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A 69-year-old woman with acute
diarrhea

≥—∞æ√  π√‡»√…∞«≥‘™¬å
√—ß √√§å  ƒ°…åπ‘¡‘µ√

 “¢“«‘™“‚√§√–∫∫∑“ß‡¥‘πÕ“À“√ ¿“§«‘™“Õ“¬ÿ√»“ µ√å
§≥–·æ∑¬»“ µ√å ®ÿÃ“≈ß°√≥å¡À“«‘∑¬“≈—¬

Interhospital Conference

ºŸâªÉ«¬À≠‘ß‰∑¬§Ÿà Õ“¬ÿ 69 ªï ‰¡à‰¥âª√–°Õ∫Õ“™’æ ¿Ÿ¡‘≈”‡π“ ®.°√ ÿß‡∑æœ
CC: ∑âÕß‡ ’¬¡“ 7 «—π
PI: 3  —ª¥“Àå PTA ª«¥‡¢à“¢â“ß´â“¬ ∫«¡‡≈Á°πâÕ¬ ‰¡à·¥ß ‡¥‘π·≈â«ª«¥¡“°¢÷Èπ
‰¡à¡’‰¢â ‰¡à¡’º◊Ëπ ¡“µ√«®∑’Ë§≈‘π‘°‚√§¢âÕ‰¥â¬“ Sulindac (200 mg) 1 tab po bid pc
Õ“°“√ª«¥‡¢à“∑ ÿ‡≈“≈ß

7 «—π PTA  ‰¢âµË”Ê ∂à“¬Õÿ®®“√–‡À≈«‡ªìππÈ” ’πÈ”µ“≈ ‰¡à¡’°“° ‰¡à¡’¡Ÿ°‡≈◊Õ¥
«—π≈– 2 §√—Èß ∂à“¬§√—Èß≈– 1 ·°â«πÈ” ∂à“¬‡À≈«‰¡à —¡æ—π∏å°—∫¡◊ÈÕÕ“À“√ ∂à“¬∑—Èß°≈“ß
«—π°≈“ß§◊π ª«¥¡«π∑âÕßπâÕ¬‡ªìπæ—°Ê ‡∫◊ËÕÕ“À“√ √—∫ª√–∑“π‰¥âπâÕ¬ §≈◊Ëπ‰ â·µà
‰¡àÕ“‡®’¬π ÕàÕπ‡æ≈ ’¬ µàÕ¡“‡√ ‘ Ë¡¡’Õ“°“√  —∫ π ∂“¡µÕ∫√Ÿâ‡√◊ ËÕß·µà®–‡ª≈ ’ Ë¬π‰ªæŸ¥
‡√◊ËÕßÕ◊Ëπ æŸ¥¡“° °≈“ß§◊π‰¡àπÕπ ‰¡à¡’Õ“°“√·¢π¢“ÕàÕπ·√ß

4 «—π PTA ≠“µ‘æ“‰ªµ√«®·≈–‰¥â√ —∫°“√√ —°…“‡ªìπºŸâªÉ«¬„π∑ ’ Ë‚√ßæ¬“∫“≈
‡Õ°™π ‰¥â∑”°“√µ√«®∑“ßÀâÕßªØ‘∫—µ‘°“√‡∫◊ÈÕßµâπ æ∫ CBC: Hb 12.1 g/dL, Hct
36.1%, MCV 91.4 fL, RDW 12.6 WBC 4,770/mm3 (N 60%, L 7%, M 3%, Eo
2%, band 28%) Platelet 124,000/mm3; BUN 52.1 mg/dL, Cr 1.55 mg/dL;
LFTs: TB/DB 1.75/1.49 mg/dL, AST/ALT 168/247 U/L, Alkaline phos-
phatase 67 U/L, albumin/globulin 3.6/2.3 g/dL; Na 143 mEq/L, K 3.4
mEq/L, Cl 103 mEq/L, CO2 25.7 mEq/L; ESR 61 mm/hr



13A 69-year-old woman with acute diarrhea

√–À«à“ßÕ¬Ÿà∑’Ë‚√ßæ¬“∫“≈·Ààßπ—Èπ ‰¥â√—∫°“√«‘π‘®©—¬·≈–°“√√—°…“¥—ßπ’È
1) Acute confusion; SLE with cerebritis to be ruled out (‰¡à‰¥â∑”

CT/MRI brain À√◊Õ lumbar puncture) ‰¥â√—∫°“√√—°…“¥â«¬ dexamethasone 5
mg ‡¢â“∑“ßÀ≈Õ¥‡≈◊Õ¥¥”«—π≈–§√—Èß ‡ªìπ‡«≈“ 2 «—π ·≈â«‡ª≈’Ë¬π‡ªìπ dexametha-
sone 5 mg ‡¢â“∑“ßÀ≈Õ¥‡≈◊Õ¥¥”∑ ÿ° 6 ™—Ë«‚¡ß „π«—π∑’Ë “¡ À≈—ß®“°π—Èπ ‰¥â meth-
ylprednisolone 1 g ‡¢â“∑“ßÀ≈Õ¥‡≈◊Õ¥¥”«—π≈–§√—Èß „π«—π∑’Ë ’Ë πÕ°®“°π’È¬—ß‰¥â¬“
haldol, zyprexa ·≈– seroquel

2) Sepsis ‰¥â√—∫°“√√—°…“¥â«¬ ertapenem 1 g ‡¢â“∑“ßÀ≈Õ¥‡≈◊Õ¥¥”«—π
≈–§√—Èß ‡ªìπ‡«≈“ 2 «—π ·≈â«®÷ß‡ª≈’Ë¬π‡ªìπ cefditoren √—∫ª√–∑“π 2 ‡¡Á¥ «—π≈– 2
§√—Èß „π«—π∑’Ë “¡·≈– ’Ë

3) Left knee arthritis; gout to be ruled out ‰¥â√—∫°“√√—°…“¥â«¬ colchi-
cine (0.6 mg) 1 ‡¡Á¥ «—π≈– 2 §√—Èß ‡ªìπ‡«≈“ 2 «—π

2 «—π PTA √–À«à“ßπÕπÕ¬Ÿà‚√ßæ¬“∫“≈ Õ“°“√∂à“¬‡À≈«‡ªìπ¡“°¢÷Èπ ∂à“¬«—π
≈– 4-5 §√—Èß ≈—°…≥–Õÿ®®“√–‡ªìπ ’πÈ”µ“≈ ∫“ß§√—Èß¡’ ’‡¢’¬«ªπ ∂à“¬Õÿ®®“√–§√—Èß
Àπ÷Ëß‡µÁ¡ºâ“ÕâÕ¡ ª«¥¡«π∫√‘‡«≥∑âÕßπâÕ¬ ∫“ß§√—Èß¡’Õ“°“√ª«¥‡∫àß √ Ÿâ ÷°‡À¡◊Õπ
∂à“¬‰¡à ÿ¥ ‰¡à¡’‰¢â ∑âÕßÕ◊¥¢÷Èπ‡≈Á°πâÕ¬ ≠“µ‘¢Õ¬â“¬¡“√—°…“µàÕ∑’Ë‚√ßæ¬“∫“≈®ÿÃ“≈ß°√≥å
PH: §«“¡¥—π‚≈À‘µ Ÿß¡“ 7 ªï

SLE «‘π‘®©—¬‡¡◊ËÕ 13 ªï°àÕπ ¡“¥â«¬Õ“°“√‰¢â polyarthritis (MCP, PIP,
wrist, left knee, right. MTP), ANA >1:640 (speckle type), anti-dsDNA
positive, pancytopenia, questionable AIHA ‰¥â√—∫°“√√—°…“¥â«¬ predniso-
lone ·≈– hydroxychloroquine ‡ªìπ‡«≈“ 1 ªï§√÷Ëß®π‡¢â“  Ÿà√–¬– ß∫¢Õß‚√§

Myoma uteri S/P TAH with BSO ‡¡◊ËÕ 20 ªï°àÕπ
Hashimoto thyroiditis S/P subtotal thyroidectomy ‡¡◊ËÕ 40 ªï°àÕπ

Current medications:
amlodipine (5 mg) 1 tab OD
HCTZ (50 mg) 0.5 tab OD
prenolol (50 mg) 1 tab OD
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folic acid (5 mg) 1 tab OD
hydroxychloroquine (200 mg) 1 tab OD

Personal History:
‰¡à¥◊Ë¡ ÿ√“ ‰¡à Ÿ∫∫ÿÀ√’Ë

PE: V/S: BT 37oC, PR 100/min, RR 22/min, BP 150/80 mm Hg
GA: An elderly Thai female, good consciousness, talkative
HEENT: not pale, no jaundice, no oral ulcer

no cervical lymphadenopathy
previous surgical scar at lower neck

Heart: normal S1S2, no murmur
Lung: normal breath sound, no adventitious sound
Abdomen: mild distension, surgical scar at mid-lower abdomen

active bowel sound, soft, not tender
liver and spleen not palpable, liver span 8 cm
splenic dullness - negative
no shifting dullness

Extremities: no pitting edema
slightly warm at left knee without swelling or limit
ROM
no chronic liver stigmata

Skin: erythematous popular rash with satellite lesions at
perianal area and buttock

PR: greenish watery stool, loose sphincter tone, no rectal
shelf

Neurological examination:
E4M6V5, disorientated to place but orientated to time
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and person, attention deficit, loss of remote and re-
call memory
cranial nerves - grossly intact
motor gr 4/5 all, no pronator drift
distal myoclonus - positive
DTR 2+ all
Babinskiûs test - plantar flexion, Clonus - negative
stiffneck - negative

°“√µ√«®∑“ßÀâÕßªØ‘∫—µ‘°“√
CBC: Hb 10.9 g/dL, Hct 31.8%, MCV 92.4 fL, RDW 12.5%, WBC 7,600/

mm3 (N 87.5%, L 9.6%, M 2.9%), platelets 188,000/mm3

BUN 22 mg/dL, Cr 0.9 mg/dL
Na 138 mEq/L, K 3.9 mEq/L, Cl 108 mEq/L, CO2 12 mEq/L
LFT: TB 0.61 mg/dL, DB 0.44 mg/dL, AST 54 U/L, ALT 143 U/L, AP 76

U/L albumin 2.4 g/dL
UA: sp.gr. 1.015, pH 5, WBC 0-1/HPF, RBC 3-5/HPF

protein - negative, sugar - negative, ketone - negative
stool exam: WBC 0-1/HPF, RBC 1-2/HPF, parasite - not found, FOBT -

positive

 √ÿªªí≠À“¢ÕßºŸâªÉ«¬
1. Acute diarrhea with low grade fever
2. History of recent NSAIDS use
3. Underlying of SLE (in remission)
4. Acute confusional state
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Õ¿‘ª√“¬

ºŸâªÉ«¬√“¬π’È¡’ªí≠À“ acute diarrhea ´÷Ëß≈—°…≥–·≈–ª√‘¡“≥¢ÕßÕÿ®®“√–
∑”„Àâ§‘¥«à“æ¬“∏‘ ¿“æ„π√“¬π’Èπà“®–Õ¬Ÿà∑’Ë≈”‰ â‡≈Á° πÕ°®“°π’ÈºŸâªÉ«¬√“¬π’È¬—ß¡’
Õ“°“√ª«¥¡«π∫√‘‡«≥∑âÕßπâÕ¬ ª«¥‡∫àß√ Ÿâ ÷°‡À¡◊Õπ∂à“¬‰¡à  ÿ¥ ·≈– stool exam æ∫
WBC 0-1/HPF, RBC 1-2/HPF, FOBT - positive ®÷ß∑”„Àâ ß —¬«à“Õ“®®–¡’
æ¬“∏‘ ¿“æ„π≈”‰ â„À≠à¥â«¬ ‡™àπ ¿“«– colitis

 “‡Àµÿ¢Õß acute diarrhea „π√“¬π’È∑’ËÕ“®‡ªìπ‰¥â ‰¥â·°à
1) Infection ¬—ß§ß‡ªìπ‰¥â ºŸâªÉ«¬¡’‰¢â√à«¡¥â«¬ ‚¥¬Õ“®‡ªìπ®“° infection

∑’Ë GI tract ‡ÕßÀ√◊Õ‡ªìπ secondary cause ®“° systemic infection ‡π◊ËÕß®“°
ºŸâªÉ«¬¡’ª√–«—µ‘¢Õß sepsis √à«¡¥â«¬

2) Antibiotic associated diarrhea ‡π◊ ËÕß®“°ºŸâªÉ«¬¡’ª√–«—µ‘‰¥â√ —∫¬“
antibiotic ¡“µ≈Õ¥

3) Drug-induced ‡π◊ËÕß®“°ºŸâªÉ«¬¡’ª√–«—µ‘∑“π¬“°≈ ÿà¡ NSAIDs
(Sulindac) ´÷Ëß “¡“√∂∑”„Àâ‡°‘¥Õ“°“√∑ âÕß‡  ’¬®“°º≈¢â“ß‡§’¬ß¢Õß¬“‰¥â πÕ°®“°
π’ÈºŸâªÉ«¬¬—ß‰¥â√—∫¬“ colchicine 1.2 mg/d π“π 2 «—π√–À«à“ß∑’Ë admit Õ¬Ÿà∑’Ë‚√ß
æ¬“∫“≈‡Õ°™π ´÷ËßÕ“®¡’ à«π∑”„ÀâÕ“°“√∑âÕß‡ ’¬‡ªìπ¡“°¢÷Èπ‰¥â

4) SLE ‡Õß „π√“¬π’È§‘¥∂÷ßπâÕ¬ ‡π◊ËÕß®“° “‡Àµÿ¢Õß∑âÕß‡ ’¬„π SLE
‚¥¬∑—Ë«‰ª¡—°‡ªìπ®“° malabsorption ·≈– protein-losing enteropathy ´÷Ëß‰¡à
‡À¡◊Õπ„πºŸâªÉ«¬√“¬π’È πÕ°®“°π’È‚√§ SLE ¢ÕßºŸâªÉ«¬√“¬π’ÈÕ¬Ÿà„π¿“«– remission
¡“ª√–¡“≥ 10 ªï ·≈–„π¢≥–π’È¬—ß‰¡àæ∫ organ Õ◊Ëπ∑’Ë ß —¬¡’¿“«– active SLE
√à«¡¥â«¬ πÕ°®“°Õ“°“√ª«¥‡¢à“∑’Ë‰¡à„™à arthritis  à«π GI involvement Õ◊ËπÊ ¢Õß
SLE ‰¥â·°à ¿“«–≈”‰  â¢“¥‡≈◊Õ¥®“° mesenteric vasculitis ¿“«– intestinal
pseudo-obstruction µ—∫ÕàÕπÕ—°‡ ∫‡©’¬∫æ≈—π °Á‰¡àæ∫„πºŸâªÉ«¬√“¬π’È

√–À«à“ß∑’ËºŸâªÉ«¬‰¥â√—∫°“√√—°…“Õ¬Ÿà„π‚√ßæ¬“∫“≈®ÿÃ“≈ß°√≥å ¬—ß§ß¡’‰¢âµË”Ê
ª√–¡“≥ 38oC ∂à“¬‡À≈«ª√–¡“≥«—π≈– 1-2 ≈‘µ√ ·≈–‰¥â√—∫ empirical antibiotic
‡ªìπ meropenem (‡π◊ËÕß®“°ºŸâªÉ«¬¡’ª√–«—µ‘Õ¬Ÿà‚√ßæ¬“∫“≈Õ◊Ëπ¡“°àÕπ ·≈–‰¥â√—∫ ste-
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roid √–À«à“ß™à«ß∑’ËπÕπ‚√ßæ¬“∫“≈)
º≈µ√«®∑“ßÀâÕßªØ‘∫—µ‘°“√‡æ‘Ë¡‡µ‘¡ hemoculture: no growth; urine

culture: no growth; stool culture: negative for Salmonella, Shigella, Vibrio;
Stool agar plate for strongyloid: negative; Stool for C.difficile toxin: nega-
tive

Thyroid function tests: FT3 1.51 pg/mL (1.6-4), FT4 1.04 ng/dL
(0.8-1.8), TSH 2.86 mU/mL (0.3-4.1)

Anti-HIV: negative, CMV PCR <600 copies/mL
ANA <1:80, anti dsDNA <100, CH50 31.4 U/mL (19-40), C3 87.3

mg/dL (76-171), C4 23.9 mg/dL (10-40)
Plain abdomen (supine ·≈– upright) æ∫ generalized small bowel

dilatation ‚¥¬‰¡àæ∫≈—°…≥–∑’Ë™’È«à“®–¡’ gut obstruction ·≈–‰¡à¡’ free air (¿“æ
∑’Ë 1 A, B)

ºŸâªÉ«¬®÷ß‰¥â√—∫°“√ àÕß°≈âÕß∑“ß≈”‰ â„À≠à‡æ◊ËÕµ√«®À“§«“¡º‘¥ª°µ‘‡æ‘Ë¡‡µ‘¡
‚¥¬æ∫ diffuse swelling mucosa µ≈Õ¥ rectum ·≈– sigmoid colon ·≈–æ∫
multiple clean-based ulcers ´÷Ëß¡’¢Õ∫‡¢µ™—¥‡®π ¢π“¥µà“ßÊ °—π (0.5-2.5 cm)
∑’Ëµ”·Àπàß 20-40 cm ®“° anal verge ‚¥¬·º≈∑’Ë¡’¢π“¥„À≠à∑’Ë  ÿ¥ (1.5x2.5 cm)
Õ¬Ÿà∑ ’ Ëµ”·Àπ àß 40 cm ®“° anal verge ‰¥â∑”°“√  àÕß°≈ âÕß‰ª∂ ÷ß∫√ ‘‡«≥π ’ È‡∑ à“π — Èπ
‡π◊ËÕß®“°‡¬◊ËÕ∫ÿ≈”‰ â∫«¡¡“° (¿“æ∑’Ë 2 A-F)

‰¥â∑”°“√µ—¥™‘Èπ‡π◊ÈÕ∫√‘‡«≥¢Õ∫·º≈‡æ◊ËÕ àßµ√«®∑“ßæ¬“∏‘«‘∑¬“ æ∫ hyper-
plastic crypts and congested vessels in the edematous lamina propria
√à«¡°—∫æ∫ mild chronic inflammatory lamina propria ‚¥¬‰¡àæ∫ vasculitis
·≈–‰¡àæ∫ organism „¥Ê ®÷ß«‘π‘®©—¬‡ªìπ organized (healed) colitis. (¿“æ∑’Ë 3)

‡π◊ËÕß®“°‰¥âµ—¥ “‡ÀµÿÕ◊Ëπ ‰¥â·°à infection ·≈– antibiotic ÕÕ°·≈â« acute
diarrhea „πºŸâªÉ«¬√“¬π’Èπà“®–‡°‘¥®“° drug-induced ¡“°∑’Ë ÿ¥ ´÷ËßºŸâªÉ«¬¡’
ª√–«—µ‘√—∫ª√–∑“π¬“ sulindac (Õ¬Ÿà„π°≈ÿà¡ NSAIDs) ¡“π“π 2  —ª¥“Àå°àÕπ‡√‘Ë¡¡’
Õ“°“√∑âÕß‡ ’¬  à«π‡√◊ËÕß‰¢âµË”Ê πà“®–Õ∏‘∫“¬‰¥â®“°¿“«– inflammation ®“° gen-
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¿“æ∑’Ë 1 Plain abdomen supine (A) and upright (B) position showed generalized small
bowel dilatation
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¿“æ∑’Ë 2 (A-F) Colonoscopy demonstrated diffuse swelling mucosa along the rectum and
sigmoid colon. There were multiple clean-based ulcers with well-defined border,
varying in size (0.5-2.5 cm) at 20-40 cm from anal verge.
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eralized colitis ∑’Ëæ∫®“°°“√ àÕß°≈âÕßµ√«®≈”‰ â„À≠à
 à«π¿“«– acute confusional state „πºŸâªÉ«¬√“¬π’È §‘¥∂÷ß delirium ®“°

metabolic cause ¡“°°«à“®“° neuropsychiatric lupus erythematosus (NPLE)
‡æ√“–¡’ fluctuation ·≈– distal myoclonus ‡¥àπ √à«¡°—∫ MRI brain ·≈– º≈
°“√µ√«® CSF ®“° lumbar puncture ª°µ‘

ºŸâªÉ«¬√“¬π’È‰¥â√—∫°“√√—°…“¥â«¬°“√ß¥πÈ”·≈–Õ“À“√‡ªìπ‡«≈“ 3 «—π ‡π◊ËÕß®“°¡’
bowel ileus ®“°π — Èπ®÷ß§àÕ¬Ê ª√ —∫‡æ‘Ë¡Õ“À“√‡ªìπÕ“À“√‡À≈«·≈–Õ“À“√ÕàÕπµ“¡
≈”¥—∫ πÕ°®“°π’È ºŸâªÉ«¬¬—ß‰¥â√—∫ octreotide 200 µg/d ©’¥‡¢â“„µâº‘«Àπ—ß ‡ªìπ‡«≈“
2  —ª¥“Àå ‡æ◊ËÕ™à«¬≈¥ secretion „π≈”‰ â ·≈–≈¥°“√‡§≈◊ËÕπ‰À«¢Õß∑“ß‡¥‘πÕ“À“√
(‚¥¬§àÕ¬Ê ª√—∫≈¥¢π“¥¬“≈ß®πÀ¬ÿ¥¬“‰¥â°àÕπÕÕ°®“°‚√ßæ¬“∫“≈) ºŸâªÉ«¬¬—ß‰¥â
√—∫ mesalamine 4 gm/d ‡æ◊ËÕ≈¥°“√Õ—°‡ ∫¢Õß≈”‰ â ‚¥¬„Àâ¬“Õ¬Ÿàπ“πª√–¡“≥ 2
 —ª¥“Àå °àÕπÕÕ°®“°‚√ßæ¬“∫“≈ ºŸâªÉ«¬¡’Õ“°“√¥’¢÷Èπ¡“° ∂à“¬≈¥≈ß‡À≈◊Õ«—π≈– 2
§√—Èß À≈—ß®“°π—Èπ 1 ‡¥◊Õπ Õ“°“√°Á°≈—∫‡ªìπª°µ‘

¿“æ∑’Ë 3 (A-C) Histopathology of the colonic ulcers revealed hyperplastic crypts and con-
gested vessel in the edematous lamina propria. There was mild chronic inflamma-
tory lamina propria. Neither vasculitis nor organism was observed.
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Review

NSAID enteropathy and colopathy
Non-steroidal anti-inflammatory drugs (NSAIDs) ‡ªìπ¬“∑ ’ Ë„™â°—π

Õ¬à“ß·æ√ àÀ≈“¬„π°“√ªÑÕß°—π·≈–√ —°…“‚√§µà“ßÊ ‡™àπ inflammatory diseases,
arthritis, collagen diseases, pain, fever ·≈– ischemic cerebrovascular
disorders ‡π◊ËÕß®“°µ—«¬“¡’ƒ∑∏‘ÏÀ≈“¬¬à“ß ‰¥â·°à °“√≈¥°“√Õ—°‡ ∫ ƒ∑∏‘Ï·°âª«¥ ≈¥‰¢â
·≈–ƒ∑∏‘Ï anti-platelet functions

NSAIDs ÕÕ°ƒ∑∏ ‘ Ïºà“π°“√¬—∫¬—Èß cyclooxygenase ´÷Ëß‡ªìπ‡Õπ‰´¡å∑ ’ Ë„™â
„π°“√ —ß‡§√“–Àå prostaglandin1 πÕ°‡Àπ◊Õ®“°°√–‡æ“–Õ“À“√·≈–≈”‰ â‡≈Á° à«π
µâπ·≈â« NSAIDs ¬—ß “¡“√∂∑”„Àâ‡°‘¥º≈¢â“ß‡§’¬ßµàÕ≈”‰ â‡≈Á°·≈–≈”‰ â„À≠à‰¥â‡™àπ
‡¥’¬«°—π

NSAID enteropathy
ºŸâªÉ«¬√âÕ¬≈– 60-70 ∑’Ë‡°‘¥ NSAID-induced enteropathy π—Èπ‰¡à¡’Õ“°“√

Õ¬à“ß‰√°Áµ“¡ Õ“°“√À√◊Õ§«“¡º‘¥ª°µ‘∑’Ë‡°‘¥¢÷Èπ ¡’‰¥âµ—Èß·µà Õ“°“√‰¡à‡©æ“– ‡™àπ
‚≈À‘µ®“ß®“°°“√¢“¥∏“µÿ‡À≈Á°∑’Ë‡°‘¥®“° occult bleeding ‡≈◊Õ¥ÕÕ°„π∑“ß‡¥‘πÕ“À“√
¿“«– hypoalbuminemia ¿“«–°“√¥Ÿ¥´÷¡«‘µ“¡‘π∫’ 12 À√◊Õ°√¥πÈ”¥’∫°æ√àÕß
Õ“°“√∑âÕß‡ ’¬·≈–ª«¥∑âÕß‡©’¬∫æ≈—π

 à«π¿“«–·∑√°´âÕπÕ◊Ëπ∑’Ëæ∫‰¥âπâÕ¬°«à“ ‰¥â·°à ¿“«–‡≈◊Õ¥ÕÕ°„π∑“ß‡¥‘π
Õ“À“√Õ¬à“ß¡“° ‡°‘¥°“√∑–≈ÿ ·≈–∑“ß‡¥‘πÕ“À“√µ’∫·∫∫∑’Ë‡√’¬°«à“ diaphragm-like
strictures (´÷Ëß‡°‘¥®“°°“√¡’ submucosal fibrosis „π™—Èπ muscularis mucosae)
Õ—µ√“°“√‡°‘¥¿“«–·∑√°´âÕπ®–‡æ‘Ë¡ Ÿß¢÷Èπ„π°≈ÿà¡∑ ’ Ë„™â NSAID µ‘¥µàÕ°—π‡ªìπ‡«≈“
π“π·≈–„™â„π¢π“¥ Ÿß1,2

æ¬“∏ ‘°”‡π ‘¥¢Õß mucosal injury ®“° NSAID ∑ ’ Ë≈”‰  â‡≈ Á° ‡™ ◊ ËÕ«à“‡°‘¥
®“°°“√≈¥≈ß¢Õß intestinal mucus °“√‡°‘¥ microcirculatory disturbances
√à«¡°—∫°“√‡§≈◊ËÕπ‰À«¢Õß≈”‰ â∑’Ë‡æ‘Ë¡¢÷ÈπÕ¬à“ßº‘¥ª°µ‘ °“√‡°‘¥ nitrous oxide ®“°
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iNOS °“√‡°‘¥ inflammatory cytokines, neutrophil infiltration, reactive
oxygen species ·≈–·∫§∑’‡√’¬„π≈”‰ â‡≈Á°3 ®“°°“√»÷°…“¢Õß Watanabe ¬—ß
æ∫«à“ lipopolysaccharides (LPS)/toll-like receptor (TLR4)/ MyD88-depen-
dent signaling pathway °Á¡’∫∑∫“∑ ”§—≠„π°“√‡°‘¥æ¬“∏‘ ¿“æ„π≈”‰ â‡≈Á°4

Õ¬à“ß‰√°Áµ“¡ æ¬“∏‘°”‡π‘¥¢Õß NSAID-induced small-bowel injury
‡√‘Ë¡µâπ®“°°“√ expose ¢Õß enterocytes µàÕ NSAIDs ∑’Ë√—∫ª√–∑“π‡¢â“‰ª ∑”„Àâ
‡°‘¥°“√¬—∫¬—Èß¢Õß oxidative phosphorylation „π enterocytes ·≈–¿“«–π’È®–
exacerbate ¡“°¢÷Èπºà“π∑“ß enterohepatic circulation ¥—ßπ—Èπ¬“∑’Ë¡’ high
enterohepatic circulation ®÷ß “¡“√∂∑”„Àâ‡°‘¥ small intestinal enteropathy
‰¥â ·¡â∫√‘À“√¬“∑“ßÀ≈Õ¥‡≈◊Õ¥¥”2 „π∑“ßµ√ß°—π¢â“¡ aspirin ∑”„Àâ‡°‘¥ small-
bowel injury πâÕ¬°«à“ NSAIDs ™π‘¥Õ◊Ëπ ‡π◊ËÕß®“°ºà“π enterohepatic recircu-
lation πâÕ¬°«à“3

„πÕ¥’µ°“√«‘π‘®©—¬ NSAID-induced enteropathy „™â«‘∏’°“√µ√«® in-
testinal permeability test ´÷Ëß®–µ√«®°“√∂ Ÿ°∑”≈“¬¢Õß intestinal barrier
 “√∑’Ë„™â„π°“√µ√«®π’È®–∂Ÿ°¥Ÿ¥´÷¡‡æ’¬ß‡≈Á°πâÕ¬À“° intestinal barrier ª°µ‘ ·µà
®–∂Ÿ°¥Ÿ¥´÷¡¡“°¢÷Èπ‡¡◊ËÕ intestinal barrier ∂Ÿ°∑”≈“¬ ·≈– “√π—Èπ®–∂Ÿ°æ“‰ªºà“π
∑“ß°√–· ‡≈◊Õ¥·≈â«¢—∫ÕÕ°¡“∑“ßªí  “«– ‚¥¬°“√µ√«®®–«—¥ª√‘¡“≥¢Õß reagent
∑’Ë∂Ÿ°¢—∫ÕÕ°∑“ßªí  “«–  ”À√—∫ probes ∑’Ë„™â„π°“√«—¥ intestinal permeability
tests ‰¥â·°à polyethylene glycol, cellobiose, sugars ·≈– radionuclides ‰¥â·°à
chromium-51-labeled ethylenediaminetetraacetic acid (51Cr-EDTA) ́ ÷Ëß‡√“
 “¡“√∂µ√«®æ∫°“√‡æ‘Ë¡¢÷Èπ¢Õß intestinal permeability ‰¥â¿“¬„π 12 ™—Ë«‚¡ß
À≈ —ß∑“π¬“°≈ÿà¡ NSAIDs °“√∑¥ Õ∫™π ‘¥π ’ È  à«π„À≠ à„™â„π°“√»÷°…“∑“ß°“√«‘®—¬
¡“°°«à“

πÕ°®“°π’È¬—ß¡’°“√µ√«®«—¥ intestinal inflammation ¥â«¬ scintigra-
phy ‚¥¬„™â 111Indium-labeled neutrophils ·µà°“√µ√«®«‘∏’π’È¡’√“§“·æß·≈–
ª√–¬ÿ°µå„™â„π∑“ß§≈‘π‘°¬“° °“√µ√«® calprotectin „πÕÿ®®“√–°Á “¡“√∂µ√«®À“
¿“«–°“√Õ—°‡ ∫¢Õß≈”‰ â®“°¬“ NSAIDs ‰¥â ·µà¡’§«“¡®”‡æ“–µË”°«à“ intestinal
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permeability test1 „πÀ≈“¬ªï∑’Ëºà“π¡“‰¥â¡’°“√„™â wireless capsule endoscopy
·≈– double-balloon enteroscopy (DBE) „π°“√µ√«®æ¬“∏‘ ¿“æ∑’Ë≈”‰ â‡≈Á°
æ¬“∏‘ ¿“æ∑’Ëæ∫„π NSAID enteropathy ´÷Ëß‰¥â·°à multiple ulcers ·≈– ero-
sions π—Èπ “¡“√∂æ∫‰¥â„π “‡ÀµÿÕ◊ËπÊ ¥â«¬ ·≈–°“√µ√«®∑“ßæ¬“∏‘«‘∑¬“°Á‰¡à
 “¡“√∂∫Õ° “‡Àµÿ‰¥â™—¥‡®π °“√«‘π‘®©—¬·¬°‚√§Õ◊ËπÊ ‰¥â·°à ¿“«–°“√µ‘¥‡™◊ÈÕ °≈ ÿà¡‚√§
IBD ≈”‰ â¢“¥‡≈◊Õ¥ ≈”‰ âÕ—°‡ ∫®“°°“√©“¬√—ß ’ À≈Õ¥‡≈◊Õ¥Õ—°‡ ∫ (vasculitides)
·≈–º≈®“°¬“ ‡™àπ potassium chloride (KCl)

Õ¬à“ß‰√°Áµ“¡ çdiaphragm-like strictureé ‡ªìπ≈—°…≥–‡©æ“–¢Õß
NSAID enteropathy ́ ÷Ëß‡°‘¥®“° secondary scar reaction µ“¡À≈—ß°“√‡°‘¥·º≈
‚¥¬¡’ non-inflammatory mucosa ´÷Ëß à«π„À≠à¡—°‡ªìπ multiple strictures
‡°‘¥¢÷Èπ∑’Ë≈”‰ â‡≈Á° à«π°≈“ßÊ  à«π ileum ·≈–∑’Ë≈”‰ â„À≠à1

Maiden5 ‰¥â∫√√¬“¬æ¬“∏‘ ¿“æ∑’Ëµ√«®æ∫‰¥â®“° video capsule en-
doscopy (VCE) „π¿“«–π’È‰«â 5 Õ¬à“ß ‰¥â·°à reddened folds, denuded area,
red spots, mucosal breaks ·≈– blood  à«π Graham6 ‰¥â∫√√¬“¬‰«â 4 Õ¬à“ß
‰¥â·°à red spots, small erosions, large erosions ·≈– ulcers

Hayashi7 ‰¥â°”Àπ¥‡°≥±å°“√«‘π‘®©—¬ NSAID-induced small intes-
tinal injuries ¥—ßπ’È

1) ¡’ª√–«—µ‘¢Õß°“√„™â NSAIDs
2) Endoscopic findings æ∫ erosion ·≈–/À√◊Õ ulcer ·≈–/À√◊Õ typi-

cal diaphragm-like strictures
3) Õ“°“√·≈–Õ“°“√· ¥ß ·≈–/À√◊Õ endoscopic findings ¥’¢÷ÈπÀ≈ —ß

®“°À¬ÿ¥¬“ NSAIDs (¬°‡«âπ diaphragm disease)
4) exclude  “‡ÀµÿÕ◊Ëπ (‡™àπ malignant tumor, IBD ·≈– infectious

disease)
®“°°“√»÷°…“¢Õß Hayashi ‚¥¬„™â DBE æ∫«à“ ºŸâªÉ«¬ 16 „π 18 √“¬¡’

·º≈ ́ ÷Ëß à«π„À≠à¡’À≈“¬·º≈·≈–√Ÿª√à“ß·º≈·µ°µà“ß°—π‰ª ‚¥¬·º≈¡—°Õ¬Ÿà∑’Ë ileum
 à«πÕ’° 2 √“¬∑’Ë‡À≈◊Õæ∫ diaphragm diseases7
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Õ¬à“ß‰√°Áµ“¡ endoscopic findings ®“° balloon enteroscopy (BE) „π NSAID
enteropathy ‰¥â¡’°“√∫√√¬“¬‰«âÀ≈“°À≈“¬ ‡™àπ reddish erosions, sharply
demarcated ulcers À√◊Õ concentric stenoses ‡ªìπµâπ3 ªí®®ÿ∫—π¬—ß‰¡à¡’«‘∏’‡©æ“–
 ”À√—∫°“√ªÑÕß°—πÀ√◊Õ√—°…“¿“«– NSAID enteropathy °“√√—°…“∑’Ë¥’∑’Ë ÿ¥§◊Õ°“√
À¬ÿ¥¬“ NSAIDs °“√„™â COX-2 selective inhibitors „π√–¬– —Èπæ∫«à“‰¡à¡’º≈
µàÕ small intestinal permeability   à«π¬“Õ ◊ Ëπ∑ ’ Ë¡’°“√»÷°…“«à“Õ“®¡’º≈ªÑÕß°—π
À√◊Õ√—°…“¿“«– small intestinal damage ∑’Ë‡°‘¥®“° NSAIDs1 ‰¥â·°à

1. NO, hydrogen sulfide-releasing NSAID, ·≈– zinc-NSAID: ¡’
ƒ∑∏‘Ï vasodilation, anti-inflammation ·≈– cytoprotective actions

2. Metronidazole: ÕÕ°ƒ∑∏‘Ï‚¥¬¬—∫¬—Èß oxidative phosphorylation „π
mitochondria ¢Õß intestinal cells ≈¥ intestinal inflammation ·≈– blood
loss ∑’Ë‡°‘¥®“° NSAID ·µà‰¡à¡’º≈µàÕ intestinal permeability

3. Sulfasalazine: ≈¥¿“«– NSAID-induced inflammation ·≈– blood
loss ·µàª√–‚¬™πå¬—ß‰¡à™—¥‡®π

4. Rebamipide: ‡æ‘Ë¡ mucus °√–µÿâπ°“√º≈‘µ prostaglandin ·≈– anti-
inflammation

5. Lansoprazole: ªÑÕß°—π°“√‡°‘¥ indomethacin-induced small bowel
injury ‚¥¬ upregulating heme oxygenase-1 (HO-1) ´÷Ëß¡’ƒ∑∏‘Ï anti-inflam-
mation ·≈– anti-oxidative effects

NSAID Colopathy
NSAIDs  “¡“√∂∑”„Àâ‡°‘¥ lower GI tract injury ‰¥â·°à macroscopic

colitis (Õ“®‡ªìπ primary À√◊Õ exacerbation of preexisting IBD), collagenous
colitis, GI bleeding (variety of sources), complicated diverticular disease
(bleeding, perforation ·≈– abscess formation) ‚¥¬™π‘¥¢Õß NSAID-associ-
ated colonic damage ∑’Ëæ∫¡“°∑’Ë  ÿ¥ §◊Õ nonspecific colitis

°“√«‘π‘®©—¬ NSAID-associated colitis ¢÷Èπ°—∫ ª√–«—µ‘°“√„™â¬“ °“√µ—¥
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 “‡Àµÿ®“°°“√µ‘¥‡™◊ÈÕÕÕ°‰ª ·≈–°“√µ√«®∑“ßæ¬“∏‘«‘∑¬“ ´÷ËßÕ“°“√·≈–≈—°…≥–
∑“ßæ¬“∏‘«‘∑¬“¡’‰¥âÀ≈“°À≈“¬·≈–Õ“®§≈â“¬≈—°…≥–¢Õß ischemic colitis ‰¥â8,9

„πºŸâªÉ«¬∑’Ë„™â NSAIDs  “¡“√∂æ∫ colonic erosions, ulcers, strictures
·≈– segmental ischemic-appearing colitis ‰¥â πÕ°®“°π’È concentric
çdiaphragm-likeé strictures ¢Õß≈”‰ â„À≠à°Á “¡“√∂‡°‘¥¢÷Èπ‰¥â„πºŸâªÉ«¬∑’Ë„™â long-
term NSAIDs ‡À¡◊Õπ°—∫∑’Ëæ∫„π≈”‰ â‡≈Á°10

Õ“°“√¢ÕßºŸâªÉ«¬∑’Ë¡’ NSAID-associated colitis ‰¥â·°à ∑âÕß‡ ’¬∑’ËÕ“®¡’
À√◊Õ‰¡à¡’‡≈◊Õ¥ªπ π È”Àπ —°≈¥ ´’¥ À√◊Õª«¥∑ âÕß ·º≈∑ ’ Ë‡°‘¥¢÷ÈπÕ“®¡’‡≈◊Õ¥ÕÕ°·≈–
∑”„ÀâºŸâªÉ«¬¡“¥â«¬ frank lower GI bleeding À√◊Õ‡°‘¥ perforation ·≈–¡’ peri-
tonitis ‰¥â

°“√ àÕß°≈âÕßµ√«®≈”‰ â„À≠àÕ“®æ∫ diffuse rectal ·≈– colonic dam-
age ‚¥¬‰¡à¡’ normal mucosa ≈—°…≥–§≈â“¬ ulcerative colitis À√◊ÕÕ“®‡ªìπ
segmental lesions §≈â“¬ Crohnûs disease8

≈—°…≥–∑“ßæ¬“∏‘«‘∑¬“®–æ∫§«“¡º‘¥ª°µ‘∑’Ë‰¡à®”‡æ“– ‚¥¬¡’ chronic
inflammatory infiltrate „π™—Èπ lamina propria ´÷Ëß inflammatory cells  à«π
„À≠àÕ“®‡ªìπ eosinophils ·≈–¡’°“√‡æ‘Ë¡¢÷Èπ¢Õß apoptosis ∑’Ëµ”·Àπàß basal ¢Õß
crypts ≈—°…≥–µà“ßÊ‡À≈à“π’È “¡“√∂À“¬‰¥â‡ÕßÀ≈—ß®“°À¬ÿ¥¬“9

®“°°“√»÷°…“¬âÕπÀ≈—ß¢Õß Shibuya „πºŸâªÉ«¬ colitis 75 √“¬ ·≈–ºŸâªÉ«¬
non-colitis ∑’Ë‡ªìπ°≈ÿà¡§«∫§ÿ¡ 1,801 √“¬ æ∫«à“ „π°≈ÿà¡∑’Ë¡’ colitis ·≈–°≈ÿà¡§«∫§ÿ¡
non-colitis ¡’ºŸâªÉ«¬∑’Ë„™â long-term NSAIDs (>6 ‡¥◊Õπ) ®”π«π 20% ·≈– 12.7%
µ“¡≈”¥—∫ ·≈–¡’ºŸâªÉ«¬∑’Ë„™â short-term NSAIDs (<1  —ª¥“Àå) ®”π«π 4% ·≈–
2.1% µ“¡≈”¥—∫ §à“ adjusted OR (95% confidence interval) ¢Õß colonic
mucosal lesions „π°≈ÿà¡∑’Ë„™â NSAIDs (∑—Èß short ·≈– long term) ‡∑’¬∫°—∫
°≈ÿà¡∑’Ë‰¡à„™â NSAIDs §◊Õ 2.04 (1.16-3.61) ·µà‡¡◊ËÕ·∫àßµ“¡°≈ÿà¡∑’Ë„™â short ·≈–
long-term NSAIDs §à“ adjusted ORs §◊Õ 1.48 (0.42-5.25) ·≈– 2.21 (1.19-
4.11) µ“¡≈”¥—∫ ‡¡◊ËÕ‡∑’¬∫°—∫°≈ÿà¡∑’Ë‰¡à„™â NSAIDs ®÷ß √ ÿª«à“ °“√„™â NSAIDs
√–¬–¬“«‡æ‘Ë¡§«“¡‡ ’Ë¬ß¢Õß°“√‡°‘¥ colonic mucosal lesions ‰¥â·°à ulcer, ero-
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sion, erythema À√◊Õ bleeding (p=0.011 for trend)11
¡’√“¬ß“π°“√‡°‘¥ eosinophilic colitis „πºŸâªÉ«¬∑’Ë„™â naproxen ·≈– mefe-

namic acid ‚¥¬¡’Õ“°“√∑âÕß‡ ’¬√ ÿπ·√ß ·≈– hypersensitivity (‰¥â·°à°“√‡°‘¥º◊Ëπ
√–¥—∫ eosinophil „π‡≈◊Õ¥ Ÿß µ—∫Õ—°‡ ∫) °“√ àÕß°≈âÕß≈”‰ â„À≠àæ∫ congested
colonic mucosa ´÷Ëß‡¡◊ËÕµ√«®∑“ßæ¬“∏‘«‘∑¬“æ∫ eosinophil infiltration „π™—Èπ
mucosa

πÕ°®“°π’È¬—ß¡’√“¬ß“π°“√‡°‘¥ microscopic colitis „πºŸâªÉ«¬∑’Ë„™â NSAIDs
‚¥¬ºŸâªÉ«¬¡—°¡’Õ“°“√∑âÕß‡ ’¬‡√◊ÈÕ√—ß ª«¥∑âÕß πÈ”Àπ—°≈¥ ·≈–°“√µ√«® investiga-
tion Õ¬à“ßÕ◊Ëπ¡—°ª°µ‘

¥—ßπ—Èπ°“√«‘π‘®©—¬®÷ßµâÕßÕ“»—¬°“√µ√«®∑“ßæ¬“∏‘«‘∑¬“ ´÷Ëß®–¡’≈—°…≥–
‡©æ“– §◊Õ thickened subepithelial collagen plate (collagenous type) À√◊Õ
¡’°“√‡æ‘Ë¡¢÷Èπ¢Õß intraepithelial lymphocytes (lymphocytic type) ∫π back-
ground ¢Õß mucosal inflammation ‚¥¬∑—Èß 2 ™π‘¥¡—°®–¬—ß¡’≈—°…≥–¢Õß crypt
∑’Ëª°µ‘¥’Õ¬Ÿà (preserved crypt architecture)9

°“√„™â selective COX-2 inhibitors °Á “¡“√∂∑”„Àâ‡°‘¥ NSAIDs
colopathy ‰¥â ‚¥¬¡’√“¬ß“π°“√‡°‘¥ mild/self-limited colitis, hemorrhagic
colitis ·≈– ischemic colitis12-15

°“√√—°…“¿“«– NSAID-induced colopathy §◊Õ °“√À¬ÿ¥¬“°≈ÿà¡ NSAIDs
°“√„™â balloon dilatation Õ“®¡’ª√–‚¬™πå„π√“¬∑’Ë¡’ colonic ·≈– ileo-colonic
strictures  à«π°“√ºà“µ—¥Õ“®„™â„π√“¬∑’Ë¡’ multiple strictures À√◊Õ¡’¿“«–
·∑√° ấÕπ16

‡Õ° “√Õâ“ßÕ‘ß

1. Park SC, Chun HJ, Kang CD, Sul D. Prevention and management of non-steroi-
dal anti-inflammatory drugs-induced small intestinal injury. World J Gastroenterol.
2011;17:4647-53.

2. Leong RW, Chan FK. Drug-induced side effects affecting the gastrointestinal



30 ®ÿ≈ “√ ¡“§¡·æ∑¬å√–∫∫∑“ß‡¥‘πÕ“À“√·Ààßª√–‡∑»‰∑¬, æƒ…¿“§¡-  ‘ßÀ“§¡ 2557

tract. Expert Opin Drug Saf. 2006;5:585-92.
3. Higuchi K, Umegaki E, Watanabe T, Yoda Y, Morita E, Murano M, et al. Present

status and strategy of NSAIDs-induced small bowel injury. J Gastroenterol.
2009;44:879-88.

4. Watanabe T, Higuchi K, Kobata A, Nishio H, Tanigawa T, Shiba M, et al. Non-
steroidal anti-inflammatory drug-induced small intestinal damage is Toll-like
receptor 4 dependent. Gut. 2008;57:181-7.

5. Maiden L, Thjodleifsson B, Theodors A, Gonzalez J, Bjarnason I. A quantitative
analysis of NSAID-induced small bowel pathology by capsule enteroscopy. Gas-
troenterology. 2005;128:1172-8.

6. Graham DY. Efficient identification and evaluation of effective Helicobacter
pylori therapies. Clin Gastroenterol Hepatol. 2009;7:145-8.

7. Hayashi Y, Yamamoto H, Taguchi H, Sunada K, Miyata T, Yano T, et al. Nonste-
roidal anti-inflammatory drug-induced small-bowel lesions identified by double-
balloon endoscopy: endoscopic features of the lesions and endoscopic treat-
ments for diaphragm disease. J Gastroenterol. 2009;44 Suppl 19:57-63.

8. Ballinger A. Adverse effects of nonsteroidal anti-inflammatory drugs on the
colon. Curr Gastroenterol Rep. 2008;10:485-9.

9. Pusztaszeri MP, Genta RM, Cryer BL. Drug-induced injury in the gastrointesti-
nal tract: clinical and pathologic considerations. Nat Clin Pract Gastroenterol
Hepatol. 2007;4:442-53.

10. Kurahara K, Matsumoto T, Iida M, Honda K, Yao T, Fujishima M. Clinical and
endoscopic features of nonsteroidal anti-inflammatory drug-induced colonic ul-
cerations. Am J Gastroenterol. 2001;96:473-80.

11. Shibuya T, Ohkusa T, Yokoyama T, Harada A, Beppu K, Sakamoto N, et al.
Colonic mucosal lesions associated with long-term or short-term administration
of nonsteroidal anti-inflammatory drugs. Colorectal Dis. 2010;12:1113-21.

12. dûHalluin PN, Turlin B, Polard E, Dinasguet M, Pagenault M, Rioux N, et al.
[Selective COX-2 inhibitor-associated colitis: two case reports]. Gastroenterol
Clin Biol. 2003;27:932-5.



31A 69-year-old woman with acute diarrhea

13. Radaelli F, Feltri M, Meucci G, Spinzi G, Terruzzi V, Minoli G. Ischemic colitis
associated with rofecoxib. Dig Liver Dis. 2005;37:372-6.

14. Houmani Z, Imbert A, Duchmann JC, Messerschmitt C, Barbare JC, Latrive JP,
et al. [Acute colitis closely following the beginning of celecoxib treatment].
Gastroenterol Clin Biol. 2005;29:1294-5.

15. Rey P, Andriamanantena D, Carrere C, Casassus-Builhe D, Hamant N, Perret JL.
[Ulcerating haemorrhagic colitis induced by celecoxib]. Presse Med. 2005;34:443-
5.

16. El Hajj I, Hawchar M, Sharara A. NSAID-induced colopathy: case report and
review of the literature. J Med Liban. 2009;57:274-6.


