
It’s Not Nice to Ignore 
Mother Nature: Night Workers 

May Pay a Price
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Working at night appears to increase the risk of 
breast cancer for women by about 50%. 

Source: Hansen J. Epidemiology. 2001;12:74-77. 

This was a retrospective analysis of 7035 danish female
breast cancer patients compared to age-matched controls with-

out breast cancer. Cases were identified from the Danish Cancer
Registry. Of the 7565 women with breast cancer born between 1935
and 1959, 530 (7%) were excluded from this study because they
had never been part of the workforce, leaving 7035. Controls were
drawn from the files of the Central Population Registry. Data used
to classify which workers were predominant night workers came
from an earlier interview-based survey. Women were considered to
work predominantly at night if they had been employed for at least
half a year in one or more of the trades in which at least 60% of the
female responders had nighttime schedules. Hansen controlled for
reproductive history, alcohol consumption, and socioeconomic sta-
tus. For all night workers combined, the odds ratio for breast cancer
was 1.5 (CI 1.3-1.7). There was a trend for increasing risk of breast
cancer with increasing duration of work at night. Those women
with more than 6 years of employment in trades with predominant-
ly night work had a 1.7-fold increased risk of breast cancer. 

■ COMMENT BY BARBARA A. PHILLIPS, MD, MSPH
In the United States, as in Denmark, about 20% of the workforce

does some kind of night work.1 While shiftworkers have long been
known to have reduced quality and quantity of sleep compared with
day workers,2 we are just beginning to gather data on the health
consequences of night work. The relationship of shiftwork to gas-
trointestinal and cardiovascular disease is fairly well established,
although the mechanisms remain unclear.3-6

The current study opens a whole new Pandora’s box of potential
occupational illness. It builds on earlier work indicating that female
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nurses,7,8 flight attendants,9,10 and radio and telegraph
workers11 who worked nights have increased rates of
breast cancer. What is new and important about
Hansen’s study is that it was designed to test the relation-
ship of night work to breast cancer, and that it controlled
for the well-known confounding risk factors of parity,
alcohol use, and socioeconomic status.

Further, Hansen puts forth a plausible hypothesis sup-
ported by data: increased ocular exposure to visible light
decreases blood melatonin levels,12 and melatonin sup-
presses human breast cancer cell growth.13,14 Further,
estrogen-receptor-positive breast cancer patients appear
to have low serum melatonin concentrations. Of further
relevance is the fact that totally blind women, who do
not undergo light-induced inhibition of melatonin, have
lower breast cancer rates than do other women.15

This study is important because it helps us to better

understand the pathogenesis of the No. 2 cancer killer of
women, and it provides evidence that melatonin is actu-
ally a sex hormone. Maybe it should also remind us that
it’s unwise to disregard the cycles of the earth’s rota-
tion—we are meant to sleep at night!   ❖
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Lansoprazole Treatment of
Patients for Chronic 
Idiopathic Laryngitis 
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Of lansoprazole recipients, 58% had complete
or partial resolution of laryngeal findings vs. 30% of
those on placebo (NS). These results support empirical
treatment of suspected GERD-related laryngitis with
aggressive acid suppressive therapy. 

Source: El-Serag HB, et al. Am J Gastroenterol. 2001;96:
979-983.

Many physicians accept the notion that
gastroesophageal reflux disease (GERD) can

74 May 29, 2001

Subscriber Information
Customer Service: 1-800-688-2421.

Customer Service E-Mail: customerservice@ahcpub.com

Editorial E-Mail: neill.larmore@ahcpub.com

World-Wide Web: http://www.ahcpub.com

Subscription Prices
United States

$249 per year (Student/Resident rate: $110).

Multiple Copies

1-9 additional copies: $179 each; 10 or more copies: $159 each.

Canada

Add GST and $30 shipping

Elsewhere

Add $30 shipping

Accreditation
American Health Consultants (AHC) designates this continuing
medical education (CME) activity for up to 40 hours in Category 1
credit toward the AMA Physician’s Recognition Award. Each
physician should claim only those hours of credit that he/she actu-
ally spent in the educational activity. 

AHC is accredited by the Accreditation Council for Continuing
Medical Education (ACCME) to provide CME for physicians. 

This CME activity was planned and produced in accordance with
the ACCME Essentials.

Internal Medicine Alert has been approved by the American
Academy of Family Physicians as having educational content
acceptable for prescribed credit hours. Term of approval covers
issues published within one year from the beginning distribution
date of January 1, 2001. This volume has been approved for up
to 40 prescribed credit hours. Credit may be claimed for one
year from the date of this issue. 
The program is also approved by the American Osteopathic
Association for 40 Category 2B credit hours. 
For CME credit, add $75.

Internal Medicine Alert, ISSN 0195-315X, is published twice
monthly by American Health Consultants, 3525 Piedmont Rd.,
NE, Bldg. 6, Suite 400, Atlanta, GA 30305. 

VICE PRESIDENT/GROUP PUBLISHER: 

Donald R. Johnston.

EDITORIAL GROUP HEAD: Glen Harris.

MARKETING PRODUCT MANAGER:

Schandale Kornegay.

MANAGING EDITOR: Robin Mason.

ASSOCIATE MANAGING EDITOR: Neill Larmore.

SENIOR COPY EDITOR: Robert Kimball.

GST Registration Number: R128870672. 

Periodical postage paid at Atlanta, GA. 

POSTMASTER: Send address changes to Internal 

Medicine Alert, P.O. Box 740059, Atlanta, GA 30374. 

Copyright © 2001 by American Health Consultants. All rights
reserved. No part of this newsletter may be reproduced in any
form or incorporated into any information-retrieval system with-
out the written permission of the copyright owner. 

Back issues: $18. Missing issues will be fulfilled by Customer
Service free of charge when contacted within one month of
the missing issue’s date.

This is an educational publication designed to present scientific
information and opinion to health professionals, to stimulate
thought, and further investigation. It does not provide advice
regarding medical diagnosis or treatment for any individual
case. It is not intended for use by the layman.

Statement of 
Financial Disclosure

In order to reveal any potential bias in this publication, and in accor-
dance with Accreditation Council for Continuing Medical Education
guidelines, we disclose that Dr. Phillips serves on the speaker’s
bureau of Cephalon, Boehringer Ingelheim, Wyeth-Ayerst, Glaxo Well-
come, and Novartis, and is a consultant for Boehringer Ingelheim,
Genentech, and Pharmacia & Upjohn. Dr. Robinson is a consultant for
and serves on the speaker’s bureau of Pfizer, Janssen, Wyeth-Ayerst,
Astra Zeneca, Salix, Reliant, Solvay, TAP, SmithKline Beecham, and
Novartis. Dr. Kemper is on the speaker’s bureau of Virologic, Glaxo
Wellcome, Pfizer, and Agouron and does research for Virologic,
Merck, Chiron, and Agouron. Dr. Muder does research for Ortho-
McNeil, Aventis, and Pharmacia-Upjohn. Dr. Ost serves on the speak-
er’s bureau of Sanofi and Pfizer. Dr. Pierson serves on the speaker’s
bureau of Glaxo Wellcome. Dr. Kuritzky is a consultant for Glaxo Well-
come and is on the speaker’s bureau of Glaxo Wellcome, 3-M, Wyeth-
Ayerst, Pfizer, Novartis, Bristol-Myers Squibb, Zeneca, and
Boehringer Ingelheim. Drs. Chan, Elliott, Grauer, and Ravi report no
consultant, stockholder, speaker’s bureau, research, or other financial
relationships with companies having ties to this field of study.

Questions & 
Comments

Please call Robin Mason,
Managing Editor, at (404) 262-5517 

(e-mail: robin.mason@ahcpub.com) or 
Neill Larmore, Associate Managing Edi-
tor, at (404) 262-5480 (e-mail: neill.lar-
more@ahcpub.com) between 8:30 a.m.

and 4:30 p.m. ET, Monday-Friday.



Internal Medicine Alert 75

underlie a number of extraesophageal syndromes,
including laryngitis.  Epidemiological data support
this concept in a Veterans Administration setting
with a high prevalence of laryngeal disorders asso-
ciated with the diagnosis of erosive esophagitis.1

Additionally, it is widely taught that patients with
GERD-related laryngitis often do not have heart-
burn or erosive esophagitis. It seems reasonable
that anti-reflux treatment might be beneficial for
treatment of reflux-related laryngitis. However, up
to now, no controlled studies have assessed the
value of such treatment. This paper describes 22
patients with symptoms and laryngoscopic signs of
chronic laryngitis receiving either lansoprazole 30
mg bid or placebo for 3 months. Some had heart-
burn and some did not. Only a few had erosive
esophagitis (3 on lansoprazole and 1 receiving
placebo). Twenty patients completed the study (11
on lansoprazole, 9 on placebo). Of lansoprazole
recipients, 58% had complete or partial resolution
of laryngeal findings vs. 30% of those on placebo
(NS). However, lansoprazole led to symptom relief
in 55% vs. only 1 patient (11%) on placebo. Initial
diagnostic test results such as pH exposure did not
predict response. It is suggested that these results
support empirical treatment of suspected GERD-
related laryngitis with aggressive acid suppressive
therapy.

■ COMMENT BY MALCOLM ROBINSON, MD, 
FACP, FACG
This study is far too small and too heterogeneous

to answer any basic questions regarding the proper
evaluation, identification, or treatment of patients
suspected to have GERD-related laryngitis. Never-
theless, I would agree with El-Serag and Sonnen-
burg that laryngitis might be related to proximal
esophageal reflux. If so, it should respond to acid
suppression. As this paper also comments, further
larger studies should be undertaken to help define
the appropriate identification of patients most likely
to respond to such management. At present, there is
still little justification for large-scale use of empiri-
cal aggressive antisecretory treatment for primary
care patients presenting with unexplained chronic
laryngitis.   ❖

Reference
1. El-Serag HB, Sonnenburg A. Gastroenterology. 1997;

113:755-760.

Cases of Lyme Disease
Remain Elevated
A B S T R A C T S  &  C O M M E N T A R Y

Synopsis: Nine states accounted for 90% of cases,
including (in descending order) Connecticut, Rhode
Island, New York, Pennsylvania, Delaware, New Jer-
sey, Maryland, Massachusetts, and Wisconsin. Disease
incidence exceeded 100 cases per 100,000 population in
24 counties located in these states.

Sources: MMWR Morb Mortal Wkly Rep. 2001;50:181-185;
Parola P, Raoult D. Clin Infect Dis. 2001;32:897-928.

As suburban sprawl pushes communities deeper
into wooded areas, cases of Lyme disease in the

United States have risen. Overall, 16,801 and 16,273
cases were reported to the CDC in 1998 and 1999,
respectively, up 27-30% from 1997 and more than dou-
ble the figures for 1990. Nine states accounted for 90%
of cases, including (in descending order) Connecticut,
Rhode Island, New York, Pennsylvania, Delaware, New
Jersey, Maryland, Massachusetts, and Wisconsin. Dis-
ease incidence exceeded 100 cases per 100,000 popula-
tion in 24 counties located in these states. 

The highest disease incidence (950.7) was reported
in Nantucket County, Mass. Only 139 cases were
reported from California, one of which I know to have
been imported from Wisconsin.1 Five states reported no
cases (Alaska, Georgia, Hawaii, Montana, and South
Dakota). More than half of the cases were reported in
June and July. 

■ COMMENT BY CAROL A. KEMPER, MD, FACP
Lyme disease can generally be prevented with a few

simple measures. Growing up in Minnesota, we were
trained at an early age to observe good tick practices: 1)
Avoid tick-prone areas, or if you must camp or hike in
an area with ticks, wear long sleeved shirts and long
pants with socks rolled up over the cuffs; 2) Use insect
repellant; 3) Do a tick check every night before bed dur-
ing peak season—check all hairlines, and around breasts
and under arms where the skin is soft and warm; 4)
Remove any tick within 24 hours of attachment in order
to reduce the risk of transmission; and 5) check your
pets before letting them back in the house. 

People living in areas of greatest risk should consider
vaccination. But vaccination is no substitute for good
tick practices. Primary care physicians in endemic areas
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should consider posting recommendations for good tick
practices in their waiting rooms, especially during
spring and summer months. (Dr. Kemper is Clinical
Associate Professor of Medicine, Stanford University,
Division of Infectious Diseases, Santa Clara Valley
Medical Center, Redwood City, Calif.)   ❖

Reference
1. Kemper CA. Infectious Disease Alert. 2001;20:77-79.

G-CSF in the Treatment of
Diabetic Foot Ulcers
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In a randomized, controlled trial, patients
with diabetic foot ulcers treated with a 21-day course of
G-CSF (in addition to standard treatment) along with
antibiotic therapy had a lower rate of bone amputation
at 9 weeks than patients treated with antibiotics alone.

Source: de Lalla F, et al. Antimicrob Agents Chemother.
2001;45:1094-1098.

Patients with severe diabetic foot infections
were randomized to receive either standard treat-

ment (local care and antibiotics) or standard treatment
plus recombinant granulocyte-colony stimulating factor
(G-CSF) at a dose of 263 mg subcutaneously each day
for 21 days. Empiric antibiotic therapy consisted of
ciprofloxacin and clindamycin; therapy was adjusted
based on the results of deep ulcer cultures. Patients with
severe limb ischemia (ankle/brachial blood pressure
index < 0.5) were excluded. Twenty patients were
enrolled in each group. The 2 groups were similar in
terms of age, ulcer severity, laboratory parameters, and
microbiology of lesions. Based on culture results, initial
antibiotic therapy was adjusted in 60% of patients in
each group. All patients had osteomyelitis as document-
ed by bone exposure or probe. Ulcer assessment was
carried out by a plastic surgeon who was blinded as to
study group assignment. de Lalla and associates defined
clinical failure as absence of clinical improvement, or
as amputation (consisting of any excision of bone seg-
ment) performed after 15 days of appropriate antibiotic
therapy.

At 9 weeks, 7 (35%) patients in each group were
cured. Five patients receiving G-CSF demonstrated

clinical failure compared with 9 control patients (25%
vs 45%; P = .19). Amputation as a cause of failure
occurred in 3 patients receiving G-CSF compared with
9 control patients (15% vs 45%; P = .038). No patients
had adverse reactions to G-CSF.

■ COMMENT BY ROBERT MUDER, MD

Infection is a major contributor to limb loss in dia-
betic patients. In addition to vascular disease and
peripheral neuropathy, diabetics demonstrate a number
of defects in polymorphonuclear leukocyte function
that impair the ability to contain and eradicate microor-
ganisms. These include abnormalities in migration,
chemotaxis, phagocytosis, and intracellular killing of
bacteria.

G-CSF is an endogenous glycoprotein that stimulates
proliferation and differentiation of granulocytic precur-
sors into mature neutrophils. In addition, G-CSF
enhances the phagocytic and bactericidal activity of both
normal and abnormal neutrophils. G-CSF is often used
in patients rendered neutropenic by cancer chemothera-
py or marrow transplantation in order to decrease the
duration of neutropenia. Studies in non-neutropenic ani-
mals have shown improved outcome after admistration
of G-CSF in experimental infection. A previous ran-
domized, placebo-controlled trial found that a 7-day
course of G-CSF therapy was associated with earlier
eradication of pathogens, quicker resolution of inflam-
mation, and a shorter duration of antibiotic therapy than
standard therapy.1 Neutrophil superoxide production
was significantly increased in G-CSF-treated patients,
confirming its effect on neutrophil function in diabetic
patients.

G-CSF appears to be a promising adjunctive agent in
the treatment of diabetic foot infections. The clinical
trials reported thus far have several limitations—the
most notable being small numbers of patients. In the
study of de Lalla et al, the decision to perform amputa-
tion was made by orthopedic surgeons who were not
members of the study team and not blinded as to treat-
ment assignment. Thus, it is not clear that uniform cri-
teria for amputation were followed in all patients. 

However, these preliminary studies are encouraging
and should provide the impetus for larger, randomized
trials of G-CSF in the treatment of diabetic foot infec-
tions. (Dr. Muder is Hospital Epidemiologist, Pitts-
burgh VA Medical Center, Pittsburgh, Pa.)   ❖

Reference
1. Gough A, et al. Lancet. 1997;350:855-859.
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Systemic Glucocorticoids 
in COPD
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: A 10-day course of steroid treatment is more
efficacious than a 3-day course in improving outcomes
but does not reduce relapse rates.

Source: Sayiner A, et al. Chest. 2001;119:726-730.

The optimal duration of steroid treatment in
the management of acute chronic obstructive pul-

monary disease (COPD) exacerbations is not well
defined, although they are used widely in clinical practice.
Sayiner and colleagues conducted a randomized, single-
blind, prospective study at a tertiary care center in Turkey
to compare the efficacy of 3 days vs. 10 days of pred-
nisone. A total of 198 patients were screened for the
study, of which 36 patients met the inclusion criteria.
Inclusion criteria were smoking history > 20 pack-years,
severe airway obstruction with FEV1 < 35% of predicted,
and severity of illness warranting hospitalization for the
exacerbation. Patients with a personal or family history of
asthma, atopy, allergic disease, or use of steroids within
the last month were excluded. Patients who met the crite-
ria were randomly assigned into one of two groups.
Group 1 received prednisone 0.5 mg/kg q6h for 3 days
and normal saline for the next 7 days as a placebo. Group
2 received prednisone 0.5 mg/kg q6h for 3 days and was
then tapered rapidly over the next 7 days. Patients were
given high-dose inhaled β-2 agonists, ipratropium bro-
mide, theophylline, and antibiotics when indicated. Pri-
mary end points included FEV1 and PaO2 at 3 days and 10
days. Symptom score, adverse events, and recurrent exac-
erbation within 6 months were secondary end points. 

There was no significant difference between the groups
with respect to duration of COPD, smoking history, base-
line FEV1, and PaO2. Both groups showed improvement in
FEV1 and PaO2 level, but there was a more marked
improvement in patients who received the 10-day course of
prednisone. However, there was no significant difference
between groups with respect to recurrent exacerbations.

Sayiner et al conclude that in severe COPD exacerba-
tions, a 10-day course of steroid treatment is more effec-
tive than a 3-day course in improving the outcomes of
PaO2 and FEV1, but the 10-day course has no benefit in
terms of reducing the recurrence rate.

■ COMMENT BY DAVID OST, MD, & 
LINGAMURTHY RAVI, MD
The optimum dose and duration of steroid treatment in

the management of acute COPD exacerbation is not well
defined. A study done by Albert and Martin in 1980
demonstrated that steroids given 4 times daily for 3 days
produced an earlier increase in FEV1 relative to placebo
treatment.1 This study did not include clinical outcomes.
Another study by Niewoehner and Erbland compared sys-
temic steroid therapy of 2 weeks vs. 8 weeks duration vs.
placebo.2 Steroid treatment was associated with a signifi-
cantly lower rate of treatment failure, decreased length of
hospital stay, and more rapid improvement in FEV1. A final
study by Davies and Angus showed similar results with a 2-
week course of oral prednisone.3 In this study, they noted a
more rapid improvement in FEV1 that reached a plateau in
5 days with little further change at 6 weeks.

This study by Sayiner et al provides useful information
that adds to our understanding of the optimal duration of
therapy. They compare a 3-day with a 10-day regimen of
steroids. Among the 10-day group, the FEV1 improved at
day 3 and continued to improve further to day 10. In con-
trast, among the 3-day group, the FEV1 improved to day
3, with no subsequent improvement at day 10. Based on
the limited available evidence, the optimal duration of
therapy for acute exacerbations of COPD is probably in
the range of 5 to 14 days. (Dr. Ravi is a Resident, Depart-
ment of Medicine, Nassau County Medical Center, Stony
Brook, NY.)   ❖

References
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340:1941-1947.
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Are Aneroid Sphygmo-
manometers Accurate?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In the presence of a protocol of annual main-
tenance, aneroid sphygmomanometers in regular clini-
cal use were accurate to within 0.5 mm Hg (95% CI, < 1
mm Hg) when tested using a device calibrated against a
mercury sphygmomanometer. 

Source: Canzanello VJ, et al. Arch Intern Med. 2001;161:
729-731.

Because of increasing concerns over the per-
sonal and environmental hazards of mercury, mercury
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sphygmomanometers have been replaced by aneroid
devices in many health care settings. Previous studies have
shown that aneroid sphygmomanometers tended to be less
accurate than their mercury counterparts, particularly with
frequent or rough use. Because of this, Canzanello and
colleagues undertook this study to determine whether the
aneroid devices in their institution remained acceptably
accurate under their existing maintenance program. 

The study was done at the Mayo Clinic’s 2 principal
inpatient facilities in Rochester, Minn. During a 4-
month period, as part of the institutions’ routine mainte-
nance program, 248 aneroid sphygmomanometers
(17%) out of approximately 1500 devices that had
replaced mercury sphygmomanometers over the previ-
ous 6 years were selected for study. Each device was
visually inspected for damage and was replaced if it did
not read 0 prior to testing. Canzanello et al used a digital
pressure and vacuum meter, calibrated against a mercury
sphygmomanometer, to test each aneroid device at 20
mm Hg intervals between 60 and 240 mm Hg.

Pressure values from the aneroid device were virtually
identical over the pressure range tested (r = 0.99; P <
.001), underestimating those of the reference device by a
mean of 0.5 mm Hg (95% CI, 0.3-0.7 mm Hg). Virtually
100% of the values from the aneroid sphygmomanometers
were within 4 mm Hg of those obtained on the reference
device, which is the range recommended by the Associa-
tion for the Advancement of Medical Instrumentation.
Only 1 sphygmomanometer was replaced because of a
resting reading different from 0. Canzanello et al conclud-
ed that the aneroid sphygmomanometers in clinical use at
their institution, maintained according to institutional pro-
tocol, provided accurate pressure determinations when
compared with a digital pressure and vacuum meter.

■ COMMENT BY DAVID J. PIERSON, MD, FACP, FCCP
Although aneroid sphygmomanometers are widely

used in clinical settings, including the ICU, the mercury
sphygmomanometer has remained the gold standard for
accuracy. Several studies have documented inaccuracies
of potential clinical importance with aneroid devices
that are not properly maintained.1,2 In one survey of gen-
eral practitioners,3 only about half had serviced their
sphygmomanometers within 1 year and one-fourth of
the devices had never been serviced at all during a mean
of 6 years of use. I am unaware of published studies of
sphygmomanometers in use in the critical care setting,
although there is no reason that use in that environment
would not pose the same problems as elsewhere.

The good news is that, with a program of regular
inspection and maintenance (in the case of Canzanello et
al’s institution, once a year), aneroid sphygmomanome-

ters are plenty accurate for clinical purposes. It is impor-
tant to point out that only fixed, wall-mounted devices
were included in this study, and one might expect more
portable devices to receive more jars and jolts and hence
be more likely to become inaccurate. Despite widespread
direct monitoring of systemic arterial blood pressure via
catheter-connected pressure transducers, indirect mea-
surement using a sphygmomanometer remains an indis-
pensable tool in the ICU. It is reassuring to know that
replacement of mercury sphygmomanometers with their
aneroid counterparts has not meant sacrificing accuracy,
at least when the devices are properly inspected and
maintained. (Dr. Pierson is Professor of Medicine, Uni-
versity of Washington, Medical Director, Respiratory
Care, Harborview Medical Center, Seattle, Wash.)   ❖

References
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Pharmacology Update
Once-Weekly Alendronate
Tablets
By William T. Elliott, MD, FACP, 
and James Chan, PharmD, PhD

Merck & co. has received fda approval to
market once-a-week doses of alendronate for the

treatment and prevention of osteoporosis. Alendronate
is a bisphosphonate that inhibits bone resorption. It
has been available since 1995 as a once-a-day medica-
tion and has been widely used to treat and prevent
osteoporosis. Alendronate is marketed under the
tradename Fosamax . 

Indications
Alendronate is used for the treatment or prevention of

osteoporosis in postmenopausal women. 

Dosage
The dose of alendronate for the treatment of osteoporo-

sis is 70 mg once weekly. For prevention, the dose is 35
mg once weekly. It should be taken upon arising with plain
water (6-8 oz) at least one-half hour before the first food,
beverage, or medication of the day. The patient should not
lie down for at least 30 minutes and until after their first
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food of the day.1 Patients should also receive supplemental
calcium and vitamin D if these are not adequately supplied
by the diet. Patients should be advised not to chew or suck
on the tablets as this may cause oropharyngeal ulceration.
If a dose is missed, patients should be advised to take it the
next morning after they remember and return to the origi-
nally chosen weekly schedule. Alendronate is not recom-
mended for patients with renal impairment (creatinine
clearance < 35 mL/min).1

Potential Advantages 
Once-weekly dosing may be more convenient as

adherence to the strict dosing instructions need to be fol-
lowed only once weekly instead of daily. Once-weekly
dosing also reduces the esophageal exposure to the drug. 

A trend toward a lower incidence of esophageal or
gastric duodenal irritation was seen with the weekly
dosing compared to daily dosing.2

Potential Disadvantages 
Alendronate must be taken with specific instructions

to reduce esophageal irritation. A retrospective database
analysis reported that patients taking alendronate and
who are elderly or are users of NSAIDs may have a
greater risk of clinic visits and hospital admissions for
acid-related gastrointestinal (GI) disorders.3

Comments 
Alendronate inhibits the rate and extent of bone

resorption by inhibiting osteoclast activity. This is shown
by a decrease in osteocalcin, bone-specific alkaline phos-
phatase, and urinary markers such as cross-linked N-
telopeptides of type 1 collagen. The drug’s half life on
bone surface is several weeks, and these pharmacody-
namics allow for weekly dosing. In a comparative 1-year
study, 70 mg once weekly showed the same efficacy as 10
mg daily. The mean increases in bone mineral density
(BMD) in the lumbar spine in those who completed the
trial were 5.1% (95% CI = 4.8-54%) and 5.4% (95% CI =
5.0-5.8%) for the weekly and daily dosing, respectively.1,2

Increases in BMD at the total hip, femoral neck,
trochanter, and total body were also similar. Similarly in
a 1-year prevention trial, alendronate 35 mg weekly and
5 mg daily produced a 2.9% (95% CI = 2.6-3.2) and
3.2% (95% CI = 2.9-3.5%) increase in BMD, respec-
tively.1 Long-term studies on fracture rates have not
been conducted with the weekly regimens. While com-
plaints such as dyspepsia and abdominal pain have been
associated with alendronate administration, the drug did
not appear to be associated with serious upper GI events
in patients with no recent history of GI events.4 The

daily and weekly regimens are priced the same. 

Clinical Implications 
Alendronate 35 mg and 70 mg provide an alterna-

tive to the daily regimens for the prevention and treat-
ment of osteoporosis. These may be preferred for
patients who cannot tolerate the daily dose or cannot
follow the strict dosing instructions. Weekly and daily
regimens appear to be comparable in efficacy as shown
by BMD studies.   ❖
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CME Questions

34. Regarding shiftwork, which one of the following is true?
a. Shift workers sleep about as well as do nonshift workers, and

they do not appear to have significant health consequences.
b. Shift workers sleep more poorly than do nonshift workers, but

they do not appear to have significant health consequences. 
c. Shift workers sleep about as well as do nonshift workers, but

they appear to have increased rates of gastrointestinal and car-
diovascular illness.

d. Shift workers sleep more poorly than do nonshift workers, and
they appear to have increased rates of breast cancer, gastroin-
testinal, and cardiovascular illness. 

35. Use of pH monitoring to demonstrate abnormal esophageal
acid exposure reliably predicts a favorable response of laryn-
geal signs and symptoms to a minimum of 3 months of aggres-
sive PPI treatment. 
a. True
b. False

36. The optimal duration of steroid treatment for acute COPD
exacerbation is:
a. 3 days.
b. 10 days.
c. an 8-week course of tapering dose steroids.
d. Steroids are not indicated for COPD exacerbations.
e. None of the above

37. The study of the accuracy of aneroid sphygmomanometers
compared to mercury devices found the former to:
a. underestimate the reference device by a mean of 5 mm Hg.
b. underestimate the reference device by a mean of 0.5 mm Hg.
c. exactly duplicate the readings of the reference device.
d. overestimate the reference device by a mean of 5 mm Hg.
e. have no consistent pattern of accuracy.
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In Future Issues: Usefulness of Colonoscopy with Biopsy in the Evaluation 
of Patients with Chronic Diarrhea

HPV Infection as a
Risk Factor for Squa-
mous-Cell Carcinoma
of the Head and Neck

Human papillomavirus (hpv) is a
well recognized oncogenic sub-

strate for cervical cancer, as well as
other anogenital cancers. HPV DNA
has been found in some head and neck
cancers. In persons with head and neck
cancer who do not harbor HPV DNA, it
is conceivable that they have suffered
previous transient HPV infection that
has passed. HPV capsid antigen anti-
body indicates past HPV infection in the
absence of HPV DNA.

Data were obtained from almost 1
million Scandinavians who donated
serum samples to serum banks, all of
whom were negative for head and neck
cancer at the time of their donation. In
this population, 292 head and neck car-
cinomas were ultimately identified.

Because cigarette smoking is a potent
risk factor for head and neck cancer,
level of smoking was ascertained by
measurement of serum cotinine. Smok-
ers were stratified by cotinine levels,
which separates those exposed to pas-
sive smoke, light-to-moderate smokers,
and heavy smokers. Statistical relation-
ships  between head and neck cancer and
HPV were adjusted for smoking status.

In persons with head and neck can-
cer, the odds ratio for HPV antibody
presence was more than doubled. As
has been demonstrated for genital can-
cer, not all HPV subtypes produce risk;
in this trial, HPV-16 was the only sub-
type associated with increased risk.

Though this study does not prove
causation, the relationship is plausible
and merits further focus on the role of
HPV-16 as a head and neck cancer
oncogenic trigger.   ❖

Mork J, et al. N Engl J Med. 2001;
344:1125-1131.

Cognitive Behavior
Therapy for Chronic
Fatigue Syndrome

Chronic fatigue syndrome (cfs)
has been characterized as a symp-

tom complex of persistent fatigue, with-
out demonstrable organic cause, of at
least 6 months duration. Pharmacologic
treatment results have been generally
disappointing. Prins and colleagues per-
formed a randomized trial of cognitive
behavior therapy (CBT) compared to
support groups and placebo in a large
population of CFS patients (n = 278).
The purpose of the support group com-
parator was to address criticisms of pre-
vious studies that simply providing a
supportive attention to the patient might
account for the benefit observed with a
counseling therapy. Hence, a support
group (including a therapist, but without
performance of CBT) should provide a
plausible clarification of this issue.

CBT and support group sessions
were provided as 11-16 brief (1-1.5
hour) encounters over 8 months time;
the placebo control group was given
no intervention.  

At the 8 months conclusion of the
trial, CBT produced a statistically signif-
icant improvement (over placebo and
support group subjects) in Karnofsky
performance status, psychological well-
being, and quality of life. Persons
assigned to the support group fared no
better than the placebo group, despite
uniformly positive evaluation of the sup-
port group experience. One of the most
encouraging aspects of this study was
that therapists enrolled had not had prior
experience in CBT; hence, we may be
hopeful that counselors with varying

levels of experience may anticipate
favorable outcomes when CBT is pro-
vided for CFS.   ❖

Prins JB, et al. Lancet. 2001;357:
841-847.

Use of Statins and
Risk of Fractures 

Geranylgeranylpyrophosphate
(GGPP) is a protein that exerts

control over osteoclast-mediated bone
resorption. Statins (ie, 3-hydroxy-3-
methylglutaryl coenzyme A reductase
inhibitors) block production of meval-
onic acid, a precursor of GGPP. It has
been suggested that currently used
osteoporosis treatments like bisphos-
phonates may have an effect upon bone
resorption through GGPP suppression
in this same pathway. Recent epidemio-
logic data have suggested that statins
may reduce fracture risk.

van Staa and colleagues studied a
large population (n = 81,880) of cases
from general practices in the United
Kingdom of persons who had sustained
a fracture (vertebra, clavicle, humerus,
radius, ulna, carpal bone, hip, ankle, or
foot), and compared this information
with an equal body of age and sex-
matched controls. Odds ratios were
determined for use of statins vs. non-use
of statins and likelihood of fracture. 

Regardless of statin dose studied, no
difference in odds ratio of fracture
between current statin users and non
users was discerned. This lack of effect
was unaltered by duration of use of statin
dose. van Staa et al suggest that the pre-
viously reported observational reports of
statin-associated reduced fracture rates
may have been due to the confounding
effects of obesity in these patients.   ❖

van Staa TP, et al. JAMA. 2001;285:
1850-1855.
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