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1 PROTOCOL SUMMARY

Sponsor: Dr. ANTONIO PEREZ-MARTINEZ.

Protocol code: RELEASE

Study Title: A phase I/Il dose-escalation multi center study to evaluate the safety of
infusion of NatuRal KillEr cells or MEmory T cells as Adoptive therapy in coronaviruS
pnEumonia and/or lymphopenia (RELEASE)

Coordinating Investigator
Dr. Antonio Pérez Martinez
Hospital Universitario La Paz. Pediatric Hemato-Oncology Department
Paseo de la Castellana, 261 CP 28046 Madrid
Telephone 917277223/Fax 917277042
email: aperezmartinez@salud.madrid.org
Scientific Committee
Medical Director (Hospital Universitario La Paz)
e Dr. Juan José Rios
Infectious Diseases Department
e Dr. José Ramén Arribas
e Dr. Rocio Montejano
Microbiology Department
e Dr. Julio Garcia Rodriguez
Clinical Pharmacology Department (Hospital Universitario La Paz)
e Dr. Antonio J. Carcas
e Dr. Alberto Borobia Pérez
e Dr. Irene Garcia Garcia
e Dr. Amelia Rodriguez Mariblanca
e Dr. Lucia Martinez de Soto
Centro de Transfusion de la Comunidad de Madrid
e Dr. José Luis Vicario
e Dr. Antonio Balas
e Dr. Félix Garcia Sdnchez
Hematology Deparment (Hospital Universitario La Paz)
e Dr. Raquel de Paz
e Dr. Mercedes Gassior
Pediatric Hemato-Oncology Department (Hospital Universitario La Paz)
e Dr. Pilar Guerra Garcia
e Dr. Isabel Mirones Aguilar
e Dr. Antonio Lépez
e Dr. Cristina Ferreras
e Dr. Adela Escudero
e Dr.Antonio Pérez Martinez
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Investigator team

Mikel Pérez-Vaquero

Name Department Center

Antonio Pérez Martinez Pediatric Hemato-Oncology Department Hospital Universitario La Paz

Jose Luis Vicari Centro de transfusion Comunidad
Antonio Balas de Madrid

Félix Garcia Sanchez

Cristina Eguizabal Cell Therapy, Stem cells and Tissues Research Unit, | Centro Vasco de Transfusion y
Lara Herrera HLA laboratory and Production of Blood | Tejidos Humanos (CVTTH)-1IS
Silvia Santos Components at CVTTH Biocruces Bizkaia.

Study sites

See Appendix 4.

Clinical phase:
Phase /11

Independent Ethics Committee

This study will be reviewed by:

CEIC Hospital Universitario La Paz. Area Sanitaria 5 de la CCAA de Madrid
Paseo de la Castellana, 261, 28046 Madrid

e-mail: ceic.hulp.@salud.madrid.org

Summary of trial rationale

There is an urgent need to evaluate within clinical trials the treatments currently used and
with a potential efficacy for COVID-19.

This is a phase I/l clinical trial using adoptive cell therapy with NK cells or memory T cells
in patients affected by COVID-19.

Severe cases with COVID-19 present a dysregulated immune system with T cell
lymphopenia, specially NK cells and memory T cells, and a hyper-inflammatory state.

This clinical trial proposes the use of cell therapy for the treatment of patients with worse
prognosis due to SARS-CoV-2 infection (those with pneumonia and/or lymphopenia). This
is an innovative and a non-pharmacological intervention.

In this phase I/Il trial natural killer (NK) cells or memory T lymphocytes will be infused from
donors who have recovered from COVID-19 and have complete resolution of symptoms

Protocol code: RELEASE
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for at least 14 days.
There will be two arms based on the biology of the donor and the patient:

1. Infusion of NK cells which are cells of the innate immune system that can eliminate
virally infected cells.
2. Infusion of memory T cells which have the SARS-COV-2 memory T cell repertoire.

We expect a quick recovery of the patients with pneumonia or lymphopenia for two
reasons:

1. NK cells act quickly after a viral infection. The number and function of NK cells
correlates with the severity of another coronavirus infection, Severe Acute
Respiratory Syndrome (SARS), originated in China in 2002.

Moreover, we have previous successful experience with other viruses such as CMV,
EBV and HHV-6.

2. The pool of memory T cells will increase in patients. Memory T cell levels are low
in these patients. These lymphocytes have long-life memory, which upon
reencountering SARS-CoV-2 will induce enhanced effector function resulting in
greater protection of the patient.

Patients who have recovered from COVID-19 are the ideal donor candidates because they
have immune cells with memory against SARS-CoV-2. Therefore, the infusion of NK and
memory T cells from these donors will increase the pool of cells with cytotoxicity to virally
infected cells, and will increase the pool of memory cells that respond quicker to a
previously encountered stimulus.

This will impact in saving thousands of lives, releasing hospital beds, reducing the costs
of a national health system and improving the economy of a locked-down country.

Cell therapies are safe and cost-effective and successfully used in other diseases. We need
new innovative treatments where others have failed.

Protocol code: RELEASE
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Medical condition
2019 novel coronavirus disease (COVID-19)
Investigational product

Cell Therapy
Study design

This Phase I/1l escalating-dose clinical trial is a randomized study to determine safety,
tolerability, alloreactivity and efficacy of cell therapy with adoptive cell therapy of NK cells
or memory T cells in patients affected by COVID-19.

Donors will be patients who have recovered from COVID-19 and are currently disease -
free.

There will be two arms based on the biology of the donor and the patient.

e Arm A: allogeneic T memory cells
e Arm B: allogeneic NK cells

There will be two consecutive phases in the study:
e The first dose escalation segment focuses on determining safety and the
recommended dose for the second segment.
Phase I: Patients with SARS-CoV-2+ pneumonia and/or lymphopenia and O,Sat <
94% on room air at screening, with no oxygen required or with an oxygen need of
< 2.5 Ipm in nasal cannula, will be selected.

This phase has a single ascending dose design with up to 3 planned dose levels for
each arm.

e The second phase extends the safety study.
Phase IlI: Patients with SARS-CoV-2+ pneumonia and/or lymphopenia and O,Sat <
94% on room air at screening, requiring or not oxygen supplementation (nasal
cannula, oxygen mask with reservoir, non-invasive ventilation, etc) but excluding
mechanical ventilation will be selected.

The dose selected will be based on the phase | results.

Additionally to the investigational product, all patients will receive the local standard of
care for COVID-19 treatment.

Protocol code: RELEASE
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Study treatment

Phase I:

e Arm A: patients will receive memory T cells:
o Cohort 1: Starting dose will be up to 1x10°/kg
o Cohort 2: 1x10°/kg to 5x10°/kg
o Cohort 3: 5x10°/kg to 1x10%/kg

e Arm B: patients will receive NK cells:
o Cohort 1: starting dose will be up to 1x108/kg
o Cohort 2: 1x108/kg to 5x108/kg
o Cohort 3: 5x108/kg to 1x107/kg

The next cohort will open if all the patients in the previous cohort have been included and
no safety issues have aroused during the follow-up after cell infusion (data of at least 7
days after cell infusion is required to proceed to each subsequent dose).

Those patients showing clinical improvement at day 7 according to the investigator (based
on respiratory status and blood-test results), who haven’t shown previous toxicities of
grade 3 or higher and if donor chimerism doesn’t persist, can receive a second cycle with
the same dose at Day 7, if the investigator considers it appropriate.

Phase Il:
e Arm A. Patients will be randomized to receive one of the following treatments:
o Standard of Care Treatment (SoC)
o SoC + RP2D (Recommended Phase 2 Dose) for memory T cells
e Arm B. Patients will be randomized to receive one of the following treatments:
o Standard of Care Treatment (SoC)
o SoC+ RP2D for NK cells

Those patients showing clinical improvement at day 7 according to the investigator (based
on respiratory status and blood-test results) who haven’t shown previous toxicities of

grade 3 or higher and if donor chimerism doesn’t persist, can receive a second cycle with
the same dose at Day 7, if the investigator considers it appropriate.

Study Population

The target population for enrolment in this study will be patients with pneumonia or
lymphopenia related to COVID-19.

Sample size:
A total of 58 patients will be included in this clinical trial.

Protocol code: RELEASE
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The plan is to enroll 18 patients in the first dose escalation segment (phase 1): 9 patients
per arm (3 patients in each cohort, for both arms).

A total of 40 patients will be included in the phase II: 20 patients per arm (10 to receive
SoC + the dose selected for phase Il and 10 to receive SoC alone).

Study Duration

This study has been planned over a period of 12 months with an initial donor selection
phase of 5 months.

Period of recruitment, cell therapy administration and follow-up of patients: from the first
month until the end of the study.

The phase of results' evaluation and preparation of the documentation to be reported
will take place during the last three months.

End of study date: The end of study date will be the date of the last visit of the last patient
included.

Study Calendar

e First patient inclusion: April 2020

e Last patient inclusion: January 2021

e Subject participation duration: 3 months
e Study duration: 1 year

Trial Objetives

Primary objective:
e Phasel

To determine the RP2D of a single infusion of NK or memory T cells from a healthy donor
recovered from COVID-19 (dose escalation).

e Phasell

To determine the efficacy of a single infusion of NK or memory T cells from a healthy donor
recovered from COVID-19.

Protocol code: RELEASE
Version 3.1, 16th December 2020
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2 GENERAL INFORMATION

Sponsor: Dr. ANTONIO PEREZ-MARTINEZ
Protocol code: RELEASE

Coordinating Investigator
Dr. Antonio Pérez Martinez
Hospital Universitario La Paz. Pediatric Hemato-Oncology Department
Paseo de la Castellana, 261 CP 28046 Madrid
Telephone 917277223/Fax 917277042
email: aperezmartinez@salud.madrid.org

Scientific Committee

Medical Director (Hospital Universitario La Paz)
e Dr.JuanJosé Rios
Infectious Diseases Department
e Dr. JR Arribas
e Dr. Rocio Montejano
Microbiology Department
e Dr. Julio Garcia Rodriguez
Clinical Pharmacology Department (Hospital Universitario La Paz)
e Dr. Antonio J. Carcas
e Dr. Alberto Borobia Pérez
e Dr. Irene Garcia Garcia
e Dr. Amelia Rodriguez Mariblanca
e Dr. Lucia Martinez de Soto
Centro de Transfusion de la Comunidad de Madrid
e Dr. José Luis Vicario
e Dr. Antonio Balas
e Dr. Félix Garcia Sdnchez
Hematology Deparment (Hospital Universitario La Paz)
e Dr. Raquel de Paz
e Dr. Mercedes Gassior
Pediatric Hemato-Oncology Department (Hospital Universitario La Paz)
e Dr. Pilar Guerra Garcia
e Dr. Isabel Mirones Aguilar
e Dr. Antonio Lépez
e Dr. Cristina Ferreras
e Dr. Adela Escudero
e Dr. Antonio Pérez Martinez

Protocol code: RELEASE
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Investigator team

Name

Department

Center

Antonio Pérez Martinez

Pediatric Hemato-Oncology Department

Hospital Universitario La Paz

Begofia Monge

Tropical Medicine Department

Hospital Ramédn y Cajal

Juan Carlos Garcia

Hemato-Oncology Department

Hospital Universitario Cruces

Tomas Carrascosa

Hemato-Oncology Department

Hospital Universitario de Galdakao

Carlos Solano

Hematology Department

Hospital Clinic de Valencia.

Jose Luis Vicario
Antonio Balas
Félix Garcia Sanchez

Centro de transfusion Comunidad
de Madrid

Cristina Eguizabal
Lara Herrera

Silvia Santos

Mikel Perez-Vaquero

Cell Therapy, Stem Cells and Tissues Research
Unit, HLA laboratory and Production of Blood
Components at CVTTH

Centro Vasco de Transfusion y
Tejidos  Humanos  (CVTTH)-1IS
Biocruces Bizkaia.

Study sites

See Appendix 4

Data Monitoring Committee

Personnel from the Spanish Clinical Research Network (SCReN)

Independent Ethics Committee

CEIC del Hospital Universitario La Paz. Area Sanitaria 5 de la CCAA de Madrid

Paseo de la Castellana, 261, 28046 Madrid

e-mail: ceic.hulp.@salud.madrid.org

Study Calendar

This study has been planned over a period of 12 months with an initial donor selection

phase of 5 months.

Period of recruitment, cell therapy administration and follow-up of patients: from the first
month until the end of the study.
The phase of results' evaluation and preparation of the documentation to be reported will
take place during the last three months.

See figure 1 for the timeline

e First patient inclusion: April 2020

Protocol code: RELEASE
Version 3.1,

16th December 2020
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e Last patient inclusion: January 2021
e Subject participation duration: 2 months
e Study duration: 1 year

Figure 1: Expected timeline

Protocol code: RELEASE
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3 BACKGROUND AND RATIONALE

Introduction

The infection caused by the 2019 novel coronavirus SARS-CoV-2 (formerly designated
2019-nCoV) was first discovered in Wuhan, Hubei Province, China in December 2019. On
the 11t of February 2020, the World Health Organization (WHO) named the illness as the
2019 coronavirus disease (COVID-19). By the 19t of March 2020, 234,073 cases with 2019-
nCoV infection have been confirmed worldwide causing 9,840 deaths.

Emergence of 2019-nCoV has attracted global attention, and the WHO has declared the
COVID-19 a public health emergency of international concern. The first case reported in
Spain was in January 2020. Since then, and up to the 19t" of March, a total of 17,395 cases
and 803 total deaths have been reported. The infection has suggested a case fatality rate
of between 1-5%, although estimates of this are complicated.

Research thus far has revealed more than 30 agents including Western medicines, natural
products, and traditional Chinese medicines that may have potential efficacy against
COVID-19. Some of these agents have been quickly tested in clinical studies and
demonstrated preliminary efficacy against COVID-19. Antivirals including interferon a (IFN-
a), lopinavir/ritonavir, chloroquine phosphate, ribavirin, and arbidol have been included in
the latest version of the Guidelines for the Prevention, Diagnosis, and Treatment of Novel
Coronavirus-induced Pneumonia issued by the National Health Commission of the
People’s Republic of China for tentative treatment of COVID-19.

The Guidelines have been revised five times since first being issued on January 15, 2020;
the latest edition (the 6th edition) was issued on February 18, 2020. The fifth edition of the
Guidelines recommends antivirals including IFN-a, lopinavir/ritonavir, and ribavirin for the
treatment of COVID-19. Chloroquine phosphate and arbidol are included in the sixth
edition of the Guidelines based on the preliminary outcomes of clinical studies. To date,
most of these treatments have been useless. New drugs are currently undergoing clinical
trials in treating COVID-19 as favipiravir, remdesivir and darunavir. A joint research team
of the Shanghai Institute of Materia Medica and Shanghai Tech University performed drug
screening in silicon and an enzyme activity test, and they reported 30 agents with potential
antiviral activity against SARS-CoV-2 on January 25, 2020. These agents are indinavir,
saquinavir, lopinavir, carfilzomib, ritonavir, remdesivir, atazanavir, darunavir, tipranavir,
fosamprenavir, enzaplatovir, presatovir, abacavir, bortezomib, elvitegravir, maribavir,
raltegravir, montelukast, deoxyrhapontin, polydatin, chalcone, disulfiram, carmofur,
shikonin, ebselen, tideglusib, PX12, TDZD-8, cyclosporin A, and cinanserin. The same study
also found that Chinese herbal medicines such as Rhizoma Polygoni Cuspidati and Radix

Protocol code: RELEASE
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Sophorae Tonkinensis might contain active ingredients against SARS-COV-2 causing COVID-
19.

New strategies: Cell Therapy

The current health emergency due to SARS-CoV-2 coronavirus infection requires the
urgent development of therapeutic strategies to contain the pandemic.

Clinical trials currently underway are mostly based on the use of antiretroviral drugs and
modulators of the inflammatory response, but few propose to use the potential of cell
therapy for viral destruction and immune system recovery.

Looking at this, it has been reported that COVID-19 is more likely to occur in older patients
with comorbidities, who have weaker immune functions. In fact, most of the children have
mild clinical manifestations and a very good prognosis. Following this approach, several
studies have shown that increased amounts of pro-inflammatory cytokines in serum were
associated with pulmonary inflammation and extensive lung damage in COVID-19.

Severe cases had higher leukocyte and neutrophil counts, lower lymphocyte counts, higher
neutrophil-to-lymphocyte ratio as well as lower percentages of monocytes, eosinophils,
and basophils.

Lymphocytes, total number of B cells, T cells and Natural Killer (NK) cells are significantly
decreased in patients with COVID-19, being more evident in severe cases. NK cells are
lymphocytes of the innate immune system that can eliminate virally infected and
malignant cells.

It has been demonstrated that NK cells played a role in another coronavirus infection -
SARS- originated in China in 2002. In SARS, both the number and function of NK cells
correlated with the severity of SARS, meaning that coronavirus infection can alter the
number and function of NK cells hampering their killing potential to virally infected cells
(National Research Project for SARS, Beijing Group). In addition, NK cells play a key role in
viral control of HHV-6 and HIV+ resident cells.

NK cells also show characteristics that are typical of the cells of the adaptive immune
system. In mouse and humans, the existence of a pool of memory NK cells, when infected
with cytomegalovirus, has been proven.

Furthermore, both helper T cells and suppressor T cells in patients with COVID-19 were
below normal levels, being more relevant in severe cases. Moreover, the percentage of
naive helper T cells increased and memory helper T cells decreased in severe cases.
Memory T cells can form a pool of long-lived memory cells, which upon reencountering
with their cognate antigen, induce enhanced effector function resulting in greater

Protocol code: RELEASE
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protection of the host.

Recent and previous data from our group and others have shown that infusions of donor
memory T-lymphocytes, CD45RA- T cells, are safe and constitute a simple measure to
prevent infections in the setting of allogeneic hematopoietic stem cell transplantation
(HSCT). This immunological memory will create a more rapid and robust secondary
immune response to COVID-19.

In summary, to maintain an efficient antiviral immune response, we need two
mechanisms: first, we need both a rapid and well-coordinated innate immune response
since it is the first line of defense against viral infections; and second, we need the
differentiation of naive CD4+ T-cells into effector and memory subsets. At the same time,
the infusion of a population of immune cells that has been in contact with COVID-19 and
with immunological memory will create a quicker and more robust response. This way, we
can give hope to patients suffering from COVID-19 with bad prognosis.

This clinical trial proposes the treatment of patients who have a worse prognosis due to
SARS-CoV-2 infection, pneumonia and/or lymphopenia, by using a cell therapy approach.
This is an innovative and a non-pharmacologic intervention.

In this phase I/1l trial natural killer (NK) cells or memory T lymphocytes will be infused from
donors who have recovered from COVID-19 and are disease free for at least 14 days.

The technical advantage is that these procedures are routinely performed at the
Hematology and Hemotherapy Services of many hospitals. There is extensive experience
in this type of selective separation of cell populations due to the remarkable hematopoietic
stem cell transplantation activity. For this reason, the cell therapy strategies proposed in
this study have shown to be essentially safe and can contribute to increasing the
therapeutic options available in the current emergency situation due to the SARS-CoV-2
infection.

We expect a quick recovery of the patients with pneumonia or lymphopenia for two
reasons:

1. NKcells are cells that act quickly after a viral infection. The number and function of
NK cells correlated with the severity of another coronavirus infection (SARS)
originated in China in 2002. Besides, we have previous successful experience with
other virus such as CMV, EBV and HHV-6.

2. The pool of memory T cells will increase in the patients. Memory T cell levels are
low in these patients. These lymphocytes have long-life memory, which upon
reencountering SARS-CoV-2 will induce enhanced effector function resulting in
greater protection of the patient.

This will impact in saving thousands of lives, releasing hospital beds, reducing the costs of
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a national health system and improving the economy of a lockdown country.

Scientific Impact: This virus has presented as a new challenge for researchers and society.
Cell therapies are safe and cost-effective and successfully used in other diseases.
We need new innovative treatments where others have failed.
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4 STUDY APPROACH

Hypotheses

Our hypothesis is that patients who have recovered from COVID-19 should be the ideal
donor candidates to restore the dysregulated immune system in patients with positive
SARS-CoV-2. This will be achieved by the infusion of NK cells and/or memory T cells
containing donor pathogen-specific memory NK and T-cell repertoire, including the SARS-
CoV-2 repertoire.

Severe cases and adverse outcomes in COVID-19 present a dysregulated immune system
with T cell lymphopenia, specially NK cells and memory T cells, and a hyper-inflammatory
state. Therefore, the infusion of NK and memory T cells will increase the pool of cells with
cytotoxicity to virally infected cells, and will increase the pool of memory cells that respond
quicker to a previously encountered stimulus.

Primary Hypothesis:
e Adoptive cell therapy of NK cells or memory T cells will be safe and beneficial in
COVID-19 patients.

Secondary Hypothesis:
e There will be an improvement of pneumonia symptoms in the next 2 weeks
following infusion.
e There will be a trend to normalize lymphopenia, and immune dysregulation.

Study design

Open label, multicenter, double-arm interventional randomized phase I/Il clinical trial
study.

This Phase I/1l escalating-dose clinical trial is a randomized study to determine RP2D,
safety, tolerability, alloreactivity and efficacy of cell therapy with allogeneic NK cells (arm
A) and T memory cells (arm B) from blood donors who have recovered from COVID-19 and
are currently disease-free.

Donors and patients will be HLA tested and allocated into two different arms:
e Arm A: If one or more HLA class | match between donor and recipient are present,
patients will receive memory T cells.
e Arm B: If donor and recipient have less than 1 HLA class | match or HLA-KIR
mismatch, they will receive NK cells.

There will be two consecutive phases in the study:
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1. The first dose escalation segment focuses on determining safety and the
recommended dose for the second segment.
2. Phase Il focuses on efficacy and safety.

Phase I:

Patients with SARS-CoV-2+ pneumonia or lymphopenia and O;Sat < 94% on room air at
screening, with no oxygen requirement or with an oxygen need of £ 2.5 lpm in nasal
cannula, will be selected.

This phase has a single ascending dose design with up to 3 planned dose levels:
e Arm A: patients will receive memory T cells:
o Cohort 1: Starting dose will be up to 1x10°/kg
o Cohort 2: 1x10°/kg to 5x10°/kg
o Cohort 3: 5x10°/kg to 1x10%/kg
e Arm B: patients will receive NK cells:
o Cohort 1: starting dose will be up to 1x108/kg
o Cohort 2: 1x108/kg to 5x10%/kg
o Cohort 3: 5x10%/kg to 1x107/kg

Additionally to the investigational product, all patients will receive the local standard of
care for COVID-19 treatment.

The next cohort will open if all the patients in the previous cohort have been included
and no safety issues have aroused during the follow-up after cell infusion (data of at
least 7 days after cell infusion is required to proceed to each subsequent dose).

Those patients showing clinical improvement at day 7 according to the investigator (based
on respiratory status and blood-test results) who haven’t shown previous toxicities of
grade 3 or higher and if donor chimerism doesn’t persist, can receive a second cycle with
the same dose at Day 7, if the investigator considers it appropriate.

The 18 patients in the Phase | will continue to be followed for possible DLTs during the 21
days following cell infusion.

Phase II:

Patients with SARS-CoV-2+ pneumonia or lymphopenia and O;Sat < 94% on room air at
screening, requiring or not oxygen supplementation (nasal cannula, oxygen mask with
reservoir, non-invasive ventilation, etc) but excluding mechanical ventilation, will be
selected.
e Arm A. Patients will be randomized to receive one of the following treatments:
o Standard of Care Treatment (SoC)
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o SoC+ RP2D for memory T cells

e Arm B. Patients will be randomized to receive one of the following treatments:
o Standard of Care Treatment (SoC)
o SoC+ RP2D for NK cells

Phase Il will begin once RP2D is established based on Phase | data.

Those patients showing clinical improvement at day 7 according to the investigator (based
on respiratory status and blood-test results) who haven’t shown previous toxicities of
grade 3 or higher and if donor chimerism doesn’t persist, can receive a second cycle with
the same dose at Day 7, if the investigator considers it appropriate.

See Figure 2 for a schematic representation of the infusion regimen at each stage.
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Trial Objectives
Primary objective:

Phase |
e To determine the RP2D (recommended Phase 2 dose) of a single infusion of NK or
memory T cells from a healthy donor recovered from COVID-19 (dose escalation).
Phase Il
e To determine the efficacy of a single infusion of NK or memory T cells from a
healthy donor recovered from COVID-19.

Secondary objectives:

e To determine the dose-limiting toxicity (DLT) of a single infusion of NK or memory
T cells from a healthy donor recovered from COVID-19.

e Todetermine the safety and tolerability of a single infusion of NK or memory T cells
from a healthy donor recovered from COVID-19.

e To assess the efficacy of NK cells and memory T cell to normalize lymphopenia.

e To assess the time to negativity of SARS-CoV-2 polymerase chain reaction (PCR)
with adoptive NK cells.

e To assess the time to negativity of SARS-CoV-2 PCR with adoptive memory T cells.

Exploratory objectives:
e Co-primary objective: to monitor donor chimerism and immune lymphocyte

reconstitution after adoptive therapy during the 3 months following the infusion.
e Immunological profiling of patients responding to therapy.

Identified and Potential Risks to Recipients

The risk to subjects in this trial may be minimized by adherence to the eligibility criteria
and close clinical monitoring.

Potential risks associated with NK cells and/or memory T cell infusion include, but are not
limited to:
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Infusion reactions:

The side effects of infusion directly related to NK cells or memory T cell infusion are rare
and short-lived but may include: cytokine release syndrome similar to a flu-like syndrome
(headache, fever, chills, severe nausea/ vomiting, diarrhea, muscle and joint pain) or
worsening of respiratory distress.

Side effects related to frozen product:

If the cell product is frozen, there are some side effects of infusion commonly related to
the small amount of cryoprotectant present: flushing, itch, headache, fever, nausea and
vomiting, abdominal cramps, diarrhea, high or low blood pressure, changes in the heart
rate, chest discomfort, cough, shortness of breath.

In the case of cryopreserved cell infusions, before the infusion, premedication will be
administered 30-60 minutes before cell infusion in order to prevent infusion reactions
related to cryoprotectants, such as dimethyl sulfoxide.

Graft-versus-host disease

Graft-versus-host disease (GVHD) is a condition where the immune system of the donor
attacks the recipient’s tissues and may range from mild to very severe. It can involve skin,
liver and gastrointestinal tract in the acute phase and may become chronic causing dry
mouth, dry eyes or skin changes. Considering the characteristics of the investigational
products in this protocol we expect the incidence of clinically significant GVHD (grade Il to
IV) to be very low (<1%).

Other complications that are unforeseeable may also occur. The most serious
complications usually occur within the first month after T cell or NK cell infusion.
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6.

5 STUDY POPULATION

The target population for enrolment in the study will be patients with pneumonia or
lymphopenia related to COVID-19.

Pneumonia will be diagnosed as an acute respiratory disorder characterized by the
presence of cough and at least one of the following: new-onset focal chest signs,
fever for more than 4 days or dyspnea/tachypnea.

Lymphopenia will be defined as lymphocyte counts below 1.2x10°.

A total of 58 patients will be included in this clinical trial. The plan is to enroll 18 patients
in the first dose escalation segment (phase 1): 9 patients per arm (3 patients in each cohort
for both arms).

A total of 40 patients will be included in the phase II: 20 patients per arm (10 to receive
SoC + the dose selected for phase Il and 10 to receive SoC alone).

Donor selection criteria:

The blood donor selection will be done by the Regional Blood Transfusion Center with the
following criteria:

hown =

Male or female patients < 65 years

Subjects SARS-CoV-2+ tested by PCR+ during their disease

Complete resolution of symptoms at least 14 days prior to donation

Subjects must have at least one SARS-CoV-2 negative test by PCR from a
nasopharyngeal swab, or, if available, a negative SARS-CoV-2 viremia tested by
guantitative PCR in blood, before the blood donation.

Donors must have HLA typing and KIR typing performed, in order to decide
treatment assignment for patients.

Subjects must be tested, at least, for the following:

HBsAg CMV*

Anti-HBc EBV*

Anti-HCV Toxoplasma*

Anti-HIV 1y 2 Sifilis (RPR o VDLR o FTA)
VHC, VHB**, VIH** (por NAT) HTLV I/11**

* At least 1gG, ideally IgG and IgM
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** Mandatory for foreign patients, recommended for nationals

Blood donor apheresis will be split in 2 parts, NK cells (CD3-/CD56+) will be selected for
Arm 1 and T memory cells (CD45RA-) for Arm 2.

Both blood products will be infused freshly whenever possible. If necessary, the product
will be cryopreserved and frozen for future use.

Blood product from one donor can be utilized for more than one patient.

Donors and patients will be HLA tested. If one or more HLA class | match between donor
and recipient is present, they will receive memory T cells. If donor and recipient have less
than 1 HLA class | match or HLA-KIR mismatch, they will receive NK cells.

See Figure 3.

—>

124 i NK (CD3-CD56+)
>14 days l
% T cell memory
(CD45RA-)

<65 years old Recovered Covid-19 negative Covid-19 positive
Covid-19 positive

Figure 1. Schematic representation of procedure for blood donor obtention

Inclusion criteria

Patients eligible for inclusion in this study have to meet all of the following criteria:

e Male or female patients < 80 years of age.

e Patient with diagnosis of COVID-19 infection with laboratory confirmation by
reverse-transcription PCR (RT-PCR) of SARS-CoV-2 prior to study entry.

e Onset of symptoms < 12 days prior to administration of study treatment.
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e No more than 72 hours (3 days) of hospitalization before study treatment
administration.
e Phase | criteria: Patients requiring hospitalization for COVID-19, with pneumonia

diagnosed with chest radiograph or computed tomography imaging or
lymphopenia (absolute lymphocyte counts below 1.2 x 10°cells /L) AND O,Sat <
94% on room air at screening, no oxygen requirement or with an oxygen need of
< 2.5 lpm in nasal cannula.

e Phase Il criteria: Patients requiring hospitalization with pneumonia diagnosed

with chest radiograph or computed tomography imaging or lymphopenia
(absolute lymphocyte counts below 1.2 x 10%cells /L) AND O,Sat < 94% on room
air at screening, requiring or not oxygen supplementation (nasal cannula, oxygen
mask with reservoir, non-invasive ventilation, etc), but excluding mechanical
ventilation.

e Have a negative pregnancy test documented prior to enrollment (for females of
childbearing potential).

e Be willing and able to comply with study procedures.

e Patients with the ability to comprehend and sign the informed consent

e Written informed consent obtained prior to any screening procedures.

Exclusion criteria
Patients eligible for this study must not meet any of the following criteria:

e Enrolled in another Clinical Trial for COVID19.

e Rapidly progressive disease with anticipated life-expectancy <72 hours.

e Patients requiring mechanical ventilation.

e Patients with multiorgan failure.

e Mild-moderate (grade = 3) organ impairment (liver, kidney, respiratory),
according to criteria from the National Cancer Institute (NCI CTCAE version 5.0).

e Severe and/or uncontrolled concurrent medical disease that in the opinion of the
investigator could cause unacceptable safety risks or compromise compliance
with the protocol.

e Have a known history of human immunodeficiency virus infection, Hepatitis B or
Hepatitis C; testing is not required in the absence of prior documentation or
known history.
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e Pregnant or nursing (lactating) women, where pregnancy is defined as the state of
a female after conception and until the termination of gestation, confirmed by a
positive hCG laboratory test.

e Any other condition that, in the opinion if the Investigator, may interfere with the
efficacy and/or safety evaluation of the trial.
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6 INVESTIGATIONAL PRODUCT, DOSAGE AND MODE OF
ADMINISTRATION

In this clinical trial, our group is proposing the use of adoptive cell therapies for the
treatment of COVID-19. Most current clinical trials for the treatment of this disease are
investigating the safety and efficacy of antiretroviral or anti-inflammatory drugs.

The two cell therapies proposed in the trial (alloreactive NK cells and memory T cells) are
both routinely used in the HSCT setting. These cell subsets are obtained by partial purging
of T lymphocytes ex vivo using magnetic immunoselection techniques from
leukoapheresis material. These procedures are routinely performed as standard of care
in the best hemato-oncology centers worlwide. The Cell Therapy and Bone Marrow Unit
of the Hematology and Hemotherapy Department at La Paz University Hospital, has a
wide experience in these cell manipulation techniques, due to the outstanding activity of
hematopoietic progenitors transplant carried out in the Hospital.

As examples, figure 4 shows the dynamics of transplant activity over the last 10 years in
the Pediatric Hemato-Oncology Department and table 1 shows the different types of
HSCT based on the selected cell subpopulations.
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Figure 2: Different types of HSCT performed in the past ten years (Pediatric Hemato-Oncology Department, La Paz
University Hospital)
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Table 1 Number of NK cells and memory T cells infusions in the last two years (Pediatric Hemato-Oncology
Department, La Paz University Hospital)

cell subtype 2019

NK cells [CD3-CD56*) 7 21

memory T cells (CD45RA’) 15 42

These cell subtype selection procedures are not drugs. They are not investigational
medicinal products, and they are not included in the Advanced Therapy Medicinal
Products cathegory from the substantial manipulation point of view. This way, the cell
therapies included in this trial are regulated as Human Cells and Tissues, within the
Directive 2004/23/CE of the European Parliament and Council of 315t March 2004, related
to setting standards of quality and safety for the donation, procurement, testing,
processing, preservation, storage and distribution of human tissues and cells.

Overall, we believe that the strategies proposed in this trial can contribute to increasing
the available therapeutic options in the current emergency situation due to the novel
SARS-CoV-2 coronavirus. Moreover, the production and administration to patients of

these products, is also a routine clinical activity for our healthcare team that has been
shown to be essentially safe.

Investigational Medicinal Product: memory T cells and NK cells from donors who have
recovered from COVID-19 and are currently disease- free.

Form of administration: intravenous

Administration dose and Schedule:

1. Single Ascending Dose Cohorts (Phase 1)

All patients will receive the SoC of each site for COVID19. Additionally, they will receive the
investigational treatment.

Arm A: If one or more HLA class | match between donor and recipient is present, patients
will receive memory T cells.

e Cohort 1: starting dose will be up to 1x10°/kg.

e Cohort 2: 1x10°/kg to 5x10°/kg
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e Cohort 3: 5x10°/kg to 1x10°%/kg.

Arm B: If donor and recipient have less than one HLA class | match or HLA-KIR mismatch,
they will receive NK cells.

e Cohort : starting dose will be up to 1x10%/kg

e Cohort 2: 1x108/kg to 5x10%/kg.

e Cohort 3: 5x10%/kg to 1x107/kg.

The next cohort will open if all the patients in the previous cohort have been included and
no safety issues have aroused during the follow-up after cell infusion (data of at least 7
days after cell infusion is required to proceed to each subsequent dose).

Those patients showing clinical improvement at day 7 according to the investigator (based
on respiratory status and blood-result tests) who haven’t shown previous toxicities of
grade 3 or higher and if donor chimerism doesn’t persist, can receive a second cycle with
the same dose at Day 7, if the investigator considers it appropriate.

The 18 patientsincluded in the Phase | will continue to be followed for possible DLTs during
the 21 days following cell infusion.

2. Dose level decisions for Phase Il will be guided by safety and DLT data from Phase
I. Phase Il will begin once RP2D is established based on Phase | data.

The recommended dose will be the maximum tolerated dose (MTD) unless no MTD is
determined in the dose escalation segment of the study. In this situation, the
recommended dose will be the highest dose evaluated in the dose escalation segment.

Those patients showing clinical improvement at day 7 according to the investigator (based
on respiratory status and blood-result tests) who haven’t shown previous toxicities of
grade 3 or higher and if donor chimerism doesn’t persist, can receive a second cycle with
the same dose at Day 7, if the investigator considers it appropriate.

Third party donors will be individuals in recovery phase, with no symptoms for at least 14
days and at least one SARS-CoV-2 negative test. The blood donor selection will be done
by the Regional Blood Transfusion Center. Refer to "donor selection criteria" in section 5
for further details.

Blood donor apheresis will be split into 2 parts, NK cells (CD3-/CD56+) will be selected for
Arm A and T memory cells (CD45RA-) for Arm B.

Blood product from one donor can be utilized for more than one patient.
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Subject Treatment Assignment

Patients will be allocated into two groups: Arm A and Arm B depending on HLA typing.

For the phase |, patients on each arm will subsequently undergo a correlative allocation
into the different cohorts (1,2,3).

The decision to proceed to each subsequent dose level (next cohort) will be made based
on safety and tolerability data from the prior lower dose level. Safety data for at least 7
days post-dose from all the subjects at the prior lower dose will be reviewed before dose
escalation.

The next cohort will open if all the patients in the previous cohort have been included and
no safety issues have aroused during the follow-up after cell infusion (data of at least 7
days after cell infusion is required to proceed to each subsequent dose). Patients will
continue to be followed for possible DLTs during the 21 days following cell infusion.

For phase I, eligible patients will be allocated to arm A or B considering HLA typing and

within each arm they will then be randomized in a 1:1 ratio to 1 of 2 treatment groups
(SoC or SoC+RP2D).

Prior and concomitant medication

All patients will receive the SoC of each site for COVID19. Additionally, they will receive the
investigational treatment.

SoC medicines and supportive care is permitted according to institutional guidelines. All

concomitant medications should be recorded, from the date the informed consent is
signed until discharge of the patient.

Criteria for Discontinuation of Study Treatment

Subjects may voluntarily withdraw consent to participate in the study for any reason at
any time. This will not cause a detriment in their treatment or clinical follow-up.

If a subject discontinues the study, the investigator will try to perform all the needed
evaluations to ensure that no adverse event occurs.
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Study medication may be discontinued in the following instances:

e Discharge from the hospital/ institution.

e Concomitant illness that would, in the judgment of the investigator, affect
assessments of clinical status to a significant degree.

e Toxicity, or toxicity that, in the judgment of the investigator, compromises the
ability to continue study-specific procedures or is considered not to be in the
subject’s best interest.

e Subject request to discontinue for any reason.

e Subject's non-compliance.

e Pregnancy during the study.
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7. STUDY PROCEDURES AND ASSESSMENTS

The study procedures to be conducted for each subject enrolled in the study are
presented in tabular form in Table 2 and described in the text that follows.

Screening Visit

Subjects will be screened within two days before randomization and dosing to determine
eligibility for participation in the study.

e Obtain written informed consent.
After the informed consent is signed, the following assessments will be performed:

e Review SARS-CoV-2 testing.

e Focused medical history including the following information: demographics, date
of first symptom, description of symptoms, allergies, concomitant medications
and past medical history.

e Targeted physical examination including, vital signs (heart rate, temperature,
blood pressure), body weight, and height.

e Documentation of respiratory status:

o Respiratory Rate

Sp02 at rest or Pa02

Fraction of inspired oxygen (FIO2)

Oxygen supplementation:

o nasal cannula.

o high flow oxygen therapy.

o mask with a reservoir bag.

o non-invasive ventilation.

o Radiographic findings (chest X ray or chest CT)

e Obtain blood samples if not done in the previous 48 hours for:

o Hematology: Hematocrit, Hemoglobin, Mean Corpuscular Hemoglobin
Concentration (MCHC), MCV (Mean Corpuscular Volume), Platelets, Red blood
cells, White blood cells with differential (Basophils, Eosinophils, Lymphocytes,
Monocytes, Neutrophils)

o O O

o Chemistry: Glucose (fasting or non-fasting), Urea, Creatinine, Sodium,
Potassium, Calcium, Chloride, Total Protein, Albumin, Bilirubin (total and
direct), Aspartate Aminotransferase (AST), Alanine Aminotransferase (ALT),
Lactate Dehydrogenase (LDH), Ferritin, C-reactive Protein (CRP), troponine, D-
Dimer.
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o Markers of Immunological function: Immunoglobulins, serum cytokines (IL-6,
IL-1, TNFa, IFNb, IL-10); T cell repertoire: CD3 (CD4, CD8), naive
CD45RA+CD27+, central memory CD45RA-CD27+, effector memory CD45RA-
CD27- y EMRA CD45RA+CD27-, Activated T cells (HLADR+), T regs
(CD4+CD25+CD127low), Tgd; NK cells repertoire CD56+CD3- (KIR (2DL1,
2DL2/3, 3DL1), NCR (NKp30, NKp44, NKp46), NKG2D); NKT cells, B cells,
memory B cells (CD19+CD27+)

o Additional investigational studies: Blood samples will be stored for research
use. These samples will be processed to obtain the cells and a phenotypic
study will be carried out to see the recovery in time of immunological markers
using the flow cytometry technique. The functionality of infected COVID-19
cells and recovered cells will be studied by co-culture assays to see cytokine
secretion by flow cytometry. In addition, plasma cytokines will be studied by
protein assays.

e Pregnancy test (for women of childbearing potential).
e Record any serious adverse events and all adverse events related to protocol-
mandated procedures occurring after signing the consent form.

Study subjects who fulfil all the inclusion criteria and none of the exclusion criteria should
be immediately randomized.

Randomization and dosing should occur on the same day if possible.

Baseline/Day 0 Assessments

The following evaluations are to be completed at Day 0 visit (infusion date)

The investigator must have confirmed eligibility before proceeding to randomization on
the Day 0 visit.

If the screening and Day 0 visits occur within 24 hours, no procedures need to be
repeated.

Participants must complete the following assessments before administering the study
drug (if not done in the previous 24 hours):

e Physical examination including, vital signs (heart rate, temperature, blood
pressure, and body weight).

e Documentation of respiratory status:
o Respiratory Rate
o SpO02 at rest or Pa02
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o

FIO2
Oxygen supplementation:
o nasal cannula
o high flow oxygen therapy
o mask with a reservoir bag
o non-invasive ventilation
Radiographic findings if available.

e Obtain blood samples for:

o

Hematology: Hematocrit, Hemoglobin, Mean Corpuscular Hemoglobin
Concentration (MCHC), MCV (Mean Corpuscular Volume), Platelets, Red blood
cells, White blood cells with differential (Basophils, Eosinophils, Lymphocytes,
Monocytes, Neutrophils)

Chemistry: Glucose (fasting or non-fasting), Urea, Creatinine, Sodium,
Potassium, Calcium, Chloride, Total Protein, Albumin, Bilirubin (total and
direct), Aspartate Aminotransferase (AST), Alanine Aminotransferase (ALT),
Lactate Dehydrogenase (LDH), Ferritin, C-reactive Protein (CRP), troponine, D-
Dimer.

Markers of Immunological function: Immunoglobulins, serum cytokines (IL-6,
IL-1, TNFa, IFNb, IL-10); T cell repertoire: CD3 (CD4, CDS8), naive
CD45RA+CD27+, central memory CD45RA-CD27+, effector memory CD45RA-
CD27- y EMRA CD45RA+CD27-, Activated T cells (HLADR+), T regs
(CD4+CD25+CD127low), Tgd; NK cells repertoire CD56+CD3- (KIR (2DL1,
2DL2/3, 3DL1), NCR (NKp30, NKp44, NKp46), NKG2D); NKT cells, B cells,
memory B cells (CD19+CD27+).

Additional investigational studies: Blood samples will be stored for research
use. These samples will be processed to obtain the cells and a phenotypic
study will be carried out to see the recovery in time of immunological markers
using the flow cytometry technique. The functionality of infected COVID-19
cells and recovered cells will be studied by co-culture assays to see cytokine
secretion by flow cytometry. In addition, plasma cytokines will be studied by
protein assays.

e Pregnancy test (for women of childbearing potential).
e Record any serious adverse events and all adverse events related to protocol-
mandated procedures occurring after signing the consent form.

Daily Study Assessments

The following evaluations are to be completed daily from Days 1 — 90 or until discharge,
whichever occurs earlier (these will be performed as far as possible considering the
increased work-load):
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e Physical examination including, vital signs (heart rate, temperature, blood
pressure).
e Documentation of respiratory status:
o Respiratory Rate
o SpO02 at rest or Pa02
o FIO2
o Oxygen supplementation:
o nasal cannula
o high flow oxygen therapy
o mask with a reservoir bag
o non-invasive ventilation
o mechanical ventilation, or ECMO.

o Radiographic findings if available.
o Scales (NEWS and 7 point scale)
e Review AEs and document concomitant medications

Additional Assessments

Will be performed as far as possible considering the increased work-load and if the
investigator considers it appropriate:

e SARS-CoV-2 testing by PCR : Days 7, 14, 21, 28 and 90 or until a negative result is
obtained, whichever occurs first.

e Blood samples for:
o Hematology and Chemistry: Day 3, 7,14, 21, 28.

o Markers of Immunological function: Performed weekly.

o Donor chimerism: Day 3 and 7. If donor chimerism persists by day 7, repeat,
14, 21, 28 or until disappearance (weekly until disappearance).

o Additional investigational studies: Days 7, 14, 21 and 28. Blood samples will be
stored for research use. These samples will be processed to obtain the cells
and a phenotypic study will be carried out to see the recovery in time of
immunological markers using the flow cytometry technique. The functionality
of infected COVID-19 cells and recovered cells will be studied by co-culture
assays to see cytokine secretion by flow cytometry. In addition, plasma
cytokines will be studied by protein assays.

e Thefirst 18 patients will be followed for possible DLTs during the 21 days following
cell infusion.
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Schedule of activities phase |

Table 2: Schedule of activities Phase |

Screening/D0 D1-D90 or until D7 D14 D21 D 28 D 90
All the visits have a window of +/- 1 day discharge

Informed Consent X

SARS-CoV-2 PCR testing X X X X X

Medical history

Concomitant medications

Physical examination

X X [X
X X [X

Vital signs

X | X | X | X

Respiratory status X

Hematology X3(day 3)

Biochemistry X3(day 3)

Markers of immunological function®

X | X | X | X [X [X |X |X |X
X | X | X [X [X | X |X |X
X | X |X [X [X | X |X |X
X | X | X [X [X | X |X |X

X [ X [ X [X

Blood sample for additional investigational
studies

>
[N)

>
[N)

>
[N

Donor chimerism X?(day 3)

Pregnancy test

Scales (NEWS and 7 point scale) X X X X X X X

Improvement according to
investigator/Second dose**

DLTs X

Evaluation of patient recovery | | | X |

Adverse events X

! performed at screening and weekly. Please review section 7 for specific assessments.

2 Days: 3 and 7. If donor chimerism persists by day 7, repeat on days 14, 21, 28 and then continue weekly (until
disappearance) Stop once it’s negative.

3Day 3

** Those patients showing clinical improvement at day 7 according to the investigator (based on respiratory status and
blood-test result) who haven’t shown previous toxicities of grade 3 or higher and if donor chimerism doesn’t persist,
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can receive a second cycle with the same dose at Day 7, if the investigator considers it appropriate.
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Schedule of activities phase Il

Table 3: Schedule of activities Phase Il

All the visits have a window of +/- 1 | Screening/D0 D1-D90 or until D7 D14 D21 D 28 D90
day discharge

Informed Consent X

SARS-CoV-2 PCR testing X X X X X

Medical history

Concomitant medications

Physical examination

xX | X [X
X | X [ X

Vital signs

X | X | X [X

Respiratory status X

Hematology X3 (day 3)

Biochemistry X3 (day 3)

Markers of immunological function®

X | X [ X [X [X | X |X|X [X
X | X [ X [X | X | X |X [X
X [ X | X [X | X [X |X [X
X | X [ X [X | X | X |X [X

X | X | X [X

Blood sample for additional investigational
studies

>
IN)
>
N
>
N

Donor chimerism X2 (day 3) X

Pregnancy test

Scales (NEWS and 7 point scale) X X X X X X X

Evaluation of patient recovery

Improvement according to X
investigator/Second dose™*

Adverse events X

! performed at screening and weekly. Please review section 7 for specific assessments.

2 Day: 3 and 7. If donor chimerism persists by day 7, repeat on days 14, 21, 28 and then continue weekly (until

disappearance). Stop once it’s negative.

3Day 3
" Those patients showing clinical improvement at day 7 according to the investigator (based on respiratory status and blood-result tests) who
haven’t shown previous toxicities of grade 3 or higher and if donor chimerism doesn’t persist, can receive a second cycle with the same dose
at Day 7, if the investigator considers it appropriate.
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Follow-up

Patients will be followed until day 90, discharge or death, whichever occurs earlier.
However, if the patient is discharged before day 30, weekly ambulatory visits (days 7, 14,
21 and 28) will be performed if the investigator considers it appropriate.

Donor chimerism will be evaluated on days specified in the schedule of assessments and weekly
until disappearance in all patients.

If the patient has been discharged before day 30 they will be contacted by phone at Day
30 and Day 90 to obtain information about evolution and adverse events.

Patients discharged after day 30 will be contacted by phone at Day 90 to obtain
information about evolution and adverse events.

End of study: The end of study date will be the date of the last visit of the last patient
included.

Protocol code: RELEASE
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8. STUDY OUTCOME MEASURES

Primary outcome:
Phase |
The primary outcomes of the Phase | in this study are:

e The primary outcome will be the occurrence of DLTs in all patients during the study
treatment, until 21 days after cell infusion and the MTD.

DLT is defined as:
o any grade 3 or higher toxicity with an attribution of definitely or probably
related to the infusion of the cells and
o any lower grade toxicity that increases to a grade 3 or higher as a direct
result of the cell infusion.

Based on this, RP2D will be defined as: The recommended dose will be the MTD
unless no MTD is determined in the dose escalation segment of the study. In the
latter, the recommended dose will be the highest dose evaluated in the dose
escalation segment.

e Incidence and nature of DLT of a single infusion of NK or memory T cells from a healthy
donor recovered from COVID-19 (dose escalation).

Phase Il
The primary outcome in Phase Il in this study is:

e Theincidence of patient recovery infusing adoptive NK cells or adoptive memory T cells.
e Recovery is defined as: Proportion of participants in each group with normalization of
fever and oxygen saturation [criteria for normalization: temperature < 37°C armpit, and
Sp02 > 94%, sustained for at least 24 hours] or lymphopenia recovery through Day 14.

Protocol code: RELEASE
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econdary outcomes:

e Time (days) to normal level of lymphocytes.

e Proportion of patients showing clinical improvement at day 7 according to the
investigator (based on respiratory status and blood-result test).

e Proportion of patients receiving a second cycle.

e Time (days) to first negative SARS-CoV-2 PCR after infusing adoptive NK cells or
adoptive memory T cells.

e The incidence of treatment-related adverse events (new or worsening from
baseline) will be summarized by system organ class and/or preferred term,
severity, type of adverse event and relation to study treatment. They will be
defined by the Common Terminology Criteria for Adverse Events (CTCAE) Version
5.0

e Duration (days) of hospitalization.

e Time (days) to discharge or to a NEWS (Appendix 1) of < 2 and maintained for 24
hours, whichever comes first.

e Time to improvement by one category on a 7-point ordinal scale (Appendix 2).

e Subject clinical status (on a 7-point ordinal scale) at day 14.
e Proportion of patients requiring intensive care unit.

e All-cause mortality at Day 28.

xploratory outcomes:

To determine donor chimerism by short tandem repeats and a variable number of
tandem repeat markers using the ABI Prism 3130 System and immune lymphocyte
reconstitution by multiparametric flow cytometry after adoptive therapy weekly
during the first month after infusion.

Immune reconstitution: Immunoglobulins, serum cytokines (IL-6, IL-1, TNFa, IFNDb, IL-
10); T cell repertoire: CD3 (CD4, CD8), naive CD45RA+CD27+, central memory
CD45RA-CD27+, effector memory CD45RA-CD27-y EMRA CD45RA+CD27-, Activated T
cells (HLADR+), T regs (CD4+CD25+CD127low), Tgd; NK cells repertoire CD56+CD3-
(KIR (2DL1, 2DL2/3, 3DL1), NCR (NKp30, NKp44, NKp46), NKG2D); NKT cells, B cells,
memory B cells (CD19+CD27+)

Protocol code: RELEASE
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9. SAFETY MONITORING AND REPORTING

DEFINITIONS

Adverse event (AE):

Any untoward occurrence harmful to the health of a patient or clinical trial subject
treated with a medicinal product and which does not necessarily have a causal
relationship with the study treatment.
Abnormal laboratory values or test results constitute AEs only if they fulfill at least one of
the following criteria:

e they induce clinical signs or symptoms

e they are considered clinically significant

e they require treatment

Adverse Reaction (AR):

An AR is any harmful and unintended reaction to an investigational medicinal product,
regardless of the dose administered.

Serious Adverse Event (SAE) and Serious Adverse Reaction (SAR):

A serious adverse event is any untoward medical occurrence that at any dose:

e Results in death,

e |[slife-threatening. (NOTE: The term "life-threatening" in the definition of "serious"
refers to an event in which the participant was at risk of death at the time of the
event; it does not refer to an event which hypothetically might have caused death
if it were more severe).

e Requires inpatient hospitalization or prolongation of existing hospitalization,

e Results in persistent or significant disability/incapacity, or

e |s a congenital anomaly/birth defect.

e Other important medical events. NOTE: Other events that may not result in death
are not life threatening, or do not require hospitalization, may be considered a
serious adverse event when, based upon appropriate medical judgment, the event
may jeopardize the patient and may require medical or surgical intervention to
prevent one of the outcomes listed above.

Protocol code: RELEASE
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The concept "requires hospitalisation" would exclude both hospitalisation planned for
scheduled treatment as well as those that were planned or envisaged before the study
started in connection with a pre-existing medical condition.

All malignant neoplasms will be assessed as serious under “medically significant” if other
serious criteria are not met and the malignant neoplasm is not a disease progression of
the study indication.

Any suspected transmission via a medicinal product of an infectious agent is also
considered a serious adverse reaction.

CLASSIFICATION OF AN ADVERSE EVENT

Severity of an Event

Adverse events will be assessed and graded according to the Common Terminology
Criteria for Adverse Events (CTCAE) version 5.0. If CTCAE grading does not exist for an AE,
the severity of mild, moderate, severe, life-threatening and fatal, corresponding to Grades
1-5, will be used.

Relationship to Study INTERVENTION

All adverse events (AEs) must have their relationship to study intervention assessed by
the clinician who examines and evaluates the participant based on temporal relationship
and his/her clinical judgment. The degree of certainty about causality will be graded using
the categories below. In a clinical trial, the study product must always be suspected.

e Related — The AE is known to occur with the study intervention, there is a
reasonable possibility that the study intervention caused the AE, or there is a
temporal relationship between the study intervention and event. Reasonable
possibility means that there is evidence to suggest a causal relationship between
the study intervention and the AE.

* Not Related — There is not a reasonable possibility that the administration of the
study intervention caused the event, there is no temporal relationship between
the study intervention and event onset, or an alternate etiology has been
established.

Expectedness

Investigators will be responsible for determining whether an adverse event (AE) is
expected or unexpected. An AE will be considered unexpected if the nature, severity, or

Protocol code: RELEASE
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frequency of the event is not consistent with the risk information previously described for
the study intervention.

Unexpected adverse reaction:

An adverse reaction, the nature or severity of which is not consistent with the applicable
product information.

Suspected Unexpected Serious Adverse Reaction (SUSAR):

Serious adverse drug reaction (SAR) that is unexpected or for which the development is
uncommon (unexpected issue) observed during a clinical trial and for which there is a
relationship with the study drug.

These adverse drug reactions, characterized to be serious and unexpected, are mandatory
to be communicated immediately in accordance with national legislation and
international guidelines.

INFORMATION ON ADVERSE EVENTS

The investigator will monitor and systematically collect the AEs starting from the signing
of the Informed Consent Form until the final follow-up visit of each subject.

The occurrence of AEs must be sought by non-directive questioning of the subject at each
visit during the study. Adverse events also may be detected through physical examination
findings, laboratory test findings, or other assessments.

Also, the investigator will assess and record, in detail, the AE, including the start and end
dates, the description of the event, severity, course, outcome, the relationship of the AE
with the investigational medicinal product and the measures taken (treatments,
additional complementary examinations, etc).

The AE will be recorded in the medical history and recorded in the Case Report Form.
The subjects who present with an AE will be subjected to relevant follow-up until its
resolution or until it is judged to be permanent. The type of follow-up will be conducted
according to the relevant criteria depending on the particular event.

SAE REPORTING

If an SAE is produced, the investigator shall notify the sponsor or whoever assumes the
tasks delegated by the sponsor, within a maximum period of 24 hours from the time of
knowing about the event.

Also, the investigator shall complete and sign the SAE report form and send it by fax or
email to:

Protocol code: RELEASE
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irene.ucicec @gmail.com
Person Responsible For Pharmacovigilance
Unidad Central de Investigacion Clinica y Ensayos Clinicos (UCICEC)
Hospital Universitario La Paz
Paseo de la Castellana, 261
28046 Madrid
Tel: 91 207 14 66/Fax: 91 207 14 66

The sponsor or whoever assumes the tasks delegated by the sponsor will review the
received form and, if necessary, request additional information from the investigator. The
investigator will provide information to the sponsor or whoever assumes the tasks
delegated by the sponsor, whenever asked and, in all cases, when the initial assessment
changes in severity or causality. To communicate the follow-up information, repeat the
reporting procedure described previously.

The sponsor or whoever assumes the tasks delegated by the sponsor shall keep detailed
records of all the SAEs or the events of special interest which are notified by the
investigators.

In the case of a medication error or if the investigational medicinal product is used outside
the provisions of the protocol, while conducting the study, the investigator shall notify the
sponsor or whoever assumes the tasks delegated by the sponsor, within 24 hours from the
time of knowing about the event. The reporting circuit and form will be the same as for
the SAE.

SUSAR EXPEDITED REPORTING

The sponsor or whoever assumes the tasks delegated by the sponsor will notify all
suspected SUSARs, to the Ethics Committee within a period of fifteen calendar days from
the time of knowing about the event. When the SUSAR has caused the death of the patient
or has been life-threatening, the notification shall be made within a maximum period of
seven calendar days from the time of knowing about the event. The relevant information
concerning subsequent events will be filled in within the following eight days.

EXPEDITED REPORTING OF OTHER RELEVANT SAFETY INFORMATION

The sponsor or whoever assumes the tasks delegated by the sponsor shall notify, as soon
as possible and no later than 15 days after having knowledge of it, any information that
could alter the benefit/risk relationship of the investigational medicinal product (e.g. an
increase in the rate of occurrence of the expected SAR, SUSARs that occur after the
completion of a clinical trial, new events related to the conduct of the trial or the
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development of the investigational medicinal product, any recommendation of the Data
Monitoring Committee where relevant for the safety of subjects, etc.

PREGNANCY REPORTING

Subjects will be instructed to notify the investigator if the subject or partner becomes
pregnant.

If any pregnancy occurs during the course of the study, the investigator shall notify the
sponsor or whoever assumes the tasks delegated by the sponsor within 24 hours of
knowing about the event. Also, a follow-up of the pregnancy will be performed to
document its outcome and the state of health of the newborn. If the pregnancy outcome
meets the SAE criteria or if the newborn presents a serious event, the procedures for
reporting an SAE will be followed.

10. ETHICAL CONSIDERATIONS

General Considerations

This clinical study was designed and shall be implemented, executed and reported in
accordance with the ICH Harmonized Tripartite Guidelines for Good Clinical Practice, with
applicable local regulations (Law 14/2007, of July 3™, on Biomedical Research (Ley de
Investigacion Biomédica, BOE 159 of July 4t", 2007 and the DIRECTIVE 2004/23/EC OF THE
EUROPEAN PARLIAMENT AND OF THE COUNCIL of 315t March 2004 on setting standards
of quality and safety for the donation, procurement, testing, processing, preservation,
storage and distribution of human tissues and cells) and with the ethical principles laid
down in the Declaration of Helsinki.

Before initiating the trial, the investigator/ institution must obtain approval/f avorable
opinion from the Independent Ethics Committee for the trial protocol, written informed
consent form, consent form updates, subject recruitment procedures and any other
written information to be provided to subjects.

Prior to the study start, the investigator is required to sign a protocol signature page
confirming his/ her agreement to conduct the study in accordance with these documents

and all of the instructions and procedures found in this protocol.

Neither patients nor researchers will receive remuneration for their participation in the

Protocol code: RELEASE
Version 3.1, 16th December 2020

47



study.

Informed Consent

Informed consent must be obtained before conducting any study-specific procedures.

Eligible subjects will be informed before the beginning of the study about the objectives
and procedures, as well as the potential risks derived from his/ her study participation.
The process of obtaining informed consent must be documented in the subject source
documents.

Women of child bearing potential must be informed that taking the study treatment may
involve unknown risks to the fetus if pregnancy were to occur during the study and agree
that in order to participate in the study they must adhere to the contraception
requirements. Male subjects must be informed that if a female partner becomes pregnant
while he is enrolled in the study, contact with the female partner will be attempted to
request her consent to collect pregnancy outcome information.

Data management, confidentiality of trial documents and patients’ records.

The information obtained in this study will be considered confidential and treated at all
times as such.

The handling, communication and transfer of personal data of all the subjects
participating in the study will be protected, complying with the basic ethical principles of
Biomedical Research and with the applicable regulations: Regulation (EU) 2016/679 of the
European Parliament and of the Council of 27™ April 2016 on the protection of natural
people with regard to the processing of personal data and on the free movement of such
data, and repealing Directive 95/46/EC (General Data Protection Regulation) and LAW
41/2002, of 14" November, regulating patient autonomy and rights and obligations of
information and clinical documentation.

A CRF must be completed for all patients that have given informed consent.
All entries into the CRF are the responsibility of the investigator or a qualified designated
staff member.

Each subject is identified in the study by a Subject Number (Subject No.) that is assigned
when the subject is first enrolled for screening and is retained as the primary identifier
for the subject throughout his/ her entire participation in the trial. Once assigned, this
number must not be reused for any other subject.

Protocol code: RELEASE
Version 3.1, 16th December 2020

48



Trial records and source documents, including signed ICF, pertaining to the conduct of this
study must be retained by the investigator for 25 years from the issue of the final Clinical
Study Report/ equivalent summary, in accordance with the applicable regulations (Royal
Decree 1090/2015, of 4t December, regulating clinical trials with medicinal products,
Ethics Committees for Investigation with medicinal products and the Spanish Clinical
Studies Registry).

Insurance

Insurance coverage is provided for the clinical study.

Protocol code: RELEASE
Version 3.1, 16th December 2020 49



11. PRACTICAL CONSIDERATIONS

Responsibilities Of Patients

Participants should follow the indications of the Investigator and communicate any
eventuality to them. Subjects will be informed of the restrictions that must be adhered
during the trial.

Subjects may voluntarily withdraw consent to participate in the study for any reason at
any time. This it will no cause a detriment in their clinical follow-up.

If a subject discontinues the study, the investigator will try to ensure that all the needed
evaluations to ensure that no adverse event occurs are performed.

Responsibilities Of The Investigator

Investigators will work in accordance with the national legislation.

Prior to study start, the investigator is required to sign a protocol signature page
confirming his/ her agreement to conduct the study in accordance with these documents
and all of the instructions and procedures found in this protocol and to give access to all
relevant data and records to monitors, auditors, ECs, and regulatory authorities as
required.

Protocol Adherence

Investigators ascertain they will apply due diligence to avoid protocol deviations. If
deviations occur, the investigator must inform the monitor and the consequences of such
deviations will be reviewed and discussed among the team. All protocol deviations will be
documented/ recorded specifying reason, data, action taken, and consequences in
patients and in the study. All documentation related to deviation will be storage in the
Investigator File.

Monitorization, Audit and Inspection

The study will be monitored by SCReN. An appropriate monitoring plan for this study will
be developed.
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The monitor will visit the site to check the completeness of subject records, the accuracy
of data capture/ data entry, the adherence to the protocol and to Good Clinical Practice,
the progress of enrollment, and to ensure that study treatment is being stored, dispensed,
and accounted for according to specifications.

The investigator must give the monitor access to all relevant source documents for
monitoring activities, audits, EC revisions, and inspections from Health Authorities.

The investigator must maintain source documents for each subject in the study, consisting
of case and visit notes (hospital or clinical medical records) containing demographic and
medical information, laboratory data, electrocardiograms, and the results of any other
tests or assessments. All information on CRFs must be traceable to these source
documents in the subject’s file. The investigator must also keep the original informed
consent form signed by the subject (a signed copy should be given to the subject).

Publication Of The Study Protocol And Results

The protocol will be registered in a publicly accessible database. In addition, after study
completion and finalization of the study report, the results of this trial will be submitted
for publication in a scientific journal or will be made public, complying with the
Declaration of Helsinki:

“Researchers, authors, sponsors, editors and publishers all have ethical obligations with
regard to the publication and dissemination of the results of research. Researchers have
a duty to make publicly available the results of their research on human subjects and are
accountable for the completeness and accuracy of their reports. All parties should adhere
to accepted guidelines for ethical reporting. Negative and inconclusive as well as positive
results must be published or otherwise made publicly available. Sources of funding,
institutional affiliations and conflicts of interest must be declared in the publication.
Reports of research not in accordance with the principles of this Declaration should not
be accepted for publication”

Protocol Amendments

The Principal investigator will ensure that the study protocol is strictly adhered to
throughout, and that all data are collected and recorded correctly on the CRF.

All protocol modifications must be documented in writing. Any protocol amendment will
be identified by a consecutive number, and must be approved and signed by the sponsor
and the Principal investigator.

If amendments are relevant, approval by EC must occur before any changes can be
implemented.
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When the change involves only logistical or administrative aspects of the trial [e.g.
change in clinical monitor[s], change of telephone number[s], the EC must be notified.

Amendments that are required for subject safety may be implemented immediately
provided the health authorities are subsequently notified by protocol amendment and
the reviewing EC is notified.

The protocol amendment can be initiated by either sponsor or by any Principal
investigator.

Ethics Committee (EC)

Before initiating a clinical trial, the investigator/institution must obtain approval from the
Ethics Committee regard to trial protocol, written informed consent form, consent form
updates, subject recruitment procedures (eg: advertisements) and any other written
information to be provided to subjects.

The ethics committee decision will be provided in writing to the investigator, a copy will
be send to the Sponsor.

The Sponsor will send periodic reports about the clinical trial conduct to the ethics
committee, as well as all suspected unexpected serious adverse reactions. The Sponsor
will notify the end of the study to the Ethics committee.
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12. DATA ANALYSIS AND STATISTICAL METHODS

General considerations
Tabular summaries will be presented by treatment group.

Categorical data will be summarized by number and percentages. Continuous variables
will be summarized by descriptive statistics. Recover incidence (RI): Time to recovery.
The overall survival rate will be calculated by the nonparametric Kaplan-Meier method.
Fisher exact test will be used to identify those patient characteristics that are significantly
associated with treatment response (complete or partial).

For quantitative characteristics a chi-squared trend test will be conducted to examine
whether the proportion of patients responding to treatment either increased or
decreased across the levels of the characteristic.

The results of the statistical analysis will be displayed in the tables and as mean + SD in
the Figures. Levels of significance will be expressed as p-values (*p < 0.05).

Sample size

A total of 58 patients will be included in this clinical trial.

The plan is to enroll 18 patients in the first dose escalation segment (phase 1): 9 patients
per arm (3 patients in each cohort for both arms).

A total of 40 patients will be included in the phase Il: 20 patients per arm (10 to receive
SoC + the dose selected for phase Il and 10 to receive SoC alone).
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APPENDIX 1. The NEWS scoring system””

The NEWS scoring system is based on a simple aggregate scoring system in which a score
is allocated to physiological measurements, already recorded in routine practice, when
patients present to, or are being monitored in hospital. Six simple physiological
parameters form the basis of the scoring system:

respiratory rate

oxygen saturation

systolic blood pressure

pulse rate

level of consciousness or new confusion™
temperature.

*The patient has new-onset confusion, disorientation and/or agitation, where their
mental state was previously normal — this may be subtle. The patient may respond to
questions coherently, but there is some confusion, disorientation and/or agitation. This
would score 3 or 4 on the Glasgow Coma Score (rather than the normal 5 for verbal
response), and scores 3 on the NEWS system.

A score is allocated to each parameter, with the magnitude of the score reflecting how
extremely the parameter varies from the normal value. The score is then aggregated
and uplifted by 2 points for people requiring supplemental oxygen to maintain their
recommended oxygen saturation.

Physiological
parameter

Respiration rate
(per minute)

SpO2 Scale1(%)

88-92 93-940n | 95-960n

Sp0, Scale 2 (%
P™2 e >93 on air oxygen oxygen

Air or oxygen? Air

Systolic blood

101-110 | 111-219
pressure (mmHg)

Pulse (per minute) 4 41-50 51-90 111-130

Consciousness Alert

Temperature ("C) 35.1-36.0 | 36.1-38.0 | 38.1-39.0
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Appendix 2: 7-point Ordinal Scale for Clinical Improvement

1. Discharged (or “ready for discharge” as evidenced by normal body temperature and
respiratory rate, and stable oxygen saturation on ambient air or & 2L supplemental
oxygen)

2. Non-ICU hospital ward (or “ready for hospital ward”) not requiring supplemental
oxygen

3. Non-ICU hospital ward (or “ready for hospital ward”) requiring supplemental oxygen
4. ICU or non-ICU hospital ward, requiring non-invasive ventilation or high-flow oxygen
5.1CU, requiring intubation and mechanical ventilation

6. ICU, requiring ECMO or mechanical ventilation and additional organ support (e.g.
vasopressors, renal replacement therapy)

7. Death
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APPENDIX 3: Declaration of Helsinki

Creacion: Asociacion Médica Mundial
Fuente: Asociacion Médica Mundial
Lengua original: Inglés

Copyright del original inglés: No

Traduccion castellana: AMM

Versiones previas: Detalladas en el documento
Copyright de la traduccion castellana: No
Comprobado el 12 de diciembre de 2013

Declaracion de Helsinki de la AMM - Principios éticos
para las investigaciones médicas en seres humanos
Adoptada por la
18° Asamblea Médica Mundial, Helsinki, Finlandia, junio
1964
y enmendada por la

29° Asamblea Médica Mundial, Tokio, Japon, octubre
1975

35 Asamblea Médica Mundial, Venecia, Italia, octubre
1983

41° Asamblea Médica Mundial, Hong Kong, septiembre
1989

482 Asamblea General Somerset West, Sudafrica, octubre
1996

52* Asamblea General, Edimburgo, Escocia, octubre 2000

Nota de Clarificacion, agregada por la Asamblea General
de la AMM, Washington 2002

Nota de Clarificacion, agregada por la Asamblea General
de la AMM, Tokio 2004

59 Asamblea General, Sedl, Corea, octubre 2008
642 Asamblea General, Fortaleza, Brasil, octubre 2013
Introduccion

1. La Asociacion Médica Mundial (AMM) ha promulgado la
Declaracion de Helsinki como una propuesta de principios
éticos para investigacion médica en seres humanos, in-
cluida la investigacion del material humano y de informa-
cion identificables.

La Declaracion debe ser considerada como un todo y un
parrafo debe ser aplicado con consideracion de todos los
otros parrafos pertinentes.

2. Conforme al mandato de la AMM, la Declaracion esta
destinada principaimente a los médicos. La AMM insta a
otros involucrados en la investigacion médica en seres
humanos a adoptar estos principios.
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WMA Declaration of Helsinki - Ethical Principles for
Medical Research Involving Human Subjects

Adopted by the 18th WMA General Assembly, Helsinki,
Finland, June 1964

and amended by the:

29th WMA General Assembly, Tokyo, Japan, October
1975

35th WMA General Assembly, Venice, Italy, October 1983

41st WMA General Assembly, Hong Kong, September
1989

48th WMA General Assembly, Somerset West, Republic
of South Africa, October 1996

52nd WMA General Assembly, Edinburgh, Scotland, Oc-
tober 2000

53rd WMA General Assembly, Washington DC, USA, Oc-
tober 2002 (Note of Clarification added)

55th WMA General Assembly, Tokyo, Japan, October
2004 (Note of Clarification added)

59th WMA General Assembly, Seoul, Republic of Korea,
October 2008

64th WMA General Assembly, Fortaleza, Brazil, October
2013

Preamble

1. The World Medical Association (WMA) has developed
the Declaration of Helsinki as a statement of ethical princi-
ples for medical research involving human subjects, in-
cluding research on identifiable human material and data.

The Declaration is intended to be read as a whole and
each of its constituent paragraphs should be applied with
consideration of all other relevant paragraphs.

2. Consistent with the mandate of the WMA, the Declara-
tion is addressed primarily to physicians. The WMA en-
courages others who are involved in medical research in-
volving human subjects to adopt these principles.
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Principios generales

3. La Declaracion de Ginebra de la Asociacion Médica
Mundial vincula al médico con la formula "velar solicita-
mente y ante todo por la salud de mi paciente”, y el Codigo
Internacional de Etica Médica afirma que: "El médico debe
considerar lo mejor para el paciente cuando preste aten-
cion médica”.

4. El deber del médico es promover y velar por la salud,
bienestar y derechos de los pacientes, incluidos los que
participan en investigacion médica. Los conocimientos y la
conciencia del médico han de subordinarse al cumplimien-
to de ese deber.

5. El progreso de la medicina se basa en la investigacion
que, en ultimo término, debe incluir estudios en seres
humanos.

6. El proposito principal de la investigacion médica en se-
res humanos es comprender las causas, evolucion y efec-
tos de las enfermedades y mejorar las intervenciones pre-
ventivas, diagnosticas y terapéuticas (métodos, procedi-
mientos y tratamientos). Incluso, las mejores intervencio-
nes probadas deben ser evaluadas continuamente a fra-
vés de la investigacion para que sean seguras, eficaces,
efectivas, accesibles y de calidad.

7. La investigacion médica esta sujeta a normas éticas
que sirven para promover y asegurar el respeto a todos
los seres humanos y para proteger su salud y sus dere-
chos individuales.

8. Aunque el objetivo principal de la investigacion médica
es generar nuevos conocimientos, este objetivo nunca de-
be tener primacia sobre los derechos y los intereses de la
persona que participa en la investigacion.

9. En la investigacion médica, es deber del médico prote-
ger la vida, la salud, la dignidad, la integridad, el derecho a
la autodeterminacion, la intimidad y la confidencialidad de
la informacion personal de las personas que participan en
investigacion. La responsabilidad de la proteccion de las
personas que toman parte en la investigacion debe recaer
siempre en un médico u otro profesional de la salud y
nunca en los participantes en la investigacion, aunque
hayan otorgado su consentimiento.

10. Los meédicos deben considerar las normas y estanda-
res éticos, legales y juridicos para la investigacion en se-
res humanos en sus propios paises, al igual que las nor-
mas y estandares internacionales vigentes. No se debe
permitir que un requisito ético, legal o juridico nacional o
internacional disminuya o elimine cualquiera medida de
proteccion para las personas que participan en la investi-
gacion establecida en esta Declaracion.

11. La investigacion médica debe realizarse de manera
que reduzca al minimo el posible dafio al medio ambiente.

12. La investigacion médica en seres humanos debe ser
llevada a cabo solo por personas con la educacion, forma-
cion y calificaciones cientificas y éticas apropiadas. La in-
vestigacion en pacientes o voluntarios sanos necesita la
supervision de un médico u otro profesional de la salud
competente y calificado apropiadamente.

13. Los grupos que estan subrepresentados en la investi-
gacion médica deben tener un acceso apropiado a la par-
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General Principles

3. The Declaration of Geneva of the WMA binds the physi-
cian with the words, “The health of my patient will be my
first consideration,” and the Intermational Code of Medical
Ethics declares that, “A physician shall act in the patient's
best interest when providing medical care.”

4. It is the duty of the physician to promote and safeguard
the health, well-being and rights of patients, including
those who are involved in medical research. The physi-
cian's knowledge and conscience are dedicated to the ful-
filment of this duty.

5. Medical progress is based on research that ultimately
must include studies involving human subjects.

6. The primary purpose of medical research involving hu-
man subjects is to understand the causes, development
and effects of diseases and improve preventive, diagnostic
and therapeutic interventions (methods, procedures and
treatments). Even the best proven interventions must be
evaluated continually through research for their safety, ef-
fectiveness, efficiency, accessibility and quality.

7. Medical research is subject to ethical standards that
promote and ensure respect for all human subjects and
protect their health and rights.

8. While the primary purpose of medical research is to
generate new knowledge, this goal can never take prece-
dence over the rights and interests of individual research
subjects.

9. It is the duty of physicians who are involved in medical
research to protect the life, health, dignity, integrity, right to
self-determination, privacy, and confidentiality of personal
information of research subjects. The responsibility for the
protection of research subjects must always rest with the
physician or other health care professionals and never with
the research subjects, even though they have given con-
sent.

10. Physicians must consider the ethical, legal and regula-
tory norms and standards for research involving human
subjects in their own countries as well as applicable inter-
national norms and standards. No national or international
ethical, legal or regulatory requirement should reduce or
eliminate any of the protections for research subjects set
forth in this Declaration.

11. Medical research should be conducted in a manner
that minimises possible harm to the environment.

12. Medical research involving human subjects must be
conducted only by individuals with the appropriate ethics
and scientific education, training and qualifications. Re-
search on patients or healthy volunteers requires the su-
pervision of a competent and appropriately qualified physi-
cian or other health care professional.

13. Groups that are underrepresented in medical research
should be provided appropriate access to participation in
research.

14. Physicians who combine medical research with medi-
cal care should involve their patients in research only to
the extent that this is justified by its potential preventive,
diagnostic or therapeutic value and if the physician has
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ticipacion en la investigacion.

14. El médico que combina la investigacion médica con la
atencion médica debe involucrar a sus pacientes en la in-
vestigacion solo en la medida en que esto acredite un jus-
tificado valor potencial preventivo, diagnostico o terapéuti-
co y si el médico tiene buenas razones para creer que la
participacion en el estudio no afectara de manera adversa
la salud de los pacientes que toman parte en la investiga-
cion.

15. Se debe asegurar compensacion y tratamiento apro-
piados para las personas que son dafiadas durante su
participacion en la investigacion.

Riesgos, Costos y Beneficios

16. En la practica de la medicina y de la investigacion mé-
dica, la mayoria de las intervenciones implican algunos
riesgos y costos.

La investigacion médica en seres humanos solo debe rea-
lizarse cuando la importancia de su objetivo es mayor que
el riesgo y los costos para la persona que participa en la
investigacion.

17. Toda investigacion meédica en seres humanos debe
ser precedido de una cuidadosa comparacion de los ries-
gos y los costos para las personas y los grupos que parti-
cipan en la investigacion, en comparacion con los benefi-
cios previsibles para ellos y para otras personas o grupos
afectados por la enfermedad que se investiga.

Se deben implementar medidas para reducir al minimo los
riesgos. Los riesgos deben ser monitoreados, evaluados y
documentados continuamente por el investigador.

18. Los médicos no deben involucrarse en estudios de in-
vestigacion en seres humanos a menos de que estén se-
guros de que los riesgos han sido adecuadamente eva-
luados y de que es posible hacerles frente de manera sa-
tisfactoria.

Cuando los riesgos que implican son mas importantes que
los beneficios esperados o si existen pruebas concluyen-
tes de resultados definitivos, los médicos deben evaluar si
continian, modifican o suspenden inmediatamente el es-
tudio.

Grupos y personas vulnerables

19. Algunos grupos y personas sometidas a la investiga-
cion son particularmente vulnerables y pueden tener mas
posibilidades de sufrir abusos o dafio adicional.

Todos los grupos y personas vulnerables deben recibir
proteccion especifica.

20. La investigacion médica en un grupo vulnerable sdlo
se justifica si la investigacion responde a las necesidades
o prioridades de salud de este grupo y la investigacion no
puede realizarse en un grupe no vulnerable. Ademas, este
grupo podra beneficiarse de los conocimientos, practicas o
intervenciones derivadas de la investigacion.

Requisitos cientificos y protocolos de investigacion

21. La investigacion médica en seres humanos debe con-
formarse con los principios cientificos generalmente acep-
tados y debe apoyarse en un profundo conocimiento de la
bibliografia cientifica, en otras fuentes de informacion per-

Protocol code: RELEASE
Version 3.0, 7th October 2020

good reason to believe that participation in the research
study will not adversely affect the health of the patients
who serve as research subjects.

15. Appropriate compensation and treatment for subjects
who are haimed as a result of participating in research
must be ensured.

Risks, Burdens and Benefits

16. In medical practice and in medical research, most in-
terventions involve risks and burdens.

Medical research involving human subjects may only be
conducted if the importance of the objective outweighs the
risks and burdens to the research subjects.

17. All medical research involving human subjects must be
preceded by careful assessment of predictable risks and
burdens to the individuals and groups involved in the re-
search in comparison with foreseeable benefits to them
and to other individuals or groups affected by the condition
under investigation.

Measures to minimise the risks must be implemented. The
risks must be continuously monitored, assessed and
documented by the researcher.

18. Physicians may not be involved in a research study in-
volving human subjects unless they are confident that the
risks have been adequately assessed and can be satisfac-
torily managed.

When the risks are found to outweigh the potential benefits
or when there is conclusive proof of definitive outcomes,
physicians must assess whether to continue, modify or
immediately stop the study.

Vulnerable Groups and Individuals

19. Some groups and individuals are particularly vulner-
able and may have an increased likelihood of being
wronged or of incurring additional harm.

All vulnerable groups and individuals should receive spe-
cifically considered protection.

20. Medical research with a vulnerable group is only justi-
fied if the research is responsive to the health needs or
priorities of this group and the research cannot be carried
out in a non-vulnerable group. In addition, this group
should stand to benefit from the knowledge, practices or
interventions that result from the research.

Scientific Requirements and Research Protocols

21. Medical research involving human subjects must con-
form to generally accepted scientific principles, be based
on a thorough knowledge of the scientific literature, other
relevant sources of information, and adequate laboratory
and, as appropriate, animal experimentation. The welfare
of animals used for research must be respected.

22. The design and performance of each research study
involving human subjects must be clearly described and
justified in a research protocol.

The protocol should contain a statement of the ethical
considerations involved and should indicate how the prin-
ciples in this Declaration have been addressed. The proto-
col should include information regarding funding, spon-
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finentes, asi como en sxpenmentos de laboratorio cormec-
taments resizades ¥ en animskss cuando Sea opomunn
Se debe cuidar tambisn dal biensetar de los animales whi-
rados =n ios =xperimenios

22 B proyecto y & metode de tode estudio en seres
humanos deben describirse charamenie y ser jusiiicados
an un protocolo de investigacdn.

Fl profocoln debe hacer reisencia siempre 8 las conside-
raciones éticas que fueran del cazo y dats indicar cdmo
a2 han considerado los principice enunciados en esta De-
claraciin. El proiocaln debe incluir informscion sobe -
nanciamiento, patrocinadores, sEliaciones ineftucienales.
pasibles confiicios de misres = incentivos para las pemo-
nas del estudio ¥ la mformackin sobre 13s sstipulscionss
para frotar o compensar a las porsonas gue han aufrido
dafios como consecuencia de sU participaciin en la nves-
tigacian.

En log engayes cifnicos 8l protocolo ambién debe descri-
br los ammeglos apropiados pom las eatpulaciense des-
puss del snsayo.

Camites de ¢tica de investigacion

23, El protocoby de la investigacion deke envisree, para
consideracidn, comentario, conssio ¥ aprobacion al comibé
de &tica de invesligacibn perlinente anles de comenzar 2l
eatudio. Eete comits debe ser traneparants an s funcio-
namienio, dete ser independiente del investigador, del pa-
frocinador o 42 cualquer oiro Bpo de mttusnels ndebiga y
debre estar debidamente calificado. El comite debe consi-
derar las leyes y reglamenios vigenies en 2l pais donde e
reabza la veetigacion, como tambeEn las normas inema-
cionaks vigentes, pero no ac debe permitir cue Estas dis-
miaEn o eiminen ringung de |38 profecciones para &
paersonse que parficipan en la imestigacion esablecides
en astd Declaracin.

El comite tisne el deracho da conirolar koo ensayes an
curzn Bl invesligador tene la chligaciin de proporcionar
informaexn del control ai comité, en espacial achre todo
incidente adverso grave. HNo s= debe hacer ningunaz en-
misnds en &l protocolo S 13 congsideracidn v aprobacion
del comité. Despuss qus termine el estudio, los inwestiga-
dores deben presentar un nForme final &l comité con um
regumen de loe resultados ¥ conclugionse del estudio.

Privacidad y confidenaizlidad

24. Deben tomarse toda clzse de proecaucionss pars res-
guardar la intimidad de la persona que parmcpa en ke in-
vepligacion ¥ |a confidencisidad de au nformacsdn perao-
nal.

Caonaentimisnto informado

25 La parteipscion o8 personas Capaces de dar eu con-
serdimiento informada en la investigecion médica debe ser
woluniaia Sungus puede e spropiaco coasullar a fami-
liares o fideres de i comunidad, RinQuna parscna ¢apes
de dar su consenfimisnto informado debe ser incluida en
un esudio, 3 menos gue elia acepts Erements.

28 En la investigacion medica en scies humanos capaces
d8 O0Sr eu coOngsntIMientc INformado, cada indaidus po-
tencial debe recibir informacion adecuada acerce de los
objelivos, meélodos, fwenes de Minanciamiento, posikes
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sors, institutional affilations. potental conflicts of interest
ineantives: for subjects and miormation regarding provi-
aions for treating andior compansating sukjects who are
harmed as a consequence of paricipation in the research
study.

In chnical irals, the protocol must aso describe approprhi-
stz arrangemente for post-inal provisions,

Research Ehics Comminiees

23. The rezecarch protocol must be submitted for consid-
aration, comment, guidance and appoval to e con-
camed reasarch sthice commitiee before the etudy bagma.
This commities must k2 fransparent n s functioning,
muss he ndepancent of the researcher, the zponsor snd
amy other undue mflvence and must be duly qualfied. It
musl take inla congideration the laws and feguisbone of
tha country or countriae in which the research is to be par-
formed as wel a5 applicable intermational norms and stan-
derde but thege must not be alleaed 1o reducs or elininate
amy of the protecfions for ressarch subiects set forth in this
Declaraton

The commitiee must have the right to monitor ongoing
studies The esearcher must provicde monilodng nfomm a-
tion to the commities, sapecially information about any se-
rious adverse events. Mo amendment to the profocel may
b= made without consideration and appraval by the com.
mittes. After the end of the siudy, tha repsarchers muat
sulbymit 2 final report to the commitl=e confaining a sum-
mary of the study’s findings and conclusions,

Privacy and Confldentiality

24, Every precaution must be laken o protect the privacy
of researen subjects and e conddentality of ther par
sonal infermation

Informed Congant

25 Paricipaiion by individuels capabls of giving imfosmed
conesnt 85 eubjects in medical regearch must b volun-
tary. ARhough # may be appropriatz to consult famidy
members of community Bsders, no individeal capatils of
giving informed cenzent may ke enrcil=d in e research
study uniess he or she resly SQrees.

25. In medizal rescarch invehdng human subjects capabie
ol giving infamred consent, each polsnbal sujec! must be
adequately mformad of the sma, methods, sourcas of
funding, any possible conflicts of interest, inafitutional af-
fikEtions of 1he rassarcher, the anficipated benstiz and po-
tential riske of the study and the diecomfort it may entail,
post-study provisions and any other rel=vant aspecis of the
study. The potentesl subiect must Be Informed of the rght
b0 refuse to parficicats in the study or to withdraw conaent
oo particinata at any lime sithou! repeisal Spacial ateation
ahould be given to the specific infermaton neads of mndi-
vidual pobe=ntial subjects as wel as to the methods used to
d=liver the Informaton .

ARker ensuring thal the potential subject has undersiood
the informastion, the phyelzian of anofher Appropriately
gualified ndividual must then seek the potential subject's
freely-given informed consent, preferably n willing. T e
comeant cannot De expreseed In wring, the non-wnben
consent musl be formally documented and wiinesssd.
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conflictos de intereses, afiliaciones institucionales del in-
vestigador, beneficios calculados, riesgos previsibles e in-
comodidades derivadas del experimento, estipulaciones
post estudio y todo otro aspecto pertinente de la investiga-
cion. La persona potencial debe ser informada del derecho
de participar o no en la investigacion y de refirar su con-
sentimiento en cualquier momento, sin exponerse a repre-
salias. Se debe prestar especial atencion a las necesida-
des especificas de informacion de cada individuo poten-
cial, como también a los métodos utilizados para entregar
la informacion.

Después de asegurarse de que el individuo ha comprendi-
do la informacion, el médico u otra persona calificada
apropiadamente debe pedir entonces, preferiblemente por
escrito, el consentimiento informado y voluntario de la per-
sona. Si el consentimiento no se puede otorgar por escrito,
el proceso para lograrlo debe ser documentado y atesti-
guado formalmente.

Todas las personas que participan en la investigacion mé-
dica deben tener la opcion de ser informadas sobre los re-
sultados generales del estudio.

27. Al pedir el consentimiento informado para la participa-
cion en la investigacion, el médico debe poner especial
cuidado cuando el individuo potencial esta vinculado con
€l por una relacion de dependencia o si consiente bajo
presion. En una situacion asi, el consentimiento informado
debe ser pedido por una persona calificada adecuada-
mente y que nada tenga que ver con aquella relacion.

28. Cuando el individuo potencial sea incapaz de dar su
consentimiento informado, el médico debe pedir el con-
sentimiento informado del representante legal. Estas per-
sonas no deben ser incluidas en la investigacion que no
tenga posibilidades de beneficio para ellas, a menos que
ésta tenga como objetivo promover la salud del grupo re-
presentado por el individuo potencial y esta investigacion
no puede realizarse en personas capaces de dar su con-
sentimiento informado y la investigacion implica solo un
riesgo y costo minimos.

29. Si un individuo potencial que participa en la investiga-
cion considerado incapaz de dar su consentimiento infor-
mado es capaz de dar su asentimiento a participar o nc en
la investigacion, el médico debe pedirlo, ademas del con-
sentimiento del representante legal. El desacuerdo del in-
dividuo potencial debe ser respetado.

30. La investigacion en individuos que no son capaces fi-
sica o mentalmente de otorgar consentimiento, por ejem-
plo los pacientes inconscientes, se puede realizar solo si
la condicion fisica/mental que impide otorgar el consenti-
miento informado es una caracteristica necesaria del gru-
po investigado. En estas circunstancias, el médico debe
pedir el consentimiento informado al representante legal.
Si dicho representante no esta disponible y si no se puede
retrasar la investigacion, el estudio puede llevarse a cabo
sin consentimiento informado, siempre que las razones
especificas para incluir a individuos con una enfermedad
que no les permite otorgar consentimiento informado
hayan sido estipuladas en el protocolo de la investigacion
y €l estudio haya sido aprobado por un comité de ética de
investigacion. El consentimiento para mantenerse en la in-
vestigacion debe obtenerse a la brevedad posible del indi-
viduo o de un representante legal.
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All medical research subjects should be given the option of
being informed about the general outcome and resuits of
the study.

27. When seeking informed consent for participation in a
research study the physician must be particularly cautious
if the potential subject is in a dependent relationship with
the physician or may consent under duress. In such situa-
tions the informed consent must be sought by an appropri-
ately qualified individual who is completely independent of
this relationship.

28. For a potential research subject who is incapable of
giving informed consent, the physician must seek informed
consent from the legally authorised representative. These
individuals must not be included in a research study that
has no likelihood of benefit for them unless it is intended to
promote the health of the group represented by the poten-
tial subject, the research cannot instead be performed with
persons capable of providing informed consent, and the
research entails only minimal risk and minimal burden.

29. When a potential research subject who is deemed in-
capable of giving informed consent is able to give assent
to decisions about participation in research, the physician
must seek that assent in addition to the consent of the le-
gally authorised representative. The potential subject's
dissent should be respected.

30. Research involving subjects who are physically or
mentally incapable of giving consent, for example, uncon-
scious patients, may be done only if the physical or mental
condition that prevents giving informed consent is a nec-
essary characteristic of the research group. In such cir-
cumstances the physician must seek informed consent
from the legally authorised representative. If no such rep-
resentative is available and if the research cannot be de-
layed, the study may proceed without informed consent
provided that the specific reasons for involving subjects
with a condition that renders them unable to give informed
consent have been stated in the research protocol and the
study has been approved by a research ethics committee.
Consent to remain in the research must be obtained as
soon as possible from the subject or a legally authorised
representative.

31. The physician must fully inform the patient which as-
pects of their care are related to the research. The refusal
of a patient to participate in a study or the patient’s deci-
sion to withdraw from the study must never adversely af-
fect the patient-physician relationship.

32. For medical research using identifiable human material
or data, such as research on matenal or data contained in
biobanks or similar repositories, physicians must seek in-
formed consent for its collection, storage and/or reuse.
There may be exceptional situations where consent would
be impossible or impracticable to obtain for such research.
In such situations the research may be done only after
consideration and approval of a research ethics commit-
fee.

Use of Placebo

33. The benefits, risks, burdens and effectiveness of a new
intervention must be tested against those of the best
proven intervention(s), except in the following circum-
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31. El médico debe informar cabalmente al paciente los
aspectos de la atencion que tienen relacion con la investi-
gacion. La negativa del paciente a participar en una inves-
tigacion o su decision de retirarse nunca debe afectar de
manera adversa la relacion médico-paciente.

32. Para la investigacion médica en que se utilice material
o datos humanos identificables, como la investigacion so-
bre material o datos contenidos en biobancos o depositos
similares, el médico debe pedir el consentimiento informa-
do para la recoleccion, almacenamiento y reutilizacion.
Podra haber situaciones excepcionales en las que sera
imposible o impracticable obtener el consentimiento para
dicha investigacion. En esta situacion, la investigacion solo
puede ser realizada después de ser considerada y apro-
bada por un comité de ética de investigacion.

Uso del placebo

33. Los posibles beneficios, riesgos, costos y eficacia de
toda intervencion nueva deben ser evaluados mediante su
comparacion con las mejores intervenciones probadas,
excepto en las siguientes circunstancias:

Cuando no existe una intervencion probada, el uso de un
placebo, o ninguna intervencion, es aceptable; o

cuando por razones metodologicas cientificamente sodlidas
y convincentes, sea necesario para determinar la eficacia
y la sequridad de una intervencion el uso de cualquier in-
tervencion menos eficaz que la mejor probada, el uso de
un placebo o ninguna intervencion.

Los pacientes que reciben cualquier intervencion menos
eficaz que la mejor probada, el placebo o ninguna inter-
vencion, no correran riesgos adicionales de dafio grave o
irreversible como consecuencia de no recibir la mejor in-
tervencion probada.

Se debe tener muchisimo cuidado para evitar abusar de
esta opcion.

Estipulaciones post ensayo

34. Antes del ensayo clinico, los auspiciadores, investiga-
dores y los gobiemos de los paises anfitriones deben pre-
ver el acceso post ensayo a todos los participantes que
todavia necesitan una intervencion que ha sido identifica-
da como beneficiosa en el ensayo. Esta informacion tam-
bién se debe proporcionar a los participantes durante el
proceso del consentimiento informado.

Inscripcion y publicacion de la investigacion y difu-
sion de resultados

35. Todo estudio de investigacion con seres humanos de-
be ser inscrito en una base de datos disponible al publico
antes de aceptar a la primera persona.

36. Los investigadores, autores, auspiciadores, directores
y editores todos tienen obligaciones éticas con respecto a
la publicacion y difusion de los resultados de su investiga-
cion. Los investigadores tienen el deber de tener a la dis-
posicion del publico los resultados de su investigacion en
seres humanos y son responsables de la integridad y
exactitud de sus informes. Todas las partes deben aceptar
las normas éticas de entrega de informacion. Se deben
publicar tanto los resultados negativos e inconclusos como
los positivos o de lo contraric deben estar a la disposicion
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stances:

Where no proven intervention exists, the use of placebo,
or no intervention, is acceptable; or

Where for compelling and scientifically sound methodo-
logical reasons the use of any intervention less effective
than the best proven one, the use of placebo, or no inter-
vention is necessary to determine the efficacy or safety of
an intervention

and the patients who receive any intervention less effective
than the best proven one, placebo, or no intervention will
not be subject to additional risks of serious or irreversible
harm as a result of not receiving the best proven interven-
tion.

Extreme care must be taken to avoid abuse of this option.
Post-Trial Provisions

34. In advance of a clinical trial, sponsors, researchers and
host country governments should make provisions for
post-trial access for all participants who still need an inter-
vention identified as beneficial in the trial. This information
must also be disclosed to participants during the informed
consent process.

Research Registration and Publication and Dissemination
of Results

35. Every research study involving human subjects must
be registered in a publicly accessible database before re-
cruitment of the first subject.

36. Researchers, authors, sponsors, editors and publish-
ers all have ethical obligations with regard to the publica-
tion and dissemination of the results of research. Re-
searchers have a duty to make publicly available the re-
sults of their research on human subjects and are ac-
countable for the completeness and accuracy of their re-
ports. All parties should adhere to accepted guidelines for
ethical reporting. Negative and inconclusive as well as
positive results must be published or otherwise made pub-
licly available. Sources of funding, institutional affiliations
and conflicts of interest must be declared in the publica-
tion. Reports of research not in accordance with the princi-
ples of this Declaration should not be accepted for publica-
tion.

Unproven Interventions in Clinical Practice

37. In the treatment of an individual patient, where proven
interventions do not exist or other known interventions
have been ineffective, the physician, after seeking expert
advice, with informed consent from the patient or a legally
authorised representative, may use an unproven interven-
tion if in the physician's judgement it offers hope of saving
life, re-establishing health or alleviating suffering. This in-
tervention should subsequently be made the object of re-
search, designed to evaluate its safety and efficacy. In all
cases, new information must be recorded and, where ap-
propriate, made publicly available.

2013.10.19
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del publico. En la publicacion se debe citar la fuente de fi-
nanciamiento, afiliaciones institucionales y conflictos de in-
tereses. Los informes sobre investigaciones que no se ci-
fan a los principios descritos en esta Declaracion no de-
ben ser aceptados para su publicacion.

Intervenciones no probadas en la practica clinica

37. Cuando en la atencion de un enfermo las intervencio-
nes probadas no existen u ofras intervenciones conocidas
han resultado ineficaces, el médico, después de pedir
consejo de experto, con el consentimiento informado del
paciente o de un representante legal autorizado, puede
permitirse usar intervenciones no comprobadas, si, a su
juicio, ello da alguna esperanza de salvar la vida, restituir
la salud o aliviar el sufrimiento. Tales intervenciones de-
ben ser investigadas posteriormente a fin de evaluar su
seguridad y eficacia. En todos los casos, esa informacion
nueva debe ser registrada y, cuando sea oportuno, puesta
a disposicion del publico.

19.10.2013
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