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I read with great interest the review by Vuitton et al. [1].

The authors identified the following five parameters as

established predictors for postoperative recurrence in

Crohn’s disease (CD): smoking, prior intestinal resection,

penetrating behaviour, perianal disease, and extensive

small bowel resection ([50 cm). However, these risk fac-

tors are of limited value in clinical practice since it is

difficult to make a precise assessment of risk for recurrence

with these parameters in an individual patient. A more

practical predictor has been considered to be the severity of

endoscopic inflammation in the early postoperative period

[2]. In a prospective cohort study, we found a significant

positive correlation between the endoscopic severity of the

proximal site of the ileocolonic anastomosis at 6 months

after resection and the clinical recurrence rate during the

following 5 years [3]. The assessment of endoscopic

lesions at the proximal site of the anastomosis appeared to

be valuable for predicting clinical recurrence after ileoco-

lonic resection for CD.

The authors proposed a treatment algorithm for the

prevention of postoperative recurrence based on risk

stratification [1]. As stated above, smoking, prior intestinal

resection, penetrating behaviour, perianal disease, and

extensive small bowel resection ([50 cm) are identified as

risk factors for postoperative recurrence. In their algorithm,

patients with none of these risk factors need no treatment,

patients with one risk factor are treated with thiopu-

rine ± metronidazole, and patients with C2 risk factors are

treated with anti-tumour necrosis factor (TNF) agents. This

means that patients are classified into three groups with

low, moderate and high risk for recurrence according to

clinical parameters identified at the time of operation.

However, there is no rigorous evidence to divide patients

into these three groups depending on the number of risk

factors for postoperative recurrence: 0, 1 and C2. I do feel

that the significance of each parameter as a risk factor for

recurrence is quite different. Risk factors identified in a

meta-analysis are smoking [4] and penetrating behaviour

[5]. Smokers have a 2.5-fold increased risk of surgical

recurrence and a two-fold risk of clinical recurrence com-

pared with non-smokers [4]. Patients with penetrating

disease had an increased risk of recurrence compared with

those with non-penetrating disease (hazard ratio = 1.50)

[5]. The most significant risk factor is considered to be

smoking. Penetrating behaviour is also a significant risk

factor. However, the significance of the other parameters

such as prior intestinal resection, perianal disease, and

extensive small bowel resection is controversial based on

the results of previous trials [6]. Further investigation on

this issue is needed.

In their algorithm, ileocolonoscopy is conducted at

6 months after surgery. In patients with a Rutgeerts score

Ci1 [2], the treatment should be stepped up. This recom-

mendation may be based on the evidence obtained in pre-

vious trials. Two prospective studies investigated the

effects of an anti-TNF agent (infliximab) on early endo-

scopic lesions (Rutgeerts score Ci2) at 6 months after

ileocolonic resection for CD [7, 8]. Infliximab therapy

significantly improved endoscopic inflammation and

reduced the risk of subsequent clinical recurrence. In

contrast, recent randomized controlled trials (RCTs) found

that anti-TNF therapy with infliximab or adalimumab ini-

tiated soon after surgery was useful in preventing postop-

erative recurrence in CD [9–11]. Should we start anti-TNF

therapy soon after surgery or after confirming early

T. Yamamoto (&)

Inflammatory Bowel Disease Center, Yokkaichi Social Insurance

Hospital, 10-8 Hazuyamacho, Yokkaichi, Mie 510-0016, Japan

e-mail: nao-taka@sannet.ne.jp

Drugs (2014) 74:397–398

DOI 10.1007/s40265-014-0180-1



endoscopic recurrence? Further investigation is necessary.

However, I do believe that anti-TNF therapy should be

used for selective patients at a high risk of recurrence. All

postoperative patients do not have to receive anti-TNF

therapy because of potential serious adverse events

(infection and malignancy) and high treatment costs. It is

reasonable to start anti-TNF therapy in patients who

develop early endoscopic recurrence at 6 months after

resection for CD. The following issues should also be

clarified in the management of postoperative CD with anti-

TNF therapy:

– How long should anti-TNF therapy be continued once it

is started?

– Which anti-TNF agent—infliximab or adalimumab—

should be used as a first- and second-line treatment?

– Whether concomitant immunosuppressants enhance the

efficacy of anti-TNF agents?

Their algorithm for prevention of postoperative recur-

rence should be indicated for patients who have resection

for localized ileocolonic CD [1]. In clinical practice, many

patients need concomitant small bowel resection or

strictureplasty for active disease at the time of ileocolonic

resection for CD. Among patients with more proximal

small bowel CD in whom the anastomosis is unreachable

via conventional ileocolonoscopy, a different strategy is

necessary. Monitoring using new imaging techniques and

biomarkers may be required for such patients. Transab-

dominal ultrasound, magnetic resonance enterography and

small bowel capsule endoscopy are less invasive diagnostic

methods emerging as alternative approaches for identifying

postoperative CD recurrence in the small bowel [12]. The

value of these imaging techniques in postoperative CD

should be further investigated. In our recent study, both

fecal calprotectin and lactoferrin levels correlated well with

endoscopic activity after ileocolonic resection for CD [13].

Fecal calprotectin and lactoferrin may be clinically rele-

vant biomarkers for predicting postoperative recurrence.

Further trials should strengthen the findings of our

investigation.

In conclusion, further studies are necessary to establish

criteria for recurrence risk assessment and prophylactic

treatment strategy in the management of postoperative CD.

At the moment, endoscopic monitoring and treatment step-

up should be important therapeutic strategies for the pre-

vention of postoperative recurrence in CD. Furthermore, to

evaluate the effects of anti-TNF agents for the prevention

and treatment of postoperative recurrence in CD, further

large RCTs are necessary.
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