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CHAPTER IV: Labeling
HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use ESBRIET safely and effectively.  See full 
prescribing information for ESBRIET.

ESBRIET® (pirfenidone) capsules and film-coated tablets, for oral use

Initial U.S. Approval: 2014

3 DOSAGE FORMS AND STRENGTHS 

Capsules:  267 mg, white, hard gelatin capsules printed with “PFD 267 mg” on the cap of the capsule in brown 
ink.

Film-coated tablets: oval, biconvex, debossed with “PFD", containing 267 mg (yellow),  
801 mg (brown) pirfenidone

11 DESCRIPTION

ESBRIET belongs to the pyridone class of .  ESBRIET is available as a white hard gelatin 
capsule containing 267 mg of pirfenidone for oral administration, or, as film-coated tablets containing 267 mg 
(yellow),  and 801 mg (brown) pirfenidone.

Pirfenidone has a molecular formula of C12H11NO and a molecular weight of 185.23.  Pirfenidone has the 
following structural formula, which has been referred to as 5-methyl-1-phenyl-2-1(H)-pyridone or 5-methyl-1-
phenyl-2-(1H)-pyridone.

Pirfenidone is a white to pale yellow, non-hygroscopic powder.  It is more soluble in methanol, ethyl alcohol, 
acetone and chloroform than in water and 1.0 N HCl.  The melting point is approximately 109°C.
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ESBRIET capsule contains pirfenidone and the following inactive ingredients: microcrystalline cellulose, 
croscarmellose sodium, povidone, and magnesium stearate.

In addition, the capsule shell contains gelatin and titanium dioxide. The capsule brown printing ink includes 
shellac, iron oxide black, iron oxide red, iron oxide yellow, propylene glycol, ammonium hydroxide.

ESBRIET tablets contain pirfenidone and the following inactive ingredients:

Microcrystalline cellulose, colloidal anhydrous silica, povidone, croscarmellose sodium, magnesium stearate, 
polyvinyl alcohol, titanium dioxide, macrogol (polyethylene glycol), talc, and iron oxide.  

16 HOW SUPPLIED/STORAGE AND HANDLING

ESBRIET white hard gelatin capsules contain 267 mg of pirfenidone. The cap of the capsule is printed with 
“PFD 267 mg” in brown ink. The capsule is supplied either in a bottle, a 14-day titration blister pack or a 4-
week maintenance blister pack.

ESBRIET film-coated tablets are oval, biconvex, debossed with “PFD”, containing 267 mg (yellow) and 801 mg 
(brown) pirfenidone. The film-coated tablets are supplied in bottles.

ESBRIET capsules:

 NDC 50242-121-01, bottle for a 30-day supply containing 270 capsules and closed with a child-resistant 
closure

 NDC 50242-121-02, 14-day titration blister pack, carton containing a total of 63 capsules in two blister 
cards – a Week 1 blister card containing 21 capsules (1 capsule per blister well) and a Week 2 blister 
card containing 42 capsules (2 capsules per blister well)

 NDC 50242-121-03, 4-week maintenance blister pack, carton containing a total of 252 capsules in four 
blister cards each with 63 capsules (3 capsules per blister well)

ESBRIET film-coated tablets:

 NDC 50242-122-05, carton containing 3 bottles, each containing ninety 267 mg tablets (270 tablets 
total) with a child-resistant closure

 NDC 50242-123-01, carton containing 1 bottle containing ninety 801 mg tablets, with a child-resistant 
closure

(b) (4)



Store at 25°C (77°F); excursions permitted to 15–30°C (59–86°F) (see USP Controlled Room Temperature).

Keep the bottle tightly closed.  Do not use if the seal over the bottle opening is broken or missing.



List of Deficiencies:  None,

 

Primary Drug Product Reviewer Name and Date:

Secondary Drug Product Reviewer Name and Date:



{For NDA only}

R Regional Information

1.14 Labeling

Immediate Container Label

Reviewer’s Assessment:

The immediate container labels contain all required content and formatting. Only the 267 mg and 801 mg labels have 
been provided.

(b) (4)





Reviewer’s Assessment:

Carton labels comply with all requirements.  Only the 267 mg and 801 mg labels have been provided.

List of Deficiencies:  None

Primary Labeling Reviewer Name and Date:

Secondary Reviewer Name and Date (and Secondary Summary, as needed):

ENVIRONMENTAL ANALYSIS

R Regional Information

The Applicant has followed the Guidance for Industry for the Submission of an Environmental Assessment in 
Human Drug Applications and Supplements, 1998. Their assessment does not meet the criteria described in Tier 
O approach.  As a result, they have conducted the studies required to assess absorption, metabolism, life time 
and fate of drug released into the natural environment.

Absorption and Metabolism: Pirfenidone is rapidly absorbed in rats and dogs and metabolizd with a half-life of 
2 to 3.5 hours. Pirfenidone is converted to a 5-hydroxymethyl metabolite and then to the inactive 5-carboxylic 
acid metabolite. Most of pirfenidone is eliminated in the urine as hydrophilic metabolites (in particular the 5-
carboxylic acid: 80 – 85% from rats and dogs, 97% from mice). Studies in humans showed similar results. The 
octanol: water partition coefficient is 0.9, suggesting that 90% of pirfenidone is found in the aqueous 
environment. Studies of the biodegradability of pirifenidone show that it is not readily biodegraded in the 
environment, and most of the downstream degrandants  does 
not appear to hinder microbial growth.

Aerobic transformation in aquatic sediment system was studied in two natural aquatic systems. 14C-pirfenidone 
(labelled phenyl) was followed in these environments. The rate of dissipation of radiolabelled pirfenidone  from 
the water and sediments was measured. 14C levels in the aqueous phase fell from % of applied label at day 1 
to % at day 14 and % at day 99. In the sediments radiolabelled carbon increased from % at the start 
to % on day 14, and % by day 99. The low level of total degradation was indicated by the production of 
14CO2, which by day 99 reached % of applied label. The two natural environments gave similar data.

To calculate the maximum expected emitted concentration an expected environmental concentration were based 
on there being no depletion mechanisms and were calculated based on the 5th year projected estimates- both the 
worst case senarios. The expected introduction concentration from use is estimated at  liters per day 
through publicly owned treatment works. No metabolism or depletion mechanisms are assumed.

No appreciable release of pirfenidone in the air is expected.
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Toxicity studies were perfomed for the aquatic environment: Daphnia magna acute toxicity and early life stage 
toxicity in fish  and algal growth inhibition were studied. The NOEC of pirfenidone for Daphnia magna is 
considered to be , for early life stage fish it is  and  for respiration inhibition 
testing of sludge, which is the highest concentration below the EC20 at which the observed level of inhibition 
was below the accepted level of variability for the controls %). Several other studies were conducted. The 
results of these are similar to those mentioned above.

The calculation of  the maximum expected environmental concentration (MEEC), the expected environmental 
concentraton (EEC), and the Expected Introduction Concentration (EIC)  from patient use are:

This estimate demonstrates that the criteria for Tier 2 are met

Reviewer’s Assessment:

The environment assessment given by the applicant has be thorough and is adequate.
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OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

In Vitro Dissolution Testing:

The proposed dissolution method is as follows:

Pirfenidone is a highly water-soluble molecule, with a pH-independent solubility of approximately 20 

pirfenidone exhibits the properties of a BCS Class I molecule.

The applicant submitted dissolution method development report, dissolution method validation report and 
raw data. 

Biowaiver Requests

Biowaiver for lower strengths film-coated tablets 267 and 534 mg

All film-coated tablet strengths are manufactured by the same manufacturing process and manufacturer. 
. The lower strengths film-

coated tablets, 267 and 534 mg, are bridged to the film-coated tablets 801 mg (used in the bioequivalence 
study) by means of comparative dissolution. Figure 2 shows the comparative dissolution profiles of the 
three strengths in four different media. Similarity factor f2 are not calculated since more than % is 
dissolved within 15 minutes.
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OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

Figure 2: Comparative Dissolution Profiles of the Film-Coated Tablets 801 mg Bio-Batch and the Lower Strengths 267 
and 534 mg Film-Coated Tablets (Biowaiver) in Four Different Media

Minor change of dimensions of 801 mg film-coated tablets

Comparative dissolution profiles were generated for the 801 mg commercial trade dress at  
[batch M0011]) and  

[batch M0010])  values and 
c -batch  

 used in the bioequivalence Study. Dissolution profiles of the 801 mg film-coated 
tablets with the final commercial trade dress (dimensions 20.0 × 9.3 mm),  

 were demonstrated to be similar to the dissolution profiles of the bio-batch as more 
than % of the drug is dissolved within 15 minutes in all media tested.
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