Dose-Response Relationship of Oral Treprostinil for Secondary Endpoints in the FREEDOM-EV Study
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(PAH) were randomized (346 oral treprostinil, 344 placebo). assigned to oral treprostinil reached 23 mg TID. Median doses were 2.5 and 3.6 o o P=0.82 P<0.0001 Participants achieving higher doses had greater clinical
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stimulator [SGC]). Dosing was individualized in 0.125-mg or <3 mg TID >3 mg TID Piiii%iao 1000 - g tolerability or more active management of adverse events by
0.25-mg increments three times daily (TID) to a maximum N=160 N=186 & 5 investigators.
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morbidity/mortality event (the composite of all-cause death, Median 46.5 42 42 - . - =
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95% Cl 0.56,0.97; P=0.0391), a difference driven by Sk of African American S o i) <ng o 25m 10 N=270 <ing D 25mg 10 N34 CONCLUSIONS
reduceci |n0|dence of disease progression with oral Asian 72 (45%) 78 (41'?%) 156 (45(')3%) Note: Only participants with both baseline and Week 24 NT-proBNP measures are included. NT-proBNP Note: For those participants who withdrew early due to death, were too ill to walk, or had no WHO FC measure m Achieving a hlgher oral treprostin" dosing regimen was
treprostlnll.l Ur_lknown : 0 1(0.5%) 2 (0.6%) measurements after the subject discontinued the study drug were excluded from the analyses. Each study drug dose due to clinical worsening event, the WHO FC is set to worst class of IV; for all other withdrawal without WHO FC : : .
: Ca Weight at Baseline (kg)* sub-group is compared to the common placebo group. P-value and LSMean Difference are obtained from the analysis measurement, LOCF is used for imputation. Each study drug dose subgroup is compared to the common associated with a better clinical response at 24 weeks.
= Prewously presented pOSt-hOC analyses of treprostlnll clinical Mean (SD) 67.78 (18.55) 64.59 (18.43) 68.86 (17.04) of covariance with the change from baseline in log-transformed data in NT-proBNP as the dependent variable, Placebo group. P-values are obtained from Fisher’s exact test. A|though the improvement In exercise capacity for the hlgher
data provide evidence Of the treprostinil dose-response HI\/lledh?nt saseline (o) 64.10 60.00 66.05 treatment as fixed effect, and log-transformed baseline NT-proBNP as a covariate. dose group (>3 mg T|D) Was modest it Was coupled with 3
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Improvements Iin 6-minute walk distance (GMWD), Borg Median 160.0 159.0 162.0 Figure 3. Change from Baseline in Borg Dyspnea Score by P group '

= Prostacyclin-type adverse events were common but did not
clearly differ between the two dosing groups. Additional
Investigation is warranted.

= Adose escalation plan aiming for 3 mg TID by Week 24 may

dyspnea score, and hospitalization outcomes.?3# In the long-
term, open-label FREEDOM-EXT study, dose-related effects
on 6MWD were seen in those who remained on therapy at

1 year (N=569).°

*P<0.05; P-values are calculated using Kruskal-Wallis test for continuous variables.

Dose Subgroup at Week 24 Table 2. Treatment Emergent Adverse Events by

The higher dose group (23 mg TID group) had superior clinical responses when Dose Subgroup at Week 24

) ) ® Deteriorated
compared with the lower dose (<3mg TID) and placebo groups (Figures 1 to 4).
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