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Chronic pancreatitis is characterized by pancreatic endocrine
and exocrine insufficiency, along with persistent, and in some
cases, unrelenting pain. While pancreatic insufficiency is ef-
fectively managed with pharmacologic intervention, the pain

associated with this condi-
tion is difficult to control and
commonly leads to severe

consequences for the patient. A search of ClinicalTrials.gov
for chronic pancreatitis revealed 152 studies, nearly all of which
consist of interventions for pain. The current modalities,
including pain medication, pancreatic enzyme replacement,
behavioral therapy, endoscopic treatment, and surgery, all have
varying degrees of efficacy. Less-invasive modalities include
endoscopic retrograde pancreatography (ERP) with stone ex-
traction, ERP with endoscopic lithotripsy and stent place-
ment, and extracorporeal shock wave lithotripsy (ESWL).
Surgical interventions include drainage procedures with at-
tachment of the main pancreatic duct to the intestine or re-
section of the involved pancreas.

In this issue of JAMA, Issa and colleagues1 from the Dutch
Pancreatitis Study Group report the results of the ESCAPE
trial—a multicenter randomized clinical trial that investi-
gated the effectiveness of best medical management with en-
doscopic intervention vs surgery first for obstructive painful
chronic pancreatitis. The study randomized 88 patients
(44 to each group) and found early surgery provided better pain
relief (area under the curve for the Izbicki pain score, 37) com-
pared with medical management (Izbicki pain score, 49) dur-
ing the 18-month study period (difference, −12 points [95% CI,
−22 to −2]; P = .02), with fewer interventions (median, 1 with
early surgery vs 3 with endoscopy first). Patients in the en-
doscopy group with pancreatic duct stones with a diameter of
greater than 7 mm (n = 22) were treated with ESWL along with
ERP, stone extraction, and stent placement consistent with in-
ternational guidelines.2 Complete or partial pain relief at the
end of follow-up was achieved by 58% of patients in the early
surgery group vs 39% of patients in the endoscopy-first group
(P = .10). These results suggest that surgery should be consid-
ered earlier in the course of painful chronic pancreatitis. Com-
plication rates, hospital admissions, pancreatic function, and
quality of life did not differ between groups.

This trial provides the strongest evidence to date to
inform treatment of chronic pancreatitis in patients with a
dilated pancreatic duct and stones. Pain from chronic pancre-
atitis is due, in part, to elevated interstitial pressure resulting
in marginal blood perfusion, low oxygen tension, and con-
stant gland inflammation.3 Patients with normal or small-
caliber pancreatic ducts are inconsistently treated with endo-

scopic or surgical techniques, but for patients with a dilated
pancreatic duct, decompression with stone removal, pancre-
atic duct stents, or surgery help to correct interstitial pres-
sure, resulting in diminished pain.

The findings of this trial add to another randomized study
that concluded surgery was more effective for painful chronic
pancreatitis. In 2007, Cahen et al4 reported a trial in which
39 patients were randomized to undergo endoscopic treat-
ment (n = 19) either with stone lithotripsy (n = 16 of the 19) or
pancreaticojejunostomy (n = 20). At the 24-month follow-
up, patients who underwent surgery had lower pain scores
and better physical health summary scores. Complete or par-
tial pain relief was attained in 32% of the endoscopically treated
patients and in 75% of patients who underwent surgery
(P = .007), and patients receiving endoscopic treatment re-
quired a median of 8 procedures. A 79-month follow-up of
this cohort5 reported that 68% (13 of 19) of patients in the
endoscopic group required additional procedures compared
with 5% (1 of 19) of patients in the surgery group (P = .001),
and surgery was more effective in providing pain relief
(80% vs 38%; P = .04). In the endoscopic group, 9 patients
(47%) ultimately underwent surgery to address the pain.
Another randomized trial that included 72 patients found that
absence of pain was more frequent in the surgery group (37%
[28 of 76 patients]) than in the endoscopic treatment group
(14% [9 of 64 patients]) at 5-year follow-up.6 In addition, a 2015
Cochrane review found that surgery was associated with higher
likelihood of pain relief compared with endoscopic ap-
proaches at 2- to 5-year follow-up (risk ratio [RR], 1.62 [95%
CI, 1.22 to 2.15]) and long-term follow-up (≥5 years: RR, 1.56
[95% CI, 1.18 to 2.05]).7

A key consideration of the study by Issa et al1 relates to the
finding that when the pancreatic duct was cleared endoscopi-
cally, pain was improved to a similar degree as in the surgery
group (Izbicki pain score, 40 vs 37; eTable 13 in Supple-
ment 2). The ability to clear the duct by ERP alone is influ-
enced by the size of the stone(s) (<10 mm), the total stone bur-
den, and pancreatic duct strictures. It is possible that guided
selection of patients with smaller-sized and numbers of stones
may be appropriate for endoscopic treatment, limiting the
number of interventions. It was notable that pain was not re-
solved in 24 (62%) of the 39 patients in the endoscopy-first
group, and almost half of the endoscopy-first group (19 pa-
tients) ultimately underwent surgery or were awaiting sur-
gery at the conclusion of the study.

Nearly every patient (95%) in this trial experienced fail-
ure of the first step of optimal medical management, which
included using pain medication with adjunctive measures
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(including pregabalin) and consultation with a pain specialist
and dietitian. Although this was not the main finding of the
study by Issa et al,1 the practicalities of this finding for the treat-
ing physician are important. Patients with chronic pancreati-
tis and a dilated pancreatic duct can and should be treated with
medications to address pain, but also should be concurrently
referred for ductal drainage early in the course of the disease.

To date, 3 randomized clinical trials that included 199
patients and compared modern endoscopic techniques to
surgery have each concluded that early surgery provided
more substantial and durable pain relief for patients with

chronic pancreatitis. Although a minority of patients with
a limited stone burden may benefit from short trial of endo-
scopic therapy with 1 or 2 sessions, the ability to identify
these patients is not entirely reliable. Patients with a dilated
duct often undergo multiple endoscopic procedures and
have inconsistent improvement despite high-quality evi-
dence, suggesting that most patients should be considered
for surgery early in the course of the disease. Given the avail-
able data, gastroenterologists and surgeons should work
together closely to achieve the best possible outcomes for
patients with chronic pancreatitis.
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