
PRACTICAL GASTROENTEROLOGY • JANUARY 200770

Infliximab and Acute Liver Injury
A case report of acute liver injury potentially related to
Infliximab in a 28-year-old male patient with refractory
ulcerative colitis was reported. A dose of 5 mg/kg 
was administered. Diarrhea and bleeding showed an
almost immediate noteworthy improvement. The liver
enzymes were normal at that time, but jaundice and
transaminase elevations occurred after nine days. No
liver biopsy was allowed by the patient. He was
untreated during the acute process and normalization of
transaminase and bilirubin occurred within six weeks. 

Follow-up over a six month period showed contin-
ued normalcy, even though Mesalazine and Azathio-
prine were readministered. An endoscopy showed col-
itis remission.

The hepatotoxicity immediately followed a single
infusion of Infliximab and was simultaneous to drug
maximal drug levels. The clinical course was similar
to that of acute hepatitis, leading to complete resolu-
tion after anti-TNFa withdrawal. Negative serologic
studies and imaging were noted and glucose and lipid
metabolism alterations were not found.

It was presumed that Infliximab may have exerted
a direct effect on the liver. Only one other impressibly
similar case had been reported. 

It was interpreted that this case report suggests a
possibility that Infliximab may directly induce liver
damage with a course that is similar to acute hepatitis.
The history of this patient agreed with three of the four
criteria of imputation of acute hepatitis to a drug, estab-
lished at a dedicated consensus meeting in the past.

Readers are alerted in reference to the potential
etiologic relationship of this acute hepatitis. (Ierardi E,
Valle ND, Nacchiero MC, et al. “Infliximab Single
Administration Followed by Acute Liver Injury.” Let-
ter to the Editor, Inflammatory Bowel Diseases, 2006;
Vol. 12, 1089-1090.)

Fluticasone for Pediatric Eosinophilic Esophagitis
A randomized, double-blind, placebo-controlled trial of
swallowed Fluticasone Propionate (FP) was carried out
in pediatric patients with active eosinophilic esophagi-
tis. Thirty-six patients were randomly assigned to
receive either 880 µg of FP (21 patients) or placebo (15
patients), divided twice daily for three months. The pri-

mary end point was histologic remission, defined by a
peak eosinophil count of less than one eosinophil in all
400 times in both the proximal and distal esophagus. 

Fifty percent of FP-treated patients achieved histo-
logic remission, compared with 9 percent of patients
with placebo. FP decreased esophageal eosinophil lev-
els with a more pronounced effect in nonallergic indi-
viduals. Resolution of vomiting occurred more fre-
quently with FP than placebo (67 percent vs. 27 per-
cent). FP induced resolution of mucosal eosinophilia
was associated with resolution of endoscopic findings,
epithelial hyperplasia, shorter height and lighter
weight. Effective treatment with FP decreased the
number of CD 8T lymphocytes and mast cells in both
the proximal and distal esophagus.

It was concluded that swallowed FP is effective in
inducing histologic remission in eosinophilic esophagitis
with a more pronounced effect in nonallergic and
younger individuals, especially in the proximal esopha-
gus. (Konikoff MR, Noel RJ, Blanchard C, et al. “A 
Randomized, Double-Blind, Placebo-Controlled Trial 
of Fluticasone Propionate for Pediatric Eosinophilic
Esophagitis.” Gastroenterology, 2006; Vol. 131, 1381-1391). 

GERD: A Continuum, Rather than a Fixed Disease 
To study the progression or regression of GERD over
two years in a large cohort of patients (N=3,894),
under routine clinical care was carried out (ProGERD
Study). Patients with predominant heartburn, with or
without esophagitis, were recruited and classified
according to endoscopic status at baseline in Germany,
Austria and Switzerland. Nonerosive reflux disease
(NERD), erosive reflux disease (ERD-LA) grade A/B
and ERD-LA grade C/D and Barrett’s esophagus (BE)
after an initial treatment with Esomeprazole, the
patients were followed, regardless of their response.
Medical therapy or endoscopy was initiated at the dis-
cretion of their primary care physician, in line with
routine care. At two years, endoscopy with biopsy was
performed according to the protocol.

After two years, 25 percent of patients with NERD
at baseline progressed to LA, A/B and 0.6 percent to
LA C/D. A total of 1.6 percent of patients who had LA
A/B progressed to LA C/D and 61 percent regressed to
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NERD; 42 percent of patients who had LA C/D
regressed to LA A/B and 50 percent regressed to
NERD. These figures excluded patients with con-
firmed BE in baseline. 

At two years, 22 percent of patients had been off
medication for at least three months. Patients with
ERD, LA grade C/D were at greatest risk of develop-
ing BE (5.8 percent), compared with 1.4 percent for
ERD, LA grade A/B and 0.5 percent for NERD. 

It was concluded that GERD does not need to be a
categorical disease. Progression and regression
between grades was observed in this large cohort of
patients under routine clinical care. (LaBenz J, Nocon
M, Lind T, Leodolter A, Jaspersen D, et al. “Prospec-
tive Follow-up Data from The Pro-GERD Study Sug-
gest That GERD is not a Categorial Disease.” Amer J
Gastroenterol, 2006; Vol. 101, 2457-2462.)

PEG Interferon Treatment for HBV Nonresponders 
As part of a global randomized controlled trial, inves-
tigation was carried out as to the efficacy (loss of
HBeAg) at the end of follow-up with PEG Interferon
Alfa-2B (PEG IFNa 2b) patients who failed to respond
to previous courses of standard Interferon (IFN) or
Lamivudine. 

A total of 76 previous nonresponders were ana-
lyzed. Thirty-seven were nonresponders to standard
Interferon. Seventeen were nonresponders to Lamivu-
dine and 22 were nonresponders to both. All patients
received a 52 week course of 100 µg of PEG-IFNa 2b
weekly, combined with either 100mg of Lamivudine
daily or a placebo. After therapy, patients were fol-
lowed for 26 weeks. 

Thirty-five percent nonresponders to previous
IFN, 29 percent nonresponders to Lamivudine and 22
percent nonresponders to both responded to treatment
with PEG IFNa 2b. No difference in response was
found for those treated with that alone or in combina-
tion with Lamivudine. Nonresponders to prior IFN
therapy with baseline ALT greater than four times the
upper limits of normal responded better to that than
those with ALT levels less than four times the upper
limits of normal. 

PEG IFNa 2b is effective in approximately one-
third of patients who failed to respond to previous

treatment with standard Interferon or Lamivudine.
High serum ALT levels at baseline was the best pre-
dictor for response in these patients. (Flink H, Hansen
B, Heathcote EJ, et al for the HBV 99-01 Study Group.
“Successful Treatment With PEG Interferon Alfa-2B
of HBeAg-Positive HBV-Nonresponders to Standard
Interferon or Lamivudine.” Amer J Gastroenterol,
2006, Vol. 101, 2523-2529.)

Endoscopic Ultrasound With Needle Aspiration
for Pancreatic Masses 
Endoscopic ultrasound fine needle aspirate (EUS-
FNA) of pancreatic masses remain inconclusive in a
subset of patients. The role of molecular analysis in
this context is studied. Patients with benign pancreatic
masses (six cases, four autoimmune pancreatitis, two
focal chronic pancreatitis and malignant pancreatic
masses (15) with inconclusive psychology (5 cases)
and positive cytology (10 controls) were selected. All
cases had definitive pathology. Representative cells
were microdissected from each EUS-FNA sample and
subjected to PCR for analysis of 16 microsatellite
allele loss markers. Loss of heterozygosity analysis
used fluorescent capillary electrophoresis for quantita-
tive determination of allelic imbalance and k-rAS-2
point mutation analysis was also performed. Mean
fractional mutation rate (FMR) was calculated and
compared for each group. 

All malignant cases carried multiple mutation,
regardless of positive cytology or suspicious cytology.
Five of the six benign cases carried no mutation,
whereas one case of autoimmune pancreatitis and
coexisting PanIN lesions exhibit a k-rAS mutation. 

Broad panel microsatellite loss and k-rAS point
mutation analysis can be reliably performed on EUS-
FNA samples from pancreatic masses and improves the
diagnostic accuracy. Furthermore, it accurately differen-
tiates between malignant and benign pancreatic masses.
(Khalid A, Nodit L, Zahid M, et al. “Endoscopic Ultra-
sound Fine Needle Aspirate DNA Analysis to Differen-
tiate Malignant and Benign Pancreatic Masses.” Amer J
Gastroenterol, 2006, Vol. 101, 2493-2500.)
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