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Chemical structure of tianeptine.
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HAAAIETAN AN Y taneptine Hnaln
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e dibenzothiazepine nucleus containing two
heteroatoms:

e an electron-donor heteroatom at position 5 on
the central ring

e an electron-acceptor substituent at position 3 on
the benzene ring

¢ aminoheptanoic chain of 6 methylene links with

a terminal acidic group
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Covi anxiety scale (COVI) w2 Ferreri Anxiety
Rating scale (FARD) eniiuse niwaluns
Snweealam MADRS %38 HAM-D @21
AauugNaInaNINNNINIBLINNUSBERE 502

Cassano NUAMEZILAE Costa e Silva NU
AuzSHULNBUNANITSNYIAIEY  tianeptine
210 25-50 Nn./unvevasn lugihedn
Lﬂ%’ﬁﬁﬁmqswiw 18-60 U wu 6 “Umwi wu

1 tianeptine Tinadaumealy 7 Ju*®



Tianeptine J Psychiatr Assoc Thailand
Prakob Poowiboonsuk S65 Vol. 47 No. 3 Supplement

M3 MIANINNAFTNUTsUTsUNaN IS tianeptine (TIA) nuenFuasHlungn TCA
taz SSRIs™”

suuuy anwauzgihe; a1y 21087 (¥0./3%) 3970 walee U
MsANY szazna e %N

1w5guiiguny amitriptyline (AMI)

r, bd, dysthymic disorder without  TIA 25-50 ufN. HAM-A:63% TIA=AMI
pri (3-7 ) psychotic features;18-65 U 6 ~Umw MADRS:64%
AMI 50-100 un. HAM-A:67% AMI>TIA
6 “Uovi MADRS:69%
r, db Major depressive, bipolar, TIA 37.5 an. 1 “Uay HAM-A:61% TIA=AMI
dysthymic disorder, moderate Wa¢ 25-50 4n. 5 Ua¥ HAM-D:63%
severity without psychotic AMI 75 wn. 1 " HAM-A:65%
feature; 18-70 U waz 50-100 NN. 5 “UaY HAM-A:67%
r, db, Depressive syndrome AU TIA 37.5 un. 4 “Umw HAM-A:50%
pri fn qsué’a%'q; 38 1 MADRS:57%
(3-10 W) AMI 75 3. 4 “Uandd HAM-A:48%

MADRS:53%

wlsguiigunu clomipramine (CLO)

db, Major depression %38 bipolar TIA phase I 37.540. 2 Ua¥ HAM-A:47% TIA=CLO
pri disorder without psychotic ~ Wae 25-50 un. 4 Uy  MADRS:50%
(1 ") feature; 18-65 1 phase II WU 4.5 (@au HAM-A:54%

MADRS:56%

CLO phase I 150un. 2 “Um¥ HAM-A:44%

uaz 100-200 NN. 4 Ua¥i MADRS:51%

phase I WU 4.5 @au HAM-A:48%
MADRS:55%
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w3suiisuny dothiepin (DOT)
db, Unipolar, bipolar depression TIA 25-37.5 4. 4 “Umnv¥  HAM-D
pri (4-6 7)  moderate-severe; 19-71 U DOT 150-225 un. 4 “Ua1¥i MADRS

15guiiguny imipramine (IMI)
db, pc, Major depression e bipolar TIA 37.5 4. 2 “Uanv MADRS:44%
pri (7 5u) disorder without psychotic uaz 25-50 un. 4 UMW
feature moderate-severe; IMI 150 un. 2 “Uaw MADRS:41%
18-60 1 waz 100-200 un. 4 “Um
PLA 6 “Ua¥i

1w3suiisuny maprotiline (MAP)

db A3SIENDINTAT TIA 37.5 4. 2 HBY HAN-A:62%
pri (7 W) I9NNNA MADRS:56%
MAP 75 un. 2 02U HAM-A:53%

MADRS:47%

(W3suiisuny mianserin (MIA) 4a¢ alprazolam (ALP)

r, db, Adjustment disorder i3 TIA 337.5 un. 2 “Um¥  HAM-A:47%
pri (7 W) ansualudsusiu waz 25-50 uN. 4 UMW  MADRS:44%
(BuA I9nN939); MIA 60 un. 2 “Uan¥ HAM-A:49%
19-23 uaz 40-80 un. 4 Ua¥i  MADRS:46%

ALP 1.5 un. 2 “Um¥ HAM-A:51%
waz 1-2 Nn. 4 e MADRS:46%

r, db Major depression TIA 25 NN, 6 LAY HAM-A:50%
(single episode) MADRS:53%
%38 recurrent); 70 U
TIA 37.5 §N. 6 (7Y HAM-A:50%
MADRS:56%
MIA 30 §7. 6 DY HAM-A:46%

MADRS:50%

DOT>TIA

TIA=IMI>PLA

TIA=IMI=PLA

TIA>MAP

TIA=MAP

TIA=MIA=ALP

TIA 25 un.
=TIA 37.5

=MIA
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wW3suniisuny fluoxetine (FLU)
r, db Major depression TIA 37.5 §n. 3 LAY FARD:57% TIA=FLU
pri (7 W) %30 dysthymia;
25-65 HARD:62%
FLU 20 ¥n. 3 1oy FARD:62%
HARD:63%
r, db, Major depression %38 TIA 37.5 ¥n. 6 “Uaw TIA>FLU
pri (7 ) bipolar disorder without FLU 20 un. 6 ~Umw
psychotic feature
r, db Major depressive episode; TIA 37.5 4n. 3 LU MADRS:51% TIA=FLU
>65 U FLU 20 ¥n. 3 t@au MADRS:62%
db, pri (7 9)  Depressive episode TIA 37.5 uN. 6 LHBDY MADRS:51% TIA=FLU
138 recurrent ¥139 bipolar FLU 20 un. 6 “Uanv MADRS:50%
affective disorder; 18-65 fl
(W3sutiisuny paroxetine (PAR)
r, db Major depression TIA 37.5 §n. 3 LAY HAM-D:62% TIA=PAR
PAR 20 ¥f. 3 Liiau HAM-D:58%
MADRS:61%
w3suiisunu sertraline (SER)
r, db Major depression %38 TIA 37.5 0. 6 “UmM¥  MADRS:56% TIA=SER

disorder; 42.5 Y

SER 50 %n. 6 “Uanw

MADRS:54%

r = randomized; db = double blind; pri = placebo run-in perio

d;(43)
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“Uandk, leeadinAy mianserin 2310 30-80
uN.6a U ANEIY 1.5-6 (HaU“® tianeptine 16
NAMIINEIANTT maprolitine UG 75 NN./IU
ANENUIU 2 DY WaT tianeptine TANANISAEN
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Agnwun 1 hou ”ﬂl,ﬂmthmmmf:ﬁqj’ﬂm
nuIutaa“” °m%'u@'ﬂm%mﬂ'§wﬁﬁmm3mﬂ
71999578618 M5 tianeptine 25-50 WM./
lewadhnu amiytrityline, clomipramine, 8%
mianserin “84°%5)  g3Sunaaiinnzduad
wazdInNAIa MSLY tianeptine UG 37.5 WA./
W wu 2 Weu lanadniimsly maprotiline
20 37.5 NN/ WU 2 1Hau WU lenad
ANMSLA maprotiline 219 75 wn. /3y 2

An 15U uNauNanNITSNEITENIN
tianeptine AULINGN SSRIs luglUreFaasn
U Tag gU tianeptine l¥namssnunlda
WNAU fluoxetine 2UIO 20 NA./IU ANEIUIU
1.5 1iou l@kaiAUu paroxetine W10 20 MA.
dnwuu 3 ey lawalnu sertraline 210
50 an. @ 1.5 au® Y mheduai
fifienadansnasingrs mslW taneptine Tu
PUIO 37.5 WN./IU IRRANITIAMIANAY
fluoxetine®® way sertraline “* lugfthe  vang
tianeptine Alenadinny fluoxetine Wag
sertraline*®°"*®

mMsinwssesenlugihaduasinuiu
268 98 W 16.5 thiou wud gihe 111 510

185uen tianeptine Ho1msnaudiugian 18 e
(Sazaz 18) wmxﬁ@ﬂmﬁlﬁ%’wmaan U
74 50 ndudluman 27 e (Souar 36:
p<0.01)¢* ¢V

pjﬂaa%utﬂ%’wﬁﬁm S 138 e i
MsAneu 1 U WU tianeptine 1¥Had
(MADRS a0a93088¢ 59, HAM-D ana9308az
53) dnmsivenilaSsuifisunauas taneptine
Tumsinngthefuahiidn ld 2-5 “donvi
Aaufuen wuhng amitrityline W82 tianeptine
Tinaanain1sduasiuazanuiannaiales
waziunamelu 4 “Uasites?

wanandl law3suidiey tianeptine N
fluoxetine Tumssnwgihelsaduasidunm
v 6 Uyl mamsinmangnis aexie
TWnainfionsy  nagulse nEnmuas
aMuUanNY WH tianeptine X19080 CGI

score for severity of illness @MnN fluoxetine

J v
Wau amsie"”

ANNNUGIBEN

Togmlugthenuenldd tianeptine fuadng
(Aeeaaszuulse ML 5 (autonomic nervous
system) loun hedswe Saugunu hnu
nanasruuUse 1mnae (CNS) laun ns
wouliindy 598ou duaszvun dude wade
suumaduams laun viasyn adul " asls
AMNBINITELABNAIN  tianeptine ﬁ?uwuagi
Tuszauasiiiafisuiueivasnuazenly
ngn TCAs uazwulalusasnuenlungu
SSRIs“*°05%% 9q61uudq tianeptine il
mﬁaniwmﬁ'%mﬂ%’majuﬁ"uﬂ fa laimlianu
Fasmsmandanas litishuting wazlid
NamBsLUUMIlE nmMshamunans e ly
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anely 6-12 16U wazwudauad
f.0.1988 difihe 3 918 Aldniludiiszdu
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vUaeuuUasenUuinIS8UEe  mitochondrial

B oxidation enzyme ®%7

tianeptine L3y litAanst wie Wailann
MIN@ BUAIE CHESS scale fthalidnudas
tinaneelumsinnudnnldellugr 1-2
Wau vasnnngaUieaInvziansuay

vauenn wavaulutieanwa e

UIAYILHLNITUINII

tianeptine t{uensudsemuy luvna 37.5
un./3u lesuusalyd 12.5 wn. Juar 3 1
ADUNIANTDNDIMNT  DINSENLATIRLHT U
meluy 1 “Yawinasduen lugiheary 70 U
duld wasfthelomsamsSuaeunasinie
Fuar 2 a5 Limsldenillugiinanssdvio
NuHUIEdYaT m%ﬁ"lﬁuuqmmasLﬁnmq(ﬁmiw
15 °m%’m§ﬁ1é’%’um monoamine oxidase
inhibitors ¥NBU ﬁ'awqmmﬁ?u 2 “Uavinau
W tianeptine °’11/i%‘Uﬂ’]’i1/ii!ﬂil’l tianeptine ﬁ”’u
mseag ) Usuanzinamasmely 1-2 “Uad
waFnga

daua ld
1. MEsnwlsadaadmly
tianeptine 1{usnuiFuasings SSRE
FANMSAUNGUEY serotonin  LANUSH
serotonin 14 N84 wazy i 5-HT-neurotrans—
mission {5t~ nEmulagsineizu Uss namw

MI3nanINMslievasn washing nuen
uNBUANINGN TCAs waz SSRIs Tuwasiilua
Hadedlussduiifasniienngy TCAs uas
SUTNAU SSRIs W6l tianeptine §Fafin
dalifinanmnuaaansmane  Lufinase
whiluguanuda (cognitive function) 115
wasulmuuuasla Livhliie Lifinadeszuy
wla Litishwing wazlit wée

VNN FA9UA AVBY tianeptine
wuhegadud duaieldaisy msnszaeen
s enlaishueiumsulasuwlasidu uas
M bioavailability 4 e l¥msuSuzmneelu
mMssnwmladieniings TCAs uaz SSRIs
#9fi bioavailability o #ly 2 ﬂajuwé'qi’:
Wasuwlaafidu msnszareelisne waz
Jumetini aehalsi@ tianeptine Sunulusiu
Tuidaald sFearafivjisenseninedudven
éu (drug interaction) ﬁ%’uﬁu‘[ﬂsﬁuwﬁwu
Y 1Y sulfonylurea WaLeN@IUMIDNL ULHA
nonsteroid W& mﬁmﬁ'mmmm tianeptine
Talunsdindasldansantu w5z tianeptine
fianwudasany v adlsionn tianeptine AR
dot " gaginuwnzendumeldisy Famlvdas
UM 3ENUDENT SSRIs

TumsdnmlsaduadnEess (chronic
depression) M54 tianeptine lANAANT enviaan
waglawadinmngn TCAs swvailasiums
ndudiuenle

2. ¥ nwlsaduasiifinnadania

SN

dissmnenueisauazansdanioail
waeiagﬂ%wuawﬁ'wﬁwmmaﬁ DY tianeptine
1N15092 8B EUSINISIN AN HLTAE
Use MUIW hippocampus  WAZAANINILHY
HPA-Axis luaziasea aslussleniily
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nstasfuuasinwlsaduiadiifinaain
ANNLASEA (stressor-precipitated depression)
lﬁﬁﬂiwmnzﬁu%}u 7 tianeptine HgNiaaAIN
5anf938 (anti-anxiety) l@nTen SSRIs datiy
Q’ﬂmﬁw tianeptine  3afiaNnuanTulumslden
benzodiapine anxiolytics 808N
3. sl"z’f’lu@'ﬂmyamqﬁﬁmms‘ﬁmﬁ%ﬁ
wihenlungs SSRIs 2zl first-line
drug Tumsinmng segiitaad innsiidal s
WI0HaTNLAENUREN TCAs UANNHABAAIN
Faamsmawd tsshminga Gaiy tianeptine
Fnhasng wsuithe ey
4. Q’ﬂm%mﬂ%ﬁﬁam 9
@'ﬁaﬂ JNanasiiaimslsadaainsm
e tianeptine HUsz nEmwlunssnunie
Fuahlugthedo nEefiiidnauldus 5w
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Abstract

Tianeptine is a unique antidepressant with novel mechanism of action. It enhances
serotonin re-uptake in the cortex and hippocampus while it reduces stress-induced atrophy
of hippocampus. Its effects do not disturb cognitive and psychomotor functions. Tianeptine
has no effect on deep-alertness, cardiovascular system, anticholinergic system and drug
addiction.

Tianeptine is rapidly and completely absorbed from Gl tract with high level of protein
binding. It has a short terminal half-life of 2.5 hrs, without first-pass hepatic metabolism.
It is not primarily metabolized by cytochrome P450 system which indicates less drug-drug
interaction. This is of particular interest for elderly patients and those with chronic
alcoholism.

Tianeptine is as effective as amitriptyline, clomipramine, fluoxetine, sertraline and
mianserin.

Data from clinical trials supported tianeptine efficacy in treating major depression,
depressed bipolar disorder, dysthymia, adjustment disorder and anxiety in depressive
disorder. The tolerability profile of tianeptine is superior to that of tricyclic antidepressant
and appears to be similar to that of SSRIs. The adverse effects most commonly reported in
tianeptine clinical efficacy trials were nausea, constipation, abdominal pain, headache,
dizziness and change in dreaming. However, these effects appears to decrease as the
treatment goes by.

The recommended dosage for patients with depression is 37.5 mg/day in 3 divided
doses, with meals. J Psychiatr Assoc Thailand 2002; 47(3) Supplement: S61-S77.

Key words: tianeptine, antidepressant, SRE



