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1 Supplementary figures

Supplementary Figure 1. Identification and inclusion of potential studies

35 study protocols

identified
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. 22 studies of hospitalized COVID-19 patients
. 1 study on profylaxis
. 1 study on immunocompromised patients only

————————Pp e 1 study of other intervention than convalescent plasma
. 1 non-randomized study
. 1 study with emergency room patients only
. 3 studies with too low of a population in the age 50 — 100 range
. 1 study with population of n = 30
v
4 principal
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. 1 not willing/able to pool data
—>. 1 study team never replied to repeated mails to several
investigators

2 studies included for COMPILE;,ome
. CoV-Early, planned sample size 690, first patient 13/10/2020, the Netherlands
. COnV-ert, planned sample size 474, first patient 10/11/2020, Catalonia, Spain

Supplementary Figure 2: Weekly inclusion rate in CoV-Early and COnV-ert study
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Supplementary Figure 3. Circulating variants in the Netherlands during recruitment in the CoV-Early
study.
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The first patient was included on 13-10-2020 and recruitment ended 13-07-2021. Available from:
https://www.rivm.nl/en/coronavirus-covid-19/virus-sars-cov-2/variants

Supplementary Figure 4. Circulating variants for each week in 2021 in Spain during recruitment in the

COnV-ert study.
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The first patient was recruited on November 10, 2020 and the last patient on May 28, 2021. Note that
B.1.351 is the Beta variant (previously known as South-African variant), the B.1.617.2 is the delta variant
(previously known as the Indian variant), B.1.1.7 is the alfa or UK variant, while the B.1.621 is also known
as the Columbia variant. The grey era (other variants) is assumed to consist almost entirely of the original
SARS-CoV-2 virus first isolated in Wuhan. Available from:
https://www.mscbs.gob.es/profesionales/saludPublica/ccayes/alertasActual/nCov/documentos/COVID1
9 Actualizacion_variantes_20210705.pdf
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Supplementary Figure 5. Odds ratios (ORs) of the primary analysis for the 5-point ordinal disease severity
scale.
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N = 779. Two-sided Wald-type tests, no adjustment for multiple testing. Note that an OR <1.0 denotes
improved outcome with CP therapy. CP = Convalescent Plasma. TE = Treatment Effect. The OR (dot) with
95% credible intervals (line) were 0.936 (0.667-1.311) for treatment with convalescent plasma, 0.827
(0.706-0.970) for a higher oxygen saturation (per standard deviation unit), 0.973 (0.827-1.145) for more
days (per standard deviation unit) since COVID-19 symptom onset, 1.170 (0.974-1.404) for each additional
comorbidity, 2.615 (1.753-3.896) for inclusion in COnV-ert Trial versus CoV-Early, 1.325 (0.956-1.852) for
female sex, 1.033 (0.890-1.198) for age (per year above 50), 0.982 (0.451-2.135) for being
immunocompromised. The effect size of convalescent plasma was very comparable for both trials as
illustrated by the ORs close to 1 for the difference in TE for both trials.



Supplementary Figure 6. Odds ratio (OR) for improved outcome on the binary endpoint of hospital
admission or death.
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N = 779. Two-sided Wald-type tests, no adjustment for multiple testing. Note that an OR <1.0 denotes
improved outcome. CP = Convalescent Plasma. TE = Treatment Effect. The OR (dot) with 95% credible
intervals (line) were 0.919 (0.592-1.416) for treatment with convalescent plasma, 0.644 (0.508-0.815) for
a higher oxygen saturation (per standard deviation unit), (range 91-99%), 1.033 (0.811-1.321) for more
days (per standard deviation unit), since COVID-19 symptom onset, 1.178 (0.908-1.507) for each additional
comorbidity, 1.679 (0.992-2.810) for inclusion in COnV-ert Trial versus CoV-Early, 1.208 (0.765-1.894) for
female sex, 1.033 (0.765-1.266) for age (per year above 50) and 0.773 (0.318-1.896) for being
immunocompromised. The effect size of convalescent plasma was very comparable for both trials as
illustrated by the ORs close to 1 for the difference in TE for both trials.



Supplementary Figure 7. Antibody status and days since symptoms on hospitalization or death.
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Results of subgroup analysis regarding days since symptom onset and impact of antibody status (positive
or negative) of the patient at baseline for the risk of hospital admission or death, n = 779. Two-sided Wald-
type tests, no adjustment for multiple testing. OR (dot) with 95% confidence intervals (line) are given.
Please note that an OR <1.0 denotes improved outcome with CP therapy.



Supplementary Figure 8. Antibody status and days since symptoms on 5-point scale.
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Results of subgroup analysis regarding days since symptom onset, antibody status level at baseline for
the 5-point ordinal disease severity scale endpoint, n = 779. Two-sided Wald-type tests, no adjustment
for multiple testing. OR (dot) with 95% confidence intervals (line) are given. Please note that an OR <1.0

denotes improved outcome with CP therapy.



Supplementary Figure 9. Antibody level in plasma on hospitalization or death.
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Results of subgroup analysis regarding neutralizing antibody titer level in the convalescent plasma that a
patient received for hospital admission or death, n = 779. Two-sided Wald-type tests, no adjustment for
multiple testing. OR (dot) with 95% confidence intervals (line) are given. Please note that an OR <1.0
denotes improved outcome with CP therapy. The analysis of this secondary endpoint could not be done
according to the original statistical analysis plan. This was caused by differences in the way the height of
antibody titer was measured in the two studies (continuous versus integer values) as well as the fact that
one of both study labs did not dilute serum further once the titer was >1:640 local units (>1:908 IU/mL).
To avoid numerical and interpretation issues caused by these differences as well as the low event rates we
needed to change the analysis to a dichotomized analysis at using the median titer of 1:386 IU/mL.



2 Supplementary tables

Supplementary Table 1. Comorbidity criteria.

Cov-Early COnV-ert Compilenome
1 Obesity BMI BMI BMI 35 or higher
2 Cardiac AF, HF, CAD, ... HF, CAD Atrial fibrillation, coronary heart disease, chronic
disease heart Failure, ischemic heart disease, symptomatic
atherosclerotic disease other than cardiac
3 Lung disease | COPD or Asthma COPD and Asthma is | COPD, Asthma, other chronic lung disease
registered separately
4 Neurological | Stroke or chronic | Cerebrovascular disease Cerebrovascular disease or chronic debilitating
disease debilitating disease other neurological disease
5 Diabetes For which medical therapy | Any Diabetes
is given
6 Chronic GFR <60 Is registered but not | GFR60 or lower
renal failure further defined in CRF
Cancer Not in complete remission | Is registered but not | Cancer not in complete remission for 1 year but
7 for 1 yr excluding | further defined in CRF excluding baso/spinocellular skin cancer
baso/spinocellular skin
cancer
Liver disease | Chronic liver disease | Registered in list of other | Chronic liver disease with cirrhosis or with liver
8 leading to cirrhosis or liver | comorbidities dysfunction
dysfunction
Other significant
Other Not registered comorbidities are | Not applicable
registered in the list of
other comorbidities

Immunodeficiency is not included as a comorbidity. However, it is one of the covariates in the analysis of
the primary endpoint and therefore, it is taken into account there. Isolated hypertension without another
underlying cardiovascular disease or cardiovascular risk facture is not included as a comorbidity.
Abbreviations: AF= atrial fibrillation, BMI = body mass index, CAD= coronary artery disease, COPD = chronic
obstructive pulmonary disease; GFR = glomerular filtration rate, HF= heart failure.

Supplementary Table 2. Comparison table with similarities and differences between CoV-Early and COnV-
ert study protocols.



CoV-Early

COnV-ert

Inclusion COVID-19, confirmed by PCR or CE-marked antigen | Confirmed SARS-CoV-2 infection as determined by PCR or validated
Criteria test. antigen rapid diagnostic test from nasopharyngeal swabs <5 days
prior to inclusion/baseline visit.
Symptomatic (e.g but not limited to fatigue, fever, | Symptomatic with mild or moderate COVID-19 with symptoms onset
cough, dyspnoea, loss of taste or smell, diarrhoea, | date <7 days prior to inclusion/baseline visit.
falls or confusion).
70 years or older OR 50-69 years and 1 or more risk | Adult male or female individuals of 250 years old.
factors OR 18-49 and severely immunocompromised.
Willing to comply with the requirements of the protocol and
available for follow-up for the planned duration of the study.
Has understood the information provided and capable of giving
informed consent.
Exclusion Life expectancy <28 days in the opinion of the treating
criteria physician.

Patient or legal representative is unable to provide
written informed consent

Inability to consent and/or comply with study protocol, in the opinion
of the investigator.

Symptomatic for 8 days or more at the time of
screening.

(see Inclusion criteria)

Being admitted to the hospital at the informed
consent procedure

Current hospital admission for any cause.

Severe or critical COVID-19:
a.Severe COVID-19: respiratory frequency >30 breaths per
minute, SpO2 <94% on room air at sea level, ratio PaO,/FiO. <300
mmHg, or lung infiltrates >50%.
b. Critical COVID-19: respiratory failure, septic shock, and/or
multiple organ dysfunction.

Known previous history of transfusion-related acute
lung injury-

History of allergic reactions to blood or plasma products or
methylene blue.

Medical conditions for which 200-300 mL of intravenous fluid is
considered dangerous (i.e., decompensated heart failure or renal
failure with fluid overload).

Known IgA deficiency

Known IgA deficiency with anti-IgA antibodies.

If female, pregnant or breastfeeding, or planning a pregnancy during
the study.

History of previous confirmed SARS-CoV-2 infection.

History of significantly abnormal liver function (Child Pugh C).

History of CKD 2 stage 4, or need of dialysis treatment.

Any pre-existing condition that increases risk of thrombosis.

Interventional

Single iv infusion of 300 mL of thawed convalescent

Single iv infusion of 200-300 mL of convalescent plasma, preferably

product plasma, preferably ABO-identical ABO-identical
+ Standard medical treatment + Standard medical treatment
Control arm Single iv infusion of 300 mL of thawed non- | Single ivinfusion of 200 to 300 mL of sterile saline solution 0.9%

convalescent  plasma frozen
preferably ABO-identical

+ Standard medical treatment

(fresh plasma),

+ Standard medical treatment

Convalescent
plasma donor
criteria

Donors had a history of PCR proven symptomatic
COVID-19 and had recovered from COVID-19 for at
least 14 days.

Donors had a history of PCR proven symptomatic or asymptomatic
COVID-19 and had recovered from COVID-19 for at least 28 days.

Plasma donors were selected based on a virus
neutralization titer of at least 1:160.

Plasma donors were selected based on an Euroimmun test with OD
of at least 6.0.

Each donation 600 mL plasma was collected in 2 bags
of 300 mL each. Plasma was stored at minus 25
degrees Celsius or colder and tested for pathogens
during routine procedures.

Each donation was of a maximum of 600 mL plasma, and it was
collected in 2 bags of 200-300 mL each. Plasma was treated with blue
methylene and stored at minus 25 degrees Celsius or colder and
tested for pathogens during routine procedures.

Every plasma had a unique identification number by
which the product can always be traced back to the
donor.

When plasma was administered, this number was
registered in the patient file.

Every plasma had a unique identification number by which the
product can always be traced back to the donor.

When plasma was administered, this number was registered in the
blinded tab of the eCRF for each study participant.

Administration of conv plasma or fresh frozen plasma
was blinded by masking the plasma bag with an
opaque bag wrapped around the plasma bag. The
transfusion lab personal received the allocation email
and wrapped the concealment bag around the plasma
bag.

Administration of conv plasma or saline solution was blinded by
masking the plasma bag with an opaque bag wrapped around the
plasma bag. The transfusion lab received the allocation email. An
unblinded study nurse (since the IV perfusion system was not
masked) was in charge of the infusion of the iv products. The rest of
the investigators and study nurses remained blinded.

Abbreviations: CKD = chronic kidney disease; eCRF = electronic case report form; IV = intravascular; OD =
optical density; PCR = Polymerase Chain Reaction.

10



3 Supplementary methods

The complete CoV-Early and COnV-ert study protocols are available as online supplements. A short
summary is given here.

COnV-ert study (NCT04621123)

Trial design

The COnV-ert study was a multicenter, double-blinded, randomized, controlled trial to assess the efficacy
of convalescent plasma in preventing severe COVID-19 in patients infected with SARS-CoV-2 with mild and
moderate illness. The trial was conducted between November 2, 2020 and July 28, 2021 at four healthcare
centers providing universal healthcare to a catchment population of 3,883,700 in Catalonia, Spain.

The study was conducted according to the Helsinki Declaration of the World Medical Association, and the
study protocol was approved by the Ethics Committee at Hospital Germans Trias i Pujol (number Pl 20-313)
and the institutional review boards of the rest of participating centers. All patients provided written
informed consent before enrolling the study, which was supervised by an independent data and safety
monitoring board. The trial was registered in ClinicalTrials.gov (NCT04621123).

Participants

We included outpatients aged 250 years with mild-to-moderate COVID-19 confirmed by RT-PCR or antigen
rapid test <5 days before randomization and symptoms onset <7 days. Mild and moderate COVID-19 were
defined according to international guidelines as follows: patients with fever, cough, sore throat, malaise,
headache, and muscle pain were considered mild COVID-19, whereas evidence of lower respiratory disease
by clinical assessment or imaging and a saturation of oxygen 294% on room air was considerate moderate
COVID-19. Patients were excluded if they had severe COVID-19 or required hospitalization for any cause, a
previous SARS-CoV-2 infection, contraindications with the investigational product, increased thrombotic
risk, a history of significantly abnormal liver function (e.g., Child Pugh C), chronic kidney disease stage > 4.
Female participants pregnant or breastfeeding or planning a pregnancy during the study were also
excluded. Further details on the eligibility criteria are listed in the full protocol that is included as an online
supplement.

Trial Procedures

Study candidates were identified from two sources: (1) we actively screened the healthcare records of
study sites for individuals with evidence of SARS-CoV-2 infection and (2) individuals who tested positive for
SARS-CoV-2 infection during epidemiological surveillance could voluntarily register to an institutional
website launched by the sponsor and the Catalan Institute of Health. Investigators contacted candidates
by phone or in person to inform them about the study, invite them to participate, and check their
suitability. Suitable candidates were scheduled a baseline visit, performed either at the hospital or at home
by the hospital domiciliary care unit, in which written informed consent was obtained, and the eligibility
confirmed.

Eligible patients who provided written informed consent were randomly assigned (1:1) using a computer-
generated random-number list to receive one intravenous (IV) infusion of either 200-300 mL of ABO-
compatible high-titer convalescent plasma (experimental arm) or 250 mL of sterile saline solution 0.9%
(control arm). The study convalescent plasma was selected after being screened for high anti-SARS-CoV-2
IgG titers with ELISA (EUROIMMUN ratio 26), according to guidelines, and supplied by the regional blood
bank (Banc de Sang i Teixits de Catalunya — BST).! Further details on the preparation and characteristics of
the plasma are provided in the in the full protocol that is included as an online supplement.

Trained BST staff masked the investigational product with opaque tubular bags that covered the entire
infusion catheter to prevent product identification. The masked investigational product was infused over
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30 minutes. Patients and all investigators who participated in the trial (including laboratory staff and the
statistician) were blinded to treatment allocation, except the baseline study nurses and BST trained
personnel, who were not involved in the participants’ follow-up.

Follow-up visits were scheduled on days 7 and 28; additionally, we contacted study patients by phone on
days 3, 14, and 60 for assessing their clinical status. During follow-up visits, we obtained blood samples
(baseline and day 7) for assessing inflammatory markers and nasopharyngeal swabs (baseline and days 7
and 28) for quantification of SARS-CoV-2 viral load, analyzed by RT-qPCR in a centralized laboratory.
Serologic status of all enrolled participants (serum antibody positive or serum antibody negative) were
prospectively characterized from baseline samples. All collected data were recorded in an electronic case
report form.

Follow-up

We defined two primary outcomes regarding treatment efficacy: the clinical outcome was the
hospitalization rate on a time frame of 28 days after treatment, and the virological outcome was viral load
reduction in nasopharyngeal swabs at day 7 and 28.

Prespecified secondary outcomes were time to complete symptom resolution, change in the 10-point WHO
Clinical progression scale score within the 60 days following infusion and change in inflammatory
parameters (ferritin, prealbumin, interleukin 6 (IL-6), D-dimer, C reactive protein (CRP)) from baseline to
day 7 of follow-up.

Safety was assessed as the proportion of patients with adverse events that occurred or worsened during
the follow-up period. Adverse events were assessed for seriousness and causality.

More details are available in the full protocol that is included as on online supplement

CoV-Early study (NCT04589949)

Trial design

The CoV-Early study was a multicenter, double-blinded, randomized, controlled trial to assess the efficacy
of convalescent plasma in preventing severe COVID-19 in patients infected with SARS-CoV-2 with mild and
moderate illness at 11 hospitals across the Netherlands. The first patient was included on 13-10-2020 and
recruitment ended 13-07-2021.

The study was conducted according to the Helsinki Declaration of the World Medical Association, and the
study protocol was approved by the competent authority of the Netherlands (CCMO) and the institutional
review board of the Erasmus MC University Medical Center in Rotterdam as well as the board of directors
of each of the participating hospitals. All patients provided written informed consent before enrolling the
study. The conduct was supervised by an independent data and safety monitoring board. The trial was
registered in ClinicalTrials.gov with NCT04589949.

Participants, recruitment and trial procedures
Outpatients diagnosed with COVID-19 by PCR or antigen testing and symptomatic for <8 days could be
screened. Unless they were severely immunocompromised, they had to be at least 50 years old and have
at least one risk factor associated with a higher risk of severe COVID-19. Further details can be found in the
full protocol available as an online supplement.

The study was communicated with the Dutch public using all kinds of media including newspapers, medical
journals for general practitioners, public health free-of-charge COVID test centers as well as social media.
Patients aged 50 or older that tested positive for SARS-CoV-2 at a public health SARS-CoV-2 test centers
were contacted by telephone about the positive result of their test by the test center and informed about

the possibility of study participation at a nearby hospital. When they showed interest and agreed to be
12



contacted by the study team, their telephone number was shared with the study team and the patient was
contacted to get additional information. When the patient fulfilled the in- and exclusion criteria and
wanted to participate, he/she received an appointment at the nearest study site the next day. Self-referral
was possible as well via www.cov-early.nl or www.coronaplasmastudie.nl

Screening at study site, baseline visit and follow-up

All study sites had convalescent plasma for all ABO blood groups available on site. The official screening
and baseline visit were done consecutively. Regarding the screening visit, the in- and exclusion criteria were
checked again, oxygen saturation was measured to exclude patients with a saturation <93%, written
informed consent was obtained, a nasopharyngeal swab was taken, ABO blood group was determined and
serum was collected. Eligible patients were randomized using an online randomization tool incorporated
in the eCRF (ALEA). The allocation code was mailed to the transfusion lab of the hospital. They provided
the study team with one unit of convalescent or control plasma. Masking of investigators and the patient
was done by the transfusion lab with the use of a non-transparent concealment bag around the plasma
unit. After transfusion, the patient was observed for at least 30 minutes and then could leave the hospital.

Follow-up

Patients or when needed their representative or general practitioner were contacted on day 7, day 14 and
28 to evaluate their disease status and severity on a scale from 0 to 5. If a patient had recovered completely
(no further symptoms attributable to COVID-19 except for loss of smell or taste), the date of full symptom
resolution was registered. Patients that also agreed to participate in a virology and immunology substudy
came back to the hospital on several occasions (see full protocol for more details). Patients that
participated in the geriatric substudy (age 70 or older) were contacted for a more detailed evaluation (e.g.
frailty score, see full protocol for more details).

More details are available in the full protocol that is included as on online supplement

Neutralizing antibody testing and inter-laboratory comparison

As both study labs used a different SARS-CoV-2 neutralizing antibody test, a panel of 15 plasma samples
was provided for comparison by the Support-E consortium.? This panel included a research reagent
20/130 obtained from the National Institute for Biological Standards and Control (NIBSC, United
Kingdom), which had been assigned a unitage of 1,300 international units (IU)/mL of SARS-CoV-2-
neutralising antibodies. A further dilution series of a high-titre convalescent plasma sample (initial
neutralising antibody titre of 1:5120 provided as neat, and diluted in 1:10, 1:50 and 1:100) was
calibrated in IU/mL against this research reagent, and used to assess the linearity of both assays. This
allowed retrospective conversion of neutralizing antibody titers into international units (IU/mL) using
linear regression formulae derived from assay calibration as shown below for each trials.

Methods for the neutralizing antibody titer measurement

COnV-ert study: a sample of each convalescent plasma bag was sent to a centralized laboratory (IrsiCaixa
laboratory) for prospective characterization of neutralizing antibody titers. More than one participant
could receive plasma from the same donor. Pseudovirus generation and neutralization assay: HIV reporter
pseudoviruses expressing SARS-CoV-2 S protein and Luciferase were generated. pNL4-3.Luc.R-.E- was
obtained from the NIH AIDS Reagent Program SARS-CoV-2.3 SctA19 was generated (GeneArt) from the full
protein sequence of SARS-CoV-2 spike with a deletion of the last 19 amino acids in C-terminal, human-
codon optimized and inserted into pcDNA3.4-TOPO.* Expi293F cells were transfected using
ExpiFectamine293 Reagent (Thermo Fisher Scientific) with pNL4-3.Luc.R-.E- and SARS-CoV-2.SctA19 (WH1,
B.1.1.7 or B.1.351), at an 8:1 ratio, respectively. Control pseudoviruses were obtained by replacing the S
protein expression plasmid with a VSV-G protein expression plasmid as previously reported.® Supernatants
were harvested 48 hours after transfection, filtered at 0.45 um, frozen, and titrated on HEK293T cells
overexpressing WT human ACE-2 (Integral Molecular, USA). The neutralization assay has been previously
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validated in a large subset of samples with a replicative viral inhibition assay.® Briefly, neutralization assays
were performed in duplicate in Nunc 96-well cell culture plates (Thermo Fisher Scientific), 200 TCID50 of
pseudovirus were preincubated with three-fold serial dilutions (1:60—1:14,580) of heat-inactivated plasma
samples for 1 hour at 372C. Then, 2x10* HEK293T/hACE2 cells treated with DEAE-Dextran (Sigma-Aldrich)
were added. Results were read after 48 hours using the EnSight Multimode Plate Reader and BriteLite Plus
Luciferase reagent (PerkinElmer, USA). Neutralization capacity of the plasma samples was calculated by
comparing the experimental Relative Light Units (RLU) calculated from infected cells treated with each
plasma to the max RLUs (maximal infectivity calculated from untreated infected cells) and min RLUs
(minimal infectivity calculated from uninfected cells), and expressed as percent neutralization:
%Neutralization = (RLUmax—RLUexperimental)/(RLUmax—RLUmin)*100. The ID50 (reciprocal dilution
inhibiting 50% of the infection) was calculated by plotting and fitting the log of plasma dilution vs.
normalized response to a 4-parameters equation in Prism 9.0.2 (GraphPad Software, USA).

To facilitate conversion to International Units (IU), a calibrated panel of plasma samples containing a
dilution series of a high titer convalescent plasma calibrated in IU/mL using the standard 20/130 obtained
from the National Institute for Biological Standards and Control (NIBSC, United Kingdom).? Experimental
neutralization titers were converted to IU/mL using the following regression formula (IlU/mL =
4160/ (2" (Log,(experimentallDs0-13.962)/-0.9798) darjyed from assay calibration with the pre-quantified control.

CoV-Early study: A serum sample from each plasma donor taken on the day of plasma donation was sent
to the RIVM lab for virus neutralization testing. Duplicates of two-fold serial dilutions (starting at 1:10) of
heat-inactivated sera (30 m, 56°C) were incubated with 100 median tissue culture infectious dose of
SARS-CoV-2 strains hCoV-19/Netherlands/ZuidHolland_10004/2020, D614G (WT) and hCoV-
19/Netherlands/ NoordHolland_10159/2021 (B.1.351, EVAg, catalog no. 014 V-04058) at 35°C for 1 hour
in 96-well plates. Vero E6 cells were added in a concentration of 20,000 cells per well and were incubated
for 72 hours at 35°C. The serum virus neutralization titer was defined as the reciprocal value of the
sample dilution that showed a 50% protection of virus growth. Samples with titers of 220 were defined as
SARS-CoV-2 seropositive.

To facilitate conversion to International Units (IU), a calibrated panel of plasma samples containing a
dilution series of a high titer convalescent plasma calibrated in IU/mL using the standard 20/130 obtained
from the National Institute for Biological Standards and Control (NIBSC, United Kingdom).? Experimental
neutralization titers were converted to IU/mL using the following regression formula (IU/mL =
4160/(27(Logy'experimentallDs0-11.832)/-1.146) derjyed from assay calibration with the pre-quantified control.
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Introduction and rationale
Study Hypotheses

The compilation of a pooled dataset of de-identified individual patient data (IPD)from randomized clinical
trial (RCTs) collaborating in the COMPILE#ome Consortium will result in a dataresource that will provide
evidence with high degree of certainty regarding the efficacy (or harm) andsafety of convalescent plasma
(CP) as a treatment for outpatients diagnosed with COVID-19. The COMPILE pome Consortium RCTs are
trials of CP against control treatment in the target population of outpatients with a confirmed COVID-19
diagnosis within 7 days after symptoms onset.

Study Objectives and Endpoints
Primary Objectives

The purpose of this study is to evaluate the efficacy following the administration of convalescent plasma
(ConvP) as a therapy for outpatients diagnosed with COVID-19 at an increased risk for an unfavorable
clinical outcome and within 8 days after symptom onset. This will be achieved by poolingde-identified IPD
from two independent but similar RCTs, and all outcomes will be continuously monitored using a pre-
established stopping guideline for efficacy. A minimal data set (MDS) of IPD data will be identified and
each independent RCT will submit an updated MDS every 4 weeks to updatethe pooled dataset with newly
enrolled patients and/or new data from already enrolled patients.

Primary Endpoint

The primary efficacy outcome will consist of two outcome measures:

Worst disease severity score within 28 days. The highest disease status on the 5-point ordinaldisease
severity scale in the 28 days following transfusion:

1 = Fully recovered (no symptoms) within 7 days after transfusion

2 = Continued symptoms attributable to COVID — 19 on day 7 after transfusion
3 = Admitted to hospital but no invasive ventilation needed

4 = Admitted to hospital and invasive ventilation needed

5 = Death

Hospitalization OR death rate: scoring 3 or higher on the 5-point ordinal disease severity scaleas
described above up to 28 days after transfusion.



Secondary Objectives

The secondary objective of this study is to generate a pooled dataset of de-identified IPD from
participating RCTs, to study (timing of) individual components of the disease severity scale and to study
differential efficacy in subgroups.

Secondary Endpoints
1. Time to full symptom resolution.

2. Safety of CP in outpatients with COVID-19.

The secondary endpoints will not be analyzed on a 6-weekly basis. When deemed necessary, the cDSMB
can request to perform these analyses within the extent possible as some of these outcome measures
will not be available on short notice.

Subgroup Analyses
The following endpoints will be evaluated in subgroups of patients:

1. Efficacy according to 5-point ordinal scale in those with days from symptom onset (DFSO) of 1 to 5
days.

2. Efficacy according to binary outcome of hospital admission or death in those with DFSO of 1 to 5 days.

3. Efficacy according to the 5-point ordinal scale in SARS-CoV-2 in relation to height of neutralizing
antibody titers in transfused plasma.

4. Efficacy according to the binary outcome of hospital admission or death in SARS-CoV-2 in relation to
height of neutralizing antibody titers in transfused plasma.

5. Efficacy according to the 5-point ordinal scale in SARS-CoV-2 according to antibody positive vs negative
patients.

6. Efficacy according to the binary outcome of hospital admission or death according to antibody
positive vs negative patients .

3 Study Methods

General Study Design and Plan

This is a Bayesian Adaptive IPD Meta-Analysis (IPD MA) of a collection of multi-center RCTs to evaluate
whether CP is superior compared to non-CP treatment. We will report the posterior distribution of the
treatment effect estimates. Control arm may vary by RCT; the control arms in the trials included in this
IPD MA could be: a) Fresh Frozen Plasma, b) saline with or without coloring agent and c) standard of care.
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Randomization schemes may vary across RCTs. That is in some cases, randomization can be stratified by
site of care, while in other cases there will be no stratification. Blinding across studies may vary depending
on the control treatment used. Endpoint evaluation for the first of both primary endpoints will be blinded
for all participating studies. Data from studies thathave no blinded endpoint evaluation will only be used
for the analysis of the second primary endpoint(hospital admission).

Inclusion and Exclusion Criteria and General Study Population

The COMPILEpome study will evaluate the efficacy following the administration of CP as a therapy for
outpatients diagnosed with COVID-19 and within 8 days after symptom onset.

Inclusion and exclusion criteria may vary across RCTs. However, all the subjects to be included in the
pooled analysis must fulfill the following criteria:

Participant in a qualifying RCT for CP assigned to either CP or control treatment arm.

Confirmed COVID-19 diagnosis by a CE of FDA approved diagnostic test.

Not hospitalized at time of randomization

Symptomatic with symptoms onset date <8 days at screening and up to and including 8 days on the day
of the baseline visit/the intervention.

The RCT has to collect minimally one of the efficacy outcomes as described on section 2.1.1 and the
minimal required additional data as described by the definition of the minimal data set (MDS) in section
4.4,

Aged 50 or older

Furthermore, only patients that received the intervention as assigned will be included in the analysis.So,
the population will consist of a modified intent to treat population, where patients that are randomized
but who did not receive the intervention for any reasons will not be included.

Randomization and Blinding

Randomization and blinding schemes will vary by study. Only data from studies in which the endpoint
evaluation was blinded for the evaluator will be used for the first of both primary endpoints. For the
second primary endpoint of hospitalization or death, unblinded data can be used as well.

Minimal data set

Table 1 below lists the minimally required variables that need to be collected by an individual RCT to
participate in the pooling initiative. Table 2 lists additional data to be collected if available.

Table 1 Minimal data set
Data Type

Date of randomization Date




Demographics
Age
Sex

Status at Enrollment

Number of comorbidities
Immunocompromised status (to be
specified)

Status at Transfusion

Duration of symptoms on day of transfusion
Outcome data (at least one of both is
required)Outcome data part 1

Worst disease severity score within 28 days since
randomization

Outcome data part 2

In years; NA = not available
0 =male; 1 = female; NA = not available

#; NA = not
availableO=no; 1=
yes

In days; NA = Not available

1 = Fully recovered within 7 days after transfusion

2 = Continued symptoms on day 7 after

transfusion

3 = Admitted to hospital but no invasive ventilation needed
4 = Admitted to hospital and invasive ventilation needed

5 = Death; NA = not available

1 = Not admitted and not death on or before day
282 = Admitted or death on or before day 28

Table 2 Additional Data

Data Type
Status at Enrollment
BMI In kg/m2; NA = not available

02 saturation
Result of baseline antibody test in patient (*)

Height of the neutralizing antibody titer in
theplasma that was transfused in PRNT50 7

Outcomes

Date of complete resolution of symptoms
Date of death

Time to hospital admission

Time to ICU admission for invasive ventilation

Quantitative PCR test results on day 1("
Quantitative PCR test results on day 3"
Quantitative PCR test results on day 7"
Quantitative PCR test results on day 14"

In %; NA = not available

1=Positive; 2=Negative; NA = not available

1-100.000; NA = not available

Date of symptom resolution; NA = not available
Date of death; NA = not available

Date of hospital admission; NA = not available
Date of start of invasive V; NA = not available

To be defined (Ct values, or copy numbers)
To be defined (Ct values, or copy numbers)
To be defined (Ct values, or copy numbers)
To be defined (Ct values, or copy numbers)




“IData that will not be available real-time and that are not part of the primary endpoint analysis

Data Sources

Individual RCTs will transfer IPD to Erasmus MC by secure file transfer protocol (FTP) using the ...

The first transfer will include data on qualifying patients currently enrolled in the RCTs and of which the
minimum data setis available including the day-28 evaluation. Subsequent transfers will take placeevery 4
weeks and will contain new data from previously enrolled subjects, data from newly enrolledsubjects,
and any corrections of data previously submitted. Each new dataset will supersede the previously
submitted data from a given RCT in order to allow for the trials to correct newly discoveredimperfections
in the data (e.g., missing values, incorrect entries etc.). If there are no updates to the previous
transmission, the RCT teams will explicitly inform the pooled database manager.

Each RCT will be provided with a unique COMPILEome study ID, recruitment site IDs as needed, and patient
IDs. Each trial will keep a log that will match the trial-specific IDs to the COMPILE pome study andpatient IDs.
The matching log will be kept locally and will never be provided to the COMPILEome Consortium, but will
exist at the local site for quality control purposes. This will provide further securityof the RCT participants'
protected information. The COMPILEq.me data dictionary and instructions for preparing and submitting the
data sets can be found in the Data Dictionary and Instructions document.

Data Merger

Erasmus MC will maintain the COMPILEnome Consortium data in a secure environment. Files of RCTs
received at Erasmus MC will be pooled into the COMPILEsme Consortium dataset, which will be
maintained by Erasmus MC as a common database within a secure drive.

Ensuring Complete Data De-identification

To ensure complete data de-identification in compliance with HIPPA and GDPR, the following steps will
be taken:

1. The RCTs will be provided with logs giving a list of specific COMPILEnome RCT ID, site within RCTID and patient
within site within RCT ID. The data managers responsible for submitting data to the COMPILEsome dataset
will map the RCT-specific patients' IDs to the COMPILExome subjectID. This mapping log will only be
available at the location of the RCT and will never be made available to the COMPILExome Consortium. An
example of a log with COMPILEnome subjects IDs is presented below. Suppose a collaborating RCT has 2
recruitment sites. The RCT will receivea log similar to this:



RCT Name Site RCT COMPILEhome COMPILEhome COMPILEhome

Subject ID Study Identifier Site Identifier Subject Identfier
X 1 001
X 1 002
X 1 003
XX 1 150
XX 2 001
XX 2 002

The shaded columns will be required in the minimal data set. The RCT will keep the log locally to allow
mapping the RCT original patients' IDs to the COMPILEome IDs. The log will never be shared with the
COMPILEpome Consortium. More COMPILEsome subject IDs will be added in an obvious fashion if a
recruitment site has more than 100 patients enrolled. A similar extension will be made if an RCT adds
additional sites during the trial's conduct. Dddd

The transferred data will only be identified by the COMPILEome identifiers, including the names of the
data file.

Statistical Considerations
Sample Size

The number of studies included in the IPD MA will not be restricted. There is no pre-determined
maximum number of patients. The continuous monitoring will continue until the DSMBs have
determined that there is sufficient evidence to recommend stopping the study. This may be when the
stopping guideline has signaled efficacy or when all or most of the included studies have finished
enrollment or recruitment is not expected to be substantial anymore and follow up and new studies on
the topic are not expected.

Timing of Analysis

Continuous monitoring and analysis will occur every 6 weeks. The final analysis will occur when the
DSMBs have recommended stopping the study.

Covariates

The primary outcome model will include as covariates: age, sex, number of comorbidities per category(0-
9), oxygen saturation at baseline (in %), immunocompromised state (Y/N) and duration of time since
COVID-19 symptom onset as covariates (only main effects).



Missing Data

We do anticipate some missingness in the covariates and/or outcome data. While RCT investigators
will be asked to provide the worst disease severity score on the 5-point ordinal disease severity scale
and hospitalization rate for all trial participants, the actual outcomes at day 28 might e.g. not be
available from patients that have been discharged from the hospital prior to those assessment dates.
If a patient is discharged prior to 28 days RCT investigators are asked to make all possible efforts to
obtain those patients' status on day 28. If despite all efforts, the worst disease status and/or
hospitalization rate of discharged patients is unavailable at day 28, we will use the worst disease status
and/or hospitalization rate at the lastknown time point for the 28-day measurement. Some covariates
are expected to be missing on some patients or for the entire RCT, if the RCT was not collecting a
specific variable from the minimal data set. The primary analysis will only control for age, sex,
comorbidities and duration of COVID-19 symptoms. While we anticipate that those variables are
collected in all RCTs, in case we receive data sets that have missing values on those covariates, we
willquery the respective RCT teams to find and complete the missing records from the primary data
sources. In cases when these data cannot be recovered the respective median or mode values will
be used to replace the missing values on these covariates. Some of the secondary and exploratory
analyses thatwould be conducted, might encounter significant missingness. Those secondary and
exploratory investigations will develop separate plans for addressing the problem of missing data.

Interim Analysis and Data
MonitoringScope of Interim
Analysis

Continuous monitoring, using Bayesian stopping rules allows for real-time decisions without the
penalties for multiple data looks and alpha-spending associated with the classic RCT monitoring
approach. At each interim analysis, the posterior distribution of the parameter describing the
treatment effect will be reported (graphically and numerically) and the prespecified stopping criteria
will guide the recommendations of the cDSMB. The Bayesian monitoring approach enables straight-
forward, actionable rules for efficacy which can incorporate information accrued across all studies.
The process involves estimation of the posterior probability of a favorable odds ratio for the two
primary outcomes, and the stopping rules will be based on this posterior probability exceeding a
pre-specified threshold.

Interim Analysis Results and the Collective Data Safety Monitoring Board

All interim analyses will be conducted by an unblinded biostatistician from Erasmus MC. When one
orboth of the stopping rules are reached the following actions are taken;

1. If not already done, the analysis will first be verified or confirmed by a second unblinded
CoV-Early statistician. The results of the analysis will be shared with the unblinded statistician from
the COn-Vert study team (as well as the unblinded statistician from any other study team thatmay
have joined the COMPILEhome consortium at that time).

2. If the results of the interim analysis are confirmed by all unblinded statisticians, the



unblindedErasmus MC statistician will inform the DSMB of COMPILEhome (cDSMB) and the cDSMB will
be asked to formulate a recommendation regarding future enrollment in COMPILEnome. This
recommendation is forwarded to the chair of the COMPILEnome Steering committee. This chairwill
inform the other steering committee members about the advice that the cDSMB formulated.

3. The PI of each of the individual study teams that form the COMPILEnome consortium will
informtheir DSMB about the fact that a stopping rule was reached in the COMPILEhome analysis and
ask for their advice on continuing or stopping the Cov-Early, respectively COn-Vert study (andany
other study team that may have joined the COMPILEnome consortium at that time).

4, The Pl of the COn-Vert and CoV-Early (and any other study team that may have joined
the COMPILEhome consortium at that time) will inform the COMPILEhome Steering committee members
about the advice that each of the individual DSMBs formulated regarding stopping or continuing the
individual trials. The Pl of each of the individual study teams will inform theCOMPILEnome Steering
committee if this DSMB advice will be followed or not.

Please note that, when on a certain date and time the decision is made to stop the pooling in the
COMPILEhome database, there may still be a substantial number of patients in the study of which the
follow-up is not yet complete. The totality of the accumulating trial data of these patients will be
included in the final study report. This means that the probabilities and or p-values as well as effect
sizes in the final report may differ slightly from what was observed at the time of the interim analysis
that led to the COMPILEnome cDSMB advice to stop the COMPILEhome study.

When, after discussion with their individual DSMB, one or more of the individual studies decides to
continue enrollment, the COMPILEn.me team will, to the extent possible, include additional data that
are generated in the continuing individual studies up until the COMPILEnome study report and paper

isbeing finalized.

Stopping Rules

The analysis of the primary outcomes: worst disease severity score on a 5-point ordinal scale at day
28 after transfusion and hospitalization rate at day 28 (a > 3 score on the 5-point ordinal scale) after
transfusion will be based on the following models 1) a proportional odds (PO) model for the first
component and 2) a logistic regression model for the second component. In each model , the
estimated log odds will be modeled as a function of a CP treatment indicator, the covariates (see
section 5.3), and two random effects for RCTs. We denote the parameters of interest (the overall
treatment effects) in the PO model using App and 4,.Details about the analytic model and the initial
priors are found in Section 5.6.

We propose considerations for stopping the study based on the following posterior probabilities for
the odds ratios (ORpg = e4P%and OR; = e4))

Stopping for efficacy:
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P(ORpp< 1) = 0.985and P(OR;< 1) > 0.80
OR

P(OR;< 1) = 0.975

Primary Efficacy Analysis
Worst disease severity score on a 5-point ordinal scale at day 28 after transfusion

Let i denote the i-th patient included in any of K trials. Let x; be a vector of baseline
variables, such as sex, age and BMI. Any numerical baseline variables will be standardized
to have mean zero and standard deviation 1. We have the following additional predictors:

trt; is a dummy with O if patient i on control, and 1 if CP.

trial_1; ..., trial_K; are dummies with trial_K;= 1 if patienti isintrial k (k = 1,2, ..., K).
trt_trial_1, ..., trt_trial_K;are dummies with trt_trial_K;= 1 if patient i is included in trial k (k
=1, 2, ...,K) and treated with CP. Note that trt_trial_k; = trt; X trial_k;.

Letp;= (pi1, ..., pis) denote the probabilities that patient i experiences either of the 5 (ordinal)
outcome categories. We will assume a priori that conditionally on trt; = 0, trial_1; =1 and
all baseline variables at their reference values, the vector p;follows the Dirichlet distribution
with concentration parametera = (1; 1; 1; 1; 1).

The effects of all predictors (including the main treatment effect trt) appear as a log
oddsratios in a proportional odds model. They have a priori normal distributions with
mean zero and the following standard deviations:

For the effects of baseline covariates (centered and standardized) we will assume standard
deviations of 0.5.

For the main treatment effect trt we will assume a skeptical standard deviation of 0.4.

For the trial effects trial_2;, ..., trial_K; we will assume standard deviations of 0.5

For the trial-by-treatment interaction effects trt_trial_1,, ...,trt_trial_K; we will
assume standard deviations of 0.14

Note that the prior on the trial-specific treatment effects (= trt + trt_trial_k) is normal with
mean zero and standard deviation V0.42 + 0.142 = 0.42.

If we have K = 2 trials, the model stated above can be fitted with the function brm() in
theR package brms as follows:
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brm(y ~ trt + trial_2 + trt_trial 1+ trt_trial_2 + sex + age + bmi +

...,family = cumulative("logit"),

prior = c(

set_prior("normal(0,0.4)",class="b",coef="trt"),
set_prior("normal(0,0.14)",class="b",coef="trt_trial_1"),
set_prior("normal(0,0.14)",class="b",coef="trt_trial_2"), set_prior("normal(0,0.5)",class="b")
),

chains = 4,warmup=100,iter=5000,

include=FALSE,pars=c("disc"),refresh=0))

Hospitalization Rate

The analysis of the second primary outcome will be a Bayesian logistic regression model with similar
prior specification as for the primary outcome.

Secondary efficacy Analyses

For the following secondary efficacy analyses we will work under the frequentist framework. When
using regression models, we will adjust for the following covariates, when possible given the number
of observed events and the number of observations per category in categorical covariates: age, sex,
02 saturation at inclusion, immunocompromised or not, number of comorbidities and time since
symptoms onset (as a continuous variable). However, in case of very low event counts and/or low
number of observations per category, some of these covariates may have to be removed from the
model. Also, in each regression model trial effects (trial_1i, ..., trial_Ki) will be added as a fixed-
effect in the model as dummy variables which take the value 1 if patient i is in trial k and 0 otherwise.

1. Time to full symptom resolution in intervention versus control arm up to 28 days of follow-up
will be assessed by presenting the respective Kaplan Meier curves, excluding subjects who died during
follow-up. A log-rank test will be used to compare the Kaplan Meier curves complemented by a Cox
proportional hazards regression model including the covariates listed above.

2. Safety of CP in outpatients with COVID-19 using descriptive statistics and tables. Serious
adverse events will be presented according to 3 categories: death, life threatening transfusion
reactions, (prolongation of) hospitalization.

Subgroup Analyses
The following will be evaluated in subgroups of patients:

1. Efficacy according to 5 point ordinal scale in those with days from symptom onset (DFSO) of 1
to 5 days. For this, a proportional odds model will be used, along with the covariates listed above, the
main effect of treatment an interaction term between treatment and DFSO will be included to capture
differences in the effect of treatment between subjects with 1 to 5 days since first symptoms onset and
more than 5. From this model an estimate will be made of the interaction effect between treatment
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and days since first symptoms onset (odds ratio). The odds ratio along with 95% confidence interval will
be presented and the estimate will be assessed using the Wald test statistic at the alpha level of 5%.
Absolute percentages will also be reported.

2. Efficacy according to binary outcome of hospital admission or death in those with DFSO of 1
to 5 days . For this, a logistic regression model will be used along the covariates listed above, the main
effect of treatment, an interaction term between treatment and days since first symptoms onset will
be included to capture differences in the effect of treatment between subjects with 1 to 5 days since
first symptoms onset and more than 5. From this model an estimate will be made of the interaction
effect between treatment and days since first symptoms onset (odds ratio). The odds ratio along with
95% confidence intervals will be presented and the estimate will be assessed using the Wald test
statistic at the alpha level of 5%. Absolute percentages will also be reported.

3. Efficacy according to the 5-point ordinal scale in SARS-CoV-2 in relation to height of
neutralizing antibody titers in transfused plasma. For this, a proportional odds model will be used, along
with covariates listed above, the main effect of treatment, and an interaction term between treatment
and the height of neutralizing antibody titers in transfused plasma will be included to capture
differences in the effect of treatment per unit change in height of neutralizing antibody titers in
transfused plasma. From this model an estimate will be made of the interaction effect between
treatment and the height of neutralizing antibody titers in transfused plasma (odds ratio). The odds
ratio along with 95% confidence intervals will be presented and the estimate will be assessed using the
Wald test statistic at the alpha level of 5%. Absolute percentages for the first and third quantiles will
also be calculated and reported, using model-based estimates .

4, Efficacy according to the binary outcome of hospital admission or death in SARS-CoV-2 in
relation to height of neutralizing antibody titers in transfused plasma. For this, a logistic regression
model will be used, along with the covariates mentioned above, a main effect of treatment and an
interaction term between treatment and the height of neutralizing antibody titers in transfused plasma
will be included to capture differences in the effect of treatment per unit change in height of neutralizing
antibody titers in transfused plasma. From this model an estimate will be made of the interaction effect
between treatment and the height of neutralizing antibody titers in transfused plasma (odds ratio). The
odds ratio along with 95% confidence interval will be presented and the estimate will be assessed using
the Wald test statistic at the alpha level of 5%. Absolute percentages of the first and third quantiles will
also be calculated and reported, using model-based estimates.

5. Efficacy according to the 5-point ordinal scale in SARS-CoV-2 antibody negative patients. For
this, a proportional odds model adjusted for the covariates listed above Along with the main effect of
treatment, an interaction term between treatment and antibody negative vs positive will be included
to capture differences between antibody negative patients and antibody positive patients. From this
model an estimate will be made of the interaction effect between treatment and the antibody status
(odds ratio). The odds ratio along with 95% confidence interval will be presented and the estimate will
be assessed using the Wald test statistic at the alpha level of 5%. Absolute percentages will also be
reported.

6. Efficacy according to the binary outcome of hospital admission or death in SARS-CoV-2
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antibody negative patients a logistic regression adjusted for the covariates listed aboveAlong with the
main effect of treatment, an interaction term between treatment and antibody negative vs positive will
be included to capture differences between antibody negative patients and antibody positive patients.
From this model an estimate will be made of the interaction effect between treatment and antibody
status (odds ratio). The odds ratio along with 95% confidence interval will be presented and the
estimate will be assessed using the Wald test statistic at the alpha level of 5%. Absolute percentages
will also be reported.
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This supplement on the COnV-ert protocol contains the following items:

1. Protocol: Original (version 4.0 28th October 2020) and last amendment (protocol
version 5.0, 10th December 2020) with a summary of changes

- Page 2 COnV-ert Original protocol (version 4.0, 28th October 2020)

- Page 74 COnV-ert final protocol (version 5.0, 10th December 2020)

- Page 148 Summary of changes

2. Statistical analysis plan: The final SAP (version 1.0, 25th August 2020)
- P162 Summary of changes



FUNDACIO LLUITA CONTRA LA SIDA

| LES MALALTIES INFECCIOSES Germans Trias i Pujol
Hospital

Convalescent Methylene Blue Treated (MBT) Plasma for Early Treatment in
Non-hospitalised Mild or Moderate COVID-19 Patients: a Randomized Double
Blind Study (COnV-ert)

Version 4.0, 28" October 2020

Sponsors:
Fundacio FLS de Lluita contra la Sida, les Malalties Infeccioses
i la Promocid de la Salut i La Ciéncia
Hospital Universitari Germans Trias i Pujol
Carretera de Canyet s/n
08916 Badalona (Barcelona)

Hospital Germans Trias i Pujol, Institut Catala de la Salut
Carretera de Canyet s/n
08916 Badalona (Barcelona)

Coordinating Investigator:
Oriol Mitja, MD, PhD
Hospital Universitari Germans Trias i Pujol

The information contained in this document is confidential and must not be revealed to third
persons without prior authorization as contemplated by Law.

This study will be conducted under the conditions described in this protocol and in compliance with
the International Council for Harmonisation of Technical Requirements for Pharmaceuticals for
Human Use (ICH) Good Clinical Practice (GCP) and all applicable regulatory requirements.



FUNDACIO LLUITA CONTRA LA SIDA . COnV-ert study
| LES MALALTIES INFECCIOSES Germans Trias i Pujol
Hospital Version 4.0, 28 October 2020

SIGNATURES

The Coordinating Investigator and the Sponsors of the study:

“Convalescent Methylene Blue Treated (MBT) Plasma for Early Treatment in Non-hospitalised mild or
moderate COVID-19 Patients: a Randomized Double Blind Study (COnV-ert)”

Declare that this study will be conducted in compliance with the protocol, Good Clinical Practices
(GCP) published by the International Conference of Harmonization Guideline (ICH), and the applicable
regulatory requirements.

Modifications to this protocol must be submitted prior agreement of the Principal Investigator and
Sponsor.

Coordinating Investigator: Oriol Mitja, MD, PhD

Signature and Date:

Sponsor: Bonaventura Clotet, MD, PhD

President of the Fundacio FLS de Lluita contra la Sida, les Malalties Infeccioses i la Promocio de la Salut
i La Ciencia

Signature and Date:

Sponsor: Jordi Ara, MD, PhD

Managing Director of the Area Metropolitana Nord, Hospital Germans Trias i Pujol, Institut Catala de
la Salut

Signature and Date:

FLS-IM-048 Page 2 out of 73



FUNDACIO LLUITA CONTRA LA SIDA . COnV-ert study
| LES MALALTIES INFECCIOSES Germans Trias i Pujol
Hospital Version 4.0, 28 October 2020

1 GENERAL INFORMATION

1.1 Title

Convalescent Methylene Blue Treated (MBT) Plasma for Early Treatment in Non-hospitalised Mild or
Moderate COVID-19 Patients: a Randomized Double Blind Study (COnV-ert)

1.2 Code
COnV-ert

1.3 Protocol Version and Date
Version 4.0, 28" October 2020

Any modification of the protocol must also bear the amendment number and date.

1.4 Sponsors

This study will be sponsored by two different institutions:

e Fundacié FLS de Lluita contra la Sida, les Malalties Infeccioses i la Promocié de la Salut i La
Ciencia
Hospital Universitari Germans Trias i Pujol

Carretera de Canyet s/n
08916 Badalona (Barcelona)

Person authorized by the sponsor to sign the protocol and amendments: Bonaventura Clotet,
President

e Hospital Germans Trias i Pujol, Institut Catala de la Salut

Carretera de Canyet s/n
08916 Badalona (Barcelona)

Person authorized by the sponsor to sign the protocol and amendments: Jordi Ara, Managing
Director

1.5 Coordinating Investigator

Oriol Mitja, MD, PhD

Fundacid FLS de Lluita contra la Sida, les Malalties Infeccioses i la Promocié de la Salut i La Ciéncia
Hospital Universitari Germans Trias i Pujol

Carretera de Canyet s/n

08916 Badalona (Barcelona)

omitja@flsida.org

1.6  Clinical Research Organization

The study monitoring, regulatory submission to EC and other study tasks will be performed by the
following Clinical Research Organization (CRO):

FLS-Research Support
Fundacid FLS de Lluita contra la Sida, les Malalties Infeccioses i la Promocié de la Salut i La
Ciencia
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Hospital Universitari Germans Trias i Pujol
Carretera de Canyet s/n

08916 Badalona

Phone +34 93 497 84 14

info@fls-rs.com

1.7 Sites and Investigators

This is a multiple site study. The list of investigators and participating sites may be found in ANNEX 8.

1.8 Technical Services and Institutions Involved

Blood inflammatory markers tests will be assessed at the central laboratories of Hospital Universitari
Germans Trias i Pujol.

ABO compatibility test will be assessed at the Banc de Sang i Teixits (BST).

Quantitative measurement of SARS-CoV-2 viral load will be assessed at the Clinical genetics Service of
the Hospital Universitari Germans Trias i Pujol (principal investigator: Ignasi Blanco).

Quantitative measurement of neutralizing antibodies against SARS-CoV-2 in convalescent MBT plasma
and in participant’s plasma will be assessed at the IrsiCaixa laboratory located in Hospital Universitari
Germans Trias i Pujol, by the “Cell virology and immunology” group (principal investigator: Julia
Blanco).

Inclusion/baseline hospital visits will be organized in partnership with the “Hospital at home care unit”
(Hospitalitzacié domiciliaria).

Electronic case report form (eCRF), data management and statistics will be performed by BioClever
2005 S.L.U., (contact person: Mireia Bonet, T. 93 408 63 88).

Information regarding additional key personnel and organizations involved in the conduct of the study,
including names and contact details of participating investigators, monitors, clinical laboratories,
technical departments and/or institutions, as well as information on members of additional study
committees, will be found in the study files of the sponsor and at the investigator sites.

Investigators and study staff will receive training in appropriate individual site training session(s).
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STUDY SUMMARY

Title of Study: Convalescent Methylene Blue Treated (MBT) Plasma for Early Treatment in
Non-hospitalised Mild or Moderate COVID-19 Patients: a Randomized Double Blind Study
(COnV-ert)

Study code: COnV-ert

Study Objectives:

Primary Objectives

1. Assess the therapeutic potential of early administration of convalescent MBT plasma
in reducing the rate of hospitalization at day 28 in non-hospitalised mild or moderate
COVID-19 patients.

2. Assess the therapeutic potential of early administration of convalescent MBT plasma
in reducing SARS-CoV-2 viral load at day 7, measured by quantitative RT-PCR (RT-
gPCR) in non-hospitalised mild or moderate COVID-19 patients.

Secondary Objectives

1. Assess the therapeutic potential of early administration of convalescent MBT plasma
in reducing WHO Clinical progression scale score in non-hospitalised mild or
moderate COVID-19 patients.

2. Assess the therapeutic potential of early administration of convalescent MBT plasma
in reducing the severity of common COVID-19 symptoms, measured with the FLU-
PRO® PLUS scale, in non-hospitalised mild or moderate COVID-19 patients.

3. Assess the therapeutic potential of early administration of convalescent MBT plasma
in reducing the duration of symptoms in non-hospitalised mild or moderate COVID-
19 patients.

4. Assess the therapeutic potential of early administration of convalescent MBT plasma
in reducing the mortality at day 60 in non-hospitalised mild or moderate COVID-19
patients.

5. Evaluate the safety and tolerability of convalescent MBT plasma in non-hospitalised
mild or moderate COVID-19 patients.

6. Assess the change from baseline to day 7 of ferritin, prealbumin, interleukin 6 (IL-6),
D-dimer, C reactive protein (CRP), and leukocytes and lymphocytes counts in
peripheral blood in non-hospitalised mild or moderate COVID-19 patients receiving
convalescent MBT plasma.

7. Assessthe impact of infused plasma on neutralizing activity by quantifying the change
from baseline to day 7 in neutralizing antibodies against SARS-CoV-2 in peripheral
blood in non-hospitalised mild or moderate COVID-19 patients receiving convalescent
MBT plasma.

8. Assess the long-term impact of plasma infusion on humoral immune responses, by
quantifying the change from baseline to day 60 in neutralizing antibodies against
SARS-CoV-2 in peripheral blood in non-hospitalised mild or moderate COVID-19
patients receiving convalescent MBT plasma.

9. Compare agreement and SARS-CoV-2 viral load in self-collected middle turbinate
(MT) swab and self-collected saliva samples with nasopharyngeal swab samples
collected by a healthcare worker.
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10. Assess the therapeutic potential of early administration of convalescent MBT plasma
in reducing SARS-CoV-2 viral load at day 28, measured by quantitative RT-PCR (RT-
gPCR) in non-hospitalised mild or moderate COVID-19 patients.

Overall Study Design and Description:

This is a prospective, randomized (1:1), double blind study of Convalescent anti-SARS-CoV-2
MBT Plasma (also known as convalescent plasma) plus standard medical treatment (SMT)
versus placebo plus SMT in mild or moderate COVID-19 patients who are non-hospitalised.
Subjects with confirmed infection by SARS-CoV-2 will receive SMT plus a total of 200-250 mL
of convalescent plasma that has been pathogen-inactivated using MBT or placebo.

Study candidates will voluntarily express their interest in participating in the study through
the study website or will be offered to participate at the emergency (ER) and out-patient
departments (OPD) of the participating hospitals. Candidates registered on the website will
be contacted by study physicians by phone to inform them about the study and check their
suitability for the study. Suitable candidates will be scheduled an inclusion/baseline visit in
which informed consent will be obtained (i.e., the informed consent will be signed), and their
eligibility will be confirmed. Candidates identified through ER and OPD departments will
undergo an inclusion/baseline visit, where the informed consent will be obtained and
eligibility will be checked. A subgroup of eligible candidates from selected study sites will be
offered participation in the substudy to assess the immune response and the methods of
sampling.

Blood and nasopharyngeal samples will be obtained from all eligible candidates.

Eligible candidates will be randomized and administered an intravenous (IV) infusion at
baseline (convalescent plasma or placebo). Both the investigator and the participant will be
blinded to the study treatment.

Specifically, subjects randomized to combination convalescent anti-SARS-CoV-2 MBT plasma
plus SMT will undergo an ABO compatibility test and will receive a single infusion of 200 to
250 ml of ABO-compatible convalescent plasma. Subjects randomized to placebo plus SMT
will receive a single infusion of 200 to 250 ml of sterile saline solution 0.9%. Infusion will be
administered at baseline, using standard procedures for administration of fresh frozen
plasma. Small adults weighing less than 45 kg will receive one infusion of 5 ml of convalescent
plasma or placebo per kilogram of body weight.

Participants will be trained on the completion of symptoms diary card and safety diary card.

The participants of the substudy will be drawn an extra tube of blood sample and will be
trained on self-collection of middle turbinate (MT) swabs and saliva, and self-collected
samples will be obtained.

The symptoms and safety diary card will be filled by the participants daily from baseline to
day 14. On follow-up visits on days 3, 7, 14, and 28, all participants will be assessed for clinical
and safety outcomes. These visits will be all by telephone except for the day 7 and day 28
visits that will be at home and at hospital, respectively, where additionally blood samples
(only on day 7) and nasopharyngeal swabs will be collected.

At day 60 visit, all participants will be assessed by telephone for health-status outcome.

For the participants of the substudy, on day 7, an extra tube of blood sample will be obtained
and they will be asked to self-collect MT swabs and saliva. And on day 60, an extra tube of
blood sample will be obtained during an additional home or hospital visit.

FLS-IM-048 Page 11 out of 73



FUNDACIO LLUITA CONTRA LA SIDA . COnV-ert study
| LES MALALTIES INFECCIOSES Germans Trias i Pujol
Hospital Version 4.0, 28th October 2020

Number of Subjects Planned:

Approximately 474 individuals will be randomized (1:1) with an interim analysis after the first
60 subjects (30 in each arm).

The sample size will be re-assessed upon interim analysis.

Approximately 135 individuals from selected study sites will be included in the substudy to
assess the immune response and the methods of sampling.

Diagnosis and Main Criteria for Eligibility:

Individuals with a SARS-CoV-2 confirmed infection from Metropolitana Sud, Metropolitana
Nord and Barcelona areas.

Inclusion Criteria:

1. Adult male or female individuals of 250 years old.

2. In women of childbearing potential®, negative pregnancy test at inclusion/baseline.

3. Has confirmed SARS-CoV-2 infection as determined by PCR or validated antigen rapid
diagnostic test? from nasopharyngeal swabs <5 days prior to inclusion/baseline visit.

4. Symptomatic with mild or moderate COVID-19 with symptoms onset date < 7 days
prior to inclusion/baseline visit.

a. Mild COVID-19: Individuals who have any of the common signs and/or
symptoms of COVID-19 (i.e., fever, cough, sore throat, malaise, headache,
muscle pain) without shortness of breath, dyspnoea, or abnormal chest
imaging.

b. Moderate COVID-19: Individuals who have evidence of lower respiratory
disease by clinical assessment or imaging and a saturation of oxygen (SpO2)
294% on room air at sea level.

5. Willing to comply with the requirements of the protocol and available for follow-up
for the planned duration of the study.
6. Has understood the information provided and capable of giving informed consent.

A woman will be considered of childbearing potential if not permanently sterilized nor
postmenopausal. Permanent sterilization methods include tubal ligation, hysterectomy and
bilateral oophorectomy. Postmenopausal is defined as 12 months with no menses without an
alternative medical cause.

2Panbio™ COVID-19 Ag Rapid Test (Abbott), STANDARD™ Q COVID-19 Ag Test (Roche) or any
other CE marketed test for SARS-CoV-2 Ag detection.

Diagnosis and Main Criteria for Eligibility:

Exclusion Criteria:

1. If female, pregnant, breastfeeding, or planning a pregnancy during the study.
2. Severe or critical COVID-19:
a. Severe COVID-19: respiratory frequency >30 breaths per minute, SpO; <94%
on room air at sea level, ratio of arterial partial pressure of oxygen to fraction
of inspired oxygen (Pa03/FiO,) <300 mmHg, or lung infiltrates >50%.

b. Critical COVID-19: respiratory failure, septic shock, and/or multiple organ
dysfunction.
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Current hospital admission for any cause.

History of previous confirmed SARS-CoV-2 infection.

History of significantly abnormal liver function (Child Pugh C).

History of chronic kidney disease (CKD) > stage 4, or need of dialysis treatment.

Any pre-existing condition that increases risk of thrombosis.

History of allergic reactions to blood or plasma products or methylene blue.

Known IgA deficiency with anti-IgA antibodies.

10. Medical conditions for which 250 ml of intravenous fluid is considered dangerous (i.e.,
decompensated heart failure or renal failure with fluid overload).

11. Inability to consent and/or comply with study requirements, in the opinion of the
investigator.

12. Currently participating or planning to participate in any interventional study for the

treatment of COVID-19 or SARS-CoV-2 infection until day 60.

LN AW

Investigational Product, Dose and Mode of Administration:

Randomized participants will receive one intravenous (IV) infusion at baseline (convalescent
plasma or placebo) and will continue their SMT for COVID-19 disease, as prescribed by regular
physicians.

e Experimental arm: Subjects randomized to convalescent anti-SARS-CoV-2 MBT
plasma plus SMT will receive one infusion of 200 to 250 ml of ABO-compatible
convalescent plasma obtained from a convalescent donor.

® Placebo arm: Subjects randomized to placebo plus SMT will receive one infusion of
200 to 250 ml of sterile saline solution 0.9%.

Duration of Treatment:
The investigational product will be administered by IV infusion at baseline.

Participants will continue their standard medical treatment (SMT) for SARS-CoV-2 infection
as prescribed by their regular physician. If applicable, SMT may be modified during the study,
depending on personal requirements, the severity and progression of the disease, and need
for hospitalization.

Subjects’ participation (from inclusion/baseline visit to the end-of-study visit) will be up to 60
days.

Endpoints and Timepoints of Assessment:

Primary Endpoints and Timepoints of Assessment:

1. Hospitalization rate (i.e., who reach a score 24 in the WHO scale for clinical
progression) [Time Frame: Up to 28 days after reception of investigational product]
Reduction of SARS-CoV-2 viral load in nasopharyngeal swabs at day 7 after start of
treatment, as determined by RT-gPCR. [Time Frame: Up to 7 days after reception of
investigational product]

Secondary Endpoints and Timepoints of Assessment:

1. Changein COVID-19 WHO Clinical progression scale score [Time Frame: Up to 60 days
after reception of investigational product]
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2. Change in COVID-19 symptoms severity score, assessed with the COVID-19 daily self-
score tool (FLU-PRO® PLUS instrument) [Time Frame: Up to 14 days after reception
of investigational product]

3. Time to complete resolution of symptoms [Time Frame: Up to 28 days after reception
of investigational product]

4. Death rate [Time Frame: Up to 60 days after reception of investigational product]

5. Proportion of patients with adverse events (AE) and proportion of grade >4 AE, based
on the FDA Toxicity Grading Scale for Healthy Adult and Adolescent Volunteers scale
[Time Frame: Up to 28 days after reception of investigational product]

6. Change in inflammatory prognostic markers (ferritin, prealbumin, interleukin 6 (IL-6),
D-dimer, C reactive protein (CRP) and leukocyte and lymphocyte counts) [Time
Frame: Baseline and day 7 after reception of investigational product]

7. Intergroup comparison of absolute neutralization titers against SARS-CoV-2 in plasma
of a subgroup of participants [Time Frame: Baseline and day 7 after reception of
investigational product]

8. Change in titers of neutralizing antibodies against SARS-CoV-2 in plasma of a
subgroup of participants [Time Frame: Baseline and day 60 after reception of
investigational product]

9. Agreement and SARS-CoV-2 viral load of self-collected middle turbinate (MT) swab
and saliva samples compared to nasopharyngeal swabs collected by a healthcare
worker on a subgroup of participants [Time Frame: Baseline and day 7 after reception
of the investigational product]

10. Reduction of SARS-CoV-2 viral load in nasopharyngeal swabs at day 28 after start of
treatment, as determined by RT-gPCR. [Time Frame: Up to 28 days after reception of
investigational product].

Study Assessments and Procedures:

COVID-19 patients of 250 years (1) will voluntarily express their interest in participating in the
study through the study website or (2) will be informed of the study at the emergency (ER) or
out-patient departments (OPD) from the participating sites.

1. Candidates who register on the study website will sign an authorization for the study
investigators (physicians) to access their shared medical records (Historia Clinica
Compartida de Catalunya HC3). Study physicians will call the candidates who register on
the website to perform a remote screening visit, where candidates will be informed
about the study over the phone, and their suitability for the study will be checked.
Suitable candidates will be scheduled a inclusion/baseline visit

2. Candidates identified at the participating sites will be invited to participate by study
physicians on-site, and those interested will undergo an inclusion/baseline visit.

In the inclusion/baseline visit, either at the hospital or at home by the Hospital at Home care
unit (Hospitalitzacio domiciliaria), candidates will be informed in person of study details and
the informed consent will be obtained (i.e., subjects will sign the informed consent form). A
physical examination will be performed, and women of childbearing potential will undergo a
urine pregnancy test. Eligibility will be confirmed on this visit.

Blood samples will be obtained from all eligible candidates. Participants who meet all the
inclusion and none of the exclusion criteria will be randomized. Evaluation of ABO
compatibility using standard guidelines for compatibility procedures in blood transfusion
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laboratories will be performed in participants assigned to experimental (convalescent plasma)
group.

Nasopharyngeal samples will be obtained from all participants. The participants of the
substudy will be drawn an extra tube of blood sample and will be trained on self-collection of
middle turbinate (MT) swabs and saliva, and self-collected samples will be obtained.

Participants will be also trained on completion of symptoms and safety diary card, which will
be filled daily by the participant until the day 14 visit, through an electronic Case Report Form
(eCRF). Paper forms will be available for those participants who are unable to submit data
using the eCRF, in this scenario data will be collected at follow-up visits. Should any participant
report any new symptom with grade 4 at the FLU-PRO® PLUS questionnaire, he or she will be
contacted by telephone by the study staff to evaluate any possible AE and the need of an
extra home visit. Participants will be also given a contact number to report AEs, to seek
medical advice, and resolve any question related to the study.

All randomized participants will be administered an IV infusion at baseline (convalescent
plasma or placebo). If an AE develops during infusion, the infusion will be slowed or stopped
as per investigator’s decision. Infusion will be halted if any manifestations of anaphylaxis
develop, and it will not be restarted. Medicines for transfusion reactions (e.g. paracetamol,
dexchlorpheniramine) may be given as a treatment.

On day 3, participants will be contacted by telephone by study staff for safety and clinical
follow-up.

On day 7, participants will be visited at home by study staff, a blood sample will be drawn,
and a nasopharyngeal swab will be collected by study staff. The participants of the substudy
will be drawn an extra tube of blood sample and will self-collect middle turbinate (MT) swabs
and saliva.

On day 14, participants will be contacted by telephone by study staff for safety and clinical
follow-up.

On day 28, participants will be visited at hospital by study staff for safety and clinical follow-
up, and a nasopharyngeal swab will be collected.

On day 60, participants will be contacted by telephone by study staff to evaluate health status.
The participants of the substudy will be scheduled for a hospital or home visit to obtain a
blood sample.

If the participant is unreachable at phone follow-up visits, clinical progression, as well as
possible AEs will be assessed through medical record (Historia Clinica Compartida, HC3), in
order to assess all the study outcomes.

Study samples

Nasopharyngeal swab samples for quantitative measurement of SARS-CoV-2 viral load by RT-
gPCR will be obtained prior to infusion at baseline, on day 7 and on day 28.

MT swab and saliva self-collected samples for quantitative measurement of SARS-CoV-2 viral
load by RT-gPCR will be obtained prior to infusion at baseline and at day 7 in the participants
of the substudy.

Blood samples will be collected prior to infusion at baseline and at day 7 for all participants.
Inflammatory prognostic markers (ferritin, prealbumin, interleukin 6 (IL-6), D-dimer, C
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reactive protein (CRP), and leukocytes and lymphocytes counts) will be assessed. Leftovers of
plasma will be stored for future investigations.

In the participants of the substudy, an extra tube will be collected at baseline and day 7, and
an extra blood draw will be performed at day 60 to assess neutralizing antibodies against
SARS-CoV-2. Leftovers of plasma will be stored for future investigations.

Results of the sample analyses are not necessary for participants to remain in the study, and
participants will only be informed of relevant results for their health.

Samples of the infused convalescent anti-SARS-CoV-2 MBT plasma will be obtained before
infusion for quantitative measurement of neutralizing antibodies against SARS-CoV-2.

Statistical Method:

Descriptive statistics will include the number of non-missing observation, mean, standard
deviation (SD), median, minimum, and maximum values for the continuous/quantitative data
or absolute and relative frequency counts and percentages for categorical/qualitative data.
All analyses will be done with the R statistical package, version 6.3 or higher under a
significance level of 0.05.

Populations: The primary efficacy analysis will be performed on the intention-to-treat (ITT)
population, which will include all randomized participants. If deemed necessary, sensitivity
analyses will be performed with the per-protocol (PP) population. Safety will be assessed in
the safety population, which will include all participants who receive the investigational
product (convalescent plasma or placebo).

Determination of Sample Size:

A sample size of 237 cases per arm would provide the trial with 80% power to detect 50%
reduction in hospitalization rate at day 28 after starting the treatment, assuming an expected
rate of hospitalization of 15%, allowing a 5% of loss to follow-up.

Approximately 150 cases per arm are required to have 80% power to detect a difference of
0.5 logio in the mean reduction of SARS-CoV-2 viral load at a two-sided significance level of a
= 0.05, assuming an expected overall standard deviation of 1.5. A 0.5 logio copies/mL
difference in reduction was chosen to represent the minimal threshold for a biologically
relevant change for our analyses.

An interim analysis of efficacy and safety variables will be performed after the first 60 subjects
achieve the primary endpoint (i.e., day 28) for the purpose of sample size recalculation. The
interim analyses will be performed using blinded data, unless otherwise indicated by the
DSMB.
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ABBREVIATIONS
ACE2 angiotensin converting enzyme 2
ADL Activities daily life
AE Adverse event
cl Confidence interval
COVID-19 Coronavirus disease 2019
Ct cycle threshold
CTCAE Common Terminology Criteria for Adverse Events
ELISA Enzyme, linked immunosorbent assay
ER Emergency Department
EuroQol Europe Quality of life
FDA Food and Drug Administration
FFP Fresh frozen plasma
FLU-PRO FLU- patient-reported outcome measure
GCP Good clinical practice
ICH International Council for Harmonisation
IFA Indirect Fluorescent Antibody
IgA/IgM/I1gG | Immunoglobulin A/ M/ G
IL-6 Interleukin 6
ILI influenza-like illness
ITT Intention to treat
v intravenous
MBT Methylene blue treated
MERS Middle East respiratory syndrome
ml millilitre
MT middle turbinate
NAT nucleic acid amplification technology
NIH National Institutes of Health
OPD Out-Patient Department
OR Odds ratio
Pa02/Fi02 arterial partial pressure of oxygen to fraction of inspired oxygen
PCR Polymerase chain reaction
PP Per protocol
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gPCR Quantitative PCR
CRP C-reactive Protein
RSV Respiratory Syncytial Virus
RT-PCR Reverse transcriptase PCR
SAE Serious Adverse Event
SARS Severe acute respiratory syndrome
SARS-CoV-2 | Severe acute respiratory syndrome coronavirus 2
SD Standard Deviation
SMT Standard Medical Treatment
Sp02 Peripheral Oxygen Saturation
SUSAR Serious Unexpected Adverse Reaction
TACO Transfusion-Associated Circulatory Overload
TRALI Transfusion-related acute lung injury
UAE Unexpected adverse event
WHO World Health Organization
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2 BACKGROUND INFORMATION

Coronavirus disease 2019 (COVID-19) is a respiratory tract infection caused by a newly emergent
coronavirus, severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2), that was first recognized
in Wuhan, China, in December 2019. The emergence of COVID-19 has caused a large global outbreak
and it is a major public health issue. As of 13 August 2020, data from the World Health Organization
(WHO) have shown that more than 20 million confirmed cases have been identified in 216 countries,
areas or territories (WHO Interim guidance 13 August 2020) (1).

2.1 Convalescent Plasma
2.1.1 The use of Convalescent Plasma as treatment in infectious diseases

Currently, there are no FDA-approved drugs for the treatment of COVID-19. Definitive clinical trial data
is needed to find safe and effective treatments for COVID-19. Vaccine development is progressing at
a rapid pace, but widespread vaccine availability is estimated to be at least six months away. There is
an urgent need for effective interventions presently. Administration of SARS-CoV-2 neutralizing
antibodies is the only form of immunization available in the absence of vaccines or humanized
monoclonal antibodies.

Convalescent plasma therapy has been used to treat patients with infections using plasma collected
from recently recovered individuals to transfer passive antibody immunity to those who have recently
been infected or have yet to be exposed to the virus. Use of convalescent plasma has been studied in
outbreaks of other respiratory infections, including the 2003 SARS-CoV-1 epidemic, the 2009-2010
H1N1 influenza virus pandemic, and the 2012 MERS-CoV epidemic (FDA recommendations) (2).
Convalescent plasma from donors who have recovered from COVID-19 may contain antibodies to
SARS-CoV-2 that might help suppress the virus and modify the inflammatory response. It has been
postulated that neutralizing antibodies would prevent SARS-CoV-2 spike protein from attaching to the
ACE2 receptor, inhibiting viral entry into the cell (Nguyen et al., 2020) (3).

2.1.2 Name and Description of the Investigational Plasma

The investigational plasma in this study is Convalescent anti-severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2) MBT Plasma.

The product is being collected by plasma centres in Spain.
2.1.3 Relevant Findings from Nonclinical and Clinical Trials

There is already clinical trial data supporting the efficacy of convalescent plasma in the treatment of
COVID-19 patients. An open-label, multicentre, randomized clinical trial conducted in China that
enrolled 103 participants with laboratory-confirmed COVID-19 severe or life-threatening patients
showed higher rates of viral clearance at 72 hours in the convalescent plasma group compared to the
control group (87.2% vs 37.5%, respectively) (OR 11.39 [95% CI, 3.91-33.18]; P<0.001), demonstrating
association with antiviral activity of the treatment in patients with COVID-19 (Li et al., 2020) (4). A
retrospective case-control study evaluating convalescent plasma conducted in Mount Sinai Hospital
in New York City showed by day 14 a clinical worsening in 18% of the convalescent plasma patients vs
24% of the control patients (P=0.17), and a mortality of 13% of the plasma recipients and 24% of the
control patients was observed (P=0.04) (Liu et al., 2020) (5). Preliminary data from a study from Mayo
Clinic that aggregated patient outcome data from randomized clinical trials, matched control, and
case-series studies showed that hospitalized COVID-19 patients transfused with convalescent plasma
exhibited a 57% reduction in mortality rate (13%) compared to matched-patients receiving standard
treatments (25%; OR: 0.43, P<0.001) (Joyner et al., 2020) (6).
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The US FDA has approved the emergency use of convalescent plasma for patients with severe or life-
threatening COVID-19 (Tanne, 2020) (7). And there are currently more than 100 ongoing studies
evaluating convalescent plasma or hyperimmune immunoglobulin, of which approximately 50 are
randomized (https://clinicaltrials.gov/).

Most clinical studies are investigating the use of convalescent plasma in hospitalized patients with
severe or critical disease. However, this therapy may have clinical and virologic benefits in the
treatment of mild or moderate disease in non-hospitalised patients, especially if given early in the
disease course. Therefore, it is important to study the safety and efficacy of COVID-19 convalescent
plasma in non-hospitalised patients in clinical trials.

2.1.4 Safety

Risks of passive administration of convalescent plasma fall into two categories, known and theoretical.
Known risks are those associated with transfer of blood substances, which include inadvertent
infection with another infectious disease agent and reactions to plasma constituents. With modern
blood banking techniques that screen for blood-borne pathogens and match the blood type of donors
and recipients, the risks of inadvertently transferring known infectious agents or triggering transfusion
reactions are low. Additionally, MBT reduces risk of any pathogen undetected by donor screening and
product testing. The most common adverse events are mild allergic or respiratory events (Piechotta
et al., 2020) (8). Uncommon (i.e. in <1% of transfusions) but serious risks of convalescent plasma
infusion may include transfusion-associated circulatory overload (TACO), transfusion-related acute
lung injury (TRALI) and anaphylaxis (Joyner et al., 2020) (NIH Covid-19 treatment guidelines) (9, 10).
And this should be a consideration in the risk-benefit assessment.

The theoretical risk is potential for antibody-dependent enhancement (ADE) of infection. ADE can
occur in several viral diseases and it is a harmful, exaggerated inflammatory response triggered by
antibodies. Previously, ADE has been proposed as an underlying pathogenic mechanism in Dengue
haemorrhagic fever (Nguyen et al., 2020) (3). For coronaviruses, several mechanisms for ADE have
been described, and there is the theoretical concern that antibodies to one type of coronavirus could
enhance infection to another viral strain (Wan et al., 2020) (11). Since the proposed use of
convalescent sera in the COVID-19 epidemic would rely on preparations presumably with high titers
of neutralizing antibody against the same virus, SARS2-CoV-2, ADE may be unlikely. Available evidence
from the use of convalescent plasma in patients with SARS and MERS (Mair-Jenkins et al., 2015) (12)
and for the treatment of Covid-19, in the Expanded Access Program (EAP), with data from 20.000
hospitalised patients with COVID-19 (Joyner et al., 2020) (9), suggest it is safe. Nevertheless, in
convalescent plasma trials, close monitoring to identify any evidence of enhanced infection will be
required.

Given that historical and current data on use of convalescent plasma suggest it is safe in coronavirus
infection, and the high mortality of COVID-19, particularly in elderly and vulnerable persons, suggests
that the benefits of its use in those at high risk for or with early disease outweigh the risks. However,
for all cases where convalescent plasma administration is considered, a risk-benefit assessment must
be conducted to assess individual variables (Casadevall et al., 2020) (13).

2.1.5 Justification for the Route of Administration, Dosage, Dosage Regimen, and
Treatment Periods

Administration of Convalescent Plasma/Placebo

Subjects in the Convalescent anti-SARS-CoV-2 MBT plasma plus SMT arm, will receive intravenous (IV)
Convalescent anti-SARS-CoV-2 MBT plasma according to standard hospital infusion practices for fresh
frozen plasma (FFP). Subjects in the placebo plus SMT arm will receive sterile saline solution 0.9% by
intravenous (IV) infusion.
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Justification for Selection of Volume of Administration and time of Convalescent Plasma/Placebo

Administration of Convalescent anti-SARS-CoV-2 MBT plasma in this study is consistent with previous
experience with the administration of convalescent plasma for other infectious indications (e.g. Ebola)
(van Griensven et al., 2016) (14) (Joyner et al., 2020) (9).

Randomized subjects will receive SMT plus one infusion of 200 to 250 ml of ABO-compatible
convalescent plasma or placebo. Small adults weighing less than 45 kg will receive one infusion of 5
ml of ABO-compatible convalescent plasma or placebo per kilogram of body weight (to a maximum of
250ml).

2.2  Monitoring Efficacy of Treatment

The WHO Working Group on the Clinical Characterisation and Management of COVID-19 Infection
have developed a minimum set of common outcome measures for studies on COVID-19. The set
includes three elements: a measure of viral burden, a measure of patient survival and a measure of
patient progression. Study outcomes have been selected based on these recommendations (WHO
Working Group on the Clinical Characterisation and Management of COVID-19 infection, 2020) (15).

2.2.1 Virologic Outcomes

Viral burden is considered an appropriate core outcome for monitoring efficacy of treatment in COVID-
19 patients. To measure viral burden, quantitative RT-PCR (RT-gPCR) to quantify viral copies is the best
measure, with threshold cycle values (Ct) during PCR as an alternative. Quantification of viral burden
has not proven yet to provide insight into the clinical status of the patient but does provide strong
evidence of the presence of the pathogen, and it can be used to measured pathogen burden in
response to treatment (WHO Working Group on the Clinical Characterisation and Management of
COVID-19 infection, 2020) (15).

Viral load is associated with transmission risk and disease severity in other viral illnesses. And, recently,
it is been reported SARS-CoV-2 viral load at diagnosis as an independent predictor of mortality in a
large hospitalised cohort (n=1145). There was found a significant independent association between
viral load and mortality (hazard ratio 1.07 [95% Cl, 1.03-1.11], P=0.0014), with a 7% increase in hazard
for each log transformed copy per ml (Pujadas et al., 2020) (16). Viral load in COVID-19 might correlate,
not only with mortality, but also with infectivity, disease phenotype and morbidity.

2.2.2 Clinical Outcomes
Clinical progression will be measured using different validated scales.

Firstly, the WHO Clinical Progression Scale will be used and will assess hospitalization rate (i.e. who
reach a score 24), as recommended for non-mortal clinical outcomes (WHO Working Group on the
Clinical Characterisation and Management of COVID-19 infection, 2020) (15). This is an ordinal scale
to measure clinical progression and recovery based on location and supportive measures used within
the healthcare system. It provides a measure of illness severity across a range from 0 (not infected) to
10 (death) with data elements that are rapidly obtainable from clinical records.

Considering that our target population is non-hospitalised, ambulatory participants, and the rate of
hospitalisation is relatively low, even in high-risk patients, we selected some other clinical progression
scales to help assess clinical outcomes.

Symptom severity will be measured using a validated scale. Severity over time is been considered a
clinically meaningful endpoint, particularly in a disease that exhibits such heterogeneous
symptomatology.
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Symptom severity will be also assessed with the FLU-PRO® PLUS Questionnaire, a daily self-score tool.
The COVID-19 version, adapted from FLU-PRO® instrument, consists of 34 items that are answered
daily. The FLU-PRO® is a self-administered patient-reported outcome measure (PRO) to quantify
symptom severity in influenza and influenza-like illness and it has been tested and used in studies of
influenza, influenza-like illness (ILI), respiratory syncytial virus (RSV), rhinovirus, and enterovirus (Han
Aetal., 2018) (17) (Powers JH et al., 2016) (18).

2.2.3 Inflammatory Markers

Biomarkers are quantitative measurements used clinically for many conditions reflecting pathological
development. A recent systematic review summarized the following biomarkers with most evidence
as predictors for a severe COVID-19 infection (Kermali et al., 2020) (19):

C-Reactive Protein (CRP) Increases

Serum amyloid A Increases

Interleukin-6 Increases

Lactate Dehydrogenase Increases

Neutrophil-to lymphocyte ratio Increases

Lymphocyte count Decreases
Platelet count Decreases
D-dimer Increases

Cardiac troponin Increases

Renal biomarkers Urea &

creatinine Increases

2.2.4 Quantification of Neutralizing Antibodies Against SARS-Cov-2

Treatment of infectious diseases with therapeutic antibodies is an emergent field in clinical research.
Although the major objective of this strategy is to block viral replication owing the antiviral effect of
antibodies, the wide range of immunological functions of antibodies enlarges their potential benefit.
In this regard, it has been widely documented that therapeutic antibodies exert a booster effect on
humoral responses (Pelegrin et al., 2015) (20). Interestingly, this effect extends beyond the treatment
period and may last once the therapeutic antibody has been cleared, suggesting that new specific B
cells are being generated during the intervention (Schoofs et al., 2016) (21).

Therefore, we hypothesize that individuals treated with hyperimmune plasma might develop a better
humoral response against SARS-COV-2 and therefore might show higher titers of neutralization in the
long-term. To test this hypothesis, we plan to analyse the neutralizing activity of plasma or serum
samples obtained in a subgroup of control and treated participants at three different timepoints: day
0 (before plasma infusion), day 7 (to quantify the impact of infused plasma on neutralizing activity)
and day 60 (to quantify the long-term impact of plasma infusion on humoral immune responses). The
increase in neutralizing titer between day 0 and day 60 will be compared between control and
intervention groups to assess the potential booster effect of treatment. Intergroup comparison of
absolute neutralization titers at day 0 and 7 will confirm similarity of pre-treatment and on-treatment
titers, respectively, in control and treated participants.

Quantification of neutralizing antibodies against SARS-CoV-2 will be performed in blood samples of a
subgroup of individuals. Since no data exist on COVID-19 patients regarding the impact of
convalescent plasma on long-term neutralizing activity, the sample size calculation of the subgroup of
participants needed will be based on the available data for other infectious diseases. Treatment of HIV
infected individuals with a single injection of the broadly neutralizing antibody 3BNC117 induces a
significant increase in neutralization titers that is maintained once the therapeutic antibody reaches
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undetectable plasma levels (Schoofs et al., 2016) (21). Assuming a similar impact on SARS-CoV-2
infected individuals (i.e., similar endpoint differences between groups and similar standard deviation
of the measures reported for HIV) a total of 42 (enrolment ratio 1, 21+21) participants would be
necessary to reach a statistical power of 80% to observe a difference between the treated and control
groups at day 90 (Type | error rate 0.05). Different simulations assuming less favourable scenarios
have been also performed. For instance, assuming a reduction of 50% in the difference of the means
the sample size would increase to 122 (maintaining the other parameters). Thus 61 and 61 participants
from the control and treated groups will be invited to participate in this substudy. This sample size
enables to detect differences similar to those reported for HIV infection and is still powered (80%) to
identify lower differences (50% reduction in the difference of the means between groups).

2.2.5 Sample Collection Method

Increase diagnostics are urgently needed to contain the spread of COVID-19. Home self-collecting of
swabs may increase testing through improving accessibility outside the healthcare system while
minimizing exposure risk and personal protective equipment use. This approach could be safe and
scalable in the pandemic setting, allowing for early community detection of COVID-19.

Recent data support the validity of non-nasopharyngeal samples for detection of SARS-CoV-2 (To et
al., 2020) (22). There is also some data supporting the use of self-collected respiratory swabs (Tu et
al., 2020) (23), particularly in symptomatic patients with higher viral loads (McCulloch et al., 2020)
(24). Self-collected mid-turbinate samples had a sensitivity of 96,2% (97,5% Cl, 87-100%) when
compared with nasopharyngeal samples collected by a health care worker (Tu et al., 2020) (23). And
self-collected midnasal swabs had a sensitivity of 80% (95% Cl, 63%-91%) and a specificity of 97,9%
(95% Cl, 94%-99,5%) when compared with clinician-collected nasopharyngeal swabs for detection of
SARS-CoV-2 infection (McCulloch et al., 2020) (24).

In line with available data, nasopharyngeal swabs will be paired with mid-turbinate (MT) swabs at
baseline visit to gather further evidence to support clinical performance of self-collected MT swabs.

2.3 Hypotheses

This is a prospective, randomized (1:1), double blind study of convalescent anti-SARS-CoV-2 MBT
plasma plus standard medical treatment (SMT) versus placebo plus SMT in mild or moderate COVID-
19 patients who are non-hospitalised. Convalescent plasma will be provided to patients to assess
reduction of viral load and inflammation, clinical efficacy, safety, and tolerability. Patients will be
randomly allocated in an experimental or control placebo arm.

The study data and interim results will be monitored by an independent Data Safety and Monitoring
Board (DSMB), following the procedures described in ANNEX 7. The main task for the DSMB will be to
assess whether the randomized comparisons provide evidence on the primary outcomes, sample size
re-calculation, safety or futility with evidence strong enough to affect current treatment strategies. In
such a circumstance, the DSMB will inform the coordinating investigator and sponsor, who will discuss
whether to make the results available to the public. Regardless, follow-up will continue for all
randomized individuals.

The hypotheses of the study are the following:

1. Non-hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma
infusion will have a greater reduction in the severity of disease than those receiving placebo,
reflected in a reduction of hospitalization rates.
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2. Non-hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma
infusion will have a lower virologic load on day 7 than those receiving placebo.

3. Non-hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma
infusion will have a greater reduction in the severity of COVID-19 symptoms than those
receiving placebo.

4. Non-hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma
infusion will have a shorter time to resolution of COVID-19 symptoms than those receiving
placebo.

5. Non-hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma
infusion will have a greater reduction in the severity of disease than those receiving placebo,
reflected in a reduction of mortality rates.

6. Non-hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma will
have a similar number and grade of AEs over a 28-day period, compared to those receiving
placebo.

7. Non-hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma will
have blood lower levels of ferritin, IL-6, D-dimer, CRP, and leucocyte counts, and higher levels
of prealbumin and lymphocyte count on day 7, compared to those receiving placebo.

8. Non-hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma
and placebo will confirm similarity of pre-treatment and on-treatment titers of neutralizing
antibodies to SARS-CoV-2 among them on day 7.

9. Non-hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma will
reach higher titers of neutralizing antibodies to SARS-CoV-2 on day 60 than those receiving
placebo, showing a better humoral response.

10. Self-collected MT swab and self-collected saliva will be suitable alternative samples to
nasopharyngeal swabs collected by a healthcare worker to evaluate SARS-CoV-2 viral load.
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3 STUDY OBJECTIVES

3.1 Primary Objectives

1. Assess the therapeutic potential of early administration of convalescent MBT plasma in
reducing the rate of hospitalization at day 28 in non-hospitalised mild or moderate COVID-19
patients.

2. Assess the therapeutic potential of early administration of convalescent MBT plasma in
reducing SARS-CoV-2 viral load at day 7, measured by quantitative RT-PCR (RT-gqPCR) in non-
hospitalised mild or moderate COVID-19 patients.

3.2 Secondary Objectives

1. Assess the therapeutic potential of early administration of convalescent MBT plasma in
reducing WHO Clinical progression scale score in non-hospitalised mild or moderate COVID-
19 patients.

2. Assess the therapeutic potential of early administration of convalescent MBT plasma in
reducing the severity of common COVID-19 symptoms, measured with the FLU-PRO© PLUS
scale, in non-hospitalised mild or moderate COVID-19 patients.

3. Assess the therapeutic potential of early administration of convalescent MBT plasma in
reducing the duration of symptoms in non-hospitalised mild or moderate COVID-19 patients.

4. Assess the therapeutic potential of early administration of convalescent MBT plasma in
reducing the mortality at day 60 in non-hospitalised mild or moderate COVID-19 patients.

5. Evaluate the safety and tolerability of convalescent MBT plasma in non-hospitalised mild or
moderate COVID-19 patients.

6. Assessthe change from baseline to day 7 of ferritin, prealbumin, interleukin 6 (IL-6), D-dimer,
C reactive protein (CRP), and leukocytes and lymphocytes counts in peripheral blood in non-
hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma.

7. Assess the impact of infused plasma on neutralizing activity by quantifying the change from
baseline to day 7 in neutralizing antibodies against SARS-CoV-2 in peripheral blood in non-
hospitalised mild or moderate COVID-19 patients receiving convalescent MBT plasma.

8. Assessthe long-term impact of plasma infusion on humoral immune responses, by quantifying
the change from baseline to day 60 in neutralizing antibodies against SARS-CoV-2 in peripheral
blood in non-hospitalised mild or moderate COVID-19 patients receiving convalescent MBT
plasma.

9. Compare agreement and SARS-CoV-2 viral load in self-collected middle turbinate (MT) swab
and self-collected saliva samples with nasopharyngeal swab samples collected by a healthcare
worker.

10. Assess the therapeutic potential of early administration of convalescent MBT plasma in
reducing SARS-CoV-2 viral load at day 28, measured by quantitative RT-PCR (RT-qPCR) in non-
hospitalised mild or moderate COVID-19 patients.
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4 TRIAL DESIGN

4.1 Type of Trial

This is a multi-site, randomized, controlled with placebo, double blind, parallel study.

4.2 Description of the Design

This is a prospective, randomized (1:1), double blind, study of convalescent anti-SARS-CoV-2 MBT
plasma plus standard medical treatment (SMT) versus placebo plus SMT in mild or moderate COVID-
19 patients who are non-hospitalised. Subjects with a confirmed SARS-CoV-2 infection as determined
by positive polymerase chain reaction (PCR) or validated antigen rapid diagnostic test from
nasopharyngeal swabs will receive SMT plus one single infusion of 200-250 ml of convalescent plasma
that has been pathogen-inactivated using methylene blue treatment (MBT) or 200-250 ml of placebo.

The study will be announced on social media and the press (see ANNEX 6 for dissemination). Primary
care centres (CAPs) will inform SARS-CoV-2 positive candidates of the possibility to volunteer in the
study. At the CAPs, this information will be given during the medical visit in which patients are
informed of their PCR positive result.

Study candidates will voluntarily register at the study website “www.estudicovid19.org/” for SARS-
CoV-2-positive individuals to volunteer in COVID-19 clinical trials (see ANNEX 6 for web content), and
will provide an authorization to access their shared medical record.

In order to minimize the transfers of COVID-19 patients, given the risk of contagion that this would
entail, eligibility of candidates will be assessed by study physicians in a remote screening visit, based
on the revision of regional shared medical records (Historia Clinica Compartida de Catalunya HC3),
during an interview with the candidate. Non-eligible candidates will be informed of the reason for
non-eligibility. Eligible candidates will be scheduled an inclusion/baseline visit.

In the inclusion/baseline visit, candidates will be informed in person about the study, formally invited
to participate, and the informed consent will be obtained. Once each candidate has signed the
informed consent, he/she will undergo the required clinical procedures for final eligibility assessment
(i.e., physical examination and a urine pregnancy test). Non-eligible candidates will be informed about
the reason for their non-inclusion.

Candidates will also be identified at emergency room (ER) and/or outpatient departments (OPDs) of
the participating sites. In this case, the remote screening visit will not be necessary; an
inclusion/baseline visit will be the performed, where the candidate will be informed in person about
the study, invited to participate and the informed consent will be obtained before the assessment of
eligibility.

Eligible candidates will be randomized. To avoid unnecessary tests, ABO compatibility test will be
performed only in those that will receive convalescent plasma. The results of the tests will be known
only by the unblinded study nurse and the information will be kept blinded for the rest of the study
team.

Randomized participants will be administered a single intravenous (IV) infusion at baseline
(convalescent plasma or placebo). The administration will be performed by an unblinded study nurse,
but both the investigator and the participant will be blinded to the investigational product

Specifically, subjects randomized to combination convalescent anti-SARS-CoV-2 MBT plasma plus SMT
will receive one infusion of 200 to 250 ml of ABO-compatible convalescent plasma. Subjects
randomized to combination placebo plus SMT will receive one infusion of 200 to 250 ml of sterile
saline solution 0.9%. Infusion will be administered at baseline, using standard operating procedures
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(SOPs) that will be in place before the study start. Small adults weighing less than 45 kg will receive
one infusion of 5 ml of convalescent plasma or placebo per kilogram of body weight (to a maximum
of 250ml of convalescent plasma or placebo).

Samples of the infused convalescent anti-SARS-CoV-2 MBT plasma will be obtained before infusion for
guantitative measurement of neutralizing antibodies against SARS-CoV-2.

Nasopharyngeal and blood samples will be obtained from all participants at inclusion/baseline visit,
on day 7 and on day 28. Nasopharyngeal samples will be used to assess SARS-CoV-2 viral load
guantification. Blood samples will be used to assess viral load in nasopharyngeal swabs and
inflammatory prognostic markers (ferritin, prealbumin, interleukin 6, D-dimer, C reactive protein
leukocyte and lymphocyte counts). Leftovers of plasma will be stored for future investigations.

Participants will be trained on the completion of symptoms and safety diary card.

The symptoms and safety diary card will be filled by the participants daily from baseline up to day 14.
Self-reported data will be collected using an electronic case report form (eCRF). Paper forms will be
available for those participants who are unable to submit data using eCRF, in which scenario data will
be collected at follow-up visits on day 7 and by a study courier on day 15. If the participant reports
any new symptom with grade 4 at the FLU-PRO® PLUS questionnaire, he or she will be contacted by
telephone by the study staff to evaluate the need of an extra home visit. Participants will be also given
a contact number to report AEs, to seek medical advice, and resolve any question related to the study.
The investigator team will review the symptoms and safety diary cards on days 3, 7, and 14, to assess
compliance with self-reporting data. For participants who do not respond to follow-up surveys,
investigators will use emails or telephone calls to ascertain outcomes from them.

On follow-up visits on days 3, 7, 14, and 28, all participants will be assessed for clinical and safety
outcomes. These visits will be all by telephone except for the day 7 and the day 28 visits. Day 7 will be
a visit at home, where additionally nasopharyngeal swabs and blood samples will be collected. Day 28
will be a hospital visit, where additionally nasopharyngeal swabs sample will be collected

At day 60, all participants will be assessed by telephone for health-status outcome.

If the participant is unreachable at phone follow-up visits, clinical progression, as well as possible AEs
will be assessed through medical record (Historia Clinica Compartida, HC3), in order to assess all the
study outcomes.

Results of the sample analyses are not necessary for participants to remain in the study to continue in
the study, and participants will only be informed of relevant results for their health.

Participation in the substudy will be offered at the inclusion/baseline visit to a maximum of 135
participants in selected sites and those who accepts will sign a substudy specific informed consent. At
baseline, the participants of the substudy will be drawn an extra tube of blood sample and will be
trained on self-collection of middle turbinate (MT) swabs and saliva, and self-collected samples will be
obtained. On day 7, an extra tube of blood sample will be obtained, and they will be asked to self-
collect MT swabs and saliva. And on day 60, an extra tube of blood sample will be obtained during an
additional home or hospital visit. The extra tube in both days 7 and 60 will be stored for neutralizing
antibodies assessment. MT swabs and saliva samples will be compared with nasopharyngeal swabs
for SARS-CoV-2 viral load quantification. Leftovers of plasma will be stored for future investigations.

4.3 Study Endpoints

4.3.1 Primary endpoint(s)

- Hospitalization rate (i.e., who reach a score 24 in the WHO scale for clinical progression) [Time
Frame: Up to 28 days after reception of investigational product]
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10.

Partici
plasma arm (experimental) and the placebo arm (control).

Rando
confirmation of eligibility. ABO compatibility test will be performed for the experimental arm.

This w
that both the investigator and the participant are blinded to the product administered.

Reduction of SARS-CoV-2 viral load in nasopharyngeal swabs at day 7 after start of treatment,
as determined by RT-qPCR. [Time Frame: Up to 7 days after reception of investigational
product]

4.3.2 Secondary endpoints

Change in COVID-19 WHO Clinical progression scale score [Time Frame: Up to 60 days after
reception of investigational product]

Change in COVID-19 symptoms severity score, assessed with the COVID-19 daily self-score
tool (FLU-PRO® PLUS instrument) [Time Frame: Up to 14 days after reception of
investigational product]

Time to complete resolution of symptoms [Time Frame: Up to 28 days after reception of
investigational product]

Death rate [Time Frame: Up to 60 days after reception of investigational product]

Proportion of patients with adverse events (AE) and proportion of grade >4 AE, based on the
FDA Toxicity Grading Scale for Healthy Adult and Adolescent Volunteers scale [Time Frame:
Up to 28 days after reception of investigational product]

Change in inflammatory prognostic markers (ferritin, prealbumin, interleukin 6 (I1L-6), D-dimer,
C reactive protein (CRP) and leukocyte and lymphocyte counts) [Time Frame: Baseline and day
7 after reception of investigational product]

Intergroup comparison of absolute neutralization titers against SARS-CoV-2 in plasma of a
subgroup of participants [Time Frame: Baseline and day 7 after reception of investigational
product]

Change in titers of neutralizing antibodies against SARS-CoV-2 in plasma of a subgroup of
participants [Time Frame: Baseline and day 60 after reception of investigational product]
Agreement and SARS-CoV-2 viral loads of self-collected middle turbinate (MT) swab and self-
collected saliva compared to nasopharyngeal swabs collected by a healthcare worker [Time
Frame: Baseline and day 7 after reception of investigational product].

Reduction of SARS-CoV-2 viral load in nasopharyngeal swabs at day 28 after start of treatment,
as determined by RT-gPCR. [Time Frame: Up to 28 days after reception of investigational
product].

Measures to Avoid Bias

The following measures will be used to avoid bias: Randomization and blinding.

4.4.1 Randomization

pants will be randomly allocated using the study eCRF in a ratio of 1:1 between the convalescent

mization will be centralized at the blood bank during the inclusion/baseline visit, after

4.4.2 Stratification

There will not be stratification.

4.4.3 Blinding

ill be a double blind, placebo-controlled study. Masking of investigational products will ensure
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Opaque bags will be used for masking the investigational products. Convalescent plasma infusion is to
be performed using a filter, that opaque infusion system does not include. The investigational product
and the system will be covered with opaque bags and opaque tubular bags. Nevertheless,
convalescent plasma and placebo have very different appearance and the masking might not be
completely efficient for the study nurse manipulating the IV cannula.

To ensure blinding of the participant and the investigators assessing the study outcomes, the following
operational measures will be used:

e Randomization and preparation of the investigational product will be performed in the blood
bank by unblinded staff , who will cover the investigational product with opaque bags.

e Infusion will be performed by an unblinded study nurse, using an opaque tubular bag to cover
the infusion system. Neither the study physician nor the participant will be informed about
the investigational product received.

e Study outcomes will be assessed by blinded study physicians. Should the physician assess
clinical progression and/or AEs through medical record, specific measures will be used to
avoid being informed of the product infused.

4.4.4 Unblinding

Unblinding of an individual participant will be indicated in the event of a medical emergency where
the clinical management of the participant would be altered by knowledge of the investigational
product received. In any situation, every attempt will be made to minimize the number of participants
unblinded. If the blind is broken for any reason, this will be recorded and the sponsor will be notified
immediately. Instructions for unblinding will be provided to the study investigators. Participants will
be given a “study participant ID card” including information regarding the study and the contact details
of the investigators team (ANNEX 9).

Global unblinding for the study team will be performed after the statistical analyses are finalized, and
participants will be informed of the treatment received.

4.4.5 Identification of Subjects

The participant ID will consist of a sequential number that will be assigned to each participant at the
inclusion/baseline visit. This number will be used as a unique identifier for each participant throughout
the study.

4.5 End of Study
The date of the end of the study will be the last visit of the last participant.

The study will be completed when any of these premises are met:

e Inclusion of the number of participants needed for the sample size and end of clinical study
visits.

e The DSMB recommends completing the study prematurely for safety reasons.

® Sponsor or principal investigator decision.

If the study must be interrupted prematurely, all non-used materials should be returned to the
sponsor. The principal investigator will keep the investigator’s site file and a copy of the completed
eCRF.

In case there were no participants included in the study, the sponsor will take care of all materials.
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4.6 Source Data

Source documents will be the participants' electronic health records including laboratory results
obtained from blood and swab tests.

The symptom and safety diary card, composed of different adapted questionnaires described in
section 7, will be considered source document and will be collected directly on the eCRF (filled by the
participant and reviewed by the investigator). Paper questionnaires may also be used by participants
who are unable to use the eCRF.

Study data will be collected through an eCRF.

All investigational results obtained from study sample analyses will be recorded in separated
electronic databases, which will be merged with the clinical study data for statistical analysis.
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5 STUDY INVESTIGATIONAL PRODUCTS

5.1 Experimental and Control Investigational Products

The experimental investigational product will be ABO-compatible SARS-CoV-2 convalescent anti-SARS-
CoV-2 MBT plasma and the control investigational product will be sterile saline solution 0.9%.

Investigational products will be administered in addition to the standard medical treatment (SMT) for
COVID-19 disease prescribed by their regular physicians.
5.2 Arm Description

After confirmation of eligibility at the inclusion/baseline visit, participants will be randomly allocated
to one of the following arms:

Arm Investigational Product / Treatment

EXPERIMENTAL ARM The participant will receive one infusion of 200 to 250 ml of ABO-
compatible convalescent MBT plasma with neutralizing SARS-CoV-2
antibodies plus SMT.

The participant will receive one infusion of 200 to 250 ml of sterile

NTROL ARM
co o saline solution 0.9% via IV plus SMT.

5.3  Supply, Packaging, Labelling and Storage

5.3.1 Supply
Convalescent MBT plasma will be supplied by the “Banc de Sang i Teixits, BST".
Commercial saline solution 0.9% will be supplied by the sponsor.

Details regarding donor selection, collection and processing procedures for convalescent MBT plasma
preparation from donors recovered from COVID-19 can be found in ANNEX 1.

5.3.2 Packaging and Labelling

Packaging and labelling of convalescent plasma and placebo will comply with local regulatory
requirements.

5.3.3 Storage
Investigational products will be stored at the blood bank facilities of each study site.

Convalescent anti-SARS-CoV-2 MBT plasma will be stored to the conditions of temperature, humidity
and light as defined in the “Banc de Sang i Teixits” standard procedures (ANNEX 1).

Commercial saline solution 0.9% will be stored at room temperature.
5.3.4 Preparation and Blinding

Standard operating procedures (SOPs) will be in place for the preparation and blinding of the
investigational products.

Both convalescent anti-SARS-CoV-2 MBT plasma and saline solution 0.9% will be prepared for infusion
by unblinded personnel. Convalescent anti-SARS-CoV-2 MBT plasma will be thawed before being
covered by an opaque bag, while saline solution 0.9% will be directly covered by an opaque bag. To
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avoid a blinding breach, the time of preparation and blinding will be approximately the same for both
investigational products.

Convalescent anti-SARS-CoV-2 MBT plasma will be thawed following the “Banc de Sang i Teixits”
standard procedures.

Opaque bags will be labelled in the same manner, including at least the participant ID and the
permitted time frame of infusion. Opaque tubular bags will be used to cover the infusion system.
Infusion will be performed by study personnel, adhering to the time frames and storage conditions
defined in the “Banc de Sang i Teixits” standard procedures (ANNEX 1).

5.4 Dose, Interval, Route and Method of Administration

5.4.1 Dose, Interval, and Route

Participants will receive one infusion of 200 to 250 ml ABO-compatible convalescent anti-SARS-CoV2
MBT plasma or saline solution 0.9% at baseline.

Small adults weighing less than 45 kg will receive one infusion of 5 ml of ABO-compatible convalescent
plasma or saline solution per kilogram of body weight.

5.4.2 Administration and Timing of Investigational Plasma for Each Subject

Investigational products will be infused using standard procedures for administration of fresh frozen
plasma, which will be detailed in the study SOPs.

Start and end of infusion time will be recorded. Vital signs will be measured immediately before the
start of infusion, and immediately after the completion of infusion. Participants will remain under
observation for 20-30 minutes after the completion of the infusion to monitor AEs.

5.5 Modification of the Treatment Regimen

No changes in treatment regimens are expected. If an AE develops during infusion, the infusion will
be slowed or stopped as per investigator’s decision. Infusion of the investigational product will be
halted if any manifestations of anaphylaxis develops, and it will not be restarted.

5.6 Prior and Concomitant Treatments

SMT and treatments administered at baseline, and during the study up to day 28 will be considered
concomitant treatments, will be recorded in the medical clinical record and in the eCRF, including the
trade and/or generic names of the medication, the dose (if known), the route of administration, and
the duration of the medication (frequency).

Medicines for transfusion reactions (e.g. paracetamol, dexchlorpheniramine) may be given as a
treatment, if necessary.

There are no prohibited medications prior to study participation or during the study.

There are no restricted concomitant medications.

5.7 Accountability Procedures for Investigational Product

The investigator, or designee such as the blood bank personnel or study nurse, will keep the
investigational products accountability.

Investigational products will be used only for the study in accordance with the directions given in this
protocol.
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The investigator, or designee such as the blood bank personnel or study nurse, is responsible for
handling of the investigational products in accordance with the directions given in the protocol and in
the study SOPs. The investigator is responsible for maintaining accurate records of the investigational
product for the site. Documentation verifying receipt, dispensing, destruction, or return of the
investigational products will be maintained by the investigator or designee and will be made available
to the study monitor/relevant authorities for review. Inventory dispensing logs must be verified by
the monitor. At the end of the study, a copy of the inventory/dispensing log(s) will be retrieved by the
monitor, and the original document will be stored in the trial master file.

5.8 Treatment Compliance

A study nurse will perform the investigational product administration, and he/she will register the
incidences occurring during the procedure.
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6 SELECTION AND WITHDRAWAL OF SUBJECTS

6.1 Study population

Individuals with confirmed infection by SARS-CoV-2 from Metropolitana Sud, Metropolitana Nord and
Barcelona areas.

6.2 Inclusion Criteria

1. Adult male or female individuals of 250 years old.
2. In women of childbearing potential®, negative pregnancy test at inclusion/baseline visit.

Has confirmed SARS-CoV-2 infection as determined by PCR or validated antigen rapid
diagnostic test? from nasopharyngeal swabs <5 days prior to inclusion/baseline visit.

4. Symptomatic with mild or moderate COVID-19 with symptoms onset date < 7 days prior to
inclusion/baseline visit.

a. Mild COVID-19: Individuals who have any of the common signs and/or symptoms of
COVID-19 (i.e., fever, cough, sore throat, malaise, headache, muscle pain) without
shortness of breath, dyspnoea, or abnormal chest imaging.

b. Moderate COVID-19: Individuals who have evidence of lower respiratory disease by
clinical assessment or imaging and a saturation of oxygen (Sp02) 294% on room air at
sea level.

5. Willing to comply with the requirements of the protocol and available for follow-up for the
planned duration of the study.
6. Has understood the information provided and capable of giving informed consent.

A woman will be considered of childbearing potential if not permanently sterilized nor
postmenopausal. Permanent sterilization methods include tubal ligation, hysterectomy and bilateral
oophorectomy. Postmenopausal is defined as 12 months with no menses without an alternative
medical cause.

2Panbio™ COVID-19 Ag Rapid Test (Abbott), STANDARD™ Q COVID-19 Ag Test (Roche) or any other CE
marketed test for SARS-CoV-2 Ag detection.

6.3 Exclusion Criteria

1. If female, pregnant or breastfeeding, or planning a pregnancy during the study.
2. Severe or critical COVID-19:
a. Severe COVID-19: respiratory frequency >30 breaths per minute, SpO; <94% on room

air at sea level, ratio of arterial partial pressure of oxygen to fraction of inspired
oxygen (Pa0,/FiO) <300 mmHg, or lung infiltrates >50%.
b. Critical COVID-19: respiratory failure, septic shock, and/or multiple organ dysfunction.

Current hospital admission for any cause.

History of previous confirmed SARS-CoV-2 infection.

History of significantly abnormal liver function (Child Pugh C).

History of chronic kidney disease (CKD) > stage 4, or need of dialysis treatment.

Any pre-existing condition that increases risk of thrombosis.

History of allergic reactions to blood or plasma products or methylene blue.

Known IgA deficiency with anti-IgA antibodies.

10. Medical conditions for which 250 ml of intravenous fluid is considered dangerous (i.e.,
decompensated heart failure or renal failure with fluid overload).

LWooNOU AW
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11. Inability to consent and/or comply with study protocol, in the opinion of the investigator.

12. Currently participating or planning to participate in any interventional study for the treatment
of COVID-19 or SARS-CoV-2 infection until day 60.
6.4 Subject Withdrawal Criteria
6.4.1 Early Subject Withdrawal
Participants will prematurely end their participation in the study in the following circumstances:
At their own request.

If, in the investigator’s opinion, continuation in the study would be detrimental to the
subject’s well-being.

At the specific request of the sponsor.

The participant is not able to adhere to the main protocol requirements, in the opinion of the
investigator.

In the exceptional case of non-availability of ABO-compatible convalescent plasma.
Other (the reason will be specified).

As a general rule, a participant will remain in the study as long as the primary outcome measures are
available.

6.4.2 Medical Approach to Withdrawal

Withdrawals will be notified to the sponsor and the date and reason for the withdrawal will be
collected. The investigator will provide adequate medical support to the participant if required if
required.

6.4.3 Follow-up after Early Withdrawal

Randomized participants who withdraw will be followed up to day 28 for clinical and safety outcomes
and up to day 60 for health status outcome, except in case the reason of withdrawing is voluntary.

6.4.4 Replacement of Participants

Replacement of participants will be allowed only in case of early withdrawal happening before the
start of the infusion of investigational product.

Participants withdrawn after the start of the infusion will not be replaced.
6.4.5 Pre-randomization Loses

All candidates considered for the study will be registered on the screening list, including the reasons
for non-suitability or non-attendance to the inclusion/baseline visit.

Candidates who sign the informed consent will undergo an inclusion/baseline visit; those who are
found not eligible will not be randomized, but data from the visit and the reason for non-inclusion will
be recorded in the eCRF.

Subject re-screening will not be performed.
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7 STUDY CONDUCT AND ASSESSMENT OF RESPONSE

7.1  Study Visits and Procedures
7.1.1 Recruitment procedures
Candidates will be recruited from:

e Voluntary register through the study website (“www.estudicovid19.org/”), where candidates

will be asked essential questions to preliminary assess their suitability (see ANNEX 6 for web
content). The registration on the website will entail an authorization to access the candidate
shared medical records to permit a preliminary assessment of eligibility over the phone.

e |nvitation through ER or OPD staff of the participating sites, where candidates be invited to
participate by study physicians on-site.

7.1.2 Screening

With the aim of minimizing the transfers of COVID-19 patients, given the risk of contagion that this
would entail, candidates who voluntarily register on the study website will be assessed for eligibility
for the study by study physicians based on the revision of regional shared medical records (Historia
Clinica Compartida de Catalunya HC3) during a phone interview. Non-eligible candidates will be
informed of the reason for non-eligibility. Eligible candidates will be scheduled an inclusion/baseline
visit.

Candidates identified through ER or OPD of the participating sites will be informed about the study
and if interested, will be directed to the inclusion/baseline visit to obtain informed consent and assess
eligibility on-site.

A record containing all evaluated candidates and reasons for non-inclusion will be in place for the
study (i.e., screening log).

7.1.3 Inclusion/baseline

The inclusion/baseline visit will be a hospital setting visit with a study physician and a study nurse,
either at the hospital or, if safe requirements detailed on the study SOPs are met, at home by Hospital
at home care unit staff (Hospitalitzacié domiciliaria).

The procedures will be the following:

1. In-person information of study details
2. Informed consent form signature
3. Urine pregnancy test in females of child-bearing potential
4. Interview of the participant:
a. Record demographic data.
b. Record of SARS-CoV-2 PCR or antigen RDT result (including date of analysis).
c. ldentification baseline medical conditions and concomitant treatment.
d. Identification of date of onset of COVID-19 symptomes.
5. Physical examination (including measuring weight and height) and vital signs (Body
temperature, Oxygen saturation, Respiratory rate, Heart rate, Blood pressure).
6. Verification of inclusion and exclusion criteria. In case of non-inclusion, the participant will be
informed of the reason and the study staff will provide the necessary medical attention.

If the participant is found eligible, the study staff will perform the following procedures:

1. Inthe selectedsites, offer participation in the substudy and sign the specificinformed consent.

FLS-IM-048 Page 36 out of 73


http://www.estudicovid19.org/

&

FUNDACIO LLUITA CONTRA LA SIDA . COnV-ert study
| LES MALALTIES INFECCIOSES Germans Trias i Pujol
Hospital Version 4.0, 28 October 2020

2.
3.

10.
11.

12.
13.

Classification of baseline severity of COVID-19 using WHO scale.
Blood draw:

a. Bloodsample collection for an ABO-compatibility test (which will be performed in case
the participant is assigned to convalescent plasma group).

b. Blood sample collection for inflammatory prognostic markers (ferritin, prealoumin, IL-
6, D-dimer, CRP, and leukocyte and lymphocyte counts).

c. Blood sample collection for storage at IrsiCaixa.

d. In substudy participants, blood sample collection for quantification of neutralizing
antibodies against SARS-CoV-2.

Nasopharyngeal swabs collection by study nurse.

In the substudy participants, training of the participant on the process of self-collection of MT
swabs and saliva samples, and self-collection of MT swabs and saliva samples by the
participant.

Training in the completion of the symptoms and safety diary card, which will be filled by the
participant at baseline and daily until day 14, using the study an eCRF. Paper forms will be
available for those participants who are unable to submit electronic data using eCRF, and in
this scenario data will be collected in the eCRF at follow-up visits on day 7 and by a study
courier on day 15.

a. If the participant reports any new symptom with grade 4 at the FLU-PRO® PLUS
guestionnaire, he or she will be contacted by telephone by the study staff to evaluate
the need of an extra home visit

b. Participants will be also given a contact number to report AEs, to seek medical advice,
and resolve any question related to the study.

Randomization to assign the participant to a study arm, centralized at the Blood Bank facilities
by study staff.

In case of convalescent plasma is assigned, the blood bank staff will perform the ABO
compatibility test using standard guidelines for blood transfusion laboratories.

Preparation and blinding of ABO-compatible convalescent plasma or placebo to be
administered.

Transport of the investigational product from the Blood Bank to the place of infusion.
Administration of a single infusion of 200 to 250 ml, of investigational product (either
convalescent plasma or placebo).

a. Time at start and end of infusion will be recorded.

b. Infusion will be done in accordance with the standard policies for administration of
blood and routine administration of fresh frozen plasma, and study specific SOPs will
be in place.

c. If an AE develops during infusion, the infusion will be slowed or stopped as per
investigator’s decision. Infusion will be halted if any manifestation of anaphylaxis
develops, and will not be restarted.

d. Vital signs (Temperature, Oxygen saturation, Respiratory rate, Heart rate, Blood
pressure) will be measured at immediately after the completion of infusion.

e. Medicines for infusion reactions (e.g. paracetamol, dexchlorpheniramine) may be
given as a treatment, if necessary.

Monitoring of AEs for a period of 20-30 minutes after the completion of the infusion.
Provide the participant with the “study participant ID card” (ANNEX 9), and instruct the
participant to always carry the card with him/her.
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7.1.4 Day3
The participant will be contacted by telephone by study staff for safety and clinical follow-up.
Specifically,
1. Revision of symptom and safety daily data, and discussion of inconsistencies with the
participant.

2. Classification of severity of COVID-19 using WHO scale.

AEs will be assessed by the study staff.

4. If deemed necessary, AEs will be informed to and reviewed by the study physician, and
medical attention will be given when necessary.

w

7.1.5 Day7
The participant will be visited at home by study staff, and the following procedures will be performed:

1. Vital signs (Temperature, Oxygen saturation, Respiratory rate, Heart rate, Blood pressure).
2. Blood draw:
a. Blood sample collection for inflammatory prognostic markers (ferritin, prealbumin, IL-
6, D-dimer, CRP, and leukocyte and lymphocyte count). This sample will be sent to the
laboratory for a routine processing.
b. Inthe substudy participants, blood sample collection for quantification of neutralizing
antibodies against SARS-CoV-2.
Nasopharyngeal swab sample collection.
In the substudy participants, self-collection of MT swabs and saliva samples by the participant.
Revision of symptom and safety daily data, discussion of inconsistencies with the participant.
Classification of severity of COVID-19 using WHO scale.
AEs will be assessed by the study staff.
If deemed necessary, AEs will be informed to and reviewed by the study physician, and
medical attention will be given when necessary.

O NV AW

7.1.6 Day 14

The participant will be contacted by telephone by study staff for safety and clinical follow-up.
Specifically,
1. Revision of symptom and safety daily data, and discussion of inconsistencies with the
participant
2. Classification of severity of COVID-19 using WHO scale.
3. AEs will be assessed by the study staff.
4. If deemed necessary, AEs will be informed to and reviewed by the study physician, and
medical attention will be given when necessary.

7.1.7 Day 28

The participant will be scheduled a visit with a study nurse at the hospital, where the following
procedures will be performed:

1. Vital signs (Temperature, Oxygen saturation, Respiratory rate, Heart rate, Blood pressure).

2. Nasopharyngeal swab sample collection.

3. Classification of severity of COVID-19 using WHO scale.

4. Assessment of COVID-19 symptoms that were still persisting at day 14 (as collected in the
symptom diary) will be assessed as “persisting” or “resolved”.

5. AEs will be assessed by the study staff.
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6. AEs will be informed to and reviewed by the study physician, and medical attention will be
given when necessary.

7.1.8 Day 60 (End-of-Study)

The participant will be contacted by telephone by study staff for safety and clinical follow-up.
Specifically,

1. Classification of severity of COVID-19 using WHO scale.

2. Inthe substudy participants, a visit will be scheduled within 5 days to obtain a blood sample.

7.1.9 Extra home visit (unscheduled visit)
The need of an extra home visit will be assessed by phone in case of:

e Report of any new symptom with grade 4 at the FLU-PRO® PLUS questionnaire
e Report of any AE of grade 3 or more

If deemed necessary by the study staff, at any time during the study period, the participant will be
visited at home to perform the necessary procedures to assess an AE or provide medical attention.
7.1.10Participant’s Diary

Additionally to the scheduled study visits, the participant will perform the following procedures daily
from day 1 to day 14:

1. Measurement of axillary body temperature
2. Fill the symptom and safety diary card, which will include the FLU-PRO® PLUS Questionnaire
and additional questions regarding safety, and medications taken by the participant.
Data will be collected using an electronic case report form (eCRF). Paper forms will be available for
those participants who are unable to submit data using eCRF, and in this scenario data will be collected
at follow-up visit on day 7 and by a study courier on day 15.

7.2 Clinical Progression Scales

The following scales will be used to assess clinical progression of the participants:
7.2.1 WHO Clinical Progression Scale

This scale will be assessed by the study staff at baseline, and days 3, 7, 14, 28, and 60.

The WHO Clinical Progression Scale is recommended for non-mortal clinical outcomes (WHO Working
Group on the Clinical Characterisation and Management of COVID-19 infection, 2020) (15), and will
assess hospitalization rate (i.e., who reach a score >4).

This is an ordinal scale to measure clinical progression and recovery based on location and supportive
measures used within the health-care system. It provides a measure of illness severity across a range
from 0 (not infected) to 10 (death) with data elements that are rapidly obtainable from clinical records.

The WHO Clinical Progression Scale is located in ANNEX 2.
7.2.2 FLU-PRO® PLUS Questionnaire

Participants will fill daily questionnaires from baseline to day 14. Data will be self-reported, collected
using the study eCRF and reviewed by the investigator at baseline, and days 3, 7, and 14.

Symptom severity will be also assessed with the certified-Spanish translation of the FLU-PRO® PLUS
Questionnaire. It is a COVID-19 daily self-score tool, to assess severity of symptoms across six body
systems: nose, throat, eyes, chest/respiratory, gastrointestinal, and body/systemic.
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The instrument also provides data on the presence/absence of symptoms, symptom profiles, and
change over time.

Adapted from the FLU-PRO® instrument, the COVID version consists of 34 items that are answered
daily. Items 1-27 are Likert scale questions (rated 0-4) where 0 = not at all and 4 = very much. These
items are summed to score the severity of symptoms- where a total score of 112 would indicate the
greatest severity of symptoms and a score of 0 would indicate no severity of symptoms. ltems 28-32
are also Likert scale questions (rated 0-4) that measure the frequency of specific daily symptoms
where 0 = never or 0 times and 4 = always or 4 times. These items are summed to score the frequency
of symptoms, where the highest score for the frequency of symptoms (20) indicates the greatest
burden of symptom frequency. Items 33 and 34 are yes/no questions that measure the
presence/absence of COVID-19 specific symptoms, where 0 = no and 1 = yes. These items are summed,
where the highest score of 2 indicates presence of both symptoms. The total maximum score of the
FLU-PRO® PLUS questionnaire is 134.

The FLU-PRO®PLUS Questionnaire is located in ANNEX 3. For the present study.
7.2.3 Assessment of Safety

Safety will be assessed using the safety diary card filled daily by participants and through telephone
contact by study staff on day 3, 7 and 14. Safety diary card and phone assessments are detailed in
ANNEX 4.

Participants will fill daily from baseline to day 14 self-reported data related to symptoms and safety.
These data will include medication-related effects with directed questioning on the most common
adverse effects and an open-ended free-text field.

The investigator team will review surveys on days 3, 7, and 14, to assess compliance in self-reporting
data and safety data will be also collected, with direct questioning on common AEs and indirect
guestioning on other possible AEs.

If the participant reports any new symptom with grade 4 at the FLU-PRO® PLUS questionnaire or any
AE of grade 3 or more, he or she will be contacted by telephone by the study staff to evaluate the
need of an extra home visit. The need of an extra home visit will be evaluated if an important AE is
detected on the phone visits.

Participants will be also given a contact number to report AEs, to seek medical advice, and resolve any
guestion related to the study.

For participants who would not respond to follow-up surveys, investigators will use e-mails or
telephone calls to ascertain outcomes from them.
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7.3 Description of Laboratory Tests and Procedures

swab and self-
collected saliva

Test Type of sample Description Location Visit
Inflammatory Wh|t(? Fell blood coynt , HUGTIP .
. ferritin, prealbumin, Baseline*
prognostic Blood sample . . . Central
« interleukin 6 (IL-6), D-dimer, Laborator and day 7
markers C reactive protein (CRP) y
ABO Type of anti-A and anti-B in
Il i ly i
compatibility Blood sample red ce ‘s‘and n ser.um onlyin BST Baseline*
- participants assigned to
convalescent plasma group
Quantitative
. Baseline*,
measurement Nasopharyngeal | Quantitative RT-PCR of SARS- IrsiCaixa davs 7 and
of SARS-CoV-2 swab CoV-2 y i,
viral load
Quantitative L
Self-collected MT | Quantitative RT-PCR of SARS- .
measurement - Baseline*
swab and self- CoV-2 IrsiCaixa
AN collected saliva (substudy) and day 7
viral load SUDSTUEY
Quantitative
measurement .
.. Convalescent anti- Quantitative measurement
of neutralizing .. 0L I .
o SARS-CoV-2 MBT of neutralizing antibodies IrsiCaixa Baseline
antibodies . .
i plasma infused against SARS-CoV-2
against SARS-
CoV-2
Quantitative o
measurement Quantitative measurement
. of neutralizing antibodies . Baseline*,
of neutralizing . IrsiCaixa
D Blood sample against SARS-CoV-2 day 7 and
antibodies (substudy) 60
against SARS-
CoV-2
p| Future i tigati IrsiCaixa and Baseline*
asma uture investigations. ISGlobal aseline
Leftovers of SARS- .
CoV-2 positive Baseline*
P Future investigations. HUGTIP and days 7,
nasopharyngeal 428
Storage swab o
Leftovers of SARS-
CoV-2 positive Baseline*
self-collected MT Future investigations. HUGTIP
and day 7.

*All baseline samples will be obtained before start of infusion of investigational product.
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7.4 Study Variables
Among others, the following study variables will be collected:
Demographic data:

1. Age
2. Sex (Male/Female)

Clinical data:

1. Comorbidities
a. Chronic obstructive pulmonary disease
Asthma
Chronic hypertension
Obesity
Cardiovascular disease (Chronic congestive cardiac failure, ischemic heart disease)
Chronic kidney disease
Diabetes
Cerebrovascular disease
i. Cancer
j. Immunosuppression
2. Concomitant treatments

S®m 0 o0 T

COVID-19 clinical data:

1. Date of positive SARS-CoV-2 result
2. Type of test:
a. RT-PCR
b. Validated antigen rapid diagnostic test
3. Date of symptom onset
4. COVID-19 severity (mild, moderate, severe or critical)

Participant diary card, list of symptoms (extracted from the FLU-PRO® PLUS Questionnaire, ANNEX 3):

1. Fever
a. Feltcold
b. Felt hot
c. Sweating
2. Cough

a. Dry or hacking cough
b. Wet or loose cough
c. Frequency of coughing
d. Frequency of coughing up mucus or phlegm
3. Sore throat
a. Scratchy or itchy throat
b. Sore or painful throat
c. Difficulty swallowing
4. Malaise
a. Lack of appetite
b. Sleeping more than usual
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c. Weak or tired
d. Chills or shivering
5. Headache
a. Feltdizzy
b. Head congestion
c. Headache
6. Muscle pain
a. Body aches or pains
7. Shortness of breath, dyspnoea
a. Trouble breathing
b. Chest congestion
c. Chest tightness
8. Gastrointestinal symptoms
a. Felt nauseous
b. Stomach ache
c. Frequency of vomiting
d. Frequency of diarrhoea
9. Anosmia
10. Ageusia
11. Rhinitis
a. Runny or dripping nose
b. Congested or stuffy nose
c. Sinus pressure
d. Frequency of sneezing
12. Conjunctivitis
a. Teary or watery eyes
b. Sore or painful eyes
c. Eyessensitive to light

Participant diary card, safety:

1. Injection site pain
2. Injection site swelling
3. Rash

4. Injection site pruritus

Physical examination and vital signs:

1. Saturation of oxygen on room air at sea level

Weight measurement
Height measurement

2. Blood pressure
3. Temperature

4. Respiratory rate
5. Heartrate

6.

7.

Convalescent anti-SARS-CoV-2 MBT plasma analysis:
1. Titers of anti-SARS-CoV-2 antibodies in donor’s MBT plasma
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Blood analysis:

1. Complete Blood Count (lymphocytes, leucocyte count)
Ferritin

Prealbumin

Interleukin 6 (IL-6)

D-dimer

C-reactive Protein (CRP)

Titers of anti-SARS-CoV-2 antibodies

NouhkwnN

Respiratory swabs (nasopharyngeal and MT) and saliva analysis:

1. SARS-CoV-2 RT-qPCR

Hospitalization

1. Date of hospitalization
2. Cause
3. Notification and collection of data as defined in section 8

Death
1. Date
2. Cause

Radiological findings (if available)

1. Chest CT scan
2. Chest x-ray

Adverse events

1. Asdefined in section 8

Concomitant treatments

1. As defined in section 5.6
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7.5 Schedule of Procedures

Screening Inclusion/Baseline Day 3 Day 7 Day 14 Day 28 Day 60
(phone) & (hospital setting visit)” (phone) (home) | (phone) | (hospital) | (phone)
Allowable window N/A 0 +2 +/-2 +/2 -2 -2
(days)
Authorization to
access medical X
records?!
Informed consent X
signature
Pregnancy test X
Clinical examination X
Vital signs X X X
Demographic, clinical X
data, and PCR record
In.clus.lon / exclusion X "
criteria
Nasopharyngeal X2 X X
swab
MT swabs (self- X23 X3
collection)
Saliva sample (self- x23 X3
collection)
Blood draw X2 X X3
ABO compatibility X2
test
lnflgmmatory X2 X
prognostic markers
Neutralizing X23 X3 3
antibodies
Sample storage X2 X X3
Investigational
. . X
product infusion
Symptom and safety
. .. X
diary card training
Adverse events X X X5
Symptom and safety
. X X
diary card
Symptom persistency X
or resolution
Follow up X X
assessment
Concomitant
Treatment X X

MT: mid-turbinate; N/A: Not applicable

Y In order to minimize the transfers of COVID-19 patients, given the risk of contagion that this would entail,
eligibility will be assessed based on the revision of regional shared medical records (Historia Clinica Compartida
de Catalunya HC3), and clinical history taken by phone.

2Samples at baseline will be obtained prior to the infusion of the investigational product.? Substudy in a subgroup
of 135 participants. Day 60 blood draw allowable window will be +5 days from the actual day of the day 60 visit.

4 Blood for the ABO compatibility test will be collected from all study participants, but the test will only be
performed in experimental (convalescent plasma) group.

> The time frame for new AE collection will end at day 28 visit. At day 60 visit, the investigator must collect follow-
up data of AEs that were not resolved on day 28, and SAEs due to hospitalization or death.

% The screening remote visit will only be performed in participants registered on the study website.

7 A visit at home by the Hospital at home care unit staff will be allowed if safe requirements detailed on the study
SOPs are met.
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8  ADVERSE EVENTS AND INCIDENTS

8.1 Safety parameters
The safety endpoints will include:

1. Cumulative incidence of adverse events (AEs) through day 28
2. Cumulative incidence of serious adverse events (SAEs) through day 28
3. Cumulative incidence of severe AEs through day 28

In this study, disease progression is defined as the worsening of a subject’s condition attributable to
the disease for which the investigational product is being studied. It may be an increase in the severity
of the targeted disease and/or increases in the symptoms of the targeted disease. Anticipated
symptoms of COVID-19 include fever, cough, hypoxia, dyspnoea, haemoptysis, myalgia, fatigue,
pharyngitis, diarrhoea which may develop at any time during the course of the disease.

8.2 Definitions

Adverse event (AE): Medical event presented by a participant administered an investigational
product, and which does not necessarily have a causal relation to the treatment.

Serious adverse event (SAE): Medical event classified as such and which, regardless of the dose
involved:

1. Causes participant death.

2. Produces a life-threatening situation for the participant.

3. Requires or prolongs in hospital admission.

4. Produces important or persistent incapacitation/handicap or constitutes a congenital defect

or anomaly.

Needs action to prevent any of above situations.

6. Is considered medically significant (examples of such events are intensive care in an
Emergency Service or at home in a patient with allergic bronchospasm; blood dyscrasias or
seizures not giving rise to hospital admission, or the development of drug dependency or
abuse).

o

Unexpected adverse event (UAE): AE related to the investigational product the nature or intensity of
which does not coincide with the information available on the product.

Suspected Unexpected Serious Adverse Reaction (SUSAR): SAE related to the investigational product
the nature or intensity of which does not coincide with the information available on the product.

Incident related to the infusion:

e Mistake in component infusion: event in which a participant is administered an
investigational product that is non-compliant or was intended for another participant.

e Incident without effect or almost-incident: event in which a mistake in component infusion
is detected before happening.

8.3 Adverse Events Assessment
8.3.1 Seriousness
A serious AE is any medical event that meets the criteria of SAE.

Events not considered to be SAEs are hospitalizations for:
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1. A standard procedure for protocol therapy administration. However, hospitalization or
prolonged hospitalization for a complication of therapy administration will be reported as an
SAE.

2. Routine treatment or monitoring of the studied indication not associated with any
deterioration in condition.

3. A procedure for protocol/disease-related investigations (e.g., surgery, scans, endoscopy,
sampling for laboratory tests, bone marrow sampling). However, hospitalization or prolonged
hospitalization for a complication of such procedures remains a reportable SAE.

4. Hospitalization or prolongation of hospitalization for technical, practical, or social reasons, in
absence of an AE.

5. A procedure that is planned (i.e., planned prior to starting of treatment on study); must be
documented in the source document and the CRF. Hospitalization or prolonged
hospitalization for a complication remains a reportable SAE.

6. An elective treatment of a pre-existing condition unrelated to the studied indication.

7. Emergency out participant treatment or observation that does not result in admission, unless
fulfilling other seriousness criteria above.

8.3.2 Intensity

The FDA Toxicity Grading Scale for Healthy Adult and Adolescent Volunteers scale will be used to grade
the intensity of the AE. Events not listed in the grading scale will be graded as follows:

Grade 1 Mild. No interference with activity.

Grade 2 Moderate. Some interference with activity not requiring medical intervention.
Grade 3 Severe. Prevents daily activity and requires medical intervention.

Grade 4 Potentially Life Threatening. Emergency Room visit or hospitalization.

Grade 5 Death.

8.3.3 Causality

All AEs must have their relationship to the investigational product assessed by the physician who
examines/contacts and evaluates the participant based on temporal relationship and his/her clinical
judgment. Causal relationship to the investigational product will be established according to medical
judgment on whether there is a reasonable possibility of a causal relationship between the AE and the
investigational product administration.

The investigator must determine and classify the AE causality according to the following categories:

e Unrelated/Not related: There is not a reasonable possibility that the administration of the
investigational product caused the AE, there is no temporal relationship between the
investigational product administration and AE onset, or an alternate aetiology has been
established.

e Related: The AE is known to occur with the investigational product, there is a reasonable
possibility that the investigational product caused the AE, or there is a temporal relationship
between the investigational product administration and the AE. Reasonable possibility means
that there is evidence to suggest a causal relationship between the investigational product
administration and the AE.
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o Possibly related: There is evidence to suggest a causal relationship between the
investigational product and the AE.

o Definitely related: There is a reason to conclude that the investigational product
caused the AE.

Criteria to assess the causal relationship should take in account of the following conditions.

1. A plausible temporal sequence from the investigational product administration to the AE
onset.

2. Whether the AE follows a known response pattern to the suspected treatment.

3. Whether the AE could be reasonable explained by the participant’s clinical state,
comorbidities, or concomitant medications.

4. The occurrence of improvement on stopping/reducing the treatment (positive dechallenge)
and/or reappearance of the AE on repeated exposure (positive rechallenge).

8.3.4 Expectedness

An AE related to the investigational product will be considered “unexpected” if the nature,
seriousness, severity, or outcome of the reaction(s) is not consistent with the reference information
or expected effects of fresh frozen plasma infusion.

The assessment of the expectedness between an AE and the administration of treatment is a decision
to be made by the principal investigator or co-investigator, who are qualified physicians.

A suspected unexpected serious adverse reaction (SUSAR) is a serious adverse event related to the
investigational product whose nature, severity or outcome is not consistent with the reference
information or expected effects of the fresh frozen plasma infusion.

All unexpected serious ARs will be notified to the study sponsor.
8.3.5 Duration

For both AEs and SAEs, the investigator will provide a record of start and stop dates of the event
(expressed in the shortest time unit possible). Changes in the severity of an AE or SAE will be
documented in the clinical record.

For AEs that occur during the infusion, the infusion rate in effect at the time of onset of the AE, the
time of onset of the AE and the time of AE change materially in intensity and/or resolve will be
captured.

8.3.6 Action Taken

The investigator will report the action taken with study intervention as a result of an AE or SAE, as
applicable (i.e., discontinuation or reduction of volume of infusion, as appropriate) and report
whether concomitant and/or additional treatments were given for the event.

8.3.7 Outcome
Any AE or SAE will be followed preferably until:
- Resolution of the event.
- Stabilization of the event
- Resetting the baseline situation of the event, in case baseline situation is available.
Otherwise, they will continue until:

- The event can be attributed to products other than the investigational product or factors
unrelated to the study; or
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- Itis unlikely to obtain further information.

If the subject dies from a SAE, the rest of AE or SAE that are active will be recorded as “not recovered”.

8.4 Time Frame for Recording Adverse Events and Incidents

The investigator must collect all the AE, SAE and incidences that occur from the moment the subject
signs the informed consent until day 28. On day 60, the investigator must collect follow-up data of AEs
that were not resolved on day 28, and SAEs due to hospitalization or death.

8.5 Documentation Related to Adverse Events and Incidents

Each AE, SAE or incident to take place during the study will be documented in the medical records of
the participant in accordance with standard clinical practice of the investigator. For each SAE, an
independent set of SAE form will be used. Only if there are multiple SAE at the time of the initial report
and these are temporary and / or clinically interrelated can be registered on the same set of SAE form.

The investigator should try to make a diagnosis of the event based on the signs, symptoms and / or
other clinical information. An AE diagnosis must be recorded per line, or a sign/symptom if the
diagnosis is not available. If a diagnosis subsequently becomes available, this then should be entered,
and the sign/symptom crossed out.

SAE pages found in the investigator’s file shall be completed as precisely as possible and shall be signed
by the investigator before being sent to sponsor. In the initial page of the SAE form, the investigator
must provide his/her opinion regarding the relationship of the event to the study intervention.

8.6 Pregnancy

Cases of pregnancy will be recorded as AE and should only be considered as SAE only if they meet any
seriousness criteria. Pregnancy will also be a protocol deviation. The investigator will provide the
necessary medical advice to the pregnant participant.

No special measures are required in relation to the pregnancy of a partner of a male participant.

8.7 Procedure for Adverse Event Reporting
8.7.1 Investigator

The recording of AEs, SAEs and incidences is the responsibility of the study investigator team, which
should indicate the time of appearance of the event (expressed in the shortest time unit possible), its
serious / not serious status, and in case it is considered related to investigational products, whether it
was expected or unexpected. The intensity of the event (grade 1 to 5) is to be specified, along with
the measures adopted (none, treatment, temporal or permanent discontinuation of investigational
product), course (complete remission, partial remission, persistence) and causality based on the
criteria indicated in section 8.3.3.

All AEs, SAEs and incidences will be recorded, regardless of the causality or outcome, in the
corresponding form of the eCRF of each participant. Depending on the nature of the event, each AE
will be classified as:

® Serious / non-serious

e Related expected / related unexpected
The investigator will immediately notify the study sponsor of any SAE, any related AE, or any incidence.
The notification will be performed within 24 hours of first knowledge by the investigator.

Contact Details for Sponsor:

FLS-IM-048 Page 49 out of 73



FUNDACIO LLUITA CONTRA LA SIDA . COnV-ert study
| LES MALALTIES INFECCIOSES Germans Trias i Pujol

Hospital Version 4.0, 28 October 2020

safety@fls-rs.com

8.7.2 Sponsor

The sponsor will inform the relevant Ethics Committee about any important information of security of
the investigational product.

The sponsor will inform the relevant Ethics Committee of any SUSAR which may be related to the
investigational product.

The deadlines to notify a SUSAR is, from the first knowledge by the sponsor:

1. 15days
2. 7 days if the SUSAR has resolved in death or has been life-threatening. Relevant follow-up
information for these cases will be subsequently submitted within an additional 8 days.

The sponsor will inform the hemovigilance service of any AE, or any incidence related to the infusion.

The sponsor will keep a detailed register of all the AEs and SAEs notified by the investigators and all
AEs, SAEs and incidents will be listed in table form in the final report of the study.

8.8 Data and Safety Monitoring Board

An independent Data and Safety Monitoring Board (DSMB) has been convened to assess the progress
of this clinical study, the safety data, and critical efficacy endpoints and provide recommendations to
the study PIl. The members of the DSMB serve in an individual capacity and provide their expertise and
recommendations. The DSMB will review cumulative study data to evaluate safety, efficacy, study
conduct, and scientific validity and data integrity of the study.

The composition, responsibilities and independence of the DSMB, as well as the planned meetings
and communication flow, will be detailed in ANNEX 7.

FLS-IM-048 Page 50 out of 73


mailto:safety@fls-rs.com

FUNDACIO LLUITA CONTRA LA SIDA . COnV-ert study
| LES MALALTIES INFECCIOSES Germans Trias i Pujol
Hospital Version 4.0, 28 October 2020

9  STATISTICAL ANALYSIS

9.1 Methods
9.1.1 Descriptive Analysis

The characteristics of the study population will be described using frequencies for categorical variables
and using mean and standard deviation for quantitative variables.

9.1.2 Bivariate Analysis

We will use the chi-square test for categorical variables and the t-test and analysis of variance for
continuous variables.

9.1.3 Multivariate Analysis

Event rate comparison between groups

Hospitalization and/or death rate between groups will be analysed using the odds-ratio (OR) obtained
by fitting a logistic regression model.

Longitudinal VL decay

Efficacy will be determined by comparing the mean reduction of the viral load from baseline to days
7 and 28, with the use of a linear/non-linear mixed effect model taking into account the randomization
group and repeated measures within each individual. The viral load will be provided in logarithmic
scale; if less than 15% of specimens presents undetectable viral load at a given follow-up assessment
a value of 3 logio copies per mL (i.e., lower limit of detection) will be assigned for the purpose of
statistical analysis. Otherwise, we will consider undetectable viral loads as left-censored values.

Mean change differences between groups

The secondary clinical outcome regarding between-group differences in symptoms severity score will
be assessed by means of linear regression.

Time to event analysis

The time to complete resolution of symptoms will be analysed using Kaplan-Meier survival functions
and hazard ratios (HRs), calculated using a Cox proportional hazards regression model based on the
assumptions of proportional risks. Kaplan-Meier estimates will be compared using the log-rank test.

Variable selection

All models will be adjusted with basal covariates chosen according to their clinical relevance or from
the observed correlation with the study outcome, and variable selection procedure will be done using
the AlC-based stepwise algorithm.

Missing data and outliers

No missing data imputation method will be used in this study and we will not analyse the presence of
potential outliers.

All analyses will be done with the R statistical package, version 6.3 or higher under a significance level
of 0.05.
9.2 Analysis Population

The primary efficacy analysis will be performed on the intention-to-treat (ITT) population, which will
include all randomized participants. If deemed necessary, sensitivity analyses will be performed with
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the per-protocol (PP) population. Safety will be assessed in the safety population, which will include
all participants who received investigational product (convalescent plasma or placebo).

9.3 Sample Size

A sample size of 237 cases per arm would provide the trial with 80% power to detect 50% reduction
in hospitalization rate at day 28 after starting the treatment, assuming an expected rate of
hospitalization of 15%, allowing a 5% of loss to follow-up.

Approximately 157 cases per arm are required to have 80% power to detect a minimal expected
difference of 5 points in a scale of 156 points with 39 items, to assess symptoms’ severity, at a
significance level of a = 0.05, assuming a standard deviation of 15.

Approximately 150 cases per arm are required to have 80% power to detect a difference of 0.5 log10
in the mean reduction of SARS-CoV-2 viral load at a two-sided significance level of a = 0.05, assuming
an expected overall standard deviation of 1.5. A 0.5 logio copies/mL difference in reduction was
chosen to represent the minimal threshold for a biologically relevant change for our analyses.

For the substudy for quantification of neutralizing antibodies against SARS-CoV-2 a total sample size
of 135 was estimated considering parameters detailed in the rationale.

9.4 Interim Analyses

An interim analysis of efficacy and safety variables will be performed after the first 60 participants
achieve the primary endpoint (i.e., day 28) for the purpose of sample size recalculation. The interim
analyses will be performed using blinded data, unless otherwise indicated by the DSMB.

9.5 Deviation of Statistical Plan

Any deviation from that presented statistical plan will be described and justified in the final study
report.
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10 DIRECT ACCESS TO SOURCE DATA/DOCUMENTS

Investigators and institutions will allow the monitoring, and audits by the sponsor giving direct access
to data and original source documents.

Access to personal participant information will be restricted to the study investigator and staff. To
allow monitoring, audits and inspections, access to data to the Ethics Committee and personnel
authorized by the sponsor, is guaranteed while maintaining the confidentiality thereof according to
current legislation, in accordance with the Data Protection Law (LOPD, the organic Law 3/2018 of 5
December on the Protection of Personal Data and the Guarantee of Digital Rights complementary to
the Regulation (EU) 2016/679 of the European Parliament and of the Council of 27 April 2016, on the
protection of natural persons with regard to the processing of personal data and on the free
movement of such data).

The principal investigator will have overall control of, and will act as the custodian for all data for the
full duration of the study.
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11 QUALITY CONTROL AND QUALITY ASSURANCE

11.1 Study Monitoring

In accordance with applicable regulations and Good Clinical Practice (GCP), monitoring visits will be
performed during the study.

Risk-adjusted monitoring will be carried out since the study is performed in a clinical care practice
setting, with follow-up of the subjects treated in the community or primary care setting.

The goal of the monitoring activity is to verify that:
the rights and welfare of the participants are respected;
data collected are accurate, complete and verifiable with the help of original documents;

the study is performed according to the protocol and any amendment adopted, GCPs and
regulations.

The investigator must agree to:
grant to monitor direct access to all relevant documentation;

devote part of his/her time and staff time to the monitor in order to discuss the results of the
monitoring, as well as any other possible aspect.

Data monitoring tasks will be set up in the Monitoring Plan, in general:

1. Verification of the study master file (approvals, protocol, investigational product information
and other essential documents, pursuant to section 8 of ICH Guide E6).

2. Verification of signature of informed consent.

3. Check of dates of visit and source data verification.

4. Detection of inconsistencies in the eCRF by review of data in the medical records.

11.2 Protocol Deviations

Major or critical deviations (i.e., that may have an impact on participant safety and data integrity) will
be notified immediately to the sponsor. The sponsor will review all deviations from the protocol and
assess whether any represents a serious breach of GCP and requires that the Ethics Committee be
informed about it. The sponsor should report, when necessary, to the Ethics Committee any serious
breach of current legislation or of the version of the protocol approved at the time of the breach that
has occurred in Spain without delay and not later than 7 calendar days from becoming aware of the
breach.

11.3 Audits and Inspections

The sponsor can carry out an audit of quality control at its sole discretion. In this case, the investigator
should agree to grant the auditor direct access to all relevant documentation and devote part of
his/her time and staff time to the auditor in order to discuss the results of the monitoring, as well as
any other possible aspect.

Regulatory authorities may also inspect the study. In this case, the investigator should agree to give
the inspector direct access to all relevant documentation and devote part of his/her time and staff
time to the inspector in order to discuss the results of the supervision, as well as any other possible
aspect.
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11.4 Data Collection (electronic Case Report Form, eCRF)

Collection of data will be performed using an electronic Case Report Form (eCRF), which will include
track changes monitoring (i.e., recording the changes made and details of the user that made these
changes). The eCRF will be filled by blinded investigators with a personal system of access by username
and password. Participants will also be given access to the eCRF to directly fill the study
guestionnaires, which will be reviewed by the study investigators.

The eCRF will be developed by BioClever 2005 S.L.U., after proper agreement with the sponsor.
Electronic devices will be used to collect the study data during home visits and telephone visits.

Paper questionnaires will be made available to participants without access to electronic devices or
difficulties to use them, and they will also be available in case of connection problems. Data of paper
guestionnaires will be filled by participants and study staff will introduce it to the eCRF. Data collected
will be reviewed by the investigator in the follow-up visits and collection of paper forms will be
performed at day 7 by study staff and at day 15 by study staff or courier. The paper source will be
verified by the study monitor.

11.5 Data Management

A data management system will be set up and procedures will be implemented to warrant
homogenization, traceability, and data quality. Data will be entered in a study-specific eCRF. Quality
control procedures will be put in place for data checking. Rigorous consistency checks will be created
in order to reduce errors during data entry.

Data management will be performed by BioClever 2005 S.L.U., after proper agreement with the
sponsor.

Different identification sources will be involved in the study, and candidates will volunteer in a study
website that will collect candidate name, surname, address and contact information. These data will
be centralized in order to avoid informal personal data transfers between the different services
involved, and will only be accessible to the investigators and study staff for the purposes of
identification and contact. These data will be separated from the study eCRF.

In the study eCRF data will be collected and stored in a dissociated manner, without including any
personal data. This database will be accessible to the sponsor, the data management team, the
investigators, the study staff with data entry privileges and the participants. Participants will only be
granted access to their own symptoms and safety diary card. The tools used to identify individuals
may have individual identifiers, but this information will only be associated with an identification
number (i.e., participant ID). This information will uniquely identify participants and will be associated
with the rest of the captured data for the study.

For data safety and audit trail purposes each person using any of the defined study databases will be
required to define clear data access. Individual user/password codes will be available for each person
with access privileges and different roles will be established for data entry and/or revision.

Data collected through the eCRF will be stored in a study database, that will be hosted at a secure data
center with appropriate series of protocols to test and maintain network security, and to provide
access management policies for network drives, databases and remote access.

Data management team and investigators will be the only ones to access the database. The backup of
the data will be done on a timely basis. The final data for the analysis will be placed on the FLS server
and will be anonymous; If information that could enable to identify individuals has to be stored, used
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or shared, it will be encrypted. Consequently, those receiving the final data for analysis will not have
access to any information that might help to physically identify individuals.
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12 ETHICS

12.1 General Considerations

The clinical trial will be conducted according to the principles of the Declaration of Helsinki, Fortaleza,
Brazil, October 2013.

This study will be conducted according to Spanish regulations regarding clinical studies without
medicines (Orden SAS/3470/2009) and biomedical investigations (Law 14/2007 of biomedical
investigation and the Royal Decree 1716/2011). The required documentation prior to the start will be:

Protocol acceptance by the sponsor and the coordinating investigator
Protocol approval by the Ethics Committee.

All participants will be guaranteed continued medical and nursing supervision throughout the duration
of the study.

This study will conform to the standards of GCP published by ICH (E6 R2). Confidentiality requirements
will follow the required Data Protection legislation (see section 13).

12.2 Participant Information Sheet and Informed Consent

The investigator will inform the candidates of the nature, duration, and purpose of this study and, in
addition, of all the inconveniences and obstacles that, if any, can be expected. In addition, information
will be provided to the participant. Subjects must have the legal capacity to give their consent and
exercise their freedom of decision.

In order to minimize the transfers of COVID-19 patients, given the risk of contagion that this would
entail, eligibility will be checked initially by phone before scheduling a hospital visit. An authorization
from the candidates will be obtained over the phone to access their shared medical records (Historia
Clinica Compartida de Catalunya HC3) and check their suitability for the study. Candidates identified
through the website will have authorized to obtain personal data and access to medical records when
registering at the website. A confirmation e-mail including the study privacy policy will be sent.

During the inclusion/baseline visit, candidates will be informed in person of study details and the
informed consent will be obtained (i.e., subjects will sign the informed consent form). The investigator
will keep a call record of the informed consent process.

In the substudy participants, substudy informed consent will be obtained.
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13 DATA HANDLING AND RECORD KEEPING

13.1 Data Handling

The processing of the data will be subject to current legislation as regards data protection (LOPD, The
Organic Law 3/2018 of 5 December on the Protection of Personal Data and the Guarantee of Digital
Rights complementary to the Regulation (EU) 2016/679 of the European Parliament and of the Council
of 27 April 2016, on the protection of natural persons with regard to the processing of personal data
and on the free movement of such data).

The eCRF and data management will be performed by BioClever 2005 S.L.U., after proper agreement
with the sponsor, where the sponsor (FLS and HUGTIP) will be the data controller and BioClever 2005
S.L.U. will be data processor. Data servers will be located in Europe.

Data transmitted to third countries and other countries will in no case contain personal data. In the
event that such transfer occurs, it will be for the same purposes of the study described and ensuring
confidentiality at least to the level of protection of the law in Spain.

The participant will be identified in the records by the corresponding unique participant ID. The
participant is to be guaranteed anonymity and is to be informed that all communication will take place
between him/her and the investigator and not the sponsor of the study.

13.2 Record Keeping
13.2.1Investigator File and Document Retention

The investigator must keep the investigator file with the proper and accurate records to enable the
study to be fully documented and data subsequently verified.

The investigator's study file will contain the protocol and its amendments, CRFs, questionnaires’
forms, EC approval samples of the patient information sheet and informed consent, staff curriculum,
signatures’ delegation log and listing of subjects, as well as other appropriate documents and
correspondence.

Clinical source documents from subjects (usually predefined by the project to record key efficacy and
safety parameters or documents that are not in the clinical record of the hospital) will be filed when
necessary indicating the participant ID without personal data.

The investigator should retain these documents at least five years, provided that the sponsor does not
express another period.

13.2.2 Source Documents and Basic Data

Participation in the study will be included on the participant medical records, including assigned
participant ID and identification of the different study visits that will take place throughout the study.
At the end of the study, a copy of the eCRF will be placed on the site.
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14 FINANCING AND INSURANCE

14.1 Source of Financing

The funding source is the Fundacié FLS de Lluita contra la Sida, les Malalties Infeccioses i la Promocié
de la Salut i La Ciéncia, Hospital Germans Trias i Pujol and Grifols.

14.2 Insurance Policy

The study sponsor has a policy of liability insurance. The sponsor shall extend this policy or another
with equivalent coverage until the end of the trial. This policy also covers the responsibilities of the
sponsor, the principal and his/her collaborators, as well as the hospital or site where they carry out
the study.
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15 PUBLICATION POLICY

The sponsor and the principal investigator aim to publish the results of this study in international peer
reviewed journals.
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17 _ANNEXES

ANNEX 1: DONOR SELECTION, COLLECTION AND PROCESSING PROCEDURES FOR CONVALESCENT
MBT PLASMA PREPARATION FROM DONORS RECOVERED FROM COVID-19

ANNEX 1.1.: CRITERIA FOR ACCEPTING / EXCLUDING DONORS OF WHOLE BLOOD AND BLOOD
COMPONENTS

Attached separately, corresponding to the document T-DI-EM-001 of the “Manual de Teécniques” of
the BST.

ANNEX 1.2: UPDATE OF THE PROTOCOL FOR THE SELECTION OF COVID-19 CONVALESCENT PLASMA
DONORS

Attached separately, corresponding to the document NT-DI-EM-011 of the “Comissid Transversal
d’Hemodonacié BST”.

ANNEX 1.3.: REGISTER OF THE ASSESSMENT OF COVID-19 CONVALESCENT PLASMA DONOR

Attached separately, corresponding to the BST register form.

ANNEX 1.4.: CONVALESCENT LABEL TEMPLATE E9744

Attached separately, corresponding to the E9744 BST label for MBT convalescent plasma.

ANNEX 1.5.: METHYLENE BLUE INACTIVATION PROCESS

Attached separately, corresponding to the document T-FR-015 of the “Manual de Técniques” of the
BST.
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ANNEX 2: WHO CLINICAL PROGRESSION SCALE

Patient State Descriptor Score
Uninfected Uninfected; no viral RNA detected i}
Ambulatory mild disease Asymptomatic; viral RNA detected 1
Symptomatic; independent 2
Symptomatic; assistance needed 3
Hospitalised: moderate disease | Hospitalised; no oxygen therapy® 4
Hospitalised: ceeygen by mask or nasal prongs 5
Hospitalised: severe diseases | Hospitalised; ooygen by NIV or high flow b
Intubation and mechanical ventilation, p0,/Fi0, 2150 or Sp0,/FI0, 2200 7
Mechanical ventilation p0,(F10, <150 (3p0,/Fi0, <200) or vasopressors B
Mechanical ventilation pO,/Fi0, <150 and vasopressors, dialysis, or ECMO q
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ANNEX 3: FLU-PRO® PLUS QUESTIONNAIRE

Marcar los sintomas actuales

Nos gustaria que nos informara sobre los sintomas que le han afectado en las Ultimas 24 horas.

Para cada sintoma, marque la casilla situada debajo de la respuesta que mejor describa su experiencia. Marque
la casilla que dice “En absoluto”, si no ha tenido ese sintoma en las ultimas 24 horas

¢Qué hora es? o Manana o Tarde o Noche

Indique en qué medida ha tenido cada sintoma en las tltimas 24 horas.

En Un Muchisi
absoluto poco gy EEBEIE mo

1 | Moqueo o goteo nasal | d d O

2 | Congestién nasal o nariz taponada a | | O

3 | Presion sinusal a | | O

4 | Picor de garganta | | a O

5 | Molestias o dolor de garganta

6 | Dificultad para tragar

7 | Ojos llorosos 0 acuosos

8 | Molestias o dolor de ojos

9 | Ojos sensibles a la luz
10 | Dificultad para respirar a a a O |
11 | Congestién en el pecho | O O O a
12 | Opresion en el pecho a a a O |
13 | Tos seca | | | O O
14 | Tos productiva o con flemas | O O O a
15 Sinti6é nauseas (con la sensacion de que O O O O O

gueria devolver)

16 | Dolor de estémago a a a O |
17 | Se sinti6 mareado a a a O a
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18 | Congestion de cabeza | | | O |
19 | Dolor de cabeza a a a O a
20 | Falta de apetito a a a O a
21 | Dormir mas de lo habitual a a a O a
22 | Dolores o molestias en el cuerpo | a a O a
23 | Débil o cansado | a | O a
24 | Escalofrios o tiritona | a | O a
25 | Sinti6 frio | a | O a
26 | Sinti6 calor | | O O a
27 | Sudores | | | O a

* En absoluto (0), Un poco (1), Algo (2), Bastante (3), Muchisimo (4). Si alguno de los sintomas es igual
a Muchisimo (4) registrado por primera vez, COORDINACION recibird una alerta (por email) para evaluar
mediante una visita telefénica la programacion de una visita presencial (VISITA DOMICILIARIA EXTRA)

En las dltimas 24 horas, ¢con qué frecuencia ha tenido alguno de los sintomas siguientes?

Nunca Rara vez AlEunss & Siempre
veces menudo
28 | Estornudos O | O O a
29 | Tos O | O O a
30 | Tosié mocos o flemas | | O O a

*Nunca (0), Rara vez (1), Algunas veces (2), A menudo (3), Siempre (4). Si alguno de los sintomas es igual
a Siempre (4) registrado por primera vez, COORDINACION recibira una alerta (por email) para evaluar
mediante una visita telefénica la programacion de una visita presencial (VISITA DOMICILIARIA EXTRA)

0 veces 1vez 2 veces 3 veces 410 I
veces
31 | ¢Cuantas veces ha vomitado? O O O O O
32 (;_Cuantas veces ha tenido O O O O O
diarrea?

En las Gltimas 24h, ¢hatenido alguno de los sintomas siguientes?

No Si
33 | Pérdida del olfato O
34 | Pérdida del gusto O

*No (0), Si (1)
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ANNEX 4: ASSESSMENT OF SAFETY

Safety Diary Card

OTROS SINTOMAS:

¢Ha notado alguno de los siguientes sintomas en las Ultimas 24 horas?

En abs

oluto

Un poco

Algo

Bastante

Muchisimo

infusion

Dolor local en el lugar de

Inflamacién lugar de infusion

Erupcion cutanea

Prurito o Picor

* En absoluto (0), Un poco (1), Algo (2), Bastante (3), Muchisimo (4). Si se registra alguno de estos
sintomas por primera vez, COORDINACION recibird una alerta (por email) para evaluar mediante una
visita telefénica dicha sintomatologia y su gravedad.

Aparte de los sintomas preguntados anteriormente, ¢ha notado algun otro sintoma?: o NOo Sl

En caso afirmativo, ¢qué otro/s sintomas ha notado?

SINTOMA Fechay
hora de

inicio

Fechay
hora de
fin

Severidad

Un poco

Algo

Bastante

Muchisimo

Telephone Safety Assessment

EVENTOS ADVERSOS:

En caso de ser un evento grave o inesperado, llamar a COORDINACION y completar el apartado | del
documento de SAE en papel, fotografiarlo y enviarlo per baliza y/o correo electrénico a safety@fls-

rs.com
Tipo de EVENTO | (0) NO Eﬁ?gzg F?S:Z Grado Relacionado in\?ggtlisggor
ADVERSO 1) sl ohiehs )(lje a5 (SI/NO) 9

Erupcion cutanea

Prurito o Picor

Dolor local en el lugar de
infusién

Inflamacién lugar de infusion

Fiebre

Cefalea

Nausea

Voémito
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Diarrea

Dolor abdominal

Dolor muscular o articular

Tos

Disnea

Fatiga

Mareo

Somnolencia
Otro:

* Grado 1 = Leve, 2=Moderado, 3=Severo, 4=potencialmente mortal, 5= Muerte. Guia de soporte para
puntuar grados estara disponible para todo el personal médico del estudio
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ANNEX 5: HEMOVIGILANCE: DETECTION, ASSESSEMENT AND REGISTER OF INCIDENTS RELATED TO
TRANSFUSION

Attached separately.
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ANNEX 6: WEB CONTENT

Attached separately.
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ANNEX 7: COMPOSITION, RESPONSIBILITIES AND FLOW CHART FOR DSMB

Attached separately.
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ANNEX 8: LIST OF PARTICIPATING SITES

Attached separately.

Version 1.0 18™ September 2020

Site Principal Investigator Status

Hospital Germans Trias i Pujol Oriol Mitja Submitted to EC.
Hospital Universitari de Bellvitge Pending Agreement in process.
Hospital de Sant Joan Despi Moisés | Pending Agreement in process.
Broggi

Hospital Clinic de Barcelona Pending Agreement in process.
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ANNEX 9: PARTICIPANT ID CARD

Apreciado participante:

Por favor, lleve consigo esta tarjeta e informe a todos
los médicos que le visiten durante y tras su
participacion en este estudio.

Informe también al equipo investigador si tuviese
alguna visita planificada o inesperada en otro hospital
o consulta durante el estudio.

Much