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Etanercept-associated myelitis
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Etanercept is an inhibitor of the pro-inflammatory and immunor-
egulatory cytokine tumor necrosis factor-α (TNFα). It has been
proved highly effective in the treatment of rheumatoid arthritis,
psoriasis and ankylosing spondylitis, although several potentially
severe side effects have been reported, including infections and
allergic reactions. Recently, attention has been drawn to an in-
creased risk of demyelinating diseases in patients treated with
TNFα inhibitors [1]. Here, we present a case of a patientwho devel-
oped an acute demyelinating spinal cord lesion while being
treated with etanercept.

We report on a 55-year-old woman with psoriatic arthritis
without history of neurological symptoms. Shewas on treatment
with etanercept (50 mgweekly) for 6months anddid not take any
other disease-modifying anti-rheumatic drugs when she pre-
sented with successively developing dysesthesia in the gluteal
and genital region and in the lower extremities. Examination
showed gait ataxia, reduced joint position and vibratory sense
at distal lower extremities and urinary dysfunction. There were
no clinical signs of infection and routine blood tests and CSF ana-
lysis were unremarkable. MRI revealed a singular 8 mm hyperin-
tense lesion in the dorsal thoracic spine and no further lesions
in the brain or spinal cord were detected (Fig. 1). Etanercept was
discontinued and treatment with IV methylprednisolone
(1000 mg/day for 5 days) initiated, resulting in rapid alleviation
of symptoms. Skeletal scintigraphy showed no signs of active
arthritis and the patient therefore was not re-started on a dis-
ease-modifying anti-rheumatic drug. At follow-up 8 months
later, remission persisted and the patient had no neurological
deficits. There were no clinical signs of psoriatic arthritis,
although psoriatic skin changes recurred.

Our case highlights myelitis as a rare side-effect of etanercept
that should prompt discontinuation of the drug and consider-
ation of immunotherapy. It is well known that TNFα inhibitors
can increase the number of exacerbations and gadolinium-en-
hancing lesions in patients with multiple sclerosis (MS) and
they are accordingly contraindicated in patients with a history
of a demyelinating disorder [2, 3]. More recently, peripheral and
central demyelinating diseases have been reported in patients
naïve of demyelinating events that were treatedwith TNFα inhibi-
tors [1, 4]. Observed disorders ranged from Guillain-Barré syn-
drome and chronic inflammatory demyelinating polyneuropathy
(CIDP) to retrobulbar neuritis, demyelinating (MS-like) encephal-
itis and transverse myelitis. Symptoms partially or fully resolved
in themajority of patients after discontinuation of TNFα inhibitors
and glucocorticoid treatment [1, 4]. Arguments in favour of a true
association between TNFα inhibition and occurrence of demyelin-
ation inourcase include the temporal associationbetweenetaner-
cept treatment andmanifestation of symptoms and improvement
of symptoms upon etanercept discontinuation. A causal link is
moreover supported by the report of similar disorders after expos-
ure to TNFα inhibitors and positive re-challenge phenomena
described in several cases [4, 5]. Without rechallenge, our patient
remained without neurological deficits after follow-up of 8
months. Previous studies furthermore suggest that inhibition of
TNFα induces complex alterations of immune homeostasis that
are not restricted to suppression of pro-inflammatory actions (ef-
fective in the treatment of rheumatic diseases) but may also in-
clude promotion of autoimmune mechanisms [4]. The latter is in
line with observations of stimulation of autoantibody production
induced by treatment with TNFα inhibitors [6]. In summary, these
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observations strongly suggest a causal role of TNFα inhibition in
the pathogenesis of myelitis in our patient, although there is no
definite proof without a positive re-challenge phenomenon.

Taken together, our report demonstrates a rare but important
side effect of etanercept treatment. Clinicians thus need to con-
sider demyelinating diseases as differential diagnosis in patients
with TNFα inhibitor treatment that present with new neurologic-
al deficits. In these patients, a discontinuation of etanercept
treatment and IV glucocorticoid treatment is warranted.
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Figure 1: (a) Sagittal T2-weighted MRI shows a single posterior hyperintense

demyelinating lesion of the cord at T5-6. (b) Sagittal CE T1 shows contrast

enhancement of the lesion indicative of blood-spinal cord barrier disruption.

(c): On axial CE T1 the lesion is located dorsomedially and limited to the

posterior columns.
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