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Abstract: Acute pancreatitis (AP) may be associated with severe inflammation and hypovolemia
leading to organ complications including acute kidney injury (AKI). According to current guidelines,
AKI diagnosis is based on dynamic increase in serum creatinine, however, creatinine increase may be
influenced by nonrenal factor and appears late following kidney injury. Kidney injury molecule-1
(KIM-1) is a promising marker of renal tubular injury and it has not been studied in AP. Our aim
was to assess if urinary KIM-1 may be used to diagnose AKI complicating the early stage of AP.
We recruited 69 patients with mild to severe AP admitted to a secondary care hospital during the
first 24 h from initial symptoms of AP. KIM-1 was measured in urine samples collected on the day of
admission and two subsequent days of hospital stay. AKI was diagnosed based on creatinine increase
according to Kidney Disease: Improving Global Outcomes 2012 guidelines. Urinary KIM-1 on study
days 1 to 3 was not significantly higher in 10 patients who developed AKI as compared to those
without AKI and did not correlate with serum creatinine or urea. On days 2 and 3, urinary KIM-1
correlated positively with urinary liver-type fatty acid-binding protein, another marker of tubular
injury. On days 2 and 3, urinary KIM-1 was higher among patients with systemic inflammatory
response syndrome, and several correlations between KIM-1 and inflammatory markers (procalcitonin,
urokinase-type plasminogen activator receptor, C-reactive protein) were observed on days 1 to 3.
With a limited number of patients, our study cannot exclude the diagnostic utility of KIM-1 in AP,
however, our results do not support it. We hypothesize that the increase of KIM-1 in AKI complicating
AP lasts a short time, and it may only be observed with more frequent monitoring of the marker.
Moreover, urinary KIM-1 concentrations in AP are associated with inflammation severity.

Keywords: kidney injury molecule-1; acute pancreatitis; acute kidney injury; biomarkers of acute
kidney injury
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1. Introduction

Acute pancreatitis (AP) is a common acute gastrointestinal inflammatory condition requiring
hospital treatment. In 15%–20% of patients, the severity of inflammatory response may lead to organ
injury and transient or persistent organ failure. Severe acute pancreatitis (SAP) is diagnosed in patients
with organ failure lasting over 48 h, and is associated with substantial mortality [1,2].

AP is initiated by uncontrolled activation of pancreatic enzymes, including trypsin. The injury
to pancreatic cells (autodigestion) induces inflammation. Moreover, early events in AP involve
nuclear factor κB activation in pancreatic acinar cells, with resulting cytokines’ production [3].
Local inflammation develops, self-limited in mild cases, and followed by systemic inflammation in
severe AP. Neutrophil recruitment, cytokine storm, oxidative stress, endothelial dysfunction, and injury
leading to increased vascular permeability and hemodynamic complications in severe cases are the
features of systemic inflammation that may lead to organ dysfunction including lungs, cardiovascular
system, and kidneys [1,2]. Acute kidney injury (AKI) is among the most common complications of
SAP [4,5]. It may develop in early stages as a result of dehydration, increased vascular permeability,
fluid redistribution, and acute inflammation, however, it may also be a late complication related
to sepsis [4].

AKI is defined by Kidney Disease Improving Global Outcomes (KDIGO) criteria as a≥50% increase
in plasma creatinine concentration over baseline within 7 days or an increase in serum creatinine by
0.3 mg/dL within 2 days or a decreased (<0.5 mL/kg/h) urine output lasting at least 6 h [6]. In the course
of AP, AKI is associated with adverse prognosis and mortality up to 40% [4,5], however, much better
outcomes have been reported when AKI was an isolated complication of SAP [7]. AKI may also result
in chronic kidney disease, moreover, acute-on-chronic kidney injury is associated with a high risk of
end-stage renal disease [8,9]. Although currently the diagnosis of AKI is based on serum creatinine
increase, creatinine is recognized as a late marker of AKI, significantly increasing after 24–36 h from
kidney injury [10,11]. Serum creatinine increase is not specific to kidney injury, rather, it is a marker
of decreasing kidney function. Therefore, there is a need for laboratory markers that enable early
detection of renal injury.

Kidney injury molecule-1 (KIM-1) is a promising biomarker of kidney injury. Its expression
in proximal renal tubular epithelial cells (mainly S3 segment) is highly elevated at the early
stage of AKI [12,13] and increasing urinary KIM-1 levels are associated with more advanced renal
injury [8]. KIM-1 is a transmembrane glycoprotein with molecular mass of 104 kDa, a member of the
transmembrane immunoglobulin and mucin domain (TIM) family of proteins and immunoglobulin
superfamily [13,14]. Normal kidney tissues express trace KIM-1, while increased KIM-1 expression has
been observed in AKI resulting from ischemia, hypoxia, or toxicity [8]. Moreover, increased expression
was reported in tubulointerstitial nephropathies and polycystic kidney disease [8,15]. The ectodomain
of KIM-1 (90 kDa) is cleaved by matrix metalloproteinases and released into the urine, and this
mechanism is also upregulated in proximal tubule injury [16]. In a meta-analysis of 11 studies including
almost 3000 patients, Shao et al. [14] estimated diagnostic sensitivity and specificity of KIM-1 in AKI
for 74% and 86%, respectively. However, they also reported that urine KIM-1 concentrations may be
significantly influenced by comorbidities, including diabetes, hypertension, and atherosclerosis [14].

KIM-1 seems to have several advantages over other markers of kidney injury. It was shown to
increase in urine shortly after injury, before renal tubular damage could be observed in histological
examination [17]. Huang et al. [18] confirmed that KIM-1 was increased within 24 h after kidney injury.
Han et al. [19] reported that urinary KIM-1 can differentiate ischemic AKI from prerenal azotemia and
chronic kidney disease, and its urinary concentrations were not influenced by urinary tract infections.

To our best knowledge, KIM-1 has not been evaluated in AKI complicating acute pancreatitis.
The aim of this preliminary study was to verify if KIM-1 may be a useful laboratory marker in the
clinical setting of AKI developing in the early phase of AP.
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2. Experimental Section

2.1. Patients

The retrospective study included 69 patients (51 men, 18 women) with the diagnosis of AP admitted
to the Department of Surgery, Complex of Health Care Centers in Wadowice, Poland (a secondary
care hospital), between March 2014 and December 2015. The diagnosis of AP was based on revised
2012 Atlanta classification, that is, AP was diagnosed when at least two of the following criteria were
met: abdominal pain suggestive of AP; AP signs in abdominal imaging (magnetic resonance imaging,
contrast-enhanced computed tomography, or ultrasonography); serum amylase or lipase above three
times the upper reference limit [20]. Patients were recruited within 24 h from hospital admission
according to the study protocol. The study included patients with symptoms of AP lasting shorter
than 24 h before hospital admission. Patients with chronic pancreatitis, active cancer, or chronic liver
diseases (viral hepatitis, liver cirrhosis) were excluded from the study. Only the patients who provided
written informed consent were included.

The study protocol included collection of demographic and clinical data described below,
and collection of blood and urine samples during the first three days of hospital stay. Our primary
interest in this study was whether urinary KIM-1 measured in samples collected on days 1 and 2 from
admission enables the prognosis or diagnosis of AKI developing in the early phase (the first week)
of AP. In a part of patients, KIM-1 was also measured in urine collected on day 3, to study dynamic
changes in the urinary concentrations.

The study protocol was approved by the Bioethics Committee of the Beskidy Medical Chamber,
Bielsko-Biała, Poland (approval number 2014/02/06/1 issued on 6 February 2014).

The demographic and clinical data were collected on recruitment and during the hospital stay
of the patients. These included information on age and sex, comorbidities (cardiovascular disease,
diabetes, renal disease, body mass index >30 kg/m2, i.e., obesity), AP etiology, imaging findings of
pancreatic necrosis, systemic inflammatory response syndrome (SIRS) during the first three days of
hospital stay, organ failure, intensive care unit (ICU) treatment, use of surgery or parenteral nutrition
during the hospital stay, length of hospital stay, severity of AP defined according to 2012 Atlanta
classification [2], and outcome.

The clinical and laboratory values on the first day of hospital stay were used to calculate the
bedside index of severity in AP (BISAP) [21]. The data obtained during the first 48 h of hospital stay
were used to calculate the Ranson’s score [22]. AKI was defined using criteria of Kidney Disease
Improving Global Outcomes (KDIGO) based on increase in serum creatinine (>50% over a week or
26.5 µmol/L over 48 h) [23]. SIRS has been diagnosed in line with the definition cited in 2012 Atlanta
classification [2] as the presence of two or more of the following criteria: heart rate >90 beats/min;
core temperature <36 ◦C or >38 ◦C; white blood count <4000 or >12000/µL; (4) respirations >20/min or
PCO2 < 32 mm Hg.

2.2. Laboratory Tests

Blood and urine samples were collected on admission (study day 1) and two following days (study
days 2 and 3; there were no deaths during the first three days of observation). Routine laboratory
tests were done on the day of collection, that is, complete blood counts with leukocyte differential,
biochemistry (serum amylase, lactate dehydrogenase, albumin, total calcium, bilirubin, glucose,
urea, creatinine, C-reactive protein—CRP) and citrated plasma D-dimer, using automated analyzers:
Sysmex XN hematology analyzer (Sysmex Corporation, Cobe, Japan), Cobas E411 (Roche Diagnostics,
Mannheim, Germany) and Vitros 5600 (Ortho Clinical Diagnostics, Raritan, NJ, USA) biochemistry
and immunochemistry analyzers, and Coag XL (Diagon, Budapest, Hungary) coagulation analyzer.
Excess serum and urine samples collected on study days 1–3 were aliquoted and stored at −80 ◦C,
and were further used to assess serum concentrations of soluble fms-like tyrosine kinase-1 (sFlt-1),
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procalcitonin and urokinase-type plasminogen activator receptor (uPAR), and urine concentrations of
KIM-1 and liver-type fatty acid-binding protein (L-FABP).

The concentrations of sFlt-1 and procalcitonin were measured by electrochemiluminescence on
Cobas 8000 analyzer (Roche Diagnostics, Mannheim, Germany) in the Diagnostic Department of
University Hospital, Krakow, Poland. Serum concentrations of uPAR were measured using Quantikine
ELISA Human uPAR Immunoassay (R & D Systems, McKinley Place, MN, USA). The minimum
detectable dose for uPAR was <33 pg/mL; the mean serum concentration in healthy volunteers was
2370 pg/mL (range 1195–4415 pg/mL) according to the manufacturer of the test.

Urinary KIM-1 and L-FABP concentrations were measured by enzyme immunoassays using
commercially available kits. Urinary L-FABP was measured in samples that remained after KIM-1
measurements. Urinary KIM-1 was assessed with Quantikine ELISA Human TIM-1/KIM-1/HAVCR
Immunoassay (R & D Systems, McKinley Place, MN, USA). Patients’ samples were tested in series,
in duplicates, according to the manufacturer’s instructions. Minimum detectable dose for KIM-1
concentration in urine was 0.009 ng/mL; the normal range determined by the manufacturer of the kit was
between 0.156 and 5.33 ng/mL. Urinary L-FABP concentrations were measured with Human L-FABP
Assay (CMIC Holding Co., Tokyo, Japan). The sensitivity of the assay was 3 pg/mL. The readings
were made with an automatic microplate reader, Automatic Micro ELISA Reader ELX 808 (BIO-TEK
Instruments Inc., Winooski, VT, USA). The measurements were performed in the Department of
Diagnostics, Chair of Clinical Biochemistry, Jagiellonian University Medical College, Krakow, Poland.

2.3. Statistical Analysis

Categorical data were reported as number of patients (n) and percentage of the appropriate
group. Pearson’s chi-squared test was used to compare categorical data between groups. Mean ±
standard deviation (SD) or median (lower; upper quartiles) were reported for normally or non-normally
distributed quantitative variables, respectively. Distributions were assessed for normality using the
Shapiro–Wilk test. The differences between groups were assessed with t-test or Mann–Whitney’s test.
Spearman’s rank coefficient was computed for simple correlations of urinary KIM-1 as the variable
was non-normally distributed. The Friedman’s test was used to analyze changes over time in urinary
concentrations of KIM-1 and L-FABP. All statistical tests were two-tailed and the p-values of <0.05
indicated significant results. The calculations were made with the use of Statistica 12 software (StatSoft,
Tulsa, OK, USA).

3. Results

In the studied group of 69 patients, there were 21 (30%) patients with mild AP, 44 (64%) with
moderately severe, and 4 (6%) with severe AP. Ten patients (14%) developed AKI in the early phase of
AP, diagnosed according to KDIGO criteria. We observed no significant differences in the etiology of AP
and baseline comorbidities between patients with and without AKI (Table 1). However, the proportion
of patients with moderately severe and severe AP tended to be higher among patients with AKI (90%
versus 66%), which was accompanied by more prevalent ICU treatment and higher mortality (Table 1).
All patients with AKI were men, a significant difference in comparison with non-AKI patients (Table 1).

As expected, serum creatinine and urea were significantly higher in the AKI group compared to
non-AKI subjects. Moreover, significantly higher concentrations of serum uPAR and procalcitonin,
and significantly higher activities of lactate dehydrogenase were observed in patients with AKI on the
day of hospital admission (Table 2).
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Table 1. Clinical characteristics of studied patients with acute pancreatitis.

Characteristic AKI (n = 10) No AKI (n = 59) p-Value

Mean age ± SD, years 55.0 ± 16.9 46.9 ± 16.0 0.1
Male sex, n (%) 10 (100) 41 (69) 0.042

Comorbidities:
any, n (%) 6 (60) 22 (37) 0.2

cardiovascular disease, n (%) 4 (40) 15 (25) 0.3
diabetes, n (%) 0 4 (7) 0.4

AP etiology:
biliary, n (%) 4 (40) 15 (25) 0.7
alcohol, n (%) 2 (20) 20 (34)

hyperlipidemia, n (%) 0 4 (7)
idiopathic, n (%) 4 (40) 18 (31)

other, n (%) 0 2 (3)

Ranson’s score at first 48 h >3 points, n (%) 4 (40) 15 (25) 0.3
BISAP on day 1 ≥3 points, n (%) 4 (40) 13 (22) 0.2

Systemic inflammatory response syndrome on day 1, n (%) 9 (90) 49 (83) 0.6
Necrotizing AP, n (%) 1 (10) 7 (12) 0.9

AP severity:
mild, n (%) 1 (10) 20 (34) 0.056

moderately severe, n (%) 7 (70) 37 (63)
severe, n (%) 2 (20) 2 (3)

Treatment in ICU, n (%) 2 (20) 2 (3) 0.037
Surgery, n (%) 1 (10) 3 (5) 0.5

Median length of hospital stay (lower; upper quartile), days 12 (10; 15) 12 (9; 15) 0.6
Mortality, n (%) 2 (20) 1 (2) 0.009

AKI, acute kidney injury; AP, acute pancreatitis; BISAP, bedside index of severity in acute pancreatitis; ICU, intensive
care unit; SD, standard deviation.

Table 2. The results of laboratory test performed in the studied patients with acute pancreatitis on the
day of admission. Data are shown as median (lower; upper quartile).

Laboratory Test AKI (n = 10) No AKI (n = 59) p-Value

Amylase, U/L 443 (84; 677) 546 (172; 1812) 0.4
Lactate dehydrogenase, U/L 854 (661; 1027) 553 (472; 744) 0.010

Albumin, g/L 35 (31; 35) 36 (33; 40) 0.5
Total calcium, mmol/L 2.04 ± 0.21 2.16 ± 0.19 0.1

Bilirubin, µmol/L 39.2 (19.1; 68.7) 24.8 (13.7; 36.9) 0.2
Glucose, mmol/L 7.22 (6.78; 10.72) 7.33 (5.94; 8.78) 0.3

Creatinine, µmol/L 98.1 (91.9; 113.2) 68.1 (59.7; 74.3) <0.001
Urea, mmol/L 7.50 (6.08; 9.00) 4.08 (3.17; 5.33) 0.002

Urine KIM-1, µg/L 4.47 (2.80; 6.10) 2.73 (1.57; 5.88) 0.2
Urine L-FABP, µg/L * 11.7 (6.8; 18.9) 10.5 (4.84; 46.83) 0.8

Hematocrit, % 46.3 (38.1; 48.7) 43.7 (40.7; 46.1) 0.3
White blood cells, ×103/µL 14.1 (9.6; 19.2) 13.6 (11.4; 15.7) 0.9

Neutrophils, ×103/µL 12.6 (11.2; 17.5) 11.0 (7.4; 14.7) 0.5
CRP, mg/L 122.0 (12.2; 253.4) 23.8 (8.70; 89.0) 0.3
uPAR, µg/L 5.34 (3.46; 6.28) 3.71 (2.82; 4.82) 0.042

Procalcitonin, µg/L 0.38 (0.23; 1.68) 0.14 (0.05; 0.36) 0.014
D-dimer, mg/L 1.80 (1.00; 6.06) 1.75 (0.87; 2.88) 0.5
sFlt-1, ng/mL 160 (108; 204) 136 (120; 161) 0.6

* The concentrations of L-FABP were only available in 5 patients with AKI and 26 patients without AKI. ALT, alanine
aminotransferase; AST, aspartate aminotransferase; AKI, acute kidney injury; CRP, C-reactive protein; KIM-1, kidney
injury molecule-1; L-FABP, liver-type fatty acid-binding protein; sFlt-1, soluble fms-like tyrosine kinase-1; uPAR,
urokinase-type plasminogen activator receptor.
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Neither KIM-1 nor L-FABP urinary concentrations differed significantly between patients with
and without AKI on the day of admission (Table 2). Consequently, the studied markers on days 2 and
3 of the study did not differ between the groups (Figure 1A,B). Most remarkably, no correlations were
observed between KIM-1 and serum urea or creatinine during the study (Table 3). Also, L-FABP did
not correlate with urea or creatinine.
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Figure 1. Urinary concentrations of the studied markers of tubular injury: KIM-1 (A,C) and L-FABP
(B,D) among patients with and without acute kidney injury (AKI) (A,B) and with mild acute pancreatitis
(MAP) in comparison with moderately severe (MSAP) and severe (SAP) disease (C,D). Data are shown
as median (central line), lower/upper quartile (box), and nonoutlier range (whiskers), circles denote
the row data. Light gray boxes denote the concentrations measured on day 1, medium grey on day 2,
and dark grey on day 3.
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Table 3. Correlations between KIM-1 and the selected laboratory results on days 1, 2, and 3 of the study
in the studied patients with acute pancreatitis.

Variable Day 1 (n = 69) Day 2 (n = 69) Day 3 (n = 30)

Creatinine R = 0.13; p = 0.3 R = − 0.20; p = 0.1 R = − 0.18; p = 0.4
Urea R = 0.23; p = 0.07 R = 0.07; p = 0.6 R = 0.21; p = 0.3

Urine L-FABP R = 0.12; p = 0.5 R = 0.54; p = 0.002 * R =0.49; p = 0.028 *
Lactate dehydrogenase R = 0.20; p = 0.1 R = 0.32; p = 0.029 * R = 0.54; p = 0.005 *

Albumin R = − 0.20; p = 0.2 R = − 0.22; p = 0.2 R = − 0.57; p = 0.020 *
Hematocrit R = 0.08; p = 0.5 R = − 0.06; p = 0.7 R = − 0.38; p = 0.040 *
Neutrophils R = 0.40; p = 0.021 * R = 0.04; p = 0.8 R = 0.18; p = 0.4

CRP R = 0.36; p = 0.004 * R = 0.27; p = 0.045 * R = 0.33; p = 0.08
uPAR R = 0.30; p = 0.020 * R = 0.20; p = 0.2 R = 0.29; p = 0.1

Procalcitonin R = 0.32; p = 0.012 * R = 0.13; p = 0.3 R = 0.39; p = 0.042 *
D-dimer R = 0.06; p = 0.6 R = 0.31; p = 0.020 * R = 0.33; p = 0.07

* Statistically significant correlations. CRP, C-reactive protein; KIM-1, kidney injury molecule-1; L-FABP, liver-type
fatty acid-binding protein; uPAR, urokinase-type plasminogen activator receptor.

Men and women did not differ in KIM-1 and L-FABP concentrations. We did not observe
significant changes in urinary KIM-1 or L-FABP over the three days of the study.

No significant differences in the concentrations of both urinary markers of tubular injury were
observed between patients with mild and more severe AP throughout the study (Figure 1C,D), although
day 1 (p = 0.06) and day 2 (p = 0.07) concentrations of L-FABP tended to be higher in patients with
moderately severe AP and SAP as compared with mild AP. Neither KIM-1 nor L-FABP correlated
significantly with prognostic scores (BISAP and Ranson’s), and only day 1 concentrations of KIM-1
positively correlated with the length of hospital stay (R = 0.35; p = 0.004).

Statistically significant positive correlations were noted between urinary KIM-1 and the
inflammatory markers: serum CRP, uPAR, procalcitonin and blood neutrophil count on day 1
of the study, CRP and D-dimer on day 2, and procalcitonin on day 3 (Table 3). Also, KIM-1 negatively
correlated with serum albumin on day 3 of the study. Moreover, higher concentrations of KIM-1 in
urine were observed among patients with SIRS on day 2 and 3 of the study (Figure 2). Additionally,
we observed positive correlations between KIM-1 and lactate dehydrogenase on days 2 and 3,
and negative correlation with hematocrit on day 3.
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Figure 2. Urinary concentrations of KIM-1 among patients with and without systemic inflammatory
response syndrome (SIRS) on day 1 (A), 2 (B), and 3 (C) of the study. Data are shown as median (central
line), lower/upper quartile (box), and nonoutlier range (whiskers), circles denote the row data.
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Similar correlations were observed in the case of urinary L-FABP, although because of low number
of available samples, we were only able to confirm the strongest associations. On day 1, L-FABP
correlated positively with hematocrit (R = 0.41; p = 0.023), on days 2 and 3 with lactate dehydrogenase
(R = 0.58, p = 0.005; and R = 0.79, p < 0.001, respectively), CRP (R = 0.61, p = 0.001 and R = 0.60,
p = 0.006), and with D-dimer (R = 0.47, p = 0.015 and R = 0.72, p < 0.001). Moreover, on day 3,
we observed positive correlation between L-FABP and procalcitonin (R = 0.63; p = 0.005). Both markers
(KIM-1 and L-FABP) were significantly correlated on days 2 and 3 of the study (Table 3).

4. Discussion

Although diagnostic usefulness of urinary KIM-1 has been studied in various clinical settings
(including AKI in intensive care patients, surgical patients, including cardiovascular surgery,
in obstructive nephropathy, and cisplatin-induced kidney injury) [13,14,24–28], there are no data
addressing its diagnostic utility in prediction or diagnosis of AKI complicating AP. Our preliminary
study assessed the concentrations of KIM-1 in urine of patients in the first 72 h of AP of various
severities, in order to obtain data on the possibilities of using the marker for early prognosis of AKI
complicating AP.

In the studied group, we were not able to show statistically significant differences in urinary
KIM-1, neither between patients who developed AKI in the early stage of AP in comparison to those
who did not, nor between those with moderately severe to severe AP in comparison to mild AP. Urinary
KIM-1 did not correlate with markers of kidney function, namely, serum creatinine and urea, however,
on days 2 and 3 of the study, it correlated with another marker of tubular injury, that is, L-FABP. To the
contrary, significant positive correlations were observed between urinary KIM-1 and the markers
of inflammation: serum CRP, uPAR, procalcitonin and blood neutrophil count on day 1, CRP and
D-dimer on day 2, and procalcitonin on day 3, and negative correlation with serum albumin on day
3 of the study. Consequently, higher urinary KIM-1 concentrations have been observed in patients
with SIRS. Moreover, we observed positive correlation between day 1 urinary KIM-1 and the length of
hospital stay.

KIM-1 has been associated with inflammation in renal tubular injury. Although the role of
KIM-1 in AKI has been usually viewed as anti-inflammatory (as a receptor to phosphatidylserine,
it increases the uptake of apoptotic and necrotic bodies) and involved in tubular cells’ repair [15],
Tian et al. [26] showed that KIM-1 plays an important role in macrophage migration to injured tubular
cells in AKI, and the mitogen-activated protein kinase signaling pathway may be involved in this
process. van Timmeren et al. [29] reported that in various kidney diseases, KIM-1 expression in kidney
bioptates was detected in areas of inflammation and fibrosis, while urinary KIM-1 increased in parallel
to increased tissue expression and correlated with inflammation.

In the studied group, uPAR and procalcitonin concentrations were higher in patients with AKI.
In AP, inflammation plays a significant role in pathophysiology of AKI [4]. Tang et al. [30] discuss
the role of CRP in AKI, pointing to its role in pathogenesis of AKI. CRP is involved in development
of AKI and the increased serum concentrations of CRP correlate with AKI severity. The in vitro
study by Castellani et al. [31] has shown that CRP activates the mitogen-activated protein kinase
pathway and upregulates regulated on activation, normal T cell expressed and secreted (RANTES)
expression, which is expressed and secreted by T cells and plays a key role in recruiting leukocytes
into inflammatory sites. Bear et al. [32] confirmed the effect in human renal distal tubular cells.
Li et al. [33] reported increased activation of both nuclear factor κB/p65 and transforming growth
factor-β/Smad3 signaling being the major mechanism involved in the process of CRP-promoting AKI
at acute setting. Procalcitonin is also a marker of inflammation, not only in acute bacterial sepsis,
but in other inflammatory disorders, and has been associated with AKI development in sepsis [34].
Moreover, elevated procalcitonin has been previously observed in AKI complicating AP, similarly to
present results [35].
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In our study, both urinary KIM-1 and L-FABP correlated positively with serum lactate
dehydrogenase starting from day 2 of the study. Moreover, patients with AKI presented with higher
LDH activities already on admission. LDH may be viewed as a marker of tissue ischemia and necrosis.
In AP, hypovolemia and ischemia contribute to renal tubular injury [4,5,36]. The duration of renal
ischemia has been well recognized in clinical studies to be associated with the severity and progression
of AKI [37]. Increased urinary KIM-1 has been observed in a rat model of ischemia-reperfusion AKI [38].
In mice, KIM-1 increased in serum and urine during the first 3 h after kidney injury and increased
serum KIM-1 has also been recently reported in patients with AKI [39]. Also, increased urinary L-FABP,
a 14-kDa fatty acid-binding protein elevated and secreted into the urine as a result of reactive oxygen
stress due to renal ischemia, has been shown to correlate with insufficient renal peritubular capillary
blood flow and the progression of AKI [40]. Nonetheless, we were not able to show increased urinary
KIM-1 or L-FABP in early-stage AP patients with AKI.

One explanation may be that the time frame of urine sampling in our patients may be inappropriate.
There is evidence that urinary KIM-1 increase in response to kidney injury lasts a short time. In patients
who underwent cardiopulmonary bypass surgery, the dynamics of KIM-1 increase has been analyzed
by Shao et al. [14]. The diagnostic sensitivity of urinary KIM-1 was highly dependent on time following
the surgery, with a maximum value of 90% between 2 and 6 h after the insult, and decreasing values
thereafter (74% at 12 h after surgery) [14]. In our study, single measurements were performed on each
of the three days of the study. The time from initial symptoms of AP to admission was not uniform in
our patients, as was the time of serum creatinine increase. Considering the results of Shao et al., it may
be possible that more measurements are needed to detect the increase in urinary KIM-1 in patients
developing AKI in the course of AP. Although KIM-1 has been described over 20 years ago, and first
commercially available tests have been introduced in 2002, the automated and robust methods of
measurement of KIM-1 concentrations in urine are still not available, making it difficult to use the
marker in clinical settings. Considering the lack of automated assays and the difficulties in assessing
the optimum time frame of KIM-1 measurements, it is not feasible now to use KIM-1 to diagnose AKI
in clinical practice.

Based on our previous studies and literature search, we must say that none of the biomarkers that
have been studied in this setting are good enough to efficiently and early predict AKI complicating
the course of AP [5,41]. Most promising results have been obtained for serum cystatin C, a functional
marker of glomerular filtration [42] and for urinary NGAL, a marker of tubular injury [43]. Of note,
serum cystatin C measurements have been automated and the standardization of measurements has
been available since 2010 [44]. Also, urinary NGAL may be measured with automated methods,
and although the results obtained by various methods are not directly comparable, the turn-around
times are 2–3 h, enabling the use of this marker for fast diagnosis. Both serum cystatin C and urinary
NGAL seem to rise quickly in AP complicated by AKI and be useful in early prognosis (in first
24 h) [42,43,45,46]. In clinical practice, however, serum creatinine remains the marker of choice to
diagnose AKI, although clinicians are aware that its concentrations depend on muscle mass, changing
with race, sex, and nutritional status, and are influenced by fluid abnormalities or liver insufficiency
in critical illness. Therefore, in systemic inflammatory state associated with AP, it may be difficult to
diagnose AKI early on the basis of serum creatinine changes [10,47]. Serum creatinine depends on the
volume of distribution, thus, the fluid therapy in AP may significantly dilute creatinine concentrations,
delaying the diagnosis of AKI [10]. The biomarkers of tubular injury may potentially enable earlier
diagnosis or prognosis of AKI; moreover, they may enable more specific diagnosis, informing about
the site of injury and possibly the mechanism of injury. However, more studies are needed to obtain
robust data on their diagnostic accuracy before they can be introduced to clinical practice.

Our study has several limitations. As it was meant as a pilot study, its major limitation is a low
number of patients included and low number of patients with AKI. We might have missed the most
severe cases of AP (and AKI) as the study was performed in a secondary care center. The design was
retrospective, but the authors performing KIM-1 measurements were blind to the diagnosis of AKI
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and the severity of AP at the time of measurements. Moreover, we measured KIM-1 in urine samples
that were stored frozen for several months, however, de Vrie [48] and Schuh et al. [49] have shown
stability of urinary KIM-1 upon long-term storage at –80 ◦C. Urinary KIM-1 concentrations were not
corrected for urinary creatinine concentrations, but noncorrected urinary concentrations have been
reported in most studies on the use of KIM-1 for the prognosis or diagnosis of AKI in various clinical
settings [14,24,25,28,50–52].

Based on the study, we cannot definitely exclude the diagnostic utility of KIM-1 in AP, however,
our results do not support it. We may hypothesize that the increase of KIM-1 in AKI complicating AP
lasts a short time, and it may only be observed with frequent monitoring of the marker. In summary,
KIM-1 concentrations are correlated with severity of the inflammatory process in AP and do not seem
to be a sensitive marker of AKI among patients in the early phase of AP.
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markers of acute kidney injury in the early phase of acute pancreatitis. Int. J. Mol. Sci. 2019, 20, 3714.
[CrossRef]

6. Kellum, J.A.; Lameire, N. Diagnosis, evaluation, and management of acute kidney injury: A KDIGO summary
(Part 1). Crit. Care 2013, 17, 204. [CrossRef]

7. Gougol, A.; Dugum, M.; Dudekula, A.; Greer, P.; Slivka, A.; Whitcomb, D.C.; Yadav, D.; Papachristou, G.I.
Clinical outcomes of isolated renal failure compared to other forms of organ failure in patients with severe
acute pancreatitis. World J. Gastroenterol. 2017, 23, 5431–5437. [CrossRef]

8. Xie, Y.; Wang, Q.; Wang, C.; Qi, C.; Ni, Z.; Mou, S. High urinary excretion of kidney injury molecule-1 predicts
adverse outcomes in acute kidney injury: A case control study. Crit. Care 2016, 20, 1–12. [CrossRef]

9. Hsu, R.K.; Hsu, C.Y. The Role of Acute Kidney Injury in Chronic Kidney Disease. Semin. Nephrol. 2016, 36,
283–292. [CrossRef]

10. Makris, K.; Spanou, L. Acute kidney injury: Diagnostic approaches and controversies. Clin. Biochem. Rev.
2016, 27, 153–175.

11. Schley, G.; Köberle, C.; Manuilova, E.; Rutz, S.; Forster, C.; Weyand, M.; Formentini, I.; Kientsch-Engel, R.;
Eckardt, K.-U.; Willam, C. Comparison of Plasma and Urine Biomarker Performance in Acute Kidney Injury.
PLoS ONE 2015, 10, e0145042. [CrossRef] [PubMed]

12. Moresco, R.N.; Bochi, G.V.; Stein, C.S.; De Carvalho, J.A.M.; Cembranel, B.M.; Bollick, Y.S. Urinary kidney
injury molecule-1 in renal disease. Clin. Chim. Acta 2018, 487, 15–21. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/S0140-6736(14)60649-8
http://dx.doi.org/10.1016/j.suc.2013.02.012
http://www.ncbi.nlm.nih.gov/pubmed/23632143
http://dx.doi.org/10.3390/ijms18020354
http://www.ncbi.nlm.nih.gov/pubmed/28208708
http://dx.doi.org/10.2215/CJN.13191118
http://www.ncbi.nlm.nih.gov/pubmed/31118209
http://dx.doi.org/10.3390/ijms20153714
http://dx.doi.org/10.1186/cc11454
http://dx.doi.org/10.3748/wjg.v23.i29.5431
http://dx.doi.org/10.1186/s13054-016-1455-6
http://dx.doi.org/10.1016/j.semnephrol.2016.05.005
http://dx.doi.org/10.1371/journal.pone.0145042
http://www.ncbi.nlm.nih.gov/pubmed/26669323
http://dx.doi.org/10.1016/j.cca.2018.09.011
http://www.ncbi.nlm.nih.gov/pubmed/30201372


J. Clin. Med. 2020, 9, 1463 11 of 13

13. Yin, C.; Wang, N. Kidney injury molecule-1 in kidney disease. Ren. Fail. 2016, 38, 1567–1573. [CrossRef]
[PubMed]

14. Shao, X.; Tian, L.; Xu, W.; Zhang, Z.; Wang, C.; Qi, C.; Ni, Z.; Mou, S. Diagnostic Value of Urinary Kidney
Injury Molecule 1 for Acute Kidney Injury: A Meta-Analysis. PLoS ONE 2014, 9, e84131. [CrossRef]

15. Song, J.; Yu, J.; Prayogo, G.W.; Cao, W.; Wu, Y.; Jia, Z.; Zhang, A. Understanding kidney injury molecule 1:
A novel immune factor in kidney pathophysiology. Am. J. Transl. Res. 2019, 11, 1219–1229. [PubMed]

16. Nowak, N.; Skupien, J.; Niewczas, M.A.; Yamanouchi, M.; Major, M.; Croall, S.; Smiles, A.; Warram, J.H.;
Bonventre, J.V.; Krolewski, A.S. Increased plasma kidney injury molecule-1 suggests early progressive renal
decline in non-proteinuric patients with type 1 diabetes. Kidney Int. 2016, 89, 459–467. [CrossRef] [PubMed]

17. Perco, P.; Oberbauer, R. Kidney injury molecule-1 as a biomarker of acute kidney injury in renal transplant
recipients—Commentary. Nat. Clin. Pract. Nephrol. 2008, 4, 362–363. [CrossRef]

18. Huang, Y.; Don-Wauchope, A.C. The clinical utility of kidney injury molecule 1 in the prediction, diagnosis
and prognosis of acute kidney injury: A systematic review. Inflamm. Allergy Drug Targets 2011, 10, 260–271.
[CrossRef]

19. Han, W.K.; Bailly, V.; Abichandani, R.; Thadhani, R.; Bonventre, J.V. Kidney Injury Molecule-1 (KIM-1):
A novel biomarker for human renal proximal tubule injury. Kidney Int. 2002, 62, 237–244. [CrossRef]

20. Banks, P.A.; Bollen, T.L.; Dervenis, C.; Gooszen, H.G.; Johnson, C.D.; Sarr, M.G.; Tsiotos, G.G.; Vege, S.S.
Classification of acute pancreatitis—2012: Revision of the Atlanta classification and definitions by international
consensus. Gut 2013, 62, 102–111. [CrossRef]

21. Wu, B.U.; Johannes, R.S.; Sun, X.; Tabak, Y.; Conwell, D.L.; Banks, P. The early prediction of mortality in
acute pancreatitis: A large population-based study. Gut 2008, 57, 1698–1703. [CrossRef] [PubMed]

22. Banks, P.A. Acute Pancreatitis: Landmark Studies, Management Decisions, and the Future. Pancreas 2016, 45,
633–640. [CrossRef] [PubMed]

23. Kellum, J.A.; Lameire, N.; Aspelin, P.; Barsoum, R.S.; Burdmann, E.A.; Goldstein, S.L.; Herzog, C.A.;
Joannidis, M.; Kribben, A.; Levey, A.S.; et al. KDIGO Clinical Practice Guideline for Acute Kidney Injury.
Kidney Int. Suppl. 2012, 2, 1–138.

24. Tu, Y.; Wang, H.; Sun, R.; Ni, Y.; Ma, L.; Xv, F.; Hu, X.; Jiang, L.; Wu, A.; Chen, X.; et al. Urinary netrin-1
and KIM-1 as early biomarkers for septic acute kidney injury. Ren. Fail. 2014, 36, 1559–1563. [CrossRef]
[PubMed]

25. Khreba, N.A.; Abdelsalam, M.; Wahab, A.M.; Sanad, M.; Elhelaly, R.; Adel, M.; El-Kannishy, G. Kidney Injury
Molecule 1 (KIM-1) as an Early Predictor for Acute Kidney Injury in Post-Cardiopulmonary Bypass (CPB) in
Open Heart Surgery Patients. Int. J. Nephrol. 2019, 2019, 6265307. [CrossRef]

26. Tian, L.; Shao, X.; Xie, Y.; Wang, Q.; Che, X.; Zhang, M.; Xu, W.; Xu, Y.; Mou, S.; Ni, Z. Kidney Injury
Molecule-1 is Elevated in Nephropathy and Mediates Macrophage Activation via the Mapk Signalling
Pathway. Cell. Physiol. Biochem. 2017, 41, 769–783. [CrossRef]

27. Xue, W.; Xie, Y.; Wang, Q.; Xu, W.; Mou, S.; Ni, Z. Diagnostic performance of urinary kidney injury molecule-1
and neutrophil gelatinase-associated lipocalin for acute kidney injury in an obstructive nephropathy patient.
Nephrology 2014, 19, 186–194. [CrossRef]

28. Lei, L.; Li, L.P.; Zeng, Z.; Mu, J.X.; Yang, X.; Zhou, C.; Wang, Z.L.; Zhang, H. Value of urinary KIM-1 and
NGAL combined with serum Cys C for predicting acute kidney injury secondary to decompensated cirrhosis.
Sci. Rep. 2018, 8, 1–9. [CrossRef]

29. Van Timmeren, M.; van den Heuvel, M.; Bailly, V.; Bakker, S.; van Goor, H.; Stegeman, C. Tubular kidney
injury molecule-1 (KIM-1) in human renal disease. J. Pathol. 2007, 212, 209–217. [CrossRef]

30. Tang, Y.; Mak, S.K.; Xu, A.P.; Lan, H.Y. Role of C-reactive protein in the pathogenesis of acute kidney injury.
Nephrology 2018, 23, 50–52. [CrossRef]

31. Castellani, M.L.; De Lutiis, M.A.; Toniato, E.; Conti, F.; Felaco, P.; Fulcheri, M.; Theoharides, T.C.; Caraffa, A.;
Antinolfi, P.; Conti, P.; et al. Impact of RANTES, MCP-1 and IL-8 in mast cells. J. Biol. Regul. Homeost. Agents
2010, 24, 1–6. [PubMed]

32. Baer, P.C.; Gauer, S.; Wegner, B.; Schubert, R.; Geiger, H. C-reactive protein induced activation of MAP-K and
RANTES in human renal distal tubular epithelial cells in vitro. Clin. Nephrol. 2006, 66, 177–183. [CrossRef]
[PubMed]

http://dx.doi.org/10.1080/0886022X.2016.1193816
http://www.ncbi.nlm.nih.gov/pubmed/27758121
http://dx.doi.org/10.1371/journal.pone.0084131
http://www.ncbi.nlm.nih.gov/pubmed/30972157
http://dx.doi.org/10.1038/ki.2015.314
http://www.ncbi.nlm.nih.gov/pubmed/26509588
http://dx.doi.org/10.1038/ncpneph0828
http://dx.doi.org/10.2174/187152811796117735
http://dx.doi.org/10.1046/j.1523-1755.2002.00433.x
http://dx.doi.org/10.1136/gutjnl-2012-302779
http://dx.doi.org/10.1136/gut.2008.152702
http://www.ncbi.nlm.nih.gov/pubmed/18519429
http://dx.doi.org/10.1097/MPA.0000000000000632
http://www.ncbi.nlm.nih.gov/pubmed/27077712
http://dx.doi.org/10.3109/0886022X.2014.949764
http://www.ncbi.nlm.nih.gov/pubmed/25154466
http://dx.doi.org/10.1155/2019/6265307
http://dx.doi.org/10.1159/000458737
http://dx.doi.org/10.1111/nep.12173
http://dx.doi.org/10.1038/s41598-018-26226-6
http://dx.doi.org/10.1002/path.2175
http://dx.doi.org/10.1111/nep.13454
http://www.ncbi.nlm.nih.gov/pubmed/20385066
http://dx.doi.org/10.5414/CNP66177
http://www.ncbi.nlm.nih.gov/pubmed/16995340


J. Clin. Med. 2020, 9, 1463 12 of 13

33. Li, Z.; Chung, A.C.K.; Zhou, L.; Huang, X.R.; Liu, F.; Fu, P.; Fan, J.M.; Szalai, A.J.; Lan, H.Y. C-reactive
protein promotes acute renal inflammation and fibrosis in unilateral ureteral obstructive nephropathy in
mice. Lab. Investig. 2011, 91, 837–851. [CrossRef] [PubMed]

34. Jeeha, R.; Skinner, D.L.; De Vasconcellos, K.; Magula, N.P. Serum procalcitonin levels predict acute kidney
injury in critically ill patients. Nephrology 2018, 23, 1090–1095. [CrossRef] [PubMed]

35. Huang, H.-L.; Nie, X.; Cai, B.; Tang, J.-T.; He, Y.; Miao, Q.; Song, H.-L.; Luo, T.-X.; Gao, B.-X.; Wang, L.-L.;
et al. Procalcitonin levels predict acute kidney injury and prognosis in acute pancreatitis: A prospective
study. PLoS ONE 2013, 8, e82250. [CrossRef]

36. Basile, D.P.; Anderson, M.D.; Sutton, T.A. Pathophysiology of acute kidney injury. Compr. Physiol. 2012,
2, 1303–1353.

37. Ishani, A.; Nelson, D.; Clothier, B.; Schult, T.; Nugent, S.; Greer, N.; Slinin, Y.; Ensrud, K.E. The magnitude of
acute serum creatinine increase after cardiac surgery and the risk of chronic kidney disease, progression of
kidney disease, and death. Arch. Intern. Med. 2011, 171, 226–233. [CrossRef]

38. Peng, H.; Mao, Y.; Fu, X.; Feng, Z.; Xu, J. Comparison of biomarkers in rat renal ischemia-reperfusion injury.
Int. J. Clin. Exp. Med. 2015, 8, 7577–7584.

39. Sabbisetti, V.S.; Waikar, S.S.; Antoine, D.J.; Smiles, A.; Wang, C.; Ravisankar, A.; Ito, K.; Sharma, S.;
Ramadesikan, S.; Lee, M.; et al. Blood kidney injury molecule-1 is a biomarker of acute and chronic kidney
injury and predicts progression to ESRD in type I diabetes. J. Am. Soc. Nephrol. 2014, 25, 2177–2186.
[CrossRef]

40. Xu, Y.; Xie, Y.; Shao, X.; Ni, Z.; Mou, S. L-FABP: A novel biomarker of kidney disease. Clin. Chim. Acta 2015,
445, 85–90. [CrossRef]

41. Devarajan, P. Biomarkers for the early detection of acute kidney injury. Curr. Opin. Pediatr. 2011, 23, 194–200.
[CrossRef] [PubMed]

42. Chai, X.; Huang, H.-B.; Feng, G.; Cao, Y.-H.; Cheng, Q.-S.; Li, S.-H.; He, C.-Y.; Lu, W.-H.; Qin, M.-M. Baseline
Serum Cystatin C Is a Potential Predictor for Acute Kidney Injury in Patients with Acute Pancreatitis.
Dis. Markers 2018, 2018, 1–7. [CrossRef] [PubMed]

43. Siddappa, P.K.; Kochhar, R.; Sarotra, P.; Medhi, B.; Jha, V.; Gupta, V. Neutrophil gelatinase-associated lipocalin:
An early biomarker for predicting acute kidney injury and severity in patients with acute pancreatitis.
JGH Open 2018, 3, 105–110. [CrossRef] [PubMed]

44. Ebert, N.; Delanaye, P.; Shlipak, M.; Jakob, O.; Martus, P.; Bartel, J.; Gaedeke, J.; van der Giet, M.;
Schuchardt, M.; Cavalier, E.; et al. Cystatin C standardization decreases assay variation and improves
assessment of glomerular filtration rate. Clin. Chim. Acta 2016, 456, 115–121. [CrossRef]

45. Wajda, J.; Dumnicka, P.; Sporek, M.; Maziarz, B.; Kolber, W.; Ząbek-Adamska, A.; Ceranowicz, P.;
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46. Sporek, M.; Gala-Błądzińska, A.; Dumnicka, P.; Mazur-Laskowska, M.; Kielczewski, S.; Walocha, J.;
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