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Different classes of antidepressants
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Neuroanatomical abnormalities in major depression
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Neurochemical abnormalities in major depression

T Major depression ——

‘l‘ A

i

| mpaIre
| e
| JUve cognitive

’ function

Increased stress

sensitivity (Gender  t————— Pevehomot
rsychomoetor

7

specdic)

change Anhedonia

<erardation, (Impaired reward
Depressed ' ‘ l‘ ; '

' agitation) function
moad (Mocd bias

A
:

REM sleep
Stross | Stress ; abnormalities
{
!

Serotonergic ‘

dysfunction - Catecholaminergic
Sl b plansc s CRH system \ 3
(S-HT1AR, SERT : dysfunction

and HPA axs o L
1?‘;."-!-2(1'2.’.1‘. (Catechoameng

. , dysfunction R
depletion) ; depletion)

btedems it uhel

%

|
|
|
|
|
i
i
|
|
i




« Major depression

» Dysthymia

» Atypical depression

» Seasonal affective
disorder (SAD)

« Premenstrual
dysphoric disorder
(PMDD)




Antidepresszansok hatasmechanizmusai

Az 1smert antidepresszansok a hatasukhoz sziikséges szerotonin €s/vagy
noradrenalin/ dopamin, illetve Gjabb adatok szerint glutamat neuro-
transzmisszi0 fokozasat/modositasat/gatlasat az alabbi mechanizmusok
révén érik el (1-3 het delayed effect..) :

= Szerotonin- és/vagy noradrenalin-, ill. dopamin visszavétel gatlasa
= MAO-bénitas

= Szintézis fokozasa a prekurzorok altal

= A poszt-szinaptikus receptorok mikodésénck spec fokozasa/gatlasa
= A preszinaptikus (gatlo) autoreceptorok antagonizalasa
Melatonin-receptor antagonizmus (biol ritmusok, HPA axis..)
Glutamat-NMDA-receptor antagonizmus

BDNF, (CAMP-CREB-BDNF) neuron-regeneracio.....



Milyen lenne egy idealis
ANTIDEPRESSZIV szer?

1 gyors hataskezdet, mellékhatas nelkul

1 Nem rontja a kognitiv funkciokat

1 Nincs hozzaszokas, megvonasi tunet

1 Gyogyszerinterakciok - CYP450 lebontas -
gyors-lassu metabolizalok, enzimindukcio



Modern antidepresszansok

Klasszikus, tri és tetraciklusos szerek/imipramin.amotriptilin,clomipram

SSRI’s: paroxetine, fluoxetine, sertraline, fluvoxamin, citalopram,
eszcitalopram,
SNRI’s, dual action venlafaxin, duloxetin, reboxetine....
SDA—buproprion (anhedonia, smoke) NA-atomoxetin (ADHD)

o2- antagonist + 5 HT2 antagonism: Remeron
5-HT reuptake inhibition + 5-HT2 antagonism: trazodone, nefazodone

RIMA — reverz.MAO inhibitor: moclobemide

Vortioxetin — ,,multimodalis” (Id kognitiv tuneteket is..)
Agomelatin — melatonin 1,2 rec.agonista; SHT2c antag; Id anhedonia

Ketamin/eszketamin vizsgalatok igeretei?



First generation
MAOI RIMA

Phenelzine
Tranylcypromine
Selegiline patch

Moclobemige

TCA

Amitriptyline
Clomipramine
Norfriptyline
and others

Second generation

SSRI

Citclopram
Fluoxefine
Fluvoxamine
Paroxefine CR
Serfraline

ASRI

Escitalopram

Reboxetine

SNRI

Venlafaxine XR
Milnacipran
Duloxetine

NDM

Bupropion SR/XL

NaSSA

Mirfazapine

Third generation
Melatonergic

Agomelatine
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Figure 4.3 Serotonergic synapse: effect of uptake blockade.
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gure 4.4 Time lag of SSRIs.
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Figure 6.2 Antidepressant side-effects, Ach, acetylcholine; DA, dopamine.
Adapted with permission from Richelson, 1993,
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Therapeutic choice Recommendations Evidence

First

Second

Third

S3Rls, serotonin and norepinephrine reuptake inhibitors ~ Level 1
(SNRIs), agomelatine, bupropion and mirtazapine

Higher rates of remission have been reported with Level 1
venlafaxine and particulary in severe depression

with escitalopram

Among TCAs amitripfyiine and clomipramine have Level 2
greater efficacy than SSRIs in hospitalized depressed

patients (safefy and folerability issues need to be
considered)

Other TCAs and MAOIs (lower recommendation Level 2
because of safety and tolerability Issues)



Comparative efficacy and acceptability of 21 antidepressant
drugs for the acute treatment of adults with major depressive
disorder: a systematic review and network meta-analysis

Anhan Cpvern Lo AP bren”, Lo pa Sl s” Rev (v, Laoes | Adssn, Pouks Ogoeg 0t |00 Memvias LN
Lowh & Tomn phan 1 sagyrn Manthun { gpn Somm TANSING ¥ et s o bown § g Seetas A Tyle
P L WO R L 2

Sumemary

oa,—uwwwumduma—mumnmw
werddeide 1 adudte Marmmvdegial and snopharmucslengisl estmenss sor suadable, howevee becrae of
h&p‘muw--ﬂ-‘nhﬂhwm Prescrigtoon of
h““h“hhhuﬂmw.uub*dcﬂ-m
Mbmdﬂmhhmwd“ﬁ**wm

dw“hdwu*!bp&hllﬂ Andie il tanden
““b“hﬂ#.bluﬁm ol Mepdbadoad tnade o
nm-dbhmw‘-&ullmd‘dd“m-ﬁwm
M“M.“““JM-:M tria's and b

b wmpldets e iox bnded 20% parta pante Suvorder prv b ™~
e . vy aeve We ootrmtnd &ota Solloning 1



THE LANCET

Volume 391, No. 10128, p1357-1366, 7 April 2018

Comparative efficacy and acceptability of 21
antidepressant drugs for the acute treatment of
adults with major depressive disorder: a
systematic review and network meta-analysis

DOI: https://doi.org/10.1016/S0140-6736(17)32802-7 Cypriani, A. et al

28 552 citations and of these included 522 trials comprising 116 477 participants

In head-to-head studies, agomelatine, amitriptyline, escitalopram, mirtazapine, paroxetine,
venlafaxine, and vortioxetine were more effective than other antidepressants (range of ORs
1-19-1-96),

For acceptability, agomelatine, citalopram, escitalopram, fluoxetine, sertraline, and
vortioxetine were more tolerable than other antidepressants (range of ORs 0-43-0-77),
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Medication

Biofransforrmation pathways

Second generation

Bupropion SR

Citaloprarmn and

escitalopram

Duloxetine

Fluoxetine

Fluvoxamine

Mirtazapine

Paroxetine

Seriraline

Venlafaxine

Third generation

Agomelaitine

Hydroxylation involves
CYP2B6

Demethylation in two steps involves
CYP2C12, 2Dé6 and 3A4

Oxidation (involves CYP2D6 and
1A2), methylation and no active
conjugation (sulfate and metabolite
glucuronide)

Demethyiation involves CYP2D6

Demethylation and deamination
involve CYP2D6 and 1A2

Demethyiation and
hydroxyiation involve (parent)
CYP2D6, 1A2 and 3A4

Oxidation and demethylation
invoilve CYP2D6

Demethylation involves CYP3A4

O-demethylation involves
IR/ XR CYP2D6 and others

Meitabolism involves CYP1 A2
and CYP2C®2

ODV. O-desmethvivenlafaxine.

Halir-life
(hours)

21

37 (citalopram)
30 (escitalopram)

9O—19

Q6-144
1722

20-40

24
2526
5—7 (parent)

11—-13 (ODV)

1=2

Profein
binding (%)

84
(oarent)

80

=>95
(parent)

@5
80

85

_ (parent)

@5
@8
27 (parent)

30 (ODV)

@5



Recommenaations

* [IMS: preliminary evidence supports the efficacy of TMS in non-psychotic
and non-TRD populations

* VNS received FDA approval as an adjunctive long-term treatment of TRD

* DBS: preliminary results for TRD owait replication under RCT conditions

* Neurosurgical procedures including subcaudate tractotomy and anterior
cingulofomy have support in TRD from case series only

Evidence

Level 2

Level 2
Level 3

Level 4

MM, repetitive franscranial magnetic stimulafion; TRD, treatment-resistant depression; VNS, vagus nerve
sfimulation; FDA, Food and Drug Adminisiration; D8S, deep brain stimulafion; RCT, randomized

confrolied fial.
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Figure 8.5 Deep brain stimulation electrodes inserted and connect

subclavicular pacemaker. The stimulator remains on all the time anc

last 3—-5 years.
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ECT....
St.John’s wort, orbancfi Hypericum perforatum
Omega3 zsirsav (EPA / DHA)

Fizikal aktivitas
Placebo, akupunktura....

Alvasmegvonas, fenyterapia

Ketamin (NMDA antag.)






