L ettersto the Editor

31: 315-24.

4. VITALI C, BOMBARDIERI S, JONSSON R €t
al.: European Study Group on Classification
Criteria for Sjogren's Syndrome. Classifica-
tion criteria for Sjogren's syndrome: A
revised version of the European criteria pro-
posed by the American-European Consensus
Group. Ann Rheum Dis 2002; 61: 554-8.

5. MATHON G, GAGNE C, BRUN D, LUPIEN P-J,
MOORJANI S: Articular manifestations of
familial hypercholesterolemia. Ann Rheum
Dis 1985; 44: 599-602.

6. HAMILTON WC, RAMSEY PL, HANSON SM,
SCHIFF DC: Osseous xanthoma and multiple
hand tumors as a complication of hyperlipi-
demia. Report of a case. J Bone and Joint
Surg 1975; 57-A: 551-3.

7. MANZI S, WASKO MC: Inflammation-medi-
ated rheumatic diseases and atherosclerosis.
Ann Rheum Dis 2000; 59: 321-5.

Occurrence of pulmonary
thromboembolism during
infliximab therapy

Sirs,

Infliximab therapy is an ef fective treatment
for rheumatoid arthritis and ankylosing
spondylitis. The occurence of positive anti-
nuclear-antibodies (ANA) during inflix-
imab is relatively common but devel opment
of systemic lupus erythematosus (SLE) is
very rare. Patients are commonly screened
for the presence of ANA before anti-TNF
therapy but their presence in the absence of
clinical symptoms is not considered to be a
contraindication for the therapy (1).

The described patient is a 55-year old
woman with a psoriasis arthritis since 1992.
SLE had been previously suspected based
on the occasional spontaneous leukopenia
and positive ANA (titer > 5000). DNA anti-
bodies had been negative and she had no
clinical features of SLE. Since 1995, she
has been treated with methotrexate.

Her arthritis was more active during 2001
and infliximab therapy was begunin thefall
of 2001. Six months earlier her ANA-titer
was negative, but just before institution of
the infliximab therapy the titer of ANA was
>5000 with a homogenous pattern. Anti-
DNA antibodies were not tested immediate-
ly prior the therapy. She also had mild
leukopenia (2.5x10%1) and because of that
her methotrexate dose was only 7.5 mg per
week. She received two infliximab infu-
sions of 3 mg/kg each at two weeks apart,
without complications. The arthritis respon-
ded well to the therapy.

However, one week after the second infu-
sion she devel oped inspiratory pain on right
side of the chest with dight shortness of
breath and she had pain in the left leg for a
few days. Chest x-ray and blood tests were
checked and excluding moderately in-
creased CRP (61 mg/l), other laboratory tests
were non-diagnostic and a diagnosis of res-

piratory infection was made. Symptoms
gradually disappeared, control x-ray was
normal and she received the third inflix-
imab infusion 4 weeks later. Six days after
the third infusion pain reappeared in the
right side, with marked shortness of breath
and pain now in her right leg. She was
admitted to the emergency unit. Spiral TT
disclosed afilling defect in theright lung in
accordance with pulmonary em-bolism.
Ultrasound disclosed a thrombus in both
fibular veins and also superficia veins in
the left leg. The ultrasound of abdomen was
normal. After admission to the hospital a
spiking fever (ad 39.8°C) appeared and also
an urticarial rash over the entire body. A
SL E-type reaction was suspected or alterna
tively a rash due to antibiotic treatment
(clindamycin) which had been begun 4-5
days before admission to the hospital for
prophylaxis after a tooth root dental proce-
dure. Blood cultures, repeated chest x-rays,
ultrasound of the abdomen and orthopanto-
mography were non-diagnostic. The results
of the relevant laboratory tests are shownin
Table |. Decreased C4, clearly increased
anti-DNA antibodies and dlightly increased
cardiolipin antibodies could be observed
but no other predisposing factors for throm-
bosis. Anticoagulation with warfarin was
started and prednisone was increased to 20
mg/day. Fever and rash gradualy disappear-
ed and she was discharged from hospital.

The present case is the first to associate
anti-TNF-therapy with pulmonary embo-
lism. Positive anti-DNA-antibodies and
borderline increased anticardiolipin anti-
bodies were also detected. However, the
antibodies were not screened prior to thera-
py and even though they disappeared after
discontinuation of infliximab their relation-
ship with infliximab remains unclear. Drug-
related pulmonary thromboembolism has
been described in association with pro-

cainamide-induced SLE and positive anti-
cardiolipin antibodies (2). Development of
a hypercoagulable state and circulating
anticardiolipin antibodies has been describ-
ed during infliximab therapy (3). Appear-
ance of anticardiolipin antibodies has been
described also during etanercept therapy
but their appearance was associated with
concomitant infections (4). In conclusion,
although the role of the anticardiolipin anti-
bodies in the development of thromboem-
bolism isin this case uncertain,screening of
anti-DNA and anti-phospholipid antibodies
before and during anti-TNF-therapy should
perhaps be warranted.
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Tablel. Clinica parameters before and during infliximab therapy. Cardiolipin-Ab (IgG) were
measured using an ELISA assay and lupus anticoagulant using phospholipid sensitive APTT and

Russel viper venom test methods.

Normal range Baseline During the therapy

WBC (3.6-10.1 x E9/N) 23 2.7
B-Tromb (150-400 E9fl) 173 98
P-D-Dimeer (< 0.5mg/l) ND 7.1
B-FII-D (pos/neg) ND neg
FVIiI (47-146 %) ND 187
P-ATIII (84-10 %) ND 74
P-APCres (2-6) ND 22
C3 (0.71-1.41 9/l) ND 0.77
C4 (0.12-0.34 g/l ND 0.04
Antinuclear-Ab (< 320, titer) > 5000 > 5000
Anti DNA-Ab (< 10, titer) ND 50
Anti-cardiolipinAb (<11 EV) ND 16

L upus anticoagulant (pos/neg) ND positive*

*Sampl e taken during warfarin treatment. P-APCres. activated protein C resistence, B-FlI-D: prothrombin 1

gene mutation analysis, P-ATII: antithrombin 1.
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