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Drug/Drug 
Class: 

Esbriet™ (pirfenidone) capsule/ IPF Agent 

  

Prepared for: MO HealthNet 
Prepared by: Xerox Heritage, LLC 

 

 New Criteria    Revision of Existing Criteria 
 

Executive Summary  
 

Purpose: 

The purpose of this monograph is to provide a review of new therapy to 
determine whether the reviewed drug should be made available on an open 
access basis to prescribers, require a clinical edit or require prior authorization 
for use.  

  

Dosage Forms & 
Manufacturer: 

Esbriet™ is available in a 267 mg capsule containing 267 mg of pirfenidone 
 
InterMune, Inc. 
Brisbane, CA 94005  

  

Summary of 
Findings: 

The efficacy of Esbriet™ for the treatment of idiopathic pulmonary fibrosis 
was examined in three phase 3, randomized, double-blind, placebo-
controlled trials (n=1247). During the two 72-week CAPACITY studies, the 
average change in FVC was -8% in the Esbriet™ group and -12.4% in the 
placebo group; however, the difference in FVC between the Esbriet™ and 
placebo groups was statistically significant in just one of the two CAPACITY 
studies. In the ASCEND trial, Esbriet™ significantly reduced the rate of 
FVC decline compared with placebo (-235 mL vs -428 mL) at 52 weeks and 
reduced the relative risk of death or disease progression by 43% compared 
with placebo. According to pooled data (n=1247) from the ASCEND and 
CAPACITY studies, the risk of death at 1 year was reduced by 48% 
compared with placebo. 

  
Status 
Recommendation: 

 Prior Authorization (PA) Required 
 Clinical Edit 

 Open Access 
 PDL 

   
Type of PA 
Criteria: 

 Increased Risk of ADE 
 Appropriate Indications 

 Preferred Agent 
 No PA Required 
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Purpose 
The purpose of this monograph is to provide a review of new therapy to determine whether the 
reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open 
access drug. While prescription expenditures are increasing at double-digit rates, payors are 
evaluating ways to control these costs by influencing prescriber behavior and guide appropriate 
medication usage. This review will assist in the achievement of qualitative and economic goals 
related to health care resource utilization. Restricting the use of certain medications can reduce 
costs by requiring documentation of appropriate indications for use, and where appropriate, 
encourage the use of less expensive agents within a drug class. 
 

Introduction(4) 
Idiopathic Pulmonary Fibrosis (IPF) is a serious disease in which a cause cannot be found.  IPF 
causes tissue deep in lungs to become thick and stiff, or scarred, over time.  IPF usually affects 
middle-aged and older adults.  In some people, fibrosis happens quickly.  In others, the process is 
much slower.  In some people, the disease stays the same for years.  Many people only live about 
3 to 5 years after diagnosis.  The most common cause of death related to IPF is respiratory failure. 
 

Dosage Form(s) (1) 
Esbriet™ is available in a 267 mg capsule containing 267 mg of pirfenidone. 
 

Manufacturer (1) 
InterMune, Inc., Brisbane, CA 94005 
 

Indication(s) (1) 
Esbriet™ is indicated for the treatment of idiopathic pulmonary fibrosis. 
 

Clinical Efficacy (1,2,3) (mechanism of action/pharmacology, comparative efficacy)  

Esbriet™ is a pyridone whose exact mechanism of action in the treatment of idiopathic pulmonary 
fibrosis has not been established. 
 
Pharmacokinetics 

                           Esbriet 

Protein binding 58%, primarily albumin 

Volume of distribution 59 to 71 L 

Metabolism Liver, via CYP1A2 (major), CYP2C9, 2C19, 2D6, and 2E1 

Excretion Urine, 80% (99.6% inactive metabolite) 

Half-life 3 hours 

 

Esbriet™ significantly reduced the decline in FVC and improved progression-free survival 
compared with placebo in the ASCEND clinical trial.  

 

STUDY DESIGN Randomized, double-blind, placebo-controlled, 52-week, phase 3 clinical 

trial (n=544). 
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INCLUSION 

CRITERIA 

Patients 40 to 80 years of age diagnosed with idiopathic pulmonary 

fibrosis. 

EXCLUSION 

CRITERIA 

Not specified. 

TREATMENT 

REGIMEN 

Patients were randomized to receive oral Esbriet™ 2403 mg/day in 3 

divided doses following a 2-week titration period (n=278), or placebo 

(n=277), for 52 weeks. 

RESULTS Esbriet™ significantly reduced the rate of FVC decline compared with 

placebo (-235 mL vs -428 mL) at 52 weeks. The proportion of patients 

who died or had a decline in FVC by 10% or more after 52 weeks of 

treatment was 16.5% in the Esbriet™ group compared with 31.8% in the 

placebo group. Esbriet™ also reduced the relative risk of death or disease 

progression by 43% compared with placebo, and significantly improved 

progression-free survival. 

SAFETY Gastrointestinal adverse events and rash were the most common 

toxicities, but were typically mild to moderate in severity. Eight patients 

(2.9%) in the Esbriet™ group experienced elevated liver enzymes 

compared with 2 patients (0.7%) in the placebo group. 

 

Contraindications (1) 
 None 

 

Warnings and Precautions (1) 
 Photosensitivity reactions and rash may occur; avoid sunlight exposure; dose reduction or 

discontinuation may be necessary. 

 Gastrointestinal disorders (nausea, vomiting, diarrhea, dyspepsia, GERD, and abdominal 
pain) have been reported; dose reduction or interruption may be necessary. 

 Liver enzyme (ALT, AST) and bilirubin (rarely) elevations may occur; monitoring 
recommended and dose reduction, interruption, or discontinuation may be necessary; 
baseline testing recommended. 

 Hepatic impairment, severe; use is not recommended. 

 End-stage renal disease requiring dialysis; use is not recommended. 

 Concomitant use with medications that increase photosensitivity should be avoided. 

 Concomitant use with strong CYP1A inhibitors is not recommended. 

 Concomitant use with strong or moderate inhibitors of both CYP1A2 and another CYP 
enzyme involved in Esbriet™ metabolism (ie, CYP2C9, CYP2C19, CYP2D6, CYP2E1) 
should be avoided. 

 Concomitant use with strong CYP1A2 inducers should be avoided. 

 Smoking should be avoided. 
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Adverse Effects (1) 
 

Most common, ≥ 10% Esbriet™ 
 

(n=623) 

Placebo 
 

(n=624) 

Nausea 
36% 16% 

Rash 
30% 10% 

Abdominal pain 
24% 15% 

Upper respiratory tract infection 
27% 25% 

Diarrhea 
26% 20% 

Fatigue 
26% 19% 

Headache 
22% 19% 

Dyspepsia 
19% 7% 

Dizziness 
18% 11% 

Vomiting 
13% 6% 

Anorexia 
13% 5% 

GERD 
11% 7% 

Sinusitis 
11% 10% 

Insomnia 
10% 7% 

Weight decreased 
10% 5% 

Arthralgia 
10% 7% 

 

Drug Interactions (1) 
 CYP1A2 inducers, strong 

 CYP1A2 inhibitors, strong: fluvoxamine, enoxacin 

 CYP1A2 inhibitors, moderate: ciprofloxacin 

 CYP2C9, CYP2C19, CYP2D6, CYP2E1 inhibitors, moderate or strong 
 

Dosage and Administration (1) 
The recommended dose titration schedule is 267 mg orally 3 times daily with food for 1 week, 
then increase to 534 mg 3 times daily for 1 week, then increase to the maintenance dose of 801 
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mg 3 times daily. Dosage adjustment may be necessary for elevated liver enzymes, other 
adverse reactions, or drug interactions. 
 

Cost   
 

GENERIC 
NAME 

BRAND 
NAME 

MANUFACTURER STRENGTH DOSE** COST*/ 
MONTH 

Nintedanib Ofev Boehringer 
Ingelheim 

100 mg 
capsules 

1 capsule twice 
daily 

$8080 

150 mg 
capsules 

1 capsule twice 
daily 

$8080 

Pirfenidone Esbriet InterMune 267 mg 
capsules 

3 capsules three 
times daily 

$7878 

*Missouri Maximum Allowable Cost 

**Maintenance dose 
 

Conclusion 
Esbriet™ is indicated in adults for the treatment of idiopathic pulmonary fibrosis. It was granted 

Breakthrough Designation, fast track approval, priority review, and orphan product designation for 

the treatment of a rare disease. Efficacy of Esbriet™ was examined in three phase 3, randomized, 

double-blind, placebo-controlled trials (n=1247). During the two 72-week CAPACITY studies, the 

average change in FVC was -8% in the Esbriet™ group and -12.4% in the placebo group; 

however, the difference in FVC between the Esbriet™ and placebo groups was statistically 

significant in just one of the two CAPACITY studies. In the ASCEND trial, Esbriet™ significantly 

reduced the rate of FVC decline compared with placebo (-235 mL vs -428 mL) at 52 weeks and 

reduced the relative risk of death or disease progression by 43% compared with placebo. 

According to pooled data (n=1247) from the ASCEND and CAPACITY studies, the risk of death at 

1 year was reduced by 48% compared with placebo. Gastrointestinal adverse effects and rash 

were the most common toxicities noted with Esbriet™. 

Recommendation 

MO HealthNet Division recommends Open Access status for this product. 
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