
This is a summary of a research paper by Watts GF, Rosenson RS, Hegele RA, et al. Plozasiran for Managing Persistent Chylomicronemia 
and Pancreatitis Risk published in the New England Journal of Medicine. September 2, 2024. DOI: 10.1056/NEJMoa2409368.

A PLAIN LANGUAGE SUMMARY 

Plozasiran for Reducing Risk of 
Acute Pancreatitis in Familial Chylomicronemia

In this trial (PALISADE), researchers studied the 
efficacy and safety of a potential new treatment 
called plozasiran in patients with familial 
chylomicronemia syndrome (FCS).

It occurs mainly due to a genetic disorder known as 
familial chylomicronemia syndrome or FCS. It may 
also occur because of other non-genetic reasons. So, 
symptoms of chylomicronemia may begin at any age.

Importantly, individuals with FCS have high levels of 
triglycerides in their blood and this is associated with 
a high risk for repeated episodes of abdominal pain 
that can progress to pancreatitis or inflammation of 
the pancreas. Many patients will have recurrent 
attacks of pancreatitis that can be very painful and 
lead to further medical complications and reduced 
quality of life.

A main goal of treatment is to reduce blood 
triglyceride levels so that the risk of pancreatitis can 
be lowered. 

However, there are currently no effective treatments 
beyond extreme diet and lifestyle modifications to 
reduce triglycerides to levels (preferably below 
500 mg/dL) that would decrease the risk of 
pancreatitis in individuals with FCS. 

A POTENTIAL NEW TREATMENT

Plozasiran interferes with 
the signal that impairs the 
breakdown of triglycerides, 
which allows for increases 
in the removal of 
triglycerides to help 
normalize blood levels.

Therefore, researchers looked at 
the effect of plozasiran in adults  with 
very high triglyceride levels 
(over 880 mg/dL) to determine if it 
can reduce triglyceride levels and/or 
decrease the risk of pancreatitis. 

PALISADE TRIAL

PARTICIPANTS

There were 75 participants in this international study 
Study participants 
were injected with 
plozasiran 25 mg or 
plozasiran 50 mg or 
placebo (blank 
injection without 
plozasiran) once every 
3 months for 1 year.

Plozasiran is a new medication under investigation 

Chylomicronemia refers to the build-up of 
circulating fats called chylomicrons in the blood. 

Researchers measured 
the change in blood 
triglyceride levels from 
the start of the study to 
month 10 and compared 
the change between the 
plozasiran groups and 
placebo group. 

Researchers also 
looked at the 
incidence of 
acute pancreatitis 
episodes during 
the study. 

26 
participants received

plozasiran 25 mg

24 
participants received

plozasiran 50 mg

25 
participants received

placebo

75 
participants

CONCLUSIONSRESULTS

Severe and serious adverse 
events were more common 
in the placebo group

An injection of plozasiran 
once every 3 months 
reduced (~80%)  levels of 
triglycerides as well as 
the number of episodes of 
pancreatitis

This study showed that 
individuals with familial 
chylomicronemia 
benefitted from 
plozasiran treatment

-17%

-80% -78%

Plozasiran 25 mg Plozasiran 50 mgPlacebo

Plozasiran lowered triglyceride levels

After 10 months of treatment, 
plozasiran decreased 
triglyceride levels by 

~80%

Triglyceride levels decreased below 500 mg/dL in about half of the 
plozasiran participants, which is a goal for reducing risk of pancreatitis. 

Safety Information with plozasiran
Severe and serious adverse 
events were more common 
in the placebo group. 

The most common adverse events seen 
during the study were abdominal pain, 
runny nose, sneezing, coughing, 
headache, and nausea.

Plozasiran reduced the risk for pancreatitis
During this study, pancreatitis occurred in 5 of 25 participants in the 
placebo group compared to 2 of 50 participants in the plozasiran groups. 

83%

reduced chance of pancreatitis 
with plozasiran treatment compared 

to no treatment (i.e., placebo)

20%
4%
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FURTHER INFORMATION
Trial registration: Clinicaltrials.gov number, 
NCT05089084

Funding: Arrowhead Pharmaceuticals

To read the entire article on NEJM.org: 
https://rb.gy/0oyct3
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