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Synopsis: An elevated white blood cell count is a risk factor for
several cancers in women.

Source: Margolis KL, et al. Arch Intern Med. 2007;167:1837-1844.

The notion that inflammation and cancer are linked,
and that the relationship is possibly causal, has been with us

for a long time.1 Using the Women’s Health Initiative (WHI) data-
base, Margolis and colleagues prospectively examined the correla-
tion of the white blood cell (WBC) count and the development of
cancer of the breast, the colon and rectum, the endometrium, and
the lung. After exclusion (including those with WBC < 2.5 X 109
cells/L or > 15.0 X 109 cells/L), 143,748 women were available
for study. The examination of the relationship of WBC and
endometrial cancer was limited to the 85,621 women who still had
uteruses. Subgroup analysis for breast cancer and colorectal cancer
was performed on women who had negative screening (normal
mammograms or negative fecal occult blood testing, colonoscopy,
or sigmoidoscopy, respectively) before admission into the study.
The subjects had a single WBC drawn on enrollment and annual or
semiannual follow up, when they were quizzed on any new diag-
nosis of cancer (other than non-melanoma skin cancer). Any new
diagnosis was confirmed by medical record review. The WBC
counts were divided into quartiles, 2.50-4.79, 4.80-5.69, 5.70-6.79,
and 6.80-15.00 X 109 cells/L. The women were on average 63
years old, white (82%), and overweight (35%) or obese (30%).
Twenty percent used aspirin regularly. In multivariate analysis,
using the first (lowest) quartile as the reference (hazard ratio [HR]
= 1), elevated WBC counts (fourth quartile) were statistically sig-
nificantly associated with invasive (but not in situ) breast cancer,
colorectal cancer, endometrial cancer, and lung cancer. This data is
summarized in the table on the next page.
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To parry the concern that the cancers were subclin-
ical (ie, they were present, but undetectable, at the
start of the study, the author recalculated the rates
after excluding cancers that were discovered within
the first two years of the study. The results were
unchanged. When they looked at individuals who had
negative screening for breast or colorectal cancer at
baseline, there were statistically insignificant trends
for increased risk.
■ COMMENTARY

That an elevated WBC count is associated with can-
cer incidence and mortality is not a novel concept.2 The
authors speculate about the plausibility of their results
and present interesting intermediate data that link
inflammation to the initiation and promulgation of can-
cer. This involves the cellular production of cytokines
and chemotactic molecules and their involvement with
cell growth, migration, and differentiation. The topic
was reviewed in 2002.3

Certainly, the prospect of an ordinary blood test that

can screen for four cancers is appealing. However,
there are some problems with this study. One of the
things that bothered me was the selection of the WBC
quartiles. The authors did not provide a rationale for
having different-sized intervals. The fourth quartile’s
range overlaps the “normal” range for my hospital’s
laboratory (4.8-10.8 X 109 cells/L). The hazard ratios
were not huge (at best, a 63% increased risk for lung
cancer) and for colorectal cancer, barely significant,
since the confidence interval included 1.00.

How can we put the results of this study to good use?
In their accompanying editorial, Roy and Khadekar
remark, “While this association was statistically signifi-
cant, the magnitude of the difference was somewhat
unimpressive … Moreover, because there are obviously
numerous factors that can affect the WBC count, the
authors’ suggestion of possible future clinical value seems
somewhat unrealistic.”4 I agree. The WBC is too blunt an
instrument to use as a screening test. On the other hand, if
your female patient presents with an elevated WBC and
you cannot reasonably account for the elevation, consider
recommending follow-up testing (mammography,
endometrial biopsy, colonoscopy, chest x-ray), based on
her risk factors and any previous testing.   ■
References
1. Balkwill F, Mantovani A. Lancet. 2001;357:539-545.
2. Shankar A, et al. Arch Intern Med. 2006;166:188-194.
3. Shacter E, Weitzman SA. Oncology (Williston Park).

2002;16:217-226, 229; discussion 230-232.
4. Roy HK, Khandekar JD. Arch Intern Med.

2007;167:1822-1824.

Duration of Immunity
to Common Viral and
Vaccine Antigens
A B S T R A C T  & C O M M E N T A R Y

By Mary Elina Ferris, MD
Clinical Associate Professor, University of Southern California
Dr. Ferris reports no financial relationship to this field of study.

Synopsis: Serum analysis of 45 subjects for antibodies
and humoral immunity over a median of 15 years
showed antiviral responses ranging from 11-19 years
for tetanus-diphtheria, 50 years for varicella-zoster,
and up to 200 years for measles and mumps.

Source: Amanna IJ, et al. N Engl J Med. 2007;357:1903-1915.

Amathematical model was used to calcu-
late antibody half-life and rates of decay using

2 January 15, 2008

Internal Medicine Alert, ISSN 0195-315X, is published
twice monthly by AHC Media LLC, 3525 Piedmont Road.,
NE, Building. 6, Suite 400, Atlanta, GA 30305. 

SENIOR VICE PRESIDENT/GROUP PUBLISHER: 
Brenda Mooney.

ASSOCIATE PUBLISHER: Lee Landenberger.

MARKETING PRODUCT MANAGER: 
Shawn DeMario.

MANAGING EDITOR: Iris Williamson Young

GST Registration Number: R128870672. 

Periodicals postage paid at Atlanta, GA. 
POSTMASTER: Send address changes to Internal
Medicine Alert, P.O. Box 740059, Atlanta, GA 30374. 

Copyright © 2008 by AHC Media LLC. All rights reserved.
No part of this newsletter may be reproduced in any form or
incorporated into any information-retrieval system without
the written permission of the copyright owner. 

Back issues: $21. 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 pro-
vide advice regarding medical diagnosis or treatment for any
individual case. It is not intended for use by the layman.

Subscriber Information

Customer Service: 1-800-688-2421
Customer Service E-Mail: customerservice@ahcmedia.com

Editorial E-Mail: iris.young@ahcmedia.com
World-Wide Web: www.ahcmedia.com

Subscription Prices
United States

1 year with free AMA Category 1 credits: $289
Add $17.95 for shipping & handling. 

(Student/Resident rate: $125).

Multiple Copies
Discounts are available for group subscriptions. For pricing infor-

mation, please call Tria Kreutzer at (404) 262-5482.

Canada
Add 7% GST and $30 shipping

Elsewhere
Add $30 shipping

Accreditation
AHC Media LLC is accredited by the Accreditation Council for
Continuing Medical Education to provide continuing medical edu-
cation for physicians. 

AHC designates this educational activity for a maximum of 45 AMA
PRA Category 1 CreditsTM. Physicians should only claim credit com-
mensurate with the extent of their participation in the activity. 

Internal Medicine Alert has been reviewed and is acceptable for up
to 24 Prescribed credits by the American Academy of Family
Physicians. AAFP accreditation begins 01/01/07. Term of approval
is for one year from this date. Each issue is approved for 1 Pre-
scribed credit. Credit may be claimed for 1 year from the date of
each issue. The AAFP invites comments on any activity that has
been approved for AAFP CME credit. Please forward your com-
ments on the quality of this activity to cmecomment@aafp.org.

This CME activity is intended for the internist/family physician. It is in
effect for 36 months from the date of the publication. 

Questions & Comments
Please call Iris Young, 

Managing Editor, at (404) 262-5413 
(e-mail: iris.young@ahcmedia.com) between 8:30

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

Cancer Hazard Ratios (Confidence Intervals)
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630 serum samples collected from 45 individuals
over a median of 15.2 years (range 5 to 26 years),
with an average of 14 samples per subject. Samples
were collected as part of annual screening of labora-
tory workers with additional samples after any
injury; a smaller group had weekly samples after
vaccinia vaccinations.

Antibody titers were measured for 6 viral antigens
(vaccinia, measles, mumps, rubella, varicella-zoster
virus, and Epstein-Barr virus) and 2 nonreplicating
antigens (tetanus and diphtheria). Elevations of anti-
body levels were seen after booster vaccinations, and
the natural decline of antibodies were identical for
persons exposed though actual disease vs vaccination,
although the absolute level was higher for actual dis-
ease exposure.

Varicella-zoster viral immunity showed the most fluc-
tuations. All 45 study subjects were initially seroposi-
tive, and the majority of 10 who experienced spikes in
antibody level had no known exposures or viral out-
breaks. Immunity decreased slowly, with an estimated
half-life of 50 years. Tetanus-specific antibodies
decreased the most rapidly, with estimated half-life of
11 years; diphtheria-specific antibodies had an estimated
half-life of 19 years.

Memory B cells for the 8 specific antigens were also
measured with limiting-dilution analysis, and their fre-
quencies compared to corresponding serum antibody
levels. B cell levels rose quickly after antigen exposures
and persisted. A significant correlation to antibody lev-
els was found after acute infection with measles,
mumps, and rubella, but not vaccinia, varicella-zoster or
Epstein-Barr viruses, or for the tetanus-diphtheria vac-
cine antigens.

To test the theory of “nonspecific bystander activa-
tion” of humoral immunity being triggered by unrelated
infections, 4 subjects were followed for over 25 years
for their antibody response to the 8 antigens after unre-
lated infection or immunization. Little or no effect on
antibody levels to these antigens was seen. 
■ COMMENTARY

This longitudinal research both supports and
refutes some current theories of how longstanding
immunity is maintained. For measles, mumps and
rubella, antibody responses were correlated with
rises in memory B cells after antigen exposure,
which supports the theory that B cell activation into
plasma cells is necessary for antibody maintenance.
However this association was not present for the
other viruses and tetanus-diphtheria antigens,
although levels of immunity for both antibodies and
B cells were independently maintained. 

The authors suggest that a model of independent
regulation of antibody levels and memory B cells is
the most likely, with multiple re-exposures affecting
the levels in different ways. They also note that the
shorter duration of antibody levels to the protein
antigens for tetanus-diphtheria immunization sug-
gests that antibody maintenance is influenced by the
nature of the antigen.

Although this research is an important contribu-
tion to the knowledge needed for vaccine design and
timing of booster vaccinations, it is not enough to
change clinical practice at this point. However, it
does appear that our current schedule for immuniza-
tions and boosters was sufficient to maintain immu-
nity to these common antigens over a long period of
time, even if we’re still not exactly sure how it all
works. ■

Cereals and the Risk for
Heart Failure:
Is There a Link? 
A B S T R A C T  & C O M M E N T A R Y

By Joseph Varon, MD, FACP, FCCP, FCCM

Clinical Professor of Medicine and Professor of Acute and Continu-
ing Care at the University of Texas Health Science Center in Hous-
ton; Clinical Professor of Medicine at The University of Texas Med-
ical Branch at Galveston.
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Synopsis: When whole grain cereal (WGC) is con-
sumed regularly, there is a lower risk of developing
heart failure (HF). This association is likely to be
linked to the beneficial effects of WGC on risk factors
(ie, hypertension, obesity, hyperlipidemia) rather
than HF itself.

Source: Djoussé L, Gaziano M. Arch Intern Med. 2007;167:
2080-2085.

This prospective study was aimed at
evaluating the effect of breakfast cereals on the

development of HF using data from the Physicians’
Health Study I (PHSI) in which 261,248 male physi-
cians participated in 1981. In this study, more than
22,000 participants were randomized to receive a
daily low-dose aspirin, beta-carotene, both agents or
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daily placebo. A total of 21,376 participants were
enrolled in this trial that included specific informa-
tion regarding the consumption of breakfast cereals.
Self-reporting of the consumption was utilized using
a survey instrument. The participants received a sim-
ple questionnaire every six months for the first year
and every 12 months thereafter to obtain information
regarding the occurrence of newly diagnosed HF.
The total number of breakfast cereals was utilized as
the main exposure. A stratified analysis followed to
separate WGC from refined cereals.

The mean age at randomization was 53.7 ± 9.5
years. A higher number of elderly participants con-
sumed breakfast cereals. The average follow up of
participants was 19.8 years, during which 1018 new
cases of HF were self reported. Fewer cases of HF
were observed when breakfast cereal was consumed.
The higher number of weekly servings also influ-
enced the development of HF. When updated cereal
consumptions was analyzed at 24, 48, 72, 96 and 120
months, an inverse association to HF was found. In
further statistical analysis of the type of cereal con-
sumed, these investigators found an inverse associa-
tion between WGC and HF that was not found with
refined cereals.

■ COMMENTARY
This study showed a strong association between

the consumption of WGC and the incidence of HF.
Several studies have previously demonstrated benefi-
cial effects of fiber consumption on hypertension,
atherosclerotic cardiovascular disease and obesity.1,2

In a previous study, utilizing this same population, an
inverse association between WGC consumption and
cardiovascular mortality was found.3

The specific mechanism by which WGC are pro-
tective remain to be determined. However, these cere-
als contain potassium, which is known to lower blood
pressure.4 In addition, they have antioxidant proper-
ties, and have an effect on lipid metabolism.5 With the
findings of the present study, intervention studies
should follow in attempts to prospectively diminish
the incidence of HF. ■

References:
1. Pereira MA, et. al. Arch Intern Med. 2004;164:370-376. 
2. Meyer KA, et al. Am J Clin Nutr. 2000;71:921-930.
3. Liu S, et al. Am J Clin Nutr. 2003;77:594-599.
4. Brancati FL, et al. Arch Intern Med. 1996;156;61-67.
5. Truswell AS. Eur J Clin Nutr. 2002;56:1-14.
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(Omnaris™™)
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nia Kaiser Permanente; Assistant Clinical Professor of Medi-
cine, University of California, San Francisco; Dr. Chan is
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nente, Oakland, CA.
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The FDA has approved a non-halogenated
nasal steroid for use in pediatric patients aged 6 to

12 years and adults. Ciclesonide is a prodrug that was
previously approved for adults and adolescents but was
not marketed. It’s to be marketed by Nycomed US Inc.
as Omnaris.

Indications

Ciclesonide nasal spray is indicated for the treatment
of seasonal allergic rhinitis in patients 6 years of age and
older and for perennial allergic rhinitis in patients 12
years of age and older.1

Dosage

The recommended dose is 200 mcg (2 sprays [2 x
50 mcg]) in each nostril twice daily. The dose should
not exceed 200 mcg daily. The pump must be primed
(eight actuations) prior to initial use. If the bottle has
not been used for 4 consecutive days, it should be re-
primed with one spray or enough sprays to make a
fine mist appear.1

Ciclesonide is available as a 12.5 g unit with 50 mcg
per actuation and 120 sprays.

Potential Advantages

Ciclesonide is formulated in a hypotonic solution
without benzalkonium chloride as a preservative. This
may enhance drug uptake into the nasal mucosa and
reduce the bitter taste.2

Potential Disadvantages

Ciclesonide is not indicated for use in children
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under the age of 6 years. Controlled studies have
shown that intranasal steroids may cause reduction
in growth velocity in pediatric patients even in the
absence of hypothalamic-pituitary-adrenal axis sup-
pression.1

Comments
Ciclesonide is a nonfluorinated corticosteroid that

is the prodrug for C21-desisobutyryl-ciclesonide. It
is activated by esterases in the nasal mucosa. Dose
ranging studies demonstrate that the optimal dose of
the drug is 200 mcg daily.1,3 This dose was shown to
be statistically more efficacious than placebo in one
4-week study in adolescent and adult patients with
seasonal allergic rhinitis (n = 324) and a 6-week
study in patients with perennial allergic rhinitis (n =
461).1,4  The primary endpoint was the difference
from placebo of the average of morning and evening
nasal symptom scores. This is the sum of 4 nasal
symptoms (runny nose, itchy nose, sneezing, and
nasal congestion).

Ciclesonide reduced baseline symptoms scores by
27% compared to 17% for placebo in seasonal aller-
gic rhinitis over the first 2 weeks and 33% and 24%
respectively in perennial allergic rhinitis over 6
weeks. Onset of action was seen within 24 to 48
hours with improvement over 1 to 2 weeks for sea-
sonal allergic rhinitis and 5 weeks in perennial aller-
gic rhinitis. In pediatric patients (6-11 years, n =
219), ciclesonide was significantly more effective
than placebo in seasonal allergic rhinitis with a 30%
reduction in baseline score compared to 25% for
placebo over 2 weeks. Ciclesonide was not effective
in perennial allergic rhinitis in this population.1 In a
long-term study in adolescents and adults,
ciclesonide was shown to be safe and effective for
up to 52 weeks (n = 663).5

Patients with greater impairment in quality of life
(related to activities, nasal symptoms, eye symptoms,
and emotional factors) at baseline showed greater
improvement with ciclesonide. A slightly higher inci-
dence of epistaxis (10% vs 7.2%), sinusitis (9.3% vs
7.2%), and pharyngolaryngeal pain (9.3% vs 4.5%)
was associated with ciclesonide compared to placebo.
No clinically relevant differences were observed in
morning or 24-hours urinary free cortisol levels and
no tachyphylaxis was observed. Similar results were
observed in pediatric patients in a 12-week study.1

There are currently no published comparative studies
with other intranasal steroids. The cost was not avail-
able at the time of this review.

Clinical Implications

Intransal steroids are the mainstays in the treat-
ment of allergic rhinitis. There are currently 7
intranasal steroid products on the market.
Ciclesonide does not appear to offer any clear advan-
tages or disadvantage over existing products.
Whether the unique formulation differences (ie,
hypotonic solution) offers any advantage remains to
be determined.   ■

References
1. Omnaris Product Information. Nycomed US Inc.

November 2007.
2. Meltzer EO. Ann Allergy Asthma Immunol.

2007;98:12-21.
3. Ratner PH, et al. Ann Allergy Asthma Immunol.

2006;97:657-663.
4. Meltzer EO. Ann Allergy Asthma Immunol.

2007;98:175-181.
5. Chervinsky P, et al. Ann Allergy Asthma Immunol.

2007;99:69-76.

CME Questions
1. In an analysis of data from the Women’s Health Initiative,

women with an elevated white blood cell count were at risk for:
a. endometrial cancer
b. lung cancer
c. invasive breast cancer
d. colorectal cancer
e. all of the above

2. Which of the following antigens would be expected to trigger
the shortest duration of protective antibody levels?
a. Epstein-Barr virus
b. varicella-zoster 
c. tetanus-diphtheria 
d. vaccinia
e. measles-mumps

3. In the study by Djoussé and Gaziano, the consumption of
whole grain cereals was:
a. associated with a lower incidence of seizures
b. associated with more incidence of diarrhea
c. inversely correlated to the presence of heart failure
d. more common among people younger than 24 years of age
e. directly related to the incidence of hypertension

Internal Medicine Alert 5
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Resilient Medical
Myths: Disproven
Precepts that
Refuse to Die

Probably every clinician has
more than one medical “belief” to

which he clings, despite the prepon-
derance of evidence to the contrary.
Sometimes, clinical thinking contrary
to science persists because of conflict-
ing bodies of evidence, or, as was the
subject of this communication,
because powerful initial data sets—
especially when they fit comfortably
with our common-sense judgment—
are hard to relinquish even in the face
of newer, better science. The recent
shock of disillusionment subsequent
to the Women’s Health Initiative,
which did NOT confirm the essential-
ly “assumed” cardiovascular benefits
in menopausal women, was a prime
example of the disparate information
obtainable from observational data
(which said that HRT uniformly
reduces cardiovascular risk) compared
to interventional data (which said that
no demonstrable CHD benefit was
seen with HRT). 

In the 1990s, common wisdom held
that vitamin E—purportedly through its
antioxidant activity—should be benefi-
cial for reducing vascular events.
Indeed, some early reports supported
this concept. The HOPE trial, a large
randomized interventional trial that
included a vitamin E arm, not only
failed to show benefit, but tended
towards HARM from vitamin E. Subse-
quently, two meta-analyses conclude
that vitamin E is associated with
INCREASED mortality. 

Tatsioni, et al compared the support
stance of authors for utilization of vita-
min E in the period immediately after
publication of the initial positive trials,
and compared this with publications
after large data sets had essentially
refuted vitamin E benefits. Even 5 years

after the best data had refuted vitamin E
benefits, a majority of articles address-
ing the topic still supported the opposite
conclusion, although trends in support
did decrease over time. Apparently, the
progress of science is often difficult for
some proponents of opposing ideas to
accept. Clinicians will have to be vigi-
lant that outdated or observational data
sets not cloud their perceptions of estab-
lished scientific fact.   ■

Tatsioni A, et al. JAMA.
2007;298(21):2517-2526.

NSAID, Manipulation
or Both for LBP

Current knowledge on man-
agement of acute low back pain

(LBP) suggests that best outcomes
are obtained when patients anticipate
a favorable outcome, remain active,
avoid bed rest, and use acetamino-
phen for analgesia. NSAIDs used to
be considered appropriate first line
therapy, but recent heightened aware-
ness of NSAID potential toxicities
(GI bleeding, electrolyte disarray,
renal dysfunction, BP elevation, and
CHD events) mandates that their con-
tinued utilization provide meaningful
benefits that outweigh such adversity.

Hancock et al studied 240 patients
who were randomized to receive—in
addition to the advice/acetamino-
phen—either NSAID (diclofenac),
spinal manipulation, both, or placebo.
Diclofenac was administered 50 mg
b.i.d., and spinal manipulation was
provided by trained physiotherapists
diplomated in manipulative therapy.
All subjects were followed for 12
weeks, looking at the number of days
until recovery, defined as the first
pain-free day, and the first 7 consecu-
tive 7-day period in which the patient
reported pain 0-1/10 every day.

Neither diclofenac, spinal manipula-
tion, nor the combination of both was

superior to simple first-line advice. Pre-
dictable adverse effects of NSAIDs
were seen (none serious). Simple first-
line tools for management of LBP are
not improved by the addition of
diclofenac, but adverse events are
increased. ■

Hancock MJ, et al. Lancet.
2007;370:1638-1643.

Pomegranate Juice
for Erectile
Dysfunction

Pomegranate juice (POM) has
attributes that might benefit men

with erectile dysfunction (ED), includ-
ing potent antioxidant activity and
enhanced endothelial nitric oxide pro-
duction. Forest, et al studied the
effects of POM when administered as
8 ounces of POM daily vs placebo in
men with ED.

Men with mild-moderate ED (n=53)
were randomly assigned in a crossover
fashion to two 4-week periods of POM
or placebo. The primary outcomes
assessed at 10 weeks were improvements
on the International Index of Erectile
Function (IIEF) score and the Global
Assessment Questionnaire (GAQ) for
sexual dysfunction. 

Although there was a trend towards
improvement in both GAQ and IIEF in
persons receiving POM, it did not
achieve statistical significance (p= 0.58).
The mean age of the subjects in this pilot
study population, 46 years, was younger
than usually selected in studies of ED;
additionally, the overall ED severity
(mild-moderate) was low. The authors
consider that perhaps with a larger study
population, and longer duration of evalu-
ation, the effects of POM might achieve
statistical significance. ■

Forest CP, et al. Int J Impot Res.
2007;19:564-567.
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Clinical Scenario: 
The ECG in the Figure was obtained from a 50-year

old African American man with hypertension who was
admitted to the hospital because of chest pain. His chest
pain was intermittent, and of several weeks duration. It
was generally short-lived, and not regularly precipitated
by activity. He was a non-smoker, and did not abuse
cocaine. Blood pressure was significantly elevated. How
would you interpret this patient’s ECG? Does it suggest
acute infarction?

Interpretation/Answer:
The ECG in the Figure is clearly abnormal. There is

sinus arrhythmia and bradycardia. All intervals are nor-
mal. The mean QRS axis is +75°. There is voltage for
LVH (left ventricular hypertrophy). The most remark-
able finding is deep, symmetric T wave inversion in
multiple leads. There is also worrisome ST segment
coving and elevation in lead V3, and J point ST segment
depression in leads II, V5, and V6. In the right clinical
setting (and in the absence of a prior tracing for com-

parison), one would have to interpret these changes as
suggestive of acute evolving myocardial infarction.
However, the history in this case is not typical for acute
infarction in that chest pain is intermittent in occur-
rence, of short duration, and recurring over a period of
several weeks.

In the absence of a prior ECG for comparison,
admission to the hospital to rule out acute myocardial
infarction was prudent. Serial troponins were negative,
and cardiac catheterization was completely normal. The
ECG changes seen here therefore represent LVH and
“strain” and/or ischemia in a patient with significant
hypertension — but not acute infarction. Perhaps this
middle-aged African American man also had a similar
underlying repolarization variant as was shown in ECG
Review #190 (see July 15, 2007 Internal Medicine
Alert, p. 104), accounting for ST segment coving and
elevation in lead V3 . . . Deep, symmetric T wave inver-
sion as seen here is a common accompaniment of
severe, longstanding hypertension.   ■
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ECG Review
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Atypical Chest Pain and an Abnormal ECG 

Figure: 12-lead ECG obtained from a 50-year old African American man with hypertension and chest pain.



In this issue: FDA warnings for existing drugs
dominate pharmaceutical news this month. The FDA
and its advisory committees have issued warnings on
erythropoiesis-stimulating agents, oseltamivir
(Tamiflu) and zanamivir (Relenza) for the treatment of
influenza, rosiglitazone (Avandia) for the treatment of
type 2 diabetes, varenicline (Chantix) to help stop
smoking, the beta agonist salmeterol (Serevent), and
modafinil (Provigil) for use in children. The FDA has
also asked for marketing suspension of Bayer's apro-
tinin (Trasylol). These warnings represent a new push
by the FDA to regulate existing drugs for safety after
they have been approved for marketing. It also comes at
a time when the FDA is cleaning up its advisory com-
mittee processes, especially with regard to limiting
potential conflict of interest by advisory committee
members. A summary of the new committee processes
can be found at www.FDA.gov.

Erythropoiesis-stimulating agents (ESAs)
are the subject of new warnings from the
FDA. The drugs, Aranesp, Epogen, and

Procrit are used to treat anemia associated with
cancer chemotherapy and chronic kidney fail-
ure. For cancer patients, several studies have
shown that the drugs promote tumor growth
and decrease survival rates in patients with
advanced breast, head neck, lymphoid, and non-
small cell lung cancer when given in doses that
achieve a hemoglobin level of 12 g/dl or
greater—the target in clinical practice. There is
currently no evidence to know whether the
ESA’s promote tumor growth or shorten sur-
vival in patients who achieve hemoglobin levels
less than 12 g/dl. The warning also specifically
states that ESA’s should only be used in cancer

patients to treat chemotherapy-related anemia,
not other causes of anemia associated with can-
cer and stress, and that the drug should be dis-
continued once chemotherapy is discontinued.
For patients with chronic kidney failure, the new
warnings states that ESA's should be used to
maintain hemoglobin levels between 10 to
12g/dl.  Higher hemoglobin levels increase risk
for death and serious cardiovascular events such
as stroke, heart attack, or heart failure.  Finally,
the new labeling emphasizes that there is no
data that demonstrates that ESA's improve
symptoms associated with anemia such as qual-
ity of life, fatigue, or patient well-being for
patients with cancer or for patients with HIV
undergoing AZT therapy. 

An FDA panel is recommending new warn-
ings on the flu drugs oseltamivir (Tamiflu-
Roche) and zanamivir (Relenza-Glaxo)
regarding abnormal psychiatric behavior associ-
ated with the drugs. This issue came up last
year with a number of reports from Japan of
erratic behavior including jumping from build-
ings resulting in deaths in patients taking the
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drugs. Many of the cases involved children.
Japan has already taken the step of warning
prescribers not to use the drugs in those aged 10
to 19. The panel reports 700 cases of psychiatric
adverse events associated with both drugs, and
25 potential deaths in patients taking Tamiflu.
No fatalities have been reported with Relenza.
Both companies insist their drugs are safe and
suggest that it is difficult to know if symptoms
are caused by influenza or by medications. In
the meantime Roche has agreed to stronger
warnings for Tamiflu. Both medications reduce
the symptoms of influenza and reduce the dura-
tion by approximately one-and-a-half days.

The manufacturers of rosiglitazone (Avandia-
GlaxoSmithKline) have agreed to add new infor-
mation to the existing black box warning
regarding the potential increased risk of heart
attacks associated with drug. The FDA's press
release states that "People with type 2 diabetes
who have underlying heart disease or who are
at high risk of heart attack should talk with their
health-care provider about the revised warning
as they evaluate treatment options. FDA advises
health-care providers to closely monitor patients
who take Avandia for cardiovascular risks."
Rosiglitazone is approved for treatment of type
2 diabetes as single therapy or in combination
therapy with metformin, sulfonylureas or other
oral anti-diabetes treatments.  GSK has been
asked by the FDA to conduct a long-term study
to evaluate the potential cardiovascular risks of
rosiglitazone.

The FDA has issued an "Early Communication"
regarding varenicline (Chantix), Pfizer's prescrip-
tion medication to help adults stop smoking.
Pfizer has received reports describing suicidal
ideation and erratic behavior in some patients tak-
ing the drug which have been submitted to the
FDA. The Agency is soliciting any additional sim-
ilar cases from Pfizer and will complete analysis
when more data is available and then communi-
cate conclusions and recommendations.  In the
meantime the FDA recommends health-care
providers monitor patients taking Chantix for
behavior and mood changes. 

An expert panel of the FDA is also recom-
mending a new warning for the long acting beta
agonist salmeterol (Serevent-GlaxoSmithKline)
regarding use in children. Nine new adverse

event reports including five deaths in children
using the drug had been reported in the last
year as well as reports of increased hospitaliza-
tions and asthma-related deaths in children.
Before a final recommendation is made by the
FDA, review of other long-acting beta agonists
will also be included, including formoterol
(Foradil), Novartis' long-acting beta agonist and
GlaxoSmithKline's Advair which is a combina-
tion inhaler of salmeterol and fluticasone. There
is some evidence that steroid inhalers mitigate
the risk of asthma-related deaths in patients tak-
ing long-acting beta agonists.

An FDA panel is recommending stronger
warnings for use of modafinil (Provigil) in chil-
dren.  The drug is approved to treat certain sleep
disorders in adults, and is not approved for use
in children, but is occasionally used off label for
the treatment of attention deficit hyperactivity
disorder. The drug's labeling was recently
updated to warn of serious skin reactions and
psychological problems such as hallucinations
and suicidal ideation.

Bayer Pharmaceuticals is complying with the
FDA's request for a marketing suspension of
aprotinin (Trasylol). The drug, which is used to
control bleeding during heart surgery, is the sub-
ject of a large Canadian study, the preliminary
results of which have shown an increased risk of
death associate with the drug.

FFDDAA  AAccttiioonnss
The FDA has approved over-the-counter sales

of cetirizine 5 mg plus pseudoephedrine HCL 120
mg (Zyrtec-D) for adults and children aged 12
years and older. The product has been available
as a prescription drug since 2001 for the treat-
ment of upper respiratory allergies.

The FDA has approved several new generics
for marketing. Oxcarbazepine (Trileptal) will
soon be available as a generic in 150, 300, and
600 mg strengths the treatment of partial seizures
in adults and children. Hydrocodone/ibuprofen
(Vicoprofen) is also approved as a new generic.
The drug is approved for short-term treatment of
acute pain. Rivastigmine (Exelon) will be avail-
able in generic 1.5, 3, 4 .5, and 6 mg strengths for
the treatment of mild to moderate dementia of
the Alzheimer's type and mild to moderate
dementia assisted with Parkinson's disease.   ■
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