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Background  
 

JCVI identified that there is a group of patients who either as a result of their disease or 

therapy were likely to mount a diminished response to their COVID-19 vaccination.  They 

therefore advised that a third primary dose be offered to individuals aged 12 years and 

over with severe immunosuppression in proximity of their first or second COVID-19 

vaccine doses in the primary1 followed by a booster after a further 3 months2. 

 

JCVI have recently relaxed their opinion on the timing of the third dose in relationship to 

therapy2. 

 

JCVI has previously advised that, the decision on the timing of the third primary dose 

should be undertaken by the specialist involved in the care of the individual4. Following 

the recognition of the Omicron variant, JCVI has now advised that those who have not 

yet received their third primary dose may be given their third dose now (8 weeks after 

their second dose) to avoid further delay.  

 

 

Access to vaccination – self declaration 
 

Third primary dose 

Individuals are now able to self-identify as potentially eligible for a third primary dose on 

the basis of severe immunosuppression by booking an appointment on NBS or attending 

a walk-in centre. Usually these individuals would present a letter from their GP or hospital 

consultant (an example is included at Appendix G) stating their eligibility for receipt of the 

third dose. In the absence of this letter, these individuals will require an assessment of 

their clinical eligibility. A third primary dose should be administered 8 weeks after their 

second dose. 

 

Booster dose 

Individuals may now present at walk-in site, and shortly will be able to book via NBS, to 

receive a booster (fourth dose) with a letter from their GP or hospital consultant stating 

their eligibility for a third primary dose. This is sufficient evidence to demonstrate their 

eligibility for a booster (fourth dose). These individuals will require an assessment of the 

appropriate clinical timing. If an individual attends for a booster (fourth) dose on the basis 

of being severely immunosuppressed without this letter, they should be directed to their 

GP or hospital consultant. 

 

This document outlines information that will assist healthcare professionals in having 

those clinical conversations, including a requirement for evidence of their condition or 

therapy. 
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Clinical assessment for third primary dose eligibility 
 

The healthcare professional should ask the patient about their clinical history and review 

the supporting evidence that patient will be required to present. 

 

Evidence to be provided by the Patient 
 

The patient must provide documentary evidence of their condition or medication. 

 

Acceptable forms of evidence may include but not be limited to: 

 

Evidence of a listed condition 

• A hospital letter that describes the condition, the date should be relevant to the 

condition described at the time of the patient’s 1st or 2nd dose.  

 

Evidence of prescribed medication (at a date appropriate to the 1st or 2nd dose for 

the additional dose to be considered) 

• A hospital letter that describes the medication being prescribed,  

• A prescription copy, 

• A medication box with the patient’s name and a date on it. 

 

The evidence provided should be in a language that the clinician is confident they can 

understand. 

 

Suggested questions for patient/clinician conversation 

 

Conditions producing Immunosuppression 
• Is the condition being described listed as one causing severe immunosuppression 

sufficient to alter the individual’s ability to respond normally to vaccination? (See 

Appendix A) 

• Was it present at the time of the first or second doses? If Yes, eligible for a 3rd 

dose eight weeks after second dose or as soon after that as can be achieved. 
  

Therapy causing immunosuppression 
• What is the therapy producing immunosuppression? (See Appendix B) 

• Was it being used at the time of the first or second dose? If Yes eligible for 3rd 

dose? 

• Are they currently undergoing this therapy?  

• Would interrupting/pausing the therapy present significant risk to the patient? If 

yes proceed to vaccination? 

• If no or unsure, advise the patient to seek opinion from their specialist as to timing 

of the booster dose.  
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Medication causing immunosuppression 
• What is the medication causing immunosuppression? (See Appendix C) 

• Was it or another immunosuppressive drug being used at the time of the first or 

second dose?  

• Was it being taken at a dose to cause immunosuppression? (See Appendix C) 

• Was it being taken in combination with another drug sufficient to be 

immunosuppressive e.g. Methotrexate 20mg or below/week together with 

leflunomide / steroids or other immunosuppressant? Note sulphasalazine or 

hydroxychloroquine in combination with methotrexate at 20mg or below / week are 

not judged to lead to severe immunosuppression. 

• Would interrupting/pausing the medication present significant risk to the patient? If 

yes proceed to vaccination 

• If no or unsure, advise the patient to seek opinion from their specialist as to timing 

of the booster dose.  
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Clinical assessment for booster (fourth dose) timing 
 

JCVI have recently removed the requirement for consideration of optimal timing for third 

primary doses, but it remains required for booster (fourth) doses.  

 

Pausing medication or therapy is not appropriate for many conditions, this may include 

but not be limited to:  

• Transplant immunosuppression6 

• Renal disease requiring immunosuppression7 

• Chemotherapy for malignancy8 

 

For other conditions a clinical conversation may resolve the issue as to timing.  

Many patients will have knowledge of how their condition responds for to pauses in 

therapy and may wish to pause therapy for a period to allow a better response. 
 

Suggested question for patient/clinician conversation 
 

• What is the longest time you have ever stopped the medication you take, and 

what happens to your condition when you do that? 

 

The patient and clinician can form a shared view as to how they wish to proceed, options 

would include proceeding to immediate vaccination, agreement to delay vaccination or 

seeking further specialist advice. See attached letter Appendix F  
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Rituximab 
This drug has been studied independently and shown to significantly impair the immune 

response to vaccines. The British Society of Rheumatologists have given the following advice9. 

 

 

  

What impact does rituximab treatment have on COVID-19 vaccines? 

 

Existing guidance prior to the pandemic is that patients should be up to date with 

vaccinations before rituximab treatment, as vaccination may not be as effective if 

given after. We advise that: 

• Where clinically possible, COVID-19 vaccines should be given four weeks or 
more before rituximab 

• Be aware that there may be a sub-optimal response to COVID-19 vaccines, 
especially for people within six months of the last dose of rituximab, or those 

who must have maintenance treatment due to their underlying clinical 
condition 

• Where clinically appropriate, consideration should be given to using 
alternative therapies to rituximab, because of the potential that after rituximab 

there may be sub-optimal response to COVID-19 vaccines. This should be on 
a case-by-case basis, balancing the need for rituximab and the suitability of 
alternative therapies for the relevant clinical situation. 

• If it's not possible to time the administration of the vaccine with the 

course/start of immunosuppression treatment, benefits vs risk needs to be 
considered and discussed with the patient and a shared decision made. 
Patients are still advised to receive a COVID-19 vaccine. 

 

The following summarises the advice for the likely scenarios: 

• If a patient is offered a date for vaccination, vaccinate and delay rituximab for 
four weeks where clinically appropriate 

• If vaccine is available now for the patient but patient is still B-cell depleted on 
rituximab, do not delay vaccination until B-cells recover but vaccinate now. 

There is no evidence to suggest how long after rituximab a patient should 
delay vaccination with a COVID-19 vaccine, but consensus suggests this 
should ideally be 4-8 weeks after rituximab if it is ok to defer a COVID-19 
vaccine. This decision may depend upon the prevalence of COVID-19. A 

shared decision should be made with the patient 

• If vaccine isn't available now for the patient, and it’s not safe to delay 
rituximab for four weeks because of organ or life-threatening disease, give 
rituximab without delay and vaccinate whenever a vaccine is subsequently 

available 

• If a vaccine isn't available now, and it is safe to delay rituximab or to switch to 
an alternative treatment, consider these options. A shared decision should be 
made with the patient 
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Proceeding to vaccination 
 

Where a third primary dose has been deemed appropriate this should be with a FULL dose of an 

mRNA vaccine (Comirnaty® (Pfizer BioNTech) 0.3ml, Spikevax® (Moderna) 0.5ml) where 

practical and not contraindicated. For those aged 12 to 17 years, the Comirnaty (Pfizer-

BioNTech) vaccine is preferred. 

 

This third dose can be given under the national protocol or PGD. 

 

Booster vaccination (fourth dose) can be either (Comirnaty® (Pfizer BioNTech) 0.3ml, Spikevax® 

(Moderna) 0.25ml). 

 

Recording your assessment 
 

For severely immunosuppressed individuals, the third primary dose is to be recorded as a 

booster dose, and the booster dose is to be recorded as a 'second' booster in the PoC system.  

 

It is recommended that the clinical assessment is recorded within the Notes section of the 

vaccination record or in the GP clinical system if GP records are available. 
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Appendix A Conditions likely to impair response to vaccination1. 
Individuals with primary or acquired immunodeficiency states at the time of vaccination due to 

conditions including: 

• acute and chronic leukaemias, and clinically aggressive lymphomas (including Hodgkin’s 

lymphoma) who were under treatment or within 12 months of achieving cure 

• individuals under follow up for chronic lymphoproliferative disorders including haematological 

malignancies such as indolent lymphoma, chronic lymphoid leukaemia, myeloma, Waldenstrom’s 

macroglobulinemia and other plasma cell dyscrasias (note: this list is not exhaustive)  

• immunosuppression due to HIV/AIDS with a current CD4 count of <200 cells/µl for adults or 

children aged 12 years and over 

• primary or acquired cellular and combined immune deficiencies – those with lymphopaenia 

(<1,000 lymphocytes/ul) or with a functional lymphocyte disorder  

• those who had received an allogeneic (cells from a donor) or an autologous (using their own 

cells) stem cell transplant in the previous 24 months 

• those who had received a stem cell transplant more than 24 months ago but had ongoing 

immunosuppression or graft versus host disease (GVHD) 

• persistent agammaglobulinaemia (IgG < 3g/L) due to primary immunodeficiency (for example, 

common variable immunodeficiency) or secondary to disease/therapy 

 

Appendix B Therapies likely to impair response to vaccination1. 
Individuals on immunosuppressive or immunomodulating therapy at the time of vaccination including:  

• those who were receiving or had received immunosuppressive therapy for a solid organ 

transplant in the previous 6 months 

• those who were receiving or had received in the previous 3 months targeted therapy for 

autoimmune disease, such as JAK inhibitors or biologic immune modulators including B-cell 

targeted therapies (including rituximab but in this case the recipient would be considered 

immunosuppressed for a 6-month period), T-cell co-stimulation modulators, monoclonal tumour 

necrosis factor inhibitors (TNFi), soluble TNF receptors, interleukin (IL) -6 receptor inhibitors, IL-

17 inhibitors, IL 12/23 inhibitors, IL 23 inhibitors (note: this list is not exhaustive)  

• those who were receiving or had received in the previous 6 months immunosuppressive 

chemotherapy or radiotherapy for any indication 

 

Appendix C  Medications likely to impair response to vaccination1 
Individuals with chronic immune-mediated inflammatory disease who were receiving or had received 

immunosuppressive therapy prior to vaccination including: 

• high-dose corticosteroids (equivalent to ≥ 20mg prednisolone per day) for more than 10 days in 

the previous month 

• long-term moderate dose corticosteroids (equivalent to ≥10mg prednisolone per day for more 

than 4 weeks) in the previous 3 months 

• non-biological oral immune modulating drugs, such as methotrexate >20mg per week (oral and 

subcutaneous), azathioprine >3.0mg/kg/day, 6-mercaptopurine >1.5mg/kg/day, mycophenolate 

>1g/day in the previous 3 months 

• certain combination therapies at individual doses lower than above, including those on ≥7.5mg 

prednisolone per day in combination with other immunosuppressants (other than 

hydroxychloroquine or sulfasalazine) and those receiving methotrexate (any dose) with 

leflunomide in the previous 3 months 

Individuals who had received high-dose steroids (equivalent to >40mg prednisolone per day for more 

than a week) for any reason in the month before vaccination. 
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Appendix D  Example decision aid 
The following table is from a document published by Herefordshire & Worcestershire ICS to  support 

clinicians in the identif ication of eligible patients.  The current version can be accessed here. 

 

 
 

Note: Up to date information on medications and product names can be found in the British National 

Formulary or Electronic Medicines Compendium   

https://herefordshireandworcestershireccg.nhs.uk/policies/medical/covid-19-interim/vaccination-programme/1017-access-to-3rd-primary-dose-for-immunosuppressed-v1-0/file
https://bnf.nice.org.uk/
https://bnf.nice.org.uk/
https://www.medicines.org.uk/emc#gref
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Appendix F Letter to GP or Specialist in the event that unable to 
authorise vaccination without further information 

 

Dear Colleague, 

 

Your patient [Name] has attended our vaccination service seeking a third /booster dose of 

vaccine as they consider themselves to be severely immunosuppressed as per JCVI letter, 1 st 

September 20211 

Vaccination has not been possible on this occasion for the following reason 

 

Our clinicians have been unable to confirm the need for a third / booster dose 
from the conversation with and evidence provided by your patient 

 

  
The evidence from your patient indicates that they are suitable for a third / 

booster dose, but it has not been possible to determine if it is appropriate to 
pause their immunosuppressive therapy safely to undertake vaccination to 
ensure an optimal response to the vaccine.  

 

 

We would welcome your support in determining if it is appropriate to offer a third / booster dose 3 

for your patient given your more detailed knowledge of the patient and their conditions. Where 

appropriate we would welcome your judgement as to whether a pause in immunosuppressive 

medication would be possible for a few weeks to enable a better response to the vaccine or 

alternately to do so would risk a significant deterioration.  

If you can help us in this regard and can consider completing the draft lette r in Annex A this will 

allow your patient to attend a vaccination service and be vaccinated without further difficulty.  

 

Yours Sincerely  

 

[Signatory] 

 

  



13  |  Clinical Framework for assessing patients presenting for additional doses of 
COVID-19 vaccination due to immunosuppression 

 

Contact details simon.stockley@nhs.net 
Clinical Workstream National COVID-19 Vaccination Programme  
V1.0 Published 10 December 2020 

 
 

Appendix G Letter to GP or Specialist in the event that unable to 
authorise vaccination without further information 

 

Dear COVID-19 vaccination centre/unit,  

 

Clinical Authorisation Letter 

 

I am the GP/specialist involved and responsible for the treatment of [ insert name of patient 

here]. This patient meets the criteria set out in the latest JCVI advice on vaccinated 

individuals with severe immunosuppression in proximity to their f irst or second dose of 

COVID-19 vaccine due to your illness and/or treatment. 

 

The recommendation is that this individual should be offered a third dose of the COVID-19 

vaccine as part of their primary vaccination course followed by a booster jab no sooner than 

91 days after the third primary dose. They have been advised to self -present to a COVID-19 

vaccination site offering walk-in vaccinations to ensure optimal interaction with their 

treatment.   

 

JCVI have advised a preference for a full dose of an mRNA vaccine for the third primary 

dose unless clinically contraindicated.  The AstraZeneca (Vaxzevria®) vaccine may be 

considered in those who had received at least one dose of this vaccine previously. 

According to the JCVI guidance published on 29 November both the Moderna (50 

microgram) and Pfizer-BioNTech (30 microgram) vaccines should be used with equal 

preference in the COVID-19 booster programme. 

 

Please accept this letter as clinical authorisation for this patient to receive a third dose 

followed by a booster dose (91 days after the third primary dose) due to their 

immunosuppressed status.  

 

Yours sincerely 

 

[Signatory on behalf of General Practice/NHS trust] 
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