
Prevacid® NapraPAC™ Approved by 
FDA for Patients Taking NSAIDS for the 
Treatment of Arthritis Who are at Risk 
for Recurrent Gastric Ulcers
The U.S. Food and Drug Administration (FDA)
approved Prevacid® N a p r a PAC™ (lansoprazole
delayed-release capsules and naproxen tablets kit) a
first of its kind combination package containing two
widely used medications in one prescription.

“Naprosyn, like most NSAIDs, is very effective at
relieving pain associated with artritis, but has been rec-
ognized as being associated with serious gastrointesti-
nal side effects, like stomach ulcers,” said A. Mark
Fendrick, MD, associate professor of Internal Medi-
cine in the School of Medicine at the University of
Michigan Health System. “Prevacid NapraPac repre-
sents an easy-to-use option in one prescription for
arthritis patients who must take anti-inflammatory
agents to relieve their pain, but who also need to
reduce the risk of recurrence of stomach ulcers.”

A monthly course of Prevacid NapraPAC is sup-
plied in weekly blister cards which indicate which pills
to take on which days.

Boston Scientific Announces Medicare 
Reimbursement Code for Enteryx® Procedure
Boston Scientific Corporation News announced that its
Enteryx technology for the treatment of gastroesophageal
reflux disease (GERD) symptoms has been recognized for
payment under Medicare’s hospital outpatient payment
system effective January 1, 2004. The news came as part
of the 2004 update for hospital outpatient services
announced by the Centers for Medicare and Medicaid Ser-
vices (CMS). According to CMS, hospitals will be able to
report the Enteryx device under a newly assigned code.

“ We’re excited by CMS’ decision to quickly address
the needs of the patient population,” said Steve Moreci,
Boston Scientific Senior Vice President and Group Pres-
ident, Endosurg e r y. “For the millions of people suff e r i n g
from the symptoms of GERD, access to a full spectrum
of treatment options, including an endoscopic option such
as Enteryx, is critical.” 

The Enteryx procedure involves injecting a patented
liquid polymer into the lower esophageal sphincter (LES)

that solidifies into a sponge-like permanent implant. The
implant helps to prevent or reduce reflux of gastric acid
into the esophagus. The procedure employs existing
endoscopic techniques and is performed under conscious
sedation by therapeutic endoscopists on an outpatient
basis. Unlike daily drug therapy that treats only the symp-
toms of GERD, the Enteryx procedure is designed to pro-
vide relief by changing the compliance of the gastroe-
sophageal junction, thus addressing the underlying
mechanical cause of the disease—LES dysfunction. 

FDA Approves Pegasys® (Peginterferon alfa-2a)
Pre-filled Syringes for the Treatment 
of Hepatitis C
The U.S. Food and Drug Administration (FDA) has
approved pre-filled syringes of Pegasys® ( P e g i n t e r f e r o n
alfa-2a) for the treatment of chronic hepatitis C. 

Roche expects Pegasys pre-filled syringes to be
available in pharmacies by the end of January 2004. Pre-
filled syringes will be packaged four per box. Pegasys is
currently available in vials as a pre-mixed solution.

“ Taking a medication by self-injection can be chal-
lenging for some people,” said Dr. David Bernstein,
Director of Hepatology, North Shore University Hospital.
“Reducing the number of steps involved can make the
process less intimidating for patients and reduce the risk
of errors.”

For more information on the Roche pharmaceuticals
business in the United States, visit the company’s web
site at: http://www. r o c h e u s a . c o m
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Colonoscopy in Acute Diverticular Bleeding
A diagnosis of definite or presumptive diverticular
bleeding was made in 78 patients with a mean age of
78 years. Twelve (15 percent) had active bleeding or
stigmata. Colonoscopies were performed. A mean of
18± hours after admission, the association between a
definite diagnosis of acute diverticular bleeding and
the timing of colonoscopy was not significant.

It was concluded that no significant association is
apparent between the timing of colonoscopy after
admission and encountering active bleeding or non-
bleeding stigmata. Based on these observations, urgent
colonoscopy for these patients does not seem advanta-
geous. (Smoot RL, Gostout CJ, Rajan E, et al. “Is
Early Colonoscopy After Admission For Acute Diver-
ticular Bleeding Needed?” Amer J Gastro e n t e ro l ,
2003; Vol, 98, 1996-1999.)

NAFLD In Patients With Hepatitis C 
and Metabolic Syndrome
A retrospective analysis of 3,826 biopsies was per-
formed to compare the prevalence of Non-Alcoholic
Fatty Liver Disease (NAFLD) in those with HCV ver-
sus that in other liver diseases, such as hepatitis B, pri-
mary biliary cirrhosis and alpha-1 antitrypsin defi-
ciency. Patients with HCV and NAFLD were also
compared with an age and gender-matched control
group with HCV and less than 5 percent hepatic steato-
sis. The prevalence of NAFLD in patients with HCV
was similar to that in hepatitis B, primary biliary cir-
rhosis or alpha-1 antitrypsin deficiency. The risk of
having NAFLD in patients with HCV correlated with
body weight. Compared with a control group with
HCV alone, patients that also had NAFLD were likely
to be heavier, diabetic, hypertensive and hypertriglyc-
eridemic.

The HCV viral load, genotype distribution, liver
enzymes, liver functions, ferritin levels were compara-
ble across the study groups. Those with combined
HCV and NAFLD were more likely to have advanced
fibrosis (bridging fibrosis or cirrhosis), 26 percent ver-
sus 53 percent. Weight, diabetes and cytological bal-
looning were independent predictors of advanced
fibrosis in those with HCV and NAFLD.

It was concluded that the presence of NAFLD in
patients with HCV is strongly associated with features
of metabolic syndrome and is a risk factor for
advanced fibrosis. (Sanyal AJ, Contos MJ, Sterling
RK, et al. “Nonalcoholic Fatty Liver Disease in
Patients With Hepatitis C is Associated With Features
of Metabolic Syndrome.” Amer J Gastroenterol, 2003;
Vol. 98, 2064-2071.)

NASH—A Clinical Histopathologic Study 
Of Natural History
A total of 22 patients were evaluated from a
histopathologic database covering 1985 to 2001 with
nonalcoholic fatty liver disease. Patients in a clinic
with NASH on biopsy greater than one year prior were
also identified. All patients were evaluated and clinical
data obtained in clinic.

The repeated biopsies were carried out over a
mean of 5.7 years after the first biopsy. Nine were
women, nine had diabetes, 11 had hypertension, 14
had hyperlipidemia. The mean body mass index was
33.8 kg/m2. The mean age was 50.6 years (33 to 64
years). Ten patients (45%) had fibrosis grade I or II
and two patients had bridging fibrosis or cirrhosis
(stage III or IV) on the first biopsy. Seven (32%) had
increases in fibrosis score. Four patients (18%) had
decreases in fibrosis score. The percentage of patients
with stage III to IV increased from 9 percent to 18 per-
cent. In two patients, the degree progressed rapidly
(fibrosis scores from I to III in 1 to 4 years and from II
to IV in 2 to 6 years). Only serum AST at last biopsy
correlated with histologic change, being higher in
those with disease progression. Three patients pro-
gressed from steatosis to steatohepatitis with fibrosis.

It was concluded that NASH has a variable histo-
logic course. One-third of patients have fibrosis pro-
gression and one-third have rapid progression to
advanced fibrosis. Histologic progression correlated
with higher serum AST, but no other clinical factors.
Steatosis alone may progress to NASH with fibrosis.
(Harrison SA, Torgerson S, Hayashi PH. “The Natural
History of Non-Alcoholic Fatty Liver Disease: A Clin-
ical Histopathologic Study.” Amer J Gastroenterol,
2003, Vol. 98, 2042-2047.)
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Ethnicity in Hepatitis C-Related Hepatoma
Retrospective surveys were conducted at liver trans-
plantation centers in the United States, reviewing the
charts of all patients with hepatocellular carcinoma
seen at their institution for the two year period between
July, 1997 and June, 1999, providing information
about the racial and ethnic distribution of cases and
their serologic status with regard to hepatitis D and C
markers. Complete information was available in 691
patients who formed the basis of this study, comprising
59 percent of whites 14 percent blacks, 16 percent
Asian and 11 percent other racial groups.

Clear differences were seen among racial groups.
Anti-HCV positivity was the most frequent risk factor
in both blacks and whites, whereas HBsAg positivity
was the most frequent etiologic factor in Asians with
hepatocellular carcinoma.

It was concluded that HCV infection seems to be
the major risk factor for hepatocellular carcinoma in
the United States, particularly among individuals of
white and black ethnicity, whereas hepatitis B remains
the main risk factor among patients of Asian ethnicity.
(DiBisceglia AM, Lyra AC, Schwartz M, et al, for the
Liver Cancer Network. “Hepatitis C—Related Hepato-
cellular Carcinoma in the United States: Influence of
Ethnic Status.” Amer J Gastroenterol, 2003; Vol. 98,
2060-2063.)

Incidence of Dysplasia and Adenocarcinoma
in Barrett’s Esophagus
A cohort of newly-diagnosed Barrett’s esophagus
patients (BE) were studied prospectively. Endoscopic
and histologic surveillance was recommended every 2
years. Follow-up status was determined from hospital
and registry office records and telephone calls to
patients. One hundred and seventy-seven patients were
evaluated from 1987 to 1997, excluding those with
high-grade dysplasia. Follow-up was completed in 166
patients with a mean length of follow-up of 5.5 years.
Low- grade dysplasia was present initially in sixteen
patients (9.6 percent), and found during follow-up in
another 24 patients. In 75 percent of cases, low- grade
dysplasia was not confirmed on later biopsies. High-
grade dysplasia was found during surveillance in three
patients (1.8 percent), one was simultaneous adenocar-

cinoma, two with high-grade dysplasia developed ade-
nocarcinoma later. Adenocarcinoma was detected in
five male patients during surveillance. The incidence
was 1 in 220 (5 in 1,100 patient years of total follow-
up, or 1 in 183 patient years in subjects undergoing
endoscopy). Four adenocarcinoma patients died, and
one was alive with advanced stage tumor.

The mean number of endoscopies performed for
surveillance, rather than for symptoms, was 2.4 per
patient. During the follow-up years, the cohort had a
total of 528 examinations and more than 4,000 biopsies.

It was concluded that the incidence of adenocarci-
noma in Barrett’s esophagus is low, confirming recent
data from the literature confirming an overestimation
of carcinoma risk in these patients. In this patient
cohort, surveillance involved a large expendature of
effort, but did not prevent any cancer deaths. The ben-
efit of surveillance was considered to remain uncer-
tain. (Conio M, Blunch IS, Lapertos AG, et al. “Long-
Term Endoscopic Surveillance of Patients With Bar-
rett’s Esophagus Incidence of Dysplasia and Adeno-
carcinoma; A Prospective Study.” Amer J Gastroen -
terol, 2003; Vol. 98, 1931-1939.)

Step-Down From Multi-to-Single-Dose 
PPIs in GERD
One hundred seventeen patients were enrolled in a
study of consecutive patients in whom greater than sin-
gle dose PPIs had completely alleviated reflux-type
symptoms (heartburn or acid regurgitation), and these
patients were recruited through the use of pharmacy
records of PPI prescriptions. These patients were
stepped down to single dose PPI (Lansoprazole 30mg
or Omeprazole 20mg q.d.). Follow-up was continued
for six months, or until subjects reported recurrence of
reflux-type symptoms, at which point PPIs were rein-
stituted at the dose which had originally alleviated the
subject’s symptoms. 79.5% did not report recurrent
symptoms of heartburn or acid regurgitation during the
six months after step-down to a single dose PPI. Logis-
tic regression revealed that longer duration of PPI use
before study enrollment was associated with greater
likelihood of symptom recurrence with step-down.

(continued on page 82)
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Although quality of life was not significantly
altered, dyspepsia, including reflux-type symptoms
increased. Overall costs of management were reduced.

It was concluded that the majority of patients ren-
dered asymptomatic on greater than single dose PPI
might be subsequently stepped down to single dose
therapy without recurrence of reflux symptoms. This
intervention was concluded to potentially decrease
management costs without adversely affecting quality
of life. (Inadomi J, McIntyre L, Bernard L, Fendrick
AM. “Step-Down From Multiple to Single-Dose Pro-
ton Pump Inhibitors (PPIs): A Prospective Study of
Patients With Heartburn or Acid Regurgitation Com-
pletely Relieved With PPIs.” Amer J Gastroenterol,
2003; Vol. 98, 1940-1944.)

Bacterial Gastroenteritis and Functional 
Gastrointestinal Disorders
A prospective community-based, case-controlled
study of patients with proven bacterial gastroenteritis
and controls was carried out on 500 cases and 705 con-
trols, with functional gastrointestinal diagnosis evalu-
ated with the use of self-completed Rome II modular
questionnaires administered at baseline, 3 and 6
months. Subjects with prior diagnoses were excluded,
and the primary end point was the presence of one of
three specific functional gastrointestinal disorders at
six months. Of the 500 cases, only 121 cases and 219
community controls who consented were eligible.

At six months, 108 cases and 206 controls returned
a questionnaire. Functional gastrointestinal diagnoses
were diagnosed in more cases than controls, with IBS
diagnosed in 18 cases and 4 controls, functional diar-
rhea in 6 cases, and no controls. Functional dyspepsia
was uncommon in both cases and controls. Similar
findings were found at 3 months, with 29 percent of
cases and 2.9 percent of controls having a functional
gastrointestinal disorder.

It was concluded that symptoms consistent with
irritable bowel syndrome and functional diarrhea
occur more frequently in people after bacterial gas-
troenteritis, compared with controls, even after careful
exclusion of people with preexisting functional disor-
ders. The frequency was similar at 3 and 6 months.

The findings support the existence of post-infectious
irritable bowel syndrome and give an accurate estimate
of its frequency. (Parry S, Stanfield R, Jelley E, et al.
“Does Bacterial Gastroenteritis Predispose People to
Functional Gastrointestinal Disorders?—A Prospec-
tive Community-Based, Case-Controlled Study. ”
Amer J Gastroenterol, 2003; Vol. 98, 1970-1975.)

Endoscopic Treatment of 
Bleeding Gastric Varices
Forty-four patients were enrolled for endoscopic
cyanoacrylate therapy, performed for therapy of gas-
tric varices, performed until variceal occlusion was
achieved. Rebleeding was assessed at 72 hours, 6
weeks and one year. Survival was assessed at 3 months
and one year and cost analysis was performed. Thirty-
seven patients had cirrhosis and 7 had noncirrhotic
portal hypertension. In cirrhotic patients, rebleeding
was seen in two of 37 (5 percent) at 72 hours, one of
30 at 6 weeks and five of 28 at one year. Survival with-
out shunt at 3 months was 30 of 34 (88 percent), and
one year was 24 of 31 (77 percent) . In noncirrhotic
portal hypertensive patients, bleeding was seen in 2 of
7 (29 percent) at 72 hours, and these patients received
definitive therapy after diagnosis. Mortality and costs
were substantially higher in the cyanoacrylate group,
and the odds of death in this group were higher than
with the treated group. The cost-effective ratio was in
favor of the cyanoacrylate group, believed to be a
result largely from avoidance of shunt interventions. 

It was concluded that cyanoacrylate treatment of
gastric varices is safe, clinically effective and cost-eff e c-
tive. (Greenwald BD, Caldwell SH, Hespenagide EE, et
al. “N-2-Butyl-Cyanoacrylate For Bleeding Gastric
Varices: A United States Pilot Study and Cost Analysis.”
American J Gastro e n t e ro l , 2003; Vol. 98, 1982-1988.)

Endoscopic Enteryx in GERD
A prospective, multicenter international trial of 85
well-controlled GERD patients receiving PPI therapy
and undergoing Enteryx implantation under fluoro-
scopic visualization without general anesthesia was
reported. The patients were discharged within two to 4

(continued from page 80)
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hours post procedure and were judged to be treatment
responders if PPI dosage was decreased by 50 percent
or more.

Follow-up evaluations were conducted at 1, 3, 6
and 12 months, and included medication usage, symp-
toms, quality of life, endoscopy, pH monitoring,
manometry and documentation of adverse effects. At
12 months, 80.3 percent of 81 evaluable patients were
treatment responders. Of the responders, 87.7 percent
completely discontinued proton pump inhibitors and
12.3 percent reduced dosage by 50 or more percent.
Both GERD, heartburn and regurgitation symptom
scores significantly improved at 12 months, compared
with baseline. There was significant reduction in
median, supine, upright and total percent time of
esophageal exposure to a pH of less than 4. Endoscop-
ically-assessed esophagitis grades were unchanged. No
serious adverse events were encountered. Transient ret-
rosternal chest pain was experienced by 91.8 percent of
patients. This was seldom severe and was typically suc-
cessfully managed with prescription pain medications.

It was concluded that Enteryx implantation allows
most patients to discontinue PPI therapy, improve their
symptoms and reduces esophageal acid exposure. The
effects of implantation are long-lasting and morbidity
is transient and considered minimal. The procedure
requires basic endoscopic skills and seems to provide
a useful option in the effective clinical management of
GERD.

Additional note in reference to adverse effects
showed that pain was severe in 5.1 percent and
resolved within 14 days in 83 percent of patients. Dys-
phagia was mild to moderate in 20 percent of patients,
beginning 1 to 4 days after implantation, and resolved
within two weeks in half of those patients. Empiric
dilatation was used in one patient. (Johnson DA, Ganz
R, Aisenberd J, et al. “Endoscopic Implantation of
Enteryx For Treatment of GERD: 12-Month Results of
a Prospective, Multicenter Trial.” Amer J Gastroen -
terol, 2003; Vol. 98, 1921-1930.)

Colon Single-Stripe Sign in Ischemic Colitis
Twenty-six patients with a mean age of 71 years, with
endoscopic evidence of a single linear ulcer running
along the longitudinal axis of the colon were retro-

spectively studied. Colitis etiologies were determined
in this group and in 58 consecutive patients without a
stripe, forming a colitis comparison group. The clini-
cal course and outcome in the limited groups subse-
quently were compared with those in 22 patients with
circumferentially involved ischemic colitis. The colon
single-stripe sign was equal or greater than 5 cm. in
length in all instances and isolated to a segment of the
left colon in 89 percent. Evidence of a preceding
ischemic event was noted significantly more often in
that group than in the colitis comparison group.

On blinded histopathologic examination, 75 per-
cent of the single stripe cases had microscopic evi-
dence of ischemic injury, compared with 13 percent in
the colitis comparison group. None of the colon single-
stripe patients required surgical intervention, whereas
six (27 percent) of the patients from the circumferen-
tial ischemic colitis group underwent exploration.
Nine patients in the circumferential ischemic colitis
group died, whereas there was one death in the colon
single-stripe sign group.

It was concluded that ischemia could manifest
endoscopically as the colon single-stripe sign, which
seems to characterize milder disease in the clinical
spectrum of ischemic colitis. (Zuckerman GR, Prakash
C, Merriman RB, et al. “Colon Single-Stripe Sign and
its Relationship to Ischemic Colitis.” American J Gas -
troenterol, 2003; Vol 98, 2018-2022.)

Antibiotic-Associated Hemorrhagic Colitis
Colonic biopsy specimens and a sample of colonic
fluid from 93 consecutive patients with acute colitis
were cultured on selected media for seven established
pathogens and K. oxytoca. The two  K. oxytoca strains
isolated in four patients with C. difficile-negative,
antibiotic-associated hemorrhagic colitis of this cohort
and the 105 additional K. oxytoca strains from patient
with C. difficile-negative, antibiotic-associated colitis
were compared with 2 percent of the patients with
acute colitis caused by established pathogens.

It was concluded that K. oxytoca is isolated with a
significant high rate in patients with C. difficile-
negative, antibiotic-associated hemorrhagic colitis and
cytotoxicity on HEp-2 cell culture assay was more fre-
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quent than from healthy carriers, strengthening the
hypothesis of a causative role of K. oxytoca in some of
the patients with antibiotic-associated hemorrhagic
colitis. (Beaugerie L, Metz M, Barbut F, et al, and the
Infectious Colitis Study Group. “Klebsiella Oxytoca as
an Agent of Antibiotic-Associated Hemorrhagic Coli-
tis.” Clinical Gastroenterl & Hepatol, 2003, Vol. 1,
370-376.)

Treatment of H. Pylori-Resistance
A retrospective cohort analysis of adults recruited
sequentially from a clinical practice in Anchorage,
Alaska, was carried out on 125 adults infected with H.
pylori. Medical records were reviewed for antimicro-
bial agents prescribed in the ten years before diagno-
sis. Antimicrobial susceptibility of H. pylori isolates
obtained from endoscopic gastric biopsy was deter-
mined by using Agar dilution. Cure was determined by
using the urea breath test two months after antimicro-
bial treatment.

Thirty percent were found to have H. pylori iso-
lates, resistant to clarithromycin and 66 percent were
found to have H. pylori isolates resistant to metronida-
zole. Resistance to clarithromycin was associated with
previous use of any macrolide antibiotic, and resis-
tance to metronidazole was associated with previous
use of metronidazole.

Among 53 persons treated with clarithromycin-
based regimens, treatment failed in 77 percent of those
carrying clarithromycin-resistant H. pylori, and 13
percent of those with clarithromycin-susceptible
strains.

It was concluded that previous use of macrolides
and metronidazole is associated with H. pylori-resis-
tant to those antimicrobial agents, clarithromycin
resistance associated with a greater risk for failure with

clarithromycin-based treatments. (McMahon BJ, Hen-
nessy TW, et al. “The Relationship Among Previous
Antimicrobial Use, Antimicrobial Resistance And
Treatment Outcomes For Helicobacter Pylori Infec-
tions.” Ann Int Med, 2003; Vol. 139, 463-469.)
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