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High cost drugs pathway for Rheumatoid Arthritis (RA) 
 

1. Introduction 
 

The pathway is to be used as a guideline for the use of high cost drugs in rheumatoid arthritis (RA). It has been 
written using up to date published research and evidenced based medicine. This has been a clinical project 
implemented by MAHSC, a joint project between rheumatology departments at Salford Royal Hospital, Central 
Manchester University Hospitals and the University of Manchester, extended to the Greater Manchester trusts.  

 
2. Aims 
 

The aims of the pathway for RA are to: 
1. Illustrate particular instances where the use of a particular biologic drug may be preferred over 

another, based on current safety and efficacy data. 
2. Present the evidence for monotherapy (treatment without methotrexate) with rituximab and 

abatacept in order to enable consistent evidence based clinical practice and reduce the number of 
Individual Funding Requests (IFRs) across the region. 

3. Advise on use of a biologic, where one treatment line is stopped within one month of initiation due 
to severe adverse event (e.g. injection site reaction). 

4. Present the evidence and recommendations for dose reduction in patients who have responded to 
therapy and whose disease is stable. 

5. Alert clinicians about on-going recruitment into clinical studies where appropriate. 
6. Promote cost containment by using the most appropriate biologic therapy by supporting the use of 

cheaper therapies, biosimilar drugs, and by promoting dose reduction, where appropriate.  

 
3. NICE guidance 
 

The relevant NICE guidelines links are listed below (additional information in Appendix 1).  
 
Any new high-cost drugs or biologics that are approved between GMMMG-RA pathway iterations will be 
considered for inclusion in this pathway. The use of any new high-cost drugs or biologics prior to inclusion 
in the pathway should be in accordance with the associated NICE TA. 
 
The NICE recommendations also apply to biosimilar products of the technologies that have a marketing 
authorisation, allowing the use of the biosimilar for the same indication. 
 
NICE (Jan 2016): Adalimumab, etanercept, infliximab, certolizumab pegol, golimumab, tocilizumab and 
abatacept for rheumatoid arthritis not previously treated with DMARDs or after conventional DMARDs 
only have failed; TA 375  
 

¶ Adalimumab, etanercept, infliximab, certolizumab pegol, golimumab, tocilizumab and abatacept, 
all in combination with methotrexate, are recommended as options for treating rheumatoid 
arthritis, only if: 
ü disease is severe, that is, a disease activity score (DAS28) greater than 5.1 and 
ü disease has not responded to intensive therapy with a combination of conventional 

disease-modifying anti-rheumatic drugs (DMARDs) and 
ü the companies provide certolizumab pegol, golimumab, abatacept and tocilizumab as 

agreed in their patient access schemes. 

¶ Adalimumab, etanercept, certolizumab pegol or tocilizumab can be used as monotherapy for 
people who cannot take methotrexate because it is contraindicated or because of intolerance, 
when the above criteria are met. 

 
NICE (Aug 2010): Adalimumab, etanercept, infliximab, rituximab and abatacept for the treatment of 
rheumatoid arthritis after the failure of a TNF inhibitor; TA195 
 
NICE (Oct 2016): Certolizumab pegol for treating rheumatoid arthritis after inadequate response to a 
TNF-alpha inhibitor; TA 415 
 
NICE (June 2011): Golimumab for the treatment of rheumatoid arthritis af ter the failure of previous 
disease-modifying anti-rheumatic drugs; TA225 

 
NICE ( Feb 2012): Tocilizumab for the treatment of rheumatoid arthritis; TA247 

https://www.nice.org.uk/guidance/TA375
https://www.nice.org.uk/guidance/TA375
https://www.nice.org.uk/guidance/TA375
https://www.nice.org.uk/guidance/ta195/chapter/1-guidance
https://www.nice.org.uk/guidance/ta195/chapter/1-guidance
https://www.nice.org.uk/guidance/ta415/chapter/1-recommendations
https://www.nice.org.uk/guidance/ta415/chapter/1-recommendations
https://www.nice.org.uk/guidance/ta225
https://www.nice.org.uk/guidance/ta225
https://www.nice.org.uk/guidance/ta247
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NICE (Nov 2017): Sarilumab for moderate to severe rheumatoid arthritis; TA485 
 
Janus kinase (JAK) inhibitors are a new class of drug introduced in 2017. They are orally available 
disease-modifying anti-rheumatic drugs with similar efficacy to biologics.  
 
NICE (Aug 2017): Baricitinib for moderate to severe rheumatoid arthritis; TA466 
 
NICE (Oct 2017): Tofacitinib for moderate to severe rheumatoid arthritis; TA480 
 

¶ Baricitinib or tofacitinib with methotrexate, are recommended as options for treating active 
rheumatoid arthritis in adults whose disease has responded inadequately to a combination of 
conventional disease-modifying antirheumatic drugs (DMARDs), only if: 

o disease is severe (a disease activity score [DAS28] of more than 5.1) and 

¶ Baricitinib or tofacitinib with methotrexate, are recommended as options for treating active 
rheumatoid arthritis in adults whose disease has responded inadequately to or who cannot have 
other DMARDs, including at least 1 biological DMARD, only if: 

o disease is severe (a DAS28 of more than 5.1) and 
o they cannot have rituximab  

¶ Baricitinib or tofacitinib can be used as monotherapy for people who cannot take methotrexate 
because it is contraindicated or because of intolerance, when the above criteria are met. 

 
For all three options above the company must provide baricitinib or tofacitinib with the discount 
agreed in the patient access scheme. 

 

4. Biosimilars 
 

In February 2015, updated in January 2017, the British Society of Rheumatology (BSR) published 
guidance on the use of biosimilar infliximab in rheumatological disease: 
BSR Guidance on the Use of Biosimilar medicines 
 
GMMMG Prescribing of high cost biosimilar biological medicines, July 2016 position statement has been 
approved by the regionôs rheumatology centres and is included in this pathway. This states: 
 
Use of biosimilars when initiating treatment with a biologic  

 

¶ The choice of biologic used should be guided in the first instance by clinical judgement (as 
informed by factors suggested in this pathway) based on national or local guidance, and the 
overall value proposition offered by the individual medicines. The rationale for choice should be 
documented. 

¶ If more than one drug treatment is suitable, the least expensive option in the class of drug should 
be chosen (taking into account administration costs, dosage and price per dose). You may be 
expected to retrospectively audit your practice, for which we recommend keeping an 
accurate record of the cheapest biologic for your trust (and update this on a 6-12 monthly 
basis). 

¶ When the biologic treatment has been selected, the least expensive product, either biosimilar or 
originator should be prescribed.  

¶ If the least expensive product is not prescribed, the reasons why must be documented and made 
available to commissioners if required. 

¶ Where NICE has already recommended the originator biological medicine, the same guidance 
will apply to the biosimilar medicine.  

¶ In line with MHRA guidelines: Gov.uk/drug-safety-update/biosimilar-products biologics, including 
biosimilars must be prescribed by brand name to support on-going pharmacovigilance of the 
individual products.  

¶ Pharmacovigilance is essential for any new biological medicine including biosimilars and 
additional monitoring is indicated through the black triangle. Patients prescribed a biologic should 
be enrolled on to relevant registries which gather data on the safety and effectiveness of the 
medicine in clinical practice. 

 
Changing from originator to a biosimilar 

 

¶ There is accumulating evidence that patients who are in a stable clinical response or remission 
may be changed over to the biosimilar at the same dose and dose interval. This should only be 

https://www.nice.org.uk/guidance/ta485/chapter/1-Recommendations
https://www.nice.org.uk/guidance/ta466
https://www.nice.org.uk/guidance/ta480
http://www.rheumatology.org.uk/about_bsr/press_releases/bsr_supports_the_use_of_biolsimilars_but_recommends_measures_to_monitor_safety.aspx
http://gmmmg.nhs.uk/docs/guidance/Prescribing-of-high-cost-biosimilar-biological-medicines-GMMMG-final-v2-0.pdf
https://www.gov.uk/drug-safety-update/biosimilar-products
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done after discussion and agreement with individual patients with an explanation for the reason 
for changing.  

¶ Changing a patient on a biologic originator medicine to a biosimilar should be done at the point of 
prescribing. 

¶ There should be no automatic substitution of a biologic with a biosimilar at the point of 
dispensing. 

 

5. Individual Funding Requests (IFR) 
 

¶ IFRs for RA will not be required for up to 4 high cost drugs or biologics, if prescribed 
according to this pathway.  

¶ All other treatment options outside of this pathway will require an IFR to be approved 
prior to treatment being started. 

¶ Blueteq forms which comply with these pathways are available. Where Blueteq has been 
introduced to the trust as part of the contractual arrangements, funding approval for the PbR 
excluded high cost drugs will be made by meeting the accepted criteria outlined on completion 
and submission of a Blueteq form.  
 

6. Research Recruitment  
 

All free of charge schemes and clinical trials should be approved in accordance with trust guidance and 
GMMMG guidance when available. Approval should be agreed at the trustôs medicines management 
committee.  
There must be clear exit criteria that does not place financial burden on commissioners and does not 
raise patientôs expectations of continuation of treatment. 
 

All patients initiated on a biologic drug, including biosimilars, are encouraged to be recruited to a 
biologics register, where possible. 
 

Clinical trials: 
 

¶ Many sites host early and later phase clinical trials of biologic therapies, in both biologic-naïve 
and biologic-experienced patients. 

¶ If eligible, patients should be considered for recruitment into a clinical trial, to facilitate both 
improved care and support cost containment. 

  
BSRBR-RA: 
 

¶ The BSRBR-RA is actively recruiting patients receiving 
o a biosimilar 
o certolizumab pegol  
o tocilizumab  

¶ It is also recruiting a new contemporary control cohort of patients who were biologic naïve when 
they were prescribed etanercept, infliximab or adalimumab in the last 6 months. 

¶ Visit www.rheumatology.org.uk/bsrbr or email biologics.register@manchester.ac.uk 
 

BRAGGSS: 
 

¶ All Caucasian RA patients who are about to commence treatment with a biologic will be eligible 
for recruitment to the BRAGGSS study.  

¶ The aim of BRAGGSS is to investigate whether genetic/ serological factors can be used to predict 
response to treatment with biologic drugs.  

¶ The research nurse in your unit should be able to recruit to this study or email the study co-
ordinator for BRAGGSS deborah.maskell@manchester.ac.uk 

 
 
 
 
 
 
 
 
 

http://www.rheumatology.org.uk/bsrbr
mailto:biologics.register@manchester.ac.uk
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7. Pre-biologic screening  
 

Please refer to the checklist provided at the end of the document (can be adapted locally if necessary). 

¶ Interferon gamma (gIFN) testing is recommended in patients at risk of TB pre-biologic treatment. 
In patients with high index of suspicion/risk of TB consider referring to previously published 
algorithms for additional screening

1
 and referral for a respiratory opinion if deemed necessary: 

NICE (Jan 2016) Tuberculosis, NG33 
 

¶ With anti-TNF therapy, risk of TB reactivation appears lowest in etanercept
2
 compared to 

monoclonal antibodies (infliximab and adalimumab). There also appears to be a signal of concern 
from clinical trials with newer monoclonal antibodies such as certolizumab

3,4
 and golimumab

5,6
, 

however data from observational studies is currently lacking.  
 

¶ Screening for hepatitis B is all recommended for all patients starting a biologic, particularly 
rituximab: MHRA (Dec 2013) Rituximab: screen for hepatitis B virus before treatment

42
  

 

8. Special Situations 
 

a) Peri-operative risk 
 

Prevention of potential post-operative infection risk by temporarily stopping a patientôs biologic treatment 
should be carefully balanced against the possibility of a peri-operative flare of RA. 
 
Should treatment be stopped prior to surgery, consider stopping the drug 3-5 times the half-life for the 
relevant drug.

7 
(See table 1.) 

 
Treatment should not be recommenced post operatively until infection is excluded and the wound is 
healed.

7 

 
     Table 1 

Biologic Half-life (days)* Time to stop treatment prior to surgery 

Etanercept 3 days (approx 70 hours) 9 ï 15 days 

Adalimumab 12-14 days 6 - 10 weeks 

Infliximab 9 days 4 - 7 weeks 

Golimumab 12-14 days 5 - 10 weeks 

Certolizumab pegol 14 days 6 ï 10 weeks 

Rituximab Median half-life 20 days (9-36 days) 8 ï 14 weeks 

Tocilizumab 8 - 14 days depending on 
concentration  

4 - 10 weeks 
(4 weeks for joint replacement)

44
  

Abatacept Median half-life 13 days (8-25 days) 5 ï 9 weeks 

 

*summary of product characteristics (SPC) May 2017 

 
b) Pregnancy and breast feeding 

 

i) Pregnancy 
 

BSR issued guidance on prescribing drugs in pregnancy and breastfeeding in January 2016: 
BSR and BHPR guideline on prescribing drugs in pregnancy and breastfeeding 
 
There is limited data for safety of biologic drugs in pregnancy and lactation. The decision to continue 
biologic agents in pregnancy needs to be individualised. This needs to take into account alternative 
therapies, the severity of the motherôs condition prior to therapy, the risk of a disease flare by cessation of 
therapy, and the impact of a flare on the mother and the unborn child. This should be discussed by a 
multi-disciplinary team. 
   
Patients who stop therapy during pregnancy should be re-loaded with biological therapy soon after 
delivery. 
  
Consideration should be given to stopping biologic therapy in a woman who becomes pregnant as listed 
in table 2. 

 

  

https://www.nice.org.uk/guidance/ng33
https://www.gov.uk/drug-safety-update/rituximab-screen-for-hepatitis-b-virus-before-treatment
http://rheumatology.oxfordjournals.org/content/early/2016/01/12/rheumatology.kev404.full.pdf+html
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Table 2 

Biologic 

Contraceptive advice ï 
time to continue 

contraception after 
discontinuation of therapy 

Compatible with First 
Trimester 

Compatible with 
Second/Third Trimester 

Etanercept 3 weeks Yes Second but not third 

Adalimumab 5 months Yes Second but not third 

Infliximab 6 months Yes Stop at 16 weeks 

Golimumab 6 months No data No data 

Certolizumab pegol 5 months No data No data 

Rituximab 12 months No No 

Tocilizumab 3 months No No 

Abatacept 14 weeks No No 

 

ii) Breast feeding 
 

There is insufficient information on the excretion of biologics in breast milk. Since immunoglobulins are 
excreted into human breast milk, a risk to the breastfeeding child cannot be excluded. A decision on 
whether to continue/discontinue breastfeeding or to continue/discontinue therapy should be made taking 
into account the benefit of breastfeeding to the child and the benefit of therapy to the woman. 
 
The manufacturers recommend that it is not advisable to breast feed during drug treatment or for the 
duration specified below after treatment has stopped.  
 
Table 3 shows the time to elapse between stopping treatment and starting breastfeeding as 
recommended in the SPC (June 2017) 
 

         Table 3 

Biologic 
Time to elapse between stopping treatment and 

starting breastfeeding 

Etanercept                                      No advice 

Adalimumab 5 months 

Infliximab 6 months 

Golimumab 6 months 

Certolizumab 
pegol 

No advice 

Rituximab 12 months 

Tocilizumab No advice 

Abatacept 14 weeks 

 
c) Vaccination of Infants 

 

If a biologic has been continued later in pregnancy, live vaccines should be avoided in the infant until they 
reach 6 months of age, after which time vaccination should be considered.

9,10
  

The risk of a natural rotavirus infection is high. Although there is limited evidence of safety and efficacy in 
infants with immunosuppression the vaccine may be considered by the treating consultant. This does not 
include infants with severe combined immune deficiency.  
If breastfeeding, the BCG vaccination should not be given until 6 months after finishing breastfeeding. 
Current vaccination strategies with non-live vaccines for infants who have been exposed to biologic 
medicines in utero do not differ from those for unexposed infants.

10
 

 

9. Vaccinations 
 

During biologic therapy, patients should receive influenza vaccine annually and pneumococcal vaccine 
once. (Check titres every 5-10 years). 

 
a) Live vaccines 

The administration of live vaccines is contraindicated in patients on biologic agents.  
It is safe to administer a live vaccine 4 weeks prior to commencing biologic therapy, when necessary. 
There is no contra-indication for the administration of live vaccines to relatives or friends of patients on 
biologic or immunosuppressant drugs. 
Table 4 shows all live vaccines available in the UK: 
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Table 4 

Live Vaccine Brand Name 
BCG Bacillus Calmette-Guerin Vaccine 

Influenza Fluenz Tetra® 

Measles, Mumps and Rubella combined 
vaccine (MMR) 

MMRvaxPRO®, Priorix® 

Poliomyelitis (Live oral vaccine) Poliomyeltis Vaccine, live (oral) GSK OPV 

Rotavirus (Live oral vaccine) Rotarix® 

Typhoid (Live oral vaccine) Vivotif® 

Varicella-Zoster Vaccine Varilrix®, Varivax®, Zostavax® 

Yellow Fever Stamaril® 
 

When a live vaccine is required by a patient on a biologic, stopping treatment may enable a necessary 
vaccination to be administered. Table 5 shows the time period required to elapse for each biologic 
therapy, prior to the administration of a live vaccination: 
 
 Table 5 

 

 
 
 
 
 
 

 

 
 

b) Non-live vaccines 

Non-live vaccines are deemed safe to administer to people on immunosuppressant and on biologic 
therapies. 
Pneumococcal vaccine should be given 2-4 weeks before starting a biologic as response after starting 
treatment can be poor. 
Patients treated with rituximab may receive non-live vaccinations. Vaccinations should ideally be 
completed at least 4 weeks prior to first administration of rituximab (due to a risk of reduced response). 
Vaccinations for influenza and pneumococcal infection are still advisable for patients on rituximab. 
Table 6 gives a list of non-live vaccines available in the UK. 
 
   Table 6 

Vaccine Brand Name 
Cholera Vaccine (Oral only) Dukural® 

Diphtheria Given as combined adsorbed diphtheria (low dose), 
tetanus and inactivated poliomyelitis preparation. 

Hepatitis A Avaxim®, Epaxal®, Havrix Monodose®, Vaqta Paediatric® 

Hepatitis B Engerix®, Fendrix®, HBvaxPRO® 

Hepatitis A and B combined Ambirix®, Twinrix® 

Influenza Agrippal®, Begrivac®, Enzira®, Fluarix®, Fluvirin®, 
Imuvac®, Influvac® Sub-unit, Mastaflu®, Optaflu® & Viroflu® 

Pneumococcal Pneumovax II® (Adults and Children over 5 years), 
Prevenar® (Primary childhood immunisation) 

Poliomyeltis (Injection) Inactivated Poliomyelitis Vaccine (non-proprietary) IPV 

Meningococcal Group C Menjugate Kit®, NeisVac-C® 

Meningococcal polysaccharide 
A,C, W135 and Y vaccine 

ACWY Vax® 

Rabies Rabipur® 

Tetanus Single preparation no longer available. Combined 
preparation, see diphtheria. 

Tick-borne encephalitis TicoVac® 

Typhoid (Polysaccharide 
injection for vaccination) 

Typherix®, Typhim Vi® 

Biologic Time to elapse before giving a live vaccine 
Adalimumab 3 months 

Infliximab 2 months  

Golimumab 3 months 

Etanercept 1 month 

Certolizumab pegol 3 months 

Rituximab 6 months 

Tocilizumab 3 months 

Abatacept 3 months 
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