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Weight loss improves many metabolic defects
In obesity and type 2 diabetes
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Changes in Muscle Size, Strength and
Quality with Aging
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* Significantly different from baseline
P <0.01
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Changes in Muscle Size and Adipose
Tissue Content with Aging
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* Significantly different from baseline
P <0.01
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CLINICAL MEDICINE The Journal of Clinical Investigation

Clinical trial demonstrates exercise following bariatric
surgery improves insulin sensitivity
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Effects of profound bariatric surgery-induced weight loss
on skeletal muscle mitochondria either with or without
post-surgery exercise
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Exercise increases cardiorespiratory
fitness following bariatric surgery

Change in VO, Peak (ml/min)
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Original Article Obesity

CLINICAL TRIALS AND INVESTIGATIONS

Randomized Trial Reveals that Physical Activity
and Energy Expenditure are Associated with Weight
and Body Composition after RYGB

Elvis Alvarez Carnero’, Gabriel S. Dubis®, Kazanna C. Hames®, John M. Jakicic®, Joseph A. Houmard®,
Paul M. Coen®*, and Bret H. Goodpaster’

FM Abdominal Visceral AT Total Thigh Skeletal Muscle
01 01
'T' L_|_J Ml 1stQ
.20- 10 @ 2ndQ
0 3dQ
o -40- o -201
E : 0O 4hQ
< .60- < .30
-80- 40+
]
* 4100 & -50- i
*

Obesity (2017) 00, 00—00. doi:10.1002/0by.21864



Is weight loss good for older people who are
overweight or obese?




A conundrum...

* Older individuals need to reduce or maintain
healthy body fat while maintaining muscle mass.



Moderate Exercise Attenuates the Loss of Skeletal Muscle
Mass That Occurs With Intentional Caloric Restriction—
Induced Weight Loss in Older Adults with Obesity
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Robert Standley, PhD Andrea Brennan, PhD

6 Month Intervention
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VO,peak (I/min)

Peak Torque (nm at 120 degls)
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Most people don't like to exercise!

Copyright 2007 by Randy Glasbergen.
www.glasbergen.com

“Instead of jogging, can you just set my pacemaker to
beat faster for 30 minutes a day while I watch TV?”
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Effect of Bimagrumab vs Placebo on Body Fat Mass Among Adults With Type 2
Diabetes and Obesity
A Phase 2 Randomized Clinical Trial
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Figure 2. Effect of Bimagrumab on Total Body Fat Mass
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Regeneron COURAGE Trial - Interim Results (June 2025) Veru Phase 2b QUALITY Trial - Topline Results (May 2025)
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Summary

Weight loss can improve many metabolic defects and reduce risk for Type 2
diabetes and CVD.

Weight loss decreases muscle mass (the functional consequences of
reduced muscle mass are not known)

Exercise can correct both dual defects in obesity - insulin resistance and
impaired capacity for (mitochondrial) fatty acid oxidation.

Exercise can attenuate the loss of muscle with weight loss.
Exercise and other non-exercise therapies are needed adjunct to weight loss

Low muscle mass (sarcopenia) and weakness with aging should be
considered in advising/prescribing weight loss for older adults, including GLP
and other incretin drugs.
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