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Secukinumab-associated inflammatory
bowel disease?
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To the Editor:
Ulcerative colitis (UC) and Crohn's disease (CD) represent the two
main types of inflammatory bowel disease (IBD)1. Both are chronic
idiopathic inflammatory bowel disease condition but UC affects
the rectum and the colon, whereas CD can affect the entire gas-
trointestinal tract from the mouth to the anus.Classic symptoms
of IBD include fatigue, prolonged diarrhea with abdominal pain,
weight loss, and fever, with or without gross bleeding. IBD annual
incidence ranges from 3 to 30 cases per 100,000 in North Ame-
rica, Oceania, and many countries in Europe2. The risk factors for
the development of IBD remains unknown, environmental, ge-
netic, and immunologic causes have been suggested1.

Several drug classes has been associated with IBD, such as
antibiotics, NSAIDs, oral contraceptives and IL-17-inhibitors and
especifically secukinumab3. 

Secukinumab is a fully human monoclonal antibody that inhi-
bits interleukin (IL)-17A and has shown significant efficacy in the
treatment of psoriasis (PsO), psoriatic arthritis (PsA) and ankylo-
sing spondylitis (AS). Interleukin (IL)-17 is a pro-inflammatory
cytokine that has been demonstrated to be involved in the pa-
thogenesis of inflammatory bowel disease (IBD). It has been sho-
wed that IL-17A is increased in the inflamed areas of patients with
Inflammatory bowel disease (IBD)4, so it will be rational to think
IL-17A inhibitors could be an effective treatment for IBD. However,
increased adverse effects among IBD patients undergoing treat-
ment with IL-17 inhibitors have been described.

Even though IL-17 inhibition has been associated with wor-
sening symptoms in Crohn’s disease, it remains uncertain whe-
ther IL-17 blockade increases the risk of new-onset IBD or it just
put in evidence cases of subclinical or latent disease. 

Following this line of thought, it is possible that in contrast to
its proinflammatory role in other diseases and locations, IL-17A
may function as a negative regulator of immunity in the gut mu-
cosa. Whether IL-17A has pathogenic or protective roles in the gut
mucosa is highly controversial, alterations of intestinal microbiome
and chronic mucocutaneous candidiasis has been described in pa-
tients with autosomal recessive deficiency in interleukin-17 recep-
tor A5. It has been hypothesized that alterations in the intestinal
microbiome could potentially worsen disease activity in IBD.

This theory is particularly controversial because chronic im-
mune-mediated inflammatory diseases such as PsO, PsA and AS
shows significant co-heritability with IBD. It is estimated that pa-
tients diagnosed with PsO, PsA and AS have a 1–4-fold increased
risk of developing IBD6,7. Thus the association between secuki-
numab and IBD could be due to this confounding factor.

First indications of a possible correlation between the blockade
of IL-17 and the appearance of IBD were found in secukinumab
clinical trials. Schreiber et al in a systematic review published in
2018, analyzed the results of 21 clinical health trials that included
more than 7,300 patients. The incidence of IBD after treatment

with secukinumab varies according to the pathology studied: 21
cases of ulcerative colitis, 16 cases of crohn's disease and 5 cases
of IBD unclassified were identified in this systematic review3. 

Real-world-data reports of IBD secukinumab-associated, appear
to be uncommon. Recently Fries W et al. review identified five case
reports of eight newly diagnosed IBD in secukinumab-treated sub-
jects published since its approval  and up to the end of December
2018 (three IBD undefined cases, four UC, one CD). They also
identify four additional newly IBD diagnosed sicilian patients after
being treated with secukinumab (three CD and one UC)8.

New onset IBD during secukinumab treatment seems to occur
in approximately 1 per 100 patients-year both on clinic trials and
real world patients3,8.

The correlation between the duration of treatment with the ap-
pearance of the adverse effect has not being established. The pu-
blished cases described the occurrence of IBD with heterogeneous
time to onset, from a rapid onset days after the administration of the
first dose of secukinumab, to a late onset after months of treatment. 

In conclusion, despite the low incidence of emerging cases of
IBD secondary to secukinumab, clinicians should pay attention to
the presence of gastrointestinal symptoms in patients treated with
IL-17 inhibitors, especially in patients with risk factors for IBD. In
these patients, drugs directed to different biological targets such
as vedolizumab, ustekinumab or infliximab may be preferable.
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