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Iron Sucrose: The Oldest Iron Therapy Becomes New
Jerry Yee, MD, and Anatole Besarab, MD
● Several parenteral iron preparations are now available. This article focuses on iron sucrose, a hematinic, used
more widely than any other for more than ﬁve decades, chieﬂy in Europe and now available in North America. Iron
sucrose has an average molecular weight of 34 to 60 kd, and after intravenous (IV) administration, it distributes into
a volume equal to that of plasma, with a terminal half-life of 5 to 6 hours. Transferrin and ferritin levels can be
measured reliably 48 hours after IV administration of this agent. Iron sucrose carries no “black-box” warning, and a
test dose is not required before it is administered. Doses of 100 mg can be administered over several minutes, and
larger doses up to 300 mg can be administered within 60 minutes. The efﬁcacy of iron sucrose has been shown in
patients with chronic kidney disease (CKD) both before and after the initiation of dialysis therapy. Iron sucrose, like
iron gluconate, has been associated with a markedly lower incidence of life-threatening anaphylactoid reactions
and may be administered safely to those with previously documented intolerance to iron dextran or iron gluconate.
Nonanaphylactoid reactions, including non–life-threatening hypotension, nausea, and exanthema, also are extremely uncommon with iron sucrose. Management of patients with the anemia of CKD mandates that we carefully
examine the effectiveness and safety of this oldest of iron preparations and the accumulating present-day data
regarding it and contemporaneous agents. Am J Kidney Dis 40:1111-1121.
© 2002 by the National Kidney Foundation, Inc.
INDEX WORDS: Anaphylactoid reaction; chronic kidney disease (CKD); end-stage renal disease (ESRD); hemodialysis (HD); iron dextran; iron gluconate; iron sucrose.

S

ENSING OF RENAL cortical hypoxia induces the elaboration of erythropoietin
(EPO).1-3 After EPO secretion, its presence in the
developing erythron, along with other growth
factors in bone marrow, maintains erythropoiesis, a process also regulated by the availability
of iron. In patients with chronic kidney disease
(CKD), red blood cell production may be mitigated not only by ongoing blood losses, but also
by low-grade hemolysis and, to a variable degree, reticuloendothelial system blockade that
often is attributed to cryptic inﬂammatory foci
and inhibitory inﬂammatory cytokine actions.4-7
In patients on chronic renal replacement therapy,
iron must be administered by a parenteral route
to replete iron stores to levels sufﬁcient to maintain erythropoiesis. Although prevention of iron
toxicity has proven to be one of the more formidable challenges facing today’s caretakers of
patients on dialytic therapy for end-stage renal
disease (ESRD),8 iron therapy of these patients,

to the extent possible, should never be in question because its fundamental presence is essential in the simpliﬁed balanced equation of EPO
plus iron equals red blood cell production.
HISTORY OF INTRAVENOUS IRON USE IN
DIALYSIS PATIENTS

Two products recently introduced in the United
States after their respective approvals by the
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Table 1.

Iron Saccharate Formulations

Brand Name

Pharmaceutical Name

Manufacturer

Country

Venofer
Ferrivenin
Fesin
Ferrum Vitis
Ferrum Lek

Iron hydroxide sucrose complex in water
Iron saccharate
Saccharated ferric oxide
Ferric saccharate
Saccharated ferric oxide and
polymaltose complex

Vifor International Inc
Laevosan
Yoshitomi Pharmaceutical Co
Neopharma
Lek Pharmaceuticals

Switzerland
Austria
Japan
Sweden
Slovenia

Food and Drug Administration (FDA) represent
new weapons in the therapeutic armamentarium
that targets treatment of anemic patients with
ESRD. These products represent alternatives to
the most often used iron dextran formulations
(INFeD; Watson Pharmaceuticals, Corona, CA;
Dexferrum; American Regent Laboratories Inc,
Shirley, NY). These products are sodium ferric
gluconate complex in sucrose injection, also referred to as iron gluconate (Ferrlecit; Watson
Pharmaceuticals), and iron sucrose, an iron hydroxide sucrose complex in water (Venofer;
American Regent Laboratories). Both are as effective as iron dextran and less prone to induce
an anaphylactoid reaction, presumably attributable to their lack of dextran moieties. Characteristics of iron gluconate have been reviewed recently by Fishbane and Wagner9 and are not
discussed in detail here.
Intravenous (IV) iron sucrose injection (Venofer) has been used successfully in Europe and
is generally referred to in the European and
world literature as iron saccharate or ferric saccharate. Several other products have been referred to as iron saccharate (Table 1). Some of
these other saccharates have been withdrawn
from the world market. The term iron saccharate
is not used in the remainder of this review, and
the term iron sucrose injection solely refers to the
product called Venofer. Although iron sucrose
has been used more widely than any other hematinic for ﬁve decades, it was introduced only
recently to North America. This review focuses
on the use of iron sucrose in CKD populations,
principally those on dialysis therapy, and describes characteristics, therapeutic trials, potential uses, and safety of this preparation. Differences between characteristics of iron sucrose
versus iron dextran or gluconate are commented
on when applicable.

BIOCHEMICAL CHARACTERISTICS AND
PHARMACOKINETICS

Iron sucrose is a water-soluble compound (pH
10.5 to 11.1; 1,430 mOsm/L) composed of a
polynuclear ferric (III) hydroxide inner sphere
surrounded by sucrose molecules.10,11 It is devoid of iron ions, unlike the iron dextrans. The
molecular weight of iron sucrose is 34 to 60,000
kd. Iron sucrose, like iron gluconate, is more
readily bioavailable for erythropoiesis than iron
dextran preparations. After the IV administration
of iron sucrose, there is rapid distribution into
plasma-binding proteins, primarily into apotransferrin and, to a lesser extent, ferritin.10 Pharmacokinetic data do not address whether this rapid
distribution of iron into plasma proteins results
from direct donation to plasma proteins, chieﬂy
transferrin, or from rapid intracellular processing
of the iron sucrose moiety. The initial volume of
distribution of iron sucrose equals that of iron
dextran and is approximately equal to plasma.10
A volume of distribution equal to plasma would
be expected of an agent that does not donate
directly to iron-binding proteins. In vitro observations by Van Wyck et al11 suggest that iron
dextran, iron gluconate, and iron sucrose may
donate iron directly to transferrin.11 Moreover,
the degree of donation differs by agent and
chemical class (iron gluconate ⬎ iron sucrose ⬎
iron dextran). Collectively, these data suggest
that iron oversaturation was the source of doserelated reactions during IV administration of any
of these compounds.
The alpha phase of elimination of an IV dose
of iron sucrose is approximately 30 minutes, and
its terminal half-life is 5 to 6 hours.10,12,13 The
terminal half-life of iron sucrose is nearly the
same as that of the iron dextran marketed as
INFeD,14 which has a terminal half-life of nearly
6 hours. However, this terminal phase is slower
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Table 2.

How supplied
Maximum infusion rate
Total dose infusion (FDA
approved)
Maximum dose/administration
(not FDA approved)
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Comparison of Iron Preparation Formulations and Dosing
Iron Dextran

Iron Gluconate

Iron Sucrose

100 mg/2 mL single-dose
vial
20 mg/min
No

62.5 mg/5 mL single-dose
ampoule
12.5 mg/min
No

100 mg/5 mL single-dose
vial
20 mg/min
No

500-1,000 mg over 4-6
hours

250 mg

500 mg

than that of iron gluconate,15 which has a terminal half-life of approximately 60 minutes. The
rapid disappearance of iron sucrose from plasma
is associated with its distribution within minutes,
assessed by positron emission tomographic scanning, into iron depots, including the liver and
bone marrow.16 Importantly, this iron sucrose
uptake occurs without parenchymal damage because nearly all the iron is sequestered by reticuloendothelial cells, rather than parenchymal
ones.17 Changes in serum transferrin saturation
(TSAT) and ferritin levels may be measured
reliably just 48 hours after the IV administration
of iron sucrose.18 This is in contrast to iron
dextran, in which slow and competitive delivery
of complexed iron to endogenous plasma-binding proteins occurs during 3 to 4 days. Experiments in vitro have shown that dextran-bound
iron may be liberated by the acidic assay conditions under which the test is performed, thereby
precluding the validity of TSAT measurements
for 1 or 2 weeks.19,20
Iron sucrose injection is supplied as Venofer
in 5-mL vials that contain 100 mg of elemental
iron. Each 100-mg vial may be administered
undiluted by slow IV push over 5 minutes (20
mg/min) or as a 15-minute infusion in 100 mL
of 0.9% sodium chloride (6 to 7 mg/min).21
Others have administered iron sucrose as rapidly as 100 mg within 2 minutes (50 mg/min)
without adverse effects.22 By comparison, iron
gluconate, supplied as 5-mL ampoules containing 62.5 mg of elemental iron, may be administered by IV push up to 125 mg over 10 minutes
(12.5 mg/min) or as a 125-mg infusion in 100
mL of saline over 60 or more minutes (⯝2
mg/min; Table 2.).23 Unlike the iron dextrans,
it is not necessary to administer a test dose of
either iron sucrose or gluconate during ﬁrsttime administration, and the package inserts of

these compounds do not carry a “black-box”
warning, a testament to the infrequency in
which these non–immunoglobulin E mast cell–
mediated reactions occur in association with
these newer compounds.24,25 In addition, the
lack of requirement for test doses reduces
hemodialysis (HD) facility costs while increasing patient caretaker time in other areas.26
EFFICACY

During 50 years of worldwide clinical experience, iron sucrose has been approved for use in
54 countries as hematinic therapy for a variety of
disorders, ranging from the iron deﬁciency anemia of CKD to anemias associated with pregnancy and the postsurgical period.27,28 Since November 2000, iron sucrose has been approved by
the US FDA for the treatment of iron deﬁciency
anemia in chronic HD patients administered
supplemental EPO therapy.
In an early study of patients with CKD not on
dialytic therapy who had been administered oral
iron supplements to correct anemia, Silverberg et
al29 studied responses to the IV injection of iron
sucrose in 33 patients. During a 6-month evaluation period during which no EPO was administered, 1 g of iron sucrose, administered as ﬁve
monthly 200-mg IV doses, increased hemoglobin levels and hematocrits in 67% of those studied. These responses required approximately 3
months to develop. One third of patients did not
respond to exogenous iron therapy, although
TSATs and serum ferritin levels increased, implying that iron was not limiting erythropoiesis in
these subjects. The investigators reafﬁrmed the
relative lack of efﬁcacy of oral iron and conﬁrmed that EPO administration may not be required in all HD patients.30-32 More recently,
Stoves et al33 reported that 300 mg of iron
sucrose once each month was equivalent to 600
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mg of ferrous sulfate in pre-ESRD subjects in
terms of reducing the epoetin dose needed to
attain and maintain target hemoglobin levels of
12 g/dL (120 g/L). This study emphasizes the
difference in iron needs of pre-ESRD and ESRD
patients. In the latter, oral iron is ineffective in
the majority of cases because of ongoing dialysisrelated losses that exceed the amount absorbed
from 200 mg of elemental oral iron delivered
through the gastrointestinal route.
Iron delivery may be the rate-limiting step
in effective erythropoiesis in a variety of patients with ESRD on renal replacement therapy.
To determine the frequency of this process,
Silverberg et al34 performed a complex 12month study in a population of 9 continuous
ambulatory peritoneal dialysis and 64 HD patients administered IV iron sucrose twice
monthly as 100-mg infusions in 100 mL of
saline. Patients were heterogeneous and subdivided into ﬁve groups, of which only the ﬁrst
two groups are germane to this discussion.
Group 1 (N ⫽ 41 HD patients) had been
administered epoetin at a constant dosage (average dose, 98.8 ⫾ 27.7 U/kg/wk) for 6 consecutive months preceding the initiation of
IV iron therapy. During the evaluation period, which consisted of the next 6 months of
iron therapy, this group’s epoetin dose was
adjusted as needed whenever the predialysis
hematocrit decreased to less than 33%. Group
2 (N ⫽ 11 HD patients) patients were iron and
epoetin naı̈ve at the beginning of the study and
were administered simultaneous iron and epoetin (average dose, 95.6 ⫾ 23.2 U/kg/wk)
therapy for 6 months. During the second 6
months of the study, they received treatment as
group 1.
By the study end, iron sucrose administration
had decreased epoetin requirements in groups 1
and 2 by 61% (98.8 ⫾ 27.7 to 38.4 ⫾ 31.1
U/kg/wk) and 76% (95.6 ⫾ 7.8 to 23.2 ⫾ 16.3
U/kg/wk) over 6 months, respectively. Mean
serum ferritin levels signiﬁcantly increased in
both groups. A mean hematocrit of 33.7% was
achieved in patients administered iron sucrose
with epoetin. The ultimate hematinic response
(change in hemoglobin level or hematocrit) was
not predicted by the initial serum ferritin or
TSAT value, underscoring the notion that ironlimited erythropoiesis can only be deﬁnitively
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diagnosed by iron therapy.8,35 Although the magnitude of reductions in epoetin dosage in this
study were greater than most of those reported
for iron dextran,8,36 no head-to-head comparison
studies have been conducted to ascertain whether
one agent is more efﬁcacious than the other.
In an open-label, single-arm, prospective, multicenter study, Charytan et al18 determined the
efﬁcacy of 10 consecutive 100-mg IV push doses
of iron sucrose in 77 patients undergoing thriceweekly HD. Subjects (mean hemoglobin level,
10.3 ⫾ 0.2 g/dL [103 ⫾ 2 g/L]) had been
administered epoetin for no less than 4 months
and had not been administered oral iron for at
least 2 weeks. This group monitored the more
reliable parameter, hemoglobin level, rather than
hematocrit.37 Achievement of a hemoglobin level
of 11 g/dL (110 g/L) was the principal outcome
parameter. Efﬁcacy analysis of 76 patients
showed that 60 patients (78%) achieved the goal
hemoglobin level at some point during the 60day evaluation period, and the 300-mg dose of
iron sucrose achieved a signiﬁcant increase in
hemoglobin level above baseline. Post hoc analysis showed that an entry TSAT less than 20%
and an entry ferritin level less than 100 ng/mL
(224.7 pmol/L) identiﬁed individuals who responded more vigorously to iron sucrose therapy.
EPO doses were not reduced signiﬁcantly because this parameter was held essentially constant throughout the study interval. As mentioned, iron indices were measurable reliably just
48 hours after completion of iron sucrose therapy.
Kosch et al38 explored the possibility that
once-monthly iron sucrose would be as effective
as weekly iron gluconate in maintaining hemoglobin levels. They studied 55 stable epoetin-treated
HD patients in a 6-month, open, randomized,
prospective, controlled trial. A single 250-mg
iron sucrose injection in 200 mL of 0.9% sodium
chloride over 1 hour was administered monthly
to 28 patients, whereas 27 patients were administered 62.5 mg of iron gluconate infused over a
similar time weekly. By study end, the entry
hemoglobin level of 11.3 to 11.4 g/dL (113 to
114 g/L) in all subjects remained stable on either
regimen. Epoetin doses did not decrease in these
stable iron-replete patients. However, serum ferritin levels and TSATs increased signiﬁcantly
with either agent. Ferritin levels increased from
412 to 650 ng/mL (926 to 1,461 pmol/L), whereas
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TSATs correspondingly increased from 21.9% to
33.3% in the iron-sucrose group. These data
compared favorably with those of the irongluconate group: ferritin levels increased from
369 to 650 ng/mL (829 to 1,461 pmol/L) and
TSATs increased from 25.7% to 34.4%. Both
regimens were deemed equally effective by the
investigators. Of note, the accumulation of ferritin in both groups suggests that these regimens
provided more iron than required to maintain a
steady-state level of erythropoiesis. The corollary of this conclusion is that maintenance iron
doses could have been lower than those provided.
Future studies are required to deﬁne optimal
maintenance doses of the newer iron preparations; namely, doses that provide ample amounts
or iron to the erythron, yet avoid unnecessary
iron accumulation. A recent study by Fishbane et
al39 indicated that reticulocyte hemoglobin content more accurately identiﬁes patients with functional iron deﬁciency than the more traditionally
used indices of serum ferritin level or TSAT.
Prospective studies are needed to determine the
value of reticulocyte hemoglobin content in guiding maintenance iron therapy regimens. Assessment of iron status in patients with varying
degrees of renal insufﬁciency is even less well
deﬁned. Despite the assumption by the K/DOQI
of similar parameters for iron deﬁciency in CKD
and dialysis patients,37 no prospective studies
have deﬁned optimal parameters in CKD. If the
development of azotemia, as postulated by some,
is associated with a chronic inﬂammatory state
and an increase in oxidative stress, then neither
TSAT nor ferritin level will represent reliable
indicators of iron status.40,41
SAFETY

It is clear that safety of the various iron preparations differs. Because of the potential for the
appearance of life-threatening anaphylactoid reactions, safety of the various iron compounds
naturally has focused on the relative frequencies
of these reactions.21,36,42 Assessment of large
clinical databases suggests that the incidence of
anaphylactoid reactions reported for iron dextrans is less than previously reported.8,9 Evidence
for immunologically based hypersensitivity is
relatively sparse, and the generation of de novo
antidextran antibodies remains an extremely in-
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frequent phenomenon.43 Nonetheless, both iron
sucrose and iron gluconate have been associated
with a markedly lower incidence of life-threatening anaphylactoid reactions.
Faich and Strobos44 reported an allergy-event
rate of 3.3 cases per million per year for iron
gluconate versus a control rate of 8.7 cases per
million per year for iron dextran. In the irongluconate trial of 88 HD patients by Nissenson et
al23 using either a high-dose (eight doses of 125
mg each) or low-dose (eight doses of 62.5 mg
each) regimen of this drug, three patients were
withdrawn because of drug-related adverse
events, none classiﬁed as anaphylactoid. Other
symptoms included nausea in four patients, emesis in three patients, rash in two patients, and
reports of abdominal pain, fatigue, paresthesias,
chest discomfort, and syncope. Intragroup comparisons showed no differences among adverse
events between the low- and high-dose groups or
between any group and the historically assigned
control group. Notably, the study was inadequately powered to detect such differences, and
no type I immediate hypersensitivity reactions,
hospitalizations, or deaths took place.
However, more recently, iron gluconate was
reported as the “primary suspect drug” in two
MEDWATCH reports in which the outcome was
listed as “death” in the FDA’s Adverse Event
Reporting System.45 Such reports do not necessarily reﬂect a conclusion by the FDA that iron
gluconate directly caused or contributed to the
effect. However, the authors strongly contend
that there is no requirement for IV iron administration in complex, acutely ill, and anemic patients, particularly those with infection. In these
circumstances, transfusion therapy is more efﬁcacious and expeditious. In addition, we advocate
for the avoidance or discontinuance of parenteral
iron therapy during active infective and/or inﬂammatory states.
Iron sucrose has compiled a consistent safety
record after its introduction into the European
market in 1950. Using data collected and analyzed from semiannual safety reports submitted
to worldwide regulatory authorities that incorporate information from greater than 1,600 patients
enrolled in 36 clinical trials of iron sucrose, the
number of vials of iron sucrose was estimated to
quantitate the number of doses and patients
treated between 1992 and February 2001.46 This
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summary concluded that only 52 anaphylactoid
reactions occurred consequent to the administration of 20 million doses of iron sucrose injection
to 1,004,477 patients worldwide. Of these, 22
cases were considered serious, an incidence of
0.002%, and all patients recovered uneventfully.
This type of spontaneous reporting tends to underestimate the true incidence of events, but includes safety results of all clinical trials in which
iron sucrose is known to have been used. For
example, the very low rate of anaphylactoid
reactions recently was conﬁrmed by a study of
61 centers in the United States in which no
anaphylactoid reactions occurred after administration of 8,590 iron sucrose doses to 665 HD
patients in accordance with K/DOQI guidelines
for TSATs and ferritin levels.47
The use of newer iron compounds is obviously
of vital importance to patients with documented
iron dextran intolerance. Direct assessment of
the safety proﬁle of iron sucrose of such patients
was performed by Van Wyck et al42 in an openlabel, single-arm, prospective study of 23 patients who had previously shown sensitivity to
iron dextran. Patients were segregated into two
groups according to the severity of dextranrelated side effects. The mild-reaction group had
experienced symptoms of urticaria, pruritus, or
back pain, whereas the severe-reaction group
had experienced symptoms of dyspnea, wheezing, stridor, angioedema, or hypotension. Mildreaction group patients were administered iron
sucrose as 100-mg IV push doses during 10
sequential HD sessions. The severe-reaction
group was administered iron sucrose as either ten
100-mg IV injections over 5 minutes or ten
100-mg infusions of iron sucrose in 0.9% sodium
chloride over 15 to 30 minutes. A total of 223
doses of iron sucrose were administered by study
end. Overall, no serious drug reaction was recorded, and no individual discontinued the study
because of an adverse drug reaction. Intradialytic
blood pressure monitoring showed no hypotensive effects attributable to iron sucrose. Minor
reactions included pruritus in 4 patients and a
transient metallic taste during drug administration in 1 patient that resolved spontaneously.
This symptom was deemed unlikely to be related
to iron sucrose because it was present in the
predosing nontreatment observation period in 3
of these individuals.
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Warnock et al48 conducted a similar trial with
iron gluconate in iron-dextran–sensitive patients.
One hundred forty-four of 2,317 patients were
deemed iron-dextran allergic and administered
iron gluconate in a double-blind trial in which
both patients and investigators were blinded to
active drug or saline placebo. Three patients
(2.1%) were iron-gluconate intolerant; 2 patients
manifested a pseudoallergic reaction with an
elevation of serum tryptase levels to greater than
100% of baseline (indicative of mast cell degranulation), and 1 patient developed a transient lifethreatening reaction. However, it is important to
note that 8 of the 2,173 subjects who were
iron-dextran tolerant were iron-gluconate intolerant. Thus, intolerance to iron dextran does not
automatically imply tolerance to newer parenteral forms of iron, and due diligence must be
maintained whenever parenteral iron of any form
is administered.
Charytan et al49 reviewed the multicenter experience of 66 iron-depleted patients who were
intolerant to either iron dextran, iron gluconate,
or both. These patients were administered a median dose of 1,000 mg of iron sucrose (range,
500 to 5,000 mg) as ten 100-mg infusions, and
only a single patient developed a signiﬁcant
adverse drug reaction to iron sucrose that was
ultimately obviated by antihistaminic premedication. The lack of iron sucrose–associated anaphylactoid reactions also was substantiated in a
separate trial involving 623 patients with ESRD
from 61 HD centers in which no individual
required discontinuation from either the ironcorrection or maintenance arms of the study
because of anaphylactoid reactions.47 Notably,
several individuals who had previously shown
intolerance to iron dextran and iron gluconate
tolerated iron sucrose injection.
Nonanaphylactoid reactions represent other adverse events that may transpire during IV iron
delivery. For the iron dextrans, strongly bound
type I iron complexes, such adverse events have
included the development of non–life-threatening hypotension, nausea, and exanthema. Nonimmunologic responses to parenteral iron most
likely stem from the generation of free and
highly reactive iron species, followed by the
consequent production of yet more of these radicals from the dextran core.50,51 This in turn can
result in more release of iron from tissue ferritin
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by superoxide-activated leukocytes.52 The rate of
generation of free radicals is critical because
when a certain biothreshold is exceeded, bodily
defenses that guard against oxidative stress are
overwhelmed. These defenses include the compartmentalization of molecules capable of catalyzing reactions with molecular oxygen, dismutases, and glutathione peroxidases and extracellular
removal of hydrogen peroxide and hydroxyl radicals by ascorbate or ␣-tocopherol.8,10,50,53-55
The likelihood of developing transient free
iron also may be inﬂuenced by the rate and route
of parenteral iron administration. Notably, during the period when intramuscular iron dextran
administration was in vogue, such reactions were
virtually absent, possibly because of the relatively longer transfer time of reactive iron species from depot intramuscular stores to the plasma
compartment. Similarly, the administration of
smaller doses of iron dextran at slower rates (5
mg/min) may explain the lesser frequency of
adverse reactions during maintenance iron therapy
as opposed to regimens that proactively replenish iron.
Clinical implications of intermittent oxidative
stress from parenteral iron therapy have not been
deﬁnitively established, but may include accelerated atherogenesis56 and possibly an increased
risk for infection.55,57 Dialysis patients have a
multitude of risk factors for cardiac disease, a
portion of which arise uniquely from abnormalities associated with CKD.58 An important issue is
that of possible risk for infection. Before the
widespread use of epoetin, iron overload was
common and associated with increased susceptibility to infection,59,60 presumably because of
impaired neutrophil function.61 More recently,
HD patients with greatly elevated ferritin levels
(ⱖ650 ng/mL [ⱖ1,461 pmol/L]), but low serum
iron levels (ⱕ60 g/dL [ⱕ10.7 mol/L]) and
low TSATs (⬍20%; functional iron deﬁciency),
were shown by Patruta et al62 to manifest polymorphonuclear leukocyte dysfunction. These uremic patients were administered only 10 to 20 mg
of iron sucrose after their HD sessions, but
showed impairment of phagocytosis and intracellular killing of bacteria and oxidative burst. These
impairments also were observed in patients with
normal renal function who had clinical evidence
of iron overload from either multiple blood transfusions or hereditary hemochromatosis. There-
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fore, it was concluded that leukocyte impairment
stemmed from a surfeit of storage iron, and
overtreatment with IV iron should be avoided.
Others have contended that hyperferritinemia
to levels up to 800 to 1,000 ng/mL (1,798 to
2,247 pmol/L) have not been proven harmful,8
and “infectious complications of hyperferritinemia” were not observed in the initial trials of
epoetin-treated patients.63 More recently, Parkkinen et al64 reported the appearance of bleomycindetectable iron (BDI), ie, potentially catalytically active iron, in sera from 7 of 12 HD patients
within 3.5 hours after the administration of 100
mg of iron sucrose over 10 to 30 minutes. The
appearance of BDI inhibited the normal response
of patient sera to inhibit the growth of Staphylococcus epidermidis, a bacterium that cannot access transferrin-bound iron to facilitate its growth.
Inhibitory properties of sera were restored by the
addition of iron-free apotransferrin to sera, implying that its restorative properties were related to
its action as an “iron sink.” There are no published direct head-to-head studies comparing iron
dextran, iron gluconate, and iron sucrose on the
generation of BDI or their potential to facilitate
infection. However, the therapeutic success of
parenteral iron therapy in doses exceeding those
used in these studies supports its ongoing use in
clinically uninfected individuals while further
data regarding the putative iron-associated potential for promoting infection are accumulated.
LARGE-DOSE REGIMENS OF NONDEXTRAN
IRONS

More recently, trials of the nondextran-containing irons that involve greater than previously
used doses have been performed. Promulgation
of such regimens includes their adoption in the
outpatient setting for pre-ESRD individuals and
peritoneal dialysis patients, with the provisos of
greater convenience and equivalent efﬁcacy. The
greater bioavailability of the nondextran irons
precludes, at least to some extent, that proportion
of iron rendered biounavailable after its exclusion from the developing erythron after its entrapment by the reticuloendothelial system.65 Chandler et al66 performed a large single-dose study to
evaluate the tolerability of various doses of iron
sucrose administered in normal saline as a 2-hour
infusion. Three hundred eighty-ﬁve HD or continuous ambulatory peritoneal dialysis patients
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or renal transplant recipients were administered
200-, 300-, 400-, or 500-mg doses of iron sucrose. No adverse events were detected among
89 patients administered a 200-mg infusion or
185 patients administered 300-mg doses. Adverse-event rates of 22% and 36% were documented in the groups administered 400- and
500-mg doses, respectively. The investigators
concluded that a 300-mg dose of iron sucrose
delivered over 2 hours represented the maximum
dose of iron sucrose safely deliverable in that
interval.
Recent data from Folkert and Michael67 suggest that a 250-mg infusion of iron gluconate can
be safely administered over 60 minutes. Their
investigation compared adverse events between
a conventionally delivered 125-mg dose of iron
gluconate over 10 minutes with a 60-minute
250-mg infusion. Pruritus without rash occurred
in only 1 of 142 patients administered the infusion in comparison to 1,172 patients comprising
the standard-dose group in which ﬁve adverse
events accrued.
Lastly, Bastani et al 68 administered ten
250-mg and ten 500-mg infusions of iron gluconate to 13 patients with chronic renal failure
or ESRD. A 10% adverse-reaction rate was
detected in the 250-mg cohort, and a 30% rate,
in the 500-mg group. Adverse reactions included chills, nausea or vomiting, diarrhea,
syncope, and hypotension.
The safety of a 200-mg infusion of iron
sucrose over 60 minutes previously has been
attested to.24 Moreover, Kosch et al38 delineated no difference in adverse-event rates in
HD patients administered either a 250-mg dose
of iron sucrose over 60 minutes or an equivalent dose of iron gluconate delivered in the
same period. Chandler et al22 showed that 200
mg of undiluted iron sucrose could be delivered safely through a peripheral IV site in just
2 minutes. Of 163 patients administered iron
supplementation in this fashion, 4 patients
reported a transient metallic taste and 1 patient
developed a mild immediate reaction. One
hundred ﬁfty-eight subjects remained asymptomatic during the infusion.
In patients with ESRD, iron sucrose also is
well tolerated in larger doses. This was exempliﬁed in the trial by Nyvad et al69 of HD and
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peritoneal dialysis patients administered either a
50- or 200-mg maintenance dose of iron sucrose.
In the study of Domrongkitchaiporn et al70 involving peritoneal dialysis patients administered EPO
and oral ferrous sulfate, 21 anemic subjects were
administered 1 g of iron sucrose as two 500-mg
infusions over 4 hours separated by 7 days. In
contrast to data from Chandler et al,22 some, but
minimal, adverse effects were noted with this
high-dose regimen. For comparative purposes, in
a trial of 9 peritoneal dialysis patients, Asuncion
et al71 reported the efﬁcacy and safety of iron
gluconate delivered as four weekly 250-mg infusions over 90 minutes. To date, implementation
of iron sucrose doses that exceed 100 mg has not
received FDA approval, but current data are
sufﬁciently compelling to warrant extension of
large-dose iron sucrose trials, with the aforethought that higher doses of hematinics represent
greater efﬁciency of iron delivery, reduce costs,
and enhance patient care.
SUMMARY

Iron sucrose is an efﬁcacious and safe hematinic, based on ﬁve decades of use. Iron sucrose
has been studied extensively in clinical trials and
postmarketing surveillance. Its adverse-event rate
is substantially less than that of dextran-containing iron preparations, and it is more bioavailable
than these. The safety proﬁle of this agent at least
equals that of iron gluconate, and both products
can be administered in smaller doses without a
test dose. In addition, large doses of iron sucrose
have been administered safely. The question of
whether larger doses equal to those presently
reserved only for iron dextrans are equally safe
or justiﬁed remains unanswered. Presented with
limited data, a single 500-mg dose of iron sucrose over 4 to 5 hours is tolerated by most
patients, but we do not recommend a dose of this
magnitude until further data validating its safety
are available. Conversely, a single 300-mg dose
of iron sucrose most likely will be tolerated
safely by nearly all patients.
Certainly, the future of anemia management in
patients with CKD mandates that we thoroughly
examine the history of this oldest of iron compounds and the accumulating data regarding it.
Whether the complete elimination of iron dextran in favor of iron sucrose or another parenteral
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iron is justiﬁed by evidence-based medicine
awaits the judgment of the ultimate jury: ourselves, the nephrologists caring for patients with
CKD.
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