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DR. NESTORAS MATHIOUDAKIS: I’m Dr. Nestoras
Mathioudakis, Clinical Director of the Division of
Endocrinology, Diabetes and Metabolism at the 
Johns Hopkins University School of Medicine. I’m
speaking today with Dr. Jeffrey Mechanick, Clinical
Professor of Medicine at the Icahn School of Medicine
at Mt. Sinai and director of metabolic support at 
Mt. Sinai Hospital in New York, about A Patient-
Centered Approach for Individualization of
Pharmacotherapy in Obesity Care presented at 
the May 2016 American Association of Clinical
Endocrinologists Annual Scientific and Clinical
Congress. Dr. Mechanick, thank you for joining 
us today. 

DR. JEFFREY MECHANICK: My pleasure. 

DR. MATHIOUDAKIS: Dr. Mechanick, please explain
the main points of your presentation on how to
individualize the approach to pharmacotherapeutic
management of obesity.

DR. MECHANICK: Before we start talking about
individualizing pharmacotherapy in obesity care, 
it’s very important to have some context. First, this 
is a global epidemic; second, obesity truly is a chronic
disease; third, it’s complex and is a progressive
disease left untreated; and last, at AACE rather than
continue or extend the current thinking about obesity
which was centered on body mass index, where
everything you do is keyed into that number, we’ve
changed the paradigm to view comprehensive obesity
care in a model centering on complications. 

One other very important piece of the context is that
your ideas, your algorithm, and your guidelines must
be grounded, so we devised an obesity chronic care
model. It’s important to understand the concepts,

which include first, having an activated patient using
motivational interviewing techniques; second, having
a prepared obesity practice; and third, all of this
should be occurring within a healthy built
environment and a reformed health care system.
What you derive out of that besides having
individualized successes in health and improving
health for your patient, on a population scale, 
you’re improving outcomes. 

At AACE we have developed a very extensive clinical
practice guidelines for obesity care. It’s question-
based, with nine broad questions, 1,790 references
with 123 recommendations, and 160 specific
statements. Eighty-three percent of those references
are strong references, evidence level I or II. That’s
important because when you consider these clinical
practice guidelines, we think about guidelines 10, 
20 years ago when they were first starting, a lot was
just based on expert opinion. Now we have a well-
grounded evidence base for obesity care. 

How do we approach patients with obesity? Rather
than just starting off with a BMI number, it’s very
important to do a systematic evaluation for the
biological relevance of that excess or abnormal
adiposity. For instance, to do a survey of organ
involvement, is there fatty liver, are there problems
with diabetes, problems with depression, with stigma,
with arthritis, with gallstones, etc; these are weight-
related complications. The extent and severity of each
of these complications in aggregate can be viewed as 
a level of severity of obesity, and that is actually part
of the calculus in determining when and how you
apply pharmacotherapy. 

For instance, if a patient has increased adiposity, their
BMI might be over 25 or they may have mild obesity,
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but they have no evidence of weight-related
complications, then you’re dealing with someone 
who might have the disease if their BMI is over 30,
but without the complications it’s really secondary
prevention, making sure they don’t develop any
symptoms or complications from the disease. If they
just are overweight, over 25 BMI, and have no
complications, that would be primary prevention.

But if they’re overweight, have a BMI of 25 to 30, 
and have a host of specific weight-related
complications, then they have the disease even 
though it would violate BMI criteria, and secondary
prevention or even tertiary prevention interventions
would be called for. 

Lifestyle and structured lifestyle in particular are
always the first things you do, looking at healthy
eating, dietary patterns, physical activity, sleep
hygiene, behavior, et cetera. But if somebody is at
higher risk, there is nothing wrong with starting 
that pharmacotherapy early on, not delaying unduly
and allowing those complications to fester and 
even progress. 

Fortunately, we now have approved drugs for long-
term obesity management. Orlistat, for instance, is
available in an over the counter form; lorcaserin;
phentermine; combination phentermine-extended
release topiramate; naltrexone-bupropion; and also
liraglutide constitute this portfolio of available FDA
approved pharmacotherapies. 

One of the things we wanted to address in these
guidelines was to demonstrate some of the nuances,
the subtle differences that may affect the way you
elect one drug over another. For instance, in the
guidelines — and we went through this in the
symposia at the AACE meetings in May — if a patient
has type 2 diabetes, you might want to consider an
agent that has a little more activity with type 2
diabetes such as liraglutide, although with significant
weight loss you can see improvement in virtually all
the complications. In the guidelines we provide some
quantification of how much weight loss you need: as
little as, for instance, 3% to start seeing changes in
insulin resistance, up to 7% to start to see changes in
other cardiometabolic risk factors, 10% to start to see
changes in sleep apnea, and even a little bit more to
start seeing significant changes in NASH or NAFLD,
the fatty liver disease that can accompany excess
weight or obesity. 

You have to watch for some of the adverse effects with
hypertension and heart rate with some of the drugs,
and all of these things are fleshed out in the talk and
in the written AACE guidelines. You can download 
the guidelines by going to the AACE website,
www.aace.com. Select the publications banner at the
top, drop down to clinical practice guidelines, and
there you have the obesity guidelines. They’re in PDF
format and available free of charge. We have beautiful
tables in the guidelines that can help you select among
the available pharmacotherapies. 

We’ve discussed the context of the pharmacotherapy,
the fact that there are some nuanced differences in
selecting one therapy over another, the fact that the
therapy plus lifestyle works better than the lifestyle
alone, particularly for those at increased risk.
Together you’re addressing a lot of these
complications, not just weight loss per se, and that’s
part of a comprehensive model.

DR. MATHIOUDAKIS: I think these guidelines are
likely to be a great resource for all busy practitioners.
Obesity, of course, is a prevalent and growing problem
in this country. 

You mentioned hypertension and heart rate as things
to look out for; are there any other contraindications
or considerations when choosing among the drugs?

DR. MECHANICK: Sure. Someone could have chronic
kidney disease, and if you used orlistat, you would
have to watch for an oxalate nephropathy. Or if they
already had kidney stones, with orlistat and also
phentermine-topiramate you would watch out for 
an increased incidence of calcium phosphate stones,
for example. 

If there’s hepatic impairment, you can use some of 
the drugs. For instance, with phentermine-topiramate
or naltrexone-bupropion, you don’t want to exceed
some of the beginning or starting doses; you don’t
want to use the high doses. With liraglutide you have
to watch out for gallstones. In depression there might
be insufficient safety data for lorcaserin, and avoid
combinations with other serotonergic drugs with
lorcaserin. In depression treated with SSRIs you can
use phentermine-topiramate extended release, but not
greater than some of the intermediate doses. There
are insufficient data in depression for naltrexone-
bupropion, and we have a comment in the guidelines
to avoid this drug in adolescents and young adults. 

https://www.aace.com/
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So we’ve done the hard work for you, going back and
looking at those original PRCTs and what each study
population was composed of, and from that we can
derive some of this nuance-based advice.

DR. MATHIOUDAKIS: That’s a fair number of drugs
out there, and you on the guidelines team have
certainly done the legwork for the busy clinician. I’m
sure these guidelines will be really useful to a large
number of our listeners.

Dr. Mechanick, thank you for summarizing your
presentation and the approach to obesity
management with medications and for being 
part of eDiabetes Review today. 

DR. MECHANICK: My pleasure, thanks for having me.

DR. MATHIOUDAKIS: Please note that this podcast 
is not available for CME/CE credit. Dr. Mechanick 
has indicated that he has no financial interests or
relationships with a commercial entity whose
products or services are relevant to the content of 
this presentation.


