
Letters to the Editor
Research design can be improved to
support double-guidewire technique
To the Editor:

Wehave readwithgreat interest the article by Eminler et al1

concerninghow themethodofwire-guidedcannulationover a
pancreatic stent (WGC-PS) increases theneed for needle-knife
precutting (NKP) in comparison with the double-guidewire
technique (DGW) in patients with difficult biliary cannulation.
This is an interesting prospective randomized study; however,
we believe that the research design can still be improved.

First, in terms of the randomization of the study, “The
first patient was randomized by pitch-and-toss technique,
and subsequent patients were alternately randomized.”
Actually, this is a method called “quasirandomized,” which
is not truly random. This method could not randomize all
the patients because once the first patient is grouped, the
subsequent patient’s assignment would be determined,
leading to selection bias and weaker evidence. This defi-
ciency in randomization would make it harder to rule out
confounding variables and to effect internal validity.2

Second, there might be a study design limitation about the
ERCP procedure in this study. Considering that the time of
grouping isunintentionalpassageof a guidewire to thepancre-
atic duct, it might be less appropriate to perform NKP as an
alternative when WGC-PS or DGW failed. Because it is a
high-risk procedure,3-6 NKP should be considered cautiously
for the patient’s safety. A guideline from the European Society
of Gastrointestinal Endoscopy recommended that trans-
pancreatic precut sphincterotomy (TPS) should take prece-
dence over NKP if precutting is needed, especially when
unintentional insertion of a guidewire into the pancreatic
duct occurs in patients with difficult biliary cannulation.4

NKP could be a rescue method only when pancreatic duct
cannulation or TPS cannot be achieved.7

In addition, it is reported that sole use of the DGW ap-
pears to increase the risk of post-ERCP pancreatitis and
need for precut sphincterotomy.8,9 Considering the
optimal strategy for difficult biliary cannulation, especially
in patients with unintentional passage of the guidewire
into the main pancreatic duct, we suggest a stepwise algo-
rithm using DGW followed by WGC-PS or TPS.

In general, this is valuable research about 2 difficult biliary
cannulation techniques. Nevertheless, a better research
design could increase the reliability of the conclusion.
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Response:
We would like to thank Zhang et al1 for their interest in
and comments on our study.2 Randomization based on a
single sequence of random assignments is defined as a
simple randomization. This technique maintains complete
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Letters to the Editor
randomness of the assignment of a subject to a particular
group. It is simple and easy to implement in clinical
research. Simple randomization works well for large trials
(n >100) and small to moderate clinical trials (n <100)
without covariates.3 In our study, we simply aimed to
compare the 2 most common methods that have been
used to improve the success rate of biliary cannulation,
without any covariates; therefore, we prefered to use the
simple randomization method.

Second, it is well known that endoscopists face a
dilemma when making a choice about the cannulation
technique if the guidewire inadvertently enters the pancre-
atic duct during attempts at biliary cannulation. In this
study, we compared only the 2 most common methods:
double-guidewire technique and wire-guided cannulation
over a pancreatic stent. Transpancreatic precut sphincter-
otomy (TPS) is another technique that can be performed
in such a case. We agree with Zhang et al1 that needle-
knife precutting (NKP) is a somewhat high-risk procedure,
as we mentioned in our study. However, the incidence of
adverse events after TPS ranges from 3.5% to 20.5% (me-
dian, 13.1%) and the European Society of Gastrointestinal
Endoscopy recommends this technique to be performed
by only experts.4 Recently, we observed 2 patients who
experienced perforation or dissection after TPS, and we
hypothesized that the septum seperating the common
bile duct and pancreatic duct was overablated by
transpancreatic septotomy, and as a result of loss of
tissue integrity, the guidewire was passed through the
soft tissue or the common bile duct, causing perforation
or dissection.5 There are not enough data to guide
endoscopists to make a choice between TPS and NKP.
However, the anatomy of the papilla (eg, small,
protuberant) and the experience of the endoscopist with
the technique may play a role.4

Finally, we mentioned the increased risk of adverse
events (especially post-ERCP pancreatitis) with the double-
guidewire technique, and we think that one of the most
important factors determining the development of post-
ERCP pancreatitis is the succesful replacement of a pancre-
atic stent. We agree with Zhang et al1 that endoscopists
should consider a stepwise algorithm in patients with
unintentional passage of the guidewire into the main
pancreatic duct. Further prospective randomized studies,
including all of the above-mentioned techniques (double-
guidewire, wire-guided cannulation over a pancreatic stent,
NKP, TPS), and taking into consideration the anatomy of the
papilla and experience of the endoscopists, are needed to
clarify the issue.
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Endoscopic diagnosis of colorectal
polyps with the use of blue-light
imaging: For experts only?
To the Editor:

We read with great interest the work of Rondonotti
et al1 in which they conclude that blue-light imaging
(BLI) outperforms high-definition white-light endoscopy
(HDWL) for the prediction of subcentimetric colorectal
polyp histologic features. The overall diagnostic accuracy
was 84% and 92% with HDWL or BLI, respectively (P Z
.011). The negative predictive value (to exclude an ade-
noma) for diminutive rectosigmoid polyps was significantly
increased by the use of BLI and reached 88%, close to the
performance threshold of 90% recommended by the
American Society for Gastrointestinal Endoscopy.2

The study was conducted by 4 gastrointestinal endo-
scopists highly experienced in the endoscopic diagnosis
of colorectal polyps. Even among these experts, a signifi-
cant heterogeneity in the diagnostic performances ap-
pears, with negative predictive values ranging from 67%
to 100%. Nevertheless, several publications, based on the
analysis of still endoscopic pictures or videos of colorectal
polyps, have reported excellent diagnostic performances of
nonexperts after short teaching programs on virtual
chromoendoscopy.3,4
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