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PREFACE 
Dès 2002, les pouvoirs publics belges ont créé des centres de référence pour le 
Syndrome de Fatigue Chronique, se positionnant en pionniers dans ce domaine en 
Europe. De plus, les résultats des patients traités par ces centres ont été enregistrés de 
manière systématique, une première dans le monde de la revalidation en Belgique.  

Toutefois, le rapport d'évaluation rédigé par l’INAMI en 2006 reflète des résultats en 
demi-teinte : les résultats cliniques obtenus après plusieurs mois voire un an de 
traitement étaient en moyenne assez limités. Alors que la sévérité de la fatigue et le 
fonctionnement psychique des patients adultes s'étaient sensiblement améliorés, l'impact 
de la prise en charge sur la capacité à l’effort, la qualité de la vie et la reprise du travail 
n'était pas clair. De plus, le soutien apporté par les centres de référence aux soins de 
première et de seconde ligne était loin d’être optimal pour ce groupe de patients. 

L'accord de financement entre l'INAMI et ces centres de référence arrive à échéance le 
30 septembre 2008. Se pose dès lors la question de sa prolongation au-delà de cette 
date. Les centres de référence offrent-ils aux patients les traitements les plus adaptés à 
leur syndrome et qui reposent sur les données probantes de la littérature scientifique? 
Ou bien existe-t-il d'autres thérapies susceptibles d’apporter de meilleurs résultats? 
D'un point de vue scientifique, quelle approche médicale est actuellement préconisée 
pour la prise en charge du Syndrome de Fatigue Chronique? 

L'INAMI a demandé au Conseil Supérieur de la Santé d’apporter une réponse à ces 
interrogations, en collaboration avec le KCE. La collaboration entre le KCE et le 
Conseil Supérieur de la Santé, n’est pas une primeur et, une fois de plus, elle s'est 
avérée fructueuse. Par conséquent, le présent rapport doit être lu en parallèle avec les 
recommandations qui seront éditées par le Conseil Supérieur de la Santé. 

Nous espérons que ce rapport constitue une bonne synthèse de l'état actuel des 
connaissances sur le Syndrome de Fatigue Chronique. Plus important encore, qu’il 
mette en lumière non seulement ce que nous savons déjà mais aussi les nombreuses 
carences qui subsistent dans les connaissances et la compréhension de ce syndrome et 
qu’il épingle les domaines devant faire l'objet de toute urgence d'études cliniques 
apportant un niveau de preuve supérieur à ce qui existe à ce jour. 

 

 

 

 

Gert Peeters     Jean Pierre Closon 

Directeur Général Adjoint a.i    Directeur Général a.i 
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Résumé 

OBJECTIF 
En 2002, à la demande du gouvernement, l'INAMI a reconnu 4 centres de référence 
pour adultes et un centre de référence pour enfants atteints du syndrome de fatigue 
chronique (SFC). En 2006, un rapport descriptif a fourni une évaluation de ces Centres 
de référence (CR). La convention établie entre l’INAMI et les CR expire le 30 
septembre 2008. A cette date, l'INAMI doit prendre une décision relative aux règles de 
financement futures pour la prise en charge des patients SFC. Le KCE a été sollicité 
pour apporter une assise scientifique à la prise en charge des patients. Quant au Conseil 
Supérieur de la Santé, il a été chargé de formuler des recommandations pour l’avenir, 
sur base du rapport scientifique du KCE.  

Les principaux objectifs de cette étude sont d’actualiser les connaissances fondées sur 
les données probantes concernant : le diagnostic, le traitement, l’évaluation économique 
des thérapies disponibles et les difficultés vécues par les patients atteints du SFC. Par 
ailleurs, l'étude s'est intéressée aux alternatives organisationnelles adoptées dans 
d'autres pays pour assurer la prise en charge des patients SFC. 

METHODOLOGIE 
Une revue systématique de la littérature selon la méthodologie de la médecine fondée 
sur les données probantes (EBM) a été conduite pour la définition du SFC, le diagnostic, 
le traitement, l’évaluation économique des thérapies et les problèmes vécus par les 
patients. Par ailleurs, les auteurs ont recherché, dans la littérature scientifique et la 
littérature grise, un modèle d'organisation des soins spécifique à la prise en charge des 
malades chroniques. Sur base d'un questionnaire adressé à des personnes de contact, ils 
ont collationné des informations portant sur la prise en charge du SFC dans 5 pays 
occidentaux. Le rapport contient un aperçu des données belges en matière de SFC, et 
se réfère au rapport de l'INAMI (2006) sur les Centres de Référence complété par des 
chiffres fournis par l'INAMI mais obtenus après l’édition du rapport 2006. Enfin, des 
conclusions sont tirées sur base de ce rapport INAMI qui présente une évaluation de la 
prise en charge du SFC en Belgique. 

RESULTATS 

DEFINITION DU SFC 
Il existe plusieurs définitions du SFC, toutes formulées par des groupes d’experts, et 
dont aucune n'a apporté la preuve de sa valeur ajoutée par rapport aux autres.a Les 
deux définitions du SFC les plus largement utilisées sont : la définition internationale 
proposée par les Centres for Disease Control (CDC) datant de 1994 (connue sous le 
nom de définition de Fukuda), et la définition d'Oxford (Royaume-Uni) proposée en 
1991. La définition des CDC de 1994 se fonde sur un consensus international des 
chercheurs et est actuellement utilisée dans les Centres de référence en Belgique. NICE 
(National Institute for Clinical Excellence, UK) a proposé en 2007 une adaptation des 
critères diagnostiques des CDC, sur base d’un consensus d’experts. 

Toutes les définitions comprennent, comme critère essentiel de diagnostic du SFC, une 
fatigue invalidante persistant pendant au moins 6 mois. NICE propose de confirmer le 
diagnostic de SFC après 4 mois de présentation des symptômes.  

                                                      

a  Dans le présent rapport, l'expression "Syndrome de Fatigue Chronique" est utilisée conformément aux 
définitions scientifiques qui font une distinction claire entre le SFC et la fibromyalgie. En Belgique, les 
appellations ‘SFC’ et ‘fibromyalgie’ sont parfois utilisées indistinctement dans le langage courant, ce qui 
n'est pas le cas dans le présent rapport.  



KCE Reports 88 B Syndrome de fatigue chronique iii 

 

Cette proposition, qui ne repose pas sur des données probantes, doit encore être 
validée scientifiquement par la communauté internationale. En ce qui concerne le 
traitement, de nombreux praticiens qui traitent le SFC sont d'avis qu'il serait bénéfique 
pour les patients de les référer plus tôt pour débuter un traitement, plutôt que 
d'attendre que les symptômes soient présents depuis six mois. Cette nouvelle approche 
ne repose pas non plus sur des données scientifiques.  

Le groupe international chargé de l'élaboration des recommandations pour le SFC 
(Guideline Development Group – NICE) a proposé une gradation selon la sévérité des 
symptômes. Cette gradation fait la distinction entre les patients légèrement atteints 
(mobiles, capables de se prendre en charge et d'effectuer des tâches ménagères légères 
avec difficulté), modérément atteints (mobilité réduite et entraves dans la réalisation de 
toutes les activités de la vie quotidienne) et gravement atteints (capables de n'effectuer 
qu’un minimum de tâches quotidiennes voire incapables de bouger et d'exécuter aucune 
de ces tâches, alités la plupart du temps). Des études scientifiques ont opérationnalisé 
une gradation de la sévérité des patients à partir de scores obtenus sur des 
questionnaires validés ; la validité et l’utilité de cette classification doivent encore faire 
l’objet de nouvelles études. 

La littérature ne propose ni concept étiologique qui rencontre l’unanimité ni processus 
physiopathologique définitif aboutissant à un SFC. Aussi, le modèle biopsychosocial 
semble offrir aux patients et aux thérapeutes l'approche la plus cohérente pour 
comprendre le problème et instaurer un traitement. Ce modèle suggère que lorsque la 
maladie a commencé à s’exprimer, elle est affectée par les styles et comportements 
d'adaptation du patient, tandis que les effets physiologiques et psychologiques 
consécutifs à la maladie agissent de diverses manières pour entretenir ou modifier le 
processus pathologique. La combinaison de chacune de ces composantes est différente 
pour chaque patient. Afin de comprendre pleinement le problème du SFC et ouvrir la 
porte à de nouvelles possibilités thérapeutiques, des recherches approfondies sur les 
divers éléments (biologiques et psychosociaux) de ce modèle sont nécessaires.  

CENTRES DE REFERENCE BELGES SFC POUR ADULTES 

Diagnostic  

Les données probantes actuelles soulignent le fait que le diagnostic du SFC ne peut être 
posé que sur base des symptômes cliniques. En l'absence de symptômes évocateurs 
d'autres affections, d'autres états pathologiques doivent être exclus en se fondant 
uniquement sur une analyse de sang et d'urine, incluant certains tests et en excluant 
d'autres. Il serait opportun d'actualiser les recommandations belges proposées par le 
Conseil Supérieur de la Santé, dans le respect des preuves apportées par les recherches 
scientifiques les plus récentes. Avant que d'autres évaluations soient proposées en 
routine, en complément de ces examens diagnostiques de base, un plus grand nombre 
d'études scientifiques est requis, confirmant leur impact sur le diagnostic et les soins qui 
seront ensuite proposés pour ce groupe de patients.  

A ce jour, l'influence du niveau des soins médicaux (primaire, secondaire, tertiaire) sur 
la précision et l'efficacité du diagnostic du SFC n'a pas fait l'objet d'études scientifiques. 

Selon les recommandations de NICE, le diagnostic peut être posé par des médecins 
généralistes. Ceci semble cadrer avec le fait que dans les CR belges, le diagnostic de SFC 
suggéré par les généralistes lorsqu’ils ont référé leur patient a pu être confirmé dans ± 
90% des cas. Les raisons de ce pourcentage élevé n'ont pas été étudiées jusqu'à présent. 
Dans certains centres SFC à l'étranger, le nombre de cas de SFC confirmés était 
nettement moindre. Dans les CR belges, la phase de diagnostic a été très longue (4-5 
mois) et, au cours des deux dernières années de fonctionnement des centres, les 
dépenses engendrées par les examens diagnostiques ont augmenté davantage que les 
dépenses dévolues à la revalidation, ce qui n'est pas conforme aux recommandations de 
NICE. Selon NICE, les premiers examens pratiqués sur des personnes qui consultent 
pour de la fatigue peuvent être réalisés par le médecin traitant. En revanche, tous les cas 
graves doivent être immédiatement référés à un spécialiste pour obtenir un avis en 
matière de SFC.  
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Dans les cas légers à modérés, la prise en charge générale et le traitement peuvent être 
instaurés par le généraliste. Cela étant, il convient de discuter avec les personnes 
légèrement atteintes, d'un renvoi éventuel vers des services spécialisés en SFC dans les 
six mois qui suivent leur première consultation. Pour les patients modérément atteints, 
ce délai doit être de 3-4 mois. 

Traitement du SFC chez l’adulte 

Aucun modèle spécifique d'organisation des soins pour le SFC n'a été trouvé dans la 
littérature. 

Parmi les modèles de prise en charge des maladies chroniques (notamment, le diabète, 
la broncho-pneumopathie chronique obstructive), le modèle de Wagner ou CCM 
("Chronic Care Model") de 2001 est celui qui est principalement utilisé dans plusieurs 
pays pour introduire ou étudier les changements apportés aux soins dans les maladies 
chroniques. Ce modèle est constitué de six volets principaux: 1) les ressources de la 
communauté, 2) le système de soins de santé de l'organisation prestataire, 3) 
l'autogestion du patient, 4) l'aide à la décision clinique, 5) la refonte du système de 
prestation des services et 6) les systèmes d'information. Ce modèle met l'accent sur 
une prise en charge globale impliquant fortement les services de la communauté, les 
soins intégrés et la coordination en matière de soins, une fixation d'objectifs définis de 
concert par le patient et le professionnel, la promotion de l'auto-éducation et de 
l'autogestion, l'utilisation des directives basées sur les données probantes et le recours à 
l'informatique pour soutenir l'organisation des soins. Seules des données de faible niveau 
de preuve indiquent que l'introduction d'au moins un élément du modèle CCM pourrait 
améliorer les soins aux patients chroniques.  

Selon NICE, et conformément au modèle CCM, tous les professionnels de la santé 
devraient avoir pour objectif d'établir une relation de soutien et de collaboration avec le 
patient SFC, sa famille et ses soignants. Une prise de décision partagée et un traitement 
centré sur le patient devraient avoir leur place durant toutes les étapes de la prise en 
charge. Insister plus encore sur ces aspects dans les soins dispensés aux patients SFC 
pourrait les aider à effacer le sentiment de ne pas être pris au sérieux par de nombreux 
professionnels. 

La guérison spontanée du SFC est plus fréquente au cours des 5 premières années de la 
maladie, mais le pourcentage de patients guéris reste faible (proportion moyenne de 
7%). En revanche, le nombre de patients dont l'état s'améliore est plus élevé 
(proportion moyenne de 39,5%) et augmente avec le temps (après 5 et 10 ans). Sans 
intervention, une aggravation des symptômes se produit dans 5 à 20% des cas. 

NICE souligne un point important : la prise en charge des symptômes ne devrait pas 
attendre qu'un diagnostic définitif soit posé. En effet, selon les données de la littérature, 
plus le patient est traité tôt, plus il y a de chances qu'il retrouve une vie normale. 

Traitements pharmacologiques 

Les preuves actuelles ne montrent aucun traitement ou remède pharmacologique 
reconnu pour le SFC. La prise en charge des symptômes doit être celle de la pratique 
clinique habituelle. Des recommandations sont formulées en ce sens. 

Revalidation 

Pour l'instant, il n'a pas été possible de démontrer qu'un traitement permet de guérir 
tous les cas de SFC. Les seules stratégies thérapeutiques, pour lesquelles des preuves 
évidentes d'efficacité existent, sont la thérapie cognitivo-comportementale (CBT - 
Cognitive behavioural therapy) et la thérapie par exercices graduels (GET – Graded 
exercise therapy).  

La CBT comprend des périodes planifiées d’activités et de repos, une augmentation 
graduelle de l'activité, la mise en place d'une routine de sommeil et une restructuration 
cognitive des croyances et attributions négatives et délétères. Le tout en collaboration 
avec le patient.  
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La thérapie par exercices graduels se présente sous la forme d'un programme de 
gestion structuré des activités qui a pour but d'augmenter progressivement les efforts 
aérobies (notamment, la marche à pied), là aussi, en collaboration avec le patient. Le 
"pacing", un principe fondé sur l'équilibrage des activités et du repos, recueille les 
faveurs de certains patients. Cette technique est actuellement en cours d'évaluation 
dans le cadre d'un essai clinique de grande envergure (PACE trial). 

Un point fort des CR belges est le recours systématique à ces thérapies qui ont 
démontré leur efficacité dans de grands essais cliniques. Malgré cela, les résultats 
obtenus peuvent être considérés comme décevants, et ce, pour une raison qui n'est pas 
évidente, car de multiples facteurs différents peuvent avoir joué un rôle dans ces 
résultats. Il est également frappant de constater la différence entre les trois centres 
néerlandophones et le seul centre francophone. Alors que les centres néerlandophones 
ont rapidement atteint leur capacité de prise en charge prévue, le centre francophone 
n'a atteint que 50% de cette capacité. Aucune raison évidente ne peut être avancée, et 
n’a pas fait l’objet d’une étude dans ce rapport. 

Cela étant, divers aspects de la délivrance des soins dans les CR belges méritent d'être 
évalués de façon approfondie dans des études bien conçues. Jusqu'à présent, on ne 
dispose que de preuves limitées de l'efficacité de la thérapie de groupe (par rapport à un 
traitement individuel) de même que de l'association de la CBT et de la GET. De même, 
aucune étude ne s'est intéressée adéquatement au problème du nombre de séances de 
thérapie nécessaires pour obtenir une amélioration. En moyenne, ce nombre varie entre 
41 et 62 heures par patient dans les CR belges. Ce qui est supérieur à ce que décrivent 
les essais cliniques menés au Royaume-Uni et aux Pays-Bas, à ce que mentionne la 
littérature (habituellement 10-16 heures) et à ce que l'on observe dans l'un des autres 
pays étudiés (Norvège).  

Il est généralement reconnu dans la littérature, mais aussi par NICE, que la CBT et la 
GET dispensées aux patients SFC devraient être adaptées à leur état spécifique. Dans 
les recommandations de NICE, des conseils généraux sont donnés à propos du contenu 
et des modalités de la thérapie, et de certains ingrédients de ces thérapies qui peuvent 
être proposés lorsqu'un accès à la CBT ou à la GET n’est pas envisageable. Dans la 
littérature, on trouve plusieurs exemples de manuels thérapeutiques qui ont fait leurs 
preuves dans des études scientifiques. En Belgique, chacun des CR utilise son propre 
manuel thérapeutique. 

Sur la base des preuves actuelles (1 essai clinique randomisé et 1 étude de plus faible 
niveau de preuve), le potentiel d'issues favorables est moindre dans les cas où la CBT et 
la GET sont animées par des thérapeutes moins qualifiés voire inexpérimentés. Cet état 
de fait est également reconnu par NICE. On ne sait pas clairement en fonction de quel 
protocole ont été formés les professionnels qui dispensent les soins quotidiens dans les 
CR belges. 

Il n'y a qu'une seule étude clinique randomisée qui porte sur l’évaluation économique du 
traitement. Cette étude a comparé la CBT à l'absence de traitement. Durant le suivi de 
14 mois, le bénéfice obtenu avec la CBT, par rapport à l'absence de traitement, sur la 
qualité de vie était faible et statistiquement incertain. Même si la CBT semble réduire les 
frais médicaux directs et indirects, le coût direct total de cette thérapie reste plus élevé 
que l'absence de traitement. Toutefois, la CBT a permis de réduire les coûts (dans le 
contexte des Pays-Bas) lorsque les coûts indirects ont aussi été pris en compte. En 
d'autres termes, lorsqu’on inclut dans les calculs, le nombre de jours durant lesquels les 
patients ont été incapables de travailler en raison de leur état. Toutefois, cette 
conclusion est elle aussi entachée d'incertitude. Des études supplémentaires sont 
nécessaires avant qu'il soit possible de tirer une conclusion claire sur le rapport coût-
efficacité de la CBT.  
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Séances d'éducation familiale 

Aucune étude de qualité élevée n'a évalué l'impact des séances d'éducation familiale, 
mais, conformément au modèle biopsychosocial et en accord avec le CCM, ces séances 
pourraient figurer au nombre des éléments qui contribuent à l'impact général de la prise 
en charge du patient SFC. Tous les centres belges de SFC ont entamé des séances 
familiales en tant que partie intégrante de leur offre générale de soins.  

Reprise du travail 

Des patients qui ont été malades pendant de nombreuses années et ont connu de 
longues périodes d'absentéisme au travail éprouvent davantage de difficultés à 
reprendre leur activité professionnelle. Les auteurs n'ont trouvé aucune étude primaire 
sur la meilleure manière de gérer la reprise du travail. Toutefois, des recommandations 
ont été formulées par le NHS et le Conseil de la Santé néerlandais à l'adresse des 
employeurs et des personnes atteintes de SFC désireuses de recommencer à travailler. 

Organisation des soins 

Fourniture de soins intégrés 

Selon le modèle CCM, de même que dans les recommandations de NICE en matière de 
SFC, les soins devraient être délivrés de façon intégrée et coordonnée entre les 
différents niveaux de soin. Ceci constituait aussi une tâche spécifique définie par le 
gouvernement belge et l'INAMI lors de l'établissement des Centres de Référence en 
2002. Des modalités de financement spécifiques avaient été prévues à cet effet. 

À ce jour, cet objectif n'a pas encore été atteint par les CR. Par exemple, bien que le 
médecin référent ait été informé par téléphone ou par courrier, bien peu d'autres 
initiatives ont été explorées pour développer une prise en charge collaborative pour le 
patient entre la première et la deuxième ligne, d'une part, et les centres de référence, 
d'autre part. Le principal objectif du projet n'a pas été atteint, à savoir mettre au point 
un système à trois niveaux dans lequel un grand nombre, voire la majorité des patients 
seraient traités au premier ou au deuxième niveau, le plus près possible de leur lieu de 
vie. Il est clair que d'autres voies devraient être tentées pour atteindre cet objectif. 
Rappelons néanmoins qu’il n’existe que peu de preuves de qualité élevée sur l'efficacité 
de la fourniture de soins aux patients SFC au premier niveau ou au deuxième niveau 
non spécialisé. Dans un contexte international, un tel modèle a été implémenté en 
Angleterre, où les centres de coordination (CNCCs) et/ou les centres 
multidisciplinaires locaux (LMDTs) peuvent délivrer la thérapie mais aussi peuvent 
discuter des plans de traitement avec les dispensateurs de soins locaux et assurer leur 
formation si nécessaire. Les résultats sont enregistrés de manière uniforme et 
systématique, mais ne sont pas encore disponibles. Étant donné qu'aucune preuve de 
l'efficacité de ce modèle n'est à ce jour disponible, l'introduction d'un modèle de soins 
comparable en Belgique devrait se faire avec prudence et avec un suivi scientifique des 
résultats. 

Patients gravement atteints 

En Angleterre, de nombreux LMDT offrent une forme ou une autre de service à 
domicile aux patients gravement atteints. En Belgique, ce n'est pas encore le cas. Un 
essai clinique de grande envergure est actuellement en cours pour évaluer le traitement 
dispensé par les infirmières au domicile des patients (FINE trial). 

Complément du Collège du Conseil Supérieur de la santé (CSS/HGR) 

Idéalement, cette relation de collaboration devrait s’intégrer dans un système plus large 
d’organisation des soins échelonnés pour d’autres affections chroniques ayant une 
composante bio-psycho-sociale. Les pierres d’achoppement de l’instauration d’un tel 
système ont déjà été décrites précédemment (Avis du Conseil Supérieur de la Santé n° 
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7814 du 13/4/2005). Les difficultés recensées ont trait à la communication et à la 
concertation multidisciplinaire, à la mise en place d’une formation de base et d’une 
formation continuée et à la rémunération à envisager pour les collaborateurs impliqués.   

CENTRE DE RÉFÉRENCE BELGE SFC POUR LES ENFANTS 
Les preuves relatives aux enfants et adolescents restent limitées. Jusqu'à présent, le 
centre de référence belge pour les enfants n'a pu acquérir qu'une expérience limitée 
dans la prise en charge du SFC.  

Le CR belge travaille de manière intégrée et offre des conseils et un soutien dans le 
cadre du lieu de vie de l'enfant. Les adolescents sont également pris en charge dans un 
centre résidentiel, le "Zeepreventorium" (De Haan). 

Selon NICE, le diagnostic devrait se fonder sur les critères du CDC de 1994. Toutefois, 
NICE recommande de poser le diagnostic de SFC après un délai maximal de 
présentation des symptômes de 3 mois. Cette recommandation est uniquement basée 
sur un consensus entre experts. Après 6 semaines de fatigue, on préconise de référer le 
patient à un pédiatre à qui incombera de poser le diagnostic définitif. Le pronostic est 
habituellement meilleur chez les sujets jeunes par rapport aux adultes, une guérison 
partielle ou complète étant obtenue après 3-4 ans. 

Il a été prouvé que la CBT peut induire une amélioration chez les adolescents, mais des 
recherches supplémentaires sont nécessaires. Dans les informations trouvées à propos 
des pays sélectionnés, le traitement des enfants est habituellement individuel. 

Avant de formuler des recommandations définitives à propos des soins du SFC chez les 
enfants et les adolescents, d'autres recherches s'imposent. 
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RECOMMANDATIONS 
L’expérience des centres de référence SFC n’a pas permis jusqu’à présent de définir des 
guidelines fondés scientifiquement pour la prise en charge diagnostique et thérapeutique 
des patients qui leur étaient référés. De plus, ces centres n’ont pas rempli leur mission 
principale qui était de développer un système de soins échelonné dans lequel ils 
devaient apporter un soutien à la première ligne.  

Compte tenu de ces constats, le KCE  recommande de ne poursuivre le financement 
des centres de référence que dans le respect de conditions d’encadrement beaucoup 
plus strictes.  

Concrètement : 

1. Une organisation des soins mieux structurée pour la prise en charge des patients 
SFC devrait être mise en place, dans laquelle la première ligne (médecin généraliste, 
kinésithérapeute, psychologue…) retrouve un rôle central, en collaboration avec la 
2ème ligne la plus proche et un centre de référence. La répartition des moyens 
financiers de la convention entre les différents niveaux de soins devrait refléter 
cette préoccupation de collaboration. Une partie de ces moyens pourrait aussi être 
attribuée à des kinésithérapeutes et des psychothérapeutes (en privé ou dans un 
centre de santé mentale). Ces dispensateurs de soins devraient répondre à des 
critères de formation, d’utilisation de manuels de thérapie et d’intégration dans les 
futurs réseaux de soins. Une telle organisation de soins échelonnée doit, dans une 
première phase, être mise en œuvre sous forme d’une expérimentation. 

2. Le démarrage de cette structure échelonnée (dans la première phase sous 
condition expérimentale) devrait suivre une approche scientifique (EBM et 
économie de la santé). Cette précaution est importante pour permettre, à terme, 
l’obtention de données valides, utiles pour l’évaluation de son efficacité (point de 
vue du patient) et de son rapport coût-efficacité (point de vue de la société). Dans 
une nouvelle convention, une partie du financement pourrait être réservée pour 
cette évaluation. 

3. Compte tenu des données empiriques qui tendent à montrer qu ’une prise en 
charge rapide du patient SFC donne plus de chances de retrouver une vie normale 
et de réintégrer la vie sociale, tout patient devrait bénéficier d’une prise en charge 
dès qu’il y a suspicion de SFC. Les résultats obtenus suite à une prise en charge 
précoce doivent être évalués et comparés aux données de la littérature. 

4. Vu le manque de données probantes concernant l’efficacité des thérapies de groupe 
et, par contre, les preuves de l’efficacité des thérapies individuelles (CBT ou GET), 
ces dernières devraient être plus largement proposées dans le plan de traitement 
(en plus des thérapies de groupe). L’efficacité comparée de ces deux approches doit 
faire l’objet de recherches complémentaires.  

5. Vu l’absence de données sur l’efficacité de la combinaison de la GET et de la CBT 
(en rapport avec l’augmentation de coûts induite), une analyse coût/efficacité 
permettant de comparer une approche « mono-thérapeutique » à une approche 
combinée devrait être entreprise. En dehors de cette étude et en l’attente des 
résultats de l’analyse, seule une des deux approches devrait être choisie (et ce, en 
fonction des compétences des équipes soignantes et des préférences des patients).  

6. Il est suggéré de recueillir systématiquement des données sur le degré de sévérité 
du SFC en utilisant par exemple les critères suggérés par NICE ou la définition 
opérationnelle de Reeves et al. (2006) détaillée dans le présent rapport. Toutefois, 
ces derniers critères ne sont pas encore validés scientifiquement et peuvent induire 
une surestimation ou une sous-estimation du nombre de patients SFC. Leur usage 
devrait donc débuter dans le cadre d’une étude scientifique, avant une utilisation 
plus systématique. Il est également souhaitable d’enregistrer systématiquement des 
données sur la comorbidité (e.g. somatoforme ou anxio-dépressive) en vue 
d’optimiser le modèle de soins à utiliser pour les patients gravement atteints.  
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7. Il est suggéré que les réseaux de soins utilisent des manuels thérapeutiques calqués 
sur ceux des groupes de recherche ayant obtenu des résultats probants dans des 
études cliniques.  

8. Afin d’assurer une utilisation rationnelle des moyens financiers, il est suggéré 
d’informer le corps médical des examens diagnostiques à réaliser et de ceux qui 
doivent être évités lorsqu’il y a suspicion de SFC. Le moyen de communication à 
utiliser devra être discuté avec le SPF Santé Publique. Un groupe de  travail 
spécifique pourrait, le cas échéant, être constitué au sein du Conseil Supérieur de la 
Santé. 

9. La revue de littérature du KCE s’est limitée au syndrome de fatigue chronique et 
n’a pas évalué l’approche diagnostique et thérapeutique des troubles fréquemment 
associés tels que la fibromyalgie, le colon irritable, les syndromes anxio-dépressifs 
Une question, à ce jour non résolue, est de savoir si à l’avenir, il faudra développer 
des réseaux de soins pour chacune de ces affections ou si des réseaux de soins 
communs à la prise en charge de plusieurs syndromes peuvent être envisagés. 
Néanmoins, un consensus entre experts belges doit préalablement être obtenu sur 
des critères de diagnostic de ces autres syndromes, basés sur la littérature 
scientifique idoine. Ultérieurement, la prise en charge de ces patients pourra être 
évaluée et discutée avec les parties impliquées. 

10. Il existe un besoin de formation spécifique pour les kinésithérapeutes et les 
psychothérapeutes (privés ou exerçant dans un centre de santé mentale) à la prise 
en charge des patients SFC. L’organisation de cette formation n’entre pas dans les 
attributions du groupe de travail SFC du Conseil Supérieur de la Santé. Néanmoins, 
les centres de référence qui concentrent l’expertise relative au SFC pourraient 
jouer un rôle important dans cette fonction de formation. 
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1 INTRODUCTION 
1.1 DEFINITION 

The Chronic fatigue syndrome (CFS) is a clinically defined condition characterised by 
severe, disabling fatigue in the absence of exertion. The fatigue is not improved by rest, 
may be worsened by physical or mental activities and is accompanied by a range of 
other symptoms such as headaches, sleep disturbance, cognitive difficulties and muscle 
pain.1  The illness is marked by a dramatic decline in activity level leading CFS patients to 
perform at a significantly lower level of activity than they were able before the onset of 
the condition. 

Currently, the aetiology of CFS remains unknown, although several factors have been 
suggested, including immunological, genetic, viral, neuroendocrine and psychological 
factors. However, it is actually unclear if they are initiating or predisposing factors or if 
they contribute to maintenance of a chronic illness. There is growing evidence that the 
condition is heterogeneous, and may not have a single or simple aetiology. Some regard 
it as a spectrum of symptoms that is triggered by a variety of factors in people who have 
an underlying predisposition.2 While symptom severity varies among patients, Centers 
for Disease Control studies show that CFS can be as disabling as multiple sclerosis, 
lupus, rheumatoid arthritis, heart disease, end-stage renal disease or similar chronic 
conditions.2 

The range of labels for CFS reflects the controversies about aetiology.  Names have 
included post-viral syndrome,3 myalgic encephalomyelitis4 or epidemic 
neuromyasthenia.5 Whether these different labels represent separate conditions or the 
same disorder is actually hotly debated.6 Each label is unsatisfactory in some way: for 
example, fatigue is not the only component of CFS, making this label unattractive to 
some. Equally, myalgic encephalomyelitis implies a pathological abnormality that has not 
been demonstrated, and post-viral fatigue gives emphasis to what may have been only a 
triggering event.6 

Chronic fatigue syndrome, as other unexplained syndromes (including fibromyalgia, Gulf 
War Syndrome, irritable bowel syndrome) is difficult to manage in practice. The 
classical approach to these controversial syndromes has centred on a model creating 
two camps–organic versus non-organic. Unfortunately, this model failed in achieving the 
desired understanding of these syndromes, most particularly in offering the therapist a 
practical and coherent approach to effective treatment.7 Health psychology is asserting 
that the psychosocial experience of chronic illness is equally as important as its 
aetiology. So, modern health psychology employs a holistic approach (the notion that 
the mind and body are integrated) and as such, focuses on the integrated self as 
opposed to the divided self.8 The biopsychosocial model suggests that once an illness has 
started its expression is affected by beliefs, coping styles, and behaviours, while 
consequential physiological and psychological effects act in some ways to maintain 
and/or modify the disease process. Environmental exposures and psychosocial modifiers 
affect the clinical expression of the condition, and ultimately, the outcome. This model 
accepts the reciprocal influences of disease and illness, and the clinical variability among 
individuals for a given medical condition.9 This model opens avenues for research and 
treatment, from the somatic as well as the psychosocial point of view. 

Spontaneous recovery is possible, for a part of affected people. Children with CFS have 
better outcomes than adults: the majority recover after a few months or a few years10 
whereas 20-50% of adults show improvement in the medium term and less than 10% 
return to pre-morbid levels of functioning.11 There is some evidence to indicate that the 
sooner a patient is treated, the better chance of improvement.11 

1.2 MANAGEMENT OF CFS IN BELGIUM AND CONTEXT OF 
THE CURRENT STUDY 

In 1994, the Centers for Disease Control and Prevention (CDC, USA) published widely 
accepted criteria for a syndrome called ‘chronic fatigue syndrome’, which requires a 
minimal symptomatic period of 6 months, the exclusion of any underlying organic or 
psychiatric disorder which can cause chronic fatigue and four or more of the following 
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symptoms: unrefreshing sleep, lengthy malaise after exertion, impairment of 
concentration or short-term memory, sore throat, tender lymph nodes, multijoint pain, 
and headaches.12  

CFS is identified by symptoms and disability and by excluding diseases that could explain 
these symptoms. There are no confirmatory physical signs or characteristic laboratory 
abnormalities.13  

Nevertheless, a high diversity of diagnostic methods is used, some of them being 
considered as recommended (detailed patient history, physical examination, mental 
status screening and targeted laboratory screening tests) whereas only limited evidence 
is available for many other used diagnostic methods.2 Many interventions have been 
used for the treatment, management and rehabilitation of patients with CFS from 
prolonged rests, to drug therapies and dietary supplements.  

In Belgium, guidelines were proposed by the Conseil Supérieur de la Santé / Hoge 
Gezondheidsraad in 2000 (Appendix 1). The Belgian guidelines were based on 
consensus between the Belgian experts and were not subsequently validated. These 
guidelines encompass diagnostic and therapeutic strategies and precise a grading 
patients’ management from general practitioners to referral centres offering a 
multidisciplinary approach. Five referral centres were created and financed to take CFS 
patients in charge (four centres dedicated to adults and one to children). Agreements 
between INAMI/RIZIV and these 5 centres were signed between April and October 
2002 allocating an annual global budget of €1.6 millions for all centres. In 2006, a 
descriptive report gave an evaluation of these centres functioning.14 

The agreements expire on September 30th 2008. INAMI/RIZIV has to decide on future 
financing rules for CFS patients care. To support its decision, INAMI/RIZIV asks for an 
updated evidence based knowledge related for diagnosis, therapy and alternatives in 
organisational modalities for CFS patients care. A cost analysis of recommendations is 
also required. Some specific questions can possibly be treated while performing the 
more general evaluation: the comparison of individual versus group therapy, the place of 
family doctors and medical specialists in the diagnosis and treatment trajectory, and how 
to guide efficiently the transfer from the rehabilitation stage to the chronic stage. This 
part of work was devoted to KCE in collaboration with the Conseil Supérieur de la 
Santé / Hoge Gezondheidsraad. 

1.3 RESEARCH  

The main objective of our study is to update the evidence based knowledge on diagnosis 
and treatment of CFS as well as the organisational alternatives to take CFS patients in 
charge. A following objective is to propose clinical guidelines to effectively diagnose and 
treat patients affected by CFS and to evaluate cost-effectiveness of various options for 
CFS management. The implementation of the final recommendations in Belgium should 
also be considered. 

1.3.1 Research questions 

In order to inform the INAMI/RIZIV adequately, the following research questions were 
formulated: 

1. What are the existing definitions for CFS in adults and children?  

2. What are the updated epidemiological data about CFS? 

3. Does the evidence show that any particular diagnostic method or 
combination of diagnostic methods is effective in confirming CFS? 

4. Does the evidence show that any particular intervention or combination of 
interventions is effective in treatment, management or rehabilitation of adults 
and children with a diagnosis of CFS? 

5. Does the evidence show that any organisational alternatives are effective to 
take CFS patients in charge, including return to work /school? 

• What is the evidence that in individuals with CFS, treatments are 
effective in restoring the ability to work? 

• What patient characteristics best define improvement in functioning or 
positive outcomes in the CFS population? Where it occurs, how is 
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improvement in functioning related to the ability to engage in work 
activity? 

6. What are the costs and possibly the cost-effectiveness of various options for 
CFS management? 

1.3.2 Patient issues 

Researchers also conducted a literature review about patient issues in order to identify 
and describe available information about patients’ experiences with the illness, the 
relationships with others, the healthcare system or the administration as well as their 
expectations and/or complaints.  

1.3.3 International comparison and Belgian data 

The experience of other countries in management of CFS patients can be very 
interesting for Belgium. Comparing similarities and challenges and contrasting 
organizational, administrative and financing policies implemented might deepen our 
understanding and be very helpful. 

Following questions will be addressed in relevant countries: 

• How are CFS patients taken care of in other countries? Are there any 
specific structures or services available for these patients? 

• Who is paying for these structures/services? What is the role of public 
funding? Private funding? Patient out-of-pocket? 

• What are outcomes and advantages/disadvantages of these 
structures/services? What can Belgium learn from it? 

In order to facilitate the comparison between the selected countries and Belgium, a 
brief overview of existing Belgian data will be given as well. 
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2 DEFINITION, DIAGNOSIS AND TREATMENT: 
A LITERATURE REVIEW 

2.1 LITERATURE REVIEW: METHODOLOGY 

2.1.1 Search methodology 

Between October and November 2007, we have undertaken a literature review to 
identify relevant and published evidence to answer the key clinical questions. The 
review was broad and not restricted by intervention, diagnostic test or outcome, 
searching the following databases and websites: 

• Cochrane Reviews database, 

• Centre for Reviews and Dissemination (CRD) databases (University of 
York, UK) including DARE (Database of Abstracts of Reviews of 
Effects), NHS EED (NHS Economic Evaluation Database) and HTA 
(Health Technology Assessment) databases, 

• Agency for Healthcare Research and Quality (AHRQ, USA), Australian 
National Health & Medical research Council Clinical Practice 
Guidelines, CDC (Centres for Disease Control, USA), CMA Infobase 
(Canada), Haute Autorité de Santé (HAS, France), Health Services 
/Technology Assessment Texts (HSTAT, USA), ICES (Institute for 
Clinical Evaluative Sciences, Canada), Institute for Clinical Evaluative 
Sciences, National Guideline Clearinghouse (USA), National Institute 
for Clinical Excellence (NICE, UK), New Zealand Guidelines Group, 
Royal College of Paediatrics and Child Health, Scottish Intercollegiate 
Guidelines Network (SIGN, UK), 

• INAHTA (21/10/2007), 

• Medline through Ovid (22/10/2007), 

• Embase (23/10/2007). 

The search strategy, developed by two researchers, is described in the appendix 2 
(database, Mesh and/or “free terms”). Two reviewers independently assessed all titles 
and abstracts identified from the searches of electronic databases for potential 
relevance to the first five review questions. All papers that looked potentially relevant 
were retrieved in full as well as all papers for which titles and abstracts did not contain 
enough information to judge the relevance. All retrieved studies were then 
independently assessed by two reviewers for possible inclusion, using the inclusion 
criteria listed for each question below. Discrepancies were resolved by discussion. 

We used the following criteria 

• Selection criteria based on title and abstract (Level I screening): 

o Inclusion: systematic reviews and randomised controlled trials; 
patients fulfil criteria for CFS; adults, adolescents or children; any 
diagnostic method and/or therapy; any outcome (fatigue, anxiety, 
depression, return to work or school…). 

o Exclusion: duplicates; design (letter, comment, narrative review, 
case reports or editorials); mixed population (unable to separate 
CFS from other populations); pharmacokinetic and 
pharmacodynamic studies; studies focused on pathophysiology of 
CFS (lab findings/lab techniques); outcomes not extractable.  

• Selection criteria based on full text (Level II screening): 

o Inclusion: systematic reviews (the most recent versions) and 
randomised clinical trials, studies with at least 30 patients, patients 
with CFS (subjects were adult, teenagers or children of all ages 
with a clinical diagnosis of Chronic Fatigue Syndrome according to 
Oxford criteria (Sharpe 1991), CDC (Fukuda 1994) or any other 
validated criteria, any diagnostic method and/or therapy, physical 
and psychological outcomes, return to school or to work. 
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o Exclusion: Other design (letter, comment, narrative review, case 
reports), other languages than English, Dutch, French or German, 
patients with other conditions. 

In addition, the reference lists of the selected articles were searched for any missing 
relevant publications. 

An additional search has been done for studies in progress on the site 
http://www.controlled-trials.com/mrct/search.html which includes a metaregister of 
controlled trials (including 13 databanks of trials in progress). The term “chronic fatigue 
syndrome” has been used.  

2.1.2 Search results 

2.1.2.1 Cochrane Systematic reviews 

One Cochrane Systematic Review about effectiveness of exercise therapy and control 
treatments for CFS was published in 2004 and included in our review. 

2.1.2.2 CRD databases 

Relevant publications were searched in the CRD database (period 1996 - November 
2007) with the term “chronic fatigue syndrome”. 

We found 23 references focused on chronic fatigue syndrome. They include 9 
systematic reviews, 1 randomized control trial, 2 reports, 4 reviews, 1 cost-utility 
analysis, 1 cost-effectiveness analysis, 1 cost-study, 1 critically appraised topic and 3 
study protocols. Among the 9 systematic reviews, only 5 fitted with selection criteria; of 
these, one systematic review covering all available diagnostic methods and interventions 
was performed by the Centre for Reviews and Dissemination (CRD Report 35)1 
published in February 2007 and its data collection stopped at May 2005. The evidence 
review was commissioned from the Centre for Reviews and Dissemination at the 
University of York, and was an update review based on a previous systematic review on 
the diagnosis, treatment and management of CFS in adults and children (CRD Report 
22).15 Much of the existing evidence being of poor quality, the review was restricted to 
RCTs and controlled trials. 

2.1.2.3 Guidelines 

Three guidelines were retrieved: 

1. NICE Clinical Guideline 53 Chronic fatigue syndrome / myalgic 
encephalomyelitis (or encephalopathy), August 2007.2 

2. NHS Plus Evidence based guideline project. Occupational aspects of the 
management of CFS: a national guideline, October 2006. 16 

3. Royal College of Paediatrics and Child Health. Evidence based guideline for 
the management of CFS in children and young people, December 2004.17 

It is noteworthy that a NICE Clinical Guideline was developed by the National 
Collaborating Centre for primary Care (NCC-PC) and supported by the evidence 
review carried out by the University of York (CRD Report 35).1 Searches were 
conducted in May/June 2005 with update searches being carried out in August 2006.  

For children, an evidence based guideline for the management of CFS in children and 
young people was published in 2004 by the Royal College of Paediatrics and Child 
Health. The guideline primarily addressed paediatricians managing children and young 
people with symptoms consistent with a diagnosis of CFS. The patient population for 
the guideline is any child/young person up to the age of 18 referred to a paediatrician 
for assessment with debilitating fatigue.  

Authors underline that the guideline does not cover the following clinical circumstances, 
patient groups or subject areas: 

• The management of children and young people in primary care before 
referral to a paediatrician 

• The long term inpatient management of patients (although the 
indications for inpatient admission are covered) 
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• The management of children and young people who may be 
chronically tired but who have a diagnosis of another medical or 
psychiatric illness which is causing the fatigue 

• The management of co-morbid disorders 

• Appraisal of the evidence underpinning theories of aetiology and 
biological/immunological markers of CFS or health economics of the 
condition. 

The search strategy used for the guideline was based on that developed in the most 
recent evidence review undertaken by the Centre for Reviews and Dissemination15 
although the search was updated (until February 2004) and restricted to papers on 
children and young people. 

Both CRD Report 35, NICE Clinical Guideline 53 for adults and RCPCH guideline for 
children and young people were considered as the base for our literature review, as 
well as the Cochrane Systematic Review about the effectiveness of exercise therapy. 
Additional studies published after the search strategy used in these publications were 
specifically searched in our own literature search strategy. However, we have searched 
the literature for material published from 2004 onwards, to avoid any missing in 
relevant publications. 

2.1.2.4 HTA reports 

No additional report was found. 

2.1.2.5 Studies in progress 

Our search found 10 controlled trials completed or in progress (but not yet published) 
with chronic fatigue syndrome. The list of these trials can be found in appendix 2. 

2.1.2.6 Literature review (period 2004-2007) 

The primary search in Medline (search window: 2004 - Nov 2007) yielded 210 citations 
and the primary search in Embase (search window: 2004 - Nov 2007) yielded 96 
additional citations (excluding duplicates). A total of 306 abstracts identified from 
electronic searches were screened against protocol-defined exclusion criteria. After 
screening of abstracts for exclusion criteria (Level I screening), 64 were accepted and 
these full-text papers were retrieved for more in-depth screening (Level II). During 
Level II screening of full-text papers, 41 were rejected, resulting in a total of 23 
accepted studies (Figure 1). The most common reason for rejection was inappropriate 
design. 
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Figure 1. Literature search results flow chart 

Potentially relevant citations 
identified: 306

Based on title and abstract evaluation, 
citations excluded: 242
Reasons:
- Intervention (63)
- Outcome (4)
- Design (92)
- Population (83)

Studies retrieved for more 
detailed evaluation: 64 

Based on full text evaluation, studies 
excluded: 41
Reasons:
- Outcome (1)
- Population (3)
- Design (26)
- Intervention (3)
- Language (1)
- Included in a systematic review (5)
- Results already published: (2)

Relevant studies: 23

Inclusion of additional relevant publication 
based on bibliography: 0

Selected studies : 23

 

2.1.2.7 CDC website 

The Centres for Disease Control (USA) have created a website devoted to Chronic 
fatigue syndrome (http://www.cdc.gov/cfs/). This website proposes a compilation of 
publications by the CDC ‘CFS Public Health Research Program’ from 1993 to present as 
well as a link to the PubMed database that includes peer reviewed articles on CFS. One 
meta-analyse about Cognitive Behavioural Treatment was available online 1 November 
2007 (corrected proof) and retrieved.18 

2.1.3 Critical appraisal: methodology 

Relevant papers were reviewed to identify the best evidence to answer the key clinical 
questions. This process involved selection of relevant studies; assessment of study 
quality; synthesis of the results; and grading of the evidence. 

The critical appraisal was done for systematic reviews and additional studies. Cochrane 
systematic reviews were not appraised according to their high quality of evidence. 

2.1.3.1 Critical appraisal of systematic reviews concerning treatment 

The following reviews have been considered for critical appraisal: Bagnall et al. (2007)1, 
Reid et al. (2007)11, Cho et al. (2005)19, Ganz et al. (2002)20. The quality of systematic 
reviews was evaluated using the appropriate form of the Dutch Cochrane Collaboration 
(Form Vc)a. More details on the critical appraisal of the systematic reviews are given in 
Appendix 3. 

                                                 
a  http://portal.iscientia.net/public/cebamfr/EBM/Pages/Downloads.aspx 
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2.1.3.2 Critical appraisal of (randomized) controlled trials concerning treatments 

The quality of (randomized) controlled trials was evaluated using the appropriate form 
of the Dutch Cochrane Collaboration (Form II)a (see Appendix 4). Based on this 
appraisal, a level of evidence (good, moderate or weak) was assigned to each of the 
included studies according to Guyatt’ recommendations.21 More details are given in 
Appendix 5. 

2.2 DEFINITIONS OF CHRONIC FATIGUE SYNDROME 
Evidence for the Question 1: What are the existing definitions for CFS in adults and 
children?  

Chronic fatigue syndrome is a complex illness defined by self-reported unexplained 
disabling fatigue and a combination of non-specific accompanying symptoms. Similar 
disorders have been described for at least two centuries and have been variously named 
neurasthenia, myalgic encephalomyelitis, Akureyri disease, post-viral fatigue, royal free 
disease, chronic Epstein-Barr, yuppie flu, yuppy flu and chronic mononucleosis. The first 
formal case definition, published in the United States in 198822, suggested the name 
"chronic fatigue syndrome" or CFS, which was retained in subsequent Australian23 and 
British24 case definitions. 

2.2.1 Main definitions of chronic fatigue syndromeb 

An internationally accepted CFS definition was published in 1994 and provides the 
current standard for diagnosis CFS.12 Although, the 1994 case definition comprises the 
current international standard for classification of research subjects as CFS, there are 
substantial differences between all the definitions and it is important to compare them 
in order to better understand results of research studies.  

2.2.1.1 Chronic fatigue syndrome-the CDC definition (1988)22 

For diagnosis, both major criteria must be present, plus the following minor criteria: (1) 
at least 6 of 11 symptoms and at least 2 of 3 physical signs or (2) at least 8 of 11 
symptoms.  

MAJOR CRITERIA 

1. New onset of persistent or relapsing, debilitating fatigue or easy fatigability in 
a person who has no previous history of similar symptoms, that does not 
resolve with bed rest, and that is severe enough to reduce or impair average 
daily activity below 50 percent of the patient’s premorbid activity level for a 
period of at least 6 months  

2. Exclusion of other clinical conditions that may produce similar symptoms 
(e.g., malignancy, autoimmune disease, chronic psychiatric disease, and 
chronic inflammatory disease, among others)  

MINOR CRITERIA 

Symptom criteria 

1. Low-grade fever (i.e. 37.5°C to 38.6°C)  

2. Sore throat  

3. Painful lymph nodes in the anterior or posterior cervical or axillary 
distribution  

4. Unexplained generalized muscle weakness  

5. Muscle discomfort or myalgia  

6. Prolonged ( ≥ 24 hours) generalized fatigue after exercise  

7. Generalized headaches  

8. Migratory arthralgia without joint swelling or redness  

                                                 

b  These definitions are on CDC Website : http://orwh.od.nih.gov/cfs/aboutDiagnosis.html 
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9. Neuropsychologic complaints (one or more of the following: photophobia, 
visual scotomas, forgetfulness, irritability, confusion, difficulty concentrating, 
depression) 

10. Sleep disturbance  

11. Acute onset (over a few hours to a few days). 

Physical criteria (documented by a medical practitioner twice at least 1 month apart) 

1. Low-grade fever  

2. Nonexudative pharyngitis  

3. Cervical or axillary lymphadenopathy 

4. The 1988 chronic fatigue syndrome (CFS) working case definition did not 
effectively distinguish CFS from other types of unexplained fatigue. For this 
reason, it was decided during a 1993 meeting of CFS investigators to develop 
a logical revision of that definition which will be presented in the section 
2.2.1.4. 

2.2.1.2 CFS-the Australian definition (1990)23 

The Australian criteria consisted of the following symptoms:  

1. Chronic persisting or relapsing fatigue of a generalized nature, exacerbated by 
minor exercise, causing significant disruption of usual daily activities, and 
present for more than 6 months  

2. Neuropsychiatric dysfunction including impairment of concentration 
evidenced by difficulty in completing mental tasks which were easily 
accomplished before the onset of the syndrome; new onset of short term 
memory impairment  

3. No alternative diagnosis reached by history, physical examination, or 
investigations over a 6-month period  

2.2.1.3 CFS-the British definition (1991)24 

The "Oxford criteria", developed in 1991 by a panel of clinicians and scientists, defined 
two broad syndromes: chronic fatigue syndrome and post-infectious fatigue syndrome 
(PIFS). CFS was defined by the following characteristics:  

1. Fatigue is the principal symptom.  

2. It is a syndrome of definite onset that is not lifelong.  

3. Fatigue is severe, disabling, and affects physical and mental functioning.  

4. Fatigue has been present for a minimum of 6 months, during which it was 
present for more than 50 percent of the time.  

5. Other symptoms may be present, particularly myalgia, mood, and sleep 
disturbance.  

6. Exclusion criteria included patients with established medical conditions 
known to produce chronic fatigue and those with certain psychiatric 
disorders (substance abuse, eating disorders, organic brain disease). 

PIFS was considered a subtype of CFS that either follows an infection or is associated 
with a current infection. PIFS fulfils all the criteria for CFS as well as the following:  

1. Definite evidence of infection at onset or presentation  

2. Present for a minimum of 6 months after onset of infection  

3. Infection corroborated by laboratory evidence  

2.2.1.4 CFS-the international definition (1994) 12 

The revision of the 1988 CDC case definition was obtained through a consensus 
viewpoint from many of the leading CFS researchers and clinicians (an international 
collaborative group that included authors of the previous case definitions) including 
input from patient group representatives.  

This revised definition remains currently the accepted research definition, also known as 
the Fukuda definition, and was based on the presence of the following:  
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1. Clinically evaluated, unexplained, persistent or relapsing chronic fatigue that is 
of new or definite onset (has not been lifelong); is not the result of ongoing 
exertion; is not substantially alleviated by rest; and results in substantial 
reduction in previous levels of occupational, educational, social, or personal 
activities  

2. The concurrent occurrence of four or more of the following symptoms, all of 
which must have persisted or recurred during 6 or more consecutive months 
of illness and must not have predated the fatigue:  

• Self-reported impairment in short-term memory or concentration 
severe enough to cause substantial reduction in previous levels of 
occupational, educational, social, or personal activities  

• Tender cervical or axillary lymph nodes 

• Sore throat  

• Muscle pain  

• Multijoint pain without joint swelling or redness  

• Headaches of a new type, pattern, or severity  

• Unrefreshing sleep  

• Postexertional malaise lasting more than 24 hours  

In the revised definition, chronic fatigue syndrome is treated as a subset of chronic 
fatigue, a broader category defined as unexplained fatigue of greater than or equal to six 
month's duration. Chronic fatigue in turn, is treated as a subset of prolonged fatigue, 
which is defined as fatigue lasting one or more months. The expectation is that 
scientists will devise epidemiologic studies of populations with prolonged fatigue and 
chronic fatigue, and search within those populations for illness patterns consistent with 
CFS. 

The 1994 CDC criteria were recently reviewed with the aim of improving case 
ascertainment for research. The exclusion criteria were clarified and the use of specific 
instruments for the assessment of symptoms was recommended.13 The International 
Chronic Fatigue Syndrome Study Group elaborated the following exclusionary criteria: 

• Permanent medical exclusions:  

a. Organ failure (e.g., emphysema, cirrhosis, cardiac failure, chronic renal 
failure)  

b. Chronic infections (e.g., AIDS, hepatitis B or C)  

c. Rheumatic and chronic inflammatory diseases (e.g., systemic lupus 
erythematosis, Sjorgren’s syndrome, rheumatoid arthritis, inflammatory 
bowel disease, chronic pancreatitis)  

d. Major neurologic diseases (e.g., multiple sclerosis, neuromuscular diseases, 
epilepsy or other diseases requiring ongoing medication that could cause 
fatigue, stroke, head injury with residual neurologic deficits)  

e. Diseases requiring systemic treatment (e.g., organ or bone marrow 
transplantation; systemic chemotherapy; radiation of brain, thorax, 
abdomen, or pelvis)  

f. Major endocrine diseases (e.g., hypopituitarism, adrenal insufficiency)  

g. Primary sleep disorders (e.g., sleep apnea, narcolepsy) 

• Temporary medical exclusions:  

Conditions discovered at onset or initial evaluation (e.g., effects of medications, sleep 
deprivation, untreated hypothyroidism, untreated or unstable diabetes mellitus, active 
infection)  

a. Conditions that resolved (e.g., pregnancy until 3 months post-partum, 
breastfeeding, major surgery until 6 months post-operation, minor 
surgery until 3 months post-operation, major infections such as sepsis or 
pneumonia until 3 months post-resolution)  

b. Major conditions whose resolution may be unclear for at least 5 years 
(e.g., myocardial infarction, heart failure)  
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c. Morbid obesity (body mass index > 40) 

• Permanent psychiatric exclusions: 

Lifetime diagnoses of bipolar affective disorders, schizophrenia of any subtype, 
delusional disorders of any subtype, dementias of any subtype, organic brain disorders, 
and alcohol or substance abuse within 2 years before onset of the fatiguing illness. 

2.2.1.5 Myalgic encephalomyelitis/CFS—the Canadian definition (2003) 25 

The 2003 Canadian definition is more stringent and was developed by an international 
clinical CFS team.  This definition encompasses: 

1. Fatigue: Significant degree of new-onset, unexplained, persistent, or recurrent 
physical and mental fatigue that substantially reduces activity level.  

2. Post-exertional malaise and/or fatigue: Loss of physical and mental stamina, 
rapid muscular and cognitive fatigability, post-exertional fatigue, malaise 
and/or pain, and a tendency for other symptoms to worsen. A pathologically 
slow recovery period (more than 24 hours).  

3. Sleep dysfunction: Unrefreshing sleep or poor sleep quality; rhythm 
disturbance such as reversed or chaotic diurnal sleep rhythms.  

4. Pain: Significant degree of myalgia experienced in muscles and/or joints; often 
widespread and migratory in nature. Often, significant headaches of new type, 
pattern, or severity.  

5. Neurological/cognitive manifestations: Two or more of the following: 
confusion; impairment of concentration and short-term memory 
consolidation; disorientation; difficulty with information processing, 
categorizing, and word retrieval; and perceptual/sensory disturbances. 
Possible cognitive or sensory overload (e.g., photophobia, hypersensitivity to 
noise) and/or emotional overload leading to relapses.  

6. At least one symptom from two of the following categories:  

a. Autonomic manifestations: Orthostatic intolerance, light-headedness, 
extreme pallor, nausea and irritable bowel syndrome, urinary frequency 
and bladder dysfunction, palpitations with or without cardiac arrhythmia, 
exertional dyspnea.  

b. Neuroendocrine manifestations: Loss of thermostatic stability, heat/cold 
intolerance, marked weight change, loss of adaptability and worsening of 
symptoms with stress.  

c. Immune manifestations: Tender lymph nodes; recurrent sore throat; flu-
like symptoms; general malaise; new sensitivities to food, medications, 
and/or chemicals.  

7. Illness persisting for at least 6 months. Usually acute onset, but may be 
gradual.  

2.2.1.6 Update of the literature review about definition 

The updating of literature review (2004-2007) did not add new papers about validated 
CFS definitions.  

However, it is important to underline that an International CFS Study Group had identified 
ambiguities in the CDC-1994 definition that contribute to inconsistent case 
identification.13  Consequently, members of this group recommended revisions for 
improving the precision of case ascertainment for research studies. While intended to 
apply primarily to the research setting, their recommendations would also be useful for 
health care providers because they suggest standardized instruments to record and to 
measure the key symptom domains and the disability associated with CFS.13 

In a large population-based case control study (Wichita, USA), Reeves et al. (2005) have 
implemented these recommendations and defined CFS on the basis of scores from 
standardized and validated instruments that assess the major dimensions of the illness as 
specified by the 1994 CFS case definition.26 
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Validated instruments that were used were:26 

• the Multidimensional Fatigue Inventory (MFI) to evaluate fatigue status; 27 

• the Medical Outcomes Survey short form-36 (SF-36) to measure functional 
impairment]; 28 

• the CDC Symptom Inventory to assess frequency and severity of the 8 CFS 
defining symptoms. 29 

Functional impairment was defined as scores ≤ 70 on the physical function or ≤ 50 on 
the role physical or ≤ 75 on the social function or ≤ 66 on the role emotional subscales 
of the SF-36.  

Severe fatigue was defined as scores ≥ 13 on the general fatigue or ≥ 10 on the reduced 
activity subscales of the MFI.  

Finally, the accompanying symptom complex was defined as reporting the occurrence of 
≥ 4 of 8 symptoms and scoring ≥ 25 on the Symptom Inventory Case Definition 
subscale. 

However, by applying these three questionnaire cut-off scores, a larger group of 
functional impaired persons was defined as compared to the 1994 CFS case definition. 
More research is necessary on the use of validated instruments to define CFS.  

Key points 

• The internationally accepted CFS definition was proposed by Fukuda (CDC) 
in 1994 and provides the current standard for diagnosis CFS: 

• Clinically evaluated, medically unexplained fatigue of at least 6 months’ 
duration that is of new onset; not a result of ongoing exertion; not 
substantially alleviated by rest; results in substantial reduction in previous 
levels of activity. 

• The occurrence of four or more of the following symptoms: subjective 
memory impairment, tender lymph nodes, sore throat, muscle pain, joint 
pain, headache, unrefreshing sleep, postexertional malaise (> 24 hours). 

• Exclusion criteria: active, unresolved, or suspected disease likely to cause 
fatigue (organ failure, chronic infections, rheumatic and chronic 
inflammatory diseases, major neurologic diseases, diseases requiring 
systemic treatment, major endocrine diseases); primary sleep disorders; 
psychotic, melancholic, or bipolar depression (but not uncomplicated major 
depression); anorexia or bulimia nervosa; alcohol or other substance misuse; 
and severe obesity. 

• Using strict definition for CFS based on Fukuda criteria is advocated. 

2.2.2 Validation of the existing case definitions for CFS  

Seventy-four studies were reviewed and summarized in the NICE report for validation 
of case definitions.  

The CDC 1994 case definition was most often investigated (41 studies), followed by 
CDC 1988 (16 studies), Oxford (6 studies), Australian (3 studies) and the Dowsett and 
Canadian criteria (1 study each).  

The evidence to substantiate the existing case definitions of CFS was severely limited: 
studies that compared findings in patients with CFS with findings in healthy individuals or 
patients with other conditions do not provide an adequate basis for validation of any 
particular case definition. The reason for this is that most have selected patients based 
on the case definition that often includes symptoms or findings that are then compared. 
This would make most studies level 2B or lower. Few studies involved large unselected 
populations or used comprehensive assessment methods to evaluate whether a distinct 
group of findings characterised and differentiated CFS from other conditions. No 
studies were able to establish the superiority of one existing case definition over 
another.  
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Studies conducted before 2001 that compared findings in patients with CFS with findings 
in healthy individuals or patients with other conditions did not provide an adequate 
basis for validation of any particular case definitions. Studies published later came to the 
following conclusions:  

Adults 

• Evidence to substantiate existing case definitions of CFS is limited. No 
studies have established the superiority of one case definition on 
another (Evidence quality 2B). 

• Community-based studies have indicated that patients meeting CDC 
1994 criteria form a more heterogeneous group than patients meeting 
CDC 1988 criteria (Evidence quality 2B). 

• There is currently limited evidence that patients meeting Dowsett ME 
or the Canadian criteria are more likely to have more symptoms than 
those meeting CDC 1994 criteria (Evidence quality 2B). 

Children 

• Evidence is very limited to substantiate existing case definitions 
(Evidence quality 2B). 

• One study has shown that adolescents who meet CDC 1994 criteria 
for CFS had higher anxiety, depression, somatisation, school absence 
and illness attribution scores than those suffering with migraine or 
healthy controls (Evidence quality 2B). 

2.2.3 Duration of symptoms to diagnose CFS 

CFS is defined as persistent or relapsing fatigue of at least 6-months' duration, that is 
not alleviated by rest, and that causes substantial reduction in activities. This fatigue 
must be accompanied by at least 4 of 8 case defining symptoms (CDC-1994 criteria). 

Besides this international definition, the Guidelines Development Group of NICE has 
proposed a different threshold of symptoms’ duration: “after ruling out other possible 
likely causes of the symptoms, a diagnosis of CFS should be made in an adult after 4 
months or after 6 months”.2 The two propositions were accepted by consensus 
between experts. However, NICE finally recommended making diagnosis of CFS when 
symptoms have persisted for 4 months.2  As no corroborating evidence is endorsing this 
criterion, this will not be recommended in Belgium. This may lead to over diagnosis, not 
awaiting spontaneous natural regression (e.g. post-viral asthenia). 

In the same way, NICE recommended a shorter duration of symptoms (3 months) to 
diagnose CFS in children and adolescents, arguing that 6 months of symptoms is too 
long for young persons.2 This argument has never been tested and seems to be 
particularly troublesome since the syndrome in adolescents often resolves 
spontaneously and a premature diagnosis can lead to a “learned illness” state.     

2.2.4 Commonly observed symptoms in CFS and similarities to other 
disorders 

2.2.4.1 Other commonly observed symptoms in CFS 

In addition to the eight CFS-defining symptoms,12 some people with CFS may 
experience other symptoms. The frequency of occurrence of these symptoms varies 
among patients. These symptoms include:30 

• irritable bowel, abdominal pain, nausea, diarrhea or bloating  

• chills and night sweats  

• brain fog  

• chest pain  

• shortness of breath  

• chronic cough  

• visual disturbances (blurring, sensitivity to light, eye pain or dry eyes)  
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• allergies or sensitivities to foods, alcohol, odors, chemicals, 
medications or noise  

• difficulty maintaining upright position (orthostatic instability, irregular 
heartbeat, dizziness, balance problems or fainting)  

• psychological problems (depression, irritability, mood swings, anxiety, 
panic attacks)  

• jaw pain  

• weight loss or gain  

According to CDC,30 clinicians will need to consider whether such symptoms relate to 
a comorbid or an exclusionary condition; they should not be considered as part of CFS 
other than they can contribute to impaired functioning. 

2.2.4.2 Similar syndromic illnesses 

A number of syndromic illnesses have several clinical features that overlap of those of 
CFS. These include fibromyalgia syndrome, neurasthenia, multiple chemical sensitivity, 
and post-infectious fatigue (e.g., chronically fatiguing illness following infectious 
mononucleosis). Although these illnesses may present with a primary symptom other 
than fatigue, chronic fatigue is commonly associated with all of them.30 Whereas 
scientifics clearly distinguish fibromyalgia syndrome from chronic fatigue syndrome, 
these two syndromes are frequently considered as interchangeable by the public. 
Patients’ associations offering general information about chronic syndromes represent 
together these two distinct disorders. Examples come from: 

• Association belge du syndrome de fatigue chronique et de fibromyalgie 
(http://users.skynet.be/ab-cfs-fm/) 

• Agence wallonne pour l’intégration des personnes handicapées 
(http://www.awiph.be:81/Record.htm?idlist=2&record=323412414169) 

• L'Association Française du Syndrome de Fatigue Chronique et de 
Fibromyalgie (http://asso.nordnet.fr/cfs-spid/) 

However, this report focuses specifically on chronic fatigue syndrome and excludes 
literature about fibromyalgia. 

2.2.4.3 Similar medical and psychiatric disorders 

A large number of clinically defined medical and psychiatric disorders (many of which 
can be treated and/or cured) cause fatiguing illness similar to CFS. The presence of any 
of these diseases precludes a diagnosis of CFS until the condition has been successfully 
treated and can no longer explain the fatigue and other symptoms. Examples of such 
diseases include endocrine (diabetes and hypothyroidism), neurologic (multiple 
sclerosis, stroke, sleep apnoea, and narcolepsy), rheumatic and chronic inflammatory 
(Sjögren’s syndrome, rheumatoid arthritis, inflammatory bowel disease), infectious 
(hepatitis C, AIDS, mononucleosis), organ-specific (heart, emphysema, and 
hypertension), iatrogenic (reactions to prescribed medications) diseases as well as 
cancers. Examples of psychiatric disorders include bipolar disorders, psychoses, 
melancholic depression, eating disorders, and alcohol or substance abuse.30 

2.2.5 Severity 

A severity grading was proposed by the NICE Guideline Development Group 
distinguishing mild, moderate and severe CFS patients. 

Mild CFS –Individuals are mobile, can care for themselves and can do light domestic 
tasks with difficulty. The majority will still be working. However, in order to remain in 
work they will probably have stopped all leisure and social pursuits, often taking days 
off. Most will use the weekend to cope with the rest of the week.  

Moderate CFS –Individuals have reduced mobility and are restricted in all activities of 
daily living, often having peaks and troughs of ability, dependent on the degree of 
symptoms. They have usually stopped work and require rest periods, often sleeping in 
the afternoon for one or two hours. Sleep quality at night is generally poor and 
disturbed.  
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Severe / Very Severe CFS - Will be able to carry out minimal daily tasks only (e.g. 
face washing, cleaning teeth) or are unable to mobilise and do any of these for 
themselves. Have severe cognitive difficulties and be wheelchair dependent for mobility. 
These people are often unable to leave the house except on rare occasions with severe 
prolonged after-effect from effort. They may also be in bed for the majority of the time 
and are often unable to tolerate any noise, and are generally extremely sensitive to light.  

This classification, based on a consensus between NICE experts, was not tested in 
empirical researches. It could be difficult to be operational, both for researchers and 
clinicians. Reeves et al. have defined CFS on the basis of scores from standardized and 
validated instruments (see 2.2.1.6.).26 With these validated instruments, they also tried 
to differentiate CFS patients on a severity scale 

So, they defined: 

• severe fatigue as ≥ 13 of the MFI general fatigue or ≥ 10 reduced 
activity scales (median scores); 

• substantial functional impairment as scores ≤ 70 on the physical 
function, or ≤ 50 on role physical, or ≤ 75 on social function, or ≤ 
66.7 on role emotional subscales of the SF-36 (lower than the 25th 

percentile of published US population); 

• subjects having substantial accompanying symptoms as reporting ≥ 
4 symptoms and scoring ≥ 25 on the Symptom Inventory Case 
Definition Subscale. 

However, by applying these criteria, a larger group of functional impaired persons was 
defined as compared to the 1994 CFS case definition. More research is necessary on the 
use of validated instruments to define CFS.  

2.3 DIAGNOSIS OF CHRONIC FATIGUE SYNDROME 

Evidence for the Question 3: Does the evidence show that any particular diagnostic 
method or combination of diagnostic methods is effective in confirming CFS? 

There are currently neither physical signs nor diagnostic laboratory tests that identify 
CFS specifically. However, investigations have a particularly important role in ruling out 
the presence of alternative diseases.  

Without clear recommendations about which tests to prescribe, the number and type 
of tests performed vary from physician to physician. But a number of diagnostic tests, 
some of which being offered commercially, have no demonstrated value for the 
diagnosis of CFS.30 Consequently, it is really important to review the usual diagnostic 
tests in order to propose evidence based recommendations. 

2.3.1 Literature review by NICE 

In the literature review conducted by NICE, twenty-eight studies met inclusion criteria 
for diagnosis. All but six were of a low quality of evidence, being case-control studies or 
consensus guidelines (quality level 3 or 4).  

Among the 6 studies having a higher quality level, 3 were graded as ‘moderate quality’ 
reported that the tests evaluated showed no difference between CFS patients and 
controls: 

• a human T-cell leukaemia virus polymerase chain reaction analysis 
(HTLV PCR analysis);31 

• a comparison between three retroviral laboratory tests: Polymerase 
Chain Assay (PCR) with PCR modified assay and culture for foamy cell 
cytopathic effect;32 

• measure of natural killer cell activity in blood sample in lytic units 
(lU).33 

The other three all reported that the tests were able to distinguish CFS patients from 
controls.34,35,36 All three of these studies were about the head-up tilt test, and were 
published by the same group of authors. Three other studies graded as ‘low quality of 
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evidence’ published by the same authors also indicated that the head up tilt test was 
able to discriminate CFS patients from healthy controls.37,38,39 However, NICE has not 
found any evaluations of the head up tilt test that did not find results in its favour, or 
any evaluations by other authors, which may suggest the possibility of publication bias.  

Other diagnostic tests found to discriminate between CFS and non-CFS individuals but 
only with low quality of evidence:  

• fibrinogen, prothrombin fragment 1+2, thrombin-anti-thrombin 
complexes, soluble fibrin monomer (SFM) and platelet activation 
(CD62P and ADP) 

• auditory brainstem responses (ABR); stapedial contraction as 
measured by a prolonged decay test using impedance audiometry. 

Diagnostic tests unable to discriminate between CFS and non-CFS patients but only 
with low quality of evidence: 

• activation of the 2,5A synthetase/ribonuclease latent (RNase L) and 
RNA-regulated protein kinase (PKR) antiviral pathways.40 

• the RNase L isoform ratio (37/83 kDa) in peripheral blood 
mononuclear cells: in the absence of acute infection or chronic 
inflammation, a high RNase L ratio could distinguish CFS patients from 
healthy volunteers;41 however, this ratio has a high variability (while 
fatigue remained stable) and a poor reproducibility in patients with 
CFS.42 

2.3.2 Incremental search about diagnostic tests 

The update of NICE literature review led us to consider a more recent paper about the 
use of head-up tilt test, written by Jones et al. (2005)43 and a comment published later 
by Rowe and Lucas (2007).44 

Jones et al. (2005)43 found that the stand-up test, frequently performed in clinical 
practice to screen for primary autonomic dysfunction in patients with fatiguing illnesses 
did not identify people with abnormal head-up tilt results. Authors conclude that an 
office stand-up tilt is not useful in the evaluation of orthostatic instability in CFS patients 
except as a screening tool for autonomic dysfunction in severely compromised 
individuals. However, according to Rowe (2007),44 researchers had to exclude 86% of 
their original CFS population subjects with other medical conditions and subjects being 
treated with medications used to treat orthostatic intolerance.  Consequently, the 
sample of CFS patients submitted to the test was entirely too small (10 CFS patients / 
25 non-fatigued controls) to allow firm conclusions to be drawn about the prevalence of 
orthostatic intolerance overall in those with CFS, or about the relative prevalence of 
postural tachycardia or neurally mediated hypotension in this group. 

In Belgium, guidelines proposed by the Conseil Supérieur de la Santé / Hoge 
Gezondheidsraad in 2000 (Appendix 1) encompass other diagnostic strategies such as 
imaging techniques (like MRI, PET-scan, or SPECT-scan) or polysomnographic 
assessment of sleep. According to these guidelines, imaging techniques should not be 
performed unless required for diagnosis of a suspected exclusionary condition (e.g., MRI 
to rule out suspected multiple sclerosis) or unless they are part of a scientific study. 
These expensive techniques do not confirm a diagnosis of CFS and should be avoided in 
routine practice. On the other hand, these Belgian guidelines propose to conduct 
assessment of sleep to exclude primary or chronic sleep disturbances, major 
depression, schizophrenia or other psychiatric conditions.  

However, CRD Report 35 did not mention nor assess the effectiveness of this 
diagnostic procedure. Consequently, a literature review about sleep disturbances in CFS 
patients and the value of polysomnographic assessment of sleep as diagnosis test was 
conducted in May 2008 combining MESH terms as following: ‘Polysomnography AND 
chronic fatigue syndrom’ (Medline; access: OVID). From 28 articles retrieved, only 3 
satisfied our inclusion criteria (see section 2.1.1.): Majer et al. (2007)45, Neu et al. 
(2007)46 and Reeves et al. (2006)47.   
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In the studies of Majer et al.45 and Neu et al.,46 it is concluded that sleep efficiency did 
not differ significantly between CFS patients (in which primary sleep disorders had 
already been excluded) and controls (healthy volunteers) even if sleep quality 
perceptions were poorer rated in CFS group. The most striking finding of these studies 
is the absence of readily identifiable differences in objective, polysomnographically 
defined sleep parameters between subjects with CFS and non-fatigued controls. 
Similarly, there were no differences between persons with CFS and non-fatigued 
controls with respect to daytime multiple sleep latency tests. Consequently, there is no 
evidence that altered sleep architecture is a critical factor in CFS.   

In the population-based study of Reeves et al.,47 18% of patients with possible CFS, sent 
to the sleep lab to exclude primary sleep disorders, had previously unrecognized 
clinically severe apnea or narcolepsy. However, in 7% of the healthy controls primary 
sleep disorders were also discovered; the difference was not significantly different. Since 
this study concerned only a small patient group (43 CFS patients and 43 healthy 
controls), the authors conclude that additional, sufficiently powered, studies with 
possible CFS cases identified from the population should be conducted.  

In conclusion, while awaiting larger studies on this subject, it can be advised to conduct 
polysomnography in possible CFS patients in which anamnesis points to a considerable 
risk of severe apnea or other primary sleep disorders. 

2.3.3 Recommendations for diagnosis  

These recommendations are largely based on NICE report; moreover, they take into 
account results obtained from our own incremental search about specific diagnostic 
procedures. 

CFS can be diagnosed in a primary care setting. The 1994 International Case Definition 
for CFS forms the basis of a reliable diagnostic algorithm for CFS, particularly in adults. 

2.3.3.1 Symptoms that may indicate CFS 

By definition, all people suffering from CFS experience severe, all-encompassing mental 
and physical fatigue that is not relieved by rest and that has lasted longer than six 
months. The fatigue is accompanied by characteristic symptoms. To be diagnosed with 
CFS, patients must experience significant reduction in their previous ability to perform 
one or more aspects of daily life (work, household, recreation or school). 

Clinicians should consider a diagnosis of CFS if these two criteria are met: 2 

1. Unexplained, persistent fatigue that is not due to ongoing exertion, is not 
substantially relieved by rest, is of new onset (not lifelong) and results in a significant 
reduction in previous levels of activity.  

2. Four or more of the following symptoms are present for six months or more:  

• cognitive dysfunction, such as difficulty thinking, inability to 
concentrate, impairment of short-term memory, and difficulties with 
word-finding, planning/organising thoughts and information processing 

• postexertional malaise (extreme, prolonged exhaustion and 
exacerbation of symptoms following physical or mental exertion)  

• unrefreshing sleep  

• muscle pain  

• multijoint pain without swelling or redness  

• headaches of a new type or severity  

• sore throat  

• tender cervical or axillary lymph nodes  

The symptoms of CFS fluctuate in severity and may change in nature over time. 

Consider other diagnoses or co-morbidities before attributing clinical 
features to CFS 
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In particular, investigate these ‘red flag’ features: 

• localising/focal neurological signs 

• signs and symptoms of inflammatory arthritis or connective tissue 
disease 

• signs and symptoms of cardiorespiratory disease 

• significant weight loss 

• sleep apnoea 

• clinically significant lymphadenopathy. 

The Royal College of Paediatrics and Child Health guideline stated that a young patient 
who is referred with debilitating fatigue for assessment should be given an initial opinion 
of ‘generalised fatigue’. A child or young person who has symptoms suggestive of CFS 
should be referred to a paediatrician for assessment to exclude other diagnoses within 
6 weeks of presentation.17 

2.3.3.2 Diagnostic investigations 

STANDARD TESTS TO PERFORM 

The following tests constitute a typical standard battery to exclude other causes of 
fatiguing illness:2 

• urine analysis for protein, blood and glucose 

• full blood count and erythrocyte sedimentation rate or plasma 
viscosity 

• serum urea, creatinine, electrolytes and calcium 

• liver function 

• thyroid function (TSH and free T4) 

• C-reactive protein 

• blood glucose, preferably fasting 

• creatine kinase 

• assessment of serum ferritin levels (children and young people only). 

Use clinical judgement to decide on additional tests to exclude other diagnoses. For 
example, if a patient has low levels of serum albumin together with an above-normal 
result for the blood urea nitrogen test, kidney disease would be suspected. The 
physician may choose to repeat the relevant tests and possibly add new ones aimed 
specifically at diagnosing kidney disease. If autoimmune disease is suspected on the basis 
of initial testing and physical examination, the physician may request additional tests, 
such as for antinuclear antibodies.30 

TESTS THAT SHOULD BE AVOIDED 

As evidenced by literature review, do not do:30,2 

• tests for serum ferritin in adults, unless other tests suggest iron 
deficiency 

• tests for vitamin B12 deficiency or folate levels, unless a full blood 
count and mean cell volume show a macrocytosis 

• tests for activation of 2,5A synthetase/ribonuclease latent (RNase L) 
and RNA-regulated protein kinase (PKR) antiviral pathways 

• immunologic tests, including cell profiling tests such as measurements 
of natural killer cell (NK) number or function, cytokine tests (e.g., 
interleukin-1, interleukin-6, or interferon), or cell marker tests (e.g., 
CD25 or CD16) 

• serological testing, unless there is an indicative history of an infection; 
if so, consider tests for: 

o chronic bacterial infections, such as borreliosis 

o chronic viral infections, such as HIV or hepatitis B or C 
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o acute viral infections, such as infectious mononucleosis (anti-
Epstein Barr antibodies). 

Before more research will be available to give evidence on their utility and their ability 
to discriminate CFS patients from controls, do not do the following tests routinely: 

• the head-up tilt test 

• auditory brainstem responses 

• electrodermal conductivity 

• polysomnographic assessment of sleep (awaiting confirmation of the 
recent data from Reeves et al. (2006)47 in larger population studies), 
except if the anamnesis suggested a primary sleep disorder. In this 
latter case, a clinical assessment by a sleep physician is critical to 
decide on the usefulness of a polysomnography. 

Reconsider the diagnosis if the person has none of the following symptoms: 

• post-exertional fatigue or malaise 

• cognitive difficulties 

• sleep disturbance 

• chronic pain. 

Tests should not be repeated as is often the case in current practice due to e.g. medical 
shopping. 

Key points 

• The diagnosis is a clinical one. No discriminating diagnostic tests are 
currently available, for adults or for children and young people; 

• Before making the diagnosis, it is important to exclude alternative and 
common diagnoses, such as endocrine diseases or mood disorders; 

• To exclude alternative diagnoses, a battery of tests is recommended (see 
Standard tests to perform) whereas a lot of diagnostic procedures should be 
avoided (see Tests that should be avoided) according to the absence of 
evidence about their ability to discriminate CFS patients from non-CFS 
patients; 

• Using strict definition for CFS based on Fukuda criteria is advocated; 

• NICE recommended making diagnosis of CFS when symptoms have 
persisted for 4 months. As no scientific evidence is endorsing this criterion, 
this recommendation should not be implemented in Belgium before a 
validation against current definitions; 

• Tests should not be repeated as is often the case in current practice due to 
e.g. medical shopping; 

• It can be recommended to refer children and young people to a 
paediatrician for assessment to exclude other diagnoses within 6 weeks of 
suggestive symptoms (RCPCH recommendations); 

• A child who is referred with debilitating fatigue for assessment should be 
given an option of “generalised fatigue”; 

• Though it has been suggested to make the diagnosis in children as soon as 
after 3 months of debilitating fatigue, a better scientific underpinning of this 
criterion is absolutely recommended before adopting it in a new definition.    

2.4 EPIDEMIOLOGICAL DATA ABOUT CFS 

Epidemiological studies and their findings are likely to differ according to the setting in 
which they were conducted, whether fatigue as a symptom, chronic fatigue or CFS was 
studied, the definition of CFS used and the rigorousness of the efforts made to rule out 
alternative medical explanations.48 Comparisons between studies having studied 
prevalence of CFS are summarized in Table 1. 
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2.4.1 Prevalence of CFS in adults  

2.4.1.1 Primary care studies 

In the early 1990, many of the studies conducted among primary care attendees had 
small sample sizes and inappropriate sampling procedures.48 

Among studies conducted in large samples, Wessely et al. examined the prevalence of 
CFS in primary care in England.49 Their prospective study aimed to determine the 
prevalence of CFS in 1 199 primary care attendees with viral infection and 1 177 
controls (non viral infectious). A follow-up rate of 84% was managed at 6 months. At 6 
months, 9.9% of the infectious group and 11.7% of the control group reported chronic 
fatigue. However, CFS was less common, with point prevalence ranging from 0.1% 
(unmodified 1988 CDC criteria) to 0.7% (British definition criteria), when co-morbid 
psychiatric disorders were excluded.  

Another study was conducted in America in a cohort of 1 000 patients in a primary care 
clinic in an urban, hospital-based general medicine practice.50 The point prevalences of 
CFS were there 0.3% (95% confidence interval [CI], 0% to 0.6%), 0.4% (95% CI, 0% to 
0.8%), and 1.0% (95% CI, 0.4% to 1.6%) using the 1988-CDC, British, and Australian 
case definitions, respectively. Authors conclude that while chronic, debilitating fatigue is 
common in medical outpatients, CFS is relatively uncommon and prevalence 
substantially depends on the case definition used.  

2.4.1.2 Community-based studies 

Before 1994, two peer-reviewed studies have made population-based estimates of the 
prevalence of chronic fatigue syndrome. The first study, which was conducted in 
Australia, relied on sollicitation of medical-practitioner referrals to identify persons with 
1988-CDC criteria.23 Using this definition, the researchers estimated the point 
prevalence as 37 cases per 100 000 population. The second study, conducted in the 
United States, was based on data from a nationwide population-based mental health 
survey of 13 000 persons51 using Diagnostic Interview Schedule (DIS) to approximate 
the CFS case definition. Only one case of CFS was identified, for an estimated 
prevalence of 7.4 cases per 100 000 population.  

Between September 1989 and August 1993, a physician-based surveillance system for 
CFS was established in four U.S. metropolitan areas: Atlanta, Georgia; Wichita, Kansas; 
Grand Rapids, Michigan; and Reno, Nevada.52 The objectives of this surveillance system 
were to collect descriptive epidemiologic information from patients who had 
unexplained chronic fatigue, estimate the prevalence and incidence of CFS in adult 
populations (greater than or equal to 18 years) and describe the clinical course of CFS. 
The crude estimates of the 4-year period prevalence of CFS ranged from 3.8 to 9.6 
cases per 100 000 population. 

Later, the CDC conducted a cross-sectional telephone survey to describe the 
prevalence and demographic distribution of conditions associated with chronic fatigue in 
residents of San Francisco, California. Interviews were completed for 16 970 individuals, 
of whom 4.3% reported chronic fatigue. Having excluded cases with medical or 
psychiatric diagnoses that could potentially explain fatigue, the investigators identified 
1.8% of the population as having idiopathic chronic fatigue and 0.2% as having a CFS-like 
illness.53 

To estimate baseline prevalence and 1-year incidence of CFS, CDC researchers 
conducted a 4-year study in Wichita, Kansas, which has a population with demographic 
features (e.g., age, sex, race, ethnicity, income) similar to those of the U.S. general 
population.54 The overall prevalence of CFS in Wichita was 235 per 100 000 adults 
(0.23%). The illness was more than four times more common among women (373 per 
100 000) than among men (83 per 100 000), and it was most common among white 
women 50 to 59 years of age (863 per 100 000). The 1-year CFS incidence was 180 per 
100 000 persons (0.18%). 

Recently, CDC researchers estimated the prevalence of CFS in metropolitan, urban, 
and rural populations of Georgia, based on a random-digit dialing survey.55  
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This report, focused on the 5 623 of 19 381 respondents aged 18 to 59 years old, 
estimated that approximately 2.5% of the adult population in Georgia suffered from 
CFS. There were no significant differences in prevalence of CFS between metropolitan, 
urban or rural populations or between white and black residents of the three regions. 
However, there were significant differences in female-to-male ratios of prevalence 
across the strata (metropolitan female:male=11.2:1, urban=1.7:1, rural=0.8:1). 

This proportion is 6- to 10-fold higher than previous estimates of CFS in Wichita and 
Chicago. Authors believe these estimates are more accurate than previous estimates 
because they identified unwell adults who were then evaluated for CFS whereas 
previous studies have screened the population only for fatigue and evaluated fatigued 
adults for CFS. This is also the first population-based study to diagnose CFS based on a 
complete clinical and psychiatric evaluation (to rule out exclusionary conditions) and to 
define disability, fatigue, and accompanying symptoms by means of standardized, 
internationally validated and reproducible criteria.  

Lindal et al. carried out a study to estimate the prevalence of CFS in Iceland56 using a 
95-item custom-made questionnaire sent to 4 000 randomly selected people aged 19-75 
year old. The response rate was 63%. The questionnaire was constructed to include 
questions on all the items found in the four most common criteria for diagnosing CFS; 
the criteria being Australian, British and American. Results showed very different 
prevalence estimates according to the criteria used. The prevalence ranged from 0 
(CDC-1988) to 4.9% (Australian definition), with the most established criteria yielding a 
prevalence of 1.4% (CDC-1994).  

No prevalence figures are available for Belgium, France, Germany or The United 
Kingdom.  In the Netherlands, no researchers used the CDC-1994 criteria to conduct a 
community-based study. To estimate CFS prevalence, data from general practitioners 
based on different definitions were used.57,58  From these, prevalence was estimated to 
110-112 patients per 100 000 inhabitants, i.e. 16 300 patients in the Netherlands. This 
prevalence is lower than the lowest prevalence estimated in international researches 
using CDC-1994 criteria (diagnosed by a physician), i.e. 235 per 100 000 (or 38 300 
patients in the Netherlands). Consequently, it was estimated that 30 000 to 40 000 of 
people would be affected by CFS in the Netherlands.59 This estimation is an 
extrapolation of research findings obtained in other countries and was not actually 
verified. 

2.4.2 Prevalence of CFS in children 

2.4.2.1 Primary care studies 

Two studies23,60 identified cases by local physician surveillance, confirming diagnosis with 
follow-up interviews or questionnaires. Prevalence estimates were 5.5/100 000 (95% CI 
0.1/100 000 - 30.5/ 100 000) in children under 10’s and 48/100 000 (95% CI 22/100 000 
– 91/100 000) in young people 10-19 year olds in Australia23 and 2.7/100 000 in 12-17 
year olds in the United States although this study used a stricter case definition and only 
half the eligible physicians participated.60  

A postal survey of 1 024 GP practices in UK61 identified 410 cases, 51% of whom had 
CFS, severe or chronic fatigue as a diagnosis (severe disabling fatigue for at least 3 
months with a pre-morbid level of activity significantly reduced or impaired). This study 
was a retrospective cross-sectional survey with no validation of the diagnostic 
information or clinical assessment of cases and a broad case definition. Authors showed 
the prevalence of medically unexplained severe fatigue over three months in 5-19 year 
olds to be 62/100 000 (95% CI: 56/100 000 – 69/100 000). Cases were predominantly 
adolescent girls and were more likely to come from practices in less deprived areas, 
which could reflect consulting behaviours. 

2.4.2.2 Community-based studies 

In a large cross-sectional study, Chalder et al.62 determined the prevalence of chronic 
fatigue syndrome in 4 240 5-15 year old children. Authors compared self reported 
chronic fatigue (prevalence: 0.57%; 95% CI: 0.34%–0.80%), criteria from the US Centers 
for Disease Control and Prevention (CDC) for chronic fatigue syndrome (prevalence: 
0.19%; 95% CI: 0.06%–0.32%), and parental report of myalgic encephalomyelitis or 



26  Chronic Fatigue Syndrome KCE reports 88 

chronic fatigue syndrome (prevalence: 0.038%; 95% CI: 0.00%–0.076%). The rates of the 
syndrome were lower than those found in equivalent surveys in adults.  

Farmer et al.63 used two general population based twin series to derive lifetime 
prevalence estimates of different definitions of chronic fatigue in 8- to 17-year-olds. 
Parents completed self-report questionnaires for their children (n = 2 936) that 
enquired whether either child had ever experienced more than a few days of disabling 
fatigue. Telephone interviews were undertaken for individuals who had experienced 
such an episode (96 children). The estimated prevalence of fatiguing illness lasting 3 
months or more was 2.34% (95% CI: 1.75% – 2.94%) whereas the prevalence of fatigue 
lasting 3 months accompanied by at least four minor symptoms from the Centers for 
Disease Control criteria for CFS was 1.90% (95% CI: 1.40% –2.40%). Lastly, the 
prevalence of 6 months or more of fatigue with at least four minor symptoms was 
1.29% (95% CI: 0.87% – 1.71%). 

Jones et al.64 also tended to estimate the prevalence of CFS (CDC-1994 criteria) in 
adolescents (aged 12 through 17 years) by a random digit dialing survey of the residents 
of Wichita, Kansas. Of 8 586 adolescents, 138 had fatigue for ≥1 month and most (107 
or 78%) had chronic fatigue (≥6 months) at some point during the 3-year follow-up. The 
baseline weighted prevalence of CFS-like illness was 338 per 100 000.  

A random general population sample of 842 British adolescents (aged 11 through 15 
years) was assessed to describe prevalence and incidence of CFS according to CDC 
criteria.65 The point prevalence was 0.1% for CFS (95% CI: 0.0% – 0.4%). 
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Table 1. Prevalence of CFS (and 95% Confidence intervals) according to the age group, the setting and the CFS-definition 
Study Country 

 
N,  
response rate 
(%) 

Ascertainment Setting 
 

CDC-1988 CDC-1994 Australian British No valid 
definition 

Adults 
Bates, 
199350 

Massachusetts 
(USA) 

N = 1 000 
99% 

Self report Primary care - 0.3% 
(0.0-0.6) 

1.0% 
(0.4-1.6) 

0.4% 
(0.0-0.8) 

 

Wessely, 
199749 

UK N = 2 376 
83% 

Self report Primary care 0.1%  
(0.0-0.5) 

0.5% 
(0.1-0.3) 

0.2% 
(0.1-0.5) 

0.7% 
(0.3-1.1) 

 

Lloyd, 
199023 

Australia N = 104 
practitioners 
N = 500 CFS 
patients 

Practitioner 
report 

Community 0.037% 
point 
prevalence 

    

Price, 
199251 

USA N = 13 538 
75% 

Self report Community 0.007% 
life-time 
prevalence 

    

Reyes, 
199752 

USA N = 409 
practitioners, 
49% 
N = 565 CFS 
patients, 87% 

Physician 
surveillance 
system for CFS 

Community 0.0038% to 
0.0096% 
4-year period 
prevalence 

    

Steele, 
199853 

San Francisco 
(USA) 

N=16 970 
87% 

Self report Community 
 

- 0.2% - -  

Lindal, 
200256 

Iceland  Self report Community 0% 1.4% 4.9%   

Reyes, 
200354 

Kansas  Physician report Community - 0.2% - -  

Reeves, 
200755 

Georgia (USA) N = 5 623 CDC reports 
(validated 
instruments) 

Community - 2.5% - -  

Children and adolescents 
Lloyd, 
199023 

Australia   Primary care 0.005% (<10 
years) 
(0.0001-0.03) 
0.048% (10-19 
years)  
(0.022-0.091) 
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Study Country 
 

N,  
response rate 
(%) 

Ascertainment Setting 
 

CDC-1988 CDC-1994 Australian British No valid 
definition 

point 
prevalence 

Dobbins, 
199760 

USA   Primary care  0.0027% (12-
17 years) 
lifetime 
prevalence 

   

Haines, 
200561 

UK N = 718 GP 
practices 
70% 

GP report Primary care     0.062% 
(0.059-0.069) 

Chalder, 
200362 

UK N = 10 438 Self report 
CDC definition 
Parental report 

Community  0.19% (5-15 
years) 
(0.06–0.32) 
point 
prevalence 

  Self-report: 
0.57% 
(0.34–0.80) 
Parental 
report: 0.038% 
(0.00–0.076) 

Farmer, 
200463 

South Wales 
and Greater 
Manchester 
(UK) 

N = 1 468 
65% 

Parents report Community  fatigue > 3 
months 
1.90% (8-17 
years)  
(1.40–2.40) 
fatigue > 6 
months 
1.29% 
(0.87-1.71) 
lifetime 
prevalence 

   

Jones, 
200464 

Wichita, 
Kansas (USA) 

  Community  0.338% (12-17 
years) 
point 
prevalence 

   

Rimes, 
200765 

UK N = 842 
77% 

Validated 
instruments  
Non clinical 
interviewers 

Community  0.1% (11-15 
years) 
(0.0 – 0.4). 
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2.4.3 Prevalence: discussion 

Epidemiological studies and their estimates differ according to the setting in which they 
were conducted (e.g. community, primary care, tertiary care); the age of population 
considered, the definition or criteria used for diagnosis; the instruments used to define 
CFS and to exclude other medical and/or psychiatric conditions, more or less specific 
and sensitive; the method of ascertainment (e.g. self-report, parent report, physician 
report, chart review); the time course of ascertainment (e.g. retrospective, 
prospective); the sampling method (e.g. random, consecutive, referred, volunteers) and 
the response rate of the population that is studied.66 

In general, more restrictive definitions of CFS, excluding psychiatric or other medical 
diagnoses and requiring longer duration of fatigue lead to lower prevalence estimates 
compared to less restrictive definitions. For example, use of the 1988 CDC criteria, 
which are the most stringent, appeared associated with the lowest prevalence 
estimates. Moreover, community populations have lower prevalence estimates than 
primary care or hospital populations.66 

Evidence suggests a population prevalence of at least 0.2-2.5%. Such a prevalence means 
that a general practice with a population of 10 000 patients is likely to have between 20 
and 250 patients with CFS. It is important to underline that the higher prevalence 
estimated in Georgia reflects a difference in screening criteria. This survey screened for 
unwell (the core symptoms of CFS) whereas previous studies have only screened for 
fatigue.55 This less restrictive approach allowed the inclusion of potential CFS cases 
omitted with the more exclusive criteria “fatigue”.  

The 6- to 10-fold greater prevalence estimates also reflect application of more sensitive 
and specific measures of the CFS diagnostic parameters specified by the 1994 case 
definition. Previous surveys did not use validated standardized instruments to define 
CFS but queried as to the presence or absence of fatigue, accompanying symptoms, and 
impairment. Following the recommendations published by the International Chronic 
Fatigue Syndrome Study Group, Reeves et al. (2007)55 used validated instruments to obtain 
standardized measures of the major symptom domains of the illness: 1) the SF-36, to 
measure functional impairment; 2) the Checklist Individual Strength or MFI, to obtain 
reproducible quantifiable measures of fatigue; 3) and the CDC Symptom Inventory to 
document the occurrence, duration and severity of the symptom complex. This results 
in detecting about 3 times the number of CFS cases as verbatim application of the 1994 
definition.  

Prevalence estimates also differ according to the period of evaluation: point prevalence, 
4-year period prevalence or lifetime prevalence. Because of the long duration of CFS, 
the period prevalence estimates can be more appropriately compared with the point 
prevalence estimates.52 

For adolescent patients (>10 years), prevalence estimates range between 0.0027% and 
0.338%. Such estimates mean that a general practice with a population of 10 000 
adolescent patients is likely to have between 1 and 34 patients with CFS. For younger 
patients (5-15 years), prevalence estimates are 0.1% in community, indicating that 10 
patients would have the CFS diagnosis in a 10 000 children population.   

2.4.4 Incidence of CFS in adults 

There are few studies having estimated the incidence of CFS. Their results are 
summarized in Table 2. 

Lawrie et al.67 estimated that the annual incidence of CFS was 370 per 100 000, but 
their sample was non-random and relatively small. 

During a 4-year surveillance period in four US metropolitan areas, Reyes et al. (1997)52 
identified 19 incident cases. The overall annual incidence rates, as well as the site-
specific annual incidence rates, were less than one case per 100 000 persons. 

Reyes et al. (2003)54 conducted a prevalence study in Wichita (0.23%) completed by a 1-
year follow-up telephone interview and clinical examination to estimate the incidence of 
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CFS. Among subjects who were nonfatigued and fatigued for less than 6 months, the 1-
year incidence of CFS was 180 per 100 000 persons (95% CI, 0-466 per 100 000 
persons). 

Results from attempts to estimate incidence in the Netherlands (research team from 
Nijmegen) indicate that 2 900 to 9 800 new cases could be diagnosed by year, i.e. an 
incidence of CFS being 18 per 100 000 persons to 60 per 100 000 personsc.59 

2.4.5 Incidence of CFS in children and adolescents 

A longitudinal study is needed to estimate incidence of CFS. Rimes et al. (2007) 
conducted such study in a random general population sample of 842 British adolescents 
(aged 11 through 15 years).65 At time 1, the point prevalence was 0.1% for CFS (95% CI: 
0.0% – 0.4%). Four to six months later, 4 new cases of CFS occurred for a 0.5% 
incidence (95% CI: 0.01% – 0.9%). 

2.4.6 Incidence: discussion 

Results from attempts to estimate incidence in adult populations indicate that 1 to 37 
new cases could be diagnosed by year per 10 000 population. For adolescents, 100 new 
cases could be diagnosed by year per 10 000 population. This high incidence is balanced 
by high remission rates 4 to 6 months later.65 Overall, taking this high remission rate 
into account, CFS in children and adolescents may not be extremely disabling. The 
presence of family psychopathology may be a determining variable, but this deserves 
further study. 

 

                                                 
c  In 2004, number of inhabitants equalled 16.3 million (http://www.cbs.nl/nl-

NL/menu/themas/bevolking/publicaties/artikelen/archief/2004/2004-193-pb.htm) 
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Table 2. Incidence of CFS (and 95% Confidence intervals) according to the age group, the setting and the CFS-definition 

Study Country N,  
Response rate 
(%) 

Ascertainment Setting CDC-1988 CDC-1994 Australian British 

Adults 
Lawrie, 
199767 

Scotland 
(UK) 

  Community - - - 0.37% 
(0.4-1.3) 
1-year incidence 

Reyes, 
199752 

USA N=409 
practitioners, 
49% 
N=565 CFS 
patients, 87% 

Physician surveillance 
system for CFS 

Community <0.001% 
1-year incidence 

   

Reyes, 
200354 

Kansas  Physician report Community - 0.18% 
(0.0-0.5) 
1-year incidence 

- - 

Children 
Rimes, 
200765 

UK N = 842 
77% 

Validated instruments  
Non clinical 
interviewers 

Community - 0.5% (11-15 years) 
(0.01 – 0.9) 
4 to 6 months 
incidence 

- - 
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2.4.7 Gender, Social Class, Ethnicity and Geographical Variation 

According to CDC30: 

CFS occurs up to four times more frequently in women than in men, although people of 
either gender can develop the condition. For children, the evidence for a gender 
difference in CFS is inconclusive. Whereas a cross-sectional study in UK62 reported no 
significant gender difference, another UK study reports a female excess of two thirds to 
a third63, as does a US study60 and the Australian study.23 

The condition occurs most often in people between the ages of 40 and 59, but people 
of all ages can get CFS. CFS is less common in children than in adults. Studies suggest 
that CFS is more prevalent in adolescents than in children.  

CFS occurs in all ethnic and racial groups, and in countries around the world. Research 
indicates that CFS is at least as common among African Americans and Hispanics as it is 
among Caucasians.  

People of all income levels can develop CFS, although there's evidence that it's more 
common in lower-income than affluent individuals.  

CFS is sometimes seen in members of the same family, but there's no evidence that it's 
contagious. Instead, there may be a familial or genetic propensity. Further research, also 
including family psychodynamics, is needed to explore this. 

Key messages 

Prevalence and incidence estimates differ according to: 

• the setting in which they were conducted (e.g. community, primary care,  
tertiary care);  

• the age of population considered (adults, children < 10 years old, adolescents 
from 8 to 19 years old); 

• the definition or criteria used for diagnosis;  

• the instruments used to define CFS and to exclude other medical and/or 
psychiatric conditions, more or less specific and sensitive; 

• the method of ascertainment (e.g. self-report, parent report, physician 
report, chart review);  

• the time course of ascertainment (e.g. retrospective, prospective);  

• the sampling method (e.g. random, consecutive, referred, volunteers)  

• the response rate of the population that is studied. 

 

Prevalence 

• Adults prevalence (1994-CDC criteria) 

• Self report or GPs (screening “fatigue”): ≤ 1% in primary care; 0.2% - 1.4% in 
community 

• CDC reports with validated instruments (broader definition – screening 
“unwell”): 2.5% in community 

• Children prevalence (1994-CDC criteria) 

• Age ranges differ between studies : from 5 to 19 years 

• Self report, parental report, or GP report: <0.01% in primary care; 0.2% - 
1.9% in community 

• Validated instruments : 0.1% in community 

 

Incidence 

• Adults incidence :  

• Large spread (1-4 years) depending on study  

• very few incidence studies 
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• Children incidence : only one study in adolescents 

More prevalent in women and between 40-59 years old, less frequent in 
children compared to adolescents in adults 

Equally prevalent in all ethnic and racial groups, probably more prevalent in 
lower income classes 

2.5 TREATMENT: A LITERATURE REVIEW 

2.5.1 Aims of intervention 

To reduce levels of fatigue and associated symptoms, to increase levels of activity and to 
improve quality of life and neuropsychological performance.  

2.5.2 Outcomes measured 

Studies typically have assessed severity of symptoms and their effects on physical 
function and quality of life. 

Firstly, studies assessed the level of fatigue, using one or more of the following 
instruments: 

• the 11-item self-report Chalder Fatigue Questionnaire (score range 0-
11, where scores ≥ 4 correspond to excessive fatigue).68 

• the 20-item fatigue subscale of the Checklist Individual Strength (CIS), 
a Dutch scale with scores ranging from 8 [no fatigue at all] to 56 
[maximally fatigued]. The CIS has 4 subscales: fatigue severity, 
concentration, reduced motivation and, physical activity. The fatigue 
severity subscale measures both general and physical fatigue and a 
score above 36 represents severe fatigue. The CIS focuses on fatigue 
over the preceding two weeks.69 

• the Krupp Fatigue Severity Scale includes 9 items rated on 7-point 
scales and is sensitive to different aspects and gradations of fatigue 
severity. Most items in the Krupp scale are related to behavioural 
consequences of fatigue.70 

• the Abbreviated Fatigue Questionnaire, a rating scale of subjective 
bodily fatigue (score range 4-28, where a lower score indicates a 
higher degree of fatigue). 

• the Multidimensional Fatigue Inventory (MFI), with five subscales: 
general fatigue, physical fatigue, mental fatigue, reduced activity, and 
reduced motivation (each with a score range of 4-20, higher scores 
indicate higher degree of fatigue); and self-reported severity of 
symptoms and levels of activity. 

There are several instruments used to measure impact of fatigue on disability and 
quality of life including: 

• The Medical Outcomes Survey Short Form-36 (MOS SF-36) is a well-
validated instrument that measures the effects of the entire illness (i.e., 
fatigue and accompanying symptoms) on physical activity, social 
activity, usual role activities, bodily pain, general mental health, vitality, 
and general health perceptions (score range 0-100, where 0 = limited 
in all activities and 100 =able to carry out vigorous activities). 
Considerable normative data are available for many illnesses including 
CFS.28 

• the Karnofsky scale, a modified questionnaire originally developed for 
the rating of quality of life in people having chemotherapy for 
malignancy, where 0 = death and 100 = no evidence of disease;  

• the Beck Depression Inventory, a checklist for quantifying depressive 
symptoms (score range 0-63, where a score of ≥ 20 is usually 
considered clinically significant depression);  

• the Hospital Anxiety and Depression scale was designed as a self-
assessment instrument for detecting clinically significant depression 



34  Chronic Fatigue Syndrome KCE reports 88 

 

and anxiety in patients attending outpatient medical clinics, and for 
discriminating between anxiety and depression. It has been widely 
used as a screening instrument outside of the hospital setting, and also 
for rating psychiatric patients.71,72,73,74,75,76 The HADS is a patient-
completed, 14-item scale, with seven items measuring anxiety (HADS-
A) and seven measuring depression (HADS-D). Scores range from 0 
to 21 for each scale; higher scores represent more distress. The time 
frame refers to mood during the past week so as to avoid the 
influence of possible immediate changes, such as those due to the 
stress of attending the clinic appointment. The HADS has good 
psychometric properties. Cronbach alpha was reported in 15 studies 
and varies for HADS-A from 0.68 to 0.93, and for HADS-D from 0.67 
to 0.90. The two factor structure corresponding to anxiety and 
depression is confirmed in literature. The HADS discriminates well 
between samples with high, medium, and low prevalence of anxiety or 
depressive disorders. It allows longitudinal assessments with repeated 
testing at intervals of about 1 week or more and is sensitive to change 
in patients’ emotional state. 

• The Sickness Impact Profile (SIP) measures functional disability in 
different areas of daily functioning. Eight subscales of the 12 available 
are generally used in CFS: alertness behaviour, sleep, homemaking, 
leisure activities, work, mobility, social interactions, and ambulation. 
Like the MOS SF-36, the SIP measures the consequences of the entire 
illness. However, the SIP records disability in concrete activities, which 
makes it less dependent on subjective impression.77 

• the Clinical Global Impression scale, a validated measure of overall 
change compared with baseline at study onset (7 possible scores from 
\"very much worse\" [score 7] to \"very much better\" [score 1]); the 
original CGI is a simple instrument rating the overall severity of a 
mental disorder. 

• the Nottingham Health Profile, with questions in six self report 
categories: energy, pain perception, sleep patterns, sense of social 
isolation, emotional reactions, and physical mobility (maximum 
weighted score 100 [all listed complaints present], and minimum 0 
[none of listed complaints present]);  

Some of these questionnaires are presented in Appendix 6. 

Objective measures used in some studies include absenteeism from work or school, 
exertion tests, physical outcome measures [incremental shuttle walk test (ISWT)] and 
tests of cognitive functioning such as attention, reaction time, and short-term memory.  

2.5.3 Therapeutic strategies 

Many interventions have been tried for the treatment, management and rehabilitation of 
patients with CFS from prolonged rests to drug therapies and dietary supplements. 
However, treatments most reported in published outcome studies are cognitive 
behavioural therapy including cognitive restructuring, building up activity, returning to 
work and relapse prevention78,18 and graded exercise therapy.79,80,81,82,83 

Bagnall et al. (2007)1 completed the most recent review of CFS treatment efficacy, 
including 70 trials (CRD Report 35). Of the studies included in the review, 59 were 
RCTs and the remainder non-randomised controlled trials. Validity assessment of each 
study was carried out by two reviewers from CRD using predefined criteria 
(randomisation, concealment of allocation, participant blinding, investigator blinding, 
baseline comparability of groups, follow-up, intention to treat, outcome objectivity, 
quality of statistical analysis, sample-size calculation and comparability of treatment of 
groups). The evaluation scale ranged from 0 (poor validity) to 20 (high level of validity). 
Scores ranged from 2 to 19 for the included RCTs and from 0 to 14 for the controlled 
trials. Controlled trials generally scored less well than RCTs on all validity criteria. A 
high degree of heterogeneity in interventions (as well as in outcomes) was evident.  
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These trials investigated the effectiveness of seven different categories of intervention: 
behavioural, immunological, antiviral, pharmacological, supplements, complementary/ 
alternative and other.  

Our search strategy identified more recent RCTs published after the literature review 
conducted by Bagnall et al. These RCTs were included in this report. For critical 
appraisal of these studies, see Appendix 7.  All studies considered are presented in 
Appendix 8. 

2.5.3.1 Cognitive behavioural therapy (CBT) 

Cognitive behavioural therapy is an evidence-based psychological therapy that is used in 
many health settings, including cardiac rehabilitation and diabetes management. CBT is a 
combination of cognitive and behaviour therapy. Cognitive therapy is based on the idea 
that certain ways of thinking can 'fuel' certain health problems. Behaviour therapy aims 
to change any behaviour that is harmful or not helpful. CBT aims to reduce the severity 
of symptoms (by improving coping strategies and day-to-day functioning) and if possible 
to 'cure' the condition. The aim is to get CFS patients to think differently about their 
illness, and its symptoms. In practical terms it involves getting patients to consider other 
attributional causes for their fatigue and distress, illness attribution having a profound 
effect on disability.84 The use of CBT does not assume or imply that symptoms are 
psychological or ‘made up’. 

For people with CFS the core components of CBT would normally include: 
energy/activity management, establishment of a sleep routine, goal setting, and 
psychological support.  

In the CRD report1, CBT was evaluated in adults in five RCTs85,86,87,88,89 and in 
adolescents in one RCT.90  

Beyond the RCTs included in this systematic review, we found more recent papers 
respecting our inclusion criteria. One RCT was conducted in an outpatient group 
program.91 One recent study92 combined results obtained in two previous RCTs either 
in adult population93 or in adolescent population90 aiming to evaluate cognitive 
impairment and neuropsychological performance. One controlled trial was also 
conducted among an adolescent population using CBT combined with biofeedback.94 

All studies included people diagnosed with CFS according to one of the recognised case 
definitions (Australian definition, Oxford definition or 1994-CDC criteria). The sample 
size ranged from 60 patients86 to 278 patients.88   

CBT was compared to: 

• routine medical care (assessment, advice, and follow up in general 
practice) in four RCTs86,89,94,91 

• relaxation (progressive muscle relaxation and rapid relaxation) in one 
RCT87 and its 5 year follow up95    

• natural course (control) in two adult RCTs88,93 and in one adolescent90 

• guided support in three RCTs88,93, 91 

• immunological therapy (dialysable leucocyte extract, DLE), with four 
treatment arms: CBT plus DLE; CBT plus placebo (saline); standard 
care plus DLE; and standard care plus placebo (saline)85 

MAIN RESULTS FOR CBT 

One RCT used a brief-CBT which consisted of patient information booklet (explanatory 
models of CFS), recording levels of activity and encouraging gradual increase at 
appropriate level and rate to usual care. This information was completed by a discussion 
of beliefs and behaviours around CFS. This treatment was compared to usual care 
including referral to secondary care. No significant differences were reported between 
the groups in terms of fatigue, disability, anxiety and depression.89 

The RCT which investigated the effects of both leukocyte extract and CBT showed a 
significantly greater effect on general health in the group receiving both leukocyte 
extract and CBT compared to the other groups (p<0.05).  
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No differences were found between groups (including CBT alone) for the other 
outcomes investigated (physical capacity and functional measures, mood or immune 
outcomes [CD4, CD8 cell counts and DTH skin response], quality of life measures. 
Authors conclude that neither dialyzable leukocyte extract nor CBT (alone or in 
combination) provided overall greater benefit than the non specific treatment 
regimens.85 

The RCTs which compared CBT to no treatment either in adult population88, either in 
adolescent population90 found that CBT significantly reduced fatigue severity and 
functional impairment. Among adolescent, the RCT also found that CBT significantly 
improved school attendance.90 

In 2007, Knoop et al.92, using previous RCTs data,90,93 showed that CBT also significantly 
reduced concentration disturbances in adults and adolescents but had no effect on 
neuropsychological performance (e.g. reaction time and complex attention). 

The remaining four RCTs reported a beneficial effect of CBT when compared to other 
treatments, such as relaxation,87 normal general practice care,86,91 guiding support.88,91 All 
four RCTs found a significant short term improvement (6-12 months) in physical 
functioning, fatigue, and global improvement, but neither of the two studies that 
assessed depression found any differences between groups.87,86 A higher proportion of 
CBT patients falls within the normal range for physical scores at 12 months follow-up 
with a significant improvement in walking speed.91 One of these RCTs also followed 
patients for five years after the intervention. Fifty-three patients (88%) of the original 
study participated in the follow-up study: Among them, 25 received cognitive behaviour 
therapy and 28 received relaxation therapy. At the five year follow-up assessment,95 
global improvement was significantly greater in the CBT group. Significantly more 
patients receiving CBT in relation to those in relaxation therapy, met criteria for 
complete recovery (patients no longer met UK criteria for CFS, employed full-time, and 
scored less than 4 on the Fatigue Questionnaire and more than 83 on the MOS SF-36 
physical functioning scale), i.e. 24% v 4% (p=0.04); were free of relapse, i.e. 36% v 7% 
(p=0.02); and experienced symptoms that had steadily improved or were consistently 
mild or absent since treatment ended, i.e. 68% v 43% (p=0.05). Similar proportions 
were employed, i.e. 56% v 39% (p=0.28), but employed patients in the CBT group 
worked significantly more mean hours per week, i.e. 35.57 (SD=8.11) v 24 (SD=4.97) 
(p<0.04). However, authors explain that more relaxation therapy patients than CBT 
patients participated in the follow-up study (3 CBT patients had a newly diagnosed 
medical condition that might have contributed to chronic fatigue, and 6 relaxation 
therapy patients received CBT after the end of the original trial).95  

In a controlled trial, Al-Haggar et al.94 combined successfully CBT with biofeedback in 
CFS adolescents. Biofeedback is a treatment technique in which people are trained to 
improve their health by using signals from their own bodies. Physical therapists use 
biofeedback to help stroke victims regain movement in paralyzed muscles. Psychologists 
use it to help tense and anxious clients learn to relax. Specialists in many different fields 
use biofeedback to help their patients cope with pain.94 This combined therapy showed 
statistically significant improvements in self-rated CFS symptoms (fatigue, headache and 
myalgia showed) (p<0.01) whereas joint pains and tender glands did not significantly 
improved. This treatment also improved school attendance. 

There are very few studies which reported how many patients would require CBT to 
reduce the expected number of cases of a defined endpoint by one, i.e. number needed 
to treat (NNT) (see Table 3). Two high quality level RCTs in adults report this 
information.86,87 The RCT conducted by Sharpe86 compared CBT versus normal general 
practice care in people attending a secondary care centre. Results showed that CBT 
significantly improved quality of life (Karnofsky scale) at 12 months compared with 
standard medical care (final score > 80: 22/30 [73%] with CBT v 8/30 [27%] with 
placebo; RR 2.75, 95% CI 1.54 to 5.32; NNT 3, 95% CI 2 to 5). The RCT conducted by 
Deale87 compared CBT with relaxation therapy. It found that CBT significantly improved 
physical functioning compared with relaxation therapy (improvement based on 
predefined absolute or relative increases in the SF-36 score: 19/30 [63%] with CBT v 
5/30 [17%] with relaxation; RR 3.70, 95% CI 2.37 to 6.31; NNT 3, 95% CI 1 to 7). 
Results are at 6-month follow-up but improvements were sustained over 6 months of 
follow-up.  
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At the five year follow-up assessment95 global improvement was greater in the 
intervention group (17/25 [68%] with CBT v 10/28 [36%] with relaxation therapy; RR 
1.9, 95% CI 1.1 to 3.4; NNT 4, 95% CI 2 to 19).  

The RCT conducted in children,90 comparing CBT versus no intervention, reports 
sufficient information to calculate NNT. The RCT found that CBT significantly reduced 
fatigue severity (change in Checklist Individual Strength score at 5 months: -22.3 with 
CBT v -7.6 with no intervention, difference 14.5, 95% CI 7.4 to 21.6; NNT=3) and 
functional impairment compared with no treatment (change in SF-36 score at 5 months: 
27.3 with CBT v 10.0 with no treatment, difference 17.3, 95% CI 6.2 to 28.4; NNT=3). 
The RCT also found that CBT significantly improved school attendance (change in 
percentage school attendance at 5 months: 28.5% with CBT v 10.3% with no treatment; 
difference 18.2%, 95% CI 0.8% to 35.5%, NNT=3). 

Table 3. Number needed to treat by CBT 

Study Population Treatment 
strategies 

Outcomes NNT 

Sharpe (1996)86 Adults CBT v normal 
general practice 
care 

Quality of life at 12 
months 

3 

Deale (1997)87  Adults CBT v relaxation 
therapy 

Physical functioning at 6 
months 

3 

Deale (2001) 95 Adults CBT v relaxation 
therapy 

Global improvement at 
5 years 

4 

Stulemeijer 
(2005)90 

Children CBT v no 
intervention 

Fatigue severity, 
functional impairment 
and school attendance 
at 5 months 

3 
 

MAIN RESULTS FOR MODIFIED COGNITIVE BEHAVIOURAL THERAPY (MCBT) 

The CRD systematic review1 envisaged 5 studies using a modified cognitive behaviour 
therapy, four in adults (3 CCTs and 1 RCT) and one in children (1 CCT).  The 
"modified CBT" covers different modalities in treatment. One CCT96 of low quality 
evidence envisaged a CBT which did not include graded activity (normally considered an 
integral part of CBT for CFS), but focused on shared coping through relaxation training 
and guided imagery, cognitive therapy techniques and behavioural prescription involving 
activity limitations. This controlled trial of modified CBT found no difference between 
intervention and control groups for fatigue, depression or symptom scores. This study 
scored very poorly on the validity assessment, scoring only 1 out of a possible 20; so 
results have to be interpreted with caution. 

Other types of modified CBT, with occupational therapy/rehabilitation aspects, were 
examined in one RCT97 of high quality evidence and two controlled trials in adults98,99 of 
low quality evidence. These three studies found significant differences between groups 
for symptoms (one RCT, one controlled trial), emotional distress (one controlled trial) 
and global health/ quality of life (3 controlled trials). In children, one CCT100 of 
moderate quality evidence found significant difference in favour of treatment group in 
term of school attendance and severity of the condition (complete resolution of CFS: 
43% with CBT v 4.5% with supportive care; difference 38.5%, NNT=3). 

DIFFERENCES IN CBT CONTENT AND MODALITIES OF TREATMENT 

The treatment offered to patients receiving a particular type of therapy in practice may 
vary considerably, particularly for behavioural interventions. For example, in the high 
quality study conducted by Lloyd (evidence quality 1A),85 CBT was given every 2 weeks 
for six sessions of 30-60 minutes each, and people were encouraged to exercise at 
home and feel less helpless. In the high quality study by Sharpe (evidence quality 1A),86 
patients were offered a cognitive behavioural assessment, followed by 16 weekly 
sessions of behavioural experiments, problem solving activity, and re-evaluation of 
thoughts and beliefs that inhibited a return to normal functioning.  

In Prins’ study (evidence quality 1A),88 the CBT consisted of 16 sessions over 8 months 
administered by 13 therapists with no previous experience of treating CFS.  



38  Chronic Fatigue Syndrome KCE reports 88 

 

In the CBT study by Stulemeijer et al. (evidence quality 1B),90 participants in the 
intervention group received ten individual therapy sessions over 5 months in a hospital 
child psychology department, whereas in the RCT conducted by Whitehead et al. 
(evidence quality 1B),89 the intervention was a form of ‘brief CBT’ delivered by general 
practitioners. This brief-CBT consisted of patient information booklet (explanatory 
models of CFS), recording levels of activity and encouraging gradual increase at 
appropriate level and rate. This information was completed by a discussion of beliefs 
and behaviours around CFS. The use of a brief-CBT did not lead to significant 
differences in favour of treatment group.  

One of the major differences in treatment modalities concerned the therapeutic format, 
i.e. individual therapy or group therapy. All studies reported in the CRD Report 35 used 
an individual CBT. In 2005, Bazelmans et al. (2005)101 published a non-randomised 
waiting list controlled study about effectiveness of group therapy (evidence quality 2B).  
Authors found that group CBT was effective on daily observed fatigue. However, no 
positive results were obtained for CIS fatigue or for functional impairment, compared to 
studies using individual therapies. Explanations for this low effect included CBT format 
and inexperience of therapists, both in group therapy and in CBT for CFS. Also, the 
non-randomisation of this study might have induced biases as to patient selection. 

Later, O’Dowd et al. conducted a RCT in which CBT was delivered in patient’ groups 
(evidence quality 1B).91 There were significant improvements in the CBT group in the 
measures used for fatigue, mental health and walking speed. The treatment did not, 
therefore, restore ‘normal’ levels of physical function on the SF-36. This result was 
comparable to the changes seen in the individual research literature. Group CBT did 
not significantly improve cognitive function, quality of life (as measured by the physical 
subscale of the SF-36) or employment status while such changes have been 
demonstrated in the literature for individual CBTs.91 

Bazelmans et al. (2005) summarized the advantages and disadvantages of group 
therapy.101 Advantages include the opportunity to treat simultaneously a higher number 
of patients and the modelling process which could facilitate behavioural change. 
Disadvantages include the opportunity for CFS patients to reinforce dysfunctional 
behaviour and resistance against psychological treatment; moreover, it is also more 
difficult for patients to individualise CBT treatment to individual needs. Further 
evaluation of methods for delivering behavioural interventions in research and practice 
would be desirable in order to define the optimal treatment-response (outcome) ratio. 

DIFFERENCES IN SETTINGS 

The effectiveness of CBT for CFS outside of specialist settings has been questioned.  

Supposing that CBT outcomes could be different according to the setting, Qarmby et 
al.102 conducted a study to compare outcomes of CBT for CFS within and outside an 
RCT (evidence quality 1A). The two interventions were carried out within the same 
clinical setting. Analysis showed superior results in RCT compared to those in routine 
clinical practice. Between pre-treatment and 6-month follow-up, the RCT showed a 
larger reduction in fatigue and greater improvement in social adjustment than those in 
routine treatment. The changes in fatigue scores were similar for both groups during 
treatment but were greater in the RCT between post-treatment and follow-up. 

Potential reasons for the superior results of the RCT include:  

• the stricter selection procedure in RCTs and the exclusion of patients 
with comorbidities (anxiety, depression, …); the application of 
restrictive exclusion criteria may under represent the more varied 
referrals to routine care and may limit the generalisability of 
treatments tested in RCTs; 

• the use by trial clinicians of a thoroughly researched protocol that is 
manualised to ensure replicability across time and therapist; the clinic 
therapists tend to rely upon their own training and experience when 
carrying out an intervention, are less strict and focused in routine 
clinical practice; 

• the motivation and supervision of therapists in RCTs; 
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• the follow-up bias: in RCTs, more patients completed follow-up 
measures. 

The results of the multicentre RCT (evidence quality 1A)88 suggest that CBT may be 
effective when administered in an outpatient clinic by less experienced therapists with 
adequate supervision. However, improvement in this study was lower than in other 
CBT trials. This lower result is partly explained by the lack of clinical experience of 
therapists, who recognized the higher difficulty to treat CFS patients compared to 
patients with psychiatric diagnoses or patients with other functional somatic syndromes. 
Nevertheless, results are promising and authors recommend transferring CBT outside 
university medical settings in order to increase accessibility of this treatment for all CFS 
patients in future. 

DIFFERENCES IN OUTCOMES AND FOLLOW-UP 

The wide variety of outcome measures used in the included studies makes it difficult to 
compare the effects of interventions across studies. Even when studies evaluated the 
same outcome, they used a variety of scales and measures to do so. Researchers failed 
to provide detailed information about the treatment (e.g. number of sessions) and to 
provide an effect size for each outcome variable. This heterogeneity and the lack of 
useful information made it impossible to combine studies by meta-analysis. There also 
remains a lack of long-term follow-up data for most interventions, although a 5-year 
follow-up of the RCT of CBT by Deale and colleagues (evidence quality 1A) showed 
maintained benefit of the intervention for several outcomes.95 Cognitive behavioural 
therapy was evaluated positively, and most patients still used the treatment techniques 5 
years later. However, once therapist contact ended at 6 months after treatment, some 
patients had difficulty to progress without support and may have become vulnerable to 
relapse. Authors recommended that more attention could be paid to ensuring that gains 
are better maintained over time. For example, regular follow-up sessions at widely 
spaced intervals for several years after treatment could help patients make a successful 
phased return to work and achieve lasting lifestyle changes.95 

EFFICACY OF CBT FOR CFS PATIENTS: META-ANALYSES 

The systematic review conducted by Bagnall et al. (2007)1 concluded that cognitive 
behavioural treatments, including encouragement of gradual increases in activity, 
produced promising results. However, this review did not meta-analyze the findings and 
could not quantify the overall effect size nor examine possible moderators.  

In their meta-analysis, Malouff et al.18 aimed to determine the efficacy of cognitive 
behavioural treatment for chronic fatigue syndrome and to search for moderators of 
effect size. This meta-analysis included 13 studies and 1 371 participants. Nine of these 
studies were individually analyzed in the CRD Report 35.87,79,83,81,88,86,90,82,80 Treatments 
used in these 13 studies, although all cognitive behavioural, varied widely in intensity 
(from 0.2 hours in 1 session to 15 hours in 13 sessions) and specific therapeutic 
methods (activity with or without cognitive treatment; individual treatment or group 
treatment). Across analyses, there was a significant difference, d=0.48, in post-treatment 
fatigue between participants receiving CBT and control groups. The present meta-
analytic findings quantify and support reviews and RCTs that have concluded that CBT 
was useful for CFS patients. However, results also indicate that CBT was “moderately” 
efficacious while this treatment did not help every CFS patient cease to meet diagnostic 
criteria. In the five studies86,90,91,103,104 that reported the number of CBT clients who 
were no longer in the clinical range with regard to fatigue at the latest follow-up, the 
percentage varied from 33%103 to 73%86 of those assigned to CBT, with a mean of 50%. 
Three other studies reported the number of CBT clients who showed a large 
improvement at the time of the latest follow-up or were in or near the normal range. 
Prins et al. (2001)88 reported 30%; Deale et al. (1997)87 reported 63% and Powell et al. 
(2001)81 reported 68%. The unweighted average across these three studies was 54%. 
Dropout rates in CBT varied from 0–42%, with a mean of 16%.  

The larger effect size for physical fatigue might be due to the inclusion in each 
experimental treatment of prompting gradual increases in physical activity whereas no 
study did include an increase in mental activity (e.g. reading, solving anagrams and 
crossword puzzles, playing cards, board games, and computer games). 
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The search for moderators of effect size produced only non significant trends. For 
instance, the following moderators had no impact on effect size:  

• criteria used to diagnose CFS (Oxford or 1994 CDC-criteria),  

• restrictive inclusion of individuals diagnosed with CFS (fatigue that had 
lasted longer is not harder to treat),  

• type of control group (supervised stretching and client centred 
treatment versus no treatment or usual care), 

• inclusion of cognitive components in treatment of fatigue, 

• number of treatment hours, 

• number of sessions, 

• objective and subjective measures, 

• individual and group treatment (but only one study dealing with group 
treatment had been included91) 

• length of follow-up (while slight trend in favour of longer follow-up) 

Cho, Hotopf, and Wessely (2005)19 also used meta-analysis to examine the placebo 
effect in treatment of CFS and found that the placebo response in CFS treatment was 
low. The placebo response across studies was less than for some other medical 
disorders and was lower for psychological interventions than for drug treatment. In 
other words, little of the effect of CBT for chronic syndrome is due to placebo. The 
authors recommend more focus on the non-specific, contextual aspects of CFS 
treatment in order to increase the effect of an active treatment. The collaborative 
therapeutic relationship was suggested as a key factor in the management of the 
condition. 

• Cognitive behavioural therapy is effective in adults and has been shown to 
reduce symptoms, improve function and improve quality of life (Evidence 
quality 1A) whatever the number of hours, the number of sessions or the 
treatment format (individual or group); 

• Evidence available in children indicates that cognitive behavioural therapy is 
effective in improving fatigue and symptoms, physical function, severity of 
condition and school attendance (Evidence quality 1A). 

2.5.3.2 Graded exercise therapy (GET) 

Graded exercise is a rehabilitative approach based on the principle that prolonged 
inactivity causes physical deconditioning of the muscles, heart and lungs, which then 
maintains the effects of CFS. Graded exercise programmes consist of structured 
supervised activities or exercises that are progressively increased by a therapist in order 
to improve a patient's physical condition. 

Five large RCTs79,80,81,82,83 considering graded exercise therapy as potential treatment for 
CFS patients were included both in a Cochrane systematic review105 and the CRD 
systematic review.1  

The following treatment comparisons were made; 

• Exercise therapy versus treatment as usual or relaxation (to listen to a 
relaxation tape and other relaxation techniques) + flexibility (selected 
stretching exercises but avoiding doing any extra physical activities; 
maximum 30 minutes daily, 5 days/week), 

• Exercise therapy versus pharmacotherapy (fluoxetine), 

• Exercise therapy alone versus exercise therapy + pharmacotherapy 
(fluoxetine), 

• Exercise therapy alone versus exercise therapy + patient education. 

The exercise therapy regime lasted 12 weeks in all five studies and all used aerobic 
graded exercise therapy but with mixed levels in terms of intensity, 40% VO2 maximum 
to 70% VO2 maximum, and between 3 to 5 sessions/week with target duration of 30 
minutes per session.  
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Contact with the therapist was minimal, usually once a week and most of the studies 
used exercise logs to measure adherence to treatment. The control interventions used 
were treatment as usual, relaxation/ flexibility, pharmacotherapy and patient education. 

All RCTs found significant improvements in the intervention group compared to the 
control groups. Fatigue, as measured by the Chalder fatigue scale, was improved at 
three months by exercise therapy when compared to the control group (relaxation/ 
flexibility or treatment as usual).79 Measures of health-related quality of life and 
functional work capacity showed benefit of graded exercise over control. 

Giving the antidepressant fluoxetine alone is less effective than graded exercise to 
reduce fatigue. Combining the two interventions, exercise and fluoxetine, significantly 
reduced fatigue at 26 weeks compared with general advice with or without fluoxetine 
(Chalder fatigue score< 4:12/67 [18%] with GET v 4/69 [6%] with general advice; RR 
3.10, 95% CI 1.05 to 9.10; NNT 9, 95% CI 5 to 91). Further studies are needed to 
examine this. 

An intensive patient educational intervention added to exercise therapy delivered no 
added benefit when compared to exercise therapy with usual explanation. This has an 
implication for the feasibility of the intervention, as it does not require large amounts of 
professional time in order to be effective. 

Edmonds105 concluded that some patients may benefit from exercise therapy. Moreover, 
there is no evidence that exercise therapy may worsen outcomes. Authors underline 
that this treatment may be less acceptable to patients than other management 
approaches, such as rest or pacing.  

METHODOLOGICAL ISSUES AND CLINICAL IMPLICATIONS 

As for CBT, most studies on GET do not include an objective measure of activity and it 
is therefore unclear if any of the improvements can be attributed to the exercise 
regime. The often cited study on GET by Fulcher & White (1997)79 revealed a 
significant reduction in mean levels of fatigue and an increase in physical functioning, but 
none of these measures had returned to normal and there were no improvements for 
anxiety, depression and quality of sleep. Moreover, there were no data showing 
that people had increased their activity levels after treatment. In another British study, 
Wearden et al. (1998)80 showed a reduction in fatigue and improvement in functional 
work capacity in patients who completed the programme. However, 37% of the patients 
dropped out, and again, there was no information on post-trial activity levels. 

Moreover, studies on  GET conducted  in clinical settings have reported less impressive 
outcomes than the published randomised controlled trials, highlighting  the need to 
evaluate all interventions in routine practice, as well as research clinics (e.g. Quarmby et 
al. (2007)102). 

Five trials investigating incremental physical exercise programmes showed 
improvements in adults in various health outcomes including mental and 
physical fatigue, global improvement, disability, sleep, mood and cognition 
(Evidence quality 1A) 
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Summary of results for CBT and GET 

Effectiveness of CBT 

• CBT is effective on physical functioning (functional status, fatigue, pain), 
psychological state (depression, mood, anxiety, well-being; concentration 
disturbances in adults and adolescents), quality of life and general health 
(work and social adjustment, long term goals, global improvement); 

• CBT is not effective for all patients. It aims at reducing severity of 
symptoms, and if possible, to cure CFS patients. 

 

Modalities of treatments 

• Effectiveness of group’s therapy: only 1 good quality level RCT (evidence 
quality 1B) and a lower quality non-randomised waiting list controlled study 
(evidence quality 2B) were conducted, suggesting that group’s therapy was 
effective; however, the effectiveness was less effective than individual 
therapy to improve cognitive function, quality of life or employment status.  
More high quality trials are needed to recommend group therapy; 

• Modified CBT: mainly studies of lower quality evidence were conducted to 
assess the effectiveness of modified CBT in CFS patients.  Only 1 high quality 
RCT found positive results for symptoms. A brief-CBT administered by GPs 
in a RCT of good quality level found no significant results in favour of the 
treatment group; 

• Primary care versus secondary care: only 1 RCT of high quality focused on 
CBT administered in an outpatient clinic by trained therapists (but non-
experienced with CFS patients); results were positive but the improvement 
was lower than in other trials when therapy was performed by highly trained 
and skilled therapists.  

 

Effectiveness of GET 

• GET is effective on fatigue, health-related quality of life and perceived 
functional capacity (questionnaire); 

• GET is not effective for all patients, and does not improve anxiety, 
depression and quality of sleep; there is no evidence that GET improves 
activity levels; 

• There is no evidence that GET may worsen outcomes. 

 

Combining CBT and GET 

• No study investigated the added value of the combination of these 
therapeutic strategies. There is no evidence that this combination could lead 
to a higher improvement in CFS symptoms. Combining these therapies 
should take into account incremental costs compared to incremental 
effectiveness (see chapter 3 on economic evaluation). 

 

Therapists 

• CBT and GET have to be performed by trained therapists having an 
experience with CFS patients (1 RCT and 1 non randomised waiting list 
study); 

• These therapies should be adapted to the patient’s age (particularly for 
children younger than 12 years), the severity of their CFS, their preferences 
and experiences, and the outcome of previous treatment(s); 

• Therapy manuals having proved their validity in scientific studies have to be 
available. 
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2.5.3.3 Immunological, antiviral and anti-microbial treatments 

Numerous studies have investigated the role of infections in the pathogenesis of CFS 
and various viruses and virus groups have been implicated in CFS at some time; these 
include Epstein-Barr virus (EBV), cytomegalovirus, parvovirus B19, Brucellae, Toxoplasma 
gondii, C. burnetii, C. pneumoniae, human herpes virus-6 (HHV-6), group B 
coxsackieviruses (CVB), human T cell leukaemia virus II-like virus, spumavirus, hepatitis 
C virus, human lentiviruses and herpes virus-7.106 The possibility that CFS is associated 
with an infection has been established.107,108 

In their systematic review, Bagnall et al.1 included RCTs which investigated the effects of 
different immunological or antiviral treatments on CFS patients: antihistamine (oral 
Terfenadine109), antiviral (Acyclovir,110 Gancyclovir,111 Inosine Pranobex112), immuno-
modulators (Immunoglobulin,113-115 Interferon,116 Alpha Interferon,117 leucocyte extract,85 
Ampligen118) and vaccine (Staphylococcus toxoid119,120). 

The RCT which evaluated the antihistamine (oral Terfenadine) found no differences 
between the groups for any of the outcomes investigated (functional status and 
symptoms). 

Only small RCTs (n<30) evaluated the effect of antiviral treatments on CFS patients. 
Acyclovir had a significant negative effect on anxiety, depression and confusion in CFS 
patients who had prior infection with Epstein Barr virus. However, this treatment was 
ineffective for the other outcomes investigated (rest, anger, vigour, fatigue, oral 
temperature and personal well-being). Gancyclovir found no beneficial effects. Inosine 
pranobex found significant improvements in immune function in the treatment group 
but no differences between groups for other outcomes (symptoms, cognitive function, 
global severity, activity). Antiviral treatment should be avoided according to the lack of 
beneficial effects and the presence of adverse effects such as reversible renal failure with 
Acyclovir, pericardial bleeding during invasive investigations with Gancyclovir and 
elevation of serum uric acid with Inosine pranobex. 

The beneficial effect of Immunoglogulin for CFS patients is controversial. Three RCTs 
investigated this treatment and obtained mixed results: one found improvements in 
symptom scores and functional capacity; a second found improvements in immune 
measurements but not functional or symptom measures, and the third, which was the 
larger one (n=99) found no effect of treatment. Finally, immunological treatments with 
Immunoglobulin had more adverse effects (transient abnormal liver function tests, 
phlebitis, headaches and severe constitutional reaction to infusion were reported) than 
beneficial effects and should be avoided. One RCT investigated the effect of 
Immunoglobulin G in adolescents with significant improvements in functional outcome 
at 6 months. 

Other immunomodulators (Interferon, Alpha Interferon, leucocyte extract, Ampligen) 
were investigated in four RCTs. One study of interferon showed an increase in physical 
activity (p value not provided) and another showed improvements only in immune 
measurements but not in quality of life measures. Use of Ampligen showed an 
improvement in functional ability and cognitive function but not in depression scores. 
The combination of leukocyte extract and CBT appeared to improve general health in 
one study (n=49 patients), but not physical or functional capacity, mood or immune 
outcomes. However, risks are greater than benefits linked to the use of blood products 
(possible transfer of infectious diseases). 

The effects of vaccination with staphylococcus toxoid were investigated in one small 
controlled trial of patients with CFS (n=28) and one fairly large RCT (n=98). While 
there was low evidence of benefit for vaccination with staphylococcus toxoid treatment 
(only for ‘the clinical global impression’), the dropout rate was higher in the treatment 
group according to side effects (local reaction and risk for anaphylaxis). 

The systematic review conducted by Bagnall et al. (2007)1 did not include studies 
examining the effectiveness of antibiotics in CFS patients. Consequently, we conducted 
a specific literature search in Medline (OVID) combining ‘anti-bacterial agents OR 
infection’ AND ‘chronic fatigue syndrome’ (April 23, 2008).   



44  Chronic Fatigue Syndrome KCE reports 88 

 

Among 44 papers obtained with this key terms, only three papers focused on our 
objective and were retrieved; d  the first one investigated the effect of tetracycline 
antibiotics (minocycline, doxycycline or levofloxacin) for Coxiella burnetii in CFS 
patients;121 the second one examined the effect of Azithromycin in CFS patients;122 the 
third one was a review about Mycoplasma blood infection in chronic fatigue and 
fibromyalgia syndromes.123  

Iwakami et al. (2005)121 treated 4 CFS patients and 54 controls [the post-Q fever fatigue 
syndrome (QFS) group] positive for Coxiella burnetii mainly with minocycline or 
doxycycline (100 mg/d) for 3 months. After this treatment, all 58 patients tested 
negative for Coxiella burnetii infection. However, the CFS group achieved no 
improvement in clinical signs and symptoms such as severity of general fatigue, low-
grade fever, headache, arthralgia, myalgia and lymphadenopathy after 3 months of 
treatment. Authors concluded that eradication of Coxiella burnetii did not lead to 
symptomatic improvement. This study is a pilot study (Evidence quality 1C) conducted 
among a very little sample of CFS patients and further larger investigations are needed 
to confirm these preliminary results. 

Vermeulen and Scholte (2006)122 conducted a retrospective study in order to evaluate 
the response of CFS patients to Azithromycin, an antibiotic and immunomodulating 
drug. They tested this treatment when the effect of counselling and L-carnitine was 
considered insufficient by the patient and the clinician. The selection of Azithromycin 
was not based on symptoms or laboratory indications of immune activity. Ninety-nine 
patients received Azithromycin 500 mg on 3 consecutive days of the week during 6 
weeks. Because questionnaires for disease specific symptoms were not available at the 
treatment period, authors only presented an overall impression of improvement, 
reported by 58 patients (59%). Lower plasma acetylcarnitine was observed in CFS 
patients who responded to Azithromycin. No responder fully recovered from CFS by 
Azithromycin. This study is of very low quality (Evidence quality 2C) and its results are 
inconclusive. 

A third paper focused on mycoplasma infection in chronic fatigue and fibromyalgia 
syndromes.123 According to the author, studies using polymerase chain reaction 
methods showed that mycoplasma blood infection was detected in about 50% of 
patients with CFS and/or fibromyalgia, including patients with Gulf war illnesses. 
However, no results were reported to confirm the effectiveness of long-term therapy 
(up to 1 year therapy) with doxycycline in studies reviewed. 

Beside the inconclusive effects of antibiotics in chronic fatigue syndrome, adverse effects 
of such treatments have to be stressed. Doxycycline and Azythromycin may cause side 
effects such nausea, vomiting, diarrhea, increased sensitivity of the skin to sunlight and 
vaginal yeast infection. Some possible uncommon but serious side effects of doxycycline 
include: a life-threatening allergic reaction, blood problems, liver damage and irritation 
of the oesophagus (US Food and Drug Administration, 2001; see 
http://www.fda.gov/cder/drug/infopage/penG_doxy/QA_doxy.htm). In previous studies 
comparing use of azithromycin and doxycycline for other pathologies (rosacea), 
diarrhea was reported as a side-effect, which led to discontinuation of the 
treatment.124,125 

 

                                                 
d  A fourth study evaluated benefits and harms of Doxycycline treatment for Mycoplasma species in Gulf 

War Veterans presenting the Gulf War syndrome.110 This patient group is somewhat similar to CFS 
patients, in terms of symptoms presented. This study is a high quality RCT comparing patients receiving 
antibiotherapy (doxycycline 200 mg/d for 12 months) and patients receiving placebo (identically matched 
lactose capsules). No statistically significant differences were found between the doxycycline and placebo 
groups for the primary outcome (improvement in physical health functioning) or for secondary outcomes 
(pain, fatigue, cognitive symptoms and mental health function) at 1 year. Participants in the doxycycline 
group had a higher incidence of nausea and photosensitivity. The percentage of patients whose blood 
remained positive for Mycoplasma species by polymerase chain reaction testing decreased throughout the 
treatment period in both treatment groups. Authors conclude that long-term treatment with doxycycline 
did not improve outcomes of patients with Gulf war syndrome at 1 year. 
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Moreover, studies have documented an association between macrolide use and the 
emergence of macrolide-resistant Streptococcus pneumoniae and other pathogens, such 
as S. pyogenes.126,127 According to Bergman et al. (2006),126 total macrolide use and 
azithromycin use being associated with increased macrolide resistance, unnecessary 
prescribing of macrolides should be avoided. 

The evidence shows that immunoglobulin therapy in adults with CFS is not 
of benefit (Evidence quality 1A). 

There is insufficient evidence of benefit of other immunological therapies 
(Evidence quality 1B).  

Results obtained in studies examining the effectiveness of antibiotics in 
adults with CFS are inconclusive (Evidence quality 1C / 2C) and possible 
side-effects including resistance to antibiotics should be kept in mind. 

2.5.3.4 Pharmacological treatments 

The pharmacological studies reviewed in CRD report 351 included treatment with 
anticholinergic agents (Sulbutiamine and Galantamine hydrobromide), antidepressants 
(Phenelzine and Fluoxetine), hormonal agents (growth hormone and melatonin), 
monoamine oxidase inhibitors (Moclobemide and Selegiline), NADH (nicotinamide 
adenine dinucleotide), dexamphetamine, antihypertensive agents (Clonidine) and 
steroids (Fludrocortisone and Hydrocortisone). Study quality was variable, with validity 
scores ranging from 2 to 19 out of 20. Sample sizes were generally small with half of the 
21 studies retrieved having fewer than 50 participants. Very few of the RCTs evaluating 
pharmacological interventions suggested a beneficial effect. 

No benefit was found in CFS patients from treatment with anticholinergic agents, such 
as Sulbutiamine or Galantamine hydrobromide. One large RCT (n=434) found no 
significant difference in symptomatic improvement between galantamine and placebo at 
16 weeks, whatever the dosage of galantamine hydrobromide (7.5 mg, 15 mg, 22.5 mg, 
or 30 mg daily). However, adverse events were serious enough to cause patient 
withdrawal from the study. The evidence suggests that anticholinergic agents provide no 
meaningful benefit in people with chronic fatigue syndrome. 

No benefit was found in patients with CFS from treatment with antidepressants (either 
in treating symptoms of depression or any of the other outcome measures reported) 
and adverse effects (e.g. tremor, perspiration) were present. The increased risk of self 
harm and suicide (particularly in children and teenagers) with the use of antidepressants 
is underlined by the US Food and Drug Administration (FDA) and other regulatory 
bodies.128 

No benefit was found in patients with CFS from treatment with antihypertensive or 
growth hormone.  

Results were mixed in trials of oral NADH (in two low quality RCTs) and melatonin 
(significant improvements in sleep, vitality and mental health, but worsening of bodily 
pain in the melatonin group) as well as in the studies of steroid therapy and MAOIs. A 
trial of dexamphetamine found significant improvements in fatigue in the treated 
patients but reduced food consumption was a side effect. 

Adverse events serious enough to cause people withdrawal from the study were noted 
with galantamine hydrobromide, phenelzine, fludrocortisone and fluoxetine. 

Our literature review found a paper published by Blockmans et al. (2006)129 A double-
blind randomized placebo-controlled crossover study was conducted in 60 CFS patients 
with concentration difficulties and investigated the effect of methylphenidate, i.e. an 
amphetamine derivative and stimulatory drug. Clinically significant improvement of the 
score of the CIS concentration subscale (CIS≤76) was achieved in 13 patients (22%) 
after treatment with methylphenidate 2x10 mg/day, whereas this occurred in only 3 
patients (5%) after placebo (p=0.01). The number needed to treat to achieve clinically 
significant improvement of concentration disturbances on the CIS was 6 (95% CI, 4.6 to 
8.6). In 10 patients (17%) there was a clinically significant response in fatigue scores 
(≥33% improvement) after treatment with methylphenidate, whereas no patient 
responded in this way on placebo.  
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The number needed to treat to achieve a clinically significant response was 6 (95% CI: 
3.8 to 14.4). However, no effect was observed on bodily pain, mental health, depression 
and anxiety. No severe side effect was reported but further studies are needed to 
investigate the long-term effects of this treatment. Authors recommend this drug for 
CFS patients with concentration difficulties. 

Current evidence shows no overall benefits of pharmacological treatments 
for CFS (Evidence quality 1A). 

Only 1 study (Evidence quality 1A) obtained a beneficial effect of 
methylphenidate on concentration difficulties and on fatigue (NNT=6); no 
significant results were obtained for bodily pain, mental health, depression 
and anxiety; more larger studies are needed with a long-term follow-up to 
better evaluate both beneficial and side effects of this treatment. 

One research protocol was found in the Cochrane Library about pharmacological 
treatment for CFS adult patients.  

1. Rawson KM, Rickards H, Haque S, Ward C. Pharmacological treatments for 
chronic fatigue syndrome in adults. (Protocol) Cochrane Database of 
Systematic Reviews 2007, Issue 4. Art. No.: CD006813. DOI: 
10.1002/14651858.CD006813.  

The objective is to assess the efficacy, safety and tolerability of pharmacological 
treatments for CFS in adults. Pharmacological treatment will be defined as any licensed 
drug in the British National Formulary (BNF) used to treat the symptoms of CFS. 
Pharmacological treatments will be broadly classified by drug type into antidepressants, 
dopamine agonists, analgesics, antiviral agents and Central Nervous System stimulants. 

2.5.3.5 Alternative medicine treatments 

Trials of complementary therapies included studies on the effectiveness of homeopathy, 
massage therapy and osteopathy in treating CFS symptoms. One high-quality study of 
homeopathic treatments on a large sample (n=103) showed a statistically significant 
improvement in fatigue (p=0.04) and on some physical dimensions of the functional 
limitations profile (p value is not reported). No adverse effects were reported in either 
group. 

Massage therapy and osteopathy appeared to improve measures of fatigue, back pain 
and sleep, but the quality of these studies was very poor and the sample size really small 
(n=20 for massage therapy). 

The evidence found on the effects of complementary therapies for CFS is 
inadequate in terms of quantity and/or quality. 

These alternative treatments are considered as an interesting avenue for research and 
treatment. Two research protocols were found in the Cochrane Library about 
alternative treatments. 

1. Zhang W, Liu ZS, Wu Taixiang, Peng WN. Acupuncture for Chronic Fatigue 
Syndrome. (Protocol) Cochrane Database of Systematic Reviews 2006, Issue 
2. Art. No.: CD006010. DOI: 10.1002/14651858.CD006010. The objective is 
to conduct a systematic review and if possible, a quantitative meta-analysis, 
with any evidence collected from randomised controlled trials and quasi-
randomised trials of acupuncture for adults and children with chronic fatigue 
syndrome (CFS).  

2. Adams D, Wu T, Tai S, Wiebe N, Vohra S. Traditional Chinese medicinal 
herbs for idiopathic chronic fatigue and chronic fatigue syndrome. (Protocol) 
Cochrane Database of Systematic Reviews 2007, Issue 1. Art.No.: CD006348. 
DOI: 10.1002/14651858.CD006348. The objective is to assess the 
effectiveness of traditional Chinese medicine herbal products in treating 
idiopathic chronic fatigue and chronic fatigue syndrome. 
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2.5.3.6 Supplement treatments 

Eleven studies were reviewed in CRD Report 35 that investigated supplement 
treatments for CFS patients. Only three of these studies investigating either essentially 
fatty acids or magnesium were of high quality (1A).  

No significant effects were noted in RCTs of general supplements, pollen extract and 
medicinal mushrooms. A RCT of acclydine and amino acids reported significantly more 
improvement in IGF-1 levels in the intervention than control group, but no significant 
difference in global improvement or symptoms (p < 0.0001). 

Studies that examined essential fatty acid supplements were conflicting, with one high 
quality RCT (1A; n=50) reporting no improvement and one slightly larger controlled 
trial (1A; n=63) conducted in patients with post-viral fatigue syndrome (PVFS) reporting 
an overall beneficial effect. This trial showed greater shifts towards normal levels of cell 
fatty acid concentration in treatment groups, most of which were statistically significant, 
as well as improvements in symptom measures.  

One small RCT (1A; n=34) showed that magnesium supplements had an overall positive 
effect of improvement in measures of energy and pain, emotional reactions, general 
health and laboratory measures, but not in sleep, physical mobility or social isolation. 
However, two of 34 participants in this study dropped out, 1 because of generalised 
rash. 

One very small RCT (1B) assessed the effects of liver extract in patients with CFS but 
found no difference in outcomes (activity and energy, mental health, symptoms) 
between the intervention and control groups. 

A RCT of acetyl-L-carnitine and propionyl-L-carnitine (1A) found significant 
improvements in fatigue and cognitive function associated with treatment. Adverse 
effects of supplement trials are not well reported as well as reasons for dropping out of 
the studies (except for magnesium). 

Beyond RCTs included in Bagnall’ systematic review, McDermott et al.130 compared a 
food supplement, the arabinoxylane (BioBran MGN-3) versus placebo for 8 weeks in 71 
CFS adult patients. Data were complete in 64/71 patients. Both groups showed marked 
improvement over the study duration, but without significant differences, except for the 
social well-being subscale of the WHOQOL-BREF, where improvement was significantly 
better in the placebo group. There was no significant difference between groups in 
fatigue severity (change in Chalder physical fatigue subscale from baseline to 8 weeks: -
1.5 with BioBran v -1.8 with placebo; difference -0.3, 95% CI -3.2 to + 2.6; p = 0.84). No 
serious adverse effects were reported. Three people on active treatment withdrew 
because of minor side-effects (mild nausea, exacerbation of fatigue, and irritable bowel 
symptoms, respectively) and one person withdrew from the placebo group because of 
worsening fatigue (p value not provided). 

Another recent RCT assessed the effect of Acclydine on fatigue severity, functional 
impairment, and biologically active IGF1 level (IGFBP3/IGF1 ratio) in CFS adult 
patients.131 No differences were found in IGF1 status in CFS patients compared to 
healthy matched neighbourhood controls. In addition, the results of this clinical trial do 
not demonstrate any benefit of Acclydine over placebo in the treatment of CFS. The 
negative results of this trial are important: Acclydine is expensive and is available 
without prescription on the Internet, making it available to patients potentially without a 
doctor’s oversight. 

Evidence is insufficient to support a beneficial effect of dietary supplements, 
including essential fatty acids in CFS (Evidence quality 1A). 

2.5.3.7 Other treatments 

One controlled trial of combination treatment (including medical treatment of 
symptoms plus anxiety/affective disorder and CBT) in patients with CFS was also 
included in the CRD Report 35.1 This controlled trial included 71 patients, but only 22 
of the 71 original participants were followed up (17 in the intervention group and 5 in 
the control group).  



48  Chronic Fatigue Syndrome KCE reports 88 

 

In the intervention group, 15 returned to work (88%), while only 2 were professionally 
active in the control group (40%). However, this study scored very poorly on the 
validity assessment (2C). 

A controlled trial of ‘broad-based management’ (mainly information and advices 
concerning energy and exercise, food and diet) in adults and children diagnosed with 
post-infectious fatigue syndrome found significant improvements in the intervention 
group in measurements of fatigue, somatic symptoms and self-efficacy. However, this 
study had a low quality level (2C) indicating that these results should be treated with 
caution. 

A very small controlled trial (n=12) of a buddy/mentor programme (emotional support, 
social companionship and instrumental support) found significant improvements in the 
treatment group compared to control for self-reported fatigue severity but not for any 
of the other six outcomes investigated (positive thinking, depression, psychological 
distress, perceived stress, coping strategies and perceived social support). 

A trial of ‘group therapy’ (unstructured discussions, not well described) found no 
significant effects of treatment.  

An unpublished trial of a low sugar, low yeast diet, compared to healthy eating, also 
found no significant effect of treatment. 

One high quality level RCT (1A) of multiple symptom-based treatments (including 
supplements) found significant improvements in favour of the treatment group in 
symptoms scores, overall response and fibromyalgia-specific symptoms. However, it is 
important to note that all patients included in this RCT meet criteria for fibromyalgia. 

2.5.4 Recommendations for treatment 

According to all these results, following recommendations for treatment can be 
formulated, in agreement with the guidelines proposed by NICE10,2: 

2.5.4.1 General management strategies after diagnosis 
• After diagnosis, manage symptoms as in usual clinical practice, which 

may include drugs and dietary changes. Specific drug treatment for 
children and young people should be started by a paediatrician. Other 
interventions that may improve function and quality of life include 
sleep management (for example, identifying common changes in sleep 
patterns seen in CFS such as insomnia, hypersomnia, sleep reversal, 
altered sleep–wake cycle and non-refreshing sleep), appropriate use of 
rest periods, relaxation, and further dietary changes, as needed. Some 
sleep problems need a specific intervention. For example, altered 
circadian rhythms (sleep-wake cycles) may require manipulation of 
sunlight exposure. 

• Do not encourage daytime sleeping and naps which may disrupt the 
sleep–wake cycle without improving physical or mental functioning. 
Patients would limit the rest periods to 30 minutes at a time and 
introduce ‘low level’ physical and cognitive activities (depending on the 
severity of symptoms). 

• During a setback (or relapse) with increased symptoms, advise 
patients to maintain physical activity if possible. If not possible, aim for 
a gradual return to previous exercise and functional routines. 

• Advise patients to maintain a well balanced diet with regular eating. 
Dietary supplements (including vitamins and minerals) and 
complementary therapies are not recommended as there is insufficient 
evidence of benefit. Exclusion diets are not generally recommended 
for CFS, but many people find them helpful in managing symptoms, 
including bowel symptoms. 

• Advise on fitness for work and education and recommend flexible 
adjustments or adaptations to work or studies for return to these 
when the patient is ready and fit enough. With the patient’s consent, 
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liaise with employers, education providers, and support services such 
as occupational health services and schools. 

• Consider referral to a specialist on the basis of the person’s needs and 
symptoms: offer referral within six months of presentation to those 
with mild symptoms, within three to four months to those with 
moderate symptoms, and immediately to those with severe symptoms. 

• Do not offer CFS patients advice to undertake unsupervised, or 
unstructured, vigorous exercise (such as simply ‘go to the gym’ or 
‘exercise more’) that may worsen symptoms; specialist management 
programmes delivered by practitioners with no experience in the 
condition. 

2.5.4.2 Pharmacological treatments 

Treatments such as antidepressants, glucocorticoids, mineralocorticoids, 
dexamphetamine, methylphenidate, thyroxine, antibiotics and antiviral agents are not 
recommended as evidence for their overall benefit is equivocal.  

Adverse events serious enough to cause people withdrawal from the study were noted 
with galantamine hydrobromide, phenelzine, fludrocortisone, fluoxetine, vaccination 
with staphylococcus toxoid, immunomodulators and antiviral agents. Because macrolide 
use is evidently associated with the emergence of macrolide-resistant Streptococcus 
pneumoniae and S. pyogenes, unnecessary prescribing of macrolides should be avoided. 

Risks with use of these all products are greater than benefits potentially obtained. 

2.5.4.3 Specialist care 
• Collaborate with the patient on an individualised programme, aiming 

to sustain or gradually extend the patient’s physical, emotional, and 
cognitive capacity, and to manage the physical and emotional impact of 
symptoms on the individual and his or her carers. 

• Offer cognitive behaviour therapy or graded exercise therapy to 
people with mild or moderate CFS and provide these therapies to 
those who choose them, as these interventions show clearest 
evidence of benefit. These interventions should only be delivered by 
appropriately trained professionals with experience in CFS, and with 
appropriate clinical supervision.  

• Diagnosis, investigation, management, and monitoring for people with 
severe CFS should be supervised or supported by a specialist in the 
condition. This may include providing domiciliary services or using 
methods such as telephone or email as appropriate. 

In agreement with NICE guidelines, it can be recommended: 

• In primary care, early management of symptoms, advice on activities and 
occupation, and criteria for specialist referral are emphasised. Making an 
accurate diagnosis and considering differential diagnoses and co-existing 
morbidity. 

• Referral should be immediately offered if: the patient is a child within 6 
weeks of presentation; the patient has severe CFS symptoms. 

• Referral should also be considered after 6 months in mild CFS, or 3-4 
months in moderate CFS, depending on symptoms and comorbidity. 

• In specialist care, CBT and pacing/GET should be available, because these 
treatments show the clearest research evidence of benefit.  

• No study investigated the added value of the combination of CBT and GET. 
Combining these therapies should take into account incremental costs 
compared to incremental effectiveness  

• Pharmacological treatments (such as antidepressants, glucocorticoids, 
mineralocorticoids, dexamphetamine, methylphenidate, thyroxine, 
antibiotics and antiviral agents) are not recommended as evidence for their 
overall benefit is equivocal. 
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More generally, 

• Guidelines emphasise the need to negotiate management programmes with 
the patient and not to coerce them into specific treatments.  

• Pacing is the least complicated strategy available to patients who wish to 
manage their energy levels.  

• Patients who are reluctant to CBT (psychological treatment) to treat a 
‘physical condition’ will prefer self-management techniques and GET that 
encourage a behavioural while acknowledging the physical aspects of the 
illness. 

• GET is not appropriate for patients with brain abnormalities or evidence of 
immune activation; this treatment is more beneficial for people who are 
avoiding activity due to fear or misinformation, if their symptoms are not 
closely linked to exertion, or if they are well on the way to recovery. 

• The exercise program should be tailored to each CFS patient. For 
deconditioned CFS patients, low level strengthening exercises prior to 
initiating an aerobic program is recommended. 

• CBT and GET require trained specialists having an experience with CFS; 
pacing does not require a specialist, but can be adequately explained by a GP 
or a practice nurse. 

2.5.5 Pacing, cognitive behavioural therapy or graded exercise therapy: current 
research and therapy manuals developed by experts 

Cognitive behaviour therapy (CBT) and GET were found in all systematic reviews as the 
most promising treatments for CFS. No other treatments for CFS have so far been 
shown to be helpful in more than one RCT. Both these approaches encourage gradual 
increases in activity according to a pre-determined plan, to reduce the physiological 
effects of deconditioning which are considered by some to play a major role in the 
perpetuation and exacerbation of fatigue.79  

However, the goals, modalities and indications of these treatment strategies as well as 
their implementation in routine clinical practice remain a matter of controversy.132 
While some authors have put forward that cognitive behavioural therapy in CFS should 
aim at complete recovery133, others have taken the view that searching for ‘a new 
equilibrium’ in life – often at a lower level of functioning – may optimize patients’ 
chances of restoring effort tolerance.  

Moreover, surveys conducted by patients groups, as well as studies assessing the effect 
of graded exercise, have indicated that many patients cannot increase activity levels 
beyond a certain point, that the outcomes tend to be modest, drop-out rates were 
fairly high, and post-trial effects were not reflected in an objective increase of daily 
activity levels.134,80  
Pacing can be considered as an additional therapeutic option available to health 
professionals, and that for optimal results, it should be offered as part of a  multi-
disciplinary, multi-dimensional programme where interventions can be combined to 
meet individual needs and changing circumstances.135,136 

GET assumes that there is no underlying disease process causing the fatigue; 
consequently, this treatment strategy is not an appropriate first line treatment for 
patients with brain abnormalities or evidence of immune activation.132  However, if 
people are avoiding activity due to fear or misinformation, if their symptoms are not 
closely linked to exertion, or if they are well on the way to recovery, then a 
rehabilitation programme which includes GET is likely to be more beneficial than pacing 
and similar strategies.132 

While evidence exists in favour of CBT and GET, there is still insufficient evidence to 
recommend adaptative pacing therapy (APT). In a similar way there is little RCT 
evidence of the efficacy of specialist medical care. There is therefore an urgent need to: 
(a) compare the supplementary therapies of both CBT and GET with both APT and 
standardised specialist medical care (SSMC) alone, seeking evidence of both benefit and 
harm (b) compare supplementary APT against SSMC alone and (c) compare the 
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supplementary therapies of APT, CBT and GET in order to clarify differential predictors 
and mechanisms of change. 

These objectives are currently pursued by the PACE trial (see http://www.pacetrial.org/ 
accessed on May, 20th 2008). This large-scale trial is the first in the world to test and 
compare the effectiveness of four of the main treatments currently available for people 
suffering from chronic fatigue syndrome (CFS), also known as myalgic encephalomyelitis 
(ME). These are adaptive pacing therapy, cognitive behaviour therapy, graded exercise 
therapy, and standardised specialist medical care. All of the treatments offer ways for 
patients to deal with and improve the symptoms of CFS and its effects on disability. The 
participants in the trial are randomly allocated to one of the treatments and then given a 
12-month programme involving appointments with specialised doctors and, for three of 
the four treatment groups, therapists. Participants' progress is closely monitored by 
specially-trained research nurses or assistants. The five-year trial will involve 600 
participants, aged 18 and over, in Scotland and England. All have to be referred from the 
specialist hospital CFS clinics involved in the trial and these are based in Edinburgh, 
Oxford and three London hospitals. The whole protocol can be found at: 
http://www.biomedcentral.com/1471-2377/7/6. The PACE trial opened to recruitment 
in March 2005. 

PACING136 

Pacing makes no assumptions about aetiology but adopts a precautionary principle, i.e. 
pacing helps patients to remain as active as possible while avoiding over-exertion. This 
strategy is applied to daily activities. An important difference with GET (or CBT) is that 
in pacing it is the patient who decides whether or not to continue an activity. Although 
a gradual increase in activity levels is permitted, the rule is that they should stop when 
the initial mild fatigue turns into a more unpleasant sensation, or where arms or legs 
begin to feel weak. The patient may choose to respond either by resting, or if the 
fatigue is localised, by switching to an activity which uses a different muscle group. The 
same rule is adopted for mental activities such as reading, speaking on the telephone 
and using the computer. In practice, pacing means that patients should plan their day to 
include plenty of time for rest and relaxation. There is no need to divide up minor tasks, 
but it is often helpful to restrict the number of demanding or stressful activities to one a 
day. The remainder of that day can then be spent doing less exhausting tasks, or resting, 
depending on how the patient feels. After a few weeks, most individuals will know from 
experience how they tend to respond to various activities and what they can manage 
per day without exacerbating their condition. 

Once patients are able to evaluate what they can tolerate, they can make provisional 
plans for the days or weeks ahead, as long as they respond to any symptoms as they 
occur.  This version of pacing is the least complicated strategy available to patients who 
wish to manage their energy levels. However, some patients have difficulties with the 
self-discipline required, and simply prefer a more structured programme, such as CBT 
and GET. 

Combining pacing and switching, i.e. changing activities to avoid tiring specific muscle 
groups, is recommended. For instance, if a person has been walking, the advice is to 
stop before, or at the first signs of fatigue and to switch to something involving different 
muscles, e.g. reading, watching TV, washing or ironing.  Using this approach, it may be 
possible to further reduce the duration and severity of post-exertional fatigue and 
hence extend the energy available for everyday tasks.  

Pacing requires no specialist training. A GP or practice nurse can explain the basic rules, 
and if required, assist patients who have problems in identifying their baseline. For the 
more severely affected, pacing can be included in a multi-dimensional programme or 
other intervention which also provides medical care, emotional support, counselling, 
and dietary advice.97,135  

COGNITIVE BEHAVIOURAL THERAPY (CBT) 

Cognitive behavioural therapy is a more complex therapy than GET, requiring highly 
trained therapists, and is therefore less readily available.  
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Cognitive behaviour therapy should follow the usual principles and include asking the 
patient to self monitor activity, rest, thoughts, feelings, and behaviours; discussing with 
the patient his or her adjustment to the diagnosis; and encouraging acceptance of 
current functional limitations.  

A course of CBT should be delivered: 

• by a healthcare professional with appropriate training in CBT and 
experience in CFS, under clinical supervision, and with close 
adherence to protocols; 

• one-to-one if possible. 

Plan CBT for a person with CFS according to the usual principles of CBT, and include: 

• Acknowledging and validating the person’s symptoms and condition. 

• Explaining the CBT approach in CFS, such as the relationship between 
thoughts, feelings, behaviours and symptoms, and the distinction 
between causal and perpetuating factors. 

• Discussing the person’s attitudes and expectations. 

• Developing a supportive and collaborative therapeutic relationship. 

• Developing a shared formulation and understanding of factors that 
affect CFS symptoms. 

• Agreeing therapeutic goals. 

• Tailoring treatment to the person’s needs and level of functioning. 

• Recording and analysing patterns of activity and rest, and thoughts, 
feelings and behaviours (self-monitoring). 

• Establishing a stable and maintainable activity level (baseline) followed 
by a gradual and mutually agreed increase in activity. 

• Challenging thoughts and expectations that may affect symptom 
improvement and outcomes. 

• Addressing complex adjustment to diagnosis and acceptance of 
current functional limitations. 

• Developing awareness of thoughts, expectations or beliefs and defining 
fatigue-related cognitions and behaviour. 

• Identifying perpetuating factors that may maintain or exacerbate CFS 
symptoms to increase the person’s self-efficacy (sense of control over 
symptoms). 

• Addressing any over-vigilance to symptoms and related checking or 
reassurance-seeking behaviours by providing physiological explanations 
of symptoms and using refocusing/distraction techniques. 

• Problem solving using activity management and homework tasks to 
test out alternative thoughts or beliefs, such as undertaking pleasure 
and mastery tasks (tasks that are enjoyable and give a sense of 
accomplishment). 

• Building on existing assertion and communication skills to set 
appropriate limits on activity. 

• Managing sleep problems, for example by addressing any unhelpful 
beliefs about sleep, behavioural approaches to sleep disturbance, 
stress management, and/or relaxation training. 

However, some patients with CFS are reluctant to undertake psychological treatments, 
such as cognitive behavioural therapy, for what they believe to be a physical condition. 
In this case, specialists will preferably propose pacing self-management techniques that 
encourage a behavioural change and at the same time acknowledge the physical aspects 
of the illness.137 
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GRADED EXERCISE THERAPY (GET) 

Graded exercise therapy should be delivered by a suitably trained GET therapist with 
experience in CFS, under appropriate clinical supervision and preferably one-to-one. 
GET should include the establishment of a baseline followed by planned increases in 
duration of low intensity physical activity, followed by gradual increases in intensity 
leading to aerobic exercise (which increases the pulse rate). It should be based on 
current level of activities and daily routines and on the patient’s own goals. Both patient 
and healthcare professional should recognise that it may take weeks to years to achieve 
these goals. 

Although graded exercise therapy is recommended for CFS patients, exercise can 
exacerbate symptoms in chronic fatigue syndrome and provoke post-exertional malaise 
if too-vigorous exercise/activity is prescribed. Designing and implementing an exercise 
programme for chronic fatigue syndrome have to take into account this adverse effect 
in order to deliver a programme with no detrimental effects on the pathophysiology of 
the condition, in particular to guarantee treatment compliance.137 

Guidelines to implement such a graded exercise therapy programme are proposed both 
by Wallman et al (2005)138 and by Nijs et al. (2008).137 

EXAMPLE OF STRUCTURED PROTOCOL FOR EXERCISE SESSIONS 

Wallman et al. (2005)138 have described the graded exercise program used in their 
randomised controlled trial.82 According to the authors, this program has been 
successfully implemented in a clinical practice. It includes the concept of pacing and is 
aimed at non-bed-bound, sedentary patients with CFS, as well as those already 
undertaking minimal aerobic exercise (i.e., no more than three sessions per week of 20 
minutes’ duration). The protocol described here was never associated with any major 
relapse, helped to prevent CFS patients overdoing physical activity and can halt further 
deconditioning. The exercise sessions are in addition to normal activities, and some 
initial aches and pains are usual when beginning exercise for the first time.   

Patients have: 

• to follow their heart rate during exercise sessions (checked with a 
heart rate monitor or by assessing pulse rate) 

• to rate their perceived exertion (RPE - Borg scale in Table 4) on 
completion of each exercise session in order to average values each 
fortnight. The averaged RPE value forms the basis for determining the 
duration of future exercise sessions 

• to monitor progress over time and link poor performance with a 
possible emotional or physiological event  (exercise diary). 

Table 4.  Borg’s rating of Perceived Exertion Scale 
Perceived exertion  Rating 
 6 
Very, very light 7 
 8 
Very light 9 
 10 
Fairly light 11 
 12 
Somewhat hard 13 
 14 
Hard 15 
 16 
Very hard 17 
 18 
Very, very hard 19 
 20 

Source. Borg (1982)139 
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The exercise program, based on a ‘pacing’ strategy140: 

• Once every second day 

• Exercises that use the major muscles of the body (walking, jogging, 
swimming or cycling) 

• Duration of each exercise session during the first fortnight should be 
negotiated with the patient - from 1 to 10 minutes, depending on 
individual physical capabilities (except for patient already exercising, 
the duration should be one that the individual is currently coping with 
consistently).  

• Intensity of the exercise: a pace that the individual can perform 
comfortably, determined on a typical day for symptom severity (not 
better or worse than usual). The average peak heart rate when 
exercising at a comfortable pace on a typical day should be recorded, 
with this intensity representing the patient’s target heart rate (± 3 
bpm) for future sessions. The “warm-up” time that it takes for heart 
rate to reach this target is included in the overall exercise duration. 

• If the initial session was perceived by the patient too easy (i.e. an 
overall RPE score ≤ 9), a slight increase in duration could be 
considered. If the RPE score was > 14, then propose a decrease in 
duration of subsequent sessions to a time period that elicits an RPE 
score of 11–14. 

• At the end of each fortnight, patients should contact their doctor to 
determine the next fortnight’s exercise prescription. If patients coped 
with the exercise regimen, did not experience a major relapse, and 
reported averaged fortnightly RPE values of 14 or less, then the 
exercise duration for the following fortnight should be increased by 2–
5 minutes. If the average RPE score was 15 or higher, then the 
exercise duration should be reduced to a time period that elicits an 
averaged fortnightly RPE score of 11–14. 

• Same procedure and recommendations for the next and subsequent 
fortnights, in that individual target heart rate is kept constant, and RPE 
scores are recorded after each exercise session and averaged at the 
end of each fortnight. 

• Some days, patients feel comparatively well; however, to avoid 
relapses, they must adhere to their current exercise regimen and must 
not perform any extra exercise above this level. Same rule for normal 
everyday physical tasks, such as housework and gardening. 

• On days when symptoms are worse, patients should either shorten 
the session to a time they consider manageable or, if feeling 
particularly unwell, abandon the session altogether, and commence the 
exercise program again when symptoms subside to a tolerable level.  

• When recommencing exercise, the pace should be comfortable, while 
the duration should be reduced to a time that the individual feels is 
manageable and elicits an RPE score of 11–14. Patients should then 
continue at this modified duration for a fortnight and increase this 
time period for the subsequent fortnight only if the averaged 
fortnightly RPE score was 14 or lower. 

• Finally, if the duration of exercise reaches 30 minutes, patients could 
consider increasing the intensity of sections of the exercise session. 
An example of this would be where the first minute of every 10 
minute section of the session is performed at a higher intensity (RPE, 
15–16). The number of higher intensity minutes can be marginally 
increased each fortnight if averaged fortnightly. 

• RPE scores fall within the guidelines described earlier. 
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FROM A STABILIZATION PHASE TO A GRADING PHASE 

In their paper, Nijs et al. (2008)137 recommend the same exercise scheme as Wallman et 
al. (2005)138. However, they summarized the process in a simpler algorithm. As 
Wallman, they recommend to CFS patients learning to estimate their current physical 
capabilities prior to commencing an activity, keeping in mind the regular fluctuating 
nature of their symptoms. Firstly, a stabilization phase is proposed according to the 
following scheme:  

 
Source: Nijs et al. (2008)137 

When patients are able to manage their daily activity (i.e. symptom fluctuation is 
reduced to a manageable level) (stabilization phase), the therapist can then start to 
progress activity and exercise levels (grading phase). Patients who are functioning within 
the limits of their individual physical capabilities do not require pacing self-management 
(stabilization phase) and can immediately enter the grading phase, according to the 
following scheme: 
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Source: Nijs et al. (2008)137 

2.5.6 Occupational management 

A systematic review conducted by NHS-Plus Evidence based guidelines (2006)16 did not 
identify any primary research on the best way to manage return to work in individuals 
with CFS. 

However, Rimes and Chalder (2005) give some advices for employers (level of evidence 
2C).78  

According to these authors, the following points can be considered for employees with 
CFS who are currently off work but who have recovered sufficiently for a return to 
work:  

• There would be liaison between the employee, occupational health, 
management and human resources. 

• The occupational health professional would liaise, with the employee’s 
consent, with his/her general practitioner, consultant or treating 
practitioner. 

• Employer and employee would explore whether the employee 
perceives that any work issues have contributed to or are contributing 
to fatigue. This would include a full exploration of all aspects of the 
case, including work satisfaction and interpersonal issues. 

• An individualised return to work plan would be developed. This may 
include:78 

o building up work or work-related skills at home or in a voluntary 
position initially 

o gradually increasing hours of work (the employee may need to 
start with a dramatically reduced workload and hours of work, 
gradually increasing both, depending on progress) 

o regular breaks 

o regular review by an occupational health professional.  
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3 ECONOMIC EVALUATION OF CFS 
EVIDENCE-BASED TREATMENTS: A 
LITERATURE REVIEW 

3.1 INTRODUCTION AND LITERATURE SEARCH 

The aim of this chapter was to perform a detailed and critical appraisal of the published 
economic evaluations of evidence-based treatments against chronic fatigue syndrome 
(CFS).  

As stated in previous chapters, cognitive behavioural therapy (CBT) and graded exercise 
therapy (GET) can be considered as efficacious treatments against CFS. However, 
economic evaluations of those interventions are rare, although information about the 
relative cost-effectiveness of such treatments (and potentially other treatments) is 
desirable. 

The previous search of the relevant literature on the treatments’ effectiveness (see 
chapter 2) already allowed the identification of two articles about the cost-effectiveness 
of therapies against CFS.141, 142 This search also allowed the identification of UK 
guidelines about the management of CFS in which a limited overview of the health 
economic evidence about CFS treatment is reported.2    

In order to capture all the available economic evidence on CFS treatment, additional 
searches were performed by consulting various databases up to the end of March 2008. 
The HTA (CRD) database was questioned to retrieve published health technology 
assessment (HTA) reports on the topic. The EED (CRD), Medline (OVID), EMBASE and 
the Cochrane Library of Systematic Reviews databases were questioned to retrieve 
additional full economic evaluations (i.e. the studies comparing at least two alternative 
treatments in terms of costs and outcomes, see classification in appendix 1) and 
potential reviews of full economic evaluations of CBT or GET. No language or period 
restrictions were applied. Details of the searches can be found in the appendix 2.  

Altogether, the searches of the various databases returned 8 unique citations which 
were assessed on the basis of their title and abstract first, next on the basis of their full-
text. Following this process, only one additional study pertaining to the economic 
evaluation of CBT versus counselling therapy (CT) was identified.143 Two letters to 
editor144, 145 commenting the economic evaluation of Severens et al.142 were only 
retained as background information.  

The full text articles of the three economic evaluations and of the two letters were 
retrieved.141,142,143,144, 145 The three economic evaluations were then critically appraised 
and summarized in in-house data extraction forms (see appendix 3).  

In the following paragraphs we present the main characteristics of the three economic 
evaluations together with their results. Since they specifically pertain to CFS patients, 
which are the focus of this report, the characteristics and the findings of the economic 
evaluation of Severens et al.142 are first presented. The findings of Chisholm et al.143 and 
McCrone et al.141 are subsequently presented. These should rather be considered as 
informative since the target population of those studies is chronic fatigue patients, of 
which only a subset are CFS patients. 

During an update (end of May 2008) of the literature search about the economic 
evaluations of CFS treatments, the recent study of Annemans et al.146 was identified. 
This study was however not further considered for inclusion in the current review since 
it targets patients with fibromyalgia syndrome and since it is not a full economic 
evaluation. 

3.2 MAIN CHARACTERISTICS OF THE ECONOMIC 
EVALUATIONS 

An overview of the general characteristics of the three economic evaluations is 
presented in Table 5. All three studies were published before the year 2004 and were 
performed in Europe. Further all were RCT-based piggy-backed economic evaluations. 
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Table 5. General characteristics of the economic evaluations 

Author Publication Country Time Discount Costing perspective:

year CUA CEA horizon rate cost items included

Severens et al. 2004 Netherlands X X 14 months na Direct medical costs

Direct non-medical costs

Indirect costs

McCrone et al. 2004 UK - X 8 months na Direct medical costs

Direct non-medical costs

Chisholm et al. 2001 UK - X 6 months na Direct medical costs

Direct non-medical costs

Indirect costs

Analysis

CUA: cost-utility analysis; CEA: cost-effectiveness analysis; na: not applicable  

3.2.1 Analytical technique and outcome measures 

Severens et al.142 report their results in terms of cost-effectiveness ratios (Table 5). As 
CFS treatments are not expected to impact much on survival, the number of life-years 
gained (LYG) was not used as a measure of outcome, but rather surrogate measures of 
the improvements of the main CFS symptoms, i.e. number of patients with a clinically 
significant improvement in fatigue score. The change in fatigue was measured by the 
Checklist Individual Strength (CIS) Questionnaire.69 Further, Severens et al.142 also 
report their results in terms of cost-utility ratios, with outcomes expressed as quality-
adjusted life-years (Table 5). The EQ-5D questionnaire147 was used to collect patients’ 
preferences on their health state but the valuation set used to derive utilities is not 
explicitly stated by the authors.    

McCrone et al.141 and Chisholm et al.143 only report their results in terms of cost-
effectiveness ratios. The measures of outcome in those studies were the mean 
improvement in fatigue score141, 143 and the number of patients with a clinically significant 
improvement in fatigue score.141 In both studies, the change in fatigue was assessed by 
the Chalder Fatigue Questionnaire.68   

3.2.2 Perspective 

The costs categories considered by Severens et al.142 are direct medical costs (i.e. the 
costs of the intervention and other direct medical costs such as outpatient visits, 
medications…), direct non-medical costs (i.e. the costs of travelling to seek care, 
informal home care supporte, visits to practitioners for alternative medicine…) and 
indirect (or productivity) costs (i.e. the cost related to the absence of the patient from 
work due to the condition) (Table 5). In this study,142 those three cost categories were 
combined to present the results under a “Societal” perspective. The results were also 
presented under a “Payers” perspective by ignoring the indirect costs category and by 
combining only the direct medical cost with the direct non-medical cost categories.  

The cost categories considered in McCrone et al.141 and in Chisholm et al.143 consisted 
also in direct medical and direct non-medical costs. Indirect (productivity) costs were 
further considered in Chisholm et al.143 only.  

The combination of these cost categories for the computation of the cost-effectiveness 
was however different between both studies, so that their results cannot be compared 
on the basis of a unique costing perspective. In Chisholm et al.,143 results are presented 
including direct medical costs alone (“Health Care Payers” perspective) and in 
combination with direct non-medical costs and indirect costs (“Societal” perspective).  

In McCrone et al.,141 results are only presented by combining direct medical costs with 
direct non-medical costs (“Payers” perspective).  

3.2.3 Time horizon and discount rate 

The time horizon of the economic evaluations was limited by the duration of the follow-
up period of the trials they rest on. This follow-up period was 14 months in Severens et 

                                                 
e  Informal home care is defined as the time spent by friends or relatives for personal support, child care, 

help in or around the house, help outside the home or other tasks.  
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al.142 based on the Prins et al.88 trial (Table 5). The time horizon in Severens et al.142 is 
certainly long enough to capture important clinical changes such as improvements in 
fatigue. However, due to the chronic nature of CFS and since CFS may require 
maintenance treatment later in time, costs and outcomes should be tracked for a longer 
timeframe, ideally over a patient’s lifetime. Severens et al.142 did not use modelling to 
extrapolate their results to longer timeframes.  

The follow-up period was limited to 6 months in Chisholm et al.143 (based on the 
Ridsdale et al.148 trial) and to 8 months in McCrone et al.141 (based on an other Ridsdale 
et al.149 trial).  

Given their short timeframe, none of the studies applied discounting (Table 5). 

3.2.4 Population 

In Severens et al.142 and its underlying trial,88 the target population consisted in patients 
with CFS. Patients were included if they were aged 18 to 60 years, if they had a score of 
40 or more on the subscale fatigue severity of the Checklist Individual Strength (criteria 
for CFS according to Fukuda et al.12) and if they had a score of 800 or more on the 
Sickness Impact Profile.  

In Chisholm et al.143 and in McCrone et al.,141 the target population was more broadly 
defined and included patients with chronic fatigue. Only a subset of those patients was 
thus classified as having CFS (about 30% of the trial population in McCrone et al.141) In 
those studies and in their underlying trials,148,149 patients were included if they were aged 
16 to 75 years, if they had complaints of fatigue as a main or important problem and if 
their fatigue symptoms lasted for more than 3 months. In those studies, sub-group 
analyses pertaining only to the subset of CFS patients were not performed.  

3.2.5 Intervention / comparators 

As explained in a previous chapter (section 2.5.3.1.), cognitive behaviour therapy (CBT) 
is a combination of cognitive and behaviour therapy. CBT is delivered by trained 
therapists and includes energy/activity management, the establishment of a sleep 
routine, goal setting and psychological support.  

In Severens et al.,142 the alternative therapeutic strategies compared to CBT were 
guided support group (SG) and a do nothing (DN) strategy (Table 6). SG consisted in 
meetings between groups of CFS patients and open discussions about their own 
condition, under the supervision of a single therapist. The DN strategy represented the 
medical seeking behaviour of CFS patients as in current practice. 

In McCrone et al.141 and in Chisholm et al.,143 the therapeutic strategies compared to 
CBT were graded exercise therapy (GET)141 and counselling therapy (CT)143 (Table 6). 
GET consisted in structured and progressively increasing activities or exercises under 
the supervision of a therapist, with the aim to improve the patient's physical condition. 
CT consisted in discussions among CFS patients and a trained counsellor, allowing the 
patient to share his concerns and difficulties in a supportive environment.  

Table 6. Comparators to CBT 

Author Publication

year Intervention Trial source CBT Comparator

Severens et al. 2004 Guided Support Group (SG) Prins et al., 2001 16 x 60 min SG:  11 x 90 min

Do Nothing (DN)

McCrone et al. 2004 Graded Exercise Therapy (GET) Ridsdale et al., 2004 6 x 45 min GET: 6 x 45 min

Chisholm et al. 2001 Counselling Therapy (CT) Ridsdale et al., 2001 6 x 50 min CT:  6 x 50 min

Cognitive Behaviour Therapy compared with Therapy intensity

CBT: cognitive behaviour therapy; SG: guided support group; GET: graded exercise therapy; CT: counselling therapy

 
In Severens et al.,142 the various therapeutic strategies administered to CFS patients 
consisted in 16 sessions of 60 minutes each for CBT and 11 sessions of 90 minutes each 
for SG (Table 6).  
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The treatment pattern for chronic fatigue patients was less intensive than for CFS 
patients since only 6 sessions (of CBT, GET or CT) of 45-50 minutes each were 
administered to chronic fatigue patients in McCrone et al.141 and in Chisholm et al.143  

3.2.6 Unit costs of the therapeutic strategies 

The original unit costs of the therapeutic strategies are reported in Table 8. To improve 
the comparison between studies, original costs were standardized in common euros of 
the year 2007 using Consumer Price Indices and Purchasing Power Parities (Table 7). 

Table 7. Correction for price inflation and currency conversion 

Author Publication Country Costing Original CPI PPP

year year currency m ultiplicatora m ultiplicator

Severens et al. 2004 Netherlands 1998 € 1,21653 1,00679

McCrone et al. 2004 UK 2001 £ 1,11166 1,35671

Chisholm et al. 2001 UK 1998 £ 1,14913 1,35671

a. From costing year to 2007; Consumer Price Indices (CPI) and Purchasing Power Parities (PPP) were

obtained from the OECD website, accessed on April the 24th 2008 (www.stats.oecd.org)  
The cost of a CBT session greatly differed according to the population targeted in the 
studies. In Severens et al.,142 a 60-minutes CBT session delivered to CFS patients costs 
€114 (Table 8), while in McCrone et al.141  and in Chisholm et al.,143 a 45-50-minutes 
CBT session delivered to chronic fatigue patients is worth about the half (€50).  

In the three economic evaluations, the unit costs for CBT cover the actual time spent 
by the therapist (for patients-based or administrative activities) and his training. Beside 
this, the unit costs for CBT in Severens et al.142 also cover an extensive diagnostic 
procedure to identify CFS patients eligible to this form of therapy. Without those 
diagnostic costs, the unit costs of CBT for CFS patients (€83 per session) still remain 
higher than those for chronic fatigue patients.f 

Table 8. Cost per CBT, SG, GET and CT session 

Author Publication Country CBT

year Intensity CBT SG GET CT CBT SG GET CT

Severens et al.a 2004 Netherlands 16 x 60 min €93,1 €38,5 - - €114,1 €47,2 - -

McCrone et al. 2004 UK 6 x 45 min £30,0 - £30,8 - €45,2 - €46,4 -

Chisholm et al. 2001 UK 6 x 50 min £33,3 - - £23,3 €52,0 - - €36,4

Original cost per session Cost in 2007 Belgian €

a. In Severens et al., the additional cost of extensive diagnostic activities is shared out in the cost of a CBT session.

Without those diagnostic costs, the cost of a CBT session becomes €82,6 (cost in 2007 €); CBT: cognitive behaviour

therapy; SG: guided support group; GET graded exercise therapy; CT: counselling therapy  
The unit costs for other therapies appeared to be relatively similar (Table 8). With the 
exception of McCrone et al.,141 a CBT session is estimated to be more expensive than 
its comparators.  

3.3 RESULTS OF THE ECONOMIC EVALUATIONS 

3.3.1 Incremental costs 

A breakdown of the mean costs per patient for each therapy considered is presented in 
Table 9, together with the incremental costs of CBT over its comparators. 

                                                 
f  The higher unit cost of a CBT session in The Netherlands, even after deduction of the diagnostic costs, 

may be due to the fact that CBT was administered in the outpatient department of a university hospital in 
this country, whereas it was administered in community care in The UK.    
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Table 9. Mean and incremental costs (95% confidence interval) 

Author

Time horizon

Original costs

Severens et al. Intervention costs €1490 €0 - - €1490b - -

(2004) Other direct medical costs €556 €790 - - -€234b - -

14 months Direct non-medical costs €488 €714 - - -€226b - -

Indirect costs €20490 €22353 - - -€1863b - -

Total costs - Payers €2534 €1504 - - €1030 b - -

Total costs - Society €23024 €23857 - - -€833 b - -

McCrone et al. Direct medical costs Not stated - - Not stated - - Not stated -

(2004) Direct non-medical costs Not stated - - Not stated - - Not stated -

8 months Total costs - Payers Not stated - - Not stated - - -£193 (-£946–458) c -

Chisholm et al. Intervention costs £164 (150–181) - - - £109 (96–119) - - £55 (35–76)

(2001) Other direct medical costs -£36 (-145–81) - - - -£43 (-114–36) - - £4 (-124–144)

6 months Direct non-medical + indirect costs -£125 (-1048–645) - - - -£241 (-860–43) - - £116 (-976–1086)

Total costs - HCP £129 (23–242) - - - £65 (-6–146) - - £63 (-42–258)

Total costs - Society £4 (-928–822) - - - -£176 (-793–410) - - £180 (-968–1103)

Costs in 2007 Belgian €

Severens et al. Intervention costs €1825 €0 - - €1825b - -

(2004) Other direct medical costs €681 €968 - - -€287b - -

14 months Direct non-medical costs €598 €874 - - -€277b - -

Indirect costs €25096 €27378 - - -€1863b - -

Total costs - Payers €3104 €1842 - - €1262 b - -

Total costs - Society €28199 €29220 - - -€1020 b - -

McCrone et al. Direct medical costs Not stated - - Not stated - - Not stated -

(2004) Direct non-medical costs Not stated - - Not stated - - Not stated -

8 months Total costs - Payers Not stated - - Not stated - - -€291 (-1427–691) c -

Chisholm et al. Intervention costs €255 (234–282) - - - €169 (150–186) - - €85 (55–118)

(2001) Other direct medical costs -€56 (-226–126) - - - -€67 (-178–56) - - €6 (-193–225)

6 months Direct non-medical + indirect costs -€194 (-1634–1006) - - - -€375 (-1341–67) - - €180 (-1522–1693)

Total costs - HCP €201 (36–377) - - - €101 (-9–228) - - €98 (-65–402)
Total costs - Society €6 (-1447–1282) - - - -€274 (-1236–639) - - €280 (-1509–1720)

c. The comparison between CBT and SG is not performed since SG is dominated by CBT, i.e. SG is more expensive and less clinically effective than CBT; b. Own

computations; c. Mean value and 90% confidence interval; CBT: cognitive behaviour therapy; SG: guided support group; DN: do nothing; GET: graded exercise

therapy; CT: counselling therapy.  

GET CT DN
(Publication year)

categories

Cost

€424

€1184

Mean total costs Incremental costs: CBT versus

CBT SGa DN GET CT

€989

€15165

€2597

€17762

€3181

€21755

€519

€1450

€1211

€18574

 
In Severens et al.,142 the mean total costs of CBT (€3 104) are higher than those of its 
comparator (DN: €1 842) from the perspective of the payers (i.e. including direct 
medical and direct non-medical costs). In this study,142 CBT was found to result in a 
mean incremental cost of €1 262 over DN but a confidence interval around this mean 
value was not reported. It was thus not possible to assess the statistical significance of 
this result.  

When a societal perspective was adopted (i.e. including direct medical, direct non-
medical and indirect costs), CBT became cost saving (incremental total costs over 
DN: - €1 020). Compared to DN, the additional costs of doing CBT (intervention costs 
of €1 825) are thus largely compensated by the reduction in productivity (indirect) 
costs. Since no confidence interval was reported, it is however not possible to assess 
whether this result is statistically significant. 

From the perspective of the health care payers (i.e. including only direct medical costs 
for patients diagnosed with chronic fatigue), the mean total costs of CBT in Chisholm et 
al.143 were higher than those of CT. By contrast, with a unit cost for GET (€46.4) higher 
than the unit cost for CBT (€45.2), McCrone et al.141 reported that CBT was less 
expensive than GET from the perspective of the payers. In Chisholm et al.143 and in 
McCrone et al.,141 the incremental total costs of CBT over CT and GET, respectively, 
were associated with large 95% confidence intervals crossing zero. This indicates that, in 
both studies, CBT may well be more or less (or even equally) costly than its 
comparators. Chisholm et al.143 have evaluated the number of days that patients were 
unable to work because of their condition and have incorporated the value of the time 
lost in their economic evaluation. They found that CBT remained more costly than CT, 
even when a societal perspective was adopted. The confidence interval associated with 
this mean incremental total cost was however large and included the value zero (€280, 
95% CI: - €1 509−1 720).  
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3.3.2 Incremental health outcomes 

Table 10 provides a comparison of the values of the three main health outcomes 
reported by the studies.  

Table 10. Mean and incremental health outcome (95% confidence interval) 

Author Publication Time Incremental outcome: CBT vs

year horizon CBT SGa DN GET CT DN GET CT

Quality adjusted life years

Severens et al. 2004 14 months 0,074 -0,002 0,046 - - 0,028 - -

Mean decrease in fatigue score

McCrone et al. 2004 8 months 2,7 (-0,6–6,0) - - 2,4 (-0,6–5,4) - - 0,3 -

Chisholm et al. 2001 6 months 7,34 (5,5–9,1) - - - 8,28 (6,5–10,0) - - -0,9 (-3,6–1,8)

Percentage of patients with a clinically significant decrease in fatigue

Severens et al. 2004 14 months 27% 11% 20% - - 7% - -
McCrone et al. 2004 8 months 79% - - 73% - - 6% -

a. The comparison between CBT and SG is not performed since SG is dominated by CBT, i.e. SG is more expensive and less clinically

effective than CBT; CBT: cognitive behaviour therapy; SG: guided support group; DN: do nothing; GET: graded exercise therapy; CT:

counselling therapy.

Mean health outcome

 
Based on the positive mean values reported by the studies, it appears that all therapies 
(with the exception of SG142) considered in the economic evaluations improve the 
health outcome of both CFS142 and chronic fatigue141, 143 patients between baseline and 
follow-up. The degree of statistical significance of this mean improvement is however 
hard to assess since confidence intervals around the means are either not reported or 
comprise the value zero.141  

In Severens et al.,142 treatment with SG was found to reduce the quality of life of CFS 
patients from intake to 14 months follow-up (-0.002). This option was thus discarded by 
the authors as a relevant comparator to CBT. Compared to DN, the gain in QALYs 
obtained by CBT is small with 0.028 QALYs gained (about 10 days) over a 14 months 
follow-up.142 Although no confidence interval was reported, Severens et al.142 stated that 
this small advantage of CBT over DN is highly statistically uncertain. Likewise, the 
percentage of CFS patients with a clinically significant decrease in fatigue was 7% higher 
in the CBT group than in the DN group but because confidence intervals were not 
reported, it was not possible to assess whether this small advantage of CBT is 
statistically significant or not.142 

Treating chronic fatigue patients with CBT resulted in a mean improvement in the 
fatigue score of 0.3 units compared to GET,141 and in a mean deterioration of 0.9 units 
compared to CT.143  

Both results did however not show statistical significance since the confidence intervals 
of the mean changes of CBT and GET largely overlapped (CBT: 2.7, 95% CI: - 0.6−6.0; 
GET: 2.4; 95% CI: - 0.6−5.4)141 and since the reported confidence interval around the 
incremental change between CBT and CT crossed zero (- 0.9; 95% CI: - 3.6−1.8).143 The 
clinical effectiveness of CBT, expressed as mean unit change in the fatigue score, may 
thus well be similar to that of GET or CT for chronic fatigue patients. The percentage 
of chronic fatigue patients with a clinically significant decrease in fatigue was 6% higher in 
the CBT group than in the GET group but no confidence interval around this mean 
value was reported in McCrone et al.141     

3.3.3 Cost-effectiveness ratios 

The studies results are summarised in Table 11 and are discussed below. 

3.3.3.1 CFS patients: CBT versus DN 

From the perspective of the payers, Severens et al.142 reported a cost-effectiveness ratio 
for CBT versus DN of €25 147 per additional patient with clinically significant 
improvement or €63 250 per QALY gained. The uncertainty around those ICERs was 
estimated by plotting the results 1 000 bootstrap replications of the incremental costs 
and outcomes on the cost-effectiveness plane and by reporting the proportion of the 
dots in each quadrant. From the perspective of the payers, none of the 1 000 
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replications were found in the lower quadrants, indicating a significantly higher cost for 
CBT than for DN. CBT further demonstrated a small clinical advantage (whether 
expressed in terms of patients with a clinically significant improvement or in terms of 
QALYs gained) over DN since 64% to 78% of the dots were found in the right 
quadrants. The uncertainty about the cost-effectiveness of CBT over DN remains 
however high since CBT was thus found to increase the total direct costs at an either 
better (in 64 – 78% of cases) or worse (in 22 – 36% of cases) clinical effectiveness than 
DN.  

When a societal perspective was adopted, the ICER of CBT versus DN became more 
favourable with a cost per QALY gained of €26 180.142 With the inclusion of the 
productivity (indirect) costs, there is indeed now a probability of 54% that CBT reduces 
the total costs compared to DN. As for the payers’ perspective, CBT also 
demonstrated a small clinical advantage over DN with 65% of the iterations in the right 
quadrants. The uncertainty around those results for the society is also extremely high 
since the dots simulated were almost evenly scattered around the four quadrants of the 
cost-effectiveness plane.  

3.3.3.2 Chronic fatigue patients 

CBT VERSUS GET 

From the perspective of the payers, McCrone et al.141 found that, compared to GET, 
CBT resulted in a non-significant improvement in clinical outcome (expressed in terms 
of mean decrease in fatigue score) and in a non-significant decrease in total costs (see 
Table 9 and Table 10). Based on 5 000 bootstrap replications of the incremental costs 
and outcomes of CBT versus GET, McCrone et al.141 found that CBT had the highest 
probability of being the optimal therapy (i.e. of resulting in a higher net benefit 
compared to GET) for any value of the ceiling ratio. This probability was however only 
59% at the ceiling ratio of €0 per patient with a clinically significant improvement (i.e. if 
society does not place any value on a clinical improvement in fatigue), and at most 76% 
for any value of the ceiling ratio above €7 540. Higher values of the ceiling ratios did not 
increase the probability of CBT acceptance over GET since the costs and outcomes of 
both therapies were very similar.  

CBT VERSUS CT 

Chisholm et al.143 found that there is almost neutrality between CBT and CT in terms of 
incremental costs and change in fatigue score (seeTable 9 and Table 10) so that there is 
no cost-effectiveness advantage of one strategy over the other, neither from the health 
care payer nor the societal perspective. 
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Table 11. Results of the studies 

Authors

Country

Severens et al.

(2004) Payers DN €20532 (€25147) per patient with a clinically significant improvement 22% 78%

The Netherlands 0% 0%

Payers DN €51642 (€63250) per QALY gained 36% 64%
0% 0%

Society DN €21375 (€26180) per QALY gained 15% 31%

20% 34%

McCrone et al.

(2004) Payers GET Probability CBT is cost-effective at £0 threshold: 0.589 Not reported

UK Probability CBT is cost-effective at £5000 (€7540) threshold: 0.766

Payers GET Probability CBT is cost-effective at £0 threshold: 0.663 Not reported

Chisholm et al.

(2001) HCP CT Unconclusive results Not reported
UK Society CT Unconclusive results Not reported

Outcome: Mean decrease in fatigue score

a. The original figures are first reported. Figures in parentheses are original figures converted to Belgian 2007 €; b. The horizontal

axis represents the difference in effect between the intervention of interest (A) and the relevant alternative (O), and the vertical

axis represents the difference in costs. Upper right quadrant: A is more effective and more costly than O. Lower right quadrant: A

is more effective and less costly than O. Lower left quadrant: A is less effective and less costly than O. Upper left quadrant: A is less

effective and more costly than O; CBT: cognitive behaviour therapy; DN: do nothing; GET: graded exercise therapy; CT: counselling

therapy 

(Publication year)
Viewpoint

Outcome: Mean decrease in fatigue score

Results

Outcome: Additional patient with a clinically significant improvement 

Outcome: QALY gained

Incremental cost-effectiveness ratioa Cost-effectiveness planebCBT vs

Outcome: Additional patient with a clinically significant improvement 

 

3.4 SENSITIVITY ANALYSES 

Besides probabilistic modelling, none of the studies performed any further extensive 
sensitivity analysis on the cost-effectiveness of CBT versus its comparators.  

In Severens et al.,142 varying the unit costs of a CBT session was found to have a great 
impact of the total mean incremental cost. Setting the therapist training costs to zero 
reduced the ICER of €25 147 per patient with a clinically significant improvement to 
€21 774 from the payers’ perspective, and the ICER of €26 180 per QALY gained to 
€17 737 from the societal perspective.   

3.5 CONCLUSION 

From this review of the economic literature, it can be concluded that the administration 
of CBT to CFS patients is a dominant option compared to SG since, based on the 
reported mean QALYs and total costs from the payers’ perspective (in the context of 
the Netherlands), SG was found to be both more costly and less clinically effective than 
CBT.142 Further, the administration of CBT to CFS patients was found to be more 
costly than DN for the payers’, but further resulted in a small clinical advantage over 
DN. The probability that CBT is more clinically effective than DN was indeed evaluated 
at 64% to 78%.142 

A strong limitation to the above conclusions is that they rely on the results of a single 
published economic evaluation of various treatment options for CFS patients.142 In view 
of this limited evidence, ideally other economic evaluations targeting this specific 
population could be conducted to validate (or refute) Severens et al.’s142 results.  

Concerning treatment of chronic fatigue patients (patients not fulfilling all CFS-criteria), 
it can further be concluded based on the results of two economic evaluations,141, 143 that 
the comparative advantage of CBT against other therapies for the treatment of chronic 
fatigue patients is extremely weak, both in terms of incremental costs and clinical 
effectiveness. Neither Chisholm et al.143 nor McCrone et al.141 could demonstrate a 
clear and significant difference in the costs and outcomes of CBT versus GET or CT, 
suggesting that those therapies may all well be equally costly and clinically effective.  
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CBT seems however to present a small advantage over GET since the probability that 
CBT results in higher net benefits than GET varied from 59% to at most 76%.141     

None of economic evaluations reviewed here (whether targeting CFS or chronic fatigue 
patients) assessed the cost-effectiveness of the joint administration of CBT plus GET 
versus a relevant comparator. Though the direct medical costs of administering both 
therapies to CFS patients will certainly be much higher than those of administering a 
unique therapy, the potential additional savings in productivity costs and potential 
additional therapeutic gains of both therapies combined are currently unknown. 
Therefore, the comparative advantage of a combined CBT plus GET therapy for CFS 
patients versus CBT or GET alone cannot be estimated. 

Given the great uncertainty of the studies’ results it appears surprising that, despite 
probabilistic modelling, not all of the studies report the confidence intervals around 
their mean and incremental costs and outcomes. This is crucial especially since the 95% 
confidence interval of the incremental costs or outcomes is expected to show a 
negative lower bound. Further, in the presence of such uncertainty, the percentage of 
the simulated results falling in each quadrant of the cost-effectiveness plane should be 
reported, together with the net benefit function for various values of the ceiling ratio.150 
This was only partly done in Severens et al.142 and in McCrone et al.141 Due to their 
design, RCT-based piggy-backed economic evaluations inevitably present some 
weaknesses, such as a limited time horizon or a lack of power to demonstrate 
differences in costs or outcomes (if only a subset of the original RCT population is used 
for the economic evaluation). This could have been dealt with (at least partly) by the 
use of modelling.  

The uncertainty of the studies results in general hampers to derive any firm conclusion, 
let alone to extrapolate the results to the Belgian context. The main factors precluding 
the transferability of the results to Belgium being the relative costs of CBT and its 
comparators, and the costs CBT treatment, informal care and productivity. These costs 
are much likely to vary between countries, due to differences in price levels and 
treatment practices. Another factor precluding the generalizability of the results is the 
intensity at which CBT and other therapies against CFS are administered in Belgium. 
The extent to which different intensities of CFS therapies have an impact on the clinical 
outcomes is however not clear.  

Recently, NICE has done such a transferability exercise by running the Dutch economic 
evaluation of Severens et al.142 using local UK costs to meet the NICE NHS perspective 
(i.e. a health care payer perspective). Using the reported QALY difference at 14 months 
from Severens et al.,142 they report a mean ICER of £16 036 (€22 251) per QALY 
gained. No conclusion was drawn from this figure since the ICER was highly dependent 
on variations in the utility gains.    

In short, in view of the limited evidence available about the cost-effectiveness of CBT 
versus other therapies, the comparative advantage of CBT in terms of costs and clinical 
effectiveness could not be demonstrated with certainty. For CFS patients in particular, 
CBT increased the total direct costs at an either better (in 64 – 78% of cases) or worse 
(in 22 – 36% of cases) clinical effectiveness than DN.142 For chronic fatigue patients in 
general, CBT was found to be equally cost-effective as CT,143 and only slightly more 
cost-effective than GET.141 Given the uncertainty associated with those results, the 
selection of a therapeutic strategy for the treatment of CFS patients is likely to consider 
other factors, such as the accessibility to health care or the individual preferences of the 
patients.  
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Key messages 

• Based on the limited cost-effectiveness evidence available, the comparative 
advantage of CBT versus other therapies (DN, GET, CT or SG), whether for 
CFS or chronic fatigue patients, could not be demonstrated with certainty. 

• The administration of CBT (16 sessions) to CFS patients decreased direct 
non-intervention (medical and non-medical) costs as compared to DN.  

• However, including intervention costs significantly increased the total direct 
(medical and non-medical) costs at an either better (in 64 – 78% of cases) or 
worse (in 22 – 36% of cases) clinical effectiveness than DN. Including indirect 
costs turned out to be cost saving (in the context of the Netherlands), 
although this conclusion was also highly uncertain. 

• For chronic fatigue patients, the probability that the administration of CBT 
(6 sessions) is the optimal strategy as compared to GET (i.e. CBT results in 
higher net benefits than GET) varies from 59% to at most 79%.   

• For chronic fatigue patients, the administration of CBT (6 sessions) as 
compared to CT, did not demonstrate any significant clinical or economic 
advantage. 

• The evidence about the cost-effectiveness of therapeutic strategies for CFS 
patients is scarce. New economic evaluations should best use modelling to 
extrapolate their results.  

• None of economic evaluations assessed the cost-effectiveness of the joint 
administration of CBT plus GET versus a relevant comparator. 
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4 PROGNOSIS: A LITERATURE REVIEW 
4.1 LITERATURE REVIEW 

The literature review conducted in the chapter 2 identified a systematic review on 
disability caused by CFS20 and another one describing the prognosis of chronic fatigue 
syndrome.151 In this last paper, a comprehensive search was undertaken from January 
1980 to October 2003. Consequently, we undertook an updating literature search since 
2003 to 2008 (see Appendix 1).  

The primary search in Medline (search window: 2003-2008) yielded 37 citations and the 
primary search in Embase (search window: 2003-2008) yielded 63 citations. One 
reviewer assessed all titles and abstracts identified from the searches of these two 
electronic databases for potential relevance. Of these, only 5 focused on prognosis in 
CFS patients and were accepted, one of which being the systematic review 
aforementioned.151,65,6,152,153 These five papers were retrieved in full and then assessed 
for possible inclusion. The paper aiming to distinguish prognosis of different fatigue 
diagnostic labels6 was not included according to the lack of clear definition of CFS cases 
and other methodological biases. 

4.2 RESULTS 

The systematic review performed by Ganz et al.20 included 53 studies which described a 
total of 4 558 patients with CFS; 22 of these studies also described healthy controls (n = 
775). Most studies were conducted in North America (n studies = 30; n patients = 1 
942). Twenty were performed in Western Europe (n patients = 1 807), and two in 
Australia or New Zealand (n patients = 65). One study was multicontinental (n = 744). 
For inclusion in this systematic review, studies were required to use at least one of the 
four accepted diagnostic criteria for CFS. Among CFS patients, 76% were female. Mean 
age was reported in 48 studies (n patients = 4 372), and ranged from 24.7 to 46.1 years, 
with a mean of 38.4 years. Mean duration of CFS in all studies that reported this 
parameter (n studies = 40, n patients = 3 976) was 5.5 years, and ranged from 1.9 to 8.5 
years. 

The total number of employed CFS patients was reported in 35 studies (n = 2 652; 42% 
employed). The number of unemployed patients was reported in 37 studies (n = 2 720; 
54% unemployed). Some studies divided employment into full- time vs. part-time, and in 
these studies, an even greater difference was seen between CFS patients and controls. 
In 16 studies reporting this measure, only 19% of 967 CFS patients worked full-time, 
while in two of these studies, 75% of 53 controls worked full-time. None of the baseline 
demographic, clinical or psychiatric traits (age, gender, marital status, mean duration of 
CFS symptoms, mean number of years of education, and incidence of depression) have 
been shown to be consistently predictive of CFS patients’ improvement and ability to 
return to work. 

In Cairns et al. literature review,151 prognosis was described in terms of the proportion 
of individuals improved during the period of clinical follow-up after diagnosis was made 
and without systematic intervention (natural course). Return to work, other medical 
illnesses and death as outcomes were also considered, as were variables which may 
influence prognosis. Twenty-eight articles met the inclusion criteria and, for the 14 
studies of subjects meeting operational criteria for CFS, the median full recovery rate 
was 7% (range 0–48%) and the median proportion of patients who improved during 
follow-up was 39.5% (range 8–63%). Recovery rate varied according to duration of 
follow-up, one study showing 31% recovery at 5 years compared with 48% at 10 years. 
In five studies, a worsening of symptoms during the period of follow-up was reported in 
between 5 and 20% of patients.  

The secondary care studies reported a median recovery rate of 23.5% (range 2–70%). 
The median proportion of patients who improved during follow-up was 44% (range 38–
64%) in four studies having reported this outcome. There is no evidence that older age 
and high fatigue severity at baseline would be predictive of a worse outcome as well as 
there were no clear physical predictors of outcome.  
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Conversely, a sense of control over symptoms and not attributing illness to a physical 
cause were all associated with a good outcome. Return to work at follow-up ranged 
from 8 to 30% in the three studies that considered this outcome. Whereas no 
significant predictor of return to work was identified, the probability to return to work 
is lower for those who had a diagnosis of major depression at baseline. Moreover, 
patients who had been ill for many years and experienced long periods of sickness 
absence have more difficulties to return to work than workers having short periods of 
sickness absence. 

A prospective study in a clinic-based cohort followed the natural course of a cohort of 
patients with CFS (n=93) over a 1.5-year period.153 Approximately 18% of the patients 
no longer met criteria for CFS at their last research appointment 1.5 years after their 
index visit. Results of general linear mixed model analyses showed that (estimate 
[standard deviation], p-value): less education (-0.42 [0.18], p=0.02), being unemployed 
(1.29 [0.58], p=0.03), worse mental health (-0.05 [0.01], p<0.001), more use of sedating 
(0.72 [0.28], p=0.01) and antidepressant (0.51 [0.25], p=0.04) medications, and more 
somatic attributions for their illness (0.65 [0.18], p<0.001) were associated with worse 
symptom severity over time.   

Finally, Darbishire et al. (2005)152 explored the role of baseline characteristics of 105 
patients who presented with fatigue in primary care in determining outcome following 
either graded exercise or cognitive behavioural therapy. Chronic fatigue syndrome 
status, i.e. meeting Fukuda’s criteria, was the most robust predictor of final fatigue 
following therapy. While, individually, functional impairment and greater perceived 
negative consequences add to the power of chronic fatigue syndrome status to predict 
final fatigue, they add no more power when combined. 

According to the report published by the Royal College of Paediatrics and Child Health 
(2004)17, there are no paediatric population-based follow-up studies to provide evidence 
of prognosis. Information on prognosis and prognostic factors comes from longitudinal 
follow-up of case series, where it is difficult to determine the representative nature of 
the cases and the effect of responder bias. Most studies only involve few cases, with a 
variable duration of follow-up both within and between studies, making correlation with 
care/treatment not possible. Conclusions that could be drawn are that prognosis is 
more favourable for children than for adults with 60-80% of CFS children partially or 
completely recover with an average duration of illness of 3-4 years. No studies have 
reported any death from the condition. 
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Key messages 

• Three quarters of CFS patients are women, and this disorder is most 
common in young persons between the ages of 25 and 50 years. 

• Physical and cognitive impairments experienced by CFS patients are 
endured for many years (range 2 – 8 years). 

• More than a half of CFS patients are unemployed or loss their job due to 
their condition. 

• Among employed CFS patients, less than 20% work full-time. 

• There is no evidence that older age and high fatigue severity at baseline 
would be predictive of a worse outcome. 

• No baseline demographic, clinical or psychiatric traits can predict CFS 
patients’ improvement and ability to return to work. 

• However, more somatic attributions for illness are likely to be associated 
with worse symptom severity over time.   

• Recovery is most common within the first 5 years of illness. The proportion 
of CFS patients who fully recover without systematic intervention is low 
(median rate of 7%) but the proportion of CFS patients who improve is 
higher (median rate of 39.5%); these proportions increase over time (after 5 
and 10 years). 

• The worsening of symptoms during follow-up occurs in 5-20% of CFS 
patients. 

• Patients who had been ill for many years and experienced long periods of 
sickness absence have more difficulties to return to work. 

• Prognosis for CFS children and teenagers is more encouraging, with partial 
or total recovery obtained after 3-4 years. 

• Measuring outcomes in terms of patients needs (e.g. quality of life, relieving 
fatigue and pain) and societal needs (e.g. return to employment, fewer 
expenses devoted to diagnosis and rehabilitation) are both valuable. 
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5 PATIENT ISSUES 
5.1 METHODOLOGY 

In order to identify and describe available information about patients’ experiences with 
the illness, the relationships with others, the healthcare system or the administration as 
well as their expectations and/or complaints, we explored several approaches: 

Firstly, the primary search in PsychInfo yielded 90 references and the primary search in 
Sociological Abstracts (CSA Illumina) yielded 39 citations (see Search Strategy in 
Appendix 1). No period restriction was applied. One reviewer assessed all titles and 
abstracts identified from the searches of these two electronic databases for potential 
relevance. Of these, 22 focused on CFS patients’ experiences with the illness, the 
healthcare system or the administration and were accepted. These papers were 
retrieved in full and then assessed for possible inclusion.  

Secondly, in February 2008, we have conducted a search on websites developed by 
patients support groups. The review was broad searching the following websites:  

France 

• L'Association Française du Syndrome de Fatigue Chronique et de 
Fibromyalgie : (http://asso.nordnet.fr/cfs-spid/ et http://www.cfs-
news.org/francais.htm) 

Belgium 

• CVS Contactgroep (http://www.cvscontactgroep.be/)  

• E.M./ C.F.S. : Association de Belgique E.M. et de la Fatigue Chronique 
(http://www.me-cvs.be/) 

UK 

• The ME Association (http://www.meassociation.org.uk/) 

• Patient Support Group UK 
(http://www.patient.co.uk/showdoc/27000752/) 

• Association of Young People with ME (http://www.ayme.org.uk/) 

The Netherlands 

• ME/CVS Stichting Nederland (http://www.me-cvs-stichting.nl/) 

Germany  

• MCS + CFS – Initiative NRW: Multiple Chemical Sensitivity / Chronic 
Fatigue Syndrome – Initiative NRW e.V. (http://www.mcs-cfs-
initiative.de/index.html) 

Québec 

• L’Association Québécoise de l’Encephalomyélite Myalgique 
(http://www.aqem.org/index.php) 

5.2 RESULTS 

Qualitative studies among CFS patients are available to expose patients’ experiences 
with their illness,154 their relationships with others155,156 and coping strategies used.156 In 
most studies, qualitative data were obtained from interviews using a guided 
questionnaire among small sample of patients (5154, 16156, 17157,158 to 25159), including men 
and women with illness duration varying between 1 and 40 years. Studies conducted by 
Asbring159,155 only considered women. Analyses used process of thematic analysis,154 
narrative typologies,158 or grounded theory159, i.e. only theoretical concepts that 
coincide with the data are used. Studies were mainly conducted in CFS clinics and the 
generalisability to wider populations should be made with caution. 

Many CFS patients are not all that easy to engage face to face. They are too slow, too 
tired, too ill and pained.  
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The internet allows patients to “discuss” asynchronically when they are needed and 
when they feel better. Based principally on a large archive of internet newsgroup 
postings, and on fieldwork and published debates, an original article160 examines how 
facts are talked about and experienced by CFS sufferers. 

5.2.1 Patients’ feelings and symptoms  

At the onset, patients believed that they had the flu or an acute viral illness and treated 
the symptoms consequently. At first, the symptoms were tolerated because considered 
to be linked to an acute illness, having to rapidly recover. Time was taken off from work 
or school as necessary. The next stage was the realisation that symptoms did not follow 
the normal pattern for flu or infection, lasted longer than expected and became more 
severe yet remained non-specific.157 

Patients may experience daily fluctuations in symptoms of CFS although symptoms 
remain present and impair functioning. Compared to healthy subjects, CFS patients 
present higher ratings of fatigue, pain, sleep disturbances and social isolation. Physical 
fatigue was described in terms of symptoms, such as headaches, nausea, dizziness, 
muscle weakness, and feeling like one had the flu. Mental fatigue included difficulties with 
concentration, memory, and processing information.154 Many also reported not being 
able to stand emotional stress, bright light, temperature extremes or heavy noise and 
having difficulty to sustain concentration even to read or to watch television.132 Aches 
and pains take many forms, including pains in the muscles and joints of upper and lower 
limbs, pains in the upper back, headaches, chest pains and breathing problems.84 

Hypersomnia is common, particularly in the acute stage. Sleep onset difficulties, 
fragmented sleep, non-restorative sleep, morning exhaustion, and abnormal diurnal 
variation of sleep rhythms and energy levels are commonly reported. 

Patients often reported an incapacity to deal with simple matters, such as filling in a 
form, or attending the consultation, without becoming exhausted.84 These symptoms 
obliged patients to restrict their range of activities and to weightily combine activities 
and rest periods. Consequently, most of the patients experienced deterioration in 
work, study, self-care, domestic tasks, relationships, leisure leading to loss of lifestyle, 
family and friends, support system and self-esteem. Simple daily activities such as driving 
or travelling, walking and climbing stairs, eating, showering, and watching television were 
compromised by physical fatigue.154,157 Patients also contrasted an empty present and 
desolate future with a past that had promised much until illness destroyed this. 
Frustrations included the loss of career or plans for this, the loss of income and social 
contacts.157,161 Many patients who remained employed had to change jobs, work fewer 
hours and/or receive less pay for their work since becoming ill. Certain work 
environments exacerbate symptoms (e.g. repetitive motor tasks, prolonged sitting 
and/or standing, stressful work environment), and work accommodations may not be 
readily made.161 

Pains and fatigue are the main reported symptoms leading to an important discrepancy 
between patients’ perspectives and doctors’ perspectives. From the patient's 
perspective, it is the body that forms the locus of pain; this painful body is the main 
argument to request treatment and cure. From the physician's point of view, the 
unrelieved exhaustion is central and involves extensive references to limitations of 
physical and cognitive functioning.84 

Patients considered that the term CFS is misleading as too general, belittled and 
marginalized by others including caregivers. While The World Health Organization 
(WHO) classifies CFS as a neurological illness (G93.3), NICE has failed to accept this 
conclusion, considering that to do so did not reflect the nature of the illness, and risked 
restricting research into the causes, mechanisms and future treatments for CFS.2 The 
ME Association (a UK patient-support association) was dissatisfied with this decision 
leading to a ‘one size fits all’ approach to management. Moreover, a relaxation of the 
clinical criteria for defining CFS - the NICE redefinition requiring only one of the minor 
symptoms - would bring in more people with undiagnosed chronic fatigue under the 
ME/CFS umbrella. This would complicate the picture still further.162 
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5.2.2 Patients relations with others 

5.2.2.1 Social relations 

CFS patients, among them a lot of women, felt they were stigmatized. Firstly, their 
moral characters were called into question due to the absence of visible external signs 
of the illness and negative diagnosis tests. Many patients believed that evident external 
symptoms would have enhanced their credibility. Moreover, the diagnosis, difficult to 
establish came in some cases very late. The contacts with the social insurance office, for 
example, were often experienced as problematic (nonchalance and doubt about patients 
credibility and moral attitude) due to the condition not yet having been verified with a 
diagnosis. Patients felt being accused of lying about their distress and trying to avoid 
their duties, especially in relation to work.155  

A lot of patients experienced a significant decrease in their social life and in time spent 
in recreational activities or hobbies. CFS patients often lost friends and the support of 
their family. Decreased social and recreational functioning may be associated with high 
rates of mood disturbances.161 In some cases, illness was described as a reason for 
divorce or separation with family members.159 

5.2.2.2 Relations with doctors and other caregivers 

PATIENTS’ POINT OF VIEW 

In Schoof’s study, interviewees indicated how many healthcare providers lacked 
knowledge about their condition or did not believe in. They were really frustrated when 
healthcare providers were uninformed.156 

Patients also expressed that their credibility had been questioned by the caregivers, in 
particular by doctors, often after tests and other examinations did not indicate any 
pathological problems.154 While doctors were positively disposed prior to the test 
results, they adopted sceptical attitudes when negative test results were received. Some 
doctors, in advance and without having carried out proper examinations, categorized 
patients’ problems as fictitious or related to psychological reasons,155 thinking patients 
were lazy or irresponsible.156  

Moreover, sufferers described their experiences of being denied healthcare and 
legitimacy through bureaucratic categories of exclusion as dependent upon their lack of 
biological facts.160 In USA, the American biomedical system demands disease categories 
(International Classification of Diseases) before compensation, and diagnosis before 
treatment. Consequently, without codes, people are at risk to be abandoned out of 
reach of any social safety net. Without clear definition, insurance companies, for 
instance, can recategorize illnesses arbitrarily as physical or mental, with the advantage 
to them that they can pay less for classified mental illnesses.160 

In UK, a study conducted among CFS patients referred to a specialist clinic reported 
that two-thirds of all interviewees (N=68 patients) were dissatisfied with the quality of 
care they received.163 These patients described delay and confusion over diagnosis. 
Whereas patients attributed their symptoms to a physical cause, doctors believed CFS 
to be psychological or even psychiatric. Such disagreement led to dissatisfaction over 
diagnosis and treatment. Patients considered medical advices consequently inadequate 
or conflicting and felt doctors dismissive, sceptical or openly disbelieving.163 Even in the 
patient support literature, patients considered the mention of psychiatric disorder as a 
dismissal of their complaints.84 

PHYSICIANS’ POINT OF VIEW 

Asbring and Närvänen studied physicians perspectives on CFS patients.164 They 
interviewed 26 physicians who all had some experience of either CFS. Firstly, physicians 
emphasized the distinction between a disease and an illness. They expressed scepticism 
for conditions characterised by a lack of objective measurable values that would make it 
possible to establish the cause of the condition, i.e. which cannot be characterised as a 
disease. CFS which cannot be verified from objective measurable values was defined as 
illness and thus considered as less threatening than health problems with disease status. 
CFS symptoms were viewed by physicians to be ones that can be lived with.  
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According to interviewees, CFS patients had not previously experienced more severe 
conditions and often exaggerated the severity of their problems. Secondly, physicians 
considered that there was a discrepancy between how CFS patients expressed their 
symptoms (fatigue and pain) and how a sick person, according to their personal point of 
view, is expected to look and behave. To be accepted as a sick person, appearances 
seemed to be really important. Consequently, they felt doubtful about the veracity of 
the patient’ condition; patient’ morality is actually called into question particularly to 
decide if a patient has to put on the sick list.164 Particularly, several physicians expressed 
hesitation about setting the diagnosis (CFS) afraid that the patients may become too 
illness-fixated.  

Physicians themselves viewed CFS patients as showing scepticism regarding the 
physician’s knowledge of their condition and the possibilities of doing something for 
them.156 

This perception was confirmed in a larger postal survey addressed to 1 054 GPs in UK 
(number of respondents = 811),165 where only 49% of respondents correctly identified 
key clinical features of CFS and 63% of GPs selected either these key features or other 
most frequent clinical features. Among respondents, 28% of GPs did not accept CFS as a 
recognizable clinical entity and adopted less positive attitudes towards patients than GPs 
who accepted CFS a real entity. Only 12% of GPs enjoyed working with CFS patients.165 
Even when doctors recognise psychological or social factors, they do not automatically 
consider referral for mental health interventions because they are unfamiliar with the 
interventions or think them unavailable or unnecessary.166 

5.2.3 Coping strategies 

5.2.3.1 Withdrawal 

A withdrawal is a strategy to avoid the demands and expectations of other people. 
Particularly, patients tend to avoid people who had reacted negatively to them and their 
illness. They compensated for the avoidance of certain people by a greater intimacy 
with, and closeness to, others. Some patients also withdrew from social life when they 
could not cope with meeting people or participating in various activities due to fatigue 
and poor health or found it difficult to plan activities in advance when their condition 
was unpredictable from one day to the next.155,159 

When patients felt that they were called into question by doctors or caregivers, they 
hesitated to seek care or waited as long as possible before contacting them again, 
preferring to turn to caregivers within alternative medicine.155 

5.2.3.2 Concealment 

Another strategy used by patients to manage their situation is to try to participate in 
social life instead of withdrawing from it, by concealing the illness, and act as a happy, 
healthy, and normal person, only to almost collapse later when they arrive home. 
Another strategy leads to controlling information and not telling others about the 
illness, in order to diminish the risk of stigmatization and to maintain a desired identity. 
An inverse way of managing the situation is to actively spread information about the 
illness to colleagues, friends, and closest family members.155 Many sufferers try to 
educate others, including their doctors through facts. They use the internet to share 
tips, medical articles, and strategies for making their doctor understand their 
condition.160 

5.2.3.3 Communication with other sufferers 

A lot of social movements emerge to help and support CFS people. These illness 
movements have websites and Usenet discussion groups. Usenet is a global, 
decentralized, distributed internet discussion system. Users read and post public 
messages (called articles or posts, and collectively termed news) to one or more 
categories, known as newsgroups. Usenet resembles bulletin board system.  

The postings are public commentary with no access restrictions and are most similar to 
online web logs (or blogs).  
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Collective sharing of useful information helps people who are otherwise isolated and 
have to face institutions on their own; patients are thus empowered to navigate the 
Websites of courts, insurance agencies, mass media, and government.160 

Collective patient action responds by developing counter-tactics to exclusions. A 
common topic of discussion on and off the internet concerns how a sufferer should 
approach his or her doctor to be credible and listened. For example, there are explicit 
instructions available for how to dress, what to say, what articles to bring and so on. 
Patients are thus committed to express alternative personal narratives, strategies for 
surviving, and emotional support.160 

5.2.3.4 Symptoms management 

People prioritise their activities, choosing to undertake some activities and to abandon 
others. The objective is to maximise the activities they are able to undertake in order 
to maintain socialisation in areas felt to be valuable.158 This structure in the activities is 
imposed by own experiences of relapses following over-exertion. 

Patients are searching in a lot of directions to find adequate treatments able to relieve 
fatigue and pain. In the study conducted by Whitehead in UK among 17 CFS patients,157 
the use of alternative therapies was widespread. Everyone in the group had tried a form 
of complementary/alternative medicine, many several therapies such as diets (e.g. wheat 
free, sugar free, no meat, no diary products, high potassium diet), acupuncture, and 
relaxation. The high use of such therapies was considered by the author as not 
surprising according to the difficulty to access to specialist care. 

5.2.3.5 Treatment 

CBT AND GET 

The ME Association (a UK patient-support association) was disappointed by the NICE 
guidance proposing that everyone with mild or moderate ME/CFS should be offered 
cognitive behaviour therapy (CBT) or graded exercise therapy (GET) as a first choice 
treatment - regardless of their clinical presentation or the stage of their illness.162 This 
association emphasized that the evidence base for both of these behavioural therapies 
remains weak while treatments remain costly. If everyone with mild to moderate 
ME/CFS had to be treated with a course of 12 to 16 sessions, a lot of properly trained 
therapists will be needed as well as extra-money to cover expenses. 

Many patients find that their experience of CBT is affected by the therapist's own beliefs 
about CFS or whether they have any history of working successfully with other patients. 
For example, if a therapist believes that CFS is little more than tiredness and lack of 
physical fitness, they may set an aggressive rate of activity programme that is too hard 
or fast for the patient to follow and does not encourage patient feedback. This inflexible 
approach may lead to patients ignoring significant warning signs from their bodies, such 
as seriously increased symptoms. If this is applied in conjunction with the 
psychotherapy, part of the treatment teaching patients that it is their own thoughts and 
behaviours that are preventing them from achieving the physical programme, patients 
may end up believing that they are failing to do the set activities because they are not 
trying to hard enough, or that they do not wish to get better. Or if the therapist 
believes that CFS is purely the result of negative thoughts, stress and unhelpful 
behaviours, then their CBT techniques may turn out to be too confrontational, which 
may lead the patient to feel blame for their illness. 'No pain, no gain' rarely works for 
CFS, and all CBT therapists may not be aware of this, especially if they haven’t worked 
with CFS before. It is vital for that a partnership exists between therapist and patient, as 
CBT depends heavily on trust. A patient needs to be able to trust his therapist to 
challenge him/her but not push him/her too fast, otherwise s/he may be unable to lose 
his/her fear of trying something new. Therapists need to take time to understand 
patients’ individual limitations in order to set appropriate goals. Ultimately, patients 
need to feel like a partner in determining how and when their activity is increased (or 
decreased in the case of set back) (source: http://www.ayme.org.uk/). 
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5.2.4 Propositions from patients to better management 

• Education: Improving doctors information by including CFS in medical 
doctor’s programs.156 

• Doctors’ behaviour: healthcare providers should take CFS patients 
seriously, admit what they don't know, study to find out what helps 
patients, and be willing to treat individuals uniquely, listen to patients, 
and learn from them. Healthcare providers should help the patient 
understand that there is no cause and no cure and they must learn to 
live with it. They must be partners with the patients in healthcare 
provision. Additionally, healthcare providers should not rely solely on 
diagnostic tests in making decisions about the illnesses.156 

5.3 PATIENTS ASSOCIATIONS 

Patients associations provide information, support, education and training. They benefit 
healthy volunteers, people with CFS, professionals and all others interested in the 
illness. 

These associations provide information and support on CFS to people with CFS, their 
parents, carers, health professionals, partners and many others, striving to develop 
professional and quality information materials and services. They propose leaflets, 
books, magazines or newsletters which cover research news, and keep members up-to-
date with medical and scientific developments. Particularly, they summarized results 
from new clinical trials, especially if significant contributions were made or adverse 
effects were observed (therapies or medicines). Some associations have developed and 
printed leaflets devolved to social services, educators and employers but also to mass 
media. Sometimes, they organize conferences to health care professionals, and 
continuing education programs. Others try to raise funds in order to sustain research 
activities. 

All associations propose Usenet discussion groups and regularly propose activities and 
meetings. In most cases, associations present a clear message concerning medical 
advices. They refuse to offer medical consultations and to take over the management of 
patients’ problems. They propose rather counselling services to help patients with 
healthcare system (e.g. ‘How to handle hospital meetings’), with administration to apply 
for benefits or to obtain disability living allowance. Associations in UK also propose 
specific devices to help people to dress, to take a bath or a shower, cushions to relieve 
back pain, and so on. 

5.3.1 Patients associations in Belgium 

A national association for CFS patients was created in Belgium with two sub-groups, 
one for Flemish patients who has more than 2 000 members, the other for French 
patients. The main aims of this association are to make the public and physicians aware 
of the problem of chronic fatigue syndrome by spreading information, and to help 
patients with specific problems. To support patients, the association has a call center 
and a library that gathers all relevant documentation. This association also supports 
scientific research on causes and pathological mechanisms of this pathology. 

Its Website (http://www.me-cvs.be/) proposes summarized information about definition, 
epidemiology, diagnostic and therapeutics which were tested in clinical trials (without 
differentiating effective and non-effective treatments). 
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Key messages 

• Due to their disabling symptoms, patients are obliged to restrict their range 
of activities leading to deterioration in work, study, self-care, domestic tasks 
and social relationships;  

• Patient's perspective of CFS (painful body) differs from physician's point of 
view (unrelieved exhaustion) leading to conflict regarding appropriate 
treatment and management strategy;  

• Coping strategies include withdrawal (from social and working life), 
concealment (forcing to participate in social life instead of withdrawing 
from), and communication with other sufferers; 

• Patients experienced being denied healthcare and legitimacy through 
bureaucratic categories of exclusion as dependent upon their lack of 
biological facts; 

• Physicians expressed hesitation about setting the diagnosis (CFS) afraid that 
the patients may become too illness-fixated; they do not automatically 
consider referral for mental health interventions because they are unfamiliar 
with the interventions or think them unnecessary; 

• Patients are searching in a lot of directions to find adequate treatments 
including alternative therapies, diets, acupuncture, and relaxation; 

• Patients’ experience with CBT is affected by the therapist's own beliefs 
about CFS and effectiveness of CBT; success of the therapy also depends of 
the partnership established between the therapist and the patient; 

• CFS associations provide information and support to people with CFS, 
striving to develop professional and quality information materials and 
services. All associations propose Usenet discussion groups to help patients 
to communicate with other sufferers. 
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6 BELGIAN DATA 
6.1 INTRODUCTION 

In 2000, a Working Group of the Superior Health Council formulated problems existing 
in the care of CFS-patients in Belgiumg. Four main domains were mentioned:  

• Costs for patients as well as society were important; 

• CFS patients were threatened by an inconstant social situation;  

• CFS patients suffered by the lack of recognition of the medical world, 
probably due to a lack of consensus on the disorder; 

• Working conditions were often maladjusted to the reduced capacities 
of CFS patients. 

Following this report, the Minister of Social Affairs, F. Vandenbroucke, asked the 
RIZIV/INAMI to establish rehabilitation agreements for CFS reference centres. From 
April 1st 2002 on, four reference centres for adults and one for children were started 
up. 

In 2006, an evaluation report describing the activities and patient outcome of the 
reference centres was published167 by the RIZIV/INAMI Akkoordraadh. This report will 
be summarized in the section 6.2, and will be the main reference for the Belgian data on 
CFS. 

The reason for this is that other forms of care for these patients are difficult to trace: 
medical diagnosis in ambulatory care (e.g. consultation of general practitioner or 
medical specialist; ambulatory physiotherapy) is not routinely registered in Belgium; and 
hospital registration is according to the ICD-9-CM, which does not yet include 
“Chronic Fatigue Syndrome” as a medical diagnosis. Psychotherapy in private practice is 
not reimbursed by the national health insurance, and even more difficult to trace; 
whereas psychological support in “Centra voor Geestelijke Gezondheidszorg/ Services 
de Santé Mentale” is not organised by the Federal State but by the 
Flemish/Walloon/Brussels Region. 

However, additional information was obtained from the RIZIV/INAMI (Dienst voor 
Uitkeringen) on the number of Belgian CFS patients that currently receive a support 
under the Disability Scheme, and on the budgets allowed to the reference centres by 
the RIZIV/INAMI (see section 6.3.). 

6.2 SUMMARY OF THE RIZIV/INAMI REPORT (2006)167 

6.2.1 Reference centres: tasks and financing 

In the starting phase of the reference centres, a link to University hospitals where 
knowledge on the CFS syndrome was more readily available and research could be 
performed, was preferred. 

The main tasks of the five CFS reference centres (four for adults and one for children) 
started up from April 1st 2002 on, are (RIZIV/INAMI report p 3– p 61): 

a. to give advice on diagnosis of possible CFS patients which are too 
complex to be diagnosed by the first and/or second line services;  

b. to provide time limited therapy for CFS patients that are difficult to treat 
by the first and/or second line services, or in case it is not clear how the 
patient should be treated. The therapy should be evidence-based, i.e. CBT 
and GET are to be included. Patients should be referred back as soon as 
possible; 

                                                 
g  Ministerie van Sociale Zaken, Volksgezondheid en Leefmilieu. Hoge Gezondheidsraad, onderafdeling I.2 

“Psychosociale aspecten van ziekten”. Aanbevelingen betreffende de medisch-sociale, economische en 
juridische aspecten voor patiënten met het syndroom van chronische moeheid. Juli 2000. 

h  Akkoordraad in het kader van de revalidatieovereenkomsten inzake tenlasteneming door 
Referentiecentra van patiënten lijdend aan het Chronisch vermoeidheidssyndroom (RIZIV/INAMI) 
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c. to offer interdisciplinary services, providing a coordinated and patient-
centred approach; the diagnostic services should be on an ambulatory 
basis; 

d. to inform, support and teach first and second line services on CFS, so as 
to make future organisation of most of the care for CFS patients on the 
first and second level possible under coordination of the patient’s general 
practitioner. In this way, affordable services should be offered to CFS 
patients, as close to their living places as possible; 

e. to advise the RIZIV/INAMI on how to organise this care in an affordable 
way in the first and second level in the future. 

Financing of the system includes four “forfaits” (lump sum): 

• a lump sum for the initial multidisciplinary evaluation of the centre; 

• a monthly lump sum for the interdisciplinary rehabilitation; which can 
be paid maximum 6 times during a time period of maximum 12 
months; 

• a lump sum for a general practitioner (GP) attending his patient’s 
rehabilitation session (“GP participation session”) 

• a lump sum for a team member attending a meeting of GPs organised 
by one of the patient’s GP (“team member extra muros participation 
session”) 

For each of the reference centres, a “normal” patient capacity is agreed on; centres can 
go beyond their normal capacity but at a reduced tariff. The normal yearly capacity for 
the four adult centres together is 407 full rehabilitation programs (407 times six 
monthly lump sums for interdisciplinary rehabilitation); it includes 18.25 FTE (full time 
equivalents). For the children’s centre, the normal yearly capacity is 36 full rehabilitation 
programs, including 1.75 FTE.  

6.2.2 Reference centres: general organisation 

Patients should be referred by a medical doctor, a standard referral form should be 
filled out including demographic, medical and (psycho-)social information, and 
information on the professional situation of the patient; results of diagnostic evaluations 
should be included. 

A first outpatient consultation by a medical specialist in internal medicine (for the 
children <18 years: paediatrician) should avoid that patients who clearly don’t fulfil the 
CFS diagnostic criteria (CDC criteria, Fukuda 1994; adapted for children17), remain 
unnecessary on a waiting list. Next, a multidisciplinary evaluation by a psychiatrist, 
specialist in internal medicine (for additional diagnostic evaluation if necessary) and a 
rehabilitation specialist as well as other team members take place. For the children, this 
evaluation is performed by a child psychiatrist, a paediatrician, a master in educational 
sciences and a physiotherapist. A definite diagnosis is worked out, and psycho-diagnostic 
data using a semi-structured interview and questionnaires are gathered. Maximal or sub-
maximal physical capacity, according to the patient’s possibilities, is measured. 

Based on this multidisciplinary evaluation, a therapeutic program is proposed to the 
patient and communicated to his GP. This program can take place at the first or second 
care level, or at the reference centre itself. 

In the last case, re-evaluation takes place at the end of the program, and the reason why 
the program is finished is noted. Re-evaluation is repeated at 6 and 12 months’ follow-
up. 

Since evaluation of the centres’ activities and of the patients’ outcome was estimated to 
be important during the starting years of the reference centres, especially because 
knowledge on organisation of care for CFS largely was lacking, a general registration 
system167 was agreed on, and administrative support for the registration was provided 
to the centres. 
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6.2.3 Reference centres for adults: evaluation of results.  

The four reference centres were evaluated for the period of April 1st, 2002 till 
December 31st, 2004. 

After an initial starting phase, all three Dutch speaking reference centres reached their 
normal yearly capacity, and even their maximal capacity, so that long waiting lists were 
created. The French speaking reference centre reached only 50% of its normal capacity. 
For all 4 centres, only rarely services were not provided ambulatory, although inpatient 
treatment is possible according to the RIZIV/INAMI agreement. 

6.2.3.1 Adults: Diagnostic phase 

Between April 1st, 2002 and December 31st, 2004, 1 655 patients entered the reference 
centres for the first outpatient consultation. After this first consultation, 94% of the 
patients seen were considered to be a possible CFS-patienti. In 96% of these patients 
(N=1 087), the diagnosis was confirmed after the multidisciplinary evaluation. According 
to the RIZIV/INAMI report, an explanation for this high number could be that 64% of 
the referred patients indicated that they had already been treated before for CFS. 
Another explanation could be that GPs and second-line medical specialists are highly 
competent in making the diagnosis of CFS. However, it should be noted that 84% of the 
referring medical doctors only referred one patient.j The average age of the patients 
who were diagnosed with CFS, was 40 years 8 months; 41% of the patients were 
between 40-49 years old. The average duration of the fatigue was 4 years 10 months, 
and 38% of the patients were already fatigued for more than 5 years. About 87% were 
female, and 10% of the CFS patients had at the time of initial evaluation a full-time and 
14% a part-time job. About 26% stated to have some income out of own professional 
activities; 39% had a partner with an income, and 54% had a sickness allowance. 

The diagnostic phase in the reference centres (first outpatient consultation followed by 
multidisciplinary evaluation) took a long time: 4 to 5 months between first consultation 
and start of the rehabilitation treatment. It should be mentioned, that in 3 of the 4 adult 
centres, the first outpatient consultation already comprised an advice by a medical 
specialist in internal medicine as well as a psychiatrist. This seems an overlap with the 
next phase of the evaluation, namely the multidisciplinary team “bilan”. 

Of the patients with confirmed diagnosis of CFS (N=862), 79% were considered to be 
candidates for an interdisciplinary rehabilitation program in the reference centre. For 
30%, advice and education of the patient and/or his caregivers including first- and 
second level professionals, was proposed (additionally). At least 25% received a special 
referral to the physiotherapist, for 60 sessions at a reduced tariff (“F-list”); this could be 
after the interdisciplinary treatment was finished. It should be noted that all centres 
organised general educational sessions for family and relatives, although for this activity 
no reimbursement had been foreseen. 

6.2.3.2 Interdisciplinary treatment of adults: characteristics and outcome 

The interdisciplinary treatments at the reference centres that were finished before 
January 1st , 2005, comprised on average per patient 41 to 62 hours of rehabilitation, 
spread over 6 to 8 months (and in one centre 12 months), depending on the reference 

                                                 
i  Between the first outpatient consultation and the end of the multidisciplinary evaluation, 433 patients 

(28%) dropped out. Since 94% of initial referrals seen at the first outpatient consultation were considered 
“possible” CFS, of which 96% was confirmed to be definitively CFS, about 90% of the initial referrals (seen 
at the first outpatient consultation) were definitively diagnosed as having CFS. 

j         In the postgraduate thesis ”Het profiel van de arbeidsongeschikte CVS-patienten en de revalidatie in de 
CVS-referentiecentra”,by Annemans S, Cock I, Nackaerts S, Smets T, Milants P, Verwerft E (2007), under 
supervision of Donceel P all persons registered in the Turnhout region  of the CM (one of the main 
Belgian sickness funds), were checked for longstanding unemployment; among those persons 153 
unemployed CFS patients were found and further analyzed. Of these 153 CFS persons, 73 had been taken 
care of before, in one of the CFS RCs. According to Annemans S et al, several of these 73 persons 
suffered from a severe psychiatric comorbidity, i.e. bipolar disorder, vital depression, anorexia or 
boulemia, and should have been excluded. No numbers were given.  
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centre. One session lasted 1 hour to 1 hour ½. The largest part of the rehabilitation 
(50%) was provided by physiotherapists; 37% was provided by psychologists. 
Psychiatrists and rehabilitation specialists provided respectively 3.6% and 4.2% of the 
rehabilitation, and social workers 3.2%. For each 30 days of rehabilitation provided, an 
average of 6.4 group interventions (83%) were provided, and 1.2 individual interventions 
(17%).  

For all 4 centres together, only twice had a general practitioner attended a 
rehabilitation session of his patient and only once had a lump sum be paid for a team 
member attending an extra muros GP conference (however, some teaching activities 
were organised without claiming the lump sum). 

89% of the rehabilitation interventions in the centres were stopped because of “end of 
the RIZIV/INAMI reimbursement period”; for 71% of the patients the team estimated 
that the maximal result for the patient had been reached, although no patient was 
considered to be totally cured. Only 2.8% of the treatments were stopped by the 
patient, who generally speaking seemed very motivated to follow the therapy. 

Subjective complaints, quality of life, psychological co-morbidities, physical capacity and 
employment status were evaluated extensively at the beginning and at the end of the 
treatment period, and after respectively 6 and 12 months follow-up. For the full list of 
outcome instruments, and for the statistical tests used, see the RIZIV/INAMI document. 

Although drugs used by the patients in the four centres had been registered, only 
general information on this part of the therapy is given in the evaluation report.  

The systematic outcome registration in the four centres revealed that the main 
complaint of the patients, their fatigue, had improved significantly at the end of the 
therapy and 6 months later.  

Results concerning the patients’ quality of life were conflicting: for one group of patients 
there was a significant improvement as compared to the start of the therapy, for 
another group of patients this could not be confirmed. However, for all patients the 
average quality of life was still below the level of healthy adults.  

At the beginning of the rehabilitation, many patients presented with psychological 
problems or psychiatric co-morbidities (e.g. depressive feelings, somatic complaints, 
anxiety etc). Their average outcome fell outside the range of healthy adults, but did not 
reach the level of an average outpatient psychiatric population. Although at the finish of 
the treatment they were improved, their results on psychological evaluation were still 
outside the normal range. 

Physical capacity (maximal or sub-maximal according to the patient’s possibilities) did 
not change between start and end of the treatment. 

Employment status decreased at the end of the therapy, from an average of 18.3% of a 
38h- working week, to 14.9%. However, it should be noticed that this was not one of 
the preset goals of the interdisciplinary treatment, and that no specific occupational 
rehabilitation was foreseen. The percentage of patients living from a sickness allowance 
increased slightly from 54 to 57%. 

6.2.4 Reference centre for children: evaluation of results  

The reference centre for children was also evaluated for the period of April 1st, 2002 till 
December 31st, 2004. 

Although it had been estimated that in Belgium about 8 000 children would suffer for 
CFS, the centre never reached its normal capacity (36 full rehabilitation programs 
yearly); it reached only 40% in 2004. 

100% of all patients seen in the first mono-disciplinary outpatient consultation, were 
estimated to meet criteria for “possible” CFS syndrome (N=56). After thorough 
diagnostic evaluation, only 37%, or 19 patients, got a definitive diagnostic label of CFS, 
because of uncertainty about the diagnostic definition for children and because the team 
tried to avoid this “label”, for which no aetiology or definite cure exists. Fourteen of 
these patients started interdisciplinary treatment in the centre. For children, the centre 
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aimed to organize this treatment as much as possible in the children’s home 
environment, in collaboration with local services and the school. 

Children generally improved more than adults, as has been described in the literature 
(see chapter 4). However, due to the small number of participants, no statistical 
calculations were performed. 

It should be mentioned that in 1999, the rehabilitation centre “Zeepreventorium” in De 
Haan, specialized in residential rehabilitation for children and adolescents (e.g. 
mucoviscidosis, asthma, obesitas) also started residential rehabilitation for adolescents 
(12-18 years) suffering from CFS. Only patients not able of following ambulatory 
rehabilitation in their own neighbourhood are accepted. The maximal treatment 
duration, provided by a multidisciplinary team, is 6 months. By the end of April 2008, 38 
CFS adolescents had been treated. 

6.2.5 Belgian CFS reference centres: conclusions and discussion 

6.2.5.1 Adults 

Based on available epidemiological data for other countries, it can be estimated that 
about 20 000 Belgian adults suffer from CFS.  

Between April 1st, 2002 and December, 31st 2004, 1 655 patients entered the reference 
centres, but in three centres, long waiting lists exist. For more than 90% of the patients, 
the diagnosis of CFS was confirmed. Most referred patients had been fatigued since a 
long time (average of 4.10 years), and had psychological problems or psychiatric co-
morbidities, although the level of an average outpatient psychiatric population was not 
reachedk.  

Approximately 80% of the CFS patients followed an interdisciplinary program in the 
centre; the time between initial outpatient consultation and start of the rehabilitation 
was on average 4 to 5 months. A solution should be found for this long time period, as 
well as for the overlap in service between the first outpatient consultation and the 
multidisciplinary team “bilan” (evaluation).  

Although the referring medical doctor was informed by phone or letter, as usual among 
physicians, very few other initiatives to develop a collaborative care for the patient 
between the first or second line and the reference centres, were explored. One of the 
initial aims of the project, to develop a three-level system in which many or even most 
of the patients would be treated in the first or second level, as close to their living place 
as possible, was not reached. It is clear that other pathways should be tried out to 
reach this goal. 

Treatment was ended in only 2.8% of the cases by the patient himself, so the motivation 
of the patients for the treatment seemed to be high. In 71% the team considered the 
patient to have reached his maximal capacity — although no patient had been cured. 
Therapy provided systematically included CBT and GET. After treatment duration of 41 
to 62 hours of rehabilitation per patient of which 83% group based, spread over 6 to 12 
months, patients’ subjective feelings of fatigue were improved, but results concerning 
quality of life were equivocal. Psychological problems or psychiatric co-morbidities 
improved, but still fell outside the range of healthy adults. Physical capacity did not 
change; employment status decreased at the end of the therapy. It is difficult however, 
to judge these results, since no control group had been included. 

6.2.5.2 Children and adolescents 

A limited number of children has been seen or treated so far, and the capacity of the 
children’s team is not yet reached. The children’s team provided an integrated service, 
directly in the child’s own environment as much as possible. Apart from this ambulatory 
service, residential treatment for adolescents (12-18 years) is possible in the children’s 
rehabilitation centre “Zeepreventorium” in De Haan (Flemish region). 

                                                 
k  According to Prins et al. (2005), no difference in CBT treatment outcome could be found in a group of 

270 CFS patients between those patients with and those without psychiatric comorbidities.93  
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Research on treatment for adolescents and children is much more limited than research 
for adults. Only in 2007 (NICE guidelines), a clear proposal has been agreed on for time 
duration of fatigue before a definitive diagnosis can be made (3 months). No scientific 
validation is underpinning yet this proposal. It is generally agreed on that prognosis in 
young persons is much better. 

More research is necessary, before conclusions on structure and organisation of care 
for children and adolescents can be made. 

6.3 OTHER BELGIAN DATA 

As already discussed in the introduction to this chapter, data on Belgian CFS patients 
not diagnosed or treated in the reference centres are difficult to obtain. Nevertheless, 
some additional information could be obtained. 

6.3.1 Belgian CFS patients receiving a support under the Disability Scheme  

Data were obtained from the Federal Service for Disability Allowances, part of the 
RIZIV/INAMIl. 

According to the most recent data available (June, 30th, 2007), 237 999 Belgians were 
qualifying for a Disability Allowance. Of these persons, 2 171 persons (0.9%) were 
registered as CFS patients (506 men, 1 665 women). It should be taken into account 
that this is only estimation, and deducted from the Disability appliances, since no ICD-9-
CM code for CFS exists. 

6.3.2 RIZIV/INAMI expenses for the reference centres  

On May 20th 2008, the RIZIV/INAMI provided the booked expenses and maximum 
budgets foreseen per year (total for all reference centres in Euro). As shown in Table 
12, so far the maximum yearly budget has not been reached yet. Remarkable is the fact 
that the expenses increase especially for the “bilans” (initial multidisciplinary evaluation). 

According to the KCE experts (see colophon) this might be due to the fact that the 
number of referrals increased, especially since 2005-2006. Since waiting lists were 
growing, the Akkoordraad (see Introduction) asked the reference centres to focus 
especially on confirming/rejecting the diagnosis by the initial evaluations. The reference 
centres probably also could yet rely on the network they had built up to refer patients 
back to their home environment for rehabilitation. Also, the experts had the impression 
that more persons were referred not for rehabilitation, but rather for diagnostic 
confirmation to receive reimbursements, to prove their diagnosis in a lawsuit, etc. 

                                                 
l  Vanwynsberghe Lutgarde, M.D., inspector of the Federal Service for Disability Allowances; dd. March, 

27th, 2008. 
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Table 12. RIZIV/INAMI expenses CFS Reference Centres 

All 
Centres 

2002 2003 2004 2005 2006 2007* 

Total Bilan 
(Euro) 

74 204 
 

420 979 
 

404 689 
 

482 245 
 

531 946 
 

576 238* 
 

Total 
Rehabili-
tation 
(Euro) 

30 404 
 

496 093 
 

683 962 
 

729 612 
 

650 648 
 

494 710* 
 

Total 
(Euro) 

104 608 917 072 1 088 651 1 211 857 1 182 594 1 070 948* 

Maximal 
Expenses 
limited to 
(Euro) 

Start Up Start Up Start Up 1 543 367 1 622 250 1 649 858 

*preliminary results (May 2008) 

6.3.3 Other Belgian data: conclusion 

The data taken into account in the RIZIV/INAMI report (2006) largely rely on data from 
the reference centres between 2002 and 2004. Since then, it seems that a shift towards 
a more important diagnostic function is taking place. 
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7 ORGANISATION AND FINANCING OF CFS 
CARE IN OTHER COUNTRIES 

7.1 INTRODUCTION 

When concepts of patient care are developed, each country has to take into account its 
own specific context due to variables in local circumstances, legislation, or cultural 
concepts, which all influence the way in which care to patients is or can be provided. 
Nevertheless, it is worthwhile to study the experience of other countries in 
management of CFS patients: it can deepen our understanding of organizational, 
administrative and financing policies and it can lead to new options for care 
organization. 

First, to support the comparative description of care for chronic fatigue syndrome 
(CFS) in all investigated countries, an organisational model of care for this patients’ 
group was looked for in scientific and grey literature sources (see 7.2) 

Next, a questionnaire was developed and the 5 countries that would be investigated 
were selected (see 7.3). The questionnaire was sent to contact persons in these 
countries, and the returned information was summarized for each country (see 7.4 to 
7.8). A comparative table of the described countries including Belgium was made, and 
conclusions were drawn (see 7.9). 

7.2 A MODEL OF CARE ORGANISATION FOR CHRONIC 
CONDITIONS 

7.2.1 Organisation of care for CFS: a Model for Chronic Conditions 

In December 2007, CRD-databases, Medline (PubMed) and grey literature sources were 
searched for evidence on organisational models proposed to take care for CFS patients 
(for search strategy, see Appendix 1). However, evidence on this topic is scarce and no 
description of an organisational model for CFS was found. Alternatively, the same 
databases and sources were searched for existing organisational models for chronic 
conditions as a whole (for the search strategy, see Appendix 1). Models for geriatric 
care were not taken into account, since the typical CFS population is of a much younger 
age.  

Three organisational models were found: the Chronic Care model,168 the ICCC 
framework (Innovative Care for Chronic Conditions, WHO 2002), and the New 
Zealand Chronic Care Management Programme.169  

Finally, studies discussing the outcomes of Disease Management Programs in chronic 
disorders were also found. 
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7.2.1.1 The Chronic Care Model 

Figure 2. The CCM or Chronic Care Model170 

 
The Chronic Care Model (Figure 2) has been developed and described by Wagner, in 
2001.168, 170 The CCM is made up of six major elements: community resources, the 
health care system surrounding the provider organization, patient self-management, 
decision support, delivery system redesign, and clinical information systems.171 In several 
countries, this model has been used to describe, introduce or study changes in the care 
of chronic conditions, e.g. Chronic Obstructive Pulmonary Disease or diabetes.171,172, 

173,174-177 A brief, validated patient self-report instrument, the Patient Assessment of 
Chronic Illness Care (PACIC), exists which assesses the extent to which patients with 
chronic illness receive care that aligns with the Chronic Care Model (this care should be 
patient-centred, proactive, planned, and should include collaborative goal 
setting/problem-solving and follow-up support).178 In 2005, a meta-analysis assessed 
whether CCM interventions improved outcomes for specific chronic illnesses. It was 
concluded that clinical outcomes, processes of care, and to a lesser extent quality of life, 
were improved in patients receiving at least one element of the CCM; but these findings 
might not be reliable given the limitations in the review methods.179 

The Policy noticem by the Department of Health of the UK “Supporting people with 
long term conditions: An NHS and social care model to support local innovation and 
integration”, published in 2005, aims to provide a framework for the treatment of long 
term conditions. It draws on the ‘chronic care model’ researched and applied by 
Wagner and colleagues in Seattle, USA. 

7.2.1.2 The ICCC framework 

The Innovative Care for Chronic Conditions framework or ICCC framework (Figure 3) 
was developed by the WHO in 2002 starting from the CCM or Chronic Care 
Model.180,181 It expands community and policy aspects of improving health care for 
chronic conditions and includes components at the micro (patient and family), meso 
(health care organisation and community), and macro (policy) levels. 

                                                 
m http://www.dh.gov.uk/en/Publicationsandstatistics/Publications/PublicationsPolicyAndGuidance/DH_4100252 
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Figure 3. The ICCC or Innovative Care for Chronic Conditions Framework 
(WHO, 2002) 

  

7.2.1.3 The New Zealand Chronic Care Management Programme 

The third model has been developed in 2003 by Wellingham,169 specifically to fit the 
problems encountered with chronic conditions in New Zealand; it has been called the 
New Zealand Chronic Care Management Programme (Figure 4).  
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Figure 4. The New Zealand Chronic Care Management Programme169 

 

These three models share many elements in common, like emphasis on multidisciplinary 
care and comprehensive care strongly involving community services, integrated care and 
care coordination, the promotion of health-education and self-care, and a plea for the 
use of evidence-based guidelines and the use of information technology. This is not 
surprising, especially not for the ICCC which has been developed starting from the 
Chronic Care model.180  

7.2.1.4 Disease Management Programs in chronic conditions 

The fourth model, the Disease Management Programs (DMP), has been introduced in 
the early nineties, especially in the USA, and not primarily for chronic conditions. It is a 
means to coordinate care, focusing on the whole clinical course of a disease. Care is 
organised and delivered according to scientific evidence and patients are actively 
involved in order to achieve better health outcomes.182 Although no single definition for 
DMP exists, its key elements are presented in Figure 5.  

Figure 5. Disease Management Programs: Key elements.182 

Disease Management: Key elements 
• comprehensive care: multiprofessional, multidisciplinary, acute care, prevention and health 
promotion 
• integrated care, care continuum, coordination of the different components 
• population orientation (defined by a specific condition) 
• active client-patient management tools (health education, empowerment, self-care) 
• evidence-based guidelines, protocols, care pathways 
• information technology, system solutions 
• continuous quality improvement  
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Evidence on effectiveness of Disease Management Programs (DMPs) in improving care 
for people with chronic conditions182 has been reviewed by the WHO (HEN-report 
2003).  

Again, the same elements included in the 3 models for chronic care management are 
found to be key components of the DMPs. It is concluded that DMPs, although 
differently implemented in different settings, improve the management for some chronic 
conditions (diabetes, depression, cardiovascular diseases) as measured by performance 
indicators e.g. adherence to guidelines. However, no evidence exists yet that specific 
DMPs improve the survival rate or quality of life. A systematic review by Ofman et al.183 
in 2004, in which experimental studies from 11 chronic conditions were included, came 
to the same conclusion, adding that no reduction in cost could be demonstrated. An 
important remark was that “results” of a DMP, when compared to “usual care” likely 
depend on the underlying health care system. 

7.2.1.5 A Model of care for Chronic Fatigue Syndrome: conclusion 

So far, no specific model of care for Chronic Fatigue Syndrome has been described in 
the literature. 

Three models of care for Chronic Conditions were found, sharing many elements in 
common, like emphasis on multidisciplinary care and comprehensive care strongly 
involving community services, integrated care and care coordination, the promotion of 
health-education and self-care, and a plea for the use of evidence-based guidelines and 
the use of information technology. This is not surprising, since the second and third 
model were developed taking the first model into account.  

The fourth model, the Disease Management Program (DMP), although primarily not 
developed for chronic conditions, emphasizes the same core elements as the three 
models for chronic care. 

From the three models for Chronic Care that were found, the CCM has been mainly 
used to describe, introduce or study changes in the care of chronic conditions, and in 
several countries. Its components will be used to guide the comparison of the different 
CFS care modalities used in the selected Western countries. 

7.2.2 Systematic review of management strategies for CFS patients in 
secondary versus primary care 

During the search for evidence on the organisation of care for CFS, one systematic 
review was found discussing first level and second level care for CFS, irritable bowel 
syndrome and chronic back pain, and was retained for separate discussion.184  

One more RCT on CBT in primary care for CFS patients was retrieved,91 but in this 
trial group CBT was evaluated, so direct comparison with trials in which individual 
therapy had been provided is difficult. Another RCT evaluated CBT by general 
practitioners in a group of employees with unexplained fatigue, of whom 44% met the 
CDC-criteria of CFS at inclusion.185 However, the CBT in this RCT was of much lower 
intensity (5 to 7 sessions of 30 min each) as compared to the CBT offered in the 
secondary-care studies mentioned in the review of Raine et al.184  

In the review of Raine et al.184 3 randomised controlled studies (RCTs) on GET in 
secondary care were included, but no RCT in primary care. Four respectively one 
RCT(s) on CBT in secondary respectively primary care were included. It was concluded 
that CBT seems to be effective in secondary care patients (short term follow-up), and 
one study suggested that results of CBT and counselling in primary care might be 
equivocal (however, only 6 sessions of CBT or counselling were provided, as opposed 
to the 13-16 hours of CBT offered in the secondary-care studies). No definitive 
conclusions on effectiveness in secondary versus primary care can be made.  

7.3 DEVELOPMENT OF A QUESTIONNAIRE AND SELECTION 
OF COUNTRIES 

As described in the previous paragraph, the Chronic Care Model (CCM) had been 
selected to guide the comparison of the different CFS care modalities used in the 
selected Western countries. 
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However, the Chronic Care Model defines general organisational principles, rather than 
specific rules on how to describe comprehensively care organisation in a certain 
country.  

Therefore, in agreement with the Process Notes on Health Services Research used by 
the KCE, the template for health system analysis published by the European 
Observatory on Health Systems and Policies186 was used to develop the basis for the 
questionnaire that would be used to look for information on the selected Western 
countries. Elements of the Chronic Care Model not clearly represented in this general 
document, were added. Before it was finally adopted for use, the questionnaire was 
discussed with 2 other KCE researchers and with the president of the CSF/ME Working 
Group of the Belgian Superior Health Council (Benjamin Fischler, MD, PhD). The final 
questionnaire is presented in the Appendix 2A. 

Following questions were addressed: 

• Is incidence or prevalence of CFS known in other countries? 

• How are CFS patients taken care of? Are there any specific structures 
or services available for CFS patients? 

• If so, which professionals take care of CFS patients? Which diagnostic 
procedures and/or therapeutic programs are provided? Is scientific 
evidence taken into account? Is outcome registered or studied? 

• Who is paying for these structures/services? What is the role of public 
funding? Patient out-of-pocket payments? 

• What are therapeutic possibilities if no specific services are provided? 

• How well does the provided care fit the elements of the Chronic Care 
Model? 

• How are children or adolescents with CFS looked after? 

• How are severely affected patients looked after? 

• Are there special initiatives promoting return to work? 

For the selection of countries, it was decided to discuss Western developed countries 
that were at least interested in care for CSF/ME. Countries for which already scientific 
work or other documents on CFS had been found, as an indication of some interest 
going on in the field, were selected. Contact persons of these countries, known to the 
experts participating in this study, were asked for their contribution in the project. 
Next, a list of scientists willing to contribute to a future European project on CFSn was 
consulted. After this process, persons from the UK, the Netherlands, Italy, Norway and 
Australia were found willing to cooperate. They were sent the questionnaire (for a list 
of contact persons, see Appendix 2B). Because only very few documents including 
official data were found, the numbers mentioned in this part of the study are expert 
estimations unless otherwise mentioned, and should be viewed with caution. 

7.4 UNITED KINGDOM: ENGLAND 

7.4.1 The CFS Service Investment Programme: Summary 

The CFS Service Investment Programme, started up in 2004 in England by the NHS, and 
evaluated in 2006, has been the main source of the description given in this report. It is 
completed using information from experts in England, as listed in the Appendix 2B. 
Other UK regions are not (yet) covered by the CFS Service Investment Programme. 

The total NHS funding for 2004-2006 amounted to 8.5 million English Pounds (£) (about 
10.8 million Euros). This NHS funding has now been taken over by local trusts and/or 
private initiatives, in line with the general structure of the British health care system. 
Few CFS teams report that local Trusts are not willing to continue to fund services, 
which threatens further activities of the team. 

                                                 
n  list provided by one of the experts, Mrs Greta Moorkens, M.D., PhD, Head of the Department of Internal 

Medicine, University Hospitals Antwerp, Belgium. 
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The estimated prevalence of CFS in the UK is 0.2% of self-reported ME in the general 
population, and 0.6 to 2.6% among primary care patients. 

7.4.1.1 General features: the CNCCs, LMDTs and Specialist Teams for children and 
young people. 

General concepts for CFS services are: 
• a levelled model of services, networking with local services and health 

care workers, 
• aiming to provide patient centred care,  
• including a comprehensive range of services for CFS patients and good 

accessibility, 
• by trained professionals, 
• part of formal and informal networks, and in contact with voluntary 

organizations. 

Thirteen Clinical Network Co-ordinating Centres (CNCCs), 36 Local Multidisciplinary 
Teams for adults (LMDTs) and 11 specialist teams for Children and Young People have 
been established. They cover 65% of England; 84% of the UK population lives in England. 
This means that 32 million of the 50.7 million inhabitants of England are covered (Total 
inhabitants in the United Kingdom (2006)o: 60.5 million).  

The CNCCs aim to support the development of multidisciplinary teams within a 
geographic area (including development of local teams, providing access to specialist 
advice (consultancy), provision of training by lectures, symposia, workshops; provision 
of a treatment manualp for professionals or direct supervision of professionals, etc.). 
They sometimes also act as a LMDT. A few CNCCs are involved in international peer-
reviewed research. 

The LMDTs’ mission is to provide 1) access to assessment and diagnosis (some LMDTs 
do not provide a diagnostic service themselves as the diagnosis is expected to be made 
in primary care); 2) support for adjustment and coping and 3) symptom management 
and rehabilitation strategies. 

The specialist teams for Children and Young People aim to establish a specialist expert 
resource for care of children and young persons suffering from CFS; some teams 
exclusively focus on adolescents. Services include support in diagnosis and management 
as well as training of local paediatricians or community health workers, and some direct 
provision of care. Additionally, many adult teams have a “link paediatrician” who 
facilitates care for children and young persons; and 23 adult teams have transition 
policies in place, for transition of young persons to adult services. 

The services developed by the CNCCs/LMDTs are exclusively for CFS patients as no 
funded services previously existed for this patient group. Between 2004 and the end of 
2006, 11 040 adults and 669 children suffering from CFS had been seen. Since strong 
decentralisation is a general feature of the British health care system, no fixed model of 
service has been imposed by the NHS. This implies that CNCC/LMDTs have been 
developed in accordance with local needs and opportunities, and that many service 
models are currently in use. Some teams cover large areas (e.g. 150 GP practices), 
others are smaller. Some teams provide only part-time services (e.g. 2 days/week). 
Networking with local services is a general feature of all CNCCs and LMDTs and a very 
important, essential part of the concept. Owing to the service variables e.g. 
decentralisation, development of services in accordance with local needs and 
opportunities, varying population sizes, different models of networking with local 
services, quantitative evaluation of the available services is very difficult. The following is 
a general summary of the information available. 

                                                 
o  http://www.statistics.gov.uk/CCI/nugget.asp?ID=6 
p  E.g. treatment manual of CFS Research and Treatment Unit of King’s College, London, see Appendix 3. 

Books: “Overcoming chronic fatigue” (Burgess and Chalder), “Coping with chronic fatigue” (Chalder).  
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7.4.1.2 Team members 

Lead of the multidisciplinary team can be a professional from any clinical background 
(physician, CFS nurse specialist, clinical psychologist, occupational therapists). Team 
composition is variable but teams may have physicians, psychiatrists, CFS nurse 
specialists, clinical psychologists, occupational therapists, cognitive behaviour therapists, 
physiotherapists. 

Physicians involved in the team can be from varying background; about 50% are GPs or 
GPwSIs (GPs with Special Interest).  

In many services, team members are available on a part time basis; in some teams 
services are only available on a part time basis (see examples in Appendix 3). 

The team of King’s College (London), consists of 3.2 FTE staff (see Appendix 3), some 
additional assessments are done by other specialists.  

This team evaluates an average of 440 referrals per year and provides therapy for an 
average of 250 patients per year. The team of Kingston and Sutton /St Helier LMDT for 
CFS consists of 4 FTE staff and additionally 0.3 FTE consultant for about 560 new cases 
per year and an area of 1 473 000 million inhabitants. 

7.4.1.3 Referral 
Only CFS patients are accepted in CFS services. Waiting lists used to be common. 
However, as part of the government drive to bring waiting times down, the “18 week 
pathway” was introduced.  

This means that the referral to treatment time should not exceed 18 weeks which 
means that patients need to have been assessed within 5 weeks.  

Referral is through the patient’s GP or through a medical specialist. In some CFS teams, 
medical diagnosis needs to be confirmed by the clinician of the team, in other teams it is 
mandatory that the diagnosis has been confirmed before referral. Most teams support 
local GPs during the process of diagnosis. Usually a network is available with local 
specialists to assess difficult cases (if no medical specialist is member of the team). 
Referral forms are often available requiring demographic data, medical history, prevalent 
diagnostic symptoms, date of start of symptoms, co-morbidities and results of 
investigations are required to be accepted into the CFS service. Investigations are 
mostly blood tests as specified in the NICE guidance  

The referring GP and/or medical specialist should always receive a copy of the 
treatment plan, of re-evaluations, and of the discharge summary. Sometimes, the 
referring GP or specialist is also involved in the team discussion of initial treatment or 
discharge plan. Treatments that can be provided equally well by local non specialist 
services are preferred to treatments by the CFS LMDT.  

7.4.1.4 Adult services 

Many different service models and approaches have been developed so far, each CNCC 
and LMDT trying to respond to local needs and opportunities in the most efficient way. 

REHABILITATION SERVICES 

Some care pathways explicitly refer mild cases to their own GP for treatment. (e.g. St 
Helier Model of Care, for their definition of mild-moderate-severe, see Appendix 4).  

In most LMDTs, the management plan discussed at the MDT meeting will be agreed 
with the patient. Often this discussion will take place between the assessing therapist 
and the patient unless the case is particularly complex and requires the input of other 
team members. The letter sent to the GP with the proposed management plan is also 
sent to the patient.  

For mild, moderate or severe cases, group therapies are available as well as individual 
therapies on an outpatient basis, group therapy being more common in some teams. 
However, it should be noted that one of the most successful teams, the CFS Research 
and Treatment Unit of King’s College (London), only provides individual therapy. Often, 
teams liaise with local therapists or services, which then provide therapy under guidance 
of the CFS team.  
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Most therapies are time-limited (e.g. 8 weeks for group therapy, 12 sessions fortnightly 
with a cognitive behavioural psychotherapist and 24 sessions fortnightly with a clinical 
psychologist). Usually follow-up is provided, e.g. at 3, 6 and 12 months after 
intervention. 

Examples of therapy provided are GET, CBT, pacing, relaxation, stress management, 
energy management, sleep management, strategies for memory and concentration, 
managing set backs. No information has been found on which therapy model prevails 
most. The general impression is that most services providing CBT or GET use a model 
adapted to the specific needs of CFS persons. One centre, the CFS Research and 
Treatment Unit of King’s College, London, exclusively offers CBT or GET. Their 
therapy manualq can be found in the Appendix 5.  

The same centre is also participating in a multi-centre RCT on pacing. A Group 
program Manual from the Leeds and West-Yorkshire CFS service (9 weeks, 1 
meeting/week) is available at www.CFSpod.net. However, unlike the manual of the 
King’s College Team, this group manual has not proven yet its therapeutic value in a 
scientific trial, preferably a RCT. 

Not much information has been found on projects set up specifically for occupational 
rehabilitation or employment issues, although these problems can be dealt with in the 
provided therapies (e.g. CBT, counselling…).  

A national guideline is provided by NHS-Plusr.  

For the severely affected (home- or bedridden) persons, 27/36 LMDTs provide at least 
some intervention for this group. Domiciliary assessment is available in most of these 27 
teams; some teams also provide rehabilitation, usually only during a limited time period 
and in collaboration with local therapists or community services. Recently initiatives 
have been taken to link these services with other NHS-initiatives for management of 
long-term conditions (MLTC), which also raised the question whether case management 
should be started. It should also be mentioned that eight national CFS inpatients beds 
are available (Essex Neuroscience Team); inpatient service is also possible in some 
other hospitals. 

OTHER SERVICES 

Telephone contacts, supportive e-mails or help-lines are often provided. The CFS 
Research and Treatment Unit of King’s College, London, is conducting a RCT on 
telephone/postal CBT. In many LMDTs leaflets, books, self-care diaries, information on 
patient support groups or websites are available. 

The NHS supports group programs that reinforce self-help in patients (“NHS 
Professional led Programme”). Many services provide patients with a group programme 
manual or session handouts, to reinforce course content. 

The EPP or Expert Patient Programme (a generic lay-led group workshop) was 
introduced into the NHS in 2001. A trial for 34 CFS patients, yielded mixed feedback 
regarding the suitability of the program for CFS.  

Many Self-help groups exist, based on initiatives of patients themselves who meet or 
“chat” to offer each other practical and emotional support. 

7.4.1.5 Provided services for children and young persons 

A number of Specialist Teams for children and young people have identified treatment 
possibilities within generic paediatric services, providing a central role for the local 
paediatrician. Other Specialist Teams provide direct care to the patients. Some teams 
have paediatric services utilising resources within the adult team. Links with local youth 
therapists are provided in some teams. 

According to the available information, rehabilitation for children and young people can 
include CBT, pacing and/or GET. It is more often on an individual basis as compared to 

                                                 
q  A more extended version of the therapy manual can be found in two books: “Overcoming chronic 

fatigue” (Burgess, Chalder); “Coping with chronic fatigue” (Chalder) 
r  ‘Occupational Aspects of the management of CFS: a National Guideline’  www.nhsplus.nhs.uk 
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adults’ rehabilitation. Also, domiciliary services seem to be more common than in CFS 
adults. However, age- and severity-specific groups for children exist, as well as parent-
support groups. Attention is being paid to inform school and teachers. 

7.4.1.6 Outcomes 

Registration of a Minimal Data Set (MDS) started April, 2006; data are collected locally; 
the national process of central collection has not yet been finalized. 

The data has to be collected when the patient is first seen by the service and again (only 
once) between 9 and 15 months after the first assessment. The following items are 
included: demographic information including employment or educational status, clinical 
information related to diagnosis, and validated outcome scales (on severity of symptoms 
(Chalder Fatigue Scale), mood (Hospital Anxiety and Depression Scale; HADS), pain 
severity (Visual Analogue Scale for Pain), physical function (SF36 Physical Function), 
perceived improvement (Clinical Global Improvement Scale). 

One service, the CFS Research and Treatment Unit of King’s College, London, 
published the results of 384 patients treated in their service.102 It should be noted that 
another 135 patients of the same cohort (1995-2000) were not offered treatment at 
assessment, mainly because of primary diagnosis of major depression (70 persons) and 
not meeting diagnostic CFS criteria or refusing CBT (42 persons). Average age at 
entrance was 39 years (SD 11 yrs) and average duration of the fatigue was 5.3 years (SD 
4.6 yrs).  

After an average outpatient treatment duration of 11.3 hours (SD 4.8 hours), on an 
individual basis, patients improved on the Chalder Fatigue Scale68 from 8.5 points to 6 
points at 6 months follow-up (cut-off for extreme fatigue on this scale: 4 points). On the 
Work and Social Adjustment Scale,187 patients improved from 5.5 to 4 points at 6 
months follow-up. 

7.4.1.7 Discharge from the CFS Service 

Details of discharge policy were found for one LMDT (St Helier CFS Model of Service, 
see Appendix 4) and are briefly presented below. 

BEFORE THE INTERVENTION IS COMPLETE 

Following completion of the sessions patients will be discussed within the MDT 
meetings; often these discussions take place between the treating therapist and the 
patient and not necessarily the whole team and either followed-up by another member 
of the team where appropriate or discharged back to the care of the GP. A discharge 
report will be sent to both the referrer and the GP. Patients are usually sent a copy of 
their discharge report.  

There are a number of scenarios in which a patient may be discharged before the 
intervention is complete.  These would include: 

• Unwillingness on the part of the patient to engage in a bio-
psychosocial model of intervention. 

• 2 consecutive DNAs (“Did Not Attend”) following an initial 
assessment or cancellation of 3 appointments within the therapeutic 
contract. 

• Little sign of change/progress even after a number of sessions. 

• Abusive or aggressive behaviour. 

AFTER THE INTERVENTION 

CFS is a long term condition and it is recognised that people with CFS may need care 
and support over a long period of time. In order for the specialist CFS service to have 
sufficient capacity to deal with new referrals, a formal discharge process will ensure that 
people are formally assessed for discharge, given a contact number for further support 
and advice and if necessary referred on to other support agencies.  

The decision to discharge the patient from the CFS service will be agreed at the MDT 
or between the patient and the therapist. The discharge criteria for patients with CFS 
are: 
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1. Improvement in the fatigue that allows return to work, school or previous 
levels activity. 

2. Alternative diagnosis made on basis of clinical assessment and laboratory 
tests. Patient referred onwards for specialist management. 

3. Stabilisation of the fatigue with level of functioning acceptable to the patient. 

4. CFS still variable but patient provided with full range of physical and mental 
strategies to cope with the illness. Patient discharged with support by the 
CFS team and with the understanding that telephone advice can be provided. 

5. Patient unable or chooses not to engage in treatments offered by the service 

7.4.1.8 Payment 

Reimbursement for the services of the CNCC/LMDT is claimed from the Primary Care 
Trust baseline budgets (or Mental Health Trusts); the patient does not pay at the point 
of service delivery. Information obtained from one service (the CFS Research and 
Treatment Unit of King’s College, London) revealed that, in 2002-2003, of the 431 
referrals, 37 were denied funding by the PCT and hence could not be seen. For 2003-
2004, this concerned 37 patients out of 408 referrals (approximately 9% of patients.) 

7.4.2 Services provided in regions in England not covered by the CFS Service 
Investment Programme 

No information available from the contacted experts. 

Key points  

• The estimated prevalence of CFS in the UK is 0.2% of self-reported CFS in 
the general population, and 0.6 to 2.6% among primary care patients. 

• Levelled care for CFS has been started up in 2004 in England. 

• An area of 32 million people is served by: 13 coordinating centres (CNCCs), 
36 local multidisciplinary teams for adults, and 13 specialist teams for 
children and young people. 

• Services are exclusively for CFS patients; within the first two years of the 
project, 11 040 adults and 669 children suffering from CFS had been seen. 

• Networking with local services is an essential part of the concept. 

• Also teaching, supervision and outreach of/to local services in the 
community are well-integrated concepts. 

• Team composition and provided services differ according to local 
opportunities and needs, in agreement with the national British health care 
system. 

• 50% of the physicians involved in the teams are GPs or GPwSIs (GPs with 
special interest).  

• Medical referral is necessary, standard referral forms are mostly available.  

• Most teams only accept well-diagnosed patients; GPs are supported in the 
diagnostic process; for difficult diagnoses links to second or third level 
specialists are provided or diagnosis is made within the team. 

• Treatment is mostly by the team, usually on an outpatient basis; treatment 
plans are discussed with the patient and the referring medical doctor. 
Sometimes treatment is provided by local services, supervised by the LMDT. 

• Some teams refer mild cases to the patient’s GP for treatment. 

• Most therapies are time-limited (e.g. 8 weeks for group therapy, 12 sessions 
fortnightly with a cognitive behavioural psychotherapist and 24 sessions 
fortnightly with a clinical psychologist). Usually follow-up is provided, e.g. at 
3, 6 and 12 months after intervention. 

• Several therapies are provided, group therapies are common. One of the 
large centres (King’s College London) exclusively provides CBT or GET, and 
pacing (in a multi-site RCT), on an individual basis. This centre also provides 
Therapy Manuals. 
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• Domiciliary services including time-limited therapy for severe cases are 
available in many teams. Local community services are involved as much as 
possible. 

• Eight national CFS inpatient places are available for severe cases (Essex 
Neuroscience team). 

• Other services, like telephone contacts, leaflets… are available. Information 
sessions for family members exist (but are not provided everywhere). 

• For children and young people, individual and domiciliary services are 
frequently used. Contacts with local services are important. 

• From April 2006 on, a minimal data set on outcome is registered by the 
centres; no outcome results are available yet. 

• In the starting phase of the services (2004-2006), the Government 
exceptionally provided 10.8 million Euros to the centres. This has now been 
taken over by the general British health care reimbursement system. 

7.5 THE NETHERLANDS 

So far, no specific structurally available care organization(s) for CFS has been set up in 
the Netherlands. Recently, the Dutch Government asked to develop guidelines on CFS, 
to increase research on effects of scientifically proven treatments for CFS when they 
are applied in daily life; and to increase the availability of CBT, an evidence-based 
treatment for CFS (see further). It is estimated that 30 000 to 40 000 CFS-patients live 
in the Netherlandss, for a total of 16.4 million inhabitants (Centraal Bureau Statistiek, 
2007). This means an estimated prevalence of 0.2%. 

Due to specific interest in the field of CFS, two Dutch centres, the University medical 
centre Nijmegen and the CFS Centre Amsterdam, developed a specific service for CFS 
patients. However, direct accessibility of these services is limited to the Nijmegen and 
Amsterdam region, although they get referrals from a much broader area (see further). 

The Nijmegen service t , the “Nijmeegs Kenniscentrum Chronische Vermoeidheid” 
(NKCV) started its activities in the late eighties, and is now an internationally 
recognized centre for CFS. The NKCV acquired experience with CBT for CFS, which 
led to several high-quality publications. Also fatigue due to chronic disease (e.g. cancer) 
is treated in the centre.  

An average CBT-treatment (protocol based) for CFS in the NKCV takes about six 
months and comprises 16 sessions, on an individual basis. Patients should be referred by 
their GP or by the medical specialist; online advice to GPs on the diagnosis is provided. 
If necessary, the diagnosis can be further explored in the NKCV. Only patients not 
involved in another therapy for fatigue are accepted for treatment. Likewise, if patients 
enter an appeal to the court, they are excluded from the therapy as long as this 
procedure lasts (so this exclusion criterion for acceptance is temporary). Patients can 
be refunded from their private health insurance, depending on the contract they have.  

Due to persisting long waiting lists (more than 300 patients), the NKCV decided to start 
teaching behaviour therapists outside the NKCV. A trial has been started up in the 
Centre for Mental Health Care (GGZ) in Oost Gelderland, and recently also in the 
GGZ Westelijk Noord-Brabant. Teaching sessions are organized, and behaviour 
therapists can qualify after a 30 hour teaching program and supervision. On-line 
information for patients and health care workers on CFS is available on the NKCV 
website. 

The “CFS Research centre Amsterdam”, nowadays called the “CFS Centre Amsterdam” 
was funded u  in 1998, by the Foundation for Metabolic Disorders. Three medical 
specialists have been developing fundamental aetiological research on CFS, including 
drug trials for CFS, leading to several publications in this field. A special point of interest 

                                                 
s  Health Council of the Netherlands. Chronic fatigue syndrome. The Hague: Health Council of the 

Netherlands, 2005; publication no. 2005/02. (http://www.gr.nl/) 
t  http://www.nkcv.org/; Nijmeegs Kenniscentrum Chronische Vermoeidheid (NKCV) 
u  http://www.cfscentrumamsterdam.nl/index.htm 
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is carnitine treatment; whereby the aim is to improve complaints or symptoms (not to 
cure the patient). The CFS Centre Amsterdam sees about 800 CFS patients a year. All 
evidence-based therapies are discussed with the patient, and provided according to the 
patient’s preference (or the patient is referred to the centre that offers the therapy). 
No specific medical referral is necessary. In case of uncertainty, the diagnosis is 
confined/ rejected in the centre before the treatment is started. CFS and also fatigue in 
other chronic diseases (e.g. cancer) are treated in the centre. If patients are not fully 
covered by their health insurance for the treatment, they are let off the rest if they are 
not able to pay.  

On-line information for patients and health care workers on CFS is available on the 
website of the Amsterdam centre. 

The centre of Nijmegen and the Wilhelmina Children’s hospital of Utrecht have a 
special service for children from 11 years and older. CBT is offered with involvement of 
the family. 

No information was found on family information sessions by the NKCV or the 
Amsterdam centre, or organised by patient associations. However, the NKCV gives 
several presentations and workshops open to patients and patient organisations as well 
as to professionals (physicians, nurses, psychologists etc.) 

In the Netherlands, the Government asked an advice on CFS from the Health Council 
(“Gezondheidsraad”), resulting in 2005 in a report clarifying the current state of 
knowledge on CFSv. One of the advices in this report was to ask the CBO, the Dutch 
Health Care Quality Improvement Institute w  or “Kwaliteitsinstituut voor de 
gezondheidszorg” to develop guidelines for a more uniform approach to CFS-patients 
throughout the country. These guidelines will be available in the nearby future.  

ZonMW, an organisation aiming at improving health, health care and prevention by 
stimulating and developing the transfer from basic knowledge to practical 
implementation x , was asked to develop a program to increase the knowledge on/ 
stimulate the use of the to-develop-guidelines, and to increase the capacity for CBT-
treatment, which actually at that time was only available in Nijmegen at the “Nijmeegs 
Kenniscentrum Chronische Vermoeidheid”. ZonMW should also increase research on 
effectiveness (as opposed to efficacy) of therapies like CBT, GET and pacing for patients 
in day-to-day life. The ZonMW program has been started up and first results are 
awaited (+/- 2010). 

In 2007, the Health Council published a protocol to inform and advice medical advisers 
of insurance companies on CFSy. 

Key points 

• The prevalence of CFS in the Netherlands is estimated at 0.2%.  

• No specific structurally available CFS care services have been set up in the 
Netherlands. 

• Two centres with specific interest and research in CFS (Nijmegen and 
Amsterdam) provide diagnostic and therapeutic possibilities. 

• Also fatigue in other chronic disorders (e.g. cancer) is treated in these 
centres.  

• One of the two centres only accepts patients on GP referral. 

• Treatment is on an outpatient, individual basis. Group sessions are not 
available. 

                                                 
v  Health Council of the Netherlands. Chronic fatigue syndrome. The Hague: Health Council of the 

Netherlands, 2005; publication no. 2005/02. http://www.gr.nl/ 
w  http://www.cbo.nl/home_html 
x  http://www.zonmw.nl/nl/organisatie/ (Nederlandse organisatie voor gezondheidsonderzoek en 

zorginnovatie) 
y  Verzekeringsgeneeskundige protocollen. Chronische-vermoeidheidssyndroom. Lumbosacraal radiculair 

syndroom. Gezondheidsraad, 2007/12, april 2007; http://www.gr.nl/pdf.php?ID=1532&p=1 
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• Evidence-based rehabilitation treatments for CFS, especially (time-limited) 
CBT, are available around the region of Nijmegen. 

• Outreach to other regions and teaching of CBT are being developed under 
support of the Government.  

• The centre of Nijmegen and the Wilhelmina Children’s hospital of Utrecht 
have a special service for children (from 11 years on). 

• No information was found on specific family information sessions on CFS. 

• Reimbursement of centres and acts is according to the national health 
insurance system, without specific conditions or restraints for CFS.  

• The Amsterdam centre lets off fees if the patient can’t pay. 

• The government supports the development of Dutch guidelines, which will 
be available in the nearby future; a protocol on CFS for medical advisers of 
insurance companies exists. 

7.6 ITALY 

In Italy, no prevalence numbers for CFS are available. 

Four centres in Italy provide specific services to CFS, fibromyalgia and CFS-like 
syndromes (e.g. cancer-related fatigue): the University hospitals of Chieti and of Pisa 
(third-line), the hospital of Aviano (second-line), and a charity-based service in Pavia. 
These centres provide diagnosis, time-limited treatment, and follow-up. Three other 
second-line hospitals provide diagnostic possibilities: Rome, Verona and Bari. All 
activities are on an outpatient basis, except in Chieti where admission is possible. This 
centre has also set up clinical research. It is estimated that each centre on average 
treats/ sees 100 patients per year, of which about 50 new patients. Since Italy has about 
57 million inhabitants, this means that about one patient is seen per 100 000 inhabitants. 
Waiting lists do not exist. The services are run by medical specialists (rheumatology, 
neurology, infectious diseases, and oncology); in the four specialized centres 
psychiatrists and/or psychologists also belong to the multidisciplinary team. Contact 
with first-line (or second line) services is by phone or (medical) letter, as usual among 
physicians. 

Diagnosis by one of these services is necessary to be recognized as CFS-patient. 
Referral by a medical doctor is not necessary. Educational sessions for patients or 
family, and support (leaflets…) for self-care, are available. Treatment in the four 
specialized centres is time-limited (e.g. 3-4 months in Pavia) and on individual basis (no 
group sessions). General psychotherapy is provided, but CBT is not; nor is GET or 
pacing. Physiotherapy if indicated is provided in private practices outside the centres. 
Sometimes alternative therapies (acupuncture, homeopathy) are provided. Occupational 
rehabilitation, telephone support, assessment at home for severely affected cases or 
specific programs for self-care are not provided. Patient outcomes are not routinely 
evaluated. Psychotherapy can also be followed outside the centres, and is reimbursed in 
Italy. 

No services for children exist. Assessment or treatment at home for severe cases is not 
available; nor is outreach and/or teaching to support local rehabilitation teams, health 
workers or social workers.  

Reimbursement of the centres is by regional or local health authorities; one of them 
(Pavia) is funded by charity. Acts are reimbursed according to the national health 
insurance system, without specific conditions or restraints for CFS. 
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Key points 

• No prevalence of CFS in Italy is known.  

• Three general centres provide diagnostic possibilities; four specific centres 
also provide time-limited treatment and follow-up. No specific services for 
children exist. 

• Number of CFS-patients seen: about 1 / 100 000 Italian inhabitants (based on 
expert opinion). 

• Diagnosis by one of these centres is necessary to be recognised as CFS-
patient. 

• Treatment is on outpatient, individual basis; one centre also admits patients. 
Group sessions are not available. 

• Family and patient information sessions on CFS are available; as well as 
time-limited psychotherapy. 

• Evidence-based treatments for CFS, like CBT and GET, are not yet 
available.  

• Contacts with primary care are as usual among physicians; centres do not 
provide outreach to bedridden patients or support/ teaching to local health 
or social workers. 

• Reimbursement of centres and acts is according to the national health 
insurance system, without specific conditions or restraints for CFS. One 
centre (Pavia) is funded by charity. 

• No Italian guidelines are available. 

7.7 NORWAY 

No specific Norwegian prevalence numbers for CFS are available. 

Norway has 3 University hospitals (third-line) where CFS patients are seen, as part 
from routine neurology/ infectious diseases/ paediatric practices: 2 for adults (Oslo and 
Bergen) and one for children (Rikshospitalet, Oslo).  

7.7.1 CSF/ME care for adults 

The adult centres provide diagnosis, coping classes, and some limited individual therapy. 
Activities are usually on an outpatient basis. For the CFS service of Oslo in the Ullevaal 
University Hospital, covering approximately half of the Norwegian population, it is 
estimated that on average 350-400 patients per year are seen/ treated, of which about 
300 new patients. Of the new referrals, approximately 2/3 gets the diagnosis of CFS. 
The adult service in Bergen (Haukeland University Hospital) grew mainly after a 
generalised Giardia infection of the main water supply some years ago, infecting many 
people. Afterwards, a peak in CFS prevalence was noticed. Since Norway has about 4.7 
million inhabitants, it can be estimated very roughly based on the Oslo numbers that 
yearly about 16 adult patients for 100 000 inhabitants are seen in these two adult 
centres. However, diagnosis can be set by other medical specialists as well. Diagnosis is 
mandatory to be recognized as a CFS patient.  

Apart from the two University centres, most large hospitals throughout the country 
provide general rehabilitation programs for all sorts of diagnoses. Included are “Coping 
centres”, specific services for chronic disorders of different kinds. CFS patients can also 
get services in these Coping centres. 

Information for this study on the current working of the adult University CFS services 
(e.g. numbers used in the next paragraphs), could be obtained from the Oslo Ullevaal 
University Hospital. 

So far, patients need a referral from a medical doctor to be seen in the University 
hospital. The waiting list is about 9-12 months. Coping course/classes for patients are 
provided (8 times 2 hours; maximum 15 patients); the patients are allowed to bring one 
relative or care taker on the day the doctor talks about what CFS is. Information 
meetings (3 hours) are also arranged twice a year, where relatives and care takers can 



KCE Reports 88  Chronic Fatigue Syndrome 99 

 

come. The coping course/class is based on teaching patients pacing techniques and 
energy economizing (occupational therapist), deep relaxation (physiotherapist), 
knowledge about the disease (doctor), conversation with psychiatric nurse about 
reactions to being ill and coping, information about healthy food for patients with CFS 
(nutritional expert) and information on how to obtain social security money for people 
who have been away from work more than one year and how they can get financial 
support for technical aids. In the near future, classes based on CBT and GET techniques 
will be started up, as part of a research project. Individual therapies (general 
psychotherapy, physiotherapy, pacing, occupational rehabilitation, self-care programs 
and eventually alternative therapies (homeopathy…) are possible, but usually classes are 
provided. All these therapies, including CBT and GET but excluding pacing are also 
available for CFS (and other patients) outside the University centres, but only scarcely. 
Educational sessions on CFS are also available outside the centres. 

For severe cases, assessment and treatment can be delivered at home by the University 
hospitals; limited telephone support is also available. 

Apart from the national service for children in Rikshospitalet (see further), the Oslo 
Ullevaal University Hospital also provides a coping class for children and parents. 

Reimbursement is given for the whole period of the classes (8 weeks), and for the 
medical consultations/acts in the hospital. Individual therapy in the hospital is 
reimbursed if patients get the service as part of the coping classes. Otherwise it has to 
be financed by the hospital’s regular budget, except for psychotherapy which is not 
reimbursed. Reimbursement is not time-limited. Reimbursement for therapy outside the 
University hospitals is provided under the general health care system, without specific 
conditions or restraints for CFS patients compared to other diseases. Educational 
sessions on CFS are not reimbursed. 

7.7.2 CFS care for children and adolescents 

The interest for CFS in children and adolescents at the University Hospital of Oslo 
(Rikshospitalet), started almost six years ago, and initially was purely scientific. 
However, soon thereafter, other children’s hospitals in the country started to refer 
their patients, and clinical services were started up. Nowadays, all other Norwegian 
children’s hospitals belong to the Rikshospitalet’s network. In 2007, approximately 80 
patients were seen. The team nowadays consists of 2 paediatricians (involved for 20% 
respectively 40% FTE), a nurse (50% FTE); as well as an occupational therapist, 
physiotherapist and dietician (each for 30% FTE available). A child psychiatrist can be 
consulted in Rikshospitalet if necessary, but it is required that the child has been seen by 
a child psychiatrist in the local hospital before referral. Given the absence of definite 
scientific criteria for CFS in children, the team agreed on the following criteria to make 
the diagnosis of CFS: the child has been fatigued for at least 3 months (but usually 
fatigue already exists for at least 6 to 7months), without other conditions causing the 
fatigue; the fatigue should be “severe”, i.e. it should have caused absence from school 
for a considerable time period. Children suffering from fatigue due to a medical 
condition e.g. cancer treatment, are seen as well, but rather exceptionally. After 
referral, patients stay 2 days in the hospital for a multidisciplinary evaluation. The 
parents are not charged for this service (don’t pay anything). At the end of these two 
days, the results are discussed extensively with the parents and if possible with the child. 
A treatment planning is proposed, and contact persons in the child’s neighbourhood are 
proposed that can be contacted to provide the therapy (on an individual basis). Usually 
an adapted form of GET is provided, in which gradual increase of a broad range of 
activities is proposed, according to the age, possibilities and the interest of the child. 
CBT can be proposed as well, but is less readily available. At home, the planning agreed 
on is taken over by the local paediatrician or community service. The child is seen every 
2 or 3 weeks and activities increased if possible. So far, no systematic follow-up in the 
Rikshospitalet is provided, but this will be established in the nearby future. 

7.7.3 New initiatives as from 2007 

In 2007, a report has been published on the care of CFS in Norway. Since clear 
information (e.g. numbers of patients) on organisation of care was scarce, and since 
apparently some Norwegian regions had almost no services in place for this group of 
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patients, the Minister decided to provide extra money to several new initiatives. The 
main focus is twofold: 1. to inform the public but also primary and secondary care and 
social services on CFS and CFS care; 2. to develop or improve care for and/or 
knowledge on care for this patient group “in the field”. The Health Directorate (an 
independent national service providing support in policy making) has been authorized to 
guide the implementation of these initiatives, called the “National Competence 
Network for CFS”. A yearly budget of 5 million Norwegian Kröne during 3 years (2007-
2008-2009), or 15 million Kröne (approximately 1.9 million Euro) have been made 
available. 

As part of the care improvement, the Oslo Ullevaal University Hospital has been asked 
to provide a special CSF/ME interdisciplinary outpatient clinic and ambulatory team for 
adults for a region covering approximately half of the Norwegian population. 
Rikshospitalet is asked to provide a similar service for children. This is worked out as a 
project and starts in august 2008. For the adults, the team will be led by a full-time GP; 
1.5 FTE medical specialists (neurology, psychiatry and internal medicine), 1.5 FTE 
psychiatric nurse/social worker and 1.5 FTE therapists (occupational therapy,

physiotherapy) will be member of the team. Outreach or visit to support local 
rehabilitation teams, health and social workers is already available now, but will be 
expanded and made more structurally available in the project (e.g. if necessary one of 
the team members will attend a meeting in the community where the patient lives to 
start a care plan). 

Another initiative consists in a better implementation of GET.  

Apart from the yearly budget, an extra budget of 3.2 million Kröne (approximately 
405.000 Euro) has been made available to the University Hospital in Bergen, for the 
specific problems related to the infectious episode in the past.  

A new initiative for the most severe cases consists in the development of a national 
inpatient service of 10 beds, for which additional money will be provided. 

A systematic literature review on CFS diagnosis and treatment has been published by 
the “Nasjonalt kunnskapssenter for helsetjenesten”. 

Key points 

• No prevalence of CFS in Norway is known.  

• Two University hospitals provide diagnostic possibilities, coping classes and 
some limited individual therapy for adults. One University hospital provides 
specific services for children. 

• Referral by a medical doctor is required; there are waiting lists of 9-12 
months. 

• Number of adult CFS patients seen yearly: 16 / 100 000 Norwegian 
inhabitants (based on expert opinion).  

• Number of CFS children seen yearly: 80 (for 4.7 million inhabitants). 

• Diagnosis by one of the centres, or by another medical specialist, is 
necessary to be recognised as CFS patient. 

• Coping classes comprising 8 sessions and maximal 15 patients are the main 
treatment option for adults; individual therapy is available but very limited. 
Pacing and relaxation are included. 

• Evidence-based treatments for CFS, like CBT and GET, are planned in the 
near future (in the classes). 

• Family members can attend the coping classes. 

• Service at home for bedridden patients is possible; therapy for children is on 
an individual basis and in the local community. 

• Reimbursement of services in the University hospitals favours (for adults) 
the coping classes over individual therapy; reimbursement outside these 
services is provided under the general health care system, without specific 
conditions or restraints for CFS patients. 
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• In 2007, the Minister decided to provide extra funds during 3 years to 
improve information on and care-in-the-field for this patient group, under 
the guidance of the Health Directorate. 

• Outreach or visit to support local rehabilitation teams, health and social 
workers is limited available now, but will be expanded in this project that 
will start in the Oslo region (adults- children) in August 2008. 

•  A systematic literature review on diagnosis and management has been 
published in Norwegian. 

7.8 AUSTRALIA 

The point all over prevalence of CFS in Australia is estimated on 0.2-0.5%. The 
Government finances guidelines (e.g. GP guidelines, that were sent to all GPs in South 
Australia in 2004), but no special services for CFS exist (yet). 

However, care for CFS patients is possible in non-exclusive services (i.e. services open 
to all sorts of diseases). 

Psychotherapy for CFS patients is readily available, and reimbursed like for other 
diseases, which means that many patients pay for it themselves. However, therapists 
providing CBT (cognitive behaviour therapy) are rather scarce.  

Physiotherapy is available and reimbursed, but only very few therapists provide GET 
(graded exercise therapy) and GET is not reimbursed.  As far as known, pacing is not 
available. 

Occupational therapy is only available and reimbursed under certain circumstances, like 
for other diseases.  

Educational sessions on CFS for patients and family are sometimes available (not 
reimbursed); programs promoting self-care are rather scarce, and also not reimbursed. 

For children, only few paediatric hospitals also take care of CFS patients, as part of their 
general services. 

Severely affected CFS patients not able to work or to support themselves are provided 
for by the Government Disability Support Pension Scheme; some patients also access 
Income Protection Insurance or the superannuation funds before retirement. Little 
support is available for adults in need of personal assistance in daily life that who do not 
have relatives to look after them. These persons are looked after via the public hospital 
system.  

Key points 

• The point all over prevalence of CFS in Australia is estimated on 0.2-0.5%. 

• The Australian Government supports the development of CFS guidelines for 
GPs, but no special structures for these patients are available. 

• Family and patient information sessions on CFS are available (no 
reimbursement). 

• Evidence-based treatments for CFS, like CBT and GET, are scarce. CBT is 
reimbursed (like in other disorders) but GET is not.  

• A few paediatric hospitals take care of children with CFS. 

7.9 COMPARISON OF CFS CARE IN THE DIFFERENT 
COUNTRIES AND CONCLUSION 

A general overview of CFS care for adults in the countries described, as compared to 
Belgium, is given in Table 13. 
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Table 13. Comparison of CFS care for adults in selected countries 

ADULTS United Kingdom: 
England 

The Netherlands Italy Norway Australia Belgium 

Specific settings 
CSF/ME 

Yes: 13 coordinating 
centres or CNCCs; 36 
local multidisciplinary 
teams or LMDTs 
(covering 32.5 million 
people; i.e. 65% of 50 
million inhabitants of 
England) 

Yes: 2 university 
hospitals (16.4 million 
inhabitants) 

Yes: 4 centres 
diagnosis and 
therapy, 3 centres 
diagnosis (57 million 
inhabitants) 

Yes: 2 university 
hospitals (4.7 million 
inhabitants) 

No Yes: 4 reference centres 
(10.5 million inhabitants) 

Level of specific 
settings 

Third and second  level 
(coordinating centres and 
local multidisciplinary 
teams); networking with 
local hospitals and 
community care to 
provide care locally when 
possible/ appropriate 

Third level; networking 
with secondary level 
centres (Centres for 
Mental Health Care or 
GGZ) to provide care 
locally when possible/ 
appropriate 

Third and second  
level 

Third level. Under 
development in one 
centre (Project, start 
8/2008): networking 
with local hospitals and 
community care to 
provide care locally 
when possible/ 
appropriate 

N.A. Third level; networking 
with community care 
planned but not 
developed yet 

Settings recognized 
by Government 

Yes (since 2004) No (however, 
networking with 
secondary level is 
supported by 
Government) 

No information Yes (since 2007) N.A. Yes (since 2002) 

Other diagnoses than 
CFS included 

No Yes: fatigue related to 
severe medical 
conditions (e.g. cancer) 

Yes: fatigue related 
to severe medical 
conditions (e.g. 
cancer); fibromyalgia 

No N.A. No 

Referral by medical 
doctor necessary 

Yes Yes for one centre No Yes N.A. Yes 

Yearly diagnostic plus 
therapeutic capacity 
of all 
settings/100 000 
inhabitants  

17/100 000 (numbers 
based on Government 
report) 

No information 1/100 000 (50% new 
patients) (numbers 
based on expert 
estimation only) 

16/100 000 (75% new 
patients; 66% confirmed 
CFS diagnosis (numbers 
based on expert 
estimation only) 

N.A. 5/100 000; 96% 
confirmed CFS diagnosis 
(numbers based on 
Government report) 

Waiting lists Yes; but Government Yes No Yes (9-12 months) N.A. Yes (in 3 of 4 centres) 
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ADULTS United Kingdom: 
England 

The Netherlands Italy Norway Australia Belgium 

imposes “18 week 
pathway”: assessment 
within 5 weeks, referral 
to treatment time should 
not exceed 18 weeks 

Diagnosis Online support of 
referring M.D. to make 
diagnosis, blood samples 
as in NICE guideline. 
Special referral forms. If 
necessary further 
explored by CFS centre 
or referral to medical 
specialist of network 
when no M.D. part of the 
CFS team. 

Online support of 
referring M.D. to make 
diagnosis, if necessary 
further explored by 
CFS centre. Special 
referral form. 

By the CFS centre By medical specialist 
(belonging  or not to the 
CFS centre) 

N.A. Special referral form. 
Diagnosis confirmed or 
if necessary further 
explored by CFS centre 

Predominant 
treatment content 
(other than 
medication if needed) 

Several options; recently 
general evolution toward 
CBT (some centres 
exclusively CBT, GET or 
(in trial) pacing) 

One centre specific 
medical treatments. 
Other centre CBT, it 
does not accept 
patients as long as 
involved in other 
therapy for fatigue or 
gone to court 

General 
psychotherapy 

Coping classes with 
several components; 
recently beginning 
evolution toward GET 
(or CBT), in coping 
classes   

N.A. CBT and GET together 

Treatment manual 
(CBT or GET) in one 
or more centres 
available 

Yes (CBT), efficacy 
approved in research 
applications 

Yes (CBT), efficacy 
approved in research 
applications 

No No N.A. Manual in each centre; 
efficacy not approved in 
research applications 

Usual treatment 
(based on expert 
information only, 
except Belgium): 
individually or group 
/ in- or outpatient 

Group sessions most 
used, but individual 
therapy possible; some 
large centres exclusively 
individual therapy / 
outpatient usually but 8 
national CFS beds and 

Individual treatment 
only/ mostly outpatient 

Individual treatment 
only/ mostly 
outpatient but one 
centre specialized 
inpatient service 

Group sessions (coping 
classes) most used; 
individual therapy rarely/ 
mostly outpatient but 
one centre with 
specialized inpatient 
service to start in nearby 

N.A. Group sessions in 83% 
of time and individual 
therapy in 17% of time; 
outpatient mostly; 
inpatient possible but 
rarely (based on 
Government report) 
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ADULTS United Kingdom: 
England 

The Netherlands Italy Norway Australia Belgium 

inpatient possible in 
general hospitals. 
Note: one centre refers 
mild patients to own GP 
for treatment 

future (separate Project; 
funds will be foreseen 
for start-up) 

Treatment period: 
average duration per 
patient 

Many different 
approaches (see 
Appendix); usually time-
limited e.g. 8 sessions for 
group therapy, 12 to 24 
sessions individually 
fortnightly with 
psychologist 

CBT: 16 sessions  of 60 
min. spread over 6 
months 

3 to 4 months 
psychological 
therapy (expert 
opinion only) 

Coping classes: 2 hours 
1x/week during 8 weeks 

N.A. Total 41 to 62 hours 
spread over 6 to 12 
months 

Treatment provider Multidisciplinary team. 
Lead of the team can be 
professional from any 
clinical background. 
Physicians involved in the 
team for 50% GP or  
GPwSI (GP with special 
interest) 

Multidisciplinary team 
(one centre) 

Lead of the team 
medical specialist; 
psychologist or 
psychiatrist for 
psychological 
therapy 

Multidisciplinary team; 
lead of the outreach 
team (Project to start 
8/2008) will be GP 

N.A. Multidisciplinary team; 
lead of the team medical 
specialist 

Personnel available  According to local needs 
and opportunities; some 
teams offer only part-
time services; team 
members usually only 
part-time. One team 
(King’s College London) 
of 3.2 FTE staff (some 
additional assessment by 
other staff not included) 
443 referrals in 1 year; 
177 patients CFS not 
confirmed (40%); 246 
patients  treatment 

No information No information One centre starts 
Project (8/2008) 
implementing outreach 
and teaching to area of 
2.3 million inhabitants by 
team of 1 FTE GP; 1.5 
FTE medical specialists; 
1.5 FTE therapists; 1.5 
FTE nurse and social 
worker (total 5.5 FTE). 

N.A. 18.25 FTE for 4 centres 
together (+/-550 
evaluations and 407 
treatments yearly) 
(numbers based on 
Government report) 
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ADULTS United Kingdom: 
England 

The Netherlands Italy Norway Australia Belgium 

(55%); other examples 
see Appendix. 

Outreach, teaching Yes, strong focus 
especially for 
coordinating centres 

Yes: one centre: 
teaching of secondary 
level centres (Centra 
Geestelijke 
Gezondheid) 

No To start in 8/2008 
(Project) 

N.A. Option made available 
by Government but 
implemented very 
limited so far 

Family information 
sessions 

Available in several teams No information Yes Yes N.A. (available 
through patient 
associations) 

Yes 

Provision of on-line 
information, 
leaflets…  

Yes Yes Yes Yes N.A. (available 
through patient 
associations) 

Yes 

Provision of specific 
self help programs 

Some limited experience No information No information No information No information No 

Occupational 
rehabilitation, 
support to regain 
work 

Subject dealt with if 
necessary, but no specific 
program 

Subject dealt with if 
necessary, but no 
specific program 

No specific program Subject dealt with if 
necessary, but no 
specific program 

N.A. Subject dealt with if 
necessary, but no 
specific program 

Assessment or 
limited treatment at 
home for severely 
affected 

Possible in most LMDTs No information Not possible Not possible N.A. Not possible 

Provision for 
severely affected not 
able to work 

Disability funds, like in 
other patient groups; 
NHS-protocol available 
for medical advisers of 
insurance company 

Disability funds, like in 
other patient groups; 
protocol by Health 
Council available for 
medical advisers of 
insurance company 

Disability funds, like 
in other patient 
groups  

Disability funds, like in 
other patient groups 

Disability funds, 
like in other 
patient groups 

Disability funds, like in 
other patient groups 

Outcome 
registration 

Systematically in all 
centres; uniform list of 
outcome scales 

If patient included in 
study protocol; 
parameters registered 
dependent on study 
concept, different in 2 
centres 

No To start up in nearby 
future 

N.A. Systematically in all 
centres; uniform list of 
outcome scales 
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ADULTS United Kingdom: 
England 

The Netherlands Italy Norway Australia Belgium 

Reimbursement NHS special funds from 
2004-2006; afterwards 
been taken over by 
national health insurance 
system as for other 
disorders but some 
Primary Care Trusts 
refuse reimbursement 
for CFS 

National health 
insurance system as for 
other disorders; one 
centre takes personal 
situation into account 

National health 
insurance system as 
for other disorders 

National health 
insurance system as for 
other disorders including 
separate funding for 
coping classes; additional 
special funds for Project 
starting 2007 for at least 
3 years. 

N.A. Special RIZIV/INAMI 
funds from 2002-2008 

Therapy outside CFS 
settings, not 
specifically devoted 
to CFS: content 
(expert opinion only) 

No information No information General 
psychotherapy or 
physiotherapy, CBT 
or GET extremely 
rare  

Psychotherapy or 
physiotherapy; rarely 
CBT or GET 

Psycho-therapy 
or physiotherapy 
CBT, GET or 
pacing  very rare 

Physiotherapy available 
but GET is rare. 
Psychotherapy available 
but specific CBT for 
CFS rare. 

Therapy outside CFS 
settings, not 
specifically devoted 
to CFS: 
reimbursement 

No information No information Psychotherapy or 
physiotherapy 
reimbursed (like in 
other disorders) 

Psychotherapy, CBT or 
physiotherapy (or GET 
by physiotherapist) 
reimbursed (like in other 
disorders) 

Psychotherapy, 
CBT or 
physiotherapy 
reimbursed (like 
in other 
disorders); GET 
or pacing not 
reimbursed 

Physiotherapy or GET 
by physiotherapist 
reimbursed at special 
rate (like some other 
selected disorders); 
psychotherapy or CBT 
only reimbursed in 
Centres for Mental 
Health Care 
(CGGZ/Services de 
Santé Mentale) (like in 
other disorders) 

National guidelines, 
supported by the 
Government 

Yes, by NICE Underway (CBO) No No Yes (in South 
Australia sent to 
all GPs) 

Yes, by Superior Health 
Council 

N.A.: not applicable 
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7.9.1 Organisation 

Two separate tendencies are found in the organization of CFS care in The United 
Kingdom, Australia, The Netherlands, Italy and Norway. 

1. No specific and structurally available care for CFS is organized, but the Government 
stimulates the development of guidelines, protocols… 

This is the case in Australia, and in a certain way also in The Netherlands. In the 
Netherlands, two CFS centres exist (and a children’s hospital involved in care for CFS 
children) that were initiated 10 to 20 years ago as a result of specific scientific interest 
of these institutes. Both centres also offer therapy to CFS-like syndromes (e.g. cancer-
related fatigue); there is a multidisciplinary approach. Access is limited to the own 
region, but outreach and teaching to other professionals has been set up in Nijmegen, 
and is supported by the government.  

2. Specific and structurally available care for CFS patients is organized by the 
Government, mostly recently i.e. a few years ago. This is the case for Italy, Norway and 
the UK (England). Networking and integration of these services with care in the 
community vary in the 3 countries.  

In Italy, the centres are run by medical specialists, working together with psychiatrists 
and psychologists. The care for CFS patients is also offered to CFS-like syndromes (e.g. 
cancer-related fatigue) and fibromyalgia. Access is very limited; networking with 
community health care workers is also very limited. One centre is funded by charity. 

In Norway, two multidisciplinary university services for adults offer therapeutic group 
sessions for CFS patients. No other diagnoses are accepted. Due to long waiting-lists, 
access is limited. From August 2008 on, the Government funds a project in which 
several local teams in the community will be set up under supervision of one of the 
University adult services. One university service offers specific advice for children. 

In 2004, the NHS provided extra funds to England, to set up special structures 
exclusively for CFS patients. A large part of England (65%) has been covered since then, 
and waiting lists already exist. The provided services are structured in separate levels: 
13 CNCCs or coordinating centres, 36 LMDTs or local multidisciplinary teams for 
adults, and networking with health and social care workers in the community. Eleven 
specialist teams for children coordinate the care for children, in collaboration with adult 
teams, local hospitals or community health care workers. The LMDTs are explicitly 
multidisciplinary. Physicians involved in the team are GPs in 50% of the cases. In 
accordance with the vision of decentralisation in the British health care system, no fixed 
model of care has been imposed by the NHS.  

7.9.2 Adult Therapy 

The therapy provided can be group based and/or individual. 

In The Netherlands and Italy, the therapy is exclusively individual. Evidence-based 
strategies (and especially CBT) are very common in the Netherlands and spread over 
+/-16 sessions (6 months). In Italy, CBT and GET are not yet used; therapy takes on 
average a few months. 

In Norway, the largest part of the adult therapy are group sessions (8 sessions, 2 
months), individual therapy is possible but not common (due to financial restraints of 
the hospital). CBT and GET will be set up in a research protocol in the nearby future. 

In The UK, both group therapy and individual therapy are possible, and depend on the 
local options and possibilities. Therapies are time-limited (e.g. 8 group sessions; one 
year of fortnightly individual psychotherapy sessions). Group sessions are most 
frequently used, but one of the most successful and internationally well-known teams, 
the team of King’s College, London, provides mainly individual sessions. CBT and/or 
GET are used by some centres, but not by others. 



108 Chronic Fatigue Syndrome KCE reports 88 

 

In no centre, a specific approach to professional support for those patients in need of it 
could be traced; however, occupational issues if necessary are part of the general 
therapeutic strategy (e.g. CBT, counselling…). 

7.9.3 Services for children and young people 

In the UK, the Netherlands and Norway specific services are available for children and 
young people. Not enough information is available on the different components of these 
services, to compare the countries on this point. 

7.9.4 IT support  

IT support, according to the Chronic Care model a component necessary to facilitate 
the care for chronic patients (by supporting coordinated patient appointments etc.) is 
available in all evaluated countries. 

7.9.5 Family information sessions 

Family information sessions are available in most countries; also in Australia where it is 
provided by the patient organisations. In The Netherlands, no information on family 
information sessions could be found, but information or teaching sessions open to 
family members and/or professionals are provided by one centre. 

7.9.6 Websites, patient information for self-help 

In all countries, websites for patients, patient information leaflets etc. are available. 
Patient information is an important component of the Chronic Care Model. 

7.9.7 Outcome registration 

In The Netherlands, outcomes are systematically registered during trials. The UK is the 
only country that developed and implemented a patient outcome registration system 
that is used by nearly all LMDTs. Several validated outcome scales are included. 
However, it is still too early to conclude from the data gathered by the system. 

7.9.8 Conclusion 

Recently, specific services for care of CFS patients have been set up in several, but not 
all of the evaluated countries. Care organisation of these services and therapy provided 
vary from one country to another. They fit to a varying degree the Chronic Care 
Model. 

The UK system is the most developed one. It is organised in separate levels, implying 
central coordinating centres on the one hand, local multidisciplinary teams in the 
middle, and a strong networking with local services on the other hand. Although a 
patient outcome registration system has been implemented, no results are available yet. 
Also for the other countries, no evaluation of the provided care organisation has been 
undertaken yet. 

The absence of outcome results limits the possibility to decide which organisational 
model is to prefer. 

More research is necessary in the field of CFS, especially on the implications of different 
forms of care organisation. 

Key points 

• Two separate tendencies are found in the organisation of CFS care in the 
investigated countries.  

• In the England, Norway and Italy, specific and structurally available care for 
CFS patients is organised by the Government. 

• On the contrary, in Australia and the Netherlands no specific and 
structurally available care is organised by the Government. However, the 
development of guidelines and protocols is stimulated. 

• In England and Norway, and in the University-based centres in the 
Netherlands, the care is provided in a multidisciplinary way. 
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• In England and the Netherlands, GPs are stimulated to make the diagnosis, 
although in more difficult cases the CFS centre has to confirm it. In Italy, the 
CFS centres have a specific role in diagnosing CFS, whereas in Norway 
secondary care and the CFS centres are in charge of making diagnoses. 

• No evidence exists on differences in diagnostic accuracy according to the 
care level where the diagnosis has been made. 

• Most CFS centres use diagnostic protocols. 

• In the United Kingdom, group therapy as well as individual therapy is 
provided, and usually group therapy is more prominent except for some 
large centres where individual therapy is most prevailing. 

• In Norway, group therapy is mostly provided, whereas in the Netherlands 
and Italy only individual therapy is available. 

• Therapy in the CFS centres is always time-limited, and therapy duration in 
Belgian CFS centres (between 42-61 hours/patient) seems to be longer than 
in other countries.    

• In some countries, evidence-based therapies are provided (but nowhere 
systematically like in Belgium), in other countries not.  

• In England and the Netherlands, therapy manuals validated by (randomized) 
clinical trials are available. 

• The Chronic Care Model or CCM insists on care integration and 
comprehensive care involving community services. Adherence to this Model 
is variable; so far England fits it best. 

• In England, CFS care is organised in separate levels, implying central 
coordinating centres, local multidiciplinary teams and strong networking 
with local services. 

• The CCM also insists on promotion of health education and IT support in 
care organisation; both these items are available in all investigated 
countries. Family information sessions are also available in most countries. 
Experience in CFS with self-care, which is also a component of the CCM, is 
still limited (see England). 

• In no country, specific programs aiming at return to work are provided, but 
professional issues are usually addressed in the other therapies. 

• Experience with CFS children and young people exists in England, the 
Netherlands and Norway. It is usually still under development. Care 
provision seems to be mostly individual (England) and integrated in the 
child’s natural environment (Norway). 

• In England, care provision for severely affected persons in the home 
environment is usually available, but further development is going on.  

• In England, a uniform outcome registration system is used by the CFS 
centres, but outcome results are not yet available.  

• No data are yet available that inform on outcome of the different care 
models in the different countries. This limits the possibility to decide which 
organisational model is to prefer. 
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8 DISCUSSION  
8.1 BELGIAN CFS REFERENCE CENTRES FOR ADULTS 

8.1.1 CFS Definition 

In the scientific literature, several definitions of CFSz exist, of which no one has proven 
its added value on the others. The two most widely used definitions of CFS are the 
International Centre for Disease Control (CDC) 1994 definition (this replaced the 
original CDC 1988 version) and the British (Oxford) definition. The CDC 1994 
definition is based on an international consensus of researchers and simplified the 
original 1988 definition by reducing the number of symptoms required and necessitating 
the exclusion of only a small number of specified psychiatric syndromes. In the Belgian 
Reference Centres (RCs), the 1994 CDC-criteria are currently in use. 

All definitions include 6 months of invalidating fatigue as an essential criterion for the 
diagnosis of CFS. However, many clinicians consider that the six-month time period is 
an “end point” by which stage the diagnosis of CFS should have been confirmed, rather 
than, the point at which it should first be considered. 

Although there is no evidence base, many treating practitioners in the field of CFS 
believe that patients would benefit from earlier referral for treatment, for example at 
the three month stage, rather than waiting until symptoms have been present for six 
months. Answering to this expectation, the NICE guidelines (2007) propose to make 
the diagnosis already after 4 months of unexplained fatigue. This advice has been 
formulated by the Guideline Development Group, without being endorsed by scientific 
evidence. Therefore, it should be validated scientifically before being introduced as the 
new standard criterion to diagnose CFS patients. 

In the same way, NICE recommended a shorter duration of symptoms (3 months) to 
diagnose CFS in children and adolescents, arguing that 6 months of symptoms is too 
long for young persons. This argument has never been tested and seems to be 
particularly troublesome since the syndrome in adolescents usually resolves 
spontaneously and a premature diagnosis can lead to a “learned illness” state.     

Because no unifying aetiological concept or definitive patho-physiological process leading 
to CFS has been described in the literature, the biopsychosocial model seems to offer 
patients and therapists the most coherent approach to understanding the problem and 
starting a treatment. This model suggests that once an illness has started its expression, 
it is affected by coping styles and behaviours, while consequential physiological and 
psychological effects act in some ways to maintain or modify the disease process.9 The 
combination of each of these components is different for each patient. More research in 
the different fields of this model, biological as well as psychosocial, is necessary to fully 
understand the problem of CFS and to open the way to new treatment possibilities. 

8.1.2 Severity 

A severity grading was proposed by the NICE Guideline Development Group 
distinguishing mild, moderate and severe CFS patients. 

Mild CFS –Individuals are mobile, can care for themselves and can do light domestic 
tasks with difficulty. The majority will still be working. However, in order to remain in 
work they will probably have stopped all leisure and social pursuits, often taking days 
off. Most will use the weekend to cope with the rest of the week.  

Moderate CFS –Individuals have reduced mobility and are restricted in all activities of 
daily living, often having peaks and troughs of ability, dependent on the degree of 
symptoms. They have usually stopped work and require rest periods, often sleeping in 

                                                 
z  In this report, the term “Chronic Fatigue Syndrome” is used according to scientific definitions, which 

make a clear distinction between CFS and Fibromyalgia. However, in Belgium the terms CFS and 
Fibromyalgia are sometimes used interchangeably in daily language, which is not the case in this report. 
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the afternoon for one or two hours. Sleep quality at night is generally poor and 
disturbed.  

Severe / Very Severe CFS - Will be able to carry out minimal daily tasks only (e.g. 
face washing, cleaning teeth) or are unable to mobilise and do any of these for 
themselves. Have severe cognitive difficulties and be wheelchair dependent for mobility. 
These people are often unable to leave the house except on rare occasions with severe 
prolonged after-effect from effort. They may also be in bed for the majority of the time 
and are often unable to tolerate any noise, and are generally extremely sensitive to light.  

This classification, based on a consensus between NICE experts, was not tested in 
empirical researches. It could be difficult to be operational, both for researchers and 
clinicians. Using validated instruments and operational scales (MFI general fatigue, MOS 
SF-36 and Symptom Inventory Case Definition Subscale), Reeves et al.26 grade CFS 
patients according to specific cut-offs on each of these scales. 

8.1.3 Diagnosis 

8.1.3.1 Diagnostic tests 

Without “red flag” signs pointing towards other disorders, the diagnosis of CFS can only 
be established on symptoms and by excluding other medical conditions owing to 
routine blood analysis and routine urine analysis, including some and excluding other 
tests (see chapter 2.3.). The Belgian Guidelines proposed by the Superior Health 
Council, can be updated in line with this current literature evidence. This means that 
neither routine use of cortisoluria, serological tests, and L-RNAse are neither 
recommended nor routine evaluation of RX thorax, ECG or abdominal 
ultrasonography. Before other evaluations are routinely offered in addition to the 
examinations proposed by NICE, more scientific studies first have to confirm their 
impact on diagnosis as well as consecutive care for this group of patients. This is 
certainly true for polysomnography, that, although promising, points to the same 
number of primary sleep abnormalities in healthy controls and patients with CFS-like 
complaints. The result of treating these primary sleep abnormalities (also existing in 
healthy controls) on the CFS-like complaints still remains to be studied. 

8.1.3.2 Role of primary care in the diagnostic process 

The influence of the medical level-of-care (primary i.e. general practitioners, secondary 
i.e. medical specialists or general hospitals; or tertiary i.e. specific to CFS/ME) in 
accuracy and efficacy of diagnosing CFS/ME has not been studied scientifically so far. 

According to the NICE guidelines, the diagnosis can be made by general practitioners. In 
Belgium, this seems to fit with the fact that, in +/-90% of patients referred to the RCs, 
the diagnosis of CFS suspected by the GP or another non-specialized service, could be 
confirmed.167 In some other CFS centres for which numbers are available (e.g. King’s 
College, London), a much higher percentage of the referrals is reoriented because the 
presumed diagnosis of CFS could not be confirmed. The reason for the difference 
between the Belgian RCs and these centres abroad is not clear; differences in referral 
pattern or diagnostic concepts are possible explanations. 

NICE guidelines support that the initial investigations in individuals presenting with 
fatigue are likely to be undertaken by their general practitioner, with referral on to 
secondary care at a later stage, if appropriate. Uncertainty about another serious 
condition instead of CFS should be discussed with a medical specialist. Moreover, all 
severe cases should be referred to a specialist for CFS advice immediately. In mild and 
moderate cases, general management and treatment can be started up by the GP. 
However, referral to special CFS services should be discussed with mildly attained 
persons within 6 months of presentation, and with moderately attained persons within 
3-4 months of presentation. Even after referral, the treatment should remain 
“integrated”; and, in mutual agreement with the patient, one professional should be the 
care coordinator. 
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The influence of the medical level-of-care (primary i.e. general practitioners, secondary 
i.e. medical specialists or general hospitals; or tertiary i.e. specific to CFS) in accuracy 
and efficacy of diagnosing CFS has not been studied scientifically so far. 

It is striking to note that in the Belgian RCs, the amount of expenses devoted to 
diagnostic evaluations increases more than for rehabilitation. Focusing the RC activities 
on diagnostic evaluations is not in line with the NICE recommendations. 

8.1.4 Treatment of CFS 

Spontaneous recovery is most common within the first 5 years of illness. The 
proportion of CFS patients who fully recover without specific intervention (natural 
course) is low (median rate of 7%) while the proportion of CFS patients who improve is 
higher (median rate of 39.5%); the proportion increasing over time (after 5 and 10 
years).  However, the worsening of symptoms during follow-up occurs in 5-20% of CFS 
patients. The recovery is heavily impacted by the type of onset of the syndrome; acute 
onset due to infections for example frequently resolves spontaneously. 

Prognosis for CFS children and teenagers is more encouraging, with partial or total 
recovery obtained after 3-4 years. 

Although some CFS patients recover with or without treatment,95 no therapy exists yet 
that can guarantee cure in all patients. Improvement, however, is possible in many 
persons although in some patients relapses and set-backs occur.11, 95 

Because there is some evidence to indicate that the sooner a patient is treated, the 
better chance of return to a normal way of living,11 an important point emphasized by 
NICE is that symptom management should not be delayed until a definitive diagnosis is 
established.  

According to NICE, all healthcare professionals should aim to establish a supportive and 
collaborative relationship with the CFS person and her/his family or carers. Shared 
decision-making between the person with CFS and the professional should take place 
during all phases of care. Treatment and care should be patient-centred and take into 
account patients’ individual needs and preferences.  

The same aspects are emphasized in the Chronic Care Model. Some weak evidence 
found in other chronic conditions stresses that introducing (parts of) this concept can 
increase outcome for patients (see chapter 7).  

Introducing these aspects in the care for CFS patients, might be a first step in dealing 
with their complaints not being taken seriously by many professionals (see chapter 5). 

8.1.4.1 Pharmacological treatments 

Current evidence shows no known pharmacological treatment or cure for CFS. 
Symptom management should be as in usual clinical practice. For recommendations, see 
chapter 2.5. 

No details on effects of drug treatment have been given in the Belgian reference 
centres’ evaluation report (2006).167  

8.1.4.2 Rehabilitation 

WHICH THERAPIES TO USE? 

At this moment, no one treatment has been shown to provide a “cure” for all cases of 
CFS. The only treatment strategies, for which clear evidence for benefit exists, are CBT 
and GET. Although pacing, based on the principle of balancing activity and rest, is 
favoured by some patients, there is no published trial evidence of its efficacy. A large 
multi-centre RCT, PACE is currently under way in the UK, comparing standardised 
specialist medical care with CBT, GET and pacing. Its results are not expected until 
2009. 

CBT includes planned activity and rest, graded increases in activity, establishing a sleep 
routine and cognitive restructuring of unhelpful beliefs and assumptions, in collaboration 
with the patient. GET involves a structured activity management programme that aims 
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for a gradual increase in aerobic activities, usually walking. Patients negotiate an exercise 
programme adapted to their own physical capacity. Patients are advised not to exceed 
the negotiated exercise duration or intensity. 

According to the literature, CBT is effective on physical functioning, psychological well-
being, quality of life and general health (work and social adjustment, long term goals). 
However, it is not effective for all patients. GET is effective on fatigue, health-related 
quality of life and perceived functional capacity although there is no evidence (yet) that 
GET improves real activity levels. So far, it has not been proven that GET does improve 
anxiety or depression. On the other hand, there is no evidence that GET may worsen 
outcomes. Like CBT, GET is not effective for all patients. However, higher drop-out 
rates for GET were observed in one large study than for CBT. 

A strength of the Belgian RCs is the routinely use of evidence-based therapies.  

However, several aspects of care delivery in the Belgian RCs deserve further evaluation 
in well-designed studies since evidence for effectiveness of these aspects so far remains 
limited (See chapter 2.5).  

Effectiveness of CBT in group therapy has only been studied in one good quality level 
RCT and in a lower quality non-randomised waiting list controlled study, suggesting that 
group’s therapy was effective; however, it was less effective than individual therapy. No 
study addressed properly the problem of the number of therapy sessions necessary for 
improvement. The Belgian RCs use on average 41 to 62 hours of therapy per patient, 
which is more than described in clinical trials in the literature (in many trials 10-16 
hours).18 Another point is that in the Belgian RCs, a combination of CBT and GET is 
provided. The added value of the combination of these therapeutic strategies has not 
been investigated yet.  

Taking into account the routinely use of evidence-based therapies in the Belgian RCs, 
the outcome results obtained (based on the systematic outcome registration of all four 
RCs) can be considered disappointing. The reason for this is not obvious; many different 
factors might have interfered to confound the results. 

Striking is also the difference between the 3 Dutch speaking centres, and the French 
speaking centre. Whereas the Dutch speaking centres quickly reached their provided 
capacity, the French speaking centre still reached only 50% of its capacity in 2005 (the 
last year included in the RIZIV/INAMI report). The reason for this is also not clear.  

THERAPY CONTENT AND THERAPIST’S TRAINING IN CFS 

It is generally agreed on in the literature, that CBT and GET provided to CFS patients 
should be adapted to this specific condition. This is also acknowledged by NICE. In their 
guidelines, general advice is given on therapy content, as well as on aspects of these 
therapies that can be offered when access to CBT or GET is not available. In the 
literature, several examples of therapy manuals are available, that have proven their 
value in scientific studies on this subject (see chapter 2.5.5 and chapter 6). 

In the Belgian RCs, each centre uses a specific therapy manual including CBT and GET. 
It would be interesting to compare Belgian manuals and schemes approved in scientific 
studies, in order to assess common features as well as differences. 

In research trials, CBT and GET have largely been delivered by experienced therapists. 
According to these trials, there is less potential for favourable outcomes if the therapy 
is delivered by less qualified/ experienced therapists (see chapter 2.5.3). This is also 
acknowledged by NICE. It is not clear according to which protocol professionals 
providing daily therapy in the Belgian RCs are trained.  

According to the lack of evidence about effectiveness of individual v group therapy, and 
about combination of GET and CBT v separate therapy, an ongoing reassessment of 
treatment modalities and accessibility to specialized care should be recommended. 

COST-EFFECTIVENESS OF CBT 

Although CBT and GET have proven to be effective in CFS, only one prospective RCT 
reports on cost-effectiveness for CBT as compared to no treatment.142 It appeared that 
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over a 14 months follow-up, the gain obtained by CBT over no treatment in quality of 
life (expressed as QALYs or quality adjusted life years), was only small and statistically 
uncertain, with a probability of 64% of increase in quality of life after CBT therapy. It 
should be noted that outcomes of this study correspond well with the outcome 
evaluation of the Belgian RCs, where conflicting results on quality of life after treatment 
were found.  

Further, from a payers’ perspective (health insurers and patients), CBT is found to 
significantly increase the total direct medical costs. However, it should be noted that 
direct medical costs other than the cost of the CBT (e.g. cost for additional medical 
examinations), as well as direct non-medical costs (e.g. costs of travelling to seek care) 
were lower for the CBT group as compared to the no-treatment group. 

CBT became cost saving (context of the Netherlands) when not only direct medical and 
non-medical costs, but also indirect costs were taken into account, i.e. when a societal 
perspective is adopted. Under this perspective, the days that patients were unable to 
work because of their condition were valued and incorporated in the calculations; and it 
appeared that the additional costs for CBT were largely compensated for by the 
reduction in loss of productivity of the treated patients. However, this conclusion 
remains uncertain, since the estimated probability that CBT reduces total costs over 
“no treatment” is only 54%. More studies are necessary before a clear conclusion on 
the cost-effectiveness of CBT is possible. 

In this context, it is worthwhile to mention a study by Annemans et al. (2008), 
describing the economic consequences related to a delayed diagnosis in fibromyalgia 
syndrome, a similar though scientifically different group of patients.146 Medical resource 
use and corresponding costs (in a British context) were calculated 10 years before and 
over 4 years after the diagnosis of fibromyalgia syndrome had been made. Making the 
diagnosis led to cost savings and a decrease in resource use: diagnostic tests, drug use, 
referrals as well as GP visits. Although it still remains to be proven, timely diagnosing 
CFS might decrease subsequent costs (due to medical shopping, extensive diagnostic 
tests, ineffective treatments …) as well. 

SELF-CARE IN CFS 

The Chronic Care Model emphasizes the role of self-care in chronic conditions. First 
results in England of a trial using a NHS-endorsed self-care program (the EPP or Expert 
Patient Programme) yielded mixed feed-back regarding suitability of the program for 
CFS. At least one registered trial in this field is underway, and more evidence is 
necessary to understand the possible role of self-care in CFS.   

BACK TO WORK 

Patients who had been ill for many years and experienced long periods of sickness 
absence have more difficulties to return to work. 

One systematic review conducted by NHS-Plus Evidence based guidelines (2006)16 did 
not identify any primary research on the best way to manage return to work in 
individuals with CFS. However, some advices were formulated to employers and CFS 
persons willing to restart work (see chapter 2.6). Additionally, the Dutch Health 
Council also proposed specific advices concerning return to work. No information 
could be retrieved in the international comparative study on projects promoting return 
to work for CFS persons. 

FAMILY EDUCATION SESSIONS 

No high-quality studies evaluated the effect of family education sessions, but according 
to the biopsychosocial model, and in agreement with the Chronic Care Model, it might 
be one of the elements contributing to the general impact of patient care for CFS. 

All Belgian CFS centres started family sessions as part of their general therapy supply. 

8.1.5 Integrated care delivery  

According to the Chronic Care Model, as well as to the NICE guidelines for CFS, care 
should be delivered in an integrated and coordinated way between the different levels 
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of care. This was also an explicit task defined by the Belgian Government and the 
RIZIV/INAMI when the Reference Centres were established in 2002. Specific financing 
modalities for consults between first level care (GP) and the RCs were made available.  

So far, this goal has not yet been attained by the RCs. On the other hand, little high-
quality evidence is available on the effectiveness of care delivery to CFS patients in first 
or non-specialized second level. In an international context, this model has been 
implemented in England, where coordinating centres (CNCCs) and/or local 
multidisciplinary teams (LMDTs) discuss treatment plans with local care providers and 
provide outreach and teaching where necessary. Outcomes are registered in a uniform 
and systematic way, but no results are available yet. In many LMDTs, medical support is 
provided by GPwSIs (GPs with special interest). One LMDT systematically refers all its 
mildly attained patients to her/his GP. Since no evidence on effectiveness of this model 
is available yet, introducing a comparable model of care in Belgium should be done 
cautiously, and under monitoring of outcome results. 

In a special situation are the severely affected persons, not able to attend specialist 
clinics. A trial that is currently under way is the “Fatigue intervention by nurses’ 
evaluation (FINE trial). Treatments will be delivered in patients’ homes, so this trial is 
particularly suited to those who are too ill to attend specialist clinics. FINE will compare 
usual medical care with supportive listening delivered by a trained nurse and pragmatic 
rehabilitation. In England, many LMDTs provide yet some kind of domiciliary service for 
this group of patients. In Belgium, this is not the case yet. 

8.2 BELGIAN CFS REFERENCE CENTRE FOR CHILDREN 

Evidence for children and adolescents is still limited; also the Belgian Reference centre 
(RC) for children so far only has a limited experience with this group.  

According to NICE, the diagnosis should be based on the CDC criteria and made after 
3 months of inexplicable fatigue. After 6 weeks of fatigue, referral to a paediatrician is 
advisable. Generally speaking, the prognosis is better in young people compared to 
adults. It has been demonstrated that CBT can improve adolescents, but more research 
is necessary. In the information found for the selected countries, therapy for children is 
provided usually individually. 

The Belgian RC works in an integrated way, and offers advice and support in the child’s 
home environment. Their experience is still limited. Adolescents have also been taken 
care for in a residential way in the “Zeepreventorium” (De Haan, Flanders).  More 
research before definitively advising on care for CFS children and adolescents is 
necessary. 
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