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HSE Interim Guidance for the Use of Antiviral Therapy in the
Clinical Management of Acute Respiratory Infection with SARS-CoV-
2 (COVID-19).

This document is intended for use by healthcare professionals only.
This guidance is specific to the management of hospitalised patients with confirmed COVID-19 disease.

While the guidance is intended to strengthen clinical management of these patients it does not replace clinical
judgment or specialist consultation.

This guidance should be read in conjunction with the National HSE Infection Prevention and Control (IPC)
Guidance for Possible or Confirmed COVID-19 .
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This guidance document is informed by the COVID-19 ERG Rapid Evidence Review for “Clinical evidence for the
use of antivirals in the treatment of COVID-19 v13” published 22" Oct 2020 (available from:
http://www.ncpe.ie/research/covid-19/ ) and the WHO Therapeutics and COVID-19: living guideline published
20 Nov 2020 (available from: https://www.who.int/publications/i/item/therapeutics-and-covid-19-living-

guideline).

The following HSE interim guidance and advisory statements should also be considered for the management of
patients with COVID-19, as appropriate:

- COVID-19 Interim Clinical Guidance - VTE protocol and patient information for acute hospitals
(available from: https://hse.drsteevenslibrary.ie/c.php?g=679077&p=4866382 )

The following interim guidance and advisory statements available from
https://www.hse.ie/eng/about/who/acute-hospitals-division/drugs-management-programme/ :

- HSE Interim Guidance for the use of Systemic Corticosteroids in the Management of Hospitalised
Patients with Severe COVID-19 Disease

- HSE Interim Advisory Statement for the use of Tocilizumab in the Management COVID-189.

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

Key changes to Version 6:
- Recommendations regarding remdesivir updated in response to:
a. The most recent publication of the WHO Therapeutics and COVID-19: living guideline.

b. European Medicines Agency’s Committee for Medicinal Products for Human Use (CHMP)
recommended change to the terms of the marketing authorisation for remdesivir (Veklury®).

- Details regarding the remdesivir Compassionate Use Programme have been updated.
- The format and structure of the guidance document has been reconfigured.

Refer to Appendix 1 for guidance on the differential diagnoses and treatment of respiratory tract infection in
patients presenting with suspected 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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Section 1: Key Recommendations

Remdesivir: The HSE recommends that the use of remdesivir for the management of COVID-19 should be
primarily in the setting of an ethically approved clinical trial.

However, it is acknowledged that there is an absence of universal access to clinical trials. If treatment is being
considered outside of a clinical trial, it must only be initiated after consultant-level discussion in a

multidisciplinary setting with patient engagement.

Patients (or their relevant person, by phone) should be adequately informed about the uncertain efficacy and
potential toxicities, and given an opportunity to indicate their values and preferences.

See Section 2 for further information.

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.
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Section 2 Remdesivir Prescribing Information

Clinical Trials

The HSE recommends that the use of remdesivir for the management of COVID-19 should be primarily in the
setting of an ethically approved clinical trial. 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.

Treatment outside of a clinical trial

If treatment is being considered outside of a clinical trial, it must only be initiated after consultant-level
discussion in a multi-disciplinary setting with patient engagement.

Remdesivir has received a conditional marketing authorisation from the European Commission. This means
that the benefits and risks of treatment are under active review, and the product information is updated on a
regular basis, to take account of new efficacy and safety information.

Patients (or their relevant person, by phone) should be adequately informed about the uncertain efficacy and
potential toxicities, and given the opportunity to indicate their values and preferences.

For full prescribing information refer to the Summary of Prescribing Characteristics (SmPC), available at:
https://www.ema.europa.eu/en/medicines/human/EPAR/veklury .

Table 1 Treatment Criteria for Patients Treated Outside of a Clinical Trial.

For full prescribing information refer to the Summary of Prescribing Characteristics (SmPC).

Considering the best available evidence the following criteria, in addition to the prescribing recommendations
detailed in the SmPC, should be satisfied if treatment outside of a clinical trial is being considered:

e Hospitalised with coronavirus disease 2019 (COVID-19)

e  Patients with pneumonia requiring supplemental oxygen at the start of treatment (low- or high-flow
oxygen or other non-invasive ventilation). Remdesivir is not indicated for patients requiring invasive
forms of ventilatory support at the start of treatment.

e  Multi-disciplinary team assessment should determine if patients not suitable for escalation would
benefit from initiation of treatment with remdesivir.

e If patients on remdesivir require escalation, continuation of the drug should be considered by multi-
disciplinary team assessment.
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Table 2 Duration of Treatment for Patients Treated Outside of a Clinical Trial.

The HSE recommends a total duration of 5 days of remdesivir.

Available evidence has shown no incremental benefit of 10 days treatment over 5 days. See COVID-19 ERG
Rapid Evidence Review for “Clinical evidence for the use of antivirals in the treatment of COVID-19 v13” for
further information (available from: http://www.ncpe.ie/research/covid-19/ ).

Table 3 Access to Remdesivir Supply

Clinical Trials: 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.

On 15™ December 2020, the HPRA confirmed that the Compassionate Use Programme for remdesivir
has now closed. Requests for further information should be directed to the manufacturer, contact
details are:

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

o UKICOVID-19; email: UKICOVID-19@gilead.com

Consult with the hospital Pharmacy Department for other supply access.

Protocol: Interim Guidance for the Use of Antiviral Therapy in the Clinical Published: 21 Dec 2020 Version
Management of Acute Respiratory Infection with SARS-CoV-2 (COVID-19). Review: 31 Mar 2021 number: 6
Guideline review group: Prof C Bergin, Prof M Cormican, M Philbin, P Gilvarry, M
Protocol Cod A 4 bv: Dr Vida Hamilton. HSE Natiorl O’Connor, F King, R Adams, E Fogarty, Dr D Murphy, Dr P McKenna, Dr E Breslin, Pace 5 of
rotocol Code: pproved by: Dr Vida Hamilton, ationa age 50
COVID19 Clinical Advisor and Group Lead, Acute Hospitals B Cleary, Dr N Maher, F OShaughnessy, Dr J Donnelly, Prof K McDonald, Dr E 10

Brannigan, Dr C O'Loughlin

Any clinician seeking to apply or consult these documents is expected to use independent medical judgement in the context of individual clinical circumstances to determine any
patient's care or treatment. Use of these documents is the responsibly of the prescribing clinician and is subject to HSE'’s terms of use available at http://www.hse.ie/eng/Disclaimer
This information is valid only on the day of printing, for any updates please check: https://lwww.hpsc.ie/a-
zlrespiratory/coronavirus/novelcoronavirus/quidance/quidanceforhealthcareworkers/



http://www.ncpe.ie/research/covid-19/
mailto:UKMed.Info@gilead.com
mailto:UKICOVID-19@gilead.com

Appendix 1 Differential Diagnoses and Treatment of Respiratory Infections in Presentation of Suspected

Cases of COVID-19.

Adapted from St James’s Hospital Protocol) — considering the principles of antimicrobial stewardship https://www.hpsc.ie/a-
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

- 12lead 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%2
Oguidance%20for%20treatment%20and%20prophylaxi
$%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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Appendix 2: 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.’

The management of pregnant women with acute respiratory infection with COVID-19 should be in line with
national guidance for non-pregnant patients, as detailed in the main body of this document. The use of
pharmacological agents in the treatment of COVID-19 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. If treatment is indicated, pregnant and postpartum women
should not be excluded from clinical trials unless there is a clear contra-indication.’

The use of pharmacological agents outside of a clinical trial should balance the limited evidence of the safety
of these agents in pregnancy with the uncertain efficacy. If treatment is being considered outside of a clinical
trial, it must only be initiated after consultant-level discussion with multidisciplinary input with from relevant
specialities, including Infectious Diseases / Microbiology / Obstetrics / Respiratory and patient engagement.

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).® 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.”

A number of case reportss'10 and two case series including 17" and 67" women, have described the use of

L 11,12
remdesivir in pregnant women

. No particular concerns have been reported in relation to the safety of
remdesivir in pregnancy; however the absence of data on the use of remdesivir in the first trimester limits

these conclusions.
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Appendix 3: A Proposed Core Outcome Measure Set for Clinical Studies of COVID-19 Infection.

Graphic contains recommendations from the WHO Clinical Characterization and Management Working Group,
http://www.comet-initiative.org/Studies/Details/1528 . Refer to HSE 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

Semiguantitative 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; no 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
Haospitalised; corygen by mask or masal prongs g
Hospitalised: severe diseases Hospitalised; cocygen by NIV or high flow B
Intubation and mechanical ventilation, p0,(Fi0, =150 or 5p0,/Fi0, 2200 7
Mechanical ventilation p0,/FI0, <150 (Sp0./Fi0, <200) or vasopressors H
Mechanical ventilation p0,/R0, <150 and vasopressors, diakysis, or ECMO |
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