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RHEUMATOID ARTHRITIS

(RA) IS A CHRONIC,

SYSTEMIC, INFLAMMATORY

DISORDER, AFFECTING
around 1% of the adult population.
Although the cause is unknown,
genetic, immunological, hormonal and
environmental factors all have a role in
its pathogenesis.

The disorder is characterised by
joint inflammation, however extra-
articular features are common.
Patients complain of joint pain which
may lead to significant disability,
reduced quality of life and increased
mortality."?

Although commonly diagnosed in

W' =udinvestigations [sleYishould

should be
carried out?

the third to fifth decades of life, the
incidence and prevalence of RA
continue to increase up to the ninth
decade.

Age at onset is particularly relevant
as the presentation may differ in
elderly onset RA (EORA) compared
with young onset RA (YORA).>®

RA prevalence has been reported
as 116% in women and 0.44% in men.®
The prevalence of RA in people
above the age of 60 (EORA) is
approximately 2%, with a more equal
sex distribution. YORA tends to be
three times more commmon in women
than men.

patients e
mManaged?

PRESENTATION

Onset

While patients with YORA most
commonly describe an insidious onset
of symptoms, patients with EORA
frequently report a more acute
presentation, especially if positive for
rheumatoid factor (RF). Although
both YORA and EORA may have
constitutional symptoms at the onset
such as fever, fatigue and weight loss,
this appears to be more common

in EORA.

Pattern of joint involvement
Although small joints are most
frequently involved in the RA »
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Differential diagnoses of EORA

Diagnosis EMS Joint swelling Laboratory findings Radiographic features Response to steroids
EORA > 30 minutes Yes; can be absent in RF +ve/-ve Periarticular Excellent in most cases
early stages ACCP +ve/-ve osteopaenia; JSN;
High/normal ESR/CRP  +/- bone erosions
PMR > 30 minutes Yes/No RF -ve None specific Excellent
ACCP -ve
High ESR/CRP
Polyarticular gout > 30 minutes Yes/No RF -ve JSN; +/- large bone Very good
ACCP -ve erosions; extensive joint
High/normal ESR/CRP  destruction
High urate +/-
Pseudogout Variable Only in acute episodes  RF -ve JSN; chondrocalcinosis Variable
ACCP -ve (calcium deposition in
Normal/slightly raised the cartilage)
ESR/CRP
OA < 30 minutes Rarely RF -ve JSN; subchondral cysts;  Poor
ACCP -ve subchondral sclerosis;

Normal ESR/CRP

osteophytes

EMS = early morning stiffness ACCP = anti-CCP antibodies JSN = joint space narrowing

population overall, numerous
investigators have noted common
involvement of large joints in EORA
(e.g. the shoulders).3* Thus the proximal
symptoms in EORA may mimic
polymyalgia rheumatica (PMR), see
table 1, above, for the differential
diagnosis.

Practical tip: An accurate history is
critical with any suspicion of inflammatory
arthritis. Ask about elements suggestive
of inflammatory disease such as
prolonged early morning and inactivity
stiffness which improves with movement,
symmetry of symptoms, joint swelling
and constitutional symptoms.

INVESTIGATIONS

Inflammatory markers

Erythrocyte sedimentation rate (ESR)
and C-reactive protein (CRP) are non-
specific inflammatory markers which
may rise with infection, systemic
inflammatory disorders, or
malignancy. In RA, both the ESR and
CRP correlate with disease activity
and radiographic damage.”

The ESR and/or CRP in EORA
patients are generally higher than in
YORA patients. It is normal, however,
for ESR and CRP to increase with age,
which should be taken into consideration
when judging individual cases.

Rheumatoid factor

In YORA, approximately 80% of
patients are seropositive for RF, however
a lower frequency has been reported
in EORA.#57 It is worth remembering
that RF is a non-specific test. RF can
be found in healthy individuals, and
increases in prevalence with age.

Anti-cyclic citrullinated peptide
antibodies

Anti-cyclic citrullinated peptide (anti-CCP)
antibodies have been detected in

over 70% of patients with RA. These
antibodies are highly specific for RA
(more specific than RF), and hence are
useful in the diagnostic process,
particularly early in the disease course.
The value of anti-CCP antibodies is
even higher in patients with an atypical
presentation (e.g. PMR-like symptoms),
or those who are RF negative.
Unfortunately, no controlled study
exists looking at anti-CCP antibodies in
EORA. As with RF, they are not useful
in monitoring disease activity.

Plain radiographs

X-rays of the hands and feet should
always be performed in patients with
a suspected inflammatory arthritis.
Baseline joint erosions are present in
a similar proportion in patients with
YORA and EORA although with early
detection baseline X-rays are usually
normal.8

Practical tip: Perform baseline blood
tests for every patient with presumed
inflammatory joint symptoms,
including inflammatory markers, RF,
anti-CCP antibodies (if available) and
ANA, as well as a full blood count, liver
and renal function tests and urate.

DIFFERENTIAL DIAGNOSIS

In the elderly, the differential diagnosis
of RA is extensive as many conditions
present in a similar way e.g. PMR,
osteoarthritis, polyarticular gout,
pseudogout and malignancy,

which are all prevalent in this

population, see table 1, above.

Among these, polymyalgia
rheumatica is probably the most
challenging, because of its
overlapping symptoms with EORA.
This differential diagnosis is
particularly difficult in patients who
have seronegative disease.

Anti-CCP antibodies are very useful
for identifying EORA patients with a
polymyalgic onset. The presence of
these in a patient presenting with
clinical symptoms of PMR is highly
suggestive of EORA.

Ultrasonography or magnetic
resonance imaging (MRI), can also be
helpful in differentiating PMR from
EORA. While joint effusion, bursitis,
and tenosynovitis can be found in
both PMR and EORA, only patients
with PMR have inflalmmmatory changes
outside the joint cavity on MRI of the
shoulders.

Similarities in presentation often
lead to delays in establishing the
correct diagnosis, therefore early
follow-up is essential in unclear cases.

Osteoarthritis

Hand OA is common in elderly
women. Early morning stiffness

< 30 minutes, pain which increases by
the end of the day or with activity,
involvement of joints commonly
affected by OA (first carpo-metacarpal
joint, distal interphalangeal joints), are
key clinical features which help to
differentiate OA from RA. The two
may however co-exist especially in
elderly patients, therefore blood tests
and plain X-rays are required to help
clarify the diagnosis.

thepractitioner.co.uk



Commonly used DMARD:s in older patients®

DMARD Dose Time until effect Side effects Caution and Monitoring
contraindications
Methotrexate 7.5-25 mg/week 6-12 weeks Dyspepsia, Bone marrow suppression, FBC, LFTs
orally, IM or SC stomatitis, cough, hepatic and pulmonary fortnightly.
diarrhoea, anorexia, disease, alcoholism, Once stable dose,
alopecia, bleeding immunodeficiency, active 4-8 weekly
or bruising, fever, infection, pregnancy,
pneumonitis, concomitant trimethoprim
increased nodulosis
Sulfasalazine 2-3 g daily orally 2-3months Gl upset, diarrhoea, Allergy to sulfa drugs, Monthly FBC, LFTs
in 2-3 divided dizziness, headache, renal or hepatic disease, until stable dose
doses rash including blood dyscrasias then 3 monthly

photosensitivity,
anorexia, abnormal
liver function,
neutropaenia

Hydroxychloroquine 200-400 mg daily  2-3 months

orally (<7 mg/kg)

Diarrhoea, anorexia,
alopecia, nausea,
rash, retinopathy,
neuromyopathy

Allergy to antimalarials,
retinal abnormality, GGPD
deficiency, pregnancy

Yearly optometrist
review of vision

G6PD = glucose-6-phosphate dehydrogenase FBC = full blood count LFTs = liver function tests

Paraneoplastic arthritis

This is a seronegative inflammatory
arthropathy which may presentin a
similar fashion to RA. The temporal
relationship between arthritis onset
and malignancy, as well as
improvement of arthritis following
treatment of the tumour are
arguments for the existence of
paraneoplastic arthritis as an entity.”©
Practical tip: Refer all patients with
suspected inflammatory arthritis
urgently to a specialist. Many
rheumatology departments offer rapid
access clinics for such patients.

QOF indicators for rheumatoid arthritis

Records
RAOO1 The contractor establishes and maintains a register
of patients aged 16 or over with rheumatoid arthritis  1point

Ongoing management

RAOO2 The percentage of patients with rheumatoid
arthritis, on the register, who have had a face-to-face review
in the preceding 12 months 5 points
RAOO3 The percentage of patients with rheumatoid
arthritis aged 30 or over and who have not attained the age
of 85 who have had a cardiovascular risk assessment

using a CVD risk assessment tool adjusted for RA in the
preceding 12 months 7 points
RAO0O04 The percentage of patients aged 50 or over and
who have not attained the age of 91 with rheumatoid
arthritis who have had an assessment of fracture risk using
a risk assessment tool adjusted for RA in the preceding

24 months 5 points

MANAGEMENT

Therapy for EORA should be instituted
based on disease activity (often
reflected by the DAS 28 score), with
the aim of achieving clinical remission
or the lowest possible level of disease
activity. Comorbidities and drug
toxicity profiles are major considerations
when choosing the most suitable
therapy for EORA patients.

Nonsteroidal anti-inflammatory drugs
NSAIDs are effective in improving pain
and stiffness in RA, but their use in the
elderly is limited by comorbidities and
adverse effects on the central nervous
system, cardiovascular, renal, and
gastrointestinal systems.

Corticosteroids may be very effective
in the elderly, however, prolonged use
and/or high dosage may lead to marked
toxicity especially osteoporosis and
diabetes. Thus, careful consideration
of the dose and indication is essential
when corticosteroids are prescribed to
elderly patients.

The British Society for Rheumatology
recommends that all patients who are
prescribed corticosteroids, should take
calcium and vitamin D supplements
concomitantly. Furthermore, patients
over 65 and those with a prior fragility
fracture should also be prescribed a
bisphosphonate." Intra-articular
corticosteroids may be beneficial and
are extremely safe.

Disease modifying anti-rheumatic drugs
The current approach is for early,
intensive intervention with

combination therapy. However, the
possible reduction in the functional
capacity of bone marrow, liver and
kidney noted in the elderly is of
particular importance as these drugs
have the potential for serious toxicity.
Strict adherence to a drug regimen is
necessary and careful monitoring,
both clinical and laboratory, is
required. The commonly used disease
modifying anti-rheumatic drugs
(DMARDSs) in the elderly include
hydroxychloroquine, sulfasalazine and
methotrexate, see table 2, above.
Several studies have shown that,
when disease activity, duration and
comorbidities are taken into account,
elderly RA patients have a significantly
lower chance of receiving biologic
DMARD:s such as anti-TNF alpha
therapy within the same time period
as younger patients despite fulfilling
NICE criteria.*™* However, biologic
therapy should not be denied to
patients purely on the basis of age, as
studies have shown that these drugs
are safe and effective in the elderly."
As ischaemic heart disease is the
leading cause of death in the RA
population, cardiovascular (CV) risk
factors must be monitored at least
yearly in these patients and managed
according to local guidelines. Primary
care is pivotal to this process and CV
risk assessment in patients with RA
is one of the indicators for the Quality
and Outcomes Framework (QOF),
see box 1, left.®
Practical tip: All patients on DMARDs
(exception: hydroxychloroquine) and »»
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Rheumatoid arthritis (RA) is a chronic, systemic,
inflammatory disorder, affecting around 1% of the adult
population. Although commonly diagnosed in the third
to fifth decades of life, the incidence and prevalence of
RA continue to increase up to the ninth decade. Age at
onset is particularly relevant as the presentation may
differ in elderly onset RA (EORA) compared with

young onset RA (YORA).

Patients with EORA frequently report a more acute
presentation, especially if positive for rheumatoid factor
(RF). Fever, fatigue and weight loss appear to be more
common in EORA. Although small joints are most
frequently involved in the RA population overall, there
is common involvement of large joints in EORA and
these proximal symptoms may mimic polymyalgia

rheumatica (PMR).

In YORA, approximately 80% of patients are seropositive
for RF however a lower frequency has been reported

in EORA. Anti-CCP antibodies have been detected

in over 70% of patients with RA and are highly specific
for RA. The value of anti-CCP antibodies is even higher
in patients with an atypical presentation (e.g. PMR-like
symptoms), or those who are RF negative. X-rays of the
hands and feet should always be performed in patients
with a suspected inflammatory arthritis. Baseline joint
erosions are present in a similar proportion in patients

with YORA and EORA.

In the elderly, the differential diagnosis of RA is extensive
as many conditions present in a similar way e.g. PMR,
osteoarthritis, polyarticular gout, pseudogout and
malignancy. Anti-CCP antibodies are very useful for
identifying EORA patients with a polymyalgic onset.
Ultrasonography or magnetic resonance imaging can
also be helpful in differentiating PMR from EORA.

Therapy for EORA should be instituted based on disease
activity, with the aim of achieving clinical remission or
the lowest possible level of disease activity. Comorbidities
and drug toxicity profiles are major considerations
when choosing the most suitable therapy for EORA
patients. NSAIDs are effective in improving pain and
stiffness in RA, but their use in the elderly is limited by
comorbidities and adverse effects. Corticosteroids may
be very effective, however, prolonged use and/or high

dosage may lead to marked toxicity.

anti-TNF alpha require regular blood
tests. In addlition monitoring of
blood pressure, fasting lipids and
glucose should be carried out at least
yearly in elderly patients with RA.

Prognosis

The presence of RF and anti-CCP
antibodies, elevated inflammatory
markers at onset, female gender,
erosions at baseline, a high swollen
joint count and impaired function at
presentation are associated with poor
outcome in both YORA and EORA¢If
recognised and treated early however
the prognosis is excellent.

‘Biologic therapy
should not be
denied to patients
purely on

the basis of age’

Comorbidities such as hypertension,
cardiovascular disease, diabetes and
neurological disorders can be an
important limitation for EORA
treatment and can contribute to
reduced quality of life.

CONCLUSIONS

Because of its prevalence and chronicity,
as well as the impact on the individual,
RA has become an increasingly
important health issue. This is especially
true in elderly patients.

Overall EORA differs from YORA in
a number of ways including:

@® A more balanced gender distribution
® A higher frequency of acute onset
® More frequent involvement of large
joints (especially shoulders)

® Higher levels of inflammatory
markers

® Seronegativity in a higher
percentage of patients

It is questionable whether EORA
should be seen as a separate clinical
entity, however it may be as damaging
as classical RA.

Primary care is pivotal in establishing
the correct diagnosis and instituting
treatment as early as possible to
maximise outcomes.
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Useful information

National Rheumatoid Arthritis Society
www.nras.org.uk

The British Society for Rheumatology
www.rheumatology.org.uk/
resources/guidelines

Arthritis Care
www.arthritiscare.org.uk

Arthritis Research UK
www.arthritisresearchuk.org

Arthritis and Musculoskeletal Alliance
www.arma.uk.net
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