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antibodies. We believe that this is the first description 8. Viard JP, Amoura Z, Bach JF. Association of anti-B2
of a catastrophic presentation of the APS (CAPS) in a glycoprotein I antibodies with lupus-type circulating anticoagulant

and thrombosis in systemic lupus erythematosus. Am J Medpatient with b2GPI IgA antibodies [3].
1992;93:181–6.Approximately 30% of lupus patients with aPL may

9. Love PE, Santoro SA. Antiphospholipid antibodies:develop thrombotic complications. These have been Anticardiolipin and the lupus anticoagulant in systemic lupus
found to correlate with the level of the antibody, the erythematosus (SLE) and in non-SLE disorders. Ann Intern Med

1990;112:682–8.IgG isotype, and the presence of the protein cofactor
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Hughes GR. The management of thrombosis in the antiphospholi-vitro, it acts as a natural anticoagulant by inhibiting the pid antibody syndrome. N Engl J Med 1995;332:993–7.
intrinsic pathway and adenosine diphosphate-induced
platelet aggregation, but its physiological function is not Oral desensitization in patients with chronic tophaceous
known [3]. b2GPI is required for the binding of auto- gout and allopurinol hypersensitivity
immune IgG and IgM aPL, as well as for IgA aPL [7].

S, The difficulties of treating gout in renal and cardiacIn one study of 47 patients with SLE, 17 (36%) were
transplant patients, whose urate excretion may befound to have IgG anti-b2GPI. There was a correlation
impaired by renal insufficiency and by treatment withto the presence of LA and aCL, and a strong association
diuretics and cyclosporin A, have recently been high-with thrombosis [8]. The presence of IgG anti-b2GPI
lighted [1]. The management of gout in chronic renalhas been found to pose a greater risk of thrombosis
insufficiency can also be complicated by hypersensitivitythan LA and aCL in patients with primary or SLE-
to allopurinol, which occurs more frequently in theseassociated antiphospholipid antibodies [9].
patients [2]. We report two patients with chronic topha-CAPS is associated with high mortality [1]. Currently
ceous gout, renal insufficiency and cardiac diseaseapplied therapy in APS and CAPS [10] tries to target
requiring long-term diuretics in whom cutaneous hyper-an autoimmune-driven hypercoagulable state, but the
sensitivity reactions forced discontinuation of allopur-mechanism of aPL-mediated thrombosis is still unknown
inol therapy. Subsequent reintroduction of allopurinol[3]. The hypercoagulable state was not controlled in
in an oral desensitization regime was well tolerated andthis patient, as illustrated by the progression of skin
led to symptomatic improvement.lesions, and the development of new ones, despite

Case 1 was a 69-yr-old woman with a 14 yr historyaggressive anticoagulation and immunosupression.
of recurrent gouty arthritis with formation of tophiThis case illustrates how anti-b2GPI IgA APS pre-
during the latter 5 yr. Her past medical history includedsenting with skin manifestations can result in a fatal
rheumatic carditis as a child with subsequent aortic andform of CAPS.
mitral valve replacements at the ages of 52 and 56 yr,
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to tolerate probenecid due to dyspepsia, and despiteAccepted 5 August 1998
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levels varying from 500 to 800 mmol/l (normal range
160–420). Azapropazone and sulphinpyrazone were1. Asherson RA, Piette JC. The catastrophic antiphospholipid syn-
avoided in view of the patient’s cardiac disease anddrome 1996: acute multi-organ failure associated with antiphos-

pholipid antibodies: a review of 31 patients. Lupus 1996;5:414–7. concomitant anticoagulation. In recent months, she was
2. Alegre VA, Gastineau DA, Windelmann RK. Skin lesions associ- noted to have proteinuria with a slightly raised serum

ated with circulating lupus anticoagulant. Br J Dermatol creatinine of 120 mmol/l.1989;120:419–29.
In view of persistent symptoms and concern over3. Roubey RAS. Immunology of the phospholipid antibody syn-

drome. Arthritis Rheum 1996;39:1444–54. the possibility of gouty nephritis, allopurinol was re-
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commenced in a desensitization regime (Table 1). Both our cases had chronic tophaceous gout that was
extremely debilitating. In addition, both had evidenceSuspensions were prepared by mixing powdered allopur-

inol with equal parts of distilled water and Keltrol AA of renal impairment, possibly due to gouty nephritis. As
such, we considered that allopurinol was the drug ofsolution (Nova Labs Ltd). Two different concentrations

of allopurinol suspensions were used (0.5 and 5 mg/ml ), choice and that reintroduction in a desensitization
regime was expedient. The first case was intolerant ofdepending on the dose required. The regime was toler-

ated well up to a dose of 200 mg daily, when the patient probenecid and, indeed, uricosurics have generally been
considered ineffective for patients with renal impairmentdeveloped a mild, macular rash. This settled after redu-

cing the dose to 100 mg daily, which was continued and gout [3]. In addition, both cases had cardiac disease
and required anticoagulation. In view of their effects onthereafter. Serum urate levels were restored to normal

and over the next 2 yr the patient suffered no further salt and water retention, and possible interactions with
warfarin, azapropazone and sulphinpyrazone wereepisodes of acute gout with gradual resorption of her

tophi. Unfortunately, the patient died from a cerebro- avoided.
There have been a number of reports of desensitiza-vascular accident following further cardiac surgery to

replace a leaking mitral valve. tion following allopurinol hypersensitivity, the majority
in patients with renal impairment. In the largest seriesCase 2 was a 77-yr-old woman with a 5 yr history of

gout who was referred to the rheumatology department by Fam et al. [4], nine patients successfully tolerated
the allopurinol desensitization protocol. Four patientswith increasing frequency of acute gouty arthritis. She

too had prosthetic mitral and aortic valves, and required developed early mild cutaneous reactions, but this did
not preclude reintroduction of allopurinol in a modifiedlong-term diuretic therapy with frusemide and anticoagu-

lation with warfarin. The previous year she had been protocol. Early cutaneous reactions also occurred in our
two patients and, similarly, allopurinol was successfullyadmitted with a widespread, erythematous rash accom-

panied by oral ulceration following 6 weeks of allopur- reintroduced.
inol therapy. The rash had settled after discontinuation
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gout with normalization of serum urate levels, although
there has been no obvious dissolution of her tophi. The Psoriatic arthritis associated with chondrolysis and
rash has not recurred. osteolysis

T 1. Oral allopurinol desensitization protocol adapted from [4] S, We describe the histopathological findings of a case
of psoriatic arthritis (PsA) associated with cartilage and

Dose of bone marrow lesions despite minimal synovial prolifer-
allopurinol Amount of suspension 1

ation, and discuss the important role of cartilage andDays (mg) (0.5 mg/ml ) given (ml )
bone marrow lesions in psoriatic arthropathy.

1–3 0.05 0.1 The patient was a 31-yr-old male who consulted our
4–6 0.1 0.2 hospital on 27 November 1996 with chief complaints of
7–9 0.2 0.4 a general itching skin eruption that had developed10–12 0.5 1

1 month earlier and arthralgia that had recently13–18 1 2
16–18 5 10 developed in the nucha, right shoulder joint and right

knee joint. The skin eruption was diagnosed as psoriasisAmount of suspension 2
vulgaris and treated with an oral antihistamine agent(5 mg/ml ) given (ml )

19–21 10 2 (oxatomide, 60 mg/day) and a topical steroid agent
22–24 25 5 (clobetasol propionate), while the arthralgia was
25–27a 50 10 diagnosed as PsA and treated with a non-steroidal

anti-inflammatory drug (indomethacin farnesil, 200–Small doses may be diluted with water before being administered.
a100 mg allopurinol tablet daily from 28 days onwards. 400 mg/day) at the out-patient clinic. However, the


