COMMENTS AND RESPONSE

Screening for Colorectal Cancer

TO THE EDITOR: I hope that Pignone and colleagues (1) have coun-
tered the groundswell fostered by Lieberman and associates (2, 3) for
screening colonoscopy in asymptomatic, average-risk adults. The lat-
ter studies demonstrated that six cases of colon cancer may have been
missed by one-time stool card analysis and sigmoidoscopy in 3196
patients. However, widespread media coverage ignored the 10 seri-
ous complications of screening, which included a cerebrovascular
accident and a myocardial infarction. At least one of the three deaths
within 30 days of colonoscopy was probably the eventual result of a
procedure complication. Lieberman and associates” study sample ex-
cluded patients with heart and lung disease, and experienced endos-
copists performed all colonoscopies. To take this morbidity and mor-
tality rate and expand it to a large sample being evaluated by less
experienced endoscopists could be catastrophic.

Colonoscopy has become a household word since Today show
anchor Katie Couric underwent the procedure on national television.
The death of her husband, a 42-year-old man with no risk factors for
colon cancer, was tragic. However, by undergoing this procedure at
age 42, without symptoms or risk factors, to demonstrate its safety
and acceptability, Ms. Couric may have sent the wrong message.

Private insurers are now following Medicare’s lead in covering
colonoscopy to screen for colon cancer in asymptomatic, average-risk
adults. The expense of these procedures, combined with the resulting
increase in use of pathologic services and follow-up procedures for
trivial polyps, not to mention the expense of treating complications,
can only begin to be calculated. Indeed, Pandora’s box may contain
a colonoscope.

Donald M. Kirkpatrick, MD
St. John Medical Center
Longview, WA 98632
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TO THE EDITOR: Pignone and colleagues (1) claim that screening for
colorectal cancer is cost-effective. I submit that this conclusion is not
tenable. For colorectal cancer screening to save life-years, lives have
to be saved. However, no trial of screening for colorectal cancer has
shown a reduction in mortality. The combined results of the three
published randomized, controlled trials of screening with fecal occult
blood testing fail to show any trend toward mortality reduction;
25 609 of the 137 377 screened patients died, and 22 158 of the
121 348 unscreened patients died (2-4). Thus, there were 186.4
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deaths per 1000 persons in the screened groups and 182.6 deaths per
1000 persons in the unscreened groups (relative risk, 1.02 [95% CI,
1.00 to 1.04]). There are no data from randomized, controlled trials
regarding the effects of other screening methods on colorectal or
all-cause mortality.

The conclusion seems unavoidable: Screening with the FOBT
changes the way people die. It modestly reduces the rate of death
from colorectal cancer, but it fails to save lives. There is no reliable
evidence indicating that other screening methods reduce mortality or
to what degree they change mortality, if indeed they do. The pub-
lished evidence fails to support the claim that any life-years are saved
by colorectal cancer screening or that screening is cost-effective.
Since no lives are saved, the cost per year of life saved is incalculable.

Brian Budenholzer, MD
Group Health Cooperative
Spokane, WA 99210-0204
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TO THE EDITOR: Many gastroenterologists now spend half their
days setting up colonoscopies and the other half performing them on
standard-risk patients whose only fault is that they watch too much
television. We welcome the clinical guidelines on colorectal cancer
screening by the U.S. Preventive Services Task Force (1) and the
accompanying summary by Pignone and colleagues (2), which place
this subject in a reasonable perspective. The rush to universal colono-
scopic screening of standard-risk patients was encouraged by various
celebrities who gave the issue well-intentioned but in our opinion
misguided publicity. As a result, it has become difficult for patients
who really need colonoscopy to get it expeditiously.

The inconclusive studies that extol the virtues of screening
colonoscopy in average-risk patients do not tell us whether finding
polyps justifies the costs, risks, and discomfort of the procedure (2,
3). We would continue screening with total colonoscopy in patients
who meet the currently accepted criteria for “high risk” for colorectal
cancer and would use flexible sigmoidoscopy and fecal occult blood
tests for patients at standard risk.

Virtual colonoscopy, stool DNA testing, and diverse other ap-
proaches may soon become acceptable screening mechanisms. Until
then, we suspect that screening colonoscopy consumes too much
physician time, endoscopy unit resources, and even health mainte-
nance organization dollars. If we gastroenterologists would direct our



enthusiasm toward procedures with sound, evidence-based reason-
ing, we might be able to change our practices.

Robert S. Rosson, MD
Hartford Hospital
West Hartford, CT 06106

Howard M. Spiro, MD
Yale University School of Medicine
New Haven, CT 06510
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IN RESPONSE: We appreciate the comments from Drs. Kirkpatrick,
Budenholzer, Rosson, and Spiro. We agree with Dr. Kirkpatrick that
obtaining additional data on the safety of screening colonoscopy in
real-world settings is important. Resource issues, such as the capacity
for performing screening colonoscopy and potential effects on the
availability of the procedure for diagnostic evaluations, must also be
considered (1).

Dr. Budenholzer suggests that the effectiveness of colorectal
cancer screening has not been demonstrated because the available
randomized trials have not shown reductions in all-cause mortality.
Colorectal cancer, however, accounts for fewer than 5% of all deaths,
so demonstrating a reduction in all-cause mortality is difficult both
in terms of the number of patients and the amount of follow-up time
required. Cost-effectiveness models necessarily attempt to project the
effects of screening over longer periods and for other means of screening
that have not been evaluated in randomized trials. Although they do
not have the same methodologic strength as individual randomized
trials, they provide useful information for much less cost.

Michael Pignone, MD
University of North Carolina
Chapel Hill, NC 27599-7110

Reference
1. Rex DK, Lieberman DA. Feasibility of colonoscopy screening: discussion of issues

and recommendations regarding implementation [Editorial]. Gastrointest Endosc.

2001;54:662-7. [PMID: 11677497]

RESEARCH LETTERS

Acute Hepatocellular-Cholestatic Liver Injury after
Olanzapine Therapy

TO THE EDITOR: Background: Olanzapine, a thienobenzodiazepine
derivative, is an atypical antipsychotic agent indicated for the treat-
ment of schizophrenia and related psychotic disorders (1, 2). Con-
ventional, phenothiazine antipsychotics and older atypical antipsy-
chotics have both been reported to cause acute hepatitis (3, 4). To
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date, no cases of olanzapine-induced acute hepatitis have been de-
scribed in the literature. This case in this letter has been reported to
the manufacturer and to the U.S. Food and Drug Administration.

Case Report: A 78-year-old woman received a diagnosis of acute
depression with psychotic features and was prescribed olanzapine, 10
mg/d. Thirteen days later, she developed fever associated with mal-
aise, arthralgia, upper abdominal pain, anorexia, and nausea. The
patient’s only other medications were calcium—vitamin D, multivita-
mins, and occasional acetaminophen. The patient had no history of liver
disease, alcohol intake, intravenous drug use, or blood transfusions.

On admission, physical examination of the patient was remark-
able only for dry mucous membranes and a palpable, firm, and
tender liver. Initial liver function tests showed an aspartate amino-
transferase level of 361 U/L (normal range, 10 to 40 U/L), an alanine
aminotransferase level of 204 U/L (normal range, 20 to 50 U/L), a
total bilirubin level of 22 umol/L (1.3 mg/dL) (normal range, 2 to
21 pmol/L [0.1 to 1.2 mg/dL]), and an alkaline phosphatase level of
189 U/L (normal range, 35 to 130 U/L). The leukocyte count was
13.0 X 10° cells/L (normal range, 4.4 to 11.3 X 10° cells/L), with
88% neutrophils and 0.5% eosinophils. Hemoglobin level, platelet
count, prothrombin time, and levels of pancreatic enzymes and elec-
trolytes were normal. Acetaminophen level was less than 7 pwmol/L.
Results of serologic tests for hepatitis A, B, and C viruses; cytomeg-
alovirus; Epstein—Barr virus; and antimitochondrial and antinuclear
antibodies were negative. Hepatobiliary ultrasonography showed sev-
eral gallbladder stones without dilatation of the biliary ducts or
changes of acute cholecystitis.

On hospital day 3, the aspartate aminotransferase level increased
to 964 U/L, the alanine aminotransferase level increased to 965 U/L,
the total bilirubin level increased to 156 umol/L (9.1 mg/dL) (con-
jugated fraction, 7.9), and the alkaline phosphatase level increased to
488 U/L. On hospital day 4, the patient’s symptoms resolved and
results of liver function tests were remarkably improved. At fol-
low-up 4 weeks later, the patient was asymptomatic and results of
liver function tests had normalized.

Discussion: Several features of our case support olanzapine as the
cause of hepatic injury. According to a diagnostic validation scale for
drug-induced hepatitis (5), our case had a high score (16 out of 20),
favoring a diagnosis of olanzapine-induced liver injury. The patho-
physiologic mechanism of this adverse event remains unclear. How-
ever, the absence of acute hepatitis in reports of patients with over-
dose of the drug (6) indicates that olanzapine-induced hepatitis is
probably not dose dependent. We performed a MEDLINE literature
search (from October 1996 to April 2002) using the terms olanzap-
ine, hepatitis, antipsychotics, and adverse effects. No reports of acute
hepatitis related to olanzapine were found.

The safety and tolerability of olanzapine were evaluated in phase
IT and III clinical trials (1, 2). Liver enzymes showed transient ele-
vation in 9.4% of olanzapine-treated patients, and none of these
patients showed signs or symptoms of acute hepatitis. In premarket-
ing testing, only 2% of olanzapine-treated patients had elevated liver
enzyme levels and none experienced jaundice or clinical hepatitis (7).

Goémez and colleagues (8), in their study of more than 2000
patients treated with olanzapine, reported no cases of jaundice or
clinical hepatitis at 6 months’ follow-up. In one international, mul-
ticenter double-blind study of 1336 olanzapine-treated patients (9),
7.9% developed a modest elevation in hepatic enzyme levels without
signs or symptoms of acute hepatitis. These studies suggest that olan-
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zapine may be associated with nonicteric, generally mild, transient
hepatocellular injury. Because of the potential for serious liver injury
induced by olanzapine, we suggest that patients taking this drug
should undergo periodic assessment of liver function and should be
observed for signs and symptoms of acute hepatitis. The pathophys-
iologic mechanism and incidence of olanzapine-induced acute hepa-
titis remain unknown.

Khaled A. Jadallah, MD
David L. Limauro, MD
Anthony M. Colatrella, MD
Mercy Hospital

Pittsburgh, PA 15219-5166
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Furosemide Challenge in Patients with Heart Failure and
Adverse Reactions to Sulfa-Containing Diuretics

TO THE EDITOR: Background: Diuretics have an important role in
managing symptomatic fluid overload in severe heart failure and are
used in 85.8% of patients (1). Two patients in our 500-patient
practice had reported a distant history of an adverse reaction to
sulfa-containing diuretics and had been successfully managed with
oral ethacrynic acid. However, the recent discontinuation of
ethacrynic acid tablets by the manufacturer (Merck & Co., West
Point, Pennsylvania) created a dilemma in managing these patients.

Objective: We performed a MEDLINE search using the terms
Sfurosemide, bumetanide, torsemide, diuretics, sulfamyl diuretics, thiazide
diuretics, hypersensitivity, allergy, and allergic reaction but did not
identify any reports describing a drug rechallenge protocol. There-
fore, we created a furosemide rechallenge protocol based on a
method describing a rechallenge with a sulfa-containing anti-infec-
tive agent (2).
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Table. Furosemide Desensitization

Day of Treatment Solution Volume, Dose, mg
mL
Furosemide, 0.05 mg/mL
1 1 0.05
2 2 0.1
3 4 0.2
4 8 0.4
5 10 0.5
6 20 1
7 40 2
Furosemide, 10 mg/mL
8 0.4 4
9 0.8 8
10 2 20

Methods: The initial dose of furosemide, 0.05 mg, was prepared
by using furosemide oral solution (Table). Patients were admitted to
the cardiac intermediate care unit, placed on telemetry monitors, and
given intravenous ethacrynic acid during the furosemide rechallenge.

Case 1: A 73-year-old man was evaluated for heart failure man-
agement. A dermatologist evaluated the patient in 1997 for the de-
velopment of urticarial plaques on his trunk, extremities, and face
secondary to bumetanide treatment. He tolerated the furosemide
rechallenge protocol without any problem and was discharged on
furosemide, 40 mg orally twice daily. At an 8-month follow-up visit,
he was free of any signs or symptoms of urticarial plaques, hives, or rash.

Case 2: A 70-year-old woman was admitted to the hospital with
symptoms of increasing shortness of breath and exacerbation of heart
failure. She reported a distant history of pancytopenia caused by
furosemide and bumetanide. On admission, her leukocyte count was
2.9 X 107 cells/L, hemoglobin level was 123 g/L (12.3 mg/dL), he-
matocrit was 0.35, and platelet count was 139 X 10° cells/L. The
leukocyte count and platelet count decreased during hospitalization.
The leukocyte nadir was 2.2 X 10 cells/L on day 7, and the platelet
nadir occurred on day 3. The patient continued to follow the pro-
tocol and was discharged after 10 days on furosemide, 40 mg orally
twice daily. At 5 weeks after discharge, her complete blood count had
returned to preadmission values.

Conclusion: Drug hypersensitivity reactions, such as urticaria
and rash, have been reported with furosemide and bumetanide (3,
4). Angioedema and lichenoid eruptions have been reported with
torsemide (5, 6). Cross-allergy has occurred with furosemide and
other sulfa drugs (7). The overall incidence of drug hypersensitivity
reactions is rare (<0.5%) (4); however, since approximately 5 mil-
lion patients have heart failure (8), physicians may be faced with
treating patients who present with serious adverse reactions to loop
diuretics.

The case series describing the trimethoprim—sulfamethoxazole
rechallenge excluded patients with anaphylactic reactions (2). In ad-
dition, 10 of 28 patients reported recurrence of rash on follow-up
(2). Neither of the two patients presented here had any history of
life-threatening anaphylactic reaction to sulfa-containing drugs. An
alternate treatment option would be to administer intravenous
ethacrynic acid through a peripherally inserted central catheter on an
outpatient basis. This option is expensive and carries the risk for
mechanical and infectious complications but may be preferred in the
presence of life-threatening reactions to sulfa-containing diuretics.
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We believe this protocol may benefit numerous other patients with
heart failure until equipotent alternative diuretics become available.
Many investigational agents, such as the vasopressin inhibitors, may
be alternatives in the future.

Grace Earl, PharmD
University of the Sciences in Philadelphia
Philadelphia, PA 19104

James Davenport, MD

Jagat Narula, MD, PhD

Drexel University College of Medicine
Philadelphia, PA 19102
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Antral Injections of Botulinum A Toxin for the Treatment of
Obesity

TO THE EDITOR: Background: In Germany, approximately 50% of
the population are overweight and 20% are obese (1). Overweight
and obesity increase the risk for metabolic complications, arterial
hypertension, cardiovascular diseases, and cancer (1). Long-term re-
duction of excess weight may improve many of these health prob-
lems, but available treatments—diet, exercise, behavioral modifica-
tion, and pharmacotherapy—achieve only short-term, limited weight
loss in most patients (2). Botulinum A toxin is a powerful, long-
acting inhibitor of muscular contractions in both voluntary and
smooth muscles. It has been used to treat neurologic (3, 4) and
gastroenterologic disorders, including achalasia and, most recently,
idiopathic gastroparesis (5, 6). Moreover, results from animal exper-
iments suggest that botulinum A toxin injected into the gastric wall
may reduce body weight and food intake by inhibiting the antral
pump, thereby inducing slowed gastric emptying and earlier satiety (6).

Objective: To present one of the first uses of antral botulinum A
toxin injection for the treatment of obesity in humans.

Case Report: The patient was a 33-year-old man with obesity
(weight, 100.6 kg; height, 179 cm; body mass index [BMI], 31.4
kg/mz), dyslipidemia, and borderline hypertension. He underwent
several unsuccessful treatments for obesity, including diet and exer-
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cise. After food intake was measured for 1 week with a patient diary,
gastroscopy was performed and 500 MU of Dysport (Ipsen Pharma,
Ettlingen, Germany) was injected circularly into the prepyloric antral
gastric wall at 10 places. (Of note, the biological activity of 350 to
500 MU of Dysport compares with approximately 100 MU of Botox
[botulinum toxin type A, Allergan, Irvine, California], which is avail-
able in the United States.) The Dysport injection was performed
only once.

Four days after treatment, the patient reported feeling full even
after intake of small food volumes. Daily food intake, assessed with
the diary, was approximately 11.400 kJ before the injection and
decreased to 3.700 k] 1 month after the injection (—67.5%), 6.500
k] 2 months after the injection (—43.0%), and 7.700 kJ 4 months
after the injection (—32.5%). Similarly, weight decreased to 95.2 kg
(BMI, 29.7 kg/mz), 93.2 kg (BMI, 29.1 kg/mz), and 91.6 kg (BMI,
28.6 kg/m?), respectively. No adverse events occurred.

Discussion: Botulinum A toxin has been used in the manage-
ment of achalasia and gastroparesis (5, 6) because it blocks the release
of the neurotransmitter acetylcholine at the neuromuscular junction
of both voluntary and smooth muscles and leads to long-lasting
muscle weakness. Animal experiments suggest that botulinum A
toxin injected into the antral gastric wall has a weight-reducing effect (7).

We present one of the first uses of botulinum A toxin for the
treatment of obesity in humans. Under gastroscopic control, 500
MU of Dysport was injected into the prepyloric antral gastric wall.
The patient reported early satiety 4 days after injection and lost 9 kg
of weight within 4 months (a decrease of 8.9%). Food intake de-
creased to 67.5% of baseline, which compares with the findings of
animal studies (7).

Propulsive contractions of the antrum are necessary for gastric
contents to pass into the duodenum. Botulinum A toxin appears to
inhibit this mechanism. Thus, our patient’s parallel reduction of
body weight and food intake is consistent with slowed gastric emp-
tying and early satiety caused by inhibition of the antral pump (7).
The noticeable effect of botulinum A toxin approximately 1 week
after injection is consistent with that seen in other studies (3). Fur-
thermore, in a study by Kolbasnik and colleagues (5), 77% of pa-
tients with achalasia who received botulinum A toxin experienced
symptomatic improvement for more than 3 months. This long-term
efficacy was observed in our case as well.

Conclusion: Botulinum A toxin might be a promising alternative
to surgery for obese persons. Our group is working on a double-
blind, placebo-controlled pilot study to begin to evaluate its efficacy.

Jens D. Rollnik, MD

Peter N. Meier, MD
Michael P. Manns, MD
Michael Gike, MD

Medical School Hannover
30623 Hannover, Germany
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GENERAL COMMENTARY

Food and Drug Administration Approval of
Buprenorphine—Naloxone for Office Treatment of Addiction

TO THE EDITOR: Many persons addicted to opium decline available
treatment methods but accept buprenorphine, particularly when it is
offered in a private office (1). On 8 October 2002, the U.S. Food
and Drug Administration approved buprenorphine, a schedule IIT
partial morphine agonist, for treatment of opioid dependence. This
approval, together with provisions in the Drug Addiction Treatment
Act of 2000, expands the venues for the treatment of opioid depen-
dence from specially licensed methadone facilities to physicians’ pri-
vate offices, where schedule IIT to schedule V drugs can be pre-
scribed. Expansion of treatment to private practice creates
opportunities to provide holistic care for addicted patients with
AIDS, hepatitis, or other conditions that are complicated by opioid
dependence. In addition, this expansion could have substantial pub-
lic health benefits by reducing heroin demand.

Buprenorphine has a wide safety margin and is as efficacious as
methadone but safer in overdose (2). For addiction treatment, bu-
prenorphine is approved as a sublingual tablet (2 mg and 8 mg)
containing a small amount of naloxone that is marketed under the
brand name Suboxone (Reckitt Benckiser, Berkshire, United King-
dom). Naloxone has no effect sublingually but precipitates absti-
nence if administered parenterally by an opioid-dependent person,
thereby limiting diversion and providing the rationale for permitting
take-home doses (3).

To treat addiction with buprenorphine, a physician must notify
the U.S. Secretary of Health and Human Services that he or she has
completed an 8-hour training course (offered by many medical soci-
eties), that a maximum of 30 patients will be treated in each office
location, and that appropriate patients are being referred for psycho-
social therapy. Previous experience with addiction treatment may
substitute for the course. The notification form is obtainable from
the Center for Substance Abuse Treatment (telephone, 301-443-
7745).

Physicians must be aware, however, of clinical complexities.
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Unless an adequate opioid-free period has elapsed, initial doses of
buprenorphine may precipitate abstinence. Discontinuation may
produce anergia, often leading to relapse (4). Increasing maintenance
doses can reduce administration to 3 to 4 days per week (5).
Private treatment reduces the stigma associated with use of opi-
oid drugs and brings addiction treatment into the mainstream of
health care. It is to be hoped that treatment of persons with addic-
tion will become similar to that of other chronically ill patients.

Richard B. Resnick, MD
New York University School of Medicine
New York, NY 10025-7113
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CORRECTION

Correction: Postmenopausal Estrogen Replacement and Risk
for Venous Thromboembolism

The first paragraph of an article on postmenopausal estrogen
replacement and risk for venous thromboembolism (1) states that the
most recent systematic review on this topic (2) did not include a
meta-analysis. The review referred to, however, was a meta-analysis

of studies published from 1966 to 1996.
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