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Objectives

Schematic diagram showing the major factors determining
neural control of appetite and regulation of energy balance

1. Outline the principles supporting guidelines for managing
obesity in Australian general practice

This Photo by Unknown Author is licensed
under CC BY

Unfortunately a rise in
weight (fat) is defended
just as a rise in blood
pressure is defended

2. Demonstrate the role of pharmacotherapy in
multidisciplinary management
3.
4. Outline the process of assessment of positive goals of
management
5. Evaluate specific risks associated with pharmacotherapy
Huiyuan Zheng, and Hans-Rudi Berthoud Physiology 2008;23:75-83

Dose response curve
“A change in regulation”
LEAN

OBESE

Physiological range

Satiety

• Clinically meaningful weight loss results are not achieved
in the primary care setting– 1-3% at 6 months to 2 years
• These quite intensive combination behavioural programs
struggle to achieve 5% or 5kg weight loss
Bariatric surgery or effective medical therapy

• Achieving 5% is currently not achievable for the majority
at 12 months and less likely at 2-years
Carvajal et al. Ann NY Acad Sci 2013;1281;191-206.

Meal Size
Per Carel Le Roux

Benefits of modest weight loss 5-10%
The Australian Diabetes Society Obesity Treatment Algorithm1
BMI 30 – 40 kg/m2
(population specific BMI 27.5 –
37.5 kg/m2)

Obesity
Classification
Baseline assessment
for complications

The US FDA, EMA and our TGA use
these cutpoints in assessing drug
efficacy

BMI > 40 kg/m2
(population specific BMI 37.5 kg/m2)

Medical: Diabetes;cardiometabolic;NASH;Sleep apnea; PCOS
Physcological: eating disorders; depression; low self esteem; stigmatism
Physical: osteoarthritis; personal hygiene; breathlessness

Obesity related
complications

Nil

Present

Nil

Present

Target weight loss

> 10%

> 10%

> 15%

> 15%

Primary
Care

Primary Care
Specialist Care

Specialist
Care

Supervised
Lifestyle
intervention

Intensive Interventions

Intensive
Medical
interventions

Health service
setting

Weight Loss
Strategies

Reduced energy diet

Very Low Energy Diet (VLED)

Low energy diet

VLED

Pharmacotherapy

Pharmacotherapy

Bariatric Surgery

Developed in conjunction
with ANZOS and
representatives from
RACGP

Pharmacotherapy
/and or VLED
Bariatric Surgery

Cefalu WT, Bray GA, Home PD, et al. Diabetes care. Aug 2015;38(8):1567-1582.
1. https://diabetessociety.com.au/documents/ObesityManagementAlgorithm18.10.2016FINAL.pdf

Indications for weight management
pharmacotherapy1,2

The importance of a stopping rule
• There is no point

• BMI >30 kg/m2, or those with a
• BMI of 27–30 kg/m2 with obesity-related risks and complications.

• in taking a drug that is not effective
• in continuing a drug that produces unacceptable side-effects
• In taking drug if it increases net risk of future disease

• There is no point

• Lower BMI thresholds (BMI >27 kg/m2, or BMI >25 kg/m2 with
obesity-related complications) should be considered in Aboriginal and
Torres Strait Islander and Asian populations.

• in stopping an effective drug if well tolerated and reduces risk

• 3-months on the full dose is usually a sufficient time to
assess effectiveness
• In chronic disease management we often combine
therapy for greater efficacy so we need additional time if
we increase therapy when synergy is expected

1. National Health and Medical Research Council (2013) Clinical practice guidelines for the management of overweight and obesity in adults,
adolescents and children in Australia. Melbourne
2. https://diabetessociety.com.au/documents/ObesityManagementAlgorithm18.10.2016FINAL.pdf

Additive Effects of Behavior and Meal Replacement Therapy With
Pharmacotherapy for Obesity

Comparison of weight loss medications at 1-year (placebo subtracted – ITT
– LOCF)
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Naltrexone/Bupropion

Adapted from Cefalu et al (2015)

Cefalu WT, Bray GA, Home PD, et al. Diabetes care. Aug 2015;38(8):1567-1582.

Orlistat

Phentermine

Peripheral acting : Orlistat (Xenical®, Alli®)
Centrally Acting :
• Phentermine (Duromine®, Metermine®)
• Liraglutide (Saxenda®)
• Naltrexone-Bupropion (Contrave®)

Orlistat - 120mgs tds (oral)

Apply Chronic Disease Mx Principles
• 5 A’s – Ask, Advise, Assess, Assist, Arrange

• Team based Multidisciplinary. Multimodal approaches
• Utilise Chronic disease management plans
• Ask what has worked or failed in the past
• Remember the patient’s life including relationships and
psychological issues

• Set clear SMART Goals

• Specific, Measurable, Agreed upon, Realistic, Time-based
• Weight loss is only one goal, Health is a greater goal.
• Prevention of weight regain is important

Orlistat prevention of diabetes study
XENDOS n=3305 lifestyle plus orlistat 120x3/day or placebo x3/day

• 4-year, double-blind,
prospective study

• ACTION

0

Change in Weight (kg)

I am going to focus on the use of the 4 approved
drugs we have
available in Australia today
How to use them?

-3

• Inhibits intestinal lipase -

• BMI >/=30 kg/m2 and normal
(79%) or impaired (21%)
glucose tolerance (IGT)

reduces fat absorption by 30%
• Efficacy
• 2.89% weight loss (2.3-3.5%)

• Primary endpoints were time
to onset of type 2 diabetes
and change in body weight.
Li, Z. et. al. Ann Intern Med 2005;142:532-546

Results at 4 years
• 52% completed in the treatment group compared with 34% of
placebo recipients (P < 0.0001)
• Diabetes incidence 9.0% with placebo and 6.2% with Orlistat a risk
reduction of 37.3% (P = 0.0032)
• Orlistat plus lifestyle changes resulted in a greater weight loss and
reduction in the incidence of type 2 diabetes.
• The latter restricted to the IGT group
Torgerson JS. Et al. Diabetes Care 2004;27:155-61.

-4.1 kg

Placebo

-6

-6.9 kg

-9

Orlistat
P<0.001 vs placebo
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156

Torgerson JS. Et al. Diabetes Care 2004;27:155-61.

Side effects – related to fat malabsorption
• Steatorrhea, oily spotting, bloating and flatulence with
discharge, faecal incontinence
• Effects attenuated on a low fat diet

• Oxalate kidney stones – associated with fat malabsorption
• Fat-soluble vitamin deficiency – in the long term
• Supplement and use caution with patients on warfarin
Drew, B. S., et al. (2007). "Obesity management: update on orlistat." Vasc
Health Risk Manag 3(6): 817-821.

• This drug is well tolerated in the long term and has beyond
weight loss benefits in those with type-2 diabetes
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All other medications act centrally to reduce energy
intake
• When asked “What is the effect of
the drug ?” obese patients treated
with anti-obesity drugs offer a wide
variety of answers such as:
• “I don’t eat as much”
• “I can stop eating”
• “I don’t graze all day and night”
• “I’m not hungry as soon as I stop
eating”
• “I am not food focused”
• “I feel in control”
• “I’m normal” (in respect to eating).

Phentermine
15mgs , 30mgs, 40mgs (oral)
Prepared with a slow release resin – single daily dosage
• Approved in the 1960s this drug has been the most commonly used weight management drug
in Australia and the United states for decades
• Phentermine is a sympathomimetic amine

• Improved cognitive restraint
• Lower levels disinhibition
• Reduced hunger

• It’s appetite suppressant effect is generally considered to be exerted through the hypothalamus,
but it is not certain that this is the only effect related to weight loss.
EVIDENCE
• Differences in weight loss at 6 months of 3.6 – 4.5 kg or %WL for phentermine-treated patients
vs placebo

Phentermine - Summary
• It is primarily a sympathomimetic
• It’s effects on dopamine and serotonin are trivial
• Therefore it has little or no addictive potential
• While it may be expected in some to raise blood pressure
there is no clear evidence that it does
• No evidence of increased CV risk
• There is generally the expected fall in BP associated with
weight loss

Phentermine Treatment

Side Effects

• Start with Duromine 15 mg/day.
• Most adult patients tolerate 30 mg/day some may need 40mg
• Evaluate for adverse effects.
I recommend
taking the dose in
• Evaluate for effectiveness
the morning

Common

• Weight loss
• Eating behavior – smaller meals – satiety – hunger - control

• Titrate dose to effectiveness
• Tachyphylaxis with lower effect
• Higher doses can be used – up to 40 mg

• Dry mouth
• Insomnia – typically fades quickly
• Increased energy

Warn patients of these
common early issues
They usually resolve
spontaneously

• Feeling anxious / palpitations, Other – e.g. constipation

Less Common
• Impotence, decreased sex drive, Irritability, Mood elevation

• If phentermine is effective and there are no adverse effects
it can be continued

Phentermine Contraindications and Precautions
• Unstable hypertension, history of heart disease,

Liraglutide 3mg for weight management
(TGA approved December 2015) SAXENDA®
Liraglutide is a human glucagon-like
peptide (GLP-1) analogue.that binds
to, and activates the GLP-1 receptor
(GLP-1R)

Liraglutide 3.0 mg

hyperthyroidism, anxiety disorders, Hx of Drug & Alcohol

GLP-1 is a physiological regulator of
appetite and calorie intake

abuse, Major psychiatric illness, pregnancy, breast feeding,
MAOIs, and glaucoma
• Caution with combined use with SSRI’s , ergot drugs, and

GLP-1 is hormone secreted from the distal gut in response to a meal
Slows gastric emptying = sense of fullness
Satiation
Central action to reduce hunger and proxvide prolonged satiety

clomipramine
Saxenda® Approved Product Information, December 2015

Weight loss with liraglutide 3.0 mg
Significantly greater and clinically meaningful weight loss in a wide range of patients

Liraglutide weight-loss review
Week 1

0.6
mg/day

Obesity and prediabetes patient
population1,2

Type 2 diabetes population1,3

Obstructive sleep apnoea
population1

Week 4
Week 3

1.2 mg/day

8.0% at week 56

Week 16
Weight-loss Review

3.0 mg/day

Dose escalation schedule

Maintenance dose

Patients who lost at least 5% of baseline weight after 16 weeks of treatment on
average lost 11.2% of their baseline weight at week 56

6.0% at week 56
compared with 2.0% in the placebo group (p<0.0001)

5.7% at week 32

Review progress
at 16 weeks

Treatment with Saxenda® should be discontinued after 12 weeks (at week 16)
on the 3.0 mg/day dose if a patient has not lost at least 5% of their initial
body weight

Re-evaluate
annually

The need for continuous use
annually

compared with 1.6% in the placebo group (p<0.0001)

1. Saxenda® Approved Product Information, December 2015. 2. Pi-Sunyer X et al. N Engl J Med 2015;373:11–22.
3. Davies ML et al. JAMA. 2015;314(7):687–699.

Summary of liraglutide 3.0 mg
safety profile
GI side effects are common

Most episodes of GI events were mild to moderate,
transient and the majority did not lead to discontinuation of
therapy

Dehydration

Potential risk of dehydration in relation to GI side effects

Gallbladder-related events

Associated with above average weight loss

Low rates of pancreatitis

Mild grade and
of short duration

Pi-Sunyer X et al. N Engl J Med 2015;373:11–22; Saxenda® Approved Product Information, December 2015

Week 5

2.4 g/day
1.8 mg/day

0.6 mg/day

compared with 2.6% in the placebo group (p<0.0001)

Treatment arm = Liraglutide 3.0 mg plus diet and exercise; Placebo = diet and exercise alone; Data are for patients in the
full analysis set, with last observation carried forward; Changes from baseline are estimated mean weight loss

•

Week 2

Half the liraglutide-associated
pancreatitis cases were associated with
gallstones

Long-term use should be informed by the limited longterm efficacy and safety data which are only
documented for 1 year

Saxenda® Approved Product Information, December 2015. Pi-Sunyer X et al. N Engl J Med 2015;373:11–22.

Contrave physician prescribing checklist cont…
Naltrexone/Bupropion CONTRAVE®1
CONTRAVE is available in a formulation of extended-release tablets that
contain 8 mg naltrexone HCl and 90 mg bupropion HCl1:
Naltrexone HCl2
• An opioid receptor
antagonist
• Indications: treatment of
alcohol dependence
and prevention of
relapse to opioid
dependence
• TGA approved since
1998

Bupropion HCl3
• A dopamine and
norepinephrine
reuptake inhibitor
• Indications: as an
adjunct to smoking
cessation in Australia
• TGA approved since
2000.

CONTRAVE is not approved for either of the naltrexone or
bupropion indications as monotherapies
1. Contrave Approved Product Information

Indications and Usage of Naltrexone/Bupropion CONTRAVE®1
CONTRAVE ® is

indicated as an adjunct to a reduced-calorie
diet and increased physical activity for the management of
weight in adult patients (≥ 18 years) with an initial body
mass index (BMI) of:
•
•

≥30 kg/m2 (obese), or
≥27 kg/m2 to <30 kg/m2 (overweight) in the presence of
one or more weight-related comorbidities
(e.g., type 2 diabetes, dyslipidemia or controlled
hypertension)

Dosage and Administration of Naltrexone/Bupropion CONTRAVE®1
The maximum recommended daily dose of CONTRAVE is 2 tablets twice daily for a
total dose of 32 mg naltrexone HCl and 360 mg bupropion HCl, which is reached at
the start of week 41

The need for treatment should be evaluated after 16 weeks and reevaluated annually.
Administration
• CONTRAVE tablets should be swallowed whole with some water. The tablets should
preferably be taken with food. The tablets should not be cut, chewed, or crushed.

1. Contrave Approved Product Information

1. Contrave Approved Product Information

Dosage and Administration of Naltrexone/Bupropion CONTRAVE®1
The need for continued treatment should be evaluated after 16 weeks and
re-evaluated annually

<5%

Treatment with CONTRAVE
weight loss
should be discontinued if a
patient has not lost at least
5% of baseline body weight
at 16 weeks

≥5%

CONTINUE CONTRAVE if a
weight loss
patient has lost at least 5%
of baseline body weight at
16 weeks

Contraindications to Naltrexone/Bupropion Contrave1
• Uncontrolled hypertension
• Seizure disorder or a history of seizures
• Patients with known central nervous system tumour
• Patients undergoing acute alcohol or benzodiazepine withdrawal
• Patients with history of bipolar disorder
• Patients currently dependent on chronic opioids or opiate agonists (e.g., methadone), or patients with
acute opiate withdrawal
• Pregnancy

Clinically meaningful weight loss was defined as having
achieved ≥5% weight loss at week 56.

• Patients with severe hepatic impairment
• Patients with end-stage renal failure
1. Contrave Approved Product Information

1. Contrave Approved Product Information

Naltrexone/Bupropion - CONTRAVE® Precautions1

Naltrexone/Bupropion - CONTRAVE® Precautions1
• Suicide and suicidal behaviour
• Seizures
• History of head trauma
• Excessive use of alcohol or addiction to cocaine or stimulants
• Treatment with CONTRAVE may result in lowered blood glucose in patient with
diabetes - the dose of insulin and/or diabetic medicinal products should be
assessed to minimise the risk of hypoglycaemia, which could predispose patients to
seizure
• Concomitant administration of medicinal products that may lower the seizure
threshold, including antipsychotics, antidepressants, antimalarials, tramadol,
theophylline, systemic steroids, quinolones and sedating antihistamines

• Cardiovascular Disease – There is no clinical experience establishing the safety of
CONTRAVE in patients with a recent history of myocardial infarction, unstable heart
disease or NYHA class III or IV congestive heart failure. Should not be used in
following populations as no clinical experience establishing safety:
• Recent History of MI
• Unstable Heart Disease
• NYHA Class III or IV Congestive Heart Failure
• Hepatotoxicity
• Renal impairment
• Hepatic Impairment
• Not to be used in moderate - severe hepatic impairment
• Neuropsychiatric Symptoms and Activation of Mania
• Drug Abuse and Dependence

• Consumption of alcohol during CONTRAVE® treatment should be minimised or
avoided
• Patients Receiving Opioid Analgesics

1. Contrave Approved Product Information.

Contrave physician prescribing checklist cont…

Where and how do we use medications?
• If you cannot provide the behavioural program out
source it
• To support weight loss and weight maintenance
• Reduce weight regain
• Diets, VLCD, balloons, surgery, or any other ……

• The action plan always has short and long-term aims
• Combine medications to enhance effect and reduce
individual doses
• Start low and go slow with the dosage
• Remember the stopping rule

Obesity Treatment of the future
As for dysregulation of blood pressure
and blood glucose we will need
combination drug therapy with lifestyle
interventions to successfully manage
clinically severe obesity
Please be realistic with your goals:
Achieving >5% or 10% sustained weight
generates major health benefits wherever your
patient starts

Combination
Pharmacotherapy
Diet

Physical Activity

Effective therapy and a sense of control is a lifestyle
enabler
Just this time it may work!
Lifestyle Modification
Adapted from source: www.obesityonline.org

