m's@ua%’ﬂm Q’ﬂmﬁmﬂ%’w

lugAnay uufgIU monoamine

UNARsa

fimsdunuenulsefuadaaudd o.a.1950 auilagtiy fszana 9 ngu smah
20 w1y filse " niawlumsinmnliwaneedu enlmidnfinadradssnt

Hadelumaidenldn da womsmau uasdasnluafio amwhameenaudldsm
pImauazeamsu avwaslsadualugtheneiug  wadadssnnin “Fineuay

L0 “FRaUM A52BEN uazANNANAT 113 15 sneMdauwnduiaszinalne 2545;
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gUATNLASY (antidepressants) YUIULSTA
(Aedudialszanar 40 nilAeu @a iproniazid
asﬂumju monoamine oxidase inhibitor (MAOI)
wazuuUN 89 A9 imipramine (u wicyclic
antidepressants  #HaWINYNLALAG uuaﬁwmﬁ'm
iU monoamine NISMNIUYDY serotonin AL
norepinephrine 9084 ‘ﬁ‘u’%mm synapse Tu woadl
Yufdastums Welsedudnt® waznaa
nnulaiimswannmaiiolwi g dnvanexiia
ANUVANNISYBY monoamine hypotheses GaLiing
Gozanauds Uaquu laun Selective Serotonin
Reuptake Inhibitors (SSRIs), Serotonin-
Norepinephrine Reuptake Inhibitor (SNRI)
Wudu e ulva Suse nimnlunsshwm
Tsagaualawndn  uadgndlifielss of
WM ITNLAENanaY wasiinuUaaanslu
mslEinay I@ﬂLQWW:ﬂitﬁﬁ@ﬂMWﬂﬂﬂW
NAIMAAILMTAULN AUV

ﬁmgﬁ'uflm atypical antidepressants Tnad
Aadudnnareniiadanalnniseangniuesen
TilaWluluann un@giupes monoamine #oMs
Halsadaudd suaiiedeasngniiieda
iU neural plasticity 28N N8N ! hippocampus
Tumsnau uUBIABANNLASEA LHY tianeptine
nalnMI0aNgNBNAEITIRy neural plasticity
Tu w@4 U hippocampus t¥u " A5y
MTUNMSEEN AN a1TNal 1IAIUAN
2esdaluiuarmsmssiin  waranafiendes
AUNIZUIUMS upregulation 4D cAMP-response
element binding protein (CREB) cascade Lo
brain-derived neurotrophic factor (BDNF) gene
expression  SiwanamsAnwiitavaniiing
wWasuulawmarzagaly 889 U hippocampus
N le) (B dendritic remodeling WasN3
0NYBY neurogenesis Qﬂ‘ﬁﬂﬁ’l (induced)

ANNLATEADIALAENTDIRUNENE 35INENBS
depression MIANHININT" NBIYDINY WL
WU hippocampus Hzneanadlugihadalse
M9A0T “NRUEAUANINASEA @Y recurrent

depressive illness® "

Depressive disorders (AaiUaa1n DSM-IV 284
NANINULNNT LN, A.A.1994) 2 Usznau
relsadadaluil
1. Ts@BaAsh (Major depressive disorder)
2. Dysthymic disorder
3. Depressive disorder not otherwise
specified
4. Mood disorder due to general medical
conditions
5. Substance-induced mood disorder,
substance intoxication or withdrawal 10361 °)
gaeanuiiaUninearsualdasiinduszning
wiamelunm 1 Wauaesmsld s
6. Depression associated with dementia
7. Covert, masked, or somatized depression
(somatothymic depression)
8. Adjustment disorder with depressed mood
9. Schizoaffective disorder, depressive type
10. Grief reactions in the medically ill
11. Complicated grief disorder
12. Bipolar I or II disorder, depressive
episode
13. Bipolar disorder not otherwise specified,
depressive episode
14. Cyclothymic disorder
wBNIING 5981 “mixed anxiety and depression”
aunamimiiadenas ICD-10 wiugiheil
fimmsuee ladasumunanimsitianeiumood

disorder 138 anxiety disorder”
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27015284905ATNLASY (Major depressive
disorder) (@ouUasan DSM-IV 289 AN
AIounndansny, 0.¢6.1994)? fa1ns 3
MU

1. mmsm

- sualBuEs) (depressed mood)

- ladgudaguse 1l ulaludanssu
a9 w33 nlafienn Aufanssneeg
(anhedonia)

*msidanalsafuiasnesdiadisy 1
athawes s Uil
2. 8IMINMNMY

- waulinauvSeviaumnaiuly

= shwitnee feams vialuma
ndufuAe  Sulssmuamsannzuuazihmin
iindunthadaiau

~ nszunse Mevsanistedaulm
MsiinAnZasann (psychomotor agitation or
retardation)

- oauwwds lNTuse (fatigue or loss
of energy)

3. amsmaanla

- T lsdm3ei niieagiannuie
aehalaiwiang

- anw nsolumsAnanas N
anad wisaly 13nsa0a " wlale saala

- HeNuANBEINANYENIBBEINA
INELDE )

ANeTaas (depression) WungaaInis
(syndrome)™®
Usenaumeanguenmslumueang g Gadi
1. mjmmmswaa‘:aﬁﬁim (vegetative
features) l@WA NIUDY ANNBENNDINNT 1wl

M1 UATANINABINISNINLNG

2. NANBINTIIAIUNITS (cognitive features)
loud 5 anNaaUARANNLATEA ANN
UaANNAR LUaY

3. nejummséfmmmﬁ'ué?ﬁ'ﬂa(impulse
control features) laWA ANNAAIAINY UdE
AnuAafiazangau

4. DANDINIEIUNYANTIH (behavioral
features) laun usegela ennianalannu vla
Tu™aehe 9 wazANNBaULWEE

5. nf;jmmmsmamﬂ (physical features)
Tun tadsue thevias waznduiilatanion
mstaanldenundaeas 41220

Tagm lUudrlsz " nEawaeesuids
whlunguane g dusnguasidn (mricyclic
antidepressant) ‘\mﬁﬂﬂiia\lslm\iﬁ‘] s nduald
UANANAUININUD M5 LEENAITLRENUATNLAS
fiaz 1 swnuwiiiu Tudagiuiivssnn 2
3 wawjﬂmwhﬁ?uﬁ%mau UBIAABEILALIA
FauLesn

Snuaznendiiaionaiinadanisidenen
uiBehiicase Uil

1. Lﬁaﬂwﬁﬁﬂﬁ@'ﬂaw%aﬁywﬁﬂmQ”ﬂ'm
PEANBY UBNANINBU

=

2. ;j'ﬂaﬂﬁﬁmmsuaulﬁwé'uwia
nszunsENe (agitation) aatdenliendidigna
MU

3. 01alWefiflgnsdrausuiaanie
Taivnlvdrauau LLﬁﬁjﬂaﬂﬁﬁmimgaulmﬁw
(psychomotor retardation)

4. fiheiiilsailauasvoaadaavniail
A madanaliials: ad@ey anticholinergic
(W i 99y gthewwnu) arshiengs
SSRIs %38 antidepressant ﬂ’ej:lllm\i 1 L%U

tianeptine
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5. lﬁlﬂﬁﬂﬁﬁﬂixﬁa"f{ﬂ Tdans maprotiline
%30 bupropion

6. fihafifianu e _sdamsxigaans
mslnnisuaneiasdiaimstuniiuune

7. ﬂ’.]’iﬁﬁ)”lim’lf]ﬂglﬁﬁﬁﬂ’is NCERER
(adverse effects)

8. MSNAITWUIBINTANLALY AW
Uaaans msnuaaenlensald (tolerability)
wazaen smﬁgwmmj‘"u @ (cost-effectiveness)

9. Q’ﬂaa‘[sﬂ%mﬂ%ﬁﬁﬁmmi atypical Q%
MU UaN@@e SSRIs Wwaz MAOIs ¥1ANI
tricyclic antidepressants

10. fienuiulalumslden

11. MDY pharmacodynamic %30 pharma-
cokinetic interactions Lﬁﬂiﬁlﬁﬂﬁﬁ%mﬁlﬂﬁﬁ
Usy sAfunaunialsamemeau q lidesi K2

12. @'ﬂmﬁﬁmnwﬂw%mémﬁm T leen
UAZNLASITINAVEIUALSAAA wWiald ECT
(electroconvulsive therapy)

13. Uszan (class) waznalnmsasngnd
(spectrum of activity) yaeeniilyd

14. zNANMIUIIITEN

suiduaildlutagiy wiseanifungy
dha ) dagelygic-eiee
1. Tricyclic and tetracyclics
- tertiary amine tricyclics laun
amitriptyline, clomipramine, doxepin, imipramine
- secondary amine tricyclics loun
nortriptyline
- tetracyclics laun maprotiline,
mianserin
2. Monoamine Oxidase Inhibitor (MAOIs)
- irreversible MAOI lafidwihelu
Usznelng

- reversible MAOI-A (RIMA) laud
moclobemide

3. Selective Serotonin Reuptake Inhibitor
(SSRIs) lown fluoxetine, citalopram, fluvoxamine,
paroxetine, sertraline

4. Noradrenergic and Specific Serotonergic
antidepressant (NaSSa) or Norepinephrine -
Serotonin modulator L@t mirtazapine

5. Serotonin - Norepinephrine Reuptake
Inhibitor (SNRI) laun venlafaxine (extended
release)

6. Serotonin modulators or Serotonin
Antagonist Reuptake Inhibitors (SARIs) laun
trazodone, nefazodone

7. Selective Serotonin Reuptake Enhancer
(SSRE) lown tianeptine

8. Norepinephrine and Dopamine Reuptake
Inhibitor (NDRI) l@wn bupropion

9. Noradrenaline Selective Reuptake
Inhibitor (NRI) : reboxetine ﬂﬂ“ﬁﬁﬂﬁlﬂ’ﬂlﬁﬁ
Tmhelulszmdlng

winewma: 48 4-9 a1aSenlainiu

atypical antidepressants

davsldnanvasenunduahlutagiu dat
1. lsaTuas (Major depression)

- ednwndnannnsiieduss nsmw
WNNU wazdiansMsaeu uasUssannsanay
67(10)

- mstaenlderaziarsanainis
shades Tsamemeiiusingis (comorbid
medical condition) LLa:ﬁ'ﬂiﬁ'ﬂﬂﬁﬁjﬂaﬂw%amw&
aptheeenay UaIGInaY

2. Atypical depression
MAOI uaz SSRI sz~ nEmwiniian
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A “NWUEIENIN blockade 2B neurotransmitter receptor UAZNIILANAINITIILALIYDIEN

wigNLAs e 10

Receptor affinity™*

'
°

potentiation of CNS

mirtazapine +++

Receptor subtype 21N379LAYY N o))
Histamine-1 receptor MUY doxepin ++++ venlafaxine O
WAUNAILNN amitriptyline +++ nefazodone +

anuaulainm maprotiline +++ bupropion *

trazodone +

urinary retention
LN
memory dysfunction

tachycardia

depressants nortriptyline +
Muscarinic receptors RIS amitriptyline +++ bupropion 0
AW clomipramine +++ trazodone 0

nefazodone O
venlafaxine 0
mirtazapine O
SSRIs *

nortriptyline +

a 1 receptors

postural hypotension
teflex tachycardia
potentiation of
antihypertensive

effects of prazosin

doxepin ++++
trazodone ++++

nefazodone +++

venlafaxine O
bupropion 0
mirtazapine +

SSRIs +

a . receptors

blockade of
antihypertensive
effects of clonidine,

a-methyl dopa,

mirtazapine +++
amitriptyline ++

trazodone ++

bupropion 0
venlafaxine O
SSRIs +

nefazodone +

guanfacine

Serotonin-2 receptors ejaculatory nefazodone +++ bupropion 0
dysfunction trazodone +++ venlafaxine O
anudulafine doxepin ++ SSRIs +
usstmamstha amitriptyline ++
Aswzluinsu

BANBLHE : * el receptor affinity 9aziimimsiadssludutiuiasin




ms@ua%’nm&jﬂm%mﬂ%ﬂuqﬂwﬁa

NHAFIY

a 4 []
NI ﬂNQmLtWﬂﬂttﬂﬂﬂi%tﬂfﬂﬂﬂ

monoamine M9 N3

A3sond Auael S56 Ui 47 adun 3 avuwun
Ve o o ¥ = P ' (3-4,10)

YILNDHNLAINILISDINIFIYNLASINNUUB Y

#13NELIATHLAT

a1MsTLAEINNULaY

MLABUNNARTA

I. Norepinephrine reuptake
inhibitors
- nortriptyline

- maprotiline

SNTN cardiac
arrhythymia, 1}’1ﬁﬁﬂLﬁN,
anticholinergic,
(orthostatic hypotension -

LW nortriptyline)

- Msfugivnaaame e
o & v .
- MMUUMDN titrate dose

II. 5-HT reuptake inhibitors

SSRI nngiiaaramIviiausy

SSRI NNYHANNAGBTEUY

- citalopram Taivau agitation, cytochrome P450 enzyme; cjﬂm
- fluoxetine INTN GI distress, nnsanusamlaaniengy
- fluvoxamine sexual dysfunction tricyclic wazianuiaaans
- paroxetine ”qtﬁlaﬁuﬂuﬁuwmm
- sertraline (overdose)
III. 5-HT - norepinephrine - d’N%N, orthostatic hypotension, | - msnueniuznaaIamele
reuptake inhibitors cardiac arrhythymia, Iilﬁﬂﬁ’ﬂ - udoq titrate dose
- amitriptyline Lﬁ'&l, anticholinergic, - I%3U venlafaxine 2U16
- doxepin (insomnia/ agitation, ﬁuqﬁuawﬁﬂﬁ'ﬂamﬁu‘[aﬁm
- imipramine GI distress LlAWIE imipramine) J
~ trimipramine ~ msuaunduasuulas,
- venlafaxine GI distress 13U venlafaxine

IV. Presynaptic and postsynaptic
active agents
- nefazodone

- mirtazapine

1 =

- NTY

- 18N RUNLIAN
WIDLAN

- lsiieanatnadeamane
(Mluean titrate dose 1AW

nefazodone)

V. Dopamine reuptake inhibitor

- bupropion

- waulinay, AsIUNTENE,

cardiac arrhythymia, GI distress

- 1%911‘!31]718&1 sustained release
BT 2 ASY
- lsiieanatnadeamatne

VI. Mixed - action agents
- clomipramine

- trazodone

- INBN WAL
(orthostatic hypotension,
GI distress, cardiac arrhythymia

tRWE trazodone)

s & ;
- uiluaay titrate dose
- W@ trazodone AIAM LHLAA

priapism

VIL.5-HT reuptake enhancer

. .11
- tlaneptme

- GI distress, ﬂ)ﬂﬁiwz,
dizziness, 1NWAS
oL . . .8
(WD anticholinergic M)

NTuaaq titrate dose,
no sexual dysfunction,

Taimlviaada
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tricyclic Antidepressant(TCA) Tianeptine(3’107u)
3. Delusional depression - Lﬁ'&l serotonin uptake Tu was
mslienunsuiaagadensinlilona - @ stress—induced atrophy 284 neuronal
M5 lFeuATuATILELaILAlSAINTIN dendrites

M Azlanad Ll sspen
4. Bipolar depression
eungaaInaiae i lvdiie mania
%30 hypomania
MAOI :aditse“nemwinilanin TCA
M5 lithium 538AU MAOI wa¢ lithium
AU carbamazepine 213fUsE ~NEMWAluy
@ﬂmﬁﬁa”m”ﬁﬁwa@iams%'ﬂm (refractory)
5. Dysthymic disorder
Use " nEnwzeeeunduLAsIaIzan
auilatisusumsldsnmlsaduigd  (Major
depressive disorder)
SSRI
faU UaNUszaNSREaE 60

=) a a = o W
VU3 NEAINAULAZNDNIING

6. Geriatric depression
Astaanldenadnia s 8981015209
ienzesenudazaiia wadldenluznac
mﬁhiﬁw%aﬁqw%( anticholinergic ng
loun nortriptyline, SSRI L8 tianeptine
g1 laifindefionnisdraideenis
cardiovascular U8 lAuA nortriptyline, SSRI
LLe% tianeptine
7. Comorbid psychiatric disorder
Panic disorder®® - SSRI, RIMA (moclobemide),
clomipramine, imipramine, mirtazapine,
venlafaxine, nefazodone W drug of choice
Obsessive — compulsive disorder (OCD) - SSRI
Hlu drug of choice

Eating disorder - SSRI iy drug of choice

- limldinanatraifeansaiives
N1961UN133  (cognitive), mstaanulum
(psychomotor), MIUDBUNAY M lauazvaan
1890 (cardiovascular) M%E]‘Lf’]‘viﬂ’ﬂ(;l".l

- hjgﬂ metabolized lagszuU cytochrome
P450 '*?i(?fu IV drug interaction ﬁ'um'é"uﬁ'aﬂ

- fuse"nEmw (efficacy) lunmssnmn
Tsaguiasuiisunfueudduiasinguman
(classical) ¥ amitriptyline, clomipramine,
imipramine, mianserin (L% SSRI

- mslienszazenasieanguimsains
the %1 (relapse %138 recurrent) 28N depresion

- Usz"nEmwlumsearennanaanuen
WABNLAINGY tricyclic W38 tetracyclic wag
fluoxetine IuﬁﬂaﬂﬁﬁmmsﬁuLﬂi"ni'auﬁ'umms

nNa
- gtheny (wolerate) daenlad nilusses
“Yuazseeze)

nnsoldlalugihe alcoholism w3a

=~

DJﬂ’JEJﬁN hepatic impairment
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M anagement of DepressiveDisorders
Beyond M onoamine hypothesis::
Clinical Implication

Srirat Kooptiwoot

Abstract

The first antidepressant was discovered in early 1950s. Until now we have had about
9 categories of antidepressants (more than 20 kinds), according to their mechanism of
action. Most of antidepressants have equal efficacy in treating depression but novel
antidepressants have lower adverse effects less than conventional antidepressants.

Tianeptine is an antidepressant agent with a novel neurochemical profile. It increases
serotonin reuptake in the brain (in contrast with most antidepressants) and reduces
stress-induce atrophy of neuronal dendrites in hippocampus.

The following factors should be considered when choosing an antidepressant for a
patient : previous responses to the antidepressant, physical health including medical illness
and medications used, characteristic of depressive signs and symptoms, efficacy of the
antidepressant and its safety, cost effectiveness, side effects, pharmacodynamic and
pharmacokinetic.

Antidepressant beyond monoamine hypothesis such as tianeptine has equivalent
antidepressant efficacy to several classical antidepressant agents (amitriptyline, clomipramine)
and the SSRIs. Tianeptine appears to be as effective as fluoxetine, amitriptyline in improving
associated anxiety in patient with depressive disorders. Tianeptine lacks adverse cognitive,
psychomotor, cardiovascular, sleep and bodyweight effects, factors that clearly differentiate
it from the TCAs an SSRIs antidepressants and does not cause sexual dysfunction.
J Psychiatr Assoc Thailand 2002; 47(3) Supplement: S51-S60.

Key words:. antidepressants, clinical implication



