
Endoscopic retrograde cholangiopancreaticography (ERCP) is a
widely used endoscopic procedure that facilitates therapeutic
interventions in the pancreaticobiliary system. From 3% to
15 % of patients develop post-ERCP pancreatitis (PEP), which
leads to significant morbidity and in some cases even mortality
[1] PEP results in a financial burden for health care systems and
in the United States alone, management of it annually costs
over $ 200 million [1].

Currently two prophylactic interventions have shown to be
effective in preventing PEP: placement of a pancreatic stent
and administration of rectal nonsteroidal anti-inflammatory
drugs (NSAIDs). Both interventions attempt to prevent devel-
opment of PEP in different ways. While pancreatic stents over-
come the outflow obstruction of pancreatic juices due to iatro-
genic edema of the papilla, anti-inflammatory drugs attenuate
the early inflammatory response to prevent initiation of the in-
flammatory cascade. The question that follows is whether
these two interventions, in theory complementary, exert a sy-
nergistic effect or whether one of these measures suffices.
However, so far, no head-to-head trials have been published to
answer this question. To this end a network meta-analysis, in-
cluding 29 studies indirectly comparing various prophylactic
strategies, was performed which suggested superiority of rec-
tal NSAID over a pancreatic stent in prevention of PEP [2]. The
combination of pancreatic stent and rectal NSAID was not more
effective in comparison to rectal NSAID alone [2].

In addition, a post hoc analysis of a randomized controlled
trial evaluating the effect of rectal NSAID in PEP prevention
even suggested that the combination of a pancreatic stent and
rectal NSAID was in fact worse than rectal NSAID alone [3]. An
explanation for this observation could be that the additional
manipulation in attempt to place a pancreatic stent leads to

pancreatic duct injury, while the best strategy might be to
avoid any unnecessary manipulation.

In this issue of Endoscopy International Open, Philip et al. ni-
cely show that in patients in whom the pancreatic duct was in-
advertently cannulated, placement of a pancreatic stent signif-
icantly lowered incidence of PEP (12.6%) in comparison to the
control group without pancreatic stent (25%) [4]. The results
of this study underline the use of pancreatic stents in patients
who were exposed to manipulation of the pancreatic duct and
therefore carried an increased risk of developing PEP.

In patients with an average risk for PEP, the role of prophy-
lactic pancreatic stents is much less clear, as pancreatic stents
are associated with various problems. First, an additional x-ray
followed by an endoscopy in 60% of patients to remove the
pancreatic stents after 2 weeks leads to extra burden to pa-
tients and additional cost [3]. Second, pancreatic stents can in-
flict (permanent) damage to the pancreatic duct, causing ste-
nosis and recurrent pancreatitis, especially when the stent mi-
grates proximally [5]. Third, in 5% to 20% of patients, place-
ment of a pancreatic stent is not successful, thereby actually in-
creasing risk of PEP, in patients without rectal NSAID up to 35%
[6]. Noteworthy, this negative effect of failed pancreatic stent
placement appears to be fully attenuated by rectal NSAID [6].

In the study by Philip et al, patients were denied rectal NSAID
as the authors argue that the study results from rectal NSAIDs
in preventing PEP were not uniformly positive and largely based
on studies in high-risk patients [4]. The latter argument seems
inconsistent as their study also included high-risk patients by
definition (insertion of guidewire in pancreatic duct) which is il-
lustrated by the substantial incidence of PEP found in their
study. Regarding the efficacy of NSAIDs, there are considerable
data that do support use of rectal NSAIDs to prevent PEP in
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high-risk patients, whereas the evidence in average-risk pa-
tients is indeed much less robust [7]. An important factor to
consider is that rectal NSAIDs exert a better protective effect
when administered before instead of after ERCP, probably due
to optimal pharmacological availability [8]. Because risk of PEP
is largely determined by procedure-related events that are un-
known beforehand, in our opinion, patients without a contrain-
dication for NSAIDs should not be denied such an effective pro-
phylactic measure that is inexpensive and carries a mild side-
effect profile, which is in agreement with the guideline of the
European Society of Gastrointestinal Endoscopy [9]. Finally, it
should be mentioned that periprocedural hyperhydration with
Ringer’s lactate also shows promise in prevention of PEP [10].
Data are still sparse but larger randomized controlled trials are
underway, including the Fluyt trial (NL5020) that compares hy-
perhydration and rectal NSAID to rectal NSAID only in 826 mod-
erate- to high-risk patients [11].

Considering all of this, we adhere to pre-procedural adminis-
tration of rectal NSAIDs in all patients without contraindica-
tions, and place pancreatic stents only in patients at high risk
for PEP, especially when a guidewire has already been inadver-
tently placed in the pancreatic duct. Nevertheless, it is still a
subject of concern how much manipulation during placement
of a pancreatic stent is within reason and outweighs the in-
creased risk of PEP caused by this manipulation. So, in cases in
which the position of the pancreatic duct guidewire is lost, how
many attempts does the endoscopist allow him or herself to re-
gain position?

Future research will show whether periprocedural hyperhy-
dration is another effective measure in prevention of PEP, and
if so, whether it should be used in combination with NSAID or
pancreatic stent or both.
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