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Conclusions A comprehensive integrated analysis of safety
outcomes in a large, well-defined cohort of 1299 patients with
IPF who were treated with pirfenidone for up to 9.9 years dem-
onstrated that treatment with pirfenidone is safe and generally
well tolerated. These observations provide further evidence to
support the long-term clinical safety of pirfenidone in patients
with IPF.
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Introduction and objectives IPF is a progressive, irreversible and
fatal disease. Early treatment initiation when lung function is rel-
atively preserved may have beneficial outcomes; however, pub-
lished data to support this hypothesis are lacking. We
investigated the efficacy of pirfenidone at 12 months in patients
stratified by lung function using forced vital capacity (FVC) or
GAP stage.

Methods Efficacy outcomes (FVC, 6-minute walk distance
[6MWD] and dyspnea [UCSD SOBQ]) were analysed at 12
months in patients randomised to pirfenidone 2403 mg/d or pla-
cebo in the pooled CAPACITY/ASCEND population (N =
1247), stratified by baseline FVC (>80%, <80%) and GAP stage
(GAP I, GAP II-IIl). Treatment-by-subgroup interaction was
tested based on a rank ANCOVA model. The factors in the
model included study, region, treatment, subgroup and treat-
ment-by-subgroup interaction term.

Results Demographic characteristics were similar across all four
groups. In the placebo arm, disease progression as measured by
FVC occurred with comparable frequency in patients with FVC
>80% and FVC <80%, as well as in patients with GAP T and
GAP TI-IT stage. A higher proportion of placebo patients with
FVC <80% and GAP II-II stage had a >50-m decline in
6MWD or death or a >20-point change in the UCSD SOBQ
total score. Pirfenidone treatment reduced the proportion of
patients experiencing a >10% FVC decline or death and
increased the proportion of patients with no FVC decline in all
subgroups. Pirfenidone also reduced the proportion of patients
with >50-m decline in the 6MWD or death and increased the
proportion of patients with no 6MWD decline in all subgroups.
The magnitude of treatment effect in patients with less vs more
preserved lung function was comparable, with no significant
treatment-by subgroup interaction (Figure 1).

Standardized Treatment Effect Interaction

Outcome Subgroup Treatment Effect* P Valuet P Value*
FVC < 80% - <0.0001
FVC = 80% < 0.0001 0.3969
FVC
GAP stage II-lll —— <0.0001 0.8152
GAP stage | —— < 0.0001 .
FVC < 80% —— 0.0011
FVC = 80% - 0.0514 0.9583
6MWD
GAP stage II-Ill —— 0.0074
GAP stage | —— 0.0197 0.9327
FVC < 80% —— 0.0053
ucsb FVC = 80% —— 0.8929 0.1957
SOBQ GAP stage II-lll —— 0.0096
GAP stage | p— 0.9767 0.0804
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6MWD, 6-minute walk distance; FVC, forced vital capacity; UCSD SOBQ, University of California—San Diego
Shortness of Breath Questionnaire.

*For FVC and 6MWD: treatment difference = pirfenidone — placebo; for UCSD SOBQ, treatment difference = placebo
— pirfenidone.

TP values represent categorical difference (pirfenidone versus placebo). Percentage relative treatment difference in
the proportion of patients achieving efficacy outcomes were calculated using the following formula: 100 x [pirfenidone
- placebo]/[placebo].

1The P value is from the test statistic for testing the i

between the and group variable.
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Treatment effect of pirfenidone by baseline

Conclusions In the placebo population, clinically significant dis-
ease progression occurs in subgroups with more and less pre-
served lung function at baseline, underlying the need for early
intervention. The magnitude of pirfenidone treatment effect on
functional measures was comparable in these subgroups of
patients (FVC <80% wvs FVC >80% or GAP I vs GAP II-III
stage), supporting the initiation of treatment soon after diagno-
sis, when pulmonary function is relatively preserved.

Clinical studies of advanced COPD
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Background Widespread white matter damage and cognitive
impairment have been demonstrated in COPD. However, it
remains unclear if regional atrophy is present. We used a simple
clinical visual rating scale to measure regional atrophy in a well-
characterised population with COPD and compared age-matched
controls. We explored correlations with demographics, disease
factors and cognitive measures.

Objectives

1. a) To determine if there are significant differences in regional
atrophy between COPD patients and age-matched control
subjects.

2. b) To investigate whether patient characteristics or measures
of disease severity account for group differences in atrophy
severity.

3. ¢) To seek correlations with regional atrophy.

Methods A validated visual analogue MRI grading technique was
used to assess the degree of atrophy in multiple brain regions in
stable non-hypoxaemic COPD patients (n = 25) and age-
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