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Off-label drugs for obesity
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We do not believe the article ‘Medicines for long-term 
obesity management’1 is consistent with the NPS 
MedicineWise philosophy, to provide independent 
and evidence-based advice to health professionals. 

The concluding statement ‘They [weight-loss drugs] 
are useful during the weight loss phase, but are 
essential in the maintenance phase’ is contentious 
but presented as fact. Despite these drugs being 
used for decades, there are still no trials reporting 
their benefit on end points, such as cardiovascular 
events and death. A Cochrane review of their long-
term effects in people with hypertension found 
only one randomised trial reporting cardiovascular 
outcomes. This showed no differences in all-cause 
mortality or cardiovascular mortality or morbidity.2 

Some drugs, such as topiramate, are not approved 
in Australia for weight loss, but this was glossed 
over. Saying that ‘no one has applied to register it for 
treating obesity’ is insufficient justification for off-
label use. The article seems to only consider positive 
news on drugs. For example, it says semaglutide 
‘is under consideration by European authorities for 
the treatment of obesity’, but does not mention 
that marketing authorisation was refused for 
phentermine/topiramate due to safety concerns. 

Despite the author acknowledging that there is no 
evidence base to support using a combination of 
drugs, several potential combination regimens are 
suggested on theoretical grounds. This is not in line 
with the evidence-based philosophy that underpins 
the work of NPS MedicineWise. 

Conflicts of interest also call into question the 
independence of some recommendations. It is 
now recognised that pharmaceutical sponsorship 
may influence the reporting of trial results and 
recommendations made about medicines.3 
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Joseph Proietto AM, the author of the article, 
comments: 

The need for medicines to maintain weight 
loss is based on the fact that nearly everyone 

regains weight after weight loss. I agree that there is 
a need to test these drugs for long-term safety. The 
problem is that regulatory authorities mandate that 
to register a drug to treat obesity it must show 5% 
weight loss. In fact, they should mandate safety 
studies with long-term use. 

So far, we have a 3.8-year safety study showing 
that liraglutide improves cardiovascular outcomes 
in patients with type 2 diabetes.1 A two-year 
study of patients with diabetes and established 
cardiovascular disease showed that semaglutide 
once weekly reduced cardiovascular events.2 
Another two-year study concluded that a 
combination of phentermine and topiramate 
maintained weight loss and improved cardiovascular 
and metabolic variables and decreased rates of 
incident diabetes compared to placebo.3 A study 
to assess cardiovascular safety for naltrexone/
bupropion was terminated early following an 
interim analysis after 25% and 50% of expected 
cardiovascular events had occurred. More research 
is needed, however the 25% and 50% data showed 
a mild reduction in events in the treatment group. 
Topiramate was mentioned because it is the only 
obesity drug that is cheap and thus affordable for 
most, and it was approved by the US Food and Drug 
Administration in combination with phentermine. 

REFERENCES

1. Marso SP, Daniels GH, Brown-Frandsen K, Kristensen P, 
Mann JF, Nauck MA, et al; LEADER Steering Committee; 
LEADER Trial Investigators. Liraglutide and cardiovascular 
outcomes in type 2 diabetes. N Engl J Med 2016;375:311-22.  
https://doi.org/10.1056/nejmoa1603827 

2. Marso SP, Bain SC, Consoli A, Eliaschewitz FG, Jódar E, 
Leiter LA, et al; SUSTAIN-6 Investigators. Semaglutide 
and cardiovascular outcomes in patients with type 2 
diabetes. N Engl J Med 2016;375:1834-44. https://doi.org/ 
10.1056/nejmoa1607141 

3. Garvey WT, Ryan DH, Look M, Gadde KM, Allison DB, 
Peterson CA, et al. Two-year sustained weight loss and 
metabolic benefits with controlled-release phentermine/
topiramate in obese and overweight adults (SEQUEL): a 
randomized, placebo-controlled, phase 3 extension study. 
Am J Clin Nutr 2012;95:297-308. https://doi.org/10.3945/
ajcn.111.024927 

http://creativecommons.org/licenses/by-nc-nd/4.0/
http://www.nps.org.au/australianprescriber
https://doi.org/10.18773/austprescr.2022.046
https://www.nps.org.au/australian-prescriber/articles/medicines-for-long-term-obesity-management
https://www.nps.org.au/australian-prescriber/articles/medicines-for-long-term-obesity-management
https://doi.org/10.18773/austprescr.2022.009
https://doi.org/10.18773/austprescr.2022.009
https://doi.org/10.1002/14651858.CD007654.pub5
https://doi.org/10.1136/bmj.l6576
https://doi.org/10.1056/nejmoa1603827
https://doi.org/10.1056/nejmoa1607141
https://doi.org/10.1056/nejmoa1607141
https://doi.org/10.3945/ajcn.111.024927
https://doi.org/10.3945/ajcn.111.024927

