
19

first anti-TNF not succeed in achieving
adequate disease control, a second 
anti-TNF may be trialled or a different
pathway could be targeted. Current
options include B-cell depletion
(rituximab); inhibition of T-cell activation
(abatacept) and inhibitors of IL-6
signalling (tocilizumab and sarilumab).

The JAK inhibitors (baricitinib and
tofacitinib) are the most recent additions
to the treatment of RA. In contrast to
biologics, these tsDMARDs are small
molecule drugs that can be taken orally
and are considerably cheaper to
produce. 

Two important considerations with all
biologic therapies are immune
suppression and occasional counter-
intuitive induction of autoimmune
disease. The former means that the
signs and symptoms of infection can be
less and both the patient and primary
care team need to have a high index of
suspicion for infection and low threshold
for contacting the secondary care team
to rule out infection, omitting the
biologic therapy until confident that
infection has been ruled out. 

A particular issue with IL-6 and JAK
inhibitors, is their ability to suppress the
production of acute phase reactants
such as CRP, without entirely
suppressing inflammation. Not only can
this give a false impression of efficacy
when measuring disease activity using
the DAS-28 score, it can also complicate
the diagnosis of infection. 

The two key issues with treating
young adults of child-bearing age are
the effects of active disease vs DMARD
treatment on conception and
teratogenic risk. 

There is evidence that fertility is not
affected in either men or women, apart
from a well recognised effect of
sulfalsalazine temporarily reducing
sperm count.11 However, high disease
activity before pregnancy may have an
important contribution to both the time
to conceive and worse pregnancy
outcome.12

It is well established that
antimetabolites such as methotrexate
and leflunomide are contraindicated
(see table 5, p20). Methotrexate should
be stopped at least 3 months prior to

Table 4

DAS-28 score classification

< 2.6        Remission
< 3.2    Low disease activity
3.2-5.1    Moderate disease activity
> 5.1        High disease activity

X-ray is also an important screening test
for respiratory pathology which may
impact on the decision to use
methotrexate. Many centres would also
perform pulmonary function tests to
establish a baseline for comparison on
methotrexate. 

Where available, specialists often use
ultrasound imaging to provide an
objective measure of joint inflammation,
especially if clinically uncertain or if the
diagnosis is unclear, or for guided
injection of inaccessible joints such as
the hip. This is particularly useful in
patients with an elevated BMI where
clinical examination for synovitis can be
challenging and the presence of low-
grade elevation in inflammatory markers
is of unclear significance, as fatty tissue
directly releases CRP, requiring the
normal range to be adjusted. 

Ultrasound may also be useful in
monitoring response to treatment in
patients for whom it is not clear if their
symptoms are a result of ongoing, active
inflammation or a result of long-term
joint damage. 

ASSESSING DISEASE SEVERITY 
Clinically, disease activity is monitored
by the DAS-28 score, a composite
scoring tool comprising four features:
swollen joint count (0-28); tender joint
count (0-28); patient reported severity
on a visual analogue scale (0-10) and 
the level of inflammatory markers 
(either ESR or CRP). 

The DAS-28 score can be calculated
using online or app-based tools and
produces a numerical value which can
be categorised as remission, mild,
moderate or high disease activity (see
table 4, above). 

The presence of bony erosions on
plain X-rays is also a useful marker of
poor prognosis and is associated with a
greater degree of functional impairment.7

MANAGEMENT
Once the diagnosis is confirmed,
DMARDs should be discussed with the
patient including thorough counselling
regarding the risks, side effects and
monitoring requirements; DMARD
selection should be a joint decision
between the patient and rheumatologist.

As mentioned above,  early
commencement of DMARD therapy is
recommended for both younger and
older patients unless there are
contraindications.

Methotrexate is recommended as the
first-line conventional synthetic DMARD
(csDMARD), subcutaneous administration
is preferable to oral, and higher doses
may be achieved.8 Corticosteroids are
also advised as bridging therapy as
csDMARDs may take up to three
months to reach their full effect. 

A treat to target approach is
recommended, with the goal of
treatment to achieve at least low disease
activity (DAS-28 < 3.2), although the
treatment target should be agreed with
each individual patient and in younger
patients with high-risk features (ACPA-
positive, raised inflammatory markers
and erosions) a target of remission
(DAS-28 < 2.6) may be more suitable. 

Damage to joints and the cardiovascular
system is driven by the area under the
curve of inflammation; both the
magnitude of CRP or ESR and time they
are elevated predicts damage, so high
and prolonged inflammation interact
with other cardiovascular risk factors.
We would recommend the use of a
cardiovascular risk score such as
QRISK3, which includes RA. 

Following diagnosis, DAS-28 
should be assessed on a regular basis 
(every 1-3 months) to ensure an
adequate treatment response. 

If there has been insufficient
improvement following DMARD
initiation, a second csDMARD is
recommended in addition. Further
corticosteroid therapy may also be
required.9

Current NICE guidelines state that if
high disease activity (DAS-28 > 5.1)
persists despite two csDMARDS, then
treatment with a biologic (bDMARD) or
targeted synthetic (tsDMARD) should
be offered.10 At present, the first-line
bDMARD is generally a TNF-alpha
inhibitor (such as adalimumab,
etanercept, certolizumab ). Should the

‘A treat to target
approach is
recommended, 
with the goal of
treatment to
achieve at least 
low disease activity’

‘In younger patients
with high-risk
features a target 
of remission may 
be more suitable’
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