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Rheumatoid arthritis (RA) is a chronic auto-immune inflammatory disorder, usually affecting the joints. Its prevalence is
estimated at 0.3–1% in industrialised countries and areas of
urban living.1-3 RA leads to functional disability, significant
pain and joint destruction, and subsequent loss of income: in
developed countries half of people diagnosed with RA are unable
to sustain full-time employment ten years after diagnosis.4 It also
carries substantial cardiovascular risk if inadequately treated. RA
is possibly the largest cause of treatable disability in the Western
World.5 The exact prevalence of RA in South Africa is currently
not known, but its significant impact is compounded by frequent
late diagnoses and a scarcity of treating specialists.6-8

initiating treatment with a synthetic DMARD: in the absence
of contraindications, MTX is generally accepted as a good first
choice. A second csDMARD can be added in the presence of
poor prognostic factors including seropositivity, radiographic
erosions within the first two years, extra-articular complications
or functional disability.10,15-17
The following should be kept in mind when prescribing
pharmacological therapy for RA:

Conventional synthetic DMARDs
Methotrexate
This is the most widely used drug in the treatment of RA. It is
the recommended first-line therapy, either as monotherapy
or as combination therapy, as it has a faster onset of action,
comparable or greater efficacy and better long-term tolerance
compared to any of the other csDMARDs as monotherapy. The
dose is 7.5–25 mg once a week, orally or subcutaneously, and it
is co-prescribed with 5 mg of folic acid per week.

The most important aim in treating RA is to prevent structural
joint damage whilst improving symptoms and function. This is
primarily achieved with pharmacological therapy – specifically
disease-modifying antirheumatic drugs (DMARDs) – with
glucocorticosteroids and analgesia as symptomatic treatment
agents.9,10
Ideally, patients presenting with symptoms suggestive of RA
should be cared for by a rheumatologist, or at least a specialist
physician, especially in complex cases.9 This is not possible in the
South African context, where large parts of the population have
limited access to specialist healthcare. As joint damage begins
within 3–6 months after disease onset, it is imperative that treatment is initiated as soon as possible. The burden of treating
these patients can then fall to the general practitioner to initiate
and monitor treatment in order to prevent joint damage and
reducing later disability.4,11,12

A number of patients experience side-effects to some degree,
usually mild nausea, headache, fatigue or feeling generally unwell for a day or two after each weekly dose, although it may be
more severe and some may also develop mouth ulcers. Taking
it in the evening may help and an anti-emetic may be used. The
dose may be split over a 24 hour period, but never over a week
– more frequent dosing increases the risk for long-term serious
adverse effects.
Although rare, more serious and potentially life-threatening
adverse effects may occur, e.g. pneumonitis, bone marrow depression and drug-induced hepatitis/hepatic fibrosis. Regular
monitoring to recognise these timeously is therefore imperative.
A weekly subcutaneous dose may be considered as this route is
less inclined to cause nausea and is more effective due to better
absorption. MTX is teratogenic and contraception requirements
should be carefully evaluated prior to initiation of treatment.
It is advised that MTX be stopped three months prior to
conception in both men and women, i.e. when contraception is
stopped.

Only 56% of patients will respond adequately to a six-month
trial of methotrexate (MTX) and/or other conventional synthetic
disease-modifying antirheumatic drugs (csDMARDs).13 A trial of
three to six months is reasonable before treatment is adjusted
according to the degree of improvement. This improvement
should be measured by using a standard scoring system such
as the disease activity 28 joint score (DAS28), with the aim of
reaching sustained remission or low disease activity (LDA).9,10
Since MTX was first used for the treatment of RA in 1951,14 much
has been learned about the disease itself and its treatment.
The current available csDMARDs include MTX, chloroquine,
sulfasalazine (SSZ) and leflunomide, used either as monotherapy
or in combination. The South African guidelines recommend

MTX can be co-prescribed with chloroquine, SSZ or the biological DMARDs. Pregnancy and breastfeeding, alcoholism, liver
disorders, bone marrow suppression, interstitial lung disease, all,
however, preclude the use of MTX.10,18,19
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Table I: Monitoring requirements for csDMARDs
Methotrexate
Baseline chest x-ray.
Baseline FBC, LFT and creatinine.
FBC, liver transaminase within one month after starting treatment,
and then 3-monthly thereafter.
Creatinine should be repeated once or twice a year (MTX dose must
be adjusted downward if renal function is poor to avoid excessive
blood levels and toxicity).
Sulfasalazine, Leflunomide
Full blood count and liver transaminase test within the first month of
treatment, with 3-monthly monitoring thereafter.
Chloroquine
Annual ophthalmological assessments

Sulfasalazine
SSZ as monotherapy gives another option in patients who cannot tolerate MTX, or for whom a contraindication exists. It can
also form part of combination therapy. The usual prescribed dose
is 1–2 g/day, orally, although 3 g/d may be used. Common sideeffects include GI intolerance, skin rash, elevated liver enzymes
and myelosuppression.
SSZ should be avoided in patients with hypersensitivity to
sulfasalazine, its metabolite, sulfonamides, salicylates, or any
component of the formulation. It is also contraindicated in patients with renal damage or urinary obstruction, as it is excreted
in the urine and may cause crystalluria and nephrolithiasis. SSZ
can precipitate an acute porphyric attack and should be avoided
in patients with porphyria.10,20

Leflunomide
Leflunomide may be used as monotherapy or in combination
with MTX in patients with RA. The dose is 20 mg/day orally,
or every alternate day. Common side-effects include nausea,
vomiting, abdominal pain, diarrhoea, alopecia, elevated liver
enzymes and skin rash. A wash-out with cholestyramine is
advised if patients suffer leflunomide-induced hepatotoxicity.
It should be kept in mind that this drug is teratogenic in both
male and female patients. Leflunomide should therefore be
suspended two years before a possible pregnancy.10

Chloroquine
Chloroquine may be used as monotherapy in patients with
contraindications to MTX and mild to moderate disease. It
may also form part of combination therapy. One of the big
advantages of chloroquine is that it is considered safe during
both pregnancy and breastfeeding, unlike MTX or leflunomide.
The usual dose is 200 mg/day, with many patients doing well on
200 mg three to five days a week in an effort to avoid side-effects.
These side-effects include GI intolerance, skin hyperpigmentation, headache and dizziness. Less commonly, but more
concerning, a retinopathy/maculopathy (irreversible if not
recognised very early) can occur – which is the main reason why
daily dosing is often not recommended. A patient’s body mass
must also be taken into account.

Contraindications include a known hypersensitivity to chloroquine, concurrent tamoxifen use (as it also increases the risk
of a retinopathy, can cause QT-prolongation) or a pre-existing
retinopathy/maculopathy.10,21

Adjuncts to DMARDs
Glucocorticoids
Short-term glucocorticoids can assist in reducing RA symptoms and should be considered when initiating or changing
DMARDS. They are not appropriate as monotherapy and
should be tapered as quickly as clinically feasible. Low dose oral
prednisone (10 mg/day or less) or long-acting intramuscular
methylprednisone may be used for up to six months in early RA,
but should be withdrawn once the disease is controlled. Sideeffects limit their long term use.9,10

Analgesia
Analgesia should be prescribed to be taken as and when needed for symptomatic relief, while considering the relevant drug’s
potential toxicities and the patient’s risk profile. In particular, it
should be kept in mind that many RA patients have an increased
risk for a nonsteroidal anti-inflammatory drug (NSAID)-induced
gastrointestinal tract event (chronicity of use, glucocorticosteroid use) as well as an increased cardiovascular risk because of
RA itself. These risks should be carefully monitored when NSAIDs
are prescribed, while the addition of a proton-pump inhibitor
(PPI) or using a cyclo-oxygenase (COX)-2 selective agent should
also be considered if the decision is taken to proceed with
NSAIDs.22,23

Biological DMARDs
When remission/LDA cannot be achieved with the synthetic
drugs alone, biological DMARDs offer additional treatment options.24-26 Escalation from conventional to a biological DMARD
is recommended for patients with high disease activity (SDAI
11–26) with poor prognostic factors including seropositivity,
radiographic erosions withing the first two years, extra-articular
complications or functional disability.10 When biological DMARD
therapy is instituted, it is effective in approximately two-thirds
of patients who have failed to respond to traditional csDMARDs.
Of note is that biological DMARDs are usually co-prescribed with
MTX to improve efficacy and to reduce antichimeric antibody
production.4,10,27,28
The seven biological DMARDs licensed in South Africa for the
treatment of rheumatoid arthritis include therapies that target
TNF-α (infliximab, adalimumab, etanercept and golimumab, with
biosimilars available for the first two) and the non-anti-TNF drugs
(abatacept, tocilizumab and rituximab), the latter preferable in
groups where there is a high risk for tuberculosis (TB).15,10,26
The reactivation of TB is a real risk in the South African setting
where there is a high prevalence of TB and HIV.10,29 Other risks
associated with biological DMARDs include infection in general,
as well as reactivation of hepatitis, worsening of heart failure, and
development of lymphoma or autoimmunity. In the correctly
selected patient, most side-effects and risks can be managed,
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with the potential benefit outweighing these concerns.
However, treatment with bDMARDs may only be initiated by a
rheumatologist where strict guidelines and recommendations
are followed to determine which patients would benefit the
most, and to manage the risks inherent to biological therapy. This
remains out of reach to most South African RA sufferers.4,12,15,25,30,31

Targeted synthetic DMARDs
A new class of drugs, called Janus kinase inhibitors (JAKi) are
orally administered small molecule DMARDs available in select
countries for the treatment of RA. These, however, are not yet
available in South Africa.

Conclusion
There has been great progress in the treatment of RA. Currently,
there are various options that are used either alone or in
combination depending on disease response and severity. Conventional synthetic, targeted synthetic and biological DMARDs
are useful therapeutic choices that allow a significant number
of patients to achieve low disease activity and remission.
Glucocorticoids and NSAIDs are also useful as adjunctive
bridging treatments and analgesics. Early diagnosis, however, is
critical in order to maximise these therapeutic opportunities.
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