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Trial design: modular protocol structure
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Confirming Eligibility

+ As per MHRA requirements only a clinician (or a role that has prescribing rights) is able to
confirm whether a patient is eligible for the trial.

+ The clinician confirming eligibility is required to be listed on the delegation log and must
have completed a training log for this eligibility assessors training are qualified to confirm
eligibility.

+ If this is your only study duty, the training log will ask for your registration number (i.e.

GMC No.) to confirm you are qualified to confirm eligibility - therefore a CV / GCP certificate
is not required to be filed in the ISF.

+ Participant eligibility should be confirmed for the trial platform and for specific domains.
This needs to be documented in the medical records.

+ This can be by completing an ‘eligibility statement’ template (signed/dated) or a direct
entry in the participant medical records.
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Platform inclusion/exclusion criteria

Inclusion

In order to be eligible to participate in this trial, patients must meet the following criteria:
. Aged 28 days or older

. Hospitalised

. Acute respiratory tract infection™

*This now includes community + hospital acquired cases

Exclusion

1. Death is deemed to be imminent and inevitable during the next 24 hours AND one or more of the
patient, substitute decision maker or attending physician are not committed to full active
treatment.

2. Patient is expected to be discharged from this hospital admission within the next 24 hours
3.  Previous participation in this REMAP-CAP within the last 90 days

Note: Exclusion of '14 days since hospital admission' has been removed to allow inclusion of community + é:.'..':.”
hospital acquired cases A
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Antibiotic domain (ICU adults only)

Inclusion

* Severe illness state, admitted to ICU

e Patient has community-acquired respiratory tract infection
e Patient has pneumonia

* Empiric antibiotic therapy for bacterial pneumonia is
considered appropriate
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Antibiotic domain (ICU adults only)

Exclusion

* Received more than 48 hours of intravenous antibiotic treatment for this index iliness

* More than 24 hours has elapsed since commencement of sustained organ failure support

* A specific antibiotic choice is indicated, for example:

O

O

O

O

* The treating clinician believes that participation in the domain would not be in the best interests of the patient. 'f‘"'g'“

Suspected or proven concomitant infection such as meningitis

Suspected or proven infection with resistant bacteria where agents being trialled would not be expected to be
active. This includes cystic fibrosis, bronchiectasis or other chronic suppurative lung disease where infection with
Pseudomonas may be suspected but does not include patients with suspected methicillin-resistant staphylococcus
aureus (MRSA) infection.

Febrile neutropenia or significant immunosuppression (including organ or bone marrow transplantation, human
immunodeficiency virus (HIV) Infection with CD4 cell count <200 cells/uL, systemic immunosuppressive, systemic
corticosteroids comprising prednisolone, or equivalent, 220mg/day for 4 preceding weeks).

Suspected melioidosis

Specific microbiological information available to guide specific antibacterial therapy
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Antibiotic domain (ICU adults only)

Intervention Specific Exclusions

Known non-serious hypersensitivity to penicillins will result in exclusion from receiving interventions that include
piperacillin and amoxicillin

Known non-serious hypersensitivity to cephalosporins will result in exclusion from receiving interventions that include
ceftriaxone

Known serious hypersensitivity to beta-lactams, including penicillins or cephalosporins, will result in exclusion from
interventions that include piperacillin, amoxicillin, and ceftriaxone

Known hypersensitivity to moxifloxacin or levofloxacin will result in exclusion from moxifloxacin or levofloxacin
intervention.

Known serious hypersensitivity to the macrolide will result in exclusion from interventions that include piperacillin,
amoxicillin and ceftriaxone

Known or suspected pregnancy will result in exclusion from moxifloxacin or levofloxacin-interventions. It is normal
clinical practice that women admitted who are in an age group in which pregnancy is possible will have a pregnancy test
conducted. The results of such tests will be used to determine interpretation of this exclusion criteria.
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Macrolide domain (ICU adults only)

Inclusion
* Severe illness state, admitted to ICU

e Patient has been allocated a macrolide intervention within the antibiotic domain.

Exclusion

* There is microbiological confirmation or the clinician strongly suspects Legionella or any
other form of atypical pneumonia.

* Macrolide antibiotics have already been discontinued for more than 36 hours.

* The treating clinician believes that participation in the domain would not be in the best
interests of the patient.
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Corticosteroid domain (ICU/ward, adult/paeds)

Inclusion
* Aged > 28 days old (corrected gestational age)

If in moderate state

» Patient is receiving some form of supplemental oxygen (simple facemask, low or high flow nasal oxygen, or non-invasive
ventilation)

If in severe state

e Patient has pneumonia
Exclusion

* Confirmed SARS-CoV-2 infection

Hospital-acquired respiratory tract infection, except where the patient has confirmed influenza infection

Known hypersensitivity to any corticosteroid

Intention to prescribe systemic corticosteroids for a reason that is unrelated to the respiratory tract infection, such as chronic
corticosteroid use before admission, acute severe asthma, or suspected or proven Pneumocystis jirovecii or COVID19 pneumonia

The treating clinician believes that participation in the domain would not be in the best interests of the patient

If in Severe state é?..':.
Rt

* More than 24 hours have elapsed since commencement of sustained organ failure support in an ICU - EMA P-CAP



Influenza Antiviral domain (ICU/ward, adult/paeds)

Inclusion

* Aged > 28 days (corrected gestational age) + Influenza infection has been confirmed by microbiological testing.

Exclusion
* Patient has already received two or more doses of oseltamivir or other neuraminidase inhibitors
* Patient has already received one or more doses of baloxavir

» Patient is already receiving, or a clinical decision has been made to commence, an antiviral active against influenza other than
oseltamivir or baloxavir, or both.

* The treating clinician believes that participation in the domain would not be in the best interests of the patient
If in Moderate State

* More than 96 hours has elapsed since hospital admission

If in Severe state

* More than 48 hours has elapsed since commencement of sustained organ failure supportin an ICU

Intervention Specific Exclusions
* Known hypersensitivity to oseltamivir or baloxavir

. : : : : : . I
* Known or suspected pregnancy will result in exclusion from interventions that include baloxavir g?:’.‘:::,g”
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Immune Modulation domain (ICU adults/paeds)

Inclusion

* Aged 22 years old

* Influenza infection has been confirmed by microbiological testing

* In the opinion of the treating clinician, the primary contributor to the patient’s Severe lliness State is a respiratory tract infection
* Patient has community-acquired respiratory tract infection

e Patient has pneumonia

Exclusion

* Confirmed SARS-CoV-2 infection

* More than 48 hours has elapsed since commencement of sustained organ failure support

* Known condition or treatment resulting in ongoing immune suppression including neutropenia prior to this hospitalization

* A neutrophil count<1.0x10% /L

* Confirmed or strongly-suspected active mycobacterial infection or invasive fungal infection

* Known or suspected pregnancy - baricitinib (& tocilizumab-for now)

* Renal failure - baricitinib (eGFR <15ml/min/1.73m2 (or <30 if <9years) or RRT)

» Patient has already received any dose of one or more of tocilizumab (or another IL-6 receptor antagonist) or baricitinib (or
another JAK inhibitor) during this hospitalization or is on long-term therapy with any of these agents prior to this hospital

admission.
* The treating clinician believes that participation in the domain would not be in the best interests of the patient 13%“
L
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Immune Modulation domain (ICU adults/paeds)

Intervention Specific Exclusions

Known hypersensitivity to an agent specified as an intervention in this domain will exclude a patient from receiving that
agent

Known or suspected pregnancy will result in exclusion from baricitinib and tocilizumab interventions

An alanine aminotransferase or an aspartate aminotransferase that is more than five times the upper limit of normal will
result in exclusion from receiving tocilizumab

A platelet count < 50 x 10° / L will result in exclusion from receiving tocilizumab

Renal impairment at baseline will result in exclusion from the baricitinib intervention:
* For adults and children > 9 years of age, eGFR <15 mL/min/1.73m? and/or receipt of RRT (including long-term)
* For children >2 years and <9 years of age, eGFR <30 mL/min/1.73m? and/or receipt of RRT (including long-term)
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Good Clinical Practice (GCP) R3

* International, ethical and scientific quality standard to which all research involving human
participants is conducted

* Comprises of 11 core principles as per latest GCP R3. It applies to all clinical investigations
that could affect safety and well-being of human participants, providing international
assurance that:

» Data and reported results of clinical investigations are credible and accurate

* Rights, safety and confidentiality of participants in clinical research are respected and
protected

* You are encouraged to obtain GCP certification, such as that available through NIHR:
https://www.nihr.ac.uk/health-and-care-professionals/learning-and-support/good-clinical-
practice.htm
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11 Principles of Good Clinical Practice (GCP)

1.Ethical Conduct: Clinical trials should be conducted in accordance with the ethical principles that have their origin in the
Declaration of Helsinki and that are consistent with GCP and applicable regulatory requirement(s). Clinical trials should be designed
and conducted in ways that ensure the rights, safety and well-being of participants.

2.Informed Consent: Clinical trial participation should be voluntary and based on a consent process that ensures participants (or
their legally acceptable representatives, where applicable) are well-informed.

3.Independent Review (IRB/IEC): Clinical trials should be subject to an independent review by an IRB/IEC.

4.Scientific Soundness: Clinical trials should be scientifically sound for their intended purpose and based on adequate and current
scientific knowledge and approaches.

5.Qualified Individuals: Clinical trials should be designed and conducted by qualified individuals.
6.Quality by Design: Quality should be built into the scientific and operational design and conduct of clinical trials.

7.Proportionality of risks (NE\W): Clinical trial processes, measures and approaches should be implemented in a way that is
proportionate to the risks to participants and to the importance of the data collected and that avoids unnecessary burden on
participants and investigators.

8.Clear Protocol: Clinical trials should be described in a clear, concise, scientifically sound and operationally feasible protocol.
9.Reliable results: Clinical trials should generate reliable results.
10.Roles and responsibilities (NEVW): Roles and responsibilities in clinical trials should be clear and documented appropriately.
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11.IMP / GMP: Investigational products used in a clinical trial should be manufactured in accordance with applicable Good {':\::5335};‘“
Manufacturing Practice (GMP) standards and be managed in accordance with the product specifications and the trial protocol , -3
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GCP: Data Governance

* Ensure appropriate management of data integrity, traceability and security, allowing accurate
reporting, verification and interpretation of clinical trial-related information
O Ensure source data records are accurate, complete and contemporaneous
O Facilitate timely and accurate data entry into eCRFs
O Implement appropriate measures to protect privacy and confidentiality of personal
information of trial participants per regulatory requirements on personal data protection

O Ensure record retention as per regulatory requirements and sponsor agreements
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