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Despite accumulating evidence pointing toward their lack of 
efficacy, the use of 5-aminosalicylates (5-ASA) in Crohn’s 
disease (CD) remains prevalent, contrary to the recom-
mendations of most national and international guidelines. 
Cochrane systematic reviews of randomized trials have pre-
viously showed no benefit for 5-ASA drugs over placebo for 
inducing or maintaining remission in CD [1, 2]. Notwith-
standing the above, 5-ASAs are one of the most commonly 
prescribed group of drugs in CD. For example, data from 
a recent retrospective analysis of a primary care database 
showed that 44.2% of patients with CD were prescribed a 
5-ASA in the UK [3]. Research has focused on whether dis-
continuing 5-ASAs in those established on immunosuppres-
sive therapy leads to disease exacerbation. Addressing this 
area has the potential to improve the financial burden on the 
health economy and reduce patient exposure to unnecessary 
drugs.

Most patients with CD will require escalation to an immu-
nomodulatory and/or biologic therapy at some point in their 
disease course. It is becoming increasingly accepted that 
continuing 5-ASAs in patients receiving biologics confers no 
additional benefit for both ulcerative colitis (UC) and CD. In 
two nationwide population-based cohorts, Ungaro et al. [4] 
showed that stopping 5-ASA in CD did not increase risk of 
adverse outcomes (steroid use, hospitalization, or surgery) 
both in a large US cohort (n = 2960) (adjusted hazard ratio 
[AHR], 0.89; 95% CI, 0.77–1.03; P = 0.13) or in a Danish 
cohort (n = 218) (AHR, 1.13; 95% CI, 0.68–1.87; P = 0.63). 

Although no demonstrable benefit of continuing vs stopping 
5-ASA has been observed in patients with UC escalated to 
anti-metabolite therapy, the situation is less clear for CD [5].

In this issue of Digestive Diseases and Sciences, Picetti 
et al. [6] report the findings of a retrospective analysis of an 
administrative claims database designed to identify patterns 
of 5-ASA use in patients with CD in whom therapy with 
anti-metabolites was newly initiated. The categorization of 
5-ASA exposure was based on the number of prescriptions 
issued and the time interval after anti-metabolite initiation 
with “stopping” defined as no further prescriptions, “short-
term” for prescriptions issued < 6 months, and “persistent” 
5-ASA use defined as prescriptions issued 6–12 months 
later. The primary outcomes were new corticosteroid use, 
escalation to a biologic, CD-related hospitalization, and 
surgery.

In total, 3036 patients with CD receiving newly initiated 
anti-metabolites were included in the analysis. Unsurpris-
ingly, a significant proportion of the studied cohort (57.8%) 
had persistent 5-ASA use, reflecting their known widespread 
use in CD. Reassuringly, 5-ASA discontinuation did not 
increase the risk of CD-related hospitalization (HR, 1.21 
[0.98–1.49]), CD-related surgery (HR, 1.28 [0.90–1.80]) 
or treatment escalation (HR, 0.85 [0.62–1.20]). Of interest, 
patients with persistent 5-ASA use had an increased risk 
of requiring corticosteroids (HR, 1.24; 95% CI, 1.08–1.42), 
which as the authors discuss in their article, may simply 
reflect the fact that 5-ASA was less likely to be stopped in 
those with severe disease.

While this article is a valuable addition to the literature 
and complements the findings of a recently published Cana-
dian study examining 5-ASA use in a similar population 
over two decades, one must interpret these findings with a 
degree of caution [7]. This was a retrospective observational 
study, which is limited by confounding factors inherent to 
this type of study design. Further, important data regard-
ing objective disease severity assessment, CD phenotype, 
and disease distribution were unavailable, the latter being of 
particular interest given the previously conflicting evidence 
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of the contribution of 5-ASA to the pathogenesis of isolated 
colonic CD.

The lack of data supporting the utility of 5-ASAs as an 
adjunct to immunosuppression in CD is becoming increas-
ingly clear. Accruing data showing no clear or consistent 
evidence of added efficacy, providing a good rationale for 
drug discontinuation. There are a number of other poten-
tial advantages that should be considered. Firstly, whereas 
5-ASAs are low cost compared with advanced therapies used 
in IBD, the cumulative cost is not insignificant. In the United 
Kingdom (UK), since mesalamine preparations cost approxi-
mately £1000 per year for those receiving the highest doses, 
it is a significant cost driver for UC treatment throughout 
Europe [8]. In a healthcare system aiming to deliver cost-
effective care, Picetti et al. [4] highlight that a consider-
able cost saving can be made by stopping 5-ASAs. In some 
cases, depending on brand, the annual cost of mesalamine 
may approach that of highly effective therapies, such as bio-
similar adalimumab. In addition to the impact on the US 
insurance-based system, detailed by Picetti and colleagues, 
these findings are also pertinent for single-payer, national-
ized healthcare systems such as the UK. Although funding 
for numerous treatments has historically been separated into 
primary (general) and secondary (specialist) care, as health-
care systems move toward greater integration, an overall 
appreciation for the most cost-effective strategy is impera-
tive. Secondly, the excess pill burden for patients should not 
be underestimated and may lead to poor adherence to oral 
therapies, which have greater potential therapeutic benefit. 
Thirdly, although uncommon, patients are unnecessarily 
exposed to the risks of GI disturbance and the less common 
risk of pancreatitis and nephrotoxicity. Finally, initiating a 
potentially ineffective drug may delay initiating therapies of 
evident benefit. Despite all of this, 5-ASAs continue to be 
prescribed for CD by healthcare practitioners worldwide.

The STopping Aminosalicylate Therapy in Inactive 
Crohn’s Disease (STATIC) study is an open-label, rand-
omized, non-inferiority trial randomizing patients with CD 
in remission to either continue 5-ASA therapy or withdraw 
treatment [9]. Recruitment is ongoing and the results are 
eagerly awaited. The hypothesized lack of impact of 5-ASA 
withdrawal on disease course in a prospective, controlled 
setting, in conjunction with the type of retrospective large-
scale data presented here by Picetti and colleagues, would 
no doubt make a compelling argument for discontinuation. 
Though one hopes that this type of thorough and mani-
fold approach is enough to settle this enduring issue and 

positively influence practice, this remains to be seen. None-
theless, it would seem that in CD, the time has come to stop 
the salicylate.
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