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∫∑∫“∑¢Õß quetiapine „π°“√√—°…“ bipolar
depression
∏«—™™—¬  ≈’ÃÀ“π“® æ∫.*

∫∑§—¥¬àÕ

«—µ∂ÿª√– ß§å ‡æ◊ËÕ∑∫∑«π∫∑∫“∑¢Õß quetiapine „π bipolar depression ®“°°“√»÷°…“∑“ß§≈‘π‘°
√«¡∑—Èßƒ∑∏‘Ï∑“ß‡¿ —™«‘∑¬“ §«“¡ª≈Õ¥¿—¬·≈–°“√∑πµàÕ¬“‰¥â
«‘∏’°“√»÷°…“ «√√≥°√√¡¿“…“Õ—ß°ƒ…µà“ßÊ ∑’Ëºà“π¡“®π∂÷ßµÿ≈“§¡ 2550 ∂Ÿ° ◊∫§âπºà“π PubMed
‚¥¬°“√„™â§” ”§—≠‰¥â·°à bipolar disorder, bipolar depression, atypical antipsychotics, quetiapine,
pharmacology, safety, tolerability ¢âÕ¡Ÿ≈µà“ßÊ ∑’Ë Õ¥§≈âÕß°—∫«—µ∂ÿª√– ß§å®–∂Ÿ°∑∫∑«π·≈–‡Õ° “√Õâ“ßÕ‘ß
„π∫∑§«“¡µà“ßÊ ∂Ÿ°æ‘®“√≥“Õ¬à“ß≈–‡Õ’¬¥√Õ∫§Õ∫
º≈°“√»÷°…“ °≈‰°°“√ÕÕ°ƒ∑∏‘Ï¢Õß quetiapine „π bipolar depression ‡™◊ËÕ«à“ quetiapine ™à«¬„Àâ
dopamine neurotransmission ‡æ‘Ë¡¢÷Èπ‚¥¬°“√ÕÕ°ƒ∑∏‘ÏµàÕ 5-HT

1A
 and 5-HT

2A
 receptor „π ¡Õß à«π

prefrontal cortex CYP3A4 ‡ªìπ isoenzymes À≈—°„π°√–∫«π°“√‡¡µ“∫Õ≈‘́ ÷¡¢Õß quetiapine ª√– ‘∑∏‘¿“æ
¢Õß quetiapine ¢π“¥ 300 À√◊Õ 600 ¡°.µàÕ«—π„πºŸâ„À≠à∑’ËªÉ«¬¥â«¬ bipolar I ·≈– II depression ‰¥â√—∫
°“√æ‘ Ÿ®πå®“°°“√»÷°…“®”π«π 2 ™‘Èπ´÷Ëß‡ªìπ°“√»÷°…“·∫∫ª°ªî¥ Õß¥â“π ¡’¬“À≈Õ°‡ªìπµ—«§«∫§ÿ¡
‡ªìπ‡«≈“ 8  —ª¥“Àå (™◊ËÕ«à“ BOLDER I [N=511] ·≈– BOLDER II [N=467]) ∑—Èß BOLDER I ·≈– II ¡’§à“
§–·ππ√«¡ Montgomery-Asberg Depression Rating Scale (MADRS) ‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 8 „π°≈ÿà¡
quetiapine ≈¥≈ß¡“°°«à“°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠  —¥ à«π¢ÕßºŸâªÉ«¬∑’Ë¡’°“√µÕ∫ πÕßµàÕ
°“√√—°…“À√◊Õ¡’°“√ ß∫¢Õß‚√§∑’Ë —ª¥“Àå∑’Ë 8 ¢Õß°≈ÿà¡ quetiapine  Ÿß°«à“°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠
°≈ÿà¡ quetiapine ¡’°“√¥’¢÷Èπ¢Õß§à“§–·ππ√«¡ Hamilton Depression Rating Scale (HAM-D) ·≈– Hamilton
Anxiety Rating Scale (HAM-A) ¡“°°«à“°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠ °“√«‘‡§√“–Àå°≈ÿà¡¬àÕ¬æ∫«à“
quetiapine ¡’ª√– ‘∑∏‘¿“æ„π°“√≈¥§à“§–·ππ√«¡ MADRS „πºŸâªÉ«¬ bipolar I depression ·≈–ºŸâªÉ«¬∑’Ë
‡ªìπ rapid-cycling ºŸâªÉ«¬∑’Ë‰¥â√—∫ quetiapine 600 ¡°.µàÕ«—π ‰¡à‰¥â¡’¢âÕ‰¥â‡ª√’¬∫∑’Ë‡Àπ◊Õ°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫
¢π“¥ 300 ¡°.µàÕ«—π ‚¥¬∑—Ë«‰ªºŸâªÉ«¬∑πµàÕ quetiapine ‰¥â¥’ Õÿ∫—µ‘°“√≥å¢ÕßÕ“°“√§Õ·Àâß ßà«ßπÕπ
ßà«ß´÷¡ ¡÷π»’√…– ·≈–∑âÕßºŸ° æ∫„πºŸâªÉ«¬∑’Ë‰¥â√—∫ quetiapine  Ÿß°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ°Õ¬à“ß¡’
π—¬ ”§—≠ °“√‡ª≈’Ë¬π·ª≈ß¢Õß§à“§–·ππ Simson-Angus Rating Scale (SAS) ·≈– Barnes Akathisia
Rating Scale (BARS) ‰¡à·µ°µà“ß√–À«à“ß quetiapine °—∫¬“À≈Õ° ºŸâªÉ«¬∑’Ë‰¥â√—∫ quetiapine ¡’πÈ”Àπ—°
‡æ‘Ë¡¢÷Èπ‡≈Á°πâÕ¬·≈–‰¡à¡’§«“¡·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠√–À«à“ß quetiapine °—∫¬“À≈Õ°„π·ßà¢Õß√–¥—∫
fasting serum glucose
 √ÿª quetiapine ·∫∫¬“¢π“π‡¥’¬«‡ªìπ¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ·≈–¡’°“√∑πµàÕ¬“‰¥â¥’ ”À√—∫°“√„™â√—°…“
bipolar depression

§” ”§—≠: quetiapine, bipolar depression ª√– ‘∑∏‘¿“æ °“√∑πµàÕ¬“‰¥â
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Abstract

Objective: To review the role of quetiapine in bipolar depression from clinical studies as well as its
pharmacology, safety and tolerability.
Method: A PubMed literature search of English papers up to October 2007 was conducted using
keywords of bipolar disorder, bipolar depression, atypical antipsychotics, quetiapine, pharmacology,
safety, and tolerability. Data pertinent to the objective was reviewed and bibliographies of articles were
further scrutinized.
Results: The mechanism of action of quetiapine in bipolar depression has been suggested to be that
quetiapine enhances dopamine neurotransmission via its effects on 5-HT1A and 5-HT2A receptors in
the prefrontal cortex. CYP3A4 isoenzymes are mainly responsible for the metabolism of quetiapine.
The efficacy of monotherapy with oral quetiapine 300 or 600 mg/d in adults with bipolar I and II
depression was demonstrated in two double-blind, placebo-controlled, 8-week trials (the BOLDER I
[N=511] and II [N=467] trials). In both BOLDER I and II, Montgomery-Asberg Depression Rating Scale
(MADRS) total scores at week 8 were reduced from baseline to a significantly greater extent with
quetiapine than with the placebo. The proportion of patients who had responded or were in remission
at week 8 was significantly higher with quetiapine than with the placebo. Improvements in Hamilton
Depression Rating Scale (HAM-D) total scores and Hamilton Anxiety Rating Scale (HAM-A) total score
were significantly greater with quetiapine than with placebo. Subgroup analyses revealed that quetiapine
was effective in reducing MADRS total scores in patients with bipolar I depression and patients with
rapid-cycling bipolar disorder. No benefit was seen in patients receiving quetiapine 600 mg/d compared
with those receiving quetiapine 300 mg/d. Quetiapine was generally well tolerated in patients with
bipolar depression. The incidence of dry mouth, sedation, somnolence, dizziness and constipation was
significantly higher in patients receiving quetiapine 300 or 600 mg/d than in patients receiving the
placebo. Changes in scores on the Simson-Angus Rating Scale (SAS) and the Barnes Akathisia Rating
Scale (BARS) did not differ between quetiapine and placebo recipients. Only modest weight gain was
seen in quetiapine recipients and there were no significant differences between quetiapine and placebo
in terms of fasting serum glucose level.
Conclusion: Quetiapine monotherapy is efficacious and well tolerated for the treatment of bipolar
depression.

Key words: quetiapine, bipolar depression, efficacy, tolerability
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∫∑π”
¿“«–´÷¡‡»√â“„π‚√§‰∫‚æ≈“√å (bipolar disorder)

À√◊Õ bipolar depression ¡’§«“¡ ”§—≠µàÕ¿“«–°“√

‡®Á∫ªÉ«¬ (morbidity) ·≈–¿“«–°“√µ“¬ (mortality)

‡ªìπÕ¬à“ß¡“° °“√»÷°…“°“√¥”‡π‘π‚√§ (course) æ∫«à“

ºŸâªÉ«¬¡’°“√‡®Á∫ªÉ«¬¥â«¬¿“«–´÷¡‡»√â“¡“°°«à“¿“«–

mania ·≈–‡¡◊ËÕ‡∑’¬∫°—∫¿“«– mania ·≈â«¿“«–´÷¡‡»√â“

®–¡’√–¬–‡«≈“°“√‡®Á∫ªÉ«¬π“π°«à“∂÷ß 3 ‡∑à“1-3 ¡’

§«“¡‡ ’Ë¬ß„π°“√¶à“µ—«µ“¬¡“°°«à“4 ·≈–¡’°“√ Ÿ≠‡ ’¬

Àπâ“∑’Ë°“√ß“π¡“°°«à“5, 6

ªí®®ÿ∫—ππ’È¬“∑’Ë‰¥â√—∫°“√√—∫√Õß∂÷ßª√– ‘∑∏‘¿“æ

„π°“√√—°…“¿“«–´÷¡‡»√â“¡’πâÕ¬°«à“¬“∑’Ë‰¥â√—∫°“√√—∫√Õß

ª√– ‘∑∏‘¿“æ„π°“√√—°…“¿“«– mania ¡“° Õ’°∑—Èß

°“√„™â¬“√—°…“°ÁµâÕß§”π÷ß∂÷ß§«“¡‡ ’Ë¬ß¢Õß°“√‡ª≈’Ë¬π

¢—È« (switching) ¢Õß‚√§®“°¿“«–´÷¡‡»√â“‡ªìπ¿“«–

mania ·≈–°“√∑”„Àâ√Õ∫¢Õß°“√‡°‘¥‚√§ —Èπ≈ß (cycle

acceleration) Õ’°¥â«¬ ‚¥¬∑—Ë«‰ª·π«∑“ß°“√√—°…“

(treatment guidelines) À≈“¬·π«∑“ß7-12 µà“ß·π–π”„Àâ

„™â°“√√—°…“ bipolar depression ·∫∫¬“¢π“π‡¥’¬«

(monotherapy) ¥â«¬¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë (mood stabilizer)

‡ªìπ¬“≈”¥—∫·√° (first-line)  ”À√—∫°√≥’∑’Ë¡’Õ“°“√

´÷¡‡»√â“‡≈Á°πâÕ¬∂÷ßª“π°≈“ß ¬“∑’Ë¡’°“√„™â„π°“√√—°…“

¿“«–´÷¡‡»√â“‰¥â·°à ≈‘‡∑’¬¡ lamotrigine ·≈–¬“√—°…“

‚√§®‘µ°≈ÿà¡„À¡à (atypical antipsychotics)  Õß¢π“π§◊Õ

olanzapine („Àâ√à«¡°—∫ fluoxetine À√◊Õ olanzapine-

fluoxetine combination: OFC) °—∫ quetiapine „π¢≥–∑’Ë

¬“·°â´÷¡‡»√â“ (antidepressants) ∑’ËµâÕß„Àâ√à«¡°—∫¬“

∑”„ÀâÕ“√¡≥å§ß∑’Ë°Á¡’¢âÕ®”°—¥∑—Èß‡√◊ËÕßª√– ‘∑∏‘¿“æ∑’Ë

¬—ß‰¡à™—¥‡®π·≈–Õ“®‡æ‘Ë¡§«“¡‡ ’Ë¬ß¢Õß°“√‡ª≈’Ë¬π¢—È«

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

quetiapine „π·ßà¢Õßƒ∑∏‘Ï∑“ß‡¿ —™«‘∑¬“ ª√– ‘∑∏‘¿“æ

¢Õß¬“„π°“√√—°…“ bipolar depression §«“¡ª≈Õ¥¿—¬

(safety) ·≈–°“√∑πµàÕ¬“‰¥â (tolerability) µ≈Õ¥®π·π«∑“ß

°“√∫√‘À“√¬“ ”À√—∫°“√√—°…“ bipolar depression

«‘∏’°“√»÷°…“
°“√»÷°…“µà“ßÊ ∑’Ëºà“π¡“®π∂÷ßµÿ≈“§¡ 2550

∑’Ë‡ªìπ¿“…“Õ—ß°ƒ…∂Ÿ° ◊∫§âπºà“π PubMed ‚¥¬°“√„™â

§” ”§—≠‰¥â·°à bipolar disorder, bipolar depression,

atypical antipsychotics, quetiapine, pharmacology, safety,

tolerability ª√– ‘∑∏‘¿“æ¢Õß¬“‡≈◊Õ°‡©æ“–°“√»÷°…“

·∫∫ ÿà¡·≈–¡’°≈ÿà¡§«∫§ÿ¡ (randomized controlled trial)

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

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

æ‘®“√≥“Õ¬à“ß≈–‡Õ’¬¥√Õ∫§Õ∫‡æ◊ËÕ„Àâ‰¥â¢âÕ¡Ÿ≈∑’Ë

 Õ¥§≈âÕß ”À√—∫∫∑§«“¡π’È

º≈°“√»÷°…“
1. ƒ∑∏‘Ï∑“ß‡¿ —™«‘∑¬“

1.1 ‡¿ —™®≈π»“ µ√å (Pharmacokinetics)
¬—ß‰¡à¡’¢âÕ¡Ÿ≈‡°’Ë¬«°—∫‡¿ —™®≈π»“ µ√å¢Õß

quetiapine „π°“√„Àâ°‘π¢π“¥ 300 ¡°.«—π≈–§√—Èß„πºŸâªÉ«¬

bipolar depression ®÷ßÕâ“ßÕ‘ß®“°¢âÕ¡Ÿ≈Õ◊Ëπ§◊ÕºŸâªÉ«¬

‚√§®‘µ‡¿∑ (schizophrenia) ∑’Ë‰¥â√—∫ quetiapine ¢π“¥

100-375 ¡°.«—π≈– 2 §√—ÈßÀ√◊Õ¢π“¥ 75-250 ¡°.

«—π≈– 3 §√—Èß13 quetiapine ¥Ÿ¥´÷¡ºà“π∑“ß‡¥‘πÕ“À“√‰¥â¥’

§«“¡‡¢â¡¢âπ¢Õß¬“„πæ≈“ ¡“∂÷ß√–¥—∫ Ÿß ÿ¥ (C
max

)

„π‡«≈“ª√–¡“≥ 1.5 ™—Ë«‚¡ß ‡¢â“ Ÿà¿“«–√–¥—∫¬“§ß∑’Ë

(steady state) „π 2 «—π14 „π√–¥—∫§«“¡‡¢â¡¢âπ∑’Ë„™â√—°…“

¬“®–®—∫°—∫‚ª√µ’π„πæ≈“ ¡“√âÕ¬≈– 83 ·≈–∂Ÿ° ≈“¬

(metabolized) ¥â«¬°√–∫«π°“√ sulfoxidation ·≈–

oxidation ∑’Ëµ—∫‡ªìπ “√∑’Ë‰¡à¡’ƒ∑∏‘Ï„π°“√√—°…“15 ‡ÕÁπ‰´¡å

À≈—°¢Õß√–∫∫ cytochromes P450 §◊Õ CYP3A4

´÷Ëß®– ≈“¬ quetiapine ‰ª‡ªìπ quetiapine sulfoxide

°— ∫ N - ·≈– O -dealkylated metabol ites  à«π

CYP2D6 ¡’ à«π‡≈Á°πâÕ¬‚¥¬ ≈“¬ quetiapine ‡ªìπ

7-hydroxyquetiapine „πºŸâ∑’Ë¡’°“√∑”ß“π¢Õßµ—∫∫°æ√àÕß

§à“ Cmax ·≈–§à“ The area under the concentration-time

curve (AUC) ‡æ‘Ë¡¢÷Èπ√âÕ¬≈– 37 ·≈– 42 µ“¡≈”¥—∫16
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®÷ß§«√≈¥¢π“¥ quetiapine ≈ß„πºŸâªÉ«¬∑’Ë¡’°“√∑”ß“π

¢Õßµ—∫∫°æ√àÕß  à«πºŸâ∑’Ë¡’°“√∑”ß“π¢Õß‰µ∫°æ√àÕß

‰¡à®”‡ªìπµâÕßª√—∫≈¥¢π“¥¬“≈ß

1.2 ‡¿ —™æ≈»“ µ√å (Pharmacodynamics)
·¡â°≈‰°°“√ÕÕ°ƒ∑∏‘Ï¢Õß quetiapine

„π°“√√—°…“ bipolar depression ®–¬—ß‰¡à™—¥‡®π¡“°π—°

·µà‡™◊ËÕ«à“¡’°≈‰°∑’Ë‡°’Ë¬«¢âÕßÀ≈“¬Õ¬à“ß¥â«¬°—π ‚¥¬‡©æ“–

Õ¬à“ß¬‘Ëß neurotransmission ¢Õß serotonin (5-HT) dopamine

·≈– noradrenaline

°. serotonin
¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡àÀ≈“¬µ—«√«¡

∑—Èß quetiapine ¡’º≈µàÕ serotonergic neurotransmission

‚¥¬¡’ affinity µàÕ 5-HT
2A
 receptor17 ́ ÷Ëßπ‘¬“¡¢Õß°“√‡ªìπ

¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à§◊Õ¡’§ÿ≥ ¡∫—µ‘¢Õß°“√¡’

affinity µàÕ 5-HT
2A
 ¡“°°«à“‡¡◊ËÕ‡∑’¬∫°—∫°“√¡’ affinity

µàÕ D
2
 receptor18,19 °“√‡°‘¥ downregulation ¢Õß 5-HT

2A

receptor ‡ªìπ°≈‰°∑’Ë ”§—≠¢Õß°“√∑”„ÀâÕ“√¡≥ǻ ÷¡‡»√â“

¥’¢÷Èπ20 ¥—ßπ—Èπ°“√∑’Ë¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à∑”°“√‡°‘¥

downregulation ¢Õß 5-HT
2A
 receptor ®÷ß‡ªìπµ—«™à«¬∑”π“¬

°“√¡’ƒ∑∏‘Ï¢Õß°“√√—°…“Õ“√¡≥å´÷¡‡»√â“¢Õß¬“°≈ÿà¡π’È

À“°‡ª√’¬∫‡∑’¬∫°—∫¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à¥â«¬°—π

„π·ßà¢Õß affinity µàÕ 5-HT receptor ·≈– D
2
 receptor

·≈â« quetiapine ®–®—∫°—∫ 5-HT receptor ‰¥âπ“π°«à“

·µà®—∫°—∫ D
2
 receptor ‰¥â —Èπ°«à“21 ®÷ßÕ“®∑”„Àâ quetiapine

√—°…“Õ“√¡≥å´÷¡‡»√â“‰¥â¥’·≈–¡’Õ“°“√¢â“ß‡§’¬ß¢Õß

extrapyramidal symptoms (EPS) µË”‡¡◊ËÕ‡∑’¬∫°—∫¬“

µ—«Õ◊Ëπ„π°≈ÿà¡‡¥’¬«°—π

¢. dopamine
¿“«– dopaminergic dysregulation ‡ªìπ

biologic mediator ∑’Ë ”§—≠¢Õß°“√‡°‘¥Õ“√¡≥ǻ ÷¡‡»√â“16, 22

quetiapine ™à«¬„Àâ¡’ dopamine neurotransmission ∑’Ë ¡Õß

 à«π prefrontal cortex ‡æ‘Ë¡¢÷Èπ¥â«¬°“√¡’ƒ∑∏‘ÏµàÕ 5-HT
1A

·≈– 5-HT
2A
 receptor23 ®“°°“√»÷°…“æ∫«à“ quetiapine

¡’ƒ∑∏‘Ï‡ªìπ partial agonist µàÕ 5-HT
1A
 receptor ∑’Ë ¡Õß

 à«π prefrontal cortex °“√°√–µÿâπ 5-HT
1A

 ∑”„Àâ¡’

°“√ª≈àÕ¬ dopamine ÕÕ° Ÿà¿“¬πÕ°‡´≈„π ¡Õß

 à«π prefrontal cortex ‡æ‘Ë¡¢÷Èπ ∑”„ÀâÕ“√¡≥å´÷¡‡»√â“

¥’¢÷Èπ πÕ°®“°π’Èƒ∑∏‘Ï antagonizing 5-HT
2A
 heteroreceptor

°Á∑”„Àâ‡°‘¥°“√À≈—Ëß dopamine ∑’Ë prefrontal cortex

‡æ‘Ë¡¢÷Èπ17 (√Ÿª∑’Ë 1) ‡¡◊ËÕ‡∑’¬∫°—∫¬“√—°…“‚√§®‘µ°≈ÿà¡

„À¡à quetiapine ¡’§ÿ≥ ¡∫—µ‘ rapid dissociation ®“°

dopaminergic D
2
 receptor ́ ÷Ëß§ÿ≥ ¡∫—µ‘π’ÈÕ“®≈¥°“√™—°π”

„Àâ‡°‘¥Õ“°“√∑“ß¥â“πÕ“√¡≥å„πºŸâªÉ«¬∑’Ë‡ªìπ§«“¡º‘¥ª°µ‘

∑“ß¥â“πÕ“√¡≥å (mood disorder) ‰¥â24

√Ÿª∑’Ë 1 °≈‰°°“√¡’ƒ∑∏‘Ïµâ“πÕ“°“√´÷¡‡»√â“¢Õß quetiapine

§”Õ∏‘∫“¬√Ÿª quetiapine ‡æ‘Ë¡°“√À≈—Ëß dopamine

‚¥¬°“√ÕÕ°ƒ∑∏‘Ïµâ“π 5-HT
2A
 receptors ·≈–ÕÕ°ƒ∑∏‘Ï

‡ªìπ partial agonist µàÕ 5-HT
1A
 receptor ∑’Ë presynaptic

dopamine neurons ∫√‘‡«≥ ¡Õß à«π prefrontal cortex

°“√¡’ dopamine ‡æ‘Ë¡¢÷Èπ„π ¡Õß∫√‘‡«≥π’È∑”„ÀâÕ“√¡≥å

´÷¡‡»√â“¥’¢÷Èπ

§. noradrenaline
πÕ°®“° 5-HT ·≈– dopamine ·≈â«

noradrenaline ¡’§«“¡‡°’Ë¬«¢âÕß°—∫°“√‡°‘¥§«“¡º‘¥ª°µ‘

∑“ß¥â“πÕ“√¡≥å‡™àπ°—π ¬“°≈ÿà¡ noradrenaline reuptake

inhibitors ‡™àπ desipramine ¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“

Õ“√¡≥å´÷¡‡»√â“‡™àπ‡¥’¬«°—∫¬“°≈ÿà¡ serotonin specific
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reuptake inhibitors (SSRIs) °“√»÷°…“æ∫«à“ „πÀπŸ∑¥≈Õß

∑’Ë‰¥â√—∫ quetiapine ®–¡’√–¥—∫ noradrenaline ¿“¬πÕ°

‡´≈≈å∑’Ë cerebral cortex ‡æ‘Ë¡¢÷Èπ18, 25  ¡¡µ‘∞“π‡°’Ë¬«°—∫

º≈¢Õß quetiapine µàÕ√–¥—∫ noradrenaline ‡™◊ËÕ«à“

‡°’Ë¬«°—∫°“√∑’Ë quetiapine ¡’ affinity µàÕ α
2
-adrenergic

receptor  Ÿß

2. ª√– ‘∑∏‘¿“æ¢Õß¬“
¡’°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß quetiapine „π°“√

√—°…“ bipolar depression ®”π«π 2 ™‘Èπ‚¥¬‡ªìπ°“√»÷°…“

·∫∫ ÿà¡ª°ªî¥ Õß¥â“π (randomized, double-blind)

·≈–¡’¬“À≈Õ°‡ªìπµ—«§«∫§ÿ¡ (placebo-controlled) ¡’™◊ËÕ

°“√«‘®—¬«à“ BOLDER (BipOLar DEpRession) I26 ·≈– II27

ºŸâªÉ«¬∑’Ë‡¢â“ Ÿà°“√»÷°…“¡’Õ“¬ÿ√–À«à“ß 18-65 ªï ‰¥â√—∫

°“√«‘π‘®©—¬‚√§‡ªìπ bipolar I À√◊Õ II disorder ·≈–¡“¥â«¬

¿“«–´÷¡‡»√â“ (major depressive episode) ‚¥¬¡’§à“

§–·ππ¢Õß Hamilton Depression Rating Scale (HAM-D)

17 items > 20 §à“§–·ππ HAM-D item ∑’Ë 1 > 2  ·≈–

§à“§–·ππ Young Mania Rating Scale (YMRS) <12

‡°≥±å°“√§—¥ÕÕ° ‰¥â·°à ¡’‚√§Õ◊Ëπ„π axis I √à«¡¥â«¬

¿“¬„π‡«≈“ 6 ‡¥◊Õπ°àÕπ°“√§—¥°√Õß ¡’¿“«–´÷¡‡»√â“

π“π°«à“ 12 ‡¥◊ÕπÀ√◊Õ —Èπ°«à“ 4  —ª¥“Àå À√◊Õ¡’ª√–«—µ‘

‰¡àµÕ∫ πÕßµàÕ°“√√—°…“µàÕ¬“·°â´÷¡‡»√â“Õ¬à“ßπâÕ¬

2 °≈ÿà¡„π√–¬–‡«≈“°“√√—°…“∑’Ë‡æ’¬ßæÕ (6  —ª¥“Àå)

ºŸâªÉ«¬∑’Ë¡’‚√§∑“ß°“¬ ¡’°“√µ‘¥ “√‡ æµ‘¥ (substance

dependence) À√◊Õ¡’§«“¡‡ ’Ë¬ßµàÕ°“√¶à“µ—«µ“¬°Á®–

∂Ÿ°§—¥ÕÕ°‡™àπ°—π ºŸâªÉ«¬∑’Ëºà“π°“√§—¥°√Õß¡’®”π«π

838 √“¬„π BOLDER I ·≈– 788 √“¬„π BOLDER II

∂Ÿ° ÿà¡‡¢â“ Ÿà°“√»÷°…“ 542 √“¬·≈– 509 √“¬µ“¡≈”¥—∫

·≈–¡’ºŸâªÉ«¬ ®”π«π 511 √“¬·≈– 467 √“¬∑’Ëπ”‰ª«‘‡§√“–Àå

·∫∫ intention-to-treat (ITT)

ºŸâªÉ«¬‰¥â√—∫ quetiapine ¢π“¥ 300 À√◊Õ 600 ¡°.

µàÕ«—π «—π≈–§√—Èß°àÕππÕπÀ√◊Õ‰¥â√—∫¬“À≈Õ°‡ªìπ

√–¬–‡«≈“ 8  —ª¥“Àå ∑”°“√ª√–‡¡‘πª√– ‘∑∏‘¿“æ

°“√√—°…“∑ÿ° —ª¥“Àå µ—«·ª√∑’Ë‡ªìπ primary efficacy §◊Õ

°“√‡ª≈’Ë¬π·ª≈ß§à“§–·ππ√«¡¢Õß Montgomery-Asberg

Depression Rating Scale (MADRS) ®“°§à“µ—Èßµâπ (baseline)

®π∂÷ß —ª¥“Àå∑’Ë 8 À√◊Õ®ÿ¥ ‘Èπ ÿ¥°“√»÷°…“ (endpoint)

πÕ°®“°π’È¬—ß¡’°“√ª√–‡¡‘πÕ◊ËπÊ Õ’°‰¥â·°à  —¥ à«π

¢ÕßºŸâªÉ«¬∑’ËµÕ∫ πÕßµàÕ°“√√—°…“ (response) (π‘¬“¡

°“√µÕ∫ πÕßµàÕ°“√√—°…“§◊Õ°“√¡’°“√≈¥≈ß¢Õß§à“

MADRS ®“°§à“µ—Èßµâπ¡“°°«à“√âÕ¬≈– 50)  —¥ à«π¢Õß

ºŸâªÉ«¬∑’Ë‚√§¡’°“√ ß∫ (remission) (π‘¬“¡°“√ ß∫¢Õß

‚√§§◊Õ°“√¡’§à“ MADRS <12) √–¬–‡«≈“∑’Ë‚√§¡’Õ“°“√

 ß∫ (time to remission) HAM-D, Clinical Global

Impression-Improvement (CGI-I), CGI-Severity of Illness

(CGI-S) scores, Hamilton Anxiety Rating Scale (HAM-A)

total score, Pittsburgh Sleep Quality Index (PSQI) scores

·≈– Quality of Life Enjoyment and Satisfaction

Questionnaire Short Form (Q-LES-Q SF) scores πÕ°®“°π’È

¬—ß§”π«≥§à“ effect size ·≈– number needed to treat

(NNT)

2.1 ª√– ‘∑∏‘¿“æ¢Õß¬“µàÕÕ“°“√
´÷¡‡»√â“

2.1.1 Montgomery-Asberg Depression

Rating Scale

º≈°“√»÷°…“∑—Èß BOLDER I ·≈– II

æ∫«à“ quetiapine ¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ bipolar

depression ‚¥¬§à“§–·ππ√«¡ MADRS ∑—Èß quetiapine

¢π“¥ 300 ·≈– 600 ¡°.µàÕ«—π ≈¥≈ß®“°§à“µ—Èßµâπ

Õ¬à“ß¡’π—¬ ”§—≠‡¡◊ËÕ‡∑’¬∫°—∫¬“À≈Õ° (p<0.001) µ—Èß·µà

 —ª¥“Àå·√°·≈–µàÕ‡π◊ËÕßµ≈Õ¥ 8  —ª¥“Àå¢Õß°“√»÷°…“

°≈ÿà¡∑’Ë‰¥â√—∫ quetiapine 300 ¡°.µàÕ«—π ¡’Õ—µ√“°“√

µÕ∫ πÕßµàÕ°“√√—°…“·µ°µà“ß®“°¬“À≈Õ°Õ¬à“ß¡’

π—¬ ”§—≠µ—Èß·µà —ª¥“Àå∑’Ë 2 (√âÕ¬≈– 37 ‡∑’¬∫°—∫√âÕ¬≈–

20; p<0.001  ”À√—∫ BOLDER I ·≈–√âÕ¬≈– 40 ‡∑’¬∫°—∫

√âÕ¬≈– 24; p<0.01  ”À√—∫ BOLDER II) ‡ªìπµâπ‰ª

¢≥–∑’ËÕ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“¢Õß°≈ÿà¡∑’Ë‰¥â√—∫

quetiapine 600 ¡°.µàÕ«—π ·µ°µà“ß®“°¬“À≈Õ°µ—Èß·µà
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 —ª¥“Àå·√° ”À√—∫ BOLDER I (√âÕ¬≈– 24 ‡∑’¬∫°—∫

√âÕ¬≈– 11; p<0.001) ·≈– —ª¥“Àå∑’Ë Õß ”À√—∫ BOLDER

II (√âÕ¬≈– 37 ‡∑’¬∫°—∫√âÕ¬≈– 24; p<0.05) ‡¡◊ËÕ ‘Èπ ÿ¥

°“√»÷°…“°≈ÿà¡ quetiapine ¬—ß§ß¡’Õ—µ√“°“√µÕ∫ πÕß

µàÕ°“√√—°…“ Ÿß°«à“°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠

(√Ÿª∑’Ë 2) §à“ NNT ¢Õß°“√µÕ∫ πÕß‡∑à“°—∫ 5 (95%CI

‡∑à“°—∫ 4-9)  ”À√—∫ quetiapine ∑—Èß¢π“¥ 300 ·≈–

600 ¡°.µàÕ«—π

µàÕ«—π √–¬–‡«≈“‡©≈’Ë¬ (median time) ¢Õß°“√µÕ∫ πÕß

µàÕ°“√√—°…“„πºŸâªÉ«¬∑’Ë‰¥â√—∫ quetiapine 300 À√◊Õ

600 ¡°.µàÕ«—π (22 «—π·≈– 22 «—π)  —Èπ°«à“°≈ÿà¡∑’Ë‰¥â√—∫

¬“À≈Õ° (36 «—π) Õ¬à“ß¡’π—¬ ”§—≠ (∑—Èß Õß¢π“¥‡∑’¬∫°—∫

¬“À≈Õ°¡’§à“ p<0.001)

 ”À√—∫°“√ ß∫¢Õß‚√§π—Èπ °≈ÿà¡

quetiapine 300 ¡°.µàÕ«—π ¡’ —¥ à«π°“√ ß∫¢Õß‚√§ Ÿß

°«à“Õ¬à“ß¡’π—¬ ”§—≠ (p<0.05) ‡∑’¬∫°—∫°≈ÿà¡¬“À≈Õ°

µ—Èß·µà —ª¥“Àå∑’Ë 2 ∑—Èß BOLDER I ·≈– II  à«π quetiapine

600 ¡°.µàÕ«—π ·µ°µà“ß®“°¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠

µ—Èß·µà —ª¥“Àå∑’Ë 2 (BOLDER I) À√◊Õ —ª¥“Àå∑’Ë 3 (BOLDER

II) §à“ NNT  ”À√—∫°“√ ß∫¢Õß‚√§¢Õß quetiapine ‡∑à“°—∫

5 (95%CI ‡∑à“°—∫ 3-7) ∑—Èß¢π“¥ 300 ·≈– 600 ¡°.µàÕ«—π

„π BOLDER I §à“§–·ππ 8 „π 10

¢Õß MADRS items (‰¥â·°à apparent sadness, reported

sadness, inner tension, reduced sleep, concentration

difficulties, inability to feel, pessimistic thoughts ·≈–

suicidal thoughts) „π°≈ÿà¡ quetiapine 300 ¡°.µàÕ«—π

¥’¢÷ÈπÕ¬à“ß¡’π—¬ ”§—≠ (p<0.05) ‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡¬“À≈Õ°

·≈–°≈ÿà¡ quetiapine 600 ¡°.µàÕ«—π ¡’ lassitude scores

∑’Ë·µ°µà“ß®“°¬“À≈Õ°Õ’°¥â«¬ (√«¡‡ªìπ 9 „π 10 items)

 à«π BOLDER II æ∫«à“°≈ÿà¡ quetiapine ·µ°µà“ß®“°

¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠ 8 items  ”À√—∫¢π“¥

300 ¡°. µàÕ«—π ·≈– 6 items  ”À√—∫¢π“¥ 600 ¡°.

µàÕ«—π (√Ÿª∑’Ë 3)

2.1.2 Hamilton Depression Rating

Scale

°≈ÿà¡∑’Ë‰¥â√—∫ quetiapine ∑—Èß¢π“¥ 300

·≈– 600 ¡°.µàÕ«—π ¡’°“√≈¥≈ß¢Õß§à“§–·ππ√«¡

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

(p<0.001) µ—Èß·µà —ª¥“Àå·√°·≈–µàÕ‡π◊ËÕß‰ª®π —ª¥“Àå

∑’Ë 8  à«π§à“ HAM-D item ∑’Ë 1 (depressed mood)

·µ°µà“ß®“°¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠µ—Èß·µà —ª¥“Àå∑’Ë 1

„π BOLDER I (p=0.003) ·≈–·µ°µà“ß®“°¬“À≈Õ°

√Ÿª∑’Ë 2 ª√– ‘∑∏‘¿“æ¢Õß quetiapine „π°“√√—°…“ bipolar

depression ‡¡◊ËÕ ‘Èπ ÿ¥°“√»÷°…“ (ª√–‡¡‘π‡ªìπ√âÕ¬≈–

¢ÕßºŸâªÉ«¬∑’ËµÕ∫ πÕßµàÕ°“√√—°…“·≈–√âÕ¬≈–¢ÕßºŸâªÉ«¬

∑’Ë¡’°“√ ß∫¢Õß‚√§)
a ®”π«πºŸâªÉ«¬ (N) „π«ß‡≈Á∫À¡“¬∂÷ß®”π«πºŸâªÉ«¬„π

BOLDER I À√◊Õ II µ“¡≈”¥—∫
b °“√µÕ∫ πÕßµàÕ°“√√—°…“ (response) §◊Õ°“√¡’°“√

≈¥≈ß¢Õß§à“ MADRS ®“°§à“µ—Èßµâπ¡“°°«à“√âÕ¬≈– 50
c °“√ ß∫¢Õß‚√§ (remission) §◊Õ°“√¡’§à“ MADRS <12

*p<0.05; **p<0.01; ***p<0.001 ‡∑’¬∫°—∫¬“À≈Õ°

§à“ MADRS effect size ‡∑à“°—∫ 0.67

(BOLDER I) ·≈– 0.61 (BOLDER II)  ”À√—∫ quetiapine

¢π“¥ 300 ¡°.µàÕ«—π ·≈–‡∑à“°—∫ 0.81 (BOLDER I) ·≈–

0.54 (BOLDER II)  ”À√—∫ quetiapine ¢π“¥ 600 ¡°.
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Õ¬à“ß¡’π—¬ ”§—≠µ—Èß·µà —ª¥“Àå∑’Ë 2 „π BOLDER II (p<0.05)

§à“ effect size ¢Õß§à“ HAM-D „π BOLDER I  ”À√—∫

¢π“¥ 300 ¡°.µàÕ«—π ‡∑à“°—∫ 0.74 ·≈–‡∑à“°—∫ 0.93

 ”À√—∫¢π“¥ 600 ¡°.µàÕ«—π

2.1.3 Clinical Global Impression

®“°°“√ª√–‡¡‘π¥â«¬ CGI-S ∑—Èß„π

BOLDER I ·≈– II æ∫«à“ °≈ÿà¡ quetiapine ∑—Èß¢π“¥ 300

·≈– 600 ¡°.µàÕ«—π ¡’Õ“°“√¥’¢÷Èπ·µ°µà“ß®“°°≈ÿà¡¬“

À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠ (p<0.001) µ—Èß·µà —ª¥“Àå·√°

¢Õß°“√»÷°…“·≈–µàÕ‡π◊ËÕß‰ª®π ‘Èπ ÿ¥°“√»÷°…“

„π BOLDER I  —¥ à«π¢ÕßºŸâªÉ«¬∑’Ë‰¥â√—∫ quetiapine

(√âÕ¬≈– 55.9  ”À√—∫ quetiapine 600 ¡°.µàÕ«—π

√âÕ¬≈– 64.0  ”À√—∫ quetiapine 300 ¡°.µàÕ«—π) ª√–‡¡‘π

§à“ CGI-I «à“‡ªìπ çmuch improvedé À√◊Õ çvery much

improvedé  Ÿß°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ° (√âÕ¬≈– 34.3)

„π BOLDER II °Á¡’º≈°“√ª√–‡¡‘π§à“ CGI-I ‡™àπ‡¥’¬«°—π

(√âÕ¬≈– 60.0  ”À√—∫ quetiapine 600 ¡°. √âÕ¬≈– 61.3

 ”À√—∫ quetiapine 300 ¡°. ·≈–√âÕ¬≈– 38.5  ”À√—∫

¬“À≈Õ° µ“¡≈”¥—∫)

√Ÿª∑’Ë 3 °“√‡ª≈’Ë¬π·ª≈ß§à“‡©≈’Ë¬ („π BOLDER I) ·≈–√âÕ¬≈–¢Õß°“√‡ª≈’Ë¬π·ª≈ß§à“‡©≈’Ë¬ („π BOLDER II) ¢Õß

Montgomery-Asberg Depression Rating Scale ®“°§à“µ—Èßµâπ®π ‘Èπ ÿ¥°“√»÷°…“

*p<0.05; **p<0.01;  p<0.01; ***p<0.001,  p<0.001 ‡∑’¬∫°—∫¬“À≈Õ°
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2.2 ª√– ‘∑∏‘¿“æ¢Õß¬“µàÕÕ“°“√«‘µ°
°—ß«≈

∑—Èß BOLDER I ·≈– II °≈ÿà¡∑’Ë‰¥â√—∫ quetiapine

(∑—Èß Õß¢π“¥) ¡’°“√≈¥≈ß¢Õß§à“ HAM-A Õ¬à“ß¡’π—¬

 ”§—≠‡¡◊ËÕ‡∑’¬∫°—∫¬“À≈Õ°µ—Èß·µà —ª¥“Àå·√° (p<0.05)

·≈–µàÕ‡π◊ËÕß‰ª®π ‘Èπ ÿ¥°“√»÷°…“ ‡¡◊ËÕ«‘‡§√“–Àå post

hoc28 „π BOLDER I ‚¥¬°“√√«¡ºŸâªÉ«¬°≈ÿà¡ quetiapine

¢π“¥ 300 ·≈– 600 ¡°. ‡¢â“¥â«¬°—πæ∫«à“ °≈ÿà¡

quetiapine ¡’°“√≈¥≈ß‡©≈’Ë¬¢Õß§à“§–·ππ√«¡ HAM-A

®“°§à“µ—Èßµâπ®π∂÷ß —ª¥“Àå∑’Ë 8 ¡“°°«à“°≈ÿà¡¬“À≈Õ°

Õ¬à“ß¡’π—¬ ”§—≠ (p<0.001) ¡’§à“ effect size ‡∑à“°—∫ 0.57

2.3 ª√– ‘∑∏‘¿“æ¢Õß¬“µàÕ§ÿ≥¿“æ™’«‘µ

·≈–§ÿ≥¿“æ°“√πÕπ
°“√ª√–‡¡‘π§ÿ≥¿“æ™’«‘µ¥â«¬ Q-LES-Q SF

æ∫«à“ ∑—Èß BOLDER I ·≈– II °≈ÿà¡ quetiapine 300 ¡°.

µàÕ«—π ¡’§ÿ≥¿“æ™’«‘µ¥’¢÷Èπ·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠®“°

°≈ÿà¡¬“À≈Õ°  à«π quetiapine 600 ¡°.µàÕ«—π ·µ°µà“ß

®“°¬“À≈Õ°‡©æ“–„π BOLDER I ·µà„π BOLDER II

‰¡à·µ°µà“ß®“°¬“À≈Õ°29  ”À√—∫§ÿ≥¿“æ°“√πÕπ´÷Ëß

ª√–‡¡‘π‡©æ“–„π BOLDER I æ∫«à“ quetiapine ∑—Èß¢π“¥

300 ·≈– 600 ¡°.µàÕ«—π ¡’°“√‡ª≈’Ë¬π·ª≈ß¢Õß§à“§–·ππ

PSQI ¥’¢÷Èπ°«à“°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠ (p<0.001)

2.4 ª√– ‘∑∏‘¿“æ¢Õß¬“µàÕ°“√¶à“µ—«µ“¬
®“°°“√π”¢âÕ¡Ÿ≈„π BOLDER I ·≈– II

¡“√«¡°—π (N=1045) ·≈â«∑”°“√«‘‡§√“–Àå post hoc

‡°’Ë¬«°—∫°“√¶à“µ—«µ“¬30 æ∫«à“ ‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 8

°≈ÿà¡∑’Ë‰¥â√—∫ quetiapine ∑—Èß¢π“¥ 300 ·≈– 600 ¡°.

µàÕ«—π ¡’§à“§–·ππ‡©≈’Ë¬¢Õß MADRS item ∑’Ë 10 (suicidal

thoughts) ≈¥≈ßÕ¬à“ß¡’π—¬ ”§—≠‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡∑’Ë‰¥â

√—∫¬“À≈Õ° (p<.001 ∑—Èß Õß¢π“¥)  à«π°“√≈¥≈ß¢Õß

§à“‡©≈’Ë¬ HAM-D item ∑’Ë 3 (suicide) °Á·µ°µà“ßÕ¬à“ß¡’

π—¬ ”§—≠‡™àπ°—π (p<0.001  ”À√—∫¢π“¥ 300 ¡°.µàÕ«—π

·≈– p=0.006  ”À√—∫¢π“¥ 600 ¡°.µàÕ«—π)

2.5 ª√– ‘∑∏‘¿“æ¢Õß¬“„πºŸâªÉ «¬
°≈ÿà¡¬àÕ¬

2.5.1 ª√– ‘∑∏‘¿“æ„πºŸâªÉ«¬ bipolar I

depression

°. BOLDER I
‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 8 ºŸâªÉ«¬ bipolar I

depression (N=342) ∑’Ë‰¥â√—∫ quetiapine ∑—Èß¢π“¥ 300

·≈– 600 ¡°.µàÕ«—π ¡’°“√≈¥≈ß¢Õß§à“‡©≈’Ë¬ MADRS

®“°§à“µ—Èßµâπ¡“°°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ°Õ¬à“ß¡’π—¬

 ”§—≠ (p<.001 ∑—Èß Õß¢π“¥) §à“ effect size ‡∑à“°—∫

0.91 ·≈– 1.09  ”À√—∫ quetiapine 300 ·≈– 600 ¡°.

µàÕ«—π µ“¡≈”¥—∫ °“√«‘‡§√“–Àå post hoc31 æ∫«à“

§à“ NNT ¢Õß°“√µÕ∫ πÕßµàÕ°“√√—°…“‡∑à“°—∫ 4 (95%CI

‡∑à“°—∫ 3-6)  ”À√—∫ quetiapine ∑—Èß Õß¢π“¥ ·≈–§à“ NNT

¢Õß°“√ ß∫¢Õß‚√§‡∑à“°—∫ 4 (95%CI ‡∑à“°—∫ 3-6)  ”À√—∫

quetiapine ∑—Èß Õß¢π“¥‡™àπ°—π

°≈ÿà¡ quetiapine ∑—Èß Õß¢π“¥¡’°“√≈¥≈ß¢Õß§à“

HAM-D ·≈– CGI-S ®“°§à“µ—Èßµâπ¡“°°«à“°≈ÿà¡¬“À≈Õ°

Õ¬à“ß¡’π—¬ ”§—≠ (p<0.01) µ—Èß·µà —ª¥“Àå·√°‡ªìπµâπ‰ª

·≈–‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 8 °≈ÿà¡ quetiapine ¡’ºŸâªÉ«¬∑’Ë¡’

§à“§–·ππ CGI-S ‡ªìπ çmuch improvedé À√◊Õ çvery much

improvedé  Ÿß°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠

(p<0.001 ∑—Èß Õß¢π“¥)

‡¡◊ËÕπ”ºŸâªÉ«¬ bipolar I depression

∑’Ë‰¥â√—∫ quetiapine ∑—Èß Õß¢π“¥¡“√«¡°—π·≈â««‘‡§√“–Àå

post hoc28 ∂÷ßª√– ‘∑∏‘¿“æ¢Õß¬“„π°“√≈¥Õ“°“√

«‘µ°°—ß«≈æ∫«à“ °≈ÿà¡ quetiapine ¡’§à“ HAM-A ≈¥≈ß

Õ¬à“ß¡’π—¬ ”§—≠‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡¬“À≈Õ° (p<0.001)

∑—Èß§à“§–·ππ√«¡ HAM-A §à“§–·ππ anxious mood item

§à“§–·ππ tension item §à“§–·ππ psychic anxiety

subscale ·≈–§à“§–·ππ somatic anxiety subscale
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¢. BOLDER II
º≈°“√»÷°…“„π BOLDER II (N=315)

 Õ¥§≈âÕß°—∫ BOLDER I °≈ÿà¡ quetiapine ∑—Èß¢π“¥ 300

·≈– 600 ¡°.µàÕ«—π ¡’°“√≈¥≈ß¢Õß§à“ MADRS ¡“°°«à“

°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠ (p<0.001  ”À√—∫

¢π“¥ 300 ¡°.µàÕ«—π ·≈– p<0.01  ”À√—∫¢π“¥ 600 ¡°.

µàÕ«—π) §à“ effect size ‡∑à“°—∫ 0.67  ”À√—∫¢π“¥

300 ¡°.µàÕ«—π ·≈– 0.51  ”À√—∫¢π“¥ 600 ¡°.µàÕ«—π

§. BOLDER I √«¡°—∫ II
‡¡◊ËÕπ”ºŸâªÉ«¬ bipolar I depression

„π BOLDER I ¡“√«¡°—∫ BOLDER II (N=657)32 ·≈â«

∑”°“√«‘‡§√“–Àåæ∫«à“ °≈ÿà¡ quetiapine ∑—Èß Õß¢π“¥

¡’°“√≈¥≈ß¢Õß§à“§–·ππ√«¡ MADRS ·µ°µà“ß®“°

°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠µ—Èß·µà —ª¥“Àå·√° (p<0.001)

µàÕ‡π◊ËÕß®π∂÷ß —ª¥“Àå∑’Ë 8 (p<0.001 ∑—Èß Õß¢π“¥)

§à“ MADRS effect sizes ‡∑à“°—∫ 0.78 ·≈– 0.80  ”À√—∫

quetiapine 300 ·≈– 600 ¡°.µàÕ«—π µ“¡≈”¥—∫  ”À√—∫

§à“§–·ππ‡©≈’Ë¬ HAM-D ¥’¢÷ÈπÕ¬à“ß¡’π—¬ ”§—≠ ”À√—∫

quetiapine 300 ·≈– 600 ¡°.µàÕ«—π ‡¡◊ËÕ‡∑’¬∫°—∫¬“À≈Õ°

µ—Èß·µà —ª¥“Àå∑’Ë 1 µàÕ‡π◊ËÕß∂÷ß —ª¥“Àå∑’Ë 8 (p<0.001

∑—Èß Õß¢π“¥) §à“ HAM-D effect sizes ‡∑à“°—∫ 0.82 ·≈–

0.87 µ“¡≈”¥—∫

2.5.2 ª√– ‘∑∏‘¿“æ„πºŸâªÉ«¬ bipolar II

depression

°. BOLDER I

ºŸâªÉ«¬ bipolar II depression ¡’°“√≈¥

≈ß¢Õß§à“§–·ππ‡©≈’Ë¬ MADRS ‰¡à·µ°µà“ß°—πÕ¬à“ß¡’

π—¬ ”§—≠‡¡◊ËÕ‡∑’¬∫ quetiapine 300 ·≈– 600 ¡°.µàÕ«—π

°—∫¬“À≈Õ° (-14.8 ·≈– -14.1 ‡∑’¬∫°—∫ -12.4) §à“ effect

size ‡∑à“°—∫ 0.28  ”À√—∫¢π“¥ 300 ¡°.µàÕ«—π ·≈– 0.39

 ”À√—∫¢π“¥ 600 ¡°.µàÕ«—π °“√«‘‡§√“–Àå post hoc31

æ∫«à“ §à“ NNT ¢Õß°“√µÕ∫ πÕßµàÕ°“√√—°…“‡∑à“°—∫

17 (95%CI ‡∑à“°—∫ 5 ∂÷ß ∞)  ”À√—∫ 300 ¡°.µàÕ«—π ·≈–

24 (95%CI ‡∑à“°—∫ 5 ∂÷ß ∞)  ”À√—∫ 600 ¡°.µàÕ«—π  à«π

§à“ NNT ¢Õß°“√ ß∫¢Õß‚√§‡∑à“°—∫ 9 (95%CI ‡∑à“°—∫

4 ∂÷ß ∞) ·≈– 11 (95%CI ‡∑à“°—∫ 5 ∂÷ß ∞) µ“¡≈”¥—∫

ª√– ‘∑∏‘¿“æ¢Õß quetiapine (√«¡ºŸâªÉ«¬

∑—Èß Õß¢π“¥¬“) „π°“√≈¥Õ“°“√«‘µ°°—ß«≈„πºŸâªÉ«¬

bipolar II depression æ∫«à“ °“√≈¥≈ß¢Õß§à“§–·ππ√«¡

HAM-A ‰¡à·µ°µà“ß®“°¬“À≈Õ° (-9.8 ‡∑’¬∫°—∫ -9.0) ·µà

°≈ÿà¡ quetiapine ¡’°“√≈¥≈ßÕ¬à“ß¡’π—¬ ”§—≠‡∑’¬∫°—∫

¬“À≈Õ°„π§à“µà“ßÊ ‰¥â·°à §à“ HAM-A anxious mood

item (p=0.008) §à“ MADRS inner tension item (p=0.007)

·≈–§à“ HAM-D psychic anxiety item (p=0.002)28

¢. BOLDER II
ª√– ‘∑∏‘¿“æ¢Õß quetiapine „π°“√

√—°…“ bipolar II depression „π°“√»÷°…“ BOLDER II

·µ°µà“ß®“° BOLDER I °≈à“«§◊Õ ‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë

8 °≈ÿà¡∑’Ë‰¥â√—∫ quetiapine ∑—Èß¢π“¥ 300 ·≈– 600 ¡°.µàÕ

«—π ¡’°“√≈¥≈ß¢Õß§à“§–·ππ MADRS ·µ°µà“ßÕ¬à“ß

¡’π—¬ ”§—≠‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡¬“À≈Õ° (p<0.05  ”À√—∫

¢π“¥ 300 ¡°.µàÕ«—π ·≈– p<0.01  ”À√—∫¢π“¥ 600

¡°.µàÕ«—π) §à“ effect size ‡∑à“°—∫ 0.56  ”À√—∫¢π“¥

300 ¡°.µàÕ«—π ·≈– 0.64  ”À√—∫¢π“¥ 600 ¡°.µàÕ«—π

§. BOLDER I √«¡°—∫ II
‡¡◊ËÕ√«¡ºŸâªÉ«¬ bipolar II depression

∑—Èß Õß°“√»÷°…“‡¢â“¥â«¬°—π (N=351)33 æ∫«à“ °≈ÿà¡

quetiapine ¡’°“√≈¥≈ß¢Õß§à“ MADRS ¡“°°«à“

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

∂÷ß —ª¥“Àå∑’Ë 8 ‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 8 §à“ MADRS ‡∑à“°—∫

-17.09  ”À√—∫¢π“¥ 300 ¡°.µàÕ«—π -17.86  ”À√—∫¢π“¥

600 ¡°.µàÕ«—π ·≈– -13.31  ”À√—∫¬“À≈Õ° (p=0.005

·≈– p=0.001 ‡∑’¬∫°—∫¬“À≈Õ°) §à“ MADRS effect sizes

 ”À√—∫ quetiapine 300 ·≈– 600 ¡°.µàÕ«—π ‡∑à“°—∫ 0.45

·≈– 0.54 µ“¡≈”¥—∫ ‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 8 §à“§–·ππ

‡©≈’Ë¬ HAM-D ¥’¢÷ÈπÕ¬à“ß¡’π—¬ ”§—≠„π°≈ÿà¡ quetiapine

∑—Èß¢π“¥ 300 ¡°.µàÕ«—π (p=0.001) ·≈– 600 ¡°.µàÕ«—π
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(p<0.001) ‡∑’¬∫°—∫°≈ÿà¡¬“À≈Õ° §à“ HAM-D effect sizes

‡∑à“°—∫ 0.51 ·≈– 0.63  ”À√—∫ quetiapine 300 ·≈–

600 ¡°.µàÕ«—π µ“¡≈”¥—∫

2.5.3 ª√– ‘∑∏‘¿“æ„πºŸâªÉ«¬ rapid

cycling

°. BOLDER I
®“°°“√«‘‡§√“–ÀåºŸâªÉ«¬ bipolar

depression ∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling34 æ∫«à“

‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 8 °≈ÿà¡ quetiapine ∑—Èß¢π“¥

300 ¡°.µàÕ«—π (N=42) ·≈–¢π“¥ 600 ¡°.µàÕ«—π (N=31)

¡’°“√≈¥≈ß¢Õß§à“§–·ππ MADRS ¡“°°«à“°≈ÿà¡¬“

À≈Õ° (N=35) Õ¬à“ß¡’π—¬ ”§—≠ (p<0.001 ∑—Èß Õß¢π“¥)

πÕ°®“°π’È °“√ª√–‡¡‘π¥â«¬ HAM-D, CGI-S, HAM-A,

Q-LES-Q SF ·≈– PSQI °Áæ∫«à“ quetiapine ¡’ª√– ‘∑∏‘¿“æ

‡Àπ◊Õ°«à“¬“À≈Õ°„πºŸâªÉ«¬ rapid cycling ‡™àπ°—π

§à“ MADRS effect size ‡∑à“°—∫ 1.1

 ”À√—∫¢π“¥ 300 ¡°.µàÕ«—π ·≈– 1.2  ”À√—∫¢π“¥

600 ¡°.µàÕ«—π ́ ÷Ëß„°≈â‡§’¬ß°—π∑—Èß„π bipolar I depression

(1.22 ·≈– 0.98) ·≈–„π bipolar II depression (0.97 ·≈–

1.45)34 ‡¡◊ËÕ∑”°“√«‘‡§√“–Àå§à“ NNT æ∫«à“ §à“ NNT ¢Õß

°“√µÕ∫ πÕßµàÕ°“√√—°…“‡∑à“°—∫ 3  ”À√—∫¢π“¥

300 ¡°.µàÕ«—π ·≈–‡∑à“°—∫ 4  ”À√—∫¢π“¥ 600 ¡°.

µàÕ«—π  à«π§à“ NNT ¢Õß°“√ ß∫¢Õß‚√§‡∑à“°—∫ 3

∑—Èß Õß¢π“¥31

¢. BOLDER II
º≈°“√»÷°…“· ¥ß„Àâ‡ÀÁπ«à“ quetiapine

¡’ª√– ‘∑∏‘¿“æ∑—Èß„πºŸâªÉ«¬∑’Ë¡’·≈–‰¡à¡’°“√¥”‡π‘π‚√§

‡ªìπ rapid cycling ‡¡◊ËÕ ‘Èπ ÿ¥ —ª¥“Àå∑’Ë 8 ºŸâªÉ«¬ rapid

cycling (N=143) ∑’Ë‰¥â√—∫ quetiapine 300 ¡°.µàÕ«—π (N=44)

·≈– 600 ¡°.µàÕ«—π (N=46) ¡’§à“ MADRS ≈¥≈ß¡“°°«à“

ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ° (N=53) Õ¬à“ß¡’π—¬ ”§—≠ (p<0.01

∑—Èß Õß¢π“¥)

3. §«“¡ª≈Õ¥¿—¬·≈–°“√∑πµàÕ¬“‰¥â
3.1 Õ“°“√‰¡àæ÷ßª√– ß§å

°. BOLDER I
‚¥¬∑—Ë«‰ª·≈â« ºŸâªÉ«¬ bipolar depression

¡’°“√∑πµàÕ¬“ quetiapine ‰¥â¥’ °≈ÿà¡ quetiapine ∑—Èß Õß

¢π“¥¡’Õÿ∫—µ‘°“√≥å°“√‡°‘¥Õ“°“√§Õ·Àâß (dry mouth)

ßà«ßπÕπ (sedation) ßà«ß´÷¡ (somnolence) ‡«’¬π»’√…–

(dizziness) ·≈–∑âÕßºŸ° (constipation) ¡“°°«à“°≈ÿà¡

¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠ (p<0.05) Õ“°“√‰¡àæ÷ßª√– ß§å

µà“ßÊ ¥—ß√Ÿª∑’Ë 4 °≈ÿà¡ quetiapine ¢π“¥ 300 ·≈–

600 ¡°.µàÕ«—π ∂Õπµ—«®“°°“√»÷°…“¥â«¬Õ“°“√‰¡à

æ÷ßª√– ß§å¡“°°«à“°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠

(p<0.05) Õ“°“√‰¡àæ÷ßª√– ß§å∑’Ë‡ªìπ “‡Àµÿ¢Õß°“√∂Õπµ—«

‰¥â·°à ßà«ßπÕπ ßà«ß´÷¡ À√◊Õ‡«’¬π»’√…– πÕ°®“°π’È

ºŸâªÉ«¬∑’Ë‰¥â√—∫ quetiapine ¢π“¥ 600 ¡°.µàÕ«—π ∂Õπµ—«

®“°°“√»÷°…“¡“°°«à“°≈ÿà¡¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠

(p<0.05) ¥â«¬Õ“°“√§Õ·Àâß ∑âÕßºŸ° À√◊Õª«¥»’√…–

°“√‡ª≈’Ë¬π§à“§–·ππ‡©≈’Ë¬ Simpson-

Angus Rating Scale (SAS) À√◊Õ Barnes Akathisia Rating

Scale (BARS) ®“°§à“µ—Èßµâπ‰¡à¡’§«“¡·µ°µà“ß°—πÕ¬à“ß

¡’π—¬ ”§—≠√–À«à“ß°≈ÿà¡ quetiapine °—∫°≈ÿà¡¬“À≈Õ°

extrapyramidal symptoms (EPS) æ∫√âÕ¬≈– 6.7 „π°≈ÿà¡

300 ¡°.µàÕ«—π √âÕ¬≈– 8.9 „π°≈ÿà¡ 600 ¡°.µàÕ«—π ·≈–

√âÕ¬≈– 2.2 „π°≈ÿà¡¬“À≈Õ° °“√∂Õπµ—«®“°°“√»÷°…“

‡π◊ËÕß®“° EPS ‡∑à“°—∫√âÕ¬≈– 6.7 „π¢π“¥ 300 ¡°.

µàÕ«—π √âÕ¬≈– 8.9 „π¢π“¥ 600 ¡°.µàÕ«—π ·≈–

√âÕ¬≈– 2.2 „π°≈ÿà¡¬“À≈Õ°  à«π°“√‡°‘¥ treatment-

emergent mania ‰¡àæ∫§«“¡·µ°µà“ß√–À«à“ß°≈ÿà¡

quetiapine °—∫°≈ÿà¡¬“À≈Õ°

¢. BOLDER II
Õ“°“√‰¡àæ÷ßª√– ß§åµà“ßÊ ¡’≈—°…≥–

§≈â“¬§≈÷ß°—∫ BOLDER I ·≈–‰¡àæ∫Õ“°“√‰¡àæ÷ßª√– ß§å

∑’Ë√ÿπ·√ß (√Ÿª∑’Ë 4) °“√∂Õπµ—«®“°°“√»÷°…“‡π◊ËÕß®“°
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Õ“°“√‰¡àæ÷ßª√– ß§åæ∫√âÕ¬≈– 8.1  ”À√—∫¢π“¥

300 ¡°.µàÕ«—π √âÕ¬≈– 11.2  ”À√—∫¢π“¥ 600 ¡°.µàÕ«—π

·≈–√âÕ¬≈– 1.2  ”À√—∫¬“À≈Õ° Õÿ∫—µ‘°“√≥å°“√‡°‘¥

treatment-emergent mania „π°≈ÿà¡ quetiapine µË”°«à“

°≈ÿà¡¬“À≈Õ° ‰¡à¡’§«“¡·µ°µà“ß¢Õß°“√‡ª≈’Ë¬π·ª≈ß

¢Õß§à“§–·ππ‡©≈’Ë¬ SAS ·≈– BARS ®“°§à“µ—Èßµâπ®π∂÷ß

®ÿ¥ ‘Èπ ÿ¥°“√»÷°…“√–À«à“ß°≈ÿà¡ quetiapine ·≈–

°≈ÿà¡¬“À≈Õ° Õ“°“√‰¡àæ÷ßª√– ß§å‡°’Ë¬«°—∫ EPS

æ∫√âÕ¬≈– 12.3  ”À√—∫ quetiapine 300 ¡°.µàÕ«—π

√âÕ¬≈– 10.1  ”À√—∫ 600 ¡°.µàÕ«—π ·≈–√âÕ¬≈– 6.6

 ”À√—∫¬“À≈Õ° ‰¡à¡’°“√∂Õπµ—«®“°°“√»÷°…“‡π◊ËÕß®“°

EPS „π°≈ÿà¡¬“À≈Õ°·≈–°≈ÿà¡ quetiapine 300 ¡°.µàÕ«—π

·µàæ∫°“√∂Õπµ—«√âÕ¬≈– 0.6 „π°≈ÿà¡ quetiapine

600 ¡°.µàÕ«—π

3.2 º≈°“√µ√«®∑“ßÀâÕßªØ‘∫—µ‘°“√

·≈–§à“ —≠≠“≥™’æ

°. BOLDER I
‰¡à¡’§«“¡·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠

∑“ß§≈‘π‘°®“°§à“µ—Èßµâπ ”À√—∫§à“ —≠≠“≥™’æ (vital signs)

√«¡∑—Èßº≈§≈◊Ëπ‰øøÑ“À—«„® (ECG) ‚≈À‘µ«‘∑¬“ √«¡∂÷ß

§à“ “√‡§¡’„π‡≈◊Õ¥µ—«Õ◊ËπÊ °“√‡ª≈’Ë¬π·ª≈ß§à“ fasting

serum glucose ‡¡◊ËÕ∂÷ß®ÿ¥ ‘Èπ ÿ¥°“√»÷°…“‡∑à“°—∫ 3

¡°.µàÕ¥≈.  ”À√—∫¢π“¥ 300 ¡°.µàÕ«—π ·≈– 6 ¡°.

µàÕ¥≈.  ”À√—∫¢π“¥ 600 ¡°.µàÕ«—π  à«π°≈ÿà¡¬“

À≈Õ°‡∑à“°—∫ 4 ¡°.µàÕ¥≈. πÈ”Àπ—°µ—«‡æ‘Ë¡¢÷Èπ 1.0 °°.

„π°≈ÿà¡ 300 ¡°.µàÕ«—π ‡æ‘Ë¡¢÷Èπ 1.6 °°. „π°≈ÿà¡ 600

¡°.µàÕ«—π ·≈–‡æ‘Ë¡¢÷Èπ 0.2 °°. „π°≈ÿà¡¬“À≈Õ°

√Ÿª∑’Ë 4  Õ“°“√‰¡àæ÷ßª√– ß§å¢Õß quetiapine „π°“√√—°…“ºŸâªÉ«¬ bipolar depression

*p<0.05 ‡∑’¬∫°—∫¬“À≈Õ°∑—Èß¢π“¥ 300 ·≈– 600 ¡°.µàÕ«—π

(„π BOLDER II ‰¡à‰¥â∑”°“√«‘‡§√“–Àå∑“ß ∂‘µ‘‡ª√’¬∫‡∑’¬∫)
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¢. BOLDER II
º≈°“√µ√«®∑“ßÀâÕßªØ‘∫—µ‘°“√·≈–

§à“ —≠≠“≥™’æ„π BOLDER II  Õ¥§≈âÕß°—∫º≈„π

BOLDER I §◊Õ‰¡à¡’§«“¡·µ°µà“ßÕ¬à“ß™—¥‡®π√–À«à“ß

°≈ÿà¡ quetiapine °—∫°≈ÿà¡¬“À≈Õ° ‡¡◊ËÕ ‘Èπ ÿ¥°“√»÷°…“

§à“‡©≈’Ë¬¢Õß fasting serum glucose ‡∑à“°—∫ 89.2 ¡°.µàÕ¥≈.

90.8 ¡°.µàÕ¥≈. ·≈– 91.3 ¡°.µàÕ¥≈.  ”À√—∫ quetiapine

300 ¡°.µàÕ«—π 600 ¡°.µàÕ«—π ·≈– ”À√—∫¬“À≈Õ° µ“¡

≈”¥—∫ °“√‡ª≈’Ë¬π·ª≈ß¢ÕßπÈ”Àπ—°µ—«‡∑à“°—∫ 1.4 °°.

·≈– 1.3 °°. „π°≈ÿà¡ quetiapine ·≈– 0.3 °°. „π°≈ÿà¡

¬“À≈Õ°

4. ¢π“¥¬“·≈–°“√∫√‘À“√¬“

¢π“¥¬“ quetiapine ∑’Ë‡ªìπ‡ªÑ“À¡“¬¢Õß°“√√—°…“

bipolar depression §◊Õ 300 ¡°.µàÕ«—π „Àâ°‘π«—π≈–§√—Èß

°àÕππÕπ «‘∏’°“√„Àâ¬“‡√‘Ë¡®“°¢π“¥ 50 ¡°. „π«—π·√°

100 ¡°. „π«—π∑’Ë Õß 200 ¡°. „π«—π∑’Ë “¡ ·≈– 300 ¡°.

µ—Èß·µà«—π∑’Ë ’Ë‡ªìπµâπ‰ª πÕ°®“°π’È À“°µâÕß°“√„Àâ¬“

„π¢π“¥ 600 ¡°.µàÕ«—π  “¡“√∂ª√—∫¢π“¥¬“‡ªìπ

500 ¡°. „π«—π∑’ËÀâ“ ·≈– 600 „π«—π∑’Ë·ª¥ Õ¬à“ß‰√°Áµ“¡

ª√– ‘∑∏‘¿“æ¢Õß quetiapine „π¢π“¥ 600 ¡°.µàÕ«—π

‰¡à‰¥â¡’§«“¡·µ°µà“ß∑“ß§≈‘π‘°Õ¬à“ß™—¥‡®π°—∫¢π“¥

300 ¡°.µàÕ«—π

Õ¿‘ª√“¬
°àÕπ∑’Ë®–¡’°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß quetiapine

„π°“√√—°…“ bipolar depression π—Èπ ·π«∑“ß°“√√—°…“

À≈“¬·π«∑“ß7,9,10 ·π–π”°“√„™â≈‘‡∑’¬¡À√◊Õ lamotrigine

‡ªìπ¬“≈”¥—∫·√°„π°“√√—°…“ ·µàÀ≈—ß®“°¡’°“√«‘®—¬

BOLDER ¢÷Èπ¡“·≈–æ‘ Ÿ®πå«à“ quetiapine ‡ªìπ¬“∑’Ë¡’

ª√– ‘∑∏‘¿“æ·≈–¡’§«“¡ª≈Õ¥¿—¬„π°“√√—°…“ bipolar

depression ·π«∑“ß°“√√—°…“∑’ËÕÕ°¡“√–¬–À≈—ß11 ®÷ß®—¥

quetiapine ‡ªìπ¬“≈”¥—∫·√°‡™àπ‡¥’¬«°—∫≈‘‡∑’¬¡À√◊Õ

lamotrigine πÕ°®“°π’È quetiapine ‡ªìπ¬“¢π“π≈à“ ÿ¥∑’Ë

‰¥â√—∫°“√√—∫√Õßª√– ‘∑∏‘¿“æ®“°Õß§å°“√Õ“À“√·≈–

¬“ À√—∞Õ‡¡√‘°“„πªï §.». 2006 „Àâ„™â√—°…“ bipolar

depression ·∫∫¬“¢π“π‡¥’¬« (‚¥¬‡ªìπ¬“¢π“π∑’Ë Õß

µàÕ®“° OFC ∑’Ë‰¥â√—∫°“√√—∫√Õßª√– ‘∑∏‘¿“æ„πªï

§.». 2003) ´÷Ëß°àÕπÀπâ“π’È quetiapine ‰¥â°“√√—∫√Õß

ª√– ‘∑∏‘¿“æ„π°“√√—°…“¿“«– mania ∑—Èß°“√„™â·∫∫

¬“¢π“π‡¥’¬«·≈–°“√„™â·∫∫¬“º ¡ (combination

treatment) √à«¡°—∫≈‘‡∑’¬¡À√◊Õ valproate

∑—Èß BOLDER I ·≈– II · ¥ß„Àâ‡ÀÁπ«à“ quetiapine

‡ªìπ¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ bipolar depression

Õ“°“√´÷¡‡»√â“¢ÕßºŸâªÉ«¬¥’¢÷ÈπÕ¬à“ß√«¥‡√Á«·≈–µàÕ‡π◊ËÕß

°“√µÕ∫ πÕßµàÕ°“√√—°…“·≈–°“√ ß∫¢Õß‚√§„π°≈ÿà¡

∑’Ë‰¥â√—∫ quetiapine  Ÿß°«à“°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°Õ¬à“ß

¡’π—¬ ”§—≠ πÕ°®“°Õ“°“√´÷¡‡»√â“·≈â« quetiapine

¬—ß¡’ª√– ‘∑∏‘¿“æ„π°“√≈¥Õ“°“√«‘µ°°—ß«≈´÷Ëß‡ªìπ

Õ“°“√∑’Ëæ∫‰¥â∫àÕ¬„πºŸâªÉ«¬ bipolar disorder ·≈–‡ªìπ

Õ“°“√∑’Ëæ∫®“°°“√∑’ËºŸâªÉ«¬¡’¿“«–‚√§√à«¡ (comorbidity)

¢Õß‚√§«‘µ°°—ß«≈ (anxiety disorder)35 º≈°“√»÷°…“¬—ß

æ∫«à“ quetiapine ™à«¬„ÀâºŸâªÉ«¬¡’§ÿ≥¿“æ™’«‘µ∑’Ë¥’¢÷Èπ

Õ’°¥â«¬

°“√«‘‡§√“–ÀåºŸâªÉ«¬°≈ÿà¡¬àÕ¬· ¥ß„Àâ‡ÀÁπ«à“

quetiapine ¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ bipolar I

depression ·≈–ºŸâªÉ«¬∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling

Õ¬à“ß‰√°Áµ“¡ „πºŸâªÉ«¬ bipolar II depression º≈°“√»÷°…“

æ∫«à“ quetiapine ¡’ª√– ‘∑∏‘¿“æ∑—Èß‡Àπ◊Õ°«à“·≈–

‰¡à·µ°µà“ß®“°¬“À≈Õ° ¥—ßπ—Èπ°“√»÷°…“ª√– ‘∑∏‘¿“æ

¢Õß quetiapine ‡©æ“–„πºŸâªÉ«¬ bipolar II depression

®÷ß‡ªìπ‡√◊ËÕß∑’Ëπà“ π„®·≈–√Õ°“√æ‘ Ÿ®πå πÕ°®“°π’È

¬—ß‰¡à¡’°“√»÷°…“‡ª√’¬∫‡∑’¬∫·∫∫ head to head √–À«à“ß

quetiapine °—∫¬“µ—«Õ◊Ëπ∑’Ë¡’ª√– ‘∑∏‘¿“æ ‡™àπ ≈‘‡∑’¬¡À√◊Õ

lamotrigine «à“¡’§«“¡‡À¡◊ÕπÀ√◊Õ§«“¡·µ°µà“ß¢Õß

ª√– ‘∑∏‘¿“æ¢Õß¬“À√◊Õ‰¡àÕ¬à“ß‰√

°“√»÷°…“∑—Èß BOLDER I ·≈– II · ¥ß„Àâ‡ÀÁπ«à“

quetiapine ‡ªìπ¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ bipolar

depression  ”À√—∫°“√√—°…“√–¬–‡©’¬∫æ≈—π (acute
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treatment) ·µàª√– ‘∑∏‘¿“æ¢Õß quetiapine  ”À√—∫

°“√√—°…“√–¬–µàÕ‡π◊ËÕß (continuation treatment) ‡æ◊ËÕ

ªÑÕß°—π°“√°”‡√‘∫ (relapse) ·≈–°“√√—°…“√–¬–¬“«

(maintenance À√◊Õ long-term treatment) ‡æ◊ËÕªÑÕß°—π

°“√°≈—∫‡ªìπ´È” (recurrence) „πºŸâªÉ«¬ bipolar depression

¬—ß‰¡à¡’¢âÕ¡Ÿ≈∑’Ë™—¥‡®π¡“°π—°·≈–‡ªìπª√–‡¥Áπ∑’Ëπà“»÷°…“

«‘®—¬‡ªìπÕ¬à“ß¡“°‡æ◊ËÕ®–°àÕ„Àâ‡°‘¥Õß§å§«“¡√Ÿâ‡°’Ë¬«°—∫

°“√√—°…“ bipolar depression ∑’Ë ¡∫Ÿ√≥å¬‘Ëß¢÷Èπ

·¡â«à“ BOLDER ®–‡ªìπ°“√»÷°…“ quetiapine

¢π“¥ 300 ·≈– 600 ¡°.µàÕ«—π ´÷Ëß∑—Èß Õß¢π“¥‰¥â√—∫

°“√√—∫√Õß„Àâ„™â„π°“√√—°…“ bipolar depression ·µà„π

∑“ßªØ‘∫—µ‘¢π“¥¬“ 300 ¡°.µàÕ«—π ‡ªìπ¢π“¥¬“∑’Ë·π–π”

 ”À√—∫°“√„™â√—°…“‡π◊ËÕß®“°„π¿“æ√«¡·≈â«¢π“¥¬“

600 ¡°.µàÕ«—π ‰¡à‰¥â¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“Õ¬à“ß™—¥‡®π

Õ’°∑—Èß°“√∑πµàÕ¬“‰¥â ”À√—∫ quetiapine ∑—Èß Õß¢π“¥

°Á‰¡à·µ°µà“ß°—π¡“°π—°

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

mood-stabilizing ¡’ ¡¡µ‘∞“π«à“‡°‘¥®“°°“√∑’Ë¬“∑”„Àâ

‡°‘¥§«“¡ ¡¥ÿ≈√–À«à“ß√–∫∫ dopamine °—∫√–∫∫

serotonin „π∫“ß∫√‘‡«≥¢Õß ¡Õß ·≈–°“√¡’ƒ∑∏‘Ï√—°…“

Õ“°“√ ÷́¡‡»√â“¢Õß¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à‡™◊ËÕ«à“°“√¡’

D
2
 occupancy µË”Õ“®¡’§«“¡ ”§—≠¡“°°«à“°“√¡’ƒ∑∏‘Ï

µàÕ 5-HT
2
  Ÿß36  ”À√—∫°“√¡’ƒ∑∏‘Ï√—°…“Õ“°“√´÷¡‡»√â“

¢Õß quetipine ‡™◊ËÕ«à“‡°’Ë¬«¢âÕß°—∫°“√∑’Ë quetiapine

‡æ‘Ë¡°“√À≈—Ëß dopamine ‚¥¬°“√ÕÕ°ƒ∑∏‘Ïµâ“π 5-HT
2A

receptors ·≈–ÕÕ°ƒ∑∏‘Ï‡ªìπ partial agonist µàÕ 5-HT
1A

receptor ∑’Ë presynaptic dopamine neurons ∫√‘‡«≥ ¡Õß

 à«π prefrontal cortex °“√¡’ dopamine ‡æ‘Ë¡¢÷Èπ„π ¡Õß

∫√‘‡«≥π’È∑”„ÀâÕ“√¡≥å´÷¡‡»√â“¥’¢÷Èπ23

·¡â«à“Õ“°“√§Õ·Àâß ßà«ßπÕπ ßà«ß´÷¡ ‡«’¬π»’√…–

·≈–∑âÕßºŸ° ®–‡ªìπÕ“°“√‰¡àæ÷ßª√– ß§å∑’Ëæ∫∫àÕ¬·≈–

æ∫·µ°µà“ß®“°¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠ ·µà‚¥¬∑—Ë«‰ª

·≈â«ºŸâªÉ«¬ “¡“√∂∑πµàÕ¬“‰¥â¥’ °“√°‘π¬“°àÕππÕπ

®–™à«¬≈¥Õ“°“√ßà«ßπÕπ·≈–Õ“°“√ßà«ß´÷¡‰¥â quetiapine

¡’º≈µàÕ°“√‡ª≈’Ë¬π·ª≈ßπÈ”Àπ—°µ—«‡æ’¬ß‡≈Á°πâÕ¬·≈–

°“√‡ª≈’Ë¬π·ª≈ß¢Õß§à“ fasting serum glucose °Á‰¡à

·µ°µà“ß®“°¬“À≈Õ° ‡™àπ‡¥’¬«°—∫§à“ SAS §à“ BARS

·≈–Õ“°“√µà“ßÊ ¢Õß EPS ∑’Ëæ∫«à“‰¡à·µ°µà“ß®“°¬“

À≈Õ°‡™àπ°—π quetiapine ®÷ß‡ªìπ¬“∑’Ë¡’§«“¡ª≈Õ¥¿—¬

„π°“√„™â√—°…“ bipolar depression

 √ÿª
°“√„™â quetiapine ·∫∫¬“¢π“π‡¥’¬«∑—Èß¢π“¥

300 À√◊Õ 600 ¡°.µàÕ«—π ≈â«π¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“

ºŸâªÉ«¬ bipolar depression ‰¡à«à“®–¡’°“√¥”‡π‘π‚√§‡ªìπ

rapid cycling À√◊Õ‰¡à quetiapine ™à«¬„ÀâÕ“°“√´÷¡‡»√â“

·≈–Õ“°“√«‘µ°°—ß«≈¥’¢÷ÈπÕ¬à“ß√«¥‡√Á«·≈–µàÕ‡π◊ËÕß ·≈–

∑”„ÀâºŸâªÉ«¬¡’§ÿ≥¿“æ™’«‘µ¥’¢÷Èπ ºŸâªÉ«¬ “¡“√∂∑πµàÕ¬“

‰¥â¥’·≈–‰¡à‡æ‘Ë¡§«“¡‡ ’Ë¬ßµàÕ°“√‡°‘¥ treatment-emergent

mania Õ“°“√‰¡àæ÷ßª√– ß§å∑’Ëæ∫∫àÕ¬‰¥â·°à §Õ·Àâß

ßà«ßπÕπ ßà«ß´÷¡ ¡÷π»’√…– ·≈–∑âÕßºŸ° ®÷ß§«√√–¡—¥√–«—ß

„πºŸâªÉ«¬∑’Ë¡’ cognitive ·≈– motor impairment √«¡∑—Èß

√–«—ß°“√‡°‘¥ orthostatic hypotension ·≈–°“√∑”„Àâ

√–¥—∫πÈ”µ“≈„π‡≈◊Õ¥·≈–πÈ”Àπ—°µ—«‡æ‘Ë¡¢÷Èπ quetiapine

‡ªìπ¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à‡æ’¬ß¢π“π‡¥’¬«∑’Ë¡’¢âÕ¡Ÿ≈

 π—∫ πÿπ«à“‡ªìπ¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“¿“«–

‡©’¬∫æ≈—π∑—Èß Õß¢—È«§◊Õ manic episode ·≈– depressive

episode „πºŸâªÉ«¬ bipolar disorder ·≈–∂Ÿ°®—¥‡ªìπ¬“

Õ—π¥—∫·√°„π°“√√—°…“¢Õß°“√√—°…“¿“«–‡©’¬∫æ≈—π

∑—Èß Õß¢—È«Õ’°¥â«¬
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