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NAION: nonarteritic anterior ischemic optic neuropathy; particularly with semaglutide.
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Clinical scenario

 A 35-year-old woman

 BMI: 38 kg/m²

 She would like to initiate a GLP-1RA to promote weight loss.

 Her mother underwent a total thyroidectomy due to a benign multinodular
goiter.

 After viewing a commercials warning on the Instagram that those with
thyroid nodule should not take a GLP-1RA, she is concerned about this
drug adverse effect.

 She is asking you to order a thyroid ultrasound examination.
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Food and Drug Administration warning 

 GLP-1 receptor agonists and dual GLP-1/GIP receptor agonists are 
contraindicated in patients with:

 Personal history of medullary thyroid carcinoma

 Family history of medullary thyroid carcinoma

 Patients with Multiple Endocrine Neoplasia syndrome type 2 (MEN 2) 
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The first major report to
document the phenomenon
of liraglutide-associated C-
cell hyperplasia in rodent
models
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Key findings

 Use of GLP-1RAs for 1-3 years was associated with a significantly
increased risk of:

• All thyroid cancers

adjusted HR (95 % CI): 1.58 (1.27-1.95)

• Medullary thyroid cancer

adjusted HR (95 % CI): 1.78 (1.04-3.05)
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 Design: Scandinavian cohort study.

 Setting: Denmark, Norway, and Sweden, 2007-2021.

 Participants:

Patients who started GLP-1RA treatment were compared with patients who started

DPP4 inhibitor treatment, and in an additional analysis, patients who started SGLT2

inhibitor treatment.

 Main outcome measures:

Thyroid cancer identified from nationwide cancer registers. An active-comparator new

user study design was used to minimize risks of confounding and time related biases

from using real world studies of drug effects.

 Mean F/U (SD) in the GLP-1RA group: 3.9 (3.5) years

Pasternak B, et al. BMJ 2024;385:e078225.
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Cumulative incidence of thyroid cancer
Incidence rates: GLP-1RA group 1.33 per 10,000 person years

DPP4 inhibitor group 1.46 per 10,000 person years

The hazard ratio for 

medullary thyroid 

cancer: 

1.19 (0.37 to 3.86)
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 Inclusion criteria:

RCTs in which any GLP-1RA approved by European Medical Agency for any indication (i.e.,

type 2 diabetes or obesity) was compared with either placebo or active comparators lasting at

least 52 weeks.

 Number of studies:

64 RCTs, of which 26 reported at least one case of thyroid cancer

Silverii GA, et al. Diabetes Obes Metab. 2024;26:891-900.
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Risk of overall thyroid cancers
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Risk of papillary thyroid cancer



Conclusions of meta-analysis

 GLP-1RA treatment was associated with a significant increase in the risk
of overall thyroid cancer with a 5-year number needed to harm of 1349.

 No significant association was found for papillary thyroid cancer (OR 1.54
[95%CI 0.77,3.06]; P=0.22) or medullary thyroid cancer (OR 1.44 [95%CI
0.23,9.16]; P=0.55).
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GLP-1RA and thyroid cancer across different research methodologies

De Ycaza AEE, et al. Thyroid 2024;34(4):403-418.



Take-home messages

 While theoretical and preclinical concerns remain-particularly regarding MTC-the
totality of human evidence from clinical trials, observational studies, and
population registries provides reassurance regarding the thyroid safety of GLP-
1RAs.

 Prior to initiating a GLP-1RA, screening for thyroid nodules with a US of the neck
or measurement of a serum calcitonin is not necessary based on the existing
data. Similarly, the evaluation of a patient with known thyroid nodules should
follow the current clinical guidelines independent of the use of a GLP-1RA.

 Use of GLP-1RA should be limited to those lacking a personal or family history of
MTC and MEN2.
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 Inclusion criteria:

RCTs and observational studies on the association between pre-operative GLP-1 RA use and

the risk of pulmonary aspiration or residual gastric contents in fasted patients undergoing

anaesthesia or procedural sedation, or in healthy volunteers who had fasted for at least 6 h

from solid foods and at least 2 h from clear liquids

 Number of studies:

28 observational studies involving 466,373 patients

 Certainty of evidence:

low/very low

Elkin J, et al. Anaesthesia 2025;80:846-858.
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GLP-1RA exposure was associated with an increased risk of residual gastric 
contents despite appropriate fasting

Elkin J, et al. Anaesthesia 2025;80:846-858.

Risk of bias: very serious
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GLP-1RA exposure was not associated with pulmonary aspiration 

Elkin J, et al. Anaesthesia 2025;80:846-858.



Risk factors for delayed gastric emptying and aspiration with 
the periprocedural use of GLP-1RA

 Escalation phase (vs the maintenance phase)

 Higher dose

 Weekly dosing

 Presence of gastrointestinal symptoms

(nausea, vomiting, abdominal pain, dyspepsia, and constipation)

 Medical conditions which may also delay gastric emptying

(bowel dysmotility, gastroparesis, Parkinson’s disease)
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Anaesthesia and airway management 

 Reducing the risk of pulmonary aspiration on induction of anaesthesia, 
during maintenance and after emergence of anaesthesia:
 administering prokinetics

 using a tracheal tube

 modified rapid sequence intubation (with or without cricoid force, depending on local 
practice)

 head-up position for induction of anaesthesia

 potential use of gastric tubes to empty the stomach before induction of anaesthesia
and tracheal extubation

 Awake tracheal extubation

26El-Boghdadly K, et al. Anaesthesia 2025;80:412-424.

Kindel TL, et al. Surgery for Obesity and Related Diseases 2024:1-4.



Take-home messages

 The perioperative management of patients using GLP-1RAs remains a
topic of debate. While several multisociety statements have been
published recently, the recommendations vary significantly in terms of
medication management and preoperative fasting protocols for these
patients.

 In the majority of cases, the patient may continue these drugs before
surgery; they should have full risk assessment and stratification; and
receive peri-operative techniques that may mitigate risk of pulmonary
aspiration before, during and after sedation or general anaesthesia.
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