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The concept that sphincter of Oddi dysfunction (SOD) can cause attacks of biliary-type pain 

in postcholecystectomy patients and those with unexplained recurrent acute pancreatitis, 

and that endoscopic sphincterotomy can ameliorate symptoms, remains unproven. The 

Evaluating Predictors and Interventions in Sphincter of Oddi Dysfunction (EPISOD) 

study of patients without objective evidence for biliary obstruction showed no difference 

in outcomes between those who underwent sphincterotomy or sham treatment.1 There 

are limited studies examining the characteristics or patients who are still being offered 

endoscopic retrograde cholangiopancreatography (ERCP) for SOD since the EPISOD 

publication, although the absolute number appears to have declined.2

The Results of ERCP for SPhincter of Oddi Disorders (RESPOnD) study is an ongoing, 

longitudinal cohort study whose overarching aims are to precisely estimate the benefit 

of ERCP with sphincterotomy when performed for SOD and to define characteristics 

associated with a favorable response. The aims of the present analyses were to define the 

baseline characteristics among individuals enrolled in RESPOnD and to measure differences 

in comparison with EPISOD.

Methods

This study compares patients from 2 prospective studies of ERCP performed for patients 

with suspected SOD. The reference population was patients randomized in the EPISOD 

trial, the enrollment criteria, methods, and results of which have been published.1 The 

comparison population is the ongoing, longitudinal RESPOnD cohort (see Supplementary 

Table 1 for enrollment criteria). The key inclusion criterion for RESPOnD is the 

performance of an ERCP in a treatment-naïve patient for the indication of suspected SOD. 

For descriptive purposes and in keeping with the Rome IV definition of SOD, subjects in 

RESPOnD are dichotomized by those with and without the diagnosis of idiopathic recurrent 

acute pancreatitis (iRAP; or pancreatic SOD).3 iRAP is defined by physician report and 

does not require 2 separate episodes meeting the revised Atlanta criteria or other expert 

criteria for recurrent acute pancreatitis.4 See the Supplementary Methods for additional 

methodology.

Results

Between January 2018 and June 2020, the first 140 subjects enrolled in RESPOnD were 

compared with the randomized cohort from EPISOD (n = 214). Using Rome III definitions,5 

RESPOnD subtypes include biliary type I (n = 21), type II (n = 44), type III (n = 17), 

pancreatic (n = 48), and unknown (n = 10). Compared with EPISOD, subjects enrolled 

in RESPOnD are significantly older (Supplementary Table 2), and the majority (56%) of 

patients with biliary SOD had more than a 2-fold increase in at least 1 liver chemistry, with 

duct dilation less common (Table 1).
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Using the Recurrent Abdominal Pain Interference and Disability instrument developed for 

EPISOD,6 subjects in RESPOnD have fewer pain days in the past 90 days compared with 

EPISOD (P < .0001), with the lowest pain burden in RESPOnD iRAP. More patients 

in RESPOnD reported pain scores of 8 or higher on the 11-point visual analog scale 

(unadjusted P = .0146). Pain burden was similar between RESPOnD SOD and EPISOD (P 
= .2584), although it was lower when iRAP was included (P < .0001). Although depression 

was similar, more subjects in RESPOnD had a high likelihood of anxiety (P = .0185) and 

low mental health (P = .0898), especially when excluding RESPOnD iRAP. However, poor 

physical health was observed more frequently in EPISOD (P = .0479).

Discussion

The RESPOnD cohort confirms that the majority of patients being offered ERCP for 

suspected SOD have some degree of biochemical abnormality or duct dilation. Although 

low physical health was more common in EPISOD, more subjects in RESPOnD have a high 

likelihood of underlying anxiety and low mental health. In comparison with patients with 

other functional gastrointestinal disorders, the rate of depression in EPISOD and RESPOnD 

is lower, yet the rate of concomitant irritable bowel syndrome is higher than in the general 

population (9.0%).7,8 There is a significantly lower rate of chronic pain in RESPOnD, which 

perhaps is an impact of the EPISOD publication. However, the high frequency of opioid use 

in both studies is a probable factor associated with response and baseline pain characteristics 

because it raises the concern for opioid-induced visceral hypersensitivity and duct dilation, 

central sensitization, and opioid-induced SOD.

The present study highlights some key differences in patients undergoing ERCP for SOD in 

current clinical practice compared with those enrolled in EPISOD: more underlying anxiety, 

greater use of neuromodulators, higher pain burden, and most (but not all) having some 

biochemical or duct abnormalities to suggest sphincter of Oddi disorder. These factors serve 

as important reminders of the complex pathophysiologic basis for functional abdominal pain 

disorders and the consequent challenges in clinical management. Finally, these observations 

further illustrate the impact of a sham-controlled clinical trial such as EPISOD on clinical 

practice at referral centers.
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Refer to Web version on PubMed Central for supplementary material.
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