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Tipping the Scales: Are new weight loss
drugs the answer to the obesity epidemic”?
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Obesity Rates Are Higher Than Ever

Prevalence? of Self-Reported Obesity Among U.S. Adults
by State and Territory, BRFSS, 2012
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Obesity Is Diagnosed by BMI and Body Fat
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Obesity Is a Chronic Complex Disease

(Neuro and psychological disorders\
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Weight Bias Impacts Care and Quality of Life

Ehe New Hork Eimes

Welight Stigma

Weight stigma refers to the discriminatory acts and

ideologies targeted towards individuals because of their

Maya Cohen, of Cape liéabeth, Maine, lost 54 pounds using a drug for which her Welg ht an d SIZ€. Welg ht Stlg Ma IS a resu l't Of Welg ht b 1as.

pharmacy was charging $1,500 a month. Ryan David Brown for The New York Times

Weight bias refers to the negative ideologies associated
The Doctor Prescribed an Obesity Drug.  with obesity.

Her Insurer Called It ‘Vanity.’

Many insurance companies refuse to cover new weight loss drugs
that their doctors deem medically necessary.
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Why Is Obesity Treated Differently?

Normalize Treating Obesity like Hypertension

Weight Loss Weight Maintenance

If you stop, the condition returns.. v

Body Weight

6 months Maintenance therapy
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My Journey to Weight Wellness
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Introduction to Weight Wellness

UT Southwestern
Medical Center
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Weight Loss and Health Improvements

« Blood sugar
 Triglycerides

« Cholesterol
« Systolic and diastolic blood pressure
« Liver fat seen on MRI scans

« Measures of feeling and function
— Symptoms of urinary stress incontinence
— Measures of sexual function
— Quality of life measures

« Decreased fatty liver inflammation on biopsy
« Improved obstructive sleep apnea AHI score

« Remission of T2D, reduction in CV events, mortality
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Achieving Significant Weight Loss

Effects on Body Weight by Modality
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Medications Augment Lifestyle Changes

Change in Body Weight (%)
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Lifestyle
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Lifestyle and Medication

Lifestyle, Medication and
meal replacement
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Time (Weeks) Wadden et al. Obesity 2019; 27(1): 75-86
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FDA-Approved and Emerging Medications

1 DA/NE Phentermine/
] .
GABA-R and CA| Topiramate

Liraglutide
Semaglutide

Tirzepatide

/

&

Off-label Medications

« Topiramate

Metformin

Orlistat

Bupropion
GLP-1 RAs
ADD Meds

12 , i UT Southwestern
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Effectiveness of Medication vs Lifestyle, Surgery
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How Do Medications Like Ozempic Work?
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| Gastric emptying
! Gastric motility

1 TP\ |

“ Skeletal muscle

T Glygogen synthesis

T Glucose oxidation .

Liver
{ Glucose production

c

Brain
T Satiety k
! Appetite
T Energy expenditure }
! Neuroinflammation

A o

14

! Blood pressure
T Heart rate
T Myocardial contractility

- Kidneys
T Haemodynamics
(T natriuresis)

LAY

<sill

Pancreas
T Insulin secretion
( ! Glucagon secretion
{ T Somatostatin secretion

| A’y
N 4
Bones
T Formation
| Resorption
) “’
Adipose tissue
T Lipogenesis |
T Adipogenesis Systemically

T Glucose uptake N i nmation

2024 Carolyn P. Horchow Women’s Health Symposium

Ozempic and other
drugs in the same
family are known as
GLP-1 anti-obesity
medications
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How Do Medications Like Ozempic Work?

People on Drugs Like Ozempic Say Their
‘Food Noise’ Has Disappeared

For some, it’s a startling side effect.

o sharefullarticle  A> [ [J14k

“It was like a sense of freedom from
that loop of, ‘What am | going to eat?
I'm never full; there’s not enough.
What can | snack on? - It’s like
someone took an eraser to it.”
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Differences Between GLP-1 Medications

Liraglutide Semaglutide Tirzepatide

9% Weight loss 15% weight loss 21% weight loss

Saxenda Zepbound

= Saxenda’
liraglutide injection )
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What Are Compounded GLP-1 Peptides?

New, Effective Weight Loss Peptide | - :
SEMAGLUTIDE = o Started during semaglutide shortages

Real Weight Loss Results With Our Semaglutide Program

o There are no generic GLP-1 drugs
Generic Compound Semaglutides:

1. Samaglutids B A2 o These are complicated to make
2 Semaglutide B-6 _ | L
2;:§$:g:::::§;§af"a""°ﬁ 3 5 o The sources are unclear

L N 2 N /Z N o Effect of additives is unknown

emguee e e o Marketed as cheaper alternatives

—%L o FDA advises against compounded GLP-1
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Mental Health and Suicidality

Semaglutide Non-GLP1R agonist

r T T T T T TTTm
0.10 0.20 0.40 0.80 2.0 4.0 8.00
HR

Population group anti-obesity medication group HR (95% CI) -
Overall (n = 52,783 per group) 0.11% (60) 0.43% (226) M 0.27 (0.20-0.36) *
Females (n=39.004 per group) oM@y  oss%ae) | el | os20023-048) i
Males (n = 13,191 per group) 0.13% (17) 0.64% (85) LIS 0.20 (0.12-0.34)
AgesdSyears(n=19650 pergroup)  O17% (33 0s%(00) - 0.34(0.23-050)
Age 46-64 years (n = 24,508 per group)  0.09% (22) 0.34% (84) ’—l—‘ 0.26 (0.16-0.42) * :
Age 265 years (n = 8,106 per group) 0.12% (10) 0.31% (25) }—l—| 0.28 (0.12-0.64) : g
Black (h=8288pergroup) 012%00) 04z F . | 0.20(0.09-0.45) i
White (n = 37,133 per group) 0.14% (50) 0.39% (145) ’—l—| 0.35 (0.25-0.48) t @
Hispanic ethnicity (n = 3,666 per group)  0.27% (10) 0.49% (18) }—I—‘ 0.40 (0.17-0.95) , giij

.— .
Decrease in depression

Wang et al. Nature Medicine January 4, 2024

= Recent study shows that treating obesity with GLP-1 like semaglutide

decreases depression and suicidality.

= People with obesity have higher rates of depression and other diagnoses

UTSouthwestern
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GLP-1 Medications and Alcohol Consumption

| Reward-related areas |

1 Dopamine release

| Alcohol preference
1 Withdrawal symptoms

GLP-1 receptor agonist

= Many patients report reduced consumption of alcohol

= Some report decreased impulsivity with shopping and other “fun activities”
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GLP-1 Medications and Loss of Muscle Mass

Body Weight Change from Baseline by Week, Observed On-Treatment Data _— -
O i = o "'\ 1 -".\
A N— | |
" S B = ¥ . . ¥ ¥ Placebo '.', -.
3 \ |
g _8_ = 5 y »
E _10d . 1
g \ \
& -12" = \ \
_E ~14- % %\ X
v T . ‘
Bi] * s Semaglutide z \ %
—18 I ] | 1 1 | I 1 1 | I . r
0 4 8 12 16 20 28 36 44 52 60 68 -y | X
Weeks since Randomization \
Weight loss with semaglutide Sarcopenia

= When we lose weight by any means ~1/3 will be lean mass

= Optimized protein intake and resistance exercise can minimize muscle loss
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Weight Regain After Stopping GLP-1

Changes in Body Weight Changes in HbA1c (blood sugar)

68-week treatment phase ; 52-week off-treatment
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Wilding et al. Diabetes Obes Metab. 2022;24:1553-1564
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and Cardiovascular Prevention

GLTR ago[\is'[s
{ 1 |
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Ussher and Drucker Nat Rev Cardiol 2023 Jul;20(7):463-474
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Semaglutide Lowers Heart Disease Risk

Fewer Major Adverse Cardiovascular Events
in Semaglutide Group Over Time

20% Reduction in Major Adverse

Cardiovascular Events (MACE) in people
Placebo treated with semaglutide vs. placebo

Primary endpoint

Composite outcome of the first occurrence of MACE
- Cardiovascular death

- Non-fatal myocardial infarction

- Non-fatal stroke

Semaglutide

# of Major Adverse Cardiovascular Events

23

18 24 30 36 42 48

Time (months)
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New and Emerging Anti-Obesity Meds

M GLP1 M GLP1-GIP M GLP1-GCG GLP-1-amylin " GLP-1-GIP-GCG

Obesity/overweight Type 2 diabetes mellitus
| |
[ | [ |
[ ] L]

et B o= B oW - Exciting Developments

Routeand  po dajly SQweekly PO daily SQ weekly SQ weekly SQ weekly POtwice  pOdaily SQ weekly SQ weekly SQ weekly SQ weekly

frequency daily

Tratment " T : A

duration 36 68 68 46 72 48 16 68 68 32 36 72 r
(T | | o Oral GLP-1

Numberof 57 1306 334 54 630 62 38 388 404 31 43 3an

participants

Baseline  105.2-

o Peptide, small molecule

Placebo-
subtracted
weight loss 12.3 14.4 15.6 16.7 201 221 4.5 N/A 76 N/A 13.9 124
e New combinations
Orforglipron Semaglutide Semaglutide Survodutide Tirzepatide Retatrutide Danuglipron Semaglutide Semaglutide Cagrlintide/ Retatrutide Tirzepatide
45 mg 24 mg 50 mg 48 mg 15 mg 12mg 120 mg 50 mg 24mg semaglutide 12mg 15 mg

24 mg

GLP-1, amylin
B GLP-1, glucagon
GLP-1, GIP, glucagon
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Survodutide 4.8

Body-weight loss (%)

-18.7

o More effective for weight loss

UTSouthwestern
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GLP-1 Medication Fun Facts

= Half of US adults are interested f
= 90 million US adults are eligible
= | st price: $12,000-16,000 per year

= Cost if all eligible US adults took
them: $600 billion per year

- Equal to all other U.S. prescription

drug spending combined

UTSouthwestern
Medical Center
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Take Home Points

Obesity is a complex disease, which makes weight

loss difficult to achieve and maintain.

New and emerging therapies are safe and effective,

with benefits beyond weight loss for health.

Greater advocacy is needed to destigmatize obesity

and treat it as a chronic disease. This has the

potential to optimize weight, health and quality of life.
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Questions?

Thank you!
Jaime.Almandoz @utsouthwestern.edu
Weight Wellness Clinic

214 645- 2800
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