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ABSTRACT

INTRODUCTION: Acute renal failure is characterised by abrupt and sustained decline in glomerular filtration rate, which leads to accumulation
of urea and other chemicals in the blood. The term acute kidney injury has been recently introduced to encompass a wide spectrum of acute
alterations in kidney function from very mild to severe. Acute renal failure/acute kidney injury is classified according to the RIFLE criteria
where a change from baseline serum creatinine or urine output determines the level of renal dysfunction. METHODS AND OUTCOMES:
We conducted a systematic review and aimed to answer the following clinical questions: What are the effects of interventions to prevent
acute renal failure in people at high risk? What are the effects of treatments for critically ill people with acute renal failure? We searched:
Medline, Embase, The Cochrane Library, and other important databases up to April 2007 (BMJ Clinical Evidence reviews are updated peri-
odically, please check our website for the most up-to-date version of this review). We included harms alerts from relevant organisations
such as the US Food and Drug Administration (FDA) and the UK Medicines and Healthcare products Regulatory Agency (MHRA). RESULTS:
We found 77 systematic reviews, RCTSs, or observational studies that met our inclusion criteria. We performed a GRADE evaluation of the
quality of evidence for interventions. CONCLUSIONS: In this systematic review we present information relating to the effectiveness and
safety of the following interventions: albumin supplementation plus loop diuretics (intravenous), aminoglycosides, aminophylline, amphotericin
B, calcium channel blockers, contrast media, dialysis membranes, dopamine, fenoldopam, loop diuretics, mannitol, N-acetylcysteine, natri-
uretic peptides, renal replacement therapy, sodium bicarbonate-based fluids, sodium chloride-based fluids, and theophylline.
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« Acute renal failure is characterised by abrupt and sustained decline in GFR, which leads to accumulation of urea
and other chemicals in the blood.

It can be classified according to a change from baseline serum creatinine or urine output, with “Risk” being defined
by either a 50% increase in serum creatinine, or a urine output of less than 0.5 mL/kg/hour for at least 6 hours;
and “Failure” being defined by a threefold increase in serum creatinine, or a urine output of less than 0.3 mL/kg/hour
for 24 hours.

« In people at high risk of developing acute renal failure, intravenous sodium chloride (0.9%) reduces incidences of
acute renal failure compared with unrestricted oral fluids or 0.45% iv sodium chloride solution.

N-acetylcysteine plus intravenous fluids may reduce contrast nephropathy compared with intravenous fluids alone
in people undergoing contrast nephrography, although data about prevention of renal failure are inconclusive.

Low-osmolality contrast medium is less nephrotoxic compared with high-osmolality media, and iso-osmolar
contrast media may be less nephrotoxic compared with low-osmolar contrast media.

We found insufficient evidence on the effects of prophylactic renal replacement therapy.
Single-dose aminoglycosides seem as beneficial as multiple doses for treating infections, but are less nephrotoxic.

Lipid formulations of amphotericin B may cause less nephrotoxicity than standard formulations, although the ev-
idence for this is somewhat sparse.

Mannitol, theophylline, aminophylline, fenoldopam, and calcium channel blockers do not seem useful treatments
for people at high risk of acute renal failure.

« In critically ill people, high-dose continuous renal replacement therapy may reduce mortality compared with low-
dose, although we don't know whether continuous therapy is any more effective than intermittent renal replacement
therapy.

Synthetic dialysis membranes may be associated with improved survival compared with cellulose-based mem-
branes for treating people with acute renal failure; however, evidence is inconclusive and of variable quality.

Loop diuretics plus fluids seems to increase the risk of developing acute renal failure compared with fluids alone,
both in high-risk and critically ill people, and do not seem to improve renal function or mortality compared with
placebo in people with acute renal failure, but may increase the risks of ototoxicity and volume depletion.

We found no evidence that examined whether intravenous albumin supplementation improved the effects of loop
diuretics, or whether continuous infusion was any more effective than bolus injection in the treatment of people
critically ill with acute renal failure.

 Neither natriuretic peptides nor dopamine seem beneficial in either high-risk or critically ill people, and both are
associated with significant side effects.

DEFINITION Acute renal failure is characterised by abrupt and sustained decline in glomerular filtration rate
(GFR), [ \which leads to accumulation of urea and other chemicals in the blood. Most studies define
it biochemically as a serum creatinine of 2—3 mg/dL (200-250 umol/L), an elevation of more than
0.5 mg/dL (45 pmol/L) over a baseline creatinine below 2 mg/dL, or a twofold increase of baseline
creatinine. A recent international interdisciplinary consensus panel has classified acute renal failure
(now termed acute kidney injury) according to a change from baseline serum creatinine or urine
output. The three-level classification begins with “Risk” (defined by either a 50% increase in serum
creatinine or a urine output of less than 0.5 mL/kg/hour for at least 6 hours), and concludes with
“Failure” (defined by a threefold increase in serum creatinine or a urine output of less than
0.3 mL/kg/hour for 24 hours). @ Acute renal failure is usually additionally classified according to
the location of the predominant primary pathology (prerenal, intrarenal, and postrenal failure).
Critically ill people are clinically unstable and at imminent risk of death, which usually implies that
they need to be in, or have been admitted to, the intensive care unit (ICU).

INCIDENCE/ Two prospective observational studies (2576 people) found that established acute renal failure af-
PREVALENCE fected nearly 5% of people in hospital, and as many as 15% of critically ill people, depending on
the definitions used. &

AETIOLOGY/ General risk factors: Risk factors for acute renal failure that are consistent across multiple causes
RISK FACTORS include: age; hypovolaemia; hypotension; sepsis; pre-existing renal, hepatic, or cardiac dysfunction;
diabetes mellitus; and exposure to nephrotoxins (e.g. aminoglycosides, amphotericin, immunosup-

E}re%?ive]ag(_ents, NSAIDs, ACE inh_ibitors_, intrayenous contrast media_) (see table 1, p 26). [4? g

Risk factors/aetiology in critically ill people: Isolated episodes of acute renal failure

are rarely seen in critically ill people, but are usually part of multiple organ dysfunction syndromes.

Acute renal failure requiring dialysis is rarely seen in isolation (less than 5% of people). The kidneys
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are often the first organs to fail. B In the perioperative setting, risk factors for acute renal failure
include prolonged aortic clamping, emergency rather than elective surgery, and use of higher vol-
umes (greater than 100 mL) of intravenous contrast media. One study (3695 people) using multiple
logistic regression identified the following independent risk factors: baseline creatinine clearance
below 47 mL/minute (OR 1.20, 95% CI 1.12 to 1.30), diabetes (OR 5.5, 95% CI 1.4 to 21.0), and
a marginal effect for doses of contrast media above 100 mL (OR 1.01, 95% CI 1.00 to 1.01). Mor-
tality of people with acute renal failure requiring dialysis was 36% while in hospital. B prerenal
acute renal failure is caused by reduced blood flow to the kidney from renal artery disease, systemic
hypotension, or maldistribution of blood flow. Intrarenal acute renal failure is caused by parenchymal
injury (acute tubular necrosis, interstitial nephritis, embolic disease, glomerulonephritis, vasculitis,
or small-vessel disease). Postrenal acute renal failure is caused by urinary tract obstruction. Ob-
servational studies (in several hundred people from Europe, North America, and West Africa with
acute renal failure) found a prerenal cause in 40-80%, an intrarenal cause in 10-50%, and a
postrenal cause in the remaining 10%. "1 B [0 [ 021 13 prarenag| acute renal failure is the
most common type of acute renal failure in critically ill people. 14 ntrarenal acute renal failure
in this context is usually part of multisystem failure, most frequently due to acute tubular necrosis
due to ischaemic or nephrotoxic injury, or both. % [®!

PROGNOSIS

One retrospective study (1347 people with acute renal failure) found that mortality was less than
15% in people with isolated acute renal failure. 071 One recent prospective study (more than 700
people) found that, in people with acute renal failure, overall mortality (72% in ICU v 32% in non-
ICU; P = 0.001) and the need for dialysis (71% in ICU v 18% in non-ICU; P less than 0.001) were
higher in an ICU than in a non-ICU setting, despite no significant difference between the grouPs
in mean maximal serum creatinine (5.21 + 2.34 mg/dL in ICU v 5.82 + 3.26 mg/dL in non-ICU). 18]
One large study (more than 17,000 people admitted to Austrian ICUs) found that acute renal failure
was associated with a higher than fourfold increase in mortality. 19 Even after controlling for un-
derlying severity of illness, mortality was still significantly higher in people with acute renal failure
(62.8% in people with acute renal failure v 38.5% in people with no acute renal failure), suggesting
that acute renal failure is independently responsible for increased mortality, even if dialysis is used.
However, the exact mechanism that leads to increased risk of death is uncertain. A systematic review
including 80 articles and a total of 15,897 people with acute renal failure from 1970-2004 found
mortality unchanged at about 50%, and exceeding 30% in most studies. 2% An observational study
including 54 sites and 23 countries screened 29,269 people, and found that 1738 (5.7%) had severe
acute renal failure warranting renal replacement therapy. Overall hospital mortality among people
with severe acute renal failure was 60.3% (95% Cl, 58.0% to 62.6%). %!

AIMS OF
INTERVENTION

Prevention: To preserve renal function. Treating critically ill people: To prevent death; to prevent
complications of acute renal failure (volume overload, acid—base disturbance, and electrolyte ab-
normalities); and to prevent the need for chronic dialysis, with minimum adverse effects.

OUTCOMES

Prevention: Rates of acute renal failure, nephrotoxicity, or both. Surrogate outcomes were limited
to measurements of biochemical evidence of organ function (serum creatinine or creatinine clear-
ance) after the intervention. Surrogate markers such as urine output or renal blood flow were not
considered as evidence of effectiveness. Critically ill people: Rate of death; rate of renal recovery;
adverse effects of treatment.

METHODS

BMJ Clinical Evidence search and appraisal April 2007. The following databases were used to
identify studies for this review: Medline 1966 to April 2007, Embase 1980 to April 2007, and The
Cochrane Database of Systematic Reviews and Cochrane Central Register of Controlled Clinical
Trials 2007, Issue 1. Additional searches were carried out using these websites: NHS Centre for
Reviews and Dissemination (CRD) — for Database of Abstracts of Reviews of Effects (DARE) and
Health Technology Assessment (HTA), Turning Research into Practice (TRIP), and NICE. Abstracts
of the studies retrieved from the initial search were assessed by an information specialist. Selected
studies were then sent to the author for additional assessment, using pre-determined criteria to
identify relevant studies. Study design criteria for evaluation in this review were: published system-
atic reviews and RCTs in any language, at least single blinded, and containing more than 20 people,
of whom more than 80% were followed up. There was no minimum length of follow-up required to
include studies for the question on treating acute renal failure; there needed to be at least a 48-
hour follow-up for the question pertaining to prevention. We excluded all studies described as
“open”, “open label”, or not blinded unless blinding was impossible. In addition, we use a regular
surveillance protocol to capture harms alerts from organisations such as the FDA and the UK
Medicines and Healthcare products Regulatory Agency (MHRA), which are added to the review
as required. We have performed a GRADE evaluation of the quality of evidence for interventions
included in this review (see table, p 27 ).
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(ols]SSy[6\Il \What are the effects of interventions to prevent acute renal failure in people at high risk?

OPTION CONTRAST MEDIA (LOW-OSMOLALITY)

Kidney injury

Low-osmolality contrast media compared with high-osmolality contrast media Low-osmolality contrast media are
more effective at reducing nephrotoxicity, particularly in people with underlying renal failure, but are no more effective
at reducing the development of acute renal failure or the need for dialysis (moderate-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: Low-osmolality contrast media versus high-osmolality contrast media:
We found one systematic review (search date 1991, 31 RCTSs, 5146 people receiving intravascu-
larly administered iodinated contrast material) comparing low-osmolality contrast media with high-
osmolality contrast media. 2l The review found no significant difference between low-osmolality
and high-osmolality contrast media in the development of acute renal failure or need for dialysis
(these are rare events), but there was less nephrotoxicity with low-osmolality contrast media,
measured by serum creatinine. Subgroup analysis found that low-osmolality contrast media signif-
icantly reduced the proportion of people with a rise in serum creatinine of 44 ug/L or more compared
with high-osmolality contrast media in people with underlying renal failure. It found no significant
difference between treatments for people without prior renal failure (prior underlying renal impairment,
8 RCTs, 1418 people: OR 0.50, 95% CI 0.36 to 0.68; no underlying renal impairment, 20 RCTs,
2865 people: OR 0.75, 95% CI 0.52 to 1.10).

Low-osmolality contrast media versus iso-osmolar contrast media:
See benefits of iso-osmolar contrast media, p 8 .

Harms: Low-osmolality contrast media versus high-osmolality contrast media:
The review did not report any adverse effects.

Low-osmolality contrast media versus iso-osmolar contrast media:
See harms of iso-osmolar contrast media, p 8 .

Comment: None.
OPTION SODIUM CHLORIDE-BASED FLUIDS

Kidney injury

Intravenous sodium chloride 0.9% compared with oral fluids Intravenous sodium chloride seems more effective at
reducing acute renal failure 48 hours after catheterisation in people having elective cardiac catheterisation, but not
in people with chronic renal failure undergoing various radiological procedures (moderate-quality evidence).

Sodium chloride 0.9% compared with sodium chloride 0.45% Sodium chloride 0.9% infusion is more effective at re-
ducing contrast nephropathy, particulary in women, in people with diabetes, and in people receiving more than
250 mL of contrast (high-quality evidence).

Sodium chloride 0.45% compared with restricted fluids Preoperative intravenous sodium chloride may be more ef-
fective at reducing kidney injury in people with moderate to severe renal insufficiency undergoing cardiac surgery.
Hydration may also be more effective at reducing the proportion of people requiring postoperative dialysis (low-
quality evidence).

Inpatient compared with outpatient fluid regimens We don't know whether inpatient intravenous fluid regimens are
more effective at reducing serum creatinine levels in people with renal dysfunction having cardiac cathetherisation
(very low-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: Intravenous sodium chloride 0.9% versus oral fluids:

We found one RCT (53 people having elective cardiac catheterisation with a contrast agent con-
taining iodine), which compared intravenous sodium chloride (sodium chloride 0.9% for 24 hours
at a rate of 1 mL/kg/hour begun 12 hours before catheterisation) versus unrestricted oral fluids. [23)
It found that sodium chloride hydration significantly reduced acute renal failure compared with un-
restricted oral fluids within 48 hours (acute renal failure defined as increase in serum creatinine by
at least 44.2 ymol/L [about 0.5 mg/dL]: 1/27 [4%] with sodium chloride intravenous v 9/26 [35%]
with unrestricted oral fluids; RR 0.11, 95% CI 0.015 to 0.79). A second RCT (312 people with
chronic renal failure [serum creatinine 201 + 81 pmol/L] undergoing various radiological procedures
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with a non-ionic, low-osmolality contrast agent) compared four groups: oral sodium chloride 0.1 g/kg
of body weight/day for 2 days before the procedure (the oral saline hydration group); intravenous
0.9% sodium chloride 15 ml/kg for 6 hours before the procedure; intravenous 0.9% sodium chloride
plus theophylline 5 mg/kg orally 1 hour before the procedure; intravenous 0.9% sodium chloride
plus furosemide 3 mg/kg intravenously just after the procedure. I Contrast nephropathy was defined
as an increase in serum creatinine of 44 pymol/L (0.5 mg/dL), and occurred in 27/312 people (9%)
overall. The RCT found no significant difference in contrast nephropathy among groups (5/76 [7%)]
with oral sodium chloride v 4/77 [5%)] with intravenous sodium chloride v 6/80 [7%)] with with oral
sodium chloride plus theophylline v 12/79 [15%] with intravenous sodium chloride plus furosemide;
P greater than 0.05). 4 Older RCTs compared combinations of fluids (especially sodium chloride
0.45% infusion) versus other active treatments. Comparisons between outcomes in these trials
and historical untreated controls are difficult to evaluate, but suggest benefit from fluids. =51
certain settings, such as traumatic rhabdomyolysis, early and aggressive fluid resuscitation has
had dramatic benefits compared with historical controls.

Sodium chloride 0.9% versus sodium chloride 0.45%:

We found one RCT (1620 people who had coronary angiography), which compared the effects of
sodium chloride 0.9% infusion versus sodium chloride 0.45% in dextrose infusion on contrast
nephropathy. “® Infusion solution was given the morning of the procedure for people having
elective surgery, or immediately before surgery in the case of emergency surgery. Contrast
nephropathy was defined as an increase in serum creatinine of more than 45 pmol/L (0.5 mg/dL)
within 48 hours. The RCT found that sodium chloride 0.9% infusion significantly reduced contrast
nephropathy compared with sodium chloride 0.45% in dextrose infusion (0.7% with sodium chloride
0.9% infusion v 2.0% with sodium chloride 0.45% infusion; P = 0.04). Three predefined subsets of
people (women, people with diabetes, and people receiving more than 250 mL of contrast) bene-
fited the most from sodium chloride 0.9% infusion (reduction in contrast-mediated associated
nephropathy; women: reduction from 5.1% to 0.6%; P = 0.01; people with diabetes: reduction from
9.8% to 5.5%; P = 0.01; people receiving more than 250 mL of contrast: reduction from 3.0% to
0%; P = 0.01).

Sodium chloride 0.45% versus restricted fluids:

We found one RCT (45 people with chronic kidney disease undergoing cardiac surgery) which
compared intravenous 0.45% sodium chloride prior to surgery versus restricted fluids. <7 People
admitted for elective open heart surgery with a quantified GFR of less than 45 mL/min were assigned
using a 2:1 randomisation process, to either an intravenous infusion of 0.45% sodium chloride

(2 mL/kg/hour) for 12 hours before the operation (hydration group, 30 people) or to fluid restriction
(control group, 15 people). It found that kidney injury (defined as at least 25% increase in serum
creatinine from baseline) developed in 9/30 (30%) people with hydration compared with 8/15 (53%)
people with control (statistical analysis between groups not reported). The RCT found that hydration
significantly reduced the proportion of people requiring postoperative dialysis compared with control
(0/30 [0%] with hydration v 4/15 [27%] with control; P less than 0.01). "

Inpatient versus outpatient fluid regimens:

We found one RCT (36 people with renal dysfunction having cardiac catheterisation), which com-
pared an inpatient intravenous fluid regimen (sodium chloride 0.45% at 75 mL/hour iv for 12 hours
before and after cardiac catheterisation) with an outpatient oral fluid regimen (1 L of clear liquids
over 10 hours followed by 6 hours of iv fluids starting just before contrast exposure) for the prevention
of radiocontrast-induced renal dysfunction. 8 The predefined primary end point was the maximal
change in creatinine up to 48 hours after cardiac catheterisation. The RCT found no significant
differences between groups in the maximal changes in serum creatinine (0.21 = 0.38 mg/dL

[18 + 33 pmol/L] for inpatients v 0.12 + 0.23 mg/dL [11 = 20 pmol/L] for outpatients; P greater than
0.05; no additional data reported). However, this study may have been underpowered to rule out
clinically important differences. The outpatient group also received more fluid volume.

Sodium chloride versus sodium bicarbonate:
See benefits of sodium bicarbonate-based fluids, p 12 .

Harms: The volumes of fluids recommended (e.g. 1 L) and the rates of infusion (generally less than
500 mL/hour) have little potential for harm in most people.

Intravenous sodium chloride 0.9% versus oral fluids:

The RCT (53 people having non-emergency cardiac catheterisation) comparing sodium chloride
versus unrestricted oral fluids found no adverse effects with sodium chloride . ** The second RCT
reported one person had vomiting with oral sodium chloride alone, and no other adverse effects
in the other three arms.
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Sodium chloride 0.9% versus sodium chloride 0.45%:

The RCT found no significant differences in cardiac or peripheral vascular complications between
sodium chloride 0.9% and sodium chloride 0.45% plus dextrose (cardiac complications: 5.3% with
sodium chloride 0.9% v 6.4% with sodium chloride 0.45% plus dextrose; P = 0.59; peripheral vas-
cular complications: 1.6% with sodium chloride 0.9% v 1.5% with sodium chloride 0.45% plus
dextrose; P = 0.93). [26]

Sodium chloride 0.45% versus restricted fluids:
The RCT did not report on harms.

Inpatient versus outpatient fluid regimens:
[Th]e RCT comparing inpatient versus outpatient fluid regimen gave no information on adverse effects.
28

Sodium chloride versus sodium bicarbonate:
See harms of sodium bicarbonate-based fluids, p 12 .

Comment: Clinical guide:
Hypovolaemia is a significant risk factor for acute renal failure. The provision of adequate mainte-
nance fluids is considered important in preventing acute renal failure. Additional fluid loading may
be useful because it assures adequate intravascular volume. It also stimulates urine output, theo-
retically limiting renal exposure time to higher concentrations of nephrotoxins.

OPTION AMPHOTERICIN B (LIPID FORMULATIONS)

We found no direct information about the effects of amphotericin B in people with acute renal failure.

Note
Lipid formulations of amphotericin B seem to cause less nephrotoxicity compared with standard formulations,
but direct comparisons of long-term safety are lacking.

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .
Benefits: We found no systematic review and no RCTs.

Harms: We found no evidence of increased adverse effects from lipid formulations of amphotericin B.
However, these formulations are still nephrotoxic and should be used with care.

Comment: A phase Il trial of a lipid formulations of amphotericin B (556 people) found an incidence of renal
toxicity (defined by any increase in serum creatinine) of 24% (v 60-80% with standard formulation
of amphotericin B). People with baseline serum creatinine in excess of 2.5 mg/dL (221 pmol/L) on
standard amphotericin B showed a significant decrease in serum creatinine when transferred to
the lipid formulation (P less than 0.001). 2" One trial found that simply infusing amphotericin B in
a lipid solution designed for parenteral nutrition did not result in any benefit, and may be associated
with pulmonary adverse effects. 0]

Clinical guide:

Fluid loading can be useful in reducing the risk of acute renal failure from all nephrotoxins. Consid-
erable variability may exist between individual lipid formulations of amphotericin B, in terms of effi-
cacy and safety, hence the current consensus is that lipid formulations of amphotericin B are less
nephrotoxic than standard formulations. It is prudent not to use any form of amphotericin B in
people with or at high risk of acute renal failure, if an alternated drug treatment is available.

OPTION N-ACETYLCYSTEINE

Kidney injury
Compared with control in the prevention of contrast nephropathy N-acetylcysteine may be more effective at reducing
contrast nephropathy (low-quality evidence).

Compared with placebo in the prevention of perioperative acute renal failure N-acetylcysteine is no more effective
at reducing the incidence of acute renal failure in people having elective aortic aneurysm surgical repair, or at reducing
postoperative acute renal failure in high-risk people having elective or urgent coronary artery bypass grafts (high-
quality evidence).

Compared with placebo in the prevention of acute renal failure after hypotension N-acetylcysteine is no more effective
at reducing the incidence of acute renal failure in people with new-onset (within 12 hours) hypotension and vasopressor
requirement of at least 30 minutes' duration or both (moderate-quality evidence).
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Mortality

Compared with control in the prevention of contrast nephropathy N-acetylcysteine is more effective at reducing the
rate for a composite end point of death, acute renal failure requiring temporary renal replacement therapy, or the
need for mechanical ventilation, in people undergoing primary angioplasty after acute Ml (high-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: Acetylcysteine versus control in the prevention of contrast nephropathy:
We found seven systematic reviews ﬂsearch date not reported * ¥4 3 gng 2003 B4 129 6
7y and two subsequent RCTs. ¥ B¥ The reviews had slightly different inclusion and exclusion
criteria. The number of RCTs included in the reviews ranged from five to 15 RCTs. All the reviews
pooled data and found benefit with acetylcysteine compared with control. Many noted significant
heterogeneity between included RCTs. The largest systematic review (search date 2003) considered
all RCTs that compared changes in renal function between groups receiving and not receiving
N-acetylcysteine. *”) Trials in which the control group also received active treatment were excluded,
although co-intervention directed at both groups was permitted. The review included both published
and unpublished RCTs. Contrast nephropathy was typically defined by an increase in serum crea-
tinine of 0.5 mg/dL (45 umol/L) within 24-48 hours of contrast administration. The review found
that N-acetylcysteine significantly reduced the incidence of contrast nephropathy compared with
control (15 RCTs, 1776 people, RR 0.65, 95% CI 0.43 to 1.00; P = 0.049; see comment below).
B However, there was evidence of significant heterogeneity across studies (P = 0.02). A further
RCT compared standard- versus double-dose N-acetylcysteine to prevent contrast nephropathy.
11 total, 224 people with chronic renal insufficiency (creatinine level at least 1.5 mg/dL
[135 pmol/L], creatinine clearance less than 60 mL/minute, or both), scheduled to have coronary,
peripheral, or both procedures, were randomly assigned to receive 0.45% saline intravenously and
N-acetylcysteine at the standard dose (600 mg orally twice daily on the day before and on the day
of administration of contrast), or at a double dose (1200 mg orally twice daily on the day before
and on the day of administration of contrast) with non-ionic, low-osmolality contrast dye administra-
tion. The RCT found that the double dose of N-acetylcysteine significantly reduced the proportion
of people with an increase of at least 0.5 mg/dL of creatinine concentration 48 hours after the pro-
cedure compared with the standard dose (4/114 [4%)] with double dose v 12/109 [11%] with standard
dose; OR 0.29, 95% CI 0.09 to 0.94). “”) The RCT found that people who received a higher volume
of contrast media (at least 140 ml) benefited most from the higher dose. In a more recent large,
single-centre RCT, 354 people having primary angioplasty after acute MI were randomised to three
groups: standard dose N-acetylcysteine (600 mg iv bolus before primary angioplasty and 600 mg
orally twice daily for the 48 hours after angioplasty; 116 people), double-dose N-acetylcysteine
(1200 mg iv bolus and 1200 mg orally twice daily for the 48 hours after intervention; 119 people),
and placebo (119 people). I The incidence of contrast nephropathy (increase in serum creatinine
of at least 25% from baseline) was 33% in control group, 15% in the standard N-acetylcysteine
group, and 8% in the double-dose N-acetylcysteine group (P less than 0.001). The rate for the
composite end point of death, acute renal failure requiring temporary renal replacement therapy,
or the need for mechanical ventilation was 21 (18%) in the control group, eight (7%) in the standard
N-acetylcysteine group, and six (5%) in the double-dose N-acetylcysteine group (P = 0.002). The
subsequent RCTs (364 people, Bl 61 people [3] undergoing surgery) found a similar effectiveness
with N-acetylcysteine for the prevention of contrast nephropathy compared with the systematic
reviews.

Acetylcysteine versus placebo in the prevention of perioperative acute renal failure:

One small RCT randomised 42 people having elective aortic aneurysm surgery to oral N-acetylcys-
teine (1200 mg twice daily the day before surgery and 600 mg twice daily after) or placebo. 421
There was no significant difference in the incidence of acute renal failure (defined as an increase
in serum creatinine of at least 25% from baseline) between the groups (50% with N-acetylcysteine
v 27% with control; P = 0.16). Another RCT randomised 295 high-risk people having elective or
urgent coronary artery bypass graft to intravenous N-acetylcysteine (2 intraoperative and 2 postop-
erative 600 mg doses) or placebo over 24 hours. 3 There was no difference in the proportion of
people with postoperative acute renal failure (29.7% with N-acetylcysteine v 29.0% with placebo;
P =0.89; RR 1.03, 95% CI 0.72 to 1.46).

Acetylcysteine versus placebo in the prevention of acute renal failure after hypotension:
One RCT (142 people) evaluated whether oral N-acetylcysteine reduced the incidence of acute
renal failure in people with new-onset (within 12 hours) hypotension of at least 30 minutes' duration
and vasopressor requirement or both, compared with placebo. 4] People (on medical, cardiac,
surgical, trauma/neurosurgical intensive-care units) were randomised to receive either N-acetylcys-
teine or placebo for 7 days in addition to standard supportive therapy. The RCT found no significant
difference in the incidence of acute renal failure (defined as at least 0.5 mg/dL increase in creatinine)
between groups (11/71 [15%)] with N-acetylcysteine plus standard care v 12/71 [17%)] with placebo
plus standard care; P = 0.82). [/

© BMJ Publishing Group Ltd 2008. All rights reserved. 7



Harms:

Comment:

Acetylcysteine versus control in the prevention of contrast nephropathy:

None of the systematic reviews gave any information on adverse effects of N-acetylcysteine.
[32] [33] [34] [35] [36] [37]

(31

Acetylcysteine versus placebo in the prevention of perioperative acute renal failure:
None of the systematic reviews gave any information on adverse effects of N-acetylcysteine. "
(20 381 B4 BsE B BT However, N- -acetylcysteine has been widely used to treat people with
paracetamol (acetaminophen) overdose, and has virtually no toxicity at therapeutic levels (see
harms of N-acetylcysteine in review on paracetamol [acetaminophen] poisoning).

Acetylcysteine versus placebo in the prevention of acute renal failure after hypotension:

The RCT reported that two people taking N-acetylcysteine developed rashes (both possibly due
to broad-spectrum antibiotics), and three people taking N-acetylcysteine had adverse effects at-
Hi}butable to treatment (two people with nausea, one person with intolerance of taste and odour).

The primary outcome assessed in the RCTs included in the systematic reviews was radiocontrast-
induced nephropathy at 48 hours (defined as an increase in serum creatinine of 0.5 mgld
[45 umol/L] or greater than 25% from baseline after 48 hours). BL 2] B3 B4 B8 B3 BT e
timing and dose of administration of N-acetylcysteine differed widely among included RCTs. The
largest systematic review so far revealed significant heterogeneity among studies, suggestln% dif-
ferences in patient populations or study methodology not identified by sensitivity analyses.
Hence, these results should be interpreted with caution. One cohort study (50 healthy volunteers
with normal renal function) found that N-acetylcysteine could independently decrease serum crea-
tinine without any effect on GFR. I Therefore, the role of N-acetylcysteine to prevent acute renal
failure remains unclear. The two studies evaluating the role of N-acetylcysteine in the prevention
of perioperative acute renal failure were limited, in that they were underpowered, or used shorter
duration of treatment.

OPTION CONTRAST MEDIA (ISO-OSMOLAR)

Kidney injury

Iso-osmolar contrast media compared with low osmolar contrast media Non-ionic iso-osmolar contrast media seems
more effective at reducing contrast media-induced nephropathy in people with diabetes, and in people having coronary
angiography with or without a percutaneous coronary intervention (moderate-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits:

Harms:

Comment:

We found two RCTs. “®" I The first RCT(129 people with diabetes mellitus treated with insulin
or antidiabetic drugs and serum creatinine concentrations of 1.5-3.5 mg/dL [132-308 umol/L]),
compared non-ionic iso-osmolar contrast media (iodixanol) versus low-osmolar (iohexol) contrast
media in people having coronary or aortofemoral angiography. “® It found that iso-osmolar contrast
media significantly reduced contrast media-induced nephropathy compared with low-osmolar
contrast media (nephropathy, defined as an increase in serum creatinine greater than 0.5 mg/dL
[45 pumol/L]: 2/64 [3%] with iso-osmolar contrast media v 17/56 [26%] with low-osmolar contrast
media; OR 0.09, 95% CI 0.02 to 0.40; see comment below). In the second RCT (300 people with
creatinine clearance 60 mL/min or less), iodixanol (a non-ionic iso-osmolar contrast media) or
ioxaglate (a low-osmolar contrast media) were used in people having coronary angiography with
or without a percutaneous coronary intervention. “” Contrast nephropathy was defined as an in-
crease in serum creatinine of at least 25% (or at least 0.5 mg/dL [44.2 pmol/L]). The RCT found
that the incidence of contrast nephropathy was significantly lower with iodixanol compared with
ioxaglate (11/140 [8%)] with iodixanol v 23/135 [17%] with ioxaglate; OR 0.42, 95% CI 0.19 to 0.89,
P =0.02). In subgroup analysis, it found that the incidence of contrast nephropathy was also signif-
icantly lower with iodixanol in people with severe renal impairment, in people with concomitant di-
abetes, or in people given at least 140 ml of contrast media (severe renal impairment: 31 people,
P = 0.02; diabetes: 97 people, P = 0.04; contrast media at least 140 ml: 171 people, P = 0.04). 1"

The first RCT found that iso-osmolar contrast media reduced other adverse events compared with
low-osmolar contrast media (13/67 [19%)] with iso-osmolar contrast media v 29/67 [43%)] with low-
osmolar contrast media; P value not reported). ! The second RCT found no difference beween
groups in a composite safety end point (death, MI, revascularisation, cerebral infarction, dialysis
after contrast procedure: 3/140 [2.1%)] W|th iodixanol v 3/135 [2.2%)] with ioxaglate; statistical
analysis between groups not reported)

In the first RCT, although both treatment groups received similar volumes of contrast media, neither
the volume of contrast media nor the fluid regimens were standardised. 1 One recent analysis
of trials comparing different contrast media used a multivariate logistic regression model to show
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that risk of contrast nephropathy was similar between low- and iso-osmolar contrast media. 181 1

concluded that factors other than osmolality may be important in determining renal toxicity. However,
because the study did not pool trial data in a standard meta-analysis fashion, the results can only
be considered as hypothesis generating.

OPTION AMINOGLYCOSIDES (SINGLE DOSE)

Kidney injury

Single-dose aminoglycosides compared with multiple doses Single-dose aminoglycosides seem more effective at
reducing nephrotoxicity in people with fever, but not in people with fever and neutropenia (low-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits:

Harms:

Comment:

We found one systematic review “” and one additional RCT. ®” The systematic review (search

date 1995, 4 RCTSs, 803 people with fever and neutropenia, not limited to people in intensive care
units) found no significant difference between single and multiple doses of aminoglycosides in an-
timicrobial efficacy, clinical cure rates, and nephrotoxicity (antimicrobial efficacy: 2 RCTs, 57 people:
RR 1.00, 95% CI 0.86 to 1.16; clinical cure rates: 4 RCTSs, 961 episodes: RR 0.97, 95% CI 0.91 to
1.05; nephrotoxicity, defined as increase in serum creatinine by greater than 35-45 pumol/L [about
0.5 mg/dL], 3 RCTs, 718 episodes: RR 0.78, 95% CI 0.31 to 1.94; see comment below). 49 The
additional RCT (85 people with fever) compared a once-daily dose of gentamicin versus three-
times-daily doses of gentamicin. 9 1t found that single dosing significantly reduced nephrotoxicity
compared with multiple dosing (defined as an increase in serum creatinine of at least 0.5 mg/dL
(45 umol/L): 2/40 [5%] with single dosing v 11/45 [24%)] with multiple dosing; RR 0.21, 95% CI 0.05
to 0.87; NNT 5, 95% Cl 2 to 24). *°

The review found no evidence of greater harm from once-daily aminoglycoside dosing (see RR of
nephrotoxicity in benefits section above). 4]

The systematic review defined clinical cure according to the definitions used by investigators in
the primary studies, which may have varied among studies. “9I The risk from aminoglycosides is
highest in people with: volume depletion; underlying renal, cardiac, or hepatic disease; or when
combined with diuretics or other nephrotoxic agents. Two studies included in the systematic review
randomise[gz]episodes of infection, allowing for people to be included in more than one option in
the study.

OPTION SODIUM BICARBONATE-BASED FLUIDS

Kidney injury

Compared with sodium chloride Sodium bicarbonate administered before and after contrast exposure may be more
effective at reducing contrast-induced nephropathy (low-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits:

Harms:

Comment:

Sodium bicarbonate versus sodium chloride:

We found one single-centre RCT (119 people having contrast examination with stable serum cre-
atinine levels of at least 1.1 mg/dL [97.2 pumol/L]) comparing a 154 mmol/L infusion of either sodium
chloride or sodium bicarbonate, both in 5% dextrose solution. (51] People received either sodium
chloride or sodium bicarbonate solution as a bolus of 3 mL/kg an hour for 1 hour before iopamidol
contrast administration, followed by an infusion of 1 mL/kg an hour for 6 hours after the procedure.
Serum creatinine levels were measured at baseline and at 1 and 2 days after contrast administration.
Contrast-induced nephropathy was defined as an increase of at least 25% in serum creatinine
within 2 days of contrast. The RCT found that sodium bicarbonate significantly reduced contrast-
induced nephropathy compared with sodium chloride (1/60 [1.7%)] of people with sodium bicarbonate
v 8/59 [13.6%)] of people with sodium chloride; mean difference 11.9%, 95% CI 2.6% to 21.2%).
(1) Initially, 137 people had been randomised in the RCT, but 18 (13%, 9 in each group) people
did not complete the study and were not included in the analysis.

Sodium bicarbonate versus sodium chloride:
The RCT gave no information on adverse effects.

The study was limited in that it was underpowered, had significant withdrawal rates in both groups,
and did not perform a true intention-to-treat analysis. See comment on sodium chloride-based fluids
for clinical guide, p 4 .

© BMJ Publishing Group Ltd 2008. All rights reserved. 9



OPTION FENOLDOPAM

Kidney injury

Compared with placebo Fenoldopam is no more effective at preventing acute renal failure, or at reducing the need
for dialysis in people having invasive cardiovascular procedures, in people with sepsis or in critically ill people with
early acute tubular necrosis (high-quality evidence).

Compared with dopamine We don't know whether fenoldopam is more effective at reducing the incidence of acute
renal failure (very low-quality evidence).

Compared with other treatments or control We don’t know whether fenoldopam is more effective at reducing the risk
of acute kidney injury or the need for renal replacement therapy in people in intensive care units, or in people having
major surgery (very low-quality evidence).

Mortality
Compared with placebo Fenoldopam is no more effective at reducing mortality in people having invasive cardiovas-
cular procedures, in people with sepsis, or in critically ill people with early acute tubular necrosis (high-quality evidence).

Compared with other treatments or control We don’t know whether fenoldopam is more effective at reducing in-
hospital death in people in intensive care units, or in people having major surgery (very low-quality evidence).

Note
Fenoldopam may cause hypotension.

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: Fenoldopam versus placebo:
We found seven RCTs. °? 191 54 81 1561 571 581 pqyr of the RCTSs found some improvement
in renal perfusion and creatinine clearance, but had weak methods; B2l 133 B4 B gither they
were underpowered, had differences between groups at baseline, did not compare interventions
between groups directly, or did not assess valid clinical outcomes. The fifth and largest RCT
(double blind, multi-centre, 315 people with creatinine clearance below 60 mL/minute having invasive
cardiovascular procedures) compared intravenous fenoldopam mesylate (0.05 pg/kg/minute titrated
to 0.10 pg/kg/minute) versus placebo. B Al people were hydrated, and treatment started 1 hour
before angiography and continued for 12 hours. Contrast nephropathy was defined as an increase
of 25% or more in serum creatinine level within 96 hours after the procedure. The RCT found no
significant difference between fenoldopam and placebo for contrast nephropathy, 30-day mortality,
dialysis, or readmission to hospital (contrast nephropathy: 34% with fenoldopam v 30% with
placebo; RR 1.11, 95% CI 0.79 to 1.57; P = 0.61; 30-day mortality: 2.0% with fenoldopam v 3.8%
with placebo; P = 0.50; dialysis: 2.6% with fenoldopam v 1.9% with placebo; P = 0.72; readmission
to hospital: 17.6% with fenoldopam v 19.9% with placebo; P = 0.66). 1 a recent RCT, ® 300
septic people with baseline serum creatinine concentrations less than 150 pmol/L (about 1.7 mg/dL)
were randomised to continuous infusion of either fenoldopam (150 people; 0.09 pg/kg/minute) or
placebo (150 people). The primary outcome measure was the incidence of acute renal failure
(defined as a serum creatinine concentration increase to greater than 150 pmol/L [approximately
below 1.7 mg/dL]) during drug infusion. Although the incidence of acute renal failure was signifi-
cantly lower in the fenoldopam group compared with the control group (29 people with fenoldopam
v 51 people with control; P = 0.006), there were no differences between the groups in the incidence
of severe acute renal failure or need for dialysis, or in mean survival time (creatinine greater than
300 pmol/L [about 3.3 mg/dL]; 10 with fenoldopam v 21 with control; P = 0.056; mean survival time:
47 + 2 days with fenoldopam v 42.1 + 2.2 days with control; P = 0.068). Another RCT randomised
155 people with early acute tubular necrosis (serum creatinine level increased to 50% greater than
admission levels within 24 hours and mean arterial pressure greater than 70 mm Hg) to fenoldopam
(80 people; 0.05 pg/kg/minute titrated to 0.2 pg/kg/minute) or placebo (75 people) for 72 hours. (s8]
There was no significant difference between the groups in the incidence of dialysis or 21-day
mortality (dialysis: 16% with fenoldopam v 25% with placebo; P = 0.163; 21-day mortality: 14%
with fenoldopam v 25% with placebo; P = 0.068).

Fenoldopam versus dopamine:

Two RCTs compared fenoldopam versus low-dose dopamine in the prevention of acute renal failure.
B9 189 The first RCT randomised 100 critically ill adults with early renal dysfunction (intensive
care unit stay less than 1 week; haemodynamic stability; and urine output 0.5 mL/kg or less over
a 6-hour period, or serum creatinine concentration 1.5-3.5 mg/dL [135-315 umol/L], or both) to
dopamine (2 pg/kg/minute) or fenoldopam mesylate (0.1 pg/kg/minute) continuous infusion for 4
days. [9) Systemic haemodynamic and renal function variables were recorded daily. The RCT
found no differences between groups in heart rate, or in systolic, diastolic, or mean arterial pressure.
Fenoldopam produced a more significant reduction in creatinine concentration compared with
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Harms:

Comment:

dopamine after 2, 3, and 4 days of infusion (change from baseline; at day 2: —-0.32 mg/dL

[-29 pmol/L] with fenoldopam v —0.03 mg/dL [-3 pmol/L] with dopamine; P = 0.047; at day 3:
—0.45 mg/dL [-41 pmol/L] with fenoldopam v —0.09 mg/dL [-8 pumol/L] with dopamine; P = 0.047;
at day 4: —0.041 mg/dL [-4 pmol/L] with fenoldopam v —0.09 mg/dL [-8 pmol/L] with dopamine;

P =0.02). The RCT did not evaluate clinically relevant end points such as need for dialysis, survival,
or renal recovery. In the second RCT, 80 high-risk people having cardiac surgery were randomised
to either fenoldopam (0.05 pg/k%/minute) or dopamine (2.5 pg/kg/minute) for a 24-hour period after
the induction of anaesthesia. ® The RCT found no significant difference in incidence of acute
renal failure between groups (17/40 [42%] with fenoldopam v 16/40 [40%] with dopamine; P = 0.9).

Fenoldopam versus other treatments or control:

One systematic review (search date 2005, 16 RCTs, 1290 people) pooled results of RCTs evalu-
ating fenoldopam compared with placebo or other active treatments in people on intensive care
units or in people undergoing major surgery. 1" It included RCTs comparing fenoldopam versus
a control treatment in people in surgical or intensive care, but excluded RCTs in which people were
administered radiocontrast dye. Of the 16 included RCTs, 4 had been reported only as abstracts.
Five RCTs were performed in cardiac surgery, 3 RCTs in vascular surgery, 2 RCTs in liver trans-
planation, 1 RCT in renal transplantation, and 5 RCTs were performed in the intensive care unit.
It reported that fenoldopam dosage varied across studies, and that there was no standardisation
of indications for renal replacement therapy and biochemical definitions for acute kidney injury. 5]
The pooled analysis included RCTs comparing fenoldopam versus placebo (10 RCTSs), versus
dopamine (4 RCTSs), versus dopamine or dobutamine after loop diuretics (1 RCT) or versus a
control which was not reported (1 RCT). Many included RCTs had weak methods. It did not report
a seperate analysis of fenoldopam versus placebo alone or versus dopamine alone. The review
found that, compared with the combined control, fenoldopam significantly reduced the risk for acute
kidney injury, the need for renal replacement therapy, and in-hospital death (acute kidney injury:
11 RCTs, 1094 people, OR 0.43, 95% CI 0.32 to 0.59; P less than 0.001; need for renal replacement
therapy: 11 RCTs, 1094 people, OR 0.54, 95% CI 0.34 to 0.84; P = 0.007; in-hospital death: 11
RCTs, 1028 people, OR 0.64, 95% CI 0.45 to 0.91; P = 0.01). These benefits were associated with
a significantly shorter intensive care stay compared with the combined control (11 RCTs, 840
people, WMD —-0.61 days; 95% CI, —0.99 to —0.23 days; P = 0.002). ® However, the results are
difficult to interpret given the heterogenous combined control (including placebo, dopamine, and
other unspecified treatment) and diversity between included RCTs. Given the limitations of the
studies analysed (most were small, diverse, some had weak methods including inadequate or unclear
allocation concealment, high risk of bias, and incomplete reporting of methods, and many were
not placebo controlled), the review recommends that a large placebo-controlled trial is needed. (6]

Fenoldopam versus placebo:

Only two of the five RCTs reported data on potential adverse effects of fenoldopam. B4 B8 ope
RCT (45 people) found that fenoldopam significantly lowered the mean arterial pressure within 30
minutes of the infusion, and for the entire 4-hour infusion after angiography compared with sodium
chloride. *? The largest RCT found that fenoldopam significantly decreased blood pressure

(P =0.001), and increased heart rate (P = 0.01) compared with placebo (results presented graph-
ically). B 1t found that fenoldopam treatment had to be stopped more often than placebo, most
commonly for mild hypotension or tachycardia. It found no significant difference for the combined
adverse-effects outcome of death, dialysis, MI, or readmission to hospital (23.4% with fenoldopam
v 23.1% with placebo; P greater than 0.99).

Fenoldopam versus dopamine:
In the RCT comparing fenoldopam with low-dose dopamine, fenoldopam did not cause any clini-
cally significant haemodynamic impairment compared with low-dose dopamine. (5]

Fenoldopam versus other treatments or control:

The systematic review found that fenoldopam was associated with a non-significant trend towards
a greater rate of hypotensive episodes or use of vasopressors compared with the combined control
(118/498 [24%)] people with fenoldopam v 103/544 [19%] people with the combined control; OR
1.31, 95% CI 0.93 to 1.83; P = 0.12). ¥

None.

OPTION MANNITOL

Kidney injury

Mannitol plus intravenous fluids compared with intravenous fluids Mannitol plus intravenous fluids may be no more
effective at reducing the incidence of acute renal failure (low-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .
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Benefits: We found no systematic review. Several small RCTs found no reduction in the incidence of acute
renal failure with mannitol plus intravenous fluids compared with intravenous fluids alone in a variety
of conditions, including: coronary arter%/ bypass surgery; 2 traumatic rhabdomyolysis; %3 and
vascular, * and biliary tract surgery. 55 one RCT comparing sodium chloride 0.45% alone,
furosemide plus sodium chloride 0.45%, and mannitol plus sodium chloride 0.45% (78 people with
chronic renal insufficiency who had a cardiac angiography, mean serum creatinine 2.1 + 0.6 mg/dL
[186 + 53 pumol/L]) found that mannitol plus sodium chloride 0.45% increased acute renal failure
(defined as an increase in serum creatinine of at least 0.5 mg/dL [45 umol/L] at 48 hours) compared
with sodium chloride 0.45% alone, although the difference was not significant (AR: 7/25 [28%)] with
mannitol v 3/28 [11%] with sodium chloride 0.45%; RR 2.61, 95% CI 0.76 to 9.03). **

Harms: The RCT gave no information on adverse effects. **

Comment: Mannitol is an intravascular volume expander and may function as a free radical scavenger as well
as an osmotic diuretic. The RCT addressing the effect of mannitol on renal function provided a
three-way comparison showing significant differences among the three groups (P less than 0.05).
(%) Although the same control group seems to have been used to compare both interventions, no
adjustment was made for multiple comparisons.

OPTION RENAL REPLACEMENT THERAPY (PROPHYLACTIC HAEMOFILTRATION/DIALYSIS)

Kidney injury

Compared with isotonic saline Haemofiltration or haemodialysis (pre- and post- regimens) may be more effective at
reducing contrast nephropathy and the need for dialysis in people with baseline chronic renal failure (very high risk
of developing contrast nephropathy) having diagnostic and therapeutic cardiovascular procedures with contrast (very
low-quality evidence).

Mortality

Compared with isotonic saline Haemofiltration or haemodialysis (pre- and post- regimens) may be more effective at
reducing mortality in people with baseline chronic renal failure (very high risk of developing contrast nephropathy)
having diagnostic and therapeutic cardiovascular procedures with contrast (very low-quality evidence).

Note
Haemofiltration is invasive, expensive, and can lead to important clinical complications such as hypotension.

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: One single-centre RCT (114 people with baseline chronic renal failure, serum creatinine greater
than 2 mg/dL [176.8 pumol/L] having coronary interventions with radiocontrast) compared
haemofiltration (58 people, mean + standard deviation serum creatinine concentration of
3.0 £ 1.0 mg/dL [265.2 + 88.4 umol/L]) or isotonic saline (rate of 1 mL/kg of body weight/hour; 56
people, mean serum creatinine concentration 3.1 + 1.0 mg/dL [274.0 £ 88.4 pmol/L]). 166)
Haemofiltration (fluid replacement rate 1000 ml/hour without weight loss) and saline were initiated
4-8 hours before coronary intervention and were continued for 18—-24 hours after the procedure
was completed. The RCT found that, compared with isotonic saline, haemofiltration significantly
improved outcomes including lower rates of contrast nephropathy, temporary requirement for renal
replacement therapy, in-hospital mortality, and cumulative 1-year mortality (contrast nephropathy
[defined as a 25% increase in serum creatinine]: 5% with haemofiltration v 50% with isotonic saline;
P less than 0.001; haemodialysis or haemofiltration: 3% with haemofiltration v 25% with isotonic
saline; P less than 0.001; in-hospital mortality: 2% with haemofiltration v 14% with isotonic saline;
P =0.02; cumulative 1-year mortality: 10% with haemofiltration v 30% with isotonic saline; P = 0.01;
see comment below). A second RCT from the same investigators (92 people with chronic kidney
disease [creatinine clearance 30 mL/min or less] having invasive diagnostic and therapeutic cardio-
vascular procedures with contrast agent) compared three different prophylactic treatments: intra-
venous 0.9% sodium chloride for 12 hours before and for 12 hours after contrast exposure (control
group, 30 people); sodium chloride followed by haemofiltration for 18—24 hours after contrast expo-
sure (post-haemofiltration group, 31 people); and haemofiltration for 6 hours before and for 18—-24
hours after contrast exposure (pre-/post-haemofiltration group, 31 people). 571" A non-ionic low-
osmolality contrast agent was used. Contrast-induced nephropathy was defined as a greater than
25% increase in creatinine from baseline. The RCT found a significant difference among groups
in the proportion of people with contrast-induced nephropathy and people requiring haemodialysis,
with lower levels in the haemofiltration groups compared with control (contrast nephropathy: 1/31
[3%] in pre-/post-haemofiltration group v 8/31 [26%] in post-haemofiltration group v 12/30 [40%)]
in control group, between-group analysis P = 0.0013; haemodialysis: 0/31 [0%] in pre-/post-
haemofiltration group v 3/31 [10%] in bpost-haemofiltration group v 9/30 [30%] in control group,
between-group analysis, P = 0.002). ©7The RCT reported that nine people died during the hospi-
talisation period (0/31 [0%] in pre-/post-haemofiltration group v 3/31 [10%] in post-haemofiltration
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Harms:

Comment:

group v 6/30 [20%] in control group, between-group analysis, P = 0.03). It reported that all deaths
were attributable to cardiovascular causes (3 people with cardiogenic shock, 3 people with multiorgan
failure, 2 people with heart failure, 1 person with cardioembolic stroke). Both of these studies are
small, single-centre RCTs with several important limitations. 561 167) Firstly, people received large
amounts of radiocontrast (250 mL). Secondly, they did not receive iso-osmotic contrast. In the first
RCT, both groups received furosemide, and the control group was treated on the ward (a stepdown
unit), whereas the treatment group was cared for in the intensive care unit, with a higher intensity
of monitoring. % There was a very high incidence of contrast nephropathy (50%) and temporary
dialysis requirement (25%) in the control group. The second study had less statistical power (92
people divided into 3 groups) and had similar high rates of contrast nephropathy (40%) and dialysis
(30%) in the control group (see comment below). 1671

The first RCT reported no instances of treatment-associated hypotension in the haemofiltration
group, and other complications in this group were minimal. % Three people in this group had
bleeding at the site of vascular access; in one case, blood transfusion was required. The second
RCT did not report any further harms. ©”!

Haemofiltration is expensive, invasive, and can lead to important clinical complications, such as
hypotension. Notably, studies of prophylactic haemodialysis to remove contrast dye have shown
that, although these techniques can remove the contrast from the circulation, there is no reduction
in the risk of contrast nephropathy. °” One study considered cost-effectiveness of haemofiltration
to prevent contrast nephropathy in an economic evaluation using decision analysis. *” Prophylactic
haemofiltration was compared with intravenous saline in people at risk for developing contrast
nephropathy having angiography in a tertiary- or quaternary-care hospital. It found that prophylactic
haemofiltration could be potentially cost-effective only in a small fraction of people (those with
baseline serum creatinine greater than 265 pumol/L [about 2.9 mg/dL]), and remains materially less
attractive than other strategies. '*°

OPTION THEOPHYLLINE OR AMINOPHYLLINE

Kidney injury

Compared with control in radiocontrast-induced nephropathy Theophylline or aminophylline may be no more effective
at preventing radiocontrast-induced nephropathy in people with adequate hydration, and may attenuate the degree
of increase in serum creatinine after radiocontrast administration (very low-quality evidence).

Compared with sodium chloride 0.9% after CABG Theophylline is no more effective at preventing renal impairment
after elective CABG (moderate-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits:

Theophylline or aminophylline versus control in radiocontrast-induced nephropathy:

We found one systematic review (search date 2003) which included seven RCTs in which theo-
phylline or aminophylline were used in hospitalised people receiving radiocontrast media. '” RCTs
were included if they reported serum creatinine or creatinine clearance within 48 hours after radio-
contrast exposure. However, in two RCTSs, baseline serum creatinine was estimated using normal
values for age, sex, and weight. The review pooled results for RCTs using theophylline or amino-
phylline. It found that theophylline or aminophylline significantly attenuated the increase in serum
creatinine after contrast administration compared with control (7 RCTs, 480 people, difference in
mean change of serum creatinine: 11.5 umol/L [0.13 mg/dL], 95% CI 5.3 umol/L [0.06 mg/dL] to
19.4 pmol/L [0.22 mg/dL]). ” The clinical effect seen from the pooled data is very small (less than
15% change from baseline), and is of unclear clinical significance. No clinically significant effects
were reported. In addition, the heterogeneity of studies was not reported. In many of the RCTs in-
cluded in the review, the hydration status of people receiving the radiocontrast agent was unclear.
In one included RCT (80 people with pre-existent mild to moderate renal insufficiency) the GFR
was preserved with hydration alone. "1 1t found that serum creatinine concentration and creatinine
clearance did not change significantly with additional theophylline or placebo. Two (6%) people in
the theophylline group and one (3%) in the placebo group developed acute renal failure, defined
as an increase in serum creatinine of at least 0.5 mg/dL (44 pmol/L). "

Theophylline versus sodium chloride 0.9% after CABG:

We found one RCT (56 people with normal renal function), which compared theophylline (a bolus
of 4 mg/kg and a subsequent continuous infusion of 0.25 mg/kg/hour for up to 96 hours) versus
sodium chloride 0.9% for prevention of renal impairment after elective coronary artery bypass
surgery. "2 1t found no significant difference between theophylline and sodium chloride in rates
of renal impairment, but the RCT may have been underpowered to detect clinically important differ-
ences (renal impairment, defined as an increase in serum creatinine of at least 0.4 mg/dL (35 umol/L)
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from the baseline at day 5 after surgery: 5/28 [18%] with theophylline v 4/28 [14%] with sodium
chloride; P greater than 0.05).

Harms: Theophylline or aminophylline versus control in radiocontrast-induced nephropathy:
Theophylline has a narrow therapeutic index and known adverse effects (see harms of theophyllines
in review on COPD). The systematic review reported one included RCT (48 people) which had
used a low dose of theophylline and had found no adverse effects in study groups. ol 1t reported
no other data on adverse effects. ')

Theophylline versus sodium chloride 0.9% after CABG:

The RCT found no difference between the placebo and theophylline groups in the number of people
whose study medication was stopped owing to presumed adverse effects. Heart rate and systolic
and diastolic blood pressures were similar between the groups.

Comment: None.

OPTION CALCIUM CHANNEL BLOCKERS

Kidney injury

Compared with placebo in people receiving live or cadaveric kidney transplant The calcium channel blocker isradipine
is more effective at improving median serum creatinine levels at 3—12 months, but is no more effective at preventing
early allograft dysfunction (moderate-quality evidence).

Compared with no calcium channel blockers in people receiving cadaveric kidney transplant Calcium channel
blockers given in the perioperative period may be more effective at reducing post-transplant acute tubular necrosis,
but not graft loss (very low-quality evidence).

Mortality
Compared with no calcium channel blockers in people receiving cadaveric kidney transplant Calcium channel
blockers given in the perioperative period may be no more effective at reducing mortality (very low-quality evidence).

Note
We found no direct information assessing the effects of calcium channel blockers in preventing other forms of acute
renal failure. Calcium channel blockers are associated with hypotension and bradycardia.

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: Calcium channel blockers versus placebo in people receiving live or cadaveric kidney
transplant:
We found one RCT, which compared isradipine versus placebo after living and cadaveric renal
transplants. 3 The RCT (210 people) found that isradipine significantly improved median serum
creatinine levels at 3 and 12 months compared with placebo (3 months: 185 umol/L [2.0 mg/dL]
with isradipine v 220 pmol/L [2.4 mg/dL] with placebo; P = 0.002; 12 months: 141 pmol/L [1.4 mg/dL]
with isradipine v 158 pmol/L [1.6 mg/dL] with placebo; P = 0.021). However, it found no significant
difference in the incidence of early allograft dysfunction (34/98 [35%)] with isradipine v 44/112 [39%)]
with placebo; RR 1.13, 95% CI 0.79 to 1.62) or duration (9.1 days with isradipine v 9.3 days with
placebo; P value not reported).

Calcium channel blockers versus no calcium channel blockers in people receiving cadaveric
kidney transplant:

We found one systematic review (search date 2005, 10 RCTs, 575 people), which compared cal-
cium channel blockers versus no calcium channel blocker after cadaveric kidney transplantation.
"4 1t included heterogeneous RCTS, in which any calcium channel blocker was given by any route
before or immediately after transplant, to recipient or donor, or added to the perfusate (see comments
below). "4l Duration of follow-up, where stated, ranged from 4 weeks to 4 years. None of the in-
cluded studies mentioned loses to follow-up. The review found that calcium channel blockers in
the peritransplant period significantly decreased acute tubular necrosis (7 RCTs, 349 people: RR
0.57, 95% CI 0.40 to 0.82). However, it found no significant difference between treatments for graft
loss, mortality, or requirement for haemodialysis postoperatively (graft loss: 6 RCTs, 347 people:
RR 0.93, 95% CI 0.44 to 1.97; mortality: 5 RCTs, 284 people: RR 0.86, 95% CI: 0.16 to 4.66;
postoperative haemodialysis: 4 RCTs: quantitative results not reported).

Harms: Calcium channel blockers versus placebo in people receiving live or cadaveric kidney
transplant:

The RCT gave no information on adverse effects. "
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Calcium channel blockers versus no calcium channel blockers in people receiving cadaveric
kidney transplant:

The systematic review found insufficient information to comment on adverse effects. (74l However,
as a class, calcium channel blockers are associated with hypotension and bradycardia, as well as
several less-serious adverse effects. The incidence and nature of adverse effects varies between
individual drugs.

Comment: The systematic review " did not include the RCT ™ that looked at the effect of isradipine on
renal function after renal transplantation, because it included living donors. This RCT is the largest
multi-centre RCT to date. Moreover, the implications of the conclusion of this systematic review
are unclear because the studies pooled were heterogeneous. The studies differed in terms of drugs
used (diltiazem, nifedipine, and gallopamil), dose, route, timing, recipient (transplant recipient or
donor), and immunosuppression used after the transplant.

OPTION DOPAMINE

Kidney injury

Compared with placebo Dopamine (including low doses) is no more effective at preventing the development of acute
renal failure, or the need for dialysis, in people with or at risk of acute renal insufficiency, or in critically ill people with
signs of sepsis (high-quality evidence).

Mortality
Compared with placebo Dopamine is no more effective at reducing mortality (high-quality evidence).

Note
Dopamine is associated with serious adverse effects, such as extravasation necrosis, gangrene, and conduction
abnormalities.

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: We found two systematic reviews "> "® and one subsequent large RCT. " The first systematic
review (search date 1999, 17 RCTSs, 854 people) examined the effects of any dose of dopamine.
51 1t was adequately powered and found no significant difference between dopamine and placebo
in mortality, onset of acute renal failure, or need for dialysis (mortality: 11 RCTs, 508 people; 4.7%
with dopamine v 5.6% with placebo; RR 0.83, 95% CI 0.39 to 1.77; onset of acute renal failure: 11
RCTs, 511 people; 15.3% with dopamine v 19.5% with placebo; RR 0.79, 95% CI 0.54 to 1.13;
dialysis: 10 RCTs, 618 people; 13.9% with dopamine v 16.5% with placebo; RR 0.89, 95% CI 0.66
to 1.21). The second systematic review (search date 2000, 15 RCTs, 970 adults either with or at
risk of acute renal insufficiency; see comments below) assessed the effects of low-dose dopamine.
7%l It was also adequately powered and found no significant difference between low-dose dopamine
(2-5 pg/kg/minute) and placebo in acute deterioration in renal function (defined as an increase in
serum creatinine of greater than 25% from baseline; AR: 31% with low-dose dopamine v 33% with
placebo; RR 1.01, 95% CI 0.79 to 1.28). The subsequent RCT (328 critically ill people with signs
of sepsis) evaluated dopamine in early renal dysfunction. " It found no significant difference be-
tween dopamine and placebo in the development of acute renal failure, requirement for dialysis,
intensive care unit length of stay, hospital length of stay, or mortality (development of acute renal
failure: peak serum creatinine concentration during treatment: 2.7 + 1.6 mg/dL [245 * 144 pmol/L]
with dopamine v 2.8 + 1.6 mg/dL [249 + 147 umol/L] with placebo; P = 0.93; requirement for dialysis:
35/161 [22%] with dopamine v 40/163 [25%] with placebo; RR 0.89, 95% CI 0.58 to 1.30; intensive
care unit stay: 13 + 14 days with dopamine v 14 + 15 days with placebo; P = 0.67; hospital stay:
29 + 27 days with dopamine v 33 + 39 days with placebo; P = 0.29; mortality : 69/161 [43%] with
dopamine v 66/163 [40%] with placebo; RR 1.06, 95% CI 0.8 to 1.33).

Harms: The systematic reviews 751 1% and the subsequent RCT in people with sepsis 7l gave no infor-
mation on adverse effects. Dopamine has known adverse effects, including extravasation necrosis,
gangrene, tachycardia, headache, and conduction abnormalities.

Comment: Most of the studies examining the effects of dopamine included people with early indications of
renal dysfunction. The distinction between the effects of dopamine for prevention and for treatment
is, therefore, blurred. We have used the same studies to infer preventive and treatment effects.
One RCT (60 people having CABG) compared four interventions: dopamine, diltiazem, dopamine
plus diltiazem, and control (not specified). Drug administration (iv infusion rates diltiazem
2 ng/kg/minute and dopamine 2 pug/kg/minute) was initiated 24 hours before surgery and continued
for 72 hours after surgery. "8 Creatinine clearance (primary end point) was significantly higher in
the diltiazem-plus-dopamine group compared with the dopamine-only, diltiazem-only, and control
groups 24 hours after surgery. However, this study was underpowered, and the hydration status
of the people was not controlled. The increase in urine output associated with dopamine is often
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thought to be caused exclusively by the increase in renal blood flow and, therefore, it may be
confused with evidence of benefit. However, dopamine also has a significant diuretic effect. The
review comparing low-dose dopamine versus placebo included: people with normal renal function
having elective vascular surgery, cardiac surgery, and liver transplantation; people with obstructive
jaundice; people with diabetes; people receiving nephrotoxic drugs or having radiocontrast investi-
gg}tions; and people with renal insufficiency having cardiac surgery or receiving radiocontrast agents.

OPTION LOOP DIURETICS

Kidney injury
Compared with fluids alone Adding loop diuretics to fluids is no more effective at reducing the need for renal replace-
ment therapy or dialysis in people at high risk of acute renal failure (moderate-quality evidence).

Mortality
Compared with fluids alone Adding loop diuretics to fluids is no more effective at reducing in-hospital mortality in
people at high risk of acute renal failure (moderate-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: We found two systematic reviews (search date 1997; "l search date 2006; ! ), which compared
fluids alone versus diuretics plus fluids in people at risk of acute renal failure from various causes.
The largest review (search date 2006) compared furosemide versus control, and pooled data. tec]
However, the overall analysis included studies in which furosemide was used to prevent acute renal
failure (3 RCTs, 325 people) and also to treat acute renal failure (6 RCTs, 623 people). In the
overall analysis, the review found no significant difference between furosemide and control in in-
hospital mortality, the risk for requiring renal replacement therapy or dialysis, the number of dialysis
sessions required, or the proportion of people with persistent oliguria (in-hospital mortality: 7 RCTs
[2 RCTs in preventing acute renal failure], 776 people, RR 1.11, 95% CI 0.92 to 1.33; requiring
renal replacement therapy or dialysis; 7 RCTs [3 RCTs in preventing acute renal failure], 459
people, RR 0.99, 95% CI 0.80 to 1.22; number of dialysis sessions required: 5 RCTs [no RCTs in
preventing acute renal failure], 516 people, WMD —0.48 sessions, 95% Cl —1.45 to +0.50 sessions;
proportion of people with persistent oliguria: urine output less than 500 ml/day: 3 RCTs [no RCTs
in preventing acute renal failure], 183 people, RR 0.54, 95% CI1 0.18 to 1.61). There was significant
heterogeneity in the results for need for renal replacement therapy or dialysis, and for people who
remained oliguric. B9 1n an analysis restricted to the three RCTs in which furosemide was solely
used to prevent acute renal failure (to prevent acute deterioration in renal function) the review found
no significant difference between furosemide and placebo in in-hospital mortality or in the require-
ment for renal replacement therapy or dialysis (in-hospital mortality: 2 RCTs, 10/103 [10%] with
furosemide v 4/99 [4%)] with placebo, RR 2.33, 95% CI1 0.75 to 7.25, P = 0.15; requirement for renal
replacement therapy or dialysis: 3 RCTSs, 3/128 [2%)] with furosemide v 0/127 [0%] with placebo,
RR 4.08, 95% CI 0.46 to 35.96, P = 0.21). The three preventive studies included people who had
cardiac surgery, cardiac angiography, and major general or vascular surgery, and the review noted
that treatment protocols with furosemide varied between the studies. The methodological quality
of the nine included RCTs was variable (Jadad score: RCTSs in preventing acute renal failure, scores
2, 4, and 5; RCTs in treating acute renal failure, scores 1,1, 1,1, 3,and 5). B The other, older
review (search date 1997, 7 RCTs) found no evidence of improved survival, of decreased incidence
of acute renal failure, or of need for dialysis associated with diuretics.

Harms: One review found an increased risk of temporary deafness and tinnitus in people treated with high
doses of furosemide compared with control, which was of borderline significance (4 RCTs [all RCTs
in treatment of acute renal failure], 514 people, RR 3.97, 95% CI 1.00 to 15.78; P = 0.05). 59 one
RCT included in this review (81 people after cardiac surgery) in the prevention of acute renal failure
found that furosemide plus fluids significantly increased acute renal failure compared with sodium
chloride 0.9% alone (6/41 [15%] with furosemide v 0/40 [0%)] with sodium chloride; NNH 6, 95%
Cl 3 to 34). Y The other review did not report on adverse effects. *!

Comment: None.

OPTION NATRIURETIC PEPTIDES

Kidney injury

Compared with placebo Natriuretic peptides may be no more effective at preventing acute renal failure induced by
contrast media in people with stable chronic renal failure. Prolonged infusion of human recombinant atrial natriuretic
peptide may be more effective at reducing the proportion of people requiring dialysis (before or at day 21), and the
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composite outcome of dialysis or death (before or at day 21), in people with post-cardiac surgical heart failure requiring
inotropic and vasoactive support (very low-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: We found no systematic review. We found one RCT (247 people with stable chronic renal failure,
with estimated creatinine clearance of up to 65 mL/minute, scheduled for elective radiographic
procedure using a radiocontrast agent) comparing three doses of atrial natriuretic peptide (0.01,
0.05, and 0.10 pg/kg/minute) versus placebo for preventing acute renal failure induced by contrast
media. It found a similar incidence of acute renal failure between groups (23% with anaritide
0.01 pg/kg/minute v 23% with anaritide 0.05 pg/kg/minute v 25% with anaritide 0.10 pg/kg/minute
v 19% with placebo). ¥ One small two-centre RCT compared human recombinant atrial natriuretic
peptide versus placebo in 59 people with normal preoperative renal function suffering from post-
cardiac surgical heart failure requiring significant inotropic and vasoactive support. ®* Participants
received a continuous infusion of either human recombinant atrial natriuretic peptide 50 ng/kg/minute
or placebo when serum creatinine increased by more than 50% from baseline. This continued until
either the person was discharged from the intensive care unit, serum creatinine decreased below
the trigger value for trial inclusion, or predefined criteria for dialysis were fulfilled. The RCT found
that human recombinant atrial natriuretic peptide significantly reduced the proportion of people re-
quiring dialysis before or at day 21 compared with placebo (6/29 [21%] with human recombinant
atrial natriuretic peptide v 14/30 [47%] with placebo; HR 0.28, 95% CI 0.10 to 0.73, P = 0.009). [**
It also found that human recombinant atrial natriuretic peptide significantly reduced the proportion
of people with the composite end point of dialysis or death before or at day 21 compared with
placebo (8/29 [28%] with human recombinant atrial natriuretic peptide v 17/30 [57%] with placebo;
HR 0.35, 95% CI 0.14 t0 0.82, P = 0.017). **

Harms: The RCT evaluating low-dose human recombinant atrial natriuretic peptide found no significant
difference between human recombinant atrial natriuretic peptide and placebo in the incidence of
hypotension (defined as systolic blood pressure below 90 mm Hg) or atrial fibrillation. 3 See also
harms of natriuretic peptides in critically ill people, p 21 .

Comment: Natriuretic peptides (atrial natriuretic peptide and urodilatin) have also been evaluated in the
treatment of acute renal failure (see benefits of natriuretic peptides in critically ill people, p 21).
The small positive RCT that found benefit with human recombinant atrial natriuretic peptide infusion
in postoperative cardiothoracic surgery differed from the previous larger, negative RCTs. 531 The
dose used was much smaller (50 ng/kg/minute with small RCT v 200 ng/kg/minute with larger
RCTs) and the duration of treatment was longer. Further, larger RCTs in this specific population
at similar doses and duration are needed to better evaluate the potential effectiveness of this agent.

(olS]=S3N[e]VIll \What are the effects of treatments for critically ill people with acute renal failure?

OPTION RENAL REPLACEMENT THERAPY (HIGH-DOSE CONTINUOUS)

Mortality
High-dose continuous renal replacement therapy (haemofiltration) compared with low-dose continuous therapy High-
dose continuous renal replacement seems more effective at reducing mortality (moderate-quality evidence).

Haemofiltration compared with haemofiltration plus dialysis Continuous veno-venous haemofiltration is less effective
than continuous veno-venous haemodiafiltration at reducing mortality at 28 days (high-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: We found no systematic review, but found three RCTSs. B4 [ 18] The first RCT (425 people with
acute renal failure) compared three doses of continuous replacement renal therapy (20, 35, and
45 mL/kg/hour of haemofiltration in post-dilution). [84) Mortality was similar for the two high-dose
arms (60/139 [43%] with 35 mL/kg/hour v 59/140 [42%] with 45 mL/kg/hour), but was significantly
higher in the low-dose arm (86/146 [59%)] with 20 mL/kg/hour). Survival time analysis was adjusted
for three-way comparison (combined RR 1.38, 95% CI 1.14 to 1.67; NNT 7, 95% CI 4 to 16). The
second, three-arm RCT (106 severely ill people with oliguric acute renal failure recruited from 2
different centres) compared early, high-dose haemofiltration (72—-96 L/day); earlgl, low-dose
haemofiltration (24—36 L/day); or late, low-dose haemofiltration (24—36 L/day). 1" 1t found no Sig-
nificant difference in survival at 28 days between groups, but the study had low power to detect
differences. Haemofiltration was started at a mean of 7 hours after inclusion in the “early” groups
and 42 hours after inclusion in the “late” group. No significant differences were found in survival at
day 28 (26/35 [74%] with early, high-dose v 24/35 [69%] with early, low-dose v 27/37 [73%)] with
late, low-dose; P greater than 0.05 for 2- and 3-way comparisons). The third RCT conducted in
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two intensive care units compared continuous veno-venous haemofiltration (CVVH; 1-2.5 L/h re-
placement fluid) versus continuous veno-venous haemodiafiltration (CVVHDF; 1-2.5 L/h replacement
fluid plus 1-1.5 L/h dialysate) in 206 people with acute renal failure. %! The RCT found that survival
rates were significantly higher at 28 days and 90 days with CVVHDF compared with CVVH (28
days: 59% with CVVHDF v 39% with CVVH, Kaplan—Meier analysis, P = 0.03; 90 days: 59% with
CVVHDF v 39% with CVVH, Kaplan-Meier analysis, P = 0.0005). !

Harms: We found no evidence that the higher dialysis dose was associated with increased adverse effects
(such as haemodynamic instability, intolerance, or bleeding). In a prospective study on daily inter-
mittent haemodialysis, there was no evidence of increased morbidity compared with alternate-day
dialysis. 57 n particular, hypotension was less common with daily treatment. Two RCTs gave no
information on adverse effects. *” ®*! One RCT found similar complications between groups, such
as bleeding and filter clotting. ©*°

Comment: There is no standard method to compare dialysis dosage between continuous and intermittent renal
replacement therapies, but urea kinetic modelling predicts that the doses used in this study would
be impossible to achieve without continuous renal replacement therapy. 8] |1n addition, the under-
lying mechanisms for solute removal vary with treatment type (convection with haemofiltration
compared with diffusion with haemodialysis). This makes comparisons of elimination of diverse
solutes difficult. However, a small prospective study (160 people assigned in alternating order to
receive daily or conventional haemodialysis) found that a higher dose of dialysis delivered as daily
intermittent haemodialysis compared with alternate-day haemodialysis sessions was associated
with improved survival in people with acute renal failure (mortality: 28% with daily dialysis v 46%
with alternate-day dialysis; P = 0.01). 187) Although this study may have had low power to detect
important differences, and did not deliver the prescribed dialysis dose, it does support the concept
that a dose—response relationship exists for dialysis in acute renal failure, and suggests that the
traditional, end-stage renal disease-based dose recommendation may be too low.

OPTION LOOP DIURETICS (CONTINUOUS INFUSION)

We found no clinically important results about continuous infusion compared with bolus injection of loop
diuretics in critically ill people with acute renal failure.

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: We found no systematic review and no RCTs comparing continuous infusion versus bolus injection
of loop diuretics in critically ill people with acute renal failure.

Harms: One small crossover RCT (8 people with acute deterioration of chronic renal failure, mean creatinine
clearance 0.28 mL/second [16.8 mL/minute]) found that fewer people experienced myalgia when
treated with continuous infusion than with a bolus dose of bumetanide (3/8 [38%] people with bolus
dose v 0/8 [0%] people with continuous infusion).

Comment: The small crossover trial found that continuous infusion resulted in a net increase in sodium excretion
over 24 hours (mean increase in sodium excretion 48 mmol/day, 95% Cl 16 mmol/day to
60 mmol/day; P = 0.01). (89l

OPTION RENAL REPLACEMENT THERAPY (CONTINUOUS)

Kidney injury

Continuous compared with intermittent renal haemodialysis Continuous and intermittent renal haemodialysis are
equally effective at reducing the need for dialysis in critically ill adults with acute renal failure (moderate-quality evi-
dence).

Mortality

Continuous compared with intermittent renal haemodialysis Continuous and intermittent renal haemodialysis are
equally effective at reducing mortality in critically ill adults with acute renal failure (moderate-quality evidence). Con-
tinuous veno-venous haemodiafiltration and intermittent haemodialysis are equally effective at reducing mortality at
60 days in critically ill people with acute renal failure as part of multiple organ dysfunction syndrome (moderate-
quality evidence).

Note
Recent observational data support the choice that continuous renal replacement therapy as initial therapy is associ-
ated with better renal recovery.

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .
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Benefits:

Harms:

Comment:

We found one systematic review (search date 2002, 6 RCTs, 624 critically ill adults with acute renal
failure). 9 The systematic review compared continuous with intermittent renal haemodialysis. It
found no significant difference between continuous and intermittent renal replacement therapy in
mortality, renal death, or dialysis dependence among survivors (mortality: RR 0.96, 95% CI 0.85
to 1.08; renal death: RR 1.02, 95% CI 0.89 to 1.17; dialysis dependence: RR 1.19, 95% CI 0.62
to 2.27). One multi-centre RCT conducted in 21 multidisciplinary intensive care units compared
the effect of intermittent hemodialysis versus continuous veno-venous hemodiafiltration on 60-day
survival rates (the primary end point) in 360 critically ill patients with acute renal failure as part of
multiple organ dysfunction syndrome. Y The RCT found no significant difference between groups
in rates of survival at 60 days (32% with intermittent hemodialysis v 33% with continuous renal re-
placement therapy; mean difference 1.1%, 95% CI —8.8 to +11.1%), or at any other time (day 28:
42% v 39%, P = 0.65; 90 days: 27% v 28%, P = 0.95). 1 However, intermittent hemodialysis was
altered to improve tolerance and metabolic control, and may not represent usual practice (see
comment below). (o]

The systematic review gave no information on adverse effects. 50} Heparin is often used with inter-
mittent and continuous renal replacement therapy, and may have adverse effects (see review on
thromboembolism). 2 Hypotension is common with intermittent haemodialysis, whereas haemo-
dynamic stability is better preserved with continuous renal replacement therapy. =]

The evidence from the systematic review is insufficient to draw conclusions regarding the preferred
mode of renal replacement for critically ill people with acute renal failure. ®” A prospective multi-
centre survey (587 people in 28 intensive care units) found no significant difference in survival
between continuous and intermittent renal replacement therapy. °* Similarly, one RCT (1846
people with chronic rather than acute renal failure receiving chronic treatment with three times
weekly sessions) found no survival benefit from increasing the dose of dialysis or from using a high
flux membrane. °* However, we found one earlier systematic review (search date 1998, 13 studies,
including 3 RCTSs, 1400 critically ill people with acute renal failure), °® which performed subgroup
analysis, adjusting by baseline severity of iliness, and found a survival benefit with continuous renal
replacement therapy (mortality: RR 0.48, 95% CI 0.34 to 0.69). A secondary analysis in the review,
including all studies and adjusting for study quality, found that continuous modalities significantly
reduced mortality (RR 0.72, 95% CI 0.60 to 0.87). ° In a large international prospective cohort of
1218 people treated with continuous renal replacement therapy or intermittant renal replacement
therapy for acute renal failure, unadjusted dialysis-independence at hospital discharge was higher
after continuous renal replacement therapy (85.5% with continuous renal replacement therapy v
66.2%, with intermittant renal replacement therapy; P less than 0.0001). B Multivariate logistic
regression showed that choice of continuous renal replacement therapy was not an independent
predictor of survival, but was a predictor of dialysis independence at hospital discharge among
survivors (OR 3.33, 95% CI 1.85 to 6.02; P less than 0.0001). " na retrospective cohort study
between 1995 and 2004 including 2642 people from 32 intensive care units in Scandinavia, contin-
uous renal replacement therapy was associated with better renal recovery (91.7% with continuous
renal replacement therapy v 83.5% with intermittant renal replacement therapy, OR 2.19, 95% ClI
1.35 to 3.53) but mortality did not differ significantly between the groups.

OPTION ALBUMIN SUPPLEMENTATION PLUS LOOP DIURETICS (INTRAVENOUS)

We found no direct information about the effects of intravenous albumin supplementation plus loop diuretics
in critically ill people with acute renal failure.

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: We found no systematic review and no RCTs evaluating clinical outcomes of intravenous albumin
supplementation plus loop diuretics in critically ill people with acute renal failure.

Harms: We found no RCTSs.

Comment: One crossover RCT (9 people with nephrotic syndrome? compared three interventions: furosemide
alone, furosemide plus albumin, and albumin alone. 91t found that furosemide was superior to
albumin alone, and furosemide plus albumin resulted in the greatest urine and sodium excretion.
The clinical significance of this finding is unclear.

OPTION DIALYSIS MEMBRANES (SYNTHETIC)

Mortality
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Synthetic membranes compared with cellulose-based membranes We don't know whether synthetic dialysis mem-
branes are more effective at reducing mortality in critically ill people with acute renal failure requiring in-centre
haemodialysis (very low-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: We found two systematic reviews comparing synthetic and cellulose-based dialysis membranes
in critically ill people with all-cause acute renal failure. ™ ™" The first systematic review (search
date 2000, 7 RCTs and controlled clinical trials, 722 people) found no significant difference between
synthetic membranes and cellulose-based membranes in mortality among people with acute renal
failure requiring in-centre haemodialysis (RR 0.92, 95% CI 0.76 to 1.13). “°” Subgroup analysis
revealed that synthetic membranes fared best against unsubstituted cellulose (RR 0.82, 95% ClI
0.62 to 1.08), although the result was still not significant. %2 The second systematic review (search
date 2000, 8 prospective trials providing survival data, data on recovery of renal function, or both,
867 people) found that synthetic membranes significantly increased survival rates compared with
cellulose-based membranes (OR 1.37, 95% CI 1.02 to 1.83; P = 0.03) and showed a non-significant
trend toward improved renal recovery (OR 1.23, 95% CI 0.90 to 1.68; P = 0.18). "% A sensitivity
analysis performed by stratifying studies according to the type of membrane used in the control
group found that the mortality reduction observed with synthetic membranes was evident when
compared with unsubstituted cellulose, but not when compared with modified cellulose.

Harms: Severe anaphylactoid reactions in people taking ACE inhibitors have been reported occasionally
with certain synthetic biocompatible membranes (exact frequency unknown). [oz)

Comment: Many of the RCTs included in both systematic reviews had methodological limitations, and all
studies were underpowered. Differences in effect on outcomes seem most easily demonstrable
when synthetic membranes are compared with unsubstituted cellulose. Whether synthetic mem-
branes are superior to modified cellulose (e.g. cellulose triacetate) remains controversial. However,
no study has shown an advantage with any cellulose-based membrane over synthetic membranes,
except that cellulose-based membranes are generally less expensive.

OPTION LOOP DIURETICS

Kidney injury
Compared with control Loop diuretics may be no more effective at improving renal recovery or at reducing the re-
quirement for renal replacement therapy (very low-quality evidence).

Mortality
Compared with control Loop diuretics may be no more effective at reducing mortality (very low-quality evidence).

Note
Loop diuretics have been associated with ototoxicity and may lead to volume depletion.

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: We found two systematic reviews. 11031 8% The first systematic review (search date 2006, 5 RCTs,
555 peoPIe) compared loop diuretics versus control in people with acute renal failure, and pooled
data. " Itincluded RCTs in adults with established acute renal failure, and which reported at least
one of the following: need for renal replacement therapy; death; or renal recovery. Two of the five
RCTs (330 people; 92 people) enrolled critically ill people; but the proportion admitted to an intensive
care unit was not specified. The review reported that oliguria was variously defined and was present
in 258/443 (58%) people in three RCTs; the remaining three RCTs did not report figures for people
with oliguria. The review reported that the overall methodological quality and reporting of the RCTs
was poor, with only one RCT reporting adequate allocation concealment, while two RCTs did not
report loss to follow-up, and one RCT had significant differences between groups at baseline. [103)
The review found no significant difference between loop diuretics (mainly furosemide, one RCT
with torasemide) and control in mortality or renal recovery (mortality: 4 RCTs, 129/295 [44%)] with
loop diuretics v 84/240 [35%)] with control, OR 1.28, 95% CI 0.89 t01.84, P = 0.18; renal recovery:
2 RCTs, 96/228 [42%] with loop diuretics v 94/194 [48%)] with control, OR 0.88, 95% CI 0.59 t01.31,
P = 0.5). The second systematic review included furosemide used both in prevention and treatment
of acute renal failure. " See benefits of loop diuretics to prevent acute renal failure in people at
high risk, p 16 . However, it reported a sub-group analysis for 6 RCTs used to treat renal failure.
Of these 6 RCTs, 5 RCTs were included in the first review, and it also included one additional small
RCT (56 people). The review found no significant difference between furosemide and placebo in
in-hospital mortality, or in requirement for renal replacement therapy (in-hospital mortality: 5 RCTS,
574 people, RR 1.09, 95% CI 0.90 to 1.31; requirement for renal replacement therapy or dialysis:
4 RCTs, 204 people, RR 0.94, 95% CI 0.71 to 1.26). !
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Harms: See harms of loop diuretics to prevent acute renal failure in people at high risk, p 16 . The first review
noted that reporting of harms was inconsistent, and valid estimates of occurence could not be de-
termined. % Ototoxicity can occur with high doses of loop diuretics. No adverse effects were re-
ported in one included RCT. 194" peafness occurred in two people randomised to furosemide in
another RCT included in the second review. "® In one of these people, hearing loss was permanent.
1) The largest RCT included in the reviews reported no significant differences between groups
in adverse effects. ' Diuretics may reduce renal perfusion and add a prerenal component to the
renal failure, but the frequency of this event is uncertain. 197 see harms of loop diuretics to prevent
acute renal failure in people at high risk, p 16 .

Comment: None.

OPTION DOPAMINE

Kidney injury
Compared with placebo Dopamine is no more effective at reducing the need for dialysis (moderate-quality evidence).

Mortality
Compared with placebo Dopamine is no more effective at reducing mortality (moderate-quality evidence).

Note
Dopamine has been associated with important adverse effects, including extravasation necrosis, gangrene, and
conduction abnormalities.

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: We found one systematic review "' and one additional RCT. ") The systematic review (search
date 1999, 58 trials, of which 17 were RCTs, 2149 people) found no significant difference between
dopamine and placebo in mortality or need for dialysis (mortality: 11 trials, 508 people: 4.7% with
dopamine v 5.6% with placebo; RR 0.83, 95% CI 0.39 to 1.77; need for dialysis: 10 trials, 618
people: 13.9% with dopamine v 16.5% with placebo; RR 0.89, 95% CI 0.66 to 1.21). "*) The addi-
tional RCT (multi-centre, double blind, placebo-controlled, 328 people with early renal dysfunction
defined as oliguria or increase in serum creatinine) found no significant difference in mortality at
discharge between low-dose dopamine and placebo (69/161 [43%)] with dopamine v 66/163 [41%)]
with placebo; RR 1.06, 95% Cl 0.82 to 1.37). I""!

Harms: Dopamine has recognised adverse effects, including extravasation necrosis, gan%rene, tachycardia,
headache, and conduction abnormalities. The systematic review I and RCT " gave no informa-
tion on adverse effects.

Comment: Studies evaluating dopamine to prevent renal failure or to ameliorate its progression have found
no benefit. Studies evaluating the effectiveness of dopamine for the treatment of acute renal failure
have focused on early renal dysfunction, and have often included people with normal renal function
who were at risk of acute renal failure. The distinction between the effects of dopamine for prevention
and treatment is, therefore, blurred, and we have used the same studies to infer preventive and
treatment effects.

OPTION NATRIURETIC PEPTIDES

Kidney injury

Compared with placebo Atrial natriuretic peptide is no more effective at reducing dialysis-free survival in oliguric and
non-oliguric people with acute renal failure, and ularitide (urodilatin) seems no more effective at reducing the need
for dialysis (moderate-quality evidence).

For GRADE evaluation of interventions for acute renal failure, see table, p 27 .

Benefits: We found no systematic review, but found three RCTSs. (o8] (091 1197 ope RCT (504 people with

acute tubular necrosis) found no significant difference in dialysis-free survival with atrial natriuretic
peptide compared with placebo in people with acute renal failure (43% with anaritide v 47% with

placebo; P = 0.35). [10e] Preplanned subgroup analysis suggested a possible benefit to people with
oliguria, but lower survival rates in non-oliguric people. A second RCT (220 people) in people with
oliguric acute renal failure found no improvement in dialysis-free survival with a 24-hour infusion

of atrial natriuretic peptide compared with placebo. 99 A third RCT compared ularitide (urodilatin,
a natriuretic peptide with fewer systemic haemodynamic effects) in a dose-finding (ularitide 5, 20,
40, or 80 ng/kg/minute), placebo-controlled RCT (176 people). Ularitide did not significantly reduce
the requirement for dialysis (people treated with dialysis: 35% with ularitide 5 ng/kg/minute v 36%
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with ularitide 20 ng/kg/minute v 28% with ularitide 40 ng/kg/minute v 41% with ularitide
80 ng/kg/minute v 36% with placebo; P reported as not significant, Cl not reported). [110]

Harms: One RCT found that natriuretic peptide caused significant hypotension compared with placebo
(95% with natriuretic peptide v 55% with placebo; P less than 0.01). Also, atrial natriuretic peptide
may be associated with a worse outcome in people with non-oliguric renal failure (dialysis-free
survival in 378 non-oliguric people: 48% with anaritide v 59% with placebo; RR 0.79, 95% CI 0.64
to 0.97; P = 0.03). (198" See harms of natriuretic peptides in high-risk people, p 16 .

Comment: We found no evidence of significant improvement of acute renal failure with atrial natriuretic peptide.

Continuous renal replacement therapy Any extracorporeal blood purification treatment intended to substitute for
impaired renal function over an extended period of time and applied, or aimed at being applied, for 24 hours a day.
Early allograft dysfunction Renal dysfunction that occurs after renal transplantation, and which is usually secondary
to ischaemic injury.

Early renal dysfunction An acute derangement in renal function that is still evolving.

Intermittent renal replacement therapy Renal support that is not, nor intended to be, continuous; usually prescribed
for a period of 12 hours or less.

Lipid formulations of amphotericin B Complexes of amphotericin B and phospholipids or sterols. This reduces
the toxicity of amphotericin B while preserving its antifungal activity.

Multiple organ dysfunction syndrome A syndrome of progressive organ failure, affecting one organ after another
and believed to be the result of persistent or recurrent infection or inflammation.

Nephrotoxic agents Any agent that has the potential to produce nephrotoxicity.

Nephrotoxicity Renal parenchymal damage manifested by a decline in glomerular filtration rate, tubular dysfunction,
or both.

Oliguria Urine output of less than 5 mL/kg daily.

Biocompatible Artificial materials can induce an inflammatory response. This response can be humoral (including
complement) or cellular. Synthetic dialysis membranes seem to produce less of an inflammatory response in vitro
and are classified as more “biocompatible”. By contrast, cellulose-based membranes seem to be less biocompatible
(cause more inflammation). When cellulose-based membranes are rendered semi-synthetic by modifications or
substitution of materials like acetate, they may be become more biocompatible. We found no standards by which
this comparison can be made.

Cellulose-based Dialysis membranes may be made from cellulose. “Unsubstituted” cellulose has not undergone
modification to attempt to improve biocompatibility. Synthetic membranes do not use cellulose.

Contrast nephropathy Intravenous radiocontrast increases serum creatinine in some people, particularly those with
underlying kidney disease. Most studies define contrast nephropathy as a small change in serum creatinine (e.g.
greater than 25% increase). It is not known whether agents that reduce the risk of contrast nephropathy also reduce
the risk of acute renal failure.

Glomerular filtration rate The rate of elaboration of protein-free plasma filtrate (ultrafiltration) across the walls of
the glomerular capillaries.

High-osmolality contrast media Contrast media with osmolality greater than 800 mOsm/L. Until recently, it was
considered the standard formulation for radiological assays.

High-quality evidence Further research is very unlikely to change our confidence in the estimate of effect.
Iso-osmolar contrast media Contrast media that are iso-osmolar compared with plasma, and therefore of lower
osmolality than “low-osmolality contrast media”.

Low-osmolality contrast media Contrast media with osmolality of 600—-800 mOsm/L.

Low-quality evidence Further research is very likely to have an important impact on our confidence in the estimate
of effect and is likely to change the estimate.

Moderate-quality evidence Further research is likely to have an important impact on our confidence in the estimate
of effect and may change the estimate.

Very low-quality evidence Any estimate of effect is very uncertain.

Calcium channel blockers The search date of one already included systematic review updated. "I No new data
added to option. Categorisation of 'calcium channel blockers (for early allograft dysfunction)' unchanged (Likely to
be ineffective or harmful).

Contrast media (iso-osmolar) One RCT added comparing a non-ionic iso-osmolar contrast media versus a low-
osmolar contrast media in people having coronary angiography with or without a percutaneous coronary intervention,
which reports the occurrence of contrast nephropathy . 411 Categorisation of 'contrast media (iso-osmolar maybe
more effective than low-osmolality contrast media)' unchanged (Likely to be beneficial).

Fenoldopam One systematic review added, which included a meta-analysis comparing the use of fenoldopam versus
other treatments combined in people on intensive care units, or in people undergoing major surgery, but excluding
people having radiocontrast investigations. 5 The comparison control group in the analysis was comprised of people
receiving placebo, dopamine, dopamine or dobutamine, or not stated. Categorisation of 'fenoldepam' unchanged
(Unlikely to be beneficial).
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Loop diuretics (under question on treatments for crltlcaIIP/ ill people with acute renal failure) Two systematic
reviews added comparing loop diuretics versus control. ! Benefits and harms data enhanced, categorisation
unchanged (Unlikely to be beneficial).
Loop diuretics (under question to prevent acute renal failure in people at high risk) One new systematic review
including a pooling of data added comparing furosemide versus control in people at risk of, or with, acute renal failure.
] Categorisation of 'loop diuretics' unchanged (Likely to be ineffective or harmful).
N-Acetylcysteine Two subsequent RCTs added to the existing reporting of seven systematic reviews comparing
N-Acetylcysteine versus control in the prevention of contrast nephropathy. ° #* One further RCT added comparin
ylcy p phropatny. paring
N-Acetylcysteine versus placebo in the prevention of acute renal failure after hypotension. el Categorisation of
N-Acetylcysteine unchanged (Likely to be beneficial).
Renal replacement therapy (continuous) One multi-centre RCT (360 critically ill people with acute renal failure as
part of multiple organ dysfunction syndrome) added to the benefits section comparing the effect of intermittent
hemodialysis versus continuous veno-venous hemodiafiltration on 60-day survival rates. BY Two reports of large
cohort studies comparing continuous renal replacement therapy versus intermittant renal replacement therapy for
acute renal failure added to the comments section for background information. (571 [98] Categorisation of 'renal re-
placement therapy (unclear whether continuous or intermittent renal replacement therapy more effective)' unchanged
(Unknown effectiveness).
Renal replacement therapy (high-dose continuous) One RCT (206 people) comparing continuous veno-venous
haemofiltration (CVVH) versus continuous veno-venous haemodiafiltration (CVVHDF) added. t86] Categorisation of
‘renal replacement therapy (reduced mortality comPared with low-dose)' unchanged (Likely to be beneficial).
Sodium chloride-based fluids Two RCTs added. ! The first RCT (312 people) compared intravenous sodum
chloride O 9% versus oral sodium chloride in people with chronic renal failure undergoing various radiological proce-
dures, *” while the second RCT (45 people) compared |ntravenous sodium chloride 0.45% versus fluid restriction
in people with chronic kidney disease undergoing cardiac surgery Categorlsatlon of 'sodium chloride-based fluids'
unchanged (Likely to be beneficial).
Renal replacement therapy (prophylactic haemofiltration/dialysis) One single-centre RCT (92 people) added
comparing pre- and post-haemofiltration, post- haemoflltratlon and sodium chloride, in people with baseline chronic
renal dysfunction having coronary interventions with contrast. °” Benefits and harms data enhanced, categorisation
of 'renal replacement therapy (prophylactic haemofiltration/dialysis)' changed from Unlikely to be beneficial to Unknown
effectiveness.

R EFERENCES
Nissenson AR. Acute renal failure: definition and pathogenesis. Kidney Int Suppl ~ 20. Ympa YP, SakrY, Reinhart K, et al. Has mortality from acute renal failure de-
1998;66:7-10. creased? A systematic review of the literature. Am J Med
2. Bellomo R, Ronco C, Kellum JA, et al. Acute renal failure — definition, outcome 2005;118:827-832.[PubMed]
measures, animal models, fluid therapy and information technology needs: the 21. Uchino S, Kellum JA, Bellomo R, et al. Acute renal failure in critically ill patients:
Second International Consensus Conference of the Acute Dialysis Quality Initiative a multinational, multicenter study. JAMA 2005;17:813-818.
(ADQI) Group. Crit Care 2004;8:R204-R212.[PubMed] 22. Barrett BJ, Carlisle EJ. Metaanalysis of the relative nephrotoxicity of high- and
3. Hou SH, Bushinsky DA, Wish JB, et al. Hospital-acquired renal insufficiency: a low-osmolality iodinated contrast media. Radiology 1993;188:171-178. Search
prospective study. Am J Med 1983;74:243-248.[PubMed] date 1991; primary sources Medline, Embase, hand searches of reference lists
4. Brivet FG, Kleinknecht DJ, Loirat P, et al. Acute renal failure in intensive care of selected articles, and personal contact with authors of selected primary studies
units — causes, outcomes and prognostic factors of hospital mortality: a and pharmaceutical companies manufacturing contrast media.[PubMed]
prospective multicenter study. Crit Care Med 1996;24:192-198.[PubMed] 23. Trivedi HS, Moore H, Nasr S, et al. A randomized prospective trial to assess the
5. McCullough PA, Wolyn R, Rocher LL, et al. Acute renal failure after coronary in- rol_e of saline hydration on the development of contrast nephrotoxicity. Nephron
tervention: incidence, risk factors, and relationship to mortality. Am J Med Clin Pract 2003;93:C29-C34.[PubMed]
1997;103:368-375.[PubMed] 24. Dussol B, Morange S, Loundoun A, et al. A randomized trial of saline hydration
6.  Better OS, Stein JH. Early management of shock and prophylaxis of acute renal to prevent contrast nephropathy in chronic renal failure patients. Nephrol Dial
failure in traumatic rhabdomyolysis. N Engl J Med 1990;322:825-829.[PubMed] Transplant 2006;21:2120-2126.[PubMed]
7. Thadhani R, Pascual M, Bonventre JV. Acute renal failure. N Engl J Med 25.  Solomon R, Werner C, Mann D, et al. Effects of saline, mannitol, and furosemide
1996;334:1448-1460.[PubMed)] to prevent acute decreases in renal function induced by radiocontrast agents. N

8.  Kleinknecht D. Epidemiology in acute renal failure in France today. In: Biari D, Engl J Med 1694;331:1416-1420.[PubMed] ) i .
Neild G, eds. Acute renal failure in intensive therapy unit. Berlin: Springer-Verlag, ~ 26- Mueller C, Buerkle G, Buettner HJ, etal. Prevention of contrast media-associated

1990:13-21. nephropathy: randomized comparison of 2 hydration regimes in 1620 patients

" " . . . d i ioplasty. Arch Int Med 2002;162:329-336.[PubMed
9.  Tran DD, Oe PL, De Fijter CWH, et al. Acute renal failure in patients with acute undergoing coronary angioplasty. Arch intern Me [PubMecd]

pancreatitis: prevalence, risk factors, and outcome. Nephrol Dial Transplant 27. Marathias KP, Vassili M, Robola A, et al. Preoperative intravenous hydration
1993;8:1079-1084.[PubMed] confers renoprotection in patients with chronic kidney disease undergoing cardiac

surgery. Artif Organs 2006;30:615-621.[PubMed]

28. Taylor AJ, Hotchkiss D, Morse RW, et al. Preparation for angiography in renal
dysfunction: a randomized trial of inpatient versus outpatient hydration protocols
for cardiac catheterization in mild-to-moderate renal dysfunction. Chest

10. Coar D. Obstructive nephropathy. Del Med J 1991;63:743-749.[PubMed]

11. Kaufman J, Dhakal M, Patel B, et al. Community acquired acute renal failure.
Am J Kidney Dis 1991;17:191-198.[PubMed]

12. Bamgboye EL, Mabayoje MO, Odutala TA, et al. Acute renal failure at the Lagos 1998;114:1570-1574.[PubMed]

University Teaching Hospital. Ren Fail _1993;15:77’80'[P9bMEd] 29.  Walsh TJ, Hiemenz JW, Seibel NL, et al. Amphotericin B lipid complex for invasive

13. Nolan CR, Anderson RJ. Hospital-acquired acute renal failure. J Am Soc Nephrol fungal infections: analysis of safety and efficacy in 556 cases. Clin Infect Dis
1998;9:710-718.[PubMed] 1998;26:383-396.

14. Cantarovich F, Bodin L. Functional acute renal failure. In: Cantarovich F, Ran- 30. Schoffski P, Freund M, Wunder R, et al. Safety and toxicity of amphotericin B in
goonwala B, Verho M, eds. Progress in acute renal failure. Paris: Hoechst Marion glucose 5% or intralipid 20% in neutropenic patients with pneumonia or fever of
Roussel, 1998:55-65. unknown origin: randomised study. BMJ 1998;317:379-384.[PubMed]

15. Brezis M, Rosen S. Hypoxia of the renal medulla. Its implication for disease. N 31. Isenbarger DW, Kent SM, O'Malley PG. Meta-analysis of randomized clinical
Engl J Med 1995;332:647-655.[PubMed] trials on the usefulness of acetylcysteine for prevention of contrast nephropathy.

16. Bonventre JV. Mechanisms of ischemic acute renal failure. Kidney Int Am J Cardiol 2003;92:1454-1458. Search date not reported; primary sources:
1993;43:1160-1178.[PubMed] Pubmed, Biosis, online clinical trial databases, conference abstracts, and bibli-

17. Turney JH, Marshall DH, Brownjohn AM, et al. The evolution of acute renal failure, ographies of articles.[PubMed]

1956-1988. Q J Med 1990;74:83-104.[PubMed)] 32. Alonso A, Lau J, Jaber BL, et al. Prevention of radiocontrast nephropathy with
N-acetylcysteine in patients with chronic kidney disease: a meta-analysis of
randomized, controlled trials. Am J Kidney Dis 2004;43:1-9. Search date not
reported; primary sources Medline, Cochrane Controlled Trials Register, Cochrane
Database of Systematic Reviews, Healthstar, conference proceedings, and ref-

18. Liano F, Junco E, Pascual J, et al. The spectrum of acute renal failure in the in-
tensive care unit compared to that seen in other settings. The Madrid Acute Renal
Failure Study Group. Kidney Int Suppl 1998;53:16-24.

19. Metnitz PG, Krenn CG, Steltzer H, et al. Effect of acute renal failure requiring erence lists. [PubMed]
renal replacement therapy on outcome in critically ill patients. Crit Care Med . ibowi d | e of | L .
2002;30:2051-2058.[PubMed] 33. Misra D, Leibowitz K, Gowda RM, et al. Role of N-acetylcysteine in prevention

of contrast-induced nephropathy after cardiovascular procedures: a meta-analysis.

© BMJ Publishing Group Ltd 2008. All rights reserved. 23


http://www.ncbi.nlm.nih.gov/pubmed/15312219
http://www.ncbi.nlm.nih.gov/pubmed/6824004
http://www.ncbi.nlm.nih.gov/pubmed/8605788
http://www.ncbi.nlm.nih.gov/pubmed/9375704
http://www.ncbi.nlm.nih.gov/pubmed/2407958
http://www.ncbi.nlm.nih.gov/pubmed/8618585
http://www.ncbi.nlm.nih.gov/pubmed/8272219
http://www.ncbi.nlm.nih.gov/pubmed/1807988
http://www.ncbi.nlm.nih.gov/pubmed/1992662
http://www.ncbi.nlm.nih.gov/pubmed/8441842
http://www.ncbi.nlm.nih.gov/pubmed/9555674
http://www.ncbi.nlm.nih.gov/pubmed/7845430
http://www.ncbi.nlm.nih.gov/pubmed/8510397
http://www.ncbi.nlm.nih.gov/pubmed/2109333
http://www.ncbi.nlm.nih.gov/pubmed/12352040
http://www.ncbi.nlm.nih.gov/pubmed/16084171
http://www.ncbi.nlm.nih.gov/pubmed/8511292
http://www.ncbi.nlm.nih.gov/pubmed/12411756
http://www.ncbi.nlm.nih.gov/pubmed/16611682
http://www.ncbi.nlm.nih.gov/pubmed/7969280
http://www.ncbi.nlm.nih.gov/pubmed/11822926
http://www.ncbi.nlm.nih.gov/pubmed/16911315
http://www.ncbi.nlm.nih.gov/pubmed/9872190
http://www.ncbi.nlm.nih.gov/pubmed/9694753
http://www.ncbi.nlm.nih.gov/pubmed/14675586
http://www.ncbi.nlm.nih.gov/pubmed/14712421

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45,

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

Clin Cardiol 2004;27:607-610. Search date not reported; primary sources Medline
and reference lists of articles.[PubMed]

Birck R, Krzossok S, Markowetz F, et al. Acetylcysteine for prevention of contrast
nephropathy: meta-analysis. Lancet 2003; 362:598-603. Search date 2003; pri-
mary sources Medline, Web of Science, The Cochrane Library, Current Contents
Medizin, Pubmed, proceedings from major cardiology and nephrology meetings,
and reference lists.[PubMed]

Liu R, Nair D, Ix J, et al. N-acetylcysteine for the prevention of contrast-induced
nephropathy. A systematic review and meta-analysis. J Gen Intern Med
2005;20:193-200. Search date 2003; primary sources Medline, Embase,
Cochrane Controlled Trials Register, bibliographies of articles, conference pro-
ceedings, and consultations with experts.[PubMed]

Bagshaw SM, Ghali WA. Acetylcysteine for prevention of contrast-induced
nephropathy after intravascular angiography: a systematic review and meta-
analysis. BMC Med 2004;2:38. Search date 2003; primary sources Medline,
Embase, Cochrane Controlled Trials Register (Central), and Pubmed.[PubMed]

Pannu N, Manns B, Lee H, et al. Systematic review of the impact of N-acetylcys-
teine on contrast nephropathy. Kidney Int 2004;65:1366—-1374. Search date 2003;
primary sources Medline, Embase, Cochrane Controlled Trials Register (Central),
and conference proceedings.

Balderramo DC, Verdu MB, Ramacciotti CF, et al. Renoprotective effect of high
periprocedural doses of oral N-acetylcysteine in patients scheduled to undergo
a same-day angiography. Revista de la Facultad de Ciencias Médicas (Cérdoba,
Argentina) 2004;61:13-19.[PubMed]

Marenzi G, Assanelli E, Marana |, et al. N-acetylcysteine and contrast-induced
nephropathy in primary angioplasty. N Engl J Med 2006;354:2773-2782.[PubMed]

Briguori C, Colombo A, Violante A, et al. Standard vs double dose of N-acetylcys-
teine to prevent contrast agent associated nephrotoxicity. Eur Heart J
2004;25:206—211.[PubMed]

Marenzi G, Assanelli E, Marana |, et al. N-acetylcysteine and contrast-induced
nephropathy in primary angioplasty. N Engl J Med 2006;354:2773-2782.[PubMed]

Macedo E, Abdulkader R, Castro |, et al. Lack of protection of N-acetylcysteine
(NAC) in acute renal failure related to elective aortic aneurysm repair — a random-
ized controlled trial. Nephrol Dial Transplant 2006;21:1863-1869.[PubMed]
Burns KE, Chu MW, Novick RJ, et al. Perioperative N-acetylcysteine to prevent
renal dysfunction in high-risk patients undergoing CABG surgery: a randomized
controlled trial. JAMA 2005;294:342-350.[PubMed)]

Komisarof JA, Gilkey GM, Peters DM, et al. N-acetylcysteine for patients with
prolonged hypotension as prophylaxis for acute renal failure (NEPHRON). Crit
Care Med 2007;35:435-441.[PubMed]

Hoffmann U, Fischereder M, Kruger B, et al. The value of N-acetylcysteine in the
prevention of radiocontrast agent-induced nephropathy seems questionable. J
Am Soc Nephrol 2004;15:407—410.[PubMed]

Aspelin P, Aubry P, Fransson SG, et al. Nephrotoxic effects in high-risk patients
undergoing angiography. N Engl J Med 2003;348:491-499.[PubMed]

Jo S-H, Youn T-J, Koo B-K, et al. Renal Toxicity Evaluation and Comparison
Between Visipaque (lodixanol) and Hexabrix (loxaglate) in Patients With Renal
Insufficiency Undergoing Coronary Angiography. The RECOVER Study: A Ran-
domized Controlled Trial. J Am Coll Cardiol 2006;48:924—930.[PubMed]

Solomon R. The role of osmolality in the incidence of contrast-induced
nephropathy: a systematic review of angiographic contrast media in high risk
patients. Kidney Int 2005;68:2256-2263.[PubMed]

Hatala R, Dinh TT, Cook DJ. Single daily dosing of aminoglycosides in immuno-
compromised adults: a systematic review. Clin Infect Dis 1997;24:810-815.
Search date 1995; primary sources Medline, hand searches of selected infectious
disease journals and bibliographies of relevant articles, and personal contact
with primary investigators of selected studies.[PubMed]

Prins JM, Buller HR, Kuijper EJ, et al. Once versus thrice daily gentamicin in
patients with serious infections. Lancet 1993;341:335-339.[PubMed]

Merten GJ, Burgess WP, Gray LV, et al. Prevention of contrast-induced
nephropathy with sodium bicarbonate: a randomized controlled trial. JAMA
2004;291:2328-2334.[PubMed]

Halpenny M, Lakshmi S, O'Donnell A, et al. Fenoldopam: renal and splanchnic
effects in patients undergoing coronary artery bypass grafting. Anaesthesia
2001;56:953-960.[PubMed]

Halpenny M, Rushe C, Breen P, et al. The effects of fenoldopam on renal function
in patients undergoing elective aortic surgery. Eur J Anaesthesiol
2002;19:32-39.[PubMed]

Tumlin JA, Wang A, Murray PT, et al. Fenoldopam mesylate blocks reductions
in renal plasma flow after radiocontrast dye infusion: a pilot trial in the prevention
of contrast nephropathy. Am Heart J 2002;143:894-903.[PubMed]

Caimmi PP, Pagani L, Micalizzi E, et al. Fenoldopam for renal protection in pa-
tients undergoing cardiopulmonary bypass. J Cardiothorac Vasc Anesth
2003;17:491-494.[PubMed]

Stone GW, McCullough PA, Tumlin JA, et al. Fenoldopam mesylate for the pre-
vention of contrast-induced nephropathy: a randomized controlled trial. JAMA
2003;290:2284-2291.[PubMed]

Morelli A, Ricci Z, Bellomo R, et al. Prophylactic fenoldopam for renal protection
in sepsis: a randomized, double-blind, placebo-controlled pilot trial. Crit Care
Med 2005;33:2451-2456.[PubMed]

Tumlin JA, Finkel KW, Murray PT, et al. Fenoldopam mesylate in early acute
tubular necrosis: a randomized, double-blind, placebo-controlled clinical trial. Am
J Kidney Dis 2005;46:26—34.[PubMed]

Brienza N, Malcangi V, Dalfino L, et al. A comparison between fenoldopam and
low-dose dopamine in early renal dysfunction of critically ill patients Crit Care
Med 2006;34:707-714.[PubMed]

Bove T, Landoni G, Calabro MG, et al. Renoprotective action of fenoldopam in
high-risk patients undergoing cardiac surgery: a prospective, double-blind, ran-
domized clinical trial. Circulation 2005;111:3230-3235.[PubMed]

Landoni G, Biondi-Zoccai GG, Tumlin JA, et al. Beneficial impact of fenoldopam
in critically ill patients with or at risk for acute renal failure: a meta-analysis of
randomized clinical trials. Am J Kidney Dis 2007;49:56-68.[PubMed]

© BMJ Publishing Group Ltd 2008. All rights reserved.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

7.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

Ip-Yam PC, Murphy S, Baines M, et al. Renal function and proteinuria after car-
diopulmonary bypass: the effects of temperature and mannitol. Anesth Analg
1994;78:842-847.[PubMed]

Homsi E, Barreiro MF, Orlando JM, et al. Prophylaxis of acute renal failure in
patients with rhabdomyolysis. Ren Fail 1997;19:283-288.[PubMed]

Beall AC, Holman MR, Morris GC, et al. Mannitol-induced osmotic diuresis during
vascular surgery. Arch Surg 1963;86:34—42.

Gubern JM, Sancho JJ, Simo J, et al. A randomized trial on the effect of mannitol
on postoperative renal function in patients with obstructive jaundice. Surgery
1988;103:39-44.[PubMed]

Marenzi G, Marana |, Lauri G, et al. The prevention of radiocontrast-agent-induced
nephropathy by hemofiltration. N Engl J Med 2003;349:1333-1340.[PubMed]
Marenzi G, Lauri G, Campodonico J, et al. Comparison of two hemofiltration
protocols for prevention of contrast-induced nephropathy in high-risk patients.
Am J Med 2006;119:155-162.[PubMed]

Frank H, Wener D, Lorusso V, et al. Simultaneous hemodialysis during coronary
angiography fails to prevent radiocontrast induced nephropathy in chronic renal
failure. Clin Nephrol 2003:60;176-182.[PubMed]

Klarenbach SW, Pannu N, Tonelli MA, et al. Cost-effectiveness of hemofiltration
to prevent contract nephropathy in patients with chronic kidney disease. Crit Care
Med 2006;34:1044—1051.[PubMed]

Ix JH, McCulloch CE, Chertow GM. Theophylline for the prevention of radiocon-
trast nephropathy: a meta-analysis. Nephrol Dial Transplant 2004;19:2747-2753.
Search date 2003; primary sources Medline, Embase, The Cochrane Library,
bibliographies of articles, and contact with experts.[PubMed]

Erley CM, Duda SH, Rehfuss D, et al. Prevention of radiocontrast-media-induced
nephropathy in patients with pre-existing renal insufficiency by hydration in
combination with the adenosine antagonist theophylline. Nephrol Dial Transplant
1999;14:1146-1149.[PubMed)]

Kramer BK, Preuner J, Ebenburger A, et al. Lack of renoprotective effect of
theophylline during aortocoronary bypass surgery. Nephrol Dial Transplant
2002;17:910-915.[PubMed]

Van Riemsdijk IC, Mulder PG, De Fijter JW, et al. Addition of isradipine (lomir)
results in a better renal function after kidney transplantation: a double-blind,
randomized, placebo-controlled, multi-center study. Transplantation
2000;70:122-126.[PubMed)]

Shilliday IR, Sherif M. Calcium channel blockers for preventing acute tubular
necrosis in kidney transplant recipients. In: The Cochrane Library: Issue 1, 2007.
Chichester: John Wiley & Sons. Search date 2005; primary sources Cochrane
Renal Group specialised register; Cochrane Central Register of Controlled Trials;
Medline; PreMedline; Embase; reference lists of nephrology textbooks, review
articles, and relevant trials; conference proceedings; and investigators known to
be involved in previous trials.

Kellum JA, Decker JM. The use of dopamine in acute renal failure: a meta-anal-
ysis. Crit Care Med 2001;29:1526-1531. Search date 1999; primary sources
Medline and bibliographies of review articles.[PubMed]

Marik PE. Low dose dopamine: a systematic review. Intensive Care Med
2002;28:877-883. Search date 2000; primary sources Medline and hand
searches of bibliographies of relevant articles and reviews.[PubMed]

Bellomo R, Chapman M, Finfer S, et al. Low-dose dopamine in patients with
early renal dysfunction: a placebo-controlled randomised trial. Australian and
New Zealand Intensive Care Society (ANZICS) Clinical Trials Group. Lancet
2000;356:2139-2143.[PubMed]

Yavuz S, Ayabakan N, Goncu MT, et al. Effect of combined dopamine and dilti-
azem on renal function after cardiac surgery. Med Sci Monit 2002;8:P145—P150.

Kellum JA. The use of diuretics and dopamine in acute renal failure: a systematic
review of the evidence. Crit Care 1997;1:53-59. Search date 1997; primary
sources Medline and hand searches of bibliographies of relevant articles.[PubMed]
Ho KM, Sheridan DJ, Ho KwokM, et al. Meta-analysis of frusemide to prevent or
treat acute renal failure. BMJ 2006;333:420.[PubMed]

Lassnigg A, Donner E, Grubhofer G, et al. Lack of renoprotective effects of
dopamine and furosemide during cardiac surgery. J Am Soc Nephrol
2000;11:97-104.[PubMed]

Kurnik BR, Allgren RL, Genter FC, et al. Prospective study of atrial natriuretic
peptide for the prevention of radiocontrast-induced nephropathy. Am J Kidney
Dis 1998;31:674-680.[PubMed]

Sward K, Valsson F, Odencrants P, et al. Recombinant human atrial natriuretic
peptide in ischemic acute renal failure: a randomized placebo-controlled trial.
Crit Care Med 2004;32:1310-1315.[PubMed)]

Ronco C, Bellomo R, Homel P, et al. Effects of different doses in continuous
veno-venous haemofiltration on outcomes of acute renal failure: a prospective
randomised trial. Lancet 2000;356:26—30.[PubMed]

Bouman CSC, Oudemans-van Straaten HM, Tijssen JGP, et al. Effects of early
high-volume continuous venovenous hemofiltration on survival and recovery of
renal function in intensive care patients with acute renal failure: a prospective,
randomized trial. Crit Care Med 2002;30:2205-2211.[PubMed]

Saudan P, Niederberger M, De SeigneuxS, et al. Adding a dialysis dose to con-
tinuous hemofiltration increases survival in patients with acute renal failure. Kidney
Int 2006;70:1312-1317.[PubMed]

Schiffl H, Lang SM, Fischer R. Daily hemodialysis and the outcome of acute renal
failure. N Engl J Med 2002;346:305-310.[PubMed]

Gotch FA, Sargent JA, Keen ML. Whither goest Kt/V? Kidney Int 2000;58(supp!
76):3-18.

Rudy DW, Voelker JR, Greene PK, et al. Loop diuretics for chronic renal insuffi-
ciency: a continuous infusion is more efficacious than bolus therapy. Ann Intern
Med 1991;115:360-366. [PubMed)]

Tonelli M, Manns B, Feller-Kopman D. Acute renal failure in the intensive care
unit: a systematic review of the impact of dialytic modality on mortality and renal
recovery. Am J Kidney Dis 2002;40:875-885. Search date 2002; primary sources
Medline, The Cochrane Library, DARE, abstracts of the major North American
nephrology meetings, Science Citation Index, four major nephrology journals,
three major critical care journals, and reference lists from identified studies and
review articles.[PubMed]

24


http://www.ncbi.nlm.nih.gov/pubmed/15562929
http://www.ncbi.nlm.nih.gov/pubmed/12944058
http://www.ncbi.nlm.nih.gov/pubmed/15836554
http://www.ncbi.nlm.nih.gov/pubmed/15500690
http://www.ncbi.nlm.nih.gov/pubmed/16211988
http://www.ncbi.nlm.nih.gov/pubmed/16807414
http://www.ncbi.nlm.nih.gov/pubmed/14972420
http://www.ncbi.nlm.nih.gov/pubmed/16807414
http://www.ncbi.nlm.nih.gov/pubmed/16522657
http://www.ncbi.nlm.nih.gov/pubmed/16030279
http://www.ncbi.nlm.nih.gov/pubmed/17205018
http://www.ncbi.nlm.nih.gov/pubmed/14747387
http://www.ncbi.nlm.nih.gov/pubmed/12571256
http://www.ncbi.nlm.nih.gov/pubmed/16949481
http://www.ncbi.nlm.nih.gov/pubmed/16221227
http://www.ncbi.nlm.nih.gov/pubmed/9142773
http://www.ncbi.nlm.nih.gov/pubmed/8094114
http://www.ncbi.nlm.nih.gov/pubmed/15150204
http://www.ncbi.nlm.nih.gov/pubmed/11576097
http://www.ncbi.nlm.nih.gov/pubmed/11913801
http://www.ncbi.nlm.nih.gov/pubmed/12040355
http://www.ncbi.nlm.nih.gov/pubmed/12968238
http://www.ncbi.nlm.nih.gov/pubmed/14600187
http://www.ncbi.nlm.nih.gov/pubmed/16276165
http://www.ncbi.nlm.nih.gov/pubmed/15983954
http://www.ncbi.nlm.nih.gov/pubmed/16505657
http://www.ncbi.nlm.nih.gov/pubmed/15967861
http://www.ncbi.nlm.nih.gov/pubmed/17185146
http://www.ncbi.nlm.nih.gov/pubmed/8160980
http://www.ncbi.nlm.nih.gov/pubmed/9101605
http://www.ncbi.nlm.nih.gov/pubmed/3122349
http://www.ncbi.nlm.nih.gov/pubmed/14523141
http://www.ncbi.nlm.nih.gov/pubmed/16443418
http://www.ncbi.nlm.nih.gov/pubmed/14524580
http://www.ncbi.nlm.nih.gov/pubmed/16484907
http://www.ncbi.nlm.nih.gov/pubmed/15328384
http://www.ncbi.nlm.nih.gov/pubmed/10344353
http://www.ncbi.nlm.nih.gov/pubmed/11981083
http://www.ncbi.nlm.nih.gov/pubmed/10919587
http://www.ncbi.nlm.nih.gov/pubmed/11505120
http://www.ncbi.nlm.nih.gov/pubmed/12122525
http://www.ncbi.nlm.nih.gov/pubmed/11191541
http://www.ncbi.nlm.nih.gov/pubmed/11094464
http://www.ncbi.nlm.nih.gov/pubmed/16861256
http://www.ncbi.nlm.nih.gov/pubmed/10616845
http://www.ncbi.nlm.nih.gov/pubmed/9531185
http://www.ncbi.nlm.nih.gov/pubmed/15187512
http://www.ncbi.nlm.nih.gov/pubmed/10892761
http://www.ncbi.nlm.nih.gov/pubmed/12394945
http://www.ncbi.nlm.nih.gov/pubmed/16850022
http://www.ncbi.nlm.nih.gov/pubmed/11821506
http://www.ncbi.nlm.nih.gov/pubmed/1863026
http://www.ncbi.nlm.nih.gov/pubmed/12407631

91. Vinsonneau C, Camus C, Combes A, et al. Continuous venovenous haemodiafil- 100. Jaber BL, Lau J, Schmid CH, et al. Effect of biocompatibility of hemodialysis

tration versus intermittent haemodialysis for acute renal failure in patients with membranes on mortality in acute renal failure: a meta-analysis. Clin Nephrol
multiple-organ dysfunction syndrome: a multicentre randomised trial. Lancet 2002;57:274-282. Search date 2000; primary sources Medline, meeting abstracts,
2006;368:379-385.[PubMed)] and bibliographies of review articles.[PubMed)]

92. Ronco C. Continuous renal replacement therapies for the treatment of acute renal ~ 101. Subramanian S, Venkataraman R, Kellum JA. Influence of dialysis membrane
failure in intensive care patients. Clin Nephrol 1993;40:187-198.[PubMed] on outcomes in acute renal failure: a meta-analysis. Kidney Int

93. Heering P, Morgera S, Schmitz FJ, et al. Cytokine removal and cardiovascular 2002;62:1819-1823. Search date 2000; primary sources Medline, meeting ab-
hemodynamics in septic patients with continuous venovenous hemofiltration. In- stracts, and bibliographies of review articles.[PubMed]
tensive Care Med 1997;23:288-296.[PubMed] 102. Kammerl MC, Schaefer RM, Schweda F, et al. Extracorporal therapy with AN69

94. Guerin C, Girard R, Selli JM, et al. Intermittent versus continuous renal replace- membranes in combination with ACE inhibition causing severe anaphylactoid
ment therapy for acute renal failure in intensive care units: results from a multi- reactions: still a current problem? Clin Nephrol 2000;53:486-488.[PubMed]
center prospective epidemiological survey. Intensive Care Med 103. Bagshaw SM, Delaney A , Haase M, et al. Loop diuretics in the management
2002;28:1411-1418.[PubMed] of acute renal failure: a systematic review and meta-analysis. Crit Care Resusc

95. Eknoyan G, Beck GJ, Cheung AK, et al. Hemodialysis (HEMO) Study Group: 2007;91:60-68.[PubMed]
effect of dialysis dose and membrane flux in maintenance hemodialysis. N Engl 104. Kleinknecht D, Ganeval D, Gonzales-Duque LA, et al. Furosemide in acute oliguric
J Med 2002;347:2010-2019.[PubMed] renal failure. A controlled trial. Nephron 1976;17:51-58.[PubMed]

96. Kellum JA, Angus DC, Johnson JP, et al. Continuous versus intermittent renal 105. Brown CB, Ogg CS, Cameron JS. High dose furosemide in acute renal failure:
replacement therapy: a meta-analysis. Intensive Care Med 2002;28:29-37. a controlled trial. Clin Nephrol 1981;15:90-96.[PubMed]

Search date 1998; primary sources Medline, meeting abstracts, and bibliographies 106, Cantarovich F, Rangoonwala B, Lorenz H, et al. High-dose furosemide for estab-
of review articles.[PubMed] lished acute renal failure: a prospective, randomized, double-blind, placebo-

97. Uchino S, Bellomo R, Kellum JA, et al. Patient and kidney survival by dialysis controlled, multicenter trial. Am J Kidney Dis 2004;44:402—-409.[PubMed]
modality in critically ill patients with acute kidney injury. Int J Artif Organs 107. Kellum JA. Use of diuretics in the acute care setting. Kidney Int 1998;53(suppl
2007;30:281-292.[PubMed] 66):67-70.

98. Bell M, SWING, Granath F, et al. Continuous renal replacement therapy is asso- 108, Allgren RL, Marbury TC, Rahman SN, et al. Anaritide in ATN. Auriculin anaritide
ciated with less chronic renal failure than intermittent haemodialysis after acute ARF study group. N Engl J Med 1997;336:828-834.[PubMed]

| failure. <em>Intensive C Med</em> 2007;33:773-780.[PubMed . . . . T
renatfafure. sem>intensive L-are Medsjem [PubMec] 109. Lewis J, Salem M, Chertow GM, et al. Atrial natriuretic factor in oliguric acute

99. Fliser D, Zurbruggen I, Mutschler E, et al. Coadministration of albumin and renal failure. Anaritide Acute Renal Failure Study Group. Am J Kidney Dis
furosemide in patients with the nephrotic syndrome. Kidney Int 2000;36:767—774.[PubMed]

1 ;55:629-634.[PubMed . . . . . .
999;55:629-634.[PubMed] 110. Meyer M, Pfarr E, Schirmer G, et al. Therapeutic use of natriuretic peptide ularitide

in acute renal failure. Ren Fail 1999;21:85-100.[PubMed]

John A Kellum

Professor

Department of Critical Care Medicine
University of Pittsburgh

Pittsburgh

USA

Martine Leblanc

Assistant Professor of Nephrology and Critical Care
Maisonneuve Rosemont Hospital

University of Montreal

Montreal

Canada

Ramesh Venkataraman

Assistant Professor

Department of Critical Care Medicine
University of Pittsburgh

Pittsburgh

USA

Competing interests: JK has received compensation for lectures and consulting work from Gambro and Renal Tech. He is the author of studies which are included in this review.

ML and RV declare that they have no competing interests.
Disclaimer

The information contained in this publication is intended for medical professionals. Categories presented in Clinical Evidence indicate a
judgement about the strength of the evidence available to our contributors prior to publication and the relevant importance of benefit and
harms. We rely on our contributors to confirm the accuracy of the information presented and to adhere to describe accepted practices.
Readers should be aware that professionals in the field may have different opinions. Because of this and regular advances in medical research
we strongly recommend that readers' independently verify specified treatments and drugs including manufacturers' guidance. Also, the
categories do not indicate whether a particular treatment is generally appropriate or whether it is suitable for a particular individual. Ultimately
it is the readers' responsibility to make their own professional judgements, so to appropriately advise and treat their patients. To the fullest
extent permitted by law, BMJ Publishing Group Limited and its editors are not responsible for any losses, injury or damage caused to any
person or property (including under contract, by negligence, products liability or otherwise) whether they be direct or indirect, special, inci-
dental or consequential, resulting from the application of the information in this publication.

© BMJ Publishing Group Ltd 2008. All rights reserved. 25


http://www.ncbi.nlm.nih.gov/pubmed/16876666
http://www.ncbi.nlm.nih.gov/pubmed/8261674
http://www.ncbi.nlm.nih.gov/pubmed/9083231
http://www.ncbi.nlm.nih.gov/pubmed/12373465
http://www.ncbi.nlm.nih.gov/pubmed/12490682
http://www.ncbi.nlm.nih.gov/pubmed/11818996
http://www.ncbi.nlm.nih.gov/pubmed/17520564
http://www.ncbi.nlm.nih.gov/pubmed/17364165
http://www.ncbi.nlm.nih.gov/pubmed/9987087
http://www.ncbi.nlm.nih.gov/pubmed/12005243
http://www.ncbi.nlm.nih.gov/pubmed/12371984
http://www.ncbi.nlm.nih.gov/pubmed/10879671
http://www.ncbi.nlm.nih.gov/pubmed/17352669
http://www.ncbi.nlm.nih.gov/pubmed/778649
http://www.ncbi.nlm.nih.gov/pubmed/7011622
http://www.ncbi.nlm.nih.gov/pubmed/15332212
http://www.ncbi.nlm.nih.gov/pubmed/9062091
http://www.ncbi.nlm.nih.gov/pubmed/11007679
http://www.ncbi.nlm.nih.gov/pubmed/10048120

© BMJ Publishing Group Ltd 2008. All rights reserved.

Acute renal failure

S1apJlosip Asupiy



TABLE GRADE evaluation of interventions for acute renal failure

Important outcomes

Number of studies
(participants)

What are the effects of interventions to prevent acute renal failure in people at high risk?

31 (5146) 2%
2 (365) 23 124
1 (1620) 12°

1 (45) 27

1 (36) ¥

17 (2201) B7 B8
[39] " [40] "[41]

1 (354) 4
Alerp il

1(142) 44

AR

4 (g03) 1* B0

1(119) BY

3 (770) 561 71 581
3 (770) 561 1571 [58]

2 (180) 159 160
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Kidney injury, mortality, adverse effects

Outcome

Kidney injury

Kidney injury

Kidney injury

Kidney injury

Kidney injury

Kidney injury

Mortality

Kidney injury

Kidney injury

Kidney injury

Kidney injury

Kidney injury

Kidney injury
Mortality
Kidney injury

Comparison

Low-osmolality contrast media v high-
osmolality contrast media

Intravenous sodium chloride 0.9% v oral
fluids

Sodium chloride 0.9% v sodium chloride
0.45%

Sodium chloride 0.45% v restricted fluids

Inpatient v outpatient fluid regimens

Acetylcysteine v control in the prevention
of contrast nephropathy

Acetylcysteine v control in the prevention
of contrast nephropathy

Acetylcysteine v placebo in the preven-
tion of perioperative acute renal failure

Acetylcysteine v placebo in the preven-
tion of acute renal failure after hypoten-
sion

Iso-osmolar contrast media v low osmo-
lar contrast media

Single-dose aminoglycosides v multiple
doses

Sodium bicarbonate v sodium chloride

Fenoldopam v placebo
Fenoldopam v placebo

Fenoldopam v dopamine

Type
of evi-
dence

Quality

Con-
sisten-

cy

+1

Direct-
ness

Effect
size

GRADE

Moderate

Moderate

High

Low

Very low

Low

High

High

Moderate

Moderate

Low

Low

High
High

Very low

Comment

Quiality point deducted for incomplete reporting of re-
sults

Consistency point deducted for conflicting results

Quality points deducted for sparse data and incomplete
reporting of results

Quiality points deducted for sparse data and incomplete
reporting of results. Directness points deducted for
differences in amount of fluids administered and uncer-
tainty about clinical relevance of outcome measured

Quality point deducted for incomplete reporting of re-
sults. Consistency point deducted for heterogeneity
between RCTs and added for dose response. Direct-
ness point deducted for differences in timing and dose
administration

Consistency point added for dose response. Directness
point deducted for composite outcome

Quality point deducted for sparse data

Directness point deducted for not using standardised
volumes of contrast media or fluid regimens

Quality point deducted for incomplete reporting of re-
sults. Consistency point deducted for different results
for people with different disease severities

Quality points deducted for sparse data and no inten-
tion-to-treat analysis

Quiality points deducted for sparse data and incomplete
reporting of results. Consistency point deducted for
conflicting results
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Important outcomes

Number of studies

(participants)
11 (1094) [V

1 (78) 9

2 (206) 1661 [67]

1(114) ©9

7 (a80) 01 1)

1 (s6) 2

1 (210) [

7 (349) 'Y

5 (284) 4

at least 10 RCTs (at

I[ge{%st[%l]B people)

12 (832) [
3 (255) [

2 (202) &9
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[77]

Kidney injury, mortality, adverse effects

Outcome

Kidney injury

Kidney injury

Kidney injury

Mortality

Kidney injury

Kidney injury

Kidney injury

Kidney injury

Mortality

Kidney injury

Mortality
Kidney injury

Mortality

Comparison

Fenoldopam v other treatments or con-
trol

Mannitol plus intravenous fluids v intra-
venous fluids

Renal replacement therapy (haemofiltra-
tion) v isotonic saline

Renal replacement therapy (haemofiltra-
tion) v isotonic saline

Theophylline or aminophylline v control
in radiocontrast-induced nephropathy

Theophylline v sodium chloride 0.9%
after CABG

Calcium channel blockers v placebo in
people receiving live or cadaveric kidney
transplant

Calcium channel blockers v no calcium
channel blockers in people receiving
cadaveric kidney transplant

Calcium channel blockers v no calcium
channel blockers in people receiving
cadaveric kidney transplant

Dopamine v placebo

Dopamine v placebo

Loop diuretics v fluids alone

Loop diuretics v fluids alone

Type
of evi-
dence

Quality
-3

Con-
sisten-
cy

-1

Direct-
ness

-1

Effect
size

0

GRADE

Very low

Low

Very low

Very low

Very low

Moderate

Moderate

Very Low

Very Low

High

High
Moderate

Moderate

Comment

Quality points deducted for incomplete reporting of re-
sults and methodological weaknesses. Consistency
point deducted for heterogeneity between RCTSs. Di-
rectness point deducted for heterogenous combined
control

Quiality point deducted for sparse data. Directness
point deducted for multiple comparisons

Quiality point deducted for methodological weaknesses.
Directness points deducted for differences in treat-
ments provided to both groups and for uncertainty
about benefit

Quality points deducted for sparse data and method-
ological weaknessess. Directness points deducted for
differences in treatments provided to both groups

Quiality points deducted for incomplete reporting of re-
sults and uncertainty about hydration status of people
receiving radiocontrast agent and for uncertainty about
heterogeneity between studies. Directness point de-
ducted for uncertainty about clinical significance

Quality point deducted for sparse data

Quality point deducted for incomplete reporting of re-
sults

Quality points deducted for incomplete reporting of re-
sults and for not reporting loss to follow-up or duration.
Consistency point deducted for heterogeneity between
RCTs

Quality points deducted for incomplete reporting of re-
sults and for not reporting loss to follow-up or treatment
duration. Consistency point deducted for heterogeneity
between RCTs

Directness point deducted for differences in treatment
protocols

Directness point deducted for differences in treatment
protocols
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Important outcomes Kidney injury, mortality, adverse effects

Number of studies
(participants) Outcome Comparison

2 (3067) (52118 Kidney injury Natriuretic peptides v placebo

What are the effects of treatments for critically ill people with acute renal failure?

2 (531) [84] [85] Mortality High-dose continuous renal replacement
therapy v low-dose continuous renal re-
placement therapy

(86]

1 (206) Mortality Haemofiltration v haemofiltration plus
dialysis

6 (624) 2] Kidney injury Renal replacement therapy (continuous)
v intermittent renal haemodialysis

6 (624) %01 Mortality Renal replacement therapy (continuous)
v intermittent renal haemodialysis

1 (360) (o1 Mortality Renal replacement therapy (intermittent

haemodialysis) v continuous veno-ve-
nous haemodiafiltration

7+ 15 stﬂdies (1589) Mortality

e Dialysis membranes (synthetic) v cellu-

lose-based
at least 2 RCTs (at Kidney injury Loop diuretics v control
least 422 people) 201
[80]
a éga]t I([es%]st 574 people)  Mortality Loop diuretics v control
10 (618)) 78] Kidney injury Dopamine v placebo
[17 SI]RC[%T 11 trials (832) Mortality Dopamine v placebo
?l 1(3100) (o] [t Kidney injury Natriuretic peptides v placebo

Type of evidence: 4 = RCT; 2 = Observational
Consistency: similarity of results across studies
Directness: generalisability of population or outcomes
Effect size: based on relative risk or odds ratio
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Type
of evi-
dence

Quality
=il

Con-
sisten-
cy

-1

Direct-
ness

-2

Effect
size

0

GRADE

Very low

Moderate

High

Moderate

Moderate

Moderate

Very low

Very low

Very low

Moderate
Moderate

Moderate

Comment

Quality point deducted for incomplete reporting of re-
sults. Consistency point deducted for conflicting results.
Directness points deducted for composite outcome

and for using low doses and long treatment durations

Consistency point added for dose response but deduct-
ed for conflicting results. Direcntess point deducted for
comparing people with different disease severities

Quality point deducted for incomplete reporting of re-
sults

Quiality point deducted for incomplete reporting of re-
sults

Directness point deducted for uncertainty about appli-
cability to usual practice

Quiality points deducted for incomplete reporting of re-
sults, methodological weaknesses, and for including
non-RCTs. Consistency point deducted for conflicting
results

Quality points deducted for poor reporting and
methodological weaknesses

Quiality points deducted for poor reporting and
methodological weaknesses

Quality point deducted for inclusion of trials
Quality point deducted for inclusion of trials

Quality point deducted for incomplete reporting of re-
sults
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