Management of GLP-1RAs in Primary Care
10 Top Tips for the Management of GLP-1 Receptor Agonists in Adults within Primary Care
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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 (Figure 1) support primary care staff in managing adult patients on these medications.
1: 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 secretion 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 (GIP) is also a gut hormone which plays a role in appetite reduction.

2: Which GLP-1RAs are licensed for obesity?
For obesity treatment, only liraglutide 3.0mg, semaglutide 2.4mg, and tirzepatide 5,10 and 15mg are licensed in adults. Semaglutide and liraglutide are GLP-1RAs, while tirzepatide is a dual GLP-1/GIP co-agonist. Dosing schedules are detailed in Figure 2A. Patients may privately obtain these medications, so it's important to inquire non-judgmentally (e.g., "To ensure safe prescribing, are you taking any weight loss medications you buy online?").


3: Who is eligible, and what support do patients need?
Within the UK, National Health Service (NHS) adult patients can be prescribed GLP-1 agents licensed 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 management services. There are also National Institute of Clinical Excellence (NICE) approved digital providers of wrap-around care to support prescribing of GLP-1RA [3].  NICE recommends prescribing semaglutide 2.4mg with dietary and physical activity support for adults with weight-related complications (i.e. cardiovascular disease (CVD)) and BMI35kg/m2 (or exceptionally ≥30) within specialist services [4]. Due to supply and funding constraints, most UK patients cannot access semaglutide 2.4mg, even in specialist services. Tirzepatide has been evaluated by NICE for obesity management, and will have a phased roll out [5]. NICE recommends that patients receive support from a multi-disciplinary team delivering comprehensive weight management programs, emphasising calorie restriction, increased physical activity, and behavioural interventions for long-term success by trained professionals [6].  
4: Benefits of GLP-1RAs?
GLP-1RAs significantly reduce weight and improve glycaemic control, with emerging benefits for other obesity-related health conditions. Combined with behavioural interventions, Semaglutide 2.4mg achieves an average 15% weight loss at one year, while Tirzepatide 15mg 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 CVD, heart failure, chronic kidney disease, sleep apnoea, osteoarthritis and metabolic-associated steatotic liver disease [7].

5: 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 purchasing GLP-1 RAs off-license. While weight loss benefits those with obesity, excessive loss may signal underlying pathology rather than the GLP-1 RA’s effect.
For example, if a patient maintains stable weight reduction for a year but then loses more weight after six months on the same GLP-1RA dose, secondary causes should be investigated, especially due to a higher malignancy risk in patients with obesity. 
It is essential not to attribute significant, unexpected weight loss solely to GLP-1 RAs without further inquiry. 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’ [8] 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 programs for additional support. 

6: Common side effects? 
GLP-1RAs commonly cause gastrointestinal side effects which are dose-dependent and typically settle once the dose stabilises. Patients should be educated on gastrointestinal 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 reductions, 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 [9]. 

7: Rare severe side effects?
GLP-1RAs are generally well-tolerated, however patients should be counselled to seek urgent medical attention if they experience severe abdominal pain, as this may indicate underlying acute pancreatitis, cholecystitis, or bowel obstruction.
Recent studies indicate that semaglutide does not increase suicide risk [10], but caution is still advised for patients with significant mental health conditions.

8: 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 inappropriate antihypertensive treatments increasing falls risk. DPP-4 inhibitors (gliptins) should be stopped as not recommended 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 anticoagulants, opioids, and antiepileptic agents. Patients should be counselled that regaining weight after stopping GLP-1 RAs can reverse improvements, potentially requiring medications to be resumed. Patients in disease remission should continue annual chronic disease reviews.

9: Considerations in women of childbearing age?
GLP-1RAs may enhance fertility and manage polycystic ovary syndrome (PCOS). While weight loss can improve fertility, GLP-1RAs pose potential teratogenic risks, with animal studies suggesting decreased foetal survival and possible congenital defects [11]. Therefore, GLP-1RAs should be stopped two months prior to trying to conceive. In women with PCOS, weight loss can improve fertility[12]. Therefore, women of childbearing age should be advised that significant weight loss may increase fertility, requiring effective contraception. Alternatives to oral contraception may be required due to absorption changes. 

10: 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 anaesthesia precautions due to aspiration risk. Guidance advises patients to skip daily doses on the day of surgery or weekly doses one 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 HbA1c reduction. There is also concern regarding the potential risk of nonarteritic anterior ischemic optic neuropathy (NAION), although the study in question had several limitations [15]. Patients 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 successful outcomes, these treatments must be accompanied by comprehensive wrap-around care which includes 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.
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 Figure Legends
Figure 1: 10 top tips for GLP-1 RAs in adults within primary care summary infographic.

Figure 2A: Dose escalation for Semaglutide and Tirzepatide.
	 2B: Management of GLP-1RA side effects.
Adapted from Wharton et al. (2022, Postgrad medicine) [9]

