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Phases of Obesity Treatment

Phase I
(Weight Loss)

3-6 months

Phase II
(Weight-Loss Maintenance)

Indefinitely

When you stop treatment,
the disease comes back!
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Stepped Care Approach to Obesity 
Management

Hypocaloric 
diets
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Lifestyle 
intervention

Pharmaco-
therapy

Intragastric 
devices

Gastric 
pacemaker

Roux-N-Y
Gastric Bypass

Biliopancreatic 
diversion

Treatment Intensity

Sharma 2005

Adjustable gastric 
banding



Characteristics of the 
ideal Anti-Obesity Drug

• Reduce body weight

• Maintain weight loss

• Well tolerated

• Long-term efficacy

• No rebound effect 

• Reduce morbidity

• Reduce mortality

Sharma 06



Does weight loss lead to improvement in 
outcome? 

• 10kg loss leads to:

– Reduction in total cholesterol of 0.25mmol/l

– Reduction in systolic BP of 6mmHg

– Reduction in diastolic BP of 3mmHg

• ANY weight loss in people with an obesity related 
illness leads to:

– In women - Reduced risk of death, CVD, cancer or diabetes 
related death

– In men – Reduced risk of diabetes related death



FDA/EMA
STANCES ON EFFICACY OF ANTIOBESITY DRUG

• 5% mean weight loss

vs placebo at 1 year

• 35% or more the 
proportion of
subjects who lose
weight respect to
placebo

• 10% mean weight
loss vs placebo at 1 
year

• 50% or more the 
proportion of
subjects who lose
weight respect to
placebo

FDA                                        EMA



OFF LABEL DRUGS

• Sibutramine

• Rimonomant

• Antidepressant: bupropion, fluoxetin

• Topiramate

• Fentermina

• Metformin

At least 350 drugs are in the pipeline
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SibutramineSibutramine: 2: 2--Year EfficacyYear Efficacy
Weight Loss and Weight MaintenanceWeight Loss and Weight Maintenance

Placebo + Diet & Exercise M 6Placebo + Diet & Exercise M 6--2424

SibutramineSibutramine + Diet & Exercise M 6+ Diet & Exercise M 6--2424

MonthMonth

Adapted from: James WPT, et al. Lancet. 2000;356:2119-2125.

1212 2424

SibutramineSibutramine + Diet + Diet 

& Exercise M 1& Exercise M 1--66



SIBUTRAMINE





SCOUT TRIAL



Rimonabant
CB1 blockade reduces multiple 

cardiometabolic risk factors

Ravinet Trillou et al 2003; Bensaid et al 2003; Pagotto et al 2005;
Van Gaal et al 2005; Carr & Brunzell 2004; Caballero 2003; Eckel et al 2005

Metabolic syndrome

Abdominaal obesity

Pro-infiammatory stage

Atherogenic
dyslipidemia

Glucose intolerance
Insulin resistance

CB1 RECEPTOR BLOCKADE 

Adiposità
Intra-addominale



Pi-Sunyer, F. X. et al. JAMA 2006.

Rimonabant
• Cannabinoid-1 receptor blocker

– Reduces overactivation of the central & peripheral endocannabinoid
system

• 3045 pts with BMI>27 and HTN or dyslipidemia

• 4-wk single blind placebo + diet run-in

– Randomized to 5 mg daily, 20 mg daily, or placebo for 1 year

– Treated pts re-randomized to placebo or continued rimonibant for 2nd 
year

• High drop out rate~ 50% in all groups

• Most common side effect was nausea (11.2% vs 5.8%)



Metabolic parameters
Rimonomant and metabolic syndrome
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Rimonomant (ACOMPLIA)





SHORT TERM APPROVAL



18

Drug use data: 1991-2002

Annual volume of antiobesity medications reported in the United States, 1991–2002, IMS HEALTH 

National Disease and Therapeutic Index. Data for 2002 are an estimate (E) based on January to March 

2002 figures. HCl indicates hydrochloride. 

From: Stafford: Arch Intern Med, Volume 163(9).May 12, 2003.1046–1050



LONG TERM APPROVAL



Orlistat- XENDOS TRIAL



Orlistat- XENDOS

• After 4 years’ treatment, the cumulative 
incidence of diabetes was:

– 9.0% with placebo 

– 6.2% with orlistat

• This corresponds to a risk reduction of 37.3% in 
all patients (P 0.0032). 

• Risk reduction in patients with IGT was 45.0%



METANALYSIS
ORLISTAT



Orlistat – Side effects

• Because it blocks intestinal absorption of fat it can result in 
diarrhea and steatorrhea

• This is minimized by maintaining a strict low fat diet (<30% of 
diet)

• Another concern is the loss of fat soluble vitamins with a 
potential for malnutrition.

• To prevent this, recommend a daily multivitamin for all 
patients on this therapy



LOCARSERIN (FDA)



LORCASERIN TRIALS



(FDA)

-14%





SAFETY

• Dry mouth, constipation, insomnia (phentermina
effects)

• Dizzness, paresthesia, metabolic acidosis, alopecia, 
hypokalaemia (topiramate effects)

Potential effects

Teratogenicity, elevation in resting hearth rate 
depression

Case report: miopia, secondary angle closure
glaucoma



Naltrexone/Bupropion Trial

Glucagon-like peptide-1 
recector agonist







EMA/FDA

• MYSIMBA (NALTREXONE E BUPROPIONE) EMA
• CONTRAVE (NALTREXONE E BUPROPIONE) FDA

SOLO PAZIENTI OBESI O IN SOVRAPPESO CON PIU’ 
FATTORI DI RISCHIO 

(ipetensione/ipercolesterolemia/diabete)

Se dopo 16 settimane il paziente non perde almeno 
il 5% del peso iniziale, il farmaco non può essere 

più prescritto





SAXENDA
APPROVATO DA FDA 15-01-2015

• LIRAGLUTIDE

• SAXENDA E VICTOZA HANNO LO  STESSO 
PRINCIPIO ATTIVO

• SONO DIVERSE LE DOSI: 3MG E 1.8 MG

• SAXENDA NON E’ INDICATO PER IL 
TRATAMENTO DEL DIABETE MELLITO



GLUCOMANNANO

• Fibra con la viscosità più elevata (1g x 200 ml di acqua)
Raggiunge 100 volte il suo volume

• Estratta dalla radice dell’ Amorphophallus konjac con 
numerosi effetti benefici legati alla sua capacità di legare 
acqua e di essere fermentata dall’intestino

Catena polisaccaridica
ramificata 

composta da unità di 
D-mannosio e D-glucosio



GLUCOMANNANO

Rallenta l’assorbimento degli zuccheri 
Riduzione insulino-resistenza

Riduce l’assorbimento dei grassi

Riduce riassorbimento e sintesi acidi biliari
Sintesi epatica di colesterolo ridotta

Forma una massa gelatinosa nello stomaco 
rallentando lo svuotamento gastrico (>>senso 
di sazietà)

• Viene fermentato dalla microflora (effetto salutistico)
• Aumento massa fecale
• Regolarizzazione del transito intestinale

EFFETTO MECCANICO

EFFETTO METABOLICO

EFFETTO MICROBIOLOGICO E REGOLARITÀ INTESTINALE

Riduzione colesterolemia



Meta-analisi del 2008

CLAIM EFSA:
4 g/die di glucomannano
permettono il mantenimento di 
normali livelli di colesterolo

CLAIM EFSA:

3g/die glucomannano, suddiviso
in 3 somministrazioni, insieme a 1-
2 bicchieri di acqua, prima dei pasti
e nell’ambito di una dieta
ipocalorica, promuovono
il calo ponderale





TAKE HOME MESSAGES

• Diet/lifestyle changes remain the mainstay of the 
treatment of obesity

• In patients not reaching goals, drugs might be an 
important tool

• Expect only modest weight loss at best with current drugs

• Be aware of their indications and contraindications

• Off label use of non-indicated products is not 
recommended

• Investigational agents may offer hope for treatment of 
obesity in the future



Thanks for your attemption

“But Doc, isn’t there a 
pill I can take?”


