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Letters to the Editors
Safety and efficacy of 
secukinumab treatment in 
a patient with ankylosing 
spondylitis and concomitant 
multiple sclerosis: a commentary

Sirs,
We read with great interest the letter by 
Ciccia et al., recently published (1). As 
our Colleagues, we managed a patient af-
fected by ankylosing spondylitis (AS) 
and multiple sclerosis (MS), but treated 
with a higher dosage of secukinumab. 
 Our 40-year-old man patient was affected 
by AS since 2005 and treated over the years 
with TNF-inhibitor (TNFi): firstly etaner-
cept, interrupted for recurrent infections, 
then adalimumab, suspended for inefficacy 
and appearance of dorsal spinal pain. MRI 
showed myelitis in the D2-D3 metameres and 
meanwhile central nervous system (CNS) 
MRI showed an area of hyperintensity to T2 
sequences in the paratrigon area. Thus, MS 
was diagnosed and copaxone therapy was 
started, with a good clinical response. The 
management of the rheumatological dis-
ease was therefore mandatory: the patient’s 
assessment was a BASDAI of 7.33 and an 
ASDAS-CRP of 3.3. Given the concomitant 
diagnosis of MS, treatment with IL-17A 
inhibitor (IL17A-i), secukinumab 150 mg 
monthly was started. After an initial good 
response, an exacerbation of AS occurred 
after 9 months of treatment. An increasing 
of secukinumab dosage from 150 mg to 300 
mg every 4 weeks, as an off-label dosage, 
was started after obtaining the local Ethics 
Committee consent. The patient’s clinical 
condition rapidly improved and currently, 
after 6 and still 18 months, a low disease ac-
tivity (BASDAI 2.5 and ASDAS-CRP 1.5) 
was achieved associated with MS stability. 
 Our clinical case has similarities with the 
one described by Ciccia et al.: MS occur-
rence after several years of TNFi treatment 
and MS remission during IL17A-i use.
Considering the first point, it is now known 
that high levels of TNF are found in both 
active MS lesions biopsies and in cerebro-
spinal fluid, configuring MS development 

as autoimmune inflammatory reaction of 
CNS in which TNF lead to demyelination 
(2). Being CNS an immune-privileged site, 
due to the presence of the blood-brain bar-
rier (BBB), TNFi are unable to enter the 
CNS, meanwhile they can penetrate the 
joint and bowel tissues: this results in an 
overall reduction of TNF in the body but 
relatively unchanged brain TNF levels, 
with consequent up-regulation of CNS TNF 
expression and exacerbation of TNF-medi-
ated demyelination (2). 
On the other hand, a recent study by Seti-
adi et al. (3), underlined also by Ciccia et 
al., namely that CNS cells might contrib-
ute to local IL-17A production, by induc-
ing release of additional cytokines and 
chemokines, that recruit new inflammatory 
cells. Particularly, high CSF IL-17A levels 
in relapsing-remitting MS patients were 
demonstrated, correlated with CSF/serum 
albumin quotient, a measure of BBB dys-
function: both IL-17A and IL-6 reduced 
tight junction (TJ)-associated genes expres-
sion and disrupted integrity in BBB cells, 
promoting proinflammatory cytokines pas-
sage (3). This would explain why trials 
involving secukinumab treatment in MS 
patients are succeeding and rheumatologi-
cal patients treated with this molecule are 
not experiencing re-exacerbations of neuro-
logical disease (4).
With regard to differences between the two 
clinical cases, we would like to stress the 
need for treatment with secukinumab 300 
mg in off-label. Actually, Setiadi findings 
were valid only for IL-17A but not for IL-
17F, so new molecules directed against 
other IL-17, such as the F portion (5), en-
tering in the treatment armamentarium, 
are not likely to give the same results as 
secukinumab, especially in benefiting MS. 
Moreover, secukinumab 300 mg showed 
an excellent safety profile (6), with the de-
velopment of severe adverse reactions in 
less than 2% of total treated patients. At 
the same time, secukinumab retention rate 
proved to be high (7), making us conclude 
that 300 mg dosage every 4 weeks in off-
label could be considered safe and effective 
also in AS patients.
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