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Roche Reduces Cost of Combination Therapy 
for Millions of Americans Chronically Infected
with Hepatitis C
Copegus, Used in Combination with Pegasys, 
Rolls Ribavirin Cost per Milligram Back 
43 Percent to 1998 Price
Roche announced that Copegus™ (ribavirin, USP), the
medication used in combination with Pegasys® ( p e g i n-
terferon alfa-2a) for the treatment of chronic hepatitis C,
has been introduced with a list price or wholesale acqui-
sition cost that is 43 percent less per milligram than the
other available brand of ribavirin. The list price or
wholesale acquisition cost for Copegus is $5.06 per 200
mg tablet.

Pegasys and Copegus combination therapy was
approved by the U.S. Food and Drug Administration
( F.D.A.) on December 3, 2002, for adults who have
compensated liver disease and have not previously been
treated with interferon alpha. An estimated 2.7 million
Americans are chronically infected with hepatitis C.

Roche has rolled back the list price or wholesale
acquisition cost of Copegus to that of branded ribavirin
in August 1998. For patients prescribed 1200mg of rib-
avirin per day, there is a list price or wholesale acquisi-
tion cost savings with Copegus of approximately $7,600
for 48 weeks of therapy.

Pegasys is backed by the most extensive develop-
ment program ever undertaken in hepatitis C. As part of
its clinical development program, Roche conducted five
pivotal studies (three for the Pegasys monotherapy indi-
cation and two for the Pegasys and Copegus combina-
tion therapy indication). Included was a study to evalu-
ate Pegasys monotherapy in patients with cirrhosis and
a study to evaluate shorter durations of therapy and
lower doses of Copegus for patients with certain geno-
types (strains) of the hepatitis C virus.

As a result of the combination therapy study, the
following dosing regimens are recommended for
Pegasys and Copegus combination therapy:
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• Genotype 1 and 4: 48-week duration with 180 mcg
Pegasys weekly and 1000–1200 mg of Copegus daily

• Genotype 2 and 3: 24-week duration with 180 mcg
Pegasys weekly and 800mg Copegus daily

Pegasys is available as a premixed solution and
administered as a subcutaneous injection once a week.
Copegus is available as a 200 mg tablet, and is adminis-
tered orally two times a day as a split dose.

FDA Approves REMICADE® (Infliximab) for 
L o n g - Term Use in Fistulizing Crohn’s Patients
Using 8-Week Maintenance Dosing
A p p roval Follows Priority Review and Establishes
I n c reased Role for Remicade in Cro h n ’s Disease 
Maintenance 
The U.S. Food and Drug Administration (FDA) granted
marketing approval for Remicade® (infliximab) for reduc-
ing the number of draining enterocutaneous and rectovagi-
nal fistulas and for maintaining fistula closure in patients
with fistulizing Crohn’s disease (CD). The new mainte-
nance indication requires treatment every eight weeks, fol-
lowing an induction regimen in which patients receive
doses at weeks 0, 2, and 6. Up to 30 percent of the esti-
mated half-million Americans with CD have fistulas asso-
ciated with their disease. Remicade is the only biologic
drug indicated for the treatment of both CD and rheuma-
toid arthritis (RA).

“This indication further solidifies the important role
Remicade plays in the treatment of Crohn’s disease, par-
ticularly among those struggling with fistulas,” said
Jerome A. Boscia, M.D., Vice President, Clinical
Research & Development. “For many patients, R e m i-
c a d e® can reduce the number of fistulas, while poten-
tially reducing the need for hospitalizations, and there-
fore, fills a significant unmet medical need.” 

Remicade is a monoclonal antibody that specifically
t a rgets and irreversibly binds to TNF-a on the cell mem-
brane and in the blood. Overproduction of TNF-a is
believed to play a role in CD and RA, in addition to a wide
range of Immune-Mediated Inflammatory Disorders
(I.M.I.D.) in which Remicade is currently being studied.

The approval was based on a priority review of 54-
week data from the ACCENT II trial, the largest clinical
trial in fistulizing CD, which was conducted at 45 sites
in North America, Europe and Israel. The FDA grants

priority review status to products that are considered to
be a potential significant therapeutic advance over exist-
ing therapies. The objective of the study was to evaluate
the safety and efficacy of Remicade in maintaining fis-
tula closure when administered every eight weeks.  

S c h e B o®•Biotech USA announces Colorectal
Cancer Screening: New Test for Early Detection 
of Colorectal Cancer
Tumor M2-PK™ in Stool Helps to Identify 
C o l o rectal Cancer Events Even at an Early Stage
Colorectal cancer is the second cause of death from can-
cer in the United States. Yet with a timely diagnosis, the
chances of cure are over 90 percent. It usually aff e c t s
men and women between the ages of 50 to 70 and that’s
why every effort is directed at discovering the cancer at
the earliest possible stage. A test for the early diagnosis
of colorectal cancer has recently been developed by
S c h e B o®•Biotech AG. Until now, only non-specific
tests for blood in the stool could give a hint of events
related to colorectal cancer in about 30 percent of cases. 

With this new method, it’s now possible in 85 per-
cent of cases, to identify colorectal cancer events at an
early stage. The new procedure has a far higher speci-
ficity than the tests for occult blood, which have been
used until now. The crucial element is a patented pro-
cedure for determining Tumor M2-PK™ in stool sam-
ples. Tumor M2-PK™ is a decisive key enzyme for the
regulation of tumor metabolism in the human body.
Even at an early stage, it is possible to track down and
treat the “aggressor” with this new method. Pre-can-
cerous stages of colorectal cancer can also be recog-
nized after they have reached a certain size. The new
test is patient friendly and requires only a pea-sized
stool sample.

As colorectal cancer is among the most common
tumors in the industrialized countries of the We s t e r n
world, the new method is particularly suitable for can-
cer screening beginning at 45 years old and for at-risk
patients according to Mr. Charles Hrushka, President
and CEO of ScheBo®•Biotech USA, Inc. Testing for
Tumor M2-PK™, he predicts, will play a leading role in
the early detection of colorectal cancer, due to its accu-
r a c y. The test was expected to be available as a labora-
tory test in mid April 2003.

(continued from page 22)
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Hepatitis Be, Antigen-Negative, 
Hepatitis B And Interferon
One hundred and one consecutive patients were treated
with 6 million units of Interferon Alfa 2B three times
weekly for 24 months during the 68 month study.
Thirty patients (30 percent), had a sustained response
and 15 cleared serum surface antigen. Twenty-five
nonresponders, 16 relapsers and 30 who discontinued
treatment were considered treatment failures. Multi-
variate analysis predicted a sustained response for
young age and high pretreatment serum levels of IgM
anti-hepatitis B core antigen. Liver disease progressed
in none of the sustained responders, but in 16 with
treatment failure. Hepatocellular carcinoma developed
with similar frequency in both groups (7 percent). Esti-
mated 8 year complication-free survival was longer for
the 30 sustained responders than the 71 patients with
treatment failure, but 8 year patient survival was simi-
lar in the two groups. Short, complication-free survival
was predicted by failure to respond to Interferon and
high scores for liver fibrosis.

It was concluded that 24 months of treatment with
Interferon Alfa 2B led to sustained disease suppression
in a significant proportion of patients with HBeAg-
negative chronic hepatitis B. (Lampertico P, Ninno B,
Vigano M, et al. “Long-Term Suppression of Hepatitis
Be Antigen-Negative Chronic Hepatitis B By 24
Month Interferon Therapy.” Hepatology, Vol. 887, No.
4., pp. 756-763.)

Ferratin and Hepatic Fibrosis in 
Hemochromatosis 
One hundred and eighty-two  patients with phenotypi-
cally defined hemochromatosis ordered by HFE gene
testing were studied in six tertiary care referral clinics.
Liver histopathology, serum ferratin, AST and ALT
levels were measured. Multivariate logistic regression
analysis was used to examine factors associated with
cirrhosis including bridging fibrosis or unequivocal
cirrhosis on biopsy. Cirrhosis was present in 40 (22%)
of the patients in the overall group and 35 (24%) of the
C2H2Y homozygotes. Only one of 93 patients with a
serum ferratin level of less than 1,000 had cirrhosis
compared with 39 of 89 patients with serum ferratin

levels greater than 1,000. Elevated serum aminotrans-
ferase levels and serum ferratin levels greater than
1,000, but not age older than 40 years, were indepen-
dently associated with cirrhosis. The probability of cir-
rhosis was 7% among patients with serum ferratin lev-
els less than 1,000, compared with 72% with serum
ferratin levels greater than 1,000 mcg/liter after adjust-
ment for age and elevated serum liver enzyme levels.

It was concluded that patients with hemachro-
matosis and serum ferratin levels less than 1,000
mcg/liter are unlikely to have cirrhosis. Liver biopsy to
screen for cirrhosis may be unnecessary in such
patients, regardless of age or serum liver enzyme lev-
els. (Morrison ED, Brandhagen DJ, Phatek PT, et al.
“Serum Ferratin Level Predicts Advanced Hepatic
Fibrosis Among U.S. Patients with Phenotypic
Hemochromatosis.” Annals of Internal Medicine,
2003, Vol. 138, pp. 627-633.)

Severe Functional Dyspepsia
Four hundred and thirty-eight consecutive patients
diagnosed with functional dyspepsia according to
Rome 2 Criteria were evaluated and reported.The
patients presented because of severe epigastric symp-
toms and were recruited from a tertiary referral center.
Exploratory and confirmatory factor analysis of symp-
tom patterns was carried out. External validation of
these factors by the determination of their association
with physiologic and psychopathologic mechanisms
and with health-related qualities of life and sickness
behaviors, cluster analysis of the distribution in this
population was carried out. The findings did not sup-
port the existence of functional dyspepsia as a homo-
geneous condition.

A four factor model was established, according to
cluster analysis. Factor 1 was characterized by nausea,
vomiting, early satiety and weight loss. Factor 2 was
characterized by postprandial fullness and bloating.
Both factor 1 and factor 2 were associated with
delayed emptying, but only factor 1 is associated with
younger age female sex and sickness behavior. Factor
3 is characterized by pain symptoms and associated
with gastric hypersensitivity and several psychosocial

(continued on page 62)
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dimensions, including medically unexplained symp-
toms and health-related quality of life dimensions.
Factor 4 is characterized by belching and with hyper-
sensitivity, but unrelated to psychosocial dimensions.

It was concluded in a tertiary care population that
functional dyspepsia is a heterogeneous condition
characterized by four major dimensions, differentially
associated with psychopathologic and physiopatho-
logic mechanisms, multiple of which may be playing a
role in any one patient, and in a diverse manner. (Fis-
chler B, Tack J, Gught S, Shkedy D, et al. “Hetero-
geneity of Symptom Pattern, Psychosocial Factors and
Pathophysiologic Mechanisms in Severe Functional
Dyspepsia.” Gastroenterology, 2003; Vol. 124, pp.
903-910.)

Lamivudine in Hepatitis B 
Forty patients with chronic hepatitis B and hepatitis Be
antigen seroconversion following Lamivudine therapy
in previous trials were monitored after treatment to
assess the durability of serologic response. A median
of 36.6 months of follow-up monitoring was carried
out and HBeAg seroconversion was demonstrated at
the last visit by 77 percent (30 of 39 patients). In a
post-hoc analysis of slightly different populations of
all 65 patients with HBeAg seroconversion in previous
trials, the 3 year durability of HBeAg seroconversion
measured from the time immediately after discontinu-
ing Lamivudine therapy was 64 percent. Seventy-four
patients with baseline undetectable HBV DNA and
normal ALT maintained these responses at the last
visit. Eight patients initiated retreatment for reappear-
ance of HBV markers and seven showed biochemical
and/or virologic improvement, including regained
HBeAg seroconversion in two. No safety issues of
concern emerged.

It was concluded that most HBeAg responses
achieved during Lamivudine therapy were durable,
and most responders experienced prolonged clinical
benefit after HBeAg seroconversion and subsequent
discontinuance of Lamivudine, and that Lamivudine
retreatment for reappearance of hepatitis B markers
can achieve resumption of viral suppression. (Dienstag
JL, Cianciara J, Karayalcin S, et al. “Durability of

Serologic Response After Lamivudine Treatment of
Chronic Hepatitis B.” Hepatology, 2003, Vol. 37, pp.
748-755.)

Ursodeoxycholic Acid To Prevent Colorectal CA
From a prior randomized placebo-controlled trial of
UDCA therapy in primary sclerosing cholangitis,
patients with concomitant ulcerative colitis were fol-
lowed up to assess the effect of UDCA on the devel-
opment of colorectal dysplasia and cancer, as com-
pared with placebo. Fifty-two subjects were followed,
for a total of 355 person-years. Those receiving UDCA
had a relative risk of 0.26 for developing colorectal
dysplasia or cancer.

It was concluded that UDCA significantly
decreases the risk for developing colorectal dysplasia
or cancer in patients with ulcerative colitis and primary
sclerosing cholangitis. (Pardi D S, Loftus EV, Kremers
WK, et al. “Ursodeoxycholic Acid as a Chemopreven-
tive Agent in Patients With Ulcerative Colitis and Pri-
mary Sclerosing Cholangitis.” G a s t ro e n t e ro l o g y,
2003; Vol 124, pp. 889-893.)

Murray H. Cohen, D.O., editor of “From the Literature” is a
member of the Editorial Board of Practical Gastroenterology.
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