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bipolar disorder ‚¥¬‡©æ“–Õ¬à“ß¬‘Ëß ”À√—∫°“√√—°…“√–¬–¬“« πÕ°®“°π’È¬—ß¡’À≈—°∞“π∑’Ë™’È„Àâ‡ÀÁπ«à“

lamotrigine πà“®–¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ bipolar depression ·≈– rapid cycling ƒ∑∏‘Ï„π°“√

∑”„Àâ‡°‘¥¿“«–Õ“√¡≥å§ß∑’Ë¢Õß lamotrigine ‡°’Ë¬«¢âÕß°—∫°“√¬—∫¬—Èß glycogen synthase kinase

3β (GSK3β) ´÷Ëß‡ªìπ‡ÕÁπ‰´¡å∑’Ë¡’ à«π ”§—≠°—∫°“√∑”Àπâ“∑’Ë¢Õß‡´≈≈åÀ≈“¬ª√–°“√√«¡∑—Èß
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‚¥¬∑—Ë«‰ª·≈â«ºŸâªÉ«¬ “¡“√∂∑πµàÕ¬“‰¥â¥’ ·µàÕ“®‡°‘¥Õ“°“√¢â“ß‡§’¬ß¢Õß√–∫∫ª√– “∑ à«π°≈“ß

·≈–‡°‘¥º◊Ëπ·æâ™π‘¥‰¡à√ÿπ·√ß‰¥â  à«πº◊Ëπ™π‘¥√ÿπ·√ß (‡™àπ Stevens-Johnson syndrome)  “¡“√∂
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Lamotrigine in the Treatment of Bipolar
Disorder

Thawatchai Leelahanai M.D, M.Sc.*

Objective: This review critically evaluates the support for lamotrigine use in bipolar disorder as

well as discusses its pharmacology, adverse reaction profile, and interactions with other

medications.

Method: A selective literature review was conducted using keywords such as bipolar disorder,

lamotrigine, safety, adverse reactions and drug interactions. Bibliographies of articles and book

chapters were further scrutinized for relevant literatures.

Results: Several studies have strongly suggested that lamotrigine is effective for treating

bipolar disorder, particularly as maintenance therapy. Lamotrigine is promising as a treatment for

bipolar depression and rapid cycling. The mood-stabilizing effects of lamotrigine have been

attributed to the inhibition of glycogen synthase kinase 3β (GSK3β), an enzyme that contributes

to many cellular functions including apoptosis, leading to antiapoptotic effects and improved cell

structural stability. Lamotrigine is generally well tolerated, but it can cause central nervous

system side effects and a benign allergic rash. Serious rash (e.g. Stevens-Johnson syndrome)

can occur but is quite uncommon with proper attention to dosing. Drug interactions are few but

can be clinically meaningful with valproate (an enzyme inhibitor) and several enzyme inducers.

Conclusion: Lamotrigine has a valuable place in the management of bipolar disorder.

Key words: lamotrigine, bipolar disorder, treatment, pharmacology, adverse reactions, drug

interactions
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Lamotrigine „π°“√√—°…“ Bipolar Disorder
lamotrigine (Lamictal®) ∂Ÿ° —ß‡§√“–Àå¢÷Èπ‡æ◊ËÕ

„™â‡ªìπ¬“°—π™—° (antiepileptic drug) ·≈–π”¡“„™â√—°…“

‚√§≈¡™—°„πª√–‡∑» À√—∞Õ‡¡√‘°“‡ªìπ§√—Èß·√°„πªï

§.». 1994 ·≈–‡√‘Ë¡¡’√“¬ß“π«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫ lamotrigine

¡’Õ“√¡≥å¥’¢÷Èπ1 πÕ°®“°π’ÈºŸâªÉ«¬¡’°“√∑πµàÕ¬“ (tolerability)

‰¥â¥’ ®÷ß¡’°“√π”¡“„™â„π°“√√—°…“‚√§∑“ß®‘µ‡«™‡æ‘Ë¡

¢÷Èπ‚¥¬‡©æ“–Õ¬à“ß¬‘Ëß„π°“√„™â√—°…“ bipolar disorder

‡™àπ‡¥’¬«°—π°—∫¬“°—π™—°™π‘¥Õ◊ËπÊ °“√»÷°…“™à«ß·√°

‡ªìπ°“√»÷°…“·∫∫‡ªî¥·≈–¡’¢π“¥µ—«Õ¬à“ß‰¡à¡“°π—°

„π‡«≈“µàÕ¡“¡’°“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß lamotrigine

‚¥¬¡’¬“À≈Õ°‡ªìπµ—«§«∫§ÿ¡ (placebo-controlled) ·∫∫

ª°ªî¥ Õß¥â“π (double-blind) ‡æ‘Ë¡¡“°¢÷Èπµ“¡≈”¥—∫

®πªí®®ÿ∫—π‡ªìπ∑’Ë¬Õ¡√—∫°—π«à“ lamotrigine ‡ªìπ¬“¢π“π

Àπ÷Ëß∑’Ë¡’∫∑∫“∑ ”§—≠„π°“√√—°…“ bipolar disorder

‚¥¬‡ªìπ¬“°—π™—°™π‘¥·√°∑’Ë‰¥â√—∫°“√√—∫√Õß®“°Õß§å°“√

Õ“À“√·≈–¬“¢Õß À√—∞Õ‡¡√‘°“„πªï §.». 2003 „Àâ„™â

‡ªìπ¬“ ”À√—∫°“√√—°…“√–¬–¬“« (maintenance

treatment) „π bipolar disorder ·≈–‡ªìπ¬“¢π“π∑’Ë Õß

µàÕ®“°≈‘‡∑’¬¡ (lithium) ∑’Ë‰¥â√—∫°“√√—∫√Õß„π¢âÕ∫àß™’Èπ’È

(≈‘‡∑’¬¡‰¥â√—∫°“√√—∫√Õß„πªï §.». 1974)

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

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

¢Õß¬“„π°“√√—°…“ bipolar disorder Õ“°“√

‰¡àæ÷ßª√– ß§åµà“ßÊ (adverse reactions) ªØ‘°‘√‘¬“

√–À«à“ß°—π¢Õß¬“ (drug interactions) µ≈Õ¥®π

·π«∑“ß°“√∫√‘À“√¬“ ”À√—∫°“√√—°…“ bipolar disorder

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

ºà“π PubMed ‚¥¬°“√„™â§” ”§—≠‰¥â·°à bipolar disorder,

lamotrigine, mood stabilizers, pharmacology, safety,

adverse reactions ·≈– drug interactions °“√»÷°…“∑’Ë

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

‡Õ° “√Õâ“ßÕ‘ß„π∫∑§«“¡µà“ßÊ ·≈–„πÀπ—ß ◊Õ∂Ÿ°

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

 Õ¥§≈âÕß ”À√—∫∫∑§«“¡π’È

º≈°“√»÷°…“
ƒ∑∏‘Ï∑“ß‡¿ —™«‘∑¬“
°. ‡¿ —™®≈π»“ µ√å (Pharmacokinetics)

lamotrigine ¥Ÿ¥´÷¡ºà“π∑“ß‡¥‘πÕ“À“√‰¥â¥’·≈–

Õ“À“√‰¡à¡’º≈µàÕ°“√¥Ÿ¥´÷¡¢Õß lamotrigine °“√®—∫°—∫

‚ª√µ’π„πæ≈“ ¡“‰¡à¡“°§◊Õ√âÕ¬≈– 55 ·≈–‰¡à¡’ªí≠À“

„π°“√·¬àß®—∫‚ª√µ’π°—∫¬“™π‘¥Õ◊Ëπ √–¥—∫¬“„π‡≈◊Õ¥

 —¡æ—π∏å‡ªìπ‡ âπµ√ß (linear) °—∫°“√‡ª≈’Ë¬π·ª≈ß¢π“¥¬“

√âÕ¬≈– 85 ¢Õß¬“®–∂Ÿ° ≈“¬ (metabolized) ¥â«¬

°√–∫«π°“√ glucuronidation (phase II biotransformation)

‰¥â 2-N-glucoronide ´÷Ëß‡ªìπ “√∑’Ë‰¡à¡’ƒ∑∏‘Ï„π°“√√—°…“

¢≥–∑’Ëª√–¡“≥√âÕ¬≈– 10 ¢Õß¬“®–∂Ÿ°¢—∫ÕÕ°∑“ß

ªí  “«–2-4 ¥—ßπ—Èπ√–∫∫ cytochromes P450 ́ ÷Ëß‡ªìπ phase I

biotransformation ®÷ß‰¡à¡’º≈∑”„Àâ‡°‘¥ªØ‘°‘√‘¬“√–À«à“ß

°—π¢Õß¬“ ”À√—∫ lamotrigine Õ¬à“ß‰√°Áµ“¡ ¬“∫“ß™π‘¥

‡™àπ valproate ´÷Ëß¡’ƒ∑∏‘Ï¬—∫¬—Èß‡ÕÁπ‰´¡å∑’Ë‡°’Ë¬«¢âÕß°—∫

°√–∫«π°“√ glucoronidation ¡’º≈∑”„Àâ√–¥—∫ lamotrigine

„π‡≈◊Õ¥‡æ‘Ë¡ Ÿß¢÷Èπ‰¥â5 ´÷Ëß®–‰¥â°≈à“«√“¬≈–‡Õ’¬¥µàÕ‰ª

§à“§√÷Ëß™’«‘µ (t
1/2

) ª√–¡“≥ 25 ™—Ë«‚¡ß (®“°°“√

»÷°…“„πÕ“ “ ¡—§√ª°µ‘æ∫«à“¡’æ‘ —¬√–À«à“ß 11.6 °—∫

61.6 ™—Ë«‚¡ß)6 ºŸâªÉ«¬∑’Ë¡’¿“«–µ—∫·¢Áßª“π°≈“ß (moder-

ate cirrhosis) ‰¡à¡’°“√‡ª≈’Ë¬π·ª≈ß‡¿ —™®≈π»“ µ√å¢Õß

lamotrigine ¢≥–∑’ËºŸâªÉ«¬∑’Ë¡’¿“«–µ—∫·¢Áß√ÿπ·√ß (severe

cirrhosis) ¡’°“√¢®—¥¬“ÕÕ°®“°√à“ß°“¬≈¥≈ß®÷ß§«√

≈¥¢π“¥¬“≈ß√âÕ¬≈– 50 ∂÷ß 757  ”À√—∫¿“«–‰µ«“¬

æ∫«à“¡’º≈‡≈Á°πâÕ¬µàÕ√–¥—∫¬“„πæ≈“ ¡“®÷ßÕ“®‰¡à

µâÕßª√—∫≈¥¢π“¥¬“≈ß¡“°π—°8
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¢. ‡¿ —™æ≈»“ µ√å (Pharmacodynamics)
·¡â®–¬—ß‰¡à‡ªìπ∑’Ë∑√“∫·πà™—¥«à“ °≈‰°°“√ÕÕ°

ƒ∑∏‘Ï∑’Ë·∑â®√‘ß¢Õß lamotrigine √«¡∂÷ß¬“°—π™—°™π‘¥Õ◊ËπÊ

∑’Ë∑”„Àâ “¡“√∂√—°…“‚√§≈¡™—°·≈– bipolar disorder π—Èπ

‡ªìπÕ¬à“ß‰√ ·µà°“√»÷°…“„πªí®®ÿ∫—π¡’‡æ‘Ë¡¡“°¢÷Èπµ“¡

≈”¥—∫·≈–¡’°“√µ—Èß ¡¡µ‘∞“π‡°’Ë¬«°—∫°“√ÕÕ°ƒ∑∏‘Ï

∑’Ë∑”„Àâ‡°‘¥¿“«–Õ“√¡≥å§ß∑’Ë (mood-stabilizing action)

¢Õß lamotrigine √«¡∑—Èß¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë (mood

stabilizers) ™π‘¥Õ◊ËπÊ ‰¥â·°à ≈‘‡∑’¬¡ ·≈– valproate

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

‡™àπ‡¥’¬«°—∫¬“°—π™—°™π‘¥Õ◊ËπÊ lamotrigine

ÕÕ°ƒ∑∏‘Ï¬—∫¬—Èß™àÕß∑“ß‰ÕÕÕπ‚´‡¥’¬¡™π‘¥¢÷Èπ°—∫§«“¡

µà“ß»—°¬å (voltage-sensitive sodium channels) ·≈–¡’º≈

µàÕ™àÕß∑“ß‰ÕÕÕπ·§≈‡´’¬¡·≈–‰ÕÕÕπ‚ª·µ ‡´’¬¡

¥â«¬‡™àπ°—π9 °“√¬—∫¬—Èß™àÕß∑“ß‰ÕÕÕπ‚´‡¥’¬¡π’È∑”„Àâ

‡¬◊ËÕÀÿâ¡‡´≈≈å¢Õß‡´≈≈åª√– “∑ (neuronal membranes)

‡°‘¥§«“¡‡ ∂’¬√ (stable) ¡“°¢÷Èπ6 lamotrigine ‰¡à¡’º≈

Õ¬à“ß™—¥‡®πµàÕ°“√¬—∫¬—Èßµ—«√—∫ (receptors) ¢Õß “√ ◊ËÕ

ª√– “∑ (neurotransmitters) ‰¡à«à“®–‡ªìπ adrenergic,

dopamine (D
1
 ·≈– D

2
), muscarinic, γ-aminobutyric acid

(GABA), histaminergic H
1
, 5-HT

2
 serotonergic ·≈–

N-methyl-D-asparate (NMDA) glutaminergic6,10

Õ¬à“ß‰√°Áµ“¡ Ketter ·≈–§≥–11 ‡ πÕ«à“ ç°“√¡’°≈‰°

°“√ÕÕ°ƒ∑∏‘ÏÀ≈“¬Õ¬à“ßé ·≈–°“√¡’ƒ∑∏‘Ï ‡ªìπ

neuroprotective °—∫ƒ∑∏‘Ï antiglutaminergic ‡ªìπ à«π

 ”§—≠¢Õß°“√∑”„Àâ‡°‘¥¿“«–Õ“√¡≥å§ß∑’Ë„π°“√√—°…“

bipolar disorder

°≈‰°°“√ÕÕ°ƒ∑∏‘Ï„π°“√∑”„Àâ‡°‘¥¿“«–Õ“√¡≥å

§ß∑’Ë¢Õß≈‘‡∑’¬¡ valproate ·≈– carbamazepine ‡™◊ËÕ¡

‚¬ß°—∫¿“«– inositol depletion12-15 ¿“«–π’È∑”„Àâ‡°‘¥

§«“¡‡ ∂’¬√¢Õß structural integrity ¢Õß‡´≈≈åª√– “∑

·≈–‡°‘¥ enhancement ¢Õß synaptic plasticity16 πÕ°®“°

¿“«– inositol depletion ·≈â« ¿“«–Õ“√¡≥å§ß∑’Ë¬—ß

‡°’Ë¬«¢âÕß°—∫°“√¬—∫¬—Èß‡ÕÁπ‰´¡å glycogen synthase kinase

3β (GSK3β) ´÷Ëß‡ªìπ‡ÕÁπ‰´¡å∑’Ë¡’ à«π ”§—≠°—∫°“√∑”

Àπâ“∑’Ë¢Õß‡´≈≈åÀ≈“¬ª√–°“√√«¡∑—Èß°“√µ“¬¢Õß‡´≈≈å

∑’Ë‰¥â¡’°“√«“ß‚ª√·°√¡‰«â·≈â« (´÷Ëß‡√’¬°«à“ apoptosis)

¥—ßπ—Èπ®÷ß‡√’¬° GSK3β Õ’°Õ¬à“ßÀπ÷Ëß«à“‡ªìπ çpro-apoptotic

enzymeé ®“°°“√»÷°…“æ∫«à“ ≈‘‡∑’¬¡17 valproate17,18

·≈– lamotrigine17 ¡’º≈§≈â“¬§≈÷ß°—πµàÕ GSK3β §◊Õ

¬—∫¬—Èß°“√∑”ß“π¢Õß GSK3β (√Ÿª∑’Ë  1) ¢≥–∑’Ë

carbamazepine ™—°π”„Àâ°√–∫«π°“√ phosphorylation

¢Õß extracellular signal-regulated kinase1/2 (ERK1/2) ·≈–

°√–∫«π°“√ phosphorylation ¢Õß cyclic AMP response

element binding protein (CREB) ‡°‘¥‡√Á«·≈–¬“«π“π

¡“°¢÷Èπ‚¥¬‰¡à§”π÷ß«à“®–¡’À√◊Õ‰¡à¡’ brain-derived

neurotrophic factor (BDNF) (°“√¡’§«“¡º‘¥ª°µ‘¢Õß°“√

§«∫§ÿ¡¢Õß BDNF ‡™◊ËÕ«à“‡°’Ë¬«¢âÕß°—∫æ¬“∏‘ √’√«‘∑¬“

¢Õß§«“¡º‘¥ª°µ‘∑“ßÕ“√¡≥å [mood disorders]) ¥—ßπ—Èπ

carbamazepine ∑”„Àâº≈¢Õß¿“«– overexpression ¢Õß

GSK3β ∑’Ë¡’µàÕ CREB phosphorylation ≈¥≈ß‚¥¬

carbamazepine ™à«¬„Àâ°“√°√–µÿâπ (activation) ¢Õß CREB

‡°‘¥¢÷Èπ‚¥¬ –¥«°20
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°“√∑’Ë lamotrigine ‡ªìπ¬“∑’Ë„™â„π°“√√—°…“ bipolar

depression ‰¥â‡¥àπ™—¥°«à“ bipolar mania ®÷ß‰¥â¡’°“√

‡ πÕ∑ƒ…Æ’‡°’Ë¬«°—∫ ”À√—∫ƒ∑∏‘Ï„π°“√√—°…“Õ“√¡≥å

´÷¡‡»√â“«à“ lamotrigine Õ“®°√–µÿâπƒ∑∏‘Ï¢Õß dopamine

·≈–¬—∫¬—Èßƒ∑∏‘Ï¢Õß 5-HT
3
21 πÕ°®“°π’È °“√∑’Ë lamotrigine

∑”„Àâ‡°‘¥ down-regulation ¢Õß β-adrenergic receptors

‡™◊ËÕ«à“¡’ à«π —¡æ—π∏å°—∫°“√¡’ƒ∑∏‘Ï√—°…“Õ“√¡≥ǻ ÷¡‡»√â“

¥â«¬‡™àπ°—π22

ª√– ‘∑∏‘¿“æ¢Õß¬“„π°“√√—°…“ Bipolar
disorder
°. ª√– ‘∑∏‘¿“æ„π°“√√—°…“¿“«– mania

°“√»÷°…“·∫∫‡ªî¥
·¡â®–‡ªìπ¬“°—π™—°‡™àπ‡¥’¬«°—∫ valproate ·≈–

carbamazepine ·µà lamotrigine °≈—∫‰¡à¡’ª√– ‘∑∏‘¿“æ

∑’Ë™—¥‡®π„π°“√√—°…“¿“«– mania °“√»÷°…“√–¬–·√°

´÷Ëß‡ªìπ°“√»÷°…“·∫∫‡ªî¥ (open-label) „πºŸâªÉ«¬ bipolar

disorder ∑’Ë¥◊ÈÕµàÕ°“√√—°…“ (treatment-resistant) ‚¥¬

°“√„™â lamotrigine ‡ªìπ¬“‡ √‘¡ (add-on therapy) °—∫

¬“‡¥‘¡∑’Ë‰¥â√—∫Õ¬Ÿà º≈°“√»÷°…“æ∫«à“ºŸâªÉ«¬ manic/

hypomanic/mixed ®”π«π√âÕ¬≈– 84 ¡’°“√µÕ∫ πÕß¥’

µàÕ°“√√—°…“23

°“√»÷°…“‡ª√’¬∫‡∑’¬∫°—∫≈‘‡∑’¬¡·≈–¬“À≈Õ°

°“√»÷°…“‡∫◊ÈÕßµâπ·∫∫ ÿà¡ª°ªî¥ Õß¥â“π

(double-blind) √–¬–‡«≈“ 4  —ª¥“Àå‡ª√’¬∫‡∑’¬∫

lamotrigine °—∫≈‘‡∑’¬¡„π°“√√—°…“ºŸâªÉ«¬ mania 30 √“¬

‚¥¬°“√ª√—∫¢π“¥¬“¢Õß lamotrigine „Àâ‰¥â 100 ¡°.µàÕ

«—π¿“¬„π 3  —ª¥“Àå·≈–„Àâ≈‘‡∑’¬¡¢π“¥ 800 ¡°.µàÕ«—π

(√–¥—∫¬“„π‡≈◊Õ¥ 0.77 mEq/L) º≈°“√»÷°…“æ∫«à“

ºŸâªÉ«¬∑—Èß Õß°≈ÿà¡¡’Õ“°“√¥’¢÷ÈπÕ¬à“ßµàÕ‡π◊ËÕßµ≈Õ¥

√–¬–‡«≈“¢Õß°“√»÷°…“24

Õ¬à“ß‰√°Áµ“¡ °“√»÷°…“„π‡«≈“µàÕ¡“®”π«π 2 ™‘Èπ

´÷Ëß‡ªìπ°“√»÷°…“·∫∫ ÿà¡ª°ªî¥ Õß¥â“π‚¥¬¡’¬“À≈Õ°

‡ªìπµ—«§«∫§ÿ¡°≈—∫æ∫«à“ lamotrigine ¡’ª√– ‘∑∏‘¿“æ

‰¡à·µ°µà“ß®“°¬“À≈Õ°„π°“√√—°…“¿“«– mania ‚¥¬

°“√»÷°…“™‘Èπ·√°25 ‡ªìπ°“√»÷°…“‡ª√’¬∫‡∑’¬∫ lamotrigine

(N=85, ¢π“¥¬“ 50 ¡°.µàÕ«—π) °—∫≈‘‡∑’¬¡ (N=36) ·≈–

¬“À≈Õ° (N=95) ‡ªìπ√–¬–‡«≈“ 3  —ª¥“Àå º≈°“√

»÷°…“æ∫«à“ºŸâªÉ«¬∑—Èß “¡°≈ÿà¡¡’Õ—µ√“°“√µÕ∫ πÕß

µàÕ°“√√—°…“‰¡à·µ°µà“ß°—π (Õ—µ√“°“√µÕ∫ πÕß‡∑à“°—∫

√Ÿª∑’Ë 1 º≈¢Õß lamotrigine µàÕ°“√ àß —≠≠“≥¢Õß

‡´≈≈åÕ—π∑”„Àâ‡°‘¥ƒ∑∏‘Ï„π°“√√—°…“ bipolar

disorder (®“°‡Õ° “√Õâ“ßÕ‘ßÀ¡“¬‡≈¢ 19)

§”Õ∏‘∫“¬¿“æ GSK3b ‡ªìπ‡ÕÁπ‰´¡å∑’Ë¡’

∫∑∫“∑ ”§—≠µàÕ°√–∫«π°“√µà“ßÊ ¢Õß‡´≈≈å

®–∂Ÿ° downregulate ‚¥¬≈‘‡∑’¬¡ valproate ·≈–

lamotrigine °“√¬—∫¬—Èß GSK3b ‡™◊ËÕ«à“ àßº≈

µàÕ°“√∂Õ¥√À— ∑“ßæ—π∏ÿ°√√¡ (gene

transcription) ∑”„Àâ‡°‘¥º≈µàÕµâ“π°“√µ“¬

¢Õß‡´≈≈å (antiapoptotic effects) ·≈–‡æ‘Ë¡

§«“¡‡ ∂’¬√¢Õß‚§√ß √â“ß‡´≈≈å (cell structural

stability)
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√âÕ¬≈– 44  ”À√—∫ lamotrigine, √âÕ¬≈– 42  ”À√—∫≈‘‡∑’¬¡

·≈–√âÕ¬≈– 46  ”À√—∫¬“À≈Õ°) °“√»÷°…“™‘Èπ∑’Ë Õß25

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

lamotrigine °—∫≈‘‡∑’¬¡·≈–¬“À≈Õ° „π°“√„Àâ‡ªìπ¬“

‡ √‘¡°—∫„Àâ¬“√—°…“‚√§®‘µ (antipsychotics) ‚¥¬¬“

√—°…“‚√§®‘µ„Àâ‰¥âπ“π∂÷ß 3  —ª¥“Àå º≈°“√»÷°…“æ∫«à“

°≈ÿà¡∑’Ë‰¥â√—∫≈‘‡∑’¬¡‡ªìπ¬“‡ √‘¡°—∫¬“√—°…“‚√§®‘µ

¡’Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“√âÕ¬≈– 62 ́ ÷Ëß Ÿß°«à“

°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ°‡ªìπ¬“‡ √‘¡°—∫¬“√—°…“‚√§®‘µ

(¡’Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“√âÕ¬≈– 47) Õ¬à“ß¡’

π—¬ ”§—≠ „π¢≥–∑’Ë°≈ÿà¡∑’Ë‰¥â√—∫ lamotrigine ‡ªìπ¬“‡ √‘¡

¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“√âÕ¬≈– 55 ´÷Ëß‰¡à·µ°µà“ß

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

¥—ßπ—Èπ lamotrigine ®÷ß¡’ª√– ‘∑∏‘¿“æ‰¡à¥’„π°“√√—°…“

bipolar mania °“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß lamotrigine

„π°“√√—°…“ bipolar mania (µ“√“ß∑’Ë 1)

µ“√“ß∑’Ë 1 ß“π«‘®—¬‡°’Ë¬«°—∫ª√– ‘∑∏‘¿“æ¢Õß lamotrigine „π°“√√—°…“ bipolar mania

¢. ª√– ‘∑∏‘¿“æ„π°“√√—°…“ bipolar depression
°“√»÷°…“·∫∫‡ªî¥
°“√»÷°…“„π™à«ß·√°æ∫«à“ lamotrigine ¡’

ª√– ‘∑∏‘¿“æ„π°“√√—°…“ bipolar depression ∑’Ë¥◊ÈÕµàÕ

°“√√—°…“„π°“√„Àâ‡ªìπ¬“‡ √‘¡°—∫¬“‡¥‘¡ ‚¥¬‡¡◊ËÕ§√∫

4  —ª¥“ÀåºŸâªÉ«¬√âÕ¬≈– 72 ¡’Õ“°“√¥’¢÷Èπ·≈–√âÕ¬≈– 63

¡’°“√∑ÿ‡≈“®“°‚√§ (remission) (§à“§–·ππ Montgomery-

Asberg Depression Rating Scale [MADRS] ≤ 11)

‡¡◊ËÕ§√∫ 6  —ª¥“Àå26

°“√»÷°…“‡ª√’¬∫‡∑’¬∫°—∫¬“À≈Õ°
„πªï §.». 1999 Calabrese ·≈–§≥–27 ‰¥â»÷°…“

ª√– ‘∑∏‘¿“æ¢Õß lamotrigine „π°“√√—°…“ bipolar I

depression ‡ªìπ√–¬–‡«≈“ 7  —ª¥“Àå‚¥¬·∫àßºŸâªÉ«¬

(N=195) ‡ªìπ 3 °≈ÿà¡§◊Õ °≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ° (N=66)

°≈ÿà¡∑’Ë‰¥â√—∫ lamotrigine 50 ¡°.µàÕ«—π (N=66) (2  —ª¥“Àå

·√°¢π“¥ 25 ¡°.µàÕ«—π 5  —ª¥“Àå∑’Ë‡À≈◊Õ¢π“¥ 50

¡°.µàÕ«—π) °≈ÿà¡∑’Ë‰¥â√—∫ lamotrigine 200 ¡°.µàÕ«—π (N=63)

(2  —ª¥“Àå·√°¢π“¥ 25 ¡°.µàÕ«—π  —ª¥“Àå∑’Ë 3 ¢π“¥

50 ¡°.µàÕ«—π·∫àß„Àâ«—π≈– 2 §√—Èß  —ª¥“Àå∑’Ë 4 ¢π“¥ 100

¡°.µàÕ«—π·∫àß„Àâ«—π≈– Õß§√—Èß  —ª¥“Àå∑’Ë 5-7 ¢π“¥ 200

¡°.µàÕ«—π·∫àß„Àâ«—π≈– 2 §√—Èß) ‡§√◊ËÕß¡◊Õ∑’Ë„™â«—¥º≈‰¥â·°à

17-item Hamilton Rating Scale for Depression (HAM-D),

MADRS, Mania Rating Scale (MRS) ·≈– Clinical Global

Impression Scale for Severity (CGI-S) º≈°“√»÷°…“

· ¥ß„Àâ‡ÀÁπ∂÷ßƒ∑∏‘Ï„π°“√√—°…“Õ“°“√´÷¡‡»√â“¢Õß

lamotrigine ¢π“¥ 200 ¡°.µàÕ«—π‡¡◊ËÕ‡∑’¬∫°—∫¬“À≈Õ°
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¿“¬„π —ª¥“Àå∑’Ë 3 ®“°°“√ª√–‡¡‘π¥â«¬ HAM-D,

MADRS ·≈– CGI-S Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“

(ª√–‡¡‘π®“°°“√≈¥≈ß®“°§à“µ—Èßµâπ¢Õß§à“§–·ππ∑’Ë

ª√–‡¡‘π¥â«¬‡§√◊ËÕß¡◊Õµà“ßÊ ¡“°°«à“√âÕ¬≈– 50)  ”À√—∫

lamotrigine ¢π“¥ 50 ¡°.µàÕ«—π·µ°µà“ß®“°¬“À≈Õ°

Õ¬à“ß¡’π—¬ ”§—≠‡©æ“–°“√ª√–‡¡‘π¥â«¬ MADRS  à«π

ºŸâªÉ«¬∑’Ë‰¥â√—∫ lamotrigine ¢π“¥ 200 ¡°.µàÕ«—π®”π«π

¡“°°«à“√âÕ¬≈– 50 ¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“®“°

°“√ª√–‡¡‘π¥â«¬ HAM-D, MADRS ·≈– CGI-S ·≈–æ∫

¥â«¬«à“ƒ∑∏‘Ï„π°“√√—°…“Õ“°“√´÷¡‡»√â“¢Õß lamotrigine

®–‡æ‘Ë¡¡“°¢÷Èπµ“¡¢π“¥¬“∑’Ë‡æ‘Ë¡¢÷Èπ®“° 50 ‡ªìπ 200

¡°.µàÕ«—π (√Ÿª∑’Ë 2) πÕ°®“°π’È √–¬–‡«≈“ 7  —ª¥“Àå

Õ“® —Èπ‡°‘π‰ª„π°“√∑’Ë lamotrigine ÕÕ°ƒ∑∏‘Ï·≈–¡’

ª√– ‘∑∏‘¿“æ Ÿß ÿ¥„π°“√√—°…“¥â«¬«‘∏’°“√ª√—∫¢π“¥

¬“·∫∫§àÕ¬‡ªìπ§àÕ¬‰ª ‡π◊ËÕß®“°º≈°“√»÷°…“æ∫«à“

ºŸâªÉ«¬¬—ß§ß¡’Õ“°“√¥’¬‘Ëß¢÷ÈπÕ¬à“ßµàÕ‡π◊ËÕß·¡â®–§√∫

7  —ª¥“Àå´÷Ëß· ¥ß«à“ƒ∑∏‘Ï¢Õß lamotrigine ‰¡à‰¥â§ß∑’Ë

(plateau) ∑’Ë —ª¥“Àå∑’Ë 7

√Ÿª∑’Ë 2 °“√‡ª√’¬∫‡∑’¬∫°“√µÕ∫ πÕßµàÕ°“√√—°…“√–À«à“ß lamotrigine ¢π“¥ 50 ¡°.µàÕ«—π ·≈– 200 ¡°.µàÕ«—π

°—∫¬“À≈Õ° „π°“√√—°…“ bipolar disorder (®“°‡Õ° “√Õâ“ßÕ‘ßÀ¡“¬‡≈¢ 27) HAM-D, Hamilton Rating Scale

for Depression; MADRS, Montgomery-Asberg Depression Rating Scale; CGI-I, Clinical Global Impression

Scale for Improvement bp<.05 ‡∑’¬∫°—∫¬“À≈Õ° cp<.1 ‡∑’¬∫°—∫¬“À≈Õ°

°“√»÷°…“‡ª√’¬∫‡∑’¬∫°—∫ olanzapine-

fluoxetine combination
‡√Á«Ê π’È¡’°“√»÷°…“√–¬–‡«≈“ 7  —ª¥“Àå·∫∫

ª°ªî¥ Õß¥â“π™‘Èπ·√°28 ∑’Ë‡ª√’¬∫‡∑’¬∫¬“ Õß™π‘¥∑’Ë

≈â«π¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ bipolar depression §◊Õ

lamotrigine °—∫ olanzapine-fluoxetine combination (OFC)

¢π“¥¬“¢Õß lamotrigine ‡√‘Ë¡∑’Ë 25 ¡°.µàÕ«—π·≈–ª√—∫

¢π“¥¬“∂÷ß 200 ¡°.µàÕ«—π„π 5  —ª¥“Àå  à«π OFC ‡√‘Ë¡

∑’Ë olanzapine ¢π“¥ 6 ¡°.µàÕ«—π·≈– fluoxetine 25 ¡°.µàÕ

«—π (6/25) À≈—ß®“°π—Èπ 1  —ª¥“Àå‡æ‘Ë¡¢π“¥¬“‡ªìπ 12

¡°.µàÕ«—π ”À√—∫ olanzapine ·≈– 25 ¡°.µàÕ«—π ”À√—∫

fluoxetine (12/25) À≈—ß®“°π—ÈπÀπ÷Ëß«—π “¡“√∂ª√—∫

¢π“¥¬“‰¥âÕ’°‚¥¬„Àâ 4 ¢π“¥§◊Õ 6/25, 12/25, 6/50 ·≈–

12/50 ¡°.µàÕ«—π º≈°“√»÷°…“æ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ OFC

(N=205) ¡’°“√≈¥≈ß¢Õß§à“§–·ππµà“ßÊ ¡“°°«à“°≈ÿà¡

∑’Ë‰¥â√—∫ lamotrigine (N=205) Õ¬à“ß¡’π—¬ ”§—≠‰¥â·°à CGI-S

(p=.002, effect size=.26), MADRS (p=.002, effect

size=.24) ·≈– Yong Mania Rating Scale (YMRS) total
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scores (p=.001, effect size=.24)  ”À√—∫Õ—µ√“°“√µÕ∫

 πÕßµàÕ°“√√—°…“ (¡’°“√≈¥≈ß¢Õß§à“§–·ππ MADRS

≥ √âÕ¬≈– 50 ®“°§à“µ—Èßµâπ) ¢Õß∑—Èß Õß°≈ÿà¡

‰¡à·µ°µà“ß°—π (√âÕ¬≈– 68.8  ”À√—∫ OFC ‡∑’¬∫°—∫

√âÕ¬≈– 59.7  ”À√—∫ lamotrigine, p=.073) √–¬–‡«≈“

(median days) „π°“√µÕ∫ πÕßµàÕ°“√√—°…“ ”À√—∫°≈ÿà¡

OFC  —Èπ°«à“ °≈ÿà¡ lamotrigine Õ¬à“ß¡’π—¬ ”§—≠ (17 «—π

[14 ∂÷ß 22] ‡∑’¬∫°—∫ 23 «—π [21 ∂÷ß 34]; p=.01) Õ¬à“ß‰√

°Áµ“¡ §«“¡·µ°µà“ßµà“ß¢Õßª√– ‘∑∏‘¿“æ¢Õß OFC °—∫

lamotrigine ®—¥Õ¬Ÿà„π√–¥—∫°≈“ß (modest effect size) °“√

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

bipolar depression (µ“√“ß∑’Ë 2)

µ“√“ß∑’Ë 2 ß“π«‘®—¬‡°’Ë¬«°—∫ª√– ‘∑∏‘¿“æ¢Õß lamotrigine „π°“√√—°…“ bipolar depression

§. ª√– ‘∑∏‘¿“æ„π°“√√—°…“√–¬–¬“«
lamotrigine ‡ªìπ¬“∑’Ë¡’°“√»÷°…“∂÷ßª√– ‘∑∏‘¿“æ

„π°“√√—°…“√–¬–¬“«„π bipolar disorder Õ¬à“ß™—¥‡®π

·≈–· ¥ß„Àâ‡ÀÁπ«à“¡’ª√– ‘∑∏‘¿“æ„π°“√ªÑÕß°—π°“√

°≈—∫‡ªìπ´È”¢Õß‚√§ ®π‰¥â√—∫°“√√—∫√Õß®“°Õß§å°“√

Õ“À“√·≈–¬“¢Õß À√—∞Õ‡¡√‘°“„πªï §.». 2003 „Àâ„™â

‡ªìπ¬“ ”À√—∫°“√√—°…“√–¬–¬“« ”À√—∫ºŸâªÉ«¬ bipolar

disorder ‚¥¬‡ªìπ¬“™π‘¥·√°·≈–™π‘¥‡¥’¬«„π°≈ÿà¡

¬“°—π™—°∑’Ë‰¥â√—∫°“√√—∫√Õß ”À√—∫¢âÕ∫àß™’Èπ’È

°“√»÷°…“·∫∫‡ªî¥
°“√»÷°…“√–¬–·√°‡ªìπ°“√»÷°…“·∫∫‡ªî¥„π

ºŸâªÉ«¬ 17 √“¬∑’Ë¡’°“√µÕ∫ πÕßµàÕ°“√√—°…“‰¡à¥’·≈–

‰¥â√—∫¬“¡“µ√∞“πÕ¬à“ßπâÕ¬ Õß™π‘¥ ‚¥¬°“√„™â

lamotrigine ‡ªìπ¬“‡ √‘¡°—∫¬“‡¥‘¡∑’ËºŸâªÉ«¬°‘πÕ¬Ÿà·≈â« º≈

°“√»÷°…“æ∫«à“ ºŸâªÉ«¬ 11 √“¬ (√âÕ¬≈– 65) ¡’Õ“°“√¥’

¢÷Èπ¡“° ¢π“¥¬“‡©≈’Ë¬∑’Ë„™â§◊Õ 187±157 ¡°.µàÕ«—π

(50-600 ¡°.µàÕ«—π) √–¬–‡«≈“‡©≈’Ë¬¢Õß°“√»÷°…“§◊Õ

159±109 «—π (14-455 «—π)29

McElroy ·≈–§≥–30 ‰¥â∑”°“√»÷°…“·∫∫‡ªî¥

·≈–‡ªìπ°“√»÷°…“∑’Ë¡’°“√√—°…“‡ªìπ‰ªµ“¡®√‘ß„π

‡«™ªØ‘∫—µ‘ (naturalistic setting) ‡æ◊ËÕ„Àâ∑√“∫∂÷ß

ª√– ‘∑∏‘¿“æ ¢Õß lamotrigine „π°“√ªÑÕß°—π√–¬–¬“«

·≈–À“°µâÕß„™â√à«¡°—∫¬“™π‘¥Õ◊Ëπ·≈â«®–‡ªìπÕ¬à“ß‰√

‚¥¬‰¥â»÷°…“ºŸâªÉ«¬ bipolar disorder ∑’Ë¡’¿“«–´÷¡‡»√â“

´÷Ëßºà“π°“√√—°…“„π√–¬–‡©’¬∫æ≈—π¡“·≈â«‡ªìπ√–¬–

‡«≈“ 7  —ª¥“Àå¥â«¬ lamotrigine ·≈–¬“À≈Õ° (∑”°“√

»÷°…“‚¥¬ Calabrese ·≈–§≥–27) ·≈–µ‘¥µ“¡µàÕ‡ªìπ

‡«≈“ 1 ªï º≈°“√»÷°…“æ∫«à“ ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“À≈Õ°

(n=47) „π™à«ß °“√√—°…“„π√–¬–‡©’¬∫æ≈—π (·≈–‰¥â√—∫

lamotrigine „π°“√ªÑÕß°—π√–¬–¬“«) ¡’Õ“°“√¥’¢÷Èπ„π

 —ª¥“Àå∑’Ë 4 ¢≥–∑’ËºŸâªÉ«¬∑’Ë‰¥â√—∫ lamotrigine (n=77)

÷́Ëß¡’Õ“°“√¥’¢÷Èπ„π°“√√—°…“™à«ß√–¬–‡©’¬∫æ≈—πÕ¬Ÿà°àÕπ
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·≈â«¬—ß§ß¡’Õ“°“√¥’¢÷ÈπÕ¬à“ßµàÕ‡π◊ËÕß ‚¥¬¡’°“√À“¬

®“°‚√§∑’Ë —ª¥“Àå∑’Ë 4 √âÕ¬≈– 81 ·≈–Õ“°“√∑’Ë¥’¢÷Èπ„π∑—Èß

2 °≈ÿà¡®“°°“√ª√–‡¡‘π¥â«¬ MADRS ¬—ß§ßÕ¬Ÿàµ≈Õ¥

√–¬–‡«≈“ 1 ªï (p <.05) √–¬–‡«≈“‡©≈’Ë¬¢Õß°“√»÷°…“

‡∑à“°—∫ 10.4 ‡¥◊Õπ ¢π“¥¬“‡©≈’Ë¬‡∑à“°—∫ 187 ¡°.µàÕ«—π

‡¡◊ËÕæ‘®“√≥“∂÷ß°“√„™â¬“Õ◊Ëπ√à«¡¥â«¬æ∫«à“ ºŸâªÉ«¬√âÕ¬≈–

52 (64 √“¬®“° 124 √“¬) ‡§¬¡’°“√„™â¬“Õ◊Ëπ√à«¡¥â«¬

Õ¬à“ßπâÕ¬√–¬–‡«≈“Àπ÷Ëß„π™à«ß 1 ªï¢Õß°“√µ‘¥µ“¡°“√

√—°…“ ¬“∑’Ë¡’°“√„™â√à«¡¥â«¬¡“°∑’Ë ÿ¥§◊Õ¬“√—°…“‚√§

´÷¡‡»√â“ (antidepressants) (√âÕ¬≈– 31) ·≈–¬“°≈ÿà¡

benzodiazepines (√âÕ¬≈– 31) ¢≥–∑’Ë¬“∑”„ÀâÕ“√¡≥å§ß∑’Ë

‡™àπ ≈‘‡∑’¬¡·≈–°≈ÿà¡¬“°—π™—°Õ◊ËπÊ °≈—∫¡’°“√„™â√à«¡

¥â«¬‡æ’¬ß‡≈Á°πâÕ¬ (√âÕ¬≈– 14.5) Õ’°∑—Èß‰¡à‰¥â√—∫¬“Õ¬à“ß

µàÕ‡π◊ËÕßÕ’°¥â«¬  à«π¬“√—°…“‚√§®‘µ (antipsychotics)

¡’ºŸâªÉ«¬‡æ’¬ß√âÕ¬≈– 7 ‡∑à“π—Èπ∑’Ë‰¥â√—∫ ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“

√—°…“‚√§´÷¡‡»√â“ à«π„À≠à®–‰¥â√—∫¬“™π‘¥„À¡à ‡™àπ

mirtazapine, bupropion À√◊Õ serotonin selective reuptake

inhibitors (SSRIs) ·¡â«à“¬“√—°…“‚√§´÷¡‡»√â“®– —¡æ—π∏å

°—∫§«“¡‡ ’Ë¬ßµàÕ °“√™—°π”„Àâ‡°‘¥¿“«– mania

·µà‰¡à¡’ºŸâªÉ«¬·¡â·µà√“¬‡¥’¬«∑’Ë‡°‘¥¿“«–Õ“√¡≥å‰¡à§ß∑’Ë

¢≥–∑’ËÕ“°“√ ÷́¡‡»√â“ °Á¥’¢÷Èπ‡™àπ°—π ∑”„Àâ‡°‘¥·π«§‘¥«à“

lamotrigine πà“®–¡’ƒ∑∏‘ÏµàÕµâ“π°“√‡ª≈’Ë¬π¢—È«‡ªìπ mania

¢Õß¬“·°â´÷¡‡»√â“

°“√»÷°…“‡ª√’¬∫‡∑’¬∫°—∫≈‘‡∑’¬¡·≈–¬“À≈Õ°
Bowden ·≈–§≥–31 »÷°…“ºŸâªÉ«¬ bipolar disorder

∑’Ë¡“¥â«¬Õ“°“√ mania ·≈–‰¥â√—∫°“√√—°…“®πÀ“¬‡ªìπ

ª°µ‘·≈â«®”π«π 175 √“¬ ‡ªìπ‡«≈“ 18 ‡¥◊Õπ‡æ◊ËÕ

‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ¢Õß lamotrigine „π°“√„Àâ·∫∫

flexible dose ª√—∫¢π“¥¬“√–À«à“ß 100-400 ¡°.µàÕ«—π

‚¥¬æ‘®“√≥“®“°°“√µÕ∫ πÕß∑“ß§≈‘π‘° (¢π“¥¬“

‡©≈’Ë¬ 211 ¡°.µàÕ«—π) °—∫≈‘‡∑’¬¡ (√–¥—∫¬“„π‡≈◊Õ¥Õ¬Ÿà

√–À«à“ß 0.8-1.1 mEq/L) ·≈–¬“À≈Õ°„π°“√√—°…“

√–¬–¬“« ‚¥¬ primary outcome §◊Õ√–¬–‡«≈“°“√‰¥â

√—∫°“√√—°…“ (time to intervention) ¢Õß°“√°≈—∫‡ªìπ

´È”¢Õß mood episode º≈°“√»÷°…“æ∫«à“ ∑—Èß lamotrigine

(N=59) ·≈–≈‘‡∑’¬¡ (N=46) ¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“

¬“À≈Õ° (N=70) „π°“√¬◊¥√–¬–‡«≈“°“√‰¥â√—∫°“√

√—°…“¢Õß°“√°≈—∫‡ªìπ´È”¢Õß mood episode (141 «—π

 ”À√—∫ lamotrigine, p=.02; 292 «—π ”À√—∫≈‘‡∑’¬¡,

p=.006; ·≈– 85 «—π ”À√—∫¬“À≈Õ°) πÕ°®“°π’È

lamotrigine ¬—ß¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“¬“À≈Õ°Õ¬à“ß

¡’π—¬ ”§—≠„π°“√¬◊¥√–¬–‡«≈“°“√‰¥â√—∫°“√√—°…“¢Õß

°“√°≈—∫‡ªìπ´È”¥â«¬ depressive episode (p=.02) ¢≥–

∑’Ë≈‘‡∑’¬¡‰¡à·µ°µà“ß®“°¬“À≈Õ° (p=.17) Õ¬à“ß‰√°Áµ“¡

ª√– ‘∑∏‘¿“æ„π°“√ªÑÕß°—π°“√‡°‘¥ manic episode ¢Õß

lamotrigine ¬—ß‰¡à™—¥‡®ππ—°·≈–‰¡à·µ°µà“ß®“°¬“À≈Õ°

(p=.28) „π¢≥–∑’Ë≈‘‡∑’¬¡°≈—∫¡’ª√– ‘∑∏‘¿“æ„π°“√

ªÑÕß°—π°“√‡°‘¥ manic episode ‰¥â¥’°«à“¬“À≈Õ°Õ¬à“ß

¡’π—¬ ”§—≠ (p=.006)

°“√»÷°…“√–¬–‡«≈“ 18 ‡¥◊Õπ¢Õß Calabrese ·≈–

§≥–32 ´÷Ëß¡’√Ÿª·∫∫§≈â“¬§≈÷ß°—π°—∫°“√»÷°…“¢Õß

Bowden ·≈–§≥–31 §◊Õ‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ¢Õß

lamotrigine (¢π“¥ 50, 200 ·≈– 400 ¡°.µàÕ«—π, N=221)

°—∫≈‘‡∑’¬¡ (√–¥—∫¬“„π‡≈◊Õ¥Õ¬Ÿà√–À«à“ß 0.8-1.1 mEq/L,

N=120) ·≈–¬“À≈Õ° (N=119) µà“ß°—π∑’Ë‡ªìπºŸâªÉ«¬

bipolar disorder ∑’Ë¡“¥â«¬Õ“°“√´÷¡‡»√â“·≈–‰¥â√—∫°“√

√—°…“®πÀ“¬‡ªìπª°µ‘  ”À√—∫ primary outcome §◊Õ

√–¬–‡«≈“°“√‰¥â√—∫°“√√—°…“¢Õß°“√°≈—∫‡ªìπ´È”¢Õß

mood episode º≈°“√»÷°…“æ∫«à“ ∑—Èß lamotrigine

(∑”°“√«‘‡§√“–Àå‡©æ“–°≈ÿà¡∑’Ë‰¥â√—∫¬“„π¢π“¥ 200 ·≈–

400 ¡°.µàÕ«—π) ·≈–≈‘‡∑’¬¡¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“¬“

À≈Õ°„π°“√¬◊¥√–¬–‡«≈“∑’ËµâÕß„Àâ°“√√—°…“°“√°≈—∫

‡ªìπ´È” (p=.029) ‚¥¬¡’ median survival times ‡∑à“°—∫

200, 170 ·≈– 93 «—π µ“¡≈”¥—∫ πÕ°®“°π’È lamotrigine

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

‡«≈“∑’ËµâÕß„Àâ°“√√—°…“ depressive episode (p=.047)

¢≥–∑’Ë≈‘‡∑’¬¡¡’ª√– ‘∑∏‘¿“æ‡Àπ◊Õ°«à“¬“À≈Õ°„π°“√

¬◊¥√–¬–‡«≈“∑’ËµâÕß„Àâ°“√√—°…“ manic episode (p=.026)
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∑—Èß°“√»÷°…“¢Õß Bowden ·≈–§≥–31 ·≈–

Calabrese ·≈–§≥–32 ¡’º≈°“√»÷°…“∑’Ë Õ¥§≈âÕß°—π

°≈à“«§◊Õ lamotrigine ‡ªìπ¬“¡’ª√– ‘∑∏‘¿“æ„π°“√

ªÑÕß°—π°“√‡°‘¥ mood episode ‚¥¬¡’ª√– ‘∑∏‘¿“æ‡¥àπ

„π°“√ªÑÕß°—π°“√‡°‘¥ depressive episode ¢≥–∑’Ë

≈‘‡∑’¬¡¡’ª√– ‘∑∏‘¿“æ„π°“√ªÑÕß°—π°“√‡°‘¥ mood

episode ‚¥¬¡’ª√– ‘∑∏‘¿“æ‡¥àπ„π°“√ªÑÕß°—π°“√‡°‘¥

manic episode πÕ°®“°π’È Goodwin ·≈–§≥–33 ‰¥âπ”

¢âÕ¡Ÿ≈®“°°“√»÷°…“∑—Èß Õß™‘Èπ¥—ß°≈à“«¡“√«¡°—π

(N=638) ·≈â«∑”°“√«‘‡§√“–Àåæ∫«à“ √–¬–‡«≈“°“√‰¥â

√—∫°“√√—°…“¢Õß°“√°≈—∫‡ªìπ´È”¢Õß mood episode ∑—Èß

lamotrigine (N=280) ·≈–≈‘‡∑’¬¡ (N=167) ‡Àπ◊Õ°«à“¬“

À≈Õ° (N=191) ‚¥¬¡’ median survival time ‡∑à“°—∫ 197,

184 ·≈– 86 «—π µ“¡≈”¥—∫ πÕ°®“° lamotrigine ®–¡’

ª√– ‘∑∏‘¿“æ™—¥‡®π„π°“√ªÑÕß°—π°“√‡°‘¥ depressive

episode ·≈â« ª√– ‘∑∏‘¿“æ„π°“√ªÑÕß°—π°“√‡°‘¥ manic

episode °Á¬—ß¥’°«à“¬“À≈Õ° µ√ß¢â“¡®“°≈‘‡∑’¬¡∑’Ë¡’

ª√– ‘∑∏‘¿“æ„π°“√ªÑÕß°—π°“√‡°‘¥ manic episode ‰¥â¥’

·µà¡’ª√– ‘∑∏‘¿“æ‰¡àµà“ß®“°¬“À≈Õ°„π°“√ªÑÕß°—π

°“√‡°‘¥ depressive episode °“√»÷°…“ª√– ‘∑∏‘¿“æ¢Õß

lamotr igine „π°“√√—°…“„π°“√√—°…“√–¬–¬“«

(µ“√“ß∑’Ë 3)

µ“√“ß∑’Ë 3 ß“π«‘®—¬‡°’Ë¬«°—∫ª√– ‘∑∏‘¿“æ¢Õß lamotrigine „π°“√√—°…“√–¬–¬“«

®–‡ÀÁπ«à“ lamotrigine ‡ªìπ¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ

„π°“√√—°…“√–¬–¬“«„πºŸâªÉ«¬ bipolar disorder ‚¥¬¡’

®ÿ¥‡¥àπ„π°“√ªÑÕß°—π°“√‡°‘¥ depressive episode

¥—ßπ—Èπ„πºŸâªÉ«¬∑’Ë¡’°“√¥”‡π‘π‚√§ à«π„À≠à‡ªìπ depressive

episode ¡“°°«à“ manic episode (depression-dominant

type) °“√„™â lamotrigine  ”À√—∫°“√√—°…“√–¬–¬“«¥Ÿ

®–‡ªìπ∑“ß‡≈◊Õ°∑’Ë¡’§«“¡‡À¡“– ¡¡“°°«à“ ¢≥–∑’Ë

≈‘‡∑’¬¡¡’ª√– ‘∑∏‘¿“æ‡¥àπ™—¥„π°“√ªÑÕß°—π°“√°≈—∫

‡ªìπ´È”¢Õß manic episode °“√‡≈◊Õ°„™â≈‘‡∑’¬¡„π°“√

√—°…“√–¬–¬“«®÷ß§«√‡≈◊Õ°„™â„πºŸâªÉ«¬∑’Ë¡’°“√°≈—∫‡ªìπ
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´È”¢Õß manic episode ∫àÕ¬°«à“ depressive episode

(mania-dominant type) ¥—ßπ—Èπ°“√„™â≈‘‡∑’¬¡√à«¡°—∫

lamotrigine Õ“®™à«¬‡æ‘Ë¡ª√– ‘∑∏‘¿“æ„π°“√√—°…“

√–¬–¬“«‰¥â¥â«¬·π«§‘¥∑’Ë«à“ “¡“√∂ªÑÕß°—π°“√°≈—∫

‡ªìπ´È”∑—Èß manic ·≈– depressive episode

ß. ª√– ‘∑∏‘¿“æ„π°“√√—°…“ rapid-cycling bipolar

disorder
®“°°“√»÷°…“∑’Ë¡’¡“°¢÷Èπ™’È„Àâ‡ÀÁπ«à“ πÕ°®“°

lamotrigine ®–¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“√–¬–¬“«

·≈â«¬—ß¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“ rapid-cycling bipolar

disorder (RCBP) Õ’°¥â«¬ (µ“√“ß∑’Ë 4)

µ“√“ß∑’Ë 4 ß“π«‘®—¬‡°’Ë¬«°—∫ª√– ‘∑∏‘¿“æ¢Õß lamotrigine „π°“√√—°…“ rapid-cycling bipolar disorder

°“√»÷°…“·∫∫‡ªî¥
°“√»÷°…“√–¬–‡«≈“ 48  —ª¥“Àå¥â«¬°“√„™â

lamotrigine ‡ªìπ¬“‡ √‘¡°—∫¬“‡¥‘¡ (N=60) À√◊Õ„™â‡ªìπ

¬“™π‘¥‡¥’¬« (monotherapy) (N=15) „π°“√√—°…“ºŸâªÉ«¬

∑’Ë¡“¥â«¬ manic, mixed, hypomanic ·≈– depressive

episode ∑’Ë¥◊ÈÕµàÕ°“√√—°…“ (refractory) º≈°“√»÷°…“

æ∫«à“ ∑—ÈßºŸâªÉ«¬ RCBP ·≈– non-RCBP ≈â«π¡’Õ“°“√¥’

¢÷Èπ‰¡à«à“®–¡“¥â«¬Õ“°“√ mania À√◊ÕÕ“°“√´÷¡‡»√â“ ‚¥¬

°≈ÿà¡ºŸâªÉ«¬ RCBP ∑’Ë¡’Õ“°“√ mania √ÿπ·√ßπâÕ¬∂÷ßª“π

°≈“ß¡’Õ“°“√¥’¢÷Èπ‰¡à·µ°µà“ß®“°°≈ÿà¡ºŸâªÉ«¬ non-RCBP

Õ¬à“ß‰√°Áµ“¡„πºŸâªÉ«¬∑’Ë¡’Õ“°“√ mania √ÿπ·√ß°≈ÿà¡ºŸâªÉ«¬

RCBP ¡’Õ“°“√‰¡à·µ°µà“ß®“°‡¥‘¡  ”À√—∫ºŸâªÉ«¬∑’Ë¡“

¥â«¬Õ“°“√´÷¡‡»√â“π—Èπ ∑—Èß°≈ÿà¡ RCBP ·≈–°≈ÿà¡

non-RCBP ≈â«π¡’Õ“°“√¥’¢÷Èπ‰¡à·µ°µà“ß°—π34

Walden ·≈–§≥–35 »÷°…“ºŸâªÉ«¬ RCBP 14 √“¬

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

1 ªïæ∫«à“ √âÕ¬≈– 57 (4 „π 7 √“¬) ¢ÕßºŸâªÉ«¬∑’Ë‰¥â√—∫

≈‘‡∑’¬¡¡’ mood episode ‡°‘¥¢÷Èπ ≥ 4 §√—Èß√–À«à“ß√–¬–

‡«≈“ 1 ªï∑’Ë∑”°“√»÷°…“ „π¢≥–∑’Ë¡’‡æ’¬ß√âÕ¬≈– 14

(1 „π 7 √“¬) ¢ÕßºŸâªÉ«¬∑’Ë‰¥â√—∫ lamotrigine ∑’Ë¡’°“√

¥”‡π‘π‚√§·∫∫‡¥’¬«°—π πÕ°®“°π’È √âÕ¬≈– 43 (3 „π

7 √“¬) ‰¡à‡°‘¥ mood episode ¢÷ÈπÕ’°‡≈¬„πªï∂—¥¡“
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°“√»÷°…“‡ª√’¬∫‡∑’¬∫°—∫ gabapentin ·≈–
¬“À≈Õ°

Fyre ·≈–§≥–36 ∑”°“√»÷°…“·∫∫ª°ªî¥ Õß

¥â“π‚¥¬«‘∏’°“√ ÿà¡·∫∫ crossover ‡ª√’¬∫‡∑’¬∫

lamotrigine °—∫ gabapentin ·≈–¬“À≈Õ°„πºŸâªÉ«¬

§«“¡º‘¥ª°µ‘∑“ßÕ“√¡≥å∑’Ë¥◊ÈÕµàÕ°“√√—°…“ (refractory

mood disorder) ®”π«π 31 √“¬ª√–°Õ∫¥â«¬ºŸâªÉ«¬

bipolar I 11 √“¬ bipolar II 14 √“¬ RCBP 23 √“¬

non-RCBP 2 √“¬ ·≈– unipolar 6 √“¬ ·∫àß°“√»÷°…“

‡ªìπ 3 √–¬– (phase) √–¬–≈– 6  —ª¥“Àå º≈°“√»÷°…“

æ∫«à“ Õ—µ√“°“√µÕ∫ πÕßµàÕ°“√√—°…“ (ª√–‡¡‘π¥â«¬

CGI) ‡ªìπ¥—ßπ’È§◊Õ √âÕ¬≈– 52 (16/31)  ”À√—∫ lamotrigine

√âÕ¬≈– 26 (8/31)  ”À√—∫ gabapentin ·≈–√âÕ¬≈– 23

(7/31)  ”À√—∫¬“À≈Õ° ·≈–‡¡◊ËÕ‡∑’¬∫°—π Õß™π‘¥æ∫«à“

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

‡¡◊ËÕ‡∑’¬∫°—∫ gabapentin (p=.01) ·≈–¬“À≈Õ° (p=.02)

¢≥–∑’Ë gabapentin ¡’ª√– ‘∑∏‘¿“æ‰¡à·µ°µà“ß®“°¬“

À≈Õ° (p=.08) ·¡â°“√»÷°…“π’È®–¡’¢âÕ®”°—¥¥â«¬√–¬–

‡«≈“§◊Õ 18  —ª¥“Àå´÷Ëß§àÕπ¢â“ß —Èπ„π°“√∑’Ë®– √ÿª∂÷ß

ª√– ‘∑∏‘¿“æ¢Õß¬“À√◊Õ°“√¡’°“√µÕ∫ πÕßµàÕ°“√

√—°…“Õ¬à“ßµàÕ‡π◊ËÕß ·µà°“√»÷°…“π’È¡’ºŸâªÉ«¬ RCBP  Ÿß

∂÷ß√âÕ¬≈– 92 ®÷ß‡ªìπ¢âÕ¡Ÿ≈‡∫◊ÈÕßµâπ∑’Ë· ¥ß„Àâ‡ÀÁπ«à“

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

°“√»÷°…“‡ª√’¬∫‡∑’¬∫°—∫¬“À≈Õ°

°“√»÷°…“‚¥¬ Calabrese ·≈–§≥–37 ‡ªìπ°“√

»÷°…“·∫∫ª°ªî¥ Õß¥â“π‡©æ“–„πºŸâªÉ«¬ RCBP

(∑—Èß bipolar I ·≈– bipolar II) ™‘Èπ·√° ‚¥¬·∫àß°“√»÷°…“

‡ªìπ Õß√–¬–Ê ·√°‡ªìπ°“√»÷°…“·∫∫‡ªî¥ ºŸâªÉ«¬

®”π«π 324 √“¬‰¥â√—∫°“√√—°…“¥â«¬ lamotrigine ¢π“¥

100-300 ¡°.µàÕ«—π ‚¥¬∑’Ë√âÕ¬≈– 87 ¢ÕßºŸâªÉ«¬‰¥â√—∫¬“

™π‘¥Õ◊Ëπ„π°“√√—°…“Õ¬Ÿà°àÕπ‰¥â·°à ≈‘‡∑’¬¡ (√âÕ¬≈– 19)

carbamazepine (√âÕ¬≈– 4) divalproex (√âÕ¬≈– 19)

¬“√—°…“‚√§´÷¡‡»√â“ (√âÕ¬≈– 30) ¬“√—°…“‚√§®‘µ

(√âÕ¬≈– 7) „π°“√‡¢â“ Ÿà°“√»÷°…“√–¬–·√°π—Èπ √âÕ¬≈–

57 ¡“¥â«¬ depressive episode √âÕ¬≈– 20 ¡“¥â«¬ manic/

hypomanic episode √âÕ¬≈– 18 ‡ªìπ euthymic ·≈–√âÕ¬≈–

5 ‡ªìπ mixed episode À≈—ß®“°‰¥â√—∫ lamotrigine ‡ªìπ

√–¬– 4-8  —ª¥“Àå ºŸâªÉ«¬ 182 √“¬ (√âÕ¬≈– 71 ‡ªìπ bipolar I

disorder) ´÷Ëß¡’Õ“°“√°≈—∫‡ªìπª°µ‘®–∂Ÿ°≈¥¬“™π‘¥Õ◊Ëπ

∑’Ë°”≈—ß„™âÕ¬Ÿà®π°√–∑—ËßÀ¬ÿ¥¬“ §ß‰«â‡©æ“– lamotrigine

¢π“¥ 100-500 ¡°.µàÕ«—π ‡©≈’Ë¬ 288 ¡°.µàÕ«—π ·≈–

∂Ÿ° ÿà¡‡¢â“ Ÿà°“√√—°…“√–¬–ª°ªî¥ Õß¥â“π¥â«¬ lamotrigine

À√◊Õ¬“À≈Õ°‡ªìπ√–¬–‡«≈“ 6 ‡¥◊Õπ º≈°“√»÷°…“æ∫«à“

median survival time to intervention ‡∑à“°—∫ 18  —ª¥“Àå

 ”À√—∫°≈ÿà¡ lamotrigine (N=90) ·≈– 12  —ª¥“Àå

 ”À√—∫°≈ÿà¡¬“À≈Õ° (N=87) ´÷Ëß·µ°µà“ß°—πÕ¬à“ß¡’π—¬

 ”§—≠ (p=.036) ‡¡◊ËÕ«‘‡§√“–Àå·¬°™π‘¥¬àÕ¬‡ªìπ bipolar

I (N=125) ·≈– bipolar II (N=52) æ∫«à“ „π°≈ÿà¡¬àÕ¬

bipolar II π—Èπ √–¬–‡«≈“∑’Ëπ—∫µ—Èß·µà‡√‘Ë¡‡¢â“ Ÿà°“√»÷°…“

√–¬–ª°ªî¥ Õß¥â“π®π∂÷ß√–¬–‡«≈“∑’ËµâÕß‡√‘Ë¡„Àâ¬“

‡æ‘Ë¡‡µ‘¡ (time to additional pharmacotherapy) „π°“√

√—°…“Õ“°“√°”‡√‘∫ (relapse) ¢Õß°≈ÿà¡ lamotrigine

¡’·π«‚πâ¡∑’Ë¡’√–¬–‡«≈“π“π°«à“°≈ÿà¡¬“À≈Õ° (p=.073)

·≈– survival in study °Á¡’§«“¡·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠

(p=.015)  à«π°≈ÿà¡¬àÕ¬ bipolar I π—Èπ time to additional

pharmacotherapy √–À«à“ß°≈ÿà¡ lamotrigine °—∫°≈ÿà¡¬“

À≈Õ°‰¡à·µ°µà“ß°—π (p=.738) ·≈– survival in study

(p=.426) ºŸâªÉ«¬∑’Ë¬—ß§ß¡’Õ“°“√‡ªìπª°µ‘‚¥¬‰¡à¡’°“√

°”‡√‘∫ (stable without relapse) ‡ªìπ‡«≈“ 6 ‡¥◊Õπ

‡∑à“°—∫√âÕ¬≈– 41  ”À√—∫ lamotrigine ·≈–√âÕ¬≈– 26

 ”À√—∫¬“À≈Õ° (p=.03) °≈ÿà¡¬àÕ¬ bipolar I ‰¡à·µ°µà“ß

Õ¬à“ß¡’π—¬ ”§—≠ ·µà°≈ÿà¡ bipolar II ·µ°µà“ßÕ¬à“ß¡’π—¬

 ”§—≠ (√âÕ¬≈– 46 ‡∑’¬∫°—∫√âÕ¬≈–18 p=.04)

®. ª√– ‘∑∏‘¿“æ„π°“√√—°…“ bipolar disorder
∑’Ë¡’§«“¡º‘¥ª°µ‘¢Õß°“√„™â “√‡ æµ‘¥√à«¡¥â«¬

¡’°“√»÷°…“∂÷ß¬“∑’Ë„™â„π°“√√—°…“ºŸâªÉ«¬ bipolar

disorder ∑’Ë¡’¿“«–‚√§√à«¡ (comorbidity) ™π‘¥§«“¡
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∏«—™™—¬ ≈’ÃÀ“π“® æ∫.«∑¡.*Lamotrigine „π°“√√—°…“ Bipolar Disorder

º‘¥ª°µ‘¢Õß°“√„™â “√‡ æµ‘¥ (substance use disorder)

‡æ‘Ë¡¢÷Èπ‡ªìπ≈”¥—∫ ¢âÕ¡Ÿ≈‡∫◊ÈÕßµâπ· ¥ß„Àâ‡ÀÁπ«à“¬“

À≈“¬™π‘¥πÕ°®“°¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“Õ“°“√

¢Õß‚√§ bipolar disorder ·≈â«¬—ß≈¥Õ“°“√Õ¬“°¬“‰¥â

lamotrigine ‡ªìπ¬“Õ’°™π‘¥Àπ÷Ëß∑’Ë‡√‘Ë¡¡’°“√»÷°…“ ‚¥¬

º≈°“√»÷°…“‡∫◊ÈÕßµâπ™’È„Àâ‡ÀÁπ«à“πà“®–‡ªìπ¬“∑’Ë¡’

ª√– ‘∑∏‘¿“æ‡™àπ°—π (µ“√“ß∑’Ë 5)

µ“√“ß∑’Ë 5 ß“π«‘®—¬‡°’Ë¬«°—∫ª√– ‘∑∏‘¿“æ¢Õß lamotrigine „π°“√√—°…“ bipolar disorder ∑’Ë¡’§«“¡º‘¥ª°µ‘¢Õß°“√

„™â “√‡ æµ‘¥√à«¡¥â«¬

Brown ·≈–§≥–38 ∑”°“√»÷°…“·∫∫‡ªî¥√–¬–

‡«≈“ 12  —ª¥“Àå∂÷ßª√– ‘∑∏‘¿“æ¢Õß lamotrigine

∑—Èß°“√„™â‡ªìπ¬“‡æ’¬ß™π‘¥‡¥’¬«À√◊Õ„™â√à«¡°—∫¬“™π‘¥

Õ◊Ëπ„π°“√√—°…“ºŸâªÉ«¬ bipolar disorder (I, II, NOS) ∑’Ë¡’

°“√µ‘¥‚§‡§π√à«¡¥â«¬ 30 √“¬æ∫«à“ πÕ°®“°Õ“°“√¢Õß

bipolar disorder ®–¥’¢÷Èπ·≈â« Õ“°“√Õ¬“°¬“¬—ß≈¥≈ß

Õ’°¥â«¬ ·µàª√‘¡“≥°“√‡ æ‚§‡§π‰¡à·µ°µà“ßÕ¬à“ß¡’

π—¬ ”§—≠®“°§à“µ—Èßµâπ πÕ°®“°π’È Brown ·≈–§≥–39

‰¥âπ”¢âÕ¡Ÿ≈®“°°“√»÷°…“°àÕπÀπâ“π’È38 ¡“√«¡°—∫

¢âÕ¡Ÿ≈∑’Ë¡’°“√»÷°…“‡æ‘Ë¡‡µ‘¡·≈–¢¬“¬°“√»÷°…“‡¥‘¡

ÕÕ°‰ªÕ’° 24  —ª¥“Àå√«¡‡ªìπ√–¬–‡«≈“ 36  —ª¥“Àå

‚¥¬¡’ºŸâªÉ«¬ bipolar disorder ∑’Ëµ‘¥‚§‡§π‡æ‘Ë¡‡ªìπ 62 √“¬

º≈°“√»÷°…“æ∫«à“ πÕ°®“° lamotrigine ®–™à«¬„Àâ

Õ“°“√µà“ßÊ ¢Õß bipolar disorder ¥’¢÷Èπ·≈â« ¬—ß™à«¬„Àâ

Õ“°“√Õ¬“°¬“ ª√‘¡“≥°“√‡ æ ·≈–®”π«π‡ß‘π∑’Ë„™â

 ”À√—∫°“√‡ æ‚§‡§π≈¥≈ß¥â«¬ Õ¬à“ß‰√°Áµ“¡ ®”π«π

«—π¢Õß°“√‡ æ·≈–º≈°“√µ√«®ªí  “«–‡ªìπ∫«°‰¡à

·µ°µà“ß®“°§à“µ—Èßµâπ

     Rubio ·≈–§≥–40 ∑”°“√»÷°…“·∫∫‡ªî¥∂÷ß

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

bipolar disorder (I, II) ∑’Ëµ‘¥·Õ≈°ÕŒÕ≈å 28 √“¬‡ªìπ√–¬–

‡«≈“ 12  —ª¥“Àåæ∫«à“ Õ“°“√¢Õß bipolar disorder

¥’¢÷ÈπÕ¬à“ß¡’π—¬ ”§—≠‡¡◊ËÕ‡∑’¬∫°—∫§à“µ—Èßµâπ (p<.01)

Õ“°“√Õ¬“°·Õ≈°ÕŒÕ≈å·≈–√–¥—∫§«“¡‡¢â¡¢âπ¢Õß

carbohydrate-deficient transferrin ≈¥≈ßÕ¬à“ß¡’

π—¬ ”§—≠‡™àπ°—π (p<.001) ¥—ßπ—Èπ lamotrigine πÕ°®“°

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

™à«¬≈¥Õ“°“√Õ¬“°·Õ≈°ÕŒÕ≈å·≈–™à«¬≈¥ª√‘¡“≥

·Õ≈°ÕŒÕ≈å∑’Ë¥◊Ë¡≈ß¥â«¬„πºŸâªÉ«¬∑’Ë¡’°“√µ‘¥·Õ≈°ÕŒÕ≈å

‡ªìπ¿“«–‚√§√à«¡

‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫ lamotrigine °—∫≈‘‡∑’¬¡„π°“√

√—°…“ºŸâªÉ«¬ bipolar disorder ∑’Ë¡’¿“«–‚√§√à«¡¢Õß°“√
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‡ æ “√‡ æµ‘¥æ∫«à“ ºŸâªÉ«¬∑’Ë‰¥â√—∫ lamotrigine ¡’°“√

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

(√âÕ¬≈– 71 ‡∑’¬∫°—∫√âÕ¬≈– 21, p=.03) ·≈–°“√¡’

ª√–«—µ‘§√Õ∫§√—«¢Õß§«“¡º‘¥ª°µ‘¢Õß°“√„™â “√‡ æµ‘¥

 —¡æ—π∏å°—∫°“√µÕ∫ πÕßµàÕ°“√√—°…“¥â«¬ lamotrigine41

Õ“°“√‰¡àæ÷ßª√– ß§å
°. Õ“°“√‰¡àæ÷ßª√– ß§å∑—Ë«‰ª

ºŸâªÉ«¬ bipolar disorder ∑’Ë‰¥â√—∫ lamotrigine

¡’°“√∑πµàÕ¬“‰¥â¥’ Õ“°“√‰¡àæ÷ßª√– ß§åµà“ßÊ ∑’Ë‡°‘¥¢÷Èπ

æ∫‡™àπ‡¥’¬«°—π°—∫°“√„™â„π°“√√—°…“ºŸâªÉ«¬‚√§≈¡™—°42

πÕ°®“°π’È „π°“√»÷°…“·∫∫¡’°≈ÿà¡‡ª√’¬∫‡∑’¬∫æ∫«à“

‚¥¬∑—Ë«‰ª·≈â«Õÿ∫—µ‘°“√≥å°“√‡°‘¥Õ“°“√‰¡àæ÷ßª√– ß§å

¢Õß lamotrigine ‰¡à·µ°µà“ß®“°¬“À≈Õ° ·≈–‰¡à·µ°µà“ß

°—π√–À«à“ß°“√»÷°…“„π™à«ß —ÈπÊ À√◊Õ°“√»÷°…“„π

√–¬–¬“«43,44 ¡’‡æ’¬ßÕ“°“√ª«¥»’√…–·≈–º◊Ëπ‡∑à“π—Èπ∑’Ë

‡ªìπÕ“°“√‰¡àæ÷ßª√– ß§å∑’Ëæ∫„π lamotrigine ¡“°°«à“

¬“À≈Õ° (µ“√“ß∑’Ë 6) · ¥ß∂÷ß®”π«πºŸâªÉ«¬ bipolar

disorder ∑’Ë‡°‘¥Õ“°“√‰¡àæ÷ßª√– ß§å®“°°“√„™â lamotrigine

‡ª√’¬∫‡∑’¬∫°—∫¬“À≈Õ° ‡¡◊ËÕ«‘‡§√“–Àå∑“ß ∂‘µ‘∂÷ß

§«“¡ —¡æ—π∏å√–À«à“ß¢π“¥¬“°—∫Õÿ∫—µ‘°“√≥å¢Õß°“√

‡°‘¥Õ“°“√‰¡àæ÷ßª√– ß§å„π°“√»÷°…“‡ª√’¬∫‡∑’¬∫°—∫

¬“À≈Õ°æ∫«à“ ‰¡à¡’§«“¡ —¡æ—π∏åÕ¬à“ß¡’π—¬ ”§—≠

√–À«à“ß¢π“¥¬“ (¬“À≈Õ°‡∑’¬∫°—∫ lamotrigine 50 ¡°.

200 ¡°. ·≈– 400 ¡°.) °—∫Õÿ∫—µ‘°“√≥å¢Õß°“√‡°‘¥

Õ“°“√‰¡àæ÷ßª√– ß§å43 πÕ°®“°π’È‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫

lamotrigine °—∫≈‘‡∑’¬¡æ∫«à“ lamotrigine ¡’Õÿ∫—µ‘°“√≥å

°“√‡°‘¥Õ“°“√ª«¥»’√…– (√âÕ¬≈– 25 ‡∑’¬∫°—∫√âÕ¬≈–

14) ·≈–º◊Ëπ (√âÕ¬≈– 9 ‡∑’¬∫°—∫√âÕ¬≈– 4)  Ÿß°«à“≈‘‡∑’¬¡

 à«π≈‘‡∑’¬¡¡’Õÿ∫—µ‘°“√≥å°“√‡°‘¥Õ“°“√∑âÕß‡ ’¬ (√âÕ¬≈–

14 ‡∑’¬∫°—∫√âÕ¬≈– 6) ·≈–Õ“°“√ —Ëπ (√âÕ¬≈– 11 ‡∑’¬∫°—∫

√âÕ¬≈– 5)  Ÿß°«à“ lamotrigine43

µ“√“ß∑’Ë 6 ®”π«π (√âÕ¬≈–) ºŸâªÉ«¬ bipolar disorder ∑’Ë‡°‘¥Õ“°“√‰¡àæ÷ßª√– ß§å*®“°°“√„™â lamotrigine „π¢π“¥

¬“µà“ßÊ ‡∑’¬∫°—∫¬“À≈Õ°43

¢. º◊Ëπ

®“°°“√»÷°…“·∫∫‡ªî¥‚¥¬¡’¬“À≈Õ°‡ªìπµ—«

§«∫§ÿ¡„πºŸâªÉ«¬‚√§≈¡™—° 3,501 √“¬ æ∫º◊Ëπ√âÕ¬≈– 10

„π°≈ÿà¡∑’Ë‰¥â√—∫ lamotrigine ·≈–√âÕ¬≈– 5 „π°≈ÿà¡∑’Ë‰¥â

√—∫¬“À≈Õ° ‚¥¬°“√‡°‘¥º◊Ëπ√ÿπ·√ß®π∂÷ß¢—ÈπµâÕßÀ¬ÿ¥¬“

æ∫√âÕ¬≈– 3.8 ·≈–∂÷ß¢—ÈπµâÕßπÕπ√—°…“µ—«„π‚√ßæ¬“∫“≈

√âÕ¬≈– 0.3 (µ—«‡≈¢π’È√«¡∂÷ßºŸâªÉ«¬∑’Ë‡ªìπ Stevens-Johnson

syndrome ·≈– toxic epidermal necrolysis ¥â«¬)  ”À√—∫
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ºŸâªÉ«¬§«“¡º‘¥ª°µ‘∑“ßÕ“√¡≥å (mood disorder)

¡’Õÿ∫—µ‘°“√≥å‡°‘¥º◊Ëπ√ÿπ·√ß√âÕ¬≈– 0.08 ‡¡◊ËÕ„™â lamotrigine

‡æ’¬ß™π‘¥‡¥’¬« ·≈–√âÕ¬≈– 0.13 ‡¡◊ËÕ„™â lamotrigine

√à«¡°—∫¬“™π‘¥Õ◊Ëπ6 ¥—ßπ—Èπ®–‡ÀÁπ«à“Õÿ∫—µ‘°“√≥å°“√‡°‘¥

º◊Ëπ√ÿπ·√ß„πºŸâªÉ«¬§«“¡º‘¥ª°µ‘∑“ßÕ“√¡≥åµË”°«à“

ºŸâªÉ«¬‚√§≈¡™—°

Calabrese ·≈–§≥–45 »÷°…“°“√‡°‘¥º◊Ëπ„πºŸâªÉ«¬

§«“¡º‘¥ª°µ‘∑“ßÕ“√¡≥å∑’Ë‰¥â√—∫ lamotrigine ‚¥¬

√«∫√«¡∑—Èß°“√»÷°…“·∫∫‡ªî¥ (N=1,955) ·≈–°“√»÷°…“

·∫∫¡’°≈ÿà¡§«∫§ÿ¡ (N=1,198) ‚¥¬¡’ºŸâªÉ«¬∑’Ë‰¥â√—∫¬“

À≈Õ° 1,056 √“¬ º≈°“√»÷°…“æ∫«à“ „π°“√»÷°…“

·∫∫¡’°≈ÿà¡§«∫§ÿ¡Õÿ∫—µ‘°“√≥å°“√‡°‘¥º◊Ëπ‡∑à“°—∫√âÕ¬≈–

8.3  ”À√—∫ lamotrigine ·≈–√âÕ¬≈– 6.4  ”À√—∫¬“À≈Õ°

 à«π°“√‡°‘¥º◊Ëπ√ÿπ·√ßæ∫√âÕ¬≈– 0  ”À√—∫ lamotrigine

√âÕ¬≈– 0.1 (N=1)  ”À√—∫¬“À≈Õ° ·≈–√âÕ¬≈– 0  ”À√—∫

¬“∑’Ë„™â‡ªìπ°≈ÿà¡‡ª√’¬∫‡∑’¬∫ „π°“√»÷°…“·∫∫‡ªî¥æ∫«à“

Õÿ∫—µ‘°“√≥å°“√‡°‘¥º◊Ëπ¢Õß lamotrigine ‡∑à“°—∫√âÕ¬≈–

13.1 (N=257) ‚¥¬‡°‘¥º◊Ëπ√ÿπ·√ß√âÕ¬≈– 0.1 (N=2) ´÷Ëß

1 √“¬ („π 2 √“¬) ‡ªìπ Stevens-Johnson syndrome

∑’Ë¡’Õ“°“√‰¡à√ÿπ·√ß·≈–‰¡àµâÕß√—°…“µ—«„π‚√ßæ¬“∫“≈

·≈–‰¡à¡’ºŸâªÉ«¬∑’Ë‡°‘¥ toxic epidermal necrolysis

‚¥¬∑—Ë«‰ª·≈â« º◊Ëπ®–‡°‘¥¢÷Èπ√–À«à“ß 6 ∂÷ß

8  —ª¥“Àå·√°¢Õß°“√‰¥â√—∫ lamotrigine ‚¥¬¡’Õÿ∫—µ‘

°“√≥å Ÿß ÿ¥„π —ª¥“Àå∑’Ë Õß46 ‡æ»À≠‘ß¡’‚Õ°“ ‡°‘¥

º◊Ëπ¡“°°«à“‡æ»™“¬47 ªí®®—¬‡ ’Ë¬ß¢Õß°“√‡°‘¥º◊Ëπ®–

‡æ‘Ë¡¢÷Èπ‡¡◊ËÕ¡’°“√„™â¬“„π¢π“¥ ŸßµÕπ‡√‘Ë¡µâπ ¡’°“√

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

°—∫ valproate ·≈–°“√„™â„πºŸâªÉ«¬‡¥Á°45-48 º◊Ëπ™π‘¥∑’Ë‰¡à

√ÿπ·√ß¡—°¡’Õÿ∫—µ‘°“√≥å Ÿß ÿ¥„π‰¡à°’Ë«—πÀ≈—ß®“°‰¥â√—∫

¬“·≈–À“¬‡ªìπª°µ‘¿“¬„π 14 «—πÀ≈—ß®“°À¬ÿ¥

lamotrigine49 ¥—ßπ—Èπ·æ∑¬åºŸâ√—°…“µâÕß„Àâ§«“¡√Ÿâ·°à

ºŸâªÉ«¬«à“À“°‡°‘¥º◊Ëπ¢÷Èπ„ÀâÀ¬ÿ¥¬“∑—π∑’·≈–√’∫¡“æ∫

·æ∑¬å‡æ◊ËÕ∑”°“√ª√–‡¡‘π«à“º◊Ëπ∑’Ë‡°‘¥¢÷Èπ‡ªìπ™π‘¥‰¡à

√ÿπ·√ß (´÷Ëß®–À“¬‡ªìπª°µ‘¿“¬„π 14 «—πÀ≈—ß®“°À¬ÿ¥

¬“) À√◊Õº◊Ëπ√ÿπ·√ß (‡™àπ Stevens-Johnson syndrome) ·≈–

„Àâ°“√¥Ÿ·≈√—°…“∑’Ë‡À¡“– ¡µàÕ‰ª

§. πÈ”Àπ—°µ—«
°“√‰¡à¡’º≈∑”„ÀâπÈ”Àπ—°µ—«‡ª≈’Ë¬π·ª≈ß¥Ÿ

‡À¡◊Õπ®–‡ªìπ‡√◊ËÕßª°µ‘¢Õß lamotrigine ‰ª·≈â«50 ®“°

°“√∑∫∑«πß“π«‘®—¬®”π«π 32 ™‘Èπ51 ‡°’Ë¬«°—∫°“√„™â

lamotrigine „π°“√√—°…“ºŸâªÉ«¬‚√§≈¡™—° (N=463) ‡ªìπ

√–¬–‡«≈“Õ¬à“ßπâÕ¬ 6 ‡¥◊Õπæ∫«à“πÈ”Àπ—°µ—«‡æ‘Ë¡¢÷Èπ

‡©≈’Ë¬ 0.5 ± 5 °°. ‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫ lamotrigine °—∫

valproate „π°“√√—°…“ºŸâªÉ«¬‚√§≈¡™—°‡ªìπ√–¬–‡«≈“ 32

 —ª¥“Àåæ∫«à“ °≈ÿà¡∑’Ë‰¥â√—∫ lamotrigine ¡’πÈ”Àπ—°‡æ‘Ë¡¢÷Èπ

1.3 ªÕπ¥å ¢≥–∑’Ë°≈ÿà¡∑’Ë‰¥â√—∫ valproate ¡’πÈ”Àπ—°‡æ‘Ë¡

¢÷Èπ 12.8 ªÕπ¥å52 º≈¢Õß lamotrigine µàÕπÈ”Àπ—°µ—«„π

ºŸâªÉ«¬ bipolar disorder °Á‡™àπ‡¥’¬«°—π ‚¥¬ Sachs ·≈–

§≥–53 ‰¥â∑”°“√«‘‡§√“–Àå¬âÕπÀ≈—ß‡ª√’¬∫‡∑’¬∫

lamotrigine (N=227) °—∫¬“À≈Õ° (N=190) ·≈–≈‘‡∑’¬¡

(N=166) „π°“√„™â√—°…“ bipolar disorder ‡ªìπ√–¬–‡«≈“

18 ‡¥◊Õπ (∑”°“√«‘‡§√“–Àå‡©æ“–„π™à«ß√–¬–‡«≈“ 52

 —ª¥“Àå·√°‡π◊ËÕß®“°™à«ßÀ≈—ß®“°π’È¡’ºŸâªÉ«¬ÕÕ°®“°

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

52 °≈ÿà¡∑’Ë‰¥â√—∫ lamotrigine ¡’πÈ”Àπ—°µ—«≈¥≈ß 1.2 °°.

 à«π¬“À≈Õ°·≈–≈‘‡∑’¬¡¡’πÈ”Àπ—°µ—«‡æ‘Ë¡¢÷Èπ 0.2 °°.

·≈– 2.2 °°. µ“¡≈”¥—∫ ºŸâªÉ«¬∑’Ë¡’πÈ”Àπ—°µ—«‡æ‘Ë¡¢÷Èπ

¡“°°«à“√âÕ¬≈– 7 ¡’‡∑à“°—∫√âÕ¬≈– 10.9 √âÕ¬≈– 7.6 ·≈–

√âÕ¬≈– 11.8  ”À√—∫ lamotrigine ¬“À≈Õ° ·≈–≈‘‡∑’¬¡

µ“¡≈”¥—∫  à«πºŸâªÉ«¬∑’Ë¡’πÈ”Àπ—°µ—«≈¥≈ß¡“°°«à“

√âÕ¬≈– 7 ¡’‡∑à“°—∫√âÕ¬≈– 12.1 √âÕ¬≈– 11.5 ·≈–√âÕ¬≈–

5.1  ”À√—∫ lamotrigine ¬“À≈Õ° ·≈–≈‘‡∑’¬¡ µ“¡≈”¥—∫

´÷Ëß‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫√âÕ¬≈–¢ÕßºŸâªÉ«¬∑’Ë¡’πÈ”Àπ—°µ—«≈¥≈ß

¡“°°«à“√âÕ¬≈– 7 √–À«à“ß lamotrigine °—∫¬“À≈Õ°

‰¡àæ∫§«“¡·µ°µà“ßÕ¬à“ß¡’π—¬ ”§—≠ ·µà¡’§«“¡·µ°µà“ß

Õ¬à“ß¡’π—¬ ”§—≠À“°‡ª√’¬∫‡∑’¬∫ lamotrigine °—∫≈‘‡∑’¬¡
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πÕ°®“°π’È Bowden ·≈–§≥–54 ‰¥â∑”°“√«‘‡§√“–Àå

‡æ‘Ë¡‡µ‘¡„πºŸâªÉ«¬ bipolar disorder °≈ÿà¡‡¥’¬«°—π°—∫°“√

»÷°…“¢Õß Sachs ·≈–§≥–53 ‚¥¬·∫àßºŸâªÉ«¬ÕÕ°‡ªìπ

 Õß°≈ÿà¡§◊ÕºŸâªÉ«¬∑’ËÕâ«π (body mass index ≥30

°°.µàÕµ.√.¡. N=155) ·≈–ºŸâªÉ«¬∑’Ë‰¡àÕâ«π (body mass

index <30 °°.µàÕµ.√.¡. N=399) ‡¡◊ËÕ§√∫ 52  —ª¥“Àå

æ∫«à“ °≈ÿà¡∑’ËÕâ«π¡’πÈ”Àπ—°µ—«‡©≈’Ë¬‡ª≈’Ë¬π·ª≈ß¥—ßπ’È§◊Õ

≈¥≈ß 4.2 °°. ”À√—∫ºŸâªÉ«¬∑’Ë‰¥â√—∫ lamotrigine, ≈¥≈ß

0.6 °°. ”À√—∫¬“À≈Õ° ·≈–‡æ‘Ë¡¢÷Èπ 6.1 °°. ”À√—∫

≈‘‡∑’¬¡  à«π°≈ÿà¡∑’Ë‰¡àÕâ«π¡’πÈ”Àπ—°‡ª≈’Ë¬π·ª≈ß§◊Õ

≈¥≈ß 0.5 °°. ”À√—∫ lamotrigine, ‡æ‘Ë¡¢÷Èπ 0.7 °°. ”À√—∫

¬“À≈Õ° ·≈–‡æ‘Ë¡¢÷Èπ 1.1 °°. ”À√—∫≈‘‡∑’¬¡

ß. °“√µ—Èß§√√¿å
®“°√“¬ß“π¢Õß International Lamotrigine

Pregnancy Registry55 ÷́Ëß√«∫√«¡ºŸâªÉ«¬ 168 √“¬∑’Ë‰¥â√—∫

lamotrigine ‡æ’¬ß™π‘¥‡¥’¬«·≈–ºŸâªÉ«¬ 166 √“¬∑’Ë‰¥â√—∫

lamotrigine √à«¡°—∫¬“™π‘¥Õ◊Ëπ„π™à«ß‰µ√¡“ ·√°¢Õß

°“√µ—Èß§√√¿å æ∫§«“¡æ‘°“√·µà°”‡π‘¥√âÕ¬≈– 1.8  ”À√—∫

ºŸâªÉ«¬∑’Ë‰¥â√—∫ lamotrigine ‡æ’¬ß™π‘¥‡¥’¬« (3 √“¬„π 168

√“¬) √âÕ¬≈– 10 „πºŸâªÉ«¬∑’Ë‰¥â√—∫ lamotrigine √à«¡°—∫

valproate (5 √“¬„π 50 √“¬) ·≈–√âÕ¬≈– 4.3 „πºŸâªÉ«¬

∑’Ë‰¥â√—∫ lamotrigine √à«¡°—∫¬“™π‘¥Õ◊Ëπ∑’Ë‰¡à„™â valproate

(5 √“¬„π 116 √“¬) ‡π◊ËÕß®“°√“¬ß“ππ’È¡’¢π“¥µ—«Õ¬à“ß

πâÕ¬®÷ß¬—ß‰¡à “¡“√∂ √ÿª‰¥â·πà™—¥«à“ lamotrigine ( ”À√—∫

°“√„™â‡æ’¬ß™π‘¥‡¥’¬«) ‡æ‘Ë¡§«“¡‡ ’Ë¬ßµàÕ°“√‡°‘¥§«“¡

æ‘°“√·µà°”‡π‘¥À√◊Õ‰¡à‡π◊ËÕß®“°Õÿ∫—µ‘°“√≥å°“√‡°‘¥

§«“¡æ‘°“√·µà°”‡π‘¥„πª√–™“°√∑—Ë«‰ª§◊Õ√âÕ¬≈– 2 ∂÷ß

√âÕ¬≈– 3 Õß§å°“√Õ“À“√·≈–¬“ª√–‡∑» À√—∞Õ‡¡√‘°“

®—¥ lamotrigine ‰«â„π°≈ÿà¡ (category) C

ªØ‘°‘√‘¬“√–À«à“ß°—π¢Õß¬“
¡’¬“À≈“¬™π‘¥∑’Ë¡’ªØ‘°‘√‘¬“√–À«à“ß°—π¢Õß¬“

‡¡◊ËÕ„™â√à«¡°—∫ lamotrigine Õ“∑‘‡™àπ acetaminophen ¬“

‡¡Á¥§ÿ¡°”‡π‘¥ ¬“°≈ÿà¡ rifamycins ¬“°≈ÿà¡ succinimides

‡ªìπµâπ ·µà„π∑’Ëπ’È®–¢Õ°≈à“«∂÷ß¬“∑“ß®‘µ‡«™∑’Ëπ‘¬¡„™â

√à«¡°—∫ lamotrigine ·≈–¡’¢âÕ¡Ÿ≈«à“¡’º≈µàÕªØ‘°‘√‘¬“

√–À«à“ß°—π¢Õß¬“À√◊Õ‰¡àÕ¬à“ß‰√

¥—ß‰¥â°≈à“«·≈â«¢â“ßµâπ«à“ °√–∫«π°“√‡¡µ“∫Õ≈‘́ ÷¡

¢Õß lamotrigine ‡°‘¥®“°°√–∫«π°“√ glucuronidation

´÷Ëß‡ªìπ phase II biotransformation ®÷ß‰¡à‡°’Ë¬«°—∫√–∫∫

cytochromes P450 ´÷Ëß‡ªìπ phase I biotransformation

¥—ßπ—Èπ¬“®‘µ‡«™À≈“¬°≈ÿà¡´÷Ëß‡°’Ë¬«¢âÕß°—∫√–∫∫ cytochromes

P450 ‰¡à«à“®–‡ªìπ substrate µ—«°√–µÿâπ°“√∑”ß“π¢Õß

‡ÕÁπ‰´¡å (enzyme inducer) À√◊Õµ—«¬—∫¬—Èß°“√∑”ß“π

¢Õß‡ÕÁπ‰´¡å (enzyme inhibitors) ‡™àπ ¬“√—°…“‚√§´÷¡‡»√â“

(∑—Èß°≈ÿà¡ tricyclics ·≈–°≈ÿà¡ SSRIs) ¬“√—°…“‚√§®‘µ

√«¡∂÷ß¬“°≈ÿà¡ benzodiazepines ®÷ß‰¡à∑”„Àâ‡°‘¥

ªØ‘°‘√‘¬“√–À«à“ß°—π¢Õß¬“‡¡◊ËÕ„™â√à«¡°—∫ lamotrigine

°. °“√„™â lamotrigine √à«¡°—∫≈‘‡∑’¬¡
°“√»÷°…“·∫∫ crossover56 „πºŸâ„À≠à∑’Ë¡’

 ÿ¢¿“æ·¢Áß·√ß 20 √“¬¥â«¬°“√„Àâ°‘π≈‘‡∑’¬¡ 2 °√—¡

µàÕ«—π (·∫àß„Àâ°‘π«—π≈– 2 §√—Èß∑ÿ° 12 ™—Ë«‚¡ß) µ‘¥µàÕ

°—π‡ªìπ‡«≈“ 6 «—π‚¥¬°‘π√à«¡°—∫ lamotrigine 100 ¡°.

«—π≈–§√—Èß º≈°“√»÷°…“æ∫«à“ lamotrigine ‰¡à¡’º≈µàÕ

‡¿ —™®≈π»“ µ√å¢Õß≈‘∑’¬¡ ‚¥¬«—¥®“°°“√¢®—¥¬“

ÕÕ°∑“ß‰µ (renal clearance) ·≈–¡’°“√∑πµàÕ¬“‰¥â¥’

¥—ßπ—Èπ°“√„™â lamotrigine √à«¡°—∫≈‘‡∑’¬¡„π°“√√—°…“

ºŸâªÉ«¬ bipolar disorder ®÷ß‰¡à®”‡ªìπµâÕßª√—∫¢π“¥¬“¢Õß

lamotrigine À√◊Õ≈‘‡∑’¬¡

¢. °“√„™â lamotrigine √à«¡°—∫ valproate
ªØ‘°‘√‘¬“√–À«à“ß°—π¢Õß¬“ valproate °—∫

lamotrigine ‡™◊ËÕ«à“‡°‘¥®“°°“√∑’Ë valproate ¬—∫¬—Èß°“√

∑”ß“π¢Õß‡ÕÁπ‰´¡å∑’Ë ‡°’Ë ¬«¢âÕß°—∫°√–∫«π°“√

glucuronidation ¢Õß lamotrigine5 ®“°°“√»÷°…“°“√„Àâ

valproate ‡æ‘Ë¡‡¢â“‰ª„πºŸâ∑’Ë‰¥â√—∫ lamotrigine æ∫«à“ °“√
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¢®—¥¬“ (clearance) ¢Õß lamotrigine ≈¥≈ß¡“°°«à“√âÕ¬≈–

50 ·≈–¡’§à“§√÷Ëß™’«‘µ‡æ‘Ë¡¢÷Èπ¡“°°«à“√âÕ¬≈– 100  àßº≈

„Àâ§«“¡‡¢â¡¢âπ¢Õß lamotrigine „πæ≈“ ¡“‡æ‘Ë¡¢÷Èπ°«à“

2 ‡∑à“57 ¥—ßπ—Èπ°“√„™â valproate √à«¡°—∫ lamotrigine „π

°“√√—°…“ bipolar disorder ®÷ß§«√ª√—∫≈¥¢π“¥¬“

lamotrigine ≈ß§√÷ËßÀπ÷Ëß

§. °“√„™â lamotrigine √à«¡°—∫ carbamazapine
‡π◊ËÕß®“° carbamazepine ‡ªìπ¬“∑’Ë¡’ƒ∑∏‘Ï

°√–µÿâπ°“√∑”ß“π¢Õß‡ÕÁπ‰´¡å ®÷ß∑”„Àâ‡°‘¥ªØ‘°‘√‘¬“

√–À«à“ß°—π¢Õß¬“À“°„Àâ√à«¡°—∫ lamotrigine ‚¥¬

carbamazepine ‡æ‘Ë¡°“√¢®—¥¬“¢Õß lamotrigine ¡“°

°«à“√âÕ¬≈– 100 ·≈–≈¥§à“§√÷Ëß™’«‘µ¢Õß lamotrigine ≈ß

¡“°°«à“√âÕ¬≈– 50  àßº≈„Àâ√–¥—∫¬“„πæ≈“ ¡“¢Õß

lamotrigine ‡¡◊ËÕ‡¢â“ Ÿà¿“«–√–¥—∫¬“§ß∑’Ë (steady state)

≈¥≈ß‰ªª√–¡“≥√âÕ¬≈– 4058,59 ®÷ßµâÕßª√—∫¢π“¥¬“¢Õß

lamotrigine ‡æ‘Ë¡¢÷ÈπÀ“°„Àâ√à«¡°—∫ carbamazepine

·π«∑“ß°“√∫√‘À“√¬“
°“√∫√‘À“√¬“ lamotrigine ‡ªìπ‡√◊ËÕß∑’Ë¡’§«“¡

 ”§—≠„π°“√„™â√—°…“ bipolar disorder ‡π◊ËÕß®“°À“°

¡’°“√∫√‘À“√¬“Õ¬à“ß∂Ÿ°µâÕß‡À¡“– ¡·≈â«®–∑”„Àâ¬“

¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“‚√§Õ¬à“ß‡µÁ¡∑’Ë·≈–‡°‘¥

Õ“°“√‰¡àæ÷ßª√– ß§åπâÕ¬ ¢âÕæ‘®“√≥“„π°“√∫√‘À“√

¬“ª√–°Õ∫¥â«¬ ¢π“¥¬“µÕπ‡√‘Ë¡µâπ √–¬–‡«≈“„π

°“√ª√—∫‡æ‘Ë¡¢π“¥¬“ ¢π“¥¬“∑’Ë‡ªìπ‡ªÑ“À¡“¬¢Õß°“√

√—°…“ √«¡∂÷ß¬“™π‘¥Õ◊Ëπ∑’Ë„Àâ√à«¡¥â«¬ (µ“√“ß∑’Ë 7)

µ“√“ß∑’Ë 7 ·π«∑“ß°“√∫√‘À“√¬“ lamotrigine  ”À√—∫°“√√—°…“ bipolar disorder (¥—¥·ª≈ß®“°‡Õ° “√Õâ“ßÕ‘ßÀ¡“¬‡≈¢ 60)

°. °“√„™â lamotrigine ‡æ’¬ß™π‘¥‡¥’¬«

‰¡à«à“®–„™â lamotrigine „π°“√√—°…“¿“«–

‡©’¬∫æ≈—π§◊Õ bipolar depression À√◊Õ„™â„π°“√√—°…“

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

·π«∑“ß°“√∫√‘À“√¬“‡™àπ‡¥’¬«°—π§◊Õ  —ª¥“Àå∑’Ë 1-2

‡√‘Ë¡µâπ¢π“¥¬“∑’Ë 25 ¡°.µàÕ«—π‚¥¬„Àâ«—π≈–§√—Èß  —ª¥“Àå

∑’Ë 3-4 ª√—∫¢π“¥¬“‡ªìπ 50 ¡°.µàÕ«—π‚¥¬„Àâ«—π≈–§√—Èß

À√◊Õ·∫àß„Àâ«—π≈– 2 §√—Èß  —ª¥“Àå∑’Ë 5 ª√—∫¢π“¥¬“‡ªìπ

100 ¡°.µàÕ«—π ‚¥¬„Àâ«—π≈–§√—ÈßÀ√◊Õ·∫àß„Àâ«—π≈– 2 §√—Èß

 —ª¥“Àå∑’Ë 6 §◊Õ —ª¥“Àå∑’Ëª√—∫¬“„Àâ‰¥â¢π“¥¬“∑’Ë‡ªìπ

‡ªÑ“À¡“¬§◊Õ 200 ¡°.µàÕ«—π (¢π“¥¬“Õ¬Ÿà√–À«à“ß 100-

400 ¡°.µàÕ«—π ‚¥¬æ‘®“√≥“µ“¡§«“¡‡À¡“– ¡¢Õß

°“√µÕ∫ πÕßµàÕ°“√√—°…“„πºŸâªÉ«¬·µà≈–√“¬)

¢. °“√„™â lamotrigine √à«¡°—∫ valproate
‡π◊ËÕß®“° valproate ®–‡æ‘Ë¡√–¥—∫¬“„πæ≈“ ¡“

¢Õß lamotrigine ‡ªìπ 2 ‡∑à“ ¢π“¥¬“‡√‘Ë¡µâπ¢Õß

lamotrigine „π°“√„Àâ√à«¡°—∫ valproate ®÷ßµâÕß≈¥≈ß

§√÷ËßÀπ÷Ëß§◊Õ„Àâ„™â¢π“¥ 25 ¡°. «—π‡«âπ«—π„π —ª¥“Àå∑’Ë

1-2 ·≈–‡æ‘Ë¡‡ªìπ 25 ¡°.µàÕ«—π„π —ª¥“Àå∑’Ë 3-4 ·≈–
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ª√—∫‡ªìπ 50 ¡°.µàÕ«—π„π —ª¥“Àå∑’Ë 5 ‚¥¬¢π“¥¬“∑’Ë

‡ªìπ‡ªÑ“À¡“¬„π —ª¥“Àå∑’Ë 6 §◊Õ 100 ¡°.µàÕ«—π

§. °“√„™â lamotrigine √à«¡°—∫ carbamazepine
„π°“√„™â lamotrigine √à«¡°—∫ carbamazepine ®–

µâÕßª√—∫¢π“¥¬“ lamotrigine ‡æ‘Ë¡¢÷Èπ‡ªìπ Õß‡∑à“‚¥¬

‡√‘Ë¡µâπ¢π“¥¬“∑’Ë 50 ¡°.µàÕ«—π„π —ª¥“Àå∑’Ë 1-2 ‡æ‘Ë¡‡ªìπ

100 ¡°.µàÕ«—π„π —ª¥“Àå∑’Ë 3-4 ·≈– 200 ¡°.µàÕ«—π„π

 —ª¥“Àå∑’Ë 5 ¢π“¥¬“∑’Ë‡ªìπ‡ªÑ“À¡“¬„π —ª¥“Àå∑’Ë 6 §◊Õ

300 ¡°.µàÕ«—π

ß. °“√„™â lamotrigine √à«¡°—∫≈‘‡∑’¬¡·≈–¬“™π‘¥Õ◊ËπÊ

πÕ°®“° valproate ·≈– carbamazapine ·≈â«

lamotrigine Õ“®∂Ÿ°„™â√à«¡°—∫¬“™π‘¥Õ◊Ëπ‰¥â‡π◊ËÕß®“°

lamotrigine ‡ªìπ¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ§àÕπ¢â“ß°«â“ß„π

°“√√—°…“ bipolar disorder ¥—ß∑’Ë‰¥âÕ∏‘∫“¬¡“·≈â«°àÕπ

Àπâ“π’È  Õ’°∑—Èß°“√√—°…“¥â«¬°“√„™â¬“·∫∫º ¡

(combination treatment) °Á‡ªìπ«‘∏’°“√√—°…“∑’Ëæ∫‰¥â∫àÕ¬

·≈–π‘¬¡„™â„π°“√√—°…“ bipolar disorder ¬“∑’ËÕ“®„™â

√à«¡°—∫ lamotrigine ¡’À≈“¬™π‘¥ ‡™àπ ≈‘‡∑’¬¡ ¬“√—°…“

‚√§´÷¡‡»√â“ ¬“√—°…“‚√§®‘µ ¢÷ÈπÕ¬Ÿà°—∫™π‘¥¢Õß episode

√–¬–¢Õß‚√§ ·≈–°“√¥”‡π‘π‚√§ Õ¬à“ß‰√°Áµ“¡

‡π◊ËÕß®“° lamotrigine ‰¡à¡’ªØ‘°‘√‘¬“√–À«à“ß°—π¢Õß¬“

°—∫≈‘‡∑’¬¡ ¬“√—°…“‚√§´÷¡‡»√â“ À√◊Õ¬“√—°…“‚√§®‘µ °“√

„™â lamotrigine √à«¡°—∫¬“‡À≈à“π’È®÷ß‰¡à®”‡ªìπµâÕßª√—∫

¢π“¥¬“¢Õß lamotrigine ·µà¬—ß§ßµâÕßæ‘®“√≥“∂÷ß

¢π“¥¬“∑’Ë‡À¡“– ¡„πºŸâªÉ«¬·µà≈–√“¬¥â«¬

 √ÿª
ª√– ‘∑∏‘¿“æ¢Õß lamotrigine „π°“√√—°…“ bipolar

disorder ‰¥â√—∫°“√æ‘ Ÿ®πå„Àâ‡ÀÁπ·≈–¬◊π¬—π®“°º≈°“√

»÷°…“À≈“¬™‘Èπ∑—Èß°“√»÷°…“·∫∫‡ªî¥·≈–°“√»÷°…“

·∫∫ª°ªî¥ Õß¥â“π ®π‰¥â√—∫°“√√—∫√Õß®“°Õß§å°“√

Õ“À“√·≈–¬“ À√—∞Õ‡¡√‘°“„Àâ„™â ”À√—∫°“√√—°…“

√–¬–¬“« πÕ°®“°π’È lamotrigine ¬—ß¡’ª√– ‘∑∏‘¿“æ„π

°“√√—°…“ bipolar depression √«¡∑—Èß°“√ªÑÕß°—π°“√

°≈—∫‡ªìπ´È”¢Õß depressive episode Õ’°¥â«¬  ”À√—∫ rapid

cycling bipolar disorder ´÷Ëß¡—°µÕ∫ πÕßµàÕ°“√√—°…“

‰¡à¥’π—° ¡’§«“¡‡√◊ÈÕ√—ß ·≈–¬—ß¡’°“√°≈—∫‡ªìπ È́” Ÿß æ∫«à“

lamotrigine Õ“®¡’∫∑∫“∑ ”§—≠„π°“√√—°…“¿“«–

¥—ß°≈à“«π’È °“√»÷°…“‡∫◊ÈÕßµâπ„π°“√√—°…“ºŸâªÉ«¬∑’Ë¡’§«“¡

º‘¥ª°µ‘¢Õß°“√„™â “√‡ æµ‘¥√à«¡¥â«¬™’È„Àâ‡ÀÁπ«à“

lamotrigine πà“®–‡ªìπ¬“∑’Ë¡’ª√– ‘∑∏‘¿“æ‡™àπ°—π °≈‰°

°“√ÕÕ°ƒ∑∏‘Ï„π°“√∑”„Àâ‡°‘¥¿“«–Õ“√¡≥å§ß∑’Ë¢Õß

lamotrigine ‡™◊ËÕ«à“‡°‘¥®“°°“√¬—∫¬—Èß°“√∑”ß“π¢Õß

GSK3β ´÷Ëß‡ªìπ‡ÕÁπ‰´¡å∑’Ë¡’ à«π ”§—≠°—∫°“√∑”Àπâ“∑’Ë

¢Õß‡´≈≈åÀ≈“¬ª√–°“√√«¡∑—Èß°“√µ“¬¢Õß‡´≈≈å ‚¥¬

∑—Ë«‰ªºŸâªÉ«¬∑’Ë‰¥â√—∫ lamotrigine ¡’°“√∑πµàÕ¬“‰¥â¥’

Õ“°“√‰¡àæ÷ßª√– ß§åµà“ßÊ ∑’Ë‡°‘¥¢÷Èπæ∫‰¡à·µ°µà“ß®“°

¬“À≈Õ° ¡’‡æ’¬ßÕ“°“√ª«¥»’√…–·≈–º◊Ëπ‡∑à“π—Èπ∑’Ëæ∫

¡“°°«à“¬“À≈Õ° °“√‡°‘¥º◊Ëπ√ÿπ·√ßæ∫‰¥âπâÕ¬¡“° °“√

∫√‘À“√¬“Õ¬à“ß∂Ÿ°µâÕß‡À¡“– ¡πÕ°®“°®–™à«¬≈¥

Õÿ∫—µ‘°“√≥å°“√‡°‘¥º◊Ëπ·≈–Õ“°“√‰¡àæ÷ßª√– ß§åµà“ßÊ

‰¥â·≈â« ¬—ß∑”„Àâ¬“¡’ª√– ‘∑∏‘¿“æ„π°“√√—°…“‚√§

Õ¬à“ß‡µÁ¡∑’ËÕ’°¥â«¬
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