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The Vestibule of Hell and the Souls Mustering to cross the Acheron. Illustration for The
Divine Comedy by Dante Alighieri (Inferno 111, 22-83) pen and ink and watercolour over

pencil and black chalk, William Blake (1824-1827). National Gallery of Victoria,
Melbourne



...And |, all eyes, saw a whirling banner
that ran so fast it seemed as though
it never could find rest.

Behind it came so long a file of people
that | could not believe
death had undone so many.

After | recognized a few of these,
| saw and knew the shade of him
who, through cowardice, made the great refusal.

At once with certainty | understood
this was that worthless crew
hateful alike to God and to His foes.

These wretches, who never were alive,
were naked and beset
by stinging flies and wasps.

that made their faces stream with blood,
which, mingled with their tears,
was gathered at their feet by loathsome worms...

Dante Alighieri, The Inferno, 111, 1-69 (1306-1317)

Dante had a special contempt for ditherers and fence sitters, that is those who in life
never took a stance on anything, or who never expressed any opinion one way or the
other. He saw their lives as an utter waste. They are denied entry to Paradise, on the
basis of not showing any zeal or even gratitude for their lives. Indeed they do not even
qualify for Purgatory, as they simply have nothing to atone for! But worst of all even,
Satan and the Rebel Angles despise them, better to take a stance, even if against God
himself and lose, than not to take a stance at all! They are denied entry even to Hell
proper, lest they give the shades condemned there someone to gloat over and to despise
and feel superior to! Nonetheless, they must endure unspeakable and eternal punishment,
within the vestibule of Hell. They are tormented by stinging wasps and flies, while their
faces stream with blood and they are forced to follow a demon who carries a great
banner at a frantic pace, in punishment for the fact they never followed anything
whatever in life! They suffer like this in the zone of the Neutrals, or “Circle 0 for all
eternity. So beneath contempt are they, their names are not allowed to be uttered, even
those who held high office in life, such as Pope Celestine V who abdicated the Papacy by
being bullied out of it by his usurper Boniface VIII remain nameless - “I saw and knew
the shade of him who, through cowardice, made the great refusal”.

In the Zone of the Neutrals an antihistamine comes in useful in view of the tormenting
wasps and flies - a non-sedating variety is preferred, in order the allow the souls to
continue on their frantic following of the whirling banner!



LORATADINE

Introduction

Loratadine (trade name in Australia Claratyne) is a second generation non (or less)
sedating antihistamine.

The second generation histamine Hi-receptor antagonists do not appreciably cross the
blood brain barrier when given in normal therapeutic doses.

These drugs therefore do not produce significant sedation and are known as the less-
sedating antihistamines.

In addition they possess only minimal, if any, anticholinergic activity (dry mouth, blurred
vision, constipation and urinary retention).

They are well tolerated with minimal side effects.
See also separate document on:
° Non-sedating Antihistamine Overdose (in Toxicology folder).
History
Loratadine was approved by the FDA in 1993.
Classification
Antihistamines can be classified as follows:
1. Histamine H1 receptor antagonists:
First generation sedating antihistamines:

These agents are moderately to heavily sedating and posses some mild
anticholinergic effects:

They include:

° Promethazine

° Cyproheptadine

° Azatadine

° Chlorpheniramine

° Dexchlorpheniramine



° Pheniramine
° Trimeprazine
Second generation non-sedating antihistamines:

These histamine Hi-receptor antagonists do not cross the blood - brain barrier
appreciably when given in normal therapeutic doses.

They do not produce significant sedation and so have become known as the non
(or less) sedating antihistamines.

In addition they possess only minimal, if any, anticholinergic activity (dry mouth,
blurred vision, constipation and urinary retention).

They include:
° Loratadine
° Desloratadine
° Cetirizine
° Fexofenadine
° Levocetirizine
2. Histamine H2 receptor antagonists:

These include

° Cimetidine
° Ranitidine
° Famotidine
° Nizatidine

Preparations

Tablets:
° 5mg, 10 mg

Capsules:



° 10 mg
Liquid:
° 1 mg/ ml

Mechanism of Action

Loratadine is a potent, long acting antihistamine with relative selectivity for peripheral
Hs-receptors.

It reduces the effects of histamine by binding to the H; receptor and stabilising it in an
inactive form.

Pharmacodynamics

Loratadine is a potent, long acting antihistamine.
It is a “second generation” agent and so has minimal sedating effects.

Pharmacokinetics

Absorption:

° Loratadine is administered orally.

It is well absorbed

Peak blood concentrations are achieved within 1 to 2 hours
Distribution:

° The second generation histamine Hi-receptor antagonists do not cross the blood
brain barrier appreciably when given in normal therapeutic doses.

) In humans, loratadine is extensively bound to plasma protein up 99%
) Desloratadine is moderately protein bound at around 75 %.

Metabolism and excretion:

° Loratadine is almost completely metabolized in the liver.
° One metabolite, desloratadine, is an active metabolite.

° Renal impairment has no significant effect on loratadine clearance.



These drugs do not produce significant sedation and are known as the less-sedating
antihistamines.

Indications
These include:
1. Allergy reactions:

° Note that antihistamines are effective in relieving symptoms that are due
to histamine release (e.g. in urticaria), however, there is limited evidence
for their efficacy in allergic type symptoms due to other causes (where
sedating antihistamines appear to reduce itch simply by causing sedation).

2. Allergic rhinitis

3. Chronic urticaria

Contraindications/ Precautions

These include:

1. Known hypersensitivity to loratadine (rare).
2. Severe hepatic impairment
° Initially, give usual doses on alternate days.
3. Elderly:
° In the elderly there is an increased risk of some sedation and

anticholinergic effects (but loratadine is still preferred to the older sedating
antihistamines). Monitor carefully.

Pregnancy

Loratadine is a B1 drug with respect to pregnancy.

Category B1 drugs are those drugs which have been taken by only a limited number of
pregnant women and women of childbearing age, without an increase in the frequency of
malformation or other direct or indirect harmful effects on the human fetus having been
observed. Studies in animals have not shown evidence of an increased occurrence of fetal
damage.

Breastfeeding

Loratadine is compatible in breast feeding



Adverse Effects

When used in therapeutic doses loratadine is well tolerated
Adverse effects can include:

1. Drowsiness (minimal with loratadine)

2. Anticholinergic effects (minimal with loratadine)
Dosing

Oral:

Adults and child > 30 kg:

° 10 mg once daily.

Children:

2 - 12 years or < 30 kg:

° 5 mg once daily.

1- 2 years:

° 2.5 mg once daily.
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