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C

ontrast-associated acute kidney injury is characterized by a
decrease in kidney function that occurs within days after the intravascular
administration of iodinated contrast material. In the 1950s, initial cases
were reported in patients with preexisting kidney disease who were undergoing
intravenous pyelography with contrast agents that were associated with a high
incidence of acute kidney injury and other adverse effects.1-4 Over time, an evolution in the design of contrast agents, improved recognition of risk factors, and
implementation of preventive care resulted in lower rates of acute kidney injury
after the administration of contrast material5-7 (Fig. 1). More recent studies have
suggested that the risk of acute kidney injury due to contrast material is overestimated.9-13 Such studies are important, considering that angiographic procedures
may be underused in patients with chronic kidney disease who present with conditions such as acute coronary syndromes, presumably because of concern about
precipitating acute kidney injury.14 This review summarizes the pathophysiology of
contrast-associated acute kidney injury, the diagnostic criteria, and risk stratification; discusses current controversies regarding the incidence of this condition; and
highlights studies that have provided the evidence that forms the basis for preventive care.

Pathoph ysiol o gy, Defini t ion, a nd R isk E s t im at ion
Although the pathophysiological mechanisms by which contrast agents cause kidney injury have not been completely elucidated, direct and indirect effects, as well
as hemodynamic perturbations, have been implicated15,16 (Fig. 2). Contrast agents
are directly toxic to tubular epithelial cells, leading to loss of function and both
apoptosis and necrosis. Indirect mechanisms are related to ischemic injury due to
vasomotor changes mediated by vasoactive substances such as endothelin, nitric
oxide, and prostaglandins. The outer renal medulla has a relatively low partial pressure of oxygen, which when coupled with enhanced metabolic demand, makes the
medulla particularly susceptible to the hemodynamic effects of contrast material.17
Historically, the decline in kidney function after the intravascular administration of iodinated contrast material was referred to as contrast-induced nephropathy and commonly defined as an increase in the plasma creatinine level of at least
0.5 mg per deciliter (44 µmol per liter) or at least a 25% increase from the baseline
level within 2 to 5 days after exposure to contrast material.18-21 The Kidney Disease
Improving Global Outcomes (KDIGO) working group proposed the term “contrastinduced acute kidney injury” and suggested a definition based on a plasma creatinine level that has increased by a factor of 1.5 times or more over the baseline
value within 7 days after exposure to contrast medium, a plasma creatinine level
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Figure 1. Classification of Available Contrast Agents.
Contrast agents are classified according to osmolality. Examples of molecular structures and specific agents are shown, and characteristics
are described according to the American College of Radiology’s Manual on Contrast Media.8

that has increased by at least 0.3 mg per deciliter
(26.5 µmol per liter) over the baseline value
within 48 hours after exposure to contrast medium, or a urinary volume of less than 0.5 ml
per kilogram of body weight per hour that persists for at least 6 hours after exposure.22 Although the plasma creatinine component of this
definition has reasonable sensitivity, its specificity is poor, because plasma creatinine levels
fluctuate owing to fluid shifts and medication
effects. Since other factors (e.g., medications,
hypotension, or atheroemboli) can precipitate
acute kidney injury after exposure to contrast
medium, the term “contrast-associated acute
kidney injury” has gained favor.
The risk of acute kidney injury after the administration of contrast material is also influenced by patient- and procedure-related factors.
Preexisting chronic kidney disease is the strongest patient-related risk factor, with lower levels
of kidney function associated with higher degrees
of risk.23 An analysis of data from 985,737 patients undergoing percutaneous coronary intervention (PCI) confirmed that severe chronic kidney disease was the strongest independent risk
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factor for contrast-associated acute kidney injury.24
Although diabetes mellitus is commonly cited as
a risk factor, data from the Iohexol Cooperative
Study, performed more than 20 years ago, showed
that it was not an independent risk factor but
rather amplified susceptibility in patients with
underlying chronic kidney disease.25 As compared
with the early, high-osmolality contrast agents,
low-osmolality and iso-osmolality agents are associated with a lower risk of kidney injury and
their use is recommended (class I recommendation, level of evidence A) by the European Society
of Cardiology and the American Heart Association–American College of Cardiology.25-28 Use
of contrast medium at a high volume (>350 ml
or >4 ml per kilogram) or repeated administration within 72 hours after initial administration
has been shown to be associated with an increased risk.18,29
There is also evidence that the risk of acute
kidney injury varies with the clinical presentation
and the type of imaging procedure. For example,
patients with ST-segment elevation myocardial
infarction who undergo PCI have a particularly
high risk of contrast-associated kidney injury.30
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Figure 2. Proposed Mechanisms of Contrast-Associated Acute Kidney Injury.
Direct mechanisms of kidney injury from exposure to contrast agents are thought to be due to nephrotoxic effects on the tubular epithelium, leading to loss of function, apoptosis, and eventually, necrosis. Such effects are related to the biochemical properties of the particular contrast medium. At the level of the individual nephron, early tubular epithelial injury is characterized by the loss of cell polarity
due to the redistribution of Na+/K+ -ATPase from the basolateral to the luminal surface of the tubular cells, resulting in abnormal ion transport across the cells and increased sodium delivery to the distal tubules. This phenomenon leads to further renal vasoconstriction through
tubuloglomerular feedback. With the progression of cellular injury, epithelial cells detach from the basement membranes and cause
luminal obstruction, increased intratubular pressure, and finally, a decrease in the glomerular filtration rate. Indirect effects of contrast
agents involve ischemic injury from regionally or globally decreased perfusion. Contrast agents may lead to intrarenal vasoconstriction
locally mediated by vasoactive substances such as endothelin, nitric oxide, and prostaglandin, resulting in reduced glomerular blood
flow and reduced oxygen delivery to the metabolically active parts of the nephron. In addition, contrast agents increase blood viscosity,
leading to further reduction of the microcirculatory flow and to changes in blood osmolality, which in turn impair the plasticity of erythrocytes and may increase the risk of microvascular thrombosis.
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It is generally believed that arteriography is associated with a higher risk than computed tomography (CT), owing to delivery of more concentrated
contrast material to the kidneys with arteriographic procedures and the higher overall risk profile
of patients requiring such procedures.
A series of risk-stratification models that incorporate patient and procedural factors have
been validated in past studies (Table S1 in the
Supplementary Appendix, available with the full
text of this article at NEJM.org).18,31-34 A strength
of these risk-stratification models is that they
are derived from data based on large numbers of
patients. However, there are caveats to their
clinical use — namely, the inclusion of variables
(e.g., the volume of contrast material administered and use or nonuse of a hemodynamicsupport device) that are unknown before the
procedure. Furthermore, most of these models
were developed in studies involving patients
undergoing PCI, which limits their generalizability.

Ser ious A dv er se Ou t c ome s
a nd Impl ic at ions for Cl inic a l
Pr ac t ice
Many studies have shown that contrast-associated
acute kidney injury, defined by small decrements
in kidney function, is associated with increased
mortality.31,35-41 Contrast-associated acute kidney
injury is also correlated with accelerated progression of underlying chronic kidney disease.
James et al. reported that the risk of a sustained
reduction in kidney function at 90 days was
greater for patients who had acute kidney injury
after undergoing coronary angiography than for
those who did not have acute kidney injury.42 For
patients with mild acute kidney injury, the adjusted odds ratio was 4.7 (95% confidence interval [CI], 3.9 to 5.7), and for those with more
severe acute kidney injury, the adjusted odds ratio
was 17.3 (95% CI, 12.0 to 24.9), supporting a
graded relationship between the severity of acute
kidney injury and the risk of sustained kidney
impairment. Accordingly, deteriorating kidney
function after angiography or angioplasty has
been characterized as a major procedural complication in the National Cardiovascular Data
Registry.24
Collectively, these studies and others with
similar findings undoubtedly raised awareness
n engl j med 380;22

of contrast-associated acute kidney injury and
spurred research to identify preventive strategies.
However, the reports are solely associational
(Fig. S1 in the Supplementary Appendix). It is
plausible that contrast-associated acute kidney
injury is a marker of an increased risk of serious
adverse outcomes rather than a mediator of such
outcomes. Support for such a view derives from
a study by Lassnigg et al.,43 who found that although small postsurgical elevations in plasma
creatinine levels were associated with increased
30-day mortality, small decrements in plasma
creatinine levels (≤0.5 mg per deciliter) were also
associated with increased mortality (hazard ratio,
2.27; 95% CI, 1.28 to 4.03). Such fluctuations (up
or down) in plasma creatinine levels after surgical
or radiographic procedures are probably due to
hemodynamic instability, decreased renovascular
autoregulation, or both, rather than an actual
cause of adverse downstream events. A metaanalysis by Coca et al. showed that interventions
that reduced the incidence of acute kidney injury
by nearly 50% failed to reduce the risk of longerterm death (relative risk, 0.97; 95% CI, 0.82 to
1.16) or the development of chronic kidney disease (relative risk, 0.87; 95% CI, 0.52 to 1.46).44
These observations raise doubt about causation
between small increments in plasma creatinine
levels after the administration of contrast material and adverse downstream events; they also
underscore the problem in defining contrastassociated acute kidney injury on the basis of
small increments in a biologic marker (i.e., plasma
creatinine) that are neither specific for injury
due to the administration of contrast material
nor definitively indicative of intrinsic kidney
damage. To date, there have been no adequately
powered clinical trials showing that prevention
of contrast-associated acute kidney injury results
in a survival benefit.
Whether contrast-associated acute kidney injury represents a mediator or a marker of adverse
outcomes, it appears likely that the many studies
documenting these associations have had important unintended consequences for clinical care.
A large and growing number of studies have
shown that patients with chronic kidney disease
are less likely to undergo coronary angiography
and revascularization than patients who do not
have chronic kidney disease.14,45-57 It has been
hypothesized that concern about the risk of contrast-associated acute kidney injury explains these
nejm.org
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findings. This is of considerable importance,
given current uncertainty about the causal relationship between contrast-associated acute kidney
injury and serious adverse outcomes, the substantial morbidity and mortality related to cardiovascular disease among patients with chronic
kidney disease, and clinical practice guidelines
that support the use of invasive care (e.g., angiography) for the management of acute coronary
syndromes in most patients with moderate kidney impairment. Studies showing differences in
the use of angiography based on the presence or
absence of chronic kidney disease underscore
the urgent need to determine the true risk of
clinically significant acute kidney injury in the
large and growing population of patients undergoing contrast-enhanced procedures.

Nephro t ox ici t y of C on t r a s t
M ater i a l in Cur r en t Pr ac t ice
Over the past decade, multiple studies have compared the risk of acute kidney injury after procedures performed with and those performed
without intravascular administration of contrast
material. A meta-analysis by McDonald et al.
that involved 25,950 patients showed no significant difference in the risk of acute kidney injury
between patients who underwent procedures with
intravenous administration of iodinated contrast
material and those who underwent procedures
without it (6.4% and 6.5%, respectively; risk ratio,
0.79; 95% CI, 0.62 to 1.02; P = 0.07).58 The incidence rates of dialysis and death were also
similar in the two groups. Another meta-analysis showed a lower risk of acute kidney injury
among patients with acute ischemic stroke who
underwent CT with intravenous administration
of contrast material, as compared with patients
who underwent CT without the use of contrast
material (odds ratio, 0.47; 95% CI, 0.33 to 0.68;
P<0.01).59 Other studies have reported similar
findings.60,61
Residual confounding and indication bias are
major limitations of such studies. Despite the use
of propensity-score matching in some studies,
higher-risk patients are less likely to be exposed
to contrast material than are lower-risk patients.
This likelihood is underscored by the finding in
several studies of lower rates of acute kidney
injury among patients who were exposed to contrast material than among those who were not,
2150
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an observation that should not be construed as
indicating a nephroprotective effect of contrast
material.59,61 These analyses uniformly concluded
that intravascular administration of iodinated
contrast material does not appear to be associated
with an increased risk of acute kidney injury.
Research reveals that the nominal increments
in plasma creatinine levels that are used to define acute kidney injury are not uncommon in
patients who have undergone contrast-enhanced
procedures, nor are such increases uncommon
among hospitalized patients in general.60,62 However, the incidence of severe acute kidney injury
due to contrast material is quite low. A study
that prospectively assessed the development of
contrast-associated acute kidney injury among
patients with chronic kidney disease who were
undergoing nonemergency coronary angiography
showed that 1.2% of the patients had a postprocedure increase in the plasma creatinine level
that was 50% or more of the baseline value, and
none had an increase of 100% or more or required dialysis.7 In a meta-analysis of studies involving patients who underwent contrast-enhanced
CT, the rate of post-procedure dialysis was just
0.3%.58 Hence, although currently available data
are insufficient to declare that contrast agents are
not nephrotoxic, severe acute kidney injury characterized by substantial decrements in kidney
function, the need for renal replacement therapy,
or both appears to be very infrequent after intravascular contrast administration. Accordingly, a
prudent approach to the care of patients undergoing contrast-enhanced procedures involves judicious implementation of evidence-based preventive care for patients identified as being at
highest risk for acute kidney injury.

Pr e v en t i v e S t r ategie s
Research on the prevention of contrast-associated
acute kidney injury has focused principally on
the use of renal replacement therapies, pharmaceutical agents, and intravenous crystalloid. The
benefits of prophylactic renal replacement therapy and of most pharmaceutical agents have not
been proved, rendering the provision of periprocedural intravenous crystalloid the primary intervention to mitigate risk. Here we summarize data
from studies investigating the use of intravenous
fluids and certain pharmaceutical agents to prevent contrast-associated acute kidney injury.
nejm.org
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Intravascular Volume Expansion

Although several observational studies have
shown a protective effect of intravenous fluids,
evidence from randomized clinical trials is relatively sparse. A study by Trivedi et al. that randomly assigned patients undergoing angiography
to receive intravenous isotonic saline or unrestricted oral fluids was stopped after 53 patients
were enrolled, owing to a markedly lower incidence of contrast-related acute kidney injury with
saline (3.7% vs. 34.6%, P = 0.005).63 Mueller et al.
reported a lower rate of contrast-associated acute
kidney injury with periprocedural use of isotonic
saline as compared with periprocedural use of
half-isotonic saline (0.7% vs. 2.0%, P = 0.04).64
However, the patients in this study had a low
baseline risk. Current American College of Radiology guidelines on the administration of contrast material recommend the use of intravenous
isotonic saline at an infusion rate of 100 ml per
hour for 6 to 12 hours before and 4 to 12 hours
after angiography.8 European Society of Cardiology guidelines on myocardial revascularization
recommend intravenous isotonic saline at a rate
of 1 to 1.5 ml per kilogram per hour for 12 hours
before and up to 24 hours after the procedure.28
A shorter protocol that is more practical for outpatients and those undergoing urgent procedures comprises an intravenous infusion of isotonic saline for 1 to 3 hours before and 6 hours
after the procedure.65
Despite such recommendations, a recent noninferiority trial challenged the tenet that intravenous fluids are effective. In the AMACING (A
Maastricht Contrast-Induced Nephropathy Guideline) trial, which randomly assigned 660 patients
undergoing contrast-enhanced procedures to receive either periprocedural intravenous isotonic
saline or no intravenous fluids, there was no
significant difference in the incidence of acute
kidney injury between the hydration group and
the no-hydration group (2.7% and 2.6%, respectively; absolute difference, −0.1 percentage point;
95% CI, −2.25 to 2.06).21 However, the validity of
this finding is diminished by substantial underenrollment (although the initial plan was to enroll 1300 patients, only 660 patients underwent
randomization), low rates of intraarterial procedures (48%) and interventional procedures (16%),
and moderate chronic kidney disease in a majority of patients. Consequently, it is premature to
conclude that intravenous fluids are ineffective
n engl j med 380;22

or unnecessary on the basis of the results of this
trial.
The volume of intravenous fluid necessary for
the prevention of acute kidney injury in patients
undergoing contrast-enhanced imaging procedures, including those with underlying heart
failure, is unknown. The POSEIDON (Prevention
of Contrast Renal Injury with Different Hydration Strategies) trial compared standard intravenous administration of fluid with a strategy of
fluid administration based on measured left ventricular end-diastolic pressure.20 All patients received 0.9% isotonic saline at a rate of 3 ml per
kilogram per hour for 1 hour before undergoing
coronary angiography. The control group continued to receive isotonic saline at a rate of 1.5 ml
per kilogram per hour during the procedure and
for 4 hours afterward, whereas the pressureguided group received isotonic saline at a rate of
5 ml per kilogram per hour, 3 ml per kilogram
per hour, or 1.5 ml per kilogram per hour for
left ventricular end-diastolic pressure of less
than 13 mm Hg, 13 to 18 mm Hg, and more than
18 mm Hg, respectively. The incidence of acute
kidney injury was lower in the pressure-guided
group than in the control group (6.7% vs. 16.3%;
relative risk, 0.41; 95% CI, 0.22 to 0.79; P = 0.005),
with a very low overall rate of pulmonary compromise.20 Similar results were reported by Qian
and colleagues, who used right atrial pressure to
guide intravascular volume expansion.66 Although
volume expansion was associated with an acceptable side-effect profile in these studies, including among patients with clinically significant
elevations in filling pressures at baseline, the
intravenous fluid and sodium loads may need to
be reduced in cases of heart failure or severe
hypertension.
Multiple trials, many with small samples,
along with subsequent meta-analyses, have compared intravenous isotonic sodium bicarbonate
with isotonic sodium chloride for the prevention
of contrast-associated acute kidney injury, on the
hypothesis that urinary alkalinization would reduce contrast-induced generation of injurious oxygen free radicals. The highly divergent results
of these trials and resultant clinical equipoise
formed the basis for the Prevention of Serious
Adverse Events Following Angiography (PRESERVE)
study.19 In a 2-by-2 factorial design, this doubleblind trial randomly assigned 5177 high-risk
patients undergoing nonemergency angiography
nejm.org
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to receive intravenous isotonic sodium bicarbonate or intravenous isotonic saline, as well as oral
acetylcysteine or oral placebo, for the prevention
of a primary 90-day composite end point comprising death, need for dialysis, or persistent
impairment in kidney function. The trial, which
was stopped early because of futility, showed no
significant difference in the incidence of the
primary outcome (4.4% with bicarbonate and
4.7% with saline; odds ratio, 0.93; 95% CI, 0.72
to 1.22; P = 0.62) or in the incidence of contrastassociated acute kidney injury, which was a
secondary end point (9.5% with bicarbonate and
8.3% with saline; odds ratio, 1.16; 95% CI, 0.96
to 1.41; P = 0.13). Although the exclusion of patients undergoing emergency procedures and a
low overall median volume of contrast material
administered (85 ml) were limitations of this
trial, its large size, robust statistical power, and
use of a clinically relevant primary end point
were important strengths affirming the investigators’ conclusion that isotonic sodium bicarbonate provides no benefit relative to isotonic
saline.
Acetylcysteine

For nearly two decades, numerous clinical trials
have investigated the role of acetylcysteine for the
prevention of contrast-associated acute kidney
injury. The results of these trials and meta-analyses are highly divergent and inconclusive. Despite
equipoise on its efficacy, acetylcysteine has been
widely used in clinical practice because of its
low cost, ease of use, and limited toxic effects.
In the PRESERVE trial, oral acetylcysteine was
administered at a dose of 1200 mg twice daily
for 5 days, beginning on the day of angiography.19 As compared with placebo, acetylcysteine
was not associated with reductions in the rate
of death, need for dialysis, or the rate of persistent impairment in kidney function at 90 days
(4.6% with acetylcysteine and 4.5% with placebo;
odds ratio, 1.02; 95% CI, 0.78 to 1.33; P = 0.88)
or in the rate of contrast-associated acute kidney injury (9.1% and 8.7%, respectively; odds
ratio, 1.06; 95% CI, 0.87 to 1.28; P = 0.58). On
the basis of these findings, the routine administration of acetylcysteine is not recommended
for the prevention of acute kidney injury or
longer-term adverse events after angiographic
procedures.
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Statins

The hypothesis that statins reduce the risk of
contrast-associated acute kidney injury is based on
their antiinflammatory and antioxidant properties. The PROMISS (Prevention of Radiocontrast
Medium–Induced Nephropathy Using Short-Term
High-Dose Simvastatin in Patients with Renal
Insufficiency Undergoing Coronary Angiography)
trial failed to show a difference between simvastatin and placebo with respect to a primary end
point based on the mean peak increase in the
plasma creatinine level within 48 hours after
angiography in patients with chronic kidney
disease.67 Conversely, the PRATO-ACS (Protective
Effect of Rosuvastatin and Antiplatelet Therapy
on Contrast-Induced Acute Kidney Injury and
Myocardial Damage in Patients with Acute Coronary Syndrome) trial showed a significant reduction in rates of acute kidney injury and 30-day
cardiovascular and renal events after PCI in patients treated with high-dose rosuvastatin (40-mg
loading dose on admission followed by a maintenance dose of 20 mg per day) as compared with
patients who did not receive statin treatment.68
Other trials and several meta-analyses have
documented a benefit of prophylactic statins in
patients undergoing PCI.69,70 However, several of
these trials have methodologic limitations —
namely, small samples leading to limited statistical power to examine patient-centered outcomes.
Further studies are needed to definitively clarify
the role of prophylactic administration of highdose statins. Nonetheless, because high-intensity
statins are commonly indicated for atherosclerotic disease according to clinical practice guidelines, many patients undergoing procedures with
contrast administration will have an indication
for maintenance therapy with these agents.
Other Practical Preventive Considerations

Among patients identified as high risk, using the
lowest necessary total dose of low-osmolality or
iso-osmolality contrast medium is advisable. Although a specific threshold definitively associated
with contrast-associated acute kidney injury has
not yet been determined, one approach is to
limit the total volume to less than double the
patient’s baseline glomerular filtration rate.71,72
There are insufficient data to support discontinuation of diuretics, angiotensin-converting–enzyme
inhibitors, or angiotensin-receptor blockers. Stop-

nejm.org

May 30, 2019

The New England Journal of Medicine
Downloaded from nejm.org at IMPERIAL COLLEGE LONDON on May 30, 2019. For personal use only. No other uses without permission.
Copyright © 2019 Massachusetts Medical Society. All rights reserved.

Contr ast-Associated Acute Kidney Injury

ping potentially nephrotoxic agents, including
nonsteroidal antiinflammatory medications, is
appropriate. A preemptive temporary suspension
of metformin therapy has been advocated, not
because this medication augments the risk of
kidney injury but rather out of concern about the
development of lactic acidosis, should severe
acute kidney injury occur. Given the prevalence
of diabetes, the widespread use of metformin,
and practical issues related to the temporary discontinuation of the medication, additional data
are needed before firm, evidence-based recommendations can be provided regarding the discontinuation of metformin in patients undergoing
contrast-enhanced procedures. Figure 3 depicts
our recommended preventive strategies for patients undergoing angiographic procedures.

Determine risk of acute kidney injury
Assess baseline risk factors
Use risk-prediction tools

High risk

Low risk

Use low-osmolality or iso-osmolality
contrast medium
Minimize contrast volume
Suspend nephrotoxic medications
Administer intravenous isotonic
sodium chloride

Use low-osmolality or iso-osmolality
contrast medium
Consider suspending nephrotoxic
medications

Perform follow-up assessment
of kidney function

C onclusions

There have been incremental advances in our
Figure 3. Approach to the Prevention of Contrast-Associated Acute Kidney
Injury in Patients Undergoing Angiographic Procedures.
understanding of the pathophysiology of and
The most effective regimen of intravenous sodium chloride administration
risk factors for contrast-associated acute kidney
in patients at high risk for contrast-associated acute kidney injury has not
injury. However, reliance on a definition based
been determined.
on small increments in the plasma creatinine
level, which are frequently transient and nonspecific for contrast-induced damage, coupled with risk for kidney injury, and to evaluate the posobservational studies showing an association sible survival benefit associated with preventing
with serious, adverse outcomes without known this iatrogenic condition.
cause, has limited meaningful progress in deterThe opinions expressed in this article are those of the authors
mining the clinical importance of this condi- and do not necessarily represent the views of the U.S. government or the Department of Veterans Affairs.
tion. Additional work is clearly needed to effecDisclosure forms provided by the authors are available with
tively address the ongoing controversy over the the full text of this article at NEJM.org.
We thank Birgit Vogel, M.D., and Sabato Sorrentino, M.D.,
true toxic effects of contrast materials in current
Ph.D., at the Zena and Michael A. Wiener Cardiovascular Instiuse, to determine whether there is any justifica- tute, Icahn School of Medicine at Mount Sinai, for their help
tion for limiting their use in patients at elevated with an earlier draft of the manuscript.
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Contrast-Associated Acute Kidney Injury
To the Editor: Contrast-associated acute kidney
injury, as traditionally defined, is no longer a
matter of concern, but the issue of contrast-associated acute kidney injury in patients who require
dialysis still warrants consideration, since it may
jeopardize both survival and long-term renal
function. In their review article, Mehran et al.
(May 30 issue)1 correctly state that evidence regarding the efficacy of preventive measures other
than saline hydration is inconclusive and that the
strategy for prevention should depend on baseline risk. However, the findings of recent major
trials on the matter apply to low-risk populations
only: patients with unstable baseline renal function were excluded from the PRESERVE (Prevention of Serious Adverse Events Following Angiography) trial2 and those with severe chronic kidney
disease (stage 4 or 5) from the AMACING (A
Maastricht Contrast-Induced Nephropathy Guideline) trial.3 In patients who are truly at high risk
for death, there is no evidence that argues against
the use of isotonic bicarbonate and acetylcysteine;
thus, there is room for further research.
The main role of statins is prevention of cholesterol embolism, which is often a delayed event
after arteriography. The discrepancy in efficacy
between the PROMISS (Prevention of Radiocontrast Medium–Induced Nephropathy Using ShortTerm High-Dose Simvastatin in Patients with
Renal Insufficiency Undergoing Coronary Angiography) trial4 and the PRATO-ACS (Protective
Effect of Rosuvastatin and Antiplatelet Therapy
on Contrast-Induced Acute Kidney Injury and
Myocardial Damage in Patients with Acute Coronary Syndrome) trial5 may depend only on the
time at which acute kidney injury was diagnosed
— 48 hours or 30 days.
Andrea Campo, M.D.
Azienda Sanitaria Locale Cuneo 2
Alba, Italy
andrea_campo@hotmail.com
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To the Editor: In their review of contrast-associated acute kidney injury, Mehran et al. conclude
that there is no protection from volume expansion or urinary alkalinization with sodium bicarbonate as compared with isotonic saline because the incidences of major adverse kidney
events in patients who received these agents in
the PRESERVE trial were similar.1 That finding,
however, should not be construed to suggest that
greater urinary alkalinization cannot be beneficial in some circumstances. In the PRESERVE
trial, the mean value for urinary pH was 6.7 with
bicarbonate and 6.0 with saline.1 This degree
of urinary alkalinization may be insufficient to
achieve the putative protection of suppression
of reactive oxygen species, which is greatly enhanced at a higher pH.
Although not mentioned in their article, acetazolamide, by inhibiting carbonic anhydrasemediated bicarbonate resorption, generates a
much higher urinary pH and bicarbonate concentration than bicarbonate alone (7.8 vs. 6.4 mmol
per liter and 3.0 vs. 75 mmol per liter, respectively 2). Other benefits of acetazolamide include
renal vasodilation, increased renal oxygenation,3
and up-regulation of hypoxia-inducible factor1α.4 We believe that these several attributes of a
drug that has a long safety record and was associated with positive results in two clinical
trials2,5 warrant review in a larger trial, perhaps
in combination with intravenous bicarbonate
administration.
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To the Editor: We would like to raise a point
not mentioned by Mehran et al. — a role for uric
acid in the pathogenesis of contrast-associated
acute kidney injury. Radiocontrast agents have
uricosuric effects. Epidemiologic studies have
shown that an elevated serum level of uric acid is
an independent risk factor for acute kidney injury;
an elevated level increases the risk by a factor of
2 or 3.1 Uric acid crystals in urine can cause tubular obstruction, increased intraluminal hydrostatic pressures, and consequent decreases in the
single-nephron glomerular filtration rate (GFR)
and in renal plasma flow. In addition, uric acid
crystals can activate inflammatory pathways and
cause tubular-cell injury. Soluble uric acid, at levels that do not lead to crystal formation, causes
renal vasoconstriction, a decrease in the GFR,
activation of the renin–angiotensin system, a
decrease in the bioavailability of nitric oxide,
preglomerular arteriolar thickening, and impaired
autoregulation.2 Two prospective, randomized,
controlled trials (one with 159 participants and
the other with 500)3,4 showed that prophylactic
oral allopurinol in addition to volume expansion
significantly reduced the incidence of contrastassociated acute kidney injury. Randomized,
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To the Editor: In their article on contrast-associated acute kidney injury, Mehran et al. state
that it is premature to conclude that intravenous
fluids are not efficacious on the basis of the results of the AMACING trial.1 We would like to
address their argument that “validity . . . is diminished by substantial underenrollment.” In
noninferiority trials, missing unacceptably large
differences between groups and falsely concluding noninferiority is the type I error (α).2 Conventionally, a one-sided alpha level of 5% is chosen,
and if the 95% confidence interval around the
absolute difference between groups excludes the
noninferiority margin, as in the AMACING trial,
the null hypothesis (i.e., a difference exceeding the
noninferiority margin) can be rejected. It is the
probability of making a type II error — not recognizing a truly noninferior treatment — that
increases with reduced sample size.3 The
AMACING trial is representative of clinical
practice in both procedure types and patients
eligible for guideline-recommended standard prophylaxis.1 No benefits from intravenous fluids were
observed, 5.5% of patients had complications, and
follow-up at 1 month and 1 year confirmed the
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safety of withholding prophylaxis in this population (with an estimated GFR of 30 to 59 ml per
minute per 1.73 m2 of body-surface area).1,4 Indeed, European and other guideline committees
no longer recommend intravenous fluids for patients with an estimated GFR greater than 29 ml
per minute per 1.73 m2.
Estelle C. Nijssen, M.Sc.
Maastricht University Medical Center
Maastricht, the Netherlands

Patty J. Nelemans, M.D., Ph.D.
Maastricht University
Maastricht, the Netherlands

Joachim E. Wildberger, M.D., Ph.D.
Maastricht University Medical Center
Maastricht, the Netherlands

for the AMACING Investigators
Ms. Nijssen reports receiving funding for the AMACING trial,
paid to her institution, from the foundation Stichting de Weijerhorst. Dr. Wildberger reports receiving institutional grants to
the Department of Radiology and Nuclear Medicine, Maastricht
UMC+ (through the Clinical Trial Center Maastricht) from Agfa
Healthcare, and receiving speaking fees from Bayer and Siemens.
No other potential conflict of interest relevant to this letter was
reported.
1. Nijssen EC, Rennenberg RJ, Nelemans PJ, et al. Prophylactic
hydration to protect renal function from intravascular iodinated
contrast material in patients at high risk of contrast-induced
nephropathy (AMACING): a prospective, randomised, phase 3,
controlled, open-label, non-inferiority trial. Lancet 2017;389:
1312-22.
2. Schumi J, Wittes JT. Through the looking glass: understanding non-inferiority. Trials 2011;12:106.
3. Patterson SD, Jones B. Bioequivalence and statistics in clinical pharmacology. 2nd ed. Boca Raton, FL: Chapman & Hall/
CRC Press, 2017.
4. Nijssen EC, Nelemans PJ, Rennenberg RJ, van Ommen V,
Wildberger JE. Prophylactic intravenous hydration to protect renal function from intravascular iodinated contrast material
(AMACING): long-term results of a prospective, randomised,
controlled trial. EClinicalMedicine 2018;4-5:109-16.
DOI: 10.1056/NEJMc1908879

The authors reply: Campo suggests that the
effects of isotonic sodium bicarbonate and acetylcysteine for the prevention of contrast-associated
acute kidney injury are unknown in patients at high
risk for injury, citing the exclusion of such patients
from recent studies, including the PRESERVE
trial.1 Although the PRESERVE trial excluded patients undergoing emergency angiography and
those with stage 5 chronic kidney disease, all
participants had stage 3 or 4 chronic kidney dis-
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ease, and those with stage 3A chronic kidney disease had to have underlying diabetes. Hence, the
study population was highly representative of
patients who would be considered to be at high
risk for contrast-associated acute kidney injury.
Campo also comments on the role of statins,
referring to their use in the prevention of atheroembolic disease and the discrepancies in the
findings of past trials involving patients with
contrast-associated acute kidney injury. Although
our review article did not address preventive
strategies for atheroembolic disease, we noted
that the role of statins in the prevention of
contrast-associated acute kidney injury has not
been definitively established. Large, adequately
powered trials investigating patient-centered
outcomes associated with contrast-associated
acute kidney injury are needed.
Swenson and Sanghavi note that urinary alkalinization greater than that achieved in patients
who received sodium bicarbonate in the PRESERVE
trial may be beneficial in the prevention of
contrast-associated acute kidney injury. Since the
trials cited enrolled small numbers of patients
and used surrogate biochemical end points, appropriately powered clinical trials would be needed to address the role of urinary alkalinization.
Uric acid has not been identified as a primary
factor in the pathogenesis of contrast-associated
acute kidney injury. Mohandas et al. cite two
trials that reported a benefit from the use of
allopurinol for the prevention of contrast-associated acute kidney injury, but these trials were
underpowered. Furthermore, other trials, also
limited in scope and size, showed no benefit
from the use of allopurinol. In light of the discrepant findings regarding the benefit of allopurinol reported in small trials, it may be premature to call for further randomized trials before
additional data are available regarding the specific mechanistic role played by uric acid, if any,
in the pathogenesis of contrast-associated acute
kidney injury.
Finally, in our review of a noninferiority trial
conducted by Nijssen et al.2 that tested the effect
of hydration in the treatment of contrast-associated acute kidney injury, we commented that the
limitations of that trial rendered it of little use
in changing clinical practice. These limitations
included the enrollment of a small population of
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patients largely at low risk for kidney injury and
the use of a wide upper bound for the confidence
interval. Since the event rates were 2.6% to 2.7%
(8 vs. 8 events per group), we view the prespecified 2.1% upper bound of the noninferiority margin as being too wide to be considered
clinically meaningful.
Roxana Mehran, M.D.
George D. Dangas, M.D., Ph.D.
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INTERNATIONAL SOCIETY FOR STEM CELL RESEARCH
The following symposia will be held: “From Stem Cell Biology to New Therapies” (Toronto, Nov. 6–8) and “Stem Cells
and Regenerative Medicine” (Shanghai, China, March 13–15).
Contact the International Society for Stem Cell Research,
5215 Old Orchard Rd., Suite 270, Skokie, IL 60077; or call (224)
592-5700; or see http://www.isscr.org.

MAYO CLINIC
The following courses will be offered in Rochester, MN,
unless otherwise indicated: “Mayo Clinic Hot Topics in Family
Medicine” (Red Wing, MN, Oct 4); “Mayo Clinic Pediatric Days
2019” (Chicago, Oct. 6–8); “Mayo Clinic Preventive Medicine
Symposium” (London, Oct. 17 and 18); “Frontiers in Addiction
Treatment 2019” (Nov. 1); “Minnesota Memorial Pediatric
Orthopaedic Symposium 2019” (Nov. 8); “2019 Mayo Clinic
Leadership Forum” (Mumbai, India, Nov. 11 and 12); “Middle
East Healthcare Social Media Summit 2019” (Dubai, United
Arab Emirates, Dec. 9 and 10); “Endocrine Update 2020” (San
Juan, Puerto Rico, Feb. 24–28); “Infectious Diseases Practice
Updates 2020” (Waimea, HI, March 2–6).
Contact the Mayo School of Continuous Professional Development, 200 First St. SW, Rochester, MN 55905; or call (800)
323-2688 or (507) 284-2509; or fax (507) 284-0532; or see
https://ce.mayo.edu; or e-mail cme@mayo.edu.

HEAL 2020: HEARING ACROSS THE LIFESPAN
The conference will be held in Cernobbio, Lake Como, Italy,
June 4–6. Deadline for submission of abstracts is Jan. 15.
Contact the Organising Secretariat, Meet and Work Srl,
Piazza del Sole e della Pace 5, 35031 Abano Terme (Padova),
Italy; or call +39.049.8601818; or fax +39.049.8602389; or e-mail
meet@meetandwork.com; or see http://www.heal2020.org.

AMERICAN SOCIETY OF TROPICAL MEDICINE
AND HYGIENE
The “ASTMH 68th Annual Meeting” will be held in National
Harbor, MD, Nov. 20–24.
Contact the American Society of Tropical Medicine and Hygiene, 241 18th St. South, Suite 501, Arlington, VA 22202; or
call (571) 351-5409; or e-mail info@astmh.org; or see https://
www.astmh.org/annual-meeting.
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