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In this issue of CUAJ, we read with great interest the study 
entitled, “Defining postoperative ileus and associated risk 
factors in patients undergoing radical cystectomy with an 

Enhanced Recovery After Surgery (ERAS) program” by Forbes 
et al.1 The authors reported a retrospective study to evaluate 
the rate and the associated risk factors of postoperative ileus 
(POI) after radical cystectomy (RC) in a high-volume center 
with use of ERAS protocol.

Gastrointestinal (GI) recovery is a cornerstone for patient 
management post-RC. POI remains the primary factor that 
leads to prolonged hospital length of stay (LOS) and increased 
postoperative complications and costs.2,3 ERAS protocols are 
now widely accepted for the perioperative management of 
RC;4 however, it is not clear if ERAS helps decrease POI in 
patients undergoing RC. A large retrospective study (n=205) 
reported significantly lower POI rates when using ERAS pro-
tocol (7.3% vs, 22.2%, p=0.003).5 In contrast, one random-
ized control trial (RCT) of 101 patients comparing ERAS vs. 
non-ERAS has shown significantly less wound healing dis-
orders (p=0.006), less fever (p=0.004), and less thrombosis 
(p=0.027) in the postoperative period, but failed to show a 
lower incidence of POI in patients managed with an ERAS 
protocol.6 Even with ERAS protocol in the current study, POI 
remains highly prevalent, as approximately 30% of patients 
developed POI according to the definition used by Forbes 
et al. Furthermore, none of the studied parameters were 
predictive of POI in their multivariate analysis.

In the initial period of ERAS development, the use of 
minimally invasive surgery (MIS) was recommended as an 
important part of the ERAS elements.4 In the RAZOR trial, 
a large, multicenter RCT (n=350) comparing patients man-
aged with robot-assisted RC (RARC) vs. open RC, the rate 
of ileus was similar between the two approaches (22% vs. 
20%, respectively).7 Bochner et al also reported on another 

RCT (n=118).8 Unfortunately, the POI rates in both groups 
were not described, but the rate of high-grade complication 
(Clavien 3–5) was similar in both groups at around 20% 
(p=0.90). In the CORAL trial, a small, single-center RCT 
(n=60), patients were randomized between RARC, laparo-
scopic RC, and open RC. The rate of ileus was higher in 
the open RC arm.9 Importantly, in all reported randomized 
trials, the patients in the RARC arm underwent extracor-
poreal urinary diversions. Whether performing RARC with 
intracorporeal diversion decreases POI and/or complications 
requires further evaluation in a randomized trial.

Several non surgical-related therapies have been reported 
to potentially improve bowel recovery time, such as the use 
of early mobilization, early feeding, gastrointestinal stimula-
tion with metoclopramide, and chewing gum.4,10 In 2013, 
the U.S. Food and Drug Administration (FDA) approved the 
use of alvimopan, a peripherally acting μ-opioid recep-
tor antagonist, based on several RCTs in patients with 
abdominal surgeries, including bowel resection. For RC, 
a large, placebo-controlled, multicenter RCT (21 centers, 
277 patients included) investigated the role of oral alvim-
opan.11 On the day of surgery, patients were randomized 
to receive single-dose (12 mg) oral alvimopan (Entereg, 
Cubist Pharmaceuticals, Inc.) or matching placebo between 
30 minutes and five hours before surgery start, then twice 
daily until hospital discharge or a maximum of seven days. 
The endpoint was defined as time to upper (first tolerance 
of solid food) and lower (first bowel movement) GI recov-
ery. Authors reported quicker time to the endpoint with the 
use of alvimopan compared to placebo (5.5 vs. 6.8 days; 
p<0.0001), as well as a shorter mean LOS (7.4 vs. 10.1 
days; p=0.0051) and fewer episodes of POI-related morbid-
ity (8.4% vs. 29.1%; p<0.001). Of note, this study was per-
formed on patients who did not receive epidural analgesia.

Unfortunately, alvimopan is not offered to patients 
in Canada, as this drug has not been Health Canada-
approved.12 As per Health Canada, a notice of non-compli-
ance (NON) was issued due to deficiencies in the chemistry 
and manufacturing component of alvimopan. The sponsor 
chose to cancel their submission after receiving the NON. 
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To the best of our knowledge, no other therapy has shown 
such results to improve POI after RC, thus reconsidering 
drug approval would be timely for our patients. In the 
meantime, implementation of non-opioid protocols have 
been advocated in some centers for patients undergoing 
RC to minimize POI rates.13

As explained by Forbes et al in this issue, the rate of POI 
can drastically vary upon the definition used. In their study, 
POI rates ranged from 1–51% according to several reported 
POI definitions. This notion has an important impact when 
comparing data across studies and outlines the unmet need 
for a standardized definition of POI when evaluating RC out-
comes. In 2018, the Perioperative Quality Initiative from the 
American Society for Enhanced Recovery published a con-
sensus statement on postoperative GI dysfunction within an 
enhanced recovery pathway for elective colorectal surgery.14 
Their first recommendation was: “Consider foregoing the tra-
ditional definition of ileus for the Intake, Feeling nauseated, 
Emesis, physical Exam, and Duration of symptoms (I-FEED) 
scoring system — a more functional definition of postopera-
tive GI dysfunction (POGD) that takes into account the wide 
spectrum of signs, symptoms, and associated clinical implica-
tions.” The I-FEED scoring system allows an objective defini-
tion of impaired postoperative GI function. These notions can 
be easily implemented into clinical trial design, rendering the 
feasibility of cross-trial comparisons in the future.

In conclusion, even with the implementation of ERAS 
protocols, POI remains a common problem after RC. There 
is an unmet need to further improve postoperative care 
for this commonly frail population through well-designed 
clinical trials.
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