
Vol 69:  DECEMBER | DÉCEMBRE 2023 | Canadian Family Physician | Le Médecin de famille canadien  849

Tools for Practice

Reducing pancreatitis risk  
in patients with hypertriglyceridemia 
Blair J. MacDonald PharmD  Scott R. Garrison MD CCFP PhD  Ricky D. Turgeon PharmD ACPR

Clinical question  
Do triglyceride-lowering medications (fibrates, 
statins, niacin, omega-3 fatty acids) reduce the risk 
of pancreatitis in patients with hypertriglyceridemia? 

Bottom line
No RCTs have assessed the effect of fibrates or other 
triglyceride-lowering medications on pancreatitis 
risk in patients with very high triglyceride levels 
(≥5.6 mmol/L). In patients with triglyceride levels lower 
than 5.6 mmol/L, fibrates either have no effect on 
pancreatitis or increase the absolute risk by about 
0.1% over 5 years, while statins lower the risk by 0.1%. 

Evidence
No RCT examined effects of triglyceride-lowering medica-
tions on patients with very high triglyceride levels.
•	 A meta-analysis1 of cardiovascular (CV) RCTs of fibrates 

(7 RCTs; 40,162 patients; average baseline triglycer-
ide levels of 1.6 to 2.1 mmol/L) and statins (21 RCTs; 
153,414 patients; average baseline triglyceride levels of 
1.3 to 2.1 mmol/L) evaluated patient pancreatitis risk at 
about 5 years (differences statistically significant): 

	 -�Fibrates: 0.4% versus 0.3% placebo; statins: 0.2% ver-
sus 0.3% placebo.

•	 The largest RCT2 of pemafibrate versus placebo (10,497 
patients with type 2 diabetes; fasting triglyceride levels of 
2.3 to 5.5 mmol/L [median 3.1 mmol/L] and high-density 
lipoprotein cholesterol levels <1.0 mmol/L) found the risk 
of pancreatitis after 3.4 years was 0.5% in both groups. 

•	 There was no evidence that niacin or omega-3 fatty 
acids affected pancreatitis risk in any triglyceride group.

Context 
•	 Alcohol overuse and gallstone disease account for 

most acute pancreatitis cases, whereas hypertriglyc-
eridemia accounts for less than 5% of cases.3 Fibrates 
(except possibly pemafibrate)2 increase the risk of gall-
stone development by about 1% over 6 years,4,5 poten-
tially being the reason for a net increase in pancreatitis.

•	 Guidelines recommend fibrates for patients with ele-
vated triglyceride levels to reduce triglyceride-related 
pancreatitis risk, but they differ in threshold triglyceride 
level needed to begin treatment (5.6 to 11.2 mmol/L).6,7

•	 The 5-year risk of acute pancreatitis based on triglyc-
eride concentration ranges (cohort study of 1.5 million 

patients) includes the following8: 4.5 to 10.0 mmol/L, 
0.8%; 10.1 to 20.0 mmol/L, 1.5%; and greater than  
20 mmol/L, 3.5%.

•	 Cardiovascular benefits: Fibrates reduce only non-
fatal coronary events (19% relative risk reduction 
[RRR]) versus placebo, with no benefit when added to 
statins.9,10 Statins reduce CV events (25% to 35% RRR) 
and all-cause mortality (10% RRR) compared with pla-
cebo, usual care, or no statin treatment.10

Implementation
Hypertriglyceridemia is an independent risk factor for pan-
creatitis but not for CV events.8 Patients with triglyceride 
levels 10 mmol/L or lower have a 5-year risk of pancre-
atitis less than 1% and are unlikely to derive meaningful 
reductions in pancreatitis risk from medications. Evidence 
on how to manage patients at higher risk (eg, triglyceride 
levels >20 mmol/L) is lacking. Statins should be first-line 
treatment, as this lipid-lowering medication class is the 
only one proven to reduce pancreatitis risk and to have 
additional CV benefits. Lifestyle changes that lower triglyc-
eride levels and pancreatitis risk (eg, losing weight, increas-
ing physical activity, reducing simple carbohydrate intake, 
restricting alcohol intake) should also be discussed.      
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