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Esbriet® 801 mg Tablets Esbriet® 267 mg Tablets Esbriet® 267 mg
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Pirfenidone Pirfenidone Pirfenidone

Film coated tablets Film coated tablets Hard Capsules
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Esbriet is indicated in adults for the treatment of mild to moderate Idiopathic
Pulmonary Fibrosis (IPF).
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:xan yTna P 4.2 Posology and method of administration qwoa

[..]

Renal impairment

No dose adjustment is necessary in patients with mild te-mederate-renal impairment.

Esbriet should be used with caution in patients with moderate (CrCl 30-50 ml/min)

renal impairment.

Esbriet therapy should not be used in patients with severe renal impairment (CrCl

<30 ml/min) or end stage renal disease requiring dialysis (see sections 4.3 and 5.2).

:xan yTna PTIY 4.4 Special warnings and precautions for use g'woa

[.]

Angioedema/ Anaphylaxis

Reports of angioedema (some serious) such as swelling of the face, lips and/or tongue
which may be associated with difficulty breathing or wheezing have been received in
association with use of Esbriet in the post-marketing setting.

Reports of anaphylactic reactions have also been received.

Therefore, patients who develop signs or symptoms of angioedema or severe allergic

reactions following administration of Esbriet should immediately discontinue treatment.

Patients with angioedema or severe allergic reactions should be managed according to

standard of care. Esbriet must not be used in patients with a history of angioedema or

hypersensitivity due to Esbriet (see section 4.3).

:xan y1na PTY 4.8 Undesirable effects qiwoa

[.]

Immune system disorders: Anaphylaxis was added as an adverse reaction at Not

known (cannot be estimated from the available data) frequency.

Anaphylaxis was identified through post-marketing surveillance.
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:Nan y1Tna PTIv 5.2 Pharmacokinetic properties qoa

Absorption

Administration of Esbriet capsules with food results in a large reduction in Cmax (by
50%) and a smaller effect on AUC, compared to the fasted state. Following oral
administration of a single dose of 801 mg to healthy older adult volunteers (50-66 years
of age) in the fed state, the rate of pirfenidone absorption slowed, while the AUC in the
fed state was approximately 80-85% of the AUC observed in the fasted state.

Bioequivalence was demonstrated in the fasted state when comparing the 801 mg tablet

to three 267 mg capsules. In the fed state, the 801 mg tablet met bioequivalence criteria

based on the AUC measurements compared to the capsules, while the 90% confidence
intervals for Cmax (108.26% - 125.60%) slightly exceeded the upper bound of standard
bioequivalence limit (90% CI: 80.00% - 125.00%). The effect of food on pirfenidone

oral AUC was consistent between the tablet and capsule formulations. Compared to the

fasted state, administration of either formulation with food reduced pirfenidone Cmax,

with Esbriet tablet reducing the Cmax slightly less (by 40%) than Esbriet capsules (by
50%).

A reduced incidence of adverse events (nausea and dizziness) was observed in fed

subjects when compared to the fasted group. Therefore, it is recommended that Esbriet
be administered with food to reduce the incidence of nausea and dizziness.

The absolute bioavailability of pirfenidone has not been determined in humans.

[..]

Biotransformation

Approximately 70-80% of pirfenidone is metabolised via CYP1A2 with minor
contributions from other CYP isoenzymes including CYP2C9, 2C19, 2D6, and 2E1.

In vitro data indicate some pharmacologically relevant activity of the major metabolite

(5-carboxy-pirfenidone) at concentrations in excess of peak plasma concentrations in

IPF patients. This may become clinically relevant in patients with moderate renal

impairment where plasma exposure to 5-carboxy-pirfenidone is increased.
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Renal impairment

No clinically relevant differences in the pharmacokinetics of pirfenidone were observed
in subjects with mild to severe renal impairment compared with subjects with normal
renal function. The parent substance is predominantly metabolised to 5-carboxy-
pirfenidone.

The mean (SD) AUCo-» of 5-carboxy-pirfenidone was significantly higher in the

moderate (p = 0.009) and severe (p <0.0001) renal impairment groups than in the group

with normal renal function:; 100 (26.3) mge*h/L and 168 (67.4) mgeh/L compared to 28.7

(4.99) mgeh/L respectively.

Renal AUC-. (mgehr/L)
Impairment Statistics Pirfenidone 5-Carboxy-Pirfenidone
Normal Mean (SD) 42.6 (17.9) 28.7 (4.99)
n=6 Median (25th_75th) 42.0 (33.1-55.6) 30.8 (24.1-32.1)
Mild Mean (SD) 59.1 (21.5) 49‘3‘* (14.6)
n=6 Median (25th775th) 51.6 (43.7-80.3) 43.0 (38.8-56.8)
Moderate Mean (SD) 63.5 (19.5) IOOb (26.3)
n=6 Median (25th—75th) 66.7 (47.7-76.7) 96.3 (75.2-123)
Severe Mean (SD) 46.7 (10.9) 1680 (67.4)
n=6 Median (25th775th) 49.4 (40.7-55.8) 150 (123-248)

AUCy.._= area under the concentration-time curve from time zero to infinity.
 p-value versus Normal = 1.00 (pair-wise comparison with Bonferroni)

b

p-value versus Normal = 0.009 (pair-wise comparison with Bonferroni)

© p-value versus Normal < 0.0001 (pair-wise comparison with Bonferroni)
Exposure to 5-carboxy-pirfenidone increases 3.5 fold or more in patients with moderate

renal impairment. Clinically relevant pharmacodynamic activity of the metabolite in

patients with moderate renal impairment cannot be excluded. No dose adjustment is

required in patients with mild renal impairment who are receiving pirfenidone.

Pirfenidone should be used with caution in patients with moderate renal impairment.
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The use of pirfenidone is contraindicated in patients with severe renal impairment

(CrCl <30ml/min) or end stage renal disease requiring dialysis (see sections 4.2 and
4.3).

Population pharmacokinetic analyses from 4 studies in healthy subjects or subjects with
renal impairment and one study in patients with IPF showed no clinically relevant effect

of age, gender or body size on the pharmacokinetics of pirfenidone.
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