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* Traumatismes, une préoccupationa l'origine de developments
psychanalitiques, theories psychogéniques (1895-1950).

* La mere schizophrénogene (années 1950-1970). “Toward a theory of
schizophrenia”. Bateson Behavioral Science (1956).

* 1950-1970: début des neurosciences et premiers traitements
neuroleptiques.

e 1976 premieres recherches en génétique (Seymour Kety 1976 Critical
Issues in Psychiatric Diagnosis).

e Retour de I'environnement: 1987: “Is Schizophrenia a neurodevelopmental
disorder” (Lewis and Murray 1987; British medical Journal.
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Is schizophrenia a neurodevelopmental disorder?

A well established fact about schizophrenia is that first degree
relatives have an increased risk of the disorder. Few now
doubt that schizophrenia has a genetic basis, yet its mode of
inheritance has to be explained. Even the identical twin of a
schizophrenic stands a better than 50% chance of escaping
the illness.' Genetic factors are not the whole story.
Kraepelin, who derived the concept of schizophrenia,
considered that both heredity and organic brain disease were
implicated, but somehow the organic aspects were neglected
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graphy, and schizophrenia? The early development of the
central nervous system is characterised not only by cellular
proliferation and neuronal migration but also by cell death."
Complications during pregnancy and at birth can interfere
with this neuronal fallout and impair the organisation of
axonal connections, which leads to immature patrerns of cells
and their projections persisting.'"* Recent neuropathclogical
findings in schizophrenia are suggestive of such neuronal
damage early in life."" "

Les complications
pendant la
grossesse et a la
naissance peuvent
interféerer avec le
déeveloppement
neural normal



A socioneurodevelopmental model of
pSVChOSIS (Howes and Murray; Lancet 2014)
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The environment and schizophrenia
Jin Van Os et al., 2010, Nature




Childhood Adversities Increase the Risk of Psychosis: A Meta-analysis of
Patient-Control, Prospective- and Cross-sectional Cohort Studies

Study
ID

CASE-CONTROL STUDY
Friedman & Harrison, 1984
Convoy et al, 1995 (male)
Convoy et al, 1995 (female)
Furukawa et al, 1998

Agid et al, 1999

Dell' Erba et al, 2003

Giblin et al, 2004

Fennig et al, 2005

Weber et al, 2008

Rubino et al, 2009

Fisher et al, 2010

Husted et al, 2010

Cohen et al, 2010

Daalman et al, in press
Evans, 2011

Heins et al, 2011

McCabe et al, 2012
Varese et al, 2011

Subtotal (l-squared = 76.9%, p = .000)

CROSS-SECTIONAL STUDY

Murphy et al, 1988

Ross & Joshi, 1992

Whitfield et al, 2005

Kim & Kim, 2005

Shevlin et al, 2008

Harley et al, 2010

Shevlin et al, 2010

Bebbington et al, 2011

Subtotal (l-squared = 73.0%, p= .001)

PROSPECTIVE COHORT STUDY
Makikyro et al, 1998

Janssen et al, 2004

Spauwen et al, 2006

De Loore et al, 2007

Schreier et al, 2009

Arseneault et al, 2010
Bartels-Velthuis etal, 2011

Cutjar et al, 2011

Van Nierop et al, 2011

Wigman et al, 2011

Subtotal (l-squared = 67.6%, p= .001)

Overall (I-squared = 72.7%, p = .000)

NOTE: Weights are from random effects analysis
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odds ratio (95% CI)

9.75 (1.72, 55.36)
1.40 (0.45, 4.37)
1.71 (0.52, 5.65)
0.22 (0.10, 0.47)
3.05 (0.92, 10.04)
4.14 (1.49, 11.47)
3.20 (0.49, 20.81)
2.98 (1.11, 8.05)
3.44 (1.37, 8.64)
6.57 (3.48, 12.40)
1.57 (1.08, 2.33)
2.56 (1.08, 6.07)
2.06 (1.37,3.12)
3.08 (1.89, 5.02)
4.40 (1.69, 11.44)
4.35 (2.79, 6.78)
2.87 (1.95, 4.22)
8.12 (2.92, 22.52)
2.72 (1.90, 3.88)

1.49 (0.79, 2.81)
9.61 (4.51, 20.47)
1.86 (1.45, 2.39)
2.76 (1.74, 4.38)
4.53 (2.45, 8.39)
5.20 (1.60, 16.90)
2.79 (2.10, 3.72)
2.74 (1.40, 5.36)
2.99 (2.13, 4.20)

1.25(0.58, 2.72)
13.00 (3.70, 45.67)
2.19 (1.00, 4.80)
2.65 (1.54, 4.56)
1.94 (1.54, 2.44)
3.85 (2.65, 5.60)
3.81 (1.96, 7.41)
2.10 (1.40, 3.15)
3.32(2.69,4.11)
2.91 (2.16, 3.92)
2.75 (217, 3.47)

2.78 (2.34, 3.31)

%
Weight

083 There were significant associations between adversity

1.57
147

2% and psychosis across all research designs, with an overall

150 gffect of OR = 2,78 (95% CI = 2.34-3.31). The integra-

1.87

(Varese & al, Schizaphr Bull2013).

293
2.51
4.37
3.59
3.00
149
4.25
2.80
24.94

245
1.37
243
3.27
443
3.93
282
3.81
4.49
4.21
33.21

100.00

55.4



CHILHOOD TRAUMA AND MENTAL HEALTH
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Mandelli & al., European Pyschiatry 2015

ANXIETY

Name Year Country mboss% Cl)  Weight
1
Afif 2008 United States —— 238 (1.84,311) 1280
Anda 2006 LUnited States -l- 240(210,280) 1647
Couge 2010 United States —o—|- 185(1.31,262)  10.48
Kendler 2000 United States —'0— 258(1.17,560) 368
Bebbingion 2011  United Kingdom -i—t— 349(2.10,570) 712
Benjet 2010 Mexiko _.._ 240(144,388) 685
Charier 2010 Canada —t—i- 200(1.50,270) 1186
Draper 2008 Australia i —— 354 (3.06,4.10)  16.40
Fuiwera 2010 Japan ——t—i— 140(050,420) =223
Gal 2011 lsrael —OI— 233(129,428) 560
Lee 2011 China I* 310(1.11,864) 238
Mofitt 2007 New Zealand —i—o—) 449(150,1350) 211
Skpen 2010 South Africa : 220(060.760) 163
Onverall (P=58.7%, p = 0.004) ¢ 252(212 288)  100.00
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Cougle 2010 Unfied States —— 1.85 (1.31, 2.62) 13.86
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Lindert & al., Int J Public Health (2014)
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Trauma et sa nature transdiagnostique
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Et plus...



Quelle est la nature de | "association entre trauma et psychose?

Meta-analysis examinant l'association entre les differents types de traumatismes et
différents types de dimensions cliniques (Alameda L. et al., Schizophrenia Bulletin 2021 Jul
8;47(4):959-974

Quels sont les mecanimes?

A systematic review on mediatios between adversity and psychosis (Alameda L. et al.,
Psychological medicine 2020 Sep;50(12):1966-1976)



Identification J

I

Screening

Included

Records identified through PsychINFO,
Web of Science, PubMed and Cochrane
Libraries (by May 2019)

(n =6845)

Y

Full-text articles assessed (n
=287)

v

Studies included in
Systematic review
(n=47)

Y

Association Between Specific Childhood Adversities and Symptom Dimensions in
People With Psychosis: Systematic Review and Meta-Analysis

Luis Alameda*!3, Angeline Christy!"%, Victoria Rodriguez""*, Gonzalo Salazar de Pablo*®, Madeleine Thrush',
Yi Shen', Beatriz Alameda®, Edoardo Spinazzola', Eduardo Iacoponi'’, Giulia Trotta®, Ewan Carr’,
Miguel Ruiz Veguilla’, Monica Aas'!*!!, Craig Morgan'?, and Robin M Murray'

Schizophrenia Bulletin 2021 Jul 8;47(4):959-974

® " ®"®
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Childhood trauma Psychosis Dimensions

7379 cases across 47 studies overall
40 studies examining positive, 37 negative, 20
depressive, 9 disorganised and 13 manic dimensions



Summary of the meta-analyses conducted by type of adversity in each of the
dimensions

Figure 1A: Summary of the meta-analyses conducted by type of adversity in each of the clinical dimensions

No.
Dimensions Adversities studies N Correlation coefficient [95% C.1.] P-value
Positive General adversity 30 5088 ’ 0.16[0.12,0.20]  <0.001
Sexual abuse 16 2588 + 0.1410.09, 0.20] <0.001
Physical abuse 13 2260 —- 0.15[0.10,021]  <0.001
Emotional abuse 11 1580 —— 0.16 [0.07, 0.25] 0.001
Physical neglect 10 1151 —r— 0.06 [-0.02, 0.14] 0.124
Emotional neglect 12 1663 —— 0.05[-0.03, 0.13] NS*
Negative General adversity 28 4888 -.- 0.1010.06, 0.14] <0.001
Sexual abuse 16 2097 —’— 0.0510.00, 0.10] 0.037
Physical abuse 14 2455 - 0.09[0.03,0.14] 0002
Emotional abuse 12 1680 —— 0.04 [-0.09, 0.16] 0.568
Physical neglect 10 1151 —— 0.1310.07,0.19] <(0.001
Emotional neglect 11 1580 -4 0.1310.09, 0.18] <0.001
Depressive General adversity 15 3079 + 0.2410.16, 0.32] 0.001
Sexual abuse 12 1597 —— 0.21[0.13, 0.30] 0.001
Physical abuse 9 1296 —— 0.16 [0.06, 0.26] 0.001
Emotional abuse 8 1060 —— 0.32[0.20, 0.42] 0.001
Physical neglect 832 — 0.16 [0.00, 0.32] 0.047
Emotional neglect 7 832 —_—— 0.20 [0.07, 0.32] 0.004
Disorg. General adversity 7 967 - —— 0.10[0.03, 0.16] 0.003
Sexual abuse 3 375 —_— 0.10 [-0.04, 0.24] 0.157
>
_’_
_’_
—
I G

0.2

0.0 0.2 0.4

*NS = non-signifiant P-value. These results are adjusted for publication bias by the 'Trim-and-fill' procedure because considerable publication

bias was found as reflected by a significant Egger test (p = 0.007).

Abuse associated with hugher positive
symptoms

specificity

Neglect associated with higher
negative symptoms

All forms of trauma led to higher severity of
depressive symptoms (gender differences)

Weak evidence addressing manic and disorganized



TRAUMA, subtypes
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Unravelling psychosis: psychosocial epidemiology,
mechanism, and meaning

Paul BEBBINGTON Shanghai Archives of Psychiatry, 2015, Vol. 27, No. 2

Figure 1. Modelling psychosis symptoms:
topographical model of psychosis symptoms

Core symptoms
e hallucinations

e delusions
e thought
disturbance

Ancillary symptoms
e depression
e anxiety

s Worry
e low self-esteem
e dissociation

e insomnia

e nightmares

L'influence des facteurs sociaux dans la psychose est significativement médiatisée
(expliquée) par les symptomes non psychotiques, en particulier les symptomes de
I'humeur et d'autres domaines de |'affect tels que I'anxiété ou la dissociation, ainsi
qgue des biais cognitifs



Model intégreé (cognitive et affective)
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Garety et al., 2007 Psych. Med
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Implication des symptomes PTSD

Dissociation et mémoires intrusives, flash backs

\

Abus,
négligence

Hallucinations

Paranoia

Symptomes de PTSD en tant que
mécanisme potentiel médiatisant

I'événement traumatique et la

psychose

Garety et al., 2007 Psych. Med
Ross et al., 2009 (Greenleat Book Group)



Figure 1. Flow chart A systematic review on mediators between
adversity and psychosis: potential targets

Initial search of PsycINFO, Web of Update search of PsycINFO, Web of fO I t I’eatm e ﬂt

Science and PubMed yielded 1928 Science and PubMed ion limiting search to
articles rd
papers from 2018- the 24 of July 2019

‘ yielded 382 articles Luis Alamedal:234 (), Victoria Rodriguez!, Ewan Carr®, Monica Aas'*,

- Giulia Trottal, Paolo Marino!, Natasha Vorontsova’, Andrés Herane-Vives®?,
Romayne Gadelrab®, Edoardo Spinazzola®%, Marta Di Fortil*!, Craig Morgan'?
and Robin M Murray!

Psychological Medicine 2020 Sep;50(12):1966-1976)
19 articles in clinical samples

. P - = -
—» —
- 4 in First-Episode of Psychosis patients

-3 in Ultra high risk population Childhood trauma Mediation
- 12 in non early psychosis patients

2310 articles identified

\ 4

v

48 articles included in the systematic review

Psychosis

-27 in general population

-2 biological papers 82 352 SUbJeCtS frOm GP and 3189 frOm Cllnlcal

studies



Percentage de la association entre trauma et psychose expliquée

Percentage of total effect mediated
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1. Appiah-Kusi; 2. Bortolon; 3. Chatziioanni; 4. Choi; 5. Cole; 6. Fisher; 7. Gibson; 8. Goodall; 9. Hardy; 10. Lincoln; 11. Marwaha; 12.
McCarthy; 13. Murphy; 14. Peach; 15. Perona-Garcelan A; 16. Perona-Garcelan B; 17. Schalinski; 18. Sheinbaum; 19. Sitko; 20. Sun; 21. Van Nierop;
22. Varese; 23. Wolke; 24. Yamasaki;

Note: where authors appears more than once, this indicates that multiple analyses were carried out for this same set of predictor, group, and outcome.
See tables for details.
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Cibles potentielles pour des patients psychotiques traumatisés

MEDIATORS

TARGET 4

Loneliness

TARGET 2

Post Traumatic Symptoms

A =] C
adversity, /

predominantly
abuse

TARGET 1

, Delusions
Negative schemas about
self, world, others

PTSD
PTSD Symptoms
A%Dp Symptoms

dissociation > OR :
i dissociation

Hallucinations

TARGET 3

S Mood Symptoms




La maltraitance est liée a des symptomes positifs, tandis que la négligence est liée a des
symptomes négatifs, suggérant des voies/mécanismes spécifiques.

Toute forme d'adversité est associée a une plus grande sévérité des symptomes dépressifs.

Les liens entre |'adversité et la psychose sont partiellement médiatisés par la dissociation,
les symptomes du PTSD, les schémas négatifs sur soi-méme, le monde et les autres, et des
niveaux elevés de dépression et d'anxiété.

Ces meédiateurs (non-psychotiques) doivent étre systématiquement évalués chez les
patients atteints de psychose. Les traiter avec des moyens thérapeutiques spécifiques
pourrait étre un complément utile a celui du traitement direct des symptomes
psychotiques.



Questions?

Email luis.alameda@chuv.ch
Twitter: @luisalamedaferl



