Chapter 3.  Results

Question 1. What are the Existing Case Definitions for Chronic Fatigue Syndrome?


In 1988 Holmes et al. published the first case definition for CFS in the mainstream peer reviewed medical literature. The Centers for Disease Control and Prevention (CDC) adopted this definition.  To meet this definition, patients had to present with new onset of persistent or relapsing, debilitating fatigue or easy fatigability with no previous history of similar symptoms. The fatigue could not be alleviated by bed rest, and had to impair daily activity below 50% of premorbid activity for at least 6 months. Eight or more of 11 minor symptom criteria had to be met.  Other medical and psychiatric conditions that produced similar symptoms by proper history, exam, and laboratory analysis had to be excluded.  Symptoms must have occurred at or after the onset of fatigue and have continued or been recurrent for at least 6 months. 


Symptom criteria included: 1) mild fever or chills, 2) sore throat, 3) painful lymph nodes, 4) unexplained generalized muscle weakness, 5) myalgia, 6) post-exertional fatigue (lasting more than 24 hrs), 7) new onset generalized headaches, 8) migratory arthralgia without joint swelling or redness, 9) neuropsychiatric complaints (one or more of the following: photophobia, forgetfulness, excessive irritability, confusion, difficulty in thinking or concentrating, depression), 10) sleep disturbance (hypersomnia or insomnia), and 11) acute onset (over a few hours to a few days) of main symptom complex.  To count, physical criteria had to be documented by a physician on at least two occasions, at least one month apart.  Physical criteria included: 1) low grade fever, 2) nonexudative pharyngitis, and 3) palpable or tender anterior posterior cervical or axillary lymph nodes.


Australian and British working case definitions for CFS were developed in the early 1990s.  Several Australian definitions were proposed.  One of the most widely referenced definitions was used and reported by Lloyd et al. QUOTE "22" 
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  These criteria required the following for a diagnosis of CFS: 1) chronic persisting or relapsing fatigue of a generalized nature for greater than 6 months that is exacerbated by minor exercise and that causes significant disruption of usual daily activities, 2) neuropsychiatric dysfunction including impairment of concentration evidenced by difficulty in completing mental tasks which were easily accomplished before the onset of the syndrome and new onset of short-term memory impairment, and 3) no alternative diagnosis found by history or physical exam over a six-month period.  Persons with a previous history of psychosis were excluded from the accepted cases. 


In 1991, Sharpe, Wessely and White along with a multidisciplinary group of CFS researchers proposed a set of criteria known as the Oxford or British criteria. QUOTE "23" 
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  Their case definition required a minimum duration of six months of fatigue that had a definite onset and that was associated with functional impairment. As with the Australian definition, psychiatric illness was not an exclusion criterion, except in the instance of either substance abuse or psychosis. They defined multiple associated symptoms, such as myalgia, mood disturbance, and sleep disturbance.  Post-infectious fatigue was listed as a subcategory of CFS with identical features occurring after a known infective episode. 


Schluederberg et al. suggested a refinement to the 1988 CDC definition in 1992. QUOTE "24" 
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  The proposed refinement was based on proposed changes discussed at a 1991 National Institute of Allergy and Infectious Diseases/National Institute of Mental Health workshop. The proposed changes were that a diagnosis of CFS could be made only excluding: 1) specific psychiatric disorders (psychotic depression, bipolar disorder, and schizophrenia); 2) substance abuse; and 3) specific infectious diseases (e.g., chronic active hepatitis, HIV infection). Additionally, the proposed changes allowed for a diagnosis of CFS co-existing with the following: 1) fibromyalgia; 2) etiologically known, treatable infectious diseases that have resolved in terms of their acute clinical and laboratory features, but in whom fatigue and other subjective complaints persist despite appropriate therapy; 3) non-psychotic depression, either concurrent, 1 month post-onset or 6 months or more before onset; and 4) panic, generalized anxiety, or somatoform disorders. Many of these suggestions were incorporated into the 1994 CDC definition that is described below. 

 
In 1994, a second CDC definition was proposed by an international collaborative group that included authors of the 1988 CDC, 1990 Australian, and 1991 British definitions. QUOTE "25" 
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 This definition was developed in response to critiques that the original Holmes’ CDC definition limited the number of CFS cases diagnosed because of its strict exclusion of patients with histories of psychiatric complaints.  The revised 1994 definition did not consider all psychiatric disorders, such as anxiety disorders and less severe forms of depression, as exclusionary diagnoses for CFS. Specifically, the 1994 definition does not exclude anxiety disorders and less severe forms of depression, but does exclude substance abuse, eating disorders, dementia and psychosis including psychotic depression. Other changes included eliminating all physical signs from the inclusion criteria, decreasing the number of required symptoms from 8 to 4, and limiting the list of symptoms to 8 from 11. 


Table 1 displays features of both CDC case definitions and of the Australian and Oxford definitions.  All definitions require the presence of prolonged disabling fatigue for at least six months.  In addition, the Australian and Oxford definitions require the presence of mental fatigue or mild cognitive impairment.  All four of the case definitions require the exclusion of explanatory medical illnesses, though they differ in the extent to which medical conditions should be sought and ruled out.  Finally, all four of the case definitions require the exclusion of some psychiatric conditions, with the 1988 CDC criteria being the most restrictive as it excluded persons with multiple newly diagnosed or historical psychiatric conditions.  


Studies that have evaluated the validity of different definitions and manifestations of fatigue are described under the question entitled, “Which case definitions, if any, have been substantiated or validated with reliably discriminating constellations of symptoms?”  Of note, existing case definitions have been developed primarily using expert opinion and/or expert consensus processes.  None have been well validated. The CDC is spearheading ongoing efforts to continuously refine the definition of CFS; a newly refined case definition is expected in 2001 (personal communication).  

Table 1. Case definitions of CFS

Criteria
CDC-1988
CDC-1994
Australian 1990
UK/Oxford-1991

Minimum duration (months)
6
6
6
6

Functional impairment
50% decrease in activity
Substantial
Significant disruption of usual activities
Disabling

Cognitive or neuropsychiatric symptoms
May be present
May be present
Required
Mental fatigue required

Other symptoms
8 required
4 required
Not specified
Not required, but other symptoms may be present, particularly myalgia, mood and sleep disturbance


Neuropsychologic complaints (one or more of the following: photophobia, transient visual scotomata, forgetfulness, excessive irritability, confusion, difficulty thinking, inability to concentrate, depression)
Substantial impairment in short-term memory or concentration
 

 

 



Sore throat
Sore throat




Painful lymph nodes in the anterior or posterior cervical or axillary distribution
Tender lymph nodes




Muscle discomfort or myalgia
Muscle pain




Migratory arthralgia without joint swelling or redness
Multi-joint pain without swelling or redness




Generalized headaches (of a type, severity, or pattern that is different from headaches the patient may have had in the premorbid state)
Headaches of a new type, pattern or severity




Sleep disturbance
Unrefreshing sleep




Prolonged (24 hours or greater) generalized fatigue from levels of exercise that would have been easily tolerated in the patient’s premorbid state
Post-exertional malaise lasting more than 24 hours.




Mild fever or chills
 




Unexplained generalized muscle weakness
 




Description of the main symptom complex as initially developing over a few hours to a few days
 



New onset
Required
Required
Not required
Required



Medical exclusions
Extensive list of known physical causes
Clinically important
Known physical causes
Known physical causes

Psychiatric exclusions
New onset or history of: anxiety disorder, depressive disorder including endogenous depression and bipolar disorder, schizophrenia, substance abuse
Melancholic (severe, major) or psychotic depression, substance abuse, bipolar disorders, eating disorder, schizophrenia, dementia, delusional disorders
Psychosis, bipolar disorder, substance abuse, eating disorder
Psychosis, bipolar disorder, eating disorder, organic brain disease
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