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Immediate or Postponed Intervention for Infected
Necrotizing Pancreatitis

TO THE EDITOR: Boxhoorn et al. (Oct. 7 issue)!
report that in the POINTER (Postponed or Im-
mediate Drainage of Infected Necrotizing Pan-
creatitis) trial, immediate drainage was not su-
perior to postponed drainage with respect to
complications in patients with infected necrotiz-
ing pancreatitis necrosis and led to more fre-
quent invasive interventions. However, there are
certain caveats to this interpretation.

First, only 20% of the patients in their trial
had organ failure, a percentage lower than in
previous studies,* and only 20% had greater
than 50% necrosis. This corresponds to a cohort
with predominantly “milder” infected necrotiz-
ing pancreatitis and thus to lower mortality.
Whether immediate drainage can benefit patients
with extensive necrosis with greater infective
loads (i.e., those with “severe” infected necro-
tizing pancreatitis) remains to be determined.
We have reported, in our interim analysis, the
benefit of immediate drainage in a cohort with
predominantly severe infected necrotizing pan-
creatitis.*

Second, the median intervention time in the
immediate-drainage group was 24 days. The con-
ventional practice is to intervene beyond 4 weeks.
Thus, whether this intervention is early enough
to lead to a beneficial difference between im-
mediate and postponed drainage (median time,
29 days) is not clear. Third, the authors used
both endoscopic drainage and percutaneous
drainage, which have been established to have
different outcomes’; thus, this introduces sub-
stantial heterogeneity that may complicate a
generalized interpretation of the results.
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To THE EDITOR: The trial by Boxhoorn et al.
showed that catheter drainage performed imme-
diately did not lead to better clinical outcomes
than postponed drainage in patients with acute
infected necrotizing pancreatitis. However, we
think several details need to be clarified further.

First, the locations of the necrosis were un-
clear. We know that specific treatment strategies
for pancreatic necrosis differ among different
sites.}? It is relatively easy to perform a puncture
for necrosis of the pancreatic body and tail,
whereas drainage for necrosis of the pancreatic
head or neck is difficult. In addition, the punc-
ture methods in the trial were unknown. The
numbers of patients who underwent ultrasound-
guided puncture or computed tomography (CT)—
guided puncture in the trial were unclear. The
authors need to clarify the selection criteria for
the puncture methods.

Finally, a less invasive method called the
“step-up approach” has been adopted to treat
pancreatic necrosis and its complications.? In
this trial, the number of patients who received
catheter drainage and subsequently received treat-
ment with interventional radiology techniques,
minimally invasive surgery, and advanced life
support was a concern.
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To THE EDITOR: The trial by Boxhoorn et al.
showed no benefit of early drainage in patients
with infected pancreatic necrosis: the percent-
ages of patients with complications was similar
in the immediate-drainage and postponed-
drainage groups, as was mortality (13% and
10%, respectively), and more interventions were
performed in the early-drainage group.

This trial clearly highlights that the arbi-
trarily defined period of 4 weeks to diagnose
walled-off necrosis in patients with acute necro-
tizing pancreatitis is not valid. In this trial,
pancreatic and peripancreatic necrosis was
largely or fully encapsulated in 33 patients (60%)
in the immediate-drainage group and in 21 pa-
tients (70%) in the postponed-drainage group at
a mean of 24 days and 34 days, respectively. This
indicates that in some patients necrosis becomes
walled off before 4 weeks, whereas in other pa-
tients it may not become walled off even after
4 weeks. For drainage-related decisions, we
should be guided by each patient’s clinical con-
dition, response to antibiotic treatment, and ra-
diologic findings rather than by the period of
4 weeks. The subgroup analysis involving pa-
tients with a disease duration of less than 20
days may show some interesting results.
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THE AUTHORS REPLY: Samanta and colleagues
suggest that patients with infected necrotizing

pancreatitis who underwent randomization in
our trial had “milder” disease than those in pre-
vious studies. We hypothesized that early inter-
vention might prevent clinical deterioration and
could improve outcomes. Therefore, we designed
a highly proactive approach for the diagnosis of
infected necrosis as compared with previous tri-
als."? Thus, in some patients infected necrotizing
pancreatitis was diagnosed before the develop-
ment of organ failure.

To avoid intervention in sterile necrotic col-
lections, the diagnostic process must be per-
formed accurately, which may have caused a
small delay in randomization. However, as shown
in the Supplementary Appendix of our article
(available at NEJM.org), patients in the immedi-
ate-drainage group received drainage at a mean
of 3 days after diagnosis of infected necrotizing
pancreatitis. We think that the cohort of patients
and the time of drainage accurately reflect clini-
cal practice.

The suggestion that patients with extensive
necrosis might benefit from immediate drainage
unfortunately cannot be answered with the cur-
rent data. However, in the subgroup analysis in-
volving the most severely ill patients with organ
failure at the time of randomization, we found
no difference in the primary outcome between
immediate drainage and postponed drainage.

Both endoscopic and percutaneous drainage
techniques were allowed in our trial in order to
maximize the probability of successful catheter
drainage. Our previous randomized trial (Trans-
luminal Endoscopic Step-up Approach versus
Minimally Invasive Surgical Step-up Approach
in Patients with Infected Pancreatic Necrosis
[TENSION]) did not show differences in major
complications or death between the two tech-
niques.? Therefore, we think that the use of both
techniques did not cause relevant heterogeneity
in outcomes. It is noteworthy that not all collec-
tions in patients with pancreatic or peripancre-
atic necrosis can be reached endoscopically. Fur-
thermore, the use of both techniques reflects
daily practice in most pancreatic centers and
allowed us to intervene in nearly all necrotic col-
lections, regardless of the location of the necro-
sis, as was pointed out by Qiu and Wei. Since we
consider both techniques as equal, the location
of necrosis consequently is irrelevant for the
outcome. In the patients receiving percutaneous
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drainage, we did not distinguish between ultra-
sound-guided drainage and CT-guided drainage.
The choice was made at the discretion of the
treating interventional radiologist.

We agree with Sonika and colleagues that the
development of walled-off necrosis differs be-
tween individual patients, as we ourselves previ-
ously reported.? This underlines that the treat-
ment of infected necrotizing pancreatitis requires
a tailor-made and multidisciplinary approach.
Regardless of the extent of encapsulation, how-
ever, antibiotic treatment can be the first step in
treatment.»? This approach may allow for the
avoidance of invasive interventions and may re-
duce the total number of interventions.
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