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Gastric Mucosal Defense
and Cytoprotection

«‘¿“°√  ‡æ‘Ë¡æŸ≈
»Ÿπ¬å∑“ß‡¥‘πÕ“À“√·≈–μ—∫ ‚√ßæ¬“∫“≈∫”√ÿß√“…Æ√å

Special Article

‡π◊ÈÕ‡¬◊ËÕ¢Õß°√–‡æ“–Õ“À“√ “¡“√∂§ßÕ¬Ÿà‰¥â∑—ÈßÊ ∑’Ë¡’°“√ —¡º— °—∫°√¥

HCl ∑’Ë¡’§«“¡‡¢â¡¢âπ 0.1 mol/L ·≈–πÈ”¬àÕ¬ pepsin ´÷Ëß¡’§«“¡ “¡“∂„π°“√

¬àÕ¬‡π◊ÈÕ‡¬◊ËÕ‰¥â ∑—Èßπ’È‡π◊ËÕß¡“®“°°≈‰°°“√ª°ªÑÕß‡¬◊ËÕ∫ÿº‘«°√–‡æ“–Õ“À“√ ´÷Ëß

ª√–°Õ∫‰ª¥â«¬™—Èπμà“ßÊ ¥—ßπ’È

1. ™—Èπ pre-epithelial layer ª√–°Õ∫¥â«¬ mucus bicarbonate-phos-

pholipid

2. ™—Èπ epithelium ª√–°Õ∫¥â«¬ °“√μàÕ°—π¢Õß‡´≈≈å‚¥¬¡’ tight junc-

tion ·≈–¡’°“√ √â“ß bicarbonate ‡¡◊Õ° phospholipid, trefoil peptide, pros-

taglandin (PG) ·≈– heat shock protein √«¡∑—Èß¡’°“√ √â“ß‡´≈≈å„À¡à §«∫§ÿ¡

‚¥¬ growth factor, PGE2 ·≈–°“√‰À≈‡«’¬π¢Õß‡≈◊Õ¥

3. ™—Èπ endothelium ª√–°Õ∫¥â«¬ √–∫∫ª√– “∑·≈–¡’°“√ √â“ß PG,

nitric oxide (NO)

„π∫∑§«“¡π’È®–°≈à“«∂÷ß°“√‡°‘¥§«“¡º‘¥ª°μ‘¢Õß‡¬◊ËÕ∫ÿ°√–‡æ“–Õ“À“√ ∑’Ë

¡’ “‡Àμÿ¡“®“°°“√„™â¬“ NSAID ·≈– stress-related mucosal disease (SRMD)

ªí®®—¬∑’Ëª°ªÑÕß‡¬◊ËÕ∫ÿ°√–‡æ“–Õ“À“√

°“√∑’Ë‡¬◊ËÕ∫ÿ°√–‡æ“–Õ“À“√ “¡“√∂∑πμàÕ§«“¡‡ªìπ°√¥‰¥âπ—Èπ πà“®–‡°‘¥

®“°°“√‰À≈‡«’¬π¢Õß‡≈◊Õ¥∑’Ë‡ªìπ¥à“ß ªí®®—¬∑’Ëª°ªÑÕß‡¬◊ËÕ∫ÿ°√–‡æ“–Õ“À“√„Àâæâπ®“°
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°“√‡ª≈’Ë¬π·ª≈ß¥â“π§«“¡‡ªìπ°√¥¥à“ß Õÿ≥À¿Ÿ¡‘ ·≈– osmolality (¿“æ∑’Ë 1) ª√–°Õ∫

¥â«¬

1. ªí®®—¬∑’ËÕ¬Ÿà„π°√–‡æ“–Õ“À“√

1.1 ™—Èπ¢Õß mucus-bicarbonate-phospholipid ‡ªìπ¥à“π·√°„π°“√∑”

Àπâ“∑’Ëª°ªÑÕß‡¬◊ËÕ∫ÿº‘«°√–‡æ“–Õ“À“√ ‡´≈≈å‡¬◊ËÕ∫ÿ°√–‡æ“–Õ“À“√ (epithelial cells)

À≈—Ëß bicarbonate ÕÕ°¡“‡æ◊ËÕª√—∫ ¿“æ pH „ÀâÕ¬Ÿàª√–¡“≥ 7 ·≈–À≈—Ëß‡¡◊Õ°∑’Ë

ª√–°Õ∫¥â«¬ phospholipid πÈ” mucin ·≈– glycoprotein ‡æ◊ËÕª°§≈ÿ¡‡¬◊ËÕ∫ÿº‘«

°√–‡æ“–Õ“À“√ ‚¥¬¡’ trefoil factor family peptide (TFFS) ‡ªìπμ—«‡æ‘Ë¡§«“¡

¿“æ∑’Ë 1 ªí®®—¬∑’Ëª°ªÑÕß‡¬◊ËÕ∫ÿº‘«°√–‡æ“–Õ“À“√
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Àπ◊¥¢Õß‡¡◊Õ°·≈–∑”„Àâ‡¡◊Õ°§ßÕ¬Ÿà‰¥â °“√À≈—Ëß¢Õß‡¡◊Õ°∂Ÿ°°√–μÿâπ‚¥¬ŒÕ√å‚¡π

gastrin, secretin, PGE2 ·≈– cholinergic agent ·μà‡¡◊Õ°®–∂Ÿ°∑”≈“¬®“°º≈

¢Õß¬“ aspirin ·≈–‡°≈◊ÕπÈ”¥’  à«π “√∑’Ë°√–μÿâπ°“√À≈—Ëß¢Õß bicarbonate ‰¥â·°à

PG °√¥„π°√–‡æ“–Õ“À“√ corticotrophin-releasing factor (CRF), melatonin,

uroguanylin ·≈– orexin A

1.2 Surface epithelial cells ‡ªìπ‡´≈≈å∑’ËÀ≈—Ëß‡¡◊Õ°, HCO3, PG, heat

shock protein, TFF ·≈– cathelicidin ‡π◊ËÕß®“°¡’ phospholipid Õ¬Ÿà∑’Ëº‘«

‡´≈≈å‡À≈à“π’È®÷ß¡’§ÿ≥ ¡∫—μ‘‡ªìπ hydrophobic

Heat shock protein π—Èπ∂Ÿ° √â“ß¢÷Èπ‡¡◊ËÕ¡’§«“¡‡§√’¬¥ ‡™àπ ¡’‰¢â ‡°‘¥

oxidative stress ·≈– “√∑’Ë¡’º≈∑”≈“¬‡´≈≈å heat shock protein π’È “¡“√∂

ªÑÕß°—π‡´≈≈å·≈–ªÑÕß°—π°“√ ≈“¬¢Õß‚ª√μ’π

 à«π Cathelicidin ·≈– β-defengine ‡ªìπ‚ª√μ’π∑’Ë¡’Àπâ“∑’ËªÑÕß°—π

°“√‡°“–μ—«¢Õß·∫§∑’‡√’¬·≈–‡æ‘Ë¡Õ—μ√“°“√À“¬¢Õß·º≈

1.3 °“√ √â“ß‡´≈≈å„À¡à®“° mucosal progenitor cells °“√∑¥·∑π‡´≈≈å

∑’Ëº‘«¢Õß°√–‡æ“–Õ“À“√®–„™â‡«≈“ 3-7 «—π ·μà®–„™â‡«≈“‡ªìπ‡¥◊Õπ„π°“√·∑π∑’Ë

‡´≈≈å∑’Ë¡’Àπâ“∑’ËÀ≈—Ëß “√μà“ßÊ  à«π°“√∑¥·∑π epithelial cells À≈—ß®“°‡°‘¥§«“¡

º‘¥ª°μ‘∑’Ëº‘«‡°‘¥¢÷Èπ‚¥¬„™â‡«≈“‡ªìππ“∑’‚¥¬°“√¢¬—∫μ—«¢Õß epithelial cells ∑’ËÕ¬Ÿà

∫√‘‡«≥§Õ¢ÕßμàÕ¡„π°√–‡æ“–Õ“À“√¢÷Èπ¡“ °“√·∫àßμ—«¢Õß progenitor cells ∂Ÿ°

§«∫§ÿ¡‚¥¬ growth factor À≈—°§◊Õ epidermal growth factor receptor (EGF-

R), transforming growth factorα (TGF-α), insulin-like growth factor-1

1.4 Alkaline tide ‡°‘¥¢÷Èπ‡π◊ËÕß®“°°“√°√–μÿâπ°“√À≈—Ëß°√¥®“°‡´≈≈å

parietal ·≈–„π¢≥–‡¥’¬«°—π°Á¡’°“√À≈—Ëß HCO3 ‡¢â“‰ª„π‡π◊ÈÕ‡¬◊ËÕ√–À«à“ß‡´≈≈å´÷Ëß

HCO3 π’È®–∂Ÿ° àß¢÷Èπ‰ª‡Àπ◊ÕμàÕ¡„π epithelial cell ·≈–‡¢â“‰ª„π™àÕß«à“ß„π°√–‡æ“–

Õ“À“√

1.5 °“√‰À≈‡«’¬π¢Õß‡≈◊Õ¥„π™—Èπ¢Õß°≈â“¡‡π◊ÈÕ À≈Õ¥‡≈◊Õ¥·¥ß®–·μ°

·¢πßÕÕ°‡ªìπÀ≈Õ¥‡≈◊Õ¥ΩÕ¬‡¢â“ Ÿà™—Èπ lamina propria ·≈–‡¢â“ Ÿà epithelial cells

„π∑’Ë ÿ¥ endothelial cells ´÷ËßÕ¬Ÿà∑’Ëºπ—ß¢ÕßÀ≈Õ¥‡≈◊Õ¥®– √â“ß “√∑’Ë¡’ƒ∑∏‘Ï¢¬“¬
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À≈Õ¥‡≈◊Õ¥ ‰¥â·°à NO ·≈– PGI2 ´÷Ëß “√ 2 ™π‘¥π’È ¡’§ÿ≥ ¡∫—μ‘„π°“√ªÑÕß°—π°“√

‡°“–μ—«¢Õß‡°≈Á¥‡≈◊Õ¥·≈–‡¡Á¥‡≈◊Õ¥¢“«∑’Ëºπ—ß¢Õß‡ âπ‡≈◊Õ¥ΩÕ¬ ‡¡◊ËÕºπ—ß¢Õß

°√–‡æ“–Õ“À“√∂Ÿ°∑”≈“¬ ®–¡’°“√‡æ‘Ë¡¢÷Èπ¢Õß°“√‰À≈‡«’¬π¢Õß‡≈◊Õ¥´÷Ëß®–æ“‡Õ“

 “√æ‘…μà“ßÊ ÕÕ°‰ª·≈–∑”„Àâ°√¥∑’Ëºà“π‡¢â“¡“„π‡´≈≈å‡®◊Õ®“ß≈ß Hydrogen sul-

fide ‡ªìπ “√Õ’°μ—«Àπ÷Ëß∑’Ë¡’§ÿ≥ ¡∫—μ‘„π°“√ªÑÕß°—πº‘«¢Õß°√–‡æ“–Õ“À“√‚¥¬°“√≈¥

TNF-α ≈¥°“√‡°“–μ—«¢Õß‡¡Á¥‡≈◊Õ¥¢“«∑’Ëºπ—ßÀ≈Õ¥‡≈◊Õ¥·≈–≈¥°“√‡°‘¥·º≈„π∑“ß

‡¥‘πÕ“À“√®“°¬“ NSAIDs

1.6 ‡ âπª√– “∑∑’Ë¡“‡≈’È¬ßºπ—ß¢Õß°√–‡æ“Õ“À“√ À≈Õ¥‡≈◊Õ¥∑’Ë¡“‡≈’È¬ß

°√–‡æ“–Õ“À“√®–∂Ÿ°§«∫§ÿ¡‚¥¬‡ âπª√– “∑´÷Ëß‡¢â“¡“„π™—Èπ lamina propria

æ√âÕ¡°—∫À≈Õ¥‡≈◊Õ¥ΩÕ¬·≈–¡“ ‘Èπ ÿ¥∑’Ë epithelial cells ‚¥¬‡ âπª√– “∑‡À≈à“π’È

 “¡“√∂√—∫√Ÿâ§«“¡‡ªìπ°√¥∑’Ëº‘«¢Õß‡´≈≈å‰¥â °“√°√–μÿâπ‡ âπª√– “∑‡À≈à“π’È®–¡’º≈

∂÷ßºπ—ß¢ÕßÀ≈Õ¥‡≈◊Õ¥·¥ß´÷Ëß§«∫§ÿ¡°“√‰À≈‡«’¬π¢Õß‡≈◊Õ¥¥â«¬

1.7 °“√ √â“ß PGE2 ·≈– PGI2 Õ¬à“ßμàÕ‡π◊ËÕß PG ¡’§ÿ≥ ¡∫—μ‘„π°“√

¬—∫¬—Èß°“√À≈—Ëß°√¥ °√–μÿâπ°“√ √â“ß‡¡◊Õ° HCO3 ·≈–°“√À≈—Ëß phospholipid ‡æ‘Ë¡

°“√‰À≈‡«’¬π¢Õß‡≈◊Õ¥·≈–°√–μÿâπ°“√√—°…“·º≈ ¬—∫¬—Èß mast cells ‡¡Á¥‡≈◊Õ¥¢“«

·≈– ‡°≈Á¥‡≈◊Õ¥‰¡à„Àâ¡“‡°“–μ‘¥∑’Ëºπ—ß¢ÕßÀ≈Õ¥‡≈◊Õ¥Õ’°¥â«¬

PG ∑”Àπâ“∑’Ëºà“π EP receptor ∑’Ë 1-4 ‚¥¬∑’Ë

EP1 receptor ®–‡æ‘Ë¡°“√À≈—Ëß¢Õß HCO3

EP2 receptor ‡æ‘Ë¡‡≈◊Õ¥‰ª‡≈’È¬ß∫√‘‡«≥∑’Ë¡’°“√∑”≈“¬¢Õßºπ—ß°√–‡æ“–

Õ“À“√·≈–≈¥°“√‡§≈◊ËÕπ‰À«¢Õß°√–‡æ“–Õ“À“√

EP3 receptor ¡’Àπâ“∑’Ë‡°’Ë¬«°—∫°“√§«∫§ÿ¡°“√À≈—Ëß°√¥

EP4 receptor ¡’Àπâ“∑’Ë§«∫§ÿ¡°“√À≈—Ëß‡¡◊Õ°

2. °“√§«∫§ÿ¡‚¥¬√–∫∫ŒÕ√å‚¡π

°“√ª°ªÑÕß‡¬◊ËÕ∫ÿº‘«°√–‡æ“–Õ“À“√∂Ÿ°§«∫§ÿ¡‚¥¬√–∫∫ª√– “∑ à«π°≈“ß

·≈–ŒÕ√å‚¡π °“√°√–μÿâπ√–∫∫ª√– “∑ vagal ®–‡æ‘Ë¡°“√À≈—Ëß¢Õß‡¡◊Õ°·≈–‡æ‘Ë¡ pH

„π‡´≈≈å °“√À≈—Ëß “√ glucocorticoid ®“°μàÕ¡À¡«°‰μ„π¢≥–∑’Ë¡’§«“¡‡§√’¬¥
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‡ªìπ à«πÀπ÷Ëß¢Õß°“√ª°ªÑÕß‡¬◊ËÕ∫ÿ°√–‡æ“–Õ“À“√ ·≈–°“√„Àâ¬“ corticosteriod

 “¡“√∂™à«¬≈¥°“√‡°‘¥·º≈„π°√–‡æ“–Õ“À“√‰¥â

 “‡Àμÿ∑’Ë∑”„Àâ‡¬◊ËÕ∫ÿ°√–‡æ“–Õ“À“√∂Ÿ°∑”≈“¬

1. NSAIDs

„π√–¬–·√°·Õ ‰æ√‘π∑”„Àâ‡°‘¥·º≈„π°√–‡æ“–Õ“À“√®“°°“√√–§“¬‡§◊Õß

∑’Ëº‘«‚¥¬μ√ß NSAIDs  à«π„À≠à¡’§«“¡‡ªìπ°√¥ÕàÕπÊ ®÷ß “¡“√∂ºà“πºπ—ß‡´≈≈å

‡¢â“‰ª¥â“π„π‰¥â §«“¡‡ªìπ°≈“ß¢Õß pH ¿“¬„π‡´≈≈å∑”„Àâ¡’°“√‡ª≈’Ë¬π ¿“æ¢Õß

NSAIDs ‰ª‡ªìπ„π√Ÿª¢Õß ionized form  – ¡Õ¬Ÿà¿“¬„π‡´≈≈å·≈–¡’º≈∑”≈“¬

‡´≈≈å‰¥â ¡’°“√∑¥≈Õßæ∫«à“ À≈—ß®“°„Àâ·Õ ‰æ√‘π¢π“¥ 650 ¡‘≈≈‘°√—¡‡ªìπ‡«≈“ 10

π“∑’ Àπ÷Ëß„π ’Ë¢Õß‡´≈≈å®–∂Ÿ°∑”≈“¬„π‡«≈“ 15-30 π“∑’ À≈—ß®“°π—Èπ®–æ∫‡≈◊Õ¥

ÕÕ°∑’Ëº‘«‡´≈≈å‚¥¬°“√ àÕß°≈âÕßμ√«®°√–‡æ“–Õ“À“√ ‡¡◊ËÕºŸâªÉ«¬‰¥â√—∫·Õ ‰æ√‘π

¢π“¥‡¥‘¡ 4 §√—Èß „π‡«≈“ 1 «—π ®–‡°‘¥·º≈„π°√–‡æ“–Õ“À“√‚¥¬‡©æ“–∫√‘‡«≥ an-

trum ‚¥¬∑’Ë‰¡à‡°‘¥‡≈◊Õ¥ÕÕ°√ÿπ·√ßÀ√◊Õ‡°‘¥°“√∑–≈ÿ¢Õß∑“ß‡¥‘πÕ“À“√

º≈¢â“ß‡§’¬ß¢Õß NSAIDs μàÕ‡¬◊ËÕ∫ÿ∑“ß‡¥‘πÕ“À“√ à«π„À≠à‡°‘¥¢÷Èπ®“°

°“√¬—∫¬—Èß°“√ √â“ß PG ‚Õ°“ ‡°‘¥·º≈„π°√–‡æ“–Õ“À“√·≈–≈”‰ â‡≈Á°æ∫‰¥âª√–¡“≥

15-30% „πºŸâªÉ«¬∑’Ë√—∫ª√–∑“π NSAIDs ∑—Ë«Ê ‰ª ·μàÀ“°√—∫ª√–∑“π¬“μàÕ‡π◊ËÕß

‡ªìπ‡«≈“ 6 ‡¥◊Õπ ®–¡’Õ—μ√“°“√‡°‘¥·º≈‡æ‘Ë¡‡ªìπ 45% ‚¥¬‡°‘¥·º≈„π°√–‡æ“–

Õ“À“√¡“°°«à“·º≈„π≈”‰ â‡≈Á° 4 ‡∑à“

°“√„™â NSAIDs μàÕ‡π◊ËÕßÀ≈—ß®“°∑’Ë‡°‘¥·º≈∑’Ë‡¬◊ËÕ∫ÿ∑“ß‡¥‘πÕ“À“√ ¬—ß¡’º≈

°√–∑∫μàÕÕ—μ√“°“√À“¬¢Õß·º≈ ·¡â®–„Àâ¬“≈¥°√¥§«∫§Ÿà‰ª¥â«¬·≈â«°Áμ“¡ À√◊Õ

·¡â·μà°“√„™â NSAIDs ™π‘¥∑’Ë¡’º≈‡©æ“–°—∫ COX-2 °Á àßº≈°√–∑∫μàÕ°“√À“¬

¢Õß·º≈¥â«¬‡™àπ°—π (μ“√“ß∑’Ë 1)

COX-1 ·≈– COX-2 μà“ß°Á‡ªìπ‡Õπ‰´¡å∑’Ë„™â„π°“√ √â“ß PG §«“¡·μ°μà“ß§◊Õ

COX-1 æ∫„πÕ«—¬«–À≈“¬™π‘¥  à«π COX-2 ‰¡àæ∫„πÕ«—¬«– à«π„À≠à·μà∂Ÿ°

°√–μÿâπ‚¥¬ growth factor ·≈– cytokines PG ∑’Ë √â“ßºà“π∑“ß COX-1 ¡’Àπâ“∑’Ë
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„π°“√ª°ªÑÕß‡¬◊ËÕ∫ÿº‘«°√–‡æ“–Õ“À“√ ¬“∑’Ë¡’º≈μàÕ COX-1 ‡™àπ indomethacin ·≈–

ibuprofen ∑”„Àâ‡°‘¥·º≈„π°√–‡æ“–Õ“À“√‚¥¬∑”„Àâª√‘¡“≥¢Õß PGE2 ≈¥≈ß

πÕ°®“°π’È¬—ß‡°’Ë¬«¢âÕß°—∫°“√¬—∫¬—Èß¢Õß oxidative phosphorylation „π mitochon-

dria °“√¬—∫¬—Èß¢Õß kinase (phosphorylating enzyme) ·≈–¡’°“√°√–μÿâπ

°√–∫«π°“√ apoptosis ·≈– “√ leukotrienes

‡¡◊ËÕ‡ª√’¬∫‡∑’¬∫√–À«à“ß°“√„™â·Õ ‰æ√‘π°—∫°“√„™â NSAIDs ™π‘¥Õ◊Ëπ·≈â«

·Õ ‰æ√‘π¡’·π«‚πâ¡„π°“√∑”≈“¬‡¬◊ËÕ∫ÿº‘«°√–‡æ“–Õ“À“√πâÕ¬°«à“ ‡π◊ËÕß®“°

·Õ ‰æ√‘πμà“ß®“° NSAIDs Õ¬à“ßÕ◊Ëπ‚¥¬ “¡“√∂°√–μÿâπ„Àâ‡°‘¥ “√ aspirin-trig-

gered lipoxin ´÷Ëß¬—∫¬—Èß°“√√«¡μ—«°—π¢Õß‡¡Á¥‡≈◊Õ¥¢“«™π‘¥ neutrophils ¬‘Ëß‰ª

°«à“π—Èπ ·Õ ‰æ√‘π¬—ß‰¡à‡æ‘Ë¡°“√‡§≈◊ËÕπ‰À«¢Õß°√–‡æ“–Õ“À“√Õ’°¥â«¬

μ“√“ß∑’Ë 1 · ¥ß°“√‡ª√’¬∫‡∑’¬∫ß“π«‘®—¬μà“ßÊ ‡°’Ë¬«°—∫º≈¢â“ß‡§’¬ß¢Õß NSAIDs μàÕ√–∫∫∑“ß‡¥‘πÕ“À“√

MUCOSA CLASS VIGOR TARGET

(n = 4,439) (n = 3,981) (n = 4,029) (n = 9,127)

Type of arthritis RA OA (73%), RA (27%) RA OA

NSAIDs 10 specified Ibuprofen 800 mg Naproxen Ibuprofen 800 mg

NSAIDs thrice daily, 500 mg thrice daily,

diclofenac 75 mg twice daily naproxen 500 mg

twice daily twice daily

Low-dose aspirin Not stated 22% Exclusion 24%

criterion

Median follow-up 6 months 9 months 9 months 12 months

Upper GI complications 1.5 1.0 1.4 1.3

(annualized incidence; %)

Upper GI clinical events 2.7 2.8 4.5 2.8

(annualized incidence; %)

OA, osteoarthritis; RA, rheumatoid arthritis
Upper GI complications include bleeding, perforation, or obstruction.
Clinical events include complications plus uncomplicated symptomatic ulcers
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2. Stress related mucosal disease (SRMD)

¡—°‡°‘¥¢÷Èπ„πºŸâªÉ«¬«‘°ƒμ ‡™àπ ºŸâªÉ«¬∑’Ë‰¥â√—∫Õÿ∫—μ‘‡ÀμÿÕ¬à“ß√ÿπ·√ß ¡’·º≈

‰ø‰À¡â‡°‘πÀπ÷Ëß„π “¡¢Õßæ◊Èπ∑’Ëº‘«Àπ—ß ‚√§„π√–∫∫ ¡Õß∑’Ë√ÿπ·√ß °“√ºà“μ—¥„À≠à

·≈–‚√§∑“ßÕ“¬ÿ√°√√¡Õ◊ËπÊ ∑’Ë√ÿπ·√ß ·μàªí®®—¬À≈—°∑’Ë∑”„Àâ‡°‘¥‡≈◊Õ¥ÕÕ°®“°

°√–‡æ“–Õ“À“√¡’ 2 ª√–°“√ ‰¥â·°à °“√„™â‡§√◊ËÕß™à«¬À“¬„®π“π‡°‘π 48 ™—Ë«‚¡ß ·≈–

§«“¡º‘¥ª°μ‘„π°“√·¢Áßμ—«¢Õß‡≈◊Õ¥ ®“°°“√ àÕß°≈âÕß°√–‡æ“–Õ“À“√„πºŸâªÉ«¬

«‘°ƒμ‡À≈à“π’Èæ∫·º≈„π°√–‡æ“–Õ“À“√ 75-100% „π 1-3 «—π·√° ·≈–æ∫≈—°…≥–

‡ªìπ®ÿ¥‡≈◊Õ¥ÕÕ°¢π“¥‡≈Á°∑—Ë«Ê ‰ª ‚¥¬æ∫¡“°∑’Ë à«πμâπ¢Õß°√–‡æ“–Õ“À“√  à«π

„À≠à¡—°¡’‡≈◊Õ¥ÕÕ°‰¡à¡“° æ∫ºŸâªÉ«¬∑’Ë¡’‡≈◊Õ¥ÕÕ°¡“°‡æ’¬ß 20%

æ¬“∏‘ ¿“æ¢Õß SRMD ‡°‘¥®“°¿“«–¢“¥‡≈◊Õ¥À√◊Õ¿“«–∑’Ë§«“¡¥—π‚≈À‘μ

μË”≈ß®π‡À≈◊Õ‡æ’¬ß 40% ¢Õß¿“«–ª°μ‘ ‡¬◊ËÕ∫ÿº‘«°√–‡æ“–Õ“À“√¬—ß∂Ÿ°∑”≈“¬Õ’°

À≈—ß®“°∑’Ë‡≈◊Õ¥°≈—∫¡“‡≈’È¬ß∑’Ë°√–‡æ“–Õ“À“√·≈â« ®“°°“√∑’Ë¡’ oxygen-free radi-

cals (´÷Ëß “¡“√∂ªÑÕß°—π‰¥â‚¥¬°“√„™â¬“ allopurinol) πÕ°®“°π’È °“√≈¥≈ß¢Õß

nitric oxide (NO) ·≈–°“√‡æ‘Ë¡¢÷Èπ¢Õß endothelin-1 ¬—ß¡’ à«π„π°“√°àÕ„Àâ‡°‘¥

SRMD ¥â«¬

3. °“√‡ ◊ËÕ¡¢Õß°√–‡æ“–Õ“À“√®“°Õ“¬ÿ

Õ“¬ÿ∑’Ë¡“°¢÷Èπ∑”„Àâ√–∫∫°“√ªÑÕß°—πμ—«¢Õß‡¬◊ËÕ∫ÿº‘«°√–‡æ“–Õ“À“√‡ ◊ËÕ¡

 ¿“æ≈ß ‡™àπ °“√≈¥≈ß¢Õß°“√À≈—Ëß‡¡◊Õ° HCO3, PG, NO ·≈–°“√≈¥≈ß¢Õß°“√

μÕ∫ πÕß¢Õß‡ âπª√– “∑μàÕ°√¥ √«¡∑—Èß°“√À“¬¢Õß·º≈°Á™â“≈ß¥â«¬

4. Portal hypertensive gastropathy

¡’º≈∑”„Àâ°“√ªÑÕß°—πμ—«¢Õß‡¬◊ËÕ∫ÿº‘«°√–‡æ“–Õ“À“√≈¥≈ß ‡π◊ËÕß®“°

ÕÕ°´‘‡®π∑’Ë‰ª‡≈’È¬ß‡π◊ÈÕ‡¬◊ËÕ≈¥≈ß  “‡Àμÿ‡°‘¥®“°°“√≈¥≈ß¢Õß¢π“¥À≈Õ¥‡≈◊Õ¥ 3.5

‡∑à“¢Õß¢π“¥À≈Õ¥‡≈◊Õ¥ª°μ‘ ∑”„Àâ°“√À“¬¢Õß·º≈™â“≈ß¥â«¬ „πºŸâªÉ«¬∑’Ë¥◊Ë¡

·Õ≈°ÕŒÕ≈åæ∫«à“¡’°“√ √â“ßÀ≈Õ¥‡≈◊Õ¥„À¡à≈¥≈ß 10 ‡∑à“ ‡¡◊ËÕ‡∑’¬∫°—∫ºŸâªÉ«¬∑’Ë‰¡à



58 ®ÿ≈ “√ ¡“§¡·æ∑¬å√–∫∫∑“ß‡¥‘πÕ“À“√·Ààßª√–‡∑»‰∑¬, °√°Æ“§¡- ‘ßÀ“§¡ 2555

¥◊Ë¡·Õ≈°ÕŒÕ≈å

°“√ªÑÕß°—π°“√∑”≈“¬‡¬◊ËÕ∫ÿ°√–‡æ“–Õ“À“√®“° “‡Àμÿμà“ßÊ

 “√ PG ®–ªÑÕß°—π°“√‡°‘¥·º≈„π°√–‡æ“–Õ“À“√®“° NSAID ‡°≈◊ÕπÈ”¥’

πÈ”√âÕπ ·Õ≈°ÕŒÕ≈å °√¥ ¥à“ß ·≈–¬—ß “¡“√∂ªÑÕß°—π°“√∂Ÿ°∑”≈“¬„πÕ«—¬«–Õ¬à“ß

Õ◊Ëπ‰¥âÕ’° ‰¥â·°à μ—∫ μ—∫ÕàÕπ ‰μ À≈Õ¥‡≈◊Õ¥ À—«„®  “√Õ◊Ëπ∑’Ë¡’º≈ªÑÕß°—π°“√‡°‘¥

·º≈°√–‡æ“–Õ“À“√ ‰¥â·°à sucralfate ¬“ antacid ∑’Ë¡’ à«πº ¡¢Õß aluminum

·≈–¬“ rebamipide °“√ √â“ß “√ PG ®–¡“°¢÷Èπ‡¡◊ËÕ¥◊Ë¡·Õ≈°ÕŒÕ≈åÀ√◊Õ‰¥â√—∫ “√

capsaicin ‚¥¬ºà“π°“√°√–μÿâπ EP-1 receptor ·μà°√–∫«π°“√π’È®–∂Ÿ°¢—¥¢«“ß‚¥¬

NSAIDs

°“√ªÑÕß°—π°“√‡°‘¥·º≈„π∑“ß‡¥‘πÕ“À“√∑’Ë‡°‘¥®“° NSAID

¡’°“√«‘®—¬æ∫«à“°“√„™â¬“ misoprostol, H2RA À√◊Õ PPI √à«¡°—∫ NSAIDs

·≈–°“√„™â COX2-selective inhibitors (COXIBs) ≈¥°“√‡°‘¥·º≈„π∑“ß‡¥‘π

Õ“À“√∑’Ë‡°‘¥®“° NSAIDs ‰¥â (μ“√“ß∑’Ë 2)

ºŸâªÉ«¬°≈ÿà¡∑’Ë¡’§«“¡‡ ’Ë¬ß∑’Ë®–‡°‘¥ªí≠À“®“° NSAIDs ‰¥â·°à ºŸâªÉ«¬∑’Ë

¡’Õ“¬ÿ¡“°°«à“ 65 ªï ºŸâªÉ«¬∑’Ë‡§¬¡’‡≈◊Õ¥ÕÕ°„π√–∫∫∑“ß‡¥‘πÕ“À“√¡“°àÕπ ‰¥â√—∫¬“

μ“√“ß∑’Ë 2 ß“π«‘®—¬‡ª√’¬∫‡∑’¬∫°“√„™â¬“μà“ßÊ „π°“√ªÑÕß°—π°“√‡°‘¥·º≈„π∑“ß‡¥‘πÕ“À“√∑’Ë‡°‘¥

®“° NSAIDs

Gastric ulcer Duodenal ulcer

Misoprostol cotherapy 0.26(0.17-0.39) 0.47(0.33-0.69)

H2RA (standard dose) cotherapy 0.73(0.50-1.09) 0.36(0.18-0.74)

H2RA (double dose) cotherapy 0.44(0.26-0.74) 0.26(0.11-0.65)

PPI cotherapy 0.40(0.32-0.51) 0.19(0.09-0.37)

COX-2 selective inhibitor 0.21(0.18-0.25) 0.34(0.25-0.45)

Relative risk (95% CI) of traditional NSAIDS + medical cotherapy or of COX-2 selective inhibitors vs
traditional NSAIDs alone
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corticosteroid À√◊Õ¬“μâ“π°“√·¢Áßμ—«¢Õß‡≈◊Õ¥√à«¡¥â«¬ ºŸâªÉ«¬‡À≈à“π’È§«√‰¥â

√—∫°“√ªÑÕß°—π°“√‡°‘¥·º≈®“° NSAIDs ‚¥¬

1. „™â¬“√à«¡°—π°—∫ NSAIDs

1.1 Misoprostol

‡ªìπ “√ —ß‡§√“–Àå∑’Ë‡À¡◊Õπ°—∫ PGE1 ¡’ à«π„π°“√‡æ‘Ë¡ PG „πºπ—ß

°√–‡æ“–Õ“À“√ ®“°°“√«‘®—¬æ∫«à“º≈„π°“√ªÑÕß°—π°“√‡°‘¥·º≈„π∑“ß‡¥‘πÕ“À“√

‡æ‘Ë¡¢÷Èπ‡¡◊ËÕ‡æ‘Ë¡¢π“¥ misoprostol ®“° 400 ‡ªìπ 800 ‰¡‚§√°√—¡

°“√„™â misoprostol ‰¥âº≈¥’„π°“√ªÑÕß°—π°“√‡°‘¥·º≈„π°√–‡æ“–

Õ“À“√¡“°°«à“°“√„™â H2RA ·μà‰¡àμà“ß°—∫ H2RA „π°“√ªÑÕß°—π°“√‡°‘¥·º≈„π

≈”‰ â‡≈Á° ¢âÕ‡ ’¬¢Õß misoprostol §◊Õ¡’º≈¢â“ß‡§’¬ß‰¥â·°à ∑âÕß‡ ’¬·≈–∑âÕßÕ◊¥

1.2 ¬“μâ“π H2-receptor

®“°°“√»÷°…“æ∫«à“ H2RA ‰¡à “¡“√∂ªÑÕß°—π°“√‡°‘¥·º≈°√–‡æ“–

Õ“À“√®“° NSAIDs ·μàªÑÕß°—π°“√‡°‘¥·º≈„π≈”‰ â‡≈Á°‰¥â Õ¬à“ß‰√°Áμ“¡ ∂â“„Àâ H2RA

„π¢π“¥‡æ‘Ë¡‡ªìπ 2 ‡∑à“ °Á®– “¡“√∂ªÑÕß°—π°“√‡°‘¥·º≈„π°√–‡æ“–Õ“À“√®“° NSIAD

‰¥â‡™àπ°—π

1.3 PPI

 “¡“√∂™à«¬≈¥°“√‡°‘¥·º≈„π°√–‡æ“–Õ“À“√·≈–≈”‰ â‡≈Á°‰¥â ·≈–¡’

ª√– ‘∑∏‘¿“æ¥’°«à“ misoprostol „π°“√ªÑÕß°—π°“√‡°‘¥·º≈„π≈”‰ â‡≈Á°∑’Ë‡°‘¥®“°

NSAID ·μà∂â“„Àâ misoprostol „π¢π“¥ Ÿß §◊Õ 200 ‰¡‚§√°√—¡ «—π≈– 4 §√—Èß ®–¡’

º≈„π°“√ªÑÕß°—π°“√‡°‘¥·º≈°“√–‡æ“–Õ“À“√¥’°«à“ PPI

2. °“√„™â¬“„π°≈ÿà¡ COXIBs

°“√„™â¬“„π°≈ÿà¡π’È “¡“√∂≈¥°“√‡°‘¥·º≈„π°√–‡æ“–Õ“À“√·≈–≈”‰ â‡≈Á°‰¥â

‡¡◊ËÕ‡∑’¬∫°—∫°“√„™â NSAIDs ∑—Ë«‰ª ¬°‡«âπ diclofenac ´÷Ëß‰¡àæ∫‡≈◊Õ¥ÕÕ°√ÿπ·√ß

®“°·º≈ Õ“®‡π◊ËÕß®“° diclofenac ¡’§ÿ≥ ¡∫—μ‘μâ“π‡°≈Á¥‡≈◊Õ¥πâÕ¬ (μ“√“ß∑’Ë 3)

ºŸâªÉ«¬∑’Ë‡§¬¡’ª√–«—μ‘‡≈◊Õ¥ÕÕ°„π∑“ß‡¥‘πÕ“À“√ À√◊Õ¡’ªí®®—¬‡ ’Ë¬ß¥—ß°≈à“«

¢â“ßμâπÀ≈“¬¢âÕ ®—¥«à“¡’§«“¡‡ ’Ë¬ß Ÿß¡“°∑’Ë®–‡°‘¥Õ“°“√·∑√°´âÕπ®“°·º≈„π∑“ß

‡¥‘πÕ“À“√ §«√‰¥â√—∫¬“ COXIBs √à«¡°—∫ PPI
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μ“√“ß∑’Ë 3 º≈¢â“ß‡§’¬ßμàÕ√–∫∫∑“ß‡¥‘πÕ“À“√ à«πμâπ‡¡◊ËÕ„™â COXIBs ‡ª√’¬∫‡∑’¬∫°—∫ NSAIDs ∑—Ë«‰ª

CLASS VIGOR TARGET SUCCESS MEDAL

(n = 3,981) (n = 4,029) (n = 9,127) (n = 13,274) (n = 34,701)

Type of OA (73%), RA OA OA OA (72%),

arthritis RA (27%) RA (28%)

COXIBs Celecoxib 400 Rofecoxib 50 Lumiracoxib Celecoxib 100, Etoricoxib 60,

mg twice daily mg daily 400 mg daily 200 mg twice daily 90 mg daily

Traditional Ibuprofen 800 Naproxen Ibuprofen 800 Naproxen 500 Diclofenac 50

NSAIDs mg 3 times daily, 500 mg mg 3 times daily, mg twice daily, mg 3 times

diclofenac 75 mg twice daily naproxen 500 mg diclofenac 50 mg daily, 75 mg

twice daily twice daily twice daily twice daily

Low-dose 22% Exclusion 24% 7% 33%

aspirin use criterion

PPI use Exclusion Exclusion Exclusion Exclusion 40%

criterion criterion criterion criterion

Median 9 months 9 months 12 months 12 weeks mean 18

follow-up months

Upper GI complications

RR (95% CI) 0.77 0.43 0.34 0.14 0.91

(0.41-1.46) (0.24-0.78) (0.22-0.52) (0.03-0.69) (0.67-1.24)

NNT - 128(1year) 120(1year) 714(12weeks) -

Upper GI clinical events

RR (95% CI) 0.66 0.46 0.46 0.50 0.69

(0.45-0.98) (0.33-0.64) (0.36-0.60) (0.26-0.96) (0.57-0.83)

NNT 111(1year) 41(1year) 64(1year) 476(12weeks) 333(1year)

Clinical events include complications plus uncomplicated symptomatic ulcers
NNT, number-needed-to-treat (at specific time period based on individual study)
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°“√ªÑÕß°—π°“√‡°‘¥ SRMD

®“°°“√«‘®—¬æ∫«à“°“√„™â H2RA ‰¥âº≈¥’°«à“ sucralfate „π°“√ªÑÕß°—π°“√

‡°‘¥ SRMD ‚¥¬‰¡àæ∫Õ—μ√“°“√‡°‘¥ªÕ¥Õ—°‡ ∫®“°°“√„™â‡§√◊ËÕß™à«¬À“¬„®‡æ‘Ë¡

¡“°¢÷Èπ °“√‡√‘Ë¡„ÀâÕ“À“√∑“ßª“°Õ¬à“ß√«¥‡√Á«‡ªìπªí®®—¬ ”§—≠Õ’°ª√–°“√Àπ÷Ëß„π

°“√≈¥Õ—μ√“°“√‡°‘¥‡≈◊Õ¥ÕÕ°„π∑“ß‡¥‘πÕ“À“√ °“√„Àâ PPI  “¡“√∂≈¥‡≈◊Õ¥ÕÕ°

„π∑“ß‡¥‘πÕ“À“√™π‘¥√ÿπ·√ß‰¥â ·μà ”À√—∫ misoprostol ¬—ß‰¡à¡’À≈—°∞“π∑“ß°“√

«‘®—¬‡°’Ë¬«°—∫°“√„™â¬“π’È„π°“√ªÑÕß°—π°“√‡°‘¥ SRMD

°“√æ—≤π“Õß§å§«“¡√Ÿâ „πÕπ“§μ

®“°§«“¡√Ÿâ∑—ÈßÀ¡¥„π‡√◊ËÕß¥—ß°≈à“«¢â“ßμâπ®–°àÕ„Àâ‡°‘¥

1. °“√æ—≤π“„π à«π¢Õß¬“ ‰¡à«à“®–‡ªìπ No-NSAID, H2s-NSAID ·≈–

phosphatidylcholine-NSAID

2. °“√·∫àß·¬°ª√–‡¿∑ºŸâªÉ«¬∑’Ë¡’§«“¡‡ ’Ë¬ßμàÕ°“√„™â¬“π’È

3. ¢¬“¬º≈§«“¡√Ÿâ‰ª„™âª√–‚¬™πå°—∫Õ«—¬«–Õ◊Ëπ ‡™àπ PEG2 „π°“√ª°ªÑÕß

μ—∫ μ—∫ÕàÕπ °≈â“¡‡π◊ÈÕÀ—«„®

4. °“√»÷°…“«‘®—¬‡°’Ë¬«°—∫°≈‰°°“√ªÑÕß°—π√–¥—∫‡´≈≈å

‡Õ° “√Õâ“ßÕ‘ß

Laine L, Takeuchi K, Tarnawski A. Gastric mucosal defense and cytoprotection:
bench to bedside. Gastroenterology. 2008;135:41-60.
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