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Postgrad Med J 1978 
Nov;54(637):755–9 

The possibility that acute disseminated encephalomyelitis (ADEM) and epidemic myalgic 
encephalomyelitis (‘epidemic neuromyasthenia’) may share a common pathogenesis is examined and 
many factors common to the two diseases are described. It is suggested that further study of ADEM 
may help our understanding of epidemic myalgic encephalomyelitis.  
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Bell EJ, McCartney RA.  A study of Coxsackie B virus 
infections, 1972-1983. 

J Hyg (Lond) 1984 
Oct;93(2):197–203 

The results of a twelve-year study of Coxsackie B virus (CBV) infections in patients with a variety of 
acute and chronic illnesses are reported. CBVs were isolated from only 123 patients most of whom 
were children with respiratory illness. Virus diagnosis in adults was based mainly on the detection of 
significant rising or static high neutralizing antibody titres. Between 1972 and 1979 most 
investigations centred on patients with suspected viral heart disease, 12% of whom were found to have 
diagnostically significant CBV titres. In studies on patients with definite myo-pericarditis the number 
positive increased to 33%. In 1980 clinical interest switched to the possible role of CBV in myalgic 
encephalomyelitis (ME), an illness of diverse symptomatology. Investigation of suspected cases of ME 
in 1983 showed that 16% were serologically positive compared to 4% of normal adults in the West of 
Scotland. In patients with well-documented ME this figure rose to 41%. The demand by clinicians for 
CBV neutralizing antibody tests has increased over the past twelve years and continues to escalate 
annually, especially in patients with chronic relapsing illness.  
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Epstein-Barr virus infection’ 
in a general medical practice. 

JAMA 1987 May 
1;257(17):2303–7 

Twenty-one percent of 500 unselected patients, aged 17 to 50 years, seeking primary care for any 
reason were found to be suffering from a chronic fatigue syndrome consistent with "chronic active 
Epstein-Barr virus (EBV) infection," They had been experiencing “severe” fatigue, usually cyclic, for a 
median of 16 months (range, six to 458 months), associated with sore throat, myalgias, or headaches; 
45% of the patients were periodically bedridden; and 25% to 73% reported recurrent cervical 
adenopathy, paresthesias, arthralgias, and difficulty in concentrating or sleeping. The patients had no 
recognized chronic "physical" illness and were not receiving psychiatric care. While antibody titers to 
several EBV-specific antigens were higher in patients than in age- and sex-matched controls subjects, 
the differences generally were not statistically significant. A chronic fatigue syndrome consistent with 
the chronic active EBV infection syndrome was prevalent in our primary care practice. However, our 
data offer no evidence that EBV is causally related to the syndrome. Indeed, we feel that among 
unselected patients seen in a general medical practice currently available EBV serologic test results 
must be interpreted with great caution.  
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(?Post viral): clinical, 
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studies. 

 Aust N Z J Med 1985 
Jun;15(3):305–8 

Two patients with persistent myalgia characterised by onset after an ill-defined systemic illness, 
marked fluctuations in the severity of the symptoms, and normal neuromuscular examination with the 
exception of variable muscle tenderness on deep palpation, may have a forme fruste of myalgic 
encephalomyelitis. Differentiation from psychogenic muscle pain is important in management. Muscle 
histology revealed non-specific Type II fibre atrophy. Mitochondrial respiration was assayed 
polarographically in intact organelles in vitro and revealed a mild depression of State 3 respiration 
rates with Site I and Site II substrates.  
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Natural killer (NK)3 cells are large granular lymphocytes that appear to play a significant role in the 
host’s defense against viral infection. We performed an extensive phenotypic and functional 
characterization of NK cells on 41 patients with the chronic fatigue syndrome (CFS), or "chronic active 
Epstein-Barr virus infection" syndrome, and on 23 age- and sex-matched asymptomatic control 
subjects in an attempt to further characterize this illness. These studies demonstrated that a majority of 
patients with CFS have low numbers of NKH1+T3- lymphocytes, a population that represents the great 
majority of NK cells in normal individuals. CFS patients had normal numbers of NKH1+T3+ 
lymphocytes, a population that represents a relatively small fraction of NK cells in normal individuals. 
When tested for cytotoxicity against a variety of different target cells, patients with CFS consistently 
demonstrated low levels of killing. After activation of cytolytic activity with recombinant interleukin 2, 
patients were able to display increased killing against K562 but most patients remained unable to lyse 
Epstein-Barr virus-infected B cell targets. Additional cytotoxicity experiments were carried out 
utilizing anti-T3 monoclonal antibody to block killing by NKH1+T3+ cells. These experiments 
indicated that the NK cell that appears to be responsible for much of the functional activity remaining 
in patients with CFS belongs to the NKH1+T3+ subset, which under normal circumstances represents 
only approximately 20% of the NK cell population.  
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Med Hypotheses 1985 
Apr;16(4):351–4 

An injury to the dorsal raphe nucleus by Coxsackie B viruses is suggested as the cause of the disease 
sometimes called myalgic encephalomyelitis. The signs and symptoms are consistent with a serotonin 
deficiency in the dorsal raphe nucleus and the disease has a predisposition for women in nursing. 
Stress and underlying tryptophan deficiencies are considered as contributory factors.  
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In an outbreak of benign myalgic encephalomyelitis in a girls’ school all the residential pupils, both 
those affected and those unaffected, were investigated. Special virological tests were essentially 
negative, but it seemed that a few girls had had a viral infection. Psychological testing showed that 
among younger girls the patients were more neurotic than the others. Girls with various disorders were 
found to have been classified as having the same disorder, because of what has been called altered 
medical perception. The conclusions of an international symposium on this condition were not 
substantiated.  
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serological diagnosis of 
Coxsackie B virus infections. 

J Med Virol 1986 
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The role of coxsackie B viruses (CBV) in myo/pericarditis has been well documented; however, 
interpretation of static high neutralising antibody titres in individual patients has always been difficult. 
In introducing the mu-antibody capture ELISA test for the detection of CBV-specific IgM, we hoped 
to overcome this problem. A regimen for the routine serological diagnosis of CBV infections was 
introduced, using the CBV IgM ELISA as a screening test, followed by neutralisation tests (NT) to 
confirm the positive results. Seven hundred and sixty patients and 304 healthy adult controls were 
tested. The percentage CBV IgM positive in each of the clinical categories myo/pericarditis (33%) 
chest pain (22%), myalgic encephalomyelitis (31%), myalgia/Bornholm (19%) and controls (9%) was 
similar to those found in previous studies using NT alone. Cross-reactions with other enteroviruses, 
including hepatitis A (Enterovirus 72), were observed but did not prove to be a problem in the illness 
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studied, since most involved adults. Both homotypic and heterotypic CBV IgM responses were found. 
Matching IgM and NT indicated a recent CBV infection. Positive IgM with negative NT titres 
suggested a recent infection with an enterovirus other than a CBV.  
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The main EEG features are described of thirty-six young adults who were examined at the Royal Free 
Hospital between 1960 and 1964 and twelve children seen at the Hospital for Sick Children, Great 
Ormond Street, London, between 1957 and 1977. It is important in the future, if a plan is considered 
for the study of a fresh epidemic, to include systematic EEG studies covering a period of 2 to 3 years. 
The EEG alterations found in this limited survey, though modest, would suggest that cerebral function 
was disturbed with somewhat variable distribution by an insidious illness which has not yet been 
identified.  
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Ten patients in whom the clinical findings were consistent with the syndrome variously described as 
‘benign myalgic encephalomyelitis’, ‘epidemic neuromyasthenia’, ‘Royal Free disease’ and ‘Icelandic 
disease’ were investigated for blood levels of myoglobin and various enzymes. Although there is no 
clinical resemblance between the two diseases, the biochemical pattern bears a close similarity to that 
found in Duchenne muscular dystrophy (DMD) though differing sharply in that no rise in creatinine 
kinase levels was found. These findings are discussed with particular reference to recent suggestions 
that the permeability of cell membranes may be impaired by changes in intracellular energy 
mechanisms. 
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Cutaneous reflex responses were recorded from tibialis anterior or first dorsal interosseous muscles of 
children with hemiplegia, spinal-cord compression, necrotizing sacroid granulomatosis, acute 
encephalomyelitis, myalgic encephalomyelitis, and a group of children attending the Learning 
Difficulties Clinic. Abnormalities of response are reported and are compared with the different reports 
in the literature of abnormal reflex EMG responses recorded by various methods. It is concluded that 
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cutaneo-muscular reflex testing may have a part to play in the diagnosis of difficult paediatric 
problems 
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The blood rheology of EDTA-anticoagulated blood samples from blood donors and subjects 
considered to have myalgic encephalomyelitis was assessed by multiple shear rate viscometry and by 
multiple-pressure filterability. Although average viscosities of the two groups were different, the 
differences did not reach statistical significance. In contrast, the data from multiple-pressure filtration 
of whole blood showed significant differences between females at the lowest (2.5 cm of water) 
filtration pressure. It appears that the acute phase of the disorder is associated with changes in blood 
rheology which could impair microcirculatory blood flow. In contrast, the chronic state does not appear 
to be associated with rheological abnormalities.  
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Neuromyasthenia (benign myalgic encephalomyelitis) is a term used to describe a protracted and 
incomplete recovery phase following viral-like illnesses. There are few significant physical findings or 
abnormal laboratory determinations. Although depressive symptoms have been observed in individuals 
with neuromyasthenia, systematic psychological investigations based on a standardized interview 
technique have not been reported. This study was designed to investigate the prevalence of psychiatric 
disorders and psychiatric symptoms in a group of patients presenting with neuromyasthenia. The study 
consisted of three parts: a structured psychiatric interview (The National Institute of Mental Health 
Diagnostic Interview Schedule), a self-report measure (The Beck Depression Inventory) and 
Dexamethasone Suppression Test. Results indicated that relative to a matched comparison group of 
non-clinical volunteers, a significant percentage (67%) of neuromyasthenic patients met criteria for 
major depression. Even more striking was the observation that 50 percent of the sample had a major 
depressive episode prior to the development of neuromyasthenia. These findings suggest that sporadic 
neuromyasthenia may be the result of an organic illness in psychologically susceptible individuals.  
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