
Pearl, 32 

What did we and she do?

• Started on Metformin and Vildagliptin
• (ideal medication would be a GLP1 agonist –

slows gastric transit and helps with weight loss)

• Diet plan in the Gym (LCH) – encouraged to 
continue

• What happened?
• Big smile
• Hba1c 53mmol/mol
• Weight down by 6kg

• Why did it work?

http://www.pacifica.org.nz/young-womens-lounge/maunga-yellow/


Time to review 
the evidence

• During the trial, the risk of developing 
diabetes was reduced by 58% (P<0.001) 
in the intervention group. 

• Conclusions: Type 2 diabetes can be 
prevented by changes in the lifestyles of 
high-risk subjects. 



Time to review 
the evidence







Theresa, 28
• Weight 237kg, height 167cm, BMI 84kg/m2, EOSS 1, class 3

• Referred from bariatric team 
• To heavy for surgery (needs to lose approx. 60-70kg)

• Recent diagnosis of type 2 diabetes , HbA1c 51mmol/mol

• Weight problem longstanding and gradual increase, significant 
impact on QOL

• Emotional eating and food as reward, night time eating and 
binge eating, not full after meals (hungry 1-2 hours after large 
meal)

• Time and financial constrains (fast-food)

• Previously tried to lose weight exercise and team challenges

• Iron deficiency, mild NAFLD, Vitamin D deficiency



Theresa, 28
A. Start meal replacements with nutritionally complete product

B. Send to psychology for counseling

C. Start Duromine 15mg and increase to 30mg if tolerated

D. Start weight neutral or weight losing diabetes medications 

E. MDT approach with the bariatric surgeons

F. Consider additional weight management medications as part 
of the MDT – Orlistat, ContraveTM (Bupropion& Naltrexone), 
QysimiaTM (Duromine & Topiramate)

G. All of the above
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Theresa, 28

Key aspects:
• EOSS 1, Obesity class 3, BMI 84kg/m2, few 

complications

• Ideal candidate for bariatric surgery but 
need to lose 60kg prior to surgery

• What is the difference between case one 
and case two?

• What can do done to prepare her for 
bariatric surgery?



Theresa, 28

What cane be done:

1. MDT (medical, dietitian, psychologist)

2. Low Calorie Diet (LCD) with nutritionally complete 
product for at least 8-12 weeks

3. Supported by Duromine, Metformin, Orlistat, other 
weight management medications – for limited and 
pre-specified period with clearly outcome measure

4. Beck diet plan (CBT) and stress management 
techniques

5. CPAP for OSA (respiratory)



Complexities of Appetite Regulation

AGRP: agouti-related peptide; α-MSH: α-melanocyte-stimulating hormone; GHSR: growth hormone secretagogue receptor; INSR: insulin receptor; LepR: leptin 
receptor; MC4R: melanocortin-4 receptor; NPY: neuropeptide Y; POMC: proopiomelanocortin; PYY: peptide YY; Y1R; neuropeptide Y1 receptor; Y2R: 
neuropeptide Y2 receptor. Apovian CM, Aronne LJ, Bessesen D et al. J Clin Endocrinol Metab. 2015;100:342-362.

Obesity = a brain disease - Control Over Appetite Regulation



Gut Peptides That Regulate Appetite 

Murphy KG, Bloom SR. Nature. 2006;444:854-859.



Medications:

Phentermine    (DuromineTM)

Mechanism of action and pharmacokinetics 

• Phentermine is a sympathomimetic amine chemically related to amphetamine with significant 
anorectic activity and effects on the dopaminergic and noradrenergic nervous systems

• Appetite suppressant action of phentermine - through the hypothalamus

• Phentermine absorption from the resin complex formulation is slower and peak blood concentration 
is decreased but prolonged, compared with the same dose of phentermine hydrochloride

• Phentermine is readily absorbed from the gastrointestinal tract and excreted substantially in urine

• The half-life of phentermine is about 25 hours



Phentermine safety 
Cardiovascular effects 

increases blood pressure and heart rate, exposing patients to greater cardiovascular risk

blood pressure reduction is related to weight loss - in the first days after phentermine initiation 
blood pressure can rise

1. Avoid in patients with established CV disease

2. Phentermine as a weight maintenance medication

3. Low dose treatment with slow titration

4. Specialized in obesity management (PC)

5. Consult the data sheet

Phentermine plus topiramate combination therapy (EQUIP and CONQUER) - early slight increase 
in heart rate (mean 1.3 +/- 10.3 beats per minute), which was significant only in the 15/92mg 
combination



Phentermine evidence • Phentermine is the most commonly used drug in the 
treatment of obesity and has been in widespread use 
for over 55 years

• First approved by the US FDA in 1959 (history of 
anorectics, including phentermine – Colman)

• Most of the initial clinical trials, done in the 1950’s and 
60’s, were of relatively short duration and involved 
small cohorts

• ONE long-term, double-blind, randomized controlled 
phentermine trial: 108 obese women received placebo, 
continuous phentermine (30 mg/day) or intermittent 
phentermine (4 weeks on and 4 weeks off) for 36 
weeks.

• Weight loss was significantly greater in the continuous 
(12.2kg) and intermittent (13.0kg) groups versus 
placebo (4.8kg; p<0.001) (Figure 4)



Mid (46T, 7.5P)
-10.5%, 24 lb

CONQUER: Weight Loss Over Time
(Phentermine / Topiramate)

Placebo
-2.4%, 6 lb
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Completers (% of randomized) 564 (57%) 344 (69%)* 634 (64%)*

Full (92T, 15P)
-13.2%, 30 lb

*Statistically greater number of patients completing study on combination drug vs placebo, P < .0001

Data from patients who completed 56 weeks on treatment




