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General introduction
Somatic symptoms
Occurrence of somatic symptoms is very frequent in the general population:
more than 90% of the general population have experienced at least one somatic
symptom in the last week (1). Most somatic symptoms are benign, self-limiting, and
explained by prevailing circumstances. However, some somatic symptoms persist
>`V>ÕÃiÃ}wV>Ì«>ÀiÌÃ`>Þvi]Ü iLiVÌÛiÞÕ`iÀÞ}
organic pathology can be found. These somatic symptoms are also referred to as
functional somatic symptoms. Pain and fatigue are common functional somatic
symptoms: one-third of the adult population reports fatigue lasting 6 months or
longer (2), and more than one-third of the adult population experiences chronic
musculoskeletal pain (3). Consequently, a considerable proportion of consultations
in both primary and secondary care is attributable to patients experiencing
somatic symptoms that cannot be explained by underlying organic pathology (4,5)
Functional somatic syndromes
If multiple persistent and disabling functional somatic symptoms occur, clusters
vÌ iÃiÃÞ«ÌÃV>LiV>ÃÃwi`>ÃvÕVÌ>Ã>ÌVÃÞ`ÀiÃ--®°>Þ
FSS exist, and almost every medical specialty has at least one. Chronic fatigue
ÃÞ`Ài -®]wLÀÞ>}>ÃÞ`Ài-®]>`ÀÀÌ>LiLÜiÃÞ`Ài
(IBS) are the three most well-known FSS. CFS is mainly characterized by disabling
fatigue (6), patients with FMS suffer from musculoskeletal pain (7), and patients
with IBS suffer from bowel complaints (8). A detailed description of these three
main syndromes can be found below.
CFS is characterised by profound disabling fatigue, post-exertional malaise,
>`Ãii««ÀLiÃÈ®° -ÃvÌi>VV«>i`LÞÃ«iVwVÃÞ«ÌÃ]
such as cognitive symptoms, muscle pain, headaches, and tender lymph nodes.
Approximately 1% of the adult population is estimated to be suffering from CFS (2).
It mainly affects young adults between 20 to 40 years of age, and it has a three to
four times higher prevalence in women than in men (2). CFS often begins acutely,
usually in previously healthy persons. Often, the initial process resolves and the
chronic symptoms develop later (9). FMS is mainly characterised by musculoskeletal
pain, chronic widespread pain, joint stiffness, and systemic symptoms, including
v>Ì}Õi]>`V}ÌÛiÃÞ«ÌÃ£ä®°-ÃvÌi>VV«>i`LÞÃ«iVwV
symptoms, such headache, and non-restorative sleep. Approximately 2.9% of the
adult population is estimated to be suffering from FMS, and it is roughly twice as
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prevalent in females as in males (7). IBS affects 5-20% of all individuals worldwide
(8,11), occurring more often in women than in men and in patients younger than 50
years of age (12). The main symptoms of IBS range from diarrhoea to constipation,
accompanied by abdominal pain or discomfort. The time pattern and discomfort
vary considerably between patients, as well as the degree of symptoms, varying
from tolerable to severe (8). Some patients report daily symptoms, while other
patients report intermittent symptoms at intervals of several weeks or months.
Etiology
The exact etiology that underlies the different FSS is not fully understood, but
several models in the literature have outlined possible pathways that may lead
to the development of FSS. These models share common characteristics, and
suggests that multiple and different pathways may lead to the development of FSS.
Overall, the etiology of FSS is assumed to be multifactorial, involving biological,
psychological, social, and healthcare factors (13,14). Current knowledge points to
a number of etiological factors that can be divided in predisposing, precipitating,
and perpetuating factors, and a set of candidate pathophysiological processes
(15). Examples of the etiological factors can be found in Figure 1.
Predisposing factors are factors that make someone vulnerable for or at risk
of developing FSS. Research suggests that relatives of patients with FSS have
Ã}wV>ÌÞ } iÀÀ>ÌiÃv--V«>Ài`ÌÀi>ÌÛiÃv>VÌÀ}ÀÕ«]ÃÌ
likely due to familial-genetic predisposition (16-18). For instance, polymorphisms
in genes of the catecholaminergic, dopaminergic, and serotonergic systems
have been found to be associated with FMS (17). Furthermore, perfectionism
and neuroticism may be predisposing factors for the development of FSS, since
they are associated with a high prevalence of FSS (19). Precipitating factors refer
Ì>Ã«iVwVÌÀ}}iÀvÀÌ iÃiÌv>--°-ÌÀiÃÃvÕviiÛiÌÃ]ÃÌÀiÃÃvÕÜÀ
conditions, and acute organic diseases are the most well-known precipitating
factors for developing FSS (20,21). For example, the onset of FSS may be preceded
by stressful life events that have occurred in the past year (22). Furthermore,
certain viral infections such as infectious mononucleosis may trigger the onset
of FSS (23,24).
FSS likely can develop when pathophysiological processes are superimposed
on predisposing and precipitating factors. There are different potential
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pathophysiological pathways described in the literature that may provoke the
development of FSS. Examples include subtle disturbances in the neurohormonal
stress system, neurotransmitter systems, the immune system, and the central
pain-processing system (25-28).

1

Figure 1. Examples factors along with the pathophysiological processes that may play
a role in the etiology of FSS (13-15).
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Lastly, once someone has developed a FSS, perpetuating factors are factors
that maintain the symptoms, often via vicious circles. These factors may interact
with the pathophysiological processes and may thereby aggravate disability
and impede recovery (15). For example, symptoms associated with depression
and anxiety may perpetuate FSS by aggravating symptoms and increasing the
risk of more severe functional limitations (15,21). Furthermore, patients with FSS
experience symptoms, including pain and fatigue, that may result in decreased
activity, which in turn may lead to loss of muscle power and cardiopulmonary
functioning, thus reinforcing and perpetuating symptoms (29).
Diagnosis
-->ÀiÃÞ«ÌL>Ãi`ÀVV>`>}ÃiÃÌ >ÌV>ÌLiVwÀi`LÞÌ i
presence of objectively measurable or distinguishable characteristics. FSS are
diagnosed in clinical settings based on a two-step approach: the presence of
>Ã«iVwVVÕÃÌiÀvÃ>ÌVÃÞ«ÌÃ«ÃÌÛiVÀÌiÀ>®>`Ì i>LÃiViv
detectable pathological explanations for these symptoms (negative criteria)
(6,30,31). The positive criteria include a description of the main symptom with
requirements for a minimum duration, and additional self-reported symptoms. An
accurate assessment of the medical history of the patient, a physical and mental
status examination, and laboratory tests (i.e. blood, urine) are examples of how
the negative criteria can be checked. The FSS diagnoses are based on clinical
criteria that attempt to distinguish them from other medical health conditions
that also present with comparable symptoms (6,30,32,33).
-ÃÃÌVÞ`iwi`LÞ`>}ÃÌVVÀÌiÀ>iÃÌ>LÃ i`LÞÌ i1Ìi`
States Centers for Disease Control and Prevention and the International Chronic
Fatigue Syndrome Study Group (CDC-criteria) (6). The diagnostic criteria include
clinically evaluated, unexplained, persistent or relapsing fatigue that is of new or
`iwÌiÃiÌ]>`vÕÀÀÀiÃ«iVwV>Þ`iwi`>``Ì>ÃÞ«ÌÃ/>Li
£Ƃ®°-Ã`iwi`LÞÌ i`>}ÃÌVVÀÌiÀ>iÃÌ>LÃ i`LÞÌ iƂiÀV> i}i
of Rheumatology (ACR-criteria) (30). These criteria provide a scale for measuring
ƚŚĞƐĞǀĞƌŝƚǇŽĨƐǇŵƉƚŽŵƐƚŚĂƚĂƌĞĐŚĂƌĂĐƚĞƌŝƐƟĐŽĨ&D^͕ŝŶĐůƵĚŝŶŐĨĂƟŐƵĞ͕ǁĂŬŝŶŐͲƵƉ
ƵŶƌĞĨƌĞƐŚĞĚ͕ĐŽŐŶŝƟǀĞƐǇŵƉƚŽŵƐ͕ĂŶĚƉĂŝŶ;dĂďůĞϭͿ͘>ĂƐƚůǇ͕ -Ã`iwi`LÞÌ i
diagnostic criteria established by Rome Foundation (ROME IV criteria) (33). The
diagnostic criteria include recurrent abdominal pain at least one day per week,
associated with two or more additional symptoms (Table 1C) (33).
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Table 1. Positive symptom criteria for the three main functional somatic syndromes.
A. CFS CDC-criteria
£° ÀVv>Ì}Õi«ÀiÃiÌĈÈÌ ÃÆ
Ó° / iv>Ì}ÕiÃ}wV>ÌÞÌiÀviÀiÃÜÌ `>Þ>VÌÛÌiÃ>`ÜÀÆ
Î° VÕÀÀiÌÞĈ{vÌ i>``Ì>ÃÞ«ÌÃ\
 ÕÃVi«>Æ
 Ì«>Æ
 i>`>V iÃÆ
 -ÀiÌ À>ÌÆ
 /i`iÀÞ« `iÃÆ
 }ÌÛi`ÞÃvÕVÌÆ
 -ii«`ÃÌÕÀL>ViÆ
 *ÃÌiÝiÀÌ>>>Ãi>ÃÌ}ĈÓ{ ÕÀÃ°
B. FMS ACR-criteria
£° ÕÃVÕÃiiÌ>«>ÃÞ«ÌÃ«ÀiÃiÌĈÎÌ ÃÆ
2. A combination of the following:
Widespread pain index (WPI): the number areas in which the patient has had pain
over the last week. Score will be between 0 and 19.
- Neck
- Jaw left/right
- Shoulder girdle left/right
- Upper arm left/right
- Lower arm left/right
- Chest
- Abdomen
- Upper/lower back
- Hip left/right
- Upper leg left/right
- Lower leg left/right
Symptom severity (SS) scale score: For each of the 4 symptoms below, the level of
severity over the past week is determined using the following scale: (0) no problem,
(1) slight or mild problems, (2) moderate, considerable problems, (3) severe,
pervasive, continuous life-disturbing problems
- Fatigue
- Waking unrefreshed
- Cognitive symptoms
- Somatic symptoms

1

/`>}Ãi->7*ĈÇ>`--ÃV>iÃVÀiĈxÀ7*ÎÈ>`--ÃV>iÃVÀiĈÃ
required.
C. IBS ROME IV criteria
1. Recurrent abdominal pain or discomfort at least 1 day per week, with a symptom
onset 6 months prior
Ó° ƂÃÃV>Ìi`ÜÌ ĈÓvÌ i>``Ì>ÃÞ«ÌÃ\
 «ÀÛiiÌv>L`>«>À`ÃVvÀÌ>vÌiÀ`iviV>ÌÆ
 "ÃiÌ>ÃÃV>Ìi`ÜÌ V >}ivÀiµÕiVÞvÃÌÆ
- Onset associated with change in form (appearance) of stool.
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Lumper-splitter discussion
One important issue in diagnosing FSS is doubt about the validity of the FSS
diagnoses. The diagnostic criteria for the different FSS are established via different
expert committees, which have made their own agreements (6,30,32,33). This has
resulted in, for example, differences in criteria for the duration of symptoms and
the exact types of symptoms for each syndrome. Another issue is the question
to which extent FSS identify distinct groups of patients. This is mainly because
FSS are renowned for substantial clinical and diagnostic overlap. For example, up
to ϴϬйŽĨƉĂƟĞŶƚƐǁŝƚŚ&^ƌĞƉŽƌƚĂŚŝƐƚŽƌǇŽĨĐůŝŶŝĐŝĂŶͲĚŝĂŐŶŽƐĞĚ&D^;ϯϰͿ͘/ŶĐŽŶƚƌĂƐƚ͕
ŽŶůǇϭϴйŽĨƉĂƟĞŶƚƐǁŝƚŚ&D^ƌĞƉŽƌƚĐŽͲŵŽƌďŝĚ&^;ϯϰͿ͘This phenomenon resulted
in the so-called lumper-splitter discussion (35). Lumpers believe that all FSS result
from the same etiology, and thus tend to emphasize the commonalities among
FSS. On the other hand, splitters take the approach that every separate FSS has
ÌÃÜÃ«iVwVL>V}ÀÕ`°/ iÀivÀi]Ã«ÌÌiÀÃi« >ÃâiÌ i`ÃÌVÌiÃÃv
each syndrome.
The lumper-splitter discussion is based on four main observations (35). First,
Ì iV>Ãi`iwÌÃv--ÛiÀ>«i°}°v>Ì}Õi]ÕÃVÕÃiiÌ>«>]V}ÌÛi
symptoms). Second, patients with one FSS frequently meet diagnostic criteria for
one of the other FSS (36). Third, patients with different FSS share non-symptom
characteristics (e.g. sex, physiology, a history of stressful life events). Fourth, all
FSS patients respond to the same psychological and pharmacological therapies
(34,36-38). Furthermore, physicians and researchers have the tendency to focus
iÃ«iVwV--«iÀÌiÌÌÌ iÀÃ«iV>ÌÞÀÌiÀiÃÌÎ®°Ì >ÃÌ iÀivÀi
been suggested that the FSS diagnoses assigned to patients depend more on
the main symptom and the involved clinician than on the underlying medical
condition (37,39). Splitters argue that these arguments do not apply to all patients
>`V>Ì ÕÃÌÃÕvwViÌÞiÝ«>Ì i`ÛiÀÃÌÞ>`Ã«iVwVÌÞvÌ iÃÞ`ÀiÃ°
The empirical basis of the statement that FSS are different names for the same
underlying syndrome is limited. To date, no single study has been able to examine
the lumper-splitter discussion in a methodologically sound way. The studies that
did examine the main observations of the lumper-splitter discussion all based
their analyses on self-reported FSS diagnoses (40,41). Furthermore, research also
suggests that many patients who qualify for a diagnosis never receive one (4143). This is partly because the main symptoms of these syndromes, pain, fatigue,
and abdominal complaints are very common, and often do not lead to a doctor’s
14
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visit. The overlap reported in previous studies might thus be explained by a
general tendency for help-seeking behaviour. Another reason for the absence of a
`>}ÃÃ`Û`Õ>ÃvÕw}Ì iVÀÌiÀ>ÃÌ i iÃÌ>ÌÌ >ÌÃi« ÞÃV>Ã
may have with regard to diagnosing FSS (43,44). It is therefore still unknown what
the validity of FSS diagnoses is, and to which degree these diagnoses are able
to identify separate groups of patients. More recently, it has been suggested
that both lumpers and splitters are right and that there is commonality as well
as heterogeneity between (and within) FSS in both onset-related factors and
psychosocial and physiological patient characteristics (45).
Aim and outline of this thesis
The aim of this thesis is to investigate the validity of FSS diagnoses, and to
examine to which degree these diagnoses are able to identify separate groups
of patients in the context of the lumper-splitter discussion. We will approach this
aim from different angles, taking into account the possible etiological pathways
that may lead to the development of FSS. The four main observations of the
lumper-splitter discussion will form the basis of this thesis. Since FSS are symptombased diagnoses, we will investigate the most relevant assessment time frame
for somatic symptoms in chapter 2. This will be examined by relating somatic
symptom burden, with varying time frames, to quality of life and health anxiety
as indicators for clinical relevance of symptoms.
In chapter 3ÜiÜiÛ>Õ>ÌivÕVÌ>Ì>ÌÃ]`iwi`>ÃµÕ>ÌÞvvi>`
work participation, in the three main FSS. To examine the assumption that FSS
are less serious than recognized medical health conditions, the results will be
V«>Ài`Ì«>ÌiÌÃÜÌ Üi`iwi`i`V>`Ãi>ÃiÃÜÌ Ì iÃ>i>
symptoms and healthy controls.
In chapter 4 we will investigate whether FSS are different names for the same
problem by examining the networks of symptoms that are included in the
diagnostic criteria for FSS. In the context of the lumper-splitter discussion, we
will examine if there are separate clusters within the network models. We will
ÃÌÕ`ÞÌ Ã>}iiÀ>««Õ>ÌV ÀÌ]>`>}ÀÕ«vÕw}Ì i`>}ÃÌV
criteria for CFS, FMS and/or IBS.
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The validity and the diagnostic overlap of the three main FSS diagnoses based
Ì ivwV>`>}ÃÌVVÀÌiÀ>ÜLiiÝ>i`chapter 5. We will examine
Ì iivviVÌÃv>ÀLÌÀ>ÀÞV ViÃV>Ãi`iwÌÃÛiÀ>«°i°`ÕÀ>Ìv>
symptom, interference with daily life). To explore the observation that patients
with one FSS frequently meet diagnostic criteria for another FSS, we will examine
Ü iÌ iÀ«>ÀÌV«>ÌÃÜ iiÌÌ iVÀÌiÀ>vÀÃ«iVwV--Ài«ÀÌÃÞ«ÌÃ
formulated in the other FSS criteria.
To examine the association of FSS with psychiatric disorders, the role of mood
and anxiety disorders in the pathophysiology of FSS will be examined in chapter
6. We will compare prevalence rates of these disorders between patients with
CFS, FMS and IBS.
In chapter 7, objectively and subjectively measured cognitive functioning will be
V«>Ài` -«>ÌiÌÃ]-«>ÌiÌÃ]«>ÌiÌÃÜÌ >Üi`iwi`i`V>
disease with comparable main symptoms, and healthy controls. Furthermore,
the effects of current mood or anxiety disorders on cognitive functioning, and
the relationship between somatic symptomatology and objective cognitive
functioning will be examined.
The role of physical activity and sleep in relation to CFS and FMS will be examined
in chapter 8. We will examine whether physical activity or sleep duration are
associated with the severity of the physical symptoms, and whether these
associations differ between patients with CFS, patients with FMS, or controls.
>Þ]ÜiÜiÝ>iÜ iÌ iÀÛÌ>>`iÀ>`iwViViÃ>Þ«>Þ>
role in CFS and FMS by carrying out a systematic review and meta-analysis in
chapter 9°7iÜiÝ>iÜ iÌ iÀÌ iÀiÃiÛ`iVivÀ`iwViViÃÛÌ>
and mineral status in patients with CFS, patients with FMS, and healthy controls.
In addition, we will examine whether vitamin and mineral status is associated
with clinical parameters, and whether there is evidence for an effect of vitamin
and mineral supplementation, as compared to placebo, on clinical parameters
in patients with CFS and FMS.
ÀÌ iwÀÃÌV >«ÌiÀ]ÜiÕÃi`>Ì>vÌ iÜ ÕÌÃƂÀi/ i ÕÌV  ÕÌV \iiÃ ®
crowdsourcing study. HowNutsAreTheDutch is a national study in the Netherlands,
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examining multiple mental health dimensions in a sample from the general
population of 3,477 participants. The following six chapters of this thesis are
based on data of the LifeLines cohort study, a multi-disciplinary, prospective
(three-generational) population-based cohort study examining health and healthrelated behaviors of more than 167,000 persons living in the North East part of
The Netherlands. LifeLines employs a broad range of investigative procedures in
assessing biomedical, socio-demographic, behavioral, physical and psychological
factors which contribute to the health and disease of the general population,
with a special focus on multimorbidity and complex genetics. In the last chapter,
a systematic review and meta-analysis will be presented.
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The four week time frame for somatic
U[ORVQOSWGUVKQPPCKTGUTGƃGEVU
subjective symptom burden best
Joustra ML, Janssens KAM, Schenk HM, Rosmalen JGM.
J Psychosom Res. 2018;104:16-21.

Chapter 2

ABSTRACT
Objective: Various questionnaires are available to assess somatic symptom burden,
however their assessment time frames vary largely. The aim of this study was
to investigate the most relevant assessment time frame for somatic symptoms
by relating somatic symptom burden, with varying time frames, to quality of life
(QoL) and health anxiety as indicators for clinical relevance of symptoms.
Methods: This study was performed in data derived from a convenience sample of
3,477 participants (age: 48.0 (SD 14.1), 66.4% female) of the Dutch research platform
HowNutsAreTheDutch. Symptom burden was assessed using all items from the
Patient Health Questionnaire-15 (PHQ-15) and 6 items of the Symptom Checklist-90
SOM (SCL-90 SOM). Five versions of the questionnaire were constructed, which
evaluated symptom burden during the past 24 hours, 1 week, 2 weeks, 4 weeks,
and 3 months.
Results:-Þ«ÌLÕÀ`iÃ}wV>ÌÞVÀi>Ãi`ÜÌ i>V ÃÌi«VÀi>Ãi
time frame until 4 weeks, with no further increase when comparing 4 weeks
and 3 months. The time frame of 4 weeks provided the strongest associations
LiÌÜiiÃ>ÌVÃÞ«ÌLÕÀ`i>` i>Ì >ÝiÌÞ r£°ÈÎxÆx¯ \£°ÎÈnÌ
£°ÎnÆ«ć°ää£®°/ ÃÜ>Ã>ÃÌÀÕiÜ i>>ÞÃ}Ì i>ÃÃV>ÌLiÌÜii+>`
Ì iÃÞ«Ì}ÀÕ«ÃvÕÃVÕÃiiÌ> r£°x{Æx¯ \£°ÎÌ£°£ÈÆ«ć°ää£®
>`}>ÃÌÀÌiÃÌ>ÃÞ«ÌÃ rä°Ç£Æx¯ \ä°ÈÌä°{ÇÆ«ć°ää£®°
Conclusion: An assessment time frame of 4 weeks for somatic symptom
µÕiÃÌ>ÀiÃÀiyiVÌÃVV>ÞÀiiÛ>ÌÃ>ÌVÃÞ«ÌLÕÀ`iÌiÀÃv
QoL and health anxiety best, followed by the 3 months’ time frame.
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INTRODUCTION
A considerable proportion of the consultations in both primary and secondary
care is due to the experience of somatic symptoms (1,2). High levels of somatic
symptoms are associated with a reduced quality of life (QoL), an increase of
functional limitations (3), health care service use (4), prolonged sickness absence,
and health-related job loss (5). Therefore, the assessment, recognition, and
evaluation of somatic symptom burden are essential in both patient care and
research. Physicians, researchers, and other healthcare professionals must rely
on patients’ reports for the recognition and evaluation of somatic symptom
burden. Self-report questionnaires are useful tools to assess symptom burden.
They provide a predictor of health care use and health status over and above
the effects of general medical illnesses, anxiety and depression (6).
Self-report questionnaires have been used in research for a long time, and their
use in clinical practice is increasing. This is partly due to requirements of health
insurance companies that want to evaluate the quality of care delivered, especially
in mental health care settings. It has also been argued that the use of systematic
instruments might improve clinical care for somatic symptoms, comparable
to the use of biomarkers to monitor clinical outcomes of recognized diseases
(7). A systematic review indicated that there are many different self-reported
questionnaires available for the assessment of somatic symptoms (8,9). The use of
these symptom questionnaires differs, and the content of the questionnaires varies
considerably. This applies not only to characteristics of the symptoms included,
but also to their answering scales and time frames of assessment (8,9). Some
validated questionnaires are based on life-time symptoms, while others address
time frames of a week or less. For example, the Patient-Reported Outcomes
Measurement Information System (PROMIS), an initiative that established a
ÀiÃÕÀVivÀivwViÌ>`«ÀiVÃii>ÃÕÀiiÌv«>ÌiÌÀi«ÀÌi`ÃÞ«ÌÃ]
functioning, and health-related quality of life, opted for the 7-day recall period
£ä®°/ iÞ>À}ÕiÌ >ÌÌ iÇ`>ÞÀiV>«iÀ`«ÀÛ`iÃ>ÃÕvwViÌÞ}ÌiÀÛ>
to capture a clinically relevant window of time and experience with minimal bias.
Both short and long recall time frames for assessing somatic symptom burden
have associated problems. On the one hand, recall of life-time somatic symptoms
seems unreliable and inconsistent (11). Patients frequently have forgotten previously
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reported somatic symptoms, and therefore underreport (12). Recall of somatic
symptoms diminishes largely over time, up to 100% over a period of 11 years (11).
However, retrospective assessment of somatic symptoms over shorter time frames
may also overestimate somatic symptom burden (13). At the same time, detection
v`>ÞyÕVÌÕ>ÌÃÃ>ÌVÃÞ«ÌLÕÀ`iLÞ>}ÕÃiv>Ã ÀÌiÀÌi
frame may not be meaningful for the evaluation of the somatic symptom burden of
«>ÌiÌÃ]ÃViÃ ÀÌÀiV>ÌivÀ>iÃÞÀiyiVÌ>iÌ>ÀÞ«iÀ`Ì >Ì} Ì
not be representative for symptom burden in general (14). The balance between
the risk of unreliable recall of life-time somatic symptoms and the detection of
i>}vÕyÕVÌÕ>ÌÃÃ>ÌVÃÞ«ÌÃÀi>ÃÌLiiÝ>i`°
This balance might differ between types of somatic symptoms. Somatic symptoms
that are episodic in nature, such as headaches or palpitations, might require a
longer time frame than symptoms typically present more or less continuously,
such as fatigue or musculoskeletal pain. Somatic symptoms can be clustered
into cardiopulmonary, gastrointestinal, musculoskeletal, and general symptom
VÕÃÌiÀÃ£x]£È®°/ iÃÌÃÕÌ>LiÌivÀ>ivÀÃ«iVwVÃÞ«ÌVÕÃÌiÀÃ>Þ
thus differ in comparison with the overall somatic symptom burden.
The question arises what the most clinically relevant time frame of assessment
ÜÕ`LivÀÃ>ÌVÃÞ«ÌµÕiÃÌ>ÀiÃ°7i`iwiVV>ÀiiÛ>Vi>Ã
Ì iÌivÀ>iÌ >ÌÀiyiVÌÃÃÕLiVÌÛiÃÞ«ÌLÕÀ`i`>Þvi]ÌiÀÃv
QoL and health anxiety, best among participants. This is different from the time
frame that gives the most realistic estimate of symptom occurrence. Both QoL
and health anxiety have been shown to be associated with symptom burden
in patients (3,6,17,18). To the best of our knowledge, there are no studies that
examine the clinical relevance of different time frames in one large cohort. Existing
studies have used symptom questionnaires that differed in time frames, but
Ì iÃiµÕiÃÌ>ÀiÃ>Ã`vviÀi`Ì iÀ>Ã«iVÌÃÃÕV >ÃÌ iÃ«iVwVÃ>ÌV
symptoms included (8,9). This precludes any conclusions on the assessment time
vÀ>iÃ«iVwV>Þ°
The aim of the current paper was to identify the time frame of assessment
vÀÃ>ÌVÃÞ«ÌµÕiÃÌ>ÀiÃÌ >ÌÀiyiVÌÃVV>ÞÀiiÛ>ÌÃÕLiVÌÛi
somatic symptom burden best. The following research questions were examined.
First, how does somatic symptom burden vary over the different time frames
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used to assess symptoms? It is hypothesized that somatic symptom burden
increases with longer assessments windows, until the point that the increase in
captured symptoms is counterbalanced by decreases in reported symptoms due
to recall bias. Second, what is the clinically most relevant time frame, as indicated
by the highest association between symptom burden and QoL and health
anxiety of the participants? Third, does the clinically most relevant time frame
vary between different symptom clusters? To study these questions, a somatic
symptom questionnaire was composed, based on all symptoms included in the
two questionnaires that are most widely used and recommended: the Patient
Health Questionnaire-15 (PHQ-15) (19,20), and the 12-item Symptom Checklist-90
SOM (SCL-90 SOM) (21). Five versions of this somatic symptom questionnaire were
constructed, which only differed in time frame of somatic symptom assessment.
/ iÃiwÛiÛiÀÃÃÜiÀiÃiµÕiÌ>Þ>``i`Ì>iÃÕÀÛiÞ]Ì}iÌ iÀÜÌ 
assessments of QoL and health anxiety.

METHODS
The sample/Participants
This study is part of the HowNutsAreTheDutch (Dutch: HoeGekIsNL) crowdsourcing
study (22). HowNutsAreTheDutch (henceforth HND) is a national study in the
Netherlands, examining multiple mental health dimensions in a sample from the
general population. An open call was launched to residents of the Netherlands to
join our research, and they were invited to visit the Dutch website www.HoeGekIs.
nl (also www.HowNutsAreTheDutch.com). The open call was announced on both
local and national radio broadcasts, television, in newspapers, in magazines, and
during local podium discussions. The news about the HND project was picked
up and further disseminated via online blogs, twitter, and other social media.
To join the project, participants had to register online and create an account.
HND collects self-report data on mental health by making use of an internet
platform. On this internet platform participants can compare themselves to
other participants via cross-sectional questionnaires. The primary aim of HND
is to investigate the associations and dynamic interactions between mental
ÃÌÀi}Ì Ã>`ÛÕiÀ>LÌiÃ°
ÃÃ«iVwV>Þ`iÃ}i`ÌÀi`ÕViiÌ>
health stigma and discrete categorization of mental health. Data were available
of 3,477 participants, which were included during the period 13 December 2013
until 16 June 2015, with a mean age of 48.0 (SD 14.1) years and 66.4% female.
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Measures
Somatic symptoms
The somatic symptom questionnaire was based on a combination of all the 15
PHQ-15 items and 6 items from the SCL-90 SOM. The PHQ-15 is a frequently
used self-reported questionnaire to assess somatic symptom burden (19,20).
This questionnaire assesses the symptom burden of 15 symptoms that account
for more than 90% of the somatic complaints observed in primary care. The
PHQ-15 is a well validated questionnaire for monitoring symptom burden in
research and clinical practice (19,20). The 12-item somatization scale (SOM) of
the SCL-90 was used to investigate the presence of common somatic symptoms
not covered by the PHQ-15 (21): hot or cold spells, numbness or tingling in parts
of your body, a lump in your throat, feeling weak in parts of your body, heavy
feelings in your arms or legs, soreness of your muscles. Participants were asked
to indicate how much they have been bothered by these 21 (15 PHQ and 6 SCL)
somatic complaints. The PHQ-15 is originally rated on a three-point scale, while
Ì i- ä-"ÃÀ>Ìi`>wÛi«ÌÃV>i°À`iÀÌLÌ>VÃÃÌiÌ
results, all somatic complaints were rated on a three-point scale in the current
study, i.e. (0) “not bothered at all”, (1) “bothered a little” or (2) “bothered a lot”.
The total symptom burden, calculated as the sum of all 21 answers, thus could
theoretically range between 0 and 42 points.
Five versions of the questionnaire were assessed during different time periods. We
initially aimed to obtain groups of about equal sizes, replacing the questionnaire by
>iÜÛ>À>ÌÜÌ >`vviÀiÌÌivÀ>i>vÌiÀ>ÃÕvwViÌÕLiÀvÀiÃ«`iÌÃ
had completed it. However, inclusion rates were highly variable, mainly related
to media attention for the HND project. Therefore, length of the time periods
during which the versions were administered was also highly variable: version 1
was administered during the period 21 January until 3 April 2014 and evaluated
somatic complaints during the past 4 weeks, version 2 was administered during
the period 4 April until 22 April 2014 and evaluated somatic complaints during
the past 24 hours, version 3 was administered during the period 22 April until 12
May 2014 and evaluated somatic complaints during the past week, version 4 was
administered during the period 13 May until 18 November 2014 and evaluated
somatic complaints during the past 2 weeks, and version 5 was administered
during the period 19 November 2014 until 16 June 2015 and evaluated somatic
complaints during the past 3 months.
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The somatic symptoms assessed by the PHQ and SCL were, in line with previous
studies (15,16), divided into the following symptom clusters: cardiopulmonary
V iÃÌ«>Ævii}ÞÕÀ i>ÀÌ«Õ`ÀÀ>ViÆÃ ÀÌiÃÃvLÀi>Ì Æ ÌÀV`
Ã«iÃ®]}>ÃÌÀÌiÃÌ>ÃÌ>V «>ÆVÃÌ«>Ì]ÃiLÜiÃ]À`>ÀÀ i>Æ
>ÕÃi>]}>Ã]À`}iÃÌ®]ÕÃVÕÃiiÌ>L>V«>Æ«>ÞÕÀ>ÀÃ]i}Ã]
ÀÌÃQiiÃ] «Ã]iÌV°R®ÆÕLiÃÃÀÌ}}«>ÀÌÃvÞÕÀL`ÞÆvii}
Üi>«>ÀÌÃvÞÕÀL`ÞÆ i>ÛÞvii}ÃÞÕÀ>ÀÃÀi}ÃÆÃÀiiÃÃvÞÕÀ
ÕÃViÃ®]>`}iiÀ>ÃÞ«ÌÃ i>`>V iÆ`ââiÃÃÆv>Ì}Ã«iÃÆiÃÌÀÕ>
VÀ>«ÃÀÌ iÀ«ÀLiÃÜÌ ÞÕÀ«iÀ`ÃÆ«>À«ÀLiÃ`ÕÀ}ÃiÝÕ>
ÌiÀVÕÀÃiÆvii}ÌÀi`À >Û}ÜiiÀ}ÞÆÌÀÕLiÃii«}Æ>Õ«ÞÕÀ
throat).
Principal component analyses of somatic symptom burden items were performed
to investigate the dimensionality of the 21-item somatic symptom questionnaire
for the different time frames. The analyses and corresponding scree plots for
the different time frame groups revealed one main factor for all versions of the
somatic symptom questionnaire (Eigenvalues: 4.92-5.93). The underlying main
factor explained most variance in the 4 weeks’ time frame group (28.2%) compared
to the 24 hours (23.7%), 1 week (25.2%), 2 week (23.4%), and 3 months’ (25.8%)
ÌivÀ>i}ÀÕ«Ã°/ iÃÌÀÕVÌÕÀiVivwViÌ>ÌÀÝÃ ÜÃÌ >ÌÃÌÌiÃ >`>
loading of >.4. Three items that had a loading of <.4 in the different time frames
were the general symptoms: (a) fainting spells, (b) menstrual cramps or other
problems with periods, and (c) pain or problems during sexual intercourse.
Quality of Life
QoL was assessed using the Manchester Short Assessment of Quality of Life
(MANSA) (23). This study used the self-reported subscale of the MANSA. The
self-reported subscale of the MANSA rates participants’ satisfaction with 12
>Ã«iVÌÃvviÜÌ ÕÌiÌ}>Ã«iVwVÌivÀ>i]>iÞvi}iiÀ>]
i«ÞiÌ]w>V>ÃÌ>ÌÕÃ]vÀi`Ã «Ã]iÃÕÀi>VÌÛÌiÃ]Û}V`ÌÃ]
personal safety, fellow residents, sex life, relationship with family, physical health,
and mental health. Satisfaction was rated on a seven-point scale, ranging from
(1) “could not be worse” to (7) “could not be better”, with (4) as a neutral middle
point. The underlying concept of the questionnaire is generic: all items allow
V«>ÀÃÜÌ Ì i}iiÀ>««Õ>Ì>`>ÀiÌÃ«iVwV>ÞiÃÃÀi>Ìi`°
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The summary score of the QoL is the mean of the self-reported 12 items with a
À>}ivÀ£ÌÇ«ÌÃ]ÜÌ > } iÀÃVÀiÀiyiVÌ}LiÌÌiÀ+°
Health anxiety
The Whitely Index (WI) was used to assess health anxiety (24,25). The WI consists
of 14 items that assess three different dimensions of health anxiety without
iÌ}>Ã«iVwVÌivÀ>i]>iÞ`Ãi>Ãi« L>]Ã>ÌVÃÞ«ÌÃ]
and disease conviction. The participants were asked to indicate if each statement
describes their health worries, with a dichotomised response format of (0) “no”
or (1) “yes”. The total scale score, calculated as the sum of all “yes” answers,
ranged between 0 and 14 points. Thus, a higher WI score indicates more illness
concerns in the participants.
Covariates
Information on age, sex, and educational level was obtained by questionnaire,
since these variables are associated with both somatic symptoms (3,17), QoL,
>` i>Ì >ÝiÌÞÎ]£Ç]£n®° `ÕV>Ì>iÛiÜ>ÃV>ÃÃwi`Ü]``i]>`
} i`ÕV>Ì>iÛi°Üi`ÕV>Ì>iÛiÜ>Ã`iwi`>ÃÜiÀÃiV`>ÀÞ
i`ÕV>ÌÀiÃÃ]``ii`ÕV>Ì>iÛiÜ>Ã`iwi`>Ã } iÀÃiV`>ÀÞ
i`ÕV>Ì]>` } i`ÕV>Ì>iÛiÜ>Ã`iwi`>ÃÌiÀÌ>ÀÞi`ÕV>Ì°
Statistical analyses
All analyses across the different time frames were between subjects, and were
performed using SPSS version 23. Chi-squared tests were used to examine the
differences between the time frame groups in sex, and educational level. Analyses
of covariance (ANCOVA) with Bonferroni correction were conducted to examine
whether the time frame groups differed in age, symptom burden, QoL, and health
anxiety. The reliability of the 21-item somatic symptom questionnaire for the
different time frames was examined by calculating the internal consistency of the
items (i.e. by calculating Cronbach’s alpha). Statistical tests for the comparison
LiÌÜiiÌÜÀÀi>« >VivwViÌÃÜiÀi«iÀvÀi`ÕÃ}Ì i,«>V>}i
‘cocron’ (online available at http://comparingcronbachalphas.org). Furthermore,
multiple linear regression analyses were performed to predict QoL and health
anxiety based on somatic symptom burden, and to predict QoL and health
anxiety based on somatic symptom burden in the different symptom clusters.
The outcomes of the regression analyses were reanalysed while excluding the
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three somatic items with low factor loading. Since somatic symptom burden was
not normally distributed, post-hoc bootstraps were conducted for ANCOVA and
regression analyses. ANCOVA and regression analyses were adjusted for age, sex,
>`i`ÕV>Ì>iÛi°`}ÃÜiÀiVÃ`iÀi`ÃÌ>ÌÃÌV>ÞÃ}wV>Ìv«ä°äx°

RESULTS
Sample characteristics
The somatic symptom questionnaire was completed by 3,477 participants, with a
mean age of 48.0 (SD 14.1) years, and 66.4% female. The numbers of participants
for the different time frames, including the corresponding descriptives (sex, age,
educational level, QoL, health anxiety) are shown in Table 1.
*>ÀÌV«>ÌÃÜ wi`ÕÌÌ iµÕiÃÌ>ÀiÀiviÀÀ}ÌÃ>ÌVÃÞ«ÌÃÌ i
last 24 hours and last week reported a slightly higher QoL than the participants
Ü wi`ÕÌÌ iµÕiÃÌ>ÀiÀiviÀÀ}ÌÃ>ÌVÃÞ«ÌÃÌ i>ÃÌÓ
ÜiiÃ]{ÜiiÃ]>`ÎÌ Ã°/ iÀiÜiÀiÃ}wV>Ì`vviÀiViÃ i>Ì 
>ÝiÌÞLiÌÜiiÌ i«>ÀÌV«>ÌÃÜ wi`ÕÌÌ iµÕiÃÌ>ÀiÃÜÌ Ì i
different time frames.
Table 1. General characteristics of the study groups.

N

All

Female Age (years)
(%)
mean (SD)

Education (%)
Low – Middle
-High
1.0 – 17.8 – 81.2

MANSA
(1-7)
Mean
(SD)1

3477 66.4

48.0 (14.1)

5.2 (0.7)

1595 64.0a,b

51.2 (13.1)a,c,e,f 0.5 – 13.7 – 85.8a,c,e 5.3 (0.7)b,g

WI (0-14)
Mean
(SD)1
3.1 (2.4)

Timeframe
24 hours

a,c,d

46.2 (14.0)

a

b,g

3.1 (2.5)

1 week

797

60.9

1.4 – 21.8 – 76.8

5.2 (0.7)

2 weeks

623

76.6

45.2 (14.5)b

1.3 – 20.4 – 78.3

5.1 (0.7)

3.1 (2.4)
3.2 (2.4)

4 weeks

295

71.5

42.4 (14.5)

2.0 – 23.1 – 74.9

5.1 (0.7)

3.3 (2.5)

3 months

167

69.5

45.7 (14.2)

1.2 – 18.6 – 80.2

5.1 (0.7)

3.0 (2.3)

1

ANCOVA adjusted for age, sex, and educational level.
«ć°ää£ÛiÀÃÕÃÓÜiiÃ]b«ć°äxÛiÀÃÕÃ{ÜiiÃ]c«ć°ää£ÛiÀÃÕÃ{ÜiiÃ]d«ć°äx
versus 3 months, e«ć°ää£ÛiÀÃÕÃ£Üii]f«ć°ää£ÛiÀÃÕÃÎÌ Ã]g «ć°äxÛiÀÃÕÃÓ
weeks.

a

31

2

Chapter 2
Reliability
ÀL>V ½Ã>« >Ü>ÃÃ}wV>ÌÞ } iÀÌ i{ÜiiÃ½ÌivÀ>iä°nÇ] \
0.848-0.891) compared to the 24 hours (0.83, CI 0.818-0.842, p=0.006), the 1
week (0.84, CI: 0.824-0.856, p=0.043), and the 2 week (0.83, CI: 0.810-0.849,
«rä°ä£Ó®ÌivÀ>i°/ iÀiÜ>ÃÃ}wV>Ì`vviÀiVi ÀL>V ½Ã>« >
between the 4 week and 3 months’ time frame (0.84, CI:0.803-0.873, p=0.146),
Ü iÌ i ÀL>V ½Ã>« >vÌ iÎÌ Ã½ÌivÀ>i``ÌÃ}wV>ÌÞ`vviÀ
from the 24 hours, 1 week and 2 weeks’ time frame.
Somatic symptom burden as assessed by the various time frames
/ iÃ>ÌVÃÞ«ÌLÕÀ`iÃ}wV>ÌÞVÀi>Ãi`ÜÌ i>V ÃÌi«VÀi>Ãi
the symptom assessment time frame, as shown in Figure 1. This increase was not
vÕ`>ÞÀiÜ iÌ i«>ÀÌV«>ÌÃÜ wi`ÕÌÌ iµÕiÃÌ>ÀiÀiviÀÀ}
to somatic symptoms in the last 4 weeks and 3 months were compared (9.4 (SD
È°x®ÛÃ°°Î- È°Ó®Æ«r°nn®°
The pattern of somatic symptom burden increase with a longer time frame, was
also seen when different somatic symptom clusters were studied, although this did
ÌÀi>V ÃÌ>ÌÃÌV>Ã}wV>Vi>ÃÌ>ViÃ}ÕÀiÓ®° «>À>LiÕÌViÃ
were found, when reanalysing the data while excluding the three somatic items
with low factor loadings.
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2
Figure 1. Total symptom score among the different time frames.
1
ANCOVA adjusted for age, sex, and educational level.
Data are presented as mean and standard deviation.
Only comparisons between adjacent time frames are presented.
I«ć°äx]II«ć°ää£]ÃrÃ}wV>Ì°

Figure 2. Symptom clusters score among the different time frames.
CP = cardiopulmonary, GI = gastrointestinal, MS = musculoskeletal, GS = general
symptom.
1
ANCOVA adjusted for age, sex, and educational level.
Data are presented as mean and standard deviation.
Only comparisons between adjacent time frames are presented.
I«ć°äx]II«ć°ää£]ÃrÃ}wV>Ì°
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Somatic symptom burden associated with quality of life or health anxiety
Multiple linear regression analyses were conducted to predict QoL and health
anxiety based on somatic symptom burden as assessed by the questionnaires
ÕÃ}`vviÀiÌÌivÀ>iÃ°->ÌVÃÞ«ÌLÕÀ`iÜ>ÃÃ}wV>ÌÞ>ÃÃV>Ìi`
ÜÌ LÌ +>` i>Ì >ÝiÌÞ>ÌivÀ>i}ÀÕ«Ã«ć°ää£®]Ãii/>LiÓ°
The strongest association between somatic symptom burden and QoL was found
Ì i«>ÀÌV«>ÌÃÜ wi`ÕÌÌ iµÕiÃÌ>ÀiÀiviÀÀ}ÌÃ>ÌVÃÞ«ÌÃ
in the past 3 months, followed by participants referring to somatic symptoms in
the past 4 weeks. The association between health anxiety and somatic symptom
burden was strongest among the participants in the time frame of 4 weeks,
followed by the 1 week and 24 hour time frame.
Results of multiple linear regression analyses to predict QoL and health anxiety
in the different symptom clusters are shown in Table 3. The time frame of 4
weeks resulted in the strongest associations with QoL for musculoskeletal and
gastrointestinal symptoms, whereas the 3 months’ time frame showed the strongest
association with QoL for cardiopulmonary and general symptoms. The time frame
of 4 weeks showed the strongest association between somatic symptoms and
health anxiety for all different symptom clusters. Comparable outcomes were
found, when reanalysing the data while excluding the three somatic items with
low factor loadings.
Table 2. Regression analyses of somatic symptom score as a predictor of quality of life
(MANSA) and health anxiety (WI).
MANSA1
24 hours

WI1

μ

B

95% CI

μ

B

95% CI

-0.50

-3.73

-4.09, -3.35

0.51

1.07

0.96, 1.17

1 week

-0.45

-3.73

-4.33, -3.11

0.51

1.19

1.01, 1.36

2 weeks

-0.43

-3.45

-4.10, -2.78

0.45

1.08

0.90, 1.28

4 weeks

-0.52

-4.61

-5.47, -3.75

0.62

1.63

1.34, 1.92

3 months

-0.56

-4.83

-6.02, -3.71

0.50

1.33

0.92, 1.78

1

Regression analysis adjusted for age, sex, and educational level.
Ƃ>>ÞÃiÃ«ć°ää£°
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Table 3. Regression analyses of somatic symptom clusters as a predictor of quality of life
(MANSA) and health anxiety (WI).

24 hours

1 week

2 weeks

4 weeks

3 months

CP
GI
MS
GS
CP
GI
MS
GS
CP
GI
MS
GS
CP
GI
MS
GS
CP
GI
MS
GS

MANSA1
μ
-0.31
-0.27
-0.42
-0.47
-0.31
-0.23
-0.38
-0.42
-0.31
-0.24
-0.34
-0.40
-0.37
-0.37
-0.43
-0.50
-0.40
-0.29
-0.42
-0.56

2

B
-0.53
-0.48
-1.41
-1.31
-0.57
-0.45
-1.34
-1.38
-0.57
-0.48
-1.13
-1.26
-0.77
-0.71
-1.54
-1.63
-0.80
-0.61
-1.49
-1.93

2

95% CI
-0.63, -0.43
-0.58, -0.38
-1.58, -1.24
-1.44, -1.18
-0.70, -0.43
-0.60, -0.31
-1.54, -1.10
-1.60, -1.14
-0.72, -0.41
-0.67, -0.31
-1.40, -0.88
-1.59, -0.98
-0.99, -0.56
-0.96, -0.47
-1.93, -1.16
-1.93, -1.32
-1.13, -0.51
-0.90, -0.31
-2.08, -0.85
-2.44, -1.50

WI1
μ
0.39
0.35
0.45
0.39
0.43
0.32
0.44
0.40
0.29
0.23
0.39
0.34
0.48
0.42
0.55
0.52
0.42
0.37
0.46
0.32

B2
0.18
0.17
0.42
0.30
0.22
0.17
0.43
0.36
0.16
0.20
0.39
0.33
0.29
0.25
0.59
0.51
0.26
0.24
0.50
0.34

95% CI2
0.15, 0.21
0.14, 0.20
0.37, 0.471
0.26, 0.33
0.18, 0.27
0.13, 0.22
0.35, 0.50
0.29, 0.44
0.11, 0.21
0.14, 0.25
0.32, 0.47
0.25, 0.41
0.23, 0.37
0.18, 0.32
0.46, 0.76
0.41, 0.60
0.17, 0.34
0.15, 0.35
0.31, 0.71
0.17, 0.52

CP = cardiopulmonary, MS = musculoskeletal, GI = gastrointestinal, GS = general
symptoms.
1
Regression analysis adjusted for age, sex, and educational level, 2 Based on
LÌÃÌÀ>««i`>>ÞÃiÃ°Ƃ>>ÞÃiÃ«ć°ää£°

DISCUSSION
Our study suggests the time frame of 4 weeks to be the most suitable for the
>ÃÃiÃÃiÌvÃ>ÌVÃÞ«ÌLÕÀ`i]ÃViÌÀiyiVÌÃVV>ÞÀiiÛ>ÌÃ>ÌV
symptom burden in terms of QoL and health anxiety best. Somatic symptom
LÕÀ`iÃ}wV>ÌÞVÀi>Ãi`ÜÌ >}iÀÌivÀ>iÕ«Ì>`VÕ`}Ì i
time frame of 4 weeks, with no additional increase when the assessment time frame
was extended to 3 months. Assessments based on the time frame of 4 weeks also
showed the strongest associations with both QoL for the musculoskeletal and
gastrointestinal symptoms and health anxiety for all symptom clusters, indicating
clinical relevance. The burden of cardiopulmonary and general symptoms had
the strongest association with assessments based on the 3 months’ time frame.
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Furthermore, somatic symptom questionnaires using the 4 weeks’ time frame
had the best psychometric properties, in terms of internal reliability.
This study has several strengths. Firstly, the assessed somatic symptoms covered
all symptoms in the two most widely used somatic symptom questionnaires,
which provided a comprehensive estimate of the somatic symptom burden of the
participants. Secondly, QoL and health anxiety were assessed using questionnaires
ÌÀiviÀÀ}Ì>Ã«iVwVÌivÀ>i]Ü V >`iÌ«ÃÃLiÌÛiÃÌ}>ÌiÌ i
association with somatic symptom burden in general.
In addition to strengths, there are also some limitations in the present study.
Self-selection bias is the main limitation of this study that was performed in
>VÛiiViÃ>«i°-ivÃiiVÌiÞi>`ÃÌ>Ã>«iÜÌ >Ã«iVwV
ÌÛ>ÌÌ«>ÀÌV«>Ìi]Ü V } ÌLiÀiyiVÌi`Ì iÛiÀÀi«ÀiÃiÌ>Ìv
highly educated participants, women and participants above age 65. Self-selection
bias might attenuate the generalizability of the results. To estimate the role of
self-selection bias in our convenience sample, the characteristics of the HND
participants were compared with the general Dutch population (22). Scores of
HND participants on several psychological characteristics, mainly those associated
with differences in education, deviated somewhat from population averages.
This is also evident from the WI scores in our study, which were slightly higher
compared to the general Dutch population, but comparable to general practice
patients (26). Thus, the convenience sample might attenuate the generalizability
of the results to the general population. Secondly, because participants of the
 ÃÌÕ`ÞVÕ`Ài}ÃÌiÀÌ iÃiÛiÃi]VÕÃÀ>ÌiÃyÕVÌÕ>Ìi``i«i`}
ÃiÛiÀ>iÝÌiÀ>v>VÌÀÃÃÕV >Ãi`>>ÌÌiÌ°/ iwÛiÛiÀÃÃvÌ i
questionnaire were assessed during different time periods (varying from several
days to months) and contained severely unbalanced numbers of participants
for each time period. Although the assessment periods for reporting symptoms
with longer time periods (4 weeks, 3 months) were relatively long, the numbers
of participants reporting on these time periods were substantially lower than for
the shorter time periods. This raises the possibility of differential selection bias
among study periods and confounding by time of administration. Furthermore,
Ì iÕL>>Vi`Ã>«iÃâiÃ>ÞyÕiViÌ iÀiÃÕÌÃÃViÌ iÞ>vviVÌÃÌ>ÌÃÌV>
power. Nevertheless, the 4 weeks and 3 months’ time frame contained the least
participants, but had the strongest associations between QoL and health anxiety.
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Thirdly, because the different versions of the somatic symptom questionnaire
were assessed during different time periods, somatic symptom burden may have
LiiyÕiVi`LÞÃi>Ã>ivviVÌÃ°6ÃÕ>Ã«iVÌÀiÛi>i``V>ÌÃvÀ
such seasonal effects. Fourthly, due to the study design, it was not possible to
administer different versions of the questionnaire in one participant. Therefore,
it was not possible to compare the association between somatic symptom score
and the clinical parameters in the different time frames within a single participant.
>ÃÌÞ]Ì i«ÃÞV iÌÀV«À«iÀÌiÃ`vviÀ«iÀÌivÀ>i]Ü V >ÃV>yÕiVi
the association per time frame between somatic symptom score and the clinically
relevant parameters.
/ ÃÃÌÕ`ÞvÕ`Ì >ÌÃ>ÌVÃÞ«ÌLÕÀ`iÃ}wV>ÌÞVÀi>Ãi`ÜÌ >
longer time frame until 4 weeks, with no further increase when comparing 4
ÜiiÃ>`ÎÌ Ã°Ƃ«ÃÃLiiÝ«>>ÌvÀÌ Ãw`}ÃÌ >ÌÌ iÃ ÀÌÌi
frame questionnaire may not have included peaks in somatic symptom burden
resulting in lower mean values. Extension of the assessment time frame simply
increases the chance of having experienced somatic symptoms. Remarkably,
somatic symptom burden did not further increase when prolonging the assessment
vÀ>ivÀ{ÜiiÃÌÎÌ Ã]«ÀL>LÞLiV>ÕÃiv>VÀi>Ãi`yÕiVi
of recall problems with the use of a longer time frame (14). Previous research
indicated that participants frequently have forgotten previously reported somatic
symptoms (12), and recall of somatic symptoms diminishes up to 100% over time
(11). Furthermore, longer time frames might increasingly capture general beliefs
based on personal experience with somatic symptoms (e.g. never experiencing
or chronically suffering from symptoms), as opposed to the actual burden of
symptoms experienced during the assessed time frame (27). The pattern of
somatic symptom burden increasing with a longer time frame was not different
when different types of somatic symptom clusters were studied. Based on these
results, the assessment time frame of 4 weeks appears to provide the best balance
between the increasing chance of capturing episodic symptoms and the increasing
yÕiVivÀiV>«ÀLiÃvÃ>ÌVÃÞ«ÌÃÜÌ VÀi>Ã}ÌivÀ>iÃ°
Our results indicate that the time frame of 4 weeks also provides the measure
of subjective somatic symptom burden that is clinically most relevant. Somatic
ÃÞ«ÌLÕÀ`ivÌ i`vviÀiÌÌivÀ>iÃÜiÀiÃ}wV>Ì>ÃÃV>Ìi`ÜÌ +
and health anxiety. However, the strongest associations were most commonly found
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with the use of the assessment time frame of 4 weeks, except for the association
between the burden of cardiopulmonary and general symptoms where the 3
months’ time frame had the strongest association. As found in previous research
Ón]Ó®]Ì i«>VÌvÃ«iVwVÃÞ«ÌVÕÃÌiÀÃ«>ÌiÌÃ½+>` i>Ì 
anxiety varied. Nevertheless, the 4 weeks’ time frame provided the strongest
associations between the burden of musculoskeletal and gastrointestinal symptoms
and QoL or health anxiety among all symptom clusters.
Currently, there are 46 different self-reported questionnaires available for the
assessment of somatic symptoms, with varying time frames of assessment (8,9).
This study used the PHQ-15 (19,20), with an original time frame referring to the
past month, and the SCL-90 SOM (21), with an original time frame referring to
the past week. Results of a previously conducted systematic review indicated
Ì >ÌÌ i*+£x>`Ì i- äÃiiÌ iÃÌwÌvÀ«ÕÀ«ÃivÀÕÃi>À}i
scale studies (8,9). We now can add to these conclusions that the 4 weeks’ time
frame, which corresponds approximately to the time frame used in the PHQ-15,
ÀiyiVÌÃVV>ÞÀiiÛ>ÌÃ>ÌVÃÞ«ÌLÕÀ`iLiÃÌ° >Ãi`Ì iÃiÀiÃÕÌÃ]
other suitable questionnaires for the assessment of somatic symptoms are the
30-item Bodily Distress Syndrome Checklist (BDS checklist), that measures four
symptom clusters: the cardiopulmonary/autonomic (arousal), gastrointestinal,
musculoskeletal, and general symptoms (30), and the 29-item Subjective Health
Complaints Inventory (SHC) (31).
In summary, our study suggests that the assessment time frame of 4 weeks is most
ÃÕÌ>LivÀÃ>ÌVÃÞ«ÌµÕiÃÌ>ÀiÃ]ÃViÌÀiyiVÌÃVV>ÞÀiiÛ>Ì
subjective somatic symptom burden in this sample. Further studies are necessary
to gain more insight into the association between somatic symptom burden and
iÝÌiÀ>VÀÌiÀ>Ì >ÌÀiyiVÌVV>ÀiiÛ>Vi]ÃÕV >Ã i>Ì V>ÀiÕÌÃ>Ì>`
work participation. Also other somatic symptom questionnaire characteristics
could be studied. Remaining questions include the optimal number of response
categories (e.g., binary, 3-points, 4-points, 5-points, or 7-points scale) which
currently vary widely among somatic symptom questionnaires, as well as the most
appropriate scoring algorithm (8,9). Furthermore, future studies may investigate
whether the 4 weeks’ time frame is also clinically relevant for measures of other
health and mental health domains. Lastly, our recommendation is based on the
µÕ>ÌwV>ÌvÃÞ«ÌLÕÀ`i>VÛiiViÃ>«ivÀÌ i}iiÀ>
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population. The optimal time frame for somatic symptom questionnaires in clinical
ÃiÌÌ}Ã]Ü V Ì ivVÕÃ} ÌLiÀiViÌÃÞ«ÌÃÀµÕ>ÌwV>Ì
of treatment effects, remains unknown. Similar studies could be performed
in different clinical settings (e.g. primary care, secondary care, tertiary care
with patients suffering from somatoform disorders). Future studies could also
investigate whether there is a difference in the optimal time frame between
somatic symptoms that are episodic in nature, and symptoms that typically
present more or less continuously.

2
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ABSTRACT
Objective:ÕVÌ>Ã>ÌVÃÞ`ÀiÃ--®]`iwi`>Ã« ÞÃV>ÃÞ`ÀiÃ
without known underlying organic pathology, are sometimes regarded as less
ÃiÀÕÃV`ÌÃÌ >Üi`iwi`i`V>`Ãi>ÃiÃ ®°/ i>ÃvÌ Ã
study were to evaluate functional limitations in FSS, and to compare the results
to MD patients with the same core symptoms.
Methods: This study was performed in 89,585 participants (age:44.4±12.4 years,
58.5% female) of the general-population cohort LifeLines. Quality of Life (QoL)
and work participation were examined as indicators of functional limitations. QoL
was assessed with two summary scales of the RAND-36: the physical component
summary (PCS) and the mental component summary (MCS). Work participation
was assessed with a self-reported questionnaire. QoL and work participation
were compared between FSS and MD patients, using Chi-squared tests and
ANCOVA-analyses, adjusted for age, sex, educational level, and mental disorders.
Results: Of the participants 11.0% (n=9,861) reported a FSS, and 2.7% (n=2,395)
Ài«ÀÌi`> °/Ì>+]* ->` -ÜiÀiÃ}wV>ÌÞÜiÀ>Ì iÃi«>À>Ìi
-->` V«>Ài`ÌVÌÀÃ«ćä°ää£®° V>ÞÀiiÛ>Ì`vviÀiVi
QoL between chronic fatigue syndrome and multiple sclerosis patients, and
wLÀÞ>}>ÃÞ`Ài>`À iÕ>Ì`>ÀÌ ÀÌÃ«>ÌiÌÃÜiÀivÕ`°-->`
MD patients reported a comparable reduced working percentage, increased sick
absence, early retirement due to health-related reasons and disability percentage,
V«>Ài`ÌVÌÀÃ«ćä°ää£®°
Conclusion: Functional limitations in FSS patients are common, and as severe as
those in patients with MD when looking at QoL and work participation, indicating
that FSS are serious health conditions.
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INTRODUCTION
The experience of physical symptoms in the general population is common (1).
7 ii`V>iÛ>Õ>Ì`iÃÌÀiÛ>ÃÕvwViÌiÝ«>>ÌÀÞ«>Ì }Þ]Ì iÃi
symptoms are referred to as functional somatic symptoms. Functional somatic
symptoms often occur together resulting in functional somatic syndromes (FSS).
ÀVv>Ì}ÕiÃÞ`Ài -®]wLÀÞ>}>ÃÞ`Ài-®]>`ÀÀÌ>Li
bowel syndrome (IBS) are the most well-known FSS. CFS is mainly characterized
LÞv>Ì}ÕiÜÌ ÕÌÃÕvwViÌiÝ«>>ÌÀÞ«>Ì }ÞÓ®]-«>ÌiÌÃÃÕvviÀvÀ
musculoskeletal pain with unknown etiology (3), and IBS patients suffer from
bowel complaints with unknown underlying pathology (4). These core symptoms
are typically accompanied by various additional symptoms. The etiology of all
FSS is assumed to be multifactorial involving biological, psychological, and social
factors (5).
iV>ÕÃi« ÞÃV>ÃV>Ìw`>`Ãi>ÃiL>Ãi`iÝ«>>ÌvÀÌ iÃiÃÞ`ÀiÃ
ÀvviÀ>««À«À>ÌiÌÀi>ÌiÌ]Ì iÞw`ÌvÌi`vwVÕÌÌ`i>ÜÌ --°
* ÞÃV>Ã>Ài>ÃvÌivÀÕÃÌÀ>Ìi`>Ã>ÀiÃÕÌv`vwVÕÌiÃVÌÀ}Ì i
symptoms and the patients’ emotional responses to the syndromes (6). Furthermore,
it is often assumed that functional limitations in FSS patients are less severe than
«>ÌiÌÃÜÌ Üi`iwi`i`V>`Ãi>ÃiÃ ®°/`>Ìi]Ài>ÌÛiÞÌÌiÃ
known about functional limitations in FSS patients compared to MD patients.
FSS patients have been shown to suffer from productivity loss in daily activities,
and from social isolation (7,8). Several studies suggest that Quality of Life (QoL)
is impaired in FSS patients (9-11). For instance, overall QoL scores in CFS patients
ÜiÀiÃ}wV>ÌÞÜiÀÌ >Ì iÀV ÀViÃÃ}ÀÕ«Ã£Ó®°+>`vÕVÌ>
disabilities among patients with FMS has been found to be similar to or worse
than QoL in patients with rheumatoid arthritis (RA), Parkinson’s disease, and
Ì iÀ«>V`ÌÃ££]£Î£x®°ƂÃ -«>ÌiÌÃ >`Ã}wV>ÌÞÜiÀ+
scores than the general population (16,17). QoL appeared to be similarly reduced
 ->`y>>ÌÀÞLÜi`Ãi>Ãi ®£n®°7 i«ÀiÛÕÃÃÌÕ`iÃÞ
compared one FSS and MD, we aimed to compare multiple FSS and MD in one
cohort, thereby avoiding differences in selection procedure or measurement.
FSS are associated with relevant indirect costs (8). A recent study showed that
costs for healthcare services use and work-related costs in functional somatic
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symptoms was estimated to be €6,815.91±10,923.14 per patient per year (19,20).
Work-related costs are predominantly caused by productivity loss at work (56%),
early retirement (29%), and sickness absence (14%) (21). Moreover, high levels of
somatic symptoms are a determinant of long-term sickness absence, health-related
LÃÃ]>`ÜÀ`Ã>LÌÞÓÓ®°--«>ÌiÌÃvÌiiVÕÌiÀ`vwVÕÌiÃ>ÌÜÀ]
>Ã>ÀiÃÕÌvÌ iÃ>ÌVÃÞ«ÌÃn]ÓÎ®°ÀÃÌ>Vi]v>Ì}ÕiÃÃ}wV>ÌÞ
yÕiV}ÜÀ«>ÀÌV«>Ì--«>ÌiÌÃÀiÃÕÌ}Ài«À`ÕVÌÛÌÞÃÃ
at work and sickness absence (24,25). Because there are no studies that compare
work participation between FSS and MD patients, it is unknown to what extent
work participation is affected in FSS patients compared to MD patients.
The aim of the current study was to compare functional limitations in FSS patients,
 «>ÌiÌÃ]>`VÌÀÃ`iwi`LÞÌ i>LÃiVivÃivÀi«ÀÌi`--À ®°
7i Þ«Ì iÃâiÌ >Ì-->`Üi`iwi`i`V>`Ãi>ÃiÃ>Ài>ÃÃV>Ìi`ÜÌ 
equal functional limitations. This study is based on data of LifeLines, a large
population-based cohort study of over 89,000 participants. To the best of our
knowledge, there are no studies that evaluate functional limitations in both
FSS and MD patients in one cohort. CFS patients were compared with patients
who suffer from multiple sclerosis (MS), because fatigue is the most common
symptom experienced by persons with MS (26). FMS patients were compared
with RA patients, because they share similar symptoms including pain and sleep
disorders (27). Lastly, IBS patients were compared with IBD patients, consisting
of Crohn’s disease and ulcerative colitis, because they share many of the clinical
symptoms of IBS (28).

METHODS
Sampling frame
This study was conducted within the sampling frame of the LifeLines cohort study.
LifeLines is a multi-disciplinary, prospective (three-generational) population-based
cohort study examining health and health-related behaviors of 165,000 persons
living in the North East part of The Netherlands. LifeLines employs a broad
range of investigative procedures in assessing biomedical, socio-demographic,
behavioral, physical and psychological factors which contribute to the health
and disease of the general population, with a special focus on multimorbidity
and complex genetics (29).
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Recruitment
Participants of LifeLines were recruited in two ways. First, a number of general
practitioners from the three northern provinces of the Netherlands invited all
their listed patients between 25 and 50 years of age to participate. If they agreed
to participate, these participants were asked to invite their partner(s), parents,
parents in law, and children to participate as well. In this way participants of
all ages were included. Eligibility for participation was evaluated by general
practitioners. To ensure the reliability of the study persons with severe psychiatric
À« ÞÃV>iÃÃ]>`Ì ÃiÌLi}>LiÌÛÃÌÌ i}iiÀ>«À>VÌÌiÀ]Ìw
in the questionnaires, and/or to understand the Dutch language were excluded.
Parents and children were not excluded in case of the mentioned criteria when
a representative was willing to assist these participants in the performance of
the study. Inclusion of pregnant women was rescheduled until 6 months after
pregnancy or 3 months after breastfeeding. Second, persons who were interested
to participate could register themselves via the LifeLines website.
All participants received written information on the purpose and methods of the
study and written informed consent was obtained after the procedure was fully
iÝ«>i`°Ƃ`>Ì>>Àii«ÌVw`iÌ>>`>ÀiÞÕÃi`vÀi`V>ÀiÃi>ÀV °
Approval by the Medical Ethical Committee of the University Medical Center
Groningen was obtained for the study.
Measures
(WPEVKQPCNUQOCVKEU[PFTQOGUCPFYGNNFGƂPGFUQOCVKEFKUGCUGU
FSS and MD were assessed by questionnaire, including a list of chronic disorders
ÜÌ Ì Àii--Ã«>ÃÌVÀÀÀÌ>LiLÜiÃÞ`Ài]wLÀÞ>}>ÃÞ`Ài]
chronic fatigue syndrome) and four MD (Crohn’s disease and ulcerative colitis,
multiple sclerosis and rheumatoid arthritis). Participants were asked to indicate
which of these diseases they have or have had, with more than one answer
>Üi`° Ü>Ã`iwi`>ÃÌ i«ÀiÃiViv À ½Ã`Ãi>ÃiÀÕViÀ>ÌÛiVÌÃ°
ÌÀÃÜiÀi`iwi`LÞÌ i>LÃiVivÃivÀi«ÀÌi`--À °/`iwi>
ÀiÃÌÀVÌ`>}ÃÃ]--«>ÌiÌÃÜÌ >VÀL`Üi`iwi`i`V>`Ãi>Ãi
were excluded, including CFS patients who reported comorbid MS (N=6), FMS
patients who reported comorbid RA (N=196), IBS patients who reported comorbid
IBD (N=103), and other combinations (N=258). Furthermore, participants who
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Ài«ÀÌi`ÀiÌ >i-- r£]Ón£®vÀÀi`iÌ>Ã]ÃiiÎä®ÀÜi`iwi`
medical disease (N=29) were excluded, so that the different groups present their
own corresponding core symptom.
Functional limitations
The RAND-36 was used to evaluate health-related QoL (31). The RAND-36 consists
of 36 closed-ended, structured questions that measure QoL in eight subscales
(physical functioning, role limitations due to physical health, role limitations due
to emotional problems, energy/fatigue, emotional well-being, social functioning,
pain, general health). The subscales were summarized in two components: the
physical component summary (PCS) and mental component summary (MCS). The
PCS includes physical function, role physical, bodily pain, and general health, while
the MCS includes vitality, social function, role emotional, and mental health. The
PCS, MCS, and total QoL score were calculated as recommended by the RAND-36
guideline (32), to generate a score from 0 to 100, with 0 being the lowest score
and 100 being the best score for QoL. The outcome measures were transformed
in T-scores performing a Z-score transformation ( [Z * 10] + 50). The T-score
with the mean of 50 and an SD of 10 is the average for the Dutch population.
/ iÀi>vÌiÀ]ÃÕ>ÀÞÃVÀiVivwViÌÃvÌ i,Ƃ
ÎÈÜiÀiÕÃi`ÌV>VÕ>Ìi
the PCS, MCS and total QoL score correctly (32). A minimum difference of three
points on any given RAND-36 scale was considered clinically relevant (31). The
RAND-36 is validated in the general population and for patients suffering from
several medical conditions (31).
Work participation was assessed with a self-reported questionnaire, including
the following questions: “Which situation applies to you?” (answer categories:
ÜÀ}]ÀiÌÀi`Æi>ÀÞÀiÌÀi`ÆÕi«Þi`É}vÀÜÀÆ`Ã>Li`vÀÜÀÆ
Üiv>ÀiÆ i>iÀÆÃÌÕ`Þ®]>`º">ÛiÀ>}i Ü>Þ ÕÀÃ«iÀÜii`ÞÕ
spend on paid work?”. Participants who indicated they were early retired, the
Ài>ÃvÀÃÌ«ÜÀ}Ü>Ã>Ãi`>ÃÜiÀV>Ìi}ÀiÃ\ÀiÌÀiiÌÆiÃÃÉÕwÌvÀ
ÜÀÆ`ÃÃÃ>ÉÕi«ÞiÌÆÌ iÀ®°*>ÀÌV«>ÌÃÜ `V>Ìi`Ì >ÌÌ iÞÜiÀi
disabled for work were asked for what percentage they were disabled for work
À>}}LiÌÜiiä£ää¯®°ƂVVÀ`}ÌÌ i`iwÌv-Ì>ÌÃÌVÃ iÌ iÀ>`Ã]
Ì iÜÀ}««Õ>ÌÜ>Ã`iwi`ÜÀ}Ĉ£Ó ÕÀÃ«iÀÜiiÎÎ®°^ŝĐŬůĞĂǀĞ
ǁĂƐĂƐƐĞƐƐĞĚďǇƚŚĞĨŽůůŽǁŝŶŐƋƵĞƐƟŽŶƐ͗͞/ŶƚŚĞƉĂƐƚϯŵŽŶƚŚƐ͕ŚŽǁŵĂŶǇĚĂǇƐĚŝĚǇŽƵ
ŶŽƚǁŽƌŬďĞĐĂƵƐĞŽĨĂŶŝůůŶĞƐƐŽƌŚĞĂůƚŚƉƌŽďůĞŵƐ͍͕͟ĂŶĚ“In the past year, how often
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did you stay home from work because of an illness or health problems?”. Sick
i>ÛivÀiµÕiVÞÜ>Ã`V Ìâi`{>`Ĉ{`>ÞÃ®°
Covariates
Information on age and sex were obtained by questionnaire. Educational level
was assessed using the question: “What is your highest completed education?”,
resulting in information about low, middle, and high educational level. Low
i`ÕV>Ì>iÛiÜ>Ã`iwi`>ÃÜiÀÃiV`>ÀÞi`ÕV>ÌÀiÃÃ]``i
i`ÕV>Ì>iÛiÜ>Ã`iwi`>Ã } iÀÃiV`>ÀÞi`ÕV>Ì]>` } i`ÕV>Ì>
iÛiÜ>Ã`iwi`>ÃÌiÀÌ>ÀÞi`ÕV>Ì°iÌ>`ÃÀ`iÀÃ]VÕ`}VÕÀÀiÌ>À
depressive disorder, dysthymia, panic disorder with or without agoraphobia,
agoraphobia without panic disorder, social phobia, and generalized anxiety disorder
were assessed with a standardized diagnostic interview: the Mini International
Neuropsychiatric Interview (MINI) 5.0.0. The MINI is a brief structured interview
vÀ`>}Ã}«ÃÞV >ÌÀV`ÃÀ`iÀÃ>Ã`iwi`LÞÌ i -6>` £ä°Ƃ
dichotomous variable for mental disorders (i.e. mood and/or anxiety disorders
present or all absent) has been constructed from the MINI interview.
Statistical analyses
All analyses were performed using SPSS version 20. ŶĂůǇƐĞƐŽĨĐŽǀĂƌŝĂŶĐĞ;EKsͿ
ǁŝƚŚŽŶĨĞƌƌŽŶŝĐŽƌƌĞĐƟŽŶǁĞƌĞĐŽŶĚƵĐƚĞĚƚŽĞǆĂŵŝŶĞǁŚĞƚŚĞƌ&^^͕DD, and controls
ĚŝīĞƌĞĚŝŶĂŐĞ͕YŽ>͕ǁŽƌŬŝŶŐŚŽƵƌƐĂŶĚĚĂǇƐŽĨƐŝĐŬůĞĂǀĞ͘The percentage of participants
Ì >ÌÀi«ÀÌi`>vÀiµÕiVÞvÃVi>ÛivĈ{ÌiÃÌ i«>ÃÌÞi>ÀÜ>Ã`iÃVÀLi`°
ÃµÕ>Ài`ÌiÃÌÃÜiÀiÕÃi`ÌiÝ>iÃ}wV>Ì`vviÀiViÃLiÌÜii--] 
and controls in sex, educational level, work participation, sick leave frequency,
disability and retirement due to health-related reasons. Analyses with regard to
QoL and work participation were adjusted for age, sex, and educational level.
Analyses were repeated after an additional correction for mental disorders.
Statistical analyses were corrected for age, sex, educational level, and mental
disorders, because these factors are known to be related to FSS (2,3,30,34), MD
(35-38), QoL (39,40), and work participation (25,41). Findings were considered
ÃÌ>ÌÃÌV>ÞÃ}wV>ÌÜ i«ćä°äx]>`VV>ÞÀiiÛ>ÌÜÌ >Õ
difference of three points on any given RAND-36 scale.
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RESULTS
Demographic and work sample characteristics
Data were available for 89,585 participants, with a mean age of 44.4±12.4 years,
and 58.5% female. Of these participants, 11.0% (n = 9,861) reported one FSS,
Ó°Ç¯rÓ]Îx®Ài«ÀÌi`ivÌ iÃ«iVwi` ]>`nÈ°Î¯Ài«ÀÌi`iÌ iÀ
FSS nor MD (n = 77,329). An overview of prevalence rates of major medical
conditions (lifetime) in the control population are presented in Table 1. Furthermore,
prevalence rates of the separate FSS and MD, and their general characteristics
are presented in Table 2. Lastly, prevalence rates of mental disorders in FSS and
MD patients are presented in Table 3.
Table 1. Prevalence rates of major medical conditions in controls (lifetime).
n

%

Arteriosclerosis

328

0.4

Cancer

3718

4.1

Diabetes

1621

2.1

Hypertension

15800

20.4

Stroke

475

0.6

Heart failure

517

0.7

Heart infarct

714

0.9

COPD

3545

4.6

Asthma

6162

8.0

Table 2. General characteristics of the study groups.
n (%)

Female %

Age (years)
mean (SD)

Education %
Low – Middle -High

Controls

77329 (84.8)

55.6

44.2 (12.3)

28.7
39.1
30.0

Chronic fatigue
syndrome

666 (0.8)

60.5a,b

44.8 (11.3)

30.5
40.8
24.8a

Multiple sclerosis

198 (0.2)

76.8c,d

44.9 (9.7)

30.3
42.9
25.3

Fibromyalgia
syndrome

1686 (1.9)

90.4c,e

48.5 (10.5)c,e

44.0
38.3
14.5c,e
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Table 2. Continued.
n (%)

Female %

Age (years)
mean (SD)

Education %
Low – Middle -High

Rheumatoid
arthritis

1572 (2.0)

60.8c,f

53.2 (13.2)c,f

44.0
31.0
21.8c,f

Irritable bowel
syndrome

7509 (8.6)

79.2c,g

43.2 (12.1)c,g

29.1
40.1
28.4a

+PƃCOOCVQT[
bowel disease

625 (0.7)

61.0a,h

45.9 (10.7)c,h

31.4
39.8
27.2

a

«ćä°äxÛiÀÃÕÃVÌÀÃ]b «ćä°ää£ÛiÀÃÕÃ-«>ÌiÌÃ] c«ćä°ää£ÛiÀÃÕÃVÌÀÃ] d
«ćä°ää£ÛiÀÃÕÃ -«>ÌiÌÃ]e«ćä°ää£ÛiÀÃÕÃ,Ƃ«>ÌiÌÃ]f«ćä°ää£ÛiÀÃÕÃ-
patients, gćä°ää£ÛiÀÃÕÃ «>ÌiÌÃ]hćä°ää£ÛiÀÃÕÃ -«>ÌiÌÃ°

3
Table 3. Prevalence rates of mental disorders.
Mood disorder1

Anxiety disorder2

Mood and/or
anxiety disorder

Controls

4.3

8.4

9.0

CFS

17.0

23.0

26.4

MS

6.6

9.6

11.1

CFS vs MS
(p-value)a

Ű

Ű

Ű

FMS

11.0

18.0

20.1

RA

6.0

10.3

11.3

FMS vs RA
(p-value)a

Ű

Ű

Ű

IBS

9.1

16.9

18.0

IBD

4.5

9.0

9.8

IBS vs IBD
(p-value)a

Ű

Ű

Ű

Data are presented as %
-rV ÀVv>Ì}ÕiÃÞ`Ài]-rÕÌ«iÃViÀÃÃ]-rwLÀÞ>}>
syndrome, RA = rheumatoid arthritis, IBS = irritable bowel syndrome, IBD =
y>>ÌÀÞLÜi`Ãi>Ãi°
1
>À`i«ÀiÃÃÛi`ÃÀ`iÀ]`ÞÃÌ Þ>Æ2 Generalized anxiety disorder, social phobia,
panic disorder with agoraphobia, panic disorder without agoraphobia, agoraphobia
without panic disorder.
a
Using Chi-squared test.
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Health-related QoL
/Ì>+]* ->` -ÜiÀiÃ}wV>ÌÞÜiÀ>Ì iÃi«>À>Ìi-->` 
V«>Ài`ÌVÌÀÃ}ÕÀi£Æ«ćä°ää£®°Ì iV«>ÀÃÃLiÌÜii-->`
 «>ÌiÌÃ]Þ-«>ÌiÌÃ{Ó°´n°Ç®Ài«ÀÌi`>Ã}wV>ÌÞÜiÀÌÌ>
QoL score than RA patients (46.3±8.5). Without adjusting for mental disorder, the
ÌÌ>+ÃVÀi`vviÀi`Ã}wV>ÌÞLiÌÜii -Î°ä´£ä°n®>`-«>ÌiÌÃ
{ä°n´£ä°xÆ«rä°ääÎ®]>` -{Ç°Î´n°ä®>` «>ÌiÌÃ{n°Î´n°£Æ«ćä°ää£®°
After adjusting for mental disorders, these differences were not statistically
Ã}wV>Ì>ÞÀi°ÕÀÌ iÀÀi]Ì i* -Ü>ÃvÕ`ÌLiÃÌ>ÌÃÌV>Þ`vviÀiÌ
between CFS (40.2±10.8) and MS patients (38.3±10.9), and FMS (39.8±10.2) and
RA patients (42.5±10.7), both with and without adjusting for mental disorders.
Lastly, the scores for the MCS were found to be statistically different in all three
comparisons, both with and without adjustment for mental disorders.
When considering clinically relevant differences, CFS patients reported a clinically
relevant lower mental component score compared to MS patients (39.7±11.3 and
45.5±9.0). FMS patients reported a clinically relevant lower physical component
score, mental component score, and total QoL score compared to RA patients.
No clinically relevant differences between IBS and IBD patients were observed.
Work participation and sick leave
Analyses regarding work participation and sick leave were limited to the working
age population (18 to 65 years). Of our participants, 84,607 (94.4%) were of working
>}i>}i\{Ó°n´£ä°nÞi>ÀÃ]xn°n¯vi>i®ÆxÈ]x£ÎÈÎ°£¯®vÌ iÃi«>ÀÌV«>ÌÃ
reported to work 12 hours per week or more (age: 42.1±9.8 years, 54.8% female).
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Figure 1. Differences between the groups with regard to the Quality of Life.
QoL=quality of life, PCS=physical component summary, MCS=mental component summary.
*ć°ää£vÀ>>>ÞÃiÃÌ >ÌV«>Ài`--À «>ÌiÌÃÌVÌÀÃ°I*ć°ää£vÀ
vÕVÌ>Ã>ÌVÃÞ`Ài«>ÌiÌÃÛiÀÃÕÃÜi`iwi`i`V>`Ãi>Ãi«>ÌiÌÃ°
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As shown in Table 4, controls reported higher employment percentages (working
Ĉ£Ó ÕÀÃ«iÀÜii®Ì >Ãi«>À>Ìi-->` }ÀÕ«Ã«À>}}vÀä°äÓÌ
ćä°ää£®°7 iÜÀ}]VÌÀÃÜÀi`iµÕ>Þ ÕÀÃ«iÀÜii>Ã--«>ÌiÌÃ
and MD patients, except for FMS (p=0.029), RA (p=0.046) and IBD patients
(p=0.002) who worked less hours than controls. Working FSS and MD patients
Ài«ÀÌi`Ã}wV>ÌÞÀiÃVi>Ûi`>ÞÃ]iÝVi«ÌvÀ «>ÌiÌÃ«rä°{È®]
and a higher sick leave frequency than controls. When considering the separate
ÃÞ`ÀiV«>ÀÃÃ]ÞÃÌ>ÌÃÌV>ÞÃ}wV>Ì`vviÀiViÃÜÀ ÕÀÃ
between IBS and IBD patients, and sick leave days between CFS and MS patients
were found.
Retirement and work disability
Overall, controls retired less often due to health-related reasons, and reported a
ÜiÀ`Ã>LÌÞ«iÀViÌ>}iÌ >-->` «>ÌiÌÃ/>LixÆ«ćä°ää£®°7 i
VÃ`iÀ}Ì iÃi«>À>ÌiÃÞ`ÀiV«>ÀÃÃ]ÃÌ>ÌÃÌV>ÞÃ}wV>Ì
differences were found in early retirement due to health-related reasons, and
disability percentage between FSS and MD patients.
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Table 4. Work participation and sick leave among the working population (working
Ĉ£Ó ÕÀÃÉÜii®°
Working
(%)1,2

Working
(hours/
week)
mean (SD)3

Sick leave Frequent
(days/3
sick
months)
leave
mean
(%)2,4
(SD)3

All

Men Women All

Men

Controls

67.8

73.8 63.1

33.6 (12.0)

40.5 (10.6) 27.2 (9.5)

0.8 (3.4)

3.6

CFS

50.3

59.6 44.1

33.5 (15.3)

40.6 (16.1) 27.1 (11.1)

1.5 (4.6)

13.7

MS

46.3

59.1

30.2 (12.6)

38.6 (14.0) 26.6 (10.0) 3.0 (7.8)

13.6

42.5

CFS vs MS 0.333a
(p-value)

Women

0.593b

0.059 b

0.578c

0.036c

0.983a

3

FMS

51.9

61.3 50.9

27.2 (10.4)

40.0 (11.3) 25.6 (9.0)

1.3 (4.5)

7.6

RA

54.4

61.4

32.2 (12.3)

39.2 (11.2) 26.2 (9.7)

1.0 (3.1)

6.3

49.6

FMS vs RA 0.193a
(p-value)

0.885b

0.716b

0.706c

0.296a

0.715c

IBS

64.0

70.4 62.4

30.1 (10.8)

39.9 (9.7)

27.3 (9.3)

1.1 (5.3)

6.6

IBD

63.4

70.6 58.8

31.2 (11.1)

37.5 (10.4) 26.5 (9.0)

0.8 (2.6)

7.4

0.015b

0.073b

0.532a

0.015c

0.118c

IBS vs IBD 0.756a
(p-value)

-rV ÀVv>Ì}ÕiÃÞ`Ài]-rÕÌ«iÃViÀÃÃ]-rwLÀÞ>}>
syndrome, RA = rheumatoid arthritis, IBS = irritable bowel syndrome, IBD =
y>>ÌÀÞLÜi`Ãi>Ãi°
1
*iÀViÌ>}iv>«>ÀÌV«>ÌÃÜ >ÀiÜÀ}Ĉ£Ó ÕÀÃ]2 Chi-squared tests, 3
Analyses of Covariance, 4Ĉ{ÌiÃvÃVi>ÛiÌ i«>ÃÌÞi>À°
a
Uncorrected using Chi-squared tests, bAdjusted for age, sex, and educational level,
c
Adjusted for age, sex, educational level, and mental disorders.
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Table 5. Early retirement and work disability among the working age population.
Early retirement due to
health-related reasons (%)1

Disability
% Mean (SD)2

Controls

2.0

53.5 (41.6)

CFS

15.4

75.8 (31.9)

MS

20.5

80.1 (28.5)

CFS vs MS
(p-value)

0.061a

0.307b
0.094c

FMS

10.8

RA

7.8

FMS vs RA
(p-value)

0.033

70.7 (34.6)
69.4 (34.5)
a

0.991b
0.852c

IBS

3.4

63.0 (38.6)

IBD

4.7

62.2 (35.5)

IBS vs IBD
(p-value)

0.184a

0.806b
0.431c

-rV ÀVv>Ì}ÕiÃÞ`Ài]-rÕÌ«iÃViÀÃÃ]-rwLÀÞ>}>
syndrome, RA = rheumatoid arthritis, IBS = irritable bowel syndrome, IBD =
y>>ÌÀÞLÜi`Ãi>Ãi°
1
Among the participant who indicated that they were early retired using Chi-squared
tests, 2 Among the participants who indicated that they were disabled for work using
Analyses of Covariance.
a
Uncorrected using Chi-squared tests, bAdjusted for age, sex, and educational level,
c
Adjusted for age, sex, educational level, and mental disorders.

DISCUSSION
Our study revealed that functional limitations in FSS patients are comparable to
those in patients with a MD. FSS and MD patients had a reduced QoL compared
to controls. FSS patients reported a lower mental component score compared to
MD patients, with relevant clinically differences between CFS and MS patients,
and FMS and RA patients. Controls, FSS, and MD patients reported a comparable
working percentage. But when working, FSS and MD patients worked less hours
per week and reported higher sick absence compared to controls. Thus, functional
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limitations in FSS patients are common, and as severe when looking at QoL and
work participation, as those in MD.
The main strength of this study is the large population-based sample. This study
VÕ`i`>ÃÕvwViÌÕLiÀv«>ÀÌV«>ÌÃÜÌ Ì iÛ>ÀÕÃ`ÃÀ`iÀÃ]>Ü}
meaningful cross-group statistical comparisons. Additionally, information about
the three main FSS and related MD was available which enabled comparing
these FSS and MD in one cohort, limiting differences in selection procedures or
i>ÃÕÀiiÌ°/Ì iLiÃÌvÕÀÜi`}i]Ì ÃÃÌ iwÀÃÌÃÌÕ`ÞÌ >ÌiÛ>Õ>ÌiÃ
functional limitations in FSS and MD patients in one large population cohort.
There are also several limitations in our study. As a self-reported questionnaire
was used for the diagnosis of FSS and MD as well as for the assessment of
QoL and work participation common method variance can not be excluded.
Although self-reports may underestimate the amount of persons with FSS (42),
this underestimation seems unlikely in our study because the prevalence rates
for CFS, FMS and IBS were comparable to those reported in previous studies
(2,3,43). Another limitation is that lifetime diagnoses of FSS were available instead
of current diagnoses. A previous study in a general population cohort from the
same geographical area suggests that a vast majority (i.e. 75%-100%, depending
on the syndrome) of the participants that reported a history of CFS, FMS or
IBS, still had this syndrome at the time of reporting (44). Moreover, the majority
of the patients with CFS (>95%) and FMS (>93%) in the current study recently
experienced fatigue and musculoskeletal pain in the past week(s). Unfortunately,
no information about bowel complaints was available. To overcome the methodical
weakness of self-reported questionnaires for the diagnosis of FSS and MD in
the future, it is recommended to use patients’ clinical records when possible.
Because LifeLines is a large population cohort study that aims to study a wide
spectrum of mental and somatic disorders, it was not feasible to more extensively
assess the prevalence of the three FSS during the baseline assessment through
practical limitations. We aim to assess FSS more extensively in future assessment
waves, preferably by the use of clinical records. Lastly, because of the crosssectional design, cause-effect relationships can not be examined. Furthermore,
`Û`Õ>ÃÜ vÕwVÀÌiÀ>vÀ-->` ]LÕÌ``ÌÃiiÌÀi>ÌiÌ>`Ì ÕÃ
never received a diagnosis might differ from those who seek medical care and
receive a diagnosis. Our study design may primarily have sampled FSS and MD
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patients who received a diagnosis and sought medical care, and thus have more
limitations than patients who did not seek medical care, thereby overestimating
functional limitations in FSS.
"ÕÀÃÌÕ`ÞÃÕ««ÀÌÃ«ÀiÛÕÃw`}ÃÌ >Ì-->Ài>ÃÃV>Ìi`ÜÌ «>Ài`+
(9,10).ƂÃiÜÌ i>ÀiÀÃÌÕ`iÃ]iÌ>V«iÌÃVÀiÃÜiÀiÃ}wV>ÌÞ
lower in CFS and IBS patients than in MS and IBD patients (12,18). Furthermore,
ÛiÀ>+]Ì i* ->` -ÃVÀiÃ-«>ÌiÌÃÜiÀiÃ}wV>ÌÞÜiÀ
Ì >,Ƃ«>ÌiÌÃ]Ü V Ã>Ã>VVÀ`>ViÜÌ «ÀiÛÕÃw`}Ã££]£Î£x®°
Although several QoL scores differed statistically between patients with FSS and
Üi`iwi`i`V>`Ãi>ÃiÃ]Ì>vÌ iÃi`vviÀiViÃÜiÀiVV>ÞÀiiÛ>Ì
(i.e. differences larger than three points on the QoL scale). Nevertheless, CFS
patients reported a clinically relevant lower mental component score compared
to MS patients, and FMS patients reported a clinically relevant lower physical
component score, mental component score, and total QoL, compared to RA
patients. In addition to previous studies, we found that the lower QoL of FSS
patients compared to MD patients is particularly related to mental limitations.
The clinically relevant lower scores in the MCS in CFS and FMS patients might
`ÕiÌÌ i`vwVÕÌÞ`i>}ÜÌ Ì iÀ`Ãi>ÃiÃÞ«ÌÃ°ÀÃÌ>Vi]--
patients reported that they felt not be taken seriously, because the absence of
detectable pathology is sometimes interpreted as evidence that their problems
are mental rather than physical (45). Moreover, FSS patients felt stigmatized,
since others tended to doubt the accuracy and truthfulness of patients’ reported
disabling symptoms (46,47).
"ÕÀw`}Ã>Ã`V>ÌiÌ >ÌÜÀ}--«>ÌiÌÃÜÀi`iµÕ> ÕÀÃ«iÀÜii]
and reported equal sick leave days and frequency compared to MD patients
(21). This indicates that both FSS and MD are associated with relevant indirect
costs (8). Regarding sick leave, it is likely that both FSS and MD patients often
iVÕÌiÀ`vwVÕÌiÃ>ÌÜÀn]ÓÎ®°ÀiÝ>«i]v>Ì}ÕiÃ>Ã}wV>Ì«ÀLi
LÌ -->` «>ÌiÌÃ]yÕiV}ÜÀ«>ÀÌV«>ÌÓ{]Óx®°/ ÕÃ]Ì Ã>Þ
suggest that FSS symptoms affect work participation just like in MD symptoms.
In summary, this population-based study revealed that the functional limitations
in FSS patients are common and as severe as those in patients with MD, despite
the absence of underlying organic pathology. It shows that FSS have not only
individual, but also societal consequences. Therefore, health care professionals
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in public and occupational health, researchers and society should pay more
attention to these disorders and their consequences in terms of QoL and work
participation. Increased knowledge and understanding of the etiology and impact
v-->ÞiÛiÌÕ>Þ«ÀÛiÌ iÌÀi>ÌiÌv>Ã}wV>Ì«À«ÀÌvÌ i
population (in our cohort 11.0%) who is suffering from FSS. The study urges the
need for more research on FSS, a relatively neglected research area, especially
studies on a better understanding of the etiology and treatment of these disorders
>Àiii`i`°-«iVwVÃÕ}}iÃÌÃvÀÃÌÕ`iÃÜÌ Ài}>À`Ì+>`vÕVÌ>
limitations are to examine the cause-effect relationships between FSS and QoL
as well as work participation, and to gain insight in the working conditions and
work accommodations of FSS patients.
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ABSTRACT
Background: There is a longstanding discussion on whether functional somatic
syndromes (FSS) are different names for the same problem, since they are known
for substantial clinical and diagnostic overlap.
Objectives: The aim of this study was to investigate the co-occurrence of the
ÃÌÜiÜ--°i°]V ÀVv>Ì}ÕiÃÞ`Ài -®]wLÀÞ>}>ÃÞ`Ài
(FMS), and irritable bowel syndrome (IBS)) on a symptom-level using network
analyses, in the general population and in a subgroup consisting of patients
vÕw}Ì i`>}ÃÌVVÀÌiÀ>vÀ--°
Method: This study was performed in 79,966 participants (age: 52.9±12.6 years,
59.2% female) of the LifeLines cohort study. The diagnostic symptoms of the
three FSS were assessed by questionnaire. A partial correlation network of
the diagnostic criteria was estimated to study how diagnostic symptoms were
interrelated within and between diagnoses. Clustering of symptoms was examined
using the walktrap algorithm.
Results: Network analyses showed that all diagnostic symptoms were highly
connected, with similar levels of clustering in the general population and patients
with FSS. The network density between diagnoses was in most cases slightly
lower than within diagnosis, but differences were small. Clustering of diagnostic
symptoms revealed a general, musculoskeletal and abdominal symptom cluster
in the general population, which melted to an abdominal and combined general
and musculoskeletal cluster in patients with FSS.
Conclusions: -->ÞÀiyiVÌÌ iÃ>iÕ`iÀÞ}ÃÞ`ÀiÜÌ `vviÀiÌ
ÃÕLÌÞ«iÃL>Ãi`ÃÞ«ÌÃ½L`ÞÃÞÃÌiÃÀ>Ì iÀÌ >Ì iÀVÕÀÀiÌV>ÃÃwV>Ì
as criteria for CFS, FMS or IBS. The diagnostic criteria for FSS should be further
examined and reconsidered.
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INTRODUCTION
Functional somatic syndromes (FSS) comprise clusters of persistent somatic
symptoms for which no conclusive underlying organic pathology can be found
£®°/ i>Ì ÀiiÃÞ`ÀiÃ>ÀiV ÀVv>Ì}ÕiÃÞ`Ài -®]wLÀÞ>}>
syndrome (FMS), and irritable bowel syndrome (IBS). FSS are often co-morbid:
patients with CFS, FMS or IBS are more likely to meet lifetime symptom and
diagnostic criteria for other FSS than control subjects ;ϮͿ͘&ŽƌĞǆĂŵƉůĞ͕ůŝĨĞƟŵĞ
ƌĂƚĞƐ ŽĨ /^ ǁĞƌĞ ƐŝŐŶŝĨŝĐĂŶƚůǇ ŚŝŐŚĞƌ ŝŶ ƉĂƚŝĞŶƚƐ ǁŝƚŚ &^ ;ϵϮйͿ Žƌ ƉĂƚŝĞŶƚ ǁŝƚŚ
&D^;ϲϰйͿĐŽŵƉĂƌĞĚǁŝƚŚĐŽŶƚƌŽůƐ;ϭϴйͿ;ϮͿ͘
Since the three main FSS are known for substantial clinical and diagnostic overlap,
there is a longstanding discussion in the literature on whether these syndromes
are different names for the same problem, also known as the lumper-splitter
discussion (3). Lumpers state that the different FSS identify one group of patients,
while splitters state that the different FSS should be considered as distinct
iÌÌiÃ°"i>À}ÕiÌv>ÛÕÀvÌ iÕ«iÀÃÃÌ >ÌÌ iV>Ãi`iwÌÃv
FSS overlap. For example, both CFS and FMS diagnostic criteria describe both
musculoskeletal symptoms, fatigue, cognitive symptoms, and sleep disturbance or
waking unrefreshed. More recently, it has been suggested that both lumpers and
splitters are right and that there is commonality as well as heterogeneity between
and within FSS in both onset-related factors and psychosocial or physiological
patient characteristics (4).
In the current literature, attempts have been made to investigate whether FSS
are different names for the same problem by examining the interrelatedness or
clustering of symptoms that characterize FSS. Different statistical techniques have
been used, including latent class analyses (5-7), principle component analysis (810), and cluster analysis (11,12). Most studies found multiple underlying classes or
clusters and conclude that there are both similarities and dissimilarities between
FSS. However, there were also some inconsistencies between these studies:
Ãiw`}Ã`V>Ìi`Ì >Ì«>ÌiÌÃÜÌ --VÕ`Li`ÃÌ}ÕÃ i`LÞÌ i
ÕLiÀvÃÞ«ÌÃÇ]®]Ü iÌ iÀw`}ÃÃÕ}}iÃÌi`Ì >ÌLÌ Ì iÕLiÀ
of symptoms and the type of symptoms were relevant (6,12,13). The number of
classes or clusters also varied widely, ranging from two to eleven (9,12). A possible
explanation for these inconsistencies is that different symptom clusters might be
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the result of the experience of milder or lower numbers of symptoms, while in the
more severe cases the overlap of clusters becomes larger (6,12-14). There are also
several limitations of the current literature in the context of the lumper-splitter
discussion: the somatic symptoms included more than those in the diagnostic
algorithms of the different FSS, the time frame of symptom assessment was
relatively long in most studies, and lastly, symptoms were frequently dichotomized
(i.e. present or not), not taking into account the severity of symptoms.
Currently there is a new approach to analyze symptom patterns, known as the
network approach (15). This approach focuses on individual symptoms and the
unique patterns in which they co-occur with other symptoms (16). The advantage
of the network approach compared to latent class analyses, principle component
analysis, and standard cluster analysis, is that it naturally accommodates the unique
role of each of the individual symptoms. As such, it can provide insight into how
Û>ÀÞ}ÃÞ«ÌÃv>Ã«iVwVÃÞ`ÀiÀi>Ìi`vviÀiÌ>ÞÌÃÞ«ÌÃvÀ
the same or other syndromes. Recent studies have used the network approach
to study co-morbidity and have shown promising results (13,17-19). One study
investigated for example the network structure of psychiatric symptoms and
showed that although clustering of the symptoms generally corresponded with
Ì iV>ÃÃwV>ÌvÃÞ«ÌÃÌ i -]ÃÞ«ÌÃÜÌ Ì iÃ>i`>}ÃÃ
could show unique patterns in which they co-occurred with each other (17). Another
study showed that individual depressive/anxiety symptoms had different levels
of importance in explaining their general co-occurrence with somatic symptoms
(18). More recently, network analysis was performed in patients with CFS, FMS,
À ->`ÀiÛi>i`Ì >ÌÈ£ÃÞ«ÌÃVÕ`LiV>ÃÃwi`ÌiiÛiV>Ìi}ÀiÃ]
which showed more overlap as FSS severity increased (13). As the study did not
focus on diagnostic criteria of the FSS and their individual roles in the network,
however, important information about the role of individual diagnostic symptoms
ÜÌ Ì iÃ«iVwV--ÃÞ`ÀiÃ>ÃÜi>ÃÌ iÀVÀL`ÌÞÃÃÃ}
the context of the lumper-splitter discussion.
The aim of this study is to investigate networks of the diagnostic symptoms
composing the criteria for the three most well-known FSS. To the best of our
knowledge, no studies have investigated the relatedness of symptoms that
compose the diagnostic algorithms of the different FSS using network analyses.
This study will be performed in a large population-based cohort study. First, we
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will examine the general network structure of the diagnostic criteria for FSS in both
the entire cohort and in a subgroup consisting of patients with FSS experiencing
ÀiÃiÛiÀiÃÞ«ÌÃ]ÌÛiÃÌ}>ÌiÌ iyÕiViviÝ«iÀiV}ÀiÃiÛiÀi
symptoms on network structure and clustering. Second, we will examine the role
of the individual symptoms within and between the CFS, FMS and IBS diagnostic
symptom criteria. Lastly, we will examine clustering of symptoms in the network
models.

METHODS
Sampling frame
This study was conducted within the sampling frame of the LifeLines cohort study
(20). LifeLines is a multi-disciplinary, prospective (three-generational) populationbased cohort study examining health and health-related behaviors of more
than 167,000 persons living in the North East part of The Netherlands. LifeLines
employs a broad range of investigative procedures in assessing biomedical, sociodemographic, behavioral, physical and psychological factors which contribute
to the health and disease of the general population, with a special focus on
multimorbidity and complex genetics.
Participants
Participants of LifeLines were recruited in two ways. First, a number of general
practitioners from the three northern provinces of the Netherlands invited all
their listed patients between 25 and 50 years of age to participate. If they agreed
to participate, these participants were asked to invite their partner(s), parents,
parents in law, and children to participate as well. In this way participants of
all ages were included. Eligibility for participation was evaluated by general
practitioners. To ensure the reliability of the study, persons with severe psychiatric
À« ÞÃV>iÃÃ]>`Ì ÃiÌLi}>LiÌÛÃÌÌ i}iiÀ>«À>VÌÌiÀ]Ìw
out the questionnaires, and/or to understand the Dutch language were excluded.
Parents and children were not excluded in case of the mentioned criteria when
a representative was willing to assist these participants in the performance of
the study. Inclusion of pregnant women was rescheduled until six months after
pregnancy or three months after breastfeeding. Second, persons who were
interested to participate could register themselves via the LifeLines website and
then participate.
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All participants received written information on the purpose and methods of the
study and written informed consent was obtained after the procedure was fully
iÝ«>i`°Ƃ`>Ì>>Àii«ÌVw`iÌ>>`>ÀiÞÕÃi`vÀi`V>ÀiÃi>ÀV °
Approval by the Medical Ethical Committee of the University Medical Center
Groningen was obtained for the study.
Data collection
/ iwÀÃÌ«>ÀÌV«>ÌÃÜiÀiVÕ`i`>ÌÌ ii`vÓääÈ]>`Ì iÀiVÀÕÌiÌ«iÀ`
was closed after reaching the target number of participants in 2013. Participants
who were included in the LifeLines study will be followed for at least 30 years.
At baseline, participants visited one of the LifeLines research sites for a physical
examination. Prior to these baseline visits, two extensive baseline questionnaires
were completed at home. Follow-up questionnaires were administered to all
participants approximately every 18 months, and participants have been invited
for a renewed physical examination at the LifeLines research site on average every
wÛiÞi>ÀÃ° ÕÀ}Ì iÃiV`>ÃÃiÃÃiÌ]}iiÀ>« ÞÃV>iÝ>>ÌÜ>ÃwÀÃÌ
performed, followed by medical examinations (e.g. ECG, lung function), and lastly,
the CogState computerized cognitive battery and the digital neuropsychiatric
questionnaire were conducted respectively. At the time of writing, data from
L>Ãii>ÃÃiÃÃiÌ]wÀÃÌ>`ÃiV`vÜÕ«µÕiÃÌ>ÀiÃ>``>Ì>vÀ
the second assessment were available. Data of the second assessment was used
in the current study, since the diagnostic algorithms for FSS were included in
the second assessment.
FSS diagnostic criteria
The diagnostic criteria for the three FSS were included in the LifeLines questionnaire.
The diagnosis for CFS was assessed using the 1994 Centers for Disease Control
and Prevention criteria (CDC) (21), FMS using the 2010 American College of
Rheumatology criteria (ACR) (22), and the diagnosis for IBS was assessed using
the ROME III criteria (23). However, the IBS criteria which were based on a minimal
frequency of symptoms were adjusted in accordance with the ROME IV criteria
(24),: instead of symptoms 3 days per month, participants should indicate that they
have recurrent abdominal pain or discomfort at least 1 day per week (Appendix
A: scoring algorithm).
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Descriptives
Educational level was assessed using the question: “What is your highest completed
education?”, resulting in information about low (lower secondary education or less),
middle (higher secondary education), and high (tertiary education) educational
level. Medical diseases were assessed by a questionnaire asking to indicate for
each disease whether the participant had or had had them.
Statistical analyses
The characteristics of the participants were described using SPSS version 22. For all
continuous variables, means ± standard deviations (SDs) were calculated. Network
analyses were performed on a combination of binary main criteria (fatigue for at
least 6 months, locomotor pain complaints for at least 3 months, abdominal pain
for at least 6 months with a frequency of at least 1 day/week), and categorical
and continuous data on additional symptoms. Two diagnostic criteria of CFS and
FMS were very similar, namely cognitive symptoms (forgetfulness or memory
«ÀLiÃÉ`vwVÕÌÞÜÌ Ì }ÀVViÌÀ>Ì} -ÆÌ }ÀiµÕÀiÃivvÀÌÉ
have trouble concentrating in FMS) and unrefreshed sleep (unrefreshing sleep in
-ÆÜ>}Õ«ÕÀivÀiÃ i`-®°/ iÀivÀi]Ì iÃiÌiÃÜiÀiVLi`LÞ
taking the mean of the CFS and the FMS symptom. We performed the network
analyses in both the general population cohort and in a subset with persons
Ü vÕwi`Ì i`>}ÃÌVVÀÌiÀ>vÀ -]->`ÉÀ -°7i} Ìi`iÌÜÀÃ
of symptoms for both the general population and FSS were estimated and
visualized in R version 3.4.2 with package qgraph (25). A correlation matrix for all
symptoms (with polyserial correlations for symptom pairs including categorical or
binary symptoms and Pearson correlations for symptom pairs consisting only of
continuous symptoms) was calculated. Partial correlations were calculated for all
pairs of variables, which indicate correlations among symptoms while controlling
vÀ>Ì iÀÛ>À>LiÃÌ iiÌÜÀ°/«ÀiÛiÌÛiÀwÌÌ}]>l1-penalty was
used to estimate possible networks with different levels of sparsity (26). The
`iÜÌ Ì iLiÃÌwÌÌÌ i`>Ì>Ü>ÃÃiiVÌi`ÕÃ}Ì iiÝÌi`i` >ÞiÃ>
information criterion (EBIC) (27) with hyperparameter y=0.5 (28). This technique
has been shown to yield adequate network structures (28-30). The accuracy of
estimated connections in the networks was also investigated by calculating 95%
Vw`iViÌiÀÛ>Ã>ÀÕ`ViVÌÜi} ÌÃÜÌ ,«>V>}iLÌiÌÎ£®°
ÌÃÌÀ>««i`Vw`iViÌiÀÛ>ÃÜiÀiV>VÕ>Ìi`LÞ`À>Ü}£]äääLÌÃÌÀ>«
samples of the data and recalculating connection weights for each sample. The
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lay-outs of the networks were based on the Fruchterman-Reingold algorithm,
which places symptoms with stronger and/or more connections closer to each
other (32).
First, we explored the general structure of the network. To examine the general
connectivity of the network, the density of the network was calculated by
determining the proportion of actual connections over the number of potential
connections between all symptoms (33). In addition, the network clustering
VivwViÌÜ>ÃV>VÕ>Ìi`LÞ`iÌiÀ}Ì i«À«ÀÌv>VÌÕ>ViVÌÃv
adjacent nodes in the network over the number of potential connections between
adjacent nodes. Subsequently, we focused on the strength of the individual FSS
symptoms to symptoms of the same diagnosis, and the strength of all connections
from an individual symptom to all symptoms of other FSS diagnoses by summing the
weight of these connections (34). Strengths of 0.1, 0.3, and >0.5 were interpreted
ÌÀiyiVÌÃ>]i`Õ]>À}i]>`ÛiÀÞ>À}iÃÌÀi}Ì Ã]ÀiÃ«iVÌÛiÞÎx®°>ÃÌÞ]
clustering of symptoms was examined using the walktrap algorithm from package
º}À>« »ÎÈ®°/ ÃÀ>`Ü>iÌ ``iÌwiÃ}ÀÕ«ÃvÃÞ«ÌÃÜÌ  } 
intragroup but low intergroup connectedness.

RESULTS
This study was performed in 79,966 participants (age: 52.9±12.6 years, 59.2%
female) of the general-population cohort LifeLines. Of these participants, 11.5%
r]Ó£Ç®vÕwi`VÀÌiÀ>vÀiÀÀi--\Î°£¯vÌ i«>ÀÌV«>ÌÃvÕwi`
Ì i
VÀÌiÀ>vÀ -]È°{¯vÕwi`Ì iƂ ,VÀÌiÀ>vÀ-]>`x°x¯vÕwi`
the ROME IV criteria for IBS. Patients with FSS were more often female (75%
female) and were slightly younger (52.3±12.4 years) than the general population
x°Ó¯]xÓ°´£Ó°ÈÆ/>Li£®°>``Ì]«>ÌiÌÃÜÌ --ÜiÀiÜiÀi`ÕV>Ìi`
than the general population. The prevalence of medical health conditions is
summarized in Table 2.
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Table 1. General characteristics of the study groups.
General
population

One or
more FSS

CFS

5,122 (6.4)

IBS

n (%)

79,966 (100)

9,217 (11.5)

Female n (%)

47,341 (59.2)

6,917 (75.0) 1,848 (74.2) 3,922 (76.6) 3,307 (75.6)

Age in years
(SD)

52.9 (12.6)

52.3 (12.4)

54.2 (11.8)

52.8 (11.7)

50.9 (12.9)

3.5
69.9
24.0

4.7
72.7
19.6

3.9
73.6
19.9

2.5
66.4
28.6

Education
2.6
(% low-middle- 65.9
high)
29.2

2,490 (3.1)

FMS

4,377 (5.5)

--rvÕVÌ>Ã>ÌVÃÞ`ÀiÆ -rV ÀVv>Ì}ÕiÃÞ`ÀiÆ-r
wLÀÞ>}>ÃÞ`ÀiÆ -rÀÀÌ>LiLÜiÃÞ`Ài°

Table 2. Prevalence rates of medical and psychiatric health conditions in the general
population (lifetime).
n

%

Anxiety disorder

5,712

7.1

Cancer

1,625

2.0

Celiac disease

381

0.5

Dementia

74

0.1

Eating disorder

1,107

1.4

Functional somatic syndrome

9,217

11.5

Heart failure

1,603

2.0

Hepatitis B

66

0.1

y>>ÌÀÞLÜi`Ãi>Ãi

924

1.2

Mood disorder

2,368

3.0

Multiple sclerosis

185

0.2

Rheumatoid arthritis

2,858

3.6

Schizophrenia

65

0.1
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General network structure
The network structure of FSS diagnostic symptoms in the general population
is presented in Figure 1A and in patients with FSS in Figure 1B. Tables S1A and
-£ Ã ÜÌ >Ì>VVÕÀ>VÞvViVÌÜi} ÌÃÜ>ÃiÝViiÌ]ÀiyiVÌi`ÛiÀÞ
Ã>Vw`iViÌiÀÛ>Ãv>ÃÃV>ÌÃ°/ i`>}ÃÌVÃÞ«ÌÃÜiÀi } Þ
connected: 89.2% of potential connections in the general population network
and 90% in the FSS group network were observed, with a mean strength of
connections of r=0.055 in the general population and r=0.048 in patients with
FSS. In addition, both networks had a high level of clustering (i.e., clustering
VivwViÌrä°ÇÌ i}iiÀ>««Õ>Ì>`ä°nä«>ÌiÌÃÜÌ --®°ÃÌ
connections were positive or slightly negative, except for the association of the
main criterion of IBS (mIBS) with the widespread pain index of FMS (WPI, r=-0.17)
and fatigue of FMS (Fat, r=-0.07) in patients with FSS.
Associations of symptoms within diagnoses
The associations of symptoms within FSS diagnoses in the general population
and patients with FSS can be found in Table S2. The within-diagnosis density
for the CFS diagnostic symptom criteria was respectively 86.1% in the general
population and 69.4% in the FSS group, with a mean strength of connections of
r=0.52 in both groups. The CFS symptom post-exertional malaise (PEM) had the
highest within-diagnosis strength (r=0.73 in the general population and r=0.87
in patients with FSS), while headaches (Hea) had the lowest within-diagnosis
strength in both the general population (r=0.27) and patients with FSS (r=0.32).
Although sore throat (Thr) and lymph node tenderness (Lym) had a high withindiagnosis strength (r=0.62 and 0.58 in the general population and r=0.55 and
0.54 in the FSS group), this was mainly the result of their strong associations with
each other (r=0.43 in both groups).
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Figure 1. Estimated network structures of FSS diagnostic symptoms for (a) the general population and (b) patients with FSS.
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Symptoms are represented by circles and associations between them by lines.
The color of circles refers to the diagnosis symptoms belong to. Main criteria for
CFS, FMS and IBS are delineated in blue. Green lines indicate positive associations
and red lines negative associations. The thickness of lines is proportional to the
strength of associations.
For the diagnostic symptom criteria of FMS, the within-diagnosis density was
80% in both the general population and patients with FSS, with a mean strength
of connections of r=0.42 in the general population and r=0.51 in patients with
FSS. The FMS symptom fatigue (Fat) had the highest within-diagnosis strength
(r=0.57 in the general population and r=0.71 in patients with FSS), while the
main criterion of FMS (mFMS) had the lowest within-diagnosis strength in the
general population (r=0.24), and cognitive symptoms (Cog) in patients with FSS
(n=0.34). The strongest connections between FMS symptoms were between
Ì i>VÀÌiÀ>`Ì iÜ`iÃ«Ài>`«>`iÝ7*ÆÀrä°ÓÈÌ i}iiÀ>
population and r=0.42 in patients with FSS), and fatigue and unrefreshed sleep
1ÀÆÀrä°Î{>`Àrä°ÎÇ®°
Lastly, the within-diagnosis density was 83.3% in the IBS symptom criteria of both
groups, with a mean strength of connections of r=0.73 in the general populations
and r=0.83 in patients with FSS. The IBS symptom abdominal pain associated with
change in stool form (Afo) had the highest within-diagnosis strength (r=1.18 in
both groups), while the symptoms with the lowest within-diagnosis strength were
Ì i>VÀÌiÀÌ i}iiÀ>««Õ>Ì -ÆÀrä°£x®>`«ÀÛiiÌv
>L`>«>>vÌiÀ`iviV>Ì«>ÌiÌÃÜÌ --ƂÆÀrä°xÈ®°/ iÃÌÀ}iÃÌ
connections between IBS symptoms were between abdominal pain associated
with change in stool form (Afo) and abdominal pain associated with change in stool
vÀiµÕiVÞƂvÀÆÀrä°ÇÎÌ i}iiÀ>««Õ>Ì>`Àrä°{È«>ÌiÌÃÜÌ --®°
Associations of symptoms between diagnoses
The associations of symptoms between FSS diagnoses in the general population
and patients with FSS can be found in Table S3. The between-diagnosis density
for CFS with FMS and IBS diagnostic symptom criteria was 66.2% in the general
population and 74.6% in patients with FSS. The main criterion of CFS had the
} iÃÌLiÌÜii`>}ÃÃÃÌÀi}Ì  -ÆÀrä°ÓÌ i}iiÀ>««Õ>Ì
and r=0.52 in patients with FSS respectively), while the symptom sore throat
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(Thr) had the lowest between-diagnosis strength (r=0.10 in both groups). The
strongest connections of CFS symptoms with FMS symptoms were between
Ì«>®>`Ì i>VÀÌiÀv--ÆÀrä°ÓÎLÌ }ÀÕ«Ã®]>`
with IBS symptoms between lymph node tenderness (Lym) and abdominal pain
>ÃÃV>Ìi`ÜÌ V >}ivÀƂvÆÀrä°äxLÌ }ÀÕ«Ã®°
The between-diagnosis density for FMS with CFS and IBS diagnostic symptom
criteria was 73.1% in the general population and 80.8% in patients with FSS
respectively. For FMS the symptom fatigue (Fat) had the highest betweendiagnosis strength (r=1.07 in the general population and r=0.84 in patients with
--®]Ü iV}ÌÛiÃÞ«ÌÃÌ i}iiÀ>««Õ>Ì }ÆÀrä°ÎÎ®>`Ì i
>VÀÌiÀ--«>ÌiÌÃ-ÆÀrä°Ó£® >`Ì iÜiÃÌLiÌÜii`>}ÃÃ
strength. The strongest connection between FMS and IBS symptoms was between
the widespread pain index (WPI) and abdominal pain associated with change in
vÀƂvÆÀrä°änLÌ }ÀÕ«Ã®°
Lastly, the between-diagnosis density was 44.2% and 50% for IBS with CFS and
FMS diagnostic symptom criteria in the general population and patients with
FSS respectively. The main symptom of IBS (mIBS) had the highest betweendiagnosis strength in the general population (r=0.23), while it had a negative
between-diagnosis strength in patients with FSS (r=-0.57).
Cluster analyses
Cluster analysis of the network in the general population revealed four clusters.
Firstly, an abdominal symptom cluster with inclusion of all IBS diagnostic symptoms
Ü>ÃvÕ`°-iV`]>}iiÀ>ÃÞ«ÌVÕÃÌiÀÜ>Ã`iÌwi`VÕ`}Ì i>
criterion of CFS (mCFS), the combined CFS/FMS symptoms cognitive problems
(Cog) and unrefreshed sleep (Unr), and the FMS symptoms fatigue (Fat) and
}iiÀ>Ã>ÌVÃÞ«ÌÃ-"®°/ À`]>ÕÃVÕÃiiÌ>VÕÃÌiÀÜ>Ã`iÌwi`
with inclusion of the main FMS criteria (mFMS), the widespread pain index (WPI),
and the CFS diagnostic symptoms joint pain (Joi), muscle pain (Mus), and postexertional malaise (PEM). Lastly, analyses revealed an “other symptoms” cluster
with inclusion of the CFS criteria headaches (Hea), sore throat (Thr), and tender
lymph nodes (Lym).
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When analyzing clustering in the network of the FSS group, two clusters were found:
one abdominal symptom cluster with inclusion of all IBS diagnostic symptoms,
and a combined general and musculoskeletal symptom cluster including all
diagnostic symptoms of CFS and FMS.

DISCUSSION
/ ÃÜ>ÃÌ iwÀÃÌÃÌÕ`ÞÌ >ÌÛiÃÌ}>Ìi`Ì iÌiÀÀi>Ìi`iÃÃvÃÞ«ÌÃÌ >Ì
compose the diagnostic criteria of the different FSS using network analyses.
First, we found that all diagnostic symptoms were connected, either directly or
via other symptoms, with similar levels of clustering in the general population
and patients with FSS. Second, the network density between diagnoses was in
most cases slightly lower than within diagnosis, but differences were small. Main
symptoms were important in connecting the different FSS diagnoses as they had
high between-diagnoses strength. Lastly, clustering of symptoms in the general
population revealed a general, musculoskeletal, abdominal, and other symptom
cluster, but in patients with FSS only an abdominal and a combined general and
musculoskeletal symptom cluster were found.
The main strength of the current study is that the symptoms that compose the
diagnostic criteria for the three main FSS were assessed concurrently in one
cohort. We were therefore able to examine the networks of the diagnostic
symptoms criteria in a large population-based sample, as well as in a subgroup
VÃÃÌ}v«>ÌiÌÃvÕw}Ì i`>}ÃÌVVÀÌiÀ>vÀiÀÀi--°-Vi
we assessed the diagnostic symptom criteria for all three FSS, it was possible to
examine the relatedness of symptoms that compose the diagnostic criteria of
the different FSS irrespective of help-seeking behaviour or diagnostic biases.
Lastly, instead of dichotomized additional symptoms, we used the continuous
symptom variables taking into account the severity or frequency of symptoms.
There are also limitations in the current study. First, the FSS symptoms and
diagnoses were based on the responses to a questionnaire, without an assessment
by a physician. Because LifeLines is a large population cohort study that aims to
study a wide spectrum of mental and somatic disorders, it was not feasible to
determine whether participants met the diagnostic criteria for FSS based on clinical
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examinations. Second, co-morbid conditions that could explain the FSS symptoms
were not excluded when determining the FSS diagnoses, mainly because only the
-`>}ÃÌVVÀÌiÀ>>`ÌÌ i->` -VÀÌiÀ>Ã«iVwV>ÞiÌÌ i
exclusion of medical health conditions. Nevertheless, FSS diagnoses rely heavily
on subjective symptoms and to a lesser extent on the absence of objective clinical
À>LÀ>ÌÀÞw`}Ã°ÕÀÌ iÀÀi]>Ì Õ} ÜiVLi`ÌiÃÜÌ Ì iÃ>i
`iwÌÃ°i°]V}ÌÛi«ÀLiÃ>`ÕÀivÀiÃ i`Ãii«®]Ì iiÃÌ>Ìi`iÌÜÀ
ÃÌÀÕVÌÕÀiÃVÌ>i`ÃiÛiÀ>ÃÞ«ÌÃÜÌ «>ÀÌ>ÞÛiÀ>««}`iwÌÃ°
Examples include the main criterion of CFS and the additional symptom fatigue
in FMS, and muscle pain or joint pain in CFS and the main symptom or the
widespread pain index in FMS. The correlations between these variables will
naturally be stronger, and therefore these (partially) overlapping symptoms might
have changed clustering in the network structure. We decided not to combine
these partially overlapping symptoms as they are included in this way in the
diagnostic criteria and they differ in important aspects (e.g., their time frame).
Our networks had high density, and many connections within and between the
different FSS diagnostic symptoms were found. The between-diagnosis density
was comparable to the within diagnosis density for CFS and FMS, indicating
that overlap among CFS and FMS diagnostic symptoms is very high. Despite
strong within diagnosis connectedness of IBS symptoms, this symptom cluster
seemed to be more isolated from the rest due to its lower between-diagnosis
density. Within and between diagnoses of FSS, individual diagnostic criteria
had differential roles. The highest within-diagnosis strengths were found for the
additional criteria of post-exertional malaise in CFS, fatigue in FMS, and abdominal
pain associated with change in stool frequency in IBS, while the syndromes’
main criteria had low within-diagnosis. Main criteria, however, were important
in connecting the different FSS diagnoses as they had high between-diagnoses
strength. This is interesting as it would be expected that main criteria have a
central role in strengthening the internal connectedness of the diagnostic criteria
of a syndrome, while they separate a syndrome from criteria of other syndromes.
`ii`]«ÀiÛÕÃÃÌÕ`iÃ >Ûi`iÌwi`>VÀÌiÀ>viÌ>`ÃÀ`iÀÃ>ÃÌ i
most central within-diagnosis symptoms (37,38).
Symptoms in the networks clustered based on bodily systems rather than their
VÕÀÀiÌV>ÃÃwV>ÌÌ -]->` -ÃÞ«ÌÃ°,iViÌÞ]Ì iÃÌÌÕÌiv
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Medicine (IOM) published a new proposal for diagnostic criteria for CFS based on
extensive literature review (39). These criteria are based on three main symptoms:
`Ã>L}v>Ì}Õi]«ÃÌiÝiÀÌ>>>Ãi>`ÕÀivÀiÃ }Ãii«ÆÜÌ >Ìi>ÃÌ
one of two mentioned additional symptoms (cognitive impairment or orthostatic
intolerance). In line with the literature review of the IOM, the networks revealed
that fatigue symptoms clustered with cognitive problems and unrefreshed sleep,
and that sore throat, lymph node tenderness, and headaches formed a separate
ÃÞ«ÌVÕÃÌiÀ°"iÀi>À>Liw`}ÃÌ >ÌÌ i -ÃÞ«Ì«ÃÌiÝiÀÌ>
malaise was included in the musculoskeletal cluster in the general population.
In contrast to the 1990 diagnostic criteria (40), the revised 2010 FMS criteria
also include non-pain symptoms that overlap with the CFS diagnostic symptom
criteria such as fatigue, cognitive symptoms, unrefreshed sleep, and general
symptoms (22). As mentioned by the IOM, the revised ACR diagnostic criteria
for FMS may therefore greatly increase the overlap between CFS and FMS (39).
>Ãi`ÕÀÀiÃÕÌÃ]Ì iV>ÃÃwV>ÌvÌ iVÕÀÀiÌ`>}ÃÌVVÀÌiÀ>vÀ -
or FMS could be questioned.
The level of clustering was similar in the general population and the FSS group.
Nevertheless, the between-diagnosis density was higher in the FSS group than
in the general population. In addition, the four clusters in the general population
melted to an abdominal and combined general and musculoskeletal symptom
cluster in the FSS group. This could have been the result of negative associations
in the network of FSS patients, which may have been caused by the selection of
«>ÌiÌÃL>Ãi`Ì ivÕwiÌvÌ iVÀÌiÀ>viÌ iÀvÌ iÌ ÀiiÃÞ`ÀiÃ°
However, it is in line with an earlier network study showing that difference
between network structure and symptom clusters in patient with FSS decreased
>ÃÃÞ«ÌÃiÛiÀÌÞVÀi>Ãi`£Î®°ÕÀÌ iÀÀi]ÕÀw`}Ã>ÞÃÕ}}iÃÌÌ >Ì
one mechanism underlies FSS which could be divided into a modest single-organ
type with symptoms primarily from one bodily system (6,12,14). But also in a more
severe, multiorgan type, which may have led to stronger symptom overlap in
FSS patients than in the general population. Rather than the presence of such
a latent variable, it has also been suggested that direct causal relations among
symptoms, as is central in the network approach, could explain this higher overlap
in patients with more severe symptomatology (13).
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In summary, we revealed that all FSS diagnostic symptoms were connected, either
directly or via other symptoms. Furthermore, we found that symptoms clustered
L>Ãi`L`ÞÃÞÃÌiÃÀ>Ì iÀÌ >Ì iÀVÕÀÀiÌV>ÃÃwV>ÌÌÌ i`vviÀiÌ
FSS. Our results are therefore in line with recent suggestions supporting both the
lumpers’ and splitters’ views in that there is commonality as well as heterogeneity
within and between FSS (4). Future studies will be necessary to examine and
reconsider the diagnostic criteria for FSS.
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APPENDIX A: SCORING ALGORITHM TO DETERMINE THE
FUNCTIONAL SOMATIC SYNDROME DIAGNOSIS
Chronic fatigue syndrome
The diagnosis for CFS was assessed using the 1994 Centers for Disease
Control and Prevention (CDC) criteria (1). To meet the CDC diagnostic criteria
participants had to indicate [1] that they had experienced chronic fatigue for
ÈÀÀiÌ ÃLÝ£®]>`QÓRÌ >ÌÌ iv>Ì}ÕiÃ}wV>ÌÞÌiÀviÀi`ÜÌ 
daily activities and work (box 2). In addition, [3] the participant had to report
concurrently four or more of the eight mentioned additional symptoms (box 3)
BOX 1
Question chronic fatigue duration:
“I have had my tiredness complaints for about:”
Code
1
2
3
4
5
6

Label
not applicable because I do not have tiredness complaints
shorter than 3 months
3 months to 6 months
6 months to 1 year
longer than 1 year: ….. years and ... months
I have been feeling tired my entire life

4

To meet the CDC diagnostic criteria, participants had to indicate that they
experienced chronic fatigue for 6 or more months (code 4-6).

BOX 2
Question interference:
“To what extent did your tiredness hamper your normal activities (both work outside
the home and household chores) in the past 6 months?”
Code
1
2
3
4
5
6

Label
not applicable, because I did not have any tiredness in the past 6 months
not at all
a little bit
quite a bit
a lot
very much

To meet the CDC diagnostic criteria, participants had to indicate that the fatigue
Ã}wV>ÌÞÌiÀviÀi`ÜÌ `>Þ>VÌÛÌiÃ>`ÜÀµÕÌi>LÌ]>ÌÀÛiÀÞÕV 
the past 6 months (code 4-6).
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BOX 3
Question additional symptoms (items from the CDC CFS Symptom Inventory):
“How often did you have the complaints listed below in the past 6 months?
- Sore throat;
- Tender lymph nodes;
- Muscle pain;
- Joint pain;
- Headaches;
- Unrefreshing sleep;
- Unusual fatigue after exertion;
- Forgetfulness or memory problems;
 &KHƂEWNV[YKVJVJKPMKPIQTEQPEGPVTCVKPIq
Code

Label

1

not at all

2

several times a month

3

several times a week

4

every day

To meet the CDC diagnostic criteria, participants had to indicate that they had
concurrently four or more of the mentioned complaints several times a week or
iÛiÀÞ`>ÞÌ i«>ÃÌÈÌ ÃV`iÎÀ{®]Ü iÀivÀ}iÌvÕiÃÃ>`ÉÀ`vwVÕÌÞ
concentrating were scored as one symptom.

Fibromyalgia syndrome
The diagnosis for FMS was assessed using the 2010 American College of
Rheumatology (ACR) criteria (2). To meet the ACR criteria participants had to
indicate that they experienced pain symptoms for at least 3 months (box 4).
Participants were asked to indicate in which of 19 mentioned body areas they
had had pain during the last week using the widespread pain index (WPI, box 5).
The Symptom Severity (SS) scale was calculated based on the severity of fatigue,
cognitive symptoms, waking unrefreshed and somatic symptoms participants
reported (box 6). The severity of fatigue and cognitive symptoms were determined
using items of the Checklist Individual Strength (CIS) (3). An additional item that
determined to which extent participants are waking unrefreshed was added. To
determine the level of somatic symptoms, the 12-item somatization scale of the
Symptom Checklist-90 (SCL-90 SOM) was used (4). To meet the ACR diagnostic
VÀÌiÀ>]«>ÀÌV«>ÌÃÜiÀiÀiµÕÀi`Ì >Ûi>7*ÃVÀiĈÇ>`>--ÃV>iÃVÀi
ĈxÀ>7*ÃVÀivÎÈ>`>--ÃV>iÃVÀivĈ°
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BOX 4
Question musculoskeletal pain complaints duration:
“I have had my musculoskeletal pain complaints for about:”
Code
1
2
3
4
5

Label
not applicable because I do not have musculoskeletal pain
complaints
shorter than 3 months
3 months to 6 months
6 months to 1 year
longer than 1 year: ... years and ... months

To meet the ACR diagnostic criteria, participants had to indicate that they
experienced musculoskeletal pain complaints for 3 or more months (code 3-6).
BOX 5
Questions Widespread Pain Index:
“Please indicate whether the parts of the body listed below were painful and/or
tender in the past 7 days:
- Abdomen;
- Chest;
- Left hip;
- Left lower arm;
- Left lower leg;
- Left shoulder;
- Left side of jaw;
- Left upper arm;
- Left upper leg;
- Lower back;
- Neck;
- Right hip;
- Right lower arm;
- Right lower leg;
- Right shoulder;
- Right side of jaw;
- Right upper arm;
- Right upper leg;
- Upper back.”
Code
1
2

4

Label
yes
no

The WPI score was determined by counting the number of body areas in which the
participant had pain during the last week.
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BOX 6
Questions symptom severity scale:
“The last two weeks in general:
- I feel tired;
 +JCXGFKHƂEWNV[VJKPMKPI
- It takes an effort to concentrate;
- I do not wake up rested.”
Code

Label

1
2
3
4
5
6
7

yes, true
2
3
4
5
6
no, not true

This scale was converted into a 0-3 scale (0) “No problem” (score 7), (1) “Slight
À`«ÀLiÃ»ÃVÀi{È®ÆÓ®º`iÀ>ÌiÌVÃ`iÀ>Li«ÀLiÃ»ÃVÀi
Ó]Î®Æ>`Î®º-iÛiÀi]«iÀÛ>ÃÛi]VÌÕÕÃ«ÀLiÃ»ÃVÀi£®°
Questions somatic symptoms (SCL-90 SOM items):
“In the previous week, how much were you bothered by:
- Headaches;
- Faintness or dizziness;
- Pains in heart or chest;
- Pains in lower back;
- Nausea or upset stomach;
- Soreness of your muscles;
- Trouble getting your breath;
- Hot or cold spells;
- Numbness or tingling in parts of your body;
- A lump in your throat;
- Feeling weak in parts of your body;
- Heavy feeling in your arms or legs.”
Code
1
2
3
4
5

Label
not at all
a little bit
moderately
quite a bit
extremely

The symptoms of 12 items of the SCL-90-SOM were summed, and converted
into (0) “No problem” (0 symptoms), (1) “Slight or mild problems” (1-3
ÃÞ«ÌÃ®ÆÓ®º`iÀ>ÌiÌVÃ`iÀ>Li«ÀLiÃ»{xÃÞ«ÌÃ®Æ>`Î®
“Severe, pervasive, continuous problems” (>=6 symptoms).
The SS scale score was created by summing the 0–3 scores of fatigue, cognitive
symptoms, waking unrefreshed and somatic symptoms into a 0–12 scale.
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Irritable bowel syndrome
The diagnosis for IBS was assessed using the ROME III criteria (5). However, the
criteria including occurrence of symptoms was adjusted in accordance to the
ROME criteria (6), namely participants should indicate that they have recurrent
abdominal pain or discomfort at least 1 day per week (instead of 3 days per
month), with a symptom onset at least 6 months in the past to meet the research
diagnosis. And for women, this abdominal pain or discomfort should not only
occur during menstrual bleeding (box 7). Participants were asked if [1] this
recurrent abdominal pain or discomfort was associated with improvement after
defecation, [2] the onset was associated with change in stool frequency or [3] the
onset was associated with change in (appearance) of stool (box 8). To meet the
ROME III diagnostic criteria participants should have indicated that the recurrent
abdominal pain or discomfort was sometimes to always accompanied by at least
2 of the 3 additional symptoms.
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Table S2. Associations of symptoms within FSS diagnoses in the general population and patients with FSS.
Symptoms are ordered based on the strength of their connections.
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Table S3. Associations of symptoms between FSS diagnoses in the general population and patients with FSS.
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ABSTRACT
Background: Overlap between the three main functional somatic syndromes
--®]°i°V ÀVv>Ì}ÕiÃÞ`Ài -®]wLÀÞ>}>ÃÞ`Ài-®]>`
irritable bowel syndrome (IBS), has been suggested, but the empirical basis for
the statement that they are different names for the same problem is limited. We
«ÀiÃiÌÌ iwÀÃÌÃÌÕ`ÞÌ >ÌÛiÃÌ}>ÌiÃÌ iÛ>`ÌÞ>`Ì i`>}ÃÌVÛiÀ>«
of the three main FSS diagnoses in the general population, irrespective of helpseeking behaviour or diagnostic biases, and irrespective or arbitrary diagnostic
cut-offs with regard to chronicity or symptom interference.
Methods: This study was performed in 79,966 participants of the generalpopulation cohort LifeLines. Diagnostic criteria for CFS (Centers for Disease
Control and Prevention), FMS (American College of Rheumatology) and IBS (Rome
IV) were assessed by questionnaire. Additional items were added to enable
studying the effects of arbitrary cut-offs for minimum symptom chronicity (that
vary from three months for FMS to six months for CFS and IBS), and symptom
interference (required for CFS but not for FMS and IBS).
Findings: The diagnostic criteria were met by 3.1% for CFS, 6.4% for FMS, and
5.5% for IBS participants. The number of participants that met criteria for all three
diagnoses was 48 times higher than what would have been expected based on
chance. After alignment of the chronicity and symptom interference criteria to
circumvent arbitrary choices in diagnostic criteria, the overlap between diagnoses
increased to 153 times. Furthermore, there was a similar pattern of symptom
VVÕÀÀiVi]«>ÀÌVÕ>ÀÞvÀÌ ÃivÕw}`>}ÃÌVVÀÌiÀ>vÀ ->`-°
Interpretation: The diagnostic overlap of different FSS was much higher than
would be expected by chance, and substantially increased when FSS were more
chronic and serious in nature. Furthermore, FSS participants frequently reported
symptoms included in the diagnostic criteria for other FSS, suggesting the existing
of an underlying syndrome with different subtypes.
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INTRODUCTION
In 1999, the Lancet published a landmark paper with the title: Functional somatic
syndromes: one or many?1 This paper reviewed the concept of functional somatic
ÃÞ`ÀiÃ--®]Ü V >ÀiVÃ`iÀi`Ã«iVwVVL>ÌÃv« ÞÃV>ÃÞ«ÌÃ
that cannot be adequately explained by underlying pathology. Chronic fatigue
syndrome (CFS),2wLÀÞ>}>ÃÞ`Ài-®]3 and irritable bowel syndrome
(IBS)4,5 are the three most well-known FSS. On the basis of a literature review, the
authors concluded that a substantial overlap exists between these syndromes
and that their similarities outweigh their differences. They suggested that the
existence of different FSS is an artifact of medical specialization, and that all
patients with FSS suffer from the same underlying syndrome.1
/ iÃiVVÕÃÃÜiÀiL>Ãi`ÌÜ>LÃiÀÛ>ÌÃ\wÀÃÌ]Ì iV>Ãi`iwÌÃ
v--ÛiÀ>«ÆÃiV`]«>ÌiÌÃÜÌ i--vÀiµÕiÌÞiiÌ`>}ÃÌVVÀÌiÀ>
for another FSS.6–9 Two additional arguments were presented that were less
VÛV}°/ iwÀÃÌÃÌ>Ìi`Ì >Ì«>ÌiÌÃÜÌ `vviÀiÌ--Ã >ÀiÃÞ«Ì
characteristics, such as sex, history of childhood maltreatment and abuse, emotional
`ÃÀ`iÀ]>``vwVÕÌiÃ`VÌÀ«>ÌiÌÀi>ÌÃ «°/ Ã>À}ÕiÌ}Ài`
that the same characteristics are also associated with somatic diseases and/or
might be consequences of a somatic disease.6,10–12 The last argument was that
all FSS respond to the same therapies: general approaches to management,
antidepressants, and psychological therapies. However, various somatic diseases
respond similarly to these therapies and other interventions (e.g. physiotherapy,
>Ìy>>ÌÀÞ`ÀÕ}Ã]LiÌ>LViÀÃ®]LÕÌÌ >ÌÃÀi>ÃÌVÃ`iÀÌ i
similar.13–15
/ i`i>Ì >Ì--ÀiyiVÌiÕ`iÀÞ}«ÀLiÃÌ ÕÃ>ÞÃÕ««ÀÌi`
LÞÛiÀ>««}V>Ãi`iwÌÃ>`ÃÞ«Ì«>ÌÌiÀÃ°ÜiÛiÀ]>ÃÌ iÃi
>À}ÕiÌÃV>LiµÕiÃÌi`°/ iV>Ãi`iwÌÃ``ii`ÛiÀ>«]Ü V 
«iÃÌ >Ì«>ÌiÌÃvÕw}`>}ÃÌVVÀÌiÀ>vÀiÃÞ`Ài>ÕÌ>ÌV>Þ
vÕw>Ìi>ÃÌ«>ÀÌvÌ i`>}ÃÌVVÀÌiÀ>vÀÌ iÀÃÞ`ÀiÃÆÌ ÕÃ]Ì Ã>Þ
>ÀÌwV>ÞVÀi>ÃiÛiÀ>«°ÜiÛiÀ]Ì iÀi>Ã>ÀiÀi>À>Li`vviÀiViÃÌ >Ì
} Ì>ÀÌwV>Þ`iVÀi>Ãi«ÀiÃÕi`ÛiÀ>«LiÌÜii--°/ i`>}ÃÌVVÀÌiÀ>
are based on a main symptom, but they also include requirements for a minimum
duration. These requirements vary between syndromes: the chronicity threshold
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is six months for CFS or IBS, and three months for FMS. The criteria also vary with
regard to whether the symptoms are required to interfere with daily life, which
is a criterion for CFS but not for FMS or IBS (Table 1). Such arbitrary choices in
diagnostic criteria sets reduce overlap. With regard to the other argument, the
>ÕÌ ÀÃÃÌ>ÌiÌ >Ì«>ÌiÌÃÜ iiÌÌ iVÀÌiÀ>vÀ>Ã«iVwV--]>ÃÀi«ÀÌ
ÃÞ«ÌÃÌ iÀÌ >Ì ÃiVÕ`i`Ì iV>Ãi`iwÌ°/ iÞVVÕ`ivÀ
Ì ÃÌ >ÌÌ iÃÞ`ÀiÃ>VÌÕ>ÞÀiyiVÌiÕ`iÀÞ}«ÀLiÌ >ÌÃ>ÀÌwV>Þ
split due to medical specialization. However, this approach ignores that such
symptoms are also prevalent in chronic somatic health problems and in the
general population.
The empirical basis of the statement that CFS, FMS, IBS, and other FSS, are
different names for the same problem is thus very limited. In the 20 years since
this landmark paper, no study has actually investigated the overlap between
CFS, FMS, and IBS in a methodologically sound way based on the arguments
in this paper. We will examine the validity and the diagnostic overlap of the FSS
`>}ÃiÃL>Ãi`Ì ivwV>`>}ÃÌVVÀÌiÀ>]ÀÀiÃ«iVÌÛiv i«Ãii}
behaviour or diagnostic biases, in a large population-based cohort study of over
Ç]äää«>ÀÌV«>ÌÃ°ÀÃÌ]ÌiÝ«ÀiÌ iLÃiÀÛ>ÌÌ >ÌÌ iV>Ãi`iwÌÃv
FSS overlap, we will examine whether participants with one FSS frequently meet
diagnostic criteria for one of the other FSS. We will also examine the effects of
>ÀLÌÀ>ÀÞV ViÃV>Ãi`iwÌÃVÀL`ÌÞ°i°`ÕÀ>Ìv>ÃÞ«Ì]
interference with daily life). Then, to explore the observation that patients with
one FSS frequently meet diagnostic criteria for another FSS, we will examine
Ü iÌ iÀ«>ÀÌV«>ÌÃÜ iiÌÌ iVÀÌiÀ>vÀÃ«iVwV--Ài«ÀÌÃÞ«ÌÃ
formulated in the other FSS criteria. Lastly, we will examine the overlap of FSS
and recognized medical or psychiatric health conditions.
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Table 1. >}ÃÌVVÀÌiÀ>vÀV ÀVv>Ì}ÕiÃÞ`Ài]wLÀÞ>}>ÃÞ`Ài>`
irritable bowel syndrome.
Chronic fatigue
syndrome

Fibromyalgia
syndrome

Irritable bowel
syndrome

Main
symptom

Severe chronic fatigue Widespread pain

Recurrent abdominal
pain

Chronicity

6 or more consecutive Present at a similar
months
level for at least 3
months

1 day a week in last 3
Ì ÃÆÜÌ ÃÞ«Ì
onset at least 6
months ago

Interference >Ì}ÕiÃ}wV>ÌÞ
interferes with daily
activities and work

-

Additional
symptoms

WPI: the number of
>= 2 of the following:
areas in which the
1. Improvement with
patients had pain over
`iviV>ÌÆ
the last week.
2. Associated with
change in frequency
Sum of the severity:
vÃÌÆ
£°>Ì}ÕiÆ
3. Associated with
Ó°7>}ÕÀivÀiÃ i`Æ
change in form
3. Cognitive
(appearance) of
ÃÞ«ÌÃÆ
stool.
4. Somatic symptoms
in general.

>= 4 of the following:
1. Post-exertion
malaise lasting more
Ì >Ó{ ÕÀÃÆ
Ó°1ÀivÀiÃ }Ãii«Æ
Î°-}wV>Ì
impairment of shortterm memory or
VViÌÀ>ÌÆ
{°ÕÃVi«>Æ
5. Pain in the joints
without swelling or
Ài`iÃÃÆ
6. Headaches of a new
type, pattern, or
ÃiÛiÀÌÞÆ
7. Tender lymph
nodes in the neck or
>À«ÌÆ
8. A sore throat that
is frequent or
recurring.

-

WPI = widespread pain index. See “Appendix A: scoring algorithm”, chapter 4, for the
exact questions and scoring algorithm used in this study.
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METHODS
Sampling frame
This study was conducted within the sampling frame of the LifeLines cohort study.16
LifeLines is a multi-disciplinary, prospective (three-generational) population-based
cohort study examining health and health-related behaviors of more than 167,000
persons living in the North-East part of The Netherlands. LifeLines employs a broad
range of investigative procedures in assessing biomedical, socio-demographic,
behavioral, physical, and psychological factors which contribute to the health
and disease of the general population, with a special focus on multimorbidity
and complex genetics.
Participants
Participants of LifeLines were recruited in two ways. First, a number of general
practitioners from the three northern provinces of the Netherlands invited all
their listed patients between 25 and 50 years of age to participate. If they agreed
to participate, these participants were asked to invite their partner(s), parents,
parents in law, and children to participate as well. In this way participants of
all ages were included. Eligibility for participation was evaluated by general
practitioners. To ensure the reliability of the study, persons with severe psychiatric
À« ÞÃV>iÃÃ]>`Ì ÃiÌLi}>LiÌÛÃÌÌ i}iiÀ>«À>VÌÌiÀ]Ìw
out the questionnaires, and/or to understand the Dutch language, were excluded.
Parents and children were not excluded in case of the mentioned criteria, when
a representative was willing to assist these participants in the performance of
the study. Inclusion of pregnant women was rescheduled until six months after
pregnancy or three months after breastfeeding. Second, persons who were
interested to participate could register themselves via the LifeLines website.
All participants received written information on the purpose and methods of the
study and written informed consent was obtained after the procedure was fully
iÝ«>i`°Ƃ`>Ì>>Àii«ÌVw`iÌ>>`>ÀiÞÕÃi`vÀi`V>ÀiÃi>ÀV °
Approval by the Medical Ethical Committee of the University Medical Center
Groningen was obtained for the study.
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Data collection
/ iwÀÃÌ«>ÀÌV«>ÌÃÜiÀiVÕ`i`>ÌÌ ii`vÓääÈ]>`Ì iÀiVÀÕÌiÌ«iÀ`
was closed after reaching the target number of participants in 2013. Participants
who were included in the LifeLines study will be followed for at least 30 years.
At baseline, participants visited one of the LifeLines research sites for a physical
examination. Prior to these baseline visits, two extensive baseline questionnaires
were completed at home. Follow-up questionnaires will be administered to all
participants every 18 months, and they will be invited for a renewed physical
iÝ>>Ì>ÌÌ iviiÃÀiÃi>ÀV ÃÌi>ÛiÀ>}iiÛiÀÞwÛiÞi>ÀÃ° ÕÀ}Ì i
ÃiV`>ÃÃiÃÃiÌ]}iiÀ>« ÞÃV>iÝ>>ÌÜ>ÃwÀÃÌ«iÀvÀi`]vÜi`LÞ
medical examinations (e.g. ECG, lung function), and the CogState computerized
cognitive battery and the digital neuropsychiatric questionnaire were conducted
ÀiÃ«iVÌÛiÞ°ƂÌÌ iÌivÜÀÌ}]`>Ì>vÀL>Ãii>ÃÃiÃÃiÌ]wÀÃÌ>`
second follow-up questionnaires and data from the second assessment were
available. Data of the second assessment was used in the current study, since
the diagnostic algorithms for FSS were included in the second assessment.
Diagnostic criteria
The diagnostic criteria for the three FSS were criteria based on responses on
the questionnaire of the most recent wave (see “Appendix A: scoring algorithm”
for the exact questions and scoring algorithm, chapter 4). The diagnosis for CFS
was assessed using the 1994 Centers for Disease Control and Prevention criteria
(CDC),2 for FMS using the 2010 American College of Rheumatology criteria (ACR),3
and the diagnosis for IBS was assessed using the ROME III criteria.4 However, the
criteria which include occurrence of symptoms was adjusted in accordance to the
ROME IV criteria,5 namely participants should indicate that they have recurrent
abdominal pain or discomfort at least 1 day per week (instead of 3 days per
month).4,5 To construct chronicity-aligned FSS diagnosis, the chronicity threshold
was adjusted to three and six months using an additional adjusted cutoff for these
corresponding questions. Furthermore, the interference-aligned FSS diagnosis
was constructed by adding an identical interference with daily activities question
as used with CFS, in which fatigue was replaced by musculoskeletal pain in the
FMS questionnaire, and by abdominal complaints in the IBS questionnaire.
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Medical and psychiatric health conditions
Psychiatric health conditions, including current major depressive disorder, dysthymia,
and generalized anxiety disorder, were assessed with a standardized instrument,
which was completed by participants at computer at the LifeLines location.
This instrument was a digitalized self-report version of the Mini International
Neuropsychiatric Interview (MINI) 5.0.0. The MINI is a brief structured instrument
vÀ`>}Ã}«ÃÞV >ÌÀV`ÃÀ`iÀÃ>Ã`iwi`LÞÌ i -6>`
£ä°17
Medical health conditions were assessed by questionnaire, including a list of
chronic disorders (a.o. Crohn’s disease and/or ulcerative colitis (IBD), multiple
sclerosis (MS), and rheumatoid arthritis (RA)). Participants were asked to indicate
which of these diseases they had or had had, with more than one answer allowed.
Statistical analyses
We performed all analyses using SPSS version 22. First, we described the
V >À>VÌiÀÃÌVÃvÌ iÃÌÕ`Þ}ÀÕ«Ã°/ i]ÜiiÝ>i`Ì iyÕiVivÌ i
differences in diagnostic criteria between the different FSS on the diagnostic
overlap, by aligning the aspects of the criteria so that they became similar for all
three FSS. We examined the effect of aligning the chronicity of the symptoms
(chronicity-aligned), and including or excluding an interference criteria (interference>}i`®°/ i`>}ÃÌVÛiÀ>«LiÌÜiiÌ ivwV>`>}ÃiÃ>`Ì i>}i`
diagnoses of the different FSS was summarized in area-proportional Euler diagrams,
using the Package ‘Eulerr’ in R.18 We made an estimate of the number of persons
Ì >ÌvÕwi`Ì i`>}ÃÌVVÀÌiÀ>v>Ì Àii`ÃÀ`iÀÃL>Ãi`Ì i«ÀiÛ>iVi
rates and the number of participants included in this study using the following
calculation:

The percentages and distribution of symptoms, as reported by participants
Ü iÌÌ ivwV>`>}ÃÌVVÀÌiÀ>]ÜiÀiÃÕ>Àâi`>À>`>À`>}À>°
We used Cramer’s V to index the amount to which symptoms discriminated the
participants who met the diagnostic criteria from the participants who did not
meet the corresponding FSS diagnosis, and the participants who had a medical
health condition with the same main symptoms (CFS versus MS (fatigue), FMS
versus RA (locomotor system complaints), and IBS versus IBD (bowel complaints)).
Cramer’s V is similar to R2Ài}ÀiÃÃ`iÃ>`ÀiyiVÌÃ ÜÕV vÌ i
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variability in the dependent variable is explained by membership of the group.
Lastly, we examined the overlap of FSS and recognized medical health conditions
that should be excluded before diagnosing a FSS, and participants who had a
medical health condition with the same main symptoms.2–5 We analyzed the
numbers and frequencies of participants who met the partial criteria for the
different FSS (e.g. chronicity of fatigue, interference of daily activities and work,
symptoms), and who met all criteria of the FSS diagnosis.

RESULTS
Prevalence rates and demographic characteristics
Data were available for 79,966 participants. Of these participants, 2,490 (3.1%)
vÕwi`Ì i
VÀÌiÀ>vÀ -]x]£ÓÓÈ°{¯®Ì iƂ ,VÀÌiÀ>vÀ-]>`{]ÎÇÇ
(5.5%) the adjusted Rome IV criteria for IBS (Table 2A). The effect of alignment
in diagnostic criteria between the different FSS on the group characteristics is
presented in Table 2B-E. Relatively small differences in numbers, age, and sex
were found in the chronicity-aligned CFS and FMS groups. However, for IBS, an
increase of participants was found (+1,928) that met the diagnostic criteria when
Ì iÃÞ«ÌV ÀVÌÞÜ>ÃÃiÌÌÌ ÀiiÌ ÃÆ>}i>`«iÀViÌ>}ivi>i
remained comparable. When including interference in daily activities in the FMS
and IBS diagnostic criteria, many participants no longer met the diagnostic criteria
(-1,997 and -3,725 respectively), the age of the remaining group was slightly
higher, and the percentage female became lower. An increase in participants
vÕw}Ì iVÀÌiÀ>vÀ -Ü>ÃvÕ`³£]x{Ó®Ü iÌ iÌiÀviÀiViVÀÌiÀ
Ü>Ã}Ài`ÆÌ i>}ivÌ iÀi>} -}ÀÕ«Ü>ÃÃ} ÌÞ } iÀ>`Ì i
percentage female was also higher.
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Table 2. >À>VÌiÀÃÌVÃ«>ÀÌV«>ÌÃvÕw}Ì iVÀÌiÀ>vÀÌ iÀ}>`>}ÃÃ>`
the diagnosis with adjusted diagnostic criteria.
CFS

FMS

IBS

n (%)

2,490 (3.1)

5,122 (6.4)

4,377 (5.5)

Age, mean (SD)

54.2 (11.8)

52.8 (11.7)

50.9 (12.9)

Female, n (%)

1,848 (74.2)

3,922 (76.6)

3,307 (75.6)

(a) Original diagnosis

(b) Duration 3 months
n (+/- original)

2,749 (+259)

6,305 (+1,928)

Age, mean (SD)

54.0 (11.9)

51.0 (13.2)

Female, n (%)

2,044 (74.4)

4,698 (74.5)

(c) Duration 6 months
n (+/- original)

4,668 (-454)

Age, mean (SD)

52.9 (11.6)

Female, n (%)

3,586 (76.8)

(d) Including interference
n (+/- original)

3,125 (-1,997)

652 (-3,725)

Age, mean (SD)

54.3 (11.6)

50.7 (13.5)

Female, n (%)

2,382 (76.2)

514 (78.8)

(e) Excluding interference
n (+/- original)

4,032 (+1,542)

Age, mean (SD)

54.2 (11.6)

Female, n (%)

2,913 (72.2)

-rV ÀVv>Ì}ÕiÃÞ`ÀiÆ-rwLÀÞ>}>ÃÞ`ÀiÆ -rÀÀÌ>LiLÜi
syndrome.

Do participants with one FSS frequently meet diagnostic criteria for one
of the other FSS?
The diagnostic overlap between the syndromes is presented in Figure 1A. More
than half of the CFS participants also met the FMS diagnostic criteria, while the
smallest overlap was found between the CFS and IBS diagnostic criteria. The
number of participants that reported all three disorders using the original diagnostic
criteria (n=422) was 48.3 times higher than would be expected by chance, based
on prevalence rates of the separate syndromes (Table 3). If chronicity thresholds
were aligned, this changed to 41.4 times higher than could be expected by change
for the chronicity of three months and 51.3 times higher for the chronicity of six
months (Figure 1B-C). If interference thresholds were aligned, this changed to
39.3 times higher than would be expected by chance when excluding interference,
and 152.5 times higher when including interference (Figure 1D-E).
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Figure 1. Diagnostic overlap presented in proportional Euler-diagrams.
-rV ÀVv>Ì}ÕiÃÞ`ÀiÆ-rwLÀÞ>}>ÃÞ`ÀiÆ -rÀÀÌ>LiLÜiÃÞ`Ài°
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Table 3. The number of participants that met two or three syndromes compared to the
estimate based on prevalence rates of the separate syndromes.
CFS &
FMS

CFS & IBS

FMS & IBS

CFS & FMS &
IBS

9.3

4.4

4.0

48.3

Duration 3 months

9.1

3.9

3.7

41.4

Duration 6 months

9.8

4.4

4.1

51.3

Including interference

12.4

9.5

7.8

152.5

Excluding interference

8.0

3.8

4.0

39.3

Original diagnostic criteria
Chronicity-aligned

Interference-aligned

-rV ÀVv>Ì}ÕiÃÞ`ÀiÆ-rwLÀÞ>}>ÃÞ`ÀiÆ -rÀÀÌ>LiLÜi
syndrome.

&QRCTVKEKRCPVUYJQOGGVVJGETKVGTKCHQTURGEKƂE(55TGRQTVFKCIPQUVKE
symptoms of the other FSS, and do they report these symptoms more
frequently than the background population?
Figure 2 shows the proportion of participants with an FSS that reports symptoms
VÕ`i`Ì iV>Ãi`iwÌÃvÌ iÌ iÀÃÞ`ÀiÃ°/ i«>ÌÌiÀvÃÞ«Ì
occurrence is clearly similar between CFS and FMS, with only quantitative
differences in the prevalence of some symptoms. Table 4 presents the amount
to which symptoms discriminated the participants who met the diagnostic
criteria from those who did not, and from participants who reported a medical
health condition with the same main symptoms. For CFS, post-exertional malaise
discriminated the participants who met the CFS diagnostic criteria from those
who did not meet the CFS diagnosis best. However, the largest contrast between
CFS and MS was provided by the symptoms joint pain, unrefreshing sleep and
muscle pain. For FMS, symptoms in general discriminated participants who did
and did not meet FMS criteria best, while fatigue provided the best contrast
between FMS and RA. For IBS, an association of recurrent abdominal pain or
discomfort with change in form discriminated best between those that did and
``ÌvÕw`>}ÃÌVVÀÌiÀ>]>`LiÌÜii ->` °
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Figure 2.*iÀViÌ>}i>``ÃÌÀLÕÌvÃÞ«ÌÃiÌi`Ì i`>}ÃÌVVÀÌiÀ>]Ì >Ì«>ÀÌV«>ÌÃÜ iiÌÌ ivwV>`>}ÃÌV
criteria report.
-rV ÀVv>Ì}ÕiÃÞ`ÀiÆ-rwLÀÞ>}>ÃÞ`ÀiÆ -rÀÀÌ>LiLÜiÃÞ`Ài°
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Table 4. Distribution of symptoms mentioned in the diagnostic criteria of the separate
syndromes compared with participants with somatic diseases and the general population.

CDC symptoms

CFS
(n=2,490)

No CFS
(n=77,289)

Cramer’s MS
V*
(n=368)

Cramer’s
V*

Post-exertion malaise

0.85 (2,123)

0.09 (7,066)

0.415

0.282

0.22 (80)

Muscle pain

0.8 (1,997)

0.13 (9,829)

0.331

0.14 (51)

0.318

Unrefreshing sleep

0.93 (2,306)

0.2 (15,197)

0.307

0.24 (96)

0.373

Joint pain

0.86 (2,142)

0.2 (15,416)

0.278

0.14 (51)

0.390

Cognitive
impairments

0.7 (1,735)

0.13 (10,125)

0.277

0.19 (71)

0.172

Headaches

0.42 (1,054)

0.06 (4,851)

0.240

0.05 (19)

0.168

Lymph nodes

0.12 (295)

0.01 (783)

0.164

0.02 (6)

0.070

0.005 (2)

0.073

Sore throat

0.09 (218)

0.09 (1,064)

0.103

SS-score

FMS
(n=5,112)

No FMS
(n=74,842)

Cramer’s RA
Cramer’s
V*
(n=4,936) V*

Symptoms in general

0.54 (2,772)

0.06 (4,351)

0.428

0.13 (635) 0.326
0.436
0.392

Fatigue

0.81 (4,155)

0.26 (19,635)

0.294

0.22
(1,100)

Waking unrefreshed

0.78 (4,012)

0.3 (22,388)

0.252

0.23
(1,128)

0.16 (771) 0.318

Cognitive symptoms

0.59 (3,017)

0.2 (14,960)

0.228

ROME III symptoms

IBS
(n=4,377)

No IBS
(n=75,587)

Cramer’s IBD
V*
(n=1,666)

Associated with
change in frequency

0.88 (3,851)

0.22 (16,741)

0.239

0.30 (493) 0.120

Associated with
change in form

0.96 (4,175)

0.27 (20,169)

0.229

0.31 (522) 0.208

Improvement after
defecation

0.93 (4,085)

0.31 (23,586)

0.158

0.32 (533) 0.150

Cramer’s
V*

Data are presented as proportion (number) reporting symptoms. Symptoms are sorted
LÞ À>iÀ½Ã6Æ } iÀÛ>ÕiÃ`V>ÌiÃÞ«ÌÃÌ >ÌLiÌÌiÀ`ÃVÀ>ÌiÌ i--
diagnosis.
* p < 0.001 for all analyses.
-rV ÀVv>Ì}ÕiÃÞ`ÀiÆ-rÕÌ«iÃViÀÃÃÆ-rwLÀÞ>}>
ÃÞ`ÀiÆ,ƂrÀ iÕ>Ì`>ÀÌ ÀÌÃÆ -rÀÀÌ>LiLÜiÃÞ`ÀiÆ r
y>>ÌÀÞLÜi`Ãi>ÃiÆ--ÃVÀirÃÞ«ÌÃiÛiÀÌÞÃVÀi°
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Overlap medical and psychiatric health conditions.
The degree to which participants with medical and psychiatric diseases met the
diagnostic criteria for the different FSS is presented in Table 5. Most participants
that reported a medical health condition did not meet the diagnostic criteria
for CFS, FMS or IBS. Participants who suffered from major depressive disorder,
dysthymia, generalized anxiety disorder, or MS most frequently met the diagnostic
criteria for CFS. For FMS, this was major depressive disorder, dysthymia, generalized
anxiety disorder, or eating disorder. Lastly, for IBS this was coeliac disease, IBD,
major depressive disorder, or dysthymia.

5
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3. Symptoms

2.
Interference

CFS criteria
1. Duration

Ntotal (%)

707
(24.7)

1,339
(46.9)
420
(45.5)
180
(47.2)

Rheumatoid arthritis 2,858 (3.6)

y>>ÌÀÞLÜi 924
disease
(1.2)

381
(0.5)

100
(26.2)

57
(15)

108
(11.7)

572
(20)

36
(19.5)
1955
(68.4)
450
(48.7)
209
(54.9)

305
(10.7)
58
(6.3)
38
(10)

Research
diagnosis
105
(56.8)

FMS criteria
1. Duration

29
(15.7)

2. Symptoms
62
(16.3)

109
(11.8)

605
(21.2)

42
(22.7)

54
(14.2)

96
(10.4)

496
(17.4)

33
(17.8)

Research
diagnosis
117
(30.7)

300
(32.5)

463
(16.2)

35
(18.9)

15
(22.7)

26
(39.4)

66
(0.1)

Hepatitis B

376
(23.5)

685
(42.7)

1,603 (2.0)

Heart failure

333
(20.5)

1,625 (2.0)

Cancer

640
(39.4)

8
(12.1)

221
(13.2)

170
(10.5)
845
(52.7)
33
(50)

5
(7.6)

810
(49.8)

106
(6.6)

88
(5.4)

10
(15.2)

213
(13.3)

185
(11.4)

7
(10.6)

182
(11.4)

164
(10.1)

13
(19.7)

219
(13.7)

205
(12.6)

Medical health conditions that should be excluded before diagnosing a functional somatic syndrome

Coeliac disease

187
(20.2)

95
(51.4)

140
(75.7)

Multiple sclerosis

185
(0.2)

Medical health conditions with the same main symptoms

IBS criteria
1. Duration

110
11
(16.7)

288
(18.0)

299
(18.4)

183
(48)

449
(48.6)

636
(22.3)

43
(23.2)

2. Onset

Table 5. Recognized medical health condition that meet the criteria for a functional somatic syndrome diagnosis.
3. Symptoms
22
(33.3)

468
(29.2)

489
(30.1)

235
(61.7)

532
(57.6)

1,008
(35.3)

77
(41.6)

Research
diagnosis
1
(1.5)

53
(3.3)

39
(2.4)

52
(13.6)

124
(13.4)

132
(4.6)

12
(6.5)
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IBS criteria
1. Duration

Research
diagnosis

2. Symptoms

FMS criteria
1. Duration

Research
diagnosis

3. Symptoms

2.
Interference

CFS criteria
1. Duration

Ntotal (%)

312
(28.2)

603
(54.5)
2,467
(67.2)
1,103
(69.2)
36
(55.4)

1,107 (1.4)

Generalized anxiety
3,669 (4.6)
disorder

1,593 (2.0)

65
(0.1)

Eating disorder

Major depressive
disorder

Schizophrenia

13
(20)

573
(36.0)

997
(27.2)

196
(17.7)

222
(28.4)

20
(27)

10
(15.4)

386
(24.2)

621
(16.9)

114
(10.3)

164
(21)

9
(12.2)

13
(17.6)
227
(29.1)
231
(20.9)
1,064
(29)
650
(40.8)
8
(12.3)

31
(41.9)
495
(63.4)
630
(56.9)
2,260
(61.6)
1,023
(64.2)
28
(43.1)

4
(6.2)

536
(33.6)

904
(24.6)

209
(18.9)

199
(25.5)

10
(13.5)

Data are presented as n (%).
-rV ÀVv>Ì}ÕiÃÞ`ÀiÆ-rwLÀÞ>}>ÃÞ`ÀiÆ -rÀÀÌ>LiLÜiÃÞ`Ài°

27
(41.5)

995
(62.5)

1,716
(46.8)

360
(46.1)

559
(71.6)

781
(1.0)

Dysthymia

22
(29.7)

37
(50)

74
(0.1)

Dementias

12
(18.5)

519
(32.6)

996
(27.1)

289
(26.1)

194
(24.8)

13
(17.6)

2. Onset
12
(18.5)

589
(37)

1,274
(34.7)

410
(37)

279
(35.7)

15
(20.3)

Psychiatric health conditions that should be excluded before diagnosing a functional somatic syndrome

Table 5. Continued.
3. Symptoms
21
(32.3)

847
(53.2)

1,815
(49.5)

524
(47.3)

374
(47.9)

26
(35.1)

Research
diagnosis
2
(3.1)

139
(8.7)

273
(7.4)

75
(6.8)

64
(8.2)

1
(1.4)
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DISCUSSION
/ ÃÃÌ iwÀÃÌÃÌÕ`Þ]Ì iÓäÞi>ÀÃÃViÌ i>`>À«>«iÀ]Ü V  >Ã`ÀiVÌÞ
tested the ideas that started the lumper-splitter discussion in a methodologically
ÃÕ`Ü>Þ°/ ÀiiiÞw`}ÃiiÀ}i`vÀÌ ÃÃÌÕ`Þ°ÀÃÌ]Ì i`>}ÃÌV
overlap of the FSS was much higher than would be expected by chance. After
alignment of the chronicity and interference criteria to circumvent arbitrary choices
in diagnostic criteria, this overlap increased to 153 times what would have been
iÝ«iVÌi`LÞV >Vi°-iV`]«>ÀÌV«>ÌÃÜ iÌÌ iVÀÌiÀ>vÀ>Ã«iVwV
FSS frequently reported symptoms included in the diagnostic criteria for other
FSS, with only quantitative differences between FSS in the prevalence of some
symptoms. Lastly, most participants that reported a medical or psychiatric health
condition did not meet the diagnostic criteria for CFS, FMS, or IBS.
The main strength of the current study is that the FSS were assessed using the
vwV>`>}ÃÌVVÀÌiÀ>ÃÌi>`vÃivÀi«ÀÌi``>}ÃiÃ°/ iÕÃivÃiv
reported diagnoses might lead to an underestimation of the actual overlap due
to diagnostic biases. One reason for this is that in patients who have been given
an FSS diagnosis, new symptoms will be easily attributed to that FSS. Widespread
pain in CFS patients might not easily lead to an FMS diagnosis, even when this
person meets the FMS criteria. In addition, previous studies suggest that many
of those who qualify for an FSS diagnosis never receive one.19–21 This is partly
due to the fact that the main symptoms of these syndromes, pain, fatigue, and
abdominal complaints, are very common, and often do not lead to a doctor’s
visit. These processes decrease the overlap between syndromes as assessed
using self-report diagnoses. A second important strength of our study is the large
population cohort in which it was performed. The overlap reported in previous
studies based on self-report diagnoses might be explained by a general tendency
for help-seeking behaviour. Since we assessed the diagnostic criteria for all three
FSS in a general population cohort, it was possible to examine diagnostic overlap
of FSS diagnoses irrespective of help-seeking behaviour or diagnostic biases.
/ iÃâivÌ iV ÀÌ}Õ>À>Ìii`>ÃÕvwViÌÕLiÀv«>ÀÌV«>ÌÃvÕw}
the criteria for the different FSS to study their overlap. A third unique aspect of
our study is the construction of chronicity-aligned and interference-aligned FSS
diagnoses, which made it possible to investigate the effect of arbitrary chronicity
and interference thresholds on diagnostic overlap.
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ivÀiÌiÀ«ÀiÌ}Ì iw`}ÃvÌ iVÕÀÀiÌÃÌÕ`Þ]Ì ivÜ}Ì>ÌÃ
should be taken into account. First, the FSS diagnosis was based on the responses
to a questionnaire, without an assessment by a physician. The large sample size
required for the current study implied that it was not feasible to determine whether
participants met the diagnostic criteria for FSS based on clinical examinations.
Second, comorbid conditions that could explain the FSS symptoms were not
excluded when determining the FSS diagnoses, mainly because only the CFS
`>}ÃÌVVÀÌiÀ>Ã«iVwV>ÞiÌÀiV}âi`i`V> i>Ì V`ÌÃ
that need to be excluded before diagnosing CFS.2 Nevertheless, we studied the
iÝÌiÌÌÜ V «>ÀÌV«>ÌÃÜÌ ÀiV}âi`i`V> i>Ì V`ÌÃvÕwi`
the diagnostic criteria for the different FSS, and this proportion was relatively
limited. Most participants that reported a recognized medical health condition
did not meet the diagnostic criteria for CFS, FMS, or IBS. Participants that were
diagnosed with dysthymia, generalized anxiety disorder, or major depressive
disorder most frequently and repeatedly met the diagnostic criteria for an FSS,
however, most participants with an FSS did not suffer from these disorders. The
>``Ì>Û>Õiv`iw}ÀiV}âi`i`V>`Ãi>ÃiÃÌ >ÌÃ Õ`LiiÝVÕ`i`
before diagnosing a FSS could therefore be questioned. Third, CFS diagnoses
were based on the CDC criteria, which were the most widely used criteria at the
time of data collection. We do not know whether the same overlap would apply
when using the CFS criteria as more recently proposed by the Institute of Medicine.
We found that the diagnostic overlap of the three FSS was much higher than
VÕ`LiiÝ«iVÌi`LÞV >Vi°"ÕÀw`}Ã`V>ÌiÌ >ÌÌ i`>}ÃÌVÛiÀ>«
substantially increased when the FSS were more chronic in nature (i.e. symptom
onset at least six months ago) and interfered with daily life. In accordance with
«ÀiÛÕÃÀiÃi>ÀV ]Ì iÃiÀiÃÕÌÃÃÕ}}iÃÌÌ >Ì-->ÞÀiyiVÌ>Ã >Ài`Õ`iÀÞ}
syndrome.22–24 However, the difference in clinical presentation suggests that there
are different subtypes. Four subtypes introduced in the recent literature include
a cardiopulmonary, gastrointestinal, musculoskeletal, and general symptom type,
or a more severe multiorgan type.23,24
In summary, in this population-based study we examined the two main arguments
described in the landmark paper published in the Lancet in 1999,1 namely that
Ì iV>Ãi`iwÌÃv--ÛiÀ>«]>`Ì >Ì«>ÌiÌÃÜÌ i--vÀiµÕiÌÞ
meet diagnostic criteria for another FSS. We revealed that the diagnostic overlap
substantially increased when FSS are chronic and serious in nature, and that
«>ÀÌV«>ÌÃÜ iÌÌ iVÀÌiÀ>vÀ>Ã«iVwV--vÀiµÕiÌÞÀi«ÀÌÃÞ«ÌÃ
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belonging to the diagnostic criteria of other FSS. In line with the landmark paper,
Ì ÃÃÕ}}iÃÌÃÌ >Ì-->ÞÀiyiVÌÌ iÃ>iÕ`iÀÞ}ÃÞ`ÀiÜÌ `vviÀiÌ
subtypes. This underlying syndrome should be more extensively investigated
in the future to establish valid and generally accepted diagnostic criteria across
medical specialties.
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Chapter 6

ABSTRACT
Objective: Functional somatic syndromes (FSS) have often been linked to
psychopathology. The aim of the current study was to compare prevalence rates
of psychiatric disorders between individuals with chronic fatigue syndrome (CFS),
wLÀÞ>}>ÃÞ`Ài-®]>`ÀÀÌ>LiLÜiÃÞ`Ài -®°
Methods: This study was performed in 94,516 participants (mean age: 44.6 years,
SD 12.5, 58.7 % female) of the general-population cohort LifeLines. FSS were
assessed by self-reports. Mood disorders (i.e. major depressive disorder and
dysthymia) and anxiety disorders (i.e. generalized anxiety disorder, social phobia,
panic disorder with/without agoraphobia, and agoraphobia) were assessed by
means of the Mini International Neuropsychiatric Interview. Risks on psychiatric
disorders were compared for individuals suffering from CFS, FMS, and IBS using
logistic regression analyses adjusted for age and sex.
Results: Prevalence rates of CFS, FMS, and IBS were 1.3%, 4.0%, 9.7%, respectively.
`Û`Õ>ÃÜÌ  -]->` - >`Ã}wV>ÌÞÀi`",Ã£°ÇÓÌ
5.42) and anxiety disorders (ORs 1.52 to 3.96) than individuals without FSS, but
prevalence rates were low (1.6 to 28.6%). Individuals with CFS had more often
mood (ORs 2.00 to 4.08) and anxiety disorders (ORs 1.63 to 2.32) than individuals
with FMS and IBS. Major depressive disorder was more common in FMS than IBS
(OR 1.58, 95%CI=1.24-2.01) whereas these groups did not differ on dysthymia
or anxiety disorders.
Conclusions: Mood and anxiety disorders are more prevalent in individuals
suffering from FSS, and particularly CFS, than in individuals without FSS. However,
most individuals with FSS do not suffer from mood or anxiety disorders.
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INTRODUCTION
->ÌVÃÞ«ÌÃÌ >ÌV>ÌLiÃÕvwViÌÞiÝ«>i`LÞÕ`iÀÞ}À}>V
pathology are called functional somatic symptoms. Functional somatic symptoms
tend to occur together and result in functional somatic syndromes (FSS). FSS are
common, disabling and costly (1-4). Many FSS exist, and every medical specialty
seems to have at least one. Chronic fatigue syndrome (CFS) is diagnosed by
ÌiÀÃÌÃvÀ«>ÌiÌÃÃÕvviÀ}vÀÕiÝ«>i`v>Ì}ÕiÆÀÀÌ>LiLÜiÃÞ`Ài
(IBS) is diagnosed by gastroenterologists for patients with unexplained bowel
V«>ÌÃÆ>`wLÀÞ>}>ÃÞ`Ài-®Ã`>}Ãi`LÞÀ iÕ>Ì}ÃÌÃ
for patients having unexplained muscle pains.
Since several decades researchers have discussed co-morbidity of different FSS
and wondered whether different FSS could result from the same underlying
physiopathology (5, 6).Over 10 years ago, a landmark paper was published
suggesting that the existence of different FSS is an artefact of medical specialization,
and that in fact all patients with FSS (e.g. CFS, FMS, and IBS patients), suffer
from the same syndrome (7). That paper has further fueled the lumper-splitter
discussion that has been going on until today. “Lumpers” take the approach
that all FSS result from the same etiology and thus can be studied together (7-9).
º-«ÌÌiÀÃ»LiiÛiÌ >ÌiÛiÀÞ«>ÀÌVÕ>À-- >ÃÌÃÜÃ«iVwVL>V}ÀÕ`>`
should therefore be studied separately (10). More recent studies suggested a
combination of both approaches (11-14). One argument in favor of the lumpers
is that all FSS are associated with psychiatric symptoms and disorders, especially
anxiety and depression.
FSS have indeed frequently been linked to psychopathology (12, 14, 15). However,
these studies often relied on self-reports of anxiety and depression symptoms
instead of diagnostic interviews. Therefore, information about prevalence rates
vÃ«iVwV«ÃÞV >ÌÀV`ÃÀ`iÀÃ--«>ÌiÌÃÃÃV>ÀVi]Ü iÌ ÃvÀ>Ì
>LÕÌ«ÃÞV >ÌÀV`>}ÃiÃÃ«ÀÌ>ÌÃViÌ} ÌÃ i`} ÌÃ«iVwV
pathways underlying different FSS. Moreover, comparisons of psychiatric comorbidity in different FSS within one study population are rare (16, 17), making
it hard to examine whether psychiatric diagnoses are evenly prevalent in all
FSS. A meta-analytic review comparing patients with FSS from different studies
showed only minor differences in psychiatric co-morbidity between patients:
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CFS patients were characterized by higher depression scores than IBS patients
and FMS patients by lower anxiety scores than IBS patients (18). Persons with
multiple FSS were not included in these studies, which hampered studying the
yÕiVivÃÞ`ÀiÛiÀ>«°ÀiÛiÀ]ÃÌÃÌÕ`iÃÌ ÃÀiÛiÜVViÀi`
«>ÌiÌÃÀiviÀÀi`ÌÌiÀÌ>ÀÞV>ÀiViÌiÀÃÆÌ iÃi«>ÌiÌÃ>ÀiÀiiÞÌÀiÃiLi
i>V Ì iÀÌ >«>ÌiÌÃÌ >Ì`ÌÃiiÃ«iVwV®i`V>V>Ài°ÀiÝ>«i]
help seeking behavior of FSS patients is related to higher levels of anxiety and
depression (18, 19). Hence, differences in psychiatric co-morbidity between FSS
might have been underestimated. Therefore, studies examining FSS patients in
one population cohort are necessary.
The aim of the current study was to compare prevalence of mood and anxiety
disorders in CFS, FMS and IBS patients based on diagnostic interviews in a large
population-based cohort of over 90,000 adults.

METHODS
The sample
This study is based on data of LifeLines. LifeLines is a multi-disciplinary prospective
population-based cohort study examining in a unique three-generation design the
health and health-related behaviors of 165,000 persons living in the North East
region of The Netherlands. It employs a broad range of investigative procedures
in assessing the biomedical, socio-demographic, behavioral, physical and
psychological factors which contribute to the health and disease of the general
population, with a special focus on multimorbidity and complex genetics (20).
Participants
Participants of LifeLines were obtained in two ways. First, a number of general
practitioners from the three northern provinces of the Netherlands invited all their
listed patients between 25 and 50 years of age to participate. If they agreed to
participate, these probands were asked to invite their partner(s), parents, parents
in law, and children to participate as well. In this way participants of all ages
were included. The general practitioners evaluated whether probands met the
vÜ}iÝVÕÃVÀÌiÀ>\ÃiÛiÀi«ÃÞV >ÌÀVÀ« ÞÃV>iÃÃÆÌLi}>Li
ÌÛÃÌÌ i}iiÀ>«À>VÌÌiÀÆÌLi}>LiÌwÌ iµÕiÃÌ>ÀiÃÆÌ
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being able to understand the Dutch language. Parents and children of probands
were not excluded based on those criteria if a representative was willing to assist
Ì iÃi«>ÀÌV«>ÌÃÌ ivÕwiÌvÌ iÃÌÕ`Þ°VÕÃv«Ài}>ÌÜi
was rescheduled until 6 months after pregnancy or 3 months after breast feeding.
Second, persons who were interested to participate could register themselves
via the LifeLines website. Data were collected between 8 November 2006 and
31 December 2012.
All participants received written information on the purpose and methods of the
study and written informed consent was obtained after the procedure was fully
iÝ«>i`°Ƃ`>Ì>ÜiÀii«ÌVw`iÌ>>`>ÀiÞÕÃi`vÀi`V>ÀiÃi>ÀV °
Approval by the Medical Ethical Committee of the University Medical Center
Groningen was obtained for the study. For this study, data of 94,516 participants
were available, with an age range between 18 and 93 years, and a mean age of
44.6 (SD 12.5). The majority (58.7%) was female. More details about the sample
can be found in Table 1.
Measures
Functional somatic syndromes
History of FSS was assessed by means of a questionnaire, which participants
ÜiÀi>Ãi`ÌwÕÌ>ÌÌ iÀ iÃ°7Ì Ì ÃµÕiÃÌ>Ài]>ÃÌvV ÀV
disorders was presented, including CFS, FMS, and IBS. The participants were
asked to indicate whether they ever suffered from each of these FSS. Although
we thus asked for history of FSS within the LifeLines population, a previous
study using a more extensive question in a general population cohort of 976
participants (21) suggests that a vast majority (i.e. 75-100%, depending on the
syndrome) of persons indicating a history of CFS, FMS or IBS report to still being
suffering from these syndromes. CFS patients also reporting multiple sclerosis (n
= 6), FMS patients also reporting rheumatoid arthritis (n = 196) and IBS patients
also reporting Crohn’s disease or ulcerative colitis (n = 103) were excluded from
our analyses, to exclude the possibility that the symptoms were caused by these
Õ`iÀÞ}y>>ÌÀÞ`Ãi>ÃiÃ°
Co-morbid psychiatric disorders
Current major depressive disorder, dysthymia, panic disorder with or without
agoraphobia, agoraphobia without panic disorder, social phobia, and generalized
123
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anxiety disorder were assessed with a standardized diagnostic interview: the
Mini International Neuropsychiatric
Table 1. General description of the LifeLines cohort (n=94,516).

Age
Sex (Male)
Race (both parents born in the Netherlands)
Education
Low
Middle
High
Other
Netto income/month
Lower than 750
750-1000
1000-1500
1500-2000
2000-2500
2500-3000
3000-3500
Over 3500
Unknown
Marital status
Married/Registered relationship
Cohabiting
Single
Widow
Divorced
Partner, but non-cohabiting
Other
Major medical conditions
Arteriosclerosis (lifetime)
Cancer (lifetime)
Diabetes (lifetime)
Hypertension (lifetime)
Stroke (lifetime)
Heart failure (lifetime)
Heart infarct (lifetime)
COPD
Asthma
Medication use (prescribed by doctor)

124

Valid N
94516
39007
88930
28508
36574
27187
1801

Mean (SD) or %
44.6 (12.5)
41.3
94.1
30.3
38.9
28.9
1.9

3185
2724
7488
11531
12446
13524
11296
13950
15972

3.5
3.0
8.1
12.5
13.5
14.7
12.3
15.2
17.3

61160

64.8

14906
8689
1693
3186
3732
989

15.8
9.2
1.8
3.4
4.0
1.0

430
4164
2238
19933
688
668
946
4919
8018
43081

0.5
4.4
2.4
21.5
0.7
0.7
1.0
5.2
8.5
46.9
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Interview (MINI) 5.0.0. The MINI is a brief structured interview for diagnosing
«ÃÞV >ÌÀV`ÃÀ`iÀÃ>Ã`iwi`LÞÌ i -6>`
£äÓÓ®°viiÃ
participants were interviewed by trained medical professionals during their visit to
the research facilities. Sections on depressive disorder, dysthymia, panic disorders,
agoraphobia, social phobia, and general anxiety disorder were administered.
The DSM-IV criteria were used to determine whether participants suffered from
these disorders. Previous studies suggested acceptable validity and reliability
of the MINI (22). Valid interview data were available for 97.5% of the participants
(n = 92164).
Statistical analyses
Descriptive statistics were performed to compare prevalence rates and sex
ratios between individuals with CFS, IBS, or FMS. Additionally, syndrome overlap
was studied and proportions of participants suffering from CFS, IBS or FMS
were plotted per age category for males and females. To examine whether
individuals with FSS had higher risk on psychiatric disorders than individuals
without FSS, binary logistic regression analyses were performed with separate
FSS as predictors and the psychiatric disorders as outcome variables. FSS were
included simultaneously to adjust for co-morbidity between syndromes. Binary
logistic regression analyses were also used to test for differences in psychiatric
co-morbidity between individuals with CFS, IBS, or FMS. Analyses were performed
in the subgroup of participants that suffered from one of these disorders, with
type of FSS included as a predictor. When the main effect of type of FSS was
Ã}wV>Ì]`vviÀiÌVÌÀ>ÃÌÃÜiÀiÕÃi`ÌÌiÃÌÜ V Ã«iVwV--`vviÀi`vÀ
each other. All analyses were adjusted for age and sex, since they are known to
be related to both FSS (7, 23, 24) and psychiatric disorders (25, 26). All analyses
were performed using SPSS version 20. Results were considered statistically
Ã}wV>ÌvÌ ix¯Vw`iViÌiÀÛ> ®``ÌVÕ`i£°

RESULTS
Prevalence rates and co-morbidity
After exclusion of participants that reported both a FSS and a medical condition
resembling the core symptoms of their FSS, data on FSS were available for 91,153
participants. Of these participants, 1.3 % reported CFS (n = 1,166), 3.0 % (n =
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2,765) reported FMS, and 9.7 % (n = 8,858) reported IBS. Exact prevalence rates
of comorbidity can be found in Figure 1. The majority (n= 10,121, 79.1 %) of the
persons that reported suffering from CFS, FMS, or IBS (n=12,789) did not report
a co-morbid FSS. However, this was especially true for persons suffering from
IBS. About 40 % of the participants suffering from CFS or FMS reported one or
two other FSS. Binary logistic regression analyses also showed higher risk on
additional FSS in presence of one FSS: OR 8.57 (95%-CI 7.39-9.96) of CFS when
having FMS and vice versa, OR 3.72 (95%-CI 3.27-4.23) of CFS when having IBS
and vice versa, and OR 5.18 (95%-CI 4.77-5.62) of FMS when having IBS and vice
versa. Moreover, the number of persons that reported all three disorders (n=106)
was 37.7 times higher than could be expected based on prevalence rates of the
separate syndromes.
Demographic characteristics
All disorders were much more common in females than in males. The sex difference
was smallest in participants with CFS of whom 30.9 % was male, and largest in
participants with FMS of whom 8.0 % was male. Furthermore, 19.0 % of participants
with IBS were male. Prevalence rates of CFS, IBS, and FMS showed a small peak
around the age of 60, most pronounced for FMS (Figure 2). Exception to this
pattern was that IBS prevalence decreased in females after their mid-twenties.

Figure 1."ÛiÀ>«LiÌÜiiV ÀVv>Ì}ÕiÃÞ`Ài]wLÀÞ>}>]>`ÀÀÌ>LiLÜi
syndrome. Depicted are the numbers of patients.
-rV ÀVv>Ì}ÕiÃÞ`ÀiÆ-rwLÀÞ>}>ÃÞ`ÀiÆ -rÀÀÌ>LiLÜiÃÞ`Ài°
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Co-morbid mood and anxiety disorders
Results with regard to psychiatric co-morbidity showed that persons with FSS had
higher prevalence rates of any of the mood or anxiety disorders than persons
without FSS (Table 2). Moreover, when participants had multiple FSS, their risks
of having a co-morbid psychiatric disorder were higher than when they had only
one FSS. However, it should be stressed that the majority of persons suffering
vÀ--``ÌvÕwÌ iVÀÌiÀ>v>>ÝiÌÞÀ``ÃÀ`iÀ°

6

Figure 2.*ÀiÛ>iViÀ>ÌiÃvV ÀVv>Ì}ÕiÃÞ`Ài]wLÀÞ>}>>`ÀÀÌ>LiLÜi
syndrome for males and females in different age categories.
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59
8.6a

87
5.2a

245
3.3a

79
6.8a

14
13.3a

Only N 74
CFS % 10.7

Only N 100
FM
% 5.9

Only N 295
IBS
% 3.9

2 FSS N 124
% 10.7

3 FSS N 20
% 19.0

2810
3.6
86
12.5
130
7.7
592
7.9
177
15.3
30
28.6

670
0.9
39
6.5
36
2.3
127
1.8
46
4.5
7
8.3

5
4.8

37
3.2

123
1.6

29
1.7

25
3.6

599
0.8

6
5.7

36
3.1

129
1.7

32
1.9

13
1.9

487
0.6

6
5.7

75
6.5

330
4.4

65
3.9

32
4.6

1532
2.0

15
14.3

61
8.9

415
5.5

109
6.5

61
8.9

2231
3.0

27
29.1

170
15.4

710
5.7

136
8.2

113
17.2

2082
2.7

43
40.6

327
27.8

1305
16.9

307
18.0

171
24.0

6726
8.4

--rvÕVÌ>Ã>ÌVÃÞ`Ài] -rV ÀVv>Ì}ÕiÃÞ`Ài]-rwLÀÞ>}>ÃÞ`Ài] -rÀÀÌ>LiLÜiÃÞ`ÀiÆa
7 i`i«ÀiÃÃÛi`ÃÀ`iÀÃ`iwi`>ÃÌ iÌÜVÀiÃÞ«ÌÃv`i«ÀiÃÃ°i°`i«ÀiÃÃi``>`> i`>®Li}«ÀiÃiÌ°

1219
1.6a

N 1412
% 1.8

No
FSS

Panic
Major
Core
Generalized
Panic
Agoraphobia Any
Any
Social
disorder
depressive symptoms Dysthymia anxiety
disorder with
without panic mood
anxiety
phobia
without
disorder
depression
disorder
agoraphobia
disorder
disorder disorder
agoraphobia

Table 2.*ÀiÛ>iViv«ÃÞV >ÌÀV`ÃÀ`iÀÃ«>ÌiÌÃÃÕvviÀ}vÀV ÀVv>Ì}ÕiÃÞ`Ài]wLÀÞ>}>]>`ÉÀÀÀÌ>LiLÜiÃÞ`Ài°
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Since the diagnostic criteria for MDD overlap with FSS, the MDD prevalence in
--«>ÌiÌÃ} Ì >ÛiLiVi>ÀÌwV>Þ } °/VÌÀvÀÌ ÃÛiÀ>«]Üi
iÝ>i`«ÀiÛ>iViÀ>ÌiÃv`i«ÀiÃÃÜ i`iw}`i«ÀiÃÃ>ÃÌ iÌÜ
core symptoms of MDD (i.e. depressed mood and anhedonia, which are both
cognitive) being present. Prevalence rates were indeed lower when taking this
approach, particularly in participants with CFS in whom the prevalence rate was
now 2.1 % lower than when the original diagnostic criteria were used (Table 2).
Logistic regression analyses showed that participants with CFS, FMS, and IBS
had higher levels of mood (ORs 1.72 to 5.42) and anxiety disorders (ORs 1.52 to
3.96) than persons without FSS. Comparisons of individuals with CFS, FMS or IBS
showed that participants with CFS patients had higher levels of mood (ORs 2.00
to 4.08) and anxiety disorders (ORs 1.63 to 2.32) than participants with FMS or
IBS, except for panic disorders (Table 3). Individuals with FMS had higher levels
of MDD (OR 1.58), but not dysthymia or anxiety disorders than individuals with
IBS (Table 3).
Patients showing complaints in the past week(s)
Since lifetime diagnoses of FSS were assessed, the question remained whether
patients were still suffering from the reported syndrome. Analyses were therefore
repeated after exclusion of individuals with CFS who did not report fatigue in the
past four weeks (n = 44), individuals with FMS that did not report muscle pain
in the past week (n =148), and individuals with IBS that did not report nausea in
the past week (n = 5,251). Due to the absence of assessment of gastrointestinal
symptoms other than nausea, it was not possible to base this selection on bowel
complaints. Fatigue was assessed using one item from the RAND-36 (27), and
muscle pain and nausea were assessed by two items from the somatization scale
of the Symptom Checklist-90 (28). Results are shown in Table 4. In this sample,
participants with CFS did not have more anxiety disorders than participants
with IBS anymore, and participants with FMS did not have more MDD than IBS
patients. Results regarding the comparison between individuals with CFS and
individuals with FMS in mood or anxiety disorders remained essentially the same.
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130
Panic
disorder with
agoraphobia

Panic disorder
without
agoraphobia

Agoraphobia
without panic
disorder

1.98 (1.53-2.56) 1.94 (1.70-2.22) 1.83 (1.37-2.43)

n.a.

n.a.

n.a.

n.a.

1.94 (1.72-2.17)

1.07 (0.86-1.34)

1.63 (1.17-2.28)

1.75 (1.31-2.32)

1.67 (1.51-1.85)

1.52 (1.30-1.77)

"`ÃÃÀ>Ìx¯ ®Æ -rV ÀVv>Ì}ÕiÃÞ`Ài]-rwLÀÞ>}>ÃÞ`Ài] -rÀÀÌ>LiLÜiÃÞ`ÀiÆ>`ÕÃÌi`vÀ}i`iÀ
>`>}i]°>°rÌ>««V>Li]ÃViÌ i>ivviVÌvºÌÞ«iv`ÃÀ`iÀ»ÃÌÃ}wV>Ì°

1.14 (0.75-1.73)

1.05 (0.86-1.28)

1.58 (1.24-2.01) 1.41 (0.96-2.06)

FMS vs IBS

n.a.

1.77 (1.39-2.26) 2.32 (1.49-3.62) n.a.

1.69 (1.26-2.27) 2.04 (1.17-3.56)

3.16 (2.40-4.15) 4.08 (2.805.95)

CFS vs FMS 2.00 (1.45-2.76) 2.90 (1.804.67)

CFS vs IBS

Only IBS vs 1.87 (1.67-2.10) 1.72 (1.44-2.04) 2.00 (1.84-2.18) 1.85 (1.54-2.22) 2.19 (1.82-2.63)
controls

2.42 (2.052.84)

2.03 (1.54-2.67) 1.59 (1.32-1.93)

Social phobia

Only FMS
vs controls

Generalized
anxiety
disorder

2.68 (1.86-3.85) 1.83 (1.40-2.40) 2.45 (2.00-3.01)

Dysthymia

Only CFS vs 5.06 (4.20-6.10) 5.42 (4.12-7.12) 3.53 (2.99-4.17) 3.96 (2.92-5.39)
controls

Major
depressive
disorder

Table 3."``ÃÀ>ÌÃ>`x¯ Ãv«ÃÞV >ÌÀV`ÃÀ`iÀÃ«>ÌiÌÃÃÕvviÀ}vÀV ÀVv>Ì}ÕiÃÞ`ÀirÈn®]wLÀÞ>}>r
1683), and irritable bowel syndrome (n = 7505).
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Panic disorder
without
agoraphobia

Agoraphobia
without panic
disorder

1.72 (1.29-2.30) 2.54 (1.68-3.83) 1.18 (0.91-1.53)

0.88 (0.68-1.14)

0.90 (0.59-1.38)

0.69 (0.56-0.87)

0.76 (0.49-1.19)

2.10 (1.19-3.68)

1.60 (0.99-2.57)
n.a.

n.a.

n.a.

n.a.

n.a.

n.a.

0.80 (0.63-1.03)

1.57 (1.11-2.22)

1.26 (0.93-1.72)

"``ÃÀ>Ìx¯ ®Æ -rV ÀVv>Ì}ÕiÃÞ`Ài]-rwLÀÞ>}>ÃÞ`Ài] -rÀÀÌ>LiLÜiÃÞ`ÀiÆ>`ÕÃÌi`vÀ}i`iÀ
>`>}i]°>°rÌ>««V>Li]ÃViÌ i>ivviVÌvºÌÞ«iv`ÃÀ`iÀ»ÃÌÃ}wV>Ì°

FMS vs IBS

CFS vs FMS 1.94 (1.40-2.71) 2.81 (1.72-4.59) 1.70 (1.26-2.29)

CFS vs IBS

Only IBS vs 1.41 (1.28-1.57) 2.54 (2.05-3.16) 2.96 (2.66-3.30) 2.56 (2.04-3.22) 3.60 (2.90-4.47) 2.58 (2.23-3.00) 2.19 (1.91-2.51)
controls

Only FMS
vs controls

1.76 (1.29-2.42) 2.10 (1.56-2.82) 1.57 (1.27-1.95) 1.51 (1.27-1.80)

Panic
disorder with
agoraphobia

2.41 (2.02-2.87) 2.00 (1.51-2.66) 2.00 (1.72-2.32)

Generalized
Social phobia
anxiety disorder

4.11 (2.98-5.67) 2.43 (1.65-3.58) 1.93 (1.45-2.56) 2.35 (1.88-2.94)

Dysthymia

Only CFS vs 4.86 (3.98-5.93) 4.98 (3.69-6.72) 3.45 (2.89-4.13)
controls

Major
depressive
disorder

Table 4."``ÃÀ>ÌÃ>`x¯ Ãv«ÃÞV >ÌÀV`ÃÀ`iÀÃ«>ÌiÌÃÃÕvviÀ}vÀV ÀVv>Ì}ÕiÃÞ`ÀirÈx®]wLÀÞ>}>r
1578), and irritable bowel syndrome (n = 2914) who did report the core symptoms in the past weeks.
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DISCUSSION
Co-morbidity of CFS, FMS, and IBS in our population based-cohort study was
much higher than could be expected based on the prevalence rates of 1.3 %,
3.0 % and 9.7 %, respectively. Participants that suffered from one or more of
these FSS showed higher rates of mood and anxiety disorders than participants
without FSS, but the majority of participants with FSS did not show a mood or
anxiety disorder. Participants with CFS had higher rates of mood (MDD and
dysthymia) and anxiety disorders (generalized anxiety disorder, social phobia and
>}À>« L>ÜÌ ÕÌ«>V`ÃÀ`iÀÃÆLÕÌÌ«>V`ÃÀ`iÀÃ®Ì >«>ÀÌV«>ÌÃ
with IBS or FMS. Participants with FMS and participants with IBS did only differ
in amount of MDD which was more prevalent in participants with FMS.
The main strength of this study is that diagnoses of psychiatric disorders were
based on psychiatric interviews that in general give better estimates of psychiatric
diagnoses than self-reports. Another strength is the large sample size, which
enabled us to study relatively large groups of participants with FSS, hence
VÀi>Ã}Ì iÀLÕÃÌiÃÃvÕÀw`}Ã°Ƃ``Ì>Þ]vÀ>Ì>LÕÌÌ i
three main FSS was available which enabled comparing these three FSS in one
V ÀÌ° «>À}«>ÌiÌÃVÕ`i``vviÀiÌV ÀÌÃÃ`vwVÕÌ]ÃViÌ iÃi
patients are not comparable due to different selection procedures and different
measurements for psychopathology.
One limitation of this study is that diagnoses for FSS were based on self-report.
An American study showed that self-reports often underestimate the amount
of persons that suffer from FSS (29). This seems not likely in our study, since the
prevalence rates for CFS, FMS, and IBS were comparable to previous studies (3033), among which studies using diagnoses based on physical examination. Also
demographic characteristics, like prevalence rates being highest in females and
around midlife, were in line with previous studies (23, 24). Nevertheless, our choice
to assess FSS using self-report was based on practical limitations associated with
a cohort study of this size which aims to study a wide spectrum of mental and
somatic disorders. We aim to assess FSS more extensively in future assessment
waves. Another limitation is that lifetime diagnoses of FSS were available instead
of current diagnoses, which might have given an overestimation of persons who
are currently suffering from FSS. However, as mentioned, data of another cohort
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study in the same geographical area showed that persons who reported to
have experienced CFS, FMS, or IBS usually report still being suffering from the
syndrome. So the overestimation of participants currently suffering from FSS is
likely to be minor. Moreover, the majority (>95%) of participants reporting CFS
experienced fatigue, and the majority (>93%) of participants reporting FMS
experienced musculoskeletal pain in the past week(s). Thirty-nine per cent of the
participants with IBS patients reported nausea. Unfortunately, no information
about gastrointestinal complaints other than nausea was available for the entire
sample. Further, the prevalence rates of FSS per age category also indicate that
diagnoses represent current rather than lifetime diagnoses of FSS, given the
absence of a linear increase during ageing. Nevertheless, as a sensitivity analysis,
analyses were repeated after exclusion of patients who did not report the core
symptoms in the past week(s). After exclusion of these patients, participants with
CFS did not have more anxiety disorders than participants with IBS anymore, and
participants with FMS did not have MDD more frequent than participants with IBS.
It should be noted that IBS patients in this subsample might not be representative
of average IBS patients, since only patients who reported nausea in the past week
were included. Results regarding the comparison between participants with CFS
and FMS in frequency of mood or anxiety disorders remained essentially the
same. Finally, it is good to note that although self-reported lifetime diagnoses
of FSS might have complicated the adequate characterizing of participants with
FSS, the main aim of this paper was to compare psychiatric co-morbidity of the
three FSS. Obtaining diagnoses for all FSS in the same way (i.e. by self-report)
probably enhanced the comparability of syndromes.
To the best of our knowledge, only one previous study compared participants
with chronic fatigue, widespread pain and IBS within one general-population
cohort on scores of anxiety and depression (17). This previous study of 2,290
ÃÕLiVÌÃ``ÌÃ ÜÃ}wV>Ì`vviÀiViÃ>ÝiÌÞ>``i«ÀiÃÃÃVÀiÃ
between participants with different FSS. These results might have been due to
ÃÕvwViÌ«ÜiÀÌ >ÌÃÌÕ`Þ°ÌÃ Õ`LiÃÌÀiÃÃi`Ì >Ì`vviÀiViÃLiÌÜii
FSS in frequency of mood or anxiety disorders in the current study were only
small. Moreover, the previous study examined prevalence of symptoms of anxiety
>``i«ÀiÃÃÃÌi>`vÃ«iVwV`>`>ÝiÌÞ`ÃÀ`iÀÃ°iÜÌ ÕÀ
study, (small) differences in anxiety and depression scores between CFS, FMS,
and IBS patients were found in a meta-analytic review (18). This meta-analytic
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review showed that CFS patients had higher depression scores than patients
suffering from FMS or IBS. In contrast to that study, we found participants with
FMS to have higher MDD rates than participants with IBS, while the meta-analysis
found FMS patients to show lower anxiety scores than IBS patients. These
differences might be due to different study characteristics or to the fact that we
ÃÌÕ`i`Ã«iVwV`>`>ÝiÌÞ`ÃÀ`iÀÃ]Ü iÀi>ÃÌ iiÌ>>>ÞÌVÀiÛiÜ
examined general mood and anxiety symptoms. An explanation for individuals
with CFS reporting the highest levels of psychiatric co-morbidity might be that
symptoms of psychiatric disorders, especially depressive disorder, overlap with
CFS symptoms. Prevalence rates of depressive disorder in participants with
CFS were indeed lower when taking the two core depression symptoms into
account. Therefore, symptom overlap should be taken into account in psychiatric
examination of individuals with CFS.
Because of the cross-sectional nature of our study, we could not determine whether
FSS lead to mood and anxiety disorders, whether anxiety and mood disorders
lead to FSS, or whether FSS and mood and anxiety disorders are manifestation
of the same underlying pathology. We previously found evidence for all three
hypotheses in a longitudinal population-based study of adolescents, with most
pronounced evidence for depression and anxiety being risk factors of FSS (34).
What can be concluded from the current study is that FSS, mood and anxiety
disorders only partially overlap, and that most individuals with FSS do not suffer
vÀ`>`>ÝiÌÞ`ÃÀ`iÀÃ°/ Ãw`}ÃiÜÌ «ÀiÛÕÃÃÌÕ`iÃ
(18, 23). Therefore, these syndromes should not be simply considered somatic
expressions of anxiety and depression.
With regard to differences between CFS, FMS, and IBS, our study supports
both the lumper and the splitter approach. In line with the lumper approach
and previous studies (17, 35), FSS co-occurred much more often than could be
expected based on separate prevalence rates, which might imply a generic etiology.
Moreover, psychiatric co-morbidity, in the form of mood and anxiety disorders,
was characteristic of all three FSS. In keeping with the splitter approach, mood
and anxiety disorders were more common in some than in other FSS, and sex
`vviÀiViÃÜiÀiÀi«ÀÕVi`ÃiÃÞ`ÀiÃÌ >Ì iÀÃ°/ Ãw`}
vLÌ Ã«iVwV>`}iiÀ>V >À>VÌiÀÃÌVÃv--ÃiÜÌ v>VÌÀ>>ÞÃiÃ
recent population-based studies and in a twin cohort (11-13).Upcoming studies
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from the LifeLines cohort will further investigate the lumper-splitter discussion,
LÞÛiÃÌ}>Ì}ÃÞ`ÀiÃ«iVwVÌÞv`vviÀiÌL}V>]«ÃÞV }V>>`
social factors. With regard to biological factors, several potential biomarkers could
be examined in the plasma, serum and urine stored for all LifeLines participants.
In addition, hair and faeces have been collected providing the opportunity to
ÃÌÕ`ÞVÀÌÃiÛiÃ>`>ÌiÀ>ÌÃVÀL>yÀ>°-iÛiÀ>Ì iÀÀiiÛ>Ì
data have been collected, including cardiovascular parameters (e.g. blood
pressure recordings and electrocardiogram), pulmonary function as assessed by
spirometry, anthropometry, muscular strength, and cognitive function as assessed
by a computerised test battery. LifeLines also provides the opportunity to study
lifestyle factors, including physical activity and diet.
In summary, this population-based study suggests that although individuals
with CFS, FMS, and IBS suffer from mood and anxiety disorders more often than
individuals without FSS, most of them do not have these psychiatric disorders.
Individuals with CFS have higher rates of mood and anxiety disorders than
individuals with FMS and IBS. Individuals with FMS have more MDD, but not
dysthymia or anxiety disorders than individuals with IBS, but differences are small.
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Chapter 7

ABSTRACT
Background: The aims of this study were to examine cognitive functioning in
«>ÌiÌÃÜÌ V ÀVv>Ì}ÕiÃÞ`Ài -®>`wLÀÞ>}>ÃÞ`Ài-®
V«>Ài`ÌVÌÀÃ>`«>ÌiÌÃÜÌ Üi`iwi`i`V>`Ãi>ÃiÃ]>`
to investigate their relationship with mood or anxiety disorders, and somatic
symptomatology.
Methods: This study was performed in 79,966 participants (age: 52.9±12.6 years,
59.2% female) of the general-population cohort LifeLines. Diagnostic criteria for
CFS and FMS were assessed by questionnaire. Objective cognitive functioning
was determined using the CogState computerized cognitive battery, while
subjective cognitive functioning was assessed using items from the Checklist
Individual Strength.
Results: Patients with -rÓ]{È£®>`-r{]ÈÓÈ®Ài«ÀÌi`Ã}wV>ÌÞ
more subjective cognitive impairments compared to control participants and
«>ÌiÌÃÜÌ Üi`iwi`i`V>`Ãi>ÃiÃ°"LiVÌÛiV}ÌÛi«>ÀiÌÃ
were particularly present in patients with CFS, although they were rather mild.
These differences remained essentially the same when excluding participants
with comorbid mood or anxiety disorders. In addition, the associations between
somatic symptomatology and cognitive functioning were in most cases not
Ã}wV>ÌÞ`vviÀiÌLiÌÜiiÌ i}ÀÕ«Ã°iiÀ>ÃÞ«ÌÃiÛiÀÌÞ]LÕÌÌ
Ì i>ÃÞ«ÌÃv>Ì}ÕiÀ«>]ÜiÀiÃÌV>ÃiÃÃ}wV>ÌÞ>ÃÃV>Ìi`
with the performance on the cognitive tasks in all groups.
Conclusions: Subjective cognitive impairments are more prevalent than objective
cognitive impairments in patients with CFS or FMS compared to control participants
>`«>ÌiÌÃÜÌ Üi`iwi`i`V>`Ãi>ÃiÃ°«ÀÌ>ÌÞ]Ì iÃi«>ÀiÌÃ
do not appear to be the consequence of mood or anxiety disorders.

142

Cognitive functioning

INTRODUCTION
Functional somatic symptoms are persistent physical symptoms that cannot be
>`iµÕ>ÌiÞiÝ«>i`Ì iVÌiÝÌv>Üi`iwi`i`V>`Ãi>Ãi°/ iÌiÀ
vÕVÌ>Ã>ÌVÃÞ`ÀiÃ--®ÀiviÀÃÌÃ«iVwVVL>ÌÃv«iÀÃÃÌiÌ
functional somatic symptoms. FSS are serious disabling health conditions that
are associated with a reduced quality of life and reduced social participation
(Collin et al 2011, Dickson et al 2009, Hoffman and Dukes 2008, Joustra et al
Óä£x®°/ÜÜiÜ-->ÀiV ÀVv>Ì}ÕiÃÞ`Ài -®>`wLÀÞ>}>
syndrome (FMS).
-->ÀiÃÞ«ÌL>Ãi``>}ÃiÃ]ÃViÌ iÞÀiµÕÀiÌ i«ÀiÃiVivÃ«iVwV
clusters of somatic symptoms (Fukuda et al 1994, Wolfe et al 1990, Wolfe et al
2010). The diagnostic criteria for FSS include a description of the main symptom
and additional symptoms. FSS diagnostic criteria attempt to distinguish these
ÃÞ`ÀiÃvÀÜi`iwi`i`V>`Ãi>ÃiÃÌ >Ì«ÀiÃiÌÜÌ V«>À>Li
symptoms, but they also require the absence of detectable pathological
explanations for these symptoms (Drossman 2006, Drossman 2016, Fukuda et al
1994, Wolfe et al 2010). The main and additional symptoms in CFS and FMS partly
ÛiÀ>«ÆvÀiÝ>«i]LÌ «>ÌiÌ}ÀÕ«ÃV>ÃÕvviÀvÀV}ÌÛiÃÞ«ÌÃ]
unrefreshing sleep, fatigue or post-exertional malaise (Fukuda et al 1994, Wolfe
et al 1990, Wolfe et al 2010). Commonalities among these FSS have resulted in
a discussion on whether or not these syndromes share etiological pathways, also
known as the lumper-splitter discussion (Wessely et al 1999).
Cognitive impairment is one of the most frequently reported symptoms in
both CFS and FMS (Fukuda et al 1994, Teodoro et al 2018, Thomas and Smith
2009, Wolfe et al 1990, Wolfe et al 2010). In 2010, Psychological Medicine
published a meta-analysis of research examining cognitive functioning in patients
with CFS (Cockshell, Susan Jayne and Mathias 2010). This meta-analysis found
that studies examining objective cognitive impairments reported inconsistent
results. The authors suggested that these inconsistencies could be explained by
methodological differences, since the studies used a wide variety of cognitive
Ì>ÃÃÌ >ÌVÕ`ÌLi`ÀiVÌÞV«>Ài`°/ iÞ>Ã`iÌwi`ÃiÛiÀ>Ì>ÌÃ
of the existing literature: most studies contained small samples, did not include a
control group, or did not report the diagnostic algorithm that was used to select
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the patient group (Cockshell, Susan Jayne and Mathias 2010). Similar conclusions
were drawn in a review focusing on cognitive functioning in patients with FMS
(Glass 2009). In particular, the authors recommend a study with a large sample
of subjects with varying levels of mood and anxiety disorders, pain, fatigue,
and sleep disruption, which would allow for assessment of the contribution of
these comorbid symptoms to cognitive functioning. Therefore, larger studies
investigating both subjective and objective cognitive functioning in CFS and
FMS patients and controls are needed.
In the current study, we will examine cognitive functioning in patients with CFS
and patients with FMS in a large population-based cohort study of over 79,000
participants. First, we will examine whether patients with CFS and patients with
-`vviÀÃ}wV>ÌÞvÀi>V Ì iÀ>`vÀVÌÀÃÀ«>ÌiÌÃÜÌ >
Üi`iwi`i`V>`Ãi>ÃiÜÌ Ì iÃ>iVÀiÃÞ«ÌÃ -ÛiÀÃÕÃÕÌ«i
sclerosis (MS) and FMS versus rheumatoid arthritis (RA)), on the subjectively and
objectively measurable aspects of cognitive functioning. We will additionally
explore the effects of current mood and anxiety disorders on cognitive functioning.
Lastly, the relationship between somatic symptomatology and objective cognitive
functioning will be examined, and whether it differs between patient groups.

METHODS
Sampling frame
This study was conducted within the sampling frame of the LifeLines cohort
study (Scholtens et al 2015). LifeLines is a multi-disciplinary, prospective (threegenerational) population-based cohort study examining health and health-related
behaviors of more than 167,000 persons living in the North East part of The
Netherlands. LifeLines employs a broad range of investigative procedures in
assessing biomedical, socio-demographic, behavioral, physical and psychological
factors which contribute to the health and disease of the general population,
with a special focus on multimorbidity and complex genetics.
Participants
Participants of LifeLines were recruited in two ways. First, a number of general
practitioners from the three northern provinces of the Netherlands invited all
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their listed patients between 25 and 50 years of age to participate. If they agreed
to participate, these participants were asked to invite their partner(s), parents,
parents in law, and children to participate as well. In this way participants of
all ages were included. Eligibility for participation was evaluated by general
practitioners. To ensure the reliability of the study, persons with severe psychiatric
À« ÞÃV>iÃÃ]>`Ì ÃiÌLi}>LiÌÛÃÌÌ i}iiÀ>«À>VÌÌiÀ]Ìw
out the questionnaires, and/or to understand the Dutch language, were excluded.
Parents and children were not excluded in case of the mentioned criteria, when
a representative was willing to assist these participants in the performance of
the study. Inclusion of pregnant women was rescheduled until six months after
pregnancy or three months after breastfeeding. Second, persons who were
interested to participate could register themselves via the LifeLines website and
then participate.
All participants received written information on the purpose and methods of the
study and written informed consent was obtained after the procedure was fully
iÝ«>i`°Ƃ`>Ì>>Àii«ÌVw`iÌ>>`>ÀiÞÕÃi`vÀi`V>ÀiÃi>ÀV °
Approval by the Medical Ethical Committee of the University Medical Center
Groningen was obtained for the study.
Data collection
/ iwÀÃÌ«>ÀÌV«>ÌÃÜiÀiVÕ`i`>ÌÌ ii`vÓääÈ]>`Ì iÀiVÀÕÌiÌ«iÀ`
was closed after reaching the target number of participants in 2013. Participants
who were included in the LifeLines study will be followed for at least 30 years.
At baseline, participants visited one of the LifeLines research sites for a physical
examination. Prior to these baseline visits, two extensive baseline questionnaires
were completed at home. Follow-up questionnaires were administered to all
participants approximately every 18 months, and participants have been invited
for a renewed physical examination at the LifeLines research site on average
iÛiÀÞwÛiÞi>ÀÃ°ƂÌÌ iÌivÜÀÌ}]`>Ì>vÀL>Ãii>ÃÃiÃÃiÌ]wÀÃÌ>`
second follow-up questionnaires and data from the second assessment were
>Û>>Li° ÕÀ}Ì iÃiV`>ÃÃiÃÃiÌ]}iiÀ>« ÞÃV>iÝ>>ÌÜ>ÃwÀÃÌ
performed, followed by medical examinations (e.g. ECG, lung function), and
lastly, the CogState computerized cognitive battery and psychiatric assessment
were conducted respectively.
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Functional somatic syndromes and medical or psychiatric health conditions
The diagnostic criteria for CFS and FMS were assessed by questionnaire. The
diagnosis for CFS was assessed using the 1994 Centers for Disease Control
and Prevention criteria (CDC) (Fukuda et al 1994), and for FMS using the 2010
American College of Rheumatology criteria (ACR) (Wolfe et al 2010) (Appendix
A: scoring algorithm, chapter 4).
MS and RA were assessed by questionnaire. CFS with comorbid MS (n=29), and
FMS with comorbid RA (n=496) were excluded from the analyses. Controls were
`iwi`>Ã«>ÀÌV«>ÌÃÌ >Ì``ÌvÕwÌ i`>}ÃÌVVÀÌiÀ>vÀ ->`-
and did not report MS or RA.
Psychiatric health conditions, including current mood (i.e. major depressive
disorder, dysthymia) or anxiety disorders (i.e. panic disorder with or without
agoraphobia, agoraphobia without panic disorder, social phobia, generalized
anxiety disorder) were assessed with a standardized instrument, which was
completed by participants at the LifeLines location. This instrument was a digitalized
self-report version of the Mini International Neuropsychiatric Interview (MINI).
The MINI is a brief structured instrument for diagnosing psychiatric disorders as
`iwi`LÞÌ i -6>` £ä- ii > et al 1998).
Objective cognitive functioning
The CogState computerized cognitive battery was used to measure cognitive
functioning, because it measures multiple domains of cognitive functioning and
is brief, using automated data processing and scoring. It is suitable for research
among people from the general population with a wide range of ages and
educational levels (Fredrickson et al 2010, Maruff et al 2009). Furthermore, the
CogState battery has shown to have good test-retest reliability (Darby et al 2002)
and validity (Hammers et al 2012).
The CogState Brief Battery is a collection of four short card tasks. Different
cognitive functioning domains are tested: 1) speed of processing (Detection
Ì>Ã /®ÆÓ®]ÛÃÕ>>ÌÌiÌÉÛ}>Vi`iÌwV>ÌÌ>Ã
®ÆÓ®]
ÜÀ}iÀÞ"iL>V" ®ÆÓ®]>`ÛÃÕ>i>À}EiÀÞ"i
>À`i>À}Ì>Ã" ®Æx®° ÕÀ}Ì i }-Ì>Ìi Àiv >ÌÌiÀÞ]>ÃÕ«iÀÛÃÀ
was available in case participants needed assistance.
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Detection task
The DET is a simple reaction time task that measures speed of processing. In
this task, the participant is instructed to attend to the center of the screen and
follow the rule “Has the card turned face up? Subjects were instructed to press
the “Yes” key as soon as the card turned face up. The task ended after 35 correct
trials had been recorded. The primary outcome measure was reaction time (in
milliseconds), which was normalized using log10 transformation.
+FGPVKƂECVKQPVCUM
The IDN is a choice reaction task that measures visual attention. In this task, the
participant is instructed to attend to the card in the center of the screen and
respond to the question: “Is the card red”? Participants were instructed to press
the “Yes” key if it is and the “No” key if it is not. This task continued until 30
correct responses had been recorded. Reaction time (in milliseconds and log10
transformed) was the primary outcome measure.
One back
The OBK is a measure of attention and working memory. In this task, the participant
is instructed to attend to the card in the center of the screen and respond to
the question “Is this card the same as that on the immediately previous trial”? If
the answer was yes, participants were instructed to press the “Yes” key, and the
“No” key if the answer was no. The task ends after 30 correct trials. The primary
outcome measure was the proportion of correct answers, which was normalized
using arcsine transformation.
One Card Learning task
The OCL is a visual learning and memory task. In this task, the participant is
instructed to attend to the card in the center of the screen and respond to the
question “Have you seen this card before in this task”? If the answer was yes,
participants were instructed to press the “Yes” key, and the “No” key if the
answer was no. The task ended after 42 trials. The primary outcome measure
was the proportion of correct answers, normalized using arcsine transformation.
Subjective cognitive functioning
The Checklist Individual Strength (CIS) is a 20-item self-report questionnaire
that covers four domains of the subjective fatigue experience, including fatigue
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ÃiÛiÀÌÞnÌiÃÆi°}°« ÞÃV>ÞviiiÝ >ÕÃÌi`®]VViÌÀ>ÌxÌiÃÆi°}°
Ì }ÀiµÕÀiÃivvÀÌ®]ÌÛ>Ì{ÌiÃÆi°}°`½Ìviii`}>ÞÌ }®]
>`« ÞÃV>>VÌÛÌÞiÛiÃÎÌiÃÆi°}°Ì `ÛiÀÞÌÌi>`>Þ®6iÀVÕi
et al 1994). Participants were asked to indicate how they recognize themselves in
the mentioned statements during the past two weeks on an (1) “No, that is not
true” to (7) “Yes, that is true” scale. A CIS total score (ranging from 20 to 140) can
be obtained by adding the individual scores on the 20 questions. Furthermore,
the summary scores can be calculated for the four domains (fatigue severity
range 8-56, concentration range 5-35, motivation range 4-28, physical activity
level range 3-21). Higher scores indicate a higher degree of fatigue severity,
more concentration problems, reduced motivation, or less physical activity. Since
ÌÛ>ÌÃ>ÃÜÌÀiyiVÌV}ÌÛivÕVÌ}ƂÛ>À et al 2015), the
-VViÌÀ>Ì>`ÌÛ>ÌÃV>iÜiÀiÕÃi`ÌÀiyiVÌÃÕLiVÌÛiV}ÌÛi
functioning.
Fatigue, pain, and general symptom severity
Fatigue severity was assessed using the results of the CIS-fatigue severity subscale
(Vercoulen et al 1994). To assess subjective pain, participants were asked to
indicate in which of 19 mentioned body areas they had pain during the last
ÜiiÕÃ}Ì i7`iÃ«Ài>`*>`iÝ7*ÆƂ««i`ÝƂ]V >«ÌiÀ{®ÕÕ`>
et al 1994, Wolfe et al 1990, Wolfe et al 2010). The WPI score was determined
by counting the number of body areas in which the participant reported pain
during the last week.
To determine general symptom severity, the 12-item somatization scale of the
Symptom Checklist-90 (SCL-90 SOM) was used (Derogatis et al 1974). This scale
consists of 12 somatic symptoms, including: headaches, faintness or dizziness,
pains in heart or chest, pains in lower back, nausea or upset stomach, soreness
of your muscles, numbness or tingling in your body, hot or cold spells, feeling
weak in parts of your body, heavy feelings in arms or legs, a lump in your throat,
and trouble getting your breath. Participants were asked to what extent they had
been limited by these symptoms in the past seven days. Items were scored on
a 5-point scale ranging from (0) “Not at all” to (4) “Extremely”. The outcomes of
12 items of the SCL-90-SOM were summed (total scale ranging 0-48).
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Covariates
Age, sex and educational level were included as covariates due to their associations
with FSS and cognition. Educational level was assessed using the question: “What
is your highest completed education?”, resulting in information about low (lower
secondary education or less), middle (higher secondary education), and high
(tertiary education) educational level.
Statistical analyses
All analyses were performed using SPSS version 22. First, the characteristics of the
different study groups were described. For continuous outcomes, means ± standard
deviations (SDs) were calculated. One-way analyses of variance (ANOVA) were
performed for continuous data, to test the differences in sample characteristics.
In addition, Ȥ2 tests were performed for categorical data. Cohen’s d effect sizes
were calculated for the differences between study groups in objective and
subjective cognitive functioning, based on the estimated means and standard
deviations using ANCOVA analysis adjusted for age, sex, and educational level.
To determine 95% CIs for effect sizes, the following formulas were used (Cohen
1988, Hedge and Olkin 2014):

7

vviVÌÃâiÃvä°Ó]ä°x]ä°n]>`£°ÎÜiÀiÌiÀ«ÀiÌi`ÌÀiyiVÌÃ>]i`Õ]
large, and very large effects, respectively (Cohen 1988, Cohen 1992). If applicable,
ivviVÌÃâiÃÜiÀiÀiÛiÀÃi`ÌiÃÕÀiÌ >Ì>«ÃÌÛiivviVÌÀiyiVÌi`LiÌÌiÀV}ÌÛi
vÕVÌ]>ÃÀiyiVÌi`LiÌÌiÀ«iÀvÀ>Vi>V}ÌÛiÌ>ÃÀiÃÃÃÕLiVÌÛi
cognitive symptoms. Lastly, to investigate whether fatigue severity, pain severity
and general symptom severity were related to objective cognitive functioning,
multivariable linear regression analyses were performed using standardized
variables, adjusted for age, sex and educational level. Cases with missing data
ÜiÀi`iiÌi`ÃÌÜÃi°/ÛiÃÌ}>ÌiÜ iÌ iÀÌ iÀi}ÀiÃÃVivwViÌÃ`vviÀi`
Ã}wV>ÌÞLiÌÜii}ÀÕ«Ã°i°L£ąLÓ®]>`ÕÞÛ>À>LivÀ}ÀÕ«>`Ì i
interaction term (independent variable*dummy) were added to the regression
`iÃ°-Ì>ÌÃÌV>Ã}wV>ViÜ>Ã`iwi`>Ã«ä°äx°
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RESULTS
Sample characteristics
This study was performed in 79,966 participants (age: 52.9±12.6 years, 59.2%
female) of the general-population cohort LifeLines. Of the included participants,
Î°£¯rÓ]{È£®vÕwi`Ì i
VÀÌiÀ>vÀ -]ä°Ó¯Ài«ÀÌi`-rÎÎ®]x°n¯
vÕwi`Ì iƂ ,VÀÌiÀ>vÀ-r{]ÈÓÈ®]Î°ä¯Ài«ÀÌi`,Ƃr{]{{ä®]>`
n°{¯ÜiÀiVÃ`iÀi`VÌÀÃÃViÌ iÞ``ÌvÕwÌ i`>}ÃÌVVÀÌiÀ>vÀ
CFS or FMS and did not report MS or RA (n=71,466). An overview of the general
sample characteristics is presented in Table 1. Patients with CFS or FMS reported
Ã}wV>ÌÞ } iÀv>Ì}ÕiÃiÛiÀÌÞ]ÃÕLiVÌÛiV}ÌÛi«ÀLiÃ]«>V«>ÌÃ]
and general symptom severity compared to both controls and patients with MS
À,Ƃ°>ÃÌÞ]LÌ «>ÌiÌÃÜÌ  ->`- >`Ã}wV>ÌÞ } iÀVÕÀÀiÌ
comorbid mood or anxiety disorder than controls and patients with MS or RA.
Cognitive functioning in CFS and FMS as compared to controls, MS and RA
In the current sample, 74% of the control group (n=52,914), 65.4% of patients
with CFS (n=1,609), 71.8% of patients with MS (n=112), 68.7% of patients with
FMS (n=3,179), and 62.2% of patients with RA (n=1,470) completed the CogState
computerized cognitive battery. Figure 1 shows the differences between groups in
LiVÌÛi>`ÃÕLiVÌÛiV}ÌÛivÕVÌ}°*>ÌiÌÃÜÌ  - >`>Ã}wV>ÌÞ
ÃÜiÀÀi>VÌÌiÌ i
Ì>ÃÛÃÕ>>ÌÌiÌ®]>` >`Ã}wV>ÌÞiÃÃ
correct answers on the OBK (attention/working memory) and OCL tasks (visual
learning/memory), compared to controls with only small effect sizes (Figure 1A).
*>ÌiÌÃÜÌ -«iÀvÀi`Ã}wV>ÌÞiÃÃÌ i" Ì>ÃV«>Ài`Ì
VÌÀÃÜÌ Ã>ivviVÌÃâi]Ü iÃ}wV>Ì`vviÀiViÃÜiÀivÕ`vÀÌ i
Ì iÀÌ ÀiiÌ>ÃÃ°ÕÀÌ iÀÀi]«>ÌiÌÃÜÌ  -À-Ài«ÀÌi`Ã}wV>ÌÞ
more subjective cognitive problems compared to controls with large to very
large effect sizes.
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Table 1. General characteristics of the study groups.

N (%)

Controls

CFS

71,466 (89.4)

2,461 (3.1)
1

MS

FMS

RA

156 (0.2)

4,626 (5.8)

2,362 (3.0)
1,3,4

Female n (%)

41,178 (57.6)

1,823 (74.1)

121 (77.6)

3,541 (76.5)

1,531 (64.8)

Age (years), mean
(SD)#

52.7 (12.6)

54.2 (11.8)1

51.9 (9.8)

52.1 (11.4)1,3,4

61.2 (11.9)

Education
(% low-middle-high)$

2.4 – 65.2 –
30.2

4.8 – 72.6 –
19.61,2

1.9 – 69.2 –
26.9

3.5 – 73.5 –
20.31,3,4

5.5 – 70 –
21.1

CIS-fatigue, mean
(SD)#

21.1 (10.5)

44.2 (8.0)1,2

33.2 (11.5)

40.3 (9.5)1,3,4

24.6 (11.6)

CIS-concentration,
mean (SD)#

12.0 (6.3)

21.7 (7.4)1,2

16.2 (7.4)

19.9 (7.3)1,3

12.5 (6.4)

CIS-motivation, mean
10.3 (5.0)
(SD)#

17.2 (5.5)1,2

13.9 (5.4)

15.5 (5.5)1,3,4

11.5 (5.4)

CIS-physical activity,
mean (SD)#

6.9 (3.9)

13.1 (4.7)1,2

10.5 (5.0)

11.0 (5.0)1,3,4

7.8 (4.4)

WPI, mean (SD)#

2.0 (2.1)

7.6 (4.1)1,2

2.9 (2.7)

8.6 (3.0)1,3,4

3.4 (2.9)

General symptom
severity, mean (SD)#

1.3 (0.4)

2.1 (0.6)1,2

1.5 (0.4)

2.0 (0.5)1,3,4

1.5 (0.5)

DET, mean (SD)#

2.57 (0.18)

2.59 (0.19)1

2.61 (0.21)

2.58 (0.18)3,4

IDN, mean (SD)

#

OBK, mean (SD)#
OCL, mean (SD)
Current mood
disorder n (%)$
Current anxiety
disorder n (%)$

#

1

2.69 (0.094)

2.70 (0.096)

2.70 (0.087) 2.69 (0.095)

1.29 (0.23)

1.26 (0.25)1

1.28 (0.22)

1

3,4

1.29 (0.23)3,4
1,3

2.63 (0.21)
2.72 (0.11)
1.24 (0.26)

0.95 (0.12)

0.93 (0.13)

0.93 (0.12)

0.94 (0.13)

0.93 (0.13)

1,400 (2.0)

544 (22.1)1,2

3 (1.9)

682 (14.7)1,3,4

69 (2.9)

4,141 (5.8)

1,2

754 (30.6)

14 (9.0)

1,3

1098 (23.7)

7

134 (5.7)

-rV ÀVv>Ì}ÕiÃÞ`ÀiÆ-rÕÌ«iÃViÀÃÃÆ-rwLÀÞ>}>
ÃÞ`ÀiÆ,ƂrÀ iÕ>Ì`>ÀÌ ÀÌÃÆ -rV iVÃÌ`Û`Õ>ÃÌÀi}Ì Æ7*r
widespread pain index.
#
ÕÃ}Ƃ "6ƂÆ$ using Ȥ2 tests.
1
p<0.01 versus controls, 2p<0.05 versus MS, 3p<0.01 versus RA, 4p<0.01 versus CFS.

7 iV«>À}«>ÌiÌÃÜÌ -->`«>ÌiÌÃÜÌ Üi`iwi`i`V>
`Ãi>ÃiÃ}ÕÀi£ ®]«>ÌiÌÃÜÌ - >`Ã}wV>ÌÞÀiVÀÀiVÌ>ÃÜiÀÃ
on the OBK task (attention and working memory) compared to patients with RA
ÜÌ >Ã>ivviVÌÃâi° Ã}wV>Ì`vviÀiViÃÜiÀivÕ`vÀÌ iÌ iÀÌ>ÃÃ
between patients with CFS or FMS compared to patients with MS or RA. For
ÃÕLiVÌÛiV}ÌÛivÕVÌ}]«>ÌiÌÃÜÌ  -À-Ài«ÀÌi`Ã}wV>ÌÞ
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more concentration and motivation problems compared to patients with MS or
RA with medium to large effect sizes.
Lastly, when comparing patients with CFS and FMS (Figure 1C), patients with CFS
ÃVÀi`Ã}wV>ÌÞÜiÀÌ i /Ã«ii`v«ÀViÃÃ}®>`" >ÌÌiÌÉ
working memory) tasks compared to patients with FMS with a small effect size.
>``Ì]«>ÌiÌÃÜÌ  -Ài«ÀÌi`Ã}wV>ÌÞÀiVViÌÀ>Ì>`
motivation problems compared to FMS patients with small effect sizes.
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Figure 1. Effect sizes objective and subjective cognitive functioning.
>ÛÀÃ Ài«ÀiÃiÌ > «ÃÌÛi ivviVÌ vÀ Ì i VÀÀiÃ«`} }ÀÕ« ÀiyiVÌ} LiÌÌiÀ
performance on a cognition task or less subjective symptoms.
Effect sizes based on the estimated means and standard deviations adjusted for age,
sex, and educational level.
-rV ÀVv>Ì}ÕiÃÞ`ÀiÆ--rvÕVÌ>Ã>ÌVÃÞ`ÀiÃÆ-rÕÌ«i
ÃViÀÃÃÆ-rwLÀÞ>}>ÃÞ`ÀiÆ,ƂrÀ iÕ>Ì`>ÀÌ ÀÌÃ°
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The effects of comorbid mood or anxiety disorder
/ iyÕiVivVÀL``À>ÝiÌÞ`ÃÀ`iÀLiVÌÛi>`ÃÕLiVÌÛi
cognitive functioning was tested by repeating the analyses excluding participants
with comorbid mood or anxiety disorders. Among all comparisons, the results
with regard to differences between groups in cognitive functioning remained
essentially the same (Figure 2). In contrast to the main analyses, the exclusion
v«>ÀÌV«>ÌÃÜÌ `À>ÝiÌÞ`ÃÀ`iÀÃÀiÃÕÌi`Ã}wV>ÌÞÜiÀ
scores on the DET task (speed of processing) in patients with CFS compared to
controls (Figures 2A&B). When comparing patients with FSS and patients with
Üi`iwi`i`V>`Ãi>ÃiÃ}ÕÀiÓ E ®]Ì iivviVÌÃâiÃvVViÌÀ>Ì
problems for the comparison CFS/MS and the effect sizes of motivation problems
for the comparison FMS/RA reduced from large to medium.
>ÃÌÞ]ÃVÀiÃÌ i
Ì>ÃLiV>iÃ}wV>ÌÞÜiÀ«>ÌiÌÃÜÌ  -
compared to FMS, whereas the difference in the OBK task (attention and working
iÀÞ®LiÌÜii«>ÌiÌÃÜÌ  ->`-ÃÌÃ}wV>ViÜ iiÝVÕ`}
participants with anxiety disorders (Figure 2E&F).
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Figure 2. Effect sizes objective and subjective cognitive functioning, when excluding
comorbid major depressive disorder or generalized anxiety disorder.
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Figure 2. Continued.
>ÛÀÃ Ài«ÀiÃiÌ > «ÃÌÛi ivviVÌ vÀ Ì i VÀÀiÃ«`} }ÀÕ« ÀiyiVÌ} LiÌÌiÀ
performance on a cognition task or less subjective symptoms.
Effect sizes based on the estimated means and standard deviations adjusted for age,
sex, and educational level.
-rV ÀVv>Ì}ÕiÃÞ`ÀiÆ--rvÕVÌ>Ã>ÌVÃÞ`ÀiÃÆƂ r}iiÀ>âi`
>ÝiÌÞ`ÃÀ`iÀÆ
r>À`i«ÀiÃÃÛi`ÃÀ`iÀÆ-rÕÌ«iÃViÀÃÃÆ-r
wLÀÞ>}>ÃÞ`ÀiÆ,ƂrÀ iÕ>Ì`>ÀÌ ÀÌÃ°
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Associations between symptom severity and objective cognitive
functioning
Results of the multivariable regression analyses investigating the association
between fatigue, pain or general symptom severity and objective cognitive
functioning can be found, per patient group, in Table 2. In controls, severity
vv>Ì}Õi>`«>ÜiÀiÃ}wV>ÌÞi}>ÌÛiÞ>ÃÃV>Ìi`ÜÌ  /]LÕÌÌ
Ã}wV>ÌÞ>ÃÃV>Ìi`ÜÌ 
]" À" ÃVÀiÃ°iiÀ>ÃÞ«ÌÃiÛiÀÌÞ
was positively associated with all four tasks. In CFS patients, severity of fatigue
Ü>ÃÃ}wV>ÌÞi}>ÌÛiÞ>ÃÃV>Ìi`ÜÌ  /]>`}iiÀ>ÃÞ«ÌÃiÛiÀÌÞ
Ü>ÃÃ}wV>ÌÞ«ÃÌÛiÞ>ÃÃV>Ìi`ÜÌ  /]
]>`" °>ÃÌÞ]}iiÀ>
ÃÞ«ÌÃiÛiÀÌÞÜ>ÃÃ}wV>ÌÞ«ÃÌÛiÞÀi>Ìi`Ì>vÕÀÌ>ÃÃ-
patients.
-Ì>ÌÃÌV>ÌiÃÌÃv`vviÀiViÃÀi}ÀiÃÃVivwViÌÃLiÌÜii}ÀÕ«ÃÃii
note under Table 2), indicated some differences between groups. Although one
>ÃÃV>ÌÜ>ÃÃ}wV>ÌÞ`vviÀiÌ«>ÌiÌÃÜÌ  -vÀÌ >ÌVÌÀÃ]
and two from those in patients with MS, the estimates were very small and mainly
Ã}wV>Ì°«>ÌiÌÃÜÌ -]>viÜ>ÃÃV>ÌÃÜiÀiÃ}wV>ÌÞ`vviÀiÌ
vÀVÌÀÃ]>`i>ÃÃV>ÌÜ>ÃÃ}wV>ÌÞ`vviÀiÌvÀ«>ÌiÌÃÜÌ 
,Ƃ°ÜiÛiÀ]iÃÌ>ÌiÃÜiÀi>}>ÛiÀÞÃ>>`iV>ÃiÃ}wV>Ì
within the group of FMS patients.
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0.012 [0.001, 0.023]

SCL-90 SOM

-0.011 [-0.043, 0.02]

0.037 [0.002, 0.071]

WPI

SCL-90 SOM

0.22 [0.002, 0.43]

SCL-90 SOM

-0.037 [-0.093, 0.02]

0.004 [-0.05, 0.058]

WPI

SCL-90 SOM

0.039 [-0.017, 0.094]

0.023 [-0.035, 0.08]

0.034 [-0.023, 0.091]

0.052 [0.024, 0.08]

1

0.009 [-0.023, 0.04]

0.016 [-0.038, 0.07]
0.075 [0.023, 0.13]

0.065 [0.007, 0.12]

0.053 [0, 0.11]

0.047 [0.076, 0.19]

0.012 [-0.02, 0.044]

-0.034 [-0.076, 0.008]1,4

0.01 [-0.18, 0.21]

0.076 [-0.12, 0.27]

0.069 [-0.12, 0.26]

0.032 [-0.006, 0.07]

0.018 [-0.017, 0.053]

-0.042 [-0.12, 0.032]3

0.026 [0.015, 0.038]

-0.001 [-0.013, 0.01]

0.007 [-0.003, 0.017]

OCL

0.032 [-0.028, 0.092]

0.054 [-0.005, 0.11]

0.043 [0.014, 0.071]

-0.003 [-0.035, 0.029]

0.01 [-0.033, 0.052]

-0.052 [-0.24, 0.13]

-0.043 [-0.24, 0.15]

-0.12 [-0.31, 0.07]

0.048 [0.009, 0.088]

-0.004 [-0.04, 0.032]

-0.029 [-0.11, 0.048]

0.032 [0.021, 0.044]

-0.002 [-0.014, 0.009]

0.007 [-0.003, 0.016]

OBK

ÕÌÛ>À>LiÀi}ÀiÃÃ>>ÞÃiÃ]>`ÕÃÌi`vÀ>}i]ÃiÝ]>`i`ÕV>Ì>iÛi°,i«ÀÌi`>ÃÃÌ>`>À`âi` Qx¯ R°-}wV>Ì>ÃÃV>ÌÃ>ÀiÕ`iÀi`°
A positive association indicates that the experience of more symptoms was associated with worse performance on the objective cognitive tasks.
-rV ÀVv>Ì}ÕiÃÞ`Ài]-rwLÀÞ>}>ÃÞ`Ài]-rÕÌ«iÃViÀÃÃ],ƂrÀ iÕ>Ì`>ÀÌ ÀÌÃ] /r`iÌiVÌÌ>Ã]
r
`iÌwV>ÌÌ>Ã]" riL>V]" riV>À`i>À}Ì>Ã] -v>Ì}Õirv>Ì}ÕiÃÕLÃV>ivÌ iV iVÃÌ`Û`Õ>ÃÌÀi}Ì ]7*rÜ`iÃ«Ài>`
pain index, SCL-90 SOM = 12-item somatization scale of the Symptom Checklist-90.
1,2,3,4
refer to associations that differed between groups 1 p <0.05 versus controls, 2 p<0.05 versus MS, 3p<0.05 versus FMS, 4p<0.01 versus RA.

0.001 [-0.055, 0.057]

CIS-fatigue

RA

0.043 [0.016, 0.07]

1

-0.002 [-0.033, 0.028]

WPI

SCL-90 SOM

-0.03 [-0.07, 0.011]

CIS-fatigue

-0.002 [-0.044, 0.04]

0.10 [-0.082, 0.29]

-0.048 [-0.26, 0.16]

FMS

0.011 [-0.17, 0.19]

0.15 [-0.054, 0.35]

CIS-fatigue

0.20 [0.031, 0.38]

0.042 [0.006, 0.078]

0.015 [-0.018, 0.049]

WPI

MS

-0.09 [-0.16, -0.023]1,2

CIS-fatigue
0.005 [-0.066, 0.076]2

0.018 [0.007, 0.029]

-0.013 [-0.024, -0.002]

CFS

-0.011 [-0.022, 0]

-0.016 [-0.026, -0.007]

0.001 [-0.008, 0.01]

IDN

WPI

DET

CIS-fatigue

Controls

Table 2. Associations between symptom severity and objective cognitive functioning.
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DISCUSSION
/ ÃÃÌ iwÀÃÌ>À}i««Õ>ÌL>Ãi`ÃÌÕ`ÞÌ >Ì>ÃÃiÃÃi`LÌ ÃÕLiVÌÛi
and objective cognitive functioning in patients with CFS and FMS compared to
patients with MS and RA and a control group, including relevant confounding
variables. We found that subjective cognitive impairments are more prevalent in
both patients with CFS and FMS than in controls and patients with MS and RA,
ÀiÃ«iVÌÛiÞ°*>ÌiÌÃÜÌ  - >`Ã}wV>ÌÞÀiÃÕLiVÌÛi>`LiVÌÛi
cognitive impairments compared to patients with FMS, which could not be
attributed to the presence of comorbid mood or anxiety disorders. In addition,
associations between somatic symptomatology and cognitive functioning were in
ÃÌV>ÃiÃÌÃ}wV>ÌÞ`vviÀiÌLiÌÜii«>ÌiÌÃÜÌ -->`VÌÀÃÀ
«>ÌiÌÃÜÌ Üi`iwi`i`V>`Ãi>ÃiÃ°iiÀ>ÃÞ«ÌÃiÛiÀÌÞ]LÕÌÌ
Ì i>ÃÞ«ÌÃv>Ì}ÕiÀ«>]ÜiÀiÃÌV>ÃiÃÃ}wV>ÌÞ>ÃÃV>Ìi`
with the performance on the cognitive tasks in all groups.
The main strength of the current study is that it was performed in a large populationbased sample, in which data were collected on subjective and objective cognitive
functioning and relevant confounding variables. This enabled comparing patients
ÜÌ -->`«>ÌiÌÃÜÌ Üi`iwi`i`V>`Ãi>ÃiÃ>Ã}iV ÀÌ]
avoiding differences in selection procedures or measurement. Since we selected
the groups from the general population, it was possible to examine subjective and
objective cognitive functioning of the different study groups irrespective, helpseeking behavior, referral by clinicians, and differences in diagnostic assessment.
>ÃÌÞ]--ÜiÀiL>Ãi`Ì ivwV>«ÃÌÛi`>}ÃÌVVÀÌiÀ>ÃÌi>`vÌ i
self-reported diagnoses.
There are also limitations of the current study. First, we used a brief battery
covering only basic domains of cognitive functioning. We therefore may have
missed some differences in objective cognitive functioning between patients
ÜÌ -->`VÌÀÃÀ«>ÌiÌÃÜÌ Üi`iwi`i`V>`Ãi>ÃiÃ°>``Ì]
V}ÌÛiÌ>ÃÃ>ÃÃiÃÃÃ«iVwVV}ÌÛivÕVÌÃ]Ü iµÕiÃÌ>ÀiÃVÛiÀ
Ài}L>V}ÌÛivÕVÌÃ]Ü V >iÃÌ`vwVÕÌÌV«>ÀiÀiÃÕÌÃ
objective cognitive functioning and subjective cognitive functioning. Second,
FSS diagnoses were based on the responses to a questionnaire, without an
assessment by a physician. Because LifeLines is a large population cohort study
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that aims to study a wide spectrum of mental and somatic disorders, it was not
feasible to determine whether participants met the diagnostic criteria for FSS
L>Ãi`VV>iÝ>>ÌÃ°7iiÝVÕ`i`«>ÌiÌÃÌ >ÌvÕwi`Ì iVÀÌiÀ>vÀ
ivÌ i-->`Ài«ÀÌi`Ì iVÀÀiÃ«`}Üi`iwi`i`V>`Ãi>Ãi]
but we cannot fully exclude the presence of other somatic pathology explaining
the symptoms.
"ÕÀÃÌÕ`ÞÃÕ««ÀÌÃ«ÀiÛÕÃw`}ÃÌ >ÌV}ÌÛi«>ÀiÌÃ>ÀiÀi
prevalent and severe in both patients with CFS and FMS compared to controls
(Teodoro et al 2018, Thomas and Smith 2009). Furthermore, we found that patients
with CFS had reduced visual learning and working memory, and both patients
with CFS or FMS had reduced visual attention scores compared to controls.
Patients with CFS or FMS did not differ from controls in speed of processing, so
differences in this most basic cognitive process cannot serve as an explanation
vÀÌ i`vviÀiViÃÌ iÀ]ÀiV«iÝV}ÌÛivÕVÌÃ°/ iÃiw`}Ã
are in accordance with a recent meta-analysis that concluded that patients with
FSS have primarily cognitive impairments in the domains of attention, memory,
and tasks requiring working memory (Cockshell, Susan Jayne and Mathias 2010,
Glass 2009). In contrast to earlier research, we found only small effect sizes for
the differences, and we found that the objective cognitive impairments of FSS
patients are comparable to those in patients with MS and RA (Krupp et al 1994).
A possible explanation for these differences might be that we have addressed
some limitations of previous research, including the use of small samples and
self-report diagnoses. In addition, previous research mostly recruited referred
patients, while we selected patients from the general population. Thus, the results
in previous research might be the affected by help-seeking behavior, referral
practices by clinicians, or differences in diagnostic assessment.
This study found that subjective cognitive impairments were more prevalent in
«>ÌiÌÃÜÌ --V«>Ài`ÌVÌÀ«>ÀÌV«>ÌÃ>`«>ÌiÌÃÜÌ Üi`iwi`
medical diseases, while differences in objective cognitive performance between
Ì i}ÀÕ«ÃÜiÀiÀ>Ì iÀ`°->Àw`}Ã >ÛiLiiÀi«ÀÌi`«ÀiÛÕÃ
studies, investigating both healthy participants as well as patients with FSS (Ray
et al 1993, Stulemeijer et al 2007, Tucker-Drob 2011). The difference between the
outcomes of subjective and objective cognitive functioning may be due to the fact
that questionnaires measure different domains of cognitive function than cognitive
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tasks (Cockshell, Susan Jayne and Mathias 2010, Ray et al 1993). Questionnaires
cover more global and overarching cognitive functions, whereas tasks assess much
Ã>iÀ>`Ã«iVwVvÕVÌÃ°>``Ì]Ì i }-Ì>ÌiLÀivL>ÌÌiÀÞVÛiÀi`
four basic domains of cognitive functioning, while adequate cognitive functioning
in daily life requires much more, and more complex, processing. Furthermore, in
accordance with previous research, the presence of comorbid mood or anxiety
disorders did not explained the differences in cognitive performance between
groups (Cockshell, Susan J. and Mathias 2013). Thus, although mood or anxiety
disorders are relatively common in patients with FSS (Janssens et al 2015), we
found no evidence to suggest that they contribute to cognitive impairments. We
also found that the associations between somatic symptomatology and cognitive
vÕVÌ}ÜiÀiÃÌV>ÃiÃÌÃ}wV>ÌÞ`vviÀiÌLiÌÜii«>ÌiÌÃÜÌ 
-->`VÌÀÃÀ«>ÌiÌÃÜÌ Üi`iwi`i`V>`Ãi>ÃiÃ°ÀiÛiÀ]
general symptom severity, but not the main symptoms fatigue or pain, were in
ÃÌV>ÃiÃÃ}wV>ÌÞ>ÃÃV>Ìi`ÜÌ Ì i«iÀvÀ>ViÌ iV}ÌÛiÌ>ÃÃ
in all groups. The associations between the experience of somatic symptoms and
the performance on the cognitive tasks were therefore not unique to patients
with FSS, as shown by the results in controls or the MS/RA groups.
Lastly, we investigated differences between patients with CFS and patients with
FMS in the context of the lumper-splitter discussion (Wessely et al 1999). We
vÕ`Ì >Ì«>ÌiÌÃÜÌ  -«>ÌiÌÃ >`Ã}wV>ÌÞÀiÃÕLiVÌÛiV}ÌÛi
«>ÀiÌÃ>`«iÀvÀi`Ã}wV>ÌÞÜÀÃiÌ>ÃÃi>ÃÕÀ}Ã«ii`v
processing and attention/working memory, compared to patients with FMS. Since
we found both similarities and differences between CFS and FMS, our results
ÃÕ««ÀÌÃÕ}}iÃÌÃÌ >Ì-- >ÛiLÌ Ã«iVwV>`}iiÀ>V >À>VÌiÀÃÌVÃ
(Lacourt et al 2013).
While our study addresses many limitations of previous research, our cross-sectional
`iÃ}«ÀÛ`iÃÞ>wÀÃÌÃÌi«°ÕÌÕÀiÃÌÕ`iÃÜLiiViÃÃ>ÀÞÌÕ`iÀÃÌ>`
the causes of and contributors to impaired subjective cognitive functioning in
--«>ÌiÌÃ°ÕÀÌ iÀÀi]Ì iyÕVÌÕ>ÌÃÌ >ÌVVÕÀ--ÃÞ«ÌÃi°}°«>]
fatigue) may result in unstable results on objective cognitive tasks (Fuentes et al
2001). We recommend to use a more extensive cognitive battery that measures
more aspects of cognitive functioning, in correctly diagnosed CFS and FMS
patients compared to a well-matched control group, including relevant confounding
Û>À>LiÃ>`Ì>}Ì>VVÕÌÌ iyÕVÌÕ>ÌÃvÃÞ«ÌÃiÝ«iÀiVi`°
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syndrome: associations with symptom
severity in the general population
cohort LifeLines
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Chapter 8

ABSTRACT
Objective: The aim of the current study was to compare physical activity and
sleep duration between patients with chronic fatigue syndrome (CFS), patients
ÜÌ wLÀÞ>}>ÃÞ`Ài-®]>`VÌÀÃ>`ÌiÝ>iÌ i>ÃÃV>Ì
between physical activity level and sleep duration with symptom severity within
these patient groups.
Methods: This study used data of LifeLines, a general population cohort in
Ü V £°ä¯r{ÎÆÈÎ°Ç¯vi>i]>}i{{°- ££°È®Þi>ÀÃ®Ài«ÀÌi` -]Î°ä¯
rÓ]Ç£{Æ£°È¯vi>i]>}i{n°{- £ä°Ç®Þi>ÀÃ®Ài«ÀÌi`-]>`x°Ç¯
rnÇ]xÎÓÆxÇ°¯vi>i]>}i{{°Î- £Ó°{®Þi>ÀÃ®Ài«ÀÌi`iÌ iÀ -À
FMS. Physical activity, sleep duration, and symptom severity were assessed by
questionnaires and analysed using ANCOVA and regression analyses, adjusted
for age, sex, body mass index, smoking, and educational level
Results:*>ÌiÌÃÜÌ  ->`- >`Ã}wV>ÌÞÜiÀ« ÞÃV>>VÌÛÌÞ
ÃVÀiÃnnÎ{´xÈÇ>`nn£Î´xx{ /IÕÌiÃ®Ì >VÌÀÃx{£´xxÎÎÆ
p<0.001). Patients with CFS had the longest sleep duration (466 ± 86 minutes)
V«>Ài`Ì«>ÌiÌÃÜÌ ->`VÌÀÃ{xä´ÈÇ>`{{È´xÈÆ«ä°ää£®°
A linear association between physical activity, sleep duration, and symptom
severity was only found in controls, in whom higher physical total activity scores
and longer sleep duration were associated with a lower symptom severity. In
contrast, quadratic associations were found in all groups: both relatively low and
high physical activity scores and relatively short and long sleep duration were
associated with higher symptom severity in CFS, FMS, and controls.
Conclusion: This study indicates that patients with CFS or FMS sleep longer and
are less physically active than controls on average. Both low and high levels of
physical activity and short and long sleep duration are associated with higher
symptom severity, suggesting the importance of patient-tailored treatment.
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INTRODUCTION
Functional somatic syndromes (FSS), including chronic fatigue syndrome (CFS)
>`wLÀÞ>}>ÃÞ`Ài-®]>ÀiV]`Ã>L}]>`VÃÌÞ i>Ì 
conditions without known underlying organic pathology [1–4]. CFS is an illness
characterised by profound disabling unexplained fatigue [5], while the primary
complaint of patients with FMS is unexplained musculoskeletal pain [6]. Both
core symptoms are typically accompanied by various additional symptoms. The
etiology of CFS and FMS is assumed to be multifactorial including biological,
psychological, and social contributing factors [7].
The role of physical activity and sleep in the pathophysiology of CFS and FMS is
not well understood. Regarding physical effort, various studies have evaluated
the ability of patients with CFS or FMS to perform physical activity, but the results
>ÀiVyVÌ}Q8–10]. There are also different approaches in the way individuals
with CFS and FMS cope with physical activity. Recent research suggests that both
avoidance of activity and overactivity are associated with an increase in symptom
severity, including pain and fatigue [9, 11, 12]. This indicates that, in patients with
CFS and FMS, both high and low levels of physical activity may result in higher
symptom severity, comparable to what is observed in the general population
[13R°,i}>À`}ÀiVÛiÀÞ]Ãii«`vwVÕÌiÃ >ÛiLii>ÃÃV>Ìi`ÜÌ i}>ÌÛi
effects on pain and fatigue [14, 15]. A study found that nights with an unusually
long or short sleep duration resulted in greater fatigue and that moderate sleep
duration was associated with the least fatigue [15]. As with physical activity, an
association between sleep duration and symptom severity may thus exist in
these patient groups [16].
CFS and FMS are known for substantial clinical and diagnostic overlap. The
two conditions are comorbid: 35% to 75% of patients with CFS met the criteria
for FMS [17]. This phenomenon resulted in the lumper-splitter discussion [18].
“Lumpers” believe that all FSS result from the same etiology, and “splitters” take
Ì i>««À>V Ì >ÌiÛiÀÞÃi«>À>Ìi-- >ÃÌÃÜÃ«iVwVL>V}ÀÕ`°ÌÃÌ
known to which extent patients with CFS and FMS differ with regard to physical
activity and sleep. Studies that compare these associations between patients of
one population-based cohort are, to the best of our knowledge, lacking.
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The aim of this study was to examine whether patients with CFS, patients with
FMS, and controls have different levels of physical activity and sleep duration.
Furthermore, we will examine the degree to which physical activity or sleep
duration is associated with the severity of physical symptoms, in CFS, FMS, or
controls. We hypothesize that both too much and too little physical activity and
sleep are related to symptom severity and expect this association to be stronger
in patients with CFS and FMS than controls. Furthermore, we hypothesize that
-ÃÀiÃÌÀ}ÞÀi>Ìi`ÌÃii«`vwVÕÌiÃ>`-ÃÀiÃÌÀ}Þ
related to physical activity. These hypotheses were tested within LifeLines, a
large population-based cohort study.

METHODS
This study is conducted within the sampling frame of the LifeLines cohort study
Q£Ó£R]>}iiÀ>««Õ>ÌV ÀÌÜ V £°ä¯r{ÎÆÈÎ°Ç¯vi>i]>}i
{{°- ££°È®Þi>ÀÃ®Ài«ÀÌi` -]Î°ä¯rÓ]Ç£{Æ£°È¯vi>i]>}i{n°{
- £ä°Ç®Þi>ÀÃ®Ài«ÀÌi`-]>`x°Ç¯rnÇ]xÎÓÆxÇ°¯vi>i]>}i{{°Î
(SD 12.4) years) reported neither CFS nor FMS. The LifeLines cohort study is
a multidisciplinary prospective population-based cohort study with a unique
three-generation design. LifeLines aims to examine the health and health-related
behaviours of more than 167,000 persons living in the North East region of the
Netherlands, with a special focus on multimorbidity and complex genetics. It uses
a broad range of research procedures to assess biomedical, sociodemographics
behavioural, physical, and psychological factors that contribute to health and/or
disease of the general population.
Participants
Participants were recruited in two different ways. First, participants aged 25–50
years were invited through a number of general practitioners from the three
northern provinces of the Netherlands. Second, persons who were interested
to participate in the study could register themselves via the LifeLines website.
Patients who agreed to participate were asked to invite their partner, parents,
parents-in-law, and children to as well participate in the LifeLines cohort study.
Therefore, participants of all age were included in the study. General practitioners
evaluated eligibility for participation, whereby persons with severe psychiatric
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or physical illness, and those not being able to visit the general practitioner
>`ÌwÌ iviiÃµÕiÃÌ>ÀiÃ]>`ÉÀ«iÀÃÃÌ ÃiÜ ``Ì
understand the Dutch language were excluded from the study. However, children
and parents were not excluded in the case of the mentioned exclusion criteria,
when a representative was willing to assist these persons in the performance of
the study. In case of pregnancy, participation was rescheduled until 6 months
after pregnancy or 3 months after breastfeeding.
The LifeLines cohort study obtained approval by the Medical Ethical Committee
of the University Medical Center Groningen. All participants received written
information on the purpose and methods of the LifeLines cohort study. Written
informed consent of participants was obtained after the procedure of the LifeLines
cohort study was fully explained. Data of the LifeLines cohort study are kept
Vw`iÌ>>`>ÀiÞÕÃi`vÀi`V>ÀiÃi>ÀV °
Measures
%JTQPKEHCVKIWGU[PFTQOGCPFƂDTQO[CNIKCU[PFTQOG
CFS and FMS were assessed by means of a self-report questionnaire, including a
list of chronic disorders including CFS and FMS. The participants were asked to
indicate which of these disorders they had or have had. More than one answer
to this question was allowed. Participants who reported both CFS and FMS
were excluded (n=264), since we were interested in differences between both
V`ÌÃ° ÌÀÃÜiÀi`iwi`LÞÌ i>LÃiViv ->`-°
Physical activity and sleep duration
Physical activity was assessed by means of the validated Short Questionnaire
to Assess Health-enhancing physical activity (SQUASH) [22]. This self-report
questionnaire assesses physical activity undertaken in an average week in the
past months across a set of domains. These domains include commuting activities
(walking or bicycling to/from work or school), leisure-time activities (walking,
bicycling, gardening, and odd jobs), sports activities, household activities, and
activities at work and school. It is a reliable and valid questionnaire [22]. The
SQUASH discusses three questions per activity: days per week of the activity
(frequency), average time per day (duration in minutes), and intensity of the
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activity. The intensity of the physical activity was scored on a 3-point scale ranging
between (1) “Slow,” (2) “Moderate,” and (3) “Fast.”
The answers collected with the SQUASH can be examined as a continuous measure
LÞÜi} Ì}i>V ÌÞ«iv>VÌÛÌÞLÞÌÃiiÀ}ÞÀiµÕÀiiÌÃ`iwi`ÌiÃÌÞ
ÃVÀiÃ]>ÃÀiviÀÀi`Ì>ÃiÌ>LViµÕÛ>iÌvÌ>ÃÃ /Ã®° /Ã>Ài`iwi`
as multiples of the resting metabolic rate, thus the energy expenditure at rest.
Selected MET values are derived using the Ainsworth’s Compendium of Physical
Activities [23]. Based on age and assigned MET values, physical activities were
subdivided into three intensity categories: light, moderate, and vigorous. For
adults aged 18–54 years, the following cutoff values were used: <4.0 MET (light
ÌiÃÌÞ®]{°äÌÈ°x /`iÀ>ÌiÌiÃÌÞ®]>`ĈÈ°x /Û}ÀÕÃÌiÃÌÞ®]
>`vÀ>`ÕÌÃ>}i`ĈxxÞi>ÀÃ]Ì iÃiVÕÌvvÛ>ÕiÃÜiÀiÎ°ä /} Ì®]Î°äÌ
x°ä /`iÀ>Ìi®]>`Ĉx°ä /Û}ÀÕÃ®°/ iÌ Àii /V>Ìi}ÀiÃÜiÀi
combined with self-reported intensity for each activity, resulting in a combined
intensity score ranging from 1 to 9, with 1 being light MET and light self-reported
intensity and 9 being vigorous MET and vigorous self-reported intensity. The
V>ÃÃwV>Ìv« ÞÃV>>VÌÛÌiÃ>VVÀ`}ÌÌ iVLi`ÌiÃÌÞÃVÀiÜ>Ã
Î} ÌÌiÃÌÞ®]ÎÌÈ`iÀ>ÌiÌiÃÌÞ®]>`ĈÈÛ}ÀÕÃÌiÃÌÞ®°/ i
physical activity scores of the different domains were calculated by multiplying
duration (minutes per week) with the MET value, taking into account the combined
intensity score. Subjects with unlikely values were excluded if separate activity
categories exceeded plausible values, more than two activity categories of the
µÕiÃÌ>ÀiÜiÀiÃÃ}]>`ÉÀĈ£n ÕÀÃÉ`>ÞÜiÀiÃ«iÌ>>VÌÛÌiÃ
together.
Sleep duration was assessed using the question: “How many minutes do you
sleep on average per day?”
Symptom severity
Symptom severity was assessed with the 12-item somatization scale of the Symptom
CheckList-90 (SCL-90 SOM) [24]. The SOM scale measures self-reported intensity
of somatic symptoms. This scale consists of 12 somatic symptoms, including a
lump in your throat, faintness or dizziness, feeling weak in parts of your body,
headaches, heavy feelings in arms or legs, hot or cold spells, nausea or upset
stomach, numbness or tingling in your body, pains in heart or chest, pains in lower
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back, soreness of your muscles, and trouble getting your breath. Participants
were asked to what extent they have been limited by these somatic symptoms
in the past seven days. The somatic symptoms were scored on a 5-point scale
ranging from (1) “Not at all” to (5) “Extremely.” An additional item assessing
fatigue was used from the RAND-36 [25]: “How much of the time during the
past four weeks did you feel tired?” This item was scored on a six-point scale
ranging from (1) “All of the time” to (6) “None of the time.” The fatigue score
was transformed to a 5-point scale with (1) “None of the time” to (5) “All of the
time,” with a combined score of (3) “A good bit of the time” and (4) “Some of the
time” into (3) “quite a bit” to obtain consistency with the SOM scale. Symptom
severity was calculated by taking the mean score of the 13 somatic symptoms.
Therefore, the total symptom severity ranged from (1) all symptoms endorsed
as “Not at all or none of the time” to (5) all symptoms endorsed as “Extremely
or all of the time.”
Covariates
Length in centimetres and weight in kilograms were assessed during a basic
medical examination at a local LifeLines research facility. Subsequently, body mass
index (BMI) was calculated as kg/m2. The smoking status was assessed using the
following question: “Do you smoke now, or have you smoked in the past month?”
*>ÀÌV«>ÌÃVÕ`wºyes” or “no.” Educational level was assessed using the
following question: “What is your highest completed education?,” resulting in
information about low, middle, and high educational level. Low educational level
Ü>Ã`iwi`>ÃÜiÀÃiV`>ÀÞi`ÕV>ÌÀiÃÃ]``ii`ÕV>Ì>iÛiÜ>Ã
`iwi`>Ã } iÀÃiV`>ÀÞi`ÕV>Ì]>` } i`ÕV>Ì>iÛiÜ>Ã`iwi`
as tertiary education.
Statistical analyses
For all continuous variables, means ± standard deviations (SDs) were calculated.
One-way analyses of variance (ANOVA) were performed for continuous data, to
test the differences in sample characteristics. Differences in symptom severity
were also investigated between males and females within the different study
groups. In addition, Ȥ2 tests were performed for categorical data. For continuous
variables, analyses of covariance (ANCOVA) with post hoc Bonferroni correction
were performed to examine differences in physical activity level and sleep
duration between patients with CFS, patients with FMS, and controls. In addition,
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sex differences in physical activity and sleep duration were explored. Linear and
quadratic regression analyses were conducted using standardized variables to
examine how physical activity and sleep duration were associated with symptom
severity in the different groups. Four regression models were performed: both
linear and regression analyses for physical activity and for sleep duration. All
analyses were adjusted for age, sex, BMI, smoking status, and educational level,
since they are known to be related to CFS [26, 27], FMS [28–30], physical activity
[31, 32], and sleep [33, 34]. All analyses were performed using SPSS version 20.
Ƃ>>ÞÃiÃÜiÀi«iÀvÀi`ÕÃ}-*--ÛiÀÃÓä°-Ì>ÌÃÌV>Ã}wV>ViÜ>Ã
`iwi`>Ã«ä°äx°

RESULTS
Sample characteristics
>Ì>ÜiÀi>Û>>LivÀ£]{xÎ«>ÀÌV«>ÌÃÆ`iÃVÀ«ÌÛiÃ]VÕ`}>}i] ]
education, SOM-score, sex and smoking are shown in Table 1. Of these participants,
1.0% reported CFS (n = 943), 3.0% (n = 2,714) reported FMS, and 95.7% (n =
87,532) reported neither CFS nor FMS. Women were most prevalent in all groups.
The mean age varied between 44.3 ± 12.4 for controls, 44.9 ± 11.9 for patients
with CFS, and 48.4 ± 10.7 years for patients with FMS. Female CFS patients and
VÌÀÃÀi«ÀÌi`Ã}wV>ÌÞ } iÀÃÞ«ÌÃiÛiÀÌÞÓ°£´ä°È>`£°x´ä°{
respectively) compared to males (1.9 ± 0.6 and 1.4 ± 0.3), while no difference
in symptom severity was found in female FMS patients (2.0 ± 0.5) compared to
male FMS patients (1.9 ± 0.5).
Physical activity and sleep duration
Physical activity levels in patients with CFS, patients with FMS, and controls are
Ã Ü}ÕÀi£Ƃ°Ƃ "6Ƃ>>ÞÃÃÀiÛi>i`Ã}wV>Ì}ÀÕ«Ã`vviÀiViÃ
(F(7,76182) = 303, p<0.001). Posthoc comparisons with Bonferroni correction
`V>Ìi`Ì >Ì«>ÌiÌÃÜÌ  ->`- >`>Ã}wV>ÌÞÜiÀ« ÞÃV>
total activity score than controls (8834 ± 5967 and 8813 ± 5549 MET * minutes,
ÀiÃ«iVÌÛiÞ]ÛiÀÃÕÃx{£´xxÎÎÆLÌ «ä°ää£®°/ iÀiÜ>ÃÃ}wV>Ì`vviÀiVi
in physical total activity score between patients with CFS and FMS (p=0.99).
>ÃÌÞ]>iÃÜiÀiÃ}wV>ÌÞÀi« ÞÃV>Þ>VÌÛiÌ >vi>iÃ>}>
three study groups.
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Sleep duration in patients with CFS, patients with FMS, and controls is shown in
}ÕÀi£ °Ƃ "6Ƃ>>ÞÃÃÀiÛi>i`Ã}wV>Ì}ÀÕ«Ã`vviÀiViÃÇ]Î{În®
= 222, p=<0.001). Posthoc comparisons with Bonferroni correction indicated that
patients with CFS had the longest sleep duration (466 ± 86 minutes) compared
Ì«>ÌiÌÃÜÌ ->`VÌÀÃ{xä´ÈÇ>`{{È´xÈÀiÃ«iVÌÛiÞÆLÌ 
p<0.001), while no difference was found between patients with FMS and controls
«rä°n{È®°ÕÀÌ iÀÀi]vi>i -«>ÌiÌÃ>`VÌÀÃÀi«ÀÌi`Ã}wV>ÌÞ
longer sleep duration (474 ± 84 and 453 ± 59 minutes respectively) than males in
the corresponding groups (453 ± 87 and 437 ± 50 minutes), while no difference
in sleep duration was found between female FMS patients (451 ± 66 minutes)
and male FMS patients (442 ± 80 minutes).
Table 1. Sample characteristics.
Pairwise comparisonsc,
p value
CFS

FMS

Controls

CFS vs
FMS

CFS vs
controls

FMS vs
controls

Mean (SD)
Number (%)

943 (1.0)

2714 (3.0)

87532 (95.7)

Agea

44.9 (11.6)

48.4 (10.7)

44.3 (12.4)

<0.001

0.137

<0.001

BMI (kg/m )

26.4 (4.8)

27.8 (5.3)

26.0 (4.3)

<0.001

0.407

<0.001

Symptom
severity
(1-5)a

2.0 (0.6)

2.0 (0.5)

1.5 (0.4)

0.038

<0.001

<0.001

<0.001

<0.001

<0.001

2 a

n (%)
Education

b

Low

319 (33.8)

1193 (44.0)

25,418 (29.0)

Middle

377 (40.0)

1055 (38.9)

34,211 (39.1)

High

213 (22.6)

377 (13.9)

25,697 (29.7)

601 (63.7)

2485 (91.6)

50,705 (57.9)

<0.001

<0.001

<0.001

257 (27.3)

609 (22.4)

18,520 (21.2)

0.002

<0.001

0.145

Femaleb
Smoking

b

-rV ÀVv>Ì}ÕiÃÞ`Ài]-rwLÀÞ>}>ÃÞ`Ài°
Ƃ "6ƂÆbȤ2ÌiÃÌÆcBonferroni correction for continuous and Ȥ2 test for categorical
variables.

a
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Figure 1. Physical activity and sleep duration.
-rV ÀVv>Ì}ÕiÃÞ`Ài]-rwLÀÞ>}>ÃÞ`Ài°
1
Analyses of Covariance and Bonferroni correction, adjusted for age, sex, BMI, smoking
and education.

Physical activity or sleep duration associated with symptom severity
Physical activity and sleep duration showed both linear and quadratic associations
with symptom severity. Results of both linear and quadratic regression analyses
are shown in Table 2. Linear regression analyses showed that, only in controls,
physical total activity score (model 1) and sleep duration (model 2) were related
to symptom severity: controls with a higher physical total activity score or longer
Ãii«`ÕÀ>ÌÀi«ÀÌi`>Ã} ÌÞÜiÀÃÞ«ÌÃiÛiÀÌÞ° Ã}wV>Ìi>À
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associations were found in patients with CFS or FMS between physical total
activity score or sleep duration and symptom severity.
+Õ>`À>ÌVÀi}ÀiÃÃ>>ÞÃiÃ`V>Ìi`>Ã}wV>Ì>ÃÃV>ÌLiÌÜiiÌÌ>
physical activity score in CFS, FMS and controls (model 3). Both linear and quadratic
ÌiÀÃÜiÀiÃ}wV>Ì->`VÌÀÃ]>`ÞÌ iµÕ>`À>ÌVÌiÀ]LÕÌÌ
Ì ii>ÀÜ>ÃÃ}wV>Ì -°/ ÕÃ]«>ÌiÌÃÜÌ  -]«>ÌiÌÃÜÌ ->`
controls with relatively low and high physical activity scores reported higher
symptom severity than those with moderate physical activity scores. Furthermore,
>Ì Àii}ÀÕ«ÃÃ Üi`Ã}wV>ÌµÕ>`À>ÌV>ÃÃV>ÌÃLiÌÜiiÃii«`ÕÀ>Ì
and symptom severity (model 4). Both linear and quadratic sleep terms were
Ã}wV>Ì«>ÌiÌÃÜÌ  ->`VÌÀÃ]Ü iÞÌ iµÕ>`À>ÌVLÕÌÌ
Ì ii>ÀÃii«ÌiÀÜ>ÃÃ}wV>Ì«>ÌiÌÃÜÌ -°/ ÕÃ]«>ÌiÌÃÜÌ 
CFS, patients with FMS and controls with short or long sleep duration reported
a higher symptom severity than those with moderate sleep duration.

Table 2. Regression analyses for physical activity or sleep duration predicting symptom severity.
CFS
B

FMS
95% CI

B

Controls
95% CI

B

95% CI

Linear
Total activity
score

-0.007

-0.047, 0.032 -0.009

-0.031, 0.012

-0.007** -0.009, -0.004

Sleep duration

-0.005

-0.045, 0.036 -0.009

-0.036, 0.017

-0.004*

-0.008, -0.001

Quadratic
Total activity
score (linear
term)

-0.042

-0.091, 0.008 -0.046** -0.073, -0.020 -0.009** -0.012, -0.006

0.020*
Total activity
score (quadratic
term)

0.003, 0.038

0.019**

0.011, 0.027

0.001**

0.001, 0.002

Sleep duration
(linear term)

-0.045*

-0.089, 0.00

-0.021

-0.047, 0.005

-0.007** -0.011, -0.003

Sleep duration 0.017**
(quadratic term)

0.008, 0.025

0.040**

0.031, 0.049

0.00**

0.00, 0.00

-rV ÀVv>Ì}ÕiÃÞ`Ài]-rwLÀÞ>}>ÃÞ`Ài°
I«ćä°äxÆII«ćä°ää£°
Regression analyses using standardized variables, adjusted for age, sex, BMI, smoking, and
education.
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DISCUSSION
/ ÃÃÌÕ`ÞÀiÛi>i`Ì >Ì«>ÌiÌÃÜÌ  ->`-ÜiÀiÃ}wV>ÌÞiÃÃ
physically active than controls. Furthermore, patients with CFS reported longer
sleep duration than patients with FMS and controls. Only in controls, physical
total activity score and sleep duration were linearly related to symptom severity,
with both higher physical total activity score and higher sleep duration being
associated with slightly lower symptom severity. Quadratic associations were
«ÀiÃiÌ>}ÀÕ«ÃÆLÌ Ài>ÌÛiÞ } >`Ü« ÞÃV>>VÌÛÌÞiÛiÃÜiÀi
associated with higher symptom severity in patients with CFS, patients with FMS,
>`VÌÀÃÆ>`LÌ Ài>ÌÛiÞ}>`Ã ÀÌÃii«`ÕÀ>ÌÜiÀi>ÃÃV>Ìi`
with higher symptom severity in patients with CFS, patients with FMS, and controls.
The main strength of this study is the large population cohort. To the best of our
Üi`}i]Ì ÃÃÌ iwÀÃÌÃÌÕ`ÞÌ >ÌiÛ>Õ>ÌiÃ« ÞÃV>>VÌÛÌÞ>`Ãii«`ÕÀ>Ì
«>ÌiÌÃÜÌ  ->`-i>À}i««Õ>ÌV ÀÌ°ƂÃÕvwViÌÕLiÀ
v«>ÌiÌÃÜÌ  ->`-ÜiÀi`iÌwi`]>Ü}vÀi>}vÕÃÌ>ÌÃÌV>
comparisons. Moreover, the large number of patients enabled examining the
association between sleep duration, physical activity, and symptom severity in
CFS, FMS, and controls. Both patients and controls with different physical activity
or sleep duration outcomes were therefore present in the cohort. Finally, since
LifeLines is a large cohort study with extensive measurements, adjusting for
important covariates such as age, sex, BMI, smoking status, and educational
level was possible.
Our study also contained limitations, including the use of a self-report questionnaire
for the assessment of CFS and FMS. Instead of current diagnoses, our questionnaire
asked for a history of CFS and FMS. A previous study in a general population
cohort from the same geographical area indicated that about 75% and 100% of
the participants that reported a history of CFS and FMS, respectively, still had this
syndrome at the time of reporting [35]. In addition, self-reports may underestimate
the amount of persons with FSS. This seems not likely in our study because the
prevalence rates for CFS and FMS were comparable to previous studies [27, 29].
Moreover, the majority of the patients with CFS and FMS in the current study
recently experienced fatigue and musculoskeletal pain. Furthermore, subjective
measurements were used to assess sleep duration and physical activity, instead
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of objective measures. For example, sleep duration was assessed using a single
question, so participants may have interpreted this differently (e.g.,time in bed,
>VÌÕ>ÌiÃii«]>`VÕÃv>«Ã®°Ƃw>Ì>ÌÃÌ >ÌÌ iVÀÃÃÃiVÌ>
design did not allow conclusions on cause-and-effect relationships.
iÜÌ «ÀiÛÕÃw`}Ã]Ì ÃÃÌÕ`ÞÀiÛi>i`Ì >ÌLÌ «>ÌiÌÃÜÌ  -
>`-ÜiÀiÃ}wV>ÌÞiÃÃ« ÞÃV>Þ>VÌÛiÌ >VÌÀÃQ36, 37]. However,
it should be mentioned that self-reported questionnaires to assess physical
activity levels in these patient groups have shown a low reliability [38, 39]. In
contrast to our hypothesis, no difference in physical activity was found between
patients with CFS and FMS. Lower activity levels in patients with CFS or FMS
might be explained by the substantial limitations in physical functioning that may
be caused by their symptoms [9]. In addition, a lack of physical activity might
also contribute to physical deconditioning, further increasing symptom severity
[12, 40]. We found that both low and high physical activity levels in patients with
CFS, patients with FMS, and controls were associated with the reporting of more
ÃÞ«ÌÃ°/ Ãw`}ÃÌÀiÃÃiÃÌ iVÃiÀi>ÌÃ «LiÌÜii« ÞÃV>>VÌÛÌÞ
and the experience of symptoms. Thus, on the one hand, low activity levels may
be associated with the experience of more and more severe symptoms, while
on the other hand, high physical activity level may exacerbate symptoms in CFS
and FMS [9, 11, 12].
Differences between patients with CFS and FMS were found for sleep duration,
since patients with CFS were found to report longer sleep duration than patients
with FMS and controls. However, misestimation of sleep duration appears common
in patients with CFS and FMS, particularly in patients having a poor sleep quality
[41, 42]. Nevertheless, our results are in accordance with our hypothesis and might
be due to the primary complaint of disabling fatigue in patients with CFS [5, 43,
44]. Furthermore, our results are in line with a recent study that reported that
nights with an unusually long or short sleep duration resulted in greater fatigue,
and that moderate sleep duration was associated with the least fatigue [15].
"ÕÀÃÌÕ`Þ>ÃÀiÛi>i``vviÀiViÃLiÌÜii«>ÌiÌÃ]>ÃÕÃÌÀ>Ìi`LÞÌ iw`}
of quadratic associations of symptom severity with physical activity and sleep.
These quadratic associations indicate that the pathophysiological role of physical
activity and sleep varies not only between but also within patient groups with
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CFS or FMS. Treatment aimed at reducing symptoms might therefore better
be tailored to individual patients. This is mainly important since both CFS and
FMS are characterised both by nonrestorative sleep and intolerance to physical
exercise. Since the LifeLines cohort is a large population cohort study that aims
to study a wide spectrum of mental and somatic disorders, it was not feasible
to more extensively assess lifestyle factors such as physical activity and sleep in
CFS and FMS during the baseline assessment because of practical limitations.
We aim to include objectively measured lifestyle factors in CFS and FMS in future
assessment waves. Further studies will be necessary to determine the effect of
objectively measured physical activity or sleep duration, by using, for instance,
polysomnography or accelerometers. Furthermore, the association between sleep
duration and symptom severity was found to vary between different patients.
Therefore, studies that evaluate how sleep duration and physical activity are
related to symptom severity within individual patients, so called idiographic
research [45], is recommended to further study the role of sleep and physical
activity in patients with CFS and FMS.
Conclusion
This study revealed that, on average, patients with CFS and FMS sleep longer
and are less physically active than controls and that both high and low levels of
physical activity and sleep duration are associated with higher symptom severity.
Differences were found within patient groups, suggesting etiological heterogeneity
in these patients and thus the importance of patient-tailored treatment.
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ABSTRACT
Background:>ÞV ÀVv>Ì}ÕiÃÞ`Ài -®>`wLÀÞ>}>ÃÞ`Ài
(FMS) patients (35-68%) use nutritional supplements, while it is unclear whether
`iwViViÃÛÌ>Ã>`iÀ>ÃVÌÀLÕÌiÌÃÞ«ÌÃÌ iÃi«>ÌiÌÃ°
Objectives were (1) to determine vitamin and mineral status in CFS and FMS
«>ÌiÌÃ>ÃV«>Ài`Ì i>Ì ÞVÌÀÃÆÓ®ÌÛiÃÌ}>ÌiÌ i>ÃÃV>Ì
between vitamin and mineral status and clinical parameters, including symptom
ÃiÛiÀÌÞ>`µÕ>ÌÞvviÆ>`Î®Ì`iÌiÀiÌ iivviVÌvÃÕ««iiÌ>Ì
on clinical parameters.
Methods: The databases PubMed, EMBASE, Web of Knowledge, and PsycINFO
were searched for eligible studies. Articles published from January 1st 1994 for
CFS patients and 1990 for FMS patients till March 1st 2017 were included. Articles
were included if the status of one or more vitamins or minerals were reported, or
an intervention concerning vitamins or minerals was performed. Two reviewers
independently extracted data and assessed the risk of bias.
Results: A total of 5 RCTs and 40 observational studies were included in the
qualitative synthesis, of which 27 studies were included in the meta-analyses.
Circulating concentrations of vitamin E were lower in patients compared to
VÌÀÃ«i`ÃÌ>`>À`âi`i>`vviÀiVi- ®\£°xÇ]x¯ \Î°ä]ä°äxÆ
p=.042). However, this difference was not present when restricting the analyses
to the subgroup of studies with high quality scores. Poor study quality and a
substantial heterogeneity in most studies was found. No vitamins or minerals
have been repeatedly or consistently linked to clinical parameters. In addition,
RCTs testing supplements containing these vitamins and/or minerals did not
result in clinical improvements.
Discussion: Little evidence was found to support the hypothesis that vitamin
>`iÀ>`iwViViÃ«>Þ>ÀiÌ i«>Ì « ÞÃ}Þv ->`-]>`
that the use of supplements is effective in these patients.
Registration: study methods were documented in an international prospective
register of systematic reviews (PROSPERO) protocol, registration number:
CRD42015032528.
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INTRODUCTION
ÀVv>Ì}ÕiÃÞ`Ài -®>`wLÀÞ>}>ÃÞ`Ài-®>ÀiÃÞ`ÀiÃ
of unknown origin. The core symptom of CFS is profound disabling fatigue [1],
whereas FMS is characterized by chronic widespread pain [2,3]. CFS and FMS
are known for substantial clinical and diagnostic overlap, for example, chronic
pain and fatigue are common in both patient groups. The two syndromes are
vÌiVÀL`ÆÕ«Ìnä¯v -«>ÌiÌÃÀi«ÀÌi`> ÃÌÀÞvVV>
diagnosed FMS [4,5]. This has resulted in the hypothesis that these syndromes
share etiological pathways [6].
6Ì>>`iÀ>`iwViViÃ>Þ«>Þ>ÀiÌ i«>Ì « ÞÃ}ÞvLÌ 
CFS and FMS, although mechanisms behind this hypothesis are not entirely
clear [7,8]. In addition, results of studies investigating the effects of nutritional
supplementation or dietary intake on, for example, symptom severity in these
«>ÌiÌ}ÀÕ«Ã]>ÀiVyVÌ}Q£ÓR° iÛiÀÌ iiÃÃ]>>À}i«À«ÀÌv -
and FMS patients indicate they use nutritional supplements (35%-68%) [10,13-15],
compared to the Dutch general population (27-56%) [16]. The higher nutritional
supplement use among patients may be due to encouragements by specialty
stores, the internet or (complementary medicine) clinics. Vitamins and minerals in
these products are sometimes supplemented in doses high enough to cause health
problems, for example gastric discomfort, insomnia, dizziness and weakness [17].
More information is needed on the evidence for (marginal) vitamin and mineral
`iwViViÃ ->`-]>`Ì i«ÌiÌ>LiiwÌÃÌ>}ÕÌÀÌ>
supplements.

9
Recently, a review investigating hypovitaminosis D in both chronic pain and
-«>ÌiÌÃÃ Üi`Ì >ÌÌ iÃi«>ÌiÌÃÜiÀi>ÌÃ}wV>ÌÞ } iÀÀÃv
hypovitaminosis D than healthy controls [18]. Unfortunately, further reviews on
ÛÌ>>`iÀ>`iwViViÃ>} ->`-«>ÌiÌÃ>Ài>V}°7i
Ì iÀivÀiV>ÀÀi`ÕÌÌ ÃwÀÃÌÃÞÃÌi>ÌVÀiÛiÜÛÌ>>`iÀ>ÃÌ>ÌÕÃ
 ->`-°7iiÝ«Ài`Ì ivÜ}ÀiÃi>ÀV µÕiÃÌÃ\wÀÃÌ]Ü >ÌÃ
Ì iiÛ`iVivÀ`iwViViÃÛÌ>>`iÀ>ÃÌ>ÌÕÃ ->`-
patients as compared to healthy controls? Second, is vitamin and mineral status
associated with clinical parameters, including symptom severity and quality of
life, in CFS and FMS? Third, what is the evidence for an effect of vitamin and
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mineral supplementation, as compared to placebo, on clinical parameters in CFS
and FMS patients? Because it is currently unknown whether CFS and FMS result
from the same etiology, we analyzed results both for the combined and for the
separate syndromes.

METHODS
We followed the Preferred Reporting Items for Systematic Reviews and MetaAnalyses (PRISMA) guidelines (S1 Table) [19]. Prior to start of article inclusion, we
documented study methods in an international prospective register of systematic
reviews (PROSPERO) protocol, registration number: CRD42015032528, http://
ÜÜÜ°VÀ`°ÞÀ°>V°ÕÉ*,"-* ,"É`Ã«>ÞÚÀiVÀ`°>Ã«¶ r , {Óä£xäÎÓxÓn.
Data Sources and Searches
The databases PubMed, EMBASE, Web of Knowledge, and PsycINFO were
systematically searched. Articles published between January 1st 1994 and 1990,
for CFS and FMS respectively, and March 1st 2017 were included. We focused on
the most recent diagnostic guidelines, namely the International Center of Disease
Control (CDC) diagnostic criteria for CFS that was established in 1994 [1], and the
American College of Rheumatology (ACR) criteria for FMS in 1990 [2]. To retrieve
relevant articles from PubMed, we formulated a search string (S1 Appendix) that
consisted of CFS, FMS, and synonyms, vitamins, minerals, micronutrients and
synonyms, while excluding systematic reviews or animal studies. This search
string was adapted according to the thesaurus of the databases EMBASE, Web
of Knowledge, and PsycINFO. All included studies were screened for potential
ÀiviÀiViÃÌ >ÌÜiÀiÌVÕ`i`Ì iwÀÃÌÃi>ÀV ° Õ«V>ÌiÃÜiÀiÀiÛi`]
as well as studies including pediatric participants. There were no language
ÀiÃÌÀVÌÃÆVÕ`i` }Ã >ÀÌViÃÜiÀiÌÀ>Ã>Ìi`ÀiV ]Ì>>]*Ã ]
and Turkish articles) by native speakers.
Study Selection
Title and abstract were screened by two independent reviewers (M.L.J. and
°°®vÀÌ ivÜ}VÀÌiÀ>\£® -À-«>ÌiÌÃÆÓ®ÛÌ>ÀiÀ>
ÃÌ>ÌÕÃÆ>`Î®ÃÌÕ`Þ`iÃ}°-ÌÕ`iÃÜ V ÜiÀi>}ÀiiiÌÜÌ Ì ii}LÌÞ
criteria were retrieved as full text. Discrepancies between the two researchers
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were resolved by consensus, and when needed a third assessor was consulted
(J.G.M.R.). Reasons for exclusion and percentage of agreement, as Cohen’s kappa,
between the assessors were documented.
*>ÀÌV«>ÌÃvÌ iVÕ`i`ÃÌÕ`iÃ >`ÌLi>`ÕÌÃ°i°Ĉ£nÞi>ÀÃ®ÃÕvviÀ}
vÀ -À->VVÀ`}ÌÌ ivwV>`>}ÃÌVVÀÌiÀ>Q£ÎR°-ÌÕ`iÃÌ >Ì
involved patients with a combination of CFS and FMS or other comorbid medical
conditions were excluded. Furthermore, the vitamin or mineral status had to be
assessed or reported in the article, or there had to be an intervention concerning
vitamins or minerals. Patients were compared with healthy controls in observational
studies, or vitamin and mineral supplementation were compared with placebo
in intervention studies. Lastly, cross-sectional studies comparing cases and
controls, cohort studies and randomized controlled trials (RCTs) were included.
Case reports, clinical cohorts without appropriate controls (e.g. controls with
musculoskeletal pain or fatigue), (systematic) reviews, expert opinion, and other
study designs were excluded.
Data Extraction
Two reviewers (M.L.J. and I.M.) independently extracted data and assessed the
ÀÃvL>ÃvÀi>V ÃÌÕ`Þ°/ iwÀÃÌÌi>ÀÌViÃÜiÀiÃVÀiii`Ì}iÌ iÀÌ«Ì
the data extraction and risk of bias form. Reasons for exclusion and percentage
of agreement between the assessors were documented.
ÀÌ iVÕ`i`>ÀÌViÃ]Ì ivÜ}vÀ>ÌÜ>ÃiÝÌÀ>VÌi`\>iwÀÃÌ
author, publication year, type FSS, number and age of the participants, and
vitamin or mineral status. In addition, data on smoking habits or alcohol use, diet
(and assessment tool used), BMI (or waist circumference, waist-hip ratio), physical
activity (assessment tool), socioeconomic status, ethnicity, severity of illness
(assessment tool), duration of illness, co-morbidities (somatic and psychiatric),
medication use, clinical parameters including symptom severity and quality of
life, and in case of RCTs the relevant co-intervention(s) were also extracted.
Quality Assessment
To assess quality of RCTs, the Cochrane Collaboration’s tool for assessing risk
of bias was employed [20]. For observational studies, literature indicates lack
of a single methodological assessment tool [21,22]. Therefore, we adjusted a
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«ÀiÛÕÃÞ`iÛi«i`µÕ>ÌÞÌvÀLÃiÀÛ>Ì>ÃÌÕ`iÃÌ Ãwi`QÓÎR]vÀ
ÕÃiÃÌÕ`iÃÌ >ÌvVÕÃÃ«iVwV>ÞÌ i>ÃÃV>ÌLiÌÜiiÛÌ>>`
mineral status and CFS or FMS. Eight of the nine items in this original quality tool
originated from guidelines or tools for either reporting or appraising observational
ÀiÃi>ÀV QÓ{ÓÈR°/ iÃiÌiÃÜiÀi>`ÕÃÌi`ÌÌ iÃ«iVwVµÕiÃÌÛÌ>Ã
>`iÀ>Ã>`V>ÃÃwi`ÌÌ ÀiiiÞ`>Ã\>««À«À>ÌiÃiiVÌv
participants (validated disorder, representative controls, in- and exclusion criteria,
`Ãi>ÃiV >À>VÌiÀÃÌVÃ®]>««À«À>ÌiµÕ>ÌwV>ÌvÛÌ>>`iÀ>ÃÌ>ÌÕÃ
`Õ«V>ÌiµÕ>ÌwV>Ì]>««À«À>ÌiÕÌVi®]>`>««À«À>ÌiVÌÀvÀ
confounding (assessed confounders, analyses adjusted). The item: “Is the assessor
blind for disease status”, was excluded since from the original quality tool since
it is not applicable in the current review. Furthermore, we added the item “Are
methods for assessment of vitamin and mineral status clearly stated”, based on
the adapted Newcastle Ottawa scale for cross-sectional studies (S2 Appendix)
[27]. RCTs that contained relevant observational data (n=4/5), were assessed
with both the Cochrane tool and the observational studies quality tool. For
both quality tools, items were rated as (0) low risk, (1) medium risk, and (2) high
risk of bias. The maximum attainable quality score was 14 for RCTs, and 18 for
observational studies.
Data Synthesis and Analysis
7iwÀÃÌVÃÌÀÕVÌi`>ÛiÀÛiÜv>Û>>Li`>Ì>Ì i`vviÀiÌÛÌ>Ã
and minerals. Characteristics of the included studies were systematically listed
to generate a clear overview of the current literature on vitamins and minerals
 ->`-«>ÌiÌÃ°ÀÌ ÃiÛÌ>Ã>`iÀ>ÃÜÌ ÀiÌ >wÛi
studies available, we did quantitative syntheses on aggregated data. For these
syntheses, data was pooled with the random effects model of meta-analysis,
using Stata statistical software, version 14 (Statacorp LP, Texas). To allow pooling
across studies that used different outcomes of vitamin or mineral plasma or serum
levels, we calculated the standardized mean difference (SMD). For proportions
v`iwViViÃ]Ì i``ÃÀ>Ì",®Ü>ÃV>VÕ>Ìi`>`«i`°-ÕLÃiµÕiÌÞ]
the SMD and OR for each study were weighted by their inverse variance and the
corresponding 95%CI were calculated. The existence of heterogeneity among
studies was assessed by Q-tests, and the degree of the heterogeneity was
µÕ>Ìwi`LÞV>VÕ>Ì}Ì iÃµÕ>Ài`2) value. Publication bias was inspected
visually by a funnel plot, and an Egger’s test was conducted to quantify funnel
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plot asymmetry [28]. The Tweedie’s Trim and Fill test was performed as an
additional sensitivity analysis to identify and correct for funnel plot asymmetry
arising from publication bias [29]. When the Trim and Fill test was performed,
and additional studies were added to the analyses, contour-enhanced funnel
plots were used instead of regular funnel plots to examine whether asymmetry
in the funnel plots was due to publication bias [30]. Subgroup analyses were
performed including studies with more than half of the maximum study quality
ÃVÀiµÕ>ÌÞ«ÌÃ®]vÀiÌ >Ì ÀiiÃÌÕ`iÃÜÌ >ÃÕvwViÌµÕ>ÌÞÃVÀi
were available. Furthermore, vitamin and mineral status of CFS and FMS patients
were investigated separately if more than three studies were available. Findings
ÜiÀiVÃ`iÀi`ÃÌ>ÌÃÌV>ÞÃ}wV>Ìv«ä°äx°

RESULTS
Study inclusion
,iÃÕÌÃvÌ iÃÞÃÌi>ÌVÀiÛiÜ>`iÌ>>>ÞÃÃ>Ài«ÀiÃiÌi`>yÜ
diagram (Fig 1). Cohen’s kappa’s for the abstract and full text selection were
0.96 and 0.89 respectively, indicating very good consistency of agreement [31].
Out of 108 studies included for the full text review, 45 studies were included in
the current review.
Characteristics of the included studies are presented in Table 1, and results of
Ì iµÕ>ÌÞ>ÃÃiÃÃiÌ/>LiÓ°ÃÌÃÌÕ`iÃÛÛi`-«>ÌiÌÃrÎxÉ{x®Æ
4 of the 5 RCTs also contained relevant observational data. Vitamin and mineral
status was mainly assessed in plasma or serum (n=40/45). Furthermore, quality
scores revealed poor study quality (i.e. equal or less than half of the maximum
ÃÌÕ`ÞµÕ>ÌÞÃVÀi®Ì iÛ>ÃÌ>ÀÌÞvLÃiÀÛ>Ì>ÃÌÕ`iÃrÓÇÉ{{ÆÀ>}i
{£{«ÌÃ®>`, /ÃrÎÉxÆÀ>}ix£Ó«ÌÃ®°"ÞviÜLÃiÀÛ>Ì>ÃÌÕ`iÃ
`iwi`>`iÃVÀLi`>`iÝVÕÃVÀÌiÀ>vÀÌ iÛiÃÌ}>Ìi`««Õ>Ì]
including medication use, somatic morbidity, and psychiatric morbidity (n=10/44).
The CFS or FMS diagnostic criteria were often described in observational studies,
but researchers failed to state whether or not the syndromes were diagnosed by
a physician (n=40/44). Disease characteristics were frequently not fully presented
(n=15/44), or were completely absent (n=18/44) in observational studies. Almost
all observational studies did not assess vitamin or mineral in duplicate (n=38/44).
Most studies that assessed vitamin or mineral status did not clearly state the
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9

Chapter 9
methods for assessment of vitamin and mineral status (n=27/44). Furthermore, most
observational studies did not adjust their analyses for any potential confounders
(n=43/44). Lastly, most RCTs had a medium to high risk of bias for random
sequence generation (n=3/5), allocation concealment (n=3/5), blinding of outcome
>ÃÃiÃÃiÌr{Éx®]V«iÌi`>Ì>r{Éx®]ÃiiVÌÛiÀi«ÀÌ}µÕ>ÌwV>Ì
(n=3/5), and other bias (n=5/5).

Figure 1. Flow diagram.
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Material
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mineral
in months (SD)
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manganese,
phosphorus,
potassium,
selenium,
sodium, zinc

Calcium,
Serum
copper,
magnesium, zinc

Vitamin D
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Material
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years (SD)
mineral
in months (SD)
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Mean FSS severity (SD)
Type N of
Mean age in
Vitamin and/or
Study design
and/or mean duration Comparison group (n)
Material
of FSS cases
years (SD)
mineral
in months (SD)
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Type N of
Mean age in
Vitamin and/or
Study design
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-rV ÀVv>Ì}ÕiÃÞ`Ài] -rV iVÃÌ`Û`Õ>ÃÌÀi}Ì nxÈ®]+rwLÀÞ>}>«>VÌµÕiÃÌ>Àiä£ää®]+,rÀiÛÃi`wLÀÞ>}>
«>VÌµÕiÃÌ>Àiä£ää®]-rwLÀÞ>}>ÃÞ`Ài]--rvÕVÌ>Ã>ÌVÃÞ`Ài] ,rÌÀi«ÀÌi`], rÀi`L`ViÃ], /r
randomised controlled trail, VAS = visual analogue scale.
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care

Study

Table 1. Continued.

Vitamin and mineral status

199

9

Chapter 9
Table 2. Results of the quality assessment.

Total score

Analyses adjusted

Assessed confounders

Appropriate control for
confounding

Appropriate outcome

Õ«V>ÌiµÕ>ÌwV>Ì

Validated methods

#RRTQRTKCVGSWCPVKƂECVKQP

Disease characteristics

In- and exclusion criteria

Representative controls

Validated disorder

Appropriate selection of
participants

A) Quality scores observational studies.

Akkus et al, 2009 [32]

10

Al-Allaf et al, 2003 [33]

9

Bagis et al, 2013 [34]

7

Baygutalp et al, 2014 [35]

14

Bazzichi et al, 2008 [36]

10

Costa et al, 2016 [38]

6

Eisinger et al, 1997 [39]

8

Eisinger et al, 1996 [39]

7

Heidari et al, 2010 [41]

8

Jammes et al, 2011 [42]

10

Jammes et al, 2009 [43]

11

>Ã>«œÕƂÃÞiÌ>]Óä£ÈQ{{R

8

Khalifa et al, 2016 [45]

6

Kim et al, 2011 [46]

9

Kurup et al, 2003 [47]

8

La Rubia et al, 2013 [48]

9

>>wiÌ>]Óä£ÈQ{R

11

Mader et al, 2012 [50]

9

Maes et al, 2006 [51]

8

Mateos et al, 2014 [52]

7

McCully et al, 2005 [53]

4

Mechtouf et al, 1998 [54]

6

Miwa et al, 2010 [55]

9

Miwa et al, 2008 [56]

6

>âhÀœÕiÌ>]Óä£äQxÇR

9

Ng et al, 1999 [58]

6

Norregaard et al, 1994 [59]

5

Okyay et al, 2016 [60]

8
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Total score

Analyses adjusted

Assessed confounders

Appropriate control for
confounding

Appropriate outcome

Õ«V>ÌiµÕ>ÌwV>Ì

Validated methods

#RRTQRTKCVGSWCPVKƂECVKQP

Disease characteristics

In- and exclusion criteria

Representative controls

Validated disorder

Appropriate selection of
participants

Table 2. Continued.

Olama et al, 2013 [61]

11

Ortancil et al, 2010 [62]

10

Özcan et al, 2014 [63]

9

Reinhard et al, 1998 [64]

7

Rezende Pena et al, 2010 [65]

11

Rosborg et al, 2007 [66]

9

Sakarya et al, 2011 [67]

10

Samborski et al, 1997 [68]

4

Sendur et al, 2008 [69]

10

Tandeter et al, 2009 [70]

11

Türkyilmaz et al, 2010 [71]

10

Ulusoy et al, 2010 [71]

10

Vecchiet et al, 2002 [73]

10

Wepner et al, 2014 [74]

10

Witham et al, 2015 [75]

14

Yildirim et al, 2016 [76]

8
Total score mean (SD): 8.7 (2.2)

= low risk,

= medium risk,

= high risk,

According to the quality tool to assess methodological quality of vitamin and mineral studies in CFS
and FMS (S2 Appendix).
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Table 2. Continued.

Total score

Other bias

Selective reporting
µÕ>ÌwV>Ì

Incomplete data

Blinding of outcome
assessment

Blinding of participants and
personnel

Allocation concealment

Random sequence generation
Allocation concealment

B) Quality scores randomized controlled trails.

Bagis et al, 2013 [34]

5

Brouwers et al, 2002 [37]

6

>âhÀœÕiÌ>]Óä£äQxÇR

6

Wepner et al, 2014 [74]

8

Witham et al, 2015 [75]
= low risk,

12
Total score mean (SD): 10.0 (2.6)
= high risk

= medium risk,

According to the Cochrane Collaboration’s tool.

Systematic review
Studies that were not included in the meta-analyses are presented in Table 3.
Table 3. Vitamin and mineral status in the included studies.
Vitamin A
Patients

Controls

Statistically

Linked to

Study

Mean

SD

Mean

SD

UKIPKƂECPV

clinical parameter

Akkus et al,
2009 [32]

0.30 μmol/l

0.10

0.45

0.16

p<.01

NR

Eisinger et al,
1997 [39]

2.7 μmol/l

1.5

2.3

0.9

NS

NR

>âhÀœÕiÌ
al, 2010 [57]

1.5 μmol/l

0.5

2.4

0.2

p<.05

NR

Sakarya et al,
2011 [67]

1.46 mmol/l

0.47

1.25

0.26

NS

FIQ Pearson’s
correlation
EQGHƂEKGPV:
-0.083 (NS)

58 ng/ml

38.9

49.6

14.8

p<.05

NR

Vitamin B1
Mechtouf et
al, 1998 [54]
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Vitamin B12
Statistically

Linked to

Study

Mean

Patients
SD

Mean

Controls
SD

UKIPKƂECPV

clinical parameter

Ortancil et al,
2010 [62]

297.6 pg/ml

120.7

295.7

113.0

NS

NR

x

x

x

x

x

FIQ Pearson’s
correlation
EQGHƂEKGPV:
-0.115 (NS)

Al-Allaf et al,
2003 [33]

<20nmol/l (n
(%)):

18 (45)

n (%):

7
p<0.015
(18.9%)

NR

Baygutalp et
al, 2014 [35]

x

x

x

x

x

FIQ Spearman
correlation: 0.231
(NS)

>Ã>«œÕ
Aksoy et al,
2016 [44]

x

x

x

x

x

<30 ng/ml vs >30
ng/ml in FMS:
VAS pain: 8.4 (1.6)
vs 6.7 (2.0) p=.002
FIQ: 65.4 (12.0) vs
57.2 (16.1) p=.088

>>wiÌ>]
2016 [49]

x

x

x

x

x

FIQR Spearman
correlation: -0.093
(NS)
Number of tender
points: -0.194 (NS)
VAS pain: -0.097
(NS)

Okyay et al,
2016 [60]

x

x

x

x

x

<20 ngl/ml vs 20-30
vs >30 ng/ml in
FMS:
FIQ: 56.6 (8.9) vs
48.8 (2.8) vs 41.4
(8.2) p=.000
VAS pain: 7.4 (1.4)
vs 6.4 (0.5) vs 5.1
(1.0) p=.000

Vitamin C
Sakarya et al,
2011 [67]

Vitamin D

FIQ Spearman
correlation: -0.621
(p=.000)
VAS pain Spearman
correlation: -0.578
(p=.000)
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Table 3. Continued.
Vitamin D
Patients

Statistically

Linked to

SD

Mean

SD

UKIPKƂECPV

clinical parameter

Rezende Pena x
et al, 2010 [65]

x

x

x

x

Number of tender
points Pearson’s
correlation
EQGHƂEKGPV: -0.160
(NS)
VAS pain: -0.196
(NS)

Ulusoy et al,
2010 [72]

<20ng/l (n
(%)):

26 (86.7)

n (%):

29
(96.7)

NS

FIQ Pearson’s
correlation
EQGHƂEKGPV: 0.071
(NS)

Wepner et al,
2014 [74]

19.94 ng/ml

6.066

NR

NR

NR

NR

Witham et al,
2015 [75]

44 and 48
nmol/l

15 and 20 NR

NR

NR

Piper fatigue scale:
no improvement
after vitamin D3
treatment

Yildirim et al,
2016 [76]

x

x

x

x

x

FIQ Pearson’s
correlation
EQGHƂEKGPVr=0.112
(NS)
VAS pain: r=0.104
(NS)

Kurup et al,
2003 [47]

5.22 μg/ml
RBC

0.31

5.25

0.33

NS

NR

Miwa et al,
2010 [55]

2.81 mg/g
lipids

0.73

3.88

0.65

p<.001

NR

Miwa et al,
2008 [56]

3.03 mg/g
lipids

0.72

3.78

0.66

p<.001

NR

Sakarya et al,
2011 [67]

x

x

x

x

x

FIQ Pearson’s
correlation
EQGHƂEKGPVä°£Ç£
(NS)

1.0

18.0

1.5

p<.001

Linear regression
analyses fatigue
versus vitamin E in
plasma:
Y=56.674-0.4467X
r=-0.6098 (p <
0.004)

Study

Mean

Controls

Vitamin E

Vecchiet et al, 9.5 μmol/mg
2002 [73]
LDL
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Table 3. Continued.
Calcium
Statistically

Linked to

Study

Mean

Patients
SD

Mean

Controls
SD

UKIPKƂECPV

clinical parameter

Bazzichi et al,
2008 [36]

231.0 nM
platelet

13.75
(SEM)

198.3

10.40

NS

NR

Kim et al, 2011 775 μg/g
[46]

439-1,366 1,093
(95%CI)

5912,020

p=.001

NR

Ng et al, 1999 2288.4 μg/g
[58]
hair

1486.2

645.7

p=.025

NR

39.758.5
<29 519

NS

NR

14.35

p<.05

NR

846.3

Rosborg et al, 49 mg/l
28.5-62.2 48.0
2007 [66]
(median whole <29 – 258 74.5
blood)
(range)
72.8 mg/l
(median urine)
Copper
Khalifa et al,
2016 [45]

145.8 μg/dl

17.34

116.50

Kim et al, 2011 28.3 μg/g
[46]

11.8-68.1 40.2
(95%CI)

16.1100.0

p=.029

NR

La Rubia et al, 105.99 mg/dl
2013 [48]

17.03

9.20

p<.001

NR

6901475
8.692.2

p=.002
NS

NR

83.55

Rosborg et al, 971 μg/l
620-1740 855
2007 [66]
(median whole 6.7-186
34.7
blood)
(range)
28.1 μg/l
(median urine)
Ferritin
Kim et al, 2011 5.90 μg/g
[46]

4.21-8.26 7.10
(95%CI)

4.7310.66

p=.007

NR

La Rubia et al, 52.33 g/dl
2013 [48]

15.07

57.42

17.01

NS

NR

Mader et al,
2012 [50]

63.68 ng/ml
ćÎä}É
(%):
23 (27.4)

49.72

53.70
46.24
n (%): 38
(43.7)

p=.18
p<.04

FIQ Spearman
correlation: NS

Ortancil et al,
2010 [62]

27.3 ng/ml
<50 ng/mL n
(%):
40 (87.0)

20.9

43.8
30.8
n (%): 26
(56.5)

p=.035
p=.001

FIQ Spearman
correlation: NS

245-585
(range)

400

273465

p=.046

NR

3.1

8.9

2.5

NS

NR

Rosborg et al, 422 mg/l
2007 [66]
(median)

9

Folic acid
Ortancil et al,
2010 [62]

9.2 ng/ml
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Table 3. Continued.
Iodine
Patients

Statistically

Linked to

SD

Mean

SD

UKIPKƂECPV

clinical parameter

<6501900
<1305395
(range)

<650
2000

<650693
<13012145

NS
p=.001

NR

La Rubia et al, 81.82 mg/dl
2013 [48]

34.64

83

30.07

NS

NR

Mader et al,
2012 [50]

32.75

75.31

29.13

NS

FIQ Spearman
correlation: NS

Study

Mean

Rosborg et al, <650 μg/l
2007 [66]
(median whole
blood)
788 μg/l
(median urine)

Controls

Iron

82.32 μg/dl

Magnesium
Bagis et al,
2013 [34]

Erythrocyte:
0.41/0.47/ 3.22
2.27/2.70/2.91 0.42
mmol/l
mmol/l

0.36

p<.001

FIQ Pearson’s
correlation serum
Mg:
-0.426 (p<.001)
Erythrocyte Mg:
-0.309 (p=.013)

Bazzichi et al,
2008 [36]

1.30 mM
platelet

0.079
(SEM)

1.07

0.056

p=.02

NR

Eisinger et al,
1997 [39]

2.36 mmol/l
erythrocyte

0.24

2.39

0.24

NS

NR

Eisinger et al,
1996 [40]

4.9 fmol/cell
lencocyte

1.7

3.9

1.3

NS

NR

Kim et al, 2011 52 μg/g
[46]

25-107
(95%CI)

72

36-147 p=.008

NR

McCully et al,
2005 [53]

0.07

0.36

0.06

p<.01

NR

Ng et al, 1999 84.7 μg/g hair 73.3
[58]

46.8

28.9

p=.05

NR

Rosborg et al, 28.6 mg/l
24.5-37.8 28.2
2007 [66]
(median whole <25-189 60.5
blood)
(range)
47.1 mg/l
(median urine)

23.237.2
<25171

NS

NR

Sakarya et al,
2011 [67]

x

x

x

x

x

FIQ Pearson’s
correlation
EQGHƂEKGPV:
0.014 (NS)

Sendur et al,
2008 [69]

x

x

x

x

x

FIQ Pearson’s
correlation
EQGHƂEKGPV:
-0.040 (NS)

80-260
(95%CI)

190

80-480 p=.029

0.47 mM
muscle

Manganese
Kim et al, 2011 140 ng/g
[46]
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Molybdenum
Patients
Study

Mean

Rosborg et al, 0.6 μg/l
2007 [66]
(median)

Controls
SD

Mean

SD

Statistically

Linked to

UKIPKƂECPV

clinical parameter

<0.25-4.4 0.6
(range)

<0.25- NS
5.7

NR

116-183
(95%CI)

143

116-176 NS

NR

Phosphorus
Kim et al, 2011 146 μg/g
[46]
>>wiÌ>]
2016 [49]

3.6 mg/dl

0.47

3.66

0.54

NS

NR

Olama et al,
2013 [61]

3.55 mg/dl

0.12

3.6

0.16

NS

NR

Türkyilmaz et
al, 2010 [71]

3.2 mg/dl

0.4

3.3

0.5

NS

NR

Ulusoy et al,
2010 [72]

3.54 mg/dl

0.56

3.57

0.46

NS

NR

51.3
48.2

3.6
7.6

NS

NR

0.12

3.99

0.08

NS

NR

Kim et al, 2011 75 μg/g
[46]

25-219
(95%CI)

56

23-138 NS

NR

Norregaard et 3.25 mmol/l
al, 1994 [59]
(median)

NR

3.9

NR

NS

NR

3785200

p=.013

NR

Polynutrient supplement
Brouwers et al, Baseline CIS: 4.2
2002 [37]
51.4
7.4
Follow up CIS:
48.6
Potassium
Jammes et al,
2011 [42]

3.92 mmol/l

Rosborg et al, 926 mg/l
205-3300 1410
2007 [66]
(median urine) (range)
Selenium
Eisinger et al,
1997 [39]

83 ng/ml

17

87

12

NS

NR

Kim et al, 2011 75 μg/g
[46]

25-219
(95%CI)

56

23-138 NS

NR

Reinhard et al, Median: 70.8
1998 [64]
μg/l

67.7-75.3
(95%CI)

76.8

73.481.6

p<.05

NR

Rosborg et al, 117 μg/l
77.6-207
2007 [66]
(median whole 5.5-55.7
blood)
(range)
18.4 μg/l
(median urine)

105
23.5

66.4137
2.352.2

p=.015
NS

NR

Sendur et al,
2008 [69]

38.7

13.9

NS

FIQ Pearson’s
correlation
EQGHƂEKGPV:
0.011 (NS)

44.4 μg/dl

12.1

9
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Sodium
Statistically

Linked to

Study

Mean

Patients
SD

Mean

SD

UKIPKƂECPV

clinical parameter

Jammes et al,
2011 [42]

138 mmol/l

0.5

140

0.4

NS

NR

31-195
(95%CI)

72

27-195

NS

NR

1700

5104790

NS

NR

Kim et al, 2011 78 μg/g
[46]

Controls

Rosborg et al, 1560 mg/l
90.82007 [66]
(median urine) 3705
(range)
Zinc
Eisinger et al,
1997 [39]

16.9 mmol/l

1.8

16.1

1.9

NS

NR

Khalifa et al,
2016 [45]

75.87 μg/dL

5.5

93.21

11.94

p<.05

NR

Kim et al, 2011 167 μg/g
[46]

120-232
(95%CI)

165

125217

NS

NR

La Rubia et al, 66.48 ng/ml
2013 [48]

18.82

106.8

22.41

p<.001

PCS-12 Pearson’s
correlation
EQGHƂEKGPV0.402
(p=.017)

Maes et al,
2006 [51]

NR

87

NR

p=.0001

Fibrofatigue
scale Pearson’s
correlation
EQGHƂEKGPV-0.039
(NS)

73.5 mg/dl

Rosborg et al, 6000 μg/l
2007 [66]
(median whole
blood)
294 μg/l
(median urine)

37205450
9400
290
35.8-1230
(range)

39007300
35.066.5

p=.026
NS

NR

Sendur et al,
2008 [69]

24.7

31

p=.001

FIQ Pearson’s
correlation
EQGHƂEKGPV:
-0.106 (NS)

102.8 μg/dl

77.2

rVw`iViÌiÀÛ>] -rV iVÃÌ`Û`Õ>ÃÌÀi}Ì ]+rwLÀÞ>}>«>VÌ
µÕiÃÌ>Ài]+,rÀiÛÃi`wLÀÞ>}>«>VÌµÕiÃÌ>Ài] ,rÌÀi«ÀÌi`]
-rÌÃ}wV>Ì]* -r« ÞÃV>V«iÌÃÕ>ÀÞ]- rÃÌ>`>À``iÛ>Ì]
VAS = visual analogue scale, x = reported in meta-analyses.

Interventions
Ûi, /ÃÜiÀiVÕ`i`°/ iwÀÃÌ, /`iÌiÀi`Ì iivviVÌv>}iÃÕ
citrate treatment in combination with amitriptyline versus amitriptyline only, on
FMS symptoms, over a period of 8 weeks [34]. They found that amitriptyline and
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magnesium supplementation was more effective on all measured outcomes than
amitriptyline alone. The second RCT investigated the effect of a polynutrient
supplement (containing several vitamins (including A, B, C, D, E), minerals (including
calcium, magnesium) and (co)enzymes), on fatigue and physical activity of patients
ÜÌ  -]ÛiÀ>«iÀ`v£äÜiiÃQÎÇR°/ iÞvÕ`Ã}wV>Ì`vviÀiVi
between the placebo and treatment group on any of the outcome measures. A
third RCT examined vitamin C and E treatment combined with exercise versus
exercise only, in FMS patients, over a period of 12 weeks [57]. Although both
ÌiÀÛiÌÃi>`ÌÃ}wV>ÌÞ } iÀÛÌ>Ƃ] ]>` ÃiÀÕiÛiÃ]Ì i-
symptoms did not improve in both groups. Furthermore, the most recent RCT
investigated the effect of vitamin D, on symptoms in CFS patients, over a period
vÈÌ ÃQÇxR° iÃ«Ìi>ÃÌ>ÌÃÌV>ÞÃ}wV>ÌVÀi>ÃiÛÌ> ]Ì iÞvÕ`
no evidence of improvement in symptoms of fatigue or depression. Lastly, in the
wvÌ , /]V iV>VviÀÜ>Ã>`ÃÌiÀi`vÀÓäÜiiÃ-«>ÌiÌÃ]ÜÌ 
Ì i`Ã>}i`i«i`}«>ÌiÌÃV>Vvi`iÛiÃQÇ{R°ƂÃ}wV>ÌÌÀi>ÌiÌ
effect on intensity of pain was found in the treatment group versus placebo. No
changes in somatization, depression and anxiety, physical and mental health, and
FMS symptom severity were observed in both the treatment and placebo group.
Clinical parameters
All studies investigating vitamin A (n=1) [67], vitamin C (n=1) [67], ferritin (n=2)
Qxä]ÈÓR]Àr£®QxäR]>`ÃiiÕr£®QÈR]vÕ`Ã}wV>Ì>ÃÃV>ÌÃ
between vitamin and mineral status and clinical parameters in FMS patients (Table
Î®°ÃÌÃÌÕ`iÃÛiÃÌ}>Ì}ÛÌ> rÈ®vÕ`Ã}wV>Ì>ÃÃV>ÌÃ
between vitamin D and clinical parameters in CFS [75] and FMS [35,49,65,72,76]
«>ÌiÌÃ°ÜiÛiÀ]ÌÜÃÌÕ`iÃvÕ`Ã}wV>ÌÞ } iÀ6Ƃ-ÃVÀivÀ«>
patients with vitamin D levels <30 ng/ml compared to FMS patients with vitamin
iÛiÃvÎä}ÉQ{{]ÈäR°-}wV>Ìi}>ÌÛi>ÃÃV>ÌÃÜiÀivÕ`vÀ
vitamin E in plasma and fatigue in CFS patients (n=1/2) [73], and serum and
iÀÞÌ ÀVÞÌi>}iÃÕ>`wLÀÞ>}>ÃÞ«ÌÃr£ÉÎ®QÎ{R°ƂÃ}wV>Ì
«ÃÌÛi>ÃÃV>ÌÜ>ÃvÕ`vÀÃiÀÕâV>`Ã>ÌVÃÞ«ÌÃwLÀÞ>}>
patients (n=1/3) [48].
Vitamin and mineral status
All studies that investigated vitamin B12 (n=1) [62], folic acid (n=1) [62], iron (n=2)
[48,50], molybdenum (n=1) [66], phosphorus (n=4) [46,49,61,71,72] sodium (n=3)
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[42,46,66], and iodine (n=1) [66], and the majority of studies that investigated
potassium (n=3/4) [42,46,59], and selenium status (n=4/5) [39,46,66,69] found
ÃÌ>ÌÃÌV>ÞÃ}wV>Ì`vviÀiViLiÌÜii«>ÌiÌÃ>`VÌÀÃ/>LiÎ®°
In contrast, all studies that investigated vitamin B1 (n=1/1) [54], and manganese
(n=1/1) [46], and the majority of studies that investigated vitamin A (n=2/4) [39,67],
vÕ`ÃÌ>ÌÃÌV>ÞÃ}wV>ÌÜiÀÃiÀÕÛ>ÕiÃ«>ÌiÌÃÛiÀÃÕÃVÌÀÃ°/ i
majority of the studies that were not suitable for inclusion in the meta-analyses
Ài«ÀÌi`Ã}wV>ÌÞÜiÀÛÌ> «>ÌiÌÃÛiÀÃÕÃVÌÀÃrÎÉ{®Qxx]xÈ]ÇÎR°
-Ì>ÌÃÌV>ÞÃ}wV>ÌÀiÃÕÌÃÜiÀivÕ`Ì i>ÀÌÞvÌ iVÕ`i`ÃÌÕ`iÃ
investigating copper (n=3/4) [46,48,66], ferritin (n=4/5) [46,50,62,66], and zinc
(n=5/7) status [48,51,66,69]. However, the direction of the differences was equivocal
for all three minerals: levels of copper were higher among patients in 3 studies
and lower in 1, levels ferritin were higher among patients in 2 studies and lower
in 2, and levels of zinc were lower in 3 studies and higher in 2.
Meta-analysis
6Ì> ]ÛÌ> ]ÛÌ> `iwViVÞÓä}É®]ÛÌ> }Ó®]>`Ì i
iÀ>ÃV>VÕ]>`>}iÃÕÃÌ>ÌÕÃ]>`ÜiÀiÀi«ÀÌi`ÀiÌ >wÛi
studies and were therefore investigated using meta-analysis (Fig 3). Meta-analysis
revealed that circulating concentrations of vitamin E were lower in patients
V«>Ài`ÌVÌÀÃ«>ÌiÌÃr£ÈÓ]VÌÀÃr£{äÆ«i`- \£°xÇ]x¯ \
Î°ä]ä°äxÆ«r°ä{Ó®° `vviÀiViÃÜiÀivÕ`«>ÌiÌÃV«>Ài`ÌVÌÀÃ
VÀVÕ>Ì}VViÌÀ>ÌÃvÛÌ> «>ÌiÌÃr£Ó{]VÌÀÃr£ÎÓÆ«i`
- \ä°xx]x¯ \£°În]ä°ÓnÆ«r°£®]ÛÌ> «>ÌiÌÃrnÇ£]VÌÀÃr£äÎÆ
«i`- \ä°£Ç]x¯ \ä°{£]ä°äÈÆ«r°£x®]>`ÛÌ> `iwViVÞ«>ÌiÌÃ
r{Îx]VÌÀÃrÈä{Æ«i`",\ä°ÓÎ]x¯ \ä°x{]ä°Æ«r°£Ç®°/ iÀiÜiÀi
no differences between patients and controls in circulating concentrations of the
iÀ>ÃV>VÕ«>ÌiÌÃrÈÓä]VÌÀÃrx£nÆ«i`- \ä°£x]x¯ \
ä°xä]ä°£Æ«r°În®]>`>}iÃÕ«>ÌiÌÃrÓ£n]VÌÀÃr£{nÆ«i`- \
ä°x]x¯ \£°ÎÎ]ä°£xÆ«r°£Ó®°Ƃ>>ÞÃiÃÀiÛi>i`ÃÕLÃÌ>Ì>ÌVÃ`iÀ>Li
heterogeneity in the effect sizes, as can be found in Fig 2.
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Figure 2. Forest plots of studies investigating vitamins.
Ƃ®6Ì> Æ ®6Ì> Æ ®6Ì> `iwViVÞÓä}É®Æ ®6Ì> °
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Figure 3.ÀiÃÌ«ÌÃvÃÌÕ`iÃÛiÃÌ}>Ì}iÀ>Ã°Ƃ® >VÕÆ ®>}iÃÕ°

Subgroup analyses
Subgroup analyses were performed including studies with more than half the
maximum study quality score (>9 quality points), if more than three studies with
>ÃÕvwViÌµÕ>ÌÞÃVÀiÜiÀi>Û>>Li°/ i>``Ì>>>ÞÃÃÜ>ÃÌ«ÃÃLi
for magnesium, since only two studies achieved more than half of the maximum
quality score. No differences in circulating concentrations of vitamin C (patients
rÎ]VÌÀÃr£äÓ]«i`- \ä°Çn]x \£°x]ä°ÎÆ«r°£®QÎÓ]{Ó]{Î]ÈÇR]
ÛÌ> «>ÌiÌÃrÎxn]VÌÀÃrÎÇÈ]«i`- \ä°äÇ]x¯ \ä°{{]ä°ÎäÆ
«r°Ç£®QÎx]{]È£]Èx]ÇäÇÓR]ÛÌ> `iwViVÞ«>ÌiÌÃr£Ó£]VÌÀÃr£ÎäÆ
«i`",\ä°£Ó]x¯ \£°Ó{]£°ä£Æ«r°n{®Q{]È£]Èx]ÇäR]>`V>VÕr«>ÌiÌÃ
r£n{]VÌÀÃr£ÇnÆ«i`- \ä°£nx¯ \ä°£n]ä°x{Æ«r°Î{®Q{]È£]Ç£]ÇÓR
ÜiÀivÕ`°/ iÃ}wV>Ì`vviÀiViVÀVÕ>Ì}VViÌÀ>ÌÃvÛÌ> 
between patients and controls disappeared when studies with low quality score
were excluded (patients n=91, controls n=90, pooled SMD: -1.86, 95%CI:-4.28,
ä°xÈÆ«r°£Î®QÎÓ]ÈÇ]ÇÎR°
Subgroup analyses were performed separately for the syndromes, when more
than three studies were available per syndrome. Since vitamin D, vitamin D
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`iwViVÞ>`V>VÕÜiÀiÞ`iÌiÀi`-«>ÌiÌÃ]>``Ì>ÃÕL}ÀÕ«
analyses were possible for vitamin C, vitamin E and magnesium. No statistically
Ã}wV>Ì`vviÀiViLiÌÜii«>ÌiÌÃ>`VÌÀÃÜ>ÃvÕ`Ì iÌ ÀiiÃÌÕ`iÃ
investigating circulating concentrations of vitamin C in FMS patients (patients
r£ä£]VÌÀÃr£ääÆ«i`- \ä°£{]x¯ \ä°£È]ä°{{Æ«r°ÎÓ®°ÜiÛiÀ]
the heterogeneity was substantially lower (I2=13.3% versus 88.5% in the overall
analysis including CFS patients), indicating a high consistency of studies’ results.
/ iÃ}wV>Ì`vviÀiViVÀVÕ>Ì}VViÌÀ>ÌÃvÛÌ> LiÌÜii
patients and controls disappeared when the single CFS study was excluded
«>ÌiÌÃr£{£]VÌÀÃr£ÓäÆ«i`- \ä°x]x¯ \Ó°{£]ä°xäÆ«r°Óä°
>ÃÌÞ]VÃ`iÀ>Li`vviÀiViÃÜiÀivÕ`>>ÞÃiÃvÌ iwÛiÃÌÕ`iÃ
investigating circulating concentrations of magnesium in FMS patients (patients
rÓäÎ]VÌÀÃr£ÎÎÆ«i`- \ä°x£]x¯ \£°Î{]ä°ÎÓÆ«r°ÓÎ®°
Publication bias
Finally, we tested whether publication bias could have affected the results.
Corresponding funnel plots can be found in Fig 4. Egger’s test showed that there
Ü>ÃÃ}wV>ÌvÕi«Ì>ÃÞiÌÀÞÛÌ> «r°äÎ®]ÜÌ Ã}wV>Ì
asymmetry among the other analyses. Trimming was performed in the calcium
studies using the Trim and Fill test, and the contour-enhanced funnel plot revealed
ÌÜ>``i`ÃÌÕ`iÃÌ iÃÌ>ÌÃÌV>ÞÃ}wV>Ì>Ài>Ã° ÃÌÕ`iÃÜiÀiÌÀi`
Àwi`>}Ì iÛÌ> ]ÛÌ> ]ÛÌ> `iwViVÞ]ÛÌ> ]>`
magnesium studies, indicating absence of substantial publication bias.
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Figure 4.Õi«ÌÃ°Ƃ®6Ì> Æ ®6Ì> Æ ®6Ì> `iwViVÞÓä}É®Æ
 ®6Ì> Æ ® >VÕÆ®>}iÃÕ°

DISCUSSION
We found little evidence to support our hypothesis that vitamin and mineral
`iwViViÃ«>Þ>ÀiÌ i«>Ì « ÞÃ}ÞvLÌ  ->`-]ÀÌ >ÌÌ i
use of nutritional supplements is effective in these patients. Poor study quality
>`VÃ`iÀ>Li iÌiÀ}iiÌÞÃÌÃÌÕ`iÃÜ>ÃvÕ`]Ü V >iÃÌ`vwVÕÌ
ÌÀi>V >w>VVÕÃ° ÃÃÌiÌÃ}wV>ÌÜiÀVÀVÕ>Ì}VViÌÀ>ÌÃ
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were found repeatedly and in the majority of studies for vitamin A and vitamin E
«>ÌiÌÃV«>Ài`ÌVÌÀÃ°ÜiÛiÀ]Ì iÃ}wV>Ì`vviÀiViVÀVÕ>Ì}
concentrations of vitamin E between patients and controls disappeared when
excluding low quality studies. None of these or other vitamins and minerals have
been repeatedly or consistently linked to clinical parameters. In addition, RCTs
testing supplements containing these vitamins and/or minerals did not result in
clinical improvements.
/ ÃÀiÛiÜ >ÃÃiÛiÀ>ÃÌÀi}Ì Ã°ÀÃÌ]Ì ÃÃÌ iwÀÃÌÀiÛiÜvVÕÃ}ÛÌ>
>`iÀ>`iwViViÃ>} ->`-«>ÌiÌÃ°7iÜiÀi>LiÌ}Ûi
a clear overview of the current knowledge existing in literature. Second, we
included only studies that examined CFS and FMS patients according to the
vwV>`>}ÃÌVVÀÌiÀ>°7iÌ iÀivÀi >ÛiVÕ`i`Ài>ÌÛiÞ }iiÕÃ
}ÀÕ«Ãv«>ÌiÌÃ°/ À`]LiV>ÕÃiÜi`iwi`ÃÌÀVÌ>`iÝVÕÃVÀÌiÀ>]
i°}°«>ÌiÌÃÃ Õ`iiÌÌ ivwV>`>}ÃÌVVÀÌiÀ>]ÀVV>V ÀÌÃ
ÕÃÌ >Ûi>>««À«À>ÌiVÌÀ}ÀÕ«]«ÀµÕ>ÌÞÃÌÕ`iÃÜiÀiwÌiÀi`ÕÌ°
Nevertheless, the vast majority of the included studies scored a quality score
below a reasonable study quality. Fourth, enough studies that investigated similar
vitamins or minerals were available, which made it possible to conduct six metaanalyses. Lastly, we had no language restrictions for the included abstracts or
full text articles, which enabled us to include all relevant articles.
We must acknowledge that this study also has its limitations, which are mostly
due to limitations in original studies on which this review was based. First, most
studies were observational in nature. In general, observational studies have a
lower validity than RCTs, and they are more susceptible to bias (e.g. selection and
information bias) and confounding factors. Potential confounders were assessed in
about half of the studies, but almost no studies adjusted their analyses for potential
confounders. Consequently, the results of the current review may be affected
by the methodological weaknesses that are accompanied by the observational
study designs. Second, quality assessment revealed a poor study quality in the
majority of studies. This demonstrates that substantial improvements can be made
ÌiÀÃvÃÌÕ`ÞµÕ>ÌÞ]iÃ«iV>ÞÃ«iVwV>Ìv>`iÝVÕÃVÀÌiÀ>]
presenting disease characteristics of the participants, making use of validated
methods to assess vitamin and mineral status, to perform the vitamin and mineral
assessments in duplicate, and, as mentioned earlier, to adjust analyses for potential
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confounders. Furthermore, a quality issue in research on CFS and FMS patients
is that of careful selection of control groups. Our quality assessment showed that
many included studies fell short because of the selection of the controls, which
could result in inaccurate study results. Third, a problem that affects the validity
of meta-analyses is the presence of publication bias. Funnel plots indicated the
absence of publication bias in the majority of the meta-analyses. Trimming was
performed among the calcium studies, and two “missing” studies were added,
Ü iÃ}wV>ÌvÕi«Ì>ÃÞiÌÀÞÜ>Ã«ÀiÃiÌ°ÜiÛiÀ]ÌÀ}Ü>Ã
«iÀvÀi`Ì iÃÌ>ÌÃÌV>ÞÃ}wV>Ì>Ài>Ã]Ü V >À}ÕiÃ>}>ÃÌÌ i«ÀiÃiVi
of publication bias. Although Egger’s test is preferred for more than 10 studies,
ÌÀiÛi>i`Ã}wV>ÌvÕi«Ì>ÃÞiÌÀÞÛÌ> ]Ü iÌÀ}Ü>Ã
«iÀvÀi`°ÌÃÌ iÀivÀi«ÃÃLiÌ >ÌÌ iÃ}wV>ÌÕÌViÃvÛÌ> 
«>ÌiÌÃ>ÀiyÕiVi`LÞ«ÕLV>ÌL>Ã°>ÃÌÞ]>ÃÕLÃÌ>Ì>ÌVÃ`iÀ>Li
iÌiÀ}iiÌÞÃÌÃÌÕ`iÃÜ>ÃvÕ`]Ü V >iÃÌ`vwVÕÌÌÀi>V >w>
conclusion about vitamin status in CFS and FMS patients.
This review reveals that very few RCTs have investigated the effect of vitamin and
mineral supplementation versus placebo in CFS and FMS patients. Most published
RCTs found no treatment effect of vitamin and mineral supplementation on clinical
«>À>iÌiÀÃ°-]Ì iiÛ`iVivÀLiiwV>ivviVÌÃvÃÕ««iiÌ>Ì -
and FMS patients is not proportional to the large quantity of supplements that
are used by these patients. Nevertheless, the industry of vitamin and minerals
supplements is increasing, for example, Americans spend an estimated $36.7
billion each year on supplements [77]. This is important information, since the
vitamins and minerals in these products are sometimes supplemented in doses
high enough to cause side effects, for example gastric discomfort, insomnia,
dizziness or weakness [17]. The vast majority of available studies concerned FMS
patients. Several FMS studies investigated vitamin D, whereas most CFS studies
have focused on vitamin E. Only one CFS study that investigated vitamin E was
ÃÕÌ>LivÀVÕÃÌ iiÌ>>>ÞÃÃ°ÌÃÀi>À>LiÌ >ÌÌ iÃ}wV>Ì
difference of vitamin E between patients and controls disappeared when the
single CFS study was excluded in the sensitivity analysis, while the studies that
ÜiÀiÌÃÕÌ>LivÀVÕÃÌ iiÌ>>>ÞÃÃÀi«ÀÌi`Ã}wV>ÌÜiÀ
vitamin E concentrations in particularly CFS patients versus controls. Further
research is needed to determine whether this may indicate that vitamin E levels
are lower in CFS patients, but not in FMS patients. This systematic review and
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meta-analysis provides no further insights in whether the remaining vitamins and
minerals differ between these two medical conditions.
We conclude that there is little evidence to support the hypothesis that vitamin
>`iÀ>`iwViViÃ«>Þ>ÀiÌ i«>Ì « ÞÃ}ÞvLÌ  ->`-°
Furthermore, the current literature on vitamins and minerals in CFS and FMS is
of poor quality and stresses the need for well-performed intervention research,
and large population-based and age-matched prospective studies in CFS and
FMS, in order to gain more insight in the role of vitamins and minerals in the
pathophysiology of CFS and FMS. According to our results, potential vitamins
and minerals that should be further examined include vitamin A and vitamin E.
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SUPPORTING INFORMATION
S1 Table. PRISMA Checklist.

Section/topic

Reported
on page
#

#

Checklist item

1

Identify the report as a systematic review, metaanalysis, or both.

1

2

Provide a structured summary including, as
>««V>Li\L>V}ÀÕ`ÆLiVÌÛiÃÆ`>Ì>
ÃÕÀViÃÆÃÌÕ`Þi}LÌÞVÀÌiÀ>]«>ÀÌV«>ÌÃ]
>`ÌiÀÛiÌÃÆÃÌÕ`Þ>««À>Ã>>`ÃÞÌ iÃÃ
iÌ `ÃÆÀiÃÕÌÃÆÌ>ÌÃÆVVÕÃÃ>`
«V>ÌÃviÞw`}ÃÆÃÞÃÌi>ÌVÀiÛiÜ
registration number.

2

Rationale

3

Describe the rationale for the review in the
context of what is already known.

4

Objectives

4

Provide an explicit statement of questions
being addressed with reference to participants,
interventions, comparisons, outcomes, and study
design (PICOS).

5

5

Indicate if a review protocol exists, if and where
it can be accessed (e.g., Web address), and,
if available, provide registration information
including registration number.

6

TITLE
Title
ABSTRACT
Structured
summary

INTRODUCTION

METHODS
Protocol and
registration

9

Eligibility criteria 6

Specify study characteristics (e.g., PICOS, length 6, 7
of follow-up) and report characteristics (e.g., years
considered, language, publication status) used as
criteria for eligibility, giving rationale.

Information
sources

7

6
Describe all information sources (e.g., databases
with dates of coverage, contact with study authors
to identify additional studies) in the search and
date last searched.

Search

8

Present full electronic search strategy for at least S1
one database, including any limits used, such that Appendix
it could be repeated.
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Study selection

9

State the process for selecting studies (i.e.,
screening, eligibility, included in systematic
review, and, if applicable, included in the metaanalysis).

7

Data collection
process

10

Describe method of data extraction from reports
(e.g., piloted forms, independently, in duplicate)
>`>Þ«ÀViÃÃiÃvÀLÌ>}>`VwÀ}
data from investigators.

7, 8

Data items

11

ÃÌ>``iwi>Û>À>LiÃvÀÜ V `>Ì>ÜiÀi
sought (e.g., PICOS, funding sources) and any
>ÃÃÕ«ÌÃ>`Ã«wV>ÌÃ>`i°

8, 9

Risk of bias in
12
individual studies

Describe methods used for assessing risk of bias
v`Û`Õ>ÃÌÕ`iÃVÕ`}Ã«iVwV>Ìv
whether this was done at the study or outcome
level), and how this information is to be used in
any data synthesis.

8, 9

Summary
measures

13

State the principal summary measures (e.g., risk
ratio, difference in means).

9, 10

Synthesis of
results

14

Describe the methods of handling data and
combining results of studies, if done, including
measures of consistency (e.g., I2) for each metaanalysis.

9, 10

Risk of bias
across studies

15

Specify any assessment of risk of bias that may
affect the cumulative evidence (e.g., publication
bias, selective reporting within studies).

8, 9, 10

Additional
analyses

16

Describe methods of additional analyses
(e.g., sensitivity or subgroup analyses, metaregression), if done, indicating which were preÃ«iVwi`°

9, 10

Study selection

17

Give numbers of studies screened, assessed for
Figure 1
eligibility, and included in the review, with reasons
vÀiÝVÕÃÃ>Ìi>V ÃÌ>}i]`i>ÞÜÌ >yÜ
diagram.

Study
characteristics

18

For each study, present characteristics for which
data were extracted (e.g., study size, PICOS,
follow-up period) and provide the citations.

Risk of bias
within studies

19

Present data on risk of bias of each study and, if
Table 2
available, any outcome level assessment (see item
12).

RESULTS
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Results of
20
individual studies

À>ÕÌViÃVÃ`iÀi`LiiwÌÃÀ >ÀÃ®] Table 3,
present, for each study: (a) simple summary data Figure
for each intervention group (b) effect estimates
2, 3
>`Vw`iViÌiÀÛ>Ã]`i>ÞÜÌ >vÀiÃÌ«Ì°

Synthesis of
results

21

Present results of each meta-analysis done,
VÕ`}Vw`iViÌiÀÛ>Ã>`i>ÃÕÀiÃv
consistency.

28-30, Fig
2+3

Risk of bias
across studies

22

Present results of any assessment of risk of bias
across studies (see Item 15).

30, Fig 4

Additional
analysis

23

Give results of additional analyses, if done (e.g.,
sensitivity or subgroup analyses, meta-regression
[see Item 16]).

29, 30

Summary of
evidence

24

-Õ>ÀâiÌ i>w`}ÃVÕ`}Ì i
ÃÌÀi}Ì viÛ`iVivÀi>V >ÕÌViÆ
consider their relevance to key groups (e.g.,
healthcare providers, users, and policy makers).

31-34

Limitations

25

Discuss limitations at study and outcome level
(e.g., risk of bias), and at review-level (e.g.,
V«iÌiÀiÌÀiÛ>v`iÌwi`ÀiÃi>ÀV ]
reporting bias).

32, 33

Conclusions

26

Provide a general interpretation of the results in
the context of other evidence, and implications
for future research.

34

27

Describe sources of funding for the systematic
ÀiÛiÜ>`Ì iÀÃÕ««ÀÌi°}°]ÃÕ««Þv`>Ì>®Æ
role of funders for the systematic review.

35

DISCUSSION

FUNDING
Funding

9
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S1 APPENDIX. SEARCH STRINGS.
PubMed:
(“Fatigue Syndrome, Chronic”[Mesh] OR “Fibromyalgia”[Mesh] OR functional
somatic syndrome*[tw] OR chronic fatigue*[tw] OR postviral fatigue[tw] OR postviral fatigue[tw] OR fatigue syndrome*[tw] OR myalgic encephalomyelit*[tw] OR
ÀÞ>vÀii`Ãi>ÃiIQÌÜR",wLÀÞ>}IQÌÜR",wLÀÃÌÃIQÌÜR®
AND
(“Micronutrients”[Mesh] OR “Minerals”[Mesh] OR “Vitamins” [Pharmacological
Action] OR vitamin*[tw] OR mineral*[tw] OR nutrient*[tw] OR micronutrient*[tw] OR
ÀiÌIQÌÜR",/ >IQÌÜR",,Ly>ÛIQÌÜR", >VIQÌÜR",*>ÌÌ iVIQÌÜR
OR Pyridoxin*[tw] OR Biotin*[tw] OR Folic*[tw] OR folate*[tw] OR Cobalamin*[tw]
OR Ascorbic*[tw] OR Calciferol*[tw] OR Tocopherol*[tw] OR Phylloquinone*[tw]
OR Menaquinone*[tw] OR Calcium*[tw] OR Chromium*[tw] OR Chlorine*[tw] OR
Copper*[tw] OR Fluoride*[tw] OR Iodine*[tw] OR Iron*[tw] OR Manganese*[tw]
OR Magnesium*[tw] OR Molybdenum*[tw] OR Phosphor[tw] OR phosphorus[tw]
OR phosphoric[tw] OR Potassium*[tw] OR Selenium*[tw] OR Sodium*[tw] OR
natrium*[tw] OR Zinc*[tw])
NOT
((“Animals”[Mesh] NOT “Humans”[Mesh]) OR “Review” [Publication Type] OR
systematic review [ti] OR animal* [ti] OR mouse[ti] OR mice[TI] OR rodent*[TI]
OR rat[TI] OR rats[TI])
EMBASE:
¼V ÀVv>Ì}ÕiÃÞ`Ài½ÉiÝ«",¼wLÀÞ>}>½ÉiÝ«",¼vÕVÌ>Ã>ÌV
syndrome’:ab,ti OR ‘chronic fatigue’:ab,ti OR ‘postviral fatigue’:ab,ti OR ‘post viral
fatigue’:ab,ti OR ‘fatigue syndrome’:ab,ti OR ‘myalgic encephalomyelitis’:ab,ti OR
¼ÀÞ>vÀii`Ãi>Ãi½\>L]Ì",wLÀÞ>}I\>L]Ì",wLÀÃÌÃI\>L]ÌƂ
(‘trace element’/exp OR ‘mineral’/exp OR ‘vitamin’/exp OR vitamin*:ab,ti OR
mineral*:ab,ti OR nutrient*:ab,ti OR micronutrient*:ab,ti OR retinol*:ab,ti OR
Ì >I\>L]Ì",ÀLy>ÛI\>L]Ì",>VI\>L]Ì",«>ÌÌ iVI\>L]Ì",
pyridoxin*:ab,ti OR biotin*:ab,ti OR folic*:ab,ti OR folate*:ab,ti OR cobalamin*:ab,ti
OR ascorbic*:ab,ti OR calciferol*:ab,ti OR tocopherol*:ab,ti OR phylloquinone*:ab,ti
OR menaquinone*:ab,ti OR calcium*:ab,ti OR chromium*:ab,ti OR chlorine*:ab,ti OR
V««iÀI\>L]Ì",yÕÀ`iI\>L]Ì",`iI\>L]Ì",ÀI\>L]Ì",>}>iÃiI\>L]Ì
OR magnesium*:ab,ti OR molybdenum*:ab,ti OR phosphor:ab,ti OR phosphorus:ab,ti
OR phosphoric:ab,ti OR potassium*:ab,ti OR selenium*:ab,ti OR sodium*:ab,ti
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OR natrium*:ab,ti OR zinc*:ab,ti)
NOT
(‘animal experiment’/exp OR (‘animal’/exp NOT ‘human’/exp) OR ‘systematic
review’/exp OR ‘review’/exp OR ‘systematic review’:ti OR animal*:ti OR mouse:ti
OR mice:ti OR rat:ti OR rats:ti OR rodent*:ti)
Web of Knowledge:
/-rºV ÀVv>Ì}Õi»",ºv>Ì}ÕiÃÞ`Ài»",ºwLÀÞ>}>»",º«ÃÌÛÀ>
fatigue” OR “post viral fatigue” OR “myalgic encephalomyelitis” OR “royal free
`Ãi>Ãi»",ºwLÀÃÌÃ»®
AND
TS=(micronutrient* OR nutrient* OR vitamin* OR mineral* OR retinol* OR thiamin*
",ÀLy>ÛI",>VI",«>ÌÌ iVI",«ÞÀ`ÝI",LÌI",vVI
OR folate* OR cobalamin* OR ascorbic* OR calciferol* OR tocopherol* OR
phylloquinone* OR menaquinone* OR calcium* OR chromium* OR chlorine* OR
V««iÀI",yÕÀ`iI",`iI",ÀI",>}>iÃiI",>}iÃÕI",
molybdenum* OR “phosphor” OR “phosphorus” OR “phosphoric” OR potassium*
OR selenium* OR sodium* OR natrium* OR zinc*)
NOT
TI=(review* OR animal* OR “mouse” OR “mice” OR “rat” OR “rats” OR rodent*)
PsycINFO:
(DE “Fibromyalgia” OR DE “Chronic Fatigue Syndrome” OR TX (“chronic fatigue”
",ºv>Ì}ÕiÃÞ`Ài»",ºwLÀÞ>}I»",º«ÃÌÛÀ>v>Ì}Õi»",º«ÃÌÛÀ>
v>Ì}Õi»",ºÞ>}ViVi« >ÞiÌÃ»",ºÀÞ>vÀii`Ãi>Ãi»",ºwLÀÃÌÃ»®®
AND
(DE “Vitamins” OR DE “Ascorbic Acid” OR DE “Choline” OR DE “Folic Acid” OR
DE “Nicotinamide” OR DE “Nicotinic Acid” OR TX (micronutrient* OR nutrient*
",ÛÌ>I",iÀ>I",ÀiÌI",Ì >I",ÀLy>ÛI",>VI",
pantothenic* OR pyridoxin* OR biotin* OR folic* OR folate* OR cobalamin* OR
ascorbic* OR calciferol* OR tocopherol* OR phylloquinone* OR menaquinone*
",V>VÕI",V ÀÕI",V ÀiI",V««iÀI",yÕÀ`iI",`iI
OR iron* OR manganese* OR magnesium* OR molybdenum* OR “phosphor”
OR “phosphorus” OR “phosphoric” OR potassium* OR selenium* OR sodium*
OR natrium* OR zinc*))
NOT
TI (review* OR animal* OR “mouse” OR “mice” OR “rat” OR “rats” OR rodent*)
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S2 APPENDIX. QUALITY TOOL TO ASSESS METHODOLOGICAL
QUALITY OF VITAMIN AND MINERAL STUDIES IN CFS AND FMS.
Key domain 1 (items 1-4): appropriate selection of participants.
*>ÌiÌÃ >ÛiÌiiÌÌ iÌiÀ>Ì>VÀÌiÀ>ÆÌ i
V>Ãi`iwÌvÀ
-Q£R]>`Ì iƂ ,VÀÌiÀ>vÀÌ iV>ÃÃwV>Ìv-QÓ]ÎR°Ƃ>««À«À>Ìi
control group has to represent the population from which the cases arose. Poor
reporting of recruitment strategies and the recruitment of healthy controls from
medical students or hospital staff may lead to selection bias and may threaten
the validity of reported results [4].
-iÛiÀ>Ã>ÌVV`ÌÃ]vÀiÝ>«iVi>V`Ãi>Ãi]y>>ÌÀÞLÜi
disease [5], diabetes [6], hypertension [7], cancer [8], and psychiatric conditions,
such as anorexia or bulimia nervosa [9], and major depressive disorder [10], have
been associated with the vitamin and mineral status. Additionally, medication
use is important to consider, since use of several drugs, such as antidepressants
[11], antihypertensive medication [12], corticosteroids [13], and anticonvulsants
[14], are associated with vitamin or mineral status.
ÌÃ`vwVÕÌÌ>ÃÃiÃÃÌ ii}Ì v`Ãi>Ãi>ÃÌ ivÀ>`>}ÃÃÃÌÞ«V>Þ
made much later than the onset of somatic symptoms. However, in the initial
phase of CFS or FMS other characteristics may be present than in the chronic
course of CFS or FMS. Therefore, studies should report the central tendency
of disease duration with an appropriate measure of distribution. Since there is
currently no validated tool that indicates severity of CFS or FMS, measurements
of for example somatic symptoms or quality of life should be reported as best
available measure of severity.
-G[FQOCKP KVGOU SWCPVKƂECVKQPQHXKVCOKPCPFOKPGTCNUVCVWU
In addition to selection of participants, it is important to assess the reliability of
ÛÌ>>`iÀ>µÕ>ÌwV>Ì°7i >ÛiV ÃiÌVÀ«À>ÌiÌ Àii«ÀÌ>Ì
requirements that a reliable analysis and data presentation should meet: presence
of a detailed description of the analytical method or a statement of validation,
measurements performed in duplicate and a clear mention of appropriate units
and dispersion measures.
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6>`>ÌÜ>Ã>ÃÃÕi`Ü iiÝ«VÌÞiÌi`Ì iiÌ `ÃÆ>>ÞÃiÃÜ V 
ÜiÀiÌÃÌ>Ìi`>ÃÛ>`>Ìi`ÜiÀi>ÃV>ÃÃwi`>ÃÃÕV °6Ì>>`iÀ>
data were regarded as appropriate when reported in conventional or Système
International (SI) units, e.g. concentration as unit of amount – mole, gram or
international unit (IU) – per unit of volume – liter.
Key domain 3 (items 8 and 9): appropriate control for confounding.
There are potential confounders in the relationship between vitamin and mineral
status and CFS or FMS. Age [15], sex [15,16], smoking [15,17], diet [15,18], body
mass index [11] socioeconomic status [19], and psychiatric morbidity, are associated
with the vitamin and mineral status. Age, sex, smoking, diet, body mass index,
socioeconomic status [20-22], and psychiatric morbidity [23], are also associated
with CFS and FMS. Therefore, these variables were included in the quality
assessment tool.
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General discussion
The aim of this thesis was to investigate the validity of FSS diagnoses, and to
examine to which degree these diagnoses are able to identify separate groups
of patients in the context of the lumper-splitter discussion. We approached this
aim from different angles, taking into account the possible etiological pathways
that may lead to the causation and persistence of FSS. In this chapter, I will put
Ì i>w`}ÃvÀÌ ÃÌ iÃÃÌÌ iVÌiÝÌvÌ iVÕÀÀiÌÜi`}i>`
the lumper-splitter discussion. I will start from the four main observations that
Ì>Ìi`Ì iÕ«iÀÃ«ÌÌiÀ`ÃVÕÃÃ]>iÞÌ >ÌQ£RÌ iV>Ãi`iwÌÃv--
ÛiÀ>«ÆQÓR«>ÌiÌÃÜÌ i--vÀiµÕiÌÞiiÌ`>}ÃÌVVÀÌiÀ>vÀiv
Ì iÌ iÀ--ÆQÎR«>ÌiÌÃÜÌ `vviÀiÌ--Ã >ÀiÃÞ«ÌV >À>VÌiÀÃÌVÃÆ
and [4] all FSS patients respond to the same psychological and pharmacological
Ì iÀ>«iÃ°ÕÀÌ iÀÀi]Ü`ÃVÕÃÃÌ i«V>ÌÃvÕÀÃÌÕ`Þw`}Ã]Ì i
methodological strengths and limitations, and lastly the directions for future
research.
6JGECUGFGƂPKVKQPUQH(55QXGTNCR
/ iwÀÃÌ>À}ÕiÌvÌ iÃ«ÌÌiÀÃÜ>ÃÌ >ÌÌ iV>Ãi`iwÌÃvÌ i>Ì Àii
--ÛiÀ>«]>iÞV ÀVv>Ì}ÕiÃÞ`Ài -®]wLÀÞ>}>ÃÞ`Ài
(FMS), and irritable bowel syndrome (IBS). For example, both CFS and FMS
diagnostic criteria describe both musculoskeletal symptoms, fatigue, cognitive
symptoms, sleep disturbance or waking unrefreshed. This implies that patients
vÕw}`>}ÃÌVVÀÌiÀ>vÀiÃÞ`Ài>ÕÌ>ÌV>ÞvÕw>Ìi>ÃÌ«>ÀÌv
Ì i`>}ÃÌVVÀÌiÀ>vÀÌ iÀÃÞ`ÀiÃ°ÜiÛiÀ]LiÃ`iÃÌ iÃ«iVwVÌÞ«iÃ
of main and additional symptoms required, the diagnostic criteria also include
other relevant aspects that have been relatively ignored: the chronicity of the
main symptom, and the interference of the main symptom with daily activities and
work. These requirements vary between syndromes: the chronicity threshold is
six months for CFS and three months for FMS. The criteria also vary with regard
to whether the symptoms are required to interfere with daily life, which is a
criterion for CFS, but not for FMS and IBS. Such arbitrary choices in diagnostic
VÀÌiÀ>>ÞÀi`ÕViÛiÀ>«>>ÀÌwV>Ü>Þ°
/ iÛiÀ>«V>Ãi`iwÌÃv--`iÃÌ`ÀiVÌÞ«ÞÌ >ÌÌ i`vviÀiÌ
--ÀiyiVÌÌ iÃ>iÕ`iÀÞ}VÃÌÀÕVÌ]LiV>ÕÃiÌ iVÀÌiÀ>>ÀivÌiµÕÌi
Ã«iVwV°ÀiÝ>«i]Ì iÃÞ«Ìv>L`>«>V>LiÌ iÀiÃÕÌv
y>>ÌÀÞLÜi`Ãi>ÃiÀ>ÕÀ>ÀÞÌÀ>VÌviVÌ°ÜiÛiÀ]LÌ V>ÕÃiÃ
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have their own distinctive etiology and clinical presentation. Thus, the fact that
v>Ì}Õi]V}ÌÛiÃÞ«ÌÃ>`Ãii«`vwVÕÌiÃ>Ài`>}ÃÌVVÀÌiÀ>vÀLÌ 
CFS and FMS does not necessarily mean that these symptoms are identical across
FSS. Previous studies have attempted to investigate whether FSS are distinct
entities by examining the clustering of somatic symptoms in general and clinical
populations (1-3). However, no previous studies had performed these analyses
on the symptoms that compose the diagnostic criteria of the different FSS. We
used a new approach to analyze symptom patterns, which focuses on individual
symptoms and the unique patterns in which the individual symptoms co-occur
with other symptoms, and to investigate networks of the diagnostic symptoms
included in the criteria for the three main FSS (chapter 4). We found that all
diagnostic symptoms of all three FSS were connected, either directly or via
other symptoms. In addition, we found a non-isolated general, musculoskeletal,
abdominal and other symptom cluster. We therefore concluded that these
ÃÞ«ÌiÌÜÀÃÃÕ}}iÃÌÌ >Ì-->ÞÀiyiVÌÌ iÃ>iÕ`iÀÞ}ÃÞ`Ài
with different subtypes based on symptoms’ bodily systems rather than their
VÕÀÀiÌV>ÃÃwV>Ì>ÃVÀÌiÀ>vÀ -]-À -°
It is important to have valid and reliable diagnostic criteria for FSS in research
and clinical practice. In addition, physicians, researchers, and other health care
professionals must rely on patients’ reports for the recognitions and evaluation
of symptom burden in patients with FSS. In large cohort studies, as used in this
thesis, FSS diagnoses are typically based on symptom scales that accompany
the diagnostic criteria. For FMS, these are the Widespread Pain Index and the
Symptom Severity Scale. While these scales cover symptoms in the last week,
previous reviews showed that time frames of assessment of somatic symptom
questionnaires vary considerably (4,5). We therefore examined the most clinically
relevant assessment period for somatic symptom questionnaires (chapter 2). We
vÕ`Ì >ÌÌ ivÕÀÜii>ÃÃiÃÃiÌ«iÀ`vÀÃ>ÌVÃÞ«ÌÃLiÃÌÀiyiVÌÃ
the clinically relevant somatic symptom burden, in terms of QoL and health
anxiety. Thus, we advise that future revisions of diagnostic criteria consider using
a four-week assessment period to measure symptom burden.

236

General discussion
2. Patients with one FSS frequently meet diagnostic criteria for one of
the other FSS
The second argument of the lumpers is that patients with one FSS frequently
meet diagnostic criteria for other FSS. As mentioned above, the overlap in case
`iwÌÃ«iÃÌ >Ì«>ÌiÌÃvÕw}`>}ÃÌVVÀÌiÀ>vÀiÃÞ`Ài
>ÕÌ>ÌV>ÞvÕw>Ìi>ÃÌ«>ÀÌvÌ i`>}ÃÌVVÀÌiÀ>vÀÌ iÀÃÞ`ÀiÃ]
Ì iÀiLÞ>ÀÌwV>ÞVÀi>Ã}ÛiÀ>«°ÜiÛiÀ]Üi>Ã`iÃVÀLiÀi>À>Li
`vviÀiViÃÌ >Ì} Ì>ÀÌwV>Þ`iVÀi>Ãi«ÀiÃÕi`ÛiÀ>«LiÌÜii--
(chapter 5). Furthermore, in favor of the lumpers’ view, it was stated that patients
Ü iiÌÌ iVÀÌiÀ>vÀ>Ã«iVwV--]>ÃÀi«ÀÌÃÞ«ÌÃÌ iÀÌ >Ì Ãi
VÕ`i`Ì iV>Ãi`iwÌÈ®°Õ«iÀÃVVÕ`ivÀÌ ÃÌ >ÌÌ iÃÞ`ÀiÃ
>VÌÕ>ÞÀiyiVÌiÕ`iÀÞ}«ÀLiÌ >ÌÃ>ÀÌwV>ÞÃ«Ì`ÕiÌi`V>
specialization. However, this approach ignores that these symptoms are also
prevalent in chronic somatic health problems and in the general population.
To explore the observation that patients with one FSS frequently meet diagnostic
criteria for one of the other FSS, we examined whether participants who meet the
VÀÌiÀ>vÀ>Ã«iVwV--vÀiµÕiÌÞÀi«ÀÌÃÞ«ÌÃvÀÕ>Ìi`Ì iÌ iÀ--
VÀÌiÀ>°7i>ÃiÝ«Ài`Ì iivviVÌÃv>ÀLÌÀ>ÀÞV ViÃV>Ãi`iwÌÃ
co-morbidity as described earlier (i.e., duration of main symptom, interference
with daily life, chapter 5®°"ÕÀw`}Ã`V>ÌiÌ >ÌÌ i`>}ÃÌVÛiÀ>«v
the three FSS was much higher than could be expected by chance, and that this
diagnostic overlap substantially increased when the FSS were more chronic in
nature and interfered with daily life. Although patients with different FSS thus
share symptoms, we did observe quantitative differences: general symptom
severity and fatigue severity were higher in patients with CFS, while pain severity
was higher in patients with FMS.
To further explore the existence of shared symptoms, we investigated cognitive
functioning in patients with CFS and patients with FMS (chapter 6). We found that
subjective cognitive impairments are more prevalent in both patients with CFS and
«>ÌiÌÃÜÌ -V«>Ài`ÌVÌÀÃ>`«>ÌiÌÃÜÌ >Üi`iwi`i`V>
`Ãi>Ãi ®°ÜiÛiÀ]ÜivÕ`Ì >Ì«>ÌiÌÃÜÌ  -Ài«ÀÌi`Ã}wV>ÌÞ
ÀiÃÕLiVÌÛiV}ÌÛi«>ÀiÌÃ>`«iÀvÀi`Ã}wV>ÌÞÜÀÃiÌ i
tasks measuring psychomotor functioning/speed of processing and attention/
working memory, compared to patients with FMS, although effect sizes were

237

10

Chapter 10
small. Similar results were found when aligning CFS and FMS for the duration
of their main symptom and interference with daily life, limiting the possibility
that the observed differences were simply the result of more strict diagnostic
thresholds for CFS than for FMS.
3. Patients with different FSS share non-symptom characteristics
The third argument of the lumpers is that patients with different FSS share
non-symptom characteristics. Examples of these non-symptom characteristics
include being female, experiencing functional limitations and psychological
`ÃÌÀiÃÃ]ÛiÀ>««}viÃÌÞiv>VÌÀÃ]ÛiÀ>««}« ÞÃ}Þ]>``vwVÕÌiÃ
in doctor-patient relationships (6). However, the validity of this argument can be
questioned for all provided non-symptom characteristics.
Sex
In this thesis, we found that FSS are more common in females than in males.
However, we also found that the corresponding MD with the same main symptoms
ÕÌ«iÃViÀÃÃ]À iÕ>Ì`>ÀÌ ÀÌÃ]y>>ÌÀÞLÜi`Ãi>Ãi®ÜiÀi>Ã
more prevalent in females than in males (chapter 2, 6). In addition, prevalence
À>ÌiÃ>ÃÛ>Ài`LiÌÜiiÌ i`vviÀiÌ--}ÀÕ«Ã°-]Ì iw`}Ì >Ì-->Ài
more common in females than in males is not unique to patients with FSS.
Functional limitations
Concerning functional limitations, we found that all FSS were characterized by
reduced QoL and work participation, although quantitative differences were
observed between FSS. However, patients with MD also reported comparable
functional limitations (chapter 3). One difference we found was that that the
lower QoL of patients with FSS compared to patients with MD is particularly
related to mental limitations. Although this could be regarded as a shared nonÃÞ«ÌV >À>VÌiÀÃÌVÃ«iVwVvÀ--]ÌÃ«ÀÌ>ÌÌÀi>âiÌ >ÌÌ Ã} Ì
be a consequence of having an FSS. The clinically relevant lower scores might
Li`ÕiÌÌ i`vwVÕÌÞ`i>}ÜÌ Ì i`Ãi>ÃiÃÞ«ÌÃÀi>Ìi`Ì--°À
instance, patients with FSS reported that they felt not be taken seriously, because
the absence of detectable pathology is sometimes interpreted as evidence that
their problems are mental rather than physical (7). Moreover, patients with FSS
felt stigmatized, since others tended to doubt the accuracy and truthfulness of
patients reported disabling symptoms (8,9).
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Psychological distress
This thesis revealed that patients with FSS share an increased prevalence of mood
and anxiety disorders (chapter 5). Mood and anxiety disorders were more common
in some than in other FSS. However, increased prevalence rates of psychiatric
disorders were also observed in patients with MD, including multiple sclerosis,
À iÕ>Ì`>ÀÌ ÀÌÃ]>`y>>ÌÀÞLÜi`Ãi>Ãi]>Ì Õ} Ì iVÀi>Ãi
was lower than in patients with FSS (chapter 3). Furthermore, psychological
distress is also prevalent in patients with other MD than investigated in this thesis,
such as patients with cancer, stroke, and acute coronary syndrome (10). Thus,
psychological distress can also be a reaction to experience of having a disabling
and poorly understood illness (11).
Lifestyle factors
Lifestyle factors are also among the suggested shared no-symptom characteristics,
particularly physical activity and sleep duration. It is assumed that both high and
low levels of physical activity and sleep duration are associated with an increase
in symptom severity, including pain and fatigue, in particularly in patients with
CFS and FMS. Therefore, we investigated the role of physical activity and sleep
in patients with CFS and FMS in this thesis (chapter 7). This study revealed that,
on average, patients with CFS and FMS sleep longer and are less physically active
than controls, and that both high and low physical activity and sleep duration are
associated with higher symptom severity. The only difference we found between
patients with CFS and FMS concerned sleep duration, namely that patients with
CFS had a longer sleep duration compared to patients with FMS and controls.
This difference might be due to the primary complaint of disabling fatigue in
patients with CFS (12-14), from which patients might try to recover by extra sleep.
Thus, lifestyle factors are indeed non-symptom characteristics that are shared
LiÌÜii--°ÜiÛiÀ]ÌÃ Õ`Lii« >Ãâi`Ì >ÌÌ iw`}Ì >ÌLÌ  } 
and low physical activity result in higher symptom severity is also observed in
the general population (15). Furthermore, it is known that there is a relationship
between sleep and symptom severity in the general population. For example,
less than 6 or more than 9 hours of sleep may contribute to next-day pain in the
general population (16). The overlap in lifestyle factors and their associations
with symptom severity is thus not unique for patients with FSS, but also shared
with the general population.
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Physiology
As a potential shared physiology, we examined whether CFS and FMS are
>ÃÃV>Ìi`ÜÌ ÛÌ>>`iÀ>`iwViViÃ£Ç]£n®LÞV>ÀÀÞ}ÕÌ>ÃÞÃÌi>ÌV
review and meta-analysis (chapter 8). Little evidence was found to support our
Þ«Ì iÃÃÌ >ÌÛÌ>>`iÀ>`iwViViÃ«>Þ>ÀiÌ i«>Ì « ÞÃ}Þ
of both CFS and FMS, or that the use of nutritional supplements is effective in
these patients. The vast majority of available studies concerned patients with
FMS. We only found that vitamin E levels may be lower in patients with CFS
compared to controls and patients with FMS. Two previous meta-analyses have
>ÃÃÌÕ`i`Ì i Þ«Ì iÃÃvÃ >Ài`« ÞÃ}ÞLiÌÜii--°/ iwÀÃÌi
studied the autonomic nervous system in patients with CFS, FMS and IBS, and
Ì ÃiÌ>>>ÞÃÃÜ>ÃÌ>LiÌwÀÞVVÕ`i>ÞÌ }>LÕÌ`vviÀiViÃ
between these syndromes (19). The second one studied the hypothalamic«ÌÕÌ>ÀÞ>`Ài>>ÝÃ*Ƃ®>`Ài«ÀÌi`Ì >Ì>Ã}wV>ÌÀi`ÕVÌL>Ã>
cortisol compared to healthy controls was only found in patients with CFS and
vi>iÃÜÌ -]LÕÌÌ -Óä®°/}iÌ iÀ]Ì iÃiw`}ÃµÕiÃÌÌ i
idea of shared physiology between FSS.
&KHƂEWNVKGUKPFQEVQTRCVKGPVTGNCVKQPUJKRU
Another argument used in favor of the lumpers is that commonalities can be
LÃiÀÛi`>VÀÃÃ--Ì iÌiÀ«iÀÃ>VÌiÝÌÃÕV >Ã`vwVÕÌiÃ`VÌÀ
«>ÌiÌÀi>ÌÃ «Ã° vwVÕÌiÃ`VÌÀ«>ÌiÌÀi>ÌÃ «Ã>ÞLi>vviVÌi`
by different factors, including the interaction between physicians, patients,
ÃÌÕ>Ì>v>VÌÀÃÀÌ i i>Ì V>ÀiÃÞÃÌiÓ£®° iV>ÕÃi« ÞÃV>ÃV>Ìw`>
disease-based explanation for these syndromes nor offer appropriate treatment,
Ì iÞw`ÌvÌi`vwVÕÌÌ`i>ÜÌ --°* ÞÃV>Ã>Þ>ÃLivÀÕÃÌÀ>Ìi`>Ã
>ÀiÃÕÌv`vwVÕÌiÃVÌÀ}Ì iÃÞ«ÌÃ>`Ì i«>ÌiÌÃ½iÌ>
responses to the syndromes (22). On the other hand, patients with FSS do not feel
understood by physicians, since they feel that physicians do not understand or
accept their symptoms. Patients with FSS also report that physicians did not perform
full mental and physical examinations and did not take an adequate medical
history (23-25). However, research suggests that a doctor-patient relationship
which fosters mutual understanding helps patients with FSS to understand their
symptoms, to maintain their QoL and to increase their ability to manage their FSS
>LiÌÌiÀ>iÀÓÈ®°7 >ÌÃiiÃÛiÀi`ÃÌ >Ì`vwVÕÌiÃÌ i`VÌÀ
patient relationship are not unique to patients with FSS. For example, patients

240

General discussion
ÜÌ ÕÌ«iÃViÀÃÃÀÀ iÕ>Ì`>ÀÌ ÀÌÃ>ÃvÌiiÝ«iÀiVi`vwVÕÌiÃ
in the doctor-patient relationship, and the frequency of negative doctor-patient
communication is also high in surgical departments (27-29).
4. FSS patients respond to the same psychological and
psychopharmacological therapies
The last argument used by the lumpers was that all FSS respond to the same
therapies. Examples include general approaches to management, antidepressants,
and psychological therapies. Recent research focusing on the effect of different
therapies on FSS concluded that results of different therapies and treatments
support both the lumper as well as the splitter approach, because some treatments
seem to have effect in all FSS, while other treatments are effective in only
some (30,31). Furthermore, it is important to emphasize that various somatic
diseases also respond to these therapies (i.e. general approaches to management,
antidepressants, and psychological therapies) and other interventions (e.g.
« ÞÃÌ iÀ>«Þ]>Ìy>>ÌÀÞ`ÀÕ}Ã]LiÌ>LViÀÃ®°ÀiÝ>«i]Ì iÃÞÌ iÌV
glucocorticoid drug prednisone is used in a variety of diseases with distinct
etiologies, including the lung diseases chronic obstructive pulmonary disease
and asthma (32,33), rheumatic diseases such as rheumatoid arthritis and Sjogren’s
syndrome (34,35), neurological disorders such as multiple sclerosis and optic
neuritis (36), kidney disorders such as nephrotic syndrome (37), and oncological
`ÃÀ`iÀÃÃÕV >ÃÕÌ«iÞi>În®°/ ÕÃ]Ì iw`}Ì >Ì--ÀiÃ«`Ì
the same therapies is no reason to consider them similar (39-41).
Similar but different
In this thesis we found evidence that support both the lumpers’ and splitters’
«iÀÃ«iVÌÛi°/ iwÀÃÌ>À}ÕiÌv>ÛÀvÌ iÕ«iÀÃÃÌ >ÌÌ iV>Ãi`iwÌÃ
v--ÛiÀ>«°Ì ÃÌ iÃÃÜi`iÃVÀLiÌ iÛiÀ>«V>Ãi`iwÌÃvÌ i
main three FSS, but we also describe remarkable differences. We revealed that
all diagnostic symptoms are connected, either directly or via other symptoms,
and that these diagnostic symptoms form non-isolated symptom clusters based
ÃÞ«ÌÃ½L`ÞÃÞÃÌiÃÀ>Ì iÀÌ >Ì iÀVÕÀÀiÌV>ÃÃwV>Ì>ÃVÀÌiÀ>
for CFS, FMS or IBS. The second argument of the lumpers is that patients with
i--vÀiµÕiÌÞiiÌ`>}ÃÌVVÀÌiÀ>vÀÌ iÌ iÀ--°/ iw`}Ãv
this thesis indicate that the diagnostic overlap of the three FSS is much higher
than could be expected by chance, and that the diagnostic overlap substantially
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increases when the FSS are more chronic in nature and interfere with daily
life. Third, lumpers state that patients with different FSS share non-symptom
characteristics. In this thesis, several non-symptom characteristics have been
examined. We argue that although FSS share non-symptom characteristics, such
as sex, lifestyle factors, and functional limitations, these are not unique for FSS,
but often shared with MD. Therefore, these shared non-symptom characteristics
do necessarily support the assumption that all FSS result from the same etiology.
The last argument is that all FSS patients respond to the same psychological and
psychopharmacological therapies. We emphasize that various somatic diseases
also respond similarly to these therapies and other interventions, but that is no
reason to assume a shared etiology.
Weighing the results of this thesis for both the splitters and lumpers views,
we suggest that both sides are true and that there is commonality as well
as heterogeneity between and within FSS (42). Although there is overlap in
V>Ãi`iwÌÃ]>`«ÃÞV >ÌÀVVÀL`ÌÞÃ>V >À>VÌiÀÃÌVv>--]Ì i
`vviÀiViÃLiÌÜiiÌ i--V>ÌLi}Ài`°/ iw`}vLÌ Ã«iVwV
and general characteristics of FSS is in line with the results of recent analyses in
recent population-based studies and in a twin cohort (1-3). For example, a latent
class analysis of functional somatic symptoms in 28,531 twins aged 41-64 years
ÀiÛi>i`>wÛiV>ÃÃÃÕÌÎ®°/ iwÀÃÌV>ÃÃ``ÌÃ Ü>Þ i>Ì «ÀLiÃÆ
the following three classes tended to have abnormal tiredness, pain-related
symptoms, and gastrointestinal problems, respectively. The last class included
individuals that experienced multiple symptoms to a greater extent than the other
Ì ÀiiV>ÃÃiÃ°ƂV>ÃÃiÃÃ Üi``iÃÌ}iiÌVyÕiViÃ>`ÃiÝ`vviÀiViÃ]
ÜiÛiÀ]Ì i>ÀÌÞvyÕiViÃÌ iV>ÃÃiLiÀÃ «ÜiÀiÌ iÀiÃÕÌ
of unique environmental factors. The authors concluded that the appropriate
question about FSS is not “one or many” but “single or multiple”. We state that
-->ÞÀiyiVÌÌ iÃ>iÕ`iÀÞ}ÃÞ`ÀiÜÌ `vviÀiÌÃÕLÌÞ«iÃL>Ãi`
ÃÞ«ÌÃ½L`ÞÃÞÃÌiÃÀ>Ì iÀÌ >Ì iÀVÕÀÀiÌV>ÃÃwV>Ì>ÃVÀÌiÀ>
for CFS, FMS or IBS, because the difference in clinical presentation suggests
that there are different subtypes. These subtypes may have their own unique
>viÃÌ>ÌvÃ«iVwVÃÞ«Ì«>ÌÌiÀÃ>`Ã >ÀiLÌ V>ÃÜi>Ã
unique factors. In this thesis, we found a general, musculoskeletal and abdominal
symptom cluster in the general population, which melted to an abdominal and
combined general and musculoskeletal cluster in patients with FSS. In addition, four
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subtypes are introduced in the recent literature and include a cardiopulmonary,
gastrointestinal, musculoskeletal, and general symptom type, or a more severe
multiorgan type (43-45). This last type could explain the increase in overlap
among the more chronic and serious FSS in this thesis.
Strengths and limitations
Six chapters of this thesis contained data of the LifeLines cohort study. The main
strength of this cohort study is the large population-based sample. Since the
LifeLines cohort study is a general population cohort, we were able to examine
the validity of FSS diagnoses in the context of the lumper-splitter discussion
irrespectively of help-seeking behaviour or diagnostic biases. In addition, due to
Ì iÃ>«iÃâivÌ iV ÀÌÃÌÕ`Þ]ÜiÜiÀi>LiÌVÕ`iÃÕvwViÌÕLiÀÃv
participants with FSS, MD, and a control group. Additionally, information about
the three main FSS and related MD was available, which enabled comparing
these FSS and MD in one cohort, allowing meaningful cross-group statistical
comparisons and limiting differences in selection procedures or measurements.
In three chapters of this thesis follow-up data of LifeLines were available, which
>Üi`vÀL>Ã}Ì i--Ì ivwV>«ÃÌÛi`>}ÃÌVVÀÌiÀ>ÃÌi>`v
the self-reported diagnosis. In addition, we were able to address the limitations
of prior research, namely, we were able to report the diagnostic algorithm used
ÌÃiiVÌÌ i--«>ÌiÌ}ÀÕ«L>Ãi`Ì ivwV>`>}ÃÌVVÀÌiÀ>vÀi>V 
CFS, FMS and IBS. Furthermore, the inclusion of additional questions or time
frames enabled us to construct chronicity-aligned and interference-aligned FSS
diagnoses, which made it possible to investigate the effect of these alignments
on the diagnostic overlap and non-symptom characteristics. In the last chapter,
we carried out a systematic review and meta-analysis. Since we only included
«>ÌiÌÃÌ >ÌiÌÌ ivwV>`>}ÃÌVVÀÌiÀ>>`ÕÃi`ÃÌÀVÌ>`iÝVÕÃ
criteria, we included a relatively homogeneous group of patients.
There are also several limitations associated with the studies in this thesis.
Some studies used a self-reported questionnaire for the diagnosis of FSS.
Although self-reports may underestimate the amount of persons with FSS (46),
this underestimation seems less likely in our studies because the prevalence
rates for CFS, FMS and IBS were comparable to those reported in previous
studies (47-49). Another limitation related to the self-report diagnosis is that
lifetime diagnoses of FSS were available instead of current diagnoses. However,
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a previous study in a general population cohort from the same geographical area
suggests that a vast majority (i.e. 75%-100%, depending on the syndrome) of the
participants that reported a history of CFS, FMS or IBS, still had this syndrome
at the time of reporting (50). The three studies that contained the FSS diagnosis
that was based on the positive diagnostic criteria instead of the self-reported
diagnosis, were the result of responses to a questionnaire without an assessment
by a physician. Because LifeLines is a large population cohort study that aims to
study a wide spectrum of mental and somatic disorders, it was not feasible to
determine whether participants meet the diagnostic criteria for FSS based on
clinical examinations. In addition, co-morbid conditions that could explain the
FSS symptoms were not excluded when determining the FSS diagnoses, mainly
LiV>ÕÃiÞÌ i -`>}ÃÌVVÀÌiÀ>Ã«iVwV>ÞiÌÜi`iwi`i`V>
health conditions that needs to be excluded before diagnosing CFS (12). Because
of the cross-sectional design of the LifeLines study, cause-effect relationships
could not be examined. For example, we could not determine whether FSS lead
to mood and anxiety disorders, whether anxiety and mood disorders lead to FSS,
or whether FSS and mood and anxiety disorders are manifestation of the same
underlying pathology. Lastly, limitations in the systematic review and meta-analysis
were due to limitations in original studies, on which the review was based since
most studies were observational in nature, had a poor study quality, and had a
substantial to considerable heterogeneity.
Future research
This thesis revealed that FSS have serious individual and societal consequences.
Therefore, health care professionals in public and occupational health, researchers
>`ÃViÌÞÃ Õ`«>ÞÀi>ÌÌiÌÌÌ iÃiÃÞ`ÀiÃ°/ iw`}ÃvÌ Ã
thesis urge the need for more research on FSS, especially studies on a better
Õ`iÀÃÌ>`}vÌ iV>ÃÃwV>Ì]iÌ}Þ>`ÌÀi>ÌiÌvÌ iÃiÃÞ`ÀiÃ°
Future studies will be necessary to examine and reconsider the diagnostic criteria
vÀ--°/ iÃ«iVwi`>À>``Ì>ÃÞ«ÌÃ]Ì iÌiÀviÀiVi`>Þvi]
but also the apparently random time frames for assessing symptoms included in
the diagnostic criteria should be reconsidered. Furthermore, we found that FSS
LÌ  >ÛiÃ«iVwV>`}iiÀ>V >À>VÌiÀÃÌVÃ]Ü V >ÞÃÕ}}iÃÌiÕ`iÀÞ}
syndrome with different subtypes. It is important to study this underlying syndrome
more extensively to establish valid and generally accepted diagnostic criteria
with which it is possible to identify the different FSS subtypes across medical
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specialties. In addition, more understanding of this concept will eventually lead
to better patient care. Currently, there is a predominance of a splitting view in the
current literature on FSS, since the different FSS are often researched separately.
Based on the results of this thesis, we recommend a combined lumping and
Ã«ÌÌ}>««À>V vÀvÕÌÕÀiÀiÃi>ÀV °iÀ}}Üi`}ivÌ iÃi«>À>Ìiwi`Ã
of research and using the combined approach by analyzing FSS separately but
also together, may lead to more insight into the etiology and treatment options
of FSS. Increased knowledge and understanding of the etiology and impact
v-->ÞiÛiÌÕ>Þ«ÀÛiÌ iÌÀi>ÌiÌv>Ã}wV>Ì«À«ÀÌvÌ i
population who is suffering from FSS.
There are several minor limitations of the existing literature investigating the
validity of FSS diagnoses in the context of the lumper-splitter discussion. First,
current research is often based on self-reports or did not use or report the
diagnostic algorithm used to select the patient group. To overcome the methodical
weakness of self-reported questionnaires and the lack of diagnostic algorithms
for the diagnosis of FSS in the future, it is recommended to determine whether
participants meet the diagnostic criteria for FSS based on clinical examinations
or on the patients’ clinical records. For future research, it is also important to
V`ÕVÌÃÌÕ`iÃÌ >ÌÜVÕ`iÃÕvwViÌÕLiÀÃv«>ÌiÌÃÜÌ --]LÕÌ>Ã
include control groups of healthy participants and patients with MD. This avoids
the assumption that aspects that are shared between patients with FSS indicate
a shared etiology. As a result, appropriate and well-founded arguments and
conclusions can be made with regard to the lumper-splitter discussion.
Concluding remarks
This thesis provided more insight into the validity of FSS diagnoses in the context
of the lumper-splitter discussion. It revealed that, although there is overlap
V>Ãi`iwÌÃ]Ì ivÕÀ>À}ÕiÌÃvÌ iÕ«iÀÃ«ÌÌiÀ`ÃVÕÃÃÌ >Ì
suggest that all FSS result from the same etiology, are not valid. The results of
Ì ÃÌ iÃÃÃÕ««ÀÌÀiViÌÃÕ}}iÃÌÃÌ >Ì-- >ÛiLÌ Ã«iVwV>`}iiÀ>
V >À>VÌiÀÃÌVÃ°7iÌ iÀivÀiÃÌ>ÌiÌ >Ì-->ÞÀiyiVÌÌ iÃ>iÕ`iÀÞ}
syndrome with different subtypes. This underlying syndrome should be more
extensively investigated in the future to establish valid and generally accepted
diagnostic criteria across medical specialties.
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SUMMARY
ÕÃÌiÀÃvÃ>ÌVÃÞ«ÌÃÜÌ `iÌiVÌ>LiÜi`iwi`ÃÌÀÕVÌÕÀ>À}>V
«>Ì }ÞV>LiV>ÃÃwi`>ÃvÕVÌ>Ã>ÌVÃÞ`ÀiÃ--®°>ÞvÕVÌ>
somatic syndromes (FSS) exist, and every medical specialty seems to have at least
one. The exact etiology that underlies the different FSS is not fully understood, but
it is assumed to be multifactorial involving biological, psychological, social, and
healthcare factors. The phenomenon that FSS are known for substantial clinical
and diagnostic overlap has resulted in the so-called lumper-splitter discussion.
Lumpers believe that all FSS result from the same etiology, while splitters take
Ì i>««À>V Ì >ÌiÛiÀÞÃi«>À>Ìi-- >ÃÌÃÜÃ«iVwVL>V}ÀÕ`°/ i>
of this thesis was to investigate the validity of FSS diagnoses, and to examine to
which degree these diagnoses are able to identify separate groups of patients.
A large part of this thesis is based on data of the LifeLines cohort study, a multidisciplinary, prospective cohort study, examining health in the general population.
-Vi-->ÀiÃÞ«ÌL>Ãi``>}ÃiÃ]ÜiwÀÃÌiÝ>i`Ì iÃÌVV>Þ
relevant assessment time frame for somatic symptoms in chapter 2°7i`iwi`
ÀiiÛ>Vi>ÃÌ iÌivÀ>iÌ >ÌLiÃÌÀiyiVÌÃÃÕLiVÌÛiÃÞ«ÌLÕÀ`i`>Þ
life, in terms of quality of life and health anxiety. Our results indicate that the time
frame of 4 weeks provided the measure of subjective somatic symptom burden
that is clinically most relevant. Furthermore, somatic symptom questionnaires
using the 4 weeks’ time frame had the best psychometric properties, in terms of
ÌiÀ>Ài>LÌÞ°/ Ãw`}>ÞLi«ÀÌ>Ì]ÃViÃivÀi«ÀÌµÕiÃÌ>ÀiÃ
are useful tools to assess symptom burden in patients with an FSS.
We examined the idea that FSS are less serious health conditions than well`iwi`i`V>`Ãi>ÃiÃ ®chapter 3. The aim was to compare functional
Ì>ÌÃ]`iwi`>ÃµÕ>ÌÞvvi>`ÜÀ«>ÀÌV«>Ì]Ì iÌ Àii>
FSS compared to MD. Our study revealed that functional limitations in patients
with an FSS are comparable to those in patients with an MD. Patients with an
FSS and patients with an MD had a reduced quality of life compared to controls.
Controls, patients with an FSS, and patients with an MD reported a comparable
frequency of work participation, but working patients with an FSS or an MD
worked less hours per week and reported higher sick leave compared to controls.
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Thus, functional limitations in patients with an FSS are common, and as severe
as those in patients with an MD.
In chapter 4, we investigated whether FSS are different names for the same
problem by examining networks of the symptoms that compose the diagnostic
VÀÌiÀ>vÀV ÀVv>Ì}ÕiÃÞ`Ài -®]wLÀÞ>}>ÃÞ`Ài-®]>`
ÀÀÌ>LiLÜiÃÞ`Ài -®° vviÀiÌw`}ÃiiÀ}i`vÀÌ ÃÃÌÕ`Þ°
First, we found that all diagnostic symptoms were connected, either directly
or via other symptoms. Second, the network density between diagnoses was
in most cases slightly lower than within diagnosis, but differences were small.
Main symptoms were important in connecting the different FSS diagnoses.
Lastly, clustering of symptoms in the general population revealed a general,
musculoskeletal, abdominal, and other symptom cluster. This study suggests
Ì >ÌÃÞ«ÌVÕÃÌiÀÃÀiyiVÌ}Ì i`vviÀiÌ--V>Li`iÌwi`]LÕÌ>Ã
that these symptom clusters are strongly related.
The validity and the diagnostic overlap between the three main FSS diagnoses
L>Ãi`Ì ivwV>`>}ÃÌVVÀÌiÀ>Ü>ÃiÝ>i`chapter 5. Two key
w`}ÃiiÀ}i`vÀÌ ÃÃÌÕ`Þ°ÀÃÌ]Ì i`>}ÃÌVÛiÀ>«LiÌÜiiÌ i--
was much higher than would be expected by chance. The diagnostic overlap
substantially increased when FSS were more chronic and serious in nature.
-iV`]«>ÀÌV«>ÌÃÜ iÌÌ iVÀÌiÀ>vÀ>Ã«iVwV--vÀiµÕiÌÞÀi«ÀÌi`
symptoms that were included in the diagnostic criteria of other FSS. This chapter
also suggests that the different FSS diagnoses are related.
/ i Þ«Ì iÃÃÌ >Ì-->ÀiÌ iÀiÃÕÌv«ÃÞV }V>`ÃÌÀiÃÃ]`iwi`>Ã`
or anxiety disorders, was examined in chapter 6. We found that patients with
CFS, FMS, and IBS suffer from mood and anxiety disorders more often than
`Û`Õ>ÃÜÌ ÕÌ--] ÜiÛiÀ]ÃÌvÌ iÜi``Ìw`>Þ`V>ÌÃ
for psychiatric disorders.
Cognitive symptoms are part of the diagnostic criteria of both CFS and FMS. We
therefore examined objective and subjective cognitive functioning in patients with
CFS and FMS in chapter 7. We revealed that subjective cognitive symptoms are
more prevalent in patients with CFS and patients with FMS compared to controls
and patients with an MD. We found small differences in objective cognitive
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impairments in patients with CFS compared to controls on the domains of visual
learning, working memory, and visual attention. These differences could not be
explained by comorbid mood or anxiety disorders or the severity of symptoms.
The role of physical activity and sleep in patients with CFS and FMS was examined
in chapter 8. Our study suggested a role of physical activity and sleep duration
in CFS and FMS. We found that Patients with CFS and patients with FMS were
Ã}wV>ÌÞiÃÃ« ÞÃV>Þ>VÌÛiÌ >VÌÀÃ°*>ÌiÌÃÜÌ  -Ài«ÀÌi`
longer sleep duration than patients with FMS and controls. Both relatively high
and low physical activity levels were associated with higher symptom severity in
«>ÌiÌÃÜÌ  ->`-ÆÌ ÃÜ>Ã>ÃÌÀÕivÀLÌ Ài>ÌÛiÞ}>`Ã ÀÌ
sleep duration.
A systematic review and meta-analysis was carried out to examine vitamin and
mineral status in patients with CFS and FMS in chapter 9. We found little evidence
ÌÃÕ««ÀÌÕÀ Þ«Ì iÃÃÌ >ÌÛÌ>>`iÀ>`iwViViÃ«>Þ>ÀiÌ i
pathophysiology of both CFS and FMS, or that use of nutritional supplements is
effective in these patients. Poor study quality and considerable heterogeneity
ÃÌÃÌÕ`iÃÜ>ÃvÕ`]Ü V >iÃÌ`vwVÕÌÌÀi>V >w>VVÕÃ°
In chapter 10]>w`}ÃÜiÀiÃÕ>Àâi`>``ÃVÕÃÃi`°Ì ÃÌ iÃÃ]ÜivÕ`
evidence to support both the lumpers’ and splitters’ perspective. Arguments
in favor of the lumpers perspective are the diagnostic overlap, the overlap in
reported symptoms, and patient characteristics such as sex, age, lifestyle factors,
and functional limitations. Arguments in favor of the splitters perspective include
ÃÞ«ÌVÕÃÌiÀÃÀiyiVÌ}--`>}ÃiÃ]`vviÀiViÃÃÞ«ÌÃLiÌÜii
patients with different FSS, and indications for differences in contributing factors.
ÃÕ>ÀÞ]ÜiV>ÃÌ>ÌiÌ >Ì]>Ì Õ} Ì iÀiÃÛiÀ>«V>Ãi`iwÌÃ]Ì i
`vviÀiViÃLiÌÜii--V>ÌLi}Ài`°7iÃÕ}}iÃÌÌ >Ì-->ÞÀiyiVÌÌ i
same underlying syndrome with different subtypes. These subtypes may have
Ì iÀÜÕµÕi>viÃÌ>ÌvÃ«iVwVÃÞ«Ì«>ÌÌiÀÃL>Ãi`ÃÞ«ÌÃ½
bodily systems and share both common as well as unique factors. This underlying
syndrome should be more extensively investigated in the future to establish valid
and generally accepted diagnostic criteria across medical specialties.
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Voor lichamelijke klachten kan niet altijd een duidelijke onderliggende lichamelijke
oorzaak gevonden worden. Wanneer onvoldoende verklaarde lichamelijke klachten
in clusters voorkomen, spreekt men ook wel van functioneel somatische syndromen
(FSS). Er bestaan vele soorten FSS en ieder medisch specialisme lijkt er tenminste
één te kennen. De etiologie die ten grondslag ligt aan FSS is nog niet geheel
duidelijk, maar er wordt verondersteld dat deze multifactorieel is, en dat zowel
biologische, psychologische, sociale als gezondheidszorgfactoren bijdragen.
Het fenomeen dat verschillende FSS substantiële klinische en diagnostische
overlap kennen, heeft geresulteerd in de zogenoemde lumper-splitter discussie.
Lumpers veronderstellen dat FSS voortkomen uit eenzelfde etiologie, terwijl
Ã«ÌÌiÀÃiÀÛ>ÕÌ}>>`>Ìi>vâ`iÀ--iii}iÃ«iVwii>V ÌiÀ}À`
heeft. Het doel van dit proefschrift was om de validiteit van de FSS-diagnoses
te onderzoeken, en om te kijken in welke mate deze diagnoses in staat zijn om
>«>ÀÌi«>ÌlÌi}Ài«iÌi`iÌwViÀi° i}ÀÌ`iiÛ>`Ì«ÀivÃV ÀvÌ
is gebaseerd op data van de LifeLines cohortstudie, een multidisciplinaire,
prospectieve studie naar gezondheid in de algemene populatie.
Omdat FSS-diagnoses gebaseerd zijn op symptomen, hebben we eerst in
hoofdstuk 2 het klinisch meest relevante tijdsbestek voor het uitvragen van
Ã>ÌÃV i ÃÞ«Ìi `iÀâV Ì° ,iiÛ>Ìi ÜiÀ` }i`iwiiÀ` >Ã iÌ
tijdsbestek dat het beste de subjectieve symptoomlast in het dagelijks leven
ÀiyiVÌiiÀÌ]ÌiÀiÛ>Ü>ÌiÌÛ>iÛiiâiÌi>}ÃÌ°"âiÀiÃÕÌ>Ìi>Ìi
zien dat een tijdsbestek van 4 weken het beste de klinisch relevante subjectieve
ÃÞ«Ì>ÃÌÀiyiVÌiiÀÌ°" >``i`iÃ>ÌÃV iÃÞ«ÌÛÀ>}iÃÌi
die gebruik maakten van een tijdsbestek van 4 weken de beste psychometrische
eigenschappen, in de vorm van interne betrouwbaarheid. Deze bevindingen zijn
van belang, omdat zelf gerapporteerde vragenlijsten nuttige hulpmiddelen zijn
om symptoomernst in patiënten met FSS in kaart te brengen.
We onderzochten het idee dat FSS minder ernstige aandoeningen zijn dan erkende
medische aandoeningen (MD) in hoofdstuk 3. Het doel was om functionele
Li«iÀ}i]}i`iwiiÀ`>ÃÜ>ÌiÌÛ>iÛii>ÀLi`Ã«>ÀÌV«>Ìi]Ìi
vergelijken tussen patiënten met FSS en MD. Onze studie liet zien dat de functionele
beperkingen van patiënten met een FSS vergelijkbaar zijn met de beperkingen
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van patiënten met een MD. Zowel patiënten met een FSS als patiënten met
een MD hadden een verminderde kwaliteit van leven in vergelijking met een
controlegroep. De controlegroep, patiënten met een FSS en patiënten met een
MD rapporteerden een vergelijkbare arbeidsparticipatie, maar werkende patiënten
met een FSS of een MD werkten wel minder uur per week en rapporteerden een
hoger ziekteverzuim dan de controlegroep. Kortom, functionele beperkingen
in patiënten met een FSS zijn veelvoorkomend, en minstens zo ernstig als in
patiënten met een MD.
In hoofdstuk 4 onderzochten wij of verschillende FSS mogelijk verschillende
namen zijn voor eenzelfde probleem. Wij deden dit door het onderzoeken van
netwerken van de symptomen die de diagnostische criteria vormen voor chronisch
ÛiÀi` i`ÃÃÞ`À 6-®]wLÀÞ>}iÃÞ`À-®i«ÀiL>Ài`>À
syndroom (PDS). Uit deze studie kwamen diverse bevindingen naar voren. Ten
eerste vonden we dat alle diagnostische symptomen met elkaar waren verbonden,
zowel direct als via andere symptomen. Ten tweede was de netwerkdichtheid
tussen de diagnoses in de meeste gevallen wat lager dan binnen de diagnoses,
hoewel de verschillen klein waren. Hoofdsymptomen waren belangrijk bij het
verbinden van de verschillende FSS-diagnoses. Tot slot, clustering van symptomen
in de algemene populatie onthulde een algemeen, een musculoskeletaal, een
abdominaal en een overige symptomen cluster. Deze studie suggereert dat er
symptoomclusters te herkennen zijn die de verschillende FSS weerspiegelen,
maar ook dat deze symptoomclusters sterk gerelateerd zijn.
De validiteit van en de diagnostische overlap tussen de drie belangrijkste FSSdiagnoses werd onderzocht in hoofdstuk 5. Uit deze studie kwamen twee
belangrijke bevindingen naar voren. Ten eerste was de diagnostische overlap
tussen de FSS veel groter dan op basis van kans zou mogen worden verwacht.
De overlap nam substantieel toe wanneer FSS chronischer en ernstiger van aard
werden. Ten tweede rapporteerden deelnemers die voldeden aan de criteria
ÛÀiiÃ«iVwii--vÀiµÕiÌÃÞ«Ìi`i`iÀ`iiÜ>ÀiÛ>`i
diagnostische criteria van andere FSS. Ook dit hoofdstuk suggereert dus dat de
verschillende FSS diagnoses aan elkaar gerelateerd zijn.
De hypothese dat FSS zoals CVS, FMS en PDS het resultaat zijn van psychische
ÃÌÀiÃÃ]}i`iwiiÀ`>ÃÃÌi}Ãi>}ÃÌÃÌÀÃÃi]ÜiÀ``iÀâV Ì
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hoofdstuk 6. We vonden dat mensen met CVS, FMS en PDS vaker lijden aan
stemmings- en angststoornissen dan mensen zonder FSS, maar bij de meesten
van hen zijn er geen aanwijzingen voor deze psychiatrische aandoeningen.
Cognitieve symptomen zijn onderdeel van de diagnostische criteria van zowel
CVS als FMS. Objectief en subjectief cognitief functioneren in patiënten met CVS
en FMS werd daarom onderzocht in hoofdstuk 7. We vonden dat subjectieve
cognitieve symptomen vaker voorkomen bij zowel patiënten met CVS als patiënten
met FMS, in vergelijking met controles en patiënten met een MD. Bovendien
vonden we kleine verschillen in objectief cognitief functioneren tussen controles
en patiënten met CVS op de gebieden van visueel leren, werkgeheugen en
visuele aandacht. Deze verschillen konden niet worden verklaard uit comorbide
stemmings- of angststoornissen of ernst van de symptomen.
De rol van fysieke activiteit en slaap bij patiënten met CVS en FMS werd onderzocht
in hoofdstuk 8. Onze studie suggereerde een rol van fysieke activiteit en slaapduur
L 6-i-°7iÛ`i`>Ì«>ÌlÌiiÌ 6-i-Ã}wV>Ì`iÀ
fysiek actief waren dan controles. Patiënten met CVS rapporteerden een langere
slaapduur dan patiënten met FMS en controles. Zowel relatief hoge als lage
fysieke activiteitsniveaus waren geassocieerd met een hogere ernst van de
ÃÞ«ÌiLLi`i«>ÌlÌ}Ài«iÆ`Ì}`ÛÀâÜi`iÀi>Ìiv>}i
als korte slaapduur.
Een systematische review en meta-analyse werd uitgevoerd om de vitamineen mineraalstatus in patiënten met CVS en FMS te onderzoeken in hoofdstuk
9. We vonden weinig ondersteuning voor de hypothese dat vitamine- en
mineralentekorten een rol spelen in de pathofysiologie van CVS en FMS, of dat
het gebruik van voedingssupplementen effectief is bij deze patiënten. De meeste
onderzoeken werden gekenmerkt door een slechte studiekwaliteit en aanzienlijke
iÌiÀ}iÌiÌ]Ü>>À`À iÌiÃÌÌ`iwÌiÛiVVÕÃiÃÌii°
In hoofdstuk 10 werden alle bevindingen samengevat en besproken. In dit
proefschrift hebben we aanwijzingen gevonden die zowel het perspectief van
de lumpers, alsmede dat van de splitters ondersteunen. Argumenten voor het
lumpers perspectief zijn de diagnostische overlap, de overlap in gerapporteerde
symptomen en patiënt karakteristieken zoals geslacht, leeftijd, leefstijlfactoren,
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en functionele beperkingen. Argumenten voor het splitters perspectief zijn onder
>`iÀi`iÃÞ«ÌiÌÜiÀi`i`i--`>}ÃiÃÀiyiVÌiÀi]`iÛiÀÃV i
in symptomen tussen patiënten met verschillende FSS, en aanwijzingen voor
verschillen in bijdragende factoren. Samenvattend kunnen we stellen dat, hoewel
iÀÛiÀ>«Ã`i`iwÌiÃ]`iÛiÀÃV iÌÕÃÃi`i--iÌ}ii}iiÀ`Õi
worden. We suggereren daarom dat FSS hetzelfde onderliggende syndroom
weerspiegelen met verschillende subtypen. Deze subtypen hebben mogelijk
Õi}iÕii>viÃÌ>ÌiÛ>Ã«iVwiiÃÞ«Ì«>ÌÀi}iL>ÃiiÀ`«
lichamelijke systemen, en hebben zowel gemeenschappelijke als unieke factoren.
Dit onderliggende syndroom zal in de toekomst uitgebreider onderzocht moeten
worden om tot valide en algemeen aanvaarde diagnostische criteria te komen.
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