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Body: Macitentan's effect on 6MWD and the association between 6MWD and the long-term outcome of
PAH-related death or hospitalisation (PAHDH) were explored in SERAPHIN (NCT00660179) where 742
PAH patients were randomised to placebo, macitentan 3 or 10mg g.d. Repeated measures analysis was
performed on 6MWD changes from baseline (BL) at Months 3, 6, 12. In patients with available data for
6MWD at Month 6, hazard ratios measured associations between interquartile ranges of BL 6MWD, 6 MWD
changes, or Month 6 values (tadjustment for significant covariates) and the risk of PAHDH from Month 6.
6MWD benefit was sustained with macitentan vs placebo over 12 months (3mg: +21.5m [95%CI 10.0-33.0];



P=0.0003 and 10mg: +25.4m [95%CI 13.8—-37.0]; P<0.0001). Lower BL 6MWD and Month 6 values were
associated with PAHDH risk. Absolute value at Month 6 lost its association when adjusted for BL 6MWD
and sex. Neither adjusted nor non-adjusted changes in 6MWD from BL to Month 6 were associated with

PAHDH risk.

Association of 6MWD with PAHDH risk

6MWD Interquartile ranges (m) Hazard ratio* (95%) Cl
Q1 Q2 Q3 Q4 |Q2vsQ1 Q3vsQ1 Q4vsQ1
Baseline <300 |>300-<372 |[>372-<430 [~430 |0.56 (0.39-0.79) [0.39 (0.27-0.57) ?(')2135_0 36)
Changes at Month 6 [<-9 [>-9-<20 >20-<57 [557 |[1.02 (0.60-1.72) [1.01 (0.59-1.73) 2(5?873-2.27)
0.82

Changes at Month 61 [<-9 [>-9-<20 >20-<57  [>57 ]0.96 (0.57-1.62) |0.76 (0.44-1.32) (0.48-1.04)
Absolute at Month 6 <348 [>348-<400 [>400-<455 [>455 |0.55 (0.35-0.87) (0.40 (0.24-0.64) ?(')3139_0 55)
Absolute at Month 61 |<348 [>348-<400 [~400-<455 [>455 |0.73 (0.44-1.20) (0.63 (0.35-1.13) ?66:0_ 1.20)

*Using Cox proportional model; TAdjusted for baseline 6MWD and sex
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