LETTERS

Duration of organ failure
impacts mortality in
acute pancreatitis

We read with great interest the recent Gut
publication by Schepers et al' reporting
no association between the time of onset
or duration of persistent organ failure
(POF, >48hours, distinguished from
transient organ failure <48hours) and
mortality in a subset of patients (240/639)
with acute pancreatitis (AP). Previously
it has been proposed that there are two
peaks of POF and mortality in patients
with AP, namely the early phase (first
week) accompanied by persistent systemic
inflammatory response syndrome and late
phase (>secondweek) caused by infected
pancreatic necrosis (IPN).? Patients with
early fulminant POF have been consid-
ered to have a higher mortality than those
developing POF later,>® and those with
POF in combination with IPN to have a
higher mortality than those with POF
alone.” The findings from Schepers et al'
have challenged these views but require
confirmation. We have determined
whether their findings are applicable to
our AP patient populations.

We analysed 2145 and 939 patients with
AP from retrospective (single centre) and
prospective cohorts (multicentre), respec-
tively, who were admitted <48hours of
symptoms onset (online supplementary
table 1). There were 469 (21.9%) and 132
(14.1%) patients who had POF in these
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Table 1 Unadjusted and adjusted OR and 95% Cl in multivariate analysis of risk for mortality
Covariate Unadjusted OR (95%Cl) Pvalue Adjusted OR (95%Cl) * P value
POF alone versus 1.522 (0.883 to 2.623) 0.131 1.721 (0.909 to 3.257) 0.095

POF with IPN

Onset of POF 0.779 (0.603 to 1.005) 0.054 0.85 (0.668 to 1.082) 0.188

Duration of all organ failure 1.041 (1.026 to 1.057) <0.001 1.034 (1.018 to 1.051) <0.001

*Adjustment for age, sex, Charlson and modified CT severity index.
IPN, infected pancreatic necrosis.; POF, persistent organ failure.

two cohorts, respectively. Our data demon-
strate that the prevalence of different types
of POF (including respiratory, cardiovas-
cular and renal failure) all peaked during
the first week; the patterns were similar in
the retrospective and prospective cohorts
(online supplementary figure 1). Of 601
patients with POF, 370 (61.6%) had an
onset <24 hours of admission, followed
by 159 (26.5%) on day 2 and 40 (6.7%)
on day 3 (online supplementary figure 2).
Mortality was related to the number of
organs that failed: 5.5% (25/453) for one,
44.9% (35/78) for two and 88.6% (62/70)
for three (online supplementary table 2).
Our data were in accord with Schepers
et al' showing no biphasic pattern of
mortality in the total 3084 patients, with a
single peak <2 weeks followed by a steady
decrease >2 weeks (figure 1). There was
no significant increase in mortality among
patients with POF and IPN compared
with those with POF and no IPN (median
26.3% vs 19.4%, p=0.16) (online supple-
mentary table 3).

In contrast with the Dutch data,
however, we found a significant associ-
ation between the duration of POF and
mortality (table 1). The mortality of those
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Figure 1

Pattern of mortality over time in patients with acute pancreatitis, showing the number

of patients who died on a weekly basis for a total of 123 deceased out of 3084 patients.

with POF for >2 weeks was significantly
higher than those <2 weeks (online supple-
mentary table 4). This was confirmed
by multivariate logistic regression anal-
yses with an adjusted OR 1.034 (95% CI
1.018 to 1.051, p<0.001) for duration of
POF and mortality. There was no signifi-
cant impact of POF onset or IPN in those
that also had POF on mortality, consis-
tent with the findings from Guo et al* and
Schepers et al.!

Our large multicentre series confirms
that there is a single peak in incidence of
POF and mortality in AP but in contrast
to the Dutch data, we found a relation-
ship between the duration of POF and
mortality. Recent improvements in the
treatment of IPN have erased the second
mortality peak and demotes IPN as a
determinant of mortality.” We maintain
that shortening the duration of all organ
failure is an important treatment target
and should be routinely reported. This
is illustrated by recent findings that early
initiation of aggressive fluid therapy may
be helpful, but if delayed 6-8 hours after
admission the risk of POF and mortality
may be increased.” The frequent early
onset of POF and impact of its duration
underline the importance of door-to-
needle time'® and the duration of POF as
an outcome in clinical trials of new treat-
ments for AP,
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