
«“√ “√ ¡“§¡®‘µ·æ∑¬å·Ààßª√–‡∑»‰∑¬
ªï∑’Ë 51 ©∫—∫∑’Ë 3 °√°Æ“§¡ - °—π¬“¬π 2549238

Valproate „π°“√√—°…“ Bipolar Disorders ∏«—™™—¬ ≈’ÃÀ“π“®  æ∫. «∑¡.*

Valproate „π°“√√—°…“ Bipolar Disorders
∏«—™™—¬ ≈’ÃÀ“π“®  æ∫. «∑¡.*

* °Õß®‘µ‡«™·≈–ª√– “∑«‘∑¬“ ‚√ßæ¬“∫“≈æ√–¡ß°ÿÆ‡°≈â“ ∂ππ√“™«‘∂’ °√ÿß‡∑æ 10400
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«—µ∂ÿª√– ß§å  ‡æ◊ËÕ∑∫∑«π∫∑§«“¡‡°’Ë¬«°—∫°“√„™â valproate „π°“√√—°…“ bipolar disorder ‚¥¬

‡πâπ∑’ËÀ≈—°∞“π¢âÕ¡Ÿ≈µà“ß Ê ∑’Ë π—∫ πÿπª√– ‘∑∏‘¿“æ¢Õß¬“·≈–°“√∑πµàÕ¬“‰¥â

«‘∏’°“√»÷°…“   ‡ªìπ°“√∑∫∑«π§«“¡√Ÿâ‡°’Ë¬«°—∫¬“ valproate „π¥â“πµà“ßÊ ‰¥â·°à °≈‰°°“√ÕÕ°ƒ∑∏‘Ï

ª√– ‘∑∏‘¿“æ¢Õß¬“ °“√∫√‘À“√¬“ ·≈–Õ“°“√‰¡àæ÷ßª√– ß§å

º≈°“√»÷°…“  °≈‰°°“√ÕÕ°ƒ∑∏‘ÏÀ≈“¬Õ¬à“ßµàÕ√–∫∫ª√– “∑ à«π°≈“ß´÷ËßÕ“® Õ¥§≈âÕß°—∫ƒ∑∏‘Ï

„π°“√√—°…“ bipolar disorder ¢Õß valproate ‡æ‘Ëß®–∂Ÿ°√“¬ß“π‡¡◊ËÕ‰¡àπ“π¡“π’È °≈‰°°“√ÕÕ°ƒ∑∏‘Ï

‡À≈à“π’È‰¥â·°à °“√¬—∫¬—Èß glycogen synthase kinase ·≈– histone deacetylase valproate

¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“¿“«– mania ·≈–¬—ß¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“¬“∫“ß™π‘¥‡≈Á°πâÕ¬

„πºŸâªÉ«¬°≈ÿà¡¬àÕ¬∫“ß°≈ÿà¡ ‡™àπ ºŸâªÉ«¬ mixed episode ·≈–ºŸâªÉ«¬ mania ∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ

rapid cycling  „π°“√√—°…“√–¬–¬“« valproate ¡’ª√– ‘∑∏‘¿“æ‰¡àµà“ß®“°≈‘‡∑’¬¡·≈– olanzapine

·≈–ºŸâªÉ«¬∑πµàÕ¬“‰¥â¥’°«à“‡≈Á°πâÕ¬ °“√»÷°…“À≈“¬™‘Èπ· ¥ß„Àâ‡ÀÁπ«à“ °“√„™â valproate

√à«¡°—∫¬“√—°…“‚√§®‘µÀ√◊Õ¬“™π‘¥Õ◊Ëπ Ê ‡ªìπ ‘Ëß∑’Ë¡’ª√–‚¬™πå„π°“√√—°…“ bipolar disorder

°“√„Àâ valproate ¢π“¥ Ÿß„π‡«≈“Õ—π√«¥‡√Á«‡ªìπ ‘Ëß∑’Ë∑”‰¥â·≈–‡ªìπ«‘∏’∑’Ëª≈Õ¥¿—¬‡æ◊ËÕ„Àâ√–¥—∫

¬“„π´’√—¡∂÷ß√–¥—∫∑’Ë¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“Õ¬à“ß√«¥‡√Á« √–¥—∫¬“„π´’√—¡∑’Ë Ÿß‚¥¬‡©æ“–∂â“

 Ÿß°«à“ 110 ‰¡‚§√°√—¡µàÕ¡‘≈≈‘≈‘µ√ ®– —¡æ—π∏å°—∫°“√¡’πÈ”Àπ—°µ—«‡æ‘Ë¡ Õ“°“√ßà«ßπÕπ ·≈–

°“√≈¥≈ß¢Õß‡°√Á¥‡≈◊Õ¥ valproate ∑”„Àâ√–¥—∫‚§‡≈ ‡µÕ√Õ≈·≈– low density lipoprotein ≈¥≈ß

valproate ¡’ à«π ”§—≠µàÕ°“√∑”„Àâ‡°‘¥¿“«–ª√–®”‡¥◊Õπº‘¥ª°µ‘ §«“¡‡ ’Ë¬ßµàÕ°“√‡°‘¥ polycystic

ovarian syndrome ®“°°“√„™â valproate ¬—ßµâÕß°“√°“√»÷°…“‡æ‘Ë¡‡µ‘¡

 √ÿª ¬—ß§ß¡’°“√»÷°…“Õ¬à“ßµàÕ‡π◊ËÕß ‡°’Ë¬«°—∫°≈‰°°“√ÕÕ°ƒ∑∏‘Ï¢Õß valproate ª√– ‘∑∏‘¿“æ

§«“¡‡ ’Ë¬ßµà“ßÊ ·≈–ª√–‚¬™πå„π°“√√—°…“°≈ÿà¡‚√§µà“ßÊ ¢Õß bipolar disorder ‚¥¬ valproate

¬—ß§ß‡ªìπ¬“À≈—°™π‘¥Àπ÷Ëß„π°“√√—°…“ bipolar disorder ∑—Èß°“√√—°…“¥â«¬°“√„™â¬“™π‘¥‡¥’¬«

·≈–°“√√—°…“¥â«¬°“√„™â¬“·∫∫º ¡

§” ”§—≠   bipolar disorder, valproate, °“√√—°…“, ª√– ‘∑∏‘¿“æ, Õ“°“√‰¡àæ÷ßª√– ß§å
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Objective: To review the literatures on the use of valproate in the treatment of bipolar disorder

and highlight the evidence base supporting its efficacy and tolerability.

Method: The literatures were reviewed and subdivided into the following sections: mechanism

of action, efficacy, drug administration and adverse reaction.

Results: Several mechanisms of action of valproate on central nervous system neuron that

may be relevant to its actions in bipolar disorder have been recently reported. These include

inhibition of glycogen synthase kinase and histone deacetylase. Valproate is effective in treatment

of mania, and somewhat more effective in certain patient subgroups than the other treatments,

e.g. mixed episode, and mania with rapid cycling course. Valproate is comparable with lithium

and olanzapine in maintenance treatment, and somewhat better tolerated. Several studies indicate

that valproate can be beneficially combined with antipsychotic drugs and other treatments for

bipolar disorder.  Accelerated oral loading with valproate is a feasible and safe method to bring

serum valproate concentrations to effective levels rapidly. Higher serum levels, particular above

110 g/ml, are associated with more reports of weight gain, sedation, and reduction of platelet

count. Valproate reduces total cholesterol levels and low density lipoprotein. Valproate contributes

significantly to the development of menstrual abnormalities. The risk of developing polycystic

ovarian syndrome with valproate use requires further study.

Conclusion: Valproate treatment continues to be studied for further clarification of its mechanisms,

efficacy, risks, and spectrum of benefits in bipolar disorder. In the meantime, it is a major

treatment for bipolar disorder, both in monotherapy and combination therapy regimens.

Keywords  bipolar disorder, valproate, treatment, efficacy, adverse reaction
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∫∑π”
®“°√“¬ß“π§√—Èß·√°„πªï §.». 1966 «à“ valproate

¡’ƒ∑∏‘Ï„π°“√√—°…“Õ“°“√∑“ß®‘µ‡«™™π‘¥µà“ß Ê1 π—∫

·µàπ—Èπ°Á‰¥â¡’°“√»÷°…“«‘®—¬µ“¡¡“‡ªìπ®”π«π¡“°∂÷ß

°“√„™â valproate „π°“√√—°…“ bipolar disorder º≈°“√

»÷°…“ π—∫ πÿπ«à“  valproate ¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“

¿“«– mania2,3 ·≈–‰¥â√—∫°“√√—∫√Õß®“°Õß§å°“√Õ“À“√

·≈–¬“¢Õß À√—∞Õ‡¡√‘°“„πªï §.». 1994 „Àâ‡ªìπ¬“∑’Ë„™â

√—°…“¿“«– mania ªí®®ÿ∫—ππ’È valproate ‡ªìπ¬“∑”„Àâ

Õ“√¡≥å§ß∑’Ë (mood stabilizer) ∑’Ëπ‘¬¡„™â¡“°™π‘¥Àπ÷Ëß

„π°“√√—°…“ bipolar disorder ´÷Ëß‰¡à‡æ’¬ß·µà°“√„™â„π

√“¬∑’Ë‰¡àµÕ∫ πÕßÀ√◊Õ‡°‘¥Õ“°“√‰¡àæ÷ßª√– ß§å (adverse

reaction) ®“°≈‘‡∑’¬¡‡∑à“π—Èπ ·µà¬—ß„™â‡ªìπ¬“Õ—π¥—∫·√°

„π°“√√—°…“Õ’°¥â«¬

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

°“√„™â valproate „π°“√√—°…“ bipolar disorder „π

À—«¢âÕµà“ßÊ ‰¥â·°à °≈‰°°“√ÕÕ°ƒ∑∏‘Ï ª√– ‘∑∏‘¿“æ

¢Õß¬“„π°“√√—°…“√–¬–‡©’¬∫æ≈—π (acute treatment)

·≈–°“√√—°…“√–¬–¬“« (long-term treatment À√◊Õ

maintenance treatment) ∑—Èß°“√√—°…“¥â«¬°“√„™â¬“

™π‘¥‡¥’¬« (monotherapy) ·≈–°“√√—°…“¥â«¬°“√„™â¬“

·∫∫º ¡ (combination treatment) ·π«∑“ß°“√∫√‘À“√

¬“ ·≈–Õ“°“√‰¡àæ÷ßª√– ß§å

°≈‰°°“√ÕÕ°ƒ∑∏‘Ï
¢π“¥¢Õß¬“ valproate (√–¥—∫¬“„π´’√—¡) ∑’Ë„™â„π

°“√√—°…“®–ÕÕ°ƒ∑∏‘Ï¬—∫¬—Èß glycogen synthase kinase-3

(GSK-3) ‡™àπ‡¥’¬«°—∫≈‘‡∑’¬¡4  ƒ∑∏‘Ï„π°“√≈¥°“√∑”ß“π

¢Õß GSK-3 Õ“®‡ªìπº≈∑“ßÕâÕ¡®“°°“√ up-regulate

°“√· ¥ßÕÕ°¢Õß®’π (gene expression) ‚¥¬ºà“π°“√

¬—∫¬—Èß¢Õß histone deacetylase5  °“√§âπæ∫‡¡◊ËÕ‡√Á«Ê π’È

æ∫«à“ histone deacetylase ‡ªìπ‡ªÑ“À¡“¬¢Õß valproate

‚¥¬°“√¬—∫¬—Èß histone deacetylase ¢Õß valproate

 àßº≈„Àâ‡°‘¥°“√‡æ‘Ë¡¢÷ÈπÕ¬à“ß™â“Ê „π°√–∫«π°“√

phosphorylation ¢Õß Akt ·≈– GSK-3β  ·¡â«à“∑—Èß valproate

·≈–≈‘‡∑’¬¡®–¡’º≈µàÕ GSK-3β ‚¥¬°√–∫«π°“√

phos- phorylation ·µà≈‘‡∑’¬¡‰¡à¡’º≈µàÕ histone

deacetylase5

GSK-3 ¡’§«“¡ —¡æ—π∏å°—∫∫∑∫“∑„π

neuroprotection ·≈– circadian rhythms  ¢≥–∑’ËºŸâªÉ«¬

bipolar disorder ¡’°“√‡ª≈’Ë¬π·ª≈ß¢Õß circadian rhythm

activity (´÷Ëß —¡æ—π∏å°—∫ motor activity, §«“¡ π„®µàÕ

 ‘Ëß·«¥≈âÕ¡ ·≈–°“√πÕπ) °“√ÕÕ°ƒ∑∏‘ÏµàÕ GSK-3β

¥—ß°≈à“«®÷ß‡ªìπ pathway ¢Õß valproate ·≈–≈‘‡∑’¬¡„π

°“√§«∫§ÿ¡Õ“°“√ µà“ßÊ ¢Õß¿“«– mania6  πÕ°®“°π’È

valproate ¬—ß‡æ‘Ë¡°“√· ¥ßÕÕ°¢Õß®’π∑’Ë∂Ÿ°§«∫§ÿ¡‚¥¬

extracellular signal-regulated kinase (ERK) pathway ´÷Ëß

pathway π’È®– àß‡ √‘¡°“√‡®√‘≠‡µ‘∫‚µ¢Õß‡´≈≈åÕàÕπ

¢Õß ¡Õß (neurite) ∑’Ë°”≈—ß‡µ‘∫‚µ·≈–™à«¬°“√Õ¬Ÿà√Õ¥

¢Õß‡´≈≈å7

‡¡◊ËÕ∂÷ß®ÿ¥Õ‘Ë¡µ—« valproate ®–∂Ÿ°√«¡‡¢â“‰ª„π‡¬◊ËÕ

Àÿâ¡‡´≈≈å ¡Õß (neuronal membranes) „π√Ÿª·∫∫∑’Ë¡’ƒ∑∏‘Ï

(active) ·≈–‡¢â“‰ª∑¥·∑π phospholipids ∑’Ë‡°‘¥¢÷Èπµ“¡

∏√√¡™“µ‘ ´÷Ëß phospholipids π’È‡Õß¡’§«“¡‡°’Ë¬«¢âÕß°—∫

§«“¡ ¡∫Ÿ√≥å·¢Áß·√ß (integrity) ¢Õß‡¬◊ËÕÀÿâ¡‡´≈≈å ¡Õß

·≈– ion-channel8

ª√– ‘∑∏‘¿“æ¢Õß¬“
1. ª√– ‘∑∏‘¿“æ„π°“√√—°…“¿“«– mania (µ“√“ß∑’Ë 2)

1.1 °“√√—°…“¥â«¬°“√„™â¬“™π‘¥‡¥’¬«
°. °“√√—°…“ euphoric mania
°“√»÷°…“¢π“¥„À≠à‚¥¬ Bowden ·≈–§≥–3

‡ªìπ°“√»÷°…“·∫∫ª°ªî¥ Õß¥â“π (double-blind) ¥â«¬
«‘∏’°“√ ÿà¡·≈–¡’°≈ÿà¡§«∫§ÿ¡ (randomized controlled trial
À√◊Õ RCT) ‡æ◊ËÕ‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ¢Õß valproate
°—∫≈‘‡∑’¬¡·≈–¬“À≈Õ°„π°“√√—°…“¿“«– mania (N=179)
º≈°“√»÷°…“æ∫«à“ ºŸâªÉ«¬∑’Ë‰¥â√—∫ valproate (N=69)
¡’Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“ (response rate)
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√âÕ¬≈– 48 ´÷Ëß„°≈â‡§’¬ß°—∫ºŸâªÉ«¬∑’Ë‰¥â√—∫≈‘‡∑’¬¡ (N=36)
§◊Õ√âÕ¬≈– 49 ¢≥–∑’Ë°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ° (N=69)

¡’Õ—µ√“°“√µÕ∫ πÕß√âÕ¬≈– 25 °àÕπÀπâ“π’È¡’°“√»÷°…“

¢π“¥‡≈Á° 2 ™‘Èπ2,9 ∑’Ë»÷°…“ª√– ‘∑∏‘¿“æ¢Õß valproate

„π°“√√—°…“ºŸâªÉ«¬ mania º≈°“√»÷°…“æ∫«à“ valproate

¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“¬“À≈Õ°2 ·≈–‰¡à·µ°µà“ß

®“°≈‘‡∑’¬¡9

Tohen ·≈–§≥–10 »÷°…“‡ª√’¬∫‡∑’¬∫ olanzapine °—∫

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

‡«≈“ 3  —ª¥“Àåæ∫«à“ Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“

¢Õß olanzapine ‰¡à·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠®“° valproate

(√âÕ¬≈– 54 ‡∑’¬∫°—∫√âÕ¬≈– 42, p=0.058) ·µà°≈ÿà¡∑’Ë‰¥â√—∫

olanzapine ¡’Õ—µ√“°“√À“¬®“°‚√§ (remission rate) ¡“°

°«à“Õ¬à“ß¡’π—¬ ”§—≠ (√âÕ¬≈– 42 ‡∑’¬∫°—∫√âÕ¬≈– 34,

p<0.04) Õ¬à“ß‰√°Áµ“¡ «‘∏’°“√∫√‘À“√¬“ ”À√—∫ valproate

„π°“√»÷°…“π’È‡ªìπ«‘∏’·∫∫ª°µ‘§◊Õ§àÕ¬Ê ª√—∫¢π“¥¬“¢÷Èπ

‚¥¬‡√‘Ë¡∑’Ë¢π“¥ 750 ¡°.µàÕ«—π ‰¡à„™à°“√∫√‘À“√¬“‚¥¬

«‘∏’‡√‘Ë¡„π¢π“¥ Ÿß ́ ÷Ëß àßº≈µàÕª√– ‘∑∏‘¿“æ¢Õß valproate

‰¥âÕ¬à“ß‰√°Áµ“¡ Zajecka ·≈–§≥–11  »÷°…“‡ª√’¬∫‡∑’¬∫

valproate (N=63) °—∫ olanzapine (N=57) ‡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) (-14.8  ”À√—∫ valproate ·≈– -17.2  ”À√—∫

olanzapine) ·≈–Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“

(√âÕ¬≈– 53  ”À√—∫ valproate ·≈–√âÕ¬≈– 62  ”À√—∫

olanzapine) ¢Õß∑—Èß Õß°≈ÿà¡‰¡à·µ°µà“ß°—πÕ¬à“ß¡’π—¬

 ”§—≠

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

πÕ°®“°¡’ª√– ‘∑∏‘¿“æ¥’„π°“√√—°…“¿“«– euphoric

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

mixed episode ·≈– dysphoric mania Õ’°¥â«¬ ®“°°“√

»÷°…“ºŸâªÉ«¬ mania ∑’Ë¡’Õ“°“√´÷¡‡»√â“√à«¡¥â«¬æ∫«à“ ºŸâªÉ«¬

∑’Ë‰¥â√—∫ valproate ¡’°“√¥’¢÷Èπ¢ÕßÕ“°“√ ÷́¡‡»√â“¡“°°«à“

ºŸâªÉ«¬∑’Ë‰¥â√—∫≈‘‡∑’¬¡2  Calabrese ·≈–§≥–12 ∑”°“√

»÷°…“ª√– ‘∑∏‘¿“æ¢Õß valproate „π°“√√—°…“ºŸâªÉ«¬

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

®”π«π 78 √“¬‚¥¬∑’Ë 14 √“¬‡ªìπ mixed episode

º≈°“√»÷°…“æ∫«à“ºŸâªÉ«¬ mixed episode ‡°◊Õ∫∑—ÈßÀ¡¥

(√âÕ¬≈– 94) ¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“Õ¬à“ß¡’

π—¬ ”§—≠ πÕ°®“°π’È¬—ß¡’¢âÕ¡Ÿ≈∫“ß à«π∑’Ë™’È„Àâ‡ÀÁπ«à“

§«“¡√ÿπ·√ß¢ÕßÕ“°“√ ÷́¡‡»√â“„πºŸâªÉ«¬ mixed episode

 —¡æ—π∏å°—∫°“√µÕ∫ πÕßµàÕ valproate13   ”À√—∫°“√„Àâ

valproate „π°“√√—°…“ mixed episode π—Èπ§«√ª√—∫

¢π“¥¬“‚¥¬‡√Á« (‡√‘Ë¡∑’Ë 20 ¡°.µàÕ«—π) ‡æ◊ËÕ„Àâ‰¥â¢π“¥

 Ÿß ÿ¥¿“¬„π 2-3 «—π®–∑”„Àâ‡°‘¥ª√– ‘∑∏‘¿“æ Ÿß ÿ¥

 ”À√—∫ valproate „π°“√√—°…“ mixed episode14

§. °“√√—°…“ mania ∑’Ë¡’Õ“°“√‚√§®‘µ
·¡â«à“ valproate ¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“¿“«–

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

ª√– ‘∑∏‘¿“æ‰¡àµà“ß®“°≈‘‡∑’¬¡15 ·µà valproate  “¡“√∂

∫√‘À“√¬“‚¥¬°“√„Àâ¬“¢π“¥ Ÿß„π‡«≈“Õ—π√«¥‡√Á« (loading

dose) ‚¥¬ºŸâªÉ«¬ “¡“√∂∑πµàÕ¬“‰¥â¥’ ∑”„Àâ valproate

¡’√–¬–‡«≈“°“√‡√‘Ë¡ÕÕ°ƒ∑∏‘Ï (onset of action) ∑’Ë§àÕπ¢â“ß‡√Á«

ºŸâªÉ«¬®÷ß¡—°®–µÕ∫ πÕßµàÕ°“√√—°…“¥â«¬ valproate ‰¥â

‡√Á«°«à“‡¡◊ËÕ‡∑’¬∫°—∫≈‘‡∑’¬¡  À“°∫√‘À“√¬“¥â«¬«‘∏’¥—ß°≈à“«

∑”„Àâ‡ªìπ®ÿ¥‡¥àπ¢Õß valproate „π°“√√—°…“¿“«– mania

‡æ◊ËÕ„Àâ “¡“√∂§«∫§ÿ¡Õ“°“√‰¥âÕ¬à“ß√«¥‡√Á« ‚¥¬‡©æ“–

Õ¬à“ß¬‘Ëß„π√“¬∑’Ë¡’Õ“°“√√ÿπ·√ß √«¡∑—Èß„π√“¬∑’Ë¡’Õ“°“√

‚√§®‘µ√à«¡¥â«¬ ‡æ◊ËÕ≈¥§«“¡‡ ’Ë¬ßµàÕ°“√‡°‘¥Õ—πµ√“¬

∑—ÈßµàÕºŸâªÉ«¬·≈–≠“µ‘À√◊Õ∫ÿ§§≈√Õ∫¢â“ß

McElroy ·≈–§≥–16 »÷°…“ºŸâªÉ«¬ mania ∑’Ë¡’

Õ“°“√‚√§®‘µ®”π«π 36 √“¬ ‡ª√’¬∫‡∑’¬∫°“√„Àâ valproate

¢π“¥ 20 ¡°.µàÕ°°.µàÕ«—π °—∫ haloperidol ¢π“¥ 0.2 ¡°.

µàÕ°°.µàÕ«—π µàÕ‡π◊ËÕß‡ªìπ‡«≈“ 6 «—π º≈°“√»÷°…“æ∫«à“

ª√– ‘∑∏‘¿“æ¢Õß¬“∑—Èß Õß™π‘¥‰¡à·µ°µà“ß°—π ‚¥¬

Õ“°“√ªÉ«¬¥’¢÷Èπ¡“°∑’Ë ÿ¥„π 3 «—π·√° ‡°‘¥Õ“°“√¢â“ß

‡§’¬ßπâÕ¬ ºŸâªÉ«¬∑πµàÕ¬“‰¥â¥’ ¬°‡«âπ haloperidol ∑’Ë∑”„Àâ
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‡°‘¥Õ“°“√¢â“ß‡§’¬ß™π‘¥ extrapyramidal ¥—ßπ—Èπ°“√„Àâ

valproate ¢π“¥ Ÿß„π‡«≈“Õ—π√«¥‡√Á«πÕ°®“°®–∑”„Àâƒ∑∏‘Ï

„π√—°…“Õ“°“√ mania ‡°‘¥¢÷Èπ‡√Á«·≈â«¬—ß¡’ƒ∑∏‘Ï√—°…“

Õ“°“√‚√§®‘µ∑’Ë‡°‘¥√à«¡¥â«¬‚¥¬‡∑’¬∫‡∑à“°—∫ haloperidol

·µàºŸâªÉ«¬∑πµàÕ¬“‰¥â¥’°«à“ πÕ°®“°π’È °“√»÷°…“

‡ª√’¬∫‡∑’¬∫ valproate (N=52) °—∫ olanzapine (N=62) „π

°“√√—°…“ºŸâªÉ«¬ mania ∑’Ë¡’Õ“°“√‚√§®‘µ æ∫«à“

ª√– ‘∑∏‘¿“æ¢Õß¬“∑—Èß 2 ™π‘¥‰¡à·µ°µà“ß°—π10

·¡â valproate ‡ªìπ¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ„π°“√

√—°…“Õ“°“√‚√§®‘µ„πºŸâªÉ«¬ mania ·µà¡—°æ∫Õ¬Ÿà‡ ¡Õ

«à“¡’°“√„™â¬“√—°…“‚√§®‘µ (antipsychotics) √à«¡°—∫

valproate „π°“√√—°…“ ‡™àπ‡¥’¬«°—∫°“√„™â¬“√—°…“

‚√§®‘µ√à«¡°—∫≈‘‡∑’¬¡ Õ¬à“ß‰√°Á¥’ ¬—ß‰¡à¡’°“√»÷°…“∂÷ß

°“√„™â valproate ‡æ’¬ß™π‘¥‡¥’¬«‡ª√’¬∫‡∑’¬∫°—∫°“√„™â

valproate √à«¡°—∫¬“µâ“π‚√§®‘µ„π°“√√—°…“¿“«– mania

∑’Ë¡’Õ“°“√‚√§®‘µ«à“¡’ª√– ‘∑∏‘¿“æ·µ°µà“ß°—πÀ√◊Õ‰¡à

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

®“°°“√»÷°…“ºŸâªÉ«¬ bipolar disorder ∑’Ë¡’°“√

¥”‡π‘π‚√§‡ªìπ rapid cycling ®”π«π 78 √“¬´÷Ëß‰¡àµÕ∫

 πÕßµàÕ°“√√—°…“¥â«¬≈‘‡∑’¬¡ æ∫«à“¡’Õ—µ√“°“√µÕ∫

 πÕßµàÕ°“√√—°…“√âÕ¬≈– 54  ”À√—∫ manic episode

√âÕ¬≈– 87  ”À√—∫ mixed episode ·≈–√âÕ¬≈– 19  ”À√—∫

depressive episode12 ¢âÕ¡Ÿ≈¥—ß°≈à“«™’È„Àâ‡ÀÁπ«à“

„π°“√√—°…“ºŸâªÉ«¬ bipolar disorder ∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ

rapid cycling π—Èπ valproate ¡’ª√– ‘∑∏‘¿“æ™—¥‡®π„π

manic À√◊Õ mixed episode ·µà‰¡à¡’ª√– ‘∑∏‘¿“æ„π°“√

√—°…“ major depressive episode (À√◊Õ bipolar depression)

®. ªí®®—¬∑’Ë¡’º≈µàÕ°“√µÕ∫ πÕßµàÕ valproate
„π°“√√—°…“¿“«– mania  (µ“√“ß∑’Ë1)

ª√– ‘∑∏‘¿“æ¢Õß valproate ‰¡à¢÷Èπ°—∫®”π«π

episode ∑’Ë‡°‘¥¢÷Èπ¡“°àÕπÀπâ“π’È‰¡à«à“®–‡ªìπ manic

episode, depressive episode À√◊Õ∑—Èß Õß¿“«– ´÷Ëß

µà“ß®“°≈‘‡∑’¬¡∑’ËÀ“°®”π«π episode ∑’Ë‡°‘¥¢÷Èπ¡“°àÕπ

Àπâ“¬‘Ëß¡“° ª√– ‘∑∏‘¿“æ°Á®–¬‘Ëß≈¥≈ß‚¥¬‡©æ“–

Õ¬à“ß¬‘Ëß§◊Õ°“√‡°‘¥ depressive episode18  °≈à“«‚¥¬ √ÿª

§◊Õ πÕ°®“° euphoric mania ·≈â« ºŸâªÉ«¬∑’Ë¡’ªí®®—¬

µ“¡µ“√“ß∑’Ë 1 °“√æ‘®“√≥“‡≈◊Õ°„™â  valproate ∂◊Õ

‡ªìπ·π«∑“ß∑’Ë‡À¡“– ¡„π°“√√—°…“ ´÷ËßπÕ°®“°®–¡’

ª√– ‘∑∏‘¿“æ¥’‚¥¬°“√„™â¬“‡æ’¬ß™π‘¥‡¥’¬«·≈â« °“√„™â

√à«¡°—∫¬“™π‘¥Õ◊Ëπæ∫«à“¡’ª√– ‘∑∏‘¿“æ∑’Ë¥’‡™àπ°—π

1.2 °“√√—°…“¥â«¬°“√„™â¬“·∫∫º ¡
°. °“√„™â valproate √à«¡°—∫≈‘‡∑’¬¡
°“√»÷°…“‡∫◊ÈÕßµâπæ∫«à“°“√„™â valproate √à«¡°—∫

≈‘‡∑’¬¡¡’§«“¡ª≈Õ¥¿—¬ ‰¡à¡’ªØ‘°‘√‘¬“√–À«à“ß°—π¢Õß¬“

(drug interaction) ∑’Ë™—¥‡®π20 ·≈–Õ“®¡’ª√– ‘∑∏‘¿“æ

‡æ‘Ë¡¢÷Èπ„π°“√√—°…“ºŸâªÉ«¬ rapid cycling ∑’Ë‰¡àµÕ∫ πÕß

µàÕ°“√„™â≈‘‡∑’¬¡‡æ’¬ß™π‘¥‡¥’¬«21,22

¢. °“√„™â valproate √à«¡°—∫¬“√—°…“‚√§®‘µ
°≈ÿà¡„À¡ à

≈‘‡∑’¬¡ valproate À√◊Õ¬“√—°…“‚√§®‘µ°≈ÿà¡„À¡à

(atypical antipsychotics) ™π‘¥„¥™π‘¥Àπ÷Ëß≈â«π¡’

ª√– ‘∑∏‘¿“æ„π°“√√—°…“ mania ·≈–‰¥â√—∫°“√√—∫√Õß

®“°Õß§å°“√Õ“À“√·≈–¬“¢Õß À√—∞Õ‡¡√‘°“·≈â« ·µà

∂â“„™â≈‘‡∑’¬¡À√◊Õ valproate √à«¡°—∫¬“√—°…“‚√§®‘µ°≈ÿà¡

„À¡àæ∫«à“∑”„Àâª√– ‘∑∏‘¿“æ„π°“√√—°…“‡æ‘Ë¡¢÷Èπ ¬“√—°…“

‚√§®‘µ°≈ÿà¡„À¡à 3 ™π‘¥§◊Õ olanzapine, risperidone ·≈–

quetiapine ‰¥â√—∫°“√√—∫√Õß„Àâ‡ªìπ¬“∑’Ë„™â‡ √‘¡°—∫≈‘‡∑’¬¡

À√◊Õ valproate „π°“√√—°…“ mania Õ’°¥â«¬

§. °“√„™â valproate √à«¡°—∫ olanzapine
Tohen ·≈–§≥–23 »÷°…“ª√– ‘∑∏‘¿“æ¢Õß°“√„™â

olanzapine (¢π“¥ 5-20 ¡°.µàÕ«—π) √à«¡°—∫ valproate À√◊Õ

≈‘‡∑’¬¡„πºŸâªÉ«¬ mania 344 √“¬∑’Ë‰¥â√—∫ valproate À√◊Õ

≈‘‡∑’¬¡¡“·≈â«‡ªìπ‡«≈“¡“°°«à“ 2  —ª¥“Àå·µà¬—ß¡’°“√

µÕ∫ πÕßµàÕ°“√√—°…“‰¡à‡æ’¬ßæÕ º≈°“√»÷°…“æ∫«à“

ºŸâªÉ«¬∑’Ë‰¥â√—∫ olanzapine √à«¡¥â«¬¡’Õ—µ√“°“√µÕ∫

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

‡æ’¬ß™π‘¥‡¥’¬«Õ¬à“ß¡’π—¬ ”§—≠ (√âÕ¬≈– 68 ‡∑’¬∫°—∫
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√âÕ¬≈– 45) ‡¡◊ËÕ∑”°“√«‘‡§√“–Àå‡©æ“–ºŸâªÉ«¬ mixed

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

√à«¡¥â«¬ (N=121) ¡’°“√≈¥≈ß¢Õß§à“§–·ππ Young

Mania Rating Scale (YMRS) ¡“°°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫

‡æ’¬ßvalproate À√◊Õ≈‘‡∑’¬¡ (N=54) Õ¬à“ß¡’π—¬ ”§—≠

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

mixed episode ∑’Ë¡’Õ“°“√´÷¡‡»√â“√–¥—∫ª“π°≈“ß∂÷ß¡“°

(§à“§–·ππ¢Õß 21-item Hamilton Depression Rating

Scale [HAM-D-21] ≥ 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-21 ‡æ’¬ß 1.57 §–·ππ ‡¡◊ËÕæ‘®“√≥“

„π·ßà¢Õß°“√µÕ∫ πÕßµàÕ°“√√—°…“ (§à“ HAM-D-21

¥’¢÷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¬≈– 9.5

ß. °“√„™â valproate √à«¡°—∫ risperidone
Sachs ·≈–§≥–27 ∑”°“√»÷°…“·∫∫ RCT ·≈–

ª°ªî¥ Õß¥â“π‡ª√’¬∫‡∑’¬∫°“√„™â risperidone (N=52) °—∫

°“√„™â haloperidol (N=53) ·≈–¬“À≈Õ° (N=51) ‡ªìπ

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

≈‘‡∑’¬¡) „π°“√√—°…“ºŸâªÉ«¬ bipolar mania ‡ªìπ√–¬–‡«≈“

3  —ª¥“Àå º≈°“√»÷°…“·¡â®–æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫

risperidone ·≈– haloperidol ‡ªìπ¬“‡ √‘¡¡’ª√– ‘∑∏‘¿“æ

„π°“√≈¥Õ“°“√¢ÕßºŸâªÉ«¬ euphoric mania ‰¥â¥’°«à“

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

mixed episode ·≈â«°≈—∫æ∫«à“°“√¡’Õ“°“√ªÉ«¬¥’¢÷Èπ

¢Õß∑—Èß 3 °≈ÿà¡‰¡à·µ°µà“ß°—π  à«πºŸâªÉ«¬ mania ∑’Ë¡’Õ“°“√

‚√§®‘µæ∫«à“ §à“§–·ππ YMRS ‡©≈’Ë¬∑’Ë≈¥≈ß‡∑à“°—∫

-15.4, -16.8 ·≈– -9.3  ”À√—∫°≈ÿà¡∑’Ë‰¥â√—∫ risperidone,

haloperidol ·≈–¬“À≈Õ° µ“¡≈”¥—∫ °“√»÷°…“π’È· ¥ß

„Àâ‡ÀÁπ«à“ °“√„™â risperidone √à«¡°—∫¬“∑”„ÀâÕ“√¡≥å

§ß∑’Ë¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ºŸâªÉ«¬ mania ∑’Ë¡’

Õ“°“√‚√§®‘µ‰¡à·µ°µà“ß®“°°“√„™â haloperidol √à«¡°—∫

¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë ·≈–¡’ª√– ‘∑∏‘¿“æ¡“°°«à“°“√„™â¬“

∑”„ÀâÕ“√¡≥å§ß∑’Ë‡æ’¬ßÕ¬à“ß‡¥’¬« Yatham ·≈–§≥–25

∑”°“√»÷°…“·∫∫ RCT ·≈–ª°ªî¥ Õß¥â“π√–¬–‡«≈“

3  —ª¥“Àå‡æ◊ËÕ‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ¢Õß risperidone

(N=75) °—∫¬“À≈Õ° (N=76) „π°“√„™â√à«¡°—∫¬“∑”„Àâ

Õ“√¡≥å§ß∑’Ë  (‰¥â·°à ≈‘ ‡∑’¬¡ valproate À√◊Õ

carbamazepine) √—°…“¿“«– mania æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫

risperidone √à«¡¥â«¬¡’°“√≈¥≈ß¢Õß§à“§–·ππ YMRS

·µ°µà“ß®“°°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠µ—Èß

·µà —ª¥“Àå·√° ·≈–‡¡◊ËÕ∑”°“√«‘‡§√“–Àå post hoc ‚¥¬

°“√µ—¥°≈ÿà¡∑’Ë‰¥â√—∫ carbamazepine ÕÕ°‰ª (‡æ◊ËÕ‡ª√’¬∫

‡∑’¬∫‡©æ“– valproate À√◊Õ≈‘‡∑’¬¡„π°“√„™â√à«¡°—∫

risperidone) æ∫«à“ °“√„™â¬“ ·∫∫º ¡¥â«¬°“√„™â

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

ª√– ‘∑∏‘¿“æ„π°“√√—°…“Õ“°“√ mania ¥’°«à“°“√„™â

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

‡¡◊ËÕ∂÷ß®ÿ¥ ‘Èπ ÿ¥ (endpoint) ¢Õß°“√»÷°…“

®. °“√„™â valproate √à«¡°—∫ quetiapine
Sachs ·≈–§≥–26 »÷°…“∂÷ß°“√„™â quetiapine √à«¡

°—∫¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë (≈‘‡∑’¬¡À√◊Õ valproate, N=91)

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

(N=100) „π°“√√—°…“ºŸâªÉ«¬ mania (N=191) ‡ªìπ‡«≈“

3  —ª¥“Àåæ∫«à“ °“√„™â quetiapine √à«¡°—∫¬“∑”„Àâ

Õ“√¡≥å§ß∑’Ë¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“°“√„™â¬“∑”„Àâ

Õ“√¡≥å§ß∑’Ë‡æ’¬ß™π‘¥‡¥’¬«Õ¬à“ß¡’π—¬ ”§—≠∑—Èß°“√≈¥

≈ß¢Õß§à“§–·ππ YMRS (-13.76 ‡∑’¬∫°—∫ -9.93) ·≈–

Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“ (√âÕ¬≈– 54 ‡∑’¬∫°—∫

√âÕ¬≈– 33) ·≈–‡¡◊ËÕ∑”°“√«‘‡§√“–Àå°≈ÿà¡¬àÕ¬‡©æ“–ºŸâªÉ«¬

mania ∑’Ë¡’Õ“°“√‚√§®‘µ (N=72) æ∫«à“ ‡¡◊ËÕ§√∫ 21 «—π

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

(N=34) ¡’°“√≈¥≈ß¢Õß§–·ππ The Positive and Negative

Syndrome Scale (PANSS) ∑—Èß§–·ππ√«¡ (total PANSS)

·≈–§–·ππ¥â“π∫«° (positive subscale scores)
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Õ¬à“ß¡’π—¬ ”§—≠‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°√à«¡

°—∫¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë (N=38) °“√»÷°…“¢Õß Yatham

·≈–§≥–27 ∑’Ë¡’√Ÿª·∫∫°“√«‘®—¬‡À¡◊Õπ°—π°—∫°“√»÷°…“

¢Õß Sachs ·≈–§≥–26 æ∫«à“ ‡¡◊ËÕ§√∫ 21 «—π °≈ÿà¡∑’Ë

‰¥â√—∫ quetiapine √à«¡°—∫≈‘‡∑’¬¡À√◊Õ valproate (N=197)

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

¬“À≈Õ°√à«¡°—∫≈‘‡∑’¬¡À√◊Õ valproate (N=205) Õ¬à“ß¡’

π—¬ ”§—≠ (-15.29 ‡∑’¬∫°—∫ -12.19) ‚¥¬æ∫§«“¡·µ°µà“ß

µ—Èß·µà —ª¥“Àå·√° πÕ°®“°π’ÈÕ—µ√“°“√µÕ∫ πÕßµàÕ

°“√√—°…“„π°≈ÿà¡ quetiapine  Ÿß°«à“°≈ÿà¡¬“À≈Õ°

Õ¬à“ß¡’π—¬ ”§—≠‡™àπ°—π (√âÕ¬≈– 56 ‡∑’¬∫°—∫√âÕ¬≈– 42)

2. ª√– ‘∑∏‘¿“æ„π°“√√—°…“√–¬–¬“«
2.1 °“√√—°…“¥â«¬°“√„™â¬“™π‘¥‡¥’¬«
®“°°“√∑’Ë valproate ¡’ª√– ‘∑∏‘¿“æ¥’„π°“√√—°…“

¿“«–‡©’¬∫æ≈—π¢Õß bipolar disorder ‰¡à«à“®–‡ªìπ

euphoric mania, mixed episode À√◊Õ·¡â·µà rapid cycling

∑”„Àâ¡’§«“¡§“¥À«—ß«à“ valproate πà“®–¡’ª√– ‘∑∏‘¿“æ

‡¥àπ™—¥„π°“√√—°…“√–¬–¬“« ·µà®“°°“√»÷°…“æ∫«à“

ª√– ‘∑∏‘¿“æ¢Õß valproate ‰¡à‰¥â·µ°µà“ß®“°≈‘‡∑’¬¡

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

°. valproate ‡ª√’¬∫‡∑’¬∫°—∫≈‘‡∑’¬¡
Bowden ·≈–§≥–28 ‰¥â∑”°“√‡ª√’¬∫‡∑’¬∫

ª√– ‘∑∏‘¿“æ valproate (N=187) °—∫≈‘‡∑’¬¡ (N=90) ·≈–

¬“À≈Õ° (N=92) „π°“√√—°…“√–¬–¬“«„πºŸâªÉ«¬ bipolar

disorder ‡ªìπ‡«≈“ 1 ªï º≈°“√»÷°…“æ∫«à“ ∑—Èß valproate

≈‘‡∑’¬¡·≈–¬“À≈Õ°‰¡à¡’§«“¡·µ°µà“ß°—π ”À√—∫

primary outcome §◊Õ√–¬–‡«≈“°«à“®–‡°‘¥ mood episode

§√—ÈßµàÕ‰ª ‡¡◊ËÕ‡∑’¬∫ valproate °—∫¬“À≈Õ°æ∫«à“

valproate ‡Àπ◊Õ°«à“¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠„π·ßà

¢Õß —¥ à«π¢ÕßºŸâªÉ«¬∑’Ë¬—ß§ßµÕ∫ πÕßµàÕ°“√√—°…“

À≈—ß®“°§√∫ 1 ªï (√âÕ¬≈– 41 ‡∑’¬∫°—∫√âÕ¬≈– 13) ®”π«π

«—π∑’Ë√—∫°“√√—°…“ (209 «—π‡∑’¬∫°—∫ 143 «—π)  —¥ à«π

¢ÕßºŸâªÉ«¬∑’Ë ‘Èπ ÿ¥°“√√—°…“‡π◊ËÕß®“°¡’°“√°≈—∫‡ªìπ´È”

(√âÕ¬≈– 50 ‡∑’¬∫°—∫√âÕ¬≈– 71) Õ—µ√“°“√ÕÕ°®“°°“√

»÷°…“‡π◊ËÕß®“°°“√‡°‘¥ depressive episode (√âÕ¬≈– 6.4

‡∑’¬∫°—∫√âÕ¬≈– 16)  ‡¡◊ËÕ‡∑’¬∫ valproate °—∫≈‘‡∑’¬¡æ∫«à“

ºŸâªÉ«¬ euphoric mania ∑’ËÕÕ°®“°°“√»÷°…“‡π◊ËÕß®“°

‰¡à “¡“√∂∑πµàÕ¬“‰¥â (intolerance) „π°≈ÿà¡∑’Ë‰¥â√—∫

valproate πâÕ¬°«à“°≈ÿà¡∑’Ë‰¥â√—∫≈‘‡∑’¬¡ (√âÕ¬≈– 7.1 ‡∑’¬∫

°—∫√âÕ¬≈– 18.2)   ”À√—∫ secondary outcome ´÷Ëß‰¥â·°à

√–¬–‡«≈“„π°“√‡°‘¥ manic episode À√◊Õ depressive

episode ¡’·π«‚πâ¡«à“ valproate ¡’√–¬–‡«≈“„π°“√‡°‘¥

depressive episode ∑’Ëπ“π°«à“ ¡’Õ“°“√ ÷́¡‡»√â“πâÕ¬°«à“

·≈–¡’§–·ππ Global Assessment Scale ¥’°«à“°≈ÿà¡∑’Ë‰¥â

√—∫≈‘‡∑’¬¡ (p=0.06) ·µà®“° Cochrane analysis  √ÿª«à“

¬—ß‰¡àÕ“®°≈à“«‰¥â«à“¡’§«“¡·µ°µà“ß¢Õßª√– ‘∑∏‘¿“æ

√–À«à“ß valproate °—∫≈‘‡∑’¬¡ ”À√—∫°“√√—°…“√–¬–

¬“«„πºŸâªÉ«¬ bipolar disorder29

Õ¬à“ß‰√°Áµ“¡ µàÕ¡“‰¥â¡’°“√«‘‡§√“–Àå post hoc

æ∫«à“ ºŸâªÉ«¬∑’Ë‰¥â√—∫°“√√—°…“¥â«¬ valproate ¡“°àÕπ∑’Ë

®–∂Ÿ° ÿà¡‡¢â“ Ÿà°“√»÷°…“ ·≈–À≈—ß®“°°“√ ÿà¡·≈â«¬—ß§ß

‰¥â√—∫ valproate µàÕª√– ‘∑∏‘¿“æ¢Õß valproate „πºŸâªÉ«¬

°≈ÿà¡π’È¥’°«à“°≈ÿà¡∑’ËÀ≈—ß°“√ ÿà¡·≈â«‰¥â√—∫≈‘‡∑’¬¡À√◊Õ¬“

À≈Õ°„π∑ÿ°°“√«—¥º≈ ‡™àπ √–¬–‡«≈“°«à“®–‡°‘¥ mood

episode §√—ÈßµàÕ‰ª„π°≈ÿà¡∑’Ë‰¥â√—∫ valproate ¥’°«à“°≈ÿà¡

∑’Ë‰¥â√—∫¬“À≈Õ° (p=0.04) ·≈–°≈ÿà¡∑’Ë‰¥â√—∫≈‘‡∑’¬¡

(p=0.05) Õ¬à“ß¡’π—¬ ”§—≠ „π¢≥–∑’ËºŸâªÉ«¬∑’Ë‰¥â√—∫°“√

√—°…“¥â«¬≈‘‡∑’¬¡¡“°àÕπ∑’Ë®–∂Ÿ° ÿà¡‡¢â“ Ÿà°“√»÷°…“ ·≈–

À≈—ß®“°°“√ ÿà¡·≈â«¬—ß§ß‰¥â√—∫≈‘‡∑’¬¡µàÕ °≈—∫‰¡àæ∫

§«“¡·µ°µà“ß‡¡◊ËÕ‡∑’¬∫°—∫¬“À≈Õ°À√◊Õ valproate

πÕ°®“°π’È√–¬–‡«≈“„π°“√‡°‘¥Õ“°“√ ÷́¡‡»√â“ (ª√–‡¡‘π

®“° time to intervention  ”À√—∫Õ“°“√´÷¡‡»√â“∑’Ë‡°‘¥

¢÷Èπ¥â«¬ selective serotonin reuptake inhibitors [SSRIs])

„πºŸâªÉ«¬∑’Ë‰¥â√—∫ valproate π“π°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫≈‘‡∑’¬¡

À√◊Õ¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠ (103 «—π ”À√—∫ valproate,

59 «—π ”À√—∫≈‘‡∑’¬¡ ·≈– 68 «—π ”À√—∫¬“À≈Õ°)30
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¢. valproate ‡ª√’¬∫‡∑’¬∫°—∫ olanzapine
®“°°“√»÷°…“µàÕ‡π◊ËÕß‡ªìπ‡«≈“ 47  —ª¥“Àå¢Õß

°“√»÷°…“‡ª√’¬∫‡∑’¬∫ valproate °—∫ olanzapine ‚¥¬ºŸâªÉ«¬

∑’ËµÕ∫ πÕßµàÕ¬“∑—Èß Õß™π‘¥„π™à«ß 3  —ª¥“Àå·√°¢Õß

manic episode ‰¥â√—∫°“√°“√√—°…“µàÕ¥â«¬¬“ valproate

(500-2500 ¡°.µàÕ«—π) À√◊Õ olanzapine (5-20 ¡°.µàÕ«—π)

º≈°“√»÷°…“æ∫«à“ ‰¡à¡’§«“¡·µ°µà“ß°—π√–À«à“ß

valproate °—∫ olanzapine  ”À√—∫Õ—µ√“°“√À“¬®“°‚√§

‡¡◊ËÕ§√∫ 47  —ª¥“Àå (√âÕ¬≈– 45.5  ”À√—∫ valproate

‡∑’¬∫°—∫√âÕ¬≈– 56.8  ”À√—∫ olanzapine, p=0.10) ·≈–

Õ—µ√“°“√°≈—∫‡ªìπ´È”¥â«¬Õ“°“√¢Õß mood episode

(√âÕ¬≈– 56.5  ”À√—∫ valproate ‡∑’¬∫°—∫√âÕ¬≈– 41

 ”À√—∫ olanzapine, p=0.42)31

§. valproate ‡ª√’¬∫‡∑’¬∫°—∫≈‘‡∑’¬¡„πºŸâªÉ«¬
∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling

Calabrese ·≈–§≥–32 ∑”°“√»÷°…“·∫∫ RCT

ª°ªî¥ Õß¥â“π‡ªìπ√–¬–‡«≈“ 20 ‡¥◊Õπ‡æ◊ËÕ‡ª√’¬∫‡∑’¬∫

ª√– ‘∑∏‘¿“æ¢Õß valproate °—∫≈‘‡∑’¬¡„π°“√√—°…“ºŸâªÉ«¬

bipolar I disorder ·≈–ºŸâªÉ«¬ bipolar II disorder ∑’Ë¡’

°“√¥”‡π‘π‚√§‡ªìπ rapid cycling º≈°“√»÷°…“æ∫«à“ ‰¡à¡’

§«“¡·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠√–À«à“ß valproate (N=28)

°—∫≈‘‡∑’¬¡ (N=32) „π√–¬–‡«≈“∑’Ë„™â°«à“®–‡°‘¥°“√°”‡√‘∫

¢Õß‚√§ (time to relapse) Õ—µ√“°“√°”‡√‘∫ (relapse rate)

¥â«¬ mood episode ‡∑à“°—∫√âÕ¬≈– 50  ”À√—∫ valproate

·≈–√âÕ¬≈– 56  ”À√—∫≈‘‡∑’¬¡ Õ—µ√“°“√°”‡√‘∫‡ªìπ

mania/hypomania ‡∑à“°—∫√âÕ¬≈– 22 ∑—Èß Õß°≈ÿà¡

 à«πÕ—µ√“°“√°”‡√‘∫‡ªìπ depressive episode „π°≈ÿà¡

∑’Ë‰¥â√—∫≈‘‡∑’¬¡ Ÿß°«à“°≈ÿà¡∑’Ë‰¥â√—∫ valproate (√âÕ¬≈– 34

‡∑’¬∫°—∫√âÕ¬≈– 29) °“√ÕÕ°®“°°“√»÷°…“°àÕπ°”Àπ¥

‡π◊ËÕß®“°Õ“°“√¢â“ß‡§’¬ß¢Õß¬“æ∫√âÕ¬≈– 4 „π°≈ÿà¡∑’Ë

‰¥â√—∫ valproate ·≈–√âÕ¬≈– 16 „π°≈ÿà¡∑’Ë‰¥â√—∫≈‘‡∑’¬¡

®“°¢âÕ¡Ÿ≈¥—ß°≈à“«¢â“ßµâπ®–‡ÀÁπ«à“ °“√„™â  valproate

‡æ’¬ß™π‘¥‡¥’¬«¡’ª√– ‘∑∏‘¿“æ‰¡à·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠

π—°‡¡◊ËÕ‡∑’¬∫°—∫≈‘‡∑’¬¡·≈– olanzapine „π°“√√—°…“

√–¬–¬“« ”À√—∫ºŸâªÉ«¬ bipolar disorder  Õ¬à“ß‰√°Áµ“¡

valproate °Á¬—ßπ‘¬¡„™â„π°“√√—°…“√–¬–¬“«‚¥¬‡ªìπ

°“√„™âµàÕ‡π◊ËÕß¡“®“°°“√√—°…“„π√–¬–‡©’¬∫æ≈—π ´÷Ëß

ºŸâ∑’Ë¡’°“√µÕ∫ πÕß∑’Ë¥’µàÕ valproate „π°“√√—°…“√–¬–

‡©’¬∫æ≈—π®–µÕ∫ πÕß¥’µàÕ valproate „π°“√√—°…“

√–¬–¬“«¥â«¬30

2.2 °“√√—°…“¥â«¬°“√„™â¬“·∫∫º ¡
°. °“√„™â valproate √à«¡°—∫≈‘‡∑’¬¡
¬—ß‰¡à¡’°“√»÷°…“∑’Ë™—¥‡®π∂÷ßª√– ‘∑∏‘¿“æ¢Õß

°“√„™â valproate √à«¡°—∫≈‘‡∑’¬¡„π°“√√—°…“√–¬–¬“«

¡’‡æ’¬ß°“√»÷°…“π”√àÕß„πºŸâªÉ«¬ 12 √“¬‚¥¬‡ª√’¬∫‡∑’¬∫

valproate °—∫¬“À≈Õ°„π°“√„Àâ√à«¡°—∫≈‘‡∑’¬¡‡ªìπ

√–¬–‡«≈“ 1 ªï º≈°“√»÷°…“æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ valproate

√à«¡°—∫≈‘‡∑’¬¡¡’°“√°”‡√‘∫ (relapse) ·≈–°“√°≈—∫‡ªìπ´È”

(recurrence) πâÕ¬°«à“°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°√à«¡°—∫

≈‘‡∑’¬¡Õ¬à“ß¡’π—¬ ”§—≠33

¢. °“√„™â valproate √à«¡°—∫ olanzapine
Tohen ·≈–§≥–34 ∑”°“√»÷°…“ª√– ‘∑∏‘¿“æ

¢Õß°“√„™â olanzapine √à«¡°—∫ valproate À√◊Õ≈‘‡∑’¬¡

‡ª√’¬∫‡∑’¬∫°—∫°“√„™â¬“À≈Õ°√à«¡°—∫ valproate À√◊Õ

≈‘‡∑’¬¡ „π°“√√—°…“ºŸâªÉ«¬ bipolar disorder ∑’ËÀ“¬®“°

‚√§À≈—ß®“°∑’Ë‰¥â√—∫°“√√—°…“„π√–¬–‡©’¬∫æ≈—π‡ªìπ‡«≈“

6  —ª¥“Àå ‚¥¬µ‘¥µ“¡ºŸâªÉ«¬‡ªìπ√–¬–‡«≈“ 18 ‡¥◊Õπ

º≈°“√»÷°…“æ∫«à“ √–¬–‡«≈“¢Õß°“√‡°‘¥ symptomatic

relapse √–À«à“ß°≈ÿà¡∑’Ë‰¥â√—∫°“√√—°…“¥â«¬¬“º ¡ (N=51)

°—∫°≈ÿà¡∑’Ë‰¥â√—∫°“√√—°…“¥â«¬°“√„™â¬“™π‘¥‡¥’¬« (N=48)

‰¡à·µ°µà“ß°—π (94 «—π‡∑’¬∫°—∫ 41 «—π, p=0.74) ·µà¡’

§«“¡·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠¢Õß√–¬–‡«≈“¢Õß°“√

‡°‘¥ symptomatic relapse (163 «—π ”À√—∫°≈ÿà¡∑’Ë‰¥â√—∫

°“√√—°…“¥â«¬¬“º ¡ ·≈– 42 «—π ”À√—∫°≈ÿà¡∑’Ë‰¥â√—∫

°“√√—°…“¥â«¬°“√„™â¬“™π‘¥‡¥’¬«, p=0.023)

§. °“√„™â valproate √à«¡°—∫ risperidone
°“√»÷°…“·∫∫‡ªî¥„πºŸâªÉ«¬ bipolar disorder ¡“°

°«à“ 500 √“¬ ‚¥¬°“√„Àâ risperidone ‡ √‘¡°—∫¬“∑”„Àâ
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Õ“√¡≥å§ß∑’Ë„π°“√√—°…“ºŸâªÉ«¬ bipolar disorder ·≈–

schizoaffective disorder ‡ªìπ√–¬–‡«≈“ 6 ‡¥◊Õπæ∫«à“

°“√„™â risperidone ‡ªìπ¬“‡ √‘¡°—∫¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë

™à«¬≈¥§à“§–·ππ YMRS ·≈– HAM-D ≈ßÕ¬à“ß¡’π—¬

 ”§—≠µ—Èß·µà —ª¥“Àå·√°·≈–§ßÕ¬Ÿàµ≈Õ¥√–¬–‡«≈“

6 ‡¥◊Õπ‚¥¬‰¡à°√–µÿâπ„Àâ‡°‘¥°“√‡ª≈’Ë¬π¢—È«‡ªìπ depressive

episode35

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

√—°…“ bipolar disorder ∑—Èß°“√√—°…“√–¬–‡©’¬∫æ≈—π

·≈–°“√√—°…“√–¬–¬“« °“√„™â¬“™π‘¥‡¥’¬«·≈–°“√„™â

¬“·∫∫º ¡  √ÿª‰¥â¥—ßµ“√“ß∑’Ë 2

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

°. °“√„Àâ¬“¢π“¥ Ÿß„π‡«≈“Õ—π√«¥‡√Á«
valproate ‡ªìπ¬“∑’Ë¡’ therapeutic window °«â“ß

∑”„Àâ‡°‘¥Õ“°“√‰¡àæ÷ßª√– ß§åπâÕ¬·≈– “¡“√∂„Àâ¬“

¥â«¬°“√‡√‘Ë¡„π¢π“¥ Ÿß‰¥â‚¥¬ºŸâªÉ«¬ “¡“√∂∑πµàÕ¬“

‰¥â¥’16,36,37  ¡’°“√»÷°…“°“√„Àâ valproate „π¢π“¥ Ÿß‚¥¬

‡√‘Ë¡∑’Ë 30 ¡°.µàÕ°°.µàÕ«—π„π 2 «—π·√°·≈â«µ“¡¥â«¬

20 ¡°.µàÕ°°.µàÕ«—π„π«—π∑’Ë 3 ∂÷ß«—π∑’Ë 10 ∑”„Àâ‰¥â

√–¥—∫¬“„π´’√—¡ Ÿß°«à“ 50 ‰¡‚§√°√—¡ (¡§°.) µàÕ¡≈.

¿“¬„π«—π∑’Ë 337 ´÷Ëß‡ªìπ√–¥—∫¬“„π´’√—¡∑’Ë„™â„π°“√

√—°…“¢Õß valproate πÕ°®“°π’È¬—ßæ∫«à“ºŸâªÉ«¬ mania33

√“¬∑’Ë‰¥â√—∫ valproate ¢π“¥ 20 ¡°.µàÕ°°.µàÕ«—π

‡ª√’¬∫‡∑’¬∫°—∫ haloperidol ¢π“¥ 0.2 ¡°.µàÕ°°.µàÕ«—π

¡’Õ—µ√“°“√¥’¢÷Èπ¢ÕßÕ“°“√ªÉ«¬‡°‘¥ Ÿß ÿ¥„π 3 «—π·√°

¢Õß°“√√—°…“¥â«¬¬“∑—Èß Õß™π‘¥36 ¥—ßπ—Èπ °“√„™â

valproate „π°“√√—°…“ manic episode ®÷ß§«√‡√‘Ë¡¬“„π

¢π“¥ Ÿß‚¥¬‡√‘Ë¡∑’Ë¢π“¥ 20-30 ¡°.µàÕ°°.µàÕ«—π ®π‰¥â

√–¥—∫¬“„π´’√—¡∑’Ë 45 ∂÷ß 125 ¡§°.µàÕ¡≈.´÷Ëß‡ªìπ™à«ß

µ“√“ß∑’Ë 2 °“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß valproate „π°“√√—°…“ bipolar disorder

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

°“√√—°…“ bipolar mania ¥â«¬°“√„™â¬“™π‘¥‡¥’¬«
Pope ·≈–§≥– 19912 139 valproate °—∫¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 3 valproate ‡Àπ◊Õ°«à“¬“À≈Õ°

Bowden ·≈–§≥– 19943 179 valproate °—∫≈‘‡∑’¬¡·≈–¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 3 valproate ‰¡àµà“ß®“°≈‘‡∑’¬¡

·≈–‡Àπ◊Õ°«à“¬“À≈Õ°

Freeman ·≈–§≥– 19929 36 valproate °—∫≈‘‡∑’¬¡  ÿà¡ª°ªî¥¥â“π‡¥’¬« 3 valproate ‰¡àµà“ß®“°≈‘‡∑’¬¡

Tohen ·≈–§≥– 200210 248 valproate °—∫ olanzapine  ÿà¡ª°ªî¥ Õß¥â“π 3 valproate ‰¡àµà“ß®“° olanzapine

Zajecka ·≈–§≥– 200211 120 valproate °—∫ olanzapine  ÿà¡ª°ªî¥ Õß¥â“π 12 valproate ‰¡àµà“ß®“° olanzapine

Calabrese ·≈–§≥– 199212 78 ‰¡à¡’°≈ÿà¡‡ª√’¬∫‡∑’¬∫ °“√»÷°…“·∫∫‡ªî¥ 66 ºŸâªÉ«¬ mixed episode ‡°◊Õ∫

∑—ÈßÀ¡¥ (√âÕ¬≈– 94) ·≈–ºŸâªÉ«¬

∑’Ë¡’°“√¥”‡π‘π‚√§‡ªìπ rapid

cycling ¡’°“√µÕ∫ πÕßµàÕ

°“√√—°…“Õ¬à“ß¡’π—¬ ”§—≠

µ“√“ß∑’Ë 1 ªí®®—¬∑’Ë¡’º≈µàÕ°“√µÕ∫ πÕßµàÕ valproate „π°“√

√—°…“ manic episode15,17-19

¡’°“√µÕ∫ πÕß∑’Ë¥’µàÕ valproate ‰¡à§àÕ¬µÕ∫ πÕßµàÕ valproate
- ¡’°“√¥”‡π‘π‚√§‡ªìπ rapid cycling - ¡’∫ÿ§≈‘°¿“æº‘¥ª°µ‘√à«¡¥â«¬

- ‡ªìπ mixed episode À√◊Õ - ¡’Õ“°“√√ÿπ·√ß¡“°

dysphoric mania

- ¡’®”π«π§√—Èß¢Õß episode ¡“° - ¡’ªí≠À“°“√‡ æ “√‡ æµ‘¥

√à«¡¥â«¬
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µ“√“ß∑’Ë 2 °“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß valproate „π°“√√—°…“ bipolar disorder (µàÕ)

Swann ·≈–§≥– 200215 254 valproate °—∫≈‘‡∑’¬¡  ÿà¡ª°ªî¥ Õß¥â“π 3 ª√– ‘∑∏‘¿“æ„π°“√√—°…“¿“«–

mania ∑’Ë¡’Õ“°“√‚√§®‘µ‰¡à

µà“ß®“°≈‘‡∑’¬¡

McElroy ·≈–§≥– 199616 150 valproate °—∫ haloperidol  ÿà¡ª°ªî¥ Õß¥â“π 1 ª√– ‘∑∏‘¿“æ¢Õß¬“∑—Èß Õß

µ—«‰¡à·µ°µà“ß°—π

°“√√—°…“ bipolar mania ¥â«¬°“√„™â¬“·∫∫º ¡
Sharma ·≈–§≥– 199322 9 valproate √à«¡°—∫≈‘‡∑’¬¡ °“√»÷°…“·∫∫‡ªî¥·≈– - ¡’ª√– ‘∑∏‘¿“æ‡æ‘Ë¡¢÷Èπ„π

‰¡à¡’°≈ÿà¡‡ª√’¬∫‡∑’¬∫ °“√√—°…“ºŸâªÉ«¬ rapid cycling

∑’Ë ‰¡àµÕ∫ πÕßµàÕ°“√„™â

≈‘‡∑’¬¡‡æ’¬ß™π‘¥‡¥’¬«

Tohen ·≈–§≥– 200223 191 valproate √à«¡°—∫ olanzapine  ÿà¡ª°ªî¥ Õß¥â“π 6 valproate √à«¡°—∫ olanzapine

°—∫ valproate √à«¡°—∫ ¬“À≈Õ° ¡’Õ—µ√“°“√µÕ∫ πÕßµàÕ

°“√√—°…“¥’°«à“

Sachs ·≈–§≥– 200224 156 risperidone, haloperidol, ¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 3 °≈ÿà¡∑’Ë‰¥â√—∫ risperidone ·≈–

„π°“√„Àâ√à«¡°—∫ valproate haloperidol ‡ªìπ¬“‡ √‘¡¡’

ª√– ‘∑∏‘¿“æ„π°“√≈¥Õ“°“√

‰¥â¥’°«à“°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°

Õ¬à“ß¡’π—¬ ”§—≠

Yatham ·≈–§≥– 200325 151 risperidone °—∫¬“À≈Õ° „π°“√  ÿà¡ª°ªî¥ Õß¥â“π 3 °≈ÿà¡∑’Ë‰¥â√—∫ risperidone √à«¡

„Àâ√à«¡°—∫ valproate ¥â«¬¡’°“√≈¥≈ß¢Õß§à“§–·ππ

YMRS ·µ°µà“ß®“°°≈ÿà¡∑’Ë

‰¥â√—∫¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠

Sachs ·≈–§≥– 200426 191 quetiapine °—∫¬“À≈Õ° „π°“√  ÿà¡ª°ªî¥ Õß¥â“π 3 quetiapine √à«¡°—∫ valproate

„Àâ√à«¡°—∫ valproate

¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“

°“√„™â valproate ‡æ’¬ß™π‘¥‡¥’¬«

Õ¬à“ß¡’π—¬ ”§—≠

Yatham ·≈–§≥– 200427 402 quetiapine °—∫¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 3 quetiapine √à«¡°—∫ valproate

„π°“√„Àâ√à«¡°—∫ valproate ¡’°“√≈¥≈ß¢Õß§à“§–·ππ

YMRS ¡“°°«à“°≈ÿà¡∑’Ë‰¥â√—∫

¬“À≈Õ°√à«¡°—∫ valproate

°“√√—°…“√–¬–¬“«¥â«¬°“√

„™â¬“™π‘¥‡¥’¬«

ß“π«‘®—¬ ®”π«π °≈ÿà¡‡ª√’¬∫‡∑’¬∫ √Ÿª·∫∫«‘∏’«‘®—¬ √–¬–‡«≈“ º≈°“√»÷°…“
ºŸâªÉ«¬ ( —ª¥“Àå)
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Bowden ·≈–§≥– 200028 369 valproate °—∫≈‘‡∑’¬¡·≈–¬“À≈Õ°  ÿà¡ª°ªî¥ Õß¥â“π 52 valproate ≈‘‡∑’¬¡·≈–¬“À≈Õ°

‰¡à¡’§«“¡·µ°µà“ß°—π ”À√—∫

√–¬–‡«≈“°«à“®–‡°‘¥ mood

episode §√—ÈßµàÕ‰ª

Tohen ·≈–§≥– 200331 251 valproate °—∫ olanzapine  ÿà¡ª°ªî¥ Õß¥â“π 47 valproate ‰¡àµà“ß®“° olanzapine

Calabrese ·≈–§≥– 200532 60 valproate °—∫≈‘‡∑’¬¡  ÿà¡ª°ªî¥ Õß¥â“π 84 ‰¡à¡’§«“¡·µ°µà“ßÕ¬à“ß¡’

π—¬ ”§—≠√–À«à“ß valproate

°—∫≈‘‡∑’¬¡„π√–¬–‡«≈“∑’Ë„™â

°«à“®–‡°‘¥°“√°”‡√‘∫¢Õß‚√§

°“√√—°…“√–¬–¬“«¥â«¬°“√„™â¬“·∫∫º ¡
Solomon ·≈–§≥– 199733 12 valproate √à«¡°—∫≈‘‡∑’¬¡  ÿà¡ª°ªî¥ Õß¥â“π 52 valproate √à«¡°—∫≈‘‡∑’¬¡¡’

‡∑’¬∫°—∫valproate √à«¡°—∫¬“À≈Õ° °“√°”‡√‘∫ (relapse) ·≈–°“√

°≈—∫‡ªìπ´È” (recurrence)

πâÕ¬°«à“ °≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°

√à«¡°—∫≈‘‡∑’¬¡Õ¬à“ß¡’π—¬ ”§—≠

Tohen ·≈–§≥– 200434 99 valproate √à«¡°—∫olanzapine  ÿà¡ª°ªî¥ Õß¥â“π 78 √–¬–‡«≈“¢Õß°“√‡°‘¥ symp

‡∑’¬∫°—∫valproate√à«¡°—∫¬“À≈Õ° tomatic relapse ¢Õß°≈ÿà¡

valproate √à«¡°—∫olanzapine

π“π°«à“°≈ÿà¡ valproate √à«¡

°—∫¬“À≈Õ°

Vieta ·≈–§≥– 200135 >500 risperidone √à«¡°—∫ valproate °“√»÷°…“·∫∫‡ªî¥ 24 §à“§–·ππ YMRS ·≈– HAM-D

·≈–‰¡à¡’°≈ÿà¡ ≈ßÕ¬à“ß¡’π—¬ ”§—≠

‡ª√’¬∫‡∑’¬∫

µ“√“ß∑’Ë 2 °“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß valproate „π°“√√—°…“ bipolar disorder (µàÕ)

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

√–¥—∫¬“∑’Ë„Àâ°“√µÕ∫ πÕß‰¥â¥’38   àßº≈„Àâ valproate

¡’°“√µÕ∫ πÕß‡√Á«°«à“≈‘‡∑’¬¡ Õ’°∑—Èß¬—ßÕ“®¡’º≈„Àâ

Õ—µ√“°“√µÕ∫ πÕß‡æ‘Ë¡¢÷Èπ·≈–™à«¬√—°…“Õ“°“√‚√§®‘µ

(psychotic mania) ‰¥â¥â«¬  ¡’√“¬ß“π«à“√–¥—∫¬“ valproate

„π ’́√—¡∑’ËµË”°«à“π’È°Á¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ºŸâªÉ«¬ bi-

polar spectrum disorders39 ºŸâªÉ«¬∫“ß√“¬Õ“®®”‡ªìπ∑’Ë

µâÕß„Àâ√–¥—∫¬“„π´’√—¡ Ÿß°«à“ª°µ‘ (‡™àπ‡¥’¬«°—∫≈‘‡∑’¬¡)

‡æ◊ËÕ„ÀâÕ“°“√ªÉ«¬¥’¢÷ÈπÕ¬à“ß‡µÁ¡∑’Ë·¡â«à“®–µâÕß‡ ’Ë¬ß°—∫

Õ“°“√ ‰¡àæ÷ßª√– ß§å∑’ËÕ“®∑”„ÀâºŸâªÉ«¬‰¡à “¡“√∂

¬Õ¡√—∫‰¥â°Áµ“¡ ‚¥¬∑—Ë«‰ª·≈â«ºŸâªÉ«¬¡—°∑πµàÕ¬“

valproate ‰¥â¥’°«à“≈‘‡∑’¬¡·≈– carbamazepine

¢. √–¥—∫¬“„π´’√—¡∑’Ë‡À¡“– ¡
Allen ·≈–§≥–40 ∑”°“√»÷°…“§«“¡ —¡æ—π∏å

√–À«à“ß√–¥—∫ valproate „π´’√—¡°—∫°“√µÕ∫ πÕßµàÕ

°“√√—°…“„πºŸâªÉ«¬ mania ‚¥¬·∫àßºŸâªÉ«¬ 374 √“¬ÕÕ°

‡ªìπ 6 °≈ÿà¡µ“¡√–¥—∫ valproate „π´’√—¡‰¥â·°à °≈ÿà¡∑’Ë 1

√–¥—∫¬“ ≤55.0 ¡§°.µàÕ¡≈. (N=35) °≈ÿà¡∑’Ë 2 √–¥—∫¬“

55.1-71.3 ¡§°.µàÕ¡≈. (N=32) °≈ÿà¡∑’Ë 3 √–¥—∫¬“ 71.4-
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85.0 ¡§°.µàÕ¡≈. (N=36) °≈ÿà¡∑’Ë 4 √–¥—∫¬“ 85.1-94.0

¡§°.µàÕ¡≈. (N=34) °≈ÿà¡∑’Ë 5 √–¥—∫¬“ 94.1-107.0

¡§°.µàÕ¡≈. (N=33) ·≈–°≈ÿà¡∑’Ë 6 √–¥—∫¬“ >107.0

¡§°.µàÕ¡≈. (N=33) ·≈â«∑”°“√‡ª√’¬∫‡∑’¬∫°—∫°≈ÿà¡∑’Ë

‰¥â√—∫¬“À≈Õ° (N=171) º≈°“√»÷°…“æ∫«à“ √–¥—∫

valproate „π´’√—¡¡’§«“¡ —¡æ—π∏å‡™‘ß‡ âπµ√ß°—∫°“√

µÕ∫ πÕßµàÕ°“√√—°…“ √–¥—∫¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ„π

°“√√—°…“ Ÿß°«à“¬“À≈Õ°Õ¬à“ß¡’π—¬ ”§—≠®–‡√‘Ë¡µ—Èß·µà

√–¥—∫¬“∑’Ë 71.4-85.0 ¡§°.µàÕ¡≈. ‡ªìπµâπ‰ª πÕ°®“°π’È

°≈ÿà¡∑’Ë¡’√–¥—∫¬“ 94.1-107.0 ¡§°.µàÕ¡≈. ·≈–°≈ÿà¡¡’

√–¥—∫¬“ >107.0 ¡§°.µàÕ¡≈. ¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ

°«à“°≈ÿà¡∑’Ë¡’√–¥—∫¬“µË” ÿ¥Õ¬à“ß¡’π—¬ ”§—≠  effect size

(ES) ∑’Ë —¡æ—π∏å°—∫√–¥—∫¬“„π ’́√—¡¢π“¥ Ÿß (>94 ¡§°.µàÕ

¡≈.) ¡’§à“‡∑à“°—∫ 1.06 (À≈—ß®“°ª√—∫·°â‚¥¬‡∑’¬∫°—∫

¬“À≈Õ°¡’§à“‡∑à“°—∫ 0.59) ´÷Ëß‡∑’¬∫‡∑à“°—∫°“√≈¥≈ß

¢Õß§à“§–·ππ YMRS ‡∑à“°—∫ 12 §–·ππ ºŸâªÉ«¬∑’Ë¡’ ES

‡∑à“π’ÈÀ√◊Õ¡“°°«à“π’È (N=84) ¡’√–¥—∫¬“„π´’√—¡‡©≈’Ë¬

‡∑à“°—∫ 87.5 ¡§°.µàÕ¡≈. „π°≈ÿà¡√–¥—∫¬“µË” ÿ¥¡’

ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“°≈ÿà¡¬“À≈Õ°√âÕ¬≈– 60 ·≈–

„π°≈ÿà¡√–¥—∫¬“ Ÿß¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“°≈ÿà¡¬“

À≈Õ°√âÕ¬≈– 120 ‚¥¬∑’Ë°“√∑πµàÕ¬“‰¥â (tolerability) „π

∑ÿ°°≈ÿà¡‰¡à·µ°µà“ß°—π (√“¬≈–‡Õ’¬¥¥—ßµ“√“ß∑’Ë 3)

µ“√“ß∑’Ë 3 √–¥—∫¬“„π´’√—¡¢Õß valproate „π°“√√—°…“ bipolar

disorder

√–¥—∫´’√—¡ valproate (¡§°.µàÕ¡≈.)
√–¥—∫µË” ÿ¥ √–¥—∫ Ÿß ÿ¥ À¡“¬‡Àµÿ

°“√√—°…“¿“«– mania 45-50 125 √–¥—∫¬“

 Ÿß ÿ¥¢÷Èπ

°—∫°“√

°“√√—°…“√–¬–¬“« 75 100 ∑πµàÕ¬“

¢ÕßºŸâªÉ«¬

À¡“¬‡Àµÿ „Àâ‡®“–‡≈◊Õ¥ 12 ™—Ë«‚¡ßÀ≈—ß®“°‰¥â√—∫ valproate §√—Èß

≈à“ ÿ¥ (¥—¥·ª≈ß®“°‡Õ° “√Õâ“ßÕ‘ßÀ¡“¬‡≈¢ 41)

2. °“√∫√‘À“√¬“„π°“√√—°…“√–¬–¬“«
°“√»÷°…“‚¥¬ Bowden ·≈–§≥–28 ‡ª√’¬∫‡∑’¬∫

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

°“√√—°…“√–¬–¬“«‡ªìπ√–¬–‡«≈“ 52  —ª¥“Àå ‚¥¬

ª√—∫√–¥—∫¬“„π ’́√—¡¢Õß valproate „ÀâÕ¬Ÿà√–À«à“ß 71-125

¡§°.µàÕ¡≈. §à“‡©≈’Ë¬‡∑à“°—∫ 84.8 (±29.9) ¡§°.µàÕ¡≈.

§à“¡—∏¬∞“π‡∑à“°—∫ 83.9 ¡§°.µàÕ¡≈. æ∫«à“ √–¥—∫¬“

¥—ß°≈à“«¡’§«“¡ —¡æ—π∏åÕ¬à“ß¡’π—¬ ”§—≠°—∫§à“§–·ππ

YMRS ¥—ßπ—Èπ„π°“√√—°…“√–¬–¬“« ºŸâªÉ«¬∑’Ë¡’√–¥—∫¬“

√–À«à“ß 75-100 ¡§°.µàÕ¡≈. ¡’ time to intervention

‡π◊ËÕß®“°°“√‡°‘¥ mood episode ¢÷Èπ¡“§√—Èß„À¡àπ“π

°«à“ºŸâªÉ«¬∑’Ë¡’√–¥—∫¬“µË”°«à“À√◊Õ Ÿß°«à“π’È Õ’°∑—ÈßºŸâªÉ«¬

 “¡“√∂∑πµàÕ¬“‰¥â¥’32,34 (µ“√“ß∑’Ë 3)

Õ“°“√‰¡àæ÷ßª√– ß§å
Õ“°“√‰¡àæ÷ßª√– ß§å∑’Ë —¡æ—π∏å°—∫√–¥—∫¬“„π´’√—¡

„π°“√√—°…“√–¬–‡©’¬∫æ≈—π √–¥—∫¬“∑’Ë Ÿß°«à“ 125 ¡§°.

µàÕ¡≈. ‡æ‘Ë¡Õÿ∫—µ‘°“√≥å¢ÕßÕ“°“√§≈◊Ëπ‰ â Õ“‡®’¬π ¡÷πßß

ßà«ßπÕπ38 „π°“√√—°…“√–¬–¬“«®– —¡æ—π∏å°—∫°“√≈¥≈ß

¢Õß‡°√Á¥‡≈◊Õ¥·≈–‡¡Á¥‡≈◊Õ¥¢“«29  à«π√–¥—∫¬“∑’Ë Ÿß°«à“

110 ¡§°.µàÕ¡≈. ∑”„Àâ¡’πÈ”Àπ—°µ—«‡æ‘Ë¡·≈–ßà«ßπÕπ

¡“°°«à“√–¥—∫∑’ËµË”°«à“ 110 ¡§°.µàÕ¡≈.29

πÈ”Àπ—°µ—«‡æ‘Ë¡
πÈ”Àπ—°µ—«‡æ‘Ë¡æ∫‰¥âª√–¡“≥√âÕ¬≈– 3-20 µ≈Õ¥

√–¬–‡«≈“ 3  —ª¥“Àå∂÷ß 12 ‡¥◊Õπ¢Õß°“√√—°…“42 ®“°

°“√»÷°…“√–¬–‡«≈“ 47  —ª¥“Àå‡ª√’¬∫‡∑’¬∫ valproate

°—∫ olanzapine32 æ∫«à“ ºŸâªÉ«¬∑’Ë¡“¥â«¬Õ“°“√ mania ·≈–

‰¥â√—∫°“√√—°…“¥â«¬ valproate (¢π“¥¬“√–À«à“ß 500-2500

¡°.µàÕ«—π) ¡’πÈ”Àπ—°µ—«‡æ‘Ë¡πâÕ¬°«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫°“√

√—°…“¥â«¬ olanzepine (1.22 °°. ‡∑’¬∫°—∫ 2.79 °°.)

„π°“√»÷°…“√–¬–‡«≈“ 12  —ª¥“Àå¢Õß°“√√—°…“¿“«–

mania æ∫«à“ °“√¡’πÈ”Àπ—°µ—«‡æ‘Ë¡æ∫‰¥â√âÕ¬≈– 10 „π
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°≈ÿà¡∑’Ë‰¥â√—∫ valproate ·≈–√âÕ¬≈– 25 „π°≈ÿà¡∑’Ë‰¥â√—∫

olanzapine πÈ”Àπ—°µ—«‡æ‘Ë¡‡©≈’Ë¬‡∑à“°—∫ 2.5 °°.  ”À√—∫

valproate ·≈– 4.0 °°.  ”À√—∫ olanzapine ´÷Ëß·µ°µà“ß

°—πÕ¬à“ß¡’π—¬ ”§—≠11

√–¥—∫‰¢¡—π„π‡≈◊Õ¥
®“°°“√»÷°…“æ∫«à“ valproate ≈¥√–¥—∫

‚§‡≈ ‡µÕ√Õ≈·≈– low density lipoprotein (LDL)

‡¡◊ËÕ‡∑’¬∫°—∫ phenobarbital ·≈– carbamazepine „π°“√

„™â√—°…“ºŸâªÉ«¬ ‚√§≈¡™—°43  à«π°“√„™â valproate

„π°“√√—°…“ºŸâªÉ«¬ bipolar disorder ‡ªìπ√–¬–‡«≈“ 47

 —ª¥“Àåæ∫«à“ √–¥—∫‚§‡≈ ‡µÕ√Õ≈„πºŸâªÉ«¬∑’Ë‰¥â√—∫

valproate ≈¥≈ß‡≈Á°πâÕ¬ (-2.33 ¡°.µàÕ¥≈.) ´÷Ëß·µ°µà“ß

Õ¬à“ß¡’π—¬ ”§—≠°—∫ºŸâªÉ«¬ ∑’Ë‰¥â√—∫ olanzapine ´÷Ëß

¡’√–¥—∫‚§‡≈ ‡µÕ√Õ≈‡æ‘Ë¡¢÷Èπ (9.68 ¡°.µàÕ¥≈.)32

°“√»÷°…“√–¬–‡«≈“ 12  —ª¥“Àåæ∫«à“ √–¥—∫‚§‡≈ ‡µ

Õ√Õ≈·≈– LDL ≈¥≈ß„π°≈ÿà¡∑’Ë‰¥â√—∫ valproate ¢≥–∑’Ë

°≈ÿà¡∑’Ë‰¥â√—∫ olanzapine ¡’√–¥—∫‰¢¡—π∑—Èß 2 ™π‘¥‡æ‘Ë¡¢÷Èπ11

Polycystic ovarian syndrome
ºŸâÀ≠‘ß∑’Ë‡ªìπ bipolar disorder ¡’§«“¡º‘¥ª°µ‘

¢Õß√–¥Ÿ¡“°°«à“ºŸâÀ≠‘ß∑—Ë«‰ª·≈–¡’§«“¡‡ ’Ë¬ßµàÕ°“√‡°‘¥

polycystic ovarian syndrome (PCOS) ¡“°°«à“ºŸâÀ≠‘ß∑—Ë«‰ª

Rasgon ·≈–§≥–44 ∑”°“√»÷°…“ºŸâÀ≠‘ß∑’Ë‡ªìπ bipolar

disorder ∑’Ë‰¡à‰¥â√—∫ª√–∑“π¬“‡¡Á¥§ÿ¡°”‡π‘¥®”π«π 80 √“¬

æ∫«à“ 52 √“¬ (√âÕ¬≈– 65) ¡’√–¥Ÿº‘¥ª°µ‘ ‚¥¬ 40 √“¬

(√âÕ¬≈– 50) ¡’√–¥Ÿº‘¥ª°µ‘°àÕπ®–ªÉ«¬‡ªìπ bipolar

disorder ºŸâªÉ«¬ 15 √“¬ (√âÕ¬≈– 38) ¡’√–¥Ÿº‘¥ª°µ‘À≈—ß

®“°°“√√—°…“‚√§ bipolar disorder ‚¥¬ 14 √“¬ (®“° 15

√“¬) ‡°‘¥À≈—ß®“°°“√√—°…“¥â«¬ valproate ¥—ßπ—Èπ

valproate ®÷ß¡’ à«π„π°“√∑”„Àâ√–¥Ÿº‘¥ª°µ‘‡æ‘Ë¡¢÷Èπ

‡°’Ë¬«°—∫ PCOS æ∫«à“ ºŸâªÉ«¬ 3 √“¬®“° 50 √“¬ (√âÕ¬≈– 6)

∑’Ë‰¥â√—∫°“√√—°…“¥â«¬ valproate µ√«®æ∫«à“‡ªìπ PCOS

„π¢≥–∑’Ëµ√«®‰¡àæ∫«à“‡ªìπ‚√§π’È„πºŸâªÉ«¬∑’Ë‰¥â√—∫

°“√√—°…“¥â«¬¬“™π‘¥Õ◊Ëπ∑’Ë‰¡à„™à valproate (0 √“¬®“°

22 √“¬, √âÕ¬≈– 0) Õ¬à“ß‰√°Áµ“¡°“√æ∫ PCOS „π

ºŸâªÉ«¬∑—Èß Õß°≈ÿà¡‰¡à¡’§«“¡·µ°µà“ß°—πÕ¬à“ß¡’π—¬ ”§—≠

(p=0.20)  πÕ°®“°π’È‡√“æ∫§«“¡™ÿ°¢Õß PCOS „π

ºŸâÀ≠‘ß∑—Ë«‰ª§◊Õ√âÕ¬≈– 4-1245 °“√»÷°…“π’È°Áæ∫§«“¡

™ÿ°Õ¬Ÿà„π‡°≥±åπ’È‡À¡◊Õπ°—π ¥—ßπ—Èπ®÷ß¬—ß‰¡à “¡“√∂ √ÿª

‰¥âÕ¬à“ß™—¥‡®π«à“ valproate  “¡“√∂‡æ‘Ë¡§«“¡‡ ’Ë¬ß

µàÕ°“√‡°‘¥ PCOS „πºŸâªÉ«¬ bipolar disorder À√◊Õ‰¡à

µâÕß»÷°…“‡æ‘Ë¡‡µ‘¡µàÕ‰ª

Õ“°“√‰¡àæ÷ßª√– ß§å∑’Ë√ÿπ·√ß·µàæ∫πâÕ¬¡“°
Õ“°“√‰¡àæ÷ßª√– ß§å∑’Ë√ÿπ·√ß·µàæ∫πâÕ¬¡“°®“°

valproate ¡’ 2 Õ¬à“ß§◊Õ µ—∫ÕàÕπÕ—°‡ ∫·≈– fatal

hepatotoxicity Õÿ∫—µ‘°“√≥å¢Õß°“√‡°‘¥¿“«–µ—∫ÕàÕπÕ—°‡ ∫

§◊Õ√âÕ¬≈– 0.0008 ºŸâªÉ«¬∫“ß√“¬‡ ’¬™’«‘µ®“°¿“«–π’È

 à«π¿“«– fatal hepatotoxicity æ∫‰¥â‡æ’¬ß 1 §π®“°

ºŸâªÉ«¬∑’Ë„™â¬“π’È‡æ’¬ß™π‘¥‡¥’¬« 1 · π§π ªí®®—¬∑’Ë∑”„Àâ

‡ ’Ë¬ßµàÕ°“√‡°‘¥¿“«–π’È‰¥â·°àºŸâªÉ«¬Õ“¬ÿπâÕ¬°«à“ 2 ¢«∫

„™â¬“ °—π™—°À≈“¬™π‘¥æ√âÕ¡Ê °—π ºŸâªÉ«¬¡’‚√§∑“ß

√–∫∫ª√– “∑ ‡™àπ‚√§≈¡™—° ‡™“«πåªí≠≠“ÕàÕπ·≈–

inborn error of metabolism46

∫∑ √ÿª
valproate ‡ªìπ¬“∑’Ë ”§—≠„π°“√√—°…“ bipolar

disorder ∑—Èß°“√√—°…“„π√–¬–‡©’¬∫æ≈—π·≈–°“√√—°…“

√–¬–¬“«  “¡“√∂„™â∑—Èß°“√„Àâ¬“‡æ’¬ß™π‘¥‡¥’¬«·≈–

„Àâ√à«¡°—∫¬“™π‘¥Õ◊Ëπ‰¥â „π°“√√—°…“√–¬–‡©’¬∫æ≈—π °“√

„Àâ¬“¢π“¥ Ÿß„π‡«≈“Õ—π√«¥‡√Á«®–∑”„ÀâºŸâªÉ«¬¡’°“√

µÕ∫ πÕßµàÕ°“√√—°…“‡√Á«¢÷Èπ §«∫§ÿ¡Õ“°“√‰¥âÕ¬à“ß

√«¥‡√Á«‚¥¬‡©æ“–Õ¬à“ß¬‘Ëß„π√“¬∑’Ë¡’Õ“°“√√ÿπ·√ß ‚¥¬

∑—Ë«‰ª ºŸâªÉ«¬ “¡“√∂∑πµàÕ¬“‰¥â¥’·≈–‰¡à‡°‘¥Õ“°“√‰¡à

æ÷ßª√– ß§å∑’Ë√ÿπ·√ß‰¡à«à“®–‡ªìπ°“√√—°…“„π√–¬–



J Psychiatr Assoc Thailand
Vol. 51 No. 3 July - September 2006 251

Valproate in the Treatment of Bipolar Disorders Thawatchai Leelahanaj MD., M.Sc.*

‡©’¬∫æ≈—π¥â«¬°“√„Àâ¬“„π¢π“¥ ŸßÕ¬à“ß√«¥‡√Á«À√◊Õ

°“√√—°…“√–¬–¬“«‡æ◊ËÕªÑÕß°—π°“√°≈—∫‡ªìπ´È” Õ¬à“ß‰√

°Áµ“¡ Õ“°“√‰¡àæ÷ßª√– ß§å∫“ßÕ¬à“ß ‡™àπ πÈ”Àπ—°

µ—«‡æ‘Ë¡ §«“¡º‘¥ª°µ‘¢Õß√–¥Ÿ Õ“®¡’º≈µàÕ§«“¡√à«¡¡◊Õ

„π°“√√—°…“√–¬–¬“«‰¥â

‡Õ° “√Õâ“ßÕ‘ß
1. Lambert PA, Carraz G, Borselli S, Carbel S.

[Neuropsychotropic action of a new anti-epileptic

agent: depamide]. Ann Med Psychol (Paris)

1966;124:707-10.

2. Pope HG, Jr., McElroy SL, Keck PE, Jr., Hudson

JI. Valproate in the treatment of acute mania. A

placebo-controlled study. Arch Gen Psychiatry

1991;48:62-8.

3. Bowden CL, Brugger AM, Swann AC, Calabrese

JR, Janicak PG, Petty F, et al. Efficacy of divalproex

vs lithium and placebo in the treatment of mania.

JAMA 1994;271:918-24.

4. Gould TD, Chen G, Manji HK. In vivo evidence in

the brain for lithium inhibition of glycogen synthase

kinase-3. Neuropsychopharmacology 2004;29:32-8.

5. Harwood AJ, Agam G. Search for a common

mechanism of mood stabilizers. Biochem Pharmacol

2003;66(2):179-89.

6. Gray NA, Zhou R, Du J, Moore GJ, Manji HK. The

use of mood stabilizers as plasticity enhancers in

the treatment of neuropsychiatric disorders. J Clin

Psychiatry 2003;64 (Suppl 5):3-17.

7. Yuan PX, Huang LD, Jiang YM, Gutkind JS, Manji

HK, Chen G. The mood stabilizer valproic acid

activates mitogen-activated protein kinases and

promotes neurite growth. J Biol Chem 2001;276:

31674-83.

8. Siafaka-Kapadai A, Patiris M, Bowden C, Javors M.

Incorporation of [3H]valproic acid into lipids in

GT1-7 neurons. Biochem Pharmacol 1998;56:207-12.

9. Freeman TW, Clothier JL, Pazzaglia P, Lesem MD,

Swann AC. A double-blind comparison of valproate

and lithium in the treatment of acute mania. Am

J Psychiatry 1992;149:108-11.

10. Tohen M, Baker RW, Altshuler LL, Zarate CA,

Suppes T, Ketter TA, et al. Olanzapine versus

divalproex in the treatment of acute mania. Am

J Psychiatry 2002;159:1011-7.

11. Zajecka JM, Weisler R, Sachs G, Swann AC,

Wozniak P, Sommerville KW. A comparison of the

efficacy, safety, and tolerability of divalproex

sodium and olanzapine in the treatment of bipolar

disorder. J Clin Psychiatry 2002;63:1148-55.

12. Calabrese JR, Markovitz PJ, Kimmel SE, Wagner

SC. Spectrum of efficacy of valproate in 78 rapid-

cycling bipolar patients. J Clin Psychopharmacol

1992;12(Suppll):53S-56S.

13. Clothier J, Swann AC, Freeman T. Dysphoric

mania. J Clin Psychopharmacol 1992;12(Suppll):

13S-16S.

14. Goldberg JF, Garno JL, Leon AC, Kocsis JH, Portera

L. Rapid titration of mood stabilizers predicts

remission from mixed or pure mania in bipolar

patients. J Clin Psychiatry 1998;59:151-8.

15. Swann AC, Bowden CL, Calabrese JR, Dilsaver

SC, Morris DD. Pattern of response to divalproex,

lithium, or placebo in four naturalistic subtypes of

mania. Neuropsychopharmacology 2002;26:530-6.

16. McElroy SL, Keck PE, Stanton SP, Tugrul KC,

Bennett JA, Strakowski SM. A randomized

comparison of divalproex oral loading versus



«“√ “√ ¡“§¡®‘µ·æ∑¬å·Ààßª√–‡∑»‰∑¬
ªï∑’Ë 51 ©∫—∫∑’Ë 3 °√°Æ“§¡ - °—π¬“¬π 2549252

Valproate „π°“√√—°…“ Bipolar Disorders ∏«—™™—¬ ≈’ÃÀ“π“®  æ∫. «∑¡.*

haloperidol in the initial treatment of acute

psychotic mania. J Clin Psychiatry 1996;57:142-6.

17. Swann AC, Bowden CL, Calabrese JR, Dilsaver

SC, Morris DD. Differential effect of number of

previous episodes of affective disorder on response

to lithium or divalproex in acute mania. Am

J Psychiatry 1999;156:1264-6.

18. Kusumakar V, Yatham LN, Haslam DR, Parikh SV,

Matte R, Silverstone PH, et al. Treatment of

mania, mixed state, and rapid cycling. Can

J Psychiatry 1997;42 (Suppl 2):79-86.

19. Keck PE, Jr., McElroy SL, Strakowski SM.

Anticonvulsants and antipsychotics in the treatment

of bipolar disorder. J Clin Psychiatry 1998;59 Suppl

6:74-81; discussion 82.

20. Granneman GR, Schneck DW, Cavanaugh JH, Witt

GF. Pharmacokinetic interactions and side effects

resulting from concomitant administration of lithium

and divalproex sodium. J Clin Psychiatry

1996;57:204-6.

21. Sharma V, Persad E. Augmentation of valproate

with lithium in a case of rapid cycling affective

disorder. Can J Psychiatry 1992;37:584-5.

22. Sharma V, Persad E, Mazmanian D, Karunaratne K.

Treatment of rapid cycling bipolar disorder with

combination therapy of valproate and lithium. Can

J Psychiatry 1993;38:137-9.

23. Tohen M, Chengappa KN, Suppes T, Zarate CA,

Jr., Calabrese JR, Bowden CL, et al. Efficacy of

olanzapine in combination with valproate or lithium

in the treatment of mania in patients partially

nonresponsive to valproate or lithium monotherapy.

Arch Gen Psychiatry 2002;59:62-9.

24. Sachs GS, Grossman F, Ghaemi SN, Okamoto A,

Bowden CL. Combination of a mood stabilizer with

risperidone or haloperidol for treatment of acute

mania: a double-blind, placebo-controlled comparison

of efficacy and safety. Am J Psychiatry 2002;159:

1146-54.

25. Yatham LN, Grossman F, Augustyns I, Vieta E,

Ravindran A. Mood stabilisers plus risperidone or

placebo in the treatment of acute mania. International,

double-blind, randomised controlled trial. Br

J Psychiatry 2003;182:141-7.

26. Sachs G, Chengappa KN, Suppes T, Mullen JA,

Brecher M, Devine NA, et al. Quetiapine with lithium

or divalproex for the treatment of bipolar mania: a

randomized, double-blind, placebo-controlled study.

Bipolar Disord 2004;6:213-23.

27. Yatham LN, Paulsson B, Mullen J, Vagero AM.

Quetiapine versus placebo in combination with

lithium or divalproex for the treatment of bipolar

mania. J Clin Psychopharmacol 2004;24:599-606.

28. Bowden CL, Calabrese JR, McElroy SL, Gyulai L,

Wassef A, Petty F, et al. A randomized, placebo-

controlled 12-month trial of divalproex and lithium

in treatment of outpatients with bipolar I disorder.

Divalproex Maintenance Study Group. Arch Gen

Psychiatry 2000;57:481-9.

29. Macritchie KA, Geddes JR, Scott J, Haslam DR,

Goodwin GM. Valproic acid, valproate and divalproex

in the maintenance treatment of bipolar disorder.

Cochrane Database Syst Rev 2001: CD003196.

30. Bowden CL, Singh V. Valproate in bipolar disorder:

2000 onwards. Acta Psychiatr Scand Suppl 2005:

13-20.



J Psychiatr Assoc Thailand
Vol. 51 No. 3 July - September 2006 253

Valproate in the Treatment of Bipolar Disorders Thawatchai Leelahanaj MD., M.Sc.*

31. Tohen M, Ketter TA, Zarate CA, Suppes T, Frye M,

Altshuler L, et al. Olanzapine versus divalproex

sodium for the treatment of acute mania and

maintenance of remission: a 47-week study. Am

J Psychiatry 2003;160:1263-71.

32. Calabrese JR, Shelton MD, Rapport DJ, Youngstrom

EA, Jackson K, Bilali S, et al. A 20-month, double-blind,

maintenance trial of lithium versus divalproex in

rapid-cycling bipolar disorder. Am J Psychiatry

2005;162:2152-61.

33. Solomon DA, Ryan CE, Keitner GI, Miller IW, Shea

MT, Kazim A, et al. A pilot study of lithium carbon-

ate plus divalproex sodium for the continuation and

maintenance treatment of patients with bipolar I

disorder. J Clin Psychiatry 1997;58:95-9.

34. Tohen M, Chengappa KN, Suppes T, Baker RW,

Zarate CA, Bowden CL, et al. Relapse prevention

in bipolar I disorder: 18-month comparison of

olanzapine plus mood stabiliser v. mood stabiliser

alone. Br J Psychiatry 2004;184:337-45.

35. Viet E, Goikolea JM, Corbella B, Benabarre A,

Reinares M, Martinez G, et al. Risperidone safety

and efficacy in the treatment of bipolar and

schizoaffective disorders: results from a 6-month,

multicenter, open study. J Clin Psychiatry

2001;62:818-25.

36. Keck PE, Jr., McElroy SL, Tugrul KC, Bennett JA.

Valproate oral loading in the treatment of acute

mania. J Clin Psychiatry 1993;54:305-8.

37. Hirschfeld RM, Allen MH, McEvoy JP, Keck PE,

Jr., Russell JM. Safety and tolerability of oral loading

divalproex sodium in acutely manic bipolar patients.

J Clin Psychiatry 1999;60:815-8.

38. Bowden CL, Janicak PG, Orsulak P, Swann AC,

Davis JM, Calabrese JR, et al. Relation of serum

valproate concentration to response in mania. Am

J Psychiatry 1996;153:765-70.

39. Jacobsen FM. Low-dose valproate: a new treat-

ment for cyclothymia, mild rapid cycling disorders,

and premenstrual syndrome. J Clin Psychiatry

1993;54:229-34.

40. Allen MH, Hirschfeld RM, Wozniak PJ, Baker JD,

Bowden CL. Linear relationship of valproate serum

concentration to response and optimal serum levels

for acute mania. Am J Psychiatry 2006;163:272-5.

41. Kaneria RM, Patel NC, Keck PE. Bipolar disorder:

new strategies for checking serum valproate.

Current Psychiatry 2005;12:31-44.

42. Bowden CL. Valproate. Bipolar Disord 2003;5:189-202.

43. Calandre EP, Rodriquez-Lopez C, Blazquez A, Cano

D. Serum lipids, lipoproteins and apolipoproteins A

and B in epileptic patients treated with valproic

acid, carbamazepine or phenobarbital. Acta Neurol

Scand 1991;83:250-3.

44. Rasgon NL, Altshuler LL, Fairbanks L, Elman S,

Bitran J, Labarca R, et al. Reproductive function

and risk for PCOS in women treated for bipolar

disorder. Bipolar Disord 2005;7:246-59.

45. Dunaif A, Thomas A. Current concepts in the

polycystic ovary syndrome. Annu Rev Med

2001;52:401-19.

46.  ÿ™“µ‘ æÀ≈¿“§¬å. §«“¡º‘¥ª°µ‘∑“ßÕ“√¡≥å. ¢Õπ·°àπ:

‚√ßæ‘¡æå»‘√‘¿—≥±å, 2542:262-3.


