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∫∑§—¥¬àÕ

tianeptine ‡ªìπ¬“·°â‚√§´÷¡‡»√â“™π‘¥„À¡à∑’Ë¡’§ÿ≥ ¡∫—µ‘·µ°µà“ß®“°¬“Õ◊Ëπ ‚¥¬‡ √‘¡°“√

‡°Á∫°≈—∫ “√ àßºà“πª√– “∑´’‚√‚∑π‘π„π ¡Õß à«π cortex ·≈– hippocampus ¢≥–‡¥’¬«°—π°Á

≈¥°“√ΩÉÕµ—«¢Õß hippocampus ®“°¿“«–‡§√’¬¥ ∑—Èß¬—ß‰¡à¡’º≈°√–∑∫µàÕ°“√‡√’¬π√Ÿâ

°“√‡§≈◊ËÕπ‰À«√à“ß°“¬ °“√πÕπ-°“√µ◊Ëπ √–∫∫‰À≈‡«’¬π‚≈À‘µ º≈∑“ß¥â“π anti-

cholinergic ·≈–‰¡à‡ æµ‘¥

tianeptine ∂Ÿ°¥Ÿ¥´÷¡‰¥â√«¥‡√Á«·≈– ¡∫Ÿ√≥å®“°∑“ß‡¥‘πÕ“À“√  à«π„À≠à®–®—∫°—∫‚ª√µ’π

¡’§à“°÷Ëß™’«‘µ —Èπ‡æ’¬ß 2.5 ™—Ë«‚¡ß ‰¡à¡’ first-pass hepatic metabolism ·≈–‰¡à‰¥â∂Ÿ°∑”≈“¬¥â«¬

√–∫∫ cytochrome P450 ®÷ß¡’‚Õ°“ πâÕ¬∑’Ë®–∑”ªØ‘°‘√‘¬“µàÕ°—π√–À«à“ß¬“ ‡À¡“– ”À√—∫ºŸâªÉ«¬

 ŸßÕ“¬ÿ·≈–ºŸâªÉ«¬æ‘… ÿ√“‡√◊ÈÕß√—ß

tianeptine ¡’ª√– ‘∑∏‘¿“æ‡∑à“‡∑’¬¡°—∫ amitriptyline, clomipramine, fluoxetine, sertraline

·≈– mianserin ®“°√“¬ß“π°“√«‘®—¬æ∫«à“ tianeptine ‰¥âº≈„π°“√√—°…“ºŸâªÉ«¬ major

depression, depressived bipolar, dysthymia, adjustment disorder ·≈–Õ“°“√«‘µ°°—ß«≈„π

ºŸâªÉ«¬´÷¡‡»√â“ ºŸâªÉ«¬∑πµàÕ tianeptine ‰¥â¥’°«à“¬“°≈ÿà¡ tricyclics ·≈–‰¥â¥’æÕÊ °—∫¬“°≈ÿà¡

SSRIs º≈¢â“ß‡§’¬ß∑’Ë¡’√“¬ß“π®“°°“√«‘®—¬∑“ß§≈‘π‘°∑’Ëæ∫‰¥â∫àÕ¬ §◊Õ §≈◊Ëπ‰ â ∑âÕßºŸ° ª«¥∑âÕß

ª«¥»’√…– «‘ß‡«’¬π ·≈–§«“¡Ωíπ‡ª≈’Ë¬π·ª≈ß Õ¬à“ß‰√°Áµ“¡ º≈¢â“ß‡§’¬ß‡À≈à“π’È®–≈¥≈ß‡¡◊ËÕ

‡«≈“ºà“π‰ª

¢π“¥∑’Ë·π–π” ”À√—∫°“√√—°…“ºŸâªÉ«¬´÷¡‡»√â“ §◊Õ 37.5 ¡°./«—π ·∫àß„Àâ‡ªìπ 3 ‡«≈“

°‘πæ√âÕ¡Õ“À“√ «“√ “√ ¡“§¡®‘µ·æ∑¬å·Ààßª√–‡∑»‰∑¬ 2545; 47(3) ©∫—∫ºπ«°:

S61-S77.

§” ”§—≠  tianeptine, ¬“µâ“πÕ“°“√´÷¡‡»√â“ ’́‚√‚∑π‘π

*¿“§«‘™“‡¿ —™«‘∑¬“ §≥–·æ∑¬»“ µ√å»‘√‘√“™æ¬“∫“≈ ¡À“«‘∑¬“≈—¬¡À‘¥≈ 2 ∂ππæ√“ππ°
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Tianeptine ‡ªìπ¬“·°â´÷¡‡»√â“°≈ÿà¡„À¡à ¡’ Ÿµ√

‚§√ß √â“ß§≈â“¬°—∫ imipramine ¬“·°ấ ÷¡‡»√â“„π°≈ÿà¡

tricyclic antidepressants §◊Õ¡’ dibenzothiazepine

nucleus ∑’Ë¡’ heteroatoms 2 µ”·Àπàß §◊Õ ∑’Ë C5

(electron donor) ·≈– C3 (electron acceptor) ¡’

side chain ‡ªìπ aminoheptanoic ́ ÷Ëßª≈“¬‡ªìπ acidic

function(1)

‡¿ —™®≈π»“ µ√å

°≈‰°°“√ÕÕ°ƒ∑∏‘Ï

¬“·°â´÷¡‡»√â“ à«π„À≠àÕÕ°ƒ∑∏‘Ï‚¥¬°≈‰°∑’Ë

·µ°µà“ß°—π ·µàº≈ ÿ¥∑â“¬§◊Õ ¡’°“√‡æ‘Ë¡ª√‘¡“≥

 “√ àßºà“πª√– “∑ ∑’Ë∫√‘‡«≥ª≈“¬‡´≈≈åª√– “∑ ‰¡à

«à“®–‡ªìπ°“√‡æ‘Ë¡ª√‘¡“≥ serotonin ∑’Ëª≈“¬ª√– “∑

À√◊Õ°“√≈¥°“√‡°Á∫°≈—∫¢Õß serotonin °“√¬—∫¬—Èß

‡Õπ‰´¡å∑’Ë∑”≈“¬ “√ àßºà“πª√– “∑µà“ßÊ ≈â«π¡’

º≈≈¥¿“«–´÷¡‡»√â“‰¥â∑—Èß ‘Èπ tianeptine ¡’°≈‰°

°“√ÕÕ°ƒ∑∏‘Ï∑’Ë·µ°µà“ß®“°¬“°≈ÿà¡ tricyclic

antidepressants (TCAs), Selective Serotonin

Reuptake Inhibitors (SSRIs) ·≈– Monoamine

Oxidase Inhibitors (MAOIs) æ∫«à“ tianeptine

‡æ‘Ë¡°“√‡°Á∫°≈—∫¢Õß serotonin ∑’Ëª≈“¬‡´≈≈å

ª√– “∑ ·≈–¥â«¬°≈‰°‚¥¬√«¡ ®–¡’ª√‘¡“≥

serotonin „π ¡Õß‡æ‘Ë¡¢÷Èπ °“√ àßºà“π°√–· 

ª√– “∑¥’¢÷Èπ(2-5) ·≈–º≈‚¥¬ÕâÕ¡æ∫«à“¡’ª√‘¡“≥

norepinephrine À√◊Õ doamine ‡æ‘Ë¡¢÷Èπ¥â«¬(6,7)

§«“¡‡§√’¬¥‡©’¬∫æ≈—π (acute stress) ∑”„Àâ

¡’°“√°√–µÿâπ°“√ —ß‡§√“–Àå serotonin (5-HT)

·≈–¡’°“√À≈—Ëß¡“°¢÷Èπ  àßº≈„Àâ¡’°“√°√–µÿâπ HPA-

axis ∑”„Àâª√‘¡“≥ corticosterone ¡“°¢÷Èπ ¿“¬À≈—ß

¿“«–‡§√’¬¥ª√‘¡“≥ 5-HT ®–∂Ÿ°‡°Á∫°≈—∫ (uptake)

≈¥≈ß ®÷ß‡°‘¥º≈‡ ’¬√–¬–¬“«®“°°√–µÿâπ HPA-axis

activation ·µà tianeptine ®–™à«¬‡æ‘Ë¡°“√‡°Á∫°≈—∫

¢Õß 5-HT ‡ªìπ°“√≈¥°“√°√–µÿâπ HPA-axis

®“°¿“«–‡§√’¬¥π“πÊ ‰¥â(8-10) æ∫«à“°“√‡æ‘Ë¡°“√

‡°Á∫°≈—∫¢Õß serotonin π—Èπ ‡°‘¥∑’Ë presynapse

● dibenzothiazepine nucleus containing two

heteroatoms:

● an electron-donor heteroatom at position 5 on

the central ring

● 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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·≈–¡’º≈ª√—∫‡ª≈’Ë¬π„À¡à (redynamizing effects)

∑’Ë∑”„Àâ 5-HT ‡æ‘Ë¡°“√‡°Á∫°≈—∫ (uptake) ¡“°¢÷Èπ∑’Ë

postsynnapse µ“¡¡“ ®÷ß®—¥‡ªìπ¬“°≈ÿà¡ Selective

Serotonin Reuptake Enhancers (SSREs) ∑”„Àâ

°“√ àßºà“π°√–· ª√– “∑ (action potential) ∑’Ë

hippocampus ¥’¢÷Èπ(11,12)

§«“¡‡§√’¬¥¬—ß∑”„Àâ‡°‘¥°“√‡ª≈’Ë¬π·ª≈ß

„πÀ≈“¬¥â“π¢Õß√–∫∫ª√– “∑ ‡™àπ °“√‡ª≈’Ë¬π

·ª≈ß‚§√ß √â“ß¢Õß‡´≈≈åª√– “∑ „π√–¬–¬“«®–

∑”„Àâ ‡´≈≈å ¡Õß∂Ÿ°∑”≈“¬‰ª·≈– ¡ÕßΩÉÕ≈ß

πÕ°®“°π’È§«“¡‡§√’¬¥¬—ß∑”„Àâ°“√‡Àπ’Ë¬«π”‰øøÑ“

¢Õß‡´≈≈åª√– “∑º‘¥ª°µ‘ tianeptine  “¡“√∂

™–≈Õ·≈–¬—∫¬—Èß°“√∑”ß“¬‡´≈≈åª√– “∑∫√‘‡«≥

hippocampus ∑’Ë‡ªìπº≈®“°§«“¡‡§√’¬¥ ·≈–º≈

®“° corticosterone ‰¥â(13)

°“√»÷°…“„πÀâÕß∑¥≈Õß (Preclinical

studies)

¡’°“√»÷°…“∑“ßª√’§≈‘π‘°∑’Ëπ”¡“ Ÿà¢âÕ √ÿª

¡“°¡“¬ ¬°µ—«Õ¬à“ß‡™àπ

- „π —µ«å∑¥≈Õß·≈–§π‡¡◊ËÕ„Àâ tianeptine

1 §√—Èß ®–‡æ‘Ë¡°“√‡°Á∫°≈—∫¢Õß (5-HT) „π

 ¡Õß à«π cortex, hippocampus ·≈–„π‡°≈Á¥

‡≈◊Õ¥(14-17)

- ≈¥°“√°√–µÿâπ HPA-axis „π¿“«–‡§√’¬¥

™–≈Õ·≈–¬—∫¬—Èß°“√∑”≈“¬‡´≈≈åª√– “∑∫√‘‡«≥

hippocampus

- º≈∑“ßÕâÕ¡ æ∫«à“¡’°“√À≈—Ëß noradrenaline

À√◊Õ dopamine „π ¡Õß‡æ‘Ë¡¢÷Èπ

-  “√ metabolite ¢Õß tianeptine §◊Õ MC5

°Á¡’ƒ∑∏‘Ï§≈“¬‡§√’¬¥‰¥â·µàπâÕ¬°«à“ tianeptine(18)

- ¬“™π‘¥π’È‰¡à¡’º≈µàÕ alpha 1&2 ·≈– beta

adrenoreceptors, GABA, glutamate, dopamine2

(D2), muscarinic, nicotinic, histamine, adenosine

A1&A2 recptors ·≈– calcium channels(1)

- tianeptine ¡’º≈‡æ‘Ë¡§«“¡®”∑—Èß working

·≈– reference memory „π —µ«å∑¥≈Õß(19,20)

- ≈¥Õ“°“√Õ—π‡π◊ËÕß¡“®“°¢“¥·Õ≈°ÕŒÕ≈å

„π —µ«å∑¥≈Õß(20-23)

- πÕ°®“° “¡“√∂≈¥§«“¡‡§√’¬¥·≈â«

tianeptine ¬—ß “¡“√∂≈¥§«“¡°√–«π°√–«“¬„π

 —µ«å∑¥≈Õß¥â«¬ „π¢≥–∑’Ë‰¡à¡’º≈µàÕÕ“°“√ßà«ß

´÷¡(19,24,25)

- „πÀπŸ¢“« °“√„Àâ tianeptine ¢π“¥ Ÿß

∑”„Àâ‡°‘¥ microvesicular steatosis ∑’Ëµ—∫ ´÷Ëß· ¥ß

«à“Õ“®¡’‚Õ°“ ‡ªìπÕ—πµ√“¬µàÕµ—∫„πºŸâªÉ«¬∫“ß

√“¬‰¥â(26)

‡¿ —™æ≈»“ µ√å

®“°°“√»÷°…“„π§πª°µ‘ „πºŸâªÉ«¬ ÷́¡‡»√â“

∑—Ë«‰ª·≈–ºŸâªÉ«¬´÷¡‡»√â“∑’Ë¡’§«“¡«‘µ°°—ß«≈À√◊Õ

µ‘¥ ÿ√“√à«¡¥â«¬ æ∫«à“‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫º≈°“√„™â¬“

tianeptine °—∫¬“·°â´÷¡‡»√â“°≈ÿà¡ TCAs ·≈– SSRIs

¬“ tianeptine ¢π“¥ 12.5-37.5 ¡°./«—π ‰¡à¡’º≈

µàÕÀπâ“∑’Ë„π¥â“π°“√√Ÿâ (cognitive function) ·≈–

‰¡à¡’º≈µàÕ°“√‡§≈◊ËÕπ‰À«·∫∫µ—Èß„® (voluntary

movement) ‰¡à∑”„Àâßà«ß ÷́¡ ‰¡à¡’º≈µàÕ√–∫∫

À—«„® ‰¡à‡æ‘Ë¡πÈ”Àπ—°µ—« ·≈–‰¡à‡ æµ‘¥(27-30) „π

§πª°µ‘ tianeptine ‰¡à¡’º≈µàÕ prolactin response

to dexfenfluramine(31) ‡™àπ°—π

‡¿ —™®≈π»“ µ√å

„π§πª°µ‘ ‡¡◊ËÕ„Àâ tianeptine ¢π“¥ 12.5 ¡°.

¬“®–∂Ÿ°¥Ÿ¥´÷¡‰¥âÀ¡¥Õ¬à“ß√«¥‡√Á«‚¥¬‰¡àºà“π°“√

∑”≈“¬∑’Ëµ—∫ §à“™’«– —ß‡§√“–Àå‡∑à“°—∫√âÕ¬≈– 99

√–¥—∫¬“„π‡≈◊Õ¥ Ÿß ÿ¥ (C
max

) ‡∑à“°—∫ 0.3 ¡°./≈‘µ√

∑’Ë‡«≈“ (T
max

) 1 ™¡.(32,33) ‡¡◊ËÕ√—∫ª√–∑“π¬“æ√âÕ¡

Õ“À“√ C
max

 ®–≈¥≈ß√âÕ¬≈– 25 ¢≥–‡¥’¬«°—π T
max

®–π“π¢÷Èπ§√÷Ëß™—Ë«‚¡ß ·µà‰¡à¡’º≈µàÕª√‘¡“≥°“√¥Ÿ¥

´÷¡¬“„π‡≈◊Õ¥ (AUC) ®÷ß “¡“√∂∫√‘À“√¬“æ√âÕ¡
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Õ“À“√‰¥â‡æ◊ËÕ≈¥º≈¢â“ß‡§’¬ß ‡™àπ Õ“°“√§≈◊Ëπ‰ â(34)

°“√°√–®“¬¢Õß¬“√«¥‡√Á«§à“ distribution

half life ‡∑à“°—∫ 0.7 ™¡. ¬“®—∫°—∫‚ª√µ’π„π‡≈◊Õ¥

‰¥â Ÿß√âÕ¬≈– 95 °“√‡ª≈’Ë¬π·ª≈ß¢Õß¬“ à«π„À≠à

‡°‘¥∑’Ë‰µ ¡’§à“ elimination half life (t
1/2

β)  —Èπ

∑’Ë 2.5 ™¡. ¬“‡ª≈’Ë¬π·ª≈ß‚¥¬‡°‘¥ β-oxidation ∑’Ë

aliphatic chain ‰¥â “√ metabolite §◊Õ MC 5

(pentanoic acid) „πæ≈“ ¡“·≈– MC3 (propionic

acid) „π urine  “√ MC5 ¬—ß¡’ƒ∑∏‘Ï·°â´÷¡‡»√â“‰¥â(35)

°“√∑”≈“¬¬“‰¡à‡°’Ë¬«¢âÕß°—∫‡ÕÁπ´—¬¡å cytochrome

P 450 ‡™àπ‡¥’¬«°—∫¬“·°â‚√§®‘µ∑—Ë«‰ª ®÷ß‰¡à§àÕ¬¡’

ªØ‘°‘√‘¬“√–À«à“ß°—π°—∫¬“Õ◊ËπÊ (drug interaction)

‡¡◊ËÕ„™â√à«¡°—π(36) §«“¡ —¡æ—π∏å¢Õß¢π“¥¬“∑’Ë°‘π

„π™à«ß 4.2-337.5 ¡°. °—∫√–¥—∫¬“„π‡≈◊Õ¥‡ªìπ·∫∫

linear relationship · ¥ß«à“‰¡à¡’§«“¡Õ‘Ë¡µ—«„π°“√

¥Ÿ¥´÷¡·≈–°“√¢—∫∂à“¬¬“„π dose range ∑’Ë°«â“ß(37)

„πºŸâªÉ«¬‚√§´÷¡‡»√â“°“√∫√‘À“√ tianeptine ®–

‰¥â§à“∑“ß‡¿ —™®≈π»“ µ√å ‡™àπ‡¥’¬«°—∫„π§π

ª°µ‘ ·µà§à“ T
max

 ·≈– T
1/2

β π“π 2 ™¡. ·≈– 6.3

™¡. µ“¡≈”¥—∫ „Àâ¬“¢π“¥ 37.5 ¡°. µ‘¥µàÕ°—ππ“π

1 ‡¥◊Õπ®–‰¥â√–¥—∫§ß∑’Ë (steady state) „π¢≥–∑’Ë

„Àâ¬“π“π 3 ‡¥◊Õπ°Á‰¥â§à“‡¿ —™®≈π»“ µ√å‡À¡◊Õπ

°—∫°“√„™â¬“π“π 1 ‡¥◊Õπ ¬°‡«âπ°“√¥Ÿ¥´÷¡ §à“

AUC ®–¡“°¢÷Èπ ®“° 1.0 ‡ªìπ 1.3 ¡°./≈‘µ√(38)

ºŸâªÉ«¬∑’Ë‡ªìπ‚√§‰µ√à«¡¥â«¬®–¡’°“√¥Ÿ¥´÷¡ (AUC)

MC5 ‡æ‘Ë¡¢÷Èπ §«√ª√—∫≈¥√–¥—∫¬“≈ß(39)

°“√∫√‘À“√¬“„πºŸâªÉ«¬´÷¡‡»√â“∑’Ë√à«¡°—∫°“√

µ‘¥ ÿ√“·≈–‡ªìπ‚√§µ—∫®–¡’¢π“¥°“√¥Ÿ¥´÷¡¬“

(AUC) ‰¡à·µ°µà“ß®“°§πª°µ‘ ‡π◊ËÕß®“°¢∫«π°“√

∑”≈“¬¬“‰¡àºà“πµ—∫ °“√°√–®“¬¢Õß¬“‡ªìπ‰ª

Õ¬à“ß√«¥‡√Á« ‡À¡“– ”À√—∫ºŸâªÉ«¬¥—ß°≈à“«¡“°°«à“

¬“·°â´÷¡‡»√â“°≈ÿà¡Õ◊ËπÊ(40) ºŸâªÉ«¬ ÷́¡‡»√â“∑’Ëµ‘¥ ÿ√“

®–¡’°“√¥Ÿ¥´÷¡¬“≈¥≈ß Õ¥§≈âÕß°—∫√“¬ß“π∑’Ë«à“

·Õ≈°ÕŒÕ≈å®–≈¥√–¥—∫ C
max

 ·≈– AUC ≈ß√âÕ¬≈–

30 ®÷ß‰¡à®”‡ªìπµâÕßª√—∫≈¥¢π“¥¬“≈ßÕ’°(32)

„πºŸâ ŸßÕ“¬ÿ §à“ T
max

 ®–π“π°«à“§πª°µ‘ ·≈–

§à“™’«– —ß‡§√“–Àå‡∑à“°—∫√âÕ¬≈– 85 °“√¢—∫∂à“¬¬“

§àÕπ¢â“ß™â“°«à“§πª°µ‘ (T
1/2

β ‡∑à“°—∫ 2.8-8 ™¡.)(41)

°“√∫√‘À“√¬“ 12.5 ¡°. 1 §√—Èß §à“ T
1/2

β ‡∑à“°—∫

2.8 ™¡. ·≈–∂â“∫√‘À“√¬“ 3 §√—Èß §à“ T
1/2

β ®–‡∑à“°—∫

4 ™¡. ¥—ßπ—Èπ„π°“√∫√‘À“√¬“„πºŸâ ŸßÕ“¬ÿ®÷ß§«√

æ‘®“√≥“°“√ª√—∫≈¥¢π“¥¬“≈ß(42)

ª√– ‘∑∏‘¿“æ„π°“√√—°…“

°“√»÷ °… “ª√– ‘ ∑ ∏‘ ¿ “æ°“√ √— °… “¢Õß

tianeptine „πºŸâªÉ«¬´÷¡‡»√â“ª√–‡¿∑µà“ßÊ ¡—°

æ‘®“√≥“§—¥‡≈◊Õ°ºŸâªÉ«¬µ“¡‡°≥±å°“√«‘π‘®©—¬

¢Õß DSM-III-R À√◊Õ DSM-IV π” tianeptine ‰ª

‡ª√’¬∫‡∑’¬∫º≈°“√√—°…“°—∫¬“À≈Õ° À√◊Õ ¬“·°â´÷¡

‡»√â“°≈ÿà¡ TCAs À√◊Õ SSRIs √–¬–‡«≈“µ‘¥µ“¡º≈

°“√√—°…“·µ°µà“ß°—π‰ª °“√ª√–‡¡‘πº≈¡—°„™â

¢Õß Montgomery-Asberg Depression Rating

Scale (MADRS) „π∫“ß√“¬ß“π„™â Hamilton

Depression Rating Scale (HAM-D) À√◊Õ Humour

(mood), anxiety, retardation, danger (HARD)

scale ª√– ‘∑∏‘¿“æ‚¥¬√«¡¥Ÿ®“°   Clinical Global

Impression (CGI) scale °“√«—¥§«“¡«‘µ°°—ß«≈π‘¬¡

„™â Hamiton Anxiety Rating  Scale (HAM-A),

Covi anxiety scale (COVI) ·≈– Ferreri Anxiety

Rating scale (FARD) ∂â“¬“¡’ª√– ‘∑∏‘º≈„π°“√

√—°…“µâÕß‰¥â§à“ MADRS À√◊Õ HAM-D µà“ß®“°

°àÕπ°‘π¬“≈¥≈ß¡“°°«à“À√◊Õ‡∑à“°—∫√âÕ¬≈– 50(43)

Cassano °—∫§≥–·≈– Costa e Silva °—∫

§≥–‡ª√’¬∫‡∑’¬∫º≈°“√√—°…“¥â«¬ tianeptine

¢π“¥ 25-50 ¡°./«—π°—∫¬“À≈Õ° „πºŸâªÉ«¬ ÷́¡

‡»√â“∑’Ë¡’Õ“¬ÿ√–À«à“ß 18-60 ªï π“π 6  —ª¥“Àå æ∫

«à“ tianeptine „Àâº≈¥’¢÷Èπ¿“¬„π 7 «—π(44,45)
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µ“√“ß °“√»÷°…“∑“ß§≈‘π‘°‡ª√’¬∫‡∑’¬∫º≈°“√√—°…“¥â«¬ tianeptine (TIA) °—∫¬“´÷¡‡»√â“„π°≈ÿà¡ TCA

·≈– SSRIs(43)

√Ÿª·∫∫ ≈—°…≥–ºŸâªÉ«¬; Õ“¬ÿ ¢π“¥¬“ (¡°./«—π) ‡§√◊ËÕß™’È«—¥ º≈‚¥¬ √ÿª;

°“√»÷°…“ √–¬–‡«≈“„Àâ¬“ %≈¥≈ß

‡ª√’¬∫‡∑’¬∫°—∫ amitriptyline (AMI)

r, bd, dysthymic disorder without TIA 25-50 ¡°. HAM-A:63% TIA=AMI

pri (3-7 «—π) psychotic features;18-65 ªï 6  —ª¥“Àå MADRS:64%

AMI 50-100 ¡°. HAM-A:67% AMI>TIA

6  —ª¥“Àå MADRS:69%

r, db Major depressive, bipolar, TIA 37.5 ¡°. 1  —ª¥“Àå HAM-A:61% TIA=AMI

dysthymic disorder, moderate ·≈– 25-50 ¡°. 5  —ª¥“Àå HAM-D:63%

severity without psychotic AMI 75 ¡°. 1  —ª¥“Àå HAM-A:65%

feature; 18-70 ªï ·≈– 50-100 ¡°. 5  —ª¥“Àå HAM-A:67%

r, db, Depressive syndrome √à«¡°—∫ TIA 37.5 ¡°. 4  —ª¥“Àå HAM-A:50%

pri µ‘¥ ÿ√“‡√◊ÈÕ√—ß; 38 ªï MADRS:57%

(3-10 «—π) AMI 75 ¡°. 4  —ª¥“Àå HAM-A:48%

MADRS:53%

‡ª√’¬∫‡∑’¬∫°—∫ clomipramine (CLO)

db, Major depression À√◊Õ bipolar TIA phase I 37.5¡°. 2 —ª¥“Àå  HAM-A:47% TIA=CLO

pri disorder without psychotic ·≈– 25-50 ¡°. 4  —ª¥“Àå MADRS:50%

(1  —ª¥“Àå) feature; 18-65 ªï phase II π“π 4.5 ‡¥◊Õπ HAM-A:54%

MADRS:56%

CLO phase I 150¡°. 2 —ª¥“Àå  HAM-A:44%

·≈– 100-200 ¡°. 4 —ª¥“Àå MADRS:51%

phase II π“π 4.5 ‡¥◊Õπ HAM-A:48%

MADRS:55%
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ª√–°Õ∫ ºŸâ«‘∫Ÿ≈¬å ÿ¢

√Ÿª·∫∫ ≈—°…≥–ºŸâªÉ«¬; Õ“¬ÿ ¢π“¥¬“ (¡°./«—π) ‡§√◊ËÕß™’È«—¥ º≈‚¥¬ √ÿª;

°“√»÷°…“ √–¬–‡«≈“„Àâ¬“ %≈¥≈ß

‡ª√’¬∫‡∑’¬∫°—∫ dothiepin (DOT)

db, Unipolar, bipolar depression TIA 25-37.5 ¡°. 4  —ª¥“Àå HAM-D DOT>TIA

pri (4-6 «—π) moderate-severe; 19-71 ªï DOT 150-225 ¡°. 4  —ª¥“Àå MADRS

‡ª√’¬∫‡∑’¬∫°—∫ imipramine (IMI)

db, pc, Major depression À√◊Õ bipolar TIA 37.5 ¡°. 2  —ª¥“Àå MADRS:44% TIA=IMI>PLA

pri (7 «—π) disorder without psychotic ·≈– 25-50 ¡°. 4  —ª¥“Àå

feature moderate-severe; IMI 150 ¡°. 2  —ª¥“Àå MADRS:41% TIA=IMI=PLA

18-60 ªï ·≈– 100-200 ¡°. 4  —ª¥“Àå

PLA 6  —ª¥“Àå

‡ª√’¬∫‡∑’¬∫°—∫ maprotiline (MAP)

db  µ√’‡√‘Ë¡«—¬∑Õß∑’Ë´÷¡‡»√â“ TIA 37.5 ¡°. 2 ‡¥◊Õπ HAN-A:62% TIA>MAP

pri (7 «—π) «‘µ°°—ß«≈ MADRS:56%

MAP 75 ¡°. 2 ‡¥◊Õπ HAM-A:53% TIA=MAP

MADRS:47%

‡ª√’¬∫‡∑’¬∫°—∫ mianserin (MIA) ·≈– alprazolam (ALP)

r, db, Adjustment disorder ∑’Ë¡’ TIA 337.5 ¡°. 2  —ª¥“Àå HAM-A:47% TIA=MIA=ALP

pri (7 «—π) Õ“√¡≥å·ª√ª√«π ·≈– 25-50 ¡°. 4  —ª¥“Àå MADRS:44%

(´÷¡‡»√â“ «‘µ°°—ß«≈); MIA 60 ¡°. 2  —ª¥“Àå HAM-A:49%

19-23 ·≈– 40-80 ¡°. 4  —ª¥“Àå MADRS:46%

ALP 1.5 ¡°. 2  —ª¥“Àå HAM-A:51%

·≈– 1-2 ¡°. 4  —ª¥“Àå MADRS:46%

r, db Major depression TIA 25 ¡°. 6 ‡¥◊Õπ HAM-A:50% TIA 25 ¡°.

(single episode) MADRS:53% =TIA 37.5

À√◊Õ recurrent); 70 ªï

TIA 37.5 ¡°. 6 ‡¥◊Õπ HAM-A:50% =MIA

MADRS:56%

MIA 30 ¡°. 6 ‡¥◊Õπ HAM-A:46%

MADRS:50%
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√Ÿª·∫∫ ≈—°…≥–ºŸâªÉ«¬; Õ“¬ÿ ¢π“¥¬“ (¡°./«—π) ‡§√◊ËÕß™’È«—¥ º≈‚¥¬ √ÿª;

°“√»÷°…“ √–¬–‡«≈“„Àâ¬“ %≈¥≈ß

‡ª√’¬∫‡∑’¬∫°—∫ fluoxetine (FLU)

r, db Major depression TIA 37.5 ¡°. 3 ‡¥◊Õπ FARD:57% TIA=FLU

pri (7 «—π) À√◊Õ dysthymia;

25-65 HARD:62%

FLU 20 ¡°. 3 ‡¥◊Õπ FARD:62%

HARD:63%

r, db, Major depression À√◊Õ TIA 37.5 ¡°. 6  —ª¥“Àå TIA>FLU

pri (7 «—π) bipolar disorder without FLU 20 ¡°. 6  —ª¥“Àå

psychotic feature

r, db Major depressive episode; TIA 37.5 ¡°. 3 ‡¥◊Õπ MADRS:51% TIA=FLU

>65 ªï FLU 20 ¡°. 3 ‡¥◊Õπ MADRS:62%

db, pri (7 «—π) Depressive episode TIA 37.5 ¡°. 6 ‡¥◊Õπ MADRS:51% TIA=FLU

À√◊Õ recurrent À√◊Õ bipolar FLU 20 ¡°. 6  —ª¥“Àå MADRS:50%

affective disorder; 18-65 ªï

‡ª√’¬∫‡∑’¬∫°—∫ paroxetine (PAR)

r, db Major depression TIA 37.5 ¡°. 3 ‡¥◊Õπ HAM-D:62% TIA=PAR

PAR 20 ¡°. 3 ‡¥◊Õπ HAM-D:58%

MADRS:61%

‡ª√’¬∫‡∑’¬∫°—∫ sertraline (SER)

r, db Major depression À√◊Õ TIA 37.5 ¡°. 6  —ª¥“Àå MADRS:56% TIA=SER

disorder; 42.5 ªï SER 50 ¡°. 6  —ª¥“Àå MADRS:54%

r = randomized;  db = double blind;  pri = placebo run-in period;(43)
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Tianeptine

ª√–°Õ∫ ºŸâ«‘∫Ÿ≈¬å ÿ¢

°“√‡ª√’¬∫‡∑’¬∫º≈°“√√—°…“¥â«¬ tianeptine

°—∫¬“°≈ÿà¡ TCAs „πºŸâªÉ«¬´÷¡‡»√â“∑—Ë«‰ª æ∫«à“

tianeptine ¢π“¥ 5-50 ¡°./«—π „Àâº≈°“√√—°…“

‰¥â‡∑à“°—∫ amitriptyline 50-100 ¡°.µàÕ«—π »÷°…“

π“π 4-6  —ª¥“Àå, ‰¥âº≈‡∑à“°—∫ clomipramine ¢π“¥

100-200 ¡°./«—π π“π 6 ‡¥◊Õπ ‰¥âº≈¥’‡∑à“

imipramine 100-200 ¡°./«—π »÷°…“π“π 6

 —ª¥“Àå, ‰¥âº≈¥’‡∑à“°—∫ mianserin ¢π“¥ 30-80

¡°.µàÕ«—π »÷°…“π“π 1.5-6 ‡¥◊Õπ(46) tianeptine ‰¥â

º≈°“√√—°…“¥’°«à“ maprolitine ¢π“¥ 75 ¡°./«—π

»÷°…“π“π 2 ‡¥◊Õπ ·≈– tianeptine „Àâº≈°“√√—°…“

πâÕ¬°«à“ dothiepin ¢π“¥ 150-225 ¡°./«—π

»÷°…“π“π 1 ‡¥◊Õπ  —ß‡°µ«à“√“¬ß“ππ’È¡’ºŸâªÉ«¬

®”π«ππâÕ¬(47)  ”À√—∫ºŸâªÉ«¬´÷¡‡»√â“∑’Ë¡’§«“¡«‘µ°

°—ß«≈√à«¡¥â«¬ °“√„Àâ tianeptine 25-50 ¡°./«—π

‰¥âº≈¥’‡∑à“°—∫ amiytrityline, clomipramine, ·≈–

mianserin (48,49,50,51)  µ√’«—¬∑Õß∑’Ë¡’¿“«– ÷́¡»√â“

·≈–«‘µ°°—ß«≈ °“√„Àâ tianeptine ¢π“¥ 37.5 ¡°./

«—π π“π 2 ‡¥◊Õπ ‰¥âº≈¥’°«à“°“√„Àâ maprotiline

¢π“¥ 37.5 ¡°./«—π π“π 2 ‡¥◊Õπ æ∫«à“‰¥âº≈¥’

°«à“°“√„Àâ maprotiline ¢π“¥ 75 ¡°./«—π (52)

¡’°“√‡ª√’¬∫‡∑’¬∫º≈°“√√—°…“√–À«à “ß

tianeptine °—∫¬“°≈ÿà¡ SSRIs „πºŸâªÉ«¬´÷¡‡»√â“

∑—Ë«‰ª ‚¥¬ √ÿª tianeptine „Àâº≈°“√√—°…“‰¥â¥’

‡∑à“°—∫ fluoxetine ¢π“¥ 20 ¡°./«—π »÷°…“π“π

1.5 ‡¥◊Õπ ‰¥âº≈‡∑à“°—∫ paroxetine ¢π“¥ 20 ¡°.

»÷°…“π“π 3 ‡¥◊Õπ ‰¥âº≈‡∑à“°—∫ sertraline ¢π“¥

50 ¡°. »÷°…“π“π 1.5 ‡¥◊Õπ(53-56) ºŸâªÉ«¬´÷¡‡»√â“

∑’Ë¡’§«“¡«‘µ°°—ß«≈√à«¡¥â«¬ °“√„Àâ tianeptine „π

¢π“¥ 37.5 ¡°./«—π „Àâº≈°“√√—°…“¥’‡∑à“°—∫

fluoxetine(53) ·≈– sertraline (43) „πºŸâªÉ«¬  ŸßÕ“¬ÿ

tianeptine °Á‰¥âº≈¥’‡∑à“°—∫ fluoxetine ·≈–

sertraline(49,57,58)

°“√√—°…“√–¬–¬“«„πºŸâªÉ«¬ ÷́¡‡»√â“®”π«π

268 √“¬ π“π 16.5 ‡¥◊Õπ æ∫«à“ ºŸâªÉ«¬ 111 √“¬∑’Ë

‰¥â√—∫¬“ tianeptine ¡’Õ“°“√°≈—∫‡ªìπ È́”Õ’° 18 √“¬

(√âÕ¬≈– 18) ¢≥–∑’ËºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ° ®”π«π

74 √“¬ °≈—∫‡ªìπ´È”Õ’° 27 √“¬ (√âÕ¬≈– 36;

p<0.01)(59-61)

ºŸâªÉ«¬ ÷́¡‡»√â“∑’Ëµ‘¥ ÿ√“®”π«π 138 √“¬ ¡’

°“√»÷°…“π“π 1 ªï æ∫«à“ tianeptine „Àâº≈¥’

(MADRS ≈¥≈ß√âÕ¬≈– 59, HAM-D ≈¥≈ß√âÕ¬≈–

53) Õ’°°“√«‘®—¬Àπ÷Ëß‡ª√’¬∫‡∑’¬∫º≈¢Õß tianeptine

„π°“√√—°…“ºŸâªÉ«¬´÷¡‡»√â“∑’Ë‡≈‘° ÿ√“‰¥â 2-5  —ª¥“Àå

°àÕπ°‘π¬“ æ∫«à“∑—Èß amitrityline ·≈– tianeptine

„Àâº≈≈¥Õ“°“√´÷¡‡»√â“·≈–§«“¡«‘µ°°—ß«≈‰¥â¥’

·≈–‡ÀÁπº≈¿“¬„π 4  —ª¥“Àå(46,62)

πÕ°®“°π’È ‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫ tianeptine °—∫

fluoxetine „π°“√√—°…“ºŸâªÉ«¬‚√§ ÷́¡‡»√â“‡ªìπ‡«≈“

π“π 6  —ª¥“Àå º≈°“√√—°…“®“°¬“∑—Èß Õß™π‘¥

„Àâº≈‡∑à“‡∑’¬¡°—π ∑—Èß¥â“πª√– ‘∑∏‘¿“æ·≈–

§«“¡ª≈Õ¥¿—¬ ·µà tianeptine  “¡“√∂≈¥ CGI

score for severity of illness µË”°«à“ fluoxetine

‡¡◊ËÕ ‘Èπ ÿ¥°“√«‘®—¬(70)

§«“¡∑πµàÕ¬“

‚¥¬∑—Ë«‰ªºŸâªÉ«¬∑π¬“‰¥â¥’ tianeptine ¡’º≈¢â“ß

‡§’¬ßµàÕ√–∫∫ª√– “∑‡ √’ (autonomic nervous

system) ‰¥â·°à ª«¥»’√…– √âÕπ«Ÿ∫«“∫ ª“°·Àâß

º≈µàÕ√–∫∫ª√– “∑°≈“ß (CNS) ‰¥â·°à °“√

πÕπ‰¡àÀ≈—∫ «‘ß‡«’¬π µ◊Ëπµ√–Àπ° Ωíπ√â“¬ º≈µàÕ

√–∫∫∑“ß‡¥‘πÕ“À“√ ‰¥â·°à ∑âÕßºŸ° §≈◊Ëπ‰ â Õ¬à“ß‰√

°Áµ“¡Õ“°“√¢â“ß‡§’¬ß®“° tianeptine π—Èπæ∫Õ¬Ÿà

„π√–¥—∫πâÕ¬‡¡◊ËÕ‡∑’¬∫°—∫¬“À≈Õ°·≈–¬“„π

°≈ÿà¡ TCAs ·≈–æ∫‰¥â„πÕ—µ√“‡∑à“°—∫¬“„π°≈ÿà¡

SSRIs(45,53,60,63,64) ®ÿ¥‡¥àπ¢Õß tianeptine ∑’Ë

‡Àπ◊Õ°«à“¬“·°â´÷¡‡»√â“°≈ÿà¡Õ◊ËπÊ §◊Õ ‰¡à∑”„Àâ§«“¡

µâÕß°“√∑“ß‡æ»≈¥≈ß ‰¡à‡æ‘Ë¡πÈ”Àπ—°µ—« ·≈–‰¡à¡’

º≈µàÕ√–∫∫À—«„® ®“°°“√µ‘¥µ“¡º≈°“√„™â¬“„π

ºŸâªÉ«¬´÷¡‡»√â“∑ÿ°ª√–‡¿∑(65) °≈ÿà¡ºŸâªÉ«¬ ÷́¡‡»√â“∑’Ë
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µ‘¥ ÿ√“√à«¡¥â«¬æ∫º≈¢â“ß‡§’¬ß‰¥â√âÕ¬≈– 2 ·≈–

¡’‡æ’¬ß 1 √“¬ „π 130 √“¬ ∑’ËÀ¬ÿ¥¬“‡æ√“–∑πº≈

¢â“ß‡§’¬ß‰¡à‰¥â „πºŸâªÉ«¬°≈ÿà¡π’Èæ∫«à“®–¡’™’æ®√

‡µâπ‡√Á«¢÷Èπ‡≈Á°πâÕ¬„π™à«ß·√°·≈–®–ª√—∫≈¥≈ß‰¥â

‡Õß¿“¬„π 6-12 ‡¥◊Õπ(62) ·≈–æ∫«à“µ—Èß·µàªï

§.».1988 ¡’ºŸâªÉ«¬ 3 √“¬ ∑’Ë„™â¬“π’È·≈â«¡’√–¥—∫

‡Õπ‰´¡å¢Õßµ—∫‡æ‘Ë¡¢÷Èπ Õ“®‡ªìπ‡æ√“–«à“¢∫«π°“√

‡ª≈’Ë¬π·ª≈ß¬“π—Èπ¡’°“√¬—∫¬—Èß mitochondrial

β oxidation enzyme (66,67)

tianeptine ‰¡à∑”„Àâ‡°‘¥°“√‡ æµ‘¥ ∑—Èßπ’È®“°

°“√∑¥ Õ∫¥â«¬ CHESS scale ºŸâªÉ«¬‰¡à®”‡ªìπµâÕß

‡æ‘Ë¡¢π“¥¬“„π°“√√—°…“À≈—ß®“°„™â¬“‰ª·≈â« 1-2

‡¥◊Õπ À≈—ß®“°À¬ÿ¥¬“ºŸâªÉ«¬Õ“®®–¡’Õ“°“√πÕπ

À≈—∫¬“° À√◊ÕÀ≈—∫‰¡à‡æ’¬ßæÕ(51,68)

¢π“¥¬“·≈–°“√∫√‘À“√

tianeptine ‡ªìπ¬“√—∫ª√–∑“π „π¢π“¥ 37.5

¡°./«—π ‚¥¬·∫àß„Àâ 12.5 ¡°. «—π≈– 3 ‡«≈“

°àÕπÀ√◊Õæ√âÕ¡Õ“À“√ Õ“°“√ ÷́¡‡»√â“®–¥’¢÷Èπ

¿“¬„π 1  —ª¥“ÀåÀ≈—ß°‘π¬“ „πºŸâªÉ«¬Õ“¬ÿ 70 ªï

¢÷Èπ‰ª ·≈–ºŸâªÉ«¬‰µ«“¬§«√ª√—∫≈¥¢π“¥¬“‡À≈◊Õ

«—π≈– 2 §√—Èß(33,80) ‰¡à§«√„™â¬“π’È„πºŸâ∑’Ëµ—Èß§√√¿åÀ√◊Õ

¡’·ºπ®–¡’∫ÿµ√  µ√’∑’Ë„Àâπ¡∫ÿµ√·≈–‡¥Á°Õ“¬ÿµË”°«à“

15 ªï  ”À√—∫ºŸâ∑’Ë‰¥â√—∫¬“ monoamine oxidase

inhibitors ¡“°àÕπ µâÕßÀ¬ÿ¥¬“π—Èπ 2  —ª¥“Àå°àÕπ

„Àâ tianeptine  ”À√—∫°“√À¬ÿ¥¬“ tianeptine π—Èπ

§«√§àÕ¬Ê ª√—∫≈¥¢π“¥¬“≈ß¿“¬„π 1-2  —ª¥“Àå

·≈â«®÷ßÀ¬ÿ¥(69)

¢âÕ∫àß„™â

1. „™â√—°…“‚√§´÷¡‡»√â“∑—Ë«‰ª

tianeptine ‡ªìπ¬“·°â´÷¡‡»√â“°≈ÿà¡ SSRE

∑’Ë‡æ‘Ë¡°“√‡°Á∫°≈—∫¢Õß serotonin ‡æ‘Ë¡ª√‘¡“≥

serotonin „π ¡Õß ·≈–∑”„Àâ 5-HT-neurotrans-

mission ¡’ª√– ‘∑∏‘¿“æ‚¥¬√«¡¥’¢÷Èπ ª√– ‘∑∏‘¿“æ

°“√√—°…“¥’°«à“°“√„™â¬“À≈Õ° ·≈–¥’‡∑à“Ê °—∫¬“

·°â´÷¡‡»√â“°≈ÿà¡ TCAs ·≈– SSRIs „π¢≥–∑’Ë¡’º≈

¢â“ß‡§’¬ß„π√–¥—∫∑’ËπâÕ¬°«à“¬“°≈ÿà¡ TCAs ·≈–

√–¥—∫∑’Ë‡∑à“°—∫ SSRIs ·µà tianeptine ¡’¢âÕ¥’°«à“

§◊Õ‰¡à¡’º≈≈¥§«“¡µâÕß°“√∑“ß‡æ» ‰¡à¡’º≈µàÕ

Àπâ“∑’Ë„π¥â“π§«“¡§‘¥ (cognitive function) °“√

‡§≈◊ËÕπ‰À«·∫∫µ—Èß„® ‰¡à∑”„Àâßà«ß ‰¡à¡’º≈µàÕ√–∫∫

À—«„® ‰¡à‡æ‘Ë¡πÈ”Àπ—°µ—« ·≈–‰¡à‡ æµ‘¥

®“°§à“∑“ß‡¿ —™®≈π»“ µ√å¢Õß tianeptine

æ∫«à“¬“¥Ÿ¥´÷¡¥’ ¢—∫∂à“¬‰¥â‡√Á« °“√°√–®“¬¬“

®”°—¥ ¬“‰¡àºà“π¢∫«π°“√‡ª≈’Ë¬π·ª≈ß∑’Ëµ—∫ ·≈–

§à“ bioavailability  Ÿß ®÷ß∑”„Àâ°“√ª√—∫¢π“¥¬“„π

°“√√—°…“∑”‰¥âßà“¬°«à“°≈ÿà¡ TCAs ·≈– SSRIs

´÷Ëß¡’ bioavailability µË” ¬“„π 2 °≈ÿà¡À≈—ßπ’È

‡ª≈’Ë¬π·ª≈ß∑’Ëµ—∫ °“√°√–®“¬¬“‰¡à®”°—¥ ·≈–

¢—∫∂à“¬™â“°«à“ Õ¬à“ß‰√°Á¥’ tianeptine ®—∫°—∫‚ª√µ’π

„π‡≈◊Õ¥‰¥â Ÿß®÷ßÕ“®¡’ªØ‘°‘√‘¬“√–À«à“ß°—π°—∫¬“

Õ◊Ëπ (drug interaction) ∑’Ë®—∫°—∫‚ª√µ’π‰¥â¥’‡™àπ

°—π ‡™àπ sulfonylurea ·≈–¬“µâ“π°“√Õ—°‡ ∫™π‘¥

nonsteroid ·µà°Á “¡“√∂‡æ‘Ë¡¢π“¥¬“ tianeptine

‰¥â„π°√≥’∑’ËµâÕß„™â¬“√à«¡°—π ‡æ√“– tianeptine

¡’§«“¡ª≈Õ¥¿—¬ Ÿß Õ¬à“ß‰√°Áµ“¡ tianeptine °Á¡’

¢âÕ‡ ’¬Õ¬Ÿà∫â“ß‡æ√“–¬“¢—∫∂à“¬‰¥â‡√Á« ®÷ß∑”„ÀâµâÕß

∫√‘À“√¬“∫àÕ¬°«à“ SSRIs

„π°“√√—°…“‚√§´÷¡‡»√â“∑’Ë‡√◊ÈÕ√—ß (chronic

depression) °“√„™â tianeptine ‰¥âº≈¥’°«à“ ¬“À≈Õ°

·≈–‰¥âº≈¥’°«à“¬“°≈ÿà¡ TCAs √«¡∑—ÈßªÑÕß°—π°“√

°≈—∫‡ªìπ´È”‰¥â

2. „™â√—°…“‚√§ ÷́¡‡»√â“∑’Ë¡’§«“¡«‘µ°°—ß«≈

√à«¡¥â«¬

‡π◊ËÕß®“°§«“¡‡§√’¬¥·≈–§«“¡«‘µ°°—ß«≈¡’

º≈µàÕ√Ÿª√à“ß·≈–Àπâ“∑’Ë¢Õß‡´≈≈å ¡Õß tianeptine

 “¡“√∂™à«¬™–≈Õ·≈–¬—∫¬—È ß°“√∑”≈“¬‡´≈≈å

ª√– “∑∫√‘‡«≥ hippocampus ·≈–≈¥°“√°√–µÿâπ

HPA-Axis „π¿“«–‡§√’¬¥ ®÷ß¡’ª√–‚¬™πå„π
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°“√ªÑÕß°—π·≈–√—°…“‚√§´÷¡‡»√â “∑’Ë¡’º≈®“°

§«“¡‡§√’¬¥ (stressor-precipitated depression)

‰¥â¥’°«à“¬“°≈ÿà¡Õ◊ËπÊ tianeptine ¡’ƒ∑∏‘Ï≈¥§«“¡

«‘µ°°—ß«≈ (anti-anxiety) ‰¥â¥’°«à“¬“ SSRIs ¥—ßπ—Èπ

ºŸâªÉ«¬∑’Ë„™â tianeptine ®÷ß¡’§«“¡®”‡ªìπ„π°“√„™â¬“

benzodiapine anxiolytics ≈¥≈ß

3. „™â„πºŸâªÉ«¬ ŸßÕ“¬ÿ∑’Ë¡’Õ“°“√´÷¡‡»√â“

·¡â«à“¬“„π°≈ÿà¡ SSRIs ®–‡ªìπ first-line

drug „π°“√√—°…“ºŸâ ŸßÕ“¬ÿ∑’Ë´÷¡‡»√â“ ‡æ√“–¡’¢âÕ‡ ’¬

À√◊Õº≈¢â“ß‡§’¬ßπâÕ¬°«à“ TCAs ·µà°Á¡’º≈≈¥§«“¡

µâÕß°“√∑“ß‡æ» ‡æ‘Ë¡πÈ”Àπ—°µ—« ¥—ßπ—Èπ tianeptine

®÷ßπà“®–‡À¡“– ”À√—∫ºŸâªÉ«¬ ŸßÕ“¬ÿ

4. ºŸâªÉ«¬ ÷́¡‡»√â“∑’Ëµ‘¥ ÿ√“

ºŸâ∑’Ëµ‘¥ ÿ√“¡—°®–¡’Õ“°“√‚√§ ÷́¡‡»√â“√à«¡

¥â«¬ tianeptine ¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“¿“«–

´÷¡‡»√â“„πºŸâªÉ«¬µ‘¥ ÿ√“‡√◊ÈÕ√—ß∑’Ë‡≈‘°¥◊Ë¡‰¥âº≈ √«¡

∑—Èß≈¥§«“¡°√–«π°√–«“¬‰¥â¥’‡∑à“°—∫ amitriptyline

„π¢≥–∑’Ëº≈¢â“ß‡§’¬ß¢Õß tianeptine πâÕ¬°«à“·≈–

ºŸâªÉ«¬∑π¬“‰¥â¥’°«à“¥â«¬

∫∑ √ÿª (Summary)

tianeptine ‡ªìπ¬“·°â´÷¡‡»√â“™π‘¥„À¡à∑’Ë¡’

º≈µàÕ√–¥—∫ “√ àßºà“πª√– “∑ ∑’Ë·µ°µà“ß‰ª®“°

¬“·°â´÷¡‡»√â“°≈ÿà¡Õ◊ËπÊ tianeptine ®—¥Õ¬Ÿà„π°≈ÿà¡

Selective Serotonin Reuptake Enhancer (SSRE)

ÕÕ°ƒ∑∏‘Ï‚¥¬‡æ‘Ë¡°“√‡°Á∫°≈—∫¢Õß serotonin ·≈–

ª≈¥ª≈àÕ¬„π¿“¬À≈—ß ÷́Ëß¡’º≈∑”„Àâ°“√ àßºà“π¢Õß

°√–· ª√– “∑„π ¡Õß¥’¢÷Èπ ·≈–¬—ß™à«¬≈¥§«“¡

«‘µ°°—ß«≈·≈–§«“¡°â“«√â“«„πºŸâªÉ«¬´÷¡‡»√â“®“°

cortisol (anxiety/aggression driven-cortisol

induced depression) ‰¥âº≈¥’„πºŸâªÉ«¬‚√§´÷¡‡»√â“∑’Ë

¡’¿“«–‡§√’¬¥¡“°Ê À√◊Õ¡’Õ“°“√«‘µ°°—ß«≈ ‚√§

´÷¡‡»√â“∑’Ë√à«¡°—∫°“√µ‘¥ ÿ√“ ·≈–‚√§´÷¡‡»√â“„π

ºŸâ ŸßÕ“¬ÿ

§ÿ≥ ¡∫—µ‘∑“ß‡¿ —™®≈π»“ µ√å

tianeptine ≈–≈“¬‰¥â¥’¡“°„π‰¢¡—π (√âÕ¬≈– 80)

¥Ÿ¥ ÷́¡Õ¬à“ß√«¥‡√Á«·≈–‡°◊Õ∫À¡¥ (√âÕ¬≈– 99)

√–¥—∫¬“„π‡≈◊Õ¥ Ÿß ÿ¥¿“¬„π 1 ™¡. ¬“®—∫°—∫‚ª√µ’π

‰¥â√âÕ¬≈– 94 ·≈–°√–®“¬µ—«√«¥‡√Á«¡“° ¬“ à«π

„À≠à®–∂Ÿ°‡ª≈’Ë¬π·ª≈ß‡ªìπ MC3 (propionic acid)

„πªí  “«– ·≈– MC5 (pentanoic acid) „πæ≈“ ¡“

´÷Ëß∑—Èß MC3 ·≈– MC5 °Á¡’ƒ∑∏‘Ï∑“ß‡¿ —™«‘∑¬“

‡™àπ°—π §à“§√÷Ëß™’«‘µ¢Õß¬“‡∑à“°—∫ 7.2 ™¡. terminal

half-life ‡∑à“°—∫ 2.5 ™¡. ¬“‡°◊Õ∫∑—ÈßÀ¡¥®–¢—∫

ÕÕ°∑“ßªí  “«–„π√Ÿª metabolite ¿“¬„π 24 ™¡.

‚¥¬‰¡à¡’ first-pass hepatic metabolism

„πºŸâªÉ«¬´÷¡‡»√â“ √–¥—∫¬“„π‡≈◊Õ¥∑’Ë¢÷Èπ Ÿß ÿ¥

(T
max

) ·≈–§à“ terminal half-life ®–π“π°«à“„π

§πª°µ‘ √–¥—∫¬“„π‡≈◊Õ¥®–§ß∑’Ë„π‡«≈“ 1 ‡¥◊Õπ

À≈—ß°‘π¬“¢π“¥ 37.5 ¡°.µàÕ«—π ·≈–§ßÕ¬Ÿàπ“π

3 ‡¥◊Õπ

§ÿ≥ ¡∫—µ‘∑“ß‡¿ —™æ≈»“ µ√å

„π —µ«å∑¥≈Õßæ∫«à“ tianeptine ‡æ‘Ë¡°“√

‡°Á∫°≈—∫¢Õß serotonin „π ¡Õß·≈–‡°≈Á¥‡≈◊Õ¥

tianeptine ™–≈Õ°“√‡ª≈’Ë¬π·ª≈ß‚§√ß √â“ß∑“ß

√Ÿª√à“ß¢Õß‡´≈≈åª√– “∑∑’Ë∫√‘‡«≥ hippocampus ∑’Ë

‡°‘¥®“°º≈¢Õß§«“¡‡§√’¬¥ ·≈–æ∫«à“√–¥—∫

noradrenaline ·≈– dopamine „π ¡Õß à«πµà“ßÊ

‡æ‘Ë¡¡“°¢÷Èπ

§ÿ≥ ¡∫—µ‘∑“ß‡¿ —™«‘∑¬“§≈‘π‘°

¢π“¥¬“∑’Ë„™â√—°…“‚√§´÷¡‡»√â“∑—Èß major

depression, depressive episode in bipolar

disorder ·≈– dysthymia √«¡∑—Èß‚√§ ÷́¡‡»√â“∑’Ë¡’

§«“¡«‘µ°°—ß«≈√à«¡¥â«¬Õ¬Ÿà√–À«à“ß 25-50 ¡°./«—π

tianeptine „Àâº≈°“√√—°…“¥’‡∑à“‡∑’¬¡°—∫¬“„π°≈ÿà¡

TCAs (tricyclic Antidepressants) ·≈– SSRIs

(selective serotonin reuptake inhibitors) ·≈–‰¥â



S71
J Psychiatr Assoc Thailand

Vol. 47  No. 3  Supplement

Tianeptine

Prakob Poowiboonsuk

º≈¥’ ¬‘Ë ß ° «à “ „π ‚ √§´÷ ¡ ‡»√â “∑’Ë ¡’ ¿ “ « – ‡§√’ ¬¥

°√–«π°√–«“¬ ·≈–ºŸâ∑’Ëµ‘¥ ÿ√“√à«¡¥â«¬

„πºŸâªÉ«¬ major depression °“√„™â tianeptine

¢π“¥ 25-37.5 ¡°.µàÕ«—π ‡ªìπ‡«≈“ 1.5-3 ‡¥◊Õπ

„Àâº≈°“√√—°…“‡∑à“°—∫°“√„Àâ fluoxetine 20 ¡°./«—π

‡∑à“°—∫°“√„Àâ sertraline ¢π“¥ 50 ¡°./«—π ·≈–

‡∑à“°—∫°“√„Àâ paroxetine 20 ¡°./«—π „π°“√»÷°…“

π“π 3 ‡¥◊Õπ ‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫°—∫¬“„π°≈ÿà¡ TCAs

æ∫«à“ Ttianeptine ¢π“¥ 25-50 ¡°./«—π „Àâº≈

°“√√—°…“‰¥â¥’‡∑à“‡∑’¬¡°—∫ amitriptyline 50-100

¡°./«—π „π°“√»÷°…“π“π 1-1.5 ‡¥◊Õπ „Àâº≈¥’

‡∑à“°—∫ clomipramine 100-200 ¡°./«—π „π°“√

»÷°…“π“π 6 ‡¥◊Õπ ‰¥âº≈¥’‡∑à“°—∫ mianserin 30-80

¡°.µàÕ«—π „π°“√»÷°…“π“π 1.5-6 ‡¥◊Õπ πÕ°®“°

π’È„π µ√’«—¬∑Õß∑’Ë¡’Õ“°“√«‘µ°°—ß«≈√à«¡°—∫‚√§´÷¡

‡»√â“ °“√„™â tianeptine ¢π“¥ 37.5 ¡°./«—π „Àâº≈

°“√√—°…“¥’°«à“ maprotiline 75 ¡°. „π°“√»÷°…“

π“π 2 ‡¥◊Õπ

 ”À√—∫°“√√—°…“√–¬–¬“«„πºŸâªÉ«¬ ÷́¡‡»√â“

°“√„Àâ tianeptine ¢π“¥ 25-50 ¡°./«—π ®–™à«¬

ªÑÕß°—π°“√°≈—∫‡ªìπ´È”‰¥â„πºŸâ ŸßÕ“¬ÿ ·≈–ºŸâªÉ«¬

µ‘¥ ÿ√“∑’ËÕ“°“√ ÷́¡‡»√â“√à«¡°—∫¡’§«“¡«‘µ°°—ß«≈

°“√„Àâ tianeptine ¢π“¥ 37.5 ¡°./«—π ®–‰¥âº≈¥’

‡∑à“°—∫ mianserin, fluoxetine ·≈– amitriptyline

§«“¡∑πµàÕ¬“

tianeptine ¡’§«“¡ª≈Õ¥¿—¬ Ÿß ‡π◊ËÕß®“°¡’

therapeutic margin °«â“ß º≈¢â“ß‡§’¬ß®“° tianeptine

°Á‡À¡◊Õπ¬“°≈ÿà¡ SSRIs §◊Õ ‰¡à¡’º≈°√–∑∫

°√–‡∑◊ÕπµàÕÀπâ“∑’Ë„π°“√√Ÿâ (cognitive function)

‰¡à¡’º≈µàÕ°“√‡§≈◊ËÕπ‰À«·∫∫µ—Èß„® (voluntary

movement) ‰¡à∑”„Àâßà«ß ‰¡à¡’º≈µàÕ√–∫∫À—«„® ‰¡à

‡æ‘Ë¡πÈ”Àπ—°µ—« ·≈–‰¡à‡ æµ‘¥  à«πÕ“°“√¢â“ß‡§’¬ß

∑’Ëæ∫∫àÕ¬®“°°“√„™â¬“°≈ÿà¡ TCAs ‡™àπ ª“°·Àâß

∑âÕßºŸ° ª«¥À≈—ß ª«¥»’√…– «‘ß‡«’¬π ßà«ß √âÕπ

«Ÿ∫«“∫ πÈ”Àπ—°µ—«‡æ‘Ë¡®–‰¡àæ∫À√◊Õæ∫‰¥âπâÕ¬„π

°≈ÿà¡ºŸâ„™â¬“ tianeptine

°“√‡ª≈’Ë¬π·ª≈ß¢Õß¬“‚¥¬‰¡àºà“πµ—∫ ‰¡à

‡°’Ë¬«¢âÕß°—∫ cytochrome P450 ¥—ßπ—Èπ®÷ß∑”„Àâ

tianeptine ‰¡à§àÕ¬¡’ªØ‘°‘√‘¬“√–À«à“ß°—π°—∫°“√„™â

√à«¡°—∫¬“™π‘¥Õ◊ËπÊ ºŸâªÉ«¬∑πµàÕ¬“‰¥â¥’„π°≈ÿà¡

ºŸâ ŸßÕ“¬ÿ·≈–ºŸâªÉ«¬æ‘… ÿ√“‡√◊ÈÕ√—ß

¢π“¥·≈–°“√∫√‘À“√¬“

tianeptine ∂Ÿ°¥Ÿ¥ ÷́¡‡√Á« ¢—∫∂à“¬‰¥â‡√Á« ®÷ßßà“¬

„π°“√ª√—∫¢π“¥¬“„πºŸâªÉ«¬ ¢π“¥¬“√—∫ª√–∑“π

„π°“√√—°…“ºŸâªÉ«¬´÷¡‡»√â“‚¥¬∑—Ë«‰ªÕ¬Ÿà∑’Ë 37.5

¡°./«—π ‚¥¬·∫àß„Àâ«—π≈– 3 ‡«≈“ æ√âÕ¡Õ“À“√ „π

ºŸâ ŸßÕ“¬ÿ·≈–ºŸâªÉ«¬‰µ«“¬§«√ª√—∫¢π“¥¬“≈¥≈ß

·µà ”À√—∫ºŸâªÉ«¬‚√§µ—∫·≈–‚√§æ‘… ÿ√“‡√◊ÈÕ√—ß

 “¡“√∂„Àâ¬“„π¢π“¥ª°µ‘‰¥â ‡¡◊ËÕµâÕß°“√À¬ÿ¥°“√

√—°…“§«√§àÕ¬Ê ª√—∫¢π“¥¬“≈¥≈ß¿“¬„π 1-2

 —ª¥“Àå ·≈–§«√‡æ‘Ë¡§«“¡√–¡—¥√–«—ß„π°“√„™â

tianeptine √à«¡°—∫¬“„π°≈ÿà¡ monoamine oxidase

inhibitors
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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 sleep-alertness, cardiovascular system, anticholinergic system and drug

addiction.

Tianeptine is rapidly and completely absorbed from GI 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.
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