) for 30 days
• Initial Circle therapeutic does enoxaparin or heparin if unstable

Comparison: Prophylactic dose enoxaparin or heparin while in hospital and provider discretion for extended 
prophylaxis

Outcome: Hierarchical composite of time to death, duration of hospitalization or duration of oxygen 

Timeframe: 30 Days

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01203-4/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01203-4/fulltext
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ACTION Trial

ACTION Investigators; Lopes R.D., et al. Lancet. 2021 Jun 
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Multiplatform RCT
A collaboration between 3 international trial platforms

Therapeutic Anticoagulation in Critically Ill Hospitalized Patients with Covid-19  
Preliminary Report

MEDIAN ORGAN 
SUPPORT-FREE DAYS

MAJOR 
BLEEDING

Therapeutic 
anticoagulation 3 days

(-1, 16)

3.1%
(15/482)

OR 0.87
(0.70-1.08)

Usual Care 
pharmacological 
thromboprophylaxis 5 days 

(-1,16)

2.4%
(12/495)

In patients with severe Covid-19, therapeutic anticoagulation did not improve hospital survival 
or days free of organ support compared to usual care pharmacological thromboprophylaxis.

Zarychanski R. et al. medRxiv. https://doi.org/10.1101/2021.03.10.21252749 

SEVERELY ILL 
HOSPITALIZED 
COVID-19

High 
flow nasal 

oxygen

Mechanical 
ventilation

CONCLUSIONS: 

Vasopressor 
or inotrope 

support

R
99.8%

Posterior 
probability 
of futility 

N=1074 AOR 0.87 
(0.70-1.08)

ECMO

(987 from REMAP-CAP)

41% prophylactic
51% intermediate

Probability of inferiority = 89%
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Multi-Platform Trials – Non-Critically Ill COVID-19

Lawler, P.R. et al.  medRxiv 2021.05.13.21256846; doi: https://doi.org/10.1101/2021.05.13.21256846

Question: Is therapeutic anticoagulation better than usual care in non-critically ill hospitalized COVID -19?

Design: RCT, open label, 3 multi-platform RCTs

Patients: 2219 in 129 global sites hospitalized without need for ICU-level care of high flow oxygen, mechanical 
ventilation (invasive and non-invasive), vasopressors or inotropes within 72 hours-ish of admission from 
April 21, 2020, to January 22, 2021, 
• with high, low or unknown D-dimer

Intervention: Therapeutic anticoagulation with LMWH (94.7%) or heparin

Comparison: Usual care with 71.7% low-dose and 26.5% intermediate dose anticoagulation

Outcome: Organ-support-free days

Timeframe: 21 days for organ support and 90 days for death

https://www.medrxiv.org/content/10.1101/2021.05.13.21256846v1
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Multi-Platform Trials – Non-Critically Ill COVID-19
• The proportion of participants in the thromboprophylaxis arm surviving to hospital 

discharge without receipt of organ support during the first 21 days (control event 
frequency) was

• 76.4% (247/1048). 

• The median adjusted absolute improvement in this proportion with therapeutic-dose 
anticoagulation was 

• 4.6% (95% CrI 0.7 to 8.1).

Lawler, P.R. et al.  medRxiv 2021.05.13.21256846; doi: https://doi.org/10.1101/2021.05.13.21256846

https://www.medrxiv.org/content/10.1101/2021.05.13.21256846v1
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Through 28 days Through 28 days Through 28 days

Multi-Platform Trials – Non-Critically Ill COVID-19

Lawler, P.R. et al.  medRxiv 2021.05.13.21256846; doi: https://doi.org/10.1101/2021.05.13.21256846

https://www.medrxiv.org/content/10.1101/2021.05.13.21256846v1
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Questions?

acforum.org
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How to Claim Credit

1) Go to: http://acf.cmecertificateonline.com/
2) Select “Anticoagulation Prophylaxis in COVID-19”
3) Evaluate the program
4) Print certificate for your records

Claim Credit:
http://acf.cmecertificateonline.com/ 

This program is accredited for Providers, Pharmacists, and Nurses for enduring accreditation 
for 1.0 hours 

acforum.org
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Register Now for Our Upcoming Webinar:
Combination Aspirin & DOAC Therapy Increases Bleeding Risk

Wednesday | July 21, 2021| 12pm ET

Authors:
Jordan Schaefer, MD

Geoffrey Barnes, MD, MSc

Moderators:
Arthur Allen, PharmD, CACP

Tracy Minichiello, MD

www.acforum.org/education-webinars  

acforum.org

https://us02web.zoom.us/webinar/register/4716226483412/WN_3b5HKsNtQoWRb2-2VWqGWw
https://acforum.org/web/education-webinars.php
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2021 National Conference
October 28th-30th 2021 | San Francisco, CA

 Hybrid Model
 In-Person in San Francisco & Broadcast Virtually

 Session Highlights:
 Covid-19 Lessons Learned
 Addressing Health Disparities in Your Practice
 High Dose vs. Low Dose: Duration of Therapy Debate
 DOACs, End Stage Renal Disease, and the Very Elderly

Registration Deadline September 1, 2021

Visit our website to view the full program & learn more: acforum.org/2021

acforum.org

https://acforum.org/2021/index.php
https://acforum.org/2021/
https://acforum.org/web/index.php
https://acforum.org/2021/index.php
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