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GLP-1 receptor agonists (GLP-1RAs) like semaglutide
and tirzepatide are increasingly used in clinical practice,
given their proven efficacy in managing obesity and type 2
diabetes (T2D) [1]. This guide and infographic (Fig. 1;
also available as online suppl. material, see https://doi.
0rg/10.1159/000546472) support primary care staff in
managing adult patients on these medications.

What Are GLP-1RAs, and How Do They Work?

GLP-1RAs replicate the activity of the endogenous
incretin hormone GLP-1, which is secreted by the gut in
response to food intake. GLP-1RAs promote weight loss by
reducing appetite via slowed gastric emptying and acting
on the brain’s appetite centres. They enhance insulin se-

cretion in a glucose-dependent manner, reducing the risk
of hypoglycaemia and concurrently suppressing glucagon
secretion, leading to decreased hepatic glucose production
[2]. Gastric inhibitory polypeptide is also a gut hormone,
which plays a role in appetite reduction.

Which GLP-1RAs Are Licenced for Obesity?

For obesity treatment, only liraglutide 3.0 mg, sem-
aglutide 2.4 mg, and tirzepatide 5, 10, and 15 mg are li-
cenced in adults. Semaglutide and liraglutide are GLP-
1RAs, while tirzepatide is a dual GLP-1/gastric inhibitory
polypeptide co-agonist. Dosing schedules are detailed in
Figure 2a. Patients may privately obtain these medications,
so it’s important to enquire non-judgmentally (e.g., “To
ensure safe prescribing, are you taking any weight loss
medications you buy online?”).
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10 Top Tips for the management
of GLP-1 receptor agonists in

adults within primary care

LJ Dobbie, HM Parretti, E Fallows, S LeBrocq, S De Giorgio,
B McGowan, DC Patel

Introduction

There are three glucagon-like peptide-1receptor agonist (GLP-1RA) medications
that are now available in the UK for the treatment of obesity, with more being
developed. This d 1t is intended to support primary care clinicians when
seeing patients who may be accessing these medications.

It is not intended to replace seeking specific advice from a specialist weight
management service (SWMS) (at present these medications are not routinely
prescribed for obesity management in primary care).

The infographic includes “at a glance” information with more detail on each tip in
the accompanying article. We strongly that the 1ying article
is read as it includes important issues and information to consider when seeing
these patients.

Important considerations for primary care

Enquire specifically about the use of privately prescribed GLP-1RAs:
with increasing numbers of people purchasing GLP-1RAs privately, you
may wish to enquire specifically about their use when seeing patients
who present with falls/dizziness (over-treatment with anti-
hypertensives following weight loss), vomiting, constipation, biliary
disease and pancreatitis.

Be cautious of “masked malignant weight loss™: it is important not to
miss weight loss from malignancy particularly in those over 50. Not all
weight loss whilst on a GLP-1RA may be benign. Close surveillance off
medication is advised with prompt investigation if weight regain is not
observed over a few weeks.

Beware of polypharmacy: encourage early medication reviews:
encourage patients on GLP-1RAs and multiple other medications,
particularly insulin/gliclazide/anti-hypertensives/warfarin/DOAC to
have a medication review as soon as possible.

Beware of return of fertility: ensure women of child-bearing age are
using effective contraception if required, please note that GLP-1RA
medications can affect progesterone absorption in oral
contraceptives.

Refer to wider services to reduce risks of malnutrition: refer to local
dietetics, on-line weight management programmes such as (Lose
weight - Better Health - NHS (www.nhs.uk)) and health coaches to
provide support for improved nutrition if your patient has not been
provided with this by the prescriber.

Key abbreviations used in the infographic
GLP-1RA: glucagon-like peptide-1receptor agonist
GIP: glucose-dependent insulinotropic polypeptide
SWMS: specialist weight management service
NICE: National Institute for Health and Care Excellence
BMI: body mass index
CVD: cardiovascular disease
MASLD/MASH: metabolic-associated steatotic liver disease/
ic dysfunction-: i itis
OSA: obestructive sleep apnoea
OA: osteoarthritis
CKD: chronic kidney disease
HFpEF: heart failure with preserved ejection fraction
Gl: gastrointestinal
DOAC: direct oral anticoagulant
AKI: acute kidney injury
T2DM: type 2 diabetes mellitus
NAION: nonarteritic anterior ischemic optic neuropathy

(Figure continued on next page.)
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Who Is Eligible, and What Support Do Patients Need?

Within the UK, National Health Service (NHS) adult
patients can be prescribed GLP-1 agents licenced for T2D
according to local guidance. However, at present primary
care staff cannot prescribe GLP-1 RA for obesity and
currently must refer patients to specialist weight manage-
ment services. There are also National Institute of Clinical
Excellence (NICE) approved digital providers of wrap-
around care to support prescribing of GLP-1RA [4].
NICE recommends prescribing semaglutide 2.4 mg with
dietary and physical activity support for adults with weight-
related complications (i.e., cardiovascular disease) and
BMI >35 kg/m? (or exceptionally >30) within specialist
services [5]. Due to supply and funding constraints, most
UK patients cannot access semaglutide 2.4 mg, even in
specialist services. Tirzepatide has been evaluated by NICE
for obesity management and will have a phased roll-out [6].
NICE recommends that patients receive support from a
multidisciplinary team delivering comprehensive weight
management programs, emphasizing calorie restriction,
increased physical activity, and behavioural interventions
for long-term success by trained professionals [7].

Benefits of GLP-1RAs?

GLP-1RAs significantly reduce weight and improve
glycaemic control, with emerging benefits for other
obesity-related health conditions. Combined with behav-
ioural interventions, semaglutide 2.4 mg achieves an av-
erage 15% weight loss at 1 year, while tirzepatide 15 mg
reaches 22% at its top dose of 15 mg. Weight loss also
occurs at lower doses if higher doses are not tolerated due
to side effects. There are emerging/established benefits for
cardiovascular disease, heart failure, chronic kidney dis-
ease, sleep apnoea, osteoarthritis, and metabolic-associated
steatotic liver disease [8].

Excessive Weight Loss and Risk of Malnutrition?

Some patients, termed “super-responders,” lose more
weight than expected. Additionally, some patients with
normal weight may risk underweight by privately pur-
chasing GLP-1 RAs off-licence. While weight loss benefits
those with obesity, excessive loss may signal underlying
pathology rather than the GLP-1 RA’s effect.
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https://doi.org/10.1159/000546472

TOP TIPS

for the management of GLP-1
receptor agonists in adults
within primary care

01 GLP-IRAs reduce appetite by slowing gastric

emptying and acting on the brain’s appetite
How do GLP-TRAs ; centres, thus promoting weight loss through
work?

increased satiety and reduced caloric infake.
Currently, there is little research on how they

effect diet quality and patterns.

Which GLP-1RAs are
NICE recommends semaglutide prescribed with
dietary and physical activity support for adults

licensed for
with a weight-related condition and BMI 35 or higher

()

Liraglutide 3.0mg, semaglutide 2.4mg and
tirzepatide 15mg are licenced for obesity.
Whilst semaglutide and liraglutide are GLP-1
receptor agonists, firzepatide is a GLP-1/GIP
co-agonist.

obesity?

03.

0000 Whois eligible and ; (exceptionally BMI 30 and meet criteria for SWMS).
q F q ? ) NICE recommends firzepatide with support as for
W3l what supportdo semaglutide, for adults Titho wewgh?—r’rzlared
theyneed?* | condition and BMI 35 or higher, it can be prescribed
outside of SWMS.
Semaglutide 2.4mg shown to result in 15%
average body weight loss at 1year. 04
Tirzepatide 15mg shown to result in 22% * ﬁ
average weight loss at 1year at top dose | Benefits of GLP-
(15m) I=

TRAs

Increasing evidence of benefits to
cardiometabolic health including CVD, HFpEF,

CKD, OSA, OA, MASLD/MASH.

Common side
It is essential to be aware of these rare side
effects and counsel patients about signs and

Most commonly Gl side effcts such as nausea,
diarrhoea, constipation, abdominal pain and
reflux. These are dose-dependent and usually
improve with time once dose stabilised. Need to

counsel patients about these and advise how to
effects of GLP mitigate such as maintaining hydration, eating
TRAs ! smaller volumes, slower dose escalation.

06.

symptoms that require medical review. Rare, but
severe Gl side effects include: acute | S€VEre, butrare
pancreatitis, cholecystitis, and bowel obstruction. .
There have boen reports that Glp-RAs can | SidE €ffects of GLP-
increase suicidal ideation, but analyses including | JRA§

of semaglutide trials haven't confirmed this.
Significant weight loss lead to significant
07. improvements in co-morbidities. Therefore,

patients on GLP-IRAs may need de-prescribing or

Medications thatmay ! down-itration of other medications. In particular,
. anti-hyperfensives and anti-hyperglycaemics.
= need adjustingafter | oihers that may need review include: DOACS,

levothryoxine, opiates, anti-epileptics (note this is
not an exhaustive list).

08.
Considerationsin
women of child-

bearingage

startinga GLP-1RA

It is important o counsel women of child-bearing
age that fertility may return with significant weight
loss and they should ensure they have appropriate
contracepfion in place [nofe GLP-IRAS may affect

1 of oral p soanal

method may be required). Human data are limited,

but animal studies indicate that GLP-IRAs may have

some feratogenic effects. Advise women to stop
two months before trying to conceive.

Potential longer term risks may include: dehydration
09 and ophthalmic complications: NAION, and in
particular, worsening diabetic retinopathy in

— T2DM**. It is prudent for all patients with T2DM on
(@) Whatarethelonger | ...\ 0 il cramination and any
termrisks of GLP- ! vision changes need investigation. Anaesthetic risks

due to risk of gastroparesis: omit daily dose on day
of surgery or weekly dose a week prior fo surgery.

10.

1RAs?

Some may experience significantly more weight
loss than typical, while some healthy weight

patients purchase GLP-IRAs pnvme\y outside of . .
license and risk underweight. It is essential ot 1o | EXC@SSIVE Weight | \,\\
attribute substantial, une: \;M oss solely :
o oLp R loss andrisk of

iry to rule out

serious underlying pathology. Support patients on

GLP-IRAs to maintain healthy protein intake and a

diverse diet to reduce malnutrition risk. Strength
training can help preserve muscle mass.

malnutrition

*Primary care clinicians cannot prescribe firaglufide and 5emug/u?rde for obesity, but need refer to SWMS.
Different BMI thresholds apply for different eth liabetic refir is more common
with high baseline HbAIc, insulin use and p hy. Early llance is fed for

these patients.

Fig. 1. Ten top tips for GLP-1 RAs in adults within primary care
summary infographic.

Management of GLP-1RAs in Primary Care

For example, if a patient maintains stable weight re-
duction for a year but then loses more weight after
6 months on the same GLP-1RA dose, secondary causes
should be investigated, especially due to a higher ma-
lignancy risk in patients with obesity.

It is essential not to attribute significant, unexpected
weight loss solely to GLP-1 RAs without further enquiry.
Excessive weight loss or continued loss after stopping the
medication should be investigated as per any unexplained
weight loss.

People with obesity often experience malnutrition, a
“double burden” [9] that may be exacerbated by GLP-
1RA use. Patients using GLP-1RAs should maintain a
diet rich in healthy proteins and whole foods while
avoiding ultra-processed foods, especially in those with
frailty. Strength training can help preserve muscle mass
during treatment and prevent weight regain after
stopping the medication. Patients should be referred to
health coaches, dietitians, physiotherapists, or online
weight management programmes for additional
support.

Common Side Effects?

GLP-1RAs commonly cause gastrointestinal side ef-
fects that are dose-dependent and typically settle once the
dose stabilizes. Patients should be educated on gastro-
intestinal side effects at treatment initiation. Counselling
patients on management strategies, such as adequate
hydration, smaller meals, reducing alcohol intake, and
increasing dietary fibre, is crucial. For moderate-severe
side effects, slower dose escalation, temporary dose re-
ductions, or lower target doses may help. Short-term use
of adjunct medications like proton pump inhibitors and
H2-antagonists for reflux, or cyclizine for nausea, can be
beneficial. The requirement for these adjunct medications
typically decreases over time and should not be used long
term [3].

Rare Severe Side Effects?

GLP-1RAs are generally well tolerated; however ,pa-
tients should be counselled to seek urgent medical at-
tention if they experience severe abdominal pain, as this
may indicate underlying acute pancreatitis, cholecystitis,
or bowel obstruction. Recent studies indicate that sem-
aglutide does not increase suicide risk [10], but caution is
still advised for patients with significant mental health
conditions.

Obes Facts 3
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Dose Escalation

Semaglutide 2.4mg Tirzepatide 15mg

0.25mg

0.5mg

2.5mg

5.0mg

7.5mg

10.0mg

12.5mg

Minimum 4 month dose titration
Minimum 5-month dose titration

15.0mg

(Figure continued on next page.)

Medications Review Requirements during GLP-1RA
Treatment?

Significant weight loss can improve obesity-related
complications, potentially necessitating the de-prescribing
or down-titration of other medications. Key risks include
hypoglycaemic agents like insulin and gliclazide, risking
potentially life-threatening hypoglycaemia, and inappro-
priate antihypertensive treatments increasing falls risk.
DPP-4 inhibitors (gliptins) should be stopped as not rec-
ommended together, as well as antimotility medications like
codeine and loperamide. Reduced gastrointestinal motility
and altered drug absorption may require dose adjustments
of medications including warfarin, direct oral anticoagu-
lants, opioids, and antiepileptic agents. Patients should be
counselled that regaining weight after stopping GLP-1 RAs
can reverse improvements, potentially requiring medica-
tions to be resumed. Patients in disease remission should
continue annual chronic disease reviews.

4 Obes Facts
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Considerations in Women of Childbearing Age?

GLP-1RAs may enhance fertility and manage
polycystic ovary syndrome. While weight loss can
improve fertility, GLP-1RAs pose potential terato-
genic risks, with animal studies suggesting decreased
foetal survival and possible congenital defects [11].
Therefore, GLP-1RAs should be stopped 2 months
prior to trying to conceive. In women with polycystic
ovary syndrome, weight loss can improve fertility [12].
Therefore, women of childbearing age should be ad-
vised that significant weight loss may increase fertility,
requiring effective contraception. Alternatives to oral
contraception may be required due to absorption
changes.

Longer-Term Risks of GLP-1RA?

There is no consistent human evidence that GLP-1RAs
increase the risk of thyroid or pancreatic cancer. However,
rodent studies suggest a link to medullary thyroid cancer,
leading to contraindications for individuals with a personal
or family history of MEN2A or medullary thyroid
cancer [13].

GLP-1RAs can cause gastroparesis, requiring an-
aesthesia precautions due to aspiration risk. Guidance
advises patients to skip daily doses on the day of surgery
or weekly doses 1 week before surgery [14]. As GLP-
1RAs can suppress thirst, patients should be counselled
to maintain fluid intake to prevent dehydration and
acute kidney injury.

GLP-1RAs pose risks of severe eye complications,
particularly worsening diabetic retinopathy with
rapid and significant HbAlc reduction. There is also
concern regarding the potential risk of non-arteritic
anterior ischemic optic neuropathy, although the
study in question had several limitations [15]. Pa-
tients with T2D should undergo retinal exams within
a year before starting GLP-1RAs, and any vision
changes during treatment should be promptly
investigated.

Overall, GLP-1RAs are becoming critical tools in the
management of obesity and T2D. For safety and suc-
cessful outcomes, these treatments must be accompa-
nied by comprehensive wrap-around care which in-
cludes dietary, behavioural, and medical support.
Primary care staff should stay updated on evolving
research and guidelines, as GLP-1RAs are increasingly
prescribed and likely to be licenced for more obesity-
related health conditions.

Dobbie et al.
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Management of GLP-1RA Side-Effects

a) Potential Gl side effects (i.e. nausea, vomiting, diarrhoea,
constipation), that they are mild-moderate and improve with
time.

Dietary Modification Strategies: reduced meal size, increase
clear-fluid intake, avoid fatty/spicy foods, reduce alcohol and
carbonated drink intake.

Dose Escalation:

Gradual Dose Escalation as per licenced indication.

Slower Dose Escalation if G| symptoms (i.e. increase every 2

months instead of every month).

c) Individualised Targets: i.e. if patient does not tolerate 2.4mg
semaglutide target to 1.7mg semaglutide instead.

Management of Side Effects:

Mild side effects: Counsel on dietary modification (i.e. for
constipation, increase fluid and fibre intake).

* If Persistent: consider pausing dose escalation / reducing dose.

* Constipation: consider need for short course of laxatives.

* GORD: identify dietary triggers, consider need for short-course
of PPI/H2 antagonist.

* Vomiting: maintain hydration, reduce spicy/acidic foods,
reduced food volumes, consider need for anti-emetics (i.e. PRN
cyclizine).

* Severe vomiting/abdominal pain: consider the need for
emergency assessment (? cholecystitis / pancreatitis / bowel
obstruction).

b

b

Fig. 2. a Dose escalation for semaglutide and tirzepatide. b Management
of GLP-1RA side effects. Adapted from Wharton et al. (2022, Postgrad
medicine) [3].
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