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Abstract

Background: The outbreak of a SARS-CoV-2 resulted in a massive afflux of
patients in hospital and intensive care units with many challenges. Blood
transfusion was one of them regarding both blood banks (safety, collection,
and stocks) and consumption (usual care and unknown specific demand of
COVID-19 patients). The risk of mismatch was sufficient to plan blood transfu-
sion restrictions if stocks became limited.

Study design and methods: Analyses of blood transfusion in a tertiary hospi-
tal and blood collection in the referring blood bank between February 24 and
May 31, 2020.

Results: Withdrawal of elective surgery and non-urgent care and admission of
2291 COVID-19 patients reduced global activity by 33% but transfusion by 17%
only. Only 237 (10.3) % of COVID-19 patients required blood transfusion,
including 45 (2.0%) with acute bleeding. Lockdown and cancellation of mobile
collection resulted in an 11% reduction in blood donation compared to 2019.
The ratio of reduction in blood transfusion to blood donation remained posi-
tive and stocks were slightly enhanced.

Discussion: Reduction of admissions due to SARS-CoV-2 pandemic results
only in a moderate decrease of blood transfusion. Incompressible blood trans-
fusions concern urgent surgery, acute bleeding (including some patients with
COVID-19, especially under high anticoagulation), or are supportive for
chemotherapy-induced aplasia or chronic anemia. Lockdown results in a
decrease of blood donation by cancellation of mobile donation but with little
impact on a short period by mobilization of usual donors. No mismatch
between demand and donation was evidenced and no planned restriction to
blood transfusion was necessary.

Abbreviations: A&E, accident and emergencies department; EFS, Etablissement Francais du Sang; FFP, fresh frozen plasma; HUS, Hopitaux
Universitaires de Strasbourg; ICANS, Institut de Cancérologie Strasbourg Europe; LFB, Laboratoire Francais du Fractionnement et des
Biotechnologies; MICUs, medical intensive care units; OT, operating theater; PC, platelet concentrates; RBC, red blood cell packs; SICUs, surgical

intensive care units.
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1 | INTRODUCTION
A new coronavirus called SARS-CoV-2, has emerged in
China during the second semester of 2019, and is responsi-
ble for a new pandemic disease referred to as COVID-19.'~
Among the many problems associated with this pan-
demic resulting in a significant increase in hospitaliza-
tions, and especially in critical care units due to acute
respiratory failure, availability and/or demand of blood
products for transfusion could become critical and was
unknown at this time.® Blood banks faced a risk of a dra-
matic reduction in blood stocks due to exclusion of poten-
tially infected donors, destruction of unsecured blood
products, and reduction in blood collection (especially
blood donation services) with lockdown, which were
decided in many countries to stop the virus spread. Reduc-
tion of hospital activities and especially elective surgery on
one hand and strict blood patient management are
thought to reduce demand in blood transfusion.” Some
hospitals have planned to reserve blood products for only
staff-approved transfusion under 20% of the usual stock.®
In France, massive COVID-19 admissions in hospitals
began in late February and national lockdown was effective
from March 17 to May 10, 2020. In this study, the authors
analyze the consequences of lockdown and reduction of
hospital activities on blood consumption with a focus on
COVID-19 patients in a tertiary teaching hospital and on
collection, stocks, and delivery of blood products by the
blood bank during spring COVID-19 outbreak and com-
pared them to the same period in 2019.

2 | METHODS

2.1 | Study design
In this study, the authors retrospectively analyzed blood trans-
fusion in a tertiary teaching hospital (Hopitaux Universitaires
de Strasbourg—HUS), which had more than 2600 beds. The
labile blood products were delivered by the French public
blood bank (EFS Grand-Est—FEtablissement Francais du
Sang), which is responsible for the collection, preparation and
distribution of labile blood products. This study was approved
by The Ethics Committee of Strasbourg University School of
medicine (decision CE-2020-139 on August 26, 2020).

The study period (February 24 to May 31) was divided
into three subperiods regarding closure and resumption
of activities:

A. Feb 24 to Mar 15 (21 days): from the admission of the
first COVID-19 patients to the cessation of all non-
urgent activities,

B. Mar 16 to Apr 13 (29 days): withdrawal of all non-
urgent activities,

C. Apr 14 to May 31 (48 days): few new COVID-19 patients
and the gradual resumption of non-urgent activities.

These three periods in 2020 were compared with the
same periods in 2019. Mean activity of 2019 was used as
reference (100%) for the 2020 periods.

2.2 | Data collection

The Department for Medical Information provided non-
nominative data on both activity (number of admissions,
surgical procedures, hemodialysis, radiotherapy, and out
clinic patients) and blood transfusion (including the type
of blood product and known side effects). For COVID-19
patients, large-volume was defined as the transfusion of
five or more blood products over 24 h.

2.3 | Blood bank data

Data concerning the nature of blood donation (whole
blood, apheresis, or plasmapheresis), the delivery of
blood products, and evaluation of regional stock were
provided by EFS Grand Est, an administrative region
of northern France (including Alsace, Champagne-
Ardenne, and Lorraine with 5,518,000 inhabitants).
Only regional data were available regarding blood col-
lection, but both regional and local (Strasbourg-
restricted) were available for delivery.

2.4 | Statistical analysis

Quantitative data were expressed as mean + SD or median
[IQR], depending on the normality of the distribution.
Comparisons of quantitative variables between groups were
fulfilled using Student’s t-test or Wilcoxon test depending
on the normality of the distribution. The normality of the
distribution was assessed graphically and using Shapiro-
Wilk test. Categorical variables were described as frequency,
and comparisons were performed using x> test or Fisher's
exact test according to the effectiveness.
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A p < .05 was considered statistically significant. All
statistics and graphs were performed with GraphPad
Prism version 9.0.2 for Mac OS, GraphPad Software, San
Diego, California USA.

3 | RESULTS

3.1 | Global activity

SARS-CoV-2 pandemic resulted in a 33.4% reduction in
global hospital activity compared to 2019 despite many
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FIGURE 1 Mean activity per day for 2019 and 2020. Hospital
activity is expressed as mean per day for (A) full hospitalization and
(B) for day hospitalization for each subperiod A (24 Feb to 15 Mar),
B (16 Mar to 13 Apr), and C (14 Apr to 31 May). (C) Mean number
of surgical intervention per day. A&E, accident and emergency
department; MICUs, medical ICUs, RRT: renal replacement
therapy unit; SICUs, surgical ICUs [Color figure can be viewed at
wileyonlinelibrary.com]
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COVID-19 patients admitted in general ward and ICUs
(Figure 1).

The most affected activities were day hospitalization
(including outpatient clinics) and surgery, with a 62% and
57% reduction in activity, respectively, compared to 2019.
Ambulatory surgery almost ceased during period B with
less than 3% of 2019 activity. During this period, only urgent
surgery (including transplantation) was performed. Activi-
ties that cannot be postponed such as hemodialysis, obstet-
rics, and oncology/hematology (including radiotherapy and
out-clinic chemotherapy or transfusion activities) remained
constant during the COVID-19 epidemic. As expected, ICU
activity increased significantly during Period B, as many
patients were hospitalized with severe COVID-19 and with
the creation of new ICU beds (from 97 to 207 beds, +113%).
The third period (2020C) refers to decreased COVID-19
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FIGURE 2 Mean transfusion activity per day for 2019 and
2020. Transfusion of (A) Red blood cell packs, (B) platelet
concentrates and (C) fresh frozen plasma. A&E, accident and
emergency department; MICUs, medical ICUs; SICUs,
surgical ICUs [Color figure can be viewed at
wileyonlinelibrary.com]
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TABLE 1 Blood transfusion in transfused COVID-19 patients

All patients
(n = 237)

Large volume
(n = 45)

Non-large volume
(n = 216)

FIGURE 3 Transfusion in non-
COVID-19 and COVID-19 patients

(16 March to 31 May, 2019 and 2020).
Transfusion of (A) red blood cell packs,
(B) platelet concentrates and (C) fresh
frozen plasma in 2019 (red) and in 2020
(non-COVID-19 patients in dark blue
and COVID-19 patients in light blue).
A&E, accident and emergency
department; MICUs, medical ICUs;
SICUs, surgical ICUs [Color figure can
be viewed at wileyonlinelibrary.com]

Red blood cell packs Fresh frozen plasma Platelet concentrates .
Transfusion

Median [IQ] Products Median [IQ] Products Median [IQ] Products

4.0 [2.0-7.0] 1384 2.5[2.0-4.8] 97 2.0 [1.0-4.3] 110 732
(n=234) (n=24) (n =30)

12.0 [7.0-21.8] 610 3.0 [2.0-7.8] 91 2.0 [1.0-5.5] 81 291 (39.8%)
(n = 44) (44.1%) (n = 20) (93.8%) (n=21) (73.6%)

3.0 [2.0-5.3] 774 1.5 [1.0-2.0] 6 (6.2%) 2.0 [1.0-3.0] 29 441 (60.2%)
(n = 190) (55.9%) n=4) n=9 (26.4%)
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FIGURE 4 Transfusion in transfused COVID-19 patients. (A) Scatter plot with median and interquartile of large-volume (left) and non-

large-volume (right) transfused products: red blood cell packs in red, platelet concentrates in orange and fresh frozen plasma in blue and
(B) whisker boxes (horizontal line inside box median, upper and lower box limits 25-75 percentiles and T-bars 10-90 percentiles respectively)
of number of transfusion per patients during all the stay (LV, large-volume; nLV, non-volume transfused patients) [Color figure can be
viewed at wileyonlinelibrary.com|

TABLE 2 Mean donation per day to EfS grand Est regarding type of donation
Whole blood Apheresis Plasmapheresis
2019 2020 Variation (%) 2019 2020 Variation (%) 2019 2020 Variation (%)
861.71 731.52 —15.1 15.33 14.38 —6.2 205.4 193.62 —5.7
B 908.64 752.96 —-17.1 15.04 15.14 +0.7 202.68 134.18 —33.8
713.98 691.62 -3.1 17.72 1543 —-12.9 187.94 179.6 —4.4

patients’ admissions after lockdown and resumption of sur-
gical (up to 45% of 2019 activity for the same period), out
clinic (50%), and medical (60%) activities.

3.2 | Transfusion in COVID-19 era

In 2019, about 180 blood products were transfused daily
in our hospital: 120 packed RBC, 30 units of PC and
30 units of FFP.

In 2020, during SARS-CoV-2 spring outbreak, the
reduction of blood transfusion was 14.2% for RBC, 23.5%
for PC, and 11.2% for FFP. There was a great heterogene-
ity regarding medical and surgical specialities (Figures 2
and 3). Transfusion demand followed global activity of
the different departments. Oncology and hematology,
gynecology and obstetrics, and pediatrics were slightly
affected by lockdown and SARS-CoV-2 pandemic and
transfusion rates remained in the usual range. Alto-
gether, these departments represent one-third of daily
RBC and half PC transfused in 2020. On the other hand,
surgical activities were dramatically reduced. Only a
mean of 30 operations were performed daily versus
120 in 2019 (—75%) and a mean of 6 RBC packs were

transfused instead of 16 in 2019 (—63%). Only urgent sur-
geries were done, especially heart, vascular, and liver
surgery—including transplantations and ventricular
assist devices, with high hemorrhagic risk and requiring
(massive) transfusion (Figure 3).

3.3 | Transfusion and COVID-19

Between February 24 and May 31, 2291 patients were
admitted for COVID-19 including 489 in ICU (21.3%).
Among all COVID-19 patients, 237 (10.3%) have been
transfused (Table 1 and Figure 4). Forty-five patients with
massive bleeding (19.0% of transfused patients) received
about half of all blood products transfused to COVID-19
patients. Patients without acute bleeding (192) received a
median of 3 and a mean of 4 transfusions with less than
two blood products each (Figure 4).

3.4 | Blood banking

To face lockdown, the blood bank had to reorganize
blood collection to ensure availability of blood products.
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FIGURE 5 Blood bank (EFS grand-Est) activity. Results are

given by weeks for 2019 and in 2020 by sub-period A (weeks 9-11),
B (weeks 12-15), and C (weeks 16-22). (A) delivery and

(B) regional stock of Monday of each week [Color figure can be
viewed at wileyonlinelibrary.com]

The priority was collection of whole blood, maintained
above 83-97% compared to 2019, to produce RBC packs,
PC, and plasma. Apheresis (for one-donor platelet con-
centrate) was marginal and plasmapheresis was reduced
by one-third during period B but maintained in the two
others periods (Table 2). Of note, mobile blood collection
was canceled in universities, schools, and factories
(closed) and reduced in cities but EFS sites remained
open for blood donation. Overall, the authors evidenced
an 11% reduction in blood donations compared to 2019.
As described above, blood transfusion was reduced in
Strasbourg University Hospitals (Figure 5A). Figure 5B
shows the evolution of weekly available stocks always
higher than in 2019 except for RBC at the very beginning
of lockdown period. Interestingly, decrease in transfusion
activity was more important than decrease in blood col-
lection and the high level of reserves allowed providing
enough blood products when “routine” surgical and med-
ical activities recovered.

4 | DISCUSSION

Among the many fears facing a new infectious agent
(SARS-CoV-2) and disease (COVID-19), one concerns

transfusion. Blood transfusion is mandatory to support
patients with hematological diseases, during surgery with
high blood loss, or when acute bleeding occurs. However,
blood transfusion is limited by blood products availability
depending on blood donation. Reduction in blood dona-
tion (due to lockdown and cancellation of mobile collec-
tion) and the deferral of donors suspected of being
infected to prevent disease transmission could create a
mismatch between demand and supply, especially con-
sidering that the specific demand for blood transfusion in
COVID-19 patients was unknown. In this context, a
reflection on blood transfusion was initiated in some
countries or hospitals. The literature reports guidelines
but no paper to date depicts blood transfusion and blood
banking in the COVID-19 era.® In this study, the authors
were able to evidence that:

i. Despite a significant reduction in hospital activities,
including elective surgery, blood transfusion remains
high due to nonadjustable transfusion in hematol-
ogy, pediatrics, or during urgent surgery,

ii. About 10% of patients admitted with COVID-19
required transfusion,

iii. Reorganization of blood banks allows a high level of
donation despite closure of mobile collection with
extended stocks regarding the greater reduction of
blood transfusion,

iv. Resumption of medical activities after lockdown
results in increased blood transfusion prior to
resumption of mobile blood collection but stocks
were sufficient to support activity.

Reduction, then cancellation, of elective surgery was
the first reflex to face COVID-19 pandemic and lockdown
to release anesthesiologists and nurses to make them
available for patients' care in regular and newly-opened
ICUs and to reduce surgical admission in ICUs. Despite
a dramatic reduction in number of surgeries, blood
transfusions remained high, mandated by urgent or
uncancellable bleeding surgical procedures, especially
heart and liver transplantations, aortic repair for rup-
tured aneurysms, etc. The impact of elective surgery can-
cellation on blood transfusion was limited to 14%, as
transfusions during these surgeries are greatly reduced by
the blood patient management (BPM) program.’ Elective
admissions were also canceled in medical specialities
(except in hematology and oncology) to release physi-
cians and nurses in COVID-19 general wards, with few if
any impact on blood transfusion.

Blood transfusion requirement during SARS-CoV-2
infection was unknown at the beginning of the pandemic
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outbreak. In our study, only 10% of our COVID-19
patients required blood transfusion. The authors evoke
four reasons for blood transfusion:

i. Clinically relevant bleeding,
ii. Hemolysis during extracorporeal membrane oxygenation
(ECMO) and renal replacement therapy(RRT),

iii. Inflammatory anemia,
iv. Blood spoliation for routine biology.

Interestingly, blood transfusion does not reflect bleed-
ing. In the literature, hemorrhagic complications were
about 8-14%'°" but only massive bleeding requires
transfusion. In one study including 187 patients,
15 patients presented a hemorrhage (six gastro-intestinal,
five intracranial, and four other sites); only 7 (3.8%)
patients were transfused—but the authors do not know if
patients without hemorrhagic complications were trans-
fused.'’ The study from DeSimone et al.,'* including
11,041 patients in New York, reported that only 3.3% of
COVID-19 patients required transfusion (vs. 10% in the
present study), and essentially RBC. The number of blood
products per patient was lower than in our study (4.8
vs. 6.7) but the distribution among RBC, PC, and FFP
was the same. One explanation could be that patients
were less severe in their study (7.3% of patients in ICU
vs. 21.3%). Interestingly, the authors transferred some of
the less severe patients requiring critical care to others
ICU in France, Switzerland or Germany.15

Rapidly, COVID-19 was identified as a prothrombotic
inflammatory disease associated with Lupus anticoagu-
lant’® and is now considered as one therapeutic target.'®
Incidence of thrombotic events (including pulmonary
embolism) is not known precisely but seems to be about
15-20%.77*° Soon after, several scientific societies pro-
posed to increase the level of prophylactic anticoagulation
in COVID-19 patients, sometimes to therapeutic anti-
coagulation.”® Hemorrhagic complications of full-dose
anticoagulation are not frequently reported in the litera-
ture and seemed to be about 4-8%.'**** They are about
7% and supervene after the eighth day of anticoagulation
in COVICLOT, a French national survey of COVID-19's
patients admitted in some surgical ICUs.>* ECMO can be
associated with acute bleeding (mostly at the time of inser-
tion) or with progressive anemia due to hemolysis.*>*°

Specific recommendations were made to lower blood
transfusion threshold during the pandemic in accordance
with clinical assessment rather than hemoglobin level to
preserve stocks.”” Moreover, global recommendations are
now available for patient blood management in the
COVID-19 era.”®

Another challenging issue was blood products safety
regarding SASR-CoV-2 transmission. Selection of SARS-
CoV-2 free donors was challenging, as only PCR test in
nasal swab was available to detect acute disease. Imple-
mentation of selection criteria on fever or respiratory
symptoms was proposed and donors were invited to con-
tact blood bank if those symptoms appear in the days fol-
lowing donation. Inactivation of pathogens in blood
products is effective to reduce transmission. It can be
achieved by treatment with Amotosalen and UV-A light
with proven efficacy over many pathogens including Chi-
kungunya virus, SARS-CoV, and MERS-CoV.*>**73! All
platelet concentrates (either single donor or pooled) are
treated by Amotosalen and UV-A light in France and
there is great evidence that this treatment will secure
platelet concentrates during SARS-CoV-2 outbreak. This
result has been confirmed with SARS-CoV-2 (Azhar EI,
accepted abstract 2020; Cerus Inc. personal communica-
tion). Plasma can also be secured by Amotosalen and
UV-A illumination for blood transfusion and by
nanofiltration since 1995 for protein extraction
by LFB.>**> Red blood cell packs are not treated but
treatment by Amotosalen and UV-A light is under evalu-
ation by drug agencies and seems to be effective for
blood-borne infection prevention and transfusion effi-
cacy. Finally, viremia was not reported during symptom-
atic COVID-19 but early phase was not explored. Late in
May 2020, a first report confirms that SARS-CoV-2 RNA
was considered absent or of very low level in donors
without symptoms of COVID-19 among blood
donors.*® Only few data are available about transfusion
from donors with acute (asymptomatic) illness but the
risk of transmission seems to be very low if any, even
in immunocompromised host.*”*® This subject is not
closed and inactivation of pathogens is mandatory
when feasible.

Despite cancellation of several mobile blood dona-
tions, blood donation remained high. Regular donors
were called by EFS and most of them agreed to go to the
EFS fixed blood donation centers (whole blood, platelet
apheresis, or plasmapheresis) and communications were
attended to promote donation as recommended by WHO
(WHO/2019-nCoV/BloodSupply/2020.1). This activity
may have been facilitated by the lockdown, as most of
the donors were at home rest. Another way to increase
blood donors is to revise exclusion criteria. Men having
sex with men (MSM), excluded from blood donation
since 1985, were allowed to give blood in France since
2016 if they had no sexual intercourse during 1 year. This
period has been reduced to 3 or 4 months in some coun-
tries. A recent study confirms that such a reduction is
safe®® and could be promoted during SARS-CoV-2 out-
break to face the loss of mobile collection* and to
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promote the use of “therapeutic” plasma from patients
who have recovered from COVID-19.*!

This study depicts the absence of mismatch in blood
demand and blood supply during the first outbreak of
COVID-19 in a French tertiary hospital. Synergy
of decrease in blood collection (—10%) with a more
important decrease in blood products use in hospitals
during COVID-19 outbreak in spring 2020 (—17%) helped
to maintain self-sufficiency and supply of blood products
in other regions in France. As a comparison, a report
from 15 Eastern Mediterranean countries evidenced a net
mismatch of more than 10% in 11 countries with a reduc-
tion of less than 10% in blood collection only in 2 coun-
tries, between 10 and 25% in 4, between 26 and 50% in
7 and above 50% in 2. Interestingly, three countries
increased more than 10% of blood transfusion from base-
line.* In this study, most of the countries allowed family
replacement (reduced by the lockdown), and some have
hospital-based blood bank limiting the possibility of sup-
ply from another blood bank (medical insurance). Five
centers experienced reagent shortages and loss of staff
due to illness. Moreover, one indication for RBC transfu-
sion was hemoglobinopathies (sickle cell disease and
thalassemia), frequent in these countries but rare in
Grand-Est. To improve blood donation, Saudi Arabia
reduced deferral after tattoo and piercing (12-3 months),
and five countries reduced inter-donation deferral at
8 weeks (instead of 12) for men with hemoglobin over
12.5 g/dL. No information was available regarding MSM
deferral. Nevertheless, repetition of lockdown periods
could have a greater impact on blood donation and stocks
over time especially if patients' care cannot be delayed
and resumption of care supervenes before resumption of
blood donation.
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