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Allemaal anders: terugblik op VGGC 2008

UA (2008)

CHRONISCH VERMOEIDHEIDSSYNDROOM EN MAJEURE DEPRESSIE:
EEN PAAR APART?

Samenwerking CAPRI UA en KUL
Voorziter. Dr. Van Den Eede F (UZAICAPRI UA)

Programma:

045mn:  Depressie bj chronisch vermoeidheidssyndroom: oorzaak? gevolg? Of beide?
Spreker. Van Houdenhove B. (KUL)

1530min:  De affectieve spectrum hypothese als mogelijke verklaring voor de relatie fusseni
functioneel somatische syndromen en depressie
Spreker. Kempke S. (KUL)

3045min:  Chronisch vermaeidheidssyndroom versus majeure depressie een
codsche I
Spreker. Van Den Eede F. (UZACAPRI UA)

4560 min:  Psychomotorische veriraging in het chronisch vermoeidheidssyndroom en in de
majeure depressie: een vergelijkende studie
Spreker: Schrivers D. (CAPRI UA)

60-90min:  Interacteve discussie
Moderator: Van Houdenhove B. (KUL)

CVS: omschrijving

Casusdefinitie Chronisch Vermoeidheidssyndroom
CDC - Fukuda et al. (1994)

gevonden +

Minstens 6 maanden aanhoudende of steeds terugkerende
vermoeidheid waarvoor geen lichamelijke verklaring is

> Rust biedt onvoldoende herstel
» Geen gevolg van voortdurende inspanning
» Functionele beperkingen
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CVS: omschrijving

In combinatie met vier of meer van de volgende symptomen,
gedurende 6 maanden aanhoudend of regelmatig terugkerend
en die er niet waren voor de vermoeidheid begon:

« Zelfgerapporteerde verslechtering van geheugen of concentratievermogen
* Keelpijn

¢ Gevoelige hals- of okselklieren

e Spierpijn

* Gewrichtspijnen

¢ Hoofdpijn

* Niet-verfrissende slaap

« Na inspanning: gevoel van uitputting (malaise) gedurende 24 uur of langer

Nieuwe criteria in ontwikkeling

Review & Joumnal of INTERNAL MEDICINE

doi: T0.1T11/11365-2796.201 L0428 x

Myalgic encephalomyelitis: International Consensus Criteria

® B.M. Carruthers’ M. L van de Sande. K. L. De Meireir’N. 6. Kimas® 6. Broderick® T.Mitchell 0. Staines™,
A.B.P.was‘,ll.&pe?ht‘",n.\falllm"}LBateman‘“}B.Bannﬁamn-nmirhelm”}ll.s.Bel”}lkl:am-stelh“}
1.t ™ A Darragh'® D.1o™ D.Lewis™! &.R. Light™, 5. Marshall-Gradistik?, | Mena™, 1A Mikovits® K Miwa®,
M. Muravska™ M. L Pl &S, Stevens™
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Nieuwe criteria in ontwikkeling: SEID

| Beyond Myalgic Encephalomyelitis/ S
Chronic Fatigue Syndrome S

An IOM Report on Redefining an lliness

JAMA Warch 7,208 Voume 32 humber 1

“Systemic exertion intolerance disease”

Exertion : physical, cognitive, emotional

Nosologische discussies

Journal of Psychasomatic Ressarch 97 (2017) 127-130

Contents lists available at ScienceDirect

' Journal of Psychosomatic Research

FI SEVIER journal homepage: www.elsevier.com/locate/jpsychores

Short communication

Syndromes of bodily distress or functional somatic syndromes - Where are @ o
we heading. Lecture on the occasion of receiving the Alison Creed award

2017

Per Fink

The Rescarch Clink for Revcsonal Disorders and Prychosomatics, Aurhus University Hompitnl, Devmark
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Table 1

Nosologische discussies

Difierences and similargties in critris and concepts between different diapostic comtuds.

Bodly daress syndrome’

Somatk symplon diserder DSMV®

Somatoforn disarders DSMAY of 1CD-10

Functional samstic syadrome

Defined by physical symygom ptern

Organic (CNS) based boddy sympions

[Emosons! ar behavioural sympiams oot
ey for the disgnoss bet are
prevalent and may be important for the
treatment

Wedical and ychistric diferemtiol
dagromes have to be exchuded

Suffriog from sympioms of B80S

Cawe wknown bus emotional or physial
somss md dysiinction i the ONSliely
ta beimwived

Chalienge the mental physical dichomeny
thinking o mediine

e on empirical sndies

Defined by emotanal and belaviound

Defined by physical symprom parers
d behaviowal

Bl syepiom s of sy aeticlogy

Ermational ar behaviowral symproms
are crucial for the diageonis

o reqirment of exchision of 3
reestical disgmosic, but of pychistric
differential dagmdis

Safiering from cmotors! and
bebnvieun] truble reluted to bodily
sympoms of wamdans

Health ariety and misnterpremion
of badily symptams

A mental dwonder

Comsenmus driven.

mptams urctentic 4 adude d
organic s

Symptoms without organic bashs (medically
anerpluned )

Inciodes worrying and preogupation with
physical heakh mnd bedily semmations

Orgnic explanations and other mental
dmorders have 1o be excluded

Suffenng £om medial encrplined
sympianns sl emotiomVbehsvioaral

trouble
Srem, ematianal conflias ex.

A menn] disorder

Poar empirkc basis, mast comemms driven

Defined by a primary sympram, or 3
sytiptam patiers /and mmumed
stribaeion (depending o the FSS)

Organic based (CNS o peripbenl)

Fmotions| ot behavioeral sym moss nat
necemary bor the diagosis but e
prevalens and ar s somed secndary B
physical siment

Unclear edations to differentis] dingoanes,
mulsple FS dispaes pansilie

Suffering fom sy mptans of FSS

In scxme cawe is unimown. Some FFS are
defined by an asomed cause, (like
Mudtiph chemsical semmiciviny )

A mon paychiatric dsnder

Consemsus driven, paor empisic basis with
5 few excepiins

* My spyy 10 the 1CD-11.9C Bodily Serem Diserder draft s well
* May apply to the ICD- 11 (peychistric chapter) Bodiy Diswess Disorder a well.

Fink, 2017

Somatization dizorder,
undifferentiated

somatoform disorder,

Coalescing and differentiating

pain disorders

#“nﬂt'

hypochondriasis

vﬂf"ﬂ“

Without somedic symploms

Dimsdale et al., 2013
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Somatisch-symptoomstoornis (DSM-5)

» A: Een of meer lichamelijke klachten waar de betrokkene onder lijdt,
of die het dagelijks leven in significante mate verstoren.

» B: Excessieve gedachten, gevoelens of gedragingen samenhangend
met de lichamelijke klachten of de hiermee gepaard gaande zorgen
over de gezondheid, tot uiting komend in minstens één van de
volgende kenmerken:

« 1. Disproportionele en persisterende gedachten over de ernst van de klachten.

e 2. Een persisterende hoge mate van ongerustheid over de gezondheid of de
klachten.

« 3. Het excessief veel tijd en energie besteden aan deze klachten of aan de
zorgen over de gezondheid.

e C: Persisterend klachtenpatroon (> 6m)

DSM-IV, APA 1994
DSM-5, APA 2013

11

Nosologische verwarring

Letter to the Editor

Peychother Psychosom 2018,87:234-235 dlity in predi Lo, it tak
DOI: 10.1159/000490731

‘The Need to Distinguish between Bodily Distress
Disorder and Somatic Symptom Disorder
Filp Van Den Eede>> Christina van der Feltz-Comelis<

ity Department of Psychiatry, Antus
HospitaT: a a

“Tranzo Department, Tilburg School of Behay
b

[10]. Adhering to the concept of FSS or BDD as a concept exclud-

ws, an approach that continues to focus on so-called unex-

KARGER 020185 Karger AG. Basel

E-Matl karerahargercom
e comipps
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Onderzoek naar fenotypes (symptomen CVS)

Journal of Peychosomatic Research 81 (2016 14-23

Contents lists available at ScienceDirect

Journal of Psychosomatic Research

Chronic fatigue syndrome (CFS) symptom-based phenotypes in two @cm
clinical cohorts of adult patients in the UK and The Netherlands

Simon M. Collin **, Stephanie Nikolaus ", Jon Heron *, Hans Knoop ®, Peter D. White %, Esther Crawley *

of Ohlfirid Crove, Bristol BS8 28N, LK
* Exgen Centre for Chronsc Fetige, Radboud Universiy Medical Centre Nmegen, The Netheriends
© Woifson d e of Mediine and Dentisry. Queen Mary Usiversity of London, Londan, UK
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Onderzoek naar fenotypes (symptomen CVS)

Psychological Medicine (2017), 47, 1454-1465. © Cambridge University Press 2017
oi:10.1017/50033291716003615 ORIGINAL ARTICLE

Heterogeneity in chronic fatigue
syndrome - empirically defined subgroups
from the PACE trial

T. E. Williams', T. Chalder’, M. Sharpe® and P. D. White'*

 Centre for Psychiatry, Wolfson Institute of Preventive Medicine, Barts and the London School of Medicine, Queen Mary University of London,
London, UK

2 Academic Department of Psychological Medicine, King's Colkge London, Weston Education Centre, London, UK

* Department of Psychiatry, Psychological Medicine Researdh, University of Oxford, Oxford, UK
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Onderzoek naar fenotypes (symptomen CVS)

1460 T. E. Williams et al.

Fig. 2. ~ five-class solution. Di tion of the lass solution, the key features
used to identify each FSS, somatic sy CBRQ, Cognitive P C
CFS, chronic fatigue syndrome.

15

Etiologie

Predisposing factors
Biological

Precipitating factors

e Infection or other physical disease
- Physical trauma (e.g. accident)
- Emotional trauma
. i
Discase onset

Early/acute phase

Perpetuating factors

Dysfunctional cognitions
Miness worry

Dysfunctional illness behaviour

CNS* sensitization

latrogenicity
Social factors (e.g. benefits, litigation)

Fully developed
functional disorder

Fig. 1 Bricpathogeness of funaionsl disoden, * O = el nenvous sydem Madied sher Schider and Dismadsie 0014)

Budtz-Lilly et al., 2015
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Etiologie en behandeling

Predisposing factors

Mislogiont Genes, childhood trauma,
Prychological previous discase, parental illness
Social -

Precipitating factors

e Infection or other physical disease
- Physical trauma (e.g. accident)

. Emotional trauma

.

A\ Longstanding stress and strains

Discase onset
Early/acute phase

Perbetuating factors

Dysfunctional cognitions
Miness worry

Dysfunctional illness behaviour
CNS* sensitization

latrogenicity
Social factors (ihmcﬁh. litigation)

e s s

Behandeling? m—) Fully developed

funcuional disorder

Fig. 1 Bricpathogeness of funaionsl disoden, * O = el nenvous sydem Madied sher Schider and Dismadsie 0014)
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Behandeling

Comparison of adaptive pacing therapy, cognitive behaviour 2 @ 5
therapy, graded exercise therapy, and specialist medical care
for chronic fatigue syndrome (PACE): a randomised trial

PDWhite, K AGaldsmith AL Johnson, L Potts, RWahyn | C DeCesare, H L Baber M Burgess, L V.0ark D L Cox, | Bavinton BJ Angus G Murphy.
M Murphy. H 0'Dowd 0 Wilks, P McCrone. T Chalder*, M Sharpe*, on behalf of the PACE trial management groupt

Summary

Background Trial findings show cognitive behaviour therapy (CBT) and graded exercise therapy (GET) can be effective Lot 2001377 2336
treatments for chronic fatigue syndrome, but patients’ organisations have reporied that these treatments can be harmful - Asisied Ooten

and favour pacing and specialist health care. We aimed 10 assess effectiveness and safety of all four treatments. Febnary 18,2001
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Behandeling

Sournal of Prychosomatic Research 97 (2017) 45-51

Contents lists available at 5o encelrect

Journal of Psychosomatic Research

ElSEVIER journal homepage: www.alseviar.com/ocate/psychores

Long-term follow-up after cognitive behaviour therapy for chronic fatigue @c“_“
syndrome™

Anthonie Janse™”, Stephanie Nikolaus®, Jan F. Wiborg®", Marianne Heins®,
Jos W.M. van der Meer", Gijs Bleijenberg’, Marcia Tummers®, Jos Twisk', Hans Knoop™"~
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Behandeling

Regular Article

]
aﬁ% Psychother Psychosom 2015;84:368-376 Received: March 21, 2015

DO: 10.1159/000438867 Accepted after revision: July 20,2015

Published online: September 25, 2015

Randomised Controlled Trial of Cognitive
Behaviour Therapy Delivered in Groups of
Patients with Chronic Fatigue Syndrome

Jan F.Wiborg Jose van Bussel Agaatvan Dijk Gijs Bleijenberg Hans Knoop
Expert Centre for Chronic Fatigue, Radboud University Medical Center, Nijmegen, The Netherlands
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Behandeling

Letter to the Editor

) Rehoatass

Psychother Psychosom 201685:308
DOL 10.1159/000445166

Group Cognitive Behaviour Therapy for Chronic
Fatigue Syndrome
Jufo Megems* ¥, Greta Moorkens* ¥, Fillp Van Der. Eede* ¥

*Behaviour Therapy Division for Fatigue and Functional
Symptoms, "Department of Internal Medicine, and “University
- v

Received February 29, 2016
Acceped: Mirch |, 2016
Publshed onine: August 12, 2016

reported. Moreover, the authcrs did not elaborate on the fact that
exclusively participants who were willing to receive group therapy
were included in the trial, whch may likewise have positively af-
fected the The P in the group

imay have been a highly motivated subgroup, while the participants
allocated to the waiting list for individual therapy may have be-
come demotivated. We also wonder whether personality might

have been of influence on the patients’ readiness to participate in
group therapy. As to this, we wre planning to conduct a study on
he el d the shoet- and longer-term

of Pey y: A P ity Hospital
Edegem, and “Collaborative Antwerp Psychiatric Research
Institute, University of Antwerp, Antwerp, Beigram

outcomes al.p'mpCB‘i'. In that respect, it has recently been found
that high levels of neuroticisr at baseline were associated with a
larwer imorovement in menta. quality of life after eroun CBT for

21

Agenda voor wetenschappelijk onderzoek

in Psychiatry

ORIGINAL RESEARCH
pubishec: 14 May 2018
aok: 10.3385/peyt 2018.00151

Study

OPEN ACCESS

®

8

A European Research Agenda for
Somatic Symptom Disorders, Bodily
Distress Disorders, and Functional
Disorders: Results of an
Estimate-Talk-Estimate Delphi Expert

Christina M. van der Feitz-Comelis ', Iman Eifeddali'*, Ursula Wemeke®, Ulrik F. Mait**,
Omer Van den Bergh®, Rainer Schaefert’™*, Willem J. Kop®, Antonio Lobo ™",
Michael Sharpe“, Woifgang Soliner*’, and Bernd Lowe ™ On Behalf of EAPM*

22
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Onderzoek naar voorspellers van behandeluitkomst

Predisposing factors

Blstay Genes, childhood trauma,
Prychelog! previous discase, parental illness
Social .

Precipitating factors

o Infection or other physical disease

- Physical trauma (e.g. accident)

. Emotional trauma

. Longstanding stress and strains

Discase onset

Perpetuating factors Early/acute phase

. Dysfunctional cognitions

- Miness worry

- Dysfunctional illness behaviour

. CNS* sensitization

e latrogeaicity

. Social factors (¢.g benefits, litigation)

Behandeling — el Fllydeveoped
funcuional disorder
Fig. 1 Bricpattogemess df funcional disrden, * O = el nemnﬂW
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Onderzoek naar voorspellers van behandeluitkomst

Journal of Peychosomatic Research 81 (2016 14-23

Contents lists available at ScienceDirect

Journal of Psychosomatic Research

Chronic fatigue syndrome (CFS) symptom-based phenotypes in two O““‘"‘*
clinical cohorts of adult patients in the UK and The Netherlands

Simon M. Collin **, Stephanie Nikolaus ", Jon Heron *, Hans Knoop ®, Peter D. White %, Esther Crawley *

* Schoal of ¥ Clolfield Grove, Bristol BSS 28N, LK
* Expert Cemtre for Chronic Farigue, Radbaud University Medical Centre Njmegen, The Netherisnds
© Whifion 9 A te of Mech Y. Queen Mary Usiversity of Loadan, Londan, UK
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Onderzoek naar voorspellers van behandeluitkomst

Predisposing factors
Mislogiont Genes, childhood trauma,
Prychological previous discase, parental illness

et

Precipitating factors
Infection or other phys
Physical trauma (e.g. accidgit)

Discase onset
Early/acute phase

=1

Behandeling me—)y [ oo

Fig. 1 Bricpathogeness of funaionsl disoden, * O = el nenvous sydem Madied sher Schider and Dismadsie 0014)

g
i
§
H

Perpetuating factors

Dysfunctional cognitions
Miness worry
Dysfunctional illness behaviour
CNS* sensitization
latrogenicity

Social factors (¢.g benefits, litigation)

e s s
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Programma S1

Inleiding: chronische vermoeidheid en uitputting: allemaal
anders
Spreker: Filip Van Den Eede (UZP campus UZA / CAPRI UA)

Chronische vermoeidheid: neuro-endocriene correlaten en
kwetsbaarheidsfactoren
Spreker: Filip Van Den Eede (UZP campus UZA / CAPRI UA)

Chronische vermoeidheid: voorbeschikkende rol van
jeugdtrauma en het effect ervan op de behandeling
Spreker: Maud De Venter (UZP campus UZA / CAPRI UA)

Chronische vermoeidheid: voorbeschikkende rol van
persoonlijkheidsdimensies en het effect ervan op de
behandeling

Spreker: Jela lllegems (CGVF algemeen inwendige ziekten UZA
CAPRI UA)

26
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S1: Chronische vermoeidheid:
onderzoek naar kwetsbaarheid

Neuro-endocriene correlaten en
kwetsbaarheidsfactoren

Filip Van Den Eede

Vlaams Geestelijke Gezondheidscongres

7PN Universiteit 4
b, Antwerpen
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Source: Nat Rev Endocrinol @ 2009 Nature Publishing Group

Chrousos, 2009
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Chronische stress

200, vﬁ‘iﬂ?m 2545 ngségoggdhﬁnn’s R TR e

If It Goes Up, Must It Come Down? Chronic Stress and the Hypothalamic-
Pituitary-Adrenocortical Axis in Humans

Gregory E. Miller, Edith Chen, and Eric S. Zhou

University of British Columbia

The notion that chronic stress fosters disease by activating the hypothalamic-pituitary-adrenocortical
(HPA) axis is featured prominently in many theories. The research linking chronic stress and HPA
function is contradictory. however, with some studies reporting increased activation, and others reporting
the opposite. This meta-analysis showed that much of the variability is attributable to stressor and person
features. Timing is an especially critical element, as hormonal activity is elevated at stressor onset but
reduces as time passes. Stressors that threaten physical integrity, involve trauma, and are uncontrollable
elicit a high, flat diurnal profile of cortisol secretion. Finally, HPA. activity is shaped by a person’s
response to the situation; it increases with subjective distress but is lower in persons with posttraumatic
stress disorder.

Keywards: stress, trauma, cortisol, HPA axis
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Ontregeling van de HPA-as in CVS
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Time after waking (min}
Roberts et al. (2004)
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Ontregeling van de HPA-as in CVS

Psychoneuroendocrinology (2013) 38, 24052422

Available online at www.sciencedirect.com

SciVerse ScienceDirect

FLSEVIER journal homepage: www.elsevier.com/locate/psyneuen

REVIEW

Unstimulated cortisol secretory activity in ®c[ossm
everyday life and its relationship with fatigue

and chronic fatigue syndrome: A systematic

review and subset meta-analysis”

Daniel J.H. Powell®*, Christina Liossi®, Rona Moss-Morris®®,
Wolff Schlotz ¢

32
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Ontregeling van de HPA-as in CVS

Eboany tirm: dracmsmats

Gaab et al. (2008)
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Ontregeling van de HPA-as in CVS

Psychological Medicine (2008), 38, 963-973. © 2007 Cambridge University Press ORIGINAL ARTICLE
doi10.1017 /SIBR91 00144 Printed in the United Kingdom

Combined dexamethasone/corticotropin-releasing
factor test in chronic fatigue syndrome

F. Van Den Eede'*?, G. Moorkens*, W. Hulstijn®, B. Van Houdenhove®, P. Cosyns'*, B. G. C. Sabbe®*
and 5. . Claes®**

35

Ontregeling van de HPA-as in CVS
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Salivary cortisol (ng/100 ml)

14:00 14:30 15:00 15:30 15:45 16:00 16:15
Time

Fig. 1. Mean salivary (free) cortisol values (ng/100 ml)+5.Em.
at seven time-points during the combined low-dose
dexamethasone/corticotropin-releasing factor (CRF) test in
CFS patients (M, n=34) and in control subjects (A, n=25).
Participants took 0.5 mg dexamethsone orally at 23:00 hours
on the evening before neuroendocrine testing. Human CRF
(100 geg) was administered 16 h later at 15:00 hours.

Van Den Eede et al., 2008

36
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Ontregeling van de HPA-as in CVS

Basale hormonale veranderingen en cortisol na ontwaken:
* Lagere concentratie van cortisol in bloed, speeksel en urine
Lagere concentratie van ACTH in bloed

«  Verlaagde cortisolconcentratie na ontwaken

Gestoorde functietesten:

* Lagere ACTH-respons na toediening van CRF, insuline of naloxone
Lagere ACTH-respons na inspanningsproef

e Lagere ACTH-respons na psychologische stress
Verhoogde gevoeligheid voor negatieve terugkoppeling van cortisol

¢ Lagere cortisolrespons na toediening van ACTH

Van Den Eede et al., 2007

37

Ontregeling van de HPA-as in CVS

Original Paper

Neuropsychobiol
Ogy Neuropsychobiology 2007;55:112-120
DOI: 10.1159/000104468

Hypothalamic-Pituitary-Adrenal Axis
Function in Chronic Fatigue Syndrome

Filip Van Den Eede®“¢  Greta Moorkens® Boudewijn Van Houdenhove®
Paul Cosyns®<  Stephan J. Claes? ¢

38
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Onderzoek naar voorspellers van behandeluitkomst

Predisposing factors

Blstay Genes, childhood trauma,

Prychelog! previous discase, parental illness

Social .
Precipitating factors
o Infection or other physical disease
- Physical trauma (e.g. accident)
. Emotional trauma
. Longstanding stress and strains

Discase onset
Perpetuating factors Early/acute phase
. Dysfunctional cognitions
- Miness worry
- Dysfunctional illness behaviour
. CNS* sensitization
. latrogenicity
. Social factors (¢.g benefits, litigation)
Behandeling — el Fllydeveoped
funcuional disorder
Fig. 1 Bricpattogemess df funcional disrden, * O = el nemnﬂW
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Onderzoek naar voorspellers van behandeluitkomst

Psychological Medicine (2010), 40, 515-522  © Cambridge University Press 2009 ORIGINAL ARTICLE
doi: 101017 /5003291 70991390

Does hypocortisolism predict a poor response
to cognitive behavioural therapy in
chronic fatigue syndrome?

A. D. L. Roberts'?, M.-L. Charler’, A. Papadopoulos’, S. Wessely'*, T. Chalder* and A. ]. Cleare'***
* King's College London, Institude of Peychistry, Department of Psychological Madicine, London, UK

* Chronic Fatigue Symdromse Resasrch and Treatment Unit, Maadsley Hospital, London, UK
* National Affective Disorders Unit, Maradsloy and Bethlom Royal Hospitals, Londos, UK
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Rol HPA-as in de pathogenese?

Hypothalamic-pituitary-adrenal axis
dysfunction in chronic fatigue syndrome

Andrew S. Papadopoulos and Anthony J. Cleare

Abstract | The weight of current evidence supports the presence of the following factors related to
hypothalamic—pituitary-adrenal (HPA) axis dysfunction in patients with chronic fatigue syndrome (CFS):

mild hypocortisolism; attenuated diurnal variation of cortisol; enhanced negative feedback to the HPA axis;
and blunted HPA axis responsiveness. Furthermore, HPA axis changes seem clinically relevant, as they are
associated with worse symptoms and/or disability and with poorer cutcomes to standard treatments for CFS.
Regarding etiology, women with CFS are more likely to have reduced cortisol levels. Studies published in the
past 8 years provide further support for a multifactorial model in which several factors interact to moderate
HPA axis changes. In particular, low activity levels, depression and earlyife stress appear to reduce cortisol
levels, whereas the use of psychotropic medication can increase cortisol. Addressing these factors—for
example, with cognitive behavioral therapy—can Increase cortisol levels and Is probably the firstine approach
for correcting HPA axis dysfunction at present, as steroid replacement is not recommended. Given what is now
a fairly consistent pattern of findings for the type of HPA axis changes found in CFS, we recommend that future
work focuses on Improving our understanding of the cause and relevance of these observed changes.

Papadopoulos, A, 5. & Cleare, A, J. Nat. Rev. Endocrinol, 8, 22-32 (2012); published onling 27 September 2011; doi:10.1038/nrendo.2011.153
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Van Den Eede et al. (2013)
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Jeugdtrauma en hypofunctie HPA-as (CVS
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Figure. Logarithm-transformed mean salivary cortisol concentrations in response to awakening {A) and mean (SE) areas under the curve (B} in individuals with
chronic fatigue syndrome (GFS) and well confrol subjects randomly identified from the general population in Georgia and stratified by the presence or absence of
histories of childhood trauma (early-life stress [ELS]). There were significant main effects for group indicating decreased cortisol respanse and areas under the

and childhood tfrauma but not in individuals with CFS without childhood trauma relative to control subjects and individuals with CFS
P 05,
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Jeugdtrauma: ontwikkelingsperspectief
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A Twin Study of Chronic Fatigue

Depra BuchwaLp, MD, RicHarD HerreLL, PHD, Suzanne AsuTon, BS, MEecan Becourr, BS,
KAREN ScHMALING, PHD, PATRICK SuLLIVAN, MD, MicHAEL NEALE, PHD, AND Jack Golbeerc, PuD

Objective: The etiology of chronic fatigue syndrome is unknown, but genetic influences may be important in its
expression. Our objective was to assess the role of genetic and envir | factors in unexplained chronic fatigue.
Methods: A classic twin study was conducted using 146 female-female twin pairs, of whom at least one member
reported =6 months of fatigue. After pleting questi ires on symg zygosity, physical health, and a
psychiatric interview, twins were classified using three i ingly stringent definitions: 1) chronic fatigue for =6
months, 2) chronic fatigue not explained by exclusionary medical conditions, and 3) idiopathic chronic fatigue not
explained by medical or psychiatric exclusionary criteria of the chronic fatigue syndrome case definition. Concor-
dance rates in monozygotic and dizygotic twins were calculated for each fatigue definition along with estimates of
the relative magnitude of genetic and environmental influences on chronic fatigue. Results: The concordance rate
was higher in monozygotic than dizygotic twins for each definition of chronic fatigue. For idiopathic chronic
fatigue, the concordance rates were 55% in monozygotic and 19% in dizygotic twins (p = .042). The estimated
heritability in liability was 19% (95% confidence interval = 0-56) for chronic fatigue =6 months, 30% (95%
confidence interval = 0-81) for chronic fatigue not explained by medical conditions, and 51% (95% confidence
interval = 7-96) for idiopathic chronic fatigue. Conclusions: These results provide evidence supporting the familial
aggregation of fatigue and suggest that genes may play a role in the etiology of chronic fatigue syndrome. Key words:
chronic fatigue, twins, concordance, genetics.

Psychosomatic Medicine 63:936-943 (2001)
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Glucocorticoid receptor polymorphisms and haplotypes
associated with chronic fatigue syndrome

M. S. Rajeevan®', A. K. Smith’, . Dimulescu’,
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W. C. Reeves'

"Division of Viral and Rickettsial Diseases, National Center for
Infectious Diseases, Centers for Disease Control and Prevention,
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alleles: one protective and the other conferring risk of
CFS. These results demonstrate NR3C1 as a potential
mediator of chronic fatigue, and implicate variations in
the 5' region of NR3C1as a il hani gt
which the alterations in HPA axis regulation and beha-
vioural characteristics of CFS may manifest.
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CVS en epigenetica
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Fatigue Syndrome
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CVS, HPA-as en epigenetica
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Epigenetic modifications and glucocorticoid ®eree
sensitivity in Myalgic Encephalomyelitis/
Chronic Fatigue Syndrome (ME/CFS)
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CVS, HPA-as en epigenetica

Chronic Fatigue Syndrome and DNA
Hypomethylation of the Glucocorticoid Receptor
Gene Promoter 1F Region: Associations With
Hypothalamic-Pituitary-Adrenal Axis
Hypofunction and Childhood Trauma

Elise Vangeel, MSc, Filip Van Den Eede, MD, PhD, Titia Hompes, MD, PhD, Benedetta Izzi, PhD,
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Kathleen Freson, PhD, and Stephan Claes, MD, PhD

Psychosomatic Medicine 2015

54

28/09/2018

27



28/09/2018

CVS, HPA-as en epigenetica

A B
804 ° o
o s
.
50+ ° 100 o o
g
g o
E «0] ; 204 -
° & =
304 g i i 604 &
: © E
E 204 H E_‘ 404 %
104 20
Conirols cFs p::um Conirols GFS patients
Fi

Vangeel et al., 2015

55

McGowan et al. (2009)

28



CVS, jeugdtrauma en epigenetica

Trauma in CFS
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CVS: epigenetische subtypes?
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Integration of DNA methylation & health
scores identifies subtypes in myalgic
encephalomyelitis/chronic fatigue syndrome

Wilfred C de Vega, Lauren Erdman, Suzanne D Vernon, Anna Goldenberg
&
Patrick O McGowan
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Besluit: CVS: heterogeniteit (allemaal anders)

» Verschillende fenotypes (gebaseerd op symptomen)
» Psychiatrische comorbiditeit
e Somatisch-symptoomstoornis
» Affectieve stoornissen
» Biologische correlaten:
¢ Neuro-endocrien (HPA-as): hypofunctie
« (Epi)genetische verschillen
» Psychologische kwetsbaarheid
e Jeugdtrauma = Maud De Venter
e Persoonlijkheidsdimensies ==—————=> Jela lllegems
* Voorspellende waarde op behandeluitkomst?
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