DEAR DOCTOR  'I can't get my pain under control'

I badly need relief from severe pain but would struggle to get to a pain clinic and am not sure what they can offer me.  In the mornings I feel like I've been beaten with a lead stick - with deep muscular aches, knots and spasms.  It can feel like really bad inflammation, as if I'm swollen and bruised.

The hardest symptom for me though is vice-like head pain - as if elastic bands are being tightened around my head, and my ears are sore and blocked. I also have a burning pain, which is concentrated around my head, neck, back and arms. At my worst, it hurts to be touched as if my nerve endings are over-sensitive.

Why do I get such awful pain and what can I try to alleviate it?  Over-the-counter painkillers don't have much effect so the only thing that helps is strict pacing of activities.  I've heard about gabapentin (Neurontin) helping some people - is it worth trying?  I'm also concerned about whether chronic pain can cause neurological changes, making other symptoms worse too.

AS (34 female), Box No.4272

AfME's principal medical adviser, clinical immunologist Professor Tony Pinching replies:  People with CFS/M.E. can certainly get severe pain, of several different types.  Your letter mostly describes the sort of symptoms that people experience with nerve pain (described by medics as 'neuropathic'), although the muscle aches and spasms are another type of pain.  Both are quite common in CFS/M.E., although the location and severity of such symptoms can vary from patient to patient.

A simplistic explanation for these pains is that they result from a kind of noise or interference in the nervous system (a bit like a badly-tuned radio), with spontaneous nerve signals occurring - perhaps because of cross-talk from chemicals of the immune system.  The brain interprets this noise as pain, often with a burning or shooting character (pins-and-needles or itching are other sensations sometimes reported).

Nerve pain is often intense and very unpleasant, and may respond very little to regular painkillers.  For many years, low doses of tricyclic anti-depressants have been found to be useful, usually amitriptyline or nortriptyline, and they may also help regulate the sleep rhythm and other M.E. symptoms.  Anti-convulsants such as valproate or carbemazepine have also proved useful in some patients.

Gabapentin is a newer drug that is related to the chemicals involved in the nerve pathways for pain.  It is also an anti-convulsant, but has been licensed for the treatment of nerve pain.  Many patients with CFS/M.E. have found it useful for nerve pain.  Pregabalin is a precursor version of gabapentin, and some people find it easier to find the right dose with it.

Acupuncture can also prove helpful for nerve pain, while TENS machines (available at some NHS pain clinics) can help if the pain is quite localised.  One can also use 'mind-over-matter' psychological techniques to help you cope.

Muscle pain, especially if associated with spasms or twitching, may respond to muscle relaxants such as baclofen or methocarbamol, and some people report benefit from having regular massage therapy.

If your GP and/or specialist are unable to control your pain with the approaches with which they are familiar, then a referral to a multi-disciplinary pain clinic could well be worthwhile, even if it would be a struggle to get there.

Prof Pinching, who was interviewed in issue 51, heads up the multi-disciplinary CFS service in Cornwall and is one of 12 NHS 'clinical champions' in England for CFS/M.E.

Dr Rosamund Vallings, medical adviser to the New Zealand M.E. Society responds:  Pain is a very tiring and debilitating symptom, but in itself is unlikely to cause neurological damage, although many other symptoms may temporarily worsen because of the stress of being in constant pain.

Many patients that I see with M.E. have the severe kind of pain you describe which is often unremitting and unrelieved by traditional painkillers.  One of the best ways of dealing with this is to deal efficiently with the underlying problem of non-refreshing sleep.  Good restorative sleep is our natural healing time, and many with this illness do not experience the expected benefits from sleep, despite sometimes sleeping for many hours.

‘Anti-epileptic drugs definitely have a place in pain control and often work better than over-the-counter remedies'

Usually a very low dose tricyclic anti-depressant, such as amitriptyline or nortriptyline, can gradually improve pain control by enhancing sleep.  In high doses (75-15Omg) these drugs have an antidepressant effect, but for sleep management, we use only about 5mg daily to begin with, increasing the dose slowly by just 5mg a week until sleep becomes more restorative.  This may take several weeks, but gradually pain relief becomes evident.  The medication needs to be taken about five hours before bedtime to ensure maximum benefit and avoid any hangover effects.  It is not a sleeping pill, but does improve sleep quality and is non-addictive.

Gabapentin is also increasingly being used for control of pain and needs to be taken regularly in high doses, (building up slowly).  This and some of the other anti-epileptic drugs definitely do have a place in pain control and often work far better than over-the-counter remedies.  Some people also do well with anti-inflammatory drugs such as diclofenac, but as subgroups of people with M.E. respond in different ways to different interventions, it's worth trying out various approaches until you find what works for you.

Transcripts from radio interviews with Dr Vallings, a family physician and M.E. researcher based in Auckland, can be found at the New Zealand M.E. Society website: www anzmes.org.nz

Dr Sarah Myhill, GP with a special interest in M.E. and - Secretary to the British Society for Ecological Medicine comments:

Pain is a symptom and the name of the game is to try and identify the underlying causes.  Gabapentin (Neurontin) is an anti-epileptic drug like clonazepam, which may well be helpful in some types of neuralgic pain (shooting rather than a dull ache).  However, for any nerve-type pains I would normally start off with a tricyclic drug like amitriptyline to see if this works.

Low pain thresholds seem to be a feature of patients with fatigue syndromes and are one symptom of magnesium deficiency.  The idea behind drugs such as amitriptyline, carbamazepine and gabapentin is to increase pain thresholds.  Psychological techniques such as hypnosis, NLP and transcendental meditation can also be helpful in this.  Hyperventilation seems to lower pain thresholds so it is always well worth getting assessed by a physiotherapist to see if there is any evidence of poor breathing.

For muscles to work they need energy.  I now see CFS as a symptom of mitochondrial failure.  Mitochondria (mites) are the little engines which power every cell in the body and if they cannot deliver energy to the cell then it will go slow.  Energy is supplied in the form of ATP (adenosine triphosphate) which releases its energy when it is converted to ADP (adenosine diphosphate).

However if CFS patients push themselves too hard, ATP cannot keep up and so the body switches into anaerobic metabolism whereby a small amount of ATP can be made from converting glucose into lactic acid.  Lactic acid quickly builds up in muscle which causes pain.  Everybody has experienced this sort of pain.  If somebody asked me to sprint 100 metres then by the end of that my muscles would be aching, heavy and dead because of lactic acid that has built up.  So if patients get this type of muscle symptom I am thinking about poor energy supply by mitochondria.

Magnesium deficiency will also cause muscle pain because it means muscles are unable to relax without causing damage, (magnesium is the 'spark plug' which fires the engine, i.e. the mitochondria in every cell).

So far my clinical experience is that the two most helpful nutrients for muscle pain are therefore magnesium (take as much as possible without getting diarrhoea - measure a red cell magnesium to make sure it is being absorbed) and D-ribose (5 grams taken three times daily).  This is the raw material from which ATP is made - it is when ATP levels fall that the body switches to anaerobic metabolism, causing lactic acid to build up.  Magnesium can be absorbed through the skin so Epsom salts baths help some people, but the only way I can guarantee to get levels up is via injection.

'There are some excellent herbal alternatives available which seem relatively free from side effects'

The immune system can only react to things in one way and that is with inflammation, which is designed to kill viruses, bacteria and parasites.  To do this the immune system has to release nasty toxic substances called cytokines (cell killers), and other free radicals which kill these bugs.  Unfortunately these substances are rather indiscriminate and not only kill bugs, but also damage the body.  So inflammation is very much a double-edged sword with the ability to do great good and great harm.

Inflammation in the muscles causes muscle pain.  Typically this muscle pain is worse in the morning and improves as the day progresses.  Sometimes tests show up muscle inflammation, either because of a raised ESR, a raised plasma viscosity or a raised C-reactive protein.

Treatment of muscle pain should be as per my treatment for CFS, i.e. start off with the basic essentials with respect to diet, nutritional supplements, good sleep and adequate pacing and this addresses many of the underlying problems.  Then one can move on to the more esoteric treatments such as magnesium injections, B12 injections, correcting thyroid and adrenal status, etc.

If the muscle pain does not settle from the above interventions this can be because one cannot break the vicious cycle of events such as allergy, inflammation and micronutrient deficiency.  Sometimes one just has to revert to medication to try to tackle some of the underlying pain and inflammation and this gives the body a chance to respond to the diet and supplements.

The medical profession like to use non-steroidal anti-inflammatories (aspirin etc.) and cox II inhibitors(e.g. Vioxx and Celebrex).  The trouble with these is that they all cause leaky gut and therefore increase any tendency to allergy or autoimmunity.  In addition, nearly 20% of patients taking these drugs long-term will develop bleeding from the gut, so I am really not a fan of using them.  However, there are some excellent herbal alternatives available from health food shops which seem relatively free from side effects and which are well worth trying. The ones that I most commonly recommend are:

· Willow bark tablets (100-l2Omg daily)

· Green tea (the polyphenyls in green tea have powerful anti-inflammatory effects and are cox II inhibitors)

· Ginger - up to lOOOmg of fresh ginger root daily (also an excellent treatment for gum disease and dental plaque!)

There are many other herbal preparations which are said to be anti-inflammatory, but of which I have no experience.  These include Stephania tetrandra, frankincense, lutioline, stinging nettle leaf and Holy Basil.  Vitamin Research Products have put these herbs into a product called 'advanced inflammation control' - see www.vrp.com (a US-based site with its own 'Dear Doctor' section covering responses to several questions on CFS/M.E.) or call their help desk on 00 775 884 8210.

Based at the Royal Shrewsbury Hospital Dr Myhill is an NHS consultant for M. E. patients in the Telford and Wrekin area, and has a website with more information about her views on treating M E /CFS at www.drmyhill.co. uk.  The British Society of Ecological Medicine lists private doctors who are also trained in allergy, nutrition and environmental medicine; visit www bsem.org or call 01547 550378.

Professor John Davies, consultant rheumatologist at Guys Hospital, London, responds:  The pain you describe is often called fibromyalgia syndrome (FMS) - a chronic disorder that causes widespread pain, tenderness, and stiffness in muscles, as well as general fatigue.  Many doctors consider that the link between these conditions and M.E./CFS is that they all show a hypersensitive central nervous system that produces enhanced pain sensitivity throughout the body.

There are many theories on what causes these types of pain, but most doctors agree that the central, autonomic and sympathetic nervous system are involved.  Low levels of dopamine and the neurotransmitter 'GABA' have been found in FMS and hypothetically in CFS.  These low or disrupted levels of dopamine and GABA appear to be part of what is causing the dysfunction of the sympathetic nervous system and NMDA receptors.

Dr Manuel Martinez-Lavin, a key researcher in this field, hypothesises that 'many people are prone to develop FMS (i.e. genetic predisposition).  They have a baseline hyperactive sympathetic nervous system, and after a triggering event (e.g., trauma, infection, etc), a central pain sensitisation state develops.'  He believes that for some people 'their FM may be a form of CFS and vice versa.

The key to success in treating any form of chronic pain or fibromyalgia is to deal with as many factors as possible that are causing your pain in the first place.  The first area to look at is sleep as if you don't sleep well, your body won't make the chemicals it needs to feel good or reduce pain.  It's important to use medicines that will not disrupt deep sleep further, so the ones we most often use at our clinics are zolpidem, zopiclone, and sometimes the food supplement melatonin.

Research on pregabalin

It's interesting that you should mention gabapentin because the first medicine I'd like to detail is a newer version of this called pregabalin (Lyrica).  In the April issue of Arthritis and Rheumatism, Dr. Leslie Crofford and her team published the results of their recent study on pregabalin as a treatment for fibromyalgia.

'Pregabalin works by inhibiting the excitability of neurons, and we believe that pain-transmitting neurons are activated in FMS patients,' explains Crofford.  'It also blocks the release of pain-transmitting substances'.  The researchers set up a multi-centre, double-blind, randomized clinical trial testing the effects of pregabalin on pain, sleep, fatigue, and quality of life against placebo with 150, 300 and 450mg daily doses of pregabalin in more than 500 FMS patients.  They discovered that the 450mg dose significantly reduced the average severity of pain and improved health-related quality of life.  Doses of both 300 and 450mg also significantly improved sleep quality and fatigue.

'I was not surprised that the medication worked well in FMS patients,' says Crofford.  'Pregabalin is known to relieve pain, improve sleep, and reduce anxiety in animals.  In addition, we knew that pregabalin was effective in patients with neuropathic pain, such as post-herpetic neuralgia and diabetic neuropathy.'

Antidepressants

There is a group of antidepressants called SNRIs which seem to be effective in treating FMS pain by increasing both serotonin and norepinephrine and lowering Substance P (all are brain chemicals that affect pain).  For example, a medicine we are currently trialling for fibromyalgia at Guys Hospital is Cymbalta (duloxetine) and we expect the results next year.  In an American study published last year in Arthritis and Rheumatism, women with FMS who took Cymbalta had significantly less pain and discomfort than those who took the placebo.  However, for men, there was no effect from taking the medication compared with a placebo.

Pain-reducing injections

In addition, trigger point injections have been used since the 1950s in America for a variety of soft tissue musculoskeletal problems.  In a study published in the Journal of Orthopaedic Medicine in 2001, intradermal sodium salicylate (i.e. injections of aspirin) were given to FMS patients with 9 of the 11 participants reporting worthwhile symptomatic improvement after treatment.  These 'trigger point' injections help release the tension in the tightened and shortened muscles of FMS/M.E. and should reduce the pain in these muscle areas.

I also use regular infusions called Myers cocktails or IVMT to help relieve pain and fatigue.  These contain lignocaine (an anaesthetic) and magnesium to reduce the central sensitisation, NMDA receptor and sympathetic nervous system dysfunction, plus B vitamins.  There are several studies cited in Dr Jacob Teitelbaum's book Pain Free 1-2-3! (McGraw-Hill; available from December 05) which show that the majority of patients with FMS improved significantly with various doses of intravenous infusions of lignocaine or magnesium.  Oral magnesium supplements are unlikely to provide the same results because the body cannot absorb large amounts orally.

An intravenous lignocaine study was also published in the BMC Musculoske/etal Disorders in 2002 by Dr Raphael.  Serial infusions of intravenous lignocaine were given for six consecutive days (infused over six hours).  Overall, the lignocaine treatment was considered to be worthwhile by patients, with pain scores and average daily duration of pain reduced significantly.  Intravenous lignocaine appears to be both safe and of benefit in improving pain and quality of life for patients with FMS.

Dopamine agonist

Finally, some of the most successful trials to date on FMS-type pain are by Dr Andrew Holman on pramipexole, a dopamine agonist.  His most recent double-blind placebo-controlled study published in Arthritis and Rheumatism in 2005 reported 'the highest response rate to date for patients treated for fibromyalgia with a single medication'.  Pramipexole was dosed only at bedtime and increased over 14 weeks to the target dose of 4.5mg.  The most common adverse effects were nausea and weight loss, the former being treated with high dose proton pump inhibitors.  This study was unique in that these 60 subjects were allowed to continue other FMS medications throughout the trial and because most participants were severely affected.

Taken from InterAction 54 November 2005 with our thanks.

THE ROLE OF OMEGA FATTY ACIDS

Over the weekend one of our members attended an event held at the G Mex centre in Manchester.  She was most impressed by a talk given by Prof. Basant Puri in which he quoted his research which has proven that EPA (an essential fatty acid known as Omega 3) can help improve the symptoms of ME.
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Prof. Puri and his team at Hammersmith Hospital published the first systemic study on people with ME in 2002, using MRS brain imaging:  the results showed a difference in the brain chemistry of ME patients to healthy volunteers.  His studies then found high levels of choline in the brain of ME patients, which is what you would expect to find following a major viral infection.

His research findings have led Prof. Puri to believe that fatty acid supplements, especially EPA can help ME sufferers, especially with “head symptoms.”

Prof. Puri has been invited to come to Bolton to give a talk to some of the Doctors at the Royal Bolton Hospital and it may be possible to get him to come to talk to the group.  However we don’t know what day it will be or what time, but we will let you know as soon as possible.

Information about vegEPA, the food supplement which can help is available on www.vegepa.com.  This food supplement costs approximately £12 for 60 tablets but if you tell them you are a member of our ME support group you will be given a 20% discount. (Tel. 0845 1300 424)

One of our members is starting to take this supplement and will tell us about her progress.  There will be a book about Dr. Puri’s work in the library and hopefully we will be able to hear his lecture – watch this space!

Please note that this product is not claimed to be a cure for ME, only to help some of the symptoms.

As usual we do not endorse the use of any product or treatment, we just bring you information.

Thanks to InterAction
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