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South Central Priorities Committees 
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West PCTs) 
 

   
Policy Recommendation 45b:  Biological disease modifying drugs in  
  rheumatoid arthritis in adults  
  
 
Date of issue:  May 2011, reviewed June 2012 following 

issue of NICE guidance TA247, Tocilizumab 
for the treatment of rheumatoid arthritis 

 

The South Central Priorities Committee (Milton Keynes, Oxfordshire, Berkshire East, Berkshire 
West, Buckinghamshire – MOBBB) has considered the evidence for comparative clinical and 
cost effectiveness of different biological agents in the treatment of rheumatoid arthritis and 
RECOMMEND that these should be used only in accordance with current NICE guidance (NICE 
CG 79 and TAs 130, 186, 195, 225 and 247 – see links on page 3). This is shown as an algorithm in 
Figure 1. Where NICE guidance offers a choice of agents at particular points in the treatment 
algorithm, the Priorities Committee RECOMMENDS that the drug with the lowest acquisition 
costs should generally be used. 
 
The Priorities Committee has considered the evidence for sequential switching between 
biological agents in patients with rheumatoid arthritis and concludes that the evidence for 
clinical and cost effectiveness is insufficient to support any switching between drugs beyond 
that recommended by current NICE guidance. NHS funding to support any additional switching 
between anti-TNFs and/or other biological agents should be LOW PRIORITY. 
 
Specifically, this means: 
In patients who have inadequate response to at least 2 and up to 4 disease-modifying 
antirheumatic drugs (DMARDs): NHS funding for the anti-TNF with the lowest acquisition cost is 
RECOMMENDED (see discussion point 1 below). In patients who have an inadequate response or 
adverse reaction to this anti-TNF, funding for switching to any, or cycling through all, of the remaining 
five anti-TNFs is LOW PRIORITY (see discussion point 2 below). 
 
In patients who have inadequate response to DMARDs and are unable to take methotrexate: 
NHS funding for whichever of adalimumab, certolizumab or etanercept has the lower acquisition cost is 
RECOMMENDED. In patients with inadequate response to the selected anti-TNF, NHS funding for 
switching to the alternative agent is LOW PRIORITY. 
 
In patients who have inadequate response to first line anti-TNF OR cannot tolerate the anti-TNF: 
NHS funding for rituximab is RECOMMENDED. 
 
In patients in whom rituximab is contra-indicated OR who experience an adverse drug reaction 
to rituximab: NHS funding for whichever of the following agents has the lowest acquisition cost (and 
has not been used previously first line) is RECOMMENDED: adalimumab, etanercept, infliximab, 
abatacept, certolizumab, golimumab* or tocilizumab* (see discussion point 3 below). In patients who 
have an inadequate response or adverse reaction to this biological agent, funding for switching to any, 
or cycling through all, of the remaining alternatives is LOW PRIORITY. 
 
Monitoring All patients receiving treatment with a biological agent should be monitored at six monthly 
intervals throughout treatment. Assessment at each six monthly review should include measurement of 
the DAS28 score. Treatment with a biological agent should only continue whilst an adequate response 
is maintained. This is defined as a DAS28 score which remains at least 1.2 points better than baseline 
(ie, the DAS28 score used to confirm eligibility for biological treatment, see algorithm, fig.1, and NICE 
TA130, TA186, TA195, TA225, TA247). Patients should be made aware of this exit criterion BEFORE 
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they commence treatment and, as part of their consent to treatment, should agree to withdrawal of 
biological therapy if the threshold for an adequate response is not met.  
 
Dose escalation Funding to allow escalation of dose of anti-TNF drugs above their licensed starting 
dose is LOW PRIORITY. 
 

 
FURTHER INFORMATION – NICE GUIDANCE 
 
Tocilizumab NICE TA247 (replacing TA198) supports the use of tocilizimab in combination with 
methotrexate as an option for patients who have had an inadequate response to DMARDs.  In these 
patients it should be used as described for other anti-TNFs (adalimumab, etanercept, infliximab 
[TA130].  Tocilizimab in combination with methotrexate may also be used as an option in patients who 
have had an inadequate response to a previous anti-TNF and in whom rituximab is contra-indicated or 
withdrawn due to adverse drug reaction.  It should be used as described for other anti-TNFs in TA195.   
 
*NICE TA247 recommends the use of tocilizimuab only if the manufacturer provides tocilizumab at the 
discounted price agreed as part of the patient access scheme. 
 
Golimumab NICE TA225 (June 2011) supports the use of golimumab in combination with methotrexate 
as an option for patients who have had an inadequate response to DMARDs (including methotrexate).  
In these patients it should be used as described for other anti-TNFs (adalimumab, etanercept, infliximab 
[TA130]. Golimumab in combination with methotrexate may also be used as an option in patients who 
have had an inadequate response to a previous anti-TNF and in whom rituximab is contra-indicated or 
withdrawn due to adverse drug reaction.  It should be used as described for other anti-TNFs in TA195.  
NICE TA224 (June 2011) does not recommend the use of golimumab in methotrexate-naïve patients. 
 
*NICE TA225 recommends the use of golimumab only if the the manufacturer provides the 100 mg 
dose of golimumab at the same cost as the 50 mg dose, agreed as part of the patient access scheme. 
 
Anakinra The committee has considered the review of clinical and cost effectiveness of anakinra in 
rheumatoid arthritis contained in NICE Clinical Guideline 79 (Rheumatoid Arthritis: national clinical 
guideline for management and treatment in adults, February 2009) and endorses the NICE 
recommendation that NHS funding for anakinra in the treatment of rheumatoid arthritis (at any point in 
the treatment pathway) should be LOW PRIORITY. 
 
Abatacept 
NICE TA234 (August 2011) does not support the use of abatacept in combination with methotrexate for 
the treatment of moderate to severe active rheumatoid arthritis in adults whose disease has responded 
inadequately to one or more conventional non-biological disease-modifying anti-rheumatic drugs 
(DMARDs) including methotrexate.  Therefore, the use of abatacept in this patient group is a LOW 
PRIORITY. 

 

To view NICE guidance referred to on pages 1 and 2 please use the following links: 
CG 79:  http://www.nice.org.uk/nicemedia/live/12131/43327/43327.pdf 

 

TA 130: http://www.nice.org.uk/nicemedia/live/11867/37914/37914.pdf 

 

TA 186: http://www.nice.org.uk/nicemedia/live/12808/47544/47544.pdf 

 

TA 195: http://www.nice.org.uk/nicemedia/live/13108/50413/50413.pdf 

 

TA 224:  http://publications.nice.org.uk/golimumab-for-the-treatment-of-methotrexate-naive-

rheumatoid-arthritis-terminated-appraisal-ta224 APPRAISAL TERMINATED 

 

TA 225:  http://publications.nice.org.uk/golimumab-for-the-treatment-of-rheumatoid-arthritis-

after-the-failure-of-previous-disease-modifying-ta225 

 

http://www.nice.org.uk/nicemedia/live/12131/43327/43327.pdf
http://www.nice.org.uk/nicemedia/live/11867/37914/37914.pdf
http://www.nice.org.uk/nicemedia/live/12808/47544/47544.pdf
http://www.nice.org.uk/nicemedia/live/13108/50413/50413.pdf
http://publications.nice.org.uk/golimumab-for-the-treatment-of-methotrexate-naive-rheumatoid-arthritis-terminated-appraisal-ta224
http://publications.nice.org.uk/golimumab-for-the-treatment-of-methotrexate-naive-rheumatoid-arthritis-terminated-appraisal-ta224
http://publications.nice.org.uk/golimumab-for-the-treatment-of-rheumatoid-arthritis-after-the-failure-of-previous-disease-modifying-ta225
http://publications.nice.org.uk/golimumab-for-the-treatment-of-rheumatoid-arthritis-after-the-failure-of-previous-disease-modifying-ta225
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TA 234:  http://publications.nice.org.uk/abatacept-for-the-treatment-of-rheumatoid-arthritis-

after-the-failure-of-conventional-ta234/guidance 

 

TA 247: http://www.nice.org.uk/nicemedia/live/13669/58202/58202.pdf 

 

DISCUSSION POINTS: 

 

1. The Committee heard from local clinical experts that, although overall, all anti-TNFs have 

similar clinical efficacy, there may be good reasons to prefer one over another in specific 

patients. The Committee concluded that the potential cost benefits of the ability to negotiate a 

lower acquisition cost for a ‘preferred first line anti-TNF drug’ were considerable and should be 

pursued. This would not preclude the occasional use of an alternative first line anti-TNF drug in 

patients for whom there were specific clinical reasons to support this. 

 

2. The Committee heard the opinion of local clinical experts that they would prefer the option of 

moving to a second line anti-TNF drug after failure of a first, rather than moving to rituximab 

in line with NICE guidance. The Committee concluded that the recommendation from NICE was 

based on assessment of both clinical and cost effectiveness. On the basis of the data the 

committee had available it was difficult to conclude that a policy of allowing a second anti-TNF 

drug rather than rituximab would be equally cost effective. The Committee therefore 

concluded that the current NICE guidance in respect of rituximab should continue to be 

followed. 

 

3. There are no published trials investigating the clinical effectiveness of certolizumab used after 

failure of a previous anti-TNF drug or in patients in whom rituximab is contraindicated or 

withdrawn due to an adverse effect.  NICE TA186 did not include certolizumab in its scope for 

assessing the use of a second anti-TNF drug after failure of a first.  NICE TA195, section 4.3.5, 

acknowledges this and advised that the use of certolizumab in this patient group ‘would be 

subject to local decision making’.  The Priorities Committee acknowledges the lack of specific 

trial evidence relating to the clinical effectiveness of certolizumab at this point in the treatment 

pathway.  However, in view of the evidence indicating similar efficacy across all anti-TNF drugs 

and the lack of any evidence to indicate that certolizumab would differ from the other anti-

TNF drugs in this specific respect, the committee RECOMMENDS that certolizumab should be an 

option for patients not responding to an initial anti-TNF drug and in whom rituximab is 

contraindicated or withdrawn due to adverse effects. 

http://publications.nice.org.uk/abatacept-for-the-treatment-of-rheumatoid-arthritis-after-the-failure-of-conventional-ta234/guidance
http://publications.nice.org.uk/abatacept-for-the-treatment-of-rheumatoid-arthritis-after-the-failure-of-conventional-ta234/guidance
http://www.nice.org.uk/nicemedia/live/13669/58202/58202.pdf
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Figure 1:  Treatment Algorithm for Rheumatoid Arthritis summarising current NICE 

guidance for use of biological agents (based on Derbyshire Joint Area Prescribing 

Committee algorithm) 

 
 

 

 

 

 

 

Trial of adalimumab, etanercept, infliximab, 

abatacept (TA195) or certolizumab* (TA186) or 

golimumab (TA225)or tocilizumab (TA247) (plus 

methotrexate)  

If rituximab contra-indicated 

or withdrawn due to ADR If inadequate response to rituximab, the 

only option is a trial of tocilizumab (plus 

methotrexate) (TA247) 

Continue, with 6 monthly 

monitoring. Withdraw if 

adequate response is not 

maintained. 

Trial of rituximab (plus methotrexate). Treatment to be continued 

only if there is an adequate response (improvement in DAS 28 of 

1.2 points or more).  

Should be given no more frequently than every 6 months.  (TA195) 

Yes 

Does not qualify for a TNF 

inhibitor 
No 

Trial of up to 4 DMARDs*, 

including methotrexate? 
Trial of DMARD for 6 months, with 2 months 

at standard dose, unless significant toxicity 

limits dose or duration 

DAS 28 score greater than 5.1 confirmed on at least 2 

occasions 1 month apart? 

Trial of anti-TNF [adalimumab, etanercept or infliximab (NICE TA130) or certolizumab (NICE TA186) or 

golimumab (NICE TA225) (plus methotrexate) or tocilizumab (NICE TA247)] (plus methotrexate) for up to 6 

months to assess response.  If patient cannot take methotrexate, adalimumab or etanercept are options for 

monotherapy (TA130) 

Adequate response - improvement in DAS 28 

of 1.2 points or more? 

If cannot tolerate the anti-TNF 

chosen 

Yes No 

Yes 

     No 

There is no provision for a trial of a third anti-TNF or for switching between additional 
non-TNF inhibitor biological agents in current NICE guidance 

*recommended on basis of clinical expert advice received by priorities 

committee 

DMARD = disease-modifying anti-rheumatic drug 


