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ABOUT THE STUDY
Exocrine Pancreatic Insufficiency (EPI) is a condition 
characterized by the inadequate production or secretion of 
pancreatic enzymes, which are essential for the digestion of food. 
This impairment leads to malabsorption of nutrients and can 
cause a range of symptoms, including abdominal pain, diarrhea, 
weight loss, and malnutrition. One of the primary treatment 
approaches for EPI is Pancreatic Enzyme Replacement Therapy 
(PERT), which involves the administration of exogenous 
pancreatic enzymes to compensate for the deficient endogenous 
enzyme production.

Mechanism of action

The goal of Pancreatic Enzyme Replacement Therapy is to 
provide the necessary pancreatic enzymes that aid in the 
digestion and absorption of nutrients. The three main classes of 
enzymes that are supplemented in PERT include lipases, 
amylases, and proteases. Lipases break down fats into fatty acids 
and glycerol, amylases aid in the digestion of carbohydrates into 
simple sugars, and proteases assist in the breakdown of proteins 
into amino acids. By replenishing these enzymes, PERT aims to 
restore the normal digestion and absorption of nutrients in 
individuals with EPI.

Formulations and dosage

Pancreatic enzyme replacement products are available in various 
formulations, including enteric-coated microspheres, capsules, 
and powders. These formulations help protect the enzymes from 
degradation in the acidic environment of the stomach and 
ensure their release in the alkaline environment of the small 
intestine, where digestion occurs. The choice of formulation 
depends on individual patient needs, preferences, and the 
severity of EPI.

The dosage of PERT is individualized based on the severity of 
EPI, the degree of malabsorption, and the composition of the 
patient's diet. Generally, the dosage is determined by the lipase 

content of the enzyme preparation. The lipase dosage required 
can vary significantly, ranging from 25,000 to 80,000 units per 
meal, depending on the patient's needs.

The dose is typically titrated based on the response to therapy, 
with the goal of achieving adequate digestion and absorption of 
nutrients while minimizing symptoms such as steatorrhea 
(excessive fat in the stool).

Factors affecting PERT efficacy

Several factors can affect the efficacy of PERT in managing EPI. 
One crucial factor is the timing of enzyme administration in 
relation to meals. It is recommended to take PERT with meals or 
snacks to ensure adequate mixing of the enzymes with food. This 
allows for optimal digestion and absorption of nutrients. 
Additionally, the fat content of the meal influences the dosage of 
lipase required. Higher fat meals require a higher dosage of lipase 
to ensure effective fat digestion. Therefore, patients may need to 
adjust their PERT dosage based on the fat content of their meals.

Apart from meal-related factors, the concomitant use of acid-
suppressing medications, such as Proton Pump Inhibitors (PPIs) 
or H2 receptor antagonists, can affect the efficacy of PERT.

These medications decrease the acidity in the stomach, which 
may impair the release and activation of pancreatic enzymes. 
Therefore, it is advisable to separate the administration of PERT 
and acid-suppressing medications by at least two hours.

Efficacy and clinical outcomes

Pancreatic Enzyme Replacement Therapy has shown significant 
efficacy in managing EPI and improving symptoms and 
nutritional status. Studies have demonstrated that PERT leads to 
a reduction in steatorrhea, improvement in stool consistency, 
weight gain, and better absorption of fat-soluble vitamins. It has 
also been associated with a reduction in abdominal pain, 
bloating, and flatulence. Adequate enzyme replacement is crucial 
for achieving these clinical outcomes, and regular monitoring of 
symptoms and nutritional status is necessary to optimize therapy.
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Adverse effects and safety considerations

Pancreatic Enzyme Replacement Therapy is generally safe and
well-tolerated. The most common side effects reported include
gastrointestinal symptoms such as abdominal pain, diarrhea,
constipation, and flatulence. These symptoms can often be

managed by adjusting the dosage or formulation of PERT. In 
rare cases, allergic reactions or bowel strictures have been 
reported but are extremely uncommon.

Overall, the benefits of PERT in managing EPI outweigh the 
potential risks and side effects.
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