
A report of only one other case has been published
previously.8 To date, five other cases have been reported to
the French pharmacovigilance system9 over a period of
2 years.
Carulli and Davies suggested that the neuropathy might be

due to a neurological vasculitis induced by leflunomide.8 In
the absence of a neuromuscular biopsy, this hypothesis could
not be confirmed, but it is supported by a case report of
cutaneous vasculitis induced by leflunomide without any
neurological disorder.10 Moreover, two cases in this case
series presented with aspecific vasculitis diagnosed by
neuromuscular biopsy when the aetiology of the neuropathy
was explored.
Clearly, clinicians should be aware of the possibility of

peripheral neuropathy in patients treated with leflunomide,
especially when other risk factors are present. This does not
detract from the usefulness of this drug in the treatment of
rheumatoid arthritis.
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F Lifermann, Service de Médecine Interne, CHG Dax, France
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Tumour necrosis factor a antagonists and early
postoperative complications in patients with inflammatory
joint disease undergoing elective orthopaedic surgery
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T
umour necrosis factor a (TNFa) antagonists are now
established as therapeutic agents for active rheumatoid
arthritis (RA) resistant to conventional drug treatment.1

However, they decrease resistance to infection, including
unusual infections such as tuberculosis,2 3 and in an
experimental setting have been shown to impair wound
healing.4 Previous studies have shown that TNFa antagonists
do not increase the risk of postoperative surgical complica-
tions in patients with Crohn’s disease who undergo resective
bowel surgery,5 6 but the safety of these drugs in patients
with RA who undergo elective orthopaedic surgery has not
yet been established.
As over 10% of patients with RA at our institution receiving

antirheumatic drugs still require some form of elective
orthopaedic surgical intervention we carried out a retro-
spective study of patients who received anti-TNF drug
treatment before elective orthopaedic surgery.
Depending on the complexity, operations were divided into

major surgery, including joint replacement surgery and lower
limb arthrodeses; minor cases, including day case surgery;
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and the remaining procedures, which were in an intermedi-
ate group.
Patient records were used to identify which anti-TNFa

antagonist was used. We reviewed 16 operations in 11
patients who had received an anti-TNFa drug in the
perioperative period. Patients comprised six women and five
men with a mean age of 57.8 years (range 33–75). Of the
patients studied, 10 had RA and one patient had psoriatic
arthritis. The average disease duration from diagnosis was
17.6 years (range 6–27).
Two groups of patients were identified. Group A repre-

sented patients in whom anti-TNFa drug treatment was
continued in the postoperative period, whereas group B
comprised patients for whom the drug was stopped before
surgery and restarted after the procedure. In group A,
infliximab was used in one operation, the patient receiving
the injection 3 days before surgery while etanercept (Enbrel)
was used in three patients. All the patients in group A
underwent joint replacement surgery. Figure 1 shows when
the different drugs were stopped and started with reference
to surgery in group B. Infliximab, owing to its long half life
and different administration schedule, was stopped nearly
4 weeks before surgery, whereas adalimumab and etanercept
were stopped at 2 weeks. The timings for restarting the drug
were variable and depended on the preference of individual
consultants.
Three patients had complications (table1). The patient who

underwent hip replacement surgery required revision surgery
to correct the femoral stem and had an inpatient stay of
55 days. In the remaining patients who underwent major
surgery the duration of stay was between 6 and 13 days, with
an average of 10.6 days.
There was no serious wound or systemic infections in any

of the patients on follow up. Postoperatively, one flare up
occurred in a patient receiving etanercept in group B, who
underwent a triple arthrodesis of the ankle. The flare up
developed during the postoperative period and was well
controlled once the drug was restarted.
In a previous similar study by the authors, the overall rate

of complications and infections in the perioperative period

was found to be 10% in 388 patients.7 In the present study
none of the patients being treated with an anti-TNF
antagonist developed infections. Although two of the three
complications were in group A, these were not thought to be
to be drug related. Therefore in this small study there is no
evidence that anti-TNF drug treatment, whether discontin-
ued or continued, increased either the rate of infection or the
complication rate.
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Table 1 Complications

Group

Complications

Type of surgery(n) Type

A (n = 4) 2 Reflex sympathetic dystrophy Major (wrist replacement)
Medial malleolar fracture Major (total ankle replacement)

B (n = 12) 1 Hip dislocation Major (total hip replacement)

Cutaneous vasculitis developed in a patient with breast
cancer undergoing aromatase inhibitor treatment
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A
romatase inhibitors are used in a newly introduced
hormonal regimen for breast cancer.1 They reduce
endogenous oestrogen production, and control the

progression of oestrogen receptor positive breast cancer.
Among aromatase inhibitors, anastrozole is a newly devel-
oped inhibitor. We treated a patient with cutaneous vasculitis
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