HSE Interim Guidance for the Pharmacological Management of Patients with
COVID-19

This document is intended for use by healthcare professionals only.
This guidance is specific to the management of patients with 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 Guidance
and Framework.
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1. Summary of Amendments
This guideline is a living document which is reviewed and updated as emerging evidence and
treatments become available for use in Ireland, when there are changes to the dominant variant and
when the clinical prioritisation of patient cohorts change. The amendments to this version are as
follows:
1. Paxlovid™ is now recommended for patients in Tier 3 of the Clinical Prioritisation table in
Appendix 2.0 of this document:
Vaccinated
adult
patients
at
high
risk
of
severe
disease
(adults aged over 75 years or adults aged over 65 years with additional risks)***
*** Additional risks include obesity (BMI over 35), diabetes mellitus, hypertension,
cardiovascular disease, chronic lung disease, clinical risk factor conditions not meeting
full definition for inclusion in Tier 1
2. The testing requirements to confirm a positive diagnosis of COVID-19 infection prior to
consideration of prescribing Paxlovid™ has also been changed. During periods of high levels
of community transmission of COVID-19, as is currently being experienced, a positive selfadministered antigen test is considered sufficient for consideration of prescribing Paxlovid™
3. Appendix 3 Table 1: Therapies which may alter vaccine response - this table has been updated
to include a more comprehensive list of therapies that may alter vaccine response.
4. Sotrovimab has been removed from the main recommendation section of the guidance and
repositioned to Appendix 6 in light of the observed decrease in in vitro neutralisation against
Omicron BA.2, BA.2.12.1, BA.4 and BA.5 sub-variants. These sub-variants now account for
almost all COVID-19 cases in Ireland1 . All physicians across primary and secondary care and
hospital pharmacists should be advised of the reduced efficacy of sotrovimab against the
Omicron sub-variants suggesting an unfavourable change to the risk:benefit balance for an
individual patient, highlighting the importance of Multi-Disciplinary Team guidance for use of
this therapy.
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Table 1: Summary of amendments from previous edition versions.
Therapy Section

Amendment

Paxlovid ™ (PF-07321332/ritonavir)

Recommendations expanded (v5)

Sotrovimab (See appendix 6)

No longer recommended and information
repositioned to Appendix 6 (v5)
Updated list (v5)

Appendix 3 Table 1: Therapies which may alter vaccine response
Sotrovimab
Clinical Prioritisation Appendix 3

No longer recommended following a lert
regarding Omicron BA.2 (v4.1)
Minor Amendments (v4.1)

Remdesivir

De-prioritisation of 5 day course (v4.1)

Table 2: Options for Therapeutic Management of COVID-19 Patients

Updated (v4.1)

Paxlovid ™ (PF-07321332/ritonavir)

New addition and new appendix 6 (v3)

Immunosuppressants which may alter vaccine response

New addition to appendix 3 (v3)

Table 2: Options for Therapeutic Management of COVID-19 Patients
Sotrovimab

Updated (v3)
Added (v2)

Recommendations in Paediatrics

Added (v2)

Tocilizumab

Licenced information update (v2)

Remdesivir

Early treatment with remdesivir (v2)

Recommendations in Pregnancy

Updated (v2)

VTE prophylaxis

Website link to guidance updated (v2)

Systemic corticosteroids (in children)

Updated (v2)

IVIg (in adults)

No longer recommended (v2)

Lopinavir/ritonavir

No longer recommended (v2)

Hydroxychloroquine +/- Azithromycin

No longer recommended (v2)

2. Background
This is the fifth version of a living guideline and it replaces the fourth version. Many pharmacological
therapies are being used and many emerging therapeutics are being considered for the treatment of
coronavirus disease 2019 (COVID-19). This document aims to support clinicians and other healthcare
professionals in their decision about treatment and management of patients with COVID -19. The first
four versions were developed from published evidence and recommendations of the COVID-19
Therapeutic Advisory Group (TAG). The purpose of the TAG was to provide clinical advice and
recommendations to the Chief Clinical Officer (CCO) on the use of all existing and emerging COVID-19
therapeutic medications. In response to the change in the national landscape for COVID-19, the TAG
has now been stepped down. This fifth version of the guideline has been developed by the COVID-19
Therapeutics Guideline Expert Committee (TGEC) which has been established under the governance
of the National Clinical Advisor and Group Lead (NCAGL) for Acute Hospitals to provide clinical advice
on current and emerging COVID-19 therapeutics to the CCO.
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Clinical Trials
Patients should continue to be consented for enrolment in clinical trials, where available. This will
support the generation of relevant data to help inform evidence-based guidance and support clinicians
and other healthcare professionals in the management of patients with COVID-19. A record of
registered and ongoing clinical trials for COVID-19 is available from the Infectious Diseases Data
Observatory, through their living systematic review of COVID-19 clinical trial registrations and the
WHO website, available from https://covid-nma.com/.

3. Summary of Recommendations
EVIDENCE FOR COVID-19 THERAPIES
The strongest evidence available to date is for venous thromboembolism prophylaxis,
corticosteroid use and for the use of tocilizumab in rapidly deteriorating patients.

The evidence base for the novel agents to treat COVID-19, such as Paxlovid ™ (PF07321332/ritonavir) and remdesivir, is limited:
 These trials were carried out in unvaccinated populations and prior to the emergence
and spread of new variants of concern (i.e. omicron)
 Given the paucity of strong evidence, some clinicians may wish not to prescribe these
novel therapies and this is a valid clinical management strategy.
 This guideline will be updated as further data emerges and matures.
Vaccines reduce harm caused by COVID-19 infection and are superior to the treatments listed in this
document. Treatments should not be considered as an alternative to vaccination. It is recommended
that everyone continue to take precautions to prevent infection with COVID-19.
If available and appropriate, advice should be sought from Infectious Diseases or Microbiology
colleagues prior to prescribing novel agents for the treatment of COVID-19, and from Respiratory and
Critical Care specialists, especially when considering use of remdesivir in patients requiring oxygen via
nasal cannula, venture or AIRVO (i.e CRS A2 to CRS C1), steroids or tocilizumab. Serology testing may
be carried out in advance, where locally available, for patients who despite vaccination are unlikely to
have generated protective immunity. This should not be viewed as a requirement for treatment at this
time.
A number of models have been developed internationally to categorise COVID-19 disease severity. In
Ireland, the HSE National Clinical Programme for Respiratory Medicine/Irish Thoracic Society
developed the COVID Respiratory Scale (CRS) (see Appendix 4).
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Clinical Prioritisation
There may be global logistical or supply constraints that make it impossible to offer the available
therapy to all eligible patients who could potentially benefit, making patient triage and prioritisation
necessary and judicious consideration is advised before starting all COVID-19 therapeutics. Use should
be restricted to clinical scenarios with potential for treatment benefit.
The TGEC recommends only considering early remdesivir use for patients in Tier 1 and 2 risk groups
(Appendix 2) with conditions listed in the Clinical Risk Factor table (Appendix 3).These cohorts are at
the highest risk of severe disease and they are expected to receive the greatest benefit from this early
intervention therapy and should be prioritised when supplies are limited. These clinical conditions
may again in the future be restricted to the red conditions only as the supply of COVID-19 therapeutics
available in Ireland dictates.
Approaching antiviral treatment from a stewardship perspective, as the oral option, Paxlovid™ (PF07321332/ ritonavir) appropriateness should be assessed first. Remdesivir (IV) should be reserved for
Tier 1 and Tier 2 patients for whom Paxlovid™ (PF-07321332/ ritonavir) is not suitable. This is to reduce
the strain on hospital resources for administration and to prevent further complications with IV care.
Aside from the above, this guidance does not recommend any therapeutic agent over another but
suggests that patient specific factors including symptom duration, renal function and drug interactions
as well as product availability should drive choice of therapeutic agent.
There is no evidence for the efficacy of combination treatment and this should not be considered.
For the purposes of this document, the following terminology will be used:


Unvaccinated: meaning COVID-19 vaccination schedule not commenced or incomplete.



Vaccinated: meaning COVID-19 vaccine primary series completed with or without a booster
dose administered
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Table 2: Options for Therapeutic Management of COVID-19 Patients*
The novel COVID-19 therapeutics** are not established as standard of care. The decision to
prescribe must be an explicit decision based on the clinical context of an individual patient.

Adapted with permission from the ‘Respiratory Management of Patients with COVID-19 V2’ January 2021, Irish
Thoracic Society

Table 3: Summary of recommendations in alphabetical order.
Intervention

Patient Cohort

Recommendation

Corticosteroids
(Systemic)

Hospitalised patients
with new oxygen
requirement

Systemic corticosteroids should be considered in selected
patients

Classified as CRS A2 on
oxygen/B/C1/C2/D as
defined in appendix 4
PIMS Paediatric patients

Refer to Section 4.1 for further information

Paediatric Inflammatory Multisystem Syndrome (PIMS)
has been reported following SARS-CoV2 infection. WHO
recommends systemic corticosteroids in this cohort of
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patients. All cases of suspected PIMS should be discussed
with the Paediatric Infectious Diseases team in CHI

Intravenous
Immunoglobulin
(IVIg)

Adult Patients

Paxlovid™ (PF07321332/ritonavir) 5
day course (oral)

Unvaccinated adult
patients at risk of
progression to
severe COVID-19
infection not requiring
supplemental oxygen

Paxlovid™ is a
combination of PF07321332
(nirmatrelvir) tablets
and ritonavir tablets

Remdesivir 3 Day Course
(Intravenous)

Paediatric Patients

(Tier 1 and Tier 2 as
defined in Appendix 2)
Immunocompromised
adult patients at risk of
progression to severe
COVID-19 infection not
requiring supplemental
oxygen

Refer to Section 4.1 for further information.
IVIg is not recommended for the treatment of COVID-19
in this population.
Paediatric Inflammatory Multisystem Syndrome (PIMS)
has been reported following SARS-CoV2 infection. IVIg is
used in this cohort of patients. All cases of suspected
PIMS should be discussed with the Paediatric Infectious
Diseases team in CHI
A 5 day course of Paxlovid™ (PF-07321332/ritonavir)
should be considered in selected patients.
It should be given within 5 days of symptom onset in
patients with a confirmed diagnosis of COVID-19 (PCR or
self-administered antigen test).
Refer to section 4.2 for further information.

(Tier 1 as defined in
Appendix 2 and 3)
Vaccinated adult patients
at high risk of severe
disease (adults aged over
75 years or adults aged
*** Additional risks include obesity (BMI over 35),
over 65 years with
diabetes mellitus, hypertension, cardiovascular disease,
additional risks***
chronic lung disease, clinical risk factor conditions not
meeting full definition for inclusion in Tier 1
(Tier 3 as defined in
Appendix 2)
Unvaccinated patients
A 3 day course of remdesivir should be considered in
aged 18 years and older selected patients
at risk of progression to
severe COVID-19
It should be initiated within 7 days of symptom onset and
infection not requiring
within 4 days of a confirmed diagnosis of COVID-19 (PCR
supplemental oxygen
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Remdesivir 5 Day Course
(Intravenous)

Tocilizumab
(Intravenous)

(Tier 1 and Tier 2 as
defined in Appendix 2)
Immunocompromised
patients aged 18 years
and older at risk of
progression to severe
COVID-19 infection not
requiring supplemental
oxygen
(Tier 1 as defined in
Appendix 2 and 3)
Hospitalised patients
aged 12 years and older
requiring supplemental
oxygen +/- high-flow
oxygen +/- non-invasive
ventilation

or another high specificity method approved by hospital
laboratory director)

(CRS A on
oxygen/B/C1/C2 as
defined in Appendix 4)
Recently hospitalised
adult patients not in an
ICU with rapidly
increasing oxygen needs
requiring either highflow oxygen or noninvasive ventilation and
significantly increased
markers of inflammation.

Refer to Section 4.3 for further information.

(Note: The RECOVERY
trial inclusion criterion
for inflammation was a
CRP greater than or
equal to 75 mg/L).
(CRS C1 or C2 as defined
in Appendix 4)
Adult patient admitted to
ICU with severe
pneumonia and requiring
respiratory support.
(CRS C1, C2 and D as
defined in Appendix 4)

Refer to Section 4.3 for further information.

A 5 day course of remdesivir should only be considered in
selected patients who have been discussed with local
Infectious Diseases or Microbiology colleagues due to the
limited evidence of efficacy.

Intravenous tocilizumab should only be considered for the
management of COVID-19 disease in non-ICU adult
patients with an inadequate clinical response to systemic
corticosteroid therapy.
Benefit has not been demonstrated with tocilizumab
monotherapy, systemic corticosteroids should continue
as adjunctive therapy.
If treatment is being considered outside of the ICU
setting, it should only be initiated after consultant-level
discussion in a multidisciplinary setting that i ncludes at
least two consultants from critical care medicine,
haematology, infection specialists, or respiratory
medicine, and with patient engagement (or their relevant
person, by phone if appropriate and possible).
Refer to Section 4.4 for further information.
Intravenous tocilizumab should be considered for the
management of COVID-19 disease in ICU adult patients
Tocilizumab should be administered in addition to
corticosteroids therapy, not as a substitute for, unless
contra-indications to corticosteroid exist.
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VTE Prophylaxis

All hospitalised patients
with COVID-19.

Refer to Section 4.4 for further information.
Risk assessment and provision of appropriate VTE
prophylaxis and patient information is recommended for
all patients hospitalised with COVID-19.
Refer to Section 4.5 for further information

4. Available Therapies
The authors of this guidance observe in general that, the decision to treat a patient should be at the
medical opinion of the individual clinician and in discussion with a multidisciplinary team and/or
colleagues and that the treatment options be discussed with the patient. It is not mandatory to apply
these suggestions. The guideline does not override the responsibility of the clinician to make decisions
appropriate to the circumstances of the individual patient.
Some of the Covid-19 treatments are newly licensed medications, being used for unlicensed
indications or unlicensed. Many of them are subject to additional monitoring as the clinical evidence
base is less well developed.
Healthcare professionals are asked to report any suspected adverse reactions via the national
reporting system and HPRA Pharmacovigilance website (www.hpra.ie). This will allow early
identification of new safety signals and further inform the safe and effective use of these medicines.
The incident and all actions taken must be recorded and the relevant National Incident Management
Report Form (NIRF) completed as soon as is practicable after the event occurs and within one working
day.
National Incident Report form can be found here https://www.hse.ie/eng/about/who/nqpsd/qpsincident-management/nims/.
Healthcare professionals should refer to the Summary of Product Characteristics and drug-drug
interaction databases (e.g. Stockley’s Interaction Checker) to check for drug-drug interactions. The
University of Liverpool have developed an online database for checking drug-drug interactions with
the experimental COVID-19 specific medicinal products; available online at https://www.covid19druginteractions.org/checker
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4.1 Systemic Corticosteroids
HSE Recommendations for Systemic Corticosteroid Therapy in Treatment of
Hospitalised Patients with Severe or Critical COVID-19
Refer to Summary of Product Characteristics (SmPCs) of respective medicinal products for full prescribing
information.1,2
Inclusion Criteria for Systemic Corticosteroid Therapy


Systemic corticosteroid therapy should only be considered for the management of COVID-19 disease in
hospitalised patients requiring:
o Mechanical ventilation (CRS D – see Appendix 4)
OR
o Supplemental oxygen but who are not mechanically ventilated (CRS A on oxygen, B, C1, C2)
Systemic corticosteroids should not be used for the management of patients with COVID-19 who do
not require respiratory support, unless another indication for corticosteroid therapy exists



Initiated after consultant-level discussion in a multidisciplinary setting when available.

Exclusion Criteria for Systemic Corticosteroid Therapy


Any contraindications to systemic corticosteroid therapy including acute severe infection from sources
other than COVID-19

Systemic (i.e. intravenous or oral) corticosteroid therapy (e.g. dexamethasone orally or intravenously or
hydrocortisone intravenously) for 7 to 10 days.
Recommended
Dexamethasone
Dose Schedule

Oral
Dexamethasone 6mg daily for 7 to 10 days 3 or until discharge
(whichever is sooner).
Intravenous
Dexamethasone phosphate 8mg (equivalent to dexamethasone
6.6mg) daily for 7 to 10 days
 Note: In the RECOVERY trial dexamethasone was prescribed as
dexamethasone base4
 Dexamethasone phosphate (salt) 4 mg in 1 mL injection is
equivalent to dexamethasone (base) 3.3mg in 1ml injection.5,6
 Check with local pharmacy department for available
formulation.
 No conversion is required for oral formulations of
dexamethasone.
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Recommended
Intravenous Hydrocortisone
Dose Schedule
Considerations for
Route of Administration
Based on Level of Care
(All patients must satisfy the criteria
for systemic corticosteroid therapy
regardless of level of care)

Pregnancy
Recommendations
Paediatric
Recommendations*

Hydrocortisone 50mg every 6 to 8 hours intravenously for 7 to 10
days.3
Intensive Care Unit (ICU) Patients
Hospitalised patients requiring escalation to ICU within 24 hours of
admission and not already commenced on dexamethasone should
be considered for treatment with intravenous hydrocortisone.
Non-ICU Patients
Hospitalised patients not requiring admission to an ICU should be
considered for treatment with parenteral corticosteroids
(dexamethasone or hydrocortisone) for the first 48 hours followed
by a review to oral therapy. (Expert Opinion of Therapeutic Guideline
Group)
Should be reviewed on a case by case basis. Please see section 5
below.
Corticosteroids, in addition to supportive care, should be
considered for children with severe or critical COVID-19. This
decision should be made following discussion with paediatric
Infectious Diseases in CHI.
Dexamethasone 150 micrograms/kg IV or PO (maximum 6mg) once
daily for 10 days7

Additional Information


This guidance does not apply to the use of systemic corticosteroids for indications other than COVID-19
(e.g. exacerbations of asthma or COPD).



Patients with COVID-19 who are receiving corticosteroids must be monitored for adverse effects (e.g.
hyperglycaemia, secondary infections; see Summary of Product Characteristics for full information on
adverse events). It would be prudent to monitor glucose levels in patients with severe and critical COVID19, regardless of whether the patient is known to have diabetes. Consideration needs to be given to the
need for appropriate gastro-protection according to local hospital policy.



Suspected co-infection with pathogens other than COVID-19 should be investigated and treated
empirically as per local antimicrobial policy with consideration of the principles of antimicrobial
stewardship
Further
information
available
from:
https://www.hpsc.ie/az/respiratory/coronavirus/novelcoronavirus/guidance/infectionpreventionandcontrolguidance/antimic
robialstewardship/ .
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Use of systemic corticosteroids may increase the risk of reactivation of latent infections (e.g., hepatitis B
virus, herpes viruses, and tuberculosis).



For patients prescribed systemic corticosteroids at the time of hospital admission, the dose should be
increased to a dose therapeutically equivalent to that detailed in the recommended dose schedules
above. Corticosteroid anti-inflammatory dose equivalencies8 are:

Dexamethasone base 6 mg
≡ Hydrocortisone 160 mg
≡ Methylprednisolone 32 mg
≡ Prednisolone 40 mg



Once the course of treatment with systemic corticosteroids indicated for COVID 19 is completed, assess
clinical need to recommence the previous corticosteroid prescription.

*While acknowledging a lack of substantial evidence for their use, the WHO recommends the addition of
systemic corticosteroids in the care of children and adolescents (aged between 0 - 18) who fit the diagnostic
criteria of Paediatric Inflammatory Multisystem Syndrome (PIMS) and Kawasaki disease. The rationale for this
advice results from the outcome that the potential harms of systemic corticosteroids were fewer than the
potential benefits of their use in this population 9. The decision to treat should be made following discussion
with paediatric Infectious Diseases in CHI.

4.2 Oral Paxlovid™ (PF-07321332/ritonavir) – Antiviral
HSE Recommendations for Paxlovid™ (PF-07321332/ritonavir) in the Management of Patients with
COVID-19
Refer to Summary of Product Characteristics (SmPC) of Paxlovid™ (PF-07321332/ritonavir) for full prescribing
information 1

Inclusion Criteria for use of Paxlovid™ (PF-07321332 /ritonavir)


Unvaccinated patients at risk of progressing to severe COVID 19 infection. (Clinical Prioritisation
Framework for the Use and Prescribing of Emerging Novel COVID -19 Therapeutics Tier 1 and Tier 2 See Appendix 2)
OR
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Immunocompromised patients at risk of progressing to severe COVID 19 infection who despite
vaccination are unlikely to have generated protective immunity (Clinical Prioritisation Framework for
the Use and Prescribing of Emerging Novel COVID -19 Therapeutics Tier 1 - See Appendix 2)
OR



Vaccinated adult patients at high risk of severe disease (adults aged over 75 years or adults aged over
65 years with additional risks***). Vaccinated adult patients in this tier, who have not received a
COVID-19 vaccine booster dose are likely at higher risk for severe disease; patients in this situation
should be prioritised for treatment. (Clinical Prioritisation Framework for the Use and Prescribing of
Emerging Novel COVID -19 Therapeutics Tier 3 - See Appendix 2

AND





Less than or equal to 5 days of symptom onset
COVID-19 confirmed with a positive PCR or self-administered antigen test, within the last 5 days
18 years and over
Patient does not require supplemental oxygen

Exclusion Criteria for use of PF-07321332 /ritonavir


Severe renal impairment, (eGFR less than 30ml/min), including patients with End Stage Renal Disease
under haemodialysis
 Severe liver disease- Child Pugh Class C
 Co-administration of medicinal products that are highly dependent on CYP3A4 for clearance and for
which elevated concentrations are associated with serious and/or life threatening reactions*.
 Co-administration of medicinal products that are potent CYP3A4 inducers where significantly
reduced Paxlovid™ (PF-07321332/ritonavir) plasma concentrations may be associated with potential
for loss of virologic response and possible resistance*.
 Sign / symptoms of severe COVID-19 (see Appendix 5)
 Any contraindications to Paxlovid™ (PF-07321332/ritonavir as listed in the SmPC.
Drug Name
Paxlovid™ is a combination of PF-07321332 (nirmatrelvir) tablets and ritonavir tablets
PF-07321332/Ritonavir ▼
HSE Approved
Indications

Pregnancy
Recommendations

Treatment of unvaccinated or immunocompromised patients at risk of progressing to
severe COVID-19 disease who meet the inclusion criteria and none of the exclusion
criteria outlined above.
Vaccinated adult patients at high risk of severe disease (adults aged over 75 years or
adults aged over 65 years with additional risks ***).
Should be reviewed on a case by case basis. Please see section 5 below.
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Paediatric
Recommendations

Paxlovid™ (PF-07321332/ritonavir) is not licensed for paediatric use. See Section 6
below.

Formulation

PF-07321332 150mg pink film-coated tablets
Ritonavir 100mg white film-coated tablets
Oral

Route of
Administration
Dose and
Duration of
therapy

Method of
Administration

Funding

300mg PF-07321332 (two 150mg tablets) with 100mg ritonavir (one 100mg tablet) all
taken together orally every 12 hours for 5 days.
A dose reduction is needed in patients with moderate renal impairment.
eGFR (ml/min)
Dose of PFDose of
Frequency
Duration
07321332
Ritonavir
≥60
300 mg
100 mg
12 hourly
5 days
30-60
150 mg
100 mg
12 hourly
5 days
< 30
Not recommended
Failure to correctly co-administer PF-07321332 with ritonavir will result in plasma
levels of PF-07321332 that will be insufficient to achieve the desired therapeutic
effect.
Please see PF-07321332/ritonavir (Paxlovid™ )SmPC for administration details
https://www.ema.europa.eu/documents/product-information/paxlovid-epar-productinformation_en.pdf
HSE (via United Drug)

Additional Information


In patients with moderate renal impairment (eGFR less than or equal to 60ml/min), the dose of
Paxlovid™ (PF-07321332/ritonavir) should be reduced to 150mg/100mg every 12 hours for 5 days.
Special attention for patients with moderate renal impairment
The daily blister contains two separated parts each containing two tablets of PF-07321332
and one tablet of ritonavir corresponding to the daily administration at the standard dose.
Therefore, patients with moderate renal impairment should be provided with only one
tablet of PF-07321332 with the tablet of ritonavir to be taken every 12 hours.



Caution is advised in patients with pre-existing liver diseases, liver enzyme abnormalities or hepatitis,
due to a risk of hepatotoxicity.



Ritonavir is a CYP3A inhibitor (and PgP inhibitor). PF-07321332 is a substrate of CYP3A. Interactions
with other medicinal products could lead to clinically significant reactions, including potentially life-
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threatening or fatal reactions, loss of therapeutic effect of Paxlovid™ (PF-07321332/ritonavir) and
possible development of viral resistance.


Carefully review concomitant medicines before and during treatment. Monitor the patient for
adverse reactions associated with any concomitant medicine. Paxlovid™ (PF-07321332/ritonavir)
should not be started immediately after discontinuation of certain contraindicated medicines, see
section 4.3 of SmPC for further information.



The following tools should be used to check for potential drug interaction; The HSE tool ‘Assessing a
Patient for Paxlovid™ (PF-07321332/ritonavir)’ in appendix 6 and the COVID-19 Drug Interactions tool
developed by the University of Liverpool (https://www.covid19-druginteractions.org/). A mobile app
of the Liverpool Covid-19 tool is also available. Further information on medicines contraindicated for
concomitant use with Paxlovid™ (PF-07321332 /ritonavir) and for potential significant interactions
with other medicinal products are also available from sections 4.3 and 4.5 of the Summary of Product
Characteristics (SmPC).



Ritonavir may reduce the efficacy of combined hormonal contraceptives. Patients using combined
hormonal contraceptives should be advised to use an effective alternative contraceptive method or
an additional barrier method of contraception during treatment with Paxlovid™ (PF07321332/ritonavir), and until one menstrual cycle after stopping treatment.



Completion of the full 5-day treatment course is recommended even if the patient requires
hospitalisation due to severe or critical COVID-19 after starting treatment.

4.3 Intravenous Remdesivir - Antiviral
HSE Recommendations for Remdesivir in the Management of Patients with
COVID-19
Refer to Summary of Product Characteristics (SmPC) of remdesivir for full prescribing information1
Recommended Treatments:
1. Early remdesivir for patients who are COVID-19 positive (3 day treatment course)
2. A 5 day course of remdesivir should only be considered in selected patients who are COVID-19
positive and requiring supplemental oxygen and have been discussed with local Infectious Diseases
or Microbiology colleagues due to the limited evidence of efficacy.

1. Early remdesivir for patients who are COVID-19 positive (3 day treatment course)2,3:
Inclusion Criteria
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Unvaccinated patients at risk of progressing to severe COVID 19 infection. (Clinical Prioritisation
Framework for the Use and Prescribing of Emerging Novel COVID -19 Therapeutics Tier 1 and Tier 2
– See Appendix 2)
OR



Immunocompromised patients at risk of progressing to severe COVID 19 infection who despite
vaccination are unlikely to have generated protective immunity (Clinical Prioritisation Framework
for the Use and Prescribing of Emerging Novel COVID -19 Therapeutics Tier 1 - See Appendix 2)AND




Less than or equal to 7 days of symptom onset
COVID-19 confirmed with a positive PCR (or another high specificity method approved by hospital
laboratory director) within the last 5 days
18 years and over
Not requiring supplemental oxygen




Exclusion Criteria
 Any contraindications to remdesivir as listed in the SmPC.
 Sign / symptoms of severe COVID-19 (see Appendix 5)
2. A 5 day course of remdesivir should only be considered in selected patients who are COVID-19
positive and requiring supplemental oxygen and have been discussed with local Infectious Diseases
or Microbiology colleagues due to the limited evidence of efficacy.
Inclusion Criteria





Hospitalised with COVID-19
Patients with pneumonia requiring supplemental oxygen at the start of treatment (low- or high-flow
oxygen or other non-invasive ventilation)
12 years and over
Greater than or equal to 40kg

Exclusion Criteria
 Any contraindications to remdesivir as listed in the SmPC.
 Patients requiring invasive forms of ventilatory support at the start of treatment.
Drug Name
Remdesivir ▼
HSE Approved Indications

1. Early remdesivir treatment for adults who are COVID-19 positive who
meet the inclusion criteria and none of the exclusion criteria outlined
above.
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2. There is limited evidence to support remdesivir treatment for
patients who are COVID-19 positive requiring supplemental oxygen
and meet the inclusion criteria and none of the exclusion criteria
outlined above due to the limited evidence of efficacy.
Pregnancy
Recommendations

Should be reviewed on a case by case basis. Please see section 5 below.

Paediatric
Recommendations

Formulation

1. Early use of remdesivir is not licensed for paediatric use.
2. Remdesivir is indicated for the treatment of COVID-19 in paediatrics
(aged 12 years and older and weighing greater than or equal to 40 kg)
with pneumonia requiring supplemental oxygen (low or high-flow
oxygen or other non-invasive ventilation at start of treatment).
100 mg powder for concentrate for solution for infusion.

Route of Administration

Intravenous infusion

Dose and
Duration of therapy

1. Early remdesivir for adults who are COVID-19 positive (3 day
treatment course)
Day 1
Day 2
200 mg loading dose 100 mg once daily

Day 3
100 mg once daily

2. Remdesivir for patients who are COVID-19 positive and are
requiring supplemental oxygen (5 day treatment course)
Day 1
200 mg
loading
dose

Day 2
100 mg
once daily

Day 3
100 mg
once daily

Day 4
100 mg
once daily

Day 5
100 mg
once daily

Method of Administration

Please see Remdesivir (Veklury®) SmPC for administration details
https://www.ema.europa.eu/en/documents/product-information/vekluryepar-product-information_en.pdf

Funding

HSE (via United Drug)

Additional Information


Remdesivir should not be used in patients with eGFR less than 30 mL/min1
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Transaminase elevations have been observed in clinical trials. Liver function should be determined
in all patients prior to starting remdesivir and should be monitored while receiving it as clinically
appropriate
o Remdesivir should not be initiated in patients with alanine aminotransferase (ALT) greater than
or equal to 5 x ULN at baseline
o Remdesivir should be discontinued in patients who, during treatment, develop 1:
i. ALT greater than or equal to 5 x ULN. It may be restarted when ALT is less than 5 x ULN
OR
ii. ALT elevation accompanied by signs or symptoms of liver inflammation or increasing
conjugated bilirubin, alkaline phosphatase, or international normalised ratio (INR)



Women of child-bearing potential should be advised to use effective contraception during
treatment.



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.



Available evidence has shown no incremental benefit of 10 days treatment over 5 days 4.



Monitor patients for hypersensitivity reactions during and following administration of remdesivir as
clinically appropriate. Hypersensitivity reactions including infusion-related and anaphylactic
reactions have been observed during and following administration of remdesivir. Slower infusion
rates, with a maximum infusion time of up to 120 minutes, can be considered to potentially prevent
these signs and symptoms.1

4.4 Intravenous Tocilizumab –Anti-IL6 Receptor Monoclonal Antibody
HSE Recommendations for Tocilizumab in the Management of Patients with
Severe COVID-19 Disease
Refer to Summary of Product Characteristics (SmPC) of tocilizumab for full prescribing information 1
Inclusion Criteria for use of Intravenous Tocilizumab


Intravenous tocilizumab should only be considered for the management of COVID-19 disease in hospitalised
adult patients:
o

ICU admission with severe pneumonia and requiring respiratory support (CRS C1, C2 and D)

OR
o

Recently hospitalised patients not in an ICU with rapidly increasing oxygen needs requiring ei ther
high-flow oxygen or non-invasive ventilation and significantly increased markers of inflammation.
(CRS C1 or C2)
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Note: The RECOVERY trial inclusion criterion for inflammation was a CRP greater than or equal to 75
mg/L2,3
If treatment is being considered outside of the ICU setting, it should only be initiated after consultantlevel discussion in a multidisciplinary setting that includes at least two consultants from critical care
medicine, haematology, infection specialists, or respiratory medicine, and with patient engagement (or
their relevant person, by phone).
AND


The following parameters are met:
o Liver enzymes less than 10 ULN
o Absolute neutrophil count greater than 1 x 109 / L
o Platelet count greater than 50 x 109 / L

Exclusion Criteria for use of Intravenous Tocilizumab


Any contraindications to tocilizumab as listed in the SmPC, including acute severe infection from sources
other than SARS-CoV2.
Drug Name
Tocilizumab
HSE Approved Indication

Pregnancy
Recommendations
Paediatric
Recommendations

Treatment of hospitalised patients with COVID-19 who meet the inclusion criteria
and none of the exclusion criteria outlined above.
Tocilizumab should not be administered to COVID-19 patients who are not
receiving systemic corticosteroids as an increase in mortality cannot be excluded
in this subgroup.
Eligible patients should be reviewed on a case by case basis.
Tocilizumab is not currently licensed for use in paediatric patients for the
treatment of COVID-19

Formulation

If treatment with tocilizumab is being considered it must be discussed on a case by
case basis with paediatric Infectious Diseases team at CHI.
20 mg / mL concentrate for solution for infusion

Route of Administration

Intravenous infusion

Dose

8mg/kg (maximum 800mg per dose).
Dose rounding to the nearest whole vial is recommended.
Vial sizes available may include 80mg, 200mg, and 400mg.

Duration of therapy

Single dose.
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In exceptional circumstances, one additional dose may be considered no sooner
than 8 hours after the initial dose if there has not been sufficient clinical
improvement.
The decision to administer a second dose must only be made following consultantlevel multidisciplinary specialist input and not considered routine clinical practice.
Method of Administration

Funding

Please see
the
tocilizumab (RoActemra®) SmPC
for
details
https://www.ema.europa.eu/en/documents/product-information/roactemraepar-product-information_en.pdf
Hospital

Additional Information
 HSE guidance for the use of tocilizumab in the intensive care unit (ICU) setting is informed by the REMAPCAP2,4,5 trial which demonstrates benefit with the use of tocilizumab, in combination with systemic
corticosteroids and standard of care, in critically ill patients with COVID-19 receiving organ support
(respiratory or cardiac) in an ICU.


HSE guidance for the use of tocilizumab in the non-ICU setting is informed by results from the RECOVERY3,5
study. Results from the RECOVERY study demonstrated benefit in a subset of hospitalised patients with
severe COVID-19 outside of the ICU setting who demonstrate evidence of progressive COVID-19
characterised by an inflammatory phenotype (CRP greater than or equal to 75 mg/L) and hypoxaemia (oxygen
saturation less than 92% on air or requiring oxygen therapy).



Use of tocilizumab outside of the ICU setting should only be considered after consultant-level discussion in a
multidisciplinary setting that includes at least two consultants from critical care medicine, haematology,
infection specialists, or respiratory medicine, and with patient engagement (or their relevant person, by
phone).



Tocilizumab should not be administered if there is a concurrent untreated severe active infection other than
COVID-19.



There may be a risk of reactivation of latent infections (e.g., hepatitis B virus, and tuberculosis).1



Patients should be monitored for hepatotoxicity and haematological abnormalities. Tocilizumab is not
recommended if ALT or AST are above 10 x ULN, absolute neutrophil count less than 1 x 10 9 / L or platelet
count less than 50 x 10 9 / L.1



Hypersensitivity reactions, including anaphylaxis, have been reported with a dministration of tocilizumab. If
signs or symptoms of a clinically significant hypersensitivity reaction or anaphylaxis occur, administration
should be discontinued immediately and appropriate medications and/or supportive care should be given.1
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4.5 Venous Thromboembolism (VTE) Prophylaxis
Being hospitalised with COVID-19 is associated with a high risk of venous thromboembolism (VTE).
Provision of appropriate prophylaxis and patient information is recommended for all patients, (unless
contraindicated) with COVID-19 admitted to hospital. Refer to the HSE COVID 19 Interim Clinical
Guidance for VTE protocol and Patient Information for Acute Hospitals 1
https://hse-ie.libguides.com/c.php?g=679077&p=4866382

5. Pregnancy and Treatments used in COVID-19
Vaccination remains the most effective method of preventing severe COVID-19 disease in pregnancy.
Pregnant women appear no more or less likely to contract COVID-19 than the general population1 . 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. 1 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 contraindication. 2
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. 2
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.
Systemic Corticosteroids
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The RECOVERY trial demonstrated a significant reduction in 28-day mortality for individuals with
COVID-19 requiring oxygen who were given corticosteroid therapy. The RECOVERY trial protocol for
pregnancy patients recommended oral prednisolone or IV hydrocortisone, instead of dexamethasone
treatment. 1,3 Prednisolone and hydrocortisone, unlike dexamethasone, are extensively metabolised
in the placenta with minimal transmission to the foetus. 1 The decision to use systemic corticosteroids
in pregnant patients with COVID-19 should be a shared decision involving a multidisciplinary approach
and the patient, and should be considered separate to the administration of antenatal steroids to
promote fetal lung maturity.
Oral Paxlovid™ (PF-07321332/ritonavir)
There is no evidence for the use of nirmatrelvir/ritonavir in pregnancy. Patients should be reviewed
on a case-by-case basis.
Intravenous Remdesivir – Antiviral
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). 4 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. 5
A number of case reports6-8 and two case series including 179 and 6710 women, have described the use
of remdesivir in pregnant women. 9, 10 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.
The decision to use remdesivir in pregnant patients with COVID-19 should be a shared decision
involving a multidisciplinary approach and the patient.

6. Paediatrics and Treatments used in COVID-19
The only proven way to prevent progression to severe COVID-19 in the paediatric population is
vaccination.
Children have a significantly lower risk than adults of developing severe COVID -19 even when
additional risks are present. The numbers who will require targeted therapy will be small. The evidence
to date on the use of these therapies in children is minimal and guidance may change as more data
become available. Any decisions to treat children should always be made in consultation with the
paediatric ID team at CHI. Unlicensed use of COVID-19 therapies may be considered in children and
should always be discussed on a case by case basis with the paediatric infectious disease team at CHI.
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7. Therapies not or no longer recommended in COVID-19
The therapies below should not be administered for the treatment of COVID-19 outside of an
approved clinical trial. It should be noted that this list is not exhaustive and if a therapy is omitted
from this list it should not be implied that it is recommended.
Some of the therapies outlined below are novel and evidence is emerging. When requested, the TGEC
will review these data and make recommendations to the NCAGL. There are many emerging therapies
under review for the treatment of COVID-19, once further evidence is published and these treatments
become available, they will be reviewed for use in line with this guideline.
Sotrovimab

No longer recommended (see appendix 6)

Lopinavir/ritonavir

Lopinavir/ritonavir is not recommended for the management of COVID -19

Hydroxychloroquine +/Azithromycin

Hydroxychloroquine +/- azithromycin is not recommended for the managementof
COVID-19

Ivermectin

Ivermectin is not recommended for the management of COVID -19 outside of the
REMAP CAP trial
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Appendices
Appendix 1: 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-forpatient-assessment-and-tracking.pdf
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Appendix 2: Therapeutic Advisory Group: Clinical Prioritisation Framework for the Use and
Prescribing of Emerging Novel Therapeutics for COVID-19
This is interim guidance on which individuals might re ceive the greatest benefit from emerging therapeutics. When it
becomes necessary to prioritise patients for receipt of therapies, the TGEC suggests prioritising by risk group as described
in this document. The treating physician will need to consider all c o-morbidities and therapies to gauge for cumulative
immune suppressing effect.
Tier
1

Risk Group
Immunocompromised adult patients not expected to mount an adequate immune* response to COVID -19
vaccination or SARS-coV-2 infection due to their underlying conditions, regardless of vaccine status (see Clinical
Risk Factors)
Immunosuppressed adult patients taking rituximab within 12 months** and other B cell or T cell depleting
therapies OR high dose steroids defined as adults receiving over 40mgs/day for more than 1 week or over
20mgs/day for two weeks within the last three months
Children¥ with profound immunodeficiency (e.g. peri-transplant or CAR-T treatment) or who have specific
congenital immune disorders (APECED, Interferon pathway disorders)

2

3

Unvaccinated adult patients at the highest risk of severe disease
(adults aged over 75 years or adults aged over 55 years with additional risks)***
Unvaccinated adult patients at risk of severe disease not included in Tier 1
(adults aged over 65 years or adults aged under 55 years with additional risks)***
Unvaccinated children who are under hospital supervision for conditions such as severe complex
neurodisability with multiple medical needs OR complex medical needs with multiple co -morbidities (e.g.
technology dependent – tracheostomy, home ventilation etc)
Vaccinated adult patients at high risk of severe disease
(adults aged over 75 years or adults aged over 65 years with additional risks)***
Note: Vaccinated adult patients who have not received a COVID-19 vaccine booster dose are likely at higher
risk for severe disease; patients in this situation within this tier should be prioritised for treatment

4

Vaccinated adult patients at risk of severe disease
(adults aged over 65 years or adults aged under 65 with additional risks)***
Note: Vaccinated adult patients who have not received a COVID-19 vaccine booster dose are likely at higher
risk for severe disease; patients in this situation within this tier should be prioritised for treatment

Pregnancy

Every eligible woman will require a risk assessment and participate in shared decision making.
Tier 1: Regardless of vaccine status, Immunocompromised (as defined in Tier 1) + pregnant = recommend
Tier 2: Unvaccinated + additional risk factors + pregnant = consider and decision after case discussion (e.g.
obstetrics, infection consultant, and pharmacy).
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Note: Pregnancy alone does not qualify for consideration for therapeutic intervention at this time, until more
about the safety and efficacy profile of this therapeutic agent becomes know
*Pregnancy additional risks includes but are not exclusive to obesity (BMI over 35), BAME (Black Asian Mixed
Ethnicity), diabetes mellitus, hypertension, cardiovascular disease, chronic lung disease and clinical risk fac tor
conditions not meeting full definition for inclusion in Tier 1.
The TGEC believe the number of pregnant women who may benefit from s otrovimab to be very small.
*baseline or pre-treatment serology is not required but this guideline may change with e volving practice
** Extended effect may occur and impact may be supported by consideration for serology testing
*** Additional risks include obesity (BMI over 35), diabetes mellitus, hypertension, cardiovascular disease, chronic lung
disease, clinical risk factor conditions not meeting full definition for inclusion in Tier 1
¥Note that children have a significantly lower risk than adults of developing severe COVID -19, even when additional risks
are present. Any decisions to treat are made in consultation with the paediatric ID team at CHI.

Appendix 3: Therapeutic Advisory Group: Clinical Prioritisation Framework for the Use and
Prescribing of Emerging Novel Therapeutics for COVID-19
Clinical Risk Factors: Tier 1 Conditions (Clinical risk factors of immunocompromised individuals)
Clinical Risk Factors: Tier 1 Conditions -Adults
PRIMARY IMMUNODEFICIENCY
CVID
SCID / Combined Immunodeficiency
Hypogammaglobulinaemia, associated with recurrent infections AND immunoglobulin
replacement /prophylactic antibiotics
Diagnosis-based

Good’s (thymoma + B cell deficiency)
HyperIgM
Autoimmune polyglandular syndromes
IFN type 1 pathway defects / autoantibodies

SECONDARY IMMUNODEFICIENCY
Solid organ transplant

Any
Lung
Within 1 year of solid organ transplant
AIDS presentation or uncontrolled HIV infection

HIV

Untreated (high viral load) with CD4<50
CD4 <200

IMMUNE-MEDIATED INFLAMMATORY DISORDERS (IMID) (see further information below*)
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B- cell depleting Rx (eg rituximab) within12 months; or where B cell reconstitution has
not occurred
Tacrolimus (systemic therapy - Excludes topical tacrolimus or other topical calcineurin
inhobitors)
Corticosteroids
(Long term use of > 5mgs/day prednisolone, or intermittent high dose within the
previous 3 months)
Treatment-based

Cyclophosphamide (within last 6 months)
Cyclosporin
Mycophenolate Mofetil, Mycophenolic acid
Biologic monotherapy with agents associated with significantly impaired vaccine
response (See further information below*)
Biologic PLUS Azathioprine (thiopurine) or Biologic PLUS Methotrexate
Abatacept

HAEMATOLOGY
HSCT < 12 months, OR where B cell reconstitution has not occurred
GVHD active
Diagnosis-based

Chronic B cell lymphoproliferative disease
Myeloma (NOT MGUS)
(MGUS with impaired immune function, but not fulfilling myeloma definition)
Myelodysplastic syndrome
CART (Chimeric Receptor T-cell Therapy) within 2 years
B-cell depletion therapies (anti-CD20, daratumumab) within 12 months OR where B
cell reconstitution has not occurred

Treatment-based

T-cell depleting therapies (alemtuzumab, ATG) within 12 months
Radiotherapy within 6 months
Systemic anti-cancer therapy within 12 months (excluding tyrosine kinase inhibitors) for
haem malignancy (NOT stable CML)
Sickle cell disease

Non-malignant

Haem disorders receiving B-cell or T-cell depletion therapies within12 months (antiCD20, alemtuzumab, ATG)

ONCOLOGY
Diagnosis-based
Treatment-based

Active solid/metastatic cancer
Radiotherapy within 6 months
Chemotherapy within 3 months

RENAL
Diagnosis-based
Treatment-based

Renal transplant
CKD 4 or 5
B cell depleting therapies within12 months OR where B cell reconstitution has not
occurred
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LIVER
Diagnosis-based
Treatment-based

Cirrhosis (Childs C)
Liver transplant
Any immunosuppression for liver disease
(Excluding low dose corticosteroids)

NEUROLOGY
Huntington’s
Diagnosis-based

MND on immune therapies
MS on immune based therapies
Myasthenia gravis on immune based therapies

Reference: Therapeutic Advisory Group - Interim Statement and Guidance: The Clinical Prioritisation Framework for the Use and
Prescribing of Emerging Novel Therapeutics for COVID-19, Version 1. 18th Jan 2022

Appendix 3 Table 1: Therapies which may alter vaccine response
The following therapies are likely to interfere with vaccine responses, and patients may be considered in Tier 1
 Systemic calcineurin inhibitors (e.g. tacrolimus; ciclosporin)
 Potent anti-proliferative agents (e.g Cyclophosphamide; Mycophenolate)
 Some MS therapies (e.g Fingolimod and other S1P receptor modulators)
 Abatacept (Orencia®)
 Alemtuzumab (Lemtrada®)
 Belimumab (Benlysta®)
 Blinatumomab (Blincyto®)
 Brentuximab vedotin (Adcetris®)
 Daratumumab (Darzalex®)
 Gemtuzumab ozogamicin (Mylotarg®)
 Inotuzumab ozogamicin (Besponsa®)
 Mogamulizumab (Poteligeo®)
 Obintuzumab (Gazyvaro®)
 Ocrelizumab (Ocrevus®)
 Polatuzumab vodotin (Polivy®)
 Rituximab (Blitzima®, Mabthera®, Ritemvia®, Rixathon®, Riximyo®, Truxima®)
The following therapies may interfere with vaccine effectiveness, or have relatively little data available. Patients
receiving these therapies may fall into Tier 1. MDT discussion is recommended, possibly supported by antibody
measurement if feasible.
 Some MS therapies (e.g. Cladribine; alemtuzumab. Timing of dosing in relation to vaccination may be relevant)
 Azathioprine and 6-mercaptopurine (dependent on dose and duration)
 Corticosteroids (depends on dose and duration, and relationship to vaccine doses.)
 JAK inhibitors (varies with agent and underlying condition)
 Anakinra (Kineret®)
 Canakinumab (Ilaris®)
 Risankizumab (Skyrizi®)
 Sacituzumab govitecan (Trodelvy®)
 Satalizumab (Enspryng®)
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Tocilizumab (RoActemra®)
Tralokinumab (Adralza®)
The following therapies do not ordinarily impair vaccine responses and patients do not automatically fall into Tier 1
unless there is clinical or laboratory evidence of immunodeficiency, and a poor antibody response to SARS -CoV-2
vaccines.
 Topical calcineurin inhibitors
 Methotrexate
 DiMethylFumerate
 TNF alpha inhibitors
 IL-1 and IL-6 inhibitors
 IL-17/IL-23 inhibitors
 Adalimumab (Amgevita®, Amsparity®,Halimatoz®, Hefiya®, Hulio®, Humira®, Hyrimoz®, Idacio®, Imraldi®)
 Alirocumab (Praluent®)
 Atezolizumab (Tecentriq®)
 Avelumab (Bavencio®)
 Benralizumab (Fasenra®)
 Bevacizumab (Avastin®, Alymsys®, Zirabev®, MVASI®)
 Brodalumab (Kyntheum®)
 Brolucizumab (Beovu®)
 Burosumab (Crysvita®)
 Cemiplimab (Libtavo®)
 Certolizumab (Cimzia®)
 Cetuximab (Erbitux®)
 Denosumab (Prolia®, Xgeva®)
 Dupilumab (Dupixent®)
 Durvalumab (Imfinzi®)
 Eculizumab (Soliris®)
 Emicizumab (Hemlibra®)
 Enfortumab vodotin (Padcev®)
 Etanercept (Benepali®,Enbrel®, Erelzi®, Lifmior®)
 Erenumab (Aimovig®)
 Evolocumab (Repatha®)
 Golimumab (Simponi®)
 Guselkumab (Termfya®)
 Infliximab (Flixabi®, Inflectra®, Remicade®, Remsima®, Zessly®)
 Ipilimumab (Yervoy®)
 Ixekizumab (Taltz®)
 Lanadelumab (Takhzyro®)
 Mepolizumab (Nucala®)
 Natalizumab (Tysabri®)
 Nivolumab (Opdivo®)
 Omalizumab (Xolair®)
 Panitumab (Vectibix®)
 Pembrolizumab (Keytruda ®)
 Pertuzumab (Perjeta®)
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Pertuzumab / Trastuzumab (Phesgo®)
Ramucirumab (Cyramza®)
Ranibizumab (Lucentis®, Byooviz®)
Reslizumab (Cinqaero®)
Romosozumab (Evenity®)
Secukinumab (Cosentyx®)
Tildrakizumab (Ilumetri®)
Trastuzumab (Herceptin®)
Trastuzumab deruxtecan (Enhertu®)
Trastuzumab emtansine (Kadcyla®)
Ustekinumab (Stelara®)
Vedolizumab (Entyvio®)
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Appendix 4: Irish Thoracic Society – COVID-19 Respiratory Scale (CRS)
Taken from the Respiratory Management of Patients with COVID -19 V2 January 2021, Irish Thoracic Society
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Reference
1. The Irish Thoracic Society, Managing Respiratory Care during the COVID-19 Pandemic V2, January 2021. Available here
https://irishthoracicsociety.com/wp-content/uploads/2020/03/Respiratory-Mgt-Guideline-V2-Jan-2021.20.01.pdf.
Accessed 17.1.2022
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Appendix 5 WHO COVID-19 Disease Severity Classification
For further information see https://apps.who.int/iris/bitstream/handle/10665/338882/WHO-2019-

nCoV-clinical-2021.1-eng.pdf?sequence=1&isAllowed=y

Critical COVID-19

Defined by the criteria for acute respiratory distress syndrome (ARDS), sepsis, septic
shock, or other conditions that would normally require the provision of life-sustaining
therapies such as mechanical ventilation (invasive or non-invasive) or vasopressor
therapy.

Severe

Defined by any of:
 Oxygen saturation < 90% on room air.
 Respiratory rate:
o > 30 breaths/min in adults and children > 5 years old;
o ≥ 60 breaths/min in children < 2 months old;
o ≥ 50 in children 2–11 months old
o ≥ 40 in children 1–5 years old.
 Signs of severe respiratory distress (accessory muscle use, inability to
complete full sentences, and, in children, very severe chest wall indrawing,
grunting, central cyanosis, or presence of any other general danger signs).

Non-severe

Defined as absence of any criteria for severe or critical COVID-19.
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Appendix 6 Intravenous Sotrovimab – Neutralising Monoclonal Antibody

Sotrovimab has been removed from the main recommendation section of the guidance and
repositioned to Appendix 6 in light of the observed decrease in in vitro neutralisation against Omicron
BA.2, BA.2.12.1, BA.4 and BA.5 sub-variants. These sub-variants now account for almost all COVID-19
cases in Ireland1 . All physicians across primary and secondary care and hospital pharmacists should be
advised of the reduced efficacy of sotrovimab against the Omicron sub-variants suggesting an
unfavourable change to the risk:benefit balance for an individual patient, highlighting the importance
of Multi-Disciplinary Team guidance for use of this therapy.
HSE Recommendations for Sotrovimab in the Management of
Unvaccinated Patients and Immunocompromised Patients with COVID-19
For full prescribing information refer to the Summary of Prescribing Characteristics (SmPC) for sotrovimab2
Inclusion Criteria for use of Sotrovimab3,4


Unvaccinated patients at risk of progressing to severe COVID 19 infection. (Clinical Prioritisation
Framework for the Use and Prescribing of Emerging Novel COVID -19 Therapeutics Tier 1 and Tier 2 - See
Appendix 2)
OR



Immunocompromised patients at risk of progressing to severe COVID 19 infection who despite
vaccination are unlikely to have generated protective immunity (Clinical Prioritisation Framework for the
Use and Prescribing of Emerging Novel COVID -19 Therapeutics Tier 1 - See Appendix 2)
AND







Less than or equal to 5 days of symptom onset
COVID-19 confirmed with a positive PCR (or another high specificity method approved by hospital
laboratory director) within the last 5 days
12 years and over
Greater than or equal to 40 kg
Patient does not require supplemental oxygen

Exclusion Criteria for use of Sotrovimab
 Sign / symptoms of severe COVID-19 (see Appendix 5)
 Any contraindications to sotrovimab as listed in the SmPC.
Drug Name
Sotrovimab ▼
HSE Approved Indication

Treatment of unvaccinated or immunocompromised patients at risk of
progressing to severe COVID-19 disease who meet the inclusion criteria and
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Pregnancy
Recommendations
Paediatric
Recommendations
Formulation

none of the exclusion criteria outlined above who may be infected with a
COVID-19 subtype other than Omicron BA.2.
Eligible patients should be reviewed on a case by case basis. Please see section 5
below.
Decision to treat patients aged 12 and over should be made in consultation with
the paediatric Infectious Diseases team at CHI
500 mg/ 8ml concentrate for solution for infusion

Route of Administration

Intravenous infusion over 30 minutes

Dose

500 mg

Duration of therapy

Single dose

Method of Administration

Please see Sotrovimab (Xevudy®) SmPC for administration details
https://www.ema.europa.eu/en/documents/product-information/xevudy-eparproduct-information_en.pdf

Funding

HSE (via United Drug)

Additional Information


Patients should be monitored during and for at least 1 hour after infusion is complete.



Hypersensitivity reactions, including anaphylaxis, have been reported with administration of
sotrovimab. If signs or symptoms of a clinically significant hypersensitivity reaction or anaphylaxis
occur, administration should be discontinued immediately and appropriate medications and/or
supportive care should be given.



Infusion-related reactions (IRRs) have been observed with intravenous administration of monoclonal
antibodies. These reactions may be severe or life threatening. If an IRR occurs, the infusion ma y be
interrupted, slowed or stopped.

References for Appendix 6 Intravenous Sotrovimab – Neutralising Monoclonal Antibody
1.

2.

3.
4.

Health Protection Surveillance Centre: Summary of COVID -19 virus variants in Ireland. Available online at:
https://www.hpsc.ie/a-z/respiratory/coronavirus/novelcoronavirus/surveillance/summaryofcovid19virusvariantsinireland/COVID-19%20Virus%20variants%20report%2020220630%20final%20Web.pdf. Accessed
on 12 July 2022.
Summary of Product Characteristics. Xevudy 500 mg conc entrate for solution for infusion. Available from:
https://www.ema.europa.eu/en/documents/product-information/xevudy-epar-product-information_en.pdf.
Accessed 14.1.22.
HSE Therapeutics Guideline Group: Recommendations from the COVID -19 Therapeutics Guideline Group to the
Therapeutics Advisory Group: Remdesivir & Sotrovimab, January 20 th 2022, version 2.0.
Gupta A, Gonzalez-Rojas, Y, Juarez E, et al. Early Treatment for COVID-19 with SARS-CoV-2 Neutralising Antibody
Sotrovimab. NEJM. Published online October 27 th 2021. DOI: 10.1056/NEJMoa2107934.
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FDA updates Sotrovimab emergency use authorization. Update (25.03.2022) Available online at:
https://www.fda.gov/drugs/drug-safety-and-availability/fda-updates-sotrovimab-emergency-use-authorization.
Accessed on 29 March 2022.
FACT SHEET FOR HEALTHCARE PROVIDERS EMERGENCY USE AUTHORIZATION (EUA) OF SOTROVIMAB. Available
online at: https://www.fda.gov/media/149534/download. Accessed on 07 April 2022.

Advice for Intravenous Sotrovimab use in pregnancy – Neutralising Monoclonal Antibody
Key points for pregnancy clinical teams:
1. Currently, there are no data on the use of sotrovimab in pregnant women 2 . Other monoclonal
antibodies have been safely used in pregnant women for a variety of conditions. 3 Due to its
mechanism of action, there is a low theoretical risk to the foetus associated with its use in
pregnancy. 2,4
2. Sotrovimab can be considered for use in pregnancy in line with the clinical prioritisation
framework (Appendix 2) if the potential risk of maternal infection with COVID-19 is considered
to be greater than any potential or theoretical risks to the mother or the foetus from the drug.
3. Treatment with sotrovimab in pregnancy should not be withheld on account of pregnancy
when a benefit from treatment is perceived by the treating clinician(s). 1,3,5
4. Most pregnant women infected with SARS-CoV-2 will be either asymptomatic or have mild to
moderate disease. Severe disease appears to be more common in later pregnancy. 1
5. There is data suggesting that COVID-19 infected pregnant women have a higher risk of severe
disease and a higher instance of mortality and morbidity, including higher rates of intensive
care unit (ICU) admission and higher needs for ventilation and extracorporeal membrane
oxygenation (ECMO), compared to COVID-19 infected non-pregnant women. 1
o

There is pre-omicron data suggesting that among pregnant women, those who have
COVID-19 have:
o higher instance of mortality and morbidity compared to pregnant women who
do not have COVID-19. 6
o increased risk of preterm birth and small for gestational age. Babies born to
women with COVID-19 in pregnancy are more likely to be admitted to the
Neonatal Intensive Care Unit (NICU). 6
o worse maternal outcomes, including an increased risk of death. 6 Approximately
100,000 babies have been born in Ireland throughout the COVID-19 period. 7 The
TAG Pregnancy Subgroup are not aware of any maternal deaths to date from
COVID-19 throughout the period. However, between 27/06/21 and 22/01/22
(waves 4 and 5) 38 pregnant or recently pregnant women with COVID-19 were
admitted to ICU (representing 39% of COVID ICU admissions among females aged
15-44 years). 8
o approximately doubled risk of stillbirth. 9 Since January 2021, there have been
cases of COVID-19 placentitis in Ireland, resulting in 6 cases of stillbirth and one
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case of second trimester miscarriage due to placentitis. 10,11 In addition, five fetal
deaths greater than 20 weeks and two early neonatal deaths have been attributed
to placentitis in the delta wave period September to December 2021. 11
Please note that the data gathered for points above refer to data pre-omicron. Initial observations
suggest that the omicron variant may have less impact on maternal morbidity than previous variants.
At the present time, the lesser impact of omicron on fetal outcome is unclear.
6. There does not appear to be a correlation between severity of maternal symptoms and
placentitis. 10 There is no evidence at this point that this therapy would impact placentitis.
Currently, 19 units deliver maternity care Ireland. It is likely that most of the women
recommended to receive this treatment will be attending one of the larger hospitals due to
their underlying disease, and consequently, it is appropriate that expertise in delivering this
medication is located in the larger units.

Clinical Prioritisation Framework for the Use and Prescribing of Sotrovimab for COVID-19
in Pregnant Women (see also Appendix 2)
Every eligible woman will require a risk assessment and participate in shared decision making .
1. Tier 1: Regardless of vaccine status, Immunocompromised + pregnant = recommend
2. Tier 2: Unvaccinated + additional risk factors + pregnant = consider and decision after case
discussion (e.g. obstetrics, infection consultant, and pharmacy).
Note: Pregnancy alone does not qualify for consideration for therapeutic intervention at this
time, until more about the safety and efficacy profile of this therapeutic agent becomes
known.
*Pregnancy additional risks includes but are not exclusive to obesity (BMI over 35), BAME (Black Asian
Mixed Ethnicity), diabetes mellitus, hypertension, cardiovascular disease, chronic lung disease and
clinical risk factor conditions not meeting full definition for inclusion in Tier 1. The TAG Pregnancy
Subgroup believe the number of pregnant women who may benefit from sotrovimab to be very small.
References for Advice for Intravenous Sotrovimab use in pregnancy – Neutralising Monoclonal Antibody
1.

2.

Royal College of Obstetricians and Gynaecologists and the Royal College of Midwives. Coronavirus (COVID -19) Infection
in Pregnancy. Version 14.3. 11 th January 2022. Available online at: https://www.rcog.org.uk/en/guidelines -researchservices/guidelines/coronavirus-pregnancy/. Accessed on 19.01.22.
Summary of Medicinal Product Characteristics (SmPC). Xevudy 500 mg con centrate for solution for infusion. Accessed
online at https://www.ema.europa.eu/en/medicines/human/EPAR/xevudy. Accessed 19.01.22.
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Dr Alan Gaffney, National Clinical Programme for Critical Care nominee.
Dr Des Murphy, Respiratory Consultant Cork University Hospital.
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Appendix 8 HSE Tool for Assessing a Patient for PaxlovidTM

