Digestive Diseases and Sciences (2019) 64:7–8
https://doi.org/10.1007/s10620-018-5236-8

EDITORIAL

Medical Prophylaxis of Post‑Surgical Crohn’s Disease Recurrence:
Towards Timely Anti‑TNF Therapy
Adam C. Fields1 · Nelya Melnitchouk1
Published online: 10 August 2018
© Springer Science+Business Media, LLC, part of Springer Nature 2018

Crohn’s disease typically affects the terminal ileum and
proximal colon; approximately 50% of patients will require
bowel resection due to penetrating disease or stricture within
10 years of disease diagnosis [1]. Intestinal resection for
these patients is not curative with up to 90% of patients demonstrating endoscopic evidence of recurrence 1 year postoperatively [1]. Risk factors for Crohn’s disease recurrence
after surgical therapy include cigarette smoking, younger
age, penetrating disease, shorter duration of disease prior
to resection, prior surgical resections, and ileocolic disease
[2]. Antibiotics, thiopurines, and steroids all have variable
efficacy in reducing postoperative recurrence. In 2009,
Regueiro et al. [3] provided the first evidence that infliximab
administered as a postoperative prophylactic therapy could
reduce endoscopic, clinical, and histologic Crohn’s disease
recurrence published as a proof-of-concept randomized trial.
Although only 24 patients were included in this study, 9.1%
of patients receiving infliximab within 4 weeks of surgery
compared to 84.6% of patients receiving placebo had endoscopic recurrence at 1 year postoperatively. Subsequent trials
have shown that the administration of anti-tumor necrosis
factor (anti-TNF) agents several weeks postoperatively effectively reduces Crohn’s recurrence and anti-TNF agents are
often superior to thiopurines [4, 5]. In 2017, the American
Gastroenterological Association (AGA) published its guidelines on the management of Crohn’s disease after surgery [2]
recommending anti-TNF therapy and/or thiopurines within
8 weeks of surgery as first-line pharmacological prophylaxis
for disease recurrence. To date, there have been no studies assessing the percentage of high-risk Crohn’s patients
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actually receiving timely postoperative anti-TNF therapy and
evaluating and analyzing the factors associated with delayed
administration.
In this issue of Digestive Diseases and Sciences, CohenMekelburg et al. [6] set out to determine the percentage of
high-risk Crohn’s disease patients receiving postoperative
prophylactic anti-TNF agents as well as the risk factors
associated with delays in initiation of such medications.
The authors hypothesized that specific patient factors, prior
anti-TNF therapy, and the type of treatment center would
impact the timing of postoperative prophylactic biologic
therapy. To validate this hypothesis, a retrospective cohort
study was carried out in 84 patients who were deemed by
two independent reviewers at high risk for disease recurrence and were likely to benefit from postoperative biologic
therapy. The authors found that 69% of patients had greater
than a 4-week delay and 56% of patients had greater than an
8-week delay in starting postoperative biologic prophylaxis.
Moreover, the authors found that patients with public insurance were more likely to have delays in initiating biologic
therapy, whereas patients receiving preoperative biologic
therapy or who received care at an inflammatory bowel disease (IBD) center were more likely to have timely therapy.
Two specific methodological strengths of the study are the
assessment of high risk of recurrence Crohn’s patients by
two independent reviewers and a sensitivity analysis including immunomodulators and biologics.
This is the first study to highlight the significant percentage of high-risk Crohn’s disease patients that have delayed
postoperative biologic therapy. It is important to note, however, that the AGA Crohn’s disease postsurgical management guidelines were not published until 2017, after the current investigation’s completion (2016). Therefore, although
the results of the Regueiro study examining the efficacy of
postoperative biologic prophylaxis were published in 2009,
the impetus to start biologics postoperatively may have been
provider-specific as there were no formal published guidelines available prior to 2017. Therefore, an updated analysis
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of patients receiving postoperative biologic therapy after
2017 is an important next step in determining adherence to
the AGA recommendations. Further, the optimal postoperative timing of initiating prophylactic biologic therapy has
not been determined. Regueiro et al. (2009) used a 4-week
cutoff, while the current study assessed both 4- and 8-week
time periods. The current guidelines recommend initiation
of biologic therapy in high-risk patients by 8 weeks postoperatively. Further studies are needed to assess the ideal
timing of prophylactic biologic initiation.
The authors found that public insurance and lack of preoperative biologic therapy were risk factors for delayed initiation of biologic therapy, whereas care at an IBD center
was associated with timely initiation of biologic treatment.
Medication authorization and patient resources may have
contributed to the delay in starting biologics for patients
receiving public insurance. Prior studies have shown that
public insurance is associated with less timely access to biologic therapy in IBD patients [7]. Since a lack of preoperative biologic therapy associated with delayed postoperative
therapy could have been due to intolerance of the medication prior to surgery or because this is a marker for lack of
preoperative care by an IBD specialist, this risk factor for
the delay in starting postoperative biologic therapy must be
further studied. Large variations in IBD medical management, especially for Crohn’s disease, exist, and the type of
treating gastroenterologist influences treatment strategy [8].
In the current study, approximately 25% of patients were
lost to follow-up at 4 weeks postoperatively; the authors state
that attempts to reach this patient population were unsuccessful. Part of this loss to follow-up may be explained by
the fact that only 62% of patients resided within the vicinity
of the study institution; it is unclear if these patients were
seen at outside institutions or with their primary gastroenterologist or if they were truly lost to follow-up. This may
be another patient population at high risk for delayed initiation of biologic therapy. Close communication between the
surgeon, gastroenterologist, and patient as well as preoperative plans for initiating postoperative biologic therapy may
prevent this loss to follow-up.
Postoperative surgical complications must also be considered a factor in starting postoperative biologic therapy.
Questions that arise are twofold: (1) do postoperative complications delay the initiation of biologic therapy and (2)
is postoperative biologic therapy associated with adverse
events? This study reports only one patient having a postoperative infection delaying initiation of biologic therapy;
the study is not aimed at assessing complications related to
biologic use and is not powered for this outcome. A recent
meta-analysis by Zhao et al. (2017) illuminates this topic;
initiating postoperative biologic therapy was not associated
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with an increased rate of adverse events [9]. Further, waiting
2–4 weeks to start biologic therapy likely provides adequate
time for postoperative infectious complications to manifest.
In conclusion, the present study emphasizes the high rate
of delays in starting postoperative prophylactic biologic
therapy and the importance of multidisciplinary care in the
management of Crohn’s disease patients. Surgeons and IBD
gastroenterologists must work together closely to develop
postoperative treatment plans to prevent Crohn’s disease
recurrence. Prospective studies assessing optimal timing of
biologic initiation postoperatively as well as the efficacy of
newer biologic agents are warranted. Particular attention to
patient populations at high risk of delay in starting biologics
is needed to reduce postsurgical disease recurrence.
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