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“The Seven Deadly Sins & the Four Last Things. the Deadly Sin of Sloth”, (Detail), oil
on board, c. 1480 Hieronymus Bosch, Prado Museum, Madrid.

’

“.I'was Abbot of San Zeno at Verona under the rule of worthy Barbarossa...’

Dante Alighieri, Purgatorio, XV111, 88-145 (1306-1317)



But suddenly this drowsiness was snatched away
by a crowd who were approaching,
having already rounded the terrace behind us.

As once the rivers Ismenus and Asopus

saw a furious throng of revellers crowd their
banks

on any night the Thebans felt the need for
Bacchus,

such a throng cut their way, as does a sickle,
around that circle, and | could tell
that right will and just love drove them on.

Soon they were upon us,
for the whole turbulent mob was running,
while two in front, weeping cried out:

“Mary ran with haste into the mountains,
and Caesar, to subdue Lerida, thrust at
Marseilles

and then raced on to Spain ”.

“Quickly, quickly, lest time be lost for lack of
love”,

the others cried behind them. “Let our zeal

for doing good make grace grow green again .

“O you who with keen fervour make amends,
perhaps for your past negligence and sloth
in being lukewarm to do good,

“this man, who is alive - indeed | do not lie -
is eager to ascend at day’s first light.
Tell us, then, where is the nearest opening?”

These were my leader’s words,
and one of those spirits answered. “Follow us
and you shall find the gap.

“We are so filled with our desire to keep moving
we cannot rest. Pardon us, then,
if our just penance seems discourteous.

| was Abbot of San Zeno at Verona
under the rule of worthy Barbarossa,
of whom Milan still speaks with sorrow.

“And one there, with a foot already in the grave,
Will soon bemoan that monastery

and regret his power over it,

“because he put his son, lame in body,

deformed in mind, and base of birth,

in the place of its true shepherd”.

I know not if he said more or was then still,
he had already raced so far beyond us,
but this I heard and chose to keep in mind.

And he who was my help in every need said:
“Turn around and see these two
who now come nipping at the heels of sloth”.

Coming behind the rest they chanted:
“The people for whom the Red Sea opened
were dead before the Jordan saw their heirs”.

and “Those who chose not to endure the toil
to its conclusion with Anchises’ son
gave themselves to a life without renown”.

Then, when these shades were so far parted
from us we could no longer see them,
a new thought rose within me,

from which others, many and diverse, were born.
And | rambled so from one thought to another
that my eyes closed in drowsy wandering

and | transformed my musings into dream.

Dante Alighieri, Purgatorio, XVII1, 88-145
(1306-1317)



Dante and his guide through the afterlife, Virgil, are in difficulty. They have become a
little lost on the Fourth Terrace of Purgatory - the Terrace of the slothful, and cannot
find the gap that will lead them onwards and upwards on the next part of their journey to
the fifth terrace. And as if to echo this deadly sin, Dante himself is becoming weary in his
ever repeating circumlocution of this terrace - and he begins to falter in a moment of
weakness. He finds himself becoming drowsy. But just at that moment, his impending
slumber is “snatched away” from him. He is startled by a great multitude of shades
behind him, all running frantically toward him. They shout and scream in their unbridled
haste - each falling over the one who has stumbled in front of them. They are the souls of
those who in life were slothful, lazy unmotivated persons who never showed enough zeal
for good in life - lukewarm and disinterested in whatever they did.

In Purgatory they are fearfully infused with a sense of fevered urgency, compelled to run
relentlessly and endlessly in circles around the great terrace, going nowhere until such
time as they have atoned for their Earthly lack of passion and slothful failings. The
teeming horde reminds Dante of a furious throng of Theban revellers, falling over
themselves to get to Bacchus’ wine on the banks of the rivers Ismenus and Asopus.
Cutting their way like a sickle along the path, in an instant the immense crowd is
suddenly upon them like a great tsunami. Dante tells how Virgil calls out to them, “These
were my leader’s words”, that he is with a man who is alive “indeed | do not lie/”, whom
| have been commanded from above, to guide onto the next terrace of Purgatory. “Tell us
then, where is the nearest opening ”, &e cries out.

But the shades are in such haste they will not stop - for to do so merely increases the time
they must spend in their tortured frenetic state. They are not even allowed time to pray -
rather their labour must be their prayer. Several of them try to explain their situation to
Virgil, as they sprint past the travellers. They are compelled to run - just as Mary ran
into the mountains to give her salutations to her cousin Elizabeth on miraculously
becoming pregnant (with the future John the Baptist) or just as Julius Caesar rushed off
to give battle with Rome’s enemies in Spain, when he had become bogged down in a
fruitless and protracted siege of the city of Marseilles.

A nameless Abbot rushes past shouting out to Dante, that his monastery is now in ruin as
it has been bequeathed to a feeble person, “lame in body, deformed in mind, and base of
birth”. It seems that the Earthly father superior - already with “one foot in the grave” -
IS just as apathetic as the Abbot had once been in life, and will soon be joining him on the
terrace of the Slothful. But before Dante can get any further information the nameless
Abbot, who is moving so quickly, has gone so far ahead that he cannot tell, if he had
finished what he had to say, or was merely so far away, he could no longer hear him
anymore, “I know not if he said more or was then still, he had already raced so far
beyond us”. But he had been told something tantalizing of the future fate of a certain
slothful Abbot, still living, “...this I heard and chose to keep in mind”.

Suddenly Virgil points out several other fast approaching penitents, “...And he who was
my help in every need said: “Turn around and see these two who now come nipping at the
heels of sloth”. These shades give further explanation concerning the sin of which they
are guilty of. They tell of those Israelites, who having escaped Egypt and whom Moses
had parted the Red Sea for, were less than grateful, and had become complacent and



apathetic in their zeal for God’s work - and so as punishment died of the plague before
crossing the River Jordan and entering the promised land. Similarly, many of the
companions of Aeneas, who fled burning Troy, showed weakness in their resolve to
continue with their leader and instead chose an easy life in Sicily, rather than endure any
further hardships. Aeneas and just a handful of his faithful companions, continued on
their arduous journey and went on to gloriously found the city of Rome, while their
slothful comrades gave themselves over to a forgotten and wasted “life without renown”.

But as the shades of the slothful disappeared ahead of them, their anguished cries
growing ever more distant, Dante himself shamefully becomes overwhelmed with
exhaustion. Unable to go on he falls into a sleep, disturbed by agitated dreams -

....Then, when these shades were so far parted
from us we could no longer see them,
a new thought rose within me,

from which others, many and diverse, were born.
And | rambled so from one thought to another
that my eyes closed in drowsy wandering
and | transformed my musings into dream...

One of our longest treasured drugs, metoclopramide, now comes accompanied by new
suggested recommendations regarding both the maximal dosage and duration of its
administration. This is in view of recent findings of adverse neurological effects, when
used in excessive dose and/ or for excessive duration. One of the most feared
neurological side effects, is an uncommon condition known as Tardive Dyskinesia. This
condition is not reversible and leads to a fate somewhat akin to the slothful penitents that
labour ceaselessly on the Fourth Terrace of Purgatory - a relentless, and unceasing
agitation. We must therefore not be slothful in overseeing the well being of our patients -
lest we find ourselves on this same terrace!



METOCLOPRAMIDE

Introduction

Metoclopramide (better known by its trade name in Australia as “Maxolon”), is an anti-
nausea/ anti emetic agent that also acts as an upper GIT stimulant.

Unlike prochlorperazine it has no clear benefits in cases of motion sickness or other
labyrinth disturbances.

It is avoided in children due to its high incidence of dystonic reactions.

In a recent review the TGA has recommended new restrictions on the maximal
dosing and maximal duration of use of metoclopramide. This is to reduce the risk of
potentially serious neurological adverse events, including extrapyramidal disorders
and tardive dyskinesia, as well as rare cardiac conduction disorders.

See also separate document on Dystonic Reactions (in Toxicology folder).
Preparations

Tablets: 10mg.

Ampoules:  10mg/2ml.

Mechanism of Action

Dopamine produces nausea and vomiting by stimulation of the medullary
chemoreceptor trigger zone (CTZ)

Metoclopramide has an antiemetic action through antagonism of dopamine receptors in
the central nervous system.

It also stimulates motility of the upper gastrointestinal tract, increasing the gastric
emptying rate, relaxes the pyloric sphincter and the duodenal bulb, and increases
peristalsis of the duodenum and jejunum resulting in accelerated gastric emptying and
small intestinal transit times.

This prokinetic effect is not well understood but is thought to be mediated at least in part,
through release of acetylcholine in the myenteric plexus.

Metoclopramide does not stimulate gastric, biliary, or pancreatic secretions.

Pharmacodynamics

1. Anti-nausea/ anti-emetic



2. Promotes gastric empting

Pharmacokinetics

Absorption:

° Can be given orally, IM or IV

) The onset of pharmacological action of metoclopramide is approximately:
v 1 to 3 minutes following an intravenous dose
v 10 to 15 minutes following intramuscular administration
v 30 to 60 minutes following an oral dose

Distribution:

° Plasma protein binding is up to about 20%

Metabolism and excretion:

° About half is metabolized in the liver and half is excreted unchanged in the urine.
Indications
° Nausea/ vomiting
° Gastric stasis:
v e.g. after gastric surgery, diabetic gastroparesis.
° Often used in conjunction with parenteral opioids as prophylaxis for nausea

caused by these agents.

° Sometimes an aid to gastrointestinal radiographic studies by accelerating
radiographic contrast transit through the gastrointestinal system.

° In combination with aspirin for the treatment of mild migraine.

Note that metoclopramide (unlike prochlorperazine) has no clear benefits in cases of
motion sickness or other labyrinth disturbances.

Contraindications & Precautions

1. Children < 1 year (contraindicated):



) Though many prefer not to use metoclopramide in children or adolescents
< 20 years.

Children and young adolescents are more likely to suffer dystonic
reactions.

2. It should not be used whenever stimulation of gastrointestinal motility might be
detrimental, such as:

) Mechanical bowel obstruction, (because it stimulates the upper GIT)
° Gastrointestinal haemorrhage.
o Perforation.

3. Parkinson’s disease, (due to its anti-dopamine action)

4. Hypersensitivity to Metoclopramide

5. Metoclopramide can alter the rate of absorption of other drugs through its effect
on gastric motility.

6. Metoclopramide is contraindicated in patients with phaeochromocytoma because
the drug may cause a hypertensive crisis, possibly due to release of
catecholamines from the tumour.

Pregnancy:

Metoclopramide is a category A drug with respect to pregnancy.

Category A drugs are those which have been taken by a large number of pregnant women
and women of childbearing age without any proven increase in the frequency of
malformations or other direct or indirect harmful effects on the fetus having been

observed.

Adverse Effects

1. Drowsiness, (mild):
° This can be synergistic with other CNS depressants
2. Neurological disorders:
° Acute dystonic reactions:
v These are due to individual sensitivity or excessive dosing

v They usually manifest within the first 24 - 48 hours of treatment.



v They occur more frequently in pediatric patients, especially
below the age of 12 years, and so for this reason metoclopramide is
usually avoided in this age group

See also separate document on Dystonic Reactions (in Toxicology

folder).
) Parkinsonian-like symptoms:
v These may include bradykinesia, tremor, cogwheel rigidity, mask-
like facies.
) Tardive Dyskinesia:
v Long-term use of metoclopramide can cause tardive dyskinesia,

particularly in elderly people.

v This presents as involuntary and repetitive movements, even after
metoclopramide is ceased.

v These effects are rarely reversible and options for treatment are
limited so longer term use (> 5 days) of metoclopramide should
be avoided.

3. Cardiac arrhythmias (rare)
4. Allergic reactions, (rare).
Dosing

Oral:

° 10 mg 8 hourly.

IMor 1V:

° 10-20 mg 8 hourly.

Give IV injections over 1-2 minutes to minimize transient agitation and
restlessness, which may occur with excessively rapid administration.

Recommended maximal dosing: 4

The maximum daily dose for adults is 10 mg three times daily, (i.e 30 mg per 24
hours).



The total daily dosage for children and young adults, should not normally exceed 0.5
mg/kg bodyweight, to a maximum of 30 mg daily.

The maximum recommended treatment duration for metoclopramide is now five days in
all age groups.
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