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Rare but serious side effects of
GLP-1 and GLP-1/GIP agonists

GLP-1 (glucagon-like peptide-1) and GLP-1/GIP
(glucose-dependent insulinotropic polypeptide)
receptor agonists are used for the treatment of
Type 2 diabetes and for weight management.
They are usually well tolerated and can provide
significant health benefits.

Generic Brand name
Name
Dulaglutide Trulicity
Liraglutide Saxenda, Victoza, Zegluxen
Semaglutide Ozempic, Wegovy (injectables),
Rybelsus (oral)
Tirzepatide Mounjaro

Common adverse effects with these medications
include gastrointestinal effects (abdominal
pain, nausea and vomiting) and hypoglycaemia.
The MHRA two safety
updates highlighting rare risks with the use of

GLP1/GIP agonists:

recently  issued

e Severe acute pancreatitis (all GLP-1 and
GLP-1/GIP agonists)

e Non-arteritic Anterior Ischemic Optic
Neuropathy (NAION) (semaglutide only)

Signs and symptoms of acute pancreatitis can
initially mimic general gastrointestinal side effects
of GLP-1 and GLP-1/GIP agonists. In rare cases,
pancreatitis may progress to necrotising
pancreatitis, a severe and potentially fatal
condition.

The condition NAION, rarely associated only with
semaglutide use, can cause sudden partial or full
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loss of vision, typically in one eye, and is a medical
emergency.

Advice for staff:

e Counsel patients using GLP-1 and GLP-1/GIP
agonists to seek immediate medical attention
if they develop:

o Severe, persistent abdominal pain that
may radiate to the back and may be
accompanied by nausea and vomiting
(signs of pancreatitis).

o Sudden change in vision such as blurring,
cloudiness,  blindness  or  rapidly
worsening eyesight (signs of NAION).

e Inform the responsible clinicians if the patient
reports any signs or symptoms of pancreatitis
or NAION.

e Report any suspected adverse effects via the
Yellow Card scheme.

e Be aware that these medications may be
privately prescribed and may not appear on
patients’” NHS records. When taking drug
histories, specifically ask about private
prescriptions.

The risks in electronic prescribing
systems

In a recent incident involving the Epic system,
hyoscine butylbromide was prescribed above the
maximum dose to a child under two years old. It
was intended for a different older child with a
similar name who was also prescribed hyoscine at
an incorrect dose. The dose prescribed was
above the maximum dose for both inpatients, but
a dose alert only appeared in the electronic
prescribing system for the older child.

Please bring this newsletter to the attention of all staff



https://www.gov.uk/drug-safety-update/glp-1-receptor-agonists-and-dual-glp-1-slash-gip-receptor-agonists-strengthened-warnings-on-acute-pancreatitis-including-necrotising-and-fatal-cases
https://www.gov.uk/drug-safety-update/semaglutide-wegovy-ozempic-and-rybelsus-risk-of-non-arteritic-anterior-ischemic-optic-neuropathy-naion
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Why no alert appeared

Hyoscine butylbromide is not licensed in children
under two years old. Because it is not licensed in
this age group, no maximum dose is defined in
the licensing information. The current e-
prescribing system only has limits for licensed
medicine doses and selected medicines. As no
dose limits exist in the system for this age, dose
errors are not automatically identified.

The contributing factors to the error include
similar patient names, an incorrect dose recorded
during pre-admission assessment, and out-of-
hours prescribing by staff unfamiliar with the
patients. The electronic prescribing systems in
KHP Trusts include many dose limits, representing
a safety improvement over paper-based
prescribing and previous electronic prescribing
systems. The dose limits show as ‘warnings’
(Figure 1) or ‘critical warnings’ and may vary for
once-only doses vs ongoing prescriptions.

PREgabalin 20 mg/ml sugar-free liquid 500 mg

Reference Links: « British National Formulary

@ Dose 500 mg 25mg 50mg 100mg 150 mg 300 mg

@ PREgabalin [ Details

1 Single dose of 500 mg exceeds recommended maximum of 300 mg by 67% Use 300 mg
1 Daily dose of 1,000 mg (500 mg 2 times daily) exceeds recommended maximum of 600 mg by 67%

Figure 1 (Epic). A dose warning displays if the dose
exceeds the dose limits configured.

However, staff should be aware that the dose
limits currently have several limitations. Gaps exist
in the limits, where the drug’s licence does not
define an upper dose limit. Example of this
include opioids, for which no upper limit is
defined in the BNF, and large-volume intravenous
fluids. If the medicine uses weight based (mg/kg)
dosing, but no bodyweight is recorded, dose
warnings will not appear. In some paediatric
populations (especially children under two years
old) the medicine may not be licenced; thus no
limit is provided. Furthermore, electronic
prescribing systems may not reflect the dose
limits in the South East London Paediatric

Formulary, BNFc or Trust guidelines. Warnings do

not appear for unlicensed medicines. Finally, few
dose adjustments for renal impairment, hepatic
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impairment or drug-drug interactions are

included. On a more positive note, the dose
buttons and frequency buttons are included to
guide prescribers using Epic (Figure 2). Secondly,
missing dose limits are being identified,
prioritised and added to e-prescribing systems
for adults and children. However, these
safeguards are not a replacement for checking
doses. Do not assume that electronic prescribing
systems are checking doses for you.

PREgabalin 20 mg/mL sugar-free liquid 25 mg

Refarence Links. « British National Formulary

Dose I 2 ma [T 50mg 100mg 150mg 300 mg I
Calcul 5e

ated dos: 125 mL
- o
Frequency 2 times daily Daily 3x daily

Starting For

/972025 Tomorraw Y tous | Days

Figure 2 (Epic). Prescribing systems offer buttons for
common doses (in mg).

Actions for staff:

e If the dose seems high, it might be! Always
check carefully the dose you are prescribing
against the BNF, the South East London
Children’s Formulary, and the SEL Formulary.

Ask a more senior colleague.

e A useful aide memoire in adult patients is: if
you are using more than three (tablets,
capsules, ampoules), contact pharmacy.

e Continue to read carefully the dose alerts that
appear. In Epic, click '‘Details’ for specifics.
Notify a digital champion or your line
manager if a dose alert appears to be wrong.

e Ensure the patient’s weight is recorded where
possible. Weight-based dosing limits rely on
this information being available.

Contacts:

GSTT: gstt.medicinessafetyofficerteam@nhs.net;

alice.oborne@nhs.net
KCH:Bianca.Levkovich@nhs.net; kch-tr.mso@nhs.net
SLaM: Siobhan.Gee@slam.nhs.uk

KHP Pharmaceutical Sciences:

David.Taylor@slam.nhs.uk
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https://www.medicines.org.uk/emc
https://app.clinibee.com/publications/d53c53db-7a21-4462-88f1-a34fa1ef7d33
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