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product labeling in the present supplement to comply with the Pregnancy and Lactation 
Labeling Rule (PLLR) which was reviewed. 
 
The application is recommended for approval from a Nonclinical perspective. 
 

5. Clinical Pharmacology/Biopharmaceutics  
 
The Clinical Pharmacology package submitted for this NDA consisted of a single pivotal 
bioequivalence (BE) study (GP29830) conducted in 44 healthy adult volunteers. The objective 
of the clinical study was to determine and compare the rate and extent of absorption of 
pirfenidone from film-coated tablet to that from capsule under both fasted and fed conditions. 
This was an open-label, single-dose, randomized, four-period, four-sequence crossover study 
under fasted and fed conditions. The treatment arms and the statistical summary are presented 
below.  
 
Treatment arms –  
• Treatment A = pirfenidone 3 × 267-mg pirfenidone capsules administered as a single oral 

dose in fed state 
• Treatment B = pirfenidone 1 × 801-mg pirfenidone film-coated tablet administered as a 

single oral dose in fed state 
• Treatment C = pirfenidone 3 × 267-mg pirfenidone capsules administered as a single oral 

dose in fasted state 
• Treatment D = pirfenidone 1 × 801-mg pirfenidone film-coated tablet administered as a 

single oral dose in fasted state 
 
Bioequivalence summary statistics of PK parameters for pirfenidone following single dose 
(801 mg) administration of pirfenidone film-coated tablet and pirfenidone capsule under fasted 
conditions: 
 

Table 3 Results of Bioequivalence Analysis 

PK Parameter Tablet/Capsule ratio (%) 90% CI 
AUC (0-inf) 99.61 96.64, 102.68 
AUC (0-t) 99.63 96.66, 102.69 
Cmax 101.26 94.41, 108.60 
Source: NDA 208780 Module 2.7.1  
 
Overall, the test product, pirfenidone film-coated tablet (801 mg), is bioequivalent to the 
corresponding reference product, pirfenidone capsule (3 X 267 mg), under fasted conditions. 
 
Administration of high fat meal decreased the exposure (AUC(0-inf)) of the pirfenidone film-
coated tablet (801 mg) by 17% and Cmax by 39% after.  This effect of food on pirfenidone 
exposure was consistent between the pirfenidone film-coated tablet and pirfenidone capsule.  
In the same study, food led to approximately 48% and 20% reduction in Cmax and AUC(0-inf) for 
pirfenidone capsule, respectively. The effect of food on pirfenidone exposure was also 
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consistent with the known effect from pirfenidone capsule drug product label (NDA 22,535); 
food led to a 49% reduction in Cmax and 16% reduction in AUC of pirfenidone. Although the 
Cmax was slightly higher for the pirfenidone tablet as compared to the pirfenidone capsules in 
the fed state, the difference in Cmax between the two dosage forms is not expected to have any 
clinically meaningful impact on the safety and efficacy of pirfenidone. In addition, there was 
no corresponding increase in exposure [AUC(0-t) and AUC(0-inf)] of pirfenidone between the 
tablet and the capsule in the fed state.  
 
The application is recommended for approval from a Clinical Pharmacology perspective. 
 

6. Clinical Microbiology  
Pirfenidone tablets are not expected to have a microbiological attribute. The Applicant 
performed microbiological quality testing consistent with USP <61> and USP <62> with 
samples from all 12 registration batches.  All batches were compliant with the testing 
requirements. 

7. Clinical/Statistical- Efficacy 
No clinical studies were required or conducted to support this application. The program was 
based on demonstration of bioequivalence in the clinical pharmacology program as discussed 
above. The efficacy findings from the capsule formulation of pirfenidone are applicable to this 
product. 

8. Safety 
 
The Applicant’s Clinical Summary consisted of a summary of safety information from study 
GP29830 and cross-reference to the safety data and postmarketing experience with the capsule 
formulation under NDA 22,535.  Review of the safety data from study GP29830, including AE 
data, laboratory tests, electrocardiogram (ECG) reports and vital sign (VS) data, identified no 
additional safety signals.  Postmarketing experience for pirfenidone capsule is consistent with 
the known safety profile for pirfenidone.  The most recent 9th PBRER for NDA 22,535 
included a search of medical literature that identified four references addressing the safety of 
pirfenidone.  The submitted literature search and independent FDA literature search revealed 
no new safety signals for pirfenidone. 
 
The application is recommended for approval from a Clinical perspective. 
 

9. Advisory Committee Meeting  
An advisory committee was not convened for this application. Pirfenidone as capsule 
formulation is currently approved for treatment of IPF and there are no issues that warrant 
discussion at an advisory committee meeting. 
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10. Pediatrics 
Idiopathic pulmonary fibrosis is a disease of older adults. Pediatric studies were waived for 
pirfenidone as IPF does not occur in the pediatric patient population. In addition, as a drug 
with orphan designation, a pediatric development plan is not required.  

11. Other Relevant Regulatory Issues  
OSIS inspection was requested for the clinical and analytical sites for pivotal BE study 
GP28930. The analytical site was not inspected based on past inspection history. Based on the 
inspection of the clinical site, OSIS recommended accepting the clinical portion of the study 
GP29830 for further Agency review. The inspectional outcomes from the inspections were 
classified as No Action Indicated. 
 

12. Labeling  
The Applicant submitted labeling which incorporated information on the film-coated tablet 
formulation. In addition, product labeling was revised to comply with the Pregnancy and 
Lactation Labeling Rule (PLLR). The label has been reviewed by specific disciplines and 
consultants (OPDP, DMPP, DMEPA etc.). Minor edits are being discussed. Final labeling is 
pending at the time of this review. 
 

13. Recommendations/Risk Benefit Assessment  
 

• Recommended Regulatory Action  
The recommended regulatory action for the proposed pirfenidone film-coated tablet 
formulation is approval. Genentech Inc. has submitted adequate data to support approval of 
pirfenidone film-coated tablet for treatment of IPF. The pivotal study, GP29830 demonstrated 
that pirfenidone film-coated tablet (801 mg) is bioequivalent to the pirfenidone capsule (3 X 
267 mg). Therefore, the company is able to rely on the Agency’s previous determinations of 
safety and efficacy for pirfenidone capsules. In addition, no new safety findings were observed 
in study, GP29830 and postmarketing experience for pirfenidone capsule. 
 

• Risk Benefit Assessment 
Based on the Agency’s previous determination of safety and efficacy for pirfenidone capsules 
for treatment of IPF, the overall risk and benefit assessment of pirfenidone film-coated tablet is 
considered acceptable.  
 

• Recommendation for Postmarketing Risk Management Activities 
None. 
 

• Recommendation for other Postmarketing Study Commitments 
 
None.  
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