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∫∑§—¥¬àÕ

‚√§ bipolar disorder ‡ªìπ‚√§§«“¡º‘¥ª°µ‘∑“ßÕ“√¡≥å∑’Ëæ∫‰¥â∫àÕ¬∑“ß®‘µ‡«™ ≈‘‡∑’¬¡®—¥

«à“‡ªìπ¬“À≈—°·≈–‡ªìπ¬“™π‘¥·√°¢Õß°≈ÿà¡¬“ª√—∫ ¿“æÕ“√¡≥å (mood stabilizers) „π°“√

√—°…“Õ“°“√™à«ß¿“«–·¡‡π’¬ (manic episode)  Õ¬à“ß‰√°Áµ“¡æ∫«à“¡’ºŸâªÉ«¬‚√§ bipolar disorder

®”π«π¡“°∑’Ë‰¡àµÕ∫ πÕßµàÕ°“√√—°…“¥â«¬≈‘‡∑’¬¡™π‘¥‡¥’¬« ¬“°—π™—°√ÿàπ‡¥‘¡∑—Èß valproate ·≈–

carbamazepine µà“ß‡ªìπ∑’Ë¬Õ¡√—∫«à“ “¡“√∂„™â√—°…“™à«ß¿“«–·¡‡π’¬·≈–„™âªÑÕß°—π°“√‡ªìπ

´È”‰¥â °≈‰°°“√ÕÕ°ƒ∑∏‘Ï°“√ª√—∫ ¿“æÕ“√¡≥å¢Õß¬“°—π™—°Õ“®‡°‘¥®“°°“√‡æ‘Ë¡°“√¬—∫¬—Èß¢Õß

√–∫∫ GABAergic „π ¡Õß ·≈–/À√◊Õ Õ“®‡°‘¥®“°°“√¬—∫¬—Èß voltage-sensitive sodium

channels ÷́Ëß¬“°—π™—°√ÿàπ„À¡à ‡™àπ lamotrigine, gabapentin, topiramate ·≈– tiagabine µà“ß°Á¡’

°≈‰°°“√ÕÕ°ƒ∑∏‘ÏµàÕ√–∫∫ª√– “∑¥—ß∑’Ë°≈à“«¡“¥â«¬‡™àπ°—π ®“°°“√»÷°…“º≈°“√√—°…“‚√§

bipolar disorder ¥â«¬ lamotrigine æ∫À≈—°∞“π°“√»÷°…“æÕ∑’Ë®– π—∫ πÿπ°“√„™â√—°…“‚√§π’È

 ”À√—∫°“√√—°…“√–¬–‡©’¬∫æ≈—π (acute treatment) ‚¥¬¡’¢âÕ®”°—¥∑’Ë§«“¡®”‡ªìπµâÕß§àÕ¬Ê

ª√—∫¢π“¥¬“‡æ◊ËÕÀ≈’°‡≈’Ë¬ßº≈¢â“ß‡§’¬ß. gabapentin ‡ªìπ¬“∑’Ë¡’§«“¡ª≈Õ¥¿—¬ Ÿß ®“°°“√»÷°…“

·∫∫ open trial  æ∫«à“Õ“®‡ªìπ¬“∑’Ë‡À¡“– ”À√—∫„™â‡ªìπ¬“‡ √‘¡°“√√—°…“„πºŸâªÉ«¬∑’Ë‰¡à

µÕ∫ πÕßµàÕ°“√√—°…“·∫∫‡¥‘¡ ‡æ◊ËÕ‡æ‘Ë¡ª√– ‘∑∏‘º≈¢Õß°“√√—°…“„Àâ¥’¢÷Èπ  ”À√—∫ topiramate

‡√‘Ë¡¡’√“¬ß“π¢—Èπµâπ„π≈—°…≥–¬“‡ √‘¡°“√√—°…“‡æ◊ËÕ‡æ‘Ë¡ª√– ‘∑∏‘º≈¢Õß°“√√—°…“ºŸâªÉ«¬

„π™à«ß¿“«–·¡‡π’¬∑’Ë‰¡àµÕ∫ πÕßµàÕ¬“Õ◊Ëπ  à«π tiagabine ‡ªìπ¬“∑’Ë¡’»—°¬¿“æ„π°“√√—°…“∑’Ë

§«√®–‰¥â√—∫°“√»÷°…“‡æ‘Ë¡‡µ‘¡ «“√ “√ ¡“§¡®‘µ·æ∑¬å·Ààßª√–‡∑»‰∑¬ 2544; 46(3):

233-246.

§” ”§—≠  ·¡‡π’¬ ¬“°—π™—° ≈‘‡∑’¬¡ °“√√—°…“

°“√„™â¬“°—π™—°„π°“√√—°…“ºŸâªÉ«¬

bipolar disorder

 √¬ÿ∑∏ «“ ‘°π“ππ∑å æ.∫.*

*¿“§«‘™“®‘µ‡«™»“ µ√å §≥–·æ∑¬»“ µ√å ¡À“«‘∑¬“≈—¬ ß¢≈“π§√‘π∑√å  Õ”‡¿ÕÀ“¥„À≠à  ®—ßÀ«—¥ ß¢≈“ 90110
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ªï∑’Ë 46  ©∫—∫∑’Ë 3  °√°Æ“§¡ - °—π¬“¬π 2544

∫∑π”

‚√§§«“¡º‘¥ª°µ‘∑“ßÕ“√¡≥å™π‘¥ bipolar

disorder ‡ªìπ‚√§∑“ß®‘µ‡«™∑’Ëæ∫‰¥â∫àÕ¬ ª√–¡“≥

√âÕ¬≈– 0.5 ∂÷ß 1.5 ¢Õßª√–™“°√¡’§«“¡‡ ’Ë¬ßµ≈Õ¥

™à«ß™’«‘µ∑’Ë®–ªÉ«¬¥â«¬‚√§π’È (lifetime risk) ·≈–Õ“¬ÿ

‡©≈’Ë¬∑’Ë‡°‘¥Õ“°“√§√—Èß·√°ª√–¡“≥ 21 ªï1 ·≈–‡π◊ËÕß

®“°°“√¥”‡π‘π‚√§π’È¡—°¡’°≈ÿà¡Õ“°“√·¡‡π’¬  ·≈–/

À√◊Õ ´÷¡‡»√â“ ·≈–/À√◊ÕÕ“°“√¢Õß∑—Èß Õß°≈ÿà¡√à«¡

°—π‡ªìπ™à«ßÊ (episodes) ´È”‰¥âÀ≈“¬§√—Èßµ≈Õ¥™’«‘µ

‚¥¬‡©≈’Ë¬‡°‘¥ 9 ™à«ß ·≈–√âÕ¬≈– 40 ¢ÕßºŸâªÉ«¬¡’

®”π«π§√—Èß∑’Ë‡ªìπ¡“°°«à“ 10 ™à«ß2 ‡ªÑ“À¡“¬„π°“√

√—°…“‚√§π’È®÷ß‡ªìπ∑—Èß°“√≈¥Õ“°“√„π°“√√—°…“√–¬–

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

treatment) ‡æ◊ËÕªÑÕß°—π°“√‡ªìπ´È” ≈‘‡∑’¬¡®—¥«à“‡ªìπ

¬“À≈—°„π°“√√—°…“™à«ß∑’Ë¡’Õ“°“√·¡‡π’¬¡“°«à“ 30 ªï3

‚¥¬‡ªìπ¬“™π‘¥·√°¢Õß°≈ÿà¡¬“ª√—∫ ¿“æÕ“√¡≥å

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

ª√–‡∑» À√—∞Õ‡¡√‘°“„π°“√√—°…“Õ“°“√·¡‡π’¬

‡©’¬∫æ≈—π µ—Èß·µàªï §.». 1970 ·≈–„π°“√√—°…“

√–¬–¬“«µ—Èß·µàªï §.». 19744 ·µàÕ¬à“ß‰√°Áµ“¡æ∫

«à“≈‘ ‡∑’¬¡‰¡à “¡“√∂„™â„π°“√√—°…“ºŸâªÉ«¬‚√§

bipolar disorder ‰¥â∑ÿ°√“¬ ®÷ß‰¥â¡’°“√»÷°…“∑“ß‡≈◊Õ°

„π°“√√—°…“™à«ß∑’Ë¡’Õ“°“√·≈–°“√√—°…“√–¬–¬“«

¥â«¬¬“·≈–«‘∏’°“√√—°…“Õ◊Ëπ√à«¡¥â«¬

∫∑§«“¡π’È®÷ß‰¥â∑∫∑«πº≈ª√– ‘∑∏‘¿“æ º≈

¢â“ß‡§’¬ß ·≈–¢âÕ®”°—¥ ¢Õß°“√√—°…“‚√§ bipolar

disorder ¥â«¬≈‘‡∑’¬¡°—∫¬“°—π™—°™π‘¥‡¥‘¡ ‰¥â·°à

carbamazepine, valproate ·≈–¬“°—π™—°™π‘¥„À¡à

´÷Ëß‰¥â·°à lamotrigine, gabapentin, topiramate, ·≈–

tiagabine ‡æ◊ËÕ‡ªìπ¢âÕ¡Ÿ≈ª√–°Õ∫°“√µ—¥ ‘π„®„π

°“√‡≈◊Õ°¬“√—°…“‚√§ bipolar disorder ‰¥âÕ¬à“ß

‡À¡“– ¡

¢âÕ®”°—¥„π°“√„™â≈‘‡∑’¬¡„π°“√√—°…“‚√§ bipolar

disorder

°≈‰°°“√ÕÕ°ƒ∑∏‘Ï¢Õß≈‘‡∑’¬¡ „π°“√√—°…“

·≈–ªÑÕß°—π¬—ß‰¡à‡ªìπ∑’Ë∑√“∫·πà™—¥ æ∫«à“≈‘‡∑’¬¡¡’

º≈µàÕ°“√∑”ß“π¢Õß secondary messenger ¿“¬

„π‡´≈≈å‡¡◊ËÕ “√ àßºà“πª√– “∑ (neurotransmitter)

®—∫°—∫µ—«√—∫ (receptor) ‚¥¬¬—∫¬—Èß°“√ √â“ß cAMP

≈¥°“√ √â“ß “√ inositol ¥—ßπ—Èπ≈‘‡∑’¬¡Õ“®ÕÕ°ƒ∑∏‘Ï

‚¥¬¬—∫¬—Èß√–∫∫ “√ àßºà“πª√– “∑∑’Ë∑”ß“π¡“°

‡°‘π‰ª5

·¡â«à“≈‘‡∑’¬¡®–‰¥â√—∫°“√¬Õ¡√—∫«à“„™â√—°…“

Õ“°“√™à«ß¿“«–·¡‡π’¬ ‰Œ‚ª·¡‡π’¬ ·≈–ªÑÕß°—π

°“√‡ªìπ È́”∑—Èß™à«ß¿“«–·¡‡π’¬·≈–´÷¡‡»√â“‰¥â6 ·µà¢âÕ

¥âÕ¬¢Õß¬“π’È°Á§◊Õ „Àâº≈°“√√—°…“™â“ ¡’§à“¥—™π’°“√

√—°…“·§∫ (narrow therapeutic index) ·≈–¡’º≈

¢â“ß‡§’¬ß¡“°3

°“√√—°…“„π√–¬–‡©’¬∫æ≈—π °“√√—°…“Õ“°“√

™à«ß¿“«–·¡‡π’¬‡©’¬∫æ≈—π¥â«¬≈‘‡∑’¬¡ µâÕß„™â‡«≈“

5-10 «—πÀ≈—ß®“°‰¥â√–¥—∫¬“„π‡≈◊Õ¥∑’Ë‡À¡“– ¡

(therapeutic level) ·≈â«®÷ß®–‡ÀÁπº≈¢Õß°“√√—°…“6

·≈–æ∫Õ—µ√“°“√µÕ∫ πÕßµàÕ¬“‡æ’¬ß√âÕ¬≈– 60 ∂÷ß

807 ‚¥¬ºŸâªÉ«¬ª√–¡“≥√âÕ¬≈– 60 ‡∑à“π—Èπ∑’ËµÕ∫

 πÕßµàÕ°“√√—°…“‚¥¬„™â‡æ’¬ß≈‘‡∑’¬¡™π‘¥‡¥’¬«6

ºŸâªÉ«¬√âÕ¬≈– 30 µÕ∫ πÕß‰¡à¥’µàÕ°“√√—°…“À√◊Õ

∑πº≈¢â“ß‡§’¬ß‰¡à‰¥â8 ºŸâªÉ«¬∑’ËµÕ∫ πÕßµàÕ°“√

√—°…“¥’¡—°‡ªìπºŸâªÉ«¬™à«ß¿“«–·¡‡π’¬∑’Ë¡’Õ“√¡≥å

§√÷°§√◊Èπ (euphoric manic) Õ“°“√‰¡à√ÿπ·√ß¡“° ¡’

®”π«π§√—Èß∑’Ë‡ªìπ¡“°àÕππâÕ¬ ¡’ª√–«—µ‘§√Õ∫§√—«∑’Ë

µÕ∫ πÕßµàÕ≈‘‡∑’¬¡¡“°àÕπ4  à«πºŸâªÉ«¬™à«ß¿“«–

·¡‡π’¬∑’Ë‰¡àµÕ∫ πÕßµàÕ°“√√—°…“¡—°¡’Õ“√¡≥å

Àßÿ¥Àß‘¥ (dysphoric mania) ¡’Õ“°“√™π‘¥ mixed

episode, rapid cycling ¡’®”π«π§√—Èß∑’Ë‡ªìπ¡“°àÕπ

¡“° ¡’°“√„™â “√‡ æµ‘¥√à«¡¥â«¬À√◊Õ¡’æ¬“∏‘ ¿“æ

∑“ß ¡Õßπ”¡“°àÕπ4,6 æ∫«à“°“√µÕ∫ πÕßµàÕ

≈‘‡∑’¬¡®–≈¥≈ß‡¡◊ËÕºŸâªÉ«¬‡§¬¡’™à«ß¿“«–´÷¡‡»√â“

°“√„™â¬“°—π™—°„π°“√√—°…“ºŸâªÉ«¬ bipolar disorder

 √¬ÿ∑∏ «“ ‘°π“ππ∑å
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Õ¬à“ßπâÕ¬ 4 §√—Èß À√◊Õ™à«ß¿“«–·¡‡π’¬µ—Èß·µà 12 §√—Èß

¡“°àÕπ9

°“√√—°…“Õ“°“√„π™à«ß¿“«– ÷́¡‡»√â“ æ∫«à“

≈‘‡∑’¬¡ÕÕ°ƒ∑∏‘Ï√—°…“Õ“°“√‡»√â“‰¥â∫â“ß ·µà®–„Àâº≈

√—°…“Õ“°“√´÷¡‡»√â“‡µÁ¡∑’ËµâÕß„™â‡«≈“ 3 ∂÷ß 4  —ª¥“Àå

∑”„Àâ„π∑“ßªØ‘∫—µ‘®÷ß¡—°µâÕß„Àâ¬“·°â´÷¡‡»√â“Õ◊Ëπ

√à«¡¥â«¬6

°“√√—°…“√–¬–¬“« ‡æ◊ËÕªÑÕß°—π°“√‡ªìπ È́”‚¥¬

„™â≈‘‡∑’¬¡™π‘¥‡¥’¬«æ∫«à“ ®“°°“√»÷°…“„πºŸâªÉ«¬∑’Ë

‡§¬µÕ∫ πÕßµàÕ≈‘‡∑’¬¡„π™à«ß°“√√—°…“√–¬–‡©’¬∫

æ≈—ππ—Èπ ‡¡◊ËÕ„Àâ≈‘‡∑’¬¡µàÕ‰ªÕ’° 3 ªï æ∫«à“√âÕ¬≈–

55 °≈—∫‰¡àµÕ∫ πÕßµàÕ¬“ ¡’‡æ’¬ß√âÕ¬≈– 33 ‡∑à“

π—Èπ∑’Ë≈‘‡∑’¬¡ “¡“√∂ªÑÕß°—π°“√‡ªìπ´È”‰¥â„π‡«≈“

2 ªï4

º≈¢â“ß‡§’¬ß¢Õß≈‘‡∑’¬¡ ·¡â√–¥—∫¢Õß≈‘‡∑’¬¡

„π‡≈◊Õ¥ª°µ‘ °ÁÕ“®‡°‘¥º≈¢â“ß‡§’¬ß∑’Ë‰¡à‡ªìπÕ—πµ√“¬

‡™àπ Õ“°“√ ¡◊Õ —Ëπ À‘«πÈ”∫àÕ¬ ªí  “«–∫àÕ¬ πÈ”Àπ—°

µ—«‡æ‘Ë¡ ÕàÕπ‡æ≈’¬ ‡¡Á¥‡≈◊Õ¥¢“«‡æ‘Ë¡¢÷Èπ œ≈œ5 ·µà

º≈¢â“ß‡§’¬ß∑’ËÕ“®‡ªìπÕ—πµ√“¬µàÕºŸâªÉ«¬‚¥¬‡©æ“–

‡¡◊ËÕµâÕß„™â≈‘‡∑’¬¡„π√–¬–¬“« ∑’Ë ”§—≠§◊Õ

- º≈µàÕ°“√∑”ß“π¢ÕßµàÕ¡‰∑√Õ¬¥å æ∫«à“

ª√–¡“≥√âÕ¬≈– 5 ¢ÕßºŸâªÉ«¬∑’Ë„™â≈‘‡∑’¬¡‡°‘¥Õ“°“√

¢Õß¿“«–ŒÕ√å‚¡π‰∑√Õ¬¥åµË” (hypothyroid) ·≈–

Õ’°√âÕ¬≈– 3 æ∫«à“¡’√–¥—∫ŒÕ√å‚¡π TSH  Ÿß¢÷Èπº‘¥

ª°µ‘6

- º≈µàÕ°“√∑”ß“π¢Õß‰µ æ∫«à“·¡â√–¬–

·√°¢Õß°“√√—°…“®–æ∫Õ“°“√À‘«πÈ”∫àÕ¬ ªí  “«–

∫àÕ¬‰¥â¡“° ·µà¡’ºŸâªÉ«¬‡æ’¬ßª√–¡“≥√âÕ¬≈– 10 ∑’Ë

‰µ‰¡à “¡“√∂‡æ‘Ë¡§«“¡‡¢â¡¢âπ¢Õßªí  “«– (concen-

trating ability) ·≈–∫“ß√“¬Õ“®‡°‘¥º≈¢â“ß‡§’¬ß

nephrogenic diabetes insipidus  À√◊Õ·¡â·µà chronic

tubulointerstitial nephropathy ‡¡◊ËÕºŸâªÉ«¬‰¥â√—∫

≈‘‡∑’¬¡π“πµ‘¥µàÕ°—πÀ≈“¬ªï5,6

‡π◊ËÕß®“°≈‘‡∑’¬¡¡’§à“¥—™π’°“√√—°…“·§∫ ·≈–

„π√–¬–¬“«Õ“®‡°‘¥º≈¢â“ß‡§’¬ß∑’ËÕ—πµ√“¬®÷ß®”‡ªìπ

µâÕß¡’°“√µ√«®∑“ßÀâÕßªØ‘∫—µ‘°“√„π√–À«à“ßµ‘¥µ“¡

°“√√—°…“Õ¬à“ß‡À¡“– ¡ „πµ”√“®‘µ‡«™»“ µ√å6

·π–π”„Àâ«—¥√–¥—∫¬“„π‡≈◊Õ¥∑ÿ° 4-8  —ª¥“Àå «—¥

√–¥—∫ŒÕ√å‚¡π thyroxin, free T
4
 ·≈– TSH ∑ÿ° 6

‡¥◊Õπ «—¥√–¥—∫ creatinine ∑ÿ° 12 ‡¥◊Õπ µ√«®

urinalysis ∑ÿ° 12 ‡¥◊Õπ ‡ªìπÕ¬à“ßπâÕ¬ ·≈–§«√«—¥

ª√‘¡“≥ªí  “«–À“√–¥—∫ creatinine clearance ·≈–

urine osmolarity ∑ÿ° 6-12 ‡¥◊Õπ¥â«¬ ·µà®“°°“√

»÷°…“„πª√–‡∑» À√—∞Õ‡¡√‘°“æ∫«à“ºŸâªÉ«¬∑’Ë‰¥â√—∫

≈‘‡∑’¬¡ √âÕ¬≈– 36.5 ‰¡à‰¥â√—∫°“√µ√«®√–¥—∫¬“„π

‡≈◊Õ¥„π√Õ∫ 12 ‡¥◊Õπ √âÕ¬≈– 54.1 ‰¡à‰¥â√—∫°“√

µ√«® thyroid function test ·≈–¡’‡æ’¬ß√âÕ¬≈– 4.2

‡∑à“π—Èπ∑’Ë‰¥â√—∫°“√µ√«®¥Ÿ°“√∑”ß“π¢Õß‰µ10 ¥—ßπ—Èπ

·æ∑¬åºŸâ√—°…“®÷ß§«√µ√–Àπ—°∂÷ß§«“¡ ”§—≠„π°“√

µ‘¥µ“¡º≈°“√√—°…“·≈–º≈¢â“ß‡§’¬ß¢Õß¬“Õ¬à“ß

≈–‡Õ’¬¥‡¡◊ËÕ‡≈◊Õ°„™â≈‘‡∑’¬¡„π°“√√—°…“√–¬–¬“«

°“√„™â¬“°—π™—°„π°“√√—°…“‚√§ bipolar disorder

‡π◊ËÕß®“°§√÷ËßÀπ÷Ëß¢ÕßºŸâªÉ«¬‚√§ bipolar

disorder µÕ∫ πÕßµàÕ≈‘‡∑’¬¡‰¥â‰¡à¥’æÕ ·≈–¡’

ºŸâªÉ«¬®”π«π¡“°∑’Ë‰¡à√à«¡¡◊Õ„π°“√°‘π¬“√–¬–¬“«

¢≥–∑’Ëæ∫«à“¬“°—π™—°∫“ß™π‘¥ “¡“√∂≈¥Õ“°“√

°â“«√â“« æƒµ‘°√√¡√ÿπ·√ß ·≈–Õ“√¡≥å‰¡à§ß∑’Ë (mood

instability) „πºŸâªÉ«¬Õ◊ËπÊ ∑’Ë‰¡à‡ªìπ‚√§„π°≈ÿà¡

º‘¥ª°µ‘∑“ßÕ“√¡≥å≈ß‰¥â ¬“°—π™—°‡À≈à“π’È®÷ßπà“®–¡’

§ÿ≥ ¡∫—µ‘¢Õß°“√ª√—∫ ¿“æÕ“√¡≥å¥â«¬11

§ÿ≥ ¡∫—µ‘¢Õß°“√ª√—∫ ¿“æÕ“√¡≥å Õ“®

ÕÕ°ƒ∑∏‘Ï‚¥¬°“√‡æ‘Ë¡°√–∫«π°“√¬—∫¬—Èß¢Õß√–∫∫

GABAergic ¢Õß ¡Õß„π¢≥–∑’Ë excitatory amino

acid transmission ‡™àπ glutamate ·≈– aspartate

∑”ß“π¡“°‡°‘π‰ª11 ·≈–/À√◊Õ Õ“®‡°‘¥®“°°“√¬—∫¬—Èß

voltage-sensitive sodium channels ·≈–‡æ‘Ë¡

potassium conductance11,12 ®“°°“√»÷°…“·∫∫

controlled trial æ∫«à“¬“ carbamazepine ·≈–

sodium valproate ‰¥âº≈„π°“√√—°…“Õ“°“√·¡‡π’¬

Antiepileptic Drugs Treatment in Bipolar Disorder

Sorayut Vasiknanonte
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‡©’¬∫æ≈—π13,14 ·≈–∂Ÿ°®—¥«à“‡ªìπ¬“∑’Ë„™â√—°…“∑“ß

®‘µ‡«™¡“°«à“ 10 ªï14

1. Carbamazepine

æ∫«à“ carbamazepine ‰¥âº≈„π°“√√—°…“

Õ“°“√·¡‡π’¬µ—Èß·µàµâπ∑»«√√… 1980 ‚¥¬¡’√“¬ß“π

·∫∫ controlled studies ∂÷ß°«à“ 19 √“¬ß“π∑’Ëæ∫«à“

carbamazepine ¡’ƒ∑∏‘Ï√—°…“Õ“°“√·¡‡π’¬‰¥â4  ®“°

°“√«‘‡§√“–Àå¢âÕ¡Ÿ≈·∫∫ meta-analysis ‡ª√’¬∫

‡∑’¬∫º≈°“√√—°…“Õ“°“√·¡‡π’¬¥â«¬≈‘‡∑’¬¡°—∫

carbamazepine æ∫«à“º≈°“√√—°…“‰¡à·µ°µà“ß°—π

·µà¡’·π«‚πâ¡∑’Ë®–„™â¬“°—π™—°¡“°°«à“‡π◊ËÕß®“°º≈

¢â“ß‡§’¬ßπâÕ¬°«à“15 °≈‰°°“√ÕÕ°ƒ∑∏‘Ï¢Õß carba-

mazepine §“¥«à“‡°’Ë¬«¢âÕß°—∫°“√¬—∫¬—Èß voltage-

sensitive sodium channels ‡ªìπº≈„Àâ‡°‘¥ stabilization

¢Õß neuronal membrane ·≈–¬—∫¬—Èß repetitive firing

¢Õß‡´≈≈åª√– “∑16

°“√√—°…“„π√–¬–‡©’¬∫æ≈—π ¥â«¬¢π“¥¬“

600-1600 ¡°./«—π11 À√◊Õ„Àâ‰¥â√–¥—∫¬“„π‡≈◊Õ¥

8-12 ‰¡‚§√°√—¡/¡≈.4 æ∫«à“®–„Àâº≈¥’„π°“√

√—°…“‚√§ bipolar disorder ‚¥¬‡©æ“–°≈ÿà¡ºŸâªÉ«¬∑’Ë

¡’Õ“°“√™π‘¥ mixed episode, rapid cycling11 ´÷Ëß

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

‚√§ bipolar disorder ∑’Ë¡’ª√–«—µ‘°“√„™â “√‡ æµ‘¥

√à«¡¥â«¬ æ∫«à“‰¥âº≈¥’°«à“≈‘‡∑’¬¡17 ¬“ carbamazepine

„Àâº≈°“√√—°…“‡√Á«¥—ßπ—Èπ‡¡◊ËÕ„Àâ¬“®π√–¥—∫¬“∂÷ß

¢π“¥°“√√—°…“‡°‘π 1  —ª¥“Àå·≈â«¬—ß‰¡à‡ÀÁπº≈ °ÁÕ“®

æ‘®“√≥“‡ª≈’Ë¬π‰ª„™â¬“™π‘¥Õ◊Ëπ„π°“√√—°…“4

°“√√—°…“√–¬–¬“« carbamazepine  “¡“√∂

ªÑÕß°—π°“√‡ªìπ´È”∑—Èß ™à«ß¿“«–·¡‡π’¬·≈–´÷¡‡»√â“4,5

®“°°“√»÷°…“‡ª√’¬∫‡∑’¬∫º≈°“√√—°…“√–¬–¬“« 2.5

ªï √–À«à“ß≈‘‡∑’¬¡°—∫ carbamazepine ·∫∫ randomized

controlled trial æ∫«à“‰¡à¡’§«“¡·µ°µà“ß¢Õß°“√

‡ªìπ´È” °“√‡¢â“Õ¬Ÿà‚√ßæ¬“∫“≈·≈–º≈¢â“ß‡§’¬ß∑’Ë

√ÿπ·√ß18

º≈¢â“ß‡§’¬ß carbamazepine Õ“®‡°‘¥º≈

¢â“ß‡§’¬ß∑’Ëæ∫∫àÕ¬·µà‰¡à√ÿπ·√ß ‡™àπ ßà«ß ‡«’¬π»’√…–

§≈◊Ëπ‰ â Õ“‡®’¬π ∑”„Àâ√–¥—∫‡Õπ‰´¡å¢Õßµ—∫‡æ‘Ë¡¢÷Èπ

‡≈Á°πâÕ¬ À√◊Õ®”π«π‡¡Á¥‡≈◊Õ¥¢“«≈¥≈ß‡≈Á°πâÕ¬6

º≈¢â“ß‡§’¬ß∑’Ë√ÿπ·√ß ‡™àπ agranulocytosis ´÷Ëßæ∫‰¥â

1 µàÕ 10,000 ∂÷ß 1 µàÕ 125,000 ¢ÕßºŸâ‰¥â√—∫¬“5

thrombocytopenia Õ“°“√º◊Ëπ·æâ¬“æ∫‰¥âª√–¡“≥

√âÕ¬≈– 5 ∂÷ß 10 ·≈–∫“ß√“¬Õ“®‡°‘¥Õ“°“√√ÿπ·√ß

™π‘¥ Stevens-Johnson syndrome ¢÷Èπ‰¥â2,5 √–¥—∫

‡Õπ‰´¡å¢Õßµ—∫∑’Ë¢÷Èπ Ÿß¡“°®π‡°‘¥Õ“°“√¥’´à“π À√◊Õ

¿“«–µ—∫«“¬æ∫‰¥âπâÕ¬¡“°6 Õ“®æ∫Õ“°“√ hypona-

tremia ®π‡ªìπº≈„Àâ ¿“æ®‘µ (mental status)

‡ª≈’Ë¬π·ª≈ß‰¥â‚¥¬‡©æ“–„πºŸâ ŸßÕ“¬ÿ4

ªÆ‘°‘√‘¬“√–À«à“ß¬“ carbamazepine  “¡“√∂

°√–µÿâπ°“√ √â“ß‡Õπ‰´¡å cytochrome P450 3A44

´÷Ëß∑”„Àâ‡°‘¥°“√‡æ‘Ë¡ metabolism ¢Õß¬“Õ◊Ëπ‰¥â¡“°

‡™àπ¬“·°â´÷¡‡»√â“°≈ÿà¡ tricyclic, benzodiazepines,

haloperidol, ¬“§ÿ¡°”‡π‘¥, tyroxine, warfarin ·≈–

¬“°—π™—°™π‘¥Õ◊Ëπ√«¡∑—Èßµ—«¬“ carbamazepine ‡Õß

‰¥â4,5

2. Valproate

Valproate ‡ªìπ¬“°—π™—°™π‘¥‡¥’¬«∑’ËÕß§å°“√

Õ“À“√·≈–¬“¢Õßª√–‡∑» À√—∞Õ‡¡√‘°“¬Õ¡√—∫„Àâ

„™â√—°…“Õ“°“√·¡‡π’¬√–¬–‡©’¬∫æ≈—π‰¥âµ—Èß·µàªï

§.». 199511 ®“°°“√»÷°…“·∫∫ randomized

controlled trial ‡ª√’¬∫‡∑’¬∫®”π«π«—π∑’ËµâÕßÕ¬Ÿà

‚√ßæ¬“∫“≈¢ÕßºŸâªÉ«¬‚√§ bipolar disorder ∑’Ë

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

‡¥’¬« æ∫«à“‰¡à¡’§«“¡·µ°µà“ß¢Õß®”π«π«—π∑’Ë√—°…“

µ—«„π‚√ßæ¬“∫“≈19 ®“°°“√«‘‡§√“–Àå¢âÕ¡Ÿ≈·∫∫

meta-analysis ‡ª√’¬∫‡∑’¬∫º≈°“√√—°…“Õ“°“√·¡‡π’¬

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

·µ°µà“ß°—π15 °≈‰°°“√ÕÕ°ƒ∑∏‘Ï¢Õß¬“ valproate

§“¥«à“‡°’Ë¬«¢âÕß°—∫°“√‡æ‘Ë¡ GABA-mediated

°“√„™â¬“°—π™—°„π°“√√—°…“ºŸâªÉ«¬ bipolar disorder

 √¬ÿ∑∏ «“ ‘°π“ππ∑å
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inhibition ‚¥¬°“√‡æ‘Ë¡√–¥—∫ GABA ∑”„Àâ‡æ‘Ë¡°“√

µÕ∫ πÕßµàÕ GABA ∑’Ë postsynaptic receptors

√«¡∑—ÈßÕÕ°ƒ∑∏‘Ï¬—∫¬—Èß voltage-sensitive sodium

channels ¥â«¬‡™àπ°—π16 ´÷Ëß¬“°≈ÿà¡ª√—∫ ¿“æÕ“√¡≥å

∑—Èß≈‘‡∑’¬¡, valproate, ·≈– carbamazepine µà“ß„Àâ

º≈≈¥°“√‰À≈‡¢â“ (influx) ·≈–°“√ – ¡‚´‡¥’¬¡

„π‡´≈≈å ∑”„Àâ‡°‘¥¢âÕ ¡¡µ‘∞“π«à“°“√ÕÕ°ƒ∑∏‘Ï

√—°…“Õ“°“√·¡‡π’¬‡°‘¥®“°°“√ª√—∫°“√‰À≈‡¢â“¢Õß

ion ·≈–§«“¡‡¢â¡¢âπ¢Õß ion ∑’Ë – ¡„π‡´≈≈å20

°“√√—°…“„π√–¬–‡©’¬∫æ≈—π  “¡“√∂‡√‘Ë¡

µâπ „Àâ valproate ¥â«¬«‘∏’ loading dose „π¢π“¥ 20-

30 ¡°./°°.  ”À√—∫ºŸâªÉ«¬∑’Ë¡’Õ“°“√√ÿπ·√ß ·≈â«

µ“¡¥â«¬ ¢π“¥¬“ 250-500 ¡°.«—π≈– 2 §√—Èß „Àâ

‰¥â√–¥—∫¬“„π‡≈◊Õ¥ 50-120 ‰¡‚§√°√—¡/¡≈.4 ÷́Ëß

«‘∏’ loading dose π’È®–™à«¬„ÀâºŸâªÉ«¬Õ“°“√¥’¢÷Èπ‡√Á«„π

5 «—π11  ®“°°“√»÷°…“·∫∫ placebo controlled study

„πºŸâªÉ«¬∑’Ë¡’Õ“°“√·¡‡π’¬√–¬–‡©’¬∫æ≈—π æ∫«à“

valproate ¡’ª√– ‘∑∏‘¿“æ°“√√—°…“¥’°«à“ „Àâº≈°“√

√—°…“‡√Á«°«à“ ‚¥¬ “¡“√∂≈¥Õ“°“√·¡‡π’¬‰¥âµ—Èß·µà

™à«ß 1 ∂÷ß 4 «—πÀ≈—ß‰¥â√–¥—∫¬“„π‡≈◊Õ¥∑’Ë‡À¡“– ¡8

πÕ°®“°π’È¬“ valproate ¬—ß‡À¡“–∑’Ë®–„™â√—°…“ºŸâªÉ«¬

∑’ËµÕ∫ πÕß‰¡à¥’µàÕ≈‘‡∑’¬¡ ·≈– valproate „Àâº≈¥’

°«à“≈‘‡∑’¬¡„πºŸâªÉ«¬‚√§ bipolar disorder ™π‘¥ rapid

cycling, mixed episode, dysphoric mania ºŸâªÉ«¬

∑’Ë¡’ª√–«—µ‘¡’°“√„™â “√‡ æµ‘¥√à«¡¥â«¬4,7,17 ºŸâªÉ«¬∑’Ë

¡’Õ“°“√·æπ‘°√à«¡¥â«¬ ·≈–ºŸâªÉ«¬∑’Ë¡’Õ“°“√·¡‡π’¬

®“° “‡Àµÿ‚√§∑“ß√à“ß°“¬3 ®“°°“√»÷°…“·∫∫

double-blind randomized controlled study ‡ª√’¬∫

‡∑’¬∫ª√– ‘∑∏‘¿“æ°“√√—°…“ºŸâªÉ«¬∑’Ë¡’Õ“°“√·¡‡π’¬

∑’Ë¡’·≈–‰¡à¡’Õ“°“√´÷¡‡»√â“√à«¡¥â«¬ ‚¥¬„™â valproate

‡ª√’¬∫‡∑’¬∫°—∫≈‘‡∑’¬¡ æ∫«à“ºŸâªÉ«¬∑’Ë¡’Õ“°“√´÷¡

‡»√â“°àÕπ°“√√—°…“®–µÕ∫ πÕß‰¡à¥’µàÕ≈‘‡∑’¬¡ ·µà

®–µÕ∫ πÕß‰¥â¥’°«à“°—∫ valproate21 ®“°°“√»÷°…“

·∫∫ randomized controlled study ‡ª√’¬∫‡∑’¬∫

ª√– ‘∑∏‘¿“æ°“√√—°…“ºŸâªÉ«¬∑’Ë¡’Õ“°“√·¡‡π’¬ ∑’Ë¡’

®”π«π™à«ß∑’Ë¡’Õ“°“√À≈“¬§√—Èß¡“°àÕπ ‚¥¬„™â

valproate ‡ª√’¬∫‡∑’¬∫°—∫≈‘‡∑’¬¡ æ∫«à“ºŸâªÉ«¬∑’Ë‡§¬

¡’™à«ßÕ“°“√·¡‡π’¬ µ—Èß·µàª√–¡“≥ 10 §√—Èß¡“°àÕπ

À√◊Õ¡’™à«ßÕ“°“√ ÷́¡‡»√â“µ—Èß·µà 4 §√—Èß¡“°àÕπ®–‰¡à

µÕ∫ πÕßµàÕ≈‘‡∑’¬¡ ·µà®–µÕ∫ πÕßµàÕ valproate

‰¥â¥’°«à“9,22 ®“°°“√»÷°…“‡ª√’¬∫‡∑’¬∫ª√– ‘∑∏‘¿“æ

°“√√—°…“Õ“°“√·¡‡π’¬‚¥¬„™â valproate ™π‘¥‡¥’¬«

°—∫ carbamazepine ™π‘¥‡¥’¬«æ∫«à“¬“∑—Èß Õß™π‘¥

 “¡“√∂„™â‡ªìπ¬“À≈—°„π°“√≈¥Õ“°“√·¡‡π’¬‰¥â¥’

·µà valproate  “¡“√∂≈¥Õ“°“√‰¥â‡√Á«µ—Èß·µàÀ≈—ß

 —ª¥“Àå·√°„π¢≥–∑’Ë carbamazepine ≈¥Õ“°“√‰¥â

Õ¬à“ß¡’π—¬ ”§—≠À≈—ß —ª¥“Àå∑’Ë 223

°“√√—°…“√–¬–¬“« „π¢≥–∑’Ë°“√»÷°…“º≈

¢Õß valproate „π°“√√—°…“Õ“°“√·¡‡π’¬¢Õß

valproate ¡’¡“° ·µà¢âÕ¡Ÿ≈¥â“πª√– ‘∑∏‘¿“æ„π°“√

ªÑÕß°—π°“√‡ªìπ´È”¬—ß¡’§àÕπ¢â“ßπâÕ¬6 valproate

 “¡“√∂„™â‡ √‘¡ƒ∑∏‘Ï°—∫≈‘‡∑’¬¡„π°“√√—°…“√–¬–¬“«

‡æ◊ËÕªÑÕß°—π°“√‡ªìπ È́”‰¥â11 ®“°°“√»÷°…“·∫∫ open

trial æ∫«à“ valproate  “¡“√∂≈¥§«“¡√ÿπ·√ß·≈–

®”π«π§√—Èß∑’Ë‡ªìπ È́”∑—Èß™à«ß ¿“«–·¡‡π’¬·≈–´÷¡‡»√â“

‰¥â ‡¡◊ËÕ„Àâ°“√√—°…“√–¬–¬“«3

º≈¢â“ß‡§’¬ß valproate Õ“®‡°‘¥º≈¢â“ß‡§’¬ß

∑’Ëæ∫∫àÕ¬·µà‰¡à√ÿπ·√ß ‡™àπ ¡◊Õ —Ëπ §≈◊Ëπ‰ â Õ“‡®’¬π

∑”„Àâ√–¥—∫‡Õπ‰´¡å¢Õßµ—∫‡æ‘Ë¡¢÷Èπ‡≈Á°πâÕ¬ ßà«ß

ÕàÕπ‡æ≈’¬ πÈ”Àπ—°µ—«‡æ‘Ë¡5,6 º≈¢â“ß‡§’¬ß∑’Ë√ÿπ·√ß

‡™àπ fatal hepatotoxicity æ∫‰¥âπâÕ¬ ¡—°æ∫„π‡¥Á°

∑’Ë°‘π¬“°—π™—°À≈“¬™π‘¥5 ª√–¡“≥«à“æ∫ 2.5 µàÕ

ºŸâªÉ«¬∑’Ë„™â¬“ 100,000 √“¬ ·≈–æ∫‡æ’¬ß 0.85 µàÕ

ºŸâªÉ«¬ 100,000 √“¬∑’Ë„™â valproate ‡æ’¬ß™π‘¥‡¥’¬«8

º≈¢â“ß‡§’¬ßµàÕ‡°√Á¥‡≈◊Õ¥ ‰¥â·°à platelet dysfunc-

tion, thrombocytopenia ´÷Ëß®”π«π‡°√Á¥‡≈◊Õ¥≈¥≈ß

‡≈Á°πâÕ¬æ∫‰¥â∫àÕ¬ ª√–¡“≥√âÕ¬≈– 20 ∂÷ß 30 ¢Õß

ºŸâªÉ«¬ ÷́Ëß¡—°‰¡à∑”„Àâ‡°‘¥§«“¡º‘¥ª°µ‘∑“ß§≈‘π‘°16

º≈¢â“ß‡§’¬ß™π‘¥ hypersensitivity reactions √«¡∂÷ß

Stevens-Johnson syndrome æ∫‰¥âπâÕ¬16 ÷́Ëß°≈ÿà¡

Antiepileptic Drugs Treatment in Bipolar Disorder

Sorayut Vasiknanonte
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º≈¢â“ß‡§’¬ß (side effect profile) ∑’Ëæ∫π—∫«à“¥’

°«à“‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡º≈¢â“ß‡§’¬ß¢Õß≈‘‡∑’¬¡·≈–

carbamazepine2,4

ªÆ‘°‘√‘¬“√–À«à“ß¬“ √–¥—∫ valproate „π

‡≈◊Õ¥®– Ÿß¢÷Èπ‡¡◊ËÕ„™â√à«¡°—∫¬“∑’Ë¬—∫¬—Èß‡Õπ‰´¡å¢Õß

µ—∫ ‡™àπ fluoxetine, diazepam, rifampin ·≈–√–¥—∫

¬“ valproate „π‡≈◊Õ¥®–µË”≈ß‡¡◊ËÕ„™â¬“√à«¡°—∫¬“∑’Ë

°√–µÿâπ‡Õπ‰´¡å¢Õßµ—∫ ‡™àπ phenytoin, carba-

mazepine, phenobarbital11

∫∑∫“∑¢Õß¬“°—π™—°√ÿàπ„À¡à„π‚√§

bipolar disorder

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

µà“ß¡’°“√»÷°…“·≈–∂Ÿ°„™â„π°“√√—°…“‚√§ bipolar

disorder Õ¬à“ß·æ√àÀ≈“¬°Áµ“¡ ·µà¬—ß¡’ºŸâªÉ«¬ à«π

Àπ÷Ëß∑’Ë‰¡àµÕ∫ πÕßµàÕ°“√√—°…“·¡â®–‰¥â√—∫¬“∑—Èß 3

™π‘¥°Áµ“¡ Denicoff ·≈–§≥–24 ‰¥â»÷°…“·∫∫

randomized controlled trial „πºŸâªÉ«¬‚√§ bipolar

disorder ∑’Ë¥◊ÈÕµàÕ°“√√—°…“ (refractory) æ∫«à“°“√„™â

valproate √à«¡°—∫≈‘‡∑’¬¡™à«¬„ÀâºŸâªÉ«¬Õ“°“√¥’¢÷Èπ

ª“π°≈“ß∂÷ß¡“°™—¥‡®π‡æ’¬ß 6 „π 18 √“¬ ·≈–‡¡◊ËÕ

„Àâ°“√√—°…“‚¥¬„™â¬“ 3 ™π‘¥Õ’° 1 ªï æ∫«à“¡’ 3 „π 7

√“¬∑’ËµÕ∫ πÕß°“√√—°…“ ·≈–¡’‡æ’¬ß 1 √“¬‡∑à“π—Èπ

∑’ËµÕ∫ πÕß¥’¡“° „π¢≥–∑’Ë¬“°—π™—°√ÿàπ„À¡à ‡™àπ

lamotrigine, gabapentin, topiramate ·≈– tiagabine

µà“ß°ÁÕÕ°ƒ∑∏‘ÏµàÕ√–∫∫ª√– “∑ºà“π√–∫∫ GABA-

ergic ·≈–/À√◊Õ ¬—∫¬—Èß voltage-sensitive sodium

channels11,16 ‡™àπ‡¥’¬«°—∫ carbamazepine ·≈–

valproate ®÷ß¡’ºŸâ»÷°…“∂÷ßº≈°“√√—°…“‚√§ bipolar

disorder ¥â«¬¬“°≈ÿà¡π’È

1. Lamotrigine

Lamotrigine  “¡“√∂¥Ÿ¥´÷¡‰¥â¥’‚¥¬°“√

°‘π √âÕ¬≈– 55 ¢Õß¬“®—∫°—∫‚ª√µ’π„π‡≈◊Õ¥ ∂Ÿ°

metabolize ‚¥¬µ—∫‡ªìπ inactive glucoronide

conjugated ·≈–∂Ÿ°¢—∫ÕÕ°∑“ßªí  “«–25 °≈‰°°“√

ÕÕ°ƒ∑∏‘Ï¢Õß¬“§◊Õ¬—∫¬—Èß voltage-sensitive sodium

channels ∑”„Àâ≈¥ neuronal excitability16 ‚¥¬°“√

ª√—∫ (modulate) °“√ª≈¥ª≈àÕ¬ excitatory amino

acid11 √«¡∑—Èß°“√¬—∫¬—Èß∑’Ë calcium channels26,27

lamotrigine ÕÕ°ƒ∑∏‘Ïµà“ß®“° carbamazepine ∑’Ë§àÕπ

¢â“ß®–¡’º≈µàÕ‡´≈≈åª√– “∑‡©æ“–∑’Ë √â“ß glutamate

·≈– aspartate ́ ÷Ëß‡ªìπ excitatory neurotransmitters25

°“√√—°…“„π√–¬–‡©’¬∫æ≈—π lamotrigine

Õ“®‡À¡“–∑’Ë®–„™â√—°…“ºŸâªÉ«¬‚√§ bipolar disorder

∑—Èß„π™à«ß¿“«–·¡‡π’¬·≈–´÷¡‡»√â“ √«¡∑—Èß™π‘¥ rapid

cycling ·≈– mixed episode ∑’Ë‰¡àµÕ∫ πÕßµàÕ¬“

Õ◊Ëπ4,28

®“°√“¬ß“πº≈°“√»÷°…“·∫∫ open-trial

„π°“√√—°…“ºŸâªÉ«¬‚√§ rapid cycling bipolar

disorder 5 √“¬´÷Ëß à«π„À≠à‰¡àµÕ∫ πÕßµàÕ°“√

√—°…“Õ◊Ëπ‚¥¬ Fatemi ·≈–§≥–29 ‰¥â„™â lamotrigine

∑—Èß‡ √‘¡·≈–™π‘¥‡¥’¬« „π¢π“¥¬“‡©≈’Ë¬ 185 ¡°./

«—π π“π‡©≈’Ë¬ 7.5 ‡¥◊Õπ æ∫«à“ lamotrigine „Àâº≈

∑—Èß‡ªìπ°“√ª√—∫ ¿“æÕ“√¡≥å·≈–√—°…“Õ“°“√‡»√â“

‰¥â¥’ „π°“√√—°…“ºŸâªÉ«¬‚√§ bipolar disorder ∑’Ë¥◊ÈÕ

µàÕ°“√√—°…“ 75 √“¬ ‚¥¬ Calabrese ·≈–§≥–30 „™â

«‘∏’‡ √‘¡¬“ lamotrigine 60 √“¬ ·≈–„™â lamotrigine

™π‘¥‡¥’¬« 15 √“¬ ‡ªìπ‡«≈“ 48  —ª¥“Àå æ∫«à“ºŸâªÉ«¬

∑’Ë¡’Õ“°“√™à«ß¿“«– ÷́¡‡»√â“√âÕ¬≈– 48 ¡’º≈µÕ∫

 πÕß¥’™—¥‡®π Õ’°√âÕ¬≈– 20 µÕ∫ πÕßª“π°≈“ß

 à«πºŸâªÉ«¬∑’Ë¡’Õ“°“√‰Œ‚ª·¡‡π’¬ ·¡‡π’¬ À√◊Õ mixed

episodes √âÕ¬≈– 81 „Àâº≈µÕ∫ πÕß¥’™—¥‡®π Õ’°

√âÕ¬≈– 3 „Àâº≈µÕ∫ πÕßª“π°≈“ß ´÷Ëß Õ¥§≈âÕß

°—∫°“√»÷°…“„π°“√√—°…“ºŸâªÉ«¬‚√§ bipolar diorder

∑’Ë¥◊ÈÕµàÕ°“√√—°…“ 17 √“¬ ‚¥¬ Suppes ·≈–§≥–31

∑’Ë„™â«‘∏’‡ √‘¡¬“ lamotrigine ¢π“¥ 50-600 ¡°./«—π

π“π 14-455 «—π æ∫«à“√âÕ¬≈– 65 µÕ∫ πÕßµàÕ

°“√√—°…“ª“π°≈“ß∂÷ß¥’™—¥‡®π

°“√„™â¬“°—π™—°„π°“√√—°…“ºŸâªÉ«¬ bipolar disorder
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®“°√“¬ß“π°“√»÷°…“·∫∫ randomized-

controlled study ¢Õß Calabrese ·≈–§≥–32 ÷́Ëß

»÷°…“º≈¢Õß„™â lamotrigine ™π‘¥‡¥’¬«‡ª√’¬∫‡∑’¬∫

°—∫¬“À≈Õ° (placebo) „π°“√√—°…“ºŸâªÉ«¬ bipolar

disorder, ™à«ß¿“«–´÷¡‡»√â“¥â«¬¢π“¥¬“ 50-200

¡°./«—π ‡ªìπ‡«≈“ 7  —ª¥“Àå æ∫«à“„Àâº≈°“√√—°…“

¥’°«à“°≈ÿà¡¬“À≈Õ° „π¢≥–∑’Ë Berk26 ‰¥â√“¬ß“πº≈

°“√√—°…“ºŸâªÉ«¬ bipolar disorder ™à«ß¿“«–·¡‡π’¬

®”π«π 45 √“¬ ‡ª√’¬∫‡∑’¬∫√–À«à“ß°≈ÿà¡∑’Ë√—°…“¥â«¬

lamotrigine, ≈‘‡∑’¬¡, ·≈– olanzapine ‡ªìπ‡«≈“ 4

 —ª¥“Àå æ∫«à“µÕ∫ πÕßµàÕ°“√√—°…“‰¥â¥’∑—Èß 3 °≈ÿà¡

‡™àπ‡¥’¬«°—∫ Ichim ·≈–§≥–33 ‰¥â√“¬ß“πº≈°“√

√—°…“ºŸâªÉ«¬‚√§ bipolar disorder „π™à«ß¿“«–·¡‡π’¬

®”π«π 30 √“¬ ‡ª√’¬∫‡∑’¬∫º≈¢Õß lamotrigine

°—∫≈‘‡∑’¬¡ ‚¥¬„™â lamotrigine 25 ¡°./«—π„π

 —ª¥“Àå·√°  50 ¡°./«—π„π —ª¥“Àå∑’Ë 2 ·≈–„Àâ 100

¡°./«—πÕ’° 2  —ª¥“Àå  à«π°≈ÿà¡∑’Ë‰¥â√—∫≈‘‡∑’¬¡„™â¢π“¥

800 ¡°./«—πµ≈Õ¥ 4  —ª¥“Àå æ∫«à“∑—Èß 2 °≈ÿà¡„Àâ

º≈°“√√—°…“∑’Ë¥’‡∑à“°—π

°“√√—°…“√–¬–¬“« ®“°°“√»÷°…“ open-

trial °“√„™â lamotrigine √–¬–¬“«„πºŸâªÉ«¬‚√§ rapid

cycling bipolar disorder 7 √“¬ ‡ª√’¬∫‡∑’¬∫°—∫

°≈ÿà¡„™â≈‘‡∑’¬¡ 7 √“¬‡ªìπ‡«≈“ 1 ªï æ∫«à“°≈ÿà¡∑’Ë„™â

lamotrigine ‡°‘¥™à«ß°“√‡ªìπ´È”πâÕ¬°«à“°≈ÿà¡∑’Ë‰¥â

≈‘‡∑’¬¡Õ¬à“ß™—¥‡®π34 Calabrese ·≈–§≥– 35 ‰¥â»÷°…“

º≈°“√ªÑÕß°—π°“√‡ªìπ´È”¢ÕßºŸâªÉ«¬ rapid cycling

bipolar disorder „π™à«ß∑’Ë‰¡à¡’Õ“°“√®”π«π 506 √“¬

‚¥¬ 324 √“¬ ‰¥â open-label lamotrigine ·≈–Õ’°

182 √“¬ ‰¥â randomized double-blind ‡∑’¬∫°—∫

¬“À≈Õ° æ∫«à“°≈ÿà¡∑’Ë„™â lamotrigine √âÕ¬≈– 41

‰¡à‡°‘¥Õ“°“√´È”„π 6 ‡¥◊Õπ‡∑’¬∫°—∫√âÕ¬≈– 26 ¢Õß

°≈ÿà¡∑’Ë‰¥â√—∫¬“À≈Õ° ´÷Ëß· ¥ß«à“°“√„™â lamotrigine

‡æ’¬ß™π‘¥‡¥’¬« “¡“√∂ªÑÕß°—π°“√‡ªìπ È́”‰¥â„π

ºŸâªÉ«¬∫“ß√“¬

º≈¢â“ß‡§’¬ß lamotrigine Õ“®‡°‘¥º≈¢â“ß

‡§’¬ß∑’Ë‰¡à√ÿπ·√ß‡™àπ πÕπ‰¡àÀ≈—∫ ßà«ßπÕπ°≈“ß«—π

‡«’¬π»’√…– ª«¥»’√…– ‡¥‘π‡´25 Õ“°“√º◊Ëπ∑’Ë‰¡à

√ÿπ·√ßÕ“®æ∫‰¥âª√–¡“≥√âÕ¬≈– 10 ´÷Ëß¡—°‡ªìπ„π

™à«ßµâπ 1 ∂÷ß 2 ‡¥◊Õπ¢Õß°“√√—°…“11,25,30 ·≈–¡—°

‡°‘¥®“°°“√ª√—∫¢π“¥¬“‡æ‘Ë¡Õ¬à“ß√«¥‡√Á« ¥—ßπ—Èπ

°“√∑’Ë ‡°‘¥º◊Ëπ‰¥â∫àÕ¬®÷ß∑”„ÀâµâÕßª√—∫¬“™â“·≈–

‡ªìπ¢âÕ®”°—¥„π°“√√—°…“ Õ¬à“ß‰√°Áµ“¡Õ“°“√º◊Ëπ∑’Ë

‡ªìπ™π‘¥√ÿπ·√ß‡™àπ erythema multiforme, Stevens-

Johnson syndrome œ≈œ æ∫„πºŸâ„À≠à‡æ’¬ß√âÕ¬≈–

0.3 ·≈–„π‡¥Á°√âÕ¬≈– 125

ªÆ‘°‘√‘¬“√–À«à“ß¬“ √–¥—∫¬“„π‡≈◊Õ¥¢Õß

lamotrigine ®– Ÿß¢÷Èπ‡¡◊ËÕ„™â√à«¡°—∫¬“ valproate ´÷Ëß

¬—∫¬—Èß°√–∫«π°“√ glucoronidation25 ·≈–Õ—µ√“°“√

°”®—¥ (clearance) ¢Õß lamotrigine ®– Ÿß¢÷Èπ‡ªìπ 2

‡∑à“‡¡◊ËÕ„™â√à«¡°—∫ carbamazepine11

2. Gabapentin

Gabapentin ‡ªìπ amino acid ∑’Ë¡’‚§√ß √â“ß

 —¡æ—π∏å°—∫ GABA ‚¥¬°“√‡µ‘¡ cyclohexyl group

‡¢â“∑’Ë GABA ‡æ◊ËÕ„Àâ¬“ºà“π blood brain barrier ‰¥â25

·¡â¬“π’È®–¡’‚§√ß √â“ß§≈â“¬ GABA ·µà¬“π’È‰¡à®—∫°—∫

GABA receptors ‚¥¬µ√ß °≈‰°°“√ÕÕ°ƒ∑∏‘Ï§“¥«à“

‡°’Ë¬«¢âÕß°—∫°“√‡æ‘Ë¡ GABAergic transmission

·≈–/À√◊Õ‡æ‘Ë¡°“√ √â“ß GABA „π‡´≈≈å

ª√– “∑16,25  gabapentin ‡À¡“–„π°“√√—°…“Õ“°“√

·¡‡π’¬∑’Ë‰¡àµÕ∫ πÕßµàÕ¬“Õ◊Ëπ  “¡“√∂ª√—∫¢π“¥

¬“‰¥â‡√Á« ¡’§à“¥—™π’°“√√—°…“°«â“ß º≈¢â“ß‡§’¬ßπâÕ¬

·≈–‰¡à¡’ªØ‘°‘√‘¬“°—∫¬“®‘µ‡«™Õ◊Ëπ4,28

°“√√—°…“„π√–¬–‡©’¬∫æ≈—π °“√»÷°…“

º≈¢Õß¬“ gabapentin ·∫∫ open-trial ‚¥¬„™â«‘∏’„Àâ

gabapentin ‡ √‘¡‡¢â“‰ª°—∫¬“Õ◊Ëπ„π°“√√—°…“‚¥¬

Altshuler ·≈–§≥–36 »÷°…“„πºŸâªÉ«¬‚√§ bipolar

disorder ™à«ß¿“«–·¡‡π’¬ 18 √“¬, rapid cycling 5

√“¬ ™à«ß¿“«–´÷¡‡»√â“ 5 √“¬ ∑’Ë‰¡àµÕ∫ πÕßµàÕ°≈ÿà¡

¬“ª√—∫ ¿“æÕ“√¡≥åÕ¬à“ßπâÕ¬ 1 ™π‘¥æ∫«à“ºŸâªÉ«¬

Antiepileptic Drugs Treatment in Bipolar Disorder

Sorayut Vasiknanonte
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¿“«– ÷́¡‡»√â“∑—Èß 5 §πµÕ∫ πÕßµàÕ°“√√—°…“ ¢≥–

∑’Ë√âÕ¬≈– 78 ¢ÕßºŸâªÉ«¬¿“«–·¡‡π’¬ ·≈–√âÕ¬≈– 20

¢ÕßºŸâªÉ«¬ rapid cycling µÕ∫ πÕßµàÕ°“√√—°…“ ´÷Ëß

¥Ÿ‡À¡◊Õπ gabapentin ®–¡’ƒ∑∏‘Ï√—°…“Õ“°“√·¡‡π’¬

·≈–Õ“°“√ ÷́¡‡»√â“ ‡™àπ‡¥’¬«°—∫°“√»÷°…“¢Õß Young

·≈–§≥–37 ∑’Ë»÷°…“„πºŸâªÉ«¬ bipolar disorder ∑—Èß™à«ß

¿“«–·¡‡π’¬ ·≈–´÷¡‡»√â“ ‡ªìπ‡«≈“ 6 ‡¥◊Õπ æ∫«à“

gabapentin ≈¥Õ“°“√‰¥â„π ™à«ß¿“«–∑—Èß 2 ™π‘¥

®“°°“√»÷°…“·∫∫ open-trial ∂÷ßº≈¢Õß

gabapentin ‡©æ“–„πºŸâªÉ«¬ bipolar disorder, mixed

episode 21 √“¬∑’Ë‰¡àµÕ∫ πÕß°—∫¬“Õ◊Ëπ‚¥¬‡ √‘¡¬“

gabapentin π“π 8  —ª¥“Àå „π¢π“¥¬“‡©≈’Ë¬ 1130

¡°./«—π æ∫«à“¡’ 2 √“¬Õ“°“√‡≈«≈ß, 10 √“¬Õ“°“√

¥’¢÷Èπ™—¥‡®π, 6 √“¬Õ“°“√¥’¢÷Èπª“π°≈“ß  gabapentin

®÷ßπà“®–‡ªìπ¬“∑’Ë “¡“√∂‡æ‘Ë¡ª√– ‘∑∏‘º≈„π°“√

√—°…“ºŸâªÉ«¬ mixed episode ∑’Ë‰¡àµÕ∫ πÕßµàÕ¬“

Õ◊Ëπ38

¡’√“¬ß“πºŸâªÉ«¬∑’Ë¡’Õ“°“√·¡‡π’¬‡©’¬∫æ≈—π

2 √“¬∑’Ë√—°…“‚¥¬„™â gabapentin ™π‘¥‡¥’¬«·≈–‰¥âº≈

¥’ª“π°≈“ß„π‡«≈“ 2  —ª¥“Àå39 ́ ÷Ëß· ¥ß«à“¬“π’È‡æ’¬ß

™π‘¥‡¥’¬«Õ“®„™â√—°…“Õ“°“√·¡‡π’¬‰¥â ·µà®“°°“√

»÷°…“·∫∫ open-trial „πºŸâªÉ«¬∑’Ë¡’Õ“°“√·¡‡π’¬‡©’¬∫

æ≈—π 14 √“¬ ‚¥¬ 6 √“¬√—°…“·∫∫‡ √‘¡¬“ gabapentin

Õ’° 8 √“¬„™â¬“™π‘¥‡¥’¬« ‚¥¬„™â¢π“¥¬“ 1,200 ∂÷ß

4,800 ¡°./«—ππ“π 21 «—π æ∫«à“ºŸâªÉ«¬∑ÿ°√“¬„π

°≈ÿà¡∑’Ë‡ √‘¡¬“Õ“°“√¥’¢÷Èπ¡“° „π¢≥–∑’ËºŸâªÉ«¬∑’Ë„™â

¬“™π‘¥‡¥’¬«¡’‡æ’¬ß 4 „π 8 √“¬∑’ËÕ“°“√¥’¢÷Èπ¡“°

ºŸâ√“¬ß“π‰¥â √ÿª«à“ °“√„™â gabapentin ™π‘¥‡¥’¬«

√—°…“Õ“®‰¥âº≈„πºŸâªÉ«¬∑’ËÕ“°“√‰¡à√ÿπ·√ß ·≈–°“√

‡ √‘¡¬“ gabapentin  “¡“√∂‡æ‘Ë¡ª√– ‘∑∏‘º≈¢Õß

°“√√—°…“„π√“¬∑’ËÕ“°“√√ÿπ·√ß40

°“√√—°…“√–¬–¬“« ¬—ß‰¡à¡’¢âÕ¡Ÿ≈‡æ’¬ßæÕ

∂÷ßº≈¢Õß¬“ gabapentin „π°“√ªÑÕß°—π°“√‡ªìπ È́”

„π√–¬–¬“«

º≈¢â“ß‡§’¬ß gabapentin Õ“®‡°‘¥º≈¢â“ß

‡§’¬ß ∑’Ëæ∫∫àÕ¬ ‡™àπ ßà«ß «‘ß‡«’¬π ‡¥‘π‡´ ·≈–

nystagmus  ∑’Ëæ∫πâÕ¬°«à“π—Èπ§◊Õ ¡◊Õ —Ëπ  ¡“∏‘À√◊Õ

§«“¡®”‰¡à¥’ ·≈–ÕàÕπ‡æ≈’¬15 Õ¬à“ß‰√°Áµ“¡¬“π’È®—¥

«à“‡ªìπ¬“∑’Ë¡’§«“¡ª≈Õ¥¿—¬ Ÿß4

ªØ‘°‘√‘¬“√–À«à“ß¬“  ‡π◊ËÕß®“°¬“ gabapentin

‰¡à∂Ÿ° metabolize ‰¡à°√–µÿâπÀ√◊Õ¬—∫¬—Èß‡Õπ‰´¡å¢Õß

µ—∫ ®÷ß‰¡à‡ªìπªí≠À“„π‡√◊ËÕßªØ‘°‘√‘¬“√–À«à“ß¬“25

·≈–·¡â«à“∑—Èß gabapentin °—∫≈‘‡∑’¬¡µà“ß∂Ÿ°¢—∫ÕÕ°

∑“ßªí  “«–¥â«¬°—π ·µà®“°°“√»÷°…“∑“ß‡¿ —™-

®≈π»“ µ√å‰¡àæ∫º≈°√–∑∫®“°°“√„™â¬“√à«¡°—π41

3. Topiramate

Topiramate ¡’‚§√ß √â“ß‡ªìπ sulphamate-

substituted monosaccharide ∂Ÿ° metabolize ∑’Ëµ—∫

¥â«¬ cytochrome P450 enzymes ·≈–∂Ÿ°¢—∫ÕÕ°

∑“ß‰µ√âÕ¬≈– 70 ∂÷ß 8025  ¬“ºà“π blood-brain

barrier ‰¥â‡√Á« √–¥—∫§«“¡‡¢â¡¢âπ¢Õß¬“„π CSF ®–

‡∑à“°—∫√âÕ¬≈– 40 ¢Õß§«“¡‡¢â¡¢âπ¢Õß¬“„π‡≈◊Õ¥42

°≈‰°°“√ÕÕ°ƒ∑∏‘Ï¢Õß¬“ §◊Õ ¬—∫¬—Èß voltage-

sensitive sodium ·≈– calcium channels ‡æ‘Ë¡°“√

∑”ß“π¢Õß GABA ‚¥¬®—∫°—∫ GABA-A receptors

·≈– antagonist ∑’Ë glutamate receptors16,25 ·≈–

Õ“®¬—∫¬—Èß protein kinase-A ·≈– -C „π‡´≈≈å ´÷Ëß

‡°’Ë¬«¢âÕß°—∫ second messenger pathway ‡™àπ

‡¥’¬«°—∫∑’Ëæ∫®“°º≈¢Õß carbamazepine ·≈–

valproate ∑’Ë∑”„Àâ‡°‘¥ down-regulation neuronal

excitability42

°“√√—°…“„π√–¬–‡©’¬∫æ≈—π ¢âÕ¥’¢Õß

topiramate §◊Õ ¡’ªØ‘°‘√‘¬“°—∫¬“°≈ÿà¡ª√—∫ ¿“æ

Õ“√¡≥åπâÕ¬®÷ß‡À¡“–∑’Ë®–„™â‡ªìπ¬“‡ √‘¡°“√√—°…“4

®“°°“√»÷°…“¬âÕπÀ≈—ß„πºŸâªÉ«¬‚√§ rapid cycling

bipolar disorder 44 √“¬ „π®”π«ππ’È 18 √“¬ ‰¡à

µÕ∫ πÕßµàÕ°“√√—°…“·¡â®–„™â lamotrigine À√◊Õ

gabapentin ‡¢â“‰ª‡ √‘¡°—∫¬“°≈ÿà¡ª√—∫ ¿“æÕ“√¡≥å

‡¥‘¡Õ¬Ÿà·≈â«°Áµ“¡ ·µà‡¡◊ËÕ„™â¬“ topiramate ‡ √‘¡„π

°“√„™â¬“°—π™—°„π°“√√—°…“ºŸâªÉ«¬ bipolar disorder

 √¬ÿ∑∏ «“ ‘°π“ππ∑å
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¢π“¥ª√–¡“≥ 200 ¡°./«—π √–¬–‡«≈“»÷°…“‡©≈’Ë¬

π“π 16  —ª¥“Àå æ∫«à“√âÕ¬≈– 52 ¢ÕßºŸâªÉ«¬¡’Õ“°“√

¥’¢÷Èπª“π°≈“ß∂÷ß¥’¢÷Èπ™—¥‡®π43

®“°°“√»÷°…“·∫∫ open-trial „πºŸâªÉ«¬‚√§

bipolar disorder 18 √“¬·≈– schizoaffective

disorder, bipolar type 2 √“¬ ́ ÷Ëß‰¡àµÕ∫ πÕßµàÕ°“√

√—°…“¥â«¬¬“°≈ÿà¡ª√—∫ ¿“æÕ“√¡≥åÕ◊Ëπ ‚¥¬„™â«‘∏’

‡ √‘¡¬“ topiramate „π 1  —ª¥“Àå „Àâ‰¥â¢π“¥¬“ 100

∂÷ß 300 ¡°./«—π ·≈â«„Àâ§ß∑’ËµàÕÕ’° 5  —ª¥“Àå æ∫

«à“√âÕ¬≈– 60 ¢ÕßºŸâªÉ«¬¡’Õ“°“√¥’¢÷Èπ∂÷ß¥’¢÷Èπ¡“°44

®“°°“√»÷°…“·∫∫ open-trial „πºŸâªÉ«¬‚√§

bipolar disorder, ™à«ß¿“«–·¡‡π’¬ À√◊Õ mixed

episode 30 √“¬·≈– bipolar disorder ™à«ß¿“«–´÷¡

‡»√â“ 11 √“¬ ‚¥¬„™â topiramate ‡ √‘¡‡¢â“°—∫¬“‡¥‘¡

æ∫«à“°≈ÿà¡∑’Ë‡√‘Ë¡®“°™à«ß¿“«–·¡‡π’¬Õ“°“√≈¥≈ßÕ¬à“ß

¡’π—¬ ”§—≠∑’Ë —ª¥“Àå∑’Ë 4 ·≈– 10 „π¢≥–∑’Ë°≈ÿà¡∑’Ë‡√‘Ë¡

¥â«¬™à«ß¿“«–´÷¡‡»√â“‰¡àæ∫Õ“°“√≈¥≈ß45 ´÷Ëß· ¥ß

«à“ topiramate Õ“®‡ √‘¡ƒ∑∏‘Ï°“√µâ“πÕ“°“√·¡‡π’¬

‚¥¬‰¡à‰¥â™à«¬≈¥Õ“°“√ ÷́¡‡»√â“

‡æ◊ËÕ‡ªìπ°“√¬◊π¬—πª√– ‘∑∏‘º≈¢Õß°“√‡ √‘¡

topiramate „π°“√√—°…“ºŸâªÉ«¬‚√§ bipolar disorder

™à«ß¿“«–·¡‡π’¬ ‰¥â¡’°“√»÷°…“·∫∫ open-trial

‚¥¬‡ √‘¡¬“‡æ’¬ß∫“ß™à«ß æ∫«à“™à«ß∑’Ë‡ √‘¡¬“§√—Èß·√°

ºŸâªÉ«¬ 7 „π 11 √“¬Õ“°“√¥’¢÷Èπ™—¥‡®π ·≈–‡¡◊ËÕ∂Õπ

¬“π“π 5 «—π ºŸâªÉ«¬∑—ÈßÀ¡¥∑’Ë‡§¬µÕ∫ πÕßµàÕ°“√

√—°…“Õ“°“√‡≈«≈ß ·≈–‡¡◊ËÕ‡ √‘¡¬“‡¢â“Õ’°§√—Èßæ∫«à“

ºŸâªÉ«¬ 8 „π 9 √“¬ Õ“°“√¥’¢÷Èπ™—¥‡®π„π 1  —ª¥“Àå42

°“√√—°…“√–¬–¬“« ‰¡à¡’¢âÕ¡Ÿ≈‡æ’¬ßæÕ∂÷ß

º≈¢Õß topiramate „π°“√ªÑÕß°—π°“√‡ªìπ´È”„π

√–¬–¬“«

º≈¢â“ß‡§’¬ß topiramate Õ“®‡°‘¥º≈¢â“ß‡§’¬ß

∑’Ëæ∫∫àÕ¬ ‡™àπ ∑”Õ–‰√™â“≈ß  ¡“∏‘‰¡à¥’ ßà«ß ·≈–

ÕàÕπ‡æ≈’¬25

ªØ‘°‘√‘¬“√–À«à“ß¬“ topiramate ¡’ªØ‘°‘√‘¬“

√–À«à“ß°≈ÿà¡¬“ª√—∫ ¿“æÕ“√¡≥å ¬“·°âÕ“°“√‚√§®‘µ

¬“·°â´÷¡‡»√â“™π‘¥Õ◊ËππâÕ¬¡“° πÕ°®“°‡¡◊ËÕ„™â√à«¡

°—∫ carbamazepine Õ“®≈¥√–¥—∫¬“ topiramate „π

‡≈◊Õ¥‰¥âª√–¡“≥√âÕ¬≈– 4042 ·≈–Õ“®≈¥≈ß√âÕ¬≈–

15 ‡¡◊ËÕ„™â√à«¡°—∫ valproate16

4. Tiagabine

Tiagabine ¡’‚§√ß √â“ß —¡æ—π∏å°—∫ nipecotic

acid „π ¡Õß ÷́ËßÕÕ°ƒ∑∏‘Ï¬—∫¬—Èß GABA reuptake ‚¥¬

‡µ‘¡ lipophilic side chain ‡æ◊ËÕ„Àâºà“π‡¢â“ blood

brain barrier ‰¥â √âÕ¬≈– 96 ¢Õß¬“®—∫°—∫‚ª√µ’π„π

‡≈◊Õ¥ ∂Ÿ° metabolize ∑’Ëµ—∫¥â«¬ cytochrome P450

3A enzymes √âÕ¬≈– 63 ∂Ÿ°¢—∫ÕÕ°∑“ßÕÿ®®“√–·≈–

√âÕ¬≈– 25 ∂Ÿ°¢—∫ÕÕ°∑“ßªí  “«–46 tiagabine ÕÕ°

ƒ∑∏‘Ï¬—∫¬—Èß GABA reuptake ‚¥¬°“√¬—∫¬—Èß GAT-1

´÷Ëß‡ªìπ “√π” GABA °≈—∫‡¢â“‡´≈≈å‚¥¬‡©æ“–∑’Ë

cortex ·≈– hippocampus ∑”„Àâ¡’√–¥—∫§«“¡‡¢â¡¢âπ

¢Õß GABA ∑’Ë synapse  Ÿß¢÷Èπ ´÷Ëß∑”„Àâ°“√¬—∫¬—Èß∑’Ë

postsynaptic π“π¢÷Èπ46,47

°“√√—°…“„π√–¬–‡©’¬∫æ≈—π ¡’√“¬ß“π°“√

„™â tiagabine ‡ √‘¡°“√√—°…“ºŸâªÉ«¬‚√§ bipolar

disorder 2 √“¬ ·≈–ºŸâªÉ«¬‚√§ schizoaffective

disorder 1 √“¬ æ∫«à“ºŸâªÉ«¬∑—Èß 3 √“¬Õ“°“√¥’¢÷Èπ48

·µà®“°°“√»÷°…“·∫∫ open-trial ‚¥¬„™â tiagabine

™π‘¥‡¥’¬« À√◊Õ„™â‡ªìπ¬“‡ √‘¡„πºŸâªÉ«¬ bipolar

disorder ™à«ß¿“«–·¡‡π’¬‡©’¬∫æ≈—π 8 √“¬ π“π

2  —ª¥“Àå‰¡àæ∫«à“¬“™à«¬≈¥Õ“°“√·¡‡π’¬‰¥â

™—¥‡®π49 ́ ÷Ëßº≈°“√√—°…“Õ“°“√·¡‡π’¬§ßµâÕß√Õ¢âÕ¡Ÿ≈

°“√»÷°…“‡æ‘Ë¡‡µ‘¡‚¥¬‡©æ“–ºŸâªÉ«¬‚√§ bipolar

disorder ∫“ß°≈ÿà¡∑’ËµÕ∫ πÕß‰¡à¥’°—∫°“√√—°…“Õ◊Ëπ

°“√√—°…“√–¬–¬“« ¬—ß‰¡à¡’¢âÕ¡Ÿ≈¢Õß¬“„π

¥â“ππ’È

º≈¢â“ß‡§’¬ß tiagabine Õ“®‡°‘¥º≈¢â“ß‡§’¬ß

∑’Ëæ∫‰¥â §◊Õ ßà«ß ÕàÕπ‡æ≈’¬ «‘ß‡«’¬π ¡◊Õ —Ëπ ª«¥∑âÕß

·≈– ÷́¡‡»√â“15,25

ªØ‘°‘√‘¬“√–À«à“ß¬“ tiagabine ‰¡à°√–µÿâπ
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À√◊Õ¬—∫¬—Èß°“√∑”ß“π¢Õß‡Õπ‰´¡å∑’Ëµ—∫®÷ß‰¡à¡’º≈µàÕ

√–¥—∫¬“„π‡≈◊Õ¥¢Õß carbamazepine, phenytoin,

theophylline, warfarin, digoxin ‡¡◊ËÕ„™â√à«¡°—∫¬“π’È25

·µàÕ“®≈¥√–¥—∫¬“„π‡≈◊Õ¥¢Õß valproate ≈ß‰¥â∂÷ß

√âÕ¬≈– 10 ∂÷ß 12 ‡¡◊ËÕ„™â√à«¡°—∫ tiagabine46

 √ÿª

Bipolar disorder ‡ªìπ‚√§∑’Ëæ∫‰¥â‰¡àπâÕ¬·≈–

¡’‚Õ°“ ‡ªìπ´È”‰¥â¡“°§√—Èßµ≈Õ¥™’«‘µ¢ÕßºŸâªÉ«¬

≈‘‡∑’¬¡´÷Ëß‡ªìπ¬“™π‘¥·√°„π°≈ÿà¡ª√—∫ ¿“æÕ“√¡≥å

‰¡à “¡“√∂„™â√—°…“‰¥âº≈¥’„πºŸâªÉ«¬∑ÿ°√“¬ ¡’√“¬

ß“π°“√»÷°…“∂÷ß«‘∏’°“√√—°…“ºŸâªÉ«¬‚√§ bipolar

disorder ™à«ß¿“«–·¡‡π’¬ 96 √“¬ æ∫«à“√âÕ¬≈– 30.21

√—°…“¥â«¬≈‘‡∑’¬¡™π‘¥‡¥’¬« √âÕ¬≈– 17.71 √—°…“¥â«¬

¬“°—π™—°™π‘¥‡¥’¬« √âÕ¬≈– 43.75 √—°…“‚¥¬„™â¬“

°≈ÿà¡ª√—∫ ¿“æÕ“√¡≥åÀ≈“¬™π‘¥ ·≈–‡æ’¬ß√âÕ¬≈–

8.33 ∑’Ë‰¡à„™â¬“°≈ÿà¡ª√—∫ ¿“æÕ“√¡≥å50 ¥—ßπ—Èπ

ºŸâªÉ«¬°«à“√âÕ¬≈– 60 ®”‡ªìπµâÕß„™â¬“°—π™—°‡ªìπ

À≈—°À√◊Õ√à«¡„π°“√√—°…“

°≈ÿà¡ºŸâ‡™’Ë¬«™“≠‰¥â‡ πÕ·π«∑“ß°“√√—°…“‚√§

bipolar disorder51 ‰«â¥—ßπ’È §◊Õ

1. „π°“√√—°…“·≈–ªÑÕß°—π™à«ß¿“«–·¡‡π’¬

¢—Èπµâπ„Àâ„™â≈‘‡∑’¬¡ À√◊Õ valproate (‚¥¬‡©æ“–∂â“‡ªìπ

™π‘¥ mixed, dysphoric subtype) ™π‘¥‡¥’¬«°àÕπ

∂â“‰¡à‰¥âº≈®÷ß„™â¬“ 2 ™π‘¥√à«¡°—π À√◊ÕÕ“®„™â

carbamazepine ‡ªìπ∑“ß‡≈◊Õ°√à«¡ ∂â“‰¡à‰¥âº≈Õ’°„Àâ

æ‘®“√≥“„™â¬“°—π™—°√ÿàπ„À¡à‡ªìπ∑“ß‡≈◊Õ°¢—Èπ∑’Ë Õß

2. „π°√≥’¡’Õ“°“√´÷¡‡»√â“‰¡à√ÿπ·√ß „Àâ„™â

≈‘‡∑’¬¡™π‘¥‡¥’¬«°àÕπ À√◊ÕÕ“®„™â valproate ·≈–

lamotrigine ‡ªìπ∑“ß‡≈◊Õ°

3. „π°√≥’¡’Õ“°“√´÷¡‡»√â“√ÿπ·√ß„Àâ„™â¬“·°â

´÷¡‡»√â“√à«¡°—∫≈‘‡∑’¬¡ À√◊Õ valproate (¬“·°ấ ÷¡‡»√â“

π‘¬¡„™â bupropion, SSRIs ·≈– venlafaxine)

·π–π”„Àâ„™â¬“ valproate ™π‘¥‡¥’¬«„π°“√

√—°…“¢—Èπµâπ ”À√—∫™à«ß¿“«–´÷¡‡»√â“ À√◊Õ ™à«ß¿“«–

·¡‡π’¬„π rapid cycling ·≈–„™â¬“√—°…“‚√§®‘µ√à«¡

∂â“ºŸâªÉ«¬¡’Õ“°“√‚√§®‘µ¥â«¬ (¬“√—°…“‚√§®‘µπ‘¬¡„™â

olanzapine ·≈– risperidone)

„π¢≥–∑’Ë¬“°—π™—°¡’∫∑∫“∑µàÕ°“√√—°…“‚√§

bipolar disorder ¡“°¢÷Èπ ∫∑∫“∑°≈ÿà¡¬“°—π™—°√ÿàπ

„À¡à¬—ß‡ªìπ‡√◊ËÕß∑’Ë§«√»÷°…“µ‘¥µ“¡¢âÕ¡Ÿ≈µàÕ‰ª

lamotrigine Õ“®‡À¡“–∑’Ë®–„™â√—°…“ºŸâªÉ«¬‚√§

bipolar disorder ∑—Èß™à«ß¿“«–·¡‡π’¬ ·≈–´÷¡‡»√â“

√«¡∑—Èß rapid cycling ·≈– mixed episode ∑’Ë‰¡à

µÕ∫ πÕßµàÕ¬“Õ◊Ëπ ‚¥¬¡’¢âÕ®”°—¥„π‡√◊ËÕß∑’ËµâÕß

ª√—∫¢π“¥¬“Õ¬à“ß™â“Ê ‡æ◊ËÕÀ≈’°‡≈’Ë¬ßº≈¢â“ß‡§’¬ß¢Õß

¬“‚¥¬‡©æ“–º◊Ëπ·æâ¬“ „π¢≥–∑’Ë gabapentin ‡ªìπ¬“

∑’Ë¡’§«“¡ª≈Õ¥¿—¬ Ÿß  “¡“√∂ª√—∫¢π“¥¬“‰¥â‡√Á«

Õ“®‰¥âº≈„πºŸâªÉ«¬∑’ËÕ“°“√‰¡à√ÿπ·√ß À√◊Õ„™â„π

≈—°…≥–‡ √‘¡°—∫¬“Õ◊Ëπ‡æ◊ËÕ‡æ‘Ë¡ª√– ‘∑∏‘º≈¢Õß°“√

√—°…“ ·≈–‡À¡“–∑’Ë„™â√—°…“Õ“°“√·¡‡π’¬∑’Ë‰¡àµÕ∫

 πÕßµàÕ¬“Õ◊Ëπ  Õ¬à“ß‰√°Áµ“¡§«√‰¥â¡’°“√»÷°…“·∫∫

controlled trial ∂÷ßª√– ‘∑∏‘º≈¢Õß¬“π’È„Àâ¡“°¢÷Èπ

 ”À√—∫ topiramte ‡√‘Ë¡¡’√“¬ß“π¢—Èπµâπ„π≈—°…≥–¬“

‡ √‘¡°“√√—°…“‡æ◊ËÕ‡æ‘Ë¡ª√– ‘∑∏‘º≈¢Õß°“√√—°…“

ºŸâªÉ«¬„π™à«ß¿“«–·¡‡π’¬∑’Ë‰¡àµÕ∫ πÕßµàÕ¬“Õ◊Ëπ   à«π

tiagabine °Á‡ªìπ¬“∑’Ë¡’»—°¬¿“æ„π°“√√—°…“∑’Ë§«√®–

‰¥â√—∫°“√»÷°…“‡æ‘Ë¡‡µ‘¡
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Antiepileptic Drugs Treatment in
Bipolar Disorder
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Abstract

Bipolar disorder is a common psychiatric illness. Lithium has been the drug of

choices for the acute and maintenance treatment for a long time. However, many of bipolar

disorder patients do not respond to lithium. The conventional antiepileptic drugs such as

valproate and carbamazepine have been accepted as mood stabilizers. Mechanism of actions of

antiepileptic drugs may be due to the enhanced inhibition of GABAergic system in the brain

and/or inhibition of voltage-sensitive sodium channels. The newer antiepileptic drugs such as

lamotrigine, gabapentin, topiramate, and tiagabine have shared these common actions and

may have some mood stabilizing properties. Some controlled studies have shown that

lamotrigine is effective in acute treatment in bipolar disorder. Slow adjusting dosage to avoid

side effects is one of the limitation for using lamotrigine. Gabapentin is relatively safer and may

be suitable to be used as an adjunct drug in refractory cases which have been reported by some

open trials. Few early reports have shown that topiramate was effective in adjunctive treatment

for manic episode. Tiagabine has some potential antimanic properties in few reported cases.
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