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The presence of perianal fistula is a common manifestation of 
Crohn disease (CD) and is associated with an increased risk of 
complications, hospitalization, intestinal resection, and postopera-
tive recurrence [1-3]. The 2005 Montreal World Congress of Gas-
troenterology decided to add the perianal modifier (p) to the 
Montreal classification as a predictor of poor prognosis [4]. More-
over, other studies have suggested that long-standing perianal fis-
tula related to CD might be a risk factor for anorectal malignancy 
[5, 6]. A recent study and a meta-analysis demonstrated that peri-
anal fistula in CD is more common in Asian patients than Cauca-
sian patients [7, 8]. Treatment strategies for perianal fistula with 
CD need to be established.

A recent population-based study observed a significantly de-
creasing trend in the risk of proctectomy in the biologic era (1998 
or after) compared with the prebiologic era (before 1998), and in-
sisted that this trend reflected the possibility of a disease-modify-
ing effect of biologics on the natural history of perianal fistula in 
CD [9]. Besides, not only natural course but also evidence-based 
guidelines and reviews have recommended the use of anti-tumor 
necrosis factor (TNF)-α agents for perianal fistula in CD [10-13]. 
However, many factors should be considered when using anti-
TNF-α agents for perianal fistula in CD, including type of anal fis-
tula (high vs. low or simple vs. complex), the presence of proctitis 
or anal stricture, whether the patient has definite surgical drain or 
not, use of antibiotics, and the timing, dose escalation, and main-
tenance period of anti-TNF-α agents [10-13].

The timing of anti-TNF-α agents is one potential factor investi-
gated by several studies. However, based on their findings, the 
start timing of anti-TNF-α agents does not seem to matter, consis-
tent with the current study. Although the abovementioned studies 
defined the start timing as within 24 hours after surgery [14, 15], 
within a few weeks after surgery [16-18], or after the perianal in-
fection had resolved [19], the effects of biologics were proven [14-
19]. After all, it would seem important to control perianal infec-
tion with surgical intervention rather than the start timing of anti-
TNF-α agents and the current study supports this conclusion. 
However, when investigating the importance of start timing of 
anti-TNF-α agents, researchers need to match other factors in-
cluding anal fistula type, the presence of proctitis or anal stricture, 
whether the fistula is controlled or not, the definition of response 
and recurrence, evaluation method, and removal timing of seton 
drain.

The current study did not establish the type of anal fistula or the 
presence of rectal inflammation, and only included seton proce-
dures. Although anti-TNF-α is recommended for the treatment of 
perianal fistula in CD with a high level of evidence [10-13], simple 
types of perianal fistula in the absence of rectal inflammation may 
resolve with surgical therapy (fistulotomy vs. ligation of internal 
fistulous tract) without anti-TNF-α treatment [20]. In addition, 
considering the need for maintenance of anti-TNF-α therapy and 
gradual resistance (resulting in a decreasing efficacy in ~50% of 
patients over time) [20], a therapeutic strategy of holding anti-
TNF-α agents in reserve is needed for patients with simple peri-
anal fistula without proctitis.

A great deal of evidence supports that an appropriate seton drain 
followed by anti-TNF-α agents therapy leads to favorable re-
sponses regardless of the start timing of anti-TNF-α agents. Fur-
ther studies of perianal fistula in CD are needed to determine the 
appropriate evaluation and response method (e.g., van Assche in-
dex), timing of response assessment, decision-making related to 
anti-TNF-α agents (e.g., initiation indications, duration, specific 
anti-TNF-α agent, dose escalation, or change in timing), and the 
timing of seton removal.
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