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TA383: TNF-alpha inhibitors for 
ankylosing spondylitis 
This update recommends the TNF-alpha 
inhibitors adalimumab, etanercept, goli-
mumab, certolizumab and infliximab as 
options for severe active ankylosing spon-
dylitis in adults after NSAIDs have proved 
inadequate (about 40 per cent of patients) 
or are not tolerated. Of these treatments, 
the first three had already been recom-
mended in 2008 and 2011; NICE says 
patients and clinicians will now have 
more treatment options. Adalimumab, 
certolizumab and etanercept are also rec-
ommended as options for severe nonradi-
ographic axial spondylo arthritis, for which 
the risk of progression to ankylosing spon-
dylitis is 10 per cent over two years and 
50 per cent over 10 years. 
 Treatment should be evaluated after 
12 weeks and continued only if the 
response is adequate, as measured by 
disease activity and pain severity. The 
TNF-alpha inhibitors have different effects 
on extra-articular symptoms and this 
should be taken into account when choos-
ing treatment. All but infliximab are admin-
istered by subcutaneous injection; this is 
convenient but hospital-based infusion 
of infliximab is an alternative for people 
who are unable to self-inject and its dose 
interval is longer (every six to eight weeks 
vs twice weekly to every four weeks). If 
the first choice is unsuccessful, a second 
agent may be tried (though there is no evi-
dence on the efficacy of sequential treat-
ment). Treatment with infliximab should be 
with the least expensive product.
 NICE concludes that TNF-alpha inhib-
itors are generally effective within 10–16 
weeks. The incremental cost-effective-
ness ratios for adalimumab, certolizumab, 
etanercept and golimumab compared with 
conventional care for ankylosing spondyli-
tis are approximately £19,000–£22,000 
per quality-adjusted life year (QALY) 
gained. Infliximab and its biosimilars are 
more expensive (£37,000–£41,000) 
but new tendering procedures underway 
during the appraisal process will proba-
bly achieve cost reductions. The corre-
sponding cost-effectiveness figures for 

nonradiographic axial spondyloarthritis for 
adalimumab, certolizumab and etanercept 
are about £28,000–£30,000.

TA373. Biological treatments for 
juvenile idiopathic arthritis 
NICE recommends abatacept, adali-
mumab, etanercept and tocilizumab as 
options for the treatment of polyarticular 
juvenile idiopathic arthritis (JIA). Their 
precise use depends on their licensed 
indications, which differ slightly (see Table 
1), and the use of tocilizumab and abat-
acept depend on continuation of patient 
access schemes. Otherwise the choice of 
agent depends on lowest overall cost and, 
because patients can switch between bio-
logicals, treatment history. Treatment with 
a biological is usually combined with meth-
otrexate. This guidance replaces NICE’s 
2002 appraisal of etanercept for JIA.
 NICE states that, after 10 years’ clin-
ical experience, biological treatments are 
an innovative development in the man-
agement of JIA that allow a reduction in 
long-term steroid use. There is no evi-
dence of differences in efficacy within the 
group. Their cost effectiveness compared 
with methotrexate was estimated at 

approximately £30,000 per QALY gained, 
but NICE’s calculations do not take into 
account potential clinical benefits such 
as avoiding the adverse effects of ster-
oids and the impact of superior symptom 
control. In practice, their cost per QALY is 
likely to be lower.

TA355: Edoxaban for preventing 
stroke and systemic embolism in 
people with nonvalvular AF 
NICE recommends the nonvitamin K antag-
onist oral anticoagulant (NOAC) edoxaban 
as an option for preventing stroke and sys-
temic embolism in people with nonvalvular 
atrial fibrillation if they have one or more 
risk factors (heart failure, high blood pres-
sure or diabetes; prior stroke or transient 
ischaemic attack; age ≥75 years).
 Edoxaban, like rivaroxaban and 
apixaban, is a direct inhibitor of fac-
tor Xa. Also like them, it is as effective 
as warfarin at preventing stroke and is 
associated with a lower risk of bleed-
ing. NICE’s meta-analysis concludes 
the NOACs probably have a similar cost 
effectiveness to warfarin. In the case of 
edoxaban, the estimated cost per QALY 
gained is £16,000–£22,100.

Latest guidance updates

Biological Age limit Prior treatment

Abatacept ≥6 years Responded inadequately to other 
disease-modifying antirheumatic drugs (DMARDs) 
including at least one TNF-alpha inhibitor

Adalimumab ≥2 years Responded inadequately to one or more DMARD

≥6 years Enthesitis-related JIA responding inadequately to, 
or intolerance to, conventional therapy

Etanercept ≥2 years Responded inadequately to, or intolerance to, 
methotrexate

≥12 years Enthesitis-related JIA responding inadequately to, 
or intolerance to, conventional therapy

≥12 years Psoriatic JIA responding inadequately to, or 
intolerance to, methotrexate

Tocilizumab ≥2 years Responded inadequately to previous therapy with 
methotrexate

Table 1. Licensed indications of biological treatments for juvenile idiopathic arthritis


