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OVERVIEW

Introduction
Etodolac is a nonsteroidal antiinflammatory drug (NSAID) that is available by prescription only and is used long 
term for therapy of chronic arthritis and short term for acute pain. Etodolac has been linked to rare instances of 
clinically apparent drug induced liver disease.

Background
Etodolac (e toe' doe lak) belongs to the acetic acid derivative class of NSAIDs similar to diclofenac, sulindac, 
ketorolac and indomethacin. Like other NSAIDs, etodolac is a potent cyclo-oxygenase (Cox-1 and -2) inhibitor 
which blocks the formation of prostaglandins that are important in pain and inflammatory pathways. It has 
analgesic as well as antipyretic and antiinflammatory activity. Etodolac was approved in the United States in 
1991 and is available by prescription only. Currently more than 3 million prescriptions are filled yearly. Current 
indications include treatment of osteoarthritis and rheumatoid arthritis and for short term treatment of acute 
pain. Etodolac is available as capsules or tablets in doses of 200, 300, 400 and 500 mg generically and under the 
trade name Lodine. Extended release formulations of 400, 500 and 600 mg are also available for once or twice 
daily dosing. The recommended dose is 400 to 1200 mg in 2 to 4 divided doses daily, based upon response and 
tolerance. Like other NSAIDs, etodolac is generally well tolerated, but side effects can include headache, 
dizziness, somnolence, dyspepsia, nausea, abdominal discomfort, heartburn, diarrhea, peripheral edema, 
pruritus and hypersensitivity reactions.

Hepatotoxicity
Prospective studies show that 1% to 2% of patients taking etodolac experience at least transient serum 
aminotransferase elevations. These may resolve even with drug continuation. Marked aminotransferase 
elevations (>3 fold elevated) occur in <1% of patients. Clinically apparent liver injury with jaundice from 
etodolac is rare but several convincing cases have been published. The latency to onset ranged a few days to 
several months and the pattern of enzyme elevations has been described as cholestatic, hepatocellular and 
mixed. Perhaps the most typical presentation is with jaundice 3 to 6 months after starting etodolac with a mixed 
or hepatocellular pattern of injury, and fairly rapid recovery on stopping. Immunoallergic and autoimmune 
features are uncommon. These features are also typical of diclofenac hepatotoxicity. Several cases of fatal acute 
liver failure in patients taking etodolac have been described, some of which demonstrate a pattern of hyperacute 
hepatic necrosis resembling acetaminophen overdose or acute hepatic ischemia. Interestingly, etodolac causes a 
false positive reaction on dipstick testing for bilirubin in urine.

Likelihood score: C (probable rare cause clinically apparent liver injury).



Mechanism of Injury
The mechanism of etodolac hepatotoxicity is not known, but likely to be due to an idiosyncratic reaction to an 
intermediate of its metabolism. Etodolac is extensively metabolized by the liver.

Outcome and Management
Severity ranges from asymptomatic elevations in serum aminotransferase levels, to symptomatic hepatitis with 
or without jaundice. A single fatal case has been described. Patients with etodolac induced clinically apparent 
liver injury should avoid other acetic acid derivatives such as sulindac, diclofenac, ketorolac, tolmetin and 
indomethacin.

Drug Class: Nonsteroidal Antiinflammatory Drugs

CASE REPORTS

Case 1. Acute hepatitis attributed to etodolac.
[Modified from Schmeltzer PA, Kosinski AS, Kleiner DE, Hoofnagle JH, Stolz A, Fontana RJ, Russo MW; Drug-
Induced Liver Injury Network (DILIN). Liver injury from nonsteroidal anti-inflammatory drugs in the United 
States. Liver Int 2016; 36: 603-9. PubMed Citation]

A 55 old year woman developed anorexia followed by skin rash 7 months after starting etodolac (400 mg twice 
daily) for osteoarthritis. She stopped the etodolac, but went on to develop dark urine and jaundice. She had no 
history of liver disease, alcohol abuse, risk factors for viral hepatitis or drug allergieis. Her other medical 
conditions included hypothyroidism for which she took levothyroxine and reactive airway disease for which she 
had taken montelukast daily for several years. She also took multivitamins, but denied exposure to other over-
the-counter or herbal products. On examination, she had an erythematous rash over the thorax, but no fever or 
lymphadenopathy, and no signs of chronic liver disease. Laboratory tests showed total serum bilirubin of 4.0 
mg/dL, ALT 661 U/L, AST 501 U/L, alkaline phosphatase 128 U/L and albumin 4.0 g/dL. Tests for hepatitis A, B, 
C (including HCV RNA) and E were negative as were ANA and SMA. An abdominal ultrasound showed 
gallstones, but no evidence of biliary obstruction. She was monitored as an outpatient and improved rapidly. Her 
symptoms resolved within one month and all liver tests were normal within two months of the initial 
presentation (Table). She did not restart etodolac.

Key Points

Medication: Etodolac

Pattern: Hepatocellular (R=19.3)

Severity: 2+ (jaundiced but not hospitalized)

Latency: 7 months

Recovery: 7 weeks

Other medications: Montelukast, levothyroxine, multivitamins

Laboratory Values

Time After Starting Time After Stopping ALT (U/L) Alk P (U/L) Bilirubin (mg/dL) Other

7 months 14 days 661 128 4.0 Ultrasound normal

21 days 327 102 2.7

30 days 114 87 1.6 Asymptomatic
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Table continued from previous page.

8 months 37 days 56 66 1.3

44 days 35 58 1.4

51 days 27 58 0.8

10 months 3 months 16 54 0.8

18 months 12 months 22 46 0.8

Normal Values <65 <136 <1.2

Comment
This woman developed a mild, but clinically apparent acute hepatitis 7 months after starting daily etodolac 
therapy for osteoarthritis. Immunoallergic features were present (rash), but not prominent (eosinophil counts 
were not available). Other causes of acute hepatitis were excluded. Montelukast can cause acute liver injury, but 
she had been on this medication for several years. Rechallenge with motelukast with careful monitoring would 
have been appropriate.

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Etodolac – Generic, Lodine®

DRUG CLASS

Nonsteroidal Antiinflammatory Drugs

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE
DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE

Etodolac 41340-25-4 C17-H21-N-O3
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