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Prescribing Information.

Refer to Summary of Product Characteristics (SPC)
before prescribing.

Presentation: Film-coated tablets, 5mg, 7.5mg.
Indications: Symptomatic treatment of chronic
stable angina pectoris in patients with normal sinus
rhythm, who have a contraindication or intolerance
for beta-blockers. Dosage and Administration:
Usual recommended starting dose is 5mg twice
daily which may be increased after three or four
weeks of treatment to 7.5mg twice daily,
depending on therapeutic response. Titrate
downwards to 2.5mg twice daily if necessary, if the
heart rate decreases persistently below 50 bpm at
rest or if symptoms related to bradycardia occur.
Discontinue treatment if heart rate remains below
50 bpm or symptoms of bradycardia persist (see
SPC). Usual dose is one tablet in the morning
and one tablet in the evening during meals. Elderly:
consider a lower starting dose (2.5mg twice
daily ie. one haff 5mg tablet twice
daily). Renal insufficiency: Use with caution
in patients with creatinine clearance below
15ml/min. Hepatic impairment: Use with caution in
patients with moderate hepatic impairment;
contraindicated in severe hepatic impairment.
Children and adolescents: Not recommended.
Contraindications: History of hypersensitivity to
Procoralan or any of the excipients; resting heart
rate below 60 bpm before treatment; cardiogenic
shock; acute myocardial infarction; Ssevere
hypotension (< 90/50 mmHg); severe hepatic
insufficiency; sick sinus syndrome; sino-atrial
block; heart failure (NYHA classification Ill-IV);
pacemaker ~ dependent, unstable  angina;
3rd degree AV block; combination with
strong cytochrome P450 3A4 inhibitors (such
as azole antifungals, macrolide antibiotics, HIV
protease inhibitors); Pregnancy and lactation:
Contraindicated. Warnings: Cardiac arrhythmias:
Not recommended in patients with atrial fibrillation
or other cardiac arrhythmias that interfere with
sinus node function. Regular clinical monitoring for
the occurrence of atrial fibrillation (ECG included)
is recommended. 2 degree AV block: Not
recommended. Low heart rate: Do not use in
patients with pre-treatment resting heart rate
below 60 bpm. Combination with other antianginal
therapies: Concomitant use of ivabradine with
heart rate reducing calcium channel blockers is not
recommended. Chronic heart failure: Caution in
patients with asymptomatic left ventricular
dysfunction and heart failure patients with
NYHA functional ~ classification II. ~ Stroke:
Not recommended immediately after stroke. Visual
function: Discontinuation should be considered
if deterioration in visual function occurs
unexpectedly. Use with caution in patients with
retinitis pigmentosa. Excipignts: Contains lactose,
should not be used in patients with galactose
intolerance, Lapp lactase deficiency or glucose-
galactose malabsorption. Precautions: Mild to
moderate hypotension: Use with caution. Atrial
fibrillation/Cardliac arrhythmias: If non urgent DC-
cardioversion is required, leave 24 hours between
the last dose of ivabrading and the procedure.
Patients with congenital QT syndrome or treated
with QT prolonging medicinal products: Do not use.
Moderate hepatic insufficiency: Use with caution.
Severe renal insufficiency: Use with caution.
Interactions: QT prolonging medicinal products:
Not  recommended; for  pharmacokinetic
interactions see SPC. Side Effects: Very common:
Visual ~ symptoms  (Luminous ~ phenomena
[phosphenes]). ~ Common: ~ Blurred ~ vision;
bradycardia; 1st degree AV block; ventricular
extrasystoles; headaches; dizzingss. Uncommon:
Palpitations; nausea; constipation; diarrhoea;
vertigo;  dyspnoea;  muscle  cramps;
hyperuricaemia; eosinophilia; elevated blood
creatinine. Consult SPC for full list of side effects.
NHS Price: Procoralan 5mg: £39.00, Procoralan
7.5mg: £39.00. Legal Category: POM. Product
Licence  Numbers: EU/1/05/316/003 and
EUA/05/316/010. Further Information: Servier
Laboratories Ltd., Gallions, Wexham Springs,
Slough SL3 6RJ Tel (01753) 662744. Date of
Revision: November 2005.

Information about adverse
events can be found on
www.yellowcard.gov.uk.

Adverse events should also

be reported to
Servier Laboratories Ltd.
Tel (01753) 662744.
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Medicine Now

Rethinkingpain

Pain is the one problem every doctor is presented with, but what is it exactly? One
specialist says current definitions are inadequate — inaccurate, even — and proposes
a new ‘unifying law of pain’. Markus MacGill reports

Consider this for a universal
theory of pain: the origin of
all pain is inflammation and
the inflammatory response.
It comes from Dr Sota
Omoigui, a pain specialist in
Los Angeles and author of
The Anesthesia Drugs
Handbook. Rather than just
mentioning inflammation
as a component of the
peripheral pain mechanism,
as many theories do, he
puts it centre-stage.

The International
Association for the Study of
Pain (IASP) defines pain as:
‘An unpleasant sensory or
emotional experience
associated with actual or
potential tissue damage.’
But Dr Omoigui says this
orthodoxy is ‘plain wrong’
in putting the emphasis on
visible tissue damage. ‘The
IASP definition of pain is just
a descriptive definition. It
does not address the
mechanism of pain,” he says.

Relying on a structural
understanding of pain, he
adds, has everyday adverse
clinical consequences.
‘Physicians are comfortable
treating what they see.
Patients who have structural
abnormalities such as an
osteoarthritis or herniated
disc on MRI scans get
operated upon oftentimes
needlessly and end up with
more joint, back or neck
pain.’ And, he says, those
patients with severe pain but
nothing on MRI get referred
to psychiatrists.

Different picture

But new technology may
help doctors see a different
picture. ‘Biochemical
mediators that are released
by stress or in diseases such
as fibromyalgia cannot be
imaged by the current
imaging technology. New
technology on the horizon
such as MR spectroscopy
will do this.’

Dr Omoigui is on a crusade
to educate doctors ‘that the
origin of pain lies in
complex inflammatory

mediators such as cytokines,
growth factors, neuropeptides
and neurotransmitters.

It is all one continuum of
inflammation that underlies
the pain pathway from the
peripheral tissue to the
spinal cord to the brain’.

He adds: “When one talks
of inflammation, most
physicians (other than
rheumatologists) know only
about prostaglandins,
steroids and NSAID
medications such as
ibuprofen and aspirin.’

Catch-all definition

The new all-encompassing
approach will, as opposed
to finding different
explanations for different
kinds of pain, put
inflammation at the centre
of them all, so that the
origin — ‘inflammation and
the inflammatory response’
— is the same whether the
pain is nociceptive or
neuropathic, acute or
chronic, and whether it is
peripheral or central. The
theory claims to have
answers for the types of
pain that Dr Omoigui says
have hitherto been
‘unfortunately’ classified as
psychogenic or due to
maladaptive thought
processes.

Dr Omoigui is not modest
and regards his theory as ‘a
breakthrough’. But he says it
is based on existing
evidence. He explains. ‘For
example, the breakthrough
in the treatment of migraine
came after the drug
companies moved from
treating the inflammatory
vasodilation, which was just
a symptom, to using drugs
like Imitrex (sumatriptan)
which inhibit the release of
neurotransmitters from the
trigeminal nerve. The
therapeutic effects of the
antiseizure drugs we use
today for neuropathic pain -
gabapentin, pregabalin — are
due to the inhibition of
neuronal firing, leading to
the inhibition of release of

The origin of
pain lies in
complex
inflammatory
mediators

Dr Sota Omoigui

inflammatory neuropeptides
such as CGRP, bradykinin,
substance P.

There is more explanation
of the complex involvement
of inflammatory mediators
in Dr Omoigui’s paper
recently published in the
journal Medical Hypotheses
(2007; 69: 70-82). This takes
the simple description of
pain signals transmitted up
from local pain receptors
and nerve terminals, and
litters it at every step right
up to the central nervous
system with descriptions of
the complicated effects of

Pain is not always visible

Spine 2000; 25: 1484-92

NEJM 1994; 331: 69-73

24 months of follow-up.
NEJM 2002; 347: 81-8

M Dr Omoigui says the results of one study demand
reconsideration of a pathomorphology-based
explanation of low-back pain and sciatica. It tracked the
natural history of asymptomatic disc abnormalities
using MRI and concluded that physical job
characteristics and psychological aspects of work were
more powerful than MRI in predicting incapacity.

M Independent neuroradiologists read the MRI scans of
98 people who were asymptomatic of back pain, and
27 scans were randomly mixed in from people who did
suffer back pain. The neuroradiologists were unaware
which was which and were given no other clinical data.
Looking at five intervertebral discs in the lumbosacral
spine, 52% of the asymptomatic subjects had a bulge,
27% had a protrusion and 1% an extrusion.

M Another paper also looked at MRI scans on people
who had never had low-back pain, sciatica or
neurogenic claudication. Again, the independent
neuroradiologists were blinded. Finding abnormalities
among the 67 asymptomatic subjects brought the
authors to conclude that MRI findings must be strictly
correlated with age and clinical signs and symptoms
before surgery is considered.

) Bone Joint Surg Am 1990; 72: 403-8

M One study found that arthroscopic surgery for
osteoarthritis of the knee had no effect on pain. Some
180 patients were randomly assigned to arthroscopic
debridement, arthroscopic larvage or placebo surgery.
Pain scores were similar across the groups over

inflammation. ‘The
inflammatory mediators
interact in a complex way to
induce, enhance and
propagate pain. There are
also natural anti-
inflammatory mediators
produced by the body to
simmer down inflammation
and the inflammatory
response,’ it says.

Dr Omoigui’s detailed
breakdown of the
involvement of inflammatory
mediators is a stark contrast
to the relative simplicity of
considering pain as a result of
tissue damage. His arguments

to build up a comprehensive
picture of inflammation are
complex. The arguments that
prove the ‘fallacy’ of seeing
pain visually are more
straightforward and reliant
on trial data rather than
detailed immunophysiology.
To this end, he cites a number
of studies to show spinal MRI
scanning is poor at explaining
back pain (see box).

If Dr Omoigui is right to
believe a change in thinking
is needed for better pain
treatment, perhaps the first
step is to rewrite the
definition of pain. B



