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Case report

Pulmonary thromboembolism associated with
procainamide induced lupus syndrome and

anticardiolipin antibodies
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SUMMARY Procainamide is the commonest cause of a drug induced lupus syndrome. Long term
administration of this compound may induce a variety of immunological abnormalities, including
antinuclear antibodies. Uncommonly, ‘lupus anticoagulants’ have been demonstrated in the
absence of other evidence of drug induced lupus. Details of a 67 year old man who developed not
only drug induced lupus but also antiphospholipid antibodies which were associated with multiple
pulmonary thromboemboli after the administration of procainamide are recorded.

It is well known that a variety of drugs, particularly
chlorpromazine,! 2 hydralazine,>* and procain-
amide,% are responsible for the development not
only of a variety of immunological abnormalities but
also for the appearance of a drug induced lupus
syndrome. Immunological abnormalities, in parti-
cular, positive tests for antinuclear antibodies, may
be seen in 50-74% of asymptomatic patients treated
with procainamide for longer than two months.
With procainamide treatment a much smaller
percentage of patients will develop drug induced
lupus than those treated with chlorpromazine. The
production of coagulation abnormalities such as
‘lupus anticoagulants’ is even rarer, particularly in
the absence of other manifestations of drug induced
lupus.>1?

We record a patient who developed drug induced
lupus and anticardiolipin antibodies which were
associated with multiple pulmonary thromboemboli.
All evidence of the immunological disturbance
disappeared when drug treatment was stopped.

Case history

This 67 year old Caucasian man was admitted to
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hospital for evaluation of fever, pleuritic chest pains
with bilateral effusions, and weight loss. Three years
before admission treatment with procainamide had
been started for management of ventricular ar-
rythmias. About one year later he developed
symmetrical proximal myalgias and muscle weakness
accompanied by inflammatory arthritis of the small
joints of the hands. He was treated with several anti-
inflammatory drugs, including naproxen, indo-
methacin, and ibuprofen, with no significant relief.
Prednisolone was prescribed in doses up to 40 mg
daily, with dramatic response. Two months before
admission to hospital the prednisolone was discon-
tinued because of the occurrence of hyperglycaemia.
The patient then developed profound proximal
muscle weakness, fever to 38-8°C accompanied by
chills, a 20% weight loss over two months, fatigue,
depression, and anorexia. Two weeks before admis-
sion to hospital the procainamide was discontinued.
Because of severe pleuritic chest pains and chest
x ray findings of bilateral pleural effusions with a
minimal left lower lobe infiltrate the patient was
admitted. While in hospital the patient was noted to
have acute episodes of chest discomfort and short-
ness of breath, and on one occasion this was
accompanied by peripheral cyanosis. A pulmonary
perfusion scan showed multiple perfusion defects in
both lungs, in areas where the chest x ray appeared
normal. The study was incomplete as the patient was
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Fig. 1a

Fig. 1b

Fig. 1c

Fig. 1 (a) Perfusion scan: left posterior oblique view; (b)
right posterior oblique view; (c) view showing segmental
perfusion defects in (R) lung.

unable to tolerate the ventilation mask, but the
radiological impression was of the high probability
of multiple pulmonary emboli (Fig. 1). A blood
chemistry screen was normal. The sedimentation
rate on admission was 49 mm/h (Westergren) and
fell to 29 mm/h before discharge. The antinuclear
antibody test was positive in a diffuse pattern
(1/2560). DNA binding was 14-7% (normal <10%).
C3 was 1-27 g/l (normal range 0-9—1-82 g/1). C4 was
110 mg/1 (normal range 160—450 mg/l). Rheumatoid
factor was negative. A Venereal Disease Research
Laboratory test was negative. Haemoglobin on
admission was 105 g/l and rose to 125 g/l before dis-
charge. Platelet count was normal and the Coombs’
test was negative.

The patient was initially treated with heparin
followed by warfarin sodium for three months.
Within one day of the institution of heparin the
patient noted improvement in the episodes of
shortness of breath and chest pain. At this time
prednisolone was restarted in a dose of 10 mg daily.
With the reinstitution of prednisolone the symptoms
of muscle weakness, pain, and synovitis resolved
dramatically. He was discharged and treatment was
continued with prednisolone 10 mg daily and warfarin
sodium 5 mg daily. The warfarin sodium treatment
was continued for three months and the prednisolone
tapered and discontinued after six weeks. The
patient has been monitored for four years since
discontinuation of all drugs and has remained in
excellent health without any symptoms or signs to
suggest recurrence of his drug induced ‘lupus-like’
illness or of pulmonary thromboembolic disease.

Anticardiolipin antibodies were assayed on stored
serum samples obtained at the time of admission
and three months later by the method of Gharavi
et al.'® Both assays showed high positive IgM and
negative IgG concentrations. Subsequent assays on
serum samples obtained four months and three
years after admission were negative. Antibodies to
histones, single stranded DNA, and the lupus
anticoagulant were not estimated.

Discussion

This patient had a drug induced lupus-like illness
with high titres of anticardiolipin antibodies (IgM)
associated with multiple pulmonary thromboemboli,
positive antinuclear antibodies, and low positive
DNA binding. He made a full recovery on withdrawal
of procainamide combined with anticoagulation.
Antiphospholipid antibodies (lupus anticoagulant
antibodies to cardiolipin) occur in approximately
30-40% of patients with systemic lupus erythe-
matosus'® % and in a variety of other disorders,
particularly with certain infections and autoimmune
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diseases, as well as in patients with no underlying
‘autoimmune’ disease, recently defined as the
‘primary’ antiphospholipid syndrome.?! Addition-
ally, production of these autoantibodies may be
induced by a variety of drugs, particularly those
responsible for the drug induced lupus syndrome.?
They may be present as an isolated immunological
phenomenon as is the case in the primary antiphos-
pholipid syndrome. There have been a number of
reports of a lupus anticoagulant appearing during
procainamide treatment,>!7 in which its appearance
has usually been accompanied by other clinical
manifestations of drug induced lupus. Thrombotic
events occurring with procainamide administration
are, however, distinctly uncommon.® 23 24
Procainamide may be responsible for a wide
spectrum of disease features of drug induced lupus,
such as polyarthralgias, myalgias, fevers, pleurisy,
and pericarditis, etc. Typical immune complex
glomerulonephritis with mesanglal deposition of
1mmunoglobulms and complement? and a nephrotic
syndrome?® have been documented. Diffuse vascu-
litis,! 7-2° immune complex deposition involving
the pleura with local deposition of antinuclear
antibodies,® 3! and polyneuropathy®* have also
been reported. Although the antinuclear antibodies
from most patients with drug induced lupus react
with denatured single stranded DNA only, autoanti-
bodies to native double stranded DNA may be
detected in patients who develop drug induced lupus
with procainamide treatment, as in our patient.32-34
This has also been seen in patients treated with
phenylbutazone.*® Antibodies to ribonucleoprotein
may be induced by procainamide in most patients
soon after the start of treatment. These, however,
disappear after long term treatment, and antibodies
to extractable nuclear antigens never appear. The
antinuclear antibodies are homogeneous in pattern
and directed mainly at histones rather than at
RNA/DNA and the wide variety of other non-
histone proteins such as occur in idiopathic systemic
lupus erythematosus. The antinuclear antibodies are
specnflcally directed agamst the H2A -H,B complex
in 50% of symptomatic patients.>® Circulating
immune complexes may be detected in a higher pro-
portion of patients receiving procamamlde even in
the absence of drug induced lupus,”” and hypo-
complementaemia has also been noted. Hypo-
complementaemia is not usually seen in drug induced
lupus but has been recorded in patients I'CCClVlnﬁ
procainamide and in those receiving hydralazine.>
This hypocomplementaemia has been shown to be
due to the presence of null alleles at the C4 locus.*® *
Our patient also developed hypocomplementaemia
(low C4) Polycryoglobulinaemia may also occur.*
Generally, the presence of antiphospholipid anti-

bodies—for example, anticardiolipin antibodies, in
drug induced lupus has been associated with
increases of the IgM isotype and is usually not
associated with thrombotic complications.*? A few
exceptions have been recorded as shown by the
present case and in three previous case reports.> 23 24
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