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Liver cirrhosis is a common progressive and chronic clinical liver disease. Due to the strong compensation ability of the liver, no
obvious symptoms develop in the early stage. However, multiple systems are involved in decompensation of the liver. Acute kidney
injury (AKI) is one of the most serious complications, characterized by a sharp drop in the glomerular filtration rate (GFR); a rapid
increase in Scr and BUN, as well as sodium and water storage; and a disturbance of acid-base balance. The mortality rate is high,
and the prognosis is very poor.Thus, it is important to make a definite diagnosis and initiate treatment in the early stage to decrease
mortality and improve the prognosis. Although diagnosing liver cirrhosis with serum creatinine hasmany shortcomings, a dynamic
change in this marker is still the main diagnostic criterion for AKI. Identifying new markers of kidney injury with clinical value
has also become an increasing focus of research. In this text, we review recent changes regarding categorization of AKI diagnostic
criteria as well as new markers of AKI and treatments for cirrhosis-related AKI.

1. Background

Cirrhosis is a common clinical liver disease that is progressive
and chronic. Due to the strong compensation ability of the
liver, no apparent symptoms develop in the early stage. In
contrast, multiple systems are affected in the decompensation
stage. Acute kidney injury (AKI) is one of the most serious
complications, especially in end-stage liver disease. AKI is
characterized by a sharp drop in the glomerular filtration
rate (GFR), a rapid increase in Scr and BUN, and increased
sodium and water storage.

The etiology of cirrhosis-related AKI is as follows:
(1) hypovolemia: an absolute shortage of blood volume,
observed in conditions such as hemorrhage, diarrhea, exces-
sive diuresis, and large-volume paracentesis; in contrast,
a relative shortage of blood volume results from severe
and unique cirrhosis-related abnormities of hemodynamics
and nondiuretic, antihypertensive drugs; (2) inflammation:
sepsis, including spontaneous bacterial peritonitis (SBP);
(3) severe systemic response syndrome, which has separate
causes; and (4) use of nephrotoxic drugs such as nonsteroidal

anti-inflammatory drugs (NSAIDS), aminoglycosides, and
radiographic contrast agents [1].

AKI develops in approximately 19% of hospitalized
patients with cirrhosis [2]. It is a key predictive parameter for
prognosis [3], suggesting a very poor result for patients with
cirrhosis. It is estimated that AKI can increase the likelihood
of death at day 30 by almost 10-fold in patients with cirrhosis
[4]. Therefore, it is important to make a definitive diagnosis
in the early stage and to prescribe appropriate medications to
avoid mortality and improve prognosis. It is also necessary
to improve our knowledge and understanding of AKI and
cirrhosis-related AKI.

2. Diagnostic Criteria for AKI

AKI diagnosis is controversial due to a lack of unified diag-
nostic criteria [5], although some criteria, such as the RIFLE
criteria, AKIN criteria, and KDIGO criteria, have been pub-
lished. The Acute Dialysis Quality Initiative (ADQI) group
first proposed the RIFLE diagnostic criteria in 2004. On the
basis of the RIFLE criteria, the Acute Kidney Injury Network
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Table 1: Current diagnostic criteria for acute kidney injury (AKI).

Criteria Diagnostic criteria Staging

RIFLE criteria
Increase in Scr to ≥1.5 times baseline
within 7 days; GFR decrease >25%; or
urine volume <0.5ml/kg/h for 6 h

Risk. Scr increase of 1.5–1.9 times baseline; GFR
decrease of 25–50%; or urine output < 0.5ml/kg/h
for 6 h
Injury. Scr increase of 2.0–2.9 times baseline; GFR
decrease of 50–75%; or urine output < 0.5ml/kg/h
for 12 h
Failure. Scr increase ≥3.0 times baseline; GFR
decrease of 50–75%; Scr increase ≥4.0mg/dl
(353.6 𝜇mol/L) with an acute increase of at least
0.5mg/dl (44 𝜇mol/L); urine output < 0.3ml/kg/h
for ≥24 h; or anuria for ≥12 h

AKIN criteria

Increase in Scr by ≥0.3mg/dl
(26.5 𝜇mol/L) within 48 h; increase in Scr
≥ 1.5 times baseline within 48 h; or urine

volume < 0.5ml/kg/h for 6 h

Stage 1. Scr increase of 1.5–1.9 times baseline; Scr
increase ≥0.3mg/dl (26.5 𝜇mol/L); or urine output
<0.5ml/kg/h for 6 h
Stage 2. Scr increase of 2.0–2.9 times baseline or
urine output <0.5ml/kg/h for 12 h
Stage 3. Scr increase of 3.0 times baseline; Scr
increase ≥4.0mg/dl (353.6 𝜇mol/L) with an acute
increase of at least 0.5mg/dl (44𝜇mol/L); urine
output < 0.3ml/kg/h for ≥24 h; or anuria for ≥12 h

KDIGO criteria

Increase in Scr by 0.3mg/dl (26.5 𝜇mol/L)
within 48 h; increase in Scr to ≥1.5 times
baseline that is known or presumed to

have occurred within the previous 7 days;
or urine volume < 0.5ml/kg/h for 6 h

Stage 1. Scr increase of 1.5–1.9 times baseline; Scr
increase ≥0.3mg/dl (26.5 𝜇mol/L); or urine output
<0.5ml/kg/h for 6–12 h
Stage 2. Scr increase of 2.0–2.9 times baseline or
urine output < 0.5ml/kg/h for ≥12 h
Stage 3. Scr increase of 3.0 times baseline; Scr
increase to ≥4.0mg/dl (353.6 𝜇mol/L); initiation
of renal replacement therapy; urine output <
0.3ml/kg/h for ≥24 h; or anuria for ≥12 h

(AKIN) criteria were established in 2007. Partly based on the
AKIN and RIFLE criteria, Kidney Disease: Improving Global
Outcomes (KDIGO) published the KDIGO standard for the
evaluation and management of AKI in 2012.

RIFLE criteria include parameters present during the
whole course of the condition, ranging from kidney injury
to end-stage renal failure. The criteria divide AKI into three
levels, namely, risk, injury, and failure, according to changes
in Scr, GFR, and urine volume. The prognosis of AKI is
classified into two levels, namely, loss of renal function
and end-stage renal disease (ESRD), based on the time of
complete loss of renal function [5]. The RIFLE criteria have
goodmaneuverability, high sensitivity, and high specificity in
clinical research and can predict the prognosis of cirrhosis
patients withAKI to a certain extent [6]. However, the criteria
have some weaknesses; for example, Scr plays the same role
as change in urine volume in assessing renal function, and
GFRmeasurement is instable. Given these limitations, AKIN
modified the RIFLE criteria and created its own criteria in
2007 to disseminate knowledge of AKI (Table 1).

The AKIN criteria also classify AKI into three stages,
namely, dangerous, injury, and failure, but the parameter
of GFR is excluded. In addition, the time window defining
AKI development is limited to no longer than 48 h, and the
threshold of Scr is set to no less than 26.5𝜇mol/L, with or
without a 50% increase from baseline within seven days. The

change in the absolute value of Scr is emphasized here to
indicate that a slight change in Scr could suggest a severely
poor prognosis and that the baseline Scr level is a predictive
parameter for renal function reversibility [7] (Table 1).

The KDIGO criteria were formulated on the basis of both
the AKIN and RIFLE criteria. Some of the parameters drawn
from the AKIN criteria include an increase in Scr ≥ 0.3mg/dl
(26.5 𝜇mol/L) or ≥50% baseline within 48 h and a urine
volume < 0.5mL/kg/h for more than 6 h. The parameters
derived from the RIFLE criteria include an increase in Scr ≥
50% baseline within 7 d or a decrease in GFR > 25% and a
urine volume < 0.5ml/kg/h for more than 6 h. The KDIGO
criteria have the strengths of both the RIFLE and AKIN
criteria by selectively including various parameters, but their
reliability and sensitivity should be further tested in clinical
studies [8] (Table 1).

3. Diagnosis of Cirrhosis-Related AKI

AKI has been widely recognized, but AKI in patients with
cirrhosis is still a great challenge in clinical practice. The
general diagnostic criteria for cirrhosis-related AKI are an
increase in Scr ≥ 50% of baseline and >1.5mg/dl (133𝜇mol/l).
To ensure early diagnosis and good management of AKI, the
International Club of Ascites (ICA) created a new definition
for cirrhosis-related AKI in 2015 [9] (Table 2).
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Table 2: International Club of Ascites (ICA-AKI) 2015 definition for the diagnosis and management of AKI in patients with cirrhosis.

Subject Definition

Baseline Scr

A Scr value obtained in the previous 3 months, when available, can be used as the
baseline Scr. In patients with more than one value within the previous 3 months, the
value closest to the admission time to the hospital should be used. In patients
without a previous Scr value, the Scr upon admission should be used as the baseline
value

Definition of AKI
Increase in Scr ≥ 0.3mg/dl (≥26.5 𝜇mol/L) within 48 h or a percentage increase in
Scr ≥ 50% from baseline that is known or presumed to have occurred within the
previous 7 days

Staging of AKI

Stage 1. Increase in Scr ≥ 0.3 mg/dl (26.5 𝜇mol/L) or an increase in Scr ≥ 1.5-fold to
2-fold from baseline
Stage 2. Increase in Scr > 2-fold to 3-fold from baseline
Stage 3. Increase in Scr > 3-fold from baseline or Scr ≥ 4.0mg/dl (353.6 𝜇mol/L)
with an acute increase ≥0.3mg/dl (26.5 𝜇mol/L) or initiation of renal replacement
therapy

Progression of AKI Progression. Progression of AKI to a higher stage or need for RRT
Regression. Regression of AKI to a lower stage

Response to
treatment

No Response. No regression of AKI
Partial Response. Regression of AKI stage with a reduction of Scr to ≥0.3 mg/dl
(26.5 𝜇mol/L) above the baseline value
Full Response. Return of Scr to a value within 0.3mg/dl (26.5𝜇mol/L) of the
baseline value

Due to the inaccuracy of urine volume records for
cirrhosis patients, a dynamic change in Scr is a key parameter
to ensuring an accurate diagnosis [9]. The main differences
between the new criteria and the general criteria for cirrhosis
patients are as follows [9]. (1) An absolute value of Scr is
highlighted. (2) The criterion for the cut-off value of Scr
≥1.5mg/dl (133𝜇mol/L) has been removed. (3) The staging
system for AKI ensures a good assessment of both the
progression stage and the regression stage because it allows
a slightly longer time of one week to monitor a change in Scr.
In the new ICA criteria for AKI, the urine output criterion
has been removed because it is not appropriate for patients
with cirrhosis (i.e., many patients with cirrhosis are oliguric
but can maintain normal kidney function).

4. Categories of Cirrhosis-Related AKI

AKI can be divided into prerenal azotemia (PRA), acute
tubular necrosis (ATN), and hepatorenal syndrome (HRS).
Prerenal azotemia (PRA) results from various factors caused
by the effective reduction of circulating blood volume. The
reduction leads to a decrease in renal perfusion pressure.
Consequently, the GFR cannot be maintained at a normal
level, but renal tissue integrity is not damaged. If risk factors
are removed at an early stage, renal function can be reversed
to normal in most patients. Acute tubular necrosis (ATN)
results from renal tubular epithelial cell injury/necrosis
caused by renal ischemia and/or toxic damage, which leads
to a dramatic decline in GFR, severe electrolyte imbalance,
water sodium retention, and metabolic acidosis.

The HRS diagnostic criteria devised by the ICA in 1996
[10] are as follows: (1) Scr > 132.6 𝜇mol/L; (2) HRS caused by
hypovolemia, ATN, use of nephrotoxic drugs, inflammation,

or chronic kidney disease; and (3) HRS divided into type
I and type II HRS according to the pace of deterioration.
Type I HRS is a special form of AKI and is one of the most
serious syndromes of cirrhosis decompensation and acute
liver failure [11, 12]. HRS does not respond to fluid expansion.
HRS thus has a poor prognosis, even if terlipressin, human
albumin, and dialysis are used [12]. Type II HRS is character-
ized by a slow and progressive decline of renal function and
mainly occurs in patients with refractory ascites. The treat-
ment strategy for AKI varies between different types; thus,
it is important to make the correct diagnosis. Differential
diagnosis is difficult because the clinical characteristics of the
two types are similar, and they can convert into one another
or coexist.

The HRS criteria were revised in 2007 [13] as follows: (1)
cirrhosis with ascites; (2) Scr > 132.6 𝜇mol/L; (3) no decrease
in Scr (≤132.6 𝜇mol/L) 2 days after withdrawal of diuretics
and expansion with albumin; (4) recommended albumin
dosage of 1 g/(kg∗d) and maximum dosage of 100 g/d; (5) no
shock history; (6) no recent use of nephrotoxic drugs; and
(7) no albuminuria (>500mg/d), no microscopic hematuria
(urine RBC > 500/HP), and no renal parenchymal disease
detected by ultrasonic examination. Further modification of
the diagnostic criteria for HRS-related AKI was performed
by the ICA in 2015. The use of Scr > 132.6 𝜇mol/L was
removed, and AKI was defined as an absolute increase in Scr
≥ 0.3mg/dL (26.5 𝜇mol/L) or ≥50% from baseline within 7
days.

5. Assessment of Renal Function

5.1. Traditional Markers Used to Assess Renal Function. Scr
is the most practical and agreed upon biomarker for the
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assessment of renal function in cirrhosis patients [14], and it
is the primary marker with which all types of renal failure
can be predicted. However, there are some limitations to
using Scr; namely, it may be normal or slightly increased
because of high compensation and renal tubular secretion of
creatinine in the presence of apparent kidney injury. These
factors can lead to a delay in obtaining the correct diagnosis
and initiating early management. Malnutrition exists in 67%
of patients with cirrhosis, and production of creatinine from
creatine decreases in muscles secondary to muscle wasting;
therefore, Scr may be normal even if GFR is very low. The
ability of this marker to assess renal function is much poorer.
It can be influenced by some nonkidney factors, such as age,
gender, race, prerenal factors, metabolism, and nutrition.The
lab value of Scr may be lower than its actual value in patients
with hyperbilirubinemia [15]. Furthermore, Scr cannot reveal
the cause of AKI, so it is not a sufficiently sensitive marker to
assess cirrhosis with AKI at an early stage and is therefore not
ideal.

GFR is currently the best indicator of renal function.
Clinically, MDRD and the Cockcroft Gault formula are used
to assess GFR in the general population. Nevertheless, both
overestimate GFR in cirrhosis patients [14]. Furthermore,
althoughMDRDhasmore advantages regarding its use in the
assessment of GFR in cirrhosis patients, its accuracy is much
lower than that in noncirrhosis patients.The Cockcroft Gault
formula is greatly influenced by weight, so it is not used for
cirrhosis patients with edema and ascites [16].

Urine volume is a key marker for assessing kidney injury
[14]. However, it is controversial to consider urine volume in
patients with decompensated liver cirrhosis. Urine volume is
affected by many factors, and its specificity is not high. For
example, urine volume is normal in patients with nonoliguric
AKI, despite the fact that their kidneys are severely damaged.
Thus, urine volume has not been suggested for inclusion in
the new ICA criteria for AKI diagnosis.

5.2. Emerging Markers to Assess Renal Function. Scr is still
one of the main diagnostic criteria for AKI, although it has
some disadvantages [9]. In particular, a dynamic change
in Scr is a key criterion for cirrhosis-related AKI patients.
The treatment strategy significantly differs among cases of
AKI with different causes, so identification of the causal
factors for AKI, while challenging, is very important. New
biomarkers of kidney injury can distinguish structural AKI
from functional AKI, which is very helpful for making a
quick and accurate diagnosis. Several new markers have
become topics of research, with studies mainly focused on
CysC (Cystatin c), KIM-1 (kidney injury molecule 1), and
NGAL (neutrophil gelatinase associated lipocalin). Reports
from Europe and the United States have revealed that the
combined application of NEGL or urine biomarkers [9], such
as NGAL, KIM-1, and proteinuria, is potentially helpful for
the differential diagnosis of cirrhosis-related AKI, but this
should be further explored.

CysC is eliminated only through the kidney, and minor
kidney damage could lead to a change in CysC [17]. Serum
CysC concentration ismainly determined byGFR. If theGFR
decreases by 20%, CysC will increase, so CysC is a reflection

of early changes in ideal endogenous markers of GFR. A
growing number of reports have demonstrated that CysC can
be used as a marker for AKI assessment and prognosis [17].
Furthermore, CysC is not typically affected by age, gender,
race, or weight; more specifically, it cannot be disturbed by
hyperbilirubinemia. The sensitivity and specificity are 66%
and 86%, respectively, when CysC > 1.23mg/L. It is also a
good predictive indicator of short-term mortality.

KIM-1 is a unique and sensitive biomarker for early
kidney injury [18]. KIM-1 is a type I transmembrane glyco-
protein that contains immunoglobulin and a mucin domain.
KIM-1 is expressed at a very low level in normal kidney
tissues. It can exhibit high expression in dedifferentiated and
proliferative renal tubule epithelium after kidney injury, but
it is not detectable in totally atrophic tubular epithelia. KIM-
1 is related to early injury and restoration of renal tubular
epithelia. It is a new, noninvasive, and sensitive marker for
early diagnosis of AKI, which is more specific and less
susceptible to other factors, such as urinary tract infection
(only at the urine test level). However, the detection of KIM-
1 has not been standardized, and its independent value as a
predictor of severe AKI is unclear [18].

NGAL is a new member of the lipocalin family. It has
been reported that cisplatin, which can lead to renal tubular
necrosis after intraperitoneal injection at a high dosage,
can quickly induce the expression of kidney NGAL and
its secretion from renal tubular cells [19]. NGAL, which is
expressed in injured renal tubules and can induce epithelial
regeneration, enters the blood within 2 h after injury and
is excreted through urine. A study of 132 cirrhosis patients
by Barreto et al. revealed that [20] the urine NGAL level in
AKI patients was significantly higher than that in patients
withoutAKI, and theNGAL level in consecutiveAKI patients
was significantly higher than that in temporary AKI patients.
Thus, NGAL could be used to distinguish HRS from renal
failure caused by other factors. Verna et al. reported [21] that
the sensitivity and specificity of nonprerenal AKI diagnosis
were 88% and 85%, respectively, when the urine NGAL
densitywas 110 ng/mL.NGAL could predict the irreversibility
of kidney function injury individually, so itmight also predict
mortality (which is independent of other risk factors) [22].
However, NGAL can be affected by systemic inflammation,
and it is difficult to detect urine NGAL in oliguric and anuric
patients.

6. Prevention and Treatment of
Cirrhosis-Related AKI

6.1. General Treatment. Based on the ICA-AKI diagnostic
criteria proposed for AKI in 2015 [9], we recommend that
patients with cirrhosis and ascites who are in initial ICA-AKI
stage 1 be managed as soon as possible with the following
measures: (1) drug chart review, including review of all
medications, reduction or withdrawal of diuretic therapy, and
withdrawal of all potentially nephrotoxic drugs, vasodilators,
or NSAIDs; (2) plasma volume expansion in patients with
clinically suspected hypovolemia; and (3) prompt recognition
and early treatment of bacterial infections when diagnosed or
strongly suspected.
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6.2. Drug Treatment. WhenAKI is characterized by an initial
ICA-AKI stage 2 or 3 or by progression of the initial stage
despite general therapeutic measures, patients who meet all
the other diagnostic criteria for HRS should be placed on
vasoconstrictors and albumin [9], irrespective of the final
value of Scr. Vasoconstrictors can ameliorate vasodilatation
in HRS patients, improve effective arterial blood volume
(EABV), and ameliorate renal vasoconstriction and renal
blood flow. Frequently used vasoconstrictors include terli-
pressin, midodrine, and noradrenaline. Continuous infusion
is not required for terlipressin, and it has a low incidence
of adverse effects; these advantages make it the first choice
among vasoconstrictor analogues. Albumin can be combined
with a vasodilator and can expand blood volume. As rec-
ommended by the European Association for the Study of
the Liver (ESAL) [23] in 2010, terlipressin in combination
with albumin should be considered the first-line therapeutic
agent for type 1 HRS. The aim of this therapy is to improve
renal function sufficiently to decrease Scr to <133 𝜇mol/l.
Terlipressin plus albumin is effective in 60–70% of patients
with type 2 HRS. If serum creatinine does not decrease by
at least 25% after 3 days, the dosage of terlipressin should be
increased in a stepwisemanner up to amaximumof 2mg/4 h.
For patients with a partial response (serum creatinine does
not decrease to <133 𝜇mol/L) or for those with no reduction
of serum creatinine, treatment should be discontinuedwithin
14 days. Albumin at 1 g/kg per day up to a maximum of
100 g/day over 2 days is recommended for HRS patients, with
a subsequent change to 20–40 g/d. Terlipressin (0.5–2.0mg,
iv, once every 4–6 days) is given in combination with
albumin. If the Scr level does not decrease, the dosage should
be increased every few days up to the maximum dosage of
12mg/d without adverse effects.The longest course should be
14 days.

It is reported [24] that the higher the initial Scr, the
lower the response to terlipressin. Terlipressin in combination
with albumin should be considered early when the Scr of
a cirrhosis patient is higher than baseline and meets the
AKI diagnostic criteria. There is no need to wait until the
Scr level is higher than the ULN (>1.5mg/dl). All AKI
patients regardless of progression stage should be placed on
vasoconstrictors if there is no obvious evidence of ATN or
other renal diseases [3].

Transjugular intrahepatic portosystemic shunt (TIPS) has
been reported to improve renal function in patients with
decompensated cirrhosis and can also decrease their Scr [13,
25]. TIPS can improve refractory ascites, variceal bleeding,
refractory hepatic pleural effusion, hepatorenal syndrome,
refractory ascites, and variceal hemorrhage, which are the
appropriate indications. Zhang and Zhao [26] reported that
Scr was improved 7 days after TIPS and decreased to a
normal level after 90 days if the Scr baseline was no more
than 2mg/dl, but the posttherapy MELD score was not
significantly different from the score before therapy. If the Scr
at baseline was more than 2mg/dl, the Scr and MELD score
were significantly improved after TIPS. Nie et al. reported
[27] that TIPS can improve Scr and has a good effect on
hemostasis with a low incidence of complications in addition
to favorable clinical effects and a high safety rating. However,

in clinical practice, attention should be paid to the following
contraindications: Child-Pugh > 11 points, severe liver failure
serum bilirubin > 5mg/dl, severe cardiopulmonary dys-
function, severe coagulopathy, uncontrolled intrahepatic or
systemic infection, biliary obstruction, portal vein cavernous
transformation, and polycystic liver [16].

Renal replacement therapy (RRT) is important for AKI
patients with decompensated cirrhosis. It can improve short-
term survival and provide a basis for liver transplantation.
Zhang et al. [28] reported on 284 severe AKI patients
who were enrolled and received consecutive RRT. Renal
function was recovered in 89 cases (31.33%). The incidence
of chronic kidney disease in patients whose renal function
was recovered was lower than that in patients whose renal
function was not recovered. Moreover, the APACHE II score
and organ failure number were relatively lower in patients
whose renal function was recovered. These data suggest that
complications, APACHE II score, and organ failure number
are the key factors in RRT for AKI patients. In practice, the
status of illness should be addressed in real time and RRT
should be prescribed for patients as soon as possible, which
can accelerate renal function recovery and improve survival.

Liver transplantation is one of the most important treat-
ment strategies to improve the prognosis of ATN, which has
the effect of improving survival and quality of life [24, 29].
Scr level before transplantation is an important predictive
factor for mortality or renal dysfunction after surgery [30].
Therefore, renal function should be improved before surgery
to improve outcomes and prevent renal failure [30, 31].
The incidence of renal failure after liver transplantation has
decreased to 20% over time [32]. Liver transplantation for
decompensated cirrhosis patients with AKI has been given
increasing attention.

7. Conclusion

Cirrhosis-related AKI is caused by many factors and has
high morbidity and mortality rates, so identifying the key
causal factors is critical. The diagnostic criteria fo cirrhosis-
related AKI proposed by the ICA are the preferred choice for
diagnosingAKI in cirrhosis.The assessment of renal function
should be completed with traditional and emerging markers.
A dynamic change in Scr is one of the most important
diagnostic criteria, although it has some limitations. The
exploration of new diagnostic markers has become a popular
focus of research. Some treatments are currently available,
such as removal of incentives, drug therapy, TIPS, and RPT.
Liver transplantation is a good choice for refractory patients.
It is imperative to make an early diagnosis and provide
appropriate treatment for these patients to achieve a better
outcome. Amulticenter, prospective studywith a large cohort
of cirrhosis-related AKI patients that uses uniform criteria is
warranted to elucidate the key causes of AKI and to develop
better individual prevention and treatment strategies.

Disclosure

Lei Lei and Hu Zhang are co-first authors.



6 BioMed Research International

Conflicts of Interest

There are no conflicts of interest.

References

[1] L. Yu, M. Wang, and C. He, “Progress in diagnosis and
treatment of acute renal injury in cirrhosis,” Infectious Disease
Information, vol. 27, no. 02, pp. 69–73, 2014.

[2] G. Garcia-Tsao, C. R. Parikh, and A. Viola, “Acute kidney injury
in cirrhosis,” Hepatology, vol. 48, no. 6, pp. 2064–2077, 2008.

[3] J. M. Belcher, G. Garcia-Tsao, A. J. Sanyal et al., “Association of
AKI With mortality and complications in hospitalized patients
with cirrhosis,”Hepatology, vol. 57, no. 2, pp. 753–762, 2013.

[4] F. Wong, J. G. O’Leary, K. R. Reddy et al., “New consensus
definition of acute kidney injury accurately predicts 30-day
mortality in patients with cirrhosis and infection,” Gastroen-
terology, vol. 145, no. 6, pp. 1280–1288.e1, 2013.

[5] R. Bellomo, C. Ronco, J. A. Kellum, R. L.Mehta, and P. Palevsky,
“Acute renal failure—definition, outcome measures, animal
models, fluid therapy and information technology needs: the
Second International Consensus Conference of the Acute Dial-
ysis Quality Initiative (ADQI) Group,” Critical Care, vol. 8, no.
4, pp. R204–R212, 2004.

[6] P. M. Palevsky, K. D. Liu, P. D. Brophy et al., “KDOQI US
commentary on the 2012 KDIGO clinical practice guideline for
acute kidney injury,” American Journal of Kidney Diseases, vol.
61, no. 5, pp. 649–672, 2013.

[7] R. L. Mehta, J. A. Kellum, S. V. Shah et al., “Acute Kidney Injury
Network: report of an initiative to improve outcomes in acute
kidney injury,” Critical Care, vol. 11, no. 2, p. R31, 2007.

[8] J. A. Kellum, N. Lameire, P. Aspelin et al., “Kidney disease:
improving global outcomes (KDIGO) acute kidney injury work
group. KDIGO clinical practice guideline for acute kidney
injury,” Kidney International Supplements, vol. 2, supplement 1,
pp. 1–138, 2012.

[9] P. Angeli, P. Ginès, F. Wong et al., “Diagnosis and management
of acute kidney injury in patients with cirrhosis: revised con-
sensus recommendations of the International Club of Ascites,”
Journal of Hepatology, vol. 62, no. 4, pp. 968–974, 2015.

[10] V. Arroyo, P. Ginès, A. L. Gerbes et al., “Definition and diag-
nostic criteria of refractory ascites and hepatorenal syndrome
in cirrhosis,” Hepatology, vol. 23, no. 1, pp. 164–176, 1996.

[11] M. Hartleb and K. Gutkowski, “Kidneys in chronic liver
diseases,” World Journal of Gastroenterology, vol. 18, no. 24, pp.
3035–3049, 2012.

[12] C. Francoz and F. Durand, “A new look at renal dysfunction in
the cirrhotic patient,”Critical Care, vol. 16, no. 2, article 118, 2012.

[13] F. Salerno, A. Gerbes, P. Ginès, F. Wong, and V. Arroyo,
“Diagnosis, prevention and treatment of hepatorenal syndrome
in cirrhosis,” Gut, vol. 56, no. 9, pp. 1310–1318, 2007.

[14] J. Cai and T. Han, “Diagnosis and treatment of acute renal
injury in patientswith liver cirrhosis,”Chinese Journal of Clinical
Hepatology, vol. 30, no. 12, pp. 1352–1356, 2014.

[15] M. L. Knapp and O. Hadid, “Investigations into negative inter-
ference by jaundiced plasma in kinetic Jaffemethods for plasma
creatinine determination,” Annals of Clinical Biochemistry, vol.
24, no. 1, pp. 85–97, 1987.

[16] M. K. Nadim, J. A. Kellum, A. Davenport et al., “Hepatorenal
syndrome: the 8th international consensus conference of the
Acute Dialysis Quality Initiative (ADQI) Group,” Critical Care,
vol. 16, no. 1, article R23, 2012.

[17] S. Jia, S. Liu, L. Zhou et al., “The significance of serum cystatin
C in the early diagnosis of chronic renal failure in the elderly,”
China Diagnostics, vol. 17, no. 10, pp. 1834–1836, 2013.

[18] N. Obermüller, H. Geiger, C. Weipert, and A. Urbschat, “Cur-
rent developments in early diagnosis of acute kidney injury,”
International Urology and Nephrology, vol. 46, no. 1, pp. 1–7,
2014.

[19] J. Mishra, K. Mori, Q. Ma, C. Kelly, J. Barasch, and P. Devarajan,
“Neutrophil gelatinase-associated lipocalin: a novel early uri-
nary biomarker for cisplatin nephrotoxicity,” American Journal
of Nephrology, vol. 24, no. 3, pp. 307–315, 2004.
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