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Adult Definition =
BMI > 30

Pediatrics Definition =
BMI > 95%ile
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Why Do We Care?

Liver
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Reproductive
Disorders

Type 2
Diabetes

Dyslipidemia

Mood Disorders

Sanyaolu,A et al. Global Health Pediatrics. 2019
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The Common Belief for
Obesity Causes

https://conscienhealth.org/2016/08/unsubstantiated-nonsense-energy-balance/
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A Simplified View of
Obesity Causes
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https://brainmd.com/blog/what-is-the-hippocampus-and-how-to-protect-memory/; Henderson et al. Hippocampus. 2013
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Influences on Satiety
Hormones
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production of
bdnf leads to
decreased
pomc

Barsh, G & Schwartz, M. Nature Reviews Genetics 2002; Burns, B et. al. Hum Mol Gen. 2010
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Processed Foods and
Weight Gain
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provided calories, sugar, fat, fiber, and macronutrients
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Altered Physiology and
Obesity

e Disease Processes: Cushing’s,
Hypothyroidism, Puberty

e Environmental causes

e l|atrogenic: Insulin, steroids,
anticonvulsants, antipsychotics
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Health

WEIGHT
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Gandhi, A et al. Rev Dev Disabil. 2022
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Drug Class/Type Co Proprietary or Alternative Drugs
(and P%tential Related Weight Gain) mmon Name Brand Name (Weight neutral or mayp?omote weight-loss)

xH _" R’ Diabetes Therapies (may cause up to 8 kg weight gain in an intensive 3-month treatment course)
‘\“‘,Tv - “‘:.‘\..__

Childrents Nutrition Rescarch Center — Insulin insulin lispro Humalog® metformin (Glucophage®, Glucophage® XR,
insulin aspart Novolog® Fortamet®’, Glumetza®, Riomet®, generics)
insulin glulisine Apidra®

Thiazolidinediones (TZDs)  pioglitazone Actos’ Linagliptin (Tradjenta®)
saxagliptin (Onglyza®)
sitagliptin (Januvia®)
exenatide(Byetta®)
Liraglutide (Victoza®)
Sulfonylureas (SUs) glipizide Glucotrol’ acarbose (Prandase®, Precose®)
usually <5 kg gain during Glucotrol® XL miglitol (Glyset®)
3-12 months of treatment glyburide Diabeta®
Micronase® These combination products tend to have fewer
glimepiride Glynase® side-effects and less weight gain:
chlorpropamide Amaryl™
tolbutamide Diabinese’ metformin/pioglitazone (Actoplus Met”®)
generics glipizide/metformin (Metaglip®)

glyburide/metformin (Glucovance®)
glimepiride
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Fonken & Nelson. End Rev. 2014
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Focas e No comorbidity BMI>30 BMI 2 120% of 95!"%ile
Hospital’ or BMI > 35
With BMI>27 BMI>95% %ile
comorbidity or BMI > 30

* Failure of lifestyle therapies

e Longterm use if 2 5% BMI
reduction after 12 weeks

Srivastava Obesity 2019



Baylor

sl Fffects of Pharmacotherapy

Medicine

L)
\
Tex:il{so(sill)lillt;ill;ens —'PhentermineITopiramate*(stmia)
[T Naltrexone/Bupropion (Contrave)
eeLied [ TLiraglutide* (Saxenda)
(&ﬂé& NSO Orlistat* (Alli)
. Phentermine
| ~Semaglutide sc (Wegovy)

Tirzepatide 15mg
Topiramate
Bupropion

CTFExenatide

-60 -40 -20 0
Weight Loss (lb)

Adapted from Jastrebof, A. NEJM 2022; Wilding J. et al. NEJM 2021; Butch, S ABOM course 2016



Baylor

College of
Medicine

@
7
Texas Children’s
Hospital

Metabolic Surgery

Roux-en Y
(RYGB or
“Gastric bypass”)

b

Vertical Sleeve
Gastrectomy (VSG or
“sleeve”)

Gastric sleeve

(new stomach) ™
—— Removed
-~ portion of
/ \ stomach

Brandt M. Nat Rev Endocrinol 2010;6:637
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https://www.borntowin.net/audio/the-end-of-the-road/
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Thinking Outside the Box...

* Diabetes medications with weight reducing
effects: SGLT2, exenatide, tirzepatide

e Pediatrics: topiramate, naltrexone,
bupropion

e Stimulants

 There are no approved drugs in pediatrics
under age 12 for weight management
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Adapted from Mellstrom, E et al. J of Attention Disorders 2020
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| caloric intake
| food reward

* from mice studies
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1 parietal cortex 6 insula

2 visual cortex 7 putamen
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 Semaglutide: once weekly GLP-1R agonist
 Diabetes: PIONEER TEENS NCT04596631
* QObesity: NCT04102189

* Oxytocin: NCT04551482, NCT02849743
(Hypothalamic Obesity)
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* Syndrome related
* Timing differences
* Metabolic effects
* Body distribution
* Diet-responsive

* Drug-responsive

* Environmental causes



Genetic Disorders of Obesity Program

Referral Evaluation Outcomes

MM % Endocrinologist (§) Genetic Testing
Age >1 yo
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Diagnostic:
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SIM1, RAI1

Unpublished data
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"I'm not a real easily shaken person, I'm not an easily
offended person at all. And when we left | cried because
[the pediatrician] was just so- Like [the pediatrician] just
didn’t listen, and it was just very frustrating."

Unpublished data
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Study to Better Characterize
il FOood-Related Behaviors in
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< * Drs. Elsea and Sisley are conducting focus groups this
N~ weekend to better understand food-related behaviors
T > in the SMS population

e Goal is to create a better questionnaire for clinical trial
use

* Need caregivers of SMS individuals who are at least 6
years old

* Focus groups will be audio recorded for accurate
transcription

e Saturday at 12:30p in Beeman A and additional virtual
sessions
For more information, contact Stephanie Sisley 513-465-8701
or email Sisley.lab@bcm.edu



