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Postpartale Depression



Ostrogen

Progesteron /\/\AMMM%MM

Akute postpartale Subakute postpartale Verzogerte postpartale
Phase Phase Phase
o
> g Postpartale Depression
Anpassungsstoérung ~Q Y% *
Baby blues ~17 % *
~85% *

Postpartale Depression:
(Zusatzcodierung zu Depression)

ICD-11: Bis 6 Wochen postpartal
DSM-5: Bis 1 Jahr postpartal

Nehls et al. Vorhersage und friihzeitige Identifikation einer postpartalen Depression:
Ergebnisse der longitudinalen RiPoD-Studie im Kontext der Literatur. Nervenarzt 2024



EPDS: Edinburgh Postpartum Depression Scale

Mit Genehmigung von: Natalia Chechko und Susanne Nehls, Uniklinik RWTH Aachen

BDI / BDI-II:

» Veranderung Appetit

* Weinen

* Ermidung / Erschdpfung
« Veranderung Sexualitat

* Energieverlust

» Schlaf

Anhedonie

Angste

1. Ich konnte lachen und das Leben von der
heiteren Seite sehen:

0 O Genauso oft wie friher

1 O Nicht ganz so oft wie friher
2 0O Eher weniger als friher

3 O Uberhaupt nie

6. Mir ist alles zuviel geworden:

3 0O Ja, ich wusste mir dberhaupt nicht mehr zu
helfen

2 0O Ja, ich wusste mir manchmal Gberhaupt nicht zu
helfen

1 0O Nein, ich wusste mir meistens zu helfen

0 O Nein, ich konnte alles so gut wie immer
bewaltigen

2. Es gab vieles, auf das ich mich freute:

0 O So oft wie friher

1 O Eher weniger als friher
2 O Viel seltener als friher
3 O Fast gar nicht

7. Ich war so ungliicklich, dass ich kaum
schlafen konnte:

3 0O Ja, fast immer

2 0O Ja, manchmal

1 O Nein, nicht sehr oft
0 O Nein, nie

3. Ich habe mich unberechtigterweise schuldig
gefiihit, wenn etwas danebenging:

3 0O Ja, sehr oft

2 0O Ja, manchmal
1 O Nicht sehr oft
0 O Nein, nie

4. Ich war dngstlich und mache mir unnétige
Sorgen:

0 O Nein, nie

1 0O Ganz selten

2 0O Ja, manchmal
3 0O Ja, sehr oft

8. Ich war traurig und fiihite mich elend:

3 0O Ja, sehr oft

2 0O Ja, ziemlich oft

1 O Nein, nicht sehr oft
0 O Nein, nie

9. Ich war so ungliicklich, dass ich weinen
musste:

3 0O Ja, sehr oft

2 0O Ja, ziemlich oft
1 O Nur manchmal
0 O Nein, nie

5. Ich fiihle mich verdngstigt und wurde panisch
ohne wirklichen Grund:

3 0O Ja, ziemlich oft

2 0O Ja, manchmal

1 O Nein, fast nie

0 O Nein, Uberhaupt nie

10. Gelegentlich kam mir der Gedanke, mir
etwas anzutun:

3 0 Ja, oft

2 O Manchmal
1 0O Selten

0 O Nein, nie

Depression

(Cox et al., 1987
Bergant et al.,1998)



Mit Genehmigung von: Natalia Chechko und Susanne Nehls, Uniklinik RWTH Aachen

AS = Anpassungsstorung
PPD = Postpartale Depression

MHC ENAS MPPD

Stimmung: EPDS

Nov 2015 — Aug 2018 | — -
316 Frauen 9% 'y

12 — —’—-——.
- 6
14% e
« Nov 2018 — Feb 2020 AS - - o o 2
« 250 Frauen o Woche

Stimmung: online Umfrage

R Fcomtoronn

1 2 3 4 5 6 7 8 9 10 11 12
Woche

10% 10

Mar 2020 - Dez2023 . PPD
» 368 Frauen

L‘-_

Chechko et al. Journal of Personalized Medicine 2022
Hahn et al. Transl Psychiatry 2021



Pramenstruelles Syndrom, Baby Blues und PPD

Maternity Blues Questionnaire (MBQ) Premenstrual Tension Syndrome Scale (PTSS)
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Chechko et al. Baby blues, premenstrual syndrome and postpartum affective disorders: Nehls et al. Nervenarzt 2024

intersection of risk factors and reciprocal influences. BJPsych Open. 2023 Dec 4;10(1):e3.



ZuranOIOI'] bei PPD: Neuroaktives Steroid

Pos. Allosterischer GABAA Modulator

' Nicht an BZO-Bindungsstelle
Phase Il Studie 0
Treatment
period
0 F i
FIGURE 3. HAM-D response and remission (full analysis set) in a trial
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Deligiannidis et al. Zuranolone for the Treatment of Postpartum Depression. Am J

Psychiatry. 2023



Zuranolon als schnellwirksames AD bei Depression?

3. Tag (HDRS) 42. - 45. Tag (HDRS)

A Zuranolone  Placebo Hedges's g Weight C Zuranolone Placebo Hedges's g Weight
Trials Mean SD Mean SD with 85% CI (%) Trials Mean SD Mean SD with 85% ClI (%)
Change from baseline in HAM-D at 3 days for PPD Change from baseline in HAM-D at 45 days for PPD
NCT02978326 4125 811 .98 817 —f— -0.33[-085 -0.01] 10.18 NCT02978326 -192 889 -151 912 —_—f— 045(-0.78, -0.13] 9.81
NCT04442503 96 740 83 740 —— 043[-0.71, -0.15] 11.83 NCT04442503 -17.7 840 -148 9.09 —— -0.33[-0.63, -0.03] 10.84
Heterogeneity: 7 =0.00, I’ = 0.00%, H” = 1.00 - -0.39[-0.60, -0.17) Heterogeneity: T = 0.00, I = 0.00%, H* = 1.00 P -0.39(-0.61, -0.17)
Test of overall effect: z = -3.57, p = 0.000 PPD: -0'39 Test of overall effect: z = -3.44, p = 0.001 PPD: '0.39
Change from baseline in HAM-D at 3 days for MDD Change from baseline in HAM-D at 42/43 days for MDD
NCT03672175a <71 603 87 576 —l—-007[-029, 0.15] 1540 NCT03672175a 115 828 -11.7 744 0.03[-0.21, 0.26) 1542
NCT03672175b 83 600 -67 576 —l—| -027([-049 -0.05] 1545 NCT03672175b 119 781 -11.7 744 -0.03[-0.26, 0.21] 1527
JapicCTI-205276a 26 330 -15 324 —— -031[-062 -0.01] 1085 JapicCT1-205276a -10.7 693 -85 688 -0.32[-064, 0.00) 9.86
JapicCTI-205276b 27 326 -15 3.24 | -0.36[-0.67, -0.05] 10.71 JapicCTI-205276b 101 683 -85 688 -023[-056, 0.09] 969
NCT03000530 -174 879 -103 882 e s 0.80([-1.23 -037] 677 NCT03000530 146 979 -12.3 9.88 -0.23[-065 0.18] 653
NCT04442490 98 652 68 655 - -0.46[-063, -0.29] 18.81 NCT04442490 -135 979 -126 982 -0.09[-0.28, 0.08] 2258
Heterogeneity: € =0.02, I = 60.08%, H* = 2.51 - -0.34[-0.51. -0.18) Heterogeneity: T =0.00, I’ = 0.00%, H* = 1.00 < -0.10[-0.21, -0.00]
Test of overall effect z = -4.07, p = 0.000 MDD: -0.34 Test of overall effect: z = -1.97, p = 0.049 MDD: -0.10
Overall - -0.35[-0.48, -0.22) Overall > -0.17[-0.28, -0.06]
Heterogeneity: T =0.01, I* = 45.88%, H* = 1.85 Bt | [Pty Heterogeneity: T = 0.01, I = 28.65%, H' = 1.40
TaeLotoverl siteck 2 =278 *0.000 r U T Test of overall effect: z = -2.91, p= 0.004 Favours zuranolone Favours placebo
s 15 -1 -5 0 - - 3 L

R an

Li et al. Efficacy and safety of zuranolone for the treatment of depression: A systematic
review and meta-analysis. Psychiatry Res. 2024



Lebensstil und Depression



Sportinterventionen in der Depressionsbehandlung:

Netzwerk-Meta-Analyse

Cognitive
behavioural therapy

+ strength

Exercise + SSRI

Mixed aerobic
exercises
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Physical activity
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jogging
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X/
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Relaxation

k = 218 Studien SSRI Tai chi or qigong
n 14170 Strength

Noetel et al. Effect of exercise for depression: systematic review and network meta-

analysis of randomised controlled trials. BMJ. 2024

Risk of bias
™ High =~ Some concerns ™ Low

-
o
o

o]
o

Percentage of studies
(o))
o

N
o




Sportinterventionen in der Depressionsbehandlung:

Netzwerk-Meta-Analyse

Clinically important benefit

Dance
Walking or jogging

Cognitive behavioural therapy

Yoga

Exercise + SSRI

Aerobic exercise + therapy
Strength

Relaxation

Mixed aerobic exercises

Tai chi or gigong

Aerobic exercise + strength
Cycling

SSRI

Physical activity counselling
Waitlist control

Hedges'g
(952 Crl)

Hedges'g No
(952 Crl)

Equivalent to active control
Poorer outcomes or higher depression

K SUCRA

—— | -0.96 (-1.36t0-0.56) |107 5
- | -0.63(-0.80t0-0.46) 1210 51

- | -0.55(-0.75t0-0.37) 712 20

- ! -0.55(-0.73t0-0.36) 1047 33
—o— 055(0.86t0-023) 268 11
—o— i -0.54(-0.76 t0-0.32) 404 15
—o—! 049 (-0.69t0-029) 643 22
0.44(-0.71t0-0.16) 234 6

-0.43(-0.61t0-0.25) 1286 51

-0.42(-0.65t0-0.21) 343 12

-0.33(-0.50t0-0.16) 1036 28
-0.30(-0.60to 0.01) 243 11
-0.26 (-0.50t0-0.01) 432 16
-0.07(-0.30to 0.16) 256 4
0.35(0.19to 0.51) 1303 53

I
4
feend®_ @ L.

-15 -10 -05 0 05 15

Noetel et al. Effect of exercise for depression: systematic review and network meta-
analysis of randomised controlled trials. BMJ. 2024

0.95
0.75
0.58
0.57
0.85
0.62
0.66
0.57
0.41
0.42
0.25
0.36
0.20
0.01

Predicted effect size (g)

-0.4
-0.6
-0.8
-1.0
-1.2
-1.4
-1.6

K=218
N = 14170
Diagnose oder cut-off

Light Vigorous
(eg, walking) (eg, running)
____________________ Clinically important difference
_________-_-"‘-———___

3 4 5 6 7 8 9 10
Intensity of exercise programme (METSs)



Clinical guidelines for the use of lifestyle-based | WORLD FEDERATION OF SOCIETIES

mental health care in MDD OF BIOLOGICAL PSYCHIATRY

I I Smoking

—— —— Physical cessation Work-directed Mindfulness- rsnt;izsgemen t
activity (Section 4.2, interventions based therapies .
DECISION RECOVERY (Section 4.1) Implementation (Section 4.3) (Section 4.4) and relaxation
ADDITIONAL consideration 9) (Section 4.4)
THERAPIES
———————————————————————————— > Alcohol and
Dietary Sleep Social Green space substance
interventions interventions connectedness interaction management*
PHARMACOTHERAPY (Section 4.5) (Section 4.6) (Section 4.7) (Section 4.8) (Implementation
consideration 9)
___________________ S —— If available alnd required

! ! l

Incorporate family, carers, Use digital delivery platforms Consider allied health professional

peer and c.ultural'suppons (implementation consideration 8) > Involvement
—————————————————— p— ——> (Implementation consideration 7) (Implementation consideration 9)

PSYCHOLOGICAL INTERVENTIONS

LIFESTYLE APPROACHES

Marx et al. Clinical guidelines for the use of lifestyle-based mental health care in major
depressive disorder: World Federation of Societies for Biological Psychiatry (WFSBP) and
Australasian Society of Lifestyle Medicine (ASLM) taskforce, World J Biol Psych 2023



Teilnahmerate an Bewegungsprogrammen in
Psychiatrischen Kliniken hat zugenommen

2013 2024
n =48 (87%) n =28 (44%)

Im Durchschnitt 3.35 Stunden pro Woche (SD: 1.67)

e
]
i

e
=
L

25%
20%

[}
[y}
i

[7%]
=
L

[
[y}
i

15%

10%
0%

<26% of patients 26%—50% of patients 6’\"‘ °\° °\° o;’\“ °\° 03’\‘-" cg\" (§\° °\° °
Percentage of patients attending N ‘L o} M A\ o) ,\Q
physical activity programs & q,Q OJQ 59 (QQ Q;.Q /\Q CbQ Q}Q

Number of respondents
s o o

]

=
L

) Imboden, Lindenmann, Gerber et al., in



PACINPAT - Anderung Gesundheitsverhalten

Ziel: Steigerung objektiv gemessener Aktivitat (Aktigraphie)

6 — 8 Wochen stationar

IIIIIIIIIIIIIIII

BL

12 Monate ambulant

MoVo

LISAA

2x Beratung
Zur Bewegungs-
forderung

Telefoncoaching (MoVo-LISA)

| Schliisseldeterminanten:

* Selbstwirksamkeit

» Ergebniserwartung

Keine Intervention

» Barrieren managen

| * Umsetzungsabsichten
» Bewaltigungsstrategien

T2

6 Wochen
nach Austritt

FU Fuchs, 2003
Gohner & Fuchs 2007

12 Monate
nach Austritt

15



Nur 20% mit >20 Coachings

Tagliche moderat-intensive Bewegung
(Aktimeter)

100

15

Early Dropout (1= 18) 90
I'_‘_'I

80

10

70

Intervention group

T'_"_':"
I

Low Dose (n=37) High Dose (1 = 40)

60
50

Number of participants

5

40

Ll :

10

I
Minutes per day

’ '
—— i
PR ——— ———

= = = Control group

20 30

Number of coaching sessions

Baseline Post Follow-up

Cody...Imboden... et al,, BMC Psychiatry 2023 Kreppke....Imboden...et al. Transl Psychiatry 2024



Mediterranean Diet




Diat und Depression — Umbrella Review

Odds ratio
(95% CI)

nof  Reference n of events (cases)/ .
Study studies design total (controls) Comparison
Healthy diets
Lai et al, 2014 13 9CS§,4C 2833/83226 high vs low
Lassale et al, 2019" 6 3CS§,3C 4643/51716 high vs low
Lietal, 2017 21 6CS,11C,4CC  9100/62138 high vs low
Matison et al, 2021 7 1C TOR0/T5963 high vs low
Molendijk et al, 2018 12 12C NA/1I05 494 high vs low
Nicolaou et al, 2019 6 6CS 493223107 high vs low
Nicolaou et al, 2019 3 3iC 2966/13295 high vs low
Wu et al, 2020° 18 11CS,6C, 1 RCT NA/M5972 high vs low
Wu et al, 2020% 8 6CS,4C NA high vs low
Mediterranean diet
Lassale et al, 2019 6 2CS§,4C 61954/41289 high vs low
Matison et al, 2021 3 iC 1219/10343 high vs low
Molendijk et al, 2018 5 5C NA/38 366 high vs low
Nicolaou et al, 2019 6 6CS 4932/23107 high vs low
Nicolaou et al, 2019 3 3C 2966/13295 high vs low
Psaltopoulou et al, 2013 9 8C,1Cs 2203/17064 high vs low
Shafiei et al, 2019 LS 4C 903/31746 high vs low
Shafiei et al, 2019 9 9Cs NA/9409 high vs low
DASH
Lassale et al, 2019 4 3C§5,1C 587/20472 high vs low
Nicolaou et al, 2019 6 6CS 4932/23107 high vs low
Nicolaou et al, 2019 3 3C 2966/13295 high vs low
Vegetarian diets
Askari et al, 2020 10 6CS5,4C NA/22391 depression vs no depression
Fazelian et al, 2022 [ 6CS NA/06004 semiveget vs omnivores
Fazelian et al, 2022 2 2C8 NA/M91272 vegan vs omnivores
Iguacel et al, 2020 2 2CS8 1168/8486 veget/vegan vs omnivores
Dietary Inflammatory Index
Chen et al, 2021 8 8CS 6432/52360 high DII vs low DII
Chen et al, 2021 5 5C 5854/55392 high DII vs low DII
Lassale et al, 2019 9 5C,4Cs 6152/65666 low DII vs high DIT
Matison et al, 2021 3 ic 1244/7826 high DII vs low DII
Tolkien et al, 2019 11 7C,4CS NA/101950 high DII vs low DII
Wang et al, 2019 6 4C,2Cs 4864/49584 high DII vs low DII
Western diet
Lai et al, 2014 S 2CS,2C 1000/60868 high vs low
Liet al, 2017 17 5CS,9C,3CC 7331/40975 high vs low
Matison et al, 2021 7 7C 4956/79917 high vs low
Molendijk et al, 2018 10 10C NA/Z4 870 high vs low

0.84 (0.76; 0.92)
0.65(0.50; 0.84)
0.64 (0.57; 0.72)
0.97 (0.95; 1.00)
0.77(0.67; 0.89)
0.93 (0.88; 0.98)
0.95 (0.84; 1.06)
0.85 (0.78; 0.92)
0.70(0.56; 0.86)

0.69 (0.59; 0.82)
0.93(0.81; 1.04)
0.75 (0.67; 0.84)
0.87 (0.84; 0.91)
0.88 (0.80; 0.96)
0.68 (0.54; 0.86)
0.95 (0.79; 1.16)
0.72 (0.60; 0.87)

0.90(0.73; 1.12)
0.94 (0.87; 1.01)
0.90(0.84; 0.97)

1.02 (0.84; 1.25)
1.86 (1.42; 2.44)
0.93(0.37; 2.29)
2.14(1.11; 4.15)

1.26 (1.17; 1.37)
1.21(1.12; 1.32)
0.71 (0.60; 0.84)
1.33(1.04; 1.70)
1.40 (1.21; 1.62)
1.23(1.12; 1.35)

1.17(0.97, 1.41)
1.18 (1.05; 1.34)
1.15(1.04; 1.26)
1.05 (0.99; 1.12)

0.5

1.5

* Mediterrane Diat
 Tiefer Entzindungsindex
* Hohe Heterogeneitat

* Tiefe Qualitat der Evidenz

Gianfredi et al. Association between dietary patterns and
depression: an umbrella review of meta-analyses of
observational studies and intervention trials. Nutr Rev. 2023 Feb
10;81(3):346-359.



RCTs: Diatinterventionen bei Depression

PREDI-DEP trial:
N = 132: >1 depressive Episode — in Total- oder Teilremission

* Remote nutrition counselling and olive oil Standardized mean

. Study Intervention Control condition Length (weeks) difference SMD 95%CI Weight
 Control: Usual care

Keine Unterschiede der Riickfallraten (Prim. Outcome) AguilarLatorre etal (2022) Composite  Non-interactive 6 + 057 (-087,0.26) 21.4%
Bayes et al (2022) MD-only Interactive 12 —— -1.20 (-1.70,-0.70) 17.1%

Change in BDI-Score from Baseline Botetal (2019) Combined Non-interactive 48 g -0.07 (-0.17; 0.04) 24.6%

3 2 1 0 1 2 3 Jacka et al (2017) MD-only Interactive 12 —F— -0.67 (-1.12; -0.22) 18.2%

4 months* * Parletta et al (2019) Combined Interactive 12 ——1— -0.33 (-0.76; 0.10) 18.7%

8 months* * Random effects model S M D — 0' 5 3 --- -0.53 (-0.90; -0.16) 100.0%

Prediction interval —r— (-1.86; 0.81)

16 months Heterogeneity: I° = 87.1%, P < .001 2 -1 0 1 2

| depressive symptoms 1 depressive symptoms

20 months* *
Figure 1 Pooled standardized mean difference for the effect of Mediterranean diet interventions vs control conditions on depres-
sive symptom severity in young and middle-aged adults with depression. Negative SMD values favored the MD intervention in reduc-
24 months
M Intervention m Control
Cabrera-Suarez et al. Mediterranean diet-based intervention to improve Bizzozero-Peroni et al. The impact of the Mediterranean diet on alleviating
depressive symptoms: analysis of the PREDIDEP randomized trial. Nutr depressive symptoms in adults: a systematic review and meta-analysis of

Neurosci. 2024 Sep;27(9):951-961. randomized controlled trials. Nutr Rev. 2024 Jan 14:nuad176.




Bipolare Storung



Pradominante Polaritat

Males (7=37) Females (/7=58)
OXC} Ofo
—
27 | 46 | 27 57 | 33 10
Type: Dm ™MD  Md Pm MDD  Md

Dm = Prevailingly depressive type
MD = Bipolar tape
Md = Prevailingly manic type

Angst 1978: the course of affective disorders, Arch
Psychiatr Nervenkr

Barcelona Proposal:
Kriterium: 2/3 der Episoden

* Manischer Typ: 26% (17 — 34)

« Depressiver Typ: 21% (12 = 55)

 «Undetermined»: 47% (28 —58)

Garcia-Jiménez et al. Epidemiological and Clinical Variables Related with the
predominant Polarity on Bipolar Disorder: A Systematic Review.
Rev. Psiquiatr. Salud Ment. 2019



Unbestimmte Polaritat: Suizidversuche, Aggression, rapid Cycling,
Saisonalitat

70.00%

63.20%

60.00%

52.80%

50.00%
44.90%

40.00%

31.20%
29.40%

16.20%

36.20%
27.40%
19.90%
13.20% 13.20%
11.40%
9.10%

30.00% 29%

22%
20.00%
- I I I

UNDETERMINED PP DEPRESSIVE PP MANIC PP
m Suicide attempts ® Aggressive behaviour  m Psychotic symptoms © Rapid cycling = Seasonal Pattern

Fico et al. The Mixed Tendency in Bipolar Disorder: An Operational Proposal for the Integration of Mixed Episodes in
Predominant Polarity. J Clin Med. 2023 Nov 29;12(23):7398.



# gemischte Episoden

Mixed Tendency = # Episoden

«Mixed phenotype»:

- 25% der Episoden
= gemischt

UPP MPP DPP
Predominant Polarity

Figure 1. Bar plot of the Mixed Tendency (Y-axis) according to the Predominant Polarity.

Fico et al. The Mixed Tendency in Bipolar Disorder: An Operational Proposal for the
Integration of Mixed Episodes in Predominant Polarity. J Clin Med. 2023 Nov
29;12(23):7398.



NNT Prevention depression

Polarity-Index = — e i

Polaritat und Therapiewahl

Undetermined

Depressive

Quetiapine | Asenapine Ziprasidone @ Risperidone J Paliperidone

o e

Antidepressant Mixed Antimanic
predominance Predominance? predominance

Aripiprazole

Fico et al. The Mixed Tendency in Bipolar Disorder: An Operational Proposal for the Integration of Mixed Episodes in Predominant Polarity. J Clin Med.
2023 Nov 29;12(23):7398.

Vieta, E., Berk, M., Schulze, T. et al. Bipolar disorders. Nat Rev Dis Primers 2018:4



Kaum Switch-Risiko fiir Antidepressiva bei bipolarer Storung

Switch Risiko

Amitriptyline

Comparison: other vs 'Placebo’

Desipramine Amineptine

Treatment (Random Effects Model) RR 95%-ClI
Amitriptyline == 0.31 [0.01; 7.82]
Fluoxetine gomelatine L-sulpiride L ] 0.31 [0.00; 20.55]
Amineptine — 0.33 [0.04; 2.73]

Placebo 1.00
Paroxetine . 1.13 [0.54; 2.37]
Agomelatine — 1.17 [0.40; 3.40]
enlafaxine Fluoxetine — 1.27 [0.43; 3.75]
Tranylcipromine —E 1.66 [0.27; 10.25]
Moclobemide — 2.12 [0.42; 10.72]
Imipramine T 2.76 [0.80; 9.58]
L-sulpiride Tranylcipromine Buproplo_n - 2.89 [0.18; 47.45]
Venlafaxine —1T— 453 [0.47; 43.25]
Desipramine 6.60 [0.19; 228.68]
_ Sertraline +——+— 8.88 [0.70; 113.16]

Sertraline [ I I 1

0.01 0.1 1 10 100

Risk Ratio

La Spina E., Oliva V., Paolucci S., Fico G, De Prisco M., Murru A., Comparelli A., Pompili M., Vieta E. Antidepressants induced switch to
mania in bipolar depression: Systematic Review and Network Meta Analysis, Poster ECNP 2024



Pharmakotherapie



Hoher Placeboeffekt bei Depression

Placebo Effekt Pharmakotherapie

Cohen's d
0.6 0.8

o
o
N
o
M
[EEY
=
N
=
1N

Depression

Generalisierte Angststarung
Panikstorung

ADHS

PTBS

Soziale Phobie

Manie

Zwangsstorung

Schizophrenie

Bschor et al. Differential Outcomes of Placebo Treatment Across 9 Psychiatric Disorders:
A Systematic Review and Meta-Analysis. JAMA Psychiatry. 2024

1.6

K =90
N = 9985
Placeboeffekt:

» Echter Placeboeffekt
e Naturlicher Verlauf
« Unspezifische Effekte




Antidepressiva: Absetzphanomene

AD PLC

Absetzphanomene (>1) 31% 17%
Schweres Absetzphanomen 2.8% 0.6%

Risiko abziiglich unspezifischer Faktoren 15%

Statistics for each study

Eventrate Lowerlimit Upperlimit Total*

Bakish et al, 2014 L 0-06 004 011 12/186 X
Baldwin et al, 2006b : — . 019 013 027 24/124 Fluoxetin
Favaetal, 1997 ' » 022 0.06 058 2/9
Hartford et al, 2007 : —_—. 015 009 023 15/101 .
Higuechi et al, 2016 — 025 019 032 46/183 Sertralln
Ivgy-May et al, 2015 L - 003 00 008 4135 .
Jain etal, 2013 : = 009 0.06 013 27/300 Citalopram
Kapanen et al, 2007 : —a— 016 011 024 21/130
Liebowitz et al, 2009 : —— 029 022 036 46/159 i
Mantgomery et al, 2013 ' —a— 008 0-06 012 23/279 Duloxetin
Montgomery et al (fixed), 2009 H —u— 0-27 0-23 031 123/462 .
Montgomery et al (flexible), 2009 | —— 027 on 031 156/683 Paroxetin
Oehrberg et al, 1995 : —a— 013 007 026 7i52 .
Perahia et al, 2009 o — 008 003 020 4/48 Fluvoxamin
Perahia et al (acute), 2005 : —B— 023 019 027 87/380
Perahia et al (extension), 2005 A 002 0-00 008 2/101 P
Rickels et al, 2010 : —a— 0-28 022 035 52/185 Escita lopram
Rosenthal et al, 2013 ' —— 014 010 018 38/276 . .
Saxeetal, 2012 ; . 019 015 024 69/359 (Desvenlafaxin &) Venlafaxin
Stein et al, 2008 : L 043 031 056 25/58
Steiner et al, 2005 : —a— 013 0-08 021 15/114 i i
Tourian etal, 2009 ; — = 042 03 049 P Imipramin
Pooled ; = 017 014 021
Prediction Interval ' 017 0-06 041

T T T T 1

0 015 030 0-45 060

Henssler et al. Incidence of antidepressant discontinuation symptoms: a systematic
review and meta-analysis. Lancet Psychiatry. 2024

o
=S

K=179
N = 21002

Hohe Heterogenitat!

Event-Rate Absetzphdanomene

5% 10% 15% 20% 25% 30% 35% 40% 45%

50%



. . . . —> Profitieren von Behandlung, aber mehr
Depression mit Kindheitstrauma Restsymptome.
- Evidenzbasierte Behandlung auch bei
Kindheitstraumata

Pharmacotherapy Psychotherapy
1.5 1.5
—— Childhood trauma
—— No childhood trauma
=
4? 1.0 = 1.0
o g
& i
0o _
2 057 g8 03
0 T 0 I
Baseline After treatment
Time

Childhood Trauma Meta-Analysis Study Group. Treatment efficacy and effectiveness in adults with major depressive disorder and
childhood trauma history: a systematic review and meta-analysis. Lancet Psychiatry. 2022 Nov;9(11):860-873.



Kognitive Symptome der Depression:
Nur Vortioxetin und Duloxetin haben positive Effekte

Citalopram

Placebo

Fluoxetine

Amitriptyline
Mirtazapine

Escitalopram

/ Venlafaxine

Sertraline Vortioxetine
Paroxetine ~ Duloxetine
Bupropion

Comparison: other vs 'Placebo’
Treatment (Random Effects Model) 95%-Cl
Vortioxetine - 0.23 [0.11; 0.36]
Duloxetine T 0.10 [-0.04; 0.25]
Placebo 0.00
Paroxetine — -0.01 [-0.40; 0.38]
Citalopram — -0.04 [-0.40; 0.32]
Escitalopram =8 -0.10 [-0.30; 0.10]
Sertraline — -0.16 [-0.60; 0.29]
Mirtazapine — 1T -0.18 [-0.72; 0.35]
Fluoxetine — T -0.43 [-0.92; 0.06]
Bupropion 3 -0.33 [-1.01; 0.35]
Venlafaxine —= -0.33 [-0.80; 0.13]
Amitriptyline |_T— | | -0.50 [-0.97,-0.02]

-1 05 0 0.5 1

Hedges' g

Hedges' g for central treatments in the evidence network
(Effects are relative to placebo and square brackets indicate 95% Cl)

Cognitive Test

Vortioxetine

Duloxetine

Escitalopram

Paroxetine

DSST

TMT-A

Stroop
Congruent

TMT-B

Stroop
Incongruent

RAVLT

Sigurd Dglven, Marcin Moron, Maria Semkovska, ePoster ECNP 2024, P5128

0.23[0.11; 0.36]
0.10[-0.10; 0.31]
0.24[0.04; 0.43]
0.29[0.17; 0.41]
0.15[-0.10; 0.41]

0.25[0.12; 0.38]

0.10[-0.04; 0.25]
0.12[-0.10; 0.31]
0.09 [-0.20: 0.38]
0.17[-0.02; 0.36]
0.16 [-0.22; 0.54]

0.30 [0.15; 0.46]

-0.10[-0.30; 0.10]
-0.10[-0.30; 0.10]
-0.12[-0.62; 0.38]
0.04 [-0.22; 0.29]
-0.18[-0.77; 0.41]

0.02 [-0.20; 0.25]

-0.01 [-0.40; 0.38]

0.28 [-0.15; 0.71]

0.31[-0.10; 0.72]

0.10[-0.25; 0.29]

0.24[-0.24; 0.71]

NA




Antidepressiva bei alteren Patienten: Verbesserung Kognition

Standardized Mean Change
Antidepressant Study (95% CI)
Citalopram Diaconescu et al., 2011 (30) } - i 0.89 (0.33, 1.44)
Citalopram Marano et al., 2015 (38) } - 4 -0.03(-0.54, 0.47)
Dothitepin Trick et al., 2004 (45) e 0.47 (~0.16, 0.49) Memory and learning
Escitalopram Beheydt et al., 2015 (26) LS - ! 0.44 (-0.12, 1.01) ES = 0'2 54
Fluoxetine Doraiswamy et al., 2003 (31) —— 0.31(0.09, 0.53)
Nortriptyline Doraiswamy et al., 2003 (31) —— -0.21(-0.41, -0.01) N ur p re- post
Sertraline 1 Doraiswamy et al., 2003 (31) — 0.29 (0.14, 0.44)
Sertraline 2 Doraiswamy et al., 2003 (31) — 0.31(0.16, 0.46) 2 Studien mit Placebo Arm
Sertraline 3 Doraiswamy et al., 2003 (31) — 0.36 (0.20, 0.52) Si gn. Effekt:
Venlafaxine Trick et al., 2004 (45) e 0.34 (~0.03, 0.70) - Vortioxetin
Random-effects model o 0.25(0.10, 0.40) - Duloxetin

-1 -0.5 0 0.5 1 15
Memory and Learning

Ainsworth et al.. Cognitive Outcomes After Antidepressant Pharmacotherapy for Late-Life Depression: A Systematic
Review and Meta-Analysis. Am J Psychiatry. 2024 Mar 1;181(3):234-245.



Aticrapant: | ,
Kappa Opioid-Rezeptor-Antagonist Addon zu SSRI/SNRI fiir Anhedonie e — 4§ \7‘ o

agonism

P h a Se I I kappa opioid Antinociception

Hohe Anhedonie Tiefe Anhedonie

Anhedonia = Median SHAPS Score Anhedonia < Median SHAPS Score
o 0
<L @ 25
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q) B LK ) I B e
-125 A4
T T T T T T T T T T T T
Treatment Week Week Week Week Week Treatment Week Week Week Week Week
Baseline 1 3 4 5 6 Baseline 1 3 4 5 6
Placebo + 34 34 34 34 34 34 Placebo + 49 49 47 48 43 47
SSRI/SNRI (N) SSRI/SNRI (N)
Aticaprant + 30 30 30 29 30 29 Aticaprant+ 53 53 50 49 45 48
SSRISNRI (N) SSRI/SNRI (N)
-=(3--- Placebo + SSRIUSNRI —&— Aticaprant + SSRI/SNRI

Schmidt et al. Efficacy and safety of aticaprant, a kappa receptor antagonist, adjunctive to oral SSRI/SNRI antidepressant in major depressive disorder: results
of a phase 2 randomized, double-blind, placebo-controlled study. Neuropsychopharmacol. 2024
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Baume fiir die psychische Gesundheit

Tree cover

Human Development Index
Shrubland

Build-up

Sparse Vegetation
Grassland

Cropland

Wetland

Water bodies

Variable Importance

Human Development Index (HDI) =

I(Health)xI(Education)*I(Income)
3

Dicht besiedelt, aber Stadtwalder und Parks

Platze und kleine Haine
fur Entspannung

Mental Health Index
Mental Health Index

0 25 50 75 0.7 0.8 0.9
Tree Cover Percentage (%) Human Development Index (HDI)

Araujo, L.D,, Zanotta, D.C., Ray, N. et al. Earth observation data uncover green spaces’ role in
mental health. Nature Scientific Reports 2024
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Alle Eintritte UPK Basel

Systematic Review

« [...] all other studies found low and, in some, even the
lowest annual incidences of suicides, suicide attempts,
self-harm, or psychiatric emergencies during Christmas
[...] For New Year, the pattern was more mixed»

Schneider et al. Who is afraid of Christmas? The effect of Christmas and Easter holidays on psychiatric hospitalizations and

-2

Mehr psychische Krisen an Weihnachten?

Notfalleintritte UPK Basel
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emergencies-Systematic review and single center experience from 2012 to 2021. Front Psychiatry. 2023
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