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Anti-tumor necrosis factor (anti-TNF) therapy is an effective 
therapeutic strategy for the induction and maintenance of remis-
sion in patients with Crohn disease (CD). Initially, anti-TNF ther-
apy was employed as a last resort for patients with severe CD, but 
it has now been recently accepted as a conventional option re-
gardless of induction or maintenance of remission. Patients with 
CD are well known often to develop a number of severe compli-
cations, including bowel stricture/obstruction, perforation, intra-
abdominal abscess, and various forms of fistulas. Thus, most CD 
patients will have one or more abdominal operations in their lives. 
On that point, the role of anti-TNF therapy in the prevention of 
surgery or and its influence on postoperative outcome have 
drawn the attention of surgeons. Sakatani et al. [1] retrospectively 
analyzed the cumulative nonoperative rate of 104 CD patients 
who had never had an abdominal operation until they had re-
ceived their first surgery. They found that while infliximab (IFX) 
treatment extended the period from initiation of treatment to the 
first surgery, it did not reduce the risk of the first surgery.  

Anti-TNF therapy also extends the duration from the previous 
to the next surgery. However, few data on the nonoperative rate of 
the next surgery in CD patient on anti-TNF therapy are available. 
Lee et al. [2] retrospectively reviewed the medical records of 148 
CD patients who underwent abdominal surgery. They showed 
that use of anti-TNF therapy did not reduce the reoperation rate 
and that younger age at the first operation, penetrating behavior, 
and no azathioprine use were factors associated with reoperation. 
However, the lack of detailed information regarding anti-TNF 

therapy, such as the dose, schedule, or duration, may reduce the 
value of their conclusions.

In 2010, the European Crohn’s and Colitis Organization made a 
statement on anti-TNF therapy that the combination of IFX with 
azathioprine was better than monotherapy for induction of remis-
sion and mucosal healing for up to 1 year in patients who are na-
ive to both agents [3]. Also, patients who have a diminished or 
lower response to anti-TNF therapy may respond to dose adjust-
ment of the same agent or switching to another agent. As the au-
thors mentioned, anti-TNF therapy for patients with an early 
phase of CD is not covered by national insurance system of Korea. 
More work to extend coverage needs to be done by health care 
providers, as a result of which further prospective studies on CD 
patients with a proper anti-TNF therapy should become possible 
to confirm the significance of anti-TNF therapy in improving the 
rate of avoiding surgery.

Patients with bowel obstruction from stricturing-type CD war-
rant special consideration. Some questions have been raised that 
rapid luminal healing from IFX use leaves fibrosis and scarring of 
the bowel wall and leads to stenosis or obstruction. Lichtenstein 
et al. [4] analyzed data from the TREAT (the Crohn’s Therapy, 
Resource, Evaluation, and Assessment Tool) Registry and the AC-
CENT I (A Crohn’s Disease Clinical Trial Evaluating IFX in a 
New Long-Term Treatment Regimen) study. In the TREAT regis-
try, stenosis or obstruction occurred at a significantly higher rate 
in patients treated with IFX compared with patients who received 
other treatments only. In multivariable analyses, however, IFX 
therapy was not associated with stenosis or obstruction develop-
ment. In the ACCENT I study, no increase in stenosis or obstruc-
tion was reported in patients who received IFX maintenance 
therapy compared with those who received episodic therapy, de-
spite a higher median cumulative IFX exposure. Although these 
data do not suggest that IFX therapy with or without rapid muco-
sal healing is associated with an increased risk of developing ste-
nosis or obstruction, anti-TNF agents may likely induce stenosis 
or obstruction. Anti-TNF therapy should be used with caution in 
patients with stricturing-type CD. 

An enterocutaneous fistula (ECF) develops in 20% to 40% of 
CD patients in their lifetimes. In the past, most CD patients with 
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an ECF required surgical treatment. Amiot et al. [5] reporting on 
the long-term outcomes for CD patients with an ECF treated with 
anti-TNF therapy stated that complete ECF closure was achieved 
in 33% of the patients after 3 months and long-term closure was 
achieved in 17% of the patients. Multiple ECF tracts and associ-
ated stenosis were independent factors for the 3-month complete 
ECF closure. Looking into their study, one other point claims our 
attention. That is, abdominal abscesses developed in 31% of the 
anti-TNF therapy group, and one patient died after surgery from 
abdominal sepsis and multiorgan failure. 

Safety concerns have been raised with regard to the occurrence 
of serious infections in patients on anti-TNF therapy. Further-
more, increased septic perioperative outcomes of patients on IFX 
requiring surgery demand a more meticulous approach with cau-
tion. Appau et al. [6] evaluated preoperative IFX use and postop-
erative outcomes in CD patients. They concluded that IFX use 
within three months before surgery is associated with increased 
postoperative sepsis, abscess, and readmissions in CD patients. 
Thus, they recommended a diverting stoma for prevention of 
these complications. On the other hand, data from a systematic 
review of the same issue concluded that preoperative IFX use was 
not shown to be associated with higher rates of major postopera-
tive complications in patients with CD undergoing intra-abdomi-
nal surgery. Minor complications, the need for a repeat operation 
and mortality within the first 30 days were also not affected by 
preoperative IFX therapy [7]. These results are somewhat reassur-
ing in that patients who require surgery for management of their 
CD may be able to safely continue their IFX therapy during the 
preoperative period.

Putting studies together, anti-TNF therapy could extend the pe-
riod from treatment to operation. However, it does not reduce the 
risk of surgery. In addition, preoperative anti-TNF therapy may 
not be as harmful as previously thought. Still, some loose ends 
need to be addressed before concluding that anti-TNF therapy 
does not have an effect on the surgery. 

The feelings of patients on anti-TNF therapy should not be 
taken lightly!
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