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Options May Lead Patients to Put Off Screening

BY SHERRY BOSCHERT

San Francisco Bureau

LAKE TAHOE, CALIF. — Patients
may be more likely to be screened for
colon cancer if physicians schedule
colonoscopies and tell the patients to show
up rather than giving them a choice of
screening options, Dr. John M. Inadomi
said at a meeting on gastroenterology and
hepatology sponsored by the University of
California, Davis.

That’s what he and associates at the Uni-
versity of California, San Francisco, found
in a small pilot study, and they plan to study
this further in a much larger trial, he said.

In the pilot study, they randomized 41
subjects and followed them for 6 months
to see how many completed the colon can-
cer screening tests. None of the patients
who either chose or were told to get three
fecal occult blood tests (FOBTS) plus flex-
ible sigmoidoscopy completed both. “So
first of all, if you're trying to get people to

do both FOBT and flex sig, forget it,” said
Dr. Inadomi, chief of clinical gastroen-
terology at San Francisco General Hospi-
tal and director of GI Outcomes and
Health Services Research at the university.

Patients who were told to get a
colonoscopy were twice as likely to get
one as patients who were counseled about
screening options and who chose to get a
colonoscopy, he added.

Fifteen patients in the “choice” arm of
the study were counseled by a nurse-spe-
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The safety of AMITIZA™ in pregnancy has not been evaluated
in humans. In guinea pigs, lubiprostone has been shown
to have the potential to cause fetal loss. AMITIZA™
should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus. Women who could
become pregnant should have a negative pregnancy test
prior to beginning therapy with AMITIZA™ and should be
capable of complying with effective contraceptive measures (see
Teratogenic Effects: Pregnancy Category C).

PRECAUTIONS

Patient Information:

AMITIZA™ may cause nausea. If this occurs, concomitant
administration of food with AMITIZA™ may reduce symp-
toms of nausea. AMITIZA™ should not be administered to
patients that have severe diarrhea. Patients should be
aware of the possible occurrence of diarrhea during treat-
ment. If the diarrhea becomes severe consult your physician.

Drug Interactions:

Based upon the results of in vitro human microsome studies,
there is low likelihood of drug—drug interactions. /n vitro studies
using human liver microsomes indicate that cytochrome P450
isoenzymes are not involved in the metabolism of lubiprostone.
Further in vitro studies indicate microsomal carbonyl
reductase may be involved in the extensive biotransformation
of lubiprostone to M3. Additionally, in vitro studies in
human liver microsomes demonstrate that lubiprostone does
not inhibit cytochrome P450 isoforms 3A4, 2D6, 1A2, 2A6,
2B6, 2C9, 2G19, or 2E1, and /n vitro studies in primary cultures
of human hepatocytes show no induction of the cytochrome
P450 isoforms 1A2, 2B6, 2C9, and 3A4. No additional
drug—drug interaction studies have been performed. Based on
the available information, no protein binding-mediated drug
interactions of clinical significance are anticipated.

Carcinogenesis, Mutagenesis, Impairment of Fertility:
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ADVERSE REACTIONS

In clinical trials, 1429 patients received AMITIZA™ 24
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Among constipated patients, 31.1% of those receiving
AMITIZA™ 24 mcg BID reported nausea. Of those patients, 3.4%
reported severe nausea and 8.7% discontinued treatment due to

nausea. It should be noted that the incidence of nausea
increased in a dose-dependent manner with the lowest
overall incidence for nausea seen at the 24 mcg QD dose
(17.2%). Further analysis of nausea has shown that
long-term exposure to AMITIZA™ does not appear to
place patients at elevated risk for experiencing nausea. In
the open-label, long-term studies, patients were allowed
to titrate the dose of AMITIZA™ down to 24 mcg QD from
24 mcg BID if experiencing nausea. It should also be noted
that nausea decreased when AMITIZA™ was administered
with food and that, across all dose groups, the rate of
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(13.2%) and constipated elderly patients (18.6%) when
compared to the overall rate (30.9%). No patients in the
trials were hospitalized due to nausea.

AMITIZA™-induced Diarrhea:
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AMITIZA™ 24 mcg BID reported diarrhea. Of those
patients, 3.4% reported severe diarrhea and 2.2% dis-
continued treatment due to diarrhea. The incidence of
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the six clinical trials and no clinically significant changes
were seen in serum electrolyte levels while patients were
receiving AMITIZA™.
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cialist who recited a scripted message de-
signed to help patients choose between
getting a colonoscopy or getting three
FOBTs plus a flexible sigmoidoscopy. If
the FOBTs or the flexible sigmoidoscopy
was positive, the patient was to get a
colonoscopy.

Nine patients chose colonoscopy, and
three of them (33%) got the test. Of the six
patients who chose FOBTs plus flexible
sigmoidoscopy, two completed the FOBTs
and two underwent flexible sigmoidoscopy
but none completed both tests.

Among 26 patients in the “no choice”
arm, 13 were told to show up for a colonos-
copy and 9 patients (69%) did so. Of the 13
patients who were told to get FOBTS plus
flexible sigmoidoscopy, 1 patient complet-
ed the FOBTs and 4 patients underwent the
sigmoidoscopy, but none got both tests.

Newer screening options have joined
these mainstays and further confuse pa-
tients when given a choice, Dr. Inadomi
noted. The lack of a clearly defined pref-
erence leads people to defer a decision
when given a choice. “The main thing to
improve adherence with screening guide-
lines is to schedule patients for the test that
they will complete,” he said. m

Screening Interval

Should Reflect
Duration of IBD

LAKE TAHOE, CALIF. — The fre-
quency of colonoscopies to screen for
cancer in patients with Crohn’s disease col-
itis or ulcerative colitis should be based on
how long they’ve had colitis, Dr. Joshua R.
Korzenik said at a meeting on gastroen-
terology and hepatology sponsored by
the University of California, Davis.

But if a colonoscopy can answer an im-
portant clinical question facing the patient
today, it should be done now regardless of
the colitis duration, said Dr. Korzenik, co-
director of the Crohn’s and Colitis Center
at Massachusetts General Hospital, Boston.

Without that pressing motivation, a
screening colonoscopy typically would be
appropriate every 3-4 years during the
first decade of a patient’s Crohn’s or ul-
cerative colitis. Because these patients can
develop cancer not only from polyps but
from flat, normal-appearing mucosa, mul-
tiple biopsies are needed. A minimum of
33 biopsies should be taken, spaced about
every 4-10 cm throughout the colon.

“That has about a 90% likelihood of
picking up dysplasia,” he said.

For patients with a disease duration of
10-20 years, colonoscopy should be per-
formed every other year. For those with a
disease duration longer than 20 years, an-
nual colonoscopy is preferred.

“We're beginning to move toward chro-
moendoscopy, where we spray the colon
with a contrast material that picks up dys-
plasia a little bit better,” he added.

If the colonoscopy detects high-grade
dysplasia, the patient should undergo a
colectomy, Dr. Korzenik advised.

—Sherry Boschert



