
14   Analgesics Anti-inflammatory Drugs and Antipyretics

festations are severe, but will eventually be needed in
about 80% of cases.2 DMARDs (generally methotrexate)
are introduced when corticosteroid therapy fails to control
the disease or when their adverse effects become problem-
atic. Most patients will respond to methotrexate although
liver function must be closely monitored. The value of oth-
er DMARDs is uncertain. Intravenous immunoglobulin is
also frequently tried, although supporting evidence is lack-
ing.2,3 
The TNF-α inhibitors have also been tried,2,3 but results
have been variable.2 There is, however, some evidence
that interleukin-1 and interleukin-6 play a role in patho-
genesis of the condition, and there have been a few reports
of dramatic improvement with anakinra (an interleukin-1
receptor antagonist) in resistant disease, while tocilizumab
(an interleukin-6 receptor antagonist) has also been sug-
gested as an investigational therapy.2,3 
The name Still’s disease has also been used rather incon-
sistently to describe some types of juvenile idiopathic ar-
thritis (above).
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Abatacept (BAN, USAN, rINN)

Abataceptum; BMS-188667; CTLA4-Ig. 1-25-oncostatin M (hu-
man precursor) fusion protein with CTLA-4 (antigen) (human)
fusion protein with immunoglobulin G1 (human heavy chain frag-
ment), bimolecular (146→146′)-disulfide.
Абатацепт
CAS — 332348-12-6.
ATC — L04AA24.
ATC Vet — QL04AA24.

Adverse Effects and Precautions
Acute infusion reactions occurring within 1 hour of
starting an infusion are common with abatacept use.
The most frequently reported infusion events are dizzi-
ness, headache, and hypertension; hypotension and
dyspnoea occur less commonly. Other acute events in-
clude nausea, flushing, pruritus, rash, and wheezing.
Most events are usually mild to moderate although
stopping treatment may be necessary in a few patients. 
Other common adverse effects include headache, na-
sopharyngitis, nausea, dyspepsia, diarrhoea, dizziness,
back pain, fatigue, cough, and abnormal liver function
values. Antibodies to abatacept may develop and ana-
phylaxis or anaphylactic reactions have been reported
rarely. Uncommon adverse reactions include paraes-
thesia, thrombocytopenia, and leucopenia. 
Infections are frequent in patients treated with abata-
cept and most often affect the respiratory and urinary
tracts. More serious infections such as pneumonia, sep-
sis, cellulitis, bronchitis, diverticulitis, and acute
pyelonephritis have also been rarely associated with
abatacept treatment. Treatment should be stopped in
patients who develop a serious infection. Abatacept
should not be given to patients with severe and uncon-
trolled infections such as sepsis and opportunistic in-
fections. It should be used with caution in patients with
a history of recurrent infections, with underlying con-
ditions that may predispose to infections, or with
chronic, latent, or localised infections. Patients should
be screened for latent tuberculosis before starting treat-
ment; those testing positive should be treated with
standard chemoprophylaxis before beginning abata-
cept. 
Some disease-modifying antirheumatic drugs have
been associated with hepatitis B reactivation; licensed
product information for abatacept recommends screen-
ing for viral hepatitis before starting treatment. 
Adverse effects of abatacept are more frequent in pa-
tients with chronic obstructive pulmonary disease and
may include a worsening of their respiratory symp-
toms.
Carcinogenicity. The role of abatacept in the onset of malig-
nancies such as lymphoma in humans is not known. 

In placebo-controlled studies the overall frequency of malignan-
cies in patients treated with abatacept compared to those that re-
ceived placebo was similar (1.4% and 1.1%, respectively). How-
ever, there were more cases of lung cancer and lymphomas in
those given abatacept. In animal studies in mice, increases in
lymphomas and mammary tumours have been noted, although
these increases have not been seen in some studies with other
mammals.

Interactions
Live vaccines should not be given with abatacept, or
within 3 months of stopping it, as its effect on vaccine
efficacy or the risk of infection transmission is
unknown. The use of TNF inhibitors with abatacept
may increase the risk of serious infections (see p.71);
such combinations are not recommended. Use with
anakinra or rituximab is also not recommended be-
cause of insufficient evidence to assess safety.

Pharmacokinetics
Abatacept is reported to have linear pharmacokinetics
at usual dosages. After repeated intravenous doses, its
mean terminal half-life is about 13 days. 
Studies in animals suggest that abatacept is distributed
into breast milk.

Uses and Administration
Abatacept, a fusion protein, is a co-stimulation blocker.
It prevents the activation of T-cells; activated T-cells
have been found in the synovium of patients with rheu-
matoid arthritis. It is used in the treatment of moderate
to severe active rheumatoid arthritis to delay structural
damage and improve physical function. In the UK, it is
licensed for use in patients who have had an inadequate
response to standard disease-modifying antirheumatic
drugs (DMARDs), including at least one TNF inhibi-
tor; in the USA, it may be used to reduce the signs and
symptoms of early disease. 
Abatacept is given by intravenous infusion over a peri-
od of 30 minutes in the following doses, based on
body-weight: 
• 500 mg for patients weighing less than 60 kg 
• 750 mg for those weighing 60 to 100 kg 
• 1 g for those over 100 kg. 
The dose is repeated at 2 and 4 weeks, then every 4
weeks thereafter. If a response to treatment is not seen
within 6 months, the benefits of continuing abatacept
may need to be considered. In the UK, abatacept is li-
censed for use with methotrexate; however, in the USA
it may be given alone or with other DMARDs (but see
Interactions, above). 
For the use of abatacept in children, and recommended
doses, see below. 
Abatacept is also being studied for other auto-immune
diseases such as inflammatory bowel disease, psoriatic
arthritis, and SLE.
Administration in children. In the USA, abatacept is li-
censed in the treatment of moderate to severe, active juvenile id-
iopathic arthritis in children aged 6 years and above; it may be
used alone or with methotrexate. The dose is calculated accord-
ing to body-weight and is given as an intravenous infusion over
30 minutes; those weighing less than 75 kg should be given
10 mg/kg initially, while heavier children may receive the appro-
priate adult dose (see above). Doses should be repeated at 2 and
4 weeks, and then every 4 weeks thereafter.
Rheumatoid arthritis. References to the use of abatacept in
rheumatoid arthritis (p.11).
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Preparations
Proprietary Preparations (details are given in Part 3)
Arg.: Orencia; Cz.: Orencia; Fr.: Orencia; Port.: Orencia; UK: Orencia;
USA: Orencia.

Aceclofenac (BAN, rINN)

Acéclofénac; Aceclofenaco; Aceclofenacum; Aceklofenák; Acek-
lofenak; Aceklofenakas; Aseklofenaakki; Aseklofenak. [o-(2,6-
Dichloroanilino)phenyl]acetate glycolic acid ester; 2-(2,6-Dichlo-
roanalino)phenylacetoxyacetic acid.
Ацеклофенак
C16H13Cl2NO4 = 354.2.
CAS — 89796-99-6.
ATC — M01AB16; M02AA25.
ATC Vet — QM01AB16; QM02AA25.

Pharmacopoeias. In Eur. (see p.vii). 
Ph. Eur. 6.2 (Aceclofenac). A white or almost white, crystalline
powder. Practically insoluble in water; soluble in alcohol; freely
soluble in acetone. Store in airtight containers. Protect from light.
Adverse Effects and Treatment
As for NSAIDs in general, p.96.
Hypersensitivity. Leukocytoclastic vasculitis, a type III hyper-
sensitivity reaction, has been reported after therapy with aceclo-
fenac.1,2 Anaphylaxis has also occurred.3
1. Epelde F, Boada L. Leukocytoclastic vasculitis and hemoptysis

after treatment with aceclofenac. Ann Pharmacother 1995; 29:
1168. 

2. Morros R, et al. Hypersensitivity vasculitis related to ace-
clofenac. Br J Rheumatol 1997; 36: 503–4. 

3. Rojas-Hijazo B, et al. Anaphylactic reaction after aceclofenac
intake. Allergy 2006; 61: 511.

Precautions
As for NSAIDs in general, p.98. 
Aceclofenac should be avoided in patients with moderate to se-
vere renal impairment.
Interactions
For interactions associated with NSAIDs, see p.99.
Pharmacokinetics
Aceclofenac is well absorbed from the gastrointestinal tract;
peak plasma concentrations are reached 1 to 3 hours after an oral
dose. Aceclofenac is more than 99% bound to plasma proteins.
The plasma-elimination half-life is about 4 hours. About two-
thirds of a dose is excreted in the urine, mainly as hydroxymetab-
olites. A small amount is converted to diclofenac.
◊ It has been suggested1 that low concentrations of diclofenac, a
minor metabolite, may account for some of the actions of ace-
clofenac.
1. Hinz B, et al. Aceclofenac spares cyclooxygenase 1 as a result of

limited but sustained biotransformation to diclofenac. Clin Phar-
macol Ther 2003; 74: 222–35.

Uses and Administration
Aceclofenac, a phenylacetic acid derivative, is an NSAID (see
p.99) related to diclofenac (p.44). It is used in the management of
osteoarthritis, rheumatoid arthritis, and ankylosing spondylitis,
in usual oral doses of 100 mg twice daily. Reduced doses should
be used in patients with hepatic impairment, see below.
◊ Reviews.
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Administration in hepatic impairment. The initial oral
dose of aceclofenac should be reduced to 100 mg daily in pa-
tients with hepatic impairment.
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