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A critique of semaglutide (Wegovy®) for
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Abstract
Wegovy®, semaglutide 2.4 mg, is a glucagon-like peptide-1
analogue that has been approved by the National Institute for
Health and Care Excellence (NICE) for the treatment of adults
with obesity in the National Health Service (NHS). In this review,
we provide a reflection on NICE TA875 and its implementation

in the NHS.
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Introduction
In March 2023 the National Institute for Health and Care
Excellence (NICE) published its technology appraisal of
semaglutide (Wegovy®) for managing overweight and obesity
in adults, TA875." This is the second drug that NICE has
approved for obesity management from the class of glucagon-
like peptide-1 (GLP-1) analogues. In this review, we provide a
reflection on NICE TA875 from a national health service (NHS)
service provider point of view.

The clinical efficacy for Wegovy® (semaglutide 2.4 mg once
a week) as a weight loss medication was examined in the STEP
clinical trials.>® Semaglutide 2.4 mg resulted in 14.9% weight loss
at 68 weeks of treatment (12.4% vs. placebo) in people with
overweight or obesity without type 2 diabetes (T2DM) in the
STEP 1 trial;? and 9.6% weight loss at 68 weeks of treatment
(6.2% vs. placebo) in people with overweight or obesity and
T2DM in the STEP 2 trial 3

NICE TA875 recommended semaglutide 2.4 mg as an option
for weight management, including weight loss and weight
maintenance, alongside a reduced-calorie diet and increased
physical activity in adults, only if:
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e |tisused for a maximum of two years, and within a specialist
weight management service providing multidisciplinary
management of overweight or obesity (including but not
limited to tiers 3 and 4), and

e They have at least one weight-related co-morbidity and:

- abody mass index (BMI) of at least 35.0 kg/m?, or

- aBMI of 30.0 kg/m? to 34.9 kg/m? and meet the criteria
for referral to specialist weight management services.

- Lower BMI thresholds (usually reduced by 2.5 kg/m?) are
to be used for people from South Asian, Chinese, other
Asian, Middle Eastern, Black African or African-Caribbean
family backgrounds.

e Consider stopping semaglutide if less than 5% of the initial
weight has been lost after six months of treatment.

Challenges to implementation

The NICE technology appraisal provides an important step in

enabling people with obesity to access a potent treatment to

help them lose weight and improve their health and wellbeing
on the NHS. However, implementing NICE TA875 in the NHS is
likely to face multiple challenges: here, we include a few:

1. Around 7-10% of the adult population living in England have
a BMI 35 kg/m? and above;® the majority of them would be
eligible to receive Wegovy® on the NHS. While not all eligible
individuals would want medical therapy for obesity, it is likely
that the number of people desiring, and who would benefit
from, such a treatment, far outweighs the capacity of
current specialist multidisciplinary weight management
services. Subsequently, there is a need to expand current
specialist weight management services and to increase their
availability in primary and secondary care. Commissioners
may also want to take a stepwise approach in implementing
NICE TA875, beginning by focusing on people who may
benefit most from the treatment. These include, for
example, people with prior cardiovascular disease who are
45 years of age or older,”® people with heart failure and
preserved ejection fraction," and people without T2DM (see
comment 6 below).

2. ltis not clear in NICE TA875 what defines a “weight-related
co-morbidity”. The STEP trials included people with BMI of
30 kg/m? regardless of complications; or BMI >27 kg/m?and
T2DM or at least one other complication, including
cardiovascular disease, dyslipidaemia, hypertension and
obstructive sleep apnoea. However, obesity-related co-
morbidities are much wider than those selected for inclusion
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in the STEP trials. They include, for example, osteoarthritis,
depression, polycystic ovary syndrome (PCOS), idiopathic
intracranial hypertension and metabolic-associated fatty
liver disease (MAFLD). We believe, that in the absence of a
clear definition of a “weight-related co-morbidity” from
NICE, the wider definition should be used based on clinical
judgement.

The group with BMI 30-34.9 kg/m? raises a significant
challenge to clinical services. NICE included this group based
on the assumption that referrals are made to specialist
weight management services (tier 3) only rarely from this
cohort. Subsequently, NICE predicted that this population
would represent a very small number of people eligible for
semaglutide. However, we expect a significant increase in
referrals to obesity services from this population following
the NICE appraisal. This is likely to be driven by individuals’
justified desire to access effective medical therapies for
obesity, and by the strong advertisement campaign of the
drug in the media. We expect that each region in England
will need to make some difficult decisions around
prioritisation and about their ability to support this
population, at least at the initial stage.

The 5% weight loss target at six months is proposed to
differentiate between responders and non-responders to
the treatment. This is to ensure that treatment is directed
towards those who will benefit most from it. However, how
that would affect people with T2DM who are already on
GLP-1 analogue therapy is not clear. Those individuals are
likely to have lost some weight already through GLP-1
analogue therapy. While a switch to Wegovy® is likely to
provide a top-up of their GLP-1 dose and result in more
weight loss, they will be disadvantaged in attempting to
reach the same weight loss target at six months as GLP-1
analogue-naive individuals.

Similar to the position with Saxenda® (liraglutide 3.0 mg),
NICE only recommended treatment with semaglutide for
obesity management for a maximum of two years on the
NHS. Data from the STEP 4 and STEP 1 extension trials
suggest that people with obesity who stop semaglutide
regain half to two-thirds of the initial weight loss at around
one year off treatment.>?Many individuals who respond well
to treatment will be disappointed if it is then discontinued.
Unless obesity treatment is accepted to be life-long, similar
to other chronic diseases, this is likely to result in repeated
referrals to obesity services for the same individuals. Thus,
each commissioning body will need to decide whether
people could be referred for another course of treatment
and, if so, after how long.

The benefits of temporarily switching other GLP-1 analogue
therapies to Wegovy® in people with T2DM, in terms of
kilograms in weight lost, will also be questionable;
particularly with the arrival of newer medications for T2DM
that project significant weight loss.”

Despite the NHS price discount, the cost of the drug,
considering the large number of potential users, is likely to
represent a huge burden and a challenge to many
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Key messages

A Availability of weight management services and
drug cost are a barrier to people accessing obesity
medications on the NHS.

A Prioritisation and a step-wise approach are likely
needed in order to deliver NICE TA875 locally.

A |n people with obesity and type 2 diabetes,
temporarily switching existing GLP-1 analogues to
Wegovy® is of questionable weight loss benefit.

commissioners in a climate of restricted resources.
Subsequently, there is a need to increase funding for the
NHS in general and obesity services in particular. There is
also a call to pharmaceutical companies to review their profit
margins to enable more people to access new treatments
for obesity.

Conclusion

In summary, while semaglutide 2.4mg (Wegovy®) delivery is
likely to carry challenges in clinical practice in the NHS, NICE
TA875 is a welcome step in recognising obesity as a disease
and improving access to medical therapy for people with
obesity.
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inform individual clinicians
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several centres the clinical
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world clinical practise
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This audit allows you
to analyse the data of your
own patients for your own
local interest and at the
same time the data will
automatically be available
for international analysis
of anonymised data

Diabetologists

WORLDWIDE AUDIT OF TESTOSTERONE
DEFICIENCY IN MEN WITH TYPE 2 DIABETES

‘In men with diabetes who have symptoms or signs of hypogonadism such as decreased
sexual desire (libido) or activity, or erectile dysfunction, consider screening with
a morning serum testosterone level’.
American Diabetes Association Standards of Medical Care in Diabetes 2021

Google “ABCD Testosterone Audit”

Free audit / Open to any HCP who uses testosterone therapy in diabetic patients
Primary and secondary care centres encouraged to participate / All contributors
will be acknowledged in all papers and presentations / Biggest contributors will be
offered the possibility of being co-authors
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