
 
 

 

 
Concurrent use of DPP-4 inhibitors and GLP-1 agonists in pa�ents with 
type 2 diabetes 
 
Managing diabetes may require combina�on therapy to achieve treatment goals; however, clinical 
guidelines do not recommend the concurrent use of GLP-1 receptor agonists and DPP-4 inhibitors in 
pa�ents with type 2 diabetes. The American Associa�on of Clinical Endocrinology (AACE) 2023 
consensus statement recommends against using a combina�on of incre�n-based therapies (e.g., DPP-4 
inhibitors with GLP-1 agonists or dual GIP/GLP-1 agonists).1 Similarly, the 2025 American Diabetes 
Associa�on (ADA) Standards of Care guidelines do not recommend using both classes concomitantly, 
explicitly sta�ng that the combina�on of a GLP-1 agonist with a DPP-4 inhibitor lacks addi�onal glucose-
lowering beyond that of a GLP-1 agonist alone for diabetes management.2 

 
Both classes act on the incre�n pathway in slightly different ways. DPP-4 inhibitors (sitaglip�n, 
saxaglip�n, linaglip�n and aloglip�n) inhibit the DPP-4 enzyme, blocking the enzyma�c degrada�on of 
GLP-1 and GIP hormones, thereby increasing insulin secre�on and decreasing glucagon secre�on to 
lower blood glucose.3 GLP-1 receptor agonists (semaglu�de, dulaglu�de, liraglu�de and exena�de) 
directly s�mulate GLP-1 receptors to increase insulin secre�on and suppress glucagon release.4  
 
Tirzepe�de, one of the newest agents, is a dual GIP and GLP-1 receptor agonist. In addi�on to having 
GLP-1 agonis�c effects, its dual agonism s�mulates the pancreas to suppress glucagon secre�on during 
hyperglycemia and promotes faty acid and glucose uptake in fat �ssue.  
 
Due to overlapping mechanisms of ac�on, poten�ally increased risk of adverse effects (e.g., 
gastrointes�nal disturbances or pancrea��s) and the lack of addi�onal glucose-lowering when used 
together, concurrent use of DPP-4 inhibitors with GLP-1 agonists or dual GIP/GLP-1 agonists is not 
recommended.  
 
If a pa�ent is on both classes concurrently and will discon�nue the DPP-4 inhibitor (con�nue GLP-1 or 
GIP/GLP-1), tapering off the DPP-4 is not necessary. Although there are no standardized 
recommenda�ons for discon�nuing a GLP-1 or GIP/GLP-1, tapering off these agents is recommended to 
mi�gate side effects and reduce the risk of regaining weight. This can be accomplished by gradually 
reducing the dose (e.g., 1 mg to 0.5 mg) or decreasing frequency (e.g., every 7 days to every 10-14 days) 
over about 2-8 weeks, depending on the dose and pa�ent tolerability.  Individual pa�ent factors should 
be considered to determine the most appropriate regimen. Some factors are shown in the table below. 
  



 
 

 

 
 
Comparing GLP-1 agonists and DPP-4 inhibitors 

 GLP-1 receptor agonists DPP-4 inhibitors 
Generic (Brand name) Semaglu�de (Ozempic, Rybelsus, Wegovy) 

Liraglu�de (Victoza) 
Dulaglu�de (Trulicity) 
Exena�de (Byetta) 

Sitaglip�n (Januvia) 
Linaglip�n (Tradjenta) 
Saxaglip�n (Onglyza) 
Aloglip�n (Nesina) 

Glucose-lowering efficacy High to very high Intermediate 
Hypoglycemia risk No No 
Weight loss Intermediate to very high Neutral 
Cardiovascular effects Benefit in MACE 

Neutral in HF 
Neutral in MACE 
Neutral in HF 

Renal effects Benefit  Neutral 
Renal dose adjustments No Yes 
GI adverse symptoms Moderate Neutral 
Other considera�ons Medullary thyroid carcinoma/MEN2 Rare arthralgias/myalgias 

Cost $$$ $-$$ 
MACE: major adverse cardiovascular events; HF: heart failure; MEN2: multiple endocrine neoplasia, type 2 
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