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* °Õß®‘µ‡«™·≈–ª√– “∑«‘∑¬“ ‚√ßæ¬“∫“≈æ√–¡ß°ÿÆ‡°≈â“ ∂ππ√“™«‘∂’ °√ÿß‡∑æ 10400

«“√ “√ ¡“§¡®‘µ·æ∑¬å·Ààßª√–‡∑»‰∑¬ 2549; 51(3): 254-272.

«—µ∂ÿª√– ß§å ‡æ◊ËÕ∑∫∑«π∫∑∫“∑∑’Ë ”§—≠¢Õß olanzapine „π°“√‡ªìπ¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë

 ”À√—∫°“√√—°…“ bipolar disorder

«‘∏’°“√»÷°…“ ∫∑§«“¡µà“ßÊ ∂Ÿ°§âπÀ“‚¥¬°“√„™â MedLine ·≈– PubMed ‚¥¬°“√„™â§”«à“

olanzapine ·≈–°“√„™â§” ”§—≠Õ◊ËπÊ ∑’Ë Õ¥§≈âÕß°—∫ bipolar disorder ¢âÕ¡Ÿ≈µà“ßÊ ∑’Ë Õ¥§≈âÕß

°—∫«—µ∂ÿª√– ß§å¢Õß°“√»÷°…“∂Ÿ°∑∫∑«π‚¥¬·∫àßµ“¡√–¬–¢Õß‚√§·≈–™π‘¥¬àÕ¬µà“ß Ê ¢Õß

bipolar disorder

º≈°“√»÷°…“  ¢âÕ¡Ÿ≈µà“ßÊ  π—∫ πÿπª√– ‘∑∏‘¿“æ¢Õß olanzapine „π°“√√—°…“ bipolar disorder

∑—Èß°“√√—°…“√–¬–‡©’¬∫æ≈—π·≈–°“√√—°…“√–¬–¬“« olanzapine ¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ºŸâªÉ«¬

mania °≈ÿà¡¬àÕ¬µà“ßÊ Õ“∑‘ euphoric mania, mixed episode, mania ∑’Ë¡’Õ“°“√‚√§®‘µ, ·≈– mania

∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling „π°“√√—°…“ bipolar depression æ∫«à“°“√„™â olanzapine

√à«¡°—∫ fluoxetine ¡’ª√– ‘∑∏‘¿“æ Ÿß°«à“°“√„™â olanzapine ‡æ’¬ßµ—«‡¥’¬«·≈–°“√„™â¬“À≈Õ° ·≈–

°“√„™â olanzapine ‡æ’¬ßµ—«‡¥’¬«¡’ª√– ‘∑∏‘¿“æ Ÿß°«à“°“√„™â¬“À≈Õ° ‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫°—∫¬“

À≈Õ°æ∫«à“ olanzapine ¬◊¥√–¬–‡«≈“„π°“√°≈—∫‡ªìπ´È”¢Õß‚√§∑—Èß manic ·≈– depressive

episodes ¡’¢âÕ¡Ÿ≈ π—∫ πÿπ∂÷ß∫∑∫“∑¢Õß olanzapine „π°“√„™â‡ªìπ¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë

 ”À√—∫°“√√—°…“√–¬–¬“«‡æ◊ËÕªÑÕß°—π°“√°≈—∫‡ªìπ´È”„π bipolar disorder ∑—Èß manic ·≈– depressive

episodes ‡¡◊ËÕ‡∑’¬∫°—∫¬“À≈Õ° πÕ°®“°π’È¬—ßæ∫«à“ olanzapine ¡’ª√– ‘∑∏‘¿“æ‡™àπ‡¥’¬«°—∫

valproate ·≈–≈‘‡∑’¬¡„π°“√∑”„Àâ°“√À“¬®“°‚√§¬“«π“π¡“°¢÷Èπ °“√„™â olanzapine √à«¡°—∫

¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë (≈‘‡∑’¬¡À√◊Õ valproate) „π°“√√—°…“ mania æ∫«à“¡’º≈¥’°«à“°“√„™â≈‘‡∑’¬¡À√◊Õ

valproate ‡æ’¬ßµ—«‡¥’¬« °“√√—°…“√–¬–¬“«¥â«¬°“√„™â olanzapine √à«¡°—∫≈‘‡∑’¬¡À√◊Õ valproate

™à«¬¬◊¥√–¬–‡«≈“¢Õß°“√À“¬®“°°“√¡’Õ“°“√¢Õß‚√§‡¡◊ËÕ‡∑’¬∫°—∫°“√„™â≈‘‡∑’¬¡À√◊Õ valproate

‡æ’¬ßµ—«‡¥’¬« Õ“°“√‰¡àæ÷ßª√– ß§å∑’Ëæ∫∫àÕ¬‰¥â·°à somnolence ßà«ßπÕπ ·≈–πÈ”Àπ—°µ—«‡æ‘Ë¡

 √ÿª olanzapine ¡’∫∑∫“∑ ”§—≠„π°“√√—°…“ bipolar disorder ∑—Èß°“√√—°…“√–¬–‡©’¬∫æ≈—π·≈–

°“√√—°…“√–¬–¬“«‰¡à«à“®–‡ªìπ°“√„™â¬“‡æ’¬ßµ—«‡¥’¬«À√◊Õ°“√„™â¬“·∫∫º ¡

§” ”§—≠  bipolar disorder, olanzapine, ¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë, ª√– ‘∑∏‘¿“æ, §«“¡ª≈Õ¥¿—¬
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Objective: To review the potential role of olanzapine as a mood stabilizer for the treatment of

bipolar disorder.

Method:  A MedLine and PubMed literature search of papers was conducted using the names

of olanzapine and a number of key terms relevant to bipolar disorder. Data pertinent to the

objective was reviewed according to the various phases and subtypes of bipolar disorder.

Results: The data is substantive for the use of olanzapine in both acute and long-term

treatment. In treatment of mania, olanzapine is effective in all patient subgroups, e.g. euphoric

mania, mixed/dysphoric mania, psychotic mania, and mania with rapid cycling course. Olanzapine-

fluoxetine combination is more effective than olanzapine alone or placebo, and olanzapine alone

is more effective than placebo in the treatment of bipolar depression whether the course is

rapid cycling or not. Olanzapine has strong evidence supporting its roles as potential long-term

mood stabilizer to prevent recurrence in bipolar disorder of both manic and depressive episodes

compared with placebo and is found to be as effective as both valproate and lithium in prolonging

remission. The combinations of olanzapine with mood stabilizers (lithium or valproate) have

demonstrated significant beneficial effects compared with lithium or valproate monotherapy in

treatment of acute mania. Long-term use of the combination of olanzapine plus lithium or

valproate prolongs the time spent in symptomatic remission compared with lithium or valproate

monotherapy. The most common adverse events are somnolence, sedation, and weight gain.

Conclusion: Olanzapine plays an important role in the acute treatment and maintenance

treatment of bipolar disorder, both in monotherapy and combination therapy regimens

Keywords:  bipolar disorder, olanzapine, mood stabilizer, efficacy, safety
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∫∑∫“∑¢Õß Olanzapine °—∫°“√‡ªìπ¬“ ∏«—™™—¬ ≈’ÃÀ“π“® æ∫. «∑¡.*
∑”„ÀâÕ“√¡≥å§ß∑’Ë„π Bipolar Disorder

∫∑π”
‡ªìπ‡«≈“°«à“ 50 ªï¡“·≈â«π—∫·µà¡’°“√„™â≈‘‡∑’¬¡

‡ªìπ¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë (mood stabilizer) „π°“√√—°…“

bipolar disorder ´÷Ëß≈‘‡∑’¬¡‰¥â√—∫°“√æ‘ Ÿ®πå·≈â«¡“¡’

ª√– ‘∑∏‘¿“æ„π°“√√—°…“Õ“°“√∑—Èß°“√√—°…“√–¬–

‡©’¬∫æ≈—π (acute treatment) ·≈–°“√√—°…“√–¬–¬“«

(long-term treatment À√◊Õ maintenance treatment) µàÕ

¡“¡’°“√„™â¬“√—°…“‚√§®‘µ (antipsychotics) ‡™àπ chlorpro-

mazine ·≈– haloperidol √«¡∑—Èß°≈ÿà¡¬“°—π™—° ‡™àπ

valproate ·≈– carbamazepine ¡“„™â„π°“√√—°…“ bipolar

mania √«¡∂÷ß°“√„™â¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë√à«¡°—∫¬“·°â

´÷¡‡»√â“ (antidepressants) À√◊Õ°“√„™â¬“°—π™—°∫“ßµ—«

‰¥â·°à lamotrigine ¡“„™â„π°“√√—°…“ bipolar depression

‡ªìπµâπ

π—∫·µà‡√‘Ë¡¡’°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß¬“

√—°…“‚√§®‘µ°≈ÿà¡„À¡à (atypical antipsychotics) „π°“√

√—°…“ manic episode „πªï §.». 1997 ‡ªìπµâπ¡“

º≈°“√»÷°…“æ∫«à“¬“°≈ÿà¡π’È‡ªìπ¬“¡’ª√– ‘∑∏‘¿“æ„π

°“√√—°…“‰¡àµà“ß®“°¬“µâ“π‚√§®‘µ°≈ÿà¡‡¥‘¡ (typical

antipsychotics) √«¡∑—Èß≈‘‡∑’¬¡·≈–°≈ÿà¡¬“°—π™—° Õ’°∑—Èß

¬—ß¡’Õ“°“√‰¡àæ÷ßª√– ß§åµË” ºŸâªÉ«¬¡’°“√∑πµàÕ¬“‰¥â

(tolerability) ¥’ ‡π◊ËÕß®“°¡’°“√»÷°…“Õ¬à“ß°«â“ß¢«“ß

·≈–¡’À≈—°∞“π∑’Ë π—∫ πÿπª√– ‘∑∏‘¿“æ¢Õß¬“∑—Èß°“√

√—°…“√–¬–‡©’¬∫·≈–°“√√—°…“√–¬–¬“« Õ’°∑—Èß¬“°≈ÿà¡

π’È°Á‰¥â√—∫°“√√—∫√Õß®“°Õß§å°“√Õ“À“√·≈–¬“ À√—∞Õ‡¡√‘°“

„Àâ„™â‡ªìπ¬“√—°…“ bipolar disorder  àßº≈„Àâªí®®ÿ∫—ππ’È

∫∑∫“∑¢Õß¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à„π°“√√—°…“ bipolar

disorder ‡æ‘Ë¡¡“°¢÷Èπµ“¡≈”¥—∫ ‚¥¬ olanzapine ‡ªìπ¬“

√—°…“‚√§®‘µ°≈ÿà¡„À¡à∑’Ë¡’°“√»÷°…“°«â“ß¢«“ß¡“°∑’Ë ÿ¥

‡¡◊ËÕ‡∑’¬∫°—∫¬“µ—«Õ◊Ëπ„π°≈ÿà¡‡¥’¬«°—π ‰¥â·°à risperidone,

quetiapine, ziprasidone ·≈– aripiprazole

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

ª√– ‘∑∏‘¿“æ¢Õß olanzapine „π°“√„™â‡ªìπ¬“∑”„Àâ

Õ“√¡≥å§ß∑’Ë ”À√—∫°“√√—°…“ bipolar disorder ∑—Èß°“√

√—°…“√–¬–‡©’¬∫æ≈—π·≈–°“√√—°…“√–¬–¬“« °“√„™â

olanzapine ‡æ’¬ßµ—«‡¥’¬« (monotherapy) ·≈–°“√„™â

olanzapine √à«¡°—∫¬“µ—«Õ◊Ëπ (combination treatment) ‚¥¬

·∫àß bipolar mania ÕÕ°‡ªìπ™π‘¥¬àÕ¬ (subtypes) µà“ßÊ

‰¥â·°à euphoric mania, mixed episode ·≈– dysphoric

mania, mania ∑’Ë¡’Õ“°“√‚√§®‘µ (psychotic mania),

mania ∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling  à«π°“√√—°…“

bipolar depression ·∫àßºŸâªÉ«¬ÕÕ°‡ªìπ¡’À√◊Õ‰¡à¡’°“√

¥”‡π‘π‚√§‡ªìπ rapid cycling  ”À√—∫°“√√—°…“√–¬–

¬“«π—Èπ·∫àßª√– ‘∑∏‘¿“æ¢Õß olanzapine µ“¡°“√¥”‡π‘π

‚√§«à“¡’À√◊Õ‰¡à¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling πÕ°®“°π’È

∫∑§«“¡π’È¬—ß‰¥â°≈à“«∂÷ßÕ“°“√‰¡àæ÷ßª√– ß§å (adverse

reactions) µà“ßÊ ∑’Ëæ∫‰¥â∫àÕ¬ ·≈–·π«∑“ß°“√∫√‘À“√¬“

olanzapine „π°“√√—°…“ bipolar disorder

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

ºà“π MedLine ·≈– PubMed ‚¥¬°“√„™â§” ”§—≠‰¥â·°à

olanzapine, atypical antipsychotics, mood stabilizers,

mania, depression, mixed state, rapid cycling, bipolar

disorder, safety, tolerability, adverse reactions πÕ°®“°π’È

¬—ß¡’°“√„™â§” ”§—≠º ¡°—π‡æ◊ËÕ„Àâ‡°‘¥§«“¡®”‡æ“–

¡“°¢÷Èπ ·≈–§—¥‡Õ“‡©æ“–°“√»÷°…“∑’Ë‡°’Ë¬«¢âÕß°—∫

olanzapine ∑—Èß°“√»÷°…“·∫∫‡ªî¥ (open-labeled) °“√

»÷°…“·∫∫ª°ªî¥ Õß¥â“π (double-blind) ·≈– meta-

ana-lysis ∑—Èß∑’Ë¡’¬“À≈Õ°‡ªìπµ—«§«∫§ÿ¡·≈–¡’¬“∑’Ë¡’

ª√– ‘∑∏‘¿“æ„π°“√√—°…“‡ªìπµ—«§«∫§ÿ¡ °“√»÷°…“∑’Ë

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

πÕ°®“°π’È ‡Õ° “√Õâ“ßÕ‘ß∑’ËÕ¬Ÿà„π°“√»÷°…“µà“ßÊ ∑’Ë

 ◊∫§âπ‰¥â®–∂Ÿ°æ‘®“√≥“·≈– ◊∫§âπ‡æ‘Ë¡‡µ‘¡Õ’°
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º≈°“√»÷°…“
ª√– ‘∑∏‘¿“æ„π°“√√—°…“¿“«– Mania

¡’¢âÕ¡Ÿ≈∑’Ë· ¥ß„Àâ‡ÀÁπ«à“ olanzapine ‡ªìπ¬“∑’Ë¡’

ª√– ‘∑∏‘¿“æ°«â“ß„π°“√√—°…“ manic episode ™π‘¥

µà“ßÊ ‡™àπ euphoric mania, dysphoric mania, mixed

episode, mania ∑’Ë¡’Õ“°“√‚√§®‘µ À√◊Õ·¡â·µà mania ∑’Ë¡’

°“√¥”‡π‘π‚√§‡ªìπ·∫∫ rapid cycling ·≈–‡ªìπ¬“µ—«

·√°„π¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à∑’Ë‰¥â√—∫°“√√—∫√Õß®“°

Õß§å°“√Õ“À“√·≈–¬“ À√—∞Õ‡¡√‘°“„πªï §.». 2000 «à“

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

»÷°…“‡ª√’¬∫‡∑’¬∫∑—Èß°—∫¬“À≈Õ°1,2 ≈‘‡∑’¬¡3 valproate4,5

·≈– haloperidol6

°. °“√√—°…“¥â«¬°“√„™â¬“µ—«‡¥’¬«
1. °“√√—°…“ euphoric mania
·¡â«à“®–‰¡à¡’°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß

olanzapine „π°“√√—°…“ euphoric mania ‚¥¬‡©æ“– ·µà

°“√»÷°…“∑ÿ°™‘Èπ°Á‰¥â√«¡‡Õ“ºŸâªÉ«¬ euphoric mania ‰«â

®”π«π¡“°æÕ ¡§«√ πÕ°®“°π’È euphoric mania ¬—ß

‡ªìπ¿“«– mania ∑’Ë¡’µÕ∫ πÕßµàÕ°“√√—°…“∑’Ë¥’°«à“

‡¡◊ËÕ‡∑’¬∫°—∫¿“«– mania ™π‘¥Õ◊ËπÊ ‡™àπ mixed episode

À√◊Õ mania ∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ·∫∫ rapid cycling ®÷ß

Õ“® √ÿªº≈°“√»÷°…“‰¥â«à“ olanzapine ¡’ª√– ‘∑∏‘¿“æ

„π°“√√—°…“ euphoric mania

1.1 olanzapine ‡ª√’¬∫‡∑’¬∫°—∫¬“À≈Õ°

Tohen ·≈–§≥–1 ∑”°“√»÷°…“‡ª√’¬∫‡∑’¬∫

ª√– ‘∑∏‘¿“æ ¢Õß olanzapine (N=70) °—∫¬“À≈Õ° (N=69)

„π°“√√—°…“¿“«– mania ‡ªìπ√–¬–‡«≈“ 3  —ª¥“Àå æ∫

«à“ olanzapine ¡’ª√– ‘∑∏‘¿“æ¥’°«à“¬“À≈Õ°Õ¬à“ß¡’π—¬

 ”§—≠∑“ß ∂‘µ‘ ‚¥¬¡’Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“

(response rate) (À¡“¬∂÷ß°“√¡’§à“§–·ππ¢Õß Young

Mania Rating Scale [YMRS] ≈¥≈ß¡“°°«à“√âÕ¬≈– 50)

‡∑à“°—∫√âÕ¬≈– 49 ‡∑’¬∫°—∫√âÕ¬≈– 24  ”À√—∫¬“À≈Õ°

πÕ°®“°π’È°“√≈¥≈ß¢Õß§à“§–·ππ YMRS ¬—ß·µ°µà“ß

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

·√°¢Õß°“√»÷°…“

Tohen ·≈–§≥–2 ∑”°“√»÷°…“‡ª√’¬∫‡∑’¬∫

olanzapine (N=55) °—∫¬“À≈Õ° (N=60) „π°“√√—°…“ºŸâªÉ«¬

mania 115 √“¬‡ªìπ√–¬–‡«≈“ 4  —ª¥“Àåæ∫«à“ °≈ÿà¡∑’Ë

‰¥â√—∫ olanzapine ¡’°“√≈¥≈ß¢Õß§à“§–·ππ YMRS Õ¬à“ß

¡’π—¬ ”§—≠∑“ß ∂‘µ‘‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°

(-14.8 ‡∑’¬∫°—∫ -8.1, p<0.001) √«¡∑—ÈßÕ—µ√“°“√µÕ∫

 πÕßµàÕ°“√√—°…“ (√âÕ¬≈– 65 ‡∑’¬∫°—∫√âÕ¬≈– 43,

p=0.02) ·≈–Õ—µ√“°“√À“¬®“°‚√§ (remission rate)

(À¡“¬∂÷ß°“√¡’§à“§–·ππ¢Õß YMRS ∑’Ë®ÿ¥ ‘Èπ ÿ¥ ≤12

·≈–¡’§à“§–·ππ¢Õß Hamilton Rating Scale for Depression

[HAM-D] ≤ 8) (√âÕ¬≈– 61 ‡∑’¬∫°—∫√âÕ¬≈– 36, p=0.01)

1.2 olanzapine ‡ª√’¬∫‡∑’¬∫°—∫≈‘‡∑’¬¡

Berk ·≈–§≥–3 »÷°…“‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ

¢Õß olanzapine °—∫≈‘‡∑’¬¡„π°“√√—°…“ºŸâªÉ«¬ mania

®”π«π 30 √“¬‡ªìπ‡«≈“ 4  —ª¥“Àå º≈°“√»÷°…“æ∫«à“

olanzapine („π¢π“¥§ß∑’Ë 10 ¡°.µàÕ«—π) ·≈–≈‘‡∑’¬¡ (800

¡°.µàÕ«—π; ‡©≈’Ë¬ 0.74 mEq/L) ¡’ª√– ‘∑∏‘¿“æ„π°“√

√—°…“‰¡àµà“ß°—π

1.3 olanzapine ‡ª√’¬∫‡∑’¬∫°—∫ valproate

Tohen ·≈–§≥–4 ∑”°“√»÷°…“‡ª√’¬∫‡∑’¬∫

olanzapine (N=125) °—∫ valproate (N=123) „π°“√

√—°…“¿“«– mania ‡ªìπ√–¬–‡«≈“ 3  —ª¥“Àåæ∫«à“ Õ—µ√“

°“√µÕ∫ πÕßµàÕ°“√√—°…“¢Õß olanzapine ‰¡àµà“ß®“°

valproate (√âÕ¬≈– 55 ‡∑’¬∫°—∫√âÕ¬≈– 42, p=0.058) ·µà

¡’Õ—µ√“°“√À“¬®“°‚√§¡“°°«à“ (√âÕ¬≈– 47 ‡∑’¬∫°—∫

√âÕ¬≈– 34, p<0.04) ¢π“¥¬“‡©≈’Ë¬¢Õß olanzapine ‡∑à“°—∫

17.4 ¡°.µàÕ«—π Õ¬à“ß‰√°Áµ“¡ «‘∏’°“√„Àâ valproate „π

°“√»÷°…“π’È‡ªìπ«‘∏’ª°µ‘§◊Õ‡√‘Ë¡µâπ∑’Ë¢π“¥ 750 ¡°.µàÕ«—π

‰¡à„™à°“√„Àâ‚¥¬«‘∏’‡√‘Ë¡„π¢π“¥ Ÿß (20 ¡°.µàÕ°°.µàÕ«—π)

´÷ËßÕ“® àßº≈µàÕª√– ‘∑∏‘¿“æ¢Õß valproate
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∫∑∫“∑¢Õß Olanzapine °—∫°“√‡ªìπ¬“ ∏«—™™—¬ ≈’ÃÀ“π“® æ∫. «∑¡.*
∑”„ÀâÕ“√¡≥å§ß∑’Ë„π Bipolar Disorder

¡’°“√»÷°…“Õ’°™‘Èπ5 ∑’Ë‡ª√’¬∫‡∑’¬∫ olanzapine

(N=57) °—∫ valproate (N=63) „π°“√√—°…“ºŸâªÉ«¬ mania

120 √“¬‡ªìπ‡«≈“ 12  —ª¥“Àå ‚¥¬„Àâ valproate ¥â«¬«‘∏’

°“√‡√‘Ë¡„π¢π“¥ Ÿß (20 ¡°.µàÕ°°.µàÕ«—π) æ∫«à“°“√≈¥

≈ß¢Õß§à“§–·ππ Mania Rating Scale (MRS) „π«—π∑’Ë 21

¢Õß¬“∑—Èß Õß‰¡à·µ°µà“ß°—π (-17.2  ”À√—∫ olanzapine

‡∑’¬∫°—∫ -14.8  ”À√—∫ valproate, p=0.21)

1.4 olanzapine ‡ª√’¬∫‡∑’¬∫°—∫ haloperidol

°“√»÷°…“‡ªìπ√–¬–‡«≈“ 12  —ª¥“Àå¢Õß Tohen

·≈–§≥–6 · ¥ß„Àâ‡ÀÁπ«à“ Õ—µ√“°“√À“¬®“°‚√§„π

 —ª¥“Àå∑’Ë 6 „πºŸâªÉ«¬ mania ∑’Ë‰¥â√—∫°“√√—°…“¥â«¬

olanzapine (N=234) ‡∑à“°—∫√âÕ¬≈– 52 ´÷Ëß‰¡à·µ°µà“ß

®“°ºŸâªÉ«¬∑’Ë‰¥â√—∫°“√√—°…“¥â«¬ haloperidol (N=219) ́ ÷Ëß

¡’Õ—µ√“°“√À“¬®“°‚√§√âÕ¬≈– 46 (p=0.15) πÕ°®“°π’È

‡¡◊ËÕµ‘¥µ“¡ºŸâªÉ«¬µàÕ‰ªÕ’° 6  —ª¥“Àåæ∫«à“ Õ—µ√“°“√

°”‡√‘∫¢Õß‚√§ (relapse rate) ¥â«¬ mood episode

(∑—Èß manic episode ·≈– depressive episode) °Á‰¡à·µ°µà“ß

°—π (√âÕ¬≈– 13  ”À√—∫ olanzapine ‡∑’¬∫°—∫√âÕ¬≈– 15

 ”À√—∫ haloperidol, p=0.56)

2. °“√√—°…“ mixed episode
2.1 olanzapine ‡ª√’¬∫‡∑’¬∫°—∫¬“À≈Õ°

°“√»÷°…“ 2 ™‘Èπ1,2 ∑’Ë‡ª√’¬∫‡∑’¬∫ olanzapine °—∫

¬“À≈Õ°„π°“√√—°…“ºŸâªÉ«¬ bipolar disorder (´÷Ëß‰¥â√«¡

‡Õ“ºŸâªÉ«¬∑—Èß¿“«– euphoric mania À√◊Õ mixed episode

‡¢â“‰«â„π°“√»÷°…“) æ∫«à“ olanzapine ¡’ª√– ‘∑∏‘¿“æ

‡Àπ◊Õ°«à“¬“À≈Õ°„π°“√√—°…“ manic episode ‚¥¬

°“√»÷°…“™‘Èπ·√°1 ¡’ºŸâªÉ«¬ mixed episode √âÕ¬≈– 17

 à«π°“√»÷°…“™‘Èπ∑’Ë Õß2 ¡’ºŸâªÉ«¬ mixed episode

√âÕ¬≈– 43  Baldessarini ·≈–§≥–7 ‰¥âπ”°“√»÷°…“∑—Èß

2 ™‘Èπ¥—ß°≈à“«¡“∑”°“√«‘‡§√“–Àå√«¡°—π‚¥¬·∫àßºŸâªÉ«¬

‡ªìπ°≈ÿà¡¬àÕ¬ 10 °≈ÿà¡‡æ◊ËÕ‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ¢Õß

olanzapine (N=125) °—∫¬“À≈Õ° (N=129) æ∫«à“ ºŸâªÉ«¬

mixed episode ∑’Ë‰¥â√—∫ olanzapine ¡’°“√µÕ∫ πÕßµàÕ

°“√√—°…“√âÕ¬≈– 67 ¢≥–∑’Ë¬“À≈Õ°¡’°“√µÕ∫ πÕß

√âÕ¬≈– 49 ´÷Ëß¡’§«“¡·µ°µà“ß°—πÕ¬à“ß¡’π—¬ ”§—≠∑“ß

 ∂‘µ‘ (p<0.001)

2.2 olanzapine ‡ª√’¬∫‡∑’¬∫°—∫ valproate

°“√»÷°…“‡ª√’¬∫‡∑’¬∫ olanzapine (N=125) °—∫

valproate (N=123) „π°“√√—°…“ manic episode ‡ªìπ‡«≈“

3  —ª¥“Àåæ∫«à“°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine ¡’°“√≈¥≈ß¢Õß

YMRS ¡“°°«à“°≈ÿà¡∑’Ë‰¥â√—∫ valproate ‚¥¬√âÕ¬≈– 43 ¢Õß

ºŸâªÉ«¬∑’Ë∑”°“√»÷°…“‡ªìπ mixed episode4 Õ¬à“ß‰√°Áµ“¡

°“√»÷°…“π’È‰¡à‰¥â¡’°“√«‘‡§√“–Àå°≈ÿà¡¬àÕ¬‡©æ“–ºŸâªÉ«¬

mixed episode

2.3 olanzapine ‡ª√’¬∫‡∑’¬∫°—∫ haloperidol

°“√»÷°…“‡ª√’¬∫‡∑’¬∫ olanzapine (N=234) °—∫

haloperidol (N=219) „π°“√√—°…“ bipolar mania ‡ªìπ√–¬–

‡«≈“ 12  —ª¥“Àå´÷Ëßæ∫«à“ olanzapine ¡’ª√– ‘∑∏‘¿“æ

‰¡àµà“ß®“° haloperidol „π°“√√—°…“ manic episode π—Èπ

„π°“√»÷°…“π’ÈºŸâªÉ«¬√âÕ¬≈– 6 ‡ªìπ mixed episode6

3. °“√√—°…“ mania ∑’Ë¡’Õ“°“√‚√§®‘µ
®“°°“√»÷°…“¬âÕπÀ≈—ßºŸâªÉ«¬ 150 √“¬∑’Ë¡’

Õ“°“√‚√§®‘µ ¡’ºŸâªÉ«¬ 47 √“¬ (√âÕ¬≈– 31) ‰¥â√—∫°“√

«‘π‘®©—¬«à“‡ªìπ bipolar disorder ∑’Ë¡’Õ“°“√‚√§®‘µ√à«¡¥â«¬

À≈—ß°“√‰¥â√—∫ olanzapine 39 √“¬¡’Õ“°“√¥’¢÷Èπª“π

°≈“ß∂÷ß¥’¢÷ÈπÕ¬à“ß¡“° ¢≥–∑’Ë 8 √“¬Õ“°“√‰¡à¥’¢÷Èπ

À√◊Õ¥’¢÷Èπ‡æ’¬ß‡≈Á°πâÕ¬8

3.1 olanzapine ‡ª√’¬∫‡∑’¬∫°—∫¬“À≈Õ°

‡¡◊ËÕπ”¢âÕ¡Ÿ≈¢Õß°“√»÷°…“∑’Ë ‡ª√’¬∫‡∑’¬∫

olanzapine °—∫¬“À≈Õ°„π°“√√—°…“ manic episode

®”π«π 2 ™‘Èπ1,2 ¡“√«¡°—π (N=254) ·≈–∑”°“√

«‘‡§√“–ÀåºŸâªÉ«¬°≈ÿà¡¬àÕ¬§◊ÕºŸâªÉ«¬∑’Ë¡’Õ“°“√‚√§®‘µ

√à«¡¥â«¬æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ olanzapine (N=72) ¡’Õ—µ√“

°“√µÕ∫ πÕßµàÕ°“√√—°…“√âÕ¬≈– 56.9 ¢≥–∑’Ë°≈ÿà¡∑’Ë

‰¥â√—∫¬“À≈Õ° (N=66) ¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“

√âÕ¬≈– 33.3 ´÷Ëß·µ°µà“ß°—πÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘



J Psychiatr Assoc Thailand
Vol. 51 No. 3 July - September 2006 259

The Role of Olanzapine as a Mood Thawatchai Leelahanaj MD., M.Sc.*
Stabilizer in Bipolar Disorder

(p<0.001) ‚¥¬ olanzapine ¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“¬“

À≈Õ° 1.75 ‡∑à“ (95%CI=1.39-2.21)  ”À√—∫ºŸâªÉ«¬∑’Ë

‰¡à¡’Õ“°“√‚√§®‘µ√à«¡¥â«¬π—Èπ ·¡â°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine

(N=53) ¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“√âÕ¬≈– 73.6 ·≈–

°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ° (N=63) ¡’°“√µÕ∫ πÕß√âÕ¬≈– 36.9

´÷Ëß·µ°µà“ß°—πÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘ (p<0.001) ·µà

§«“¡·µ°µà“ß¥—ß°≈à“«°≈—∫πâÕ¬°«à“ºŸâªÉ«¬ mania ∑’Ë¡’

Õ“°“√‚√§®‘µ√à«¡¥â«¬ ‚¥¬ olanzapine ¡’ª√– ‘∑∏‘¿“æ

‡Àπ◊Õ°«à“¬“À≈Õ° 1.57 ‡∑à“ (95%CI=1.30-1.90)7

3.2 olanzapine ‡ª√’¬∫‡∑’¬∫°—∫ valproate

°“√«‘‡§√“–Àå°≈ÿà¡¬àÕ¬‡©æ“–ºŸâªÉ«¬ mania ∑’Ë¡’

Õ“°“√‚√§®‘µ (N=114) „π°“√»÷°…“‡ª√’¬∫‡∑’¬∫

olanzapine (N=62) °—∫ valproate (N=52) æ∫«à“ °“√¥’¢÷Èπ

¢ÕßÕ“°“√ªÉ«¬‰¡à¡’§«“¡·µ°µà“ß°—π√–À«à“ß olanzapine

°—∫ valproate (p=0.93)4

3.3 olanzapine ‡ª√’¬∫‡∑’¬∫°—∫ haloperidol

°“√»÷°…“√–¬–‡«≈“ 12  —ª¥“Àå‡ª√’¬∫‡∑’¬∫

olanzapine °—∫ haloperidol „π°“√√—°…“ºŸâªÉ«¬ mania 453

√“¬‚¥¬¡’ºŸâªÉ«¬∑’Ë¡’Õ“°“√‚√§®‘µ√à«¡¥â«¬°≈ÿà¡≈– 130 √“¬

º≈°“√»÷°…“æ∫«à“Õ—µ√“°“√À“¬®“°‚√§„π°≈ÿà¡∑’Ë‰¥â√—∫

olanzapine (√âÕ¬≈– 48.5) ‰¡à·µ°µà“ß®“°°≈ÿà¡∑’Ë‰¥â√—∫

haloperidol (√âÕ¬≈– 49.2)6

4. °“√√—°…“ mania ∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ
rapid cycling

¥—ß‰¥â°≈à“«·≈â«¢â“ßµâπ«à“ olanzapine ¡’ª√– ‘∑∏‘¿“æ

°«â“ß„π°“√√—°…“ bipolar disorder √«¡∑—Èß bipolar disorder

∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling °“√»÷°…“¢Õß

Baldessarini ·≈–§≥–7 æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ olanzapine

(N=44) ¡’Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“¡“°°«à“

°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ° (N=46) Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘

(√âÕ¬≈– 75 ‡∑’¬∫°—∫√âÕ¬≈– 46, p<0.001) ‡™àπ‡¥’¬«°—∫

°“√»÷°…“¢Õß Sanger ·≈–§≥–9 ∑’Ëæ∫«à“ olanzapine

¡’ª√– ‘∑∏‘¿“æ„π°“√≈¥Õ“°“√ mania „πºŸâªÉ«¬ bipolar

disorder ∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling

Vieta ·≈–§≥–10 ‰¥âπ”¢âÕ¡Ÿ≈°“√»÷°…“

ª√– ‘∑∏‘¿“æ¢Õß olanzapine ‡∑’¬∫°—∫¬“À≈Õ°„π°“√

√—°…“ bipolar mania ®”π«π 2 ™‘Èπ1,2 ¡“√«¡°—π (N=254)

·≈â«∑”°“√«‘‡§√“–Àå ‚¥¬¡’ºŸâªÉ«¬ 113 √“¬®“° 254 √“¬

∑’Ë‡¢â“ Ÿà°“√»÷°…“·∫∫‡ªî¥ (open-label) µàÕ‰ªÕ’° 12 ‡¥◊Õπ

º≈°“√»÷°…“æ∫«à“ ºŸâªÉ«¬ mania ∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ

rapid cycling (N=90, √âÕ¬≈– 35) ¡’Õ“¬ÿ‡©≈’Ë¬πâÕ¬°«à“

ºŸâªÉ«¬ mania ∑’Ë‰¡à‰¥â¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling

(N=164, √âÕ¬≈– 35) Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘ (p=0.02)

¡’Õ“°“√‚√§®‘µ√à«¡¥â«¬πâÕ¬°«à“ (p<0.001) ¡’ ¡“™‘°

„π§√Õ∫§√—«ªÉ«¬‡ªìπ bipolar disorder ¡“°°«à“ (p<0.001)

¡’°“√‡ æ “√‡ æµ‘¥ (substance abuse) ¡“°°«à“

(p=0.01) ¡’®”π«π°“√‡¢â“√—∫°“√√—°…“„π‚√§æ¬“∫“≈

°àÕπÀπâ“π’È¡“°°«à“ (p=0.004) ·≈–¡’®”π«π episodes

¡“°°«à“ (p<0.001) °“√µÕ∫ πÕßµàÕ°“√√—°…“¢Õß

olanzapine √–À«à“ß°≈ÿà¡∑’Ë¡’·≈–‰¡à¡’°“√¥”‡π‘π‚√§‡ªìπ

rapid cycling ‰¡à·µ°µà“ß°—π ·¡â„π™à«ß·√°¢Õß°“√»÷°…“

oalnzapine ¡’ª√– ‘∑∏‘¿“æ„π°≈ÿà¡ rapid cycling ¡“°

°°«à“°≈ÿà¡∑’Ë‰¡à„™à rapid cycling (p=0.003) ·≈–„π√–¬–

¬“«°≈ÿà¡∑’Ë‰¡à„™à rapid cycling ¡’°“√À“¬®“°‚√§¡“°°«à“

(p=0.05) °“√»÷°…“ √ÿª‰¥â«à“ „π°“√√—°…“√–¬– —Èπ°≈ÿà¡

rapid cycling ¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“¥’°«à“ ¢≥–

∑’Ëº≈°“√√—°…“√–¬–¬“«„π°≈ÿà¡∑’Ë‰¡à„™à rapid cycling

¥’°«à“°≈ÿà¡ rapid cycling

5. ªí®®—¬∑’Ë¡’º≈µàÕ°“√µÕ∫ πÕßµàÕ olanzapine
„π°“√√—°…“¿“«– mania

ºŸâ∑’Ë‡√‘Ë¡ªÉ«¬µ—Èß·µàÕ“¬ÿπâÕ¬ ‰¡à¡’ª√–«—µ‘°“√‡ æ

 “√‡ æµ‘¥ ·≈–‰¡à‡§¬‰¥â√—∫¬“√—°…“‚√§®‘µ¡“°àÕπ √«¡

∑—Èß¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling ¡’·π«‚πâ¡∑’Ë¡’°“√

µÕ∫ πÕß∑’Ë¥’µàÕ olanzapine1,7,9

Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“¢Õß olanzapine

‡∑’¬∫°—∫¬“µ—«Õ◊Ëπ„π°“√√—°…“¿“«– mania  √ÿª‰¥â¥—ß

¿“æ∑’Ë 1



«“√ “√ ¡“§¡®‘µ·æ∑¬å·Ààßª√–‡∑»‰∑¬
ªï∑’Ë 51 ©∫—∫∑’Ë 3 °√°Æ“§¡ - °—π¬“¬π 2549260

∫∑∫“∑¢Õß Olanzapine °—∫°“√‡ªìπ¬“ ∏«—™™—¬ ≈’ÃÀ“π“® æ∫. «∑¡.*
∑”„ÀâÕ“√¡≥å§ß∑’Ë„π Bipolar Disorder

¢. °“√√—°…“¥â«¬°“√„™â¬“·∫∫º ¡
1. °“√√—°…“ euphoric mania
‡™àπ‡¥’¬«°—∫°“√√—°…“¥â«¬°“√„™â¬“µ—«‡¥’¬«∑’Ë

·¡â«à“®–‰¡à¡’°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß°“√„™â

olanzapine √à«¡°—∫¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë (≈‘‡∑’¬¡À√◊Õ

valproate) „π°“√√—°…“ euphoric mania ‚¥¬‡©æ“– ·µà

°“√»÷°…“∂÷ß°“√„™â¬“·∫∫º ¡°Á¡’ºŸâªÉ«¬ euphoric mania

‡¢â“ Ÿà°“√»÷°…“®”π«π¡“° Tohen ·≈–§≥–11 ∑”°“√

»÷°…“‡ªìπ√–¬–‡«≈“ 6  —ª¥“Àå‡æ◊ËÕ‡ª√’¬∫‡∑’¬∫

ª√– ‘∑∏‘¿“æ¢Õß olanzapine °—∫¬“À≈Õ° „π°“√„Àâ

√à«¡°—∫≈‘‡∑’¬¡À√◊Õ valproate  ”À√—∫°“√√—°…“ºŸâªÉ«¬

mania ∑’Ë‰¥â√—∫≈‘‡∑’¬¡À√◊Õ valproate ¡“°àÕπ·≈â«Õ¬à“ß

πâÕ¬ 2  —ª¥“Àå·µà¬—ß§ß¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“∑’Ë

‰¡à¥’æÕ º≈°“√»÷°…“æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ olanzapine √à«¡

°—∫≈‘‡∑’¬¡À√◊Õ valproate (N=229, ¡’ºŸâªÉ«¬ euphoric mania

®”π«π 104 √“¬) ¡’°“√≈¥≈ß¢Õß§à“§–·ππ YMRS Õ¬à“ß

¡’π—¬ ”§—≠∑“ß ∂‘µ‘‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°

√à«¡°—∫≈‘‡∑’¬¡À√◊Õ valproate (N=115, ¡’ºŸâªÉ«¬ euphoric

mania ®”π«π 61 √“¬) (-13.11 ‡∑’¬∫°—∫ -9.10, p=0.003)

Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“°Á Ÿß°«à“‡™àπ°—π (√âÕ¬≈–

68 ‡∑’¬∫°—∫√âÕ¬≈– 45, p<0.001)

2. °“√√—°…“ mixed episode ·≈– dysphoric
mania

‡¡◊ËÕ„Àâ olanzapine √à«¡°—∫≈‘‡∑’¬¡À√◊Õ valproate

„πºŸâªÉ«¬¿“«– euphoric mania À√◊Õ mixed episode

∑’Ë‰¡àµÕ∫ πÕßµàÕ°“√„Àâ≈‘‡∑’¬¡À√◊Õ valproate ‡æ’¬ß

™π‘¥‡¥’¬« æ∫«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫ olanzapine √à«¡¥â«¬¡’

°“√µÕ∫ πÕßµàÕ°“√√—°…“¥’°«à“ºŸâªÉ«¬∑’Ë‰¥â≈‘‡∑’¬¡À√◊Õ

valproate ‡æ’¬ß™π‘¥‡¥’¬« ‡¡◊ËÕ∑”°“√«‘‡§√“–Àå‡©æ“–ºŸâªÉ«¬

mixed episode (N=175) æ∫«à“ ºŸâªÉ«¬∑’Ë‰¥â√—∫ olanzapine

√à«¡¥â«¬ (N=121) ¡’°“√≈¥≈ß¢Õß§à“ YMRS ¡“°°«à“ºŸâªÉ«¬

∑’Ë‰¥â√—∫‡æ’¬ß≈‘‡∑’¬¡À√◊Õ valproate (N=54) (12.92 §–·ππ

‡∑’¬∫°—∫ 7.46 §–·ππ)  ”À√—∫ºŸâªÉ«¬ mixed episode

∑’Ë¡’Õ“°“√´÷¡‡»√â“√–¥—∫ª“π°≈“ß∂÷ß¡“° (§à“ HAM-D

total score ≥20) æ∫«à“°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine √à«¡¥â«¬

(N=51) ¡’°“√≈¥≈ß¢Õß§à“ HAM-D ∂÷ß 10.31 §–·ππ

´÷Ëß·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡∑’Ë‰¥â√—∫

‡æ’¬ß≈‘‡∑’¬¡À√◊Õ valproate (N=21) ∑’Ë¡’°“√≈¥≈ß¢Õß§à“

HAM-D ‡æ’¬ß 1.57 §–·ππ ‡¡◊ËÕæ‘®“√≥“„π·ßà¢Õß°“√

µÕ∫ πÕßµàÕ°“√√—°…“ (§à“ HAM-D ¥’¢÷Èπ≥ √âÕ¬≈– 50)

°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine √à«¡¥â«¬¡’°“√µÕ∫ πÕß√âÕ¬≈–

43 ¢≥–∑’Ë°≈ÿà¡∑’Ë‰¥â√—∫¬“‡æ’¬ß™π‘¥‡¥’¬«µÕ∫ πÕßµàÕ

°“√√—°…“‡æ’¬ß√âÕ¬≈– 9.511

πÕ°®“°π’È olanzapine ¬—ß‡ªìπ¬“√—°…“‚√§®‘µ

°≈ÿà¡„À¡àµ—«·√°∑’Ë¡’°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß¬“„π

°“√√—°…“ºŸâªÉ«¬¿“«– dysphoric mania ‚¥¬∑”°“√

«‘‡§√“–ÀåºŸâªÉ«¬°≈ÿà¡¬àÕ¬‡©æ“–∑’Ë‡ªìπ dysphoric mania

®”π«π 85 √“¬®“°®”π«πºŸâªÉ«¬ mania ∑—ÈßÀ¡¥ 344 √“¬

∑’Ë‰¥â√—∫ olanzapine À√◊Õ¬“À≈Õ°√à«¡°—∫≈‘‡∑’¬¡À√◊Õ

valproate ‚¥¬π‘¬“¡¿“«– dysphoric mania «à“À¡“¬

∂÷ß°“√¡’§à“§–·ππ√«¡¢Õß Hamilton Rating Scale for

Depression (HRSD) ≥20 º≈°“√«‘‡§√“–Àå· ¥ß„Àâ‡ÀÁπ

¿“æ∑’Ë 1 Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“ (√âÕ¬≈–) ¢Õß

olanzapine ‡∑’¬∫°—∫¬“µ—«Õ◊Ëπ„π°“√√—°…“¿“«–

mania (®“°‡Õ° “√Õâ“ßÕ‘ßÀ¡“¬‡≈¢ 1, 2, 4,

·≈– 7) (OLZ=olanzapine, PBO=placebo,

VPA=valproate) OLZ vs PBO: p<0.001, OLZ

vs VPA: p=0.058
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«à“°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine √à«¡°—∫≈‘‡∑’¬¡À√◊Õ valproate

¡’°“√≈¥≈ß¢Õß§à“ HRSD ¡“°°«à“°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°

√à«¡°—∫≈‘‡∑’¬¡À√◊Õ valproate Õ¬à“ß¡’π—¬ ”§—≠∑“ß

 ∂‘µ‘∑—Èß„π·ßà¢ÕßÕ“°“√´÷¡‡»√â“·≈–§«“¡§‘¥§à“µ—«µ“¬12

3. °“√√—°…“ mania ∑’Ë¡’Õ“°“√‚√§®‘µ
°“√»÷°…“¢Õß Tohen ·≈–§≥–11 ¡’ºŸâªÉ«¬ mania

∑’Ë¡’Õ“°“√‚√§®‘µ®”π«π 114 √“¬ ‚¥¬ 75 √“¬‰¥â√—∫

°“√√—°…“¥â«¬ olanzapine √à«¡°—∫≈‘‡∑’¬¡À√◊Õ valproate

 à«π 39 √“¬‰¥â√—∫°“√√—°…“¥â«¬¬“À≈Õ°√à«¡°—∫

≈‘‡∑’¬¡À√◊Õ valproate º≈°“√»÷°…“æ∫«à“ °“√„™â

olanzapine ‡ªìπ¬“‡ √‘¡™à«¬‡æ‘Ë¡ª√– ‘∑∏‘¿“æ„π°“√

√—°…“ºŸâªÉ«¬ mania ∑’Ë¡’°“√µÕ∫ πÕß‰¡à¥’æÕµàÕ

≈‘‡∑’¬¡À√◊Õ valproate

§. Systematic reviews ·≈– Meta-analysis
®“° Cochrane reviews ‚¥¬ Rendell ·≈–§≥–13

´÷Ëß‰¥â∑∫∑«π°“√»÷°…“®”π«π 6 ™‘Èπ1-6 ¡’ºŸâªÉ«¬®”π«π

∑—Èß ‘Èπ 1,422 √“¬ º≈°“√»÷°…“æ∫«à“ olanzapine ¡’

ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“¬“À≈Õ°„π°“√≈¥≈ß¢Õß§à“

§–·ππ YMRS ‰¡à«à“®–‡ªìπ°“√„™â¬“‡æ’¬ßµ—«‡¥’¬«

(weighted mean difference [WMD]= -5.94, 95%CI -9.09

∂÷ß -2.80) À√◊Õ°“√„™â olanzapine √à«¡°—∫≈‘‡∑’¬¡À√◊Õ

valproate (WMD -4.01, 95%CI -6.06 ∂÷ß -1.96) ‡¡◊ËÕ

‡ª√’¬∫‡∑’¬∫°—∫ valproate æ∫«à“ olanzapine ¡’

ª√– ‘∑∏‘¿“æ„π°“√≈¥Õ“°“√ mania ‰¥â¥’°«à“ (standard-

ized mean difference [SMD]= -0.29, 95%CI -0.50

∂÷ß -0.08) ¢≥–∑’Ë¡’Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“¢Õß

olanzapine ‰¡à·µ°µà“ß®“° haloperidol (relative risk [RR]=

1.03, 95%CI 0.77 ∂÷ß 1.38) Õ¬à“ß‰√°Áµ“¡ Õ—µ√“§«“¡

≈â¡‡À≈«¢Õß°“√‰¥â√—∫°“√√—°…“®π§√∫µ≈Õ¥√–¬–‡«≈“

°“√»÷°…“¡’ Ÿß ´÷ËßÕ“®∑”„Àâ‡°‘¥Õ§µ‘ (bias) „π°“√

ª√–¡“≥°“√ª√– ‘∑∏‘¿“æ¢Õß¬“‰¥â

Perlis ·≈–§≥–14 ‰¥â∑” meta-analysis ¢Õß°“√

»÷°…“·∫∫ ÿà¡∑’Ë¡’¬“À≈Õ°‡ªìπµ—«§«∫§ÿ¡ (placebo-

controlled) ‡æ◊ËÕ‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ°—∫¬“√—°…“

‚√§®‘µ°≈ÿà¡„À¡à„π°“√√—°…“¿“«– mania º≈°“√»÷°…“

æ∫«à“ ¬“∑—Èß 5 µ—« (olanzapine, risperidone, quetiapine,

ziprasidone, ·≈– aripiprazole) ¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“

¬“À≈Õ°„π°“√√—°…“¿“«– mania ‰¡à«à“®–‡ªìπ°“√„™â

¬“‡æ’¬ßµ—«‡¥’¬«À√◊Õ°“√„™â√à«¡°—∫¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë

ª√– ‘∑∏‘¿“æ„π°“√√—°…“ Bipolar
depression

Tohen ·≈–§≥–15 ∑”°“√»÷°…“·∫∫ ÿà¡ª°ªî¥

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

¢Õß olanzapine ·≈– olanzapine √à«¡°—∫ fluoxetine

(olanzapine-fluoxetine combination, OFC) „π°“√√—°…“

ºŸâªÉ«¬ bipolar I depression ®”π«π 833 √“¬‡ªìπ√–¬–

‡«≈“ 8  —ª¥“Àå º≈°“√»÷°…“æ∫«à“ ∑—Èß°≈ÿà¡∑’Ë‰¥â√—∫

olanzapine (N=351) ·≈–°≈ÿà¡∑’Ë‰¥â√—∫ OFC (N=86)

¡’°“√≈¥≈ß¢Õß§à“§–·ππ Montgomery Asberg Depres-

sion Rating Scale (MADRS) ·µ°µà“ß®“°°≈ÿà¡∑’Ë‰¥â√—∫

¬“À≈Õ° (N=377) Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘ (p<0.001)

µ—Èß·µà —ª¥“Àå·√°·≈–µàÕ‡π◊ËÕß‰ªµ≈Õ¥√–¬–‡«≈“ 8

 —ª¥“Àå

Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“ (À¡“¬∂÷ß°“√

¡’§à“§–·ππ¢Õß MADRS ≈¥≈ß ≥ √âÕ¬≈– 50 ®“°§à“

µ—Èßµâπ) ‡¡◊ËÕ ‘Èπ ÿ¥°“√»÷°…“ ”À√—∫°≈ÿà¡∑’Ë‰¥â√—∫

olanzapine ‡∑à“°—∫√âÕ¬≈– 39 ´÷Ëß·µ°µà“ßÕ¬à“ß¡’π—¬

 ”§—≠∑“ß ∂‘µ‘°—∫°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°∑’Ë¡’Õ—µ√“°“√

µÕ∫ πÕßµàÕ°“√√—°…“√âÕ¬≈– 30 (p=0.02; odds ra-

tio=1.46; 95%CI=1.07-2.00)  à«π°≈ÿà¡∑’Ë‰¥â√—∫ OFC ¡’

Õ—µ√“°“√µÕ∫ πÕß‡∑à“°—∫√âÕ¬≈– 56 ´÷Ëß Ÿß°«à“∑—Èß

°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ° (p<0.001; odds ratio=2.92;

95%CI=1.79-4.80) ·≈–°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine (p=0.006;

odds ratio=2.00; 95%CI=1.23-3.26)  à«πÕ—µ√“°“√À“¬

®“°‚√§ (À¡“¬∂÷ß °“√¡’§à“§–·ππ¢Õß MADRS ≤12

‡¡◊ËÕ∂÷ß®ÿ¥ ‘Èπ ÿ¥°“√»÷°…“) ‡∑à“°—∫√âÕ¬≈– 33  ”À√—∫

°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine ·≈–√âÕ¬≈– 25  ”À√—∫°≈ÿà¡¬“
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À≈Õ° ́ ÷Ëß·µ°µà“ß°—πÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘ (p=0.02)

 à«π°≈ÿà¡ OFC ¡’Õ—µ√“°“√À“¬®“°‚√§√âÕ¬≈– 49 ´÷Ëß

 Ÿß°«à“Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡¬“

À≈Õ° (p<0.001) ·≈–°≈ÿà¡ olanzapine (p=0.007)

Effect size (ES) ‡ªìπ°“√«—¥¢π“¥ (magnitude) ¢Õß

º≈°“√√—°…“¢Õß¬“µ—«π—Èπ‡¡◊ËÕ‡∑’¬∫°—∫¬“À≈Õ°

(§”π«≥®“°§à“§–·ππ∑’Ë¥’¢÷Èπ¡“°°«à“‡¡◊ËÕ‡∑’¬∫°—∫¬“

À≈Õ°À“√¥â«¬ à«π‡∫’Ë¬ß‡∫π¡“µ√∞“π) ‚¥¬§à“ ES ∑’Ë

πâÕ¬°«à“ 0.4 ®—¥Õ¬Ÿà„π°≈ÿà¡πâÕ¬ §à“ ES 0.4 ∂÷ß 0.79 ®—¥

Õ¬Ÿà„π°≈ÿà¡ª“π°≈“ß·≈– —¡æ—π∏å°—∫Õ“°“√∑“ß§≈‘π‘°

∑’Ë¥’¢÷Èπ ·≈–§à“ ES ∑’Ë¡“°°«à“ 0.79 ®—¥Õ¬Ÿà„π°≈ÿà¡„À≠à

(º≈°“√√—°…“¡’¢π“¥„À≠à) ‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫ ES ‚¥¬„™â

MADRS ®–æ∫«à“ ES ¢Õß olanzapine ‡∑à“°—∫ 0.32, OFC

‡∑à“°—∫ 0.68

MADRS items ®“°°“√«‘‡§√“–Àå·µà≈–¢âÕ¢Õß

MADRS æ∫«à“ olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°®”π«π

3 „π 10 ¢âÕ (‰¥â·°à inner tension, reduced sleep ·≈–

reduced appetite) OFC ‡Àπ◊Õ°«à“¬“À≈Õ°®”π«π 8 „π

10 ¢âÕ (∑ÿ°¢âÕ¬°‡«âπ concentration difficulties ·≈–

suicidal thoughts)

®“°°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß olanzapine ·≈–

OFC „π°“√√—°…“ºŸâªÉ«¬ bipolar depression ∑’Ë¡’°“√

¥”‡π‘π‚√§‡ªìπ rapid cycling æ∫«à“ OFC (N=34) ¡’

ª√– ‘∑∏‘¿“æ„π°“√≈¥Õ“°“√´÷¡‡»√â“¡“°°«à“ olanzapine

(N=142) ·≈–¬“À≈Õ° (N=132) Õ¬à“ß¡’π—¬ ”§—≠∑“ß

 ∂‘µ‘ (p<.05) ¢≥–∑’Ë olanzapine ¡’ª√– ‘∑∏‘¿“æ‰¡àµà“ß

®“°¬“À≈Õ°„π°“√≈¥Õ“°“√´÷¡‡»√â“ ¥—ßπ—Èπ OFC

¡’ª√– ‘∑∏‘¿“æ™—¥‡®π„π°“√√—°…“ bipolar depression

∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling ¢≥–∑’Ëª√– ‘∑∏‘¿“æ

¢Õß olanzapine ¬—ß‰¡à™—¥‡®ππ—°

°“√»÷°…“π’È · ¥ß„Àâ‡ÀÁπª√– ‘∑∏‘¿“æ¢Õß

olanzapine ·≈– OFC „π°“√√—°…“ bipolar depression

´÷Ëß OFC ¡’ª√– ‘∑∏‘¿“æ∑’Ë‡¥àπ™—¥¡“°°«à“ olanzapine ‚¥¬

§√Õ∫§≈ÿ¡∑—ÈßºŸâªÉ«¬∑’Ë¡’·≈–‰¡à¡’°“√¥”‡π‘π‚√§‡ªìπ rapid

cycling πÕ°®“°π’È OFC ¬—ß‡ªìπ¬“µ—«‡¥’¬«„πªí®®ÿ∫—π∑’Ë

‰¥â√—∫°“√√—∫√Õß®“°Õß§å°“√Õ“À“√·≈–¬“ À√—∞Õ‡¡√‘°“

„πªï §.». 2003 «à“‡ªìπ¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“

bipolar depression Õ¬à“ß‰√°Áµ“¡ °“√»÷°…“π’È¡’Õ—µ√“

°“√ÕÕ°®“°°“√»÷°…“°àÕπ°”Àπ¥§àÕπ¢â“ß Ÿß„πºŸâªÉ«¬

·µà≈–°≈ÿà¡ (√âÕ¬≈– 61.5  ”À√—∫°≈ÿà¡¬“À≈Õ° √âÕ¬≈–

51.6  ”À√—∫°≈ÿà¡ olanzapine ·≈–√âÕ¬≈– 36  ”À√—∫°≈ÿà¡

OFC) ®÷ßÕ“® àßº≈µàÕ°“√«‘‡§√“–Àå¢âÕ¡Ÿ≈∑“ß ∂‘µ‘µ≈Õ¥

®π°“√ √ÿªº≈°“√»÷°…“‰¥â

ª√– ‘∑∏‘¿“æ„π°“√√—°…“√–¬–¬“«
πÕ°®“°ª√– ‘∑∏‘¿“æ„π°“√√—°…“ manic

episode ·≈â« olanzapine ¬—ß¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“

√–¬–¬“« ”À√—∫ bipolar disorder Õ’°¥â«¬ ‰¡à«à“®–

‡ªìπ°“√»÷°…“‡ª√’¬∫‡∑’¬∫°—∫≈‘‡∑’¬¡16 valproate17 ¬“

À≈Õ°18 À√◊Õ°“√„™â√à«¡°—∫ mood stabilizer19 ·≈–„πªï

§.». 2004 olanzapine ‡ªìπ¬“√—°…“‚√§®‘µµ—«·√°∑’Ë‰¥â

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

‡π◊ËÕß®“°¡’º≈°“√»÷°…“∑’Ë· ¥ß„Àâ‡ÀÁπ∂÷ßª√– ‘∑∏‘¿“æ

¢Õß¬“„π°“√ªÑÕß°—π°“√°≈—∫‡ªìπ´È” (recurrence) ¢Õß‚√§

°. °“√√—°…“√–¬–¬“«¥â«¬°“√„™â¬“µ—«‡¥’¬«
1. olanzapine ‡ª√’¬∫‡∑’¬∫°—∫≈‘‡∑’¬¡

Tohen ·≈–§≥–16 »÷°…“‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ¢Õß

olanzapine °—∫≈‘‡∑’¬¡„π°“√ªÑÕß°—π°“√°≈—∫‡ªìπ´È”

¢Õß‚√§„πºŸâªÉ«¬®”π«π 431 √“¬∑’Ë¡’°“√À“¬®“°‚√§ (¡’

§à“§–·ππ YMRS ≤12 ·≈–§à“§–·ππ 21-item HAM-D

total score ≤8) ®“° manic episode ·≈– mixed episode

¿“¬À≈—ß®“°∑’Ë‰¥â√—∫ olanzapine √à«¡°—∫≈‘‡∑’¬¡„π™à«ß

°“√»÷°…“·∫∫‡ªî¥‡ªìπ√–¬–‡«≈“ 6 ∂÷ß 12  —ª¥“Àå ®“°π—Èπ

§àÕ¬Ê ≈¥¬“µ—«„¥µ—«Àπ÷Ëß®πÀ¬ÿ¥¬“ ·≈â«∑”°“√»÷°…“

·∫∫ªî¥µàÕ‰ªÕ’°‡ªìπ√–¬–‡«≈“ 52  —ª¥“Àå ‚¥¬„Àâ

olanzapine ¢π“¥ 5-20 ¡°.µàÕ«—π ·≈–„Àâ≈‘‡∑’¬¡„π¢π“¥

∑’Ë∑”„Àâ‰¥â√–¥—∫¬“„π‡≈◊Õ¥√–À«à“ß 0.6-1.2 mEq/L º≈°“√

»÷°…“æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ olanzapine (N=217) ¡’°“√
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°≈—∫‡ªìπ´È”¢ÕßÕ“°“√ (symptomatic recurrence) ¢Õß

mood episode µË”°«à“°≈ÿà¡∑’Ë‰¥â√—∫≈‘‡∑’¬¡ (N=214) ‡≈Á°πâÕ¬

(√âÕ¬≈– 30 ‡∑’¬∫°—∫√âÕ¬≈– 39) ·µà‰¡à·µ°µà“ßÕ¬à“ß¡’

π—¬ ”§—≠∑“ß ∂‘µ‘ (p=0.055) πÕ°®“°π’È °≈ÿà¡∑’Ë‰¥â√—∫

olanzapine ¡’°“√°≈—∫‡ªìπ´È”¢ÕßÕ“°“√πâÕ¬°«à“°≈ÿà¡∑’Ë

‰¥â√—∫≈‘‡∑’¬¡Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘∑—Èß°“√°≈—∫‡ªìπ´È”

¢ÕßÕ“°“√¢Õß manic episode (√âÕ¬≈– 13.8 ‡∑’¬∫°—∫

√âÕ¬≈– 23.4, p=0.02) ·≈– mixed episode (√âÕ¬≈– 0.5

‡∑’¬∫°—∫√âÕ¬≈– 4.7, p=.005) ¢≥–∑’Ë°“√°≈—∫‡ªìπ´È”

¢ÕßÕ“°“√¢Õß depressive episode‰¡à·µ°µà“ß°—π

(√âÕ¬≈– 15.7 ‡∑’¬∫°—∫√âÕ¬≈– 10.7, p=0.15) ¢π“¥¬“

‡©≈’Ë¬‡∑à“°—∫ 11.9 ¡°.µàÕ«—π ”À√—∫ olanzapine ·≈–

1102.7 ¡°.µàÕ«—π ”À√—∫≈‘‡∑’¬¡ (√–¥—∫¬“„π‡≈◊Õ¥

‡©≈’Ë¬‡∑à“°—∫ 0.76 mEq/L) °“√¡’πÈ”Àπ—°µ—«‡æ‘Ë¡¢÷Èπ¡“°

°«à“√âÕ¬≈– 7 æ∫„π°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine ¡“°°«à“

°≈ÿà¡∑’Ë‰¥â√—∫≈‘‡∑’¬¡Õ¬à“ß¡’π—¬ ”§—≠ (√âÕ¬≈– 29.8 ‡∑’¬∫

°—∫√âÕ¬≈– 9.8)

Ketter ·≈–§≥–20 ‰¥â∑”°“√«‘‡§√“–Àå post hoc

¢Õß°“√»÷°…“¢Õß Tohen ·≈–§≥–16 ‚¥¬°“√·∫àßºŸâªÉ«¬

ÕÕ°‡ªìπ°≈ÿà¡¬àÕ¬ 3 °≈ÿà¡µ“¡®”π«π manic/mixed

episodes ∑’Ë‡°‘¥¢÷Èπ¡“°àÕπÀπâ“∑’Ë®–‡¢â“ Ÿà°“√»÷°…“ ‰¥â·°à

°≈ÿà¡√–¬–µâπ (early stage) À¡“¬∂÷ßºŸâªÉ«¬∑’Ë¡’®”π«π

manic/mixed episodes ∑’Ë‡°‘¥¢÷Èπ¡“°àÕπÀπâ“∑’Ë®–‡¢â“ Ÿà

°“√»÷°…“‰¡à‡°‘π 2 §√—Èß (N=53  ”À√—∫≈‘‡∑’¬¡·≈– N=48

 ”À√—∫ olanzapine) °≈ÿà¡√–¬–°≈“ß (intermediate stage)

À¡“¬∂÷ßºŸâªÉ«¬∑’Ë¡’®”π«π manic/mixed episodes

∑’Ë‡°‘¥¢÷Èπ¡“°àÕπÀπâ“∑’Ë®–‡¢â“ Ÿà°“√»÷°…“ 3 ∂÷ß 5 §√—Èß

(N=80  ”À√—∫≈‘‡∑’¬¡·≈– N=98  ”À√—∫ olanzapine) ·≈–

°≈ÿà¡√–¬–∑â“¬ (later stage) ́ ÷ËßÀ¡“¬∂÷ßºŸâªÉ«¬∑’Ë¡’®”π«π

manic/mixed episodes ∑’Ë‡°‘¥¢÷Èπ¡“°àÕπÀπâ“∑’Ë®–‡¢â“ Ÿà

°“√»÷°…“¡“°°«à“ 5 §√—Èß (N=81  ”À√—∫≈‘‡∑’¬¡·≈–

N=71  ”À√—∫ olanzapine) º≈°“√»÷°…“æ∫«à“ Õ—µ√“

°“√°≈—∫‡ªìπ´È”¢Õß manic/mixed episode „πºŸâªÉ«¬∑’Ë

‰¥â√—∫°“√√—°…“¥â«¬ olanzapine ‡∑’¬∫°—∫≈‘‡∑’¬¡‡∑à“°—∫

√âÕ¬≈– 2.1 ‡∑’¬∫°—∫√âÕ¬≈– 26.4 (p=0.008)  ”À√—∫°≈ÿà¡

√–¬–µâπ √âÕ¬≈– 13.3 ‡∑’¬∫°—∫√âÕ¬≈– 23.8 (p=0.073)

 ”À√—∫°≈ÿà¡√–¬–°≈“ß ·≈–√âÕ¬≈– 23.9 ‡∑’¬∫°—∫√âÕ¬≈–

33.3 (p=0.204)  ”À√—∫°≈ÿà¡√–¬–∑â“¬  à«π°“√°≈—∫

‡ªìπ´È”¢Õß depressive episode ‰¡àæ∫§«“¡·µ°µà“ß

¢Õßª√– ‘∑∏‘¿“æ„π°“√√—°…“Õ¬à“ß¡’π—¬ ”§—≠√–À«à“ß

olanzapine °—∫≈‘‡∑’¬¡ (p=0.096) À√◊Õ„πºŸâªÉ«¬°≈ÿà¡¬àÕ¬∑—Èß

3 °≈ÿà¡ (p=0.731) ¥—ßπ—Èπ®÷ß √ÿª‰¥â«à“ °“√„™â olanzapine

 ”À√—∫°“√√—°…“√–¬–¬“«„π bipolar disorder Õ“®¡’

ª√– ‘∑∏‘¿“æ‚¥¬‡©æ“–Õ¬à“ß¬‘Ëß„π√–¬–·√°Ê ¢Õß

°“√ªÉ«¬

2. olanzapine ‡ª√’¬∫‡∑’¬∫°—∫ valproate

°“√»÷°…“‡ª√’¬∫‡∑’¬∫ olanzapine (N=125) °—∫

valproate (N=126) „π°“√√—°…“ºŸâªÉ«¬ mania ‡ªìπ√–¬–

‡«≈“ 47  —ª¥“Àå17 æ∫«à“ °“√√—°…“„π√–¬–‡©’¬∫æ≈—π

olanzapine (¢π“¥¬“‡√‘Ë¡∑’Ë 15 ¡°.µàÕ«—π)  “¡“√∂≈¥

Õ“°“√‰¥â¥’°«à“ valproate (¢π“¥¬“‡√‘Ë¡∑’Ë 750 ¡°.µàÕ«—π)

·≈–¡’√–¬–‡«≈“„π°“√À“¬®“°‚√§ —Èπ°«à“ (14 «—π

‡∑’¬∫°—∫ 62 «—π, p=0.05) ‡¡◊ËÕµ‘¥µ“¡‰ª√–¬–¬“«®π§√∫

47  —ª¥“Àå·≈â«æ∫«à“ Õ—µ√“°“√À“¬®“°‚√§√–À«à“ß

olanzapine °—∫ valproate ‰¡à·µ°µà“ß°—π (√âÕ¬≈– 57

‡∑’¬∫°—∫√âÕ¬≈– 46, p=0.10) °“√°≈—∫‡ªìπ È́”¢ÕßÕ“°“√

¢Õß mood episode æ∫√âÕ¬≈– 42 (14 √“¬„π 33 √“¬)

 ”À√—∫°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine ·≈–√âÕ¬≈– 57 (13 √“¬

®“° 23 √“¬)  ”À√—∫°≈ÿà¡∑’Ë‰¥â√—∫ valproate ´÷Ëß‰¡à·µ°

µà“ß°—π (p=0.42)

3. olanzapine ‡ª√’¬∫‡∑’¬∫°—∫¬“À≈Õ°

‡√Á«Ê π’È‰¥â¡’°“√»÷°…“ª√– ‘∑∏‘¿“æ„π°“√√—°…“

√–¬–¬“«¢Õß olanzapine ‡∑’¬∫°—∫¬“À≈Õ°18 ‚¥¬‡√‘Ë¡

®“°°“√»÷°…“·∫∫‡ªî¥¥â«¬°“√„Àâ olanzapine ¢π“¥

5-20 ¡°.µàÕ«—π„π°“√√—°…“ manic episode ‡ªìπ‡«≈“

6-12  —ª¥“Àå ‡¡◊ËÕºŸâªÉ«¬¡’°“√À“¬®“°‚√§ (¡’§à“§–·ππ

YMRS ≤12 ·≈–§à“§–·ππ 21-item HAM-D total score

≤8) ®–∂Ÿ° ÿà¡·≈–∑”°“√»÷°…“·∫∫ª°ªî¥ Õß¥â“πµàÕ
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∫∑∫“∑¢Õß Olanzapine °—∫°“√‡ªìπ¬“ ∏«—™™—¬ ≈’ÃÀ“π“® æ∫. «∑¡.*
∑”„ÀâÕ“√¡≥å§ß∑’Ë„π Bipolar Disorder

‰ªÕ’°‡ªìπ√–¬–‡«≈“ 48  —ª¥“Àå º≈°“√»÷°…“æ∫«à“ °≈ÿà¡

∑’Ë‰¥â√—∫ olanzapine (N=225) ¡’√–¬–‡«≈“„π°“√°≈—∫

‡ªìπ È́”¢Õß mood episode π“π°«à“°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°

(N=136) Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘ (174 «—π‡∑’¬∫°—∫ 22

«—π, p<.001) ·≈–‡¡◊ËÕæ‘®“√≥“√“¬≈–‡Õ’¬¥¢Õß episode

·µà≈–™π‘¥®–æ∫«à“ √–¬–‡«≈“„π°“√°≈—∫‡ªìπ´È”¥â«¬

manic episode, mixed episode ·≈– depressive

episode„π°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine π“π°«à“°≈ÿà¡∑’Ë‰¥â√—∫

¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠ πÕ°®“°π’ÈÕ—µ√“°“√°≈—∫

‡ªìπ´È”¢ÕßÕ“°“√„π°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine °ÁµË”°«à“

°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘ (√âÕ¬≈–

47 ‡∑’¬∫°—∫√âÕ¬≈– 80)

¢. °“√√—°…“√–¬–¬“«¥â«¬°“√„™â¬“·∫∫º ¡
°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß°“√„™â olanzapine

√à«¡°—∫¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë (≈‘‡∑’¬¡À√◊Õ valproate)

‡ª√’¬∫‡∑’¬∫°—∫°“√„™â¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë‡æ’¬ßµ—«

‡¥’¬«„π°“√ªÑÕß°—π°“√°≈—∫‡ªìπ´È”¢Õß‚√§ bipolar

disorder ‡ªìπ√–¬–‡«≈“ 18 ‡¥◊Õπ19 æ∫«à“ √–¬–‡«≈“

‡©≈’Ë¬¢Õß°“√‡°‘¥°“√°≈—∫‡ªìπ È́”¢Õß‚√§ (symptomatic)

√–À«à“ß°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine √à«¡°—∫¬“∑”„Àâ

Õ“√¡≥å§ß∑’Ë (N=51) ‰¡à·µ°µà“ß®“°°≈ÿà¡∑’Ë‰¥â√—∫¬“

À≈Õ°√à«¡°—∫¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë (N=48) (94 «—π

‡∑’¬∫°—∫ 41 «—π, p=0.72) ·µà√–¬–‡«≈“‡©≈’Ë¬¢Õß°“√

‡°‘¥°“√°≈—∫‡ªìπ´È”¢ÕßÕ“°“√ (symptomatic relapse) „π

°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine √à«¡°—∫¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë

π“π°«à“°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°√à«¡°—∫¬“∑”„ÀâÕ“√¡≥å

§ß∑’ËÕ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘ (163 «—π‡∑’¬∫°—∫ 42 «—π,

p=0.023)

§. °“√√—°…“√–¬–¬“«„πºŸâªÉ«¬∑’Ë¡’°“√¥”‡π‘π
‚√§‡ªìπ rapid cycling

°“√»÷°…“¢Õß Tohen ·≈–§≥–18 „π°“√‡ª√’¬∫‡∑’¬∫

ª√– ‘∑∏‘¿“æ¢Õß olanzapine (N=225) °—∫¬“À≈Õ°

(N=136) „π°“√√—°…“√–¬–¬“«‡ªìπ√–¬–‡«≈“ 48  —ª¥“Àå

‡æ◊ËÕªÑÕß°—π°“√°≈—∫‡ªìπ´È”¢Õß‚√§‰¥â¡’°“√√«¡‡Õ“ºŸâªÉ«¬

∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling ‰«â¡“°∂÷ß 179 √“¬

(119 √“¬ ”À√—∫ olanzapine ·≈– 60 √“¬ ”À√—∫¬“À≈Õ°)

·≈–¡’°“√«‘‡§√“–Àå°≈ÿà¡¬àÕ¬‰«âÕ’°¥â«¬ º≈°“√»÷°…“

æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ olanzapine ¡’√–¬–‡«≈“‡©≈’Ë¬¢Õß

°“√‡°‘¥°“√°≈—∫‡ªìπ´È”¢ÕßÕ“°“√π“π°«à“°≈ÿà¡∑’Ë‰¥â√—∫

¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘‰¡à«à“ºŸâªÉ«¬®–¡’°“√

¥”‡π‘π‚√§‡ªìπ rapid cycling (p<.001; Hazard ratio=3.21;

95%CI=2.20-4.68) À√◊Õ‰¡à¡’°“√¥”‡π‘π‚√§‡ªìπ rapid

cycling (p<.001; Hazard ratio=2.45; 95%CI=1.66-3.62)

Suppes ·≈–§≥–21 ‰¥â∑”°“√«‘‡§√“–Àå post hoc

¢Õß°“√»÷°…“√–¬–‡«≈“ 47  —ª¥“Àå‚¥¬ Tohen ·≈–

§≥–17 ‡æ◊ËÕ∑’Ë®–„Àâ∑√“∫«à“°“√∑’ËºŸâªÉ«¬ mania ¡’/‰¡à¡’

°“√¥”‡π‘π‚√§‡ªìπ rapid cycling ¡’º≈µàÕ°“√µÕ∫ πÕß

µàÕ°“√√—°…“∑’Ë·µ°µà“ß°—π√–À«à“ß olanzapine °—∫

valproate À√◊Õ‰¡à º≈°“√»÷°…“æ∫«à“ „πºŸâªÉ«¬ bipolar I

disorder ∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling °“√¥’¢÷Èπ

¢ÕßÕ“°“√ mania ‰¡à¡’§«“¡·µ°µà“ß°—π√–À«à“ßºŸâªÉ«¬

∑—Èß 2 °≈ÿà¡ (p=.181)  à«πºŸâªÉ«¬∑’Ë‰¡à¡’°“√¥”‡π‘π‚√§‡ªìπ

rapid cycling æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ olanzapine ¡’°“√≈¥

≈ß¢Õß§à“§–·ππ YMRS ®“°§à“µ—Èßµâπ (baseline) ¡“°

°«à“°≈ÿà¡∑’Ë‰¥â√—∫ valproate µ≈Õ¥√–¬–‡«≈“¢Õß°“√»÷°…“

(16.71 ‡∑’¬∫°—∫ 12.72, p<.001; ES ‡∑à“°—∫ 0.51) ‡¡◊ËÕ

«‘‡§√“–Àå‡©æ“–ºŸâªÉ«¬∑’Ë‰¥â√—∫ olanzapine æ∫«à“ ºŸâªÉ«¬

∑’Ë‰¡à¡’°“√¥”‡π‘π‡ªìπ rapid cycling ¡’°“√≈¥≈ß¢Õß§à“

§–·ππ YMRS ¡“°°«à“ºŸâªÉ«¬∑’Ë¡’°“√¥”‡π‘π‡ªìπ rapid

cycling ´÷Ëßµ√ß°—π¢â“¡°—∫ºŸâªÉ«¬∑’Ë‰¥â√—∫ valproate ∑’Ëæ∫

«à“ „π™à«ß 2  —ª¥“Àå·√° °“√≈¥≈ß¢Õß§à“§–·ππ YMRS

„πºŸâªÉ«¬∑’Ë¡’°“√¥”‡π‘π‡ªìπ rapid cycling ¥’°«à“ºŸâªÉ«¬∑’Ë

‰¡à¡’°“√¥”‡π‘π‡ªìπ rapid cycling Õ¬à“ß¡’π—¬ ”§—≠ ·µà

À≈—ß®“° 2  —ª¥“Àå‰ª·≈â«æ∫«à“‰¡à·µ°µà“ß°—π

Õ—µ√“°“√°≈—∫‡ªìπ´È”¢Õß mood episodes ®“°

°“√„™â olanzapine ‡∑’¬∫°—∫¬“µ—«Õ◊Ëπ ”À√—∫°“√√—°…“

√–¬–¬“«„π bipolar disorder  √ÿª‰¥â¥—ß¿“æ∑’Ë 2
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°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß olanzapine „π°“√√—°…“ bipolar disorder ∑—Èß°“√√—°…“√–¬–‡©’¬∫æ≈—π·≈–°“√

√—°…“√–¬–¬“« °“√„™â¬“µ—«‡¥’¬«·≈–°“√„™â¬“º ¡  √ÿª‰¥â¥—ßµ“√“ß∑’Ë 1

µ“√“ß∑’Ë 1 °“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß olanzapine „π°“√√—°…“ bipolar disorder

ß“π«‘®—¬ ®”π«π °≈ÿà¡‡ª√’¬∫‡∑’¬∫ √Ÿª·∫∫«‘∏’«‘®—¬ √–¬–‡«≈“ º≈°“√»÷°…“
ºŸâªÉ«¬ ( —ª¥“Àå)

°“√√—°…“ bipolar mania ¥â«¬°“√„™â¬“µ—«‡¥’¬«
Tohen ·≈–§≥– 19991 139 olanzapine °—∫¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 3 Olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°

Tohen ·≈–§≥– 20002 115 olanzapine °—∫¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 4 Olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°

Berk ·≈–§≥– 19993 30 olanzapine °—∫≈‘‡∑’¬¡  ÿà¡ª°ªî¥ Õß¥â“π 4 Olanzapine ‰¡àµà“ß®“°≈‘‡∑’¬¡

Tohen ·≈–§≥– 20024 248 olanzapine °—∫ valproate  ÿà¡ª°ªî¥ Õß¥â“π 3 olanzapine ‰¡àµà“ß®“° valproate

Zajecka ·≈–§≥– 20025 120 olanzapine °—∫ valproate  ÿà¡ª°ªî¥ Õß¥â“π 12 olanzapine ‰¡àµà“ß®“° valproate

Tohen ·≈–§≥– 20036 453 olanzapine °—∫ haloperidol  ÿà¡ª°ªî¥ Õß¥â“π 12 olanzapine ‰¡àµà“ß®“° haloperidol

Baldessarini ·≈–§≥– 20037 254 olanzapine °—∫¬“À≈Õ° °“√«‘‡§√“–Àå°≈ÿà¡¬àÕ¬ 3,4 Olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°„π

mixed episode, rapid cycling

Zarate ·≈–§≥– 19988 150 ‰¡à¡’°≈ÿà¡‡ª√’¬∫‡∑’¬∫ °“√»÷°…“¬âÕπÀ≈—ß - olanzapine ¡’ª√– ‘∑∏‘¿“æ„πºŸâªÉ«¬

∑’Ë¡’Õ“°“√‚√§®‘µ

Sanger ·≈–§≥– 20039 45 olanzapine °—∫¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 3 Olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°„π

rapid cycling

¿“æ∑’Ë 2 Õ—µ√“°“√°≈—∫‡ªìπ´È” (√âÕ¬≈–) ¢Õß mood episodes ®“°°“√„™â olanzapine ‡∑’¬∫°—∫¬“µ—«Õ◊Ëπ ”À√—∫

°“√√—°…“√–¬“«„π bipolar disorder (®“°‡Õ° “√Õâ“ßÕ‘ßÀ¡“¬‡≈¢ 16, 17, ·≈– 18) (OLZ=olanzapine,

PBO=placebo, VPA= valproate) OLZ vs Li: p=0.055, OLZ vs VPA: p=0.10, OLZ vs PBO: p<0.001



«“√ “√ ¡“§¡®‘µ·æ∑¬å·Ààßª√–‡∑»‰∑¬
ªï∑’Ë 51 ©∫—∫∑’Ë 3 °√°Æ“§¡ - °—π¬“¬π 2549266

∫∑∫“∑¢Õß Olanzapine °—∫°“√‡ªìπ¬“ ∏«—™™—¬ ≈’ÃÀ“π“® æ∫. «∑¡.*
∑”„ÀâÕ“√¡≥å§ß∑’Ë„π Bipolar Disorder

ß“π«‘®—¬ ®”π«π °≈ÿà¡‡ª√’¬∫‡∑’¬∫ √Ÿª·∫∫«‘∏’«‘®—¬ √–¬–‡«≈“ º≈°“√»÷°…“
ºŸâªÉ«¬ ( —ª¥“Àå)

µ“√“ß∑’Ë 1 °“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß olanzapine „π°“√√—°…“ bipolar disorder (µàÕ)

Vieta ·≈–§≥– 200410 254 olanzapine °—∫¬“À≈Õ° °“√«‘‡§√“–Àå°≈ÿà¡¬àÕ¬ 3,4 olanzapine ¡’ª√– ‘∑∏‘¿“æ„π rapid

cycling ¡“°°«à“ non-rapid cycling

Rendell ·≈–§≥– 200313 1,422 olanzapine °—∫≈‘‡∑’¬¡, Cochrane reviews - Olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°,

valproate, haloperidol, ‰¡à·µ°µà“ß®“° haloperidol

À√◊Õ¬“À≈Õ°

Perlis ·≈–§≥– 200614 4,304 ¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à meta-analysis - ¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à‡Àπ◊Õ°«à“

°—∫¬“À≈Õ° ¬“À≈Õ°

°“√√—°…“ bipolar mania ¥â«¬°“√„™â¬“·∫∫º ¡
Tohen ·≈–§≥– 200211 191 olanzapine °—∫¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 6 Olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°∑—Èß

euphoric ·≈– mixed mania

Baker ·≈–§≥– 200412 85 olanzapine °—∫¬“À≈Õ° °“√«‘‡§√“–Àå°≈ÿà¡¬àÕ¬ 6 Olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°„π

dysphoric mania

Rendell ·≈–§≥– 200313 1,422 olanzapine °—∫≈‘‡∑’¬¡, Cochrane reviews - Olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°

valproate, haloperidol,

À√◊Õ¬“À≈Õ°

Perlis ·≈–§≥– 200614 4,304 ¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à meta-analysis ¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à‡Àπ◊Õ°«à“

°—∫¬“À≈Õ° ¬“À≈Õ°

°“√√—°…“ bipolar depression
Tohen ·≈–§≥– 200315 833 olanzapine, olanzapine  ÿà¡ª°ªî¥ Õß¥â“π 8 olanzapine, olanzapine √à«¡°—∫

√à«¡°—∫ fluoxetine fluoxetine ‡Àπ◊Õ°«à“¬“À≈Õ°

‡∑’¬∫°—∫¬“À≈Õ°

°“√√—°…“√–¬–¬“«¥â«¬°“√„™â¬“µ—«‡¥’¬«
Tohen ·≈–§≥– 200516 431 olanzapine °—∫≈‘‡∑’¬¡  ÿà¡ª°ªî¥ Õß¥â“π 52 Olanzapine ‰¡àµà“ß®“°≈‘‡∑’¬¡

Tohen ·≈–§≥– 200317 251 olanzapine °—∫ valproate  ÿà¡ª°ªî¥ Õß¥â“π 47 olanzapine ‰¡àµà“ß®“° valproate

Tohen ·≈–§≥– 200618 361 olanzapine °—∫¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 54-60 Olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°

°“√√—°…“√–¬–¬“«¥â«¬°“√„™â¬“·∫∫º ¡

Tohen ·≈–§≥– 200419 99 olanzapine °—∫¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 78 Olanzapine ‡Àπ◊Õ°«à“¬“À≈Õ°

Suppes ·≈–§≥– 200521 251 olanzapine °—∫ valproate °“√«‘‡§√“–Àå post hoc 47 olanzapine ‰¡àµà“ß®“° valproate

„π  rapid cycling
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§«“¡ª≈Õ¥¿—¬·≈–°“√∑πµàÕ¬“‰¥â
∫∑§«“¡π’È®–°≈à“«∂÷ß§«“¡ª≈Õ¥¿—¬·≈–°“√

∑πµàÕ¬“‰¥â¢Õß olanzapine ‡©æ“–∑’Ë∑”°“√»÷°…“„π

bipolar disorder  ”À√—∫§«“¡ª≈Õ¥¿—¬·≈–°“√∑πµàÕ

¬“‰¥â¢Õß olanzapine ∑’Ë∑”°“√»÷°…“‚√§Õ◊ËπÊ ‡™àπ

‚√§®‘µ‡¿∑ (schizophrenia) ®–‰¡à¢Õ°≈à“«„π∑’Ëπ’È

Õ“°“√‰¡àæ÷ßª√– ß§åµà“ß Ê
®“°°“√»÷°…“√–¬–‡«≈“ 4  —ª¥“Àå2 æ∫«à“

Õ“°“√ßà«ß´÷¡ (somnolence) ‡ªìπÕ“°“√‰¡àæ÷ßª√– ß§å

∑’ËµâÕß„Àâ°“√√—°…“‡√àß¥à«π (treatment-emergent adverse

events) ∑’Ëæ∫∫àÕ¬∑’Ë ÿ¥‚¥¬æ∫Õÿ∫—µ‘°“√≥å√âÕ¬≈– 38 „π

°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine ·≈–√âÕ¬≈– 8 „π°≈ÿà¡∑’Ë‰¥â√—∫

¬“À≈Õ° Õ“°“√‰¡àæ÷ßª√– ß§å∑’ËµâÕß„Àâ°“√√—°…“

‡√àß¥à«πÕ◊ËπÊ ¢Õß olanzapine ∑’Ë¡’Õÿ∫—µ‘°“√≥å¡“°°«à“

√âÕ¬≈– 10 ‰¥â·°à §Õ·Àâß ª«¥»’√…– ¡÷πßß ∑âÕßºŸ°

Õ¬à“ß‰√°Áµ“¡ ¡’‡æ’¬ß somnolence ‡∑à“π—Èπ∑’Ë¡’Õÿ∫—µ‘°“√≥å

¡“°°«à“¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘ (p<0.001)

°“√»÷°…“·∫∫‡ªî¥„π°“√√—°…“ºŸâªÉ«¬ mania ¥â«¬

olanzapine ‡ªìπ√–¬–‡«≈“ 6-12  —ª¥“Àåæ∫«à“ Õ“°“√

‰¡àæ÷ßª√– ß§å∑’ËµâÕß„Àâ°“√√—°…“‡√àß¥à«π∑’Ë¡’Õÿ∫—µ‘°“√≥å

¡“°°«à“√âÕ¬≈– 10 ‰¥â·°à πÈ”Àπ—°µ—«‡æ‘Ë¡ §Õ·Àâß §«“¡

Õ¬“°Õ“À“√‡æ‘Ë¡¢÷Èπ ßà«ßπÕπ (sedation) ·≈–ÕàÕπ‡æ≈’¬

(fatigue) ‡¡◊ËÕ∑”°“√»÷°…“·∫∫ª°ªî¥ Õß¥â“πµàÕ‡π◊ËÕß

‰ªÕ’° 48  —ª¥“Àåæ∫«à“ Õ“°“√‰¡àæ÷ßª√– ß§å∑’Ëæ∫

Õÿ∫—µ‘°“√≥å„π°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine ¡“°°«à“°≈ÿà¡∑’Ë

‰¥â√—∫¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘‰¥â·°à πÈ”Àπ—°

µ—«‡æ‘Ë¡ (RR=5.44; 95%CI=1.28-23.08)18

πÕ°®“°π’È ¬—ß¡’√“¬ß“πºŸâªÉ«¬∑’Ë‡°‘¥Õ“°“√‰¡à

æ÷ßª√– ß§åÕ◊ËπÊ ‡™àπ neuroleptic malignant syndrome22

µ—∫ÕàÕπÕ—°‡ ∫23 ‡∫“À«“π24 µ—∫Õ—°‡ ∫25 Õ“°“√∑“ß

º‘«Àπ—ß26 paradoxical dyskinesia27 ‡ªìπµâπ

πÈ”Àπ—°µ—«‡æ‘Ë¡
°“√»÷°…“¢Õß Tohen ·≈–§≥–18 ´÷Ëß‡ªìπ°“√

»÷°…“‡ª√’¬∫‡∑’¬∫ olanzapine °—∫¬“À≈Õ°„π°“√

√—°…“√–¬–¬“«„πºŸâªÉ«¬ bipolar mania ∑’ËµÕ∫ πÕßµàÕ

°“√√—°…“¥â«¬ olanzapine ·∫àß°“√»÷°…“ÕÕ°‡ªìπ 2 ™à«ß

§◊Õ°“√»÷°…“·∫∫‡ªî¥√–¬–‡«≈“ 6-12  —ª¥“Àå·≈–°“√

»÷°…“·∫∫ª°ªî¥ Õß¥â“π√–¬–‡«≈“ 48  —ª¥“Àå æ∫«à“

™à«ß°“√»÷°…“·∫∫‡ªî¥¢π“¥¬“‡©≈’Ë¬¢Õß olanzapine ∑’Ë

‰¥â√—∫‡∑à“°—∫ 12.5 ¡°.µàÕ«—π Õÿ∫—µ‘°“√≥å¢Õß°“√¡’

πÈ”Àπ—°µ—«‡æ‘Ë¡æ∫√âÕ¬≈– 19 ºŸâªÉ«¬¡’πÈ”Àπ—°µ—«‡æ‘Ë¡‡©≈’Ë¬

3.0 °°. (SD=3.4) À≈—ß®“°‡¢â“ Ÿà°“√»÷°…“·∫∫ª°ªî¥

 Õß¥â“π ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ°πÈ”Àπ—°≈¥≈ß 2.0 °°.

(SD=4.4)  à«πºŸâªÉ«¬∑’Ë‰¥â√—∫ olanzapine ¡’Õÿ∫—µ‘°“√≥å

¢Õß°“√¡’πÈ”Àπ—°µ—«‡æ‘Ë¡√âÕ¬≈– 8 ·≈–¡’πÈ”Àπ—°‡æ‘Ë¡

‡©≈’Ë¬Õ’° 1 °°. (SD=5.2)

ºŸâªÉ«¬∑’Ë¡’πÈ”Àπ—°µ—«‡æ‘Ë¡¢÷Èπ¡“°°«à“√âÕ¬≈– 7 „π

™à«ß°“√»÷°…“·∫∫‡ªî¥¡’®”π«π 125 √“¬®“° 357 √“¬

(√âÕ¬≈– 35) „π®”π«π 125 √“¬π’Èæ∫«à“ √âÕ¬≈– 18 (14

√“¬„π 79 √“¬) ¢ÕßºŸâªÉ«¬∑’Ë‰¥â olanzapine ·≈–√âÕ¬≈– 2

(1 √“¬„π 46 √“¬) ¢ÕßºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ°¡’πÈ”Àπ—°

‡æ‘Ë¡¡“°°«à“√âÕ¬≈– 7 À≈—ß®“°‡¢â“ Ÿà°“√»÷°…“·∫∫ªî¥

 ”À√—∫ºŸâªÉ«¬ 232 √“¬ (√âÕ¬≈– 65) ∑’Ë¡’πÈ”Àπ—°µ—«‡æ‘Ë¡

πâÕ¬°«à“√âÕ¬≈– 7 „π™à«ß°“√»÷°…“·∫∫‡ªî¥æ∫«à“ √âÕ¬

≈– 15 (22 √“¬„π 145 √“¬) ¢ÕßºŸâªÉ«¬∑’Ë‰¥â√—∫ olanzapine

·≈–√âÕ¬≈– 2 (2 √“¬„π 87 √“¬) ¢ÕßºŸâªÉ«¬∑’Ë‰¥â√—∫¬“

À≈Õ°¡’πÈ”Àπ—°‡æ‘Ë¡¡“°°«à“√âÕ¬≈– 7 „π™à«ß°“√

»÷°…“·∫∫ªî¥18

°“√»÷°…“¢Õß Hennen ·≈–§≥–28 ‡ªìπ√–¬–

‡«≈“ 1 ªï„πºŸâªÉ«¬ bipolar mania ®”π«π 113 √“¬æ∫«à“

„π™à«ß°“√»÷°…“·∫∫ªî¥√–¬–‡«≈“ 3  —ª¥“Àå ºŸâªÉ«¬¡’

πÈ”Àπ—°µ—«‡©≈’Ë¬‡æ‘Ë¡¢÷Èπ®“° 84.0 ‡ªìπ 86.0 °°. À√◊Õ

‡æ‘Ë¡¢÷Èπ√âÕ¬≈– 2.26 ·≈–¡’¥—™π’¡«≈√«¡ (body mass

index; BMI) ‡æ‘Ë¡¢÷Èπ‡∑à“°—∫ 0.77 °°.µàÕµ.√.¡. (√âÕ¬≈–

2.78) ‡¡◊ËÕºŸâªÉ«¬‡¢â“ Ÿà°“√»÷°…“·∫∫‡ªî¥´÷Ëß¡’√–¬–‡«≈“
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∫∑∫“∑¢Õß Olanzapine °—∫°“√‡ªìπ¬“ ∏«—™™—¬ ≈’ÃÀ“π“® æ∫. «∑¡.*
∑”„ÀâÕ“√¡≥å§ß∑’Ë„π Bipolar Disorder

‡©≈’Ë¬‡∑à“°—∫ 28.6  —ª¥“Àå·≈–¢π“¥¬“‡©≈’Ë¬¢Õß

olanzapine ∑’Ë®ÿ¥ ‘Èπ ÿ¥°“√»÷°…“‡∑à“°—∫ 13.1 ¡°.

µàÕ«—πæ∫«à“ ‚¥¬‡©≈’Ë¬·≈â«ºŸâªÉ«¬¡’πÈ”Àπ—°µ—«‡æ‘Ë¡¢÷Èπ 6.53

°°. (√âÕ¬≈– 8.0) ·≈–¡’¥—™π’¡«≈√«¡‡æ‘Ë¡¢÷Èπ 2.17 °°.

µàÕµ√.¡. ‡ªìπ 31.0 °°.µàÕµ√.¡. (√“¬≈–‡Õ’¬¥¥—ß¿“æ

∑’Ë 3) ºŸâªÉ«¬√âÕ¬≈– 50.4 ‡¢â“‡°≥±å¢Õß°“√‡ªìπ‚√§Õâ«π

(¥—™π’¡«≈√«¡ ≥30 °°.µàÕµ√.¡.) √–¬–‡«≈“¢Õß°“√

‰¥â√—∫ olanzapine ¡’§«“¡ —¡æ—π∏åÕ¬à“ß¡’π—¬ ”§—≠∑“ß

 ∂‘µ‘°—∫°“√¡’¥—™π’¡«≈√«¡‡æ‘Ë¡¢÷Èπ (p<0.001) πÕ°®“°

π’È °“√¡’¥—™π’¡«≈√«¡‡æ‘Ë¡¢÷Èπ„π 3  —ª¥“Àå·√°¢Õß°“√

‰¥â√—∫ olanzapine  —¡æ—π∏å°—∫°“√¡’¥—™π’¡«≈√«¡‡æ‘Ë¡¢÷Èπ

„πµÕπ∑â“¬Õ¬à“ß¡’π—¬ ”§—≠∑“ß ∂‘µ‘ (p<0.001) ¡’

‡æ’¬ß√âÕ¬≈– 20 „πºŸâªÉ«¬ 113 √“¬∑’Ë‰¡à¡’¥—™π’¡«≈√«¡

‡æ‘Ë¡¢÷Èπ√–À«à“ß°“√‰¥â√—∫°“√√—°…“¥â«¬ olanzapine

∫√‘À“√¬“®÷ßπ‘¬¡„™â°“√„Àâ¬“¢π“¥ Ÿß ¢π“¥¬“‡√‘Ë¡µâπ

Õ¬Ÿà∑’Ë 15 ¡°.µàÕ«—π ·≈–ª√—∫¢π“¥¬“„ÀâÕ¬Ÿà√–À«à“ß

5-20 ¡°.µàÕ«—π ∑”„ÀâºŸâªÉ«¬‡°‘¥°“√µÕ∫ πÕßµàÕ°“√

√—°…“„π —ª¥“Àå·√°2,4,6 ·≈–∑πµàÕ¬“‰¥â¥’ πÕ°®“°π’È

°“√„Àâ olanzapine ¢π“¥ Ÿß¥â«¬«‘∏’°“√ª√—∫¢π“¥¬“

‡æ‘Ë¡¢÷ÈπÕ¬à“ß√«¥‡√Á« (rapid titration) „πºŸâªÉ«¬∑’Ë¡’

Õ“°“√°√–«π°√–«“¬‡©’¬∫æ≈—π (acute agitation) æ∫«à“

¡’ª√– ‘∑∏‘¿“æ„π°“√§«∫§ÿ¡Õ“°“√‰¥â√«¥‡√Á«·≈–ºŸâªÉ«¬

 “¡“√∂∑πµàÕ¬“‰¥â¥’ ‚¥¬¢π“¥¬“ Ÿß ÿ¥‡∑à“°—∫ 40 ¡°.

µàÕ«—π„π«—π∑’Ë 1 ·≈– 2, 30 ¡°.µàÕ«—π„π«—π∑’Ë 3 ·≈– 4,

5-20 ¡°.µàÕ«—π„π«—π∂—¥‰ª29

°“√∫√‘À“√¬“„π°“√√—°…“ Bipolar depression
°“√∫√‘À“√¬“„π°“√√—°…“ bipolar depression

·µ°µà“ß bipolar mania §◊Õ ®–„™â«‘∏’§àÕ¬Ê ª√—∫¢π“¥

¬“¢÷Èπ ‰¡àπ‘¬¡„™â°“√ª√—∫¢π“¥¬“‡æ‘Ë¡¢÷ÈπÕ¬à“ß√«¥‡√Á«

‡π◊ËÕß®“°ºŸâªÉ«¬ bipolar depression ¡—°¡’°“√∑πµàÕ¬“

‰¥âπâÕ¬°«à“ºŸâªÉ«¬ bipolar mania °“√„™â olanzapine ‡æ’¬ß

µ—«‡¥’¬«„π°“√√—°…“ bipolar depression §«√„™â„π√“¬

∑’Ë¡’Õ“°“√‰¡à√ÿπ·√ß·≈–‰¡à¡’°“√¥”‡π‘π‡ªìπ rapid cycling

¢π“¥¬“‡√‘Ë¡µâπ§◊Õ 5 ¡°.µàÕ«—π  “¡“√∂ª√—∫¢π“¥¬“

‡æ‘Ë¡¢÷Èπ‚¥¬„Àâ‰¥â¢π“¥¬“√–À«à“ß 5-20 ¡°.µàÕ«—π15

„πºŸâªÉ«¬∑’Ë¡’Õ“°“√√ÿπ·√ßÀ√◊Õ¡’°“√¥”‡π‘π‚√§

‡ªìπ rapid cycling °“√„™â OFC ‡ªìπ°“√√—°…“∑’Ë‡À¡“– ¡

°«à“ πÕ°®“°π’È À“°µâÕß°“√ª√– ‘∑∏‘¿“æ°“√√—°…“

 Ÿß·≈–√«¥‡√Á«§«√‡≈◊Õ°„™â OFC ·∑π∑’Ë®–„™â olanzapine15

·¡â«à“ OFC ®–‰¡à¡’°“√π”‡¢â“¡“„™â„πª√–‡∑»‰∑¬·µà

 “¡“√∂„™â olanzapine √à«¡°—∫ fluoxetine ‰¥â¥â«¬°“√

„Àâ¬“∑—Èß 2 µ—«æ√âÕ¡°—π‚¥¬¢π“¥¬“‡√‘Ë¡µâπ‡∑à“°—∫ 5

¡°.µàÕ«—π ”À√—∫ olanzapine ·≈– 20 ¡°.µàÕ«—π ”À√—∫

fluoxetine ‡¡◊ËÕµâÕß°“√ª√—∫¢π“¥¬“‡æ‘Ë¡¢÷Èπ„Àâª√—∫

fluoxetine °àÕπª√—∫ olanzapine ‚¥¬ª√—∫¢π“¥ fluoxetine

‡ªìπ 40 ¡°.µàÕ«—π À“°º≈°“√√—°…“¬—ß‰¡à¥’æÕ®÷ßª√—∫

¢π“¥ olanzapine ‡ªìπ 10 ¡°.µàÕ«—π15

¿“æ∑’Ë 3 ¥—™π’¡«≈√«¡„πºŸâªÉ«¬ bipolar disorder ∑’Ë‰¥â

√—∫°“√√—°…“¥â«¬ olanzapine (®“°‡Õ° “√

Õâ“ßÕ‘ßÀ¡“¬‡≈¢ 28)

·π«∑“ß°“√∫√‘À“√¬“
°“√∫√‘À“√¬“„π°“√√—°…“¿“«– Mania

‡ªÑ“À¡“¬¢Õß°“√√—°…“¿“«– mania °Á‡æ◊ËÕ„Àâ

 “¡“√∂§«∫§ÿ¡Õ“°“√‰¥âÕ¬à“ß√«¥‡√Á« ™à«¬„ÀâºŸâªÉ«¬¡’

Õ“°“√°≈—∫ Ÿà√–¥—∫ª°µ‘°àÕπªÉ«¬ √«¡∂÷ß°“√‡¢â“ Ÿà°“√

√—°…“√–¬–µàÕ‡π◊ËÕß‰¥âÕ¬à“ß‡À¡“– ¡ ·π«∑“ß°“√
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°“√∫√‘À“√¬“„π°“√√—°…“√–¬–¬“«
‚¥¬∑—Ë«‰ª·≈â«°“√„™â¬“„π°“√√—°…“√–¬–¬“«

¡—°‡ªìπ°“√„™â¬“µàÕ‡π◊ËÕß¡“®“°°“√√—°…“„π√–¬–
‡©’¬∫æ≈—πÀ≈—ß®“°∑’ËºŸâªÉ«¬¡’°“√µÕ∫ πÕßµàÕ°“√
√—°…“·≈–À“¬®“°‚√§ °“√√—°…“√–¬–¬“«¬—ß‰¡à¡’°“√
°”Àπ¥¢π“¥¬“∑’Ë„™â„π°“√√—°…“ Õ¬à“ß‰√°Áµ“¡ ‚¥¬
∑—Ë«‰ª¢π“¥¬“„π°“√√—°…“√–¬–¬“«¡—°‰¡à Ÿß‡∑à“¢π“¥
¬“„π°“√√—°…“ bipolar mania °“√»÷°…“¢Õß Tohen ·≈–
§≥–18 æ∫«à“ ¢π“¥¬“‡©≈’Ë¬¢Õß olanzapine „π™à«ß
°“√»÷°…“·∫∫‡ªî¥‡ªìπ√–¬–‡«≈“ 6-12  —ª¥“Àå„π°“√
√—°…“ mania ‡∑à“°—∫ 11.8 ¡°.µàÕ«—π ·≈–‡∑à“°—∫ 12.5
¡°.µàÕ«—π„π°“√»÷°…“·∫∫ªî¥‡ªìπ√–¬–‡«≈“ 48  —ª¥“Àå
 ”À√—∫°“√√—°…“√–¬–¬“«

«‘®“√≥å
®–‡ÀÁπ«à“ olanzapine ‡ªìπ¬“√—°…“‚√§®‘µ°≈ÿà¡

„À¡à∑’Ë¡’ª√– ‘∑∏‘¿“æ·≈–¡’§«“¡ª≈Õ¥¿—¬„π°“√√—°…“
bipolar disorder Õ¬à“ß‰√°Áµ“¡ º≈°“√»÷°…“µà“ßÊ
∑’Ë°≈à“«¡“Õ“®¡’Õ§µ‘‰¥â®“°À≈“¬ “‡Àµÿ ‡™àπ Õ—µ√“
§«“¡≈â¡‡À≈«¢Õß°“√‰¥â√—∫°“√√—°…“®π§√∫µ≈Õ¥
√–¬–‡«≈“°“√»÷°…“¡’ Ÿß (‚¥¬‡©æ“–Õ¬à“ß¬‘Ëß°“√
√—°…“√–¬–¬“«)  àßº≈„Àâ¢π“¥µ—«Õ¬à“ß≈¥≈ß ∑”„Àâ
°“√·ª≈º≈°“√»÷°…“Õ“®‡°‘¥§«“¡§≈“¥‡§≈◊ËÕπ‰¥â °“√
∑’Ë‰¥â√—∫∑ÿπ π—∫ πÿπ°“√«‘®—¬®“°∫√‘…—∑¬“∑’Ëº≈‘µ¬“
olanzapine Õ“® àßº≈µàÕ°“√‡°‘¥Õ§µ‘®“°°“√µ’æ‘¡æå
º≈°“√«‘®—¬ (publication bias) ·¡â«à“Õ“®¡’Õ§µ‘®“°°“√
‰¥â·µà°“√»÷°…“ à«π„À≠à‡ªìπ°“√»÷°…“·∫∫ ÿà¡ª°ªî¥
 Õß¥â“π·≈–¡’°≈ÿà¡§«∫§ÿ¡ ´÷Ëß‡ªìπ∑’Ë¬Õ¡√—∫«à“‡ªìπ«‘∏’
∑’Ë™à«¬≈¥Õ§µ‘®“°°“√»÷°…“‰¥âæÕ ¡§«√·≈–¡’√–¥—∫
§«“¡Àπ—°·πàππ“‡™◊ËÕ∂◊Õ¢ÕßÀ≈—°∞“π (level of evidence)

Õ¬Ÿà„π√–¥—∫ Ÿß πÕ°®“°π’È¬—ß¡’°“√«‘®—¬∑ÿµ‘¬¿Ÿ¡‘ (secondary
research) §◊Õ Cochrane reviews13 ·≈– meta-analysis14

´÷Ëß‡ªìπ°“√«‘®—¬∑’Ë‡ªìπ∑’Ë¬Õ¡√—∫«à“¡’√–¥—∫§«“¡Àπ—°
·πàππà“‡™◊ËÕ∂◊Õ¢ÕßÀ≈—°∞“π Ÿß ÿ¥30-33 ®÷ß™à«¬ π—∫ πÿπ
§«“¡πà“‡™◊ËÕ∂◊Õ¢Õßº≈°“√»÷°…“‰¥âÕ’°∑“ßÀπ÷Ëß¥â«¬

 √ÿª
®“°°“√»÷°…“µà“ßÊ ¡“°¡“¬¥—ß‰¥â°≈à“«¡“

·≈â«®–‡ÀÁπ«à“ olanzapine ‡ªìπ¬“µ—«Àπ÷Ëß∑’Ë¡’∫∑∫“∑„π
°“√‡ªìπ¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë„π°“√√—°…“ bipolar disorder
‡π◊ËÕß®“°¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ bipolar disorder ∑—Èß
√–¬–‡©’¬∫æ≈—π™π‘¥µà“ßÊ ‰¡à«à“®–‡ªìπ manic episode,
mixed/dysphoric mania À√◊Õ bipolar depression ‚¥¬‰¡à
°√–µÿâπ„Àâ‡°‘¥Õ“°“√¢Õß¢—È«µ√ß¢â“¡ ·≈–¡’ª√– ‘∑∏‘¿“æ
„π°“√ªÑÕß°—π°“√°≈—∫‡ªìπ´È”‰¥â¥’ ”À√—∫°“√√—°…“
√–¬–¬“«‰¡à«à“®–‡ªìπ°“√„™â¬“‡æ’¬ßµ—«‡¥’¬«À√◊Õ°“√
„™â¬“·∫∫º ¡ ·≈–¡’/‰¡à¡’°“√¥”‡π‘π‚√§‡ªìπ rapid
cycling Õ¬à“ß‰√°Áµ“¡ Õ—µ√“°“√ÕÕ°®“°°“√»÷°…“
°àÕπ°”Àπ¥¬—ß¡’§àÕπ¢â“ß Ÿß·≈–Õ“®¡’Õ§µ‘®“°°“√µ’æ‘¡æå
º≈°“√«‘®—¬ ¥—ßπ—Èπ®÷ßÕ“® àßº≈µàÕ°“√«‘‡§√“–Àå¢âÕ¡Ÿ≈
∑“ß ∂‘µ‘µ≈Õ¥®π°“√ √ÿªº≈°“√»÷°…“‰¥â Õ“°“√‰¡à
æ÷ßª√– ß§å∑’Ëæ∫∫àÕ¬¢Õß olanzapine „π°“√„™â√—°…“
bipolar disorder ‰¥â·°à ßà«ß´÷¡ ßà«ßπÕπ ·≈–°“√¡’
πÈ”Àπ—°µ—«‡æ‘Ë¡ (´÷Ëß —¡æ—π∏å°—∫°“√„™â¬“‚¥¬‡©æ“–
Õ¬à“ß¬‘Ëß°“√„™â¬“„π√–¬–¬“«) ´÷ËßÕ“® àßº≈µàÕ§«“¡
√à«¡¡◊Õ„π°“√√—°…“ (compliance) ∑—Èß°“√√—°…“√–¬–
‡©’¬∫æ≈—π ·≈–°“√√—°…“√–¬–¬“«‰¥â ¥—ßπ—Èπ πÕ°®“°
ª√– ‘∑∏‘¿“æ ¢Õß¬“·≈â«§«√æ‘®“√≥“§«“¡ª≈Õ¥¿—¬
·≈–°“√∑πµàÕ¬“ ‰¥â„πºŸâªÉ«¬·µà≈–√“¬ª√–°Õ∫¥â«¬
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