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sucrase-isomaltase deficiency. It is tempting to postulate
that it represents a genetically determined condition, which
was unmasked by an episode of gastroenteritis. The alter-
native that it may represent a truly acquired condition pos-
sibly, precipitated by an enteric infection, has also to be
considered.
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ABSTRACT

Bromfenac sodium (Duract) is a phenylacetic acid-derived
nonsteroidal anti-inflammatory agent introduced in the
United States in 1997 and withdrawn in 1998. We describe
the first case of fulminant hepatic failure associated with this
agent treated successfully with liver transplantation. Simi-
larities to hepatotoxicity with related agents is discussed.
(Am J Gastroenterol 1999;94:2299-2301. © 1999 by Am.
Coll. of Gastroenterology)

INTRODUCTION

Bromfenac sodium (Duract) is a phenylacetic acid-derived,
nonsteroidal anti-inflammatory agent (NSAID). It was ap-
proved by the United States Food and Drug Administration
(FDA) July 15, 1997, and withdrawn by the manufacturer
June 22, 1998, after drug-associated severe hepatic injury
resulted in death or liver transplantation. We describe the
first case of fulminant hepatic failure associated with brom-
fenac sodium reported to the FDA that was treated success-
fully with liver transplantation, and discuss the similarities
of this case to liver dysfunction reported with other mem-
bers of this class of NSAIDs.

CASE REPORT

A 36-yr-old man was transferred to Vanderbilt University
Hospital with severe hepatic dysfunction. Past medical his-
tory was significant only for osteoarthritis treated with
bromfenac sodium 50 mg t.i.d. for 3 months. He was ad-
mitted to a local hospital 8 days before transfer with jaun-
dice and epigastric pain. Bromfenac was discontinued at that
time. His serum bilirubin was 11.4 mg/dl, alkaline phospha-
tase 130 U/L, AST 1805 U/L, ALT 1451 U/L, prothrombin
time 5 s prolonged, and albumin 3.0 mg/dl. Computed
tomography of the abdomen was notable for edema and
thickening of the gallbladder wall. Endoscopic retrograde
cholangiography was normal. Hepatitis B surface antigen,
and IgM antibodies to hepatitis B core antigen and hepatitis
A were not detected. Antibodies to hepatitis B surface
antigen and hepatitis C (ELISA II) were also not detected.
Continued nausea and vomiting, development of grade I-II
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encephalopathy, and scrum glucoses <55 mg/dl prompted
transfer of the patient.

The patient denied a history of significant alcohol use,
injection drug use, blood transfusion, mushroom ingestion,
or toxin exposure. He had no personal or family history of
liver disease. Vital signs were within normal limits with no
recorded fever. He was jaundiced, but withoul tatloos, cu-
taneous stigmata of chronic liver disease, or hypersensitivity
reaction. Kaiser-Fleischer rings were absent and cardiopul-
monary examination was within normal limits. The liver
was palpable just below the costal margin, but the splcen
was not. The patient was somnolent with asterixis. The
serum bilirubin had increased to 29 mg/dl and prothrombin
time was 12 s prolonged. The AST was 892 U/L, ALT 1480
U/L, and alkalinc phosphatase 144 U/L. Factor V activity
was 26%. Hematocrit was 44% with a reticulocyte count of
2.4%, and creatinine was 0.7 mg/dl.

The FDA was contacted November 25, 1997, and a Med-
Watch report was subsequently filed because of concern
regarding hepatic failure related to bromfenac. At that point,
no similar reports had been filed. The patient’s condition
continued to deteriorate and he underwent orthotopic liver
transplantation December 17, 1997, 31 days after presentation.

Pretransplant evaluation at our facility revealed no other
cause of liver disease, although repeat serological testing for
viral hepatitis was confusing. Hepatitis B surface antigen
and hepatitis C ELISA II testing were both positive at low
levels despite the absence of all other serological markers of
hepatitis B, negative DNA testing for hepatitis B (<5 pg/
ml), and negative RNA detection for hepatitis C (qualitative
polymerase chain reaction). Antinuclear and antismooth
muscle antibodies were absent. Histological examination of
the explanted liver showed hepatic necrosis and parenchy-
mal collapse with only scant fibrous tissue within the bridg-
ing necrosis consistent with severe acute injury. There was
marked subacute inflammation, cholangiolar proliferation,
and extensive bile ductular stasis with plugging. An orcein
stain was negative. One year posttransplant, the patient has
normal allograft function. Hepatitis B surface antigen and core
antibody remain negative. Testing for hepatitis C by ELISA II
and polymerase chain reaction also remain negative.

DISCUSSION

Bromfenac sodium (Duract) is a phenylacetic acid NSAID
related to diclofenac sodium (Voltaren) approved by the
FDA July 15, 1997, and withdrawn voluntarily by the man-
ufacturer June 22, 1998, after >2.5 million prescriptions for
the drug were written (1). Bromfenac sodium was approved
only for short term treatment of pain (=10 days). The
package insert reported a 15% rate of AST or ALT elevation
of up to three times the upper limit of normal (ULN) in short
term clinical trials of bromfenac including 926 patients.
Transaminase elevations of more than three times the ULN
were noted in 2.7% of patients, and elevations more than
eight times the ULN were scen in 0.4% of patients in short
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and longer term trials. The package insert advised monitor-
ing hepatic biochemistries of patients treated for >4 wk (2).

NSAIDs are among the most commonly used medications
worldwide. Liver injury does not appear to be common, but
severe hepatic injury and death have been reported sporad-
ically with many agents representing a variety of chemical
classes (3, 4). However, at least two other phenylacetic acid
derivatives, diclofenac sodium and ibufenac, cause hepatic
biochemical abnormalitics in >10% of patients, and ibufe-
nac was abandoned in the late 1960s (3). Diclofenac sodium
received atlention because of reports of severe hepatic in-
jury shortly after its introduction in the United States (5, 6).
The pattern of liver injury in our patient was similar to that
described in most patients with diclofenac-induced hepato-
toxicity. He presented with severe hepatitis that progressed
to fulminant hepatic failure without signs of hypersensitiv-
ity, had no history or histological evidence of chronic liver
disease, and no other recognizable cause of hepatitis was
identified. The common occurrence of hepatic biochemical
abnormalities after treatment with phenylacetic NSAIDs
suggests a definable mechanism of injury in some patients
that may result in hepatic failure in a rare patient.

This is the first case of fulminant hepatic failure in a
patient treated with bromfenac sodium after its approval by
the FDA. Reporting of this and other cases to the MedWaich
program caused issuance of a letter by Wyeth-Ayerst Lab-
oratories in February 1998, informing health care providers
of revised product labeling including a new boxed warning
of severe hepatitis and liver failure in patients taking brom-
fenac sodium (7). On June 22, 1998 bromfenac sodium was
withdrawn voluntarily from the market by the manufacturer
because of four liver failure-related deaths and eight liver
transplantations of patients using bromfenac sodium, most
for longer than the recommended length of time (1).

We believe that this case illustrates why health care
providers should exercise caution when prescribing new
medications, especially if the drug has recognized organ
toxicity and there are efficacious alternatives. This case also
emphasizes the need for gastroenterologists to be vigilant
for cases of gastrointestinal and hepatic injury that may be
related to new medications, and the importance of reporting
these cases to the MedWatch program.
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Disease: A Premalignant State for
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ABSTRACT

We report a 74-yr-old woman with Crohn’s disease and
acute pancreatitis who, 3 yr after resolution of the latter,
developed cystadenocarcinoma of the pancreas. No drug,
toxin, or other etiologies including contiguous duodenal
involvement were identified as responsible for the pancre-
atitis, suggesting that pancreatitis was an extraintestinal
manifestation of her Crohn’s disease. Could Crohn’s-asso-
ciated pancreatitis be a premalignant state for cystadenocar-
cinoma of the pancreas? (Am J Gastroenterol 1999;94:
2301-2302. © 1999 by Am. Coll. of Gastroenterology)

INTRODUCTION

The association between pancreatitis and Crohn’s disease
has been increasingly recognized (1-3). In several studies,
pancreatitis as an extraluminal manifestation of Crohn’s
disease itself was the only explanation. We report the first
case of Crohn’s-related pancreatitis without contiguous du-
odenal involvement and with subsequent development of
cystadenocarcinoma of the pancreas.

CASE REPORT

A 74-yr-old white woman of Hungarian descent was admit-
ted in 1987 to the hospital with intermittent melena and
black stool. Her past medical history included mitral valve
prolapse, ulerine prolapse, chronic urinary tract infections,
bilateral carotid disease, and bilaleral subtotal thyroidec-
tomy for benign nodules, and 15 years of “irritable bowel
syndrome.” Esophagogastroscopy, sigmoidoscopy, and sub-
sequent colonoscopy were all negative. Enteroclysis showed
extensive ileitis, ulcerations, and pseudopolyposis consis-
tent with Crohn’s disease.
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In March 1988 she was readmitted for anemia, weakness,
and fatigue. Biopsics of colonic mucosa were negative for
inflammation. Subsequent CT of the abdomen and pelvis
demonstraled a thickened wall and narrowed lumen of the
terminal ileum consistent with inflammatory bowel discase.
A small focal abnormality was found in the liver consistent
with a small hemangioma. The pancreas was normal.

In Junc 1988, the patient underwent a resection of 31 cm
of the terminal ileum with a 5-cm-long segment of attached
cecum because of persistent debility. The pathology report
described extensive ulcerations and pseudopolyp formation
with a small fistula into the mesentery. A follow-up small
bowel series in October 1989 showed no evidence of recur-
rence. A colonoscopy performed in July 1991 revealed
normal colonic mucosa. The patient remained asymptomatic
and off all medications.

In March of 1994, while not taking any medications, the
patient developed abdominal pain and underwent ultra-
sonography of the abdomen. A focal lesion on right lobe of
liver was found to be consistent with small hemangioma and
dilatation of the pancreatic duct with no discrete mass in the
pancreas. The pancreatic body was slightly heterogeneous,
consistent with pancreatitis. Her amylase level was 188
(24-97 normal), her white blood cells 13,600 with 90%
polymorphonuclears, hemoglobin 12.7, hematocrit 38.0,
and platelets 231. Serum amylase fell to 346 (normal 34—
122), lipase 130 (normal < 60), total bilirubin 0.8, albumin
3.3, alkaline phosphatase 58, AST 18, ALT 18, CPK 45,
LDH 154, and calcium 8&.8.

A computed tomography scan of the abdomen and pelvis
was consistent with the clinical history of pancreatitis. No
biliary tract stones or disease were identified. A suggestion
of possible duodenal wall thickening was believed to be
secondary to the surrounding peripancreatic inflammation.
The pancreatitis resolved shortly afterward, and the patient
was discharged 6 days later with an amylase level of 44. The
patient continued to remain asymptomatic with normal amy-
lase levels until June 1997, when she noted weight loss and

Figure 1. CT scan of abdomen demonstrating 6 X 3-cm mass on
the head of the pancreas.
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