Crossing thresholds and changing rates of respiratory function decline are
predictive of clinical outcomes in Duchenne Muscular Dystrophy (DMD)
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Figure 1. CINRG-DNHS analysis data set Table 1. Disease characteristics for patients declining <5% versus >5% per year
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Figure 2. 5-year survival estimates as a function of FVC (A) and PEF (B) thresholds and 2-year risk of initiation of assisted ventilation as a function of FVC%p (C)
and PEF%p (D).
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* It rate of decline in FVC% por PEF% P IS predlctlve of the Figure 3. Kaplan-Meier plot showing time from crossing 50%p to death for FVC%p (A) and PEF%p (B) and time to initiation of assisted ventilation for FVC%p (C)

time to death and the initiation of assisted ventilation. and PEF%p (D) in patients with decline rates <5% per year (blue line) versus >5% per year (red line).
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Analysis 1: Crossing thresholds of FVC or PEF
e Conducted in patients with at least one assessment
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at or above and one below the FVC/PEF threshold of " — -
interest. The time when the threshold was crossed is Bowoow o I I R S AR R T A pooE
used as the baseline for the analysis. Coom e et Com e Cor e Lo e
e Thresholds were scanned in small decrements until e T e T
<5 events occurred. Kaplan-Meier method was used to e 5-year estimated survival after crossing FVC of 1L was 86% (Figure 2A, dashed red line) and was equivalent to crossing
derive 5-year and 2-year risk estimates (and 95% Cl) of PEF of 96L/min (Figure 2B, dashed red line).
death and assisted ventilation. e FVC%p and PEF%p predict the risk of initiation of assisted ventilation after crossing thresholds equally well
e Similar analyses were conducted for FVC%p and (Figure 2C and 2D).
PEF%p. * There was a 3-year delay in time from crossing 50%p to initiation of assisted ventilation in <5% annual decline group
Analysis 2: Changes in rate of decline of FVC%p or (8 years) vs in >5% annual decline group (5 years) for both FVC%p and PEF%p (Figure 3C and 3D).
PEF%p e Delay was seen also in time to death for <5% annual decline group (Figure 3A and 3B).
e Conducted in patients with at least one assessment e Sensitivity analyses using cut-offs of 4%, 6% and 7% as well as crossing thresholds of 45%p, 55%p and 60%p were
of FVC%p or PEF%p between 80 — 50% during the consistent with the primary analysis using cut-off of 5% and baseline of 50%p (data not shown).

study. All values between 80 — 30% were used for each

patient to estimate individual annual rates of decline. T e
e The individual rates of decline were categorized using

a cut-off of 5%, the observed mean in natural history e These analyses demonstrate that crossing thresholds of FVC and PEF are predictive of 5-year survival and 2-year risk of
studies, as those with a more rapid decline rate initiating assisted ventilation.
(>5% per year) or less rapid rate (<5% per year). e Altering the rate of respiratory function decline impacted both the time to death as well as initiation of assisted
Sensitivity analyses were conducted with cut-offs at ventilation, with a reduction in the rate of decline leading to a beneficial delay in both.
4%, 6% and 7%. e Reducing the rate of respiratory function decline and delaying the time to cross clinically relevant thresholds of

e Time from crossing 50% of FVC%p or PEF%p for the respiratory function is an important therapeutic goal to reduce respiratory complications and delaying time to needing
first time was used as the baseline for the analysis and assisted ventilation.

time to death or start of ventilation was estimated
with Kaplan-Meier method. Sensitivity analyses were
conducted for time from crossing 45%, 55% and 60%
thresholds.

* The two groups (those with a more rapid rate of
decline versus those with a less rapid rate) were

compared with Kaplan-Maier methods. P-values were
calculated with the log-rank test.
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