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Slide 1.

Harold Bays, MD: Hello. My name is Dr Harold Bays. I am medical director and president of the Louisville Metabolic and Atherosclerosis
Research Center located in Louisville, Kentucky. I would like to welcome you to this program titled "Overweight and Obesity: Validation as a
Chronic Disease."

Slide 2.

One of the interesting things I have found in clinical research involving obesity is that we have historically defined obesity based upon body
mass index (BMI). [1] There are some advantages to doing that.
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Slide 3.

For example, an increase in BMI generally correlates with metabolic disease in population studies. That is good. A downside of use of this
measure, as you know, is that an increase in body weight can be due to factors other than just fat. For example, an increase in muscle mass
can increase BMI, and yet people would not consider that to be contributing to obesity.

Slide 4.

There are other disadvantages as well. For example, just because a person’s BMI is increased does not necessarily reflect dysfunction of the
adipocytes or the adipose tissue. Another problem with just focusing on BMI instead of the function of adipocytes and adipose tissue is an
obesity paradox, wherein you have patients who have an increase in body fat yet seem to be healthier and seem to have better outcomes in
certain situations compared with those people who have a lower increase in body fat. These situations present challenges if obesity is defined
as a disease based solely upon BMI.
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Slide 5.

I searched for the definition of the word "disease" on dictionary.com. [2] The definition of disease is: a disordered or incorrectly functioning
organ, part, structure, or system of the body that results from the effect of genetic or developmental errors, infections, poisons, nutritional
deficiencies or imbalance, toxicity, or unfavorable environmental factors, which manifest as illness, sickness, or ailments. To me, that sounds
like what we think of when we think of obesity as a disease.

Slide 6.

Is there any science to back that up? In fact, there is. There are clearly anatomical abnormalities that occur when you have an increase in
body fat that cause dysfunction to the adipocytes and the adipose tissue. [35] This includes abnormalities of the mitochondria or endoplasmic
reticulum as well as the endocrinopathies and the immunopathies that send out signals and cause the release of adipokines and such that
interact with other body systems. Based upon that interaction, you can have direct or indirect pathogenic effects that contribute to some of the
most common metabolic diseases we see in clinical practice, including type 2 diabetes, hypertension, and dyslipidemia.
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Slide 7.

What are the causes of dysfunctional fat, or what I like to call adiposopathythe pathos of adipose tissue? I think we have already talked
about some of those causes. We have positive caloric balance, sedentary lifestyle, genetic predisposition, and all sorts of environmental
causes. [5] Anatomically, you get enlargement of the fat cell, or adipocyte hypertrophy. Then you have expansion of the adipose tissue itself
with an increase in visceral adiposity. Those are anatomical manifestations. [5]

Slide 8.

Pathophysiologically, you have impaired adipogenesis and the pathogenic immune responses and pathogenic endocrine responses that we
have already talked about. [5] As a result, depending upon how these responses interact with other body organs and other body systems,
clinical disease can result. [5]
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Slide 9.

Medical organizations have very recently examined the issue of obesity and disease. I think most people are aware that the American Medical
Association has recently recognized obesity as a disease. The Obesity Society and the American Society of Hypertension took it one step
further and came out with a statement suggesting how and when an increase in body fat contributes to or causes hypertension. [6] Similarly,
the National Lipid Association came out with a consensus statement that looked at exactly how and when dyslipidemia is caused by an
increase in body fat. [7]
My point is this. You cannot just consider metabolic abnormalities that occur when people become overweight as just incidental or associated
findings. These abnormalities are not just comorbidities. They are, in fact, consequences of an increase in body fat that causes anatomic and
pathophysiologic changes that contribute to the most common metabolic diseases that we see in clinical practice.
I think we are entering into a new age in our approach to patients who are overweight. No longer is it enough to just say, "Well, you are
overweight; you have too much body fat." That is not going to be enough anymore. To me what is important is the ability to tell patients,
"Look, the reason that you did not have an increase in blood sugar, or high blood pressure, or abnormal cholesterol, or fats in the blood before
was because you had not gained the body fat. Now that you have gained body fat, you now have what we call sick fat. The fat is no longer
functioning appropriately. When it is not functioning appropriately, it is sick, and that is what is causing and contributing to these metabolic
abnormalities."
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Slide 10.

In summary, when an increase in body fat contributes to metabolic disease, clearly obesity is a disease. Thank you for participating in this
activity. Please continue to the next video commentary.

Patientcentered Approaches to the Management of Obesity
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5:56

Slide 1.

Lee M. Kaplan, MD, PhD: Hi. My name is Lee Kaplan. I am the director of the Obesity, Metabolism, and Nutrition Institute at Massachusetts
General Hospital and an associate professor of medicine at Harvard Medical School in Boston. Welcome to "Patientcentered Approaches to
the Management of Obesity."
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Slide 2.

We all know about obesity. We live with it in our colleagues, our friends, and our patients in large numbers. Historically, we have thought of
obesity as a lifestyle choice or a character flaw (eg, a loss of willpower), or even a psychological disorder.

Slide 3.

What we now understand is that obesity is a result of dysfunction in a complex physiologic network that has been allowed to manifest itself
because of major changes in the modern environment. We widely recognize obesity as a disease, and there is a huge burden of associated
diseases that are caused by or made worse by obesity.
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Slide 4.

Now when we think about the development of obesity, we recognize that some people are more predisposed than others. That is the genetic
contribution. In addition, where we are in our life course and the environment in which we live play important roles. Indeed, the epidemic of
obesity that we are experiencing today largely results from changes in the environment, all of which tend to push toward more and more
weight gain. Those environmental influences are in 2 forms.

Slide 5.

There are macroenvironmental influences that we do not have individual control over, like our 24hour lifestyle, the economic structure, time
pressures, and lack of free time. We do not have the kinds of controls that we would like over those things, and, together, all of those forces
lead to increased stress that promotes obesity.
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Slide 6.

What we do have control over are microenvironmental influences. We get to choose the types of nutrients we eat, the schedules by which we
eat, how much physical activity and how much sleep we get, and the drugs and medications we use in many cases. We can reduce stressors
that are caused by changes in our local environment.
When we approach treating patients with obesity, the first action we should take with respect to lifestyle is to normalize the microenvironment.
We want to affect those areas of the environment that we have control over and that tend to promote obesity in the first place. One of those
areas, of course, is diet. We get to choose the kind of food we eat. Foods that tend to be less completely processed, with fewer things added
and fewer things taken out in comparison with natural foods, tend to promote weight loss or at least prevention of weight gain.

Slide 7.

There are many different kinds of diet: high in protein, low in protein, high in carbohydrates, low in carbohydrates. It does not much matter.
When you look at studies that examine large populations, none of these diets is any better than another, although for individual patients,
http://www.medscape.org/viewarticle/809408_print
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there may be one that works particularly well. In general, the idea is to move toward a more natural diet.

Slide 8.

Physical activity is critical. We know from a large number of very large studies that the more you exercise, the more likely you are to lose
weight, and the more weight you are going to lose. [8] It is not the calories burned while exercising that provides the greatest benefit. It is
really the way the muscle improves its health as a result of exercise. People who do not exercise have unhealthy muscle. Unhealthy muscle
does not contribute to the natural balance of energy in and energy out that protects us against obesity in the first place. People with healthy
muscle regulate better.

Slide 9.

In fact, we know that people who have healthy muscle because they exercise regularly tend to eat fewer calories. Their food preferences are
altered toward healthier meals. Healthy muscle causes an increase in brown fat, the kind of fat that burns calories. Calories are burned even
when not exercising, total energy expenditure goes up, and the set point  where the body wants to live with how much it weighs and how
http://www.medscape.org/viewarticle/809408_print
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much fat it stores  is decreased in response to chronic exercise.

Slide 10.

Taking all of these considerations together, we can provide some practical guidance to our patients. We should encourage them to embrace
modest weight loss, because not all lifestylebased therapies can create large amounts of weight loss in all patients. We should use lifestyle
therapy whenever we are using any other type of therapy, whether we are adding medications or even surgery  they are all founded on
lifestylebased approaches. In setting goals with our patients, we should focus on what is achievable and sustainable, because shortterm
weight loss with rapid weight regain is little better than no weight loss at all.
We should understand that there are biological as well as behavioral limits to each therapy. We should be clear about what treatment can and
cannot do, and we should not promise more than we or the therapies can deliver. Most importantly, we need to understand that one size does
not fit all. There are many different forms of obesity, and there are many different types of patients. Just because something worked for one
person does not mean it will work for another. We need to use trial and error to find lifestyle approaches that will work for each individual
patient.
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Slide 11.

We need to go slow and try different approaches with our patients, test different therapies sequentially, and pursue combinations of therapy,
including combinations of different lifestyle approaches as well as lifestyle therapies with different other medical approaches. We want to be
supportive with our patients and be confident that we will help them get further in their quest to rid themselves of obesity. And, we need to be
there for the patient. The worst thing we can do if the patient is not succeeding medically is to be critical of that patient in a way that makes
them lose heart.

Slide 12.

I want to thank you for participating in this educational activity, and I hope that you will continue to the next video commentary.

The 5As for Obesity Management
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Slide 1.

Arya Mitra Sharma, MD, PhD: Hi. I am Arya Sharma, professor and chair in obesity research and management at the University of Alberta
in Edmonton, Canada. I am also the medical director of the Alberta Health Services provincial Obesity Program. I would like to welcome you
to this program on "The 5As for Obesity Management."

Slide 2.

Obesity is now seen as a chronic disease. We know that obesity is highly prevalent among the patients that you might be seeing in your
practice. In Canada, about 2 out of 3 individuals are now considered to be overweight or obese. This proves to be quite a challenge in clinical
practice. Recently, the Canadian Obesity Network developed the 5As of Obesity Management, which is a framework that allows clinical
practitioners to deal with obesity in their practice using some very simple algorithms and steps. [911]
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Slide 3.

The first A in the 5As is asking the patient for permission to discuss weight. [9] We realize that weight is a sensitive issue for most patients.
Many patients are embarrassed or fear blame and stigma. It is important in a conversation about weight to be nonjudgmental, to explore
readiness for change, and to use motivational interviewing techniques. You can also demonstrate your understanding of patients who present
with excess weight by providing a weightfriendly practice. This can include proper seating, having the right size blood pressure cuffs, a scale
in a private area, and making the patient as comfortable as possible, because a conversation about weight is always going to be quite difficult
for the patient.

Slide 4.

The second A is to assess the patient for related risks and potential root causes of weight gain. [9,12] It is very important to perform this
assessment before giving the patient any advice. The assessment should include looking for obesity class, which is based on BMI, and also
looking for comorbidities and functional limitations that the patient might face. For this we use the Edmonton Obesity Staging System, which
is a system that looks at mental, medical, and functional complications that a patient might face from their excess weight.
http://www.medscape.org/viewarticle/809408_print
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Slide 5.

The assessment should also include looking for obesity drivers, complications, and barriers. To do this in a systematic fashion, it is helpful to
use a 4 Ms approach, where the 4 Ms stand for mental health, mechanical health, metabolic health, and monetary health of the patient. [9,12]
Thus, for example, a complete assessment for obesity should include all aspects of mental health, because depression, anxiety disorders,
eating disorders, and addiction disorders can contribute to weight gain or make weight management challenging.
Similarly, mechanical complications related to excess weight like sleep apnea, gastroesophageal reflux disease, and osteoarthritis can make
management of obesity quite challenging. There is of course a wide spectrum of metabolic diseases, including type 2 diabetes, hypertension,
dyslipidemia, gout, fattyliver disease, polycystic ovary syndrome, and others that can again make it difficult for patients to manage their
weight. Finally, the psychosocial and monetary aspects of your patient have to be explored because healthy eating and active lifestyles often
require time and money.
An assessment for obesity is not complete without trying to fully understand the root causes of the patient’s weight gain. We understand
today that obesity is a heterogeneous, complex disorder, and that there are many reasons that patients can find it difficult to manage their
weight. It is, therefore, important to explore these possible root causes and address them in any weight management program.
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Slide 6.

Once the assessment is complete, it is now time to advise your patient [the third A] on their individual obesity risks, to discuss the benefits of
weight loss, and to discuss the various options that the patient might use in order to better manage their weight. [9] In terms of obesity risks, it
is important to note that BMI alone is not a good indicator of risk. It is important to also look at the mental health, the medical, and the
physical complications of obesity in order to get a better understanding of your patient’s individual health risk.
Patients also need to understand the benefits of modest weight loss. We know today that even losing just 5% of body weight can have a
substantial impact on the risk for metabolic disease. We also view obesity as a chronic disease that requires longterm management. It is
critical that your patients understand the need for developing a treatment plan that helps them manage their weight in the longterm.

Slide 7.

There are a number of treatment options that you need to discuss with your patients. [9] Many patients find that having limited time, high
stress levels, and perhaps not enough sleep affects their ability to manage their weight. We therefore advise patients to seek stress
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management classes, but also to look at time management and ensure that they get enough restorative sleep in order to better manage their
weight.
The other interventions are of course the mainstay of obesity management. It is important to try to reduce caloric intake to a reasonable level
that will allow patients to sustain such calorie restriction in the long term. Physical activity is also an important aspect of weight management.
We know that individuals who take up a regular physical activity program are more likely to keep weight off than patients who do not.
For most patients, psychological aspects of weight management need to be explored. Patients often have low selfesteem and tend to look at
things as black and white. Patients also might present with attention deficit disorder, depression, anxiety, or other issues that require
psychological counseling.
In some specific cases, patients may benefit from the use of lowcalorie formula diets. These diets can particularly be helpful when patients
need to lose a large amount of weight in a safe manner in order to undergo a diagnostic or therapeutic intervention.
Obesity medications can also be very helpful in managing obesity in the longterm. Finally, there are surgical options that need to be
considered, particularly in those individuals who have a significant amount of excess weight and related comorbidities.

Slide 8.

Once you have given the patient advice on what you believe are the best options, it is now important to reach agreement with the patient [the
fourth A] in terms of realistic weight goals and expectations as well as on the behavioral changes that the patient might make. [9] In this
context, it is important to remember that weight loss itself is not a behavior. The behaviors that may lead to weight loss should be the focus in
coming up with the treatment plan. It is important, therefore, to focus attention on sustainable behavioral goals and health outcomes rather
than numbers on a scale.
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Slide 9.

Once you and the patient have agreed upon the treatment plan, it is now time to assist the patient [the fifth A] in addressing the underlying
drivers and barriers, to offer the patient educational resources, to refer the patient to the appropriate provider, and, importantly, to arrange
followup. [9] Because obesity is a chronic condition that requires longterm care, it is absolutely crucial that patients are seen again in order to
make sure that they stick with the treatment plan.

Slide 10.

Here is a recap of the modified 5As for Obesity Management. [9] The 5As consist of asking the patient for permission to discuss weight;
assessing the patient’s related risk and potential root causes of weight gain; advising the patient on obesity risks and discussing the benefits
and options for treatment; coming to an agreement with the patient on realistic weight loss expectations and using a SMART plan to achieve
behavioral goals; and, finally, to assist the patient in addressing drivers and barriers, to offer educational resources, and to refer the patient to
the appropriate provider, while arranging followup to see the patient again. These 5As provide a framework that can be used in daily clinical
practice to better help your patients manage their weight.
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Slide 11.

Thank you for participating in this activity. Please continue to the next video commentary.

Managing Patients who are Obese: Using a Multidisciplinary Team and Multifaceted Approach
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Slide 1.

Steven R. Smith, MD: Hello. I am Dr Steven Smith, scientific director of the Translational Research Institute for Metabolism and Diabetes at
Florida Hospital and professor at the SanfordBurnham Medical Research Institute in Orlando, Florida. I would like to welcome you to this
program titled, "Managing Patients who are Obese: Using a Multidisciplinary Team and Multifaceted Approach."

http://www.medscape.org/viewarticle/809408_print

29/52

12/11/2015

Goals of WeightLoss Therapy and Strategies for Attainment (printerfriendly)

Slide 2.

We have several strategies we can use to improve weight in our patients. Over the last 5 or 6 years some new data have emerged supporting
a multidisciplinary approach. [13,14] What does that mean? Well, we know that physicians in the office can be very effective. However, when
we look at the data, physicians are not as effective as a multidisciplinary team in terms of the treatment of patients with obesity. The question
always comes up: "How do we evaluate and monitor treatments?" Let us talk a minute about that first.

Slide 3.

Everybody has heard BMI is a terrible measure when it comes to body fat. It is not that accurate, particularly in young people who are very
muscular and have been going to the gym and that sort of thing. However, when it comes to the treatment of obese patients, BMI is actually
very good. [1] It tracks very well across the weightloss spectrum.
The other thing that some patients like to monitor is their waist circumference, particularly those who have more of an apple shape or
abdominal obesity. [1] Waist circumference tends to move a lot faster than total body weight or the BMI, and it is very reassuring and
rewarding for patients as they drop inches off their waist circumference. This is something that can be measured both at home and in the
clinic and allows us to track people over time, which is also very important. Monitoring by patients and by the office is imperative. For every
patient we need to develop a chart where we follow their weight, BMI, and waist circumference over time, and use that as a tool to reinforce
good effects in the clinic. [1]
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Slide 4.

I want to take just a minute and talk about the assessment of the obese patient when it comes to selecting treatments. A key factor is the
psychological aspects of obesity, particularly depression. We now know that we need to treat depression before we start an obesity or weight
management program. [1] We need to make sure that we include that along with treatment of sleep apnea and some other disorders that need
to be addressed before we go into the obesity management program. [1] What do we counsel our patients about? What do we know is actually
effective when it comes to officebased practice?

Slide 5.

I have listed here 4 common approaches to dietary and weight management. First, there are hundreds of diet books out there. I call this the
"on your own" approach. Give people a book, and tell them to go on their way. Some of these diet books come from august bodies like the
disease societies and the American Diabetes Association. Most of your patients have already tried this, and it has not worked for them.
They need a more intensive treatment approach, and that leads us to the next approach, which is behavior modification or lifestyle
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intervention. This is an approach where we use a team to change the way that people think about their food, change their food environment,
and encourage physical activity. This is a very comprehensive approach where we use dietitians and other health professionals in a
multidisciplinary team.
The third approach that is becoming more common, and I think has some traction in terms of the scientific literature, are portioncontrolled
diets. [15] These are generally prepackaged meal plans. They can also be the frozen entrees that people use for lunch, dinner, or even
breakfast. These kinds of portioncontrolled diets allow our patients to avoid having to weigh and measure, which I have to say is very
challenging for them. The meals provide, if you will, an external discipline around the food that people eat. There is great energy around this
as a way to control weight.
The fourth approach is meal replacement. Think about, for example, liquid meal replacements. We have all seen those commercials around
SlimFast ®; 2 shakes and then a healthy dinner meal. This kind of approach is becoming very common. It is great for the management of
patients with type 2 diabetes in particular. [16] Again, it works by having an external discipline of knowing the calories that people are
consuming throughout the day.

Slide 6.

The last question I want to address here regarding recommendations has to do with diet composition. I always get this question: Should the
diet be low carb/high protein? Should it be low fat? There has been much research around this. At the end of the day, macronutrient content
is really not all that important. Dietary Guidelines for Americans is a very nice report that explored the entirety of the literature and came to
the conclusion that the caloric source of a diet really does not matter in terms of fat, protein, and carbohydrate. [17,18] I can say this: I always
recommend a balanced diet that includes many fruits and vegetables. In my opinion, getting color on the plate is a more important imperative
when it comes to having a balanced diet.
One caveat on this is the very low carbohydrate diet  if you will, the Atkins kind of diet. I do not think there is enough research at this point
to draw a firm conclusion, but that type of diet may be one approach that is separating itself from other common approaches of changing the
macronutrient portions to lesser degrees. A more extreme change in carbohydrates may be required to have a beneficial effect on weight.
In summary, I have discussed several approaches for aiding in weight management, including the officebased/physicianbased instruction to
our patients, multidisciplinary teams, and intensive lifestyle. I have also talked a little bit about dietary approaches, including newer strategies,
which are portioncontrolled diets and meal replacements. When your patient cannot get adequate results with these approaches, there are
other steps.
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Slide 7.

As you will hear in the next talk, pharmacotherapy is an obvious next step for many of our patients who cannot do it on their own, who need
some intervention to help them curb their appetite. [19] The important point here is that all of the things that I have talked about are really
baseline approaches. They are the foundation of how we use pharmacotherapy. It is important to remember that when you move to
pharmacotherapy, you cannot throw out what you have been doing already. Pharmacotherapy should be added on to your existing
approaches.

Slide 8.

I hope you found this information useful. I appreciate you and thank you for participating in this activity. Please continue to the next video
commentary.

Pharmacotherapy for the Management of Obesity
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Slide 1.

Caroline M. Apovian, MD, FACN: Hello. I am Dr Caroline Apovian, director of the center for Nutrition and Weight Management at Boston
Medical Center and professor of medicine and pediatrics at Boston University School of Medicine in Boston, Massachusetts. I would like to
welcome you to this program titled, "Pharmacotherapy for the Management of Obesity."

Slide 2.

Many signaling pathways lead from our various organs to the center of energy regulation, which is in the hypothalamus. [20] Pathways include
signals coming from the pancreas, from the small and large intestines, from the stomach, and even from fat tissue. These signaling pathways
tell the brain about the food we are eating, fat tissue stores, and energy balance. When we eat, signals come from our stomach and small
intestine that tell the brain that we are full and that we are about to store enough fat to keep our body at a set point.
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Slide 3.

Over the past 50 years our environment has changed in terms of what food is available to us. There is much more food available than, say,
50 or 100 years ago. Our brain and our bodies have reacted to the change in environment by allowing us to store more fat. The food that we
eat, unfortunately, causes inflammation not only in the fat tissue, but also seems to be causing inflammation in the hypothalamus so that the
signaling pathways become dysregulated. [21,22] We start to eat more food and get fuller with more food. Then our body set point increases.
That is really a short explanation of a very complicated system. We eat the food that is available. Our brains get inflamed. The hypothalamus
gets inflamed, and the brain cannot tell how much fat is stored. We get a reduced sense of satiety and even cravings. We eat more food, and
we gain weight. This is why, it is thought, that we are gaining weight. It is this environment of toxigenic food and also too much food. We are
not expending that food. We are not expending those calories, and we are storing fat.

Slide 4.

What do we do about this problem? Many of us have a dysregulation in the signaling pathways leading from the gut and from fat tissue to the
center of appetite and satiety in the hypothalamus. This is a schematic of that complex system. [23] The targets that are listed in yellow are
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center of appetite and satiety in the hypothalamus. This is a schematic of that complex system. [23] The targets that are listed in yellow are
the drug targets that companies and researchers are studying to see if they can alter that dysregulation to get us to feel full with an
appropriate amount of food and change our body set point. This is a very complex system, and it is probably going to take more than one
drug because each drug hits one pathway.
Many of the drug targets in yellow have been combined already. With the combination of drug targets, we can get more weight loss. One drug
can get us 5% weight loss; 2 or 3 drugs can push the limit to 10% and more. With drugs, we are not yet able to achieve the weight loss that
we see with bariatric surgery, but we will probably get there in the near future. With bariatric surgery, we see weight losses up to 32%.

Slide 5.

The problem in clinical practice is that until very recently there were only 2 FDAapproved weightloss agents. Phentermine is a very old drug
that has been approved since 1959. [19,24] It is a norepinephrinereleasing agent. With phentermine, your patients can achieve about 5%
weight loss in 3 months. The problem with phentermine is that it was approved only for shortterm use. You can prescribe it for 3 months, but
after that you really should give patients a drug holiday in order to stay on label. Then you can give them phentermine again to maintain that
weight loss. Studies have shown that if you give patients phentermine for 3 months, take them off therapy for 1 or 2 months, and then put
them back on, you will see just as much weight loss at the end of a year as if you kept them on phentermine the entire time.
Orlistat is a fat blocker. [19,24] It blocks about 30% of calories from fat from being absorbed. Orlistat does not work centrally in the
hypothalamus. It works peripherally, with modest weight loss of about 3% to 4% of body weight in a year.
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Slide 6.

Two new agents were approved in 2012. Lorcaserin is a 5HT2C receptor agonist, and it works on the 2C receptor to induce satiety in the
hypothalamus. [19] The other agent recently approved is a combination of phenterminetopiramate, which acts in a dual way. Both the
topiramate and the phentermine act on the reward pathway as well as the energy balance, a set of neurons that is in the hypothalamus, to
produce weight loss. [19] The weight losses with these 2 agents are roughly about 5% to 10%.
Soon, hopefully, we will have another agent coming to the market, a combination of bupropion and naltrexone.*[19] This combination also is
giving very good weight loss results, between 5% and 10%. The bupropion and naltrexone act on the reward pathway. The naltrexone blocks
the feedback inhibition that you see with bupropion. It is a mechanism of action that we know is synergistic.
In the future, hopefully, we will have liraglutide,* which is a glucagonlike peptide 1 (GLP1) agonist. [19] It is already approved for diabetes,
but it is being looked at as an obesity agent at a higher dose than what we use for diabetes. Again, this agent is demonstrating very good
weight loss results of between 5% and 10%. Another agent, exenatide,* which is certainly used for diabetes, can also produce weight loss. [19]
This is a great drug to use in your patients with diabetes who need to lose weight, which is about 80% of patients with type 2 diabetes.
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Slide 7.

It is important to be aware of the safety information about the use of lorcaserin and topiramatephentermine. You need to be careful when
prescribing lorcaserin because it is a serotonin agonist. [25] You do not want to use it in patients who are on selective serotonin reuptake
inhibitors (SSRIs), and you should be very cautious when you use other serotonergic drugs. You can use it, but with caution. No one with
valvular heart disease should take lorcaserin. When prescribing the topiramatephentermine combination, you really need to be careful in
women who are of pregnancy age because topiramate can cause an increased risk for cleft palate. [26] Zonisamidebupropion is another drug
combination that will be looked at in the future. [19]

Slide 8.

The combination of bupropion and naltrexone* currently is going through a preapproval cardiovascular disease outcomes trial. [27,28] In 2014,
we may have data available so that the FDA can be prompted to approve this combination.
In summary, for now, we have the 2 new agents, lorcaserin and topiramatephentermine to join phentermine alone and orlistat as agents to
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be used in patients with obesity. We now know obesity to be a disease because of the inflammation in the hypothalamus, disrupting those
pathways. In order to get patients to lose weight, and more importantly to keep it off, we need adjunctive therapy to diet and exercise, such
as the agents that I just talked about.

Slide 9.

Thank you for participating in this activity. Please continue to the next video commentary.

Bringing it All Together  Recipe for an Effective Weight Loss Plan
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Slide 1.

Robert F. Kushner, MD, MS: Hello. I am Dr Robert Kushner, professor of medicine at Northwestern University Feinberg School of Medicine
in Chicago, Illinois. I would like to welcome you to this program titled, "Bringing it All Together: Recipe for an Effective Weight Loss Plan."
Recently, the American Medical Association declared obesity a disease. It was not the first organization to do so, but certainly the most
prominent. It is time that we change the view of obesity from a character fault and lack of willpower. Similarly, we need to change identifying
individuals as noncompliant or nonadherent.

Slide 2.

The fact of the matter is that obesity is a complex, multifactorial disease with multiple determinants. Sure, personal responsibility is
important, but that is not the whole story. We also need to think about genetics, biology, the environment in which the patient lives, diet,
healthcare delivery, and stress and emotion.
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Slide 3.

Among all the medical problems we see, obesity is probably the most patientcentered. For that reason, patients often seek nonmedical
treatment before they see a primary care provider. What we want to do is to embrace all of these other evidencebased modalities as
appropriate. Examples would be commercial programs, working with a registered dietitian, and Internet programs. Primary care providers are
often far down the list of treatment options.

Slide 4.

One of the reasons that primary care providers are so low on the list is because there is a hierarchical provision of care that often begins with
"don’t ask, don’t tell." In this scenario, the physician knows the patient is overweight. The patient is overweight, yet it is not discussed. One
model of care above that is "I want you to lose weight, you need to lose weight, lose 10 pounds, and then come back." That is equally
ineffective. What we want is to change the paradigm to assess and refer, counsel and treat, and in some cases, referral to a specialist. Rather
than taking a passive role in waiting for patients to ask you about their weight, we advise you to take an active role and prompt the discussion.
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Slide 5.

Recently, the 5As paradigm, which was developed for smoking cessation, has been adapted for obesity care. [10,11] The first of the As is ask.
We advise that you ask the patient’s permission to talk about their weight. Now why would you need to ask permission to talk about weight? It
is because many of your patients appear shamed and embarrassed about their weight, in part because of poor encounters with physicians in
the past. Asking permission to talk about their weight provides respect and compassion. Once you have done that, ask other important
reflective questions, such as: "How long have you struggled with your weight?" “How is it difficult being overweight?" "How can I best help
you?"
Then advise them about their weight loss [the second A]. One of the most important points to make is that as little as 5% to 10% weight loss
makes a difference in improving their medical conditions, getting off of insulin, or reducing their blood pressure medication. Then give other
advice that would be helpful in the workplace and home as well as when they are eating out in a restaurant. Perhaps, "do not skip meals."
Advise eating breakfast. Advise reducing total calories.
Then you need to assess the patient’s preparedness to work with you [the third A]. Two good questions that come out of motivational
interviewing are: "How confident are you that you can get control of your weight on a scale of 1 to 10?" and "How important is it for you to
control your weight on a scale of 1 to 10?" That opens up a whole series of questions about how you can better help them.
The fourth A is to assist. That is, to provide very specific, targeted, and practical guidance, such as: track your diet using an Internet tracker
program or on paper and pen; pay attention to calories; read food labels; increase your physical activity in the course of the day, and
accumulate 30 minutes of moderately vigorous activity which is equivalent to brisk walking. As long as it is practical and achievable, patients
will find it helpful.
Lastly, arrange a followup [the fifth A]. "I would like to see you back in 2 weeks (or 1 month, or 2 months.) I want to know how you are doing.
We will get your weight, and we will see how everything went." Or, "I want you to see a registered dietitian."
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Slide 6.

For physicians who do not have the time or resources to apply the 5As, it is reasonable to use an alternative strategy. That would be "ask,
advise, and refer," such as to a registered dietitian, Internet program, or commercial program.

Slide 7.

The new hierarchical provision of obesity care by physicians replaces "don’t ask, don’t tell" and "I want you to lose weight." Now the bottom
level is "identify, assess, and refer" at the very least. Counsel and treat if you want to treat the patients within your own office, or refer to an
obesity medicine specialist.
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Slide 8.

The patient encounter looks like this. Once you have a BMI and waist circumference, you then assess the patient individually. The BMI and
waist circumference are anthropometric measurements and very important in order to start the assessment. The BMI gives you a risk estimate
where you can classify patients as overweight, or having class 1, 2, or 3 obesity. Elevated BMI is associated with increased risk, morbidity,
and mortality. Similarly, waist circumference is an independent marker of risk, particularly for diabetes, metabolic syndrome, and coronary
artery disease.
We do not treat patients solely on the basis of BMI and waist circumference. That is where the specific patient encounter comes in. You first
want to assess the patient, and evaluate for medical complications of obesity or risk for complications. These include hypertension, diabetes,
hyperlipidemia, fattyliver disease, gastroesophageal reflux disease (GERD), and so forth. We then need to carefully evaluate the patient for
conditions that must be taken into consideration regarding treatment, such as associated depression, bingeeating disorder, their lifestyle,
access and affordability issues, literacy, readiness to treat, and even personality. Next, evaluate for other causes of obesity that can be
treated, such as genetic or endocrine causes or drugrelated weight gain. Putting all of those evaluations together, we come up with a risk
stratification and treatment options.
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Slide 9.

The treatment options for obesity are thought of in terms of 3 levels of intensification. The foundation is always lifestyle therapy, beginning
with ask, advise, and refer, if necessary. We want the patient to follow a healthy, balanced, but caloriereduced diet and engage in daily
physical activity that may include structured exercise. Additional resources that could be considered are Internet programs, commercial
programs, and referral to a local YMCA. If you have the time and resources in your office, go ahead and provide lifestyle therapy support
there, perhaps with the help of a registered dietitian, cameraready handouts, and other followup visits.
The second level of intensification is pharmacotherapy. We currently have at least 4 agents that are available for use. Phentermine and
orlistat have been around for quite some time. Phentermine is an appetite suppressant. Orlistat is a pancreatic lipase competitive inhibitor.
The two newest medications approved since 2012 are lorcaserin and a combination of phentermine/ topiramate extended release. Lorcaserin
works on the appetite center, similar to phentermine and topiramate, and both of them help individuals gain control of their diet by reduced
appetite. We consider pharmacotherapy in an individual with a BMI of ≥30 or ≥27 with a comorbidity. We also need to think carefully about
adverse effects, use, and benefits.
The third level of treatment is bariatric surgery. Currently 3 procedures are available: gastric banding, gastric sleeve, and RouxenY gastric
bypass. We consider bariatric surgery in individuals with a BMI >40 or >35 with a comorbidity. A primary care provider has a unique role in
treatment management; these patients are typically seen in centers of excellence that are doing bariatric surgery as a team approach.
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Slide 10.

What are the takehome tips? Be proactive in assessing and treating obesity. Treat the patient, not just the BMI alone. Treatment should be
based on risk and existence of comorbid conditions. Very importantly, a 5% to 10% weight loss is clinically significant in reducing risk and
improving most comorbid conditions. Lastly, effective treatment approaches exist and include lifestyle recommendations, pharmacotherapy,
and, in some patients, bariatric surgery.

Slide 11.

Thank you for participating in this activity. You may now take a brief postassessment survey by clicking on the Earn CME Credit link. The
CME posttest will follow. Please also take a moment to complete the program evaluation at the end.
This transcript has been edited for style and clarity.
*This section includes discussion of nonUS FDAapproved therapies and/or administration options that deviate from FDA recommendations.
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Clinical Case Challenge
How will you improve your practice? Please click on the "Next" button to assess your performance in comparison with your peers by
completing this brief survey. (Note: the following questions were developed by an independent consulting group with expertise in assessing
the effectiveness of medical education.)

Clinical Case Challenge

Case #1: A divorced 36yearold Mexican American receptionist and mother of 3 whom you are seeing comes to you for
a routine annual checkup. She has a past medical history of hypertension, diagnosed 4 years ago, gestational diabetes
mellitus, and mild, idiopathic hirsutism. Her current medications include lisinopril 20 mg 1 tablet daily and a daily
multivitamin. She drinks only on rare occasions and has never smoked cigarettes. Physical examination reveals a BMI of
31.25kg/m2 and blood pressure of 136/82 mm Hg. Her remaining vital signs are normal. The remainder of her physical
examination is normal except for excess hair growth along both cheeks and along the midline of her abdomen. She has
acanthosis nigricans on her posterior neck and in both axillae. You tell the patient you are concerned about her weight.
She informs you that she has struggled with her weight since the birth of her first child 15 years ago. She has tried the
Atkins diet but wasn’t able to stick with it for a prolonged period. She tells you she is very motivated to lose weight. She is
completely sedentary and hasn’t participated in any exercise since she was in high school. You open a discussion about
diet and exercise with the patient.
Which of the following would you tell her is a benefit of chronic exercise?
Decreases brown fat development
Enhances resting energy expenditure
Increases white fat development
Increases energy storage “set point”
Case #1 continued: The patient asks you what type of diet she should select for weight loss.
What would you tell her regarding various diet types?
Low protein diets have been shown consistently to be superior to other diets in promoting weight loss
Low fat diets have been shown consistently to be superior to other diets in promoting weight loss
Low carbohydrate diets have been shown consistently to be superior to other diets in promoting weight loss
The macronutrient composition of diets is not a significant predictor of weight loss
What percentage of her body weight would you tell her that she needs to lose to reduce her risk of comorbid conditions?
< 5%
510%
1115%
1620%
Case #2: A 63yearold Caucasian truck driver and married father of 2 presents to you for completion of a required work
physical evaluation. He has a history of obstructive sleep apnea and has a prescribed CPAP, which he seldom uses. He
has a long history of depression, for which he takes sertraline 50 mg daily. He takes no other medications. He has no
other medical conditions, though he admits he has not seen a physician for a checkup for several years. He smokes
approximately 1 pack of cigarettes a day and consumes roughly 1015 standard alcoholic drinks per week. Physical
examination reveals a BMI of 37.3 kg/m2 and blood pressure is 130/85 mm Hg. His remaining vital signs are normal. The
remainder of his physical examination is normal. He has never received any advice about his weight in the past.
Which one of the following is the best way to first raise the issue?
"As you know, you’re obviously obese. You should consider improving your lifestyle."
"I am concerned about your weight. Would you mind if we discussed the issue further?"
"Let’s discuss obesity treatment options together."
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"Could you tell me what behaviors you believe have led to your weight problem?"
Case #2 continued: You encourage the patient to reduce his calorie intake and begin an exercise regimen. You also
recommend a smoking cessation program in addition to addressing his alcohol consumption. He returns for a followup
visit 3 months later, and his weight is unchanged despite the fact that he says he has started walking more and snacking
less.
Which of the following would you select for treatment of this patient?
Lorcaserin
Phentermine/topiramate ER
Phentermine
Orlistat
Refer for evaluation for gastric bypass
In terms of neurochemical pathways and compounds for treatment of obesity, which type of agent is likely to promote
weight loss?
A ghrelin agonist
A 5HT2C antagonist
A ghrelin antagonist
A GLP1 antagonist
Based on your experience, which of the following is the most significant barrier to the optimal management of patients
with obesity?
Physicians uncomfortable with discussing weight management with their patients
Lack of physician training in discussing weight management issues with patients
Patient lack of motivation to lose weight
Lack of resources to educate patient on weight loss (eg, patient handouts, access to a dietitian)
Please indicate how relevant this CME activity is to your practice: Approximately how many patients per week do you
treat for obesity?
0
15
610
1115
1620
2125
2630
3135
Save and Proceed

Abbreviations
5HT = 5hydroxytryptamine
ADA = American Diabetes Association
AE = adverse event
AHA = American Heart Association
AHEAD = Action for Health in Diabetes
apoB = apolipoprotein B
BMI = body mass index
CNS = central nervous system
CVD = cardiovascular disease
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FDA = Food and Drug Administration
GERD = gastroesophageal reflux disease
GI = gastrointestinal
GLP1 = glucagonlike peptide 1
HDLC = highdensity lipoprotein
HT = hypothalamus
LDLC = lowdensity lipoprotein cholesterol
NAFLD = nonalcoholic fatty liver disease
NCEP = National Cholesterol Education Program
NIH = National Institutes of Health
PCOS = polycystic ovary syndrome
PCP = primary care provider
SMART = Specific, Measureable, Achievable, Rewarding, Timely
SSRI = selective serotonin reuptake inhibitor
USDA = United States Department of Agriculture
VLDL = verylowdensity lipoprotein
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