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Convalescent plasma for COVID-19 



 What is it?  Plasma donated from a patient 
recently recovered from COVID-19 that 
contains antibodies to the SARS-CoV-2 virus 

 Rationale:  When administered to patients 
exposed to or infected with SARS-CoV-2, 
antibodies in CCP neutralize the virus and 1) 
protect from infection or 2) prevent/mitigate 
progression of existing infection  



 Observational studies > randomized trials 

 Randomized trials underpowered 

 Not all studies peer reviewed 

 Heterogeneity of patients and treatment 

 Rapidly emerging literature 
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 FDA-initiated, national, multicenter, open-label 
program to provide access to CCP 

 Eligibility criteria: 

 Age ≥18 years  

 Hospitalized with a laboratory-confirmed SARS-CoV-2 

 Severe or life-threatening COVID-19 or judged by provider 
to be at high risk of progression  

 Pre-specified plan to create control comparator group 
to evaluate efficacy  

 



Joyner M, et al.  Mayo Clin Proc 2020; 95:1888  

Participation in the US COVID-19 convalescent 
plasma expanded access program (EAP) 



Joyner M, et al.  medRxiv preprint, posted  Aug 12, 2020 

https://doi.org/10.1101/2020.08. 

Daily CCP administrations under the national 
expanded access program (EAP) 



Adapted from Joyner M, et al.  Mayo Clin Proc 2020; 95:1888  

Patient characteristics 

 60% ≥60 years old 

 61% male 

 20% Black, 5% Asian 

 35% Hispanic or Latino 



Joyner M, et al.  Mayo Clin Proc 2020; 95:1888  



7-day mortality  

Joyner M, et al. medRxiv preprint, posted August 12th 

https://www.medrxiv.org/content/10.1101/2020.08.12.20169359v1 

 



 Open-label RCT at 7 hospitals in Wuhan, China 

 Target enrollment of 200 patients with severe 
or life-threatening COVID-19 

 Primary endpoint: clinical improvement at 28 
days 

 Study terminated after 103 patients enrolled 

 
JAMA 2020; 324:460 (published online June 3rd) 



Convalescent 
plasma 
(n = 52) 

Control  
 

(n = 51) 

P 

Primary 

Clinical improvement (28 days) 51.9% 43.1% .37 

Secondary 

Discharge rate (28 days) 51% 36% .13 

Death (28 days) 15.7% 24% .3 

Time to viral clearance (3 days) 87.2% 37.5% <.001 

Adapted from Li et al.  JAMA 2020; 324:460 



Adapted from Joyner M et al.  medRxiv preprint (published online July 30th) 

https://doi.org/10.1101/2020.07.29.20162917 



 Indication:  hospitalized patients with COVID-19 

 No specific clinical criteria put forth (intubated or 
non-intubated) 

 High antibody titer CCP recommended 

 Treat prior to intubation and within 3 days of 
diagnosis when possible 

 Dose 1 unit (about 200mL), additional units based 
on provider judgment 



1. Discuss investigational nature and potential risks, 
benefits, and alternatives with patient 

2. FDA Fact Sheets available to patients and 
providers2,3 

3. Document the consent process 

4. Institutional consent for blood products 

5. Report serious adverse events or deaths 
potentially attributable to CCP 

1) https://www.fda.gov/media/141477/download          2) https://www.fda.gov/media/141479/download 

3) https://www.fda.gov/media/141478/download 



Infectious Diseases Society of America1 

“Among patients who have been admitted to the hospital with 
COVID-19, the IDSA guideline panel recommends COVID-19 
convalescent plasma only in the context of a clinical trial. 
(Knowledge gap)” 

National Institutes of Health2 

“There are insufficient data for the COVID-19 Treatment 
Guidelines Panel to recommend either for or against the use of 
COVID-19 convalescent plasma for the treatment of COVID-19.” 

 
1) https://www.idsociety.org/practice-guideline/covid-19-guideline-treatment-and-management/ (last updated 9/4/2020) 

2) https://www.covid19treatmentguidelines.nih.gov/immune-based-therapy/blood-derived-products/convalescent-plasma/ (last 

updated 7/17/20) 

 



 Is it safe and does it improve outcomes in 
adequately powered randomized trials? 

 What is the incremental benefit over 
corticosteroids and remdesivir, if any? 

 In what patient populations should it be used? 

 What is the optimal timing? 

 What is the necessary antibody titer? 

 What is the optimal volume? 

 

 



Passive Immunity Trial for Our Nation (PASSItOn) 

 Setting:  51 U.S. hospitals 

 Population:  adults hospitalized with COVID-19 

 Intervention:  CCP vs. placebo 

 Primary outcome:  clinical status at day 15 by the 
COVID ordinal outcomes scale 

 Sample size:  1000 patients 

 Estimated completion:  April 2021 
 

 

Clinicaltrials.gov (accessed 9/19/20) 



 Setting:  50 hospital emergency departments 

 Population:  
 adults presenting with mild, symptomatic COVID-19  

 risk for progression to severe disease 

 clinically stable for outpatient management 

 Intervention:  CCP vs. placebo 

 Primary outcome:  disease progression at 15 days 

 Sample size:  600 patients 

 Estimated completion:  December 2022 

 Clinicaltrials.gov (accessed 9/19/20) 

Clinical Trial of COVID-19 Convalescent 
Plasma of Outpatients (C3PO) 



 Current clinical data are suggestive, but do not 
prove, that CCP is safe and may improve clinical 
outcomes 

 Recently granted FDA emergency use approval 

 Numerous unanswered questions require 
adequately powered randomized trials 

 

 





Joyner M, et al. medRxiv preprint, posted August 12th 

https://www.medrxiv.org/content/10.1101/2020.08.12.20169359v1 

 

7-day mortality 30-day mortality 



#  
studies 

#  
subjects 

Convalescent 
plasma 

 

Control  
 

OR P 

Randomized 
trials 

3 236 13% 26% .46 .03 

Matched 
control studies 

4 494 12% 25% .41 .001 

Aggregate of 
controlled 
studies 

7 730 13% 25% .43 <.001 

Adapted from Joyner M et al.  medRxiv preprint, published online July 30th 

https://doi.org/10.1101/2020.07.29.20162917 



https://www.fda.gov/news-events/press-announcements/fda-issues-emergency-use-authorization-convalescent-plasma-potential-

promising-covid-19-treatment#:~:text=Today%2C%20the%20U.S.%20Food%20and,efforts%20to%20fight%20COVID%2D19. 


