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Synopsis: Compared with morbidly obese individuals who did
not have surgery, those who underwent gastric bypass surgery
had reduced total mortality after about 7 years, especially for
deaths from diabetes, heart disease, and cancer. However, the

rate of death from accidents and suicides was higher in the
surgery group than in the control group. 

Source: Adams TD, et al. NEJM. 2007;357:753-761.

This study is a report of a retrospective comparison of
7925 patients who underwent Roux-en-Y gastric bypass surgery

between 1984 and 2002 with an equal number of markedly obese
adults who were randomly selected from among applicants for a dri-
ver’s license or identification card. The mean age of the subjects was
39.5 years, and 84% were women. The gastric bypass operations
were all performed by a single Utah surgical practice of six experi-
enced bariatric surgeons. The surgical treatment group and the con-
trol group were matched by sex, Body Mass Index (BMI), and age
and year of surgery. The primary outcome was death from any cause.
Secondary outcomes were death from various specific causes. The
authors compared the risk of death in the two study groups with the
use of Cox proportional-hazards regression analysis. Baseline was
defined as the date of gastric bypass surgery or of license application.
Survival time was computed as the difference between the baseline
date and the date of death for decedents or January 1, 2003, for sur-
vivors. The groups were compared over about a 7 year period. 

The rate of death from any cause was 40% lower in the surgery
group than in the control group (P < 0.001), even after adjusting for
covariates. In addition, death rates were lower for all diseases com-
bined (52%, P < 0.001), diabetes (92%, P = 0.005), coronary artery
disease (59%, P = 0.006), and cancer (60%, P = 0.001) in the surgical
group. However, deaths not caused by disease (including suicide, acci-
dents not related to drugs, poisonings of undetermined intent, and
other deaths) were 1.58 times as great in the surgery group as in the
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control group (P = 0.04). After a mean follow-up of 7.1
years, 171 deaths from disease were prevented per 10,000
operations in the group that underwent surgery. After
adjusting increased risk of non-disease-related deaths for
those who underwent gastric bypass surgery, the authors
calculated a net prevention of 136 deaths per 10, 000 sur-
geries. Those who had a BMI of at least 45 Kg/m2 had a
statistically greater reduction in death risk after surgery
than those whose BMI was less than 45 Kg/m2. Women
had a slightly higher benefit than men in terms of reduced
disease-related mortality following surgery. 
■ COMMENTARY

Almost everyone who is currently practicing medicine
is painfully aware of the global explosion of obesity and
obesity-related illness.1,2 What can be done about it is not
clear at all. Banning transfat, requiring physical education
in schools, eliminating soft drink machines on campuses,
requiring clearer nutritional information on food labels
and other public health measures have had little impact.
Those of us who address the obesity problem on a
patient-by-patient basis are intensely aware of how few
patients actually lose weight on their own. The issue is
complicated by the plethora of dietary approaches our
patients encounter as they desperately scan the internet
and the lay press. So, when information comes along
about an approach to weight loss that not only works but
also saves lives, there is a great deal of interest and excite-
ment. For example, the Wall Street Journal headlines

declaim, “Lower weight from surgery shows benefit.3”
This paper by Adams et al was prominently reviewed in
the lay press, and our patients are asking about it.

This carefully done, long-term study demonstrates
reduction in deaths after gastric bypass surgery in a
large number of patients who were compared with
slightly heavier controls. There is a companion paper
in the same issue of the New England Journal which
notes a similar reduction in mortality following
bariatric surgery for obesity in the Swedish Obesity
Study (SOS)4; however, only a minority of patients in
the SOS study underwent gastric bypass, which was
the surgical procedure used in the current study. 

In the accompanying editorial5, Dr George Bray notes
several caveats: “During the period in which these two
studies were carried out, laparoscopic techniques largely
replaced open operative techniques, allowing for a more
rapid postoperative recovery, less surgical stress, and
reduced mortality. Thus, future death rates associated
with bariatric surgery should be lower than those report-
ed by either Sjöström et al. or Adams et al. The lowest
surgical mortality is seen among those patients whose
surgeons have performed more than 50 operations and
particularly more than 100 operations. This would sug-
gest that the centers doing these procedures should pro-
vide optimal training and maintain health care facilities
specifically for overweight patients.”

There are other caveats to keep in mind. First, this
wasn’t a randomized, controlled trial, and, as the authors
point out, “it is possible that severely obese persons who
did not seek gastric bypass surgery were less likely to
make healthy lifestyle choices, resulting in a rate of death
higher than that for persons who underwent surgery.”

There was also a troubling association with increased
deaths due to accidents and suicides in the surgical
group. The main categories of interest here are “accidents
unrelated to drugs,” “poisoning of undetermined intent,”
and “suicides.” For the groups analyzed in this paper, the
actual numbers of deaths in each of these 3 categories for
the surgical vs nonsurgical groups respectively are 21 vs
17 for accidents, 9 vs 4 for poisoning, and 15 vs 5 for sui-
cide. In their discussion, the authors note, “Reports
reveal that a substantial number of severely obese per-
sons have unrecognized presurgical mood disorders or
post-traumatic stress disorder or have been victims of
childhood sexual abuse. … Some centers for bariatric
surgery recommend that all patients undergo psychologi-
cal evaluation and, if necessary, treatment before surgery
and psychologically related surveillance postoperative-
ly.” This is a useful observation, but doesn’t really
address why severely obese people who have surgery are
more likely to have accidents or suicide.  
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In his editorial,5 Dr. Bray suggests it is time to re-evalu-
ate the 16 year-old NIH guidelines about bariatric surgery
for obesity.6 These guidelines emerged from a consensus
conference recommending reserving bariatric surgery for
people with BMI’s over 40 kg/m2 or more than 35 kg/m2
with coexisting illnesses. The consensus guidelines also
concluded that bariatric surgery is appropriate only if
other forms of weight loss treatment fail. I have seen peo-
ple die of obesity, and I agree that sometimes aggressive
intervention is needed. The truth is, “diets” fail more often
than not, and weight loss effected by medications is gen-
erally minimal and difficult to sustain. But my discussions
with patients about surgical treatment of obesity will
include the information that we still don’t have the last
word (only an RCT will establish that) and that there is an
unexplained increase in accidents and suicides in those
who choose to undergo weight loss surgery.   ■
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Should Triglyceride Blood
Levels be Measured in the
Fasting State?
A B S T R A C T  & C O M M E N T A R Y

By Harold L. Karpman, MD, FACC, FACP
Clinical Professor of Medicine, UCLA School of Medicine
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Synopsis: Elevated non-fasting triglyceride levels are
associated with incident cardiovascular events inde-
pendent of traditional cardiac risk factors, levels of
other lipids, and markers of insulin resistance; by con-
trast, fasting triglyceride levels demonstrated little
independent relationship to these events.

Source: Bansal S, et al. JAMA. 2007;298:309-316.

In contrast to well-established independent
risk factors for cardiovascular disease such as

total cholesterol, low-density lipo-protein choles-
terol (LDL-C) and high-density lipoprotein choles-

terol (HDL-C)1, the importance of triglycerides has
been controversial for many years, but it is now well
established that elevated triglyceride levels, espe-
cially in patients with low HDL-C levels must be
appropriately treated. Patients with massively ele-
vated triglyceride levels (ie, greater than 2200
mg/dL) are usually afflicted with the familial chy-
lomicronemia syndrome and rarely develop athero-
sclerosis2; however, patients with only a moderate
hypertriglyceridemia found in conditions such as
familial hypertriglyceridemia, the metabolic syn-
drome and remnant hyperlipidemia often develop
premature atherosclerosis2-5 probably because the
smaller triglyceride-rich glycoproteins penetrate the
arterial intima and become preferentially trapped
within the arterial wall.6-8 Triglycerides are routinely
measured in the fasting state as recommended in the
current national guidelines because plasma triglyc-
eride levels can increase substantially postprandial-
ly1; however, except for the first hours in the early
morning, most individuals are in the non-fasting
state most of the day and much of the night and,
since atherosclerosis may actually be a postprandial
phenomena8-10, the nonfasting triglycerides plasma
level which reflect increased levels of remnant
lipoproteins has been speculated to be a more impor-
tant predictive measure of myocardial infarction
(MI), ischemic heart disease (IHD) and even death
than is the fasting triglyceride level.

Two articles which were recently published in
JAMA evaluated the hypotheses that very high levels
of nonfasting triglycerides would predict MI, IHD,
and death11 and as to whether or not there was an asso-
ciation between triglyceride levels (fasting vs nonfast-
ing) and risk of future cardiovascular events.12

Nordestgaard and his associates11 prospectively stud-
ied a cohort of 7587 women and 6394 men in Den-
mark by measuring nonfasting triglyceride levels and
found that elevated nonfasting triglyceride levels were
associated with an increased risk of MI, IHD, and
death in both men and women. The mean follow-up
was for 26 years and it should be noted that although a
few individuals did take lipid-lowering drugs late in
the followup period, when the analyses were adjusted
for lipid-lowering drugs, the results changed only
minimally. Bansal and his colleagues12 prospectively
studied 26,509 initially healthy US women participat-
ing in the Women’s Health Study13-15 and found that in
this cohort, elevated nonfasting triglyceride levels
were associated with incident cardiovascular events
independent of traditional cardiac risk factors, levels
of other lipids, and markers of insulin resistance; by
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contrast, fasting triglyceride levels demonstrated little
independent relationship to these events.
■ COMMENTARY

There certainly is no question that elevated serum
triglyceride levels are associated with increased risk
of developing MI, IHD and death; but in addition, it
now appears to be quite clear that a high serum 
riglyceride level is also frequently associated with
abnormal glycoprotein metabolism, as well as with
other IHD risk factors including obesity, insulin
resistance, diabetes mellitus and lower levels of high-
density lipoprotein cholesterol (HDL-C).16 HDL-L
serum levels are generally inversely related to the
triglyceride level,16 which, if abnormally elevated, has
the effect of making the LDL-C and HDL-C particles
small and dense, thereby creating a highly athero-
genic state.17 The metabolic abnormalities associated
with moderate hypertriglyceridemia (ie, levels of
150-800 mg/dL) are likely related to the various types
of triglyceride-rich lipoproteins in the presence of
small, dense LDL-C and HDL-C particles,17,18 which
explains why several prospective cohort studies have
found that the number of small, dense LDL-C parti-
cles may be a greater predictor of IHD risk than is the
measured levels of serum LDL-C.17,18  Some research
studies have suggested that coronary atherosclerosis
is a postprandial phenomenon since postprandial
lipoproteins are generally triglyceride-rich and clear-
ance of these lipoproteins can be delayed for as long
as 12 hours or more, especially in those individuals
who have a predisposition to producing small dense
LDL-C and HDL-C particles.18

For many reasons, further research will obvious-
ly be needed to clarify the role of postprandial
triglyceride levels and their use in clinical practice,
especially because fasting triglyceride measure-
ments are now obtained in a standardized fashion
and are therefore more reliable and easier to obtain
than are postprandial samples; however, some stud-
ies have suggested that triglyceride measurements
obtained between 2-4 hours postprandially may be
more predictive of IHD than are calculated fasting
LDL-C measurements.12 Given the state of our
knowledge at the present time, it may be less com-
plicated to simply measure non-HDL-C (ie, total
cholesterol minus HDL-C) which is the sum total of
all atherogenic glycoproteins,20 which has been
demonstrated to be accurate and reliable when
measured even in the nonfasting state and which has
been recommended by the final report from the
Third National Cholesterol Education Program
Adult Treatment Panel1 as an important lipid factor

because it is more predictive of IHD risk than LDL-
C levels, especially when triglyceride levels are
found to be elevated. Of course, besides lifestyle
interventions, clinical trial evidence increasingly
supports the pharmacological approach of treating
patients with combined dyslipidemias21 (elevated
triglyceride levels and low HDL-C levels)19,20 using
combination therapy such as statins plus niacin. Tri-
als which are currently underway funded by the
National Heart, Lung, and Blood Institute will fur-
ther evaluate the role of combination drug therapy
in patients with combined dyslipidemias.

In summary, until adequate clinical trials includ-
ing appropriate outcome studies, which will stan-
dardize postprandial triglyceride measurements have
been completed, it would appear that clinicians
should continue to measure fasting lipid levels and
use the results of these studies (including  non-HDL-
C levels) especially in patients with elevated triglyc-
eride measurements to formulate pharmaceutical
therapy based upon the results of published trials
and the recommendations of the Adult Treatment
Panel III.1 ■
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Paroxysmal Atrial
Fibrillation: An
Underdiagnosed
Cause of Stroke?
A B S T R A C T  &  C O M M E N T A R Y

By Dana Leifer, MD
Associate Professor, Neurology, Weill Medical College, 
Cornell University
Dr. Leifer reports no financial relationship relevant to this field of study.

Synopsis: Long-term monitoring is likely to detect 
atrial fibrillation in stroke patients with frequent atrial
premature beats. 

Source: Wallmann D, et al. Frequent atrial premature beats
predict paroxysmal atrial fibrillation in stroke patients: An
opportunity for a new diagnostic strategy. Stroke
2007;38:2292-2294.

Approximately 30% of ischemic strokes do
not have a definite etiology (cryptogenic) even

after diagnostic evaluations that are considered com-
prehensive by current standards. It is often thought
that many of these strokes are embolic in origin. One
possible explanation for some of these cryptogenic
strokes is paroxysmal atrial fibrillation (AF). Paroxys-
mal AF may not be detected by conventional cardiac
monitoring, which is usually limited to a 24-hour
Holter monitor or to cardiac telemetry while the
patient is hospitalized.

One recent study found that new AF was diagnosed
on the admission electrocardiogram in 11 of 149

patients with an acute stroke or transient ischemic attack
(TIA) and without a prior history of AF. AF was identi-
fied by 24-hour Holter monitors in an additional 7
patients and by 7-day event loop recordings in another 5
patients (Stroke 2004;35:1647). These results suggest
that more extensive cardiac monitoring is likely to iden-
tify atrial fibrillation in more patients than conventional
monitoring. It would be helpful to limit such intensive
recording to patients who are at increased risk to have
paroxysmal AF.  

In this background, Wallmann et al prospectively
studied ischemic stroke patients without known AF.
They had previously found that the presence of frequent
atrial premature beats (APBs) was associated with an
increased incidence of paroxysmal AF in acute ischemic
stroke patients. In their new study, they stratified
patients for the presence or absence of frequent APBs 
(≥ 70 per 24 hours). Patients were excluded from the
study if atrial fibrillation was found on a 24-hour ECG
recording or documented by other means during their
admission. Patients were also excluded if they had
severe aphasia, other severe cognitive deficits, or a life
expectancy of less than 6 months. One hundred and
twenty-seven patients were enrolled and underwent 7-
day event-recorder monitoring at 0, 3, and 6 months
after their stroke.  

The chief finding was that paroxysmal AF was
found in 26% of patients with frequent APBs (13/50)
and in only 6.5% of the remaining patients (5/77). 
This finding was highly significant with P = 0.0021. 
Multivariate analysis, which looked at 12 other clini-
cal variables, demonstrated that the presence of fre-
quent APBs was the only independent predictor of
paroxysmal AF (P = 0.01). Of the patients with fre-
quent APBs, 8% were found to have AF on the first 7-
day event-recorder, another 12% on the second one,
and another 6% on the third one.  
■ COMMENTARY

These results are important because the presence of
atrial fibrillation in stroke patients is generally con-
sidered to be a strong indication for oral anticoagula-
tion unless there is a clear contraindication. The
results, therefore, suggest that more prolonged moni-
toring than is generally done may be appropriate,
especially in patients with frequent APBs, although
AF was even detected in a small percent of patients
without frequent APBs.

As the authors correctly point out, however, the
presence of AF does not necessarily mean that it is
the cause of the patient’s stroke, and the value of
anticoagulation has not been tested in patients who
have been found to have AF only on the type of long-
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term monitoring done in this study. As the authors
suggest, a definitive answer to the question of opti-
mal treatment for such patients would require new
clinical trials. Nevertheless, in the absence of such
trials, available data about the benefit of anticoagula-
tion in patients with AF suggest that anticoagulation
should be considered seriously even if AF is detected
only with long-term monitoring.   ■

Pharmacology Update
Maraviroc Tablets
(Selzentry™™)
By William T. Elliott, MD, FACP, and
James Chan, PharmD, PhD

Dr. Elliott is Chair, Formulary Committee, Northern Califor-
nia Kaiser Permanente; Assistant Clinical Professor of Medi-
cine, University of California, San Francisco; Dr. Chan is
Pharmacy Quality and Outcomes Manager, Kaiser Perma-
nente, Oakland, CA.

Drs. Chan and Elliott report no financial relationship to this field of study.

The FDA has approved the first of a new class
of anti-HIV drugs. Maraviroc is a selective CCR5

co-receptor antagonist. CCR5, CXCR4, or both are
receptors utilized by HIV-1 virus to gain entry into unin-
fected cells. Maraviroc is marketed by Pfizer Labs as
Selzentry.

Indications
Maraviroc is indicated in combination with other

antiretroviral treatment in adults infected with CCR5-

tropic HIV-1 detectable virus who have evidence of viral
replication and HIV-1 strains resistant to multiple anti-
retroviral agents.1

Dosage
The recommended dose is 150 mg to 600 mg twice

daily depending on the coadministration of CYP3A
inhibitors or inducers.1 In the presence of a strong
CYP3A inhibitor (eg, protease inhibitors) with or
without inducers the dose is 150 mg twice daily. In
the presence of an inducer (eg, efavirenz) without a
strong inhibitor the dose is 600 mg twice daily. With
NRTIs, tipranavir/ritonavir, nevirapine, and others
that are not strong inhibitors or inducers the dose is
300 mg twice daily.1

Maraviroc is available as 150 mg and 300 mg tablets.

Potential Advantages
Maraviroc offers an agent with a different mecha-

nism of action for patients who have failed other anti-
retroviral agents. The addition of maraviroc to an
optimized background therapy in patients who have
failed or are intolerant of multiple antiretroviral drug
therapy resulted in a significant reduction in viral
load, a higher percent of < 50 copies/ml and increase
in CD4 count compared to placebo.1 In vitro data
indicate that maraviroc is active against viral isolates
resistant to NRTIs, NNRTIs, PIs and enfuvirtide.
Maraviroc-resistant isolates remained susceptible to
enfuvirtide and saquinavir.1

Potential Disadvantages
Hepatoxicity has been reported with maraviroc. It

may increase the risk of cardiovascular events, infec-
tions, or malignancy.1 Maraviroc is not effective in
CXCR4-tropic or dual tropic viruses. It interacts with
strong inducers and inhibitors of CYP3A4.
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Comments
Maraviroc joins enfuviritide as antiretroviral

agents that target cellular entry of HIV-1. Maraviroc
antagonizes the interaction between CCR5 and HIV-
1 gp120. HIV-1 virus can be classified as CCR5-
tropic (R5), CXCR4-tropic (X4) or dual tropic
(R5X4).2 Transmitted viruses are generally CCR5-
tropic during the asymptomatic and throughout the
course of the disease.3 CXR4 tropism generally
emerges in the later stages of the infection and coin-
cides with accelerated disease progression. The
approval of maraviroc was based on 24-week results
of an ongoing trial in treatment-experienced patients
(n = 1076) (MOTIVATE -1 and MOTIVATE -2). The
patients had CCR5-tropic virus, viral load > 5,000
copies/ml, despite at least 6 months of therapy with
at least one agent from 3 of 4 antiretroviral classes,
or documented resistance or intolerance to at least
one member of each class. Combined results showed
a mean difference, compared to placebo, of approxi-
mately one log reduction (-0.97) in viral load, 22.3%
absolute difference in percent < 50 copies/ml (45.3%
vs 23.0%), and increase in CD4 cell count (106
cells/mm3 vs 57 cells/mm3). Discontinuation due to
adverse events and treatment emergent CDC Catego-
ry C events were similar.

Adverse events with a frequency higher than
placebo included cough, pyrexia, upper respiratory
tract infections, rash, musculoskeletal symptoms,
abdominal pain, and dizziness. Maraviroc has also
been studied in treatment naïve patients with CCR5
tropic virus (MERIT). Maraviroc, zidovudine, and
lamivudine were compared to efavirenz, zidovudine,
and lamivudine. Maraviroc was judged to be slightly
less effective but more tolerable.4 Finding of inferi-
ority was based on percent of viral load < 50
copies/ml of 65.3% for maraviroc compared to
69.3% for efavirenz that did not meet the cut-off
threshold for noninferiority. Currently maraviroc is
not FDA approved for treatment naïve patients.
Treatment failure may be related to development of
resistance to maraviroc or result from emergence of
CXCR4 tropism that was undetected before treat-
ment initiation. The latter mechanism is believed to
prevail most often.1 The test for HIV-1 tropism (Tro-
file) is $1900 and the drug is expected to cost
$29/day.

Clinical Implications
Maraviroc provides an effective new agent with a

different mechanism of action. Its demonstrated effi-
cacy in treatment experienced patients is somewhat

tempered by the emergence of CXCR4 or dual tro-
pism as the disease progresses. CXCR4-tropic virus
is seen in about 50% of patients with disease pro-
gression.3 ■
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CME Questions

47.Which of the following is true about bariatric sur-
gery and mortality?

a. Bariatric surgery reduces overall long-term mortality, but only
for vertical banded gastroplasty. 

b. Bariatric surgery reduces overall long-term mortality, but while
death from diseases is reduced, death from accidents and sui-
cides is increased.

c. Bariatric surgery reduces overall long-term mortality, and the
risk reduction is markedly greater for those who are less obese,
with BMIs less than 40 Kg/m2. 

d. Bariatric surgery reduces overall long-term mortality, primarily
by reducing car crashes. 

48. Nonfasting triglyceride levels: 

a. have been demonstrated to be unreliable in laboratory tests.
b. are usually lower than fasting triglyceride levels.
c. may prove to be a better predictor of incident cardiovascular

events, independent of traditional cardiac risk factors, levels of
other lipids, and markers of insulin resistance than the fasting
triglyceride level.

d. are recommended by the final report from the Third National
Cholesterol Education Program Adult Treatment Panel (Adult
Treatment Panel III).
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Size Matters …
Sometimes

Meta-analysis (META) is
intended to provide greater strength

of evidence by combining like populations
of similar clinical trials in similar circum-
stances. The operative word here, of
course, is “similar.” Unfortunately, no two
populations or sets of circumstances are
identical, resulting in conclusions being
drawn from large data sets which may not
be reliable. Indeed, there are numerous
examples of META based on huge popula-
tion size that were ultimately disproven on
the basis of a single large randomized con-
trolled trial. 

The reader would likely assume that
when reviewing literature in reputable jour-
nals, reporting of the evidence would be
accurate. According to Gotzsche, et al, read-
ers should “approach such meta-analyses
with caution.”

Because not all trials use the same
scale for measuring outcomes, standard-
ized mean difference (SMD) is a tool uti-
lized to make outcomes measured by a
variety of metrics fit the same, uniform,
comparative scale. Simple in theory and
application, Gotzsche evaluated META to
see whether SMD had been accurately
applied. 

When “rechecking” the analyses, the

authors could not replicate results in 37% of

meta-analyses they examined. Of 10 meta-

analyses employing SMD, 70% were err-

oneous. The degrees of error in some meta-

analyses were sufficient to reverse the con-

clusions of the investigation.

The authors call for greater vigilance

by readers and reviewers in reference to

meta-analyses that utilize SMD method-

ology.   ■

Gotzsche PC, et al. JAMA.

2007;298(4):430

PAD and
Antithrombotic
Therapy: Sometimes
Less is More

It is increasingly recognized that
vasculopathy is usually not compart-

mentalized. Persons with CAD are at
greater risk of stroke; those with peripheral
arterial disease (PAD) are at increased risk
of stroke and MI, and so on.

Aspirin reduces risk of CVD endpoints in
persons with PAD, and at least one trial
(CAPRIE) has shown that clopidogrel is mod-
estly more effective than aspirin (absolute risk
reduction 0.5%) in this regard. Recent years
have seen trials in atrial fibrillation, post-
stroke, stable coronary disease, and other
mixed populations to determine whether com-
bination therapies (eg, aspirin plus clopido-
grel, warfarin plus antiplatelet) might be more
beneficial than monotherapy. With the excep-
tion of acute coronary syndromes, combina-
tion therapies have generally been no more
effective than monotherapy (for secondary
prevention of stroke, the combination propri-
etary product aspirin-extended release dipyri-
damole is an exception to this rule). 

The Warfarin Antiplatelet Vascular Eval-
uation Trial Investigators studied PAD
patients (n=2161) randomly assigned to either
antiplatelet therapy alone (ASA, clopidogrel,
or ticlopidine) vs an antiplatelet agent plus
warfarin, targeted to an INR of 2-3, for a
mean of 35 months. The two coprimary out-
comes were MI, stroke, or CV death (com-
posite) and MI, stroke, CV death, or need for
surgical vascular intervention (composite).

Combination therapy did NOT show

any statistically significant reduction in

either coprimary endpoint. Additionally,

however, combination therapy was associ-

ated with a three-fold greater incidence of

life-threatening bleeding (4% vs 1.2%).   ■

The Warfarin Antiplatelet Vascular
Evaluation Trial Investigators. N Engl
J Med. 2007;357:217-227.

Osteoporosis in Men:
Cost-effectiveness
Issues

Many clinicians probably immedi-
ately think “woman” when they

hear the word “osteoporosis,” despite the
fact that 1/3 of all hip fractures happen in
men. Similarly, literature to support the
use of interventions to prevent osteoporot-
ic fracture in men has lagged behind the
data set in women. The current report by
Schousboe, et al, will help add gender bal-
ance to the knowledge base.

Unfortunately, there has been only one
prior cost-effectiveness modeling study of
osteoporosis (OSPS) in men, and this
study did not include the cost of bone den-
sitometry (DEXA) in their model. The
current study assumed that once OSPS
was detected, bisphosphonate therapy
would be initiated at an average cost of
$1000 per year. DEXA cost was set at $82
(current Medicare reimbursement rate).
The currently accepted threshold for an
intervention to be considered cost effec-
tive is that it cost less than $50,000 per
Quality Adjusted Life-Year.

For men at highest risk (those with a

previous fracture), DEXA and bisphos-

phonate therapy was cost effective. In men

older than 80 years, even amongst those

without a fracture history, DEXA and bis-

phosphonate was also cost effective. In

men between the ages of 70-80 years,

unless the cost of bisphosphonate therapy

could be reduced by half, intervention was

NOT cost effective (cost would be approx-

imately $100,000/QALY, or double the

acceptable level of cost-effectiveness.  ■

Schousboe JT, et al. JAMA.
2007;298(6):629-637.
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