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Our paper 20 years later: from acute renal
failure to acute kidney injury—the
metamorphosis of a syndrome

Abstract Purpose: More than

20 years ago we reported an analysis
of a case series of elderly critically ill
patients with acute kidney injury
(AKI)—then termed acute renal fail-
ure. At that time, AKI was regarded
as a “simple” complication, but has
since undergone a fundamental
change and actually has become one
of the central syndromes in the criti-
cally ill patient. Methods: We have
analyzed elderly patients above

65 years of age with an AKI defined
as serum creatinine above 3 mg/dl
corresponding to modern KDIGO
stage 3, most of them requiring renal
replacement therapy (RRT). Using an
extremely complete data set the
diagnosis differentiated the underly-
ing disease entity, the dominant cause
of AKI, acute and chronic risk factors
(comorbidities). Special aspects such
as severity of disease, early AKI at
admission versus late AKI, early
versus later start of RRT, AKI not
treated by RRT in spite of indication
for RRT, various measures of short-
term and long-term prognosis, renal
outcome, patients dying with resolved
AKI, and causes of death were eval-
uated. Results: Crude mortality was
61 % which corresponds to modern

studies with gross variation among
the different subgroups. Age per se
was not a determinant of survival
either within the group of elderly
patients or as compared to younger
age groups. Despite an increase in
mean age and disease severity during
the observation period prognosis
improved. A total of 17 % of patients
developed a chronic kidney disease.
Long-term survival as compared to
the general population was low.
Conclusions: A look back at the last
two decades illustrates a remarkable
evolution or rather metamorphosis of
a syndrome. AKI has evolved as a
central syndrome in intensive care
patients, a systemic disease process
associated with multiple systemic
sequels and extra-renal organ injury
and exerting a pronounced effect on
the course of disease and short- and
long-term prognosis not only of the
patient but also of the kidney. More-
over, the “non-renal-naive” elderly
patient with multiple comorbidities
has become the most frequent ICU
patient in industrialized nations.
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Introduction

More than 20 years ago we reported an analysis of a
series of 243 cases of acute kidney injury (AKI)—at
that time termed acute renal failure (ARF)—in elderly
critically ill patients treated at one institution over a
period of 15 years [1]. At the time of our study AKI
was seen as a “simple” complication which was
regarded as not so important because it was assumed
that renal function can be supported more or less
indefinitely by renal replacement modalities. An often
heard statement was “no patient dies from but only
with ARF”.

In this investigation specifically we have differentiated
the underlying disease entities, the dominant causes of
AKI, acute and chronic risk factors (comorbidities).
Additional aspects such as severity of disease, early AKI
at admission versus late AKI, early versus later start of
renal replacement therapy (RRT), AKI not treated by
RRT in spite of indication for RRT, various measures of
short-term and long-term prognosis, renal outcome,
patients dying with resolved AKI, and causes of death
were evaluated.

In the time span since this study AKI as a syndrome
has undergone a fundamental evolution or rather
metamorphosis which is not only illustrated by the
transition of the terminology from ARF to AKI. The
new term AKI and a worldwide accepted definition and
staging reflect the complex continuum of renal dys-
function ranging from a risk situation to overt injury,
from functional and volume-dependent stages to tubular
damage.

With the central role of the kidney in maintaining
the “milieu interieur” and orchestrating organ interac-
tions, any renal dysfunction exerts a profound effect on
all physiologic functions of the body and organ systems
[2]. Thereby AKI fundamentally modifies the course of
disease and outcome of both the patient and the kidney,
not only during ICU stay but also in the long term.
Actually, AKI presents the strongest denominator of
outcome in the ICU patient and for long-term survival
[3, 4].

Incidence of both of community- and hospital/ICU-
acquired AKI is still dramatically rising and AKI has
actually become an important cause of chronic kidney
disease (CKD) [5].

Using a complete data set of all patients, our study has
anticipated several of these developments. Such an
anniversary provides the opportunity to look back at a
fundamental change in the perception of an organ dys-
function which actually has become a central syndrome in
the ICU patient and illustrates in many aspects the com-
plex evolution of intensive care medicine in general and
helps to define main targets for future research and
advances [6].

The elderly: not “renal-naive” patients and no longer
a neglected “subgroup” of patients

Our study was focussed on “elderly” patients at an age
above 65 years. The mean age of ICU patients at the time
of our investigation was below 60 years and thus, we
thought to analyze a specific subgroup of patients. How-
ever, the mean age of ICU patients in general has
constantly increased during the last few decades and in
industrialized countries is about 69 years and soon will
surpass the 70-years threshold.

A further aspect presents the fact that the risk of
developing AKI increases with age so a higher portion of
the older patients have AKI (Fig. 1). Thus, at least two-
thirds of patients with AKI are now already within this
advanced age group and, in contrast to the widely held
perception by many intensivists of the “geriatric patient”,
the elderly are no longer an earlier often neglected if not
disregarded subgroup of patients but represent the
majority, i.e., the “standard” patient in the ICU of the
twenty-first century. This demographic aspect has fun-
damentally changed many facets and objectives of
modern intensive care medicine in general.

Textbooks usually give us the impression that any
insult leading to AKI hits an otherwise healthy person or
at least a person with an otherwise healthy kidney. With
the mean age of AKI patients being above 65 years of
age, patients are not “renal naive” but have—besides the
advanced age with its physiologic alterations of kidney
structure and function—many comorbidities and under-
lying disease processes, like heart failure, hypertension,
or type 2 diabetes mellitus with an associated chronic
impairment of renal function [7]. The pattern of comor-
bidities is a major denominator for outcome and also for
long-term sequels of AKI and also the potential transition
to CKD [5, 8].

So any acute insult hits an already chronically com-
promised organ function. In this context—as compared to
younger patient groups—a minor insult will lead to renal
dysfunction. It is well recognized that the elderly is at a
much higher risk for developing AKI and even moderate
degrees of volume depletion can cause profound impair-
ment of renal function [9, 10].

Age is an important cause of the dramatic worldwide
increase in the incidence of AKI (Fig. 1). Moreover,
acute-on-chronic renal injury has become a leading cause
of AKI which exerts a major impact on short- and long-
term prognosis [11, 12].

Definition and diagnosis of AKI

At the time of our investigation there was no interna-
tionally accepted definition and staging of AKI available.
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Fig. 1 Age of patients with the
admission diagnosis of acute
kidney injury stage 3 admitted
to Austrian intensive care units
during the years 2010-2014.

N = 2576 patients. Data
provided by Metnitz P. and
Metnitz B., 2015; ASDI
(Austrian Society for
Documentation and Quality
Assurance in Intensive Care)
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Fig. 2 Conceptual model of
acute kidney injury. Kidney
damage and changes in function
may precede each other or
occur concurrently. The
availability of specific
biomarkers permits recognition
of kidney damage separately
from changes in kidney
function (from Ref. [14], with
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In the meanwhile the term “acute renal failure” was
abandoned and replaced by the term “acute kidney
injury” reflecting the fact that renal dysfunction not only
represents the final stage organ dysfunction, the “failure”,
but includes a complex pattern of impairment of various
aspects of the complex renal function, of perfusion,
glomerular filtration, and tubular injury/interstitial
inflammation, which may occur in a temporal sequence
but also concurrently (Fig. 2) [13].

For the future this means that creatinine alone with all
its shortcomings certainly cannot serve as a sufficient tool
to differentiate these various patterns, the heterogeneity of
renal dysfunction. Biomarkers reflecting injury in various
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anatomical structures of the kidney might enable an early
and more differentiated diagnosis of AKI (Fig. 2) [13—
16].

In the meanwhile in several international consensus
conferences definitions and staging of AKI were elabo-
rated, which recently were unified in the generally
accepted KDIGO definition [17, 18].

By 2004 we had shown that even small changes in
serum creatinine in the early course of disease are asso-
ciated with an increased mortality, a finding confirmed in
many subsequent studies [19, 20]. Small changes of
serum creatinine and/or of kidney function can serve as a
“Cassandra” foreseeing an ongoing but often
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Fig. 3 Mortality of various groups of patients with AKI, early
versus late, early beginning versus late beginning of RRT, patients
on RRT versus patients not on RRT, and those patients fulfilling
RRT criteria but not being treated. Data adapted from Ref. [1]

unrecognized pathology which negatively affects prog-
nosis. Thus, a small rise of more than 0.3 mg/dl was
included in the classification of AKI as a risk stage
(stage 1 or R) [17, 19, 20].

This crucial prognostic importance of early stages of
renal dysfunction has stimulated the creation of electronic
alert systems and also of clinical outreach services to warn
treating physicians of an impeding renal problem and to
enable an early start of preventive interventions [21, 22].

Preceding these developments AKI was arbitrarily
defined in our study as a rise of serum creatinine above
3.0 mg/dl, a doubling of serum creatinine in the presence
of CKD and/or the need of RRT. Terminal rises in crea-
tinine (within 48 h of death) were excluded from analysis.

The large majority of cases in our study quite accu-
rately correspond to a stage 3 AKI in the modern KDIGO
definition.

Indications for RRT were standardized and grouped
into five entities, at that time mainly “renal makers”, such
as BUN concentration, plasma potassium, and volume
overload.

The spectrum of AKI in the ICU: pathophysiology and
etiology

Using an extremely complete database and analysis of
every single patient by one of us, we used a sophisticated
approach in the description of the patients and in the
definition of subgroups of AKI.

Traditionally, pathophysiology of AKI is grouped into
ischemic and nephrotoxic entities. When designing our
study 25 years ago, we were already convinced that this

simplistic view does not mirror the clinical situation of
AKI in the critically ill patient. The evolution of AKI is
much more complex and includes a broad pattern of
hemodynamic alterations, cellular failure, toxic effects,
coagulation activation, inflammatory mechanisms, and
several other factors. This often neglected clinical com-
plexity is also the main reason why—"“lost in
translation”—none of the many therapeutic interventions
for the prevention/therapy of AKI which were often
effective in the isolated model of animal studies were
ineffective in the human situation and could not be
transferred into clinical routine.

Moreover, in clinical routine it is often assumed that AKI
is usually caused by a single insult. This traditional view
again has to be challenged with monocausal AKI being
rather an exception in the ICU patient. Despite the fact that
the kidney is an extremely sensitive organ, a single insult is
usually not sufficient to cause renal breakdown [23].

This is illustrated by the example of cardiopulmonary
resuscitation. Despite the often extended no-flow periods,
more severe stages of AKI (AKI 3 and requirement for
RRT) affected less than 5 % of patients at our institution
[24]. Higher rates of use of RRT such as reported in
recent papers are mainly due to differences in case mixes
(mean age of patients, comorbidities) and an expansion of
“non-renal” indications for RRT [25, 26].

So usually it is a combination, a pattern of insults
leading to renal dysfunction. Hemodynamic alterations,
coagulation activation, mechanical ventilation using
higher PEEP levels, nephrotoxic mediations and contrast
media, an inflammatory state, or heart failure all may
contribute concertedly to renal dysfunction.

In our study we have tried to address these various
factors and in our analysis we have separately differen-
tiated the underlying disease process (15 entities), the
main causes of AKI (16 items) (Table 1), acute risk fac-
tors (10 items), and chronic risk factors/comorbidities (6
items, Table 2). This sophisticated analysis is still unique
in 25 years and we are convinced that such an approach is
appropriate in describing such a multifaceted syndrome as
AKI in the critically ill patient.

The five leading main causes of AKI according to this
analysis were cardiac causes (congestive heart failure),
perioperative AKI, exsiccosis/hyperosmolar states (as
often seen in the elderly), sepsis, and hypovolemic shock
(Table 1). Interstitial nephritis, an often underdiagnosed
and neglected cause of AKI in the ICU, was present in
8 % of cases.

Subgroups of AKI patients: definition and outcome

In the analysis of prognosis we evaluated various aspects
which gained interest or even became standard later on. Some
of those actually have not been investigated since (Fig. 3).
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Table 1 Acute renal failure in the elderly: Main causes of ARF
(data from Ref. [1])

Cause N Mortality (%)

Cardiac failure/cardiogenic shock 70
Post surgery (excl. hypovolemia) 31 61

Exsiccosis/hyperosmolar syndrome 29 28
Septicemia/septic shock 27 70
Hypovolemic shock (hemorrhage etc.) 26 65
Peritonitis/pancreatitis 21 67
Acute interstitial nephritis 16 50
Cardiopulmonary resuscitation 13 69
Shock (other causes) 9 100
Renoparenchymal and renovasclar 8 86
Medicaments/contrast media 6 0
Hemolysis/myolysis 4 75
Parainfectious (pneumonia etc.) 4 75
Postrenal 4 25
Hepatic failure 2 100
Hypercalcemia 2 0
Total 242 61

Table 2 Acute and chronic risk factors for the development of
acute renal failure in the elderly (data from Ref. [1])

N %
Chronic risk factors
Chronic renal impairment 79 33
Hypertension 69 29
Diabetes type I + II 37 15
Chronic cardiac failure 33 14
Chronic hepatic disease 19 8
Chronic pyelonephritis 9 4
Acute risk factors
Hypovolemia 91 37
Septicemia 42 17
Artificial ventilation 38 16
Hypotension (non-hypovolemic) 26 11
Peritonitis 25 10
Diffuse intravascular coagulation 14 6
Electrolyte derangements 9 4
Acute interstitial nephritis 9 4
Medicaments/contrast media 8 3
Hemolysis/myolysis 5 2

Total mortality was 61 % which parallels findings
from later investigations [27, 28]. Mortality of elderly
patient aged over 65 years (61 %) was not higher than in
younger age groups at our institution at this time, being
57 % in patients below 18 years and 59 % in patients
aged 18-65 years. Nor could we see an effect of age on
mortality within this group of patients itself of over 64 to
over 80 years of age.

In the general ICU population age correlates with
mortality. We hypothesize that in the elderly, because of
age-associated alterations in renal function and the many
comorbidities, a comparably minor insult will lead to AKI
and this less severe disease constellation may mask any
negative impact of age on outcome [10].

Severity of AKI (stages according to plasma crea-
tinine, BUN, diuresis, and need for RRT) was associated
with outcome. Of patients on RRT only 29 % survived.

At this time we have already separated AKI at
admission (“early AKI”) and AKI developing in the ICU
(“unit acquired AKI”) with a large difference in prog-
nosis (49 vs. 19 % survival). Even in the presence of
conflicting studies we are convinced that if AKI is
developing within the ICU setting and an optimal thera-
peutic environment is available, prognosis is worse than if
AKI is present on admission [29].

Patients in whom RRT was initiated early, i.e., at a
BUN level below 90 mg/dl, had a better prognosis than
those in whom RRT was started late (BUN abo-
ve 120 mg/dl), a finding which was confirmed in many
subsequent cohort studies [30]. The timing of the optimal
start of RRT in AKI at present is actually one of the most
controversial subjects in the care of patients with AKI and
several ongoing RCTs hopefully will help to clarify this
problem.

But we also assessed the evolution of renal function
during the ICU stay. Actually, several of the patients died
in spite of the fact that AKI was resolved. This important
fraction of patients (in our investigations 19 % of non-
survivors) is missed in most investigations.

In addition, we specifically assessed a group of
patients who fulfilled the criteria for initiating RRT but
who had not been dialyzed. This included a fraction of
patients in whom therapy was withheld because of the
terminal state of the patients (15 % of AKI patients, all
of whom died), but also a group of patients in whom the
treating physicians did not initiate RRT because they
assumed that the patient could be better supported by
conservative measures (12 % of patients). This group of
subjects—which has received much interest in recent
years—had a much better prognosis (61 % survival rate)
[31, 32]. With the current recommendations of “early
RRT” the identification of such patients who actually
will not profit from an early initiation presents an
important aspect for the management of AKI in the
future [32]. Overall mortality of the patients with AKI
decreased from above 80 % at the beginning to about
50% at the end of the observation period of 15 years.
This was seen in spite of the fact that severity of disease
(as assessed by APACHE score, the rate of septicemia
and of mechanical ventilation) and the mean age of
patients have increased. Whether prognosis of AKI in
fact has improved during the last decades remains to be
a subject of controversy.

In our investigation we also assessed “renal progno-
sis”. At this time it was a dogma that when a patient
survives the disease leading to AKI the kidney will
completely recover. In our investigation 35 % of surviv-
ing patient showed a transition of AKI into a chronic
kidney problem. On the other hand only 4 % of patients
remained RRT dependent.

In the meanwhile it is generally accepted that AKI
increases the risk of CKD [5, 33]. With the dramatic
increase in the incidence of AKI, AKI has actually
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Fig. 4 Causes of death in elderly patients with acute kidney injury.
Data adapted from Ref. [1]

become an important cause of CKD and the “epidemic”
of end-stage renal disease [34].

Causes of death were differentiated into seven groups
(severe infection/sepsis, cardiac causes, cerebral/cere-
brovascular causes, hemolysis/haemorrhage, hepatic
failure and other causes (Fig. 4)). Sepsis and septic shock
were the leading causes of death, which points to the
profound impact of AKI on immuncompetence. Not a
single death could be attributed to conventional compli-
cations of AKI (such as hyperkalemia, volume overload
etc.) (which actually are associated with a much better
prognosis [35]). Severe infections as the leading causes of
death in patients with AKI have been confirmed in various
studies [36, 37].

We also analyzed long-term prognosis of the patients
after being discharged from the hospital in comparison to
the general Austrian population of the same age. We did
not dare to publish these somewhat distressing results.
This profound effect of AKI on long-term prognosis has
been confirmed in many subsequent studies for several
age groups [38-40]. This negative impact of AKI cer-
tainly is more prominent in the elderly with an already
high “background” mortality rate.

AKI: the recognition as a systemic disease process

Even when at the time of our study “ARF” mostly was
seen just as a “simple” complication, it was our convic-
tion that acute kidney dysfunction causes a broad pattern
of specific systemic consequences and complications.
Originally, our main interest was focused on the
metabolic consequences of AKI where we described a
series of specific and distinct alterations [41-44]. Even in
our case series we evaluated metabolic aspects, such as

insulin resistance and hyperglycemia and also hyper-
triglyceridemia but this information was—along with
several other aspects—not included into the final
publication.

In the meanwhile, it has become generally accepted
that AKI “is more than a kidney disease”, that AKI
actually is a “pan-metabolic, pan-endocrine and pan-or-
gan” problem, that AKI presents a systemic syndrome
modulating any critical illness and course of disease, and
exerting a pronounced effect on short- and long-term
prognosis not only of the patient but also of the kidney [2,
45, 46]. This specific and independent effect of AKI on
prognosis—the “attributable” mortality—we have later
detailed and this finding again was confirmed in many
subsequent investigations [28, 47].

Specifically, AKI plays a fundamental role in modu-
lating and augmenting any inflammatory process and in
addition is associated with a profound depression of
immunocompetence. This includes the release of cytoki-
nes and inflammatory mediators, increase in oxidative
stress, activation of various immune cells, neutrophil
extravasation, generalized endothelial injury, increased
vascular permeability, and tissue edema formation [2].

Within this context AKI also exerts profound effect on
other organ systems, such as the lungs, the heart, liver,
and brain. With this broad pattern of “distant organ
injury” AKI nowadays is seen as a modifier, a “motor” of
multiple organ dysfunction syndrome [2, 48].

The main causes of death in our series were infections,
a situation which has not changed for 50 years (Fig. 4)
[36]. These systemic effects and especially the impact of
renal dysfunction on manifold immunologic functions of
the kidney certainly present a main area of research for
the future [49].

Ethical implications

In these years of intensive care medicine three decades
ago it was questioned whether invasive and expensive
therapies such as RRT are justified in such old critically
ill patients. However, the last three decades have wit-
nessed a fundamental change in the demography. The age
group of 65 years and more are no longer a marginalized
sector of the society. This group is not only a rapidly
growing but also an increasingly important part of soci-
ety, contributing essentially to the social life and culture
of modern communities. This seminal demographic
development also has fundamentally changed the practice
of intensive care medicine. The elderly have become our
main patient population with prognosis not being funda-
mentally different from other age groups.

Nobody would question nowadays that age per se
should not be the justification to withhold any kind of
therapy, reflecting the basic ethical principles of
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beneficence and justice [40]. Relevant certainly, much
more than age, are the physical and cognitive condition of
the patient before ICU admission, such as frailty, the
pattern of comorbidities, the potential reversibility of an
acute intermittent complication leading to ICU admission,
and the perspective to regain autonomy, functionality, and
the pre-ICU-state. Decisions have to be based on a careful
assessment of the individual situation of every single
patient and care has also to be taken to avoid
“overtreatment”, therapeutic futility. These considera-
tions are especially relevant for the decision to initiate
RRT.

AKI: where is the future?

The fundamental importance of kidney function for
maintaining fluid compartments of the body, electrolyte
balance, blood pressure regulation, oxygen sensing, the
complex metabolic and endocrine functions, and—more
recently in focus—the essential immunologic functions
render renal dysfunction a multifaceted systemic disease
process [2]. Actually, AKI is not a “cute” kidney injury,
but a systemic syndrome modulating any critical illness
and the course of disease, exerting a pronounced effect on
short- and long-term prognosis not only of the patient but
also of the kidney.

Interestingly, epidemiological and clinical studies on
AKI have been mainly generated by intensivists/ICU
nephrologists and AKI was often neglected by the tradi-
tional nephrology community. With a sharp rise in
incidence of both out-of-hospital (community-acquired)
AKI [50] and AKI developing within the hospital (hos-
pital-acquired) of about 10 % year [51] awareness of AKI
among nephrologists has also caught up and nowadays
AKI is perceived as one of the central syndromes of
nephrology; and World Kidney Day 2013 has been ded-
icated to AKI [34, 52].

With the dramatic increase in incidence and the dis-
proportionate resource utilization AKI has a significant
impact on the heath care system in general with its
intrinsic limitations of resources.

Despite the fact that patients are getting older and
more severely ill, prognosis of AKI has somewhat

improved during recent decades—as also illustrated by
our study. Nevertheless, mortality remains distressingly
and unacceptably high [53].

Thus, the leading topics for the future on one side are
strategies for prevention of renal injury, and on the other
side—when AKI has become manifest—therapeutic
interventions, both pharmacological and extracorporeal,
to mitigate or avoid the multiple systemic consequences
and long-term sequels of renal dysfunction.

To this end early diagnosis of AKI including the dis-
crimination of functional alterations and of impeding or
manifest cellular injury by biomarkers, the identification
of mechanisms of long-term consequences and mediators
of chronic renal injury, and potential targets to stimulate
renal regeneration are critical areas of research [54]. We
have to learn more about non-renal consequences and
distant organ injury and impact on immunologic functions
and impairment of immunocompentence [49].

Moreover, mediators of “uremic memory”—the fact
that even when AKI has fully reversed and renal function
normalized, a resolved AKI affects the further course of
life and long-term survival in a patient—should be iden-
tified [55].

Finally, it has become distressingly clear that the
currently available RRT modalities, which are admittedly
rather simple, actually at best can support isolated aspects
of excretory renal dysfunction but not replace the multiple
and sophisticated renal functions. Moreover, it is
increasingly recognized that currently available RRT
modalities are also associated with many and in part
serious side effects. Among these much debated recently
is the potential of intermittent hemodialysis to promote
chronic renal injury [56].

Thus, for future developments it will be mandatory
that extracorporeal treatment modalities are also
improved so that these more appropriately can assist a
broader spectrum of renal functions and more effectively
deserve the term “replacement therapy”.
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