
Vitamin E—Good or Bad?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In patients with vascular disease or diabetes mellitus,
long-term vitamin E supplementation does not prevent cancer or
major cardiovascular events and may increase the risk for heart

failure.

Source: HOPE-TOO Trial Investigators. JAMA. 2005;293:1338-1347.

During the past 15 years, epidemiological, biological
and experimental studies on atherosclerosis have supported

the prevailing view that oxidation of low-density lipoprotein and
certain other cellular targets may contribute significantly to both
atherogenesis and carcinogenesis.1,2 Therefore, it would seem to
follow that antioxidants would protect against atherosclerosis by
limiting low-density lipoprotein oxidation in the arterial wall.3-5

As a result, the effectiveness of various antioxidant vitamins has
been tested in 8 major trials with nearly 140,000 randomized
participants. The data published from these trials have suggested
that antioxidant vitamins were essentially of no benefit in pre-
venting cardiovascular disease or cancer except in various sub-
groups such as patients with advanced renal failure undergoing
hemodialysis6-8 or certain patients with macular degeneration.9

Because most of the prior clinical trials testing the effects of
vitamin E and other antioxidant vitamins and/or their combina-
tions on clinical manifestations of cardiovascular disease and
cancer were only 3 to 6 years in length, the HOPE investiga-
tors10,11 extended the term of their original study which lasted
5½ years for another 4 years and reported the results of the
HOPE-TOO trial in the March 16, 2005, issue of JAMA. The
patients in this randomized, double-blind, placebo-controlled
international trial numbered 3994 and were followed for a medi-
an duration of 7.0 years. Vitamin E supplementation in a dose of
400 IU given to patients with vascular disease or diabetes over
the long term of this study was not found to prevent cancer or
major cardiovascular events and, in fact, vitamin E administra-
tion actually appeared to increase the risk for developing con-
gestive heart failure.
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■■ COMMENT BY HAROLD L. KARPMAN, MD
The HOPE-TOO trial results do not necessarily

negate prevailing views that oxidation of low density
lipoprotein and certain other cellular targets may
contribute importantly to atherogenesis and carcino-
genesis; however, the hope for therapeutic benefit
from vitamin E and/or other antioxidant vitamins has
now been clearly diminished by a compelling body
of clinical trial evidence all of which have demon-
strated little value of vitamin E administration in
these areas of medicine. In fact, the HOPE-TOO trial
results demonstrated that subjects receiving vitamin
E were at a significantly increased risk of developing
cardiac decompensation or of being hospitalized for

heart failure and, in addition, the trial results
revealed subtle but non-significant trends toward
increased ischemic complications in patients with
atherosclerosis. It should be noted that these heart
failure findings were unexpected and were not previ-
ously noted in published results of other trials and,
therefore, a meta-analysis may be necessary to deter-
mine if this was a finding specific only to the HOPE-
TOO study. Although the precise explanation for
these possibly harmful effects of vitamin E was not
clear, it should be noted that these negative results
were at least partially confirmed by a recent meta-
analysis which reported an increase in mortality in
trials using high-dose (ie, greater than or equal to
400 IU/d) vitamin E.12

In summary, it would now appear appropriate for
physicians to avoid using vitamin E supplements in
patients with cardiovascular disease or diabetes mel-
litus in order to avoid the potential for harm suggest-
ed by the findings of the HOPE-TOO study. Since,
as indicated above, oxidation of low density lipopro-
tein and other cellular targets are almost certainly an
important factor in the development of atherosclero-
sis and/or cancer, research will have to find other
ways to control the effects of these oxidative
processes other then the so-called antioxidant vita-
mins or approach the control of these disease
processes with methods that are not involved with
altering oxidative processes.   ■
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The Bipolar Express Makes a
Stop at Primary Care
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Screening for bipolar disorder in primary
care settings can aid in its diagnosis.

Source: Das AK, et al. JAMA. 2005;293:956-963.

The united states preventative services task
Force (USPSTF) recommends screening for depres-

sion in primary care practices,1 and it is not uncommon-
ly performed.2 However, screening for bipolar disorder
(BD) is unusual. Das and colleagues set out to determine
the lifetime incidence of BD in their urban, academic
internal medicine practice in New York. They also com-
pared the characteristics of patients who screened posi-
tive for BD to those who did not, examined the health
functioning and impairment of BD patients, and
reviewed the charts of these patients to see if their physi-
cians were aware of any symptoms of mania. The study
was conducted between December 2001 and January
2003. Inclusion criteria were a previously seen patient,
aged 18 to 70 years, who spoke English or Spanish and
could complete the survey, making a visit to his/her
usual primary care physician. A systematic sample was
identified and, after appropriate exclusion and consent,
1146 patients participated. They provided demographic
data and completed the Mood Disorder Questionnaire
(MDQ); patients scoring 7 or greater were considered to
have screened positive. They also completed the Prima-
ry Care Evaluation of Mental Disorders (PRIME-MD)
Patient Health Questionnaire (PHQ). They were
assessed for suicidal ideation, drug abuse, physical and
mental health functioning, and disability. Their medical
records were reviewed for evidence of awareness by
their physicians of BD symptoms in the last 6 months.
The patients were predominantly poor, Hispanic females
with an average age of 51 years. They were poorly edu-
cated and unemployed or disabled.

Screening revealed that 9.8% of patients scored posi-
tive for BD. Their most common symptoms were irri-
tability, feeling “hyper,” being easily distractible, having
racing thoughts, and being more talkative. Being more
social or outgoing, being more interested in sex, and
needing less sleep occurred less frequently, but were still
common. There was an inverse relationship between the
likelihood of screening positive for BD and household
income. Almost all patients who screened positive for
BD had previously been diagnosed with a mental illness,

but very few were diagnosed with BD. Substance abuse
and anxiety disorders and suicidal ideation were com-
mon among patients scoring positive for BD. In the
month before screening, 44% of BD patients reported
taking psychotropic medications, but only 6% reported
taking a mood stabilizer (lithium, valproate, or carba-
mazepine). In the medical record evaluation, 49% of
charts of BD patients noted depressive symptoms, but
there was no mention of BD.

■■ COMMENT BY ALLAN J. WILKE, MD
The lifetime incidence of BD in this study, 9.8%, is

an order of magnitude greater than that reported in pre-
vious studies.3 Das et al speculate that this is related to
the high rate of poverty in their population. The ethnic
and socioeconomic make-up of this population may
make application of its results to other settings difficult.

The poor showing of primary care physicians in
diagnosing BD is disappointing. It is possible that the
setting of this study may have contributed to this. The
study did not look at the experience of the physician
as a variable. Certainly, residents are less skilled than
attending physicians in diagnosing and treating bipo-
lar disorder. Generalist physicians of all stripes face
difficulties with this. Most of us know that treating a
depressive episode with an antidepressant can initiate
a manic or hypomanic event. Perhaps we are reluctant
to use BD medications. We have less experience with
mood stabilizers than antidepressants. There are
fewer mood stabilizers than antidepressants from
which to choose, and treating with mood stabilizers
involves monitoring blood levels. 

The MDQ (available at the Depression and Bipolar
Support Alliance, www.dbsalliance.org/question-
naire/screening_intro.asp) is a validated, 15-item
questionnaire4 that patients can complete in your
office. The PRIME-MD PHQ is another validate self-
report questionnaire.5 The availability of these tools
cannot be underestimated. There is too little time for
physicians to do all the office screening the USPSTF
recommends.6 ■
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Insomnia and Hypnotic 
Use as Predictors of 
Falls and Hip Fractures 
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Insomnia is associated with an increased
risk of falls in nursing home residents. The use of hyp-
notics is not. 

Source: Avidan AY, et al. J Am Geriatr Soc. 2005.
doi:10.1111/j.1532-5415.2005.53304.x (epub).

Avidan and colleagues used data from the
Long-Term Care Facility Resident Assessment

Instrument forms. Completion of these forms is required
of all nursing homes in Michigan that receive federal
funding. These forms contain 350 items on demograph-
ics and health status, and are completed at least annually.
The study sample was 34,163 nursing home residents
whose mean age was 84 years; 76% were women. The
primary outcome measures were reports of any fall or
hip fracture over a 6 month follow-up period. Because of
the detail included in the assessment form, Avidan et al
were able to control for functional status—activities of
daily living, cognitive status, intensity of resource uti-
lization, proximity to death (if applicable!), illness bur-
den, vision impairment, number of medications, emer-
gency room visits, age, and gender. 

An astonishing 43% of participants were reported to
fall over a 6-month period, and 2.5% sustained a hip
fracture. Only 5.5% of subjects reported moderate
insomnia (1-5 nights a week), and 0.81% reported
severe insomnia (> 6 nights a week). Hypnotic use was
reported for 2.6% of subjects, and was strongly associat-
ed with reported insomnia. Increasing age, unsteady bal-
ance, use of more medications, recent changes in health
status, need for ER visits, and increased health care bur-
den all increased the risk of falls or hip fracture over a 6-
month period. Interesting relationships emerged
between fall risk and impairment. For example, when
impairment became severe, fall risk was reduced, proba-
bly because the subjects became bedridden at that point.
Similarly, visual problems increased the risk of falls
only for those residents who were capable of indepen-
dent locomotion. 

With regard to falls, insomnia, but not hypnotic use,
predicted a 6-month risk after controlling for con-
founders; there was a dose-response relationship, with a
47% increase in fall risk for those who reported moder-

ate insomnia and an 86% increase in fall risk for those
with severe insomnia. Those who took hypnotics but did
not report insomnia (had treated insomnia?) did not have
an increased risk of falls. With regard to hip fractures,
neither insomnia, hypnotic use, nor insomnia plus hyp-
notic use predicted an increased risk of fractures after
controlling for confounders. Reported falls were a
robust predictor of subsequent hip fracture (P < 0.001). 

■■ COMMENT BY BARBARA A. PHILLIPS, MD, 
FACP
This paper is important because of the frequency and

importance of falls in nursing home residents (and the
elderly in general). Avidan et al found that nearly half of
nursing home residents fell during a 6-month period;
more than one third of adults older than age 65 fall each
year.1 One in 100 falls causes a hip fracture, which
begins a downward spiral of reduced mobility, increased
dependence, increased risk of death and mind boggling
cost; estimated annual cost of falls in older persons is $2
billion.2

Avidan et al challenge the time-honored belief that
hypnotics cause an increase risk of falls in nursing home
residents. Their careful analysis, controlling for vari-
ables in a way that few other studies have been able to
do, shows that insomnia, but not hypnotics, is a risk fac-
tor for falls. Further, neither insomnia nor use of hyp-
notics was a risk factor for hip fracture in this large,
carefully done analysis. The data actually support the
notion that hypnotic use had a protective effect, since
those participants who took hypnotics, but did not have
insomnia, did not have an increased risk of falls, sug-
gesting that treatment of insomnia not only relieves the
insomnia but also reduces the fall risk associated with it.
Avidan et al speculate that hypnotics, by keeping
patients asleep instead of wandering, protect them from
falling. 

This paper has already received a far amount of atten-
tion in the lay press. The first author, Dr. Avidan, says,
“Many physicians assume that when an older patient has
insomnia and is given a hypnotic drug to help induce
sleep, the drug will make the patient likely to fall and
develop a hip fracture. But our findings suggest that peo-
ple whose insomnia is effectively treated are less likely
to fall than untreated insomniacs.” 

The senior author, Dr. Ron Chervin, pointed out,
“One study by itself isn’t enough to eliminate current
concerns about hypnotics and falls, but many previous
studies that raised these concerns did not look to see
whether insomnia, rather than the drugs themselves,
might be the problem. Our results should encourage
older people and their caregivers to pay attention to
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insomnia, and to seek help for it.”
Of note, in response to my e-mail query, both of these

authors stated that neither they nor this study were fund-
ed by industry. 

What does this mean for the practitioner? It may be
time to rethink the notion that hypnotics are risky for
geriatric patients. This is particularly true since newer,
safer hypnotics (the Z drugs) have become more widely
used since this data was collected and analyzed. Now,
insomnia treatment is not only a quality of life issue, but
perhaps a safety issue as well.   ■
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Pharmacology Update
Pegaptanib Sodium 
Injection (Macugen®)
By William T. Elliott, MD, FACP, and
James Chan, PhD, PharmD

Anew therapeutic agent has been approved 
for the treatment of age-related macular degenera-

tion (ARMD). Pegaptanib, an oligonucleotide conjugat-
ed with polyethylene glycol, has high affinity for the
vascular endothelial growth factor (VEGF). It is deliv-
ered into the eye by intravitreous injection every 6
weeks. Pegaptanib is marketed by Eyetech and Pfizer as
Macugen®.

Indications
Pegaptanib is indicated for the treatment of neovascu-

lar (wet) age-related macular degeneration.1

Dosage
The usual dose is 0.3 mg administered by intravitre-

ous injection once every 6 weeks. 
After injection, the patient should be monitored for

increase in intraocular pressure and for endophthalmitis.
Monitoring should begin immediately after injection
and between 2 and 7 days after injection.1

Pegaptanib is supplied as a single-use syringe con-
taining 0.3 mg.

Potential Advantages
A higher percentage of patients who were adminis-

tered pegaptanib had slower loss of visual acuity than
those treated with a sham injection (70% vs 55%).2 A
broad spectrum of choroidal neovascularization appears
to benefit from treatment. In contrast to photodynamic
therapy special equipment is not required. 

Potential Disadvantages
Adverse events include endophthalmitis (1.3%), trau-

matic injury to the lens (0.7%), and retinal detachment
(0.7%). In a small percentage of patients (0.1%), severe
loss of visual acuity occurred.2 The effects of long-term
systemic inhibition of VEGF are not known.3

Comments
Pegaptanib is a pegylated oligonucleotide that binds

to VEGF thus preventing its binding to the VEGF
receptor and initiating the cascade of events that may
lead to macular degeneration. These include cell pro-
liferation, migration, and increased vascular perme-
ability.3 This leads to retinal edema, subretinal fluid
retention, and proliferation of new vessels prone to
hemorrhage. Pegaptanib was evaluated in 2 random-
ized, controlled trials (n = 1186) in patients with sub-
foveal sites of choroidal neovascularization secondary
to age-related macular degeneration and a range of
best corrected visual acuity of 20/40 to 20/320 in the
study eye.2 The drug reduced the loss of visual acuity
as measured by the loss of fewer than 15 letters (3
lines on the eye chart) between baseline and at week
54. In both studies, patients were randomized to
receive pegaptanib 0.3 mg, 1 mg, 3 mg or sham injec-
tion. Seventy percent of those randomized to the 0.3
mg dose had fewer than 15-letter loss of visual acuity
compared to 55% who received sham injection. Ten
percent of patients showed a 30-letter loss compared
to 22% for sham injection. Doses higher than 0.3 mg
do not appear to improve efficacy. The angiographic
subtype of the lesion, size and level of visual acuity at
baseline were not predictive of treatment response.
Common side effects were transient and mild to mod-
erate. These include eye pain, vitreous floaters, punc-
tate keratitis, vitreous opacity, anterior chamber
inflammation, and visual disturbance. Serious side
effects include endophthalmitis (1.3%), traumatic eye
injury (0.6%), and retinal detachment (0.7%). Pegap-
tanib is approximately $1000 per injection. 

Clinical Implications
Age-related macular degeneration is the leading

cause of irreversible loss of vision in people aged 55
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or older. The 2 forms of ARMD are dry (atrophic) and
wet (neovascular). The former is more common but
the latter is more severe with about 10% of the overall
prevalence but 90% of the severe vision loss.4,5 There
is no really effective treatment for dry ARMD. For
wet ARMD, photodynamic therapy with verteporfin
has been shown to reduce vision loss. At the 12-month
assessment, 61% of patients treated with verteporfin
had less than a 15-letter loss compared to 46% for
those assigned to placebo.6 There currently are no
published comparative studies. Verteporfin appears to
be effective in predominately classic choroidal neo-
vasculariation and does not prevent new vessel forma-
tion. Lesion size, angiographic subtype, or initial level
of visual acuity did not appear to preclude treatment
benefit with pegaptanib. It appears to offer an effective
alternative with advantages as well as unknown long-
term effectiveness and safety.   ■
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CME Questions
23. Which statement regarding screening for bipolar disorder is

false?
a. People with bipolar disorder have fewer problems with 

substance abuse, compared to people not diagnosed with BD.
b. Bipolar disorder is more common among impoverished people.
c. Primary care physicians infrequently diagnose bipolar disorder.
d. Suicidal ideation is common in bipolar disorder.
e. Patient self-report questionnaires can aid in the diagnosis of

bipolar disorder.

24. Vitamin E and/or other antioxidant vitamins:
a. have had their effectiveness tested with respect to cancer and

atherosclerosis prevention in at least eight major trials with
nearly 140,000 randomized participants.

b. appear to be of no value in preventing major cardiovascular
events and/or cancer.

c. may actually increase the risk of developing congestive heart
failure.

d. may diminish the incidence of cardiovascular disease or cancer
in patients with advanced renal failure undergoing hemodialy-
sis.

e. All of the above

25. Controlling for confounders, which of the following predicts a
likelihood of hip fracture in nursing home residents?
a. Hypnotic use
b. History of falls 
c. Being bedridden and having vision problems
d. Insomnia
e. Hypnotic use and insomnia

Answers:23 (a); 24 (e); 25 (b)

More than 60 titles available.
Visit our Web site for a complete listing.

1.Point your Web browser to:
www.ahcpub.com/online.html

2.Click on “Sign On” on the left side of the
screen.
3.Click on “Register here.” (It costs noth-
ing to register!)
4.Create your own user name and pass-
word.
5.Sign on.
6.Click on “Search AHC” on the left side
of the screen.
7.Perform a search and view the results.

If you have a subscription to a product, the
price next 
to the search results for that product will
say “Paid.” Otherwise, the pay-per-view
cost per article is displayed. To see a
sample article, click on “Browse Issues” on
the left side of the screen. Select Clinical
Cardiology Alert, 1997, January 1, and the
first article, “More Good News About Beta
Blockers.” We've made this article free so
you can see some sample content. You
can read it online or print it out on your
laser printer.

Test Drive AHC Online Today!

AHC Online
Your One-Stop Resource on the Web



Internal Medicine Alert 71

Morphine,
Gabapentin for 
Neuropathic Pain

The management of neuropathic
pain (NPP) presents a challenge to

clinicians of all specialties, since disor-
ders associated with NPP span the gamut
of medical disciplines. Opioid analgesics
such as morphine (MOR) and
gabapentin (GBPT) are 2 of the agents
commonly used to manage NPP from
diverse etiologies, although adverse
effects or a ceiling dose for efficacy ulti-
mately limit successful pain control in
some patients. In several pharmacologic
scenarios, it has been feasible to capital-
ize upon the beneficial effects of differ-
ent classes of medications by using mod-
est doses of complementary (ie, having
potentially additive positive effects)
agents, thereby minimizing their respec-
tive adverse effect profiles, without
approaching their inherent therapeutic
ceiling.

This randomized, double-blind trial
assessed patients with NPP (n = 57)
who were randomized to 5-week
crossover periods of MOR (specifical-
ly, sustained release morphine),
GBPT, GBPT + MOR, or active place-
bo (ie, lorazepam). The primary out-
come was mean daily pain intensity.
Baseline pain intensity was 5.72 on a
0-10 scale. The mean pain at 4-weeks
treatment was statistically significant-
ly different from placebo and baseline
in persons treated with GBPT (pain =
4.15), MOR (pain = 3.7), and GBP +
MOR (pain = 3.06). Lower doses of
GBPT and MOR were required in
combination to achieve a similar or
superior therapeutic effect than the
maximum dose of either single agent
alone.  Adverse effects of combination
therapy were similar to those of
monotherapy with MOR, although dry
mouth with GBPT + MOR was con-
siderably more frequent than either
GBPT or MOR alone.   ■

Gilron I, et al. N Engl J Med.
2005;352:1324-1334.

Correlation of
Decreased Androgen
Levels and Female
Sexual Function
Index

Low libido (llb) is one of the mo-
st distressing female sexual dysfunc-

tions, and is the most commonly reported
female sexual dysfunction in epidemio-
logic surveys. Studies with androgen
replacement or supplementation have
suggested that amplification of andro-
gens has an enhancing effect on libido. 

Turna and colleagues compared lev-
els of various androgenic and non-andro-
genic hormones in premenopausal (n =
40) and postmenopausal (n = 40) women
equally divided between those with and
without LLB. Women who reported
LLB reported symptoms for at least 6
months, and were in stable relationships
were included. Measurements of psycho-
logical status (ie, Beck Depression
Inventory) and the Female Sexual Func-
tion Index (FSFI)were coupled with lab-
oratory analysis including total testos-
terone (tTST), free testosterone (fTST),
estradiol, dehydroepiandrosterone sulfate
(DHEA-S), and sex hormone binding
globulin (SHBG).

There was a positive correlation
between androgens and scores on the
FSFI in both premenopausal and post-
menopausal women. Similarly, lower
androgen levels were associated with
lower levels of arousal, lubrication, and
orgasm as measured on the FSFI (P <
0.05). Additionally, women with LLB
had statistically significantly lower
androgen levels than their menopausal-
status-matched comparators. These 
correlations were consistent across
tTST, fTST, and DHEA-S. 

The role of androgen supplementa-
tion in women remains highly contro-

versial. If androgen supplementation is
desired, the best method is similarly
indeterminate. Nonetheless, such data
suggest that attention to the androgen
status of women with LLB may merit
consideration.   ■

Turna B, et al. Int J Impot Res. 2005;
17:148-153.

Smoking and ED

It is increasingly recognized in
the clinical community that erectile

dysfunction (ED) most commonly rep-
resents endothelial dysfunction associat-
ed with any of the risk factors for vascu-
lopathy: eg, diabetes, dyslipidemia, and
hypertension. Cigarette smoking (CIG)
is also recognized as a potent inducer of
vasculopathy, but there are not much
data specifically addressing the relation-
ship between CIG and ED. Critical
questions for elucidation include the rel-
ative risk effects of CIG upon ED, the
prognostic effect of CIG upon estab-
lished ED, and whether ED elicits any
modifications in smoking behavior. 

This population study included resi-
dents from communities around Tam-
pere, Finland aged 50-70 years (n =
2198). Information was obtained at
baseline and 5 years later, and included
questions on presence, absence, and
severity of ED, and smoking status.

There was a trend for increased inci-
dence of ED (OR = 1.4; CI, 0.9-2.3) with
smoking; among men who subsequently
recovered their erectile function, the rate
of recovery was less in those who contin-
ued to smoke than those who quit. 

Curiously, men who incurred ED
more often then began to smoke, so
that “smoking causes ED and ED caus-
es smoking.” These data support the
deleterious relationship of smoking to
erectile function. Smokers who contin-
ue to smoke are less likely to recover
erectile function.   ■

Shiri R, et al. Int J Impot Res.
2005;17:164-169.

Clinical Briefs
By Louis Kuritzky, MD
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In Future Issues: Asymptomatic Mitral Regurgitation

Clinical Scenario: The 12-lead ECG in the Figure
was obtained from a 69-year-old woman with a history
of a previous large myocardial infarction. She was aware
of an “extra beating” of her heart, but was otherwise
asymptomatic at the time this tracing was recorded.
How would you interpret this tracing in view of this pre-
sentation, her prior history, and the knowledge that the
patient was known to have complete RBBB (right bun-
dle branch block) on prior ECG? 

Interpretation/Answer: The 12-lead ECG in the
Figure shows a regular WCT (wide-complex tachycar-
dia) at a rate of about 160/minute. One might certainly
interpret the ECG as showing SVT (supraventricular
tachycardia) with QRS widening consistent with pre-
vious myocardial infarction (large inferior and lateral
Q waves) and complete RBBB (rSR’ in lead V1, wide

S waves in leads I and V6). However, despite her mini-
mally symptomatic state, we are much more suspi-
cious of VT (ventricular tachycardia) as the cause of
her WCT for the following reasons: 

i) Regardless of a patient’s level of consciousness
or lack of symptoms, the overwhelming majority of
new-onset WCT rhythms in which normal atrial activity
is absent are VT. 

ii) QRS morphology in the lateral precordial leads
during the tachycardia strongly favors VT as the diagno-
sis. It is highly unusual for supraventricular rhythms to
be all negative in these leads. Careful lead-to-lead com-
parison with this patient’s previous ECG showed a defi-
nite difference from these negative complexes in leads
V4 through V6, strongly supporting our contention that
VT must be assumed until proven otherwise.   ■

ECG Review

By Ken Grauer, MD

The Same Tachycardia?

Figure. 12-lead ECG recorded from a 69-year-old woman with a history of 
prior inferior infarcion and known RBBB. 



The FDA has asked Pfizer to withdraw
valdecoxib (Bextra) from the market due
to safety concerns. The request was part

of a "Series of Changes to the Class of
Marketed Non-Steroidal Anti-Inflammatory
Drugs" released by the agency on April 7th.
The report included a black box warning for
Pfizer’s other COX-2 inhibitor, celecoxib
(Celebrex). All other NSAIDs are also required
to add boxed warnings to their labeling which
highlight the potential for increased risk of car-
diovascular (CV) events and gastrointestinal
(GI) bleeding associated with their use. OTC
NSAIDs such as Advil and Aleve will also be
required to include labeling regarding CV
events and GI bleeding risk, as well as the
potential for serious skin reactions. Bextra is
the second COX-2 inhibitor to be withdrawn
from the market after rofecoxib (Vioxx) was
withdrawn in September 2004.  The move
comes amid continued criticism of the FDA for
its lack of action regarding the risks of COX-2
inhibitors. The FDA stated that Bextra is being
withdrawn because "the overall risk versus
benefit profile for the drug is unfavorable."
The agency cited lack of adequate data on the
cardiovascular safety of long-term use of
valdecoxib, and noted that short-term use the
drug in coronary artery bypass surgery
patients has been associated with increased
cardiovascular events. The drug has also been
associated with reports of serious and poten-
tially life-threatening skin reactions. The FDA
also noted that there is no data to suggest that
valdecoxib has any therapeutic advantages
over other NSAIDs. The withdrawal comes as

somewhat of a surprise, given that the FDA
had previously ruled in February that all 3
approved coxibs—rofecoxib, celecoxib, and
valdecoxib—were safe enough to be marketed.
Many within the pharmaceutical industry were
even predicting a return of rofecoxib to the
market. Pfizer still may be the net winner in
this scenario, with celecoxib’s survival as the
only COX-2 drug left on the market, which
may translate into an increase in its $3.3 billion
sales from last year.

Is Holding NSAIDs Prior to Surgery Rational?
How long should NSAIDs be held prior to

surgery?  Non-selective NSAIDs, such as
ibuprofen and naproxen, reversibly bind the
COX-1 enzyme in platelets, which temporarily
affects clotting, whereas aspirin irreversibly
blocks platelets from clotting for the life of the
platelet.  Standard procedure is to hold aspirin,
as well as other NSAIDs for 7 to 10 days prior
to surgery.  In a very simple study, 11 volun-
teers were tested after a 7-day course of
ibuprofen 600 mg 3 times a day.  Platelet func-
tion was assessed by platelet function analyzer
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exams on the last day of treatment and 24
hours after discontinuing the drug. Platelet
dysfunction was apparent in 7 of the 11 partici-
pants on the last day of treatment, but all par-
ticipants had normal platelet function 24 hours
after the last dose of ibuprofen.  The authors
suggest that platelet function seems normal-
ized 24 hours after cessation of ibuprofen, and
that it may be appropriate to rethink the
rationale for holding NSAIDs 1-week prior to
surgery (Ann Int Med. 2005;142:506-509).

Low-Dose Aspirin: Men vs Women
Is there a difference in men and women with

regard to the benefits of aspirin in primary preven-
tion of cardiovascular disease? A large primary
prevention trial of women suggests that low-dose
aspirin lowers the risk of stroke without affecting
the risk of myocardial infarction or death from car-
diovascular causes.  This is the opposite of previ-
ous findings in male patients. Results from 5
randomized trials in which the vast majority of
subjects were men, showed that low-dose aspirin
reduces the risk of myocardial infarction but not
the risk of stroke.  The new study was part of the
Women’s Health Study, which enrolled nearly
40,000 women and followed them for a mean of 10
years.  The study was designed to assess the effect
of low-dose aspirin and vitamin E on cardiovascu-
lar end points, including non-fatal myocardial
infarction, non-fatal stroke, or death from cardio-
vascular causes.  The aspirin dose used was 100 mg
every other day.  The risk of stroke was reduced by
17% in the aspirin group, compared to placebo (RR,
0.83; 95%; CI, 0.80-1.03; P = 0.13).  This was due to a
24% reduction in the risk of ischemic stroke and a
nonsignificant increase in the risk of hemorrhagic
stroke.  Aspirin had no significant effect on the risk
of fatal or non-fatal myocardial infarction (RR, 1.02)
or deaths from cardiovascular causes (RR, 0.95).
Interestingly, a subgroup analysis showed that
aspirin significantly reduced the risk of major car-
diovascular events, ischemic stroke, and myocar-
dial infarction among women 65 years of age or
older. The authors have no explanation for the dif-
ferences between men and women with regard to
the cardiovascular benefits of aspirin, and suggest
that more research is needed (N Engl J Med.
352:1293-1304). 

FDA Actions
The FDA has approved Sepracor’s leval-

buterol metered dose inhaler for the treatment

of asthma and other chronic breathing disor-
ders. Levalbuterol is approved for adults, ado-
lescents, and children 4 years of age or older.
The drug has been available since 2002 as a
solution for use in nebulizers.  The new
metered dose form utilizes hydrofluroalkane
(HFA) as the propellant in compliance with the
FDA’s ban on chlorofluorocarbon (CFC) pro-
pellants.  Sepracor will market levalbuterol as
Xopenex HFA.

After a nearly 6-year delay, Schering-Plough
has received approval to market a dry powder
inhalation formulation of the corticosteroid
mometasone furoate for the treatment of
asthma.  The drug, which was first considered
for approval in 1998, is approved for preven-
tion of asthma in patients age 12 and older. It
is unique in that the drug is administered once
a day via a Twisthaler—a device that is inhala-
tion driven and does not employ a propellant.
Schering-Plough will market mometasone as
Asmanex, and the device as Asmanex
Twisthaler.

The FDA has approved a new once a
month bisphosphonate for the treatment and
prevention of postmenopausal osteoporosis.
Ibandronate has been available since 2003 in
a 2.5 mg daily formulation.  The new formu-
lation, which contains 150 mg of iban-
dronate, was approved based on the Monthly
Oral Ibandronate In Ladies (MOBILE) trial,
which showed that the monthly formulation
is at least as effective as the once a day for-
mulation.  Ibandronate 150 mg will be mar-
keted by Roche and GlaxoSmithKline as
Boniva.  An IV formulation of the drug that
can be given 4 times a year is also being
studied.

Bristol-Myers has received approval to mar-
ket entecavir tablets and oral solution for the
treatment of chronic hepatitis B virus in
adults. The drug is an oral nucleoside ana-
logue, which is indicated for patients with evi-
dence of active viral replication and either
evidence of persistent elevations in serum
transaminase levels or histologically active
disease.  The approval was based on 3 studies
in which entecavir was compared to lamivu-
dine, and was found superior in terms of
reducing viral load and normalizing transami-
nase levels in both e-antigen positive and
e-antigen negative patients. Entecavir will be
marketed by Bristol-Myers Squibb as
Baraclude.   ■
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