
Inflamm Bowel Dis • Volume 26, Number 2, February 2020 e5

doi: 10.1093/ibd/izz286
Published online 21 November 2019

Letter to the editor

Response to Infliximab 
After Loss of Response to 
Adalimumab in Crohn’s 
Disease
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To the Editors,
Over the past 2 decades, 

antitumor necrosis factor (anti-TNF) 
biologics have evolved as a mainstay of 
inflammatory bowel disease treatment. 
However, 10%–20% of patients have 
primary nonresponse to anti-TNF,1 and 
40% of patients have a secondary loss 
of response to anti-TNF treatment over 
time.2 The emergence of therapeutic 
drug monitoring has helped to optimize 
IBD therapies and can be used to iden-
tify potential causes of loss of response. 
Recent guidelines have suggested that 
patients who have a lack of response 
to anti-TNF but continue to demon-
strate therapeutic drug levels should 
be switched out of class due to mecha-
nistic failure of the biologic.3 However, 
anti-TNFs make up 3 of the 5 FDA-
approved biologics for Crohn’s disease, 
and a premature switch out of class may 
severely limit a patient’s medical options 
in the future.

Casanova et al recently reported 
the efficacy of using a second and third 
anti-TNF agent in patients with intoler-
ance or failure of a prior anti-TNF in a 
large Spanish patient cohort.4 Remission 
was achieved with a second anti-TNF in 
55% of patients. Combination therapy 
and switch due to a primary or sec-
ondary loss of response (as opposed to 
drug intolerance) were associated with 
decreased likelihood of remission on 

a second anti-TNF. However, no data 
on drug levels before switching were 
available.

We conducted a retrospec-
tive cohort study of  86 patients 
with Crohn’s disease who received 
infliximab therapy after a loss of 
response to adalimumab. Clinical 
characteristics of  the study popula-
tion are described in Supplementary 
Table 1. Forty-eight patients (56%) 
were on weekly adalimumab dosing 
before discontinuation. Forty-four 
patients (52%) were on combination 
therapy before discontinuation of 
adalimumab. The median duration of 
treatment was 46 weeks (interquartile 
range [IQR], 20–74), with 29 patients 
(34%) treated with adalimumab for 
12 weeks or less. Sixty-seven pa-
tients (78%) maintained response 
to infliximab at week 54. There was 
no significant difference in response 
to infliximab at 54 weeks when 
comparing patients treated with 
adalimumab for 12 weeks or less and 
those treated for more extensive time 
periods (72% vs 80%, P = 0.381). Of 
the 33 patients with available drug 
levels, the median adalimumab level 
before switch to infliximab was 4.0 
(mcg/mL) (IQR, 1.7–5.4). Every 
other week, adalimumab dosing was 
associated with increased response 
to infliximab (odds ratio [OR], 
4.30; 95% confidence interval [CI], 
1.27–14.6) There was no difference 
in 54-week response to infliximab by 
adalimumab level before switch (P = 
0.643, Supplementary Fig. 1).

This study confirms that a large 
portion of  patients with a prior re-
sponse to anti-TNF can respond to a 
second anti-TNF. Furthermore, drug 
levels of  the first anti-TNF may not re-
liably predict nonresponse to a second 
anti-TNF.

SUPPLEMENTARY DATA
Supplementary data is available at 

Inflammatory Bowel Diseases online.

Supplementary Table 1. Demo-
graphics and clinical characteristics 
among patients switched within class 
to infliximab after secondary loss of 
response to adalimumab for Crohn’s 
disease.

Supplementary Figure 1. Asso-
ciation of adalimumab serum levels at 
loss of response to adalimumab stratified 
by response to infliximab at week 54. 
Adalimumab levels were not significantly 
different in patients with week 54 re-
sponse (n = 25) or no response (n = 8) to 
infliximab therapy (P = 0.643).
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