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L E T T E R  T O  T H E  E D I T O R

Sulfasalazine, but not ankylosing spondylitis may be 
responsible for axonal neuropathy

We read with interest the article by Khalaji et al. about a 
45-year-old male with ankylosing spondylitis (AS) first di-
agnosed 10 years before presentation and treated with sul-
fasalazine, who developed sensory disturbances (tingling, 
numbness) for 1 year before presentation in the upper 
limbs which then spread to the lower limbs.1 Extensive in-
vestigations revealed a sensorimotor, axonal polyneurop-
athy, but did not provide any information about possible 
causes of the neuropathy, which is why polyneuropathy 
was ultimately attributed to AS.1 The study is impressive, 
but some points should be discussed.

We disagree with the conclusion that the axonal neu-
ropathy in the index patient was due to AS.1 Several 
arguments can be made against a causal relationship 
between AS and axonal polyneuropathy. First, AS has 
rarely been described as a cause of polyneuropathy.2 
Second, most patients previously described with AS-
associated polyneuropathy were taking sulfasalazine 
or other neurotoxic medications that may have caused 
polyneuropathy.3 Third, the index patient was probably 
taking sulfasalazine for years, which is known to cause 
axonal polyneuropathy.4 Neuropathy has also been re-
ported in patients taking sulfasalazine for ulcerative 
colitis.5 Therefore, one should discontinue sulfasalazine 
and see if the polyneuropathy improves before claiming 
that AS was the cause.

A limitation of the study in this context is that it is not 
mentioned how long sulfasalazine was administered. The 
risk of developing sulfasalazine-induced polyneuropathy 
most likely depends not only on the dosage but also on the 
duration of sulfasalazine use.

There is also no mention of how the sensory distur-
bances were distributed. We should know whether sen-
sory disturbances occurred only distally or also proximally 
and in a strip-like, glove-like, stocking-like, or area-like 
distribution.

Another limitation is that long-term follow-up was not 
reported. We should know how the symptoms developed 

as the disease progressed, whether they recurred, and 
what treatment was used.

In summary, it is recommended that sulfasalazine be dis-
continued in patients with AS and polyneuropathy before 
attributing the polyneuropathy to AS. If the polyneuropathy 
does not improve, AS can be blamed after all possible other 
causes of polyneuropathy have been ruled out.
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