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Mechanisms of Fatigue in Everyday Life

1. Introduction

1.1 Defining Fatigue

Fatigue is a phenomenon we all experience every day. It presents as a sense of
exhaustion, tiredness, weakness, or a subjective lack of energy (Riley et al., 2010; R.
Schwarz, Krauss, & Hinz, 2003). Similar to pain, fatigue is a subjective phenomenon that can
only be measured via self-report (Dittner, Wessely, & Brown, 2004). Further, it can be
assessed unidimensionally (fatigue intensity) as well as multidimensionally. The underlying
assumption of multidimensional measures is that fatigue has different qualities, of which
mental (i.e. feeling of emptiness or boredom, difficulties concentrating) and physical
(weakness, low energy) are the most prominent (Hardy & Studenski, 2010). Fatigue is
distinct from sleepiness, although the concepts are related to each other. Whereas
sleepiness describes a drive to fall asleep, fatigue comprises a state of subjective energy
depletion (Akerstedt, Axelsson, Lekander, Orsini, & Kecklund, 2014). Fatigue can be seen as
a normal response to mental or physical demands and serves the purpose of triggering
resting behavior to achieve recovery and ultimately reinstate homeostasis (Chrousos, 2009;
Dantzer, Heijnen, Kavelaars, Laye, & Capuron, 2014). As such, it serves allostasis — the
ability of the organism to respond to demands or threats to safety or homeostasis (Sterling &
Eyer, 1988). In line with this, fatigue typically increases throughout the day, with the highest
levels in the evening, partly depending on how strenuous the day has been (Buysse et al.,
2007; Dahlgren, Kecklund, & Akerstedt, 2005). The proper functioning of this cycle of
demands, fatigue, and recovery (see Figure 1), which repeats itself every day and also within
days (e.g. when executing physically or mentally demanding tasks), is very important for
health, as will be explained in greater detail in the following sections. Although fatigue is
generally perceived as a subjectively unpleasant state, an organism would most likely not

survive without it.
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Figure 1 Functionality of fatigue illustrated using the allostasis model. Homeostasis is challenged by
demands; responding to demands leads to fatigue (which can be measured on different dimensions of
which mental physical are the most prominent ones), fatigue in turn triggers resting behavior and
therefore recovery; recovery reduces fatigue (which could, again, be assessed on different
dimensions, but has been omitted in this part of the figure for the sake of simplicity) and reinstates
homeostasis

Clinically relevant fatigue

Understanding which mechanisms influence fatigue is of great importance, because
there are cases in which the “allostatic cycle” of demands, fatigue, and recovery is disrupted
or pathologically altered. Fatigue can reach clinical significance when it is not diminished by
resting behavior (recovery) or when it presents with such intensity that it interferes with daily
living and well-being (Riley, et al., 2010). In a sample of 2552 persons representative of the
German population, Hiller, Rief, and Brahler (2006) found a point prevalence for fatigue
(excessive tiredness) of 17.5% (2.1% with severe or very severe intensity) and a 2-year
prevalence of 8% for fatigue on mild exertion. In another German survey of 20,000 people
from the working population, as many as 45.8% reported having suffered from fatigue within
the last 12 months, of whom 18.8% (8.6% of the whole sample) sought medical attention
because of their fatigue (Wittig, Nollenheidt, & Brenscheidt, 2012). In other surveys,
prevalence rates of 11.3% for chronic fatigue (i.e. longer than six months) (Wessely, Chalder,
Hirsch, Wallace, & Wright, 1997) were found in primary care. In a US population-based
survey, the authors estimated the costs for society caused by fatigue to be about 136.4

billion US Dollars annually (Ricci, Chee, Lorandeau, & Berger, 2007). Besides personal



impairment and distress of the affected individual, fatigue is therefore a problem for society,

with a high economic impact.

With regard to socioeconomic influencing factors, surveys show that women report
higher fatigue levels than men and that fatigue levels increase with increasing age (Kroenke,
Wood, Mangelsdorff, Meier, & Powell, 1988; Loge, Ekeberg, & Kaasa, 1998; R. Schwarz, et
al., 2003; van't Leven, Zielhuis, van der Meer, Verbeek, & Bleijenberg, 2010; Vermeulen,
2006). Fatigue is also heightened as part of various diseases (e.g. severe or chronic medical
conditions, anxiety and depressive disorders, and sleep disorders), and is a common side
effect of medication intake (Chen, 1986; Pawlikowska et al., 1994). Chronic fatigue often
occurs in diseases such as cancer (Barsevick, Frost, Zwinderman, Hall, & Halyard, 2010),
HIV infection (Barroso, 1999), or multiple sclerosis (Bethoux, 2006). However, in some
cases, no underlying somatic explanation can be found for fatigue based on present-day
medical knowledge. In these cases, fatigue is referred to as “medically unexplained”.
Medically unexplained fatigue often occurs in combination with other medically unexplained
somatic symptoms. These symptom complexes can be referred to as “functional somatic
syndromes” (for an overview see Fischer & Nater, 2012; Wessely, Nimnuan, & Sharpe,
1999). If medically unexplained chronic fatigue is the main complaint and is accompanied by
cognitive problems, sore throat, tender lymph nodes, myalgia and joint pain, headaches,
unrefreshing sleep, as well as post-exertional malaise, this condition is referred to as
“Chronic Fatigue Syndrome” (CFS, Fukuda et al., 1994). Slightly differing symptom
constellations might be classified differently. One example is fibromyalgia syndrome (FMS,
Wolfe et al., 2010). In FMS, medically unexplained chronic widespread pain is the main
symptom, accompanied by fatigue, waking unrefreshed, and cognitive symptoms. We and
others have proposed that conditions presenting with clinically relevant, chronic medically
unexplained fatigue can be seen as one end of a continuum, with mild, infrequent fatigue
representing the other end (Dawson, lan Noy, Harma, Akerstedt, & Belenky, 2011; Nater &

Doerr, 2012).



Chronic medically unexplained fatigue is a phenomenon that is hard to grasp and
poorly understood, although it has been a problem for society throughout history and has
drawn the (documented) attention of researchers and practitioners for at least the last one
and a half centuries (Johannisson, 2006). Besides the aforementioned definition of CFS,
several other attempts have been made to define, classify (by means of diagnostic criteria),
and label conditions that present with chronic medically unexplained fatigue as the main
symptom, prominent examples of which include “Neurasthenia” (World Health Organization,
1992) and “Burnout” (Maslach & Jackson, 1981). Uncertainties about when and how to use
which label, and an interchangeable use of the label “depression”, can be observed from
media to health care professionals. In an attempt to reduce uncertainties and raise
awareness of the problems inherent in the use of these labels, we recently addressed the
problem of differentiation and overlap between these concepts (CFS, Neurasthenia, and
Burnout), as well as the distinction between these concepts and depression (Doerr & Nater,
2013). Three important conclusions can be drawn from this narrative review, which guided
the empirical studies summarized in the present thesis. First, it became clear that the existing
definitions for fatigue syndromes overlap and (at least concerning Neurasthenia and Burnout)
lack validity and reliability. In light of the heterogeneity of persons who are grouped together
when using one of these diagnostic entities, it seems warranted to move away from the level
of syndromes and look for mechanisms that influence fatigue on the symptom level. Second,
definitions of conditions that present with fatigue are highly susceptible to the ideas that we
(or our society) currently hold about fatigue and fatigue development. Gaps in the knowledge
regarding fatigue development, and the necessary continuous change through research
findings, lead to uncertainties and also to diverse revisions of (and conflicts about)
classification criteria. More research on mechanisms influencing fatigue is therefore needed
to fill the knowledge gaps and at some point reduce uncertainties. Third, we observed that
another source of uncertainties and conflicts is the dualistic mind-body view, which still

prevails in society but is not very helpful when dealing with fatigue. Therefore, research is



needed that takes an integrative approach, combining biological, psychological, and

behavioral observations as well as their interplay.

1.2 Influences on fatigue

An overview of current research suggests that fatigue most likely develops and
becomes chronic as a consequence of a complex interplay between psycho-social, cognitive-
behavioral, and biological mechanisms. The key player in this interplay seems to be “stress”
(e.g. Nater, Fischer, & Ehlert, 2011; Nijrolder, van der Horst, & van der Windt, 2008). In
epidemiological studies, higher stress levels were found to predict higher fatigue levels
cross-sectionally (Chen, 1986) as well as longitudinally (Pawlikowska, et al., 1994). Similar
studies also show that chronically fatigued persons report more stressful life events than
controls in the year before symptoms begin (Lutgendorf et al., 1995; Masuda, Munemoto,
Yamanaka, Takei, & Tei, 2002; Reyes et al., 1996) and higher levels of chronic stress

throughout the life span (Nater, Maloney, Heim, & Reeves, 2011).

1.2.1 Defining Stress

The concept of stress was originally based on the finding that exposing an organism
to stimuli like heat, cold, or toxic agents, leads to a specific biological response that prepares
the body for “fight or flight” (Cannon, 1914). Therefore, Hans Selye (who was the first to call
this biological pattern “stress”) defined stress as the unspecific response of the body to any
demand (Selye, 1956). Later, Lazarus and Folkman (1984) took an interest in the
psychological side of stress and extended Selye’s stress definition. In their cognitive-
transactional stress theory, they concluded that the sense of being stressed is triggered in
situations in which demands subjectively exceed a person’s coping abilities and are, as such,
interpreted as threatening. The same demand can therefore trigger a stress response in one
person but not in another. If a demand triggers a stress response, it is also referred to as
“stressor”. Research shows that the strength of the subjective sensation of being stressed,
as well as the strength of the biological response, depends on the type, intensity, and novelty

of the stressor to the individual person (Kemeny, 2003). Therefore, stress is not merely a



demand or a response, but can be defined as an interaction of demands and a person’s
coping abilities, which results in a specific psycho-biological response. It is conceivable that
higher fatigue per se can reduce coping abilities and, in turn, might trigger stress - a thought

that will be of greater importance later on.

The stress response is an allostatic mechanism - it enables the organism to
dynamically cope with stressors to reinstate homeostasis. Coming back to the cycle of
demands, fatigue, and recovery, it becomes clear that stress poses a greater threat to
homeostasis than demands that do not trigger a stress response. Stress therefore leads to
an enhanced need for recovery, and consequently enhanced fatigue levels. Stress is a
common phenomenon and the organism is prepared to deal with it. However, if stress
exceeds the range within which the organism’s individual recovery potential is sufficient,
stress might be the very process that disrupts or alters the “demands — fatigue — recovery”

cycle.

Little is, however, known about how stress might translate into to clinically relevant
fatigue. One theory that might be able to explain this process is the “allostatic load” theory:
McEwen proposed that iliness develops when the body is faced with repeated or prolonged
stress which prevents the organism from recovering properly (1998). He suggested that
through repeated or prolonged stress, stress-responsive biological systems “wear out” and
ultimately fail to respond adequately to stressors, which leads to a number of adverse health
outcomes, including chronic fatigue (McEwen, 2000). Hence, a shift towards the clinically
relevant end of the fatigue continuum might be triggered by chronic stress, probably by
“‘wearing out” the body’'s stress-responsive systems. The two most important stress-
responsive biological systems are the Hypothalamic-Pituitary-Adrenal axis (HPA axis) and

the Autonomic Nervous System (ANS, Kemeny, 2003).

Hypothalamic-Pituitary-Adrenal Axis
The HPA axis’ response to stress is triggered by the release of corticotropin-releasing

hormone (CRH) by the hypothalamus, which in turn stimulates the pituitary to release



adrenocorticotropic hormone (ACTH), ultimately causing the release of the glucocorticoid
cortisol by the adrenal glands. The release of cortisol, in turn, reduces hypothalamic CRH
production as well as the release of ACTH by the pituitary as part of a negative feedback
loop (Barrett, 2005). Whereas ANS activity increases immediately, the highest
concentrations of cortisol can be found about 20-40 minutes after a stressful event
(Dickerson & Kemeny, 2004). Cortisol is the gold standard marker of HPA axis activity. It can
be measured in a variety of body fluids such as blood samples, 24hour accumulated urine
samples, saliva samples. As almost every cell in the body has glucocorticoid receptors, the
influence of cortisol on the body is manifold. For example, cortisol is able to suppress

immune activity.

HPA axis activity shows a circadian pattern which is reflected by a typical nocturnal
and diurnal secretion pattern of cortisol. During the day, cortisol increases in the morning (the
cortisol awakening response, CAR) and decreases during the remainder of the day (Barrett,
2005). The CAR in particular has been found to be a reliable measure for the responsive
capability of the HPA axis (Pruessner et al., 1997; Schmidt-Reinwald et al., 1999) and has

been associated with diverse health outcomes (Fries, Dettenborn, & Kirschbaum, 2009).

Autonomic Nervous System

The ANS adjusts the body’s internal environment to external demands through
efferent and afferent pathways. It has a sympathetic, parasympathetic, and enteric division
(which controls bowel movements and will not be in the focus of this thesis). The sympathetic
and parasympathetic divisions work antagonistically: Basically, sympathetic activity increases
when the body is activated, whereas parasympathetic activity dominates in states of
relaxation (Richerson, 2005). During the stress response, the sympathetic part of the ANS is
thus activated and the parasympathetic part is inhibited. Activation of the sympathetic part
leads to a release of norepinephrine through postganglionic fibers (sympathetic-neural
system) and a release of primarily epinephrine (80%) and, in small parts, also norepinephrine

(20%), by the adrenal medulla (sympatho-adrenomedullary system). Therefore, ANS activity



can be measured by determining epinephrine and norepinephrine levels in blood samples or
accumulated 24hour urine samples. The ANS targets smooth muscles of the organs, cardiac
muscles, and glands. Heightened ANS activity thus also leads to increases in heart rate and
blood pressure. Cardiovascular measures (heart rate, heart rate variability, blood pressure)
therefore serve as non-invasive measures of ANS activity (for an overview of ANS measures
see Fischer & Nater, 2015). Further, binding norepinephrine to the adrenergic receptors on
acinar cells of the salivary glands stimulates the production and release of salivary proteins
into the oral cavity. As the most abundant protein in human saliva, salivary alpha-amylase
(sAA) has gained much interest as a surrogate marker of ANS activity (Nater & Rohleder,
2009; Rohleder & Nater, 2009). Similar to cortisol, SAA activity also shows a diurnal pattern.
However, the pattern itself is antagonistic to cortisol: It decreases in the first hour after
awakening (also called the “alpha-amylase awakening response”, AAR), and then shows an
increase until the evening, when it stagnates or slightly decreases until bedtime (Nater,

Rohleder, Schlotz, Ehlert, & Kirschbaum, 2007).

1.2.2 Taking an integrative view

In light of allostatic load theory, studies on the influence of stress on fatigue should
include measures of stress-responsive biological mechanisms (HPA axis and ANS).
Moreover, mechanisms on all levels of observation that have been found to increase or
buffer psycho-biological effects of stress on health are likely highly relevant for fatigue. As
mentioned above, it is of utmost importance to include these different levels of observation in
studies in order to pursue an integrative view of what influences fatigue. Figure 2 depicts a
model of influences on fatigue that extends Figure 1 by stress-relevant mechanisms
(including social, behavioral, and biological mechanisms, as well as the mechanisms at the
level of subjective experience). Another aspect of taking an integrative view is that fatigue
can be seen as having different qualities and therefore can be assessed on different
dimensions. With regard to the different levels of stress-relevant mechanisms,
psychobiological stress measures were found to interact with (i.e. be influenced by as well as

exert an influence on) recovery mechanisms like sleep (e.g. Akerstedt, Kecklund, &



Axelsson, 2007; Hall et al., 2004). Additionally, social influences have repeatedly been
shown to impact psycho-biological stress and health measures (Ditzen & Heinrichs, 2014).
Relevant mechanisms might be social support (buffering of stress), social conflicts
(increasing stress), or co-regulation of mood and biological measures within cohabitating
persons (e.g. within couples). Of course, how a person behaves also has a strong influence
on psychobiological stress measures, and therefore most likely on fatigue. A behavioral
mechanism that has been widely discussed to buffer effects of stress on health is physical

activity (Gerber & Puhse, 2009).
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Figure 2. Model of stress as the disruptive element of the “allostatic cycle” (depicted on the left-hand
side) and sleep quality as one indicator for recovery at the level of subjective experience, as well as
important mechanisms on the social (partner) and behavioral (physical activity) level that likely
influence fatigue (directly and/or through changes in stress-responsive biological mechanisms). HPA
axis = Hypothalamic-Pituitary-Adrenal axis, ANS = Autonomic Nervous System

1.3 A methodological consideration: Thinking “everyday life”

We now know that when attempting to find out how stress leads to fatigue, we
ultimately have to look at what happens within a person when he or she experiences stress,
what mechanisms on different levels of observation exert their influence on this biological
response — and how what happens relates to fatigue. Although surveys have the advantage
of potentially comprising large sample sizes which can be assessed longitudinally, they rely
on questionnaire data, which are prone to retrospective bias. Moreover, when using surveys,

a real-time assessment of mechanisms is not possible and no biological markers can be



assessed. Laboratory studies, on the other hand, have the advantage of assessing
mechanisms in a highly controlled setting, but they have little ecological validity and do not
normally comprise a time span of more than one or two days. This means that findings from
surveys as well as laboratory studies might not be applicable to everyday-life conditions and
it is not possible to investigate changes that occur within and between several days. In the
past two decades, a branch of research has been established which collects data in the
everyday life of participants using so-called “ambulatory assessment” or “ecological
momentary assessment” designs (Fahrenberg, Myrtek, Pawlik, & Perrez, 2007; Shiffman,
Stone, & Hufford, 2008). Usually, this includes the use of self-report at different time points
(e.g. by diary entries), which can be assessed in combination with biological (e.g.
measurement of salivary cortisol) and/ or behavioral data (e.g. physical activity). This type of
research has three important advantages: 1. It is highly ecologically valid (i.e. results can be
applied to everyday life) because it directly assesses phenomena in the place where they
usually occur (Reis, 2012), 2. It assesses phenomena not only where, but also when they
occur, i.e. in real time. Therefore, retrospective biases are less likely (N. Schwarz, 2012), 3.
Due to (micro-)longitudinal designs, changes from one time point to another can be observed
within persons, which makes a stronger case for causal attributions than between-person
designs (Hamaker, 2012). Thus, insights from ambulatory assessment studies have been
found to be very helpful for research investigating the interplay between psychological and

biological parameters (Smyth & Stone, 2003) and should also be applied in fatigue research.

1.4 Relationship between stress and fatigue in everyday life — state of research

Only two studies have explicitly assessed the relationship between stress and fatigue
in everyday life using intra-individual designs (i.e. assessing how fatigue changes within a
person in everyday life due to different levels of stress). One found fatigue levels to be
significantly higher during academic stress as opposed to at the beginning of the academic
year in a sample of students (Dittner, Rimes, & Thorpe, 2011). The other study found that
mean daily stress levels prospectively predicted bedtime fatigue in a healthy sample

(Akerstedt, et al., 2014). In concert with cross-sectional studies showing an association



between stress and fatigue, it might be assumed that stress predicts fatigue on a daily basis.
However, a replication of Akerstedt and colleagues’ findings also including within-day
changes is warranted. Additionally, as mentioned before, it is conceivable that in a state of
higher fatigue, it is harder to cope with demands, which in turn leads to higher stress levels.
However, no study so far has assessed the prospective influence of fatigue on stress.

Importantly, more research is needed that examines mechanisms which influence or
mediate the stress-fatigue relationship as depicted in Figure 2. Therefore, the next part of
this thesis provides an overview of the literature on mechanisms that are likely to influence
fatigue in everyday life in the light of allostatic load theory (i.e. stress-responsive biological
systems as well as important stress-associated factors on the social, psychological, and
behavioral level).

As mentioned above, fatigue can be seen as a continuum ranging from mild,
infrequent fatigue to chronic medically unexplained clinically relevant fatigue. Therefore, the
literature review will include studies on fatigue in healthy populations (where fatigue is likely a
transient, non-clinical phenomenon), populations with heightened or prolonged stress levels
(which might suffer from heightened fatigue levels), as well as populations suffering from
clinically relevant fatigue. As CFS criteria, as opposed to Burnout or Neurasthenia, require
careful consideration and exclusion of medical conditions that might explain fatigue (Doerr &
Nater, 2013), the focus of this review will be on CFS literature as defined by the Centers for
Disease Control (Fukuda, et al., 1994; Holmes et al., 1988) when looking at mechanisms that
are relevant for the clinically relevant end of the fatigue continuum. Furthermore, research on
FMS will be included. As explained in section 1.1 (“clinically relevant fatigue™), CFS and FMS
are overlapping syndromes. This has led researchers to discuss whether they are essentially
the same condition (Wessely, et al., 1999). Fatigue is a predominant feature in FMS
(Overman, Kool, Da Silva, & Geenen, 2015; Vincent et al., 2013), and CFS prevalence rates
of up to 80% are found in FMS patients (Aaron & Buchwald, 2003). Therefore, studies on
fatigued patient populations often include CFS as well as FMS, or mixed CFS/FMS samples,

and find similar divergences from healthy subjects.



Research on the influence of HPA axis and ANS activity on fatigue (biological
mechanisms) in everyday life is discussed in the first part of the review. Following this,
research concerning the influence of sleep quality (recovery mechanism) on fatigue is
presented. Additionally, data relevant for daily relationship-specific influences on fatigue
(social mechanism) and the association between physical activity (behavioral mechanism)
and fatigue in everyday life are outlined. Results from ambulatory assessment studies
assessing intra-individual associations of the aforementioned parameters with fatigue levels
in healthy as well as fatigued subjects are summarized if available. Moreover, changes in
relation to heightened stress conditions (within as well as between persons) are described. In
the final parts, differences between chronically fatigued patients (i.e. patients with CFS or
FMS) and healthy controls are introduced. Where no ambulatory assessment studies are
available, important findings from surveys or laboratory studies that might be applicable to

everyday life are referred to.

4.1 Biological mechanisms

Hypothalamic-Pituitary-Adrenal axis

There are several studies investigating the influence of HPA axis activity on fatigue in
healthy populations. Eek, Karlson, Garde, Hansen, and Orbaek (2012) found a positive
correlation between the CAR and lack of energy, lack of motivation, and physical exertion
(referring to a “typical workday”) in a population-based sample. Furthermore, Lindeberg and
colleagues (2008) found a negative association between diurnal cortisol variability and
fatigue levels (referring to the last four weeks), also in a population-based sample. Few
studies have assessed prospective associations between daily cortisol output and fatigue in
healthy samples: Adam, Hawkley, Kudielka, and Cacioppo (2006) found low morning cortisol
levels to be associated with higher fatigue levels at the end of the day in a population of older
adults. Kumari and colleagues (2009) found that low cortisol at awakening and a flat cortisol
slope throughout the day were associated with fatigue levels 2.5 years later in a population-

based sample. However, results of another study (Dahlgren, Kecklund, Theorell, & Akerstedt,



2009) did not indicate that cortisol levels predict subsequent fatigue in a healthy sample, but
did find that fatigue (retrospective measurement at bedtime) was associated with high

evening cortisol levels and predicted low cortisol at awakening the next day.

When we recall that HPA axis activity is heightened as part of an acute stress
response, which we know from laboratory studies, it is likely that stress alters HPA axis
activity in everyday life too. And indeed, Schulz, Kirschbaum, Pruessner, and Hellhammer
(1998) found that participants with heightened chronic stress levels had a steeper increase in
cortisol after awakening in comparison with participants with lower chronic stress. Steptoe,
Cropley, Griffith, and Kirschbaum (2000) found higher morning cortisol levels in participants
with higher job strain (assessed one year before cortisol measurement) compared to
participants with lower job strain. Moreover, using an intra-individual design, Dahlgren and
colleagues (2005) found a flattened diurnal cortisol pattern, which was based on a reduced
decline from morning levels to 10am, during a stress as compared to a hon-stress week. The
same research group also found higher stress levels to be associated with higher cortisol
levels at bedtime in another study (Dahlgren, et al., 2009). Additionally, Smyth and
colleagues (1998) reported evidence that current problems as well as anticipated stress were
associated with increased salivary cortisol levels 20 min after data entry in an ambulatory
assessment design. These findings suggest an association of heightened stress levels with

heightened daily cortisol levels.

Interestingly, in CFS as well as FMS samples, reduced daily cortisol levels compared
to healthy controls have been found in blood samples (e.g. Demitrack et al., 1991; Gur,
Cevik, Nas, Colpan, & Sarac, 2004), 24h urine samples (e.g. Crofford et al., 1994; Scott &
Dinan, 1998), and saliva samples (e.g. Nater, Youngblood, et al., 2008; Riva, Mork,
Westgaard, Ro, & Lundberg, 2010; Strickland, Morriss, Wearden, & Deakin, 1998).
Furthermore, CFS as well as FMS patients were found to present with an attenuated CAR
compared to healthy controls (Nater, Maloney, et al., 2008; Riva, Mork, Westgaard, &

Lundberg, 2012). Accordingly, there is meta-analytical evidence of a basal hypocortisolism



(i.e. lower basal levels of cortisol) in CFS patients and (female) FMS patients when
compared with healthy control subjects (Tak et al., 2011). Furthermore, another meta-
analysis concluded that in particular, blunted diurnal variability of the HPA axis (i.e. CAR and
slope of decrease throughout the day) is related to fatigue states (Powell, Liossi, Moss-
Morris, & Schlotz, 2013). However, as most of these studies employed cross-sectional
designs, it remains unclear whether this blunted or reduced HPA axis activity is a cause or a
consequence of the fatigue syndrome. When interpreting these findings in light of allostatic
load theory, blunted or reduced HPA axis activity might be a sign of “wearing out”, where a
state of heightened activity is followed by a state of blunted activity in the face of chronic
stress conditions (Fries, Hesse, Hellhammer, & Hellhammer, 2005). Studies on the
prospective association between daily cortisol secretion and fatigue in CFS or FMS patients

are lacking.

In sum, there is some indication that reduced cortisol levels predict fatigue
longitudinally in healthy populations, although studies are sparse. Populations with
heightened stress levels present with heightened cortisol levels (compared with non-stressed
populations and when comparing high- and low-stress episodes intra-individually). Reduced
levels and reduced variability of cortisol throughout the day have been found in chronically
fatigued patients when compared with healthy samples. In healthy as well as chronically
fatigued persons, it remains unclear whether stress exerts its influence on fatigue through

HPA axis activity on a daily basis.

Autonomic Nervous System

To date, no study has investigated the prospective association between ANS
measures and fatigue in everyday life. In laboratory studies of healthy samples, however, an
increase in heart rate with increasing fatigue is reported over the course of fatigue-inducing
tasks (e.g. Tran, Wijesuriya, Tarvainen, Karjalainen, & Craig, 2009). Studies on the effect of
stress on ANS activity in daily life show increased activity of blood pressure and heart rate in

relation to increased stress (e.g. Shapiro, Jamner, Goldstein, & Delfino, 2001; Steptoe,



2000). There is also one study that did not find ANS activity (measured by sAA) to be
influenced by the participants’ acute stress level (self-reported estimate referring to one hour
before saliva sampling) in everyday life (Nater, et al., 2007). SAA levels were, however,

positively associated with chronic stress and stress reactivity in this study.

There has been a great deal of laboratory research on differences in ANS activity
between CFS or FMS patients and healthy controls. However, the results of these studies
are more equivocal than those regarding HPA axis activity (for an overview see Nater,
Fischer, et al., 2011; Tak & Rosmalen, 2010). While some studies found higher basal heart
rate and lower heart rate variability (i.e. higher sympathetic and lower parasympathetic
activity) in CFS patients compared to controls (e.g. Boneva et al., 2007; Duprez et al., 1998),
two studies investigating baseline levels of epinephrine and norepinephrine in blood samples
showed no differences between CFS patients and healthy controls (Boneva, et al., 2007; De
Lorenzo, Hargreaves, & Kakkar, 1997). In FMS, results also point towards a basal
hyperactivity of the sympathetic (reviewed in Martinez-Lavin, 2007) and a basal hypoactivity
of the parasympathetic nervous system in this patient group (e.g. Cohen et al., 2000
measuring heart rate variability). Two studies in controlled hospital-hotel settings investigated
the association between fatigue and ANS activity in patients with CFS or FMS: Boneva and
colleagues (2007) reported a moderate positive correlation between heart rate over 2 days
and fatigue scores (measured by questionnaires referring to “lately”) in a sample of CFS
patients. Riva, Mork, Westgaard, Okkenhaug Johansen, and Lundberg (2012) found a

negative association between 24h urinary epinephrine and physical fatigue in FMS patients.

In sum, both stress and fatigue have been found to be associated with heightened
ANS activity in healthy samples. In CFS and FMS, heightened basal sympathetic and lower
basal parasympathetic activity compared to healthy controls were reported. It might be
assumed that stress causes fatigue through heightened ANS activity. However, results are
far from unequivocal, and due to the multitude of measures (see section 1.2.1 “Autonomic

Nervous System”) and laboratory settings, they are not easily comparable. Studies



investigating the relationship between stress, ANS activity, and fatigue in everyday life are

lacking.

4.2 Recovery: Sleep Quality

Sleep is seen as the key recovery mechanism (Akerstedt & Nilsson, 2003) and can
be roughly classified into two aspects: sleep quantity and sleep quality (Heitmann et al.,
2011). Sleep quantity is measured using indices such as number of awakenings after sleep
onset, sleep onset latency, as well as time points of falling asleep and awakening. Although
some associations have been found between objective sleep measures and subjective sleep
quality (e.g. Akerstedt, Hume, Minors, & Waterhouse, 1994), sleep quality remains, for the
most part, a subjective evaluation (Buysse, Reynolds, Monk, Berman, & Kupfer, 1989). In
large cross-sectional studies, sleep quality was found to be a better predictor of health
outcomes and well-being than sleep quantity (Lavidor, Weller, & Babkoff, 2003; Pilcher,

Ginter, & Sadowsky, 1997).

Low sleep quality was associated with heightened fatigue levels in population-based
surveys cross-sectionally (Lavidor, et al., 2003) as well as in a study using an ambulatory
assessment design (Akerstedt, et al., 2014). Furthermore, subjective sleep problems were
related to heightened stress levels in large cross-sectional studies (e.g. Akerstedt et al.,
2002; Knudsen, Ducharme, & Roman, 2007) and sleep quality was reduced during a period
of heightened stress levels in ambulatory assessment studies (Dahlgren, et al., 2005;
Petersen, Kecklund, D'Onofrio, Nilsson, & Akerstedt, 2012). In one cross-sectional study,
sleep quality significantly mediated the relationship between stressful life events and fatigue
(Thorsteinsson & Brown, 2009). Moreover, there is evidence suggesting a difference in sleep
quality, but not sleep quantity, measures between CFS as well as FMS patients and healthy

controls (Landis et al., 2003; Majer et al., 2007; Reeves et al., 2006).

In sum, sleep quality likely plays a very important role in fatigue development and can
be reduced by stress. Therefore, it is likely that sleep quality mediates the day-to-day stress-

fatigue relationship. However, this has not been investigated so far.



4.3 Social mechanisms: Relationship-specific influences

As one very important social mechanism, being in a close relationship has been
found to have beneficial effects concerning diverse health outcomes (Holt-Lunstad, Smith, &
Layton, 2010). From a large cross-sectional population-based survey, there is also evidence
that cohabitation with a partner is associated with lower levels of fatigue (Watt et al., 2000).
Throughout the literature, the partner is either seen as a source of social support that
reduces stress, or as a source of stress when the relationship quality is bad (Robles &

Kiecolt-Glaser, 2003).

Given that being in a close relationship might affect health via stress, a number of
studies have found activation and buffering of ANS and HPA axis activity by positive or
negative couple interaction (for an overview see Ditzen & Heinrichs, 2014). The effect of
couple interaction on fatigue has, however, not been investigated so far. Furthermore, there
is an accumulating body of research assessing co-regulation of mood (Anderson, Keltner, &
John, 2003; Butner, Diamond, & Hicks, 2007; Schoebi, 2008) as well as biological
parameters (Timmons, Margolin, & Saxbe, 2015) as important mechanisms underlying how
partners influence each other. Co-regulation is defined as a reciprocal, momentary exchange
of emotional and physiological arousal between partners and is assumed to serve purposes
of attachment and within-couple homeostasis (Sbarra & Hazan, 2008). Two ambulatory
assessment studies assessed co-regulation of HPA axis activity and found that co-regulation
of cortisol occurs within the everyday life of partners, especially in couples with low
relationship quality (Liu, Rovine, Klein, & Almeida, 2013; Saxbe & Repetti, 2010). To the best
of our knowledge, co-regulation of the ANS has not been studied in an everyday-life setting
so far. However, laboratory studies have suggested a co-regulation of ANS markers such as
heart rate, blood pressure, and breathing rate within couples (e.g. Ferrer & Helm, 2013;
Reed, Randall, Post, & Butler, 2013). To date, no study has investigated the influence of a

partner on psycho-biological stress measures or fatigue in chronically fatigued populations.



In sum, partners can likely influence each other’s fatigue levels by interacting with
each other or by co-regulation of fatigue and psycho-biological stress measures within the

couple. However, studies testing these assumptions in everyday-life conditions are lacking.

4.4 Behavioral mechanisms: Physical Activity

A widely discussed behavioral mechanism influencing the stress-health relationship is
physical activity. Physical activity is defined as any body movement that causes energy
expenditure (Caspersen, Powell, & Christenson, 1985). Therefore, exercise (which is defined
as planned and structured movement to improve physical fithess) is a type of physical

activity, but not every physical activity is exercise.

In an overview of epidemiological evidence in the general population, Puetz (2006)
concluded that persons with higher physical activity levels report less fatigue than sedentary
persons. This has also been shown using longitudinal survey designs (Bultmann et al.,
2002). Given that fatigue is influenced by stress, this effect might be due to the buffering of
the adverse effects of stress by physical activity, which has been shown in many studies
(reviewed in Gerber & Puhse, 2009). This buffering effect might be mediated by HPA axis
and ANS activity. For instance, an attenuated cortisol response (Klaperski, von Dawans,
Heinrichs, & Fuchs, 2013) as well as better cardiovascular recovery after challenge (Jackson
& Dishman, 2006; Traustadottir, Bosch, & Matt, 2005) was found in physically active

samples.

On the other hand, heightened physical activity poses a demand on the body and
might increase fatigue levels in the short term. This might lead patients suffering from chronic
fatigue to reduce their activity levels because they expect symptom exacerbation. Indeed, in
a number of studies, CFS patients were found to show reduced physical activity levels in
comparison to healthy control subjects (for an overview see van Weering, Vollenbroek-
Hutten, Kotte, & Hermens, 2007). One study using a mixed CFS/FMS sample found reduced
levels of peak activity in daily activity levels in patients as compared to healthy controls (Kop

et al., 2005). Likewise, there is evidence of reduced general physical activity levels in FMS



patients (McLoughlin, Colbert, Stegner, & Cook, 2011). Another study in patients with FMS
found negative associations between objectively recorded physical activity and subjects’
estimates of their general and physical fatigue levels during the last three months (Segura-
Jimenez et al., 2015). One study by Kop and colleagues (2005), which employed several
measurements per day, suggested that physical activity levels do not necessarily predict
fatigue in chronically fatigued patients, but that higher fatigue levels predict subsequently
reduced physical activity. It thus seems important to investigate both causal directions and
different time frames. Most studies used only a couple of days of assessment, whereas a
period of at least seven days, including evenings and weekends, is recommended to assess
everyday-life physical activity in these patient populations (van Weering, et al., 2007).

Therefore, a replication of these findings using longer periods of assessment is warranted.

In sum, there is evidence that adverse effects of stress can be buffered by physical
activity. However, no study has assessed the direct interplay between physical activity, HPA

axis or ANS activity, and fatigue, in an everyday-life setting.

2. Summary and aim of thesis

Fatigue is the subjective experience of energy depletion that triggers resting behavior
and recovery. It can be assessed on different dimensions, of which mental and physical are
the most prominent ones. Fatigue is a normal and important part of our daily lives, but can
reach clinical relevance when fatigue is not diminished by resting behavior or exceeds
normal intensities. If this clinically relevant fatigue is not explained by an underlying medical
condition, it is referred to as medically unexplained fatigue. To get to the core of this
symptom, more research is needed that investigates how fatigue develops, ideally using
highly ecologically valid designs in order to ensure real-life applicability. Existing research
suggests that stress plays a key role in fatigue development and perpetuation. Considering
that stress is triggered when coping abilities are estimated to be insufficient to cope with a
demand, fatigue might also increase stress. However, this direction of causality has not been

investigated in everyday life so far. With regard to stress predicting fatigue, it remains unclear



how stress translates into fatigue. Therefore, studies are needed that look for mechanisms
that happen within a person taking an integrative view — this means investigating biological
changes as well as interacting mechanisms on other levels of observation (e.g. social and
behavioral) in a micro-longitudinal manner. Concerning the most relevant stress-responsive
biological systems, a blunted daily HPA axis activity and increased basal ANS activity have
been found to be associated with changes in fatigue intra-individually. Moreover, enhanced
daily HPA axis and ANS activity can be found due to increases in stress levels in everyday-
life settings. A reduced daily HPA axis and enhanced daily ANS activity was, on the other
hand, found in patients with CFS or FMS (i.e. patients suffering from chronic medically
unexplained fatigue). Referring to allostatic load theory, stress responsive systems might be
“‘worn out” by prolonged stress, and hypoactivity of the HPA axis and hyperactivity of the
ANS might be signs of this. However, whether these changes in biological activation explain
variability in fatigue, or act as mediators between stress and fatigue on a daily basis, remains
unclear. With regard to mechanisms that interact with psychaobiological stress measures,
sleep quality (recovery mechanism at the subjective level), the influence of a partner (social
level), and physical activity (behavioral level) seem of special importance. Sleep quality is the
most important mechanism of recovery and has been found to be negatively associated with
stress and with fatigue. However, no study so far investigated if sleep quality mediates the
relationship of stress with next-day fatigue. Partners likely exert influence on each other’s
fatigue by interacting with each other (buffering or increasing stress) and co-regulation of
fatigue, stress, or biological measures within couples. However, no study has investigated
relationship-specific influences on fatigue in an everyday-life setting. On the behavioral level,
increased physical activity may buffer the detrimental effects of stress on fatigue. Studies are
lacking investigating the association of physical activity with psychobiological stress

measures and fatigue in everyday life.

The aim of this thesis was thus to find out which factors predict and increase fatigue
in everyday life with the aim of shedding light on mechanisms relevant for the chronification

of fatigue. We expected stress to (prospectively) predict fatigue. Also, we expected fatigue to



(prospectively) predict stress because it diminishes subjective coping abilities. Further, we
expected hypoactivity of the HPA axis and hyperactivity of the ANS to be associated with
fatigue, and the relationship between stress and fatigue to be mediated by these biological
mechanisms. Moreover, sleep quality was expected to mediate the stress-fatigue relationship
from one day to the next. Being in a close relationship and physical activity are investigated
as important factors directly influencing fatigue, or influencing fatigue mediated by HPA axis

and ANS activity.

First, in light of the multitude of existing labels and definitions, we decided to review
different attempts to define and classify chronic fatigue conditions and their differentiation
from depression (Doerr & Nater, 2013). This review helps to grasp the concept of chronic
medically unexplained fatigue and shed light on why difficulties with and conflicts regarding
this symptom are present in society. In the first empirical study, we then investigated the
influence of stress on fatigue and the mediating capability of HPA axis activity, ANS activity,
as well as sleep quality in a student sample. As part of these analyses, we were also
interested in whether the stress-fatigue relationship is reciprocal in nature (Doerr et al.,
2015). In a second study, relationship-specific influences on fatigue were analyzed using a
dyadic ambulatory assessment approach (Doerr, Nater, Spoerri, Ehlert, & Ditzen, ready to be
submitted). In a third study, we investigated the association of HPA axis, ANS, and physical
activity, with fatigue in a sample of female FMS patients (Doerr, Fischer, Nater, & Strahler,

under review).



3. Summary of Articles

3.1 Summary of narrative review

Doerr, J. M., & Nater, U. M. (2013). Erschdpfungssyndrome — Eine Diskussion verschiedener
Begriffe, Definitionsansatze und klassifikatorischer Konzepte. [Fatigue Syndromes — An
Overview of Terminology, Definitions and Classificatory Concepts.] Psychotherapie,

Psychosomatik, Medizinische Psychologie, 63, 69-76.

Fatigue is a subjective phenomenon that is hard to grasp as a pathological state. We
observed that different terms related to medically unexplained fatigue were used inaccurately
or interchangeably in the media and among health care professionals. Therefore, this
narrative review discusses different definitions of chronic fatigue syndromes, differentiation
among each other, and differentiation between these syndromes and depression. As the
most prominent examples of defining and ultimately classifying conditions that present with
medically unexplained fatigue, we chose Neurasthenia, Chronic Fatigue Syndrome (which is
also referred to as “Myalgic Encephalomyelitis” by some researchers and patient advocacy
groups) (CFS/ME), and Burnout. In the first part of the review, we define fatigue, and what
constitutes “chronic” and “medically unexplained” fatigue. Subsequently, we outline a short
history of attempts to classify fatigue syndromes. This is followed by a discussion of the
respective criteria of each syndrome. In the final part of the narrative review, we reflect on
overlapping and differentiating criteria of the syndromes. If available, studies that compare
the constructs on an empirical basis are outlined. The same approach is taken in terms of the

differentiation between Neurasthenia, CFS/ME, Burnout, and depression.

We conclude that fatigue has been a meaningful phenomenon throughout history. At this
point in time, it is not possible to differentiate between the aforementioned syndromes in an
unambiguous manner. The functionality of different labels that describe medically
unexplained fatigue depends on the given zeitgeist and is highly susceptible to cultural
influences. Reflecting on the functional meaning of the respective label before using it thus

seems of utmost importance. One problem that leads to uncertainties seems to be the



dualistic mind-body view that still prevails in society. Clear-cut somatic diseases are
generally perceived to be more legitimate than mental disorders. Ultimately, promoting a
more integrative mind-body view in both research and clinical practice, but also in society in
general, would be helpful for addressing at least some of the issues surrounding fatigue
syndromes. We conclude that Neurasthenia should be seen in a historical and cultural
context. It has lost meaning in Western cultures, but is still a common diagnosis in East
Asian cultures. For CFS, the CDC criteria are currently the gold standard. Burnout can, in its
current form, be defined as work-related fatigue and should not be used as a diagnosis, but
can serve as a research construct. We also conclude that depression should not be used
interchangeably with the aforementioned terms, because it comprises symptoms that
differentiate it from fatigue syndromes and there is evidence associating it with different
biological underpinnings than those of fatigue syndromes. With regard to diagnostics, we
stress the importance of carefully assessing patient history and exclusionary criteria when

diagnosing fatigue states.



3.2 Summary of empirical studies

Study 1: Reciprocal relationship between acute stress and acute fatigue in everyday life in a
sample of university students.
Doerr, J.M., Ditzen, B., Strahler, J., Linnemann, A., Ziemek, J., Skoluda, N., Hoppmann,

C.A., & Nater, U.M. (2015). Biological Psychology, 110, 42-49.

As outlined above, stress might translate into fatigue through changes in ANS and HPA axis
functioning. A further important contributor to fatigue development might be a reduction in
sleep quality which is triggered by stress. Besides assessing whether the stress-fatigue
association is mediated by HPA axis and ANS activity as well as sleep quality, we were
interested in the direction of causality between stress and fatigue (i.e. whether stress leads to
fatigue or whether fatigue could also be a precursor of stress). To test these associations in
an everyday-life environment, we conducted a study in a sample of university students. The
design of the study also allowed for assessment of possible differences in the
aforementioned associations between a condition with lower stress levels and a condition

with higher stress levels.

Methods

Participants were recruited via university student mailing lists or notices on campus. Each
participant completed an assessment period of five days at the beginning of the semester
(control condition) and five days at the end of the semester during a period of exam
preparation (exam condition). Participants indicated their stress (“At the moment, | feel
stressed out”) and fatigue (“At the moment, | feel fatigued”) level on a scale from 1 to 5.
These items were presented at five time points (at awakening, 10 am, 2 pm, 6 pm, and 9 pm)
each day using a pre-programmed iPod touch®. Sleep quality was assessed at awakening
on a visual analogue scale from 0 to 100. Additionally, half of the participants collected saliva
samples at each of the time points on two consecutive days in each condition, with one
additional sample 30min after awakening to calculate the biological awakening response.

From the saliva samples, cortisol and sAA values were derived. Data analyses were



conducted using hierarchical linear models (Raudenbush, Bryk, Cheong, & Congdon, 2005)

to account for the nested data structure (time points /days within persons).

Results

Fifty healthy participants (31 women, 24 + 3 years) completed the assessments, and 25 of
the participants additionally collected saliva samples. Stress was associated with
simultaneously measured fatigue as well as with fatigue at the subsequent time point within
days (i.e. higher stress levels at 10 am predicted higher fatigue levels at 2 pm). However, the
same was true in terms of fatigue predicting stress levels. Results showed higher stress and
fatigue levels during the exam condition. Moreover, cortisol levels at awakening were higher
during the exam condition than during the control condition. SAA showed a steeper daily
slope during the exam condition. A mediation of the association between previous-day mean
stress level and mean daily fatigue level by subjectively reported sleep quality of the night in-
between was confirmed. Morning cortisol value positively predicted mean daily fatigue;
however, this effect disappeared when controlling for condition, suggesting that the
association was based on an increase in both parameters during the exam condition. Cortisol
and sAA measures (CAR, AAR, morning values, cortisol slope and sAA slope) were not
associated with fatigue, and therefore had to be ruled out as mediators of the stress-fatigue

relationship.

Discussion

Our findings indicate that stress and fatigue negatively influence each other in a bi-directional
manner (a “vicious cycle”). This might be interpreted in light of an increased need for
recovery when being stressed, and a decline in coping abilities when being fatigued. Further,
stress likely decreases the restorative capacity of sleep, which leads to an increase in fatigue
the next day. Future studies should aim at revealing the mechanisms that translate fatigue
into stress (for instance by addressing cognition) and examine whether these findings can be

replicated in clinical populations.



Study 2: Dyadic co-regulation of fatigue and psychobiological stress measures in everyday
life.

Doerr, J.M., Nater, U.M., Spoerri, C., Ehlert, U., & Ditzen, B. (ready to be submitted)

On the level of the social environment, we were especially interested in dyadic effects (i.e.
effects of being part of a couple) on fatigue. Interaction with a partner might buffer stress
through social support, or increase stress in times of arguments. Therefore, being part of a
couple might also have beneficial or detrimental effects on fatigue. However, most of the
data concerning dyadic mechanisms are cross-sectional or based on laboratory studies, and
the mechanisms by which these partner-to-partner effects are exerted remain unclear. One
such mechanism might be co-regulation of fatigue levels within couples, which has been
reported concerning mood and biological parameters. We expected that positive couple
interaction is negatively associated with fatigue and that co-regulation of fatigue, stress, HPA

axis activity and ANS activity occurs in the everyday life of couples.

Methods

Forty heterosexual couples (28 £ 5 years) reported subjective fatigue (on a scale from 1 “full
of energy” to 5 “exhausted”) and stress (on a scale from 1 “stressed out” to 5 “relaxed”)
levels 4 times a day for 5 consecutive days. They also indicated whether they interacted with
their spouse (yes/no) and, if yes, rated the valence of this interaction from 1 (negative) to 10
(positive). Salivary cortisol and sAA were analyzed from samples obtained at the same time
points. Data were analyzed using multilevel models of distinguishable dyads (Bolger &
Laurenceau, 2013; Laurenceau & Bolger, 2005), with models including separate intercept
and slope terms for women and men while adjusting for the nested design (time points within

persons within couples) using two-level hierarchical linear models.

Results

Co-regulation within couples was found for fatigue and stress (partly dependent on whether

the partners had interacted since the last measurement time point) as well as for cortisol



levels (independent of interaction). SAA values were only co-regulated with those of the
partner in women. Stress and fatigue were not associated with each other on a momentary
basis (neither an individual’s own stress nor stress of the partner predicted an individual’s
own fatigue). Further, sAA levels were negatively associated with fatigue in women. The
valence of interaction was negatively associated with fatigue levels in both genders (i.e. less

fatigue was reported when the interaction was positive).

Conclusions

This study shows that fatigue is influenced by relationship-specific mechanisms. Partners
influence each other’s fatigue through the mechanism of co-regulation as well as through
interaction with each other. One implication of this finding is that couple interventions should
aim at enhancing a positive valence of couple interaction in everyday life in order to promote
individual well-being. Research is needed that assesses these associations in a chronically

fatigued population and their partners.



Study 3: Influence of stress systems and physical activity on different dimensions of fatigue
in female patients with fibromyalgia.

Doerr, J. M., Fischer, S., Nater, U. M., & Strahler, J. (under review at Journal of
Psychosomatic Research).

To assess associations of HPA axis and ANS activity with fatigue in a population suffering
from clinically relevant fatigue, we conducted an ambulatory assessment study in a
population of female patients with FMS. As mentioned in the introduction, reduced basal
HPA axis activity and increased basal ANS activity have been found in patients with FMS
compared to healthy controls. However, research is needed that assesses the association of
HPA axis and ANS activity with fatigue in patients with FMS intra-individually. Further, we
were interested in the effect of physical activity, because this is a behavioral mechanism
which might influence fatigue as well as the association between HPA axis or ANS activity
and fatigue. We further included the aspect of multidimensionality in this study, because
there is evidence that different mechanisms might be relevant for mental as compared to
physical fatigue in FMS. Therefore, in this study, we assessed differential influences of HPA
axis and ANS activity as well as physical activity on general, mental, and physical fatigue.
Methods

The final sample consisted of 26 female patients with FMS (53 + 7 years), who reported
general (“At the moment, | feel fatigued”), mental (“At the moment, | can concentrate well”),
and physical fatigue (“At the moment, | feel physically fit”) levels on a scale from 0 to 4 at six
time points (at awakening, 30 min after awakening, at 11 am, 2 pm, 6 pm, and 9 pm) each
day for 14 consecutive days. They also collected saliva samples at the same time points,
from which cortisol and sAA were derived. Wrist actigraphy was used for assessment of
physical activity. From the cortisol and sAA values of the first two daily saliva samples, the
CAR and AAR were calculated. Due to lagged analyses of actigraphy data, only four of the
six daily self-reports (excluding morning values) were included in data analyses. Data were
analyzed on a within-day (or momentary) basis and with daily measures (e.g. mean levels of

each fatigue dimension and CAR or AAR) using HLM.



Results

A lower CAR predicted higher mean daily levels of general as well as physical fatigue.
Physical fatigue was also positively associated with cortisol values on a momentary basis.
Physical activity, on the other hand, neither predicted any fatigue dimension, nor biological
parameters on a within-day basis. Mean daily levels of physical activity positively predicted
next-day mean levels of general fatigue. Furthermore, momentary physical fatigue negatively
predicted subsequent physical activity within days. Heightened physical activity was
associated with heightened stress levels within days. Pain and fatigue levels co-varied
throughout the measurement period. SAA values were not predictive of any fatigue
dimension (either on a momentary or a daily basis).

Conclusions

In this clinical sample, we found evidence for an important role of changes in HPA axis
activity when explaining variance in daily general and physical fatigue. This is the first study
to show these effects in a design with high ecological validity. This implies that interventions
should ideally be interdisciplinary in nature, targeting psychological as well as biological
aspects of this syndrome. Future studies should further compare work and leisure physical

activity with respect to their predictive value for fatigue.



4. Discussion

4.1 Summary of results

The narrative review revealed that current definitions of syndromes that present with
medically unexplained fatigue as the major symptom overlap and cannot be clearly
differentiated. Nevertheless, each of their labels has a different underlying functionality, and
one should be aware of this before applying them. As concluded in this review, research on
the symptom of fatigue is warranted, and not necessarily comparisons between healthy
subjects and persons suffering from fatigue syndromes (as they lack valid definitions). Our
empirical studies therefore assessed the role of stress and stress-related changes in HPA
axis and ANS activity, as well as related sleep quality and factors on the social (being part of
a couple) and the behavioral (physical activity) level, in fatigue development using highly
ecologically valid micro-longitudinal designs in a student sample, a sample of couples, and a

sample of patients with FMS (FMS sample).

Stress and fatigue. Stress and fatigue co-varied within persons in the student sample and the
FMS sample, but not in the sample of couples. Moreover, we found a prospective reciprocal
association between stress and fatigue within days as well as between days in the student

sample. Fatigue levels were also heightened in the student sample in the exam condition.

HPA axis activity. Neither in the student sample nor in the sample of couples was there a
momentary association between cortisol and fatigue. The CAR emerged as a negative
predictor of mean daily fatigue in the FMS sample, but was not associated with fatigue levels
in the student sample. Furthermore, momentary cortisol levels were positively associated
with physical fatigue in the FMS sample. In the student sample, morning cortisol levels were

heightened in the exam condition.

ANS activity. ANS activity, as measured by sAA, only explained variance in momentary
fatigue in the women of the couple sample (negative association). It was not associated with
fatigue levels in any of the other studies. It was, however, altered (steeper slope) during

exam preparation in the student sample.



Sleep quality. Sleep quality was found to be a mediator between mean daily stress levels

and mean daily fatigue levels in the student sample.

Relationship-specific influences. Fatigue, stress, and HPA axis activity were co-regulated
within couples. Furthermore, ANS activity co-varied with that of the partner in women.

Positive interaction with the partner was associated with reduced fatigue levels.

Physical activity. Objectively measured mean daily physical activity was positively associated
with mean same-day stress level and negatively associated with mean next-day fatigue in

the FMS sample. However, it was not associated with HPA axis or ANS activity.

4.2 Integration into the literature

Concerning our narrative review, it is important to point out that the discussion about
fatigue syndromes has been ongoing since the review was published. Two recent
developments are particularly noteworthy: 1. The US-American Institute of Medicine (IOM)
has proposed new criteria for CFS and suggested re-naming the syndrome “systemic
intolerance disease” (Institute of Medicine, 2015). The biggest difference between these
criteria and the CDC criteria or Canadian Consensus Criteria is the suggestion that it should
no longer be a diagnosis of exclusion. This has led to a great deal of criticism due to the
obvious risk of missing important information in the patient’'s medical history as well as
increases in prevalence (Jason, Sunnquist, Kot, & Brown, 2015; White, 2015). Whether the
IOM report has a lasting impact and ultimately leads to changes in healthcare systems
remains to be seen. It is expected that the use of the terms CFS/ME will continue in the
medium term. 2. The fifth edition of the Diagnostic and Statistical Manual of Mental Disorders
(American Psychiatric Association) was published at the beginning of 2013, with mentionable
changes in the somatoform disorders section. Now, chronic fatigue might be classified as
“somatic symptom disorder” (300.82) when presenting with excessive thoughts, feelings, or
behaviors related to fatigue. These psychological criteria have been added to the previously
existing criteria of somatoform disorders in the DSM IV. On the other hand, fatigue (or

another respective symptom) no longer has to be “medically unexplained” in character to



gualify for this diagnosis, which is similar to the change in CFS/ME criteria proposed by the

IOM.

In sum, the controversy surrounding the definition of fatigue syndromes seems to be
ever ongoing, which is still due to the reasons addressed in our narrative review. Laying the
groundwork for understanding fatigue on a symptom basis, we now take a closer look at how
the results of the three ambulatory assessment studies that were presented can be

interpreted in light of existing research:

Taken together, our empirical studies suggest that heightened stress levels predict
fatigue in almost every time constellation (immediately, moment-to-moment within days,
between days, and referring to prolonged stress). The finding that stress and fatigue are
closely related to each other is in line with existing cross-sectional research (Brown &
Thorsteinsson, 2009; Kalimo, Tenkanen, Harm&, & Poppius, 2000) as well as other
ambulatory assessment studies (Akerstedt, et al., 2014; Dahlgren, et al., 2005; Dittner, et al.,
2011; Kato, Sullivan, Evengard, & Pedersen, 2006). However, the results of the student
sample in particular add valuable information as the prospective analyses generated
evidence for causal interpretations (i.e. stress being a precursor of fatigue on a daily basis).
Moreover, we showed that fatigue also predicted stress levels, which might be part of a
“vicious cycle” and should be further explored in future studies. The lack of momentary co-
variation of stress and fatigue in the sample of couples might be attributable to
methodological differences (fewer measurement time points, verbal anchoring of the items).
This led to a lower intraclass correlation, which suggested that there was less variance within

persons, thus making it harder to detect within-person changes in the sample of couples.

We were unable to confirm our assumption that HPA axis activity mediates the stress-
fatigue relationship on a daily basis. However, our results fit well with the existing data
showing that (prolonged) stress is associated with heightened HPA axis activity (Dahlgren, et
al., 2005; Dahlgren, et al., 2009; Steptoe, et al., 2000). Additionally, we were the first to show

that the CAR is prospectively negatively associated with fatigue within persons on a daily



level, but exclusively in a clinical population (FMS sample). On the other hand, momentary
fatigue was associated with higher momentary cortisol values within persons in this sample.
In light of allostatic load theory (McEwen, 1998), it might be suspected that the negative
association of the CAR with fatigue is a sign of a “worn out” HPA axis function, thus resulting
in fatigue. The CAR can be interpreted as a sign of the responsive capability of the HPA axis
(Fries, et al., 2009). Interestingly, we did not find the CAR to be associated with pain in the
same sample of patients with FMS (Fischer et al., 2016). It is therefore conceivable that
changes in the responsive capability of the HPA axis (as opposed to general activity) have a
specific influence on fatigue. On the other hand, we found physical fatigue (Doerr et al.,
under review) and pain (Fischer et al., 2016) to be associated with heightened cortisol values
on a momentary basis. Therefore, an involvement of HPA axis activity in the general
fatigue/pain symptom complex in FMS seems likely. Although HPA axis activity seems to be
a relevant predictor of fatigue, we did not find it to be a mediator between stress and fatigue
in any of the studies. As we only looked for within- and between-day associations covering a
period of two weeks at the most, this does not necessarily contradict allostatic load theory,
which assumes longer-term changes. It is necessary to consider that, to this day, there is no
evidence of a “wearing out” of the HPA axis activity. Longer-term longitudinal studies are

needed to search for such an effect.

ANS activity (as measured with sAA) was not associated with fatigue in the student or
the FMS sample. In women in the sample of couples, we found a negative association
between momentary sAA levels and fatigue, suggesting that the women rated their fatigue
levels as lower (and energy levels as higher, considering the verbal anchoring of the item)
when ANS activity was higher, which is contrary to our assumptions about the relationship
between ANS activity and fatigue. However, in view of the fact that higher ANS activity
serves the activation of the body and should make energy accessible for a “fight-or-flight”
response (Kemeny, 2003), this finding is not surprising in a healthy sample. Our finding of an
enhanced ANS activity due to higher stress levels in the student sample is in line with other

daily life studies (Nater, et al., 2007; Shapiro, et al., 2001; Steptoe, 2000). ANS activity, like



HPA axis activity, was not a mediator between daily stress and fatigue in any of our studies.
Again, a longer-term relationship might be suspected, which should be explored in
longitudinal designs covering a longer period of time than our studies (5 to 14 consecutive
days). However, current evidence provides less support for the assumption that changes in
ANS activity are a precursor of fatigue, and more support for the assumption that changes in
HPA axis activity are a causal contributor to fatigue development. Therefore, another line of
interpretation is that changes in ANS activity are an effect, and not a cause, of chronic
fatigue conditions. Furthermore, it is important to distinguish between basal ANS activity and
ANS re-activity. There is some evidence that the ANS shows an altered reactivity to
stressors in patients with FMS and CFS when compared with healthy participants in
laboratory studies (e.g. Cohen, et al., 2000). The guestion whether the ANS response to
stress is associated with fatigue in everyday life can, for instance, be investigated using
event-based ambulatory assessment designs (i.e. self-triggering of data entry and saliva
sampling by the participants after a stressful event has occurred). Ideally, this should be
combined with a time-based design in order to avoid overlooking changes in diurnal

rhythmicity.

Sleep quality was a mediator between mean daily stress and mean daily fatigue. As
several other studies also suggest a high impact of sleep quality on fatigue (Akerstedt, et al.,
2014; Lavidor, et al., 2003), it is safe to conclude that impairments in sleep quality play a
major part in day-to-day variations of fatigue. Furthermore, the mediation of sleep quality
between stress and next-day mean fatigue in the student sample shows that this is one
mechanism by which stress transfers into fatigue, which was already suggested on a cross-
sectional basis (Thorsteinsson & Brown, 2009). The restorative capacity of sleep seems to
be impaired by stress, resulting in non-achievement of homeostasis (compare Figure 2),

which is associated with higher fatigue levels.

As one social mechanism, we were the first to show co-regulation of fatigue in

couples. We also found co-regulation of stress, which is in line with other studies (Saxbe &



Repetti, 2010). Given this co-regulation of both stress and fatigue, partners of chronic fatigue
patients might be at high risk of developing fatigue themselves. Therefore, the partner
perspective should be implemented in future fatigue research. We also showed that partners’
HPA axis activity is co-regulated, which is in accordance with two other ambulatory
assessment studies (Liu, et al., 2013; Saxbe & Repetti, 2010). We found co-regulation with
the partner's ANS activity exclusively in women, which is in line with the finding that women
are generally more affected by relationship parameters than men (Kiecolt-Glaser & Newton,
2001). This might be of special importance as women are more strongly affected by chronic
fatigue conditions and report higher fatigue levels than men (Loge, et al., 1998; van't Leven,
et al., 2010). However, the fact that positive couple interaction was associated with reduced
fatigue in both partners implies that couple interventions might generally be beneficial in

fatigue treatment and prevention programs.

Concerning physical activity, our results suggest no immediate, but a (one-day)
delayed positive association with general fatigue in patients with FMS. Further, an immediate
reduction of physical activity by heightened physical fatigue levels was found in this sample
(in line with Kop, et al., 2005). On the other hand, other studies have shown beneficial effects
of exercise programs (Busch, Schachter, Overend, Peloso, & Barber, 2008 for an overview)
and a negative association between physical activity and longer-term fatigue (Segura-
Jimenez, et al., 2015) in this patient population. Moreover, studies in healthy participants
suggest an immediate positive association between physical activity and feeling awake
(Kanning, Ebner-Priemer, & Brand, 2012). One of our own analyses (using an actigraph-
wearing sub-sample of the same sample of students as in Doerr et al., 2015) might bridge
these findings: We found that only persons with low chronic stress levels reported reduced
fatigue levels after heightened physical activity (Strahler et al., submitted). Integrating our
findings with existing research, two important suggestions emerge: 1. On a short-term basis,
patients with FMS report no effects or negative effects of enhanced physical activity, but
seem to benefit from exercise programs in the longer term. 2. The ability to immediately

benefit from heightened physical activity might be dependent on impairment status — the



higher the impairment (e.g. chronic stress), the lower the benefit (or fatigue might even
worsen). Again, these suggestions should be investigated using longer-term designs and
could also serve as a starting point for experimental studies (i.e. manipulation of activity
level). They do, however, highlight the difficulties which patients with FMS (and likely other
persons suffering from chronic fatigue) face when engaging in exercise programs, which will

be discussed below (section 4.5).

4.3 Strengths and limitations

The most important advantage of our empirical studies is the ambulatory assessment
design, which ensures high ecological validity, reduces retrospective bias, and gives room for
the assessment of (within- and between-day) prospective associations. Furthermore, we
assessed and related data on different levels of observation (person level, subjective daily
experiences, objective behavioral and biological data, social influences), and therefore
gained a more integrative view of everyday-life influences on fatigue than previous studies.
We additionally employed relatively strict exclusion and inclusion criteria and controlled for a
multitude of possible confounding variables, which increased internal validity as much as

possible considering the ambulatory assessment design.

Although we took these measures, we cannot completely rule out the possibility that a
third, non-assessed, variable influenced the outcomes, which is a weak spot in any
ambulatory assessment study. Furthermore, our relatively strict exclusion criteria might have
reduced the representativeness of the samples. For instance, we did not include obese
persons or frequent smokers in any of the samples. Therefore, we cannot claim that our
results are applicable to the general population. However, these measures were necessary
to control for the effects of these person variables on biological parameters and fatigue.
Another concern lies in the complexity of our study designs, which required a high level of
compliance on the part of the participants. On the one hand, persons who did not have
enough time or flexibility (and a presumably higher stress level) might not have taken part in

the first place, which again reduces representativeness. On the other hand, noncompliance



of participants might have decreased the quality of the data. To ensure high compliance
during the assessment periods, we put a great deal of effort into explaining the relevance
and importance of the studies during the introductory session (including going over and
handing out a manual which explained the study design and answered frequently asked
guestions in detail). Moreover, we implemented a study phone which could be called at all
times during the assessment period if any problems or questions occurred. Additionally, we
checked for possible compliance-reducing circumstances as part of a post-monitoring
interview. In terms of analysis, HLM uses listwise deletion and only includes time points with
complete data, resulting in rather conservative effect estimates. Further, we checked the
effects of day of assessment on the variables, which did not turn out to be a predictor in any

of the studies. Overall, we can be confident in the validity of the presented results.

4.4 Future research directions

Concerning research design, it becomes clear that studies are now needed which
continue to employ ambulatory assessment techniques on different levels of observation
(subjective, biological, social, behavioral) over longer periods of time (ideally follow-up across
years). This is especially important considering support for allostatic load theory (i.e. showing
a “wearing out” of biological systems by prolonged stress intra-individually). Ideally, event
sampling should be added to time sampling methods. Moreover, additional laboratory studies
can provide deeper insights into the association of HPA axis and ANS stress responses (as

opposed to basal activity) with everyday-life fatigue.

One strength of the studies in this thesis is, as explained above, the integration of
data from a biological, subjective and behavioral level up to the social level, with the aim of
gaining an integrative view of fatigue. We defined stress as an interaction of demands and a
person’s characteristics, and measured the subjective experience of being stressed. The
subjective experience of being stressed is therefore, when referring to Lazarus and Folkman
(1984), already a product of a specific demand and the subjectively estimated ability to cope

with this demand. Two recent ambulatory assessment studies suggest that high personal



resources (Nagel & Sonnentag, 2013) as well as the use of coping strategies (Schmitt,
Zacher, & Frese, 2012) can reduce stress and therefore buffer its effect on fatigue.
Therefore, it seems promising to add the assessment of personal resources as well as
cognitive mechanisms to future studies. As everyday-life fatigue has also been associated
with suppression of anger (van Gelderen, Bakker, Konijn, & Demerouti, 2011), the
assessment of emotional mechanisms is also conceivable. On the other hand, physical
activity is, of course, not the only behavioral mechanism that might influence stress or
fatigue; and nor is sleep the only recovery mechanism, the partner the only social influence,
or HPA axis and ANS activity the only important biological mechanisms. Therefore, future
research might benefit from assessing, for instance, the ability to relax during the day as
another way to recover, or interaction with colleagues as another social mechanism.
Moreover, assessing markers of immune activation seems warranted as a further biological
mechanism. Thus, there are many options to continue the list of interesting mechanisms and
levels of observation (and complement Figure 2) when considering the association between
stress and fatigue in everyday life. Although the current studies add important and valuable
information to existing research and take a more integrative perspective than most, they do
not claim to paint an exhaustive picture and there is still a great deal of scope to pursue

research questions.

Another open question is whether the same mechanisms we found in our samples
exist in conditions which present with fatigue but which are not considered conditions of
medically unexplained fatigue. One example is HPA axis activity in patients suffering from
cancer, which shows similar differences concerning the daily cortisol profile to those in
patients with CFS and FMS. For instance, a flattened HPA axis slope was found in fatigued
patients with cancer compared to non-fatigued patients with cancer (Bower et al., 2005) as
well as compared to healthy samples (Abercrombie et al., 2004). It is likely that changes in
HPA axis functioning, or especially its hypoactivity, are associated with fatigue independently
of whether or not fatigue is considered “medically unexplained”. Another important group is

patients with depression, a condition which also presents with fatigue as one major symptom.



In this population, research indicates heightened, as opposed to reduced, HPA axis activity
(for an overview see Rief, Hennings, Riemer, & Euteneuer, 2010; Stetler & Miller, 2011). One
explanation for this might be that HPA axis hyperactivity is associated with negative emotions
(or “emotional distress”), whereas HPA axis hypoactivity is associated with fatigue. However,
more research is needed, comparing different clinical samples, with regard to the association
between HPA axis activity as well as other stress-associated mechanisms and different

symptoms in everyday life.

4.5 Conclusions for chronic fatigue treatment and prevention

The implication that emerges most clearly from our studies is that stress is a risk
factor for fatigue. Therefore, stress management training can be seen as the most important
approach for prevention and treatment of chronic fatigue. One part of stress management
training should be an enhancement of sleep hygiene in order to increase sleep quality.
Further, as mentioned above, research suggests that the implementation of programs to
enhance physical activity is beneficial for patients suffering from chronic fatigue as well as for
healthy persons. Our results add the insight that special care should be taken in explaining
the difference between short- and long-term effects to patients with chronic fatigue and
preparing them for short-term increases in fatigue. The most comprehensive treatment study
for patients with CFS revealed that a combination of specialist medical care, cognitive
behavioral therapy, and graded exercise therapy is likely to be the most helpful approach for
reducing fatigue in this population (White et al., 2011). We showed that another crucial part
of fatigue interventions might be the inclusion of the partner in the process. Furthermore,
couple intervention techniques seem promising as a part of prevention programs.
Concerning the association of HPA axis hypoactivity with fatigue, it might be assumed that
chronically fatigued persons benefit from intake of hydrocortisone. However, results of
treatment studies with low-dose hydrocortisone show inconsistent results and no long-term
effects (Blockmans, Persoons, Van Houdenhove, Lejeune, & Bobbaers, 2003; Cleare et al.,
1999; Cleare et al., 2001; McKenzie et al., 1998). On the other hand, one study suggests that

dysfunction of HPA axis activity might be reversed by cognitive behavioral therapy (Roberts,



Papadopoulos, Wessely, Chalder, & Cleare, 2009). Implementation of HPA axis activity
measures thus seems crucial for future treatment studies. Concerning ANS hyperactivity,
relaxation technigues seem inductively helpful. However, there are no studies on the
influence of relaxation on ANS activity (or HPA axis activity for that matter) in patient
populations (i.e. CFS or FMS). There are, however, some studies suggesting short-term
beneficial effects of relaxation for fatigue (for an overview see Meeus et al., 2015). On the
other hand, relaxation as a stand-alone treatment for fatigue conditions was found to be
inferior to cognitive behavioral therapy (Deale, Husain, Chalder, & Wessely, 2001). In light of
the inter-individual differences in symptom exacerbation and variability, a tailored treatment
using ambulatory assessment and ambulatory feedback techniques is a very promising

approach for future treatment studies.
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Zusammenfassung

v

Der Artikel setzt sich zum Ziel, verschiedene in
der Literatur beschriebene Syndrome, die Er-
schopfung als ein Kernsymptom beinhalten,
vorzustellen und die Abgrenzung der Begrifflich-
keiten zu diskutieren. Zundchst wird ein kurzer
geschichtlicher Abriss der Entwicklung verschie-
dener Begriffe fir Erschépfungsphdnomene auf-
gezeigt. AnschlieBend werden die giangigsten
Definitionen von Neurasthenie, dem chronischen
Erschopfungssyndrom [myalgischer Enzephalo-
myelitis (CFS{ME) sowie Burnout vorgestellt und
die Syndrome klassifikatorisch eingeordnet. Es
folgt eine Diskussion der Abgrenzung der Syn-
drome voneinander, sowie der Abgrenzung von
chronischem Erschépfungssyndrom und Burn-
out zu Depression. Unsere Schlussfolgerungen
ergeben, dass aufgrund der bisherigen Daten-
lage auf Symptomebene schlecht zwischen den
verschiedenen Syndromen differenziert werden
kann und erheblicher Forschungsbedarf beziig-
lich der definitorischen Einordnung und Klas-
sifikation klinisch bedeutsamer Erschépfung
besteht. Depression ist durch spezifische Symp-
tome von den anderen Syndromen abgrenzbar.

Abstract

v

This article aims at giving a general view of fa-
tigue syndromes, their description, and their dif-
ferentiation. The syndromes neurasthenia, chro-
nic fatigue syndromefmyalgic encephalomyelitis
{CFS/ME), and burnout are discussed. First, the
historical background of fatigue classification is
shortly reviewed. Each syndrome is introduced
in terms of definition and classification as well
as differentiation from each other. The article
discusses the differentiation of the syndromes
from each other as well as differentiation of CFS/
ME and burnout from depression. We conclude
that it is difficult to differentiate criteria due to
insufficient empirical evidence. More research is
needed concerning integration of the diagnoses
in classification systems as well as differentia-
tion between syndromes. High comorbidity of
depression with CFS and Burnout can be shown,
but diagnoses also comprise distinct symptoms.

Einftihrung

v

In der jingeren medialen Berichterstattung
scheint der Begriff ,Erschépfung” omniprasent
zu sein, hdufen sich doch die Félle von Prominen-
ten, die aufgrund einer Erschépfungssymptoma-
tik oder eines Burnout-Syndroms an die Offent-
lichkeit gehen oder aus derselben verschwinden.
Die hdaufigste Beobachtung aus wissenschaftli-
cher Perspektive ist aber dabei, dass die Verwen-
dung des Begriffs einer Beliebigkeit unterliegt,
die Thresgleichen sucht. Einer besonderen Be-
liebtheit erfreut sich, weil gesellschaftlich aner-
kannt, der Begriff ,Burnout”, der oft synonym

mit ,Depression” oder ,Nervenzusammenbruch®
verwendet und mit Begriffen wie ,vegetative Er-
schépfung” vermischt wird. Zwar trifft es zu, dass
Erschépfung ein wesentliches Merkmal der ge-
nannten Syndrome darstellt, jedoch sollten die
verschiedenen Begriffe keinesfalls synonym ver-
wendet werden. Die Konsequenz einer solchen
Begriffsverwirrung schldgt sich in einer generel-
len Unklarheit beziglich der Begriffsverwendun-
gen in der allgemeinen Bevélkerung nieder. Die
schreibenden Kollegen der groBen Tageszeitun-
gen und Informationsmagazine zu beschuldigen,
unsystematisch mit Begrifflichkeiten umzuge-
hen, greift jedoch zu kurz: Bereits eine kursori-
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Ubersicht

sche Durchsicht von deutschsprachigen Artikeln zum Thema
deutet auf eine Unsicherheit im Umgang mit der addquaten Ter-
minologie hin. Dieser Artikel soll dazu dienen, die Beschreibung
von Erschépfung im Rahmen verschiedener Syndrome und
Krankheiten nidher zu beleuchten und damit Gemeinsamkeiten
sowie Unterschiede aufzuzeigen, die es erlauben, verschiedene
Syndrome voneinander abzugrenzen.

Erschdpfung ist ein subjektiv empfundenes Phanomen, das allen
Menschen bekannt sein diirfte. Sie umfasst verschiedene Ebenen
des subjektiven Erlebens. So wird sie oft mehrdimensional (wie
etwa auf mentaler und kérperlicher Ebene) beschrieben [1,2].
Laut dem deutschen Bedeutungsworterbuch Duden beschreibt
der Begriff ,Erschépfung” einen ,durch gréfSere Anstrengung
hervorgerufene[n] Zustand der Mattigkeit, Kraftlosigkeit". Mit
dem im Alltag gebrauchlichen Begriff wird also zundchst eine
normale Reaktion des Organismus auf kérperliche oder mentale
Belastung beschrieben. Typische Belastungen sind z.B. sportli-
che Aktivitdt oder konzentriertes Arbeiten. Nach einer gewissen
Zeit der Belastung oder Anstrengung stellt sich das Erleben von
Schwéche und starker Mudigkeit ein — das, was als ,Erschép-
fung" bezeichnet wird [1]. Das Wort ,erschopft' tridgt zudem die
Bedeutung ,bis zum letzten aufgebraucht, am Ende" (ebenfalls
dem Bedeutungswdrterbuch Duden entnommen). Analog dazu
kann die mentale oder kérperliche Energie als die Ressource an-
gesehen werden, die erschépft wurde. Die durch Anstrengung
entstandene Empfindung der Erschépfung legt dem Menschen
nahe, sich auszuruhen, um neue Energie zu ,tanken' bzw. die
Ressource wieder aufzufiillen. Erschdpfung kann also als ein Zu-
stand gelten, der biologisch sinnvoll ist und fiir das Wohlergehen
eine wichtige Funktion erfiillt.

Klinisch bedeutsam wird Erschépfung, sobald sie nicht oder nur
noch mangelhaft durch Ruhe abgebaut werden kann und da-
durch subjektives Leid hervorruft bzw. das normale Aktivitats-
und Funktionsniveau einer Person signifikant einschrankt [3-5].
Von ,chronischer" Erschépfung wird im Allgemeinen dann ge-
sprochen, wenn Uber einen Zeitraum von mehr als 6 Monaten
trotz Entspannungs- und Ruhephasen kein Rickgang der Er-
schdpfung empfunden wird, bzw. die Erholungsphase um ein
vielfaches im Gegensatz zum prdmorbiden Zustand verlangert
werden muss, um einen Erholungseffekt zu erhalten [4]. Chroni-
sche Erschépfung kann im Rahmen von schweren Erkrankungen
wie Krebs [6,7], Multipler Sklerose [8], HIV-Infektion [9] und
weiteren Krankheitsbhildern auftreten. Eine Erschépfung, die
kérperlich begriindbar ist, gilt als medizinisch erkldrtes Symp-
tom. Die hier im Rahmen der vorgestellten Syndrome bespro-
chene Erschépfung meint jedoch die medizinisch unerklirte,
also eine klinisch bedeutsame Erschépfung, fir die es keine or-
ganmedizinisch ausreichende Erkldrung gibt.

Im Folgenden soll zundchst ein geschichtlicher Abriss des Um-
gangs mit medizinisch unerkldrter Erschépfung aufgezeigt wer-
den. AnschlieBend werden verschiedene Syndrome vorgestellt,
die durch Erschépfung als Kernsymptom definiert sind. Der Ar-
tikel stellt die Frage, wie und ob diese voneinander abgegrenzt
werden kénnen. Hierbei gilt der Anspruch, die bestehenden
Schwierigkeiten in der Abgrenzung deutlich zu machen und
eine Diskussion der bestehenden Kriterien anzuregen. Im weite-
ren Verlauf soll auch die Differenzierung zweier Syndrome, bei
denen Erschépfung das Kernsymptom ist, zu Depression darge-
stellt werden. Abschliefend werden Schlussfolgerungen fiir den
Umgang mit den Begrifflichkeiten im Allgemeinen, fiir die Diag-
nostik und fir die Forschung gezogen.

Geschichtlicher Abriss

v

Das derzeitig starke Interesse an Erschépfung als pathologi-
schem Zustand ist kein Novum (flir einen umfangreicheren ge-
schichtlichen Uberblick siehe [10-14]). Der Versuch, Erschop-
fung nosologisch einzuordnen und damit erste Klassifikations-
anstrengungen wurden bereits in der zweiten Halfte des 19.
Jahrhunderts unternommen. Die vorwiegende Beobachtung je-
ner Zeit war, dass insbesondere bei Frauen der Mittel- und Ober-
schicht Erschépfung fast schon epidemieartig auftrat. Damals
pragte der New Yorker Arzt George Beard den Begriff der ,Neur-
asthenie" (d.h. Nervenschwdche) [15], in die zwar Erschdpfung
als Kernsymptom einging, die aber auch Krankheitsbilder um-
fasste, die nach heutigen Begriffen eher mit einer leichten de-
pressiven Episode oder psychotischen bzw. manischen Episoden
vergleichbar waren. Diese inhaltliche Ungenauigkeit fiihrte
dazu, dass es sich um 1900 um die meistgestellte Diagnose im
neuro- und psychopathologischen Bereich handelte, und sie
nicht zu Unrecht als ,Milleimer" fiir anders nicht erkldrbare
Symptome bezeichnet wird [13]. Erst ab der Mitte des 20. Jahr-
hunderts lassen sich neuere Entwicklungen feststellen: Die Na-
mensgebung fUr Erschépfungssyndrome orientierte sich zuneh-
mend an der vermuteten Ursache des Krankheitsbildes. So wur-
de nach Entdeckung des Epstein-Barr-Virus (EBV) als Ursache
fiir Mononukleose (auch bekannt als Pfeiffersches Driisenfieber)
in den 1960ern vermutet, dass es sich bei der Kombination von
chronischer Erschépfung und Muskelschmerzen um eine ,chro-
nische Mononukleose" oder ,chronische EBV-Infektion* handeln
muss. Ein Zusammenhang zwischen EBV und chronischer Er-
schopfung konnte jedoch empirisch nicht bestétigt werden [16].
Die Begriffe ,benigne Enzephalomyelitis" (,gutartige" Entziin-
dung des zentralen Nervensystems) oder ,myalgische Enzepha-
lomyelitis" (Muskelschmerz mit Entzindung des zentralen Ner-
vensystems) entwickelten sich, nachdem 1955 im Royal Free
Hospital in London eine Erschépfungswelle auftrat, fiir die keine
Erklarung gefunden werden konnte. Der Zusammenhang mit
dem zentralen Nervensystem wurde vor allem wegen sensori-
scher und motorischer Symptome hergestellt. Wegen Ahnlich-
keiten mit einer muskuldren EntzGindung wurde der Begriff
,myalgisch" verwendet [17]. Erst Ende der 1980er Jahre wurde
der Versuch unternommen, eine allgemein akzeptierte Nomen-
klatur fiir chronische Erschépfung zu finden, die nicht mit einer
Ursachenzuschreibung einherging. So entschieden sich die US
Centers for Disease Control and Prevention {(CDC) fiir den Begriff
,Chronic Fatigue Syndrome" (CFS), um medizinisch nicht erklar-
te chronische Erschépfung zu beschreiben [18]. Auch im deut-
schen Sprachraum erscheinen Anfang der 1990er Jahre die ers-
ten Ubersichten zu CFS [19,20] und es wird bereits zu diesem
Zeitpunkt die Frage diskutiert, ob CFS als kérperliche oder psy-
chische Erkrankung anzusehen ist [21]. Im Gegensatz zur An-
nahme von kérperlichen Ursachen wird chronische Erschdpfung
auch als ,somatische Verkleidung von Angst* diskutiert [22], da
die Symptomatik groBe Ahnlichkeiten mit der von Freud be-
schriebenen Angstneurose aufzeigt, die dieser noch einmal von
der Neurasthenie abtrennt [23].

Parallel zu den Bemithungen, chronische Erschdpfung termino-
logisch festzumachen, etablierte sich in den 1970er Jahren ein
Phdnomen, das der Psychoanalytiker Freudenberger als Burn-
out bezeichnete. Er stellte bei sich selbst und einigen Mitarbei-
tern seiner Klinik eine tibermdRig starke Erschépfung fest, von
der besonders die engagiertesten Mitarbeiter betroffen waren.
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Aus der Beobachtung, dass Personen, die vorher sozusagen fur
ihren Beruf ,brannten und nun véllig erschépft sowie der Ar-
beit gegentiber negativ eingestellt (,ausgebrannt') waren, um-
schrieb er das Phdnomen mit dem Begriff Burnout [24]. Damit
war er jedoch nicht der Erste; es lassen sich angefangen beim
Alten Testament bis hin zu den Buddenbrooks von Thomas
Mann immer wieder Beschreibungen ausgebrannter Charaktere
finden (fiir einen detaillierten geschichtlichen Uberblick des Be-
griffs siehe [25-28]). Der 1974 verdffentlichte Artikel ,Staff
burn-out" von Freudenberger wird jedoch als ,Geburt von
Burnout als wissenschaftlichem Begriff gesehen ([26], 5.32). Da
Burnout historisch bedingt zundchst in einem Arbeitskontext
beschrieben wurde, wurde in den nachfolgenden Jahrzehnten
dieser Begriff inshesondere im Bereich der Arbeitsmedizin und
-psychologie weiter beforscht.

Es ldsst sich zusammenfassend festhalten, dass Erschépfung als
klinisch relevantes, medizinisch unerklédrtes Phdnomen im Laufe
der letzten 100 Jahre mit vielen verschiedenen Bezeichnungen
assoziiert wurde. Im Folgenden sollen die Syndrome (sozusagen
in ,chronologischer" Reihenfolge) Neurasthenie, CFS und Burn-
out getrennt voneinander etwas ausflihrlicher dargestellt wer-
den. Der Fokus liegt dabei jeweils auf einer umfassenden Defini-
tion, klassifikatorischen Einordnung, sowie Abgrenzung bzw.
Uberschneidung zu anderen, dhnlichen, Begriffen.

Verschiedene Syndrome und ihre Abgrenzung

voneinander

v

Neurasthenie

Die oben dargestellte Beschreibung der Neurasthenie als Sam-

melbegriff fir eine Reihe von Beschwerdebildern im geschichtli-

chen Kontext spiegelt sich heutzutage noch in 2 Verwendungs-
kontexten wider: als diagnostische Entitédt in der International

Classification of Diseases (ICD)-10 und als Diagnose in nicht-

westlichen Kulturen.

1. DieICD-10 Kriterien (F48.0) [5] beschreiben ein Syndrom, das
sich durch vermehrte geistige Ermudbarkeit oder Geflihle
korperlicher Schwiche auszeichnet. Als mdgliche Begleit-
symptome sind akute oder chronische Muskelschmerzen, Be-
nommenheit, Spannungskopfschmerz, Schlafstérung, die Un-
fahigkeit, zu entspannen, sowie Reizbarkeit aufgelistet. Wei-
terhin werden als Kriterien eine Giberdurchschnittlich verlan-
gerte Erholungsphase sowie eine Dauer der Symptome von
mind. 3 Monaten angesetzt (vgl. @ Tab. 1). Zu den Ausschluss-
Kriterien gehdren verschiedene neurologische Erkrankungen
sowie affektive (inkl. Depression) und Angststérungen. Die
Ausschlusskriterien fiir Neurasthenie weisen bereits darauf
hin, dass es sich um eine Art ,Sekunddrdiagnose" handelt
[29], die nur dann gestellt wird, wenn keine andere psychia-
trische Diagnose erflillt wird. Auch die weitgehend fehlenden
empirischen Studien mit aktuellem Bezug auf die ICD-10 Kri-
terien deuten darauf hin, dass die Diagnose wissenschaftlich
wenig populdr ist. In einer Umfrage unter deutschsprachigen
Psychiatern wurde diese Diagnose am haufigsten zur Strei-
chung vorgeschlagen [30].

Es ergibt sich der Eindruck, dass der Begriff der Neurasthenie
eher in einem historischen Kontext zu verorten ist und aktu-
ell vorwiegend im asiatischen Kulturbereich angewendet
wird. Bei Durchsicht der vorhandenen Literatur lassen sich
keine Hinweise darauf finden, dass die in der ICD-10 formu-
lierten Diagnosekriterien wissenschaftlich untermauert sind
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oder in der klinischen Praxis noch eine entscheidende Rolle
einnehmen (Ausnahme s.0.).

2. In asiatischen Landern wie Japan und China entwickelte sich

die Diagnose der Neurasthenie anders als in den westlichen
Kulturen und ist heute gesellschaftlich anerkannter. Da Neur-
asthenie zundchst eine rein somatische Konnotation hatte,
konnte man mithilfe dieser Diagnose dem Stigma, das psychi-
schen Stérungen anhaftete, elegant ausweichen. Weil bei Pa-
tienten wie Arzten beliebt, weitete sich im Verlaufe der Zeit
die Diagnose soweit aus, dass sie letztlich alle psychischen
Stérungen bis auf psychotische Stérungen umfasste. So war
Neurasthenie z.B. in China bis in die 1980er Jahre die mit Ab-
stand am haufigsten gestellte psychiatrische Diagnose [31]. In
den 1980ern wurde diese Diagnosebildung durch verstarkten
internationalen Austausch, verstarkte Strukturierung der
psychiatrischen Diagnostik und die Re-Evaluierung der Diag-
nose im Vergleich mit dem Diagnostic and Statistical Manual
of Mental Disorders (DSM)-III [32] reformiert und den ge-
nannten westlichen Systemen angepasst. Im chinesischen
Diagnosesystern CCMD (Chinese Classification of Mental Dis-
orders) [33] beinhaltet Neurasthenie Symptome der Schwd-
che, emotionalen Instabilitat, Aufregung, Nervenschmerzen
und Schlafstérungen, wobei 3 der 5 Symptome vorhanden
sein mussen. Es lasst sich erkennen, dass die Definition auch
heute noch weiter gefasst ist als in der ICD-10. Besonders in
landlichen Gebieten Chinas wird die Diagnose nach wie vor
hdufig gestellt und ist speziell bei der dlteren und weniger ge-
bildeten Bevdlkerung wesentlich weniger mit Stigmatisie-
rung verbunden als etwa die Diagnose einer Depression (fiir
eine Ubersicht siehe [34]). In Japan scheint der Begriff, wenn
auch einflussreicher als in westlichen Kulturen, weniger po-
puldr als in China zu sein, da er nach dem Zweiten Weltkrieg
durch den amerikanischen Einfluss durch den Begriff der
,Neurose" abgeldst wurde [35]. Weiterhin unterlag der Be-
griff in Japan bereits in den 1920er Jahren einer Verdnderung
der Konnotation durch den Begriinder der Morita-Therapie,
der den Begriff ,Neurasthenie" als zu umfassend ablehnte
und das Syndrom ,Shinkeishitsu" einfiihrte, das sich am ehes-
ten mit Angststérungen gleichsetzen lasst [36].
Es kann festgehalten werden, dass der Begriff der Neurasthe-
nie in asiatischen Kulturen besonders als ,Camouflage" fiir
psychiatrische Erkrankungen eine héhere Bedeutung hat als
in westlichen Kulturen [37]. Es ldsst sich bei der Sichtung der
Literatur jedoch auch erkennen, dass der internationale wis-
senschaftliche Austausch dazu beitrigt, dass (zumindest in
der Forschung) auch in diesen Kulturen der Begriff der Neur-
asthenie mehr und mehr in den Hintergrund riickt.

Chronisches Erschipfungssyndrom/myalgische
Enzephalomyelitis

Das Chronische Erschépfungssyndrom (engl. chronic fatigue
syndrome, CFS1), das auch als chronisches Miidigkeitssyndrom
bezeichnet wird, ist ein weiteres Syndrom, dessen Kernsympto-
matik sich durch eine starke Erschépfung auszeichnet. In der
ICD-10 ist das Syndrom unter G93.3 (,sonstige Krankheiten des
Nervensystems* ) kodierbar. Einschldgige Kriterien wurden 1988
von den US Centers for Disease Control and Prevention {(CDC)
vorgestellt [18]. Eine Revision fand 1994 Eingang in die For-

" Nachfolgend soll die Abkiirzung CFS verwendet wenden, da der Hauptteil
der entsprechenden Literatur im angelsachsischen Raum entstanden ist
und sich entsprechend dieser Begriff auch hierzulande durchgesetzt hat.
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Tab. 1

Kriterien-

Bereiche

Erschapfung

Zeitkriterium
kognitive
Symptome

Schmerzen

Schlaf

Reaktion auf
Anstrengung

Motorik

sonstige
korperliche
Symptome

Stimmung

Appetit

Kriterien
Neurasthenie [5]

schwere Erschop-
tung nach ge-
ringer geistiger|
karperlicher
Anstrengung

seit mind. 3
Monaten

Benommenheit

akute oder chro-
nische Muskel-
schmerzen
Spannungskopf-
schmerz
Schlafstérung

schwere Er-
schopfung nach
geringer geistiger/
korperlicher
Anstrengung

Reizbarkeit

ICD-10 Kriterien (Hauptkriterien im Fettdruck).

CFs [4]

schwere Erschop-
fung

seit mind. 6
Monaten
akuter Beginn
kognitive Prob-
leme

Halsschmerzen;
Muskel-/Gelenk-
schmerzen

Kopfschmerzen

unerholsamer

Schlat

Unwohlsein nach
Anstrengung

empfindliche
Lymphknoten

ME [39]

Neuroimmun-
Erschépfung nach
Belastung

neurokognitive Defizite

Arthralgien und/oder
Myalgien

Kopfschmerzen

Schlafstdrungen (ver-
andertes Schlafmuster
oderunerholsamer
Schlaf)

schnelle Erschépfbar-
keit nach Belastung;
Symptom-Schub nach
Belastung;

verminderte Ausdauer;
verlangerte Erholungs-
phase
neurosensorische,
perzeptuelle und moto-
rische Storungen
Immun-, gastrointes-
tinale und Harn- und
Geschlechtsprobleme
Energieproduktions-
und Transportprobleme

Burnout [49]

schwere (emo-
tionale) Erschép-
fung

verminderte sub-
jektive Leistungs-
bewertung

Depersonalisa-
tion]Zynismus
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Depressive
Episode [5]
verminderter
Antrieb oder

gesteigerte
Ermiidbarkeit

seit mind. 2
Wochen

verminderte sub-
jektive Leistungs-
fahigkeit

Schlafstérungen

psychomotorische
Agitiertheit oder
Hemmung

depressive Stim-
mung
Interessen-[Freu-
deverlust

Verlust des
Selbstvertrauens
oder Selbstwe rt-
gefiihls
unbegnindete
Selbstvorwiirfe
oder unangemes-
sene Schuldgefiihle
wiederkehrende
Gedanken an Tod,
Suizid oder suizi-
dales Verhalten
Appetitverlust

Major
Depression [71]

Miidigkeit und
Energieverlust

seit mind. 2
Wochen

verminderte kog-
nitive Funktionen

Schlaflosigkeit
odervermehrter
Schlaf

psychomotorische
Unruhe/Verlangsa-
mung

depressive Ver-
stimmung
Interessen-|
Freudverlust
Gefiihlvon
Minderwertigkeit
oder iibermaRige
Schuldgefiihle
Gefiihlvon
Minderwertigkeit
oder ibermaRige
Schuldgefihle
wiederke hrende
Gedanken an den
Tod

Gewichtsverlust/-
zunahme;
Appetitverlust/-
zunahme



schungsliteratur [4]. Bis heute ist diese revidierte Falldefinition
im Bereich der CFS-Forschung die am hdufigsten verwendete.
Nach diesen Kriterien ist CFS vor allem durch eine starke, min-
destens 6 Monate anhaltende, Erschépfung gekennzeichnet. Die
Erschépfung sollte einen akuten Beginn aufweisen, unabhédngig
von Anstrengung auftreten sowie mit Einschrankungen in wich-
tigen Funktionsbereichen einhergehen. Weiterhin sollen min-
destens 4 der folgenden Begleitsymptome auftreten: kognitive
Probleme, Halsschmerzen, empfindliche Lymphknoten, Muskel-
und Gelenkschmerzen, Kopfschmerzen, unerholsamer Schlaf
sowie Unwohlsein nach Anstrengung (vgl. © Tab. 1). Da es sich
bei allen genannten Symptomen nicht um fiir CFS spezifische
Symptome handelt, erlangt die Ausschlussdiagnostik eine be-
sondere Bedeutung. Zur Diagnosestellung ,CFS" dirfen keine
aktuellen oder unklar remittierten kérperlichen Krankheiten so-
wie keine schwerwiegenden psychiatrischen und neurologi-
schen Stérungen vorliegen, die eine Erklarung fiir die beobach-
tete Erschépfung bieten kénnten. Auch das Vorliegen von Subs-
tanzmissbrauch und Adipositas fihren zum Ausschluss der
Diagnose. Mit CFS Giberlappende, jedoch distinkte Erkrankungen
wie etwa Depression (mit Ausnahme des melancholischen oder
psychotischen Subtyps) oder das Schmerzsyndrom Fibromyal-
gie flihren nicht zum Ausschluss von CFS [4]. Der Begriff ,myal-
gische Enzephalomyelitis' (ME), der im geschichtlichen Abriss
bereits Erwahnung gefunden hat, bezeichnet das gleiche Syn-
drom. Es gibt neuerdings vermehrt Bem (thungen, den Begriff ME
zu verwenden (oftmals in Kombination mit CFS, d.h. CFSfME),
da damit eine kdrperliche Ursache des Syndroms impliziert wird
und die Patienten damit einer (vermeintlichen) Trivialisierung
ihrer Erkrankung und einer Stigmatisierung als ,psychisch
krank' entgehen sollen [38,39]. Neben den CDC-Kriterien fiir
CFS [4] wurden 2003 kanadische klinische Kriterien fir ME/CFS
[3] und aufbauend darauf 2011 internationale Consensus-Krite-
rien flir ME vorgeschlagen [39]. Die Kriterien von 2011 unter-
scheiden sich von den CDC-Kriterien vor allem darin, dass das
6-Monats-Kriterium fallen gelassen und Depression als Aus-
schluss-Diagnose hinzugenommen wurde. AuRerdem liegt die-
sen Kriterien die klare Annahme zugrunde, dass CFS eine kor-
perliche Ursache hat, wahrend dieser Aspekt in den CDC-Kriteri-
en offen gehalten wird. Die Annahme rein kérperlicher Ursachen
wird von den meisten Patientenverbdnden begriiSt. Einen brei-
ten wissenschaftlichen Konsens findet er jedoch nicht, da bisher
keine klare kérperliche Ursache fur das Syndrom gefunden wer-
den konnte und weil dieser Ansatz das komplexe Zusammen-
spiel von Kérper und Psyche, welches bei jeder Erkrankung eine
Rolle spielt, auller Acht ldsst. Die Vielzahl der empirischen Studi-
en, die die Rolle von psychologischen Faktoren bei der Genese
und Aufrechterhaltung des Syndroms aufzeigen, zeichnen hier
ein klares Bild (fiir die Rolle von Stress siehe dazu z.B. [40-42]).

Exkurs: Idiopathische chronische Erschépfung

Beim Vorliegen einer medizinisch unerklarten chronischen Er-
schopfung ohne Erfiillung aller der oben genannten Kriterien
wird von ,idiopathischer chronischer Erschopfung" (idiopathic
chronic fatigue, ICF) gesprochen [4]. Ob es sich bei ICF und CFS
um das gleiche Phanomen, jedoch mit unterschiedlichen Schwe-
regraden, oder um 2 voneinander unterscheidbare Syndrome
handelt, ist noch nicht geklart. Fir die Annahme unterschiedli-
cher Schweregrade spricht, dass sich sowohl bei CFS als auch bei
ICF dhnliche Verdnderungen auf physiologischer Ebene, wie z.B.
eine relative Hypoaktivitat der endokrinen Stressachse, feststel-
len lassen [43,44]. In einer Stichprobe von Personen, die wegen
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chronischer Erschépfung in Behandlung waren, fanden Evengard
et al. [45] vor allem bezliglich Begleitsymptomen und funktio-
neller Beschwerden Unterschiede zwischen ICF und CFS. So be-
richteten CFS-Patienten mehr kérperliche Begleitsymptome und
grélere funktionelle Einschrankungen. Auch konnte bei den
meisten CFS-Patienten ein akuter Beginn der Symptomatik be-
obachtet werden, wihrend der Verlauf bei etwa der Hilfte der
ICF-Patienten schleichend war. Wessely [46] hdlt es far am
wahrscheinlichsten, dass es mehrere Subgruppen von CFS gibt,
die sich durch ihren Beginn (schleichend vs. plétzlich), ihre Dau-
er, sowie die Zusammenstellung der gleichzeitig auftretenden
Symptome voneinander unterscheiden lassen. Entsprechende
Forschungsansatze sind jedoch erst im Entstehen begriffen.

Burnout

Der Begriff ,Burnout” bezeichnet sowohl den Prozess (,to Burn-
out") als auch den Zustand des ,Ausbrennens bzw. ,Ausge-
branntseins" im Gbertragenen Sinne. Das mit diesem Begriff be-
schriebene Syndrom wurde in verschiedenen Theorien (die
Burnout teilweise als Prozess, teilweise als Zustand sehen) be-
schrieben und mit zahlreichen Symptomen in Verbindung ge-
bracht (eine Ubersicht findet sich in (|47, 48]). Im Kontext dieser
Ubersicht soll die Definition des Burnout-Syndroms herangezo-
gen werden, die sich in der Literatur mit Abstand am haufigsten
findet. Hierbei handelt es sich um die Definition von Maslach
[27,49]. Demnach ist Burnout durch folgende Symptome (auch
,Burnout-Triade" genannt) definiert: 1. Emotionale Erschop-
fung, 2. Depersonalisation/Zynismus (gegentiber der Arbeit und/
oder gegenliber den Klienten) und 3. verminderte subjektive
Leistungshbewertung. Diese Kriterien stehen unter starker Kritik,
da die empirischen und klinischen Belege flr deren Validitat
und Reliabilitdt fehlen [48]. Kristensen et al. [50] nehmen an,
dass es sich bei den 3 beschriebenen Faktoren nicht um Sympto-
me im eigentlichen Sinne handelt. Lediglich emotionale Er-
schopfung sei als Symptom einzustufen, wahrend die anderen
Faktoren eher als Coping-Strategie (Zynismus/Depersonalisa-
tion) oder als Resultat (verringerte subjektive Leistung) in Reak-
tion auf 1anger wahrenden Stress zu bewerten seien. Weiterhin
sei eine Attribuierung der Erschopfung als von bestimmten Berei-
chen des Lebens (z. B. Arbeit) der betroffenen Person verursacht,
ausschlaggebend.

Es wird also angenommen, dass Burnout vor allem dann ent-
steht, wenn sich Personen zu sehr in ihrer Arbeit engagieren und
dadurch Energien verloren gehen [24]. Zundchst wurde Burnout
vor allem in helfenden Berufen beobachtet und untersucht, in-
zwischen wird die Forschung auch auf andere Arbeitskontexte
ausgedehnt (z.B. Bachelor-Studierende [51], [T-Fachleute [52]
oder Sportlerlnnen [53]). Laut Schaufeli und Taris [54] muss
Burnout immer in einem Arbeitskontext oder arbeitsdhnlichen
Kontext zu verorten sein. Den Begriff in anderen Kontexten zu
verwenden, ist demnach nicht angebracht bzw. lauft der ur-
springlichen Intention zuwider. Die ,Diagnose" Burnout zu ver-
geben gestaltet sich sowohl in der Forschung als auch in der Pra-
xis schwierig. In der Literatur finden sich kaum Angaben, wie die
Kriterien erfasst werden. Schaufeli et al. beschrieben Schwellen-
werte im Maslach Burnout Inventory — General Survey (MBI-GS)
|55] fr die klinische Relevanz von Burnout-Symptomen [56,57].
Die Autoren betonen jedoch, dass diese Kriterien vermutlich nur
auf niederlandische Stichproben anwendbar sind, da kulturelle
Unterschiede im Ausdruck der Symptome bestehen kénnen. Inte-
ressant ist auch, dass die Autoren unter klinisch relevantem
Burnout ,arbeitshezogene Neurasthenie" verstehen, als Validie-
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rungskriterien also die ICD-10-Kriterien fiir Neurasthenie mit
zusdtzlichem ({durch die Patienten berichteten) Arbeitsbezug
der Symptome verwenden. In der ,Maastricht Kohortenstudie"
wurden Forschungskriterien fiir Burnout beschrieben [58]. Bis-
her gibt es jedoch keine ableitbaren Leitlinien fiir Forschung
oder klinische Praxis, die als verbindlich anerkannt wéren. In
der ICD-10 wird das Syndrom unter ,Probleme mit Bezug auf
Schwierigkeiten bei der Lebensbewdltigung” als mogliche klini-
sche Zusatzdiagnose kodiert (273.0) und wird mit ,Ausgebrannt-
sein' oder ,Zustand der totalen Erschépfung” erldutert - eine
diagnostische Einordnung, die dem klinisch Tatigen keine be-
sondere Hilfe sein kann. Auch Korczak und Kollegen [48] halten
in ihrem Health Technology Assessment (HTA) - Bericht fur das
Deutsche Institut fir Medizinische Dokumentation und Infor-
mation (DIMDI) fest, dass es bisher ,kein standardisiertes, allge-
meingtiltiges Vorgehen, um eine Burnout-Diagnose zu stellen”
(8. 97) gibt. Sie weisen darauf hin, dass noch erheblicher For-
schungsbedarf besteht (vor allem hinsichtlich langsschnittli-
chen, klinisch relevanten sowie bevilkerungsreprdsentativen
Ansdtzen) und daher auf dem heutigen Stand von einer Diagno-
sestellung ,Burnout" in der klinischen Praxis abgesehen werden
sollte [59].

Es sei darauf hingewiesen, dass das Konstrukt des Burnouts aus
Patientenperspektive wegen der Implikation, Gber die individu-
ellen Grenzen hinaus geleistet zu haben, als entlastend und ent-
stigmatisierend empfunden wird. Aus diesem Grund erlangt es
in der klinischen Praxis einen besonderen Stellenwert hinsicht-
lich seiner Funktion in der Kommunikation mit dem Patienten
(z.B. bei der Vermittlung eines Storungsmodells), der nicht zu
unterschatzen ist [60].

Differenzierung zwischen CFS und Neurasthenie

Bei bloRRer Betrachtung der notwendigen Symptome lassen sich
CFS und Neurasthenie (wie in der ICD-10 definiert) kaum von-
einander abgrenzen. Der starkste Unterschied scheint das unter-
schiedliche Zeitkriterium zu sein (vgl. ¢ Tab. 1). Weiterhin mis-
sen fiir die ICD-10 Diagnose einer Neurasthenie u.a. affektive
Stérungen sowie Panikstérung, generalisierte Angststérung und
auch CFS (G93.3) ausgeschlossen werden (F48.0, [5]). GemadRR
den CDC-Kriterien flir CFS fiihren eine depressive Episode (ohne
melancholische oder psychotische Merkmale) sowie Angstst6-
rungen nicht zum Ausschluss der Diagnose, Neurasthenie wird
nicht erwahnt [4]. Aus der Literatur ldsst sich erkennen, dass die
Begriffe entweder synonym verwendet werden [61], CFS als
eine aktuellere Variante von Neurasthenie gesehen wird
[12,62,63] oder dass die beiden Begriffe im Kontext verschiede-
ner Kulturen diskutiert werden (Neurasthenie als asiatisch, CFS
als westlich geprédgt) [64,65]. Mit der Frage, inwiefern sich das
heutige, westliche, Symptombild der Neurasthenie (wie in der
ICD-10 definiert) mit CFS (iberschneidet, haben sich nur wenige
Forscher empirisch auseinandergesetzt [29]. Eine Studie von
Farmer und Kollegen [66] fand bei 97% der untersuchten CFS-
Patienten ebenfalls die ICD-10 Kriterien fir Neurasthenie er-
fullt, wenn die Ausschlusskriterien nicht beachtet wurden. Mit
Beriicksichtigung der Ausschlusskriterien betrug die Uber-
schneidung noch 40%. Die Studie weist darauf hin, dass die Symp-
tombilder der Neurasthenie nach ICD-10 und des CFS nach
CDC-Kriterien sich prinzipiell nicht unterscheiden. Hier besteht
weiterer Klarungsbedarf.

Differenzierung zwischen CFS und Burnout

Die Menge der empirischen Bemthungen, CFS und Burnout von-
einander abzugrenzen, ist ebenfalls sehr gering. Dies ldsst sich
hochstwahrscheinlich durch unterschiedliche ,Zustdndigkeit”
durch die verschiedenen Fachrichtungen erkldren, d. h. Medizin
fir CFS und (Arbeits-)Psychologie fur Burnout. Huibers
et al. [67] untersuchten 151 Arbeiter, die wegen Erschdpfung
krankgeschrieben waren und fanden, dass sich die Burnout- und
CFS-Félle vor allem in den kausalen Attributionen bezliglich der
erlebten Symptome unterschieden: Die CFS-Falle attribuierten
ihre Erschépfung somatisch und die Burnout-Falle psycholo-
gisch. Die Autoren nehmen an, dass es sich bei CFS und Burnout
um Uberlappende Syndrome handelt, bei denen die Erschépfung
unterschiedliche subjektive Qualitdten aufweist. Leone et al.
|68] untersuchten den zeitlichen Zusammenhang von langer an-
dauernder medizinisch unerkldrter Erschépfung und Burnout.
Sie stellten fest, dass beide Konstrukte sich im 4-Jahres-Follow-
Up gegenseitig vorhersagen. Weiterhin steigt mit dem Auftreten
einer Symptomatik die Wahrscheinlichkeit daftir, dass bei Fol-
low-up sowohl ldnger andauernde medizinisch unerklarte Er-
schopfung als auch Burnout-Symptomatik vorliegen. Die Auto-
ren schlussfolgern, dass die beiden Beschwerdebilder sich im
Sinne einer ,Abwdrtsspirale’ gegenseitig beeinflussen. Den
Schluss zuzulassen, es handele sich um das gleiche Phanomen,
stélRt v.a. bei CFS-Betroffenen auf starken Widerstand, da eine
,Psychologisierung*  als einer Trivialisierung des Syndroms
gleichkommend empfunden wird.

Differenzierung zwischen CFS und Depression

Die Rolle von Depression bei Erschépfung ist oben bereits ver-
schiedentlich angeklungen. Es lohnt sich deshalb, das chronische
Erschopfungssyndrom CFS und Depression einander gegentiber-
zustellen. Aus der Literatur geht hervor, dass bis zu 75% der CFS-
Patienten {iber die Lebensspanne hinweg ebenfalls mindestens
zu einem Zeitpunkt an einer depressiven Episode leiden [69].
Flr erschopfte Personen, die die Kriterien fr CFS nicht erfiillen,
wird die Lebenszeit-Pravalenz fiir mindestens eine Episode ei-
ner Major Depression auf etwa 45 % geschatzt [70]. In derselben
Studie wurde bei 22% der CFS-Patienten eine aktuelle komorbi-
de Major Depression festgestellt. Die Hauptkriterien einer de-
pressiven Episode umfassen in der ICD-10 neben depressiver
Verstimmung und Interessen- oder Freudeverlust auch vermin-
derten Antrieb oder gesteigerte Ermiidbarkeit [5], wobei bei
Vorliegen der anderen beiden Symptome verminderter Antrieb
und gesteigerte Ermidbarkeit nicht vorliegen miissen (2 von 3).
Das DSM-1V stellt den Erschdpfungs-Aspekt nicht in den Vorder-
grund der depressiven Symptomatik (er gehort also nicht zu den
Hauptkriterien), er taucht jedoch innerhalb der Nebenkriterien
{von denen mind. 5 erfiillt sein m{issen) ebenfalls auf [71]. Die
Haupt- und Nebenkriterien flr beide Klassifikationssysteme
sind in © Tab. 1 noch einmal dargestellt. Es lasst sich nachvoll-
ziehen, dass (unter dem Gesichtspunkt von Erschopfung als Kri-
terium fiir Depression) Syndrome, bei denen eine Erschépfungs-
symptomatik im Vordergrund steht, leicht als Depression fehl-
diagnostiziert werden kénnen. Auch besteht die Gefahr, ein Er-
schépfungssyndrom zu (bersehen, wenn komorbid ebenfalls
eine Depression vorhanden ist. Viele Personen, die die Kriterien
fiir CES oder Burnout erftillen, erffillen aufgrund der Uber-
schneidungen der Definitionen auch mindestens ein Kriterium
einer depressiven Episode. Es besteht weiterhin die Gefahr, dass
in einigen Studien die Komorbiditdtsrate durch besagte Symp-
tomitherschneidungen tiberschitzt wird, da auch in den Depres-
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sions-Instrumenten Erschépfung und Madigkeit als Depres-
sions-Symptome mit erfasst werden (z.B. im BDI-II [72]: Energie-
verlust, Konzentrationsschwierigkeiten, Erm{idung oder Er-
schépfung). Daher wird vorgeschlagen, bei einer Stichprobe aus
CFS-Patienten verschiedene Dimensionen des BDI-II (somatisch-
affektiv und kognitiv) separat zu betrachten [73].

Hinweise auf distinkte Krankheitsentitdten finden sich in Studi-
en, die auf endokriner Ebene einen erhéhten Kortisolspiegel bei
Personen mit einer derzeitigen depressiven Episode, jedoch er-
niedrigte Konzentrationen bei Personen mit CFS (jeweilsim Ver-
gleich zu gesunden Kontrollprobanden) berichten [74-77]. Grif-
fith und Zarrouf [78] stellen in einer Zusammenschau der Unter-
schiede von Depression und CFS fest, dass vor allem die kérper-
lichen Begleitsymptome (wie Halsschmerzen, empfindliche
Lymphknoten usw.) eher spezifisch fiir CFS sind, jedoch bei De-
pression selten vorkommen. Weiterhin unterscheiden sich nach
diesen Autoren die Patientengruppen vor allem in ihrer Reak-
tion auf Aktivitdt — wihrend korperliche Betdtigung bei CFS zu
einer Verschlechterung der Symptomatik fithrt, profitieren de-
pressive Patienten von (kérperlichem ) Aktivitdtsaufbau.

Differenzierung zwischen Burnout und Depression

Auch zwischen Burnout und Depression gibt es starke Uber-
schneidungen (fiir eine Ubersicht siehe auch [79]). So wird das
Risiko bei hohen Wertenim MBI-GS [55] auf etwa 50% geschatzt,
an einer Major Depression zu erkranken [80]. Frth und Kollegen
[81,82] konnten zeigen, dass der Zusammenhang von Depressi-
on und der ,Emotionale Erschépfung"-Skala des MBI [83] von
r=0,50 auf r=0,59 steigt, wenn ein Arbeitsbezug der Depressi-
ons-ltems im BDI [84] hergestellt wird. Glass und McKnight [85]
halten dazu in ihrer systematischen Review fest, dass die Uber-
lappung zwischen Depression und Burnout vor allem in dem
Symptom der Erschépfung zu finden ist. Auch hierbei sei ange-
merkt, dass sowohl Depressions- als auch Burnout-Inventare
Erschépfungs-ltems enthalten. Eine Studie zur Konstruktvalidi-
tat von Burnout in Abgrenzung zur Depression von Reime und
Steiner [86] zeigt eine moderate Korrelation von r=0,44 zwi-
schen der allgemeinen Depressionsskala (ADS [87]) und der Sub-
skala ,emotionale Erschépfung’ aus dem MBI, jedoch lediglich
eine geringe Korrelation (von r=0,22) mit der Skala ,Depersona-
lisationf Zynismus" des MBI und eine nicht signifikante Korrela-
tion mit abnehmender subjektiver Leistungsfahigkeit (r= -0,18).
Die Studien weisen darauf hin, dass es sich bei Depression und
Burnout um 2 unterscheidbare Konstrukte handelt, deren Uber-
lappung insbesondere durch das Symptom ,Erschépfung” be-
dingt ist.

Es wird weiterhin dartiber diskutiert, in welchem zeitlichen Zu-
sammenhang die beiden Syndrome stehen. So wird Depression
in einigen Theorien als logische Folge eines Burnout-Prozesses
gesehen [88]. Toker und Biron [89] stellen in einer ldngsschnitt-
lichen Untersuchung fest, dass sowohl Burnout (erhoben mit
dem Shirom-Melamed-Burnout-Inventar [90,91]) ein guter Pra-
diktor fiir die Entwicklung einer depressiven Symptomatik (er-
hoben mit dem PHQ-9 [92]) ist, als auch depressive Symptome
fir die Entwicklung von Burnout-Symptomen [93]. Mehr noch
stellt sich in der Untersuchung von Toker und Biron Depressivi-
tat als ein stdrkerer Pradiktor fiir Burnout heraus als umgekehrt.
Die Autoren begriinden dies damit, dass eine depressive Symp-
tomatik mit der Zeit auf alle Lebensbereiche tibergreift (und da-
mit z.B. eine zynische Einstellung gegentiber der Arbeit be-
wirkt), wdhrend dies bei einer Burnout-Symptomatik nicht un-
bedingt der Fall sein muss, da Burnout-Betroffene losgel st vom

Ubersicht

Arbeitskontext zu Hause eine Erleichterung der Symptomatik
empfinden kénnten.

Schlussfolgerungen

v

Generelle Aspekte

Zusammenfassend kann festgehalten werden, dass es sich bei
medizinisch unerklarter Erschépfung um ein Phanomen han-
delt, das in unserer Gesellschaft eine groRe Bedeutung hat. Dar-
auf weisen die verschiedenen Begrifflichkeiten hin. Aus dem
historischen Einblick wird deutlich, dass die unterschiedlichen
Begriffe in ihrer Funktionalitdt immer von dem jeweiligen Zeit-
geist abhdngig sind. Begriffe werden neben der historischen Ein-
ordnung auch stark von der Kultur gepragt, was sich insbeson-
dere am Beispiel der Neurasthenie nachvollziehen ldsst. Die ver-
schiedenen Syndrome klar voneinander abzugrenzen scheint
gemals derzeitigem Wissensstand nicht mdglich zu sein. Es ist
(gerade im klinischen Kontext) jedoch wichtig, sich der (funk-
tionellen) Bedeutung des jeweiligen Begriffs (hier sei z. B. auf die
Debatte der Begrifflichkeiten CFS vs. ME hingewiesen [38] sowie
auf die entstigmatisierende Wirkung des Begriff ,Burnout" [60])
fiir betroffene Personen bewusst zu sein.

Es lasst sich weiterhin feststellen, dass ein schwerwiegendes
Problem bei der Differenzierung der verschiedenen Erschép-
fungssyndrome die sowohl bei Patienten als auch bei vielen
Wissenschaftlern nach wie vor vorherrschende Dichotomisie-
rung von psychischen und kérperlichen Erkrankungen darstellt.
Auf der einen Seite steht die Stigmatisierung von psychischen
Erkrankungen, auf der anderen Seite die Hilflosigkeit der Patien-
ten im Angesicht medizinisch nicht erklarbarer kérperlicher Be-
schwerden. Sowoh! Patienten als auch Behandler wiirden von
einer integrativeren Sichtweise von Krankheit, die auf kérperli-
cher wie psychischer Seite ansetzt (sowohl bei der Diagnostik als
auch bei der Behandlung), profitieren. An dieser Stelle sei Donald
Oken zitiert, der schrieb: ,There are no ,psychosomatic disor-
ders", because there are no non-psychosomatic ones." ([94],
S.831).

Begriffsverwendung

Alle besprochenen Begriffe beschreiben Syndrome, bei denen
Erschopfung im Mittelpunkt steht. Fiir Neurasthenie bestehen
ICD-10-Kriterien [5], fiir CFS gelten die Kriterien des CDC [4] als
Goldstandard. Es handelt sich in beiden Féllen um ein Syndrom,
das medizinisch unerklarte Erschépfung beschreibt, wobei der
Begriff ,Neurasthenie* eher in einem historischen Kontext zu
verorten ist und aktuell vorwiegend im asiatischen Kulturbe-
reich angewendet wird. ,Burnout' wiederum bezeichnet Er-
schopfung im Arbeitskontext [54] und ist derzeit eher als wis-
senschaftliches Konstrukt denn als Diagnose zu begreifen. De-
pression ist eine psychische Erkrankung, bei der neben Erschép-
fung weitere Symptome im Vordergrund stehen und die keines-
falls mit vorher genannten Syndromen gleichzusetzen ist.
Solange keine klare (Ausschluss-) Diagnostik vorliegt, kann
letztlich nur von ,Erschépfung” auf Symptomebene gesprochen
werden.

Diagnostik

Es scheint, dass die Diagnose, die eine Person mit Erschépfungs-
erscheinungen erhdlt, stark von ihrer eigenen Attribution der
Symptome sowie der Person des Behandlers abhdngt [14]. Zu-
dem {iberschneiden sich die Kriterien teilweise und schlieen
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sich nicht gegenseitig aus. Ein Patient, der die Kriterien fir CFS
erfiillt, konnte damit in einem psychiatrischen Kontext mit Neu-
rasthenie diagnostiziert werden. Die Abgrenzung von Neuras-
thenie und CFS ist schwierig und es spricht einiges dafiir, dass es
sich phanomenologisch um 2 Begriffe fiir das gleiche Syndrom
handelt (wobei fiir Neurasthenie zusdtzlich affektive und diver-
se Angststérungen ausgeschlossen werden miissen). Es scheint,
dass die Diagnosen auch von den meisten Klinikern als synonym
angesehen werden [14], jedoch sind sie (mit G93.3 fiir CFS und
F48.0 fir Neurasthenie) in der ICD-10 unterschiedlich klassifi-
ziert und sollen sich sogar gegenseitig ausschlieen. Diese An-
nahme ist jedoch nicht empirisch begriindet. Eine gewissenhaf-
te Ausschlussdiagnostik sowie eine méglichst ausfiihrliche Ana-
mnese sollten am Anfang der Diagnostik stehen. Dieser Prozess
findet idealerweise sowohl auf kérperlicher als auch auf psychi-
scher Ebene statt (ffir eine Ubersicht siche [95]). In einem psychi-
atrischen {(oder klinisch-psychologischen) Kontext kann ein Pa-
tient mit medizinisch unerklarter Erschopfung nach den DSM
[V-Kriterien auch mit einer undifferenzierten somatoformen
Stérung diagnostiziert werden (300.82 [71]), laut ICD-10 miis-
sen hierzu jedoch ,multiple und wechselnde medizinisch uner-
klarte Symptome vorliegen (F45.1 [5]). Erschépfung steht nicht
im Fokus dieser Diagnosekategorie, kann jedoch darunter fallen
[96-98]. Es sei darauf hingewiesen, dass sich mit der [Jberarbei-
tung des Diagnosesystems DSM (DSM V) noch einmal entschei-
dende Verdnderungen im Bereich dieser Diagnosekategorie er-
geben, die sich auch auf die Diagnostik von Erschépfung auswir-
ken werden (zur aktuellen Diskussion siehe [99-101]). Im Hin-
blick auf die differenzialdiagnostische Abklarung von Erschép-
fungssyndromen zur Depression gilt es vor allem, sich tiber die
nicht-Gberschneidenden Symptome im Klaren zu sein
(vgl. @ Tab. 1 sowie [78]). Was den Begriff ,Burnout” betrifft,
kann er als Kommunikationsmittel mit Patienten sinnvoll sein.
Die Diagnose ,Burnout” ergibt nach den bisher bestehenden Kri-
terien in der klinischen Praxis jedoch wenig Sinn. Zu beachten
ist hierbei auch, dass sie als reine Zusatzdiagnose keine Therapie
rechtfertigt. Um einen Patienten behandeln zu kénnen, miisste
aufgrund der bisherigen Betrachtungen im psychiatrischenfpsy-
chotherapeutischen Kontext also entweder eine Depression im
Vordergrund der Erschopfung stehen oder auf die Diagnose
.Neurasthenie" zur(ickgegriffen werden.

Forschung

Es besteht Bedarf an weiteren Studien, die die differenzierenden
Symptome (falls diese denn tatsdchlich bestehen) der genannten
Syndrome herausarbeiten. Das Interesse an und die Verwendung
der Diagnose ,Neurasthenie" scheinen in unseren Breitengraden
nachgelassen zu haben, wahrend CFS und Burnout zunehmend
an Bedeutung gewinnen. Hier zeigt sich eine dringende Notwen-
digkeit, die Kriterien und Terminologie in den relevanten Diag-
nosesystemen anzupassen. Die Frage, ob es sich nicht letztlich
um ein Obergeordnetes ,Erschépfungssyndrom” handelt, das
unterschiedliche Ausléser haben kann und sich in Subgruppen
unterteilen lasst, kann (noch) nicht beantwortet werden. Es er-
scheint von grofer Wichtigkeit, eine klarere Operationalisie-
rung der Kriterien zu erreichen. Eventuell ist eine Herangehens-
weise auf Symptomebene einer Herangehensweise auf Syn-
dromebene vorzuziehen.

Fazit fur die Praxis

Gewissenhafte Ausschlussdiagnostik ist Dreh- und Angel-
punkt der Diagnostik von Erschépfung. Diese sowie eine
méglichst ausfiihrliche Anamnese sollten am Anfang der
Diagnostik stehen. Im Hinblick auf die differenzialdiagnosti-
sche Abklarung zur Depression gilt es vor allem, sich iber
die nicht-tiberschneidenden Symptome im Klaren zu sein
(vgl. @ Tab. 1). Die Diagnose ,Burn-out" sollte nach den bis-
her bestehenden Kriterien in der klinischen Praxis nicht ge-
stellt werden, da diese noch zu wenig wissenschaftlich unter-
mauert und operationalisiert ist.

Interessenkonflikt: Die Autoren geben an, dass kein Interessen-
konflikt besteht.
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We investigated whether stress may influence fatigue, or vice versa, as well as factors mediating this
relationship. Fifty healthy participants (31 females, 23.6 + 3.2 years) completed up to 5 momentary
assessments of stress and fatigue during 5 days of preparation for their final examinations (exam condi-
tion) and 5 days of aregular semester week (control condition). Sleep quality was measured by self-report
at awakening. A sub-group of participants (n=25) also collected saliva samples. Fatigue was associated
with concurrent stress, stress repaorted at the previous measurement point, and previous-day stress. How-

Keyworck:' ever, momentary stress was also predicted by concurrent fatigue, fatigue at the previous time point, and
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Cortisol previous-day fatigue. Sleep quality mediated the association between stress and next-day fatigue. Corti-
Fatigue sol and alpha-amylase did not mediate the stress—fatigue relationship. In conclusion, there is a reciprocal
Sleep quality stress—fatigue relationship. Both prevention and intervention programs should comprehensively cover
Stress how stress and fatigue might influence one another.

© 2015 Elsevier B.V. All rights reserved.

1. Introduction

Stress is associated with numerous bodily complaints, such
as fatigue—a very common symptom in the general population
(Nijrolder, van der Horst, & van der Windt, 2008; Pawlikowska
et al., 1994) that can be defined as a subjective state of exhaustion,
tiredness, weakness, and lack of energy that impairs daily activities
(Riley et al., 2010; Schwarz, Krauss, & Hinz, 2003). Both clinical evi-
dence and individual experiences indicate that it may be assumed
that high stress puts people at risk of developing fatigue. Yet, most
available data on the interaction between stress and fatigue come
from cross-sectional studies with only one point of assessment
(e.g., Brown & Thorsteinsson, 2009; Kocalevent, Hinz, Brahler, &
Klapp, 2011). There are only very few longitudinal studies show-
ing that stress may temporally precede fatigue (e.g., Kato, Sullivan,
Evengard, & Pedersen, 2006). Nevertheless, the mechanisms of how
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stress may ultimately translate into fatigue are not well understood.
While experimental studies have the advantage of being able to
control for a variety of potentially confounding variables, they are
also limited in terms of the generalization of the findings to real
life, i.e., they result in reduced ecological validity. There is a rela-
tive scarcity of studies examining the relationship between stress
and fatigue as individuals engage in their daily life routines in their
own environments. One notable exception is a study by Dittner,
Rimes, and Thorpe(2011), inwhich the authors showed that fatigue
levels in first-year college students were significantly higher fol-
lowing a period of academic stress than at the beginning of the
academic year. However, in this study, perceived stress was only
measured at the second time point. [n a recent study by Akerstedt,
Axelsson, Lekander, Orsini, and Kecklund (2014), fatigue at bedtime
was found to be associated with average stress during the day. The
results do not take into account influences on short-term changes
in fatigue within individual days.

Besides evidence that stress may precede fatigue, it might also
be considered that fatigue precedes stress (e.g., because fatigue
limits coping abilities which might help the individual not to feel
stressed by challenging situations). To the best of the authors’
knowledge, there has been no study investigating this direction of
causality.
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Apart from choosing an appropriate design to tackle the ques-
tion of directionality, it is also important to consider mediating
factors that might explain the predicted association between
stress and fatigue. One of these factors is subjective sleep qual-
ity: a negative relationship between stress and sleep quality was
found in several cross-sectional studies (e.g., Akerstedt, Fredlund,
Gillberg, & Jansson, 2002; Knudsen, Ducharme, & Roman, 2007).
This effect was also shown in an everyday life study using an
end-of-day measurement of stress (Akerstedt et al.,, 2012). Fur-
thermore, subjective sleep quality has also been found to be a
predictor of fatigue (Akerstedt et al., 2014; Lavidor, Weller, &
Babkoff, 2003). Interestingly, one (cross-sectional) study indicated
that sleep quality mediated the relationship between stress and
fatigue (Thorsteinsson & Brown, 2009). It thus seems reasonable
to predict that subjective sleep quality may be an important medi-
ating factor that needs to be considered in studies examining the
relationship between stress and fatigue.

The effects of stress on fatigue are also likely to be impacted by
the body’s stress systems, i.e., the hypothalamic pituitary adrenal
(HPA)axis and the autonomic nervous system (ANS). Powell, Liossi,
Moss-Morris, and Schlotz {2013) point out the relevance of mea-
sures of cortisol (the main effector of the HPA axis) variability,
which indicate general “responsiveness” of the HPA axis, espe-
cially cortisol concentrations in the morning (e.g., morning values,
cortisol awakening response, CAR), and measures assessing the
decrease in cortisol throughout the day (slope). Previous studies
have shown higher morning values in chronically stressed individ-
uals compared to non-stressed controls (e.g., Schulz, Kirschbaum,
Pruessner, & Hellhammer, 998 ). In an intra-individual comparison,
Dahlgren, Kecklund, and Ackerstedt (2005]) reported no abnormal-
ities in the morning, but an overall flattened diurnal cortisol slope
during a period of higher stress. Other studies indicate that fatigue
is associated with a reduction of cortisol variability across the day
(e.g., Dahlgren, Kecklund, Theorell, & Akerstedt, 2009). On the other
hand, Eek, Karlson, Garde, Hansen, and Orbaek (2012) found pos-
itive associations between cortisol increases in the morning and
several aspects of fatigue (lack of energy, lack of motivation, physi-
calexertion). Furthermore, Adam, Hawkley, Kudielka, and Cacioppo
(2006) found an association between low morning cortisol val-
ues and high fatigue levels throughout the day in a sample of
older adults. Thus, research illustrates the importance of consid-
ering measures of cortisol variability when analyzing associations
between stress and fatigue.

As fatigue is a prominent feature in autonomic dysregulation,
it can be assumed that it is related not only to changes in HPA
axis activity, but also to changes in ANS (Nater, Heim, & Raison,
2012). Some studies indeed point to ANS alterations in fatigued
individuals: Boneva et al. (2007), for instance, report higher heart
rates as well as lower heart rate variability in persons with chronic
fatigue syndrome. De Vente, OIff, Van Amsterdam, Kamphuis, and
Emmelkamp (2003) found higher resting heart rate in fatigued
persons compared to healthy controls. In a recent study using
a sample of persons with chronic fatigue syndrome, we found a
lower response of epinephrine to a physical stress test compared
to healthy controls, indicating altered ANS dynamics in the affected
persons [Strahler, Fischer, Nater, Ehlert, & Gaab, 2013). Overall,
previous findings point to signs of ANS dysregulation in fatigued
persons, but the results are far from unequivocal. Furthermore, we
are not aware of any studies examining associations between ANS
activity and fatigue in everyday life.

In summary, research has established a positive relationship
between stress and fatigue, but few studies have examined this
relationship across multiple time points. The question of direction-
ality, i.e., whether stress temporally precedes fatigue or vice versa,
has, to our knowledge, never been addressed. To investigate this,
temporal associations (carry-over effects within individual days

from one time point to the next andfor between days) need to be
considered. Furthermore, an analysis of possible mediators is cru-
cial when examining the association between stress and fatigue.
We expect sleep quality as well as changes in the biological stress
systems, i.e., the HPA axis and the ANS, to be of particular impor-
tance in this regard. Concerning the question of how the organism
changes and adapts to higher stress levels, a within-subjects design
clearly allows for stronger conclusions than a between-subjects
design. An adequate paradigm to test such associations is to exam-
ine students during a period of exam preparation and during amore
relaxed phase of the term (for an overview see Biondi & Picardi,
1999).

In the current study, we, thus, examined whether and how
stress translates into fatigue in everyday life. We also wanted to be
open to the alternative hypothesis that fatigue may influence stress
experiences. To maximize ecological validity, we used an ambula-
tory assessment design. Rather than exploring differences between
groups, we assessed students in two different everyday life condi-
tions: on five days during the beginning of the semester (control
condition) and on five days during the preparation for final exams
{exam condition).

2. Methods
2.1. Participants

Data collection took place during the summer term (May
through August) of 2012 at the Philipps-Universitit Marburg,
Germany. Participants were recruited via university student mail-
ing lists or notices on campus. Inclusion criteria were being a
university student, speaking German fluently, age 18-35 years, no
obesity (body mass index of 29 or less), no psychiatric or medical
illness known to affect endocrine or autonomic functioning, smok-
ing less than 5 cigarettes per week, no drug use, and for women
not being pregnant, no breast feeding and having regular menstru-
ation. The initial sample consisted of 55 participants (35 women,
23.3+£3.11 years), of whom three declined to participate further
after completing the first assessment period. A fourth person had
to be excluded due to device failures. After completion of data col-
lection, a fifth person was removed from statistical analysis due
to incomplete data (more than 50% missing data in exam condi-
tion). Thus, data from 50 participants were included in the final
statistical analyses. Participants received 50 Euro (about 64 USD) or
course credit. The study was approved by the local ethics committee
of the Faculty of Psychology at the Philipps-Universitit Marburg,
Germany. All participants provided written informed consent.

2.2, Materials and procedure

Weused an ambulatory assessment approach. Participants were
assessed for 5 days during the first weeks of the semester (con-
trol condition) and for 5 days during the preparation for final
examinations within the last weeks of the semester (exam con-
dition). Following the initial contact, participants were invited
to the laboratory of the department of Clinical Biopsychology,
Philipps-Universitit Marburg, Germany, for an assessment to rule
out exclusion criteria. Furthermore, they were instructed in the
use of a pre-programmed (iDialogPad, G. Mutz, Cologne, Germany)
iPod touch® as well as, in a sub-sample, ambulatory saliva sam-
pling with the SaliCap® systemn (IBL, Hamburg, Germany). Finally,
participants were instructed to complete questionnaires online at
home. During both assessment conditions, the iDialogPad program
was activated by the participants every morning upon awakening.
There was a pre-programmed alarm 30 min after initial activation
(i.e., after awakening), at 10 am, 2 pm, 6 pm, and 9 pm.
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Table 1
Descriptive analyses of relevant parameters.
M (SD)
Control condition Exam condition t p
Item “At the moment, I feel fatigued” 2.39(1.07) 2.75(1.09) —8.63 <0.001
Itemn “At the moment, I feel stressed out” 2.11(1.04) 2.65(1.10) —12.28 <0.001
Item “How well did you sleep last night?” 66.02 (23.38) 65.11(20.43) 0.49 0.627
MFI general fatigue 9.29(3.04) 10.74(3.27) -314 0.004
MEFI physical fatigue 8.17(3.24) 9.00(3.51) —2.07 0.005
MFIreduced motivation 7.58 (2.69) 7.94(3.08) -0352 0.420
MFIreduced activity 9.89(3.22) 10.08(3.59) —053 0.600
MFI mental fatigue 9.73(3.36) 10.70(3.94) —2.65 0.012

Note: The items “At the moment, I feel fatigued” and “At the moment, I feel stressed out” were assessed on a scale from 1 to 5 (five times per day); the item “How well did
you sleep last night?” was assessed on a scale from 0 to 100 (every morning directly after awakening). The MFI {Multidimensional Fatigue Inventory) was applied once per

conditon.

2.2.1. Measurement of fatigue

At the person level, self-reported fatigue levels were mea-
sured using the Multidimensional Fatigue Inventory (MFI; Smets,
Garssen, Bonke, & De Haes, 1995), a questionnaire which was pre-
sented to the participants during the control condition as well as
during the exam condition. The MFl comprises 5 subscales: general
fatigue, reduced motivation, reduced activity, mental fatigue, and
physical fatigue. To assess changes in fatigue in everyday life, par-
ticipants additionally rated their fatigue level at 5 time points each
day (at every time point except at the 30 min after awakening time
point) by answering the item “At the moment, | feel fatigued” on a
scale from 1 (not at all) to 5 (very) (Stone, Broderick, Porter, & Kaell,
1997). The scaling was based on the MFI. Similar items reflecting
the other four MFI dimensions were also assessed, but were not
included in the current analysis. Descriptive values are reported in
Table 1.

2.2.2. Measurement of stress

During ambulatory assessment, momentary stress levels were
assessed using the item “At the moment, I feel stressed out” on a
scale from 1 (not at all) to 5 (very) (descriptive values in Table 1).

2.2.3. Measurement of sleep quality

Every morning directly after awakening, participants estimated
how well they had slept on a visual analog scale ranging from 0
to 100. The item was based on the subjective sleep quality item of
the Pittsburgh Sleep Quality Index (PSQI; Buysse, Reynolds, Monlk,
Berman, & Kupfer, 1989) and adapted for use in ambulatory assess-
ment. Using a single item to assess subjective sleep quality is
a common approach (Hawkins & Shaw, 1992; Pilcher, Ginter, &
Sadowsky, 1997). Descriptive values are shown in Table 1.

2.2.4. Biological parameters

In order to investigate associations between fluctuations in
stress, fatigue, and biclogical parameters, a sub-group of partici-
pants (11=25, 19 women) provided saliva samples after each iPod
touch® entry on two consecutive days during both assessment
conditions (procedure in accordance with recommendations by
Hellhammer et al. (2007)). The SaliCap® (IBL, Hamburg, Germany)
system allows for collection of saliva via passive drool. Participants
were instructed to collect saliva for two minutes in their mouths
(not swallowing) then fill the saliva collection vials using a straw
or by salivating directly into the tube. Participants entered the
number of the respective tube into their iPod touch® to ensure
compliance. They were instructed to keep their samples as cool
as possible (i.e., in their freezer or fridge) until they returned them
to the study personnel. The samples were then frozen at —20°C
until analysis. Cortisol was analyzed using a commercially avail-
able enzyme-linked immunoassay (IBL, Hamburg, Germany). For

the measurement of salivary alpha-amylase (sAA), a kinetic colori-
metric test and reagents obtained from Roche quantitative enzyme
were used. Inter- and intra-assay variation of both assays was
below 10%.

2.3. Statistical analyses

Accounting for the nested structure of the data, and in order to
include control variables at the person level, two-level hierarchical
linear models (HLM; Raudenbush, Bryk, Cheong, & Congdon, 2005),
with time points at level 1 nested within persons at level 2, were
conducted for data analysis (see list of equations, Supplemental
digital content 1). SAA and cortisol values were checked for outliers
and normal distribution using the Kolmogorov-Smimov (KS) test.
Asnone of the tests reached statistical significance (all p>0.09), the
following analyses were conducted with absolute cortisol and sAA
values. Morning cortisol value (level of cortisol directly after awak-
ening), cortisol awakening response (CAR: delta of morning value
and cortisol value 30 min after awakening) as well as cortisol slope
throughout the day (time points taken into account: 10 am, 2 pm, 6
pm, 9 pm) were chosen for analysis. For sAA, the same parameters
were analyzed (morning sAA value, SAA awakening response and
sAA slope throughout the day). Analyses of the biclogical param-
eters controlled for the effects of sex and body mass index (BMI)
on the outcome variable. Mean values of stress and fatigue for each
day were calculated to assess between-day associations as well as
associations with biological markers.

Based on the procedure described by Korchmaros and Kenny
(2003), the first step of analysis was to determine whether ran-
dom analyses show an advantage over fixed analyses for the
respective model. No advantage of random analyses could be
found for between-day analyses or for analyses including biologi-
cal markers. This was probably attributable to the small number
of measurements due to aggregated data. Subsequent analyses
were treated accordingly (residuals were restricted for between-
day analyses as well as analyses of associations with biological
markers). “Condition” (control vs. exam) as well as the interac-
tion term of condition x predictor was included in the models to
test whether the associations differed between the two condi-
tions. Pseudo-R? was determined using the following equation
“Pseudo-R? = ( referencerrmdel*Uzﬁnall‘nodel)/cr referencernodel ", where
the reference model is the final model excluding the predictor
in question, based on suggestions by Singer and Willett (2003).
Analyses were controlled for the effect of sex on the outcome.
If not indicated otherwise, all models explain significantly more
variance in the respective outcome variable than the null model
{model without predictors). Mediation analyses were based on
the mediation steps suggested by Korchmaros and Kenny (Kenny,
Korchmaros, & Bolger, 2003; Korchmaros & Kenny, 2003).
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stress

Fig. 1. Spaghettiplot ofaverage (thick)and subject-specific (dotted) regression lines
for momentary fatigue as a function of simultaneously measured stress.

3. Results

Thirty-two women and 19 men participated in the study
(23.26 +£3.19 years, BMI: 21.95 £ 2.50). Descriptive analyses of the
fatigue, stress, and sleep item as well as the MFI questionnaire are
shown in Table 1. Additionally, means and standard deviations for
the fatigue- and stress-item for each time point in each condition
can be found in the online Supplement (Table 1S).

There was a positive association between momentary stress
and momentary fatigue (which were simultaneously measured, see
Fig. 1 and Table 2, Model 1a, Pseudo-R? =0.13). When “condition”
was added as a predictor (see Table 2, Model 1a.1), the main effect
for condition was only marginally significant, and the interaction
term did not reach significance. This indicates that momentary
stress predicted momentary fatigue (independent of control or
exam condition). The association between stress reported at the
previous measurement time point (i.e., the immediately preceding
measurement time point) and momentary fatigue was positive and
statistically significant (see Table 2, Model 1b, Pseudo-R? =0.08).

45

The effect of stress at the previous time point remained signifi-
cant when condition was included in the model (see Table 2, Model
1b.1). The results again showed that fatigue levels were heightened
during the exam condition, and no difference was found between
conditions in terms of the effect of stress at the previous time point
on fatigue.

The association between previous-day mean stress levels
with mean fatigue levels the following day was positive, but
only significant on a trend level (UC=0.14; p=0.072; Pseudo-
R?=0.01). Further, an effect of condition (UC=-1.05; p<0.001;
Pseudo-R2=0.13) as well as a small positive interaction effect of
“condition x previous-day mean stress level” (UC=0,57; p<0,001;
Pseudo-R? < 0.01) were detected.

In a second set of analyses, momentary stress was treated as the
outcome variable. The association between momentary fatigue and
momentary stress was statistically significant (see Table 3, Model
2a, Pseudo-R? = 0.14). When “condition” was added as a predictor
(see Table 3, Model 2a.1), it showed an additional effect on stress
(Pseudo-R? =0,16), but the interaction term did not reach signif-
icance, This indicates that higher stress was reported during the
exam condition (see Fig. 3B) and that momentary fatigue predicted
momentary stress independently of control or exam condition, The
association between fatigue at the previous measurement point
and momentary stress was positive and statistically significant (see
Table 3, Model 2b, Pseudo-R? =0.08). The effect of condition (see
Table 3, Model 2b.1, Pseudo-R? = 0,01 )showed that in the exam con-
dition, participants reported higher stress levels. Further, fatigue
from the previous measurement point predicted stress, indepen-
dent of condition. The association between previous-day mean
fatigue levels with mean stress levels during the following day
was positive (UC=0.25; p<0.001; Pseudo-R? = 0.03). In addition, an
effect of condition (UC = —2.05; p<0.001; Pseudo-R? <0.01) as well
as a positive interaction effect of “condition x previous-day mean
stress level” (UC=0.73; p<0.001; Pseudo-R? =0.18) was detected.

3.1. Mediation analyses

3.1.1. Sleep quality

The mediation analysis testing the effect of sleep quality is illus-
trated inFig. 2. Previous-day mean stress was a significant predictor
of sleep quality the following night, and sleep quality was a sig-
nificant predictor of mean fatigue level throughout the day (both

Table 2
Hierarchical linear models predicting momentary fatigue by momentary stress and stress at the previous time point (n1=50) using restricted maximum likelihood.
Model 1a Model 1a.1 Model 1b Model 1b.1

Fixed effects uc SE t-ratio uc SE t-ratio uc SE t-ratio uc SE t-ratio
Intercept 240 0,12 19,75™ 2.29 013 18317 2.39 013 1843 2.23 0.13 16,64
Level 2
Sex 0.29 0.15 1.92 0.29 0.15 1.94 0.28 0.16 1.70 0.32 0.16 199
Level 1
Momentary stress 0.26 0.04 6.29™ 0.22 047 463" 0.20 0.04 5627
Condition 0.18 0.09 1.96 0.22 012 1.87
Cond. » momentary stress 0,01 0,05 0,26
Stress at previous Lp. 015 0.03 4,70 0.17 0.04 3.99™
Cond. x stress at previous t.p. 0.02 0.06 0.36
Random effects SD VvC 2 sD vC ra sD Ve Ve sD VC e
Intercept 0.51 0.26 694.74™ 0.55 0.30 332,95 054 0.29 567.86" 0.59 0.35 283.45™
Momentary stress 0.24 0.06 18643 0.23 0.05 102617 0.15 0.02 77.25™
Condition 0.44 0.20 76.94" 0.57 0.33 78.54"
Cond. x momentary stress 0.10 0.01 42.46
Stress at previous L.p. 0.15 0.01 5762 0.12 0.01 57.13
Cond. « stress at previous t.p. 0.14 0.02 419,11

Note; UC: unstandardized coefficients, SE =standard error, d.f. = degrees of freedom, SD =standard deviation, VC=Variance Component, t.p.=time point, cond. = condition,
***p<0.001, **p<0.01, *p<0.05, for all variables, higher values imply a higher level of the respective construct (a positive association implies an increase in fatigue with
increasing stress); for analyses of associations across time, a time-lagged variable was created from momentary stress (one time point forward).
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Table 3

Hierarchical linear models predicting momentary fatigue by momentary stress, stress at the previous time point and condition (n=50) using restricted maximum likelihood.

Model 2a Model 2a.1 Model 2b Model 2b.1

Fixed effects uc SE t-Ratio uc SE t-Ratio uc SE t-Ratio uc SE t-Ratio
Intercept 1.14 0.11 10.38" 0.93 0.11 8377 112 011 9.79™ 0.91 0.12 T
Level 2
Sex 0.16 0.14 1.20 0.12 0.13 0.94 0.27 0.14 1.91 0.23 0.14 168
Level 1
Momentary fatigue 0.25 0.04 6.047™ 0.16 0.04 3.90™ 0.23 0.04 573"
Condition 0.45 0.14 3257 0.46 0.16 289"
Cond. x momentary fatigue 0.02 0.05 0.36
Fatigue at previous t.p. 0.09 0.03 267 0.09 0.04 233
Cond. x fatigue at previous L.p. 0.01 0.05 0.23
Random effects SD VC x? SD VC x? SD VC x? SD VC x
Intercept 0.49 0.24 686.44™ 0.50 0.25 40072 048 0.23 42613 052 0.27 275.46"
Momentary fatigue 0.26 0.07 220907 023 0.05 123.25""  0.19 0.04 91.45™
Condition 0.65 0.42 81.78" 052 027 275.46
Cond. x momentary fatigue 0.18 0.03 66.18
Fatigue at previous t.p. 0.12 0.01 58.36 059 0.35 57.41
Cond. x fatigue at previous t.p. 0.13 0.02 58.09

Note: UC: unstandardized coefficients, SE=standard error, d.f. = degrees of freedom, SD =standard deviation, VC=Variance Component, t.p.=time peint, cond.= condition,
**p<0.001, **p<0.01, *p<0.05, for all variables, higher values imply a higher level of the respective construct (a positive association implies an increase in fatigue with
increasing fatigue); for analyses of associations across time, a time-lagged variable was created from momentary fatigue (one time point forward).

Sleep quality

UC =020
Pseudo-R* = 0.02
(UC=014,n3)

UC =-502*%
FPseudo-R* =0.01

Previous-day stress

Fig. 2. Results of mediation analysis of subjective sleep quality between previous-
day stress and fatigue controlled for the effect of condition. ***p<0.001, **p<0.01,
*p<0.05; n.s.=not significant UC: unstandardized coefficients for the association
between previous-day mean stress level and mean fatigue levels as mediated by
sleep quality. The coefficient between previous-day stress and fatigue controlling
for sleep quality is in parentheses (mediation).

UC = -0.01+++
FPseudo-R* =0.08

associations negative ). Previous-daystress directly predicted mean
fatigue levels the following day. Thus, the first three criteria of
mediation are met (Kenny et al., 2003). Fig. 2 also shows that the
effect of previous-day stress on fatigue disappears when subjec-
tive sleep quality is controlled for. This suggests that subjective
sleep quality is a mediator of the association between previous-
day stress and general fatigue. A Sobel test (Preacher, 2010-2013;
Sobel, 1982) shows that the indirect effect of previous-day stress
on general fatigue via sleep quality is significantly different from
zero (' =2.12 (SE=0.03), p=0.034).

3.1.2. Biological parameters

The sub-sample did not differ significantly from the overall sam-
ple in age, fatigue, or stress levels(data not shown). Neither cortisol
slopes (UC=-5.16, p=0.662) nor CAR (UC=-0.02, p=0.161) pre-
dicted mean fatigue levels, but the morning cortisol value turned
out to be a significant predictor of the mean fatigue level that same
day (UC=0.03, p=0.037, Pseudo-R%=0.04). However, when “con-
dition” was included in this model, the effect of morning cortisol
value on mean fatigue disappeared (condition: UC=0.4€, p =0.006;
morning cortisol value: UC=0.02, p=0.196). Condition turned out
to be positively associated with morning cortisol values, indicat-
ing that morning cortisol values were heightened during the exam
condition (UC =2.99, p=0.038, Pseudo-R%=0.04; see Fig. 3C). This
implies that the association between fatigue levels and morning
cortisol values is completely based on changes in both parameters
between conditions. Therefore, as none of the cortisol parameters
show a clear association with mean fatigue levels, they do not meet
the first criterion of mediation (Kenny et al., 2003) and therefore

have to be ruled out as mediators. With regard to the relationship
of the cortisol measures with stress level, the results are analogous
to those concerning fatigue. No associations were found between
CAR(UC=-0.01,p=0.635), cortisol slopes (UC=-0.71,p=0.948) or
morning cortisol value (UC=0.02, p=0.100, Pseudo-R2=0.05) with
stress levels that same day.

Morning sAA value did not predict mean fatigue level (UC=0.00,
p=0.339), and nor did sAA slopes (UC=0.04, p=0.567) or morning
sAA responses (UC=0.00, p=0.848). Again, these parameters have
to be ruled out as mediators of the relationship between stress and
fatigue because they are not associated with the outcome. Beyond
this, sAA parameters were not associated with mean stress lev-
els (morning sAA value: UC=0.00, p=0.586; sAA slope: UC=0.00,
p=0.930; morning sAAresponse: UC=0.00, p=0.088). On the other
hand, condition was positively associated with sAA slope (UC=0.59,
p=0.044; Pseudo-R? =0.03, see Fig. 3D), but there were no associa-
tions between condition and the other sAA parameters (UC=13.60,
p=0.388 for morning sAA value; UC=5.18, p=0.772 for morning
sAA response).

4. Discussion

The main impetus of this study was to test whether stress pre-
dicted fatigue in everyday life or whether this relationship was the
other way around. We further tested the role of potential mediators
(sleep quality, HPA axis and ANS markers) on these associations.
In summary, we found that momentary fatigue was statistically
predicted by momentary stress, stress experienced at the previous
measurement point, and previous-day stress. However, the same
also holds true for stress being predicted by fatigue. During exam
preparation, stress, fatigue, and moming cortisol were higher and
the sAA slope was steeper, suggesting that the participants were
indeed more stressed during this period. However, momentary
associations as well as associations from one time point to the next
were independent of condition, meaning that the stress—fatigue
relationship did not differ between a normal semester period and
a period of heightened stress. Concerning previous-day carry-over
effects, our results suggest aslightly stronger prediction of momen-
tary fatigue by previous-day stress during a normal semester week
than during an exam preparation period. Sleep quality was shown
to be a mediator of the association between mean stress level and
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Fig. 3. Difference in (A) fatigue level, (B) stress level, (C) cortisol level, and (D) salivary alpha amylase level between control and exam condition.

next-day mean fatigue level. Biological parameters (cortisol and
sAA) did not mediate the stress—fatigue association in this study.
Qur finding of a strong association between momentary stress
and fatigue is in line with results of existing cross-sectional stud-
ies (Brown & Thorsteinsson, 2009; Kalimo, Tenkanen, Hirmd, &
Poppius, 2000), We found that fatigue and stress are strongly asso-
ciated when measured at the same time point. This indicates that
the subjective experience of being stressed and being fatigued
might be two symptoms of a general stress response. However,
our lagged analyses showed that stress and fatigue also predicted
each other across time independent of momentary associations.
So far, only a small number of longitudinal studies have tested the
stress—fatigue relationship, generally showing that stress predicted
fatigue (Akerstedt et al., 2014; Dahlgren et al., 2005; Dittner et al.,
2011; Kato et al., 2006). Our results are in line with these earlier
studies and extend the existing data by suggesting that fatigue pre-
dicted stress both on a momentary basis as well as prospectively
within days. Thus, there appears to be a reciprocal stress—fatigue
relationship, which presents itself as a kind of “vicious cycle” (both
experiences negatively influence each other in a bi-directional
manner). Stress is commonly assumed to predict fatigue through
exhaustion of the organism'’s resources. For example, participants
might have reduced their resting behavior when feeling stressed,
which increases fatigue levels. Also, stress is related to a decline
in cognitive functioning (Lupien, Maheu, Tu, Fiocco, & Schramek,
2007). As fatigue also comprises a cognitive, or mental, dimension
(e.g., difficulty to concentrate (Smets et al., 1995)) cognitive difficul-

ties might present as fatigue. An explanation for fatigue influencing
stress, on the other hand, might be that it reduces an individual's
coping abilities (e.g., less ability to concentrate, feeling of weak-
ness). In this respect, the threshold to exceed one’s resources is
decreased, which activates the process of being stressed (Cohen,
Kessler, & Gordon, 1997).

Beyond this, our study suggests that the influence of stress on
fatigue the next day is explained via impaired sleep quality. Thus,
the present study may link existing findings of a negative asso-
ciation between stress and sleep quality (Akerstedt et al., 2012;
Petersen, Kecklund, D’Onofrio, Nilsson, & Akerstedt, 2012), as well
as between sleep quality and fatigue (Lavidor et al., 2003). The
mediating role of sleep quality in the relationship between stress
and fatigue was previously explored in a cross-sectional design
(Thorsteinsson & Brown, 2009). We were able to confirm this find-
ing using a design with high ecological validity. Previous research
indicates that stress likely impairs sleep through bedtime worrying,
which in turn results in more awakening events after sleep onset
and a longer latency of slow wave sleep (Akerstedt, Kecklund, &
Axelsson, 2007). Thus, the restorative capacity of sleep is dimin-
ished, and it becomes more important for the organism to rest and
not deplete more energy. The feeling of being fatigued might be
one possible way of signaling the body to get rest (Dantzer, Heijnen,
Kavelaars, Laye, & Capuron, 2014). Clearly, more research is needed,
ideally using ambulatory polysomnography and including variables
assessing cognitive mechanisms,
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In our study, we did not find altered cortisol profiles to be
directly associated with fatigue, which have been linked in other
studies (Dahlgren et al.,, 2005; Kumari et al., 2009; Nater et al.,
2008). Furthermore, we did not find a mediating effect of morning
cortisol value, CAR, or cortisol slope on stress—fatigue associations.
These findings do not necessarily contradict previous results, as
we did not investigate chronically fatigued participants, but rather
healthy university students. It will be important to replicate our
study in a clinical sample using more days of saliva assessments.
Moreover, the stress experienced by our participants in the exam
condition was not chronic. Chronic stress likely has a stronger
impact on the adaptability of the HPA axis, and although HPA axis
variability measures did not predict fatigue in this study, it might
still play an important role in persons with chronic fatigue.

Because changes in ANS activity are part of the stress response
and were found to be associated with fatigue {Boneva et al., 2007;
De Vente et al., 2003), we expected ANS markers to be media-
tors of the relationship between stress and fatigue. However, the
results did not show associations between mean stress or fatigue
levels with any of the sAA parameters. This result is in accordance
with one of our previous studies (Nater, Rohleder, Schlotz, Ehlert,
& Kirschbaum, 2007), in which we found that the diurnal course
of sAA is independent of momentary stress in healthy participants.
Again, the potentially mediating effect of ANS alterations needs to
be tested in individuals with chronic fatigue (Nater et al., 2012).

A limiting factor in this study was that the sample consisted of
university students, who differ from the general population con-
cerning demographic and socioeconomic factors. The results are
thus not necessarily generalizable to the population as a whole.
Furthermore, students who anticipated being highly stressed by
exam preparation might not have considered taking part in this
study in the first place. This could have led to a conservative esti-
mation of the effects in our results. Another limiting factor is that
both stress and fatigue was assessed with one item each instead of
using a more complex stress or fatigue measure. However, keeping
each time point of measurement as short as possible was neces-
sary to increase compliance. Also, one-item measures of stress and
fatigue could be shown to have satisfactory validity (Elo, Leppanen,
& Jahkola, 2003 ; Temel, Pirl, Recklitis, Cashavelly, & Lynch, 2006).

5. Conclusion

Our study suggests that the relationship between stress and
fatigue isreciprocal in nature. From a clinical perspective, this find-
ing may highlight the importance of addressing fatigue in order to
decrease stress. So far, research has focused on the role of stress
reduction in ameliorating fatigue. We believe, however, that the
next step should be a detailed assessment of the mechanisms of
how fatigue translates into stress, with a specific focus on cognitive,
emotional, social, or biological mechanisms.
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Abstract

Background: There is limited knowledge about how fatigue develops and worsens and what
influences fluctuations in daily fatigue. Stress was found to influence fatigue, and being in a
relationship was found to either increase or decrease stress depending on the couple
interaction. We investigated co-regulation of fatigue, stress, and biological markers in
couples’ everyday lives. Specifically, we focused on whether momentary interaction
moderated this co-regulation and on the influence of stress and relationship measures on

individual momentary fatigue.

Methods: Forty heterosexual couples (age: 28+5 years) reported subjective fatigue and
stress levels 4 times a day for 5 consecutive days (1600 measures). Furthermore,
participants reported if they had interacted with their partners since the last data entry and, if
so, they rated the valence of this interaction. Salivary cortisol (as a measure of HPA axis
activity) and alpha-amylase (as a measure of ANS activity) were analyzed from samples
obtained at the same time points. Data were analyzed using multilevel models of

distinguishable dyads to account for the nested design.

Results: Stress (women and men: p<0.001) and fatigue (women: p=.003, men: p=.020) were
co-regulated within couples, especially if partners had interacted with each other since the
previous data entry. Cortisol was also found to be co-regulated in both men and women
(women: UC=0.12, p<0.001, men: UC=0.18, p<0.001), whereas the regulation of alpha-
amylase levels depending on the partner's levels was only present in women (UC=0.11,
p=0.002). Valence of interaction was negatively associated with fatigue (women: UC=-0.13,
p<0.001, men: UC=-0.06, p=0.011). There was no momentary association of fatigue with an

individual’s own or the partner’s subjective or biological stress markers.

Conclusions: Fatigue and stress levels during the day seem to be co-regulated within
couples. These associations were particularly strong if the partners indicated that they

interacted with each other since the last measurement time point. These data suggest that in



interventions to address stress and fatigue with clinical groups, a dyadic perspective might

be implemented in order to improve individual well-being.



Dyadic Co-Regulation of Fatigue and Psychobiological Stress Measures in Everyday

Life

Fatigue is a subjective phenomenon that can be defined as a state of exhaustion,
tiredness, weakness, and lack of energy (R. Schwarz, et al., 2003). It is part of a wide array
of normal experiences in everyday life and has the purpose of triggering resting behavior in
order to achieve recovery. Thus, fatigue levels tend to be higher in the morning (directly after
awakening) and evening, depending on how restful the night’s sleep and how strenuous the
day has been (Buysse, et al., 2007; Dahlgren, Kecklund, & Akerstedt, 2005). As fatigue
during the day may interfere with productivity and well-being (Riley, et al., 2010), it is
important to uncover the underlying psychological and biological mechanisms that can
explain changes in fatigue. Although fatigue is an almost ubiquitous phenomenon, these
mechanisms are not well understood and might help to develop targeted interventions to

improve chronically fatigued individuals’ lives.

We and others have postulated that stress may be a critical factor precipitating and/or
facilitating fatigue. Previous studies have found that stress has the potential to influence
fatigue levels in clinical samples (Kato, et al., 2006) as well as in the everyday life of non-
clinical samples (Akerstedt, et al., 2014). In a recent study, we were able to show that not
only does stress positively predict fatigue, but that increases in fatigue also predict increases
in stress experienced by young healthy adults (Doerr et al., 2015). However, most research
on stress and fatigue has been conducted with only one time point of measurement (e.g.
Brown & Thorsteinsson, 2009), with the consistent finding of more stress being associated
with increased fatigue levels. Thus, although the question of causality remains not fully

answered, stress was found an important risk factor for increases in fatigue.

Given the close association between stress and fatigue, it can be assumed that the
biological stress responses of the hypothalamic pituitary adrenal (HPA) axis and the
autonomous nervous system (ANS) play an important role in the biological foundation of

changes in fatigue severity (Nater, Heim, & Reeves, 2010). However, results regarding the



influence of the activity of the HPA axis and the ANS on fatigue are inconsistent. Some
studies indicate that fatigue is associated with a reduction of cortisol variability across the
day (e.g. Dahlgren, et al., 2009). Furthermore, Adam, Hawkley, Kudielka, and Cacioppo
(2006) found an association between low morning cortisol values and high fatigue levels
throughout the day in a sample of older adults whereas Eek, Karlson, Garde, Hansen, and
Orbaek (2012) found positive associations between cortisol increases in the morning and
several aspects of fatigue (lack of energy, lack of maotivation, physical exertion). There are
several additional studies suggesting changes in the HPA axis and ANS functioning in
persons suffering from chronic fatigue syndrome, hinting toward a decreased responsiveness
of the HPA axis (for an overview see Powell, Liossi, Moss-Morris, & Schlotz, 2013) and
enhanced ANS activity (although some studies found no differences, for an overview see
Nater, Heim, & Raison, 2012) in this group. In sum, activation of the ANS and HPA axis are
part of the biological stress response (Sapolsky, Romero, & Munck, 2000), and stress is
most likely an important risk factor for increased fatigue. However, the assumed association
of the activities of the HPA axis and ANS with changes in everyday life fatigue was not

conclusively shown so far.

More recently, health research has become increasingly aware of social influences on
individual psychobiological functions, namely central nervous system mechanisms,
hormones, and stress-sensitive autonomic markers (for an overview see McCall & Singer,
2012). The social perspective has strong implications for diverse health outcomes and
treatment programs (Kirby & Baucom, 2007; Whisman & Beach, 2012). Most explanatory
models on the effects of social relationships on health focus on couple relationships, with the
partner as a source of social support to buffer stress, but also as a potential stressor
(Ekmann, Avlund, Osler, & Lund, 2012; Robles & Kiecolt-Glaser, 2003). As a consequence,
being in a close relationship can lead to both activation or buffering of the body’s stress
systems (Ditzen & Heinrichs, 2014). Indeed, co-regulation of mood as well as activity of the
body’s stress systems have been found in couples. This co-regulation within attachment

bonds is thought to maintain psychobiological homeostasis (Coan & Sbharra, 2015; Sbarra &



Hazan, 2008) where the partners serve as “social zeitgebers” (Stetler, Dickerson, & Miller,
2004). In line with this concept, emotional similarity and convergence were found in adults
who are close to each other (Anderson, et al., 2003; Butner, et al., 2007; Schoebi, 2008).
Furthermore, cortisol levels have been found to be co-regulated in spouses, particularly
when the partner was present (Saxbe & Repetti, 2010). Co-regulation of cortisol has also
been found in other ambulatory as well as laboratory studies (Laurent & Powers, 2007; Liu,
et al., 2013). Concerning the co-regulation of autonomic outcomes, experimental laboratory
studies suggest equivocal results (Ferrer & Helm, 2013; Reed, et al., 2013). To our
knowledge, no data on co-regulation of ANS outcomes between partners in everyday life are

available yet.

Based on these findings, we aimed at extending the current data and focus on co-
regulation of fatigue within couples, including HPA axis and ANS indicators as possible
mediators of this relationship. We expected that fatigue levels would be co-regulated within
couples. We also expected to find co-regulation of stress and HPA axis, as reported from
previous studies, and in parallel to these data ANS co-regulation in couples’ everyday lives.
We examined whether these relationships would be stronger when partners actually
interacted (i.e. were in touch with each other in any way) during the course of one week. Of
course, variance in fatigue levels might not only be influenced by interaction with the partner
but also by shared lifestyle (sleeping patterns, sports, eating habits, etc.). These behaviors

were, thus, included as control variables into the data analyses.

Methods

Participants

Couples were recruited via flyers, information brochures, internet ads, mailing lists of
the University of Zurich, and social media. Inclusion criteria comprised being between 21 and
45 years old, exclusive dating and relationship length between one and 15 years, and
cohabitation. Participants were excluded if they had children, had a current or chronic

physical or psychiatric illness, or currently used medication (except for hormonal



contraceptives) or drugs (no alcohol intake on a daily basis, or smoking more than five
cigarettes a day). Women not using hormonal contraception were studied during the early
follicular phase of the menstrual cycle. All participants gave written informed consent. The
study protocol was approved by the ethics committee of the Canton of Zurich and the study

was monitored from the Clinical Trials Center Zurich.

Current analyses are based on a sub-sample (placebo group) that took part in the
“Oxytocin, Couple Interaction, and Wound Healing” study (more information at
clinicaltrials.gov, identifier NCT01594775). The sample consists of forty couples which all
provided complete data sets. Of the forty women, twenty used hormonal contraception.
Couples were randomized into two groups, one of which was instructed in a short verbal
positive interaction intervention they should implement in their everyday lives during the
assessment period. This randomization has been controlled for, but did not have an influence

on a moment-to-moment level (data not shown).

Materials and Procedure

After inclusion and exclusion criteria had been checked during an initial phone
contact, couples were invited to an instruction session at the laboratory. They provided
information on their general awakening times (for the five days of ambulatory assessment).
During the first laboratory appointment, participants provided urine samples to rule out drug
consumption and pregnancy and completed electronic questionnaires to assess baseline
relationship criteria. After that, participants were instructed in the use of a pre-programmed
(iDialogPad, G. Mutz, Cologne, Germany) iPod touch® as well as ambulatory saliva

sampling using the SaliCap® system (IBL, Hamburg, Germany).

An ecological momentary assessment (EMA) design was used with five consecutive
days of data collection. Measurement time points were prompted by the iPod-Program
directly after awakening, +30 minutes, + 2.5 hours, +8 hours, +16 hours, and at bedtime. At
each time point, participants also provided saliva samples. Stress and fatigue levels were

reported at four of the six time points (excluding awakening and +30min measurements).



The SaliCap® (IBL, Hamburg, Germany) system allows for the collection of saliva via
passive drool. This means that participants collected their saliva for one minute in their
mouths and then filled the saliva collection vials using a straw or by salivating directly into the
tube. Participants were instructed to keep their samples in their refrigerators at home until
they returned them to study personnel. Samples were frozen at -20°C until analysis. Cortisol
was analyzed using a commercially available competitive luminescence immunoassay (IBL,
Hamburg, Germany). For the measurement of salivary alpha-amylase (sAA), a kinetic
colorimetric test and reagents from Roche (Roche Diagnostics, Mannheim, Germany) were
used. Inter- and intra-assay variation of both assays was below 10%.

Participants rated their momentary stress and fatigue levels on a scale from 1
(stressed out/ full of energy) to 5 (relaxed/ exhausted) at each data entry using the
multidimensional mood questionnaire (Steyer, Schwenkmezger, Notz, & Eid, 1997).
Furthermore, participants indicated if they had interacted with their partners since the last
data entry (“Since the last beep, did you interact with your partner?” yes/no) and, if so, they
rated the valence of this interaction on a scale from 1 (negative) to 10 (positive).

As a measure of relationship satisfaction, the relationship questionnaire by Hahlweg
(1996) was used. This questionnaire comprises three scales with 10 items each, which are
measured on a scale from O (never) to 3 (very often). The scales are: 1. Quarreling
(aggressive behavior of the partner during argument), 2. Tenderness (physical contact, and
verbal as well physical intimacy), and 3. Togetherness (shared activities, communication,
and feelings of belonging together). Furthermore, a general score can be calculated as a
sum of the tenderness and togetherness-scales and the inverted quarreling-scale. Good
validity and reliability of the measure have been shown in previous studies (e.g. Hinz,
Strobel-Richter, & Brahler, 2001).

Statistical Analyses

Data were analyzed using multilevel models of distinguishable dyads as described by

Bolger and Laurenceau (Bolger & Laurenceau, 2013; Laurenceau & Bolger, 2005). All x*-

tests for the specific outcomes were statistically significant (p < .001) indicating that there is



variance in the outcomes by person, which justifies the use of hierarchical linear modeling.
Models included separate intercept and slope-terms for women and men while adjusting for
the nested design (time points within persons within couples) using two-level hierarchical
linear models (HLM, Raudenbush, et al., 2005). As a measure of effect size (level 1-variance
of the outcome explained by the specific predictor), Pseudo-R? was determined as described
by Singer and Willet (Singer & Willett, 2003) where Pseudo-R2=(0%cferencemodel = OZfinaimodel)/
OZeterencemodel- SAA and cortisol values were checked for outliers and tested for normal
distribution using the Kolmogorov-Smirnov (KS) test. These parameters were not normally
distributed and analyses were conducted using logarithmic values with an added constant
(Inx+10). All models explained significantly more variance in the outcome than the null model
(model without predictors). Before finalizing the models, the influence of relevant
confounders (see below) at level 1 was checked and these variables were included as
control variables in the final model, if they had a significant effect on the respective outcome.
At level 1, controlled confounders were: use of medication, food consumption, beverage
consumption, caffeine intake, smoking, self-reported physical activity (since the last data
entry), and time since awakening. At level 2 the influence of BMI, age, sleep quality. The
effects reported refer to same time-point associations (i.e., the association between an
individual’s own momentary fatigue and the fatigue of the partner measured at the same time
point). Exceptions are interaction with the partner which refers to the time span since the last
data entry and relationship satisfaction, which was measured once in the beginning of the
study and entered at the person level (level 2).
Results

The sample consists of 40 opposite-gender couples (age: 28 £ 5) with a relationship
length of 3.72 £ 2.52 years and cohabitating for 1.98 + 1.65 years. Participants reported light
to moderate mean levels of fatigue (2.94 £ 1.10) and stress (2.23 + 0.98) throughout the five
days of measurement. Relationship satisfaction was high in this sample with a mean

relationship questionnaire sum score of 73.75 £ 8.09 in women and 70.32 + 8.71 in men



(total sample: 72.80 = 7.42) which matches stanine values between 5 and 7 (average to

high).

Co-Variation of momentary Fatigue and Stress Measures

Fatigue co-varied within couples (i.e. one partner’s fatigue level at a given time point
predicted the other partner's fatigue level, see table 1). When including “interaction with
partner since the last data entry” (yes/no) as well as a product term “interaction with partner x
partner’s fatigue” into the model, it can be seen that this momentary co-variation depended
on whether the participants had interacted with their partners since the last data entry (see

Table 1 and Figure 1A, Pseudo-R? = 0.06).

Stress co-varied in both genders (see Figure 1B, women: UC = 0.26, t(39) = 6.16, p <
.001, men: UC = 0.21, t(39) = 5.45, p < .001, Pseudo-R? = 0.11). An interaction effect of
interacting with the partner since the last entry (yes/no) x the partner's momentary stress was
also apparent (women: UC = 0.17, t(39) = 2.18, p = 0.035, men: UC = 0.09, t(39) = 2.14, p=
.038, see Figure 1B). When including the product term “interaction with partner x partner’s
momentary stress” in the model, the effect of the partner's stress on an individual’'s own
stress disappeared in women (UC = 0.15, t(39) = 2.00, p = .052), but not in men (UC = 0.14,
t(39) = 2.99, p = .005). This result suggests that in women, stress co-variation was
dependent on interaction (analogous to the effects concerning fatigue, see below). In men,
stress co-varied more strongly with that of the partner when having interacted since the last

data entry, but the effect was independent of interaction.

Cortisol levels also co-varied within couples (women: UC = 0.12, t(39) = 4.32, p < .001,
men: UC = 0.18, t(39) = 5.18, p < .001; Pseudo-R? = 0.07) with this effect being unaffected
by the interaction effect of interaction since the last entry (yes/no) x partner's momentary
cortisol level. SAA levels only varied in association with those of the partner in women
(women: UC = 0.11, t(39) = 3.24, p = .002, men: UC = 0.07, t(39) = 1.69, p = .098; Pseudo-

R2 = 0.07) independently of interaction since the last data entry (effect of product term:



women: UC = 0.01, t(39) = -0.32, p=.748, men: UC=0.08, t(39)=1.70, p=.097). An overview

of the full models of these variables (including stress) is provided in the online supplement.

- Insert table 1 about here -

- Insert figure 1 about here -

Momentary Associations of Stress Measures and Relationship Variables with Fatigue

There was no association of an individual’s own stress (women: UC = 0.08, t(39) = 1.67,
p =.103, men: UC = 0.08, t(39) = 1.69, p = .099) or the partner’s stress (women: UC = 0.05,
t(39) = 1.01, p = .317, men: UC = 0.05, t(39) = 1.13, p = .264) with fatigue. Nor was an
individual’s own cortisol (women: UC = 0.04, t(39) = 0.77, p = .447, men: UC = 0.02, t(39) =
0.41, p = .686) or partner’s cortisol levels related to momentary fatigue (women: UC = -0.02,
t(39) = -0.61, p = .544, men: UC = 0.07, t(39) = 1.39, p = .172). SAA levels were negatively
associated with an individual’s own fatigue in women (women: UC = -0.11, t(39) = -2.57, p =
.014, men: UC =-0.11, t(39) = -1.97, p = .056; Pseudo-R2=0.03), whereas men’s fatigue was
negatively associated with their partner’s sAA levels (women: UC =-0.07, t(39) = -1.35, p =

.184, men: UC = -0.08, t(39) = -2.07, p = .045; Pseudo-R? = 0.03).

Notably, fatigue was negatively associated with interaction (see Table 1) as well as with
valence of interaction since the last data entry in both, women and men (women: UC = -0.13,
t(39) = -4.34, p < .001, men: UC = -0.06, t(39) = -2.66, p = .011; Pseudo-R?=0.05),
suggesting less fatigue after or during times of positive interaction with the partner.
Relationship satisfaction neither had a direct effect on momentary fatigue (women: UC =
0.01, t(37) = 0.91, p =.369, men: UC = -0.02, t(37) = -1.98, p = .055) nor was there a cross-
level interaction effect with co-regulation of fatigue (women: UC = -0.00, t(38) = -0.24, p =

.810, men: UC = 0.00, t(38) = 0.76, p = .453).

Discussion

Fatigue, stress, and cortisol levels co-varied within couples during the five days of

the assessment, in part depending on whether they had interacted with the partner since the



last data entry. In women, sAA levels varied dependent on their partner’s levels, but not vice
versa. Momentary fatigue was independent of an individual’s own or the partners’ stress and
cortisol levels (measured at the same time point) in this sample. An individual's own
momentary sAA levels were negatively related to same time-point fatigue in women, but not
in men. Beyond this, momentary fatigue levels were associated with interaction, as well as
with the valence of interaction with the partner since the last data entry (the more negative

the interaction, the higher the reported fatigue).

Overall, our findings suggest that if and how one interacts with a partner can influence
fatigue experience in everyday life. Given that partners can “pass on” their fatigue levels to
each other when interacting, but are also able to reduce or worsen fatigue depending on the
valence of the interaction, it seems important to include the dyadic perspective into studies

and intervention or prevention programs addressing chronic fatigue.

This is, to our knowledge, the first study showing these effects in relation to fatigue in
everyday life. Co-regulation of fatigue within couples has not been reported in this manner so
far, but extends the finding that mood co-varies within couples (Saxbe & Repetti, 2010;
Schoebi, 2008). One implication of the co-regulation of fatigue is that partners of patients
suffering from high fatigue levels are at risk of developing fatigue symptoms themselves.
Being in a relationship has been proposed as a protective factor for fatigue worsening in
fatigued patients (e.g. Johansson, Ytterberg, Hillert, Widen Holmqvist, & von Koch, 2008),
but symptoms of the partner are rarely assessed. This assessment should be implemented
more strongly in future research. Furthermore, to involve the partner in the prevention and/ or
treatment of fatigue might increase the success of such interventions (Kirby & Baucom,
2007; Whisman & Beach, 2012), either through changes in the shared lifestyle of these

couples, but also on a more direct level through their co-regulated physiology.

The findings that own sAA levels were associated with the partner's sAA levels in
women but not in men is in line with theories (Taylor et al., 2000) suggesting that women’s

physiology and health are generally more affected by the partner than the other way around



(Kiecolt-Glaser & Newton, 2001). To date, studies on co-regulation of ANS measures have
used laboratory designs. In a study by Ferrer and Helm (2013), co-regulation of heart rate
(another ANS measure) was achieved by gazing into the partner's eyes and try to
“synchronize.” Interestingly, the authors found that men increased the level of co-regulation
when “trying to synchronize” as opposed to a control task where the partners relaxed in the
same room (without interacting). Women, on the other hand, showed co-regulation
independently of explicitly trying to synchronize. Relating those findings to ours, it might be
assumed that women more easily synchronize their ANS activity to those of men than the
other way around. However, in the present study the men’s fatigue seems to be affected by
the women’s autonomic arousal and not vice versa. This is probably due to the fact that
women’s sAA levels predicted their own fatigue levels, and fatigue levels were co-regulated

with the partners’.

This study has important strengths: One is the high ecological validity due to the
assessment of couples in their everyday life. The dyadic approach further allowed us to
assess processes as they happen within couples, which is an advantage towards studies
that assess relationship parameters in persons in relationships without including the partner
as a source of measurement. Furthermore, we included biological as well as subjective
measurements while rigidly controlling for confounding variables, such as sleep, food and
caffeine intake, hormonal contraceptives, menstrual cycle phase, etc. One limitation of our
study is the selective sample. As our sample consisted of pre-menopausal adults in a stable
relationship with relatively high relationship satisfaction but no children, results might not
necessarily be applicable to all individuals living in a relationship. Furthermore, as is always
the case in studies in an everyday life setting, we cannot rule out the possibility that third
variables, which we did not assess (such as temperature, lighting, seasonal changes, or

weather), might have influenced fatigue.

In sum, our results show that fatigue is influenced by relationship-specific variables

(co-regulation, as well as interaction with the partner) in the everyday life of couples.



Furthermore, next to fatigue, we showed that stress, HPA axis activity, and ANS activity are
co-regulated in couples — parameters that most likely influence fatigue in longer terms than
we were able to assess in the current study. Future studies on fatigue should therefore
implement the assessment of dyadic data and relationship interactions. Moreover, fatigue

interventions should involve the partner in the treatment process.
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Figure 1. Average momentary fatigue (A), and stress (B) levels as a function of the partner's average
momentary fatigue and stress levels by interaction since the last data entry: average regression lines

(across all participants) with 95% confidence intervals.



Table 1.
Hierarchical linear models predicting momentary fatigue by partner's momentary fatigue and interaction (N=40 couples) using restricted maximum

likelihood

Model la Model 1b
Women Men Women Men
Fixed Effects ucC SE t-ratio uc SE t-ratio uc SE t-ratio uc SE t-ratio
Intercept 1.83 0.16 11.66*** 1.73 0.16  10.99*** 1.79 0.15  11.94*** 1.76  0.16  11.15%**
Momentary Level
Partner’'s 0.13 0.04 3.23* 0.08 0.03 2.43* 0.02 005 041 -0.00 0.04 -0.04
momentary
fatigue
Interaction y/n -0.44 0.15 -2.91* -0.43 0.16 -2.63*
Interaction y/n x 0.18 0.06 3.12* 0.13 0.05 2.58*
partner’s
momentary
fatigue

Person Level

Partner's general 0.82 0.04  19.69*** 0.96 0.07 14.32*** 0.76  0.07 11.73** 0.87 0.08 10.98***
fatigue

Random Effects SD VC Xz SD VC X2 SD VC X2 SD VC X2

female/male 0.65 042 63.17%* 0.73 0.54 61.40%* 0.60 0.36 37.58' 0.77 0.60 41.64*



Partner’s 0.17 0.03 64.87* 0.12 0.01 41.46 0.11 0.01 26.31 0.14 0.02 20.66
momentary
fatigue

Interaction y/n 041 0.16 64.74 0.31 0.09 21.07

Interaction y/n x 0.14 0.02 31.67 0.05 0.00 15.95
partner’s

momentary

fatigue

Note. Models have been controlled for time since awakening, self-reported physical activity and caffeine intake at level 1, between-person
centered self-reported physical activity and sleep quality were also included in the models at level 2, randomization into intervention groups did not
have an effect on momentary fatigue; ***p<0.001, **p<.01, *p<.05
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Abstract

Objective: Fatigue is a defining characteristic and one of the most debilitating features of
fibromyalgia syndrome (FMS). The mechanisms underlying different dimensions of fatigue in
FMS remain unclear. The aim of the current study was to test whether stress-related

biological processes and physical activity modulate fatigue experience.

Methods: Using an ambulatory assessment design, 26 female FMS patients reported
general, mental, and physical fatigue levels at six time points per day for 14 consecutive
days. Salivary cortisol and alpha-amylase were analyzed as markers of neuroendocrine

functioning. Participants wore wrist actigraphs for the assessment of physical activity.

Results: Lower increases in cortisol after awakening predicted higher mean daily general and
physical fatigue levels. Additionally, mean daily physical activity positively predicted next-day
mean general fatigue. Levels of physical fatigue at a specific time point were positively
associated with momentary cortisol levels. The increase in cortisol after awakening did not
mediate the physical activity — fatigue relationship. There were no associations between

alpha-amylase and fatigue.

Conclusion: Our findings imply that both changes in hypothalamic-pituitary-adrenal axis
activity and physical activity contribute to variance in fatigue in the daily lives of patients with
FMS. This study helps to paint a clearer picture of the biological and behavioral
underpinnings of fatigue in FMS and highlight the necessity of interdisciplinary treatment

approaches targeting biological, behavioral and psychological aspects of FMS.

Key words: ambulatory assessment; fatigue; fioromyalgia; HPA axis; physical activity;

autonomic nervous system



Introduction

Fibromyalgia syndrome (FMS) is a chronic widespread pain condition with unknown
etiology, which is accompanied by fatigue, sleep disturbances, and other somatic complaints
(Wolfe, et al., 2010). Although fatigue is a major and very debilitating complaint in this
population, most research focuses on pain (Vincent, et al., 2013). We therefore set out to
assess biological and behavioral factors that might explain fluctuation of fatigue in FMS,
focusing on endocrine and autonomic activity on the one hand and objectively recorded

physical activity on the other.

High levels of chronic stress and related changes in the hypothalamic-pituitary-
adrenal (HPA) axis as well as the autonomic nervous system (ANS) (the main regulatory
biological stress systems) activity have been discussed as mechanisms of FMS symptom
development and exacerbation (Nater, Fischer, et al., 2011). There is evidence of a diurnal
HPA axis hypoactivity (reduced daily cortisol output (Crofford, et al., 1994; Gur, et al., 2004)
and a reduced increase in cortisol after awakening (Riva, Mork, Westgaard, & Lundberg,
2012)) in patients with FMS. Concerning ANS activity, most studies in patients with FMS
indicate a basal hyperactivity (Martinez-Lavin, 2007). It might therefore be suspected that
reduced HPA axis and increased ANS activity contribute to fatigue manifestation in FMS.
However, there are only two studies assessing intra-individual associations between HPA
axis or ANS activity and fatigue in patients with FMS. McLean and colleagues (2005) found
no association between cortisol (the most important peripheral marker of the HPA axis) and
fatigue in patients with FMS. Riva and colleagues (2012), assessing the ANS, found a
negative association between physical (but not mental) fatigue and 24h epinephrine, as well
as heart rate during stress provocation. The inconsistent findings might be due to
insufficiently long periods of investigation (one and two days, respectively). Further, Riva and
colleagues did not account for within-day fluctuations of fatigue and used a controlled
hospital-hotel setting, which might not be applicable to everyday life. In accordance with the

findings of Riva and colleagues, there is research suggesting that measuring fatigue on



multiple dimensions is warranted in patients with FMS (Ericsson, Bremell, & Mannerkorpi,
2013). However, most studies on FMS did not account for the multidimensional nature of

fatigue.

Everyday life physical activity is an important behavioral mechanism that might
influence fatigue directly or indirectly, via alterations in HPA axis or ANS activity. Of the two
studies using everyday life settings, one did not find objectively recorded physical activity
levels to be predictive of subsequent momentary fatigue (Kop, et al., 2005), and the other
found negative associations of objectively recorded physical activity with subjects’ estimates
of their general and physical fatigue levels during the last three months (Segura-Jimenez, et
al., 2015). These findings seem to contradict laboratory findings and patient reports of
symptom exacerbation due to enhanced physical activity (Lambin, Thibault, Simmonds,
Lariviere, & Sullivan, 2011). To our knowledge, no study so far has assessed the direct
interplay between objectively measured daily physical activity, neuroendocrine activity, and

fatigue in patients with FMS in an everyday life setting.

In sum, studies are needed that assess associations between HPA axis as well as
ANS activity with fatigue a) in the everyday life of patients with FMS to ensure high ecological
validity, b) over a sufficiently long period of time, c) using a design that is suitable for
detecting within-individual as well as within-day and between-day changes, and d) measuring
fatigue on different dimensions. In a sample of patients with FMS, we expect fatigue levels to
be negatively predicted by HPA axis and physical activity but positively predicted by ANS
activity. We also expect the physical activity — fatigue association to be mediated by HPA

axis and ANS activity.

Method

Participants

The current analyses are based on a data from a sub-sample of a larger study on

psychobiological mechanisms in FMS. Previous findings in the whole sample have been



reported in Fischer et al. (2016) and Linnemann et al. (2015). Data collection took place
between March 2013 and August 2014. Participants were recruited via advertisement in local
newspapers, information leaflets placed in practices of local general practitioners,
rheumatologists, and in rheumatology clinics, and via self-help groups. Inclusion criteria
comprised female sex, speaking German fluently, being between 18 and 65 years of age,
and fulfilling the Fibromyalgia Research Criteria (Wolfe et al., 2011). Exclusion criteria were a
BMI above 30kg/m2, current pregnancy or breast-feeding, irregular menstrual cycle, current
major depressive disorder, substance abuse within the last two years, eating disorder within
the last five years, lifetime psychotic or bipolar disorder, and any unmedicated medical
condition that affects endocrine or autonomic functioning. Participants received 80 EUR for
taking part in the study. The study protocol was approved by the institutional review board of
the Department of Psychology, University of Marburg, and was conducted in accordance with

the Declaration of Helsinki. All participants gave written informed consent.

Study protocol

Eligible participants were invited to the laboratory for an introductory session. During
this session, baseline questionnaires were completed and participants were instructed in the
use of a pre-programmed iPod touch®, in saliva sampling, and in how to wear the actigraph.
Data collection took place over an assessment period of 14 days, with six time points of data
entry each day (at awakening, 30 minutes later, at 11am, 2pm, 6pm, and 9pm) starting on
the day after the introductory session. At each of these time points, participants answered
several questions on the pre-programmed (iDialogPad App, momentary self-report data, G.
Mutz, Cologne) iPod touch®, followed by a saliva sample. The saliva samples at awakening
and 30 min after awakening were used to calculate the cortisol awakening response (CAR)
and the alpha-amylase awakening response (AAR, see “biological measures”). After the 14-
day ambulatory assessment period, participants returned the iPods, actigraphs, and saliva

samples to the study personnel in a final laboratory session. In this session, they also



answered some follow-up questions concerning compliance with and reactivity to the testing

procedures.
Questionnaires

Participants completed detailed medical histories ,gynecological histories, and a list
of current medication, which had been mailed to them after initial screening via telephone.
These documents were brought to the introductory session and checked for compatibility

with eligibility criteria.

In accordance with the Fibromyalgia Research Criteria (Wolfe, et al., 2011), the self-
report measures Widespread Pain Index (WPI) as well as Symptom Severity Score (SSS)
were used. The WPI measures in how many of 19 body areas participants experienced pain
during the last three months. The SSS measures severity of fatigue, waking unrefreshed,
and subjective cognitive impairment on a scale from 0 (“no problems”) to 3 (“severe
problems”). Criteria were satisfied if the WPI was higher or equal to 7 pain sites and the SSS

score was higher or equal to 5, or, alternatively, if the WPI was 3-6/19 and the SSS = 9/12.

The Patient Health Questionnaire 9 (PHQ-9, Lowe, L., Zipfel, & Herzog, 2002) was
used to exclude patients with a current depressive episode, (i.e. who had experienced

depressed mood or anhedonia on several days during the past two weeks).
Measures of fatigue and pain

To assess changes in fatigue in everyday life, participants rated their general, mental,
and physical fatigue levels at 6 time points on each day. Phrasing and scaling were based on
those items of the Multidimensional Fatigue Inventory (Smets, Garssen, Bonke, & De Haes,
1995) that had the highest loadings on the respective subscales general fatigue, mental
fatigue, and physical fatigue (R. Schwarz, et al., 2003) and re-phrased so as to refer to the
present moment. The item “At the moment... | feel fatigued” was used to measure general

fatigue. “At the moment...I can concentrate well” was measured as a sign of mental fatigue.

L Of all the physical conditions assessed, thyroid dysfunction and high blood pressure emerged as significant
predictors of general fatigue and were therefore included in the following statistical procedures.



“...I feel physically fit” was assessed to measure physical fatigue on a momentary basis.
Each item was scaled from 0 (not at all) to 4 (very much) (Stone, Broderick, Porter, & Kaell,
1997). Pain was assessed on a visual analog scale “At the moment, | am in this much pain:”

from O (no pain) to 100 (worst imaginable pain).

Measures of stress

Chronic stress was assessed using the screening scale (SSCS) of the Trier Inventory
for the Assessment of Chronic Stress (Schulz, Schlotz, & Becker, 2004). This scale consists
of 12 items that measure the occurrence of various stress experiences within the last three
months on a scale from 0 (“‘never’) to 4 (“very often”). Momentary stress levels were

measured using the item “At the moment, | feel stressed out” from O (not at all) to 4 (very).

Control variables

Sleep quality had predictive value for general fatigue levels in one of our previous
studies (Doerr, et al., 2015). Therefore, participants rated their sleep quality every morning at
the first measurement time point using the item “How well did you sleep last night?” (on a
visual analog scale from 0 to 100). The item was based on the sleep quality item of the
Pittsburgh Sleep Quality Index (PSQI; Buysse, et al., 1989). Further control questions
concerned eating, drinking, and smoking behavior, as well as the intake of medication since

the last data entry, which were all measured dichotomously (0 “no”, 1”yes”).

Biological measures

Saliva samples were collected using the SaliCap® system (IBL, Hamburg, Germany).
Participants accumulated saliva in their mouths for two minutes and subsequently salivated
into a pre-labeled polypropylene tube via a straw. They were instructed to store saliva
samples in their freezers or refrigerators and return them to the laboratory at the follow-up

appointment, which was scheduled right after the collection period.



Biochemical analyses were conducted at the Biochemical Laboratory of the Department of
Clinical Biopsychology, University of Marburg. Samples were kept frozen at -20°C, and on
the day of analysis, thawed and centrifuged at 1620 x g for 11 min. Salivary cortisol (sCort,
Kirschbaum & Hellhammer, 1994) levels were measured using a commercially available
enzyme-linked immunoassay (IBL, Hamburg, Germany). As a measure of ANS activity,
salivary alpha-amylase (sAA, Nater & Rohleder, 2009) was extracted from saliva samples
using a kinetic colorimetric test and reagents from Roche (Roche Diagnostics, Mannheim,
Germany). Inter- and intra-assay variance for both assays was below 10%. Awakening
responses were calculated by subtracting the first from the “+30 min” - measurement time
point. The CAR refers to a rise in cortisol within 30 to 45 minutes after awakening, while the
AAR represents a decline within the same time frame (Nater & Rohleder, 2009; Pruessner, et

al., 1997).

For objective measurement of physical activity, participants wore a triaxial wrist
actigraph (Somnowatch, Randersacker, Germany) on their non-dominant wrist recording
movement counts for every 1-second interval continuously during the 14 days of data
collection. Recordings started at 6am on the morning of the first day of measurement and the
signal was sampled at 32 Hz with 12 Bit ADC. Participants were instructed to take off the
actigraph when bathing, swimming, or taking a shower. As we were interested in everyday-
life physical activity in these analyses, night recordings were excluded. The excluded time
span was based on the awakening and sleeping times participants reported on their iPods at
awakening. Movement counts were aggregated per minute (sum score). Time spans during
which the actigraph had obviously not been worn (mean activity count <10/minute) were
excluded from analyses. Finally, mean values of the movement sum scores between two
measurement time points (awakening until 11am, 11am until 2pm, 2pm until 6pm, 6pm until
9pm, 9pm until sleeping time — considering the actual time participants completed their iPod

reports) as well as daily mean scores (awakening until sleeping time) were calculated.



Statistical procedure

As time points were nested within persons, we used hierarchical linear models for
statistical analyses, using the HLM program (Raudenbush, et al., 2005). All 2 tests for the
fatigue outcomes were statistically significant (p<.001); this indicates that there is variance in
the outcomes by person, which justifies the use of hierarchical linear modeling. General
fatigue, mental fatigue, physical fatigue, movement scores, sCort and sAA values, pain, and
stress were considered as level-1 variables. At the person level (level 2), the intercept (Bo)
was modeled as a function of BMI, thyroid dysfunction (yes/no), high blood pressure
(yes/no), WPI score, and SSCS score. Age did not turn out to be a relevant predictor of any
fatigue dimension in our analyses and was thus not included in the analyses. As we collected
data at the level of time points within days as well as at a daily level, separate respective
analyses were conducted. In these analyses, mean daily values of the different fatigue
dimensions were used. As subjective sleep quality was measured once daily, it was included
in the analyses at level 1 concerning daily measures and as person mean at level 2 for
within-day analyses only. Further, time since awakening was included in within-day analyses
at level 1 to account for diurnal patterns of biological parameters, fatigue, and physical
activity. As a measure of effect size, we calculated “Pseudo-R? = (o?reference model — c¥inal
model)/ o’reference model”, where the reference model is the final model excluding the
predictor in question (Singer & Willett, 2003). Missing data were automatically listwise

excluded per measurement time point per person by the HLM program.

Results

Thirty-two women completed the 14 days of assessment, of whom three did not wear
actigraphs due to incompatibility with their jobs. Two further data sets had to be excluded
because of technical difficulties with the App that was used to collect momentary self-report
data, and one data set was excluded because of technical difficulties with the actigraph.
Thus, the final sample for the current analyses comprised 26 FMS patients with a mean age

of 53 (£7) years. On average, 11 (+4) pain sites, a symptom severity of 8 (£2), and an illness



duration of 10 (£7) years were reported. Table 1 depicts momentary fatigue, pain, and stress
mean values across the 14 days of assessment. The compliance rate was 96% (i.e. on
average, participants responded to the iPod on 54 out of 56 occasions relevant for the
analyses). The intraclass correlation (ICC) of general fatigue was 0.39 (mental fatigue:
ICC=0.29, physical fatigue: ICC=0.15), indicating that 61% of the variance in general fatigue
(71% in mental fatigue, 85% in physical fatigue) was explained at the level of time points.
The course of fatigue dimensions and physical activity throughout the day (mean across 14
days of assessment) can be seen in Figure 1. As mental fatigue and physical fatigue were
assessed in an inverted way (as subjective ability to concentrate and subjective physical
fitness), positive unstandardized coefficients (UCs) indicate a negative association with the

respective construct.

Pain and fatigue levels co-varied within participants, which was true for every fatigue
dimension (general fatigue: Pseudo-R2=0.11; mental fatigue: Pseudo-R2=0.09, physical
fatigue: Pseudo-R2=0.13, see Table 2). No association was found between momentary sCort
value and levels of general fatigue or mental fatigue, but a positive association was found
with physical fatigue (see Table 2, Pseudo-R? for physical fatigue: 0.02). This indicates that
cortisol levels were higher when patients felt more physically fatigued. On a daily basis, CAR
negatively predicted mean daily general fatigue (UC=-0.01, t-ratio=-2.18, p=.039, Pseudo-
R2=0.05) as well as mean daily physical fatigue (UC=0.00, t-ratio=2.08, p=.048, Pseudo-
R2=0.05), but was not associated with mean daily mental fatigue (UC=-0.00, t-ratio=-0.10,
p=.921). SAA activity was neither associated with any fatigue dimension on a momentary
basis (general fatigue: UC=-0.00, t-ratio=-0.98, p=.338, mental fatigue: UC=0.00, t-
ratio=0.43, p=.671, physical fatigue: UC=0.00, t-ratio=0.65, p=.522), nor was there any
association between AAR and any fatigue dimension on a daily basis (general fatigue:
UC=0.00, t-ratio=1.91, p=.067; mental fatigue: UC=-0.00, t-ratio=-0.51, p=.618, physical

fatigue: UC=-0.00, t-ratio=-0.06, p=.952).



There was no immediate effect of physical activity on any fatigue dimension (see
Table 2) or on pain (UC=0.01, t-ratio=0.617, p=.543). However, physical fatigue negatively
predicted subsequent physical activity (UC=6.67, t-ratio=5.49, p<.001, Pseudo-R2=0.04).
Neither general fatigue (UC=-0.95, t-ratio=-1.28, p=.466), nor mental fatigue (UC=1.83, t-
ratio=1.38, p=.179), nor pain (UC=0.06, t-ratio=0.99, p=.331) was associated with
subsequent physical activity. Results from analyses considering daily measures show that
mean daily physical activity levels were associated with higher mean daily general fatigue
levels the next day (UC=0.00, t-ratio=2.35, p=.027, Pseudo-R?=0.05), and higher physical
activity levels were associated with same-day higher stress levels (UC=5.38, t-ratio=4.62,
p<.001, Pseudo-R2=0.05). However, the interaction effect of mean daily stress x mean daily
physical activity on next-day mean daily fatigue was not significant (UC=0.00, t-ratio=1.29,
p=.199). Furthermore, neither momentary sCort (UC=0.00, t-ratio=0.31, p=.759) nor
momentary sAA values (UC=-0.04, t-ratio=-0.52, p=.611) were associated with physical
activity since the last measurement time point. Additionally to table 2, which depicts complete
models of momentary fatigue levels, complete models predicting same-day mean
associations (including the daily effects of sleep quality) can be accessed in the online

supplement.

As an association was found between mean daily physical activity and mean next-day
general fatigue as well as between CAR and mean daily general fatigue, it seemed
reasonable to expect a mediation of the physical activity — fatigue association by the CAR.
However, physical activity did not turn not out to be a predictor of next-day CAR (UC=-0.00,
t-ratio=-0.98, p=.339), which is a violation of the 2™ requirement for mediation (Korchmaros &
Kenny, 2003). Therefore, the CAR had to be ruled out as mediator between physical activity
and fatigue. The predictive effect of mean physical activity on next-day mean general fatigue
and the predictive effect of the CAR on mean general fatigue therefore seem to be

independent of each other.



Discussion

We found that higher momentary cortisol values were associated with higher
immediate physical fatigue in patients with FMS. Additionally, we found evidence that the
CAR is a negative predictor of general and physical fatigue. There was no immediate
association between physical activity and any of the fatigue dimensions or pain measured on
a momentary basis (within days). Mean physical activity level throughout the day, however,
positively predicted mean daily general fatigue levels the next day. Neither the CAR nor
momentary cortisol values were associated with physical activity. Moreover, there was no
association between sAA (either momentary values or AAR) and any fatigue dimension or

preceding physical activity.

The finding that a reduced CAR was intra-individually associated with higher fatigue
symptoms during the remainder of the day complements research showing a reduced CAR
in FMS (Riva, Mork, Westgaard, & Lundberg, 2012) or in other chronically fatigued
populations (Powell, et al., 2013). In concert with the association of immediate cortisol values
with physical fatigue, this implies that changes in daily HPA axis activity do indeed play an
important role in symptom exacerbation in FMS. In contrast, we did not find an association
between CAR and pain levels in a recent analysis in the same sample of patients with FMS

(Fischer, et al., 2016), indicating a specific effect of changes in CAR on fatigue.

To our knowledge, this is the first investigation of associations between sAA, a rather
new marker of autonomic activity, and fatigue symptomatology in patients with FMS.
However, our analyses did not show sAA to be a significant predictor of fatigue. Thus, our
results imply that diurnal autonomic activation is not associated with increases or decreases
in daily fatigue in FMS, which constitutes a valuable addition to current research on the role
of ANS activity in FMS symptomatology. Due to the multitude of possible settings, stress
measures, and ANS markers, more research is needed to paint a clearer picture of ANS

functioning in association with symptom exacerbation in FMS. Future studies will thus have



to include markers of different aspects of the autonomic nervous system to achieve a more

comprehensive view.

The null results of HPA or ANS activity being a mediator between physical activity and
fatigue levels speak for an independence of the influence of HPA axis activity and physical
activity on fatigue on a daily basis. However, this does not automatically imply that there are
no long-term effects of physical activity on fatigue that are mediated or moderated by HPA
axis or ANS activity. Long-term prospective studies which address these assumptions,

combining everyday with laboratory assessments, are lacking.

Our results further suggest that everyday physical activity is not responsible for
immediate symptom exacerbation in patients with FMS. On the other hand, our participants
seemed to reduce their physical activity when feeling physically fatigued. This finding is in
accordance with other studies in chronic pain patients, which showed a decrease in physical
activity when higher fatigue was reported (Kop, et al., 2005; Murphy, Alexander, Levoska, &
Smith, 2013). Additionally to these studies, our results suggest that the physical fatigue
dimension is responsible for the effect on subsequent physical activity, which again
underlines the importance of measuring fatigue multidimensionally. The null finding of an
association between physical activity and mental fatigue is in line with another recent study
(Segura-Jimenez, et al., 2015). The fatigue-enhancing effect of previous-day physical activity
must be interpreted in light of the fact that participants reported higher levels of stress on
days with increased physical activity. It is therefore conceivable that increased physical
activity reflected having a “busy day” as opposed to being physically active as part of leisure
activities or exercise. However, as feeling stressed is not a direct measure of “busyness”, this
interpretation remains speculative. Nevertheless, from this perspective, our results do not
contradict studies showing that patients with FMS benefit from exercise programs (for an
overview see Busch, et al.,, 2008) or that physical activity is negatively associated with
longer-term fatigue levels (Segura-Jimenez, et al., 2015). Rather, our findings underline the

fact that patients with FMS might find it hard to begin and adhere to exercise programs (e.g.



Schachter, Busch, Peloso, & Sheppard, 2003) in view of physical fatigue experience. Future
studies should compare leisure physical activity (or exercise) with everyday life physical
activity in the context of work or other obligatory activities in terms of their influence on

fatigue in FMS and follow up on the recovery.

Our findings show that different dimensions of fatigue are influenced by different
biological and behavioral factors. Specifically, the physical dimension of fatigue was more
strongly related to markers of the HPA axis, whereas mental fatigue was associated neither
with CAR nor with momentary cortisol. Despite not being a perfect match with our design,
Riva and colleagues (2012) also found physical, but not mental, fatigue to be associated with
urinary epinephrine levels. It thus seems that experiencing physical fatigue is more strongly
related to biological processes than mental fatigue. This implies that patients probably benefit
most from interdisciplinary treatment approaches targeting biological and psychological

aspects of fatigue. Clearly, more research is needed on this matter.

One major strength of our study is the high ecological validity due to its ambulatory
assessment approach. The assessment period of 14 days with five measurements each day
produced a sufficiently high number of observations, and enhances statistical power and
reliability. Due to these multiple observations, we were able to detect within-individual as well
as within-day and between-day associations. Another strength is the objective and
continuous assessment of physical activity. Furthermore, analyses were controlled for
various potential confounders such as sleep quality or time since awakening. On the other
hand, internal validity is always a critical issue in studies using ambulatory assessment
designs, because it cannot be completely ruled out that measures are influenced by
unassessed variables. Additionally, our sample size of 26 might have led to an
underestimation of random effects (Maas & Hox, 2005). A sample size of about 20-30 is,
however, well within the range of other studies on patients with FMS using similar designs,
whereas a study period of 14 days (resulting in a large sample size at level 1) exceeds those

of most comparable studies (e.g. Bellamy, Sothern, & Campbell, 2004; Kop, et al., 2005;



Korszun et al., 2002). Given that we additionally exclusively interpret fixed effects referring to
level-1 variables, we are confident about the validity of our findings. Excluding male patients
with FMS as well as FMS patients with a comorbid depressive episode reduced the
representativeness of our sample. However, these measures were necessary to control for

effects of those variables on biological markers.

In sum, we showed that HPA axis activity plays a critical role in fatigue experienced
by patients with FMS during their normal daily living. ANS activity did not turn out to be a
predictor of any fatigue dimension on a momentary or a daily basis. Furthermore, everyday
life physical activity had no immediate effect on fatigue or pain exacerbation. The effects of
HPA axis functioning and physical activity were independent of each other (concerning their
influence on each other as well as on fatigue). Moreover, the physical fatigue dimension
appeared to be more strongly associated with HPA axis functioning, whereas mental fatigue
was not. Thus, our recommendation is to include different dimensions of fatigue in future
studies, which ideally combine different levels of observation (subjective, behavioral,
biological) in a long-term longitudinal design using both ambulatory and laboratory
assessment strategies. Health care professionals should now consider the role of physical

fatigue when trying to enhance physical activity in patients with FMS.
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Figure legend

Fig. 1 Daily profiles of physical activity (upper left), general fatigue (upper right), mental
fatigue (lower left), and physical fatigue (lower right) averaged across 14 days of
measurement (mean * standard error of mean), N = 26, general, mental, and physical

fatigue were assessed on a scale from 0O (not at all) to 4 (very much).
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Table 1

Descriptive analyses of relevant parameters

M (xSD)

At the moment...

... I am in this much pain (0-100) 49.59 (x24.79)
.. | feel fatigued (0-4) 2.21 (0.98)
.. | can concentrate well (0-4) 1.99 (0.74)
.. | feel physically fit (0-4) 1.64 (0.80)
.. | feel stressed out (0-4) 1.48 (1.04)
“How well did you sleep last night?” 66.02 (23.38)

Note. Mean and standard errors of the items at four measurement time points per day
(11am, 2pm, 6pm, 9pm) over 14 days, sleep quality was reported at awakening once daily



Table 2

Hierarchical linear models predicting momentary general, mental, and physical fatigue (N=26) using restricted maximum likelihood.

Outcome General fatigue Mental fatigue Physical fatigue
fixed effects uc SE t-ratio ucC SE t-ratio ucC SE t-ratio
intercept 1.98 0.12 16.36*** 2.24 0.13 17.43%** 2.05 0.13 15.21%**
level 2

e Sleep quality (person  0.00 0.01 0.14 0.01 0.01 1.69 0.00 0.00 0.25

mean)

e BMI 0.07 0.02 3.27** 0.03 0.02 1.63 -0.03 0.02 -1.71

e SSCS 0.03 0.01 2.65* 0.01 0.01 0.99 -0.00 0.01 -0.05

e WPI 0.05 0.02 2.59* -0.02 0.03 -0.64 0.00 0.01 0.26

e Thyroid dysfunction -0.43 0.13 -3.32%* -0.08 0.15 -0.44 0.03 0.11 0.30

e High blood pressure 0.86 0.12 6.97*** -0.08 0.12 -0.67 0.05 0.25 0.21
level 1

e time since awakening  0.00 0.00 3.33*** -0.00 0.00 -3.61%** -0.00 0.00 -5.23%**

e momentary pain 0.01 0.00 5.65*** -0.01 0.00 -6.86*** -0.02 0.00 -7.78%*

e momentary stress 0.26 0.05 5.30%** -0.12 0.02 -4, 70%** -0.01 0.03 -0.29

e momentary cortisol -0.00 0.00 -0.03 -0.01 0.00 -1.89 -0.01 0.01 -2.73*



value
e physical activity 2-3 0.00 0.00 0.22 -0.00 0.00 -1.39 -0.00 0.00 -0.88

hours before

measurement
random effects SD VC X2 SD VC X2 SD VC X2
Intercept 0.39 0.15 423.97*** 0.45 0.20 664.42*** 0.37 0.14 391.45%*
momentary pain 0.01 0.00 75.29%** 0.01 0.00 45.91** 0.01 0.00 50.49**
momentary stress 0.22 0.05 130.49*** 0.09 0.01 48.46** 0.11 0.01 47.71**
momentary cortisol level 0.02 0.00 45.59** 0.01 0.00 41.94* 0.02 0.00 48.07**
physical activity 0.00 0.00 26.31 0.00 0.00 29.59 0.00 0.00 21.55

Note. UC: unstandardized coefficients, SE= standard error, SD = standard deviation, VC = Variance Component, SSCS = Screening Scale for
Chronic Stress — Subscale of the Trier Inventory for Chronic Stress, WPI = Widespread Pain Index, CAR = cortisol awakening response;
***n<.001, *p<.01, *p<.05, for general fatigue, higher values imply a higher level of the construct (a positive association implies an increase in
general fatigue with an increase in the respective predictor); for mental and physical fatigue, higher values imply a lower level of the construct (a

positive association implies an increase in mental or physical fatigue with a decrease in the respective predictor)



6.5 Zusammenfassung (German summary)

Erschopfung ist eine alltagliche subjektive Erfahrung, die als Reaktion auf eine
mentale oder koérperliche Belastung sowie im Laufe eines Tages gegen Abend vermehrt
auftritt. Erschopfung kann als eindimensional oder mehrdimensional (z.B. eine korperliche
und eine mentale Qualitat umfassend) begriffen werden. Sie deutet dem Organismus, sich
zu erholen und erfillt somit eine wichtige psychobiologische Funktion. Von Kklinisch
bedeutsamer Erschépfung wird dann gesprochen, wenn die Erschépfung nur unzureichend
durch Erholungsverhalten abgebaut werden kann. Als medizinisch unerklart gilt sie, wenn
kein bekannter somatischer Grund fir die Erschopfung gefunden werden kann. Klinisch
bedeutsame, medizinisch nicht erklarte, Erschopfung bedingt starke funktionale wie
emotionale Beeintrachtigungen fir die betroffene Person. Weiterhin werden immense Kosten
im Gesundheitssystem auf Erschopfungszustéande zuriickgefiihrt. Es liegen verschiedene
Definitionen, Klassifikations-Richtlinien, und Bezeichnungen fir Syndrome vor, deren

Hauptsymptom medizinisch unerklarte Erschopfung ist.

In Form eines Ubersichtsartikels wurde daher zunachst ein Uberblick tber die
prominentesten Beispiele von Definitionen von Erschépfungssyndromen (Neurasthenie, das
chronische Erschopfungssyndrom und Burnout) erstellt (Doerr & Nater, 2013). Aul3erdem
wurde in diesem Artikel die Abgrenzung der Syndrome zu Depression diskutiert. Der
Ubersichtsartikel schlussfolgert, dass die Syndrome in der Tat in ihren Kriterien stark
Uberlappend und daher nicht sinnvoll voneinander abzugrenzen sind. Im Hinblick auf
Depression liegen allerdings nicht-tberschneidende Symptome vor, die eine Abgrenzung
ermoglichen. Vor allem sollte Wert auf eine grindliche Ausschluss-Diagnostik gelegt und die

Funktionalitat der Begriffe reflektiert werden, bevor sie Verwendung finden.

Es scheint von besonderer Bedeutung, herauszufinden, wie das Symptom
Erschopfung entsteht und welche Mechanismen zu klinisch bedeutsamer, medizinisch
unerklarter Erschépfung fihren. Ein solcher Mechanismus koénnte ,Stress” sein, der als eine

psycho- (sich ,gestresst® fihlen) biologische (Aktivierung des Korpers) Reaktion auf eine



Anforderung, die von der individuellen Person als bedrohlich erlebt wird, definiert ist. Als
wichtigste Stress-responsive biologische Systeme gelten die Hypothalamus-Hypophysen-

Nebennierenrinden-Achse (HHNA) sowie das Autonome Nervensystem (ANS).

Ziel der empirischen Untersuchungen, die in dieser Dissertation zusammengefasst
sind, war es, den Zusammenhang zwischen Stress und Erschopfung sowie interagierenden
Faktoren auf biologischer Ebene (Aktivitat der HHNA und des ANS), subjektiver Erlebens-
Ebene (Schlafqualitdt als Zeichen fir Erholung), sozialer Ebene (Partner), sowie
behavioraler Ebene (korperliche Aktivitéat) im Alltag zu untersuchen. Hierfiir wurden Studien
in Ambulanten Assessment-Designs (Erhebungen von Daten im Alltag von Personen)
durchgefiihrt, um eine direkte Uberfiinrbarkeit der Ergebnisse auf Alltags-Situationen zu
gewabhrleisten. In allen Studien wurden die subjektiven Angaben der Probanden zu mehreren
Messzeitpunkten taglich tber mehrere Tage hinweg jeweils mit Hilfe von Eingaben in iPod
touchs® erfasst. Biologische Parameter wurden mit Hilfe von Speichelproben ermittelt, die zu
den gleichen Messzeitpunkten gesammelt wurden, und aus denen Cortisol als Marker der

HHNA-Aktivitat und Alpha-Amylase als Marker der ANS-Aktivitét extrahiert wurden.

Die erste Studie Uberpriufte die mogliche Reziprozitdt von Stress und Erschépfung
sowie die Mediation des Zusammenhangs von Stress und Erschoépfung durch Schlafqualitét
oder HHNA- und ANS-Aktivitat. Die Erhebung fand in einer Studierenden-Stichprobe in zwei
unterschiedlichen Phasen (zu Beginn des Semesters sowie in der Prifungsvorbereitung)
statt. Die Reziprozitdt von Stress und Erschopfung sowie die Mediation des
Zusammenhangs von Stress am Vortag und Erschopfung am néchsten Tag uUber
Einschrankungen in der Schlafqualitat bestatigten sich. Es fanden sich keine Hinweise auf
eine Mediation des Zusammenhangs von Stress und Erschopfung uber die Aktivitat der

HHNA oder des ANS.

In der zweiten Studie wurde in einer Stichprobe aus Paaren (Doerr, Nater, Spoerri,
Ehlert, & Ditzen, ready to be submitted) die Annahme Uberprift, dass sich die alltéagliche

Erschopfung abhangig von Einfliissen des Partners zeigt. So wurde von den Paaren eine



geringere Erschopfung angegeben, je positiver die Interaktion mit dem Partner eingeschatzt
wurde. Weiterhin konnte die Annahme, dass Erschodpfung, Stress, und der Ausstof3 von
Cortisol bei Paaren co-reguliert sind (also in positiver Abhangigkeit von den jeweiligen
momentanen Werten des Partners stehen), bestatigt werden. Eine Co-Regulation der Alpha-

Amylase-Werte mit denen des Partners zeigte sich nur bei Frauen.

Die dritte Studie (Doerr, Fischer, Nater, & Strahler, under review) umfasste eine
Stichprobe aus Fibromyalgie-Patientinnen (die neben chronischen Schmerzen auch von
klinisch bedeutsamer Erschdpfung betroffen sind). Neben den subjektiven Angaben und den
biologischen Werten wurde hier zusatzlich die Bewegungsmessung mit Hilfe von Aktigraphie
in die Analysen einbezogen. Es zeigte sich eine Vorhersage téaglicher (genereller und
korperlicher) Erschopfung durch die Cortisol-Aufwachreaktion am morgen. Weiterhin hing
momentane korperliche Erschopfung mit erhdhten Cortisol-Werten zusammen. Kdorperliche
Aktivitat des Vortags zeigte einen Zusammenhang mit Erschépfung am Folgetag, der jedoch
nicht Ober Cortisol oder Alpha-Amylase-Werte mediiert wurde. Weiterhin zeigte sich
momentane Erschdpfung unabhéngig von vorausgehender korperlicher Aktivitat. Korperliche

Erschopfung sagte jedoch anschliel3ende kérperliche Aktivitat negativ vorher.

Als Schlussfolgerung lasst sich festhalten, dass Stress alltagliche Erschopfung
vorhersagt (was vor allem in der ersten Studie deutlich wird). Die Reziprozitat dieser
Beziehung sollte in zukinftigen Studien naher untersucht werden. Als wichtiger vermittelnder
Mechanismus zwischen Stress und Erschopfung von einem Tag auf den anderen stellte sich
Schlaqualitéat heraus. In keiner Studie fanden sich Hinweise auf eine Mediation des
Zusammenhangs von Stress und Erschopfung Uber Verdnderungen in der Aktivitat der
HHNA oder des ANS auf momentaner oder taglicher Ebene. Dies schlief3t jedoch nicht aus,
dass sich, durch Stress verursachte, langfristigere Verénderungen in der Aktivitat dieser
Systeme auf Erschopfung auswirken. Hinweise auf diese Annahme finden sich (bzgl. der
HHNA) in der dritten Studie. Es sollten sich Studien anschlieRen, die einen langeren

Zeitraum (Monate bis Jahre) umfassen. Bezuglich madglicher Interventions- und



Praventionsansatze scheint der Einsatz von Stress-Management-Techniken, inklusive einer
Erhdhung der Schlafhygiene, sowie der Einbezug des Partners/ der Partnerin (sofern
vorhanden) von herausragender Bedeutung. Weiterhin sollten Interventionen, die auf die
Erh6hung von korperlicher Aktivitat bei chronisch erschopften Personen abzielen, diese auf

einen maglichen kurzfristigen Anstieg von Erschdpfung psychoedukativ vorbereiten.



6.6 Content of supplementary CD

A: online supplement of study 1: list of equations

B: online supplement of study 2 (tables): overview of the full
models of co-regulation of stress, cortisol, and salivary alpha-

amylase

C: online supplement of study 3 (table): overview of full models of
same-day mean associations (including the daily effects of

sleep quality)
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