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Key recommendations

These

recommendations are informed by the rapid evidence reviews available

http://www.ncpe.ie/research/covid-19/

Remdesivir

examining remdesivir.

Dose & Duration:

Pre-treatment criteria:

Recommendation for the use of remdesivir rather than no remdesivir in severe COVID-19. (Weak
recommendation partly because of the anticipated variability in patient values and preferences, in
addition to the low certainty of evidence for most outcomes of importance to patients).
Recommendation to continue active enrolment of patients into ongoing randomised controlled trials

Day 1: 200mg stat Days 2-5: 100mg once daily. Total duration: 5 days.

Hospitalised with coronavirus disease 2019 (COVID-19)
With pneumonia requiring supplemental oxygen

Adults, and adolescents > 12 years of age and > 40 kg

eGFR =30 mL/min

Alanine Aminotransferase (ALT) below 5 times the upper limit of normal at baseline

Additional criteria:

Patients receiving oxygen, but not on ventilation, at the point of remdesivir initiation.

Multi-disciplinary team assessment should determine if patients not suitable for escalation

would benefit from initiation of treatment with remdesivir.

If patients on remdesivir require escalation, continuation of the drug should be considered

by multi-disciplinary team assessment.
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Lopinavir/ritonavir

Not recommended as a therapeutic agent outside of clinical trials due to evidence indicating a lack
of benefit in patients hospitalised with COVID-19.

Hydroxychloroquine

Not recommended as a therapeutic agent outside of clinical trials due to evidence indicating a lack
of benefit in patients hospitalised with COVID-19.

Azithromycin

Not recommended in combination with hydroxychloroquine in the context of COVID-19 due to its
lack of proven clinical efficacy and safety concerns in COVID-19.

Key Changes to highlight in Version 5 of Interim Guidance for the Use of Antiviral Therapy in the Clinical
Management of Acute Respiratory Infection with SARS-CoV-2 (COVID-19) are highlighted within the text.

Most significant changes to this version
1. Inclusion of remdesivir patient selection criteria in response to the European Commission granting a
conditional marketing authorisation for remdesivir (3 July 2020)
2. Removal of lopinavir/ritonavir as a therapeutic agent option outside of clinical trials due to
evidence indicating a lack of benefit in patients hospitalised with COVID-19
Addition of key recommendations section
4. Update to appendix 1: pregnancy

e
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Scope

This document is intended for use by healthcare professionals. The guidance is specific to the management of
acute respiratory infection in adults when SARS-CoV-2 COVID-19 infection is confirmed. While the guidance is
intended to strengthen clinical management of these patients it does not replace clinical judgment or specialist
consultation.

Given the lack of effective treatments for COVID-19 the use of investigational and off label medicinal products
continues in an effort to identify treatments which may provide benefit. While robust, peer reviewed
evidence is beginning to emerge for many of these treatments, evidence of benefit is limited. Patients (or their
relevant person, by phone) should be adequately informed about the uncertain efficacy, and respective
toxicities of the agents and given an opportunity to indicate their values and preferences.

Comprehensive information for members of the public and healthcare professional on the prevention,
diagnosis and management of COVID-19 is available from the following sources:

= HSE Health Protection Surveillance Centre (HPSC): https://www.hpsc.ie/a-
z/respiratory/coronavirus/novelcoronavirus/
= HSE Guidance for Paediatrics is available at:

https://hse.drsteevenslibrary.ie/Covid19V2/paediatrics#link%20to%20start%200f%20Interim%20guidelin
es038

=  Department of Health: https://www.gov.ie/en/publication/472f64-covid-19-coronavirus-guidance-and-
advice/#treatment

=  European Centre for Disease Prevention and Control: https://www.ecdc.europa.eu/en/novel-coronavirus-
china

= Health Service Executive (HSE): https://www?2.hse.ie/conditions/coronavirus/coronavirus.html#Treatment

=  World Health Organisation:

=  https://www.who.int/health-topics/coronavirus
=  https://www.who.int/publications-detail/clinical-management-of-severe-acute-respiratory-
infection-when-novel-coronavirus-(ncov)-infection-is-suspected

The following HSE interim guidance and advisory statements should also be considered for the management of
patients with COVID-19, as appropriate (available from: https://www.hse.ie/eng/about/who/acute-

hospitals-division/drugs-management-programme/):

- HSE Interim Recommendations for the use of Tocilizumab in the Management of Patients who have
Severe COVID-19 with Suspected Hyperinflammation.

- HSE Interim Position Statement on the Use of Human Normal Intravenous Immunoglobulin (IVIg) in
the Management of COVID-19.

- HSE Interim Position Statement on the use of Dexamethasone in the Management of COVID-19.
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Specific Antiviral Therapy in SARS-CoV-2 (COVID-19)

The guidance in this document is informed by rapid evidence reviews completed by the COVID-19 Evidence
Review Group formed by the NCPE/MMP/NMIC. The evidence reviews are updated regularly and are available
at the following link http://www.ncpe.ie/research/covid-19/.

Participation in clinical trials is strongly recommended. Information on on-going clinical trials, including those
recruiting, is available on the EU CT Register for COVID trials (https://www.clinicaltrialsregister.eu/ctr-

search/search?query=covid-19) or www.clinicaltrials.gov. There are several national bodies that can provide
trustworthy information on the regulatory and ethics approvals obtained for clinical trials including the Office
for National Research Ethics Committees (nationaloffice@nrec.ie).

Refer to Table 1 for guidance on the diagnosis and treatment of respiratory tract infection in patients
presenting with suspected or confirmed COVID-19.

At present, prescribing of antivirals for the management of patients with confirmed COVID-19 disease should
be restricted to hospitals only.
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TABLE 1 DIFFERENTIAL DIAGNOSES OF RESPIRATORY INFECTIONS IN PRESENTATION OF SUSPECTED CASE OF COVID-19
(adapted from St James’s Hospital Protocol) — considering the principles of antimicrobial stewardship

z/respiratory/coronavirus/novelcoronavirus/guidance/infectionpreventionandcontrolguidance/antimicrobialstewardship/

Investigations

Treatment

Community Acquired
Pneumonia

Arterial blood gases

Chest X-ray

Full Blood Count

Urea and electrolytes

Blood cultures

Sputum cultures

Urine for Legionella antigen and
Pneumococcal antigen

Treat according to local antimicrobial prescribing
policy.

Healthcare Associated
Pneumonia

Arterial blood gases
Chest X-ray

Full Blood Count
Urea and electrolytes
Blood cultures
Sputum cultures

Treat according to local antimicrobial prescribing
policy.

Obstructive Pulmonary
Disease (COPD)

Full Blood Count

Urea and electrolytes
Blood cultures

Sputum cultures

12 lead ECG

Pulmonary Function Tests

- 12 lead ECG
Acute Infective - Arterial blood gases Treat according to local antimicrobial prescribing
Exacerbation of Chronic - Chest X-ray policy.

Viral Respiratory
Infection

Arterial blood gases
Chest X-ray

Full Blood Count

Urea and electrolytes
Blood cultures

Sputum cultures
Nasopharyngeal aspirate

Treat according to local antimicrobial prescribing
policy.

AND

If influenza, the national Guidance on the use of
antiviral agents for the treatment and prophylaxis of
influenza (2019-2020) available from:
https://www.hpsc.ie/a-

z/respiratory/influenza/seasonalinfluenza/guidance/a

ntiviraltreatmentandprophylaxisguidance/Antivirals%
20guidance%20for%20treatment%20and%20prophyl
axis%200f%20influenza.pdf

Suspected Covid-19
Infection

Test as per most recent
guidance from HPSC.

If confirmed COVID-19 refer to this guidance and
other HSE COVID-19 related guidance detailed on
page 4.
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Remdesivir

On the third of July 2020 the European Commission granted a conditional marketing authorisation (MA) for
remdesivir IV for the treatment of COVID-19 in adults and adolescents from 12 years of age with pneumonia
who require supplemental oxygen. Conditional MA was granted to fulfil an unmet medical need with less
complete data than normally expected. Final reports of the remdesivir studies must be submitted to the
European Medicines Agency (EMA) by December 2020 as well as final data on mortality by August 2020.

Remdesivir (GS-5734) is a phosphoramidate prodrug of an adenine derivative with a chemical structure similar
to tenofovir alafenamide. It is active against RNA viruses such as MERS and SARS in vitro, in cell cultures and
animal models, and has been investigated in clinical trials for Ebola and MERS.

Pre-treatment

All patients being considered for treatment should be:

Hospitalised with coronavirus disease 2019 (COVID-19)

With pneumonia requiring supplemental oxygen

Adults, and adolescents > 12 years of age and > 40 kg

eGFR > 30 mL/min

Alanine Aminotransferase (ALT) below 5 times the upper limit of normal at baseline

Considering the best available evidence, the following criteria should also be met:

Patients receiving oxygen, but not on ventilation, at the point of remdesivir initiation.
Multi-disciplinary team assessment should determine if patients not suitable for escalation would
benefit from initiation of treatment with remdesivir.

If patients on remdesivir require escalation, continuation of the drug should be considered by multi-
disciplinary team assessment.

Duration of treatment

The recommended treatment duration is five days.

The evidence to date is signalling no difference in efficacy between 5 days and 10 days treatment duration and

in the SmPC the total duration of treatment should be at least 5 days and not more than 10 days. Full rapid

evidence review available at: http://www.ncpe.ie/research/covid-19/

Stopping criteria

Remdesivir should be discontinued in patients who develop any of the following:

ALT > 5 times the upper limit of normal during treatment with remdesivir (remdesivir may be
restarted when ALT is < 5 times the upper limit of normal)

ALT elevation accompanied by signs or symptoms of liver inflammation or increasing conjugated
bilirubin, alkaline phosphatase, or international normalised ratio (INR)
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For

eGFR <30 mL/min

prescribing information consult: SmPC available at:

https://www.ema.europa.eu/en/medicines/human/EPAR/veklury

Risk of reduced antiviral activity when co-administered with chloroquine or hydroxychloroquine

Due to antagonism observed in vitro, concomitant use of remdesivir with chloroquine phosphate or

hydroxychloroquine sulphate is not recommended.

Access to remdesivir supply

e As part of a clinical trial. The WHO Solidarity trial is currently open to recruitment across multiple
acute hospitals in Ireland. The trial is an international collaboration amongst WHO and participating
international member countries and researchers to evaluate potential COVID-19 treatments.
Remdesivir is included as an arm in this study.
e The compassionate access programme for pregnant women or children less than 18 years of age with
confirmed COVID-19 and severe manifestations of disease. See Appendix 2.
e  Consult with the hospital Pharmacy Department for other supply access.
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Appendix 1: Pregnancy

Based on the limited available evidence, the clinical characteristics of COVID-19 pneumonia are similar for
pregnant and non-pregnant adult patients of similar age.l’z'3 At present, the approach to prevention,
evaluation, diagnosis, and treatment of pregnant women with suspected COVID-19 should be similar to that in
non-pregnant individuals. The priority for medical care should be to stabilise the woman’s condition with
standard therapies.4 As highlighted in multiple maternal death enquiries from Ireland and the UK, pregnant or
postpartum women with medical problems should not be denied investigations and treatment because they
are pregnant or breastfeeding and should be treated the same as non-pregnant women unless there is a clear
contra-indication.” If clinically indicated, and in line with national guidance, pregnant and postpartum women
should be considered for antiviral or other specific therapies for COVID-19 as part of routine care, early access
or compassionate use programmes.” Pregnant and postpartum women should not be excluded from clinical
trials unless there is a clear contraindication.”

Consideration of the safety of all medicinal products used during pregnancy, including for the management of
COVID-19, is essential. The use of investigational agents outside of a clinical trial should balance the available
evidence of the safety of these agents in pregnancy with the fact that efficacy is yet to be established.
Investigational agents should only be used in a pregnant patient if the potential risk of maternal infection
with COVID-19 is considered to be greater than any potential or unknown risks to the mother or the foetus
from the drug. Seek Pharmacy advice on available formulations and appropriateness for pregnancy.
Treatment should only be initiated with multidisciplinary input from relevant Specialities, including Infectious
Diseases / Microbiology / Obstetrics / Respiratory. Seek pharmacy advice on available products, choice of
agent, and potential drug-drug interactions.

There is additional information on COVID-19 in pregnancy available from HPSC: https://www.hpsc.ie/a-

z/respiratory/coronavirus/novelcoronavirus/guidance/

Evidence for Safety in Pregnancy: Antivirals used in COVID-19

Remdesivir in pregnancy

Extremely limited information is available on the use of remdesivir in human or animal pregnancy. Nonclinical
reproductive toxicity studies demonstrated no adverse effect on embryofetal development when remdesivir
was administered to pregnant rats and rabbits at exposure that was 4 times the recommended human dose
(RHD).6 A randomised controlled trial of remdesivir use in the treatment of EBOLA included 6 women who had
a positive pregnancy test (timing of exposure is unreported). No information on adverse pregnancy outcomes
is described.”
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Appendix 2: Remdesivir compassionate access process

For compassionate use: Requests for the supply of this medicine must be submitted by the treating

physician on an individual patient basis via the online portal: https://rdvcu.gilead.com/ . As of

25/03/2020 Gilead have confirmed that the portal is closed now for all new requests except for

pregnant women or children less than 18 years of age with confirmed COVID-19 and severe

manifestations of disease.

Email both the following addresses when an application is submitted and in all communications
to help expedite the process:

o Gilead UK Med Info; email: UKMed.Info@gilead.com

o UKICOVID-19; email UKICOVID-19@gilead.com
In order to access remdesivir a number of documents must be completed and returned to the

manufacturer; documents are provided by the manufacturer in response to a request. Steps
which can be taken in advance:

1. Completion of a signed confidentiality agreement :

=
CDA RDV
CoV_Template_24Jar

2. Hospital CEO/Ethics Committee approval to allow the use of a Compassionate Access
Drug in your institution (an email will suffice)

The final element of the paperwork of an applicationis the completion of a Prescriber
Agreement - this cannot be completed in advance as it relates to the specific patient you have
requested drug for. Once clinical approval is given for a patient, the Clinical Operations team will
look for each of the above agreements- by having them prepared in advance (with the
exception of the Prescriber Agreement) it should help expedite the process.

The clinical criteria to access remdesivir are subject to change at the discretion of the manufacturer.
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Appendix 3: A Proposed Core Outcome Measure Set for Clinical Studies of COVID-19
Graphic contains recommendations from the WHO Clinical Characterization and
Management Working Group, http://www.comet-initiative.org/Studies/Details/1528 . Refer to HSE

Infection.

COVID 19 Dataset specification for additional information on clinical coding detail.
https://www.hse.ie/eng/services/news/newsfeatures/covid19-updates/covid-19-dataset-

specification-for-patient-assessment-and-tracking.pdf

Viral burden

Semiquantitative viral RNA of severe acute respiratory syndrome coronavirus 2 as
measured by quantitative PCR or cycle threshold; nasopharyngeal swabs are associated

with the highest viral load

Survival

All-cause mortality at hospital discharge or at 60 days

Clinical progression

WHO Clinical Progression Scale measured daily over the course of the study

Patient State Descriptor Score
Uninfected Uninfected; mo viral RNA detected 0
Ambulatory mild disease Asymptomatic; viral RMA detected 1
Symptomatic; independent 2
Symptomatic; assistance needed ]
Hospitalised: moderate disease | Hospitalised; no oxygen therapy® 4
Hospitalised; cxygen by mask or nasal prongs 5
Hospitalised: severe diseases Haospitalised; cocygen by NIV or high flow b
Intubation and mechanical ventilation, p0,/Fi0, 2150 or Sp0,/F0, 2200 7
Mechanical ventilation p0,/F10, <150 (Sp0./F0, <200) or vasopressors H
Mechanical ventilation p0,/Fi0, <150 and vasopressors, diakysis, or ECMO |
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