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Dear Sir,

Anti-tumour necrosis factor (TNF) therapy, such as infliximab, is
an effective treatment for Crohn’s disease (CD). However, based on
potential cost and safety concerns, de-escalation strategies for anti-
TNF therapy may be considered, especially in inflammatory bowel
disease (IBD) patients with low relapse risk.! It was recently shown
that de-escalation of infliximab maintenance therapy, based on ther-
apeutic drug monitoring, may be feasible in IBD patients who are
in deep remission or who have a stable clinical response and supra-
therapeutic infliximab trough concentrations, as the risk of relapse is
relatively low.>* Faecal calprotectin (FC) may also potentially guide
therapeutic decisions in IBD patients on stable maintenance inflixi-
mab therapy, although data are limited.** Thus, based on serial FC
measurements, we investigated the risk of relapse after infliximab
de-escalation from an 8-week to a 10-week dosing interval in con-
secutive patients with luminal, inflammatory CD in composite deep
remission for at least 3 years on infliximab maintenance therapy
(5 mg/kg every 8 weeks), treated between 2010 and 2012.

This single-centre pilot study included 16 patients (10 males,
age 25 [range 18-48] years, L1 [ileal; # = 5], L2 [colonic; # = 4],
L3 [ileocolonic; 7 = 7]), who were prospectively followed on 5 mg/
kg infliximab for 2 years. We defined composite deep remission as
the combination of clinical (Harvey—Bradshaw index [HBI] <4),
biological (C-reactive protein [CRP] <0.5 mg/dl) and endoscopic
remission (no ulcers at ileocolonoscopy performed up to 3 months
prior to study entry) as well as FC level <100 pg/g of faecal tissue
(FT) (quantitative method; Quantum Blue, Bithlmann, Switzerland).
Patients were followed by clinical examination (HBI) and serologi-
cal (CRP) assessments every 10 weeks, while FC was measured
before every other infliximab infusion. If FC was >200 pg/g FT,
patients were followed closely by repeated FC measurements and if
CRP became abnormal (>0.5 mg/dl) with or without clinical symp-
toms, patients underwent ileocolonoscopy to assess endoscopic
recurrence of CD. Relapse was confirmed by composite markers
of clinical (HBI >4), biological (CRP >0.5 mg/dl) and endoscopic
(mucosal ulceration) recurrence of CD.

At the end of follow-up, only 2 out of 16 (12.5%) patients had
relapsed, 7 and 15 months after the infliximab de-escalation, respec-
tively. The 12- and 24-month cumulative probability (standard
error) of relapse was 7.1 (0.069) and 14.3% (0.094), respectively
(Figure 1). Infliximab trough concentrations or antibodies to inflixi-
mab were not measured; this reflects current real-life clinical practice
at the majority of IBD centres.

In conclusion, this single-centre pilot study indicates that de-esca-
lation of the infliximab dose interval from every 8 to every10 weeks
is feasible in CD patients in composite deep remission when FC lev-
els are maintained within the normal range, as the risk of relapse
is relatively low. Large, prospective studies are certainly warranted
before any clinical recommendations can be made for tailoring anti-
TNF maintenance therapy in IBD patients achieving deep remission.
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Figure 1. Kaplan-Meier survival curve of the proportion of patients without
relapse after de-escalation of infliximab (IFX) maintenance therapy from an 8-
to a 10-week dosing interval based on serial faecal calprotectin measurements
in Crohn’s disease patients with composite deep remission. w, weeks.
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