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presented as a potential treatment for severe and lifethreatening infection with SARS-CoV-2, DHR Health
Institute for Research & Development took the lead and
established the Rio Grande Valley Collaborative
(RGVC) for the Early Diagnosis, Prevention and
Treatment of COVID-19. Established in March 2020,
this collaborative included eleven (11) hospitals in four
counties that served a population of over 1.4 million
people. All eleven hospitals are registered in the Mayo
Clinic EAP and work under a DHR Health Institute for
Research & Development IRB-approved protocol for the
identification and selection of potential convalescent
plasma donors.
Working in collaboration with Vitalant – our
blood bank partner, a comprehensive team of
physicians (n= 89), scientists, coordinators, data
analysts and telephone operators were assembled
to serve this distinctive program in the United
States. A plasma donation call center was established
to screen potential donors and to assist with the process
of plasma donation. The RGVC was also involved
in the Valley-wide distribution of investigational
convalescent plasma to qualified hospitalized patients
While the implementation of the EUA has been
with COVID-19.
placed on hold by the FDA with the possibility of
approval in the very near future, it must be clarified that
this decision by the FDA does not affect the EAP that is
currently active under the Mayo Clinic protocol (3). Todate, in the Mayo Clinic EAP, 2,788 sites have been
registered Nation-wide involving 14,204 physicians and
71,185 patients who have received investigational

Some confusion has been created by the
recent news that the United States Food and Drug
Administration (FDA) has placed on “hold” the
decision to grant emergency use authorization
(EUA) of investigational convalescent plasma for
the treatment of patients with COVID-19 (1). This
decision was based on preliminary analysis of the
data which suggested that the use of investigational
convalescent plasma under the expanded access
program (EAP) has not revealed any substantial
benefit of this therapy. Furthermore, it was also
suggested that more placebo-controlled clinical
studies must be conducted to unequivocally
establish the benefit (or otherwise) of
investigational convalescent plasma therapy. In
both the EUA and the EAP programs, the FDA
authorizes an investigational medical product (drug,
biologic, or medical device) to be used where there
are no comparable or satisfactory alternative
therapy options available. However, EUA is sought
for single patient use, while the EAP (also referred
as compassionate use) involves a larger population
with the same life-threatening condition outside of
clinical trials. The main differences between each
program are outlined in Table 1.
There is no effective therapy that is currently available
to treat patients with COVID-19 (2). When the option of
the use of investigational convalescent plasma was
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Table 1: Comparison between Expanded Access Program and Emergency Use Authorization
Expanded Access Program
(Compassionate Use)

Emergency Use Authorization

Patient Population and
Criteria of Use

Patients with serious disease, and no alternative
treatment available.

Patients must have a life-threatening condition
and no alternative treatment.

Institutional Review Board
(IRB) and FDA Approval
Requirements

Documents submitted to the IRB and FDA for
approval prior to use

FDA and IRB approval sought after treatment is
given

Population Size

Intermediate Population Access/Widespread Use

Individual Patient Access

Clinical Trial Status

Investigational Product Clinical Trials are still
ongoing

Before or After Clinical Trials have
started/completed



convalescent plasma (3). Through participation in the
Mayo Clinic EAP, the RGVC has successfully
transfused over 1,500 units of investigational
convalescent plasma in over 1,400 patients with severe
and life-threatening COVID-19.
The safety of investigational convalescent
plasma in patients with COVID-19 in the Mayo Clinic
EAP has already been established (4). A recent
publication entitled: Effect of Convalescent Plasma on
Hospitalized Patients with COVID-19: Initial ThreeMonth Experience has also provided some preliminary
evidence that the use of investigational convalescent
plasma is indeed effective (5). Convalescent plasma
signals of efficacy were associated with reduced
COVID-19 mortality in 35,000-plus patients.
Additionally, the seven-day mortality rate was reduced
in patients transfused within three days of COVID-19
diagnosis compared with patients transfused four or
more days after COVID-19 diagnosis. Similar trends
were observed for 30-day mortality rate. Of interest was
the observation that the use of convalescent plasma with
higher antibody levels was associated with reduced
seven-day and 30-day mortality. The cohort in this
analysis included a high proportion of critically ill
patients, with 52.3% in the intensive care unit (ICU) and
27.5% receiving mechanical ventilation at the time of
plasma transfusion.







Conclusion. The use of investigational convalescent
plasma under the Mayo Clinic EAP to treat patients with
severe or life-threatening COVID-19 is still active and
recruiting patients. Interim analysis of the data in the
Mayo Clinic EAP suggests that this procedure is safe and
effective in treating patients with COVID-19. Given that
no proven effective treatments exists for COVID-19, it
is recommended that the option for transfusing
investigational convalescent plasma under the aegis of
the Mayo Clinic EAP must be sustained and further
expanded under the EUA.

Future Direction. While we are in the process of
undertaking detailed analysis of the data obtained from
over 1,400 patients accrued in the EAP in the RGVC,
there are some key recommendations developed from
preliminary analysis and observations made by the
RGVC (see below) which should guide the clinical
decision process in the use of investigational
convalescent plasma in patients with COVID-19:
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Convalescent plasma should be used as early as
possible in the course of COVID-19 disease.
Attempt should be made to quantify the antiSARS-CoV-2
IgG
in
investigational
convalescent plasma prior to transfusion.
Whenever possible, only convalescent plasma
with anti-SARS-CoV-2 IgG with a titer of 1:160
should be used (6).
Initiate randomized placebo-controlled clinical
trials to unequivocally establish the efficacy (or
otherwise) of transfusion of investigational
convalescent plasma in the treatment of
COVID-19.
Clinical studies to transfuse investigational
convalescent plasma in an outpatient setting
should be expanded:
 For prophylactic treatment of children
with underlying medical conditions and
high-risk exposure to COVID-19 (7).
 For prophylaxis in high-risk front-line
workers (8).
 In symptomatic patients within 3-days of
COVID-19 diagnosis.
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