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Antidepressiva-Verordnungen in Dtind. in Mio DDD
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Abb. 1. Verordnungen (DDD) von Psychopharmaka zulasten der GKV
[Arzneiverordnungsreport 1995-2016]  Schwabe und Paffrath (Hg.), nach Fritze, PPT 2017 (3):119-121



Antidepressiva:

Indikation?



Depression — wann behandeln?

Hinweise auf die Behandlungsbediirftigkeit einer
depressiven Episode in Abgrenzung zur adiquaten
Trauer sind unter anderem:
® Dauer des depressiven Syndroms > 2 Wochen
e starrer Affekt, der auch nicht durch positive Er-
lebnisse auslenkbar 1st
® Gefiihl der Gefiihllosigkeit (Patienten erleben
sich nicht mehr als traurig, sondern als verstei-
nert oder imnerlich abgestorben)
e typische Tagesschwankungen mit Morgentief
und abendlicher Besserung
® somatische Symptome ohne organische Ursache
® inadiaquate Schuldgefiihle oder sogar depressiver
Wahn
® Suizidalitat
e frithere schwere Depressionen Therapie depressiver
® schwere depressive Erkrankungen in der Fami- Erkrankungen

lie. Deutsches Arzteblatt | Jg. 105 | Heft 45 | 7. November 2008

Tom Bschor, Mazda Adli
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ABSTRACT

Background

Meta-analyses of antidepressant medications have reported only modest benefits over
placebo treatment, and when unpublished trial data are included, the benefit falls below
accepted criteria for clinical significance. Yet, the efficacy of the antidepressants may also
depend on the severity of initial depression scores. The purpose of this analysis is to establish
the relation of baseline severity and antidepressant efficacy using a relevant dataset of
published and unpublished clinical trials.

Methods and Findings

We obtained data on all clinical trials submitted to the US Food and Drug Administration
(FDA) for the licensing of the four new-generation antidepressants for which full datasets were
available. We then used meta-analytic techniques to assess linear and quadratic effects of initial
severity on improvement scores for drug and placebo groups and on drug-placebo difference
scores. Drug-placebo differences increased as a function of initial severity, rising from virtually
no difference at moderate levels of initial depression to a relatively small difference for patients
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Figure 2. Mean Standardized Improvement as a Function of Initial
Severity and Treatment Group



Figure 2. Observed and Estimated Change in HDRS Scores Following Treatment With ADM

and Placebo Fournier et al. Antidepressant Drug Effects and Dep  ression Severity:
A Patient-Level Meta-analysis. JAMA. 2010;303:47-53
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Circles represent observed (raw) mean change in depressive symptoms from intake to the end of treatment at
each initial Hamilton Depression Rating Scale (HDRS) score for both the antidepressant medication (ADM)
and placebo conditions. The size (area) of the circles is proportional to the number of data points that con-
tributed to each mean. Regression lines represent estimates of change in depression symptoms from intake to
end of treatment for ADM and placebo conditions as a function of baseline symptom severity. These regres-
sion lines were estimated from a model of the baseline severity X treatment interaction, controlling for the ef-
fects of the study from which the data originated. The National Institute for Clinical Excellence threshold for
clinical significance (an HDRS point difference =3) was met for intake HDRS scores of 25 or greater, indicated
by the blue line.
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S3-Leitlinie/Nationale VersorgungsLeitlinie

Unipolare Depression

Leitlinienentwicklung 3

3-Stufen-Prozess

S3: Leitlinie mit allen Elementen
J systematischer Entwicklung

J‘ S2: Formale Evidence-Recherche
oder formale Konsensfindung

S1: Expertengruppe
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nach ICD-10

F 32 Depressive Episode bzw. rezidiv. Depression

bzw. leicht 2 Hauptsymptome + 2 Zusatzssymptome = 2 Wo

F 33 mittelgradig 2 Hauptsymptome + 3-4 Zusatzssymptome =2 Wo

schwer 3 Hauptsymptome + 4 Zusatzssymptome = 2 Wo
Hauptsymptome Ja nein

1 Depressive Stimmung
A 2 Interesse- / Freudlosigkeit
3 Antriebsstorung / Energieverlust / Mudigkeit

Zusatzsymptome ja nein

4 Verlust von Selbstwertgefiihl / Selbstvertrauen /
ubertriebene Schuldgefiihle

5 Todes- / Suizidgedanken

6 Denk- / Konzentrationsstorungen
Entscheidungsunfahigkeit

Psychomotorische Unruhe oder Gehemmtsein
Schlafstorungen
Appetit- / Gewichtsverlust

N

0

O




Welches?



910z Joyosg

"uapJam Jouyoalab ssnw uaBumipn US)yosUNMISUN JSp awyeunz Jaule yw ‘Bunyoemiagn sseuoness sjjejususqebab pun asebiyosewbus UapJops SISOPYooH

BLUYBUNBISPAIA = WA ‘8SEPIXO0OUIWBOUOW = OVIN
uluole|s = 1 ‘Jojdezaey Jebisusipe-to = ‘zey-'n ‘ojdezey-tulwelsiH = "zey-'H ‘JojdezaiuljoyojAiedy Jabisuuessn = Yoy-W UljeusipeIoN = YN ‘UlU0jolag = |H-S
nj2Q ‘Yeysenurey ‘Bunigissuonepowwosply ‘uonednsqo ‘peyusxoonpunpy g z :usbunip abiauloyonuy |

L

bunwwaH-¥YM-¥N ++ (+) + 0l g Q X8A|0S ‘Xeuolp3 unaxogay
Bunyeisiap-YM-LH-S ++ G'/€ G'/E Xelnauel | updauel |
snwis|uoby
-'Z8y-F*+- || ‘opey00|g-Zey-82+)%% | H-g + (+) 05-5¢ 14 UEXOPIEA upepwoby
BunwwaeH-y-uiwedoq pun -yN 0 +++ (+) 0 0 0S¥ 00€-0Sl 0S| Ijuo|3 uoidosdng
PunwiwsH-¥ - LH-G abligew ‘apexoo|g
-"Zzoy-?o pun -0 ‘epexoo|g-zey-t1H-G ++ 0 + 0 +++ 009 00¥-00Z 00L-0S ueiquioyyl uopozel]
alapue
(spexoo|g-zey-+o 'n -+H) apexoolg (+) 0 0 + +++ 08 Sh-Gl Sl [1Biawey uidezepiy
-'Z9Y-£+Z] H-G + Dped0|g-"Zaloiny-Zn + 0 0 (+) F4d 08l 0Z1-09 o€ UIAJO | uLasuelp
13y20|g-1oydazaiolny
(+) + (+) ozl 09 09 EllequAD unaxojng
+ ool 0S Xelnaueujip ueidioeupip
BunwwaH-¥M-1H-G pun -yN 0 + + (+) G/€ GZZ-0Sl 72 Jojiaall uixeje|uap
IHNS
wepe|o ‘Yojoz uljeluag
05L-0S 0S uueAs 4 ulwexoAn|4
0z-0l 0l xaleldid weidoje)os3
0 + + (+) (+) siuobe] ‘jexoisg unexoled
('Zoy-yQy-w uoA apexoolg yone | 'z) 0v-02 0c unon|4 ugexon|4
Bunwwayswyeuinesspaip -1 H-G weidas ‘iweldid weidojel)
4SS
BunwwsaH -y QYA d|qi1sians. 0 + (+) (+) (+) 006 009-00€ 051 Xuoiny PIWBgO[I0}\
‘[eqisianal
EjeuLEyd uabiauojolas Nz puejsqes)i2yIayolS Wapuayaiainzun Japo I UOREUIGWIOY 120 SWoIpuAsSuluc)olas saula JUBas) [yoIapIopa Je1(] SuLBUWEBIA ]
g pun -y OV uoA BunwwaH s|qisianalll + + (+) (+) (+) 08 0¢ ol wososjer  ujwoidAojAuel]
‘laqisianaul
JBWWAH-OVIN
BMIAZUL aIm ++ 0 0 ++ ++ 00€ 0SsL 0s-62 1dajudaq ‘woipnT ulpoldepy
wnyiyAzena
apeyo0|g-zay-tH ‘puebi]--zay-¢+lewbig + 0 + ++ ++ 00€ 0S1 06-62 uopisuj joweldidp
++ 0 0 + + 0. 08¥-0¥Z2 O0FeZ-0Cl |ISAON uidazuaqiq
+++ 0 0 ++ +++ |euoydiaH ‘|Abuels uiweadiwn ]
(-zay-2uiwedoq) ‘zay uabiauaipe -t0 ++ 0 0 + + US|ULON uljAlduponN
“Zay-tulwelsiH “zay-y0y usabiauueysnw ++ (+) 0 ++ + luocwes) uiweldsjo
UOA apeyoo|g +++ (+) 0 ++ + uebna|fug ‘llueso] uiweldiuw)
+++ 0 0 ++ +++ 00€ 0s1 06-62 uenbuig ‘|jeuody uidaxoq
;yone ++ (+) 0 + (+) ueljouad uiweidisaqg
+++ (+) 0 4+ + llueleuy uiwesdiwo|)
Bunwwayawyeujnelapaip -1 H-G pun -y¥N +++ 0 0 4+ +++ uajolesg ulfydiugiwy
eqIpjAzU L
awyeunz AEmEu
ase}s uab 13U sjyaimeo  (p/Bw) sisop  (p/Bw)
-OYyMO  -UnIQls M8y  -ljoyd ‘Bunu ,sisop -p s|sop (dsg)
uawsijueyday ayosibojoyeuneyd -sfAg -jejysas -jeqn  -pue -a|pag -y20H Jepuejs -ue)s aweus|japuey zueysqng

eAISSaidepnuy




Antidepressiva: Wirkmechanismen

Serotonerge Noradrenerge
Synapse Synapse

Serotonin SOMEHO /B el TfeiEn Noradrenalin
o,-Autorezeptor

® Y

®
@
9 9 > ‘ . .\Noradrenalin
® %"°

(2] —Rezeptoren

o
‘ ~ 1) — 'Serotonin-

@ — Rezeptoren
(4

Pra- @ Post- e 9 @ o’

synaptisches synaptisches ®
Neuron Neuron

Angriffsorte von Antidepressiva

* tri- und tetrazyklische Antidepressiva, SNRI: O, @

« SSRI: ©

» Autorezeptor-Blocker (Mirtazapin, Mianserin, Trazodon): ©
« MAO-Hemmer: @




Antidepressiva
typische Eigenschaften

o verstarken Serotonin- u./o. Noradrenalin-Wirkung
im Gehirn

o verzogerter Wirkungseintritt (> 14 Tage)
o Ansprechrate ca. 2/3

e unterschiedliche Nebenwirkungen,
bei modernen Medikamenten zumeist wenige

o keine Abhangigkeit

* nach erfolgreicher Behandlung mindestens sechs
Monate weiter nehmen



Wie?



Antidepressivum
adaquate Dauer, adaquate Dosis
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Zeitlicher Ablauf Chronische und .
therapieresistente Depression

e i n e r a nt i d e p re S S ive n Diagnostik und Stufentherapie

P h arma koth era pie Deutsches Arzteblatt | Jg. 111 | Heft 45 | 7. November 2014
(1. Behandlungsstufe [Akuttherapie])

Dtsch Arztebl Int 2014; 111: 766-76.

/Entscheidungstag \

Response?
Start Erreichen — JA: Ubergang in
der der Erhaltungstherapie
Medi- Standard- — NEIN: Anderung der
kation dosis \ Behandlungsstrategie

| |l

V V
gegebenenfalls Wirklatenz:
Aufdosierungsphase 3-4 Wochen,

(so kurz wie maglich) bei alteren Patienten bis 6 Wochen




Die drei Phasen der
Depressionsbehandlung

Remission Genesung Rezidiv
Wirkung
[]
Riickfall - ® ®
< [
o [-)
3 <
o % Wirkung
Q a,
i o
] 3
= B O
= -
O 7))
n =8
-
c
3
Qa
Akuttherapie | Erhaltungstherapie| Rezidivprophylaxe
(6-9 Monate) (1 oder mehrere Jahre)
Behandlungsphasen obligat fakultativ

Zeit



Antidepressivum
adaquate Dauer, adaquate Dosis ™

l

Non-Response

!
N
l



nach Non-Response auf
Antidepressiva-Monotherapie...

pharmakologische Strategien des 2. Schritts:

vy
o Antidepressivum aufdosieren

e Antidepressivum wechseln

e zwei Antidepressiva kombinieren

e Blutspiegel des Antidepressivum kontrollieren

e Augmentation
(mit Lithium oder atypischem Neuroleptikum)



nach Non-Response auf
Antidepressiva-Monotherapie...

pharmakologische Strategien des 2. Schritts:

o Antidepressivum aufdosieren

e Antidepressivum wechseln

e zwei Antidepressiva kombinieren

e Blutspiegel des Antidepressivum kontrollieren

e Augmentation
(mit Lithium oder atypischem Neuroleptikum)



Serumspiegelempfehlungen fur Antidepressiva

Drugs and active

metabolites

Therapeutic reference

rangef{recommended drug

Level of recommen-
dation to use TDM

Levels of recommendation

1 = Strongly recommended
2 = Recommended

concentration (consensus) 3 = Useful
Antidepressant drl.gs 4 = POtentia”y useful
Agomelatine 7-300ng/mL 4
1-2 h after 50mg Fluoxetine plus 120-500 ng/mL 2
norfluoxetine
Amitriptyline 80-200 ng/ml 1 | Fluvoxamine el iyl 2
plus nortriptyline Imipramine plus 175-300 ng/mL 1
Bupropion 225-1500ng/ml 3 | desipramine
plus hyd roxybupropion Maprotiline 75-130ng/mL 2
Citalopram 50-110 ng/mL 2 Mianserine 15-70 ng/mL 3
Milnacipran 50-110ng/mL 2
Clomipramine plus norclo- 230-450ng/mL 1 Mirtazapine 30-80ng/mL 2
mipramine _
Desipramine 100-300 ng/mL 7 Moclobemide 300-1000ng/mL 3
Desve nlafaxine 100-400 ng/mL 2 Nortriptyline 70-170 ng/mlL 1
Dosulepin=Dothiepin 45-100 ng/mL 2 Paroxetine 30-120ng/mlL 3
Doxepin 50-150 ng/mlL 2 Reboxetine 60-350 ng/mL 3
plus nordoxepin Sertraline 10-150 ng/mL 2
Duloxetine 30-120ng/mL 2
Escitalopram 15-80 ng/mlL > | Tranylcypromin <50 ng/mL 4
Trazodone 700-1000ng/mL 2
AGNP Trimipramine 150-300 ng/mL 2
Venlafaxine plus 100-400 ng/mL 2

TDM-Gruppe der &z S
Hiemke et al.: Pharmacopsychiatry 2011, 44. 195-235

O-desmethylvenlafaxine




nach Non-Response auf
Antidepressiva-Monotherapie...

pharmakologische Strategien des 2. Schritts:

o Antidepressivum aufdosieren

e Antidepressivum wechseln

e zwei Antidepressiva kombinieren

e Blutspiegel des Antidepressivum kontrollieren

e Augmentation
(mit Lithium oder atypischem Neuroleptikum)



99 depressive Patienten (HAMD,, = 18) wurden Uber 3 Wochen ambulant mit 50 mg/Tag Sertralin behandelt.
11 Patienten remittierten (HAMD,, < 8). Die Ubrigen (N=75) wurden blind randomisiert und erhielten 50 oder
150 mg/Tag Uber

8 Wochen. Am Ende dieser Zeitspanne waren 40% dieser Patienten in Remission. Es gab keine signifikanten
Unterschiede zwischen den Gruppen.!

Antidepressive Wirkung von Sertralin
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1. Schweizer E et al. Int Clin Psychopharm 2001;16:137-143



Antidepressiva:

Hochdosisbehandlung nach erfolgloser

Standarddosis

Rink L, Braun C, Bschor T, Henssler J, Franklin J, Baethge C

J Clin Psychiatr 2017 (im Druck)

B. Adults, major depression, SSRI

Study/First Author Statistics for each study Sample size
Std diff Standard Lower Upper
in means error limit limit p-Value Dose-ncrease Continuation

Benkert 1997 0,357 0,340 -0,310 1,023 0,295 32 18
Domseif 2006 0,193 0,104 -0,011 0,397 0,063 180 189
Kim 2016 0,658 0,283 0,104 1,213 0,020 25 25
Komstein 2008 0,014 0,127 -0261 0,234 0,915 118 130
Licht 2002 0,352 0,165 -0,676 -0,029 0,033 97 98
Ruhé 2009 0,122 0,260 -0,631 0,387 0,638 30 27
Schweizer 1990 0,027 0,248 -0513 0,459 0,914 36 41
Schweizer 2001 0,278 0,228 -0,169 0,725 0,223 38 37

0,079 0,100 -0,118 0,276 0,432 556 565

-2,00

Std diff in means and 95% Cl
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Favours Continuation Favours Dose-increase



Therapieresistente Depression:

Hochdosisbehandlung

Dose-efficacy
relationships

Tri-fTetracyclic

Antidepressants

SSRI

Efficacy

Eur Arch Psychiatry Clin Neurosci. 2005 ;255:387-400 ool 1o,

Mazda Adli- Christopher Baethge - Andreas Heinz - Nicolas Langlitz - Michael Bauer

Is dose escalation of antidepressants a rational strategy
after a medium-dose treatment has failed?
A systematic review

MAQO Inhibitors

Efficacy

-

Other

Efficacy

e

Dosage

Comments

Evidence for the
effectiveness of high-
dose treatment
mainly from
comparative dose
studies and
therapeutic drug
monitoring (TDM)

studies.

High dose
treatment = more
side effects without

increase of efficacy

TDM = reduction
of dosage without

loss of efficacy [59]

Ultra-high dose
treatment of
tranylcypromine =
sympathomimetic
{amphetaminergic)
effect compensates
sympatholytic side

effects

Fositive dose-
response
relationship
suggested for
venlafaxine mainly
from comparative

dose studies
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nach Non-Response auf
Antidepressiva-Monotherapie...

pharmakologische Strategien des 2. Schritts:

o Antidepressivum aufdosieren

o Antidepressivum wechseln

e zwei Antidepressiva kombinieren

e Blutspiegel des Antidepressivum kontrollieren

e Augmentation
(mit Lithium oder atypischem Neuroleptikum)



Non-
Response

Non-
Response

—

Non-
Response

—




(depress* or dysthymi® or adjustment disorder® or mood disorder® or affective
disorder or affective symptoms)

AND

(agomelatin® or amineptin® or amitriptylin® or amoxapin® or bupropion® or
butriptylin® or chlorimipramin® or citalopram® or clomipramin® or desipramin® or
desvenlafaxin® or dibenzepin® or dosulepin® or dothiepin® or doxepin® or duloxetin®
or escitalopram® or fluoxetin® or fluvoxamin® or imipramin® or isocarboxazid® or
lofepramin® or maprotilin® or mianserin® or milnacipran® or mirtazapin® or
moclobemid*® or nefazodon® or nortriptylin® or paroxetin® or phenelzin® or
protriptylin® or reboxetin® or selegilin® or sertralin® or setiptilin® or tianeptin® or
tranylcypromin® or trazodon® or trimipramin® or venlafaxin® or viloxazin®)

AND

(switch® or crossover or cross-over or crossed-over or change® or changing or
remain® or stay®* or continu®)

AND

(respond® or remiss® or remit® or resistant® or improv®)

MEDLINE, EMBASE, PsychINFO, Cochrane
Central Register of Controlled Trials

(CENTRAL): 3047 Treffer - 4 Studien

Non-
Response

—

Bschor, Kern, Henssle, Baethge (2016) J Clin Psychiatr



nach Non-Response aur ein Antidepressivum:
Fortsetzen des bisherigen Antidepressivums

versus Wechsel

Non- )
Response
* >

s

K ¢ >

strikte Einschlusskriterien

Meta Analysis

Studyname Statistics for each study “Sample size Std diff in means and 95% ClI

Stddiff  Standard Lower  Upper

in means error Variance  limit limt ZValue pValue Switch Continuation
Ferreri 2001 0,245 0,239 0,057 -0,223 0,713 1,025 0,305 33 38
Shelton 2005 0,127 0,148 0,022 -0,162 0,416 0,862 0,389 142 68
Corya 2006 0,229 0,184 0,034 0589 0,132 -1,244 0,213 60 59
Souery 2011 0,948 0,289 0,083 -1,513 0,382 -3,285 0,001 20 39

-0,165 0,219 0,048 -0,594 0,264 -0,756 0,450
-2,00 -1,00 0,00 1,00 2,00
Favours A Favours B

Bschor, Kern, Henssler, Baethge (2016) J Clin Psychiatr; Continuing Switching
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nach Non-Response auf
Antidepressiva-Monotherapie...

pharmakologische Strategien des 2. Schritts:

o Antidepressivum aufdosieren

e Antidepressivum wechseln

e zwei Antidepressiva kombinieren

e Blutspiegel des Antidepressivum kontrollieren

e Augmentation
(mit Lithium oder atypischem Neuroleptikum)



Non-
Response

R ———
- J

Non-
Response

—



Antidepressiva-Kombination versus Monotherapie
Henssler*, Bschor, * Baethge, Can J Psychiatr 2016,61.:29-43

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Bares 2012 0.1 0.2585 31 29 3.1% 0.10 [-0.41, 0.61] =
Blier 2009 0.52 0.3204 21 40 2.5% 0.52 [-0.11, 1.15] T

Blier 2010 0.65 0.2715 77 28 2.9% 0.65[0.12, 1.18] =
Carpenter 2002 0.83 0.4162 11 15 1.8% 0.83 [0.01, 1.65]

Ebert 1995 0.48 0.3387 18 18 2.3% 0.48 [-0.18, 1.14] A
Fang 2010/11 0.03 0.1866 47 150 3.9% 0.03 [-0.34, 0.40] —ifs

Fava 1994 -1.08 0.4187 12 15 1.8% -1.08 [-1.90, -0.26]

Fava 2002 -0.43 0.2473 34 33 3.2% -0.43 [-0.91, 0.05] -/

Ferreri 2001 0.42 0.2458 32 71 3.2% 0.42 [-0.06, 0.90] |
Gonul 2005 0.43 0.3286 19 19 2.4% 0.43 [-0.21, 1.07] S
Gulrez 2012 0.88 0.3144 30 30 2.5% 0.88 [0.26, 1.50] —
Lam 2004 0.92 0.4585 32 29 1.6% 0.92 [0.02, 1.82] T
Lauritzen 1992 1.2 0.4035 22 18 1.9% 1.20[0.41, 1.99] —
Lee 1998 0.11 0.3706 20 16 2.1% 0.11 [-0.62, 0.84] B L
Leuchter 2009 -0.12 0.1428 74 146 4.5% -0.12 [-0.40, 0.16] -

Licht 2002 0.25 0.14 98 195 4.5% 0.25 [-0.02, 0.52] ~

Liu 2000 -0.03 0.2391 35 35 3.3% -0.03 [-0.50, 0.44] —

Maes 1996 1.33 0.5405 13 12 1.2% 1.33[0.27, 2.39]

Maes 1999 1.42 0.6656 11 12 0.9% 1.42 [0.12, 2.72]

Matreja 2012 0.72 0.267 30 30 3.0% 0.72 [0.20, 1.24] —_—
Medhus 1994 0.66 0.3388 18 19 2.3% 0.66 [-0.00, 1.32]

Murphy 1977 -0.04 0.1874 58 115 3.9% -0.04 [-0.41, 0.33] T
Nelson 2004 0.77 0.3519 13 26 2.2% 0.77 [0.08, 1.46] e —
QO'Brien 1993 0.24 0.2746 25 54 2.9% 0.24 [-0.30, 0.78] T
Raisi 2007 1.43 0.8325 23 22 0.6% 1.43 [-0.20, 3.06]

Rush 2011 -0.06 0.0821 441 224 5.2% -0.06 [-0.22, 0.10] -
STAR*D(Step 2) 0.4 0.071 279 727 5.3% 0.40 [0.26, 0.54] -
STAR*D(Step 4) 0.31 0.1931 51 58 3.9% 0.31 [-0.07, 0.69] T="
Stewart 2013 0.06 0.1372 78 167 4.6% 0.06 [-0.21, 0.33] =
Tanghe 1997 0.25 0.2773 20 38 2.9% 0.25 [-0.29, 0.79] =
Tong 2005 -0.05 0.2521 31 32 3.1% -0.05 [-0.54, 0.44] =r—
Vezmar 2009 0.43 0.6769 7 15 0.8% 0.43 [-0.90, 1.76]

White 1980 -0.14 0.4752 10 20 1.5% -0.14 [-1.07, 0.79] — &

Xu 2004 0.98 0.2441 28 56 3.2% 0.98 [0.50, 1.46] —m—
Yang 2005 0.15 0.3359 20 16 2.3% 0.15 [-0.51, 0.81] ——
Yazicioglu 2006 -0.04 0.3051 21 22 2.6% -0.04 [-0.64, 0.56] .
Total (95% ClI) 1790 2552 100.0% 0.29 [0.16, 0.42] .

Heterogeneity: Tau® = 0.08; Chi? = 95.60, df = 35 (P < 0.00001); I = 63%

Test for overall effect: Z = 4.32 (P < 0.0001)

2 -1 0 1 2
Favours [Mono- Favours |Combination
therapy




Dropouts durch UAW

Experimental Control 0Odds Ratio (Non-event) Odds Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Bares 2012 2 31 1 29 3.6% 0.52 [0.04, 6.04] .
Blier 2009 2 21 1 40 3.6% 0.24 [0.02, 2.86]
Blier 2010 2 77 2 28 4.8% 2.88[0.39, 21.53]
Carpenter 2002 1 11 1 15 2.8% 0.71[0.04, 12.83]
Dam 1998 2 16 2 18  4.5% 0.88 [0.11, 7.05]
Ebert 1995 2 18 0 18 2.5% 0.18 [0.01, 3.99] ¢
Fava 1994 2 12 0 15 2.4% 0.14[0.01, 3.12] ¢
Ferreri 2001 2 32 8 71 6.3% 1.90 [0.38, 9.52]
Gonul 2005 3 19 1 19 3.8% 0.30 [0.03, 3.14]
Lauritzen 1992 1 22 1 18  2.8% 1.24 [0.07, 21.24]
Matreja 2012 0 30 1 30 2.3% 3.10[0.12, 79.23] »
Murphy 1977 8 58 10 105 9.9% 0.66 [0.24, 1.77] —T
O'Brien 1993 2 25 2 54  4.8% 0.44[0.06, 3.34] v
Rush 2011 53 441 9 224 11.8% 0.31[0.15, 0.63] —_—
STAR*D(Step 2) 35 279 168 727 13.9% 2.10[1.41, 3.11] —=—
STAR*D(Step 4) 11 51 24 58 10.9% 2.57 [1.10, 5.99] —_—
Stewart 2013 5 78 12 167  9.3% 1.13[0.38, 3.33] — T
Total (95% Cl) 1221 1636 100.0% 0.90 [0.53, 1.53] 4
Total events 133 243
Heterogeneity: Tau? = 0.49; Chi® = 35.09, df = 16 (P = 0.004); I* = 54% 1 l l :
Test for overall effect: Z=0.39 (P = 0.70) Ue 0.1 Mono- ] 0 40

Favours therapy| Favours Combination

Henssler*, Bschor, * Baethge, Can J Psychiatr 2016,61.:29-43 96



Antidepressiva-Kombination:
Vermutetes Wirkprinzip

Ohne Pharmakon

somatodendritischer

2 lng- Serotonin

Autorezeptor
\. /

—— Serotonin-
C Yo Rezeptoren

Pra- . Post-
synaptisches synaptisches

Neuron Neuron

Wiederaufnahme-Hemmer
+ Autorezeptor-Blocker




Wiederaufnahmehemmer + a2-Blocker
Im Vergleich zu anderen Kombinationen

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.7.1 Rl+a2
Blier 2009 0.52 0.3204 21 40 5.4% 0.52 [-0.11, 1.15] T
Blier 2010 0.65 0.2715 77 28 6.3% 0.65[0.12, 1.18] —
Carpenter 2002 0.83 0.4162 11 15 4.1% 0.83 [0.01, 1.65] —
Fang 2010/11 0.03 0.1866 47 150 7.9% 0.03 [-0.34, 0.40] T
Ferreri 2001 0.42 0.2458 32 71 6.7% 0.42 [-0.06, 0.90] [~
Lauritzen 1992 1.2 0.4035 22 18 4.3% 1.20 [0.41, 1.99] —
Licht 2002 0.25 0.14 98 195 8.8% 0.25 [-0.02, 0.52] ol
Maes 1996 1.33 0.5405 13 12 2.9% 1.33[0.27, 2.39]
Maes 1999 1.42 0.6656 11 12 2.1% 1.42 [0.12, 2.72)
Medhus 1994 0.66 0.3388 18 19 5.2% 0.66 [-0.00, 1.32] —
Subtotal (95% CI) 350 560 53.7% 0.54 [0.29, 0.79] L 3

Heterogeneity: Tau? = 0.07; Chi? = 16.95, df = 9 (P = 0.05); I’ = 47%
Test for overall effect: Z = 4.22 (P < 0.0001)

5.7.2 Non RI+a2

Fava 1994 -1.08 0.4187 12 15 4.1% -1.08[-1.90, -0.26] S—

Fava 2002 -0.43 0.2473 34 33 6.7% -0.43 [-0.91, 0.05] =]
Murphy 1977 -0.04 0.1874 58 115 7.9% -0.04 [-0.41, 0.33] T
Nelson 2004 0.77 0.3519 13 26 5.0% 0.77 [0.08, 1.46] —
O'Brien 1993 0.24 0.2746 25 54 6.2% 0.24 [-0.30, 0.78] T
Raisi 2007 1.43 0.8325 23 22 1.5% 1.43 [-0.20, 3.06] .
Stewart 2013 0.06 0.1372 78 167 8.8% 0.06 [-0.21, 0.33] T
Tanghe 1997 0.25 0.2773 20 38 6.2% 0.25 [-0.29, 0.79] T
Subtotal (95% CI) 263 470 46.3% 0.04 [-0.27, 0.35]

Heterogeneity: Tau? = 0.11; Chi’ = 19.14, df = 7 (P = 0.008); I’ = 63%
Test for overall effect: Z = 0.25 (P = 0.80)

Total (95% CI) 613 1030 100.0% 0.33 [0.11, 0.54] 4
Heterogeneity: Tau®? = 0.12; Chi’ = 46.73, df = 17 (P = 0.0001); I’ = 64%
Test for overall effect: Z = 3.01 (P = 0.003)

Test for subgroup differences: Chi’ = 6.04, df = 1 (P = 0.01), I’ = 83.4%

I
T

-4 -2 0 2 4
Favours [control] Favours [experimental]

Figure 3. Primary outcome: treatment effect as measured in standardized mean difference (SMD) subgroup analysis: RI4+-02 versus
other pharmacologic combinations. Randomized, double-blind trials only weighted according to random effects analysis.

Henssler*, Bschor, * Baethge, Can J Psychiatr 2016,61.:29-43
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nach Non-Response auf
Antidepressiva-Monotherapie...

pharmakologische Strategien des 2. Schritts:

o Antidepressivum aufdosieren

e Antidepressivum wechseln

e zwei Antidepressiva kombinieren

e Blutspiegel des Antidepressivum kontrollieren

e Augmentation
(mit Lithium oder atypischem Neuroleptikum)



Response

Augmentation



Metaanalyse doppelblinder, plazebokontrolierter Studien zur

Wirksamkeit einer Lithiumaugmentation (N = 10 Studien)
(Bauer M, Crossley NA, Gerber S, Bschor T 2006)

response rates

Study Lithiurm Contral OFR (fixed] DR (fixed]

it it 5% I 959 I Year
Heninger Lsa a;7 = 23.57 [1.00, ELR&._08] 19383
Kantar li4 o4z = .00 [0.0%, 1l0Z.05] 1388
Fuzky /8 /8 — . l.80 [0.Z1, 15.41] 1988
Schoepft 7514 013 —_— Z7.00 [1.3E, EB41.57] 13g35
Browne 357 Z410 —_— 3.00 [0.35, 25.87] 1220
Joffe 2517 3516 i 4 88 [1.01, 23.57] 19593
=tein zlle 4,18 —— o_E0 [O.08, 32.13] 15532
Katonas 15/29 8532 —— 2,21 [1.0%, 9._.48] 15994
Baumann &510 24514 —_—— Q.00 [1.E7, 63.83] 1598
Mierenbery Z/51s 3417 —— O.58 [0.0%, 4.01] Zooz
Total (95% CI) 53/131 24/ 138 e .11 [1.80, 5.37]
Test for heterogeneity: Chi*=1190, df =3[P =0.22], F =24 4%
Test for overalleffect, Z =406 (P =0.00017 NNT =5

0001 oo 04 1 10 100 1000

Favourz Placebno  Fawvours Lithium



Lithiumaugmentation: Metaanalyse doppelblinder, plazebokontrolierter Studien

J.C. Nelson et al. / Journal of Affective Disorders 168 (2014) 269-275

Lithium Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Ci Peto, Fixed, 95% Cli
1.1.1 TCAs or 1st Generation Agents
Kantor et al 1986 1 4 0 3  20% 575[011,302.04] ’
Zusky etal 1988 3 g 2 8 7.4% 1.73[0.22 13.36]
Schipfetal 1989 7 14 0 13 1089% 12.27[2.26, 66.53) "
Brown et al 1990 3 7 2 10 7.4%  2.82[0.36, 22.04] ’
Joffe et al 1993 9 17 3 16 16.0%  419[1.04 16.85] %
Katona lofepramine 1995 9 12 11 17 12.7% 1.59[0.33, 7.64] e
MNierenberg etal 2003 2 17 3 17 B8.9% 063010, 4.12] .
Subtotal (95% Cl) 79 84 65.2% 2.80 [1.40, 5.59] s
Total events 34 21
Heterogeneity: Chi*=6.52, df=6 (F=037), F=8%
Test for overall effect: Z= 2,92 (P = 0.003)
1.1.2 SSRis or 2nd Generation Agents
Katona fluoxetine 1995 10 17 7 16 17.2% 1.80[0.47,6.89] =T
Baumann et al 1996 B 10 2 14 11.0% 7.18[1.33 38.73] o
Joffe et al 2006 3 9 1 8 B6.6% 2.97[0.34, 26.26] "
Subtotal (95% Cl) 36 38 J34.8% 3.06 [1.19, 7.88] *."
Total events 19 10
Heterogeneity: Chi*=1.58, df=2 (P=0.45); F=0%
Testfor overall effect Z=2.31 (P=0.02)
Total (95% CI) 115 122 100.0% 2.89 [1.65, 5.05] <P
Total events 53 3
Heterogeneity: Chi*=8.13, df=9(P=0.52); F= 0% IEI 01 IJ=1 ] 1=u 1 Dﬂi

Test for overall effect. Z=3.72 (P = 0.0002)

Test for subgroup differences: Chi*= 002, df=1 (P=088). F=0%

Favors Placebo Favors Lithium



Lithiumaugmentation: Durchflihrung

e additiv in der Akutbehandlung depressiver Syndrome,
wenn mit Antidepressiva-Monotherapie keine Response
erzielt werden konnte

e eher rasche Aufdosierung
e anzustrebende Serumspiegel: wie bei prophylaktischer
Behandlung: 0,6 - 0,9mmol/I

e Mindestdauer: 2 Wochen

e bei Response: Lithium und Antidepressivum fur
mindestens 6 Monate fortfiihren



Meta-Analysis of Response Rates of Atypical Antipsychotic Agents in Treatment-Resistant Major Depressive Disorder?

= = Treatment  Control Odds Ratio (Fixed) 0Odds Ratio (Fixed)
Aug mentation mit sy NN o8l 5% 1)
Olanzapine studies
= Shelton et al. (7) 6/10 1/10 —>» 13.50[1.20, 152.21]
a ty p I SC h e n Shelton et al. (25) 40146 41142 —a{— 0.93 [0.56, 1.55]
Corya et al. (26) 100/230 19/56 4= 1.50 [0.81, 2.76]
O Thase et al. | 27) 37/102 31/104 =t 1.34 [0.75, 2.40]
N I t k Thase et al. Il (27)° 4398 300102 - 1.88 [1.05, 3.36]
e u ro e p I a Subtotal 586 414 & 1.39 [1.05, 1.84]
Total events: 226 (treatment), 122 (control)
Test for heterogeneity: y°=6.82, df=4
(p=0.15), F=41.4%
Test for overall effect: z=2.30 (p=0.02)
Risperidone studies
Mahmoud et al. (28) 49/137 33/131 —r— 1.65[0.98, 2.80]
Keitner et al. (30) 34/62 11/33 —— 2.43[1.01, 5.85]
Reeves et al. (29) 6/12 4n — s 1.75[0.33,9.30]
Subtotal 21 175 o 1.83 [1.18, 2.82)
Total events: 89 (treatment), 48 (control)
Test for heterogeneity: y*=0.54, df=2
(p=0.76), F=0%
Test for overall effect: z=2.71 (p=0.007)
Quetiapine studies
Khullar et al. (31) 4/8 17 —1—®»  6.00[048, 75.34]
Mattingly et al. (32) 12/24 2/13 [——=>»  5.50(1.00,30.29]
Mcintyre et al. (33) 14/29 8/29 _— 2.45[0.82, 7.31]
Earley et al. (12) 185/327  74/160 — - 1.51[1.04, 2.21]
El-Khalili et al. (13) 159/289 66/143 A 1.43 [0.95, 2.13]
Subtotal 677 352 > 1.60 [1.24, 2.08]
Total events: 374 (treatment), 151 (control)
Test for heterogeneity: y*=4.04, df=4
(p=0.40), P=1.0%
Test for overall effect: z=3.54 (p=0.0004)
Aripiprazole studies
Berman et al. (9) 61/181 41172 —— 1.62 [1.02, 2.59]
Berman et al. (11) 81/174 45/169 — 2.40[1.53,3.77]
Marcus et al. (10} 60/185 32/184 - 2.28[1.40,3.72]
Subtotal 540 525 <& 2.07[1.58, 2.72]
Total events: 202 (treatment), 118 (control)
Test for heterogeneity: y*=1.60, df=2
(p=0.45), =0%
Test for overall effect: z=5.28 (p<0.00001)
. Total 2014 1466 @ 1.69 [1.46, 1.95]
J. Craig Nelson CJ, Papakostas GI: Total events: 891 (treatment), 439 (control) NNT = 9
- - - - - . ity y2i= -~
Atypical antipsychotic augmentation in major rolioppel E e i
depressive disorder: A meta-analysis of placebo- Test for overall effect: =7.00 (p<0.00001)
controlled randomized trials. Am J Psychiatr 2009 010205 1 2 5 10
A A = 4 Odds ratios for response on drug and placebo are grouped by atypical agent. Favors Favors
doi: 10.1 176/appl aJp2009090303 12 b This report included two separate trials of identical design. Placebo =Control  Treatment
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