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Pancreatitis

Déra Czapari,"? Alex Varadi,">* Nelli Farkas,' Gergely Nyari,® Katalin Marta,*’

Szilard Vancsa, " Rita Nagy, '*® Brigitta Teutsch,’* Stefania Bunduc,””%"'° Balint Eréss, >’
Laszlé Czako,'" Aron Vincze,'? Ferenc Izbéki,'® Méaria Papp,'* Béla Merkely, '

Andrea Szentesi,'* and Péter Hegyi,">""'%* on behalf of the Hungarian Pancreatic Study
Group

Check for
Updates

TInstitute for Translational Medicine, Medical School, University of Pécs, Pécs, Hungary; 2Center for Translational Medicine,
Semmelweis University, Budapest, Hungary; *Department of Metagenomics, University of Debrecen, Debrecen, Hungary;
4Depan‘ment of Laboratory Medicine, University of Pécs, Pécs, Hungary; SInstitute of Bioanag/sis, Medical School, University of
Pécs, Pécs, Hungary; ®Department of Pathology, University of Szeged, Szeged, Hungary; ’Institute of Pancreatic Diseases,
Semmelweis University, Budapest, Hungary; 8Heim Pal National Pediatric Institute, Budapest, Hungalj)/; SCarol Davila University
of Medicine and Pharmacy, Bucharest, Romania; "Fundeni Clinical Institute, Bucharest, Romania; Department of Medicine,
University of Szeged, Szeged, Hungary; 12Depar1‘ment of Gastroenterology, First Department of Medicine, Medical School,
University of Pécs, Pécs, Hungary; "*Szent Gyorgy Teaching Hospital of County Fejér, Székesfehérvar, Hungary; "*Department
of Gastroenterology, Institute of Internal Medicine, Faculty of Medicine, University of Debrecen, Debrecen, Hungary; SHeart
and Vascular Center, Semmelweis University, Budapest, Hungary; and "®Translational Pancreatology Research Group,
Interdisciplinary Center of Excellence for Research Development and Innovation, University of Szeged, Szeged, Hungary

Post-discharge mortality in acute pancreatitis (AP)
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BACKGROUND & AIMS: The in-hospital survival of patients
suffering from acute pancreatitis (AP) is 95% to 98%. However,
there is growing evidence that patients discharged after AP may
be at risk of serious morbidity and mortality. Here, we aimed to
investigate the risk, causes, and predictors of the most severe
consequence of the post-AP period: mortality. METHODS: A
total of 2613 well-characterized patients from 25 centers were
included and followed by the Hungarian Pancreatic Study
Group between 2012 and 2021. A general and a hospital-based
population was used as the control group. RESULTS: After an
AP episode, patients have an approximately threefold higher
incidence rate of mortality than the general population (0.0404
vs 0.0130 person-years). First-year mortality after discharge
was almost double than in-hospital mortality (5.5% vs 3.5%),
with 3.0% occurring in the first 90-day period. Age,

comorbidities, and severity were the most significant inde-
pendent risk factors for death following AP. Furthermore,
multivariate analysis identified creatinine, glucose, and pleural
fluid on admission as independent risk factors associated with
post-discharge mortality. In the first 90-day period, cardiac
failure and AP-related sepsis were among the main causes of
death following discharge, and cancer-related cachexia and
non-AP-related infection were the key causes in the later
phase. CONCLUSION: Almost as many patients in our cohort
died in the first 90-day period after discharge as during their
hospital stay. Evaluation of cardiovascular status, follow-up of
local complications, and cachexia-preventing oncological care
should be an essential part of post-AP patient care. Future
study protocols in AP must include at least a 90-day follow-up
period after discharge.
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Acute pancreatitis (AP) is the most common gastro-
intestinal inflammatory disease that requires hos-
pitalization."* Although 95% to 98% of patients survive the
disease, it is still one of the leading causes of death among
patients hospitalized with gastrointestinal disorders in the
United States® and Europe.*

The severe form of AP is associated with high mortality
during hospitalization."*>° It is therefore not surprising
that research has mainly focused on preventing the devel-
opment of severe AP and reducing in-hospital mortality. Our
preliminary systematic search of randomized clinical trials
(RCTs) in AP showed that mortality is the most frequent
outcome. A total of 166 of the 217 RCTs used mortality as an
outcome, but two-thirds of these articles only focused on in-
hospital mortality (for details, see Supplementary Figure 1).

In contrast to considering mortality as an outcome in
pancreas research, it has been shown that patients are at a
higher risk of dying of numerous acute diseases after
discharge than during hospitalization. For example, in se-
vere acute hypertension, the in-hospital mortality was 7.9%,
while it reached 29.4% at 12 months.” Long-term mortality
after ST-segment-elevation myocardial infarction is higher
than in-hospital mortality (7.0% vs 5.8% for women and
3.1% vs 2.5% for men, respectively).® These results suggest
that the post-discharge period is at least as important as the
hospitalization period with regard to the risk for mortality.

In this study, we aimed to investigate the risks, causes,
and predictors of mortality of AP in the post-discharge
period.

Methods

Preliminary Settings, Ethical Approval, and
Patients’ Consent

This study is a post hoc analysis of prospectively collected
data from patients treated for AP following the STROBE
guidelines for cohort studies. The Acute Pancreatitis Registry
(APR) is maintained by the Hungarian Pancreatic Study Group
(HPSG). The HPSG (https://tm-centre.org/en/study-groups/
hungarian-pancreatic-study-group/) was established in 2011
to improve patient care for pancreatic diseases. The registry
received ethical permission from the Scientific and Research
Ethics Committee of the Medical Research Council (22254-1/
2012/EKU, 17787-8/2020/EUIG), and all the patients pro-
vided written informed consent to participate. The study pro-
tocol conforms to the Declaration of Helsinki ethical
guidelines.’

Definitions

According to the International Association of Pancreatol-
ogy/American Pancreatic Association and HPSG evidence-based
guidelines,'®*! AP is diagnosed when at least 2 of the following
3 criteria are met: (1) abdominal pain, (2) serum amylase or
lipase elevation of at least 3 times the upper limit of normal,
and (3) characteristic abnormalities seen on imaging. Severity
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WHAT YOU NEED TO KNOW

BACKGROUND AND CONTEXT

The in-hospital survival of patients with acute pancreatitis
is 95% to 98%. Information on post-discharge mortality is
scarce. We investigated the risk, causes, and predictors
of post-acute pancreatitis mortality in a well-
characterized cohort of 2613 prospectively enrolled
patients with acute pancreatitis.

NEW FINDINGS

Patients after acute pancreatitis have an approximately
threefold higher incidence rate of mortality than the
general population. Aimost as many patients die in the first
90-day period after discharge as during hospital stay and
due in substantial proportion to cardiac failure or sepsis.

LIMITATIONS

An etiology-based cohort would be much better as a
control group, but a cohort of this size is not currently
available.

CLINICAL RESEARCH RELEVANCE

Our results fundamentally change the management of
patients with acute pancreatitis. A follow-up plan and
screening program are crucially needed for patients with
acute pancreatitis  to reduce post-discharge
complications and mortality. Post-discharge mortality
should be an outcome parameter in acute pancreatitis—
related clinical studies.

BASIC RESEARCH RELEVANCE

The currently available experimental models of acute
pancreatitis are not suitable for investigating post-acute
pancreatitis mortality. Preclinical animal models need to
be developed to investigate the pathomechanism of
sepsis and/or heart failure after acute pancreatitis.

and local and systemic complications were defined based on
the modified Atlanta classification."?

Participants

Patients with AP from 27 centers have been enrolled in the
registry since 2012. A total of 2944 patients consented to
participate. Patients without information on post-discharge
survival status were excluded. A total of 2613 patients from
25 centers were involved in the analyses, each of them with the
earliest recorded AP episode. The cohort analyzed is repre-
sentative of the total cohort (Supplementary Figure 2). Center

* Authors share co-last authorship.

Abbreviations used in this paper: AP, acute pancreatitis; APR, Acute
Pancreatitis Registry; CCIl, Charlson Comorbidity Index; Cl, confidence
interval; COPD, chronic obstructive pulmonary disease; CRP, C-reactive
protein; DCoD, direct cause of death; eGFR, estimated glomerular filtra-
tion rate; HPSG, Hungarian Pancreatic Study Group; HR, hazard ratio; IR,
incidence rate; IRR, incidence rate ratio; RCT, randomized clinical trial;
UD, underlying disease.
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distribution is shown in Supplementary Table 1. The median
follow-up time for patients was 3.1 years.

We used 2 control groups in our analysis. (1) For the general
control group, we obtained data from the Hungarian Central
Statistical Office to compare the mortality rates of patients with
AP with those of the general population. Data on the number of
annual births and deaths per age group between 2012 and 2019
were used for calculation. (2) For the hospital-based control
group, we included data on gastroenterology patients who were
treated in-hospital between 2018 and 2022 for reasons other
than AP with no pancreas-related diseases in their histories.

Causes of death were investigated retrospectively based on
autopsy and/or premortem clinical reports. We had informa-
tion on causes of death for 220 of the 374 patients who died
post-discharge. The analyzed population is representative of
the total post-discharge mortality population of 374 patients
(Supplementary Figure 3).

Data Collection

Anamnestic data on patients with AP and admission, exami-
nation, treatment, and AP outcome details were recorded in the
APR. The sources of data were patient interviews and electronic
and paper-based medical records. Data were collected by trained
clinical research administrators, and a 4-checkpoint electronic
clinical data management system was set up to ensure data
quality. Further details on data collection and data quality for all
the assessed variables are presented in Supplementary Table 2.

Outcomes and Causes of Death Analysis

In-hospital mortality was defined as cases when the death
occurred during the index admission of AP. The fact and time of
death were recorded in the APR for those who died during the
in-patient period. Mortality after discharge was defined when-
ever the patient died post-discharge or during further hospital
treatment for reasons other than AP. We requested data from
the Personal Data and Address Register maintained by the
Hungarian Ministry of the Interior for those who died during
the follow-up period both in the AP and the hospital-based
control populations. Hungarian legislation allows requests of
patient-level data for scientific research.'®

We also conducted an analysis on risks and causes of death
focusing on the first 90-day post-discharge period. Two indepen-
dent pathologists defined the underlying disease and the direct
cause of death for all patients who died after discharge, and the
information was available from the patient’'s medical documenta-
tion. Based on the available premortem clinical information and
the autopsy reports, 2 categories of diseases were determined:
underlying disease (UD) and direct cause of death (DCoD). The UD
was determined based on Hungarian law (Government Decree
351/2013.[X. 4.] on postmortem examinations and the procedure
for the dead, https://netjogtar.hu/jogszabaly?docid=al300351.
kor), which regulates clinical treatment before death and from
which determination of cause of death was developed.

We determined 4 main categories of UD: (1) cardiac (with a
well-known primary or secondary cardiac disease from the
clinical history or the autopsy report), (2) AP-related (with no
other UD; AP defined according to the criteria provided earlier),"*
(3) cancer-related (defined by the pre- or postmortem histolog-
ical confirmation of a malignant neoplasm), and (4) other (any
other diseases except for the previously mentioned groups).
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The DCoD was determined as cardiac failure if the acute
signs of congestion could be detected and there were no signs
of sepsis or neoplastic disorder. Death was considered as
sepsis-related if clinical data confirmed a Sequential Organ
Failure Assessment (SOFA) score or the Quick SOFA criteria
reached or surpassed 2'* and cancer-related if the UD was
neoplastic and the clinical and postmortem examination
showed metastatic procedure and none of the cardiac or septic
causes were described. Any other DCoDs apart from those
noted previously were labeled “other.” When disagreement
occurred, a third pathologist was involved (see Supplementary
Figure 3 for representativity).

Statistical Analyses

We used descriptive statistical tools to characterize our
data: mean and standard deviation (SD) were used for contin-
uous variables. Frequencies and percentages were given for
categorical variables. Chi-square or Fisher’s exact test was used
to compare the study cohort with the analyzed cohort for cat-
egorical variables, and the 2-sample Kolmogorov-Smirnov test
was used for continuous parameters. The AP and hospital-
based control groups were matched with optimal pair match-
ing,'® which minimizes the total distance across all pairs using
the Charlson Comorbidity Index (CCI) categories (0, 1-2, 3-4,
>5), age, gender, metastatic solid tumor, and moderate to se-
vere liver disease covariates. However, the latter 3 variables
were set to match exactly. To compare this matched dataset, we
used the paired-samples Wilcoxon test for continuous data,
McNemar’s test for nominal variables, and random intercept
logistic regression for categorical variables with multiple levels.
We calculated the incidence rate (IR) and provided person-years
(yearly number of mortality events per 1000 people) and inci-
dence rate ratio (IRR) while comparing the mortality in the AP
population and in the general population. Wilson 95% confidence
intervals (CIs) for rates were calculated to compare mortality
rates. Kaplan-Meier survival curves analysis with the log-rank
test was used for univariate analysis of the relation between
the observed parameters. Number at risk ranges were given in
the categories used in the analyses. Cox proportional hazard
regression analysis aided us in detecting independent influencing
factors in the survival rate. For the analyses, continuous variables
were transformed into categorical variables. We adjusted all
multivariate models for age, gender, and comorbidities. We
calculated hazard ratios (HR) with 95% Cls. We indicated HR and
CI in the results section when 2 groups were analyzed. P values
less than .05 were considered statistically significant.

All data handling and analyses occurred in the R (v4.03)
statistical environment.*® Matchlt (v4.5.2) was used to pair AP
and control patients,'” survival (v3.2-13)*®!? was used for Cox
regression models, survminer (v0.49) was used to visualize
Kaplan-Meier curves,*’ and fmsb (v0.7.5) was used to estimate
the IRR.*" R packages were involved.

Results

Representativeness and General Characteristics
of the Cohort

Age, gender, etiology, comorbidities, CCI, severity dis-
tribution, and in-hospital mortality were not different in the
total (n = 2944) and analyzed (n = 2613) cohort
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(Supplementary Figure 2). These data clearly show that the
patient population in this study represents a general AP
population. In our cohort of 2613 patients, 56.1% were male
(n = 1466), and 43.9% were female (n = 1147). The
average age was 57 + 18 years. The most common AP eti-
ologies were biliary (44.5%) and alcoholic (20.6%). The
distribution of mild, moderately severe, and severe cases
was 69.5%, 23.3%, and 7.2%, respectively. In-hospital
mortality was 3.5% (n = 91), which was 0.3%, 2.3%, and
38.0% in the mild, moderately severe, and severe AP groups,
respectively.

Mortality and General Survival in the Cohort

The 12-month post-discharge mortality rate was 5.5%
for the total cohort, of whom 3.0% died in the first 90-day
period. The IR of mortality in the total AP population was
0.0404 (40 person-years), and the IR was 0.0130 (13
person-years) in the general control population (the IRR for
the AP population: 3.1; CI, 2.8-3.43; P < .001). The IR in the
AP population (matched with the hospital-based control)
was 0.050 (50 person-years) and 0.0697 (69 person-years)
in the hospital-based control population, whereas the IRR
for the matched AP population was 0.72; CI, 0.47-1.11, P =
.143). AP is associated with a considerably increased mor-
tality rate in the first 8 years after discharge compared with
the general control population, whereas there is no differ-
ence for the hospital-based control group (Figure 14, B, D,
and E). In terms of the absolute number of deaths distri-
bution, the early periods proved to be the most dangerous:
55.2% of the total 1-year mortality (143 deaths) occurred in
the first 90-day period (Figure 1C), whereas 38.2% of the
total 8-year mortality (374 deaths) took place in the first
year (Figure 1F). Our analysis also showed that the higher
mortality rates following AP are observed in all age groups
between 20 and 90 years (Supplementary Figure 4). The
survival curves confirm the mortality results and clearly
demonstrate the crucial importance of the first 90 days after
discharge (Figure 1C and F).

Twelve-Month Survival

Age and comorbidities are independent risk fac-
tors for shorter survival after discharge. Univariate
analysis. We examined the links between anamnestic fac-
tors and 12-month survival (Figure 2). Age (HR, 1.05; CI,
1.04-1.06; P < .001), comorbidities (HR, 3.75; CI, 2.19-6.41; P
< .001), the CCI (P < .001), and diabetes (HR, 1.53; CI, 1.06-
2.21; P = .023) showed a significant indirect relation to the
12-month survival. No difference was found in survival by
gender (P = .307), body mass index (P = .291), hypertension
(P = .362), hyperlipidemia (P = .087), smoking (P = .132), or
biliary (P = .882), alcohol-induced (P = .202), or idiopathic
(P = .418) etiology. Hypertriglyceridemia-induced (P = .021)
etiology and drinking (P = .034) were associated with longer
survival. Further survival graphs are shown in Supplementary
Figure 5, and statistical details can be found in Supplementary
Table 2.

Multivariate analysis. Male gender (Female: HR, 0.59;
Cl, 0.36-0.97; P = .036), age (HR, 1.03; CI, 1.01-1.05; P =
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.001), and a CCI above 2 (CCI = 3: HR, 2.86; CI, 1.24-6.59;
P = .014; CCI = 4: HR, 3.02; C], 1.18-7.74; P = .022; CCI =
6: HR, 5.80; CI, 2.31-14.6; P < .001) were found to be
independent risk factors for 12-month mortality
(Supplementary Table 3).

On-admission creatinine, glucose levels, and
pleural fluid are independent risk factors for shorter
survival after discharge. Univariate analysis. Next, we
investigated the relation between on-admission patient pa-
rameters and 12-month survival (Figure 3, Supplementary
Figure 6). Higher blood urea nitrogen (HR between 2.08
and 5.02 in the 7.2-10.0 mmol/L and higher groups
compared with the 3.6-7.2 mmol/L group; for details, see
Supplementary Table 4), higher creatinine (HR between
1.59 and 3.46 in the 103-150 umol/L and higher groups
compared with the 55-103 umol/L group), lower estimated
glomerular filtration rate (eGFR 25-50 mmol/L: HR, 2.48;
Cl, 1.45-4.26; P < .001; eGFR <25 mmol/L: HR, 3.19; C],
1.23-8.26; P = .017, compared with the eGFR >90 mmol/L
group), higher admission C-reactive protein (CRP 50-150
mg/L: HR, 2.98; CI, 1.66-5.36; P < .001; CRP >150 mg/L:
HR, 3.14; CI, 1.64-6.01; P < .001, compared with the CRP
<5.2 mg/L group), lower hematocrit (HR, 2.14; CI, 1.37-3.35;
P < .001 in the hematocrit <36% group compared with the
36%-48% group), and on-admission pleural fluid (HR, 1.77;
Cl, 1.01-3.11; P = .047) were risk factors for shorter survival.
We found no link between amylase, lipase, HbA1c, triglyceride
level, and 12-month survival. The statistical analysis results
can be found in Supplementary Table 4.

Multivariate analysis. In our multivariate analysis, on-
admission creatinine (HR, 1.01; CI, 1.00-1.02; P = .018),
glucose levels (HR, 1.18; CI, 1.07-1.29; P < .001), and
pleural fluid (HR, 2.64; CI, 1.07-6.52; P = .036) were in-
dependent risk factors for 12-month  survival
(Supplementary Table 5).

Local complications and organ failure are inde-
pendent risk factors for shorter survival after dis-
charge. Univariate analysis. We also investigated the
relation among severity, complications, length of hospital stay,
and survival in the first 12-month period (Figure 4). Severe
AP (HR, 3.78; CI, 2.28-6.29; P < .0001), hospital stay of longer
than 22 days (HR, 3.24; CI, 1.96-5.35; P < .001), local com-
plications (HR, 1.51; CI, 1.04-2.20; P = .031), necrosis (HR,
2.35; Cl, 1.46-3.77; P < .001), and organ failure (HR, 3.44; CI,
2.22-5.33; P < .001) were associated with shorter survival.
Statistical details can be found in Supplementary Table 6.

Multivariate analysis. In the multivariate analysis, we
found that local complications (HR, 1.73; CI, 1.15-2.60; P =
.008) and organ failure (HR, 1.89; CI, 1.16-3.07; P = .010)
were found to be independent risk factors for shorter sur-
vival in the 12-month follow-up (Supplementary Table 7).

Eight-Year Survival

In multivariate models, male gender (Female: HR, 0.64;
Cl, 0.47-0.87; P = .005) age (HR, 1.04; CI, 1.03-1.06; P <
.001), comorbidities, creatinine (HR, 1.01; CI, 1.00-1.02; P =
.001), glucose level (HR, 1.14; CI, 1.06-1.22; P < .001), on-
admission pleural fluid (HR, 2.17; CI, 1.11-4.24; P = .023),
and organ failure (HR, 1.55; CI, 1.08-2.20; P = .016) during
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Figure 1. Mortality rates, survival, and mortality distribution in the post-AP period. (A) Twelve-month mortality rate of the
matched AP and hospital-based control populations. (B) Twelve-month survival of the matched AP and hospital-based control
populations. (C) Twelve-month mortality distribution of the total AP population. (D) Eight-year mortality rate of the general
population and the matched AP and hospital-based control populations. (E) Eight-year survival of the matched AP and
hospital-based control populations. (F) Eight-year mortality distribution of the total AP population. HB, hospital-based. *The AP
cohort and the hospital-based control population are matched by sex, age, and comorbidities.
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A. Twelve-month survival by gender B. Twelve-month survival by age
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Figure 2. Twelve-month survival by anamnestic factor. (A) Gender. (B) Age. (C) BMI. (D) CCI. (E) Diabetes. (F) Hypertension.

BMI, body mass index; NARR, “number at risk” range in groups at time of discharge. Details of the number at risk ranges can
be found in Supplementary Table 2.
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A. Twelve-month survival by BUN
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B. Twelve-month survival by creatinine
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D. Twelve-month survival by admission CRP
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F. Twelve-month survival by pleural fluid
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Figure 3. Twelve-month survival by admission parameter. (A) Blood urea nitrogen (mmol/L). (B) Creatinine (umol/L). (C) eGFR.
(D) Admission CRP. (E) Hematocrit. (F) Pleural fluid. BUN, blood urea nitrogen; NARR, “number at risk” range in groups at time
of discharge. Details of the number at risk ranges can be found in Supplementary Table 4.
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A. Twelve-month survival by severity B. Twelve-month survival by LOS
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Figure 4. Twelve-month survival by AP outcome parameter. (A) Severity. (B) Length of hospital stay. (C) Local complications.
(D) Necrosis. (E) Organ failure. LOS, length of hospital stay; NARR, “number at risk” range in groups at time of discharge.
Details of the number at risk ranges can be found in Supplementary Table 6.
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AP are independently associated with shorter survival in
the 8-year survival analysis. A detailed 8-year survival
analysis can be found in the Supplementary Material
(Supplementary Figures 7-11).

Causes of Death

The first 90 days following discharge. According to
our results described previously, the most critical period
following discharge is the first 90 days. Therefore, we
continued our post-discharge mortality analysis based on 3
periods: (1) the first 90 days, (2) 3-12 months following
discharge, and (3) 1-8 years following discharge.

A total of 374 deaths (14.3% of the total cohort of 2613
patients) occurred after discharge within the 8-year follow-
up period. Overall, 79 patients (21.1% of all post-discharge
deaths) died in the first 90 days following discharge, a
further 64 (17.1%) between 3 and 12 months, and 231
(61.8%) between 1 and 8 years. A total of 220 of 374 pa-
tients had detailed autopsy report, premortem clinical re-
ports, or other medical documentation available. According
to our representativity analysis, the characteristics (age, sex,
severity, and length of hospital stay) of the 220 patients are
representative of the total cohort of post-discharge deaths of
374 patients (Supplementary Figure 3).

There was a substantially higher proportion of severe
and moderately severe disease course (severe: 20.3% vs
4.1%; moderately severe 30.4% vs 21.0%; P < .001) among
the patients who died within 90 days, as shown in
Figure 54, as well as longer hospital stay (mean + SD: 18 +
22 vs 11 = 8; P = .007). There was a difference in the CCI
(P = .037) but not in gender, age, body mass index, and
etiology between groups of patients who died within and
over 90 days following discharge (Supplementary Table 11).

Causes of death in the post-AP period. In the first
90-day period, the leading causes of death were end-stage
cancer (37.5%), cardiac failure (22.5%), AP-related sepsis
(22.5%), and other non-AP-related sepsis, such as respira-
tory, pulmonary, or biliary infection (15.0%) (Figure 5B).

Between 3 and 12 months after discharge, end-stage
cancer (43.2%), non-AP-related sepsis (20.5%), and car-
diac failure (13.6%) were the leading causes of death.

In the period of 1 to 8 years, patients died of non-AP-
related sepsis (45.6%) originating from respiratory, pul-
monary, biliary, or urologic infections; end-stage cancer
(27.9%); and cardiac failure (13.2%).

Causes of death by the major underlying diseases
in the post-AP period. First 90-day period. We investi-
gated the relationship between underlying diseases and
direct causes of death in the first 90-day period. Patients
with cardiac diseases died due to cardiac failure (12.5% of
all patients who died within 90 days after discharge). Pa-
tients without other comorbidities died due to AP-related
sepsis (22.5%) and cardiac failure (12.5%). Patients with
cancer died of end-stage cancer (37.5%) and non-AP-
related sepsis (5.0%) (Figure 5C).

Three- to 12-month period. Three to 12 months after
discharge, patients with cardiac diseases died of cardiac
failure (13.6%) and non-AP-related sepsis (6.8%), and pa-
tients with cancer died of end-stage cancer (43.2%) and

Gastroenterology Vol. 165, Iss. 3

non-AP-related sepsis (4.5%). Patients without other
comorbidities died of AP-related infection (9.1%).

One- to 8-year period. Between 1 and 8 years, patients
with cardiac diseases died of cardiac failure (13.2%) and
non-AP-related sepsis (7.4%). On the other hand, patients
with cancer died of end-stage cancer (27.9%) and non-AP-
related sepsis (8.8%).

Patients with only AP and no other
comorbidities. We had 19 patients who died after
discharge without other comorbidities. Twelve of them died
within 90 days following discharge, 3 of them of cardiac
failure and 9 of them with pseudocysts of AP-related sepsis.
Of the 9 patients with pseudocysts, there was an interven-
tion in the case of 6 patients, with proof of infection in 5.
Among the 5 patients who died 3 to 12 months following
discharge, 1 had AP-related sepsis, 2 had recurrent AP, 1
had long treatment and multiple abdominal surgeries
following a pseudocyst, and 1 had pulmonary embolism
following a long hospitalization. Both patients who died
more than 12 months after discharge had recurrent AP.

Discussion
In-hospital and Post-discharge Mortality

A large body of evidence is available on the factors that
influence in-hospital mortality from our earlier analy-
ses.?27%° Physicians treating AP often consider it a great
success when they can discharge their patients, although
they have no evidence on the possible consequences of AP
in the post-AP period. Our systematic review of 217 RCTs
confirmed this and showed that only 32% of researchers
investigated the post-AP period. This may cause a number
of potential problems and biases. For example, (1) it could
raise the possibility that very important, clinically relevant
events are overlooked. On the other hand, (2) the low in-
hospital mortality may discourage researchers from con-
ducting important trials in AP. The latter raises further
questions, since 75.3% of the RCTs have shown nonsig-
nificant results in mortality, which could be due to either
the underpowered analysis or an inappropriately chosen
primary endpoint.

However, there is an increasing body of evidence on the
importance of the post-discharge period in diseases
affecting a larger population. For example, Coles et al®®
identified risk factors for post-discharge mortality among
patients with acute myocardial infarction and emphasized
the necessity of targeted surveillance and treatment. Mohr
et al?’ investigated the relation between in-hospital and
post-discharge mortality among patients hospitalized for
sepsis and found that higher in-hospital mortality is linked
to higher post-discharge mortality; the latter can therefore
be decreased by improving in-patient and health care
practices. The European Chronic Obstructive Pulmonary
Disease (COPD) Audit identified risk factors associated with
in-hospital and post-discharge mortality and concluded that
improving acute COPD care by conducting blood gas mea-
surements, spirometry, and noninvasive ventilation would
improve COPD outcomes.”® All these studies found that
post-discharge mortality has considerable risk and could be
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decreased with different patient management, treatment, or
surveillance measures.

In this study, we followed up an unprecedentedly high
number of patients with AP and investigated the causes of
death. In our cohort, the general in-hospital mortality rate
was 3.5%, and it was 38% in the severe AP group. It is
essential to state that our patient cohort is comparable with
other AP cohorts worldwide.?° 3! In our analysis, we found
that the mortality rate in the first 90 days after discharge
almost reaches the in-hospital mortality rate (3.0% vs 3.5%),
whereas the 1-year post-discharge mortality is 5.4%, which is
consistent with earlier published retrospective data.*”

Independent Risk Factors of Post-discharge
Mortality

According to our findings, age, comorbidities, creatinine,
glucose, pleural fluid on admission, local complications, and
organ failure were independent risk factors for shorter survival
after discharge. Unfortunately, very few data on post-discharge
mortality risk factors in AP is available. However, Lee et al**
identified 30-day readmission, higher CCI, and longer hospital
stay as risk factors for 1-year post-discharge mortality in AP.

Consistent with our results, severity is an important
prognostic factor for post-discharge prognosis in patients
with cardiac failure,®® community-acquired pneumonia,**
and sepsis.”” Further, the severity of sepsis and organ
dysfunction in the acute phase is associated with long-term
mortality, according to Shankar-Hari et al.*®

Causes of Death Following Discharge

Cardiac failure was one of the leading causes of death
after discharge. Patients with cardiac diseases also have
more severe disease courses in other diseases. COVID-19
survivors with cardiovascular comorbidities have a higher
risk for post-discharge mortality.®” As in other acute dis-
eases, cardiac complications during AP may cause myocar-
dial injury and heart failure.*® Ngjgaard et al’*’ found that
cardiac and gastrointestinal diseases and malignancies were
the most common causes of long-term death following AP.

In our cohort, the second most frequent cause of post-
discharge mortality was AP-related sepsis in the first year.
The main risk factor for AP-related sepsis was pseudocyst for-
mation. According to our earlier analysis, most newly formed
pseudocysts occur within 2 weeks of hospital admission and are
associated with more severe disease and longer hospitaliza-
tion.”* Pseudocysts may resolve without intervention but may
also require special attention. The post-discharge mortality of 8
of the 18 patients without other comorbidities was pseudocyst-
related in our cohort, thus emphasizing the utmost importance
of discharge surveillance of pseudocysts and follow-up.

In the present cohort, patients with cancer as a comor-
bidity died of cancer-related cachexia and non-AP-related
sepsis or infection. In recent decades, the definition of
cancer-related cachexia has evolved from being a nutritional
syndrome to a more complex one. The importance of sys-
temic inflammation has been recognized, together with its
metabolic consequences.*’ Nutrition and inflammation with
metabolic aspects play an essential role in AP.

Gastroenterology Vol. 165, Iss. 3

In addition, AP may be an early sign of pancreatic can-
cer.*' Moreover, symptoms such as dilation of the main
pancreatic duct, vascular invasion, and anemia elevate the
risk of tumor etiology.*” As cancer-related cachexia de-
velops in a few months, it is crucial to identify the tumor as
the etiology of AP.

It is extremely important to identify risk factors and
develop follow-up plans for patients with AP. Patients
treated in rehabilitation centers after sepsis or septic shock
showed significantly better 5-year survival.*®

Strengths and Limitations

To the best of our knowledge, this is the first comprehen-
sive analysis of mortality following discharge in patients
admitted with AP. We used an extensive database and long-
term follow-up. We also investigated the relation between the
underlying comorbidities and direct causes of death involving
information from autopsy reports. The study has some limita-
tions as well. The general population is not ideal as a control.
We used a hospital-based control population as well, which is
closer to the optimal; however, there are still differences be-
tween this and the AP population. An etiology-based cohort
would be ideal. However, a cohort of this size is not currently
available, and it is not feasible to build it for this analysis. The
median follow-up time was 3.1 years, as patients who were
enrolled in our prospective patient registry toward the end of
the inclusion period will not have a full 8-year follow-up. We
should therefore interpret the 8-year survival investigation
with limitations. In the survival analyses, we transformed
continuous variables into categorical variables, which may
cause loss of information. The data on the causes of death were
retrospective; a well-designed, prospective clinical trial would
thus increase the level of evidence. Finally, the health care
system may be different in each country. One should thus
consider local circumstances in evaluating the implications of
our results. Although the general performance of the Hungarian
health care system is behind that of some countries in Western
Europe, patient care for AP and some other diseases (eg, in
cardiology) is comparable to that in other countries with
generally better health care (Supplementary Material, p. 44).

Implications for Practice and Research

Our results show that patients with cardiac diseases,
severe disease course, or pseudocysts need closer surveil-
lance in the in-patient period and following discharge. A
follow-up plan is recommended for patients with AP to
reduce post-discharge complications and mortality.

Further research is needed to investigate the reasons for
cardiac failure and sepsis leading to mortality in the first 3
months after discharge.

When planning clinical trials, it is essential to include
post-discharge mortality as an outcome. Moreover, it is
recommended that previous clinical trials be retrospectively
reevaluated with this outcome parameter.

Conclusion
Almost as many patients die in the first 3 months after
discharge as during their hospital stay. It is therefore
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Hungary NAo. Act LXVI of 1992 on the registration of
personal data and addresses of citizens § 19 (1) - (2). 1992.
Available at:  https://net.jogtar.hu/jogszabaly?docid=

essential to revise follow-up practices in AP, especially for 13.
those with severe AP, cardiac diseases, and pseudocyst.
Our results fundamentally redefine the critical outcome

indicators for AP and suggest that previous clinical trials
should be reassessed for post-discharge mortality and that
current trial protocols should include patient follow-up for
at least 3 months after discharge.

Supplementary Material

Note: To access the supplementary material accompanying
this article, visit the online version of Gastroenterology at
www.gastrojournal.org, and at https://doi.org/10.1053/
j.gastro.2023.05.028.

References

15.

16.

17.

18.

99200066.tv. Accessed October 6, 2022.

. Synger M. The Third International Consensus Definitions

for Sepsis and Septic Shock. JAMA 2016;315:801-810.
Hansen BB, Klopfer SO. Optimal full matching and
related designs via network flows. J Comput Graph Stat
2006;15:609-627.

Team RC. R: A language and environment for statistical
computing. 2013. Available at: https://www.R-project.
org/. Accessed October 6, 2022.

Ho DK, King G, Stuart EA. Matchlt: nonparametric pre-
processing for parametric causal inference. J Stat Softw
2011;42:1-28.

Therneau T. A package for survival analysis in R. R
package version 3.2-13. 2021. Available at: https://CRAN.

1. Garg SK, Sarvepalli S, Campbell JP, et al. Incidence, R-project.org/package=survival. Accessed October 6,
admission rates, and predictors, and economic burden 2022.
of adult emergency visits for acute pancreatitis. J Clin  19. Therneau T, Grambsch P. Modeling survival data:
Gastroenterol 2019;53:220-225. extending the Cox model. New York: Springer, 2000.

2. Forsmark CE, Vege SS, Wilcox CM. Acute pancreatitis. 20. Kassambara A, Kosinski M, Biecek P, Fabian S. surv-
N Engl J Med 2016;375:1972-1981. miner: drawing survival curves using ‘ggplot2’. R package

3. Peery AF, Crockett SD, Murphy CC, et al. Burden and version 0.3. 2017. Available at: https://CRAN.R-project.
cost of gastrointestinal, liver, and pancreatic diseases in org/package=survminer. Accessed October 6, 2022.
the United States: update 2018. Gastroenterology 2019;  21. Nakazawa M. Functions for medical statistics book with
156:254-272.e211. some demographic data. R package version 0.7.5. 2023.

4. Farthing M, Roberts SE, Samuel DG, et al. Survey of Available at: https://cran.uni-muenster.de/web/packages/ "
digestive health across Europe: final report. Part 1: the fmsb/fmsb.pdf. Accessed October 6, 2022. E
burden of gastrointestinal diseases and the organisation 22. Mosztbacher D, Handk L, Farkas N, et al. Hyper- g
and delivery of gastroenterology services across Europe. triglyceridemia-induced acute pancreatitis: a prospective, e
United European Gastroenterol J 2014;2:539-543. multicenter, international cohort analysis of 716 acute

5. Hegyi P, Er6ss B, Izbéki F, Parniczky A, Szentesi A. pancreatitis cases. Pancreatology 2020;20:608-616.
Accelerating the translational medicine cycle: the 23. Szakacs Z, Gede N, Pécsi D, et al. Aging and comor-
Academia Europaea pilot. Nat Med 2021;27:1317-1319. bidities in acute pancreatitis Il: a cohort-analysis of 1203

6. Parniczky A, Kui B, Szentesi A, et al. Prospective, prospectively collected cases. Front Physiol 2019;
multicentre, nationwide clinical data from 600 cases of 9:1776.
acute pancreatitis. PLoS One 2016;11:e0165309. 24. Szakd L, Gede N, Varadi A, et al. Early occurrence of

7. Guiga H, Decroux C, Michelet P, et al. Hospital and out- pseudocysts in acute pancreatitis—a multicenter inter-
of-hospital mortality in 670 hypertensive emergencies national cohort analysis of 2275 cases. Pancreatology
and urgencies. J Clin Hypertens 2017;19:1137-1142. 2021;21:1161-1172.

8. Her A-Y, Shin E-S, Kim YH, Garg S, Jeong MH. The 25. Szentesi A, Parniczky A, Vincze A, et al. Multiple hits in
contribution of gender and age on early and late mortality acute pancreatitis: components of metabolic syndrome
following ST-segment elevation myocardial infarction: re- synergize each other’s deteriorating effects. Front
sults from the Korean Acute Myocardial Infarction National Physiol 2019;10:1202.

Registry with Registries. J Geriatr Cardiol 2018;15:205. 26. Coles AH, Fisher KA, Darling C, et al. Recent trends in

9. World Medical Association. World Medical Association post-discharge mortality among patients with an initial
Declaration of Helsinki: ethical principles for medical acute myocardial infarction. Am J Cardiol 2012;
research involving human subjects. JAMA 20183; 110:1073-1077.

310:2191-2194. 27. Mohr NM, Zebrowski AM, Gaieski DF, et al. Inpatient
10. Hritz I, Czaké L, Dubravesik Z, et al. Acute pancreatitis. hospital performance is associated with post-discharge
Evidence based management guidelines of the Hungarian sepsis mortality. Critical Care 2020;24:1-10.
Pancreatic Study Group. Orv Hetil 2015;156:244-261. 28. Hartl S, Lopez-Campos JL, Pozo-Rodriguez F, et al. Risk
11. Working Group IAP, Guidelines AAP. IAP/APA evidence- of death and readmission of hospital-admitted COPD
based guidelines for the management of acute pancre- exacerbations: European COPD Audit. Eur Respir J
atitis. Pancreatology 2013;13:e1-e15. 2016;47:113-121.
12. Banks PA, Bollen TL, Dervenis C, et al. Classification of 29. Igbal M, Malik M, Perveen S. Morbidity and mortality in
acute pancreatitis—2012: revision of the Atlanta classi- acute pancreatitis. J Surg Pak (Int) 2015;20:4.
fication and definitions by international consensus. Gut  30. Sternby H, Bolado F, Canaval-Zuleta HJ, et al. De-

2013;62:102-111.

terminants of severity in acute pancreatitis: a nation-wide

Downloaded for Anonymous User (n/a) at University of Debrecen from ClinicalKey.com by Elsevier on April 08,
2024. For personal use only. No other uses without permission. Copyright ©2024. Elsevier Inc. All rights reserved.



http://www.gastrojournal.org
https://doi.org/10.1053/j.gastro.2023.05.028
https://doi.org/10.1053/j.gastro.2023.05.028
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref1
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref1
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref1
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref1
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref1
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref2
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref2
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref2
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref3
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref3
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref3
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref3
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref3
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref4
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref4
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref4
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref4
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref4
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref4
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref5
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref5
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref5
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref5
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref5
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref6
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref6
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref6
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref7
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref7
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref7
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref7
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref8
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref8
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref8
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref8
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref8
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref9
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref9
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref9
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref9
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref9
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref10
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref10
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref10
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref10
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref11
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref11
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref11
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref11
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref12
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref12
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref12
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref12
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref12
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref12
https://net.jogtar.hu/jogszabaly?docid=99200066.tv
https://net.jogtar.hu/jogszabaly?docid=99200066.tv
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref14
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref14
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref14
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref15
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref15
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref15
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref15
https://www.R-project.org/
https://www.R-project.org/
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref17
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref17
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref17
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref17
https://CRAN.R-project.org/package=survival
https://CRAN.R-project.org/package=survival
https://CRAN.R-project.org/package=survival
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref19
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref19
https://CRAN.R-project.org/package=survminer
https://CRAN.R-project.org/package=survminer
https://CRAN.R-project.org/package=survminer
https://cran.uni-muenster.de/web/packages/fmsb/fmsb.pdf
https://cran.uni-muenster.de/web/packages/fmsb/fmsb.pdf
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref22
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref22
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref22
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref22
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref22
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref23
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref23
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref23
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref23
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref24
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref24
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref24
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref24
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref24
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref24
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref25
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref25
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref25
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref25
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref26
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref26
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref26
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref26
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref26
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref27
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref27
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref27
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref27
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref28
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref28
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref28
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref28
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref28
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref29
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref29
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref30
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref30

694 Czapari et al

multicenter prospective cohort study. Ann Surg 2019;
270:348-355.

31. Fagenholz P, Fernandez-del Castillo C, Harris NS,
et al. Direct medical costs of acute pancreatitis hos-
pitalizations in the United States. Pancreas 2007;
35:302-307.

32. Lee PJ, Bhatt A, Lopez R, et al. Thirty-day readmission
predicts 1-year mortality in acute pancreatitis. Pancreas
2016;45:561-564.

33. Chioncel O, Collins SP, Greene SJ, et al. Predictors of
post-discharge mortality among patients hospitalized for
acute heart failure. Card Fail Rev 2017;3:122.

34. Gléckner V, Pletz MW, Rohde G, et al. Early post-
discharge mortality in CAP: frequency, risk factors and
a prediction tool. Eur J Clin Microbiol Infect Dis 2022;
41:621-630.

35. Farrah K, Mcintyre L, Doig CJ, et al. Sepsis-associated
mortality, resource use, and healthcare costs: a
propensity-matched cohort study. Crit Care Med 2021;
49:215-227.

36. Shankar-Hari M, Harrison DA, Ferrando-Vivas P, et al.
Risk factors at index hospitalization associated with
longer-term mortality in adult sepsis survivors. JAMA
Netw Open 2019;2:e194900.

37. Gasior M, Jaroszewicz J, Wita K, et al. High post-
discharge mortality in hospitalized COVID-19 patients
with cardiovascular comorbidities. Pol Arch Intern Med
2021;131:749-751.

38. Scheitz JF, Nolte CH, Doehner W, et al. Stroke-heart
syndrome: clinical presentation and underlying mecha-
nisms. Lancet Neurol 2018;17:1109-1120.

39. Ngjgaard C, Matzen P, Bendtsen F, et al. Factors asso-
ciated with long-term mortality in acute pancreatitis.
Scand J Gastroenterol 2011;46:495-502.

40. Cederholm T, Jensen G, Correia M, et al. GLIM criteria
for the diagnosis of malnutrition—a consensus report
from the global clinical nutrition community. J Cachexia
Sarcopenia Muscle 2019;10:207-217.

41. Kirkegard J, Gaber C, Lund JL, et al. Acute pancreatitis
as an early marker of pancreatic cancer and cancer
stage, treatment, and prognosis. Cancer Epidemiol 2020;
64:101647.

42. Xiong Y, Zhao Y, Han X, et al. Clinical characteristics
and outcome of tumor-associated acute pancreatitis:
a single-center cohort study. Ann Transl Med 2021;9:639.

43. Rahmel T, Schmitz S, Nowak H, et al. Long-term mor-
tality and outcome in hospital survivors of septic shock,
sepsis, and severe infections: the importance of after-
care. PLoS One 2020;15:0228952.

Received October 7, 2022. Accepted May 12, 2023.

Correspondence

Address correspondence to: Péter Hegyi, MD, PhD, DSc, MAE, Institute of
Pancreatic Diseases, Semmelweis University, H-1083 Budapest, T6mé u. 25-
29, Hungary. e-mail: hegyi2009@gmail.com.

Acknowledgments

The authors thank the patients who agreed to participate in the investigation
and all clinical research administrators and nurses who contributed to the
success of the data collection. The authors are grateful to all the contributing

Gastroenterology Vol. 165, Iss. 3

members of the Hungarian Pancreatic Study Group and the Institute of
Pancreatic Diseases, Semmelweis University, Budapest, Hungary.

The Hungarian Pancreatic Study Group includes Péter Jené Hegyi,"? Andrea
Parniczky,"*4 Maria Foldi,*® Klementina Ocskay,'® Mark Félix Juhasz,'*
Marcell Imrei,"®* Szabolcs Kiss,** Alexandra Miké,"® Szilard Gédi,” Judit
Bajor,” Roland Hagendorn,” Patricia Sarlés,” Imre Szabo,” Jézsef Czimmer,”
Nandor Faluhelyi,® Péter Kanizsai,® Attila Miseta,’® Tamas Nagy,'® Laszlo
Gajdan,"" Adrienn Halasz,"" Balazs Németh,'? Balazs Kui,'?> Déra lligs,'?
Tamas Takacs,'? Laszlo Tiszlavicz,”™ Orsolya Olah-Németh,'® Bence
Radics,'® Zsuzsanna Vitalis,'* Jozsef Hamvas,'® Marta Varga,'® Barnabas
Bod,"” Janos Novak,'® Pal Maurovich-Horvath,'® Attila Doros,®® Pal Akos
Deék,?' Csaba Varga,?? Szabolcs Gaal,?? LaszI6 Zubek,?® Janos Gal,*® Zsolt
Molnar,?® Tamas Tornai,?> Balazs Lazar,? Tamas Hussein,®> Bea Kovécs,?
Anna Németh,? Dorottya Tarjan,> Ménika Lipp,>2 Orsolya Urban,? Simon
Téth,? Daniel S6ti,®** and David Becker®; from the ’lnstitute for
Translational Medicine, Medical School, University of Pécs, Pécs, Hungary;
2Institute of Pancreatic Diseases, Semmelweis University, Budapest,
Hungary; 3Center for Translational Medicine, Semmelweis University,
Budapest, Hungary; “Heim P&l National Pediatric Institute, Budapest,
Hungary; ®Doctoral School of Clinical Medicine, University of Szeged,
Szeged, Hungary; 6Depar’(ment of Medical Genetics, Medical School,
University of Pécs, Pécs, Hungary; "Department of Gastroenterology, First
Department of Medicine, Medical School, University of Pécs, Pécs, Hungary;
8Department of Medical Imaging, Medical School, University of Pécs, Pécs,
Hungary; °Department of Emergency Medicine, Medical School, University of
Pécs, Pécs, Hungary; 10Depar’(ment of Laboratory Medicine, Medical School,
University of Pécs, Pécs, Hungary; ''Szent Gyoérgy Teaching Hospital of
County Fejér, Székesfehérvar, Hungary; 'Department of Medicine, University
of Szeged, Szeged, Hungary; “Department of Pathology, University of
Szeged, Szeged, Hungary; '“Department of Gastroenterology, Institute of
Internal Medicine, Faculty of Medicine, University of Debrecen, Debrecen,
Hungary; '°Peterfy Hospital, Budapest, Hungary; '®Department of
Gastroenterology, BMKK Dr. Rethy P4l Hospital, Békéscsaba, Hungary; '"Dr.
Bugyi Istvan Hospital, Szentes, Hungary; '®Pandy Kalman Hospital of Békés
County, Gyula, Hungary; '®Department of Radiology, Medical Imaging
Center, Semmelweis University, Budapest, Hungary; 2°Department of
Interventional Radiolo%y, Heart and Vascular Center, Semmelweis University,
Budapest, Hungary; “'Division of Oncological Intervention, Department of
Interventional Radiology, Heart and Vascular Center, Semmelweis University,
Budapest, Hungary; ?Department of Emergency Medicine, Semmelweis
University, Budapest, Hungary; 2®Department of Anesthesiology and
Intensive Therapy, Semmelweis University, Budapest, Hungarg; 24Medical
School, Semmelweis University, Budapest, Hungary; and “Heart and
Vascular Center, Semmelweis University, Budapest, Hungary.

CRediT Authorship Contributions
Déra Czapari, LLM (Data curation: Lead; Formal analysis: Equal; Investigation:
Equal; Project administration: Lead; Writing — original draft: Equal; Writing —
review & editing: Equal).

Alex Véradi, MSc (Formal analysis: Equal; Methodology: Equal; Visualization:
Equal; Writing - review & editing: Supporting).

Nelli Farkas, PhD (Formal analysis: Equal; Methodology: Equal; Writing —
review & editing: Supporting).

Gergely Nyari, MD (Data curation: Equal; Formal analysis: Supporting;
Writing — review & editing: Supporting).

Katalin Marta, PhD (Data curation: Equal; Methodology: Supporting; Writing
— review & editing: Supporting).

Szilard Vancsa, MD (Data curation: Equal; Writing - review & editing:
Supporting).

Rita Nagy, MD (Data curation: Equal; Project administration: Supporting;
Writing — review & editing: Supporting).

Brigitta Teutsch, MD (Data curation: Equal; Methodology: Supporting;
Writing — review & editing: Supporting).

Stefania Bunduc, MD (Data curation: Equal; Methodology: Supporting;
Writing — review & editing: Equal).

Balint Eréss, PhD (Data curation: Equal; Methodology:
Resources: Equal; Writing — review & editing: Equal).

Laszl6 Czakd, DSc (Data curation: Equal; Resources: Equal; Writing — review
& editing: Equal).

Aron Vincze, PhD (Data curation: Equal; Resources: Equal; Writing — review &
editing: Equal).

Ferenc Izbéki, DSc (Data curation: Equal; Resources: Equal; Writing — review
& editing: Equal).

Maria Papp, DSc (Data curation: Equal; Resources: Equal; Writing — review &
editing: Supporting).

Béla Merkely, DSc (Investigation: Equal; Writing — review & editing: Equal).

Andrea Szentesi, PhD (Data curation: Lead; Formal analysis: Equal; Funding
acquisition: Equal; Visualization: Equal; Writing - original draft: Lead).

Péter Hegyi, DSc (Conceptualization: Lead; Funding acquisition: Lead;
Investigation: Lead; Methodology: Lead; Resources: Lead; Writing — original
draft: Lead).

Supporting;

Conflicts of interest
The authors disclose no conflicts.

Downloaded for Anonymous User (n/a) at University of Debrecen from ClinicalKey.com by Elsevier on April 08,
2024. For personal use only. No other uses without permission. Copyright ©2024. Elsevier Inc. All rights reserved.


http://refhub.elsevier.com/S0016-5085(23)00801-6/sref30
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref30
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref30
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref31
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref31
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref31
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref31
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref31
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref32
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref32
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref32
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref32
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref33
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref33
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref33
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref34
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref34
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref34
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref34
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref34
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref35
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref35
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref35
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref35
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref35
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref36
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref36
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref36
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref36
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref37
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref37
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref37
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref37
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref37
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref38
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref38
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref38
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref38
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref38
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref39
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref39
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref39
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref39
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref40
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref40
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref40
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref40
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref40
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref40
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref41
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref41
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref41
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref41
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref42
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref42
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref42
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref43
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref43
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref43
http://refhub.elsevier.com/S0016-5085(23)00801-6/sref43
mailto:hegyi2009@gmail.com

September 2023

Funding

The research was supported by the Hungarian Ministry of Innovation and
Technology, National Research, Development and Innovation Fund
(TKP2021-EGA-23 to Péter Hegyi); the Semmelweis University Innovation
Center (STIA-KFI-2021 to Péter Hegyi); project grants K131996 (to Péter
Hegyi), K 138816 (to Zsolt Molnar), FK138929 (to Andrea Parniczky), and
FK131864 (to Alexandra Miko); the University of Pécs Medical School
Research Fund (300909 to Andrea Szentesi and KA-2019-14 to Alexandra
Miko); the Hungarian Academy of Sciences Janos Bolyai Research

Post-Discharge Mortality in Acute Pancreatitis 695

Scholarship (to Alexandra Miké and Andrea Parniczky); and the UNKP-22-5
New National Excellence Program of the Ministry of Innovation and
Technology from the National Research, Development and Innovation Fund
(to Alexandra Miké). The funders had no effect on the concept, data
collection, analysis, or writing of the manuscript.

Data Availability
Original raw data are available from the corresponding author on reasonable
request.

Downloaded for Anonymous User (n/a) at University of Debrecen from ClinicalKey.com by Elsevier on April 08,
2024. For personal use only. No other uses without permission. Copyright ©2024. Elsevier Inc. All rights reserved.

PANCREAS




	Detailed Characteristics of Post-discharge Mortality in Acute Pancreatitis
	Methods
	Preliminary Settings, Ethical Approval, and Patients’ Consent
	Definitions
	Participants
	Data Collection
	Outcomes and Causes of Death Analysis
	Statistical Analyses

	Results
	Representativeness and General Characteristics of the Cohort
	Mortality and General Survival in the Cohort
	Twelve-Month Survival
	Outline placeholder
	Univariate analysis

	On-admission creatinine, glucose levels, and pleural fluid are independent risk factors for shorter survival after discharge
	Multivariate analysis

	Local complications and organ failure are independent risk factors for shorter survival after discharge
	Univariate analysis
	Multivariate analysis


	Eight-Year Survival
	Causes of Death
	The first 90 days following discharge
	Causes of death in the post-AP period
	Causes of death by the major underlying diseases in the post-AP period
	Three- to 12-month period
	One- to 8-year period

	Patients with only AP and no other comorbidities


	Discussion
	In-hospital and Post-discharge Mortality
	Independent Risk Factors of Post-discharge Mortality
	Causes of Death Following Discharge
	Strengths and Limitations
	Implications for Practice and Research

	Conclusion
	Supplementary Material
	References
	Acknowledgments
	CRediT Authorship Contributions


