
 
PDL DRUG REVIEW 

       Proprietary Name:  Tarpeyo®  
         Common Name: budesonide capsule, delayed release 
         PDL Category:  Glucocorticoids - Mineralocorticoids 
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Pharmacology/Usage:  Budesonide, the active ingredient of Tarpeyo®, is a synthetic corticosteroid with potent 
glucocorticoid activity and weak mineralocorticoid activity that undergoes substantial first pass metabolism. 
Mucosal B-cells present in the ileum, including the Peyer’s patches, express glucocorticoid receptors and are 
responsible for the production of galactose-deficient IgA1 antibodies (Gd-Ag1) causing IgA nephropathy. Through 
their anti-inflammatory and immunosuppressive effects at the glucocorticoid receptor, corticosteroids can 
modulate B-cell numbers and activity. It has not been established to what extent the efficacy of Tarpeyo® is 
mediated via local effects in the ileum vs systemic effects.  

Indication:  To reduce proteinuria in adults with primary immunoglobulin A nephropathy (IgAN) at risk of rapid 
disease progression, generally a urine protein-to-creatinine ratio (UPCR) ≥1.5g/g. This indication is approved under 
accelerated approval based on a reduction in proteinuria. It has not been established whether Tarpeyo® slows 
kidney function decline in patients with IgAN. Continued approval for this indication may be contingent upon 
verification and description of clinical benefit in a confirmatory clinical trial. 

There is no pregnancy category for this medication; however, the risk summary indicates the available data from 
published case series, epidemiological studies and reviews with oral budesonide use in pregnant women have not 
identified a drug-associated risk of major birth defects, miscarriage, or other adverse maternal or fetal outcomes. 
There are risks to the mother and fetus associated with IgA nephropathy. Infants exposed to in-utero corticosteroids, 
including budesonide, are at risk for hypoadrenalism.  The safety and efficacy of use in the pediatric population have 
not been established. 

Dosage Form:   Delayed-Release Capsules: 4mg. Do not open, crush, or chew. 

Recommended Dosage:   The recommended duration of therapy is 9 months, with a dosage of 16mg administered 
PO QD. When discontinuing therapy, reduce the dosage to 8mg PO QD for the last 2 weeks of therapy. The capsules 
should be swallowed whole in the AM, at least 1 hour before a meal. If a dose is missed, take the prescribed dose at 
the next scheduled time. Do not double the next dose.  

The safety and efficacy of treatment with subsequent courses of Tarpeyo® have not been established. 

Patients with moderate to severe hepatic impairment could be at an increased risk of hypercorticism and adrenal 
axis suppression due to an increased systemic exposure to budesonide. Avoid use in patients with severe hepatic 
impairment. Monitor for increased signs and/or symptoms of hypercorticism in patients with moderate hepatic 
impairment.   

Drug Interactions: Budesonide is a substrate for CYP3A4. Avoid use with potent CYP3A4 inhibitors (e.g. 
ketoconazole, itraconazole, ritonavir, indinavir, saquinavir, erythromycin, and cyclosporine). 
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Avoid ingestion of grapefruit juice with Tarpeyo®. Intake of grapefruit juice, which inhibits CYP3A4 activity, can 
increase the systemic exposure to budesonide. 

Box Warning:  There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Tarpeyo®) minus reported % incidence for placebo. Please note that an incidence of 0% means the incidence was 
the same as or less than placebo. The most frequently reported adverse events included hypertension (14%), 
peripheral edema (10%), muscle spasms (9%), acne (9%), dermatitis (6%), weight increased (4%), dyspnea (6%), 
facial edema (5%), dyspepsia (3%), fatigue (3%), and hirsutism (5%). 

Most adverse reactions that occurred at a greater incidence for Tarpeyo® compared to placebo were consistent with 
hypercortisolism.     

When corticosteroids are used chronically, systemic effects such as hypercorticism and adrenal suppression may 
occur. Corticosteroids can reduce the response of the hypothalamus-pituitary-adrenal (HPA) axis to stress. In 
situations where patients are subject to surgery or other stress situations, supplementation with a systemic 
corticosteroid is recommended. When discontinuing therapy or switching between corticosteroids, monitor for 
signs of adrenal axis suppression. In addition, patients with moderate to severe hepatic impairment could be at an 
increased risk of hypercorticism and adrenal axis suppression due to an increased systemic exposure of oral 
budesonide. 

Patients who are on drugs that suppress the immune system are more susceptible to infection than healthy 
individuals. Avoid corticosteroid therapy in patients with active or quiescent tuberculosis infection, untreated fungal, 
bacterial, systemic viral or parasitic infections, or ocular herpes simplex. Avoid exposure to active, easily-transmitted 
infections (e.g. chicken pox, measles). Corticosteroid therapy may decrease the immune response to some vaccines. 
If exposed to chickenpox, consider therapy with varicella zoster immune globulin (VZIG) or pooled intravenous 
immunoglobulin (IVIG). If exposed to measles, consider prophylaxis with pooled intramuscular immunoglobulin (IG). 
If chickenpox develops, consider treatment with antiviral agents. 

Tarpeyo® is a systemically available corticosteroid and is expected to cause related adverse reactions. Monitor 
patients with hypertension, prediabetes, diabetes mellitus, osteoporosis, peptic ulcer, glaucoma, cataracts, or with 
a family history of diabetes or glaucoma, or with any other condition where corticosteroids may have unwanted 
effects. 

Contraindications:   In patients with hypersensitivity to budesonide or any of the ingredients of Tarpeyo®. Serious 
hypersensitivity reactions, including anaphylaxis have occurred with other budesonide formulations. 

Manufacturer:  Calliditas Therapeutics AB. 

Analysis:  The effect of Tarpeyo® on proteinuria was assessed in a randomized, double-blind, multicenter study that 
included patients with biopsy-proven IgAN, eGFR ≥35ml/min/1.73m2, and proteinuria (defined as either ≥1g/day or 
UPCR ≥0.8g/g) who were on a stable dose of maximally-tolerated RAS inhibitor therapy. Patients with other 
glomerulopathies, nephrotic syndrome, or those who had been treated with systemic immunosuppressive 
medications were excluded. Patients were randomized to either Tarpeyo® or placebo and treated for 9 months 
followed by a 2-week taper of either Tarpeyo® 8mg or placebo. 

Of the 199 patients who completed the month 9 visit, 68% were male, 86% were Caucasian, and 16% were from the 
US. The median age was 44 years (range 23 to 73 years). At baseline, the mean eGFR was about 58ml/min/1.73m2, 
with 62% of patients having an eGFR ˂60ml/min/1.73m2. The mean baseline UPCR was 1.6g/g and 25% of patients 
had proteinuria >3.5g/24 hours. Furthermore, about 73% had a history of hypertension and 5% had a history of type 
2 DM. At baseline, 98% were treated with an ACE inhibitor or ARB and ˂1% of patients were on an SGLT2 inhibitor. 

The primary endpoint was the percentage reduction in UPCR at 9 months compared to baseline. Results are 
presented in the table below, which was adapted from the prescribing information. 
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Primary Endpoint: UPCR g/g Tarpeyo® 16mg 
(N=97) 

Placebo 
(N=102) 

% reduction from baseline  
(adjusted for baseline) 34% 5% 

Tarpeyo® 16mg vs placebo (% reduction) 31%; p=0.0001 

NNT calculated by CHC 4 

Place in Therapy:  Tarpeyo®, a once-daily dosing budesonide product, is indicated to reduce proteinuria in adults 
with primary immunoglobulin A nephropathy (IgAN) at risk of rapid disease progression, generally a urine protein-
to-creatinine ratio (UPCR) ≥1.5g/g. This indication is approved under accelerated approval based on a reduction in 
proteinuria. It has not been established whether Tarpeyo® slows kidney function decline in patients with IgAN. 
Continued approval for this indication may be contingent upon verification and description of clinical benefit in a 
confirmatory clinical trial. The recommended duration of therapy is 9 months, and the safety and efficacy of 
treatment with subsequent courses of Tarpeyo® have not been established. Tarpeyo® is the first and only FDA-
approved treatment to reduce levels of protein in the urine in adults with IgA nephropathy at high risk of disease 
progression. In a double-blind study, the Tarpeyo® group had a 34% reduction in UPCR at 9 months compared to 
baseline while the placebo group had a 5% reduction in UPCR. This result was statistically significant in favor of 
Tarpeyo®. 

It is recommended that Tarpeyo® should be non-preferred in order to confirm the appropriate diagnosis and clinical 
parameters for use. 

 

PDL Placement:        Preferred 
    Non-Preferred 
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