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Following the revolution that started twenty years ago with 
the introduction of tumor necrosis factor antibodies (TNFs) 
for treating inflammatory bowel disease (IBD), the current 
challenge for physicians is to determine how long patients 
should be treated regarding the risks of these agents [1]. In 
Crohn’s disease (CD), stopping TNFs was associated with a 
50% risk of relapse in the following year [2]. Thus, increas-
ing the interval between anti-TNF infusions or injections to 
rather than stopping therapy completely was proposed as an 
intermediate solution bridging drug withdrawal and using 
accepted dosing intervals. To date, little data have been pub-
lished to support this strategy; the last European Crohn’s and 
Colitis Organization guidelines could not reach consensus 
regarding the continuation or withdrawal of anti-TNFs in CD 
patients after achieving long-term remission [3].

In this issue of Digestive Diseases and Sciences, Torres 
et al. [4] retrospectively investigated the clinical outcomes 
of 85 IBD patients in clinical remission receiving infliximab 
or adalimumab at longer intervals than as recommended by 
regulatory bodies, every 10–12 weeks for infliximab and 
3 weeks for adalimumab. The success of this dosing interval 
lengthening (DIL) was defined as the absence of clinical 
relapse, return to the conventional dosing schedule, dose 
escalation, change in biological, introduction of conven-
tional immunosuppressants, prescription of a course of sys-
temic corticosteroids, or surgery at the end of follow-up. 
Overall, 59% experienced success of DIL; the median time 
for treatment failure was 16 months.

This is the largest published cohort so far on anti-TNF 
therapy de-escalation DIL, providing noteworthy data on 
a matter of importance regarding patients’ quality of life 

and healthcare costs [5]. Yet, it seems difficult to use these 
results to support DIL in clinical practice.

The dose interval of anti-TNFs was determined based 
on physician’s decisions without a pre-established strategy, 
leading to a possible selection bias toward a population with 
less severe disease. Although remnant inflammatory activ-
ity is predictive of relapse after stopping therapy [2], no 
recent endoscopic evaluation was available for the major-
ity of patients, with four patients undergoing DIL despite 
the presence of active endoscopic lesions. Moreover, Tor-
res et al. show that the success of DIL is associated with 
prior lower C-reactive protein values. The severity of disease 
relapse should also be discussed with the patient before DIL; 
in this study, four patients needed rescue treatment after 
non-response to reducing the dose interval and one patient 
required surgery. Drug concentrations prior and after DIL 
were available only for a small subset of patients, hampering 
the possibilities to draw results from these values.

Regarding the high risk of relapse and its potential 
adverse consequences, it appears to be obligatory to assess 
the biological and endoscopic activities of the disease in 
order to prove deep remission before instituting DIL with 
TNFs. The impact of therapeutic drug monitoring for guid-
ing the physician for this setting is being explored by an 
ongoing trial (clinicaltrials.gov NCT03841942), which is 
expected to yield valuable data regarding patient selection 
for DIL which in turn should improve outcomes.
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