
EDITORIAL

Iron chelation therapy in myelodysplastic syndromeFCui bono?
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One of the earlier names used to describe myelodysplastic
syndromes (MDS) was ‘refractory anemia’ because of their
resistance to the therapy known at the time.1 It is ironic that
‘refractory anemia’ of yesteryear remains difficult to treat as we
enter the 21st century, although notable progress has been made
in terms of allogeneic stem cell transplantation.2 Currently
available drugs for MDS are not effective in eradicating the
abnormal disease clone but can sometimes induce transient
remissions. Most noteworthy in this regard are lenalidomide,
which is particularly effective in the presence of del(5q),3 and
hypo-methylating agents, which are capable of slowing down
blastic transformation4,5 or even perhaps prolong survival by 9
months.4

So what about iron chelation therapy for MDS? On 2
November 2005, the Food and Drug Administration approved
deferasirox (Exjade, Novartis, East Hanover, NJ, USA), an oral
iron-chelating agent, for use in transfusional hemosiderosis
associated with hemoglobinopathies, rare anemias and MDS.
This was welcome news at least in thalassemia, a disease
in which iron chelation therapy improves survival in transfusion-
dependent patients. However, the same is not necessarily true
for patients with MDS. This should come as no surprise because
complications of iron overload develop after many years of
target organ exposure; more than 85% of MDS patients are
diagnosed after age 60 years and 3-year survival is only 35%.5

Is there a subset of MDS patients that would benefit from iron
chelation therapy? A life expectancy of over 5 years is possible
in MDS patients with o5% bone marrow blasts and absence of
both multilineage dysplasia and high-risk cytogenetic abnorm-
alities.6 However, what is often overlooked in this setting is the
fact that the transfusional need in such patients is associated
with inferior overall and leukemia-free survival, and therefore
heralds premature death from progressive disease and not
necessarily from transfusional hemosiderosis.6,7 Furthermore,
increased serum ferritin, which is often used as a surrogate for
iron overload, strongly correlates with transfusion load, making
it difficult to decipher its independent prognostic value. Even if
increased serum ferritin were independently associated with
shortened survival, it could be equally ascribed to its property as
an acute-phase reactant as it would as a surrogate for iron
overload.

Increased serum ferritin in transfusion-dependent cancer
patients is a fact and not necessarily a problem. Myocardial
or hepatic iron deposition is seldom cited as a cause of death or
morbidity in MDS; as for the few anecdotal cases, it is uncertain

that they would have fared better had they received one of the
currently available iron-chelating agents. With regard to other
cardiac events, it is disingenuous to imply a contributory role for
iron overload in the absence of controlled evidence that takes
into account other risk factors including anemia. When
deferoxamine, which has to be given subcutaneously over a
long period of the day, was the only available iron chelator, few
doctors or patients would accept this therapy. The mere fact that
a chelator has an easier route of administration does not justify
its use in MDS given the associated toxicity and expense plus
unknown clinical benefit. Controlled clinical trials, and not a
litany of consensus statements, are needed to justify such
treatment. Primary outcome measures in such trials must portray
meaningful health outcome rather than a banal effect on
laboratory surrogates of iron overload.
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