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The Obesity Medicine Association’s
Definition of Obesity

“Obesity is defined as a chronic, relapsing, multi-factorial,
neurobehavioral disease, wherein an increase in body fat
promotes adipose tissue dysfunction and abnormal fat
mass physical forces, resulting in adverse metabolic,
biomechanical, and psychosocial health consequences.”

Obesity Algorithm®. ©2015-2016 Obesity Medicine Association.



Multiple treatment algorithms exist,
with largely convergent content

Obesity Medicine Association
(OMA)

American Heart
Association/The American
College of Cardiology/The
Obesity Society
(AHA/ACC/TOS)

American Association of
Clinical
Endocrinologists(AACE/ACE)

American Diabetes
Association (ADA)

All are open source

Differences are largely in
degree of detail

Some variation wrt
medication options

Some variation in staging
tools

User friendliness, or lack of



Current Treatment Options for Obesity

Surgery
(In order of lowest
risk/cost and
potency):
LAGB<VSG<RNY

Very Low Calorie
Diet

Poten Lifestyle +

& Medication

Includes lifestyle,

and anti-obesity
medications

Lifestyle
Includes nutrition,
physical activity,
and behavioral
programs

Risk/Cost

*Potency includes many factors, such as the amount, rate, and sustainability of weight loss, and the long-term
resolution of adiposopathy and fat mass disease. Potency varies greatly for each individual (i.e., long-term adherence
to a lifestyle program can be as potent as gastric bypass surgery).

Obesity Algorithm®. ©2015-2016 Obesity Medicine Association.



Treatment Guidelines

AACE/ACE 2015 Guidelines

‘ Overweight/Obesity Treatment
Algorithm

EVALUATION FOR COMPLICATIONS AND S5TAGING

CARDIOMETABOLIC DISEASE BIOMECHANICAL COMPLICATIONS

NO COMPLICATIONS | BMI = 27 WITH COMPLICATIONS

BMI 25-26.9, stag varity of Complications

Therapeutic targets for I Treatment I Treatment intensity for waight
Improvement in complications modality lods based on staging

Lifestyle Modification: MD/RD counseling: web/remote program; structured multidisciplinary program

phente = oristat lorcase shentermine/topiramate ER:

naltrexone/bupropion; liraglut

Surgical Therapy (BMI = 35): Lap band; gastric sleeve; gastnc bypass

STEP 2 SELECT:

Medical Therapy:

If therapeutic targets for improvements in complications not met, intensify lifestyle and/or medical
and/or surglcal treatment modalities for greater welght loss

TS ARCE MAY MOT Bl RDFROC QU i W THOUT LXPRL S W T TEN SRy hiOnyg Fimos 880K

Reprinted with parmission from American Ass ociation of Clinical Endoarinologists 8 2015 AACE. Garber AJ Abrahamson M E-:Lr:llu;- II
etal A CE comprehensive dabetes management al gorithm. 201 5. Endocr Fract 2 . 47




Edmonton Obesity
Staging System (EOSS)

Stage 2

Stage 3

Stage 4

Sharma AM & Kushner RF, Int J



Obesity as a Chronic Disease

Long term problem, not likely to improve
without treatment

Treatable and manageable, not thought of as
“curable”

Stopping treatment leads to recurrence or
relapse

Strategies are Long Term!
Multidisciplinary care continuum approach



Chronic Disease Examples

Hypothyroidism
Symptoms
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Metabolic Syndrome

AKA Dysmetabolic Syndrome
AKA Syndrome X

AKA “Insulin Resistance”

ICD 10 code E88.9

“Syndrome” of combination abnormalities:
— Blood pressure

— Lipids

— Glucose

— Increased abdominal girth

— +/- microalbuminuria

Metabolic Syndrome leads to Cardiometabolic Risk
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Obese Adipose Tissue
with macrophages

Cytokines

— TNF-a
Interleukin-1
IL-6

IL-8

Resistin

Monocyte
Chemotactic
Protein (MCP)
Adipsin
Plasminogen
Activator Inhibitor-
1 (PAI-1)
Angiotensinogen



Cytokines and Inflammation

* Inflammatory Cytokines
— TNF-a
— Interleukin-1
— IL-6
— IL-8
— Resistin

— Monocyte Chemotactic Protein |

(MCP)
— Adipsin

— Plasminogen
Activator Inhibitor-1 (PAI-1)

— Angiotensinogen

=

=

“Downstream”Effects

— Inflammation
e CRP

— Thrombosis

— Atherosclerosis

— Dyslipidemia

— Type 2 Diabetes

— Hypertension

— Metabolic Syndrome
— Cardio-Metabolic Dz
— Androgen Deficiency



Insulin Resistance is Central to
Multiple Pathologic Conditions

Polycystic
H.yper.- Ovary
uricemia .
Disease
Athero- N
sclerosis
< Insulin

Decreased
Fibrinolytic

Activity / Resistance

(Thrombosis)

Acanthosis N~
Nigricans Impaired
Diabetes 2 Glucose
Tolerance

Hypertension

Dyslipidemia



Factors Contributing to
Cardiometabolic Risk

Metabolic

Syndrome
Lipids, BP, Glucose

4 . )
Cardiometabolic

Risk

Brunzell, et al. JACC 2008; 51:1512-1524

Diabetes/CVD Risk

Abnormal
Lipids

Age, Race,
Gender,
Family
History

Hypertension

Smoking,
Physical
Inactivity




Natural History of Type 2 Diabetes

Years from Diagnosis

-15 -10 -5 0 +5 +10 +15

Insulin Resistance and Beta cell
dropout begin years before
Impaired Glucose Tolerance or
other clinical signs.

Cardiovascular Complications

Impaired Glucose Tolerance

Insulin Resistance

Ramlo-Halstead, Clinical Diabetes. 2000.



Obesity Treatment Strategies

Diet

Behavior and
Surgery Lifestyle
Modification
Exercise
Management



Diet — Caloric Composition

0-400

400-800

3800-1500

Above 1500

Starvation or near starvation,
never recommended

Very Low Calorie Diet (VLCD)
Low Calorie Diet (LCD)

Balanced Deficit Diet (BDD)

— Reduction of 500-1000 cal/day
from DMR



Diet — Nutritional Composition

Macronutrients

 Low Fat * High Fat

— AHA, Ornish, Pritikin — Atkins
 Low Carb * High Protein

— Atkins

Names associated with diets are examples only



Diet — Type or Brand

Atkins

Protein Power
ZONE

LEARN (balanced deficit)
ADA (diabetic)
South Beach
Weight Watchers
Jenny Craig
Nutrisystems
Optifast

HCG

Mediterranean
Body for Life
DASH

AHA

Pritikin

Ornish

“Whole Food, Plant Based”
Vegan
Vegetarian
Kosher

Halal



Diet — Is there a “Best” diet?

Diet should be individualized

All diets can be described in terms of caloric content and
macronutrient content

Many different diets have strong adherents
All diets can be effective in weight loss

Most obesity medicine specialists use some version of a
reduced carbohydrate approach

— All calories are not created equal



Glucose and Insulin Response to a 300 Kcal Meal
after 10 d of a high- (triangles), intermediate- (open circles), and low-
carbohydrate (closed circles) diet (n=6).

=gy

i 8- _ 000

‘i-?l | /}\‘-b-,__. EE, 400 .

E E i l“'!:-'f'_-h_ E i A

£ f I | S /A *

E' 4.- - -:_ —— * i 1E :I|I.l' oy ..'-.,l ll‘l"-__ll.

g 0 R

8 v :" T."'x_l__h:f

22 a mn[ 4 *__

o | e _'__‘_._:g- :
I:I, | :I_T ........................... Jre s [rress e T
0 1 2 3 y 1 2 ¢

Glucose AUC was lowest for the low-carbohydrate diet (p=0.001).

Insulin AUC was different for each diet (p=0.001).
Bisschop et al. J Clin Endocrinol Metab;2003:88:3801-3805. Data are means (SE).



Carbohydrate Metabolism

* Fat Storage
* Inhibition

of Fat
Burning




Behavior and
Su rge ry LifEStyle

Modification

Medication .
Exercise
Management




Behavior and Lifestyle Modification

 Goalis to help patient learn behaviors and
patterns of thinking that support weight loss and
weight maintenance

e Varied counseling approaches are useful
— Motivational Interviewing

— Cognitive Behavioral Therapy
— Relational/Interpersonal Therapy

5 A’s approach currently used by Centers for
Medicare and Medicaid Services (CMS)



Five Major Steps to Intervention — The
S5As
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Overall Approach

Five A’s of Obesity Management

» Ask for permission  * Assess body * Advise the
to discuss body mass index, patient about
weight waist the health risks

. circumference, of obesity, the
*Explore 1eadiness 1 opesity stage  benefits o

for change '
Exporedivers o 0
and complications - long-term
ofexcessweight  giateqy. and

treatment options

* Agree on
realistic
weight-loss
expectations,
targets,
behavioral
changes, and
specific details
of the freatment
plan

* Assistin
identifying and
addressing
barriers

* Provide resources

» Assist in finding
and consulting
with appropriate
providers

* Arrange regular
follow-ups



Behavior and
Surgery Lifestyle
Modification

. Exercise
Medication

Management




Exercise and Activity

Part of a comprehensive plan

More important for weight maintenance than

weight loss
Many benefits other than weight control

Exercise Prescription



Exercise and Activity — How much does it
contribute to weight loss?

* Not as much as we might think

 Example:
— 45 yo female patient with DMR of 2200 cals per day.
— 1100 Low Calorie Diet => diet deficit of ~1100 cal/day
— Calories burned with 1 hour of walking ~300

M Dietary
Deficit
MW Exercise




Exercise and Activity

Many benefits other than weight control

* Mood e Balance/Coordination
e Cardiovascular fitness * ADLs (Activities of Daily
* Pain Living)

* Lowers risk of some

 Glucose control
* Dyslipidemia
e Strength

cancers



Behavior and
Surgery Lifestyle
Modification

Medication :
Exercise

Management




Medications

* Medications used to treat weight

* Medications that affect weight



Medications Used to Treat Weight

* Sympathomimetics * “New” Drugs
* Phentermine * GLP-1 analogues
* Phendimetrazine * Liraglutide (Saxenda®)

* Diethylpropion
YIPTop e Combination

* Metformin * Phentermine/Topiramate
— Off label (Qsymia®)

* Topiramate
* Bupropion/Naltrexone
— Off label (Contrave®)

e Gastric Lipase Inhibitor
* Orlistat (Alli® — OTC, Xenical® * Serotonergic (5HT-2cR)
—RX) * Lorcaserin (Belvig®)



Medications Used to Treat Weight
Relative Advantages

 Sympathomimetics * Newer Agents
— Years of experience — Approved for extended
— Predictable use
— Inexpensive — Offer variety

— Different mechanisms



Medications That Affect Weight

Weight Positive (Gain) Weight Negative (Lose)
Corticosteroids * Metformin
Antihistamines « Nefazodone (Serzone®)
— Cyproheptadine(Periactin®) - Bupropion (Wellbutrin®)

Many Antidepressants

_ * ?Fluoxetine (Prozac®)
— MAQOIs, TCAs, most SSRIs (esp paroxetine)

Opioids * Incretins
Atypical Antipsychotics — Exenatide (Byetta®, Bydureon®)
— risperidone, quetiapine, olanzapine, — Liraglutide (Victoza®, Saxenda®)

aripiprazole, ziprasidone

Most Antiseizure meds .
— (not topiramate or zonisamide WEIght NeUtraI

Many Diabetes meds - Venlafaxine (Effexor®)
Beta Blockers - Citalopram ( Celexa®)
« Sertraline (Zoloft®)



Diabetic Medications Effects on Weight

Weight Positive (gain)

Insulins
Thiazolidinediones (TZDs)

— rosiglitazone (Avandia®)
— pioglitazone (Actos®)

Sulfonylureas
— glimepiride (Amaryl®)
— glipizide (Glucotrol®)
— glyburide (DiaBeta®,
Glynase®, Micronase®)
Meglitinides
— nateglinide (Starlix®)
— repaglinide (Prandin®)

Weight Negative (lose)
 Metformin
 GLP-1 analogues

— liraglutide (Victoza®, Saxenda®)
— exenatide (Byetta®, Bydureon®)

e DPP-4 Inhibitors

— sitagliptin (Januvia®)
Gliflozins
— SGLT-2 Inhibitors(sodium-glucose
cotransporter 2)
— canagliflozin (Invokana®)
— dapagliflozin (Farxiga®)
— empagliflozin (Jardiance®)



Behavior and
Lifestyle

Modification

Surgery

Medication Exercise

Management




2\ == Digabetes Care

“The new guidelines
recognize for the first time
surgery as a legitimate
diabetes treatment and
should inform physicians
and policymakers about the
appropriate selection of
patients for surgical
treatment. Both practically
and conceptually it is one of
the greatest innovations in
diabetes care in recent
times.”

uuuuuuuu

Diabetes Care 2016 Jun; 39(6)



Algorithm for the treatment of T2D, as recommended by DSS-Il voting delegates.

Patients with
Type 2 Diabetes

Obese Nonobese
BMI 230 kg/m? BMI <30 kg/m?
or 227.5 for Asians or <27.5 for Asians
| [ What is
Class Ill Obese " Class Il Obese . Class10bese o ptl mal
BMI 240 kg/m? BMI 35.0-39.9 kg/m? BMI 30.0-34.9 kg/m? -
or 237.5 for Asians | | or 32.5-37.4 for Asians ’ | or 27.5-32.4 for Asians ‘ Llfe Sty I e an d
| L | Medical Rx?
Expedited Assessment . . Optimal Lifestyle and Medical Rx
for Metabolic Surgery Optmal Lifestyieand Mesical Rx (including injectable meds and insulin)
Class Il Obese - Class Il Obese | Class | Obese Class | Obese
with Poor with Adequate with Poor with Adequate
Glycemic Control Glycemic Control Glycemic Control Glycemic Control
| — I I |
v v v
Recommend Consider Nonsurgical
Metabolic Surgery Metabolic Surgery Treatment

Francesco Rubino et al. Dia Care 2016;39:861-877

American
Diabetes
©2016 by American Diabetes Association .Association.



Summary

Obesity is a chronic condition amenable to
long term strategies

Insulin resistance is central to many
downstream metabolic diseases of obesity

Carbohydrate metabolism is central to obesity
and associated morbidities

The concept of a “care continuum” is very
useful and allows for combined approaches



Thank You!

Rick Lindquist M.D.
richard@richardlindquistconsulting.com
Cell 206.465.6905
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New Concepts in PCOS

Paula Amato, MD
Department of Obstetrics & Gynecology
October 21, 2016
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Learning Objectives

* To review the diagnostic criteria and differential
diagnosis for PCOS

 To discuss the role of environmental and genetic
factors in the pathogenesis of PCOS

* To review the risk of DM, CVD, and other
metabolic consequences of PCOS

* To discuss the therapeutic options for the
treatment of PCOS



Definition (Rotterdam 2003)

* Diagnosis requires at least two of the
following:
— Oligo- or anovulation (oligomenorrhea)

— Hyperandrogenemia or hyperandrogenism
(acne, hirsutism)

— Polycystic ovaries on ultrasound
e and, exclusion of other causes



Differential Diagnosis

* Non-classical (Late Onset) CAH

e Cushing’'s Syndrome

* Hyperprolactinemia

* Hypothyroidism

* Premature ovarian insufficiency (POI)
« Androgen-secreting tumor




Diagnostic Work-up

« FSH, TSH, PRL, 170HP, P4
* (LH, T, DHEAS)

 Lipids

« OGTT (FBS or HgA1C)

* (Pelvic US)

« AMH > 5 ng/ml




Polycystic Ovaries - US Criteria

« > 12 follicles measuring 2-9 mm In
diameter or increased ovarian volume
(>10 cm?3)
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Pathogenesis

* Insulin resistance/hyperinsulinemia
* Dysregulation of ovarian steroidogenic
enzymes

» Gonadotropic dysfunction - T GnRH pulse
frequency



BRAIN GnRH pulse generator Hypothal
(hypothalamus) e ibor i
Rapid GnRH frequency ior pitui
favors LH (and limits FSH) Artarior piiutiary
synthesis and secretion
Gonadotropes
(anterior pituitary) Obesity and possibly & Q
intrinsic defects of
Increased LH S insulin action -
pulse frequency 7 Relative FSH © £o)y ]
and amplitude © * LH deficiency o '
v
i
LH excess :
1

Hyperinsulinemia

1
OVARY i
1
—_— — ,;\\ LH receptor !
~ 1
Cholesterol Inherent (e.g., genetic) ;‘\511;\\ i
abnormalities of . !
StAR steroidogenic enzyme activity BN :
SCC N
17a-hydroxylase 17,20-lyase R Adrenal gland
Pregnenolone —(F)—» 17-hydroxy- —@—> Dehydroepi- :
d 1
pregl 1
3B-HSD ZB-HSDl 3B-HSD ? i
17a-hydroxylase 17,20-lyase ' ,” \
Progesterone ————> 17-hydroxy- - - - % Andr di | / |

!

progesterone ’,/ 17B-HSD ! !

sog’ i \Z

THECA CELL e Testosterone | Reduced Increased adrenal
! 1 SHBG androgen production
— E— !
Pl —
" 0 v -
GRANULOSA H 1
CELL Aromatase i
v Aromatase ,
1
Estrone L A
’
17B-HSD A/
3 Increased theca- " ‘h
Estradiol [ cell andrdgln Increased bioavailable

i androgen concentrations
Relative aromatase secretion 4 Ny

deficiency limits conversion
of androgens to estrogens

McCartney CR, Marshall JC. N Engl J Med 2016;375:54-64.



Insulin Resistance & PCOS

 Women w/ PCOS are insulin resistant
compared with BMI-matched controls

 Also, defect in pancreatic 3 cell function

* INSR d/t post-binding defect in signal
transduction; increased serine
phosphorylation of INSR & IRS-1(Dunalf et
al., JCI 1995)



BMI Group with PCOS vs. % Prevalence

14

12.4

Prevalence (%)

Underweight Normal Overweight Class | Obesity  Class Il Obesity  Class Il Obesity
<18.9 19.0-249 25.0-29.9 30.0-34.9 35.0-39.9 >40.0

BMI Group



(%)

10

A

Prevalence of Glucose Intolerance by BMI in PCOS

p < 0.001 by chi square for
trend

<20 <25 <30 <35 <40

BMI kg/m?

<45

T

<50



Insulin Resistance & PCOS

* Hyperinsulinemia enhances LH-mediated
androgen secretion

e Insulin = 4 SHBG — T free testosterone



Ovarian Enzyme Activities in Women
with PCOS

« Studies using primary ovarian tissue and
cultured theca and GCs show that steroidogenic
enzyme activities are upregulated in theca cells
in PCOS (StAR, P450¢.., 3p-HSD, P450C17)

« Granulosa cells underexpress aromatase and
overexpress 5a-reductase

* Premature expression of LHR & P450¢-c
» Net result - T androgen/estrogen ratio



Gonadotropin Dysfunction in Women
with PCOS

« T GnRH pulse freq - 1° vs 2° to low
orogesterone levels — T LH pulse freg/lamp —» T
| H/FSH ratio

* LH pulse amplitude is inversely proportional to
BM

» Recent ovulation (high P4 levels) — | LH levels

« Elevated LH levels are not required for
Increased ovarian androgen secretion




Role of Genetic Factors

« PCOS is a heterogeneous disorder

* Prevalence of 6-8% In reproductive age
women

» Higher incidence In Hispanics
« Complex, multigenic disorder

* Evidence for linkage and association of a
marker locus on chr 19 near INSR gene



Role of Environmental Factors

» Association btw premature pubarche (PP)
& hyperinsulinemia/hyperandrogenism
(Ibanez et al, 90s)

« Association btw low birth weight (LBW) &
PP

* Association btw LBW and PCOS



Role of Environmental Factors

* Prenatal growth retardation — endocrine-
metabolic adaptations — hyperinsulinemia
— postnatal wt catch-up — ovarian
hyperandrogenism — premature pubarche
— PCOS (fetal programming)

 Genetic modulators



Longterm Consequences of PCOS

» Obesity (30-75% of patients) - T WHR;
prevalence higher in US vs Europe

» T risk of T2DM & gestational diabetes (GDM)
 HT & vascular dysfunction

« CVD

* Hyperlipidemia

* Obstructive sleep apnea

 Endometrial hyperplasia/cancer

» Depression and anxiety



Type || DM & PCOS

* Prevalence of glucose intolerance is 30-
40% and of type || DM is 10% by 4th
decade

* IR, Bcell dysfunction, obesity, FHx of type
Il DM, personal hx of GDM — risk factors
for DM



Metabolic Syndrome in Women with
PCOS

* High prevalence of metabolic syndrome in
PCOS across all age groups

* Metabolic syndrome Is associated with an
iIncreased risk of CVD and type || DM

* Most prevalent metabolic components are
! HDL, obesity, and HT

* Free T and SHBG are major predictors of
metabolic syndrome in PCOS



Evidence for the Association between
PCOS and CVD

* Recognized CVR factors

— TTC, TLDL, TTG, {HDL
 Emerging/novel CVR factors

— TCRP; TWBC (lymphocytes & monocytes)
* Direct measurement of subclinical CVD

— LVH & diastolic dysfunciton, TIMT; endothelial
dysfunction: FMD, TET-1; impaired fibrinolysis
(TPAI-1)

 Increased clinical CVD
— No increased mortality for CVD in PCOS



Hyperandrogenemia

l Hypertension

Visceral ! :
oo o J Adiponectin

l \ ¥ Lt
PCOS - |R —>» Dyslipidemia
\ Type 2 Diabetes

Mellitus

Cardiovascular
Disease

Low grade chronic
inflammation

Coagulation
dysorders

Fig. 1. Pathogenesis of cardiovascular disease in polycystic ovarian syndrome. Polycystic ovarian syndrome (PCOS) has been
identified as a risk factor for cardiovascular disease. The multiple risk factors for cardiovascular disease that are associated with
PCO...

Francesco Orio, Giovanna Muscogiuri, Cinar Nese, Stefano Palomba, Silvia Savastano, Domenico Tafuri, Giorgio Colarieti,
Giovanbattista La Sala, Annamaria Colao, Bulent O. Yildiz

Obesity, type 2 diabetes mellitus and cardiovascular disease risk: an uptodate in the management of polycystic ovary
syndrome

European Journal of Obstetrics & Gynecology and Reproductive Biology, 2016, Available online 12 August 2016

http://dx.doi.org/10.1016/j.ejogrb.2016.08.026



Treatment for Women with PCOS

 Infertility

— CC, Insulin-sensitizers, aromatase inhibitors,
FSH, IVF

e Hirsutism

— OCPs, antiandrogens
« Menstrual irregularity

— OCPs or cyclic progestogens
« Weight/metabolic concerns

— Diet/lifestyle modification, insulin-sensitizers,
Orlistat, bariatric surgery



Treatment of Hirsutism/Acnhe

e OCPs

— 4 LH — { androgen secretion
— T SHBG — | free testosterone

— Less androgenic progestins preferred
(desogestrel, norgestimate, drosperinone)

« Antiandrogens
e |nsulin-sensitizers



Treatment of Hirsutism/Acnhe

* Antilandrogens
— Spironolactone 100-200 mg/d

— Flutamide 250 mg/d; AR-blocker; concern re
Iver toxicity

— Finasteride 5 mg/d; 5a-reductase inhibitor




Management of Oligomenorrhea

* Consider an endometrial biopsy to rule out
endometrial hyperplasia

* OCPs

» Cyclic progestogens

* Levonorgestrel IlUD

* Lifestyle modification/weight-loss
* Insulin-sensitizing medications



Management of the Adolescent and
Young Women w/ PCOS

* Evidence that Metformin plus anti-
androgen may normalize the metabolic
abnormalities in PCOS

 Metformin-flutamide better than OCPs

* Metformin-flutamide + OCPs better than
OCPs alone (Ibanez & de Zegher, Fertil
Steril 2006)



Lifestyle Modification/Weight Loss

* Weight loss improves the reproductive and
metabolic characteristic of overweight and obese
patients with PCOS

* General recommendations:

— Behavioral modification

— Hypocaloric low Gl diet

— Moderate intensity aerobic exercise 30 min/d x 5d/wk
— Orlistat can be considered

— Metformin should be reserved for patients with T2DM

— Consider bariatric surgery for obese PCOS patient
with co-morbidities



Duration of attempting conception < 1.5 yrs. Estimated Change
(Clomiphene Group) of Live Birth
Age =34 yrs Age >34 yrs - >60%
<30 - >50-60%
. - >40-50%
30-34

- >30-40%
235

>20-30%

<8 8-15 216 <8 8-15 216
(Hirsutism score) (Hirsutism score) - >10-20%
- 0-10%
Duration of attempting conception 21.5 yrs.
(Clomiphene Group)
Age < 34 yrs Age > 34 yrs
<30
BMI
30-34
235
8-15 216 8-15 216

(Hirsutism score) (Hirsutism score)



Pre Bariatric  Post Bariatric Odds Ratio (Non-event) Odds Ratio (Non-event)

Study or Subgroup  Events  Total Ewemls  Total Weight M-H, Randoim, 95% CI M-H, Random, 95% CI
Eid 2005 5 24 0 24 45% 0.07 [0.00,1.39)
Dixgn 2002 2 107 0 107 4.2% 020001, 4.14]
Jama 2012 10 20 4 0 19.7% 0.25(0.06,1.02] ——
Talebpour20i1 14 254 4 254 I0T% 0,27 [0.09, 0.25) ——
George2013 11 156 7 156 409% 062023, 1.64] ——
Total (95% CIj 561 561 100.0% 0.35 [0.19, 0.65] <&
Total events 42 15

H . - - s - - _ —_ 3 _ lr 1 :
Heterogeneity. Tau®= 0.00; Chi*= 2.99, di= 4 {F = 0.56), F= 0% 01 ] 10 1000

Testfor overall effect £= 3.31 (P = 0.0009)



Management of Infertility in Women
with PCOS

* Weight loss

* Optimize HJA1C and vitamin D levels pre-
pregnancy

* Clomiphene citrate
* Aromatase inhibitors

* |nsulin-sensitizing medications
— Metformin
— Thiazolinediones

» Gonadotropins
* IVF



Complications of Ovulation Induction

* Multiple pregnancy

« Ovarian hyperstimulation syndrome
(OHSS)



Clomiphene Citrate (CC)

» Historically first-line drug of choice

* Antiestrogen

* Clomiphene citrate 50-150 mg D3-7

* 80% of patients with PCOS respond to CC

* Antiestrogen effects on endometrial lining
and cervical mucus

* Clomiphene associated with a higher live
birth rate than metformin and combination no

better than clomiphene alone (Legro et al,
NEJM ‘07)




Aromatase Inhibitors (Letrozole)

 [nhibit conversion of androgens to E2
* Letrozole 2.5-7.5 mg/d D3-7

* Letrozole associated with a higher live birth rate
than clomiphene citrate (Legro et al, NEJM “14)

Now considered first-line therapy in PCOS

No antiestrogenic effects on end target tissues
Well-tolerated

Recent reports of teratogenicity - unsubstantiated




Metformin

* Biguanide; dose 500 mg tid or 850 bid

* Inhibits hepatic glucose production;
Increases glucose uptake in muscle

 Used in combination with CC, Al, or FSH
IN resistant patients

» lins, 4 T, improve ovulation, T preg rates

 Used to decrease risk of OHSS In PCOS
patients during IVF



Thiazolinediones

* Results comparable to Metformin
« ? Safety In pregnancy
 Commonly cause edema & wt gain
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Gonadotropins

* “Low-slow protocol” - monofollicular
development



Ovarian Drilling (LOD)

* Resumption of ovulation and menstrual
cyclicity in 80% of patients

- | androgen levels, { LH/FSH ratio,
Improved ovulation

e Controversial - risk of adhesion formation
» { risk of multiple preg/OHSS



In-vitro Fertilization (IVF)

« Gonadotropins = Meformin

* Gnrh agonist (Lupron) trigger to decrease
risk of OHSS

* |In vitro oocyte maturation (experimental)



Treatment Algorithm for Infertility In
Patients with PCOS

Wt loss
)

CC or Letrozole or Metformin

I
(CC or Letrozole) + Met

l

Low-slow Gonadotropins + Met

l
IVF



Role of Obesity in PCOS

Obesity is likely not a cause of PCOS

However, obesity does exacerbate many aspects of the
phenotype

Obesity is associated with a poor response to infertility
treatment and likely an increased risk of pregnancy
complications

Encouraging weight loss is front-line therapy

Further studies are needed to identify the best
treatment

The role of lifestyle therapies in women of normal
weight with PCOS is uncertain



OHSU



Obesity and Cancer
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BMI v. Mortality

Women

- Current or former smokers

with a history of disease

— — Current or former smokers
with no history of disease

Women
2.2 -
2.0
1.8 1
1.6 1
1.4
1.2
1.0
0.8

0.6 .

Relative Risk of Death

Body-Mass Index
Calle: NEJM(1999);341:1097

— Nonsmokers with a history of disease
- Nonsmokers with no history of disease



BMI v. Mortality

Men
2.8 ---- Current or former smokers
= 2.6- with a history of disease
2 244 T Current or former smokers
8 . with no history of disease
0O 2.2 —— Nonsmokers with a history of disease
‘S 2.04 —— Nonsmokers with no history of disease
_—;_g 1.8
oc 1.6-
(5] -
= 1.4
= 1.2 1
o 1.0
= 0.84
0.6 1 1 1 1 1 1 1 1 1 1 | 1
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R St S i S e
Body-Mass Index

Calle: NEJM(1999):341:1097



All Cause Mortality vs. BMI

2.0

HR 1.0

0.0
18.5-25 25-30 >30 30-35 35-40 >40

BMI

Flegal: JAMA(2013):309:71



Obesity: Cancer

Women
Women
Multiple myeloma (=35) | 1.44
Colon and rectumn {=40) ,;iﬁ
. ary =38 1 1.51
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@ Non-Hodgkin's lymphoma {=35) | 135
u ' N -
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§ All other cancers (=40) Z ('.lv
£ °
&é Esophagus {=30) ‘\'6’4_“ e
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Kidney (z40) 475
Uterus (=40) : 625
S S O
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Calle: NEJM(2003);348:17



Obesity: Cancer

Type of Cancer (highest BMI category)

Non-Hodgkin's lymphoma (=35)

All other cancers (z30)

Multiple myeloma (235)

Colon and rectum (=35)

Men
Men
Prostate (=35) 1~.34
1.49
.
All cancers (=40) 1.52
280). | et
1.68*
———
Kidney (235) 1.70
171
.
Gallbladder (230) 1.76
s.ot .
1.84
.
us (=30 1.91*
Esophagus (=30) - 2t
Stomach (=35) 1.94
.
Pancreas (=35) ?f;J*
iver (233} 4.52
Liver (233) 5
2 3 4 5 : ;

Relative Risk of Death (953 Confidence Interval)

Calle: NEJM(2003);348:17




Unadjusted Cumulative Mortality

14
12 :
= Control ;
2\__ .
= 10
.Té
o 8-
=
P Surgery
2 6
=
=
£
=
)
I 1
14 16
Years
No. at Risk
Surgery 2010 2001 1987 1821 1590 1260 760 422 169
Control 2037 2027 2016 1842 1455 1174 749 422 156

Sjostrom: NEJM 2007;357:741-52




Cause of Death: SOS

Control Surgery HR
Number of 2037 2010
subjects
Cardiovascular 53 43 1 19%
event
Tumor 48 29 L 40%
Other 28 29
Total 129 101 0.76

Sjostrom: N Engl J Med 2007;357:741




Control Surgery % Decrease
Cardiovascular 18.5 9.7 48%
Cancer 13.3 5.5 60%
Other 25.3 22.4 11%
Total 57.1 37.6 34%

Adams: NEJM (2007);357:753




Weight Loss Decreases Cancer Mortality
Possible Explanations

e Decreased cancer incidence

e Enhanced cancer survival

* Process of care



Bariatric Surgery: Effect on Cancer Incidence

Control (n) | Surgery (n) | f/u, year RR
Quebec? 5746 1035 5 0.22
Utah? 9442 6596 12.5 0.76
Sweden3 2037 2010 10.9 0.67

1.Christou: Surg Obes Relat Dis 2008;4:691

2.Adams: Obesity 2009;17:796

3.Sjostrom: Lancet Oncol 2009;10:653




Fatal and Non-Fatal Cancer Incidence: SOS

. Men Women
0-16 —— Control ﬁ n=130
— Surgery
HR 0-97 (95% C} 0-62-1-52) n=39 HR 0-58 (95% Cl 0-44-0-77)
0124 p=0-90 - p=0-0001
W
3
< n=38
£
g
S 008 - ne79
2
3
E
>
v
0-04 -
0 T T ™ T T T T 1 T T T T T T
0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16
Follow-up time (years) Follow-up time (years)
Number at risk
Control 590 577 457 228 49 1447 1410 966 498 118
Surgery 590 568 458 236 62 1420 1390 1108 526 129

Sjostrom: Lancet Oncol 2009;10:653




Uterine Malignancy: Bariatric Surgery

1400 _— — — 0%

10%

—
N
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30%

40%

I
l

800 —
50%

600 — —

All Obese Not obese

60%

% Risk reduction

400 70%

80%
200

Number with uterine cancer per 100,000

90%

100%

Ward: Gyn Oncol 2014;144:63-65



Incidence of Cancers by Stage

Surgery (n) | Control (n) HR
In Situ 44 73 0.86
Local 128 219 0.86
Regional 49 98 0.61
Distant 28 68 0.61

Adams: Obesity 2009;17:796




Nutrition and Cancer

Diet
Overweight/Obesity
ACS Data: 20% cancer women
14% cancer men

Weight Loss: Bariatric Surgery
Cancer mortality reduced 60-80%



Obesity — Cancer

Plausible Mediators

. Insulin
- Estrogens
. Adipokines

. Inflammation



Insulin Related Compounds

Insulin: pancreatic islets
Insulin- like growth factor 1 (IGF-1): liver

Insulin-like growth factor binding protein (IGFBP-1)



Insulin-IGF axis

Excess body
weight
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Trends in Endocrinol & Metab 2006;17(8):328-336.



Insulin (pmol/L)
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Pre-Op & Post-Op Insulin, by Procedure
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Time



Cancer and Diabetes

Diabetes associated with cancer of:

Liver, Pancreas, Endometrium, Colon/Rectum,
Breast, Kidney

Glucose v. Insulin

T2DM: insulin ;I\ cancer (OR 1.97)

Chang: J Clin Endocrinol Metab 2012;97:E1170



Ag;psm?:e t Aromatase

t Levels of
ECM proteins
and endotrophin

Obesity-induced systemic changes
Hyperinsulinaemia (insulin-IGF-1 signalling pathways)

Hyperglycaemia (hyperglycaemic memory)

Nat Rev Endocrinol. 2014 August; 10(8): 455-465.



Sex Hormones and Cancer

h
And rogens Cytochrome P450 aromatase EStrOgenS

Premenopause: ovaries
Postmenopause: adipose, skin

Obesity > Aromatase, 1 Estrogens



Adiponectin
Adipokine
J Obesity, T~ with Weight Loss
I Insulin Sensitivity
Cancer Inhibition

I Apoptosis



Breast Cancer Disease Free Interval
>20% Above Ideal BW, Adjuvant Chemotherapy

100

80
[+ Y]
@
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.
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e
a 20k Total Failed Detinition |

— 555 254 = 20%
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—-=: 180 108 > 20%
o A e » - s ' A A x4 A A » e A A
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—n = 458 367 330 291 184 98 46 19
——-n = 139 94 78 69 41 21 15 9

n = number at risk.

Bastarrachea: Ann Int Med 1994:120:18



Women’s Intervention Nutrition
Study (WINS)

Early stage breast cancer survivors (n=2437) low
fat diet, 5 years

Control Low fat
Weight loss 0 ~3%
Recurrence HR 0.76
Recurrence ER (-) HR 0.58

Pierce: JNCI 2006; 98:1767



Women’s Health Eating & Lifestyle
(WHEL)

Early stage breast cancer survivors
I vegetable, fruit n = 3088
f/u median 7.3 years, 518 relapse events

Control Vegetable/Fruit
Weight Change No difference
Recurrence 16.7% 16.9%
Survival 10.1% 10.3%

Chlebowski: J Natl Cancer Inst 2006:; 98:167



Physical Activity Levels/BMI

*D

\\*_ L 3

Hrs/week

S =N WhRAUISND R NO O

Year Before Diagnosis Within 1st Year Post- Within 3rd Year Post-
Diagnosis Diagnosis

—— BMI <25 = BMI: 25-29.9 -+ BMI > 30

Med Sci Sports Exerc. 2004 Sep; 36(9): 1484—-1491.



Obesity — Cancer

Clinical Implications:
1) Current cancer screening

2) Consider bariatric surgery when fully
recovered from primary cancer treatment



40-441

45-54

>55

>302

>30

DICaol LallLCl oLicCllllig

American Cancer Society 2016

Average
Average
Average
(+) BCRA

20-25% Lifetime

Mammogram Choice

Mammogram
Mammogram

Mammogram + MRI

Mammogram

1. ACS Breast Cancer Screening Guidelines (2016).

http://www.cancer.org/healthy/informationforhealthcareprofessionals/acsquidelines/breastcancerscreeningquidelines/index

1yr

1yr

2, 1 choice

1yr

1yr

2. Smith: CA: Cancer Journal for Clinicians (2015);65:31


http://www.cancer.org/healthy/informationforhealthcareprofessionals/acsguidelines/breastcancerscreeningguidelines/index

Cervical & Endometrial Cancer >creening

American Cancer Society 2016

Cervical:
21-29 Average
30-65 Average
>65 NL in past
>65 Past pre-cancer
Endometrial:
Menopause Average
35 High

PAP Test; HPV if needed

PAP + HPV

None

Pap

Advise

Endometrial Bx

3yr
3yr

3, 20 more years

1yr

American Cancer Society Guidelines for the Early Detection of Cancer (2016).

http://www.cancer.org/healthy/findcancerearly/cancerscreeningguidelines/american-cancer-society-guidelines-for-the-early-detection-of-cancer



LulvuliclLudl LallLcl oLicTllililg
American Cancer Society 2016

>50 Average Flexible Sigmoidoscopy 5 yrs
or
Colonoscopy 10 yrs
or
Barium Enema 5yrs
or

CT Colonoscopy 5yrs

1. ACS Colorectal Cancer Screening Tests (2016).

http://www.cancer.org/cancer/colonandrectumcancer/moreinformation/colonandrectumcancerearlydetection/colorectal -cancer-early-detection-screening-tests-used
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American Cancer Society 2016

Prostate:
50 Average Discuss with Patient
45 African American, Discuss Depends
1° relative
Lung:
55-74 >30 pk/yrs LDCT —

American Cancer Society Guidelines for the Early Detection of Cancer (2016).

http://www.cancer.org/healthy/findcancerearly/cancerscreeningguidelines/american-cancer-society-guidelines-for-the-early-detection-of-cancer



Pharmacotherapy in Obesity

Richard Lindquist M.D.
Seattle, WA
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Multiple treatment algorithms exist,
with largely convergent content

Obesity Medicine Association
(OMA)

American Heart
Association/The American
College of Cardiology/The
Obesity Society
(AHA/ACC/TOS)

American Association of
Clinical
Endocrinologists(AACE/ACE)

American Diabetes
Association (ADA)

All are open source

Differences are largely in
degree of detail

Some variation wrt
medication options

Some variation in staging
tools

User friendliness, or lack of



Current Treatment Options for Obesity

Surgery
(In order of lowest
risk/cost and
potency):
LAGB<VSG<RNY

Very Low Calorie
Diet

Poten Lifestyle +

& Medication

Includes lifestyle,

and anti-obesity
medications

Lifestyle
Includes nutrition,
physical activity,
and behavioral
programs

Risk/Cost

*Potency includes many factors, such as the amount, rate, and sustainability of weight loss, and the long-term
resolution of adiposopathy and fat mass disease. Potency varies greatly for each individual (i.e., long-term adherence
to a lifestyle program can be as potent as gastric bypass surgery).

Obesity Algorithm®. ©2015-2016 Obesity Medicine Association.



Treatment Guidelines

AACE/ACE 2015 Guidelines

‘ Overweight/Obesity Treatment
Algorithm

EVALUATION FOR COMPLICATIONS AND S5TAGING

CARDIOMETABOLIC DISEASE BIOMECHANICAL COMPLICATIONS

NO COMPLICATIONS | BMI = 27 WITH COMPLICATIONS

BMI 25-26.9, stag varity of Complications

Therapeutic targets for I Treatment I Treatment intensity for waight
Improvement in complications modality lods based on staging

Lifestyle Modification: MD/RD counseling: web/remote program; structured multidisciplinary program

phente = oristat lorcase shentermine/topiramate ER:

naltrexone/bupropion; liraglut

Surgical Therapy (BMI = 35): Lap band; gastric sleeve; gastnc bypass

STEP 2 SELECT:

Medical Therapy:

If therapeutic targets for improvements in complications not met, intensify lifestyle and/or medical
and/or surglcal treatment modalities for greater welght loss

TS ARCE MAY MOT Bl RDFROC QU i W THOUT LXPRL S W T TEN SRy hiOnyg Fimos 880K

Reprinted with parmission from American Ass ociation of Clinical Endoarinologists 8 2015 AACE. Garber AJ Abrahamson M E-:Lr:llu;- II
etal A CE comprehensive dabetes management al gorithm. 201 5. Endocr Fract 2 . 47




Behavior and
Surgery Lifestyle
Modification

Medication :
Exercise

Management




Fed up with how her diet is going Charlene
takes a more serious aim at her target weight






Chronic treatment of hypertension as a model

* |In 1960s hypertension
was felt to be a disease
of stress

e We now have 120+
various medication
combinations for HTN

e We treat it as a chronic
disease




Barriers to the Use of Medication in Treating Obesity

« Perception that obesity Iis a disorder of willpower

* Professional perception that weight regain after termination of
treatment reflects the failure of the medication; that is, medication
IS expected to cure obesity

* Prior problems with available medications
— (Fen-Phen, Sibutramine)

* Regulatory rigidity that limits medication to a few weeks — varies
by state

* Licensing boards that persecute physicians for alleged misuse of
appetite suppressants — varies by state

« Legislative grandstanding
* Inadequate funding for clinical work in obesity

Bray GA, Ann Intern Med. 1993;119:707



Some key points

Medications are effective adjuncts
— Important to manage expectations

— Awareness of prior problems
* (Fen-Phen, sibutramine)

Can choose based on mechanism of action

Can and should be considered for chronic use
— As with any chronic disease

Current medical-legal status can be a
minefield

— Oregon — Washington — Ohio examples



Combine Diet, Medication, and Behavior Modification

Additive effects of 0
behavior and meal

Medication (Sibutramine)alone
replacement

therapy with ==
pharmacotherapy Weiaht Medication and behavior
for obesity ) J - modification

0SS

(%0)

Medication, behavior modification,

15
and meal replacements

20

2 4 6 8 10 12

Time/Months
Wadden, Arch Int Med. 2001;161:218



Benefits of Intensive Medical Intervention
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DPP Research Group, N Engl J Med, 2002



Diabetes Prevention
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N Engl ) Med, 2002



Medications That Affect Weight

Weight Positive (Gain) Weight Negative (Lose)
Corticosteroids * Metformin
Antihistamines « Nefazodone (Serzone®)
— Cyproheptadine(Periactin®) - Bupropion (Wellbutrin®)

Many Antidepressants

_ * ?Fluoxetine (Prozac®)
— MAQOIs, TCAs, most SSRIs (esp paroxetine)

Opioids * Incretins
Atypical Antipsychotics — Exenatide (Byetta®, Bydureon®)
— risperidone, quetiapine, olanzapine, — Liraglutide (Victoza®, Saxenda®)

aripiprazole, ziprasidone

Most Antiseizure meds .
— (not topiramate or zonisamide WEIght NeUtraI

Many Diabetes meds - Venlafaxine (Effexor®)
Beta Blockers - Citalopram ( Celexa®)
« Sertraline (Zoloft®)



Diabetic Medications Affect Weight

Weight Positive (gain)

Insulins
Thiazolidinediones (TZDs)

— rosiglitazone (Avandia®)
— pioglitazone (Actos®)

Sulfonylureas
— glimepiride (Amaryl®)
— glipizide (Glucotrol®)
— glyburide (DiaBeta®,
Glynase®, Micronase®)
Meglitinides
— nateglinide (Starlix®)
— repaglinide (Prandin®)

Weight Negative (lose)

Metformin

GLP-1 analogues

— liraglutide (Victoza®, Saxenda®)
— exenatide (Byetta®, Bydureon®)

DPP-4 Inhibitors

— sitagliptin (Januvia®)
e Gliflozins
— SGLT-2 Inhibitors(sodium-glucose
cotransporter 2)
— canagliflozin (Invokana®)
— dapagliflozin (Farxiga®)
— empagliflozin (Jardiance®)



Changes in paradigm

* |nitially a “nothing we can do” approach to
medication related weight gain

* Gradually learned to avoid weight positive
medications if possible

* Now choosing medications based on co effects
— Metformin in diabetes and prediabetes

* Note: recommended but not approved for prediabetes
or PCOS

— SGLT-2 inhibitors, Liraglutide in diabetes

— Topiramate, Zonisamide in migraines and seizure
disorders



Medications Used to Treat Weight

e Sympathomimetics * “New” Drugs (since 2012)

* Phentermine (1959) * GLP-1analogues

e Phendimetrazine * Liraglutide (Saxenda®)
* Diethylpropion e Combination
* Metformin * Phentermine/Topiramate

— Off label (Qsymia®)

. .
Top|ramate * Bupropion/Naltrexone
— Off label (Contrave®)

e Gastric Lipase Inhibitor

* Orlistat (Alli® — OTC, Xenical® —RX) * Serotonergic (5HT-2cR)
* Lorcaserin (Belvig®)



Anti Obesity Agents and Mechanism of Action

Receptors: Anorexigenic Anorexigenic
R Stimulating signaling signaling
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J Clin Endocrinol Metab, February 2015, 100(2):342-362




. To forebrain and pituitary and

- = ; adrenal glands
Paraventricular Thyrotropin-releasing, | omm==3p- gl
nucleus corticotropin-releasing, and Ingestive and autonomic responses
melanin-concentrating
hormones produced in

different neurons of the
paraventricular nucleus and
lateral hypothalamic area

Lateral
GLP-1 hypothalamic
- area
PYY
’
’
’,
’
’

Nucleus of the
solitary tract

4 N ' Insulin
y \Ghrelin

GLP-1

PYY

Korner: NEJM Vol 349(10). Sept 2003. 926-928




A challenging history — Fen-Phen

Phentermine and Fenfluramine
Phen - Fen

N=121 p<0.001

;6—-8—10—12-—16»—20— 24 3034

Phen 15/Fen 60
mg/d

-=-Placebo

Weeks

Weintraub M et al. Clin Pharmacol Ther. 51(5):586-94, 1992.




A challenging history — Fen-Phen

e Caused right and left heart valve lesions and
pulmonary hypertension

e ?Incidence “23%”

* Fortunately, most regressed once off of the
drug combination

e Subsequently linked to Fenfluramine,
a 5-HT 2B receptor agonist

N Engl J Med 1997; 337:581-588
Pharmacology & Therapeutics; 132 (2):146-157, 2011



More challenging history
— SCOUT Trial

m U.S. Food and Drug Administration
m = Frolecting and Promoting Pubic Heslt

www. ida. gov

SCOUT

e Sibutramine Cardiovascular Outcomes trial

« Randomized, double-blind, placebo-
controlled trial ~ 10,000 subjects

e Primary endpoint

- MACE: CV death, non-fatal MI, non-fatal stroke,
resuscitated cardiac arrest

e January 2003 - March 2009




More challenging history
— SCOUT Trial

SCOUT I T D

MACE - Overall Population

18+

16 HR=1.16 (1.03, 1.31)
14-

12-
10~

Sibutramine

Placebo

Incidence of Primary Outcome
Event (%)

0 12 24 36 48 60
Months since Randomization

No. at Risk
Placebo 4898 4776 4623 4482 3467 1730

Sibutramine 4906 4749 4601 4427 3403 1720

Kaplan-Meier curves for time to first occurrence of MACE



Anti Obesity Agents and Mechanism of Action

Receptors: Anorexigenic Anorexigenic Orexigenic
W) Stimulating signaling signaling signaling
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Sympathomimetics (SMPs)

Drug class: phenethylamines — includes amphetamine,
methamphetamine, phentermine, diethylpropion, epinephrine,
dopamine, and many others. NH,

Phentermine is not “an amphetamine”

* Does have phenyl ethylamine backbone

Phentermine FDA approval in 1959 during a U.S. epidemic of
amphetamine addiction. Presumption then — all SMPs shared
same adverse effects including addiction potential.

All obesity drugs reapproved in 1970s for “short-term use” only
due to continuing concerns of addiction despite the fact that
addiction had occurred only with amphetamine.



Phentermine: Effects

- Weight loss

- Maintenance of weight loss

- Diminution or disappearance of cravings

- Changes In eating behaviors

— Obsessive eating

— Improved eating control and diet adherence

- Possible elevation of mood (a mild antidepressant)
- Often increased energy

- Possible improvement in ADD and ADHD



Phentermine: Common Misperceptions on Adverse Effects

Addiction

— Addiction potential in clinical setting — nil

— Withdrawal — no amphetamine-like withdrawal
Adverse cardiovascular effects

— Hypertension — no evidence

— Cardiac valvulopathy — no evidence

— Pulmonary hypertension — no evidence

— Arrhythmias — no established relationship

—Cardiovascular disease — no direct evidence but
recall SCOUT Trial experience with sibutramine

Rothman AJT 2010, Hendricks Obes 2011



Phentermine: Actual Adverse Effects

Most Common

Less Common

Uncommon

* Dry mouth — weak
anticholinergic agent;
usually tolerable

* Insomnia — early, usually
fades; if not melatonin may

help

 Constipation

* Bruxism
* Palpitations

« Difficulty with urination in

males with prostatic
hyperplasia

 Headache

 Impotence, changes in

libido

» Dysphoria
* Irritability

Typical dosage: 15 -37.5 mg daily in single or split doses




Effect of Phentermine/Topiramate ER on Weight

Loss in Obese Adults Over 2 Years
SEQUEL Study

R | Placebo -1.8%
y * ]
X
w 4 =
7)) .
0o |
- 611
S . L Phentermine/topiramate CR 7.5/46-9.3%
£ 0 N ;
< -10 N =
_L 5
o T | L1
121 NI 1
- 144 PJhentermine/topiramate CR 15/92
"16 | T 1 T 1 I 1 I 1 1 1 1 1 1 I 1 I 1 T 1 1 1 1 |l 1 I 1
Weeks: © ©0 NN © © ¢ O NN © O ¢ 0O NN © ©O ¥ 00 N © O F © N © © t 0 L
9
Placebo n: 227 227 227 208 197 227
PHEN/TPM CR 7.5/46 n: 153 152 153 137 129 153
PHEN/TPM CR 15/92 n: 295 295 295 268 248 295
—— Placebo —@— PHEN/TPM CR 7.5/46 PHEN/TPM CR 15/92

Data are shown with least squares mean (95% CI).
Garvey WT, et al. Am J Clin Nutr. 2012;95:297-308. 149



Anti Obesity Agents and Mechanism of Action

Receptors: Anorexigenic Anorexigenic Orexigenic
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Phentermine HCL/Topiramate
whecccrExtendedReleasesi.

HCL/topiramate extended release during the first trimester of pregnancy*

Indications and Use
*  Drug Enforcement Agency Schedule IV drug

*  Phentermine is a shorter-acting sympathomimetic amine approved as monotherapy as a weight-
management drug

* Topiramate is a longer-acting neurostabilizer approved as monotherapy for seizure disorders and migraine
headache prevention

* Doses = Once daily in the morning with or without food
» Starting dose = 3.75 mg/23 mg (phentermine/topiramate extended release)
* After 14-day intervals, and as clinically indicated, escalate doses to:
* Recommended dose = 7.5 mg/46 mg
* Titration dose = 11.25 mg/69 mg
* Top dose =15 mg/92 mg

*Completion of the FDA-mandated REMS program is optional and not required prior to prescribing phentermine
HCL/topiramate extended release. Implementation of a REMS program by clinicians and pharmacies is intended to
provide appropriate safety information to females with reproductive potential.

From Obesity Medicine Association Algorithm
—open access

Referencel/s: [174] [175] [504]

Obesity Algorithm®. ©2015-2016 Obesity Medicine Association.



Lorcaserin: Those Who Lost > 4.5% Total Body Weight

by Week 12 Were Week 52 Responders
Studies 009 and 011, MITT

° Non-responder: Lorcaserin BID
-2.46%
-54
%
Change
-10+
-10.22%
Responder: Lorcaserin BID
-5+—T7""TTT"""""T—"T—"T—"T
0 4 8 12 16 20 24 28 32 36 40 44 48 5
Week
MITT Lorcaserin BID | Week 12 Completed Week 12 Completed Week 52
N = 3097 24.5% wt loss 1369/3097 (44.2%) 1083/1369 (79.1%)
<4.5% wt loss 1168/3097 (37.7%) 680/1168 (58.2%)

Siide courtesy Dr. Steve Smith; May 10, 2012 FDA Advisory Committee Meeting



Anti Obesity Agents and Mechanism of Action
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| orcaserin

Indications and Use

Serotonin (5-hydroxytryptamine) 2c receptor agonist anti-obesity medication
e Drug Enforcement Agency Schedule IV drug

* Dose = 10 milligrams (mg) twice per day

Potential Drug Interactions

The safety of lorcaserin co-administration with other serotonergic or anti-
dopaminergic agents is not yet established, which includes selective serotonin
reuptake inhibitors, serotonin-norepinephrine reuptake inhibitors,

monoamine oxidase inhibitors, triptans, bupropion, dextromethorphan, St.
John’s Wort

Pharmacokinetics

Lorcaserin is metabolized in the liver with metabolites excreted in the urine

Reference/s:[172] [173] [503]

Obesity Algorithm®. ©2015-2016 Obesity Medicine Association.



Mean Weight Loss

Naltrexone/ Bupropion

COR-I Phase 3
56 Weeks — Completer Population

o@® —(O- Placebo
—A— Naltrexone 16 mg plus bupropion
—#A— Naltrexone 32 mg plus bupropion

Weight change from baseline (%)

*
*

-10

T T I T I T T T T T I 1
16 20 24 28 32 36 40 44 48 52 56

Number of participants by visit (observed) Weeks
Placebo 507 463 420 394 365 353 327 318 308 302 296 291 289 277
Naltrexone 16 mg plus bupropion 467 410 373 351 346 341 311 311 302 297 300 284 283 o
Naltrexone 32 mg plus bupropion 467 411 391 372 365 361 343 327 321 316 311 305 598 284

oo
=
N

0 4

Greenway FL, et al. Lancet 2010 Aug 21; 376:595. DOI:10.1016/S0140-6736(10)60888-4. 155



Anti Obesity Agents and Mechanism of Action
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Naltrexone HCL/Bupropion HCL
Extended Release

Indications and Use
* Naltrexone is an opioid antagonist
e Bupropion is an aminoketone antidepressant
* Drug Enforcement Agency Schedule: Not a scheduled drug

* Tablets = 8 mg/90 mg (naltrexone HCL/bupropion HCL extended
release)

* Dosing:
e Week 1 =1 tabletin AM, no tablets in PM
e Week 2 =1 tabletin AM, 1 tablet in PM
e Week 3 =2 tablets in AM, 1 tablet in PM
 Week 4 and beyond = 2 tablets in AM, 2 tablets in PM

Referencel/s: [505]

Obesity Algorithm®. ©2015-2016 Obesity Medicine Association.



Effects of Liraglutide and Orlistat on Body Weight
in Nondiabetic Obese Adults

0
H =]
., |
5 34 :
= :
_§ =i 5 © Placebo
=y st B
? 54 S E |
c o = Orlistat
T ! c!
2 ol S
E _6— (V2 (o 4
' : . Liraglutide 1.2 mg
e . Liraglutide 1-8 mg
Liraglutide 2-4 mg
_8 -
Liraglutide 3-0 mg
-9 | | | | |
5 =3 0 5 10 15 20

Weeks

Astrup A, et al. Lancet. 2009 Nov 7;374(9701):1606-16. 158



Liraglutide Weight Loss: Two Years

Liraglutide 3.0 mg for 1 year (and then maintained on 2.4/3.0 mg for the second year)
maintained a mean weight loss of 10.3+7.1 kg from screening over 2 years

® Liraglutide 1.2 mg

° Placebo & Liraglutide 1.8 mg
n=561 ®— Orlistat —&—— Liraglutide 2.4 mg
0- l —w— Liraglutide 3.0 mg
|
2- : n=472 n=356 n=268
|1 o | I Al on liraglutidelplacebo switched I Below symbol
5 e\ I to liraglutide 2.4 mg at week 52, I represents ITT
oy il || 5 | then between 70-96 weeks (shaded) I (LOCF) data:
g | " 8 + o .
= |1 1
< o1 i1
o ﬁ.
= HE
‘1 8] ! -
= ||
8 ||
g -10+ | I.S | '
ol |8 | | n=561
ol IN
12 §1 15 : ' 3.0mg
- | . 10.3+7.1 kg
| | .
-14 L 1 L} 14 T I L 1 L] | | L] L 1 ] L] L} 1 L 0] 1 | L} 1 L) L] 1 Welght |OSS
30 8 20 32 40 485256 68 80 92 104
Weeks

Astrup A, et al. Int J Obes (Lond). Jun 2012; 36(6); 843-854.



Anti Obesity Agents and Mechanism of Action
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Liraglutide

Indications and Use

Liraglutide is a glucagon-like peptide-1 (GLP-1) receptor agonist
Drug Enforcement Agency Schedule: Not a scheduled drug

Solution for subcutaneous injection, pre-filled, multi-dose pen that delivers doses of 0.6 mg, 1.2 mg,
1.8 mg, 2.4 mg, or3 mg

Inject subcutaneously in the abdomen, thigh, or upper arm; the injection site and timing can be
changed without dose adjustment

Recommended dose of liraglutide for treatment of obesity is 3 mg daily, any time of day, without
regard to the timing of meals

Dosing:
— Week 1 = 0.6 mg per day
— Week 2 = 1.2 mg per day
— Week 3 = 1.8 mg per day
— Week 4 and beyond = 3.0 mg per day

*Completion of the FDA mandated REMS program is optional and not required prior to prescribing
liraglutide. Implementation of the REMS program by clinicians and pharmacies is intended to provide
appropriate safety information pertaining to the potential serious risks of taking liraglutide, which
include medullary thyroid carcinoma (MTC) and acute pancreatitis.

Reference/s: [506]

Obesity Algorithm®. ©2015-2016 Obesity Medicine Association.



Other rational combinations?

All are approved in some usages, but not
approved as combinations

Lorcaserin-Phentermine
Pramlintide-Phentermine
SGLT inhibitor combinations



Other indications?

* |s it reasonable to start or continue use after
bariatric surgery? (regain)



Drugs approved for ‘long term” treatment AACE/ACE
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1of 2

WEIGHT-LOSS MEDICATIONS APPROVED BY THE FDA FOR LONG-TERM TREATMENT OF OBESITY

Dose Contraindications, Cautions, Monitoring and Comments
and Safety Concerns
¥ Contraindication
+ Warning, Safety Concern
Orlistat Lipa seinhibitor 120mg POTID before |+ Steatorrhea ¥ Pregnancy and bre astfe eding Monitor for:
rmezls) + Fecal urgency ¢ Chranic mak bsomtion syndrame + Choldlithiads
(Xenical) XENDOS + Incontinence ¥ Cholestasis + Nephrolitiasis
T OTC:60 myg POTID + Hatulence ¥ Dyalate nephrolithiasis o o
{AN™) - 0TC 1A (befo 4 . Olly soti - Recommend standard multivi amin (to include vitamins A, D,E,
w & mea Y spotting Rare severe |iver injury "
4yr:26% + Frequentbowd id. and K at bdtime or 2 hours after orlistat dose
1999 e (h:nhollﬂnh":_'s S —— - Eating >30% keal from fat resubtsin greater Gl sicle effects
alabsorption of fatsokuble vitarmins ’
+ Abdaminal pain Effects o, oher medcatore: - FDRappmved forchildren =12 yearsold
. Headache Viarhwin enhance) . - Administer levot hyroxineand orlistat 4 hours apart
+ Warfarin enhance
Antie pileptics idec ease)
Levothyraxine (decrease)
Cyclosporine (decrease)
Lorcaserin Seratonin 10 mig PO BID + Headache ¢ Pregnancy ard breastfeeding Monitor for:
(SHT ) receptor agonist + Nausea ¥ Seratanin syndrome of neuroleptic + Symptomsofcardiac vabe disease
(Bebicf) + Diziness malignant syndmme + Bradyaria
BLDS:OM « Felgue Safety data bicking in patients whe : Santannamdr@e
2013 BLOOM + Nercstomia have depression « Neuroleptic malignart syndrome
« Dryeye Concomitart use of S5, SN, MAC), * Depresslon
1yr: 3.096-3.6% + Constipation bupropion, 5t John's wortas may ncrease | * Severe mood alteration, euphoria, dissocative sate
2ynn ' D‘“h? risk of developing semtonin syndmme : Co.nitlson!su'nnolenue
+ Backpain Uncontrolled mood disorder + Prigpism
+ Nasopharyrigitis Cogitive impairme it + Leukopenia
+ Hyperpmlactinemia Avoidin patients with severe liver injury « Euphori at ?'!ig.h dosgs could Fredisposetoabuse.
or enalinsuficiency . ﬂypq;lycema in patients having T2DM treated with
Caution with patients with bradycardia, ineulin andyor sulforylureas
heart block, or heart failre
Unproven concern for potertial
candiac valvubpathy
Leukopenia
Phentermine/ NE-rel easing agert Starting dose: + Headache ¥ Pregnancy ard breastfeeding Monitor for:
f {phentemine) 37523 mg POQD + Faresthesia [tepirarrate teratogericity) + Increa sed heart rate
Tnplramate ER for 2 weeks + Insormia ¥ Hyperthyoidism + Depresivesymptomatology or worsening depression
GABA recep tor + Decreased bicarbonate ¢ Ateangle-clore glawcoma espaciallyon maximum dose
(Qsyrmia®) madulation topirariate) Recommended dose: | - Xercstomia ¥ Concomitant MACKuse (within 14 days) + Hypokalemiaespecially with HCT Z arfurosemide )
7.5/46 mg POQD + Congtipation Tachyamhythmias « Acute myapiaand/or ocular pain
012 EQUIP + Nasapharyngitis Decreased cognition + Acute kidney stone formatian
CONCUER Esca lation dose: + Arodety e + Hypoglyceria in patients having T2DM treated with
SEQUEL 11.25/69 mg FO QD + Depression Ardety and paric attacks insulin and/or sulforylureas
+ Cognitive impaimmert Nephrolithias . o . .
n ; prvoNtniasts - Poterttial for lactic addoss (hyperchl oremic non-arion gap) in
1yr: B¥%-9.3%on Maximum dose: {concentration and Hypechbremic metabolic acidosis biation wih metom P 9%
high dose; 6.6% on 1592mg POCD memary) Do adiustment with heatic and it it LI
X i % adjusiment wWith epatic ani - MAOI(allow =14 days between dis cortinu ation)
treatment dose Diziness renal impaimnent
. Nausea G Pf it oo - 15mg/92 mgdose shoukd not be discontinued abruptly
oncerntor abuse pote it a fi " § .
2yr:87% onhigh dose s [ (increased risk of seizurel; taper over at least 1 week

7.5%on treatment dose

Combire duse with alcohol or depressant
drugs can worsen cognitive impairment

- Health care professional should dhedk [HCG before
initiating, followed by morthly self-testing at home
- Monitorelectmlytes and creatinine befo e and during treatment
- Cancausemenstrual spatting inwomen taking birth contrel
pills due to altered metaboliam of estrogen and progesting



Drugs approved for ‘long term” treatment AACE/ACE 2/2

Anti-obesity Mechanism of Action, Contraindications, Cautions, Monitoring and Comments
Medication Study Name, and Safety Concerns
(Trade Name) Study Duration: % TBWL
Year of FDA Approval  GreaterThan Placebo
Naltrexone ER/ Opiate antagonist Titrate dose: + Nausea ¢ Pregnancy and breastfeeding Monitor for:
' (naktresone) + Headache + Uncontmlled hypertension + Increa sed heart rate and blood pressure
Bupropion ER Week1: + Insormia ¢ Sezure disorder + Worsening depression and suicidal ideation
Reuptake irhibitor of DA Ttab(8/90 mg) + Vomiting ¥ Anorexianervosa « Worsening of migraines
(Contrave®) and NE (bupropion) FO QAM + Congtipation + Bulimia rervosa « Liver injury (nakmeone)
+ Diarhea ¥ Severedepmssion « Hypoglycemia in patients having T2OM treated with
2014 COR4 Week2: « Diminess ¥ Drugorakohol withdrawal insulin and/or su forylureas
CORII Ttab (8/90 ma) + Aety + Concormitant MACH (within 14 days) + Seiaures (bupropion lawers seizure thre shold)
COR-EMOD FOBID + Xerestomia + Chronic opioiduse o
dacartythria = MADI tal.\ow =14 daysbe.lween.dlscnntlnuatlon]
Yy A% 52% Week: ;rEIZZ?ngnt Yo herand kihey - Dose.adju:ttrreﬂtf\jr patientswith renal and hepatic
2tabs (total 16/180mag) impairment {mpairmer ) .
PO QAMand 1tab Narrow-ingls laicoma - Awoidtaking medl:at.nnv\f\tha high-fatmeal
{8/90 mg) POQHS Uncortralled mcraine dsorder = Can causefg Isg Fosmveunnetestf\:ramphetamme
5 - Buproploninhibits CYP2D6
Generalized anxiety disorder
Weekd: Bipelar disorder
2tabs (total 16/180 mg) Safetydata lackingin patientswho
FO QHs have depression
Sezures (bupropion bwers seture
threshold)
Liraglutide3mg | GLM1 analog Titmte dose weekly + Nausea ¢ Pregnancyand biea sfeeding Manitor for:
by0.6mgas + Verniting + Persenal or farmily history ofmedulary « Pancreatitis
(Saenda® SCALE O besity & tolerated by patient + Diarhea thyroid cancer or MEN2 « Chelelithiass ard Cholecystitis
Precliabetes (side effects + Constipation ¢ Panaeatitis + Hypoglycemia in patients having T2DM teated with
2014 + Headache ¥ Aeute gallbladder disease insulinand/or sulforyhieas
1yr 5.6% 06 mag 5C QD+ + Dygpepsa - Gastroparesis « Increasad heart rate
12mg5C QD=+ + Ineased heart rate + Severerenal impaiment canreault from + Dehydration from nausealvomiting
18mg SC 0D+ vorriting and dehydration + Injection site actions
;;:g%g]m + Use caution in patients with history - Titrate dose based ontolerability (nausea and Gl side effects)
of pancreatitls
+ Use cautionin patients wi h choldithiads
« Suicidal ide ation and be havior
«  Injection site reactions
Abbreviations: BID = twice daily; DA = dopamine; FDA = U5 Food and Drug Administration; Gl = gastrointestinal; + Forliraglutide 3 mg:
HCTZ = hydrochl oret hiaz de; MAGT = monaxidas e inhibitor; MEN2 = multiple endacrine neoplasia type 2 If the patient has rot lost at least 4% of bady welght 16 weeks after initiation, the me dication should
NE =norepinephrine; OTC = aver-the-courter medicatio; %TBWL = percent total body weight |oss from bas eline be discortinued.
over that absarved in the placebo graup; PO = aral; QAM =every moming; QD = daily; QH5 = every bedtime;
SC = subcutaneous SNR = seatonin-norepinephrine reuptake inhibitor; S5 = sdective seratonin reuptake References:
inhibitor; TID = 3 times aday, T2OM = type 2 diabetes mellius 1-4and package inserts for each medication
FDA indication for all medications BMI »30 kg/m“or BMI 227ka/m” with significant comorbidity., 1. Wyatt HR, Update on treatment strategies for obesity, J Clin Endocringl Metab, 201 398(4):1299-1 16,
1. Garvey WT,Garber AJ, Mechanick )|, Bray GA, Dagogo-Jack 5 Einhom D, et al American Assocation of Clinical
After3 to 4 months of treatment with antiobesity medication: Endocrinol ogists and American College of Erdotrinology position statement on the 201 4 advanced famework
+ For naltrexone ER/bupropion ER and lorcaserin: for anew diagnosis of obesity as a chronic disease. Endoa Pract. 201420(9):977-989,
Ifthe patient ha s not lost at lea st 5% of their baseline body weight at 12 weeks on the maintenance dose, the 3. Yanouski SZ,Yanovski JA. Long-term drug treatment for o besity: a systematic and clinical review,
medication should be discontinued, JAMA, 20043111 ) 7486,
+ For phentermine/topiramate ER: 4. Fujioka K. Cumrent and ermerging medications for averweight ard obesityin peaple with comerbidities
Cortinue medication if the patient has lost »5% body weight after 1 2weeks on recommended dose (7.5mg/42 Diabetes Obes Metab, 2015;17(11):1021-1032,
my); f the patient hasnot lost at least 3% of bady weight after being anthe recommended dose for 12 weeks
then the medication should bed iscontinued, arthe patient can be transitioned to maximum dose (15 mg/92
myg};if patient hasnot lost atleast 5% after 12 addifional weeks on thema ximum dose, the medica tion should
bediscontinued.




Summary

Use of Anti Obesity Medications is a valuable
adjunct to other treatment modalities

It is important to understand barriers to use of
medications

Learning correct usage takes time but
resources are available

Managing expections is important — even
small amounts of weight loss have large
effects



Thank You!

Rick Lindquist M.D.
richard@richardlindquistconsulting.com
Cell 206.465.6905



Bariatric Surgery Updates



Obesity in 2016 (from WHO) {

Worldwide obesity has
more than doubled since
1980.

Undernutrition and obesity
can exist together- “double
burden”

39% overweight and 14%
obese

Global obesity
BMI (body mass index) kg/m2
H<185 m1851020 2010 25 2510 30 301035 WM351040 WM4010 45

100 —ﬁ}
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0 weight
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Source; Lancet



Objectives

* Become familiar with the most common surgical procedures for
weight loss

* Awareness of endoscopic treatments for obesity



4 Most Common Weight Loss Surgery
Procedures in the United States

Adjustable Gastric Band
(Lap Band)

Stomach
pouch

Adjustable -
band

Roux-en-Y Gastric Bypass
(RMNY)

portion of

Bypassed
ducdenum

Galbladde
e Duedenal Switch ==,
i 8 [| i Partially
» Resected
£ Stomach

Vertical Sleeve Gastrectomy
(Gastric Sleeve)

Remaoved
portion of
stomach

BARIATRIC
SURGERY
SOURCE

www.bariatric-surgery-source.com




Key Surgical Points

Most procedures are done laparoscopically, OR time
ranges 45 min- 3 hours on average

Very safe, minimal blood los

<0.2% mortality

0-2 night hospital stays



Key Surgical Points

e Early ambulation (within 4hours postop)

— can shower
— use of IS and CPAP immediately postop

* Hydrate

- Start MVIREEY , |, L8 vhen able to



paroscopic Adjustable G-
Band

¢ LESS utiliZEd NOW (Lap Band)

* Band concerns
* Slip ~
* Erosion

* Port site concerns
* Access only with a huber needle



paroscopic Sleeve Gastrect

* Most commonly performed now

* Types of complications
e Leak
* Bleeding
e Obstruction/stenosis
* GERD

Vertical Sleeve Gastrectomy
(Gastric Sleeve)

Gastric sleewe

(e stomach) ™.
- Remowved

/’_""\ portion of

stomach
& ¥ BARIATRIC
','?-.' SURGERY

%= |SOURCE
www.bariatric-surgery-source.com



paroscopic Roux-en-Y G-
pypass (LRYGPR)

 Longest history/evolution Roux-enY Gastric Bypass

* Types of complications
e Leak
* Bleeding
* SBO/Internal hernia
* Marginal ulcers

* Malabsorption component



1 —

 Starting to increase in numbers —

E Partialhy
s Resected
S Stomach

* Most malabsorptive

 Vitamin compliance/Dietary compliance T L




Original Investigation

Five-Year Outcomes After Laparoscopic Gastric Bypass
and Laparoscopic Duodenal Switch in Patients

With Body Mass Index of 50 to 60

A Randomized Clinical Trial

Hilde Risstad, MD; Torgeir T. Savik, MD, PhD; My Engstrom, RN, PhD; Erlend T. Aasheim, MD, PhD; Morten W. Fagerland, MSc, PhD;
Monika Fagevik Olsén, RPT, PhD; Jon A. Kristinsson, MD, PhD; Carel W. le Roux, MD, PhD; Thomas Behmer, MD, PhD;
Kare . Birkeland, MD, PhD; Tom Mala, MD, PhD; Torsten Olbers, MD, PhD

BMI 50-60, 30 pts duodenal switch vs 30pt LRYGB
greater weight loss and greater improvements in low-density

lipoprotein levels 5 years
* Improvements in health-related quality of life were similar
* Duodenal switch was associated with ,

and adverse effects.



Key Diet Education

45-60 grams of protein daily
Start with slow drinks/bites all day, but progress to 3 meals
— Over 2-3 months
Exercising immediately- low impact, light weights (1-5lbs)
MVI for everyone
Other vitamins
— B12 and/or B-complex
— Vitamin D3

— Calcium citrate
— ADEK- DS only



Endoscopic treatmen

Intragastric Balloons

- Double balloon and single
balloon available (Orbera,
ReShape, Allurion)

- Space occupying

- Nausea

- 3-6 month duration

- FDA approval BMI 30-40



http://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=0ahUKEwiJyZ69isnPAhUH6WMKHRCGBvMQjRwIBw&url=http://laparoscopy.blogs.com/prevention_management_3/2010/08/endoluminal-therapies-for-gastroesophageal-reflux-disease-and-obesity.html&psig=AFQjCNGkxZtDZ7hHNmw9-yQ0heses6jFJA&ust=1475943001380904&cad=rjt
http://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=0ahUKEwiJyZ69isnPAhUH6WMKHRCGBvMQjRwIBw&url=http://laparoscopy.blogs.com/prevention_management_3/2010/08/endoluminal-therapies-for-gastroesophageal-reflux-disease-and-obesity.html&psig=AFQjCNGkxZtDZ7hHNmw9-yQ0heses6jFJA&ust=1475943001380904&cad=rjt

Endoscopic treatments

Intragastric Balloons

- Double balloon and single
balloon available

- Space occupying

- Nausea

- 3-6 month duration

- FDA approval BMI 30-40



http://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=0ahUKEwiJyZ69isnPAhUH6WMKHRCGBvMQjRwIBw&url=http://laparoscopy.blogs.com/prevention_management_3/2010/08/endoluminal-therapies-for-gastroesophageal-reflux-disease-and-obesity.html&psig=AFQjCNGkxZtDZ7hHNmw9-yQ0heses6jFJA&ust=1475943001380904&cad=rjt
http://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=0ahUKEwiJyZ69isnPAhUH6WMKHRCGBvMQjRwIBw&url=http://laparoscopy.blogs.com/prevention_management_3/2010/08/endoluminal-therapies-for-gastroesophageal-reflux-disease-and-obesity.html&psig=AFQjCNGkxZtDZ7hHNmw9-yQ0heses6jFJA&ust=1475943001380904&cad=rjt

cndoscopic treatment

Endoscopic gastric plication
- Suturing done with the endoscope

- 3-4hour procedure
- Requires GETA

- DDW 242 patient, 19.8% TBW at
18 months




Additional Treatments

* AspireAssist- FDA approved
— 111 pts, 37.2% EBW e Gl Windows

* Magnets- jejunoileal
anastomosis

* Placed in Gl lab

e Czech 10pts, 28.3% EBW

* HgAlc improved

* Revita

e Duodenal mucosal
resurfacing

* Hot balloon

* Type 2 DM-1.2%




Questions?




Marginal Ulcers- Gastric
Bypass and Duodenal Switch

— PPI +/- H2 blocker
— Carafate slurry qid
— EGD

Stricture- Gastric Bypass and
Duodenal Switch

— EGD with dilation +/- kenalog
injection, BIOPSY

— Hypertrophic scar vs ischemic




Health Equity and Obesity
Disparities: Social Causes and
Consequences

gin5@pdx.edu



mailto:gin5@pdx.edu

Social Determinants of Health

Social Determinants of Health: the economic and social conditions that
influence individual and group differences in health status.

“Social determinants of health reflect the social factors and physical
conditions of the environment in which people are born, live, learn, play,
work, and age. Also known as social and physical determinants of health,
they impact a wide range of health, functioning, and quality-of-life
outcomes.” (Healthy People 2020)
http://www.healthypeople.gov/2020/about/foundation-health-
measures/Determinants-of-Health



http://www.healthypeople.gov/2020/about/foundation-health-measures/Determinants-of-Health

Health Disparities

* Health Disparities: “a particular type of health difference that is closely
linked with social, economic, and/or environmental disadvantage.”

— Avoidable gaps between subgroups
* Persistent disparities in numerous health outcomes are observed on the
basis of:
— Race/ethnicity
— Sex/Gender
— Disability Status
— Age
— Socioeconomic Status/Position

Sources: Healthy People 2020 (https://www.healthypeople.gov/2020/about/foundation-health-
measures/Disparities )
CDC. MMWR 2013; 62(Suppl 3).



https://www.healthypeople.gov/2020/about/foundation-health-measures/Disparities

Disparities in Obesity

No groups have been immune to increasing levels of obesity
 Who is disproportionately affected?

— Generally > Women, Black and Hispanic, those with lower incomes and
education

— Various social positions interact to produce a more complicated
picture:

* The most socially disadvantaged (low-educ/income Black women) have
highest rates of BMI growth, while most socially advantaged have lowest

rates (high educ/income White men) (Ailshire & House. Social Forces
2011.90(2): 397-423)



Obesity in the U.S.

Obesity is an immensely complex issue

Intense debate surrounds the extent to which various factors have led
to such increases in obesity
Factors include:

— Major shifts in lifestyle patterns (sedentary, meals away from home,
snacking); Western diet

— Abundant use of additives in food supply

— Overabundance of food

— Lack of access to healthy options

— Lack of information or misleading information



Social Determinants of Obesity

Lack of available resources, e.g. affordability of healthy
options
Neighborhood disorder: safety, access to space

Socio-cultural factors: social support, health behaviors and
attitudes

Concentrated disadvantage: poverty, segregation

Political Factors: food policy (subsidies), lack of regulation of
food industry



The Food Environment

* Recognize the influence of the food environment
— Toxic/Obesogenic Food Environment: the sum of influences that the
surroundings, opportunities, or conditions of life have on promoting
obesity in individuals and populations
— What we are seeing is a normal response to an abnormal environment
(Egger & Swinburn. BMJ 1997; 315(7106): 477-480 )

— An ecological approach reduces emphasis on obesity as an individual
problem (Story et al. Annu. Rev. Public Health 2008. 29:253-72)



The Food Environment

* Food Desert: a term used to describe areas that have poorer
access to healthy choices
— Less grocery store availability and more fast food in urban areas

— Obesity in disadvantaged groups is influenced by acess to
supermarkets and safety of neighborhoods (Lovasi et al. Epidemiol
Rev 2009. 31:7-20)

e Common approach to obesity takes a downstream
approach, i.e. focus on and modify behavior/diet instead of
the food environment



Social Consequences

* A prevalent message is that obesity is mainly an issue of
personal choice (or a lack of will power)

— But, keep in mind that obesity has increased despite increased
knowledge, awareness, and education about nutrition and exercise

* People with obesity suffer from bias and discrimination in
multiple settings

Source: Puhl, Rebecca, and Kelly D. Brownell. Obes Res 2001; 9(12): 788-805.



Weight Bias and Stigma

» Stigma (a representation of society’s negative
perceptions)

— Weight bias leads to: lower wages over life course, hiring

prejudice, disparities in educational outcomes, and
bullying

— Health Setting: Patients feel stigmatized and may avoid
care

* Associations with increased rates of depression and anxiety
* Evidence of less intervention, less time spent

Sources: Sobal, J. A Soc of Food and Nutrition 2004; 383-402.
Puhl & Brownell. Obes Rev 2003; 4:213-227.
Friedman & Puhl. Weight Bias: A Social Justice Issue.

http://www.uconnruddcenter.org/files/Pdfs/Rudd Policy Brief Weight Bias.pdf



http://www.uconnruddcenter.org/files/Pdfs/Rudd_Policy_Brief_Weight_Bias.pdf

Weight Bias and Stigma

* Media Messages
— Promotes intense fear of weight gain, overweight, and obesity
— Stereotypical representations of those with obesity
— http://www.uconnruddcenter.org/media-gallery

* No productivity differences observed in those with obesity vs.
without


http://www.uconnruddcenter.org/media-gallery

Research Findings

e Better working alliance was associated with
increased patient activation, regardless of weight

* Perceived weight bias lowered patient activation

e Patient activation is a promising avenue through
which to promote the adoption and maintenance of
healthy behaviors

Source: Gonzales, Garcia, et al. Under Review — Health Education Research, “Patient-
provider relationship, weight bias, and patient activation among American Indians
and Alaska Natives,”



Recommendations

Recognize the role of external forces and the complexity of
the issue

Examine/consider findings that suggest obesity on its own
may not be directly connected to ill-health/mortality (see
resources for suggested reading)

Keep focus on health promotion and adoption of healthy
behaviors

Acknowledge possible biases



Recommendations

e |[ssues of best practice
— Offer support with weight management
— Promote healthy eating and active lifestyles/wellness to all patients
— Increase accessibility if possible (comfortable chairs, etc.)

— Provide access to resources for patients that increase their
knowledge/agency (improve working alliance and patient activation) —
empower your patients

— Use appropriate language: “People with obesity”
— Help with development of wellness policies

* Administer surveys to assess your practice:
http://biastoolkit.uconnruddcenter.org/toolkit/Module-8/8-05-
SurveyWeightSensitive.pdf



http://biastoolkit.uconnruddcenter.org/toolkit/Module-8/8-05-SurveyWeightSensitive.pdf

Below is a series of questions that ask you about the health care services that you receive, spe-
cific to your weight. Thinking about the place that you go to for your regular health care (your
medical group), how do you rate the items listed below? Please rate the quality of care you
receive for each of the following items, by circling one number for each question.

1. Does your provider address concerns about your weight appropriately?
Always  Mostofthetime ~ Abouthalfof thetime ~ Sometimes  Rarely/Never
! 2 } K 5

o

. Does your provider ask your permission before discussing your weight with you?
Always  Mostofthetime ~ Abouthalfof thetime ~ Sometimes  Rarely/Never
! 2 } i 5
3. Does your provider use sensitivity when discussing your weight to make you feel at ease?
Always  Mostofthetime ~ Abouthalfofthetime  Sometimes  Rarely/Never
! 2 j 4 )
4 Does your provider offer useful information to you about healthy eating and weight loss?

Always  Mostofthetime ~ Abouthalfofthetime  Sometimes  Rarely/Never
! 2 3 i 5

Survey Excerpt (Bias Toolkit)

Source: Bias Toolkit, UCONN Rudd Center for Food Policy and Obesity,
accessed at: http://biastoolkit.uconnruddcenter.org/toolkit/Module-8/8-
05-SurveyWeightSensitive.pdf



http://biastoolkit.uconnruddcenter.org/toolkit/Module-8/8-05-SurveyWeightSensitive.pdf

Resources

* Toolkit for Healthcare Providers
— UCONN Rudd Policy Center makes available a comprehensive toolkit
for providers that includes:

e Ways to improve patient-provider interactions
— Example scripts for discussing weight

« Recommended changes to office environments

» Resources for Patients — how to empower

* Available at: http://biastoolkit.uconnruddcenter.org/



http://biastoolkit.uconnruddcenter.org/

Resources

* Implicit Association Test (IAT):
— https://implicit.harvard.edu/implicit/education.html

e Harvard Center for Public Health > Webcast: Why We
Overeat: The Toxic Food Environment and Obesity

— https://theforum.sph.harvard.edu/events/why-we-
overeat/

e Suggested Readings:

— Brownell, Kelly D., et al. 2010. "Personal responsibility and
obesity: a constructive approach to a controversial

issue." Health Affairs 29(3): 379-387.

— Campos et al. 2006. “The epidemiology of overweight and
obesity: Public Health Crisis or Moral Panic?” Int J Epid

35(1): 55-60.



https://implicit.harvard.edu/implicit/education.html
https://theforum.sph.harvard.edu/events/why-we-overeat/
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Soclal Determinants of Health

Narrow Focus = Deficient Results

Focus:
~Medical Care -
Human Biology 30% 10% |

Environmental 5%

Social 15%

Lifestyle & Behavior 40%



$45,000
$40,000
$35,000
$30,000
$25,000
$20,000
$15,000
$10,000

$5,000

so

Annual Per Capita Healthcare Costs by Age

10

20

30

us
Germany
UK
Sweden
Spain
= _/
40 50 60 70 80 90

 CDC says 86% of Health Care costs due to diet-related chronic disease
* 71% of Medicaid population is food insecure (2014 MBRFS)
e 72% learn about new resource with post screening assistance

(according to preliminary evaluations)



FOOD INSECURITY IN OREGON

Food insecurity has grown in OR more than
all states except Louisiana and Mississippi

51 % of kids qualify for free/Reduced lunch

Oregon has one of the greatest problems of
income inequality; between rich and poor
and between whites and people of color

Lower than average wages and higher
than average housing costs

* Job growth primarily in low wage jobs

* Un/underemployment still up to 30%
for certain for populations of color




Motivated System - Metrics




Poor child physical & mental development
Depression & ADHD in all ages

Cancer, Hypertension, High Blood Pressure, Obesity,
and Diabetes

Poor academic performance & childhood behavior
problems

Problems in pregnancy with smaller, sicker babies

Seniors who are food insecure have a decreased
capacity to maintain independence.



Assess your population

Targeting special assistance and interventions,
depending on setting, 30-65% screening positive

Positives most motivated to act, 78% screened and
assisted with resources find something new

60% of over 60 not even on SNAP

Drive people to existing resources before developing
new ones, efficient use of limited resources, avoid
duplication and learn about gaps and weaknesses in
existing resources

Clinicians need food insecurity info for accurate
diagnosis & treatment



TOOLS: 1 page overview, 2 validated questions, 1 page EHR
ready local resource handout in many languages, ICD codes,
EHR support

MODEL: On-going_written screening integrated into clinic flow
Results to clinician for exam
Resource handout in AVS
Immediate review with patient by staff, intern, or volunteer

FOLLOW-UP: phone check-in a week later, provider check-in
at next visit, review handout for other possible actions



Screen for Food Insecurity

ScreorforFoodhTseTuTTtY

For each statement, please tell me whether the statement was “often true, sometimes true, or

never true” for your household:

(Any patient answering with a 1 or 2 response is considered food insecure)

A. Within the past 12 months we worried whether our food would run out before we got money
to buy more. 1. often frue 2. sometimes true 3. never true 4. don’t know or refused

B. Within the past 12 months the food we bought just didn’t last and we didn’t have money to
get more. 1. often true 2. some- times true 3. never true 4. don’t know or refused



NOT ENOUGH FOOD FOR YOUR FAMILY?
NEED HELP COOKING/SHOPPING FOR
HEALTHY FOOD ON A BUDGET?

You might qualify for SNAP (Supplemental nutritional Assistance Program, formerly known as Food Stamps)
. Go to http://www.oregon.gov/dhs/assistance/pages/foodstamps/foodstamps.aspx or call 211*

If you are pregnant or have children under five, you may qualify for WIC (The Special Supplemental Nutrition
Program for Women, Infants, and Children)

. Go to http://jacksoncountyor.org/hhs/Public-Health/Women-Infants-and-Children
. Or call 541-774-8203 and schedule an appointment

If you are a senior 60+, you may qualify for a senior food program: Call Peggy at 541-774-4309

Most farmer’s markets accept SNAP & WIC, several will add to SNAP dollars so you can buy more!
. http://rvgrowersmarkets.com/ (find market near you that takes SNAP/WIC/Senior Direct

There may be a food pantry in your neighborhood where you can get a box of food for free!
. Go to http://www.accesshelps.org/Page.asp?NaviD=420 or call 541-774-4336

Summer meals for kids Go to http://www.summerfoodoregon.org/ or call 211*

Volunteer, learn how to garden and take some produce home with you!
. ACCESS Food Share Gardens, 541-779-6691 ext. 309

Learn to cook healthy food and shop on a budget: Call Robin 541-690-3989 & visit
https://www.foodhero.org/



http://www.oregon.gov/dhs/assistance/pages/foodstamps/foodstamps.aspx
http://jacksoncountyor.org/hhs/Public-Health/Women-Infants-and-Children
http://rvgrowersmarkets.com/
http://www.accesshelps.org/Page.asp?NavID=420
http://www.summerfoodoregon.org/
https://www.foodhero.org/

Flexible Implementation

1. Stand Alone: Add questions in writing to check-in process or give to patients in
exam room. Then, provide food insecure patients with resource handout and have
someone review it with them and connect to new resources.

2. Integrated: Questions added to comprehensive health assessment with resource
information & supported follow-up for the food insecure

Two
guestion Provider

Resources Better diet,
provided & improved

written visit .
reviewed outcomes

screening




About 280 clinics & hospitals screening, plus
Head Start & WIC

Urban & Rural Success

Now an Oregon Performance Improvement
Metric,

model screening process developed by CCO TAG



Cooking & smart shopping classes
Gardening classes & assistance
Diabetes clinic/pantry partnerships
On-site produce distributions

Veggie Rx programs

Convening of human services & health care communities to address
social determinants of health



Possible New Funders for Food Assistance and
Nutrition Education Initiatives

v Local Hospital Community
V Benefit Funds

- | CCO Incentive Fund Grants
W _  Grants from Health Insurers, Kaiser, Anthem, Blue,

Providence, Pacific

' Source... oy
\ * Medical Equipment Companies ORE (:I?Nt
- Electronic Health Record Providers E,Q_Q;D,&:

- Condition specific Medicaid billing (flex funds)



Lynn Knox
Statewide Health Care Liaison

Oregon Food Bank
503-853-8732
lknox@oregonfoodbank.org



mailto:lknox@oregonfoodbank.org

Healthy Weight Management
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Message #1

The idea that overweight and obesity are due to solely
to calorie imbalance is a gross oversimplification.

Viruses

Gut microbiome

Resistance to leptin

Artificial sweeteners and food additives
Genetic programming

Chronic stress



WHERE DOES STRESS FACTOR INTO
OBESITY?

Pregnancy chiITj:c&)/od Adulthood }

Adverse Poverty, racism,
Epigenetics

Childhood PIBEHmnE e el i o el

to weight, culture oSS Droerame
events of thinness P g. .
sleep deprivation




Epigenetics

Epigenetics are heritable changes to e
gene function. a—

Severe stress from previous generations
affects your risk of obesity.3

Some populations (Native Americans,
African Americans, refugees, war and
famine survivors) have persistent,

intractable obesity driven by survival

instincts that are embedded in their genes!

3. Herrera BM, Keildson S, Lindgren CM. Genetics and epigenetics of obesity
Maturitas. 2011 May; 69(1): 41-49



ACEs Study

e 1995-1997 Kaiser/CDC study in California
* 17,000 participants, all HMO members
— 75% white
— 66% over age 50
— 39% college graduates
— All employed
* Asked about childhood experiences and current health status

https://www.cdc.gov/violenceprevention/acestudy

Felitti VJ, Anda RF, Nordenberg D, Williamson DF, Spitz AM, Edwards V, Koss MP, Marks
JS. Relationship of childhood abuse and household dysfunction to many of the leading
causes of death in adults: the adverse childhood experiences (ACE) study. Am J Prev
Med. 1998;14:245-258.



https://www.cdc.gov/violenceprevention/acestudy
http://www.ncbi.nlm.nih.gov/pubmed/9635069

Adverse childhood Experiences

(ACEs)
Three categories Household Dysfunction
Abuse mental illness
physical abuse substance use
emotional abuse disorder
sexual abuse Incarceration
Neglect domestic violence
physical neglect parent
abandonment

emotional neglect



Adverse childhood Experiences
(ACEs)

Three categories
Abuse

physical abuse (28%) Household Dysfunction

emotional abuse (21%)

mental illness (19%)
sexual abuse (11%)

substance use disorder (27%)
N€8|€Ct incarceration (5%)

_ domestic violence (13%)
physical neglect (10%)
parent abandonment (23%)
emotional neglect (15%)



Prevalence of ACEs

4+ ACEs

3 ACEs
10% 0 ACEs

36%

2 ACEs
16%

26%



The ACE Score and the Prevalence of
Severe Obesity
(BMI >35)
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Childhood Abuse and obesity

Adults with a history of physical, emotional or sexual
abuse were 34% more likely to be obese than adults
without that history?

Among adults undergoing gastric bypass surgery, 69%
reported childhood abuse?

1. Hemmingsson E, et al. Effects of childhood abuse on adult obesity: a systematic review and meta-analysis
Obesity reviews (2014) 15, 882—-893

2. Grilo CM, et al. Childhood maltreatment in extremely obese male and female bariatric surgery candidates. Obes
Res 2005; 13: 123-130



Additional sources of STRESS

Poverty

Racism

Violence in the community
Discrimination based on weight
Futile cycle of weight loss and gain



How does stress cause weight
gain?

Thyroid
Blood Reward Thy
hormone
sugar rom eating
conversion
Mood, sleep
Insulin Sugar/fat e "
resistance cravings cognitive
ability

Cortisol levels Weight gain,
visceral fat

deposition



Why would obesity be a physiological response
to severe, persistent stress?

Doesn’t excess weight cause more health
problems?



Surprising benefits of overweight and obesity

Overweight and obese people have:

Coronary heart disease Lower mortality in hospital and at one year,
fewer complications

Diabetes Lower mortality and lower amputation risk

Stroke Better survival rates

Peripheral arterial disease Decreasing mortality with increasing BMI

COPD Improved prognosis from acute
exacerbation

Stroke Better survival

Non-bariatric general surgery Lower mortality

Hainer V, Aldhoon-Hainerova I. Obesity Paradox Does Exist. Diabetes Care Aug 2013 vol 36 no. suppl 2
S276-5281



Mortality Data

JAMA meta-analysis of all-cause mortality by weight
category published 2013

* Lowest mortality in overweight people (BMI 25-30)

e Equal mortality rates for normal weight (18-25) and
Grade 1 obesity (30-35)

* Mortality only increased for Grade 2 obesity (BMI
>35) and higher

Flegal KM, et al. Association of All-Cause Mortality With Overweight and Obesity Using Standard Body Mass
Index Categories: A Systematic Review and Meta-analysis JAMA 2013;309(1):71-82



Message #2

Excess weight is not the problem.
Excess weight is the response to the problem.




Old paradigm: Poor Health Behavior
Causes Obesity Which Causes Disease

cardio-
vascular
disease

cancer

Poor eating,
sedentary Overweight
behavior, and obesity
stress

Early death




New paradigm: Poor Health Behavior
Causes Disease and Obesity

Poor eating,
sedentary
behavior, stress

diabetes

Inflammation,
hormone

cardiovascular

. : disease
disruption

cancer

Overweight and
obesity

I Protective effect on
mortality



Obesity May Not Be the Problem
It May Be the Solution

Obesity may be a self protective mechanism to
mitigate high-stress environment

— low quality diet

— lack of sufficient sleep

— toxins/viruses in the environment

— trauma, abuse, violence, oppression, poverty

Metabolic disturbances lead to disease and poor
outcomes

Excess weight is creating resilience



It’s not the weight that is the problem

Unhealthy,
overweight




BIAS

e Qur culture has a very strong anti-overweight
bias
— Schools
— Employment
— Media

* Health care providers are not immune from
this bias, and we can hide behind a health
argument



Message #3

Change your practice

* Guard against attribution bias
— Not all symptoms are related to weight

* Stop weighing people routinely
— Exceptions: pregnancy, children, preop, medication dosing

— If you must weigh: Ask permission, weigh at end of visit,
keep results private (including from patient)

e Stop counseling people to lose weight

— Instead, ask everyone about health behaviors, and counsel
on improvement of those behaviors. Weight loss may
happen incidentally but it is not the goal.




First, do no harm

The stress of being overweight and attempting to lose
weight is worse for one’s health than the weight itself

Health care providers contribute to this discriminatory,
shaming culture by weighing people routinely and
endorsing a narrative that blames the patient for their
weight and attributes all problems to excess weight

People routinely avoid needed health care because they do
not want to be weighed

We should stop focusing on the weight and instead focus
on promoting healthy behaviors with EVERYONE



WEIGHT STIGMA in Health Care

False assumptions
* Obese individuals are entirely responsible for their weight

* All overweight individuals eat unhealthy food and eat too
much

* All overweight individuals are lazy and sedentary

e Stigmatizing overweight patients may help because it will
motivate them to make necessary behavior changes

* Diet and exercise can result in permanent weight loss if you
stick with it



Behavior Change recommendations
For Every Patient

e Ask everyone about behaviors (don’t assume)

* Counsel to modify behaviors that are unhealthy
— Insufficient sleep (need 7-9 hours a night)
— Excessive stress, poor coping (exercise, mindfulness)

— Insufficient activity (30-60 minutes of moderate activity
every day)

— Poor nutrition (watch beverages, increase fiber,
vegetables, legumes, whole grains, limit meat, dairy, and
processed foods)

 Measure behavior changes instead of weight to track progress



Health At Any Size

Regardless of weight or BMI, you can mitigate
metabolic disturbances that lead to disease through
exercise, sleep, stress reduction, and healthy eating.

i



Healthy Weight Management

Weight loss

Short-term

Focused on getting to a certain
number

Success defined by pounds lost
The more pounds you lose, the better
Aim to get to a “normal” weight

Weight-specific reward and
punishment

People who are overweight work to
lose weight

Healthy Weight Management

Lifelong
Focused on health

Success defined by reaching behavior
goals

Halting weight gain is a successful
outcome

Fit and healthy at any size
Weight-neutral self-care

Everyone works to adopt healthy
habits




Thank you!

Helen Bellanca, MD, MPH
helen@healthshareoregon.org
503-416-4983
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Developing Culturally
Competent Health
Communication
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One Size
Does Not Fit All




The importance of culturally competent
communication: Three reasons

« Keep in mind that conservative
estimates are that 50% of medical
advice goes unheeded

* The majority (60 to 80 percent) of
medical diagnoses and treatment
decisions are made from the medical
consultation processes

* Discrepancy in views of communication



What is cultural competence in
healthcare?

* The goal of culturally competent health care services is to
provide the highest quality of care to every patient,
regardless of race, ethnicity, cultural background, English
proficiency or literacy.

* The ability of providers and organizations to understand
and integrate these factors into the delivery and
structure of the health care system.



The ADRESSING model

Age

Disability

Religion

Ethnicity

Social & Economical Class
Sexual Orientation
Indigenous Background
National Origin

Gender



Culturally Competent Communication
in the Delivery of Healthcare Services

e “..does not imply knowing everything about
all cultures we are engaged with...it does,
however, require demonstration of respect
for differences, eagerness to learn about other
cultures, acceptance of different
epistemologies, and a flexibility and
willingness to adjust, change and reorient
where required” (Le Roux, 2002)



Cultural Competence & Communication:
What we bring to the table

 Communication strategies that we employ
that focus only on facts are limited

* Basic attitudes that have the potential to help
the clinical relationship: Curiosity, empathy,
respect, and humility

* An approach that focuses on inquiry,
reflection, and analysis throughout the care
process is most useful for acknowledging that
culture is just one of many factors that
influence an individual's health beliefs and



Cultural Competence & Communication:
What we bring to the table

Awareness of the influences of sociocultural factors

Acceptance of the physician's responsibility to
understand the cultural aspects of health and illness

Recognition of personal biases
Respect and tolerance for cultural differences

Acceptance of the responsibility to combat racism,
classism, ageism, sexism, homophobia, and other kinds
of biases and discrimination that occur in health care
settings



Strategies for culturally competent
communication

Provide interpreter services
Recruit and retain minority staff

Provide training to increase cultural awareness,
knowledge, and skills

Coordinate with traditional healers
Use community health workers



Strategies for culturally competent
communication

Incorporate culture-specific attitudes and values into
health promotion tools

Include family and community members in health
care decision making

Expand hours of operation

Provide linguistic competency that extends beyond
the clinical encounter to the appointment desk,
advice lines, medical billing, and other written
materials



The Process ASK Questions...

Awareness: Am | aware of my biases and prejudices
towards other cultural groups, as well as racism and
other "isms" in healthcare?

Skill: Do | have the skill of conducting a cultural
assessment in a sensitive manner?

Knowledge: Am | knowledgeable about the
worldviews of different cultural and ethnic groups?

Encounters: Do | seek out face-to-face and other types
of interactions with individuals who are different from
myself?

Desire: Do | really "want to" become culturally
competent?



Cultural Competence & Communication:
Key Points to Take Home

There is a growing movement to make health services
more culturally competent and to assure that global
health work is culturally informed.

Cultural competency has been defined in many
different ways, and it has provoked considerable
controversy over its assumptions, effects, and
necessity.

Cultural competency models have varied considerably,
ranging simply awareness to more dynamic ways of
interacting with patients.

More than knowing exactly how to perform, it is more
important to ask the right questions.



