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Opinion statement

Obesity is an independent risk factor for cardiovascular (CV) disease and contributes
markedly to individual CV risk factors, including hypertension, diabetes mellitus, dyslipi-
demia, and other chronic conditions, such as osteoarthritis, obstructive sleep apnea, and
physical deconditioning. Obesity, defined as a body mass index 230 kg/m?, is associated
with increased morbidity and mortality, particularly in severely obese patients with a
body mass index 235 kg/m?. Physical activity, healthy eating and behavioral modifica-
tion are three pivotal approaches to treating obesity. Some individuals may benefit from
pharmacologic agents to achieve meaningful weight loss. Unfortunately, there are few
such agents at present with proven efficacy and safety profiles. In this review, we discuss
the obesity epidemic and its detrimental effects on the CV system, and focus on exercise
training and on established pharmacologic agents as well as those on the horizon. We
conclude by summarizing the surgical therapeutic options available to treat obesity
and the evidence supporting the CV benefits of surgery, and discuss the potential adverse
effects of both pharmacologic and surgical options.

Introduction

Obesity independently increases the risk of cardiovascu-
lar (CV) risk factors, including hypertension (HTN), dia-
betes mellitus (DM), and dyslipidemia. Obesity also
adversely affects other systems, thus contributing to oste-
oarthritis, cancer, functional disability, sleep-disordered
breathing, and liver and gallbladder disease [1ee,2-4].
Overweight is defined as a body mass index (BMI) of
25 t0 29.9 kg/m” and obesity as a BMI>30 kg/m” [1ee].
Overweight and obesity both are associated with in-
creased morbidity and mortality, with even greater risk

noted in extremely obese individuals—that is, those with
a BMI>35 kg/m? [1ee,3]. Although BMI is the most
commonly used definition for expressing overweight
and obesity in epidemiologic and clinical studies, it does
not always accurately reflect the at-risk body fatness
[1ee]. Recently, many clinical trials using other obesity
indices, including waist circumference (WC), waist-to-
hip ratio, weight-to-height ratio, percentage of body
fat, and total body fat, highlighted the better predictive
power of these obesity measures [4].
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During the past few decades, obesity rates have
been increasing exponentially in the United States
and worldwide [5]. From 1986 to 2000, the prevalence
of BMI greater than 30 kg/m? doubled, that of BMI>
40 kg/m” quadrupled, and that of extreme or morbid
obesity, with BMI>50 kg/m?, increased fivefold [6].

Obesity currently is the second leading cause of
preventable death in the United States. It is predicted
that obesity soon may overtake smoking addiction as
the leading cause of preventable death. Moreover, if
the rapidly growing obesity epidemic is not reversed
in time, we likely will witness the reversal of the steady
improvements in life expectancy [7].

This epidemic also is being witnessed in the develop-
ing world because of the consumption of high-calorie,
inexpensive, unhealthy foods. A sedentary lifestyle
resulting from industrialization is another contributor
to the progressive increase in obesity rates [3].

Obesity imparts numerous deleterious effects on
general and CV health (Table 1) [1ee]. Obese patients
typically have increased total blood volume to meet
their increased body demands, which over time affects
CV structure and function, eventually leading to systol-
ic and diastolic left ventricular (LV) dysfunction
[82,9, 10]. Obesity, independent of age and arterial
pressure, increases the risk of LV structural abnormal-
ities, including concentric remodeling and both con-
centric and eccentric LV hypertrophy [10]. Obesity
also leads to left atrial enlargement, which in turn
increases the risk of atrial fibrillation and its associated
complications [1ee]. As a whole, obesity, through its
impact on the CV system, is associated with numerous
CV complications, including coronary heart disease
(CHD), heart failure (HF), atrial fibrillation, and sud-
den cardiac death [7,8ee].

In both westernized and nonwesternized societies,
the obesity epidemic is compounded by an epidemic
of physical inactivity, which reduces cardiorespiratory
fitness (CRF), and thus increases the risk of CV diseases
(CVDs) [11,12]. Improving the CRF of obese patients
through active participation in rehabilitation, physical

Weight reduction

Table 1. Adverse effects of obesity

Increases in insulin resistance
Glucose intolerance

Metabolic syndrome

Type 2 diabetes mellitus
Hypertension

Dyslipidemia

Elevated total cholesterol

Elevated triglycerides

Elevated LDL cholesterol

Elevated non-HDL cholesterol
Elevated apolipoprotein B

Elevated small, dense LDL particles
Decreased HDL cholesterol
Decreased apolipoprotein A-I
Abnormal left ventricular geometry
Concentric remodeling

Left ventricular hypertrophy
Endothelial dysfunction

Increased systemic inflammation and prothrombotic state
Systolic and diastolic dysfunction
Heart failure

Coronary heart disease

Atrial fibrillation

Obstructive sleep apnea/sleep-disordered breathing
Albuminuria

Osteoarthritis

Cancers

HDL high-density lipoprotein; LDL low-density lipoprotein.
(Adapted from Lavie et al. [1].)

activity (PA), and fitness programs likely will lower the
risk of CVDs substantially [13e,14ee]. Recently, we con-
firmed this finding in a large cohort of women with im-
paired fasting glucose or undiagnosed DM. Interestingly,
in this study, CRF, not BMI, was a strong predictor of CV
and all-cause mortality [14ee]. This study further
emphasizes the point that CRF, independent of tradi-
tional CV risk factors, is a powerful predictor of all-cause
morbidity and mortality [14ee].

» Paradoxically, some long-term epidemiologic studies have shown
that weight loss in overweight and obese subjects is associated with
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increased mortality. This evidence, coupled with many other studies
showing better prognosis associated with greater BMI in patients with
HF, HTN, CHD, and peripheral arterial disease, led to the perception
that purposeful weight loss may not be beneficial and, in fact, may
be detrimental [15-17]. However, studies assessing mortality based
on body fat and lean mass rather than BMI have suggested that losing
body fat rather than lean body mass is associated with lower mor-
bidity and mortality [15].

 Lifestyle modifications, including a healthy diet, behavioral therapy,
and PA, are the prime components of effective weight management
in overweight and obese individuals [18]. Subtle changes in caloric
intake and participation in PA for at least 30 to 45 min/day at least
5 days/week likely would play a major role in curbing the obesity
epidemic [18]. Nutritional research suggests that increasing the
consumption of high-fiber foods, such as fruits, vegetables, nuts, and
whole grains, may help patients lose weight by increasing satiety and
lessening the intake of overall calories [18,19].

» Although there is insurmountable evidence linking cardiac rehabili-
tation and exercise training (CRET) to weight loss and proven CV
benefits, it is highly underused. There are many reasons for poor
referral for CRET, one of which is physicians’ lack of awareness of its
potential benefits [20e,21-24]. Therefore, many international and
national CV societies have highlighted the importance of CRET for
CV protection by publishing dedicated guidelines on CRET, making
it reimbursable by Medicare and most insurance plans, and holding
physicians accountable for referring appropriate patients to CRET
after major CHD events. It is hoped this effort will lead to more
routine adoption of CRET services in secondary CHD prevention.

* Numerous studies have documented the impact of formal CRET in
obese patients with CHD. In a subgroup analysis from our center, CRET
resulted in >5% weight loss (10% being the average weight loss) in a
small cohort of 45 obese subjects; we also noted marked improvements
in exercise capacity and lipid levels in patients with successful weight
loss compared with 81 obese subjects who did not lose weight [24].

+ In a recent study from our center, we assessed the safety and efficacy
of purposeful weight loss through CRET programs in 529 CHD
patients, including 393 overweight and obese patients. We observed
marked improvements in CHD risk factors, including percentage of
body fat (-8%; P<0.0001), C-reactive protein (-40%; P<0.0001),
fasting blood glucose (-4%; P=0.02), peak oxygen consumption
(+16%; P<0.0001), and lipid levels, among overweight and obese
CHD patients, especially in the group with greater weight loss. We
also observed significant improvements in quality-of-life (QoL)
scores and behavioral factors [8ee]. The other significant observation
from this study was the trend for better survival in the baseline
overweight/obese participants with greater weight loss, emphasizing
the CV benefits of formal CRET programs [20e,21-24].
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Recent evidence from the Mayo Clinic in 377 consecutive CHD
patients demonstrated a 38% relative risk reduction in the composite
end point of all-cause mortality and CV events, including fatal and
nonfatal myocardial infarction (MI), strokes, and HF hospitaliza-
tions, in patients who successfully lost weight compared with those
who had no weight loss. There also was a trend for lower mortality in
the weight loss group [25].

The current cardiac rehabilitation (CR) exercise protocol used by
most programs was developed in the 1970s, when patients were
enrolled in the program after more prolonged hospitalizations, with
associated deconditioning [26]. There have been debates and dis-
cussions regarding whether this protocol is effective for contempo-
rary CR patients. Addressing this question, Ades et al. [27ee] recently
evaluated the impact of high calorie-expenditure (3000-3500 kcal/
wk) exercise on weight loss and CV risk factors in 74 overweight and
obese patients with CHD, comparing it with the standard CR exercise
protocol (700-800 kcal/wk). At 5 months, the investigators noted
significant fat mass loss (5.9 +4 kg vs 2.8+3 kg, P<0.001) and weight
loss (8.2+4 kg vs 3.7+5 kg, P<0.001) and greater waist reduction
(=745 cm vs =545 cm; P=0.02) in the high calorie-expenditure ex-
ercise group compared with the group randomly assigned to the
standard CR exercise protocol.

Pharmacologic agents

Like DM and HTN, obesity is a chronic illness and requires a long-
term commitment to promote and sustain weight loss [28]. Die-
tary and lifestyle modification is the initial mainstay therapy for
obesity [29]. However, the resultant weight loss often is disap-
pointingly small and long-term success is unattainable [29]. As a
result, drug therapy often is considered in individuals with a BMI>
30 kg/m? or in those with a BMI of 25 to 30 kg/m? with associated
CV comorbidities. In these groups, therapeutic agents may be of
value in achieving and sustaining meaningful weight loss [30].
Table 2 summarizes the prescription medications used for weight
loss [31].

Sibutramine hydrochloride, available under the trade name Meridia
(Abbott Laboratories, North Chicago, IL), is the first US Food and
Drug Administration (FDA)-approved medication in its class for the
treatment and maintenance of weight loss [32]. This agent acts by
inhibiting the reuptake of serotonin and norepinephrine at the nerve
endings of the hypothalamus, thus modulating the appetite and sa-
tiety centers in the brain [32].

In many studies, sibutramine was shown to have a moderate effect in
producing weight loss in obese subjects, with most losing 5% to 10%
of their baseline body weight [33]. In addition to reducing body
weight and WC, this drug reduces low-density lipoprotein (LDL)
cholesterol and slightly increases high-density lipoprotein (HDL)
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Table 2. Prescription medications used for weight loss

Agent Description Dosage, AWP for 1-mo
mg/d  supply, $
Appetite suppressants
Sibutramine ~ Combined norepinephrine and serotonin reuptake inhibitor. Its putative ef- 10 103.80
fect on weight loss is attributed to appetite suppression and increased
thermogenesis secondary to stimulation of brown adipose tissue. Approved
in 1998 for use in conjunction with a low-calorie diet as an aid to weight
loss.
Fluoxetine SSRI originally approved to treat depression. Original manufacturer submitted 20 79.94
a New Drug Application for use as a weight loss drug in the early 1990s, but
eventually it was withdrawn.?
Sertraline Also an SSRI. Resulted in weight loss in laboratory animals in the early 1990s. 200 86.21
Phentermine  Sympathomimetic amine of the phenethylamine family. Approved by the FDA 30 39.59
in 1959 as a short-term aid to weight loss in conjunction with a low-calorie
diet and exercise. Unlike sibutramine, phentermine leads to the develop-
ment of tolerance.
Diethylpropion Sympathomimetic agent prescribed for short-term weight loss in conjunction 75 40.73
with diet and exercise. Similar in chemical structure to bupropion, which is
approved as an antidepressant and a smoking cessation aid and also has
been tested as a weight loss aid.
Zonisamide FDA approved in 2000 for treating partial (focal) seizures in adults with ep- 600 414.05
ilepsy, in conjunction with other anticonvulsant agents. Although the pre-
cise mechanism of action is unknown, it may act as a sodium or calcium
channel blocker. Because one of its side effects is appetite suppression, its
use as a weight loss drug has been tested.
Topiramate Anticonvulsant agent approved in the mid-1990s for treating refractory 200 159.84
seizures in conjunction with other anticonvulsant agents. In testing topir-
amate for treatment of mood disorders, it was discovered that it might
mitigate the weight gain often observed with antidepressant treatment, and
a dose-ranging study established that it does so in a dose-dependent
manner.
Lipase inhibitors
Orlistat Approved in the late 1990s; currently the only lipase inhibitor approved for ~ 360 170.64
weight loss. Lipase inhibitors putatively aid weight loss by reversibly
binding to the active center of the enzyme lipase, preventing digestion and
absorption of some dietary fats. Orlistat inhibits ~30% of fat absorption,
including absorption of fat-soluble vitamins.

Croghan T, Personal communication.
AWP average wholesale price; FDA US Food and Drug Administration; SSRI selective serotonin reuptake inhibitor.
(Adapted from Li et al. [31].)

cholesterol. In patients with DM, it was shown to positively affect the
glycosylated hemoglobin (HbA,) level [34].

« Unfortunately, weight lost through pharmacologic therapy often is
quickly regained once the drug is discontinued, as was demonstrated
in the Sibutramine Trial in Obesity Reduction and Maintenance
(STORM) [35]. For the initial 6 months of this European study in
605 subjects, all patients received sibutramine, then were randomly
assigned to receive sibutramine or placebo for the remainder of the
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study. Follow-up showed maintenance of weight loss in the group
that continued taking sibutramine, whereas the placebo group
regained almost all weight lost [35].

Previous appetite-suppressing agents included dexfenfluramine and
“fen-phen,” a combination of fenfluramine and phentermine [30].
These agents were taken off the US market in 1997 when they were
shown to have serious adverse CV effects [36]. However, when used
alone, phentermine was relatively safe, with no serious adverse
effects.

Orlistat (Xenical; Genentech, South San Francisco, CA), another
popular pharmacologic agent, acts by inhibiting fat absorption in the
gut. This pancreatic lipase inhibitor reduces fat absorption by par-
tially blocking the hydrolytic breakdown of triglycerides. Alli (Glax-
oSmithKline, Philadelphia, PA), a reduced-strength formulation of
orlistat, is available over the counter in the United States [37,38].
In a recent meta-analysis of 22 studies in obese subjects with a mean
BMI of 36.7 kg/m?, orlistat therapy, along with a low-calorie diet and
behavior modification therapy, resulted in an average weight loss of
2.89 kg (95% CI, 2.27-3.51). The participant dropout rate ranged
from 35% to 55%. Significant reductions in WC, blood pressure, and
total and LDL cholesterol occurred, with no effect on HDL choles-
terol or triglycerides [31].

The major downside with Xenical is its side effect profile, specifically
abdominal cramping and increased frequency of oily stools. Patients
taking this medication should consume a low-fat diet, and most will
have to consume multivitamin supplements to replace the minerals
lost in the stool and to maintain a healthy micronutrient balance.
This drug should not be prescribed to patients with cholestasis and
malabsorption [37,39].

Rimonabant, an endocannabinoid receptor antagonist, selectively
inhibits the overactivation of the endocannabinoid system, produc-
ing anorectic stimuli in the higher centers of the brain. This agent
also affects the other important metabolic pathways at the periphery,
including adipose tissue, liver, endocrine organs, and skeletal
muscles. Rimonabant was shown to be very effective in promoting
significant weight loss, reduction in WC, and improvements in sev-
eral metabolic risk factors [40]. Unfortunately, rimonabant had to be
withdrawn from the world market because of safety issues, including
risk of seizures and suicides.

Although the pharmacologic treatment of obesity is associated with
favorable short-term results, it often is associated with rebound
weight gain once the agent is stopped. Another major disadvantage
of many of these agents is their potential for substance abuse [38].
Lorcaserin, a novel antiobesity drug with positive results from phase
2 and phase 3 clinical trials, is on the horizon of FDA approval. This
compound acts by stimulating the 5-HT,¢ serotonin receptors in the
satiety and appetite centers of the hypothalamus in the brain, help-
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ing regulate the metabolic rate. Results of lorcaserin from a phase 2
trial showed significant, progressive, and dose-dependent weight loss
over a 12-week period [41].

» The phase 3 program evaluating the investigational agent lorcaserin
consisted of three trials, BLOOM (Behavioral Modification and Lor-
caserin for Overweight and Obesity Management), BLOSSOM (Be-
havioral Modification and Lorcaserin Second Study for Obesity
Management), and BLOOM-DM (BLOOM in Diabetes Mellitus),
with approximately 7800 patients enrolled [42,43].

*  BLOOM, the first of the three pivotal trials, evaluated the efficacy and
safety of lorcaserin in weight loss at the end of 1 year and assessed
the ability of lorcaserin to maintain weight loss at the end of the
second year of treatment. This trial included obese subjects with a
BMI of 30 to 45 kg/m? and overweight subjects with a BMI of 27 to
29.9 kg/m? and at least one of the cardiometabolic risk factors, in-
cluding HTN, dyslipidemia, glucose intolerance, and sleep apnea.
The trial enrolled 3182 subjects, who, for the first year, were ran-
domly assigned in a 1:1 fashion to receive lorcaserin or placebo. At
1 year, 856 patients taking lorcaserin were re-randomized in a 2:1
ratio to continue lorcaserin or to switch to placebo [42-44].

» The proportion (%) of patients achieving >5% weight reduction at
the end of the first and second years of treatment was the primary
end point of the study. Forty-seven percent of patients in the lorca-
serin group and 20% of those in the placebo group lost 25% of their
baseline body weight. At the end of 1 year, patients in the treatment
arm lost an average of 17.9 lb (8.1 kg), compared with 7.3 Ib (3.3 kg)
in the placebo arm (P<0.0001). The echocardiographic assessment
both during and at the end of the study did not show any valve-re-
lated abnormalities or pulmonary hypertension [42,43].

» Treatment with lorcaserin also was associated with significant
improvements in various secondary end points, such as total cho-
lesterol, LDL cholesterol, triglycerides, and blood pressure. However,
there were no differences in HDL cholesterol levels in either group. At
the end of the study, patients who continued on lorcaserin for the
entire 2 years were better able to maintain more weight loss com-
pared with the group re-randomized to placebo during the second
year.

* Qnexa (Vivus, Mountain View, CA) and Contrave (Orexigen Thera-
peutics, La Jolla, CA) are two other promising experimental agents
with the potential for FDA approval. The initial evidence from
late-stage clinical trials with these two agents appears to be very
encouraging. Qnexa is a combination of phentermine, an appetite
suppressant, and topiramate, an anticonvulsant. Contrave is a com-
bination of two antidepressants, bupropion and naltrexone [42].

 In all the clinical trials with Qnexa and Contrave, the proportion of
patients losing >5% of their body weight was three times higher in
the treatment arms than in the placebo groups. In addition to weight
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loss, these agents also were associated with significant improvement
in cardiometabolic and inflammatory risk factors.

EQUIP, a double-blind, placebo-controlled, randomized study, in-
cluded 1267 obese subjects with an average BMI of 42.1 kg/m? and
weight of 116 kg (256 1b) from 93 centers across the United States.
The patients underwent 4 weeks of dose titration followed by

52 weeks of treatment with the investigational agents phentermine
and topiramate or placebo. The patients were instructed to reduce
their daily calorie intake by 500 calories. At 56 weeks’ follow-up, 605
of the patients in the active treatment group lost 10% of their starting
body weight and 43% lost 15% of their body weight. The average
weight loss in the group taking the active compound was 16.8 kg
(37 1b), compared with 2.7 kg (6 1b) in the placebo group. Prelim-
inary results also suggested significant improvements in total cho-
lesterol, LDL cholesterol, triglycerides, and blood pressure [42].

CONQUIER, a phase 3 study similar to EQUIP, evaluated the efficacy
and safety of Qnexa in 2487 overweight and obese subjects with
dyslipidemia, DM, and elevated blood pressure and with an average
BMI of 36.6 kg/m” and weight of 103.0 kg (227 Ib). The patients
underwent 4 weeks of dose titration followed by 52 weeks of treat-
ment and were instructed to decrease their daily caloric intake by 500
calories, with some minor modifications to their daily lifestyle. At
study completion, patients taking the full dose of the drug lost
13.6 kg (30 Ib) of their baseline body weight, compared with 2.7 kg
(6 Ib) in the placebo group. Forty percent of the patients taking the
active compound lost 15% and 65% lost 10% of their baseline body
weight. Marked improvements in cardiometabolic risk factors also
were noted in this study, including reductions in blood pressure
(20 mm Hg vs 14 mm Hg), triglycerides (98 mg/dL vs 42 mg/dL),
and HbA ;¢ (0.6% vs 0.1%) with the active agent compared with
placebo [42,43].

Contrave (bupropion and naltrexone) was studied in three phase 3
clinical trials, each lasting 56 weeks. Contrave Obesity Trials I and 1T
(COR-T and COR-II), enrolling 1742 and 1496 obese patients, re-
spectively, showed a mean weight loss of 8.1% (17.6 Ib) and 8.2%
(17.5 1b), respectively, compared with 1.8% and 1.5% in the placebo
groups. In the third trial, in patients with DM, the mean weight loss
was 5.9% (13.5 lIb), compared with 2.2% (5.1 Ib) in the placebo
group. The investigators also noted reductions in WC and other CV
risk factors, including lipid levels and HbA, .. The most frequent side
effects in this trial were headache, nausea, and constipation. All these
pharmacologic agents will need to be extensively evaluated in
cohorts of CHD [43,45].

Another recently reported phase 2 trial testing different doses of
combination pramlintide and metreleptin, analogues of amylin and
leptin involved in satiety and adiposity signaling, showed 7% weight
loss compared with 2% with placebo at 24 weeks of follow-up.
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However, the study was plagued by high dropout rates from injection
site adverse reactions [46].

Bariatric surgery

Conventional therapeutic options for weight loss include a healthy
diet, behavioral therapy, and PA. When used individually, these three
options often are very effective in treating obesity and associated CV
risk factors. However, when used in combination, they have a posi-
tive impact on the individual CV risk factors [47]. Unfortunately,
these therapeutic interventions have not been shown to be effective
in treating morbid obesity with BMI greater than 40 kg/m?”. Bariatric
surgery is a well-established surgical weight loss therapy with strong
evidence from multiple prospective clinical studies and is endorsed
by National Institutes of Health (NIH; United States) and National
Institute of Clinical Excellence (United Kingdom) guidelines [48ee].
This approach is reserved for patients who have failed to achieve or
maintain a healthy weight through exercise and diet; those with a
BMI between 35 and 39.9 kg/m? and associated comorbidities, such
as HTN, type 2 DM, severe sleep apnea, life-threatening cardiopul-
monary problems, and severe osteoarthritis in major joints; and ex-
tremely obese patients with a BMI exceeding 40 kg/m?. The success of
the procedure depends on one’s commitment to a healthy diet and
regular PA. The NIH consensus panel, however, did not make any
recommendations for surgery in children and adolescents because of
the lack of evidence supporting its use in young people [49].
Epidemiologic evidence from long-term studies indicates that obesity
is associated with increased mortality [50]. Morbidly obese subjects
have a 5- to 20-year reduction in life expectancy compared with
healthy individuals [51]. In recent years, substantial evidence has
demonstrated that bariatric surgical procedures are associated with
short- and long-term improvements in morbidity and all-cause
mortality [52ee]. As a result, there has been a rapid increase in the
use of these procedures as a mainstream weight loss therapeutic
strategy. The annual number of surgical interventions for obesity
increased from 16,000 in the 1990s to approximately 103,000 in
2003 [53].

The three most common surgical procedures for treating severe
obesity are the Roux-en-Y gastric bypass (RYGB), vertical banded
gastroplasty, and laparoscopic gastric banding [53].

In RYGB, a small proximal gastric pouch is connected to a Y-shaped
loop of the small bowel. The proximal stomach is separated from the
remaining part of the stomach with staples. In the gastric banding
procedure, a saline adjustable band is placed around the upper part
of the stomach, creating a small pouch that opens into the remain-
ing, larger part of the stomach through a narrowed passage. The
major advantages with laparoscopic gastric banding are that it is
technically less challenging, less invasive, and less expensive. In
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2001, the FDA approved the Lap-Band adjustable gastric band
(Allergan, Irvine, CA). Although there are slightly more perioperative
complications with RYGB compared with gastric banding, the long-
term results with RYGB are excellent, making it the gold-standard
surgical therapeutic strategy for obesity [53,54].

In the Swedish Obesity Study (SOS), CV risk factor improvement and
weight loss were significantly greater with gastric bypass surgery
compared with vertical banded gastroplasty [55]. The SOS investi-
gators ascertained the impact of intentional weight loss on mortality,
examining whether bariatric surgery (n=2010) is associated with
lower mortality compared with conventional treatment (n=2037)
during a mean follow-up of 10.9 years. After 1 to 2 years of ran-
domization, 32%, 25%, and 20% reductions in weight loss were
noted with gastric bypass, vertical banded gastroplasty, and gastric
banding, respectively. There were 101 deaths in the surgery group
and 129 in the control group (hazard ratio, 0.76; P=0.04). Results
were even more impressive after adjustment for major confounding
factors, with a 29% reduction in total mortality (hazard ratio, 0.71;
P=0.01; Fig. 1) [56].

A recent substudy of the SOS prospective clinical trial showed no
benefit of bariatric surgery on fatal and nonfatal MI at 12 years of
follow-up. However, patients with higher baseline glucose levels
were shown to have lower MI rates with gastric bypass surgery [57].

Obesity negatively affects CV structure and function, which over time
may result in the development of cardiomyopathy and severe systolic
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Figure 1. Unadjusted cumulative mortality in subjects who un-
derwent bariatric surgery compared with control subjects with
no intervention (129 deaths in the control group vs 101 deaths
in the surgery group). (Adapted from Sjostrom et al. [56].)
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HF. Unfortunately, obese HF patients are subjected to functional
impairment from these two comorbidities, limiting their QoL and
survival. With excellent long-term outcomes from heart transplanta-
tion, more HF patients are undergoing this procedure. Morbidly
obese patients have increased perioperative complications from car-
diac transplantation, often leading to their exclusion from the
transplant list. Recent evidence has shown positive results from
bariatric surgery in obese HF patients with respect to functional sta-
tus, QoL, and cardiac function. Therefore, surgical weight loss in
obese HF subjects is safe and effective and may serve as a bridge to
cardiac transplantation [58e].

* In arecent meta-analysis of 22,094 patients with a mean BMI of 46.9,
the average excess weight loss was 61% in all patients [59]. Weight
loss was significantly greater with gastric bypass (62%) compared
with gastric banding (48%). The other notable finding of this meta-
analysis was the resolution and improvement of type 2 DM in 77%
and 86% of patients, respectively. HTN resolved or improved in
79%, dyslipidemia improved in 70%, and obstructive sleep apnea
resolved or improved in 84% of the patients [59].

* RYGB is accepted as the current standard of care, with strong positive
evidence for its safety and efficacy. Another recent meta-analysis in-
cluding 14 studies comparing laparoscopic gastric banding with
RYGB showed greater weight loss at 1 year with RYGB than with
gastric banding (76% vs 48%). In addition, resolution of CV risk
factors, including DM (78% vs 50%), was better with bypass surgery.
Although the perioperative complication rate was higher with gastric
bypass compared with gastric banding (9% vs 5%), long-term re-
current surgical interventions were required more often in patients
receiving gastric banding [54].

» Obesity is a major predisposing factor in the development of meta-
bolic syndrome (MetS), a major public health problem that inde-
pendently increases the risk of DM and CVD. Investigators from the
Mayo Clinic examined the impact of weight loss from bariatric sur-
gery on MetS prevalence in the Olmsted County population with a
BMI>35 kg/m?, showing reversibility of MetS secondary to weight
loss. The reversibility of MetS largely depended on the percentage of
excess weight loss. Weight loss from bariatric surgery is known to
reduce ghrelin and leptin levels, stimulate an increase in adiponectin
levels, and improve insulin sensitivity and is associated with im-
proved endothelial function [60].

* Obesity also is an independent risk factor for DM [1ee], and the
combination of these two disorders leads to premature morbidity and
mortality. With increasing obesity incidence and prevalence, it is not
surprising that 50% of patients with DM are obese, with a BMI greater
than 30 kg/m?, and 9% are morbidly obese, with a BMI greater than
40 kg/m? [60]. We have strong evidence showing the benefits of gas-
tric bypass in patients with DM and a BMI greater than 35 kg/m?.
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In a recent study by Rider et al. [61], investigators compared the
relative benefits of surgical versus dietary weight loss on CV struc-
ture and function in obese patients with no identifiable CV risk
factors. This study included 37 obese (BMI 40+8 kg/m?) and 20
normal-weight subjects (BMI 21+2 kg/m?) without known CV risk
factors. Baseline and repeat cardiac MRI at the end of 1 year was
performed in a weight loss group and a control group with no
weight loss. Diet and bariatric surgery resulted in almost similar
reduction/regression in both right ventricular and LV masses and
end-diastolic volume, and reversal of both diastolic dysfunction
and aortic distensibility impairment. No improvements were noted
in the control group with continued obesity. This study highlights
the fact that the beneficial effects of weight loss are independent of
the weight loss modality [61].

Risks from weight loss

Disclosure

Different weight loss modalities, including starvation, low-calorie
diets, low-protein diets, and pharmacologic and surgical weight loss,
are associated with arrhythmias related to QT prolongation [39].

Dexfenfluramine and fenfluramine, appetite-suppressing agents,
were once very popular as weight-losing agents. These agents act by
enhancing the serotonin release in the hypothalamic nerve terminals.
Subsequently, these two drugs were removed from the market, as
they were shown to cause CV disorders and increased pulmonary
hypertension [35].

Sibutramine hydrochloride, a centrally acting agent, is another FDA-
approved drug for long-term use. Sibutramine hydrochloride and
phentermine are associated with increases in blood pressure and
heart rate. In view of these adverse effects, these agents should not be
used in patients with uncontrolled HTN, HF, or CHD, or in those
with stroke or significant arrhythmias [34,37].

No potential conflicts of interest relevant to this article were reported.

References and Recommended Reading

Papers of particular interest, published recently, have been
highlighted as:

1.0

Of importance,
Of major importance

Lavie CJ, Milani RV, Ventura HO: Obesity and car-  This is an excellent in-depth review of the latest literature on

diovascular disease: risk factor, paradox, and im- obesity, its CV impact, and the obesity paradox.
pact of weight loss. ] Am Coll Cardiol 2009, 53:1925- 2. Klein S, Burke LE, Bray GA et al.: Clinical implica-
1932. tions of obesity with specific focus on cardiovas-



Value of Weight Reduction in Patients with Cardiovascular Disease Artham et al. 33

cular disease: a statement for professionals from
the American Heart Association Council on Nutri-
tion, Physical Activity, and Metabolism: endorsed
by the American College of Cardiology Foundation.
Circulation 2004, 110:2952-2967.

3. Poirier P, Giles TD, Bray GA, et al.: Obesity and
cardiovascular disease: pathophysiology, evalua-
tion, and effect of weight loss: an update of the
1997 American Heart Association Scientific State-
ment on Obesity and Heart Disease from the
Obesity Committee of the Council on Nutrition,
Physical Activity, and Metabolism. Circulation 2006,
113:898-918.

4. Lavie CJ, Osman AF, Milani RV, et al.: Body com-
position and prognosis in chronic systolic heart
failure: the obesity paradox. Am J Cardiol 2003,
91:891-894.

5. Calle EE, Thun M]J, Petrelli J]M: Body-mass index and

mortality in a prospective cohort of US adults. N
Engl ] Med 1999, 341:1097-1105.

6. Manson JE, Bassuk SS: Obesity in the United States:
a fresh look at its high toll. JAMA 2003, 289:229-
230.

7. Artham SM, Lavie CJ, Milani RV, et al.: The obesity

paradox: impact of obesity on the prevalence and

prognosis of cardiovascular diseases. Postgrad Med

2008, 120:34-41.

Lavie CJ, Milani RV, Artham SM, et al.: The obesity

paradox, weight loss, and coronary disease. Am |

Med 2009, 122:1106-1114.

This study proves the existence of the obesity paradox phe-

nomenon in CHD patients.

9. Lavie CJ, Messerli FH: Cardiovascular adaptation to
obesity and hypertension. Chest 1986, 90:275-279.

10. Lavie CJ, Milani RV, Patel D, et al.: Disparate effects
of obesity and left ventricular geometry on mor-
tality in 8088 elderly patients with preserved sys-
tolic function. Postgrad Med 2009, 121:119-125.

11. Wei M, Gibbons LW, Kampert JB, et al.: Low car-
diorespiratory fitness and physical inactivity as
predictors of mortality in men with type 2 diabetes.
Ann Intern Med 2000, 132:605-611.

12. Lavie CJ, Milani RV: Cardiac rehabilitation and

exercise training programs in metabolic syn-

drome and diabetes. J Cardiopulm Rehabil 2005,

25:59-66.

Lavie CJ, Thomas RJ, Squires RW, et al.: Exercise

training and cardiac rehabilitation in primary and

secondary coronary prevention. Mayo Clin Proc

2009, 84:373-383.

This paper nicely summarizes the importance of CRET in

primary and secondary prevention of CVDs.

14.ee Lyerly GW, Sui X, Lavie CJ, et al.: The association
between cardiorespiratory fitness and risk of all-
cause mortality among women with impaired fast-
ing glucose or undiagnosed diabetes mellitus. Mayo
Clin Proc 2009, 84:780-786.

13.e

This study highlights the importance of having good CRF
and its impact on all-cause mortality.

15. Allison DB, Zannolli R, Faith MS, et al.: Weight loss
increases and fat loss decreases all-cause mortality
rates: results from two independent cohort studies.
Int J Obes Relat Metab Disord 1999, 23:603-611.

16. Lavie CJ, Milani RV, Ventura HO: Obesity, heart
disease, and favorable prognosis—truth or para-
dox? Am ] Med 2007, 120:825-826.

17. Lavie CJ, Milani RV: Obesity and cardiovascular
disease: the hippocrates paradox? ] Am Coll Cardiol
2003, 42:677-679.

18. Anderson JW, Grant L, Gotthelf L, et al.: Weight loss
and long-term follow-up of severely obese indi-
viduals treated with an intense behavioral pro-
gram. Int ] Obes 2006, 31:488-493.

19. Rolls BJ, Bell EA: Dietary approaches to the treat-
ment of obesity. Med Clin North Am 2000, 84:401-
418.

Lavie CJ, Morshedi-Meibodi A, Milani RV: Impact of
cardiac rehabilitation on coronary risk factors, in-
flammation, and the metabolic syndrome in obese
coronary patients. ] Cardiometab Syndr 2008, 3:136-
140.

This a detailed summary of the impact of CRET on CV risk
factors, including MetS, in obese patients.

20.e

21. Lavie CJ, Milani R: Secondary coronary prevention
in women: it starts with cardiac rehabilitation, ex-
ercise, and fitness. ] Womens Health (Larchmt) 2009,
18:1115-1117.

22. Lavie CJ, Milani RV: Benefits of cardiac rehabilita-
tion in the elderly. Chest 2004, 126:1010-1012.

23. Lavie CJ, Milani RV: Effects of cardiac rehabilitation
and exercise training on peak aerobic capacity and
work efficiency in obese patients with coronary
artery disease. Am ] Cardiol 1999, 15:1477-1480.

24, Lavie CJ, Milani RV: Effects of cardiac rehabili-
tation, exercise training, and weight reduction
on exercise capacity, coronary risk factors, be-
havioral characteristics, and quality of life in
obese coronary patients. Am ] Cardiol 1997,
79:397-401.

25. Sierra-Johnson J, Romero-Corral A, Somers VK, et al.:
Prognostic importance of weight loss in patients
with coronary heart disease regardless of initial
body mass index. Eur Cardiovasc Prev Rehabil 2008,
15:336-340.

26. Pashkow FJ: Issues in contemporary cardiac reha-
bilitation: a historical perspective. ] Am Coll Cardiol
1993, 21:822-834.

Ades PA, Savage PD, Toth MJ, et al.: High-calorie-
expenditure exercise: a new approach to cardiac
rehabilitation for overweight coronary patients.
Circulation 2009, 119:2671-2678.

This article highlights the triumph of intense high-calorie
exercise over regular exercise. We expect these findings to
bring forth changes in the exercise guidelines.

27 .00



34 Coronary Artery Disease

28. Jeffery RW, Drewnowski A, Epstein LH, et al.: Long-  44. Smith SR: Lorcaserin reduces body weight in obese
term maintenance of weight loss: current status. and overweight subjects: Behavioral Modification
Health Psychol 2000, 19:5-16. and Lorcaserin for Overweight and Obesity Man-

29. Dansinger ML, Tabsioni A, Wong JB, et al.: Meta- agement, the BLOOM trial. Presented at the Ameri-
analysis: the effect of dietary counseling for weight can Diabetes Association Scientific Sessions. New
loss. Ann Intern Med 2007, 147:41-50. Orleans, LA; June 5-9, 2009.

30.  Weintraub M, Sundaresan PR, Schuster B, et al.: 45.  Apovian C, Aronne L, Wyatt H, et al.: Results of the
Long-term weight control study. II (weeks 34 to phase 3, 56-week, COR-II study: naltrexone SR/
104). An open-label study of continuous fenflur- bupropion SR .combln.atlon the}'apy led to signifi-
amine plus phentermine versus targeted intermit- cant and sustained weight loss in overweight and
tent medication as adjuncts to behavior obese subjects. Presented at Obesity 2009. Wash-
modification, caloric restriction, and exercise. Clin ington, DC; October 27, 2009.

Pharmacol Ther 1992, 51:595-601. 46. Smith SR, Aronne LJ, Apovian C, et al.: Pramlintide/

31.  LiZ Maglione M, Tu W, et al.: Meta-analysis: phar- metreleptin combination treatment for obesity: ef-
macologic treatment of obesity. Ann Intern Med fect of dose and baseline BMI on magnitude of
2005, 142:532-546. weight loss. Presented at Obesity 2009. Washington,

32. Bray GA, Blackburn GL, Ferguson JM, et al.: Sibutr- PC? October 27, 2009. L.
amine produces dose-related weight loss. Obes Res ~ 47. Eilat-Adar S, Eldar M, Goldbourt U: Association of
1999, 7:189-198. intentional changes in body weight with coronary

33. Fanghanel G, Cortinas L, Sanchez-Reyes L, et al.: A heart disease event rates in overwei‘ght subjects
clinical trial of the use of sibutramine for the whp hgve an additional coronary risk factor. Am J
treatment of patients suffering essential obesity. Int Epidemiol 2005, 161:352-358. )

J Obes Relat Metab Disord 2000, 24:144-150. 48.ee¢ Ashrafian H, le Roux CW, Darzi A, et al.: Effects of

34.  Fujioka K, Seaton TB, Rowe E, et al.: Weight loss with bariatric surgery on cardiovascular function. Circu-
sibutramine improves glycaemic control and other _ lation 2008, 118:2091-2102. .
metabolic parameters in obese patients with type 2 This article summarizes the positive effects of gastric bypass
diabetes mellitus. Diabetes Obes Metab 2000, 2:175-  surgery on CV health.

187. 49. Consensus Development Conference Panel: Gastro-

35.  James WP, Astrup A, Finer N, et al.: Effect of intestinal surgery for severe obesity. Ann Intern Med
sibutramine on weight maintenance after weight 1991, 115:956-961.
loss: a randomised trial. Lancet 2000, 356:2119-  50. Jee SH, Sull JW, Park J, et al.: Body-mass index and
2125. mortality in Korean men and women. N Engl ] Med

36. Connolly HM, Crary JL, McGoon MD, et al.: Valvular 2006, 355:779-787.
heart disease associated with fenfluramine-phen- 51. Fontaine KR, Redden DT, Wang C, et al.: Years of life
termine. N Engl ] Med 1997, 337:581-588. lost due to obesity. JAMA 2003, 289:187-193.

37. Heck AM, Yanovski JA, Calis KA: Orlistat, a new li- 52.ee¢ Adams TD, Gress RE, Smith SC, et al.: Long-term
pase inhibitor for the management of obesity. mortality after gastric bypass surgery. N Engl ] Med
Pharmacotherapy 2000, 20:270-279. 2007, 357:753-761.

38. Yanovski SZ, Yanovski JA: Obesity. N Engl ] Med The authors show the mortality benefit from bariatric surgery
2002, 346:591-602. in morbidly obese subjects.

39. Physicians” Desk Reference, edn 55. Montvale, NJ: 53. Steinbrook R: Surgery for severe obesity. N Engl |
Medical Economics; 2001. Med 2004, 350:1075-1079.

40. Pi-Sunyer FX, Aronne LJ, Heshmati HM, et al.: Effect = 54. Tice JA, Karliner L, Walsh J, et al.: Gastric banding or
of rimonabant, a cannabinoid-1 receptor blocker, bypass? A systematic review comparing the two
on weight and cardiometabolic risk factors in most popular bariatric procedures. Am ] Med 2008,
overweight or obese patients: RIO-North America: 121:885-893.

a randomized controlled trial. JAMA 2006, 55.  Sjostrom L, Lindroos AK, Peltonen M, et al.: Lifestyle,
295:761-775. diabetes, and cardiovascular risk factors 10 years

41. Smith SR, Prosser WA, Donahue D], et al.: Lorcaserin after bariatric surgery. N Engl ] Med 2004,
(APD356), a selective 5-HT2C agonist, reduces 351:2683-2693.
body weight in obese men and women. Obesity 56.  Sjostrom L, Narbro K, Sjostrom DC, et al.: Effects of
2008, 17:494-503. bariatric surgery on mortality in Swedish obese

42. Bio-Medicine. Available at http://www.bio-medicine. subjects. N Engl ] Med 2007, 357:741-752.
org. Accessed October 2009. 57.  O'Riordan M: Bariatric surgery fails to reduce risk

43, Medical News Today. Available at http://www. of MI long term. Available at http://www.theheart.

medicalnewstoday.com. Accessed October 2009.

org/article/1016585.do. Accessed November 2009.


http://www.bio-medicine.org
http://www.bio-medicine.org
http://www.medicalnewstoday.com
http://www.medicalnewstoday.com
http://www.theheart.org/article/1016585.do
http://www.theheart.org/article/1016585.do

Value of Weight Reduction in Patients with Cardiovascular Disease Artham et al. 35

58.e

Ramani GV, McCloskey C, Ramanathan RC, et al.:
Safety and efficacy of bariatric surgery in morbidly
obese patients with severe systolic heart failure.
Clin Cardiol 2008, 31:516-520.

This article affirms the safety and efficacy of bariatric surgery
in obese HF patients.

59.

Buchwald H, Avidor Y, Braunwald E, et al.: Bariatric
surgery: a systematic review and meta-analysis.
JAMA 2004, 292:1724-1737.

60.

61.

Carey DG, Pliego GJ, Raymond RL: Body composi-
tion and metabolic changes following bariatric
surgery: effects on fat mass, lean mass and basal
metabolic rate: six months to one-year follow-up.
Obes Surg 2006, 16:1602-1608.

Rider OJ, Francis JM, Ali MK, et al.: Beneficial car-
diovascular effects of bariatric surgical and dietary
weight loss in obesity. ] Am Coll Cardiol 2009,
54:718-726.



	Value of Weight Reduction in Patients with Cardiovascular Disease
	Opinion statement
	Introduction
	Weight reduction
	Pharmacologic agents
	Bariatric surgery
	Risks from weight loss

	Disclosure
	References and Recommended Reading



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org?)
  /PDFXTrapped /False

  /SyntheticBoldness 1.000000
  /Description <<
    /ENU <>
    /DEU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [5952.756 8418.897]
>> setpagedevice


