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Letters

COMMENT & RESPONSE

Early Surgery for Painful Chronic Pancreatitis

To the Editor We appreciate the authors’ attempt to publish the
long-term follow-up of the ESCAPE randomized clinical trial.!
We also appreciate the candor with which they acknowl-
edged the limitations of the study—namely, nonstandardized
follow-up, the retrospective nature of the analysis, only a
single-point data collection, and nonstandardized use of in-
terventions during follow-up.> While the authors themselves
warrant caution in interpreting the results given these limita-
tions, they concurrently conclude that the results strengthen
the recommendation for early surgery and dwindle the role
of endotherapy.

The intent of this letter is not to debate whether surgery
first or endotherapy first is better, but instead to express a few
additional concerns that preclude the strong claim that early
surgery is the way to go while the endotherapy-first option has
no role.

First, the effect size of the long-term impact of early sur-
gery was not reported in the article. Effect size would have been
a stronger and more clinically relevant statistic compared to
the P value.

Second, the sample size of the original ESCAPE trial was
88 participants, which was adjusted to account for 10% loss
to follow-up. In the present study, 2 patients refused con-
sent and 25 were lost of follow-up, thereby excluding 27
patients (31%) from the final analyses. This certainly reduced
the statistical power of the study to come to a meaningful
conclusion.

Third, even though the ductal morphology and the stone
size had been described, the location of intraductal calculi
was not described in detail either in this article or in the origi-
nal ESCAPE trial. It is known that the location of the intra-
ductal calculi could impact technical and clinical success of
extracorporeal shock wave lithotripsy (ESWL).? Moreover, the
distribution of pancreatic duct strictures between the 2 study
groups was also not reported. It is known that the presence
of strictures predicts pain recurrence after ESWL.*

Fourth, neural sensitization is a well-recognized phenom-
enon in long-standing chronic pancreatitis (CP) that can modu-
late pain responses.® Absence of data on neural sensitization
makes it difficult to interpret the data on long-term efficacy
of both surgery and endotherapy. However, identification
of pancreatic neuropathic pain at the bedside is still experi-
mental, and no standardized recommended technique exists
at this time.

Based on these premises, we feel it is not yet prime time
torecommend early surgery as the therapeutic criterion stan-
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dard, while ignoring the potential role of endotherapy, for pain-
ful CP with a dilated duct and intraductal stones.
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In Reply We appreciate the opportunity to respond to the let-
ter from Talukdar and colleagues. They argue against recom-
mending early surgery as the criterion standard in patients
with chronic pancreatitis with a dilated pancreatic duct, high-
lighting 4 points.

First, Talukdar and colleagues would like the effect size
to be reported, which may be more clinically relevant than the
Pvalue. The effect size was not reported, although this could
provide clinically relevant information, as in this follow-up
study we report the same primary outcome as the initial
trial report with 1.5-year follow-up. Second, the authors high-
light the exclusion of 27 patients, reducing statistical power.
We acknowledge the concern regarding the loss to follow-up
and its potential impact on the statistical power of the study,
asreported in the Discussion section. This is a notable limita-
tion that was already highlighted as such. However, the drop-
out rate was similar among the 2 groups (ie, by mortality and
no informed consent), which helps mitigate any potential for
systematic bias. While the reduction in sample size may limit
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the strength and statistical power of some findings, the re-
maining data still offer valuable insights and show strong
statistical difference between treatment strategies in several
factors, such as a lower Izbicki pain score, a higher rate of pa-
tient-reported complete pain relief, and more patients re-
ported to be very satisfied with their treatment in the early-
surgery group. Third, the authors mention the lack of detailed
morphological data (eg, stone location, stricture distribu-
tion), which could impact extracorporeal shock wave litho-
tripsy outcomes. Morphological factors in chronic pancreati-
tisare indeed important in assessing the efficacy of both surgical
and endoscopic treatments, and for that reason we did pro-
vide the morphological information in the Supplement of the
original ESCAPE trial (eTable 7).

Finally, they emphasize the role of neural sensitization in
interpreting long-term outcomes in chronic pancreatitis, which
is indeed important, as neural sensitization can significantly
influence pain perception and overall treatment response
in chronic pancreatitis. However, as noted by the authors, as-
sessing neural sensitization remains challenging, as no stan-
dardized or universally accepted techniques are available.
Future reliable assessment of neural sensitization would pro-
vide valuable insights into its impact on long-term treatment
efficacy and patient quality of life.

In summary, based on the considerations outlined above,
we found no convincing arguments that challenge our conclu-
sion that surgery is superior to an endoscopy-first approach in
patients with painful chronic pancreatitis with a dilated main
pancreatic duct.

Given the recent advancements in endoscopic tech-
niques and the recent primarily laparoscopic approach for sur-
gery, the Dutch Pancreatitis Study Group is currently initiat-
ing the next ESCAPE trial, the ESCAPE-2 trial. In the ESCAPE-2
trial, up-to-date surgery will be compared with up-to-date
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endoscopy techniques in patients with painful chronic pan-
creatitis with a dilated main pancreatic duct to clarify the
exact role of each approach in managing these patients.
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CORRECTION

Error in Equation: In the Original Investigation titled “Validated Integration of
Tumor Deposits in N Staging for Prognostication in Colon Cancer,"' published
online first February 5, 2025, and in the April 2025 issue, the equation in the
Methods section had a typographical error, where a plus sign should have been
aminus sign. This article has been corrected online.

1. Sassun R, Sileo A, Ng JC, et al. Validated integration of tumor deposits in
N staging for prognostication in colon cancer. JAMA Surg. Published online
February 5, 2025. doi:10.1001/jamasurg.2024.6729
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