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“Confidences”, oil on canvas, Frederic Soulacroix, (1858-1933).



At a certain Assembly Ball at Richmond (there used to be Assembly Balls at most places
then), where Estella had outshone all other beauties, this blundering Drummle so hung
about her, and with so much toleration on her part, that | resolved to speak to her
concerning him. | took the next opportunity: which was when she was waiting for Mrs
Brandley to take her home, and was sitting apart among some flowers, ready to go. | was
with her, for I almost always accompanied them to and from such places.

“Are you tired, Estella?”
““Rather, Pip.”
“You should be.”

“Say rather, | should not be; for | have my letter to Satis House to write, before | go to
sleep.”

’

“Recounting to-night’s triumph?” said 1. “Surely a very poor one, Estella.’
“What do you mean? | didn't know there had been any.”

“Estella”, said I, “do look at that fellow in the corner yonder, who is looking over here
atus.”

“Why should I look ar him?” returned Estella, with her eyes on me instead. “What is
there in that fellow in the corner yonder - to use your words - that I need look at?”’

“Indeed, that is the very question I want to ask you,” said 1. “For he has been hovering
about you all night.”

“Moths, and all sorts of ugly creatures,” replied Estella, with a glance towards him,
“hover about a lighted candle. Can the candle help it?”

Charles Dickens, Great Expectations, 1861.

Poor Estella simply cannot help the tiresome advances of the bothersome and oafish
Drummle.

Like the inevitable attraction of a bothersome moth to a brilliant lighted candle, so too is
the inevitability of attraction of desferrioxamine, to bothersome iron. Unavoidable
chelations are most tedious at an Assembly Ball - however they can be a most welcome
expectation when it comes to the bloodstream!



DESFERRIOXAMINE

Introduction

Desferrioxamine is an iron chelator used to treat systemic iron toxicity or to prevent the
development of systemic iron toxicity in acute iron overdose.

Preparation

Vials:
) Desferrioxamine meslyate 500 mg vials as powder for reconstitution.
° Desferrioxamine meslyate 2 grams vial as powder for reconstitution.

Mechanism of Action

Desferrioxamine binds strongly with free ferric and ferrous iron in the plasma to form
water soluble complexes that are readily excreted in the urine.

It is also able to remove iron bound to ferritin and hemosiderin but only from within the
intravascular compartment.

It does not chelate iron in transferrin, haemoglobin or other iron containing proteins.
1000 mg of desferrioxamine binds 85 mg of ferric iron.

Pharmacokinetics

Absorption:

) Desferrioxamine is given as an 1V infusion.

° Steady state concentrations are achieved at 6-12 hours of infusion.

Distribution:

) The Vd of desferrioxamine is 1 L/kg. it does not substantially enter tissue
compartments.

Metabolism and excretion:

° Desferrioxamine is metabolized in the liver to multiple metabolites, one of which
can have toxic effects.

° A small amount is excreted unchanged in the urine.



) The elimination half-life is about 3 hours, but this can be substantially increased
in patients with renal failure.

Indications
1. Acute iron poisoning with established systemic toxicity.
2. Risk of systemic toxicity in overdose:
) Acute iron overdose where there is a significant risk of systemic toxicity
as predicted by serum iron levels > 90 micro-mols/ L
° Desferrioxamine is ideally administered before iron moves intracellularly
and results in systemic toxicity.
3. Cases of chronic iron overload, (e.g. secondary to multiple transfusions,

thalassaemia).

Contra-indications / Precautions

None, when it is indicated.
Pregnancy:
There is no evidence that desferrioxamine causes harm to the fetus.

Although it is unknown whether desferrioxamine crosses the placenta, it should never be
withheld in pregnant patients who have severe iron poisoning.

Breastfeeding:
Oral bioavailability is low; desferrioxamine is unlikely to be absorbed by the child.

Adverse Reactions

1. Hypersensitivity reactions:
° Anaphylactic reactions are rare.
2. Hypotension:
° This is usually with excessively rapid or excessively high dose infusions.
If hypotension develops, the rate of infusion should be slowed.
3. An ARDS type picture with prolonged infusions (> 24 hours)

4. Toxic retinopathy



Dosing

Desferrioxamine should be given as an IV infusion in acute iron poisoning.
Patients should be on cardiac monitoring whilst receiving desferrioxamine.
Give as follows:

° Reconstitute the 500 mg powder with 5 mls sterile water and dilute in 100 mls
normal saline

Start infusion at 15 mg/kg per hour.

This rate may be increased up to 40mg/kg per hour in cases of life
threatening poisoning, providing significant hypotension does not occur.

Administration and dose is the same for children as for adults.

Therapeutic end points:

° The patient is clinically stable.

) Serum iron levels fallen below 60 micro-mols/ L.

Although urine may change color to the classically described rose color during
treatment with desferrioxamine this is largely dependent on urinary pH and so this
color change is an unreliable sign of effective chelation.

Six hours of therapy is usually sufficient.

It is rare to require therapy beyond 24 hours.
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