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Supplementary Box 1: Therapeutic and surgical weight-loss
interventions

For individuals living with obesity, weight loss of >10% is required to decrease cardiovascular
disease events.! Unfortunately, lifestyle interventions often have limited effect on weight loss,?

and therefore therapeutic or surgical interventions are often utilised.

Bariatric surgery provides a sustained weight loss of 20-30%, and 30-40% reduced mortality
risk.>* With a low surgery-related mortality risk of >0.1%, the socioeconomic gain of surgically-
induced weight loss is thus substantial. Currentinclusion criteria are based on age (18-65 years),
adiposity (BMI > 40, or >35 BMI combined with comorbidity) and the patient’s readiness for
lifestyle change. However, the field has expressed a need to reformulate the guidelines to enable
a substantial expansion of the pool of patients that can be offered these procedures.* We propose
that reformulated guidelines should include consideration of ethnicity, gender, age, adipose
distribution, and systemic markers of elevated cardiometabolic disease. The need for a pre-
surgical low-calorie diet is also questionable, given the lack of evidence that pre-operative
weight-loss actually reduces peri-operative risks and improves post-operative weight loss.®
Indeed, nutritional supplements, appetite suppressive drugs or intragastric balloons are more
effective in reducing liver volume than low-calorie diets,®” which might mean that a pre-surgical

diet is only needed in rare cases, for example, for individuals with BMI >50 kg/m?.

Weight-reducing drugs are also important tools to achieve weight loss. For instance,
subcutaneous injections of the long-acting glucagon-like peptide 1 (GLP1) receptor agonist
semaglutide (2.4 mg, once weekly), result in up to 16% weight loss, which is associated with
reduced hyperglycaemia, insulin resistance, blood pressure, dyslipidaemia, body weight, waist
circumference, fatty liver and inflammatory markers in patients with type 2 diabetes mellitus
(T2DM).%® Interestingly, GLP1 receptor agonists might also positively affect adipose tissue

distribution in patients with T2DM."°
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