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1A
 receptors ·≈–¡’ƒ∑∏‘Ï antagonist

µàÕ 5-HT
2A
 receptors ™à«¬ π—∫ πÿπ°“√ª≈àÕ¬ dopamine ∑’Ë ¡Õß à«π prefrontal cortex ·≈–

hippocampus °“√∑”Àπâ“∑’Ëº‘¥ª°µ‘¢Õß mesocorticolimbic dopamine system Õ“®‡ªìπ “‡Àµÿ
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Abstract

Objective: To review the role of aripiprazole as augmentation of antidepressants in treatment-

resistant major depressive disorder as well as its pharmacology, safety and tolerability.

Method: A PubMed literature search of English papers was conducted using keywords major

depressive disorder, treatment-resistant depression, atypical antipsychotics, aripiprazole and

neurotransmitters. Data pertinent to the objective was reviewed and bibliographies of articles

were further scrutinized for relevant literatures.

Results: Aripiprazole is a partial agonist at 5-HT
1A
 receptors and is an antagonist at 5-HT

2A

receptors that enhance dopamine release in prefrontal cortex and hippocampus. A dysfunction

of mesocorticolimbic dopamine system may underlie the symptoms of major depressive disorder.

Several open-label studies and two randomized, double-blind, placebo-controlled studies showed

the efficacy of aripiprazole as augmentation of antidepressants in patients with treatment-

resistant depression and partial response to antidepressants. In general, aripiprazole is well

tolerated. Commonly reported adverse events were akathisia, agitation, nausea and headache.

A starting dose of 2.5-5 mg/d, which enhanced tolerability compared with a starting dose of

10 mg/d, could be increased weekly in 5 mg/d increments to a maximum dose of 15-20 mg/d

based on assessment of tolerability and clinical response.

Conclusion: Adjunctive aripiprazole as a short-term augmentation strategy to antidepressants

is efficacious and well tolerated in patients with treatment-resistant major depressive disorder

and incomplete antidepressant response

Key words: aripiprazole, antidepressants, augmentation, treatment-resistant depression
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TRD) ·¡â®–¡’¬“À≈“¬™π‘¥∑’Ë„™â‡ √‘¡°“√√—°…“ ·µà¡’‡æ’¬ß

aripiprazole ∑’Ë‰¥â√—∫°“√√—∫√Õß®“°Õß§å°“√Õ“À“√·≈–¬“

 À√—∞Õ‡¡√‘°“„πªï §.». 2007  ”À√—∫¢âÕ∫àß™’È„π°“√„™â

‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß¬“·°â´÷¡‡»√â“„π°“√√—°…“

‚√§´÷¡‡»√â“15

∫∑§«“¡π’È‡ªìπ°“√∑∫∑«π«√√≥°√√¡‡°’Ë¬«°—∫

°“√„™â aripiprazole ‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß¬“·°ấ ÷¡‡»√â“

„π‚√§´÷¡‡»√â“∑’Ë¥◊ÈÕµàÕ°“√√—°…“∑—Èß„π·ßàª√– ‘∑∏‘¿“æ

·≈–§«“¡ª≈Õ¥¿—¬¢Õß¬“ °≈‰°°“√ÕÕ°ƒ∑∏‘Ï µ≈Õ¥®π

·π«∑“ß°“√∫√‘À“√¬“

«‘∏’°“√»÷°…“
°“√»÷°…“µà“ßÊ ∑’Ë‡ªìπ¿“…“Õ—ß°ƒ…∂Ÿ° ◊∫§âπºà“π

PubMed ‚¥¬°“√„™â§” ”§—≠ ‰¥â·°à major depressive

disorder, treatment-resistant depression, atypical

antipsychotics, aripiprazole ·≈– neurotransmitters

°“√»÷°…“∑’Ë‰¡à‰¥â√—∫°“√µ’æ‘¡æå®–‰¡à∂Ÿ°√«¡‡¢â“¡“„π

∫∑§«“¡π’È ‡Õ° “√Õâ“ßÕ‘ß„π∫∑§«“¡µà“ßÊ ·≈–

„πÀπ—ß ◊Õ∂Ÿ°æ‘®“√≥“Õ¬à“ß≈–‡Õ’¬¥√Õ∫§Õ∫‡æ◊ËÕ„Àâ‰¥â

¢âÕ¡Ÿ≈∑’Ë Õ¥§≈âÕß ”À√—∫∫∑§«“¡π’È

º≈°“√»÷°…“
1. ‡¿ —™«‘∑¬“¢Õß°“√¡’ƒ∑∏‘Ï·°â´÷¡‡»√â“

1.1  “√ ◊ËÕª√– “∑∑’Ë‡°’Ë¬«¢âÕß°—∫Õ“°“√

´÷¡‡»√â“
‡ªìπ∑’Ë∑√“∫«à“ “√ ◊ËÕª√– “∑ (neurotransmitters)

∑’Ë‡°’Ë¬«¢âÕß°—∫°“√¡’ƒ∑∏‘Ï·°âÕ“°“√ ÷́¡‡»√â“ ‰¥â·°à serotonin

(5-HT), dopamine (DA) ·≈– norepinephrine (NE) ´÷Ëß„™â

Õ∏‘∫“¬°≈‰°°“√ÕÕ°ƒ∑∏‘Ï¢Õß¬“·°â´÷¡‡»√â“ ·µà ”À√—∫

¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à√«¡∑—Èß aripiprazole π—Èπ ®“°°“√

»÷°…“æ∫«à“  “√ ◊ËÕª√– “∑∑’Ë‡°’Ë¬«¢âÕßÕ¬à“ß™—¥‡®π

°—∫°“√¡’ƒ∑∏‘Ï„π°“√√—°…“Õ“°“√´÷¡‡»√â“ §◊Õ DA

 à«π 5-HT π—ÈπÕÕ°ƒ∑∏‘Ï°√–µÿâπ°“√À≈—Ëß DA ºà“π∑“ß

5-HT
1A
 receptor ·≈–ÕÕ°ƒ∑∏‘Ï¬—∫¬—Èß°“√À≈—Ëß DA ºà“π∑“ß

¬“∑’Ë„™â„π°“√√—°…“‚√§ ÷́¡‡»√â“ (major depressive

disorder) ¡’°“√æ—≤π“Õ¬à“ß√«¥‡√Á«„π™à«ß Õß∑»«√√…

∑’Ëºà“π¡“ Õ¬à“ß‰√°Áµ“¡ ·¡â«à“®–¡’¬“·°â´÷¡‡»√â“

(antidepressants) À≈“¬°≈ÿà¡À≈“¬™π‘¥ ·µàºŸâªÉ«¬

®”π«πÀπ÷Ëß¬—ß§ß¡’Õ“°“√¢Õß‚√§´÷¡‡»√â“Õ¬Ÿà·≈–

‰¡à “¡“√∂°≈—∫‰ª¡’√–¥—∫§«“¡ “¡“√∂„π°“√∑”ß“π

‰¥â‡ªìπª°µ‘ °“√ ß∫¢Õß‚√§ (remission) ¡’‡æ’¬ß√âÕ¬≈–

30 ∂÷ß 50 „πºŸâªÉ«¬∑’Ë‰¥â√—∫°“√√—°…“‡ªìπ√–¬–‡«≈“

8  —ª¥“Àå1,2 °“√»÷°…“„π‚§√ß°“√ STAR*D ‡¡◊ËÕ‰¡àπ“ππ’È

™’È„Àâ‡ÀÁπ«à“ §√÷ËßÀπ÷Ëß¢ÕßºŸâªÉ«¬∑’Ë‰¥â√—∫¬“·°â´÷¡‡»√â“

¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“‡ªìπ∑’ËæÕ„®·≈–¡’‡æ’¬ß

1 „π 3 ‡∑à“π—Èπ∑’Ë¡’°“√ ß∫¢Õß‚√§3,4 ¬‘Ëß‰ª°«à“π—Èπ Õ—µ√“

°“√ ß∫¢Õß‚√§≈¥≈ßÕ¬à“ß¡’π—¬ ”§—≠„πºŸâªÉ«¬∑’Ë

‰¡àµÕ∫ πÕßµàÕ°“√√—°…“À≈—ß®“°‰¥â√—∫¬“·°â´÷¡‡»√â“

™π‘¥∑’Ë Õß4 Õ“°“√´÷¡‡»√â“∑’ËÀ≈ß‡À≈◊ÕÕ¬Ÿà (residual

symptoms) ‡ªìπ ‘Ëß∑’Ëæ∫‰¥â∫àÕ¬·≈– —¡æ—π∏å°—∫º≈≈∫∑’Ë

µ“¡¡“À≈“¬ª√–°“√ ‰¥â·°à °“√¡’Õ—µ√“°“√‡°‘¥‚√§°≈—∫

(relapse rate) ‡æ‘Ë¡¢÷Èπ °“√‡°‘¥‚√§§√—ÈßµàÕ‰ª√ÿπ·√ß

¡“°¢÷Èπ §«“¡‡ ’Ë¬ßµàÕ°“√‡°‘¥¿“«–°“√‡®Á∫ªÉ«¬√à«¡

(comorbidity) ¥â«¬‚√§∑“ß°“¬·≈–‚√§®‘µ‡«™‡æ‘Ë¡¢÷Èπ

·≈–‡°‘¥§«“¡∫°æ√àÕß∑“ß®‘µ —ß§¡ (psychosocial

impairment)5-7

°“√„™â¬“‡ √‘¡°“√√—°…“ (augmentation) ¢Õß

¬“·°ấ ÷¡‡»√â“‡æ◊ËÕ‡æ‘Ë¡‚Õ°“ ¢Õß°“√‡°‘¥°“√ ß∫¢Õß‚√§

·≈–∑”„ÀâÕ“°“√∑’ËÀ≈ß‡À≈◊ÕÕ¬ŸàÀ¡¥‰ªÀ√◊Õ‡À≈◊ÕπâÕ¬

∑’Ë ÿ¥8 ‚¥¬∑—Ë«‰ª·≈â« ¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ·≈–π‘¬¡„π°“√

„™â‡ªìπ¬“‡ √‘¡°“√√—°…“ ‰¥â·°à ≈‘‡∑’¬¡ (lithium) ·≈–

triiodothyronine (T
3
)9-11 ‡√Á«Ê π’È¡’°“√∑∫∑«π«√√≥°√√¡12,13

·≈–°“√∑” meta-analysis14 ¢Õß°“√„™â¬“√—°…“‚√§®‘µ

°≈ÿà¡„À¡à (atypical antipsychotics) ‡™àπ risperidone,

olanzapine, quetiapine, ziprasidone ·≈– aripiprazole

‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß¬“·°â´÷¡‡»√â“ æ∫«à“

¡’ª√– ‘∑∏‘¿“æ„π°“√‡ªìπ¬“‡ √‘¡°“√√—°…“„π‚√§´÷¡‡»√â“

∑’Ë¥◊ÈÕµàÕ°“√√—°…“ (treatment-resistant depression:
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5-HT
2A
 receptor ¥—ß®–‰¥â°≈à“«√“¬≈–‡Õ’¬¥„π¿“¬À≈—ß

1.2 Dopamine pathways
 ¡Õß à«π substantia nigra ·≈– ventral tegmental

area (VTA) ‡ªìπ∑’ËÕ¬Ÿà¢Õß dopamine-producing neurons

‚¥¬∑”°“√ projection ‡ âπ„¬ª√– “∑ºà“π medial

forebrain bundle ‰ª¬—ß à«π¢Õß ¡Õß 3 ∫√‘‡«≥ ‚¥¬

3 pathways §◊Õ16

1. nigrostriatal pathway ∑”°“√ project

®“° substantia nigra ‰ª¬—ß dorsal striatum (caudate

·≈– putamen) ¡’∫∑∫“∑ ”§—≠‡°’Ë¬«°—∫ motor planning,

execution of movement ·≈– cognition

2. mesocortical pathway ∑”°“√ project

®“° VTA ‰ª¬—ß ¡Õß à«π anterior cingulated cortex,

entorhinal cortex ·≈– prefrontal cortex ¡’Àπâ“∑’Ë‡°’Ë¬«°—∫

concentration, executive function ·≈–Õ“√¡≥å

3. mesolimbic pathway ∑”°“√ project

®“° VTA ‰ª¬—ß ventral striatum (nucleas accumbens

·≈– olfactory tubercle), hippocampus, amygdala ·≈–

septum ¡’§«“¡ ”§—≠µàÕ motivation, experience of

pleasure ·≈– reward

1.3 Dopamine °—∫Õ“°“√µà“ßÊ ¢ÕßÕ“°“√
´÷¡‡»√â“

°. depressed mood ·≈– sadness

®“°°“√»÷°…“æ∫«à“ ¡’§«“¡ —¡æ—π∏å√–À«à“ß

depressed mood ·≈– sadness °—∫°“√¡’ abnormal

neuronal activity ¢Õß ¡Õß à«π medial prefrontal cortex

(ª√–°Õ∫¥â«¬ anterior cingulated ·≈– orbitofrontal

cortex)  ¡Õß à«ππ’È‰¥â√—∫ innervation ®“° serotonergic

(midbrain raphe), noradrenergic (locus coeruleus) ·≈–

dopaminergic (VTA) pathways °“√≈¥≈ß¢Õß NE, 5-HT

·≈– DA Õ“®‡°’Ë¬«¢âÕß°—∫°“√∑”„Àâ‡°‘¥ low mood ‰¥â

¬“∑’Ë™à«¬‡æ‘Ë¡√–¥—∫¢Õß “√ ◊ËÕª√– “∑ monoamine

æ∫«à“ ™à«¬∑”„Àâ depressed mood ·≈– sadness ¥’¢÷Èπ17

(√Ÿª∑’Ë 1)

¢. diminished interest À√◊Õ pleasure

§«“¡√Ÿâ ÷°¬‘π¥’ (pleasure) ∂Ÿ°§«∫§ÿ¡‚¥¬

mesocorticolimbic dopaminergic pathway ‚¥¬‡©æ“–

Õ¬à“ß¬‘Ëß∑’Ë ¡Õß à«π nucleus accumbens18 °“√∑”Àπâ“∑’Ë

º‘¥ª°µ‘ (‡™àπ hypofunction) ¢Õß mesocorticolimbic

dopamine system ´÷Ëß innervate  ¡Õß à«π limbic

structures (‡™àπ nucleus accumbens, amygdale, ventral

hippocampus) ·≈– ¡Õß à«π cortex (‡™àπ prefrontal

cortex) Õ“®‡ªìπ “‡Àµÿ¢ÕßÕ“°“√µà“ßÊ §◊Õ loss of

motivation, loss of interest ·≈– inability to experience

pleasure ´÷Ëß‡ªìπÕ“°“√∑’Ëæ∫„πºŸâªÉ«¬‚√§´÷¡‡»√â“17

(√Ÿª∑’Ë 1) ¥—ßπ—Èπ ¬“∑’Ë™à«¬„Àâ°“√À≈—Ëß DA ∑’Ë ¡Õß∫√‘‡«≥

mesocorticolimbic ‡æ‘Ë¡¢÷Èπ°ÁÕ“®∑”„ÀâÕ“°“√ loss of

pleasure, interest ·≈– lack of motivation ¥’¢÷Èπ

§. fatigue ·≈– loss of energy

°“√¡’ physical fatigue ‡™◊ËÕ«à“Õ“®‡°’Ë¬«°—∫

 ¡Õß à«π striatum (∂Ÿ° innervate ‚¥¬ dopaminergic ·≈–

serotonergic neurons) ·≈– cerebellum (∂Ÿ° innervate

‚¥¬ noradrenergic neurons)19 „π¢≥–∑’Ë mental fatigue

·≈–°“√¢“¥ mental energy ‡°’Ë¬«¢âÕß°—∫ ¡Õß à«π

cortex ‚¥¬‡©æ“–∑’Ë∫√‘‡«≥ dorsolateral prefrontal cortex

√Ÿª∑’Ë 1 ¿“æ· ¥ß dopamine systems „π ¡Õß à«πµà“ßÊ
·≈–µ”·Àπàß¢Õß ¡Õß∑’Ë‡™◊ËÕ«à“‡°’Ë¬«¢âÕß°—∫°“√∑”„Àâ‡°‘¥
Õ“°“√µà“ßÊ ¢ÕßÕ“°“√ ÷́¡‡»√â“ (¥—¥·ª≈ß®“°‡Õ° “√Õâ“ßÕ‘ß
À¡“¬‡≈¢ 17)
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√Ÿª∑’Ë 2  °“√ÕÕ°ƒ∑∏‘Ïµ√ß¢â“¡°—π¢Õß 5-HT
1A
 ·≈– 5-HT

2A
 receptors µàÕ°“√ª≈àÕ¬ DA25

§”Õ∏‘∫“¬√Ÿª 5-HT
1A
 ·≈– 5-HT

2A
 receptors ¡’Õ‘∑∏‘æ≈µàÕ°“√ª≈àÕ¬ DA ∑—Èß∑“ßµ√ßÀ√◊Õºà“π∑“ß gamma aminobutyric acid

(GABA) neurons ‚¥¬ receptors ∑—Èß Õßπ’È¡’º≈µ√ß¢â“¡°—πµàÕ°“√ª≈àÕ¬ DA ‡¡◊ËÕ 5-HT ®—∫°—∫ 5-HT
2A
 receptors ∑’Ë postsynaptic

DA neurons ®–∑”„Àâ‡°‘¥°“√¬—∫¬—Èß°“√ª≈àÕ¬ DA (¥Ÿ√Ÿª≈à“ß´â“¬) „π∑”πÕß‡¥’¬«°—π ‡¡◊ËÕ 5-HT ®—∫°—∫ 5-HT
2A 

receptors ∑’ËÕ¬Ÿà∫π
GABA interneurons ∑”„Àâ‡°‘¥°“√ª≈àÕ¬ GABA ´÷Ëß°Á®–‰ª¬—∫¬—Èß°“√ª≈àÕ¬ DA ‡™àπ°—π (¥Ÿ¡ÿ¡≈à“ß´â“¬)  ”À√—∫ 5-HT

1A

somatodendritic autoreceptors (¥Ÿ√Ÿª≈à“ß¢«“) π—Èπ‡¡◊ËÕ 5-HT ®—∫°—∫ 5-HT
1A
 receptors °Á®–¬—∫¬—Èß°“√ª≈àÕ¬ 5-HT ∑”„Àâ 5-HT

‰¡à “¡“√∂¬—∫¬—Èß°“√ª≈àÕ¬ DA ∑”„Àâ°“√ª≈àÕ¬ DA ‰¡à∂Ÿ°¬—∫¬—Èß (¢—ÈπµÕππ’È‡√’¬°«à“ disinhibition) ®÷ß‡°‘¥°“√ª≈àÕ¬ DA
‡æ‘Ë¡¢÷Èπ∑’Ë axon terminal ¢Õß DA neurons ¥—ßπ—Èπ 5-HT

1A
 receptors ®÷ß∑”Àπâ“∑’Ë‡√àß°“√ª≈àÕ¬ DA

(DLPFC)20 (√Ÿª∑’Ë 1) ¬“∑’Ë‡æ‘Ë¡°“√À≈—Ëß NE ·≈–/À√◊Õ DA
∑’Ë pathways ¥—ß°≈à“«πà“®–‡À¡“– ¡„π°“√√—°…“Õ“°“√
fatigue ·≈– loss of energy17

1.4 Serotonin receptors
°. 5-HT

1A
 receptor

5-HT
1A

 receptors æ∫∑—Ë«‰ª„π ¡Õß·µà¡’
§«“¡‡¢â¡¢âπ Ÿß ÿ¥∑’Ë∫√‘‡«≥ frontal cortex, subthalamic
nucleus, entopeduncular nucleus ·≈– dorsal °—∫ median
raphe nucleus21 °“√°√–µÿâπ 5-HT

1A
 receptor ‡™◊ËÕ«à“

‡ªìπµ—«°≈“ß ”§—≠„π°“√∑”„Àâ¬“¡’ƒ∑∏‘Ï·°â´÷¡‡»√â“
·≈–ƒ∑∏‘Ï§≈“¬°—ß«≈21-23 intrinsic activity ¢Õß¬“∑’Ë¡’
§ÿ≥ ¡∫—µ‘‡ªìπ 5-HT

1A
 receptor agonists ∑’Ë 5-HT

1A

receptors ‡ªìπµ—«™’È∂÷ßº≈¢Õß°“√¡’ƒ∑∏‘Ï·°â´÷¡‡»√â“
·≈–ƒ∑∏‘Ï§≈“¬°—ß«≈24

5-HT
1A
 receptors Õ¬Ÿà∑’Ë presynaptic ∫√‘‡«≥

somatodendritic ¢Õß serotonin neuron ·≈–ÕÕ°ƒ∑∏‘Ï
‡ªìπ autoreceptors §◊Õ ¬—∫¬—Èß°“√ àß°√–· ª√– “∑¢Õß
serotonin neuron ∑”„Àâ°“√ª≈àÕ¬ 5-HT ∑’Ëª≈“¬ª√– “∑
(axon terminal) ≈¥≈ß ‡¡◊ËÕ 5-HT

1A
 ¬—∫¬—Èß°“√ª≈àÕ¬ 5-HT

®–∑”„Àâ postsynaptic 5-HT
2A

 receptors ∑’ËÕ¬Ÿà∫π
dopamine neuron ‰¡à‡°‘¥°“√∂Ÿ°°√–µÿâπ (°“√°√–µÿâπ
postsynaptic 5-HT

2A
  receptors ∑’Ë dopamine neuron

®–¬—∫¬—Èß°“√ª≈àÕ¬ DA) ∑”„Àâ‡°‘¥°“√°√–µÿâπ°“√ª≈àÕ¬
DA ∑’Ëª≈“¬ª√– “∑¢Õß dopamine neuron °≈à“«Õ’°
π—¬Àπ÷Ëß§◊Õ ‡¡◊ËÕ‡°‘¥°“√°√–µÿâπ 5-HT

1A
 ®–∑”„Àâ‰¡à‡°‘¥

5-HT
2A
 dopamine brake ·≈– dopamine neurons °Á®–

‰¡à∂Ÿ°¬—∫¬—Èß¥â«¬ƒ∑∏‘Ï¢Õß 5-HT ºà“π∑“ß postsynaptic
5-HT

2A
 receptors ¥—ßπ—Èπ 5-HT

1A
 receptor ®÷ß‡ªìπ çdopamine

acceleratoré25 (√Ÿª∑’Ë 2)
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°“√„™â aripiprazole ‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß¬“·°â´÷¡‡»√â“
 ”À√—∫‚√§´÷¡‡»√â“∑’Ë¥◊ÈÕµàÕ°“√√—°…“

°“√ª≈àÕ¬ DA ‡æ‘Ë¡¢÷Èπµ“¡°≈‰°∑’Ë°≈à“«·≈â«¢â“ßµâπ

®“°°“√»÷°…“æ∫«à“ aripiprazole ™à«¬‡æ‘Ë¡°“√ª≈àÕ¬ DA

∑’Ë hippocampus ·≈– medial prefrontal cortex ‚¥¬Õ“»—¬

°≈‰°´÷Ëßºà“π°“√°√–µÿâπ¢Õß 5-HT
1A
 receptor24,27,36,37

„π¢≥–‡¥’¬«°—π °“√¡’ƒ∑∏‘Ï‡ªìπ 5-HT
2A
 heteroreceptor

blockage ∑’Ë presynaptic dopaminergic neurons ¢Õß

aripiprazole ®–°√–µÿâπ°“√ª≈àÕ¬ DA ∑’Ë mesocortical

dopamine pathway ∑”„Àâ√–¥—∫ DA ∑’Ë prefrontal cortex

‡æ‘Ë¡¢÷Èπ27 ¥—ßπ—Èπ aripiprazole ®÷ß¡’º≈∑”„Àâ‡°‘¥°“√ª≈àÕ¬

DA ∑’Ë ¡Õß à«π prefrontal cortex ·≈– hippocampus

‡æ‘Ë¡¢÷Èπ¥â«¬°“√¡’ƒ∑∏‘Ï 2 ª√–°“√§◊Õ‡ªìπ 5-HT
1A
 receptor

agonist ·≈– 5-HT
2A
 receptor antagonist °“√»÷°…“

„π —µ«å∑¥≈Õß38,39 ¬—ßæ∫«à“ ¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à

÷́Ëß¡’ƒ∑∏‘Ï‡ªìπ 5-HT
2A
 receptor antagonist ∑”„Àâ‡°‘¥ down

regulation ¢Õß 5-HT
2A

 receptors „π∫√‘‡«≥ frontal

cortex ·≈–Õ“®‡°’Ë¬«¢âÕß°—∫°“√¡’ƒ∑∏‘Ï·°â´÷¡‡»√â“¢Õß

¬“°≈ÿà¡π’È (°“√∑”„Àâ‡°‘¥ down regulation ¢Õß 5-HT
2A

receptors ¢Õß¬“°≈ÿà¡ SSRIs ‡ªìπ°≈‰°Àπ÷Ëß∑’Ë ”§—≠

„π°“√¡’ƒ∑∏‘Ï·°â´÷¡‡»√â“¢Õß¬“°≈ÿà¡ SSRIs)  ”À√—∫

ƒ∑∏‘Ï partial agonist ∑’Ë receptor ™π‘¥ D
2
, D

3
, D

4
 ·≈–

5-HT
2C
 °—∫º≈µàÕ DA À√◊Õº≈µàÕ°“√¡’ƒ∑∏‘Ï·°â´÷¡‡»√â“π—Èπ

¬—ß‰¡à¡’¢âÕ¡Ÿ≈∑’Ë™—¥‡®π«à“‡ªìπÕ¬à“ß‰√ °≈‰°°“√ÕÕ°ƒ∑∏‘Ï

·°â´÷¡‡»√â“¢Õß aripiprazole (·ºπ¿Ÿ¡‘∑’Ë 1)

2. ª√– ‘∑∏‘¿“æ¢Õß aripiprazole „π°“√√—°…“
‚√§´÷¡‡»√â“

2.1 °“√»÷°…“·∫∫‡ªî¥·≈–°“√»÷°…“
¬âÕπÀ≈—ß

Barbee ·≈–§≥–40 ∑”°“√∑∫∑«πª√–«—µ‘¬âÕπÀ≈—ß

∂÷ßª√– ‘∑∏‘¿“æ¢Õß°“√„™â aripiprazole ‡ªìπ¬“‡ √‘¡

°“√√—°…“¢Õß¬“·°ấ ÷¡‡»√â“„πºŸâªÉ«¬ TRD ®”π«π 30 √“¬

∑’Ë‰¡àµÕ∫ πÕßµàÕ°“√√—°…“¥â«¬¬“·°â´÷¡‡»√â“√à«¡°—∫

°“√„™â¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à¢π“πÕ◊ËπÊ (risperidone

N=12, olanzapine N=6, quetiapine N=9 ·≈– ziprasidone

¢. 5-HT
2A
 receptor

5-HT
2A
 receptors æ∫∑—Ë«‰ª„π ¡Õß‡™àπ‡¥’¬«

°—∫ 5-HT
1A
 receptors ·µà¡’§«“¡‡¢â¡¢âπ Ÿß ÿ¥∑’Ë∫√‘‡«≥

cerebral cortex ‚¥¬Õ¬Ÿà∫π cortical ·≈– hippocampal

pyramidal glutamatergic neurons ·≈– GABAergic

interneurons26 °“√¡’ƒ∑∏‘Ï·°âÕ“°“√´÷¡‡»√â“‡°’Ë¬«¢âÕß°—∫

°“√¬—∫¬—Èß 5-HT
2A
 receptors ∑’Ë mesocortical dopamine

pathway27

serotonin neurons ∑”°“√ innervate dopamine

neurons ºà“π∑“ß postsynaptic 5-HT
2A

 receptors

‡¡◊ËÕ‡°‘¥°“√ª≈àÕ¬ 5-HT ‰ª¬—ß postsynaptic 5-HT
2A

receptors ´÷ËßÕ¬Ÿà∫π dopamine neurons ®–∑”„Àâ

°“√∑”ß“π¢Õß dopamine neuron ∂Ÿ°¬—∫¬—Èß  àßº≈„Àâ

dopamine neuron ≈¥°“√ª≈àÕ¬ DA ¥—ßπ—Èπ 5-HT
2A

receptor ®÷ß‡ªìπ çdopamine brakeé25 (√Ÿª∑’Ë 2) 5-HT
1A

receptor ·≈– 5-HT
2A
 receptor ®÷ßÕÕ°ƒ∑∏‘Ïµ√ß°—π¢â“¡

„π°“√§«∫§ÿ¡°“√ª≈àÕ¬ DA

1.5 ‡¿ —™«‘∑¬“¢Õß aripiprazole
°. ‡¿ —™æ≈»“ µ√å

aripiprazole ¡’ high affinity µàÕ dopamine

receptor ™π‘¥ D
2
 ·≈– D

3
 ·≈– serotonin receptor

™π‘¥ 5-HT
1A
 ·≈– 5-HT

2A
 ¡’ moderate affinity µàÕ D

4

·≈– 5-HT
2C

, 5-HT
2B

, 5-HT
6
 ·≈– 5-HT

7
 receptors

 à«π receptors Õ◊Ëππ—Èπæ∫«à“ ¡’ weak affinity µàÕ

α
1
-adrenergic receptor, histaminergic H

1
 receptor ·≈–

muscarinic M
1
 receptor  ”À√—∫ƒ∑∏‘ÏµàÕ receptor π—Èπ

aripiprazole ÕÕ°ƒ∑∏‘Ï‡ªìπ partial agonist ∑’Ë receptor ™π‘¥

D
2
, D

3
, D

4
, 5-HT

1A
, 5-HT

2C
 ·≈– 5-HT

7
 ¢≥–∑’ËÕÕ°ƒ∑∏‘Ï

‡ªìπ antagonist ∑’Ë receptor ™π‘¥ 5-HT
2A
 ·≈– 5-HT

6
28-34

¢. ƒ∑∏‘Ï·°â´÷¡‡»√â“

°“√‡æ‘Ë¡√–¥—∫¢Õß DA ∑’Ë ¡Õß∫√‘‡«≥

prefrontal cortex ‡™◊ËÕ«à“‡°’Ë¬«¢âÕß°—∫°“√¡’ƒ∑∏‘Ï·°ấ ÷¡‡»√â“

¢Õß¬“°≈ÿà¡ 5-HT
1A
 receptor agonist22,35 aripiprazole ´÷Ëß

¡’ƒ∑∏‘Ï‡ªìπ partial agonist µàÕ 5-HT
1A
 receptor ®–°√–µÿâπ
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·ºπ¿Ÿ¡‘∑’Ë 1 · ¥ß°≈‰°°“√ÕÕ°ƒ∑∏‘Ï¢Õß aripiprazole „π°“√√—°…“Õ“°“√´÷¡‡»√â“®“°°“√∑’Ë¬“¡’§ÿ≥ ¡∫—µ‘‡ªìπ 5-HT
1A

receptor agonist (§Õ≈—¡πå´â“¬) ·≈– 5-HT
2A
 receptor antagonist (§Õ≈—¡πå¢«“)

N=3) ‡ªìπ¬“‡ √‘¡°“√√—°…“ º≈°“√»÷°…“æ∫«à“ ºŸâªÉ«¬

14 √“¬®“° 30 √“¬ (√âÕ¬≈– 46.7) µÕ∫ πÕßµàÕ°“√„™â

aripiprazole ‡ªìπ¬“‡ √‘¡°“√√—°…“ ‚¥¬‰¥â√—∫°“√ª√–‡¡‘π

¥â«¬ clinical global impression-improvement (CGI-I) ‡ªìπ

much À√◊Õ very much improve ‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 6

ºŸâªÉ«¬∑’ËµÕ∫ πÕßµàÕ°“√√—°…“‰¥â√—∫ aripiprazole ‡ªìπ

√–¬–‡«≈“‡©≈’Ë¬ 3  —ª¥“Àå

°“√»÷°…“·∫∫‡ªî¥√–¬–‡«≈“ 8  —ª¥“Àå41

∂÷ß°“√„™â aripiprazole ‡ªìπ¬“‡ √‘¡°“√√—°…“ ”À√—∫

¬“·°ấ ÷¡‡»√â“„πºŸâªÉ«¬‚√§ ÷́¡‡»√â“ 15 √“¬∑’Ë‰¡àµÕ∫ πÕß

µàÕ°“√√—°…“À√◊ÕµÕ∫ πÕßµàÕ°“√√—°…“‰¡à ¡∫Ÿ√≥å

À≈—ß®“°‰¥â√—∫¬“·°â´÷¡‡»√â“ (SSRI: N=11, venlafaxine:

N=3 À√◊Õ bupropion: N=1) æ∫«à“ ºŸâªÉ«¬¡’§à“∞“π (baseline)

¢Õß§à“§–·ππ‡©≈’Ë¬ Hamilton Depression Rating Scale

(HAM-D) ‡∑à“°—∫ 18.9+3.4 ‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 8 ¡’§à“

§–·ππ‡©≈’Ë¬ HAM-D ‡∑à“°—∫ 4.3+4.4 ·≈–‡∑à“°—∫ 2.5+2.7

 ”À√—∫ºŸâªÉ«¬ 8 √“¬∑’Ë‡¢â“ Ÿà°“√»÷°…“®π§√∫ 8  —ª¥“Àå

‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 1 ºŸâªÉ«¬√âÕ¬≈– 46.7 (7 „π 15 √“¬)

¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“ (response) (¡’°“√≈¥≈ß

¢Õß§à“ HAM-D ®“°§à“∞“π >√âÕ¬≈– 50) ·≈–√âÕ¬≈–

40.0 (6 „π 15 √“¬) ¡’°“√ ß∫¢Õß‚√§ (remission)

(§à“§–·ππ HAM-D <7) ‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 2 ºŸâªÉ«¬

¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“√âÕ¬≈– 66.7 (10 „π 15 √“¬)

·≈–¡’°“√ ß∫¢Õß‚√§√âÕ¬≈– 60 (9 „π 15 √“¬) ·≈–

‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 8 æ∫«à“ºŸâªÉ«¬¡’°“√µÕ∫ πÕßµàÕ

°“√√—°…“·≈–¡’°“√ ß∫¢Õß‚√§√âÕ¬≈– 93.3 (14 „π

15 √“¬) ·≈–√âÕ¬≈– 86.7 (13 „π 15 √“¬) µ“¡≈”¥—∫

Õ—µ√“°“√À¬ÿ¥°“√√—°…“ (discontinuation rate) À≈—ß®“°

 —ª¥“Àå∑’Ë 4 „πºŸâªÉ«¬∑’Ë‰¥â√—∫¬“¢π“¥‡√‘Ë¡µâπ (starting

dose) 2.5 ¡°.µàÕ«—π (1 „π 8 √“¬) µË”°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫

¬“¢π“¥‡√‘Ë¡µâπ 10 ¡°.µàÕ«—π (3 „π 7 √“¬) ‡¡◊ËÕ∂÷ß

®ÿ¥ ‘Èπ ÿ¥°“√»÷°…“ (endpoint) ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“¢π“¥
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°“√„™â aripiprazole ‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß¬“·°â´÷¡‡»√â“
 ”À√—∫‚√§´÷¡‡»√â“∑’Ë¥◊ÈÕµàÕ°“√√—°…“

‡√‘Ë¡µâπ 2.5 ¡°.µàÕ«—π ¡’Õ—µ√“°“√À¬ÿ¥°“√√—°…“µË”°«à“

ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“¢π“¥‡√‘Ë¡µâπ 10 ¡°.µàÕ«—π (√âÕ¬≈– 37.5

(3 „π 8 √“¬) ‡∑’¬∫°—∫√âÕ¬≈– 57.1 (3 „π 8 √“¬)

µ“¡≈”¥—∫)

°“√„™â aripiprazole (10-30 ¡°.µàÕ«—π) ‡ √‘¡°“√

√—°…“¢Õß¬“°≈ÿà¡ SSRIs „πºŸâªÉ«¬ TRD 12 √“¬‡ªìπ

√–¬–‡«≈“ 8  —ª¥“Àå æ∫«à“ºŸâªÉ«¬√âÕ¬≈– 58.3 ¡’°“√

µÕ∫ πÕßµàÕ°“√√—°…“ (ª√–‡¡‘π¥â«¬ HAM-D) ·≈–

√âÕ¬≈– 41.7 ¡’°“√ ß∫¢Õß‚√§42 ´÷Ëß§≈â“¬§≈÷ß°—π°—∫

Õ’°°“√»÷°…“43 ∑’Ëæ∫«à“¡’Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√

√—°…“ (ª√–‡¡‘π¥â«¬ CGI-I) √âÕ¬≈– 58.8

Patkar ·≈–§≥–44 ∑”°“√»÷°…“·∫∫‡ªî¥

√–¬–‡«≈“ 6  —ª¥“Àå∂÷ßª√– ‘∑∏‘¿“æ¢Õß aripiprazole

 ”À√—∫„™â‡ªìπ¬“‡ √‘¡„π°“√√—°…“ºŸâªÉ«¬ TRD (N=10)

∑’Ë‰¡àµÕ∫ πÕßµàÕ°“√√—°…“¥â«¬¬“·°â´÷¡‡»√â“ (SSRI:

N=6, SSRI+TCA: N=1, venlafaxine: N=1, mirtazapine:

N=1 À√◊Õ nefazodone: N=1 ·≈–¡’ºŸâªÉ«¬ 8 „π 10 √“¬

‰¡àµÕ∫ πÕßµàÕ°“√√—°…“¥â«¬¬“·°â´÷¡‡»√â“¡“°àÕπ

Õ¬à“ßπâÕ¬ 2 ¢π“π) ‚¥¬¢π“¥¬“‡√‘Ë¡µâπ‡∑à“°—∫ 10

¡°.µàÕ«—π ·≈–ª√—∫¢π“¥¬“√–À«à“ß 10-30 ¡°.µàÕ«—π

º≈°“√»÷°…“æ∫«à“ ¢π“¥¬“‡©≈’Ë¬¢Õß aripiprazole ‡∑à“°—∫

13.21 ¡°.µàÕ«—π ºŸâªÉ«¬¡’°“√≈¥≈ß¢Õß§à“§–·ππ‡©≈’Ë¬

HAM-D ®“°§à“∞“π (23.0+8.1) ∂÷ß®ÿ¥ ‘Èπ ÿ¥°“√»÷°…“

(8.1+6.0) Õ¬à“ß¡’π—¬ ”§—≠ (p<0.001) ºŸâªÉ«¬√âÕ¬≈– 70

(7 „π 10 √“¬) ¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“ (1 √“¬

µÕ∫ πÕßµàÕ°“√√—°…“„π —ª¥“Àå·√° ·≈– 7 √“¬

µÕ∫ πÕßµàÕ°“√√—°…“„π —ª¥“Àå∑’Ë 2) ·≈–√âÕ¬≈– 30

(3 „π 10 √“¬) ¡’°“√ ß∫¢Õß‚√§

°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß aripiprazole ¢π“¥

5-30 ¡°.µàÕ«—π „π°“√„™â‡ √‘¡°“√√—°…“¢Õß¬“·°ấ ÷¡‡»√â“

‡ªìπ√–¬–‡«≈“ 6  —ª¥“Àå„πºŸâªÉ«¬ TRD 11 √“¬ æ∫«à“

¡’°“√≈¥≈ß¢Õß§à“ HAM-D (p=0.003) ·≈–§à“ clinical

global impression-severity (CGI-S) (p=0.003) Õ¬à“ß¡’

π—¬ ”§—≠ ºŸâªÉ«¬√âÕ¬≈– 63.6 (7 „π 11 √“¬) ¡’°“√

µÕ∫ πÕßµàÕ°“√√—°…“·≈–¡’°“√ ß∫¢Õß‚√§√âÕ¬≈–

27.3 (3 „π 11 √“¬) ¢π“¥¬“‡©≈’Ë¬‡∑à“°—∫ 10.8+2.4

¡°.µàÕ«—π45

°“√»÷°…“·∫∫‡ªî¥√–¬–‡«≈“ 4  —ª¥“Àå

‡ª√’¬∫‡∑’¬∫°“√„™â mirtazapine ¢π“π‡¥’¬«¢π“¥ 45

¡°.µàÕ«—π (N=20) °—∫°“√„™â mirtazapine ¢π“¥ 45

¡°.µàÕ«—π √à«¡°—∫ aripiprazole ¢π“¥ 15 ¡°.µàÕ«—π (N=20)

„π°“√√—°…“ºŸâªÉ«¬‚√§´÷¡‡»√â“ 40 √“¬ ‚¥¬ 15 √“¬

‡ªìπ TRD º≈°“√»÷°…“æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ mirtazapine

¢π“π‡¥’¬«¡’√–¬–‡«≈“°“√µÕ∫ πÕßµàÕ°“√√—°…“„π

ºŸâªÉ«¬∑’Ë‡ªìπ TRD (3.69+0.19  —ª¥“Àå) π“π°«à“ºŸâªÉ«¬

∑’Ë‰¡à‡ªìπ TRD (3.21+0.15  —ª¥“Àå) Õ¬à“ß¡’π—¬ ”§—≠

(p=0.02)  à«π°≈ÿà¡∑’Ë‰¥â√—∫ mirtazapine √à«¡°—∫ aripiprazole

¡’√–¬–‡«≈“°“√µÕ∫ πÕßµàÕ°“√√—°…“„πºŸâªÉ«¬∑’Ë‡ªìπ

TRD (3.39+ 0.17  —ª¥“Àå) ‰¡à·µ°µà“ß®“°ºŸâªÉ«¬∑’Ë‰¡à‡ªìπ

TRD (3.29+ 0.16  —ª¥“Àå) Õ¬à“ß¡’π—¬ ”§—≠ (p=0.38)46

°“√»÷°…“°“√„™â aripiprazole ¢π“¥ 5-15

¡°.µàÕ«—π „πºŸâªÉ«¬‚√§´÷¡‡»√â“∑’Ë¡’Õ“¬ÿ¡“° (>50 ªï)

∑’Ë‰¡àµÕ∫ πÕßµàÕ°“√√—°…“¥â«¬ SSRI (N=20) ‡ªìπ

√–¬–‡«≈“ 6  —ª¥“Àå æ∫«à“ Õ“¬ÿ‡©≈’Ë¬¢ÕßºŸâªÉ«¬‡∑à“°—∫

63.0+9.6 ªï §à“ HAM-D ‡¡◊ËÕ‡¢â“ Ÿà°“√»÷°…“‡∑à“°—∫

20.0 ·≈–≈¥≈ß‡À≈◊Õ 7.6 ‡¡◊ËÕ ‘Èπ ÿ¥°“√»÷°…“ ºŸâªÉ«¬

√âÕ¬≈– 50 ¡’°“√ ß∫¢Õß‚√§ („™â§à“§–·ππ HAM-D <10)

À≈—ß ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 647

‡√Á«Ê π’È¡’°“√»÷°…“·∫∫‡ªî¥√–¬–‡«≈“ 12  —ª¥“Àå

∂÷ßª√– ‘∑∏‘¿“æ¢Õß aripiprazole (5-30 ¡°.µàÕ«—π)

„π°“√„™â‡ªìπ¬“‡ √‘¡°“√√—°…“„πºŸâªÉ«¬‚√§´÷¡‡»√â“

(N=15) ∑’Ë‰¡àµÕ∫ πÕßµàÕ SSRI (N=10) À√◊Õ SNRI (N=5)

º≈°“√»÷°…“‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 12 æ∫«à“ ºŸâªÉ«¬ 7

„π 14 √“¬ (ÕÕ°®“°°“√»÷°…“ 1 √“¬) ¡’°“√µÕ∫ πÕß

µàÕ°“√√—°…“·≈– 4 „π 14 √“¬ (√âÕ¬≈– 28.6) ¡’°“√ ß∫

¢Õß‚√§ (§à“§–·ππ HAM-D <7) ¢π“¥¬“‡©≈’Ë¬„π

ºŸâªÉ«¬∑’ËµÕ∫ πÕßµàÕ°“√√—°…“‡∑à“°—∫ 22.5 ¡°.µàÕ«—π

‚¥¬∑’Ë 3 √“¬‰¥â√—∫¬“¢π“¥ 30 ¡°.µàÕ«—π 2 √“¬‰¥â√—∫
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20 ¡°.µàÕ«—π 1 √“¬‰¥â√—∫ 10 ¡°.µàÕ«—π ·≈– 1 √“¬‰¥â√—∫

5 ¡°.µàÕ«—π48

2.2 °“√»÷°…“·∫∫ ÿà¡ª°ªî¥ Õß¥â “π
‡ª√’¬∫‡∑’¬∫°—∫¬“À≈Õ°

Berman ·≈–§≥–49 ∑”°“√»÷°…“·∫∫ ÿà¡ª°ªî¥

 Õß¥â“π (double-blind) ‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ¢Õß

aripiprazole °—∫¬“À≈Õ°„π°“√„™â‡ªìπ¬“‡ √‘¡°“√√—°…“

¢Õß¬“·°â´÷¡‡»√â“„πºŸâªÉ«¬‚√§´÷¡‡»√â“∑’ËµÕ∫ πÕßµàÕ

°“√√—°…“‰¡à ¡∫Ÿ√≥å¥â«¬¬“·°ấ ÷¡‡»√â“ ‚¥¬·∫àß°“√»÷°…“

ÕÕ°‡ªìπ 2 √–¬– §◊Õ √–¬–·√° (prospective treatment

phase) ‡ªìπ√–¬–∑’ËºŸâªÉ«¬ (N=781) ‰¥â√—∫¬“·°â´÷¡‡»√â“

(‰¥â·°à fluoxetine 20 À√◊Õ 40 ¡°.µàÕ«—π escitalopam

10 À√◊Õ 20 ¡°.µàÕ«—π paroxetine controlled-release 37.5

À√◊Õ 50 ¡°.µàÕ«—π sertraline 100 À√◊Õ 150 ¡°.µàÕ«—π

À√◊Õ venlafaxine 150 À√◊Õ 225 ¡°.µàÕ«—π) ‡ªìπ‡«≈“

8  —ª¥“Àå ºŸâªÉ«¬∑’Ë¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“‰¡à ¡∫Ÿ√≥å

(N=362) ®–∂Ÿ° ÿà¡‡¢â“ Ÿà°“√»÷°…“√–¬–∑’Ë Õß (double-

blind phase) ‚¥¬‰¥â√—∫ aripiprazole (N=182) (¢π“¥ 2-15

¡°.µàÕ«—π ‡¡◊ËÕ„Àâ√à«¡°—∫ fluoxetione À√◊Õ paroxetine ·≈–

¢π“¥ 2-20 ¡°.µàÕ«—π ‡¡◊ËÕ„Àâ√à«¡°—∫¬“¢π“πÕ◊Ëπ∑’Ë‡À≈◊Õ)

À√◊Õ¬“À≈Õ° (N=176) µàÕ‰ªÕ’° 6  —ª¥“Àå º≈°“√»÷°…“

æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ aripiprazole ¡’°“√≈¥≈ß¢Õß§à“§–·ππ

Montgomery-Asberg Depression Rating Scale (MADRS)

‡©≈’Ë¬¡“°°«à“°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠

(-8.8 ‡∑’¬∫°—∫ -5.8; p<0.001) ¡’Õ—µ√“°“√ ß∫¢Õß‚√§

(§à“§–·ππ MADRS <10) ·µ°µà“ß®“°Õ¬à“ß¡’π—¬ ”§—≠

µ—Èß·µà —ª¥“Àå∑’Ë 3 (√âÕ¬≈– 18.8 ‡∑’¬∫°—∫√âÕ¬≈– 8.7;

p=0.006) µàÕ‡π◊ËÕß®π ‘Èπ ÿ¥°“√»÷°…“ (√âÕ¬≈– 26.0

‡∑’¬∫°—∫√âÕ¬≈– 15.7; p=0.011)  à«πÕ—µ√“°“√µÕ∫ πÕß

µàÕ°“√√—°…“ (¡’°“√≈¥≈ß¢Õß§à“ MADRS ®“°§à“∞“π

>√âÕ¬≈– 50) ·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠µ—Èß·µà —ª¥“Àå·√°

(√âÕ¬≈– 6.2 ‡∑’¬∫°—∫√âÕ¬≈– 1.8; p=0.025) ·≈–µàÕ‡π◊ËÕß

®π ‘Èπ ÿ¥°“√»÷°…“ (√âÕ¬≈– 33.7 ‡∑’¬∫°—∫√âÕ¬≈– 23.8;

p=0.027) (√Ÿª∑’Ë 3)

¢π“¥¬“‡©≈’Ë¬¢Õß aripiprazole „π —ª¥“Àå

 ÿ¥∑â“¬¢Õß°“√√—°…“‡∑à“°—∫ 11.8 ¡°.µàÕ«—π ́ ÷Ëß„°≈â‡§’¬ß

°—π√–À«à“ßºŸâªÉ«¬∑’Ë‰¥â√—∫¬“·°â´÷¡‡»√â“·µà≈–¢π“π

(escitalopam 11 ¡°.µàÕ«—π fluoxetine 11 ¡°.µàÕ«—π

paroxetine 10 ¡°.µàÕ«—π sertraline 14 ¡°.µàÕ«—π ·≈–

venlafaxine 12 ¡°.µàÕ«—π) ºŸâªÉ«¬∑’Ë¡’°“√µÕ∫ πÕßµàÕ

°“√√—°…“‡¡◊ËÕ∂÷ß®ÿ¥ ‘Èπ ÿ¥ °“√»÷°…“‰¥â√—∫ aripiprazole

„π¢π“¥¬“¥—ßπ’È §◊Õ ¢π“¥ 2 ¡°.µàÕ«—π ¡’ºŸâªÉ«¬√âÕ¬≈–

7 ¢π“¥ 5 ¡°.µàÕ«—π √âÕ¬≈– 20 ¢π“¥ 10 ¡°.µàÕ«—π

√âÕ¬≈– 23 ¢π“¥ 15 ¡°.µàÕ«—π √âÕ¬≈– 31 ·≈–¢π“¥

20 ¡°.µàÕ«—π √âÕ¬≈– 2049

°“√»÷°…“∑’Ë Õß50 ´÷Ëß¡’√Ÿª·∫∫°“√«‘®—¬‡À¡◊Õπ

°“√»÷°…“·√°49 §◊Õ ‡ª√’¬∫‡∑’¬∫°“√„™â aripiprazole

(N=191) °—∫¬“À≈Õ° (N=190) ‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß

¬“·°â´÷¡‡»√â“‡ªìπ√–¬–‡«≈“ 6  —ª¥“ÀåÀ≈—ß®“°∑’Ë‰¥â√—∫

√Ÿª∑’Ë 3 Õ—µ√“°“√ ß∫¢Õß‚√§ (°.) ·≈–Õ—µ√“°“√µÕ∫ πÕß

µàÕ°“√√—°…“ (¢.) ‡ª√’¬∫‡∑’¬∫√–À«à“ß aripiprazole °—∫¬“À≈Õ°

„π°“√„™â‡ªìπ¬“‡ √‘¡°“√√—°…“49

*p<0.05 ‡∑’¬∫°—∫¬“À≈Õ°, **p<.001 ‡∑’¬∫°—∫¬“À≈Õ°,

***p<0.001 ‡∑’¬∫°—∫¬“À≈Õ°
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°“√„™â aripiprazole ‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß¬“·°â´÷¡‡»√â“
 ”À√—∫‚√§´÷¡‡»√â“∑’Ë¥◊ÈÕµàÕ°“√√—°…“

¬“·°â´÷¡‡»√â“¡“·≈â«‡ªìπ‡«≈“ 8  —ª¥“Àå·µà¡’°“√

µÕ∫ πÕßµàÕ°“√√—°…“‰¡à ¡∫Ÿ√≥å (N=381) (¡’°“√≈¥≈ß

¢Õß§à“ HAM-D ®“°§à“∞“π∂÷ß®ÿ¥ ‘Èπ ÿ¥°“√»÷°…“

πâÕ¬°«à“√âÕ¬≈– 50) ¢π“¥¬“∑’Ë„™â 5-20 ¡°.µàÕ«—π

(¬°‡«âπ fluoxetine °—∫ paroxetine ‰¡à‡°‘π 15 ¡°.µàÕ«—π)

À“°ºŸâªÉ«¬‰¡à “¡“√∂∑πµàÕ¬“‰¥â “¡“√∂≈¥¢π“¥¬“

‡ªìπ 2 ¡°.µàÕ«—π ‡¡◊ËÕ∂Ÿ° ÿà¡‡¢â“°“√»÷°…“·∫∫ª°ªî¥

 Õß¥â“πºŸâªÉ«¬∑’Ë‰¥â√—∫¬“·°ấ ÷¡‡»√â“·µà≈–¢π“π¡’ —¥ à«π

¥—ßπ’È escitalopam √âÕ¬≈– 30.4 venlafaxine √âÕ¬≈– 28.1

sertraline √âÕ¬≈– 19.7 fluoxetine √âÕ¬≈– 14.7 ·≈–

paroxetine √âÕ¬≈– 7.1 ®“°º≈°“√»÷°…“æ∫«à“ ºŸâªÉ«¬

∑’Ë‰¥â√—∫ aripiprazole ¡’°“√≈¥≈ß¢Õß§à“§–·ππ MADRS

‡©≈’Ë¬‡¡◊ËÕ ‘Èπ ÿ¥°“√»÷°…“¡“°°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ°

Õ¬à“ß¡’π—¬ ”§—≠ (-8.5 ‡∑’¬∫°—∫ -5.7; p=0.001) ‚¥¬

·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠µ—Èß·µà —ª¥“Àå·√° (-3.3

‡∑’¬∫°—∫ -2.2; p=0.007) ·≈–µàÕ‡π◊ËÕßµ≈Õ¥°“√»÷°…“

(√Ÿª∑’Ë 4) Õ—µ√“°“√ ß∫¢Õß‚√§„π°≈ÿà¡ aripiprazole  Ÿß°«à“

°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠µ—Èß·µà —ª¥“Àå∑’Ë 2 µàÕ‡π◊ËÕß

‰ª®π ‘Èπ ÿ¥°“√»÷°…“ (√âÕ¬≈– 25.4 ‡∑’¬∫°—∫√âÕ¬≈–

15.2; p=0.016) §à“ number needed-to-treat (NNT) ¢Õß

°“√ ß∫¢Õß‚√§∑’Ë®ÿ¥ ‘Èπ ÿ¥°“√»÷°…“‡∑à“°—∫ 10  ”À√—∫

°“√µÕ∫ πÕßµàÕ°“√√—°…“æ∫«à“ °≈ÿà¡ aripiprazole

¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“ Ÿß°«à“°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’

π—¬ ”§—≠µ—Èß·µà —ª¥“Àå∑’Ë 2 ®π∂÷ß —ª¥“Àå∑’Ë 6 (√âÕ¬≈–

32.4 ‡∑’¬∫°—∫√âÕ¬≈– 17.4; p<0.001) §à“ NNT ¢Õß°“√

µÕ∫ πÕßµàÕ°“√√—°…“∑’Ë —ª¥“Àå∑’Ë 6 ‡∑à“°—∫ 7

¢π“¥¬“‡©≈’Ë¬¢Õß aripiprazole √–À«à“ß —ª¥“Àå

 ÿ¥∑â“¬¢Õß°“√»÷°…“√–¬–ª°ªî¥ Õß¥â“π‡∑à“°—∫ 11.0

¡°.µàÕ«—π ´÷Ëß„°≈â‡§’¬ß°—π√–À«à“ß¬“·°â´÷¡‡»√â“·µà≈–

¢π“π‚¥¬¢π“¥¬“µË” ÿ¥‡∑à“°—∫ 10.0 ¡°.µàÕ«—π „πºŸâªÉ«¬

∑’Ë‰¥â√—∫ fluoxetine ·≈– ÿ¥ ÿ¥∑’Ë 11.7 ¡°.µàÕ«—π „πºŸâªÉ«¬

∑’Ë‰¥â√—∫ escitalopam50

°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß aripiprazole „π°“√

„™â‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß¬“·°â´÷¡‡»√â“ √ÿª‰¥â

(µ“√“ß∑’Ë 1)

√Ÿª∑’Ë 4 °“√‡ª≈’Ë¬π·ª≈ß¢Õß§à“§–·ππ MADRS ‡©≈’Ë¬‡ª√’¬∫‡∑’¬∫√–À«à“ß aripiprazole °—∫¬“À≈Õ°50

*p<0.01 ‡∑’¬∫°—∫¬“À≈Õ°, **p<0.001 ‡∑’¬∫°—∫¬“À≈Õ°
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3. §«“¡ª≈Õ¥¿—¬·≈–°“√∑πµàÕ¬“‰¥â
‚¥¬∑—Ë«‰ª·≈â« ºŸâªÉ«¬‚√§´÷¡‡»√â“ “¡“√∂∑πµàÕ

aripiprazole „π¢π“¥ 2-15 ¡°.µàÕ«—π  ”À√—∫°“√°‘π¬“

«—π≈–§√—Èß‰¥â¥’ Õ“°“√‰¡àæ÷ßª√– ß§åµà“ßÊ ∑’Ë‡°‘¥¢÷Èπ‡°◊Õ∫

∑—ÈßÀ¡¥¡’§«“¡√ÿπ·√ß¢ÕßÕ“°“√‡≈Á°πâÕ¬∂÷ßª“π°≈“ß

Õ¬à“ß‰√°Áµ“¡ „πºŸâªÉ«¬∫“ß√“¬Õ“®¡’§«“¡®”‡ªìπ∑’Ë®–

µâÕßª√—∫≈¥¢π“¥¬“≈ß‡æ◊ËÕ„Àâ∑πµàÕ¬“‰¥â

3.1 Õ“°“√‰¡àæ÷ßª√– ß§åµà“ßÊ
®“°°“√»÷°…“·∫∫‡ªî¥40-48 æ∫«à“ Õ“°“√

‰¡àæ÷ßª√– ß§å∑’Ëæ∫∫àÕ¬„πºŸâªÉ«¬‚√§´÷¡‡»√â“∑’Ë‰¥â√—∫

aripiprazole ‡ªìπ¬“‡ √‘¡°“√√—°…“ ‰¥â·°à Õ“°“√π—Ëß‰¡àµ‘¥

∑’Ë (akathisia) §«“¡°√– —∫°√– à“¬ (restlessness)

¿“«–°“¬„®‰¡à ß∫ (agitation) πÕπ‰¡àÀ≈—∫ (insomnia)

ßà«ßπÕπ (sedation) ª«¥»’√…– §«“¡≈â“ (fatigue) ·≈–

§≈◊Ëπ‰ â

°“√»÷°…“·∫∫ ÿà¡ª°ªî¥ Õß¥â“π49,50 æ∫«à“

Õ“°“√‰¡àæ÷ßª√– ß§å∑’Ëæ∫„πºŸâªÉ«¬∑’Ë‰¥â√—∫ aripiprazole

¡“°°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ° ‰¥â·°à Õ“°“√π—Ëß‰¡àµ‘¥∑’Ë

§«“¡°√– —∫°√– à“¬ πÕπ‰¡àÀ≈—∫ §«“¡≈â“ Õ“°“√

ßà«ß´÷¡ (somnolence) ·≈–Õ“°“√ —Ëπ (tremor) Õ“°“√

µ“√“ß∑’Ë 1 °“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß aripiprazole „π°“√„™â‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß¬“·°â´÷¡‡»√â“

°“√»÷°…“ «‘∏’«‘®—¬ ®”π«π √–¬–‡«≈“ ‡§√◊ËÕß¡◊Õ º≈°“√»÷°…“

Barbee ·≈–§≥– 200440 °“√∑∫∑«π 30 6  —ª¥“Àå CGI 14 √“¬®“° 30 √“¬ (√âÕ¬≈– 46.7) ¡’§à“ CGI - I
¬âÕπÀ≈—ß ‡ªìπ 1 À√◊Õ 2

Simon ·≈– Nemeroff 200541 ·∫∫‡ªî¥ 15 8  —ª¥“Àå HAM-D 14 „π 15 √“¬¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“
·≈– 13 „π 15 √“¬√“¬¡’°“√ ß∫¢Õß‚√§

Papakostas ·≈–§≥– 200542 ·∫∫‡ªî¥ 12 8  —ª¥“Àå HAM-D √âÕ¬≈– 58.3 ¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“
·≈–√âÕ¬≈– 41.7 ¡’°“√ ß∫¢Õß‚√§

Worthington ·≈–§≥– 200543 ·∫∫‡ªî¥ 17 12  —ª¥“Àå CGI Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“√âÕ¬≈– 58.8
Patkar ·≈–§≥– 200644 ·∫∫‡ªî¥ 10 6  —ª¥“Àå HAM-D ºŸâªÉ«¬√âÕ¬≈– 70 µÕ∫ πÕßµàÕ°“√√—°…“

·≈–√âÕ¬≈– 30 ¡’°“√ ß∫¢Õß‚√§
Pae ·≈–§≥– 200745 ·∫∫‡ªî¥ 13 6  —ª¥“Àå HAM-D §à“ HAM-D ≈¥≈ßÕ¬à“ß¡’π—¬ ”§—≠

°“√µÕ∫ πÕßµàÕ°“√√—°…“√âÕ¬≈– 63.6
·≈–°“√ ß∫¢Õß‚√§√âÕ¬≈– 27.3

Schule ·≈–§≥– 200746 ·∫∫‡ªî¥ 40 4  —ª¥“Àå HAM-D °≈ÿà¡∑’Ë‰¥â√—∫ mirtazapine ¡’√–¬–‡«≈“
°“√µÕ∫ πÕßµàÕ°“√√—°…“„πºŸâªÉ«¬∑’Ë‡ªìπ TRD
π“π°«à“ºŸâªÉ«¬∑’Ë‰¡à‡ªìπ TRD  à«π°≈ÿà¡∑’Ë‰¥â√—∫
mirtazapine √à«¡°—∫ aripiprazole √–¬–‡«≈“
‰¡à·µ°µà“ß°—π

Rutherford ·≈–§≥– 200747 ·∫∫‡ªî¥ 20 6  —ª¥“Àå HAM-D ºŸâªÉ«¬√âÕ¬≈– 50 ¡’°“√ ß∫¢Õß‚√§À≈—ß ‘Èπ
 ÿ¥ —ª¥“Àå∑’Ë 6

Hellerstein ·≈–§≥– 200848 ·∫∫‡ªî¥ 15 12  —ª¥“Àå HAM-D √âÕ¬≈– 50 ¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“
·≈–√âÕ¬≈– 28.6 ¡’°“√ ß∫¢Õß‚√§

Berman ·≈–§≥– 200749  ÿà¡ª°ªî¥ 362 6  —ª¥“Àå MADRS °≈ÿà¡ aripiprazole ¡’°“√≈¥≈ß¢Õß§à“§–·ππ‡©≈’Ë¬
 Õß¥â“π MADRS ¡“°°«à“°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠

Marcus ·≈–§≥– 200850  ÿà¡ª°ªî¥ 381 6  —ª¥“Àå MADRS °“√ ß∫¢Õß‚√§·≈–°“√µÕ∫ πÕßµàÕ°“√√—°…“
 Õß¥â“π „π°≈ÿà¡ aripiprazole  Ÿß°«à“°≈ÿà¡¬“À≈Õ°Õ¬à“ß

¡’π—¬ ”§—≠
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°“√„™â aripiprazole ‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß¬“·°â´÷¡‡»√â“
 ”À√—∫‚√§´÷¡‡»√â“∑’Ë¥◊ÈÕµàÕ°“√√—°…“

‰¡àæ÷ßª√– ß§å∑’Ëæ∫Õÿ∫—µ‘°“√≥å¡“°°«à“√âÕ¬≈– 5

(µ“√“ß∑’Ë 2) °“√»÷°…“·√°49 °≈ÿà¡ aripiprazole ¡’Õ—µ√“

°“√ÕÕ°®“°°“√»÷°…“ (rate of discontinuation) Õ—π‡π◊ËÕß

®“°Õ“°“√‰¡àæ÷ßª√– ß§å„°≈â‡§’¬ß°—∫°≈ÿà¡¬“À≈Õ°

(√âÕ¬≈– 2.2 ‡∑’¬∫°—∫√âÕ¬≈– 1.7)  à«π°“√»÷°…“∑’Ë Õß

æ∫«à“ ºŸâªÉ«¬∑’Ë‰¥â√—∫ aripiprazole ¡’Õ—µ√“°“√ÕÕ°®“°°“√

»÷°…“ Ÿß°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ° (√âÕ¬≈– 3.7 ‡∑’¬∫°—∫

√âÕ¬≈– 1.1)

3.2 Akathisia
º≈°“√»÷°…“¥—ß°≈à“«¢â“ßµâπ· ¥ß„Àâ‡ÀÁπ«à“

akathisia À√◊ÕÕ“°“√π—Ëß‰¡àµ‘¥∑’Ë ‡ªìπÕ“°“√‰¡àæ÷ßª√– ß§å

∑’Ëæ∫∫àÕ¬∑’Ë ÿ¥„πºŸâªÉ«¬‚√§´÷¡‡»√â“∑’Ë‰¥â√—∫ aripiprazole

‡ªìπ¬“‡ √‘¡°“√√—°…“ °“√»÷°…“¢Õß Berman ·≈–§≥–49

æ∫«à“ §√—Èß ÿ¥∑â“¬ (last visit) ¢Õß¡“æ∫·æ∑¬å ºŸâªÉ«¬

®”π«π 19 √“¬ (§‘¥‡ªìπ√âÕ¬≈– 10 ¢Õßµ—«Õ¬à“ßºŸâªÉ«¬

∑—ÈßÀ¡¥∑’Ë‰¥â√—∫ aripiprazole) ¬—ß§ß¡’ akathisia Õ¬Ÿà

‚¥¬ à«π„À≠à (√âÕ¬≈– 79) ¡’Õ“°“√‡≈Á°πâÕ¬‡¡◊ËÕ‡∑’¬∫

°—∫Õ“°“√ª“π°≈“ß (√âÕ¬≈– 16) À√◊ÕÕ“°“√√ÿπ·√ß

(√âÕ¬≈– 5) ¡’‡æ’¬ß 1 √“¬∑’ËÕÕ°®“°°“√»÷°…“‡π◊ËÕß®“°

akathisia

°“√»÷°…“¢Õß Marcus ·≈–§≥–50 æ∫«à“

§√—Èß ÿ¥∑â“¬¢Õß°“√¡“æ∫·æ∑¬å ºŸâªÉ«¬ 25 √“¬„π 49 √“¬

(√âÕ¬≈– 51) ∑’Ë‡§¬¡’ akathisia ¡“°àÕπÀπâ“π’È¬—ß§ß¡’

Õ“°“√Õ¬Ÿà ‚¥¬ à«π„À≠à (38 √“¬„π 49 √“¬ √âÕ¬≈– 78)

‡°‘¥ akathisia ¢÷Èπ„π 3  —ª¥“Àå·√°¢Õß°“√√—°…“ ºŸâªÉ«¬

 à«π„À≠à¡’Õ“°“√Õ¬Ÿà„π√–¥—∫‡≈Á°πâÕ¬ (12 √“¬„π 49 √“¬

√âÕ¬≈– 25) À√◊Õª“π°≈“ß (33 √“¬„π 49 √“¬ √âÕ¬≈– 67)

ºŸâªÉ«¬ à«ππâÕ¬∑’Ë¡’Õ“°“√„π√–¥—∫√ÿπ·√ß (4 √“¬„π

49 √“¬ √âÕ¬≈– 8)  ”À√—∫ºŸâªÉ«¬∑’ËÕ“°“√ akathisia

°≈—∫§◊π Ÿàª°µ‘ (24 √“¬) æ∫«à“ √âÕ¬≈– 58 (14 √“¬„π

24 √“¬) ‡°‘¥®“°°“√≈¥¢π“¥¬“≈ß ·≈–√âÕ¬≈– 42

(10 √“¬„π 24 √“¬) ‰¡à‰¥â√—∫°“√√—°…“„¥Ê

3.3 ªØ‘°‘√‘¬“√–À«à“ß°—π¢Õß¬“
aripiprazole ∂Ÿ°∑”≈“¬∑’Ëµ—∫‚¥¬ isoenzymes

2 µ—«§◊Õ cytochrome P450 (CYP) 3A4 ·≈– 2D6 ‰¥â

active metabolite §◊Õ dehydro-aripiprazole ¢—∫ÕÕ°∑“ß

Õÿ®®“√–·≈–ªí  “«– ‡¡◊ËÕ„Àâ√à«¡°—∫¬“∑’Ë¡’ƒ∑∏‘Ï°√–µÿâπ

°“√∑”ß“π¢Õß‡ÕÁπ‰´¡å (enzyme inducers) CYP 3A4 ‡™àπ

carbamazepine §«√‡æ‘Ë¡¢π“¥¬“¢Õß aripiprazole ·≈–

§«√≈¥¢π“¥¬“¢Õß aripiprazole ≈ß‡¡◊ËÕ„Àâ√à«¡°—∫¬“∑’Ë

Berman ·≈–§≥–49 Marcus ·≈–§≥–50

Õ“°“√‰¡àæ÷ß Aripiprazole ¬“À≈Õ° Aripiprazole ¬“À≈Õ°
ª√– ß§å (N=182)  √âÕ¬≈– (N=176)  √âÕ¬≈– (N=189)  √âÕ¬≈– (N=190)  √âÕ¬≈–
Akathisia 42 (23.1) 8 (4.5) 49 (25.9) 8 (4.2)
Restlessness 26 (14.3) 6 (3.4) 18 (9.5) 1 (0.5)
Insomnia 14 (7.7) 4 (2.3) 14 (7.4) 3 (1.6)
Vision blurred 12 (6.6) 3 (1.7) N.A N.A N.A N.A
Fatigue 11 (6.0) 6 (3.4) 19 (10.1) 7 (3.7)
Headache 11 (6.0) 19 (10.8) 17 (9.0) 20 (10.5)
Somnolence N.A N.A N.A N.A 13 (6.9) 7 (3.7)
Tremor N.A N.A N.A N.A 12 (6.3) 5 (2.6)
Nausea 5 (2.7) 9 (5.1) 10 (5.3) 8 (4.2)

µ“√“ß∑’Ë 2 Õ“°“√‰¡àæ÷ßª√– ß§å∑’Ëæ∫Õÿ∫—µ‘°“√≥å¡“°°«à“√âÕ¬≈– 5 ¢Õß aripiprazole ‡∑’¬∫°—∫¬“À≈Õ°49,50
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¡’ƒ∑∏‘Ï¬—∫¬—Èß°“√∑”ß“π¢Õß‡ÕÁπ‰´¡å (enzyme inhibitors)

CYP 3A4 (‡™àπ ketoconazole) ·≈– CYP 2D6 (‡™àπ

fluoxetine, paroxetine)28 ¥—ßπ—Èπ À“°¬“·°ấ ÷¡‡»√â“∑’ËºŸâªÉ«¬

‰¥â√—∫¡“°àÕπ§◊Õ fluoxetine À√◊Õ paroxetine °“√∑’Ë®–„™â

aripiprazole ‡ªìπ¬“‡ √‘¡°“√√—°…“Õ“®®”‡ªìπµâÕß≈¥

¢π“¥¬“‡√‘Ë¡µâπ≈ß ‡™àπ ‡√‘Ë¡∑’Ë¢π“¥ 2.5 ¡°.µàÕ«—π ‡æ◊ËÕ

À≈’°‡≈’Ë¬ß°“√‡°‘¥Õ“°“√‰¡àæ÷ßª√– ß§å¢Õß aripiprazole

¡’°“√√“¬ß“πºŸâªÉ«¬ 1 √“¬∑’Ë‡°‘¥¿“«– neuroleptic

malignant syndrome «à“Õ“®‡°‘¥®“°°“√∑’ËºŸâªÉ«¬‰¥â√—∫

aripiprazole 30 ¡°.µàÕ«—π √à«¡°—∫ fluoxetine 20 ¡°.µàÕ«—π

(·¡â«à“®–‰¡à “¡“√∂·¬°ÕÕ°®“°¿“«– serotonin

syndrome ‰¥âÕ¬à“ß™—¥‡®π°Áµ“¡)51

4. ·π«∑“ß°“√∫√‘À“√¬“

¢π“¥¬“‡√‘Ë¡µâπ 2.5-5 ¡°.µàÕ«—π ®–™à«¬„ÀâºŸâªÉ«¬

∑πµàÕ¬“‰¥â¥’°«à“°“√‡√‘Ë¡¬“„π¢π“¥ 10 ¡°.µàÕ«—π

À≈—ß®“°π—Èπ§àÕ¬Ê ª√—∫¢π“¥¬“¢÷ÈπÕ¬à“ß™â“Ê §√—Èß≈–

5 ¡°.µàÕ«—π ª√—∫¢÷Èπ‰¡à‡°‘π —ª¥“Àå≈–§√—Èß À“°‡√‘Ë¡∑’Ë

¢π“¥ 2.5 ¡°.µàÕ«—π „Àâª√—∫‡æ‘Ë¡‡ªìπ 5 ¡°.µàÕ«—π

°àÕπ·≈â«®÷ßª√—∫‡ªìπ 10 ¡°.µàÕ«—π ¢π“¥¬“ Ÿß ÿ¥ §◊Õ

15 ¡°.µàÕ«—π  ”À√—∫ºŸâªÉ«¬∑’Ë‰¥â√—∫ fluoxetine À√◊Õ

paroxetine ·≈– 20 ¡°.µàÕ«—π  ”À√—∫ºŸâªÉ«¬∑’Ë‰¥â√—∫

¬“·°â´÷¡‡»√â“¢π“πÕ◊Ëπ∑’Ë‰¡à„™à¬“ 2 ¢π“π¥—ß°≈à“«

°“√ª√—∫¢π“¥¬“‡æ‘Ë¡¢÷ÈπÀ√◊Õª√—∫≈¥≈ß¢÷Èπ°—∫°“√∑π

µàÕ¬“‰¥â‡ªìπÀ≈—° ‡™àπ À“°ºŸâªÉ«¬‰¡à “¡“√∂∑π¢π“¥¬“

5 ¡°.µàÕ«—π ‰¥â„Àâª√—∫≈¥≈ß‡À≈◊Õ 2.5 ¡°.µàÕ«—π

À√◊ÕÀ“°ª√—∫¢π“¥¬“®“° 10 ¡°.µàÕ«—π ‡ªìπ 15

¡°.µàÕ«—π ·≈â«‡°‘¥Õ“°“√‰¡àæ÷ßª√– ß§åÀ√◊ÕºŸâªÉ«¬∑π

µàÕ¬“‰¡à‰¥â°Á„Àâª√—∫≈¥¢π“¥¬“≈ß¡“‡ªìπ 10 ¡°.µàÕ«—π

µ“¡‡¥‘¡41,49,50

Õ¿‘ª√“¬
°“√‰¡àµÕ∫ πÕßµàÕ°“√√—°…“¥â«¬¬“·°â´÷¡‡»√â“

‡ªìπ ‘Ëß∑’Ëæ∫‰¥â∫àÕ¬„π∑“ß‡«™ªØ‘∫—µ‘¢Õß°“√√—°…“

‚√§´÷¡‡»√â“ ·π«∑“ß°“√√—°…“¥â«¬¬“¡’ 3 ·π«∑“ß52

‰¥â·°à 1. °“√„™â¬“·°â´÷¡‡»√â“§π≈–°≈ÿà¡√à«¡°—π

(combining two antidepressants from different classes)

2. °“√‡ª≈’Ë¬π¬“‡ªìπ¬“·°â´÷¡‡»√â“¢π“π„À¡à∑’ËÕ¬Ÿà

§π≈–°≈ÿà¡À√◊Õ„π°≈ÿà¡‡¥’¬«°—π (switch to a new

antidepressant from a different or same pharmacologic

class) ·≈– 3. °“√„™â¬“‡ √‘¡°“√√—°…“¢Õß¬“·°â´÷¡‡»√â“

(augmentation of antidepressants) ‚¥¬°“√√—°…“·π«∑“ß

∑’Ë 3 π—Èπ „πÕ¥’µπ‘¬¡„™â≈‘‡∑’¬¡ ŒÕ√å‚¡π∏—¬√Õ¬¥å (T
3
)

À√◊Õ buspirone ªí®®ÿ∫—π¡’°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß

¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à„π°“√„™â‡ √‘¡°“√√—°…“‡°‘¥¢÷Èπ

‡ªìπ®”π«π¡“°∑”„Àâ¬“°≈ÿà¡π’È‰¥â√—∫§«“¡ π„®·≈–

∂Ÿ°π”¡“„™â∑“ß§≈‘π‘°‡æ‘Ë¡¢÷Èπ

aripiprazole ‡ªìπ¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à∑’Ë

·µ°µà“ß®“°¬“¢π“πÕ◊Ëπ§◊Õ¡’§ÿ≥ ¡∫—µ‘‡ªìπ dopamine
2

partial agonist (DPA) ¢≥–∑’Ë¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à

¢π“πÕ◊Ëπ¡’§ÿ≥ ¡∫—µ‘‡ªìπ serotonin dopamine antagonist

(SDA) ´÷ËßÕ“®‡ªìπ‡Àµÿº≈∑”„Àâ aripiprazole ¡’ƒ∑∏‘Ï·°â

´÷¡‡»√â“∑’Ë·µ°µà“ß®“°¬“¢π“πÕ◊Ëπ °≈‰°°“√ÕÕ°ƒ∑∏‘Ï

‡™◊ËÕ«à“ ‡°’Ë¬«¢âÕß°—∫°“√°“√∑’Ë¬“¡’ƒ∑∏‘Ï 5-HT
1A
 receptors

agonist ·≈– 5-HT
2A
 receptor antagonist ∑”„Àâ¡’°“√

‡æ‘Ë¡¢÷Èπ¢Õß DA ∑’Ë ¡Õß à«πµà“ßÊ ‚¥¬‡©æ“–Õ¬à“ß¬‘Ëß

∫√‘‡«≥ prefrontal cortex

®“°°“√»÷°…“∑—È ß°“√»÷°…“·∫∫‡ªî¥40-48

·≈–·∫∫ ÿà¡ª°ªî¥ Õß¥â“π49,50 ≈â«π·µà π—∫ πÿπ

ª√– ‘∑∏‘¿“æ¢Õß aripiprazole „π°“√„™â‡ªìπ¬“‡ √‘¡

°“√√—°…“‚¥¬„™â¬“√–¬– —Èπ 6-12  —ª¥“Àå ´÷Ëß¡’¢âÕ¡Ÿ≈

®“°°“√»÷°…“™—¥‡®π¡“°°«à“À“°‡∑’¬∫°—∫¬“√—°…“

‚√§®‘µ°≈ÿà¡„À¡à¢π“πÕ◊Ëπ12-14 Õ¬à“ß‰√°Áµ“¡ ¬—ß‰¡à¡’

°“√»÷°…“∂÷ßª√– ‘∑∏‘¿“æ¢Õß¬“„π°“√√—°…“√–¬–¬“«

(maintenance treatment) «à“®–™à«¬ªÑÕß°—π°“√‡°‘¥‚√§°≈—∫

À√◊Õ°“√°≈—∫‡ªìπ´È” (recurrence) À√◊Õ‰¡àÕ¬à“ß‰√

‚¥¬∑—Ë«‰ªºŸâªÉ«¬‚√§ ÷́¡‡»√â“ “¡“√∂∑πµàÕ¬“‰¥â¥’

Õ“°“√‰¡àæ÷ßª√– ß§å∑’Ëæ∫∫àÕ¬ §◊Õ akathisia ¿“«–°“¬„®



∏«—™™—¬  ≈’ÃÀ“π“® æ∫

«“√ “√ ¡“§¡®‘µ·æ∑¬å·Ààßª√–‡∑»‰∑¬
ªï∑’Ë 53 ©∫—∫∑’Ë 4 µÿ≈“§¡ - ∏—π«“§¡ 2551430

°“√„™â aripiprazole ‡ªìπ¬“‡ √‘¡°“√√—°…“¢Õß¬“·°â´÷¡‡»√â“
 ”À√—∫‚√§´÷¡‡»√â“∑’Ë¥◊ÈÕµàÕ°“√√—°…“

‰¡à ß∫ §≈◊Ëπ‰ â ·≈–ª«¥»’√…– ´÷Ëß§≈â“¬§≈÷ß°—∫º≈°“√

»÷°…“„πºŸâªÉ«¬‚√§®‘µ‡¿∑ (schizophrenia), schizoaffective

disorder53-56 À√◊Õ‚√§‰∫‚æ≈“√å (bipolar disorder)57-60 Õ“°“√

‰¡àæ÷ßª√– ß§å¥—ß°≈à“« “¡“√∂≈¥≈ß‰¥â¥â«¬°“√‡√‘Ë¡µâπ

¬“„π¢π“¥µË”·≈–ª√—∫¢π“¥‡æ‘Ë¡¢÷Èπ™â“Ê ´÷Ëßµà“ß®“°

°“√√—°…“‚√§®‘µ‡¿∑À√◊Õ‚√§‰∫‚æ≈“√å∑’Ë‡√‘Ë¡µâπ„π¢π“¥

¬“∑’Ë Ÿß°«à“·≈– bipolar mania °Á„™â«‘∏’°“√ª√—∫¬“Õ¬à“ß

√«¥‡√Á« (rapid titration)53-60 πÕ°®“°π’È¢π“¥¬“‡©≈’Ë¬¢Õß
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