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The Challenge of Chronic Fatigue Syndrome
International Conference
Sydney - December 1-2, 2001
CONFERENCE PROCEEDINGS

INTRODUCTION 

by Simon Molesworth 

In his opening address Simon made the remarkable point that 85% of funding in the last 15 years from the major research funding council has gone to psychiatry.   He stated that CFS support groups are very poorly funded compared to most others, giving the example of the Multiple Sclerosis Society which receives $8,000,000 per year from the Victorian Government.  He stated that it was an outrage that there were only 2 Chronic Fatigue Syndrome societies in Australia receiving external funding and commented that the Conference will be making a substantial loss to go ahead. 

____________________________________________________________________

DEFINITION

(1)  Professor Anthony Komaroff (Harvard School of Medicine)
Professor Anthony Komaroff gave an overall summary of the current status of CFS.  He started by asking the question “Is CFS real”?

1. Are there objective biological markers that are abnormal in CFS?

2. Do we understand the pathogenesis of CFS?

He answered these questions with Yes and No answers.  He asked the question - why isn’t Chronic Fatigue Syndrome just depression?  He answered:

1. There are differences in objective neuroendocrine studies

2. The results of treatment studies

3. The results of formal psychiatric assessment.

Most patients with Chronic  Fatigue Syndrome have no prior history of significant psychiatric disease prior to the onset of CFS. However, at least 50% of patients develop depression, anxiety or other psychoneurotic disorders in the years after the onset of CFS.  He commented that most studies using antidepressants have found no evidence of any benefit.

Immunologic studies have reported a variety of abnormalities, especially impaired function of natural killer cells and increased numbers of activated CD8+ T-cells.  Neither of these two abnormalities, though, is adequately sensitive or specific to constitute a diagnostic test.  They imply the immune system is chronically activated.  Recently, there have been a number of reports of  more specific immune system abnormalities - increased activity of the 2-5 enzymatic pathway in lymphocytes. A novel low-molecular weight form of RNaseL has been found (see later for more information on this).  This 2-5A binding protein has been found in 72% of Chronic  Fatigue Syndrome sufferers, 1% of healthy controls, zero percent in Fibromyalgia patients and zero percent in patients with depression.

The involvement of the central nervous system was discussed.  MRI scans have found punctuate areas of high signal density in the white matter.  There have also been disturbances found in cognition with deficits in the ability to process complex information, in acquiring new information, in learning and recalling new material, with higher order skills such as planning not involved.  Autonomic dysfunction, sleep disorders and neuroendocrine dysfunction also imply central nervous system involvement.

Autonomic nervous system involvement shows sympathetic and parasympathetic neuropathy in patients with CFS.  Many patients meet the criteria for neurally-mediated hypotension and postural tachycardia syndrome.  A number of neuroendocrine abnormalities have also been found, for example, reduced hypothalamic production of corticotrophin releasing hormone (CRH) leading to diminished pituitary release of ACTH leading to basal hypocortisolism.  This axis abnormality is the opposite of what is seen in major depression.  A recent study using CT scan found that the adrenal glands of CFS patients were half the size of the adrenal glands from healthy controls.

Looking at infectious agents the direct evidence is that CFS can follow a few well-documented infections and is also reported after less well -known infections.  A post-mononucleosis fatigue syndrome has been described with acute fatigue in 47% and lasting a median of 8 weeks.  Chronic Fatigue Syndrome can follow in 9% of cases versus zero percent after a typical upper respiratory tract infection.   A CFS-like syndrome occurs in 20% of patients following Q-fever and can last 5-10 years.  Evidence for reactivation of human herpes virus-6 (HHV-6) is also discussed.  This can produce life-long infection and can invade a variety of cells for example central nervous system or gastrointestinal cells.  With respect to HHV and the brain it can infect cultured neuroblastoma and glyoma cells and can produce neurological sequelae in infants and young children after primary infection.  It has been shown to persist in the central nervous system and can cause encephalopathy in the immunosuppressed.  It is also associated with demyelenated plaques thus posing an association between this infection and multiple sclerosis.  

Professor Komaroff finished his paper by presenting his current favourite model of the pathogenesis of CFS and stated that there are over 4,000 peer reviewed papers to support this model.  
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(2) Professor DeBecker (Department of Human Physiology, Vrije University, Brussels, Belgium)

Professor DeBecker spoke about the need for a new case definition to strengthen the ability to select Chronic  Fatigue Syndrome patients.  He suggested for example to remove low-grade fever from the criteria and instead substitute hot flushes.  He also believes that there is an argument for incorporating a severity index.  He compared patients using the Holmes and Fukuda criteria and found that the Holmes definition was more strongly associated with the symptoms that differentiated CFS patients from those patients who do not comply with CFS definitions.  He found that patients fulfilling the Fukuda criteria (the ones normally used) were less severely affected and led to an increase in clinical heterogeneity.  They suggest that the use of the Holmes criteria defining symptoms of fatigue, swollen/tender lymph nodes, sore throat, muscle weakness, recurrent flu-like symptoms, post-exertional fatigue, myalgia, memory disturbance, and non-restorative sleep with the addition of certain symptoms/hot flushes (instead of low grade fever), attention deficit, paralysis, new sensitivities to food/drugs, difficulties with words, urinary frequency, cold extremities, photophobia, muscle fasciculations, light-headedness, exertional dyspnoea (shortness of breath) and gastrointestinal disturbance and removal of others (arthraliga and low grade fever) would strengthen the ability to select CFS patients.   

____________________________________________________________________

GASTROINTESTINAL FUNCTION
 (1)  Richard Burnet (Endocrine and Metabolic Unit, Royal Adelaide Hospital, Adelaide) 

Dr Burnet’s interest is in gastrointestinal symptoms in CFS.  He gave out questionnaires to over 200 patients and found that 86% of CFS patients versus 56% of controls had one or more upper GI symptoms.  The controls had increased oesophageal symptoms of heartburn and acid reflux whereas the CFS group had increased gastric symptoms especially bloating after a small meal and abdominal discomfort.  The CFS group had significantly more symptoms relating to the large bowel such as faecal urgency, nocturnal diarrhoea, loose consistency of stools and increased frequency.  Ninety-one percent of the CFS patients had an abnormal gastric emptying time, 46% having a delay in oesophageal emptying, 89% a delay in the liquid phase and 67% a delay in the solid phase.  This tends to suggest a central rather than a peripheral causation for the gastric delay.  His conclusion was that there was an abnormality in gut motility, the delay in motility perhaps leading to bacterial overgrowth.  He suggested separating solids from liquids as the main delay was in the liquid phase.  

(2) Henry Butt (Department of Biological and Chemical Sciences, University of Newcastle)

Dr Butt has coined a new term “bacterial colonosis” (BC).  Patients with this condition usually present with multiple disorders including gastrointestinal symptoms characterised by an absence of gastrointestinal inflammation and a marked alteration of intestinal microbial flora.  This has been seen in patients with CFS, fibromyalgia, irritable bowel syndrome and autism.  He believes that fatigue is much more severe if bacterial colonosis is present.  There is also an increase in other symptoms such as nausea, abdominal pain, constipation, diarrhoea and gastric reflux and also an increase in pain generally.  He found that the major change in Chronic  Fatigue Syndrome patients is a decrease in the amount of E.coli in the bowel and a large increase in an organism called enterococcus faecalis.  The importance of this is that E.coli produces many amino acids, for example chorismic acid which happens to be the precursor of a number of important constituents for the body including Vitamin K, tyrosine, folic acid, tryptophan and phenylalaine.  Because of this, about 50% of patients in his group have found to be low in folic acid.   The production of tryptophan as it is a precursor of serotonin and this is important for proper gut function.  He has found an association between high levels of enterococcus faecalis and an increase in cognitive and neurological dysfunction, nervousness, memory loss, confusion, mind going blank and headaches.

_______________________________________________________________________

CARDIOVASCULAR FUNCTION AND  EXERCISE 

(1) Dr Wilhomena Behan (Department of Pathology, Glasgow, Scotland)

Dr Behan discussed the debate about whether the fatigue in CFS is primarily a peripheral problem in the muscles or a central nervous system problem.  She raised the question if this was a different type of fatigue altogether or was in fact related to that of other disorders in which fatigue is experienced such as chronic heart disease, chronic obstructive airways disease and multiple sclerosis.  Her conclusion was that CFS is a disorder in which all parts of the exercise pathway can be affected.

Importantly she stated that deconditioning was not a factor, often cited in recent studies on graded exercise therapy as a treatment for Chronic  Fatigue Syndrome.  She stated that the falling off in the aerobic capacity was in the same line as the controls doing isometric contractions i.e. patients with CFS were doing their best.  If you repeat the experiment the next day CFS patients start off weaker and 24 hours later there is a severe reduction in the force of their contractions.  This obviously correlated to the clinical findings experienced in CFS where there is often a worsening of fatigue 24-48 hours after over-exertion.

(2) Dr Charlie Sargent (Adelaide Chronic Fatigue Syndrome Research Group, 

University of Adelaide)

He and his group did physical fitness testing in approximately 50 CFS patients and they found values were not different from those expected in healthy sedentary members of the general community.  They concluded that there was no physiological basis for recommending graded exercise training programs.

They also looked at lactic acid as a possible factor in the fatigue of CFS patients.  They did find that exercise time to exhaustion and the peak power output at exhaustion were lower in the CFS patients.  However, the increases in lactate concentration with exercise intensity were not different from controls indicating that the production and clearance of lactic acid in CFS patients was normal and does not contribute to their earlier fatigue and reduced power output during exercise.

(3) Dr Adele McGrath  (Adelaide Chronic Fatigue Syndrome Research Group,

University of Adelaide)

Dr  McGrath presented work that showed that there was no evidence of hypotension or impaired cognitive function with acute orthostatic stress in CFS and thus questioned treatment rationales for orthostatic intolerance in CFS patients.

_______________________________________________________________________

INFECTION AND IMMUNE FUNCTION

(1) Dr Garth Nicholson (Institute for Molecular Medicine, Huntington Beach, California)

Dr Nicholson discussed the fact that CFS, Fibromyalgia and Gulf War have overlapping signs and symptoms.  They have found that a major source of morbidity is caused by various chronic viral and bacterial infections.  In his work, Gulf War illness patients in about 40% of cases have mycoplasmal infections inside blood leukocytes but not in plasma or serum.  The most common species in about 80% was M.fermentans.  In contrast, healthy adults have incidence of mycoplasma of 6%.  In CFS/FM patients in about 50% they found a variety species and many patients had evidence of multiple infections.  Interestingly, they have also found that in systemic lupus erythematous (SLE) and multiple sclerosis, 40-45% had evidence of mycoplasma.  They also commented that if there were multiple infections present that the patient was more likely to have a more severe form of illness.

Dr Nicholson suggested for these patients positive for mycoplasma, 6 months continuous treatment with antibiotics as this is an infection, which is slow growing, intracellular and insensitive in general to drugs.  He talked about multiple cycles of treatment as well as cutting down sugar in the diet which he believes stimulates growth of infections.

(2) Dr Kenny DeMeirleir (University of Brussels, Belgium)

Dr DeMeirleir presented his work regarding the abnormality in antiviral pathways.  He sees both Chronic Fatigue Syndrome and multiple sclerosis as subsets of a group of cellular immunity disorders.  Results from his laboratory point to an improper activation of the 2-5A synthetase pathway.  This causes an inappropriate activation of RNaseL.  

He has found abnormal RNaseL sequences that are responsible for the inappropriate activation of the 

2-5 A synthetase.

He also commented on the importance of mycoplasma in the deregulation of the 2-5 A synthetase, RNaseL antibody pathway in subsets of CSF patients.

(3) Dr Dharam Ablashi (USA)

Dr Ablashi has been credited with the discovery of human herpes virus 6 and commented on the high frequency of this infection in CFS patients.  This can be found in the spinal fluid as well as the plasma.

Dr Ablashi spoke further about the abnormalities in the antiviral pathways stating that patients with CFS show activation of two interferon-induced antiviral pathways – the 2-5A synthetase/RNaseL and RNA-regulated protein kinase (PKR) with a specific degradation production detectable in 88% of patients compared to 28% of healthy controls.

He said that using antiviral pathway activation as a test for CFS would not be at all useful as there is antiviral pathway activation in acute viral illness with minor up-regulation persisting for 2-3 months after a viral illness.

_______________________________________________________________________

PSYCHIATRY 

(1) Dr Nicole Phillips, Armadale  Vic

The Position of Australian Psychiatry in the CFS Debate

(To be presented in the next issue of Emerge)

(2)  Dr Ellie Stein  (The Burke Institute, Calgary, Alberta, Canada)

How to Differentiate CFS from Psychiatric Disorder
Dr Stein commented on a recent publication in the Australian Medical Journal, which concluded that six out of ten patients presenting to general practitioners were diagnosed with a “mental illness” (mainly somatisation).  She stated that it was a mistake to use screening instruments such as the Beck Depression Inventory , the General Health Questionnaire or the SPHERE (used to diagnose mental illness in this general practice study) in persons with undiagnosed somatic complaints.  

Dr Stein specified the clinical differences between CFS and the two most common psychiatric disorders, anxiety and depression.  A clinical psychiatric diagnosis rests upon the patient demonstrating the core psychiatric manifestations of depression e.g. anhedonia (loss of interest) or in anxiety, unrealistic fear, whereas a diagnosis of CFS requires the presence of four out of eight physical symptoms in addition to fatigue. 

Depressive and anxious reactions to a serious chronic unpredictable disorder that lacks social legitimacy are common amongst CFS patients.  A co-morbid psychiatric diagnosis should only be considered if the psychiatric symptoms pre-dated the onset of CFS, if the symptoms are generalised beyond health and quality of life issues affected by CFS or if the symptoms are so severe that they present a patient from participating in treatment.   She pointed out significant differences between CFS and depression. For example in CFS the physical and mental fatigue are worsened by physical or mental exertion whereas in depression fatigue and mood improve with exercise.  Personality disorder is no more commonly seen in CFS patients compared to controls whereas in depression there is an increased prevalence of personality disorder.  She noted the infectious onset in over 70% of cases of CFS whereas depression rarely follows an infectious illness.  She commented on the obvious physical symptoms for example swollen  lymph nodes, sore throat in CFS compared with depression and noted the marked variability of severity and nature of symptoms in CFS compared to depression.

 __________________________________________________________________________________

PATHOPHYSIOLOGY/SYMPTOMATOLOGY

(1) Dr Kenny DeMeirleir (University of Brussels, Belgium)

Dr DeMeirlier believes that in CFS there are a number of onset and predisposing factors that compromise immunity (changes in cytokine balance, T-cell activation, poor cellular immunity).  Intracellular and opportunistic infections and viral reactivation cause a number of abnormalities in the antiviral pathway, which may lead to a channelopathy which could easily cause the symptoms seen.

In his group of 206 CFS patients he found that approximately 70% showed mycoplasma infection.  Compared to the patients who were mycoplasma-negative the mycoplasma positive patients had significantly more cleavage fragments of RNaseL.

(2) Dr Rey Casse (Queen Elizabeth Hospital, Adelaide)

Regional Cerebral Blood Flow in Chronic Fatigue Syndrome

Dr Casse commented on the neuropsychiatric symptoms often associated with the mental fatigue such as impaired concentration and slowness of thinking.  He stated that most previous studies using radionucleotide cerebral perfusion scans gave conflicting results due to using unhomogeneous patient populations and poor analysis.  

He and his group performed a pilot study to address these issues with a Tc-99mHMPAO SPECT and a triple head gamma camera.  A uniform group of 13 female subjects with moderate CFS based upon established criteria, pain free, not on medication and not depressed were compared with a group of 11 patients scanned for other conditions.  

The results were a definitive deficit in regional cerebral blood flow in 7 patients, an equivocal deficit in 3 patients suggesting that patients with moderately severe CFS have focal cortical and brain stem hypoperfusion.

(3) Dr Robyn Cosford (Northern Beaches Care Centre, Monovale, NSW)

Neuroimmune Gastrointestinal Dysfunction Syndrome … A New Descriptor for Autism and Chronic Fatigue Syndrome?  A Spectrum of Disease

Dr Cosford stated that CFS is characterised by fatigue, gastrointestinal symptoms with irritable bowel, food intolerance, muscle pain, weakness, recurrent illness and neurocognitive symptoms.   Neurocognitive symptoms include cognitive dysfunction, sensitivities to stimuli such as bright lights, noise and odours and disordered and fragmented sleep.  CFS in adolescents typically has an onset after age 12.  Autism is similarly characterised by neurocognitive symptoms with sleep disorder and marked sensory sensitivity.  Gastrointestinal symptoms are also common with reactions to certain foods, particularly gluten and casein-containing foods, recurrent infections and easy fatigue.  Autism is generally diagnosed between 2-3 years of age.  In both conditions there is the probability of an underlying genetic susceptibility but prominent environmental triggers.

Various metabolic abnormalities have been identified in CFS, increased gastric emptying times and increased gastrointestinal permeability with faecal studies demonstrating gastrointestinal dysbiosos with overgrowth of streptococcal/ enterococcal species in approximately 60% of CFS patients.  Urinary organic acid analyses demonstrate increased markers of fibrillar and non-fibrillar catabolism in CFS patients and various organic abnormalities in subsets of CFS sufferers.   CFS patients with prominent visual and sensory disturbances also show a characteristic pattern of urinary organic acid disturbance. 

Similarly, recent research using urinary organic acids, plasma lipids, faecal analyses and intestinal permeability studies in children with autism has identified particular patterns in these children. Urinary organic acids indicate a strongly catabolic picture with fibrillar and non-fibrillar catabolism, generally low urinary glycoamines and abnormalities in the markers for the tricarboccylic acid cycle (TCA cycle) similar to those seen in CFS.  In addition raised urinary hydroxy protein - a marker of increased connective tissue breakdown, and raised ornothine - a marker for abnormalities in the urea cycle and ammonium metabolism are typically seen.  Raised levels of nervonic acid are found.  Nervonic acid is a major component of sphingomyelin and may indicate a disruption of myelination.  Faecal studies show a loss of beneficial E.coli, lactobacilli and bifido-bacteria and overgrowth of potentially pathogenic enterococci and streptococci and increased intestinal permeability has been documented to occur in some 50% of children with autism.  Endocscopic studies have revealed gastric mucosal inflammation, duodenal inflammation and colonic inflammation in a significant percentage of autistic children.  Immune abnormalities are well documented in autism also.

The results indicate that autism children represent a metabolically more homogeneous group than CFS patients.  The metabolic disruption in autism is more widespread and severe as are the neurocognitive symptoms but the similarities with the subgroup of CFS patients with gastrointestinal symptoms and neurocognitive symptoms suggest a possible commonality in aetiology.  It is hypothesised that the abnormal gastrointestinal flora is producing the measurable increase in intestinal permeability, intestinal inflammation and disturbance in gastrointestinal motility, disruption in digestion and food intolerance.  Streptococcal toxins and immune cross reactions have a known association with neurological phenomena and recent literature has noted the connection with streptococcus and Tourette’s Syndrome and obsessive compulsive disorder and attention deficit hyperactivity disorder.  It has already been hypothesised that CFS is a toxin-mediated channelopathy disorder.  It is therefore hypothesised that in a subgroup of CFS patients and in most children with autism the illness is largely toxin-mediated with a significant contribution from the toxins generated by streptococcal overgrowth in the gastrointestinal tract.  The increased severity of the metabolic disruption and neurocognitive effects in autism could be attributed to the different age at which the organism was exposed to the environmental stimuli with the insult occurring in autism whilst the neurological system is still in the process of myelination and maturation and the immune system still maturing.

Dr Cosford has coined a new term the “neuroimmune gastrointestinal dysfunction syndrome” to adequately describe the above phenomena.

(4) Dr Greg Tooley (School of Psychology, Deakin University, Victoria)

The Integrity of the Circadian Timekeeping System in Chronic Fatigue Syndrome

Dr Tooley stated that disordered circadian  timekeeping may contribute to the development and/or the course of CFS.  The rationale for the investigation of circadian factors in CFS is based on the fact that disorders known to be associated with circadian disregulation such as jetlag and shift work regulated syndromes have a higher degree of symtomatological overlap with CFS.  Also the presence of circadian disturbance could account in part for other phenomenological aspects of CFS including the high rates of depression and immune disregulation.

Dr Tooley presented the findings of a series of three studies that compared the circadian patterns of sleep-activity, core temperature and melatonin secretion in CFS patients and healthy controls.  Results of Study 1 indicated that CFS patients sleep/activity cycles were significantly phase-delayed compared to controls and that some aspects of their circadian profiles of sleep/activity were related to some measures of sleep disturbance and well-being.  Results of Studies 2 and 3 indicated that the circadian rhythms of sleep, wake, core temperature and melatonin secretion were less effectively synchronised in the CFS group.  There seemed to be a relationship between circadian parameters and symptom measures in the CFS group.  These findings provide evidence that CFS is associated with a degree of circadian desynchrony although the clinical significance of this remains to be determined.

Interestingly, with respect to the CFS patients sleep disturbance, they were found to have increased sleep latency (45 minutes to fall asleep versus 15 minutes), increased nocturnal wakening, waking up later in the morning but no increased amount of sleep overall.

(5) Dr Neil McGregor (University of Newcastle, NSW)

Evidence-based model of the pathogenic mechanisms associated with symptom  expression in

Chronic Fatigue Syndrome

Dr McGregor presented work on over 2,000 CFS  patients and also fatigued patients excluded by CFS criteria.  He found that there were four symptom groupings in CFS patients.  

1. General CFS symptoms which included sore throat, fever, enlarged lymph nodes, oral ulcers, shingles, non-restorative sleep and gastrointestinal symptoms.

2. Neurocognitive symptoms which included memory problems, attention deficit and spacial dysfunction.

3. Musculoskeletal symptoms which included fasiculations (muscle twitching).

4. Mood change symptoms.

The general CFS group consisted of the symptoms associated with reactivation of viruses, increased RNaseL and infection symptoms.  This group of symptoms represent the cytokine-inducing events or predominantly pathogen-associated events.  The cognitive mood change and musculoskeletal symptoms represents the host’s response or cytokine-mediated symptoms.  

Dr McGregor stated that 25-35 % show reactivation of viruses.  Cytomegalovirus antibody titres showed an association with palpitations, arthralgia, sleep disturbance, diarrhoea and flu-like symptoms whereas herpes simplex virus 1 (HSV-1) antibody titres were associated with face/neck/shoulder symptoms, numbness and muscle twitching.  Co-morbid diseases include such things as toxin-producing staphylococci which can lead to cytokine production and food intolerances.

In summary, his model of CFS was that the onset could be associated with many different factors, for example, infections, chemicals or trauma and this would lead to a deregulation in the RNA pathway, in particular a defect in the 2-5 synthetase RNaseL pathway.  This would then lead to secondary responses.   In conclusion, the infective-cytokine-initiating symptoms appear to be associated with periods of reactivation.  The subsequent cytokine-mediated host base responses of cognitive, musculoskeletal and mood-change symptoms appear to be the body’s response to the syndrome initiators.  Reactivation of different viruses is associated with symptom variation whilst the occurrence of co-morbid infections and disease states increase patient morbidity.

(6) Dr Tania Emms (University of Newcastle, NSW)

Food Intolerance Exists as a Co-morbidity in Chronic Fatigue Syndrome

The researchers assessed 76 CFS patients who fulfilled the Fukuda Diagnostic Criteria for possible food chemical intolerance via an elimination diet protocol.  Symptom severity was assessed both pre- and post-dietary manipulation.  Patients reporting improvement subsequently completed open food challenges to confirm reactions.  Foods and chemicals investigated for inducing symptoms were milk, wheat, commercially-prepared bread, natural food chemicals such as salicylates, amines and additives.

The results showed that 89.5% reported a positive outcome from exclusion with improvements in multiple symptom severities across body symptoms.  Fifty percent of symptoms reported showed a significant decrease in severity post-diet.  Most symptoms improved including fatigue, recurrent fevers, sore throats, muscle pain, headaches, painful joints, difficulty concentrating and other neuropsychological symptoms and unrefreshed or prolonged sleep.  Irritable bowel symptoms also improved and they concluded that food intolerance may represent a co-morbidity in a CFS subgroup and could have etiological  implications for the development of gut dysfunction.  The clinical investigation of intolerances shows promise for symptom management but remains mostly under-utilised. 

__________________________________________________________________________________

NEW TREATMENT TRIALS

(1) Dr Rudd Verneulen (CFS Research Centre, Amsterdam, The Netherlands)

Treatment with carnitine, acetylcarnitine and propionylcarnitine were used in the treatment of patients with Chronic Fatigue Syndrome.  A number of different trials were presented using these treatments and overall they were found to be effective in a large percentage of people particularly in a low dosage versus a high dosage regime.

(2) Professor DeBecker (Department of Human Physiology, Vrije University, Brussels, Belgium)

A double-blind placebo-controlled study of acclydine in combination with amino acids in 

patients with Chronic Fatigue Syndrome.

Introduction: Acclydine is an alkaloid derived from selected plants that has substantial effects on protein structure and metabolism.  It also activates and stimulates the hypothalamus to increase its secretion of growth hormone releasing hormone causing an increase in growth hormone release by the pituitary gland.  Given the fact that in CFS a disturbed growth hormone axis function has been observed, theoretically treatment with acclydine could be of benefit.

Method: Ninety CFS patients were in the study.  The treatment protocol consisted of the first 4 weeks – 250mg acclydine four times a day in combination with amino acids, second 4 weeks 250mg acclydine twice daily in combination with amino acids.

Results:  In the active group 54% noted an improvement in symptoms compared to 16% in the placebo group.  No major adverse events were noted.  The authors conclude that acclydine appears to be a safe and adequate drug for CFS.

SOCIOLOGICAL/EQUITY ISSUES

(1) Mr Neville Millen (Sociologist, Deakin University, Victoria)

Mr Millen discussed the facts that disease, illness and wellness are socially constructed and CFS can be seen as an anonymous illness construct strongly imbued with social meanings derived from over five decades of political tensions between sufferers, medical science and the modern state.  He stated that the dominant paradigm of rational positivist biomedical science has refused to legitimate diseases that fail rigorous scientific methods of detection and as a consequence, CFS sufferers are denied medical closure and usually suffer from social stigma.  He stated that the medical profession needs to look beyond the set boundaries of its present restrictive evidence-based paradigm of medical care and adopt a more humane wholistic model of clinical practice.  This change will avoid the problems associated with an over-medicalised image of the body, the blaming of sufferers for not getting well over time, the emergence of mental illness explanations, especially depressive and somatoform disorders and stigma caused by ongoing denial by professional groups of the illness.

(2) Dorothy Morris (PhD candidate, Deakin University, Victoria)

Ms Morris discussed the difficulties for university students suffering with CFS because of their cognitive dysfunction and the fact that there has been no attention given to making appropriate accommodations for this symptom.  

MEDICOLEGAL IMPLICATIONS OF MISDIAGNOSIS

(1) Dr Nigel Speight (Department of Paediatrics, Durham, UK)

Over the last 10 years in the UK, the author has been involved in 14 cases of CFS in childhood in which the families have been subjected to child abuse proceedings.  He stated that these form the tip of an iceberg of a far larger number of families who have been threatened with such proceedings without them actually being invoked.

In 13 of the 14 cases the child protection proceedings were reversed either by order of the court or because Social Services withdrew their applications after contested medical evidence was available.  In one extreme case a 15-year-old boy subjected to a court order was kept against his will on a psychiatric ward for 7 months.  

Certain risk factors were noted which appeared to increase the risk of CFS being regarded as abuse or neglect – single parent, other family member with CFS, geography (predominant medical belief system in that area), severity, failure of a child to respond to a “rehabilitation”, parents who are too confrontational, bad luck with professionals, alternative psychiatric diagnosis, for example pervasive refusal syndrome.

In general every case was extremely upsetting for the sufferer and their families.  Some of the young people developed virtual post-traumatic stress syndrome and developed an abnormal fear of all professionals.  Some even lost faith in their parents for failing to protect them.  One case has been referred to the European Court of Human Rights and in several others parents have reported doctors to the general medical council.

(2) Dr John Chapman, PhD (Centre for Echotoxicology, NSW, Australia)

Dr Chapman presented a very personal account of the story of his daughter who he described previous to her illness as a happy, healthy, outgoing teenager, a high achiever and a keen sports person prior to contracting glandular fever with a post-viral syndrome to follow.  She spent many months in a number of hospitals and found that a psychiatrist had given his daughter a diagnosis of pervasal refusal syndrome.  She was admitted to a psychiatric ward where he stated she was subjected to humiliation and intimidation.  He then described a horrific story where one thing led to another and over a period of time they were finally in a position where it was suggested that their daughter be removed from their care.

(3) Mr Simon Molesworth (Queen’s Council, President ME/Chronic Fatigue Syndrome Society of Vic Inc)

Mr Molesworth discussed the new world-wide emergence of significantly credible medical research pointing to biophysical rather than psychiatric explanations for CFS.  He talked about overcoming the “crisis of credibility”.  

___________________________________________________________________________________________

CLINICAL CASES

(1) Dr Robyn Cosford (Director, Northern Beaches Care Centre, Monovale, NSW)

Dr Cosford presented three case histories.  All patients were assessed with routine blood and biochemical parameters in addition to urinary organic acids faecal analyses and intestinal permeability testing.  Each patient demonstrated abnormal urinary organic acids to varying degrees with raised markers for fibrillar and non-fibrillar metabolism and markers for dysfunction of the TCA cycle, abnormal gastrointestinal bacteria with varying degrees of loss of beneficial E.coli and overgrowth of streptococcal, enterococcul species and increased intestinal permeability.

Management in all cases was based on lifestyle change, meditation, regular supportive counselling, graded exercise, dietary manipulation with removal of wheat, dairy, artificial additives and other foods reactive for the individual and the addition of supplemental nutrients including broad-spectrum high-potency multivitamin minerals with additional magnesium and B6 and essential fatty acid supplementation.  Nutrients to promote healing of gastrointestinal mucosa, probiotics to replace beneficial bacteria and combination antibiotic “herbs” were added to eradicate pathogenic bacteria.  Treatment was continued from 12 months to 5 years. 

Over time, each of the three patients demonstrated measurable improvements and has been able to return to more normal lifestyles and work levels.  Retesting of patients with previously grossly abnormal gastrointestinal bacterial flora has demonstrated that it is possible to restore the flora to normal and that concomitant improvements in health can be anticipated.

(2) Dr Richard Schloeffel (General Practitioner, NSW)

Dr Schloeffel presented several case histories of patients that he had treated in his practice.  His cases were treated with doxycycline, nilstat, in addition to varying other treatments.  He described full recovery in the cases that he discussed with his individualised treatment plans.

(3) Dr Richard Burnet (Royal Adelaide Hospital, Adelaide)

Vasodilators

Dr Burnet presented evidence that using a vasodilator may be helpful in Chronic Fatigue Syndrome.  The rationale behind this is the fact that it has been shown that patients with Chronic Fatigue Syndrome may have a decrease in blood flow to the brain.  He used hydrazine 25mg tablets 2-4 per day with an increase in fluid intake, a low GI diet, exercise to the limits of tolerance. He reported two-thirds of patients responding, with time to improvement taking about 6-12 weeks.  He did comment that hydrazine has a number of side effects including headaches, worsening migraine, flushing or feeling hot, nausea and a paradoxical effect of blood pressure increasing rather than decreasing.

His model behind the use of hydrazine was that a toxic stimulus in susceptible individuals causes an over-reaction in the body producing excessive cytokines.  This causes smooth muscle constriction and therefore decreased brain blood flow which then leads to disordered thinking, fatigue and pain.  Peripheral blood flow is also decreased causing cold extremities.

(4) Dr Dan Peterson (Incline Village, New York)

Immune Modulating Therapies in Specific Subsets of CFS Patients - Current Status and Trials

Dr Peterson presented the rationale behind these treatments being that in CFS patients.  There is a low natural killer cell activity and an activated RNaseL viral pathway and evidence of viral reactivation.  He has used ampligen in over 1,000 patients, approximately half of these being CFS patients, the others being patients with hepatitis and HIV.  He discussed other immune-modulating therapies including transfer factor (shown to increase natural killer cell function), growth hormone and modafinil which is currently a licensed treatment for narcolepsy.

___________________________________________________________________________________________

MANAGEMENT STRATEGIES

 (1) Dr Ros Vallings (Auckland, New Zealand)

Dr Vallings presented her 20-year experience in general practice and believes she has seen two and a half thousand CFS patients.  She said that over the years a third of the patients have ended up having another diagnosis.

She presented her work on group therapy workshops which have been focused on education and sensible health management. Patients are assigned to groups according to age, duration of illness and particular health concerns.  She stated that mostly these groups have been fully government funded.  Most people will attend an initial introductory series of 4 sessions, which include such topics, as what is CFS, nutrition and supplements, stress management and sleep, and breathing and exercise and following this will attend a more advanced course.

(2) Dr Kenny DeMeirleir (University of Brussels, Belgium)

Dr DeMeirleir talked about the importance of eliminating or decreasing the load of certain organisms and restoring hormone balance.  He stated that mycoplasma is implicated in cases where there is a high level of low molecular weight RNaseL and chlamydia is implicated when there is a low level of low molecular weight RNaseL.  

He spoke about using immune modulators mentioning isoprenisin and chronic antibiotic treatment.

He believes that about 50% of people “are cured with antibiotic treatment”.

___________________________________________________________________________________________

	[image: image1.png]




The Challenge of Chronic Fatigue Syndrome
International Conference
Sydney - February 25-27, 1999

The main theme of this year's conference was complex infectious diseases and the role they may play in CFS. The first day of the conference was a closed discussion group for researchers, which provided an excellent setting for the exchange of research ideas. The day went very well considering that many researchers present had interests in vastly different fields and yet were still open to the research foci of the other researchers and considered how the findings of others related to their own. The second day was for medical practitioners and scientists and the third day was open to the public.

A new area of research was presented by Dr Abhijit Chaudhuri, from the University of Glasgow, UK. He presented research in the area of ion channel abnormalities in CFS which control how electrical signals travel in and out of cells. He pointed out that the same type of abnormality is seen in conditions such as migraine and epilepsy, which share fatigue as a symptom. This research is in its early stages, but provides hope for treatment of this abnormality in those patients it is present in.

Dr John Martin from the Center for Complex Infectious Diseases in California, USA, updated the audience on his continuing research into the unusual 'stealth viruses' and how they can cause disease. These viruses usually infect the brain and can evade the immune system. As yet, it isn't known how common these viruses are, or how they relate to CFS. These viruses mainly cause neurological symptoms. The virus most closely relates to African Green Monkey CMV, which is a monkey virus, and it is possible that the polio virus vaccine may have been the way that this virus was spread from the monkey to humans, as the polio vaccine was cultured in African Green Monkey tissue.

Professor Garth Nicolson from the Institute of Molecular Medicine in California, USA, spoke of his testing and antibiotic treatment of mycoplasma infections in gulf war syndrome (GWS) and CFS. He mainly finds a very virulent strain of Mycoplasma fermentans infection in GWS patients, whereas CFS patients seem to have a larger number of different strains present. The CFS patients who are infected with several different strains usually have more severe symptoms. Very few healthy people are positive, and in those who are, they rarely have multiple infections. He reported success with long term, cycling, antibiotic treatment.

Dr Cecile Jardin from South Africa has tested and treated several thousand patients with CFS for the bacterial infection called rickettsia. Treatment is similar to that of mycoplasma and Dr Jardin reported very good results. Dr Philippe Bottero from France expanded on Dr Jadin's talk and explained that rickettsial infections can be cofactors in disease, along with other infections such is mycoplasma.

Dr Bill Paspaliaris from Melbourne discussed his research which showed that mycoplasma may trigger the immune system into producing cytokines, which are chemicals that can cause flu like symptoms.

Dr Bernie Hudson from Royal North Shore Hospital, Sydney, provided evidence that Lyme disease, which is a tick borne infection, may in fact exist in Australia. This possibility is still disputed, but it can cause CFS-like symptoms, so is being considered.

Dr DeMeirleir from Belgium brought the audience up to date on his continuing research into a specific immune system abnormality in the anti viral pathway called RNase-L. The body can't properly fight viral infections if this pathway isn't working. Many CFS patients have this abnormality to varying degrees, and it seems to correlate with symptom severity. The good news is that a drug called Ampligen repairs this fault and is currently being trialled. So far the results are very good, even with severely ill patients. People who developed CFS post-virally are most likely to have this abnormality and benefit from Ampligen therapy.

Low body potassium was reported by Dr Richard Burnet from Royal Adelaide Hospital. He also discussed a range of hormone and biochemical disturbances which can sometimes be found in CFS. Dr Phillip Clifton Bligh and Dr Neil McGregor from the University of Newcastle, Australia, talked about their continuing research into urine amino acid abnormalities, disturbed gut flora and their association with clusters of symptoms found in CFS.

In summary, a wide range of research was presented which added to the list of abnormalities which have been found in CFS. The fact that 100% of patients don't show any particular abnormality, and the wide variation in symptoms seen between patients, lead many researchers to support the idea that CFS is actually made up of a number of different disorders. An encouraging aspect which came out of the conference was that some researchers attempted to incorporate the findings of other researchers into their own work, rather than just focusing on their own research. Talks between researchers at the conference should lead to several collaborations being established between them.

As each conference passes, the complex rnesh of abnormal findings in CFS begins to link up and lead us closer to understanding what makes up this complex illness. This conference mentioned encouraging results which have been obtained with drugs such as Ampligen. This should give hope to all.

Bernhard Liedtke
(This summary was prepared the day after the conference. Further more detailed reports on the conference will be prepared at a later date.)
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