
Probiotic VSL#3™ Maintains Remission in 
85 Percent of Ulcerative Colitis Patients with
Pouchitis, Study Confirms 
L o n g - Term Use of VSL#3 as Maintenance Therapy
Associated with High Quality of Life and Patient 
S a t i s f a c t i o n
Evidence that manipulating the intestinal flora with a
highly concentrated probiotic may be an effective thera-
peutic strategy for patients with inflammatory bowel dis-
ease (IBD) was reported in the December issue of the med-
ical journal G u t. In a year-long, placebo-controlled study,
once daily treatment with the probiotic preparation VSL#3
was shown to be highly effective in maintaining antibiotic
induced remission of a post-surgical complication called
pouchitis in patients with ulcerative colitis (UC) who have
had their colons surgically removed. Additionally, patients
in the study who took VSL#3 reported improved quality of
life compared with a marked deterioration in quality of life
seen in the patients who received placebo. 

According to the Crohn’s and Colitis Foundation of
America, approximately 25 percent to 40 percent of the
500,000 patients with UC will need their colon removed
and an internal pouch created to store stool using a por-
tion of the small intestine. Pouchitis, often considered to
be a form of chronic UC, is the most frequent and serious
long-term complication of this surgery and is character-
ized by increased stool frequency and fluidity, rectal
bleeding, abdominal cramping, incontinence and fever. 

“About 5 to 15 percent of patients experience recur-
rent or refractory pouchitis, which is associated with a
severe decline in quality of life for patients,” said lead
investigator Toshiki Mimura, MD, PhD, Lecturer, School
of Medicine, Teikyo University, Japan. “These individu-
als require continuous doses of antibiotics, which are not
without side effects and place them at risk for developing
an antibiotic-resistant infection. Some patients do not
respond to any treatments and have little choice but to
s u ffer with their symptoms.”

The double-blind study conducted at St. Mark’s Hos-
pital in the United Kingdom and a center in Bologna,
Italy examined 36 patients with recurrent or refractory
pouchitis as defined by a Pouchitis Disease Activity
Index (PDAI) score of � 7, with zero being perfect and 18
being worst. Remission had been induced in all patients
by a four-week course of the antibiotics metronidazole
(400 mg or 500 mg twice daily) and ciprofloxacin (500

mg twice daily). Twenty patients were given VSL#3 6g
once per day, while 16 patients received placebo. Remis-
sion, the primary endpoint, was maintained at one year in
17 patients (85 percent) taking VSL#3 and in only one (6
percent) patient who received placebo. Remission was
defined as a PDAI score of � 2.

Health-related quality of life and patients’ general
satisfaction with treatment were secondary endpoints in
the study. The Inflammatory Bowel Disease Question-
naire (IBDQ) was used to assess quality of life examining
bowel, systemic and emotional symptoms and social
function of patients, with a score of 32 being worst and
224 being best. At the beginning of the study, IBDQ
scores were high (190 in the VSL#3 group and 169 in the
placebo patients). However, at 12 months or time of
relapse, the VSL#3 group score was 205 versus 105 for
placebo. Similarly, patient satisfaction scores remained
high for the VSL#3 treated group, but deteriorated signif-
icantly for the placebo group. 

In past studies of probiotic therapies, quality of life
has not been effectively assessed. However, the G u t s t u d y
confirms that VSL#3 is an effective once daily mainte-
nance therapy that sustains patient satisfaction and qual-
ity of life. 

Tinidazole Designated An Orphan Drug by 
FDA For Treatment of Giardiasis
Presutti Laboratories, Inc. announced that tinidazole has
been designated an orphan drug by the U.S. Food and
Drug Administration (FDA) for the treatment of giardia-
sis, an infection of the intestinal tract that was recently
added to the list of Nationally Notifiable Infectious Dis-
eases by the U.S. Centers for Disease Control and Pre-
vention (CDC).

“ Tinidazole is widely considered the primary treat-
ment for giardiasis outside the United States, and orphan
designation will help us make this important medication
available in this country,” said John Presutti, president of
Presutti Laboratories. He said the company is also devel-
oping tinidazole for the treatment of trichomoniasis, a
sexually transmitted disease. 

Caused by the waterborne parasite Giardia intesti-
nalis, giardiasis is often seen in developing countries and
may be growing increasingly common in the United
States. Symptoms of the disorder include any of the fol-
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lowing: diarrhea of more than 10 days’ duration, abdom-
inal pain, flatulence, bloating, vomiting and weight loss.
Acute cases of infectious diarrhea can lead to dehydration
and even death, while long-term consequences in chil-
dren can include malnutrition and impairment of physical
and cognitive development.

The CDC recently released a study that found out-
breaks of waterborne illnesses nearly doubled in the
United States over a three-year period ending in 2000.
While fewer than 100,000 U.S. cases of giardiasis have
been reported annually, this figure may increase follow-
ing its recent listing as a notifiable infectious disease by
the CDC. In fact, the CDC has estimated that as many as
2.5 million cases may occur annually.

In the United States, giardiasis has been commonly
diagnosed in travelers, campers and hikers from drinking
contaminated water, and has been diagnosed in children
in day care centers, their providers and relatives, and in
homosexual males. Although giardiasis is currently diag-
nosed by microscopic stool examination, new tests that
detect Giardia stool antigen are expected to find signifi-
cantly more infections than traditional microscopy.

New Study Demonstrates Benefits of 
Hepatitis C Therapy Among Previously 
Under-Treated Patient Population
New Research from the Vi rginia Commonwealth Univer-
sity Medical Center and other institutions demonstrates
hepatitis C patients with normal alanine aminotransferase
( A LT) levels benefit from treatment with a combination
therapy of Pegasys® (peginterferon alfa-2a) and 
C op e g u s e® (ribavirin, USP). Results from this first, inter-
national, large-scale study to investigate the use of pegy-
lated interferon in patients with normal ALT levels were
presented at the American Association for the Study of
Liver Diseases (AASLD) annual meeting in Boston, Mass.

“These findings suggest that a large number of
hepatitis C patients with normal ALT levels would bene-
fit from Pegasys combination therapy,” said Mitchell L.
S h i ffman, M.D., chief of the Hepatology Section and
medical director of VCU’s Liver Transplant Program,
who was a U.S. investigator on the study. “While nor-
mally associated with milder liver disease, ALT levels
vary from person to person and can fluctuate from month

to month. This study provides a great deal more informa-
tion on how we should treat the 30 percent of chronic
hepatitis C patients who have normal ALT levels.”

A LT is an enzyme that is released by the liver when
it becomes damaged and levels of ALT tend to increase
with the degree of liver injury. However, once cirrhosis
occurs, levels may or may not be high. Because of a lack
of data, there has been no consensus on whether or not
patients with chronic hepatitis C and normal ALT levels
should receive treatment.

In this study, 30 percent of patients treated for 24
weeks and 52 percent of patients treated for 48 weeks
achieved a sustained virologic response (SVR). Sustained
virologic response refers to patients in whom the hepati-
tis C virus remains undetectable 24 weeks after finishing
a course of treatment. According to Shiffman, patients
with SVR rarely develop recurrent hepatitis C.

For patients with genotype 1, 40 percent of patients
treated for 48 weeks achieved a SVR. In those patients
with genotype 2 or 3 treated for 24 weeks, response rates
reached nearly 80 percent. These response rates are simi-
lar to those seen in previous Pegasys combination therapy
studies conducted in patients with elevated ALT levels.

Recommendations suggest that genotype 1 patients
with elevated ALT be treated with 1000–1200 mg of rib-
avirin. Patients in this study were treated with 800 mg sug-
gesting that those with normal ALT can be just as suc-
cessful on treatment with lower doses of ribavirin. Addi-
t i o n a l l y, patients in the control arm that had normal ALT
and were not treated did have significant liver disease pro-
gression. Data on adverse events was similar to previous
studies of pegylated interferon for the treatment of chronic
hepatitis C. However, the incidence of the most common
adverse events associated with pegylated interferon was
lower in patients with normal ALT levels compared to the
incidence observed in patients with abnormal or high ALT
levels in other studies of Pegasys and Copegus.

The study included 491 patients worldwide that were
randomized to three treatment arms: 212 were treated
with Pegasys 180 mcg/week and Copegus 800 mg/day
for 24 weeks; 210 received the same combination for 48
weeks and 69 patients received no treatment. All patients
were monitored for 72 weeks.

The study was funded by a research grant from
Roche, the manufacturer of Pegasys and Copegus. ■
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Difficult Biliary Cases
Zephyr Medical Enterprises 2003, Encino, CA
$35.00; www.zephyrmedical.com
Over the past several years there has been an explosion
in the amount of educational material available on
CDROM and DVD. Nowhere is this more useful than
in teaching material focusing on technical procedural
skills. Zephyr Medical Enterprises’ Difficult Biliary
Cases is a perfect example of this. With this excellent
DVD, the viewer welcomes 3 biliary experts into his
living room for one-on-one teaching.

Three expert endoscopists perform four cases after
a brief introduction from Bennett Roth, MD. The for-
mat is similar to the live cases one might see at an
endoscopic conference with Drs. Gregory Haber, Glen
Lehman, and Kenneth Binmoeller each performing
procedures. The program is divided into five sections
with subsections under each case that allow the viewer
to skip directly to “cannulation with a sphinctero-
tome,” “basket stone extraction,” or any part of the
case which is desired. The editing is quite good with an
appropriate mix of flouroscopic, endoscopic, and
endoscopist views. There are close views of the assis-
tant’s hands in key situations, which highlights the
appropriate handling of accessories. The video pic-
tures are of high quality, but the audio and fluoroscopy
images can only be described as fair.

There is a good mix of benign and malignant dis-
ease; however the inclusion of a case with a normal
cholangiogram was puzzling. It would have been more
useful to include an additional challenging case.
Advanced techniques such as how to use the Soehen-
dra lithotriptor and pre-cut papillotomy are shown, and
the endoscopists explain each step during the proce-
dures and why each accessory is being used. The unex-
pected inclusion of the treatment of a post-procedural
complication added some drama to the program. 

As an instructional video by expert endoscopists
there were a few details that may not have been
addressed properly. There was inconsistent use of uni-
versal precautions in each case, including close up
views of an assistant’s ungloved hand. Although she
had very nice fingernails, an educational video should
be instructional on all aspects of endoscopy, including
proper use of universal precautions. During several

cases, the viewer could see the patient’s faces, and
although one can be certain that informed consent was
obtained from each patient for inclusion in the pro-
gram, these views should have been omitted. The pro-
gram does not mention if CME credits are available
and this would make them more valuable to some
viewers.

Overall it is a well put together DVD with a good
choice of faculty. It is a user-friendly format for learn-
ing and keeping up-to-date on the latest technology,
and one can anticipate that the rest of the series will be
of as high quality.

Brennan A. Scott, MD
Palo Alto, California

Tumors of the Intestines; Atlas of Tumor 
P a t h o l o g y
Riddell R, Petras R, Williams G and Sobin L, eds. 
Armed Forces Institute of Pathology,
Washington, D.C., 2003 
pp. 448; illustrated; ISBN: 1-881041-78-6
$100.00 Staff rate; $75.00 Resident/Fellow rate
This informative, up-to-date text of intestinal neopla-
sia will surely take its well earned place on the proba-
bly not-so-orderly bookshelves above the microscopes
of innumerable pathologists of all levels of expertise,
from the resident in training to work-a day practition-
ers to the wizened laborers in the most lofty reaches of
academia. For the neophyte, it will form a thorough
and comprehensive basis for approaching this area.
For the researcher, it will present new information
about the more abstruse aspects of tumor biology,
including the shenanigans of k-ras, p53, VHL and
APC as well as more recondite clinical entities such as
Gardner’s syndrome, Turcot’s syndrome, and von Hip-
pel-Lindau disease. And for the many of us journey-
men, the blue collar workers of surgical pathology, it
will present a much-needed review of how to commu-
nicate with our busy clinical colleagues, how to give
appropriate information about specimens as well as
when to express reservations in interpreting superficial
endoscopically-obtained biopsies. Particularly valu-
able are such topics as the grading of intestinal dyspla-
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SARS-Associated Diarrhea 
A retrospective analysis of the gastrointestinal symp-
toms and other clinical parameters of the first 138
patients with confirmed SARS, admitted for a major
outbreak in Hong Kong in March, 2003, was performed.
Intestinal specimens were obtained by colonoscopy or
postmortem evaluation to detect the presence of
corona virus by electron microscopy, virus culture and
reverse transcription polymerase chain reaction.

Twenty-eight (20.3 percent), presented with
watery diarrhea and up to 38.4 percent had symptoms
of diarrhea during the course of the illness. It was more
frequently observed during the first week of the ill-
ness, and the mean number of days with diarrhea was
3.7, ± 2.7. Most diarrhea was self-limiting. Intestinal
biopsy specimens obtained by colonoscopy or autopsy
showed minimal architectural disruption, but the pres-
ence of active viral replication within both the small
and large intestine. Corona virus was also isolated by
culture from the specimens and SARS-CoV RNA can
be detected in the stool of patients for more than 10
weeks after symptom onset.

It was concluded that diarrhea is a common pre-
senting symptom of SARS. This intestinal tropism of
the SARS-CoV has major implications on clinical pre-
sentation and viral transmission. (Leung WK, To K,
Chan PKS, et al. “Enteric Involvement of Severe
Acute Respiratory Syndrome-Associated Corona
Virus Infection.” Gastroenterology, 2003; Vol. 125, pp.
1011-1017.)

Computerized Tomographic Colonography
A retrospective study was developed from 341 patients
who had computerized tomographic colonography 
and colonoscopy among eight medical centers.
Colonoscopy and pathology reports provided the stan-
dard. Ninety-three patients were included. Forty-seven
of those patients had polyps equal or greater than 
10 mm. Eighteen radiologists blinded to the criterion
standard interpreted the studies. The average area
under the receiver operating characteristic curve for
identifying patients with at least one lesion of that size
was 0.8. The average sensitivity and specificity was 
75 percent and 73 percent. Per polyp sensitivity was 
75 percent. A trend was observed for better perfor-

mance with more observer experience. There was no
difference in performance across software display plat-
forms.

It was concluded that computerized tomographic
colonography performance compared favorably with
reported performance of fecal occult blood testing,
flexible sigmoidoscopy and barium enema. A prospec-
tive study evaluating this procedure in a screening
population was considered indicated. (Johnson CD,
Toledano AY, Herman BA, et al for the American Col-
lege of Radiology Imaging Network A6656. “Comput-
erized Tomographic Colonography: Performance
Evaluation in a Retrospective Multicenter Setting.”
Gastroenterology, 2003; Vol. 125, pp. 688-695.)

Dysplasia and Cancer in Ulcerative Colitis
Medical histories, colonoscopic findings and surgical
pathology reports of 46 patients with ulcerative colitis
diagnosed with flat, low-grade dysplasia on a surveil-
lance colonoscopy were reviewed. The rates of neo-
plastic progression, as well as the frequency of
advanced neoplasia were tabulated. Progression was
correlated with several clinical and colonoscopic vari-
ables. A number of biopsy samples positive for flat,
low-grade dysplasia, the duration and anatomic extent
of disease, patient age and medication use.

Among those 46 patients, there were seven cases
of colorectal cancer, five of which were stage II or
higher. Unexpected advanced neoplasia occurred in 4
of 17 patients who underwent colectomy for flat, low-
grade dysplasia. On an actuarial basis, the rate of neo-
plastic progression was 53 percent at 5 years. No clin-
ical features predicted progression to advanced neo-
plasia. Cancers, including two at advanced stages,
developed despite frequent follow-up surveillance
examinations.

It was concluded that a finding of flat, low-grade
dysplasia during ulcerative colitis surveillance is a
strong predictor of progression to advanced neoplasia.
Early colectomy should be recommended for such
patients. (Ullman T, Croog V, Harpaz N, Fashar D,
Itzkowitz S. “Progression of Flat, Low-Grade Dyspla-
sia to Advanced Neoplasia in Patients With Ulcerative
Colitis.” G a s t ro e n t e ro l o g y, 2003; Vol. 125, 1311 -
1319.)
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Photodynamic Therapy for Cholangiocarcinoma
A prospective, open-label, randomized, multicenter
study with a group sequential design compared PDT in
addition to stenting, with stenting alone in patients
with nonresectable cholangiocarcinoma, which was
histologically confirmed. Four PDT photofrin 2 mg/kg
body weight was injected intravenously two days
before intraluminal photo activation. Further treat-
ments were performed in cases of residual tumor in the
bile duct. The primary outcome parameter was sur-
vival time, with a secondary outcome parameter
including cholestasis and quality of life.

PDT resulted in prolongation of survival, with a
median of 493 days versus 98 days for stenting alone.
It also improved biliary drainage and quality of life.

The study was terminated prematurely because
PDT proved to be so superior to simple stenting treat-
ment that further randomization was deemed unethi-
cal. (Ortner MEJ, Caca K, Berr F, et al. “Successful
Photodynamic Therapy for Nonresectable Cholangio-
carcinoma: A Randomized, Prospective Study.” Gas -
troenterology, 2003; Vol.125, 1355-1363.)

Treatment of Fecal Incontinence
A total of 171 patients with fecal incontinence were ran-
domized to one of four groups. (1) Standard care
(advice), (2) advice plus instruction on sphincter exer-
cises, (3) hospital-based, co m p u t e r-assisted sphincter
pressure biofeedback, (4) hospital biofeedback, plus
the use of a home electromyelogram biofeedback
device. Outcome measures included diary, symptom
questionnaire, continence score, patient's rating of
change, quality of life, psychological status and anal
m a n o m e t r y.

Biofeedback yielded no greater benefit than stan-
dard care with advice, with 53 percent improved in
group 3 versus 54 in group 1. There was no difference
between the groups, including episodes of inconti-
nence. Disease-specific quality of life and hospital
anxiety and depression scale were all significantly
improved. Patients improved resting squeeze and sus-
tained squeeze pressures, and these improvements
were largely maintained one year after initiating treat-
ment.

It was concluded that conservative therapy for
fecal incontinence improves continence, quality of
life, psychological well-being and anal sphincteric
function, maintained in the median term. Neither
pelvic floor exercises nor biofeedback were superior
to standard care supplemented by a device and educa-
tion. (Norton C, Chelvana-Yagam S, Wi l s o n - B a r n e t t
J, Redfern S, Kamm MA. “Randomized Controlled
Trial of Biofeedback for Fecal Incontinence.” G a s -
t ro e n t e ro l o g y, 2003, Vol. 125, 1320-1329.)

Stretta Procedure in GERD
A randomly-assigned study of 64 GERD patients to
radio frequency energy delivered to the gastroe-
sophageal junction (35 patients), or to a SHAM pro-
cedure (29 patients), was reported. Principal outcomes
were reflux symptoms and quality of life. Secondary
outcomes were medication use and esophageal acid
exposure. After six months, interested SHAM patients
crossed over to active treatment.

At six months, active treatment significantly and
substantially improved patient’s heartburn symptoms
and quality of life. More of the actively treated, versus
the SHAM patients, were without daily heartburn symp-
toms and more had a greater than 50 percent improve-
ment in their quality of life. Symptom improvement per-
sisted at 12 months after treatment. At six months, there
were no differences in daily medication use after a med-
ication withdrawal protocol or in esophageal acid expo-
sure times between the two groups. There were no per-
forations or deaths in this study.

It was concluded that radio frequency energ y
delivery significantly improved GERD symptoms and
quality of life, compared with a SHAM procedure, but
it did not decrease esophageal acid exposure or med-
ication use at six months. The procedure represented a
new option for selected symptomatic GERD patients
who are intolerant of, or desire an alternative to addi-
tional medical therapies. (Corley DA, Katz P, Wo JM,
et al. “Improvement of Gastroesophageal Reflux
Symptoms After Radio-Frequency Energy: A Ran-
domized, SHAM-controlled Trial.” Gastroenterology,
2003; Vol. 125, 668-676.)
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sia in inflammatory bowel disease, interpretation of
malignancy in the endoscopically-obtained polyp, the
molecular high jinks in the adenoma-to-carcinoma
sequence, the relation between mucocoele of the
appendix and pseudomyxoma peritonei, human papil-
loma virus and the anal squamous lesions, nonviral
lesions of the perianal skin, gastrointestinal stromal
tumors, and the classification of lymphomas.   

One less-than-optimally covered topic is the
hyperplastic polyp: less than very careful reading by
the newcomer to pathology might impart the impres-
sion that there is a demographic relationship between
hyperplastic polyps and colorectal neoplasia.

Gastric and esophageal tumors are covered in a
separate fascicle.

The fascicle is well-written, has numerous fine
microphotographs, and is written by a number of
authors, all noted authorities. It does lack any possible
bias that one might see in a text with only one author.
It is written with an audience of pathologists in mind,
and may be less than ideal reading for a clinically-ori-
ented gastroenterologist. 

It’s not entirely beyond the realm of possibility
that, as the days grow shorter, you’ll be chatting with
one of your pathologists in the surgeons' lounge when
the topic of what reading materiel your microscopist
friend should pack for the upcoming family vacation
to Hawaii. Along with Moby Dick, you might do well
to suggest this recent AFIP fascicle, Tumors of the
Intestines. 

John Williams, M.D.
Sacramento, CA

George W. Meyer, M.D., Book Editor, is on the Editorial
Board of Practical Gastroenterology
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H. Pylori Treatment—One Versus 
Seven Day Protocol
A randomized prospective open label equivalence
trial with a parallel-group design to compare eradica-
tion rates of H. pylori with a one day, four drug regi-
men, versus a seven day, three drug regimen, was
reported. A total of 160 patients with dyspepsia and a
Glasgow dyspepsia severity score of at least 3, had a
urea breath test labeled with carbon 14 study. Patients
who tested positive were randomized to one of the
two study groups, designed to test the therapeutic
equivalents of the one and seven day regimens, based
on the percentage of H. pylori eradication at 5 weeks.

The one day regimen consisted of two 262 mg
tablets of Bismuth subsalicylate q.i.d., one 500 mg
tablet of metronidazole q.i.d., two grams of amoxi-
cillin suspension q.i.d., and two 30 mg of lansoprazole
once per day. The control group received a seven day
regimen of one 500 mg tablet of clarithromycin b.i.d,
two 500 mg tablets of amoxicillin b.i.d. and one 30
mg tablet of lansoprazole b.i.d. The one day treatment
group had a slightly higher eradication percentage
than the 7 day group (95 percent vs. 90 percent). Both
groups demonstrated a mean decrease of 7.5 points in
the Glasgow dyspepsia severity score. The two groups
showed no significant difference in side eff e c t s .
Patients whose treatments failed were retreated for 10
days. One patient from the seven day treatment group
still tested positive for the second treatment.

It was concluded that the one day treatment
proved to be statistically similar to the seven day
treatment for-the eradication of H. pylori in patients
with dyspepsia and a positive urea breath test. The
study was not carried out in patients with peptic ulcer
disease or neoplastic complications of H. pylori infec-
tion. (Lara LF, Cisneros G, Gurney M, et al. "One Day
Quadruple Therapy Compared with Seven-Day Triple
Therapy For Helicobacter Pylori Infection." Arch Int
Med, 2003; Vol. 163, 2079-2084.)

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