
Most obesity drugs do not improve quality of life or reduce
cardiovascular risk, analysis finds
Ingrid Torjesen

Obesity drugs such as semaglutide (Wegovy) and
tirzepatide (Mounjaro) produce substantial weight
loss for patients but do not meaningfully improve
their quality of life, and most do not show
cardiovascular benefits at one year, shows a
meta-analysis of latest trial data published in The
BMJ.1

A key finding was that the obesity drugs associated
with the most weight loss were also generally
associated with greater harms, including
gastrointestinal symptoms, fatigue, and loss of lean
musclemass, andweremore likely tobediscontinued
by patients.

Importantly,weight loss achievedwhile peoplewere
taking the drugswasnot sustained after they stopped
treatment.

Previous meta-analyses have focused on weight loss
outcomes, andobesitydrugshavenot beencompared
directly in head-to-head trials, leaving uncertainty
over the broader balance of benefits and harms,
prompting this meta-analysis.

The trials it included were primarily designed to
assessweight loss, and the researchers acknowledged
that longer term trials are needed to better determine
the effects of obesity drugs on cardiovascular, kidney,
and other important outcomes.

Their meta-analysis evaluated 19 currently available
andemergingobesitydrugs, usingdata from262 trials
that compared one or more drugs with lifestyle
changes, placebo, or another drug. The 99 791
participants were followed up for between 12 and 172
weeks for benefits of loss of weight, loss of fat mass,
and improvement in quality of life and for harms such
as loss of lean mass, gastrointestinal adverse events,
gallbladder related disorders, and fatigue.

In comparison with lifestyle changes alone,
tirzepatide and cagrilintide-semaglutide produced
the largest weight loss after one year, of 14.9% and
14.8%, respectively, followed by oral semaglutide
(10.9%), orforglipron (9.9%), subcutaneous
semaglutide (9.8%), and phentermine-topiramate
(8.1%).

Emerging drugs, including retatrutide, ecnoglutide,
and mazdutide, showed large effects on weight loss
but are supported by low or very low certainty
evidence.

Tirzepatide reduced fat mass the most (25.7%) but
also reduced lean mass the most (8.3%).
Subcutaneous semaglutide was the only drug
associatedwith reduced risk of death fromany cause
(19%), reduced risk of heart attack (28%), and
progression of kidney disease (20%). Subcutaneous

semaglutide was also associated with a reduced risk
of heart failure (57%), as was tirzepatide (51%).

No drug convincingly reduced the risk of kidney
failure or showed clinically important improvements
in quality of life.

The meta-analysis showed that obesity drugs that
produced greater weight loss were consistently
accompanied by higher rates of side effects and
treatment discontinuation, “indicating a clear benefit
harm trade-off,” the researchers wrote.

“Treatment decisions for obesity should be
individualised, balancing expected benefits, harms,
treatment burden, costs, availability, and patient
preferences,” they said. “Somepatientsmayprioritise
maximal weight loss, whereas others may place
greater value on evident reductions in mortality or
cardiovascular risk.”

Marie Spreckley, a weight management researcher
at theUniversity of Cambridge,whowasnot involved
in the study, said the meta-analysis provided an
important comparative overview of the rapidly
evolving evidence on obesity treatments but needed
to be interpreted carefully.

“The findings do not show that obesity medications
havenowider health benefits. Rather, theyhighlight
that while the evidence for weight loss is strong,
evidence for some longer term outcomes is still
developing and differs considerably between
individual medications.

“This is particularly important for cardiovascular
outcomes.Manyweight loss trialswerenot primarily
designed or sufficiently long to assess outcomes such
as heart attacks, heart failure, or mortality. The
absence of demonstrated benefit for all medications
should therefore not be interpreted as evidence that
these benefits do not exist.”

NaveedSattar, professor of cardiometabolicmedicine
at the University of Glasgow, also not involved in the
study, agreed. He said, “We now have consistent
evidence from multiple large scale cardiovascular
outcome trials of GLP-1 receptor agonists in type 2
diabetes, including semaglutide (both injectable and
oral formulations), dulaglutide, albiglutide, and
efpeglenatide, demonstrating reductions in major
cardiovascular events compared with placebo.”

He added that the discussion on quality of life
warranted greater nuance. “There is already
considerable evidence that many individuals
experience meaningful improvements in wellbeing
that are not adequately captured by traditional
patient reported outcome measures. This may help
explainwhymillions of peopleworldwide arewilling
to pay for these medications out of pocket, whereas
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comparatively few would do so for treatments such as statins or
antihypertensive drugs.”

In a linked editorial in The BMJ, Hamlet Gasoyan and Michael
Rothberg of the Primary Care Institute at the Cleveland Clinic in
Ohio, wrote, “This study represents an important step in providing
comparative information to inform patient-clinician discussions
about obesity drugs in this rapidly evolving landscape of treatment
options.”2

They added, “Future studies that incorporate individual
characteristics, as well as long term outcomes, such as mortality,
should provide additional data to inform individualised decision
making.”

Of the 19 drugs assessed in the meta-analysis only semaglutide,
tirzepatide, liraglutide, naltrexone-bupropion, and orlistat are
currently licenced in the UK to treat obesity. Metformin is used off
label for obesity in the UK, and the other drugs are either approved
in other countries or are being tested in clinical trials.

1 Nong K, Shi Q, Xie X, et al. Comparative effects of drugs for adults with overweight or obesity:
systematic review and network meta-analysis. BMJ 2026;394:e372161.

2 Gasoyan H, Rothberg MB. Comparing benefits and harms of obesity drugs. BMJ
2026;394:e725349.
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